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1695 | A CASE OF STEALTH
NIACIN INDUCED LIVER INJURY

Christina Pham® Heather Patton® Kendall Lucara®

VA san Diego Healthcare, 2University of California,
San Diego

Introduction: Niacin, a B vitamin once recommended
for dyslipidemia under National Cholesterol Education
Program Adult Treatment Panel 1ll (NCEP ATPII
2001), fell out of favor after the 2013 ACC/AHA guide-
lines centered management on statins. A systematic
review for the 2018 AHA/ACC/Multisociety Cholesterol
Guidelines further showed niacin conferred no ASCVD
benefit while raising risk of adverse effects including
worsening insulin resistance and hepatotoxicity. It re-
mains available by prescription and over the counter,
particularly for statin-intolerant patients. We present
chronic niacin use causing undiagnosed clinically sig-
nificant drug-induced liver injury (DILI) over 10 years.
Case Presentation: A 63-year-old man with dyslipi-
demia was referred for mild mixed hepatocellular-c-
holestatic enzyme elevation. He had 10 years of fluctu-
ating elevation (R=0.65; alkaline phosphatase peak
160 IU/L, AST peak 49 IU/L). His medication regimen
over this interval included aspirin 81 mg daily, as-need-
ed ibuprofen, and extended-release niacin 1500 mg
daily, started after statin-induced rhabdomyolysis. He
denied supplements, drank rare alcohol, and had no
diabetes or autoimmune history.Workup showed
thrombocytopenia (89 K/uL), hypoalbuminemia (3.0
g/dL), and coagulopathy (INR 1.8). Viral serologies
were negative. Iron saturation was elevated (79%) with
normal ferritin; ANA was positive (1/160) and ACE ele-
vated (105 U/L). HFE testing (H63D, C282Y) was neg-
ative. FibroScan showed liver stiffness of 10.0 kPa and
CAP 387 dB/m. Liver biopsy revealed mild portal lym-
pho-histiocytic inflammation, interface and lobular ac-
tivity with feathery degeneration, acidophil bodies, duc-
tular reaction, and focal cholestasis, without steatosis,
ballooning, or bile duct injury; trichrome showed stage
1-2 fibrosis, with negative iron and copper stains (Fig-
ure 1). The differential diagnosis from pathology was
Wilson disease versus DILI; 24-hour urine copper was
negative.Of his three medications, niacin was deemed
most likely to cause hepatotoxicity. Following discon-
tinuation, liver enzymes, albumin, platelets, and INR
normalized within 27 days and remained stable for 3
years (RUCAM 8, probable). Discussion: The AASLD
Practice Guidance on DILI defined three scenarios for
DILI, one of which is an INR > 1.5 with elevated liver
enzymes. Per LiverTox, niacin toxicity can reduce pro-
tein and coagulation factor synthesis, causing hypoal-
buminemia and coagulopathy. Here, INR was not
checked initially, and the modest enzyme elevation
would not typically prompt hepatology referral. Howev-

er, biopsy showed stage 1-2 fibrosis indicating likeli-
hood to progress if untreated. Conclusion: Though
prescription niacin use has declined in light of the 2018
ACC/AHA/Multisociety systematic review, for patients
requiring it, monitoring of albumin, platelets, and INR
alongside liver enzymes may facilitate earlier recogni-
tion of hepatotoxicity.

Figure 1. Liver biopsey histology, H&E stain. (a) 4x, At low magnification, sections show
liver parenchyma with portsl and lobular inflamm atory inflammation, predominately
lymphehistiocytic. Mo obvious necmsis, significant steatosis, or fibrosis is identified.
{b) 10x, Interface hepatitiz is present, where the inflammatory infiltrates croz=the
limiting plate of the portal tract. Bile ducts are intact. Within the parenchyma,
muttiple foci of lobular inflammation is identified. [c) 20x, Pericentral lobular
inflammation iz highlighted with focal acidophil bodies (arrow) identified. The
inflammation is predominately lymphohistiocytic with rare neutrophils and plasma
cells. (d) 20, High-power view of a portal tract highlights ductular reaction and
interface hepatitis with rare associated acidophile bodies [arrows ). Rare eosinophils
[=tars), neutrophils and plasma cells are identified.

1696 | CHRONIC USE OF KHAT
WITH DILI LEADING TO CIRRHOSIS.

Laurie Larson®

1University of Minnesota

Introduction: Khat (catha edulis) are fresh leaves
from an evergreen plant native to East Africa andthe
Arabian peninsula that have stimulant properties.
These leaves are chewed causingmild euphoria. Pub-
lic health estimates that 10-20 million people use Khat
regularly,predominately in eastern African nations
where the plant is grown. While legal andaccepted in
nations like Ethiopia, Somalia, and Yemen, the active
agents causingeuphoria (cathinone and cathine) are
classified as illegal in the United States. Casereports of
Khat induced auto immune hepatitis with positive au-
toantibodies have beenreported with improvement in
liver tests with cessation of Khat use along with
somepatients requiring immunosuppression. Case
studies of advanced liver disease andcirrhosis have
been limited. Case Presentation: This case study in-
volves a 44-year-old who was initially diagnosed with
Khat druginduced liver injury 3 years prior to admission
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following two liver biopsies confirming thatthe injury
was not autoimmune in nature and stage Il fibrosis.
Comprehensive liverevaluation unrevealing for other
cause with labs indicating mixed cholestatic andhepa-
tocellular injury. He was advised complete cessation of
Khat use with reportedresuming use within 3 weeks of
discharge. A year following discharge, he was admit-
tedwith evidence of decompensated liver disease with
ascites, hepatic encephalopathy andSBP. At that time,
he was noted to have ANA+ (320), AMA+ and + IgG
(2600). He waslost to follow up for two years and again
presented with hepatic encephalopathy,anasarca and
ascites. Abdominal imaging with a shrunken liver,
splenomegaly,mesenteric edema and small ascites.
No masses were seen on imaging and his AFPwas 33.
Repeat IgG was 2102. Repeat liver biopsy was per-
formed with HVPG of 11mmHg. Liver biopsy confirmed
Khat induced liver injury leading to cirrhosis with al-
teredhepatic architecture and regenerative nodule for-
mation representing stage 4 fibrosis. Discussion: This
patient now has evidence of advanced liver disease
from continued use of a herb that triggers an active
heptitis. Repeat biopsy was performed due to more
rapid progression to cirrhosiswithin a 3 year period
than expected without cessation. Conclusion: This
case highlights use of Khat causing acute hepatitis
leading to cirrhosis withpersistent use. Recognizing
other culturally accepted herbalproducts that may be
contributing to advancing liver disease or autoimmune
appearing elevated liver testsshould be considered
when interviewing patients.

1697 | THE MANY FACES OF
ACUTE LIVER INJURY IN

PREGNANCY: FROM AFLP TO
DELAYED CHOLESTATIC DILI

Camelia Ciobanu® Lauren Grinspanl Madeline
= )
Karsten® Lauren MS. Ferrara® Thomas Schiano®

Mount Sinai Hospital

Introduction: Acute fatty liver of pregnancy (AFLP) is
a rare and potentially life-threatening entity, affecting
approximately 1 in 10,000 pregnancies and typically
occurring in the third trimester or early postpartum peri-
od. We describe a patient who met clinical criteria for
AFLP based on the Swansea criteria but subsequently
developed a second liver injury. Liver biopsy was con-
sistent with drug-induced liver injury (DILI) and showed
no hepatic steatosis. Case Presentation: A
30-year-old G1P0O woman at 35 weeks with a twin
pregnancy presented with contractions and underwent
cesarean delivery for a Category Il fetal tracing. Labs
showed platelets 110 x103/uL, creatinine 2.73 mg/dL,
glucose 63 mg/dL, AST 431 IU/L, ALT 649 IU/L, and

total bilirubin 5.7 mg/dL (direct 4.2 mg/dL). Postopera-
tively, she had lethargy, hypoglycemia, hypertension,
and coagulopathy (INR 2.0, fibrinogen <60 mg/dL),
with elevated ammonia, LDH, bile acids and low hap-
toglobin. She met >=7 Swansea criteria for AFLP. Viral
hepatitis and other causes of acute liver injury were ex-
cluded. Ultrasound showed diffuse hepatic echogenici-
ty suspicious for steatosis  without biliary
obstruction.Anemia, schistocytes, low C3, and persis-
tent kidney injury raised concern for atypical hemolytic
uremic syndrome (aHUS). Eculizumab was initiated
empirically with penicillin prophylaxis. ADAMTS13 ac-
tivity was normal and anti-factor H antibodies were
negative. Mental status, renal function, transaminases,
ammonia, and coagulatopathy improved.On hospital
day 9, she developed a second, predominantly
cholestatic liver injury with ALP 1,310 IU/L, GGT 1,087
IU/L, total bilirubin 7.0 mg/dL, AST 196 IU/L, and ALT
166 IU/L. MRI/MRCP showed no biliary obstruction or
vascular abnormality. Liver biopsy demonstrated
cholestatic injury consistent with delayed DILI, possible
related to eculizumab, penicillin or ibuprofen without
hepatic steatosis. Ursodiol was initiated, with gradual
improvement in cholestatic liver biochemistries. Dis-
cussion: This case highlights the diagnostic challenge
of AFLP and the importance of evaluating for additional
causes when liver injury worsens after initial improve-
ment. The absence of steatosis on a postpartum biop-
sy does not necessarily exclude AFLP. Microvesicular
steatosis may be difficult to detect routine H&E stain-
ing, and tissue handling may influence its identification.
Current pathology guidance recommends that, when
AFLP is suspected, tissue be submitted fresh for
frozen-section review of fat, with Oil Red O or Sudan
staining, as routine formalin fixation and paraffin pro-
cessing may remove lipid and limit its detection. Con-
clusion: AFLP remains primarily a clinical
diagnosis.This case raises an important question re-
garding how rapidly hepatic microvesicular steatosis
resolves following delivery and emphasizes the impor-
tance of biopsy timing and appropriate tissue-process-
ing techniques when interpreting postpartum liver his-
tology.
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1698 | SEVERE TRANSAMINITIS
WITHOUT CLASSIC FEATURES: AN
ATYPICAL PRESENTATION OF
ACUTE FATTY LIVER OF
PREGNANCY IN A TWIN GESTATION

Andrew Gregory DaryaM Herscovici® Alessandro
Colletta” Deepika Devuni

University of Massachusetts Medical School, Division
of Internal Medicine, 2University of Massachusetts
Medical School, Division of Gastroenterology
Introduction: Acute fatty liver of pregnancy (AFLP) is
a rare life-threatening disorder marked by microvesicu-
lar fatty infiltration of hepatocytes, thought to arise from
impaired fetal-maternal fatty oxidation and typically
presents in the third trimester. We describe an atypical
AFLP presentation in a dichorionic-diamniotic twin ges-
tation with limited symptoms despite a rapidly progres-
sive hepatic decline. Case Presentation: A
32-year-old G2P1001 female at 32 weeks 2 days ges-
tation with a dichorionic-diamniotic twin pregnancy was
admitted for suspected preeclampsia with headache.
On admission, she had no abdominal pain, nausea, or
vomiting, and vital signs, including blood pressure,
were stable. However, she had new-onset transamini-
tis (AST/ALT 168/115 UJ/L) that progressed to 910/734
over a week. WBCs were 14.8k cells/puL, ammonia was
65 pmol/L, bilirubin was 1 mg/dL, uric acid was 8.4
mg/dL, fibrinogen was 246 mg/dL, INR was normal,
and there was no proteinuria or thrombocytopenia. Pe-
ripheral blood smear showed burr cells. Viral hepatitis,
HIV, EBV, CMV, HSV, lipase, TSH, and CK studies
were unremarkable. Abdominal ultrasound showed
heterogeneous hepatic echotexture consistent with fat-
ty infiltration without biliary obstruction. Given these
findings, AFLP became the leading diagnosis. She met

6/15 Swansea criteria (SC) for AFLP with: bilirubin >
0.8, uric acid > 5.7, WBCs > 11k, AST/ALT > 42, am-
monia > 47, and ascites or "bright liver" on abdominal
ultrasound. She underwent cesarean delivery at 32
weeks 1 day gestation. Following delivery, AST/ALT
improved rapidly (120/229) within 72 hours postpartum
and normalized to 34/20 at the 1-month hepatology fol-
low-up. Discussion: This case highlights how AFLP
can cause rapidly deteriorating hepatic injury before
classic clinical features emerge. Despite the subclinical
presentation of AFLP due to a lack of vomiting, abdom-
inal pain, polydipsia/polyuria, and encephalopathy, she
still met SC with lab and imaging data to secure the di-
agnosis. Due to the association between AFLP and fe-
tal fatty-acid oxidation defects, particularly LCHAD de-
ficiency, screening of the patient's children was recom-
mended to identify a potential underlying metabolic
disorder. Conclusion: AFLP should remain in the dif-
ferential diagnosis of rapidly worsening liver injury in
late pregnancy, even without classical signs. Prompt
recognition of subtle abnormalities may permit timely
delivery before severe maternal or fetal complications
develop.

1699 | ALCOHOLIC LIVER
DISEASE: THE IMPORTANCE OF
SEEKING APPROPRIATE CARE
WITH EARLY SIGNS/SYMPTOMS

Sarah F. D'Ambruoso1 Hannah .Jarvis2

lcase Western Reserve University School of
Medicine, Unlversny Hospitals

Introduction: Alcoholic liver disease is a spectrum of
liver dysfunction ranging from asymptomatic jaundice
to acute on chronic liver failure. Reversibility of liver
dysfunction is possible in some cases with early medi-
cal management and complete abstinence from alco-
hol. Delays in seeking care are associated with higher
rates of decompensated liver failure, organ transplan-
tation, and mortality. Patients may not be aware of the
need to seek care at the earliest signs of liver dysfunc-
tion, i.e. development of jaundice, and online sources
such as generative artificial intelligence tools may not
reflect the most up-to-date guidance. Case Presenta-
tion: A 27-year-old man with no significant past medi-
cal history presented to our academic medical center
with several days of worsening abdominal distention
and pain with scleral icterus. He admitted to several
years of ongoing heavy alcohol use and endorsed an
episode of jaundice around 8 months prior for which he
did not seek medical care. Instead, he consulted a
large language model (LLM) which advised that ab-
staining from alcohol alone would resolve his jaundice.
He abstained for about 40 days and the jaundice re-
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solved. He then resumed drinking about 80 ounces of
malt liquor per day until about 2 weeks prior to admis-
sion when he began to develop jaundice and abdomi-
nal distention. Abdominal ultrasound revealed hep-
atomegaly, portal hypertension, splenomegaly, and
massive ascites. Admission labs showed hyponatrem-
ia, hypoalbuminemia, hyperbilirubinemia, coagulopa-
thy, and thrombocytopenia. His MELD-Na score was
36. He was admitted to the ICU for management of
acute on chronic liver failure and prednisolone and
N-acetylcysteine were started based on his MDF score
of 151. Paracentesis revealed a serum ascites-albumin
gradient greater than 1.1, confirming portal hyperten-
sive ascites and empiric antibiotics were started for
SBP. Subsequently, he underwent evaluation for early
liver transplantation. Discussion: This case illustrates
the severe sequelae of a late presentation of alcoholic
hepatitis. The patient had an earlier episode of jaun-
dice which he managed on his own by following online
advice from an artificial intelligence LLM chatbot to ab-
stain from alcohol until the jaundice disappeared. Early
and appropriate medical care at the time of asympto-
matic jaundice might have enabled him to make a full
recovery with medical management alone (i.e.
steroids) as well as obtain support and resources for
his alcohol use disorder rather than progressing to
acute on chronic liver failure and necessitating evalua-
tion for early liver transplantation. Conclusion: The
medical community must ensure that patient-facing re-
sources available on the Internet and through genera-
tive artificial intelligence tools reflect guideline-directed
recommendations to patients to seek care at the earli-
est sign of liver damage to maximize the potential for
reversibility of disease.

1700 | NOVEL HETEROZYGOUS
ABCB4 INTRAGENIC DUPLICATION
UNMASKED BY CRYPTOGENIC
CHOLESTATIC LIVER DISEASE IN A
YOUNG ADULT

Dawn Drazek® Philippe Zamor?

L Atrium Health Liver Care & Transplant, 2Atrium Health
Introduction: ABCB4 encodes multidrug resistance
protein 3 (MDR3). While biallelic pathogenic variants
are classically associated with PFIC 3, heterozygous
variants may present later in life with a broad and often
underrecognized spectrum of cholestatic liver disease.
We report a young woman with chronic cholestatic liver
injury, fibrosis, and severe pruritus ultimately diag-
nosed with a novel likely pathogenic ABCB4 duplica-
tion. Case Presentation: A 27-year-old woman re-
ferred for evaluation of elevated LFT and hepatic fibro-
sis of unclear etiology. History of cholecystectomy at

age 24, anorexia nervosa in remission, and alcohol
use disorder with sustained abstinence. Family history
of intrahepatic cholestasis of pregnancy and abnormal
LFT in her mother. Laboratory evaluation noted a pro-
gressive cholestatic pattern with alkaline phosphatase
(ALP) 311 IU/mL, alanine aminotransferase (ALT) 160
IU/mL, aspartate aminotransferase (AST) 78 IU/mL,
gamma-glutamyl transferase (GGT) 260 IU/mL, and
serum bile acids 40.5 ymol/L. Extensive autoimmune,
viral, and metabolic testing was unrevealing. MRCP
with no biliary obstruction or features of primary scle-
rosing cholangitis. Liver biopsy demonstrated grade 2,
stage 2 chronic hepatitis with periportal fibrosis without
an identifiable etiology. Given elevated GGT, persis-
tent cholestasis, severe pruritus, and suggestive family
history, a cholestatic genetic panel was obtained. Test-
ing revealed a novel heterozygous 33.8-kb intragenic
duplication involving ABCB4 exons 7-20, predicted to
result in loss of function and classified as likely patho-
genic. Treatment was initiated with weight-based ur-
sodeoxycholic acid (UDCA). Because baseline pruritus
was severe (5D ltch Score 23/25), maralixibat was
subsequently added. After six months, ALP improved
from 311 to 183 IU/mL, AST from 78 to 29 IU/mL, ALT
from 160 to 43 IU/mL, GGT from 260 to 54 IU/mL, and
bile acids from 40.5 to 13 ymol/L. The 5D Itch Score
improved from 23 to 9. Mild loose stools were reported
but remained tolerable. Discussion: This case high-
lights the diagnostic challenge of ABCB4-related liver
disease in adults. Despite years of abnormal liver bio-
chemistries and fibrosis on biopsy, conventional evalu-
ation failed to identify a cause. Elevated GGT, early
gallbladder disease, severe pruritus, and a family his-
tory suggestive of ABCB4-associated disease prompt-
ed genetic testing, which established the diagnosis.
The marked biochemical and symptomatic response to
combined UDCA and maralixibat further supports the
potential utility of targeted therapy in selected adults
with ABCB4-related cholestatic disease. Conclusion:
Genetic testing should be considered in young adults
with unexplained cholestatic liver disease, elevated
GGT, and refractory pruritus. ldentification of a novel
likely pathogenic ABCB4 duplication provided a unify-
ing diagnosis and enabled targeted treatment resulting
in substantial clinical improvement.
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2699 | TWO DAA FAILURES.
DECOMPENSATED LIVER DISEASE.
LIMITED RESOURCES. WHAT NEXT?
A MULTIDISCIPLINARY APPROACH
TO HCV RETREATMENT IN
PAKISTAN

Fatima Nadeem® Sadik Memon? Muhammad Usman
Ghani> Muhammad Umar Soomro?® Muniba Zaki?
Nouman Ali°

Iasian Institute of Medical Sciences (AIMS) Hospital,
Hyderab, 2Asian Institute of Medical Sciences (AIMS)
Hospital, Hyderabad, Sindh, Pakistan

Introduction: Direct-acting antivirals (DAAs) have
transformed hepatitis C virus (HCV) treatment, yet
Pakistan carries one of the world's largest HCV bur-
dens. Salvage therapy in treatment-experienced pa-
tients with advanced liver disease remains challenging
where recommended regimens, resistance testing, and
affordable monitoring are inaccessible. We describe a
pharmacist-integrated multidisciplinary approach to
guideline-supported HCV salvage therapy in a re-
source-limited setting. Case Presentation: A
54-year-old woman (83 kg) with seronegative rheuma-
toid arthritis, without diabetes or hypertension, present-
ed on January 8, 2024, with genotype 3 HCV after two
previous courses of sofosbuvir/daclatasvir/ribavirin for
3 and 6 months, respectively, followed by virologic re-
lapse. HCV RNA was 1,010,000 IU/mL. Ultrasound
showed cirrhotic changes with massive ascites. She
was Child-Pugh B9 with MELD 12; albumin 2.5 g/dL,
bilirubin 1.7 mg/dL, INR 1.33, and platelets 58x103/pL.
Resistance testing and elastography were inaccessi-
ble. Glecaprevir/pibrentasvir was considered but was
not feasible in decompensated disease. A multidisci-
plinary team of hepatologists, physicians, and clinical

pharmacist selected sofosbuvir/velpatasvir plus rib-
avirin for 6 months, consistent with AASLD/IDSA guid-
ance. VIKTANA (sofosbuvir/velpatasvir), manufactured
in Pakistan under Gilead's authorized licensing frame-
work, was accessed. Local availability reduced treat-
ment cost, while AIMS welfare support and reduced
laboratory costs further lowered the patient's financial
burden. Discussion: Within 15 days, HCV RNA fell to
<13.7 IU/mL. It became undetectable by June 8, 2024,
and remained undetectable until February 6, 2026.
Child-Pugh improved from B9 to A6 and MELD from 12
to 9. Albumin increased to 3.1 g/dL, bilirubin decreased
to 0.7 mg/dL, and AFP decreased from 20.64 to 11.39
IU/mL. Follow-up ultrasound no longer demonstrated
the previously reported cirrhotic changes, although
hepatomegaly with increased echogenicity and coarse
echotexture persisted. This case demonstrates how
pharmacists can translate evidence into achievable
care by coordinating therapeutic decisions, treatment
access, and monitoring. Conclusion: Pharmacist-inte-
grated multidisciplinary care can bridge the gap be-
tween guideline-supported HCV salvage therapy and
real-world access in high-burden LMICs. Local autho-
rized production and access partnerships can reduce
treatment costs and improve affordability; similar initia-
tives from other manufacturers could expand access to
salvage therapy in countries such as; Pakistan.

2700 | TO RESECT OR REDUCE
FLOW? MANAGEMENT OF AN
ENLARGING IDIOPATHIC
EXTRAHEPATIC PORTAL VEIN
ANEURYSM

Jimyeong Son' Lawrence Lau® Nabil N. Dagher1
James Park

!North Shore University Hospital, Northwell Health

Introduction: Portal vein aneurysms (PVAS) are rare,
and management is not standardized. Most asympto-
matic lesions undergo surveillance, but interval growth
may shift the risk-benefit balance, especially when re-
pair is anatomically complex. We describe an enlarg-
ing idiopathic extrahepatic PVA in a patient without cir-
rhosis or portal hypertension. Case Presentation: A
63-year-old woman with coronary artery disease, HF-
pEF, and type 2 diabetes was referred for an inciden-
tally identified aneurysm of the main portal vein. The
patient had no risk factors such as cirrhosis, surgery,
or trauma. There was no history of pancreatitis. The
aneurysm was first noted on CT in 2022, measuring
approximately 3.4 x 3.9 cm. MR venography and
Doppler ultrasonography showed normal liver morphol-
ogy, hepatopetal flow, and patent portomesenteric
veins. She was asymptomatic, with no abdominal pain,
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ascites, splenomegaly, thrombosis, or other features of
portal hypertension; liver enzymes, bilirubin, albumin,
INR, and platelet count were normal. CT in January
2026 showed enlargement, with repeat imaging in
June 2026 measuring 4.2 x 4.0 cm. With continued en-
largement, hepatobiliary surgery considered aneurysm
resection with portal vein reconstruction. Because of
its retropancreatic location, adequate surgical expo-
sure and safe reconstruction would require pancreate-
ctomy. The plan subsequently shifted to splenic artery
embolization to potentially reduce splenic venous in-
flow, followed by surveillance for stability. Discussion:
Recent natural-history data suggest that most PVAs,
including lesions greater than 3 cm, remain stable on
surveillance.! Long-term observational data further
suggest that large size alone should not mandate sur-
gical intervention.2 This case illustrates why serial be-
havior and anatomy may be more informative than size
or symptoms alone. Despite preserved hepatic func-
tion and no portal hypertension, the lesion enlarged af-
ter relative stability. At the same time, its location be-
hind the pancreas makes definitive reconstruction po-
tentially morbid, with risks of pancreatic leak, bleeding,
and difficult glycemic control. The shift from surveil-
lance to a staged, flow-modifying strategy reflected in-
dividualized assessment of growth, vessel patency,
anatomy, and procedural risk. Conclusion: The treat-
ment approach to an asymptomatic idiopathic portal
vein aneurysm in a noncirrhotic patient is not well de-
fined. Interval growth warrants renewed multidisci-
plinary review, while the choice between continued
surveillance, endovascular therapy, and surgery

should be guided by anatomy and procedural risk
rather than diameter alone.References - Binko MA,
Andraska EA, Reitz KM, et al. J Vasc Surg Venous
Lymphat Disord. 2025;13:102163. - Ahmed O, Ohman
JW, Vachharajani N, et al.
2021;23:127-133.

HPB (Oxford).

3599 | HEPATITIS C GENOTYPE 3
TREATMENT FAILURE IN
PREGNANCY: CONSIDERATIONS
FOR FIRST-LINE TREATMENT

Cheryl H. Dale! Mia J. Biondi? Catherine Chappell3
Genevieve DM. Eastabrook”® Jordan J. Feld®

Wiral Hepatitis Care Network, 2\Viral Hepatitis Care
Network, University Health Network, 3University of
Pittsburgh, 4Western University, >Toronto General
Hospital

Introduction: A 27-year-old Rohingya woman pre-
sented with a new diagnosis of hepatitis C virus (HCV)
in preghancy and consented to participate in the Safe-
ty, Tolerability, and Outcomes of
Sofosbuvir/Velpatasvir (SOF/VEL) in Treatment of
Chronic Hepatitis C Virus During Pregnancy (STORC)
trial. At screening, she had a viral load of 101,000
IU/mL with genotype 3 infection. She completed treat-
ment, reported good adherence, but was found to have
detectable HCV RNA at delivery and subsequently
confirmed to have treatment failure. She was the sec-
ond Rohingya refugee in the trial; the other participant
also had genotype 3 infection but achieved SVR with
SOF/VEL treatment. Case Presentation: This partici-
pant initiated SOF/VEL at 22 weeks of gestation with-
out evidence of cirrhosis. She had follow-up visits ev-
ery 4 weeks as per the STORC protocol, including
HCV RNA evaluation at week 4, 8 and 12 (EOT).
Treatment adherence was closely monitored within the
trial, and she reported missing no doses. She was not
being prescribed or taking any other medications or
substances while on treatment. HCV RNA was not de-
tectable during on-treatment monitoring, or at the end
of treatment. She had a healthy baby by Caesarean
section, 4 weeks after treatment completion. Her HCV
RNA at delivery was 1,540,000 IU/mL. The participant
did not have any active risks for HCV
acquisition/reinfection, and both her partner and her
other child were tested and were confirmed to be HCV
antibody negative within the last six months. At the
SVR12 timepoint, her viral load was 74,700 IU/mL and
the genotype was confirmed to again be 3. Samples
were sent for routine resistance testing which con-
firmed likely resistance to VEL, and sequencing for
SOF resistance could not be completed. Full-genome
sequencing and genotype subtyping are in progress.
The infant was tested at 12 weeks of age, and is HCV
RNA undetectable. Discussion: This relapse was not
anticipated. Further inquiries about HCV treatment out-
come in the local Rohingya community, found other
treatment relapses/failures. All relapses located to date
were recorded in people with genotype 3 infection. Re-
sistance testing profiles available for others were simi-
lar to this patient. In the era of pangenotypic therapy,
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resistance testing delays treatment initiation, and in
most cases, does not alter clinical management,thus
not needed. However, in the context of pregnancy,
where shared-decision making for use of off label med-
ications and one of the major goals of treatment being
to prevent vertical transmission, choosing the most ap-
propriate therapy is critical. Conclusion: For Rho-
hingya refugees, given the resistance profiles seen in
genotype 3 infection, alternative strategies for treat-
ment in pregnancy may need to be considered, With
limited data for other regimens, treatment with
SOF/VEL may still be appropriate, however, it may be
prudent to continue treatment until delivery to reduce
the chance of viremia and vertical transmission at de-
livery.

3600 | SEVERE
HYPERBILIRUBINEMIA WITH HCV
THERAPY

Paulina Deming1 Dina Paul® Jonathan Kevan® Robert
A. Young” Donna Barnhart* Karla Thornton®
Wenceslaus Asonganyi5 Terry D. Box®

1University of New Mexico, 2Wexford Health Sources,
Inc, Wexford Health Sources, Inc., “Boswell, °New
Mexico Corrections Department, Sutah Hepatology Ed-
ucators

Introduction: We report a unique case of acute liver
injury in a young patient without cirrhosis 3 weeks after
starting glecaprevir/pibrentasvir (GP) with a prolonged
and protracted course of hyperbilirubinemia. Case
Presentation: A 21 yo male with a documented prior
SVR with sofosbuvir/velpatasvir had HCV reinfection
and started GP. Past medical history was significant
for injection drug use. He had a documented penicillin
allergy. At baseline there was no evidence of cirrhosis
with AST 23, ALT 23, total bilirubin (Thili) 1.3, platelet
263k, HCV RNA 222 IU/mL, HIV antibody (ab) nega-
tive, HAV IgG reactive, HBcAb negative, HBsAg nega-
tive, HBsAb negative. He was on no other medications
and denied on-going illicit drug use. He started GP ac-
cording to a simplified treatment approach. Within ap-
proximately 3 weeks he complained of itching. Labora-
tories at treatment week 4 were drawn: AST 43, ALT
38, Thili 12.5, and alkaline phosphatase (ALK) 276. He
was noted to have a normal abdominal exam and in
good spirits albeit itchy. Repeat labs done 1 week after
stopping GP indicated total bilirubin 20.7 (direct 8.6),
ALK 344, albumin 4.7, INR 1.09, AST 52, ALT 44.
Physical exam was unremarkable except for jaundice.
He was subsequently sent for CT and US which were
read as "normal except for splenomegaly" with a
spleen size of 15.8 cm. MRCP was negative for ob-
structive cholelithiasis or dilation of biliary collecting

system.A few days later, he was noted to be nauseat-
ed and unable to tolerate food or water. At that time he
was admitted to a hospital where labs continued to de-
teriorate with ALK 380, AST 80, ALT 70, albumin 3.5,
ALK 450, Thili 28.4 mg/dL (direct 20.5), and an INR of
1.2. Viral hepatitis serologies were again negative. A
liver biopsy was performed and was consistent with
drug induced liver injury. He was subsequently dis-
charged. Total bilirubin was 25.1 (direct 19.3). At 4
weeks post, Thili increased to 40.4, INR 1.42, and ALK
peaked at 524. An autoimmune workup was negative.
Repeat HAV, HBV, HCV and EBV negative. At approx-
imately 5 weeks post, INR was 1.63 and a trial of vita-
min K was started with resolution within days to a level
of 1.05. At nearly 7 weeks post, Thili peaked at 49.1
and he was started on ursodiol 300 mg PO BID. By 12
weeks post, his Thili was 17.9. He continued to have
repeat labs with complete resolution of his Thili to
baseline at 22 weeks post stopping GP. HCV RNA re-
mains undetectable. Discussion: The potential for GP
to expose familial hyperbilirubinemia was considered
however genetic testing was inconclusive. The CFTR
gene was identified as heterozygous and is associated
with autosomal recessive cystic fibrosis. The
SERPINA-1 gene was also noted as heterozygous
with low penetrance and is associated with recessive
alpha-1l-antitrypsin deficiency. Additional variants of
uncertain significance were identified. Conclusion:
This case exposed a rare hyperbilirubinemia with GP
which continued to worsen after stopping therapy. Im-
provement was seen with ursodiol therapy.

3601 | WHEN IT ISN'T AFLP:
METASTATIC BREAST CANCER
PRESENTING AS ACUTE LIVER
FAILURE IN PREGNANCY

Helen Paglia1 Claudia Ludden® Cameron
Holsomback

IMemorial University Medical 2Memorial
Health University Medical Center

Introduction: Acute liver failure (ALF) in pregnancy is
most often attributed to pregnhancy-specific conditions
such as acute fatty liver of pregnancy (AFLP) or
HELLP syndrome. Diffuse malignant infiltration of the
liver is a rare, frequently fatal mimic. We describe a
pregnant patient initially thought to have AFLP whose
evolving course ultimately revealed presumed
metastatic breast cancer. Case Presentation: A
35-year-old woman at 30 weeks gestation, with HIV di-
agnosed at a prenatal visit three months prior (on
bictegravir/emtricitabine/tenofovir, CD4 150 cells/uL),
was transferred from an outside hospital with nausea,
vomiting, abdominal pain, and hepatomegaly. Outside
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imaging suggested Budd-Chiari syndrome, but repeat
Doppler ultrasound and CT angiography demonstrated
patent hepatic veins. Admission labs showed AST 141
U/L, ALT 544 U/L, and hemoglobin 8.1 g/dL, with a 26
cm liver span. Hypercalcemia (14.4 mg/dL) and diffuse
osteolytic lesions on CT prompted evaluation for multi-
ple myeloma. On hospital day 7, AST rose to 4,258
U/L with INR 1.48, ammonia 66 pumol/L with asterixis,
and new ascites. Given concern for AFLP with evolving
ALF, she received betamethasone and was transferred
to a liver transplant center; breast examination before
transfer revealed a firm 3-cm right breast mass with
cervical and supraclavicular adenopathy. She under-
went emergent cesarean delivery at 31 weeks for
worsening maternal status. Myeloma and lymphoma
evaluations were negative, while imaging demonstrat-
ed innumerable hepatic lesions with a pseudocirrhosis
pattern, diffuse lytic osseous lesions, and bilateral
breast masses with axillary adenopathy, consistent
with metastatic breast cancer. Critical illness precluded
tissue biopsy and systemic therapy. Her course was
complicated by hyperammonemia requiring renal re-
placement therapy, prolonged mechanical ventilation,
Candida auris fungemia, spontaneous bacterial peri-
tonitis, and hemorrhagic shock from hemoperitoneum
requiring embolization. She transitioned to inpatient
hospice and died five weeks after presentation; her in-
fant survived. Discussion: Malignant infiltration ac-
counts for under 1% of ALF cases but is nearly univer-
sally fatal without treatment of the underlying malig-
nancy; breast cancer is a leading culprit and can pro-
duce a pseudocirrhosis pattern mimicking chronic liver
disease. Pregnancy compounds the diagnostic chal-
lenge: physiologic breast changes obscure masses,
imaging is limited, and clinicians anchor on obstetric
etiologies such as AFLP and HELLP. Hypercalcemia
with lytic lesions warrants evaluation beyond myeloma,
and ALF that progresses despite delivery should
prompt reconsideration of pregnancy-specific diag-
noses. Conclusion: Malignant infiltration should be
considered in ALF with disproportionate hep-
atomegaly, even in pregnancy; its early exclusion is
essential, as it contraindicates liver transplantation and
reframes goals of care.

3602 | CRYPTOCOCCUS IN
DISGUISE: PROGRESSIVE HEPATIC
LESIONS MIMICKING MALIGNANCY
IN AN IMMUNOCOMPETENT
PATIENT

Rafi Haddad® Rhiannon Bou Deleh? Roopa Velagal
Carl Akel

'HCA Houston Healthcare Clear Lake

Introduction: Hepatic cryptococcosis is rare, particu-
larly in immunocompetent hosts, and may mimic pri-
mary or metastatic malignancy. We present progres-
sive mass-like hepatic lesions with caseating granulo-
matous inflammation and persistent cryptococcal anti-
genemia. Case Presentation: An 80-year-old im-
munocompetent woman with remote renal cell carcino-
ma (RCC) status post partial nephrectomy presented
after a fall and was incidentally found to have elevated
liver enzymes: aspartate aminotransferase (AST) 441
U/L, alanine aminotransferase (ALT) 244 U/L, alkaline
phosphatase (ALP) 501 U/L, and total bilirubin 2.1
mg/dL. Ultrasound demonstrated a 1.8-cm common
bile duct (CBD) and suspicious hepatic dome lesion.
Magnetic resonance cholangiopancreatography
(MRCP) revealed choledocholithiasis with biliary dila-
tion and a 10x9.7-cm mass-like process in the right he-
patic dome concerning for malignancy. CBD stones
were removed by endoscopic retrograde cholan-
giopancreatography (ERCP). Carcinoembryonic anti-
gen (CEA) was 2.8 ng/mL; alpha-fetoprotein and car-
bohydrate antigen 19-9 were unremarkable. Chest
computed tomography (CT) and brain magnetic reso-
nance imaging showed no metastases. A core liver
biopsy showed caseating granulomatous inflammation
without malignancy. Acid-fast bacilli (AFB) and Grocott
methenamine silver (GMS) stains were negative; tis-
sue and AFB cultures showed no growth. Human im-
munodeficiency virus testing was nonreactive. Serum
cryptococcal antigen (CrAg) was positive at 1:5. Coc-
cidioides immunoglobulin G was initially positive with
negative immunoglobulin M; subsequent serology and
complement fixation were negative. Beta-D-glucan
was negative. Fluconazole was initiated. Two months
later, she was readmitted after another fall. Despite
near-normalization of liver enzymes (AST 28 U/L, ALT
7 U/L, ALP 130 U/L, bilirubin 0.4 mg/dL), CT showed
multiple hepatic lesions increased in size and number,
again concerning for malignancy. CEA increased to
6.5 ng/mL and serum CrAg remained positive. Cere-
brospinal fluid CrAg and culture were negative. Given
progressive hepatic lesions, caseating granulomas,
persistent antigenemia, and no malignancy on biopsy,
hepatic cryptococcosis was favored and therapy esca-
lated to liposomal amphotericin B. Discussion: This
case highlights malignancy-like hepatic lesions despite
biochemical improvement and granulomatous histolo-
gy. Persistent CrAg and exclusion of other diagnoses
supported hepatic cryptococcosis. Negative fungal
stains should not exclude infection when clinical, radio-
graphic, and pathologic findings are discordant. Con-
clusion: Hepatic cryptococcosis should remain in the
differential of granulomatous hepatic lesions even in
immunocompetent hosts with negative fungal stains.
Integrating histopathology, fungal testing, and serial
imaging may prevent an infectious hepatic pseudotu-
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3603 | A RARE CAUSE OF
ANICTERIC HEPATITIS AND HLH:
DONOR-DERIVED DISSEMINATED
HSV-1 FOLLOWING LUNG
TRANSPLANTATION

Jun Seok Bae® Laura Lavette® Neeral L. Shah?

lUniversity of Virginia School of Medicine, 2University
of Virginia

Introduction: Herpes simplex virus (HSV) hepatitis is
a rare complication of disseminated HSV infection.
More than half of cases occur in immunocompromised
patients and can manifest with an anicteric hepatitis
pattern contributing to delays in diagnosis and high
mortality.1,2 In rare cases, disseminated HSV infec-
tions in immunocompromised patients may lead to a
hyperinflammatory syndrome with hemophagocytic
lymphohistiocytosis (HLH) progressing to life-threaten-
ing multiorgan failure.3,4 We report a case of a lung
transplant patient with an acute liver injury (ALI) attrib-
uted to HSV hepatitis and secondary HLH who im-
proved with early initiation of empiric acyclovir. Case
Presentation: A 67-year-old male with a history of
end-stage interstitial lung disease status post bilateral
lung transplant was found to have acute elevations in
transaminases to >1000 U/L on post-operative day 14.
Liver function was intact with platelet count >300 K/UL,
INR 1.2, and Factor V activity 83%. Infectious and au-
toimmune workup for acute hepatitis were initially un-
revealing, and empiric IV acyclovir was started pend-
ing send-out serologies. Additional labs obtained re-
vealed significantly elevated ferritin >100,000 ng/mL,
fibrinogen 570 mg/dL, and triglycerides 429 mg/dL with
bicytopenia and an HScore of 204, concerning for
HLH. ALT/AST reached a maximum of 1977 U/L and
3984 U/L and started to downtrend to <1000 U/L within
3 days of starting acyclovir. On post-operative day 18,
HSV-1 PCR and CSF were positive concerning for dis-
seminated HSV infection suspected to be
donor-derived due to previously negative HSV IgG. A

bone marrow biopsy demonstrated hemophagocytes,
and additional testing revealed elevated slIL-2R and
low NK cell activity supporting a diagnosis of HLH. The
patient was continued on a 21-day acyclovir course
with subsequent improvement in his transaminases
and HLH-associated labs, favoring a diagnosis of
donor-derived HSV-1 hepatitis with secondary HLH.
Discussion: HSV hepatitis poses a challenge in early
diagnosis and treatment due to its nature of rapid pro-
gression and delays in laboratory confirmation. Previ-
ous cases have been described with delayed diagno-
sis in solid organ transplant patients leading to severe
complications including disseminated intravascular co-
agulation and death.5 Moreover, disseminated HSV in-
fection in solid organ transplant patients may lead to
secondary HLH, contributing to a widespread inflam-
matory process and confounding the clinical picture.
Conclusion: This case highlights 1) the potential utility
in considering disseminated HSV infection in solid or-
gan transplant cases with HLH-like syndromes, and 2)
the importance of initiating early empiric acyclovir in
solid organ transplant patients presenting with severe
hepatitis without other identifiable causes.
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Figure 1. Transaminase (AST and ALT) trends from post-operative day () to post-operative day
36. IV acyclovir mitiated on post-operative day 16 and completed on day 36.

3604 | FUNCTIONAL CURE OF
CHRONIC HEPATITIS B IN AN
INFANT TREATED WITH TENOFOVIR
ALAFENAMIDE MONOTHERAPY

Ru-Yue Chen® Sheng-Li Ma? Ya-Jie Pan® Fu-Sheng
o
Wang~ Qing-Lei Zeng1

 The First Affiliated Hospital of Zhengzhou University,
Zhengzhou 450052, Henan, China, “The Yongcheng
People’s Hospital Yongcheng 476699, Henan, China,
3The Fifth medical center of the PLA General Hospital,
Beijing 100039, China

Introduction: Functional cure of chronic hepatitis B
(CHB) remains a major unmet clinical need. Recent
studies suggest that the rate of clinical cure in children
is inversely associated with age, indicating that
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younger patients may have a greater likelihood of
achieving clinical cure. However, the clinical character-
istics, antiviral response, and functional cure of infants
with CHB under 1 year of age remain largely unknown.
Case Presentation: We report the case of an
8-month-old infant with CHB acquired through mother-
to-child transmission, who exhibited features of the
immune clearance phase, with a hepatitis B surface
antigen (HBsAQ) level of 8,875 IU/mL, positive hepati-
tis B e antigen (HBeAg), a hepatitis B virus (HBV) DNA
level of 9.94 x 107 IU/mL, and an alanine aminotrans-
ferase (ALT) level of 189 U/L. Because lamivudine was
no longer available in Henan Province, and the infant
was unable to tolerate entecavir or tenofovir, develop-
ing vomiting and choking after administration, treat-
ment with tenofovir alafenamide (TAF, 1 mg/kg/day)
was initiated following approval by the institutional
ethics committee. After 5 months of antiviral therapy
with TAF tablets, the infant achieved undetectable
HBV DNA and normalization of ALT. At 8 months of
treatment, both HBeAg and HBsAg became negative.
The patient then received hepatitis B vaccination ac-
cording to the "0-, 1-, and 6-month" schedule and sub-
sequently developed high levels of hepatitis B surface
antibody (682 mlU/mL). Consolidation therapy was
continued until month 12, after which treatment was
discontinued. Ultimately, clinical cure was achieved 6
months after treatment cessation. Discussion: This
case challenges the traditional concept that young chil-
dren with chronic HBV infection, particularly infants,
are almost exclusively in the immune-tolerant phase
and therefore do not require antiviral therapy. Because
infants with CHB have historically received limited clini-
cal attention, the true proportion of those entering the
immune clearance phase remains uncertain, and an-
tiviral treatment in this population may have been
underestimated.The virological response observed in
this infant was remarkably rapid. HBV DNA declined
from approximately 7 log IU/mL at baseline to approxi-
mately 2 log IU/mL after only 1 month of therapy, with
undetectable HBV DNA documented at month 5, al-
though viral suppression may have occurred even ear-
lier because of the interval between follow-up visits.
HBsAg and HBeAg also declined rapidly and subse-
quently became undetectable. Conclusion: This case
suggests that even an infant with CHB can exhibit fea-
tures of the immune clearance phase and unexpected
rapid virological response during treatment. To our
knowledge, this is the first report demonstrating the
safe use of TAF resulting in functional cure in an infant
with CHB. Larger studies are needed to validate these
findings and further evaluate the safety and efficacy of
TAF in this population.

3605 | STRIKE WHILE THE VIRUS
IS HOT: NAVIGATING HEPATITIS C
VIRUS-ASSOCIATED
CRYOGLOBULINEMIC
GLOMERULONEPHRITIS WITH
CONCURRENT HEPATOCELLULAR
CARCINOMA

Riya Parikh! Praveena Narayanan2

lUniversity of Wisconsin, 2Uw-Madison

Introduction: In the era of highly effective direct-acting
antiviral (DAA) therapy for hepatitis C virus (HCV), ex-
trahepatic manifestations of untreated HCV are less
commonly observed and may be overlooked when
competing complications of advanced liver disease are
present. In patients with newly diagnosed hepatocellu-
lar carcinoma (HCC), DAA therapy is often deferred
due to lower rates of sustained virologic response
(SVR) in presence of active malignancy. We present a
case of HCV-associated cryoglobulinemic glomeru-
lonephritis (GN) that altered the timing of antiviral ther-
apy in a patient with decompensated cirrhosis and
HCC. Case Presentation: A 56-year-old woman pre-
sented with dyspnea on exertion, back pain, and lower
extremity edema. Through imaging and laboratory
data, she was diagnosed with decompensated cirrho-
sis attributed to untreated HCV infection with additional
metabolic risk factors. Magnetic resonance imaging
identified multiple intrahepatic lesions consistent with
multifocal HCC.During recurrent admissions for hepat-
ic hydrothorax, she was found to have acute kidney in-
jury, microscopic hematuria and proteinuria. Serologic
testing demonstrated low C4, normal C3, trace cryo-
globulins, negative rheumatoid factor, and atypical
ANCA positivity with negative PR3/MPO. Despite the
absence of classic systemic manifestations of cryo-
globulinemia and only trace circulating cryoglobulins,
renal biopsy demonstrated polyclonal deposition of im-
munoglobulins M and G consistent with HCV-associat-
ed cryoglobulinemic GN, type lIl.For the GN, she was
treated with corticosteroids and two doses of rituximab,
which led to a marked improvement in kidney function,
removing the need for plasmapheresis. A 12-week
course of sofosbuvir-velpatasvir was initiated while she
underwent loco-regional therapy for multifocal HCC. At
her last follow-up, her HCV viral load was unde-
tectable, renal function had stabilized, and thoracente-
sis needs were decreasing. Systemic HCC therapy is
being considered following completion of DAA therapy.
Discussion: This case highlights two important con-
siderations: first, kidney biopsy should be pursued in
patients with HCV and nephritic features even with
minimal circulating cryoglobulins and absent systemic
manifestations; second, extrahepatic HCV disease al-
ters the risk-benefit assessment of postponing antiviral
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therapy in the setting of active HCC. Prompt initiation
of DAA-mediated SVR halts the viral antigenic stimula-
tion and immune-complex formation that underlie
HCV-associated cryoglobulinemia, while B-cell deple-
tion with rituximab provides adjunctive control of se-
vere glomerulonephritis. Conclusion: Ultimately, indi-
vidualized multidisciplinary coordination is essential
when balancing HCV eradication with HCC-directed
treatment.

3606 | HEPATOCELLULAR
CARCINOMA IN A 17-YEAR-OLD
WITH HISTORY OF GESTATIONAL
ALLOIMMUNE LIVER DISEASE

Anna Barclay Daniel M. Barr Timothy P. Garrington1
Sarah A. Taylor1 Katie R. Conover

1University of Colorado / Children's Hospital of Col-
orado, 2Emory University / Children's Hospital of At-
lanta

Introduction: Gestational Alloimmune Liver Disease
(GALD) is a maternal-fetal alloimmune disorder that
causes neonatal acute liver failure and may result in
severe hepatic injury, extrahepatic siderosis (neonatal
hemochromatosis, [NH]), and death. Histologically, af-
fected infants have extensive parenchymal fibrosis
with near-complete loss of hepatocytes. Treatment
with intravenous immunoglobulin (IVIg) and dou-
ble-volume exchange transfusion (DVET) can promote
native liver recovery and fibrosis regression.Unlike oth-
er liver diseases in which chronic inflammation and fi-
brosis increase the risk of hepatocellular carcinoma
(HCC), children with GALD who recover with their na-
tive liver are thought to regenerate healthy hepatic
parenchyma without persistent liver injury or malignan-
cy risk. However, long-term adult outcomes remain
poorly characterized because GALD was first recog-
nized in the early 2000s. Case Presentation: A
neonate presented with acute liver failure in 2008. MRI
and buccal biopsy demonstrated extrahepatic siderosis
consistent with GALD after genetic, metabolic, infec-
tious, and structural causes were excluded. She was
treated with intravenous immunoglobulin (IVIg),
N-acetylcysteine, alpha-tocopherol, selenium, and
prostaglandin E1. She did not receive double-volume
exchange transfusion (DVET) as this was not yet stan-
dard of care. After treatment she achieved complete
recovery with restoration of native liver function. During
three years of hepatology follow-up, she had normal
liver enzymes and synthetic function without evidence
of chronic liver disease. At 17 years of age, she re-pre-
sented with epigastric pain, nausea, and weight loss
and was found to have a 25.7 x 13.4 cm hepatic mass.
Biopsy confirmed hepatocellular carcinoma (HCC),

with next-generation sequencing identifying an
NRASp.GIn61Lys mutation (Figure 1). Background liv-
er histology was normal, and evaluation for other
chronic liver diseases, including viral hepatitis and
alpha-1 antitrypsin deficiency, was negative. She is
currently receiving chemotherapy and immunotherapy
for HCC. Discussion: This is the first reported case of
hepatocellular carcinoma (HCC) in a patient with a his-
tory of Gestational Alloimmune Liver Disease (GALD).
Given the absence of chronic liver disease in the back-
ground liver, this most likely represents two rare, unre-
lated conditions. However, as the earliest GALD sur-
vivors reach adulthood with their native liver, continued
reporting and long-term follow-up are needed to deter-
mine whether this is an isolated event or a previously
unrecognized complication that could change current
assumptions about disease resolution and surveil-
lance. Conclusion: As increasing numbers of GALD
survivors reach adulthood with their native liver, report-
ing outcomes is essential to guide long-term monitor-
ing. Current experience continues to support full reso-
lution of liver injury in patients with recovery from
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3607 | BEYOND GVHD AND SOS:
RAPID-ONSET
HYDRALAZINE-INDUCED LIVER
INJURY AFTER ALLOGENEIC
HEMATOPOIETIC STEM CELL
TRANSPLANTATION

Eric O'Hara’ Jason Lewis® Omar Y. Mousa® Kristen
RylandI Rasha Rashan®

lMayo Clinic Florida

Introduction: Acute liver injury after allogeneic
hematopoietic stem cell transplantation (allo-HSCT)
warrants urgent evaluation for graft-versus-host dis-
ease (GVHD), sinusoidal obstruction syndrome (SOS),
infection, and drug toxicity. We describe a case of
rapid-onset acute hepatocellular injury associated with
hydralazine in a patient following allo-HSCT, with clini-
cal features overlapping those of several transplant-re-
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lated complications. Case Presentation: A
50-year-old man with acute myeloid leukemia and per-
sistent hypertension was admitted following allo-H-
SCT. He received single doses of hydralazine 50 mg
on hospital days 13 and 17, followed by escalation to a
scheduled regimen of 50 mg twice daily on hospital
day 21. His liver enzymes were at baseline prior to ini-
tiating hydralazine (ALT 12 U/L, AST 11 U/L, ALP 93
U/L). On hospital day 22, 9 days after his first dose of
hydralazine, his liver enzymes began to gradually in-
crease, peaking on hospital day 28 at ALT 1993 UIL,
AST 1542 U/L, and ALP 132 U/L.During this period,
the patient reported nonspecific symptoms, including
intermittent fever, nausea, and diarrhea, raising con-
cern for graft-versus-host disease (GVHD), viral reacti-
vation, or hepatic sinusoidal obstruction syndrome
(SOS). An extensive evaluation for alternative etiolo-
gies, including acute viral hepatitis, HSV, EBV, autoim-
mune liver disease, and other potential hepatotoxic ex-
posures, was unrevealing. Medication reconciliation
confirmed that the patient was taking no other medica-
tions or herbal supplements. Abdominal ultrasound
showed no acute abnormalities. A liver biopsy per-
formed on hospital day 28 demonstrated lobular hep-
atitis without evidence of GVHD or SOS, findings con-
sistent with drug-induced liver injury (DILI). The R val-
ue was 45.3, indicating a hepatocellular pattern of in-
jury, and the Roussel Uclaf Causality Assessment
Method (RUCAM) score was 10, indicating a high
probability of DILI. Following discontinuation of hy-
dralazine, ALT declined by 50% within 4 days and nor-
malized approximately 30 days after discontinuation.
Discussion: This case highlights the diagnostic chal-
lenge of identifying DILI in an immunocompromised
patient with multiple competing causes of liver injury in
the setting of nonspecific symptoms. The temporal as-
sociation between hydralazine initiation and the devel-
opment of liver injury, exclusion of competing causes,
compatible histology, and subsequent improvement
following drug discontinuation supported hydralazine
DILI as the likely cause. Although hydralazine DILI is
established, the teachable feature is its post-HSCT
context: transplant-specific diagnoses can obscure a
newly introduced medication. Conclusion: In post-H-
SCT liver injury, medication chronology should be re-
viewed in parallel with GVHD, SOS, and infection. Ear-
ly recognition and culprit withdrawal can facilitate re-
covery and may prevent unnecessary treatment.

Drug-Induced Liver Injury Timeline
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3608 | EOSINOPHILIC HEPATITIS
AND EOSINOPHILIC
CHOLANGIOPATHY IN A PATIENT
WITH HYPEREOSINOPHILIC
SYNDROME

John C. Jimenez* Man Zhang1 Arvind R. Muralit
Shuan C. Li

1orlando Health

Introduction: Eosinophilic hepatitis and eosinophilic
cholangitis are rare manifestations of hypereosinophilic
syndrome. We present a case of cholestatic hepatitis
and biliary strictures from eosinophilic hepatitis and
eosinophilic cholangitis respectively. Case Presenta-
tion: A 31-year-old man was referred to hepatology for
evaluation of liver enzymes elevation (AST 61 UIL,
ALT 121 U/L, ALP 374 U/L). He was asymptomatic.
CBC with differentials showed significant peripheral
eosinophilia of 59%. Autoimmune, infectious, genetic,
and metabolic evaluation were unremarkable. MRI-M-
RCP demonstrated mild multifocal peripheral intrahep-
atic biliary dilatation, but no biliary strictures were not-
ed. Liver biopsy showed portal and lobular eosinophilic
infiltration consistent with eosinophilic hepatitis. The
patient was started on budesonide resulting in bio-
chemical improvement. After being lost to follow up, he
presented a year later with abdominal pain and fever.
Liver biochemistries were AST 286 U/L, ALT 264 UI/L,
ALP 564 U/L, CBC showed WBC 19.5 10(3)/uL and
eosinophils of 61.6% (absolute eosinophil count: 12.0
x 10(3)/uL). MRI- MRCP showed multifocal biliary stric-
tures. ERCP revealed diffuse multifocal biliary stric-
tures with sludge and purulent debris. EUS showed en-
larged porta hepatis lymph nodes, and fine-needle as-
piration cytology demonstrated predominant
eosinophils and occasional plasma cells. IGG4 im-
munostaining was negative. Antibiotic was started and
after resolution of acute cholangitis, prednisone 40
mg/day was started. Mepolizumab was initiated for
long-term management of hypereosinophilic syn-
drome. Liver enzymes and hypereosinophilia normal-
ized completely and prednisone was successfully ta-
pered to 5 mg daily. Repeat MRI-MRCP showed im-
provement in  biliary strictures. Discussion:
Eosinophilic cholangitis may mimic PSC and IGG-4
sclerosing cholangitis. Evaluation for hypereosinophilia
must be performed in a patient with biliary structuring
disease. In a patient with hypereosinophilic syndrome,
presence of significant eosinophils in liver biopsy
and/or biliary strictures would confirm eosinophilic hep-
atitis and/or cholangitis. Conclusion: Eosinophilic
hepatitis and eosinophilic cholangitis must be consid-
ered in a patient with hypereosinophilic syndrome pre-
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senting with cholestatic liver injury. Eosinophilic hepati-
tis and eosinophilic cholangiopathy seem to respond
well to corticosteroid therapy and management of hy-
pereosinophilic syndrome.
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Figure 1 - Liver biopsy: Eosinophils in lobule
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Figure 2 - Liver biopsy: Eosinophils in portal tract

3609 | POST-INFANTILE GIANT
CELL HEPATITIS REVEALING
AUTOIMMUNE HEPATITIS DESPITE
TACROLIMUS
IMMUNOSUPPRESSION

Lindsay Valenti® Vikrant Rachakonda® Mai Sedki’

1University of California Davis Health, 2University of
California Davis, 3VA Northern CA

Introduction: Giant cell hepatitis (GCH) is a
histopathologic diagnosis characterized by large multi-
nucleated hepatocytes and parenchymal inflammation
in liver injury. GCH is predominantly described in pedi-
atric populations, while post-infantile giant cell hepatitis
(PIGCH) is exceedingly rare in adults. Case Presenta-
tion: A 21-year-old man with immune complex-mediat-
ed glomerulonephritis (IC-MPGN) on tacrolimus pre-
sented to the hospital for nausea and acute abdominal
pain. Lab evaluation demonstrated severe hepatocellu-
lar injury and coagulopathy with ALP 259 U/L, AST
1,350 U/L, ALT 1843 U/L, Total Bilirubin 4.0 mg/dL, Di-
rect Bilirubin 3.1 mg/dL, albumin 2.3 g/dL, and INR

3.29. A year prior liver tests were normal, but four
months prior patient had evidence of injury with ALP
150 U/L, AST 146 U/L, ALT 193, Total Bilirubin 0.6
mg/dL, Albumin 3.3 g/dL, and INR 1.30. Imaging
demonstrated hepatosplenomegaly. He had no hepatic
encephalopathy, history of liver disease, substance
use, or new medications or supplements. Evaluation
for viral hepatitis, including HEV, Wilson disease, and
other infectious etiologies was unrevealing. Given con-
cern for an immune-mediated process, autoimmune
hepatitis (AIH) remained on differential. ANA and an-
ti-mitochondrial antibody were negative; however, an-
ti-smooth muscle antibody was elevated at 1:640 with
IgG 3,787 mg/dL. Subsequent liver biopsy demonstrat-
ed severely active hepatitis with extensive parenchy-
mal collapse and syncytial hepatic giant cells, compati-
ble with PIGCH in the setting of AIH. Despite treatment
with intravenous methylprednisolone, hepatic dysfunc-
tion progressed, and he underwent orthotopic liver
transplantation. Explant pathology revealed cirrhosis
with active hepatitis, syncytial giant cells, and exten-
sive lobular injury with marked ductular reaction. Dis-
cussion: PIGCH is not itself a disease, but a
histopathologic pattern signaling severe liver injury. A
rare manifestation in adults, PIGCH is most often asso-
ciated with autoimmune processes, particularly AlH.
Other causes include viral infections, drug and toxin in-
jury, malignancy, metabolic disease, and post-trans-
plantation states. Identifying the underlying etiology is
imperative, as outcomes range from recovery to pro-
gressive hepatic dysfunction requiring transplantation.
This case highlights that AlH-associated PIGCH can
occur despite pre-existing calcineurin-inhibitor im-
munosuppression, negative ANA, and may progress
despite corticosteroid therapy. Conclusion: PIGCH in
adults warrants expedited evaluation for an underlying
etiology, including AIH despite negative ANA. This
case demonstrates that AlH-associated PIGCH may
progress despite pre-existing immunosuppression and
corticosteroid therapy. Early recognition or progressive
hepatic dysfunction and timely transplantation assess-
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3611 | BEYOND SHOCK LIVER:
SECONDARY SCLEROSING
CHOLANGITIS AFTER VV-ECMO

Nikita Gupta Vmay Jahaglrdar Kevm Houston?
Sayed O. Aseem? Shaurya Prakash?

V|rg|n|a Commonwealth University Medical Center,
2Division of Gastroenterology, Hepatology and Nutri-
tion, Virginia Commonwealth University Hospital

Introduction: Secondary sclerosing cholangitis in criti-
cally ill patients (SSC-CIP) is a progressive ischemic
cholangiopathy characterized by persistent cholesta-
sis, biliary casts, and multifocal stricturing after critical
illness. Bile colonization, cholangitis, and abscess for-
mation is a prognostically significant feature. Early dis-
ease may be difficult to distinguish from other causes
of liver injury. We describe a case of SSC-CIP after
VV-ECMO, diagnosed among competing etiologies of
elevated liver enzymes. Case Presentation: A
44-year-old man with status asthmaticus required intu-
bation and 17 days of VV-ECMO with hospital course
complicated by shock, HSV viremia, rhabdomyolysis,
and acute kidney injury. Liver tests were normal at
ECMO initiation. During ECMO, AST/ALT increased to
526/338 U/L with normal alkaline phosphatase (ALP)
amid shock and severe rhabdomyolysis (CK ~64,000
U/L). Near decannulation, AST/ALT rose to 615/921
U/L with new elevations in ALP and bilirubin. Over sub-
sequent weeks, aminotransferases fluctuated and nor-
malized while ALP and bilirubin progressively in-
creased. Hepatology was consulted when ALP
reached 1127 U/L. Differential diagnoses included criti-
cal illness-associated cholestasis, cholestatic drug-in-
duced liver injury from ceftriaxone, ischemic hepatopa-
thy, and rhabdomyolysis-associated aminotransferase
elevation. MRI/MRCP demonstrated multifocal intra-
hepatic stricturing. ERCP showed a dominant left he-
patic duct stricture; biliary casts were extracted and
two plastic stents placed. Persistent cholestasis
prompted repeat ERCP two weeks later, demonstrat-
ing severe diffuse stricturing of the right and left hepat-
ic ducts and intrahepatic branches, consistent with SS-
C-CIP. In line with SSC-CIP's infection predilection, his
hospitalization was complicated by E. faecalis bac-
teremia and cholangitis which progressed to form he-
patic abscesses requiring several weeks of Zosyn ther-
apy. Despite antibiotics/stenting, bilirubin kept rising
and he developed post-ERCP ampullary bleeding re-
quiring a covered metal biliary stent, critical illness
neuropathy, and dialysis initiation. He is being consid-
ered for simultaneous liver-kidney transplantation. Dis-
cussion: Normalization of aminotransferases should
not reassure providers when cholestatic markers con-
tinue to rise. Divergent improvement in AST/ALT with
progressive ALP and bilirubin elevation in patients on

ECMO should prompt evaluation for SSC-CIP. Is-
chemic cholangiocyte injury, biliary cast formation, and
progressive stricturing impair biliary drainage and pre-
dispose patients to recurrent cholangitis and hepatic
abscesses which may require prolonged antibiotic
therapy. Conclusion: SSC-CIP has poor transplan-
t-free survival, highlighting the importance of early
recognition and timely transplant evaluation.

Milestone AST (WL)  ALT(UAL) | ALP(UL)  T.bill (mg/idL)
1 Admission / ECMO start # 33 80 0.4
10 Peak Iransaminases on ECMO 526 338 B2 0.4
18 ECMO decannulation (~HD 17} B15 a1 a7z 3.5
an Post-ECMO recovery 199 14 268 14

Hopatology consulted 179 188 1127 25

ERGP #1 (L hapatic duct
184 0 4

stent, HD 61) ) g 11086 2

ERCP #2 (diifuse strictures

bilateral stents, HD 75)

E. taecakis bacteremia /
chalangitrs

EGDERCP: ampullary bleed,
ocovened motal stent

3612 | COMPLEX CAVOATRIAL
RECONSTRUCTION FOR ACQUIRED
SUPRAHEPATIC INFERIOR VENA
CAVA OBSTRUCTION AFTER
CONGENITAL DIAPHRAGMATIC
HERNIA REPAIR: A BRIDGE TO
LIVER TRANSPLANTATION

Kasra A. Shirini* Amanda R. Jensen Sara K.
RasmussenI Dieudonne Nonga Alexander
Weymann Chnstle Heinzman?! M|tcheIIA Rees®
Patrick Warren Mark E. Galantowicz® Jaimie D.
Nathan®

1Department of Abdominal Transplant and Hegatopan—
creatobiliary Surgery, NCH, Columbus, Ohio, “Division
of Pediatric Gastroenterolo%y Hepatology and Nutri-
tion, NCH, Columbus, Ohio, “Department of Radiology,
NCH, Columbus, Ohio, 4DiV|S|on of Interventional Ra-
diology, NCH, Columbus, Ohio, 5Department of Car-
diothoracic Surgery, NCH, Columbus, Ohio

Introduction: Acquired suprahepatic inferior vena
cava (IVC) obstruction following congenital diaphrag-
matic hernia (CDH) repair is an unusual cause of
chronic hepatic venous outflow obstruction and may
substantially increase the technical complexity of liver
transplantation. We describe staged cavoatrial recon-
struction to establish a favorable venous outflow path-
way before transplantation in a pediatric patient with
cirrhosis and complex caval anatomy. Case Presenta-
tion: A 16-year-old male with right-sided CDH repaired
neonatally with a Gore-Tex patch and congenital heart
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disease developed progressive liver disease. His
neonatal course was complicated by pleural and peri-
cardial effusions and refractory ascites requiring a peri-
cardial window. During atrial septal defect repair in in-
fancy, the IVC was noted to be absent at its expected
diaphragmatic entry into the right atrium, consistent
with cavoatrial obstruction. He subsequently devel-
oped chronic hepatic venous outflow obstruction, por-
tal  hypertension, progressive  fibrosis, and
cirrhosis.Magnetic resonance angiography demon-
strated complete suprahepatic IVC occlusion between
the hepatic vein confluence and right atrium with ex-
tensive azygos and hemiazygos collateralization (Fig
1A), creating a significant challenge for hepatic venous
outflow reconstruction. Following multidisciplinary eval-
uation, a staged surgical approach was undertaken.
Through sternotomy and laparotomy, a 20-mm Gore-
Tex graft was placed from the infrahepatic IVC above
the renal veins to the right atrium, establishing a
cavoatrial conduit for subsequent transplantation (Fig
1B). Completion angiography demonstrated unob-
structed flow. Postoperative non-occlusive graft throm-
bosis was successfully treated with catheter-directed
thrombectomy.The patient subsequently underwent
successful orthotopic liver transplantation with a size-
matched whole liver using bicaval technique. The re-
cipient IVC was replaced, with the suprahepatic anas-
tomosis incorporating the immediately subdiaphrag-
matic portion of the cavoatrial graft. Discussion:
Staged cavoatrial reconstruction transformed complex
venous anatomy into a more favorable configuration
for liver transplantation. Staging permitted recovery
and assessment of conduit patency while reducing the
technical complexity of the definitive operation. Incor-
poration of the graft into the bicaval reconstruction pro-
vided a practical hepatic venous outflow strategy in the
setting of suprahepatic caval obstruction. Conclusion:
In selected patients with complex suprahepatic caval
obstruction, staged cavoatrial reconstruction can facili-
tate liver transplantation by establishing a favorable
pathway for hepatic venous outflow. This case high-
lights the importance of multidisciplinary planning and
individualized vascular reconstruction in patients with
challenging venous anatomy.

Figure 1: {A) MR angmglaphy showing complete suprahepatic IVC occlusion with

extensive venous coll n. (B) Intracperative view after native hepatectomy at liver
transplantation showing the 20-mm Gore-Tex graft connecting the infrahepatic IVC to the
right atrium. IVC, inferior vena cava; MR, magnetic resonance.

3613 | IMMUNOSUPPRESSION
FREE LIVING DONOR LIVER
TRANSPLANTATION BETWEEN
MONOZYGOTIC TWINS FOR
ALCOHOL ASSOCIATED LIVER
DISEASE

Pooja Malllpaddl Srua Reddy Hunter Hines? Matthew
Posen™ Jan Petrasek Jonathan M. Cullent Carmen
Landaverde® Fabian Rodas® Krishna Venktata® Lisa
Pedicone’ Fred Poordad® Kelley MK. Hitchman®
Eugenia Tsai®

YThe Un|ver5|ty of Texas Health Science Center at San
Antonio, 2The Umversny of Texas Health Science Cen-
ter at San Antonio., 3Texas Liver Institute
Introduction: Living donor liver transplantation (LDLT)
between monozygotic twins is rare, with fewer than ten
cases reported worldwide. Their genetic identity offers
a rare opportunity to avoid lifelong immunosuppres-
sion, a benefit long established in twin kidney trans-
plantation but not yet replicated in the liver, where
most prior twin LDLT recipients still received at least
one perioperative steroid dose. This report describes a
monozygotic twin LDLT in which the recipient received
no perioperative steroid or induction agent and re-
mains immunosuppression-free. Case Presentation:
A 45-year-old female with alcohol-associated cirrhosis
(MELD-3.0 score of 26) presented for liver transplant
evaluation. Her monozygotic twin sister was evaluated
as donor. Donor evaluation showed a right lobe graft of
780 mL (52.2% of standard liver volume; graft recipient
weight ratio 0.99), 7.2% steatosis, a single hepatic
artery, and a type | portal vein. Zygosity was evaluated
by Short Tandem Repeat (STR) profiling across 16 loci
(Promega Wizard) demonstrating all alleles were iden-
tical (Figure 1A), indicating greater than 99 percent
probability of monozygosity. HLA typing showed com-
plete Class | and Class Il concordance with no donor
specific antibody (Figure 1B), the immunologic basis
for pursuing an immunosuppression-free course. The
patient underwent right lobe LDLT without steroid or in-
duction agent. Explant showed stage 4 cirrhosis with-
out malignancy. AST/ALT declined from 781 and 512
U/L (normal <35 and <45 U/L, respectively) to 36 and
25 UIL, respectively, with total bilirubin declining from
10.9 to 0.8 mg/dL (normal <1.2 mg/dL). The postoper-
ative course was uncomplicated with no clinical or bio-
chemical evidence of rejection. Graft function, six
weeks after LDLT, at the time of submission, remains
excellent with normal liver chemistries. Discussion:
Monozygotic twin LDLT leverages complete HLA iden-
tity to avoid lifelong immunosuppression, whose cumu-
lative burden includes nephrotoxicity, hypertension, di-
abetes, dyslipidemia, cardiovascular mortality, and ma-
lignancy. The liver is also uniquely immunotolerant
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among solid organs, promoting T cell anergy and clon-
al deletion, which explains the comparatively frequent
spontaneous tolerance seen even in non-twin recipi-
ents. This biologic plausibility, combined with a fully im-
munosuppression-free course from the outset, distin-
guishes this case from prior twin reports, which relied
on at least one perioperative steroid dose. Conclu-
sion: Molecularly confirmed monozygotic twin LDLT
can be performed without perioperative steroids or in-
duction immunosuppression, establishing complete
HLA identity as sufficient grounds to forgo immunosup-
pression entirely in carefully selected donor-recipient
pairs.
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SHORT GUT TO FAST
FIBROSIS: ACCELERATED
RECURRENT ALLOGRAFT MASH IN
ABSENCE OF METABOLIC RISK
FACTORS

3614 |

Aastha Bahl Syed-Mohammed Jafrit

1Henry Ford Health System

Introduction: We present a case of rapidly progres-
sive biopsy-proven recurrent allograft MASH cirrhosis
following OLT in a middle-aged female with TPN-de-
pendent intestinal failure due to short gut syndrome,
culminating in definitive management with multivisceral
transplantation. Case Presentation: Severe steatosis
with fibrosis was present as early as six months post-
transplant, progressing to bridging fibrosis within four-
teen months, and biopsy-proven early cirrhosis by four
years post-transplant. With decompensation as ascites
and esophageal varices, cirrhosis was again confirmed

on biopsy fourteen years post-transplant (Table 1). No-
tably, our patient lacked traditional metabolic risk fac-
tors, with hemoglobin Alc never exceeding 5.6%, nor-
mal lipid indices, and a peak post-transplant BMI of
only 23.9 with declining trajectory. There was no evi-
dence of ACR or chronic rejection, hepatitis B and C
serologies were negative, and negative PEths con-
firmed no recurrent alcohol use. She underwent DBD
transplant of stomach, small bowel, pancreas, and liver
with thyroglobulin/rituximab induction from HCV posi-
tive donor, completing Epclusa treatment with achiev-
ing SVR. Immediate postoperative course was compli-
cated by anastomotic leak, but four years post MVT,
she remains with functioning liver and intestinal allo-
grafts, enteral autonomy, and no primary disease re-
currence, steatohepatitis, rejection, or portal hyperten-
sive complications. Discussion: Fibrosis present by
six months progressing to bridging fibrosis by fourteen
months and cirrhosis by four years exceeds the typical
timeline of recurrent post-transplant MASH. Moreover,
this unusually aggressive progression occurred in a
patient without traditional metabolic risk factors but
rather unique intestinal-failure physiology and TPN de-
pendence. Known IFALD-implicated mechanisms such
as intestinal dysbiosis, bacterial translocation, altered
enterohepatic signaling, and parenteral nutrition-asso-
ciated steatotic liver injury may have accelerated fibro-
genesis. Conclusion: Chronic intestinal failure, short
gut syndrome, and prolonged TPN dependence may
represent underrecognized contributors to accelerated
allograft steatohepatitis and fibrosis.

Table 1. Rapid Histologic Progression of Fibrosis

Time post OLT Liver Biopsy Key Findings

6 months Severe steatosis (>66%) with fibrosis present

14 months Bridging fibrosis (Stage 3)

4 years Severe steatohepatitis, NAS 5, Stage 3-4 fibrosis/early cirrhosis

14 years Mild steatohepatitis, NAS 3, Stage 4 fibrosis (cirrhosis)
3615 | BEYOND PNPLA3: NOVEL

PTPN6 AND SH3RF2 VARIANTS IN A
CASE OF MASH WITH
DISPROPORTIONATE FIBROSIS

Hanna Erickson® Harmeet Malhi’

lMayo Clinic Rochester

Introduction: In a subset of patients with metabolic
dysfunction-associated steatohepatitis (MASH), fibro-
sis progression occurs rapidly in comparison to the
majority that progress over decades. When fibrosis is
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disproportionate to a patient duration in disease state
and cardiometabolic risk factors, additional risk modi-
fiers should be suspected. Genetic variants such as
PNPLA3 llel48Met (C>G) are established modifiers,
but rarer variants likely also contribute to fibrosis risk in
MASH. Case Presentation: A 41-year-old woman pre-
sented with ALT 251 U/L, AST 381 U/L, and alkaline
phosphatase 67 U/L, with hepatic steatosis on imag-
ing. Liver biopsy confirmed moderately active MASH
with extensive centrilobular sinusoidal fibrosis and ear-
ly bridging fibrosis (stage 2-3 of 4, NASH CRN).
Workup for alternate liver disease etiologies was nega-
tive, and she reported no alcohol use. This degree of
fibrosis was felt to be out of proportion to her car-
diometabolic risk factors - stage 1 obesity (BMI 28, of
Asian descent) and a history of gestational diabetes.
Therefore, she was offered whole exome genetic test-
ing through the Mayo Clinic Tapestry DNA Sequencing
Research Study. Discussion: The patient was identi-
fied to be a carrier of the PNPLA3 llel48Met (C>G)
variant, which is an established intermediate-magni-
tude fibrosis risk modifier. Two additional predicted-
damaging variants that were not previously known to
associate with MASH were identified: PTPN6
c.1264del and SH3RF2 c.45C>A. Both of these genes
have been shown in pre-clinical models to modify the
diet-induced MASH phenotype. However, there are no
current therapies to target these variants. The patient
achieved a 20% total body weight loss via diet and
physical activity changes over the next 1 year, which
led to normalization of liver enzymes and improved liv-
er stiffness on MR elastography (from 3.1 kPa to 2.0
kPa). Conclusion: Routine genetic testing is not cur-
rently recommended in MASH but should be consid-
ered when fibrosis severity is disproportionate to car-
diometabolic risk factors and time in disease state.
This case highlights two candidate rare variants in
PTPN6 and SH3RF2 that may warrant further study as
fibrosis modifiers. Despite not having targeted thera-
pies against these variants, lifestyle intervention
achieved meaningful biochemical and liver stiffness
improvement in this patient highlighting the fundamen-
tal importance of enviroment and host interactions in
MASH progression.

3616 | BEYOND THE RETINA:
CYP4V2-ASSOCIATED
CRYSTALLINE HEPATOPATHY IN
BIETTI CRYSTALLINE DYSTROPHY

Layla Shoiaie1 Heather M. Ross? Bita V. Naini® Sentia
Iriana

!bavid Geffen School of Medicine at UCLA,
2Department of Pathology and Laboratory Medicine,
University of California, Los Angeles, SucLa

Introduction: Bietti crystalline dystrophy (BCD) is a
rare autosomal recessive retinal disorder caused by
biallelic CYP4V2 variants and traditionally considered
ocular. Recent reports identify crystalline hepatopathy
as an extraocular manifestation.[1,2] CYP4V2 is ex-
pressed in the liver and participates in fatty-acid
omega-hydroxylation.[2,3] Case Presentation: A
54-year-old man with BCD and homozygous CYP4V2
€.802-8 810del17insGC was evaluated for progressive
aminotransferase elevation. AST/ALT increased from
35/55 U/L in April 2025 to 127/288 U/L by May 2026,
while alkaline phosphatase remained 99-126 UJL,
bilirubin stayed normal, and hepatic synthetic function
was preserved. Viral hepatitis studies were negative.
Ultrasound showed hepatomegaly and steatosis. Fi-
broScan suggested F4 fibrosis, and MRE showed liver
stiffness of 5.4 kPa, compatible with advanced
fibrosis.[9] Liver biopsy demonstrated diffuse intracel-
lular and extracellular needle-shaped crystalline clefts
within  hepatocytes and portal stroma, with
histiocytic/giant-cell reaction and portal fibrosis. There
was no bridging fibrosis, cirrhosis, significant steatosis,
or cholestasis. Discussion: The biopsy findings close-
ly resemble crystalline hepatopathy first described in
three patients with BCD.[1] The crystalline material is
thought to represent lipid-related deposits lost during
processing due to abnormal fatty-acid metabolism in
CYP4V2 deficiency.[1,5] Chronic deposition may pro-
voke macrophage recruitment, giant-cell reaction, and
fibrosis. The ¢.802-8 810del17insGC variant disrupts
normal splicing near exon 7, but whether this genotype
increases hepatic risk is unknown.[6-8] The marked
discordance between elastography and biopsy sug-
gests that crystalline deposition and tissue reaction
may increase liver stiffness independently of fibrosis.
Infiltrative processes and inflammation are recognized
confounders of liver-stiffness measurements,[6,7] al-
though this has not been systematically studied in
BCD. Conclusion: BCD may have clinically relevant
hepatic manifestations. In patients with BCD and unex-
plained liver-test abnormalities, crystalline hepatopathy
should be considered. Discordant elastography and
histology should be interpreted cautiously. Longitudinal
follow-up is needed to define natural history, genotype
associations, and management of hepatic CYP4V2 de-
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3617 | UTILIZING FUNCTIONAL

HEPATIC ASSESSMENT (HEPQUANT
DUO) TO STRATIFY VARICEAL RISK
IN A COMPLEX PATIENT WITH HCV,
ALCOHOL ABUSE, AND OBESITY

Melissa Real®

!pasadena Liver Center

Introduction: Accurate staging of compensated ad-
vanced chronic liver disease (CACLD) is critical to de-
termine the risk of clinically significant portal hyperten-
sion (CSPH) and the necessity of screening esopha-
gogastroduodenoscopy (EGD). The standard Baveno
VII criteria rely on transient elastography (TE) and
platelet counts to safely spare endoscopies. However,
severe obesity frequently limits the technical acquisi-
tion of reliable liver stiffness measurements (LSM),
creating a critical diagnostic gap. Case Presentation:
A 24-year-old male diagnosed with chronic hepatitis C
and obesity (BMI 43.8) recently started on antiviral
therapy. FibroScan was technically limited due to body
habitus, and no result was obtained. FIB-4, ELF score,
and platelet count suggested significant fibrosis. Medi-
cations: Zoloft and Risperdal.Focused physical exami-
nation: BP 108/73 HR 76 Weight 280 IbsSkin: no jaun-
diceAbdomen: obese with no ascites and no
organomegalyExtremities: no edema, spider
angioma/palmar erythema Neuro: alert, oriented with-
out asterixisSocial History: remote history of IVDU, co-
caine use, and prison-related tattoos; significant histo-
ry of alcohol abuse, including 4-6 beers daily (ages
14-17) and heavy liquor intake of 700-1500 ml daily
starting at age 18. He now reports sobriety since diag-
nosis of liver disease Labs: Total bilirubin 0.9, serum
albumin 4.1, INR 1.1AST 190, ALT 269; Alk Phos
107Platelet count 96,000. HCV RNA 7,490,000ELF

11.71, FIB-4 7.92.lmaging:Abd U/S from 10/22/26 not-
ed hepatomegaly; normal spleen size; no ascites; AFP
and MRI pendingThe patient started on antiviral thera-
py 8/22/2026. Since inability to assess the need for
EGD with Baveno criteria, the provider ordered a Hep-
Quant DuO test: for the EGD decision and assessment
of the liver disease severity:DSI 30 (normal <11.6)Risk
for Large Esophageal Varices: 24%2SHUNT%: 46%
(normal 23.7%) Hepatic Reserve: 52% (normal >97%)
Discussion: The HepQuant DuO test, along with the
patient history and the other laboratory data, confirmed
the need for an EGD. Antiviral therapy was started on
8/22/2026 and frequent follow up was initiated. Repeat
DSl 3-6 months to assess functional
improvement.Patient likely has MetALD; reinforced
benefit from continued sobriety as well as weight loss.
Conclusion: Teaching points: - Standard "liver func-
tion tests" change late in the disease process and can
underestimate the degree of liver injury - The DSI of
the HepQuant DuO test demonstrates stepwise in-
creases in liver disease severity from normal to cirrho-
sis with LEV even when "LFTs" are WNL. - The Hep-
Quant DuO test can assess need for EGD and severity
of liver disease even in obesity. - Baseline DSI and se-
rial DSI can predict risk for liver related events and
change in this risk over time.

HepQuant DuO® Test Result
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3618 | THE H63D PARADOX:
SEVERE HEPATIC IRON OVERLOAD
IN A HETEROZYGOUS PATIENT

Mariam A. AI—Bayatil Mustafa M. Alzubaidi® Alhareth

Alhusban® Ahmad B. Ghanameh” Fatimah K.
Al-Shujairi®

lcentral Michigan University, 2University of Kentucky,
3The University of Jordan, 4Al-Abdali Hospital,
5University of Babylon College of Medicine

Introduction: Hereditary hemochromatosis (HH) is an
autosomal recessive disorder of iron overload, most
strongly associated with HFE C282Y homozygosity. In
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contrast, isolated H63D heterozygosity has low pene-
trance and is rarely associated with clinically significant
iron overload [2,3]. We report severe biopsy-confirmed
hepatic iron overload in an H63D heterozygote, high-
lighting an unusual genotype-phenotype mismatch.
Case Presentation: A 61-year-old asymptomatic
woman was referred for chronic elevated liver en-
zymes (AST 139 U/L, ALT 232 U/L, ALP 152 U/L). She
denied alcohol use and had a BMI of 21.94 kg/m2. The
physical examination was unremarkable. Ferritin was
2,100 ng/mL, serum iron 84 ug/dL, TIBC 238 pg/dL,
and transferrin saturation 35%. Viral hepatitis testing
and evaluation for other chronic liver diseases were
unrevealing. She had received 4 units of blood transfu-
sions for acute gynecological bleeding several years
earlier. HFE testing detected heterozygous H63D;
C282Y and S65C were absent. Liver biopsy demon-
strated severe hepatocellular iron deposition with addi-
tional Kupffer-cell hemosiderosis. Hepatic iron concen-
tration was 11,748 pg/g dry weight (reference
200-1,800) with a hepatic iron index (HII) of 3.5. Thera-
peutic phlebotomy was initiated every two weeks, with
ferritin decreasing to approximately 900 ng/mL and im-
provement in liver enzymes. Discussion: Clinically
significant iron overload is exceptionally uncommon in
H63D heterozygotes. In a prospective 12-year popula-
tion study, no documented iron overload occurred
among H63D heterozygotes [4]. Rare clinically signifi-
cant iron overload has been reported in isolated H63D
heterozygotes, including MRI-confirmed hepatic and
pancreatic iron deposition [1]. ACG guidance does not
consider isolated H63D to confer increased risk of iron
overload and recommends evaluating alternative caus-
es in patients without C282Y homozygosity [2]. De-
spite a transferrin saturation of only 35%, our patient
had unequivocal tissue iron overload, demonstrated by
severe hepatocellular iron deposition, markedly elevat-
ed hepatic iron concentration, and an HIl of 3.5. The
severity was unexplained by secondary causes of iron
overload. Because testing non-HFE hemochromatosis
genes was not performed; an additional genetic con-
tributor cannot be excluded. Conclusion: This case
demonstrates severe hepatic iron overload despite iso-
lated H63D heterozygosity and highlights the impor-
tance of evaluating phenotype independently of HFE
genotype, particularly when other causes of iron over-
load have been excluded.

3619 | A NOVEL FOUNDER
MUTATION IN HEMOJUVELIN
IDENTIFIED IN AN INDIGENOUS
NORTHERN ALBERTAN
POPULATION LEADING TO TYPE 2A
JUVENILE HEMOCHROMATOSIS

Scott A. MacKayl Jeffery M. Patterson® Alison Eaton®
Sherryl Taylor”~ Anna Serebrin® Juan G. Abraldest
Malcolm Wellst

1University of Alberta

Introduction: Juvenile hemochromatosis most com-
monly occurs due to mutations in the hemojuvelin
(HJV) gene. Rare HJV mutations have been previously
reported with varying pathogenesis ranging from
asymptomatic disease to cirrhosis, cardiomyopathy,
and hypogonadism. A novel mutation in HJV,
€.442T>A, was first identified by our team in 2022 in
patients in a remote Northern Albertan Cree communi-
ty. Patients have since been followed in a joint clinical
genetics, hematology and hepatology clinic to provide
comprehensive care. Case Presentation: This
prospective cohort study aims to collect serial ferritin
and transferrin saturation (TSAT) levels, FibroScan re-
sults, abdominal ultrasounds, and additional relevant
imaging (e.g., cardiac and abdominal MRIs) of all indi-
viduals identified to be HJV ¢.442T>A homozygous.
Genetic analysis and interpretation included single nu-
cleotide variant analysis by Sanger sequencing of ex-
ons 2-4 of the HJV gene and assessment of
pathogenicity per ACMG criteria. To date, four families
with 9 confirmed HJV c.442T>A homozygous and 3
confirmed heterozygous individuals have been identi-
fied in this community. An additional 3 first-degree rela-
tives of affected individuals have self-identified to our
study without laboratory or genetic abnormalities de-
tected. An autosomal recessive pattern of inheritance
has been identified and the presence of disease within
geographically-linked non-kindred patients suggests a
founder mutation. HJV ¢.442T>A homozygous individ-
uals experience elevated ferritin and TSAT levels, he-
patic iron deposition and have developed decompen-
sated cirrhosis and HCC. Heterozygous individuals
show no laboratory or clinical abnormalities. Discus-
sion: There is significant phenotypic variability in the
small population of patients with JH secondary to HJV
€.442T>A homozygosity that we have identified. The
most severe manifestations we have observed include
the development of decompensated cirrhosis compli-
cated by HCC and iron overload which was non-re-
sponsive to phlebotomy. Conversely, the majority of
patients (57.1%) had uncomplicated disease which re-
sponded to phlebotomy. Disease within geographical-
ly-linked non-kindred patients suggests a founder mu-
tation of the c.442T>A variant. We continue cascade
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genetic testing by identifying, informing, and testing
at-risk family members. In addition, given the seeming-
ly high prevalence, a potential founder effect, and a
high penetrance of the HJV c.442T>A variant, we ad-
vocate for population-based screening within the north-
ern Alberta Cree community. Conclusion: The
€.442T>A variant in HJV leads to varying levels of dis-
ease. The high likelihood this is a founder variant ne-
cessitates an ongoing effort for both advocacy and in-
creased healthcare accessibility for this Cree commu-
nity to identify and treat further cases of juvenile
hemochromatosis.
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3620 | THE SPECTRUM OF
PRESENTATION IN
USP53-ASSOCIATED PROGRESSIVE
FAMILIAL INTRAHEPATIC
CHOLESTASIS TYPE 7: TWO CASE
COMPARISON

Tatum Bardsley1 Eric Dybbro2

Banner UMC Phoenix and Phoenix Children's Hospi-
tal, 2Phoenix Children's Hospital

Introduction:  Progressive  familial  intrahepatic
cholestasis (PFIC) syndromes are a heterogenous
group of autosomal recessive genetic disorders of ab-
normal bile secretion and/or production.
USP53-associated PFIC 7 is recently described, with
fewer than 40 cases reported worldwide and variable
disease presentation and progression. We present 2
unrelated cases of cholestatic liver disease ultimately
diagnosed with PFIC 7. Case Presentation: Patient
#1 An ex-full-term male presented at 8 months old with
4 months of persistent scleral icterus, jaundice, fussi-
ness, pruritis, and malnutrition. Laboratory evaluation
showed total bilirubin 22.1, direct bilirubin 14.9, AST
118, ALT 46, and gamma-GT 22. Liver biopsy demon-
strated severe cholestasis with obstructive patterns
and advanced fibrosis; ERCP excluded biliary atresia.
Next-generation sequencing revealed a bi-allelic vari-
ant in USP53. Treatment with ursodiol and rifampin re-

solved pruritus, with subsequent resolution of cholesta-
sis and malnutrition and improved fibrosis scoring on
elastography. Patient #2 A 16-year-old female present-
ed with acute jaundice and severe pruritis. She had
been hospitalized at 3 months of age in Syria for infec-
tion and bile obstruction responsive to steroid therapy,
followed by normal growth and no recurrent jaundice
until presentation. Laboratory evaluation showed total
bilirubin 6.6, direct bilirubin 5.1, AST 37, ALT 47, and
gamma-GT 25. Liver biopsy showed intracytoplasmic
and intracanalicular cholestasis without significant fi-
brosis. Next-generation sequencing revealed bi-allelic
USP53 mutations. Ursodiol and trials of hydroxyzine,
cholestyramine, naltrexone, and rifampin provided lim-
ited efficacy for pruritis. After genetic diagnosis, she
transitioned to an ileal bile acid (IBAT) inhibitor with
resolution of cholestasis and pruritis on monotherapy.
Discussion: As demonstrated through our distinct pa-
tient cases, presentation of PFIC 7 is variable, and di-
agnosis should be entertained at any age. The usual
clinical course follows neonatal jaundice with intermit-
tent relapsing episodes. Prior identified cases have de-
scribed age at diagnosis ranging from 4-87 months.
Mangement targets cholestasis and pruritus, which
historically has been accomplished by ursodiol,
cholestyramine, and rifampin. However, IBAT inhibitors
now FDA approved for cholestatic pruritus in PFIC
have demonstrated excellent clinical response and
should be considered in PFIC 7 cases. Conclusion:
Neonatal jaundice is likely shared between our pa-
tients; however, the diagnosis was delayed in Patient
#2 due to unavailability of next generation sequencing.
Our case comparison highlights the value of early ge-
netic testing in any patient with normal gamma-GT
cholestasis, as disease presentation and progression
vary significantly, and delayed recognition may post-
pone effective treatment.

3621 | THE LIVER KNEW FIRST:
ACUTE HEPATITIS AS THE
PRESENTING AND PERSISTING
MANIFESTATION OF STILL'S
DISEASE ASSOCIATED
MACROPHAGE ACTIVATION
SYNDROME IN AN ADOLESCENT

Sara Farran® Tarneem Darwish! Esraa EIoserIy
Sindhu Pandurangr

University of Texas Southwestern-Children’s Health
Dallas, 2Unlver5|ty of Texas Southwestern Children’s
Health Dallas, Scottish Rite for Children, 3UT South-
western, Children's Medical Center Dallas
Introduction: Hemophagocytic
lymphohistiocytosis/macrophage activation syndrome
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(HLH/MAS) can present with hepatitis, preceding overt
cytopenias. We present an adolescent in whom over-
lapping clinical and laboratory features initially favored
infectious or autoimmune hepatitis (AlIH), before the
hepatitis was attributed to Still's disease associated
MAS (SD-MAS) triggered by acute Epstein-Barr virus
infection (EBV). Case Presentation: A previously
healthy 17-year-old male presented with five days of
fever, headache, myalgias, and pruritic rash. Labs
showed cholestatic hepatitis with mild coagulopathy
(ALT 296 U/L, AST 207 UI/L, total bilirubin 2.5 mg/dL,
direct bilirubin 1.8 mg/dL, INR 1.5) without hepatic en-
cephalopathy, leukocytosis (12.5 x 103/uL), thrombocy-
topenia (92 x 10%/uL), CRP 12.5 mg/L, and markedly
elevated ferritin (20,829 ng/mL). Ultrasound showed
hepatosplenomegaly. Workup showed positive EBV
PCR/serologies and positive CMV IgM (IgG negative).
AIH workup was unremarkable (ANA 1:80, anti-smooth
muscle 1:80, negative anti-LKM1, normal IgG, simpli-
fied AIH score 2). With fever, hyperferritinemia, and
splenomegaly, HLH was considered but less favored
(met only 3/8 HLH-2004 criteria). After defervescence,
he was discharged with close follow-up.He was read-
mitted within 48 hours with recurrent fever, worsening
cytopenias, and elevated triglycerides. Rheumatology
established SD-MAS, as he had met SJIA/SD-MAS
2016 criteria on initial presentation, supported by
markedly elevated CXCL9 (39,887 pg/mL), IL-18
(167,109 pg/mL), and sCD25 (10,237 U/mL) despite
improving ferritin and liver enzymes. Twice-daily
anakinra partially improved systemic inflammation
(fever, ferritin, thrombocytopenia); however, weaning
to daily dosing led to liver-localized inflammation, pro-
ducing a liver-confined MAS. Liver biopsy showed
acute hepatitis with spotty necrosis and a sinu-
soidal-predominant infiltrate of CD3+CD8+ lympho-
cytes and CD163+ macrophages, with portal lympho-
cytes admixed with macrophages and no significant
plasma cells; electron microscopy showed occasional
macrophages with intracytoplasmic lymphocytes, and
EBV/CMV were negative. Discussion: This atypical
hepatitis-predominant SD-MAS was likely EBV-trig-
gered. Absent arthritis and evanescent rash initially fa-
vored infectious/autoimmune etiologies; SD-MAS
emerged with recurrent fever, hyperferritinemia dispro-
portionate to hepatitis, hepatosplenomegaly, and an
IFN-y biomarker profile. Presentation without arthritis is
not uncommon and should not deter diagnosis; elevat-
ed IL-18 is a valuable clue. Biopsy CD3+CD8+ T cells
admixed with CD163+ macrophages engulfing lympho-
cytes is the MAS/HLH signature. Conclusion: MAS
can present as isolated hepatitis mimicking infectious
or autoimmune hepatitis. Clinicians should have a low
threshold to send IFN-y pathway markers when hepati-
tis persists or recurs despite improving ferritin.

A- CD3 immunohistochemistry B- CD8 immunohistochemistry

C- CD163 immunohistochemistry D- H&E {Hematoxylin and Eosin)

3622 | AN UNUSUAL CAUSE OF
KIDNEY DYSFUNCTION IN A
PATIENT WITH PBC: HEPATORENAL
SYNDROME IS NOT ALWAYS THE
ANSWER

Joshua Coppersmith®

ISunshine Coast University Hospital

Introduction: Acute kidney injury (AKI) and chronic
kidney disease (CKD) are common in cirrhotic pa-
tients. The most common causes are multifactorial
pre-renal injury and hepatorenal syndrome (HRS). Ap-
proximately 1% of kidney injury in CLD is caused by
glomerulonephritis (GN), most commonly membra-
noproliferative GN (MPGN) or IgA nephropathy. We
present an example of such with this case of a patient
with primary biliary cirrhosis (PBC), who was found to
have worsening CKD caused by MPGN secondary to
cryoglobulinaemia (CG). Case Presentation: A
64-year-old woman with a history of PBC was noted to
have an asymptomatic AKI at routine follow up, with
creatinine rising by 60umol/L over a nine month period.
Examination revealed hypertension, peripheral oede-
ma and blanching papules on the hands. Serial LFTSs,
coagulation studies, and CBCs were stable. Liver US
showed cirrhosis with trace ascites. HBV, HCV and
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HIV screening were negative. CG testing was found to
be positive for polyclonal IgM alone. C3 and C4 values
were below the reference range. The patient was seen
by Renal Medicine nine months following presentation.
ANA, dsDNA, EPP, free light chains and Anti-GBM
testing were negative. Renal biopsy was performed
and favoured an immune complex mediated MPGN.
Given the clinical picture, the diagnosis was secondary
mixed (type IIl) cryoglobulinaemic MPGN, on a back-
ground of PBC, with HCV negative. As the patient was
largely asymptomatic with stable renal function and no
significant proteinuria, treatment with immunosuppres-
sion was withheld. Discussion: CG causes a small
and medium vessel vasculitis, with a clinical syndrome
involving joint pain, skin rashes and kidney dysfunc-
tion. Heterogenous clinical findings and rate of pro-
gression increase diagnostic challenges in this condi-
tion. Increased CG IgM can be found in the majority of
PBC patients. CG-related MPGN remains uncommon,
though there is an increased risk in PBC patients com-
pared to the general population. Patients with CKD and
a known diagnosis of PBC should initially be screened
for drug related ATN and HRS. In cases such as this,
where no offending nephrotoxic can be found, and clin-
ical picture is inconsistent with HRS, GN should be
considered. Extended GN and vasculitis screens
should be performed to exclude alternative causes of
renal dysfunction in cirrhotic patients, including CG-re-
lated MPGN and IgA nephropathy. Early referral to
nephrology may facilitate timely diagnosis and initiation
of proper management. Conclusion: This case serves
to emphasise the importance of early consideration of
alternative diagnoses to pre-renal or HRS AKI in cir-
rhotic patients who are presenting atypically. As AKI
caused by CG-related MPGN is readily reversible with
immunosuppression, early identification and referral
may vastly improve outcomes in cirrhotic patients with
renal dysfunction.

3623 | TRUST THE DISCORDANCE:
ASCITES WITHOUT CIRRHOSIS
REVEALING EXTRAHEPATIC
MALIGNANCY

Sanjna Shelukar® Stefanie Gallagher2 Divya Ayyala3

Mhomas Jefferson University Hospital, 2Jefferson Ein-
stein Hospital, 3Thomas Jefferson University

Introduction: Ascites and portal hypertensive physiol-
ogy typically prompt evaluation for advanced liver dis-
ease. However, discordance between clinical findings
and non-invasive fibrosis testing should prompt further
investigation. We present a patient with MASLD, as-
cites, discordant fibrosis assessments, and a pancreat-
ic lesion, ultimately diagnosed with metastatic high-

grade serous Millerian carcinoma. Case Presenta-
tion: A 66-year-old female with MASLD, morbid obesi-
ty (BMI 58), and remote hysterectomy with bilateral
salpingo-oophorectomy (BSO) for endometrial intraep-
ithelial neoplasia underwent preoperative evaluation
for bariatric surgery for elevated liver enzymes. FIB-4
was 0.97 (AST 34, ALT 44, Platelets 347). Ultrasound
elastography showed stiffness of 12.3 kPa suggesting
advanced fibrosis. MR elastography (MRE) showed
severe steatosis (15%) without advanced fibrosis (3.8
kPa), but revealed ascites and a 4.3-cm multicystic
pancreatic head lesion with normal spleen size. Due to
ascites despite normal fibrosis assessment, she under-
went liver biopsy which showed steatohepatitis without
fibrosis. Transjugular pressure measurements demon-
strated no trans-sinusoidal gradient. Her ascites was
not amenable to a diagnostic paracentesis, so it was
not sent for studies or cytology. EUS-FNA of the pan-
creatic lesion was consistent with IPMN with high-
grade dysplasia. CT and PET demonstrated omental
and abdominal wall nodules concerning for metastatic
disease, but the pancreatic lesion was not FDG-avid.
Biopsy of an umbilical wall mass revealed metastatic
high-grade serous carcinoma of Mdllerian origin, es-
tablishing stage IV primary peritoneal carcinoma. She
completed carboplatin/paclitaxel with ongoing multidis-
ciplinary consideration of cytoreductive surgery and
HIPEC. Discussion: This case highlights important di-
agnostic considerations when utilizing non-invasive
testing to risk-stratify patients with MASLD. Given
BMI>35 along with discordant FIB-4 and ultrasound
elastography, MRE was performed which showed as-
cites without advanced fibrosis providing further evi-
dence of discordance. This prompted consideration of
noncirrhotic and extrahepatic causes of ascites, rather
than a premature diagnosis of MASH-related cirrhosis
with portal hypertensive complications. Malignancy can
cause malignant ascites via peritoneal carcinomatosis
or ascites via portal hypertension due to vascular ob-
struction, sinusoidal infiltration, or extrinsic compres-
sion. In this case, she likely had malignant ascites with
tissue diagnosis establishing metastatic Mullerian car-
cinoma. Her remote BSO raises the possibility of occult
Miillerian precursor disease with peritoneal dissemina-
tion during bariatric surgery, although the mechanism
is uncertain. Conclusion: Ultimately, diagnostic dis-
cordance should prompt further evaluation when as-
cites, portal pressures, liver stiffness, and histology do
not align.
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3624 | CYCLOSPORIASIS AS A
PRECIPITANT OF HEPATIC
ENCEPHALOPATHY IN A PATIENT
WITH MASLD CIRRHOSIS

Julie Kim® Claire Kopachik2 Shaina Ailawad;i?

1University of Michigan Medical School, 2University of
Michigan Medicine

Introduction: Cyclospora cayetanensis is an intestinal
protozoan that causes protracted watery diarrhea, par-
ticularly in immunocompromised hosts. Though more
common in tropical or sub-tropical regions, a recent
outbreak has made cyclosporiasis an emerging cause
of foodborne diarrheal illness in the United States.
However, no reports to date have described cyclospo-
riasis precipitating hepatic encephalopathy (HE). Thus,
we describe a patient with Metabolic dysfunction-Asso-
ciate Steatotic Liver Disease (MASLD) cirrhosis who
presented with his first episode of HE secondary to Cy-
clospora infection. Case Presentation: A 48-year-old
man with MASLD cirrhosis, esophageal varices treated
with transjugular intrahepatic portosystemic shunt, type
2 diabetes, and depression presented to the emergen-
cy department with confusion, nausea, and vomiting.
Two weeks prior, the patient began experiencing per-
sistent nausea, non-bloody emesis, and worsening
acute-on-chronic diarrhea. The patient subsequently
developed confusion 24 hours prior to presentation.On
examination, the patient appeared lethargic and jaun-
diced with scleral icterus. He was disoriented to time
and situation and exhibited psychomotor slowing, as-
terixis, and a positive milkmaid's grip. Abdominal exam
was unremarkable without ascites. Laboratory evalua-
tion demonstrated pancytopenia, predominantly indi-
rect hyperbilirubinemia, hypoalbuminemia, severe hy-
pokalemia of 2.7 mmol/L, and non-anion gap metabolic
acidosis. Imaging with RUQ US and CTA revealed no
acute findings. The patient was admitted and treated
for HE (West Haven Criteria Grade Il) with lactulose
and rifaximin, along with 1V fluids and potassium reple-
tion, with subsequent improvement in mental status
and resolution of jaundice and asterixis. On day 3 of
admission, stool multiplex PCR detected cyclospora
and TMP-SMX was initiated. The patient recovered
back to his baseline mentation on day 4 and was dis-
charged on day 5 with close follow-up. Discussion: In-
fections are a common precipitant of HE, yet enteric
parasitic infections have not been described as a dis-
tinct precipitant. In our patient, HE was likely driven by
hypokalemia and dehydration which are well-estab-
lished independent precipitants of HE through multiple
converging mechanisms that amplify hyperammone-
mia at the renal, hepatic, and cerebral levels. Cy-
closporiasis invades jejunal enterocytes, replicates in-
tracellularly, and produces villous atrophy, crypt hyper-

plasia, and a mixed inflammatory infiltrate. Beyond
metabolic derangements, systemic inflammation,
which has emerged as an important mechanism of HE
through the gut-liver-brain axis, may have contributed.
Conclusion: In patients with decompensated cirrhosis
presenting with Gl upset or increased epidemiologic
risk, clinicians should consider early stool multiplex
PCR to identify uncommon pathogens and facilitate
targeted therapy, potentially preventing progressive
HE.

3625 | HYPONATREMIA
REFRACTORY TO LIVER
TRANSPLANTATION: A RESET
OSMOSTAT AND
CIRRHOSIS-ASSOCIATED IGA
AFTER TRANSPLANTATION

Zaid Al Momani* Khaled Al-Momani? Omar Alhasan?

Ishita Salooja™ Sukul Khanna! Victoria Hillebrand*
Laura Alba®

1University of Missouri-Kansas City, 2Jordan University
of Science and Technology

Introduction: Hyponatremia in decompensated cirrho-
sis typically improves after liver transplantation (LT) as
effective arterial blood volume and hepatic function are
restored. Persistent hyponatremia after LT is unusual
and may reflect altered osmoregulation. We present
symptomatic persistent hyponatremia after LT attrib-
uted to Syndrome of Inappropriate Antidiuretic Hor-
mone Secretion (SIADH) with reset osmostat. Case
Presentation: A 40-year-old man with alcohol-associ-
ated decompensated cirrhosis developed hyponatrem-
ia and acute kidney injury requiring transient renal re-
placement therapy. He underwent deceased-donor LT
with excellent graft function. Post-transplant, he devel-
oped a pericaval fluid collection requiring drainage;
however, his hyponatremia persisted and he was read-
mitted 31 days later with altered mental status,
dysarthria, and visual and auditory hallucinations.
Serum sodium was 116 mmol/L, and mentation nor-
malized after correction with hypertonic 3% saline.
Evaluation revealed nephrotic-range proteinuria, and
kidney biopsy demonstrated IgA nephropathy attrib-
uted to antecedent liver disease. Nephrology diag-
nosed reset osmostat secondary to SIADH, with stable
sodium in the mid-120s.Several further admissions for
symptomatic hyponatremia followed. Tolvaptan was
withheld because of hepatotoxicity concerns. He was
managed with 1.2 liters fluid restriction plus oral urea.
By three months, graft and kidney function were pre-
served, proteinuria had fallen below 0.5 g/g, and he
was asymptomatic at his new reset baseline. Discus-
sion: Persistent hyponatremia after LT should not au-
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tomatically be attributed to residual portal hypertensive
physiology. In this patient, restoration of graft function
and marked improvement in proteinuria occurred de-
spite persistent hyponatremia, suggesting a distinct
disturbance in osmoregulation. The stable sodium set
point in the mid-120s supported a reset osmostat. Its
persistence after LT may reflect prolonged pre-trans-
plant hyponatremia and chronic illness-associated os-
moregulatory adaptation. The divergent improvement
in IgA nephropathy and persistent hyponatremia sug-
gests these processes followed independent trajecto-
ries after transplantation. Recognition of reset osmo-
stat is clinically important because treatment should fo-
Ccus on preventing symptomatic or severe sodium ex-
cursions rather than pursuing normalization of a chron-
ically defended set point. This is particularly relevant in
patients at increased risk of osmotic demyelination
syndrome, including those with alcohol use, malnutri-
tion, and recent transplantation. Oral urea provided an
alternative when conventional therapies were unsuit-
able. Conclusion: Persistent hyponatremia after LT
may reflect reset osmostat rather than residual portal
hypertensive physiology. Recognizing this entity can
guide individualized management and help avoid un-
necessary or overly rapid correction.

3626 | CECAL DIEULAFOY LESION
IN NEWLY DIAGNOSED ALCOHOLIC
CIRRHOSIS AND SUSPECTED
HEPATIC MALIGNANCY: A CASE
REPORT AND DISCUSSION OF
POSSIBLE CIRRHOSIS- AND
MALIGNANCY-RELATED
ASSOCIATIONS

Ali Mardini* Ahmad Mardini? Basil Al-Masarweh®
Farah Haneyah3 Karim Mina® Brian Hyett4

 portsmouth Regional Hospital, 2Grand Strand Medical
Center, 3North Florida Hospital, 4 Atlantic Digestive
Specialists

Introduction: Dieulafoy lesions cause 1-2% of Gl
bleeds; cecal lesions are rare, representing ~17% of
colonic cases. Cirrhosis has been noted in passing as
a contributing factor, but never mechanistically ex-
plored. We report a cecal Dieulafoy lesion revealing
previously occult alcoholic cirrhosis and suspected
hepatocellular carcinoma, and propose two possible
vascular links: cirrhosis-associated angiogenesis and
tumor-derived VEGF from an underlying malignancy.
Case Presentation: An 82-year-old man with small-
-bowel AVMs, diverticulosis, and a Schatzki ring pre-
sented with a week of hematochezia culminating in
syncope. Hemoglobin was 10.9 g/dL with an ALT-pre-
dominant transaminitis. CT angiography for the bleed

incidentally revealed undiagnosed cirrhosis with two
hepatic masses concerning for malignancy. Hemoglo-
bin nadired at 8.4 g/dL without transfusion.
Colonoscopy was technically difficult; in a narrow-an-
gled cecum seen only in retroflexion, a pulsating Dieu-
lafoy lesion was found adjacent to the ileocecal valve.
Clip placement failed given the retroflexed position;
hemostasis was achieved with epinephrine injection
and gold-probe cautery. EGD showed duodenal bulb
ulcers without bleeding stigmata. MRI confirmed cir-
rhosis and the hepatic masses, with AFP >6,000
ng/mL and a pulmonary nodule consistent with metas-
tasis; the patient declined biopsy and further workup,
so malignancy type was never confirmed. Discussion:
This patient's cirrhosis was previously unrecognized. A
prior capsule endoscopy had also missed the Dieu-
lafoy lesion. Cirrhosis creates a hyperestrogenic,
pro-angiogenic state that explains findings such as spi-
der angiomata and may similarly contribute to Dieu-
lafoy lesion formation. This patient also had an uncon-
firmed hepatic malignancy. Tumor-derived VEGF, a
proliferative hallmark of cancer, may independently
contribute to lesion formation as well, and this mecha-
nism would extend to malignancy of any origin. Alcohol
use remains a plausible confounder. Conclusion: A
cecal Dieulafoy lesion unmasked occult alcoholic cir-
rhosis and suspected hepatocellular carcinoma. If sub-
stantiated, either association could support hepatic
evaluation or an occult malignancy workup (CT-CAP)
in patients with an unexplained Dieulafoy lesion, and
may eventually inform anti-VEGF therapy such as be-
vacizumab; further comparative study is needed.

3627 | A PRESSURE PARADOX:
BLEEDING DUODENAL VARIX IN
CIRRHOSIS DESPITE LOW PORTAL
PRESSURE

Barbara Halicki* Shivani K. Desai? Ashley Tran?

Ist. Luke's University Hospital, 2st. Luke's University
Health Network
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Introduction: Portosystemic collaterals are a well-rec-
ognized marker of clinically significant portal hyperten-
sion (CSPH), defined as hepatic venous pressure gra-
dient (HVPG) >=10 mmHg. In patients with cirrhosis,
esophageal varices are at risk of rupture and bleeding
once HVPG reaches 12 mmHg. However, ectopic
varices, including splenic and duodenal varices, may
develop at lower portal pressures and can rupture de-
spite an HVPG <10 mmHg, resulting in life-threatening
bleeds. Case Presentation: A 58-year-old male with a
history of type 2 diabetes, and alcohol use disorder,
presented to a regional campus after he was found un-
responsive on the bathroom floor with evidence of
hematochezia. Initial laboratory evaluation was notable
for a hemoglobin of 7.4, anion gap metabolic acidosis,
and mild elevation in transaminases (AST 45 and ALT
43) with bilirubin of 1.55 and INR of 1.29. CT angiogra-
phy demonstrated active bleeding in the duodenum.
Urgent esophagogastroduodenoscopy (EGD) revealed
a single clean-based duodenal ulcer and small varices
in the middle third of the esophagus without stigmata
of recent bleeding. The patient subsequently devel-
oped hematemesis, requiring multiple blood product
transfusions and endotracheal intubation for airway
protection. He was transferred to the network's tertiary
hospital for escalation of care and was found to be in
hemorrhagic shock on arrival. Emergent repeat EGD
identified a protruding lesion in the duodenal sweep
with an overlying adherent clot. Gentle irrigation dis-
lodged the clot, resulting in brisk bleeding from a small,
ulcerated opening consistent with a bleeding duodenal
varix. Hemostasis was achieved with ethanolamine in-
jection and placement of two endoscopic clips. Given
the high risk of recurrent bleeding, he underwent emer-
gent transjugular intrahepatic portosystemic shunt
(TIPS) placement. The initial measured HVPG was 8
mmHg prior to TIPS creation and decreased to 2
mmHg following the procedure. Discussion: Duodenal
varices are an uncommon but important cause of up-
per gastrointestinal bleeding in patients with cirrhosis.
Unlike esophageal varices, which typically rupture at
HVPG >=12 mmHg, ectopic varices may rupture at
lower pressures. Variations in portosystemic collateral
anatomy and shunting may partially decompress the
portal venous system, potentially contributing to bleed-
ing despite a relatively low HVPG. Conclusion: The
AASLD recommends reducing HVPG to <12 mmHg or
a by >=50% after TIPS creation in patients with
esophageal variceal bleed. Although the HVPG targets
for ectopic varices are not well characterized, this case
highlights that similar principles can be applied when
managing ectopic variceal bleeds. Proceduralists
should therefore aim for a >=50% reduction in portal
pressure during TIPS creation in cases of ectopic
variceal hemorrhage when portal pressure measure-
ments fall below traditional thresholds for esophageal

variceal rupture.

3628 | PORTAL VEIN
RECANALIZATION RESOLVES A
CHRONIC CASE OF MINIMAL
HEPATIC ENCEPHALOPATHY
REFRACTORY TO THERAPEUTIC
INTERVENTION

Rodrigo A. Montoro® Adnan Said*

1University of Wisconsin School of Medicine and Pub-
lic Health

Introduction: Hepatic encephalopathy (HE) is a spec-
trum of reversible neurocognitive impairments associ-
ated with cirrhosis and can be secondary to portal-sys-
temic shunting and chronic portal vein thrombosis
(PVT), resulting in portal hypertension (pHTN). The ex-
act pathogenesis of HE is unclear. Two major con-
tributing factors are systemic inflammation and ammo-
nia accumulation. HE treatment focuses on supportive
care and correcting inciting factors, potentially followed
by ammonia-reducing medications. Yet, some cases
are refractory to these therapeutics. Here we present a
case of HE resolved by recanalization of the portal vein
(PV). Case Presentation: A 74-year-old female with
chronic PVT, pHTN, cavernous transformation of the
PV, monoclonal gammopathy, and a heterozygous
prothrombin mutation presented to an emergency de-
partment for a week of generalized weakness, difficulty
ambulating, and dizziness. She was treated for acute
cholecystitis, during which she developed ascites, un-
dergoing paracentesis. Symptom recurrence and new
speech difficulty led to a stroke code with no evidence
of cerebrovascular accident. Outpatient hepatology
was consulted.Neurocognitive impairment in the con-
text of pHTN and recent ascites raised concern for HE
and cirrhosis. Physical exam noted asterixis and ab-
dominal superficial collaterals. She started on lactulose
and rifaximin. Labs were consistent with her history;
significant thrombocytopenia (16 K/uL) and normal liv-
er function tests. Due to bleeding risk, transjugular liver
biopsy was deferred; thus, MRI with elastography
showed noncirrhotic, mild liver fibrosis (stiffness score
of 3 kPa, Stage I-1l fibrosis), with persistent evidence of
PVT, with the right and left portal venous vasculature
supplied by diminutive collaterals and abdominal
varices. Splenorenal shunts and splenomegaly were
consistent with prior studies (Figure 1).Mental foggi-
ness continued to interfere with her work; therefore, in-
terventional radiology assessed options. A prior at-
tempt to embolize the splenorenal shunts proved tech-
nically challenging. Thus, stent (10 mm) placement
within the PV was performed. Pre- and post-stenting
CT imaging showed improved patency of left and right
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PV branches (Figure 2). At follow-up, she reports
symptom improvement, with no mental fogginess or
dizziness, and continues on rifaximin. Discussion:
Treatment of HE relies on medical intervention, yet re-
fractory cases skip minimally invasive procedures. This
case exemplifies a difficult-to-diagnose, refractory-
to-treatment covert HE that was effectively treated
with PV stenting. Because clinical trials and meta-anal-
yses are lacking, AASLD recommendations for HE
treatment have lagged and do not include stenting as
an option for these difficult-to-treat cases. Conclu-
sion: We hope this case presents a new avenue for al-
leviating HE symptoms secondary to chronic PVT in
the setting of significant thrombocytopenia.

3629 | A RARE INDICATION FOR
LIVER TRANSPLANTATION:
ISCHEMIC BILIARY NECROSIS AS A
COMPLICATION OF HEREDITARY
HEMORRHAGIC TELANGIECTASIA

Tseqganesh M. Hailemariam® Tizlsay A. Woreta®

Sophia Kemble” Abrham Azale

130hns Hopkins Hopspital, 2Johns Hopkins University
School of Medicine, %Johns Hopkins Hospital,
4Ascension Saint Agnes

Introduction: Hereditary hemorrhagic telangiectasia
(HHT) is a rare autosomal dominant disorder charac-
terized by mucocutaneous telangiectasia and systemic
vascular malformations. Hepatic vascular malforma-
tions are present in up to 70% of patients but are
symptomatic in only 5-8%. Biliary ischemia leading to
biliary necrosis is an uncommon hepatic complication
and a recognized, though rare, indication for liver
transplantation. We report the case of a 30-year-old
woman with HHT complicated by ischemic biliary
necrosis who underwent liver transplantation, repre-
senting, to our knowledge, the first such case at our in-
stitution. Case Presentation: A 30-year-old woman
presented with a three-month history of right upper
quadrant and epigastric pain, nausea, vomiting,
anorexia, and weight loss. She had recurrent epistaxis,
with a first-degree family history of mucocutaneous
telangiectasia, and pulmonary AVM. Examination re-
vealed multiple telangiectasia and tender hep-

atomegaly. Her liver enzyme were elevated in a
cholestatic profile with alkaline phosphatase level in
the 200's and MRI demonstrated inflammatory cholan-
giopathy with multiple biloma and mildly dilated right
posterior hepatic lobe bile duct. Her abdominal pain
was also thought to have functional component and
was prescribed Gabapentinoids, and TCAs. Persistent
abdominal pain despite high dose neuromodulators
prompted a follow-up MRI imaging which showed arte-
riovenous and arterioportal shunting, dilated hepatic
veins and numerous branching hepatic lesions with
bile duct dilatation and multiple new biliomas consis-
tent with ischemic cholangiopathy. Given her signifi-
cant family history and all four Curagao criteria met,
genetic tesing confirmed an ACVRL1 mutation. De-
spite low MELD score, the patient underwent or-
thotropic living-donor liver transplantation with MELD
exception. Explant pathology showed vascular malfor-
mations, telangiectasias, with associated changes in-
cluding ischemic cholangiopathy, nodular regenerative
hyperplasia, and portosinusoidal vascular disease.
Postoperatively, the patient had significant improve-
ment in her abdominal pain and was subsequently ta-
pered off neuromodulators. Discussion: High-output
cardiac failure is the leading indication for liver trans-
plantation in HHT. Although biliary ischemia is a rare
presentation, it is an important transplant indication,
and a high index of suspicion is required in HHT pa-
tients presenting with abdominal pain. Hence prompt
transplant hepatology referral, follow-up imaging, and
recognition of progressive ischemic biliary necrosis is
paramount in such group of patients. Conclusion: Is-
chemic cholangiopathy with biliary necrosis, though a
rare hepatic manifestation of HHT, is an important and
potentially life-threatening indication for liver transplan-
tation and should be highly suspected in the setting of
persistent abdominal pain and rapidly progressing bilo-
mas.

Initial MRI

4 Months Later
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3630 | A SPLEEN IN DISGUISE:
ECTOPIC SPLENIC TISSUE
PRESENTING AS A LIVER MASS

Sameera M. Mahimkar® Abby Kunitsky1 Bruce S.
Kovan™ Justin Stenz

Mclaren Macomb General Hospital

Introduction: Intrahepatic splenosis (IHS) is a rare
condition arising from autotransplantation of splenic
tissue into the liver parenchyma after splenic trauma or
splenectomy, and it is frequently mistaken for hepato-
cellular carcinoma (HCC) or metastatic disease on
imaging. Correctly identifying IHS matters because un-
necessary hepatic resection can remove tissue that is
providing partial immune protection in a patient who is
already asplenic. We describe a case of IHS diag-
nosed by liver biopsy, presenting nearly two decades
after splenectomy. Case Presentation: A 69-year-old
woman with a history of coronary artery disease, hy-
pertension, cholecystectomy, and Roux-en-Y gastric
bypass two decades prior to presentation complicated
by iatrogenic splenic injury requiring splenectomy pre-
sented with right upper quadrant abdominal pain. Liver
function tests were within normal limits. The patient de-
nied nausea, vomiting, unintentional weight loss, or
jaundice. Abdominal ultrasound with elastography
demonstrated hepatic steatosis and a 1.7cm hypoe-
choic hepatic lesion without internal vascular
flow.Contrast-enhanced MRI  demonstrated a
2.4x1.5cm, T1-hypointense, T2-hyperintense rounded
mass in hepatic segment Il with mild diffusely uniform
enhancement, no internal fat, and probable washout
on venous phase images, raising concern for HCC ver-
sus a benign cystic lesion. Given the indeterminate
imaging findings, she was referred for image-guided
liver biopsy. Histopathology showed a well-circum-
scribed lesion with vascular structures and lymphoid
follicles resembling splenic red and white pulp. Littoral
cells were positive for CD8 and ERG; lymphoid follicles
were positive for CD20/PAX5; Ki-67 was low.
AE1/AE3, CAM5.2, and arginase-1 were negative with-
in the lesion, excluding carcinoma. These findings con-
firmed benign intrahepatic splenosis. Discussion: This
case is notable not only for its atypical demographics,
as IHS classically affects younger men (83.1% male,
median age 51), but for its etiology: to our knowledge,
IHS following iatrogenic splenectomy following bariatric
surgery, a complication occurring in 3% of such proce-
dures, has not been previously reported. CT and MRI
show only modest accuracy (50-70%) for identifying
ectopic splenic tissue which can mimic a hypervascu-
lar neoplasm, explaining why biopsy was pursued de-
spite indeterminate imaging. Awareness of this
washout pattern in a patient with remote splenectomy
could prompt earlier inclusion of IHS in the differential,

avoiding biopsy. Non-invasive tools such as Tc-99m
scintigraphy may help avoid unnecessary resection
and preserve residual immune function in asplenic pa-
tients. However, littoral cell positivity for CD8 and ERG
was essential in distinguishing this lesion from malig-
nancy. Conclusion: IHS should be considered in the
differential of a hepatic mass in any patient with prior
splenic trauma or splenectomy, regardless of age or
time elapsed.

3631 | SEVERE INTRAHEPATIC
CHOLESTASIS AND SUBACUTE
LIVER FAILURE IN EARLY-STAGE
CLASSICAL HODGKIN LYMPHOMA:
A PARANEOPLASTIC
PRESENTATION

Srija Reddy1 Pooja MaIIipaddi2 Hunter Hines? Matthew
Posen® Jan Petrasek? Eugenia Tsai® Joseph Gosnell?
Fabian Rodas? Krishna Venkata® Nazeer Ahmed®
Carmen Landaverde? Fred Poordad? Lisa Pedicone®

lUniversity at Texas, San Antonio, 2UTSA, 3Texas Liv-
er Institute

Introduction: Paraneoplastic intrahepatic cholestasis
and vanishing bile duct syndrome (VBDS) are rare, po-
tentially fatal complications of classical Hodgkin lym-
phoma (cHL). We report stage IA cHL with progressive
hepatic dysfunction from a pre-ductopenic to duc-
topenic phenotype despite favorable interim lymphoma
response. Case Presentation: A 26-year-old man with
mild ulcerative colitis developed progressive jaundice,
marked hyperbilirubinemia, and volume overload dur-
ing evaluation of severe cholestatic liver disease. Ex-
tensive evaluation was unrevealing. ERCP, MRCP,
and cross-sectional imaging showed no biliary dilata-
tion, obstruction, or focal hepatic lesion.Initial liver
biopsy showed marked bland lobular/canalicular
cholestasis, mild mixed portal inflammation, preserved
interlobular bile ducts, ductular proliferation, stage 2
perisinusoidal/pericellular fibrosis, and CK7-positive in-
termediate hepatocytes; cholestasis was disproportion-
ate to hepatocellular injury. Repeat biopsy two months
later showed reduced ductular proliferation and pro-
gressive loss of interlobular bile ducts, consistent with
ductopenic cholangiopathy/VBDS.During transplant
evaluation, left cervical lymph node biopsy established
stage IA cHL; bone marrow biopsy was negative. He
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received ABVD with 50% dose reduction of doxoru-
bicin and vinblastine because of hyperbilirubinemia. In-
terim PET/CT showed favorable cervical nodal re-
sponse (Deauville 3), but liver failure progressed:
bilirubin 39.6 mg/dL, INR 2.5, MELD-Na 34, en-
cephalopathy, acute kidney injury, and respiratory fail-
ure requiring mechanical ventilation. He was ineligible
for transplantation because of active lymphoma and
critical multiorgan illness and transitioned to hospice.
Discussion: This case supports severe intrahepatic
cholestasis as a paraneoplastic manifestation of cHL
within the Hodgkin-associated VBDS spectrum. Serial
histology captured a pre-ductopenic phase with bland
cholestasis, preserved ducts, stage 2 fibrosis, and
CKT7-positive intermediate hepatocytes before bile duct
loss. The discordance between limited stage IA cHL
and profound hyperbilirubinemia/high MELD is notable.
Irreversible hepatic deterioration despite favorable
PET response challenges the assumption that hepatic
recovery follows lymphoma response. Dose-reduced
ABVD constrained definitive therapy. Tumor-directed
radiotherapy, brentuximab-based strategies, and
anti-PD-1 therapy were not used. Conclusion: Con-
sider paraneoplastic cholestasis in cHL with dispropor-
tionate cholestatic injury after excluding obstruction, in-
fection, autoimmune disease, drug injury, and hepatic
infiltration. Serial biopsy may identify pre-ductopenic
disease and progression to VBDS. Favorable lym-
phoma response does not ensure hepatic recovery;
progressive liver failure may preclude curative therapy
and transplantation.

3632 | GENETICALLY CONFIRMED
CITRULLINEMIA TYPE 1
PRESENTING AS FULMINANT
ACUTE LIVER FAILURE AT 20
WEEKS' GESTATION: AN ACUTE
FATTY LIVER OF PREGNANCY
MIMIC

Assem Al Refaeil Makeda Dawkins® Naveena
Sunkara™ Raey Gesese? Yifan Gao? Bernard Partiula’

Ywestchester Medical Center, “New York Medical Col-
lege

Introduction: Acute fatty liver of pregnancy (AFLP)
typically occurs in late gestation. Citrullinemia type 1
(CTLN1) is caused by biallelic pathogenic variants in
ASS1, impairing argininosuccinate synthetase activity,
ureagenesis, and ammonia detoxification. We report
genetically confirmed CTLN1 presenting with fulminant
acute liver failure (ALF) at 20 weeks' gestation and ini-
tially mimicking AFLP. Case Presentation: A woman
in her early 30s, gravida 1 para 0, at 20 weeks' gesta-
tion presented after one week of nausea, vomiting, and
dark urine. She had prior partial hepatectomy for be-
nign hepatic adenomas but no known chronic liver dis-
ease. Initial studies showed AST 2,027 U/L, ALT 3,855
U/L, total bilirubin 8.0 mg/dL, ammonia 178 pmol/L,
INR >10, and factor V activity 21.3%. Within hours she
developed confusion and asterixis with progressive he-
patic encephalopathy. Doppler ultrasonography
showed patent hepatic vasculature without biliary ob-
struction. A broad ALF evaluation for viral, autoim-
mune, toxic, and vascular causes was unrevealing.
Liver biopsy was deferred due to coagulopathy, and
head CTs remained without acute intracranial patholo-
gy. Pregnancy-associated ALF, particularly AFLP, be-
came the leading working diagnosis despite the atypi-
cally early gestation. Pregnancy-associated ALF, par-
ticularly AFLP, became the leading working diagnosis
despite the atypically early gestation. CVVHD was initi-
ated for hyperammonemia with N-acetylcysteine, hy-
pertonic saline, neurocritical monitoring, and correction
of coagulopathy. Multidisciplinary consensus favored
expedited previable delivery for maternal rescue. De-
spite delivery, ALF persisted: ammonia peaked at 267
pmol/L, INR again exceeded 10, and factor V fell to
11.5%. She was listed Status 1A and underwent ortho-
topic liver transplantation, followed by biochemical and
neurologic recovery and discharge home. Post-trans-
plant testing identified pathogenic ASS1 variants
c.535T>C (p.W179R) and c.1087C>T (p.R363W);
parental testing confirmed one variant from each par-
ent, establishing variants in trans and CTLN1. Fetal
fatty-acid oxidation testing showed no reportable vari-
ants in HADHA, HADHB, or ACADVL. Discussion:
This case demonstrates CTLN1 presenting as pro-
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found hyperammonemic ALF in mid-pregnancy and
clinically resembling AFLP. The unusually early gesta-
tional age, marked hyperammonemia, and persistent
hepatic failure despite delivery were key clues to an al-
ternative metabolic etiology. Physiologic stress may
precipitate hyperammonemic decompensation in previ-
ously asymptomatic CTLN1, making continued meta-
bolic evaluation critical when pregnancy-associated
ALF follows an atypical course. Conclusion: In preg-
nancy-associated ALF, atypical timing, marked hyper-
ammonemia, or failure to improve after delivery should
prompt evaluation for a urea-cycle disorder while ag-
gressive ammonia control and early transplant evalua-
tion proceed.
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3633 | RECURRENT
ACETAMINOPHEN-INDUCED ACUTE
LIVER FAILURE AND CYP2D6
GENETIC VARIATION: A CASE
REPORT

Daniela Goyes Cary Caldwell* Andrea Barbieri?

lyale New-Haven Hospital, 2yale New Haven Hospital
Introduction: Acetaminophen (APAP) hepatotoxicity
is dose-dependent, mediated by the reactive metabo-
lite NAPQI, classically generated by CYP2EL,
CYP1A2, and CYP3A4. CYP2D6 also bioactivates
APAP, accounting for up to ~12.6% of hepatic NAPQI
formation, with greater contributions in ultrarapid me-
tabolizers. We report two episodes of APAP-induced
acute liver failure (ALF), in a patient with a CYP2D6
profile consistent with increased enzymatic activity,
highlighting pharmacogenetic susceptibility as a risk
factor for recurrent APAP hepatotoxicity. Case Pre-
sentation: A 37-year-old woman with obesity status
post Roux-en-Y gastric bypass, hypothyroidism, and
migraines presented with abdominal pain, vomiting,
and lethargy after taking 2-3 325 mg APAP tablets ev-
ery 4-6 hours for one week following a motor vehicle
accident. She was tachycardic and hypotensive with
AST 3500, ALT 2860, INR 6.15, ammonia 136, lactate
13.4, and APAP level 23. She developed en-
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cephalopathy requiring CVVH and intubation; received
N-acetylcysteine (NAC) and recovered without
transplant. Two years later, after starting
oxycodone/APAP 325 mg twice daily for one week for
chronic pain, she re-presented with lethargy, hypo-
glycemia, and lactic acidosis. Labs showed AST 9091,
ALT 6274, INR 7.58, ammonia 54, and APAP level 34.
She developed asterixis and psychomotor slowing.
She received NAC and recovered without transplant.
Genotyping revealed heterozygosity for the no-function
CYP2D6*4 allele plus a CYP2D6 gene duplication,
raising suspicion for an ultrarapid-metabolizer pheno-
type. Discussion: Recurrent ALF after separate, mod-
est APAP exposures suggest host predisposition to
hepatotoxicity. CYP2D6 duplication typically confers
an ultrarapid-metabolizer phenotype when the ampli-
fied allele is functional, potentially enhancing NAPQI
generation and lowering the hepatotoxicity threshold to
near therapeutic dosing. Prior studies implicate other
metabolizing-gene variants in APAP-ALF risk, support-
ing a multifactorial genetic contribution. The second
episode involved an oxycodone/APAP product that is
disproportionately represented in APAP-ALF due to
unintended exposure to APAP. Conclusion: This case
illustrates a pharmacogenetic mechanism,
CYP2D6-mediated ultrarapid APAP bioactivation, un-
derlying recurrent APAP-ALF. Clinicians should con-
sider pharmacogenomic evaluation after

unexplained/recurrent APAP-ALF and counsel at-risk
patients to avoid APAP, including in combination of
opioid products.
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3634 | A STEPWISE DIAGNOSTIC
APPROACH TO ISOLATED
CONJUGATED
HYPERBILIRUBINEMIA:
MOLECULAR CONFIRMATION OF
DUBIN-JOHNSON SYNDROME

Carol Monis! Fadi Totah! Paul J- Pockros?

IRiverside Community  Hospital, %Division  of
Gastro/Hepatology, Scripps Clinic, La Jolla, CA

Introduction: Isolated conjugated hyperbilirubinemia
in an otherwise healthy young adult presents a broad
differential including Dubin-Johnson syndrome (DJS),
Rotor syndrome, and other inherited cholestatic disor-
ders. Without a structured workup, these conditions
are often misattributed or remain undiagnosed. This
case highlights a stepwise diagnostic approach using
biochemical testing, urine porphyrin fractionation, and
multigene panel testing to establish a definitive molec-
ular diagnosis without liver biopsy. Confirming the di-
agnosis also allows for counseling on relevant drug in-
teractions. Case Presentation: A 24-year-old male
with no significant medical history was referred for iso-
lated hyperbilirubinemia with total bilirubin levels as
high as 5.0 mg/dl since 2024. He was asymptomatic
aside from mild scleral icterus noted by his spouse. He
denied pruritus, dark urine, alcohol use, hepatitis expo-
sure, medications or supplements, and family history
of liver disease. Laboratory evaluation showed total
bilirubin 2.68 mg/dL with direct bilirubin 1.9 mg/dL. Liv-
er enzymes, albumin, CBC, and total bile acids were
normal. Abdominal ultrasound demonstrated mild hep-
atomegaly and small gallbladder polyps without biliary
dilation. Given the predominantly conjugated pattern
with preserved synthetic function, urine porphyrin frac-
tionation was obtained. Urine coproporphyrin | was el-
evated at 11 umol/mol CRT with a normal copropor-
phyrin Ill, consistent with an inverted ratio. A 112-gene
cholestasis panel identified two pathogenic ABCC2
variants on opposite chromosomes, confirming DJS by
genomic analysis. Discussion: This case demon-
strates how a targeted diagnostic approach can effi-
ciently distinguish DJS from other inherited causes of
conjugated hyperbilirubinemia. In DJS, dysfunction of
the multidrug resistance-associated protein 2 (MRP2)
transporter redirects coproporphyrin | from bile into
urine, inverting the normal urinary coproporphyrin I:lll
ratio from approximately 30:70 to greater than 80% co-
proporphyrin I, as seen in this patient. Fractionated
urine porphyrins offer a valuable noninvasive step that
narrows the differential before genetic testing. Conclu-
sion: Establishing the diagnosis of DJS avoided un-
necessary liver biopsy and provided prognostic reas-
surance. As DJS follows a benign course requiring no
treatment or lifestyle modification, counseling should

focus on caution when using estrogen-containing con-
traceptives and other drugs that rely on
MRP2-mediated biliary excretion, as they may precipi-
tate or worsen hyperbilirubinemia in these patients.
This case highlights the diagnostic and counseling val-
ue of a stepwise, noninvasive evaluation in patients
with isolated conjugated hyperbilirubinemia.

Molecular Diagnosis of Dubin-Johnson Syndrome

Cholestasis Gene Panel (112 Genes)

Gene Variant Protein Change Zygosity Classification
ABCC2 €. 2302C>T pArg768TR
ABCC2 c.2370del Pp.Val791Trpfs*5 Heterozygous Likely Pathogenic
Key Finding
Two pathogenic/likely pathogenic ABCC2 variants were identified, consistent with
compound heterozygosity and confirming a malecular of Dubin-Johnson sy
Figure 1. Cholestasis gene panel demonstrating disease-causing ABCC2 variants.

HEPATITIS COMPLICATED BY
SPLENIC INFARCTION IN AN
IMMUNOCOMPETENT ADULT: A
CASE FOR INDIVIDUALIZED
ANTIVIRAL THERAPY

Rebeca Sierra® Maria Ortega Abad? Maria
Saavedra-Martinez* Leandro Sierra®

'Facultad de Medicina, Universidad de La Sabana,
Chia, Colombia, 2Departamento de Medicina Interna,
Cleveland Clinic, Cleveland, OH, EE. UU., 3Cleveland
Clinic Foundation

Introduction: Cytomegalovirus (CMV) hepatitis has
been associated with immunocompromised hosts.
However, few studies have described its appearance
in immunocompetent adults. We describe a case of
CMV hepatitis in a previously asymptomatic immuno-
competent host, with appearance of extrahepatic mani-
festations. Case Presentation: A 71-year-old woman
without previously known medical conditions presented
to the emergency department with one week of noctur-
nal fevers and a six-month history of non-bloody diar-
rhea. She denied abdominal pain, nausea, or vomiting,
and reported no recent travel or sick contacts. At pre-
sentation she was febrile (102°F) without hep-
atosplenomegaly, lymphadenopathy, or rash. Initial
labs showed a mixed hepatocellular-cholestatic pattern
(AST 244, ALT 341, ALP 450 U/L; normal total biliru-
bin) and mild thrombocytopenia (144 x 103/uL). CT of
the abdomen and pelvis showed an incidental finding
of a 1.8-cm splenic infarction. Workup for viral hepatitis
A/B/C, HIV, atypical endocarditis organisms, and stool
pathogens was unrevealing. After a week of recurrent
fevers, uptrending liver enzymes, and conservative
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management, CMV IgM and EBYV viral capsid antigen
IgM tested positive, but EBV DNA PCR was negative;
quantitative CMV PCR confirmed active infection with
a viral load of 31,600 copies/mL, establishing the diag-
nosis of CMV hepatitis. Given persistent fever and ris-
ing aminotransferases, and after shared decision-mak-
ing, intravenous ganciclovir (2.5 mg/kg every 12 hours)
was started on hospital day 4. Fever resolved within 3
days; aminotransferase elevation and thrombocytope-
nia (204 K/uL) subsequently improved, with a 97% de-
cline in CMV viral load (to 987 1U/mL) by day 11. She
was discharged on oral valganciclovir 450 mg twice
daily to complete a 14-day course. Discussion: CMV
in immunocompetent adults is usually self-limited and
it is rare to cause manifestations. Despite the rising liv-
er enzymes, our differential did not include CMV hep-
atitis initially, given patient history of no previous medi-
cal conditions or overt risk factors. Moreover, splenic
infarction is rare, with only two prior reported cases
currently in the literature. Conclusion: This case high-
lights that CMV hepatitis should likely be in the differ-
ential of clinicians seeing patients with fevers and ris-
ing liver enzymes. Extrahepatic manifestations of the
disease should be better characterized. Individualized
antiviral therapy appears to be warranted in this condi-
tion, despite its immunological status.
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Figure 3, Laboratory trends during hospitalization for cytomegalovirus-associated hepatitis.

(A) Aspartate aminotransferase, (B) alanine aminotransferase, (C) alkaline phosphatase, and (D)
CMYV DNA viral load over the hospital course. The vertical dashed line indicates initiation of
intravenous ganciclovir on hospital day 4. Horizontal dashed lines in panels A-C represent the
upper limit of normal.

Abbreviations: ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate
inotransferase; BL, baseline; CMV, ¢ galovirus; ULN, upper limit of normal.

3636 | HEPATITIS D IN A PATIENT
WITH CROHN'S DISEASE
RECEIVING INFLIXIMAB: A
DIAGNOSTIC AND THERAPEUTIC
CHALLENGE

Carson C. Creamer® Sahil M. Patel*

1Geisinger

Introduction: Abnormal liver biochemistries in Crohn's
disease have a broad differential, including primary
sclerosing cholangitis (PSC), drug-induced liver injury,
metabolic dysfunction-associated steatotic liver dis-
ease, and viral hepatitis. HDV is an important but po-
tentially overlooked cause of liver injury in patients with
chronic HBV. The intersection of chronic HDV infection
and biologic therapy for Crohn's disease is poorly char-
acterized. To our knowledge, we report the first case of
chronic HDV infection identified in a patient with
Crohn's disease receiving infliximab. Case Presenta-
tion: A 49-year-old man with chronic HBV, advanced
hepatic fibrosis, and small- and large-bowel Crohn's
disease complicated by perianal fistula and cutaneous
involvement presented with persistent hepatocellular
liver injury. He was receiving tenofovir alafenamide 25
mg daily with low-level HBV DNA. AST/ALT remained
persistently elevated, reaching 120/128 U/L, while total
bilirubin remained normal. Given competing etiologies,
including infliximab-associated liver injury and small-
-duct PSC, further evaluation was pursued. HDV anti-
body was positive with HDV RNA 224,000 IU/mL (5.35
log IU/mL), establishing active infection; HBV DNA
was 32 IU/mL. Prior VCTE and MR elastography
demonstrated advanced fibrosis, with subsequent
VCTE showing increased liver stiffness without steato-
sis. EUS-guided liver biopsy was planned to further
characterize fibrosis and evaluate for small-duct PSC.
Bulevirtide 8.5 mg subcutaneously daily was initiated
while tenofovir was continued for HBV suppression.
Discussion: The diagnostic challenge was distin-
guishing HDV-associated liver injury from other causes
in a patient with Crohn's disease receiving biologic
therapy. Infliximab exposure, IBD-associated hepato-
biliary disease, and possible small-duct PSC were
plausible alternative explanations. HDV testing identi-
fied a treatable viral etiology despite suppressed HBV
replication. Concurrent HDV infection and necessary
biologic therapy also complicated management. Con-
clusion: This case highlights an underrecognized in-
tersection of chronic HDV infection, Crohn's disease,
and biologic therapy. HDV should be considered in
HBV-infected patients with unexplained hepatocellular
injury, particularly when competing IBD- and medica-
tion-related etiologies exist. Recognition of active HDV
enabled targeted antiviral therapy while maintaining
HBV suppression and necessary Crohn's treatment.
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3637 | FROM AMYLOID TO
MALIGNANCY: A RARE CASE OF
ALECT2-ASSOCIATED CIRRHOSIS
WITH HEPATOCELLULAR
CARCINOMA
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Introduction: Leukocyte cell-derived chemotaxin 2
(LECT2) amyloidosis (ALECT2) is a systemic amyloi-
dosis and a leading cause of hepatic amyloid deposi-
tion in the US. Hepatic ALECT2 is generally indolent,
though advanced fibrosis and portal hypertension are
rarely reported. Hepatocellular carcinoma (HCC) in
ALECT2-associated cirrhosis has rarely been de-
scribed. We report a biopsy-confirmed case. Case
Presentation: A 59-year-old Hispanic woman with
systemic ALECT2, hypertension, and type 2 diabetes
was referred for liver transplant evaluation. She had
biopsy-proven cirrhosis with portal hypertension com-
plicated by ascites and pleural effusions, for which
TIPS was placed. MRI showed a segment 4A lesion
growing to 4.0 x 4.5 cm (from 2.6 x 3.1 cm), with arteri-
al hyperenhancement but no definitive washout
(LI-RADS 4). Given interval growth despite indetermi-
nate imaging features, biopsy was performed, showing
well-differentiated HCC with solid and focal trabecular
growth, mild nuclear atypia, and near-complete retic-
ulin loss. Immunohistochemistry showed diffuse
HepPar-1, focal glypican-3, and focal polyclonal CEA
with a canalicular pattern, supporting hepatocellular
differentiation. Serum AFP was normal. The lesion was
within Milan criteria and MELD was 26; transplant eval-
uation is ongoing given systemic ALECT2 and dialy-
sis-dependent renal involvement. Viral, autoimmune,
metabolic, and genetic workups were unrevealing, with
no alcohol use. MASLD was unlikely given low body
weight and absent steatosis, though diabetes may be
an independent HCC risk factor. Discussion: Hepatic
ALECT2 is traditionally indolent but can progress to
advanced fibrosis and portal hypertension. LECT2 has
a complex role in hepatocarcinogenesis: it can act as a
tumor suppressor but is also a Wnt/3-catenin transcrip-
tional target and may be elevated in
[B-catenin-activated HCC. The well-differentiated mor-
phology raises a possible pathway relationship, though
[B-catenin activation was not assessed, as additional
tissue was unavailable. Chronic amyloid deposition, in-
flammation, and architectural distortion may promote
fibrogenesis and a permissive oncogenic environment.
Causality cannot be established from a single case,
and diabetes or other metabolic cofactors may have

contributed. Conclusion: This case expands the rec-
ognized spectrum of hepatic ALECT2 and highlights
the potential for HCC in ALECT2-associated cirrhosis.
Although generally indolent, ALECT2 may progress to
cirrhosis, at which point standard HCC surveillance
should be performed per current cirrhosis guidelines.
Further study of the Wnt/B-catenin pathway is needed
to clarify whether ALECT2-associated hepatic injury
contributes to hepatocarcinogenesis.

3638 | TUMOR LYSIS SYNDROME
FOLLOWING TRAUMATIC RUPTURE
OF HEPATOCELLULAR CARCINOMA

Sarah M. Tran® Garrett T. Coleman2 Bashar BF.
Ftaiha

LUAB Heersink School of Medicine, 2The University of
Alabama at Birmingham

Introduction: Tumor lysis syndrome (TLS) results
from rapid destruction of tumor cells, leading to release
of intracellular components. Nearly all cases of TLS in
hepatocellular carcinoma (HCC) have occurred follow-
ing transarterial chemoembolization, transarterial ra-
dioembolization, or systemic therapy.4-6 To our knowl-
edge, we present the first reported case of TLS devel-
oping after traumatic rupture of undiagnosed HCC,
with tumor embolization precipitating tumor lysis. Case
Presentation: A 68-year-old male with compensated
alcohol-associated cirrhosis presented to the emergen-
cy department following blunt abdominal trauma during
a physical altercation. Computed tomography (CT) of
the abdomen and pelvis (A/P) demonstrated cirrhotic
morphology with an infiltrative hepatic lesion involving
the bilateral portal vein (Figure 1C). CT angiography
A/P was concerning for ruptured malignancy with ac-
tive extravasation of contrast (Figure 1A, B). The pa-
tient underwent emergent embolization of the left,
right, and middle hepatic arteries that supplied the
mass. Following the procedure, nephrology was con-
sulted for acute kidney injury (AKI). Laboratory evalua-
tion was notable for K-5.4 mmol/L, PO, - 6.5 mg/dL,
Ca - 8.1 mg/dL, Uric Acid - 8.7 mg/dL, Cr - 1.7 mg/dL,
and LDH -1426 U/L, consistent with Cairo-Bishop diag-
nostic criteria for laboratory and clinical TLS.3 Treat-
ment with aggressive intravenous fluids and allopurinol
was initiated with close monitoring and planned esca-
lation to rasburicase pending a serum G6PD. Subse-
qguent triphasic CT was diagnostic for HCC. Given bi-
lateral portal invasion, the tumor was consistent with
Barcelona Clinic Liver Cancer-Stage C disease. The
patient's AKI resolved with normalization of electrolyte
abnormalities. The patient was discharged on hospital
day six. Discussion: TLS is a life-threatening oncolog-
ic emergency that can lead to severe metabolic de-
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rangements and ultimately progress to fatal complica-
tions such as cardiac arrhythmias and seizures. The
majority of TLS occurs in hematologic malignancies
following induction of chemotherapy. In high-risk
hematologic cancers, 15-20% of patients developed
laboratory TLS and 5% developed clinical TLS.1 In
contrast, TLS in solid tumors is uncommon. A system-
atic review identified 132 reported cases of TLS asso-
ciated with solid tumors, of which 22 cases (17%) in-
volved HCC.2 Recent reviews demonstrate the vast
majority of HCC-associated TLS cases occur following
locoregional therapies, radioembolization, or systemic
anticancer treatment.4 Although traumatic rupture
prompted the diagnosis of HCC, the temporal relation-
ship between the embolization and subsequent devel-
opment of TLS favors cellular lysis secondary to is-
chemic tissue necrosis rather than trauma alone. Con-
clusion: We believe this is the first reported case of
TLS occurring after traumatic rupture of an undiag-
nosed HCC, with embolization acting as the inciting
mechanism for tumor lysis.

Figure 1A - focal hyperattenuation within the collateral component of the mass which protrudes
Sfrom the hepatic capsule, which raises concern for active extravasation, concerning for ruptured
mass. Figure 1B - extensive perihepatic blood products with areas of subcapsular hematoma

(Grade Il injury). Figure IC - large infiltrative, heterogenous dominant mass centered in
segment 4A/B measuring approximately 13 x 8.5 x14 em

3639 | RECURRENT ACUTE
HEPATOCELLULAR INJURY
FOLLOWING REPORTED
OCCUPATIONAL HCFC-123
EXPOSURE

Julian Diaz-Moreno! Nicanor Hernandez* Victorio
Pidlaoan

Sutter Health Memorial Medical Center

Introduction: We describe recurrent
HCFC-123-induced hepatocellular injury with a docu-
mented positive rechallenge, a rarely observed but
highly persuasive indicator of causality in toxicant-in-

duced liver injury. Re-exposure after recovery precipi-
tated a more severe recurrence within 10 days. Case
Presentation: A 24-year-old previously healthy man
developed malaise, fatigue, RUQ abdominal pain, nau-
sea, and vomiting one day after occupational exposure
while removing refrigeration and cooling system com-
ponents, with three days of symptoms before admis-
sion on 3/10/26. He denied hepatotoxic medications,
supplements, or recreational drug use, and reported
sporadic, light alcohol use (approximately one shot of
liquor occasionally). Admission labs showed severe
hepatocellular injury: AST 1,426 U/L, ALT 1,507 UIL,
ALP 146 U/L, GGT 322 UIL, total bilirubin 5.6 mg/dL,
albumin 3.6 g/dL, platelets 181 x109/L, INR 1.6 (R-ratio
23.6). Serologic workup for viral, autoimmune, Wilson
disease, and metabolic liver disease was negative.
MRCP showed gallbladder wall thickening/edema with-
out obstruction. He received standard IV N-acetylcys-
teine (3/11-3/15/26), improved, and was discharged on
3/16/26, with liver tests trending toward normal by
3/23/26. He returned to the same occupational envi-
ronment and duties and was readmitted 3/26/26 with
recurrent, more severe hepatocellular injury (AST
2,294 U/L, ALT 2,841 U/L, ALP 183 U/L, total bilirubin
5.4 mg/dL, albumin 4 g/dL, platelets 373 x10°/L, R-ra-
tio 38.8). Liver biopsy (3/30/26) showed mild resolving
hepatitis with a macrophage-predominant infiltrate, no
fibrosis (trichrome), intact lobular architecture (retic-
ulin), and negative iron, PAS-D, AFB, GMS, CMV,
HIV1/2, and EBV-EBER stains. Clinical course fol-
lowed positive rechallenge with worsening aminotrans-
ferase elevation than at presentation before trending
down from 3/31/26 and normalizing by 4/20/26. Dis-
cussion: The patient reported exposure to HCFC-123
(R-123) based on information relayed by his employer;
no documentation (safety data sheet, industrial hy-
giene records) was available to independently confirm
this. Given the temporal association with reported oc-
cupational exposure, an explicit positive rechallenge,
exclusion of infectious, autoimmune, and metabolic eti-
ologies, and biochemical recovery after removal from
exposure, toxicant-induced liver injury, reportedly relat-
ed to HCFC-123, was considered the most likely diag-
nosis. Conclusion: This case illustrates a defined pos-
itive rechallenge with occupational refrigerant expo-
sure causing recurrent acute hepatocellular injury, and
underscores both the value of detailed occupational
history-taking in unexplained acute hepatitis and the
limitations of relying on unverified employer-reported
exposure information.
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3640 | LEFT-LOBE
HEPATOLITHIASIS IN A YOUNG
WOMAN: FROM RECURRENT
BILIARY SYMPTOMS TO
HEPATECTOMY

Diana C. Moni Febles Carmen Reyes-Jimenez1
Rafael A. Arzuaga Rodriguez1 Javier A. Cerra Franco®
Josh W. Alvarez Fontanez> Marcelo Gutierrez Colon®

lcentro Médico Menonita Cayey, 2Universidad Au-
tonoma de Guadalajara

Introduction: Hepatolithiasis, defined as calculi within
the intrahepatic bile ducts, is common in East Asia but
rare in Western populations (<1% of biliary stones) and
particularly uncommon in young adults. Its rarity and
nonspecific presentation can delay diagnosis and com-
plicate management. Case Presentation: A
34-year-old woman presented with recurrent right up-
per quadrant pain, nausea, and vomiting over several
years. Despite extensive evaluation and cholecystecto-
my, her symptoms persisted without a definitive diag-
nosis. During her most recent admission, she devel-
oped scleral icterus and right upper quadrant tender-
ness with cholestatic liver injury (ALP 290 UJ/L, total
bilirubin 3.2 mg/dL), elevated transaminases, and
leukocytosis. ERCP revealed dilated left-lobe intrahep-
atic ducts containing stones. Smaller stones and
sludge were removed, but an impacted pigment stone
could not be retrieved due to ductal narrowing. Cholan-
gioscopy and EUS confirmed hepatolithiasis. She im-
proved with antibiotics and supportive care and was re-
ferred for surgical evaluation. Given localized left-lobe
disease and incomplete endoscopic clearance, she un-
derwent successful left hepatectomy in December
2025. Discussion: This case demonstrates that hepa-
tolithiasis can occur in young adults in Western popula-
tions and remain undiagnosed despite years of biliary
symptoms. To our knowledge, no prior cases have
been reported from Puerto Rico. Chronic hepatolithia-
sis is associated with recurrent cholangitis, biliary stric-
tures, and an increased risk of cholangiocarcinoma,
particularly with persistent stones and chronic inflam-
mation. Management should be individualized accord-
ing to stone location, disease extent, and underlying
biliary anatomy. Endoscopic therapy can provide bil-
iary decompression and stone clearance; however, im-
pacted stones and intrahepatic ductal narrowing may
preclude complete clearance. In selected patients with
localized disease, hepatic resection offers definitive
treatment by removing affected biliary segments and
residual stone burden, thereby limiting prolonged ex-
posure to chronic inflammation-a particularly relevant
consideration in younger patients with longer life ex-

pectancy. Conclusion: Hepatolithiasis should remain
in the differential diagnosis of recurrent biliary symp-
toms and unexplained cholestatic liver injury, even in
young patients from Western populations. This case
highlights the importance of recognizing hepatolithiasis
outside endemic regions and tailoring therapy to dis-
ease distribution and response to endoscopic manage-
ment. When disease is localized and complete endo-
scopic clearance cannot be achieved, surgical resec-
tion may provide definitive treatment and reduce recur-
rent complications

3641 | ALCOHOL BIOMARKER
TESTING IN A HOSPITALIZED
PATIENT WITH CIRRHOSIS AND
RECENT TRANSFUSIONS RAISES A
"PETH-ORA" OF QUESTIONS

Gagandeep Gill* Jama Darling1 Hyun J. Kim?

lUniversity of Arizona, Tucson

Introduction: PEth (phosphatidylethanol) testing is
routinely obtained in those undergoing liver transplant
evaluation. PEth is formed by a transphosphatidylation
reaction that substitutes ethanol for water on RBC
membranes. In general, PEth thresholds of < 20ng/mL
indicate abstinence, 20-200 ng/mL alcohol use, and >
200 ng/mL suggests chronic, excessive alcohol intake.
We describe marked PEth elevation secondary to
massive transfusion protocol (MTP) and discuss the
implications for hospitalized patients seeking liver
transplant. Case Presentation: 42YM with no medical
history was transferred to a tertiary liver center after a
failed attempt at TIPS shunt placement for hemateme-
sis from esophageal variceal bleed requiring MTP x2
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(13u pRBC). After intubation for airway protection, he
underwent EGD with variceal banding x6. On transfer,
laboratory testing showed Hgb 10, PLT 123, AST
3439, ALT 974, TB 3.2, Cr 3.1, INR 2, lactate 3.5,
MELD 28. Imaging revealed an enlarged liver with sur-
face nodularity, patent vessels and sequela of portal
hypertension. TIPS shunt was again attempted but
failed, and transhepatic variceal embolization was per-
formed. The patient was successfully extubated.
Based on negative workup and risk factor assessment,
his cirrhosis was initially attributed to MASH, however,
PEth 16:0/18:1 drawn on transfer returned at
254ng/mL, suggesting heavy alcohol use. The patient
was given the AUDIT-C and scored 1. He and his fami-
ly strongly denied significant alcohol use (1 drink ~
1x/month). Discussion: PEth testing is specific and
sensitive for alcohol intake requiring ~2-4 drinks daily
for several weeks to form on RBC surfaces. Artificial
elevations can occur by transfusion as PEth resides
within donor RBC membranes. One study found that
over 40% of donors have PEth >=10 ng/mL (max 587)
and processing whole blood into RBC raises PEth
levels.1 In a cohort of 143 patients, even one PEth+
unit changed 19.6% of patients from negative to posi-
tive (>20 ng/mL) with highest post-transfusion value of
83.4.2 Transfusion can also dilute PEth so interpreta-
tion can be skewed in both directions. The implications
of PEth testing are life altering for liver transplant can-
didates as false positives may limit transplant chances.
No formal consensus, guidance or protocol exists for
interpreting post-transfusion PEth. Conclusion: PEth
level should be drawn before transfusion or performed
on prior stored EDTA sample. Blood transfusion is
common in hospitalized patients with cirrhosis, and
positive PEth should prompt a 28-day blood transfu-
sion history. A single unit transfusion may result in
moderate elevation, but interpretation of PEth >200 is
difficult in the setting of MTP. Ethyl glucuronide from
urine or hair is not affected by transfusion but detection
window is short for urine (3-5 days) and hair assay is
less accessible. Appreciating factors which impact
PEth results is essential before prioritizing its role in
clinical decision-making.

3642 | DISEASE-MODIFYING
THERAPY WITH AN IBAT INHIBITOR
IN A PATIENT WITH
ANTIBODY-INDUCED BSEP
DEFICIENCY AFTER LIVER
TRANSPLANTATION AND
REFRACTORY CHOLESTATIC
PRURITUS: A CASE REPORT

Fabian Schachteli* Maximilian J. Brol* Michael
Praktiknjo™ Jonel Trebicka® Frank E. Uschner?

lDepartment of Internal Medicine B, University Hospi-
tal Mlnster

Introduction: Antibody-induced bile salt export pump
(BSEP) deficiency is a rare and potentially graft-threat-
ening recurrence of the progressive familial intrahepat-
ic cholestasis type 2 (PFIC2) phenotype after liver
transplantation (LT). Current treatment strategies tar-
get the underlying humoral immune response but may
fail to control cholestasis and pruritus or prevent pro-
gressive graft injury. lleal bile acid transporter (IBAT)
inhibition reduces pruritus and improves clinical out-
comes in patients with PFIC2. Whether these thera-
peutic effects can be translated to anti-BSEP antibody-
mediated disease after LT remains unknown. Case
Presentation: A male patient homozygous for the
ABCB11 variant ¢.2178+1G>C underwent LT at age
12 years for refractory pruritus and excessive biliary
loss following partial external biliary diversion. Two
years later, severe pruritus and low-gamma-glutamyl
transferase cholestasis recurred. Liver biopsy demon-
strated giant-cell hepatitis, collapse necrosis, fibrosis
and canalicular-bound antibodies, while circulating an-
ti-BSEP antibodies confirmed antibody-induced BSEP
deficiency. Progressive graft fibrosis (F4) prompted
listing for retransplantation at age 15. Despite six years
of treatment with immunoadsorption, plasma ex-
change, intravenous immunoglobulin, rituximab, inten-
sified immunosuppression and multiple antipruritic
therapies, disease control could not be achieved. At
age 20, odevixibat, an IBAT inhibitor, was started at 40
pa/kg/day and increased to 60 pg/kg/day while plasma
exchange was continued at an unchanged frequency.
Within 2 weeks, serum bile acids decreased from 223
to 35 umol/l, AST from 202 to 42 U/l and ALT from 299
to 64 U/l, accompanied by rapid and complete resolu-
tion of pruritus. After 42 weeks, sustained clinical and
biochemical improvement permitted discontinuation of
plasma exchange without recurrence of pruritus or bio-
chemical deterioration during the subsequent 20
months of follow-up. Discussion: To the best of our
knowledge, this is the first reported use of IBAT inhibi-
tion for antibody-induced BSEP deficiency after LT.
The rapid and sustained clinical and biochemical re-
sponse despite advanced graft fibrosis and failure of

© 2026 American Association for the Study of Liver Diseases.



36 |

HEPATOLOGY

multiple therapies suggests that interruption of the en-
terohepatic bile acid circulation may remain effective
even in severe antibody-mediated BSEP disease.
Conclusion: In PFIC2 recipients with recurrent
cholestasis and pruritus, antibody-induced BSEP defi-
ciency should be considered. IBAT inhibition reduces
intestinal bile acid reuptake without restoring BSEP
function or suppressing antibody production and may
therefore represent a mechanistically complementary
approach to immunotherapy. Thus, IBAT inhibitors,
such as odevixibat, may improve refractory pruritus
and reduce the need for apheresis in patients with re-
fractory antibody-induced BSEP deficiency.

3643 | MIMICKING GALD:
CHOLESTASIS AND
COAGULOPATHY IN ANTI-E
HEMOLYTIC DISEASE OF THE
NEWBORN

Jonathan Sachs Albert Shan® Henry C. Lint Hillary
Bashaw

1Oregon Health & Science University

Introduction: Hemolytic disease of the fetus and new-
born (HDFN) results from maternal IgG alloantibodies
against fetal red cells, leading to hemolysis and poten-
tially hydrops or fetal demise. While cholestasis is a
known complication of HDFN, coagulopathy is excep-
tionally rare. When signs of liver dysfunction are seen
alongside HDFN, the presentation can closely mimic
gestational alloimmune liver disease (GALD), a condi-
tion in which maternal 1IgG causes complement-medi-
ated fetal hepatocyte injury and neonatal acute liver
failure. Case Presentation: A male infant was born at
35 weeks following a pregnancy complicated by anti-E
alloimmunization, fetal anemia requiring two intrauter-
ine transfusions, and a maternal history of fetal
demise. Postnatally, he exhibited cholestasis (total
bilirubin 16.8 mg/dL, direct 9.2 mg/dL), coagulopathy
(INR 2.0), thrombocytopenia (platelets 4.6x103/uL), hy-
poalbuminemia (2.0 g/dL), and alanine aminotrans-
ferase 76 U/L. He received vitamin K, phototherapy, in-
travenous immunoglobulin (IVIG), and exchange trans-
fusion by 10 hours of life. He had improvement of INR
and cholestasis with multiple blood products and dos-
es of IVIG over the following week, but he then devel-
oped a rebound coagulopathy on day of life 9. Evalua-
tion for GALD showed elevated ferritin (2,882 ng/mL)
and transferrin (99%), but normal alpha-fetoprotein
(AFP 10,706 ng/mL). Extensive evaluation for metabol-
ic, infectious, and hemophagocytic etiologies, including
whole genome sequencing, were otherwise unreveal-
ing. A T2-weighted MRI revealed siderosis isolated to
the right hepatic lobe, with normal signal in the pan-

creas and spleen, ruling out GALD. Coagulopathy re-
solved by day 17, and his prolonged cholestasis im-
proved over subsequent months with supportive care
and ursodeoxycholic acid. Discussion: This case
highlights the diagnostic challenge when severe HDFN
presents with features of GALD. The infant's signs of
liver dysfunction, including clinical coagulopathy and
cholestasis, low-normal ALT, thrombocytopenia, hypo-
glycemia, and a maternal history of stillbirth were high-
ly suspicious for GALD. The hyperferritinemia and hy-
persaturated transferrin were evidence of iron overload
that overlap both HDFN and GALD. However, AFP
was far below expected GALD levels, and the absence
of extrahepatic siderosis on MRI definitively ruled it
out. While 10-13% of HDFN cases feature mild
cholestasis, coagulopathy is exceedingly rare. Pro-
posed mechanisms for this phenotype include iron-me-
diated hepatocellular injury and downregulated bile salt
pumps. Conclusion: Although HDFN and GALD share
initial therapies like IVIG and exchange transfusion,
distinguishing them is crucial. GALD carries a high re-
currence risk in future pregnancies that can be mitigat-
ed with antenatal IVIG.

3644 | INDUCED HYPERNATREMIA,
HEMODIALYSIS DEBULKING, AND
DUAL-CIRCUIT CRRT FOR EXTREME
HYPERAMMONEMIA IN ACUTE
LIVER FAILURE

Sean LaFata’ April wall* Stephanie Garbarino® John
L. Musgrove

buke University Medical Center

Introduction: Intracranial hypertension (ICH) in acute
liver failure (ALF) has declined with earlier renal re-
placement therapy but remains lethal in severe hyper-
ammonemia. Arterial ammonia independently predicts
encephalopathy and ICH, which develops in 55% of
patients with levels >200 umol/L. Guidelines support
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early continuous renal replacement therapy (CRRT) for
severe hyperammonemia even without renal indica-
tions, but clearance may be inadequate when ammoni-
agenesis exceeds single-circuit capacity. We present
an adult patient presenting with ALF complicated by
extreme hyperammonemia refractory to high-dose
CRRT, managed with hemodialysis debulking followed
by simultaneous dual-circuit CRRT as a bridge to suc-
cessful transplantation. Case Presentation: A previ-
ously healthy 34-year-old man presented with three
days of vomiting, abdominal pain, jaundice, and shock
with ALF. Studies showed pH <6.93, lactate >17
mmol/L, AST 8,036 U/L, ALT >10,000 U/L, bilirubin 11
mg/dL, INR >10, creatinine 3.9 mg/dL, ammonia 665
pmol/L, and MELD 52. ALF etiologic evaluation was
unrevealing; he was listed Status 1A.Despite intuba-
tion, triple vasopressors, N-acetylcysteine, and CRRT
at 60 mL/kg/hr, ammonia rose to 906 umol/L with pro-
gressive obtundation, indicating ammoniagenesis ex-
ceeded single-circuit clearance. Given extreme cere-
bral edema risk, neuroprotective RRT was escalated.
Custom 7.5% saline raised serum sodium to 145-150
mEqg/L before 2 hours of iHD for rapid ammonia de-
bulking (Qb 300/Qd 600 mL/min, chilled dialysate with
sodium 150 mEg/L, MAP >80 mmHg), followed by si-
multaneous dual-circuit CRRT at 75 mL/kg/hr per cir-
cuit for sustained clearance. Ammonia fell to 768, 459,
then 300 umol/L without disequilibrium or ICH. He un-
derwent liver transplantation on hospital day three and
recovered neurologically intact with excellent graft
function at five months. Discussion: Conventional
CRRT delivers 20-25 mL/kg/hr; at 60 mL/kg/hr, ammo-
nia continued to rise, indicating ammoniagenesis ex-
ceeded single-circuit clearance. At ultra-high doses,
clearance may be limited by dialysate-to-blood flow re-
lationships, membrane capacity, and machine flow lim-
its; a second circuit adds membrane area with addi-
tional blood- and effluent-processing capacity, increas-
ing achievable clearance. Induced hypernatremia, se-
quential iHD, and dual-circuit CRRT have been de-
scribed for hyperammonemia management; however,
to our knowledge, deliberate induction of hypernatrem-
ia followed by neuroprotective iHD for ammonia de-
bulking and immediate simultaneous dual-circuit CRRT
for sustained clearance has not been reported in adult
ALF. Conclusion: When ammoniagenesis exceeds
single-circuit CRRT capacity, this integrated neuropro-
tective RRT strategy-controlled hypernatremia, iHD for
rapid ammonia debulking, and dual-circuit CRRT for
sustained clearance-may provide an effective bridge to
transplantation and warrants further study.

Integrated Neuroprotective RRT Strategy for Severe Hyperammonemia in ALF

Climical Trigger: severs / rising smmania (NH,) with coma or high risk of cersbral edema
despite optimal medical therapy.

Goak:  rapid ammoria dobulbing + sustained clearance (while mantsining consteal osmobi protection)
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3645 | WHEN THERAPEUTIC
BECOMES TOXIC: ACUTE LIVER
FAILURE FOLLOWING
ACETAMINOPHEN USE AFTER
ALCOHOL BINGE

Bereket Molla® Nishita Sunkara® Hayalneh
Gessessew

1Emory university school of medicine

Introduction: Acetaminophen is the leading cause of
acute liver failure (ALF) in the United States and is
classically associated with overdose. However, severe
hepatotoxicity may occur at therapeutic doses in pa-
tients with specific risk factors, including chronic or re-
cent excessive alcohol use. Recognition of ac-
etaminophen-associated ALF may be challenging
when serum drug levels are low. We present a case of
fulminant ALF following therapeutic acetaminophen
use in the setting of recent alcohol binge. Case Pre-
sentation: A 23-year-old woman with no known chron-
ic liver disease presented with one day of nausea,
vomiting, and right upper quadrant abdominal pain.
She reported intermittent acetaminophen use for two
to three weeks, typically 600 mg per dose, with in-
creased intake to approximately 3-3.6 g daily following
a weekend binge of approximately 30 beers. Initial lab-
oratory testing revealed AST 766 U/L, ALT 481 UIL,
INR 1.9, total bilirubin 2.4 mg/dL, thrombocytopenia,
and ammonia 156 pmol/L. Serum acetaminophen level
obtained approximately 24 hours after last ingestion
was 16 pg/mL. Imaging demonstrated hepatic steato-
sis without cirrhosis or biliary obstruction. Despite sup-
portive care, she rapidly progressed to ALF with peak
AST 6,976 U/L, ALT 6,036 U/L, INR 16.1, ammonia
248 umol/L, acute kidney injury, shock, and hepatic
encephalopathy. An extensive evaluation excluded vi-
ral, autoimmune, metabolic, and vascular etiologies.
She was treated with intravenous N-acetylcysteine,
continuous renal replacement therapy, and therapeutic
plasma exchange. Liver transplantation was not pur-
sued. Discussion: This case highlights fulminant ALF
resulting from therapeutic acetaminophen use in the
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setting of recent alcohol binge and prior alcohol expo-
sure. Alcohol induces cytochrome P450 2E1, increas-
ing production of toxic acetaminophen metabolites
while depleting hepatic glutathione, rendering hepato-
cytes vulnerable even at recommended doses. Impor-
tantly, low or therapeutic serum acetaminophen levels
do not exclude toxicity, particularly in delayed or re-
peated supratherapeutic ingestion. Early initiation of
N-acetylcysteine and aggressive supportive manage-
ment, including extracorporeal therapies, may facilitate
recovery without liver transplantation. Clinicians should
maintain high suspicion for acetaminophen-associated
ALF in patients with recent alcohol use, regardless of
reported dosing or serum drug levels. Conclusion: Al-
cohol-related susceptibility can amplify acetaminophen
hepatotoxicity despite reported therapeutic dosing.
Recognition of this high-risk phenotype and timely im-
plementation of liver failure-directed therapies may im-
prove transplant-free survival.

3646 | JAUNDICE AND ACUTE
KIDNEY INJURY IN
RECOMPENSATED
ALCOHOL-RELATED LIVER
DISEASE

Melanie Zheng1 Kathryn Lee-Young1 Mian Bilal
Khalid® Po-Hung (Victor) Chen?

130hns Hopkins Hospital, 230hns Hopkins University

Introduction: Alcohol abstinence has been shown to
prevent alcohol-related liver disease (ALD) progres-
sion and, in some cases, resolve clinical manifesta-
tions of hepatic fibrosis and portal hypertension. A his-
tory of ALD can bias clinicians toward recurrent alco-
hol-related hepatitis, but infectious mimics should re-
main on the differential. Case Presentation: A
36-year-old man (NB) with a history of decompensated
ALD presented with fever, abdominal pain, nausea,
and vomiting. He was previously listed for liver trans-
plant in 2022 with a MELD of 29, delisted in 2024 due
to clinical improvement after alcohol cessation. He re-
ported last drinking alcohol in 2022 and denied any ac-
etaminophen use, new medications, herbal supple-
ments, vitamins, or unprescribed substances.Physical
exam was notable for scleral icterus, a soft and non-
tender abdomen without bulging flanks, localized pe-
techial rash, and no asterixis. Labs showed mixed liver
injury, conjugated hyperbilirubinemia, and thrombocy-
topenia (Fig 1), INR 1.2, WBC 12.6, Cr 3.4, Na 130, K
3.2, CK 519. MELD on admission of 30.Hepatology
was consulted on admission given suspected acute on
chronic liver disease (ACLD ) and recurrent alcohol-re-
lated hepatitis. Our initial differential included lep-
tospirosis given concomitant thrombocytopenia, myal-

gias, and acute kidney injury (AKI); leptospira serolo-
gies and Infectious Disease (ID) consultation were rec-
ommended. ID agreed with empiric treatment while
awaiting  serologic  confirmation for  severe
leptospirosis/Weil Disease.On HOD 4, qualitative PCR
of blood and urine detected leptospira. On further inter-
view, NB reported removing rodent droppings from his
dog's mouth. PEth <20ng/mL. NB completed a 7-day
course of ceftriaxone with symptomatic improvement
during his hospitalization. He was seen in Hepatology
clinic post-hospitalization, with complete normalization
of his liver enzymes, platelet count, and creatinine.
Discussion: Leptospirosis is a zoonotic disease
spread through urine of infected animals. While typical-
ly infection is self-limited, 10% of cases can present
with Weil disease, characterized by fever, renal failure,
and jaundice. Weil Disease may also affect the respira-
tory, cardiac, and musculoskeletal systems.In this
case, an initial concern for recurrent ALD risked diag-
nostic anchoring, but the combination of fever, AKI,
thrombocytopenia, and jaundice prompted evaluation
for leptospirosis, confirmed by PCR. While alcohol re-
lapse can be common in ALD, this patient reported ab-
stinence since 2022 and had PEth <20ng/mLduring the
hospitalization, making ACLD secondary to ALD un-
likely. Conclusion: Maintaining a broad differential for
fever and jaundice is crucial, even in patients with a
history of ALD. Leptospirosis and other zoonotic dis-
eases may also present with thrombocytopenia, ele-
vated liver enzymes, and AKl-and may be overlooked
when alcohol-related organ injury is presumed.
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OFF-SCRIPT: AN EXTRAINTESTINAL
HEPATIC ABSCESS AFTER
APPENDECTOMY, COLON
PERFORATION AND PERITONITIS
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Introduction: Clostridioides difficile is a leading cause
of healthcare-associated colitis but is only rarely identi-
fied as a cause of extraintestinal infection. Hepatic ab-
scess is among its rarest manifestations, with only a
handful of cases reported in the literature. We describe
a case of C. difficile hepatic abscess following laparo-
scopic appendectomy complicated by colonic perfora-
tion and polymicrobial peritonitis. Case Presentation:
A 55-year-old woman with no significant medical histo-
ry presented with periumbilical pain migrating to the
right lower quadrant, leukocytosis and CT abdomen
showing appendicitis. Given a reported penicillin aller-
gy, she received levofloxacin/metronidazole and un-
derwent laparoscopic appendectomy.On postoperative
day one, she developed persistent pain, fever, tachy-
cardia, and dyspnea; CT abdomen showed a loculated
peri-resection collection. CTA chest (negative for PE)
on day two incidentally revealed large-volume pneu-
moperitoneum. Laparoscopy showed diffuse purulent
peritonitis with an intact appendiceal staple line,
prompting laparotomy, which revealed a 2 cm hepatic
flexure perforation, peritoneal fluid sample were col-
lected and right hemicolectomy was
performed.Peritoneal fluid grew Candida albicans,
non-albicans yeast, E. coli, and Streptococcus viri-
dans; blood cultures were negative. She received IV
micafungin, vancomycin, aztreonam, and metronida-
zole, yet leukocytosis and thrombocytosis kept wors-
ening and later developed sinus tachycardia and fever.
Repeat CT abdomen showed a new subcapsular he-
patic collection, IR drainage yielded 80 mL of fluid,
which grew C. difficile and Candida Albicans. Oral van-
comycin was started for decolonization, and Anti-fun-
gal agent was continued for concurrent Candida
growth. Imaging showed abscess improvement with
normalizing labs; she was discharged on oral metron-
idazole, ceftriaxone, and fluconazole. Discussion: Ex-
traintestinal CDI is uncommon, and hepatic abscess is
exceptional, with prior reviews identifying only a few
number of such cases.Proposed mechanisms include
translocation of C. difficile across a disrupted bowel
wall into the peritoneal cavity. Our patient's presenta-
tion is notable because hepatic seeding followed a
colonic perforation discovered only on re-exploration,
and occurred alongside concurrent fungal and enteric
bacterial peritonitis. No standardized empiric regimen
exists for C. difficile-related hepatic abscess; manage-
ment in this and prior cases centered on drainage,
anaerobic therapy, and gut decolonization. Conclu-
sion: C. difficile hepatic abscess is rare but should be
considered in atypical hepatic abscesses after enteric
perforation. Absent formal guidelines, management
can be informed by existing case reports and should
include source control drainage, systemic anaerobic
antibiotics, and oral vancomycin for decolonization to
address the likely colonic origin of infection.

3648 |
TRANSFORMATION IN AN
EXCLUDED BILIARY SEGMENT: A
25-YEAR LATENCY FOLLOWING
IATROGENIC BILE DUCT INJURY

MALIGNANT

Sujay Singh1

!Eisenhower Health

Introduction: latrogenic bile duct injury (IBDI) carries
well-documented acute and perioperative risks, but the
ultra-long-term oncogenic potential of chronically ex-
cluded biliary segments remains underrecognized.
Persistent biliary stasis and chronic inflammation in
surgically excluded or oversewn ducts may establish a
pro-carcinogenic microenvironment analogous to pri-
mary sclerosing cholangitis. Case Presentation: A pa-
tient who underwent open cholecystectomy complicat-
ed by intra biliary duct injury in 2001 received a
Roux-en-Y hepaticojejunostomy repair, during which
an accessory right bile duct was surgically oversewn.
The patient remained clinically stable for over two
decades; however, surveillance imaging in 2015 re-
vealed chronic segmental ductal dilatation with local-
ized hepatic atrophy. In 2026-25 years following the in-
dex surgery-the patient presented with right upper
guadrant pain, nausea, and chills. Cross-sectional
imaging demonstrated a 6.3 x 5.4 cm mass originating
precisely within the chronically isolated and dilated bil-
iary segment. Liver biopsy confirmed adenocarcinoma
favoring a biliary primary against a background of
dense fibrous stroma. Biliary instrumentation was
avoided given the anatomical distortion, segmental iso-
lation, and high risk of infectious seeding. Discussion:
The malignant potential of excluded biliary segments
underscores the need for proactive clinical monitoring.
Chronic stasis and subsequent inflammation within iso-
lated ducts act as a potent oncogenic stimulus, neces-
sitating a high index of suspicion when evaluating re-
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mote IBDI cases. Early detection of ductal changes or
localized atrophy may allow for intervention before pro-
gression to advanced malignancy. Conclusion: Life-
long surveillance is essential for patients with previous
IBDI, particularly those with surgically excluded seg-
ments. Consistent radiologic follow-up is vital to identi-
fy early indicators of neoplastic transformation, ulti-
mately improving long-term outcomes in this unique
patient population.

3649 | UNDIFFERENTIATED
EMBRYONAL SARCOMA OF THE
LIVER IN ADULT POST-PARTUM
WOMAN

Otavio Cosendey Martins® Patrick Starlinger1 Tayyab

Diwan® Timucin Taner> Manal Abdelmalek?®

1Mayo Clinic, 2Mayo Clinic Rochester

Introduction: Undifferentiated embryonal sarcoma of
the liver (UESL) is the third most common pediatric he-
patic malignancy but is exceedingly rare in adults. Tu-
mors are typically large (10-30 cm) and present with
non-specific symptoms including fever, anorexia, and
abdominal pain. We present the largest known case of
UESL, developing during pregnancy with continued
growth and resection post-partum. Case Presenta-
tion: A 35-year-old woman presented 6 weeks post-
partum with abdominal pain, early satiety, low-grade
fevers, and a firm right upper quadrant mass, reporting
she felt "still pregnant.” CT showed a hypoattenuating
mass (24.0 x 17.8 x 25.6 cm) with internal septations
centered in segments 5 and 6, initially thought to be a
septated cavernous hemangioma. The tumor grew
rapidly with compression of the right portal vein,
prompting transfer to our institution for worsening pain.
Repeat CT showed a hypodense lobulated mass (34.5
x 26.0 x 32.9 cm) arising from the inferior right lobe,
favoring biliary cystadenoma or cystadenocarcinoma.
Biopsy showed necrotic tissue with scattered atypical
ghost cells concerning for neoplasm; PET/CT showed
metabolically active peripheral tumor despite central
necrosis. Right portal and right hepatic vein emboliza-
tion was performed to promote left lobe hypertrophy.
She then underwent extended right hepatectomy,
cholecystectomy, bile duct resection, and Roux-en-Y
hepaticojejunostomy. Pathology confirmed a 50.4 x
44.6 x 16.3 cm UESL weighing 16,002 g, with negative
margins except focal parenchymal involvement. Im-
munohistochemistry  supported UESL (desmin+,
SMA+, glypican-3+, AE1/AE3+, OSCAR+; SOX10-,
myogenin—, MyoD1-). Post-operative left hepatic vein
stenosis was treated with endovascular stenting. Multi-
disciplinary care addressed ascites, bacterial peritoni-
tis, intra-abdominal abscesses, and pulmonary em-

bolism. At 8 weeks, the hepatic remnant showed mod-
erate regeneration with normalization of aminotrans-
ferases and synthetic function. Discussion: To our
knowledge, this is the largest reported UESL and the
first in a post-partum woman. The tumor mimicked bil-
iary cystadenoma or cystadenocarcinoma, posing di-
agnostic and therapeutic challenges. Rapid growth,
unprecedented size, and ghost cells on histology
raised concern for this rare entity. Conclusion: The
case underscores the need for management at experi-
enced centers, where shared decision-making be-
tween hepatobiliary and transplant teams enabled cu-
rative-intent resection.

3650 | RAPIDLY PROGRESSING
PRIMARY LUSC WITH A MASSIVE
SOLITARY HEPATIC METASTASIS
RESPONDING TO NON-SURGICAL
CHEMOIMMUNOTHERAPY AND
RADIATION: A CASE REPORT

Shreya V. Chavva® Munajj Huq2

1Michigan State University College of Osteopathic
Medicine, 2McLaren Macomb

Introduction: Non-small cell lung cancer (NSCLC),
particularly lung squamous cell carcinoma (LUSC), ac-
counts for ~85% of lung cancer cases, with over
one-third of patients presenting with distant metastasis
at diagnosis. Among metastatic sites, liver involvement
is relatively uncommon yet carries an unfavorable
prognosis with median survival around 4-10 months
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and rapid clinical deterioration. Hepatic metastases
typically present as multiple small lesions; presentation
as a solitary massive necrotic mass is clinically rare.
Here, we report an atypical case of primary LUSC with
a rapidly progressing isolated hepatic mass achieving
near-complete radiologic resolution following non-sur-
gical chemoimmunotherapy and adjunct palliative radi-
ation. Case Presentation: A 71-year-old female with
stage lllb CKD and a 10 pack-year smoking history
presented for follow-up of an incidental 1.3 cm right up-
per lobe (RUL) pulmonary nodule. Four months later,
following new-onset hemoptysis, a repeat CT showed
significant progression: the RUL nodule enlarged to
3.1 cm, alongside a newly developed 6.5 x 10.0 x 9.3
cm centrally necrotic mass in the right hepatic lobe.
Subsequent FDG-PET confirmed a hypermetabolic
RUL mass (3.5 x 3.3 cm), a massive necrotic hepatic
lesion (10.0 x 7.1 cm), and an incidental right adrenal
lesion. Biopsy of the liver mass confirmed metastatic
LUSC. The patient initiated systemic chemoim-
munotherapy (carboplatin, paclitaxel, pembrolizumab)
with adjunct palliative radiation. PET scans at 6
months showed marked tumor regression. Follow-up
at 12 months confirmed sustained, near-complete res-
olution with minimal residual FDG avidity in the lung
and liver. Discussion: The rapid tumor evolution in
this case highlights the high metastatic potential and
aggressive volume expansion characteristic of LUSC.
Standard predictive guidelines rely on Volume Dou-
bling Time (VDT) to predict malignancy, noting a 26%
diameter increase doubles volume; NELSON trial data
shows VDT <400 days carries a 9.9% malignancy risk.
LUSC mean VDT is 126+-58 days. Here, the primary
nodule nearly tripled in diameter in <180 days
(~13-fold volume increase), coinciding with a 10 cm
solitary liver metastasis. While isolated hepatic metas-
tases are typically managed with surgical resection
and chemotherapy, our patient was successfully treat-
ed non-surgically. The hepatic microenvironment ("liver
immune sink") upregulates PD-L1 and recruits Tregs,
secreting IL-10 and TGF-[ to trigger CD8+ T-cell ex-
haustion and resistance to single-agent ICls. However,
combining chemo-radiation induces tumor cell death
and antigen release, overriding local tolerance to syn-
ergize with anti-PD-1 therapy. Conclusion: For pa-
tients with underlying comorbidities, such as Stage lllb
CKD, multimodal chemoimmunotherapy and radiation
provide an effective non-invasive alternative for
durable disease control.

Figure 1. Low dese CT Chest without IV contrast five manths prior to initial disgnasis of SCC of the lung demanstrated stoble RUL lung mass
{13cm | and na significant lver mass (1A}, compared fo repeat CT Chest of time of diegnasis shewing @ significant increase in size of RUL nedule
i3.1em) and newly visualized mais in the right hepatic labe (18],

Figure 2. Evolution of tumar burden at initial time of diagnosis (Panel A} compared to six months (Panel B) and one year (Panel
€) of treatment o5 demonsirated on routine positron emission tomography (PET) scans, Areas with high intake of F-18
fluorodeoxyglucose (FOG) oppear as bright pellow {10 standardired uptake value (SUV)) compared to areas of low FOG uptake
oppearing as subdued red (0-5 SV,

Panel 4 demonstrates large mosses with high FOG uptake on the axiol view of the right upper fobe of the fung (A2}, right hepatic
fobe (awial vicw (AZ), coronal view (A3]), and right odrenal gland (A4). Pancl B demonstrates these some regions affer six months

of treatment with corbaplatin, pachitaxe], and pembrolizumab immunotherapy with edjunct pailiative rodiation therapy. Panel C
demonstrates decreased size and low FDG uptake in the RUL of the fung (C1), liver (C2), and right adrenal glond (C3).
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Introduction: Amyloidosis is the deposition of misfold-
ed protein in various organs, leading to organ dysfunc-
tion. *Hepatic involvement is common on biopsy but is
usually clinically silent. 2 AL amyloidosis is the most
prevalent form, accounting for about 75% of systemic
cases.3 We present a case of systemic AL amyloidosis
presenting with cholestatic liver injury and progression
to organ failure. Case Presentation: A 65-year-old fe-
male who presented to an outside hospital with two
months of weakness and jaundice. She had recently
taken nitrofurantoin for a UTI. Initial laboratory studies
showed cholestatic liver injury (Table 1). MRCP noted
hepatomegaly, gallbladder sludge, and no biliary ob-
struction. ERCP with biliary stent failed to improve the
jaundice. Doppler ultrasound ruled out vascular throm-
bosis. Further chronic liver disease workup was unre-
vealing (Table 1). A working diagnosis of DILI was
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made based on chronic lobular cholestasis with ad-
vanced fibrosis that was noted on the initial liver biopsy
read from the outside hospital. However, she was
readmitted for persistent jaundice and worsening liver
tests (Table 1). Repeat pathological review at our ter-
tiary liver transplant center identified extensive hepatic
amyloid deposition. Serum studies revealed elevated
IgA, two monoclonal IgA-kappa bands on serum pro-
tein electrophoresis, and elevated kappa free light
chains.Cardiac MRI showed infiltrative cardiomyopa-
thy, and bone marrow biopsy confirmed a plasma cell
neoplasm with Congo red-positive amyloid, confirming
multiorgan AL amyloidosis. Despite treatment with
daratumumab and dexamethasone, she developed
shock, coagulopathy, and multiorgan failure and ulti-
mately died. Discussion: Hepatic amyloidosis is often
difficult to diagnose due to its subtle presentation,
sometimes necessitating liver biopsy. 2 In this case,
DILI from nitrofurantoin was initially suspected, while
the original biopsy misinterpreted amyloid deposition
for fibrosis. However, pathological reevaluation con-
firmed hepatic amyloidosis. An abnormal plasma cell
clone produces the misfolded protein that deposits in
the organs, making liver transplantation ineffective, as
the underlying clones are located in the bone marrow.
4 In contrast, liver transplantation can be effective in
hATTR because the liver is the main source of the
transthyretin, and replacing it markedly reduces pro-
duction of the mutant protein. 5 AA amyloidosis, how-
ever, is primarily managed by controlling the underly-
ing inflammatory process to reduce hepatic serum
amyloid A production, and liver transplantation may be
beneficial only in selected cases where the liver is cen-
tral to the underlying inflammatory process. ¢ Conclu-
sion: Consider hepatic amyloidosis in unexplained
cholestatic liver injury when routine workup is unre-
vealing. Biopsy and amyloid typing are key to diagno-
sis, treatment, and transplant decisions.

06/07/2026(First | 06/18/2026(Rea | 07/07/2026{Befo

admission) dmission) re passing)
Aspartate 145 200 422
Aminotransferase (AST)
Alanine 48 75 101
Aminotransferase (ALT)
Alkaline Phosphatase 397 560 578
(ALP)
Total Bilirubin | 83 12.1 169
Direct Bilirubin | 44 7.2 9.7
INR 21 1.3 4.1
Antinuclear Antibody Negative
Anti-Smooth Muscle Negative

Antibody

liver-kidney microsomal | Negative

Antibody
Anti-Mitochondrial .! Negative
Antibody
Hepatitis A/B/C Negative
HIV Negative

Hemochromatosis DNA. | Negative

PEth | Negative

Table 1: Laboratory results

Abbreviations:
OSA: Obstructive sleep apnea

MRCP: M e cholangiopanc

BLOf graphy

ERCP: endoscopic retrograde cholangiopancreatography
DILI: drug-induced liver injury
UTI: urinary tract infection

hATTR: hereditary transthyretin amyloidosi

3652 | SUCCESSFUL LIVER
TRANSPLANTATION FOR IMMUNE
CHECKPOINT INHIBITOR-INDUCED
ACUTE LIVER FAILURE: A
FIRST-IN-LITERATURE CASE
REPORT
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Introduction: Immune checkpoint inhibitor (ICI) hep-
atitis is usually responsive to medical therapy and pro-
gresses to acute liver failure (ALF) in <1% of patients.
Liver transplantation (LT) has not been previously con-
sidered because of underlying malignancy and acute
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rejection risk. Emerging data in advanced hepatocellu-
lar carcinoma (HCC) suggest LT can be performed
safely after ICI downstaging when washout exceeds 3
months. Here, we report the first successful LT for
ICl-induced ALF. Case Presentation: A 58-year-old
man with metastatic melanoma of unknown primary
presented with jaundice and acute liver injury. He had
undergone radical neck dissection for cervical nodal
disease and remained on nivolumab for 9 years with-
out toxicity or recurrent disease. His last dose was 6
weeks before presentation. Initial labs showed total
bilirubin 15.8 mg/dL, AST 1,299 U/L, ALT 656 UIL,
ALP 236 U/L, and INR 1.62. Serologic evaluation was
unrevealing; liver biopsy showed moderate-to-severe
immune-mediated hepatitis with foci of bridging necro-
sis. Staging imaging showed no recurrent melanoma.
Methylprednisolone 125 mg daily was started, followed
by mycophenolate mofetil (MMF) 1,000 mg twice daily.
After transient improvement, he deteriorated with ob-
tundation, worsening coagulopathy, and rising lactate
and was listed Status 1A. Peak total bilirubin was 43.8
mg/dL, INR 4.40, lactate 9.4 mmol/L, and MELD 45.
He underwent deceased-donor LT 8 weeks after
nivolumab. To mitigate rejection risk, he received basil-
iximab induction, high-dose MMF (1500mg BID),
tacrolimus (trough 8-12 ng/mL), and corticosteroids.
Explant pathology confirmed severe immune-mediated
hepatitis with bridging necrosis. At 12 weeks, he has
normal transaminases and no rejection. Discussion:
LT after ICI therapy has been studied mainly in ad-
vanced HCC after downstaging. Acute rejection and
graft loss occur in approximately 20% and 4% of pa-
tients, respectively. Longer ICl washout is associated
with lower rejection risk, with approximately 3 months
generally recommended before LT. Our patient was
unique because LT was required for ICI-induced ALF
itself rather than malignancy, after failure of medical
therapy and despite recent nivolumab exposure (8
weeks). His prolonged melanoma remission and ab-
sence of active disease favored LT despite substantial
oncologic and acute rejection risks. Conclusion: Re-
cent ICI exposure should not be considered an abso-
lute contraindication to LT in otherwise appropriate pa-
tients with irreversible ICI-induced ALF. As ICI use ex-
pands across malignancies, transplant teams may in-
creasingly encounter similar patients in whom recent
exposure complicates candidacy and post-transplant
management. Thorough oncologic assessment, indi-
vidualized risk-benefit evaluation, augmented immuno-
suppression, and close rejection surveillance may per-
mit successful salvage transplantation in carefully se-
lected patients.

3653 | LIVER TRANSPLANTATION
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Introduction: Acute intermittent porphyria (AIP) is a
rare hepatic porphyria with a prevalence of 5-10 cases
per 100,000 and <1% clinical penetrance among het-
erozygotes. 1 Treatment options include glucose,
hemin, and givosiran, with additional therapies target-
ing triggers and symptoms. 2 Liver transplantation is
curative for refractory AIP but is rarely performed, with
38 cases reported to the European Liver Transplant
Registry between 2002 and 2019.3 Case Presenta-
tion: A 42-year-old woman received liver transplanta-
tion for refractory AIP, diagnosed at age 33 after pre-
senting with abdominal pain, hypertension, hypona-
tremia, and dark urine. Urine PBG was 991.8 and ALA
318, with elevated stool porphyrins and a heterozy-
gous HMBS mutation. Flares progressed despite trig-
ger avoidance, carbohydrate supplementation, and
weekly prophylactic hemin. Chronic hemin therapy re-
sulted in secondary hemochromatosis requiring phle-
botomy. Hormonal therapy was limited by intolerance
or flare recurrence, and givosiran was stopped due to
minimal clinical benefit. She developed worsening
chronic migraines, peripheral sensory neuropathy, and
opioid-dependent abdominal pain. Eight years after di-
agnosis, monthly hospitalizations and severe decondi-
tioning prompted referral for liver transplantation. He-
patic function remained preserved with no evidence of
cirrhosis. Given medically refractory AIP with recurrent
debilitating attacks despite optimized therapy, an ex-
ception request was submitted to the National Liver
Review Board, which approved a MELD exception
score equivalent to the median MELD at transplant
(MMaT). At 3 months post-transplant, she continues to
require analgesia for abdominal and neuropathic pain
but has not needed readmission for porphyria-related
disease. Discussion: AIP remains a rare indication for
liver transplantation. It has a mean diagnostic delay of
15 vyears, reflecting its nonspecific presentation.2
Givosiran, approved in 2019, reduces attack frequen-
cy, hemin requirement, and chronic pain, potentially
further decreasing the need for transplant.4 Delayed
transplant referral in severe disease may reflect AlIP's
rarity and the initial focus on trigger avoidance and
medical therapy. Although transplantation prevents fur-
ther acute attacks, data regarding recovery from estab-
lished disease-related morbidity is limited. In a post-
transplant cohort of 24 patients, neuropathic pain im-
proved, although the timing of assessment was not
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reported.3 In this patient with recent transplantation,
porphyria-related hospitalizations have ceased, and
quality of life is gradually improving. Conclusion: Al-
though timely transplantation may limit progression of
irreversible disease-related morbidity, early diagnosis
and transplant referral remain challenging in AlIP.
Recognition of refractory disease despite maximal
medical therapy is critical to facilitate timely transplan-
tation and improve long-term outcomes.
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Introduction: Endoscopic variceal ligation (EVL) is
widely used to prevent and treat esophageal variceal
bleeding. Bacteremia after elective EVL is uncommon
and usually transient. We report a rare case of Granuli-
catella adiacens bacteremia complicated by lumbar
spondylodiscitis shortly after EVL in a patient with de-
compensated cirrhosis. Case Presentation: A
60-year-old man with decompensated alcohol-related
cirrhosis (Child-Pugh C10), morbid obesity and type 2
diabetes underwent elective EVL after surveillance en-
doscopy showed interval progression to large grade
II-11l (F2-F3) esophageal varices without active bleed-
ing. Seven days later, he was admitted with severe
lumbar pain and acute gait impairment, without fever or
focal neurologic deficit. C-reactive protein was 158
mg/L, leukocyte count 13 x 109/L, creatinine 2.20
mg/dL and sodium 126 mmol/L. Granulicatella adia-
cens was recovered from 3 of 4 blood-culture bottles
from 2 peripheral sets and was susceptible to ceftriax-
one. Lumbar MRI demonstrated L2-L.3 spondylodiscitis
with extensive circumferential epidural inflammatory in-
volvement and severe canal stenosis. Two transtho-

racic echocardiograms showed no vegetations. Fol-
low-up blood cultures cleared within 48 hours. Intra-
venous ceftriaxone was administered for 6.5 weeks,
with resolution of pain and inflammation and no neuro-
logic sequelae Discussion: G. adiacens is a fastidious
Gram-positive coccus historically classified among nu-
tritionally variant streptococci and is part of the oral
and gastrointestinal microbiota. It is a recognized
cause of bacteremia, infective endocarditis and, rarely,
vertebral infection. Clinically significant infection after
elective EVL is uncommon, and routine antibiotic pro-
phylaxis is not generally recommended. In this case,
the close temporal relationship between EVL and sub-
sequent G. adiacens bacteremia with spondylodiscitis
strongly suggests a procedure-related bacteremic
event. Conclusion: Severe back pain with systemic in-
flammation after EVL should prompt blood cultures
and spinal imaging. Although rare, clinically significant
bacteremia after elective EVL may lead to metastatic
infection in vulnerable patients with advanced cirrho-
sis.

3655 | PERSISTENT COMA AFTER
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CHALLENGE

Assem Al Refaei' David C. Wolf*
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Introduction: Persistent coma in patients with ad-
vanced liver disease is often attributed to hepatic en-
cephalopathy (HE), but sedative accumulation may be
overlooked when hepatic and renal clearance are im-
paired. We report prolonged coma after massive gas-
tric variceal hemorrhage with a clinically meaningful re-
sponse to flumazenil. Case Presentation: A
43-year-old woman with alcohol use disorder and por-
tal hypertension presented with >1.5 L hematemesis
and hemorrhagic shock. Imaging showed large gastric
varices and a splenorenal shunt. Initial endoscopy was
limited by clot burden; recurrent bleeding required
massive transfusion, vasopressors, and outside-hospi-
tal venous coil embolization. After transfer, EUS identi-
fied two cardiofundal varices arising from separate
feeding  vessels. Five  coils plus  n-butyl
cyanoacrylate/lipiodol achieved complete Doppler-flow
obliteration without recurrent major bleeding. Her
course was complicated by pneumonia, hypoxemic
respiratory failure, AKI, hyperammonemia, and bilater-
al pulmonary cyanoacrylate emboli.Referring-hospital
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records documented continuous midazolam over 2
days, reportedly reaching 15 mg/hour for at least 6
hours. Despite sedative discontinuation, she remained
comatose with reactive pupils and corneal reflexes but
no eye opening or motor response. CT/CTA brain
showed no acute lesion. Forty-six hours of continuous
EEG showed reactive generalized slowing with tripha-
sic waves that resolved; no seizures occurred. Ammo-
nia peaked at 88 umol/L and creatinine at ~2.6 mg/dL.
An initial 0.2-mg flumazenil dose produced no clear re-
sponse. The next day, 0.2-mg doses every 5 minutes
to a cumulative 1-mg challenge produced transient
awakening and improved coughing followed by recur-
rent unresponsiveness. A flumazenil infusion was
started at 0.1 mg/hour, increased to 0.3 mg/hour, then
tapered. Over 48 hours she developed spontaneous
movement, followed commands, and was extubated
without clinical or electrographic seizures. She was
subsequently transferred to the medical floor and dis-
charged with mentation back to baseline, expressing
excitement about returning to teaching. Discussion:
The coma was multifactorial, including HE, infection,
shock, AKI, and sedative exposure. However, pro-
longed midazolam exposure, impaired hepatic/renal
clearance, and transient improvement after titrated
flumazenil supported a clinically important benzodi-
azepine component. Sustained recovery coincided
with renal recovery, infection treatment, and ammonia
improvement; flumazenil alone cannot explain recov-
ery. Conclusion: In patients with liver disease and
persistent coma, medication accumulation should be
considered before attributing neurologic failure solely
to HE. A carefully selected, monitored flumazenil chal-
lenge may identify a reversible benzodiazepine contri-
bution when prolonged exposure and impaired clear-
ance are present.

A 7718 7719 7720 7 7722 7 7724 72 726 2727 728
OUTSIDE HOSPIT | TERTIARY CENTER

NEUROLOGIC
COURSE

CONTINUOUS
EEG

.. | 124 120 121
Total bilirubin 1, 93 1wy [ . —
(mg/dL 1 85 St - e

U, ardsarooi shrasomraphe; G0, ssvshapagaliodmdermasoyrs CTA, cwrgnbed lossogropic arghiprphy; LI, confneees shctrsuncaphabogric
ah ; eahors

3656 | RE-DO LIVER
TRANSPLANTATION FOR
RECURRENT FACTOR VIl
DEFICIENCY, 19 YEARS AFTER
INITIAL TRANSPLANT

Elina Stoffel* Jiyoon Park! Rebecca Roediger2
Benjamin Samstein® Anish Sharda® Robert S. Brown?
Cary Caldwell*

Lcolumbia and Weill Cornell Medical Centers, 2Weill
Cornell Medicine, 3Yale New Haven Hospital, “Yale
New-Haven Hospital

Introduction: Patients with Hemophilia A (HemA) who
develop cirrhosis from HCV-contaminated transfusions
have undergone liver transplantation (LT) with im-
proved Factor VIII (FVIII) production by sinusoidal en-
dothelial cells (SEC) in the donor liver. However, most
succumb to recurrent HCV cirrhosis with poor survival.
We report the first case of a re-do LT in a HemA pa-
tient with successful restoration of FVIII levels, 19
years after initial LT. Case Presentation: In 2006, a
23-year-old male underwent LT for HCV cirrhosis and
HCC, resulting in improved FVIII levels (75%, from a
pre-op 20%). Fibrosis progressed before HCV eradica-
tion with direct-acting antivirals, and recurrent FVIII de-
ficiency developed (<20%). By 2023 he developed clin-
ically significant portal hypertension with esophageal
varices, massive splenomegaly, and profound throm-
bocytopenia, and he was listed for re-do LT at a low
MELD. He required repeated endoscopic band ligation
and TIPS in 2024, reducing HVPG from 22 to 11
mmHg. Post TIPS, the FVIII paradoxically dropped to
<10%. On efanesoctocof alfa, standardized trough
FVIII was monitored, with no inhibitor detected. Weekly
FVIIl replacement became necessary. A median
MELD at transplant (MMaT) exception was granted for
FVIII deficiency conferring mortality not captured by
physiologic MELD. In July 2026 he underwent re-do LT
(intra-operative blood loss 20L) with perioperative oc-
tocog alpha replacement, discontinued on POD4 given
stable endogenous FVIIl. Mean post-op FVIII was
99.7% (71-112) versus a pre-op mean of 16% (11-23,
2024-26). Discussion: Our patient underwent a suc-
cessful re-do LT for cirrhosis and recurrent FVIII defi-
ciency of the initial allograft, accomplished by appropri-
ate MMaT. The FVIII did not improve after TIPS to our
surprise, suggesting SEC dysfunction independent of
portal hypertension. Endogenous FVIII normalized af-
ter each LT (2006 and 2026), confirming donor SEC as
the source of restored production. Without durable al-
ternative to costly weekly replacement therapy
(>$20,000 per week), restoration of endogenous FVIII
via re-transplant under MMaT exception was the only
viable option. Conclusion: This is the first reported
case of re-do LT for recurrent FVIII deficiency in
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HemA. Improved understanding of SEC-derived FVIII
enhances recognition and management of hepatic se-
qualae in surviving HemA patients.

Factor VI Activity Across Liver Transplant Course

3657 | DELAYED DIAGNOSIS OF
CHRONIC BUDD-CHIARI SYNDROME
MASQUERADING AS CIRRHOSIS: A
CASE REPORT

Taylor Winstead® Joydeep Chakraborty1 Garth
Campbell

Mhe University of Mississippi Medical Center

Introduction: Diagnostic delay in chronic Budd-Chiari
syndrome (BCS) can span decades, with multiple case
series reporting intervals up to 24 years from symptom
onset to diagnosis. We report the case of a young
male with over 15 years of unexplained hep-
atosplenomegaly and liver nodularity who was ulti-
mately diagnosed with chronic BCS from intrahepatic
inferior vena cava (IVC) and hepatic vein stenosis.
Case Presentation: A 24-year-old male with
Hirschsprung's disease had multiple abdominal surg-
eries in the first five years of his life. He was evaluated
around the age of 8 years for hepatosplenomegaly and
nodular liver. Evaluation demonstrated normal hepatic
synthetic function and a liver biopsy which was remark-
able only for portal fibrosis. At the age of 11 years, he
had grade 1 esophageal varices on upper endoscopy
but was subsequently lost to follow-up. He was re-
ferred to our clinic at the age of 24 years following a
motor vehicle collision when computed tomography
(CT) reported nodular liver, caudate hypertrophy, a
small-caliber IVC, enlarged azygos/hemiazygos veins,
and abdominal wall varices. Clinical exam showed en-
gorged bilateral lateral abdominal wall serpiginous
veins suspicious for IVC stenosis and right thigh vari-
cose veins. Based on preserved hepatic synthetic
function, significant abdominal venous collaterals, cau-
date lobe hypertrophy, and clinical exam findings, we
were highly suspicious for chronic BCS. Venogram
showed intrahepatic IVC and hepatic vein stenosis
confirming the diagnosis of BCS. There was evidence

of suprarenal IVC stenosis and bilateral iliac vein
stenosis which explained lower extremity varicose
veins. Percutaneous liver biopsy showed no hepatic fi-
brosis and normal liver parenchyma. Hypercoagulable
work-up was negative. lliac vein and suprarenal IVC
angioplasty was performed, but direct intrahepatic por-
tosystemic shunt could not be performed due to the
proximity of stenosed intrahepatic IVC to the right atri-
um. There were multiple intrahepatic venous collater-
als and enlarged azygos vein which likely helped de-
compress the venous system. Discussion: Bud-
d-Chiari syndrome (BCS) results from hepatic venous
outflow obstruction anywhere from small hepatic veins
to the cavoatrial junction. Chronic BCS develops insidi-
ously, causing hepatosplenomegaly, thrombocytope-
nia, and portal hypertension leading to collateral for-
mation, caudate lobe hypertrophy, and nodular regen-
erative hyperplasia. Since imaging may show nodular
liver, chronic BCS is often initially misdiagnosed as cir-
rhosis. Conclusion: The teaching point in this case is
that chronic BCS should be considered when portal hy-
pertension coexists with preserved hepatic synthetic in
the setting of caudate lobe hypertrophy and abdominal
venous collaterals. Dilated lateral abdominal veins
should raise suspicion for IVC stenosis. Prompt recog-
nition will prevent misdiagnosis of cirrhosis.
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3658 | WHEN THE HEART
SILENCES THE LIVER: SEVERE
ISCHEMIC HEPATOPATHY
REVEALING LEFT VENTRICULAR
NONCOMPACTION
CARDIOMYOPATHY

lhunanya Kanu® Vanessa M. Marshall> Mohamed A.
Latif® Yousef Ebrahim Ibrahim? Alexandre
Papadopoulos3 Dantwan Smith*

1Baptist Memorial Hospital- Golden Triangle, 2Baptist
Memorial Hospital - Golden Triangle, 3Baptist medical
group, *Interventional & Structural Cardiology, BMH-
Golden Triangle

Introduction: Ischemic hepatopathy (IH) results from
a critical mismatch between hepatic oxygen delivery
and demand. In a systematic review, cardiac events
preceded 78.2% of cases, while hypotension occurred
in only 52.9%, demonstrating that overt shock is not re-
quired. Left ventricular noncompaction (LVNC), char-
acterized by excessive trabeculation, can cause HF
and arrhythmias. Case Presentation: A 73-year-old
man with HF, DM, HTN, and CKD3 presented with
dyspnea, hypoxemic respiratory failure, and tachycar-
dia. He remained normotensive (SBP 105-131 mmHg).
His rhythm was initially interpreted as AF with RVR,
prompting amiodarone and beta-blockade; subsequent
review favored sinus tachycardia. Initial AST/ALT were
158/211 U/L, creatinine 1.58 mg/dL, and lactate 4.1
mmol/L. Within 24 hours, AST/ALT rose to 2,909/2,714
U/L and later peaked at 4,434/3,954 U/L, with LDH
2,336 U/L, INR 7.87, lactate 5.9 mmol/L, and creatinine
2.22 mg/dL. Newly initiated apixaban was held; he had
no encephalopathy or bleeding. Acetaminophen level
and viral hepatitis serologies were negative; hepatic
Doppler showed no vascular obstruction. TTE demon-
strated a moderately dilated LV with apical hypertra-
beculation and deep recesses consistent with LVNC,
global hypokinesis, LVEF 30%, grade Il diastolic dys-
function, elevated filling pressures, and moderate
MR/TR. Chest CT showed concordant LV morphology.
Normotensive low-output cardiogenic shock complicat-
ed by IH and AKI was diagnosed. Dobutamine, IV di-
uresis, and vasodilators were initiated; NAC and vita-
min K were administered. Inotropes were stopped after
AF with RVR developed. After hemodynamic optimiza-
tion and restoration of sinus rhythm, lactate fell to 2.0
mmol/L, creatinine to 1.32 mg/dL, INR to 1.88, and
AST/ALT to 206/1,185 U/L. He was discharged stable.
Discussion: Reduced cardiac output, compounded by
elevated filling pressures and hepatic venous conges-
tion, can produce centrilobular hypoxic injury despite
preserved systemic BP. In LVNC, impaired systolic
function reduces forward flow, while venous conges-
tion limits hepatic oxygen diffusion, creating a "two-hit"
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insult to zone 3 hepatocytes. The abrupt aminotrans-
ferase and LDH elevations, lactic acidosis, AKI, severe
reversible coagulopathy, negative evaluation for com-
peting hepatic etiologies, and parallel biochemical re-
covery after restoration of perfusion supported IH. IV
amiodarone hepatotoxicity was considered; however,
the concurrent multiorgan hypoperfusion and coordi-
nated improvement in hepatic, renal, and metabolic in-
dices with cardiac stabilization favored a predominant-
ly hemodynamic mechanism. Conclusion: Normal BP
does not exclude clinically significant hypoperfusion.
Severe unexplained hepatocellular injury should
prompt evaluation for occult low-output cardiac dis-
ease, as early hemodynamic correction may reverse
hepatic injury and prevent multiorgan dysfunction.

3659 | HEPATITIS A-ASSOCIATED
ACUTE LIVER FAILURE REQUIRING
LIVER TRANSPLANTATION

Harpreet Singh1 Martin Moehlen2

IMaineHealth Maine Medical Center, 2Maine Medical
Center

Introduction: Hepatitis A virus (HAV) causes more
than 150 million infections annually, ranging from
asymptomatic disease to acute liver failure (ALF). Most
cases are selflimited. We present a healthy
31-year-old man with HAV-associated ALF requiring
liver transplantation. Case Presentation: A
31-year-old man without prior liver disease or alcohol
use presented with one week of nausea, vomiting, dark
urine, poor oral intake, and chills. He denied ac-
etaminophen use. Laboratory studies showed AST
4,195 U/L, ALT 6,905 U/L, alkaline phosphatase 121
U/L, total bilirubin 5.6 mg/dL, INR 12.5, and lactate
11.6 mmol/L. Acetaminophen was undetectable and
acute hepatitis B serologies were negative. Additional
testing included HSV, HEV, CMV, and EBV serologies,
ceruloplasmin, and autoimmune serologies, all of
which were negative. Duplex ultrasound showed a
mildly echogenic liver with patent hepatic vasculature,
no ascites, and normal spleen size. He rapidly devel-
oped hypotension and unresponsiveness requiring in-
tubation and ICU care. Arterial pH was 7.39 and am-
monia 306 mmol/L. Hepatitis A IgM subsequently re-
turned positive, establishing HAV as the etiology of his
hyperacute liver failure. He was urgently transferred to
a liver transplant center and underwent successful de-
ceased donor liver transplantation two days later. Dis-
cussion: HAV is usually self-limited, and many infec-
tions are asymptomatic. Although ALF occurs in only
0.015-0.5% of HAV infections, it carries substantial
morbidity and mortality. Among patients who develop
ALF, approximately 55% recover spontaneously, 35%

require transplantation, and 10% die. HAV is primarily
transmitted by the fecal-oral route and is associated
with poor sanitation, although our patient had no identi-
fiable risk factors. This case demonstrates that HAV
can rapidly progress to fulminant hepatic failure in an
otherwise healthy young adult. Conclusion: HAV is a
rare but potentially devastating cause of ALF. Clini-
cians should recognize the potential for rapid deterio-
ration and promptly transfer patients with HAV-associ-
ated ALF to a liver transplant center for evaluation.

3661 | A CURIOUS CASE OF
CHOLESTASIS: WHEN COPPER
OVERLOAD IS NOT WILSON
DISEASE

Beverly K)(alwazi1 Brian Horwich1

1University of California Los Angeles

Introduction: HNF1B variants can cause cholestatic
liver disease resembling progressive familial intrahep-
atic cholestasis (PFIC), including PFIC-8 caused by ki-
nase family member 12 (KIF12) loss-of-function vari-
ants. We describe chronic cholestasis in a patient with
a 17q12 microdeletion involving HNF1B initially diag-
nosed with Wilson disease due to hepatic copper over-
load. Case Presentation: A 32-year-old woman with
diabetes and bilateral renal cysts re-established hepa-
tology care for cholestatic-predominant liver injury. She
had episodic jaundice since age 8 and was hospital-
ized at age 25 for jaundice and sepsis from a skin and
soft tissue infection, with bilirubin peaking at 13 mg/dL.
Evaluation for drug-induced liver injury, viral, autoim-
mune, PBC, and PSC-related disease was unreveal-
ing. Imaging showed splenomegaly and possible bil-
iary irregularities. Liver biopsy demonstrated ductope-
nia without features specific for autoimmune, PBC, or
PSC. Hepatic copper was elevated to 1600 ug/g,
prompting concern for Wilson disease despite elevated
ceruloplasmin, elevated alkaline phosphatase, and
negative ATP7B testing. A 24-hour urine copper was
241 ug, and Trientine was initiated. Genetic testing
identified a 17g12 microdeletion encompassing the en-
tire HNF1B gene. Ursodiol provided incomplete relief
of pruritus, so Maralixibat was initiated, with improve-
ment in pruritus and fatigue at 2 month follow-up. Dis-
cussion: HNF1B variants cause a spectrum of liver
disease, from neonatal jaundice to adult-onset
cholestasis. Reduced intrahepatic bile ducts and cilia
on bile duct epithelial cells may contribute to cholesta-
sis and fibrosis. KIF12, a direct HNF1B target, is impli-
cated in PFIC-8, suggesting a shared pathway for
cholestasis involving impaired ciliary function. Our
patient's 17g12 microdeletion likely explains her milder
phenotype. HNF1B-associated disease is a multisys-
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tem disorder characterized by renal abnormalities, in-
cluding renal cysts, and maturity onset diabetes of the
young (MODY), both of which were present in our
patient.Wilson disease was initially suspected due to
copper overload; however, cholestasis can cause sec-
ondary hepatic copper accumulation and elevated uri-
nary copper. High ALP and ceruloplasmin argued
against Wilson disease, prompting alternative evalua-
tion. Chelation therapy was discontinued, and an ileal
bile acid transporter inhibitor was initiated for pruritus,
with marked symptomatic improvement. Conclusion:
This case illustrates a rare etiology of chronic cholesta-
sis likely attributed to an 17g12 microdeletion. Sec-
ondary copper accumulation may mimic Wilson dis-
ease. PFIC subtypes should be considered in the dif-
ferential diagnosis of unexplained chronic cholestasis,
particularly in patients with persistent cholestatic pruri-
tus despite conventional therapies, and genetic testing
should be considered to facilitate diagnosis and guide
targeted treatment.

Table 1. Laboratory Data
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Figure 1. Extended cholestasis genetic panel
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3662 | WHEN A TICK TARGETS
THE LIVER:
EHRLICHIOSIS-TRIGGERED HLH
PRESENTING WITH
MENINGOENCEPHALITIS AND
ACUTE LIVER INJURY

lhunanya Kanu® Mohamed A. Latif> Ankita Verma®
Ruta Chaudhari® Ashla Moss> Nathan Connor®

1Baptist Memorial Hospital- Golden Triangle, 2Baptist
Memorial Hospital - Golden Triangle, 3BMG Hospitalist
GT

Introduction: Human monocytic ehrlichiosis (HME),
caused by Ehrlichia chaffeensis, commonly produces
cytopenias and liver biochemical abnormalities, report-
ed in 68.1% of cases. Rarely, HME triggers secondary
hemophagocytic lymphohistiocytosis (HLH), a fulmi-
nant hyperinflammatory syndrome associated with
multiorgan failure and 17.6% mortality. When neuro-
logic and hepatic manifestations predominate, HME
may mimic viral meningoencephalitis or primary acute
liver disease, delaying potentially lifesaving doxycy-
cline. Case Presentation: A 63-year-old woman with
HTN, bipolar | disorder, Lewy body dementia, and
MASLD presented in May with fever, agitation, and en-
cephalopathy after gardening. No rash or known tick
bite was documented. Medications included quetiap-
ine, memantine, escitalopram, trazodone, and di-
azepam. Labs showed PIt 50 K/uL, AST 420 U/L, ALT
133 U/L, ALP 327 U/L, Thili 2.4 mg/dL, and INR 2.11.
CSF showed 57 leukocytes/uL (76% lymphocytes) and
protein 97 mg/dL; cultures and a multiplex meningoen-
cephalitis panel were negative. Viral meningoen-
cephalitis was favored. She developed leukopenia,
thrombocytopenia, and liver injury (AST 1,040 U/L,
ALT 234 U/L, ALP 606 U/L, Thili 3.5 mg/dL). Toxic,
acute viral, autoimmune, and obstructive etiologies
were excluded. The syndromic pattern prompted doxy-
cycline and NAC. She then developed hypoglycemia,
shock, and lactic acidosis. Ferritin >100,000 ng/mL,
TG 349 mg/dL, fibrinogen <60 mg/dL, and hep-
atosplenomegaly yielded an HScore indicating 99%
probability of HLH. Dexamethasone and etoposide
were initiated. Despite ventilation, vasopressors, trans-
fusions, and attempted CRRT, she developed DIC,
anuric AKI, and refractory shock. AST exceeded 7,000
U/L, consistent with superimposed ischemic hepatitis,
and she died on day 6. E. chaffeensis IgM was positive
with IgG >1:1024. Discussion: Neurologic ehrlichiosis
may produce inflammatory CSF, obscuring diagnosis.
Experimental models identify the liver as an early tar-
get, with infection of mononuclear phagocytes, en-
dothelial cells, and hepatocytes; HLH then magnifies
immune-mediated injury. Her biphasic course distin-
guished antecedent ehrlichial/HLH injury from terminal
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ischemic hepatitis. In a 46-patient PCR-confirmed
Ehrlichia/Anaplasma cohort, delayed doxycycline was
associated with ICU transfer (39.3% vs 0%) and venti-
lation (28.6% vs 0%). Adult HLH guidance supports
prompt trigger-directed and immunomodulatory treat-
ment during evolving organ dysfunction. Conclusion:
Fever with cytopenias, encephalopathy, and liver injury
in an endemic setting should trigger immediate doxy-
cycline, even without rash or recalled tick exposure.
Extreme ferritin and falling fibrinogen should prompt
urgent HLH evaluation before shock becomes irre-
versible.

3663 | CHRONIC HEPATITIS E
PRESENTING AS PROGRESSIVE
HEPATITIS AND CIRRHOSIS IN A
KIDNEY TRANSPLANT RECIPIENT:
AN OFTEN-OVERLOOKED CAUSE
OF LIVER DISEASE IN THE UNITED
STATES

Maria Hernandez—Teierol Jawaid Shaw* Ho Nam Lee?!

Ibrahim Alomar® Haukur Einarsson® Mobin Ibne
Mokbul? Jody C C. Olson?

1Mayo Clinic Rochester, 2Mayo Clinic

Introduction: Hepatitis E virus (HEV) is an increasing-
ly recognized cause of chronic hepatitis in immunosup-
pressed patients. Traditionally associated with endem-
ic regions, HEV is increasingly recognized in devel-
oped countries. Solid organ transplant recipients are at
risk for chronic infection, fibrosis, and cirrhosis. We re-
port a kidney transplant recipient with five years of un-
explained hepatitis ultimately diagnosed with chronic
HEV infection. Case Presentation: A 49-year-old Viet-
namese woman underwent kidney transplantation in
September 2018 for end-stage renal disease sec-
ondary to lupus nephritis and was maintained on
tacrolimus, mycophenolate mofetil, and prednisone.
Laboratory testing in October 2018 demonstrated ele-
vated aminotransferases with preserved synthetic
function. Evaluation including hepatitis B and C serolo-
gies, iron studies, autoimmune testing, and abdominal
ultrasound was unrevealing, and liver enzymes nor-
malized by year-end.In May 2020, she developed re-
current liver enzyme elevations that persisted despite
discontinuation of supplements and other potential
hepatotoxic agents. FibroScan in 2022 showed no sig-
nificant fibrosis or steatosis. Liver biopsy demonstrated
active hepatitis with portal and lobular inflammation, in-
terpreted as possible drug-induced liver injury.Given
persistent mild aminotransferase elevations (<2x
ULN), FibroScan performed in 2025 revealed liver stiff-
ness of 10 kPa (F3 fibrosis). Repeat liver biopsy
demonstrated active hepatitis with spotty necrosis and

cirrhosis with nodularity. She was referred to Mayo
Clinic, where positive HEV IgG and IgM antibodies and
detectable HEV RNA (140,000 IU/mL) confirmed
chronic hepatitis E. Ribavirin therapy and immunosup-
pression reduction were initiated. HEV RNA became
undetectable after three months and remained so
throughout treatment. Therapy was discontinued after
seven months with sustained virologic response and
preserved hepatic function. Discussion: Chronic HEV
infection is an often-overlooked cause of liver injury in
immunosuppressed patients. Transplant recipients
may fail to clear the virus and rapidly progress to ad-
vanced fibrosis or cirrhosis. Diagnosis is often delayed
because aminotransferase elevations are mild and his-
tologic findings are nonspecific.This case highlights
how chronic HEV can mimic drug-induced liver injury
or autoimmune hepatitis, resulting in years of diagnos-
tic uncertainty and progressive fibrosis. Recognition of
HEV led to antiviral therapy, immunosuppression re-
duction, and viral clearance. Conclusion: Chronic
hepatitis E should be considered in immunosup-
pressed patients with unexplained aminotransferase
elevations. Increased awareness is needed as HEV
emerges as a cause of chronic liver disease in the US,
particularly among transplant recipients and those with
epidemiologic risk factors. Early HEV RNA testing may
prevent progression to irreversible liver disease.

3664 | HERPES SIMPLEX VIRUS
TYPE 2 HEPATITIS IN AN
IMMUNOCOMPETENT WOMAN:
EARLY RECOGNITION BEFORE
ACUTE LIVER FAILURE

Fernanda Martinez-Diaz' Mariana Montoya-Lépezl
Nahum Mendez-Sanchez! Mariana M Ramirez-Mejia

IMedica Sur Clinic & Foundation, Mexico City, Mexico
Introduction: Herpes simplex virus (HSV) hepatitis is
a rare but potentially fatal manifestation of disseminat-
ed HSV infection, primarily described in immunocom-
promised patients and during pregnancy, but occasion-
ally in immunocompetent individuals. Early recognition
is challenging because manifestations are nonspecific
and hepatitis is often anicteric despite marked hepato-
cellular injury. Delayed diagnosis may result in pro-
gressive acute liver failure. We report HSV-2 hepatitis
in an immunocompetent woman diagnosed and treat-
ed before development of hepatic synthetic dysfunc-
tion. Case Presentation: A 30-year-old immunocom-
petent woman presented with fever, progressive ab-
dominal pain, nausea, and abdominal distension. Initial
evaluation demonstrated leukopenia and mild amino-
transferase elevation, followed by progressive hepato-
cellular injury, with AST 642 U/L, ALT 523 U/L, and
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LDH 969 U/L. Despite biochemical progression, total
bilirubin remained 0.20 mg/dL and INR 1.07.Because
of worsening abdominal pain, pelvic inflammatory dis-
ease was initially suspected. Computed tomography
demonstrated free intraperitoneal fluid, prompting diag-
nostic laparoscopy, which unexpectedly revealed mul-
tiple irregular whitish hepatic lesions. Liver biopsy and
peritoneal fluid were obtained. Preliminary histopathol-
ogy demonstrated multifocal hepatic necrosis with viral
inclusions suggestive of HSV, while peritoneal fluid
PCR detected HSV-2. Intravenous acyclovir 600 mg
every 8 hours was initiated. Definitive histopathology
confirmed multifocal necrotizing hepatitis with areas
positive for herpesvirus (Figure 1). Within three days,
AST decreased to 84 U/L and ALT to 208 U/L. The pa-
tient remained without hepatic synthetic dysfunction,
transitioned to oral antiviral therapy, and was dis-
charged in stable condition. Discussion: HSV hepati-
tis is diagnostically challenging because fever, abdomi-
nal symptoms, leukopenia, and aminotransferase ele-
vation are nonspecific, and mucocutaneous herpetic
lesions may be absent. In this case, preserved bilirubin
and INR and an abdominal presentation suggestive of
a gynecologic process obscured the diagnosis. Unex-
pected hepatic lesions at laparoscopy prompted tissue
and molecular testing, enabling rapid HSV-2 identifica-
tion and antiviral treatment. When HSV hepatitis is
suspected, PCR testing and empiric acyclovir should
not be delayed while awaiting histopathologic confir-
mation. Conclusion: HSV hepatitis should be consid-
ered in unexplained progressive anicteric hepatocellu-
lar injury, even in immunocompetent patients without
mucocutaneous lesions. Prompt HSV testing and early
acyclovir before hepatic synthetic dysfunction may pre-
vent progression to acute liver failure and improve out-
come.

hepatitis with multifocal necrosis, with viable tissue located at the base. (B) Hepatocytes
show eosinophilic intranuclear inclusions surrounded by a clear halo, nuclear enlargement,

chromatin  margination, and  occasional  multinucleation  (Cowdry  bodies).
(Cimmunohistochemistry with anit-herpes antibodies shows strong nuclear positivity.

3665 | HEPATIC INJURY IN
DISSEMINATED HISTOPLASMOSIS
IN AN IMMUNOCOMPETENT
PATIENT

Kevin D. Tran! Arman Omid* Sindhu Chadalawada®
Devang Prajapati2

lucsF Fresno, 2Kaiser Permanente Fresno Medical
Center, UCSF Fresno

Introduction: Disseminated histoplasmosis (DH) is an
infection caused by the dimorphic fungus, Histoplasma
capsulatum, classically seen in immunocompromised
populations. While all organs may be clinically in-
volved, DH commonly seeds the reticuloendothelial or-
gans, including the liver, via the hematogenous route.
Rare cases of DH have been reported in immunocom-
petent patients, though its biochemical profile is poorly
characterized. Case Presentation: A 54-year-old male
with a history of right neck mass presented with gener-
alized weakness, diffuse maculopapular rash, and a
week of jaundice. He was treated with a one-week
course of amoxicillin/clavulanic acid (Augmentin) prior
to presentation. Initial labs showed an aspartate
aminotransferase (AST) of 303 U/L, alanine amino-
transferase (ALT) of 539 U/L, alkaline phosphatase
(ALP) of 149 UJ/L, total bilirubin (TB) of 9.8 mg/dL, and
direct bilirubin (DB) of 5.7 mg/dL. Initially, elevated liver
tests were attributed to drug-induced liver injury (DILI)
secondary to Augmentin. On discontinuation of Aug-
mentin, livers tests improved (AST 65 U/L, ALT 124
U/L, ALP 66 U/L), however, TB paradoxically rose (TB
14.8 mg/dL, DB9.2 mg/dL). Further workup was posi-
tive for Epstein-Barr virus (EBV) DNA (1,180
copies/mL) and cytomegalovirus (CMV) DNA (73
copies/mL). The remainder of the infectious and au-
toimmune workup was unremarkable. Contrast-en-
hanced computed tomography (CT) and magnetic res-
onance imaging (MRI) of the abdomen revealed scat-
tered hepatic cysts, splenomegaly with multiple ill-de-
fined masses up to 4 cm, and bilateral adrenal mass-
es. Subsequent liver biopsy on hospital day 11 was
complicated by hemorrhagic shock requiring two he-
patic artery embolizations. TB progressively rose to
33.7 mg/dL with a direct component of 19.4 mg/dL on
day 21. Biopsy showed lymphohistiocytic inflammation
with intracellular yeast forms. Grocott-Gomori
methanamine silver (GMS) and periodic acid-Schiff
(PAS) stains were positive, consistent with hepatic
histoplasmosis. Histoplasmosis urine antigen returned
positive at 9.6 Ng/mL. The patient was started on lipo-
somal amphotericin B with improvement in clinical sta-
tus and downtrend in bilirubin. Discussion: Biochemi-
cal profiles for hepatic histoplasmosis are poorly char-
acterized in current literature. Our patient was found to
have disseminated histoplasmosis without pulmonary
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involvement with superimposed DILI secondary to
Augmentin. His initial hepatocellular pattern of liver
tests in the setting of DILI and immunocompetent sta-
tus served as a red herring resulting in a delayed diag-
nosis of DH. Conclusion: DH can occur in immuno-
competent patients without pulmonary involvement. It
should still be considered a differential diagnosis de-
spite immunocompetent status. While hepatic involve-
ment in DH is well recognized, its pattern of hepatic in-
jury is not well-characterized, leading to delayed diag-
noses of DH.

N g i
Figure 1B, Periodic acid-Schiff (PAS) stain

Figure 1A, Grocott-Gomdrni's methenamine silver (GMS) stain

3666 | HIDDEN IN THE BIOPSY:
INCIDENTAL CMV
ESOPHAGOGASTRITIS WITH
REACTIVE HEPATITIS
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versity School of Medicine

Introduction: Cytomegalovirus (CMV) infection has a
broad clinical spectrum that varies with host immune
status.1 CMV commonly causes gastrointestinal dis-
ease in immunocompromised patients but is generally
asymptomatic or presents as a mononucleosis-like
syndrome in immunocompetent hosts.1-2 Although
less common, severe tissue-invasive disease can still
occur in the absence of immunosuppression.2 We
present a case of biopsy-proven CMV gastritis in an
immunocompetent patient with minimal viremia and
concurrent hepatitis without direct hepatic CMV infec-
tion. Case Presentation: A 69-year-old male was re-
ferred to hepatology for newly elevated liver
chemistries in the setting of fatigue, nausea, and unin-
tentional 25-pound weight loss. Laboratory evaluation
showed mixed hepatocellular and cholestatic liver in-
jury with negative acute viral hepatitis serologies.
MRI/MRCP revealed gastroesophageal junction thick-
ening with adjacent paraesophageal lymphadenopa-
thy. Upper endoscopy showed a normal-appearing
stomach and duodenum; however, gastric cardia biop-
sies unexpectedly revealed CMV inclusions confirmed
by immunohistochemistry. Liver biopsy showed hepa-
tocellular cholestasis with focal hepatocyte dropout
without fibrosis, consistent with resolving acute hepati-

tis. CMV and Epstein-Barr virus stains were negative.
Serum CMV DNA was detected at very low levels on
two occasions, HIV testing was negative, and leuko-
cyte counts were normal. There was no other evidence
of immunodeficiency. He was treated with valganci-
clovir with resolution of symptoms, stabilization of
weight, and normalization of liver chemistries. Repeat
CMV DNA was undetectable, and follow-up gastric
biopsies were negative for CMV. Discussion: This
case highlights two major diagnostic pearls. First,
low-level CMV viremia does not exclude clinically sig-
nificant tissue-invasive disease.3 Second, reactive
CMV-associated liver injury may occur without histo-
logic evidence of direct hepatic invasion.4 Despite min-
imal viremia and normal-appearing gastric mucosa,
this patient had biopsy-confirmed CMV gastritis. His
concurrent acute hepatitis without hepatic CMV sug-
gested a reactive process rather than direct viral cyto-
pathic injury. His improvement in symptoms and liver
chemistries with viral clearance following antiviral ther-
apy further supports an association with systemic
CMV, although direct causality cannot be established.
It is important to note that reliance on serum CMV DNA
alone may have precluded further workup and under-
estimated the extent of disease in this case. Conclu-
sion: CMV infection should be considered in immuno-
competent patients with otherwise unexplained liver in-
jury and systemic symptoms, even when viremia is
minimal. This case highlights that serum viral burden
may not accurately reflect tissue-invasive disease, and
that CMV-associated hepatic injury may occur without
histologic evidence of direct hepatic infection.

AR e, et B S Par)
Figure 1: The sampled esophageal mucosa (A) appeared reactive; convincing cytopathic effect
was not identified on H&E, though CMV immunostain on a deeper level revealed a rare focus of
reactivity suspicious for an inclusion (inset). No fungal forms were seen on GMS. A. Rare
epithelial cells in the gastric cardia exhibited cytopathic effect (B1, arrowheads), including
cytomegalic change and classic “owl-eye” intranuclear inclusions, best appreciated at higher
magnification (B2). CMV immunostain (B3) was confirmatory. /. pylori immunostain was
negative. Liver needle biopsy demonstrated a small focus of lobular lymphohistiocytic
inflammation (C1) as well as occasional debris-laden macrophages within the portal tracts, best
appreciated on PAS-diastase stain (C3, representatively designated by arrowheads); CMV
immunostain and EBER in situ hybridization (ISH) were negative. There was no steatosis. The

findings, while nonspecific, were compatible with a resolving mild acute hepatitis.

© 2026 American Association for the Study of Liver Diseases.



ABSTRACTS

3667 | BEYOND GAVE:
AMPULLARY BLEEDING
PRESENTING AS HEMATOCHEZIA IN
RECURRENT
CHOLANGIOCARCINOMA

Olivia R. Conoscenti* Edward Barbarito® Sima
Vossough-Teehan

Mount Saint Mary College, 2st Clare hospital, 3st
Mary Hospital

Introduction: Hematochezia usually prompts evalua-
tion for a lower gastrointestinal source; however, brisk
upper gastrointestinal bleeding may present similarly.
Gastric antral vascular ectasia (GAVE) causes up to
4% of nonvariceal upper gastrointestinal bleeding,
whereas hemosuccus pancreaticus occurs in approxi-
mately 1 in 1,500 upper gastrointestinal bleeds. Al-
though the incidence of hemobilia is not well defined,
approximately two-thirds of contemporary cases are ia-
trogenic. We describe recurrent hematochezia in a pa-
tient with several competing bleeding sources Case
Presentation: An 84-year-old man with recurrent intra-
hepatic cholangiocarcinoma treated with chemother-
apy and radioembolization, an internal biliary stent and
percutaneous transhepatic drain, GAVE treated with
argon plasma coagulation, and atrial fibrillation on ri-
varoxaban presented with hypotension. He developed
two large-volume episodes of hematochezia, hemor-
rhagic shock requiring vasopressors, with a hemoglo-
bin of 6.8 g/dL requiring multiple packed red blood cell
transfusions. Computed tomography angiography
demonstrated a small hyperdense focus consistent
with clot in the second portion of the duodenum without
active extravasation. Esophagogastroduodenoscopy
revealed no active bleeding, and previously treated
GAVE showed no evidence of recurrent hemorrhage.
Colonoscopy was deferred because of hemodynamic
instability and inability to tolerate bowel preparation.
Capsule endoscopy from a prior admission in 2025
had documented active bleeding from the major papil-
la. Rivaroxaban was withheld. As bleeding ceased and
no active target was identified, embolization was de-
ferred, and his hemoglobin stabilized. Discussion:
Known GAVE and the presentation with hematochezia
created dual diagnostic anchors. However, prior cap-
sule endoscopy had documented active papillary
bleeding, and the current CTA demonstrated a clot
within the second portion of the duodenum, anatomi-
cally adjacent to the major papilla, supporting recurrent
papillary bleeding as the likely source despite the ab-
sence of active extravasation. The differential included
hemobilia and hemosuccus pancreaticus. The ab-
sence of pancreatitis or other pancreatic pathology fa-
vored hemobilia, potentially resulting from malignant
vascular-biliary erosion related to recurrent cholangio-

carcinoma or iatrogenic injury from Y-90 therapy, bil-
iary stenting, sphincterotomy, or percutaneous
drainage. Rivaroxaban likely amplified the hemor-
rhage, while its intermittent nature explained the nega-
tive endoscopy. Conclusion: In patients with hepato-
biliary malignancy or biliary instrumentation, recurrent
hematochezia should not be assumed to be lower gas-
trointestinal or attributed solely to a previously diag-
nosed lesion. Documented papillary bleeding is a criti-
cal localization clue and should prompt differentiation
between hemobilia and hemosuccus pancreaticus.
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3668 | GASTRIC
ADENOCARCINOMA WITH
CONCOMITANT
HYPERBILIRUBINEMIA RAISING
SUSPICION FOR HILAR
CHOLANGIOCARCINOMA: A RARE
DIAGNOSTIC DILEMMA

ENU Harish! Rachel I. Dreyerl Nikisha Pandya1 Justin
WagnerI Muhammad Abdullah! Michael Bernstein®
John Trillo

INYCH+H South Brooklyn Health

Introduction: Gastric adenocarcinoma is the most
common and aggressive subtype of gastric cancer, ac-
counting for over 90% of cases. The poorly differentiat-
ed histology is particularly prevalent and carries a con-
siderably poor prognosis. Obstructive jaundice is an
uncommon presentation and biliary imaging may show
circumferential hilar bile duct stenosis visually indistin-
guishable from hilar cholangiocarcinoma. We report
this rare and diagnostically challenging presentation.
Case Presentation: A 67-year-old woman with a his-
tory of hyperlipidemia and obesity presented to the ED
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with epigastric pain for 4 weeks, associated with bloat-
ing, poor appetite, jaundice, dark urine, generalized
body itching but no weight loss. Initial laboratory re-
sults showed WBC 5.3, hemoglobin 10.6, platelets
351, total bilirubin 7.6, direct bilirubin 5.5, ALT 306,
AST 240, ALK 676. CEA and CA 19-9 were 380 and
518, respectively, but alpha fetoprotein was normal.
CT abdomen demonstrated dilatation of intrahepatic
bile ducts and common bile duct, a distended gallblad-
der with circumferential wall thickening coinciding with
adjacent gastric antrum wall thickening, omental thick-
ening, and abdominopelvic ascites. EGD and diagnos-
tic paracentesis revealed a 10 mm cratered non-bleed-
ing gastric ulcer with surrounding edema and erythe-
ma. MRCP showed a stricture at the hilum of the right
and left hepatic ducts, likely from a hilar
tumor.Histology revealed a poorly differentiated gastric
adenocarcinoma against a background of H. pylori-as-
sociated chronic gastritis. While ascitic fluid cytology
favored metastatic adenocarcinoma, endoluminal
brush biopsy showed unspecified malignant cells. Al-
though improving liver enzyme levels were observed,
the patient progressively worsened, developing multi-
organ failure with hypoxia and renal impairment. Her
clinical condition remained too unstable to consider de-
finitive chemotherapeutic or surgical interventions. In
light of her advanced cancer, comfort and end-of-life
care was initiated, and she died two days later. Her
family declined an autopsy. Discussion: Gastric ade-
nocarcinoma remains an aggressive cancer often no-
torious for poor outcomes, especially when diagnosed
late in the disease stage. Diagnostic dilemmas exist
when poorly differentiated metastatic gastric adenocar-
cinomas present with concomitant features of hilar
cholangiocarcinoma including jaundice, pruritus, hy-
perbilirubinemia, hyperbilirubinuria, and transaminitis.
In these circumstances, it is important to rule out clini-
cal suspicion for a synchronous hilar cholangiocarcino-
ma, as therapeutic direction often hinges on diagnostic
accuracy. Conclusion: This case highlights how these
distinctive patterns in late-stage clinical presentation
may hinder histology with immunohistochemical mark-
er confirmation, and prove difficult to distinguish be-
tween an advanced gastric adenocarcinoma or a
co-occurring Klatskin tumor.

Figure 1. Esophagogastroducdenoscopy (EGD] images demonstrating (4} mild inflammation of the gastric body with evidence of edema
=nd erythema of gastric rugae, and (8] = 10 mm non-blesding, non-obstructing cratered gastric ulcer [yellow box) with 3 clean base
located at the gastric antrum, with associzted mild surrounding edema and erythema. Using cold forceps, biopsy was collected for
histalogy and immunchistochemistry

Figure 2. Biliary imaging demonstrating 4] MRCP revesling = distended gallbladder with large calculi measuring sbout 2.4 cmx 1.7 cm

2nd 1.8 cm x 1.4 om. Right and left intrahepatic duct dilatation with small caliber of the right 2nd left hepatic ducts at the biliary hilum
[yellow arrows} is concerning for wall thickening and the presence of  hilar tumar. (8] Interventional radiclogy-guided external

percutanacus biliary Fr 8 drainaze to relieve biliary sludge, fallowed by andaluminal brush biopsy of the commen bile duct.

3669 | AN AGGRESSIVE
FIBROLAMELLAR CARCINOMA
WITH EXTENSIVE PORTAL TUMOR
THROMBOSIS MIMICKING
HEPATOBILIARY INFECTION

Gabriela A. Melgar Alvarez* Walfrele. Osorio Reyes2

Joel O. Jaquez” Yazmin A. Jimenez

Universidad Autonoma de Nuevo Leon, 2Universidad
San Carlos de Guatemala, 3Hospital Universitario Dr.
Jose Eleuterio Gonzalez

Introduction: Fibrolamellar carcinoma (FLC) is a rare
variant of hepatocellular carcinoma, accounting for
<1% of primary liver tumors. It mainly affects adoles-
cents and young adults without chronic liver disease
and usually with normal alpha-fetoprotein (AFP). We
report a case mimicking cholangitic abscesses. Case
Presentation: An 18-year-old man with no history of
liver disease, alcohol use, or viral hepatitis presented
with 7 days of severe right upper quadrant pain radiat-
ing to the ipsilateral lumbar region, nausea, vomiting,
diaphoresis, and dizziness, with an unintentional 20-kg
weight loss during the preceding month. He was
afebrile, without jaundice or peritoneal signs. Laborato-
ry tests showed hemoglobin 12 g/dL, leukocytes
12x109/L, AST 70 U/L, ALT 96 UL, alkaline phos-
phatase 651 U/L, and total bilirubin 0.9 mg/dL. Con-
trast-enhanced CT demonstrated multiple hypodense
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hepatic lesions, predominantly in the right lobe, with
portal and superior mesenteric vein thrombosis and
cavernous transformation. Findings were initially inter-
preted as multiple cholangitic abscesses, and broad-
-spectrum antibiotics were started. After 6 days without
improvement, triphasic CT revealed a heterogeneous
solid right-lobe mass with arterial enhancement, multi-
ple satellite lesions, hilar lymphadenopathy, and tumor
thrombus extending into both portal branches and the
superior mesenteric vein. AFP was normal (5.4
ng/mL). Liver biopsy confirmed FLC, with immunohis-
tochemistry positive for arginase-1, cytokeratin 7, and
CD68. Because of bilobar disease and extensive vas-
cular invasion, including an approximately 14-cm portal
tumor thrombus, the tumor was deemed unresectable
and unsuitable for locoregional therapy. Within 3
months, the patient developed ascites and large
esophageal varices requiring endoscopic band ligation.
Discussion: Fibrolamellar carcinoma (FLC) predomi-
nantly affects young patients without chronic liver dis-
ease and often with normal AFP. In this case, multiple
hypodense lesions mimicked cholangitic abscesses,
prompting empiric antibiotics. Persistent symptoms led
to repeat multiphasic imaging, revealing arterial en-
hancement, satellite lesions, and extensive tumor
thrombus involving both portal branches and the supe-
rior mesenteric vein. Histopathology confirmed FLC.
This case highlights how an infectious-appearing pre-
sentation may delay diagnosis of aggressive FLC.
Conclusion: FLC should be considered in young pa-
tients with atypical hepatic lesions and normal AFP,
especially when presumed hepatobiliary infection does
not respond to antibiotics. Early reassessment with
multiphasic imaging and histopathology may reduce di-
agnostic delay.

Figure 1. Evolution of imaging
findings. (&) Initial contrast-
enhanced CT showing maultiple
hypodense hepatic lesions initially
interpreted as  abscesses,  [B)
Triphasic CT demonstrating arterial
enhancement and vasoular
compatible  with

hepatocellular

immohmement
fibrofamellar
Carcinoma.

3670 | LATENT
AMIODARONE-ASSOCIATED
HEPATOTOXICITY WITH
MALLORY-DENK BODIES IN THE
ABSENCE OF STEATOSIS

Hiromi Terai® Joshua D. Longl Ross J. Taliano® Isa
Jacoba

!Brown University Health

Introduction: Amiodarone, a class Ill antiarrhythmic
used in the management of ventricular arrhythmias, is
an established cause of clinically apparent liver injury.
We present a case of amiodarone-associated liver in-
jury (AILI) with evolving cirrhosis in the absence of
steatosis complicated by clinically significant cholestat-
ic injury, portal hypertension, and recurrent hepatic hy-
drothorax. Case Presentation: A 74-year-old male
with ischemic cardiomyopathy, CABG, ventricular
tachycardia status post ICD/ablation, CKD G3a, HFim-
pEF presented with diarrhea and dyspnea. Labs re-
vealed AST 240 U/L, ALT 80 U/L, ALP 125 U/L, and
total bilirubin 1.1 mg/dL with progressive elevation in
the preceding 3 months. CT abdomen pelvis with con-
trast showed large right pleural effusion, trace ascites,
and mild liver hyperdensity and no biliary duct dilata-
tion. Pleural studies were transudative. Right heart
catheterization showed no elevated right sided pres-
sures. Workup was unrevealing with negative hepatitis
serologies, ASMA, Anti-LKM, 1gG, IgM, and PEth with
no A1AT or ceruloplasmin deficiency. The patient was
on daily 400mg amiodarone for the precedingl5
months with previously normal liver enzymes. Liver
biopsy demonstrated prominent periportal ballooning
degeneration, abundant Mallory hyaline, and focal
neutrophilic satellitosis without steatosis. Trichrome
staining highlighted mild pericellular and periportal fi-
brosis and early nodule formation. EUS revealed a por-
tosystemic pressure gradient of 15mmHg with liver
stiffnress measuring 15kPa via elastography. Amio-
darone was discontinued with subsequent normaliza-
tion in liver tests. However, the patient continued to
have recurrent ascites and pleural effusions and ulti-
mately transitioned to hospice care. Discussion: Our
patient developed mild transaminitis several months
after starting amiodarone, with peak elevations over a
year later after approximate cumulative exposure of
180g. Characteristic histopathology findings, along
with negative PEth, exclusion of alternate etiologies,
lab improvement after discontinuation, and a RUCAM
score of 7 suggest probable AILI. Despite mild amino-
transferase elevations, our patient developed progres-
sive fibrosis with clinically significant portal hyperten-
sion, recurrent ascites, and hepatic hydrothorax requir-
ing repeated hospitalizations. Conclusion: AlLI can
progress to advanced fibrosis and clinically significant
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portal hypertension despite mild laboratory abnormali-
ties and the absence of steatosis. Chronic amiodarone
use should remain on the differential of unexplained
liver injury even months to years after initiation. The
pattern of injury typically resembles that of alcoholic liv-
er disease clinically and histologically, including the
presence of Mallory hyaline. However, the absence of
steatosis in AlILI can help distinguish these diagnoses
from each other when imaging and laboratory workup
alone are nondiagnostic.

% P o ety . B
Figure 1. Hi induced liver injury. Liver parenchyma demonstrates abundant
Mallory-Denk bodies in hepatocytes with minimal to absent hepatocellular ballooning, a characteristic pattern of
amiodarone-associated hepatotoxicity (H&E).

ic features of i

3671 | SEMAGLUTIDE INDUCED
LIVER INJURY

Katherine Freer Webber* Mary Drinane?

!partmouth Hitchcock Medical
2Dartmouth-Hitchcock Medical Center

Introduction: Semaglutide is efficacious in reducing
hepatic fibrosis and steatohepatitis in patients with
metabolic dysfunction-associated steatohepatitis. With
increased use, there have been a few case reports of
drug induced liver injury from semaglutide. This case
report demonstrates a drug induced liver injury to
semaglutide with positive rechallenge test. Case Pre-
sentation: This is a 76-year-old woman with obesity,
pre-diabetes, heart failure preserved ejection fracture,
atrial fibrillation, rheumatoid arthritis, prior cholecystec-
tomy who was started on semaglutide 0.25mg weekly
for obesity and cardiac health. Four weeks later, she
presented to the emergency department with acute ab-
dominal pain and was found to have elevated liver
function tests in hepatocellular pattern. Semaglutide
was held and liver enzymes repeated within one week
demonstrated improvement. She underwent a thor-
ough workup including abdominal ultrasound, MRCP,
and endoscopic ultrasound with a mildly dilated biliary
duct to 10mm without an obstructive process identified.
Serologic workup ruled out an autoimmune or infec-
tious pathology. Six weeks following normalization in
labs, she was rechallenged with Semaglutide 0.25mg
weekly. Six weeks following the rechallenge, liver en-
zymes increased in a mixed hepatocellular and
cholestatic pattern. Semaglutide was stopped and labs
normalized within five weeks. Liver biopsy showed
multiple ceroid laden macrophages predominantly in

Center,

the portal areas, with no significant lymphoplasmacytic
inflammation or granuloma and bile ducts uninvolved.
Findings most consistent with drug induced liver injury.
Unfortunately, her liver biopsy was complicated by
cholangitis and ecoli bacteremia due to a blood clot ob-
structing the bile duct which resolved with common bile
duct stenting. Discussion: GLP-1 agonists are widely
used medications for a variety of multisystem condi-
tions related to metabolic dysfunction. Phase 3 clinical
drug trials and large meta-analysis of observational co-
hort studies evaluating semaglutide for metabolic dys-
function associated liver dysfunction with F2-3 fibrosis
have demonstrated a beneficial safety profile with no
discontinuations due to elevated liver enzymes. There
have been rare case reports of drug induced liver in-
jury secondary to Tirzepatide and Semaglutide with
only one study demonstrating positive rechallenge test.
There remains a knowledge deficit in the mechanism
of GLP-1 induced hepatocyte injury. Two case reports
demonstrating cholestatic liver injury, two with hepato-
cellular liver injury and this case demonstrating a
mixed pattern injury. Conclusion: Although a rare
complication, it is important to consider DILI in patients
even on low dose semaglutide with rising liver function
tests, and if recognized early, liver biopsy can be
avoided.

Semaglutide Induced Liver Enzyme Elevation

3672 | HIDDEN HAZARDS ON THE
SHELF: SEVERE DRUG-INDUCED
LIVER INJURY FROM
UNREGULATED HERBAL AND
DIETARY SUPPLEMENTS

Julie Gartland* Resham Ramkissoon® Naemat
Sandhu

1University Hospitals Cleveland Medical Center/Case
Western Reserve University

Introduction: Drug induced liver injury (DILI) is com-
monly associated with acetaminophen (APAP) and an-
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tibiotics however, between 2004 and 2013 DILI due to
herbal and dietary supplements (HDS) increased from
7 to 20 percent. We present a case of a patient taking
multiple HDS resulting in severe acute liver injury.
Case Presentation: A 47-year-old male with history of
opiate use disorder in remission on suboxone present-
ed to our tertiary care center with malaise and abdomi-
nal pain. His labs were significant for a mixed pattern
of liver injury and INR 1.6 (Table 1). Liver tests were
normal three months prior. The patient reported kratom
use for 1 year and recently started a supplement "O.R.
Reset" containing a synthetic mu-opioid receptor ago-
nist "Essar 17" or SR-17018. Additionally, he was tak-
ing multiple supplements including lion's mane, green
tea leaf extract, maca root extract amongst others.
There was no history of recent antibiotics, APAP, or al-
cohol use. The patient was started on N-acetylcysteine
for suspected non-APAP DILI. Chronic liver disease
workup including autoimmune, genetic, and infectious
causes were negative. He underwent a liver biopsy
that was consistent with DILI and showed thirty percent
hepatocyte necrosis. He was discharged on hospital
day seven. He had close monitoring and bilirubin
peaked at 29.8 and INR 1.9. He was considered for liv-
er transplantation however his most recent labs 1.5
months since discharge show marked improvement
(Table 1) with a full recovery expected. Discussion:
The HDS industry is a multi-billion-dollar industry with
hundreds of new products emerging every year. Some
studies show that as many as 50% of Americans con-
sume HDS. Ingredients are often underreported due to
little regulatory oversite. Supplements are not neces-
sarily Food and Drug Administration (FDA) approved,
but they are well advertised on social media platforms
and major retail stores. Studies assessing the safety of
ingredients is not required unless the product contains
a novel compound discovered after the 1994 Dietary
Supplement Health and Education Act.Our patient was
using a variety of supplements including Kratom, a
known cause of liver injury, typically causing cholestat-
ic or mixed pattern of liver injury within 1 to 8 weeks of
starting use. Given our patient's long-term use of
kratom, with previously normal liver tests, there was
low concern it was the culprit of his DILI. SR-17018 the
main ingredient in "OR-Reset" is an experimental com-
pound never studied in humans. As of August 27,2026,
the FDA issued a temporary order to schedule
SR-17018 to "avoid an imminent hazard to public safe-
ty." We suspect SR-17018 or a combination of his
herbal supplements as a source of DILI. Conclusion:
As the HDS industry continues to grow and advertise,
consumers should be aware of the potentially danger-
ous and deadly side effects of such products. Our case
highlights the need for increased public health, safety,
and regulatory efforts with regards to supplements.

Table 1: Liver Tests & INR Trend
Date Alkaline Alanine Aspartate Total INR
Phosphatase | Aminotransferase | Aminotransferase | Bilirubin
(ALT) (AST)
8/19/26 | 104 262 168 6.2 1.2
8/5/26 122 642 365 13.7 1.2
7/27/26 | 113 982 660 29.8 13
7/20/26 | 129 910 544 20.7 15
7/10/26 | 146 959 529 13.5 1.7 |
7/6/26 119 1,338 626 10.0 17 |
7/5/26 100 1,453 632 8.6 1.9
7/4/26 105 1,682 719 8.1 1.9
7/3/26 103 1,791 771 7.9 1.9
7/2/26 101 1,889 867 6.5 1.9
7/1/26 83 1,879 957 4.7 1.9
6/30/26 | 102 1,867 903 4.5 1.6
3/26/26 | 69 17 20 0.6
3673 | FROM CHOLESTASIS TO

CIRRHOSIS: A RARE CASE OF
AMOXICILLIN/CLAVULANATE
RELATED LIVER INJURY
PROGRESSING TO CHRONIC LIVER
DISEASE

Udochukwu Anwaegbu® Judy Dinh! Naziheh
Assarzadegan Assarzadegan1 Nimy Johnt

1University of Florida

Introduction: Amoxicillin/clavulanate is a well known
cause of drug-induced liver injury (DILI). Ususally, the
acute liver injury resolves once the offending agent is
stopped. We highlight a case of
amoxicillin-clavulanate-associated DILI with
progression to decompensated cirrhosis over a
two-year period. Case Presentation: A 44-year-old
man with type 2 diabetes and hypertension presented
with one week of pruritus. Laboratory testing showed a
cholestatic pattern of liver injury: AST 110 U/L, ALT
164 U/L, total bilirubin 4.9 mg/dL, and alkaline
phosphatase (ALP) 548 U/L. Two weeks earlier, he
had completed four days of amoxicillin-clavulanate. CT
and ultrasound showed no biliary obstruction.
Evaluation for viral, autoimmune, and hereditary liver
disease was unrevealing, and he denied alcohol use.
He was readmitted one month later for recurrent
symptoms and worsening cholestatic  injury.
EUS-guided liver biopsy revealed a cholestatic
hepatitis pattern with no fibrosis on trichrome stain.
There was presence of severe cholestasis
characterized by bile plugs in the canaliculi and
hepatocytes, feathery degeneration of hepatocytes,
and bile ductular proliferation. Given the recent history
of amoxicillin-clavulanate and absence of bile duct
obstruction, DILI was favored. Despite steroid
treatment, he continued to have increased liver
enzymes with ALP >2000 U/L. He denied any new
medications, supplements, or alcohol use. He then
developed ascites, peripheral edema,
thrombocytopenia, and  splenomegaly. MRCP
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demonstrated no biliary ductal dilation or irregularity.
Repeat autoimmune evaluation remained negative.
Repeat liver biopsy at two years showed cirrhosis with
cholestasis and brisk bile ductular proliferation without
histologic features of primary biliary cholangitis or
autoimmune hepatitis. He was referred for liver
transplant evaluation. Discussion: DILI presents with
elevated liver enzymes hepatocellular, cholestatic, or
mixed pattern. Diagnosis requires recognition of a
temporal relationship with a potential offending agent

and exclusion of alternative causes. Although
amoxicillin-clavulanate-associated DILI is generally
self-limited, this case demonstrates a striking

progression from severe cholestatic hepatitis without
significant fibrosis to biopsy-proven cirrhosis in two
years. Conclusion: DILI should not be assumed to
resolve after stopping the causal agent. Continued
monitoring to ensure normalization of lab work is
essential to avoid persistent injury and progression to
chronic liver disease.

3674 |

IDIOSYNCRATIC DRUG
INDUCED LIVER INJURY FROM
PROCARBAZINE: A RARE
COMPLICATION OF R-MVP IN
PRIMARY CNS LYMPHOMA

Maria Katrina M. Mata®

1University of the Philippines - Philippine General Hos-
pital

Introduction: Clinically apparent drug-induced liver in-
jury (DILI) from procarbazine is rare and almost always
reported as hypersensitivity. We describe idiosyncratic
DILI during R-MPV (rituximab, methotrexate, procar-
bazine, vincristine) for primary CNS lymphoma, in
which interface hepatitis raised concern for autoim-
mune hepatitis (AIH) and selective drug withdrawal al-
lowed curative therapy to continue. Case Presenta-
tion: A 63-year-old woman with no known liver disease
and normal baseline liver tests received R-MPV, Pre-
cycle 3 testing showed AST 1827 U/L, ALT 1274 UIL,
ALP 629 U/L, bilirubin 1.9 mg/dL, and INR 1.33, with-
out abdominal pain, jaundice, rash, fever, or
eosinophilia. R factor was 7.1 (hepatocellular) and RU-
CAM 7 (probable). Chemotherapy was withheld. Hep-
atitis A, B, C, acetaminophen, alcohol, and herbal ex-

posure were excluded; imaging of the liver and biliary
tree showed no bile duct obstruction, thrombosis, or
metastases. Aminotransferases fell but plateaued as
bilirubin rose to 8.5 mg/dL, meeting Hy's law criteria. A
liver biopsy was performed that showed portal lympho-
cytic inflammation with few neutrophils and
eosinophils, focal interface hepatitis, apoptosis, and
mild canalicular cholestasis, without plasma cell clus-
ters, rosettes, confluent necrosis or fibrosis. Serum
IgG was normal and autoantibodies were negative
apart from low-titer anti-smooth muscle antibody
(1:20). Procarbazine was permanently discontinued;
liver tests normalized within 3 weeks without corticos-
teroids, and she completed seven cycles of
rituximab/methotrexate-based therapy without recur-
rence of liver injury. Discussion: DILI is a potentially
serious complication of chemotherapy and identifica-
tion of the culprit in multidrug chemotherapy may be
challenging. Identification of the offending agent (Pro-
carbazine) was based on the known hepatotoxicity
profiles of each drug and their temporality. Methotrex-
ate DILI is dose-related and transient, rituximab is
linked to hepatitis B reactivation, and vinca alkaloids
lack well-characterized hepatotoxicity, leaving procar-
bazine as the only agent whose profile and latency fit.
Dechallenge produced full recovery while the other
agents were tolerated over seven cycles, confirming
Procarbazine as the likely culprit agent. Prior reports
describe hypersensitivity features which were absent
here, suggesting procarbazine DILI can occur without
hypersensitivity. Conclusion: Procarbazine warrants
consideration in marked hepatocellular injury during
multiagent chemotherapy even without hypersensitivi-
ty. Interface hepatitis with normal IgG and negative au-
toantibodies does not establish AIH or drug-induced
autoimmune-like hepatitis. Timing, exclusion of com-
peting causes, dechallenge, and tolerance of noncul-
prit agents can secure the diagnosis of idiosyncratic
DILI while allowing chemotherapy and management to
continue.
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HEPATOCELLULAR INJURY IN
HYPEREMESIS GRAVIDARUM:
MORE THAN MORNING SICKNESS

Rebecca J. Fine® Fady Salama® Venkata Rajesh
Konijeti

1University of Kentucky Medical Center

Introduction: Elevation of transaminases is seen in
roughly 50% of hospitalized women with hyperemesis
gravidarum (HG). Although enzyme elevation in HG is
usually less than 200 U/L, levels as high as 1,600 U/L
have been reported. We present a case of HG compli-
cated by AST and ALT elevations to 640 and 820 UI/L,
respectively. This case highlights that severe hepato-
cellular injury, while uncommon, can occur in HG and
should prompt a broad evaluation for pregnancy-spe-
cific and non-pregnancy-related causes of liver injury.
Case Presentation: A 29-year-old woman (G2P0010)
presented to an outside facility at 8 weeks' gestation
with HG and was initially managed with intermittent
parenteral fluids. Four weeks later, she was admitted
because she could not tolerate oral intake or tube
feedings and was started on total parenteral nutrition.
On admission, AST and ALT were greater than 500
U/L and total bilirubin was 1.4 mg/dL; these abnormali-
ties did not improve with parenteral fluid and nutrition
support. Evaluation with antimitochondrial antibody,
anti-smooth muscle antibody, tissue transglutaminase
level, hepatitis panel, and Monospot testing was unre-
markable. Ceruloplasmin was 45. EGD was unremark-
able, and MRI of the liver showed mild hep-
atosplenomegaly and hepatic steatosis. She was
transferred to our facility after a 2-week hospitalization
for persistent hepatocellular injury. On transfer, AST
was 640 U/L, ALT was 820 U/L, and total bilirubin was
1.3 mg/dL. TPN was continued. Liver ultrasound with
Doppler was unremarkable. HSV PCR, EBV PCR,
CMV PCR, hepatitis E testing, and serum drug screen
were negative. Autoimmune hepatitis was considered
unlikely given negative serologies and lack of re-
sponse to previously administered dexamethasone.
Acute drug-induced liver injury was also considered
unlikely because she had been taking sertraline con-
sistently for 10 years. The patient was treated empiri-
cally with ursodiol, and efforts were made to transition
her to oral feeding while avoiding parenteral overfeed-
ing. She remained clinically stable and was tapered off
TPN over the next 2 weeks. At discharge, AST had im-
proved to 49 U/L and ALT to 243 U/L. Discussion:
The differential diagnosis of transaminase elevation
during pregnancy includes both pregnancy-specific
and non-pregnancy-specific etiologies. Pregnan-
cy-specific disorders include hyperemesis gravidarum,
intrahepatic cholestasis of pregnancy, HELLP syn-

drome, and acute fatty liver of pregnancy, each with
characteristic timing and clinical features. Non-preg-
nancy-specific causes include viral hepatitis, systemic
viral infections, autoimmune hepatitis, drug-induced liv-
er injury, and Wilson disease. Conclusion: In this
case, the temporal association of symptoms with se-
vere hyperemesis, negative viral and autoimmune
workup, unrevealing hepatic imaging, and improve-
ment following nutritional stabilization favored HG as
the most likely etiology of the hepatocellular injury.

3676 | AUTOIMMUNE HEPATITIS
PRESENTING AS A HEPATIC
PSEUDOTUMOR

Rahul Mohan? Lina Yagan1 Nagham Ramadan®
Jerapas Thongpiyal Prasun K. Jalal*

1Baylor College of Medicine

Introduction: Autoimmune hepatitis (AIH) presenta-
tion ranges from asymptomatic elevation of liver en-
zymes to acute severe hepatitis. However, AIH pre-
senting with acute severe hepatitis and an infiltrative
liver mass has not been reported in the literature. We
present a rare case of AlH presenting as an infiltrative
hepatic mass with retroperitoneal lymphadenopathy,
radiographically mimicking hepatic malignancy or lym-
phoma. Case Presentation: A 30-year-old woman
with no prior liver disease presented with a two-month
history of progressively worsening hepatocellular liver
injury and a one-month history of jaundice, dyspnea,
and abdominal distention. Admission labs were AST
338, ALT 243, total bilirubin 8.7 mg/dL (direct 5.3), al-
bumin 1.5 g/dL, Alkaline Phosphatase 180, and INR
2.7. MRI revealed an 11.5 x 9.7 x 7.6 cm infiltrative
right hepatic mass with retroperitoneal lymphadenopa-
thy, concerning for primary hepatic malignancy, lym-
phoma, or metastatic disease (Figure 1a). No definitive
history of dietary herbal supplements or significant al-
cohol intake. Workup revealed ANA 1:80, ASMA 37,
and elevated IgG 2,636. The remainder of the workup,
including viral hepatitis serologies, AMA, ceruloplas-
min, AFP, CEA, CA19-9, and PEth, was negative.
CT-guided biopsy of the mass and background liver
both showed portal lymphoplasmacytic infiltrates and
severe interface hepatitis without malignancy. Based
on the revised original diagnostic scoring system, the
patient was diagnosed with definitive AlH. Prednisone
60 mg daily was initiated. Over the next two weeks,
AST, ALT, and total bilirubin improved (Figure 1b). To
better characterize the liver lesion on treatment, a re-
peat liver biopsy and flow cytometry were performed.
Results were negative for dysplasia, malignancy, and
lymphoproliferative disorder, but revealed resolution of
the lymphoplasmacytic infiltrates. The patient was dis-

© 2026 American Association for the Study of Liver Diseases.



60 |

HEPATOLOGY

charged on a prednisone taper and mercaptopurine
(TPMT was within normal range). Labs after 3 weeks
revealed continued improvement of bilirubin, transami-
nases, INR, and albumin (Figure 1b). Contrast-en-
hanced CT showed small multiple hyperdense lesions
in the liver suggesting regenerative nodules, but no in-
filtrative mass. Discussion: The diagnosis of AIH was
established based on the revised diagnostic scoring
system, despite the unusual picture on contrast imag-
ing. Therapeutic biochemical, radiological, and histo-
logic responses point toward AlH-related pseudotumor
in this case. Follow-up imaging in 3-6 months would be
helpful to assess lesion resolution. Conclusion: An in-
filtrative hepatic pseudotumor with retroperitoneal lym-
phadenopathy is a rare presentation of AIH mimicking
malignancy or lymphoma.

AST [ ALT (UL}

Figure 1b: Biochemical profile at baseline and on treatment

3677 | ACUTE MACROVESICULAR
STEATOSIS IN ACUTE SEVERE
ULCERATIVE COLITIS: A
MALNUTRITION-ASSOCIATED LIVER
INJURY

Katrina Carolyn Soyangco1 Mflrta Tejedor1 Gopallla

Koneru™ Rostislav Ranguelov™ Alexander Garza
Nikhil Vasireddi*

1University of lowa Health Care

Introduction: Rapid development of severe
macrovesicular hepatic steatosis is unusual. Pro-
tein-calorie malnutrition is an uncommon but recog-
nized cause and may be overlooked in patients with
traditional metabolic risk factors. Case Presentation:
A 64-year-old woman with obesity and recently diag-
nosed ulcerative colitis (UC), without known prior
MASLD or alcohol use, presented after several months
of poor oral intake, 13% weight loss, and persistent
bloody diarrhea found to have acute severe ulcerative
colitis flare. Two months earlier, liver enzymes and al-
bumin were normal (AST 25 U/L, ALT <7 U/L, alkaline
phosphatase [ALP] 66 U/L, albumin 4.1 g/dL), and ab-
dominal imaging showed no steatosis. By January
2026, CT demonstrated new severe diffuse hepatic
steatosis with hepatomegaly (consider putting a picture
of the ct). During admission for severe UC flare, liver
tests rose to AST 192 U/L, ALT 218 U/L, and ALP 413
U/L, while bilirubin remained normal. Albumin fell from
normal just a few months prior to 1.3 g/dL and total
cholesterol decreased from 164 to 55 mg/dL. MRCP
showed no biliary abnormality, and ANA, ASMA, and
AMA were negative. Liver biopsy demonstrated >90%
large-droplet macrovesicular steatosis without steato-
hepatitis or fibrosis and no significant portal or lobular
inflammation, bile duct injury, or cholestasis. Stool
al-antitrypsin clearance, obtained after initiation of UC
flare treatment and during clinical improvement, was
mildly elevated at 33 mL/24 h, supporting intestinal
protein loss. During nutritional rehabilitation, hy-
pophosphatemia and hypokalemia developed, consis-
tent with refeeding physiology. With treatment of colitis
and nutritional recovery, albumin increased to 3.1 g/dL
and AST/ALT/ALP decreased to 83/137/173 U/L by
3/6/26. Follow MRI 3 months later showed moderate
hepatic steatosis. LFTs remained normal. Discussion:
The abrupt appearance of near-total bland
macrovesicular steatosis, profound hypoalbuminemia
and hypolipidemia, absence of fibrosis or steatohepati-
tis, and subsequent biochemical recovery support mal-
nutrition-associated hepatic steatosis with intestinal
protein loss. Background MASLD cannot be complete-
ly excluded given obesity, but it does not explain the
rapid radiographic and lab evolution. Conclusion: Se-
vere nutritional depletion should be considered in pa-
tients with rapidly developing steatosis, including those
with obesity.

© 2026 American Association for the Study of Liver Diseases.
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SIMULTANEOUS LIVER
TRANSPLANTATION AND MITRAL
VALVE REPLACEMENT IN
DECOMPENSATED CIRRHOSIS

Lucas C. Collins® Callie LiIIey1 Andrew Wang1 Jacob
Schroder® Nicholas Parrish? Kadiyala Ravindra® Kara
Wegermann1

Duke University Hospital

Introduction: Concomitant decompensated cirrhosis
and severe valvular disease may pose a therapeutic
"catch-22," as cirrhosis increases perioperative risk for
cardiac surgery, while uncorrected severe cardiac
valvular disease may complicate liver transplantation
(LT). A multidisciplinary approach is therefore essential
when neither operation can be safely pursued alone.
Case Presentation: A 48-year-old man with decom-
pensated alcohol-associated cirrhosis complicated by
hepatic encephalopathy and esophageal varices, as
well as severe mitral regurgitation (MR) status post
transcatheter edge-to-edge repair (TEER) presented 5
months after TEER with 30-Ib weight gain and anasar-
ca. Transesophageal echocardiography showed a flail
anterior leaflet, severe eccentric MR, and a mean
transmitral gradient of 11 mmHg, consistent with se-
vere post-TEER mitral stenosis. Notably, this gradient
persisted at a heart rate of 60-70 beats per minute, lim-
iting further medical optimization. While the severity of
his valvular disease precluded transcatheter re-inter-
vention, isolated valve surgery was deemed too risky
because of his liver disease. He was therefore referred
for multidisciplinary cardiology and hepatology evalua-
tion. Labs included creatinine 1.3 mg/dL, INR 1.5, total
bilirubin 4.6 mg/dL, albumin 2.2 g/dL, and platelets 120
K/uL; MELD 3.0 was 22 and he was Child-Pugh Class
C. VOCAL-Penn estimated 30- and 90-day postopera-

tive mortality at 11.1% and 13.6%. Given the risks of
either isolated cardiac surgery or LT with untreated se-
vere mitral valve disease, a combined operative ap-
proach was chosen.Nine months later, he underwent
simultaneous LT and mitral valve replacement on car-
diopulmonary bypass with ASD closure and left atrial
appendage clipping. Postoperative complications in-
cluded acute kidney injury requiring temporary CRRT,
atrial fibrillation, chyle leak, and transient hypotension.
He was extubated and weaned from vasopressors on
postoperative day (POD) 2, and he was discharged on
POD 16. At 6 months, he had no rehospitalizations and
excellent allograft function with normal liver enzymes.
Discussion: Coexisting advanced liver and cardiac
disease can create a therapeutic dilemma when the
severity of each condition increases the risk of ad-
dressing the other in isolation. Although cirrhosis-spe-
cific tools, such as VOCAL-Penn, are helpful to assess
risk, their performance remain unvalidated in these
populations since they were derived from non-trans-
plant data. Previously published single-center studies
report 1l-year survival of 73.3-74.2% following com-
bined LT and cardiac surgery, but improvements in
post-operative management mean outcomes are likely
better currently. Conclusion: Multidisciplinary coordi-
nation can overcome the therapeutic "catch-22" of con-
current advanced liver and cardiac disease, allowing
definitive treatment when sequential procedures are
deemed unsafe.

Table 1. Perioperative Trends in Liver Function and Mitral Valve Hemodynamics
¥

At time of Pre-op Discharge (post- 1-month f-month
referral op day 16) follow-up Tollow-up
Total bilirubin {mg/dl.) 46 49 0.8 0.5 0.4
Platelets (x10% pl) 120 182 210 153 149
INR (PT, sec) 1.5 (17.5) 1.5 (17.0} — —_ —_
| Creatinine (mg/dL) 13 1.2 1.7 1.9 1.3
Albumin (g/dL}) 22 24 1.9 14 43
Aspartate 1] Th 0 27 16
aminotransferase (U/L)
Alanine aminotransferase 57 38 M B 12
| i ]
MELD 3.0 22 2 —_ —_— —_
Mean mitral valve 1 7 6 - -
gradient (mmHg)

TRANSPLANT ASSOCIATED
THROMBOTIC MICROANGIOPATHY
IN A PEDIATRIC LIVER
TRANSPLANT RECIPIENT

Forum Patel* Alyssa Kriegermeier2

LAnn & Robert H. Lurie Children's Hospital of Chicago,
2Ann and Robert H. Lurie Children's Hospital of Chica-
go

Introduction: Transplant-associated thrombotic mi-
croangiopathy (TA-TMA) is characterized by endothe-
lial injury, microvascular thrombi, thrombocytopenia,
microangiopathic hemolytic anemia, and multiorgan
dysfunction. Although well described after hematopoi-
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etic stem cell transplantation (HSCT), TA-TMA may
also occur following solid organ transplantation. Poten-
tial triggers include ischemia-reperfusion injury, infec-
tion, calcineurin inhibitors and complement activation.
We describe a case of suspected TA-TMA post liver
transplant leading to graft loss and re-transplantation.
Case Presentation: A 3-year-old male with maple
syrup urine disease underwent a deceased-donor left
lateral segment liver transplant for recurrent metabolic
crises. Organ cold ischemia time was approximately 7
hours, with a warm ischemia time of 30 minutes. Im-
mediately after reperfusion, he developed severe is-
chemia-reperfusion injury with hemodynamic instabili-
ty, coagulopathy, and acidosis. On postoperative day
(POD) 1, he developed hypertension, thrombocytope-
nia, anemia, elevated LDH (3370), AKI, and 2+ schis-
tocytes. He had persistent hepatofugal portal vein (PV)
flow and hyperammonemia requiring CRRT. Comple-
ment levels demonstrated low C3/C4 and CH50, nega-
tive factor H antibody with markedly elevated soluble
C5b-9 (1730 ng/mL). Liver biopsy on POD2 demon-
strated 30-50% centrilobular necrosis without mi-
crovascular thrombi. Evaluation for rejection, infection,
primary non-function, and vascular complications was
unrevealing. These clinical and laboratory findings
strongly supported TA-TMA and therapeutic plasma
exchange (TPE) and eculizumab were initiated. De-
spite 3 doses of eculizumab, repeated TPE, and maxi-
mal CRRT, he had persistent graft failure and repeat
biopsy showed persistent centrilobular necrosis, ulti-
mately requiring repeat transplantation on POD 12.
Discussion: This case highlights TA-TMA as a rare
cause of early graft failure. Proposed TMA diagnostic
criteria include histologic microvascular
thrombi/endothelial injury or >= 4 of the 7 following fea-
tures: elevated LDH, schistocytes, de novo thrombocy-
topenia, de novo anemia, hypertension, proteinuria
and elevated sC5b9. Our patient met all 7 of the pro-
posed clinical criteria for TMA, and we hypothesize
that severe ischemia-reperfusion injury triggered en-
dothelial injury and complement dysregulation, leading
to progressive microvascular injury, necrosis and per-
sistent hepatofugal PV flow. Eculizumab, a monoclonal
antibody against C5, has demonstrated improved out-
comes and graft recovery in TMA, however, did not re-
sult in meaningful graft recovery in this patient. Con-
clusion: TA-TMA is a rare but graft and life-threaten-
ing complication post liver transplant. Clinical presen-
tation may overlap with several other etiologies of graft
dysfunction and clinicians but maintain a high degree
of suspicion for TA-TMA post-transplant.

INTERFERON-GUIDED

3680 |
JAK1/2 INHIBITION WITH
RUXOLITINIB FOR
STEROID-REFRACTORY REJECTION
AFTER PEDIATRIC LIVER
TRANSPLANTATION

Labdhi Sanghvi1 Xiao Peng1 Katarzyna Bigaj1

Lchildren's Hospital at Montefiore

Introduction: Steroid-refractory acute cellular rejec-
tion (ACR) after pediatric liver transplantation is difficult
to treat, and lymphodepletion carries substantial infec-
tious and metabolic toxicity. Ruxolitinib, aJAK1/2 in-
hibitor that blocks signaling downstream of type | and Il
interferons, is approved for steroid-refractory graft-ver-
sus-host disease, but experience in solid-organ rejec-
tion is limited. Wereport on its use for refractory ACR.
Case Presentation: A 15-year-old girl underwent or-
thotopic liver transplantation for acute liver failure; ex-
plant pathology revealed Autoimmune
Hepatitis/Primary Sclerosing Cholangitis overlap. At 5
months post-transplant, she developed steroid-refrac-
tory ACR requiring methylprednisolone and antithymo-
cyte globulin (ATG). She remained on tacrolimus, my-
cophenolate, and prednisone but could not be weaned
off steroids. Immune profiling revealed persistent in-
nate and adaptive activation with Thl-predominant in-
flammation and mixed type I/ll interferon activation;
IFN-y elevated at 13.3 pg/mL with CXCL9 in the refer-
ence range. At 18 months she re-presented with AST
182 and ALT 250 UJ/L; biopsy confirmed ACR (Banff
rejection activity index [RAI] 5/9). Despite repeated
pulse steroids, she had an inadequate response, with
enzymes worsening during taper. Repeat biopsy 2
weeks later showed RAI 5/9. Allograft tissue showed a
CD8+/CD103+ tissue-resident memory T-cell infiltrate.
ATG was considered, however there were concerns
for infection risk, given obesity (BMI 40.4 kg/m2), and
steroid-induced diabetes. Ruxolitinib 10 mg twice daily
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was started with antimicrobial prophylaxis and in-
creased to 15 mg twice daily. ALT fell from 199 to 68
U/L within 10 days. Transaminases normalized by
month 5 and remained normal through 8 months. Rux-
olitinib was reduced to 10 mg twice daily and pred-
nisone tapered from 60 mg twice daily to 5 mg daily,
without further episode of rejection or opportunistic in-
fection. Discussion: Ruxolitinib was chosen to attenu-
ate a broad, cytokine-mediated inflammatory response
rapidly and reversibly. JAK1/2 blockade interrupts with
interferon signaling directly downstream of the recep-
tor; while corticosteroids and lymphodepletion act fur-
ther upstream. Profiling showed type | interferon and
IFN-y elevation without a rise in CXCL9, suggesting a
broader inflammatory phenotype and supporting po-
tential benefit. Conclusion: In recurrent steroid-refrac-
tory pediatric liver allograft rejection with mixed type /1l
interferon activation, mechanism-directed JAK1/2 inhi-
bition was associated with durable biochemicalremis-
sion and substantial steroid sparing without oppor-
tunistic infection. Prospective evaluation in refractory
solid-organ rejection is warranted.

300

Serum aminotransferase (U/L)

—— AT —— AST Pulse cc

Figure 1. Serum aminotransferase trajectory before and after Ruxolitinib initiation. Two liver allograft biopsies (&)
five weeks apart each showed Banff RAI 5/9 despite pulse corticosteroids. Ruxolitinib was added on day 0, one day
inta a repeat methylprednisolone pulse, and increased to 15 mg twice daily on day 5. Three later transient ALT rises
((D@3) coincided with coronavirus infection and influenza; the third had no identified cause. AST and ALT
normalized by month 5 and remained normal through 8 months, permitting Ruxolitinib de-escalation and a
prednisone taper from 60 mg twice daily to 5 mg daily. Timeline is relative to Ruxolitinib initiation.

3681 | RECURRENT GENERALIZED
LYMPHATIC ANOMALY IN A
HEPATIC ALLOGRAFT

Spencer Y. Lin® Theresa A. Reno® Mikka A. Lankford*
Stephen Baker! Stuart Reynoldsl Manjushree
Gautam2

1Baylor All Saints Medical Center, 2Baylor Scott and
White Memorial Hospital

Introduction: Generalized Lymphatic Anomaly (GLA),
formerly hepatic lymphangiomatosis, is a rare disorder
of soft tissues, viscera, and bone caused by multifocal,
cystic dilation of lymphatic channels [1, 2]. It is often
misdiagnosed as Polycystic Liver Disease (PLD) on
imaging, but has histology positive for lymphatic en-
dothelial markers, such as D2-40 or PROX-1 [2, 3].
Here, we report the second case of GLA recurrence in
a hepatic allograft [4]. Case Presentation: A

61-year-old woman underwent deceased donor ortho-
topic liver transplant (OLT) for symptomatic PLD. Ex-
plant histology unexpectedly demonstrated GLA. Post-
transplant, she was maintained on sirolimus and my-
cophenolate mofetil. CT scan at 21 months post-trans-
plant revealed numerous round low-density lesions
throughout the allograft and a 6.5cm known splenic le-
sion which was originally 5.1cm 2 years prior. Serial
imaging over the following two years demonstrated
disease progression with extra-hepatic lesions in the
spleen, mesentery and lung, consistent with multifocal
GLA. Allograft biopsy at 47 months post-transplant
confirmed recurrent GLA with ductular proliferation and
possible cirrhosis. Immunohistochemistry was positive
for D2-40 and PROX1 lymphatic markers confirming
lymphatic endothelial immunophenotype. Due to con-
cern for cirrhosis, a repeat allograft biopsy at 48
months was performed which showed stage 2 fibrosis
with chronic passive congestion. Echocardiogram and
hepatic venogram were unremarkable, with a portosys-
temic gradient of 1. Lanreotide was initiated, and due
to the patient's extrahepatic disease, she was not a re-
transplant candidate. Discussion: To our knowledge,
this is the second reported case of GLA recurrence in
a hepatic allograft. In the present case, disease recur-
rence happened significantly earlier, 2 years versus 19
years post-transplant [4]. GLA is a developmental
anomaly of the lymphatic system caused by the activa-
tion of the PI3K-AKT-mTOR signaling pathway by so-
matic mosaic variants of genes including PIK3CA,
PIK3CB, and AKT3 [1]. Recurrence and progression
occurred despite maintenance sirolimus, an mTOR in-
hibitor, which is the mainstay treatment for GLA [2, 5].
This is consistent with reported outcomes, in which
only about half of patients achieve a partial radiograph-
ic response and none achieve a complete response
[5]. Conclusion: Cystic liver disease without support-
ing evidence, such as family history or renal cysts,
should increase concern for GLA and warrants further
investigation, including tissue diagnosis and lymphatic
endothelial marker testing. As one of only two reported
cases of allograft reoccurrence, post-transplant GLA is
poorly understood and requires future study to guide
management.
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Image 1. CT scan of the abdomen with numerous round low-density lesions in the allograft and a
6.5 cm splenic cyst.

o

Image 2. D2-40 immunochistochemical stain highlighting abundant, focally dilated lymphatic
spaces. [D2-40 10X]

3682 | LIVING DONOR LIVER
TRANSPLANTATION FOR HEPATIC
EPITHELIOID
HEMANGIOENDOTHELIOMA

Hunter Hines® Jan Petrasek® Krishna Venkata®
Carmen Landaverde® Lisa Pedicone® Fred Poordad®
Eugenia Tsail

1Texas Liver Institute

Introduction: Hepatic epithelioid hemangioendothe-
lioma (HEHE) is a rare malignant vascular tumor with
an incidence of 1-2 cases per million, variable behav-
ior, and no standardized treatment. Management in-
cludes systemic therapy, resection, and liver transplan-
tation. Case Presentation: A 48-year-old male without
liver disease was found to have a 16 cm segment IVb
liver mass on MRI obtained for isolated alkaline phos-
phatase elevation (131 U/L; reference 34-104) with
biopsy revealing bilobar HEHE. Initial therapy with be-
vacizumab was discontinued for nonresponse. Ab-
sence of macrovascular invasion, hilar lymphadenopa-
thy, and disease progression over 120 days suggested
low recurrence risk, prompting transplant evaluation.
The initial Model for End-Stage Liver Disease (MELD)
score was low, but his course was complicated by
worsening liver function and progressive portal hyper-

tension, including new ascites with superimposed As-
pergillus peritonitis. MELD ultimately peaked at 29
prompting living donor liver transplantation before fur-
ther decompensation.Explant pathology showed bridg-
ing fiboromyxoid stroma with spindle and atypical ep-
ithelioid cells positive for CD34, ERG, and CAMTAL,
consistent with HEHE, without features of sarcoma
(Figure 1A-C). Liver biopsy at one month for elevated
liver enzymes was negative for acute cellular rejection
or malignancy. The patient recovered well and was
transitioned to tacrolimus and sirolimus therapy for re-
nal sparing and potential antitumor effect. At 19
months, quarterly surveillance MRI revealed multiple
new hyperintense, hypoenhancing peripheral liver le-
sions typical of HEHE and concerning for recurrence
(Figure 1D), prompting pazopanib initiation. The pa-
tient remains on pazopanib at 25 months post-trans-
plant. Discussion: HEHE management remains non-
standardized given its rarity and variable behavior, with
systemic therapy showing modest efficacy. Transplant
candidates with HEHE often have disease too exten-
sive for resection, so selection bias likely explains low-
er survival versus non-transplant approaches (1- and
3-year survival 63% and 25% in transplantation versus
98% and 91% with medical and surgical treatment). In
select candidates, 5-year disease-free survival after
transplant can reach 80%, with a 25% recurrence rate.
Long-term outcomes parallel those after transplant for
hepatocellular carcinoma. Conclusion: Extensive or
bilobar disease alone should not exclude candidates
from transplant consideration. Given the risk of recur-
rence, lifelong surveillance is essential for early detec-
tion and treatment.
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3683 | REGRESSION OF
ADVANCED FIBROSIS FOLLOWING
INCRETIN-BASED THERAPY IN
PATIENTS WITH MASLD/MASH: A
TWO-CASE SERIES

Swecha P. Potharai1 Thomas Jensen? Kalpana

Devaraj

1University Of Colorado Anschutz medical campus,
2University of Colorado School of Medicine

Introduction: Glucagon-like peptide-1 receptor ago-
nists (GLP-1RAs) have transformed the management
of metabolic disease and obesity and are increasingly
recognized for their beneficial effects in metabolic dys-
function-associated steatotic liver disease (MASLD)
and metabolic dysfunction-associated steatohepatitis
(MASH). Emerging clinical trial data demonstrate im-
provement in hepatic steatosis, inflammation, and fi-
brosis with GLP-1RA therapy. The ESSENCE trial
evaluating semaglutide in patients with MASH and
F2-F3 fibrosis reported superior rates of MASH resolu-
tion and fibrosis improvement compared with placebo
over 72 weeks. Similarly, tirzepatide has demonstrated
histologic improvement in MASH and fibrosis regres-
sion in phase 2 studies. However, real-world
histopathologic evidence of regression of advanced fi-
brosis and cirrhosis remains limited. Case Presenta-
tion: Case 1. A 62-year-old woman with type 2 dia-
betes mellitus underwent liver biopsy in 2022, demon-
strating steatohepatitis with stage 4 fibrosis (NASH
CRN NAS 3/8). She was treated sequentially with
semaglutide for 4 years followed by tirzepatide for 1.5
years. Repeat liver biopsy showed patchy mild portal
inflammation with marked reduction in fibrosis, consis-
tent with regression from cirrhosis to stage 2-3 fibrosis.
Case 2: A 58-year-old woman with a past medical his-
tory significant for type 2 diabetes mellitus was initially
treated with exenatide and later transitioned to dulaglu-
tide in 2015. Initial liver biopsy performed in 2020
demonstrated steatohepatitis with evolving inflammato-
ry grade 2 disease, NAS 5/8, and extensive bridging fi-
brosis suspicious for evolving cirrhosis (stage 3-4 fibro-
sis). Repeat liver biopsy in 2026 demonstrated patchy
bridging fibrosis with nodularity, chronic hepatitis with
minimal activity, and no significant steatotic liver dis-
ease. The fibrosis pattern, in conjunction with the ab-
sence of ongoing steatotic liver disease and lack of el-
evated corrected sinusoidal pressure, was consistent
with incomplete septal fibrosis of partially regressed
cirrhosis. Discussion: These cases highlight the po-
tential ability for incretin-based therapy-mediated re-
versal of cirrhosis. Data from bariatric cohorts have
shown potential reversal of F4/Cirrhosis in some cases
(ie Lassailly et al., Gastroenterology, October 2020),
but there have not been reports of biopsy-proven re-

versal of MASH Cirrhosis with patients on Incretin ther-
apy before. Conclusion: This case series highlights
the potential for prolonged GLP-1RA therapy to induce
meaningful histologic regression of advanced fibrosis
and cirrhosis in patients with MASLD/MASH. These
findings support emerging evidence that incretin-based
therapies may alter the natural history of advanced
steatotic liver disease and underscore the need for
larger longitudinal studies evaluating fibrosis reversal
and long-term hepatic outcomes in such patients.

3684 | PROGRESSIVE FAMILIAL
INTRAHEPATIC CHOLESTASIS 10
DIAGNOSED IN AN INFANT:
IDENTIFYING THIS RARE VARIANT
AND MITIGATING FURTHER
COMPLICATIONS WITH EARLY
INTERVENTIONS

Upma Suneia1
1orlando Health/Arnold Palmer Hospital

Introduction:  Progressive  familial  intrahepatic
cholestasis (PFIC) comprises of a group of rare genet-
ic liver disorders that result in cholestasis to progres-
sive liver disease. We present a case of an infant with
PFIC 10 whose genetic cholestasis panel reported the
heterozygous variant in MYO5B gene. Case Presen-
tation: A 4 week old infant presented with new onset
jaundice and labs reported total/direct bilirubin of
8.3/5.6, Alanine Aminotransferase (ALT) 65, Aspartate
Aminotransferase (AST) 84. Gamma Glutamyl Trans-
ferase (GGT), thyroid function tests, coagulation
studies,newborn screen, urine analysis, Alpha 1 antit-
rypsin phenotype, ferritin were normal. Hepatobiliary
scan (HIDA scan) was reported as negative for biliary
atresia. Genetic cholestasis panel reported heterozy-
gous pathogenic MYO5B gene variant. Patient was
started on ursodiol and repeat labs improvement of
bilirubin. Discussion: Advances in next-generation
and whole-exome sequencing have expanded the
classic classification of PFIC into distinct genetic sub-
types. Among these, PFIC type 10
(PFIC10)-previously designated as PFIC6-is driven by
pathogenic variants in the MYO5B gene on chromo-
some 18g21.1. Loss of function variants in MYO5B.
impair the biliary bile acid secretion and cause toxic in-
tracellular bile acid retention. Biliary bile acid transport
defects in PFIC10 may be less absolute than in PFIC2,
particularly in patients carrying biallelic missense vari-
ants, making them receptive to interventions that block
intestinal bile acid reabsorption.Clinically, patients with
PFIC10 can present with isolated cholestatic liver dis-
ease with potential to progress to severe hepatic and
extra hepatic manifestations including severe congeni-
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tal enteropathies.Early precise molecular identification
is vital to mitigate liver damage, support growth and
treat severe pruritus symptoms with ursodeoxycholic
acid (UDCA) or Rifampicin. When conventional medi-
cal therapies fail, surgical options such as partial exter-
nal biliary diversion (PEBD) or liver transplantation are
historically utilized.The therapeutic landscape for pedi-
atric PFIC has evolved significantly with the introduc-
tion of selective ileal bile acid transporter (IBAT) in-
hibitors, such as odevixibat and maralixibat. Recent re-
al-world pediatric data evaluating odevixibat specifical-
ly in PFIC10 children with refractory pruritus demon-
strated robust clinical efficacy: odevixibat therapy led
to rapid normalization of serum bile acids and total
bilirubin within 3-6 months in the majority of patients.
Conclusion: Documenting pediatric PFIC10 cases
highlights the critical role of early genetic testing in low
GGT cholestasis, allowing for prompt initiation of tar-
geted IBAT inhibitor therapy and avoiding complica-
tions.

3685 | NODULAR REGENERATIVE
HYPERPLASIA AND
NON-CIRRHOTIC PORTAL
HYPERTENSION ASSOCIATED WITH
IGM HYPERGAMMAGLOBULINEMIA:
A CASE REPORT

Carlos Sanchez Gonzalez® Zeid Aboushaar® Haukur
Einarsson™ Otavio Cosendey Martins® Manal
Abdelmalek®

1Mayo Clinic, %Division of Gastroenterology and Hepa-
tology, Mayo Clinic, 3Mayo Clinic Rochester

Introduction: Nodular regenerative hyperplasia (NRH)
is a rare hepatic vascular disorder marked by diffuse
micronodular transformation of the parenchyma with-
out fibrous septation. It represents a histologic corre-
late of porto-sinusoidal vascular disorder and an un-
derrecognized cause of non-cirrhotic portal hyperten-
sion (NCPH), often associated with hematologic malig-
nancy, autoimmune disease, or microvascular injury.
We describe a case of NRH associated with marked
IgM  hypergammaglobulinemia due to smoldering
Waldenstrém macroglobulinemia (WM), suggesting Ig-
M-mediated microvascular obstruction as a contribut-
ing mechanism. Case Presentation: A 73-year-old
man with remote alcohol use (>30 years abstinent)
was referred for presumed cryptogenic cirrhosis after
presenting with new ascites and an incarcerated umbil-
ical hernia requiring emergent repair, alongside a 30-Ib
unintentional weight loss and marked muscle wasting.
Ascitic fluid showed a serum-ascites albumin gradient
>1.1 with low protein, and imaging revealed
splenomegaly (15 cm) and paraesophageal varices.

Serologic workup for autoimmune, metabolic, and viral
liver disease was negative. MR elastography showed
stage 2-3 fibrosis (3.95 kPa) without steatosis. Serum
IgM was markedly elevated at 2,920 mg/dL (normal
37-286), prompting a hematologic diagnosis of smol-
dering WM without indication for treatment. Transjugu-
lar biopsy demonstrated NRH with mild zone 3 fibrosis
and focal small portal vein attenuation, without signifi-
cant inflammation. Hepatic venography showed
diminutive hepatic veins with an HVPG of 7 mmHg.
The patient improved on carvedilol, torsemide, and
spironolactone. Discussion: This case illustrates NRH
as a cause of clinically significant NCPH with pre-
served synthetic function. The temporal association
between markedly elevated IgM and biopsy-confirmed
NRH supports paraprotein-mediated microvascular in-
jury and compensatory nodular hyperplasia, consistent
with prior reports linking NRH to lymphoproliferative
and monoclonal gammopathic disorders. Distinguish-
ing NRH from cirrhosis carries important prognostic im-
plications, given the risk of variceal hemorrhage, as-
cites, and spontaneous bacterial peritonitis despite
normal liver synthetic function. Conclusion: NRH
should be considered in patients with non-cirrhotic por-
tal hypertension and unexplained hypergammaglobu-
linemia. This case supports IgM-mediated microvascu-
lar obstruction as a mechanism in smoldering WM and
underscores the value of combined hepatologic and
hematologic evaluation.

3686 | REFRACTORY ASCITES AS
AN INITIAL PRESENTATION OF
POEMS-CASTLEMAN DISEASE

Fatima Warsame® Tiffany wul Angela Dispenzieri1

1Mayo Clinic Rochester

Introduction: Ascites is a common clinical finding
prompting referral to hepatology for evaluation of liver
disease. Although ascites most commonly occurs in
the setting of cirrhosis and portal hypertension, a com-
prehensive evaluation requires consideration for other
etiologies. POEMS syndrome is a rare paraneoplastic
disorder arising from a plasma cell neoplasm. Features
of this syndrome include polyradiculoneuropathy,
organomegaly, endocrinopathy, monoclonal protein el-
evation, and skin changes. Although the mechanism is
not fully understood, ascites in POEMS syndrome is
thought to arise from systemic vascular permeability
related to cytokine release and elevated vascular en-
dothelial growth factor. Case Presentation: A
44-year-old male presented for evaluation of recurrent
ascites requiring frequent large-volume paracentesis
and up to 60-pound weight loss. Physical examination
revealed anasarca with notable cachexia and skin hy-
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perpigmentation. Laboratory testing showed normal liv-
er chemistries and INR. Serum albumin was 3.2 g/dL.
Imaging showed hepatosplenomegaly, abdominopelvic
lymphadenopathy, and findings of volume overload
with body wall edema and moderate ascites. Ascitic
fluid studies showed albumin 2.3, total protein 3.6, and
negative cytology. The calculated serum-ascites albu-
min gradient was 0.9. A transthoracic echocardiogram
was unremarkable with normal right-sided pressures.
An upper endoscopy demonstrated portal hypertensive
gastropathy and endoscopic lymph node biopsies were
unrevealing. Liver biopsy demonstrated minimal sinu-
soidal dilation and mild perivenular fibrosis and was
otherwise unremarkable. PET-CT demonstrated nor-
mal FDG-avidity of mildly prominent mediastinal and
abdominopelvic lymph nodes, liver, and spleen. Bone
marrow biopsy noted normocellular bone marrow, in-
creased erythropoiesis and 1% blasts. Fat aspirate
was negative for amyloid. Ultimately, an excisional
biopsy of a 1.8 cm left inguinal node revealed reactive
lymphoid tissue with increased plasma cells, occasion-
al follicles with nonspecific Castleman-like changes
and high endothelial venules. Additional staining was
negative for EBV and HHV-8. Discussion: Multidisci-
plinary review of the case with hematology, rheumato-
gy, dermatology, and endocrinology culminated in a di-
agnosis of POEMS syndrome and idiopathic multi-cen-
tric Castleman disease. The patient received daratu-
mumab, bortezomib, lenalidomide, and dexametha-
sone (D-VRd) with resolution of ascites and was re-
ferred for autologous stem cell transplantation (SCT).
Conclusion: While myeloma-directed treatment fol-
lowed by SCT has improved survival, volume overload
related to capillary leak is a highly fatal manifestation
of POEMS syndrome. Hepatologists may be the first to
encounter patients with refractory ascites seen in PO-
EMS syndrome and should be aware of the diagnostic
considerations of this hematologic disorder.
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3687 | CONGENITAL
INTRAHEPATIC PORTOSYSTEMIC
SHUNT MASQUERADING AS
HEPATIC ENCEPHALOPATHY IN AN
ELDERLY PATIENT

Yasemin Hatice Balaban® Muhammed Kendal Akman?
Deniz SimgekI Burcu Giirbiiz* Abdurrahman Ozkan®
ibrahim Ethem Giiven* Muhammed Bahaddin Durak®
Cem Simsek’ Fatma Gonca Eldem® Cenk
Sékmensiier® Yasemin Balaban®

1Hacettepe University Faculty Of Medicine, 2Hacettepe
University School of Medicine, 3Hacettepe University

Introduction: Congenital intrahepatic portosystemic
shunts (CIPSS) are rare vascular anomalies that divert
portal blood directly into the systemic circulation, by-
passing the liver metabolism. Most cases are diag-
nosed in childhood, whereas presentation with overt
hepatic encephalopathy in an elderly patient without
cirrhosis is exceedingly uncommon. Case Presenta-
tion: A 74-year-old man with hypertension and toxic
multinodular goiter presented to the emergency de-
partment with unresponsiveness, impaired communi-
cation, and gait disturbance. Neurological evaluation
revealed no structural or other neurological abnormali-
ty sufficient to explain the encephalopathy, except for
hyperammonemia with a peak of 206 pg/dL. Liver
function tests, viral and autoimmune hepatitis serology,
and tumor markers were all normal, with no clinical
findings suggestive of cirrhosis. Abdominal MRI/MRCP
showed a 3x2 cm segment VII lesion with delayed en-
hancement, a relatively small left lobe, and normal bil-
iary tree. Triphasic CT reclassified it as a portohepatic
vascular shunt with aneurysmal dilatation (~37x30
mm), with segment IV atrophy and caudate hypertro-
phy consistent with chronic portosystemic shunting.
Doppler confirmed a fistula between the right posterior
portal branch and right hepatic vein with aneurysmal
dilation; no ascites noted. Biopsy showed preserved
architecture without fibrosis, excluding cirrhosis as the
cause of HE. With antibiotics and HE therapy, con-
sciousness improved, but HE recurred with intercurrent
infections. After multidisciplinary review, resection and
transplantation were unsuitable, and embolization was
recommended as the definitive treatment. Discussion:
CIPSS may present in advanced age with recurrent hy-
perammonemic HE despite preserved liver function
and the absence of cirrhosis. The clinical presentation
may closely resemble decompensated cirrhotic HE,
while cross-sectional imaging may also initially raise
concern for a focal hepatic neoplasm. Recognition of
the vascular nature of the lesion, together with sec-
ondary morphological findings such as segmental he-
patic atrophy and caudate lobe hypertrophy, was es-
sential for establishing the diagnosis. Liver biopsy fur-

ther demonstrated preserved hepatic architecture with-
out fibrosis, helping exclude cirrhosis as the underlying
cause. Conclusion: CIPSS is classically diagnosed in
childhood, it may remain clinically silent for decades
and first become symptomatic in elderly patients. In
patients with otherwise unexplained hyperammonemic
encephalopathy and no evidence of cirrhosis, CIPSS
should therefore be considered in the differential diag-
nosis. Careful evaluation with vascular-phase imaging,
supplemented by histopathological assessment when
clinically indicated, can facilitate accurate diagnosis of
this potentially treatable cause of non-cirrhotic hepatic
encephalopathy.

3689 | HEPATIC AMYLOIDOSIS
PRESENTING AS ABNORMAL LIVER
ENZYMES WITH COEXISTENT
NODULAR REGENERATIVE
HYPERPLASIA

Carlos Elizondo Alatorre® Julio C. Valencia Manrique1
Jennifer Harley

INYC Health and Hospitals / Metropolitan Hospital
Center

Introduction: Hepatic amyloidosis is a rare, underrec-
ognized cause of abnormal liver enzymes that can be
missed on noninvasive testing. LECT2-type amyloido-
sis, from deposition of leukocyte chemotactic factor 2,
disproportionately affects Hispanic patients and is pre-
dominantly reported as renal disease. NRH, a noncir-
rhotic vascular injury from microvascular obliteration,
has rarely been described with hepatic amyloidosis,
and coexistence with LECT2 amyloidosis is not well
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characterized. Case Presentation: A 62-year-old His-
panic woman with obesity, hyperlipidemia, hyperten-
sion, CKD stage 3, and rheumatoid arthritis (RA) was
referred for chronically abnormal liver enzymes.
ALT/AST peaked at 116/119 U/L, then normalized,
while ALP persisted at 110-137 U/L. She was clinically
compensated without jaundice, ascites, or stigmata of
chronic liver disease. Ultrasound was unremarkable,
but transient elastography showed grade 3 steatosis
and F4-range liver stiffness, discordant with clinical
status. ANA was 1:160, IgG 1797 mg/dL, and PBC
workup was negative. Given inconclusive testing and
concern for AIH, MASLD, or AMA-negative PBC, liver
biopsy was performed, showing globular eosinophilic
portal and lobular deposits with apple-green birefrin-
gence on Congo red stain, confirming amyloid. Im-
munostaining for serum amyloid A, kappa, and lambda
light chains was negative, excluding AL and AA sub-
types; findings were consistent with LECT2-type amy-
loidosis. Reticulin staining showed alternating hyper-
trophic and atrophic hepatocyte plates diagnostic of
NRH, with no significant fibrosis, contrasting with the
elastography-predicted F4 stage. Discussion: Amy-
loid deposition preferentially involves portal tracts and
perisinusoidal spaces, producing a cholestatic pattern
without hepatocellular necrosis, mirroring this patient's
enzyme pattern. Noninvasive evaluation was mislead-
ing: F4-range elastography was histologically unsub-
stantiated, likely reflecting amyloid-driven viscoelastic
change rather than true fibrosis. NRH has been linked
to autoimmune disease, including RA, and rarely to
systemic amyloidosis, but to our knowledge, this is the
first reported case of coexistent LECT2 amyloidosis
and NRH. RA and amyloid may have acted synergisti-
cally here, and absence of fibrosis should not reassure
clinicians of low portal hypertension risk. Conclusion:
Hepatic amyloidosis should be considered in Hispanic
patients with unexplained cholestatic liver enzymes,
especially when noninvasive fibrosis assessment is
discordant with the clinical picture. This appears to be
the first reported instance of these two entities occur-
ring together, a finding with clinical relevance since
noncirrhotic portal hypertension may develop indepen-
dently of fibrosis stage. Liver biopsy remains essential
when noninvasive evaluation is inconclusive.

3690 | A RARE AND
LIFE-THREATENING CAUSE OF
MULTISYSTEM INFLAMMATION:
HEMOPHAGOCYTIC
LYMPHOHISTIOCYTOSIS

Rowaid Touza® Rowaid Touza?® Phil PA. Assad® Rafe
—_— ==
Affas” Leonid LS. Shamban?

'Hawler Medical University- College of Medicine,
2Hean Ford Providence Hospital, 3University of Michi-
gan, "Michigan State University - College of Osteo-
pathic Medicine

Introduction: Hemophagocytic lymphohistiocytosis
(HLH) is a rare and potentially fatal hyperinflammatory
syndrome characterized by uncontrolled activation of
macrophages, histiocytes, and cytotoxic lymphocytes,
resulting in progressive systemic inflammation and
multiorgan dysfunction. HLH may occur as a primary
genetic disorder or as secondary HLH triggered by ma-
lignancy, infection, autoimmune or autoinflammatory
disease, immunodeficiency, or other underlying condi-
tions. Although the HLH-2004 diagnostic criteria re-
main widely used, their application in adults presents
challenges because of substantial clinical overlap with
other critical illnesses, including sepsis and multiorgan
dysfunction syndromes. Case Presentation: A
67-year-old man with hypertension and hyperlipidemia
presented with recurrent seizure-like activity following
one week of weakness, fatigue, and diarrhea. Evalua-
tion revealed pancytopenia (WBC 2.1 K/uL, hemoglo-
bin 9.9 g/dL, platelets 23 K/uL), hemolysis (haptoglobin
<10 mg/dL, LDH 942 U/L), severe hyperbilirubinemia
(total bilirubin 23.1 mg/dL), hepatic dysfunction, coagu-
lopathy (INR 1.9), hypertriglyceridemia (692 mg/dL),
and acute kidney injury (creatinine 3.49 mg/dL), raising
concern for acute liver failure. Neurologic and infec-
tious evaluations were unrevealing. Ferritin was
15,169 ng/mL; bone marrow biopsy showed hypercel-
lularity with possible hemophagocytosis, while CT
showed mild splenomegaly and ascites. Secondary
HLH was suspected (H-score 220; 93-96% probabili-
ty). Despite dexamethasone and etoposide, he devel-
oped progressive multiorgan failure requiring
hemodialysis, mechanical ventilation, and vasopres-
sors, ultimately dying after transition to comfort care.
Discussion: HLH is a rare, rapidly progressive hyper-
inflammatory syndrome requiring early recognition to
prevent irreversible organ damage and death. In
adults, it may mimic sepsis, malignancy, infection, or
acute liver failure (ALF). Hepatic involvement is com-
mon and may present with hepatocellular, cholestatic,
or mixed injury. In patients with severe hepatic dys-
function, concurrent cytopenias, marked hyperferritine-
mia, hypertriglyceridemia, splenomegaly, or
hemophagocytosis should prompt consideration of
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HLH. Diagnostic tools, including HLH-2004 criteria and
the HScore, support early recognition. Treatment tar-
gets immune hyperactivation and underlying triggers,
with dexamethasone and etoposide used in severe
disease. Conclusion: Hemophagocytic lymphohistio-
cytosis is a potentially fatal hyperinflammatory disease
whose main issue is that it can be difficult to recognize
in adults due to its ability to mimic other types of ill-
nesses. Earlier evaluation may prevent organ dysfunc-
tion or death in many, high-risk patients.

3691 | 3.5 YEARS LATER: AN
UNUSUALLY DELAYED CASE OF
RIVAROXABAN-INDUCED
CHOLESTATIC LIVER INJURY

Maria A. Alvarenga1
1UMKC Internal Medicine

Introduction: Idiosyncratic rivaroxaban-induced liver
injury (DILI) is rare and classically rapid: published co-
horts report onset between 2 and 180 days (median 15
days). We describe cholestatic hepatotoxicity emerg-
ing after 3.5 years of stable rivaroxaban use, exceed-
ing the longest previously reported latency of 180
days. Case Presentation: A 56 year old woman with
type 2 diabetes, hypertension, and peripheral arterial
disease on rivaroxaban 20 mg daily for 3.5 years pre-
sented with jaundice and abdominal pain. She had
been hospitalized 3 weeks earlier for similar findings,
at which time all her medications were held (rivaroxa-
ban 20 mg daily, insulin, lisinopril 40 mg daily, amlodip-
ine 10 mg daily, no statin due to myalgias, and a re-
cently started multivitamin). Liver function tests im-
proved modestly; the culprit was thought to be the re-
cently started multivitamin, which was thereafter dis-
continued. However, jaundice recurred within 2 weeks.
Labs showed a hyper-cholestatic pattern: total bilirubin
9.0 mg/dL, GGT 1,919 U/L, alkaline phosphatase
1,199 U/L, ALT/AST 118/111 U/L, R-factor 0.4. Viral
hepatitis serologies, AMA, and SMA were negative;
ANA was weakly positive (1:80). Magnetic resonance
cholangiopancreatography (MRCP) excluded biliary
obstruction. Even during the second admission, ri-
varoxaban was initially dismissed as a cause given
3.5-year duration of use, but was incidentally held for
liver biopsy. Biopsy showed neutrophilic cholangitis,
ductal proliferation, and stage 2 fibrosis consistent with
a biliary-pattern drug reaction. Within 48 hours of hold-
ing rivaroxaban, bilirubin and alkaline phosphatase im-
proved dramatically, and continued to improve and
normalize after resuming all other home medicines;
she was transitioned to apixaban without recurrence of
liver injury. Discussion: The offending agent here was
identified only by accident: rivaroxaban was held for a

procedure, not on clinical suspicion, since its long du-
ration of use had already taken it off the differential.
This incidental hold functioned as a de facto dechal-
lenge and revealed the true cause after a prior admis-
sion had wrongly implicated a multivitamin. Once ob-
struction was ruled out on MRCP, biopsy showing neu-
trophilic cholangitis and ductal proliferation suggestive
of biliary pattern drug reaction, along with the timeline
of LFT resolution while rivaroxaban was held and all
other medicines resumed, were essential to make the
diagnosis. Published case series only report rivaroxa-
ban-associated DILI latency up to 180 days; this case
exceeds that window by over 1,000 days. Conclusion:
Duration of use alone should not be used to rule out ri-
varoxaban from the differential for cholestatic liver in-
jury once obstruction is ruled out; drug hold, for a pro-
cedure or otherwise, can function as diagnostic
dechallenge and should prompt reassessment of
causality. Biopsy is warranted whenever a biliary-pat-
tern injury mimics cholangitis and imaging is unreveal-
ing.
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3692 | VETERINARY
ANTIPARASITICS FOR A
SOCIAL-MEDIA "ANTICANCER"
PROTOCOL: A TWO-PATIENT
SERIES OF
FENBENDAZOLE-ASSOCIATED
ACUTE LIVER FAILURE

Kyle Pierce® Leith Ghani® Ma Ai Thanda Han”
Mohamed Mostafa® Sunhee Jung3

1University of Arizona - Phoenix, 2University of Arizona
College of Medicine Phoenix, 3University of Arizona
College of Medicine

Introduction: Drug-induced liver injury (DILI) is a lead-
ing cause of acute liver failure (ALF), yet veterinary an-
tiparasitics are rarely implicated and are unapproved
for human use. We present two women who developed
severe DILI after self-administering fenbendazole (one
with concurrent ivermectin) for a social-media "anti-
cancer" protocol, a misinformation-driven hazard.
Case Presentation: Both were women in their 60s
with hypothyroidism. Patient 1 took ivermectin paste
1.87% for ~6 months and fenbendazole 444 mg daily
for 2 months for cancer prevention, then developed se-
vere acute hepatocellular injury (aspartate/alanine
aminotransferase [AST/ALT] 2,924/3,396 U/L; total
bilirubin 18.7 mg/dL; international normalized ratio
[INR] 3.0). Autoimmune and infectious workups were
unremarkable. Liver biopsy showed active hepatitis
with ~70% confluent necrosis and stage 4 fibrosis; he-
patic venous pressure gradient was 21 mmHg, reveal-
ing unrecognized cirrhosis (Figure 1). She progressed
to acute-on-chronic liver failure (ACLF) with en-
cephalopathy, renal and respiratory failure, and septic
shock, was deemed transplant-ineligible, and died. Pa-
tient 2, with rheumatoid arthritis, took fenbendazole
444 mg daily for several months and presented with
ALF (AST/ALT 1,079/767 U/L; INR 2.32). Endoscopic
ultrasound and endoscopic retrograde cholangiopan-
creatography excluded obstruction and malignancy de-
spite incidental gastric thickening and adenopathy; vi-
ral serologies were negative and antinuclear antibody
was low-titer. She underwent liver transplantation; ex-
plant confirmed hepatocyte dropout necrosis and
bridging fibrosis (Figure 1). Discussion: Fenbenda-
zole, a veterinary benzimidazole, lacks human ap-
proval or efficacy data, yet online promotion as cancer
therapy drives self-use; reported hepatotoxicity is rare
and usually reversible. lvermectin is generally hepa-
to-safe but may injure the liver at prolonged veterinary
doses. These cases extend the spectrum to biopsy-
confirmed, life-threatening injury and show that out-
come hinges on background liver health: DILI on silent
cirrhosis precipitated fatal ACLF in Patient 1, whereas
ALF in Patient 2, without cirrhosis, was salvaged by

transplantation. Concurrent agents preclude single-a-
gent causality but reflect real-world self-dosing. Man-
agement rests on early recognition, medication recon-
ciliation probing supplements and veterinary products
patients deem "natural," prompt drug withdrawal, and
timely transplant evaluation. Conclusion: Unsuper-
vised veterinary antiparasitics can cause DILI leading
to acute liver failure and death. In unexplained liver in-
jury, clinicians should suspect hepatotoxic exposures,
take a supplement and veterinary-product history, stop
offending agents, and engage hepatology early, while
public-health efforts counter the driving misinformation.

Patient 1 — DILI on unrecognized cirrhosis; fatal ACLF (transjugular biopsy)

bt

3693 |
VARICEAL HEMORRHAGE IN
DECOMPENSATED
ALCOHOL-RELATED CIRRHOSIS

CATASTROPHIC ECTOPIC

Luis A. Morales® Husayn F. Ramji1 Sarosh Dint Molly
Delk

Hulane University

Introduction: Ectopic varices are portosystemic collat-
erals outside the gastroesophageal region caused by
portal hypertension. Though they account for only
1-5% of variceal bleeds, hemorrhage can be
life-threatening and difficult to localize or manage. We
present a case of ectopic colonic variceal hemorrhage
following treatment of rectal varices. Case Presenta-
tion: A 45-year-old male with hepatitis C, decompen-
sated alcohol-related cirrhosis with ascites, grade llI
esophageal varices, and rectal varices presented with
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lower Gl bleeding, hemoglobin of 3, abdominal disten-
sion, nausea, emesis, and hematochezia. Sigmoi-
doscopy at an outside hospital showed bleeding rectal
varices treated with band ligation. He was transferred
for ongoing bleeding. Initial vitals: blood pressure
99/67, heart rate 119, hemoglobin 6 despite 2 units
transfused, MELD 33. Course was complicated by
shock and worsening distension, with repeat hemoglo-
bin of 5 unresponsive to transfusion. Computed tomog-
raphy angiography (CTA) showed hemoperitoneum
with active extravasation along the right paracolic gut-
ter, concerning for ectopic ascending colonic variceal
hemorrhage. He underwent emergent embolization of
varices surrounding the cecum. His abdomen then be-
came markedly distended and rigid; drain placement
evacuated 13 liters of blood. Despite massive transfu-
sion, he expired of hemorrhagic shock. Discussion:
This case highlights the challenges of ectopic intra-ab-
dominal variceal hemorrhage. Unlike gastroe-
sophageal varices, ectopic colonic varices are often
endoscopically inaccessible and may evade angio-
graphic localization due to diffuse collateralization. No
established guidelines exist; treatment typically re-
quires multidisciplinary collaboration among gastroen-
terology, interventional radiology, and surgery. Options
include embolization, TIPS, and balloon-occluded ret-
rograde transvenous obliteration; our patient was not a
TIPS candidate given MELD of 33. This case illustrates
the limits of embolization in advanced portal hyperten-
sion: extensive embolization risks bowel ischemia,
while isolated embolization without portal decompres-
sion may raise collateral pressures and precipitate re-
current hemorrhage. Conclusion: Ectopic colonic
varices are a rare but potentially fatal cause of Gl hem-
orrhage in decompensated cirrhosis, requiring height-
ened suspicion, early multidisciplinary care, and recog-
nition of limited options when portal decompression is
not feasible.

3694 |
OBSTRUCTIVE JAUNDICE
SECONDARY TO CLONORCHIASIS
IN A NON-ENDEMIC SETTING

AN UNUSUAL CASE OF

Kyra L. Yamamoto® Pradeep C. Koripella2 Andrga

Kirmaier” Jamila H. Champsi4 Nizar A. Mukhtar

lkaiser Permanente San Francisco Medical Center,
2Department of Gastroenterolo% , Kaiser Permanente
San Francisco Medical Center, “Department of Pathol-
ogy, The Permanente Medical Group, 4Department of
Infectious Diseases, Kaiser Permanente South San
Francisco Medical Center

Introduction: Clonorchis sinensis is a fish-borne
trematode endemic to East/Southeast Asia, transmit-
ted via raw or undercooked freshwater fish. Chronic in-
fection causes mechanical and inflammatory injury of
the intra- and extrahepatic bile ducts and is associated
with obstructive jaundice, cholecystitis, cholelithiasis,
cholangitis, and is a well-established risk factor for
cholangiocarcinoma. Case Presentation: A
69-year-old Cantonese-speaking male who immigrated
from Southern China in 2018 with a history of chronic
Hepatitis B, cholelithiasis, and active tobacco use, was
referred to Hepatology for elevated LFTs (AST 357,
ALT 142, ALP 607, Thili 2.7) and ultrasound showing
numerous large hepatic cysts in the setting of recent
travel to China. CT showed hepatic cysts up to 15cm
and pancreatic duct enlargement. Initial workup was
notable for equivocal E. histolytica 1gG and positive
Echinococcus 1gG with mild eosinophilia. Infectious
Disease felt E. histolytica IgG was a false positive, and
confirmatory Echinococcus ElA/western blot was neg-
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ative. No treatment was given, and he was eventually
lost to follow-up.Seven months later, he presented with
a week of epigastric discomfort, nausea, vomiting, and
diarrhea. Exam showed epigastric tenderness and
scleral icterus. Initial Thili was 16.9, peaking at 32.4
during this admission. MRI showed hepatic cysts
(largest 17cm) with marked bilateral intrahepatic ductal
dilation, likely from mass effect. IR drainage of the
largest cyst yielded 2.3L of non-purulent bilious fluid
and Thili fell to 14.9 by discharge. Cytology showed
eggs consistent with Clonorchis or Opisthorchis,
though travel history to China supported a diagnosis of
clonorchiasis. He completed 3 days of praziquantel,
with eventual Thili normalization. The drain was re-
moved two months later and follow-up MRI and CT
showed stable to mildly enlarged cysts. Discussion:
We report a case of obstructive jaundice due to
clonorchiasis in a Chinese immigrant presenting in a
non-endemic region, illustrating the diagnostic chal-
lenge posed by parasitic biliary disease outside en-
demic areas. C. sinensis infection can be diagnosed by
detection of eggs on stool O&P or cytologic examina-
tion of bile, serology, or PCR. Praziquantel remains
first-line management, with procedural intervention in-
dicated for hepatobiliary complications. Long-term
cholangiocarcinoma surveillance is also important giv-
en the malignant potential of chronic infection. Conclu-
sion: While less common in non-endemic regions,
clonorchiasis remains an important diagnostic consid-
eration for obstructive jaundice, especially among im-
migrant or refugee populations of the US that may car-
ry chronic, undiagnosed infections from their country of
origin, particularly given its strong association with ma-
lignancy.

3695 |

A PLASMA CELL-RICH
DIAGNOSTIC TRAP: HEPATIC
BARTONELLOSIS MIMICKING
AUTOIMMUNE HEPATITIS

Michel Toutoungy1 McKayla Courtney1 Ludovic Saba®
Marlyn J. Mayo

1University of Texas Southwestern Medical Center
Introduction: Hepatic bartonellosis is rare, and pre-
dominantly described in the literature as a granuloma-

tous hepatitis or bacillary peliosis. This case is notable
for a distinctly different plasma cell-rich, autoimmune
hepatitis (AIH)-like pattern that could have led to inap-
propriate escalation of immunosuppression during oc-
cult infection. Case Presentation: A 40-year-old wom-
an with immunoglobulin (Ig) A nephropathy on
tacrolimus and mycophenolate presented with 3 weeks
of daily fever to 40.5°C and headache. Chest and ab-
dominal computed tomography showed lower-lobe
consolidation,  mediastinal/hilar and  periportal
adenopathy, and no biliary obstruction.
Vancomycin/piperacillin-tazobactam did not improve
fever. Alkaline phosphatase (ALP) rose from 188 to
470 U/L as aminotransferases fell and bilirubin re-
mained normal. The differential included infection, AlH,
drug injury, and malignancy. Given concern for infec-
tion, mycophenolate was held and immunosuppression
was not intensified. Pruritic wheals developed, and
skin biopsy showed leukocytoclastic vasculitis. Liver
biopsy showed plasma cell-rich portal/lobular hepatitis,
interface activity, and central perivenulitis supporting
AlH, plus a rare non-necrotizing granuloma suggesting
infection. Three weeks post-discharge, further history
revealed >15 cats, home fleas, and a possible cat
scratch. B. henselae IgG was >1:1024 and IgM 1:128.
Blood polymerase chain reaction was negative, sup-
porting probable hepatic B. henselae infection. Doxy-
cycline initially improved fever. Six weeks later, recur-
rent fever, headache, and weakness prompted
azithromycin. Four months later, persistent fever, fa-
tigue, and headaches despite dual therapy prompted
rifampin and thus tacrolimus dose escalation. After 11
months of total therapy, symptoms resolved and
aminotransferases normalized. Discussion: Most prior
reports of hepatic bartonellosis describe granuloma-
tous hepatitis or bacillary peliosis, whereas this case
was dominated by plasma cell-rich portal and lobular
hepatitis with interface activity and central perivenulitis,
closely resembling AIH. The cholestatic biochemical
pattern, persistent fever, adenopathy, vasculitis, and
rare granuloma created a clinicopathologic mismatch
that favored infection over primary AlH. Because Bar-
tonella was not demonstrated in liver tissue, the diag-
nosis remains probable rather than microbiologically
confirmed. Conclusion: This case highlights an under-
recognized AlH-like phenotype of hepatic bartonel-
losis. In immunosuppressed patients, interpreting plas-
ma cell-rich interface hepatitis as primary AlH without
reconciling discordant systemic and cholestatic find-
ings may lead to inappropriate escalation of immuno-
suppression and worsening of occult infection. Recog-
nition of this mimic should prompt careful exposure his-
tory and targeted Bartonella evaluation before im-
munosuppression is intensified.
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3696 | SPONTANEOUS
HEMOPERITONEUM REVEALING
MULTIFOCAL HEPATOCELLULAR
CARCINOMA IN A PATIENT
WITHOUT PREVIOUSLY
RECOGNIZED CIRRHOSIS

Jorge Pacheco Oliva® Ninoska I. Meléndez Rodriguez2

Abel Sanchez

1Hospital Roosevelt, Guatemala, 2Hospital Roosevelt
Guatemala

Introduction: Spontaneous hemoperitoneum is an un-
common but severe presentation of hepatocellular car-
cinoma (HCC), particularly in patients without previ-
ously recognized cirrhosis. Rapid identification of neo-
plastic bleeding is essential, as clinical stability may
mask significant intraperitoneal hemorrhage. Case
Presentation: A 70-year-old man with hypothyroidism
and remote alcohol use presented with sudden ab-
dominal pain and rapidly progressive distension. He
was pale but hemodynamically stable. Laboratory eval-
uation showed acute anemia (Hb 7.8 g/dL), marked
transaminase elevation (AST 880 U/L, ALT 762 U/L),
cholestasis (ALP 310 U/L, GGT 420 U/L), and INR 1.4.
Viral hepatitis serologies were negative, and no clinical
features of cirrhosis were present.Contrast-enhanced
CT revealed a large irregular hepatic mass involving
multiple segments with heterogeneous arterial en-
hancement, portal-phase hyperenhancement, and de-
layed washout. Multiple smaller lesions with similar
characteristics were scattered throughout the liver.
High-density intraperitoneal fluid consistent with
hemoperitoneum was present, with a subcapsular seg-
ment VI lesion suspected as the bleeding source. Fig-
ure 1. AFP measured 125 ng/mL.Because transarterial
embolization was unavailable and the patient remained
stable, conservative management was pursued. Biop-
sy of the dominant lesion confirmed well-differentiated
HCC. Given multifocal tumor burden and recent hem-
orrhage, curative options were not feasible, and care
focused on supportive management. Discussion:
Spontaneous hemoperitoneum due to HCC rupture is
rare and may be the first manifestation of underlying
liver disease. Subcapsular hypervascular tumors are
particularly prone to rupture. In noncirrhotic patients,
multifocal hepatic lesions may initially mimic metastatic
disease, and LIRADS criteria cannot be applied, mak-
ing histologic confirmation essential. This case also il-
lustrates challenges in resource-limited settings where
embolization is unavailable, requiring reliance on con-
servative stabilization even in potentially life-threaten-
ing hemorrhage. Conclusion: Spontaneous hemoperi-
toneum may reveal multifocal HCC in patients without
previously recognized cirrhosis. Maintaining a broad
differential and recognizing imaging patterns of tumor

rupture are critical to avoid misdiagnosis and guide
timely management.

3697 | STAGE IVB CLASSIC
HODGKIN LYMPHOMA PRESENTING
AS ACUTE CHOLESTATIC LIVER
FAILURE: DIAGNOSTIC AND
THERAPEUTIC CHALLENGES IN
FRAIL COMORBID PATIENTS

Sujay Singh1

!Eisenhower Health

Introduction: Hepatic involvement in classic Hodgkin
lymphoma (cHL) as the primary manifestation of acute
cholestatic liver failure is rare and associated with a
dismal prognosis. Diagnosing lymphomatous liver infil-
tration in elderly multimorbid patients is clinically com-
plex, as features can mimic post-cardiac passive con-
gestion, sepsis, or drug-induced liver injury. Case Pre-
sentation: An 82-year-old male with end-stage renal
disease on hemodialysis, JAK2/TET2 polycythemia
vera, and severe aortic stenosis status-post tran-
scatheter aortic valve replacement (TAVR) presented
with progressive jaundice, dark urine, and abdominal
distension. Laboratory workup revealed marked
cholestatic liver failure with total bilirubin rising rapidly
from 5.8 to 19.5 mg/dL, alkaline phosphatase of 655
U/L, AST 73 U/L, ALT 57 U/L, and coagulopathy (INR
1.6). Leukocytosis surged from 15.1 to 46.2 x 103/uL,
with persistent thrombocytopenia (68-95 x 103/uL). Vi-
ral hepatitis serologies were negative. Abdominal
imaging showed mild hepatomegaly, severe
splenomegaly, portal hypertension (portal vein 14
mm), and extensive retroperitoneal/periportal lym-
phadenopathy without biliary ductal dilatation. A unify-
ing diagnosis of Stage IVB classic Hodgkin lymphoma
with hepatic infiltration was established. Given multi-or-
gan failure and frailty, curative-intent chemoim-
munotherapy (nivolumab-AVD/gemcitabine) was un-
safe. Management focused on a time-limited dexam-
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ethasone prephase (20 mg daily) to mitigate hepatic in-
filtration, alongside rasburicase for high-risk tumor lysis
syndrome (uric acid 14.3 mg/dL) and hemodialysis.
Discussion: Managing hepatic cHL in elderly patients
with multi-organ failure presents a clinical paradox: the
necessity for rapid cytoreduction to reverse liver failure
versus the high risk of treatment-related mortality with
standard chemotherapy. Diagnostic vigilance is re-
quired to identify lymphomatous infiltration when imag-
ing is non-specific. Multidisciplinary coordination be-
tween hepatology, oncology, and palliative care is es-
sential to navigate these complexities in frail popula-
tions. Conclusion: In cases of acute cholestatic liver
failure due to suspected lymphoma in fragile patients,
a corticosteroid prephase serves as a critical diagnos-
tic and therapeutic bridge. This approach facilitates
stabilization and helps clinicians assess the potential
for organ recovery before committing to more inten-
sive, curative-intent interventions.

3698 | WHEN TIMING MATTERS:
REASSESSING CEFTRIAXONE AS
THE CAUSE OF SEVERE ACUTE
HEPATOCELLULAR INJURY

Thomas Viji Pulickal® Michael J. Barbarito® Sima

Vossough Teehan

1NYMC, St Clare St Mary hospital, 2University of Flori-
da

Introduction: Acute severe hepatocellular injury after
antibiotic exposure is often labeled drug-induced liver
injury (DILI), but causality can be misleading when
multiple medications are administered over a short in-
terval. Case Presentation: A 46-year-old woman with
type 2 diabetes, dyslipidemia, prior Roux-en-Y gastric
bypass, and cholecystectomy presented with abdomi-
nal pain, nausea, and vomiting. CT showed ileus ver-
sus early partial small-bowel obstruction with hep-
atomegaly and steatosis. Admission liver chemistries
were normal (AST 17 U/L, ALT 25 U/L, ALP 99 U/L, to-
tal bilirubin 0.2 mg/dL). Within 24 hours, AST in-
creased to 1,633 U/L and ALT to 2,013 U/L, with ALP
241 U/L and bilirubin 2.2 mg/dL (R ratio 20.9). INR re-
mained normal, and there was no encephalopathy.
Hepatitis A-C serologies, ANA, smooth-muscle anti-
body, ceruloplasmin, CK, lactate, cultures, and hepatic
Doppler were unrevealing. Ceftriaxone was initially
suspected; however, the first dose preceded the mea-
sured peak by only 11.5 hours, and a second dose
was administered after the peak while aminotrans-
ferases were already declining, without rebound. A
serum acetaminophen concentration was detectable at
11.3 pg/mL despite no inpatient acetaminophen ad-
ministration, suggesting unrecognized pre-admission

exposure. Discussion: Updated RUCAM classified
ceftriaxone only as possible, not probable, DILI. The
short latency, continued biochemical improvement de-
spite repeat ceftriaxone exposure, and concurrent ac-
etaminophen exposure weakened the case for ceftriax-
one causality. Liver chemistries improved without spe-
cific therapy to AST 122 U/L, ALT 472 U/L, ALP 155
U/L, and bilirubin 0.7 mg/dL by discharge as the bowel
process resolved. Conclusion: This case highlights
the importance of reconstructing medication timing and
enzyme kinetics before assigning DILI to the most re-
cently administered drug. A detectable late ac-
etaminophen level should be interpreted in clinical con-
text and should not be dismissed solely because it is
below a laboratory toxic threshold.

3699 | HIDE AND SEEK: AN
ASYMPTOMATIC HEPATIC
SARCOID-LIKE REACTION AFTER
ICI TREATMENT IN RENAL CELL
CARCINOMA

Isabelle S. B)gers1 Amy Brownlee! Sasha

Deutsch-Link

1University of North Carolina at Chapel Hill

Introduction: Immune checkpoint inhibitors (ICls)
have revolutionized the landscape of cancer treatment.
However, many patients develop immune-related ad-
verse events (iRAEs) including rare sarcoid-like reac-
tions (SLR) which may present with histologic and or-
gan involvement patterns similar to sarcoidosis. Hepat-
ic SLRs present as a nonspecific granulomatous hep-
atitis which carry a broad differential including infec-
tious and noninfectious etiologies. We present a
uniqgue case of an asymptomatic hepatic SLR after
pembrolizumab treatment in a patient undergoing
treatment for renal cell carcinoma (RCC). Case Pre-
sentation: A 63-year-old woman with a history of RCC
received 4 cycles of adjuvant pembrolizumab (Oct
2024-Dec 2024) and stopped treatment due to ICl-in-
duced edema. She was found to have sub-centimeter
liver lesions on abdominal MRI in March 2026. She
had no evidence of portal hypertension on imaging,
and she remained asymptomatic. On exam, she was
afebrile, without jaundice, with a soft, non-distended
abdomen. Liver biopsy demonstrated coalesced gran-
ulomas with surrounding bands of fibrosis and mild
macrovesicular steatosis without steatohepatitis. Infec-
tious workup was negative for QuantiFERON tubercu-
losis testing and hepatitis serologies. Her laboratory
tests were significant for AST 22 U/L, ALT 11 U/L, total
bilirubin 0.5 mg/dL, platelet count 260 x 109/L, and
ACE enzyme 34 U/L. Given her asymptomatic presen-
tation with negative infectious work-up and normal liver
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chemistries, a decision was made to defer steroids and
monitor with surveillance imaging. Discussion: Hepat-
ic granulomas require histopathology for diagnosis and
treatment is guided by underlying etiology, impact on
liver function, and clinical symptoms. The pattern of
granulomas seen on pathology may guide clinical work
up. Per guidelines, patients found to have incidental
granulomas on biopsy may undergo monitoring of liver
enzymes and synthetic function every 6 to 12 months.
Our patient did not meet Common Terminology Criteria
for Adverse Events (CTCAE) for ICI-related liver toxici-
ty. Therefore, ongoing multidisciplinary monitoring was
pursued, and steroids were deferred. She previously
experienced a mediastinal lymph node SLR based on
CT imaging, which resolved without intervention. SLRs
secondary to immunotherapy have previously been
correlated with improved overall survival due to im-
proved response to immunotherapy. However, it is still
important to investigate hepatic granulomas with tissue
biopsy to confirm suspected ICI-related SLRs and rule
out progression of malignancy or other etiologies.
Conclusion: To our knowledge, this is the first report-
ed case of a patient with a history of renal cell carcino-
ma previously treated with pembrolizumab found to
have granulomatous hepatitis consistent with a hepatic
SLR with normal liver chemistries. Ongoing studies are
needed to determine long-term outcomes related to
asymptomatic hepatic SLR.

3700 |
ELAFIBRANOR-ASSOCIATED
DRUG-INDUCED LIVER INJURY IN
PRIMARY BILIARY CHOLANGITIS: A
CASE REPORT

Raijvi Patel Vaishali Patel

1Virginia Commonwealth University

Introduction: Primary biliary cholangitis (PBC) is an
autoimmune cholestatic liver disease for which ur-
sodeoxycholic acid (UDCA) remains first-line therapy,
with additional agents used in inadequate responders.
Elafibranor is a newer therapeutic option for patients
with uncontrolled disease despite UDCA. We present a
patient with PBC who developed progressive liver in-
jury while receiving elafibranor, raising concern for
drug-induced liver injury (DILI). Case Presentation: A
55-year-old female with elevated liver enzymes (LFTSs)
in a mixed pattern since 2020 was diagnosed with PBC
in 03/2024 (Table 1) based on elevated ALP and AMA.
The patient was intolerant to UDCA at 13-15
mg/kg/day due to dizziness and was maintained on a
lower dose. Obeticholic acid (OCA) was added in
06/2024 with improved LFTs but was stopped due to
worsening pruritus. Elafibranor 80 mg daily was started

in 06/2025. Routine labs in 04/2026 and 08/2026
showed progressive worsening of LFTs on admission.
Patient had Roux-en-Y gastric bypass surgery in
5/2026, and no antibiotics were given at that time. Vi-
ral, hereditary, and autoimmune serologies were nega-
tive. No new medications or supplements were report-
ed. Elafibranor was discontinued, and LFTs subse-
quently started improving. MRI and HIDA showed no
biliary obstruction and mild biliary dyskinesia, which
was not deemed clinically significant by Transplant
Surgery. Liver biopsy (Figure 1) showed a dispropor-
tionate degree of inflammation consistent with PBC
with bridging fibrosis but with an overlapping process
such as DILI, without features of autoimmune hepatitis.
The patient was treated with a taper of oral prednisone
40 mg, with improving liver enzymes. An attempt was
made to increase UDCA to 13-15 mg/kg/day (1500
mg), but she remained intolerant and was continued at
a 1000 mg dose. Discussion: The temporal associa-
tion, lack of other compelling etiologies, improvement
in liver enzymes after drug discontinuation, and liver
biopsy findings all support the diagnosis of elafibra-
nor-induced DILI. It is too early in the clinical course to
determine the long-term outcome of the drug in this pa-
tient. While prior trials have raised suspicion for DILI
associated with elafibranor, none have confirmed it. To
our knowledge, this is the first published real-world
case of clinically significant elafibranor-induced DILI in
a patient with established PBC and reinforces the need
for close monitoring of patients starting this medica-
tion. This case highlights the complexities of PBC
treatment and the risk of progression of fibrosis if inad-
equately treated. Further reports may help better de-
fine the expected course after drug discontinuation and
the mechanism of DILI. Conclusion: This case high-
lights the challenge of recognizing DILI in patients with
PBC and the importance of monitoring liver biochem-
istry after initiation of new therapies. DILI should be
considered when liver enzymes worsen unexpectedly
after other causes are excluded.
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Date AST ALT [UL) ALP Total Context
(uiLy fun) Bilirubin
L]
O3ME24 29 76 404 08 PFEBC diagnosed, Ureo staried 1500mg
daity
06/2024 | Nolabs | Mo labs Mo labs Mo labs | OCA staried, UDCA 500mg daily
421/25 4% 50 174 0.5 OCA stopped
B/S2025 71 53 201 0.5 Elafibriner B0mgid started, UDCA
_iGmy
8/925 43 52 216 0.5 Mo med changes
414026 106 19 515 0.8 Mo Med changas
T129/26 450 401 919 240 Elafibranor discontinued, UDCA 100
G426 276 389 815 21 Liver Biopsy reported, Started
Prednisone 40mg daily UDCA 1000
BIS26 247 358 7T 1.7 Patien! discharged with advice to gel
labs following week on Prednisone faper

Table 1. Senial lver biochemistry from diagnosiz through treatment course. AST, ATT ATP,
and total bilirubin are shown alongside contemporangous medication changes, illustrating an
mitial biochemecal responze to ursodeoxycholic scid (UDCA) and obeticholic acid (QCA), &
subsequent trial of elafibranor, and 2 biochemical flare after elafibranor was discontinued,
prompting liver biopsy and mitiation of predmisone with UDCA dose escalation.

Figure 1. Liver biopzy, H&E stamn (A) Low-power view chowing an sdequate ztample with
multiple portal tracts, several of which show dense lymphocytic portal inflammation with a mild
duoctular reaction at the nterface and preserved lobular architecture. (B) High-power view of a
portal tract demonstrating a predominantly lymphocovtic infiltrate with hymphocvtic cholangitis
of the bile duct epithelium, without convincing duct loss, granulomas, or significant plasma cell
population. Trichrome staining (oot shown) demonstrated fibrous expansion of mest portal tracts
with focal portal-to-portal bridging, consistent with Ishak stage 3 fibroais.

4613 | UNUSUAL PRESENTATION
OF KRATOM TOXICITY CAUSED
RHABDOMYOLYSIS, COMPARTMENT
SYNDROME, ACUTE LIVER FAILURE
AND RENAL FAILURE

Bi Zhang1 Talwinder Singh1 Vincy M. Johnson! Nazia
Qazi~ Marry Thomas?

INorthwell South Shore University Hospital

Introduction: Kratom is an herbal extract derived from
Mitragyna speciosa, a tropical evergreen tree native to
Southeast Asia. It has dose-dependent stimulatory and
sedative effects and is increasingly used in the United
States for pain management and opioid withdrawal.
We report a rare case of HO9 Kratom-associated rhab-
domyolysis complicated with compartment syndrome,
acute liver failure and renal failure (AKI), highlighting
potential mechanisms of severe multisystem toxicity.
Case Presentation: A 32-year-old male with sub-
stance use disorder in sustained remission, who initiat-
ed HO9 Kratom use 6 months ago (reportedly twice a
week), was brought into the ER after being found unre-
sponsive at home. On arrival, he was awake, alert, and
complained of severe lower back and bilateral extremi-
ty pain. Initial Labs were notable for WBC 33.12, he-
moglobin 18.2, Creatine Kinase (CK) of 25854 units/L,
alanine aminotransferase/aspartate aminotransferase
(ALT/AST) 988/1400 units/L, alkaline phosphatase

(ALP) 78 units/L, creatinine 1.65. The patient subse-
quently developed hepatic encephalopathy, West-
-Haven grade 1, with peak ALT/AST 825/2188 units/L,
ALP 50 units/L, elevated INR 1.48, and peak CK of
45508 units/L. Hospital course further complicated by
AKI, reduced urine output, peak creatinine 8.2 (Figure
1). Despite aggressive intravenous fluid resuscitation,
the patient developed progressive paresthesia, numb-
ness, and inability to dorsiflex both feet. CT pelvic
showed extensive intramuscular and peri-muscular
edema involving the bilateral gluteal, deep back, and
adductor musculature, concerning for compartment
syndrome. Emergent fasciotomy of the gluteal-iliotibial
region was performed. Hemodialysis was initiated be-
cause of progressive renal failure. Discussion: The
mechanism of kratom causes rhabdomyolysis remains
unclear. It has been proposed that mitragynine and
7-hydroxy mitragynine, the main compounds in
Kratom, may stimulate a-adrenergic receptors, leading
to vasoconstriction, muscle ischemia, and subsequent
rhabdomyolysis. There are two proposed mechanisms
for rhabdomyolysis causing acute liver injury: 1) re-
lease of AST, ALT, and LDH from damaged skeletal
muscle rather than true hepatocellular injury, with AST
disproportionately elevated because of higher skeletal
muscle concentration (Figure 1A); 2) True hepatic in-
jury caused by oxidative stress,
ischemia/hypoperfusion, and proteases released from
injured muscle. AKIl is likely due to synergistic mecha-
nisms including intrarenal vasoconstriction, direct tubu-
lar toxicity, and tubular obstruction. Conclusion: This
case highlights a rare presentation of Kratom toxicity
complicated by severe rhabdomyolysis, compartment
syndrome, acute liver failure, and AKI requiring
hemodialysis. It is essential for physicians to recognize
the effect of Kratom overdose and be familar with treat-
ment. There is no antidote for kratom. The treatment is
mainly supportive care.
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4614 | BEYOND BILIARY
OBSTRUCTION: PERSISTENT
CHOLESTATIC JAUNDICE LEADING
TO LIVER TRANSPLANTATION IN
AUTOIMMUNE HEPATITIS AND
METABOLIC
DYSFUNCTION-ASSOCIATED
STEATOHEPATITIS

Milaris M. Sanchez-Cordero® Gabriela S. Vendrell*

1University of Puerto Rico, Medical Sciences Campus

Introduction: Persistent cholestatic jaundice can
present a diagnostic challenge when biliary abnormali-
ties do not fully explain progressive liver dysfunction.
Autoimmune hepatitis (AIH) may present atypically,
while concomitant metabolic dysfunction-associated
steatohepatitis (MASH) can further obscure the under-
lying etiology. We present a patient initially managed
for biliary obstruction whose persistent cholestasis ulti-
mately revealed advanced liver disease requiring
transplantation. Case Presentation: A 63-year-old
woman with obesity, diabetes mellitus, hypertension,
and dyslipidemia presented with progressive jaundice
and a cholestatic pattern of liver injury. Initial magnetic
resonance cholangiopancreatography (MRCP) demon-
strated biliary strictures, prompting endoscopic retro-
grade cholangiopancreatography (ERCP) with stone
removal and stent placement. Despite intervention, hy-
perbilirubinemia persisted. She was discharged but
subsequently returned with worsening jaundice and to-
tal bilirubin >14 mg/dL. Repeat MRCP showed no evi-
dence of persistent obstruction. Given progressive
cholestasis despite biliary intervention, an intrahepatic
etiology was suspected. Liver biopsy and clinical eval-
uation supported AlH with concomitant MASH. Her liv-
er disease progressed to advanced hepatic dysfunc-
tion with a MELD score of 26, prompting evaluation for
transplantation. She subsequently underwent ortho-
topic liver transplantation. Explant pathology demon-
strated cirrhosis with cholestasis, bile plugs, bile ductu-
lar proliferation, chronic portal inflammation, and
macrovesicular steatosis, without viral cytopathic ef-
fect, granulomas, or neoplasia. Her post-transplant
course was complicated by a biliary anastomotic stric-
ture requiring hepaticojejunostomy, with subsequent
normalization of liver synthetic function and excellent
graft function. Discussion: This case highlights the
importance of reconsidering the underlying diagnosis
when cholestasis persists despite appropriate treat-
ment of an identified biliary process. However, initial
imaging demonstrated biliary abnormalities, persistent
hyperbilirubinemia after endoscopic intervention sug-
gested that obstruction alone did not explain the pro-
gressive liver dysfunction. AIH may present atypically,
and coexisting MASH can further complicate recogni-

tion of the underlying liver disease. Liver biopsy was
pivotal in identifying an intrahepatic process and facili-
tating timely referral for transplantation. Conclusion:
Persistent cholestatic jaundice despite adequate biliary
intervention should prompt evaluation for concomitant
intrahepatic liver disease. This case demonstrates how
AIH with coexisting MASH may masquerade as persis-
tent biliary disease and underscores the role of liver
biopsy when the clinical course is not adequately ex-
plained by biliary findings.

4615 | BEYOND A VARIANT OF
UNCERTAIN SIGNIFICANCE: LIVER
DISEASE ASSOCIATED WITH A
HETEROZYGOUS ABCB4 VARIANT
IN AN ADULT

EFernando Gil Logezl Nicole Loo* Crystal Gomez

Estrada

lMayo Clinic

Introduction: In adults, persistently elevated liver
function tests (LFT) may remain unexplained despite
standard evaluations. Although biallelic ABCB4 vari-
ants cause Progressive Familiar Intrahepatic Cholesta-
sis (PFIC) type 3, heterozygous variants are increas-
ingly recognized as part of the spectrum of adult
cholestatic liver disease. Case Presentation: A
27-year-old woman with hypothyroidism was evaluated
for abnormal LFT since age 16. She had no history of
jaundice, decompensated liver disease, significant al-
cohol use, hepatotoxic supplements, or risk factors for
viral hepatitis. No history of gastrointestinal symptoms.
Initial testing showed alkaline phosphatase (ALP) 182
U/L, aspartate aminotransferase (AST) 142 U/L, ala-
nine aminotransferase (ALT) 240 UJ/L, total bilirubin 0.5
mg/dL, and albumin 4.7 g/dL. Abdominal ultrasound
was normal. Antinuclear antibody was negative. Anti
smooth muscle antibodies were transiently positive
1:20, with normal IgG, and negative 1gG4. Tissue
transglutaminase immunoglobulin A (tTG-IgA) was
>110 U/mL. Endoscopy with duodenal biopsy con-
firmed celiac disease, and a gluten-free diet (GFD)
was initiated. Magnetic resonance cholangiopancre-
atography with elastography showed no fibrosis and
mild, nonspecific peripheral intrahepatic duct dilatation.
Endoscopic ultrasound and retrograde cholangiopan-
creatography confirmed focal right intrahepatic duct di-
latation (2-3 mm); peripheral or small-duct primary
sclerosing cholangitis was considered. Repeat liver
biopsy was nondiagnostic, showing possible patchy si-
nusoidal dilatation. LFT remained elevated after 1 year
of GFD despite histologic resolution of celiac disease.
Ursodiol 500 mg nightly was started, followed by pro-
gressive LFT normalization. Genetic testing was or-
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dered to rule out PFIC. It identified a heterozygous
pathogenic variant in ABCB4 gene, c¢.475C>T,
p.Argl59* which has been described in homozygous
and compound heterozygous state in PFIC type 3. Dis-
cussion: Although autosomal recessive PFIC3 re-
quires biallelic ABCB4 variants, there is some evi-
dence that heterozygous variants in ABCB4 are asso-
ciated with increased risk for liver diseases with vari-
able penetrance and expressivity. This case empha-
sizes that variants in genes traditionally associated
with pediatric PFIC should not be dismissed in adults
solely because they are heterozygous, as these muta-
tions are increasingly recognized as clinically relevant
contributors to adult-onset cholestasis, biliary injury, fi-
brosis, and intrahepatic cholestasis of pregnancy.
Conclusion: This case supports incorporating a
cholestasis-focused gene panel into the evaluation of
selected adults with otherwise unexplained persistently
elevated LFT, as heterozygous PFIC-associated vari-
ants may still be clinically meaningful, and therapeutic
options may be available.

07/17/2024 | 08/01/2024 | 11/4/2024 | 01/07/2025 | 12108/2025 | 06/16/2026 | 8/12/2026 |
Tatal bilirubin | o
(mgidL) 0.2 I 0.2 | 0.2 | 0.2 | 0.3 | 0.3 . 0.3
Alkaling
phosphatase 282 229 a5 103 79 a1 a2
| (UIL) ! | ! ! ! ! !
AST (UL) 123 | 119 40 36 29 27 20
ALT (UL) 252 | 308 53 49 35 35 34
Tota| D[D]eiﬂ T == T == 1 = | z& T == | =
o) 72|

Albumin | . L
4 4
L) 48 | 47 | 45 | 45 | 45 | 48 | 48

T2 6.9 74 6.8 76 76

Table 1. Liver function tests before (pink) and after (green) initiation of ursodiol.

4616 | WHEN TREATMENT FUELS
RISK: A CASE OF GRAFT VERSUS
HOST DISEASE AFTER LIVER
TRANSPLANTATION

Hannah Rossi® Alexandra M. Johnston®

lAIIegheny Health Network

Introduction: Graft versus host disease (GVHD) is a
rare but devastating complication following liver trans-
plant, characterized by donor-derived T-cell recogni-
tion of recipient tissues as foreign. The reported inci-
dence ranges from approximately 0.1% to 2%, but
mortality often exceeds 75%. We present a case of
GVHD following liver transplantation complicated by
severe infectious sequelae. Case Presentation: A
47-year-old woman with a history of Roux-en-Y gastric
bypass complicated by portal vein thrombosis, non-cir-
rhotic portal hypertension, and portal biliopathy, status
post failed transjugular intrahepatic portosystemic
shunt placement due to cavernous transformation of
the portal vein, presented for living-donor liver trans-
plantation. Initial transplant was complicated by hemor-
rhagic shock requiring laparotomy, hematoma evacua-
tion, and right hemicolectomy for ischemic bowel. She

was subsequently found to have primary graft failure,
necessitating plasma exchange and repeat liver trans-
plantation with a brain-death donor on post-op day two.
Intraoperatively, additional ischemic small bowel was
resected with end ileostomy creation. She remained
critically ill on vasopressors and continuous renal re-
placement therapy. Initial complications included cy-
tomegalovirus related to massive blood transfusion,
Klebsiella pneumoniae bacteremia secondary to pneu-
monia, and an intra-abdominal infection. After initial
treatment she developed Klebsiella bacteremia from
her hemodialysis catheter and peri-hepatic abscess.
Subsequently she experienced two tonic clonic
seizures. Imaging findings revealed posterior re-
versible encephalopathy syndrome and subarachnoid
hemorrhage, presumed to be tacrolimus induced. Hos-
pital course was further complicated by GVHD requir-
ing prednisone and ruxolitinib, with severe pancytope-
nia necessitating bone marrow biopsy. She later devel-
oped MSSA bacteremia from her surgical incision and
a cutaneous abdominal wall abscess. The lesions ini-
tially raised concern for varicella-zoster virus due to
their dermatomal distribution and were treated with
three weeks of antiviral therapy. She continued to de-
velop numerous abscesses. Cultures grew Klebsiella
pneumoniae, Candida glabrata/krusei, Enterococcus
faecium, and and vancomycin-resistant Enterococcus,
necessitating repeated surgical debridement and pro-
longed antimicrobial therapy. After nearly four months
of hospitalization, she was discharged but returned
days later to the intensive care unit with recurrent sep-
tic shock. Discussion: Infections are among the lead-
ing causes of mortality in patients with post-transplant
GVHD and complicate decisions regarding escalation
of immunosuppressive therapy. Conclusion: This
case highlights the heightened vulnerability to
life-threatening conditions during GVHD treatment.

4617 | KAPOSI SARCOMA
PRESENTING WITH
LYMPHADENOPATHY MIMICKING
PTLD AFTER LIVER
TRANSPLANTATION: A CASE
REPORT

Alexandra |. DeAngeIis1 Vivek Mendiratta®

1The Ohio State University College of Medicine, 2The
Ohio State University Wexner Medical Center

Introduction: Kaposi sarcoma (KS) is a rare complica-
tion of immunosuppression following solid organ trans-
plantation associated with HHV-8. KS may present
with nonspecific systemic symptoms and lym-
phadenopathy in the absence of characteristic muco-
cutaneous lesions, creating a diagnostic challenge and
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mimicking post-transplant lymphoproliferative disorder
(PTLD). Recognition of this atypical presentation is
particularly important in liver transplant recipients, in
whom timely tissue diagnosis may alter immunosup-
pressive and oncologic management. Case Presenta-
tion: A 61-year-old female with a history of MASH and
hemochromatosis presented with fatigue, hypotension,
and low-grade fevers 5 months after orthotopic liver
transplantation. Her immunosuppressive regimen in-
cluded tacrolimus and prednisone. Examination re-
vealed no oral or cutaneous lesions, rash, or palpable
hepatosplenomegaly. Laboratory workup revealed
anemia, thrombocytopenia, hypoalbuminemia, and hy-
ponatremia. There was initial concern for PTLD.CT
showed new enlarged upper abdominal and retroperi-
toneal (RP) lymph nodes and splenomegaly. PET
demonstrated  hypermetabolic  lymphadenopathy
above and below the diaphragm (Fig. 1A). RP lymph
node biopsy revealed KS with positive CD31, CD34,
ERG, and HHV-8 staining. CRP was 139 and HHV-8
PCR was positive with a viral load exceeding 1 million
copies/mL. Immunosuppression was switched from
tacrolimus to sirolimus.Given the marked systemic in-
flammation, high HHV-8 viral load, cytopenias, and hy-
ponatremia in the setting of biopsy-proven KS, her pre-
sentation was consistent with Kaposi sarcoma-associ-
ated herpesvirus inflammatory cytokine syndrome
(KICS). Liposomal doxorubicin, tocilizumab, and ritux-
imab were initiated with rapid hyponatremia resolution.
She completed 6 cycles of liposomal doxorubicin and
rituximab with remission of KICS and KS, undetectable
HHV-8, and stable allograft function. End-of-treatment
PET showed resolution of hypermetabolic lym-
phadenopathy (Fig. 1B), and MRI 1.5 years later
showed normal-appearing lymph nodes without evi-
dence of recurrence, supporting durable remission.
Discussion: KS can closely mimic PTLD in liver trans-
plant recipients, particularly when systemic symptoms
and diffuse lymphadenopathy occur without mucocuta-
neous lesions. Because imaging cannot reliably distin-
guish these entities, tissue diagnosis is critical and di-
rectly informs immunosuppressive and systemic thera-
py. Recognition of concomitant KICS further informed
management and contributed to rapid clinical improve-
ment. Conclusion: KS should remain in the differential
diagnosis of post-transplant lymphadenopathy despite
absent mucocutaneous disease. Timely biopsy distin-
guishes KS from PTLD and guides management, en-
abling durable remission with preserved allograft func-
tion.

4618 |

ACUTE
GRAFT-VERSUS-HOST DISEASE
MASQUERADING AS
HEMOPHAGOCYTIC
LYMPHOHISTIOCYTOSIS AFTER
LIVER TRANSPLANTATION

Sarina Maini Deepika Suresh? Brian J. Wentworth!

1University of Virginia

Introduction: Graft-versus-host disease (GVHD) is a
rare complication after liver transplantation, affecting
0.1-2% of recipients with mortality over 70%. Usually
occurring 1-8 weeks post-transplant (median 28-30
days), it results from donor T lymphocytes attacking re-
cipient tissues. Symptoms such as fever, diarrhea,
rash, and pancytopenia overlap with common post-
transplant complications. This delay and a lack of con-
sensus on optimal treatment lead to high morbidity and
mortality. We present a case of acute GVHD that ini-
tially mimicked hemophagocytic lymphohistiocytosis
(HLH), highlighting the diagnostic and therapeutic chal-
lenges of marrow-predominant disease. Case Presen-
tation: A 53-year-old man with alcohol-related cirrho-
sis underwent a deceased-donor liver transplant in
March 2026. Three weeks post-transplant, he devel-
oped an erythematous, desquamating rash on his up-
per torso along with encephalopathy, diarrhea,
tremors, hyponatremia, acute kidney injury, and pancy-
topenia, prompting ICU admission. His course was
complicated by refractory pancytopenia, neutropenic
fever, upper Gl bleed, hyperferritinemia (> 30,000),
lymphadenopathy, splenic lesions, and EBV viremia.
Hyperferritinemia and hemophagocytosis on bone
marrow biopsy were initially concerning for HLH; he
was treated with dexamethasone, IVIG, and G-CSF
with poor response. However, his chimerism studies
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showed elevated donor T-cell populations (up to 80%),
and skin biopsy confirmed GVHD, shifting the diagno-
sis toward transplant-associated GVHD. He received
methylprednisolone, tacrolimus, ruxolitinib, thymoglob-
ulin, and thrombopoietin receptor agonists, as well as
supportive transfusions and rituximab for EBV viremia.
He was evaluated for allogeneic hematopoietic stem
cell transplantation (HSCT), but this was deferred due
to high predicted treatment-related mortality, comor-
bidities, and possibility of autologous hematopoietic re-
constitution. After 87 days in hospital, he was dis-
charged to multidisciplinary follow-up with transplant
hepatology, hematology/oncology, and the stem cell
transplant team. Discussion: Liver transplant-associ-
ated GVHD can mimic HLH, making early tissue biop-
sy and chimerism testing essential for refractory cy-
topenias that are unexplained by infection or other eti-
ologies. Prompt diagnosis and treatment are crucial
before irreversible bone marrow failure. Unfortunately,
there is a lack of data regarding the safety and efficacy
of HSCT in patients who recently received a solid or-
gan transplant and have multiple comorbidities. Con-
clusion: GVHD should remain high on the differential
diagnosis in the first two months after liver transplanta-
tion in patients presenting with desquamating rash and
refractory pancytopenia, highlighting the need for stan-
dardized management strategies and multicenter stud-
ies for patients ineligible for HSCT.

4619 | PROGRESSIVE
PORTO-SINUSOIDAL VASCULAR
DISEASE AND END-STAGE LIVER
DISEASE IN NOONAN SYNDROME
REQUIRING LIVER
TRANSPLANTATION

Daniel Buinowski1 Chanjuan shi! Matthew R. Kappus1

Duke University

Introduction: Noonan syndrome (NS) is a RASopathy
caused by germline dysregulation of the RAS/MAPK
signaling pathway. Hepatic manifestations such as
hepatomegaly, cholestasis, and autoimmune hepatitis
are increasingly recognized, yet progressive liver dis-
ease requiring liver transplantation has not been re-
ported. We present the first such case, with explant
pathology demonstrating advanced porto-sinusoidal
vascular disease (PSVD). Case Presentation: A
33-year-old man with NS presented in 2016 with acute
abdominal pain. Imaging revealed portal hypertension
with splenomegaly, varices, and acute portal vein and
superior mesenteric vein thrombosis. Hypercoagulable
workup was unrevealing. Serologic evaluation was
negative including viral hepatitis, ANA, ASMA, AMA,
and alpha-1 antitrypsin. FibroScan showed liver stiff-

ness of only 8 kPa despite significant portal hyperten-
sive findings, characteristic of noncirrhotic portal hy-
pertension. Transjugular liver biopsy demonstrated
mild chronic inflammation without cirrhosis. He subse-
quently developed progressive decompensation with
lower extremity edema and worsening portal hyperten-
sion requiring transjugular intrahepatic portosystemic
shunt. Surveillance imaging identified a persistent
LI-RADS 4 lesion with normal alpha-fetoprotein and
worsening synthetic function (MELD 14). Evaluation
revealed mild hepatopulmonary syndrome (PO2 71
mmHg) with intrapulmonary shunting and reduced dif-
fusion capacity. At age 41 he underwent deceased
donor orthotopic liver transplantation using a donation
after circulatory death graft with normothermic ma-
chine perfusion. Explant pathology demonstrated dif-
fuse focal nodular hyperplasia (FNH)-like lesions,
nodular regenerative hyperplasia, obliterative portal
venopathy, prominent hepatic arterialization, and
bridging fibrosis without malignancy; the dominant le-
sion was a large FNH-like nodule. Post-transplant liver
function normalized. Discussion: These explant find-
ings fulfill diagnostic criteria for advanced PSVD rather
than conventional cirrhosis. Low liver stiffness despite
severe portal hypertension early in the disease course
supports a primary vascular process. Emerging reports
describe similar pathology across multiple NS geno-
types, including obliterative portal venopathy in
MRAS-related NS and biopsy-confirmed PSVD in
LZTR1-related NS, suggesting hepatic vascular dis-
ease may be an underrecognized RASopathy pheno-
type. The RAS/MAPK pathway is central to endothelial
function and angiogenesis, providing a plausible mech-
anism for portal vascular remodeling. Conclusion:
This is the first reported case of liver transplantation for
end-stage liver disease in Noonan syndrome. PSVD in
NS can progress to end-stage liver disease requiring
transplantation. Clinicians should consider PSVD in
NS patients with unexplained portal hypertension and
low liver stiffness.
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4620 | IMPROVEMENT IN
MAGNETIC RESONANCE
ELASTOGRAPHY-DEFINED
ADVANCED HEPATIC FIBROSIS
DURING LONG-TERM INCRETIN
THERAPY DESPITE MODEST
WEIGHT LOSS

Lucas Biran® Akif Altinbas® Darlene Oksanen?

1uconn School of Medicine

Introduction: Metabolic  Dysfunction-Associated
Steatohepatitis (MASH) is a leading cause of chronic
liver disease worldwide and can progress to cirrhosis.
The extent and progression of fibrosis in MASH are
strongly associated with liver-related morbidity and
mortality. Incretin-based therapies, including glucagon-
like peptide-1 (GLP-1) receptor agonists and newer
dual glucose-dependent insulinotropic polypeptide
(GIP)/IGLP-1 agonists, have demonstrated histologic
improvement and reduction in fibrosis among patients
with F2-F3 fibrosis. However, evidence of regression in
advanced F3-F4 fibrosis with incretin-based therapy
remains limited, particularly longitudinal data collected
via serial MRI elastography. Case Presentation: We
report a 44-year-old woman with class Ill obesity and
type 2 diabetes mellitus who demonstrated marked re-
gression in MRI elastography-defined liver fibrosis af-
ter long-term incretin therapy. The patient underwent
MRI elastography in February 2021, which demon-
strated a mean liver stiffness of 4.9 kPa (consistent
with stage F3-F4 fibrosis) and an estimated fat fraction
of 30% (corresponding to moderate steatosis), sup-
porting the clinical diagnosis of MASH. Beginning in
December 2022, she was initiated on a GLP-1 agonist
and over the next 3.5 years, continued GLP-1-based
incretin  therapy (liraglutide, semaglutide, then
tirzepatide) alongside diabetes therapy including basal
insulin, metformin, and SGLT-2 inhibitors. During this
time, her weight fell from 131 kg to 120 kg (8.4%
weight loss) and hemoglobin Alc improved from
11.3% to 8.5%, with a minimum Alc of 7.6% during
this time period. A repeat MRI elastography in May
2026 showed a mean liver stiffness of 3.37 kPa, corre-
sponding to stage F1-F2 fibrosis, and a fat fraction of
3.2%. These findings demonstrated substantial im-
provement in liver stiffness and hepatic fat during long
term incretin therapy. Discussion: This case de-
scribes marked regression of MRI elastography-de-
fined liver fibrosis from F3-F4 to F1-F2 and hepatic fat
from 30% to 3.2% during long-term GLP-1-based in-
cretin therapy. This improvement occurred with 8.4%
total body weight loss, below the >=10% weight loss
generally associated with fibrosis regression in MASH
and the weight loss typically reported with contempo-
rary GLP-1 receptor agonist therapies. Glycemic con-

trol also remained suboptimal, with a minimum Alc of
7.6%. Notably, serial MRI elastography provided a
noninvasive method for monitoring liver stiffness, high-
lighting the value of longitudinal imaging in assessing
treatment response and reducing the need for liver
biopsy. Conclusion: This case emphasizes the poten-
tial role of incretin therapies in regression of MRI elas-
tography-defined advanced liver fibrosis and steatosis
in MASH, even with modest weight loss. It also demon-
strates the importance of serial MRI elastography for
noninvasive monitoring of treatment response in pa-
tients with advanced MASH.

4621 | REAL WORLD DATA FOR
RESMETIROM USE IN A LARGE
ACADEMIC CENTER: CASE SERIES

Christopher Soriano! Daniel Mai? Wesley A.

Robertson® Matthew D. Ghebrial® Lora Ibrahim®
Sosana Sosana Sabet® Moura Girgis3 Kirellos Mikhail®
Beshoy Yanny3

1University of California Irvine, 2University of California,
Irvine Medical Center, UCI

Introduction: Metabolic dysfunction-associated
steatohepatitis represents a growing public health bur-
den affecting an estimated 86 million U.S. adults. In
the landmark MAESTRO-NASH trial, a selective thy-
roid hormone receptor-f3 agonist, Resmetirom, demon-
strated histologic improvement in MASH including fi-
brosis regression and has been approved by the FDA
for treatment of MASH with fibrosis severity of F2-F34.
We aim to describe real world data on Resmetirom effi-
cacy in relation to weight loss. Case Presentation: We
conducted a retrospective case series of three adults
with MASH diagnosed noninvasively via transient elas-
tography in conjunction with MASH metabolic criteria
who were treated with Resmetirom 100 mg once daily
for an average duration of 21 months in a single center
hepatology clinic. These patients were specifically se-
lected after serologic workup for secondary etiologies
of liver disease were ruled out as recommended by
AASLD guidelines. Baseline and follow up data includ-
ed demographics, metabolic comorbidities, liver
chemistries, and serial transient elastography metrics.
Patients were followed longitudinally with serial labora-
tory and noninvasive fibrosis measurements at yearly
clinical intervals. Outcomes were summarized descrip-
tively focusing on changes in biochemical and nonin-
vasive fibrosis parameters. Discussion: Three pa-
tients (mean age 45.7 +- 17.0 years; 2 males, 1 fe-
male; Korean, Hispanic/Latino, and Egyptian/Middle
Eastern backgrounds) with baseline fibrosis stages
F2-F3 and steatosis grade S3 were treated with
Resmetirom 100 mg daily for a mean of 21.0 +- 1.0
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months (Table 1). Mean BMI at initiation was 38.3 +-
1.0 kg/m2. Weight remained stable throughout fol-
low-up. All three patients (100%) achieved >=1-stage
fibrosis regression. Mean LSM declined from 10.6 +-
09 to 7.6 +- 1.4 kPa (A -3.0 +- 0.5 kPa; —28.2%;
p=0.009). Mean CAP declined from 391.0 +- 6.1 to
281.7 +- 5.8 dB/m (A -109.3 +- 5.5 dB/m; -28.0%;
p=0.0008), with steatosis grade improvement in all pa-
tients (S3 - SO in two patients; S3 - S1 in one patient).
Mean ALT declined from 105.7 +- 18.0 to 31.7 +- 0.6
U/L (-70.0%; p=0.018) and mean AST from 98.3 +-
9.5 to 37.3 +- 1.2 U/L (-62.0%; p=0.006). No adverse
events, gastrointestinal intolerability, or drug-drug in-
teractions were observed in any patient. Conclusion:
This real-world case series demonstrates Resmetirom
100 mg daily produced statistically significant and clini-
cally meaningful improvements in all hepatic endpoints
without weight change. Resmetirom was well-tolerated
without significant adverse events in our case series.
Small sample size and retrospective design, the large
effect sizes and consistent directional findings across
all three patients lend credibility to these exploratory
results. Larger prospective real-world studies with his-
tologic confirmation are warranted given limitations of
small sample size and non-generalizability.

ALT & AST: Baseline v Follow-Up
* p=0.018(ALT) ** p=0.007 [AST)

na UL

Figure 1. Laboratory markers, Controlled Attenuation Parameter, and Liver Stiffness Measurement.

CAP (db/ml: a Inevl Follow-Up LSM (kPal: Bluiluv Follow-Up

Buscline Mean | Follow-Up 00
£50 Mean + 8D

ALT(UAL) 10874180 317406  TA04 175 11781 3047 0.0% 1318 00182
AST (UL 983483 3312 6LO+RS 22 30T 420% 12,366
CAP(dB/m) 3910461  2817+58  -1093:55 12001 9565 0% A3 00008
LSM (kPa) 0609 7614 20405 424 176 2% 10392 00091
Weight (Is)* 22034155 21934139 10+ 44 113
Table 1. Pre-Treatment Baseline

versus Follow-up (~12 months) After Resmetirom Initiation.

4622 | RAPID DEVELOPMENT OF
CIRRHOSIS IN ACQUIRED
GENERALIZED LIPODYSTROPHY: A
25-YEAR COURSE OF A
2-YEAR-OLD CHILD

Sai Chalasani* KlBeom Kwon? Asif A. Hltawala
Chrlstopher Koh? Marissa L|ghtbourne Rebecca
Brown® Theo Heller

1NIH/NIDDK, 2NIDDK/NIH

Introduction: Lipodystrophy comprises a rare group of
disorders defined by loss of subcutaneous adipose tis-
sue secondary to the inability to store triglycerides in
adipose tissue. It can be divided into congenital or ac-
quired and further categorized into partial or general-
ized loss. It can lead to insulin resistance and metabol-
ic dysfunction-associated steatohepatitis (MASH). The
onset varies widely and prompt diagnosis can slow se-
guelae. We describe a 27-year-old woman with ac-
quired generalized lipodystrophy (AGL) diagnosed at
age 2 now with decompensated MASH cirrhosis. Case
Presentation: A 27-year-old woman presents to our
clinic with decompensated cirrhosis. She was diag-
nosed with acquired generalized lipodystrophy at age
2. Her initial symptoms were development of facial
panniculitis along with generalized subcutaneous fat
loss. Genetic studies were negative, consistent with
AGL. She later developed severe insulin resistance,
acanthosis nigricans, and hypertriglyceridemia. At age
9, ultrasound showed fatty liver and percutaneous liver
biopsy showing macrovesicular steatosis, mild portal
chronic inflammatory infiltrate, and fibrosis difficult to
discern with NASH score 2. Leptin therapy was initiat-
ed at age 12, and repeat biopsy showed more steato-
sis but less apparent fibrosis and no evidence of cir-
rhosis with NASH score 8. At age 13, she was diag-
nosed with ALK-positive anaplastic large cell lym-
phoma achieving remission with chemotherapy and re-
section. By age 17, her severe insulin resistance pro-
gressed requiring insulin up to 500 U/day, and she de-
veloped hepatosplenomegaly.Her steatohepatitis pro-
gressed to advanced fibrosis. At age 22, she present-
ed with an upper Gl bleed caused by esophageal
varices. A transjugular liver biopsy confirmed cirrhosis
with portal hypertension and NASH score 2. Most re-
cent liver-associated enzymes include ALP 72 (40-150
U/L), ALT 63 (0-55 U/L), AST 46 (5-34 U/L), Bilirubin
0.9 (0.2-1.2 U/L), INR 1.63 (0.8-1.2 U/L), albumin 3.7
(3.5-5.2 U/L) and GGT 163 (9-36 U/L). Last fibroscan
in 2025 showed CAP 268 and elastography 44.3 kPa
(IQR 16). Her subsequent course was defined by
variceal bleeding requiring endoscopic intervention
and treatment with carvedilol. Discussion: This case
illustrates accelerated liver disease reflecting lipodys-
trophy pathophysiology and how swift diagnosis can
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slow progression. Development of decompensated cir-
rhosis despite treatment for AGL necessitates discus-
sion of liver transplant, which is challenging especially
with a history of cancer (lymphoma in our case). Her
disease progressed despite metformin and leptin re-
placement.

Timeline of Disease Progression

4623 | HEREDITARY
ANTITHROMBIN IIl DEFICIENCY
WITH LOW-BURDEN JAK2 V617F
MUTATION CAUSING CAVERNOUS
TRANSFORMATION OF THE PORTAL
VEIN AND ESOPHAGOGASTRIC
VARICEAL BLEEDING: A CASE
REPORT

Junru Yan% Lingling He? Zhenglln A2 Lu zhut
Xiaohui Ye™ Hongshan wei® Yuling Zhou' Ping Lit

Capltal Medical University, Beijing Ditan Hospital,
Capltal Medical University, Beijing Ditan Hopital,
Calptal Medical University, Beijing Ditan Hospital

Introduction: SERPINC1 mutation-induced hereditary
antithrombin 11l (AT 1ll) deficiency impairs protein N-g-
lycosylation and confers high risk of splanchnic vein
thrombosis (SVT). Unresolved chronic portal vein
thrombosis (PVT) progresses to cavernous transfor-
mation of the portal vein (CTPV) and non-cirrhotic por-
tal hypertension complicated by variceal hemorrhage.
JAK2 V617F denotes myeloproliferative neoplasm
(MPN)-related hypercoagulability. Concurrent heredi-
tary AT Ill deficiency plus low-allelic-burden JAK2
clone is extremely rare. Case Presentation: A
30-year-old Chinese female was referred with a
3-month history of hematemesis and melena. She was
diagnosed with PVT and CTPV 3 years after acute
pancreatitis, with prior transient thrombocytosis (peak
720x10°/L). Endoscopy identified severe esophageal
varices and gastric varices. Serum AT activity dropped
to 65% (ref 83-128%), accompanied by mild elevated
D-dimer, INR and mild anemia; platelet count was nor-
mal. Genetic testing detected heterozygous
SERPINC1 ¢.679G>A p.Glu227Lys and JAK2 V617F
(VAF=13%). Bone marrow biopsy excluded MPN mor-
phologic changes. Intervention & Follow-up: Endo-
scopic selective varices devascularization (ESVD)
combined with injection sclerotherapy (EIS) was per-
formed to treat the esophageal and gastric fundus

varices. Carvedilol 6.25 mg twice daily was adminis-
tered for secondary prophylaxis of variceal rebleeding.
Rivaroxaban 10 mg once daily was safely resumed 1
week post-endoscopy. At 3-month follow-up, en-
doscopy showed significant regression of the varices,
with no recurrent bleeding or new thrombotic events.
Discussion: This case highlights hereditary AT IlI defi-
ciency as the primary thrombophilic driver, with
low-burden JAK2 V617F (VAF=13%) not fulfilling MPN
criteria. Although the two defects may synergize, the
current portal cavernoma and variceal bleeding are
largely attributable to AT Il deficiency. However,
long-term surveillance for clonal evolution is mandato-
ry, as the JAK2 clone may expand over time and con-
vert to overt MPN. Endoscopic eradication
(ESVD+EIS) plus early rivaroxaban achieved complete
variceal regression and no rebleeding at 3 months. Im-
plications: (1) screen young CTPV patients for inherit-
ed thrombophilia and MPN drivers; (2) monitor JAK2
VAF, blood counts, and marrow periodically; (3) early
anticoagulation after radical endotherapy is safe. Multi-
disciplinary collaboration is essential for long-term
thrombosis-bleeding balance. Conclusion: Young

adults with non-cirrhotic portal hypertension and CTPV
require simultaneous screening for congenital throm-
bophilia and MPN gene variants. Sequential endo-
scopic eradication combined with carvedilol and early
rivaroxaban achieves favorable safety and efficacy in
hypercoagulable states, mandating cross-specialty col-
laborative management.

4624 | WHEN TWO SILENT
KILLERS COLLIDE: PROFOUND
ANEMIA FROM MYELODYSPLASTIC
SYNDROME AND OCCULT
SMALL-BOWEL BLEEDING IN A
PATIENT WITH CARCINOID TUMOR.

Rabia Naheed® Khelm Phan! Alexandra Young
Abdallah Izmegna Tashila L. McAdams? Ismail A.
Ganim! David E. Martin®
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Introduction: Myelodysplastic syndrome (MDS) com-
monly produces chronic anemia through ineffective
hematopoiesis, whereas gastrointestinal bleeding from
small-bowel neuroendocrine tumors (NETS) is uncom-
mon and may evade conventional endoscopic evalua-
tion. Their coexistence can obscure the etiology of
worsening anemia and delay definitive hemostasis.
Case Presentation: An 85-year-old man with MDS,
stable small-bowel carcinoid tumor, atrial fibrillation on
apixaban (eliquis), and heart failure with reduced ejec-
tion fraction (HFrEF) presented with dizziness, dysp-
nea, and weakness. Hemoglobin (hgb) was 4.1 g/dL,
with hypotension, atrial fibrillation with rapid ventricular
response (Afib w RVR), positive fecal occult blood test-
ing, and melena. Troponin increased from 2,865 to
>50,000 despite absence of chest pain, consistent clin-
ically with severe supply-demand myocardial injury in
the setting of profound anemia, hypotension, and tach-
yarrhythmia. Apixaban was withheld and multiple
packed red blood cell transfusions increased hemoglo-
bin to 9.1 g/dL. Esophagogastroduodenoscopy re-
vealed no bleeding source. Because occult small-bow-
el hemorrhage remained suspected in the setting of a
known carcinoid tumor, the patient was transferred for
interventional radiology evaluation and underwent
mesenteric angiography with selective transcatheter
arterial embolization (TAE). Hemoglobin subsequently
remained stable at 9.1 g/dL without recurrent overt
bleeding. Discussion: Anemia in patients with MDS is
often attributed to ineffective hematopoiesis, but a
rapid or disproportionate decline in hemoglobin should
prompt evaluation for gastrointestinal blood loss. In
this case, melena, positive fecal occult blood testing,
hemodynamic instability, and a known small-bowel
NET strongly suggested active bleeding despite a non-
diagnostic upper endoscopy. Small-bowel NETs are an
uncommon and often elusive source of gastrointestinal
hemorrhage because they may not be detected by
conventional endoscopy. When bleeding is severe and
a culprit vessel can be localized, transcatheter arterial
embolization offers an effective, minimally invasive
treatment. This case underscores the importance of
considering a bleeding small-bowel NET when anemia
worsens unexpectedly, particularly in a patient receiv-
ing anticoagulation. Conclusion: Severe anemia in
MDS should not automatically be attributed to ineffec-
tive hematopoiesis. Concurrent gastrointestinal blood
loss, including bleeding associated with small-bowel
NETSs, should be investigated when clinical evidence
suggests an additional source.

4625 | MARKED HEPATIC
EXTRAMEDULLARY
HEMATOPOIESIS IN A PATIENT
WITH CHRONIC CHOLESTATIC
LIVER TEST ABNORMALITIES

Carson C. Creamer’ John K. Appiah2

1Geisinger, 2Geisinger, Northeast

Introduction: Extramedullary hematopoiesis (EMH),
the production of hematopoietic cells outside the bone
marrow, is most commonly associated with chronic
hematologic disorders. Hepatic EMH is uncommon
and may be an unexpected finding on liver biopsy. We
describe marked hepatic EMH identified during the
evaluation of otherwise unexplained chronic liver test
abnormalities. Case Presentation: A 66-year-old man
with heart failure with preserved ejection fraction, atrial
fibrillation, ischemic stroke, hypertension, and subdural
hematoma was evaluated for persistent liver test ab-
normalities first noted in 2025. He had no significant al-
cohol use or features of metabolic syndrome. Labora-
tory studies demonstrated a cholestatic pattern of liver
injury with hyperbilirubinemia. Evaluation for drug-in-
duced, viral, and autoimmune liver disease was unre-
vealing. Contrast-enhanced MRI with elastography
demonstrated hepatomegaly with cirrhotic morphology,
splenomegaly, trace ascites, and small splenorenal
varices, without focal hepatic lesions. An endoscopic
ultrasound-guided liver biopsy was performed to clarify
the etiology of the liver disease. Histology demonstrat-
ed marked EMH within hepatic sinusoids, including
erythropoietic islands, immature myeloid cells, and
atypical megakaryocytes. CD61 and myeloperoxidase
highlighted megakaryocytes and myeloid cells, respec-
tively; CD34 showed no significant increase in blasts.
Additional findings included focal mild portal inflamma-
tion, periportal and perisinusoidal fibrosis, and less
than 5% steatosis. Discussion: Marked hepatic EMH
raised concern for an underlying hematologic disorder
or a reactive leukoerythroblastic state. Peripheral
blood findings included persistent leukocytosis, mild
anemia, elevated red cell distribution width, nucleated
red blood cells, and circulating metamyelocytes and
myelocytes. Hematology evaluation documented
iron-deficiency anemia and anemia of chronic disease,
but no definitive hematologic disorder. The combina-
tion of marked hepatic EMH and leukoerythroblastic
peripheral blood findings warranted further hematolog-
ic evaluation. Conclusion: Hepatic EMH may provide
an important clue to an underlying hematologic
process, even in the absence of a previously diag-
nosed hematologic disorder. Recognition of marked
hepatic EMH on liver biopsy, particularly in conjunction
with leukoerythroblastic peripheral blood findings,
should prompt targeted hematologic evaluation.
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4626 |
ADENOCARCINOMA PRESENTING
AS ACUTE LIVER FAILURE AND
TROUSSEAU SYNDROME

Avush Peddireddi® Jake Z. Wang® Ellen Clark! Shani
Chung™ Frederic Clayton1 Juan F. Gallegos-Orozco1

1University of Utah Health

Introduction: Diffuse metastatic infiltration is a rare
cause of acute liver failure (ALF) that may remain un-
detected on imaging, complicating transplant evalua-
tion. We report occult lung adenocarcinoma presenting
as ALF initially attributed to drug-induced liver injury
(DILI). Case Presentation: A 72-year-old nonsmoking
man was transferred for transplant evaluation 6 days
after abrupt jaundice. His history included prostatecto-
my for prostate cancer in 2025 and postoperative deep
vein thrombosis (DVT) treated with apixaban. A con-
tralateral DVT developed after a motor-vehicle collision
five weeks prior to presentation. Amoxicillin-clavu-
lanate had been prescribed for pneumonia one month
prior. At transfer, he had grade 2 encephalopathy, INR
2.4, bilirubin 14 mg/dL, alkaline phosphatase 2,121
U/L, and a MELD 3.0 score of 29. CT showed hep-
atomegaly without cirrhosis or focal lesions. Toxicolog-
ic, infectious, autoimmune, and metabolic testing were
unrevealing. CT angiography identified pulmonary em-
boli, bilateral DVTSs, portal vein thrombosis, and splenic
and renal infarcts. TTE demonstrated mitral and tricus-
pid vegetations. Blood cultures were negative. Expo-
sure timing and cholestatic injury initially favored
amoxicillin-clavulanate DILI. However, transjugular liv-
er biopsy showed metastatic adenocarcinoma favoring
pulmonary origin (CK7+/TTF-1+; Figure 1), establish-
ing a contraindication to transplantation. Thrombosis
progressed despite heparin and argatroban, and he
passed after transitioning to comfort care. Autopsy
confirmed extensive hepatic infiltration from pulmonary
lymphangitic adenocarcinoma without a gross lung

mass, and sterile platelet-fibrin vegetations diagnostic
of nonbacterial thrombotic endocarditis (NBTE), sup-
porting Trousseau syndrome. Discussion: This case
highlights occult lung adenocarcinoma as a rare cause
of ALF. In an ALF registry, malignant infiltration caused
1.4% of cases; only 44% of affected patients had imag-
ing evidence of infiltration or masses. The absence of
focal hepatic lesions does not exclude malignant infil-
tration, as tumor cells may spread diffusely along the
hepatic sinusoids. The evolving thrombotic pattern pro-
vided an additional diagnostic clue. Progressive ve-
nous and arterial thromboses with valvular vegetations
should heighten suspicion for occult malignancy with
Trousseau syndrome and possible NBTE, even when
a plausible drug exposure initially favors DILI. Conclu-
sion: Malignant infiltration is a rare cause of ALF that
may lack focal hepatic lesions, making recognition
challenging. Unexplained multiterritory thrombosis
should heighten suspicion and prompt timely liver biop-
sy to establish diagnosis and clarify transplant eligibili-

ty.
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Figure 1. Hematoxylin and Eosin (HEE) stain demanstrating a high-power view of the liver lesion from the ariginal
Tiver biopsy in relation to background hepatocytes {arrowhead). There are infiltrating cells that are poorly gland
forming, consistent with an adenccarcinoma {arrow). Image was captured with a 20x objective.

4627 | A CASE REPORT OF LIVER
FAILURE COMPLICATED WITH
RHABDOMYOLYSIS TRIGGED BY
VORICONAZOLE-ESOMEPRAZOLE
INTERACTION

Shengliang Xin®

1Peking University First Hospital

Introduction: A 65-year-old female with primary biliary
cholangitis and autoimmune hepatitis overlap syn-
drome developed acute-on-subacute liver failure.
Voriconazole combined with esomeprazole triggered
rhabdomyolysis. After drug discontinuation and sup-
portive care, she improved. Case Presentation: A
65-year-old female was admitted on July 22, 2024,
with 16-year history of abnormal liver function and
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2-month fever. In 2008, she had elevated transaminas-
es after Chinese herbs, which normalized. In 2023, en-
zymes recurred. On April 12, 2024, ALT/AST rose to
934.2/659.3 U/L. Biopsy showed AIH-PBC overlap.
She received steroids and UDCA, discharged April 30.
On May 26, she developed fever and jaundice. Read-
mission: ALT/AST 210.7/744.6 U/L, TBIL 97.9 pmol/L.
NGS detected Trichosporon asahii and CMV.
Voriconazole was started. Discharged July 17. Four
days later, she had severe fatigue and weakness.
Labs: TBIL 128.1 pymol/L, CK 5822 IU/L, serum myo-
globin 2189.5 ng/ml, and urine myoglobin 68.1 ng/ml,
confirming rhabdomyolysis. Voriconazole-esomepra-
zole interaction was the likely cause. Voriconazole was
stopped; prednisolone and MMF were started. CK nor-
malized. By November 2024, liver function normalized.
Discussion: First, the etiology of liver failure requires
careful differentiation between AIH-PBC overlap and
drug-induced liver injury, integrating history, autoanti-
bodies, and pathology. Second, opportunistic infec-
tions are common in immunosuppressed liver failure
patients, necessitating rapid pathogen detection. Third,
drug interactions, particularly via CYP2C19, can cause
rhabdomyolysis; clinicians should monitor drug levels
and CK. Fourth, a multifactorial approach is essential,
as rhabdomyolysis often results from combined insults.
Finally, comprehensive management with multidisci-
plinary collaboration is key to favorable outcomes.
Conclusion: In patients with liver failure complicated
by rhabdomyolysis, clinicians must maintain a high in-
dex of suspicion for drug-drug interactions, particularly
when combining agents metabolized via the CYP450
system. Early recognition, prompt withdrawal of offend-
ing drugs, and a multidisciplinary approach addressing
both hepatic and extrahepatic organ dysfunction are
paramount to achieving favorable outcomes in this crit-
ically ill population.

4628 | HISTOTRIPSY OF
CHOLANGIOCARCINOMA NESTLED
WITHIN THE PORTAL CONFLUENCE:
A NONINVASIVE ALTERNATIVE FOR
A CHALLENGING LOCATION

Leonardo L. Diaz-Gandica® Joshua Boone® Justin
~ I - 1

Drake® Emmanuel Zervos® Nasreen Vohra® Carlos
Marroquinl

East Carolina University

Introduction: Histotripsy (HT) is a nonthermal, nonin-
vasive technique that uses focused ultrasound to me-
chanically destroy and liquify tissue through cavitation.
It avoids the heat-sink effect and risk of vascular injury
associated with thermal ablation and provides an alter-
native to major hepatic resection and associated co-

morbidities and arduous recovery. Its use in intrahep-
atic cholangiocarcinoma (iCCA), particularly for
perivascular or periductal lesions, remains sparsely re-
ported. Case Presentation: A 77-year-old woman with
multiple comorbidities was found to have a 2.8-cm en-
hancing mass in segment 4B during evaluation of ele-
vated liver function test results. The lesion was nestled
within the portal venous (PV) origins with the conflu-
ence at its inferior border, the left PV coursing along
the left border and the anterior sectoral branch along
the right margin of the lesion. Staging CT of the chest,
abdomen, and pelvis revealed no evidence of extra-
hepatic malignancy.Biopsy confirmed a moderately dif-
ferentiated adenocarcinoma consistent with iCCA. On
the day of the procedure, targeting ultrasound again
demonstrated a 2.9 x 2.6 x 2.3-cm isoechoic mass ac-
cessible through a subcostal approach with minimal
transducer angulation, confirming a favorable acoustic
window. She subsequently underwent histotripsy using
the Edison System (HistoSonics). Following post-pro-
cedural observation and monitoring, she was dis-
charged home the same day. No immediate complica-
tions were observed. At 2.5 months of follow-up, she
remained without procedure-related complications and
was undergoing chemotherapy. Discussion: Unlike
other ablative techniques, histotripsy uses mechanical,
non-thermal mechanisms that mitigate heat-sink ef-
fects near the portal vein and avoid thermal or me-
chanical injury to adjacent bile ducts and vascular
structures. These characteristics make it particularly
suitable for centrally located tumors, in which thermal
modalities carry a greater risk of vascular or biliary in-
jury and incomplete ablation. Histotripsy also avoids
the morbidity associated with major hepatic resection.
In this patient, curative resection would have required
an extended right or left hepatectomy, with substantial
complexity and morbidities. Published experience with
histotripsy for iCCA remains limited compared with that
for hepatocellular carcinoma and metastatic liver dis-
ease. Evidence is particularly sparse for centrally lo-
cated, perivascular, or periductal lesions such as the
one described here. Conclusion: Histotripsy provides
a locoregional treatment option for perivascular or
periductal iCCA when tumor location or a patient's co-
morbid risk profile makes resection or thermal ablation
less attractive.
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4629 | LAMOTRIGINE DOSE
ESCALATION LEADING TO ACUTE
LIVER INJURY AND REVERSE
TAKOTSUBO CARDIOMYOPATHY:
AN UNUSUAL DIAGNOSTIC
CHALLENGE

Ramish Rafax1 Mahmoud Abdalla? Agsa Saleem?
Adnan Muhammad? Muhammad Umar?

Iadvent Health, Tampa, ZAdventHeaIth, Tampa

Introduction: Acute liver injury (ALI) has multiple
causes, with drug-induced liver injury (DILI) and hy-
poxic hepatitis among the most common. Differentiat-
ing between them is challenging because both may
present with marked aminotransferase elevations.
Lamotrigine is a recognized but uncommon cause of
idiosyncratic DILI. Reverse Takotsubo cardiomyopathy
(rTCM) is a rare stress cardiomyopathy that can also
cause ischemic liver injury. We report a patient in
whom concurrent lamotrigine and rTCM created a sig-
nificant diagnostic dilemma. Case Presentation: A
26-year-old woman with epilepsy presented with nau-
sea, vomiting and breakthrough seizures while taking
lamotrigine 400 mg/day and topiramate 200 mg/day.
Following an inpatient lamotrigine dose increase to
500 mg/day, AST and ALT acutely rose to >7000 U/L
and 6677 U/L with INR 2.42.This was consistent with
severe hepatocellular injury. CT showed hepatomegaly
with periportal edema. Echocardiography for suspect-
ed cardiogenic hypoxic hepatitis showed rTCM with EF
30-35%; coronary CT angiography was normal. Exten-
sive infectious, autoimmune, metabolic, vascular, and
toxic evaluation was unrevealing. RECAM score for
lamotrigine was 7 (probable DILI). Lamotrigine was
discontinued and liver tests improved rapidly. At
2-month follow-up, liver biochemistries normalized and
EF recovered to 64%. Discussion: The main chal-
lenge was distinguishing lamotrigine-induced liver in-
jury from hypoxic hepatitis secondary to rTCM. Al-
though ischemic hepatitis was considered, the patient
remained hemodynamically stable without sustained
cardiac or respiratory failure. The close temporal rela-
tionship to lamotrigine dose escalation, exclusion of
competing etiologies, probable RECAM score, and
rapid biochemical improvement after drug withdrawal
strongly supported DILI. Because the dose escalation
occurred during hospitalization, liver injury was recog-
nized within 24 hours and lamotrigine was promptly
discontinued. We propose that severe DILI served as
the physiological stressor precipitating rTCM rather
than rTCM causing the liver injury and that lamotrigine
dose-escalation period may represent a window of in-
creased vulnerability during which selected patients
could benefit from closer biochemical monitoring Con-
clusion: This case highlights the challenge of diagnos-

ing DILI when concurrent cardiac dysfunction is
present. Despite the absence of liver biopsy, the clini-
cal course favored DILI. Inpatient lamotrigine dose es-
calation enabled prompt recognition and drug with-
drawal. Whether targeted biochemical monitoring dur-
ing dose escalation in selected higher-risk patients im-
proves early detection warrants further study.
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4630 | VORICONAZOLE-INDUCED
ACUTE HEPATITIS IN A PATIENT
WITH INVASIVE PULMONARY
ASPERGILLOSIS

Kaley S. Levitt1 Elham Shams1 Adriana Medina1
Sameer Al Dh‘falha2 Mina Shaker3

Florida International University Herbert Wertheim Col-
lege of Medlcme 2UnlverS|ty of Miami Miller School of
Medicine, 3Bruce W. Carter Department of Veterans
Affairs Medical Center

Introduction: Voriconazole is first-line therapy for in-
vasive pulmonary aspergillosis. Although severe hep-
atitis from voriconazole is rare, it is a well-known cause
of drug-induced liver injury (DILI). Injury typically mani-
fests within the first month of therapy. We report biop-
sy-proven acute hepatitis presenting two weeks after
completing a 12-week course of treatment. Case Pre-
sentation: A 58-year-old man with a history of cavitary
mycobacterium abscessus infection, bronchiectasis,
and recently diagnosed invasive pulmonary aspergillo-
sis was initiated on voriconazole 200 mg twice daily. A
trough level on day 6 was therapeutic (3.8 mg/L); how-
ever, no subsequent levels were measured due to
missed follow-up laboratory appointments. The total
duration of treatment was extended to 12 weeks from 6
as he remained symptomatic.Two weeks after com-
pleting therapy, the patient developed painless jaun-
dice and was admitted for acute hepatitis (Table). Au-
toimmune and viral panels were negative. MRCP
showed no liver or biliary pathology. Liver biopsy
demonstrated active panlobular hepatitis with cen-
trilobular necrosis (Image 1). The patient improved
with conservative care after stopping the medication.
Table Admission Discharge 2 months later RefALT
1480 978 89 10-50 U/LAST 1705 656 129 0-50
U/LALP 208 203 147 40-129 U/LBilirubin 13.1 8.5 2.2
0-1.2 mg/dLINR 1.4 1.1 1.1 0.9-1.1AFP 65.8 5.8 <10
ng/mLCa 19-9 1114 172 <37 U/mL Discussion: This
clinical timeline is atypical. Hepatic injury is usually re-
ported within the first month of voriconazole therapy,
whereas jaundice in our case developed 3 months af-
ter the first dose and 12 days after the last dose. This
finding indicates that completion of therapy does not
exclude voriconazole as a potential cause. The R val-
ue was approximately 21, and the marked transami-
nase elevation with hyperbilirubinemia met Hy's Law
criteria for severe DILI. Panlobular hepatitis with cen-
trilobular necrosis is a nonspecific but recognized his-
tologic finding of severe hepatocellular DILI. In combi-
nation with negative serologies, and improvement of
liver profile after stopping voriconazole, these findings
favored DILI over infectious or autoimmune hepatitis.
One trough level was obtained on day 6 to verify
steady state; no additional levels were measured dur-

ing the subsequent 11 weeks. Given voriconazole's
saturable metabolism, a single in-range level cannot
confirm safe exposure throughout prolonged therapy.
Missed follow-up possibly delayed recognition of accu-
mulating risk. Elevated AFP and CA19-9 raised con-
cern for malignancy, but both markers can increase
nonspecifically with hepatocyte regeneration and
cholestasis. Recognizing this avoided unnecessary
workup. Conclusion: Voriconazole-induced hepatitis
should remain on the differential for liver injury after as-
pergillosis treatment, even after therapy is complete.
Close monitoring of voriconazole levels during pro-
longed courses may help reduce this risk.

Image 1: Liver biopsy pathology: active pa.nlobular hcpatms with centrilobular necrosis.

ylin and eosin staining 20x pericentral view.

4631 | SEVERE HEPATOCELLULAR
INJURY AFTER THERAPEUTIC
AMOXICILLIN-CLAVULANATE AND
ACETAMINOPHEN EXPOSURE: A
CASE OF DRUG-INDUCED LIVER
INJURY WITH UNDERLYING
METASTATIC CANCER

Bi Zhang Talwinder Smgh1 Ram Al-Sabti? Jaspreet
Singh™ Mary Thomas?

!Northwell South Shore University Hospital, Northwell
Health

Introduction: Drug-induced liver injury (DILI) is de-
fined as hepatic damage caused by medications,
herbs, or dietarysupplements. Most cases improve af-
ter withdrawal of the offending agents. However, diag-
nosis remainschallenging because other etiologies
must be excluded. We discussed a patient who devel-
oped acute liver injury after therapeutic doses of amox-
icillin-clavulanate and acetaminophen-containing cold
medications,and a later hospital course, metastatic
cancer was identified. Case Presentation: A
56-year-old man with a history of a benign lung nodule
presented with nausea, vomiting, abdominal pain,and
jaundice for one day. Two weeks prior, he had com-
pleted a 7-day course of amoxicillin-clavulanate for
anupper respiratory infection and had taken recom-
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mended doses of acetaminophen-containing coldmedi-
cations. Laboratory evaluation showed marked hepato-
cellular injury with normal blood counts andcoagulation
functions (Table 1). He reported social alcohol use and
denied tobacco, recreational drug, or herbal supple-
ment use. Family history was notable for leukemia,
colon, bladder, thyroid, lung, and throat cancers in
first-degree relatives. Physical examination revealed
scleral icterus and mild right upper quadrant
tenderness.Further evaluation for viral hepatitis, au-
toimmune hepatitis, hemochromatosis, Wilson dis-
ease, and alpha-lantitrypsin deficiency was unremark-
able (Table 1). MRCP showed no acute findings. Liver
biopsy showed moderate-to-severe portal inflammation
with necroinflammatory activity, consistent with DILI
and without significant autoimmune features (Figure
1). Intravenous N-acetylcysteine was discontinued due
to an allergic reaction. The patient was treated with ur-
sodiol, with gradual improvement in liver function and
jaundice. Subsequent hospital course, left ankle
metastatic cancer was identified. Discussion: Aug-
mentin is typically associated with cholestatic or mixed
DILI, whereas acetaminophen causes dose-dependent
hepatocellular injury. Our patient developed unusually
severe hepatocellular injury despite therapeutic dos-
ing, with liver biopsy supporting DILI. The subsequent
discovery of metastatic malignancy, together with an
extensive family history of cancer, raises the possibility
that underlying genetic or oncologic factors increased
susceptibility to hepatotoxicity. Conclusion: This case
underscores that severe DILI can occur even at thera-
peutic doses of commonly used medications. Because
DILI remains a diagnosis of exclusion, careful evalua-
tion for alternative etiologies is essential. Early recog-
nition, prompt withdrawal of suspected agents, and
close clinical monitoring are critical to minimizing liver
injury and improving outcomes.

4632 | SURVIVAL AFTER
NEAR-FATAL
ABIRATERONE-ASSOCIATED
ACUTE LIVER FAILURE
COMPLICATED BY CARDIAC
ARREST AND
DIALYSIS-DEPENDENT ACUTE
KIDNEY INJURY

Akhil Deepak Vatvani® Francisco Enriquez2 Szurnicki

Pawel

YLincoln Medical Center, Bronx, NY, %Richmond Uni-
versity Medical Center, Staten Island, New York

Introduction: Abiraterone is used for metastatic cas-
tration-resistant prostate cancer and may cause
aminotransferase elevation, but acute liver failure is
rare. Subsequent shock may obscure whether severe
liver injury was primary or ischemic. We report near-fa-
tal abiraterone-associated acute liver failure in which
hepatocellular injury preceded cardiac arrest. Case
Presentation: A 61-year-old man with metastatic cas-
tration-resistant prostate cancer presented with
malaise and abdominal pain two months after starting
abiraterone; prior liver tests were reportedly normal.
He was cognitively intact and hemodynamically stable
without hypotension. Laboratory testing showed
marked elevation in liver biomarkers (aspartate amino-
transferase [AST] 42,256 U/L, alanine aminotrans-
ferase [ALT] 10,131 UJ/L, total bilirubin 7.0 mg/dL, am-
monia 63 pmol/L), international normalized ratio (5.73),
serum lactate (26.3 mmol/L), and serum creatinine
(8.34 mg/dL). He subsequently developed severe
metabolic acidosis and cardiac arrest, with return of
spontaneous circulation after 5 minutes. Mechanical
ventilation and hemodialysis were required. Evaluation
for viral and autoimmune hepatitis, acetaminophen tox-
icity, biliary obstruction, hepatic metastasis, and alco-
hol-associated liver disease was unrevealing, support-
ing abiraterone-associated acute liver failure. Abi-
raterone was discontinued. Within one week, AST fell
to 260 U/L and ALT to 708 U/L. Renal function recov-
ered, and he was extubated neurologically intact and
discharged for rehabilitation. Discussion: This case
highlights the importance of chronology in distinguish-
ing drug-induced from ischemic liver injury. Profound
hepatocellular injury preceded hemodynamic collapse,
arguing against ischemic hepatitis as the initiating
event. The two-month latency also supports abi-
raterone as the culprit, as reported hepatotoxicity typi-
cally emerges within 4-8 weeks after treatment initia-
tion. Prompt drug withdrawal, exclusion of competing
etiologies, and intensive organ support may permit re-
covery despite multiorgan failure. Conclusion: Abi-
raterone-associated acute liver failure should be con-
sidered when severe hepatocellular injury precedes
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shock, even several weeks after treatment initiation.

4633 | AN EYE FOR DETAIL:
UNCOVERING INTRACAMERAL
CEFAZOLIN-INDUCED LIVER
INJURY

Rohit Gu;gta1

1Royal Brisbane Women's Hospital

Introduction: DILI is a diagnosis of exclusion requiring
recognition of likely causative agents and exclusion of
competing causes. Cefazolin-associated DILI is usual-
ly seen after systemic administration and has a classic
cholestatic picture presenting 1-3 weeks after expo-
sure. We describe an unusual case of immediate reac-
tion following a second hit of 1 mg of intracameral ce-
fazolin where exposure was only mentioned in the peri-
operative anaesthetic record, highlighting the impor-
tance of perioperative medication reconciliation. Case
Presentation: A 75-year-old woman with metabolic
syndrome presented with two weeks of night sweats,
jaundice, dark urine, pale stools and intermittent right
upper quadrant pain, beginning one day after uncom-
plicated left cataract surgery on May 1, 2026. Bio-
chemistry demonstrated marked cholestatic liver injury
(R-ratio 0.8; Fig. 1). ANA was elevated (1:640), with
otherwise unremarkable autoimmune and viral hepati-
tis serology. Liver ultrasound and MRCP demonstrated
cholelithiasis without biliary dilatation, obstruction or
suspicious masses. Her regular medications were re-
viewed, and no hepatotoxic drugs or herbal supple-
ments were identified. Endoscopic ultrasound was per-
formed to exclude biliary pathology and obtain liver
biopsy; however, no safe biopsy window was identi-
fied. The patient declined further inpatient procedures
and was discharged with outpatient biopsy and hepa-
tology follow-up planned.Two weeks later, meticulous
review of the perioperative record identified 1 mg intra-
cameral cefazolin, documented only in the anaesthetic
record. Further history revealed identical exposure dur-
ing right cataract surgery eight months earlier. Given
the compatible cholestatic pattern, exclusion of alter-
native causes and known hepatotoxicity of cefazolin,
cefazolin-induced hypersensitivity DILI was considered
most likely. RUCAM was 9, indicating highly probable
DILI. Liver biochemistry and symptoms continued to
improve over three months (Fig. 1). Discussion: This
case highlights two unusual features of cefazolin DILI:
significant cholestatic injury following only 1 mg intra-
camerally, a rarely reported route, and jaundice within
24 hours, substantially earlier than the typical 1-3 week
latency. Prior exposure eight months earlier may have
contributed to an accelerated response on re-expo-
sure. Cholelithiasis and positive ANA initially suggest-

ed biliary or autoimmune disease, but imaging and
serology excluded these alternatives. Spontaneous im-
provement without immunosuppression further sup-
ported DILI. Conclusion: Intracameral medications
should be considered in unexplained postoperative liv-
er injury. Cefazolin was hidden in plain sight and identi-
fied only in the anaesthetic record, highlighting the im-
portance of perioperative medication review to prevent
misdiagnosis, unnecessary investigation and re-expo-
sure.

Liver enzymes and Bilirubin Trajectory
a3 i

4634 | FROM F4 TO F2:
REVERSIBLE LIVER STIFFNESS
AFTER TREATMENT OF
THYROTOXICOSIS IN PROGRESSIVE
FAMILIAL INTRAHEPATIC
CHOLESTASIS

Blanca C. Rivera Izaguirre1 Francisco I.

Garcia-Juarez

centro Medico Nacional 20 de Noviembre

Introduction: Hepatic biochemical abnormalities are
common in untreated hyperthyroidism, but clinically
significant liver disease is uncommon. Thyrotoxico-
sis-associated advanced liver fibrosis is rarely de-
scribed, particularly with concomitant chronic liver dis-
ease. Case Presentation: A 24-year-old man present-
ed with abdominal pain, diarrhea, 20-lb unintentional
weight loss, and severe jaundice. Evaluation for pre-
sumed biliary pancreatitis led to cholecystectomy and
endoscopic  retrograde  cholangiopancreatography
without relevant findings. Persistent cholestasis
prompted further evaluation; viral hepatitis and autoim-
mune serologies were negative. Congestive heart fail-
ure was excluded. Laboratory testing showed direct
hyperbilirubinemia, aminotransferase elevation, hy-
poalbuminemia, persistent cholestasis, and ascites.
Magnetic resonance cholangiopancreatography
demonstrated chronic liver injury with fibrotic areas
and splenomegaly. Liver biopsy showed acute hepati-
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tis with parenchymal collapse, severe cholestasis, and
copper-containing hepatocytes. Wilson disease was
excluded. Genetic testing established progressive fa-
milial intrahepatic cholestasis (PFIC), but treatment re-
sulted in no clinical or biochemical improvement. Pro-
found thyrotoxicosis was subsequently identified and
treated with radioiodine. After treatment of hyperthy-
roidism, liver biochemistries and bilirubin improved
while transient elastography decreased from F4 to F2.
Discussion: Advanced fibrosis or cirrhosis associated
with thyrotoxicosis is rarely reported. Proposed mecha-
nisms include increased hepatic oxygen demand with
hypoxia and oxidative stress, triiodothyronine-mediat-
ed mitochondrial injury, accelerated catabolism, and
cholestasis. Despite genetically confirmed PFIC, the
lack of response to initial treatment and subsequent
biochemical and elastographic improvement after thy-
roid control suggests that thyrotoxicosis substantially
contributed to liver injury. The reduction from F4 to F2
is particularly relevant because inflammation and
cholestasis can increase liver stiffness independent of
structural fibrosis, indicating a potentially reversible
component. Conclusion: The coexistence of hyper-
thyroidism and PFIC represents an unusual clinical
scenario in which thyrotoxicosis may exacerbate un-
derlying liver disease. In this patient, control of hyper-
thyroidism was essential to achieve improvement in liv-
er biochemistries and was accompanied by regression
of liver stiffness from F4 to F2. This case highlights
thyrotoxicosis as a potentially reversible contributor to
hepatic injury and fibrosis assessment, even in pa-
tients with an underlying genetic cholestatic disorder.
Achieving euthyroidism and reassessing liver disease
severity after thyroid control may be crucial to accu-
rately determine prognosis and guide management.

Parameter During After restoration of
thyrotoxicosis euthyroidism

Thyroid-stimulating hormone, mIU/L <0.008 0.59
Free thyroxine, [unit] 7.49 1.38
Total bilirubin, mg/dL 26.14 2,72
Direct bilirubin, mg/dL 18.54 0.76
Aspartate aminotransferase, U/L 537* 22
Alanine aminotransferase, U/L 608* 20
Alkaline phosphatase, U/L 338* 224
Albumin, g/dL 2.46* 4.95

International normalized ratio 1.60* 1.35
Liver fibrosis stage by transient Fa F2
elastography

Table 1. Biochemical and elastographic response following treatment of hyperthyroidism. *Peak liver
injury values.

4635 | HYPERTHYROIDISM
UNMASKING A COMPLEX GENETIC
CHOLESTATIC PHENOTYPE: A
CASE OF CONCURRENT UGT1A1
AND VPS33B VARIANTS IN A
YOUNG ADULT

Riya Gugta1 Aalam Sohal®> Mohanad AI-Qaisi3 Nilofar
Najafian

1Creighton University Phoenix, 2Creighton Univeristy
Phoenix, >St. Joseph Hospital and Medical Center

Introduction:  Progressive  familial  intrahepatic
cholestasis (PFIC) is a group of rare autosomal reces-
sive disorders that result in cholestasis, which, if left
untreated, results in end-stage liver disease. Up to 13
PFIC subtypes have been described, each caused by
variants in different genes involved in canalicular bile
transport. Although predominantly observed in the pe-
diatric population, heterozygous variants in PFIC-asso-
ciated genes have been reported to contribute to
adult-onset cholestatic phenotypes. We report
adult-onset cholestasis from synergistic heterozygosity
involving UGT1A1 and VPS33B precipitated by hyper-
thyroidism. Case Presentation: A 25-year-old male
presented with gallstone pancreatitis, jaundice, and
choledocholithiasis (ALT 76, AST 48, ALP 296, lipase
815 IU/L, total bilirubin (TB) 14.7 mg/dL). CT showed
dilated intra/extrahepatic ducts from an obstructive 0.6
cm ampullary stone. ERCP/sphincterotomy revealed a
patulous ampulla and dilated CBD. Cholecystectomy
showed a discolored, nodular liver suggestive of cir-
rhosis. Post-op MRCP showed biliary ductal dilation
and mild enhancement of the bile duct wall. He was
readmitted within a month with worsening TB 20.7,
ALT 338, AST 260, ALP 322 and bile acid 364.
Workup for viral hepatitis, autoimmune disease,
Wilson's, hemochromatosis, and A1AT deficiency was
negative. Liver biopsy showed cholestatic hepatitis
with lymphocytic inflammation, elevated hepatic cop-
per (311.3 pg/g; ref 15-55), urine copper 140 pg/24h,
minimal fibrosis, and no cirrhosis or ductopenia. MRI
showed portal hypertension (perigastric/perisplenic
varices). He also had weight loss, pruritus, and tachy-
cardia; TSH <0.008, fT4 7.4, and elevated TPO anti-
bodies confirmed Graves' disease. A cholestatic gene
panel revealed heterozygous VPS33B and homozy-
gous UGT1A1 variants. He received I-131 and UDCA,
with notable improvement; stopping UDCA caused a
rebound in bilirubin, which reversed on reinitiation. Af-
ter 1 year of ursodiol and treatment for Graves', labs
showed bilirubin 1.6, ALT 57, AST 57, and ALP 381
IU/L. Discussion: This case suggests a synergistic
genetic contribution to cholestatic disease with concur-
rent hyperthyroidism. While thyrotoxicosis can be as-
sociated with cholestatic injury, it is unlikely to fully ex-
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plain this patient's persistent cholestasis and portal hy-
pertension. We hypothesize that homozygous
UGT1A1l and heterozygous VPS33B variants in-
creased cholestasis risk, with hyperthyroidism as a su-
perimposed trigger for clinical expression. Marked re-
sponse to UDCA, with worsening after its discontinua-
tion, further supports an underlying cholestatic
process, and residual ALP elevation despite treatment
suggests residual chronic cholestasis. Elevated hepat-
ic copper levels raised suspicion for Wilson's disease;
however, ATP7B was negative. Conclusion: This
case underscores the importance of genetic testing in
young adults with unexplained cholestasis.

Liver Biochemistries in Relation to UDCA Therapy

Bilirubin (mg/dl)

ALT [ AST / ALP (UL)

4636 | REAL-WORLD EXPERIENCE
WITH ODEVIXIBAT IN ADULT-ONSET
GENETIC CHOLESTASIS: A CASE
SERIES OF FOUR PATIENTS

Nele Conings1 Yves Horsmans? Geraldine Dahlqvist2

1Department of Gastroenterology and Hepatology, Uni-
versity  Hospital Leuven, Leuven, Belgium,
Department of Gastroenterology and Hepatology,
University Hospital Saint-Luc, Brussels, Belgium

Introduction: Adult-onset genetic cholestatic disor-
ders are increasingly recognized through expanded
genetic testing. Patients may experience recurrent
cholestatic episodes with severe pruritus and impaired
quality of life (QoL). Treatment remains challenging
when conventional therapies are ineffective. Treatment
with Odevixibat, a selective ileal bile acid transporter
(IBAT) inhibitor might be an option in this population.
Case Presentation: We present four adult patients (2
male, 2 female; age 17-41 years) who were treated
with Odevixibat. Clinical, biochemical, and genetic data
were retrospectively collected at two Belgian tertiary
centers after obtaining informed consent. Three pa-
tients had genetically confirmed BRIC type 2 with com-
pound heterozygous ABCB11 variants, while one had
a BRIC-like phenotype with negative cholestasis panel
testing. All had previous symptomatic cholestatic
episodes. They again presented with jaundice, pruritus
and serum bile acid (sBA) levels between 127 and 699

pmol/L. Odevixibat was administered at 2400-6000
pg/day for 4-12 weeks. All patients experienced rapid
clinical improvement. Pruritus improved within 1-6
weeks, accompanied by better sleep, daily functioning,
and QoL. Marked biochemical improvement was ob-
served in all cases. All patients had sBA levels <10
pumol/L within 8 weeks. Bilirubin and liver enzyme ab-
normalities also improved. Discussion: Odevixibat, an
IBAT inhibitor, is effective in pediatric progressive fa-
milial intrahepatic cholestasis, but data in adults is lim-
ited. We report four patient with genetic cholestasis ex-
periencing a bout, who were treated with Odevixibat
and had excellent clinical response. No serious ad-
verse events, hepatotoxicity, or clinically significant
gastrointestinal side effects were reported, and no pa-
tient discontinued treatment because of toxicity. One
patient relapsed after treatment interruption but re-
sponded to re-initiation. The remaining three remained
recurrence-free for up to seven months after discontin-
uation. Conclusion: In this real-world case series,
odevixibat was associated with rapid and clinically
meaningful improvements in pruritus, sBA levels, liver
biochemistry, and QoL in adults with recurrent genetic
cholestasis. Treatment was well tolerated, with no new
safety signals. These findings support further evalua-
tion of IBAT inhibition as a treatment option for select-
ed adults with recurrent genetic cholestasis and severe
pruritus.
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4637 | A CHOLESTATIC CLUE:
HEPATIC AMYLOIDOSIS
UNMASKING MULTIPLE MYELOMA

Odai Mansour® Callie LiIIey1 Wei Chen! Sendhilnathan
==
Ramalingam™ Kara Wegermann1

'Duke University

Introduction: In a patient with fatigue, anorexia, and
new liver injury, the differential is broad and includes
infectious, autoimmune, malignant, and drug-induced
etiologies. For presentations with initial workups not
elucidating a clear etiology, uncommon hepatic mani-
festations of systemic disease should be considered.
Case Presentation: A 75-year-old male presented
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with 2 months of fatigue, unintentional weight loss,
dark urine, and new mixed hepatocellular/cholestatic
liver injury. Past medical history was notable for hyper-
tension, hyperlipidemia, and chronic back pain. Rele-
vant medical history included recent use of doxycy-
cline, acetaminophen, and rosuvastatin. Physical exam
showed scleral icterus without hepatomegaly. Initial
labs were notable for a predominantly cholestatic pat-
tern of liver injury: total bilirubin 2.8 mg/dL, alkaline
phosphatase 571 U/L, AST 148 U/L, and ALT 77 UIL.
Other labs included serum protein 7.5 g/dL, albumin
2.9 g/dL, GGT 1,166 U/L, ESR 95 mm/hr, and CRP 1.5
mg/dL. A broad workup evaluated infectious, drug-in-
duced, autoimmune, and malignant etiologies. HIV and
Viral hepatitis testing was negative. Salicylate level re-
turned low, and doxycycline and rosuvastatin seemed
unlikely culprits. Autoimmune workup included nega-
tive ASMA, AMA, and ANA. Kappa/Lamba ratio was
0.04. IgA was elevated to 1,603 with low IgG/IgM. Liver
ultrasound showed no new findings, and MRCP re-
vealed non-specific heterogenous liver enhancement.
CT Abdomen and Pelvis showed bilateral external iliac
lymphadenopathy and enlarged gastrohepatic, peripor-
tal, and periaortic lymph nodes. Pathology from a liver
biopsy revealed extensive AL lambda amyloid deposi-
tion, suggestive of a hepatic manifestation of systemic
disease. A bone marrow biopsy and imaging subse-
quently confirmed systemic AL lambda amyloidosis
secondary to multiple myeloma. Discussion: Although
the patient's history of low back pain, fatigue, and
anorexia is consistent with multiple myeloma, a diag-
nosis of hepatic amyloidosis would have otherwise
been low on the differential diagnosis. The conditions
considered most likely based on history and exam
were immune mediated conditions (PSC, PBC, I1gG4
disease) and drug-induced liver injury. A liver biopsy
revealed hepatic amyloidosis from a likely extra-hepat-
ic source, later found to be multiple myeloma. This di-
agnosis would have been difficult without liver biopsy-
highlighting the importance of histopathologic exami-
nation. Conclusion: Hepatic amyloidosis is an uncom-
mon but important cause of otherwise unexplained liv-
er injury and may be the presenting manifestation of an
underlying plasma cell disorder. This case highlights
the importance of considering infiltrative disease and
pursuing liver biopsy when unexplained liver injury is
accompanied by systemic features such as fatigue and
weight loss.

4638 | WHEN THE BILIARY TREE
CANNOT RECOVER: A CASE OF
RAPIDLY PROGRESSIVE
SECONDARY SCLEROSING
CHOLANGITIS REQUIRING LIVER
TRANSPLANTATION

Ashley Jowell* MalcoImS Branch Michael Cheng
Amreen Dlnanl Athidi G. Eara3| Stephanle
Garbarlno Reeti K. Gulatit Norah Karlowch Lindsay
Y. Klng Kaushik Puranam? Nancy Yang Jacqueline
B. Henson®

'buke University Medical Center,
School of Medicine, *Duke University Hospital,
University

Introduction: Secondary sclerosing cholangitis (SSC)
occurs when an insult triggers progressive cholestatic
injury, leading to biliary inflammation, fibrosis, stric-
tures, and ductal destruction. A subset of cases of
SSC may progress rapidly to irreversible biliary de-
struction, recurrent infection, and liver failure. Case
Presentation: A 70-year-old man with no prior liver or
biliary disease presented with Clostridium perfringens
bacteremia and septic shock due to emphysematous
cholecystitis and ascending cholangitis. Initial ERCP
demonstrated a dilated common bile duct with debris
but no strictures. He underwent percutaneous chole-
cystostomy and subtotal cholecystectomy. Liver biopsy
demonstrated cholestatic biliary injury without cirrho-
sis. Over the subsequent 8 weeks, he developed re-
current cholangitis and rapidly progressive multifocal
intrahepatic strictures despite repeated ERCPs and bil-
iary stenting. After transfer for LT consideration, he de-
veloped septic shock from recurrent cholangitis requir-
ing percutaneous biliary drainage. Cholangiography
demonstrated diffuse biliary irregularity with multifocal
stricturing, dilation, and extensive central biliary necro-
sis (Image 1). He developed coagulopathy, with an
INR rising to 2.6, and hepatic encephalopathy. Follow-
ing control of biliary sepsis, he was listed at MELD 3.0
of 25. At listing, labs notable for total bilirubin 16

2Duke Unlversny
“Duke
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mg/dL, AST 132 U/L, ALT 192 U/L, alkaline phos-
phatase 1,035 U/L, albumin 2.0 g/dL, INR 1.5. He un-
derwent LT 10 weeks after presentation. Explant
showed cirrhosis with dilated large bile ducts, biliary in-
farcts, abscess formation, bile plugs, and marked
cholestasis (Image 2). His early post-transplant course
was complicated by polymicrobial peritonitis requiring
surgical washouts. At last follow-up, he was improving
on antimicrobials with preserved allograft function. Dis-
cussion: This case demonstrates remarkably rapid
progression of SSC following severe biliary sepsis and
ischemic injury. Despite repeated endoscopic interven-
tions, biliary injury progressed to recurrent infection,
central biliary necrosis, and hepatic dysfunction within
weeks. Cirrhosis on explant despite a recent biopsy
without cirrhosis further highlights the aggressive
course. Recurrent biliary sepsis presents a particular
challenge, as LT may provide the only definitive treat-
ment while uncontrolled infection simultaneously
threatens transplant candidacy. Conclusion: SSC can
progress from acute biliary injury to irreversible ductal
destruction and hepatic dysfunction within weeks. Ear-
ly referral for LT should be considered when biliary de-
struction and recurrent cholangitis progress despite
endoscopic therapy, as recurrent sepsis may create a
narrow window for transplantation.

Tmage 1: transhepatic cholangi obtained at DUH (Week 8)
b
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Image 2: Liver histology shows bile duct proliferation, dilation and cholestasis with A. cholangitis and B. biliary cirthosis. C. Bile
abscess with prominent bile lakes and giant cells. D, Periductal fibrosis with canalicular cholestasis.

4639 | AN UNDER-RECOGNIZED
PHENOTYPE OF PRIMARY BILIARY
CHOLANGITIS

Carson C. Creamer® Toni Habib®

1Geisinger

Introduction: Primary biliary cholangitis (PBC) is an
autoimmune cholestatic liver disease that predomi-
nantly affects women and is typically recognized by
persistent alkaline phosphatase (ALP) elevation and
anti-mitochondrial antibody (AMA) positivity. Although
PBC with normal ALP has been described, this pheno-
type may be under-recognized, particularly when ac-
companied by atypical hepatocellular enzyme eleva-
tions. We present an asymptomatic man with AMApos-
itive, biopsy-confirmed PBC, normal ALP, and unex-
pectedly advanced liver disease. Case Presentation:
A 66-year-old man with chronic kidney disease, dia-
betes, and dyslipidemia was referred for chronically el-
evated aminotransferases. AST and ALT had been el-
evated for several years, peaking at 129 U/L and 125
U/L, respectively, while ALP remained persistently nor-
mal. He was asymptomatic and denied alcohol use, vi-
ral hepatitis, herbal supplement use, or a family history
of liver disease. Subsequent evaluation demonstrated
positive AMA and anti-smooth muscle antibody
(ASMA), and AST/ALT normalized and remained
normal.VCTE demonstrated liver stiffness of 13.2 kPa,
concerning for advanced fibrosis. Given the atypical
biochemical profile and ASMA positivity, autoimmune
hepatitis-PBC variant disease was considered. Liver
biopsy demonstrated portal inflammation with bile duct
injury and a lymphocytic infiltrate resembling a florid
duct lesion, supporting PBC. Hepatic venous pressure
gradient was 11 mm Hg, consistent with clinically sig-
nificant portal hypertension. His metabolic risk factors
and hepatic steatosis raised concern for concomitant
metabolic dysfunction-associated steatohepatitis. Ur-
sodeoxycholic acid was initiated with planned longitu-
dinal biochemical and fibrosis assessment, and
carvedilol was started for portal hypertension. Discus-
sion: This case illustrates an under-recognized PBC
phenotype characterized by male sex, absence of
symptoms, persistently normal ALP, and an atypical
hepatocellular biochemical profile. Despite the ab-
sence of conventional biochemical evidence of
cholestasis, the patient had AMA positivity, character-
istic PBC histology, advanced fibrosis, and clinically
significant portal hypertension. The case highlights the
potential limitations of relying on ALP and symptoms
alone to identify and monitor PBC, particularly in pa-
tients with atypical presentations. Conclusion: PBC
should remain a diagnostic consideration in patients
with unexplained liver enzyme abnormalities and posi-
tive AMA, even when ALP is persistently normal. This
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case underscores that normal ALP and minimal symp-
toms do not exclude clinically significant PBC and
highlights the importance of histologic assessment and
fibrosis staging in this under-recognized phenotype.

4640 | INFLIXIMAB FOR
REFRACTORY CONSTITUTIONAL
SYMPTOMS IN CIRRHOTIC HEPATIC
SARCOIDOSIS WITH PORTAL
HYPERTENSION: A CASE REPORT

Abdulaziz M. Bin Akrish® Saleh A. Alghsoon2 Waad M
Alluhaibi

internal Medicine Department, King Abdulaziz Medi-
cal City, 2King Saud bin Abdulaziz University for Health
Sciences, “Gastroenterology and Endoscopy Unit, De-
partment of Medicine, King Abdulaziz Medical City

Introduction: Sarcoidosis is a multisystem granuloma-
tous disorder of unknown cause. We describe a patient
with sarcoidosis confined to the liver at presentation
and recognised over eighteen months, whose constitu-
tional symptoms proved refractory to corticosteroids
and azathioprine and thereafter entered complete re-
mission after infliximab therapy, in the setting of estab-
lished cirrhosis and portal hypertension. Case Presen-
tation: A 57-year-old woman presented with six
months of dry cough and four months of fever reaching
40°C, with night sweats and weight loss. Liver bio-
chemistry was markedly cholestatic (alkaline phos-
phatase 572 U/L, total bilirubin 29.8 umol/L, ALT 42
U/L, AST 78 U/L). Abdominal CT showed findings con-
sistent with early cirrhotic change, and transient elas-
tography measured 23.3 kPa (F4). Liver biopsy
showed granulomatous hepatitis with bile duct injury
and noncaseating granulomas; no fibrosis was seen in
the sampled core. The leading diagnosis was initially
primary biliary cholangitis. She was readmitted with
worsening fever, jaundice and pruritus. Repeat chest
CT showed faint ground-glass opacities, and she de-
veloped inflammatory arthritis; sarcoidosis with pre-
dominantly hepatic involvement was diagnosed. Pred-
nisolone and azathioprine were started, but fever con-
tinued for a further fifteen days, after which infliximab 5
mg/kg was started. Chest CT six days before the first
infusion showed resolution of the ground-glass opaci-
ties, yet the fever continued until infliximab was start-
ed. After the first infusion, the fever resolved complete-
ly and never returned. Bilirubin normalised and GGT
fell by 42%, whereas ALP fell by only 17%. Six infu-
sions were given over six months without an infusion
reaction, infection or hepatic decompensation, though
aminotransferases rose progressively (ALT 15-47
U/L; AST 27-68 U/L) while the cholestatic markers
continued to fall. Discussion: Hepatic sarcoidosis with

cirrhosis and portal hypertension is at the edge of
available evidence, a group in which conventional im-
munosuppression performs least well. The patient is
informative due to organ responses separated in time:
pulmonary disease remitted while the constitutional
symptoms persisted. The resolution of fever can there-
fore be attributed to infliximab with reasonable confi-
dence. Experience with anti-TNF agents in liver dis-
ease is scant, with none described in cirrhotic hepatic
sarcoidosis. Conclusion: Infliximab produced a sus-
tained and complete remission of constitutional symp-
toms in a woman with hepatic sarcoidosis, cirrhosis
and portal hypertension, who underwent six infusions
over six months without decompensation, infusion re-
action or infection. As pulmonary disease had already
resolved on corticosteroids and azathioprine, the con-
stitutional response is attributable to anti-TNF therapy.
This case report supports consideration of biologic
therapy where conventional immunosuppression has
failed.

Infliximab in Cirrhotic Hepatic with Portal
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4641 | HNF1B-ASSOCIATED
CHOLANGIOPATHY IN AN ADULT
WITH 17Q12 DELETION SYNDROME:
A CASE REPORT

Uday Sankar Akash Vankayala1 Nishal Ravindran®

Geetika Goyal

!staten Island University Hospital, Northwell Health

Introduction: The 17q12 recurrent deletion syndrome,
encompassing the HNF1B gene, is classically associ-
ated with renal cysts and diabetes (RCAD) syndrome.
While hepatic involvement has been described in de-
velopmental contexts, chronic liver disease in adults
with this deletion remains poorly characterized. We
present a case of progressive hepatopathy in an adult
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with 17912 deletion. Case Presentation: A
31-year-old woman with a confirmed pathogenic 17q12
deletion (1,377 kb) encompassing HNF1B presented
with chronically fluctuating transaminitis (ALT intermit-
tently exceeding 200 U/L), markedly elevated gam-
ma-glutamyl transferase (GGT up to 521 U/L, 13 times
the upper limit of normal), elevated alkaline phos-
phatase (up to 355 U/L) and elevated serum bile acids
for 3 years. Additional clinical features involved recur-
rent abdominal pain, bilateral renal cysts, and severe
hypomagnesemia requiring intravenous supplementa-
tion. Comprehensive chronic liver disease workup was
unrevealing. Two liver biopsies performed three years
apart demonstrated progression from resolving acute
hepatitis without fibrosis (2023) to mild, nonspecific re-
solving hepatitis with new mild portal fibrosis (2026).
Immunohistochemistry with CK19 on the second biop-
sy demonstrated the absence of bile ducts in several
portal tracts, suggestive of mild ductopenia, and CK7
showed periportal biliary metaplasia findings consis-
tent with a developmental cholangiopathy attributable
to HNF1B haploinsufficiency. The biochemical and his-
tologic profile was most consistent with a nonspecific
hepatitis not classifiable as primary biliary cholangitis,
primary sclerosing cholangitis, or any recognized au-
toimmune or metabolic biliary disease. Discussion:
HNF1B is essential for bile duct morphogenesis,
cholangiocyte differentiation, and ciliary function.
HNF1B haploinsufficiency is recognized in pediatric
hepatobiliary disease, yet in adults, manifestations are
presumed static. This case challenges that assump-
tion, demonstrating histologic progression over 3
years. This likely reflects developmental bile-duct
paucity compounded by impaired cholangiocyte regen-
eration. This chronic hepatitis was unclassifiable as
any recognized biliary disease but due to
HNF1B-driven cholangiopathy. CK19 and CK7 im-
munohistochemistry proved essential for detecting
these findings. Extrahepatic features such as renal
cysts and diabetes should prompt consideration of
HNF1B deficiency in unexplained chronic liver disease.
Conclusion: 17g12 deletion syndrome may manifest
as chronic hepatopathy with histologically demonstra-
ble ductopenia and may lead to portal fibrosis. This is
consistent with HNF1B's established role in biliary de-
velopment. Longitudinal surveillance should be consid-
ered in affected patients.
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portal tracts lack bile ducts, portal venules (black arrow) and Figure b): The portal tracts lack bile ducts, CK19 is negative. (IHC
2 (blue arrow) ssen (HE., 20%) CK19, 40X)
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Introduction:  Progressive  familial  intrahepatic
cholestasis is a group of rare genetic conditions with
mutations that impair bile secretion. Progressive famil-
ial intrahepatic cholestasis 3 (PFIC3) is due to a muta-
tion in ABCB4, a gene encoding MDR3 that is crucial
to phosphatidylcholine excretion. PFIC3 often mani-
fests in early childhood with symptoms of cholestasis.
Given patients present with symptoms similar to other
biliary diseases, adult presentations are easy to misdi-
agnose. Case Presentation: A 34-year-old woman
with compensated cirrhosis was referred to hepatology
for presumed small-duct PSC. She had a longstanding
history of pruritus and abnormal liver studies since the
age of 10, when she was started on ursodiol. She un-
derwent liver biopsies at ages 14 and 16, which
showed nonspecific chronic biliary obstruction and por-
tal fibrosis of unclear etiology. Around the time of her
second biopsy, she also developed symptomatic
cholelithiasis requiring cholecystectomy. Despite being
on ursodiol, her liver disease progressed, with liver
biopsy at age 26 showing liver cirrhosis with nonspecif-
ic histologic features that could not exclude autoim-
mune disease. She was trialed on 4 months of
steroids, which did not improve her liver enzymes and
thus discontinued. MRCP at that time also revealed a
normal-appearing biliary tract without beading or stric-
tures. She was subsequently diagnosed with ulcerative
colitis and, at age 29, began having MRCPs showing
mild intrahepatic biliary duct dilation and irregularities.
As a result, she was diagnosed and managed as hav-
ing small-duct primary sclerosing cholangitis (PSC).
Upon reassessment in 2026, it was discovered that her
brother had passed at age 33 from esophageal
variceal hemorrhage. Given childhood onset of symp-
toms with progression to cirrhosis along with family his-
tory of liver disease, genetic testing for cholestatic liver
pathologies was ordered. The panel resulted with a
pathogenic ABCB4 variant (Pro726Leu), which sup-
ported a finding of PFIC3. She was continued on urso-
diol and also started on an ileal bile acid transport in-
hibitor. Discussion: This case highlights the diagnos-
tic difficulty of PFIC3. It can commonly be misdiag-
nosed as other cholestatic liver diseases such as au-
toimmune cholangiopathy, small-duct PSC, and cryp-
togenic cholestatic liver disease, given nonspecific ra-
diographic and histologic findings along with varying
degrees of illness severity. Young age of symptom on-
set along with a family history can help point to an in-
herited cholangiopathy, with genetic testing being diag-
nostic. Conclusion: Adult patients with early-onset
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pruritus, cholelithiasis, abnormal liver enzymes, and
cirrhosis along with a family history of liver disease
should be evaluated for an inherited cholangiopathy,
such as PFIC3. Early genetic testing can decrease
time to diagnosis and influence medical care and fami-
ly counseling.

4643 | WHEN THE LIVER
SILENCES THE ESOPHAGUS:
PROGRESSIVE DYSPHAGIA FROM
GASTROESOPHAGEAL MASS
EFFECT OF MASSIVE POLYCYSTIC
LIVER DISEASE
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Zengotita-Mercado™ Jose A. Collazo-Llera® Jorge
Rodriguez-Castro2 Miguel Echevarria-Quintana

lcentro Medico Episcopal San Lucas, Ponce Health
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Introduction: Autosomal dominant polycystic kidney
disease (ADPKD) may be accompanied by polycystic
liver disease (PLD), causing marked hepatomegaly
and mass effect on adjacent structures. Dysphagia
caused by gastroesophageal compression is extremely
rare and primarily reported in isolated case reports. We
describe a case with severe PLD presenting with pro-
gressive oral intolerance and nutritional compromise
initially attributed to primary esophageal disease. Case
Presentation: A 64-year-old woman with ADPKD,
PLD, and prior esophageal narrowing developed
months of progressive dysphagia from solids to liquids,
regurgitation, nausea, vomiting, and inability to main-
tain oral intake. Over four months, she lost approxi-
mately 30 Ib and developed malnutrition, with a body
mass index of 17.7 kg/mz2, requiring multiple hospital-
izations. Computed tomography and upper gastroin-
testinal contrast imaging showed a dilated, fluid-filled
esophagus with long-segment distal narrowing across
the gastroesophageal junction (GEJ). Stricture, achala-
sia, and superior mesenteric artery syndrome were
taken into consideration after esophagogastroduo-
denoscopy revealed distal food impaction, proximal
esophageal dilatation, and traversable GEJ narrowing.
Subsequent magnetic resonance imaging revealed se-
vere cystic hepatomegaly, abrupt esophageal cutoff at
the GEJ, and gastric compression with lateral displace-
ment by the enlarged liver. Following multidisciplinary
evaluation, she underwent laparoscopic fenestration of
four dominant hepatic cysts with evacuation of approxi-
mately 3 L of fluid, resulting in temporary improvement
in oral tolerance. Dysphagia recurred, and percuta-
neous aspiration was deferred because diffuse cyst
burden was unlikely to permit durable decompression.
An open feeding jejunostomy was placed for enteral

nutrition. The patient remains under evaluation for liver
transplantation. Discussion: This case demonstrates
an unusual mechanical complication of diffuse PLD
that mimicked primary esophageal disease. An extrin-
sic mechanism was supported by traversable narrow-
ing without a fixed intraluminal lesion, the anatomic
mass effect, and the transient response to cyst fenes-
tration. The limitations of localized therapy are demon-
strated by the recurrence of dysphagia following treat-
ment when the mass effect of residual cyst burden per-
sists. Severe nutritional compromise combined with
persistent compressive symptoms may require
long-term nutritional support and liver transplant evalu-
ation. Conclusion: Massive PLD should be consid-
ered in unexplained progressive dysphagia when en-
doscopy does not identify a sufficient intraluminal
cause and imaging demonstrates compatible gastroe-
sophageal mass effect. Recognizing this rare extrinsic
mechanism can redirect care toward hepatobiliary in-
tervention, nutritional optimization, and liver transplant
evaluation.

4644 | INCIDENTAL DIAGNOSIS
AND TREATMENT OF HCV
CRYOGLOBULINEMIA HALTING
NEED FOR URGENT LIVER-KIDNEY
TRANSPLANT EVALUATION
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1OHSU, 2Oregon Health And Science University

Introduction:  Acute-on-chronic  kidney injury
(AKI/CKD) in cirrhosis often reflects prerenal azotemia,
hepatorenal syndrome, or bile cast nephropathy, but
atypical causes-including HCV (hepatitis C)-associated
cryoglobulinemia-must be considered. 40-60% of pa-
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tients with HCV have circulating cryoglobulins; but only
approximately 0.36% develop membranoproliferative
glomerulonephritis (MPGN), with cryoglobulinemia re-
nal involvement being a poor prognosis. Case Presen-
tation: A 41-year-old man with alcohol-associated de-
compensated cirrhosis complicated by recurrent hepat-
ic encephalopathy (HE), variceal bleeding in 2023 with
banding, trace ascites, portal hypertensive gastropa-
thy, severe thrombocytopenia, and CKD (presumed
HTN vs HRS type 2, baseline creatinine 3.0) presented
with altered mental status that resolved with lactulose
and rifaximin, consistent with hepatic encephalopathy.
Labs showed metabolic acidosis (pH 7.4, pCO2 25,
HCO3 15), hyperkalemia with AKI/CKD (Cr 3.49, BUN
90, K 5.9), acute-on-chronic anemia (Hb 6.3), chronic
thrombocytopenia (PIt 25), MELD 20 predominantly
from AKI, total bilirubin 1.2, with proteinuria and hema-
turia (20 RBCs, protein 100 mg/dL, no casts). During
liver transplant evaluation, HCV RNA was 632,000
IU/mL. Serologies showed elevated rheumatoid factor
(141), C3 of 39, low C4 (<8), and low-titer ANA
(<1:80), anti-smooth muscle (1:40), and antimitochon-
drial (1:80) antibodies. Cryoglobulins returned positive.
Sofoshuvir/velpatasvir (Epclusa) was started 7/11, with
creatinine improving rapidly from 5.1 (7/9) to 3.7 (7/12)
to 2.8 (7/15) at discharge, temporizing the need for ur-
gent simultaneous liver-kidney (SLK) transplant. Dis-
cussion: While undergoing SLK transplant evaluation
in the setting of MELD > 15, and glomerular function <
30%, the decision was made to initiate HCV treatment
to reduce potential cryoglobulinemia-related kidney
failure and impending dialysis. The creatinine began
improving 1-2 days prior to Epclusa, but given contin-
ued resolution without additional fluids or medications,
we favor HCV treatment as a contributing factor the
continued and sustained improvement in his acute kid-
ney injury. Conclusion: An atypical renal presentation
in a patient with cirrhosis particularly with HCV viremia
-hematuria, proteinuria, and hypocomplementemia
rather than a bland AKI-should prompt broader renal
evaluation before attributing renal failure to HRS or
CKD. Engaging nephrology colleagues and checking
for cryoglobulinemia can change both the diagnosis
and the transplant plan. Because direct-acting antiviral
therapy can rapidly reverse glomerular injury, treating
active HCV first may recover renal function and elimi-
nate the kidney indication for SLK transplant.

4645 | ACUTE WILSONIAN CRISIS
UNMASKING PREVIOUSLY
UNRECOGNIZED WILSON DISEASE
IN A YOUNG WOMAN WITH
CRYPTOGENIC CIRRHOSIS

Kristijan Bogdanovski1

Lvanderbilt University Medical Center

Introduction: Wilson disease (WD), an autosomal re-
cessive disorder of copper metabolism due to ATP7B
mutations, causes toxic hepatic copper accumulation.
WD can present as chronic liver disease, neuropsychi-
atric illness, or acute Wilsonian crisis, an often fatal
presentation with Coombs-negative hemolytic anemia,
coagulopathy, encephalopathy, and low alkaline phos-
phatase (ALP) relative to bilirubin. Without transplanta-
tion, mortality approaches 100%. We describe previ-
ously unrecognized WD, initially labeled cryptogenic
cirrhosis, that progressed to acute Wilsonian crisis.
Case Presentation: A 38-year-old woman with recent-
ly diagnosed decompensated cirrhosis, initially consid-
ered cryptogenic, presented with lower extremity ede-
ma, abdominal pain, and nausea. Autoimmune and vi-
ral workups were negative; ceruloplasmin was low (13
mg/dL) with elevated 24-hour urine copper (773.5
mcg), suggesting WD. She was discharged after di-
uretic optimization but returned weeks later with wors-
ening jaundice, leukocytosis, and coagulopathy (INR
3), then decompensated with hypotension, altered
mentation, and hemoglobin drop from 12.3 to 8 g/dL
without a source, suggesting hemolysis. Labs showed
INR 2.9, bilirubin 29.6 mg/dL, ALP 40 UJ/L
(ALP:bilirubin ratio 1.4), AST 193, ALT 52 (AST:ALT
ratio 3.7); MELD 3.0 31. She was transferred to the
ICU, started on plasma exchange, and urgently under-
went liver transplantation. Post-transplant, explant cop-
per quantification confirmed markedly elevated hepatic
copper (1656 mcg/g dry weight;, reference <50);
ATP7B sequencing showed heterozygous pathogenic
(p.His1069GlIn) and uncertain-significance
(p.Cys985Arg) variants. Discussion: This case illus-
trates how acute Wilsonian crisis can unmask previ-
ously undiagnosed WD in a patient labeled with crypto-
genic cirrhosis. Her presentation fulfilled the classic di-
agnostic pentad: hemolysis, coagulopathy, en-
cephalopathy, low ALP:bilirubin ratio (<4), and elevat-
ed AST:ALT ratio (>2.2), prompting urgent transplant
listing before confirmatory testing resulted. Diagnosis
was later confirmed by explant copper quantification
and a pathogenic ATP7B variant; her second allele
was a variant of uncertain significance, underscoring
that genetic testing should not delay time-sensitive
transplant evaluation. Diagnosis instead integrates
clinical, biochemical, and genetic data (Leipzig score),
while the New Wilson Index helps identify such pa-
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tients early. Conclusion: Acute Wilsonian crisis
should be considered in any patient with rapidly pro-
gressive liver failure, hemolytic anemia, and coagu-
lopathy, even when cirrhosis has been attributed to an-
other or unknown cause. A low ALP:bilirubin ratio with
elevated AST:ALT ratio should prompt urgent hepatol-
ogy involvement andtransplant listing without awaiting
genetic confirmation. A variant of uncertain signifi-
cance should not exclude WD when clinical and bio-
chemical findings are diagnostic.

4646 | PORTAL VEIN
RECANALIZATION IN UMBILICAL
CATHETERIZATION-ASSOCIATED
THROMBOSIS: WHEN BLEEDING
CHALLENGES ANTICOAGULATION

Douglas Miotto Leticia Lopesl Lilian D. Carvalho®

YUniversidade Federal de S&o Paulo

Introduction: Portal vein thrombosis from umbilical
catheterization causes pediatric portal hypertension.
While bare-metal stent placement enables portal vein
recanalization, postoperative anticoagulation is essen-
tial to prevent thrombotic occlusion. Severe thrombo-
cytopenia and concurrent drug anaphylaxis can render
anticoagulation impossible, forcing individualized deci-
sion-making. Case Presentation: A 16-year-old male
with umbilical catheterization-associated portal vein
thrombosis presented with acute variceal hemorrhage
after elastic band ligation. Laboratory findings: hemo-
globin 6.8 g/dL, platelets 17,000/uL, INR 1.89. Inter-
ventional radiology performed portal vein recanaliza-
tion with bare-metal stent placement (10 x 80 and 12 x
60 mm) and collateral embolization.Critical conflict
emerged: anticoagulation was contraindicated due to
platelets <50,000/uL. Additionally, propranolol-the
standard vasoactive bridge-was contraindicated by pri-
or anaphylaxis history to milk protein with requirement
for multiple epinephrine doses.The patient remained
hemodynamically stable without recurrent bleeding.
Platelets recovered to 35,000-47,000/pL by week 2,
yet anticoagulation was withheld. Serial imaging con-
firmed stent patency without thrombosis. At 3-month
follow-up, he remained asymptomatic with platelets
35,000/uL and patent stent on ultrasound. Discus-
sion: This case demonstrates a rare but instructive
clinical impasse: the collision between two absolute
contraindications  (anticoagulation-thrombocytopenia
and propranolol-anaphylaxis) that together prevent im-
plementation of guideline-recommended therapies.
While observational management without anticoagula-
tion after bare-metal stent placement contradicts stan-
dard practice, close hematologic monitoring and serial
vascular imaging identified no thrombotic complica-

tions during 9 months of follow-up. The favorable out-
come likely reflected dual anatomic/clinical factors: (1)
successful embolization of high-pressure portosys-
temic collaterals reduced portal pressure gradient, the-
oretically diminishing stent thrombosis risk, and (2)
gradual platelet recovery to >30,000/uL may have pro-
vided sufficient hemostasis for endothelial healing
without antiplatelet activation.This case emphasizes
that rigid protocol adherence may prove unsafe when
competing contraindications exist, and that multidisci-
plinary teams (pediatric hepatology, interventional radi-
ology, hematology, allergy-immunology) must weigh
competing risks individually rather than defaulting to
guidelines. Conclusion: Complex pediatric portal hy-
pertension cases demand individualized risk-benefit
assessment when standard therapies become medi-
cally contraindicated. Careful hemodynamic monitoring
and serial imaging surveillance may provide accept-
able alternatives to conventional anticoagulation in se-
lected high-risk scenarios.

4647 |
CRYPTOSPORIDIUM-INDUCED
SCLEROSING CHOLANGITIS IN A
PEDIATRIC LIVER TRANSPLANT
RECIPIENT

Ahmed Elhatw® Nawras Habash?® Samar H. Ibrahim®

lMayo Clinic , Rochester, 2Mayo Clinic, Rochester,
3Mayo Clinic Rochester

Introduction: Biliary complications after pediatric liver
transplantation (LT) may lead to graft dysfunction or
loss. While most are anastomotic or ischemic, infec-
tious causes are uncommon but potentially reversible.
Cryptosporidium can cause severe biliary disease in
immunocompromised patients. We report Cryp-
tosporidium-associated secondary sclerosing cholangi-
tis in a pediatric LT recipient Case Presentation: An
8-year-old female underwent LT at 3 months of age for
gestational alloimmune liver disease, with choledo-
choduodenostomy for biliary reconstruction. Her sub-
sequent course was complicated by acute cellular and
chronic ductopenic rejection, which resolved with in-
tensified immunosuppression. Maintenance immuno-
suppressive therapy consisted of tacrolimus and
sirolimus.Seven years after transplantation, she pre-
sented during a diarrheal illness with a cholestatic-pre-
dominant elevation in liver enzymes: ALT 220 UIL,
AST 216 U/L, GGT 501 U/L, and total bilirubin 0.6
mg/dL. Laboratory evaluation also demonstrated a
white blood cell count of 10.5 x 109/L, thrombocytosis
with a platelet count of 635 x 109/L, and elevated CRP,
with preserved hepatic synthetic function. One year
earlier, she had Cryptosporidium infection associated
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with diarrhea and acute cellular rejection, treated with
pulse methylprednisolone and nitazoxanide. She was
discharged on a prednisone taper, sirolimus, and
tacrolimus. She subsequently moved to a rural area,
was lost to follow-up, and did not complete scheduled
stool studies to confirm clearance of
Cryptosporidium.Ultrasound demonstrated patent he-
patic vasculature and central bile duct dilation. MRCP
showed multifocal intrahepatic and extrahepatic biliary
beading and irregularity with a patent choledochoduo-
denostomy (Figure 1A). Liver biopsy demonstrated a
biliary obstructive pattern with portal and focal bridging
fibrosis without acute cellular rejection (Figure 1B).
Stool testing was positive for Cryptosporidium. She
was treated with nitazoxanide and ursodiol. Recent
laboratory studies showed normal direct bilirubin and
ALT, with downtrending AST (44 U/L) and GGT (109
U/L). Discussion: Biliary cryptosporidiosis is a rare but
potentially serious complication after pediatric LT. Per-
sistent infection in the setting of intensified immuno-
suppression may promote biliary epithelial injury, lead-
ing to progressive cholangiopathy and fibrosis. Con-
clusion: Cryptosporidium should be considered in pe-
diatric LT recipients on multiple immunosupressive
therapy presenting with cholestatic liver enzyme ab-
normalities and biliary strictures, particularly with diar-
rheal illness. Prompt recognition and treatment may
prevent progressive biliary injury and graft loss

4648 | FLYING UNDER THE
RADAR: A CASE OF OCCULT
METHICILLIN-RESISTANT
STAPHYLOCOCCUS AUREUS
BACTEREMIA IN A PATIENT WITH
NEW TRACE ASCITES AND
ACUTE-ON-CHRONIC
HYPONATREMIA

Adrienne Bielawski® Daniel F. Wagner1 Sidharth
adrnenne BIe'awskl
Anand? Scott Schafler*

IMontefiore Medical Center

Introduction: Patients with cirrhosis are immunocom-
promised and high-risk for developing occult infections.
We present a case of methicillin-resistant Staphylococ-
cus aureus (MRSA) bacteremia with spinal abscesses

in a patient with cirrhosis who presented without fever,
leukocytosis, or hemodynamic instability. Case Pre-
sentation: A 55-year-old man with alcohol-associated
cirrhosis complicated by ascites (on furosemide 20 mg
daily), large non-bleeding esophageal varices, and
chronic hyponatremia presented with one week of dull,
aching mid-thoracic back, left shoulder, neck, and left
hip pain that started after throwing out a 30-pound
garbage bag. Pain worsened with movement and was
minimally relieved with acetaminophen, methocar-
bamol, and topical analgesic creams. He denied fever,
chills, cough, abdominal pain, urinary symptoms, or al-
cohol or drug use. On arrival, his vitals were normal,
and he was afebrile. Examination was notable for low-
er extremity edema, a soft, non-distended abdomen,
and mild tenderness over the left deltoid and cervical
paraspinal muscles. Laboratory studies revealed sodi-
um of 123 mEg/L (baseline 130 mEg/L) likely sec-
ondary to hypervolemic hyponatremia from cirrhosis
and total bilirubin of 3.5 mg/dL (baseline 1.6 mg/dL).
He had baseline anemia, thrombocytopenia, and coag-
ulopathy but no leukocytosis or renal injury. Chest radi-
ography was unremarkable. Liver ultrasound revealed
a cirrhotic liver with new trace ascites compared to two
months prior.Due to worsening hyponatremia and new
ascites, urine and blood cultures were obtained. On
hospital day two, he developed a fever of 101.7 F and
blood cultures grew MRSA. He was started on van-
comycin. Orthopedic surgery was consulted, and clini-
cal suspicion for septic arthritis of hip and shoulder
was low. Magnetic resonance imaging of the spine re-
vealed a C4-C5 epidural abscess, a lateral S1-S2 ab-
scess, and an L5-S1 phlegmon. Transthoracic
echocardiography showed no vegetations. Trans-
esophageal echocardiography was deferred given pa-
tient was not a surgical candidate. Per neurosurgery
and infectious disease, he was treated with antimicro-
bials alone with subsequent clearance of blood cul-
tures. Discussion: A patient with cirrhosis presented
with musculoskeletal pain following an injury and had
no clinical signs of sepsis. Based on guidelines, wors-
ening baseline hyponatremia and new trace ascites
prompted an infectious workup that revealed MRSA
bacteremia with multiple spinal abscesses. Due to gut
microbial translocation, bacteremia in cirrhosis is most-
ly caused by enteric gram negative organisms; howev-
er, a high index of suspicion should be maintained for
gram positive infections with unexplained muscu-
loskeletal symptoms. Conclusion: Patients with cir-
rhosis can present with subtle signs of MRSA bac-
teremia. A low threshold for obtaining blood cultures
should be maintained to evaluate worsening hypona-
tremia, new trace ascites, or unexplained pain.
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4649 | AN EXIT OPTION: A CASE
SERIES OF PERCUTANEOUS
TRANSHEPATIC BILIARY DRAIN
PLACEMENT FOR COMPLICATED
PORTAL CAVERNOMAS

Megan E. Kohn! Jama Darling1

1University of Arizona, Tucson

Introduction: A portal cavernoma is a compensatory
network of hepatopetal collateral veins shunting
around chronic portal vein obstructions. We describe
two cases of portal cavernomas resulting in portal
bilopathy, recurrent cholangitis and hemobilia. Both re-
quired percutaneous transhepatic biliary drain (PTBD)
for decompression but with divergent management.
Case Presentation: 24YF with biliary atresia s/p liver
transplant at age 2 with hepaticojejunostomy (HJ)
anatomy, history of acute cellular rejection (no fibrosis
on biopsy) and portal vein thrombosis (~10 yrs) with
cavernous transformation, presented with epigastric
pain, fever and vomit. Lab studies were INR 1.7, TB
2.6, AST 47, ALT 36, ALP 239. She had similar un-
complicated presentations for 2 years, resolving with
antibiotics. CT scan showed new bile duct dilation.
ERCP was unsuccessful but revealed hemobilia. Per-
cutaneous cholangiogram performed with HJ balloon
dilation to 10mm and intrabiliary ultrasound showed
multiple portal collaterals surrounding the HJ narrow-
ing. Intermittent bile duct "obstruction" was suspected
due to anastomotic fibrosis and extrinsic compression
from cavernoma. A PTBD was placed across the HJ
for decompression. TIPS shunt was performed for por-
tal vein recanalization. After coil embolization of large
splenorenal shunt to optimize flow, her cavernoma de-
compressed. PTBD was removed 1 month later with
TB 1.8, ALP 182 and ALT 25.34YM with ALL in remis-
sion, MASLD cirrhosis (varices and portal cholangiopa-
thy), and chronic portal, superior mesenteric, and
splenic vein thrombosis with cavernous transformation,
presented with RUQ pain, jaundice and fever. Had 3
prior cholangitis admissions with hemobilia and stent
occlusion from extrinsic biliary compression 2/2 portal
cavernomas; last ERCP 3 weeks prior where covered
metal and plastic stent placed in CBD. On presenta-
tion, TB 4.5, ALP 458, ALT 116, and AST 108. CT
showed intrahepatic biliary ductal dilatation. MRI
showed portal cavernoma and biliary biliopathy. Plastic
stent was removed during ERCP; cultures grew E. fae-
cium and yeast. To prevent further stent occlusion, the
patient underwent PTBD. TIPS to the splenic and por-
tal veins failed due to highly organized clot. Currently,
PTBD remains in place and the patient is pursuing
multivisceral transplant. Discussion: Both patients un-
derwent PTBD placement due to recurrent cholangitis
and hemobilia occurring secondary to extrinsic biliary

compression from extensive portal cavernomas. One
had successful decompression of cavernoma with por-
tal vein recanalization via TIPS shunt and PTBD re-
moval. The other patient unfortunately had lost splenic
access about 6 years prior. Conclusion: There is no
clear guidance of portal cavernoma complications that
are refractory to TIPS. PTBD can act as a bridge to al-
low stabilization of these patients and prevent cholan-
gitis, especially in immunosuppressed patients, while
working towards definitive management.
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4650 |
VASCULAR DISEASE MIMICKING
HEPATOCELLULAR ADENOMA IN A
YOUNG MAN

PORTO SINUSOIDAL

Ronald Cadillo Hernandez' Nakul Ganjlu2 Yadana
— g == .
Khin” Jungeun Ahn™ Coleman I. Smith

IMedstar Washington Hospital Center, 2Howard Uni-
versity Hospital, 3Georgetown University, 4Georgetown
University Hospital

Introduction: Porto sinusoidal vascular disease
(PSVD) can occur without portal hypertension and may
produce focal hepatic lesions. We report focal PSVD
mimicking hepatocellular adenoma (HCA) in a young
man. Case Presentation: A 21-year-old man was inci-
dentally found to have hypervascular liver lesions dur-
ing evaluation of nonspecific abdominal pain. He de-
nied anabolic steroid use. MRI showed a 1.1 cm arteri-
ally enhancing segment 3 lesion interpreted as HCA.
Liver tests and platelet count were normal, with no clin-
ical or imaging signs of portal hypertension. Serial MRI
showed persistence with slight enlargement to 1.5 cm.
CT guided core biopsy showed benign liver parenchy-
ma without adenoma. Endoscopic ultrasound (EUS)
guided fine needle aspiration (FNA) showed mildly
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atypical hepatocellular fragments with diffuse sinu-
soidal CD34 staining, raising suspicion for HCA, al-
though interpretation was limited by fragmented sam-
pling. Multidisciplinary review favored HCA. Given the
malignant potential of HCA in men, resection was rec-
ommended. Left lateral segmentectomy was per-
formed. The targeted lesion showed sinusoidal dilata-
tion, ectatic vessels, mild nodular regenerative hyper-
plasia, and sinusoidal CD34 staining consistent with
PSVD. No HCA, focal nodular hyperplasia (FNH), or
malignancy were identified. Discussion: Focal hepatic
lesions in PSVD are most often FNH like, making a
discrete lesion that mimicked HCA without a hepato-
cellular neoplasm an unusual presentation. The initial
core biopsy likely sampled nonlesional liver, while FNA
captured abnormal hepatocytes but lacked the archi-
tecture needed to recognize PSVD. This limitation is
important because PSVD changes can be subtle and
unevenly distributed and diagnosis depends on ade-
quate tissue. In this case, sinusoidal CD34 staining
supported HCA on FNA but was also present in the re-
section specimen, showing that this finding was not
specific for adenoma. PSVD may be diagnosed with-
out portal hypertension when a specific histologic le-
sion such as nodular regenerative hyperplasia is
present. Conclusion: PSVD should be considered
when a presumed HCA remains discordant across
imaging and limited tissue sampling. Adequate tissue
that preserves architecture and includes adjacent liver
may be needed to distinguish vascular regenerative
change from hepatocellular neoplasia.
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4651 | BEYOND THE THRESHOLD:
DIPS IN A PATIENT WITH BUDD
CHIARI SYNDROME AND EJECTION
FRACTION < 50%

Sarah A. Dozil* Lauren Gilbert?

1University of  Miami/Jackson
2Universily of Miami

Introduction: Clinically significant portal hypertension
(CSPH) is a common complication of Budd Chiari Syn-
drome (BCS). Interventional therapies such as tran-

Health Systems,

sjugular intrahepatic portosystemic shunt (TIPS) place-
ment and direct intrahepatic portosystemic shunt
(DIPS) placement are frequently used to manage
CSPH. Case Presentation: A 56 y/o female with prior
DCIS s/p bilateral mastectomy is diagnosed with cata-
strophic antiphospholipid syndrome (CAPS) shortly af-
ter undergoing elective bilateral axillary liposuction and
left breast implant placement with a plastic surgeon.
She develops pulmonary embolism, left and middle he-
patic venous thrombosis consistent with Budd Chiari
Syndrome (BCS) and new inflammatory myocarditis
with an ejection fraction (EF) of 35%. She has positive
cardiolipin antibodies and B2 glycoprotein antibodies.
The patient is initially treated with heparin, IVIG, and
prednisone. She is discharged on prednisone taper,
anticoagulation with warfarin and GDMT for new
HFrEF. She receives rituximab as an outpatient.
Post-hospitalization imaging shows persistent hepatic
vein thromboses despite therapeutic anticoagulation.
The patient develops CSPH with large varices that re-
quire banding and refractory ascites requiring weekly
paracenteses. The patient is not a candidate for revas-
cularization due to concern for thromboembolism. The
patient's EF improves to 43% on cardiac MRI post-dis-
charge, below AASLD guidelines for TIPS/DIPS. After
multidisciplinary discussion, the decision is made to
proceed with DIPS with close hemodynamic monitor-
ing via pulmonary artery catheter. Pre-procedural left
and right heart catheterization showed no coronary
artery disease and normal right heart pressures. To
decrease the magnitude of preload increase with shunt
creation, a shunt diameter of 8 mm was utilized. Post-
operative course was uncomplicated. The patient's
hemodynamics were monitored closely in an ICU set-
ting. The patient's CSPH has improved; she has not
required paracentesis in 4 weeks. She has lower ex-
tremity edema which is being treated with oral diuret-
ics. Discussion: Current AASLD guidelines list EF
less than 50% as a contraindication to TIPS/DIPS
placement, likely due to concern for cardiac decom-
pensation with shunt placement. Heart failure has a
heterogeneous clinical phenotype, and current guide-
lines may be precluding compensated patients (such
as ours) who otherwise benefit from TIPS/DIPS. Work
by Billey et al (2019) and a systematic review by
Tomassoni et al (2025) did not identify EF as a predic-
tor of post-TIPS cardiac decompensation. This sug-
gests that there are other factors that better character-
ize the risk of cardiac decompensation. Conclusion:
Our case highlights that compensated patients with an
EF less than 50% may tolerate TIPS/DIPS for BCS
management. Further study into cardiac risk stratifica-
tion in this population is warranted to better identify
suitable candidates for TIPS/DIPS.
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4652 | CONGENITAL
INTRAHEPATIC PORTOSYSTEMIC
SHUNT AS A RARE MANIFESTATION
OF NOONAN SYNDROME: A CASE
REPORT

Rajvi Patel’ Skylar Hargrove1

1Virginia Commonwealth University

Introduction: Noonan syndrome (NS) is an autosomal
dominant genetic disorder caused by gain-of function
mutations in the RAS-MAPK signaling pathway, classi-
cally presenting with congenital heart disease. Al-
though rare, emerging evidence links NS and the
broader category of RASopathies to congenital hepatic
vascular abnormalities. The most common is a con-
genital extrahepatic portosystemic shunt called Aber-
nathy malformation. We present the case of a
29-year-old female with NS who developed intermittent
hyperbilirubinemia and imaging findings of portal hy-
pertension and was subsequently diagnosed with a
congenital intrahepatic portosystemic shunt (IHPSS).
Case Presentation: A 29-year-old female with a past
medical history of NS and splenomegaly noted on
imaging since birth presented with intermittent hyper-
bilirubinemia (total bilirubin 1.4 mg/dL). A follow-up ab-
dominal ultrasound showed a dilated main portal vein
without significant liver parenchymal disease. MRI ob-
tained one year later showed evidence of a venove-
nous shunt between the right hepatic vein and right
portal vein branches as well as a newly dilated inferior
vena cava. Overall, her imaging was concerning for
congenital IHPSS and evolving noncirrhotic portal hy-
pertension. Concurrent serological testing was nega-
tive for an alternate cause of these findings, including
alpha-1-antitrypsin phenotyping, ANA, ceruloplasmin,
smooth muscle antibody, mitochondrial antibody, IgG,
ferritin, and hepatitis serologies. Discussion: This
case highlights IHPSS as a rare hepatic vascular mani-
festation of NS. While Abernathy malformations are in-
creasingly recognized in RASopathies, IHPSS reports
in NS remain exceedingly rare. The pathophysiological
basis likely involves impaired embryonic vascular re-
modeling due to dysregulated RAS-MAPK signaling,
preventing normal regression of fetal portosystemic
communications.|t is important for clinicians to recog-
nize IHPSS as a potential manifestation of NS, as
these congenital vascular malformations are associat-
ed with porto-sinusoidal vascular disease as well as
liver lesions such as adenomas and hepatocellular car-
cinoma in the absence of cirrhosis. These patients are
also at risk for the complications associated with portal
hypertension, including hepatic encephalopathy,
variceal bleeding, portopulmonary hypertension, as-
cites, and lower extremity edema. The increased risk
of these complications indicates increased need for

monitoring and surveillance in the NS patient popula-
tion. Conclusion: This case highlights the importance
of recognizing congenital IHPSS as a rare but clinically
significant hepatic vascular manifestation of NS. Early
identification through vascular imaging is essential to
enable timely surveillance and management of associ-
ated complications of portal hypertension, including
hepatic encephalopathy, variceal bleeding, portopul-
monary hypertension, and liver lesions.

Image 1. CT abdomen and pelvis coronal view showing splenomegaly along with multiple
splenic artery aneurysm (red arrows), largest measuring 2.3 em, secondary to underlying portal
hypertension.

Image 2. CT abdomen and pelvis axial view showing dilated main portal vein (red bracket),
measuring 18.9 mm, as evidence of portal hypertension.

Image 3. Contrast enhanced MRI of liver showing axial views of large shunt between the right
hepatic vein (red arrow) and the night portal vein {green amow).

4653 | STATUS EPILEPTICUS AS
AN UNUSUAL PRESENTATION OF
RECURRENT HEPATIC
ENCEPHALOPATHY IN A PATIENT
WITH A LARGE SPONTANEOUS
SPLENORENAL SHUNT

Leonardo L. Ribeiro® Stephanie Kim! Sean Ngo1
Sharon Pan” Shahroz Aziz! Zeiad Hussain! Akshata
Moghe1

Yhe University of Texas Health Science Center at
Houston
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Introduction: Hepatic encephalopathy (HE) is a neu-
ropsychiatric manifestation of liver dysfunction and/or
portosystemic shunting. In patients with recurrent or
persistent HE despite optimized medical therapy, large
spontaneous portosystemic shunts (SPSS) may be
present, allowing portal blood to bypass hepatic detoxi-
fication. We describe a patient with recurrent HE de-
spite lactulose and rifaximin who developed severe hy-
perammonemia with status epilepticus in the setting of
a large splenorenal shunt. Case Presentation: A
44-year-old man with alcohol-associated cirrhosis,
MELD 3.0 of 15, prior HE, and no seizure history pre-
sented with status epilepticus requiring intubation and
treatment with several antiepileptics. Family described
witnessing four generalized seizure episodes without
interval return to baseline. Despite adherence to lactu-
lose and rifaximin, he had had five prior hospitaliza-
tions for HE. Of note, he had never had ascites or
variceal hemorrhage. Infection, hepatic tumor, clots,
gastrointestinal bleeding, and sedative medications
were ruled out as possible contributors at every hospi-
talization. Ammonia level was 322 umol/L at presenta-
tion, and he was aggressively treated with lactulose
and rifaximin. Brain imaging was normal and continu-
ous EEG showed severe diffuse encephalopathy with
triphasic waves. Neurology opined that status epilepti-
cus and seizures were provoked by severe hyperam-
monemia. Abdominal CT demonstrated cirrhosis with a
large SPSS. Venography further characterized a large,
high-flow splenorenal shunt draining into a hypertro-
phied but patent left renal vein with multiple collaterals.
Interventional radiology performed successful retro-
grade transvenous obliteration using an Amplatzer
plug at the shunt-renal vein confluence reinforced by
coils, additional coils occluding secondary outflow
branches, and embolic/sclerosant material filling the
shunt lumen (Figure 1). Post-embolization venography
showed complete shunt stasis with preserved left renal
vein patency. His mentation improved dramatically af-
ter the procedure, returning to baseline by the following
day. Discussion: Spontaneous portosystemic shunts
(SPSS) are increasingly recognized contributors to re-
current or refractory HE by diverting ammonia-rich por-
tal blood away from hepatic metabolism. In our patient,
recurrent HE occurred despite lactulose and rifaximin,
and without other precipitants of HE, making the large
splenorenal shunt a likely driver of his episodes. Se-
vere hyperammonemic HE provoked seizures with sta-
tus epilepticus. Conclusion: Large SPSS should be
actively considered in patients with recurrent or medi-
cation-refractory HE, particularly when HE is the pre-
dominant or only decompensation in a patient with cir-
rhosis. Identification of an underlying large SPSS may
reveal a treatable anatomic driver for which emboliza-
tion can provide a targeted therapeutic strategy.

4654 |
CASE OF ACUTE
HEPATOCELLULAR LIVER INJURY

SYPHILITIC HEPATITIS: A

Gabrielle Coogerl Amreen Dinanit Chanjuan Shit

Duke University Medical Center

Introduction: Syphilis has a wide clinical spectrum
and can mimic many conditions; hepatic involvement is
uncommon and rarely the initial presentation. We de-
scribe a rare case of early syphilis presenting as acute
hepatocellular liver injury, emphasizing the importance
of considering treponemal infection in patients with un-
explained acute hepatitis. Case Presentation: A
33-year-old female with no medical history presented
with two days of jaundice and malaise. She denied al-
cohol use, new medications, recent travel, or sick con-
tacts. Laboratory evaluation revealed marked hepato-
cellular injury: AST 1426 U/L, ALT 2524 UJ/L, alkaline
phosphatase 231 U/L, and total bilirubin 6.7 mg/dL (di-
rect bilirubin 3.8 mg/dL). INR and creatinine were nor-
mal. She exhibited no encephalopathy. Right upper
guadrant ultrasound demonstrated a normal liver with-
out biliary dilation, patent vasculature, and normal
echogenicity. Additional workup included a negative
toxicology screen, negative autoimmune serologies,
ferritin 1681 ng/mL, and normal ceruloplasmin, im-
munoglobulins, and alpha-1 antitrypsin levels. Viral
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testing for EBV, CMV, HSV, acute hepatitis B, hepatitis
C, and HIV was negative. Notably, rapid plasma reagin
(RPR) was positive at 1:32. Liver biopsy revealed se-
vere acute hepatitis with portal and lobular inflamma-
tion. Immunohistochemical staining identified spiro-
chetes, confirming syphilitic hepatitis. The patient re-
ceived intramuscular penicillin G, and her liver en-
zymes normalized within four weeks. Discussion:
Syphilitic hepatitis represents a critical diagnostic
"pearl" due to its ability to mimic more common causes
of acute liver injury. Patients may not present with clas-
sic features of syphilis including weight loss, fevers, or
rash. Without biopsy, syphilitic hepatitis can be diag-
nosed by abnormal liver tests, serologic markers of
syphilis, and exclusion of an alternative diagnosis.
Syphilitic hepatitis more commonly presents with
markedly elevated ALP, but it can present with
markedly elevated transaminases and positive autoan-
tibodies, causing misdiagnosis. In this case, a sexual
history, positive RPR, and otherwise negative work up
promoted a liver biopsy which clinched the diagnosis.
Administration of intramuscular penicillin G typically re-
sults in rapid, complete resolution of hepatic injury.
This case underscores the necessity of maintaining a
high index of suspicion and screening for syphilis in all
atypical presentations of acute hepatitis to provide
prompt treatment. Conclusion: Syphilitic hepatitis is a
rare but important cause of acute liver injury. Clinicians
should obtain a sexual history and screen for syphilis
in patients with unexplained acute hepatitis, even in
the absence of rash or fever. Liver biopsy may be es-
sential when diagnostic uncertainty persists.
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4655 | LARGE HEPATIC GUMMA IN
AN IMMUNOCOMPETENT PATIENT:
A RARE TERTIARY SYPHILIS
MANIFESTATION

Carl Akel' Hala R. Qaryouti1 Rafi Haddad® Nawras M.
Ibrahim

'HcA Houston Healthcare Clear Lake

Introduction: Hepatic gumma remains a very rare
form of tertiary syphilis that mimics pyogenic abscess
or hepatocellular carcinoma on imaging. In the era pre-
ceeding antibiotics, gummatous syphilis affected about
15% of untreated patients, 1 to 46 years after infection,
but hepatic involvement was rare. In the largest con-
temporary series (14 cases), syphilis was the leading
clinical suspicion in only one patient. With rising
syphilis rates and benzathine penicillin G shortages
persisting into 2026, awareness of uncommon presen-
tations and alternative therapy matters. Case Presen-
tation: 66-year-old male, immunocompetent and
HIV-negative, with a history of penicillin allergy (caus-
ing a rash), who had a temperature of 36.6 degrees
and some tenderness in the right upper quadrant. Lab-
oratory work included leukocytosis (15.7 x 103/uL, with
neutrophils 82%), alkaline phosphatase of 275 UIL,
AST of 42 and ALT of 43 U/L, albumin was 2.3 g/dL,
and bilirubin was normal. AFP, CEA and CA 19-9 were
all negative.CT showed an 11-cm heterogeneous hy-
podense right-lobe mass with irregular margins and
septations; the differential was hepatocellular carcino-
ma versus abscess. MRI confirmed a T2-hyperintense
necrotic-appearing lesion. Ultrasound-guided drainage
yielded 30 mL of purulent fluid, but bacterial, fungal,
mycobacterial, and blood cultures and amoeba serolo-
gy were all negative. RPR returned at 1:256 with reac-
tive FTA-ABS; HIV and hepatitis B and C were
nonreactive.A clinical diagnosis of hepatic gumma was
made on the basis of high-titer serology, a sterile puru-
lent aspirate, compatible imaging, and exclusion of
malignancy and pyogenic and amoebic abscess. Giv-
en the penicillin allergy and drug shortage, the patient
received doxycycline 100 mg twice daily for 28
days-the CDC-recommended alternative for late latent
syphilis without neurologic involvement. Symptoms im-
proved after drainage and therapy, with serologic fol-
low-up planned at 6, 12, and 24 months. Discussion:
This case shows that hepatic gumma can be diag-
nosed clinically when histopathology is unavailable,
since aspirates often yield only necrotic debris.[5,9] It
also illustrates real-world management of tertiary
syphilis in a penicillin-allergic patient during a benza-
thine penicillin G shortage.[7,11] Most reported hepatic
syphilis occurs in HIV-positive patients; this case
demonstrates that a large gumma can arise in an oth-
erwise healthy host.[13,4] Conclusion: Hepatic gum-
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ma can be diagnosed clinically through high-titer serol-
ogy, sterile cultures despite a purulent aspirate, com-
patible imaging, and exclusion of alternatives, and
treated with doxycycline when penicillin is unavailable.
As syphilis rates rise, clinicians should suspect this
treatable condition in culture-negative hepatic masses,
but CSF examination should precede therapy for ter-
tiary syphilis to exclude neurosyphilis.

4656 | MULTIFOCAL HEPATIC
NODULES MIMICKING
TUBERCULOSIS: A CASE REPORT
OF ADULT HEPATIC LANGERHANS
CELL HISTIOCYTOSIS

Darryl John D. Pasamba® Margaret D. Co? Winston D.

Li~ Mara Teresa Panlilio

1Philippine General Hospital

Introduction: Langerhans cell histiocytosis (LCH) is a
rare histiocytic disorder characterized by the accumu-
lation and proliferation of Langerhans-type dendritic
cells. Hepatic involvement is uncommon and may oc-
cur as part of multisystem disease. The clinical mani-
festations of hepatic LCH are variable and may include
hepatomegaly, abdominal pain, cholestatic liver injury,
jaundice, and, in advanced disease, hepatic dysfunc-
tion. Establishing the diagnosis requires histopatholog-
ic examination and immunophenotypic confirmation.
We present an adult patient with multifocal hepatic
nodules, abdominal pain, jaundice, and intra-abdomi-
nal lymphadenopathy who was initially managed for
presumed hepatobiliary tuberculosis. Case Presenta-
tion: The patient is an adult with no known comorbidi-
ties and no previous hospitalizations who initially de-
veloped severe abdominal pain in June 2025. The pa-
tient was subsequently treated empirically for pre-

sumed schistosomiasis with praziquantel. Over the
succeeding months, the patient continued to experi-
ence intermittent episodes of abdominal pain. Progres-
sive increase in abdominal girth was subsequently not-
ed. In December 2025, the patient developed severe
abdominal pain accompanied by jaundice, prompting
admission. At that time, the patient was evaluated for
liver disease, with hepatobiliary tuberculosis and fun-
gal hepatitis considered among the differential diag-
noses. Abdominal imaging demonstrated hep-
atomegaly with multiple hepatic nodules/lesions involv-
ing both hepatic lobes. A liver biopsy was performed
with specimens submitted for histopathologic examina-
tion and subsequent immunohistochemical evaluation.
In March 2026, the immunohistochemical results be-
came available and demonstrated a staining profile
consistent with Langerhans cell histiocytosis. The pa-
tient was subsequently evaluated and recommended
chemotherapy. Discussion: Langerhans cell histiocy-
tosis is an uncommon clonal histiocytic disorder char-
acterized by the proliferation of Langerhans-type den-
dritic cells. Disease may be limited to a single organ or
may involve multiple organ systems. The diagnostic
challenge was further complicated by the patient's
chronic dry cough and the endemic nature of tubercu-
losis and schistosomiasis in the Philippines. The case
also demonstrates an important diagnostic pitfall: he-
patic LCH may present as multiple hypodense nodules
and therefore mimic infection or metastatic disease ra-
diologically. Conclusion: This case highlights an un-
usual presentation of hepatic Langerhans cell histiocy-
tosis as multifocal hepatic nodules mimicking hepato-
biliary tuberculosis and fungal hepatitis. This case em-
phasizes the importance of obtaining tissue diagnosis
in patients with unexplained multifocal hepatic lesions.
Hepatic Langerhans cell histiocytosis should be con-
sidered as a potential diagnostic mimic of multifocal
hepatic infection.

4657 | PATHOLOGY-CONFIRMED
METASTATIC HEPATOCELLULAR
CARCINOMA PRESENTING AS AN
ISOLATED CEREBELLAR
METASTASIS WITHOUT AN
IDENTIFIABLE HEPATIC PRIMARY

Jasmine E. Mitchell*

kaiser Permanente School of Medicine

Introduction: Brain metastases from hepatocellular
carcinoma (HCC) are rare, occurring in approximately
1-2% of patients with advanced HCC and typically in
the setting of extensive intrahepatic disease. Reports
of pathology-confirmed metastatic HCC without an
identifiable hepatic primary are exceedingly uncom-
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mon. We present a case of isolated cerebellar metas-
tasis from HCC occurring after resection of a radio-
graphic HCC mimic and years of negative hepatic sur-
veillance. Case Presentation: A 61-year-old male with
a history of atypical meningioma status post resection
and chronic hepatitis B cirrhosis on entecavir was
found in 2022 to have a 4.9-cm segment 7 liver mass
meeting radiographic criteria for HCC. Multidisciplinary
review supported a diagnosis of localized HCC, and he
underwent partial hepatectomy. Surprisingly, pathology
revealed only benign findings - an organizing fibrosing
nodule and bile duct hamartoma.Subsequent liver sur-
veillance with semiannual MRI demonstrated no suspi-
cious hepatic lesions through May 2026. In September
2025, an incidental cerebellar lesion was identified on
spine MRI. Follow-up brain MRI demonstrated a
2.7-cm enhancing right cerebellar mass, initially sus-
pected to represent recurrent meningioma. Following
suboccipital craniotomy in January 2026, pathology re-
vealed metastatic HCC, confirmed by positive
HepPar-1 and Arginase-1 immunostaining. Postopera-
tive PET/CT and repeat liver MRI demonstrated no in-
trahepatic or extrahepatic disease. Discussion: This
case highlights two uncommon phenomena: benign
hepatic lesions mimicking HCC in a cirrhotic liver and
pathology-confirmed metastatic HCC occurring in the
absence of an identifiable primary tumor despite four
years of negative surveillance imaging. Possible expla-
nations include an occult microscopic HCC present at
the time of resection, spontaneous regression of an
undetected primary lesion, or disease remaining below
the threshold of radiographic detection. Rarely, cases
of HCC presenting as craniospinal metastases in the
absence of obvious hepatic disease have been report-
ed. Conclusion: Metastatic HCC may rarely present
isolated brain metastasis despite years of negative he-
patic surveillance and no detectable hepatic primary,
underscoring limitations of imaging-based diagnosis
and surveillance in cirrhosis.

4658 | CYSTIC HEPATOCELLULAR
CARCINOMA IN A NON-CIRRHOTIC
PKHD1 HETEROZYGOTE WITH A
DUCTAL PLATE MALFORMATION:
AN UNREPORTED ASSOCIATION IN
THE FIBROPOLYCYSTIC SPECTRUM

Aneal S. Dayall Arveen Asghar1 Rohit Nathan?

1University of Arizona College of Medicine Phoenix,
%Banner University Medical Center Phoenix

Introduction: Hepatocellular carcinoma (HCC) typical-
ly arises in cirrhosis. Approximately ~20% occur in
non-cirrhotic livers where cystic, hypovascular variants
are and mimic benign cysts, biliary cystadenoma, or

cystic metastasis. Malignancy within the
fibropolycystic/ductal plate malformation spectrum is
overwhelmingly cholangiocarcinoma, not HCC. We de-
scribe a poorly differentiated cystic HCC in a non-cir-
rhotic PKHD1 heterozygote with coexisting ductal plate
malformation, an unreported association. Case Pre-
sentation: A 63-year-old man with hypertension, hy-
perlipidemia, and type 2 diabetes presented with 2.5
weeks of right-sided abdominal pain, nausea, vomiting,
and 9.5-Ib weight loss. CT showed a 16.0 x 14.0 cm
cystic, lobulated mass in segments IlI-IV with mural
soft-tissue nodules and a posteriorly displaced but
patent portal vein. Viral hepatitis A/B/C serologies
were negative with no history of prior liver disease.
Labs showed mild normocytic anemia and preserved
hepatic function (AST 37, ALT 17, total bilirubin 0.4, al-
bumin 3.8). AFP was 9,022 ng/mL, CA 19-9 mildly ele-
vated (49 U/mL), and CEA was normal. MRI confirmed
a large hypovascular left-lobe mass (15.2 x 15.1 cm)
without portal vein thrombus, biliary dilatation, or as-
cites. He underwent open left hepatectomy, cholecys-
tectomy, and segment 8 wedge biopsy. Pathology
showed poorly differentiated HCC (G3, 15 cm),
margin-negative, with one node positive for metastatic
HCC and without histologic signs of cirrhosis. The seg-
ment 8 lesion was a bile duct hamartoma (von Meyen-
burg complex), a ductal plate malformation within the
PKHD1-associated spectrum. Germline testing identi-
fied a heterozygous PKHD1 variant. AFP fell to 79.4
ng/mL  postoperatively. Discussion: On the
delayed/equilibrium phase, the mass is large, lobulat-
ed, and predominantly cystic/hypoattenuating relative
to the background liver, without an enhancing capsule.
The mildly elevated CA 19-9 further suggested a biliary
lesion. The markedly elevated AFP (high specific at
~400 ng/mL) was the anchoring clue and its postoper-
ative decline supported hepatocellular origin and a
complete resection. Arginase-1 focal positivity on mi-
croscopic examination also supports hepatocellular ori-
gin. PKHD1 encodes fibrocystin and heterozygous car-
riers, once considered unaffected, are now recognized
to manifest ductal plate malformations. Malignancy in
this setting is characteristically cholangiocellular,
whereas HCC is seldom described. We raise the pos-
sibility that PKHD1 heterozygosity, together with meta-
bolic risk factors, lowered the threshold for hepatocar-
cinogenesis. Conclusion: Poorly differentiated histolo-
gy with nodal involvement despite RO resection man-
dates close surveillance. Clinicians should maintain
suspicion for HCC in non-cirrhotic patients with atypi-
cal cystic masses and integrate tumor markers with
imaging to avoid diagnostic delay.
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A RARE CAUSE OF

4659 |
PAINLESS JAUNDICE:
LEFLUNOMIDE-INDUCED
VANISHING BILE DUCT SYNDROME

Ana Estrada Zamudio® Rong Zeng1 Darshan K. Patel*

1Bayhealth Medical Center

Introduction: Leflunomide is a commonly used dis-
ease modifying antirheumatic drug (DMARD) for the
treatment of autoimmune conditions. Although lefluno-
mide-associated hepatotoxicity is a recognized ad-
verse effect, clinically significant cholestatic liver injury
and vanishing bile duct syndrome (VBDS) are rare
complications. Case Presentation: 71 year old female
with paroxysmal atrial fibrillation on Dabigatran and
rheumatoid arthritis on Leflunomide presenting with
painless jaundice, papular pruritic rash, and dark urine
after transitioning from metoprolol tartrate to succinate.
Admission lab work showed cholestatic versus mixed
pattern of liver injury with AST 105 IU/L, ALT 113 IU/L,
total bilirubin 8.6 mg/dL, direct bilirubin 7.5 mg/dL.
MRCP was negative for obstructive jaundice. Hepatitis
panel, anti-nuclear antibody, anti-mitochondrial anti-
body, cytomegalovirus, strongyloides antibody were all
negative. Epstein barr virus showed prior infection. Liv-
er biopsy showed chronic cholestasis and ductopenia
most likely from drug-induced VBDS. Consensus be-
tween Radiology and Gastroenterology indicated
chronic leflunomide use as the culprit. Discussion:
Leflunomide liver injury most commonly occurs within
the first months of therapy. Previously tolerated expo-
sure however should not exclude Leflunomide when
evaluating unexplained cholestatic liver injury. [1,2]
VBDS is characterized by loss of interlobular bile ducts
and may be accompanied by cholestasis, portal inflam-
mation, and progressive fibrosis. Liver biopsy is valu-
able when cholestatic injury persists without an identifi-
able cause. [2-4] The mechanism underlying Lefluno-
mide VBDS is unknown. Leflunomide is converted to
its active metabolite Teriflunomide (A77 1726), which
undergoes extensive enterohepatic recirculation and
has a prolonged elimination half-life. Experimental

studies have implicated mitochondrial dysfunction and
endoplasmic reticulum stress in Leflunomide hepato-
toxicity, while drug-induced VBDS is thought to involve
direct or immune-mediated cholangiocyte injury lead-
ing to progressive bile duct loss. [3,5,6] Management
begins with withdrawal of the offending agent.
Cholestyramine can accelerate drug elimination.
Whether accelerated elimination changes the course
once ductopenia and established VBDS are present
remains uncertain. Similarly, Ursodeoxycholic acid and
corticosteroids have been used in drug-induced VBDS,
but evidence that either prevents progression of bile
duct loss is limited. [2,3] Conclusion: This case high-
lights an important manifestation of Leflunomide DILI,
particularly when the evaluation for obstructive, infec-
tious, and autoimmune causes is unrevealing. Liver
biopsy remains central to recognizing ductopenic in-
jury, while persistent hyperbilirubinemia after drug
withdrawal should raise concern for established bile
duct loss and the potential for chronic cholestatic liver
disease.
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4660 | SEVERE HEPATOCELLULAR
INJURY FROM A
TURMERIC-PIPERINE
HAIR-GROWTH SUPPLEMENT:
EXPANDING THE PHENOTYPE OF
HERBAL DILI

Mariam A. AI—Bayatil Mustafa M. Alzubaidi® Fatimah

K. Al-Shujairi® Alhareth Alhusban® Ahmad B.
Ghanameh®

central Michigan University, 2University of Kentucky,
3University of Ba%ylon College of Medicine, *The Uni-
versity of Jordan, “Al-Abdali Hospital

Introduction: Herbal and dietary supplements (HDS)
are now the second most common cause of drug-in-
duced liver injury (DILI) in the US, and turmeric (cur-
cumin) is an increasingly implicated culprit-typically
hepatocellular, latency 1-4 months, linked to
HLA-B*35:01, and often co-formulated with black pep-
per (piperine) (Halegoua-DeMarzio et al., Am J Med,
2023). Piperine inhibits P-glycoprotein, CYP3A4, and
glucuronidation, raising curcumin bioavailability up to
20-fold (Stati et al., Front Pharmacol, 2021). Case Pre-
sentation: A 53-year-old African American woman on
metoprolol and escitalopram presented with 8 days of
painless jaundice and malaise. Two to three weeks
earlier she had concurrently begun three online prod-
ucts: a weight-loss tea, a multivitamin, and a hair-
growth supplement whose main constituents were
turmeric and piperine. She reported social alcohol use;
a sister had cryptogenic cirrhosis. Exam showed scler-
al icterus without encephalopathy. Labs: ALT 992, AST
1419 UIL, total bilirubin 12.7 mg/dL, ALP 184 U/L (R
16.2, hepatocellular), INR 1.3, 1IgG 3060 mg/dL, SMA
1:80, ferritin 2250 ng/mL, transferrin saturation 61%,
CA 19-9 229 U/mL. Hepatitis A 1gG positive; HAV IgM,
HCV, CMV, EBV, HSV, acetaminophen, phos-
phatidylethanol, alpha-1 antitrypsin, and AMA nega-
tive. Imaging showed patent vasculature without
steatosis, obstruction, cirrhosis, or infiltration. Enzymes
improved after cessation without corticosteroids; biop-
sy was deferred. She was discharged on day 5 with
continued recovery. Discussion: The hepatocellular
pattern, latency, temporal association, and rapid recov-
ery after cessation are characteristic of turmeric-asso-
ciated DILI, supported by a probable RUCAM score
and exclusion of viral, ischemic, biliary, and infiltrative
causes. Reactive ferritin/transferrin saturation reflect
acute hepatocellular injury, not hemochromatosis.
Modest SMA and IgG elevation raised autoimmune
hepatitis, but remission without immunosuppression fa-
vors DILI over AlH, which relapses off treatment. Con-
current products preclude isolating the supplement-a
recognized limitation of HDS causality assessment.
Conclusion: This case adds a hair-growth product to

the widening range of turmeric-piperine supplements
causing hepatocellular DILI and underscores meticu-
lous supplement history-taking.
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HEPATITIS-ASSOCIATED APLASTIC
ANEMIA AFTER
SUPPLEMENT-INDUCED DILI

Sara M. Ali* Tamim Alabduladhem? Akash Keluth
Chavan® Deepa T. Patil* Naemat Sandhu®

lDepartment of Medicine, University Hospitals. Cleve-
land Ohio, 2Department of Medicine, University Hospi-
tals, Cleveland, OH, 3Diges,tive Health Institute, Uni-
versity Hospitals, Cleveland, OH, 4Gastrointestinal,
Pancreatic and Hepatobiliary Pathology, University
Hospitals, Cleveland, Ohio, USA

Introduction: Hepatitis-associated aplastic anemia
(HAAA) is a rare variant of aplastic anemia developing
with, or within 6 months of, acute hepatitis. It mainly af-
fects young males and is usually linked to seronegative
hepatitis, though rare cases follow drug-induced liver
injury (DILI). Immune cross-reactivity between liver
and marrow is proposed. We report a rare HAAA case
following severe liver injury in a 66-year-old woman
with long-term herbal/supplement use. Case Presen-
tation: A 66-year-old woman presented with one week
of jaundice and pruritus. Labs showed severe hepato-
cellular injury: AST 2,114, ALT 2,940, alkaline phos-
phatase 298 U/L, bilirubin 28.1 mg/dL, R factor 29, nor-
mal CBC, INR. Autoimmune/viral workup and imaging,
including MRCP, were unrevealing.She reported
long-term use of multiple supplements: collagen pow-
der, an immune-support  supplement  with
serum-derived IgG concentrate, a biotoxin blend
(molybdenum, yucca, humic shale), beet juice powder,
green tea extract (GTE), and schisandra fruit extract.
Liver biopsy showed severe lobular-predominant acute
hepatitis- pattern of injury (Figure 1) characterized by
acidophil bodies, lobular disarray, hepatocellular
swelling with patchy perivenular cholestasis and
5-10% parenchymal collapse, consistent with severe
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DILI.Over the next month, the liver injury resolved with
supportive treatment, but she developed profound pan-
cytopenia. Bone marrow biopsy revealed markedly
hypocellular marrow (<5% cellularity), without evi-
dence of hematologic malignancy, consistent with
HAAA secondary to DILI. She was administered an-
ti-thymocyte globulin, cyclosporine, and prednisone;
the clinical course was complicated by recurrent bac-
teremia requiring prolonged antibiotics. While being
evaluated for bone marrow transplant, she deteriorated
and died of multiorgan failure. Discussion: This case
highlights the diagnostic challenge of HAAA following
supplement-associated DILI. Years of multi-supple-
ment use made it hard to identify the offending agent,
and products were proprietary blends with undisclosed
components, though ingredients like GTE are recog-
nized causes of DILI. Epigallocatechin-3-O-gallate
(EGCG), the predominant GTE catechin, induces a
CD4+ T-cell response via MHC class Il presentation,
possibly explaining the elevated CD4:CD8 ratio on
bone marrow biopsy, contrasting with the low/inverted
ratio typical of immune-mediated injury. This may re-
flect early EGCG-driven clonal expansion, though sig-
nificant marrow hypoplasia limits our assessment. Her
bacteremia and advanced age likely contributed to the
poor outcome, consistent with the literature. Conclu-
sion: In the US, older women have high rates of

herbal/supplement use and related adverse events.
This case shows the need to document supplement
use, counsel against non-FDA-approved products, and
monitor blood counts after DILI.

4662 | NOT THE LYMPHOMA:

TRIMETHOPRIM-SULFAMETHOXAZOLE-iNRI

LIVER INJURY MASQUERADING AS
A BARRIER TO CHEMOTHERAPY IN
NEW DLBCL

Mariam Zafar-Khan®

kaiser permanente los angeles medical center
Introduction: Drug-induced liver injury (DILI) is a diag-
nosis of exclusion and a leading cause of unexplained

transaminitis. Incidental liver enzyme elevation discov-
ered during pre-chemotherapy evaluation is clinically
important, because the underlying cause determines
whether cancer treatment can proceed safely and on
schedule. We report a case of trimethoprim-sul-
famethoxazole (TMP-SMX)-induced hepatocellular in-
jury identified before initiation of chemotherapy for dif-
fuse large B-cell ymphoma (DLBCL). Case Presenta-
tion: An 88-year-old woman with Sjogren's syndrome,
rheumatoid arthritis, and vitiligo was admitted with
nasal congestion and dyspnea and found to have DLB-
CL of the left nasal/maxillary sinus with intracranial ex-
tension. Pre-chemotherapy labs revealed new hepato-
cellular injury (peak AST 1,228 U/L, ALT 768 U/L; nor-
mal alkaline phosphatase and bilirubin; R-value ~30).
AST/ALT had been normal weeks earlier. She had
started TMP-SMX on 6/12 for post-cataract pre-septal
cellulitis, giving a latency of ~11 days. She denied al-
cohol, herbals, supplements, and acetaminophen.
Hepatitis A/B/C serologies were negative; ANA was
1:640 and IgG 1,734 mg/dL. Ultrasound showed a nor-
mal liver with normal portal flow. After TMP-SMX was
stopped, transaminases normalized by 7/15. Discus-
sion: The hepatocellular pattern, temporal link to a sin-
gle new drug, and resolution after withdrawal support-
ed idiosyncratic TMP-SMX DILI with RUCAM (9, highly
probable). Autoimmune hepatitis was considered given
her autoimmune history, but she had no prior transami-
nase elevation and was on high-dose prednisone,
which would suppress a flare. Lymphomatous hepatic
infiltration and biliary obstruction were excluded by
normal alkaline phosphatase, bilirubin, and imaging.
Viral hepatitis was serologically excluded, and stable
hemodynamics argued against ischemic injury. With
no synthetic dysfunction and improving enzymes,
N-acetylcysteine, steroid escalation, and biopsy were
deferred. Conclusion: Very high transaminases in a
patient awaiting chemotherapy should never be attrib-
uted to a single cause without a broad, systematic
workup, because treatment-altering diagnoses (malig-
nant infiltration, biliary obstruction, viral or autoimmune
hepatitis) must first be excluded. Here, that structured
approach (medication history, injury-pattern recogni-
tion, targeted serologies and imaging, and RUCAM-
supported causality) confidently identified TMP-SMX

DILI. Drug withdrawal alone produced full resolution,
E%y or hepatotoxic therapy and preventing
any delay of lymphoma treatment.
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4663 | A RARE CASE OF RAPID
ONSET HEPATOCELLULAR INJURY
BY SHORT-TERM FLUCONAZOLE
THERAPY

Vishnu Dr. Palvaml

Memorial Hospital of Gulfport

Introduction: Drug induced liver injury (DILI) is a com-
plex diagnosis that requires ruling out multiple alterna-
tive causes. Fluconazole, a commonly used antifungal,
is generally safe but can rarely cause acute hepatocel-
lular injury. We present a rare case of rapid onset
acute hepatocellular injury, following short-term flu-
conazole therapy. This case highlights the need for
clinical vigilance even after minimal exposure. Case
Presentation: - A 55-year-old female presented with
one week of jaundice along with dark-colored urine.
She denied abdominal pain,alcohol-use, or prior liver
diseases. On further evaluation of her medical history,
it was found that she had taken two doses of flucona-
zole 150 mg for a fungal infection in addition to her oral
estrogen therapy for two days. - Investigations showed
ALT 1077 U/L, AST 989 U/L, ALP200 UI/L, total biliru-
bin 19.6 mg/dL, and a direct bilirubin 0f12.2 mg/dL.
Workup for viral, autoimmune, and metabolic causes
of liver disease was negative, and both ultrasound and
MRCP revealed no significant abnormalities. The R-ra-
tio was 16.1, consistent with a hepatocellular pattern of
injury,with a RUCAM score of 9 indicating a probable
relationship to fluconazole. - Estrogen-induced liver in-
jury was considered less likely given its typical
cholestatic presentation and short exposureduration.
The patient was managed with supportive care, IV flu-
ids and continuous outpatient follow-up. Her jaundice
resolved and liver enzymes progressively normalized
after discontinuation of fluconazole. Discussion: - Flu-
conazole-induced hepatotoxicity is extremely rare (<1
in10,000 exposures). The mechanism is idiosyncratic
and not dose-dependent. - Most cases occur after pro-
longed therapy, but this case emphasizes that even
brief exposure can trigger severehepatocellular injury.
Prompt discontinuation and supportive management
are crucial for recover. - Estrogen is known to induce a
cholestatic pattern of liver injury, rather than a hepato-
cellular injury. In this case, the pattern of liver function
test abnormalities is consistent with fluconazole as the
causative agent. Conclusion: - Clinicians should
maintain awareness of potential fluconazole-induced
hepatotoxicity, even with short-term use. - Early recog-
nition and prompt discontinuation are vital toprevent
progression to severe hepatic dysfunction.
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4664 | ACUTE LIVER INJURY

FOLLOWING COMBINED IMMUNE
CHECKPOINT INHIBITOR AND
CHEMOTHERAPY IN A PATIENT
WITH UNTREATED HEPATITS C: A
DIAGNOSTIC AND MANAGEMENT
CHALLENGE

Martha E. Plasencia®

1Olympia Fields Hospital

Introduction: Immune checkpoint inhibitors (ICls)
have transformed treatment of non-small cell lung can-
cer (NSCLC), but hepatotoxicity is a recognized com-
plication. Patients with chronic hepatitis C virus (HCV)
were largely excluded from pivotal ICI trials, leaving
limited data regarding safety in this population. We
present severe liver injury in a patient with untreated,
high-burden HCV receiving combination ICI and
chemotherapy. Case Presentation: A 73-year-old
man with metastatic lung adenocarcinoma, untreated
chronic HCV (HCV RNA >100 million IU/mL), prior
CVA, and diabetes presented with abdominal and
chest pain. Seven weeks after receiving nivolumab, ip-
ilimumab, pemetrexed, and carboplatin, laboratory
evaluation showed mixed hepatocellular-cholestatic liv-
er injury (ALT 463 U/L, AST 380 U/L, ALP 359 UIL,
bilirubin 16.3 mg/dL; R factor 3.9). Aminotransferases
had been elevated for approximately six weeks. INR
was 1.2 and ammonia was normal. He denied alcohol
and acetaminophen use. CT and ultrasound showed
no biliary obstruction or hepatic metastases. He subse-
quently developed refractory hypotension requiring
norepinephrine and ICU transfer. The differential in-
cluded ICl-mediated hepatitis, HCV-related injury,
chemotherapy-related DILI, and metastatic infiltration.
Viral studies were obtained, and liver biopsy was rec-
ommended after stabilization to distinguish etiologies.
Discussion: The mixed liver injury pattern and un-
treated high-burden HCV complicated attribution of
hepatotoxicity. The temporal relationship to ICI therapy
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raised concern for immune-mediated hepatitis, while
active HCV and chemotherapy represented competing
etiologies. Combination nivolumab/ipilimumab regi-
mens carry a reported grade > =3 hepatotoxicity rate of
8-18.8%, while emerging real-world data suggest high-
er rates of hepatic failure among HCV-positive patients
receiving ICls.1,2,4 The mixed pattern (R factor 3.9) is
also atypical for classic ICI hepatitis and may reflect
cholangitic or alternative drug-induced injury. Liver
biopsy was recommended to distinguish these etiolo-
gies, as treatment differs substantially. Corticosteroids,
the mainstay of ICI hepatitis, may increase HCV repli-
cation, making accurate diagnosis critical before im-
munosuppression. This diagnostic distinction is partic-
ularly important when liver injury occurs soon after ICI
initiation in patients with untreated viral hepatitis. Con-
clusion: This case highlights the importance of as-
sessing HCV status before ICI therapy and considering
antiviral treatment when appropriate. In patients with
active HCV receiving ICls, careful evaluation of com-
peting causes of liver injury is essential before initiating
immunosuppression.

4665 | OXALIPLATIN-INDUCED
SINUSOIDAL INJURY WITH
CONCOMITANT GILBERT
SYNDROME: A DIAGNOSTIC
CHALLENGE

Kennedy L. Watson! Jane Suh!

1University of lllinois Chicago

Introduction: Oxaliplatin-associated sinusoidal ob-
struction syndrome and nodular regenerative hyperpla-
sia are well-established hepatotoxic side-effects. Se-
vere cholestatic liver injury with hepatosplenomegaly
and fibrosis is uncommon. Concurrent causes of hy-
perbilirubinemia may further obscure clinical interpreta-
tion of the underlying hepatic injury. We present a case
of severe oxaliplatin-induced liver injury with concomi-
tant Gilbert syndrome. Case Presentation: A
31-year-old male with a history of sigmoid intramucos-
al adenocarcinoma underwent five cycles of neoadju-
vant FOLFIRINOX. Cycle six was held due to new
cholestatic liver injury with alkaline phosphatase 627
U/L, total bilirubin 4.1 mg/dL, and direct bilirubin 0.7
mg/dL with normal aminotransferases. Magnetic reso-
nance imaging revealed new hepatosplenomegaly
compared to prior imaging two weeks prior, raising
concern for an acute intrahepatic process. Trans-jugu-
lar liver biopsy demonstrated a hepatic venous pres-
sure gradient of 2 mmHg and sinusoidal dilation pre-
dominantly around central veins without significant
steatosis. Trichrome staining revealed periportal and
perivenular stage 1 fibrosis. Given the temporal rela-

tionship to oxaliplatin exposure and sinusoidal
changes, oxaliplatin-associated sinusoidal injury was
suspected. After two months his liver enzymes normal-
ized, and his chemotherapy regimen was changed to
CAPEOX. Unfortunately, he develop recurrent indirect
hyperbilirubinemia to 5.3 mg/dL soon after initiation,
feared to be due to Capecitabine-related hemolysis.
However, UGT1Al genotyping was conducted and
confirmed the diagnosis of Gilbert syndrome, explain-
ing his indirect hyperbilirubinemia. The benefit of re-
suming chemotherapy with close monitoring was
thought to outweigh the risk of recurrent injury, and he
completed six additional cycles without complication.
Discussion: This case reveals the potential for oxali-
platin-induced sinusoidal injury to present with
cholestatic liver injury, hepatosplenomegaly, and fibro-
sis. This case also highlights the importance of exclud-
ing alternative etiologies when determining whether a
potentially hepatotoxic but necessary drug can be
safely resumed. Conclusion: Severe cholestatic liver
injury may represent a clinically important manifesta-
tion of oxaliplatin injury. Gilbert syndrome may coexist
with chemotherapy-related liver injury and should be
considered when indirect hyperbilirubinemia compli-
cates assessment of treatment-related hepatotoxicity.
Distinguishing inherited bilirubin metabolism abnormal-
ities from chemotherapy-associated hepatic injury is
critical in determining when chemotherapy can be
safely resumed.

4666 | HNF1B MUTATION AS A
NOVEL GENETIC RISK FACTOR FOR
SEVERE INTRAHEPATIC
CHOLESTASIS OF PREGNANCY

Maria Anzola-Schnell Clara J. McNatt® Tatyana
Kushner™ Priyanka Gaur?

Lweill Cornell Medicine Division of Gastroenterology &
Hepatology, 2Weill Cornell Medicine Division of Mater-
nal-Fetal Medicine Department of Obstetrics and Gy-
necology

Introduction: The hepatocyte nuclear factor 1
(HNF1B) mutation is a pathogenic mutation associated
with abnormal embryonic development of epithelia,
predominantly affecting the kidneys and pancreas with
significant phenotypic variation. A few studies have re-
ported liver disease manifestations associated with
HNF1B mutations, often presenting as chronic eleva-
tion of transaminase levels or cholestatic disease due
to abnormal bile duct development. However, associa-
tion with intrahepatic cholestasis of pregnancy (ICP)
has not been reportedl. Case Presentation: A
23-year old G1P0 female presented with elevated bile
acids (28.3 umol/L) and pruritus at 13 weeks gestation.
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The patient was known to be heterozygous in the
HNF1B gene for sequence variant ¢.913A>G, which
results in the amino acid substitution p.Lys305GIu. At 8
weeks of life, she was jaundiced and had severe intra-
hepatic cholestasis secondary to bile duct paucity
found on liver biopsy, a reported neonatal manifesta-
tion of HNF1B-related disease2. She has not had fur-
ther hepatobiliary complications since her infancy, but
developed progressive chronic kidney disease, maturi-
ty-onset diabetes of the young (MODY), and panhy-
popituitarism, ns3. Updated genetic testing revealed
no other known genetic risk factors for ICP. At diagno-
sis, the patient was prescribed 900mg ursodiol (UDCA)
daily. Her bile acids and liver tests (LTs) initially contin-
ued to rise, with bile acids peaking at 52.6 umol/L, but
then declined (Figure 1). At 22 weeks, her dose was
titrated to 1200 mg daily; her bile acids stabilized be-
tween 13.5-22.6 umol/L and pruritus improved. At 36
weeks 5 days, labor was induced due to worsening
kidney function. At this time, her bile acids were 31.4
umol/L, and LTs were normal. She gave birth to a
healthy neonate, bile acids dropped to within the nor-
mal range (5 umol/L) immediately after delivery, and
UDCA was discontinued. One week postpartum, how-
ever, her bile acids worsened (26.6 umol/L) and ALT
and AST were mildly elevated to 54 IU/L and 48 IU/L,
respectively. Bile acids continued to rise, three weeks
later peaking at 56.5 umol/L, ALT and AST rose to 76
IU/L and 57 IU/L, respectively, and she developed se-
vere pruritus. UDCA was re-initiated at 900 mg daily to
good response. MRCP imaging showed significant bile
duct abnormalities consistent with HNF1B. Conclu-
sion: Although currently classified as a variant of un-
known significance to ICP, the HNF1B mutation may
be a risk factor for atypical and severe ICP, in this case
appearing early in pregnancy and persisting after deliv-
ery. Counseling of this risk should be provided to wom-
en of reproductive age with HNF1B mutations. Further-
more, consideration for continued use of UDCA
post-delivery, rather than discontinuing at time of deliv-
ery, should be made for women with HNF1B.

Total Bile Acids Throughout Pregnancy

00 g

Figure 1. Total bile acids throughout pregnancy and postpartum, annotated with changes
in UDCA total daily dose and time of delivery.

4667 | ADULT-ONSET PFIC
PRESENTING AS RECURRENT
POSTPARTUM CHOLESTASIS

Carson C. Creamer

1

1Geisinger

Introduction:  Progressive  familial  intrahepatic
cholestasis (PFIC) is a rare inherited disorder of bile
transport classically presenting in childhood. Par-
tial-loss-of-function variants may cause milder adoles-
cent or adult-onset disease. We present an atypical
adult presentation following pregnancy. Case Presen-
tation: 19-year-old woman, eight months postpartum,
developed jaundice, dark urine, and severe pruritus af-
ter cholecystectomy for symptomatic cholelithiasis.
ERCP demonstrated biliary sludge/debris; repeat
ERCP/EUS showed no obstruction but nonspecific
pancreatic changes, leading to empiric steroids for
suspected autoimmune pancreatitis. Symptoms and
cholestasis persisted. Total bilirubin peaked at 4.5
mg/dL (direct 3.3), alkaline phosphatase at 220 UI/L,
and AST/ALT initially at 985/1161 U/L before improv-
ing. MRI/MRCP showed no biliary dilation, and
Doppler ultrasound excluded vascular thrombosis. In-
fectious, autoimmune, and metabolic evaluation was
unrevealing. Repeat biopsy demonstrated bland
canalicular cholestasis with mild lobular inflammation
and no fibrosis or obstruction. Findings raised concern
for PFIC; genetic testing was initiated. She received ur-
sodiol, cholestyramine, antihistamines, and gabapentin
for pruritus; maralixibat was pursued. Discussion:
PFIC can present beyond childhood, particularly with
partial-loss-of-function variants. ABCB4-related PFIC3
is typically associated with elevated GGT and may
manifest as intrahepatic cholestasis of pregnancy or
adult-onset disease. This case demonstrates how in-
herited cholestatic disease may be overlooked amid
competing explanations such as gallstone disease or
nonspecific pancreatic findings. Persistent cholestasis
despite exclusion of obstruction and acquired etiolo-
gies should prompt consideration of genetic cholestatic
disorders, even without a known family history. Recog-
nition is important because genotype-informed thera-
pies, including ursodeoxycholic acid and ileal bile acid
transporter inhibitors, may improve symptoms. Con-
clusion: Adult-onset PFIC should be considered in un-
explained cholestasis and severe pruritus. This case
highlights the role of liver biopsy and genetic testing
when conventional evaluation is unrevealing and un-
derscores expanding therapeutic options for inherited
cholestatic disease.
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4668 | SPONTANEOUS BACTERIAL
PERITONITIS SECONDARY TO
LISTERIA MONOCYTOGENES IN A
POST-LIVER TRANSPLANT PATIENT

Akhila Sangadi1 Gala Godoy-Brewer1 Eric F. Martin®
Folusakin Ayoade1 Maha AlBukharit

1University of Miami

Introduction: Spontaneous bacterial peritonitis (SBP)
is a common complication of advanced hepatic cirrho-
sis. Listeria monocytogenes, a gram-positive bacillus,
is an established cause of SBP in immunosuppressed
patients; however, it has rarely been reported in
post-liver transplant patients. Given the high mortality
associated with delayed/absent treatment for Listeria
SBP, early recognition is crucial. Case Presentation:
A 69 year old female with primary biliary cholangitis
and prior liver transplantation (2007) presented with a
2-week onset of abdominal pain, distension, and wa-
tery diarrhea. Her abdomen was diffusely tender and
distended with shifting dullness without guarding. Labs
were significant for hyponatremia (Na 125 mmol/L),
acute kidney injury (Cr 1.9 mg/dL, baseline 0.8 mg/dL),
hypoalbuminemia (2.6 g/dL), thrombocytopenia (126 x
109/L), anemia (Hgb 9.1 g/dL), and elevated C-reactive
protein (24.5 mg/L). CT with contrast imaging demon-
strated cirrhotic liver morphology, large-volume as-
cites, portal hypertension, and splenomegaly. Initial
paracentesis fluid studies revealed WBC 4815, PMN
58% consistent with SBP. Empiric IV ceftriaxone was
initiated. Three paracenteses were performed after an-
tibiotic initiation. A repeat paracentesis on hospital day
3 yielded an ascitic fluid culture positive for Listeria
monocytogenes, with WBC 7337, PMN 67%. Therapy
was changed to IV ampicillin/gentamicin, with clinical
improvement and negative repeat cultures. She was
transitioned to a 3-week course of oral amoxicillin and
discharged on trimethoprim-sulfamethoxazole sec-
ondary prophylaxis. Discussion: Listeria is a rare,
atypical cause of SBP in liver transplant patients. As-
citic fluid cultures are often negative due to poor sensi-
tivity; diagnosis is based on ascitic fluid PMN count
>250/mm3. Adequate ascitic fluid diagnostic yields (10
mL) increase culture sensitivity. SBP infections are
typically enteric, monobacterial, and gram-negative (E.
coli and K. pneumoniae). Only three prior cases of Lis-
teria SBP have been reported. Our patient's history in-
creases her risk for Listeria infection, with multiple
paracenteses/cultures being required to obtain a posi-
tive result. Third-generation cephalosporins, the stan-
dard empiric therapy for SBP, lack activity against Lis-
teria. Delayed/missed diagnosis results in serious con-
sequences. Conclusion: Listeria monocytogenes is a
rare but potentially fatal cause of SBP in post-liver
transplant  patients.  Standard  third-generation

cephalosporin empiric regimens do not provide ade-
guate coverage, requiring repeat paracenteses to elicit
a positive culture, and delaying treatment. Early transi-
tion to ampicillin-based therapy and timely antibiotic
tailoring improves patient survival. Listeria should be
suspected when clinical deterioration continues de-
spite appropriate therapy, and clinicians should main-
tain a low threshold for broadening coverage in refrac-
tory SBP.

Reference | Year
Dhemag
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4669 | NORMAL HVPG, ABNORMAL
OUTFLOW: A CASE OF PIGGYBACK
CAVAL STENOSIS

Muhammad Shahzil* VinaY Jahagirdar1 Charmaine
P P
Stewart™ Bryce S. Hatfield

1Virginia Commonwealth University Health System

Introduction: Hepatic venous outflow obstruction
(HVOO) is an uncommon but important complication of
piggyback liver transplantation. When obstruction is
distal to the hepatic veins, wedged and free hepatic ve-
nous pressures may rise together, yielding a decep-
tively normal hepatic venous pressure gradient
(HVPG). Case Presentation: A 32-year-old male un-
derwent donation-after-circulatory-death liver trans-
plantation for alcohol-associated cirrhosis using a pig-
gyback caval anastomosis. Day 6 Doppler showed
portalized waveforms in all hepatic veins and a right
pleural effusion, attributed to graft edema. Five months
later, he developed large-volume ascites and a right
hydrothorax requiring daily chest tube drainage. Ascitic
protein was 3.7 g/dL with a serum-ascites albumin gra-
dient of 1.3 g/dL, a high-protein, high-gradient pattern
characteristic of post-sinusoidal congestion rather than
portal hypertension from graft disease. AST was 29
U/L, ALT 11 U/L, and bilirubin 0.8 mg/dL. Biopsy
showed moderate centrilobular sinusoidal dilatation
and congestion, hepatocyte atrophy with focal dropout,
no rejection, and Ishak stage 2 portal fibrosis. HVPG
was 5 mmHg, but wedged and free hepatic vein pres-
sures were both elevated at 28 and 23 mmHg; right
atrial pressure was 3 mmHg. CT venography demon-
strated marked IVC narrowing at the piggyback anas-
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tomosis. Direct measurements confirmed 12- and
14-mmHg gradients from the hepatic veins to the IVC.
Dilation with a 12-mm balloon achieved expansion of
the stenotic segment and reduced wedge pressures to
20 mmHg. Ascites and hydrothorax improved, permit-
ting chest tube removal. He was discharged on day 12
and had lost 7.8 kg by follow-up on day 16, without
dyspnea or clinically evident ascites. Discussion: A
normal HVPG does not exclude post-transplant HYOO
because downstream caval obstruction can elevate
wedged and free pressures in parallel. When Doppler
abnormalities, high-protein ascites, or biopsy suggest
congestion, direct hepatic vein-to-IVC pressure gradi-
ents should be obtained. Portalized hepatic venous
waveforms and early pleural effusion were likely the
initial clues in this case. Ishak stage 2 fibrosis within
five months raises concern that chronic unrecognized
congestion contributed to early allograft injury. Persis-
tent or recurrent narrowing after angioplasty warrants
close Doppler surveillance and consideration of stent-
ing. Conclusion: Piggyback caval stenosis can
present with severe venous congestion and early allo-
graft fibrosis despite normal liver biochemistry and a
normal HVPG. In transplant recipients with new ascites
or hydrothorax, direct hepatic vein-to-IVC pressure
measurement can establish the diagnosis and guide
timely endovascular treatment, potentially limiting fur-
ther allograft injury.

4670 |

A CASE SERIES
HIGHLIGHTING A RARE TRIAD OF
COMPLICATIONS IN
MALNOURISHED PATIENTS
FOLLOWING GASTRIC BYPASS

Rahi R. Shah1 Michael Gianarakis2 Hannah Roth3

1University of lllinois Chicago, 2Mayo Clinic Florida,
3University of lllinois Chicago Medical Center

Introduction: Bariatric surgery is an effective treat-
ment for severe obesity, but it carries the risk of seri-
ous nutritional complications. Hepatic steatosis, severe
protein malnutrition with hypoalbuminemia and anasar-
ca, and exocrine pancreatic insufficiency (EPI) are in-
dividually recognized complications of gastric bypass
surgery. Here we present three cases illustrating this
clinical triad that has not been well characterized previ-

ously. Case Presentation: Patient 1 was a
40-year-old male (BMI 18.54 kg/m2) with a history of
Roux-en-Y gastric bypass who presented with ascites
and edema. Laboratory evaluation revealed severe hy-
poalbuminemia, pan-fat-soluble vitamin deficiencies,
and low fecal elastase, confirming EPI as shown in Ta-
ble 1. Liver biopsy demonstrated hepatosteatosis with
stage Il fibrosis. Management with medium-chain
triglyceride (MCT)-based enteral feeds via nasojejunal
tube led to improvement. Patient 2 was a 50-year-old
female (BMI 29.00 kg/m2) with a history of duodenal
switch and non-adherence to vitamin supplementation.
She presented with altered mental status and volume
overload and was found to be in acute liver injury. She
had biopsy-proven hepatic steatosis in the setting of
micronutrient deficiencies. This progressed to acute
liver injury following ingestion of an herbal supplement.
EPI was suspected based on imaging and a pattern of
fat-soluble vitamin deficiency as shown in Table 1. The
patient was not a transplant candidate and died sec-
ondary to complications of liver failure. Patient 3 was a
44-year-old female (BMI 22.68 kg/m?) with a history of
gastric bypass and a history of pancreatic insufficiency
who was on outpatient pancreatic enzyme replace-
ment therapy and multivitamin supplementation. She
was found obtunded at home from septic shock sec-
ondary to acute on chronic pancreatitis, ultimately dy-
ing from cardiac arrest. Table 1 highlights hypoalbu-
minemia, low fecal elastase, and hepatic steatosis
identified on ultrasound. Discussion: This case series
identifies a significant triad of hepatic steatosis, hy-
poalbuminemia with anasarca, and exocrine pancreat-
ic insufficiency in malnourished post-gastric bypass
patients. The pathophysiology is likely synergistic: EPI
drives fat malabsorption and vitamin deficiency, which
exacerbates hepatic steatosis; protein malnutrition im-
pairs hepatic synthetic function, causing hypoalbu-
minemia. Two of the three patients died, highlighting
the severity of this triad and the importance of early nu-
trient supplementation to prevent these complications.
Conclusion: Early recognition and aggressive nutri-
tional management of hepatic steatosis, protein malnu-
trition, and EPI after bariatric surgery may prevent pro-
gression to life-threatening complications.
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Table 1. Patient laboratory results at or prior to hospital admission
Laboratory Test Patient 1 Patient 2 Patient3 | Reference
Range
Albumin 1.6 gm/dL 1.0 gm/dL 1.9gm/dL |[3.4-5.0
gmidL
Prealbumin 8 mg/dL Not Collected Not 18.0-38.0
collected | mg/dL
Total Protein 4 gm/dL 2.0 gmidL 5.5 gm/dL | 6.0-8.0 gm/dL
AST 25 u/l 5779 u/L 104 u/L 10.0-40.0
ufl
ALT 29 wil 988 u/L 25 WL 7.0-50.0u/L
ALP 82w/l 198 u/L 115 u/L 40.0-125.0
ufL
Total Bilirubin 0.3 mg/dL 7.9 mg/dL 4.0mg/L |0.0-1.2 mgidL
Direct Bilirubin 0.1 mgidL 5.3 mg/dL 3.0mgidL |=<=0.2mg/dL
NR 1.8 7.6 2.7 0.8-1.2
Vitamin A (retinol) 0.08g/L <0.06 g/L <0.06g/L |0.3=1.2g/L
Thiamine <1 ng/mL B3 ng/mL <ing/mL |4.0-15.0
ng/mL
Vitamin B9 3.9ng/mL 3.5ng/mL 129 > 5.8 ng/mL
ng/mL
Vitamin B12 773.0 pg/mL | >2000 pg/mL =>2000 181.0-184.0
pg/mL pg/mL
Vitamin E - Alpha- 9.0 mg/L 1.3 mg/lL 2.0mg/L 5.5-18.0
Tocopherol mg/L
Vitamin K1 1.02 nmel/L 0.58 nmol/L 0.30 0.22-4.88
nmol/L nmol/L
Copper 38,7 ugidL 4.6 ugidL 3.0 ug/dL | 70.0 - 140.0
ugidL
Zinc 40.6 ug/dL 34.6 ug/dL 20.1 ug/dL [60.0-120.0
ugldL
lonized calcium 4.1 mg/dL 3.6 mg/dL 4.7 mg/idL |4.2-5.4
mg/dL
Pseudocholinesterase | 900 ufL Not collected Not 2900-7100
collected | u/L
Fecal elastase <10 ug/g Not collected <10ug/g >100.0 ug/g
Transferrin <75 meg/dL <75 megldL <75 200.0 -400.0
meg/dL meg/dlL
Lipase 4.0u/l 118 u/l <4 u/L 11.0-82.00
ufl
Iron B7.0mcgidL | 27 mcg/dL 56 mcg/dL | 50.0=180.0
megldL
Ferritin 778 ng/mL 332 ng/mL 454 ng/mL [ 10-258
ng/mL
Ceruloplasmin 29 mg/dL 11 mg/dL 10 mgfdL 17.0-54.0
me/dL
Selenium 62.7ug/ll 30.1ug/L 58.3ug/L |23.0-130.0
ug/L
Pathology from liver Transjugular Transjugular liver biopsy No history
biopsy liver biopsy showed severe steatosis of liver
showed (80%) with F2-3 fibrosis. biopsy.
steatotic liver
disease. Mild
bile ductular
reaction, and
incomplete
septal fibrosis
compatible
with fibrosis
stage |l of V.
Imaging Liver Magnetic Resonance Liver
ultrasound Cholangiopancreatography | ultrasound
showed showed fatty atrophy of showed
heterogenous | pancreas with no ductal diffuse
echogenic dilatation. hepatic
coarse steatosis.
hepatic
parenchvmsa

4671 | DELAYED RECURRENT
CHYLOUS ASCITES FOLLOWING
RADICAL NEPHRECTOMY FOR
RENAL CELL CARCINOMA

Grace Larew® Albert J. Dizon! Maxwell Cretcher John
==
D. Pavlus® Kevin Pak!

1Brooke Army Medical Center

Introduction: Chylous ascites is a rare cause of ab-
dominal ascites, with a historical incidence as low as 1
in 20,000 casesl. It may occur as a postoperative
complication due to disruption of the lymphatic vascu-
lature during intra-abdominal surgery, including
nephrectomy, though reported postoperative rates re-
main low (up to 5.1%2). Case Presentation: A
75-year-old male without prior cirrhosis underwent rad-
ical open left nephrectomy for pT3aNO grade 3 renal

cell carcinoma. The operative intervention was uncom-
plicated. He was discharged on postoperative day 2
and initiated on adjuvant pembrolizumab. No complica-
tions were noted at follow-up. At 9 weeks postopera-
tively, he developed progressive abdominal distention,
bilateral lower extremity edema, and weight gain.
Computed tomography of the chest incidentally re-
vealed large-volume ascites. He underwent a diagnos-
tic and therapeutic paracentesis with five liters of tur-
bid, gray-white fluid removed. Ascitic fluid analysis
demonstrated triglycerides of 1,555 mg/dL, confirming
chylous ascites. No spontaneous bacterial peritonitis
was identified. Doppler ultrasound did not show hepat-
ic or portal vein thrombosis. He was asymptomatic at
discharge after a brief hospitalization. He developed
rapid fluid re-accumulation after four days requiring re-
peat paracentesis and removal of seven liters of
cloudy, white fluid confirmed again as chylous ascites.
Given rapid accumulation of chylous ascites, he was
readmitted for treatment with octreotide and total par-
enteral nutrition (TPN). Lymphangiogram showed a
leak on the left lateral margin of L3, and he was treated
with glue embolization. Discussion: Chylous ascites
remains an uncommon etiology of ascites but should
be considered in post-operative patients with recent
abdominal interventions. Alternative differentials in-
clude malignancy, cirrhosis, and tuberculosis. This
case highlights a delayed presentation of postopera-
tive chylous ascites with rapid recurrence after initial
paracentesis, emphasizing clinical suspicion and early
diagnostic testing in postoperative patients presenting
with new ascites. Diagnosis is confirmed by an elevat-
ed ascitic triglyceride level (>200 mg/dL). Management
includes dietary modification with medium-chain
triglyceride  supplementation, periodic therapeutic
paracentesis3, and consideration of TPN. If symptoms
persist, next steps may include lymphangiography with
interventional radiology to evaluate and intervene upon
the lymphatic leak. Conclusion: When evaluating and
managing postoperative chylous ascites, optimal out-
comes depend on close coordination between internal
medicine, gastroenterology, and interventional radiolo-
gy, from the time of initial diagnosis through definitive
intervention.References: - Press OW et al, Ann Intern
Med 1982;96:358-64. - Kim BS et al, J Urol
2010;184:570-4. - Lizaola B et al, Aliment Pharmacol
Ther 2017;46:816-24.
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4672 | PORTOSYSTEMIC
ENCEPHALOPATHY UNMASKING
RECURRENT METASTATIC RENAL
CELL CARCINOMA WITH
ASSOCIATED PORTAL VEIN TUMOR
THROMBUS

Privanka Singhl Yunjeong Lee! Thomas Schiano®

Lauren T. Grinspan

IMount Sinai Hospital

Introduction:  Non-cirrhotic  portosystemic  en-
cephalopathy (PSE) caused by portal vein tumor
thrombus (PVTT) is a recognized but rare complication
of hepatocellular carcinoma and has rarely been re-
ported in non-hepatocellular malignancies including
colon, gastric, and pancreatic cancers. To our knowl-
edge, its occurrence in renal cell carcinoma (RCC) has
never been described. We present the first document-
ed case of PSE precipitated by PVTT as the presenta-
tion of recurrent metastatic RCC. Case Presentation:
A 68-year-old male with non-clear cell RCC was diag-
nosed in 2024 after presentation with extensive deep
vein thromboses and a malignant inferior vena cava tu-
mor thrombus. He underwent radical nephrectomy and
thrombectomy and more recently presented with suba-
cute progressive cognitive decline over several
months, characterized by intermittent confusion, disori-
entation, and decreased responsiveness. On admis-
sion, workup for altered mental status revealed an ele-
vated ammonia of 151 with normal liver chemistries
and no history of liver disease. MRI of the brain
demonstrated punctate acute and subacute infarcts of
the left cerebellum and right frontal lobe but these find-
ings were insufficient to explain his intermittent confu-
sion and disorientation, more consistent with en-
cephalopathy versus focal deficits. Infectious, toxic,
and autoimmune workups were negative, and EEG

showed no seizure activity. Abdominal MRI identified a
new occlusive thrombus in the main and right portal
vein extending into the left portal vein with cavernous
transformation, concerning for tumor thrombus. Biopsy
of the distal portal vein confirmed recurrent metastatic
RCC, with tumor demonstrating similar morphology to
prior resected kidney tumor. The patient's en-
cephalopathy resolved with lactulose and rifaximin,
supporting the diagnosis of PSE. The underlying
mechanism is attributed to malignant portal vein tumor
thrombosis causing portal hypertension, development
of collateral vascularization and portosystemic shunt-
ing, resulting in impaired hepatic ammonia clearance
despite preserved intrinsic liver function. The patient
has completed radiation therapy to the portal vein and
is now pending systemic treatment with pembrolizum-
ab and lenvatinib for progressive disease on his most
recent PET scan. Discussion: This is the first case at-
tributing non-cirrhotic PSE to PVTT from metastatic
RCC. It highlights the importance of considering PSE
in cancer patients with unexplained altered mental sta-
tus and negative standard workups, particularly those
with prior vascular tumor extension, since recognition
enables targeted treatment and can uncover otherwise
occult malignant recurrence. Conclusion: This case
emphasizes the importance of considering portal hy-
pertensive physiology in patients with unexplained hy-
perammonemia and altered mental status, even in the
absence of liver disease and particularly in patients
with history of cancer.

4673 | NOT ALL VARICES ARE
ESOPHAGEAL: RARE
PRESENTATION OF PARASTOMAL
VARICES

Deepa Kumariiguda1 Riya Johal? Degna Shamoon®

Danial H. Shaikh” Sandeep Khurana

homas Jefferson University, 2Georgetown Universi-
ty, 3Geisinger Health System

Introduction: Parastomal variceal bleeding is a rare,
life-threatening complication of portal hypertension that
can occur in patients with cirrhosis and surgical
stomas. We present a case of parastomal variceal
bleeding in a patient with decompensated cirrhosis
successfully treated with percutaneous transhepatic
coil embolization. Case Presentation: A 57-year-old
male with past medical history of decompensated alco-
hol related Child Pugh C cirrhosis with ascites and he-
patic encephalopathy, perforated diverticulitis status
post Hartmann's procedure with end colostomy compli-
cated by large parastomal hernia presented with signif-
icant bloody output in his ostomy bag. He was noted to
have stomal bleeding that was successfully treated
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with suture ligation. He returned a few days later with
recurrent bleeding. Computed tomography angiogra-
phy was negative for active arterial bleeding and
showed multiple portosystemic and body collaterals
with a prominent ostomy varix (Figure 1A). Upper en-
doscopy did not reveal evidence of esophageal varices
or other sources of bleeding. While preparing for
colonoscopy, active spurting was seen from the stoma.
General surgery emergently performed suture ligation
in the endoscopy suite. Subsequently, the patient un-
derwent percutaneous transhepatic coil embolization
of the parastomal inferior mesenteric varices(Figure
1B, 1C). There were no further signs of bleeding. Dis-
cussion: Parastomal varices occur due to the forma-
tion of portosystemic collaterals between the abdomi-
nal wall and stoma. Endoscopy and CT imaging are
typically unremarkable due to the superficial location of
venous pathology. Careful inspection of the stoma site
after removal of the appliance is paramount as it will
reveal the characteristic bluish-purple hue of engorged
vessels around the stoma. Treatment modalities in-
clude transjugular intrahepatic portosystemic shunt
(TIPS), percutaneous transhepatic embolization, EUS
guided coiling, sclerotherapy or surgical revision of the
stoma if possible. The multidisciplinary team discussed
further management of portal hypertension via TIPS;
however, the patient had prior complications with he-
patic encephalopathy and poor compliance, so this
was avoided. Conclusion: There is a paucity of evi-
dence dictating optimal treatment approach due to the
rarity of parastomal variceal bleeding. TIPS effectively
manages portal hypertension and rebleeding risk, with
success rates up to 95% when paired with percuta-
neous antegrade transhepatic venous obliteration. Sur-
gical repair is avoided due to comorbidities and in-
creased rates of poor healing and postoperative mor-
tality. Minimally invasive approaches are often pre-
ferred in this group due to concerns about hepatic en-
cephalopathy and the need for general anesthesia.
Despite TIPS's strong success rate, a 20% rebleed
rate is still reported in the literature. Treatment must be
individualized following multidisciplinary team discus-
sions.

NON-CIRRHOTIC PORTAL

4674 |
HYPERTENSION IN A PATIENT WITH
HEPATIC ARTERIOVENOUS
MALFORMATIONS SECONDARY TO
PTEN HAMARTOMA TUMOR
SYNDROME

Daniel K. Rathkey1 Debra W. Yen? Raphael

Merriman

Lcalifornia Pacific Medical Center

Introduction: PTEN hamartoma tumor syndrome
(PHTS) is a rare autosomal dominant disorder caused
by germline mutations in the PTEN (phosphatase and
tensin homolog) tumor suppressor gene leading to un-
opposed PI3K/AKT/mMTOR signaling. This results in
vascular abnormalities in ~54% of patients, most com-
monly in the soft tissues of the extremities, chest, and
axilla. Hepatic arteriovenous malformations (AVMS)
are exceedingly rare, with only one prior published re-
port identified. We present a case of a young woman
with PHTS complicated by severe non-cirrhotic portal
hypertension secondary to hepatic AVMs who was
treated with therapy targeting the PI3K/AKT/mTOR
pathway while awaiting liver transplantation (LT). Case
Presentation: A 33-year-old woman with a known
pathogenic PTEN variant (c.48T>A; p.Y16*) and multi-
system manifestations of PHTS (breast cancer, multin-
odular goiter, dysplastic colon polyps, and lipomas)
presented with recurrent bleeding esophageal varices,
refractory high SAAG ascites, spontaneous bacterial
peritonitis, mild hepatic encephalopathy, and non-oc-
clusive mesenteric thrombosis. Imaging showed multi-
ple large hepatic AVMs with liver biopsy negative for
cirrhosis or porto-sinusoidal vascular disease. Hepatic
venous pressure gradient was 4 mmHg, consistent
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with a presinusoidal etiology. She did not meet criteria
for hereditary hemorrhagic telangiectasia. Her portal
hypertension was therefore attributed to PHTS. She
was listed for LT but has not been transplanteddue to
severe malnutrition and sarcopenia (BMI 14.8 kg/m2).
Subsequent imaging revealed additional high-flow
mesenteric AVMs and bowel edema. A trial of medical
AVM management was preferred over TIPS or AVM
embolization. She was started on the AKT inhibitor
capivasertib for upstream PI3K/AKT/mTOR blockade.
Serial D-dimers and Doppler AVM flow dynamics will
be used to assess response to treatment. Discussion:
Hepatic AVMs are a rare potential visceral manifesta-
tion of PHTS. To our knowledge, there appears to be
only one other published report linking hepatic AVMs
to this syndrome. While LT is the definitive manage-
ment of diffuse AVMs causing severe NCPH, a case
series from 2024 demonstrated clinical benefit of the
MTOR inhibitor sirolimus in 6 of 7 patients with PHT-
S-associated vascular anomalies. Outcomes included
reduction in malformation size and improved pain con-
trol over a 2.5-year period. Furthermore, a 2025 pre-
clinical study showed that use of the AKT inhibitor
capivasertib effectively blocked vascular lesion growth
in PHTS mouse models. This rationale supports the
empiric trial of capivasertib in our patient. Conclusion:
This case highlights severe non-cirrhotic portal hyper-
tension in a patient with hepatic AVMs secondary to
PTEN hamartoma tumor syndrome with refractory as-
cites, severe malnutrition, and sarcopenia treated with
novel PISBK/AKT/mTOR-targeted therapy as a potential
bridge to transplant.

4675 | HETEROZYGOUS ABCB4
VARIANT IN AN ADULT WITH
UNEXPLAINED CHRONIC
CHOLESTASIS, EARLY
CHOLELITHIASIS, AND
INTRAHEPATIC CHOLESTASIS OF
PREGNANCY

Crystal Gomez-Estrada’ Fernando GiI—Lopez1 Nicole

Loo

developed ICP during her second pregnancy and per-
sistent liver enzyme abnormalities in 2022. In 2024,
she sustained acetaminophen-related liver injury, with
persistent abnormalities after recovery. She denied
alcohol/drug use, herbal supplements, or family history
of liver disease. Labs showed AST 100 U/L, ALT 221
U/L, alkaline phosphatase 138 U/L, and bilirubin 0.5
mg/dL, with preserved albumin and INR. Hepatitis B/C
testing, ceruloplasmin, ANA, smooth muscle and an-
timitochondrial M2 antibodies, SP100, GP210, tissue
transglutaminase IgA, and IgG/IgM were unrevealing;
total IgA and alpha-l-antitrypsin were normal (MM
phenotype). MRI was normal; MR elastography
showed no fibrosis (2.2 kPa). A cholestasis panel iden-
tified a heterozygous =~ ABCB4 €.1294G>A
(p.Gly432Ser) VUS absent from ClinVar and gnomAD
and predicted damaging in silico. A heterozygous likely
pathogenic DGUOK variant lacked a second allele. Ur-
sodiol 500 mg twice daily was started; biochemical fol-
low-up is pending. Discussion: Monoallelic
ABCB4-associated disease challenges the traditional
view of ABCB4 disease as exclusively recessive and
expands the role of genetic testing in otherwise unex-
plained chronic cholestasis, particularly with ICP or
early cholelithiasis. In this patient, early gallstone dis-
ease, ICP, and persistent unexplained liver enzyme
abnormalities support a clinically meaningful
ABCB4-related phenotype despite a novel heterozy-
gous variant and absent fibrosis. Given the concordant
phenotype, unrevealing evaluation for competing eti-
ologies, and absence of fibrosis on MR elastography,
ursodiol with biochemical and noninvasive fibrosis
monitoring was favored, reserving liver biopsy for inad-
equate response or disease progression. Conclusion:
Genetic testing should be considered in adults with un-
explained cholestatic liver disease, particularly with
ICP or early gallstone disease. Monoallelic ABCB4
variants should not be dismissed; genotype-phenotype
correlation may identify clinically meaningful disease.

4676 | SEVERE ASHWAGANDHA
INDUCED LIVER INJURY AT A
STANDARD DOSE

internal Medicine Department Mayo Clinic Florida,
2Department of Transplant Mayo Clinic Florida

Introduction: Although biallelic pathogenic variants
classically cause progressive familial intrahepatic
cholestasis type 3, heterozygous ABCB4 variants are
increasingly recognized in adults with intrahepatic
cholestasis of pregnancy (ICP), early cholelithiasis,
and chronic cholestatic liver disease. Case Presenta-
tion: A 38-year-old woman was referred for abnormal
liver tests dating to 2012, when she developed gall-
stone pancreatitis requiring cholecystectomy. She later

Shaurey Vetsa®

lsanta Clara Valley Medical Center

Introduction: Ashwagandha is among the most widely
used herbal supplements in US adults. LiverTox
grades it as a likely cause of clinically apparent liver in-
jury (likelihood score B), yet controlled trials report no
hepatotoxic signal at doses up to 2,000 mg daily. Re-
ported cases are typically cholestatic or mixed, arise 2
to 12 weeks after initiation, and the highest ALT cata-
logued by LiverTox is 3,400 U/L, in a case requiring
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transplantation. Case Presentation: A previously
healthy 29 year old man presented with abdominal
pain and vomiting two days after an otherwise social
drinker who consumed approximately 10 alcoholic
drinks on two consecutive nights. RUQ US and CT
demonstrated diffuse hepatic inflammation and
parenchymal edema without biliary obstruction. Peak
ALT/AST reached 14,100/12,200 U/L with ALP 130
U/L and total bilirubin peaking after 3 days at 7.3
mg/dL, meeting Hy's Law. INR rose to 6.2 though he
was not encephalopathic during admission. Hepatitis
A-E, ANA, AMA, and anti-smooth muscle antibody
were negative; CT angiography excluded Budd-Chiari
syndrome. He reported intermittent ashwagandha use
over several years without injury, with a 5 month gap
before resuming 2 weeks prior at 600 mg daily (Nutri-
cost). All supplements were stopped and he received
N-acetylcysteine per standard acetaminophen proto-
col. RUCAM score was 7 (probable), supporting ash-
wagandha as causative even accounting for alcohol.
ALT fell more than 50% of the excess above ULN with-
in 4 days and he was discharged without transplant
evaluation. Discussion: The patient's peak ALT is
roughly four fold the highest value catalogued by Liver-
Tox. Injury occurred at 600 mg daily, the dose most tri-
als describe as well tolerated, after years of uneventful
use. Despite an INR of 6.2, preserved mental status
placed him in severe acute liver injury rather than
acute liver failure, preventing need for transplant eval-
uation. Injury followed two nights of binge drinking.
While RUCAM supported ashwagandha as causative
independent of alcohol, we hypothesize that alcohol-
mediated glutathione depletion may have aggravated,
rather than confounded, this hepatotoxicity. Conclu-
sion: Ashwagandha can produce hepatocellular injury
far exceeding the severity described in trials or prior re-
ports, at a standard dose, in a young patient without
liver disease. Injury here followed years of intermittent
uneventful use and coincided with binge drinking in an
otherwise social drinker. Patients should be counselled
that prior uneventful use and reassuring trial data do
not ensure safety.
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