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- 25-year-old female, non smoker

- Initial presentation: Nov 2024, Fundeni Clinical Institute

Past medical history 

• Crohn’s disease (diagnosis 2019)

• Erythema nodosum (disease onset)

• Perianal fistulas

• Rectovaginal fistula – surgically treated

• Recent Clostridioides difficile colitis

• Appendectomy
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Disease History

Disease onset in 2019 with 

erythema nodosum

Subsequent colonoscopy revealed 

ileocolic lesions

Oct 2024: perianal fistulas detected 

on MRI
Rectovaginal fistula – surgically 

treated

Fundeni Clinical Institute
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Therapeutic History:

• Azathioprine + glucocorticoids → failure

• Infliximab → discontinued due to disease reactivation

• Clinical trials:

• Deucravacitinib (anti-TYK2) → failure

• JAK inhibitor → failure

• Ustekinumab → discontinued due to severe cutaneous adverse reactions

• No treatment from February 2024 to current presentation
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At Presentation:

• Clinical Exam: 

• Underweight (BMI 18 kg/m²), 2-3 stools per day (no blood), perianal fistulous orifice 

without drainage

Laboratory Findings:

Hb 8,6 g/dl

Tb 550000/uL

Le 12260/uL

ALT 12 U/L

AST 10 U/L

BT 0,4 mg/dl

GGT 32 U/L

ALP 133 U/L

CRP 33 mg/l

Alb 2,8 g/dl

Quantiferon test Negative

Viral markers Negative
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Intestinal and perianal Ultrasound (Nov 2024):

•Colon and ileum: colonic and ileal inflammation, deep ulcers

•Perianal region: two active perianal fistulous tracts

Left colon Terminal Ileum
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•Severe pancolonic lesions, more pronounced in the 

right colon and terminal ileum

• Pseudomembranous colitis

EGD (Nov 2024):

•Los Angeles grade B esophagitis, no other lesions

Lower GI Endoscopy (Nov. 2024):

Left colon

Right colon

Ile-cecal 
Valve
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Colon Biopsy:

• Ileum: chronic non-granulomatous inflammation

• Colon: active erosive chronic colitis, non-granulomatous
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Perianal MRI (Nov. 2024):

• Transsphincteric perianal fistulous tracts

• Anterolateral tract with associated 

inflammatory changes

MRCP:

• Requested – patient did not attend

Treatment

 Infliximab re-induction

 Azathioprine - immunogenicity prevention

 Oral vancomycin
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Dec. 2024:

 Second infliximab infusion complicated by severe allergic 

reaction (glottic edema)

Jan. 2025:

■ Adalimumab initiation -> optimized for suboptimal response

Aug. 2025:

 Calprotectin 2270 ug/g, markedly elevated inflammatory markers, high 

ALP (UDCA)

 Intestinal Ultrasound (Nov 2024):

• Progression of ileocolonic inflammatory lesions, transverse colon 

stenosis with inflammatory aspect (hypoechoic, Doppler signal)

 Lower GI Endoscopy:

• Rectum and terminal ileum: severe lesions with deep ulcers
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 Pelvic MRI:

• Persistent transsphincteric perianal fistulous tracts with stable appearance

• Active inflammatory changes

Therapy switched to 

Upadacitinib due to 

inadequate response 

(sept. 2025)
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20 Oct. 2025:

 Re-evaluation 1 month after upadacitinib initiation

 Clinical and sonographic improvement but with biological signs of infection
 Perianal Active Disease

CRP 46,5 mg/l

Le 17800/uL

Ferritin 325 ng/ml

Ciprofloxacin

&

Metronidazole

4 Nov. 2025:

ALT 21 U/L

AST 22 U/L

ALP 91 U/L

GGT 29 U/L

Le 12760/uL

CRP 7,5 mg/l
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22 Nov. 2025: 

 2 months after upadacitinib initiation:

 Resolution if inflammation, but Acute Liver Injury:

 Laboratory:

ALT 253 -> 453 U/L

AST 375 -> 364 U/L

ALP 214 U/L

GGT 177 U/L

Tbil 0,3 mg/dl

CRP 9,9 mg/l

Hb 9,3 g/dl

Le 10200/uL

US: Mild CBD dilation – 6mm. 
2D SWE: 5.8 kPa (no fibrosis); Viscosity: Without 
significant inflammation
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Differential Diagnosis

Hepatocellular injury 

and cholestatic 

syndrome

Infectious hepatitis

HAV, HBS, HCV, HEV, HIV, CMV, 

EBV, Parvovirus, Toxoplasma, 

Syphylis – negative 

Drug-induced liver injury (DILI)

• Upadacitinib

• Ciprofloxacin, Metronidazole

discontinued

Autoimmune liver disease

• Serology for autoimmune 

hepatobiliary diseases: negative

Cholangitis associated with IBD

• MRCP requested
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Treatment – High 
probability of DILI

x Discontinued upadacitinib and 
antibiotics

 N-acetylcysteine 

 Arginine supplementation

 GCs (methylprednisolone 
40mg)

 UDCA (15mg/kgc)
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MRCP (28 Nov. 2025)

•Mild biliary tree ectasia, without a 

definite obstructive cause on MRI

• No stenotic segments detected

Primary sclerosing cholangitis (PSC) 

suspected based on MRCP findings
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❓ Is upadacitinib the 
optimal therapy for this 

patiens❓



19ECCO Guidelines on Therapeutics in Crohn’s Disease: Medical Treatment, Journal of Crohn's and Colitis, Volume 18, Issue 10, October 2024, Pages 1531–

1555, https://doi.org/10.1093/ecco-jcc/jjae091

https://doi.org/10.1093/ecco-jcc/jjae091
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Upadacitinib and Hepatic 
Injury
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Primary Sclerosing Cholangitis (PSC)
Diagnosis & Management – EASL Guidelines

Diagnosis:

 Persistent cholestatic pattern (↑ ALP ± GGT)

 MRCP – first-line investigation

→ multifocal strictures of intra- and/or extrahepatic bile ducts

 ERCP: not for routine diagnosis→ only for dominant strictures, cholangitis, suspected CCA

 Liver biopsy:

→ normal MRCP (small-duct PSC)

→ suspected PSC–AIH overlap

 Exclude IgG4-related disease!

 IBD screening mandatory (colonoscopy at diagnosis)

• EASL Clinical Practice Guidelines: Sclerosing Cholangitis
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Primary Sclerosing Cholangitis (PSC)
Diagnosis & Management – EASL Guidelines

Treatment

❌ No disease-modifying medical therapy proven

 UDCA:

→ not routinely recommended

→ high doses contraindicated

 Symptomatic & complication-based management:

o Dominant strictures → ERCP dilatation ± stent

o Pruritus → cholestyramine, rifampicin, naltrexone

 Fat-soluble vitamin supplementation

 Liver transplantation:

→ only curative treatment

→ indicated for end-stage liver disease, recurrent cholangitis, refractory 

pruritus

• EASL Clinical Practice Guidelines: Sclerosing Cholangitis
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Evolution after resuming Upadacitinib
14 Jan. 2026:

 Biochemically stable, without 

inflammatory syndrome, 

asymptomatic.

 Intestinal ultrasound:

Improved ultrasound appearance; 

transverse colon stenosis with 

increased luminal caliber and 

reduced inflammatory changes
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Key Messages

 The case illustrates a Severe, Refractory Crohn’s disease, in a young patient, with multiple complications

 Upadacitinib led to meaningful clinical and imaging improvement

 The clinical context and MRCP findings are highly suggestive of PSC

 However, the acute liver enzyme flare and favorable response to GCs raise the possibility of an associated 

DILI.

 Further management, including the decision to perform liver biopsy, will be guided by the patient’s 

biochemical evolution over time.



27

Thank you!


