CASE PRESENTATION

= Dr. Delia Prisecariu
= Dr. Roxana Saizu
= Prof. Univ. Dr. Liana Gheorghe

_



- 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 Subsequent colonoscopy revealed
erythema nodosum lleocolic lesions

Oct 2024: perianal fistulas detected Rectovaginal fistula — surgically
on MRI treated

Fundeni Clinical Institute
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Therapeutic History: ‘

* Azathioprine + glucocorticoids - failure

Infliximab = discontinued due to disease reactivation

Clinical trials:

e 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/m?), 2-3 stools per day (no blood), perianal fistulous orifice

without drainage Hb 8,6 g/dl
Tb 550000/ulL
Le 12260/uL

Laboratory Findings: ALT 12 U/L

AST 10 U/L
BT 0,4 mg/dl
GGT 32 U/L
ALP 133 U/L
CRP 33 mg/Il
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




[EGD (Nov 2024): }

*Los Angeles grade B esophagitis, no other lesions

[Lower Gl Endoscopy (Nov. 2024). }

*Severe pancolonic lesions, more pronounced in the
right colon and terminal ileum

* Pseudomembranous colitis




Colon Biopsy:

 lleum: chronic non-granulomatous inflammation

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

* Transsphincteric perianal fistulous tracts

Acqg Tm:18:24:53.870(

« Anterolateral tract with associated F28.4 (COJ)

inflammatory changes

[ MRCP: }

» Requested — patient did not attend

» Infliximab re-induction

» Azathioprine - immunogenicity prevention

» Oral vancomycin
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Dec. 2024:

= Second infusion complicated by severe allergic

reaction (glottic edema)

Jan. 2025:
Adalimumab initiation -> optimized for suboptimal response

Aug. 2025:

U Calprotectin 2270 ug/g, markedly elevated inflammatory markers, high
ALP (UDCA)

O Intestinal Ultrasound (Nov 2024):

* Progression of ileocolonic inflammatory lesions, transverse colon
stenosis with inflammatory aspect (hypoechoic, Doppler signal)

O Lower Gl Endoscopy:

* Rectum and terminal ileum: severe lesions with deep ulcers




O Pelvic MRI:

« Persistent transsphincteric perianal fistulous tracts with stable appearance

« Active inflammatory changes
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Therapy switched to
Upadacitinib due to
Inadequate response
(sept. 2025)



20 Oct. 2025:

= Re-evaluation 1 month after upadacitinib initiation
= Clinical and sonographic improvement but with biological signs of infection
" Perianal Active Disease

$

4 Nov. 2025:

CRP 46,5 mg/|
Le 17800/ulL
Ferritin 325 ng/ml
ALT 21 U/L
AST 22 U/L
ALP 91 U/L
GGT 29 U/L

Le 12760/ulL
CRP 7,5 mg/l
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US: Mild CBD dilation — 6mm.
2D SWE: 5.8 kPa (no fibrosis); Viscosity: Without

22 Nov. 2025: significant inflammation

» 2 months after upadacitinib initiation:
= Resolution if inflammation, but Acute Liver Injury:

= Laboratory:

ALT 253 -> 453 U/L

AST 375 ->364 U/L s

ALP 214 U/L = “QQ
GGT 177 U/L ' ;_ E3
Thil 0,3 mg/dl 28>

CRP 9,9 mg/I < o
Hb 9,3 g/dl |

Le 10200/ uL - L




Differential Diagnhosis

)

/Drug-induced liver injury (DI

» Upadacitinib

 Ciprofloxacin, Metronidazole
discontinued

N 3
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« Serology for autoimmune

hepatobiliary diseases: negative

" =%

Hepatocellular injury
and cholestatic
syndrome

-~

nfectious hepatitis

HAV, HBS, HCV, HEV, HIV, CM
EBV, Parvovirus, Toxoplasma,
Syphylis — negative

-~

Cholanqitis associated with IBD

~
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MRCP requested
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Treatment — High
probability of DILI

YV V V

Discontinued upadacitinib and
antibiotics

N-acetylcysteine
Arginine supplementation

GCs (methylprednisolone
40mg)

UDCA (15mg/kgc)




[ MRCP (28 Nov. 2025) }

*Mild biliary tree ectasia, without a
definite obstructive cause on MRI

* No stenotic segments detected

Primary sclerosing cholangitis (PSC)
v suspected based on MRCP findings
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? |s upadacitinib the
optimal therapy for this
patiens ?



Induction Mamtenance Pervanal Penipheral Axial Pregnancy Over 65

discase Spondylo Spondylo- YCArS
arthropathy arthropathy

Systemic
corticosteroids

Enteral release
corticosteroids

Enteral Nutrition

Thivpurines
monotherapy

Methotrexate
Infliximab

Adalimumab
Certolizumah

Vedolizumab

Ustekinumaly

Risankizumah
Upadactimb
[ — x. Upadacitinib may represent a therapeutic alternative in patients with prior anti-
Gl s i tumour necrosis factor [TNF] failure, intolerance, or contraindications. This is based upon
B o ccommended post-hoc analysis of randomised controlled trial [RCT] data showing a significant benefit

. . 176 . -
OMP X I 3 S over placebo across a range of relevant fistula endpoints™ . xi. Inferred from positive

ECCO 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/jjac091
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Efficacy and Safety of Upadacitinib for Perianal
Fistulizing Crohn's Disease: A Post Hoc Analysis of 3
Phase 3 Trials

Jean-Frédéric Colombel ', Ana P Lacerda 2, Peter M Irving ¥, Remo Panaccione 4, Walter Reinisch ?,
Florian Rieder ©, Adam Steinlauf 7, David Schwartz 2, Tian Feng 2, Elena Dubcenco 2,
Samuel | Anyanwu 2, F Stephen Laroux ?, Colla Cunneen 2, Nick Powell 17

Abstract

Background & aims: Efficacy of upadacitinib, an oral Janus kinase inhibitor, for moderate-to-severe
Crohn's disease was demonstrated in phase 3 induction (U-EXCEL, U-EXCEED) and maintenance (U-
ENDURE) trials; this post hoc analysis evaluated upadacitinib outcomes in patients with fistulizing
disease in these studies.

Methods: Patients were randomized (2:1) to once daily upadacitinib 45 mg or placebo for 12 weeks.
Upadacitinib 45 mg clinical responders were rerandomized (1:1:1) to upadacitinib 15 mg, upadacitinib
30 mg, or placebo for 52 weeks. In patients with fistulas (any and perianal), resolution of drainage,
closure of external openings, clinical remission, endoscopic response, and safety were assessed.

Results: Of 1021 patients in U-EXCEL and U-EXCEED, 143 (14.0%) had any fistulas at baseline (66
draining); of these, most (n = 128) had perianal fistulas (56 draining). Greater proportions of patients
receiving upadacitinib vs placebo achieved resolution of drainage of perianal fistulas at the end of
induction (placebo: 5.6%, n/n = 1/18; upadacitinib 45 mq: 44.7%, n/n = 17/38; P = .003) and
maintenance (placebo: 0%, n/n = 0/11; upadacitinib 15 mg: 28.6%, n/n = 4/14; P = .105; upadacitinib
30 mg: 23.1%, n/n = 3/13; P = .223) and closure of perianal fistula external openings (for induction,
placebo: 4.8%, n/n = 2/42; upadacitinib 45 mg: 22.1%, n/n = 19/86; P = .013; for maintenance,
placebo: 0%, n/n = 0/30; upadacitinib 15 mg: 18.8%, n/n = 6/32; P = .024; upadacitinib 30 mg: 16.0%,
n/n = 4/25; P = .037).

Conclusion: Patients with fistulizing disease (primarily perianal) treated with upadacitinib achieved

higher rates of resolution of drainage, closure of external openings, clinical remission, and endoscopic
response vs placebo.




Safety profile and dose-dependent adverse events of
upadacitinib in randomized clinical trials: a
systematic review and meta-analysis

Cong Zhang ', Zhiwen Fu ', Jinmei Liu *, Shijun Li 7, Xu Chen 7, Yi Zhang 2, Jiyi Xie !

Affiliations + expand
PMID: 40626312 PMCID: PMC12229998 DOI: 10.3389/fphar.2025.1598972

Introduction: Upadacitinib, one of the Janus kinase (JAK) inhibitors, has gained global approval for
treating various inflammatory and autoimmune diseases. However, despite the FDA's black box
warning on all JAK inhibitors, further research is necessary to verify the potential risks associated
specifically with upadacitinib. Therefore, this study conducted a comprehensive systematic review and
meta-analysis to assess the safety profile of upadacitinib and explore potential dose-related
differences.

Methods: Relevant English publications were identified through a comprehensive search of eligible
databases conducted in March 2024 and subsequently updated in May 2025. The inclusion criteria
I nj u ry focused on randomized controlled trials that included safety data on upadacitinib.

Upadacitinib and Hepatic

Results: A total of 9,547 patients were involved in this meta-analysis. Upadacitinib treatment was
associated with an increased risk of hepatic disorder, neutropenia, acne, herpes zoster, and increased
creatine phosphokinase levels. Notably, the risks of hepatic disorder, neutropenia, and acne also
exhibited a dose-dependent relationship. However, there was no significant association between
upadacitinib treatment and an elevated risk of renal dysfunction, non-melanoma skin cancer (NMSC),
major adverse cardiovascular event (MACE), or venous thromboembolic event (VTE).

Conclusion: This study reveals that upadacitinib generally has a favorable safety profile, with
increased risks of hepatic disorder, neutropenia, acne, especially at higher doses. There was no
significant association with renal dysfunction, NMSC, MACE, or VTE. These findings may serve as an
evidence base for potential future modifications or removal of the FDA's black box warning for
upadacitinib.




Drug-Induced Liver Injury in Patients With Chronic

Liver Disease .

Marwan Ghabril 1, Raj Vuppalanchi ', Naga Chalasani

Affiliations + expand
PMID: 39927421 PMCID: PMC11808633 DOI: 10.1111/liv.70019

Abstract

Objective: Drug-induced liver injury (DILI) is a global problem and can develop from exposure to
prescription or over-the-counter medications as well as herbal and dietary supplements. The
diagnosis of DILI is clinically challenging, and liver injury can be severe leading to liver failure, death,
or liver transplantation. Patients with underlying chronic liver diseases (CLD) may be at increased risk
for DILI, which is associated with factors related to drug or liver disease.

Methods: This review summarises current knowledge on the risk and outcomes of DILI in patients
with CLD.

Results: Patients with CLD may be at an increased risk for DILI. Additionally patients with underlying

= CLD are at risk for more severe liver injury and worse outcomes after DILI. E_



Primmary Sclerosing Cholangitis (PSC)
Diagnosis & Management — EASL Guidelines ‘

Diagnosis:
» Persistent cholestatic pattern (1 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)

e EASL Clinical Practice Guidelines: Sclerosing Cholangitis a



Primmary Sclerosing Cholangitis (PSC)
Diagnosis & Management — EASL Guidelines ‘

Treatment

X 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

: L 2

EASL Clinical Practice Guidelines: Sclerosing Cholangitis



Evolution after resuming Upadacitinib
14 Jan. 2026:

= Biochemically stable, without
Inflammatory syndrome,

asymptomatic.

= |ntestinal ultrasound:
Improved ultrasound appearance;
transverse colon stenosis with
increased luminal caliber and

reduced inflammatory changes




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

vV V V VY

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.




Thank you!




