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Patient Year 2013-2019 Female

- 2013 MRI: Left Lobe Biliary Ectasia, moniliform
branches, fibrotic changes, cholangitis
- Diagnosis: Secondary Cholangitis
- Arginine, silymarin

- 2019 - Recurrent Cholangitis
- MRCP — mild progression of biliary ectasia
- Serology:
- AMA M2 negative
- ANA, ASMA positive
- Liver Biopsy:

- cholangitis with concentric septal
fibrosis and ductular proliferation,
suggestive of sclerosing cholangitis.

- No histopathological evidence of
hepatitis




Patieﬂt Year 2022 Female

- Recurrent cholangitis, septic shock (treated) ->
urinary sepsis (treated)

=» Hepatology Clinic (Fundeni Clinical Institute)
- Liver Cirrhosis (Primary Sclerosing
Cholangitis vs. Secondary Biliary Cirrhosis)
- Negative Serology
- MRCP: Diffuse bile duct caliber changes
suggestive of sclerosing cholangitis with
inflammation.

- Diagnosis: Cirrhosis secondary to Primary
Sclerosing Cholangitis
- Evaluation for Liver Transplant!




Patient Year 2023 Female

- Hepatology Clinic
- MRI (MRCP, Primovist)
- Diffuse bile duct caliber changes (seg.
lI-11l and VIII), suggestive of sclerosing
cholangitis with associated
inflammation
- 7cm nodule (regenerative?)

- Aug. 2023 - Liver Transplant
- (normal colonoscopy ahead of the
transplant)
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Patient Year 2023 Female
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- 7cm nodule (regenerative?)

- Aug. 2023 - Liver Transplant
- (normal colonoscopy ahead of the
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Post-Tx Evolution

10/2023@ - Acute Pancreatitis (Edematous, Mild
Evolution)
- Ethiology - drug induced?

01/202 @ _  cholangitis — biliary reflux

- Treated with antibiotic
(levofloxacine)

- MRCP: Hepatic graft with
mildly increased dimensions,
no biliary ductal dilatation, but
with mild contour irregularities
and aerobilia.

- Normal biliary anastomosis




Patient 2025 Female

04/2025 @ Diarrhea - 6 stools per day (Gluten free

diet)
CRP 1.31 mg/I
Iron 71 ug/dl
Ferritin 36 ng/l
Hb 12.8 g/dl
Leuc 4.96 1073/ul
PLT 345 1073 /ul
tTG-IgA Negative
Digestive
PCR Negative
FC 875 ug/g

@ 1US: Inflammatory modifications of the
transverse, right colon and terminal ileum.




Patient Year 2025 Female

ENDOSCOPY
Uppger Gl — Grade C Esophagitis (Los Angeles); normal stomach and duodenum (biopsies for
Celiac Disease)

Lower Gl — oedema, aftoid lesions and ulcers — transvere, right colon and terminal ileum (SES-
CD 22 pts)

Histopatholohy: normal duodenal mucosa; ileum and colon with chronic inflammation,
disruption of the glandular architecture, criptitis and criptic abscesses




@ Patient Year 2025 Female

DIAGNOSIS:

* lleocolonic Crohn’s Disease, inflammatory pattern, moderate disease (CDAI 225 pts)
* Grade C Esophagitis (Los Angeles)

* Liver Transplant for Cirrhosis secondary to Primary Sclerosing Cholangitis

* Celiac Disease, Graves Basedow Disease

* Recent Acute Pancreatitis (possibly drug induced)

THERAPEUTIC MANAGEMENT?

* Recent acute pancreatitis
* Cholangitis

e Post-liver transplant immunosuppression
* History of septic shock VEDOLIZUMAB
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Patient

Year 2025

CDST SCORE CALCULATOR:

(1. No prior bowel surgery +2 points
2. No prior anti-TNFa therapy +3 points
3. No prior fistulizing disease +2 points

4. Baseline CRP - 1.31mg/I +0.5 points

\5. Baseline albumin 5g/L +20 points

~

PROBABILITY OF RESPONSE TO VEDOLIZUMAB!:

Low <13 points

Intermediate >13 to <19 points

High >19 points

Female
points
intestinal surgery: no + 2 points
Prior anti-TNF therapy: no + 2 points
Prior fistulizing disease: no + 2 points
Baseline CRP before new treatment = 8.1 m/L - 0.5 points
Baseline albumin = 39 g/L(+0.4 *39= 15.6): + 20 points

TOTAL = 26.5 points

TOTAL = 26.5 points
HIGH PROBABILITY OF RESPONSE TO VEDOLIZUMAB
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Female

@ Patient Year 2025

TREATMENT:

May 2025 -
Vedolizumab
Tacrolimus, UDCA, PPI, Sodium

Alginate

Week 6 (July) — persistence of inflammatory
modifictions on IUS, especially in the right
colon

=» Budesonide (9mg 1 month -> Dose de-
escaladation)
=» Additional week 10 infusion
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@ Patient Year 2025 Female

July 2025 - Entero-CT: inflammation of the right colon and terminal ileum
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@ Patient Year 2025 Female

Sept. 2025 - Significant Clinical improvement (CDAI 47 points)
Fecal Calprotectin 76ug/g
IUS: No signs of active inflammation, very mild chronic changes in the cecum and

terminal ileum (normal transverse and right colon).
» Stop Budesonide!
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@ Patient Year 2026 Sex

February 2026
* Treatment with VDZ 300mg/8w.

 1-2 stools per day, weight gain.
* Fecal Calprotectin 34 ug/g.
 |US: Normal colon and terminal ileum.

v Improvement of liver enzymes!
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Key Features of the Case

©

De Novo Crohn’s Disease
Early Diagnosed — important role of Intestinal Ultrasound!

Autoimmune spectrum:
Basedow Graves
Celiac Disease
Primary Sclerosing Cholangitis

Treatment Challenges:
- Multiple and severe infectious complications

- Liver Transplant
- Family history of colo-rectal carcinoma & risk increased by the PSC association

Vedolizumab — Best Option from our experience
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lUS in Early Diagnosis of IBD

Clinical Gastroenterology and Hepatology 2024;22:1790-1795

CLINICAL PRACTICE UPDATES

AGA Clinical Practice Update on the Role of Intestinal
Ultrasound in Inflammatory Bowel Disease: Commentary

Mallory Chavannes, ' Michael Todd Dolinger,” Shirley Cohen-Mekelburg,** and
Bincy Abraham®

Screening tool along with FC — rule out
IBD, referring to ileocolonoscopy
MRE and IUS — similar accuracy for
assessing disease activity in Tl in newly
diagnosed or clinically active parents with
CD.

11Special Training
Monitor Disease Activity and facilitate
Real time treatment adjustment

Journal of Crohn’s and Colitis, 2024, 18, 983-984

https://doi.org/10.1093/ecco-jcc/jjae0sd

Advance access publication 20 May 2024

Editorial OXFORD

Intestinal Ultrasound —Ready to Use for Early Prediction of
Disease Course in IBD?

Retrospective study on 51 UC patients
Reduction of BWT and color Doppler at week 6 of anti-
inflammatory treatment (Vedolizumab) predicts endoscopic
remission and improvement between weeks 8 and 26.

Danish Study on 56 patients — Severe UC
Reduction in BWT within 48 — 24 h of treatment initiation
was predictive of therapeutic response and the need for
rescue therapy.

Chavannes M, Dolinger MT et al, Clin Gastroenterol Hepatol. 2024

Duricova D, Kucharzik T, Mitrova K, Maaser C. Intestinal Ultrasound-Ready to Use for Early Prediction of Disease Course in IBD?. J Crohns Colitis. 2024
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IBD After Liver Transplant

IBD Progression after Liver Transplant for PSC:

Retrospective cohort - 373 pts with Liver Tx for PSC
151 patients with IBD association, intact colon at Tx

37% - disease progression (3 years)
58% - Stable Disease
5% - Improvement

others with unfavorable IBD disease !!

diarrhea — main symptom.!

Il Patients with stable IBD - more likely to develop de novo cancers than

26% of the patients without IBD developed de novo disease (mild course),

14%-30% of patients with PSC may develop de novo IBD after Liver Tx

Unknown risk factors 2

1. Marin J. de Jong, Transplantation, 2026
2. Mouchli MA, et al., Inflamm Bowel Dis. 2018
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Treatment Choice and risk of PSC recurrence

Control of intestinal Inflammation!! i A

tégjournal

' ] Safety of vedolizumab in liver transplant
Recurrence of PSC remains a major post- recipients: A systematic review

transplant challenge
Marco Spadaccini®, Alessio Aghemo™?, Flavio Caprioli®, Ana Lleo™?,
Recurrence rates: Federica Invernizzi*®, Silvio Danese™” and Maria F Donato®*
~10-30% within up to 10 years post-LT

United European Gastroenterology Journal
2019, Vol. 7(7) 875-880

©) Author(s) 2019

Article reuse guidelines:
sagepub.com/fjoumals-permissions

DOI: 10.1177/2050640619858050
journals.sagepub.com/homelueg

(SISAGE

e 31 patients with LT treated with Vedolizumab (PSC

Marin J. de Jong, Transplantation, 2026 29)

* 8 patients - new onset of IBD
e 77% Clinical Response
 7/31 - Disease related infections —

* Clostridium difficile (previous infections)
* Cholangitis — majority with previously preexisting
percutaneous transhepatic catheter tubes

* No fungal or viral infections
* No malignancies.

Spadaccini M et a, UEG Journal, 2019




Why Vedolizumab#?

Key Advantages
Gut-selective - lowest systemic immunosuppression
Blocks a4B7 integrin - prevents lymphocyte trafficking to gut
No hepatotoxicity
Minimal pharmacokinetics interactions (tacrolimus)

Good Safety Profile (Post-Transplant)
Low risk of malignancy

J Opportunistic infections (CMV, fungal)
J PTLD risk

Effective for colonic / ileocolonic disease

Clinical Insight
Early Crohn’s disease (<2 yrs) - strong predictor of:

Clinical remission Chen YB et al., Nature Medicine, 2024
Steroid-free remission D'Haens GR, et al. Lancet Gastroenterol Hepatol. 2026
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Vedolizumab — treatment option in PSC-IBD?

Review

Gut—Liver Axis in PSC

* o4p7-expressing T cells identified in peribiliary infiltrates o B : . i
. _der: . . anagement of Inflammatory Bowel Disease
Suggest gut-derived lymphocytes migrate to the liver Associated With Primary Sclerosing Cholangitis

* Homing mediated by: Pre- and Post-liver Transplantation
Aberrant MAdCAM-1 expression n hepatic tissue Marin J. de Jong, MD, PhD, ! Jiangrong Zhou, MD,! Lauranne A A.P. Derlkx, MD, PhD, !

. . . S. Darwish Murad, MD, PhD,! Adriaan J. van der Meer, MD, PhD,! and Annemarie C. de Vries, MD, PhD!
Chemokine signaling pathways

=> Supports concept of gut—liver immune crosstalk in PSC pathogenesis

Clinical & Therapeutic Implications
PSC may be partly driven by intestinal immune activation
Explains strong association between PSC and IBD
Vedolizumab (anti-a4p7):
* Blocks gut-homing lymphocyte trafficking
* May reduce biliary inflammation
* Effective for colonic disease (IBD)
* Promising therapy for both hepatic and intestinal disease
=>» Potential to impact PSC progression

Marin J. de Jong, Transplantation, 2026
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Figure 1 T2-weighted three-dimensional maximum
intensity projection coronal images with fat saturation
from prior to treatment induction (B) and 13 months
following induction {A) demonstrate improvement in
the strictures of the intrahepatic biliary tree, particularly
the right hepatic duct and its segmental branches (solid
arrows). The left hepatic duct also shows decreased
irregular luminal narrowing (dashed arrows) following
vedolizumab therapy. Both images are shown at equal
levels as they are centred at the hepatic hilum with.

Vedolizumab — treatment option in PSC-IBD

Visit this

BM) Case Reports Jounal g

Vedolizumab: a novel medical intervention in the
treatment of primary sclerosing cholangitis

Donevan Westerveld,' Joseph Grajo,” Lars Beattie,* Sarah Glover®

40 Y.0. MALE

* Ulcerative Colitis
* Recently diagnosed PSC

* Initiated on Vedolizumab

* Reduction of liver enzymes (AF, AST, ALT)
e MRCP

* Improvement of stricture on MRCP

Westerveld D, et al. BMJ Case Rep 2017
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