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Supervised by : Dr Sawsan Ali Deeb

Presented By : Dr Diana Alsaeed

Damascus Hospital




Clinical presentation:

A 16 year —old male presented to our clinic with complaints of
fatigue and general malaise along with diarrhea occurring five
times daily sometimes bloody and sometimes watery for three
months . A complete review of systems yielded no relevant
findings .

The patients medical history: was DM type 1 treated with insulin
clinical examination : jaundice was noted ,the rest of
examination was within normal limits , BMI :18.3

Lab tests showed : ID Anemia, elevated of AST /ALT :4*UNL TB
:3 DB :2 and ALP /GGT /Albumin /INR was normal

Abdominal ultrasound revealed splenomegaly 15cm with a liver
heterogeneity




To investigate the cause of chronic diarrhea ,the following tests
were performed :

Celiac serology : Anti TTg IgA negative, total IgA was normal
thyroid function tests: TSH ,FT3 ,FT4 was normal

EGD : normal and the biopsies taken from the duodenum were
normal

fecal calprotectin : elevated

Colonoscopy : revealed ulcerations throughout the colon
Histopathology : colonic biopsies confirmed the diagnosis of
ulcerative colitis

pancolitis
PUCAI : 40 moderate active UC
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Viral study Anti HCV Anti HBC HBS Ag Anti HAV Igm
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P.
Electrophoresis ----

elevated

Histo|ogy Chronic hepatitis
grade 2 stage 2

Doppler ultrasound showed no
MRCP : evidence thrombosis in the portal

was performed as part of vein or hepatic veins

the evaluation for
possible overlap Findings were consistent with AlH
syndrome and showed
normal intrahepatic and
extrahepatic bile ducts
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ECCO Guidelines on Extraintestinal Manifestations in
Inflammatory Bowel Disease ECCO guidelines 2024
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3.3 Autoimmune hepatitis and overlap syndrome

Statement 12

The prevalence of AIH in adult patients with IBD is less than
0.5%, with higher rates in children and adolescents [EL2]

[consensus: 1009



Patient Age < 18

Therapeutic challenge

Whether AlH is an EIM of UC or if its merely
co-morbidity

Limited data in the literature on similar cases

Type 1 diabetes mellitus

All of these challenges together made it
difficult to choice the appropriate
treatment .



Treatment
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Induction of remission:

Oral
corticosteroid

Oral mesalamine 80 mg/kg day




Treatment

.

Induction of remission:

Prednisone : dose 40 mg daily
in combination with AZA 1-2

mg/d

type 1 diabetes mellitus




hyperglycemia Discontinued
prednisone

GLU > 400 in first week in second week with
with Prednisolone 40 mg Prednisolone 30 mg

20 mg prednisolone ,GLU >200, AST/ALT elevated ,no clinical
response for UC




Nutritional §
support
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Biologic agents

Top-down
approach

Step-up
approich
B 4

Immunomodulators
(AZA or 6-MP or MTX) | *

Prednisolone

5-ASA or sulfasalazine




Biology

*Age * Treatment of AlH
EASL 2015

42. In patients requiring high dose, long-term (>20 mg/
day) steroid therapy, conventional treatment should be
optimized (high doses of predniso(lo)ne combined with
2 mg/kg/day azathioprine). Alternatively, a trial of CNIs

Adalimumab (ciclosporine or tacrolimus), infliximab, methotrexate,

or cyclophosphamide can be initiated. The relative

effectiveness of second line treatments has not been
examined in clinical trials. Therefore, these drugs
should be used after consultation with a specialist

centre only (11-3)

ESPGHAN 2018

e The minority of patients who do not respond to
standard treatment, and those who relapse fre-
quently, should be offered alternative immunosup-
pression, the efficacy of which is still anecdotal
(including in order of priority MMF, calcineurin inhi-
bitors, rituximab, anti-TNF-«).

Approved for the treatment of pediatric UC



* Available drugs :
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°*Age

2. Adalimumab [EL4, adults EL4] or golimumab [EL4,
adults EL3] could be considered in those who ini-
tially respond but then lose response or are intoler-
ant to IFX, based on serum levels and antibodies
(Fig. 4). (95% agreement)

. Golimumab recommended doses for induction are

200 mg at week O followed by 100 mg at week 2 for
those weighing >45 kg. Children with lower weight
should be dosed based on body surface area (115
and 60 mg/m~® at weeks O and 2). Maintenance
doses g4w are 60 mg/m~ if weight <45 kg and
100 mg if weight >45 kg. Target trough levels dur-
ing maintenance are >2 pg/mL. (100% agree-
ment)

*Usein AlH :

There is no evidence supporting the use
of Golimumab in patient with AlIH



Anti IL 12/23

* Ustekinumab approved in adults only




Journal of Autoimmunity 140 (2023) 103113
IBD + AIH p T
. Sonirdd Journal of Autoimmunity
N=4 with normal ALT

FI.SEVIER journal homepage: www.elsevier.com/locate/jautimn
N=1 elevated ALT -
Hepatic safety and efficacy of immunomodulatory drugs used in patients e

with autoimmune hepatitis
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Ustekinumab

n=5

Stop for active
IBD

n=1

Ongoing

Report type AlIH With IBD

Terzioli Case series N=5
beretta-piccoli ,multicenter
et al

2023

Normal ALT Colectomy Normal ALT




Report type

Prior biologic

Maintenance

Following
time

Response
[outcome

Dhaliwal et
al
2021

Dayan et al
2019

Kim et al
2021

Kakiuchi and
yoshiura
2022

Alhalabi et al
2023

Rodrigues —
mauris et al
2021

Cohort

Cohort

Cohort

Case report

Case report

Case report

UC
N=25

CDn=42
UCn=4
IBDU n=6

CD
N=40

UC

UC

CD

12.3-16.2
years

14-18 years

Median age
17.2 years

16 years

10 years

16 years

IFX
ADA
Vedo

44 anti-tnf
10 biologic
naive

IFX/ADA
/VEDO

IFX

Biologic naive

ADA

6mg/kg
IV

6mg/kg
IV

6mg/kg
IV

260 mg IV

6mg/kg
\Y;

390 mg
IV

90mg SC
45 mgq 8
week

90 mg SC q
8week

90 mg SC q
8week
Some q 6
week
Or g 4 week

90 mg SC q
8week

90 mg SC q
8week

90 mg SC q
8week
Theng 6

52 week

52 week

62 week

60 week

52 week

6 months

mentioned

Remission
44%

Remission
Prior biologic
50%
Naive 90%
Ongoing UST
84%

Clinical and
endoscopic
remission

Clinical and
endoscopic
remission

Clinical
remission



WHAT IS THE
RIGHT DOSE _
FOR HIM?

Ustekinumab

dose
?




Original Article

Ustekinumab in Paediatric Patients with
Moderately to Severely Active Crohn’'s Disease:
Pharmacokinetics, Safety, and Efficacy Results
from UniStar, a Phase 1 Study

Joel R. Rosh,? Dan Tumer,” Anne Griffiths, Stanley A. Cohen.®
Douglas Jacobstein,®* Omoniyi J. Adedokun,! Lakshmi Padgett,s
Natalie A. Terry,! Christopher O’Brien,’ Jeffrey S. Hyams*®

“ N -- R m

Roush et al Phase 1 2-18 years Anti-tnf Patients 40 = kg were At week 8
2021 ,multicenter double N-44 randomized to 130 mgvs ,patients 40 > kg
blind 390 mg or in patients < single dose SC
Study 40 kg 3mg/kg vs 9Img/kg 90mg
Patients < 40 kg
2mg/kg SC

Its findings supported a 6 mg/kg induction dose of Ustekinumab
for children weighing more than 40 kg, but recommended a
9mg/kg induction for children weighing < 40 kg

The PK and safety profiles resembled those in adults



Maintenance 90
mg SC q 8 week




MONITORING PROGRESS
AFTER STARTING
TREATMENT

5 2 3 Before Ustekinumab




Colonoscopy




Transaminase

MONITORING PROGRESS
AFTER STARTING
TREATMENT '

ALT / AST

Before Ustekinumab 175/153

After 6 months 100/66

After 12 months 53/40
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Management of paediatric ulcerative colitis, part 1:
Ambulatory care— AN updated evidence-based
consensus guideline from the European Societlty Vv CIVIE
of Paediatric Gastroenterology., Hepatology and Nutrition
and the European Crohn's and Colitis Organisation
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(IL23; e.g., risankizumab, mirikizumab, guselk-
umab), Janus kinase (JAK) inhibitors (e.qg., tofaciti-
nib, upadacitinib, filgotinib), golimumab and
sphingosine-1-phosphate (S1P) receptor agonists
(e.g., Ozanimod, Etrasimod) may be also con-
sidered following failure of approved anti-TNF [EL4,
adults EL2] (Agreement 100%).

Clinical Practice Guidelines JOURNAL

OF HEPATOLOGY

EASL Clinical Practice Guidelines on the management of
autoimmune hepatitis’ and 19G normalisation
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L - AST, aspartate aminotransferase; ALT. alaning aminotransferase: lqG, immunoglobulin G.
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ELSEVIER Journal of Hepatology, August 2025. vol. 83 | 453-501
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RARE CAEES

Regular review of the
medical literature is
essential to guide
management and stay
updated on evolving
evidence in such rare
presentation.
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