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DosING OF THERAPIES®

Substance Dosage
5-ASA Mesalazine 2-4.8g/d (oral)
1-2g/d (rectal)
flare:3 X 800 mg/d
prophylaxis: 3 X 400 mg/d
Corticosteroids Budesonide 2mg/d (rectal)
Budesonide MMX 9mg/d (oral)
Prednisone 0.75 -1 mg/kgbw/d
Immunosuppressives Azathioprine (AZA) 2-2.5(max. 3) mg/kg bw/d

6-Mercaptopurine (6-MP)

1-1.5mg/kgbw/d

Cyclosporine

2mg/kgbw/24 hoursi.v.

Tacrolimus

0.1 mg/kg bw/d
Serum concentration: 10-15 ng/ml

Biologics

Adalimumab (Humira®)

Subcutaneous

Week 0:160 mg

Week 2:80mg

Week 4:40mg

Thenevery 2 weeks: 40 mg

Dose escalation: every week 40 mg

Golimumab (Simponi®)

Subcutaneous

Week 0:200 mg

Week 2:100 mg

Week 4:50 mg

Thenevery 4 weeks: 50mg
(100 mgfor patients>80kg)

Infliximab (Remicade®)

Infusion over 30-90 min
Week 0: 5 mg/kg

Week 2: 5mg/kg

Week 6:5 mg/kg
Thenevery 8 weeks: 5 mg/kg

Vedolizumab (Entyvio®)

Infusion over 30 min

Week 0:300mg

Week 2:300mg

Week 6:300 mg

Then every 8 weeks: 300 mg

Dose escalation: every 4 weeks 300 mg

bw= body weight; d=day



-
MiLp To MODERATE ULcERATIVE CoLITIS*®

Acute flare with no evidence for infectious disease

|
v v v

Proctitis Left-sided colitis Extensive colitis

v y v

Oral5-ASA>2g
£
rectal 5-ASA>2g

Rectal 5-ASA: Rectal 5-ASA:

enemaorfoam>2g

1gsuppository

Evaluate response after 2 weeks; remission after 4-8 weeks®

Maintenance Maintenance

Maintenance . Optimize oral 5-ASA .
with Rectal steroids wg::dr/e::al dose WIt+h oral
_ASAb ¥
rectal 5-ASA oral 5-ASAb (upto4.8g/d) rectal 5-ASA?

Oral 5-ASA Moderate active
(upto4.8g/d) uc

a Maintenance treatment recommended for all patients, on-demand treatment only possible for patients
with mild disease L
b In case of intolerance to 5-ASA, E.coli Nissle may be used as alternative for maintenance treatment @ Response/remission
© See Page “Target for UC treatment” © Noresponse/no remission



MODERATE TO SEVERE ACTIVE ULcERATIVE CoLITIS**®

Maintenance with oral
+/-

rectal 5-ASA?

Predictors for disease Oral and topical 5-ASA:

enemaor foamupto4g/d

progression”

Evaluate response after 2 weeks;
remission after 4-8 weeks®

v

Steroid-refractory UCk: oral steroids SteFrqlid-dependent'ldJcl:
active disease despite alone or consider al F%Faqer StEFEI s
oralsteroids Budesonide MMX within 06r weeks
Goee 0—@\’75{5‘5\{&2&2"'50'0"6) Relapse within 12 weeks after
steroids stop

! Consideranti- TNFifEIMor }
faster effect required*
taper steroids

+—;+ i

Anti-Integrin Maintenance
with oral
and/or

rectal 5-ASAS Assess response after 2 weeks;
Remission after 4-8 weeks®

H

Evaluate response after 2 weeks;
remission after 4-8 weeks®

y

Assess response after initiation®

LETEGE 1) Optimize by dose escalation ; anti-TNF
w ith 2) Evaluate combination + AZA/6-MP plaenance or
Anti-TNF or with AZA/6-MP q

3) Change to other biologic anti-Integrin

Anti-Integrin

onsider anti-TNF i

Re-Evaluate response every 12 weeks®;
P Y ! IM or faster effect
H *

Consider Pharmacokinetic

a Maintenance treatment recommended for all patients, on-demand treatment only possible for patients with mild disease
b In case of intolerance to 5-ASA, E.coli Nissle may be used as alternative for maintenance treatment

* Swiss expert recommendation L
# See page “Risk for severe disease progression” @DResponse/remission

° See Page “Target for UC treatment” ©Noresponse/no remission



SeVERE ULceraTIVE CoLITIS"®®

Hospital admission in case of*:
bloody diarrhea > 6/day and one or more signs of systemic toxicity:
-tachycardia>90bpm
-fever>37.8°C
-Hb<10.5g/dl
-ESR>30mm/h
-CRP>30mg/|

i.v. corticosteroids Methylprednisolone
1V corticosterof 0.5-Img/kgbw/24h

i Assess response after 3 days
i Discuss treatment options including colectomy

........... [

Switchtooral i
steroidsandtaper

failure

Choice of specific

. " Ciclosporine® 2"line treatment
AZR/6-MP AT or Tacrolimus depends on clinical
setting

Assess response after 4-7 days
-1
5 \

Maintenance

Maintenance Maintenance Maintenance Ciclosporine A 3rline immuno-
with with with an?i or suppressive therapy
AZA/6-MP Anti-TNF Anti-TNF AZA/6-MP or colectomy*

Consider druglevel testing to guide dose increases or modifications

aDatafor hospitalized patients only available for Infliximab.

b Exclude low Mg/Cholesterol. L.
c3lineimmunosuppressive therapy restricted to specialized centers @ Response/remission

bw = body weight; d=day ©No response/no remission



PoucHITis"*

Suspicious symptoms are increased stool frequency and consistency, cramping,
tenesmus, incontinence and urgency
Bleeding, fever,and EIM are rarer presenting symptoms
Pouchitis more likely with:
—Extensive UC
-EIMespecially PSC
—Non-smokers (smokingincreases risk of Crohn's disease of the pouch)
-P-ANCA positivity
-NSAIDs
-Backwashileitis
- Previous colonic dysplasia
............. Jorveeerennenenns,
Excludeinfection :

Clproﬂoxacm 1g/dfor 2 weeks or Metronldazole 20 mg/kg/d for 2 weeks 2 line therapy

Budesonide enemas (2 mg/100 ml)
-or -
vsLe3(6g/d)

Assess response after 4 weeks

Combination anti-
biotics or
budesonide?

Ifindicated
no Medication

Alternative agents®*
or
surgery

aPreferably combination antibiotic therapy, e.g. ciprofloxacin 1 g & tinidazole 1 g daily for 4 weeks. Remissionin >80%.
Alternative treatment includes rifaximin 2 g daily or metronidazole 1 g daily for 4 weeks. Remission in >80%. L
b Ciclosporin enema; Azathioprine in those dependent on budesonide; Alicaforsen (anti-sense to ICAM-1) enema. @ Response/remission
bw = body weight; d=day ©No response/no remission



RISK FOR SEVERE DISEASE PROGRESS

Prognostic factor

ION®®

Impact

Young age at diagnosis

* More extensive disease (paediatric UC)
Colectomy

e Proximal disease extension

e Acute severe UC

# Colorectal neoplasia

Family history

« Proximal disease extension (family history of IBD)
» Colorectal neoplasia (family history of CRC)

Refractory proctitis
(>3relapses per year)

 Proximal disease extension

Male sex

e Colectomy

Extensive colitis

Colectomy

e Acute severe UC

e Hospitalization

« Colorectal neoplasia

High histological inflammation score

e Colorectal neoplasia

Disease duration >10years

e Colorectal neoplasia
 Colectomy

Steroid dependence/resistance

e Colectomy
*Hospitalization

Smoking

e Less need for hospitalization
* Proximal disease extension (protective)
e Protective from colectomy

Concurrent infection
(cytomegalovirus or Clostridium difficile)

eFlare and hospitalization

Primary sclerosing
cholangitis

e Colectomy

 Proximal disease extension

e Colorectal cancer

e Protective for hospitalization

TARGET

FOR UC TREATMENT®®

« Clinical/ PRO remission, defined as resolution of rectal bleeding and diarrhea/altered bowel habit
« Endoscopic remission, defined as Mayo endoscopic subscore of 0-1

e Histological remission - optional

PRO = Patient reported outcomes




MONITORING EFFICACY AND SAFETY’

Diagnosis Monitoring: Symptomatic Disease
Each visit:

 Symptom assessment * Symptomassessment

» Mayo score/IBDQ/CAI (establish baseline) *Mayoscore/IBDQ/CAI

¢ Routine labandinflammatory markers Each visit:

(blood count, liver profile, albumin, iron studies,
renal function, Vitamins B12 + D, folic acid)
*CRP
e Faecal calprotectin

e Frequency determined by severity and treatment
*Routine lab and inflammatory markers

*CRP

e Faecal calprotectin

e Faecal cultures and rule out C. difficile toxins in stool

If needed: Biologic drug serumlevels

 Rectoscopy with segmental biopsies
Ifinconclusive: Colonoscopy

« Patients with unclear clinical presentation:
* Rectoscopy (confirm disease activity)
ifinconclusive: Colonoscopy

e Ultrasonography

Monitoring: Asymptomatic Disease

Eachvisit:
* Symptom assessment
» Mayo score/IBDQ/CAI (verify remission)

 CTforthe detection of suspected complications

(bowel obstruction, perforation, toxic colon distention)

Each visit:
* CRP, Faecal calprotectin
*Blood count

Every 3-12 months:
e Routine labandinflammatory markers
eVitamins B12+D

Ifneeded: Biologic drug serum levels (establish baseline)

In case of suspected disease progression or 6 months after start of biologics therapy:

e Rectoscopy
ifinconclusive: Colonoscopy

In case of suspected disease progression:
e Ultrasonography

CAI=Clinical Acitivity Index; CRP = C-reactive protein; CT = Computer tomography; IBDQ = Inflammatory Bowel Disease Questionnaire; MRI=Magnetic
Resonance Imaging
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ScREENING BEFORE ANTI-TN

CONTRAINDICATIONS OR WARNINGS FOR ANTI-TNF-THERAPY WITH RESPECT TO
FINDINGS DURING SCREENING BEFORE TREATMENT.

Evaluation Ifyes

1. Serious infection (incl.active TB) or sepsis* Contraindicated*

2. Incaseof flare®:

a. Clostridium difficile toxin positive in stools Contraindicated
b. CMVinfection proven by biopsies Contraindicated
c.Parasites in stool Contraindicated
d. Stool culture to exclude infection Treatinfection
3. Cardiacinsufficiency NYHA Il or IV Contraindicated
4. Neurological disease Consult neurologist
5. History of malignancy Use with caution
6. Latent TB (i.e. positive IGRA test or abnormalx-ray suggestive of past ~ Treatment with isoniazid 300 mg/d

TB notadequately treated or history of prior exposure to TB)? for 9months or rifampicin 10 mg/kg
daily for 4 months; TNF-therapy can
be started after 1 month of preventive

therapy®
7. HIV-positive, uncontrolled disease Contraindicated
8. Positive HBV serology®
a.HBsAgpositive Startanti-viral agents
b. positive HBcAb and negative HBsAg HBV DNA should be assessed every
2-3months butantiviral therapyis
notrecommended unless HBV-DNA
is detected
9. Chronic HCVinfection Use with caution®
10. Abnormaltransaminase levels Further evaluations
11. Women:last gynecological examination>1 year Obtain exam

Vaccinations:
Check vaccination status prior to initiation of Anti-TNF-therapy, follow BAG recommendations on
www.bag.admin.ch/impfungen
No live vaccination during Anti-TNF-therapy
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COLON CANCER SCREENING®

Proctitis Left-sided/extensive colitis

No evidence of previous or current endoscopic
and/or
microscopic inflammation proximal to the rectum:
surveillance nationally recommanded

Determine rrisk profile
6-8years after first manifestation.
Chromoendoscopy should be perforemd

y for surveillance if available (ECCO st 1t13G)
colon cancer screening
High risk*: Low risk*:
colonoscopy colonoscopy
every 1-2years every 3-4years
fromthe 8t year fromthe 8 year
after first after first
manifestation manifestation

In case of concurrent PSC, surveillance colonoscopies should be carried out yearly
from the point of PSC diagnosis irrespective of disease activity and extent.

Post-proctocolectomy:
Endoscopic surveillance is recommended for patients with dysplasia or cancer
before or at the time of proctocolectomy.?0*

*Risk stratification mainly depends on extent of disease, severity of endoscopic and/or histological inflammation, pseudopolyps, concurrence of PSC,
and family history of CRC.
PSC =Primary sclerosing cholangitis



TREATMENTS DURING PREGNANCY"#72%%

n FDA
8 Substance pregnancy  Use during pregnancy Use during breast feeding
v category
Amoxicillin with Low risk, preferred antibiotic during Compatible, enters breast milk
clavulanicacid pregnancy
Ciprofloxacin @ Low risk, affinity for cartilage Avoidif possible, breastfeeding after
Avoid 1% trimester 12-24 h, Compatible, enters breast milk
Metronidazole B Low risk,avoid 1% trimester due to possib- ~ Contraindicated; enters breat milk
le risk of orofacial clefts Avoidif possible, breastfeeding after
12-24h
Mesalazine B Low risk Low risk
Asacol® Low risk but contains DBP Low risk
Budesonide Low risk, likely compatible Low risk
Compatible; clinically insignificant
concentration enters breast milk
Systemic Steroids C Moderate risk; possible orofacial cleft Compatible; clinically insignificant
gl“trimester exposure% adrenalinsuf- concentration enters breast milk
iciency, gestational diabetes, premature Low risk, breastfeeding after 4 h
rupture of membranes, preterm birth,
infantinfections. Risk of Low Birthweight
- D 1*ttrimester: no teratogenic riskin>1500  Ininfants thatare completely breastfed
Azathioprine dorally, 21/31 il P
6-Mercaptopurine pregnant women treated orally. 2"¢/3 asageneral rule no symptoms have been
trimester: no evidence for fetotoxicrisk. ~ observed.
Cyclosporine @ Lowrisk o . Contraindicated,
Limited data: possible risk of complica- enters breast milk
tions, preterm birth, low birthweight
Adalimumab B Low riskin monotherapy most likely safe, ~ Low risk
(Humira®) recommendedto stopin 3" trimester. High molecular weight and low oral
Infliximab 1= trimester: no teratogenic effect has availability; absorption by the newborn
(Remicade®) beenshown. 2"/3trimester: activedia- unlikely. No clinical abnormalities in case
placentaltransferin case of more mature  reports.
placenta. Theoretical concerns regarding
development of immune system and
reduced immunity of the newborn.
Golimumab B Low riskin monotherapy Low risk
(Simponi®) Most likely safe,recommendedtostopin ~ Nodatapublished
3rdtrimester.
Only case reports available??
Vedoliz_umab B Limited hurr_lan data,appearstobesafein  No hu‘man data, detected in milk of
(Entyvio®) animalstudies lactating monkeys

Category A: Adequate and well-controlled studies have failed to demonstrate arisk to the fetus in the first trimester of pregnancy (and there s no evidence of
risk i later trimesters). Category B: Animal reproduction studies have failed to demonstrate arisk to the fetus and there are no adequate and well-controlled
studies in pregnant women. Category C: Animal reproduction studies have shown an adverse effect on the fetus and there are no adequate and well-cont-
rolled studies in humans, but potential benefits may warrant use of the drugin pregnant women despite potential risks. Category D: Thereis positive evidence
of human fetal risk based on adverse reaction data from investigational or marketing experience or studies in humans, but potential benefits may warrant
use of the drug in pregnant women despite potential risks. Category X: Studies in animals or humans have demonstrated fetal abnormalities and/or there is
positive evidence of human fetal risk based on adverse reaction data from investigational or marketing experience, and the risks involved in use of the drugin
pregnant women clearly outweigh potential benefits. (http://depts.washington.edu/druginfo/Formulary/Pregnancy.pdf)



-
PHARMACOKINETICS UNDER BloLoGIC TREATMENT*®

Symptoms suggesting loss of response*

v

v

Drugserum levels Drugserum levels
sufficient” insufficient/low*
\ \
Endoscopy Endoscopy
and/or and/or Anti drug antibodies No or low
Calprotectin show Calprotectin show high Antidrug antibodies
active inflammation noinflammation
Switchto drug Roule out stenosis: oPtm::;_v.l\.’:'; same
ity d;;f::teig;m()de conﬂ;i;r:‘t;te::l;g 82 Switch within class (decreaseinterval,
(non-Anti-TNF) (mebeverine, otilonium) add iﬁ::z:iel:: j:i ator)

*Loss of response: a) Low serum Drug serum levels (just before nextinfusion /injection); b)Immunogenicity by neutralizing antibody formation;
©)Fibrostentic structures
#Range canvaryaccording to used test
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Sticky Note
The final order of the references will be finalized after your approval of the algorithm.


