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Timing of anti-TNF introduction in IBD:

Proposed algorithm
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Numbers given in this slide represent an approximate estimation from several cohorts and population-based data.
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ECCO statement 5D

Severely active localised ileocaecal Crohn’s disease should
initially be treated with systemic corticosteroids [EL1]. For
those who have relapsed, an anti-TNF based strategy is

appropriate [EL1]. Surgery Is a reasonable alternative for
patients with disease refractory to conventional medical
treatment and should also be discussed [EL3]. For some
patients who have infrequently relapsing disease restart-
Ing steroids with an iImmunomodulator may be appropri-
ate [EL2]. In patients refractory to steroids and/or anti-TNF
vedolizumab is an appropriate alternative [EL1]
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ECCO statement bF

Extensive small bowel Crohn’s disease should initially be
treated with systemic corticosteroids, but early therapy
with an anti-TNF based strategy should also be evaluated
[EL5]. For patients with severe disease who have relapsed,
an anti-TNF based strategy is appropriate [ELbD]

ECCO statement bG

Patients who have clinical features suggesting a poor
prognosis appear the most suitable for early introduction
of immunosuppressive therapy. Early anti-TNF therapy
[EL2] should be initiated in patients with high disease
activity and features indicating a poor prognosis [EL3]
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ECCO statement bl

Patients with objective evidence of active disease refrac-
tory to corticosteroids should be treated with an anti-TNF
based strategy [EL1], although surgical options should
also be considered and discussed at an early stage [ELb]
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REACT: therapeutic algorithms for Crohn’s disease:
Benefit for the patient?

Without fistula | With fistula

4
GCS (bud vs pred depending on disease activity and localisation) e Complex fistula

| Evaluate in 4 wks" — remission? (HBS <4) Yes |

MRI, US, EUA
to rule out abscess

Antibiotics /
fistulotomy

Yes No
Add adalimumab + AZA or MTX

Re-evaluate in 12 wks — remission?
Yes * No

No nt\;\mtenance AdallmGucr;\ab + AZdA :r MTX Taper GCS, re-evaluate
erapy (GCS as needed) in 12 wks — remission?

Re-evaluate in 12 wks — remission?

Abscess present? No

Drainage / seton
+ antibiotics

Yes ‘ * No
. S . Re-evaluate in 4 wks
Con.tlnue combination Increase adalimumab to weekly dose - improved?
maintenance therapy

I Re-evaluate in 12 wks — remission?

Yes No

Continue combination maintenance therapy Switch antimetabolite Surgical
reassessment

Re evaluate in 12 wks — remissjon?
Yes No

Follow algorithm for
active luminal CD
without fistula

Continue combination maintenance therapy Switch TNF blocker

Re-evaluate in 12 wks — remission?

* For patients in Belgium,
evaluate in 12 wks Yes ‘ * No

Continue combination maintenance therapy

Khanna R, et al.: Early combined immunosuppression for the management of Crohn's disease (REACT): a cluster

M UniversitatsSpital
randomised controlled trial. Lancet. 2015 Nov 7-386(10006):1825-34
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REACT: time to initiation of treatment
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REACT: time to first hospitalisation, surgery or complication

Hospitalisation, surgery
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Side effects of prolonged GCS therapy

' Hypertension <20%
3

‘ Diabetes 2.33 relative risk for beginning insulin

\

‘ Infection 13-20%

‘ Osteoporosis <50%

‘ Myopathy 7%
[

' Cataracts 22% (dose-dependent)

/

‘ Psychosis (3-5%)

*Qverall GCS therapy (not only therapy for CD).

Sandborn W. Can J Gastroenterol. 2000;14(suppl C):17C-22C.
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Vorführender
Präsentationsnotizen
Hypertension <20%
Diabetes 2.33 relative 
risk for beginning insulin
Infection 13-20%
Osteonecrosis 5%
Osteoporosis <50%
Myopathy 7%
Cataracts 22% (dose-dependent)
Glaucoma? frequency (response genetically determined)
Psychosis 3-5%




Anti-TNF drug safety

1. Remicade [package insert]. Horsham, PA: Janssen Biotech, Inc.; 2013.
2. Humira [package insert]. North Chicago, IL: AbbVie, Inc.; 2013.
@ UniversitatsSpital 3. Simponi [package insert]. Horsham, PA: Janssen Biotech, Inc; 2013.

Zirich 4. Bongartz T, et al. JAMA. 2006;295(19):2275-2285.



Vorführender
Präsentationsnotizen
The faculty intent is to emphasize safety issues in patients receiving anti-TNF therapy.
All anti-TNF therapies carry a black-box warning for serious infection and malignancy.1-3 ADA and IFX carry a black-box warning for hepatosplenic T-cell lymphoma.1,2
Use of anti-TNF agents may increase the risk of reactivation of hepatitis B virus in patients who carry that virus. The risk of skin cancer and psoriasis is also increased in patients who receive anti-TNF therapy.4
Patients receiving regular therapy with an anti-TNF agent may develop an immune response that can lead to allergic reactions and loss of response. Thus, these agents are said to be “immunogenic.” Very rarely, a lupus-like syndrome may occur.4
Demyelinating disease has been seen in patients receiving anti-TNF therapy.4
Patients treated with anti-TNF therapy have an increased risk of worsening congestive heart failure (CHF), as well as new-onset CHF. Patients are also at increased risk of liver toxicity.4

References
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Bongartz T, Sutton AJ, Sweeting MJ, Buchan I, Matteson EL, Montori V. Anti-TNF antibody therapy in rheumatoid arthritis and the risk of serious infections and malignancies: systematic review and meta-analysis of rare harmful effects in randomized controlled trials. JAMA. 2006;295(19):2275-2285.







Anti-Integrin Drug Safety

Increased risk for progressive multifocal
leukoencephalopathy (PML) (Natalizumab)

Headache, fatigue, depression, rash, nausea, abdominal
discomfort, UTI, arthralgia, respiratory infection
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Clinical Response to Ustekinumab (UNITI I)

Clinical response (a decrease from BL in CDAI score of 2100 points or a CDAI score

<150)

100 ~
§ Primary Secondary
% 80 - Endpoint Endpoint
c
<) p=0.003 p<0.001
% 60 - p=0.001* r 1 I 1
al ! ' p=0.002 p=0.001
O 40 - 1 o 34.3 33.7 335
c 25.3
@ 21.5 20.2
O 20 - 17.8
()

0 T T 1
Week 3 Week 6 Week 8
mPBO (n=247) UST 130mg (n=245) UST ~6mg/kg* (n=249)

*Weight-range—based doses of ustekinumab approximating 6 mg/kg; UST: Stelara
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TREATMENT ALGORITHM
FOR CROHN’s DISEASE

Swiss expert recommendation - Based on ECCO guidelines 20102
and other published literature

Developedby:

Luc Biedermann, Stephan Brand, Emanuel Burri, Petr Hruz,
e el Pascaljuillerat, Michael Manz, Michel Maillard, Gerhard Rogler,

@ Ziirich Bernhard Sauter, Alain Schoepfer, Frank Seibold, Stephan Vavricka.
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LuminaL CroHN's Disease (wiTHouT FisTuLa) ™"

Mild +ifindicatad High-risk
(mostly colonic) Steroids antibioTics :
disease consider +- patients for
Oral ogrectal AZA/6-MP/MTX
5-ASA

progressive
disease*

: Evaluate response :
@ after 2 weeks?; taper steroids hei l

Steroid-dependent: .
Ifindicated Fail to [apEFSLEI'."midE within 5“’“'.""5&““‘1“
o | e " e et
Medicarion MTX Relapse within 12 weeks gver Aweeks
after steroids stop
e R _
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Evaluate response every 10-12 weeks?

: | | |
Inadequare
response
o Intolerance Moresponse
response
Y + Y
1. Optimize by dose escalation Change to Maintenance
Hﬂ::nmin:e 2. Evaluate combination + other with
Anti-TNE AZA f6-MP Anti-TNF or Anti-TNF or
3. Change to other biologic Anti-Intergrin Anti-Integrin
— T 'r'é'g'lﬁ'é.ﬁéé ........... T e
every 10-12 weeks®
.. Consider Pharmacokinetics
* Swiss expert recommendation o
# See page~Risk for severe disease progression” D Resp GHEEJ'IFE'T”' =slon
? Seepage Target for CO ireatment™ e Mo response;/no remission
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FISTULATING DISEASE™

Perianal Fistula without symproms

Simple perianal Fistula*

: S
Exclude perianal abscess or treat if present Sl

Seton®and/or
Antibiotics and AZA/6-MP or
Antibiotics and Anti-TNF

Antibiotics { Metronidazol or Ciprofloxacin)
and/or Seton®or Fistulotomy

findicated AZA/6-MP and/or Anti-TNF

no and/or
Medicarion Seton’®
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