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Timing of anti-TNF introduction in IBD:
Proposed algorithm
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REACT: therapeutic algorithms for Crohn’s disease: 
Benefit for the patient?

Without fistula With fistula

MRI, US, EUA
to rule out abscess

Yes

Antibiotics /
fistulotomy

No

Drainage / seton
+ antibiotics

Abscess present?

Yes

No

Follow algorithm for
active luminal CD

without fistula

Re-evaluate in 4 wks
- improved?

Surgical
reassessment

Yes

Complex fistula

No

Evaluate in 4 wks* – remission? (HBS ≤4)
Yes No

Re-evaluate in 12 wks – remission?
Yes No

Taper GCS, re-evaluate
in 12 wks – remission?

Re-evaluate in 12 wks – remission?
Yes No

Re-evaluate in 12 wks – remission?

Yes No

Re-evaluate in 12 wks – remission?
Yes No

Re-evaluate in 12 wks – remission?

Yes No

Active Luminal CD (HBS >4)

GCS (bud vs pred depending on disease activity and localisation)

Taper GCS Add adalimumab + AZA or MTX

No maintenance
therapy

Adalimumab + AZA or MTX
(GCS as needed)

Increase adalimumab to weekly doseContinue combination
maintenance therapy

Switch antimetaboliteContinue combination maintenance therapy

Switch TNF blockerContinue combination maintenance therapy

Consider resectionContinue combination maintenance therapy

* For patients in Belgium, 
evaluate in 12 wks

Khanna R, et al.:  Early combined immunosuppression for the management of Crohn's disease (REACT): a cluster 
randomised controlled trial. Lancet. 2015 Nov 7;386(10006):1825-34
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Antimetabolites and
TNF antagonist

REACT: time to initiation of treatment

p<0.001
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management

Treatment 
algorithm

Khanna R, et al.:  Early combined immunosuppression for the management of Crohn's disease (REACT): a cluster 
randomised controlled trial. Lancet. 2015 Nov 7;386(10006):1825-34
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REACT: time to first hospitalisation, surgery or complication
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HR (95% CI) = 0.73 (0.62, 0.86), p<0.001

Conventional management

Treatment algorithm

Khanna R, et al. ECCO 2014, Copenhagen;OP004



/

Side effects of prolonged GCS therapy 

Hypertension <20%

Diabetes 2.33 relative risk for beginning insulin

Infection 13-20%

Osteoporosis <50%

Myopathy 7%

Cataracts 22% (dose-dependent)

Psychosis (3-5%)

Sandborn W. Can J Gastroenterol.  2000;14(suppl C):17C-22C.

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

Vorführender
Präsentationsnotizen
Hypertension <20%Diabetes 2.33 relative risk for beginning insulinInfection 13-20%Osteonecrosis 5%Osteoporosis <50%Myopathy 7%Cataracts 22% (dose-dependent)Glaucoma? frequency (response genetically determined)Psychosis 3-5%
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Anti-TNF drug safety

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

3. Simponi [package insert]. Horsham, PA: Janssen Biotech, Inc; 2013.
4. Bongartz T, et al. JAMA. 2006;295(19):2275-2285.

CHF, congestive heart failure;
HSTCL, hepatosplenic T-cell lymphoma

• Black-box warning for serious infection and malignancy for all anti-TNF therapies1-3

Infection and malignancy

Black-box warning for HSTCL (ADA and IFX)1,2

Reactivation of hepatitis B4

Skin cancer4

Psoriasis4

Autoimmunity (lupus-like syndrome <1%)4

Immunogenicity―antibodies to anti-TNF4

Demyelinating disorders, CHF, liver toxicity4

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.1,2Use 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.4Patients 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.4Demyelinating disease has been seen in patients receiving anti-TNF therapy.4Patients 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.4ReferencesRemicade [package insert]. Horsham, PA: Janssen Biotech, Inc; 2013.Humira [package insert]. North Chicago, IL: AbbVie, Inc; 2013.Simponi [package insert]. Horsham, PA: Janssen Biotech, Inc; 2013.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.
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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)

17.8 21.5 20.2
25.3

34.3 33.530.1 33.7 37.8

0

20

40

60

80

100

Week 3 Week 6 Week 8

Pe
rc

en
t o

f P
at

ie
nt

s 
(%

)

PBO (n=247) UST 130mg (n=245) UST ~6mg/kg* (n=249)

Primary 
Endpoint

Secondary 
Endpoint

*Weight-range–based doses of ustekinumab approximating 6 mg/kg; UST: Stelara

Adapted from Feagan et al. N Engl J Med 2016;375:1946-60.

p=0.049*

p=0.001*
p=0.002

p=0.003

p=0.001

p<0.001

Clinical response (a decrease from BL in CDAI score of ≥100 points or a CDAI score 
<150)
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