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SUMMARY

In luminal Crohn's disease with moderate to severe inflamma-
tory activity, infliximab and adalimumab can be used in the case
of treatment failure with conventional therapies, such as systemic
steroids and immunosuppressive therapy or if this treatment is
not tolerated.

Further treatment strategy depends on the primary response
to induction therapy

Effect of maintenance therapy should be evaluated clinically
and paraclinically at least every 26-52 weeks, and maybe supple-
mented by endoscopy or MRI scan

Decision of treatment discontinuation is based on disease
manifestation, treatment response and paraclinical parameters

In fistulising Crohn's disease, treatment with infliximab or
adalimumab can be initiated in simple fistula with rectal inflam-
mation or complex fistula when the initial treatment has insuffi-
cient effect.

Further treatment strategy depends on the primary response
to induction therapy

Maintenance therapy is often necessary in complex fistulas

Treatment efficacy and possible discontinuation of treatment
is evaluated at least every 26-52 weeks — if possibly with diagnos-
tic imaging

In acute severe ulcerative colitis, treatment with infliximab
can be used in patients with partial response after 3-5 days of
treatment with a high-dose systemic steroid and when surgical
treatment is not preferred or required.

Further treatment strategy depends on the response to the
first drug administration and colectomy should always be consid-
ered as an option

Effect of subsequent initiated maintenance therapy should be
evaluated at least every 26-52 weeks on the basis of symptoms,

clinical markers, paraclinical parameters and possibly by endo-
scopy

In chronic active ulcerative colitis, infliximab and adalimumab
can be used in the case of treatment with immunosuppressive
therapy fails and if surgery is not preferred.

Further treatment strategy depends on the response to in-
duction therapy

Treatment efficacy is assessed by symptoms, clinical markers,
paraclinical parameters and possibly by endoscopy

Effect of maintenance therapy should be evaluated at least
every 26-52 weeks

During treatment with biologic drugs focus should be on pos-
sible complications, such as infections, infusion or injection reac-
tions and dermatological side effects.

An overview of levels of evidence and recommendations is
presented | table 4.

LIMITATION OF THE SUBJECT

This guideline covers the treatment of adult patients with bio-
logic drugs for which randomised studies have documented effi-
cacy in Crohn's disease or ulcerative colitis (evidence 1A and 1B).
The guideline is not limited to the two anti-TNF-alfa antibodies
(infliximab and adalimumab), for which Crohn's disease or ulcera-
tive colitis are approved indications in the EU. The included drugs
are the following:

Infliximab (Remicade ®) (1-3) is approved in the EU for the
treatment of moderate to severe active Crohn's disease, fistulis-
ing Crohn's disease and moderate to severe active ulcerative
colitis.

Adalimumab (Humira ®) (4-6) is approved in the EU for the
treatment of moderate to severe active Crohn's disease and
moderate to severe active ulcerative colitis.

Certolizumab pegol (Cimzia ®) (7, 8) is approved in the U.S.
and Switzerland for the treatment of moderate to severe active
Crohn's disease.

Natalizumab (Tysabri ®) (9) is approved in the U.S. for the
treatment of moderate to severe active Crohn's disease.

INTRODUCTION

Biologic drugs are produced in living organisms using biotech-
nology. The drugs are characterised only by the method of manu-
facture and not by a common mechanism of action or a common
target organ. Biologic drugs are mainly monoclonal antibodies or
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antibody fragments that bind to immunological mediators and
receptors.

Treatment guidelines have been developed on the basis of
European (ECCO and BSG) (10-12), U.S. (AGA) (13) and Danish
(DSGH) (14, 15) guidelines, international consensus reports (16,
17) and recent systematic reviews and meta-analyses for the
treatment of Crohn's disease and ulcerative colitis with biologic
drugs (18, 19). This guideline is consistent with the treatment
algorithm developed by Radet for Anvendelse af Dyr Sygehus-
medicin (RADS) (www.regioner.dk/sundhed/medicin).

There are no direct comparative studies on the effect of one
biologic drug to another, or of one biologic drug to glucocorti-
coids in chronic inflammatory bowel disease. It is therefore un-
clear whether one biologic drug is more effective than another or
whether biologic drugs generally are more effective than gluco-
corticoids. The price of biologic drugs is more than 100 times
higher than that of glucocorticoids, and because the drugs do not
have documented improved clinical efficacy, biologic therapy
should not be the first choice of standard treatment.

DEFINITIONS

The assessment of disease activity in Crohn's disease is based
on a global clinical assessment, but it can be graduated according
to the Harvey-Bradshaw Index (20) and generally follows the
ECCO guidelines (21). In clinical practice, disease activity is divided
as follows:

Mild activity: Changes in stool habits and abdominal pain, but
the patient can eat and drink, <10 % weight loss and no fever,
dehydration, palpable mass in the abdomen, abdominal tender-
ness or symptoms of stenosis.

Moderate activity: Treatment of mild disease is ineffective
and/or there is intermittent vomiting or weight loss > 10 % or
tender abdominal mass.

Severe activity: Persistent symptoms despite intensive treat-
ment - there is often significant weight loss and symptoms of
bowel obstruction or abscedation.

In ulcerative colitis, disease activity is assessed by the Simple
Clinical Colitis Activity Index (SCCAI) or the Mayo Score (22). Dis-
ease activity can also be graded according to Truelove and Witt's
criteria as mild, moderate or severe. Acute severe ulcerative
colitis is defined as severe ulcerative colitis requiring hospitaliza-
tion. See table 1.

METHODS

Literature searches were ended on March 31, 2012. The
searches were performed in PubMed,
http://www.ncbi.nlm.nih.gov/pubmed/, with the use of the MeSH
terms "Crohn’s disease", “Colitis, ulcerative", "Biological Ther-

apy", with and without the use of Filters, including Randomized
controlled trial and Practice guideline. Reference lists of identified
reviews and guidelines were searched for additional relevant
studies.

Mild Moderate Severe

Number of <4 4-5 if 26 and

bloody

stools/day

Pulse rate per <90 <90 >90 or

minute

Temperature normal normal fever or

Haemoglobin normal decreased decreased (<75 %
below reference)
or

Acute phase normal increased increased

response

(C-reactive

protein)

Table 1. Assessment of disease activity in ulcerative colitis

GENERAL CONDITIONS

PREPARATION BEFORE TREATMENT
See DSGH guidelines for screening, prophylaxis and critical in-
formation prior to treatment with anti-TNF-a (23).

COMBINATION OF BIOLOGIC DRUGS WITH OTHER IMMUNO-
SUPPRESSANTS

The value of the combination of an anti-TNF-a antibody and
an immunosuppressive drug was tested in a randomised, con-
trolled trial in Crohn's disease (SONIC) (24). There was a signifi-
cantly higher remission rate for the combination of infliximab and
azathioprine compared to treatment with infliximab alone. Com-
bination therapy may therefore be generally recommended. The
very rare, hepatosplenic T-cell ymphoma in young men receiving
anti-TNF-a antibody therapy (25) and progressive multifocal
leukoencephalopathy (PML) in patients receiving natalizumab
(26) is almost exclusively observed in patients receiving combina-
tion therapy with immunosuppressants. It is therefore considered
contraindicated to combine natalizumab treatment with immu-
nosuppressants, and the use of combination treatment with an
anti-TNF-a antibody and immunosuppressants in young men
should be considered carefully.

Preparation overview and treatment cascade can be seen in
table 2 and 3 respectively.
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* For the treatment of acute severe ulcerative colitis, infliximab is the first choice
Table 3. Treatment cascade

TREATMENT MANUAL
LUMINAL CROHN'S DISEASE

When to start treatment

Biologic therapy can be initiated in moderate to severe in-
flammatory active disease in the case of treatment failure with
conventional therapy with systemic corticosteroids and immuno-
suppressants (azathioprine 1.5 to 2.5 mg/kg/day, 6-
mercaptopurine 0.75 to 1.5 mg/kg/day, methotrexate 25
mg/week orally or subcutaneously) or if this treatment is not
tolerated (14-16). This step-up treatment strategy is generally
recommended rather than a top-down treatment. The primary
top-down treatment is hardly cost-effective and may cause sensi-
tisation. Episodic treatment and treatment with single infusions
should be avoided.

Further treatment strategy, including discontinuation

In complete primary response after induction therapy, reas-
sess the need for continued maintenance therapy or discontinua-
tion of the biologic therapy.

In partial primary response to induction treatment, mainte-
nance treatment may be considered. Treatment escalation may
be necessary (shortening of the interval, increasing the dose).

In non-response (no effect or worsening of symptoms) to in-
duction or maintenance treatment, the treatment should be
discontinued or possibly switched to another biologic drug.

Monitoring

Treatment efficacy is assessed by symptoms, clinical markers
(Harvey-Bradshaw Index) and paraclinical parameters (C-reactive
protein/F-calprotectin).

Treatment duration

Effect of maintenance therapy is evaluated clinically and
paraclinically every 26-52 weeks, if possible supplemented with
endoscopy or MRI scanning (27). Treatment should be continued

Preparation Generic name Administration Induction Maintenance Other doses
name dose dose
. ® o ) 5 mg/kg at 5 mg/kg 10 mg/kg every 8 weeks or
Remicade infliximab intravenous
week 0, 2,6 every 8 weeks 5 mg/kg every 4-6 weeks
160 mg at
® 40
Humira adalimumab subcutaneous week 0, me 40 mg every week
80 mg at every 2 weeks
week 2
400 mg
Cimzia® certolizumab pegol | subcutaneous at week 0, 2, 400 mg
4 every 4 weeks
Tysabri® natalizumab intravenous 300 me 300 mg
at week 0 every 4 weeks
Table 2. Preparation overview
1. Choice ‘ 2. Choice if signs of disease activity are observed. If the disease is inactive,
- - — - treatment can be stopped and disease activity reassessed after 8
Luminal Crohn’s disease infliximab or adalimumab weeks. If the disease is still inactive, the patient can discontinue
Fistulising Crohn’s disease infliximab ‘ adalimumab the biologic therapy. In the case of relapse after discontinuation
- . . - of maintenance therapy, the therapy can be re-initiated.
Ulcerative Colitis infliximab or adalimumab*

FISTULISING CROHN'S DISEASE

When to start treatment

Biologic therapy can be initiated in simple fistulas with rectal
inflammation or complex fistulas, where the initial treatment
(abscess drainage, seton drain , antibiotics and immunosuppres-
sive therapy: azathioprine 1.5-2.5 mg/kg/day, 6-mercaptopurine
0.75-1.5 mg/kg/day, methotrexate 25 mg/week orally or subcu-
taneously) is not sufficient (28-31).

Further treatment strategy, including discontinuation

In complete primary response (closure of fistula or decreased
secretion) after induction therapy, the need for continued main-
tenance therapy or discontinuation of the biologic therapy is
evaluated.

In partial primary response to induction treatment, mainte-
nance treatment may be considered. Treatment escalation may
be necessary (shortening of the interval, increasing the dose).

Primary non-response of induction treatment does not ex-
clude a long-term effect. If there is not any effect by maintenance
treatment, the treatment should be discontinued.

Monitoring

The status of the fistulas is assessed every 26-52 weeks, pos-
sibly by diagnostic imaging. In the case of fistula recurrence, the
patient must be revaluated for possible surgical intervention,
combined surgical and medical treatment or re-initiation of main-
tenance therapy.

Treatment duration

Complete healing of the fistula(s) after induction therapy is
rarely seen. Patients with complex fistulas often need long-term
treatment. Treatment may be continued if there is complete or
partial response.
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ACUTE SEVERE ULCERATIVE COLITIS

When to start treatment

In acute severe ulcerative colitis, if only a partial response af-
ter 3-5 full days of treatment with a high dose of systemic corti-
costeroid is observed, treatment with infliximab or ciclosporin can
be initiated if surgical treatment is not preferred (32, 33).

Further treatment strategy, including discontinuation

If a complete response is observed after a few days, induction
therapy is continued and may be followed by maintenance ther-
apy on an individual basis, possibly determined by endoscopic
evaluation. Treatment with 5-ASA and immunosuppressants
(azathioprine, 6-mercaptopurine) is continued or initiated. Pred-
nisolone is tapered off.

For a partial response/ non-response, patients should be of-
fered surgery.

Monitoring

Treatment efficacy is assessed on the basis of symptoms,
clinical indices (Mayo/SCCAI) and paraclinical parameters (CRP/F-
calprotectin). Endoscopic evaluation is advised on an individual
basis.

Treatment duration

Effect of maintenance therapy should be assessed (clinical
and paraclinical) every 26-52 weeks. With continuing signs of
disease activity, patients should be offered surgery. If the disease
is inactive, treatment can be stopped and disease activity reas-
sessed after 8 weeks. If the disease is still inactive, the patient can
discontinue biologic therapy. In the case of relapse after discon-
tinuation, maintenance therapy may be re-initiated or surgery
may be considered.

CHRONIC ACTIVE ULCERATIVE COLITIS

When to start treatment

Biologic therapy can be initiated in chronic active ulcerative
colitis that is not brought into remission or relapses during the
tapering of steroids, which cannot be brought or kept in remis-
sion with immunosuppressive therapy (azathioprine, 6-
mercaptopurine), and where surgery is not preferred.

Further treatment strategy, including discontinuation

If a complete response is observed after induction therapy,
the need for continued treatment is evaluated to determine the
need for maintenance therapy or discontinuation of the biologic
therapy.

For an incomplete/missing response or worsening, the bio-
logic therapy is discontinued and surgery is offered.

Monitoring

Treatment efficacy is assessed on the basis of symptoms,
clinical indices (SCCAI / Mayo) and paraclinical parameters (C-
reactive protein, F-calprotectin). Endoscopic evaluation is advised
on an individual basis.

Treatment duration

Effect of maintenance therapy should be assessed at least
every 26-52 weeks (clinical and paraclinical). In the case of relapse
after discontinuation of maintenance therapy, it may be re-
initiated or surgery may be offered.

MONITORING

General

e Indication

e  Treatment, name of drug, start date

e Other medical treatment

e  Weight

Disease activity

e  Crohn's disease: Harvey-Bradshaw Index (HBI)

e Ulcerative Colitis: Simple Clinical Colitis Activity Index (SCCAI)
or Mayo score

e Quality of life (e.g., Short Health Scale by Hjortswang)

Biochemical activity markers

e  C-reactive protein

®  F-calprotectin

Assessment of treatment response, including measuring drug
concentrations and antibodies

In approximately one third of patients receiving a biologic
drug, the effect of the therapy decreases and dose escalation or
shortening the intervals between drug administrations must be
done. In the loss of a treatment response, the effect can be
achieved in 25-35 % of cases by switching to another biologic
drug. The presence of antibodies to adalimumab or infliximab
may correlate with reduced efficacy and for infliximab, the risk of
infusion reactions. Furthermore, the low trough levels of inflixi-
mab have also been shown to correlate with reduced efficacy. At
present, it is not completely clear whether measurements of
antibody and drug trough levels can be used to determine further
treatment strategies.

COMPLICATIONS

INFECTIONS

Serious infections such as sepsis, pneumonia, opportunistic
infections, tuberculosis (TB) and abscesses have been reported
during treatment with anti-TNF-a, some with fatal outcomes (32,
34). Special attention should be paid to patients with chronic or
recurrent infections. In early studies, serious infections appeared
more frequently at higher doses of infliximab (10 mg/kg versus 5
mg/kg) (28), but in long-term studies, no dose relationship was
found. In the TREAT registration for Crohn's disease, the risk of
serious infections seems to be related to disease activity and the
use of glucocorticoids. In some studies,up to 33 % of patients
experience infection during infliximab treatment versus 25 % on
placebo. Temporary or permanent discontinuation of anti-TNF-a
therapy is recommended if the patient develops a serious infec-
tion and appropriate antibiotic treatment should be initiated.
During treatment with anti-TNF-a, close monitoring and a diag-
nostic investigation on the suspicion of a complicating infection is
advised. Patients with Crohn's disease and acute suppurative
fistulas must not initiate/continue treatment with anti-TNF-a
before the infection is treated and possible abscesses are ex-
cluded/treated.

Generally, there are no large studies that describe how long
an interruption of anti-TNF-a treatment after an infection should
last. The time interval will depend on the type and severity of the
infection. In most cases, when the patient can resume treatment
with anti-TNF-a will be based on a case-to-case evaluation.
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The risk of opportunistic infections is mainly observed in pa-
tients receiving combination therapy with immunosuppressants
(EL 3b, RG C) and malnutrition (EL 4, RG D). Concomitant illness
and old age seem to pose a risk of infectious complications (EL 5,
RG D).

An overview of opportunistic infections and relevant actions
can be seen in table 5.

INFUSIONS AND INJECTION REACTIONS

Due to intravenous administration, infliximab may cause both
acute (0-24 hours after administration) and late (> 24 hours to 14
days) infusion reactions. The frequency of infusion reactions is
significantly higher in episodic than with continuous infliximab
treatment and lower in infliximab in combination with other
immunosuppressive drugs (37-40) (EL 1b, RG A). The infusion
reactions of infliximab can be divided into three categories:

Acute severe immune-mediated (anaphylactoid) infusion re-
actions occur rarely (less than 1 %). Symptoms include shortness
of breath, chest tightness, hypotension, tachycardia, flushing of
the face, back pain, blurred consciousness, nausea and vomiting.
The treatment is immediate interruption of the infusion (but keep
intravenous access) and treatment of anaphylactic shock. Patients
should not receive infliximab after an anaphylactoid infusion
reaction.

Acute mild/moderate infusion (non-immune-mediated) re-
sponse occurs in approximately 5 % of patients, depending on the
infusion rate. Symptoms include itching, flushing of the face and
palpitations. The treatment is to stop the infusion, administer
antihistamine and paracetamol, and re-start the infusion after 30
minutes by slow titration of the infusion rate in accordance with a
scheme (initially 10 ml/hour for 15 minutes increased by 10
ml/hour every 15 minutes to a total of 40 ml/hour). The next
three infliximab administrations involve premedication with
steroids and possibly antihistamine.

Late infusion reaction (24 hours-14 days), a serum sickness-
like disease, is observed in 1-3 % of patients. Symptoms may
include muscle and joint pain, oedema, fever, headache/sore
throat, itching, and flu-like symptoms. The treatment is usually
short (few weeks) and includes oral corticosteroids supplemented
with antihistamine/paracetamol. Biologic therapy should not
usually be continued after a delayed infusion reaction.

In > 10 % of cases, adalimumab caused a local reaction at the
injection site, while urticaria and infections were observed in 1-10
%.

DERMATOLOGICAL SIDE EFFECTS

Approximately 20 % of patients treated with anti-TNF-a
agents develop dermatological manifestations as a result of the
treatment (41). These may be eczematous, psoriasiforme or
infectious. Most are mild, but in severe cases a dermatologist
must be involved in the diagnosis and treatment. In the most
severe cases, the anti-TNF-a therapy must be discontinued (42).

In connection with the injection of adalimumab, localised
redness, itching and pain can develop, but this is rarely the result
of an allergic reaction. It may be treated with local steroid treat-
ment if it does not disappear by itself in case the biologic therapy
is continued (43). Severe cutaneous infections occur in up to 2 %
(43). In addition to viral infections, folliculitis fungal infections are
observed. The key is to distinguish an infection from the pure
eczematous and psoriasiforme manifestations and obtain a de-
rmatological assessment with a low threshold. Eczema can be

seen anywhere on the body, and local steroid treatment is effec-
tive in most cases (44).

Psoriasiforme elements are well defined, often pustular and
without the characteristics of psoriasis plaques. The exanthema is
primarily localised to the hands and feet like palmoplantar pustu-
losis and at the hairline and in the scalp (45). The reaction seems
to be a class effect, which disappears at the end of treatment but
often recurs upon the resumption or switch to another biologic
drug (43, 44). Local treatment with steroids is less effective (43).

SPECIAL SITUATIONS

BIOLOGIC DRUGS WITHOUT EUROPEAN APPROVED INDICATION
IN INFLAMMATORY BOWEL DISEASES

The efficacy of natalizumab in the treatment of Crohn's dis-
ease has been described in several RCTs and summarised in a
Cochrane review (46). Pooled data from four studies have shown
that natalizumab is effective for the induction of response and
remission in patients with moderate to severe Crohn's disease
(300 mg, or 3-4 mg/kg) (EL 1a, RG A). In the decision regarding the
use of natalizumab in patients with failure of other biologic drug,
the risk of progressive multifocal leukoencephalopathy (PML)
must be considered. The risk of PML among natalizumab-treated
patients is approximately 1-2/1000 patients per year (47) (EL 4,
RG C).

PREMEDICATION PRIOR TO INFUSION OF INFLIXIMAB

Evidence for the use of premedication with corticosteroids,
antihistamines and/or paracetamol to prevent infusion reactions
is scarce. In a study of 355 patients with rheumatoid arthritis who
were randomised to placebo or bethametason 30 minutes prior
to infusions of infliximab, no difference was found in the number
of infusion reactions (48). After the randomisation of 80 patients
with Crohn's disease to hydrocortisone or placebo treatment, a
lower incidence of infusion reactions was observed in the hydro-
cortisone group (15 % vs. 24 %), but the difference was not statis-
tically significant (49). A prospective open-label study investigated
the effect of antihistamine given at week 6 and week 14 and
found no difference in the incidence of infusion reactions (50).
The studies compare mainly patients who were initiated on or
maintained the anti-TNF-a treatment. Studies that address the
effect of premedication when treatment with anti-TNF-a is re-
sumed after a temporary discontinuation is needed (51). In con-
clusion, the efficacy of premedication is not clearly documented
in newly initiated infliximab treatments, while there is larger
evidence for treating patients with steroids and antihistamine, if a
previous infusion reaction was observed.

POSTOPERATIVE PROPHYLAXIS OF CROHN’S DISEASE

Only one study has assessed the effect of postoperative pro-
phylaxis with biologic therapy. Twenty-four patients, who had
undergone ileocolonic resection, were randomised to infliximab
or placebo within 4 weeks after surgery, with a treatment dura-
tion of 52 weeks. The primary endpoint (endoscopic recurrence at
1 year) was significantly lower among infliximab-treated patients
than in the placebo group: 9.1 % versus 84.6 %. There was no
significant difference between the numbers of patients in clinical
remission (52).
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POUCHITIS

Construction of an ileal-pouch-anal anastomosis (IPAA) may
be complicated by inflammation in the pouch (pouchitis). The
incidence is 20-60 % 5 years after surgery, and a small proportion
(5-10 %) develops chronic pouchitis (53). There are no clinically
controlled, randomised studies that have evaluated the effect of
biologic drugs on possible complications after construction of
IPAA. In contrast, several retrospective studies that illustrate the
efficacy of infliximab in refractory pouchitis, usually defined as
symptoms despite more than 4 weeks of antibiotic therapy, have
been published. In several of the series, patients with Crohn’s-like
complications are also included. After treatment with infliximab
at 5 mg/kg of body weight at week 0, 2 and 6 followed by main-
tenance therapy every 8 weeks in a Belgian study of 28 patients
(82 % received concomitant immunosuppressive therapy), a
short-term effect (partial or complete response) of 88 % after 10
weeks was observed. Long-term efficacy after a median follow up
of 20 months was 56 %. Five patients had an ileostomy (54). A
Spanish study of 33 patients with fewer patients receiving immu-
nosuppressive therapy (54 %) obtained similar results: 84 % had a
response (21 % complete, 63 % partial) assessed after 8 weeks, 56
% had a partial or complete response after 52 weeks.

EXTRAINTESTINAL MANIFESTATIONS

Extraintestinal manifestations (EIMs) occur in 20-45 % of pa-
tients with IBD and contribute to significant morbidity. The most
common EIMs consist of peripheral arthropathy and arthritis,
axial arthropathy, skin manifestations such as erythema nodosum
and pyoderma gangrenosum and eye diseases such as episcleritis,
iridocyclitis and uveitis. In addition, a variety of rare EIMs can be
observed. In relation to treatment, there are primarily data from
retrospective case series, data from prospective open series and
only a few results from RCTs on the effect of EIM (including TNF-a
therapy). In some RCTs, patients without IBD were included. The
effect of anti-TNF-a on EIM has been observed in both EIM run-
ning parallel to intestinal disease activity (peripheral arthropathy,
erythema nodosum, episcleritis) and in EIM -independent of
disease activity (axial arthropathy, uveitis). A decrease of EIMs in
79 % of the treated patients was observed in an open-label study
on adalimumab in patients with Crohn's disease (55). In a con-
trolled study of infliximab (compared to standard therapy) among
patients with IBD and spondylarthropathy, infliximab-treated
patients had rapid and sustained relief of symptoms (56). A pla-
cebo-controlled RCT has also shown the effect of infliximab on
pyoderma gangrenosum (57).
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LEVEL OF EVIDENCE AND GRADE OF RECOMMENDATIONS

ASSESSMENT OF THE LEVEL OF EVIDENCE (1-5) AND GRADE OF RECOMMENDATIONS (A-D) FOLLOWS THE CENTRE FOR EVIDENCE BASED

MEDICINE, UNIVERSITY OF OXFORD.

Level of Grade of
Evidence | Recommendation
Remission rate is higher with combination of biologic therapy and immunosuppressants Ib B
Serious but rare side effects are mainly observed in combination therapy 1\
Biologic therapy has efficacy in moderate to severe active luminal Crohn's disease, where there is no b A
effect of conventional treatment
Maintenance therapy may be given when effect of induction therapy is observed la A
Treatment efficacy is assessed on the basis of clinical and laboratory markers IIb B
In Crohn's disease, biologic therapy is initiated in simple fistula with rectal inflammation or in com- a A
plex fistulas where there is no effect of conventional treatment
Treatment with infliximab can be initiated in acute severe ulcerative colitis if there is a partial re-
sponse after 3-5 days of treatment with high-dose systemic steroid and where surgery is not pre- b B
ferred
Biologic therapy can be used in ulcerative colitis with chronic activity despite conventional therapy b B
and where surgery is not preferred
Opportunistic infections occur most frequently during combination therapy of biologic therapy and b
immunosuppressants
Infusion reactions occurred more frequently during episodic treatment with biologic therapy llb
Infusion reaction is less often observed with concomitant immunosuppressive therapy Ib
Dermatological manifestations are observed in up to 20 % of the treated patients IIb
Premedication with steroids or paracetamol in newly started biologic therapy has not been proven to b B
have a preventive effect against infusion reactions
In Crohn's disease, postoperative prophylaxis with biologic therapy reduces endoscopic but not b B
clinical recurrence rate
Biologic therapy may ameliorate chronic pouchitis I\ D
Extraintestinal manifestations, including pyoderma gangrenosum, are improved by biologic therapy IIb C

Table 4. Level of Evidence and Grade of Recommendations

OPPORTUNISTIC INFECTIONS
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HCV Acute HCV infection has not been described in patients receiving biologic therapy, and the importance of continued
treatment is unknown.

HBV Reactivation of HBV has been reported in association with biologic therapy (35, 36). Status of HBV infection/prior vacci-
nation must be assessed (HBsAg, anti-HBs Ab, anti-HBc Ab) in all IBD patients prior to the use of biologic therapy. If an
HBV infection is detected, HBeAg, anti-HBe Ab and HBV DNA should be measured to determine a treatment strategy. In
the case of positive HBsAg, regardless of the grade of viraemia, prophylactic therapy with antiviral agents should be
provided if biologic therapy is considered (EL 4, RG C).

HIV Acute HIV infection during biologic therapy is not observed. It is, however, recommended that acute HIV is treated
according to guidelines and possible temporary discontinuation with the biologic drug should be considered if the pa-
tient does not respond to the administered HIV treatment. Biologic therapy is not contraindicated in HIV-positive pa-
tients with a normal immune response (CD4 level) (EL 4, RG D).

cMmv Latent or subclinical CMV is not a contraindication to biologic therapy (EL 2). In acute CMV and concomitant severe
colitis, treatment with antiviral medications while pausing the biologic drug until recovery in colonic inflammation is
advised. Systemic CMV infection requires withdrawal of biologic medications (EL 2, RG B).

HSV Initiation of biologic therapy is not recommended during an active HSV infection. Antiviral treatment and temporary
discontinuation of the biologic drug is recommended during active HSV (EL 4, RG C).

vzv Infection with VZV during biologic therapy requires antiviral therapy (EL 1, RG B) and simultaneous temporary discon-
tinuation of the biologic drugs (EL5, RGD). Resumption of biologic therapy can be initiated when vesicles or fever are
absent (EL 5, RG D).

EBV In severe cases of EBV infection during biologic therapy, antiviral therapy and cessation of the biologic drug is recom-
mended (EL4, RG D). In EBV-related lymphoma, biologic therapy should be permanently discontinued.

HPV In cases of extensive cutaneous warts or condyloma, discontinuation of biologic drugs is recommended (EL 5, RG D),
while previous HPV infection or mild current HPV infection does not necessarily demand discontinuing the biologic
therapy (EL2a, RG B).

JC The JC virus itself is not related to the biologic therapy. In cases of reactivated JC virus and the development of progres-
sive multifocal leukoencephalopathy, biologic therapy must be stopped immediately.

Influenza Risk of influenza during biologic therapy seems to be increased (EL 4), but the efficacy of and need for antiviral treat-
ment of influenza is unknown. Early antiviral treatment may reduce the development of complications of influenza (EL
5, RG D).

TB Latent TB must be excluded before the start of biologic therapy. With TB infection, the anti-TB treatment is initiated
and the biologic drug should be discontinued. Biologic therapy can be resumed 2 months after initiation of anti-TB
treatment, if still indicated (EL 4, RG D).

Bacterial In general, temporary discontinuation of biologic therapy is recommended during an active infection (EL 5, RG D).
infection

Table 5. Opportunistic infections
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