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RESEARCH QUESTION:

What is the clinical effectiveness of an increased dose or a decreased dosing interval of
biologics for the treatment of conditions other than rheumatoid arthritis?

METHODS:

A limited literature search was conducted on key health technology assessment resources,
including PubMed, OVID EMBASE, the Cochrane Library (Issue 7 2010), University of York
Centre for Reviews and Dissemination (CRD) databases, ECRI (Health Devices Gold),
EuroScan, international health technology agencies, and a focused Internet search. The search
was limited to English language articles published between January 1, 2005 and July 14, 2010.
Filters were applied to limit the retrieval to health technology assessments, systematic reviews,
meta-analyses and randomized controlled trials. Internet links were provided, where available.

The summary of findings was prepared from the abstracts of the relevant information. Please
note that data contained in abstracts may not always be an accurate reflection of the data
contained within the full article.

RESULTS:

HTIS reports are organized so that the higher quality evidence is presented first. Therefore,
health technology assessment reports, systematic reviews, and meta-analyses are presented
first. These are followed by randomized controlled trials.

Nine relevant randomized controlled trials were identified pertaining to the clinical effectiveness
of an increased dose or a decreased dosing interval of biologics for the treatment of conditions
other than rheumatoid arthritis. No relevant health technology assessment reports, systematic
reviews, or meta-analyses were identified. Additional information that may be of interest has
been included in the appendix.

Disclaimer: The Health Technology Inquiry Service (HTIS) is an information service for those involved in planning and providing
health care in Canada. HTIS responses are based on a limited literature search and are not comprehensive, systematic reviews.
The intent is to provide a list of sources of the best evidence on the topic that CADTH could identify using all reasonable efforts
within the time allowed. HTIS responses should be considered along with other types of information and health care considerations.
The information included in this response is not intended to replace professional medical advice, nor should it be construed as a
recommendation for or against the use of a particular health technology. Readers are also cautioned that a lack of good quality
evidence does not necessarily mean a lack of effectiveness particularly in the case of new and emerging health technologies, for
which little information can be found, but which may in future prove to be effective. While CADTH has taken care in the preparation
of the report to ensure that its contents are accurate, complete and up to date, CADTH does not make any guarantee to that effect.
CADTH is not liable for any loss or damages resulting from use of the information in the report.

Copyright: This report contains CADTH copyright material and may contain material in which a third party owns copyright. This
report may be used for the purposes of research or private study only. It may not be copied, posted on a web site,
redistributed by email or stored on an electronic system without the prior written permission of CADTH or applicable copyright
owner.

Links: This report may contain links to other information available on the websites of third parties on the Internet. CADTH does not
have control over the content of such sites. Use of third party sites is governed by the owners’ own terms and conditions.
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OVERALL SUMMARY OF FINDINGS:

Overall, evidence for the clinical effectiveness of an increased dose or a decreased dosing
interval of biologics for the treatment of conditions other than rheumatoid arthritis is varied.
For patients with Crohn’s disease:
e shorter dosing interval of certolizumab? was no more effective than conventional dosing
in terms of treatment response and remission
¢ two studies found fewer Crohn’s-related surgeries and hospitalizations for patients taking
adalimubab with shorter dosing intervals®* and one study did not find a difference in
response rates.’
In patients with psoriasis:
e higher doses of adalimumab® and shorter dosing interval for enteracept’ were

associated with higher response rates

e higher doses of golimumab were more effective for those with more severe disease (3%
surface area or more) than for those with more mild cases.?
For patients with psoriatic arthritis:
e shorter dosing interval with enteracept resulted in similar efficacy to the conventional
schedule’
e increased doses of golimubab resulted in slightly better American College of
Rheumatology 20% improvement criteria in patients with psoriatic arthritis.®
For patients with akylosing spondylitis* and psoriatic arthritis taking Infliximab,® no conclusions
regarding dosing increases were presented in the included abstracts but could potentially be
reported in the full text articles. No relevant information pertaining to the treatment of ulcerative
colitis was identified. Further details of the included studies can be found in Table 1.

Table 1: Details of included studies

Patient Study type Biologic Results and Conclusions
Group Drug, Dosing
Certolizumab | In patients with secondary failure to infliximab,
maintenance doses of 400 mg certolizumab
Crohn’s RCT 400 mg every | delivered at 2 week or 4 week intervals had
disease 2 or 4 weeks | similar efficacy.?
y
after induction
dosing.
Adalimubab | Continuous treatment with 40 mg adalimubab
weekly or every other week had similar efficacy
40 mg every | and both were more effective than induction
RCT other week, or | therapy followed by placebo.?
40 mg every
week after
induction
dosing.
Weekly treatment with 40 mg adalimubab has
associated with higher relative reductions in 12
RCT Adalimumab month all-cause hospitalizations and 12 month

risk of Crohn’s related hospitalizations than 40
mg every other week.”*
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Table 1: Details of included studies

8 weeks or 10
mg/kg after

Patient Study type Biologic Results and Conclusions
Group Drug, Dosing
week after
induction
dosing.
Adalimumab | No significant differences observed between
treatment outcomes in patients receiving 40 mg
40 mg every | adalimubab weekly or every other week.®
RCT other week or
40 mg every
week after
induction
dosing.
Infliximab Patients starting at 5 mg/kg infliximab every 6
weeks received dose escalations to 7.5 mg/kg
5 mg/kg every | and showed significant increases in bone
Akvlosin six weeks or | mineral density after 2 years. No specific
s oynd Iitigs RCT upto 7.5 conclusions regarding the dose escalations were
pondy mg/kg every | presented in the abstract.’
six weeks
after first 6
weeks.
Adalimumab | Patients receiving adalimumab 80 mg every
other week had higher response rates (as per
40 mg every | the Psoriasis Area and Severity Index) than
.. 6
Psoriasis RCT other week or | those receiving 40 mg every other week.
80 mg every
other week
after induction
dosing.
Enteracept | For patients with psoriasis, 50 mg enteracept
twice weekly was more effective than 50 mg
RCT 50 mg twice | once weekly. For patients with psoriatic arthritis,
weekly or 50 | response rate was similar between 50 mg
. my weekly. | weekly and 50 mg twice per week.’
Psoriasis and - - .
L . Response rate after 14 weeks in patients with
psoriatic Golimumab L . : .
arthritis psc_)rlatlc arthrltls.was slightly higher for those
taking 50 mg golimumab every 4 weeks than
50 mg every 4 . .
RCT 100 mg every 4 weeks. For patients with at least
weeks or 100 . oo
3% body surface area with psoriasis, response
mg every 4 . : .
rates were higher in the 100 mg group than in
weeks. 8
the 50 mg group.
Infliximab Patients receiving 5 mg/kg infliximab could
L escalate dose to 10 mg/kg if response was lost.
Psoriatic o . ;
arthritis RCT 5 mg/kg every | No specific conclusions regarding dose

escalation presented in the abstract but
infliximab was found to have high clinical
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![
Table 1: Details of included studies

Patient Study type Biologic Results and Conclusions
Group Drug, Dosing
induction efficacy.’
dosing or lost
response.
mg = milligram; mg/kg = milligram per kilogram; RCT = randomized controlled trial
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