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Abstract

Background: To examine reasons why rheumatoid arthritis patients discontinued
subcutaneous (SQ) anti-tumor necrosis factor (anti-TNF) treatment in the past 12
months, 50 as to help inform successful, uninterrupted therapy.

Methods: Data were collected in March and April 2011 using self-reported,
internet-based questionnaires. Study inclusion criteria comprised: rheumatoid
arthritis diagnosis; discontinuation of SQ anti-TNF medication (adalimumab,
certolizumab, etanercept, or golimumab) within the past 12 months; aged= 18

years; United States residency; and consent to participate. Patients reported
primary and other reasons for discontinuation of their most recently discontinued
anti-TNF.

Results: Questionnaires from 250 patients were analyzed; 72.8% were female,
80.8% were white, and median age was 51 years. Patients had discontinued
etanercept (n=109), adalimumab (n=98), certolizumab (n=24), or golimumab
(n=19) within the past 12 months. When prompted about their primary reason for
discontinuation, lack of effectiveness {40.8%) was cited most often, followed by
injection experience (18.4%). Combining prompted primary and other reasons for
discontinuation, 60.8% of patients reported lack of effectiveness, while 40.8%
reported injection experience, which included: pain/burning/discomfort after
injection (14.4%); pain/burning/discomfort during injection (13.2%); injection
reactions such as redness/swelling after injection (12.4%); dislike of self-injection
(11.6%); dislike of frequency of injection (10.4%); and fear of injection/needles
(6.8%).

Conclusion: From the patient perspective, there are unmet needs with regard to the
effectiveness and injection experience associated with SQ anti-TNF medications,
which may lead to discontinuation. Treatment options with a better injection
experience may address these needs. These results demonstrate the importance of
including the patient perspective when making prescribing decisions or payer
access and coverage decisions.
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(38 Us. Department of Health and Human Services, Food and Drug Administration, Center
for Drug Evaluation and Research, Center for Biologics Evaluation and Research. Guidance for
Industry - £6 Good Clinical Practice: Consolidated Guidance (April 1996 ICH). Page 1, 50.]

Good clinical practice (GCP) is an international ethical and scientific quality
standard for designing, conducting, recording, and reporting trials that involve the
participation of human subjects. Compliance with this standard provides public
assurance that the rights, safety, and wellbeing of trial subjects are protected,
consistent with the principles that have their origin in the Declaration of Helsinki, and
that the clinical trial data are credible.

Essential Documents are those documents that individually and: collectively
permit evaluation of the conduct of a trial and the quality of the data produced. These
documents serve to demonstrate the compliance of the investigator, sponsor, and
monitor with the standards of GCP and with all applicable regulatory requirements.
Essential Documents also serve a number of other important purposes. Filing essential
documents at the investigator/institution and sponsor sites in a timely manner can
greatly assist in the successful management of a trial by the investigator, sponsor, and
monitor. These documents are also the ones that are usually audited by the sponsor's
independent audit function and inspected by the regulatory authorities as part of the
process to confirm the validity of the trial conduct and the integrity of data collected.

The minimum list of essential documents that has been developed follows. The
various documents are grouped in three sections according to the stage of the trial
during which they will normally be generated (1) before the clinical phase of the trial
commences, (2) during the clinical conduct of the trial, and (3) after completion or
termination of the trial. A description is given of the purpose of each document, and
whether it should be filed in either the investigator/institution or sponsor files, or both.
It is acceptable to combine some of the documents, provided the individual elements
are readily identifiable.
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