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Cover Letter
To The Editor:

We are writing you to consider publishing the following as a Letter to the Editor, titled:
“Informed Consent - Current Challenges and Lessons Learned from the American Lung
Association Asthma/Airways Clinical Research Centers Network (ALA-ACRC)™ in the Journal.

Informed consent is a vital yet challenging component of human subject research. In order to
comply with regulatory requirements, information required iz the consenting process has grown
substantially, which may pose near irreconcilable tensions beiween logistics and convenience on
the one hand and meaningful understanding and true infermed decision-making on the other.
Over recent decades, potential volunteers are given mere and more details about possible risks
and benefits, and consent documents have grown in length aird complexity, with resulting
reduced comprehension by the participant. We have conducted quantitative and qualitative
analyses of consent forms within the ALA-ACRC network taking place over nearly two decades.
Our analysis adds to the previously documented shoricomings to the informed consent process.
We explore possible solutions and future directicns in human subject research. We believe this
would be of interest to the audience of the Journal as well as the wider scientific community.

The manuscript is original. No part of the manuscript has been published before, nor is any part
of it under consideration for publication at another journal. There are no conflicts of interest to
disclose
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True informed consent is a vital component of clinical research. Obtaining informed consent
involves informing the subject about the study purpose, any tests and procedures that may be
involved, his or her rights, and potential risks and benefits of participation. Over the past few
decades, informed consent documents have gotten longer and more complicated in order to
comply with regulatory standards. This jeopardizes participant understanding and the intended
purpose of the document. We analyzed the complexity of informed consent documents in 8
American Lung Association Asthma Clinical Research Center (ALA-ACRC) clinical trials
taking place between 2000 and 2015. The number of pages has increased over time and ihie
readability was at a high school level, both of which exceed current best-practice
recommendations. Focusing on shorter consent forms and using technological innovations (1..
audio-visual) show promise.

Letter to the Editor:

Valid informed consent (IC) is a vital component of asthma research, yet research participants
are frequently confused during the consenting process[1] [2], and often are uninformed about
study objectives, risk and benefits of the research [1]. Information required in the consenting
process has grown substantially which may pose challenges for researchers to balance
convenience, full disclosure, and understanding [2] [3]. Cver recent decades, informed consent
documents have increased in length and complexity fer transparency’s sake [4] [5], however this
may threaten both feasibility and understanding {3]. W<¢ write to describe our asthma networks
recent evaluation of the length and complexity of consent documentation.

IC is a necessary component of clinical research, and requires more than simply a disclosure of
information to prospective volunteers.-Optimal IC should emphasize the quality of subject’s
understanding of the information, as well as the right to authorize or decline [6]. Participation
should occur only when research: is consisient with a participant’s values, interests, and
preferences[7]. The Code of Federal Regulations (21CFR50.20) [8] state that investigators “shall
seek such consent only vider citcumstances that provide... sufficient opportunity to consider
whether or not to participate... The information that is given to the subject or the representative
shall be in language understandable to the subject or the representative...” Unfortunately,
Widespread reports suggest inat many participants entering clinical trials may not have the
intended understandirig of all facets of the research process [9] [10].

To understand changes in IC documents over 15 years, we measured the length and complexity
among 8 American Lung Association Asthma Clinical Research Center (ALA-ACRC) clinical
trials initiated between 2000 and 2012 [11][12] [13][14][15][16][17][18]. We hypothesized that
both the length and complexity have increased.

The word count and page length of IRB approved consent forms increased gradually (Fig 1).
Without substantive changes in study complexity, there was a doubling of the total length, with
the most recent consents approaching 15 pages. This increase in length may undermine true
informed consent for many participants since recent research suggests consent forms longer than
four pages [4] [9] are unlikely to be read completely. We speculate that accumulation of
mandated consent language mandated by ethics and review boards in the name of subject



protection has contributed to the large increase consent length. Sharp recommends the length of
the consent form be limited to no more than five pages, which would take an average high school
graduate five to seven minutes to read [4]. Another significant finding was that between 2000
and 2012, the grade level at which consent documents were written was found to be at a high
school reading level (9™ — 12" grade) (Fig 2). Recommendations exist for consent forms to be
written at no higher than an 6-7" grade reading level [3].

A recent review of 22 large trial consents [1] found that shorter consents relying on discussiens
with study personnel improved understanding. In addition, participants of focus groups
complain that consent forms contain too much information that is unhelpful for decision-making,
and are intimidated by overly technical language [20]. We recommend that ethics and review
committees adopt standards for acceptable length and complexity of consent'docamenits which
balance feasibility with transparency and provide guidance for investigators.

A recent Cochrane review [21] of consenting approaches enhanced with andio-visual
presentation found some data suggesting a modest improvement in understanding. One recent
study in a low-literacy groups found audio-video animation to be practicable for researchers and
acceptable to participants [22]. The study used multimedia toal integraiing video, animations and
audio narrations and this proved to be effective in delivering the information and sustaining
comprehension, improving participant satisfaction whiie presecving participation rates.

A consenting process that involves shorter and simpler text with interactive discussion or with
multimedia components show promise in iinproving participant understanding, retention and
satisfaction. Ethics boards, investigators and subject advocates must continue to work together to
improve the IC process.
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Fig 1. Percent of Participants Randomized into an ACKC clinical trial who gave consent and
submitted a DNA sample for research. SIIVA -- study of Inactivate Influenza Vaccine in Asthma
(2000), LODO - Effect of Low Dose Theophyliine as Add-on Therapy in Asthma (2002-2003),
LOCCS — Leukotriene Modifier or Corticosteroid or Corticosteroid-Salmeterol Trial (2003-
2005), SARCA — Study of Acid-Refiux in Chiidhood Asthma (2007-2011), STAN — Study of
Asthma and Nasal Steroids (2010-2013), SOYA — Study of Soy Isoflavones in Asthma (2010-
2012), CPAP — Effect of Positive. Airway Pressure on Reducing Airway Reactivity in Patients
With Asthma (2012-2014), LASST - Long-acting Beta Agonist Step Down Study (2012-2015)
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Fig 2. Language Complexity of Informed Consent Formz. “All consent forms were approved by
each local site’s Institutional Review Board. Consent formis evaluated were the final (most up-
to-date) version available. X-axis is not linear. Thet¢ is zero suppression on the Y-axis. Central
bars represent medians. Box plot and error bars represent intraquartile range (first and third
quartiles) and + 1.5*IQR, respectively. * - denotes the one solely pediatric study which included
participants 5-17 years of age.
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