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Thank you for your question, which was referred to my office for a response. From the information provided, it sounds as if some of
the studies you are referring to include standard of care (SOC) procedures or possibly randomization to a SOC arm based on a
randomization scheme detailed in the protocol. In such a circumstance, the medical care received by the subjects is dictated by the
protocol and is not part of a treatment decision made by health care providers outside the research setting.

As you know, the regulations at 21 CFR 50.25(a)(2) require that the informed consent form contain a description of any reasonably
foreseeable risks or discomforts to the subject. This includes risks or discomforts of tests, interventions and procedures required by
the protocol, especially those that carry significant risk of morbidity or mortality. When usual or standard care is dictated or
constrained by the protocol, for example when a study involves randomization of usual or standard care, then the informed consent
document must include a description of that treatment, exams, tests, and procedures as well as their risks.

We recognize that the need to include the risk information for tests, interventions and procedures required by the protocol may
add some length to the risk section of the consent form, however, we encourage you to develop mechanisms to convey the risks
that are common and those that are serious to subjects in a clear and concise manner. Moreover, it is helpful to subjects to
distinguish how their care would be similar and how it would differ from routine clinical care depending on whether they participate
in research. A driving factor as to whether the risks of standard of care are described in the informed consent document is not
whether the care would usually be given outside of the research setting, but instead whether standard of care is "protocolized".

FDA has draft guidance entitled, “Informed Consent Information Sheet, Guidance for IRBs, Clinical Investigators, and Sponsors” that

can be found at https://www.fda.gov/downloads/Regulatorylnformation/Guidances/UCM405006.pdf. Although a draft guidance at

this time, it may provide additional information that is helpful to you.

| hope this information is useful. If you need further information and/or have additional questions, please feel free to contact us at
the official GCP mailbox, gcp. guestlons@fda hhs. go You may also find it useful to access the set of redacted GCP e-mails found at

since we ﬁnd that many questions and concerns are repeated over time.
Best Regards,

Janet

Janet Donnelly, RAC
Policy Analyst

Office of the Commissioner
Office of Good Clinical Practice
U.S. Food and Drug Administration
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This communication does not constitute a written advisory opinion under 21 CFR 10.85, but rather is an informal communication under 21 CFR 10.85(k) which
represents the best judgment of the employee providing it. This information does not necessarily represent the formal position of FDA, and does not bind or
otherwise obligate or commit the agency to the views expressed.
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Hi
| am a contractor who works with IRBs on creating SOP, operations manuals, etc. and | have a question regarding inclusion of risks in
the consent form associated with standard of care treatments.

Lately, sponsor templates are increasingly defaulting to language to replace individual risks associated with an approved therapy
with the catch all phrase “Ask the study doctor about the risks associated with these drugs”. This is frequently a problem for IRB
members who would like to include a comprehensive list of the risks associated with all study drugs, not just the IP, but who are
already dealing with extremely long consent forms and reluctance to add another 3 pages of detailed risks. FDA guidance indicates
that the best approach may be to include the more common/foreseeable risks associated with all drugs in the study and in addition,
the less common but more severe AEs.

My question: If it appears that the standard treatment is part of the study design, dictated by the sponsor, especially if randomized,
is it appropriate to refer study subjects to the investigator for more information concerning the risks of the standard therapy, in lieu
of including any risks or should, at a minimum, the foreseeable risks and severe AE associated with the drug be included with the
caveat to ask the investigator about additional risks associated with the therapy?

Thank you very much in advance for your response!
Best





