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February 28, 2025

Dat Doan, Center for Drug Evaluation and Research

James Myers, Center for Biologics Evaluation and Research
Soma Kalb, Center for Devices and Radiological Health
Food and Drug Administration

10903 New Hampshire Avenue

Silver Spring, MD 20993

RE: ACRO comment submission on draft guidance on
Protocol Deviations for Clinical Investigations of Drugs, Biological Products, and Devices
[FDA-2023-D-5016-0001]

Dear Mr. Doan, Mr. Myers, and Dr. Kalb,

The Association of Clinical Research Organizations (ACRO) represents the world’s leading clinical research and
clinical technology organizations. Our member companies provide a wide range of specialized services across
the entire spectrum of development for new drugs, biologics and medical devices, from pre-clinical, proof of
concept and first-in-human studies through post-approval, pharmacovigilance and health data research.
ACRO member companies manage or otherwise support a majority of all biopharmaceutical-sponsored
clinical investigations worldwide and advance clinical outsourcing to improve the quality, efficiency and
safety of biomedical research.

|l. General Comments

ACRO thanks the FDA for the opportunity to provide comments on this draft guidance on Protocol Deviations
for Clinical Investigations of Drugs, Biological Products, and Devices. ACRO welcomes the useful clarifications
in the draft guidance —including the distinction between “important” protocol deviations and all other
protocol deviations and the salient statement that protocol deviations are separate and distinct from other
ICH GCP deviations.

ACRO members possess experience and expertise in managing the complexity inherent in global, multi-
regional clinical trials (MRCTs) — including the fact that different sites may be at varying stages in any given
study. This complexity requires a multi-layered approach to the identification and assessment of protocol
deviations. Clinical research organizations (CROs) and sponsors are able to take a holistic view across all
protocol deviations, whereas an individual site would only have visibility into the protocol deviations
identified locally.

We do wish to highlight some concerns and recommendations for your consideration. First, ACRO members
recognize the importance of investigators owning responsibility for compliance with the protocol at their
site(s). ACRO members also agree that it is important for investigators to understand that not all deviations
have the same impact on overall trial integrity and patient safety, rights and welfare. There are concerns,
however, that the wording in lines 194 through 198 may put too much responsibility on the investigators for
defining and reporting deviations and would require significant changes in how the process of deviation
identification, reporting, and tracking is managed today.
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In today’s most common practice, the importance of deviations is defined upfront as much as possible, with
input from the sponsor and/or CRO medical staff and statisticians involved in the trial. Routine meetings
occur to assess deviation trends as they are reported, and those classifications can and do change. Individual
investigators typically lack a comprehensive view of the deviation data and trends which play a significant
part in assessing classification of important vs. non-important deviations. ACRO members are concerned that
industry may interpret this draft guidance as suggesting the implementation of new technologies or
expanded use of technologies such as a protocol deviations section added to EDC systems for investigators to
formally report protocol deviations. While this is the practice in some cases today (a small number of trials
use EDC or other site-facing systems to document and track deviations), most sponsors and CROs track and
manage protocol deviations in a CTMS that does not have a direct reporting interface for sites.

Further, many protocol deviations are discovered through programmable edit checks, central monitoring or a
CRA review of source documentation. The sponsor and the CRO have specific reporting requirements
including categorizing deviations by type, sub-type and with specific wording so that trending is possible. If
the burden of reporting shifts to investigators, there may be even more effort required of CRO and sponsors
to clean, query and maintain effective and efficient reporting, not to mention increased duplication of effort
and confusion at the site-level. ACRO members do agree that sites should be informed of what have been
defined as important deviations and that if an investigator realizes that an eligibility, endpoint or safety-
related mistake was made, they should contact their sponsor or designee as soon as possible for instructions
on how to proceed, including decisions around a patient’s ability to continue in the study or other steps to
minimize risk to the patient or trial integrity.

There is a specific section of the draft guidance which is relevant here. Lines 194-198 state:
When reporting protocol deviations to the sponsor, investigators should identify important deviations.

For drug investigations, investigators should report to the sponsor all protocol deviations of which
they are aware, using reporting procedures that highlight important protocol deviations.

ACRO suggests the following modification:
When the investigator identifies that an important deviation, as defined by the sponsor in the
protocol or other study-specific instructions, has occurred, they should immediately report the
deviation to the sponsor via a reporting process defined in the protocol or other study-specific
instructions. The sponsor should then provide instruction on how to proceed, including decisions
around a patient’s ability to continue in the study or other steps to minimize risk to the patient or
trial integrity.

Il. Line-Specific Comments

Lines 19-21:

The draft guidance states:
A system that applies consistent classification, reporting, and documentation standards is important to
assure the most interpretable and useful information emerges from the reporting of protocol
deviations.
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ACRO has several comments on this sentence.
=  First, we ask the FDA to provide greater elaboration in the final guidance on the importance of using a
21 CFR 11.10 compliant closed system® and security model to capture the protocol deviation review
process, to prevent changes to final decisions made by the medical monitors/sponsors. A system
gatekeeper role ( e.g., medical monitor) should be defined and all changes are to be documented
(including reason(s) for data updates) appropriately in the system of record.

= Second, we ask FDA to clarify that if this data is used for an interim analysis (in particular when this
leads to the partial approval of a drug), the data may not be changed thereafter.

= Third, protocol amendments serve to mitigate future protocol deviations, not to remove or modify
historical ones. Protocol deviations that are documented and captured reflect a deviation at a
particular timepoint where a particular protocol version was effective. Retrospective recoding and
grading should not occur due to protocol amendments as this is back-dating or altering the data.
Sponsors often request a change to this data or downgrading of protocol deviations from important
to non-important, which then skews the data for the per protocol (PP) analysis. This is a grey area,
especially when endpoints are changed during the trial and the protocol deviations are reviewed at
the end of the trial during the data analysis. Clear advice should be given on the management of such
cases.

We would like to note that ACRO's three recommendations here are supported by both ICH GCP E6(R3) and
also TransCelerate’s Protocol Deviation Process Guide.? ICH E6(R3) section 3.9.3 on sponsor oversight states:
“The sponsor should determine necessary trial-specific criteria for classifying protocol deviations as important
(i.e., those that impact the rights, safety and well-being of trial participants and the reliability of results).”
Moreover, ICH E6(R3) section 3.16.1 on Data Handling contains two key admonitions:
= The sponsor should apply quality control to the relevant stages of data handling to ensure that the
data are of sufficient quality to generate reliable results. The sponsor should focus their quality
assurance and quality control activities and data review on critical data, including its relevant
metadata.
= The sponsor should ensure that trial data are protected from unauthorised access, disclosure,
dissemination or alteration and from inappropriate destruction or accidental loss.

Section 8 of the TransCelerate Protocol Deviation Process Guide states:
Protocol deviations, including the classification and categorization and any associated data points,
should be stored in a validated repository or system to support review and reporting (e.g., Clinical
Trial Management System [CTMS], Electronic Data Capture [EDC], Trial Master File [TMF] or custom

1 U.S. Government Publishing Office. (n.d.). 21 CFR § 11.10 - Electronic records; controls for closed systems. Electronic
Code of Federal Regulations. Retrieved February 28, 2025, from https://www.ecfr.gov/current/title-21/chapter-
I/subchapter-A/part-11/subpart-B/section-11.10

2 TransCelerate BioPharma Inc. (2021). Protocol deviations process guide (March 2021).
https://www.transceleratebiopharmainc.com/wp-content/uploads/2021/03/Protocol-Deviations Process-
Guide March-2021.pdf



https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-11/subpart-B/section-11.10
https://www.ecfr.gov/current/title-21/chapter-I/subchapter-A/part-11/subpart-B/section-11.10
https://www.transceleratebiopharmainc.com/wp-content/uploads/2021/03/Protocol-Deviations_Process-Guide_March-2021.pdf
https://www.transceleratebiopharmainc.com/wp-content/uploads/2021/03/Protocol-Deviations_Process-Guide_March-2021.pdf
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system). Key elements for storage considerations are the ability to retrieve or regenerate both
important and non-important protocol deviations for various analysis and reporting needs.

Lines 199-204:

The draft guidance states:
In the rare instance when an investigator contemplates an intentional departure from the IRB
approved protocol intended for a single participant, the investigator should get prior sponsor
approval and must get prior IRB approval (21 CFR 312.66) unless there is an urgent need to eliminate
apparent immediate hazards to human subjects; however, such protocol deviations should be
extremely rare because sponsors should incorporate the appropriate degrees of flexibility within the
protocol

It is widely acknowledged that investigators should obtain prior approval from the sponsor and from the IRB
to intentionally depart from the protocol. However, it would be useful if FDA reiterated that sponsor staff
cannot allow investigators to deviate; permission must be in writing from the IRB (except in cases of an
emergency). Clarification about the requirement that departures must be in writing from the IRB (and are not
the sponsor’s authority) would be useful.

ACRO suggests the addition of the following language:
Intentional departures from the protocol are not allowed, even with sponsor approval. Protocols
should be amended and submitted for IRB review and approval to avoid intentional departures.
Intentional departures from the protocol for a single participant may only be initiated by the
investigator without prior sponsor and IRB approval in urgent situations to eliminate an immediate
hazard to the participant (21 CFR 312.66). Such protocol deviations should be extremely rare
because sponsors should incorporate the appropriate degree of flexibility within the protocol (see
section 111.B.2)

Lines 227-231:

The draft guidance states:
Sponsors should focus planned oversight on critical trial activities to improve detection of important
protocol deviations. Whenever possible, identified important protocol deviations should be promptly
remedied or addressed during the conduct of the clinical investigation to minimize risks to
participants and to preserve the quality of the clinical investigation.

ACRO believes the FDA final guidance on Oversight of Clinical Investigations - A Risk-Based Approach to
Monitoring? is relevant here. Because of this we ask the Agency to consider incorporating a reference from
Section IV(A) “Identify Critical Data and Processes to be Monitored” of the Oversight of Clinical Investigations
guidance (on the topic of critical data and processes that need to monitored) into the final version of the
draft guidance on protocol deviations.* This would help guide users to identify potential critical deviation
risks in their protocols when developing protocol deviation and data validation plans.

3 U.S. Food and Drug Administration. (2013). FDA final guidance on oversight of clinical investigations — A risk-based
approach to monitoring. https://www.fda.gov/media/116754/download

4 FDA final guidance on Oversight of Clinical Investigations — A Risk-Based Approach to Monitoring
https://www.fda.gov/media/116754/download, Section IV(A) “Identify Critical Data and Processes to be Monitored,“
page 11.
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Lines 233-239:

The draft guidance states:
Sponsors should receive information on all protocol deviations, most likely from site and central
monitoring efforts. The protocol should pre-specify which types of protocol deviations will be
considered important, although with accumulating data and review, the list of important protocol
deviations can be updated over time. Sponsors should inform investigators of the time frame and the
manner in which they expect to receive information about protocol deviations (e.g., important
protocol deviations should be reported to sponsor expeditiously within X days of occurrence; all other
deviations reported when the site monitor visits the trial site).

ACRO has two recommendations for this section:

* Those protocol deviations that pertain to participant safety need timely, if not real-time,
medical/sponsor review to prevent harm. Here, it should be made clear that the objective is not only
to classify and grade the protocol deviation, but to provide immediate support or instruction to the
Pl, as well as to obtain documented evidence or confirmation from the site that the issue has been
dealt with and reported to the IRB if necessary. When outsourced to CRO medical monitoring teams
this may be done via email or other online communication portals and ideally maintained in a single
central protocol deviation repository or clinical trial management system to prevent data loss. Sole
reliance on “periodic reviews” of protocol deviation data listings does not serve this medical
monitoring/sponsor oversight process. We note that this recommendation is supported by ICH GCP
E6 R3 section 3.10.1.6 on “Quality management - Risk Management — Risk Reporting,” which states
that “The sponsor should summarise and report the risks and the remedial actions taken in relation to
important deviations from the acceptable ranges as detailed in section 3.10.1.3(b) and document
them in the clinical trial report.”

= |tis not clear if “most likely from site and central monitoring efforts” refers to onsite, remote, and
central monitoring efforts, or whether it refers to the Pl and site-level team. ACRO recommends
replacing this draft guidance language with the following text in the final guidance: “most likely from
onsite, remote, and central monitoring efforts.”

Line 267:

The draft guidance states:
Sponsors should carefully consider investigators’ protocol deviation requests to determine whether a
protocol amendment is needed to promote consistent trial conduct by all investigators.

ACRO asks FDA to reiterate here that sponsors cannot approve deviations, but the requests from
investigators should prompt consideration for an amendment, which will ultimately need to be approved by
the IRB. Sponsors should not allow for implementation of the deviation without IRB approval unless in an
emergency situation.

Lines 319-320:

ACRO fully agrees that sponsors and designees should conduct a root-cause analysis to determine what
actions may be appropriate. However, without an aggregated view of the data, and analysis/trending tools
that sponsors and CROs have, an investigator does not have the appropriate tools or data to be able to do
this. ACRO therefore recommends the deletion of “clinical investigator” from lines 319-320.
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Lines 326-329:

The draft guidance states:
Sponsors should consider closing a trial site when, despite attempts at remediation, the site is unable
to maintain GCP standards, comply with the protocol, or implement measures to identify and/or
address recurring important protocol deviations.

ACRO members agree that if a site is unable to comply with a protocol, maintain GCP standards, or
identify/address recurring important deviations, the sponsor should consider closing the trial site. This
reiterates the importance of identification of actions related to protocol deviations.

ACRO thanks the Agency for the opportunity to provide feedback on this draft guidance on Protocol
Deviations for Clinical Investigations of Drugs, Biological Products, and Devices. Please contact ACRO
(knoonan@acrohealth.org) if we can answer any questions or provide additional details.

Respectfully submitted,

Km /Z/ﬁﬂm

Karen Noonan
Senior Vice President, Global Regulatory Policy
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