









December 5, 2005

Captain Michael Carome, M.D.

U.S. Public Health Service

Associate Director for Regulatory Affairs

Office for Human Research Protections

1101 Wootton Parkway, Suite 200

Rockville, MD 20852

Via Email Attachment
Comment on: OHRP Draft Guidance on Reporting and Reviewing Adverse Events and Unanticipated Problems.
Dear Dr. Carome,

Citizens for Responsible Care and Research (CIRCARE) is pleased to provide comments on the OHRP draft guidance for reporting and reviewing adverse events and unanticipated problems. (1) CIRCARE is a 501(c) 3 nonprofit organization dedicated to the effective protection of human subjects in research. CIRCARE officers and board members serve without compensation and CIRCARE does not receive funding from entities impacted by the draft guidance (we also note this is not a change in OHRP policy). Some of our officers and board members serve on IRBs and several provide consulting services to private entities and federal agencies involved in research. Further information is available on our web site. (2)
We commend OHRP for attempting to streamline and improve adverse events reporting. We (obviously) concur with the definitions of expected (anticipated), unexpected (unanticipated) adverse events (hereafter UAEs), and unanticipated problems (hereafter UPs), and we appreciate the emphasis in the definitions and examples illustrating “the need to account for the level of severity and frequency of the adverse events.”

Specific Comments

Page 5.  Question III – What are unanticipated problems, and how do they relate to adverse events? Paragraph 2:

Thus, most individual adverse events do not represent unanticipated problems, and 

therefore, do not need to be reported under the HHS regulations for the protection of 

human subjects.     

Even though this statement is well intentioned, it could be interpreted as an invitation to devote  less attention to adverse event reporting. We respectfully suggest changing it slightly to a more neutral statement as follows [deleting “most” and inserting “necessarily”]:

Thus, individual adverse events do not necessarily represent unanticipated problems, 

and therefore, do not need to be reported under the HHS regulations for the protection of 

human subjects.              

Page 5. Question III – What are unanticipated problems, and how do they relate to adverse events? Item (1): 

Adverse events that are serious, unexpected, and related or possibly related to 

participation in the research. In general, OHRP considers this category to be the most 

important group of adverse events that represents unanticipated problems. OHRP notes 

that IRBs must have authority to suspend or terminate approval of research that, among 

other things, has been associated with unexpected serious harm to subjects. 

Obviously we agree with the regulatory definitions, but in our experience IRBs have been reluctant to exercise their authority to suspend or terminate research. The guidance states that “IRBs must have authority to suspend or terminate approval of research...”, but they already have such authority accorded to them by the regulation. Past events suggest IRBs may need guidance in determining how and when to suspend or terminate research. OHRP may wish to consider providing examples illustrating the decision process or perhaps a pair of contrasting examples illustrating on one hand,  protocol changes to exclude certain subjects found be at risk of avoidable harm as a result of newly detected UAEs (e.g., incidents of fatal hemoptysis in a study testing bevacizumab in subjects with non-small cell lung prompted exclusion of subjects with squamous histology), and on the other hand, the iterative decision-making process in the case where risk of avoidable harm as a result of newly detected UAE is global, or unpredictable, or not amenable to remediation by altering anything in the trial design. It may be useful to reiterate the importance of clearly defined stopping rules among the criteria considered during initial review and advert to their potential utility in determining when to terminate research. In addition, or alternatively, OHRP may wish to put the matter more forcefully, perhaps including wording along the lines of the following [additions to existing language underlined]:

OHRP notes that, in order to comply with these regulations, IRBs must have, and exercise their authority as applicable, to suspend or terminate approval of research that, among other things, has been associated with unexpected serious harm to subjects.

Page 8.  Number V – What should the IRB consider at the time of initial review with respect to adverse events? 
Before research is approved and the first subject enrolled, the investigator(s) and

the IRB should give appropriate consideration to the spectrum of adverse events that 

might occur in subjects.

In particular, in order to make the determinations required for approval of research 

under HHS regulations at 45 CFR 46. 111(a)(1), (2), and (6), the IRB needs to receive 

and review sufficient information regarding the risk profile of the proposed research 

study, including the type, probability, and expected level of severity of the potential 

adverse events that may result from the research.

We suggest moving the initial phrase in the first paragraph to the end of the sentence so it reads [moved phrase underlined]:

The investigator(s) and the IRB should give appropriate consideration to the spectrum of

adverse events that might occur in subjects before research is approved and the first 

subject enrolled.

In the following paragraph, the phrase “In particular” might be deleted so the sentence begins with “In order to make the determinations required.” This change appropriately emphasizes the point that evaluation of the monitoring plan, including the important elements listed, is an intrinsic part of the determinations required for approval of research. Although it might be awkward, quoting the regulations at 45 CFR 46. 111(a)(1), (2), and (6) instead of citing them would actively reinforce the crucial point that consideration of adverse event monitoring and reporting is part of the determination that risks to subjects are minimized.

In evaluating Item (1) “The type of data or events to be captured under the monitoring plan”, it may be helpful to address potential problems arising from the arbitrary (or deliberate) designation of specific events, or grades of events, as reportable adverse events when such designation is likely to inappropriately exclude adverse events. 

Pages 13-14.  Number VII – What is the appropriate timeframe for reporting unanticipated problems to the IRB, appropriate institutional officials, the department or agency head (or designee), and OHRP? 

This section of the draft guidance helps IRBs and investigators understand the meaning of the widely used adjective “prompt.”

We realize the timeframe for reporting may vary depending upon the specific nature of the UP, and we appreciate the need to avoid being unduly prescriptive. Although the draft guidance does not define “prompt”,  OHRP might consider defining “prompt reporting” by including a range of examples of appropriate reporting intervals for serious UPs, especially for internally generated UAEs, or in single site trials where SOPs (e.g., notification procedures or decision by the trial steering committee) do not prevent “prompt” reporting. 

OHRP may wish to consider expanding the following sentence to include [additions underlined]: 

“For example, an unanticipated problem that resulted in a subject’s death or was 

potentially life-threatening (e.g., serious adverse events requiring hospitalization or 

emergency care) generally should be reported to the IRB within a shorter timeframe, 

ideally within 1 to 3 days and followed by a more complete report within 7 to 10 days, 

than other unanticipated problems that are not life-threatening.”

We do not believe such a statement with a range of suggested reporting timeframes is unduly prescriptive in the context of unanticipated problems which are lethal or life-threatening. It is appropriate to send a clear signal of how prompt reporting should be because the purpose of “prompt reporting” is to protect research subjects from avoidable harm, and the ability to do so depends upon prompt reporting. 

So far as we know, an investigator is not held responsible for delay attributable to somebody else, as might be the case if she received a report from the subject’s primary physician at their leisure, but rather regulations address reporting to the IRB, institutional official(s) and OHRP when the PI learns of the incident. Thus such a range of reporting examples would not unfairly penalize the PI for the actions of another person. Including specific suggestions for reporting is appropriate because this is a guidance document, and as such it does not have the force of law or regulation, but rather apprises regulated entities of the agency’s thinking in this matter. Moreover the original language in the statement above is sufficiently non-prescriptive by the use of the subjunctive mood (“should”) and is further modified by the adverb “generally.”

To foster compliance with HHS regulations for reviewing and reporting UAEs and UPs, during initial review, the IRB should ensure the protocol includes adequate training for investigators in human subject protections, including adverse event reporting, or should require modification of the protocol for its inclusion. Other useful elements might include investigator training in the detection and evaluation of adverse events likely to be encountered in the trial, or training in the use of specific tests to detect and evaluate adverse events.

We suggest OHRP consider whether the agency expects the IRB to have acted to amend the protocol or to have taken any necessary action within the period of “a couple of weeks” between the time of initial detection and when a report is made to OHRP. In multi-site trials in particular, if the IRB amends the protocol or suspends research upon reporting to OHRP, this relatively reasonable reporting timeframe could expose research subjects to avoidable harm. We are aware that an IRB waited several weeks for direction from the sponsor while they negotiated with FDA over required new safety information in the drug label. In this case, an unanticipated adverse drug reaction was detected following the deaths of five subjects. 

General Comments

We are concerned that HHS regulations for reporting and reviewing adverse events and unanticipated problems largely depend upon the principal investigator (hereafter PI) to review and report adverse events, and especially when HHS regulations apply not to the PI,  but to the institution, and when the institution in turn may exercise limited authority over the PI. Our experience suggests that the PI lacks training and education in human subject protections and adverse event detection and reporting. Accordingly, as part of the determination that risks to subjects are minimized, the IRB must ensure such training is specified in the protocol. 

Conflict of interest may interfere with reporting and reviewing adverse events and unanticipated problems by the PI. The PI may be subject to immediate personal financial conflict of interest (her position at her institution is dependent upon grant money awarded to her, and reporting UAEs and UPs may limit subject recruitment or lead to suspension or termination of the study). At a global level, the PI may be conflicted by concerns that reporting adverse events and unanticipated problems may impact her ability to obtain additional awards in future from the same funding source, though obviously we hope this is not the case when NIH is the funding source. 

We believe these conflicts can be mitigated when there is an independent DSMB. We note, however, that DSMBs are not explicitly regulated by FDA or HHS but rather are required by NIH rules in certain studies. NIH rules lack specificity and the force of regulation, and their implementation depends upon the good will of the awardee and the administrative capacity of the NIH center or institute administering the grant. While DSMBs can and do work very effectively, we have observed some peculiar, if not troubling, practices. For example, we have seen a DSMB with only two members – this is an awkward number of members for a deliberative body that makes decisions by vote. We recently learned that a large commercial IRB is offering DSMB services for a fee. (3) We were likewise concerned by the remarks of a DSMB member who, if accurately quoted in the recent Seattle Times series, opined that it was acceptable for him to divulge (for a fee) his assessment of the safety of the study drug based in part on what he observed as a member of the DSMB. (4)
In lieu of a DSMB an independent medical monitor for reporting and reviewing adverse events and unanticipated problems may be a reasonable alternative, albeit with the provision that the IRB receive sufficient information about duties, qualifications,  and lines of communication or authority as related to the proposed use of an independent medical monitor.

Federal funds support clinical trials of medical devices as well as studies testing drugs and other interventions. Although device trials account for comparatively fewer federally funded studies (in comparison to drug trials), a search of the registry at ClinicalTrials.gov returns more than 200 NIH sponsored medical device studies. Some, and perhaps many of these trials enroll large numbers of subjects at institutions scattered around the country. For example,  the Sudden Cardiac Death in Heart Failure Trial (SCD-HeFT), sponsored by the National Heart, Lung, and Blood Institute, enrolled several thousand subjects at dozens of sites; the currently enrolling Carotid Revascularization Endarterectomy versus Stenting Trial (CREST) has comparable recruitment goals. (5) 

Upon detecting UAEs that alter the original risk-benefit determination, the Common Rule holds the IRB responsible for modification of the protocol and consent form, or suspension or  termination of research, as applicable. In this same situation, however, in device studies under IDE, FDA regulation holds the sponsor responsible for making changes in the protocol and consent form and for study suspension or termination. Representatives of the device industry are quick to point to sponsor authority in this situation. (6) How should institutions and IRBs resolve this apparent inconsistency? Resolution might be simple, or even unnecessary when NIH is the sponsor,  but it might be more complex with an industry sponsor at an institution electing to meet the Common Rule for all research conducted at the institution. 

Accordingly, we respectfully suggest OHRP consider including advice or clarification on reporting UAEs and UPs in device trials in as much as OHRP regulation and guidance appear to differ from FDA regulation and industry practice.

Federally sponsored research, and especially multi-site trials, rely on commercial IRBs as well as IRBs in academic institutions. For a number of reasons the use of commercial IRBs is increasing and we expect it to continue to do so in the future. While the use of commercial IRBs and other mechanisms of centralized IRB approval are permissible under the regulations, provided cooperative amendments are in place where needed, we are nevertheless concerned that standard operating procedures of commercial IRBs may, in some cases, introduce confusion or delay in adverse event reporting under the Common Rule. (7)
Upon first inspection, and albeit from a distance, some procedures do not appear to capture important elements in the reporting and evaluation process suggested in the guidance on page 10,  Number VI A, Item (3 ), for reporting external adverse events, and again for reporting internal adverse events on page 13, Number VI B, Item (2). In the evaluation and reporting procedure suggested by OHRP, “the IRB chairperson and/or other experienced member(s) designated by the IRB chairperson receives and reviews the report of the external adverse event(s) determined to be an unanticipated problem.” 

We realize that this evaluation and reporting procedure is a suggestion and that institutions may substitute alternative procedures that meet regulatory guidelines. Nevertheless it seems to us that two crucial elements are 1) the expertise of the person(s) evaluating adverse events reported, and 2) the person(s) performing evaluation is an IRB member. 

The purpose of timely evaluation and reporting of unexpected adverse events and unanticipated problems is to protect research subjects from avoidable harm. It follows in the case of medical research, that appropriate medical expertise is required to evaluate unexpected adverse events. We are concerned in general about pre-screening of reported adverse events because expertise and credentials are unclear. Where OHRP’s suggested procedure describes evaluation and reporting of UAEs and UPs by IRB members with appropriate expertise, some SOPs might present pre-evaluated reports to the IRB as a fait accompli, and in essence the IRB relies on substituted judgment at two removes from the original report. We are concerned when an IRB evaluates some, rather than all reports, and routinely relies on the judgment of non-members. This differs, we believe, from the use of ad hoc non-member expert consultants during initial review. 
We raise the foregoing because of the number of institutions that rely on commercial IRBs. We realize guidance documents are global and offer clarification and (often) examples of best practices. Nevertheless we respectfully ask OHRP to consider the conditions under which delegation of responsibilities for evaluating UAEs and UPs is appropriate under 45 CFR 46.

Thank you for the opportunity to comment on the OHRP draft guidance on reporting and reviewing adverse events and unanticipated problems. 

Sincerely,

Elizabeth Woeckner 

CIRCARE Board of Directors

On behalf of Citizens for Responsible Care and Research Inc.

24 Indian Lane

Baltimore, MD 21210
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