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Dear Sir or Madam: 

Reference is made to the February 8,2005 Federal Register notice announcing the request for 
comments on Reporting of Adverse Events to Institutional Review Boards. 

AstraZeneca has reviewed the Federal Register notice and our comments are attached. 

Please direct any questions or requests for additional information to me, or in my absence, to 
Michael Young, Regulatory Affairs Manager, at (302) 885-4196. 

J’ 
Lkegulatory Affairs 
Telephone: (302) 8850976 
Fax: (302) 886-2822 

Enclosure 

US Regulatory Affairs 
AstraZeneca 1.P 
1800 Concord Pike PO Box 8355 Wllmu-tgton DE 19803-8355 1 

AZ001 0 (8/00) 



February 8,2005, Federal’, egister F&tice [Do& 
“Reporting of Adverse Events to ln~t~t~~o~a~ Review Boards”’ 

FDA would like to understand better how the IRE% respons@ility with respect to adverse 
events fits with the roles of these other parties and how the process for reporting 
adverse events to IRBs can be improved to better enable IRBs to meet their obligation 
to protect the rights and wetfare of human subjects. FDA would like interested parties to 
address the following issues and questions: 

1. The role of IRBs in the review of adverse event information from ongoing 
clinical trials. 

Question: 
Given the number of parties with responsibilities retated to adwerse events that occur 
during the course of a clinical trial, what role should IRBs play in the review of adverse 
events information from an ongoing clinical trial? 

AsfraZeneca ResDonse: 
As stated in 21 CFR Part 56, Subpart A, Section 102 (g), the IRB’s primary role is to 
protect the rights and welfare of the study subjects at their institution. However, we do 
not believe it is necessary for IRBs to review individual adverse event reports in order to 
accomplish this. The IRB needs sufficient safety information to provide context for its 
continuing assessment as to whether the risks to the subjects at the IRB’s institution are 
reasonable in relation to anticipated benefits, if al*ry, and in relation to the importance of 
the knowledge that may be expected to result (as outlined in 21 CFR Part 56, Subpart 
C, Section 11 l(2)). The IRB should not attempt to review ail safety data in detail, since 
this is duplicative of the remits of other parties (the study sponsor, scientific review 
committees, study steering committees, data safety monitoring boards, FDA, etc.) 
Additionally, most lRBs are not equipped to handle the volume of data involved in such 
a detailed review. We believe that it is the responsibiMy of the study sponsor to provide 
adequate summarized safety information to the investigator, who should then provide 
this to the IRB according to the local requirements (e.g., periodicity and format) 
established by the institution. 

Question; 
How does that role differ from the current role of IRBs? 

AsfraZeneca ResDonse: 
There is no difference, however, we believe that the operating model for fulfillment of 
this role needs to be reconsidered. For iarge, multicenter studies, it is unreasonable to 
expect IRBs to perform this role without assistance from the study sponsor in terms of 
providing context for the safety information so that the ERB can make informed decisions 
regarding benefit and risk for the subjects it seeks to proted. However, this context is 
most appropriately communicated to the IRB through the investigator(s) participating in 
the study under the IRB’s auspices. 
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Quesfionr 
Should IRB responsibilities for multi-site trials differ from those for single-site trials? if 
so, how should they differ? 

AsfraZeneca Response: 
The responsibilities of the IRBs should remain the same whether or not the trials are 
single-site or multi-site, although we believe that, in some instances (eg, for very large 
studies or :studies where a large number of SAEs will be reported), it would be 
reasonable for the study sponsor to provide the investigators with summarized 
information that included assessments made by an independent monitoring body such 
as a DSMB or study steering committee, so that the investigators could then forward 
this to their respective IRBs. The criteria for reporting adverse events to an IRB from a 
multi-site trial should not differ depending on whether or not the adverse event occurred 
at the IRB’s site or not, since this information wilt be relevant to the site subjects. 
However, the IRB might prefer to receive a full case report for a serious, unexpected, 
possibly related adverse event experienced by a subject at its site from the investigator 
of that site,, but the IRB would find a line listing with a cumulative summary analysis 
provided by the study sponsor sufficient for such events from ail sites in the study as 
long as the IRB could determine which events came from their sites. The standard for 
all studies should be that the investigators are provided summary information from the 
study sponsor to support actions (or confirm that no action is needed) for the study and 
the investigator forwards this summary information to their IRB. Of course, the study 
sponsor should always provide more detailed information to the IRB if requested. 

2. The types of adverse events about which lRi3s should receive information. 

Question: 
Based on your view of the role of IRBs in the review of adverse event information from 
ongoing clinical trials, what types of adverse events should an IRB receive information 
about, and what types of information need not be provided to IRBs? For example, 
should iRBs generally receive information only about adverse events that are both 
serious and unexpected? 

AsfraZeneca Resmnse: 
We believe that the sponsor’s assessment of information about serious, unexpected, 
possibly relisted adverse events that have occurred on active study drug in the relevant 
clinical program (study or set of studies) and the sponsor’s recommendation of how 
these events impact the conduct of the study are the most important reports an IRB will 
receive from the investigators during a clinical trial, and certainly the most time- 
sensitive. However, we also believe that other information is useful as well, although 
perhaps not as time sensitive. This would include the following: 

* Adverse events from the relevant clinical program that, while not serious, 
unexpected, and/or possibly related, are the basis for a change to the protocol, 
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the informed consent, and/or the investigator’s brochure. This should include 
those that occurred on comparator or placebo, or those that occurred due to 
study design 

l Other safety-related trend information specific to the study, such as an unusually 
high rate of study subjed dropouts due to AEs or an unusually high rate of 
protocol violations 

0 Adverse events received from other studies+ eg, other than those from the 
relevant clinical program (in different populations and/or for different indications) 

l An explanation of adverse events from commercial marketi experience that 
may lead to a change in the labeling of the product 

l Significant safety information ascertained from pre-clini I studies that might 
change the way the study is conducted or the investigationaf product 
administered. 

We believe the information listed above woutd be”most useful to th IRB if it were sent 
in a summary format on a periodic basis, unless, of course, the information was of an 
urgent nature (e.g., has the potentisl iFor immediate impact to the afety of the study 
subjects), in which case it should be provided to investigators on an expedited basis for 
prompt communication to the IRBs. In addition, we believe it would also be useful for 
the investigator to provide the study sponsor’s Investigator’s Brochure (IB) along with 
any subsequent IB updates since the 1B captures most of this type of information in a 
convenient summary format. 

Question: 
Are there circumstances under which tRBs should receive ~~or~t~on about adverse 
events that are not both serious and unexpected (e.g., if the in~rmation would provide a 
basis for changing the protocol, informed consent, or investigator% brochure)? 

AstraZeneca Rezmonse: 
Yes, as outlined above. 

Question: 
In a multicenter study, should the criteria for reporting adverse events to an lRB differ, 
depending on whether the adverse events occur at the tRB’s site or at another site? 

AsfraZenetza Remonse; 
No, as stated previously, the criteria for reporting adverse events to an 1RB from a multi- 
site trial should not differ depending on whether or not the adverse event occurred at 
the IRB’s site or not, since this information will be-relevant to subjects at all sites. The 
standard for all studies should be that the IRB receive summary information to support 
actions (or confirm that no action is needed), not individual adverse event report forms 
without any assessment. However, we do believe that it is reasonable for the sponsor 
to provide the information in a format that allows the IRB to distinguish the events by 
site. For example, the IRB might prefer to receive a full case report for a serious 
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unexpected adverse event experienced by a subject at its site from the investigator of 
the site, but would find a line listing w3th a summary analysis provided by the study 
sponsor sufficient for such, events from all sites as well as from other studies. As is the 
case today, IRBs always have the right to request additional details from the sponsor if 
they feel this is needed for their decision-making. 

3. Approaches to providing adverse events informa~on to IRE& 
There seems to be a general consensus in the IRB~community that adverse event 
reports submitted individually and sporadically throughout the course of a study without 
any type of interpretation are ordinarily not informative to permit IRBs to assess the 
implications of reported events for study subjects (see, e.g., the SACHRP letter, NIH 
Regulatory Burden v. Human Subjects Protection--W o  ups Report, available at 
hffp://grant~2.nih.gov/grant~~~ic~/~~~ia~o~b~r~~~~rna~~~bj~t~~r~t~ctio~~htrn, 
which states that data that are neither aggregated nor interpreted do “not provide useful 
information to allow the IRB to make an informed judgment on the appropriate action to 
be taken, if any.“). 

Question: 
What can be done to provide IRBs adverse event information that will enable them to 
better assess the implications of reported events for study subjects? For example, if 
prior to submission to an IRB, adverse event reports ace-~nsolidat~ or aggregated 
and the information analyzed and/or summarizedi would that improve an IRB’s ability to 
make useful determinations based on the adverse event information it receives? 

AstraZensca Response: 
W e  believe it would be helpful to improve the format of the written IND safety reports 
that study sponsors send to investigators (which is usually the report that is then 
forwarded to the IRBs.) Many companies send MedWatch reports, since this ensures 
fulfillment of the regulatory obligation to inform investigators .(and IRBs) of the same 
information-that is sent to the FDA. W ith the help of a focus group of investigators, 
study coordinators, and IRB members, we designed a custom form that was more 
“user-friendly” and concise (thus decreasing the amount of paper and the associated 
administrative burden), but still contained the same information as the M&Watch. 
Investigators and IRBs have found the new form to be much more amenable to 
interpretation and comprehension. 

For some large, mu lti-center, mu lti-national studies with high rates of SAEs, we have 
provided investigators and IRBs with a periodic safety summary (in additjon to singje 
case reports of serious, unexpected, possibly related events.) Investigators and IRBs 
indicated that this summary information was very helpful to them. This approach is 
similar to that recently put into place by the Clinical Trials Direc%va in the European 
Union. Preliminary feedback from European investigators and Ethics Committees 
indicate that they have found receiving summary information on a periodic: basis more 
helpful and less of an administrative burden than receiving indjvidual case reports. The 
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Clinical Directive also mandates that annual reports are also provided to investigators 
and Ethics Committees, and we believe consideration should be given to doing the 
same in the US with the annual IND report, which currently is only sent to FDA. 

We also believe that the.lnvestigator’s Brochure is one of the most important vehicles 
for communication of safety information to investigators and IRBs. These should be 
updated whenever safety information significantly ohangss the risk profile of the drug 
and not less frequently than every year. In addition, we believe it would be helpful for 
the IRB to inform the study sponsor if a meeting(s) or teleconference would be 
appropriate to help resolve questions about the study. The study sponsor could also 
use teleconferences with the investigator and the IRB to communicate urgent safety 
information. 

Question: 
If so, what kinds of information should be included in consolidated reports? 

AsfraZeneca Resaonse: 
We believe that the following information should be included in consolidated reports 
(although, depending upon significance, there may.bs exceptions re these need to 
be communicated in an expedited manner as defined in the.-study protocol): 

l Serious, unexpected, possiblyrelated adverse events that have occurred on 
active study drug in the relevant clinical program (study set of studies) 

0 Adverse events from the relevant clinical program that, ile not serious, 
unexpected, and/or possibly retated, are the basis for a change to the protocol, 
the informed consent, and/or the investigator’s brochure. This should include 
those that occurred on comparator or placebo, or,that c8zcurred due to study 
design. 

l An analysis summarizing the new reports appearing in .the ched listings, as 
well as a summary of any other new safety information received during the time 
period since the last report, including 
1. Adverse events received from studies in other pat\ient populations and/or 

different indications, eg, other than those from the reievant clinical program 
2. An explanation of adverse events from commercial marketing experience that 

lead to a change in the labeling of the product (we do not believe including 
spontaneous reports in the line listing is appropriate-or will add value.) 

3. Significant safety information ascertained from pre-clinical studies 
4. Any issues with study design 

This analysis should include an assessment of any ch 
ratio, and any actions taken or planned based on this 

nefit 
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And when should consolidated reports be provided to IRBs (e.g.* at specified intervals, 
only when there is a change to the protocol, informed consent, or investigator’s 
brochure due to adverse events experience)? 

AsiraZeneca Remonse: 
We recommend that .FDA consider the approach recently established in Europe where 
Ethics Committees (which are the European counterparts of IRBs) receive consolidated 
reports on a quarterly basis, since this allows for internal consistency in the preparation 
of summaries by the study sponsor. Many trials are conduct on an international 
basis, so it would be helpful to harmonize reporting procedures across regulatory 
agencies. Alternatively, frequency could be based on study enrollment (eg, if more than 
100 subjects are planned to be included per month, the freqsrency could be increased to 
monthly) or based on the number of SAEs (eg, a summary report could be triggered 
when a certain number of initial SAE reports were received.) However, we are 
concerned that too many frequency variations will make the; process very logistically 
difficult, and would potentially jeopardize compliance. 

Question: 
Who should provide such reports? 

AstraZeneca Response: 
Due to the diversity of IRB operating procedures at various instituti 
administrative requirements such as formats, receiving entities, frequencies, etc.), and 
the established working relationship of an IRB with the investigator-of that site, we 
believe that the study sponsor should provide the relava~t~~nfo~at~on to the 
investigator, and then the investigator should foNvard, this information to his/her 
respective IRB according to the established procedures of that institution. As is 
presently done today, the sponsor should monitor the jnv~tig~tional site to ensure that 
this communication is included as part of that site’@ study records. Also in accordance 
with current practice, the IRB may contact the study sponsor directly with questions or 
requests for additional data. 

Question: 
Should the approach to providing 1RB’s adverse event reports be the same for drugs 
and devices? 

AsfraZeneca Resmnse: 
We believe it would be more.efficient to be consistent (as much as possible) in terms of 
frequencies and responsibilities in the process. However, we also think that device 
reports should only list incidents, and not include “near iricidents.” 
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