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Subject:  Docket No. 00N-1484:  Safety Reporting Requirements for Human Drug and Biological Products

Quintiles Transnational Corp., a clinical research organization which provides outsourcing services to the pharmaceutical and biotechnology industry, appreciates the opportunity to comment on the above Proposed Rule, published in the 14 March 2003 Federal Register (Vol. 68, No. 50).  The proposed rule has been reviewed and discussed by representatives of Quintiles Pharmacovigilance, Clinical Quality Assurance, and Regulatory units.  Our comments to these proposed rules are summarized below with details following. 
The commendable goal of this Proposed Rule intends to improve the quality, consistency, and usefulness of individual case safety reports by implementing international standards and to improve the industries ability to detect, respond, and prevent medication errors.  Additionally, it is recognized that this Proposed Rule brings together the rulemakings dated October 1994, July 1997, August 1997, October 1997, and December 1998, along with the August 1997 guidance, November 1998 ANPRM, and the March 2001 draft guidance. Generally, Quintiles agrees with many aspects of this Proposed Rule, such as the requirement for cross-reporting, unblinding, and the definition of a minimum data set.

However, Quintiles has concerns that the reporting and enforcement of the proposed requirements would not achieve its intended purpose and, moreover, would be burdensome to the industry.  Below, we make several recommendations that, we believe, would accomplish FDA’s admirable purpose without imposing unnecessary burdens on the safety reporting process.

In discussions at Quintiles, we identified the list profiled below to be our primary issues and concerns with this Proposed Rule, each of which have been discussed in greater detail.

1. Redefining Of Adverse Drug Reaction (ADR) To Suspected Adverse Drug Reaction (SADR), Specifically With The Defining Of Reasonable Possibility To Be "Cannot Rule Out" 

2. Medication Errors - Actual And Potential Expedited Reporting Requirements

3. Full Data Set Requirements And The Required Documentation 

4. Harmonization With ICH And The EU Clinical Trials Directive

1. Definition of Reasonable Possibility 

The Proposed Rule 21 CFR § 312.32(a) revised the term SADR as grounded on a “reasonable possibility” to “the relationship cannot be ruled out”.  Although we understand that FDA is seeking to clarify which cases would be reported in an expedited manner and better define the term “reasonable possibility”, we believe that the additional statement “cannot be ruled out” is not synonymous with the term “reasonable possibility” and will be misinterpreted by the industry.  Because of the implied certainty of the statement “cannot be ruled out”, we believe this will guide the industry into incorrectly reporting events as SADRs that are more likely and reasonably attributable to factors other than the study product.  This incorrect reporting will result in mis-classification of SADRs, increased expedited reporting of false SADRs, and collection of extraneous data that may encumber safety data analysis.

Within the industry, we have encountered similar causal mis-classifications with the use of the causality term “possibly related”.  Reporters incorrectly attribute a causal relationship to the study product, not based upon evidence, but because their interpretation of the term “possibly related” results in an “anything is possible” approach/assessment.

The term “reasonable possibility” implies a practical assessment and a causal relationship attributable to the study product.  This is not inherent in the proposed definition “cannot be ruled out”.

As an alternative solution, we suggest that the SADR definition for “reasonable possibility” coincide with the definition stated within the European Clinical Trial Directive:

Reasonable Possibility conveys there is evidence or argument to suggest a causal relationship”.  
2.  Medication Errors

The proposed safety reporting requirements include a section on medication errors (III D 5).  Identifying and preventing potential medication errors is an important concept in drug development.  However, to include the reporting of both actual and potential errors in the current expedited safety system for drug or biologics under IND is overly ambitious and inappropriate in this context.  Our rationale for this position is as follows:

For medication errors that result in a SADR, these errors would already be captured in the current SADR system; thus a separate report in this case would not be necessary.

For potential or actual medication errors that did not result in an SADR, we propose the following alternative: These errors should be captured on the Case Report Forms for each individual study.  The information on the medication errors would then be included in the annual report and in the clinical study report.  The sponsors would then also be able to demonstrate at the time of marketing submission that the issue of medication errors had been addressed in the labeling and packaging.  This approach has several advantages.  Firstly, it does not add to the already busy expedited reporting system.  Secondly, individual reports do not provide information on their own that can be extrapolated to the whole; waiting until annual report would give the agency a consolidated picture of any potential or actual problem with the packaging and labeling of the product.  Thirdly, by querying “actual medication errors that were caught prior to administration” as part of the routine CRF completion rather than including it in the SADR system, it is possible that study staff would be more likely to report these types of errors.  We believe that asking the question on a CRF would appear to be less punitive.

4.  Full Data Set Requirements and Required Source Documentation

The proposed requirement of a full data set would require all the fields on the MedWatch, CIOMS, and or VAERS forms to be completed.  It is not always possible to complete all these fields due the reporter/investigational site’s inability to obtain source documentation for reasons such as the patient has revoked consent or declined to allow his medical records to be released or the required documentation is not available.  

Sending all the relevant source documents to the FDA would overload the agency with an enormous amount of paper, such as 20 pages of laboratory values, that may have only one or two relevant values on a page.  Currently, this information is being incorporated concisely in the appropriate fields on the regulatory forms, as well as in the narrative section.  Requiring the sites to submit all of the suggested source documents, instead of entering the relevant information on the MedWatch, VAERS, CIOMS, or the case report form makes the reporting process burdensome for both the reporter and FDA.  Additionally, this initiative is not in-line with ICH guideline or the European directive, 2001-20-EC.

Further, difficulties with requiring source documentation with each expeditable submission includes the inability to submit source documents in electronic E2B (ICH Harmonised Tripartite Guideline - Data Elements For Transmission Of Individual Case Safety Reports) format. Although E2B is intended to streamline electronic submission process, we believe that the additional source documents submission will hinder the process further and counteract the intended streamlining of E2B initiative.  Furthermore, the submission of source documentation with each expeditable report will require in many cases, translation of source documents to English.  It is foreseen that this will put an increased burden on the pharmaceutical industry.

Although we applaud the agencies efforts and attempts to ensure that follow-up on an expedited report is occurring within a 30 day timeframe, we recommend that the FDA strengthen the regulation to better define the requirements/expectations for follow-ups (e.g. minimum number of attempts over a period of time).   Moreover, we believe the requirement for the industry to submit documentation describing the follow-up attempts expeditiously will not be value added information, will adversely increase the size of the expedited submission, and is not in keeping with the E2B electronic submission process.   It is our opinion that clarifying FDA’s expectations on follow-up will assist the agency in ensuring proper follow-up is performed by the industry.  A well-defined expectation for the industry will assist in ensuring due diligence and should eliminate the need for expedited submission of follow-up attempts.

5. Harmonization with ICH and The EU Clinical Trials Directive
As drug development and marketing continues to be more globally harmonized, we found that this Proposed Rule does not harmonize the FDA regulations with ICH and the new EU Clinical Trials Directive.  This is not in keeping with the goal of this Proposed Rule to standardize safety reporting internationally, thereby allowing industry to be relieved of the burden of submitting different individual safety reports to different countries for the same suspected adverse reaction.  Of the 41 proposed changes profiled in this Proposed Rule, 13 were based on ICH, leaving the majority (28) to differ from ICH.  Additionally, Quintiles identified the following differences between the Proposed Rule and the EU Directive:

1. Terminology used differs between FDA’s Proposed Rule and EU Directive (III.A.1); that is, SADR versus SAR (serious adverse reaction) serious SADR versus SUSAR (Suspected Unexpected Serious Adverse Reaction)

2. Interpretation of causality differs (III.A.1)

EU Directive: reasonable causal relationship - guidance document conveys that there is evidence or argument to suggest a causal relationship 

FDA PROPOSED RULE: reasonable possibility that the product caused the response - conveys that the relationship cannot be ruled out

3. Medication errors (II.B.3.a)

Emphasis on collecting data relating to actual and potential medication errors not found in EU Directive.

4. Active query process (III.A.6)

FDA PROPOSED RULE suggests that a "company representative speak with the reporter of the event" in an active query process. This need for active verbal follow-up by a health care professional " (e.g. physician, physician assistant, pharmacist, dentist, nurse, any individual with some form of health care training)" not required per EU Directive. 

5. Unknown outcome (II.B.3.b)

Expedited reporting of unexpected SADR with unknown outcome (where seriousness cannot be determined) not required per EU Directive.

6. Always expedited reports (II.B.3.c)

List of always expedited SADR's which may jeopardize the patient regardless of expectedness (e.g. ventricular fibrillation, liver necrosis, transmission of an infectious agent by an approved product etc) not required per EU Directive.

7. Full data set (III.C.5)

If a full data set is not available following active query for serious SADRs, always expedited reports and medication errors, the following must be submitted: reasons for inability to acquire a full data set and documentation of efforts to obtain a full data set. No requirement for submission of such documentation per EU Directive. 

8. Blood and blood component reports (III.D.12)

Requirement that all serious SADRs associated with blood collection and transfusion be submitted in an expedited manner within 45 days. Not in EU Directive.

9. Supporting Documentation (III.D.7)

Supporting documentation required for expedited reports concerning a death or hospitalization not required by EU Directive.

10. Follow up reports (III.D.6)

30 day follow up reports for initial serious and unexpected SADR, always expedited reports and medication error reports that do not contain a full data set. Requirement for 30 day report even if no new data available but documentation of proactive querying process required. 

11. Contact person (III.F.4.)

Name and contact details (address, email, and tel/fax no.) for the licensed physician responsible for the content and medical interpretation of the data contained within a form for post marketing reports (i.e. CIOMS, Form FDA 35000A, and PSUR)

*  *  *  *

Quintiles appreciates the opportunity to provide comment to this proposed rule.  In summary, Quintiles agrees with many aspects of this Proposed Rule, such as the requirement for cross-reporting, unblinding, and the definition of a minimum data set.  The goal of international harmonization for safety reporting is certainly one for which we all strive.

Sincerely,

Cassandra S. Kennedy

Executive Director, Clinical Quality Assurance

Quintiles, Inc.

_1126446657.doc
[image: image1.png]O

(QUINTILES







