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“Safety Reporting Requirements for Human Drug and Biological Products” (TOME)

Comments, Questions and Recommendations

We appreciate the Agency’s intention of harmonizing FDA and global aspects of safety reporting for drug products.  We also appreciate the focus on quality, medication errors, and clarification of existing regulations.

We have concerns regarding some of the proposed “FDA specific” expedited and periodic reporting requirements.  These concerns are based on relative value of some reporting requirements and the potential impact on cost and compliance.  In addition, we are requesting clarification of some of the proposed changes. 

Our comments, questions and recommendations are listed below:

1. HARMONIZING REPORTING REQUIREMENTS:  One of the stated purposes of the TOME is to harmonize FDA and other global regulatory documents; however, the TOME introduces many expedited and periodic reporting requirements that are FDA specific, not global (for example, E2D Step 2). Although some of these new requirements may provide additional useful information, we would ask that their value be assessed, particularly in regard to expedited reporting.

2. ACTIVE QUERY:  The proposed requirements for direct verbal or interactive contact with HCP reporters 
for all post-marketing adverse events and actual or potential medication errors is excessively burdensome and costly in that it includes ALL nonserious unlabeled adverse events and ALL medication error reports. In addition, the definition of a HCP (“ ….any individual with some form of health care training”) is open to many interpretations.  Without more definitive criteria, the determination of who is or is not a HCP will be the subject to inconsistent interpretation.   The proposal for documenting the reasons and efforts for not retrieving a full data set in the adverse event case report narrative will not add value to the report (III.C.5 p 121). We agree that we should maintain records of our efforts and reasons for not obtaining a full data set, but we disagree with the proposal that this documentation should be included in the text of the adverse event report. 

Recommendation:  Although we support the use of “active query” as a key method for obtaining quality information, applicants need to have some discretion based on individual case circumstances.  A more precise definition of “HCP” is needed for the references to both the applicant HCP and the reporting HCP.  Documentation of active query and other means of follow-up should be stored in the files and not take up space in the MedWATCH records. 

3. DEFINITION OF ADVERSE EVENT AND SPONTANEOUS REPORTING:  The proposed new term and definition of an adverse event (“Suspect Adverse Drug Reaction – A noxious and unintended response to any dose of a drug product for which there is a reasonable possibility that the product caused the response”) seems to imply that the reporter (HCP or consumer) must suggest a relationship between the drug product and the adverse event. Is this interpretation correct, given the current understanding that causality is presumed in spontaneously reported postmarketing adverse events (“must always assume there is a reasonable possibility of relatedness in the opinion of the reporter”)?  Often reporters do not specifically implicate any or all of the coincidentally reported adverse events.  If a reporter suggests that a specific adverse event was caused by the product and mentions other adverse events not suggested to be caused by the product, should only the specifically implicated adverse event be coded? Note: The stated definition of reasonable possibility “means that the relationship cannot be ruled out” (III.A.1 p. 52; III.C.6 p 126).  

Recommendation: We would suggest that “suspect” should be more clearly defined to include wording such as “if implicated by the reporter” versus “implied and incidentally reported adverse events.” We recommend that the definition allow the relatedness assessment to be based more on clinical judgment.

4. SPONTANEOUS VERSUS SOLICITED SADRS: The proposed description of what spontaneous adverse events are, and are not, specifies that they are not adverse events collected by any form of solicitation, including “company supported programs, patient registries or any organized data collected schemes.” This adverse event information “would be considered ‘study’ information and handled according to postmarketing safety reporting requirements for a ‘study’.”  Would this type of study information be included or addressed in the CIB? (III.A.7 p 74, 75, 76)

Recommendation: The new definition of an adverse event needs clarification, especially relating to spontaneously reported postmarketing reports. We would like to suggest that certain types of solicited “study” information (such as those identified above) be given a unique category. Our rationale is that some solicited activity (i.e. market research) does not have the scientific rigor to generate results for inclusion in the core safety analysis of a drug.

5. MEDICATION ERRORS:  We agree that medication errors should be documented, tracked, evaluated, and reported periodically. This approach will allow review in aggregate, yielding better signals that can be used for corrective actions. However, the proposal for requiring actual and potential medication errors to be reported in an expedited manner will not provide meaningful data, unless the report is uniquely alarming based on individual case clinical circumstances. In these uniquely alarming cases, applicants should be obligated to expedite the report to the agency. Routine submission of actual and potential medication errors would add an unnecessary compliance burden without substantial benefit. For example, a patient’s complaint that he/she does not like the packaging would not necessarily warrant expedited reporting. Yet would this be considered a medication error or a product complaint that must be expedited? (II.B.3a. P. 39)  In addition, the definition of “potential medication error” is not clear. More specific criteria describing this term would be helpful. In addition, we need to know if this proposal is limited to postmarketing reporting. (III.D.5 p 137, 138)

Recommendation:   Actual and potential medication errors should be captured, analyzed in aggregate, and reported in period reports (e.g. PSUR); they should not be subject to a 30-day follow-up requirement.

6. OUTCOME UNKNOWN:  The proposal to add the expedited requirement for “Unexpected SADR with Unknown Outcome,” in which applicants must submit adverse event reports in an expedited manner when the seriousness cannot be determined, will provide minimal information and have a substantial impact on the industry’s ability to process cases.  As currently written, the document can be interpreted to mean that if one cannot positively determine any adverse event case is not serious, it must be reported in an expedited manner. Is this the intended interpretation?  Should clinical circumstances be considered (for example, headache versus syncope)? (II.B.3.b p 39; III.A.3 p 64, 65; Table 6) The requirement for the 45-day follow-up will complicate compliance requirements and add unnecessary time and cost burdens. An applicant already is required to follow-up on any clinically significant adverse event report. (III.C.3 p 117 Table 8; III.D.3 p 133)

Recommendation: Exclude this proposed 45-day follow-up requirement because of the low value of such information relative to the high burden in time and cost. 

7.  CONTRACTORS:   The definition of a contractor appears to include business alliance partners (co-marketing, co-developing). If this interpretation is correct, the adverse event report exchange timeline of 5 calendar days will carry an unnecessary time burden and will result in the faxing of source documents to alliance partners instead of a MedWatch/CIOMS formatted report. In addition, the proposal will require the exchange of SADRs that do not meet the minimum required data set.  Depending on the extent to which a contractor assumes the applicant’s capture or reporting responsibilities, meeting this requirement could become quite complicated and burdensome. For our international partners (such as Japan) who must translate adverse event data, meeting the requirement would be nearly impossible. We would like to verify when the regulatory clock starts in such relationships. (III.A.4 p 66, 67; III.D.9 p 148, 149)

Recommendation:  If FDA’s intent is to make sure a report is filed within 20 days (5 days to get from contractor to applicant, then 15 days for applicant to file), then the regulation should simply provide for a 20-day report when the information is received by a contractor.  This would allow for the many different types of situations where the parties assign a certain amount of safety reporting duties to the contractor such that they will be able to meet the overall 20-day timeline, but where the contractor needs more than 5 days before such information can be sent to the applicant.  

8.  FULL DATA SET REQUIREMENTS:  While it is our intent to obtain a “FULL Data Set” for cases involving serious SADRs, always expedited reports and medication error reports*, often the reporter is not willing or able to provide the complete clinical information. When appropriate, all pertinent data such as discharge summaries, autopsy reports, death certificates, and other official medical documentation are aggressively solicited; however, the success of these solicitations is heavily dependent upon the cooperation of reporters and their access to information. In addition, we have yet to see the impact of HIPPA on our ability to retrieve documents (such as discharge summaries, autopsies, death certificate, etc.).  If this requirement is applied to foreign adverse event cases, success is very unlikely in such countries as Japan, where it is not possible to retrieve such information. Has the Agency assessed this impact in relation to SADR reporting? (III.A.5 p 67, 68, 69)

* See comments on medication errors 

Recommendation:  We agree that aggressive follow-up for complete data should be pursued for cases that warrant this action, such as serious unlabelled and key surveillance terms.  However, mandating this requirement for ALL adverse event cases will not significantly change the quality and/or understanding of spontaneous postmarketing adverse event reports.   

9.  CLASS ACTION LAW SUITS:  The proposed rule to exempt adverse event reporting from class action lawsuits cases prompts us to wonder why this exemption would not apply to individual lawsuits, given that the premise for not reporting is similar. Please note that this proposal does not provide any significant time/cost saving because it will still require the capture and entry of such cases so that they can be reviewed and summarized in the periodic report. (III.D.11 p 152)    

Recommendation: Consider broadening this exemption to include individually filed lawsuits.

10.  IND SAFETY REPORTS: The proposed causality language (“If the relationship cannot be ruled out”) will undoubtedly ensure that almost every serious unexpected clinical trial adverse event report will be submitted as an expedited report. Not only will this increase the number of regulatory mailings worldwide, it will increase the investigators with expedited mailings. We see this proposal diminishing the value of investigator mailings.

Recommendation:   If the proposed causality rule language remains, we recommend that the requirement be amended to read, ‘include all serious unexpected clinical trial adverse event cases for simplification.’ If the proposed causality definition stands, we would suggest the following: Although it is not addressed in the proposed changes to 312.32 (c), we would propose that the regulations surrounding notification of qualifying SADR's be made to investigators on a periodic basis, rather than on a case-by-case basis.  The proposed reporting format would be a summary and analysis of qualifying reports received within the period; such a format would enable investigators, and subsequently their IRB/ERB's, to interpret the safety data more readily.  Currently, the regulations require us to send each qualifying report individually in a MedWatch format, which can be difficult to track, aggregate, analyze, and interpret at the level of the investigator sites and IRB/ERBs, especially for a compound involved in many trials and large numbers of patients.  We believe that allowing the summary and analysis format would provide a more meaningful picture of the safety of the compound, and investigators and IRB/ERBs would be able to continue to see and evaluate safety data without the added burden of aggregating individual reports.


11.  ANIMAL OR IN VITRO EXPEDITED REPORTING:

Expedited Reporting Based on Animal or In Vitro Findings.  The new standard for expedited reporting of animal or in vitro findings would be set forth in proposed sections 312.32(c)(1)(ii) and 314.80(c)(2)(ii).  The proposed new standard is less clear than the current standard at 312.32(c)(i)(B), and will cause even greater variation in the interpretation of reporting requirements for non-clinical findings.  The proposed new standard should be revised as follows:

1. It should cover only animal and in vitro findings.  Such non-clinical findings are unique in the way that they are assessed for clinical significance.  Using the same standard for clinical and non-clinical findings (as the TOME does) causes confusion.

2. The reporting criteria should be clarified.  The following simple requirements for expedited reporting should be used:

a. A drug-related finding

b. That is unanticipated

c. And suggests a serious risk to humans.

3. “Unanticipated” and “serious” should be defined terms.  Unanticipated should be defined as not disclosed in the Core Safety Information or Labeling, or for clinical trials not disclosed in the CIB or informed consent document.  “Serious” should be defined as suggesting a significant human risk and would include, but not be limited to, reports of mutagenicity, teratogenicity or carcinogenicity.  New standards from the TOME (e.g., changes in risk-benefit or product administration) could be added within this definition as well.

We believe that currently there is significant variation in the interpretation of the reporting requirements for non-clinical findings and that what is needed is a standard with clearly enumerated and well-defined criteria applicable only to non-clinical findings.

12. POSTMARKETING SAFETY REPORTING:  

a. Unexpected SADRs with Unknown Outcome (see comments in number 5)

b. Medication Errors (see comments in number 5)

c. 30-Day Follow-up: The proposal to add a 30-calendar-day follow-up report for initial serious unexpected reports,  always expedited reports and medication error reports that do not contain a FULL data set) will create an unnecessary stream of expedited reports that do not add value. As stated previously, FULL data sets are not always retrievable despite aggressive follow-up activities undertaken by the applicant. Sending reports to the Agency to verify that the applicant has been unable to retrieve a FULL data set will not add to the Agency’s ability to assess product safety. This activity will also add cost and a compliance requirement with no relative value. (III.C.3 p 111, Table 6; III.C.5 p 124; III.D.1 p 131)

Recommendation:    Consider eliminating this proposal.

d. Active Query (see comments in number 2)

e. Internet Site Reporting: The proposal to require reporting Internet safety information includes text that states, “if an applicant becomes aware of safety information on an Internet site that it does not sponsor, the applicant would be responsible for reviewing the information” (III.C.1). Is it correct to assume in “reviewing” this information, safety data would be handled by the same reporting rules used for spontaneous adverse event reporting? Are chat rooms included within the definition of “Internet”? We would argue that information from chat rooms is inherently unreliable and often manufactured or manipulated.  Chat rooms are not valid sources of safety information and often would not provide a valid reporter ID.

Recommendation: State the “reporting” rule for Internet sources of safety information and exclude chat rooms as a source of safety information.

13. SUPPORTING DOCUMENTATION: The proposal that each expedited report contain a list of relevant source documents will add unnecessary text to the report. This information can readily be identified and produced simply by direct contact with the applicant. (III.D.7 p 145)

Recommendation: Consider eliminating this proposal.

14. SCIENTIFIC LITERATURE: The proposed text describing scientific literature cases states that these cases “include all reports from the scientific literature (including case reports) and results of a formal clinical trial, epidemiological study, in vitro study or animal study that qualify for expedited reporting”. (III.D.8) It is not clear which expedited reporting requirements should be used for literature cases. CFR 314.80 mentions that all serious and unexpected reports qualify. This suggests that spontaneous (unsolicited) rules would be used to report both spontaneous and trial reports (assumed causality). Is this the correct interpretation?  Or should clinical trial (solicited) rules be applied when the literature article references a clinical study? If clinical trial rules are applied, would these cases be subject to 7-day phone calls? Lastly, what is the applicant’s reporting responsibility if the author of the article mentions a drug, and separately mentions an adverse event, but does not suggest causality or states that the event(s) were due to progression of disease? 

15. PSUR APPENDICES: Applicants will also include safety assessments and/or summary tabulations of specific topics in the periodic report.  These will include the following topics: SADRs with unknown outcome, class action lawsuits, information on resistance to antimicrobial drug products, medication errors, patient exposure, location of safety reports, and contact person. 

Recommendation: We believe that these topics are appropriate for inclusion in the periodic report, except SADRs with unknown outcomes (see previous comments #6) and information on resistance to antimicrobial drug products. The latter topic is clearly an important public health issue. However, the spontaneous collection of antimicrobial resistance data can be very difficult. We would like more clarification (i.e., what information to collect) and definitions for antimicrobial resistance.

16. INDIVIDUAL CASE SAFETY REPORT: Applicants must submit periodic individual case reports every 6 months irrespective of how long the product has been on the market. 

Recommendation: We support this proposed rule to provide individual cases to FDA in a separate safety report, but not indefinitely for all products. This report should be submitted annually (i.e., alignment with current regulations) or on a product-specific basis.

17. MedDRA: Overall, Lilly is well prepared for any MedDRA requirement the FDA or other agency may impose.  The proposed rule is relatively generic with regard to MedDRA language.  Many of the key issues (version, level of term to submit, supplementary terms, etc.) surrounding MedDRA usage will be tied to the electronic submission rule.

a. MedDRA - REPORTING REQUIREMENTS FOR HEALTH CARE PROVIDERS: In response to the questions regarding this proposed rule, Lilly understands that it does not impose reporting requirements on health care providers (e.g., clinicians, medical centers, hospitals, etc.; section II.B.1). Health care providers may report safety information to pharmaceutical companies.  These third parties may employ clinical terminology standards that differ from those proposed in the TOME. 

We foresee no negative consequences regarding the continued use of terminologies other than MedDRA by parties who are not subject to FDA’s safety reporting requirement.  The sponsor pharmaceutical company should be able to appropriately code any reported AE data, verbatim or other terminology, to MedDRA.

b. MedDRA – VARIOUS VERSIONS: The proposed rules [section III.F.2.; §§ 310.305(d)(2), 314.80I(4)(ii), and 600.80I(4)(ii)] require that each SADR in an individual case safety report be coded on the FDA Form 3500A, CIOMS I Form, or VAERS Form using the appropriate ‘‘preferred term’’ in the latest version of MedDRA in use at the time the applicant or applicant becomes aware of the individual case safety report.  

Recommendation: We request clarification regarding the requirement to use the most current version of MedDRA.  This statement is reiterated throughout the document. Does latest version mean the most recent version of MedDRA in production at the company, or the most current version available publicly by the MSSO? The MSSO has proposed a 60‑day implementation timeline following the release of a new MedDRA version.  Does the FDA have any expectations regarding the timing of version updates? 

If a sponsor company receives an individual case safety report in the days leading up to a version upgrade, the company should be permitted to code and submit the individual report in the version of MedDRA utilized at the time of report receipt or the version of MedDRA utilized at the time of submission to the Agency.

There have been difficulties with analyzing cases because of frequent changes in MedDRA terms (that is, the large volume of terms being added or changed to the MedDRA dictionary).  For example, when running a query in January, 50 cases are found for postural hypotension; another query is done 6 months later for postural hypotension, and no cases are found because all have been transferred to “orthostatic hypotension”.  Any time changes are made to MedDRA, the change affects prior and subsequent output.  Given the low volume of new disease entities being discovered, it should not be necessary to update the dictionary semi-annually .  More scrutiny should be applied to proposed changes to in the dictionary.  A revision once every 2 years should be sufficient.

c. MedDRA – LEVEL TERM FOR REGULATORY REPORTING: FDA is proposing to require use of the preferred term (PT) for reporting to FDA, because each preferred term represents a unique medical concept accepted internationally, which aids in the transmission and translation of reports from various parts of the world. 

Recommendation: We believe the agency should accommodate individual case safety reports with either the lower level term (LLT) or PT MedDRA term.  Although the PT does represent an internationally recognized unique medical concept, other agencies have already required the use of the LLT, and the ICH E2B guidance supports the transmission of both levels.  The structure of MedDRA automates the derivation of the PT based upon this LLT term.

d. REQUIREMENT FOR COMPANY CORE DATA SHEET:  The FDA states that the company core data sheets should contain “the critical safety information for the product that would be relevant in all countries where the product is approved for marketing.” However, in a seemingly contradictory statement, the FDA states that company core data sheets should usually be prepared for a drug substance (active ingredient), rather than a drug product (finished dosage form).  

Recommendation: Since local labeling is prepared for dosage forms rather than drug substances, and core data sheets sometimes provide safety information specific to a dosage form, this point needs to be clarified.

e. MedDRA – LABELING IMPACT: The proposed rules state that MedDRA would now be officially required as the standard medical terminology. 
Recommendation: It is important for FDA to provide further discussion regarding the impact of MedDRA on labeling. For many products, the original clinical trials and safety database did not use MedDRA, and adverse event terms in the labeling are not MedDRA terms. With the proposed rules, it will be important to examine how adverse event terms will be selected for new products, as well as how using MedDRA will impact the identification of new adverse event terms from spontaneous reports for existing drugs. 

18. IMPLEMENTATION: The phase-in requirement (III L.) proposes implementation within 180 days from issuance (for non-MedDRA requirements). This timeline will be nearly impossible to meet, in that the scope of the changes will be large and complicated. The changes will include SOPs, templates, systems, and contracts. For ongoing clinical trials, midstream changes would be ill-advised because of the ensuing confusion and new compliance requirements.

Recommendation: We recommend an implementation period of 1 full year.  An exemption should be available for ongoing clinical trials that would be completed within 2 years.

19. SPONTANEOUS REPORTING TO THE  IND:  In situations where an applicant has a product in development under an IND in the US and also has marketing authorization for the same product  in other countries but not in the US, should an applicant use spontaneous or marketed product reporting criteria for reporting foreign spontaneously generated adverse event cases to the IND? In other words, should the applicant send all serious and unexpected foreign spontaneous reports to the IND (implied causality) or utilize assessments of causality by the reporter and/or the sponsor to decide whether these cases should be reported? Sending all spontaneous serious and unexpected cases regardless of causality to the FDA would trigger investigator mailings.  Investigators are not necessarily familiar with the regulatory concept of “implied causality” and may misunderstand that value and credibility of the reports.

Other Comments and Questions:

Regarding Physician licensure, how is “licensed” defined? Is this a domestic-only requirement? If it is foreign requirement, will the Agency accept non-US licensure?

Can we get a clarification on reporting “other applicant” SADRS?  Specifically, do all adverse events need to be sent or just serious adverse events? What about information received in market research?

MedDRA must be licensed for a fee from an international MSSO. TRW was selected as the MSSO by ICH and the International Federation of Pharmaceutical Applicants Associations (IFPMA) through a contract process that involved bids from companies globally. FDA was involved in this process. Comment: TRW was bought out by Northrop Grumman.  It may be appropriate to update the reference to TRW.

Companies must pay subscription costs on an annual basis to the MedDRA MSSO. Core subscription costs vary with the size of the company and with the level of services. Estimates of costs range from $5,000 to $40,000 for drug

and biologics applicants (V.D.2.b.i.). Comment: The subscription price for MedDRA has risen dramatically since the drafting of this paper.  Current (2003) rates range from $3,200 to $87,000 annually.  The rate is expected to continue to gradually climb.
The Tome proposes that the applicant must submit a PSUR following pediatric use supplement approval semiannually for 2 years, annually for next 3 years, and every 5 years thereafter.  If a product is in an every-5-year PSUR reporting cycle and then obtains pediatric supplement approval, is the intent to revert to filing the PSUR semiannually for 2 years for the product?  Or is the intent to provide a PSUR specific to pediatric information (semiannually for 2 years, etc.) and also submit separate product PSUR on the every-5-year cycle?  More clarity is needed on the pediatric supplement.
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