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Dear Sir or Madam:
Berlex Laboratories, Inc. appreciates the opportunity to provide comments on the Proposed Rule.  Berlex Laboratories, Inc. is a subsidiary of Schering AG, Germany, an international pharmaceutical company marketing diagnostic and therapeutic medicines in the fields of Diagnostic Imaging, Female Healthcare, Cardiovascular and Neurologic disorders, Oncology, and Dermatology.  The comments have been prepared by the senior staff of the Medical Affairs and Drug Safety Department, which manages approximately 16,000 adverse experience reports per year. 

The applicant appreciates FDA’s efforts to harmonize safety reporting with ICH, clarify definitions and requirements, streamline and reduce redundancy in reporting, and improve the overall quality of safety reports. However, as a consequence of the Agency’s inclusion of numerous US-specific requirements, the proposed regulations are not in concert with ICH, and inconsistencies with definitions, timelines and additional safety reports will create an additional workload burden for global companies and increase the potential for confusion and non-compliance. Rather than make it easier for the Agency (and companies) to identify potential problems – one of the stated purposes of the Rule – we believe that certain aspects of the proposed Rule may have the opposite effect. 

We have organized our comments, whenever possible, to main points of discussion in the proposed rule.  In addition, we present three new proposals relevant to aspects of the proposed Rule, but not considered in the Rule per se.
Section III.A.1  Definition of  SADR

As the purpose of this proposed rule, as stated by FDA, is harmonization with ICH and clarification of regulatory requirements, the applicant questions the addition of a new acronym (SADR) that is not consistent with ICH acronyms and definitions of adverse drug event and adverse drug reaction.  Creating a new acronym with a different definition specific to the US will create confusion and fractionate the handling of global reports.  Furthermore, SADR is easy to confuse with SAE, which has become a well-recognized abbreviation for serious adverse event.
The new acronym does not add clarification for the industry, the health care professionals, or the press.   For example: would an SADR report, which is found to be not related to drug, have to be reported?  This appears to be inconsistent with the presumption that spontaneous reports are by default considered “possibly related”.  

Recommendation:

The applicant recommends that FDA keep its regulatory definitions consistent with those agreed to by ICH.
III.A.3    Serious SADR, Nonserious SADR, and SADR With Unknown Outcome

And  III.D.3  45-day reports

The applicant believes that the term “unknown outcome” may be confusing to health care providers, who may interpret ‘outcome’ to mean the end result of a patient’s medical experience.  We recommend that the Agency use another term or phrase, such as ‘unknown seriousness’ or ‘seriousness criteria unknown’.
We agree with the Agency’s intention to ensure that the companies perform active follow-up on such cases.  However, the proposal to add the expedited requirement for “Unexpected SADRs with Unknown Outcome” in which manufacturers must submit adverse event reports in an expedited manner when the seriousness cannot be determined will have a large impact on the industry’s ability to process cases. 

The submission of “SADRs with unknown outcomes” will not result in meaningful reports because they usually provide little additional information.  The industry already has a requirement to follow-up on any clinically significant adverse event report.  The proposed requirement for an “active query” between reporters and health care professionals representing the company should improve the quality of reports and therefore render this submission requirement unnecessary. The requirement for the 45-day follow-up will complicate compliance requirements and add unnecessary time and cost burdens. 

In addition, the category “SADRs with unknown outcome” will create discrepancies between the PSURs in the United States and in other countries because AEs with unknown outcomes generally are categorized as non-serious in international PSURs.

Recommendations:

1. The applicant recommends eliminating this proposal (including the 45-day follow-up) on its low relative value and high time and cost burden.

2. As the intention of this proposed rule is to ensure that the companies do active follow-up on such cases and, therefore, we suggest that the Agency would require the companies to perform active follow-up for cases with unknown outcome within 45 days. 

3. We also suggest the regulations to state that all follow-up attempts and reasons for failure to obtain follow-up be documented and maintained by the company for tracking purposes and to be available for the FDA upon request.
III.A.6  Active follow-up

1. The applicant agrees with the Agency that in certain situations active follow-up may be utilized to obtain additional information. However, owing to cultural differences in other countries, direct personal contact is not usual between the applicant and the health care 
professional.  We have heard through unofficial communications that this rule is meant specifically for US reports.

Recommendations:
1.  Add a qualifier to the rule that this is meant for report of US origin.

2.  There are often situations within the US when active query by direct verbal contact is not always possible.  When physicians are called, they typically do not have the medical records in front of them and have to rely on their recollection of the case.  Given the busy practice of physicians, interrupting their practice by calling them repeatedly could deter them from reporting suspected adverse drug reactions in the future. Written communication is often the preferred route of communication by many healthcare providers in responding to follow-up questions on SADRs, especially since they can enlist the aid of office/clinic staff. 


In response to the FDA’s request for comments regarding when the Agency should permit written requests for follow-up information, the applicant suggests the following situations:

Written requests for follow-up information are permitted if:

· The company cannot obtain a telephone number to contact the reporter or there have been no responses from the number available

· The subject has not responded to a telephone message or to a message left with the office staff

· The subject has agreed to provide information during a telephone contact, but has not followed through

· The subject has requested that the follow-up questions be submitted in writing

· The office staff have stated that per office protocol, the health care provider does not respond to telephone contacts

Section III.A.7 Solicited reports

The applicant appreciates the Agency's clarification of spontaneous vs. solicited report.  As the Agency states very correctly in the proposed rule: 'Over the years, changes in marketing practices in the United States have led to expanded contacts between consumers and applicants, applicants, contractors, and shared applicants. This has resulted in the acquisition of new types of solicited safety information'

Recommendation:

Since report sources may still be open to interpretation, the applicant suggests adding an additional modification to the next sentence in the paragraph.  'Cases identified from information solicited by companies, such as individual case safety reports or findings obtained from a study, company-sponsored patient support program, disease management program (including free telephone information services in connection with disease management programs) patient registry, 
including pregnancy registries, or any organized data collection scheme would not be considered solicited'.
III.A.8  Medication error reports

The proposed rule to add expedited reporting requirements to medication error reports is not consistent with ICH and adds additional burdens to applicants.  Medication errors are primarily related to the practice and dispensing of medication, and not to errors caused by the pharmaceutical industry.  Expediting reporting of a dispensing error by a health care provider should be required of the health care provider and not the manufacturer of the compound. 

The applicant agrees that health safety is the primary concern and ‘For cases that involve medication error, the safety report needs to be identified as a suspected medication error so that the report can be appropriately analyzed and addressed’. However the proposed rule to add expedited reporting requirements to ALL domestic medication error reports is not consistent with ICH. Most medication errors are primarily related to the practice and dispensing of medication, and not to error caused by the pharmaceutical industry. Expedited reporting of a dispensing error by a health care provider should be required of the health care provider and not the manufacturer of the compound.

The applicant agrees that FDA should be informed of reports of medication errors received by the applicant, but questions the efficacy and justification of requiring this information expeditedly in all cases, especially when the error was not a result of packaging or confusion of dosing information provided on the label.

Recommendations:

1. Expedited reports are required if the reason for the medication error was reported as due to a misunderstanding of the product name or the labeling / package instructions.

2.  Expedited reporting are required if the medication error resulted in a serious unexpected SADR.

3. Medication error reports received by the applicant, that do not require expedited reports under current rules (serious and unlabeled outcomes) be reported and discussed in aggregated in the next scheduled US periodic report or PSUR.

5. Potential medication errors need not be reported expeditiously, but should be accumulated and reported at the time of a PSUR.

6.  The applicant further recommends that the Agency discuss this important issue with ICH and require harmonized reporting worldwide.

III.B, III.D, III E.1 and III E.4  Semiannual submissions of MedWatch reports in addition to PSURs 

1. As stated in the proposed rule, the goal is harmonization with ICH.  The proposed requirement of semiannual submissions of MedWatch reports in addition to PSURs is not in harmony with ICH reporting requirements or timelines. This proposal (with other US specific addenda) adds a significant burden to the applicant regarding reprogramming of 
report schedules and additional submission packages throughout the year.  The applicant requests reconsideration of this proposal.  

Recommendations:
If the Agency would like to review MedWatch forms in addition to PSURs, the applicant requests that the Agency accept MedWatch forms submitted in concurrence with the PSUR.

2. PSUR schedules

As proposed by the Agency, the timelines are not harmonized with the ICH initiatives (IPSRs requested additionally) and although the international birth date concept is accepted, additional PSURs may need to be prepared for the FDA due to the fact that the schedule is depending on the US approval and not the global IBD. It would be helpful, if the Agency could at least define what time interval between the DLP and the actual submission of an existing PSUR is allowed, to avoid unnecessary preparation of PSURs. 


III.C.7   Lack of efficacy reports when treating life-threatening diseases

Clarification is requested for the differences in the regulatory definition between of 'lack of efficacy with a drug product used in treating a life-threatening or serious disease' and reports of disease progression e.g. in oncology patients or other special patient populations where disease progression is known to occur even after currently accepted treatment has been utilized.
III.D.4  Always expeditable reports

The applicant acknowledges that in many situations, reports of events on the always-expeditable list are appropriate to submit within a 15 day timeline.  However there are compounds that are used to treat conditions in which some of these events are very common and not unexpected, based on the underlying condition.  

Example: Agranulocytosis in patients with leukemia receiving an oncology medication.  This is quite different from an abrupt onset of agranulocytosis in a previously well patient. 

Example:  Simple, non-aggravating seizures in patients receiving anti-seizure medication.  

Example: An episode of ventricular fibrillation (excluding aggravation of the event) in patients receiving cardiovascular drugs to treat Ventricular fibrillation. 

In addition, there are older compounds which have had some of these events in their product label for years. We would like to have more clarification from the Agency how to deal with those?
Recommendation:

Change the category heading from always expeditable to always serious.  If the event is listed in the package label it would not require an expedited report, but 
would require full pharmacovigilance follow-up activities as specified for serious cases. 


III.D.6   Follow-up for cases without full data set. 

The applicant agrees that the companies need to actively follow-up on such cases to obtain full information.

Recommendations:

1. No additional submission is needed, if no new information is received. This is to avoid unnecessary submissions by the company to the FDA to reduce the workload at both ends.  

2. Instead it is suggested to define a timeline in which the FDA would as a standard procedure close a case in case they do not receive new information from the company. 

3. We suggest the regulations to state that all follow-up attempts made and reasons for failure to obtain follow-up will be documented and maintained by the company for tracking purposes and are available for the FDA upon request.

III.D.7. Supplemental documentation

The applicant concurs with the Agency that for certain reports, supplemental documentation such as autopsy reports and hospital records are relevant addendum to the regulatory report.  However, when all relevant information is already extracted from the documents and typed into the regulatory report, the applicant questions the efficacy and justification of the added workload of submitting these records as addenda.  

Recommendations:

1. The applicant recommends that the Agency modify the requirements to attach all medical records at the time of regulatory submission.  For reports in which all the relevant information from medical records have already been added to the regulatory report, those documents must be kept on file at the US office of the 
applicant and available to FDA upon request, but not required at the time of report submission.
2. In addition, clarification is requested from the Agency concerning requirements of medical records from foreign sources, which may not be readily available and are usually not written in English.

3.  Clarification is requested from the Agency concerning how to submit medical records for reports that are sent to the Agency via electronic format.

III. A. 4 Contractors/License Partners

The applicant agrees with the need for prompt safety data exchange in any contractor or licensing partner.  However, the proposed requirement to exchange all adverse event reports within 5 calendar days with all the contractors, including 
cases which do not meet the minimum required data set, will be extremely burdensome, and with no perceived added value in promoting patient safety. For contractual relationships with foreign companies, such as Japanese partners, the deadline would be almost impossible to meet due to translation needs. It is fairly certain that the short turnaround proposed for exchange will result in poor quality reports, since it will only allow sufficient time for forwarding raw source data, with no time for active query or translation. In addition the proposal will require the exchange of SADRs that do not meet the minimum required data set. 

It still remains unclear whether the 7/15-day regulatory reporting timeframe for serious unexpected SADRs does or does not include the proposed 5 calendar days allowed for exchange of safety information with contractors. Reference has been made internationally to the ICH guideline referring to this topic. The precise timeline is open to interpretation there as well.  
Recommendations:
Clarification is requested by the Agency regarding exchange of AE information within 5 calendar days between shared applicants, please clarify start of the reporting clock for the party responsible for reporting to the Agency. Date received by one of the license partners or date received by the partner responsible for reporting? We recommend and understand that the menaing of the Agency is that the time frame for regulatory submission should be no longer than 15 days from first receipt by the second company.
The definition of contractors could also be restricted to paid vendors (e.g., CROs paid a fee for service) and not include business alliance partners.  We would especially recommend the exclusion of co-marketing partner 
companies who hold independent approvals/authorizations in different countries for a given product.
We would also recommend that whatever provisions are ultimately finalized in the Rule, they only apply to prospective agreements
Companies should also be allowed the flexibility of allowing licensees to undertake local follow-up where appropriate and particularly in countries where local medical culture and language are important considerations.

We would also recommend a longer time frame for non-serious spontaneous case reports,

1. 
2. 
3. 

4. 
5. 
6. 
7. 
ISSUES NOT COVERED IN THE PROPOSED RULE

Further clarification to define a consumer report vs. a medically confirmed report. 

What makes a consumer report a health care professional confirmed case?

1) Medical records provided by the patient mentioning that the event occurred (nothing else)?

2) Confirmation by HCP about the event after follow-up, no comment on causality or negative causal relationship?

3) Medical records including a statement that the AE could be related to the product (whether from consumer or HCP)?

Incidental findings vs. events to be captured as SADRs:

1.  Earlier AEs mentioned in hospital records provided / personal contacts made for a later AE (after active follow-up) where no discussion about their relationship to the product is mentioned (only time relationship)?

2.  Laboratory findings that are mildly abnormal, but no medical / other connection with the reported AEs (by the reporter or the company), info just provided together with the source documents?

3.  Consumer calls and tells spontaneously that she/he had a skin lesion and bleeding and was hospitalized overnight after a branch of a tree fell on top of her head (no prolonged bleeding / healing etc.) mentioned. No suspicion of relatedness to the product was mentioned. Do you think that this should be captured as AE and reported to the FDA as spontaneous report?

Internet reports

More guidance from the agency would be appreciated regarding

-minimal criteria for a internet SADR report (is an e-mail address alone always regarded as identifiable reporter, even if no contact can be made / response can be received

-how should the web pages be monitored and how often (is it acceptable to regard the date of receipt for the company as the date of the regular review – as opposed to the date of case submission)

-how can intentionally fraudulant SADR reports that cannot be verified be avoided?

ADDITIONAL REQUEST TO FDA BY BERLEX LABORATORIES

We believe it is relevant to include this new issue in this response to the proposed rule document, because it is in concordance with the Agency's  goal, '…. to further worldwide consistency in the collection of safety information and submission of safety reports, increase the quality of safety reports'.

Direct reports to the FDA – sharing cases with the applicant 

The applicant requests that the Agency re-consider its current policy regarding the accessibility to the applicants of serious adverse reaction/event reports sent directly to FDA. 

The MedWatch to Manufacturer Program, in most situations, does only provide applicants very few of the AE reports received by the FDA directly for applicant’s compounds and the ones that are forwarded are only those sent to the FDA during the first three years after approval.  FOI retrievals are costly and provide very limited information, which often does not allow for duplicate reconciliation or safety surveillance and keep the applicants and the FDA on a different level with their knowledge of reported cases of a particular AE.  In addition, even if regular retrievals are done in the FOI data the FOI  data is available for the applicant only significantly later. Furthermore there are no regulations or guidelines from FDA on how often FOI retrievals are recommended, or what to do with the data when obtained.  

Other regulators  routinely send applicants all relevant reports received directly from these agencies expeditedly (serious) and periodically.  The applicants then submit reports to other regulators and share the information with their affiliate offices as appropriate.

The applicant requests that FDA initiate a revised  'Report to Applicant'  program to send all suspected serious adverse drug reaction reports to the relevant applicants in an expedited manner. 





END OF COMMENTS

We thank you for the opportunity of sending our comments on the very comprehensive and important proposed rule.

Sincerely,

Harri Helajarvi, MD

Director, Medical Assessment

Global Medical Safety Surveillance - USA
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