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20 April 2003
Dockets Management Branch

Food and Drug Administration, HFA-305

5630 Fishers Lane, Room 1061

Rockville, MD 20857

Re:  Docket No. 02N-0528; Risk Management Public Workshop; Notice of public workshop, request for comments (Federal Register: March 7, 2003; Volume 68, Number 45)

Dear Sir or Madam:

Pharmacovigilance & Risk Management, Inc. (PvRM) is an independent corporation providing consulting services to the pharmaceutical industry and supporting organizations. Dr. Sidney Kahn, its founder and president, has extensive experience in all aspects of drug safety, including direct personal involvement in and supervision of personnel responsible for all aspects of drug safety assessment and reporting, and preparation of pharmacovigilance and risk management plans for both investigational and marketed drugs.  He has represented PhRMA on several ICH committees and expert working groups on drug safety and pharmacovigilance, and is currently a member of the CIOMS-VI Working Group on clinical trial safety assessment.  He is thus very interested in and well qualified to comment on the FDA’s Concept Papers on Premarketing Risk Assessment; Risk Management Programs; and Risk Assessment of Observational Data: Good Pharmacovigilance Practices and Pharmacoepidemiologic Assessment.

Overall Comments
Optimization of the benefit-risk balance of pharmaceutical products is in the best interests of all stakeholders, including patients, physicians, other health care providers, medical facilities, third-party payers, regulatory authorities, and pharmaceutical manufacturers.  FDA is to be commended for its forward-thinking approach to this evolving and challenging topic and for proactively seeking broad input into its development of regulations and guidances.   

One potential pitfall is a disproportionate reaction to a small, but highly visible, risk. The vast majority of pharmaceutical products approved and marketed in the US and globally are either not associated with major hazards or are used to treat conditions where such hazards do not create an unacceptable benefit-risk balance (e.g. products used for life-threatening diseases).  Public perception of the benefits and risks of pharmaceuticals is often not accurate; since no medical intervention can be entirely risk-free, public education regarding the appropriate balancing of benefits and risks might be a more cost-effective approach than adding additional hurdles of unproven effectiveness, with consequently increased cost in time and money, to the already enormously complicated and expensive process of pharmaceutical development.  
Meaningful improvement in the current process requires a focus on the identification and management of relatively rare but medically important events, while taking into account the cost-benefit ratio to the entire US health care delivery system, and the potential impact on multiple systems used by physician’s offices, clinics, hospitals, pharmacies, and third-party payers, as well as on patients.  The overarching goal must be to allocate resources to practicable activities that will have optimal impact on public health protection, rather than adopting untried and untested methods based on theoretical considerations of effectiveness and misperceptions of risk. Therefore, any proposed interventions aimed at managing risks should be limited to addressing actually identified, rather than theoretical, risks, and should as far as possible be tested and evaluated before implementation.  Lastly, risk management can only be effective if systematically implemented as part of overall health care delivery, rather than as an additional, stand-alone activity specific to each affected medicinal product.
Sponsors currently have difficulty in recruiting and enrolling sufficient numbers of qualifying subjects in clinical trials even to establish single efficacy end-points; substantially increasing the number of study subjects required for approval would result in intense competition for subjects, which would not be beneficial for any aspect of pharmaceutical development.

Many of the Concept Paper proposals are predicated on the ability to readily identify events of particular concern.  However, current safety data codification standards do not necessarily produce optimal outputs for meaningful clinical analysis. Changes in current codification approaches, e.g. categorizing selected events according to predefined criteria rather than by sometimes inappropriate reported verbatim terms may result in improved data accuracy and clearer product labeling. 

Finally, it should be made clear that the proposals in the Concept Papers apply to existing methods of pharmaceutical development based on a traditional, mass-market, “one size fits all” approach to drug therapy, and that different standards may need to be developed to deal with the emergence of “personalized medicine” based on targeting patient-specific biomarkers.

Comments on specific Concept Paper proposals

Premarketing Risk Assessment – General Comments
This Concept Paper does not sufficiently emphasize data quality, particularly for the most clinically important events.  Although requirements for case follow-up are presented in FDA’s proposed rule on Safety Reporting Requirements etc. (Federal Register, March 14, 2003), this concept paper should provide additional clarification on the components of a quality case, perhaps including by reference recommendations from the CIOMS-V report. 

The Concept Paper contains a fundamental assumption that developers will submit NDAs for products that have identifiable safety issues sufficient to affect the benefit-risk balance unfavorably.  However, it is well-recognized that the majority of investigational products fail during development, very often due to an identified safety concern.  Any product that is clearly associated with a medically important adverse event is extremely unlikely to reach the stage of an NDA filing.  Almost all products reaching that stage will thus have a favorable benefit-risk balance, and the issue becomes how to assess and approve the very small minority of products with identified safety signals that are not “show-stoppers” but that may require some form of enhanced risk management plan to ensure a favorable benefit-risk balance in normal clinical use.
Premarketing Risk Assessment – Specific Comments
	Concept Paper - Premarketing Risk Assessment
	PvRM comment


	Lines 54-57. The design of a product’s clinical trials program is critical in ensuring that sufficient safety data are generated to allow for approval of the product, as well as to provide data to allow for proper risk management and to inform post-marketing safety assessment.  
Line 61. A. What is the appropriate size of the premarketing safety database?  
Lines 79-83.  FDA would be interested in input on what general guidance could be provided on appropriate sizes of databases for products intended only for acute use and/or for serious and life-threatening conditions. FDA is also interested in input on the proposals below, related to safety assessments of chronically administered drugs for non-life threatening conditions. 
	There can be no general rule for determining the appropriate size of a study population needed to ensure adequate characterization of a product safety profile in the absence of a prespecified endpoint.  Very rare adverse events (e.g. <1/10,000) may not be detectable even among tens of thousands of subjects, while the ability to characterize even medically significant events that occur at rates between 1/1000 and 1/5000 would be highly circumscribed in any feasible safety study.  Subgroup analyses suffer from the same limitations a fortiori (see below). Meaningful quantitative safety analysis can be applied only to prespecified endpoints with a known background rate in the study population. Study design is another consideration; the ability to detect a difference even in a prespecified safety endpoint depends not only on the patient population but also on the chosen comparator; it is more difficult to establish meaningful safety differences between active compounds, e.g. antibiotics, than between an active compound and placebo.  Therefore, the current method of ad hoc collection and analysis of safety information probably remains the only usable method in the vast majority of situations.  Qualitative data on individual adverse events may be as or more important than quantitative information for determining their clinical importance (cf. FDA proposals for signal identification in the Good Pharmacovigilance Practices Concept Paper).


	Lines 89-92.  …we believe the 1500 patients should include only those who have been exposed to the product in multiple dose studies of four or more weeks’ duration, as many adverse events of concern (e.g., hepatotoxicity, hematologic events) do not usually appear with shorter exposure.    
Lines 100-114. 
1. When “there is concern that the drug would cause late developing adverse events, or cause adverse events that increase in severity or frequency over time. The concern could arise from:  • Data from animal studies;  
• Clinical information from other agents with related chemical structures or from a related pharmacologic class;  
• Pharmacokinetic or pharmacodynamic properties known to be associated with such adverse events.”   2. When “there is a need to quantitate [sic] the occurrence rate of an expected specific low-frequency adverse event. Examples would include situations where a specific serious adverse event has been identified in similar [products] or where a serious event that could represent an alert event is observed in early clinical trials.” 
	Such significant adverse events not only may manifest only after prolonged exposure, but also are typically very rare in the study population, since a notable frequency of such occurrences will usually lead to discontinuation of development long before large phase III studies required for registration are completed.  Therefore, exposing more subjects to longer durations of therapy will have little or no effect on the ability to detect rare, unpredictable or idiosyncratic AEs, which most often lead to product withdrawal. Similarly, even presence of the concerns identified in the ICH E-1 Guidance provides little assistance in assessing the size of the database required for proper characterization. The abiity to quantitate occurrence rates of relatively rare AEs is often expressed as the “rule of 3”;  thus, unless a clinically important event occurs with an incidence of > 1/2500 - 1/3000, it is unlikely to be adequately characterized in any reasonably sized clinical trial database (e.g. <10,000 subjects).  A large simple safety study could be an appropriate solution, but this would almost certainly be the exception rather than the rule for premarket development, given the many constraints on resources, time, cost, and subject recruiting that already adversely affect the development process.


	Lines 123-126.  When “there is concern that a [product] may add to an already significant background rate of morbidity or mortality, and clinical trials need to be designed with a sufficient number of patients to provide adequate statistical power to detect pre-specified increases over the baseline morbidity or mortality.”  
Lines 154-157.  On the other hand, control groups are essential for detecting changes in rates of events that occur frequently in the population (e.g., death in patients with Alzheimer’s). This is particularly true when the adverse event could be considered part of the disease being treated (e.g., asthma exacerbations occurring with inhalation treatments of asthma). 
	For reasons similar to those listed immediately above, the situations in which it is possible to design such a study are limited, unless the severity and/or magnitude of the adverse effect is extremely pronounced.  It would be informative for FDA to provide its own analyses of studies such as CAST and additional details of the examples given to suggest appropriate signal strengths and power calculations in these situations.  Large numbers and control groups were not needed to detect the mitochondrial toxicity of fialuridine, whose unusual toxicity manifested clearly in a relatively small number of clinically striking cases. 


	Lines 161-168.  Ideally, a safety database (and, indeed, the efficacy database) would include a diverse population in phase 3 studies, and only patients with obvious contraindications would be excluded from study entry. Inclusion of diverse populations would allow for the development of safety data in important demographic groups commonly excluded from clinical trials in the past, such as the elderly (particularly the very old), patients with concomitant diseases, or patients taking common concomitant medications. Broadening inclusion criteria in the studies could enhance the sponsor’s ability to generalize findings to the population likely to use the product in the postmarketing period.  
Lines 174-181.  …a range of doses in phase 3 trials would better characterize the relationship between exposure and the resulting clinical benefit and risk, allowing provision of the best dosing advice. … In addition, exposure-response data from clinical trials could provide critical information on the need for dose-adjustments in special populations. Finally, demonstrating a dose-response relationship in late phase clinical trials also could add important information to the assessment of efficacy. 
	The stated proposals would indeed be ideal.  However, there are profound implications for the size of the database needed to ascertain meaningful subgroup differences, which are difficult to demonstrate even for differential efficacy with a single prespecified endpoint.  While it may be feasible to conduct exploratory studies in relatively homogenous patient subgroups, e.g. as currently done in the elderly or renally impaired, the types of subgroup analysis proposed seem likely to have very limited power to find meaningful differences, unless the effects in a given subgroup were markedly different from the overall study population, in which case they would be likely to be detected using methods currently in use.  It is not clear how “slicing” the data more finely will help, especially without an a priori hypothesis and statistical adjustments for the effects of multiple comparisons.


	Lines 183 et seq.  How can unanticipated interactions be detected as a part of a safety assessment? 
	The question poses a scientific Catch-22, i.e. how to anticipate the unanticipated?  It is clearly impractical to conduct formal pharmacokinetic or pharmacodynamic studies for more than a few of the most common potentially interacting drugs. However, to optimize the use of limited resources and gather the most clinically useful information, one approach could be to extend and formalize current practice as follows: 
Conduct epidemiological evaluation to identify existing drug usage patterns (including OTC, herbals, etc.) in the target population; 
Compare the known PD and/or PK properties of the investigational agent with those of the most common and/or known highly interactive products identified in step 1, e.g. binding to similar receptors or plasma proteins, similar routes of metabolism (especially for specific CYP450 isoforms) or excretion;  
Conduct formal PK/PD interaction studies only of the most likely/hazardous combinations identified in step 2; Allow limited numbers of subjects to be treated concomitantly with less obviously interacting products in later phase III studies and compare incidences of AEs with a “clean” population. 
Even though such an approach is highly unlikely to produce any statistically significant results (cf. subgroup analysis, see above), it could identify trends for subsequent study and monitoring in therapeutic use (phase IV) studies, health databases, or by CERTS.  
There is an additional, philosophical question to be addressed under the law of unintended consequences.  There are several very widely used products that would be extremely difficult to approve under current standards of benefit-risk assessment; examples include acetaminophen, aspirin, theophylline, digoxin, and warfarin, none of which would today be considered to have acceptable safety profiles. However, if efficacious new products with favorable intrinsic safety profiles are restricted in use because of potential interactions with one of the above-mentioned products, there is a risk of creating significant impediments to the future development of compounds with more favorable benefit-risk balances.  Phrased differently, should the approval and use of beneficial new products be compromised by safety problems associated with commonly used, familiar, but relatively “unsafe” older products?


	Lines 212-216.  Including PK assessments allows for the determination of exposure-response relationships for both safety and efficacy (e.g., identifying unanticipated new interactions or safety issues or confirming the lack thereof). In addition, such data would allow for better assessment of whether there is a PK contribution underlying any rare, serious, and unanticipated adverse events seen in the clinical trials.
	Rare, serious, and unanticipated adverse events are (a) unlikely to be seen in even a reasonably large study population and (b) most likely to be idiosyncratic. It is not feasible to conduct large-scale PK studies, nor is it clear what types of PK data might suggest a “contribution” to the causality of such events.   This suggestion would be more useful if FDA could provide examples.


	Lines 218-221.  When a product has pertinent safety biomarkers, the markers would be studied during the PK studies and clinical development (e.g., creatine phosphokinase assessments would be used in the evaluation of new HMG CoA reductase inhibitors as a marker for rhabdomyolysis, assessment of QT/QTc effects). 
	While these suggestions are sound in principle, both false positive and false negative results can substantially confound the outcome. Many mild “abnormalities” of laboratory test results reflect nothing more than biological and analytical variability.  While this caveat is especially true for such common analytes as aminotransferases, it also applies to e.g. creatine kinase, which can be elevated for many reasons, including moderate exercise and minimal trauma to muscle, such as a single IM injection. It has also not been established that the mechanisms causing minor abnormalities that occur commonly with or without a specific treatment are necessarily the same as those that lead to rare, severe outcomes (e.g. aminotransferase elevations 3-5x reference vs. acute liver failure).  However, FDA is uniquely placed to develop validated evaluation criteria, both for individual analytes and in combination (e.g. simultaneous aminotransferase and bilirubin elevations) to optimize the clinical sensitivity and specificity of such measurements by using the data in hundreds of NDAs and BLAs to establish the background rates of different degrees of abnormality in both treated and control populations, and correlating the results with documented clinical outcomes in clinical trials and marketed use.  In the best interests of rational drug development and marketing, pharmaceutical research companies should allow FDA to use their proprietary submission data for this purpose. 


	Lines 235-236 1. When there is a need to characterize background rates of certain adverse events in order to adequately assess the product 
	It would be faster, cheaper, and as accurate to derive comparative incidence rates from health care databases when there is reason to suspect that incidence rates for the product of interest are markedly different.  If the differences are not great, it would be difficult to design feasible studies to demonstrate them.  


	Section III.G.  We recommend that the potential for the following serious safety effects be assessed as a part of all new drug development programs:  1. QTc prolongation  2. Liver toxicity  3. Drug-drug interactions  4. Polymorphic metabolism 
	Bone marrow toxicity, although recently observed less commonly than the effects listed, should be included in this list.  FDA could help focus these efforts by evaluating NDA data for products that have subsequently been associated with such toxicities to determine whether any assessments performed during development suggested future safety issues. In particular, it would be worthwhile to determine whether there was any association of hepatotoxicity with drugs that do not undergo hepatic metabolism. 


	Section IV. A. How can adverse events be described to best ensure that safety signals are identified?  Although it is important to consider investigators’ descriptions of adverse events, analysis of the whole safety database requires use of common terminology. In general, sponsors should utilize one coding convention/dictionary throughout a clinical program (e.g., Medical Dictionary for Regulatory Activities or MedDRA). Generally, as an initial approach to data analysis, adverse events can be examined as they were originally coded. However, specific adverse effects or toxicities (particularly those with a constellation of symptoms, signs or laboratory findings) may be reflected by multiple coding terms. When analyzing an adverse event, sponsors should consider the following:  1. By combining related coding terms, it is possible both to amplify weak safety signals, and obscure important toxicities. For example, the constellation of dyspnea, cough, wheezing, and pleuritis might provide a more sensitive, although less specific, appraisal of pulmonary toxicity than any single term. Conversely, combining terms could mask serious, unusual events with more common less serious events (e.g., constipation might include toxic megacolon).  2. It is important to be aware of the possibility that coding methods can divide the same event into many terms. Dividing adverse event terms can decrease the apparent incidence of an adverse event (e.g., including pedal edema, generalized edema, and peripheral edema as separate terms could obscure the overall finding of fluid retention).  Whenever possible, we recommend that the sponsor, in consultation with FDA, prospectively group adverse event terms and develop case definitions. A prospective approach is particularly important for syndromes that are not well characterized by a single term (e.g., serotonin syndrome, Parkinsonism, drug withdrawal). We recognize, however, that some groupings can only be constructed after the safety data are obtained.     
	· This innovative proposal has great potential merit but requires refinement before implementation.  Absent clear and uniformly accepted definitions for many clinically important conditions, current practice is to adhere rigidly to the reporter’s verbatim term for data codification.  However, there are common situations in which this approach does not produce an optimally medically meaningful output:   
· Investigator misclassification of adverse events using inappropriate or frankly erroneous clinical terms, e.g. reporting of “abnormal LFTs” to describe a patient with jaundice or “acute liver failure” without coagulopathy, encephalopathy, or jaundice.  Analysis of relevant laboratory data, when available, is an important adjunct to the evaluation of such clinical diagnoses.  
· Inconsistent clinical event classification and/or codification practices, e.g. among investigators within the same study and/or project or among sponsors using different adverse event dictionaries and/or codification standards. For example, an identical constellation of clinical signs and laboratory results may be categorized by one reporter as hepatitis, by another as abnormal liver function, by a third as elevated aminotransferases and jaundice, etc. 
The current practice of representing such reports in safety databases strictly in accordance with the reported term results in fragmentation of essentially similar information with consequent loss of clinical utility.  Therefore, PvRM strongly supports the recommendation that FDA collaborate with sponsors to develop harmonized definitions of terms such as those illustrated.  To ensure consistency, this cannot be left to individual sponsors and reviewing divisions, but must be approached uniformly across all sponsors and FDA offices and divisions to enhance the clinical value and minimize the subjectivity of safety term codification. Ideally, since medicinal products are developed and marketed globally, term definitions should also be internationally agreed to ensure their acceptability by regulatory authorities in other jurisdictions.  A limited number of such definitions has been developed (“Reporting Adverse Drug Reactions: Definitions of Terms and Criteria for Their Use” CIOMS, Geneva, 1999).   
· The CIOMS-VI Working Group is currently developing an approach comparable to that proposed in this Concept Paper. The CIOMS-VI draft proposal includes the following: 
· Events of critical importance should be consistently defined for analytical purposes, either using published standard criteria (e.g. acute liver failure) or in consultation with appropriate external experts, to ensure the maximum possible accuracy and consistency in the classification of adverse events and cases. These definitions and the requirements for use of particular terms should be described in detail in the clinical protocol and the safety plan for the product.    
· When an investigator reports an event that is inconsistent with the definition, the sponsor should first discuss the clinical appropriateness of the term with the investigator.  If the investigator does not agree to modify an inappropriate term, the sponsor should classify the case for analysis according to the definition (this eventuality is allowed for in the ICH E2B data specification (field B.5.3 - Sender's diagnosis/ syndrome and/or reclassification of reaction/event). While the occurrence of such significant discrepancies should be exceptional, they must be clearly documented for future analysis and audit, and it is essential that the reporter’s verbatim term be accurately captured and recorded in the database.   
· When reported signs, symptoms, and/or treatment strongly suggest a known clinical syndrome (e.g. chest pain, elevated CK, and acute treatment with a thrombolytic agent), the ICH E2B field B.5.3 may be used to assign the probable diagnosis of myocardial infarction, even if not specifically reported by the investigator.  
· Study AE tables should show both the investigator’s and the sponsor’s terms.  Safety analyses (especially those that result in inclusion in prescribing information) should be based on the sponsor’s assigned diagnosis terms, which are defined and consistent, to avoid erroneous inclusion of investigator-misclassified or vague terms that are not useful to a prescriber.  




	Section IV F. What is the role of subgroup analysis in the safety assessment? 
	As stated above in the comments on lines 161-168 and 174-181, ascertainment of meaningful subgroup differences has profound implications for the size of the database.  Unless the response of a particular subgroup differs very markedly from that of the overall study population, which should be immediately obvious, the number of subjects that could be included in each subgroup is almost certain to be far too small to identify clinically and statistically significant differences. In general, therefore, subgroup analysis should generally be considered exploratory, and any differences observed should be further evaluated in specifically designed studies.



Risk Management Programs – General Comments
As pointed out in the 1999 report of the FDA Task Force on Risk Management, optimal risk management involves the entire health care delivery system, including patients and their non-professional caregivers.  FDA should avoid the trap of attempting to overcome deficiencies in other parts of the system by imposing onerous interventions of uncertain effectiveness in those parts of the system over which it has jurisdiction.  

There are two high-impact innovations that could potentially substantially enhance the optimal therapeutic use of medicinal products with little or no incremental cost.  

The first involves labeling.  From the perspective of product safety and risk mitigation, the most important information for prescribers and patients is who should NOT be treated with a given product.  One of the most useful changes that could be made to the label would be the presentation of contraindications or essential warnings (e.g. dose adjustment for renal impairment, clinically important drug interactions) as the very first information presented in the label, immediately after the name of the product, and before its indications for use.  Physicians typically refer to product labeling only once they have already identified the therapy they wish to prescribe, i.e. the indication is largely predetermined. Since FDA has not yet finalized its proposed revised rules and guidances for the format and content of product labeling, PvRM urges the Agency to seriously consider this proposal. 

The second change involves product promotion by companies.  It is no-one’s interest for patients to receive inappropriate treatment.  Company sales representatives have a unique opportunity to enhance the protection of the public health by emphasizing to physicians the appropriate use of the products they promote, starting with the information described above on contraindications and warnings, i.e. which patients should NOT take the product.  Pharmaceutical company marketing personnel should understand that safety information in labeling is not “bad news” but rather, appropriately used, will help in proper product/patient selection, to everyone’s benefit, including the product manufacturer.  Any minor reduction in sales potentially resulting from such physician education would be more than offset by the reduction in risk to patients and consequently to the manufacturer.  It is noteworthy that Japan has recently instituted a program of mandatory visits to physicians by sales personnel for newly-marketed products, precisely for the purpose of emphasizing their safe use; it will be informative to evaluate the results of this program over the next few years.   

Risk Management Programs – Specific Comments
	Concept Paper - Risk Management Programs
	PvRM Comment


	Lines 20-21.  FDA approval of a product means FDA believes that it is safe and effective for its labeled indications under its labeled conditions of use. 
	This wording is too categorical. The following modification is suggested:  “FDA approval of a product means FDA believes that, based on all available information, when used clinically in accordance with its labeled indications, contraindications, and other specified conditions of use, it will be safe and effective, i.e. the benefits of using the product outweigh the known or anticipated risks associated with its use.”


	Lines 31-35.   FDA considers risk management to be a continuous process of (1) learning about and interpreting a product’s benefits and risks, (2) designing and implementing interventions to minimize a product’s risks, (3) evaluating interventions in light of new knowledge that is acquired over time, and (4) revising interventions when appropriate.
	The concepts of minimization of risk and optimization of benefit-risk balance may appear to be equivalent, but the desired outcome is the latter, not the former.  While the concept of benefit-risk balance resembles an arithmetic expression, with benefit as numerator and risk as denominator, the result is not a ratio.  Risk is unavoidable, and the intrinsic hazards (e.g. the frequency of hepatotoxicity) of any given product are essentially fixed; the focus of risk management interventions must therefore be to ensure that the inevitable hazards associated with the use of any medicinal product (or medical procedure) are outweighed by the anticipated benefit to the patient.  


	Lines 49-50. FDA proposes that the sponsor of every product submitted for approval consider how to minimize risks from the product’s use.
	This statement implies that this would be a new practice, when in fact the entire pharmaceutical development process, in which FDA takes an active role, has for many years done exactly this, as stated in line 53 (“All products have some kind of risk management planning”).  At issue is not whether this is currently being done, but rather how the current process can be improved to optimize benefit-risk balance.


	Lines 80-82.  RMP goals would be translated into pragmatic, specific and measurable program objectives that result in processes or behaviors leading to RMP goals being achieved.
	Ability to quantify the outcomes of RMPs is clearly essential to their success.  However, it is not clear where this information would be obtained.  Assessment in defined centers, such as the CERTS, will in all likelihood not reflect general standards of practice.  The use of other data sources, e.g. HMO databases, may be complicated by privacy concerns (e.g. HIPAA) and by lag times in the availability of data.  The latter would be particularly important when assessing the effects of newly implemented risk management measures, which potentially might not be detectable without significant delay.  


	Lines 85-97.  For example, an RMP goal could specify that no patient with condition A will be given product B. Illustrative examples of objectives for achieving such a goal could include one or more of the following: 
1. Physicians will be fully knowledgeable about the need to withhold product B from patients with condition A 
2. Candidate patients for product B will be fully knowledgeable that condition A is a reason not to take product B, and will know how to (1) inform their prescriber, or (2) help their prescriber detect if they have condition A 
3. Pharmacists will confirm that patients with a product B prescription do not have condition A.
	The examples given are reasonable; however, the question remains of defining an acceptable level of response, given that it is not feasible to expect 100% compliance for all products at all times.  Even the most stringent of current RMPs (e.g. isotretinoin, thalidomide) cannot totally avoid every inappropriate exposure. It is thus essential to prospectively establish an acceptable and achievable compliance level for each program, which will depend, among other things, on the nature and magnitude of the risk and the availability of alternative therapies and backup measures (e.g. termination of pregnancy after inadvertent exposure to a teratogen).


	Lines 122-123. FDA anticipates that for most products that risk management planning will be handled by the information contained in the PI.
	PvRM  strongly supports this position.  As stated previously, approximately 97% of current products have an acceptable balance of benefits and risks without any RM tools other than labeling. This number might possibly be further improved by the label format change suggested in the General Comments on this concept paper, above, together with enhanced prescriber education by company sales representatives.  Thus, before specifying any additional RMP, it is necessary to consider the likely impact on multiple aspects of health care delivery.  Raising the existing barriers to adequate care and increasing the cost burden on an already financially strained system will benefit no-one.  The more products that require specific or customized RMPs, the greater will be the complexity, cost, and burden on personnel and systems, and the higher the potential for error and failure. Therefore, to maximize the effectiveness of RMPs, they must be (a) highly selective and limited in number (b) seen as essential by all users (including third-party payers, who should be willing to accept at least part of the cost to avoid expenses due to an adverse outcome), (c) demonstrably effective at an acceptable cost and (d) systematized, not ad hoc.  


	Lines 132-133. Professional product labeling is an important tool used to communicate risks and benefits.
	It is essential that product labeling be up to date and based not only on historic data but also on current medical knowledge and standards of clinical practice. There are situations where this is not the case, and in which existing labeling regulations and practices may actually obstruct this goal.  One striking example is for many drugs used to treat HIV/AIDS, especially those approved early in the history of HIV therapy. These labels show the results either of monotherapy or of limited combinations, which in no way reflect their current actual clinical usage, making them essentially useless to prescribers and patients.  FDA should consider devising alternative approaches to traditional labeling for such situations, in which prescribers are making benefit-risk decisions without reference to now-irrelevant PIs. 


	Lines 162-170, and many other references in the document concerning the role of pharmacists in RM, e.g. to confirm that a patient with a product B prescription does not have condition A.
	Pharmacists are often optimally placed to monitor appropriate prescribing practices, and most would welcome the opportunity to make an active contribution to patient safety as valued members of the health care team. In the ideal situation, pharmacists in all settings would have access to the tools needed for such value-added activities, together with incentives, time, and facilities to do so. Unfortunately, there is at present a severe shortage of pharmacists, resulting in many working long hours just to fill prescriptions.  It is also essential to note that the majority of pharmacists receive no payment for providing counselling; in the worst case, if a pharmacist applies his or her professional skills to determine that a prescription should not be filled as written and the prescriber concurs, the pharmacist may actually lose all compensation, despite having provided a valuable service.  The current system therefore establishes perverse incentives for pharmacists, and could be seen as rewarding uncritical dispensing and potentially penalizing the most conscientious practitioners.  
Certain types of RMP will create a substantial burden for pharmacists, e.g. various types of “sticker” programs.  As pointed out previously, creating a multiplicity of such schemes will increase the already excessive burden on pharmacists, raising the possibility of actually increasing, rather than decreasing, the number of inappropriate prescriptions dispensed.  
One further practical difficulty lies in the physical layout of commercial pharmacies, which do not provide any facilities for counselling patients privately.  Many patients are appropriately uncomfortable discussing their medical conditions in public.  Immediate solutions to these problems are not obvious.  Pharmacy professional organizations should be consulted for suggested improvements to the current system. 


	Lines 291-308.  FDA recognizes that more than one evaluation method may be necessary to assess an RMP and that trade-offs of validity, accuracy, timeliness, representativeness, biases, societal impositions, and costs may occur. …. The ultimate goal of each evaluation is to ensure that efforts and costs involved in an RMP are expended on effective processes that achieve a positive benefit/risk balance. 
	The last sentence of this section encapsulates the entire rationale of risk management, and should be made the overarching principle of this entire initiative.  It is essential that as far as possible uniform criteria be developed to determine (a) for what products a RMP is required (b) what RMP level (cf. section IV.D) is appropriate (c) what metrics will be available to measure effectiveness of the RMP and (d) what level of RMP compliance will be acceptable (see comment on lines 85-97).  In addition, FDA will need to develop guidelines and mechanisms, e.g. via the Risk Management Advisory Committee, to ensure consistency across different divisions in decisions on and uniformity of approaches to the necessity, development, implementation, and evaluation of RMPs.   Examples should be sought from other areas, e.g. the transportation industry, and from different jurisdictions (e.g. the reduction in acetaminophen overdoses with consequent hepatic injury in the UK).  Simplicity and uniformity of implementation are key to effectiveness; it is very likely that the success and effectiveness of any risk management program will be inversely proportional to its complexity. 


	Lines 426-430.  Where applicable and possible, the goals, objectives, and level section of the RMP would discuss potential unintended and untoward consequences of the RMP, particularly if there are therapeutic alternatives with similar risk profiles. In such a situation, an extensive RMP for one product in a therapeutic class may unintentionally encourage the use of equally risky products that do not have an effective RMP.  
	This potential pitfall requires amplification.  As stated in the PvRM comment on unanticipated interactions in the Premarketing Risk Assessment Concept Paper, there are established products that, if approvable at all under current standards, would require high level RMPs.  Given the extensive clinical experience with such products, in some cases over many decades, it is probably unnecessary for FDA to require RMPs for them at this stage.  However, as FDA states, requiring an extensive RMP for a new product that may actually be substantially safer than an existing one could deter prescribing of the safer new product because of the additional activities and costs associated with the RMP.  In this situation, and if supportive data are available, prescribers should be made aware that the newer product may be preferable to extant products, at least for certain patients, despite (or perhaps even because of) the availability of the RMP. Capturing, evaluating, and disseminating such information will require the development of new regulatory tools. 



Risk Assessment of Observational Data – General Comments

One of the most important omissions from this Concept Paper is the utility of therapeutic use (phase IV) trials in validating the safety profile of a newly approved product, although the topic was addressed in the May 1999 Report to the FDA Commissioner on “Managing the Risks from Medical Product Use”.  Most sponsors conduct reasonably extensive therapeutic use (TU) studies for newly-approved products, typically in many times the number of patients studied in registrational clinical trials, who also have concomitant illnesses and treatments which frequently preclude participation in those studies.  These characteristics permit additional characterization of known signals and identification of potential new signals such as rare ADRs and/or drug interactions during real world clinical use of the product, as well as allowing some assessment of physician compliance with labeling and patient compliance with treatment.  TU studies can be considered as basically equivalent to the Large Simple Safety Studies described in the Premarketing Risk Assessment Concept Paper.  Assessment and reporting of these studies is relatively simple and not excessively burdensome to sponsors. Despite the limitations of TU studies (including the absence of a true control group, inexperienced investigators, and limited oversight of data quality), the results should allow more targeted approaches to other activities, e.g. pharmacoepidemiology studies or active surveillance programs.
Risk Assessment of Observational Data – Specific Comments
	Concept Paper - Risk Assessment of Observational Data etc.
	PvRM Comment


	Lines 84-88.  The intensity and method of case follow-up would be driven by the seriousness of the event reported, its origin (e.g., healthcare provider, consumer, literature) and other factors. The most aggressive follow-up efforts would be directed towards validating serious, unexpected adverse event reports that lack details deemed important for case assessment. 
	Good pharmacovigilance practice requires the closest scrutiny of those events that represent possible new risks to patients, typically serious, unexpected events.  However, FDA’s proposed new regulations and guidances for product labeling could confound the intent of this otherwise appropriate proposal.  The Draft Guidance for Industry on the Content and Format of the Adverse Reactions Section of Labeling for Human Prescription Drugs and Biologics (Federal Register Vol. 65, No 120, June 21, 2000) proposed that “In general, events that would be expected to occur in the observed or studied population at a similar frequency absent drug therapy … should be omitted.”     Leaving aside the question of whether such information may or may not be useful to prescribers, and the substantial impact on regulatory reporting requirements, this proposal for labeling, taken together with the identification of events requiring aggressive follow-up, creates a potentially enormous problem for both sponsors and health care providers. In general, the reporting pattern of spontaneous adverse events is very similar to that of the totality of adverse events observed in clinical trials and currently reflected in most product labels.  Implementation of the proposal to exclude from labeling adverse events that occur commonly in the clinical trial population but are not attributed to study therapy will result in a marked increase in the number of adverse events that will have to be considered as unexpected, including many that are serious and occur commonly in seriously ill patients (e.g. diabetes, cancer, severe infections, heart failure, etc).  Requiring aggressive follow-up for all such “unexpected” events, that were observed in clinical trials but excluded from the labeling of products used in the treatment of these patients because of comparable incidences in active and comparator groups, would be a very undesirable use of scarce resources, of little or no value, and potentially counterproductive.  Health care professionals would become even more reluctant than at present to report suspected ADRs if they were subjected to repeated, aggressive requests for further information; this reluctance will be exacerbated by the provisions of HIPAA.  Sponsors would have to dedicate substantial numbers of highly qualified personnel to this pursuit, potentially compromising their ability to gather additional information needed for assessment of truly relevant events.   Finally, FDA would receive a greatly increased volume of esssentially irrelevant expedited AE reports, affecting its ability to conduct appropriate pharmacovigilance by markedly decreasing the “signal to noise” ratio.  However, if despite these difficulties FDA eventually decides to limit safety information in prescribing information to suspected adverse drug reactions only, PvRM recommends the development of alternative approaches for dealing with adverse events that occur frequently in both the treated and background populations and are therefore considered unlikely to be adverse drug reactions.  For example, an additional section of the label could be created to contain those common events that would be considered “expected” for the purposes of regulatory reporting, or the label might omit those events entirely while the manufacturer and FDA agreed at the time of NDA approval and in ongoing periodic safety reports what common events would be considered expected and thus not subject to aggressive follow-up and/or expedited reporting. 


	Lines 124-128.  Generally, case definitions would be developed to provide consistent characterization of the adverse events in question and to facilitate retrieval of all clinically relevant cases from the database. In addition, datamining techniques may be applied to the database to identify relevant cases. 
	PvRM endorses the proposal to develop standardized case definitions, as previously stated in the comment on Section IV.A of the Concept Paper on Premarketing Risk Assessment.  The application of data mining techniques to identify relevant cases is problematic (see also comment below on lines 464-466).  Various regulatory authorities, non-governmental organizations (e.g. WHO), and commercial software vendors have developed tools for safety data mining based on a variety of statistical models and approaches, all designed to detect apparently disproportionate frequencies of product/event associations in the absence of a prespecified hypothesis.  Although these techniques are intriguing, they have a variety of limitations and their prospective validity has not yet been clearly established.  The results of numerous presentations given to date suggest that false positive signals are common, and often reflect nothing more than comorbidity in the treated population.  The caveats presented in lines 276-286 of this Concept Paper concerning estimation of incidence  and reporting rates provide support for continued exploratory use of these tools, but no position concerning their utility and applicability should be taken until reasonable consensus criteria can be developed to determine when a signal derived from data mining can be considered valid.


	Lines 196-200.  A sponsor could initiate a registry at any time. The decision to establish a registry would include consideration of the type of additional risk information desired and the feasibility of establishing the registry. It may be appropriate to initiate the registry at the time of initial marketing, when a new indication is approved, or when there is a desire to evaluate safety signals identified from spontaneous case reports. 
	It would help sponsors to decide when to propose or initiate a registry if FDA could provide examples of situations in which registries have been found to be useful for safety assessment and patient protection, and when they have not.  Examples include clozapine and hematological monitoring; however, numerous other registries exist, especially for pregnancy, but information on their effectiveness in ascertaining and, more importantly, modifying safety outcomes is not widely available.  


	Lines 288-296.  To provide context for incidence or reporting rates, it is helpful to have an estimate of the background rate for the event being evaluated in the general population or ideally, in a subpopulation with characteristics similar to that of the exposed population (e.g., premenopausal women, diabetics). Comparisons of incidence or reporting rates to background rate estimates would ideally take into account potential differences in the data sources used to derive the incidence or reporting rates compared to those used to derive the background rate. While the extent of under-reporting is unknown, it is usually expected to be substantial. As a result, a high reporting rate may, in some cases, be a strong indicator that the true incidence rate is sufficiently high to be of concern. 
	Knowledge of background occurrence rates, especially for relatively uncommon events, in a population directly comparable with that exposed to the product of concern, is essential for interpreting adverse event reporting rates and estimated incidence rates in the treated population.   As discussed previously in regard to lines 218-221 of the Premarketing Risk Assessment Concept Paper, FDA is uniquely placed to obtain such data with extraordinary accuracy from the control populations in the NDA and BLA datasets in its archives.  The JANUS initiative within CDER should facilitate this in the future.  As stated previously, sponsors should allow their proprietary submission data to be used to develop these critical safety assessments, which may be difficult or impossible to obtain from other sources.   
The issue of under-reporting warrants further discussion.  First, a high reporting rate in the presence of a known high population background rate is difficult to interpret.  The effect of inclusion in or exclusion from labeling of such events, as discussed under lines 84-88 above, is also unknown, but it is reasonable to presume that it will have at least some effect on reporting rate.   FDA personnel have stated on many occasions that the overall spontaneous reporting rate reflects 10% or less of the actual incidence rate.  In one situation, FDA inferred the existence of a significant risk to public health based on this extrapolation and suggested an immediate labeling change reflecting the estimated actual incidence rate.  In this case, the event had a spontaneous reporting rate for the suspect product of approximately 1/250-300,000 patient years.  FDA proposed label wording suggesting that the actual rate could be at least five times higher, or about 20x higher than the estimated event background rate in the US population of ~1/106 person-years. To address this issue, the product’s sponsor conducted two independent external studies. The first was a very large pharmacoepidemiology study that, although of limited precision, concluded that the absence of any cases among the exposed patients supported an estimate of an actual rate of between 0 and approximately 90/106 person-years.  The second study was a retrospective analysis of several hundred patients with the event of concern, representing a substantial proportion of the entire US incidence; the study product was not identified as suspect in any of them.  It is noteworthy that for several of the cases the company safety department actually received multiple notifications from different reporters. An independent clinical expert estimated that in the US, it was probable that the majority (80%+) of occurrences of this drug-event combination would have been reported. This assertion, together with the incidence rate estimates derived from the studies, received further  support from a constant event reporting rate, with no evidence of any “spike” in numbers of reports despite publications in the medical literature, addition of a boxed warning to the product label, and the issuance of safety notifications to healthcare professionals in several countries.  Although it is clear that spontaneous reporting rates cannot be used to ascertain true incidence rates, the foregoing example illustrates that a single point estimate of reporting ratios for all types of event is probably not valid. It can probably be stated with reasonable confidence that the more severe the event and/or outcome, and the more obviously it appears to be drug-related (i.e. the less common it is in the population and the less likely it is to have an alternative explanation), the more closely the reporting rate will approach the incidence rate.  Rather than asserting that the incidence rate is 10x higher than the reporting rate across the board, it would be extremely helpful and informative for FDA to conduct studies comparing the incidences in appropriate databases of known adverse reactions of varying degrees of severity with the corresponding number of reports in AERS over time.


	Lines 414-421.  For a product (1) without safety signals identified pre- or post-approval and (2) for which at risk populations are thought to have been adequately studied, the pharmacovigilance plan at the time of launch may simply propose that routine spontaneous reporting is sufficient for postmarketing surveillance.  For products (1) with safety signals identified pre- or post-approval, or (2) for which at-risk populations have not been adequately studied, FDA may determine that additional safety information would help to more precisely characterize the product’s risk profile. 
	It is almost inconceivable that any potent compound, even in a well-studied molecular class, could have NO identified safety signals pre- or post-approval.   Similarly, it is difficult to envisage situations where pre-approval studies would be considered fully adequate for safety purposes.  The issue thus becomes one of identifying signal thresholds for determining what measures are appropriate in addition to routine postmarketing surveillance. In this context, it bears repeating that the current passive surveillance system has functioned quite well overall for hazard detection, raising the question of how much additional effort, and for how long, is warranted for the “average” new product, since it is a truism that “additional safety information would help to more precisely characterize the product’s risk profile.”  As stated previously in comments on the proposals for RMPs, there must be a balance between the effort and cost expended on these activities and their anticipated benefit. Submitting expedited reports for specified types of expected events creates no significant additional burden, especially using electronic ICSR submission, but some of the other suggested interventions, such as active surveillance (see also comment below on lines 474-475), pharmacoepidemiology studies, and registries, are both far more burdensome and of unproven value for the vast majority of new products.  FDA should thus at a minumum perform pilot studies, perhaps in conjunction with those suggested in the comment on lines 288-296, above. As stated in the General Comments on this concept paper, one important and potentially useful tool that appears to have been omitted from this Concept Paper is the use of therapeutic use (phase IV) studies to provide additional characterization of identified safety signals and identify potential new signals.  Most sponsors conduct reasonably extensive therapeutic use studies of their newly-approved products, which could be seen as similar to the Large Simple Safety Studies proposed in the Premarketing Risk Assessment Concept Paper. Since sponsors are already conducting these studies, it would be relatively simple and not excessively burdensome to use them as a tool for ongoing safety assessment.   The results of such studies would allow some of the more onerous activities, such as pharmacoepidemiology studies or active surveillance programs, to be more targeted and focused, with substantial advantages in utility of results, time, and cost. 


	Line 462. 1. How can the quality of spontaneously reported case reports be improved? 
	It is impossible to address this immense topic in anything but a cursory and superficial fashion. Some steps to ameliorate or remove obstacles to quality reporting, not in order of feasibility or importance, could include: 
· Altering the judicial climate from the current fault-based compensation “lottery” to a no-fault system, coupled with replacement of jury trials by panels of experts with the skills and knowledge required to assess the highly technical and often gray areas of medical injury, including those caused by drugs 
· Creating a climate in which physicians, pharmacists, and other health care professionals (a) understand the public health importance of reporting SADRs (b) have the time and commitment to provide full data on SADRs to manufacturers or FDA (c) are not penalized for reporting medical mishaps or errors (d) explaining the effect of HIPAA to potential reporters
· Encouragement by company sales representatives of physicians to report SADRs for all products 
· Feedback to reporting physicians, e.g. by notifying them of the outcome (report disposition, label change, etc,) of SADRs they have reported 
· Training in medical school curricula on the importance of continuous drug safety assessment for public health protection 
· Modest expense reimbursement to physicians and/or CME credit for time taken in providing follow-up information on SADRs

There is an additional consideration that should be taken into account in considering report quality.  Companies generally receive two distinctly different types of AE report; while no actual figures are available, there is consensus among company drug safety personnel that the majority of reports originate from a request for medical information, i.e. an inquiry from a physician searching for the cause of an unusual clinical occurrence in a patient, typically in the form of “Has [event] been reported in association with [product]?  In many cases, the event in question is labeled for that product, but the reporter may describe other incidental aspects of the patient’s clinical course that are not labeled.  Under current regulations, companies are obligated to treat the latter as adverse reactions to their product, with all the attendant regulatory consequences. Such queries may be directed to manufacturers of multiple concomitant medications taken by a single patient.  Although the reporter’s index of suspicion for events of this type is presumably lower than the much less common scenario in which a physician specifically informs a manufacturer (or FDA’s MedWatch program) that its product is suspected of causing an adverse event, these two types of reports are not differentiated either by manufacturers or the FDA.  Reports of actual suspected ADRs may be more likely to be received from patients themselves, pharmacists, and other non-physician health professionals, who may not understand the full clinical picture, may have no access to clinical records, and thus may not be in an appropriate position to judge causality.  Thus, an additional suggestion for improving report quality would be (1) to ascertain from reporters the reason for their contact (i.e. to report an SADR vs. to evaluate a differential diagnosis) (2) to differentiate between primary and secondary (incidental) events and (3) to focus follow-up activities primarily on events specifically reported as SADRs and secondarily on primary non-SADR events, with little or no follow-up required for incidental non-SADRs, which not infrequently determine the regulatory disposition of the case.


	Lines 464-466.  2. What are possible advantages or disadvantages of applying datamining techniques (e.g., empirical Bayesian techniques, proportional reporting ratios) to spontaneous reports databases for the purpose of identifying safety signals? 
	The effectiveness of data mining for detecting important safety issues before they are identified by traditional passive pharmacovigilance has not yet been established. Thus, while these tools certainly warrant further exploration and evaluation, it would be premature to include them in any regulation or guidance (see also the comment on Lines 124-128 above).  The question posed has scientific and regulatory components, both of which are also dependent on context.  Regulatory authorities are better placed to explore spontaneous data than pharmaceutical companies for the following reasons:  
Regulatory Authority

Pharmaceutical Company  

Has current data on all products, can compare reporting rates for similar products
Has current data only for its own products, real-time comparisons not available   

Can request additional cases from multiple manufacturers, e.g. those not yet submitted in a periodic report
Cannot obtain current and/or complete comparator information from FDA  
Has no obligation to act before signal is characterized
Mandatory reporting of signals to regulatory agencies (FDA + globally) which may act (e.g. label change) without proper signal characterization (false positive)  
No legal liablility; can observe and wait for signal confirmation
Potentially legally liable when signal is first detected but not necessarily confirmed   


	All of the above issues are complicated by the problem of false positive signals.  Strong signals of medically important events will usually be obvious simply by inspection of the data by a competent reviewer.  Data mining may be useful for detecting relatively weak signals (e.g PRR 1.5-3.0), but these have a much greater likelihood than strong signals of being false positives due to confounding, e.g by population comorbidity.  The ability to identify confounders and separate true from false positives will depend on the accuracy and completeness of the reported data, which is a known problem with spontaneous reports, and on the availability of accurate background rates in a comparable untreated population.  Companies would nevertheless be obligated to dedicate substantial resources to evaluate such findings, and to report them to multiple regulatory authorities, many of which lack FDA’s understanding of the strengths, limitations, and meaning of data mining results.  There is also potential for a negative impact on the effectiveness of the current pharmacovigilance system if multiple manufacturers were to submit many reports of unconfirmed signals for their products, all of which would require analysis and evaluation by both companies and regulators.  While it could be argued that such reports should not be submitted prior to signal confirmation, in practice this would not be feasible, absent agreed criteria for determining what constitutes a confirmed signal and when the regulatory reporting “clock” starts.  Finally, since data mining is entirely dependent on the accuracy of the dictionary terms used to represent cases, the effect of codification methods on data output and signal detection must be considered.  At present, FDA applies its own codification standards to all reports entered into AERS. However, these standards have evolved over time; thus, not only is the codification of cases in AERS substantially differently from those in the previous SRS, but in fact cases entered into AERS since 1997 have been codified using changing standards. This issue will become more pronounced once FDA implements electronic ICSR submission by manufacturers, which currently have widely disparate codification practices.  The ICH MedDRA® Term Selection Points to Consider document provides helpful guidance, but is insufficiently specific to be considered a fully adequate codification guideline.   For all the above reasons, PvRM encourages FDA to share with industry more of its experience in this area, particularly the ability, if any, to detect medically important signals notably earlier than by traditional passive surveillance. 



	Lines  468-469.  3. What are possible advantages or disadvantages of performing causality assessments at the individual case level? 
	For regulatory reporting purposes, every spontaneously reported SADR is considered at least possibly related to the suspect product (see also comment on Line 462 above regarding different types of spontaneous report).  However, for proper clinical assessment, it is obviously essential to consider the evidence for and against a causal association. Various criteria and algorithms have been proposed in an attempt to standardize attribution.   All have limitations, but the most serious impediment to good causality assessment is inadequate data. Efforts to obtain complete and accurate data, at least on events of major clinical significance, will enhance the ability to assess causality, to the overall benefit of all parties.  FDA does not require manufacturers to assess causality for individual cases; rather, current regulations permit a causality disclaimer, primarily for legal reasons.  While it may be argued that individual case causality assessment is desirable, manufacturers cannot be expected to provide it if this would create a legal liability in the US.  
As indicated above, various criteria and algorithms for causality assessment have been developed in an attempt to eliminate reviewer subjectivity as far as possible.  However, none of them is accurate in every case, and their application requires varying levels of subjective judgement. Their utility is further limited by the fact that, unless there is no temporal relationship between the event and exposure to the product, most of them will give at least a “possibly related” result.  It is unusual to have information, such as the result of rechallenge, that would allow assessment of a higher level of attribution.   
Causality assessment is an art, not a science, and is generally most useful in the evaluation of case series, rather than individual case reports.  However, if FDA should required it in the future, manufacturers should not be held liable for differences of opinion with FDA assessors, provided that the individual providing the company assessment is appropriately qualified and trained.   Some form of legal protection would also be needed. 


	Lines 474-475.  5. Under what circumstances would active surveillance strategies prove useful to identify as yet unreported adverse events?
	The caveats expressed above in relation to data mining also apply to this concept.  Without an a priori hypothesis, it is difficult or impossible to make meaningful assessments of sporadically occurring clinical events, especially if the background rate in the appropriate reference population is unknown. Therefore, the circumstances in which such strategies might be useful cannot readily be determined, and FDA should hold in abeyance any proposals to require active surveillance until additional experience has been gained with the other tools proposed in this and the companion Concept Papers. 


	Lines 477-478. 6. Under what circumstances would additional pharmacoepidemiologic studies be useful? 
	Pharmacoepidemiology (PE) studies will have different uses at different stages of an approved product’s clinical use.  During early clinical use of a new product, when the number of patients treated is increasing rapidly within a fairly short period, the number of treated patients in any reasonably accessible databases is unlikely to be sufficient to allow any conclusions to be drawn regarding uncommon SADRs. Thus, in this phase, the most appropriate use for PE studies would be to establish the background rate of any events of concern in a relevant reference population (i.e. one that matches the demographic and clinical profile of the treated population) to allow spontaneously reported events to be put into an appropriate clinical context.  Such analyses should be included in the product pharmacovigilance plan. Later in a product’s life cycle, when hundreds of thousands or millions of patients have been treated, databases should contain adequate numbers of patients to permit formal analysis of signals identified by more traditional methods, particularly the quantitation of comparative risks and the detection of drug interactions.   In general, though, PE studies should be reserved for hypothesis testing, not for signalling or hypothesis generation.
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