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It May Concern: 

Thank you for the op~o~unity to share comments on the FDA’s draft “Guidance for 
rial Sponsors on the Establishment and Operation of Clinical Trial Data 
g Committees.” As a key player in the medical device market, we 

understand and appreciate the need for constant vigilance when it comes to scientific 
integrity in research studies, and we support the FDA’s efforts to ensure that results of 
clinical studies remain unbiased in order to maintain a high standard of patient safety. 
We have three main concerns, however, with t oposal for data monitoring 
committees (DMCs) as they relate to industry- studies. 

Concern #l: Too many of the medical device trials will appear to require 
because there is not a clear distinction between public-sponsored studies (such as 
those conducted by the National Institutes of HeaIth) and industry-sponsored 
studies (such as those conducted by Medtronic). The opportunity for 
~isi~te~pretatio~ of the guidelines is high. 

According to the FDA guidefines, the DMC concept was established for large, 
randomized, multi-site studies that evaluate intervention to prolong li 
risk of a major adverse health outcome. The guidelines also state that DMCs are not 
needed for every clinical study, but they are recommended in the following situations: 
i When there is high risk to the patient (section 2.1) 
m In long-term trials (section 2.2) 
m To assure scientific validity of the trial when changes (due to internal and external 

factors) can create biased results (section 2.3) 
8 Where interim analysis is planned (section 2.3,4.41,6.3,6.6 and 7.2) 
m In Phase I and early Phase II studies (section 4.4.2) 
m For expedited regulatory review (section 5.2) 
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Most of the clinical studies conducted by device manufacturers fall into one or more of 
these categories. Thus, if this guideline is enacted, most device companies will be 

ed to use DMCs for their trials. In addition, the FDA already plays a 
significant role in reviewing scientific validity of device trials, which is different from 
NIH-sponsored studies. We believe this redundant use of DMCs for industry- 
sponsored device trials would result in duplication of efforts, possible overuse, and 
avoidable time and expense. 

We believe the guidelines need to clarify the circumstances in which a 
required and recommend that DMCs be established only for the first two situations in 
the case of industry-sponsored clinical studies. All other situations should be left to the 
sponsor’s discretion, based on that company’s cost/benefit analysis. 

Concern #2: The role of DMCs must be more flexible in order to acknowledge the 
unique needs inherent in industry-sponsored trials, including those related to 
blinded studies, 

The C guidelines, as currently expressed, assume t at all ~nformatio 
recefves from studies must be masked (or blinded) fro the sponsor, and th 
must be totally independent from the sponsor. While this model prevails in 
sponsored clinical trials, the very nature of device studies makes it very di 
ensure even single-blinded studies, because many elements of the data, b 
randomization assignment, might reveal the treatment group. In addition, 
regulations in place, such as 21CFR812, that require sponsors to isolate factors related 
to observed adverse events. Sponsor monitors must verify randomization and 
appropriate device functions at investigational sites, 

J. Herson, in his 1993 article in Statistics in Medicine, pointed out t 
difference between NIH-sponsored trials and industry-sponsored trials in the table 
shown here. 

Table I. Characteristics of Clinical Trials bv Sponsorship 

NIH-sponsored Industry-sponsored 

duration, one trial shorter duration than NHLBI, but the 
new drug application would consist 
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Because the FDA and device companies already share a vital role in assuring proper 
conduct and scientific validity of industry-sponsored studies, the DMC should have a 
more limited role in industry-sponsored trials than in public-sponsored studies. 
Depending on the criticality and risk level of a study, industry sponsors must have 

r establishing DMCs with fess independence than the one currently 
suggested. Although we recognize the value of a DMC in certain circumstances, we 
believe that in most studies, more practical measures can be taken to achieve the same 
results. 

Concern #3: Recognizing the need to balance the goal of patient safety with the 

need for independent evaluations, we believe that the use of independent 
statisticians should be an option, not a requirement, for sponsors. 

We disagree with the draft guideline recommending that independent statisticians 
perform interim analyses. Hiring statisticians independent from the sponsor may result 
in less reliable data, an increased chance of misinte~reting data and delayed 
submission of trial results. We recommend that the use of independent statisticians be 
described as one of many options available for the sponsor to minimize bias when 
DMCs are employed. It is the sponsor’s responsibility to demonstrate that bias issues 
are adequately addressed, whether a DMC is used or not. 

Section 6.4 of the draft guidance suggests “the integrity of the trials e best protected 
when the statistician preparing unblinded data for the DMC is external to the sponsor.” 
We think it is naive to believe that DMCs are the panacea for bias, Issues of supply 
and demand of qualified DMC members, conflict of interest, the need for confidential 
handling of proprietary data by independent statisticians, lack of detailed knowledge of 
the device, and the financial relationship between contractor and sponsor can certainly 
introduce bias. Companies may need exclusivity clauses in contracts with DMC 

ers who also work for competitors. 

Based on the FDA’s recommendation, the role of internal statisticians will diminish, 
and the activities of independent statistical consultants will increase. Companies may 
end up hiring contract research organizations to do work formerly managed in house. 
Because there is a finite supply of people qualified and available to serve in this role, 
and because larger drug companies may monopolize available resources, there may be 
additional costs and time delays for the submission of clinical device results. 

The suggestion of independent statisticians may have come fro 
Coordinating Center model, which is becoming more competit 

studies. We suspect some of the motivation for having academic statisticians 
serve in the independent statistician/DMC role comes from a perceived opportunity, 
but we question whether clinical studies will be a top priority for academic statisticians 
with teaching or research responsibilities of their own. 
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elieve strongly in maintaining high standards of quality in our clinical studies and 
worry that the use of independent statisticians may compromise that quality. Device 
studies are very complex and need engineering experts to interpret device 
performance. Also, the development of technology moves very quickly, resulting in 

for clinical research to be conducted in a timely fashion. Statisticians and 
rdinating activities must be fully integrated into the sponsor’s organizations in 

order to address these needs. In-house statisticians have an m-depth knowledge of the 
products and their possible clinical outcomes. Thus they are able to provide a better 
assessment of the quality of data and a more effective response to data management 
issues IJsing independent statisticians will only create a heavier burden for sponsoring 

nies and slow down the submission process, thus compromising the speed with 
new products get to market. 

Patient safety is our main concern. By conducting safe, effective clinical trials and 
getting new, advanced products to market quickly, we can save lives. 

elp us do that. We are not arguing that DMCs are no a good idea, but rather 
be used judiciously. They must be clearly defined. T 

enough to acknowledge the differences between public-sponsored and industry- 
sponsored trials. They can’t create a burden on industry by adding substantially to a 
company’s cost or the time it takes a product to get to market. With those caveats in 
mind, we ask that you consider our suggestions for changes to the draft document 
‘“Guidance for Clinical Trial Sponsors on the Establishment and Operation of Clinical 
Trial Data ~onitorjng Committees.” 

Sincerely, 




