
 

 

August 27, 2012 

 

Jerry Menikoff, M.D., J.D. 

Director 

Office for Human Research Protections 

Department of Health and Human Services 

1101 Wootton Parkway 

Suite 200 

Rockville, MD 20852 

 

RE: Decision Memo for Transcatheter Aortic Valve Replacement (TAVR) (CAG-00430N) 

 

Dear Dr. Menikoff: 

 

Public Citizen has received your July 18 response to our February 28, 2012 letter objecting to 

some aspects of the Centers for Medicare and Medicaid Services’ (CMS’s) February 2, 2012 

proposed decision memo for coverage of TAVR. In our letter, we objected to the proposed 

requirement for Medicare beneficiaries to participate in a research registry as one of the 

conditions of coverage for TAVR because such a policy fails to comply with the requirements 

for obtaining informed consent for research under the Department of Health and Human Services 

(HHS) regulations for the protection of human subjects at 45 C.F.R. § 46.116. In particular, we 

noted the following: 

 

(1) The decision memo failed to stipulate that the informed consent of the subjects for 

participation in the registry research will be obtained in accordance with these HHS 

regulations; 

(2) By restricting coverage for TAVR only to Medicare beneficiaries who agree to enroll in 

the research registry, the informed consent of the subjects will not be obtained under 

circumstances that minimize the possibility of coercion or undue influence; and  

(3) Medicare beneficiaries who refuse to participate in the research registry will be penalized 

(i.e., they will be denied coverage for TAVR treatment of severe symptomatic aortic 

valve stenosis with a device approved by the Food and Drug Administration [FDA] for 

that use), in direct violation of the requirements of HHS regulations at 45 C.F.R. § 

46.116(a)(8).  

 

While we are greatly disappointed by the Office for Human Research Protections’ (OHRP’s) 

conclusion that requiring participation in a research registry as a condition of coverage for 

TAVR does not constitute a violation of the informed consent requirements in the HHS 

regulations for the protection of human subjects at 45 C.F.R. § 46.116, we were not surprised. 

This decision reflects an ongoing trend spanning several years during which the leadership of 

OHRP — and, more broadly, HHS — has taken stances that place a higher priority on protecting 
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the interests of the HHS agencies, research institutions, and investigators than protecting the 

rights and welfare of human subjects.  

 

Although OHRP’s interpretation of the relevant provisions of 45 C.F.R. § 46.116 appears to be 

legally defensible given the language of the regulations, the regulatory language certainly allows 

for alternative interpretations that would (a) be more consistent with the ethical principle of 

respect for persons as articulated in the Belmont Report;
1
 (b) still be legally defensible; and (c) 

most importantly, better protect the rights of human subjects. Such interpretations of the 

regulations would align with our views.  

 

Moreover, even if alternative interpretations of the regulations were not legally defensible, CMS 

as a matter of policy could have chosen to adopt an alternative approach for implementing the 

research registry for TAVR under which (a) the voluntary informed consent of the subjects of the 

proposed research registry for TAVR is obtained in accordance with all requirements of the HHS 

regulations at 45 C.F.R. § 46.116 and (b) the few Medicare beneficiaries who may decline to 

consent to such research are not denied coverage by CMS for their TAVR procedures.  

 

While OHRP asserts that the registry design as proposed by CMS is ethical, we believe our 

suggested approach would be considerably more ethical because it would (a) be most respectful 

of all Medicare beneficiaries who are appropriate candidates for treatment with TAVR and thus 

potential human subjects of the research registry — including many who could not afford to 

undergo the TAVR procedure without Medicare coverage — (b) expand the opportunity for all 

such Medicare beneficiaries to receive the potential benefits of this treatment, regardless of their 

willingness to be in research; and (c) still allow CMS to efficiently collect the additional 

evidence it seeks regarding the safety and effectiveness of TAVR, because nearly all potential 

subjects are likely to agree to participate in the registry. 

 

OHRP should have taken the moral and ethical high ground and used its position of leadership 

and authority within HHS with respect to the protection of human subjects to persuade CMS to 

adopt such an alternative approach — even if, in OHRP’s opinion, it was not legally required to 

do so. Your letter implicitly suggests that OHRP either lacks such leadership and authority 

within HHS or chooses not to wield it. 

 

While acknowledging that the TAVR research registry involves no more than minimal risk, we 

note that under OHRP’s interpretation of the HHS regulations for the protection of human 

subjects, CMS could have additionally required, as a condition of Medicare coverage, that all 

Medicare beneficiaries undergoing TAVR participate in greater than minimal risk research 

involving other invasive procedures that would not otherwise be clinically indicated (e.g., 

research that involves serial right- and left-heart cardiac catheterization procedures at three-

month intervals following the TAVR procedure, to measure cardiac hemodynamic parameters in 

the absence of clinical indications for such tests).  

 

Furthermore, under OHRP’s interpretation, CMS could broadly expand its policy to apply to all 

medical care covered by Medicare, thus requiring all beneficiaries to have their identifiable 

private information related to such care placed in a research registry.  
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Finally, there is one issue that OHRP’s letter fails to address: Will the informed consent of all 

human subjects enrolled in the CMS-mandated research registry in fact be obtained, or will 

OHRP permit an institutional review board (IRB) to waive these requirements? We note that the 

final CMS decision memo for TAVR
2
 is ambiguous in this regard. The discussion of the public 

comments on the proposed CMS decision memo in part reads as follows: 

 

Two commenters ask CMS to confirm that it does not intend to require facilities to seek 

informed consent from patients for entry of data into the registry. These commenters note 

that the STS database receives no federal funds and is not engaged in federally regulated 

activities so it is not subject to the Common Rule and thus not required to obtain 

informed consent from parties. One commenter also notes that the [American College of 

Cardiology’s] [National Cardiovascular Data Registry] registries have qualified for a 

waiver of the informed consent requirement under 45 CFR Part 46. The two commenters 

further explain that the Office for Human Research Protections (OHRP) has clarified that 

sites collecting identifiable patient information in the course of clinical care that submit 

to external researchers are not engaged in human subjects research and thus not required 

to obtain informed consent to patients. … 

   

CMS Response: We appreciate the importance of human subjects protection as well as 

the opinions expressed by OHRP regarding under what circumstances informed consent 

is required or may be waived by an institutional review board. As such, we have inserted 

language into the final decision that addresses the protection of human subjects and the 

need for researchers and registry operators to ensure they are compliant with any 

regulations pertaining to the protection of human subjects. We have discussed with 

OHRP the issue of whether making participation in the registry a condition of coverage 

for TAVR would be a violation of the informed consent requirement under 45 CFR 

46.116 that requires investigators to seek informed consent only under circumstances 

that minimize the possibility of coercion or undue influence. OHRP has clarified that 

such a condition of coverage would not violate the requirements of 45 CFR Part 46 

[italics in original].  

 

The above CMS response fails to definitively respond to the two referenced commenters 

regarding whether the informed consent of all human subjects of the research registry mandated 

by CMS must be obtained or instead may be waived.  

 

We do note that the conclusion section of the final CMS decision memo does state that the 

registry must comply “with relevant regulations relating to protecting human research subjects, 

including 45 CFR Part 46 and 21 CFR Parts 50 & 56.” This language suggests that informed 

consent will be obtained from all subjects enrolled in the registry, particularly since the cited 

FDA regulations do not provide a permissible exception to the FDA’s informed consent 

requirements for this research. However, unlike the discussion of CMS coverage for TAVR in 

the setting of certain clinical trials testing TAVR for a use not expressly listed as an FDA-

approved indication, the discussion of the research registry in the conclusion section does not 

explicitly state that informed consent of the subjects is indeed required. It is also unclear whether 

FDA regulations at 21 C.F.R. §§ 50 and 56 apply to the TAVR research registry. 
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As we stated in our February 28 letter, although the HHS regulations at 45 C.F.R. § 46.116(d) 

provide an avenue for IRBs to waive the requirements for obtaining informed consent, the third 

criteria for such a waiver — the research could not practicably be carried out without the waiver 

— would not be satisfied for the proposed research registry. The informed consent of the 

prospective subjects for enrollment in the registry could be easily obtained at the time they 

present for their TAVR procedure or sooner.  

 

Furthermore, it is highly likely that nearly all Medicare beneficiaries eligible for treatment with 

TAVR with the Edwards SAPIEN Transcatheter Heart Valve (or any future TAVR devices 

approved under a premarket approval application by the FDA) would agree to participate in the 

research registry. Thus, loss of results from the few patients who decline to volunteer to 

participate in the research registry is unlikely to lead to significant bias that would adversely 

affect the research.  

 

In fact, if (a) OHRP maintains its conclusion that requiring participation in a research registry as 

a condition of coverage for TAVR does not constitute a violation of the informed consent 

requirements in the HHS regulations for the protection of human subjects at 45 C.F.R. § 46.116 

and (b) CMS refuses to use its policy flexibility to allow patients who decline participation in the 

registry to still receive coverage for TAVR, no patient undergoing the TAVR procedure under 

the final CMS coverage decision will be excluded from the registry. Therefore, a waiver of the 

informed consent requirements by an IRB would not be appropriate for the proposed research 

registry. 

 

In closing, we again strongly urge OHRP to work with CMS to develop an alternative approach 

for implementing the research registry for TAVR under which (a) the voluntary informed 

consent of the subjects of the proposed research registry for TAVR is obtained in full accordance 

with all requirements of the HHS regulations at 45 C.F.R. § 46.116 and the Belmont principle of 

respect for persons and (b) the few Medicare beneficiaries who may decline to consent to such 

research are not denied coverage by CMS for their TAVR procedures as a result of their 

decision.  

 

Even if OHRP refuses to follow our recommendation, we ask that you clarify whether the 

informed consent of all human subjects enrolled in the research registry mandated by CMS will 

in fact be obtained, or whether OHRP will permit an IRB to waive these requirements. 
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Thank you for your prompt attention to these important issues. 

 

Sincerely, 

 

 

 

 

Michael A. Carome, M.D. 

Deputy Director 

Public Citizen’s Health Research Group 

 

 

 

 

Sidney M. Wolfe, M.D. 

Director 

Public Citizen’s Health Research Group 

 
 
cc: The Honorable Kathleen Sebelius, Secretary of Health and Human Services  

      Dr. Louis B. Jacques, Director, Coverage and Analysis Group, Office of Clinical Standards 

and Quality, Centers for Medicare and Medicaid Services  
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