










Page 1 of 7

April [8], 2020

The Honorable Elizabeth Warren
United States Senate
Washington, DC, 20510

Re: Response to Request for Additional Information on Advarra IRB 

Dear Senator Warren:

I write on behalf of Advarra in response to your staff’s request for further information about our 
Institutional Review Board (IRB), following receipt of our letter dated December 12, 2019.  We are 
happy to share with you additional information on Advarra’s role as an IRB providing robust ethics 
review services. 

Advarra IRB undertakes careful, high-quality review of research pursuant to procedures as further 
detailed herein, and is guided by a team that is experienced in the regulatory and ethical landscape 
governing human subject research.  

Our team has demonstrated a commitment to excellence in safeguarding the rights and welfare of 
the participants in research studies that help deliver new lifesaving and life-extending treatments and 
cures that benefit patients and our health care system throughout the United States and Canada. We 
believe adherence to the highest standards of ethics, independence and regulatory compliance are integral 
to our business.

*   *   *

Review Process 

Each year Advarra receives a distinct number of new protocols, site reviews, amendments and 
other protocol-related events for IRB review.  There is also ongoing continuing review of protocols and 
sites reviewed in prior years, and this includes IRB review of amendments, continuing reviews, and 
reports from researchers and sites of their “unanticipated problems” and protocol deviations.  IRB 
approvals typically may be identified as: (1) approvals, (2) approvals with modifications (this includes 
any type of modification regardless of the number of modifications), (3) deferrals and (4) disapprovals.  
IRB approvals with modifications must, from a regulatory perspective, be specific and concrete in the 
stated requirements. IRB deferrals are appropriate when the protocol requires substantive modifications – 
for example, if the IRB requests an explanation or justification of some major feature of a protocol. 

Every submission to Advarra is carefully checked to ensure that all of our detailed questions are 
answered and that all relevant documents have been submitted. Many of the questions have been 
developed to be responsive to questions that typically arise at IRB review. In addition, there is a pre-
review of the informed consent forms which necessarily results in questions back to protocol submitters. 
Finally, there are reviews by the IRB Chair and the primary reviewer during which pre-board-review 
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questions are identified and provided to the investigator/submitter for response. Thus, any protocol that is 
outright approved, conditionally approved or deferred or disapproved, has – prior to the IRB decision – 
advanced through several levels of review and, as needed, response. The number of protocols and 
approvals by Advarra is confidential business information, but generally speaking a small percentage of 
those proposals undergoing a full IRB review receives an outright approval at first IRB review; 80% are 
approved with required modifications; and a small number are deferred or disapproved. Deferrals and 
disapprovals are low in number because before any proposal reaches full board review, it has already 
been subject to significant analysis by the Advarra staff, the IRB Chair and the primary reviewer, and 
researchers have already made significant improvements in the submission, due to their early dialogue 
with Advarra.  This situation is the result of the typically multiple back and forth reviews and responses 
that take place prior to the full IRB review, as described above.

Serious adverse events are reported to the sponsor but are not typically reported to the IRB unless 
they rise to the level of an “unanticipated problem” involving risks to subjects or others. The FDA 
guidance specifically states that SAEs are not to be reported to the IRB unless they rise to the level of an 
“unanticipated problem”:   Investigators are required to report promptly “to the IRB… all unanticipated 
problems involving risks to human subjects or others,” including adverse events that should be 
considered unanticipated problems (§§ 56.108(b)(1), 312.53(c)(1)(vii), and 312.66).” 
htps://www.fda.gov/regulatory-information/search-fda-guidance-documents/adverse-event-reporting-
irbs-improving-human-subject-protection. In 2019, Advarra received from sites and researchers 
approximately 500 reports of “unanticipated problems” that they have encountered in ongoing studies.  
As required by regulation and policy, the Advarra IRB analyzed those reports to understand potential 
risks to subjects and others.

Advarra reviews each protocol on its own merit regardless of the sponsor. Records are maintained 
by the title of the protocol and whether it is a drug, device, pediatric or other specific types of protocol.

Pay-to-Participate Trials

Pay-to-participate studies are relatively new, although the FDA has historically allowed 
companies to charge for investigational medical devices used in clinical trials.  FDA guidance states that 
these charges should not exceed the amount necessary to recover the costs of manufacture, research, 
development, and handling of the investigational device.  In some cases, FDA will also authorize 
charging for investigational drugs used in clinical trials, provided specific requirements are met.  In each 
of these cases, the potential costs to subjects must be included in the informed consent form.  We assume 
that Senator Warren’s query is focused on the pay-to-participate studies that have attracted recent media 
attention, such as the “young blood” plan in Florida to charge seniors as much as $285,000 to enroll in a 
trial to receive young-blood transfusions to delay aging – a trial with which Advarra was not involved.  
We note that this issue is of continuing concern to the research community.  In response to this new trend 
in clinical trials, the FDA asked the HHS Secretary’s Advisory Committee on Human Research 
Protections (SACHRP) to draft a recommendation on how the research community should evaluate these 
trials.  Additionally, the National Institutes of Health also asked SACHRP to consider whether the NIH 
patient guidance resources adequately address the scenario in which patients are being asked to pay. To 
the best of our information, Advarra has reviewed, in total, only nine studies that meet this criterion of 

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/adverse-event-reporting-irbs-improving-human-subject-protection
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/adverse-event-reporting-irbs-improving-human-subject-protection
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“pay to participate.”   Of that number, four studies were disapproved; three were withdrawn or tabled 
permanently due to concerns expressed during the Advarra IRB review; and two were approved. 

The following are some of the issues raised by the IRB in its review of some of these studies:
1. The Board had significant ethical concerns due to the lack of a strong scientific rational for the 

study combined with the high financial cost of participation for potential participants whose 
advanced age could make them vulnerable to the claims of promised benefit. 

2. The Board had concerns with the overall scientific validity of the study.

3. The Board determined that the study would not ensure equitable selection of subjects and had 
concerns about whether the cost to participate could be substantiated.

4. The Board determined that, overall, there was insufficient scientific support for the protocol and 
because of this, the risks of participation significantly outweighed the potential benefits. 

5. The Board expressed concern about charging subjects out-of-pocket for an unapproved stem cell 
intervention.  

6. The Board expressed a need for a summary of the clinical trials conducted with the product to 
date, as well as a summary of available safety and effectiveness data, so that the Board can better 
assess the study’s rationale, justification, and risk-benefit profile.  

Conflict of Interest Policies

Advarra has robust policies and safeguards in place to manage real or perceived Conflict of 
Interest among Board Members, both affiliated and unaffiliated.  Advarra’s Conflict of Interest 
policies have been reviewed and affirmed by its accrediting body, AAHRPP. Board members, 
alternates, and consultants to the IRB must sign an attestation that they will disclose any conflicts 
of interest and manage the conflict per Advarra’s written policies.  All staff, including affiliated 
board members, must read, agree to, and acknowledge the IRB Policy Manual and Employee 
Handbook. Board members with conflicts of interest are not permitted to participate in the review 
or discussion of any item in which there is a conflict.  Prior to the start of every Board meeting, the 
Chairperson queries the attending members soliciting disclosure of conflicts of interest for any 
item being presented on the agenda for discussion.  Advarra’s approach to managing and 
preventing board member conflicts of interest is consistent with the approach used by most 
academic IRBs in the U.S. Excerpts from the current Advarra Employee Handbook and the IRB 
Policy Manual that apply to IRB members are provided below.

Some recent situations in which personal conflict of interest concerns resulted in recusal of 
IRB members include:

1. An Advarra IRB member had a license agreement with a company that submits protocols 
to Advarra.  The IRB member was not allowed to participate in the review of any protocols 
submitted by that company and was required to disclose the interest prior to the meeting; 
the recusal was recorded in the minutes per policy.
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2. An Advarra IRB member was an investigator on a protocol submitted to Advarra.  The IRB 
member was not allowed to participate in the review and discussion of that protocol.  

3. An Advarra IRB member had conducted consulting activities for a CRO client for Advarra 
which had a protocol under review at the meeting.  The member was not allowed to 
participate in the discussion and review of that protocol.  The recusal was recorded in the 
meeting minutes per policy.

4. Per IRB Policy manual, external consultants retained for specific protocols are required to 
sign a Conflict of Interest Disclosure Statement on a per project basis.  A consult report 
was requested from an expert in the field under study for a specific protocol.  The 
consultant disclosed a professional financial relationship with the Sponsor of the study.  
The Board sought a consult from another, non-conflicted expert.

Percentage of IRB members with financial ties to pharmaceutical or medical device industry:

Advarra has a robust policy regarding actual or apparent conflicts of interest relating to the review 
of any research under its jurisdiction and again the policies have been reviewed and affirmed by the 
voluntary accreditation organization, AAHRPP. Advarra board members affirmatively agree to disclose 
any actual or apparent COI prior to a review and to not participate in any matter in which the member, 
spouse or dependent children have an actual or apparent conflict of interest; this approach is common 
among the majority of institutional review boards across the U.S.

Excerpts from the Advarra Employee Handbook and IRB Policy Manual Relating to Conflicts of 
Interest

1. Excerpt from Advarra Employee Handbook regarding Conflicts of Interest:

“A company's reputation for integrity is its most valuable asset and is directly related to the 
conduct of its officers and other employees. Therefore, employees must never use their positions with 
Advarra or any of its clients for private gain, to advance personal interests, or to obtain favors or benefits 
for themselves, members of their families, or any other individuals, corporations, or business entities.

Advarra adheres to the highest legal and ethical standards applicable in our business. The 
company's business is conducted in strict observance of both the letter and spirit of all applicable laws, 
and the integrity of each employee is of utmost importance.

Employees of Advarra shall conduct their personal affairs such that their duties and 
responsibilities to the company are not jeopardized and/or legal questions do not arise with respect to 
their association or work with Advarra.”

2. Excerpt from Advarra IRB Policy Manual regarding Board Member Conflict of Interest:

2.0 IRB Member Conflicts of Interest (COI)

2.8.1 The IRB reviews submitted research with objectivity and in a manner that allows each 
IRB member, alternate, or consultant, to exercise independent judgment.
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2.8.2 Conflicts of interest are conditions where the potential for a secondary gain, or a 
personal relationship, may preclude impartial or objective determinations in judgments 
related to the review of research. They could include, but are not limited to, relationships 
with individuals (financial or non-financial), agencies (government or non-government), 
hospitals, institutions and/or organizations such as pharmaceutical or biotechnology 
companies or device manufacturers and their contractors and vendors. Conflicts of 
interest could also include involvement in development of products (pharmaceutical, 
biotechnology, or device).

2.8.3 No IRB member, alternate or consultant can participate in the review of any research for 
which they, or their immediate family have a conflicting interest other than to provide 
information to the IRB. The immediate family of an IRB member, alternate or consultant 
is inclusive of spouse and each dependent child.

2.8.4 The IRB recognizes that conflicts of interest can arise from an IRB member, alternate, or 
consultant’s relationship with the IRB as well as from relationships with other 
organizations involved in the research community.

2.8.5 All IRB members and consultants to the IRB are required to openly and promptly recuse 
themselves from participation in the review of any project for which they have a conflict 
of interest.

2.8.6 Members recused from review due to a conflict of interest are not counted toward 
quorum for the review of that project. In addition, the meeting minutes reflect recusal of 
that member or alternate for reasons of conflict of interest.

2.8.7 Additionally, the IRB recognizes that within its organization there are specific 
organizational roles (positions) that, because of their very nature, may create an 
appearance of conflict of interest. As such, the IRB may prohibit individuals with these 
roles from participating as members on the IRB.

2.8.8 Any individual providing consultation services which directly relate to a research project 
being reviewed by the IRB recuses him/herself from participation in review of the 
project, except to provide information to the IRB.

2.8.9 At the beginning of each IRB meeting, attendees are formally reminded of their 
obligation to disclose whether they have any conflict of interest. This reminder is in the 
meeting agenda and recorded in the meeting minutes.

2.8.10 If a member, alternate or consultant has a conflict of interest, he/she informs the IRB, 
recuses themselves, and leaves the meeting during the review of that project, except to 
provide information as requested by the IRB. It is not necessary for the IRB member or 
alternate to reveal to the IRB the nature of the conflict of interest.

2.8.11 IRB members are required to sign a Conflict of Interest Disclosure Statement at the time 
of initial appointment and are required to update their Disclosure Statements on an 
ongoing basis if and when applicable. Consultants sign a Conflict of Interest Disclosure 
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Statement on a per project basis.

2.8.12 The following interests and/or conditions signal conflicts of interest for IRB members, 
and consultants that require recusal from the IRB meeting during review of the project 
(except to provide information as requested by the IRB):

 Direct ownership in the company sponsoring the research, the CRO (if applicable) 
involved in the research, or the site conducting the research.

 Majority ownership or position of general partner, officer, director, or controlling 
shareholder of a client organization/sponsor.

 A proprietary interest in the test article.

 A proprietary interest in the outcome of the research project.

 Service as a PI or Sub-I on the protocol at a site overseen by the IRB or another 
IRB.

 Any financial conflict of interest (i.e., ownership interest, stock options, or other 
financial interest related to the research).

 No compensation related to the research.

 Any personal, professional, and/or financial involvement with the institution, 
product, sponsor, PI or subject which compromises objective evaluation of the 
research in the opinion of the IRB member.

 A personal determination that objectivity is compromised.

2.8.13 In the event that an IRB member or alternate cannot determine if he/she has a conflict of 
interest, he/she may consult with the IO or the IO’s designee. In the rare instance that the 
IO, or the IO’s designee and the member or alternate is unable to reach a determination, 
the member or alternate is presumed to be conflicted and is recused from the IRB 
meeting during review of the project, except to provide information to the IRB.

2.8.14 The following interests and/or conditions do NOT signal conflicts of interest for IRB 
members, and consultants that would require recusal from the IRB meeting during 
review of a project:

 Income from the authorship of academic or scholarly works.  Income from 
seminars, lectures, or teaching engagements sponsored by public or non-profit 
entities.

 Income from service on advisory committees or review panels for public or non- 
profit entities.

 Equity managed by an unrelated, unbiased third party (e.g. invested in a mutual fund, 
including sector mutual funds).
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* *   *

On behalf of the entire senior leadership team at Advarra, I thank you for your continued attention 
to the protection of human subjects participating in research. We hold ourselves to the highest standards 
for quality, accreditation, and regulatory compliance in order to protect human subjects, meet the 
ongoing expectations of the research community, and therefore maintain the integrity of our entire 
business. Advarra looks forward to continuing to help advance human subjects protections through active 
participation in leading external organizations (including SACHRP, SMART IRB, and others) and a 
continued commitment to excellence in our own processes and procedures that support Advarra IRB 
review.

Because this response contains confidential business information, we respectfully request 
confidential treatment to the fullest extent possible for this letter.  We further request that you (1) refuse 
to grant third-party requests for access to the information contained herein; (2) notify Advarra (through 
written correspondence addressed to the Chief Executive Officer), by undersigned counsel, of any 
requests by any person, agency or entity to review, copy or otherwise obtain the information contained 
herein; and (3) provide Advarra with an opportunity to substantiate its claims of confidentiality before 
any such information may be released.  If you have any questions, please do not hesitate to contact me at 
443-283-1529 or via email at Scott.Uebele@advarra.com.

Sincerely,

Scott E. Uebele
Chief Executive Officer

cc: Mark Barnes, Ropes & Gray LLP


