
From: Borror, Kristina C (HHS/OASH) [mailto:redacted]  

Sent: 08 August 2013 17:33 

To: Jim Thornton 

Cc: Gorey, Julia G (HHS/OPHS) 

Subject: RE: Complaint about Boston, Brigham and Woman's Hospital IRB 

Dear Dr. Thornton: 

The Office for Human Research Protections (OHRP) has received your July 19, 2013 letter 

concerning research conducted by Brigham and Women’s Hospital, Beth Israel Deaconess 

Medical Center; Harvard School of Public Health; Massachusetts General Hospital; and the 

University of Botswana.  

OHRP has responsibility for oversight of compliance with the Health and Human Services 

(HHS) regulations for the protection of human research subjects (see 45 CFR Part 46 

at http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html).  In carrying out this 

responsibility, OHRP evaluates, at OHRP’s discretion, substantive allegations of 

noncompliance involving human subject research projects conducted or supported by HHS or 

that are otherwise subject to the regulations (see OHRP memorandum dated October 14, 2009 

at http://www.hhs.gov/ohrp/compliance/ohrpcomp.pdf for an explanation of OHRP’s 

jurisdiction). 

You allege that the study violates the Declaration of Helsinki.  Our office does not enforce 

the Declaration of Helsinki; however, our regulations do have requirements for research 

involving children.  We believe that an IRB reasonably could conclude that the research 

would meet the requirements of 45 CFR 46.405: Research involving greater than minimal 

risk but presenting the prospect of direct benefit to the individual subjects.  As noted in the 

publication you referenced, 

Three large randomized trials have provided compelling evidence that male 

circumcision (MC) reduces men’s risk of heterosexually acquired HIV-1. The World 

Health Organization (WHO) recommends MC for HIV risk reduction and states that 

“Since neonatal circumcision is a less complicated and risky procedure than 

circumcision performed in young boys, adolescents or adults . countries should 

consider how to promote neonatal circumcision in a safe, culturally acceptable and 

sustainable manner.” Systematic reviews have confirmed that the neonatal period or 

infancy is the safest time for MC to be performed. 

Therefore we believe it would be reasonable for an IRB to determine that the research 

presented the prospect of direct benefit to the individual subjects. The other requirements for 

this provision are: The risk is justified by the anticipated benefit to the subjects; The relation 

of the anticipated benefit to the risk is at least as favorable to the subjects as that presented by 

available alternative approaches; and (c) Adequate provisions are made for soliciting the 

http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html
http://www.hhs.gov/ohrp/compliance/ohrpcomp.pdf


assent of the children and permission of their parents or guardians.  We have no reason to 

believe that the research did not meet those requirements. 

Regarding your concerns about inadequate monitoring of the study, we note the following 

from the publication regarding this matter: 

Postprocedure follow-up visits were planned to coincide with the national 

vaccination/well-baby visits at 6 weeks and 4 months of infant age. At these visits, 

parents were asked about complications, and child outpatient cards were also 

reviewed for evidence of visits to nonstudy clinics or providers for adverse events 

potentially related to the procedure. At each follow-up, infants also had a physical 

examination, including inspection of the circumcision, by the study physician….. 

An independent Data Safety Monitoring Committee was responsible for analyzing 

adverse events at an interim analysis after the 100th baby circumcised had been seen 

in follow-up. 

You expressed concerns that deaths were not reported to the institutional review board (IRB) 

for review and analysis, or were not adequately reviewed.  As our guidance on adverse events 

(http://www.hhs.gov/ohrp/policy/advevntguid.html) indicates, only adverse events that are 

determined by the investigator or monitoring body to be unexpected, related to the research 

and suggest that the research places subjects or others at a greater risk of harm than was 

previously known or recognized, need to be reported to the IRB.  You expressed concern that 

it was irrational for the IRB to conclude that “it was extremely unlikely that the [last] baby’s 

death was related to the circumcision procedure.”  We note Dr. Plank’s statement that “the 

circumstances of this baby's death were reviewed in great detail with several groups, in order 

to obtain independent assessment of the cause of death: the hospital staff, the Botswana 

Ministry of Health, the Botswana Health Research and Development Committee, the Partners 

Institutional Review Board and our own Data Safety Monitoring Committee. All parties 

agreed that based upon all of the clinical data available, the most likely cause of death was 

neonatal sepsis or pneumonia, and that it was extremely unlikely that the baby's death was 

related to the circumcision procedure.”  We have no reason to dispute this determination. 

Therefore OHRP will not pursue this matter on your behalf. 

OHRP appreciates your concern about the protection of human research subjects.  Please do 

not hesitate to contact me at any time should you have any questions or wish to provide 

additional information. 

Sincerely, 

Kristina C. Borror, Ph.D. 

Director 

Division of Compliance Oversight 

http://www.hhs.gov/ohrp/policy/advevntguid.html
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