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1. You failed to obtain and adequately document informed consent in accordance
with 21 CFR 50 [21 CFR 312.60].

Informed consent must be documented by the use of a written consent form approved
by an Institutional Review Board (IRB) and signed and dated by the subject or the
subject's legally authorized representative at the time of consent [21 CFR 50.27, see
21 CFR 312.60]. As an investigator, it is your responsibility to obtain informed
consent in a written consent form approved by an IRB in compliance with the
requirements of 21 CFR Part 50 [see 21 CFR 312.60]. Except as provided in 21 CFR
50.23 and 50.24, no investigator may involve a human being as a subject in research
unless the investigator has obtained the legally effective informed consent of the
subject or the subject's legally authorized representative [21 CFR 50.20]. Our
investigation found that for 30 of the 34 subjects enrolled, informed consent was not
obtained or documented by the use of a written consent form approved by the IRB
and signed and dated by the subject or the subject’s legally authorized representative
at the time of consent. The IRB approved consent forms were not completed until six
months after the start of the study. In addition, assent was not obtained from subjects
46535, 46517, and 46529.

In your September 27, 2007, written response, you explained that the sponsor did not
send the consent form in the starter packages for the study, thus you had subjects sign
an “Authorization Form” at the time of enrollment, which provided authorization to
use and disclose health information. We find your explanation inadequate. Our
review of the authorization form reveals that the form does not contain any of the
elements required to be provided to subjects to constitute informed consent as
described in 21 CFR 50.25. When you signed the “Statement of Investigator”, Form
FDA 1572, you agreed to fulfill the responsibilities of a clinical investigator that
include ensuring that the requirements relating to informed consent are met. In
addition, the protocol specified that “patients must meet all the of the following
inclusion criteria to be eligible for study entry: signed informed consent document
(in the case of a minor, consent must be given by the child’s parent or legally
authorized representative)...”. The approval letter dated October 27, 2004, from the

’ uman Research Review Board documents your role as Principal
Investigator with responsibility for the study. The approval letter indicates that the
IRB reviewed and approved the Adult Consent Form, Minor Consent Form and Child
Assent Form, so you should have been aware that these documents were essential to
the conduct of the study. It is your responsibility to ensure compliance with these
informed consent requirements.

2. You failed to promptly report to the IRB all unanticipated problems involving
risk to human subjects [21 CFR 312.60 and 312.66]. '

An investigator is responsible for ensuring that the investigation is conducted
according to the investigational plan and applicable regulations, including promptly
reporting to the IRB all unanticipated problems involving risk to human subjects [21
CFR 312.60 and 312.66]. Our investigation found that Subject 46514 died onL















