(OIC)



(b)(6)

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(O

(b)(4)




Page 3 — Dr. Jon Richards

ii.
(b)(4)

The protocol-required (b)(4)
(b)(4) to determine response status for the purpose of
efficacy analysis of this study. You repeatedly failed to takem

according to the protocol-required time schedule which prevented the
I R o ccurtely determining the

response status for those subjects and for the purpose of efficacy analysis of this
study. As the clinical investigator, you were ultimately responsible for the
conduct of this study, including the data captured at your site. The violation
described above compromised the validity and integrity of the data at your site.

You did not follow the protocol and the study (b)(4)

(b)(4)

L
(b)(4)

il.
(b)(4)

(b)(4)



(b)(4)

(OO

(b)(4)
(b)(4)
(b)(4)

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(O
(b)(4)

(b)(4)

(b)(4)
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for the subjects in clinical trial.” You also stated that you “understood the importance of
collecting all data required by clinical trial protocol and wish to provide assurance that
you do strive for such consistency.” The violations documented above indicate that you
failed to successfully implement your corrective actions.

2. You failed to maintain adequate records of the disposition of the drug, including
dates, quantity, and use by subjects. [21 CFR § 312.62(a)]

FDA'’s inspection found inaccurate and inadequate documentation for receipt, dispensing
and destruction of the investigational drug. Examples include the following:

A. According to your accountability records for lots (b)(4)
you received of lo (b)(4) but dispensedBHOERNof that lot for

administration to subjects. Your records also state that you received &)@ of

lot # G but dispensed [RBIGMY of that lot. Due to your inadequate
documentation practices, it cannot be determined which subject received which

lot of the investigational product.

In your response, you explained that an investigation into this incident identified your use
of aas the root cause for this error, and that the
pharmacist entered the incorrect lot numbers into the You also
explain that you have implemented a new SOP and process requiring a
IEIZI for each lot of investigational drug. Your corrective procedures are
inadequate in part because they do not specify how you will address transcription errors.

B. Your accountability records for test art expiration date
indicates that the remainingBiBYOMM were destroyed on [NEN
However, nine days after the study site’s pharmacist supposedly destroyed the
IS the FDA investigator found DG of lot ¢ in the

freezer.

In your response, you explained that an investigation into this incident identified
“distraction as the root cause for this error.” In order to prevent this type of error
in the future you have adopted a new SOP requiring the pharmacist to have a
witness present when destroying investigational product.

Your lack of oversight over this study, particularly with regard to inaccurate and
inadequate documentation of the drug accountability log, raises significant concerns
regarding subject safety. Accountability of the investigational product at the trial site is
the responsibility of the investigator. While you may delegate certain study tasks to
individuals qualified to perform them, you may not delegate your general responsibilities
as a clinical investigator.

3. You failed to report promptly to the Institutional Review Board (IRB) all changes in
the research activity and all unanticipated problems involving risk to human
subjects. [21 CFR § 312.66].
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You submitted a study renewal continuing review report to the IRB on 10/6/2010 which
contained incorrect information regarding the number of subjects involved in the study
and their status. The report stated that no subjects were active in the study, yet the FDA
investigation found at least two subjects were active in the study prior to 10/6/2010.

In your letter you explain that “an investigation into the incorrect numbers being entered
into the continuing review form submitted to the IRB on October 6, 2010 failed to
identify a specific cause” and you also recognize “that transcription errors may occur in a
busy research office.”

Your failure to report the accurate number of subjects involved in the study and their
status misled the IRB about the status of research activities at your site.

Your failure to report promptly to the IRB all changes in the research activity in
accordance with 21 CFR 312.66 is a violation which was also identified in your 2004
FDA Warning Letter.

4. You failed to prepare and maintain adequate and accurate case histories, including
all observations and other data pertinent to the investigation. [21 CFR § 312.62(b)].

An investigator is required to prepare and maintain adequate and accurate case histories
that record all observations and other data pertinent to the investigation on each
individual administered the investigational drug or employed as a control in the
investigation. As defined by 21 CFR § 312.62(b), case histories include case report
forms and supporting data.

A.
(b)(4)

(b)(4)

(b)(4)




(b)(4)

(O

(b)(4)

(b)(4)
(b)(4)

(b)(6)
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In your letter, you explain your challenges for documenting source data utilizing
the site’s electronic medical record (EMR) system which is the site’s primary
source for documentation. You explain that “response assessments were
maintained in the patient’s paper research chart, but inconsistently scanned into
the EMR....This process rendered the primary source document incomplete.”
You have since implemented a SOP requiring a reference in the patient progress
note to the location of source document data.

We acknowledge that in your response to the Form FDA 483 you outlined the
corrective actions that you have taken to prevent this type of violation from
occurring in the future. However, these corrective procedures do not specify how
you will address the inaccurate entries into the eCRF by your study coordinators.

Not only does the finding above compromise the reliability of data captured at your site,
but it also raises significant concerns regarding the protection of human subjects at your
site. As the clinical investigator, you were ultimately responsible for the conduct of this
study, including the data captured and recorded at your site.

Throughout this letter, we have identified violations which we observed both during the 2004
inspection and in the most recent inspection in 2011. The recent inspection in 2011
demonstrates that the corrective actions you promised to undertake in your response to the 2004
Warning Letter failed to prevent further violations.

This letter is not intended to contain an all-inclusive list of deficiencies with your clinical studies
of investigational new drugs. It is your responsibility to ensure adherence to each requirement of
the law and relevant regulations.

On the basis of the above listed violations, FDA concludes that you have repeatedly or
deliberately failed to comply with the cited regulations. Accordingly, FDA proposes that you be
disqualified as a clinical investigator. You may reply to the above stated findings, including an
explanation of why you should remain eligible to receive investigational articles and not be
disqualified as a clinical investigator, in a written response or at an informal conference in my
office. This procedure is provided for by regulation at 21 CFR § 312.70(a).

Within fifteen (15) business days of receipt of this letter, write or call me to arrange a conference
time or to indicate your intent to respond in writing. Your written response must be forwarded
within thirty (30) business days of receipt of this letter. If you do not respond to me within
fifteen (15) business days to arrange a conference time, you will have waived your right to file a
response.

Your reply should be sent to:

Mary Malarkey, Director

Office of Compliance and Biologics Quality
Center for Biologics Evaluation and Research
1401 Rockville Pike, Suite 200N

Rockville, MD 20852-1448








