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Elmore Alexander, D.O.

Dear Dr. Alexander:

The Center for Drug Evaluation and Research (the Center) of the U.S. Food and Drug
Administration (FDA) has information indicating that you repeatedly or deliberately violated
federal regulations in your capacity as an investigator in clinical trials with an investigational
drug. The Center also has information indicating that you repeatedly or deliberately submitted
false information to FDA or to the sponsor in required reports. These violations provide the
basis for withdrawal of your eligibility as a clinical investigator to receive investigational new

drugs.

The Center's findings are based on information obtained during an FDA inspection, discussed
below, of the following clinical studies of the investigational drug

B, performed for B for which you were the investigator of

record:

l - _
2. Protocol =¥
*; and

FDA conducted an inspection of these clinical studies between November 13, 2009, and October
20, 2010. After the inspection, and pursuant to section 312.70(a) of Title 21 of the Code of
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Federal Regulations [21 CFR 312.70(a)], the Center informed you, by letter entitled “Notice of
Initiation of Disqualification Proceedings and Opportunity to Explain™ (NIDPOE) dated January
27, 2012, of the specific matters complained of, and offered you an opportunity to respond in
writing or at an informal conference. The NIDPOE also offered you the option of entering into a
consent agreement with FDA, thereby terminating any administrative proceeding against you.
We have not received any response to the NIDPOE from you. Therefore, the Center has
concluded that you failed to adequately address the violations set forth below.

Accordingly, you are being offered an opportunity for a regulatory hearing pursuant to 21 CFR
parts 16 and 312, to determine whether you are entitled to receive investigational new drugs.
You have the right to be advised and represented by counsel at all times. Any regulatory hearing
on this matter will be governed by the regulations in 21 CFR part 16 and by FDA's guidelines on
electronic media coverage of administrative proceedings, 21 CFR part 10, subpart C. Enclosed
you will find copies of these regulations. A listing of the specific violations follows. These are
matters that will be considered at the regulatory hearing. Applicable provisions of the CFR are
cited for each violation.

1. You repeatedly or deliberately submitted to FDA or to the sponsor false
information in any required report [312.70(a)].

Based on the information obtained during the course of the inspection, the FDA has
determined that you submitted falsified subject records for three subjects enrolled in your
clinical trials. The FDA inspection revealed that all of the subjects you enrolled in Protocol
. and Pmtoool- were, in fact, study coordinators whom you enrolled under fictitious
names.

a. Protoco®8 You enrolled your study coordinator () into the study as Subject
1012 under a fictitious name (-). In addition, you signed study records that
showed the fictitious name for this subject. @ completed the following study-related
documents for himself/herself while falsely claiming to be subject Bl

e Patient medical history questionnaire for the December 3, 2008, visit date.
Inclusion/exclusion form on December 3, 2008.

Screening records for Visit 1 on December 3, 2008. On the same date, you signed the
physical examination portion of these records as the physician completing the
examination.

o Informed consent document (ICD) showing falsified subject B s signature on
December 22, 2008. (This date was later crossed out and changed to January 23,
2009, and was initialed on February 3, 2009.) You also signed this subject’s ICD on
February 3, 2009.

e Visit 2 esophagogastroduodenoscopy (EGD) report dated December 22, 2008.

You signed this document on December 31, 2008.

e Study records for Visit 3 on December 23, 2008. In addition, you signed the
Investigator Symptom Assessment for this visit on the same date.

e Study records for Visit 4 on January 23, 2009.
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e Visit 4 EGD report dated January 22, 2009. Your subinvestigator, B# signed this
report.

Furthermore, study records note that you signed an informed consent document
executed by falsified subject B¥8: you conducted physical examinations for

subject B8 at both the screening visit on December 3, 2008, and Visit 3 on

December 23, 2008; and you signed a laboratory report for laboratory samples

drawn from subject B8l on January 23, 2009. These records indicate that you

should have been aware that you enrolled your study coordinator into Study - under a
fictitious name.

b. Protocol B You enrolled your study coordinator (B), who was also the Chief
Executive Officer of the Site Management Organization (SMO), Clinical Trial
Providers Inc., into the study as Subject 1011 under a fictitious name (MD). You
and @ also signed study records that showed the fictitious name for this subject.
Specifically:

e [CD (August 13, 2008, version) showing falsified subject MD’s signature on
November 26 and December 10, 2008. You also signed these ICDs on November 26
and December 10, 2008.

e [CD (October 30, 2008, version) showing falsified subject MD’s signature on January
13, 2009. Your study coordinatorfgll signed as the person obtaining consent on the
ICD for subject B8 on this date.

e Screening records for Visit 1 on November 26, 2008. You completed and signed a
physical examination form for subject B} at the screening visit on November 26,
2008. Your study coordinator i also completed and signed screening records for
Visit 1 on this date.

e Screening records for Visit 2 on December 10, 2008 (later crossed out and changed to
December 9, 2008). Your study coordinator . completed and signed these study
records on December 16, 2008.

e Visit 2 EGD report for subject 88 dated December 9, 2008. You and your
subinvestigator, B signed this report on December 9, 2008.

e Visit 3 study records dated December 10, 2008. Your study coordinator ] completed
and signed these study records on December 10, 2008, and you signed the
Investigator Symptom Assessment section of these records on the same date.

e Visit 4 EGD report dated January 13, 2009. The signature at the bottom of this
endoscopy report was not his/her true signature.

e Visit 4 EGD CREF (visit date January 13, 2009). Your study coordinator . completed
and signed the Visit 4 EGD CRF for subject B on January 13, 2009.

e Study records for Visit 6 on January 30, 2009. Your study coordinator Bl completed
and signed Visit 6 study records for subjec®®8 on January 30, 2009,

As noted above, in addition to enrolling your study coordinator under a fictitious
name, you signed study records that showed the fictitious name for this subject.
These records indicate that you should have been aware that you enrolled your
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study coordinator, @i, into Study B under a fictitious name.

c. Protocol B You enrolled your study coordinator () into the study as Subject
1012 under a fictitious name (B®). You also signed study records that showed
the fictitious name for this subject. Furthermore, your study coordinator, g,
completed these study-related documents for himself/herself while falsely claiming
to be subject [FIEN:

e [CD dated January 23, 2009. Your study coordinator () completed and signed
her/his own informed consent document under the false identity of®%8 originally on
December 22, 2008. On February 3, 2009, your study coordinator, using the initials
B8N, crossed out the original date and changed it to January 23, 2009.

e [nclusion/exclusion criteria form on January 23, 2009. Your study coordinator (.)
completed and signed this study record on June 8, 2009, using his/her true identity as
the person completing the form but using the false identity of W as the subject.

e Visit 1 study records for January 23, 2009, visit date. You signed the Investigator
Symptom Assessment study record for this visit, originally on December 23, 2009,
then crossed out that date and changed it to January 23, 2009. You initialed this
change on February 5, 2009,

e Visit 4 study records on February 26, 2009.

As noted above, in addition to enrolling your study coordinator into Study [Bié
under a fictitious name, you signed study records that showed the fictitious name
for this subject. These records indicate that you should have been aware that you
enrolled your study coordinator into Study B under a fictitious name.

As the clinical investigator, it was your ultimate responsibility to ensure that these
studies were conducted properly and that subjects’ true identities were used on
study records.

d. The signature of your subinvestigator, B was falsified on the following
documents:

Financial disclosure form, signed and dated April 20, 2009.

Endoscopy report dated January 13, 2009, for Subject 1011 in Study .
Memo dated February 4, 2009, which was attached to the November 21, 2008,
endoscopy report for Subject 1004 in Protocol B,

As the clinical investigator, it is your responsibility to ensure that the data collected
from study subjects are accurate and can be relied upon in all analyses of the study
endpoints. As all of the collected data were based on falsified subjects, none of the
data collected in support of the referenced studies are considered reliable. When you
signed the Statement of Investigator, Form FDA 1572, you agreed to provide accurate
information to the sponsor, and to assure that you will comply with FDA regulations
related to the conduct of the clinical investigations of the investigational drugs. You
also agreed to ensure that all associates, colleagues, and employees assisting in the
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conduct of the studies would be informed of their obligations in meeting their
commitments. Furthermore, your signature constitutes both your affirmation that you
are qualified to conduct the clinical investigation, and your written commitment to
abide by FDA regulations in the conduct of the clinical investigations. The use of
fictitious information significantly compromises the integrity of your studies, as well
as the reliability and validity of the data.

2. You failed to personally conduct or supervise the clinical investigations [21 CFR

312.60).

When you signed the statement of investigator (Form FDA 1572) for the above- referenced
clinical trials, you agreed to take on the responsibilities of a clinical investigator at your site.
Your general responsibilities as a clinical investigator include ensuring that the clinical trials
are conducted according to the signed investigator statement, the investigational plan, and
applicable regulations; protecting the rights, safety, and welfare of subjects under your care;
and ensuring control of drugs under investigation [21 CFR 312.60]. By signing the form
FDA 1572, you specifically agreed to personally conduct the clinical trials or to supervise
those aspects of the trials that you did not personally conduct. While you may delegate
certain study tasks to individuals qualified to perform them, as a clinical investigator you
may not delegate your general responsibilities. Our investigation indicates that your
supervision of personnel to whom you delegated study tasks was not adequate to ensure that
the clinical trials were conducted according to the signed investigator statement, the
investigational plan, and applicable regulations, and in a manner that protects the rights,
safety, and welfare of human subjects.

Specifically, you failed to adequately supervise the study coordinators to whom you
delegated tasks. Your failure to adequately supervise the conduct of the studies referenced
above led to many of the violations noted in this letter. These violations include, for
example, the fabrication of records by your study coordinators; their enrollment under
fictitious names in protocols SN (protocol ) and PN (protocol
@) and falsified signatures. Had you provided adequate oversight, you would have been
able to prevent many of these violations from occurring.

As the clinical investigator, it was your ultimate responsibility to ensure that the studies were
conducted properly and in compliance with FDA regulations, in order to protect the rights,
safety, and welfare of study subjects and ensure the integrity of the study data. Your lack of
supervision and oversight of the clinical studies raises significant concerns about the
protection of study subjects enrolled into the studies, and the integrity of the data from your
site.

. You failed to ensure that the investigation was conducted according to the
investigational plan [21 CFR 312.60].

As a clinical investigator, you are required to ensure that investigations are conducted
according to the signed investigator statement, the investigational plan, and applicable
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regulations. You failed to conduct Protocols B and ¥ according to the investigational
plans. Examples of this failure include, but are not limited to, the following:

a. A sponsor newsletter, dated July 2008, prohibited the enrollment of “site staff associates”
in your studies at the sites where the staff were employed. The purpose of this
requirement was to avoid the introduction of bias into the study data. You violated this
requirement by enrolling your study coordinators into the studies at your site.
Specifically, you enrolled @] into Protocol®#8 in November 2008; you enrolled g into
Protocol B in December 2008; and you enrolled [J) into Protocol B in January 2009,
all of which were after the publication date of the sponsor newsletter. By enrolling your
study coordinators into your studies, you introduced bias and compromised the study
data.

b. Exclusion criteria for Protocol B (version of March 24, 2008, exclusion criterion 7) and
Protocol @4 (version of February 11, 2008, exclusion criterion 3), require that subjects
with current esophageal strictures be excluded from enrollment into the study. Contrary
to these exclusion criteria, you enrolled Subject 1012/8 (your study coordinator, g,
using a fictitious identity) into Studies Bi# and B despite two screening endoscopic
evaluations on December 22, 2008, and January 22, 2009, documenting [N
I Based on these endoscopy results, this subject should have been excluded from
enrollment into both studies.

We emphasize our concern that you failed to fully evaluate the eligibility criteria, designed
specifically for each clinical investigation by the sponsor to optimize the interpretability of
the data to the disease process under study, and to minimize foreseeable harm to enrolled
subjects due to comorbidities. Enrollment of subjects who do not meet eligibility criteria
jeopardizes subject safety and welfare and compromises the interpretation and validity of the
investigational endpoints.

4. You did not obtain informed consent in accordance with the provisions of 21 CFR part
50 [21 CFR 312.60, 21 CFR 50.20, and 21 CFR 50.27].

As a clinical investigator, you are required to obtain legally effective informed consent prior
to involving a subject in research. An investigator shall seek such consent only under
circumstances that provide the prospective subject sufficient opportunity to consider whether
or not to participate, and that minimize the possibility of coercion or undue influence. In
addition, the regulations require that information given to the subject or the subject's legally
authorized representative (LAR) shall be in language understandable to the subject or the
LLAR, and that the consent document be signed and dated by the subject or the subject’s LAR
at the time of consent. You failed to obtain informed consent from subjects in accordance
with these provisions of 21 CFR part 50. Examples include, but are not limited to, the
following:

a. You failed to ensure that the consent documents were signed and dated by the subject or
the subject’s LAR at the time of consent. Specifically, you failed to obtain signatures
that reflected the subjects’ true identities on informed consent documents in that you
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permitted your study coordinators, [ifand ¥, to enroll into studies under fictitious
identities and to sign consent documents using these fictitious identities. You permitted
your study coordinator. 2 to sign consent documents as falsified subject #®4 in Studies
®I# and @ and you permitted your study coordinator, [, to sign consent documents
as falsified subject B for Study Elel

b. You failed to obtain legally effective informed consent from Subject 1007 in Study [Bié
in that you failed to ensure that the information given to the subject or the subject's LAR
was in a language understandable to the subject or the LAR. Both you and your study
coordinator told the Contract Research Organization (CRO) that the subject only spoke
Spanish. The SMO administrator had to translate the consent form orally for this subject
at the time of consent. You did not provide a Spanish version of the consent form to this
subject or his/her LAR. You also did not provide a short form written consent document
in Spanish to the subject, which states that the elements of informed consent required by
§50.25 have been presented orally to the subject or the subject’s LAR. In addition, there
was no written documentation that a witness was present during the oral presentation of
informed consent.

Subject 1007 signed the ICD for Study P on November 17, 2008, and had the
endoscopy procedure with gastric biopsy for screening purposes on December 12, 2008.
Endoscopy and biopsy are both invasive procedures with potential adverse events for the
study subject. By not providing the subject with proper informed consent, you
jeopardized this subject’s safety by not assuring that he/she understood all the risks
associated with screening for the study, including but not limited to the endoscopic
procedure and biopsy.

c. You failed to obtain informed consent prior to involving subjects in research.
Specifically, for Study B Subject 1012 completed the patient medical history
questionnaire, inclusion/exclusion form, and subject screening records on December 3,
2008. However, you did not obtain informed consent from Subject 1012 until December
22, 2008. In addition, Subject 1012’s informed consent form was signed under a
fictitious name.

d. You failed to obtain legally effective informed consent from your study coordinators, il
and B, in that their enrollment raised concerns regarding coercion and undue influence.
As your study site staff, [} and Pllwere not free to give informed consent that was
independent of their status as employees. You did not minimize the potential for
coercion and undue influence by enrolling them as subjects in your studies.

Your failure to ensure that informed consent documents were properly signed and dated by
the subject or the subject’s LAR; your failure to provide subjects with informed consent
documents in a language that is understandable to the subject; and your failure to obtain
informed consent prior to involving subjects in research jeopardize the safety and welfare of
subjects by denying them an opportunity to assess the risks and benefits of their participation
in the clinical investigation.
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5. You failed to 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 [21 CFR 312.62(b)].

As clinical investigator, you were required to prepare and maintain adequate and

accurate case histories that recorded all observations and other data pertinent to the
investigation on each individual administered the investigational drug or employed as a
control in the investigation. Case histories include case report forms and supporting data,
including, for example, subject medical records and signed and dated informed

consent forms.

As discussed above, you enrolled two members of your study staff into your study under
fictitious names. Thus, you did not maintain accurate case histories for these subjects
because their medical records, case report forms, and informed consent forms contained false
names.

Your request for a hearing must be made in writing within ten (10) business days after receipt of
this letter, and should be directed to Eugene R. Leger, Director, Division of Compliance
Management and Operations (HFC-210), ORA Office of Enforcement, 10903 New Hampshire
Avenue, W032-4360, Silver Spring, MD 20993-0002, Telephone (301) 796-8203, FAX (301)
847-8635. If no response to this letter is received by that time, you will be deemed to have
waived any right to a regulatory hearing, and a decision in these matters will be made based on
the facts available to FDA.

A request for a hearing may not rest upon mere allegations or denials, but must present specific
facts showing that there is a genuine and substantial issue of fact that warrants a hearing.
Pursuant to 21 CFR 16.26, a request for a hearing may be denied, in whole or in part, if the
Commissioner or his delegate determines that no genuine and substantial issue of fact has been
raised by the material submitted. A hearing will not be granted on issues of policy or law.
Written notice of a determination of summary judgment will be provided, explaining the reasons
for denial of the hearing,

If you wish to respond but do not desire a hearing, you should contact Mr. Leger within the
specified time period and send a written reply containing your response. The letter should state
that you waive your right to a hearing, and that you want a decision on the matter to be based on
your written response and other information available to FDA.

FDA's offer for you to enter into a consent agreement, attached to the NIDPOE dated January 27,
2012, remains available. Entering into a consent agreement would terminate the administrative
procedures but would not preclude the possibility of a corollary judicial proceeding.

No final decision by FDA has been made at this time on your eligibility to continue to receive
investigational new drugs. Moreover, there will be no prejudgment of this matter if you decline
to enter into a consent agreement and decide instead either to request a regulatory hearing or to
request that the decision be based on information currently available to FDA.
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Please inform Mr. Leger within ten (10) business days whether you wish to request a hearing or
to have this matter resolved by consent agreement or information available to FDA.

Sincerely,

frwcs_

Dara Corrigan
Associate Commissioner
for Regulatory Affairs

Enclosures:

21 CFR part 10, subpart C
21 CFR part 16

21 CFR 312.70





