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i Fatlure to provide adequate informed consent for the 14 subjeety participating i the study, The informed consent form did not
provide:

1) & statement in sufficient dstail on the expected durstion of the subjeots purticipation

b} a description of the procedures to be followed

¢} identification of sy procedures which are experimentsl.

jid ?aﬁmm@mmm&nﬁeqmexﬁmo&mwwa&mwmIémjmmdwmmmsmdy
8) Thers wees no written informed consent forms for Subjects @Pand @as the study site.
b) The informed consent form for Subject@Pbas & signature that was dated after the subject received the initial dose of the study
drug.
¢) The informed consent for Subjectwas not signed and dated by the subject.

IN. There ix no docurenntion available at the study site to suppors that an Institutionsl Review Bosrd reviewed and spproved the
informed consent forrn used for the 16 subjects participating in the smdy.

IV,  DMPS was administersd to study subjects prior 1o and/or after the principel invastigator's participation in the IND clinlesl
study. Subject records indicate at lenst § subjects wers traatad with DMPH baftre and/or alter thels participation in the IND clisice]
study.

v, Records associsted with the investigationn] study indicats the principal investigator s represauted in a promotional context
thatan investigational pew drug is safe and offective for the purposes for which it is under Investipation: or has otherwiss promoted the
drug (DMPS).

Vi ‘I‘hmhmdwmmuﬁmmummvmﬁmmm&aﬁmwmwm&ﬁmsmym%m study, or
that 2 report of an investigation was submitted t5 the sponsor regarding the findings of the investigation,

VIL  There is no documentation to support that the Institutions! Raview Board was promptly tnformed of the death of srudy Subject

VIL  There is no documentation svailable at the snidy site to sipport St s form FDA 1272 was submitted o the sponsor for the
study to assure that tadividusls qualified by rraining end experience saw the study subjects and administered the study drug.
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X, Faijuce to insure the study was conducted according to the signed investigator statemient, the investigationa! plan, and
appiicable regulations,
a) The principal investigator failed to provide a list of names of sub-investigators assisting in the vonduet of the fnvestgation on the
form FDA 1572,
b} 4 of the srudy subjects were dosed with less than the required Jmg/iksg t}fw a8 specified in the protoeol,
¢} There i3 {nsufficient dostmmentation to determine that the required physical examination wes performed prior to receiving the study
drug for at least § study subjecs,
4} There is no docwmentadon to indicate all of the required laboratory tests were performed befors and/or after subjecty received the
stedy drug for each of the 16 subjects. For sxampie:
é } &‘é:;“b;w .had na laboratory records ‘o indicate the raquired pre-challengs urine test was performed for the 08/27/97 dose of the
study drug
2) Sutject @had no isberatory recerds to indicate the required pre- and post-challense urine tests were performed for the 08/06/97
dose of the study drug
3) SubjectiPhad no records to indicats the required venous blood gas analysis was performed prior to the 07/22/97 doss of the
srudy drug .
¢} Study records for Subjec icate 4 doses of study drug were sdministered (69/02/97, 12/08/97, 12/25/97 and B1/05/98), witha
physician Signarare dated } 1/18/97 ctdcr‘.ng the study drug. The principle investigator was terminated from the study on 09/26/57,
£) Study records for Subject @iindicate 3 doses of study drug were administered (07/30/97, 02/23/98, and 03/23/98), with physician
signanires daed 07/97 and 02/23/98 avdering the smudy drug. The principle investigaror wes jwrminatzd Som the sredy on 09726797,
8} There is insufficicnt documentation to indicate the tequired silergy testing was accowmplished prior to administration of the study
drug for st least $ subjects,
k) There is insulficient documentation to fndicats that 10 of the subjects received nutridonal supplementation of chloretla and garlis
i the two weeks prior to initial dosing as specified in the protocol.
ig Failure o assign 2 unique randomization code to each study subject. Multiple randomiration codes were assigned to the foliowing
subjects:
1) Subjectl} was assigned nurabers 001 and 002
2) Subjec: §was assigned pumbers 606 and 021
3} Subject @Bwas essigned numbers 009, 017, and 020
4) Subject as assigned numbers 015, 016, and 023,

X Failure to maintain complete and sccurare records for the dispositior of the study drug, including dates, quantity, and use by
subjects.

3) Records for Subject i indicare a second dose of MIPMIIRD wes received on 09/02/97. That dose is not documented on the
muaster Drug Accountability Log.
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1 Consumer Sefery Officer 108
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master Drug Accountability Log.

do not document why the dose was discarded.

master Drug Accountability Log.

the study protocal was properly performed.

1} the physical examinations for at least § subjecis

) e neurological examinations for at lesst § subjects
3) the study drug disposition for at least 8 subjects

4) the allergy testing for ai lenst 11 subjects

6) the response to the study drug for at least 6 subjects

b) Records for Subject Wilfindicate 4 second dose of SINMMRD was received on 09/03/97. That dose is not documented on the

¢)The master Drug Accountability Log indicates that lcc of the study drug was delivered sublinguaily to SubjecediPon 09/17/7.
The subject cancelled the appointment and was not at the study site on that dat.

d)The mastes Drug Accountability Log indicates that doae for Subject i (015) on 09/03/97 was discarded, The source documents

¢) The amount of study drug used and the xmount of study drug discarded for Subiject J(006) on 07/03/97 is not recorded on the
XL Failure to prepare and maintain adequate and accurate case histories that record all observarions and other data pertinent o the
investigation on sach individual administered the investigationa! drug in the study.

) The stady records for all 18 study subjects are incomplete with regard © Case Rzport Forms and the source data to document that

b} Failure to accurately and completely record on the Case Report Formis:

§) the concurrens iliness and concomitant medications for at least 11 subjects
XIIL  There is no documentation available at the study site to support that an Institutional Review Board reviewed and approved
Amendment 21, Armendment #2, Amendment #3, and Amandment #4, dated June 24, 1997 for the study.

Xill.  The methods, facilities, and coatrols used for the manufacruring, procassing, and packing of the investigational drug are
inadequate 1o csiablish and maintain appropriate standards of identity, strangth, quality, and purity as nesded for subject safety.

XTIV, Failure to control the investigational drug in that the study drug was not sdministered under the investigator’s personal
supervision or under the supervision of a subinvestigator responsibie o the invastigator.
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