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An investigator is responsible for ensuring that an investigation is conducted
according to the signed investigational statement, the investigational plan, and
applicable regulations; for protecting the rights, safety, and welfare of subjects
under the investigator's care; and for the control of drugs under investigation.
Our investigation revealed that you did not fulfill your obligations as a clinical
investigator in the use of investigational new drugs in that you failed to follow the
investigational plan and adequately protect the safety and welfare of subjects.

You failed to ensure that an investigation is conducted according to the

investigationai pian (protocoi). [21 CFR§ 3 2 60 ].

umerous protocm vioiations in the review of SUDJeCI records

2. The vioiations inciude, but are not iimited to the rouowmg

In your response letter dated November 7, 2001, you explain tha

1T I SIS INYSIT 1, &8 5,

in your |udament several of these female subjects did not require
pregnancy test and, hence, you did not perform this test. You stat
that in the future you will follow the protocol and obtain Drosoectlve

written approval from the sponsor prior to any protocol deviation.

ii. You failed to perform or document the Kamofsky score for all 12
subjects enrolled in the studies. Protocols 1 and 2 require that
potential study subjects have a Karnofsky performance score of at
Ieast-to be included in the studies.

In your response letter you state that you will maintain the source
documentation for all entry criteria in future clinical trials

®
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d minister the correct dosage of lnvestlgatlonal product to
subjects as shown in the exampies beiow:
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i, Subject 0107 was administered an incorrect volume of I
as a result of inaccurate weight calculations for each of the!
infusions for surgery number 4 under Protocol 2 Part lIb between
5/20/98 and 5/23/98. Your response letter acknowledges this

violation.

iii.  Subject 0112 was administered |G i"stead of
on 6/9/98, for the first infusion under Part 1Ib. You
acknowledge this deficiency in your response letter.

You administered a second infusion of the investigaiionai product to

SUDjeCt Uliton 'lUIldISO even tnougn the subj ect failed IO achieve ieveis

Al

You failed to perform the screening evaluation as required by the protocol.
For subject 0106, under Part la of Protocol 1, the pre-infusion blood
chemistry sample was obtained several hours after the infusion was
completed on 8/10/93.

Your response letter explains that the sample was obtained prior to the
infusion, but there is no documentation to support your claim that the
sample was collected before the infusion was begun.

me atj I post-infusion for

ti
rtia and b) and 0102 (Part ia) under Protocoi 1.

0108 and under Pan Ila fg r su

You acknowledge this deficiency in your response letter, and indicate that
you will ensure that study personnel understand the protocol
requirements.
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G. You failed to draw blood to determine the hemostatic response at baseline
andi rost-infusion, or obtained the sample at inappropriate times
for the following subjects:

Subject Treatment Samples not drawn or drawn incorrectly
0101 Part Ib Not drawn on 11/16/93
0103 Part lIb Not drawn on 10/2/98
Part lla Not drawn for bleeding episode 8 for infusions to
||
0111 Part Ib Baseline samples were drawn after the infusion had started
Part lib I oost-infusion sample was drawn Iate, for surgery 1

In your response letter, you explain that in future clinical trials your
research staff will be more diligent in adhering to the protocol
requirements.

H You failed to obtain vital signs as required by the protoools This is not a
complete list, but is provided for illustration.

Part la of the protocols required vital signs to be recorded afiijil}

post-infusion of the study drug. You failed to follow this
protocol directive for subjects 0101, 0104, 0105, 0106, 0107, 0108,
0108.

ii. For subject 0103 you failed to obtain vital signs for numerous
infusions. Examples include, but are not limited to, the infusions
under Part lla, bleeding episode Z.{j j and
and Part lIb, surgery 9 (infusion .

In your response letter, you acknowledge these violations, and commit to
train your staff in future studies.
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You failed to report all serious adverse experiences (SAEs) to the sponsor
as required by protocol 2
Subject SAE Onset Protocol requirement
date of
SAE
0111 10/23/56 | Withinmmworking days under
. version 3.0
|
0107 Hematuria — | 122/97 | withinllworking days under
version 3.0
0103 Adenocarcinoma of | 4/9/98 WithinBllworking days under
the cervix amendment 3 dated 8/27/97

Pnumonia and 8/10/98

Pulmonary embolism | 10/22/98

Deep vein thrombosis | 10/23/98
/2

Diarrhea 1

SAEs fo the sponsor in a tumely manner and will mplement better
oversight of study personnel for proper documentation and reporting of
SAEs to the sponsor.

Protocols 1 and 2 require that case report form (CRF) “corrections will be
made by a single line stroke through the entry to be corrected, and the
correct entry will be made above the deleted entry, initialed and dated.”
You routinely faiied to follow these protocol directives in the following
subjects’ records, as illustrated in the foiiowing examples: 0101 (CRF

page 3.4, dose caicuiation), 0103 (CRF page . 3.1, dated 6/8/93, CRF page
17.1, 9/12/98, infusionmmmy, 0104 (CRF page 3.3, dose caicuiation), and
0107 (CRF page 24.1, 5/20/88, infusionmmy

In your response letter, you acknowledge the inappropriate coiections
made by the study staff, and state that you will retrain your staff regarding
the proper procedures for correcting errors.
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K Protocols 1 and 2 require the investigator or sub- lnvest_laatgrs named on
the Form FDA 1572 to review and sign the CRFs, thereby ensuring the
completeness, correctness, and timely entry of data relating to the clinical
trial. Several CRFs were corrected by an individual not listed on the Form
FDA 1572. This is not a complete list, but is provided for illustration.

Subject | CRF page " Date of infusion- | Correction by an individual not
infusion number - listed on Form FDA 1572
alamlan o bmm
Udida Sriuy
0102 3.2, Part 12 Calculation of dose ltern 3f, volume needed
0104 3.3, Part 12| Calculation of dose Item 7, end of infusion time
0105 3.3, Part 1a Calculation of dose item 6b, question regarding same
volume as entered in item 3f
0107 24.4, Pari iib "r"‘ﬂ“'%-Sl" /98, infusionsill | infusion dosage information
addendum
0109 3.0, Part 1a 71 8/94 Infusian of actual volume
0111 24.0, Partib | 10/23/96, infusions BN | Tota B units entry in the
— | infusionlog
24.1, Partlib | 10/16/96, infusionSENE iFuGse entry under infusion
| ae information

You failed to obtain informed consent in accordance with the provisions of
21 CFR Part 50. [ 21 CFR § 312.601].

You failed to obtain the written informed consent from the subject or their legally
authorized representative before you initiated study-related procedures. You
performed study-related blood tests for subject 0110 on 7/11/95 before the
subject signed the informed consent document (ICD) on 7/18/95. In your
response ietter, you acknowledge this protocol deviation. However, you did not
provide documentation that the sponsor prospectively agreed to permit this
testing without a signed informed consent document.

n adequate and accurate case histories.
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Incorrect subject identifiers. The dosing calculation work sheet
dated 5/20/97 for subject 0101, the shipping tracking form dated
7/26/95 for subject 0106, and the dosing calculation worksheet
under Part la for subject 0107 have incorrect subject numbers or
initials.

ii. Incorrect dosage information. There are discrepancies in the
volume of investigational product administered to subject 0104 on
10/26/93, under Part la of Protocol 1, between CRF pages 3.2, 3.3.
and the doctor's note dated 6/13/94 on CRF page 3.2.

inconsistent documentation of concomitant medications. iviuitip‘e
CRFs are Olscrepant in the listing of concomitant medications. For
e

e e o B man Al o el il e e FIAODINA L o . LI L NANA ST Py

examplé, fO rme IlllUblun U" l 10/94 101 ﬁuuje(n. VivY, UI\r ﬁa
DD Al b s . - . | el
Q.0 Uiu v L r
lictad tha i

nowu Uuiv

were multmle discrepant corrections in reoomna adverse
experiences.

B You failed to maintain all supporting source documents for the subjects’
study-related CRF entries. Source documents could not be verified for the
CREF entries regarding administration of concomitant medications for the
subjects listed:

page 3.3 for subject 0102 reports the administration of Solu-
Cort ef on 5/19/33. Source documentis couid not be iocated during

j.L Yo oo av T oan

e inspecuon in ne SUD]eCI S case msrory for this medication.

H
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C. You failed to document all pertinent data relating to the study in the
subject's CRF.

The progress notes dated 10/16/96 state that subject 0111
developed nausea and chills as a reaction to the administration of
the investigational product, requiring the administration of
Hydrocortisone. You failed to record these adverse experiences
(AEs) and the administration of Hydrocortisone on the subject’s
CRF.

In your response letter, you explain that the adverse experiences
occurred on 10/23/96, not on 10/16/96. You entered the date,
10/23/96, in your progress note for the above-mentioned AEs,
subsequently. We note that you entered the AE “chills” in the CRF
24.3, on a later date.

For subject 0103 you failed to document the duration of infusion on
the following infusion dates: 9/6/98, 10/4/98, 10/6/98, 10/7/98,
10/16/98, 10/17/98, 10/20/98, 10/21/98, 10/22/98, 10/26/98, and
10/27/98.

In your response, you explain that in future studies you will use an
infusion pump to correct this deficiency.

D. You failed to maintain complete and relevant case histories for the
subjects enrolled in the study.

For subject 0106, who was administered investigational product on
8/10/93, you were unable to locate the consent form, signed by the
subject or subject’s legally authorized representative, during the
inspection.

In your correspondence dated November 7, 2001, you enclosed an
ICD signed and dated 8/10/93, by the subject’s representative for
subject 0106.

You did not have documentation during the inspection to confirm

that the sponsor prospectively granted approval to allow you to
enroll subject 0109 who was“f age, under protocol 1.

In your correspondence dated November 7, 2001, you enclosed
sponsor’s approval letter dated April 25, 1994, agreeing to enroll
subject 0109.
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5.

You failed to maintain adequate records of the disposition of the drug.
[ 21 CFR § 312.62(a) ].

You failed to maintain adequate records of the disposition of the investigational
products including the dates, quantity, and use by subjects. You failed to
complete the investigational drug utilization record (IDUR) for the drug lots
received by the pharmacy, and could not account for discrepancies in the
inventory of the investigational products. Examples include, but are not limited to

the following:

A LOF You did not record the receipt date, distribution, and the
stock verification date in the IDUR. Furthermore could not account
for distribution of five vials of this lot for recipient ; No subject with

these initials was enrolled in Protocols 1 or 2.

Lolﬁ The distribution time and stock verification date are not
reco in the IDUR, and there is an inventory discrepancy of one vial on

9/30/98.

LotHE The distribution time, received by, disposition of units,
and stock verification are not recorded in the distribution log of the IDUR.
The total number of remaining units could not be calculated based on the
IDUR.

Lot I You failed to record the receipt date in the receipt log, the
date and time of the distribution, and the stock verification date in the
distribution log of the IDUR. There is an inventory discrepancy of two
vials.

In your response letter, you state that you will conduct more extensive training for
study personnel associated with drug distribution and accountability.

You failed to promptly report to the Institutional Review Board (IRB) all
unanticipated problems involving risk to human subjects.
[21 CFR § 312.66 ].

In its approval letter dated 2/25/93, the lllinois Masonic Medical Center IRB
required that you immediately report adverse experiences. You failed to report
eight of nine serious adverse experiences (SAEs) listed in item 21 above to the
IRB. In your response letter, you acknowledge that you neglected to report the
SAEs to the IRB.
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In general, your response letter describes several changes you plan to implement to
correct the conditions noted during the inspection. You indicate that in future, study
personnel will be instructed and trained in GCP, the CFR, and the protocol requirements
r.‘!_ting to the conduct of the clinical study. The instructions will include apprg,.ri_te

entermq and correctlnq data dosaqe and volume calculatlons and the documentatlon
of drug distribution.

I (n your response, please

explain the changes you have implemented in ongoing studies.

This letter is not intended to be an all-inclusive list of deficiencies in your clinical study of
investigational drugs. These deviations appear to be the result of lack of supervision of
personnel involved in conducting this study. Staff who were delegated the authority to
perform certain functions were not adequately monitored. in addition, there is no
documentation that you actively reviewed the case report forms for accuracy. You, as
the clinicai mvesngator are responsibie for assuring that the data contained in the case
‘;‘)oﬁ forms and submitted to the spﬁﬁSc‘)r are compiete and accurate. it is your

H ™S

PRI N Y RS S PRy G Y\ [Ny PRy §

esponsibility to ensure adherence to each requirement of the iaw and reievant

-

-y
D

w&ﬂ.ﬁ ﬁfvteen'{q ‘;)gvb:lsm“; d;\—ls a; ;he; r,a' gn'f(.)r the delay and the time within
which the corrections will be comnleted Your response should include any

documentation necessary to show that correction has been achieved.

Failure to achieve prompt correction may result in enforcement action without further
notice. These actions could include initiation of investigator disqualification proceedings
which may render a clinical investigator ineligible to receive investigational new drugs.

Your written response should be sent to the following address
Bhanu Kannan (HFM-664)
Division of inspections and Surveillance
Food ana urug Aumlmstrauon
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We request that you send a copy of your response to the FDA Chicago District Office at

he address listed below.

I,I U QU WoU v

Ny
VO o

Director

Office of Compliance and Biologics Quality
Center for Biologics Evaluation and Research

Enclosure: Form FDA 483, Inspectional Observations, dated August 21, 2001

cc:

Joann Givens, Acting District Director
Food and Drug Administration

300 South Riverside Plaza, Suite 550S
Chicago, lllinois 60606

Rimgaudas Nemickas, M.D., Chairman
Institutional Review Board

lilinois Masonic Medical Center

836 W. Wellington Avenue

Chirann lllinnie RnRR7
(O (o2e/

HLQyYywv, 1Hiniviv vv



