// DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and urug Administration

Rackvilla MD 20887
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During an inspection ending on November 3, 2000, Mr. Carl J. Montgomery, an

nd Drug Administration (FDA), met with you to review your
of a clinical $tu titled, “A Phase lll, Randomized Double-Blind, Placebo—
led Efficacy and Safety Study of : —— (LeukArrest™) in Patlents with Acute
I e ic Stroke (HALT Stroke Trial).” L
— The inspection is part of FDA’s Bioresearch Monitoring Program that includes

inspections desngned to review the conduct of research involving investigational drugs.

The deficiencies noted during the inspection are listed on the Form FDA 483,
Inspectional Observations, presented to you at the conclusion of the inspection
(enclosed). We reviewed your written response dated November 3, 2000, to the
Inspectional Observations. Although your letter explains some of the study deviations
and some corrective actions, we request that you specifically respond to the items
designated with the symbol “—»—" that are included below.

Based on our review of the information from the inspection, we identified deviations
from applicabie federai reguiations as pubiished in Titie 21, Code of Federai
Hegulanon Parts 312 and 50 {21 CFR 312 and 50j. The deviations inciude, but are

" A,

not iimited to, the Iouowmg items:

1. Fauiure to r:rﬁmp iy report to the institutionai Review Board (iRB) aii
changes in the research activity. [21 CFR 312.66]
You are a member of the IRB and you failed to keep the IRB fully informed of the
antiviitinae Af unniretinidvy  Far avamnla
QAVLIVIUGCGO VI VUl oluu 1 Vi UI\GIII'JIU,
a. You did not inform the IRB that the sponsor temporarily suspended subject

enr‘(—,)llr.nen for the HALT Stroke Trial at your site on 7/7/99.
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In your response letter dated November 3, 2000, you explain that you
mistakenly|believed that you only needed to deal with the sponsor to “make

continued: on-compliance with Good Clinical Practices. The following
documentg exhibit your failure to disclose the information to the IRB:

Your files include a letter addressed to the IRB from your Research
Coordinator dated 2/6/00. This letter includes a sentence “reporting
closure’ of your site to the HALT Stroke Trial, but does not indicate why.
This ddcument was not found in the IRB records.

In your|response letter, you explain that you did not see this letter.

ii. A letteridated 3/29/00 to the IRB, found in the IRB records, states only the
followir)g regarding the study closure, “. ...~ ; Acute Stroke
Trial which we have stopped participating in . . . ” without reference as to
why the¢ study stopped.

closed @t your site, because the IRB approved the study for annual review

i In add}on, the IRB on 2/24/00 apparently did not know the study was
on 2/24/

/00 as documented in a letter to you from the IRB dated 3/24/00.

c. There is np documentation that ! - ywere
sent to the| IRB in a timely manner. These alerts are dated 3/10/00, 3/31/00,
and 3/31/ b respectively. These documents were sent to the IRB on
10/30/00, QJne day prior to the start of the inspection.

You explaih that your current coordinator identified this omission and
submitted Fhe safety reports.

2. Failure to ob1ain informed consent in accordance with the provisions of 21
CFR Part 50.1[21 CFR Part 312.60].
a. »—Changes to the informed consent required by the sponsor in Amendment
2 version 3 of the protocol were not correctly incorporated into the consent
form approved by the IRB on 8/26/99. Please explain how you plan to prevent
future similar occurrences.

b. —— subjelts signed the wrong version of the informed consent. For
example, i
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consent form was used.

ii. Subject; was randomized and signed the consent form on 12/9/99
using thle consent form approved on 2/25/99 instead of the consent form
approvid on 8/26/99. To correct the mistake, the subject signed version
5/5/99 pf the consent form on 3/13/00. There is no documentation
showing that version 5/5/99 of the consent form was approved by the IRB.

In your.i'response letter, you explain that the study coordinator attempted
to makaﬁ changes to the consent form requested by the sponsor involving
a singi@ paragraph, but the coordinator deieted a smaii portion resuiting in
a wrong consent form for subject i—

——We expect you and your institution to have in place a system that ciearly
identifies t‘Eé current approved version of the consent form, and informs the
PRI Y | FORIT'S SR 271 TR 4 mmmamimt Lmvnm Bm cimm S Nomm i mdle Al i 14 L~
respornsion Lpdllleb O1 ie cutrerit CoONnserit iorrn 1o use. ulie meuoag woula e
to include the approval expiration date on approved consent documents with
a cover notation that the document is the currently approved version

v sInfarmind ~aAaneant Aaniimante Iana annravuad s tha IRDRD Al QD200 AnA
e AR IAVIN] ILFU LCWIIOTIT It UVULVULHIITT IO \UI (1= GPPIUVUU [ 9] HIT M VI O/cV/I99 alliu
thnea cinnbd hy etihiarnt «nn 12/0/00 and cinnad hyvu enhiant
Nivow Olslmu [ ¥4 OUUJU\IK A UV V&I \l\l, QAl i OISIIUU Uy DUV wL
on 12/5/99and 3/13/00) do not include lanquage that clearly identifies the
A d] ¥ i AN NG T \l, AW TIWL 1 TWwWikdNAdWw 1A Iau“sv T IAS vlvull! LAS A R AV S LN Y iy L)
test article Las being derived from a mouse. This is important information that
subjects n‘l_y need to know in the event of participation in future clinical trials
or treatmet with murine derived products

——The cbnse.nt forms mentioned in item “2¢” above also do not include
informatiofy stating that subjects who develop antibodies to mouse derived
antibodieéll ay be at risk to receive other mouse derived antibodies.
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raye & - vI. viciiael n. N\ yatLuy
Eailiira tAn anciira that tha invactinatinn ile nandiintad anaardineg ta tha
ranuic (O CNswi© wid iC mveSuyauTini 1S CONUUCICU aClOraing O uic
invactinatinnal nlan Inratancall 121 OFR 219 &M
"l'gc‘l”u‘lu. [ 1=1] v'“'l ‘Pl vtval’. lﬁ i Wi s W .‘lvv’l

a. ——The protocol requires that the National Institutes of Health Stroke Scale
(NIHSS) s¢ore be obtained < 1 hour prior to randomization. The case report

e & e e MR e W LRI AN R AR . T WA

_fgrm (CRFI for day O (L)asehne) shows that the modified Rankin scale and the
NIHSS for%ublect —= were both started at 01:30. The test article was
administered at 02:54. The initial administration of the test article was
conducted 24 minutes beyond the time limits of the tests required by the

protocol.

b ——You did not perform the Glasgow Outcome Scale score for subject -
— for day 28.

c. ——The protocol requires that temperatures be taken every four hours
through Day 3. Temperatures were not always taken. For example,

The; 32, 40, and 56 hour temperatures after the first dose of test articie
for subject were not recorded.
H Tl O lhaiiv barmermavaliivan ~Am dlha MNaw, N Tancemavadiiea RMAamibael trmme Fmvmn A
n 1 O 1ioui lUlII'JUldlul Il Ut ucly P | lIIPUI tuie IVIUIIIlUIIIIu 101711 Ul
thno DE fAr etithinnt wrae nat ranardand
UIT Wil o DUU]UUI. WAoo 11V 1TLUIUTWU.
d. ——Temperatures were not always taken on time for subject -, as

sean in fhn fnllnwmn tabhla:

SO R,

Temp. Times

PrOJected Actual | Early/Late

4 hrs. | 06:54 06:15 | Early — 39 minutes
8hrs. 110:54 11:15 | late — 21 minutes
12 14:54 16:35 | Late -1.5 hours
hrs.

16 18:54 18:00 | Early — 54 minutes
hrs.

20 22:54 23:59 | Late — 65 minutes
hrs.

The initial test article administration time was 02:54 on 12/5/99.

e. ——The Day 90 follow-up visit for subject ¢ occurred on 3/13/00, nine
days beyonhd the due date of 3/4/00 and 2 days beyond the latest date
required by the protocol.
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4, Failure to prepare and maintain complete and accurate case histories.
[21 CFR 312.62(b)].

a ——The Medication Administration Record shows the actual times of Tylenol
admlmstrapon for subject on 12/5/99 as 03:00, 13:00, and 22:00
hours. borrectlons to the Day O Temperature Monitoring Page of the CRF
indicate that no anti-pyretics were given to the subject on 12/5/99.

b ——There Jar‘ discrepancies between the L)ay Day 90 Comment Log and
the CRF fqr subject For exampie
Althcu?h the CRF indicates that lab samples were obtained on 6/9/99 for
subject ——— on Day 2 (60 hours), the comment log reference to page
16 of the CRF indicates, “other 60 hour labs not done on 4/29/99
secondary to patient death.” In addition, documentation supports the
subject died on 6/10/99.

ii The comment log refprpn ce to pa_ge 9 of th

6/6/99 are available.

¢ ——Thereare no screening logs for the second and third weeks of June,
1999, the f|rst and second weeks of July, 1999, and the first and third weeks
of Decemtier 1999. Subjects — . are not identified on the
available screening logs.

d. ——We note a large number of requested changes by the sponsor on Case
Report Form Resolution Forms and CRF Clarification Forms for the *—___
subjects int your trial. Please explain how recordkeeping practices in future
studies wnll improve upon the demonstrated level of performance in this trial.

We also note that, although you have proceaures and forms for reporting subject
deaths to the iRB, 'y'c‘f'u‘ failed to report such deaths in a umely manner or in a complete
manner Spec:fu‘;‘iiyl, you did not report the deaths of subjecis - -

— tojthe IRB until 6/24/99. In addition, while you notified the IRB of the
deaths of subjects - ' - , by letters dated 11/3/99
and 12/16/99, respeét:ve!", the information sent to the IRB was incomplete. In your
response, you acknowledge procedural or other problems related to the reporting
efforts of the study cbordinator. In view of these problems, reliable procedures should
beir sure that reporting is done in a consistent, timely, and effective
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You are currently, orlhave been identified as, the clinical investigator for at least 1
studies of investigatibnal products, and are involved in at least seven other s
Non-compliance with the regulations governing the use of investigational drugs could
affect not only the adceptability of the trial data but also the safety of the human

1

subjects of research|

As evidenced by the |deviations noted above, however, the records at your site indicate
a serious failure to fulfill your responsibilities as clinical investigator, including
supervision of study personnel. Staff who were delegated the authority to perform
certain functions were not adequately trained or monitored. Although authority may be
delegated, the clinical investigator is ultimately responsible for study conduct.

This letter is not inten ed to be an ail-inciusive list of deficiencies with your ciinical
study. it is your f‘SDE)ﬁSiblilty to ensure adherence io each requirement of the iaw and
applicable regulationg.

Please notify this office in writing, within 15 business days of receipt of this letter, of the
specific steps you hj:v'e taken to correct the noted violations, including an explanation of
each step you plan to take to prevent a recurrence of similar violations. If corrective
action cannot be ce!l:p!eted within 15 business days, state the reason for the delay and
the time within Whichl corrections will be completed

notice. These actions could include initiation of clinical investigator disqualification
proceedings that may render a clinical investigator ineligible to receive investigational
drugs.

1

Please send your written response to:

Debra Bower (HFM-664)

FDA/Center for Biologics Evaluation and Research
Division of Inspections and Surveillance

1401 Rockvilie Pike

Rockvilie, MD| 20852-1448
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Please send a copy of your respo

Complianc" Branch, 1163 West

Enclosure

N,

A

A ree

, Lenexa, KS 66214-3338.

s Kansas District Urrnice, Ulrector

if you have any

Iease contact Ms. Bower at (Tel.) 301-827-6221.

K/Sf(even A. Masiello
Dlrector

Office of Compliance and Biologics Quality
Center for Biologics Evaluation

and Research

Form FDA 483 dated 11/3/00

Cc:

institutionai Review Board

Prasad Palakurthy, M.D., Chairman

Mercy Medical uemer-ues Moines IRC
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