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From:. Chnstopher Jones [Chrlstopher Jones@rtp ppdi. com]

- Sent:: ~ Monday, January 21, 2002 1:27 PM
To: Catherine Ross '.

Cc: 3 Melinda Edwards Ann Marie Cisneros; Tammye Morgan Jackle
Subject Re: Dr. Garner

3 have_ deactivated this site.

Chris |
Cathei*ine Ross wrote:

Chns
~ Please shut off Site 0881 / Dr. Gamner from enrolling any more subjects within the IVR.

Apparently, has enrolled at least one subj ect today already. I also left a message on the" C e

IVR Hotline.

Thank you for your prompt attention to thls request

Sincerely,

Catherine

x

Melinda Edwards wrote;
 Dr. Gamer/NY (site 0881)

This site was monitored on ThursdeS/, 1/17/02. The site had significant issues
which were discussed with Nadine during the Aventis call on Friday. Nadine
agreed that this site needed to be shut off in the IVRS. '

Summary of issues:

o enrolled 86 subjects _

o indicates that has Phase II, III IV research expenence

e several subjects were enrolled prior to signing the revised consent. The

- subjects signed the revised consent and back dated the consent. The
originals were thrown in the trash.

» PIsigned the revised consent and photocopled each with his signature.

~ Many have a copy of the PI signature and many are not dated by the PL.

PI enrolled himself in the study -

No source docs on many subJects

consent forms were missing for-4 subjects

unreported adverse events’

There were some other issues as well, but these were discussed with Nadine
who agreed that we should stop the s1te ﬁ'om enrolling any additional subjects..

Mehnda

QAQC _0881020121C
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Khosla, Ranjan PH/US '_ : : : Hmmtzg
o ' ; ¥ ‘Aventis - Confidential
F : . Ann Marie Clsneros [annmarle cnsneros@rtp ppdl com]
: , Thursday, January 24, 2002 9:01 AM
N -H T Khosla, Ranjan PH/US
Cc: : Melinda Edwards; Jessica Lasley; Catherine Ross; Mary Ann Russo

Subject: : Re: Problems at Dr. Terpstra's site: TREAT Study

Ranjan- . '

Thanks for your reply This site has been closed in the IVRS and follow up
regarding the issues you outlined will be a joint effort between the site
management CRA and the field monitor. I will forward you the follow up letter.
and tnp report for Dr. Gamer's site in addition to Dr. Terpstras as you

- requested.;

Kind Reg:i‘frds,
Ann Marne .

Ranjan.Khéosla@ aventis.com wrote;

>Dear Ann Mare,

>

>Thank you very much for informing us about the GCP Issues at the site of
>Dr. Terpstra's site. I disccussed the information provided by you with
>Gerard Marini, Head of GCP NA Operations Center Followmg are our

commendatxons

>1. Please close the TVRS to this site immediately so that 0o new subjects
>are erolled before we have ensured that site has resolved all outstanding
>issues. -
>2. Please send a Certified Letter to the site requesting the site to create -
~>an action plan to resolve all outstnding issues. Pleasé ensure that all
>issues are addressed in the Certified letter and the following
>recommendations provided to the site:
~ >A. For ssbjects 089, 092, 093, and 095-160 in whose ICFs one of the phone
- >numbers had been marked out with black marker; the site should have the
>subjects sign a new ICF with current date, generate a Memo to File and
>notify the IRB.
>B. For subjects 001-160 the IC.'F indicated that the sub)ects would not be
> receiving compensation; however, the PI was compensating subjects $35 if
- >they completed the study. The Pl is not required to pay the subjects as the
>IRB approved ICF does not require that. However if he wants to pay the
- >subjects he should have a transparent process of paying all the subjects
>regardless of whether the subjects-completed the study. This is to ensure
>that there is no element of coercion involved.
> C. Please remind the site to follow the protocol deligently. The site should
>document all protocol violations in Memos to File and report them to the
B,
: i The site need to document due deligence in having the subjects come in :
>for visit 2 by making phone calls and if that fails then by sendmg : : . QAQC 0881020124
> Cemned Letters to.the subjects. - _ . -
. 1 .



>

>E. TRAINING: Please retrain the site about the proper informed consent 0881 Garner, Andsrim)gg: %%Zf

> procedure as noted in ICH GCP. Guidelines section 4.8 and in the 21 CFR Part " HMR3647 (Ketek)
>50. Also retrain the site about proper source documentation practices as - _ Aventis - Confidential
. escribed in the ICH 1.51, 1.52 and 4.9. Please docuriient all the training ' '
- > provided to the site. Please reeducate the site about the protocol inclusion
">and exclusion criteria. . '

>F. Please request the site to complete the CRFs and logs in a timely manner.

> : : s
>3. Please ensure that the site creates and implements an action plan to

> resolve the QA issties and please assess compliance.in a future monitoring

>visit. If the site is found to be compliant in the next monitoring visit,

>then they should be allowed to enroll more subjects. If the site does riot

>comply'to the above mentioned recommendations, please close the site.
> : .

>Flease feel free to call/ email if you have any questions.

> Thanks ‘and regards

> ;

>Ranjan Khosla, MBBS, MD, CQA

>Senior GEP/ QA Specialist
* > GCP NA Operations Center

-> AxentisiPharmaceuticals
>Mal Code: EM-B1A
>Route 202-206, P.O. Box 6800
> Bridgewater, NJ 08807-0800
> ™hone: 908 541 5476

> Original Message----- . . _—
>From: Ann Mare Gsneros [mailto:annmarie.cisneros@ rtp.ppdi.com]

.>Senu: Tuesday, January 22, 2002 9:45 PM :

- >To: Khosla, Ranjan PH/US; jessica lasley@rtp.ppdi.com;

" >nelndaedwards@rtp.ppdi.com :

>Subject: Problems at Dr. Terpstra's site

> N .

>I am forwarding an e-mail in regards to Dr. Terpstra's site. The

> monitor recommends the site be shut down in the IVRS and have a

>re-visit. : The IRB has been notified of the ICF changes.

>Please advise-
> Anan Marie Cisneros

> i . .

> P

> Subecr:Problems at Dr. Terpstra's site

> Lrate: Tue, 22 Jan 2002 20:40:00 -0600 )

* >From; MaryAnn.Russo@ wilm.ppdi.com
> Tur annmarie.cisneros@rtp.ppdi.com

> e

S nan Mane,

"> wanted to give you a'sumnmary of Dr. Terpstra's site. Please forward
> this email to those involved. : '

QAQC _0881020124
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>The followmg items cause concern and I think it would be ir in our best Site0881.pdf
>interest to close enrollment overall at this site. - , © HMR3647 (Kefek)
> . ‘/ i _ "~ Aventis - Confidential

All ICF had been altered in some way
.- -~ A. For subjects 089, 092, 093, and 095-160 one of the phone numbers
> had beeh marked out with black marker
> B. For subjects 001-160 the ICF indicated that the subjects would
- >not be receiving compensation; however, the PI was compensating subjects
>$35 if they campleted the study. Subject that did not complete the
- >study did not receive any compensation.
>The PI was unaware of GCP guidelines and IRB procedures When I
>dis cvssed these with the PI he was argumentative about cornpllmg with

> uout GCP guideliné or in followmg the guidelines.:
> :
- >2. Over 20 protocol violations-were docurriented with the ICFs (this is
>not includmg the previously mentioned PVs). For example, several ICFs
. > -were not dated by the PI and consenter, one of the ICFs could not be

>located, and several ICFs did not have correspondmg signature dates
>kérs een the PI and subject.

> X
>3, N cursorylook at CRFs and source documents mdacated that many

> sub)ects had visit 1 but had not come back for visit.2. Usually one

> p( ione call was being made and no other follow up was made to have the
> subzctsiretumn to the office. : :
> : :
: I was only able to look at 3 subjects; however, 2 of the 3 were

> e'lrcded with allergies to beta-lactam antibiotics. When I discussed
>+ 15 with the PI he questioned this exclusion criteria and when I showed
- >him theicriteria in the protocol he indicated he wasn't aware of this
>until [ showed him. The P continued to question this exclusion
>crtena, :

> ; : .
>5. C‘{Fé and logs-are not legible and they are incomplete.

>

>The PI does not have a SC or S assxstmg him with the study. He is

> doin; all the work himself and with 160 subjects it appears to be too
>tuch. Of more concern, the PI does not seem interested in correcting or
E >'lcaming§from these errors.

>

> zase let me know if you have any questions about this site.
> Tranks :

>N try'Aﬁ'n

> :

> Cemeeee e e e e e

“liaical Research Associate IT
ZPD Development .
Y lmmgton TCC

>
‘  > o [aryAnn Russo <maryann. russo@wﬂmppdl com>
>

> .
> Mary A.nn Russo ; o ' . QAQC _0881020124



