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THERE ARE MANY TYPES OF TRIAL “DATA”

1. Journal publication and/or conference abstract or poster

2. Clinical Study Report (CSR)
3. Study Protocol and amendments What information is
4. Sample Case Report Form (CRF)
5. Statistical Analysis Plan (SAP)
6. Certificate of analysis assess a trial?
7. Sample Informed Consent form

8. Manual of Operations

9. Electronic Individual Participant Data (IPD)

10. Filled out Case Report Forms (completed CRFs)
11. laboratory reports
12. medical records and diagnostic reports

13. Investigator’s Brochure (IB)

14. Sponsor documents that do not go to regulators
14a. Marketing Assessments
14b. Email correspondence 1. MEASUREMENTS
14c. Meeting minutes

15. Records of the Data Monitoring Committee

(aka DSMB) e.g. adjudication committee 2. ANALYSES

16. Regulatory documents

16a. Medical officer's reports

16b. Advisory committee memoranda 3. NARRATIVES

16c. Site inspection reports

needed to credibly

Types of data
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CLINICAL STUDY REPORT MODULES 423

This report consists of 5 modules.

Those not supplied in this submission are obtainable from the sponsor on request.
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STU DY PROTOCOL B ORIGINAL CONTRIBLTION JAMA-EXPRESS

Gastrointestinal Toxicity With Celecoxib vs
Nonsteroidal Anti-inflammatory Drugs

for Osteoarthritis and Rheumatoid Arthritis
The CLASS Study: A Randomized Controlled Trial

Freal K silverstein, MDD
Lrerald Faich, NI

Context Conventional nonstoroidal anti-inflammatory drugs (MSAIDs) are associ-
ated with a spectrum of toxic effects, notably gastrointestinal (G1) effects, because of

Main Outcome Measures Incidence of prospectively defined symptomatic upper
Gl ulcers and ulcer complications (bleeding, perforation, and obstruction) and other
adverse effects during the 6-month treatment period.

Conclusions [n this study, celecoxib, at dosages greater than those indicated clini-
cally, was associated with a lower incidence of symptomatic ulcers and ulcer compli-
cations combined, as well as other clinically important toxic effects, compared with
NSAIDs at standard dosages. The decrease in upper Gl toxicity was strongest among
patients not taking aspirin concomitantly.

JAMA, 2000,284:1247-1255 WWW.jama.com

“As described on the FDA Web site, the published CLASS trial differs

from the original protocol in primary outcomes, statistical analysis,
trial duration, and conclusions. In particular, the unpublished data

show that by week 65, celecoxib was associated with a similar

number of ulcer complications as diclofenac and ibuprofen.”
Hrachovec JB, Mora M. JAMA. 2001;286(19):2398-2400.
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26 May 2010

Global

The secondary objective of reduction of
annualized relapse rate at 1 year was revised to
reduction of annualized relapse rate at 2 years.
Supersedes protocol Version 3.

were incorporited.
Supersedes protocol Version 4a4.
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The twi pre-selected sites in Sweden declined
participation due to long study start-up, There
wiere no subjects enrolled in Sweden.

Sod 13 February 2008 CSA (South Africa) Changes from Global Amendment Version 5

4 DATE: 2 1 2010
Version 6

24 March 2008

CSA (The Netherlands)

Avonex” will not be provided to sites in the
Metherlands., Subjects will not be required to re-
consent at each protocol-defined disability
progression or with esch Independent Neurology
Evaluation Committec-conlimed relapse
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CERTIFICATE OF ANALYSIS

L
Tamiflu (oseltamivir phosphate) (_M 2 MEI’hﬂdS
2. MATERIALS AND METHODS
2.1 Overall Study Design 2.1. Study design
This was an international, multicenter, randomized,
comparison of three dose regimens of oseltamivir compa This was an international, randomis multicentre, double-
r —1 blind, parallel-group comparison with placebo or oral dosages of
Screening Baseline Day Drug Administration Inte

| | | 5 days. These dosages were chosen to maximise the likelihood of

L _ | detection of electrocardiographic changes as well as other adverse
A total of 400 subjects were required to complete the sy~ €ffects and were based on the previously observed tolerance of
of four groups described below: dosages as high as 500 mg b.i.d. in studies in healthy adults [2].

Treatment A:  oseliamivir 75 mg b.i.d. for fiv{ ~ 1Ne highest dosage for which blinding could be maintained with

TreatmentB:  oseltanivir 225 mg b.Ld. for fiv available formulations was 450 mg. The study took place between
22 August and 25 September 2000.

‘ Day-15t0-2  Day-1 Days 1,2.3,4,5 bs| Oseltamivir phosphate of 75, 225 or 450 mg b.i.d. (every 12 h) for
| | I
|

Treatment C:  oseltamivir 450 mg b.i.d. for fiveways posye WD
Treatment D:  matching placebo h.i.d. for five days mwggmmw poconis 0
A total of 100 subjects was to be all each treatment group.
Towlofal
Content par capsuie of
TAMIFLU (Oseltamivir ph Placebo Capsules
Capeules 75 mg (Oselamivi R aeq 0?95,\5’15
Ro 64-0796/V14 D =
4 w Tiaallty Conircl & Adsuronet| 11 21 0 AL A o a—

Capsule size No. 2 Capsule size No. 2
Colour of the capsules Colour of the capsules
Body - grey, opaque Body grey, opsque

Cep light yellow, opaque Cap ivory, opaque




INDIVIDUAL PARTICIPANT DATA (USUALLY ELECTRONIC)

&

” IPD

Verify/Reproduce

* “Having access to the ‘raw’ data for each study
enables data checking, thorough exploration,
and re-analysis of the data in a consistent way.

Extend

* “IPD meta-analysis has particular benefits when
the published information does not permit a
good quality review, or where particular types
of analyses are required that are not feasible
using summary data.”

Chapter 18 Key Points. Higgins JPT, Green S.
Cochrane handbook for systematic reviews of interventions.

Wiley, 2011. www.cochrane-handbook.org



BLANK CASE REPORT FORMS Scher et al. N Engl J Med 2012; 367:1187-1197

Medivatio, lne MV ET00 CRPC2 Proto
19 APR 2001 - v40 FINAL Confidential Page 66
o Medivation, Inc MDV3100 CRPC2 Protocol
FACT-F (Version 4) 19 APR 2011 - v4.0 FINAL Confidential Page 61
Please circle or mark one number per line to indicate vour response as it applies to the past 7 Appendix C:  Brief Pain Inventory (Short Form)
days.
ADDITIONAL CONCERNS Notat  Alittle Seme Quite  Very STUOYIOw. _________ DO NOT WRITE ABOVE THi Line.  HOSPITAL®. __________
all bt what a bt much
— Brief Pain Inventory (Short Form)
i . T N 0 - | S
x I am losing wesght R - - R | 1 2 3 L N R i - S, I
Last Frst Mddle Mty
. Ihave a good appettte .o oo 1 2 3 4
Throughout our lives, most of us have had pain from teme fo tme (such as mnor
" T have aches and pams that bother me ... ooovvee, 0 1 2 3 4 headaches, sprains, and toothaches). Have you had pain other than these every-
day kinds of pain foday?
n I bave certamn parts of my body where I experience pain 0 1 2 3 4 1 Yes 2. No
N . . . 5 5 . 2 On the diagram, shade in the areas where you feel pain. Put an X on the area that
" My pam keeps me from doms thmgs I wanttede oo, 0 1 b 3 Z hurts the most.
" T amn satiefied wath my presest consfort evel ... 0O 1 2 3 4 e o~ e - ;% g
1{:
" T am able to fael like a man ] 1 2 3 B . ‘._S
"
M I have treuble moving mybowels.. ... ... ... 0 1 2 3 4 ) Al ';\
J\ 1 RA
v | Thave difSieulty wEmME e 1 2 3 : Y] k ¢
my 1 urinate more Sequently thas wsual - .0 1 2 3 H | /
" My problems wrth wrinating oot ooy 0 1 2 3 < N I’l!
\ !
u Iz able to have and mamian an epecnon.... 0 1 2 3 < &
3. Please rate your pain by circling the one number that best describes your pan at its
Qe i the last 24 hours.
0 1 2 3 4 5 6 7 8 9 10
Ne Pan as bad as
Pain You Can imagne
4. Please rale your pain by circing the one number that best describes your pain at its
LEHY in the kst 24 hours.
0 1 2 3 4 5 e 7 8 9 10
No Pan asbad as
Pain YOu Can imagne
5 Please rate pain by circling the one number that best describes your pain on
the g
0 1 2 3 4 5 e 7 8 9 10
No Fan as bad as
Pain YOu Can imagne
6. Please rale your pain by circiing the one number that tells how much pan you have
0 1 2 3 4 5 e 7 8 9 10
No Pan as bad as
Pain VOu Can imagne
Tewie 11y vem 1F Feeaza 107
e g 13
Page 10f2




COMPLETED CASE REPORT FORMS (Avandia RECORD trial)

Case A: The Missed M

REF INVDCF15 OH 1T7TMAR20C7

SB

SmithKhne Beecham
Pharmaceuticals

A1 / '

< |
Protocsl | Centre I Patient Patient SB RecelptDate | 5 |
RS Number ! Number Initials ‘Day  Month  Year £
assint | RN
SERIOUS Ao\gnss EXPERIENCE (SAE) )
Personﬂepoﬂlng?& I r——-'] =
(Please print clearly)\_ , "WI" | SO A B A e | ‘l -1"‘.-”-.; -
* |  —— Specify reason(s) for cansidering
Serious Adverse Experience uuaocmdaa,é f this a serious AE. Mark all that -
(Please print clearly) \ | apply.
Al {o.scfﬁw 0 ) s 1
For SmithKline Beacham . % f 2] Z life threatening ) '
6% NI 2 [l | disabling/incapacitating i
Viost (VKN — =
ST SARG. THe y Month Yr .f&hgr}_r_n_nK (@ ] resuts in hospitalisation "
End Date and Time V=alKS V V| & fg:f;:’g:,?ﬁ:f::;:fma
(If ongoing please leave biank) 24hrmin |
SRR e 15 [\ hospitalisation proonged
- . 1
This patient had PTCA on 5Dec05 and died of HF on 27Dec05.

Slides by Dr. Thomas Marciniak, Division of Cardiovascular and Renal Products, FDA
www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM218484.pdf




MARKETING ASSESSMENTS
M n
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- -z 207 Tapie Amar  Shsng 07-820-3900
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(B PARKE-DAVIS
Pegars Vit wank

' r DISTRIBUTION July 31, 1985
©. Brandicourt, M.D. (PC. Product Planning, Maris Plaing, MJ USA)

Meurontin® Marketing Asgegsaments

Enclosed is the final version of the Marketing Assessment for Neurartin® in
neuropathic pain and spasticity,

The results of the recommended exploratory trials in neuropathic pain, if
positive, will be publicized in medical congresses and published, but thera is no
intention to fully develop this indication at this point. No investment is
recommen ded for spasticity.

SJ.

OB:nrb 0. Brandicourt
=y

Enclosure

WL 07520

D mpion o WamprLamzes Comoay

CONFIDENTIAL

http://dida.library.ucsf.edu/pdf/pca00al0
http://dida.library.ucsf.edu/pdf/ghb00a10

“Publication Strategy”
Versus

“Indication Strategy”

“The results of the
recommended exploratory
trials in neuropathic pain, if
positive, will be published ...
but there is no intention to
fully develop this indication at
this point.”

Example adapted from Vedula et al.
Implementation of a publication
strategy in the context of reporting
biases. A case study based on new
documents from Neurontin® litigation.
Trials. 2012 Aug 13;13(1):136.



INTERNAL CORRESPONDENCE

Contract Research Organization to Study Sponsor

APR-18-1996 10:32 BESSELAR FRINCETON 609 520 927  P.22/84

CORNING Bessclaar

18 April 1996

Andrea Rose-Legatt, MBA
Sr. Asst Clinical Scientist
Medical Scientific Affairs
Parke-Davis

201 Tabor Road

Morris Plains, NJ 07950

Dear Ms. Rose-Legatt:

As you are aware, the data clean-up process for STEPS has been a larger task than
anticipated. The data is very dirty. There are several factors contributing to this:

I : d with cond
ancstlgators do not have study coordinators.
Up-front training for completing CRFs was mini
investigator meeting.
The CRF does not have

ting clinical trials.

| at the videoconfe

d pages included for refe

For the subsequent CONTACT study, these factors have been addressed 1o avoid extensive
clean-up activities. Aswe have discussed, Parke-Davis and Coming Besselaar, Inc. (CBI)
inuc to work together to line the conduct of these large studies.

In the interest of working within or close to the budget for STEPS, the CBI team has
developed several scenarios for different data clean-up strategies. [ have included the
estimated cost impact of ¢ach io for your i ion. Once you have reviewed the
scenarios, we can discuss how you would like to proceed. (Since the doscage page is often
incomplete, we will need to verify doseage >1800 before going to minimal review on
patients <1800 mg).

Overall Strategy

It is recommended that the data for patients receiving doses over 1800 mg be cleaned
according to the data review plans outlined below in scenarios 1-3 below.. For those
paiicnis who do not have doses higher than 1800 mg, the clean-up would only include AEs,

(m g“\vmxutcalsam
g, Haz rm Cor ,,s< Coming BioPru . Con
\mn;\m Lor pe Japan u«ll.’x

ciamal Packaging . Coming Besseliar . Curning PACT

Plizer TMF_CRF_046087

Study of Neurontin: Titrate to Effect,
Profile of Safety (STEPS)

* Investigators are inexperienced
with conducting trials

* Investigators do not have study
coordinators

* Up-front training for completing
CRFs was minimal ...

Described in Krumholz SD, Egilman DS,
Ross JS. Study of neurontin: titrate to
effect, profile of safety (STEPS) trial: a
narrative account of a gabapentin
seeding trial. Arch. Intern. Med. 2011
Jun 27;171(12):1100-7.
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Clinical Trial Data as a Public Good
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“A CSR includes the most
pertinent information about a
clinical trial in an easily
analyzed format. Drug
manufacturers already
produce these reports to meet
international and national
regulatory requirements.
Making CSRs publicly
available would not be
expensive, yet disclosure
would promote research
integrity, medical knowledge,
and public health.”

Rodwin MA, Abramson JD. JAMA.
2012 Sep 5;308:871-2.



EMA’s “sea-change in attitude”
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. i REUTERS

wienver 2010 EU @agency lifts lid on drug data secrets
Sun, Jul 15 2012

By Ben Hirschler

European M hitp://www.reuters.com/assets/print?aid=USBRES6E04120120715
documents

veterinary L «
POLICY/0043

In the last 18 months, the EMA has released around
1.5 million pages of clinical trial data - an increase of

more than a hundred-fold compared to 2010 and

Effective date: 1 Deq 2009 n”
Supersedes: Mot app )



http://www.reuters.com/assets/print?aid=USBRE86E04I20120715
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