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ClinicalTrials.gov - History

 Launched in Feb 2000
« Key summary protocol information
« FDA Amendment Act (FDAAA) 801 in 2007
 Registry expanded
 Results database added
 Results section enabled on 27 Sep 2007
* Trial registration required by public law from Dec 2007
 Results reporting required from Sep 2008
 Adverse event disclosure from Sep 2009
« “Expansion” foreseenin Sep 2010
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— ClinicalTrials.gov - Statistics

(Trials as of 09/28/2009) Number Percent
Total registered 79,347 100%
Type of trial
Observational 12,921 16%
Interventional 66,105 83%
International sites (171 countries)
USA 42,849 54%
Europe 18,841 24%
Data provider
US Federal (incl. NIH) 18.824 24%
Industry 32,140 41%
University, Other 40,822 51%
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— ClinicalTrials.gov - Statistics II

(Trials as of 09/28/2009) Number Percent
Total with results 824 100%
Type of trial
Observational 41 5%
Interventional 783 95%
International sites
USA 393 48%
Europe 168 20%
Data provider
US Federal (incl. NIH) 29 4%
Industry 710 86%

University, Other 110 13%
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— Results Disclosure on ClinicalTrials.gov

 Registration and results reporting via Web-based Protocol
Registration System (PRS)

« “Basic results” required for “applicable” clinical trials, i.e.
» Phase 2 to 4 interventional studies™

« Studies involving drugs, biological products or medical devices
approved and regulated by FDA

« Studies with sites in US or studies conducted under NDA
 Studies initiated or ongoing as of SEP 27, 2007 or later

* Self-commitment by PhRMA: Phase 1 to 4 studies involving patients
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Timelines for ClinicalTrials.gov

 Generally, submission of results within 12 months of the
earlier of the estimated or actual trial completion date

 Delayed submission of results
 Seeking initial approval
» Seeking approval for a new use
* Extensions for “good cause”
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— Prohibited Acts and Penalties (Il meetheim
Prohibited Acts =
 Failure to submit a certification — .

N——

» Knowingly submitting a false certification
* Failure to submit required clinical trial information
« Submission of false or misleading clinical trial information

Penalties

* Penalty for a violation is up to $10,000 @

« [f the violation is not fixed after 30 days, the penalty can be up to
S$10,000 per day until the violation is fixed
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— Basic Results Information

* Scientific information
Participants flow (Disposition) - by treatment arm
Baseline characteristics - overall and by treatment arm

Primary and secondary outcome measures, statistical analyses
- by treatment arm

Adverse events - by treatment arm
e Administrative information
- Point of contact (for scientific information) .

« Certain agreements (restrictions on PI to discuss or publish
results after trial completion date)

o
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— Adverse Events

 Serious Adverse Events
 Table of anticipated and unanticipated serious adverse events
» Grouped by organ system class
* Number and frequency of events in each clinical trial arm

* Frequent (other) Adverse Events ﬁ '

 Table of anticipated and unanticipated non-serious
adverse events

 Exceed a frequency of 5 percent within any trial arm
« Number and frequency of events in each clinical trial arm

&
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The Website ClinicalTrials.gov

Home - ClinicalTrials.goy - Microsoft Internet Explorer

Datei  Bearbeiten  Ansicht  Eaworiten  Extras 7

OZurUck - O - \ﬂ ,y: o) | s ! Suchen “_;"_\?_’Favoriten €Z

Adresse I@j hikpe f e, clinicaltrials .gow | ;I a Wechseln zu | L|

ClinicalTrials.gov o Search Yy Tt

Ss———
A service of the U.5. National Institutes of Health I

ClinicalTrials gov is a registry of federally and privately supported clinical trials conducted in the United States and around the
world. ClinicalTrials . gow gives wou information about a trial's purpose, who may participate, locations, and phone numbers for more
details. This informati on should be used in conjunction with advice from health care professionals. Read more...

Resources:

What's New

B Search for Clinical Trials Glossary

Find trials for a specific medical condition or other criteria in the ClinicalTrials gow registry. ClinicalTrials gow currently has 79,285
trials with locations in 171 countries . Study Topics:

- R List studies by Condition
Investigator Instructions

Get instructions for clinical trial investigators/sponsors about howvy to register trials in ClinicalTrials gov. Learn about mandatory List studies by Sponsor
- ; i : : y Sp
registration and results reporting requirements and US Public Law 110-85 (FDAAA).

List studies by | ocation
Background Information

Learn about clinical trials and how to use ClinicalTrials gov, or access other consumer health information from the US MNational o )
Institutes of Health. P This site complies to
Sl the HOMcode standard
| for trustworthy health
5 | information: werify here.

171
200

Contact Help Dedk
Lister Hill Hational Centerfor Biomedical Communications, W.5. Mational Library of Medicine,
U.S. National Institutes of Health, U.S. Department of Health & Human Semices,
UsA. gov, Copyright, Privacy, Accessibility, Freedom of Information Act
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Results - Participant flow

Reporting Groups

Description

Arm 1: VAQTA™ Hepatitis A vaccine, inactivated

Arm Z2: VAQTA™ +ProQuad™ | Hepatitis A vaccine, inactivated + measles, mumps, rubella, and varicella vaccine live

Participant Flow: Overall Study

Arm 1: VAQTA™ | Arm 2: VAQTA™ +ProQuad™

STARTED 1433 347

Vaccination 1 + Safety Follow-up 1453 347

Postvaccination 1 Post-Safety Follow-up 1393 325

Vaccination 2 + Safety Follow-up 1301 292

Postvaccination 2 Post-Safety Follow-up 1265 21

COMPLETED 1253 264

NOT COMPLETED 200 83

Lost to Follow-up 104

Protocol Yiolation 6

Withdrawal by Suhbject 35

Subject Moved 7

Unspecified 47

Adverse Event 1
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Results - Baseline Measures

Reporting Groups

Description

Baseline Measures
Vytorin | Atorvastatin

Number of Participants
[units: participants]

Age
[un 3 58.4 + 10.7 J+ 8. 58.5+ 9.8
f ard i

Gender
[units: participants]

Female
Male

Baseline Low Density Lipoprotein Cholesterol (LDL-C) Strata
[units: Participants

<130 myg/dl

>=130 to <160 mg/dl
==160 to <190 mg/dl
==190 myg/dl

Body ll.l'lass Index
[units: kgfm 25329
hles E in
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Results - Outcome Measures |

4. Seconday Oetceme Messure: Maternal Satisfaction With Perineal Pain Management
= lide hese sl
Meanme Tyse Serandary
M assin Hamma Paterral Saligtctnn Wik Paridasl Pain Marnagessn

Mg nsisne Descdip@on | 5 poond Lked acale sakng fr agesmant wih the stalament "D wes sebafed wih my gam il for the painon my Bailam doing tha Test day sfar delvany”™. Scak
ranged from siranply dsagree 1o strongly agres

Tirmeds Frams Al 24 higrg (e partym

Salany leaiin Mo

FPopwialion Description

Explanafon of how the number of pamcipants Bor analyss weas detemined, Includes whether analyss weas pes paotacel, infention io weal, or anofher method, fAles provides
relovant detalls such as Impaiation inchnbgue, &5 approghizin.

Mz baxi snberad

Rapaiting Ginugs
Descriplion
Epldural Morphines | 2.5 mg doce of epidural maphine gréen sithin one bour following vaginal delivary

Placeho S mi of epidural prasecealive-fres saline grean within cne baur following sagiral delvery

Maasiingd Walia=s
Epldural Borghine | Flacebo

llumher of Partidpants Anatyzed

|usiis: participants) 114 15

Maternal Saiisfaction With Perineal Paln Mamagement
lusile. paricipants]

Sonngly Dizagrea

Disagren

Hot sure

Fugias

Srnmgly gnae

Mizsing Information
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Results -

Rupeming Grougs

ER Hiacin'Laragiprant
ER Riacin
Larnpigran

Flaceho

Muasured Waluss

A

Outcome Measures Il

Desoripdion

Txlandad Relesse (ER) Macin 2 glampiprant 40 mp cnce daly far 7 days
EH Miscia 2 g once didhy e T daye

Larapiprant 40 mg once Sy for 7 days

Flatabo once daiy for 7 days

ER HiacindL amgiprant EI Haarin L arnpigrasi

Rumber of Faricipanes Amalyzed a7 71 27 77

Jusils: particpant=]

Wirsary 11 DahydrathromBoxane B2 {11.dT<EZ) — - —c ——

|umits: p@'ma creatinne|

Laart Sauares Maam [ 55% Confdancs Imeral )

2B 2 651 ) 4350 0 G ) | (42 e f2ad ) | (5w /148

Stattical Analygia 1 for Uiinady 11.Debgdrathrombesans B2 (1.0 T=H7)

Groups [

ER MiacinfLampprant vi, ER Mhatin

MHan.InferizritgEquivalemee Tos Fl Fas

Guomplric least squanes maas ratio F | 057

an% Casdidamcs Intareal [O8101,18]

1] Addilional dalafz abaut the analias, such as mull hypoihass aod powar calfcuiation
The andpaint 15 1he orine lesals of 11-dToS2 on Day 7 fallowng a 7 day caurse af daiky dozing in 1he oseeall 24 heeor colecbon mieral. The ponl astimale and 5905 confdence
intemvaks (C1E) wana calculated for the gaomaiie mean i (S&F) [Traatmenl &H] of tha unis levak of 11-dTeH2 o Day 7

[E] Dwlais of powar calcubalion, defirdion af noninferamty margin, and otbar key paamatens
Tety Cigalmang e A cornganaile f the gaomeine mean il (GMR) s conlanad within the mlanesl 0502 00]

[3] hher eedevard estimaton niomalion
M (el enlaned
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Results - Serious Adverse Events

= Reported Adverse Events
Repaning Graips
[ Descriplion
Linuid Palvizumak | Liquid Palvizzmab, 15 mgfeg 1M 30 days X5

Lyophilized Palivioumabs | Lyoptibzed Parezumab, 15 mghg b g30 day= K6

Serini Aduares Fventc
Liguid Palbizumab | Lyophillzed Palivizumab
Total, serious adverse events

nmmbes of paficipants affecied 12

Hianil asmd lym phati s

Lymghadenitis t
mumbser of padticipants a1 sk
number of ovenis
number of paiicipants alfociad

Comyandal, Familial and gensdic disordais

Cleft Lip 1
nirnbar of paiizipants 31 sk
number of evenss
muiiler of paicipants aflactad

Gastoisiesingl disorders

Anall Fismpre {
muiber of paicipants 31 risk
number of evenis
number of participants aflaciad

Gesiroesophageal Reflux Disease 1
niitkar of paiici pants 31 sk
numker of ovonss
nuibar of particigants affaciad

Inguinal lermia 1
numnbser of paiicipants 81 sk
number of pvenss
wiliflRT OF i pants aifaciad

Umbdlical Hernla t
number of participants 3 sk
number of puends
auiimber of paicipants #aclad

Oecult Hlend Prsities
mumber of pasticipants 8 rigk
number of cuenis

o
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— Current Process Description

|dentify trials for which results
have to be published on ClinicalTrials.gov

Contacting trial team,
sending out excel template

Filling excel template before deadline

Formal QC approval

Data entry to ClinicalTrials.gov web form

Final review and approval

Uploading/entering to ClinicalTrials.gov

PhUSE 2009, Basel
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Problems and Issues

Mainly manually driven process

Entering and copying of information vulnerable to errors

Validation and Quality Check are time-consuming

Trial teams are often not familiar with ClinicalTrials.gov
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Future Process

|dentification of needed items for result
collection during TSAP writing

Program/save results into pre-defined
datasets automatically

Convert datasets into xml format
eligible for ClinicalTrials.gov

Final review of xml file

Uploading to ClinicalTrials.gov

PhUSE 2009, Basel
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— The statistician’s responsibility

 During writing of Analysis Plan
« Specify information which should be disclosed
« [dentify tables of CTR with information for disclosure
 Define specifications for programming

« Keep track of changes
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— The programmer’s responsibility

 During table creation for Clinical Trial Report (CTR)
 Extract information needed for ClinicalTrials.gov

Save information in dataset (“Disclosure Data Set”)

Use validated macro code

Transform final dataset into xml format

Validation during standard program validation

PhUSE 2009, Basel 24 19-21 Oct



~ Boehringer
||||| Ingelheim

Advantages

 Information is collected when it is produced anyway

Manual data entry minimized

Accuracy of data ensured within current standard processes

Disclosure data are available early before official deadline

Minor additional workload
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— Summaty

 Additional workload due to legal requirements to disclose on
ClinicalTrials.gov necessary

* First process
 Data entry and copy manually
* Vulnerable to errors
 Future process
* Needed information is produced automatically
« Only minor additional workload
 Use of validated tools

PhUSE 2009, Basel 27 19-21 Oct



PhUSE 2009, Basel

oz ‘
y ”///// 5 TN “

~\ Boehringer
|||||

Ingelheim

7
iy

o7,

..

201

Y wirl M
AP

fi/\

19-21 Oct



