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EMA Obijectives of Transparency

Objectives of transparency -

UROTE AN MEDICINES AGENCY

Have all clinical
trials been publicly
registered?

Has the trial we are

designing already been Is there a trial in
conducted? Were there : : which I could
problems with similar . participate?
trials? \

Can we review
What was the
the data used to outcome of the

support the trial I did

marketing 1al )
authorisation? participate in?

What trials were
the basis of the
marketing
authorisation, what
were their results?

What is known
about the medicine
Iam
taking/prescribing?
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Source: EMA Update, Sweeney & Alteri, CDISC European Interchange, Vienna, 27 April 2016




Study Results Public Disclosure Overview

EudraCT and ClinicalTrials.gov Processes

Policy 0070 Anonymization Guidance
Overview

Conclusions




Study Results Public Disclosure Overview

Llinicall Frals. goy

US Public Disclosure
Database

EU Public Disclosure
Database

Study Results
Effective SEP2008

Any Study part of an
approved IND
application

Study Results
Effective 20JUL14

Any Study with sites
in Europe (EEA) &
Studies in Children

conducted outside EU
but part of a PIP

Inform public and
trial participants on
core Results

Inform public and trial
participants on core
Results

\[’l /I\'( PEA N MEDICINES AGENCY
I N S ¥ 1 H

Policy 0070
Part A Part B
CSR IPD
Effective 01JAN15 Effective ???
Any Study part of
a Centralized
Marketing 77?7
Authorization
application
Understand Conduct
conclusions secondary-

purpose analyses,
review data or
verify results



EudraCT and ClinicalTrials.gov Timelines

IND not approved at

LPLV + 6/12 months

ED/A Approval
Approval + 30 days
>

study completion

LPLV

IND approved at

LPLV + 6 months

Llnicalfrials. go v'

LPLV + 12 months

study completion,
Pediatric study

LPLV

IND approved at

>
Llnicalfrials. Ko V'
LPLV + 12 months
>

study completion,
Adult study

LPLV

Llnicary reals. go v'




EudraCT data on EU Clinical Data Register

Trial information [ Top of page
Trial identification | gy hject disposition & Top of page
Sponsor protocol cod: e
Additional study id¢ Recruitment Baseline characteristics & Top of page
ISRCTN number Recruitment details
Baseline characteristics reporting
US NCT number P ) Fnd nninte (& Too of pace
WHO universal trial n(Pre Reporting group title
Sponsors Screening details Reporting group description 1ps
 Pewe———— | Adverse events & Top of page
Sponsor organisation agomel| B
Sponsor organisation Reporting group title - ) K -
owbicconad | Reporting group descrition Adverss events Informiation More information & Top of page
ublic contact e ———— Timef for reporting adverse events Adve
L lperiod1 - escitalg here protocol
Scientific contact  ———————————|Reporting group values -
Period 1 title |SeROring groupivalues Ly Assessment type SYSt€ were there any global substantial &
———————— i for adverse eve
Paediatric regulatol BEEEEEE dra
1s tral part of an agré”- oc2uon methy o R S set up (mainly) to: -
indi jere GAD di is -
pIan (PI Blmdmg L= Session Information - Save Discard changes Validate full data set Upload XML foucfpage Ceale Load wl k t Iag[:.OSIS
Does article 45 of RE(Roles blinded | |5 O Population of trial subjects Session Information " Save  Discard changes d :'gt_m“ 'ac_:pl ive
[ = melatine, escitalopram
1901/2006 apply to tf e sccout contry: (T Dok dd non-selection
Does article 46 of RE( Arms Logout % Manage account of glaucoma -
1901/2006 apply to t.ﬁ S«mt(mumheruelccun(rv@ Hptloh Logout ¥ R s to be
[ T ™ Arearms mutug
Results analysissts | Trial details A Trial country Planned number of subjects  Actual number of subjects enrolled S~ X Add XML fle containing the resuts (Escitalopram SmPC
_ o rial details N q
Analysis stage Arm title Verson: 1 o . 2 * - snsion pen.'lod.
Date ofinterim/final &~ =] s G % Btion Version: 1 e d after W12 if needed
m i - ! )
Is this the analysis of] R‘e:“l( o france “ 8 * Result secti - ;::r::z::;:n?
Arm type index » esult sections & i N ur -
Primary completion di——————— subjectdispositon » i el A x by serious ag "2 mornation H 10 be reported in the
Global end of trial read—————— P erbia I x Sy . ) AD and SDS scales
. igati i » *Urinary drug
Global end of trial dat———— "™ ;
—————————Other name | derseevets e * QEposed ) saseline charactersics ' @ selection condition
Was the trial ended Pm Vvt fomton L Uaaine A ] (all causes)  Endpoints ! Upload Return to index = stopped or
m United Arab Emirates A x resulting from Adverse events »
(Dosace and o Urited Kingdom s L) x More information » onth-period. Patients
osage and adn !
United States M x lignant and ui - IS
) od for all the patients
o - ni el S m sion taken for strategic reasons
= from the Sponsor). It allowed to ensure a 6-month treatment period for the patients who were entered in
subjects affected / exposed the extension period after approval of the amendment. Patients having already performed W24 visit before
occurrences causally related to treatment / this amendment approval were to continue the extension period up to W52. In addition, the interim analysis
all initially planned was suppressed and all the data were analysed after the end of the study for all patients.
Interruptions (globally)
- . . . Were there any global interruptions to the trial? No
Source: https://www.clinicaltrialsregister.eu/ctr-search/trial/2012-003699-37/results =
Limitations and caveats
Limitations of the trial such as small numbers of subjects analysed or technical problems leading to unreliable data.
None reported
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EudraCT vs. ClinicalTrials.gov

Purpose Patient Flow Baseline
Characteristics

More Information




Presentation title

Serious Adverse Event Data Elements

Llnicalfrials. go ﬂ

<seriousEvent>
<adverseEventStats>
<eventStats>

<reportingGroupIld>ReportingGroup-2402</reportingGroupld>

<numEvents>1</numEvents>
<numSubjectsAffected>1</numSubjectsAffected>
<numSubjects>236</numSubjects>
</eventStats>
</adverseEventStats>
<agsesgsmentType>Systematic Assessment</assessmentType
<organSystemName>cardiac disorders</organSystemName
<sourceVocabulary>MedDRA</sourceVocabulary>
<term>Acute myocardial infarction</term>
</seriousEvent>

<seriousAdverseEvent>

European Clinical Trials [0 FETET

<description></description>
<term>Acute myocardial infarction</term>
<organSystem>
<eutctId>100000004849</eutctId>
<version»15</version>
</organSystem>
<agsessmentMethod>
<value>ADV_EVT_ASSESS_TYPE.systematic</value>
</assessmentMethod>
<dictionaryOverridden>false</dictionaryOverridden>
<dictonary>
<otherName>ADV EVI DICTIONARY NAME.other</otherName>
<version>15</version>
<name>
<value>ADV_EVT_DICTIONARY_NAME.meddra</value>
</name>
</dictonary>
<values>
<value reportingGroupId="ReportingGroup-2402">
<occurrences>1</occurrences>
<subjectsAffected>1</subjectsiffected>
<subjectsExposed>236</subjectsExposed>

<occurrencesCausallyRelatedToTreatment>1</occurrencesCausallyRelatedToTreatment>
<fatalities>
<deaths>0</deaths>
<deathsCausallyRelatedToTreatment>0</deathsCausallyRelatedToTreatment>
</fatalities>

</value>
</serioushdverseEvent>



Current Public Disclosure Process

*  Trial Information

*  Subject Disposition

* Baseline Characteristics
* End points

* More Information
SAS Code

$ ClinicalTrials.gov
CODES Sta |st|cs EQ ENQ m_»

Age Countr
Summary AE XML [| Category Reporz
Report Report
@ ﬁ ﬂ ¢ Trial Information

*  Trial Information

. Adverse Events




Endpoint Summary

Primary: Proportion of Patients With Complete Response (& Top of page
End point title Proportion of Patients With Complete Response
End point description Complete Response was defined as no vomiting, no retching, and no use of antiemetic rescue medication

during the first 24 hours postoperatively, starting at T0. Tim¢<endPoint>

patient wakes up and is able to show any active reaction pos <title>Proportion of Patients With Complete Response</title>

included all randomized patients who received the active stut <description>Complete Response was defined as no vomiting, no retching, and no
<readyForValues>true</readyForValues>

<countable>false</countable>

<unit>percentage of patients</unit>

(evaluable patients). Following the intent-to-treat principle, f
arm according to their randomized treatment.

End point type <timeFrame>0-24 hours after T0</timeFrame>
End point timeframe Eudra <type>
s <value>ENDPOINT_TYPE.primary</value>
End point values Yourpage  Create Load </type>
Number of subjects analys " "formaten * e B ccentralTendencyType>
Units: percentage of patiel % 0 Reporting groups <value>MEASURE_TYPE.number</value>
Manage account </centralTendencyType>
number (confidence int¢ Loeout % Reportnggroup 1 — <dispersionType>
Reporting group 2 — <value>ENDPOINT DISPERSION.confidencelnterval</value>
Trial detals “ </dispersionType>
—1 fepornggroch | eporinggrove 2 <percentage>35</percentage>
Version: 1 Subjects analysed: D Subjects analvsed:D X
P— P— <categories/>
Result sections L <armReportingGroups>
- , | hmeticmean: | 32| arthmeticmean: | 4.1 <armReportingGroup armId="Arm-29136" id="EndPointArmReportingGroup-148954">
—— ) standard deviation|  1.93| | | standard deviation|  2.45 <countableValues/>
Subject disposition » <tendency\/alue.s 7
) ) <tendencyValue>
Baseline characteristics » <value>Te. 2</value>
Edponty " @ Subject analysis sets </tendencyValue>
HEIEE » </tendencyValues>
e O 0 No subject analysis sets have been specified. <dispersion‘v’alues>
<dispersionValue>

<value>73.3</value>
<highRangeValue>£2.5</highRangeValue>
</dispersionValue>
</dispersionValues>
<subjects>33l</subjects>
</armReportingGroup>

0 Statistical analyses
& Add statistical analysis

No statistical analyses have been specified.




Endpoint Statistical Analysis

Statistical analysis title Comparison of Proportion of Patients With Complete

Statistical analysis description The null hypothesis (H0) was stated as: » HO : CR 0-24 hr palonosetron - CR 0-24 hr ondansetron <-10%
The alternative hypothesis (H1) was stated as: « H1 : CR 0-24 hr palonosetron - CR 0-24 hr ondansetron
>-10% A power of 80% was used for sample size computation.

Comparison groups Palonosetron and Placebo to Ondansetron v Ondansetron and Placebo to Palonosetron

Number of subjects included in analysis 661

Analysis specification Pre-specified <statisticalAnalysis>

Analysis type non-inferiority i <title>Comparison of Proportion of Patients With Complete</title>

<description>The null hypothesis (H0) was stated as:&#xD;

Method * HO : CR 0-24 hr palonosetron - CR 0-24 hr ondansetron &lt;-10%&#xD;
The alternative hypothesis (H1) was stated as:s#xD;

* H1 : CR 0-24 hr palonosetron - CR 0-24 hr ondansetron sgt;-10%s#xD;
Point estimate -4.4 A power of 0% was used for sample size computation.

= </description>
Confidence interval <type>

Parameter type Risk difference (RD)

level 95% <value>ANALYSIS TYPE.nonInferiority</value>
</type>
sides 2-sided <analysisSpecification>
lower limit -10.5 <value>ANALYSIS_SPEC.preSpecified</value>
</analysisSpecification>
upper limit 1.7 <comment>For the primary efficacy analysis, the confidence interval (CI) was built on the FAS
Notes The non-inferiority margin was -10%.</comment>
<parameterEstimate>
[1] - For the primary efficacy analysis, the confidence interval (CI) was built on the FAS using the stratum adjust <confidenceIntervals
correction of continuity. The non-inferiority margin was -10%. <lowerLimit>-10.5¢/lowerLimit>
<percentage>35</percentage>
<sides>
<value>CONF_INTERVAL_SIDE.twoSided</value>
</3ides>
<upperLimit>1.7</upperlimit>
</confidenceInterval>
<pointEstimate>-4.4</pointEstimate>
<type>
<value>PARRMETER TYPE.rd</value>
</type>
<variabilityEstimate/>
</parameterEstimate>
<armComparisonGroupId>EndPointArmReportingGroup-148954</armComparisonGroupIld>
<armComparisonGroupId>EndPointArmReportingGroup-148955¢</armComparisonGroupId>
</statisticalAnalysis>




Future Public Disclosure Process

Input

R —— ’
Study Resu ADaM nicalTrials.gov
Metadata
Meta

1
data
A *  More Information

¢ Verify other uploaded
sections

Disclosure
Management
System

Trial Info. el End Points || Public Disclosure

Charact.
Reports Reposts Reports XML

__________________________________________

Trial Information
Subject Disposition
Baseline Characteristics
End points

Adverse Events




Recent Initiatives on Harmonization

L g

EUROPEAN MEDICINES AGENCY

EU portal and database - Data standardisation

WHO WHO ICTRP standard will be fully met, and data provided to
the ICTRP by the EU database

Collaboration and discussion on the anticipated changes to the
data model (focusing on protocol / results) to ensure
convergence and alignment where the same elements are
used in both US and EU systems

CDISC Collaboration on clinical trial registration including study design
data model, and in due course on results model

Source: EMA Update, Sweeney & Alteri, CDISC European Interchange, Vienna, 27 April 2016




Industry Standards Being Developed

CDISC CTR-XML Specification, version 1.0 released on 28MAR2016
e Clinical Trial registry submissions to WHO, EudraCT registry and ClinicalTrials.GOV

: * Protocol schema that can be implemented in Software
€ CDISC PRIM sehema’
 Harmonization with TransCelerate protocol work

Protocol Representation Implementation Model

, e Summary results data elements
'CDISC CTRz e Collaboration with the PhUSE RDF Working Group

Clinical Trial Registration & Results 2

Source: CTR Update, Paul Houston, CDISC European Interchange, Vienna, 28 April 2016



Policy 0070 Part A & Part B,
Data Transparency and more...

Sponsors
Publications

Based on Pseudomized
IPD
Forever...

Sponsors’ choice

No Anonymization

Public Domain

\H {R(_)l ’EA N MEDICINES AGENCY
v ) INES EALTH

Sponsors

Data Transparency Policy 0070

Initiatives Part A

Anonymized IPD Anonymized CSR
Started in 2013 with GSK  Portal go-live SEP2016

Any Study related to an Any Study part of a
approved application Centralized Marketing

in EU & US Authorization
application
Safe-Harbor Qualitative or

or Average Risk Metrics  Maximum Risk Metrics

May result in Publications  Semi-Public Domain
available in Public
Domain

Part B

Anonymized IPD
Effective ???

2?7

Average or
Maximum Risk
Metrics?

Public Domain or
Controlled?
Publications available
in Public Domain



Policy 0070 Part A
EMA CSR Anonymization Guidance

Utility must be Report is made
demonstrated public

using the PhUSE remains Data
DelD standard Controller

istings not in
scope of Part A Technology may
evolve

\Narratives must
be anonymized

2. March 2016




Current & Possible Future Process

Listings

Pseudomized Pseudomized Pseudomized .
Pseudomized &

Aggregated

{ Safety Database

Anonymized CSR

Selected TFLs

Anonymized &
®  Aggregated




Where to Measure the Risk?

~  Restricted Public Domain

(Anonymized)
SDTM/ADaM

N

Publication 1

Publication 2




Conclusions

* Can we expect Regulatory Agencies to align or even
integrate such requirements?

— Probably not fully...but to some extent yes...
* Different legal environments
* Large difference in resources

e Global data models for protocol and results summary will
be required to ensure interoperability and reuse

* EMA CSR Anonymization Guidance is still being
interpreted by a number of industry groups and
companies and a number of solutions should emerge in
the coming year... =
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