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EMA Objectives of Transparency

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



e Study Results Public Discolsure Overview
e EudraCT and ClinicalTrials.gov Processes
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e Conclusions



Study Results Public Disclosure Overview
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EudraCT and ClinicalTrials.gov Timelines
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EudraCT data on EU Clinical Data Register

Trial information & Top of pageL
Trial identification Subject disposition & Top of page
Sponsor protocol cads e
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US NCT number : : a 9! End nnints & Too of Daae‘
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Sponsors Screening details Reporting group description ns ———
e e — Top of page
Sponsor organisation agomel| Adverse events & Top of pag
ST TR P —— I
Sponsor arganisation Reporting group title - " "
P, EEE—— | Adverse events information More information 18 Top of page
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e et — escitay hiere| substantial protocol amendmen
clentific conta o 2+ .4.  |Reporting group values o
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1901/2006 apply to tl | e | lelatine, escitalopram
L - Cowetn | Finsas et fiokd ld non-selection
Does article 46 of RE( Arms Lot X I | I-::""“I':';‘ of glaucoma -
1901/2006 apply to tl, o = - e i ption . mia was to be
Results analysis sta | Tk ety e i Pt i RO e e TrE = Add XML ke containing the reaults Escitalopram SmPC
————m ' i D = - ension period.
Analysis stage “Arm title ey " ) e Wlp2 il
Date of interim/final £, | Ot EL * Btion Voo T after if neede
[Amnidescripting -5 o . r = Clarify scoring
Is tm?s the analysis of| Arm type dex . Result spctions - and behaviour -
data’ ] irhomaen L . " daL . lain that
Primary completion di—————————— st sspousion . ® e " be reported in the
—————————— Investigational by serious ac Te! infarmation
Global end of trial reg————| saswiws chansarisss I - . - i § IAD and SDS scales
————————— Investigational { , i Subjest disporion L .
Global end of trial dat oot 02 N} e s R . = - el et & Urinary drug
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—— [T p— o L ® e " inth-period. Patients
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F n for strategic reasons
cell carcinoma

from the Sponsoer). 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 additicn, 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)

Source: https://www.clinicaltrialsregister.eu/ctr-search/trial/2012-003699-37/results R T A—

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

<gericoushdverseEvent>
<description»</description>
<term>Acute myocardial infarction</term>
<organSystem>
<eutctId»100000004849</eutceIds é’
f <version>15</wversion>
</organSystem>
<assessmentMethod>
<value>ADV EVT ASSESS TYPE.systematic</value>
</assessmentMethod>
<dictionaryOverridden>false</dictionaryOverriddens>
<dictonary>
<otherName>RDV_EVT_DICTICNDRY;NEME.other(/otherName>
<version>l5«</version>

<seriousEvent>

<adverseEventStats>
<ewventStats>
<reportingGroupld>ReportingGroup-2402</reportingGroupId>
<numEvents>l</numEvents>
<numSubijectshffectedrl</numSubjectshffected>
<numSubjects>236</numSubjecta>
</eventStats>
</fadverseEvent5tats>
<asgessmentIyvpe>Systematic Assessment</assessmentTvpe

<organSystemiamercardiac disorders</organSystemilame <names>
<sourceVocabulary>MedDRA</sourceVocabulary> <value>ADV _EVT DICTICNARY NAME.meddra</wvalue>
<termrhcute myocardial infarction</term> </name:>
</zericusEvent> </dictonary>
<values>

<wvalue reportingGroupld="ReportingGroup-2402":>
<occurrences>l</occurrences>
<subjectshffected>»l</subjectsiffected>
<subjectsExposed>236</subjectsExposed>
<ogccurrencesCausallyRelatedloTreatment>l</occurrencesCausallyRelatedToTreatment>
<fatalities>
<deaths>0</deaths>
<deathsCausallyRelatedToTreatment>0</deathsCausallyRelatedloTreatment>
«/fatalities>
</value>r
</ serioushdverseEvent>




Current Public Disclosure Process

e Trial Information

e Subject Disposition

e Baseline Characteristics
e End points
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Endpoint Summary

Primary: Proportion of Patients With Complete Response W Top of page
End point title Proportion of Patients With Complete Response
End point description Complete Response was defined as no womiting, no retching, and no use of antiemetic rescue medication
during the first 24 hours postoperatively, starting at TO. Time <endFoint>
patient wakes up and is able to show any active reaction pos <title>Froportion of Patients With Complete Response</title>
included all randomized patients who received the active stuc <description>Complete Response was defined as no womiting, no retching, and neo
(evaluable patients). Following the intent-to-treat principle, [ <readyForValues>true</readyForvalues>
. . . <countablerfalse</countable>
arm according to their randomized treatment. X . .
<unit>percentage of patients</unit>
End point type

<timeFrame>0-24 hours after T0</timeFrame>

End point timeframe <type>
<value>ENDPOINI TYPE.primary</value>
End point values Yourpage  Create Load </typey
' - S o d chs
Number of subjects analys "::"""‘"""""" ol bl <centralTendencyType>
u
<value>MERSURE TYPE.number</value>
PY e O Reporting groups —
NS (PErEariEaRE OF Rl Manage aczount </centralTendencyType>
number (confidence inte togow x Reporting group 1 — <disperaionType>
Reporting group 2 ——— «<value>ENDPOINT_DISPERSION.confidenceInterval</value>
Trial details ” : </dispersicnIype>
| E—| bl i <perc:ntage>ﬂ?<}fpe rcentages
e & Mm‘::m:l,_:l mm‘::m:.n <categoriea/>
V——— = — — <armReportingGroupa>
Index . arithmetic mean: 32) || arithmetic mean: 41 <armReportingGroup armlId="Arm-29136" id="EndPointArmReportingGroup-143954">
Handard deviation 193 standard deviation 145 {chntable'\.’_a luesf}
Trial information . T.
: <tendencyValues»
Sul t itian »
i 'Tc u':o“ % <tendencyValue>
i 5 <waluesT8.2¢/values
Krd points " B Subject analysis sets </tendencyValues>
AR it ¥ </tendencyValues>
P . Nosubject analysis sets have been specified, <dispersionValues>
<dispersicnValue>
<value>73.3</value>
O Statistical analyses . <hi ghl?ang_e'«'a lue>8Z. 5</highRangeValue>
e e .<,a‘dls}.>ers_1c:n«a1ue>
Ne stasistical analyses have been spectied </disperaionValues>
<gubjectsx>33il</aubjectax
</armReportingGroup>



Endpoint Statistical Analysis

Statistical analysis title Comparison of Proportion of Patients With Complete

Statistical analysis description The null hypothesis (HO) 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 8B0% 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 <atatisticallnalyais»

«title>Comparison of Proportion of Patients With Complete</title>
<description>The null hypothesis (HO) was stated as:zfxD;

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

Analysis type non-inferiority [t]

Parameter type Risk difference (RD} = H1 : CR 0-24 hr palonosetron - CR 0-24 hr ondansetron sgt;-10%s#xD;
Point estimate -4.4 A power of 80% was used for sample size computation.
</description>
Confidence interval <types
level g95% <value>ANALYSIS TYPE.nonInferiority</value>
</Type>
sides 2-sided <analysisSpecification>
lower limit -10.5 <vall.1e>ANM...‘L:$IS_$PEC.preSpe:iflecK.fvalue}
</analysisSpecification>
upper limit 1.7 <comment>For the primary efficacy analyais, the confidence interwal (CI) was built on the FAS
N The non-inferiority margin was -10%.</comment>
otes <parameterEstimate>
[1] - For the primary efficacy analysis, the confidence interval (CI) was built on the FAS using the stratum adjusi <confidencelntervals>
correction of continuity. The non-inferiority margin was -10%. <lowerLimit>-10.5</lowerLimit>
<percentage>35</percentage
<sides>
<value>CONF_INTERVRL SIDE.twoSided</value>
</3ides>

<upperlimit>1.7</upperLimit>
</confidencelnterval>
<pointEstimate»-4.4</pointEstimates
<typey
<value>PARAMETER TYPE.rd</value>
</type>
<wvariabilityEstimate/>
</parameterEstimate>
<armComparisonGroupld>EndPointArmReportingGroup-148954</armComparisonGroupId>
<armComparisonfroupld>EndPointArmReportingGroup-148955</armComparisonGroupIds>
</atatisticalBnalyais>




Future Public Disclosure Process
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Recent Initiatives on Harmonization

EU portal and database — Data standardisation

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

@ CDISC PRIM e Protocol schema that can be implemented in Software
e Harmonization with TransCelerate protocol work

Protocol Representation Implementation Model

€@ CDiIsC CTR, e Summary resultts data elements .
Clinical Trial Registration & Results 2 i COIIaborat|0n W|th the PhUSE RDF Worklng Group

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

Sponsors
Data Transparency
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Anonymized IPD
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Any Study related to a an
approved application
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or Average Risk Metrics

May result in Publications
available in Public Domain
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Policy 0070

Anonymized CSR
Portal go-live SEP2016
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Centralized Marketing
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Risk Metrics
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Part B

Anonymized IPD
Effective ???

2??

Average or
Maximum Risk Metrics?

Public Domain or
Controlled? Publications
available in Public Domain



Policy 0070 Part A
EMA CSR Anonvymization Guidance

Utility must be Report is made
demonstrated public

PhUSE DelD
standard

remains Data
Controller

Technology
may evolve




Current & Possible Future Process
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Can we wish for more alighment?

FDA\ —WWS

Simplifying Global Compliance

i

Books 483s Subscription Sites MNewsletters Training Conferences and Webinars White
Home » EU: Align U.5. and EU Requirements on Approval, Guidelines and GMP

FDAnews Drug Daily Bulletin
Pharmaceuticals / Regulatory Affairs

EU: Align U.S. and EU Requirements on Approval,
Guidelines and GMP

June 3, 2016

= = f wr in (2] Al A

The European Union wants to expand ongoing trade talks between the U.S. and EU to
work toward regulatory harmonization for drug approvals, guidelines and GMP
compliance.

The EU recommends the FDA and EMA accept one another's GMP compliance
certificates for manufacturing facilities located in and outside of their respective
jurisdictions and suggests U.S. and EU regulators eliminate duplicate clinical trial and
GMP inspection requirements by synchronizing rules.

The proposal is being presented as a new annex on medicinal products to be discussed
at the Transatlantic Trade and Investmeant Partnership talks.




Conclusions

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

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

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

e EMA CSR Anonymization Guidance is still being interpreted by a number
of mdustry groups and companies and a number of solutions should
emerge in the coming year... (@)
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