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Policy 0070 purpose

e 2 October 2014, Clinical Data Publication (human medicinal products)

Policy 0070:

What is it: * Publication of clinical data supporting CHMP Assessments

e Transparency, continued EMA commitment

» Enables public scrutiny: establishes trust, confidence

Benefits

= Avoids clinical trials duplication

e Enhanced scientific knowledge: value of secondary analysis
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1 January 2015:

Marketing 1 July 2015:
Policy effective: authorisation modification of
2015 applications indication + line

e Withdrawn applications extension
pre opinion included
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Type of published documents
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=  Module 2.5 - Clinical Overview

= Module 2.7.1 to 2.7.4 - Clinical Summary

= Module 5.3 Clinical Study Reports (CSR) - Body

of the reports

= Module 5.3 Clinical Study Reports — 3
appendices per CSR

— 16.1.1 (protocol and protocol amendments)
— 16.1.2 (sample case report form)

— 16.1.9 (documentation of statistical methods)

+
=  Anonymisation report
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Module 1;
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» For all applications falling within the scope of Policy
0070 whether studies were conducted in or outside
the EU

» No Individual Patients Data (IPD) listings
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Objective
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Pro-active and on-line Clinical Data Publication (CDP) Access

Home Find Clinical Data + About ~

# Clinical Data Publication > Find Clinical Data > Search
Press release

20/10/2016 Search Search

Opening up clinical data on new medicines

Browse by category

EMA provides public access to clinical reports Search for clinical reports by entering a search term or using the advanced search options

Most viewed dlinical data

As of today, the European Medicines Agency (EMA) gives open access to clinical reports

for new medicines for human use authorised in the European Union (EU). A Hide Advanced search

Help

Product name Marketing authoerisation holder / applicant
o Search fields i o

Active substance name / INN Year of the publication of the data
Entering up to three letters Rl _

Januar ~ 201 v

generates search results. v J ° J

Anatomical Therapeutic Chemical (ATC) code To March ﬂ 2018 ﬂ

(i ] Results table
Click on the # to sort your

results by ascending “ or Include Procedure type Type
descending ~ order.
& Al & Al @ No Filter

B Online access to clinical data for medicinal products Click on the up and down O Authorised O Initial marketing authorisation O Generics
¥ arrows (“V") for more [] Refused [ Line extension Biosimilars

for h SIS S8 ! information on the product. [J Publications related to [ Extension of indication Conditional Approval

CHMP Opinicn in ) Exceptional Circumstances
https://clinicaldata.ema.europa.eu
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CDP web portal usage (since October 2016%*)
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Registered accounts and documents views/downloads

4500 180,000
< 4,000 - 160,000
2 £ 140,000
© 3,500 ] h
@ A S
© 3,000 3 120,000
£ 2,500 / S 100,000
= 7 / — ’ /
o ©
S 2,000 / 5 80,000 /
=)
» 1,500 > o 60,000
g £ e
> 1,000 / "_2 40,000 ./ =
500 B — T 20,000 : /
O ! 1 ) O 1 1 J
2016 2017 2018 2016 2017 2018
==@==General users =fll=Non-commercial users Total users ==¢==Document views ==fll=Document downloads Documents total
Average of:
» 11 documents viewed per general user
» 144 documents downloaded per non-commercial user )
*Yearly cumulative data
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CDP Report: Overview of 1st year data
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Type of published procedure

Initial marketing authorisation 36 ‘
Extension of indication 18
Line extension 0 e

Total number of published procedures 54 J

Published documents

Anonymisation Report 54

Module 2.5 63

Module 2.7.1-2.7.4 160

Module 5.3 (CSR) 3,002

Total number of documents 3,279

Total number of pages 1,308,244
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Percentage of Commercially Confidential Information (CClI)

EUROPEAN MEDICINES AGENCY

Procedures Documents Pages
Total published 54 3,279 1,308,244
CCI proposed by the 28 52% 145 4.4%
MAH/Applicant
CCI was accepted by 19 35% 48* 1.46%0 134 0.0102%
EMA
8 EMA Clinical Data Publication (CDP) * documents with one or more proposed CCI redactions



Rejection of CCI (overall/per code)

EUROPEAN MEDICINES AGENCY

» Of 454 instances (where CCl was proposed) in 145 individual documents,

24%0 were accepted and 76%b rejected.

Reasons for rejection of CCI
0 50 100 150 200 250 300 350 400

Rejection 01 - In the public domain
Rejection 02 - No innovative feature
Rejection 03 - Public interest
Rejection 04 - Insufficient justification

Rejection 05 - Irrelevant justification

Instances rejected 345

An instance is defined as a single CCI proposal per individual document regardless of how
9 EMA Clinical Data Publication (CDP) many times it appears in that individual document.



Anonymisation: overview of product type
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Overview of product type

biosimilars with patient identifier 1
generics without patient identifier )
generics with patient identifier 5
non-generics without patient identifier 2
non-generics with patient identifier 37
| | | ! | | |
0 5 10 15 20 25 30 35 40
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Anonymisation: applied techniques (all procedures)i‘
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Final Clinscal Study Report

CA208025
auvolumab

The subject recerved the 1% study therapy nfusicn on PRDY 2013

On Day 11 (FPD -2013), 10 days post the 1° infusion day, the Investigator reported a non-serious adverse
eveat of Grade | abdomemnal distension, which was considered by the Tnvestigator to be related to the smdy
ther:

On Day 18 (FRBI-2013), 3 days post the 2™ infusion day, the Tnvestigator reported non-serious advefe
events of Grade 2 diarrhea and Grade 1 flatwlence, which were considered by the Investigator to be ghlated
1o the study therapy. The subject received treatment with loperamide and par ueive The nextplanned
study therapy infusion was delzyed due to the event of dizrthea. On Day 29 2013), the subject
started treatment with oral meprednisonc at a total daily dosc of 60 mg given once a dn fo,@aanhn On
Day 30 (PRI -2013), the subject's stool culture showed normal results. On Day 33 (B -2013), the
eveat of diarhea resolved and P roceived the last dose of oral meprodnisons; (80 mg/day), On
Day 37FPD -2013), the study therapy was resumed A

On Day 51 (FPD 2013), the 4% infusion day, the Tnvestizator repared nnn»ger&us adverse events of
Grade 1 increased alanine aminotransferzse (ALT) and Grade 1 increased aspartate aminoteansferase (AST)
(refer 10 1ab table below), which were consideeed by the Tavestigator 1o ba mﬂ 10 the smudy therapy. The
subyect did not recerve any treatment.

On Day 79 @PBI-2013), 14 days post the 5% infusion day, the event? uf increased ALT and increased
AST were worsened 10 Grads 2 (refer to lab table below) The nextplanned smdy therapy infosion was
delayed due to the events of mereased ALT and increased AST.Sh Day 81 (PPDIT-2013), the subject
started treatment with oral meprednisone at a total daily ﬂ»k uf&(‘r mg given once a day for the events of
increased ALT and increased AST. o \\

On Day 84 (PO -2013), the events of mereased AL Snd increased AST mmproved o Grade 1. On
Day BOIFF'D 2013). the event of mcreased -15"{‘1=‘:\1Led On the same day (Day 90). the dose of oral
mepredmsone was tapered to 40mgdaypand St 20mgidsy on Day 95 PPDL 2013) On
Day 97 (PP -2013), the event ufmm:]sog\LTQ:mhod The dose of oral mepredmisone was tapered
to 10mgday on Day 59 (FRBIN-2013) and r:\émgdy) on Day 104 (PP -2013). P received oral
meprednisone (4 mg/day) until Day Jw(PF%JDH] On Day 114 (BPD|-2013), the study therapy was

resumed. R

On Day 133 (PPDI-2013), 11 days poqi‘"nhc 7% infusion day, the Imvestigator reported a non-serious
adverse event of Grade | diarrhea, which was considered by the Investigator to be related to the study
therapy. The subject continued to regéive treatment with loperamide and pargeverine. No action was taken
\mh :cgald 1o the study therapy.. Bn Day 138 (PO -1013), the event of diarhea worsened to Grade 2
The mext planned smdy fgtapy mfusion was delaved due fo the svent of diarhea On
Day 139 2013), the :N)Jecl recerved treatment with oral mepredaisone ar a total daily dose of
40 mg given once a day {% diarthea. On Day 142 (PPEY 2013), a stool culture showed normal results On
the same day (Day 14J received the last dose of oral meprednisone. On Day 143 (FPR -2013), the
event of diarthea rescfféd. On Day 148 (PPD-2013), the study therapy was resumed.

On Day 148 ®PDR2013), the 8% infusion day, the Investigator reported nom-setious adverse events of
Grade 1 mcreased ALT and Grade 1 inereased AST {refer to Lab table below). which were consideced by
the Investigatér to be related to the study therapy. The subject did not receive any treatment, and no action
‘was taken, 'b!\hxtgzrd to the study therapy.

On D,yrs? (BPDY 2013). the events of mcreased ALT and increased AST worsened to Grade 2 (Day 167
lab gsults not available). The subject was restarted on treatment with oral meprednisone at a total daily
dos# of 60 mg given once daily. The next planned study therapy infusion was delayed due to the cveats of
iéreased ALT and increased AST.

" On Day 174 (PPRI-2013), the cvent of increased ALT worsened to Grade 3 and the cvent of increased
AST improved to Grade 1 (Day 174 lab results not available). On Day 177 (FPDI-2013), the event of
mcfnscd AST worsened to Grade 3 (Day 177 lab results not available). The treatment with oral

was switched 10 (TV) meth at a total daily dose of 65 mg given

The subject recerved treatment with simethicone. No action was taken with regard to the study \q‘\

Clmcal Study Repant 347

Scbject 106087

renahimg oy
= Buszrption sl aetualure: Dumemab By iy

w Summary of Study Medication

i Trcmes Duid]

[Mamit) 830 pEE
u NARRATIVE TEXT ¢
Subject 100097, 2 M-year-ol [RACE] msale initally diapnosed 1 [****] with stagecFEf multfle eyelomna, was randomized to receive
daratmumab at a dose bevel of § g ke in Part 1, Stage | of the study. At study mq;ii!'ek\mlnnm medical bsstory inchuded
Amaemizs NEC, apuunrmmm‘m level merease, Medacal history, Medacaliistory, Jount disorders, Reesparatory, thocack: and.
meduastnal disorders, blood creatiine level merease, Investigation, Metabliem aad mutrinon disoedsrs, Metsbobiem and sunion.
disarders, Psychaanic disorders, and Blood and Ivephasic asumdmﬂm “His baseline ECOG score was 0. At screenng, his val
signs inchaded bedy temperature of 36.6°C, pulse ate of 80 bulsrrmmmr (bpm), and blood pressure of 13680 mm ‘[g Plasma
eells obtainad from the baselime bone mamor bopsy were 9‘

The subpect received a total of 5 mes of pror sysiemg herapy as fallowrs: Line | consisted of bortezomab and demamethasone; Line 2
consisted of eyelophesphamude. GCSE, melphalandénd ASCT: Line 3 consisted of dexamethasone and lsmalidomide; Line 4 consisted
of bertczomsb, carmustie, cychophosphamyt) dexamediasons, and melphalan, Line 5 constsied of bertezoub, He was iefiaciry 1o
leealidomade 1 Line 3, an alylator in e 4, 20d bortezomsb m Lines

: reabidd e and

Concomitant

O [**], the subects plelt count was 71 % 10 (srade 2)(rmge: 1506350  10°1L), them on [*], the skt s pltele coumt
deereased gy 59+ 10°L (Grade2).

(O Sty D (29 Sep 2003), nomserivus adverse eveats of Grade 3 chlls (reported term. 1igors) ad Grade | wow-cardiae chent
pain fere raported. The mvestezator considered both eveats as [RRs and as very Hicely relted to the stdy dug, Pre-mFusion vual
iz tmchuded body temperatuee of 36.8°C, pulse rate of §0 bpm, and blood pressuee of 126/81 s M. The subject was administered

AN pre-nfssaon medacations & per proocel. Appeoximately 90 minus after the stant of the mésion, his vital siges mchuded body

Redaction vs. Transformation

EMA ExpeskDedaaPdhliestmrs (GaP)ed to Date
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414MIMY 200

M redaction
B transformation
not applicable



Lessons learned from submissions (1/2) . *®

4l 1. Pilot phases

e 85% of the eligible companies made use of it

e Increased quality packages when pilot draft documents were reviewed

e Great collaboration from companies and fruitful interactions with EMA

-\\.

4( 2. Technical submissions

e 26%0 of initial packages were invalid
» 359% of final packages were resubmitted due to invalidation

» Checklist for “Redaction Proposal Document” package available in the guidance

12 EMA Clinical Data Publication (CDP)
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Lessons learned from submissions (2/2) <
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-

3. Anonymisation Report (AnR) review

Table 12.2.2:2 Adverse svents assessed as possibly drug-related by treatment and
d set

- Many AnRs not customised to the product type - —
= List of quasi-identifiers unspecific to the package(s)

characteristics
» Inconsistencies: AnR instructions vs. redaction/transformation

of identifiers in the reports

Saurce data: Apendix 16.2.7, Listing 2.1

123 DEATHS - OTHER SERIOUS ADVERSE EVENTS - SIGNIFICANT AND

e Lack of rationale for full redaction of narratives TR SIGNIHICANT ADVERSE £\ ENTS

No deaths, ofher SAEs, or piher significant AEs were reported during the course of the study.

er rding to ICH E3 as any AEs leading to
I i il o A A - 10 -t i W
» Impact of anonymisation on data utility not adequately ey g No i 52 :

addressed

 EMA’s comments to be implemented or feedback to be

provided
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What is happening during 20187
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Focus on...

» Continue collaboration with industry towards: QUIA|LERT|Y

» Improving preparation of CCIl proposals and rationales

» Improving clarity and quality of AnR (revised AnR versions, need for feedback, etc.)

» Ensuring guidance, templates and tool kit are used

» TAG: Creating best practices for the anonymisation of the clinical reports

= Data utility, anonymisation techniques, new technological developments, attackers,

legal issues

e linicalsews
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Last but not least! .
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HANK
Y

to all patients
who are volunteering to be part of trials
and
are making transparency on Clinical Data possible |

A big

15 EMA Clinical Data Publication (CDP)
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Any questions?

Further information

Contact me at anne-sophie.henry-eude@ema.europa.eu

European Medicines Agency

30 Churchill Place = Canary Wharf « London E14 5EU = United Kingdom
Telephone +44 (0)20 3660 7048 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Follow us on % @EMA_News
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