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GRS FEMR F R A SR TR RE R SR R E R ER =(H
TR Ry

L (R T2 2 Y9241/ When is a drug’s safety

profile sufficiently characterized?

2. #ilE : BEF E19 A e E Ay N E (B Eimn Btz
e RE BRI A - R AISE R - JEFTRMEFTSE/ Scope- What
does E19 cover with respect to the type of trial (e.g.
premarket, post-market, type of clinical trial-large outcome
trial, Non-interventional studies)

3. ] R EelE

757 #&#% /Clarification o

A B [T R R e I AR 7 FE e B 3
F/E R BERAVARERTTER
Theme Problem Proposed Solutions
2 IETTAMERIEATERE | o sty BmET sy Clat BBy
S CPFREE 5y o EOFEAE S T E A EA
w13 AHIZE)
o Efi E19 PiSHR
o & X B EEIRIE
1 TERHERT LAE 3R | $2 At — 272 2R {E /Provide some

BEEYIZ 2/ quantitative threshold
When is a drug’s
safety profile
sufficiently
characterized
2.2 HVHT LR

2/3 | FEcnBHS IR B TES% | OfEEERL FrTAT > %0 ER Rk
ETR RIS | 3012 53 BUFIAE R F 22/
B;:% . ’Q?%%gé@? Difference sections for

SUEZEES N o
e | preapproval, post approval and

fE 2.2 ISR Non-interventional studies
PIRIARAEALZEY AT
57/ Stage of
development of
product- “In late
stage pre-approval
phase, safety profile




of a drug is never
sufficiently
characterized”

Add new subsection
under 2.2

sec for approved
drugs and
non-approved drugs

M ¢ $ERRE T KA
&

o N5
o HIEHVEIEETENTIE A/ Real

burden is with investigator

i

el BB & St 3 1% BRPES B2 Y TR
AL (AT RE T IS —(E FE B 2 I
/What is late stage
pre-approval (possible section
of its own)

B8 E19 MHEHAVER RESRIE
AL (s - R &S SalEm (i
FURRIR I A\ AG (R s 28 Blidsr
AT R RV EE PR
@) /Specify types of trials that
E19 would be relevant? (e.g.
large outcome trials or longer
duration trials)

FREEA BT

Non-serious adverse

events (NSAE)

- TEEEYRRSEEY
AIPEES » JRRZEA
RS REE

- REESTEHIANE
SMFEERE N BRI
7

- R sy BT AR
Ve B RE RV I Rk
HAREMS

-NEFRRE R E R

B EHVAREE A B2
(G

EWARIESS 2 6 0 AETEm e
e TR REEY I
EAEIREEA BB

AT Y T R TR A
What do we mean sufficiently
characterized?

TRt F BRI e SR R0 1R
/Bring scientific justification to
Regulatory Authority




1/3

A FEE 1 EPR U S
HEEESEYN e E
i1} /Collection of
concomitant
medications should
not be stopped or
limited in collection
-BAEHLEEYIHT A B
& (BNg&m< 5 /EH)
HIRISR R H AR
relevant to assess
causality of an
adverse drug
reaction (i.e., DDI)

o IHEFE VRIS RS EA

SR EEY) e e o M E A
NEEHYERY AR EEY) 8 152
FRHECET TR/ Make clear
that a sufficiently characterized
drug safety profile must have
undergone extensive
evaluation of the drug’s
metabolic profile and
pharmacokinetic
characteristics in population of
interest

AT & 4 A e EE A B
15F - A U R AR R i P AT
N2 8iE - DLaHdh
SAE > AESI 1 DDI 2 &EFE »
e E B ZE B2V A R Y ISR
%814/ Make clear that when a
serious adverse event arises,
comprehensive safety data
collection, including
concomitant medications, will
be necessary to assess whether
SAE, AESI, and DDI and
determine causality with the
investigational drug product
A e A A CREEY)
FVES PR AT/ By N
Clarification of pre-clinical/in
vitro data on drug metabolism
if known

MR e R s T S S AR
B FE R FEREEEY)/ In
protocol make sure clearly
identify inclusion/exclusion on
concomitant medications




3 FnlFRZRTERVA R | o G ARSI YR LS 42—
{4 /Adverse events It £& /Clarify that AESI would
of special interest still be collected with

concomitant medications

3 PN EEEERE | o TRALEFIERYEI/Provide
| e e oy = more clarification
I £5/Applying SSDC | o £ 4HEHAY=Hf Back reference
in different (i.e. see relevant section)
indications o EETECTHECAE U

Restructure/reorganize section
2

3 FHETNAEIYACIER | o FRALEIEIEAYEREA/Provide
FHEHEM L 2B more clarification
g o 2 FHRHAYEE Back reference
Applying SSDC in (i.e. see relevant section)
different populations | e E& LI ELAEZLRE

Restructure/reorganize section
2

1/3 | SRR EAVEE o JHREBHIMAVE -2 A

/Extent of Exposure =EEE NEERHIRAZEY) (f
N¥f EBE A% Provide
clarity on what we mean - is it
drug exposure wrt dosing or
patient numbers (in a person
vs population)
o MERHEH T Em

Comments want numbers
provided

3 WHAEEE R TE | o STEIEAIESH— LR 2

=R AR
LA/
How to spell this out
in the protocol

BB TR T E A
Logistics and protocol issues
which should be addressed in
protocol
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WIRFLATTA =AY
WEFTERZ MR
> el sE 2
—LbEgR/ I we
don’t collect
everything we may
miss something

o A EHHYIEREEA R See

above for non-serious AEs

JE FE Y ER I (— ey [ Rl BT 2
E)/Quantitative example
(general principles vs specific
numbers)
TEARE SR BRER B LY RS
{# = R /Preemptively address
this comment early in the
document

L B R
z£E/ Reporting vs
collecting

A ROIERE EAE
(FTREDNET #a[E"AVEETH)/
Clarification and how we
define each (possibly add to
Scope section)

FEoTHIR(FDEERY
EEELEE—HAR
=4/

Is well-characterized
referring to product
or set of AEs

WA TEAERY e - AAREEER
(R ERAR4F How can it be
well-characterized if you have
potential risk

2 (&55) 2 00y
725/ Multiregional
differences

>

SHE—DHT

ST

/Statistical issues

PP

4
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ABEEAERE TRt EAVAEE K5 (2019)F 2 HEREHAVER 1 :
Rt E 5 N E (EWG) sminslim S HLag (F e 2 - 2
<IN Assembly (Step 1: Consensus building-Technical
Document) » [G4F- 2~3 H#E AVER 2 GFEDER 2a: KGHRE EWG iy
PRSI B R AR B 2 R e o YRR e S 2R E R AT —
REEYATERI SIS A 5 TSP ob: ICH £ E & MR ber i e
(Step 2a/b : 2a ICH Parties consensus on Technical Document, 2b
Draft Guideline adoption by regulators) » I jAS4E 4 H#EHE ASTEE 3
EiZE N AR TR H R S5 (Step 3: Regulatory consultation and
discussion) Y25 1 P& B : & & 5 A &5 R ZE AR A = R (Stage T -
Regional regulatory consultation) » Fi* 10 F {5 EEEZEARFTUES
FRZER - T —EET (T 3) -

B TE  Th  a Re A T E 2D B 3 Y36 2 PE B EWG S am Ut Eay
=2 PR (TR Lk (Stage II - Discussion of regional
consultation comments) > 532 Ry 2% FETEE N H FHZE IR FTUX
BB F 78 TH—MER K 622 THE R EFI 26 - &
RN Fy 4 dHAETTE 3 - SR B R SRR B E
81~ FIENMMEET —MEETE 3 > Hp FEE R HECRE E 19 At
R R SR e e RS S F B R R TR R et R AR A
ooy e 2 (M 4 4) - 20 BCER B IR &l B #7 7E (Risk  proportionate
approaches in clinical trials)Z KA GRS EFBUEFTAN RN B
[Z fE(adverse events) - [RIE{E SRS T3 F 1 (protoco) et A 7T 77
IR 5 DA -
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E19 EWG Membership List

ANVISA, Brazil

Ms. Fanny Nascimento Moura

EC, Europe
Mr. Peter Mol
Ms. Gabriele Schwarz

FDA, United States

Dr. Karen Farizo
Dr. Ellis Unger

Health Canada,Canada
Dr. Nashwa Irfan
Dr. Fannie St-Gelais

IFPMA
Dr. Dan Zhang

JPMA

Dr. Hironori Sakai
Ms. Yukiko Watabe

NMPA, China
Dr. Ying Chen
Mr. Tao Wang

Swissmedic, Switzerland
Dr. Renate Essen

WHO
Dr. Shanthi Pal

BIO
Ms. Kathleen Beyrau
Ms. Amy Lau

EFPIA
Mr. Anthony Beardsworth
Dr. Guy Demol

Global Self-Care Federation

Dr. Barbara de Bernardi

HSA, Singapore
Ms. Jalene Poh
Dr. Choo Qiuyi

IGBA
Dr. Karin A. Heston-Greenberg
Dr. Christina Mahl

MHLW/PMDA, Japan
Dr. Kinue Nishioka
Hiroyuki Takatoku

PhRMA
Dr. Leslie Dondey-Nouvel
Dr. Jeremy Jokinen

TFDA, Chinese Taipei
Dr. Hsin-Jung Lee
Mr. Pang-Te Lin

Disclaimer:

Expert Working Groups members are appointed by their nominating ICH Member or
Observer party and are responsible for representing the views of that party, which may not
necessarily reflect their personal views. Working Group experts do not respond personally
to external inquiries but are directed to forward any inquiries they receive to their
nominating party or the ICH Secretariat for a response on behalf of either their ICH party
or the ICH Association as appropriate. For questions to the ICH Secretariat, please use
the contact form on the ICH website.
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Public consultation dates:

ANVISA, Brazil - Deadline for comments by 19
September 2019

EC, Europe - Deadline for comments by 29 September
2019

FDA, United States - Deadline for comments by 25
September 2019

MHLW/PMDA, Japan - Deadline for comments by 18
August 2019

NMPA, China - Deadline for comments by 30 September
2019

TFDA, Chinese Taipei - Deadline for comments by 31
July 2019

16



fifE 4 EREA(EC)¥X E19 HER

\ 3

ELTRCME MEDICIMES AL

Draft ICH-E19 guideline - EU Comments
Singapore 17 -20 November 2019

Outline

» Qverview EU requirements on interventional clinical trials and non-
interventional studies

® Legal requirements and guidance
= Safety data management requirements
» Summary of main comments from EU stakeholders

*» Suggestions for improvement

Outline

» Qverview EU requirements on interventional clinical trials and non-
interventional studies

® Legal requirements and guidance
= Safety data management requirements
» Summary of main comments from EU stakeholders

*» Suggestions for improvement
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EU Requirements - Interventional clinical trials

¥ Art, 41(2) Reg. BJ Mo 53362014 imp=mentarion new CT Saguiarion panding portal deysignmsn: fnaiizarion)
Repaovting of adverse events and serious adverss events by bhe invesbigstor to the sponsor:
-{..)} The investizator shall record and document all adverse svenks, unless the protocol provides
differently. The invesbigator shall rmport bo bhe sponsor all serious adverse events oocwring bo subjecks
orherin tral, wnless the protocol provides differently.

trmabed by hi Ehe climical

- The invesbigator shall report serous adverse events bo bhe sporsor without undwe delay but not laber than
vrikhin 24 hours of obtairing krowledse of the mvmnks, unless, for certain serfous adverse events, the
protocol provides thet no immediste reporting is required. [

* Riskproportonate approachesin clinicaltrials - Recommendations of the expertgroup on
clinical trials forthe implementation of Regulation [BU) Mo 526/2014 on clinical trials on
medicinal productsfor human use 25 April 2017,

Chapter4.2 provides a clzar and unambiguous framework as to when and how a rizsk proporticnate approach in
int=nrenticnal clinical trials can b= consider=d for adverse =vent recording and reporting.

EU Requirements - Non-interventional studies

® Art 107 Din 2001/83/EC
- "Marketing authorisation holders shall récord ail Suspected sdwverse reactions ir the Unior orin thind
cownbries which are browght bo their sbbenbion, whether reported sportareously by pabents or healthcars
professiorals, or occurring in the context of & post-authorsstion study.
» Chap VI.G1.2.1. L, GWVPModuleVT:
- "Information on &l sdwverse events should be colfected snd recorded [ |in the courss of the study wnléss
the protocol provides with & due justiTeation for not collecting certain adverse events. ™
- "For all collect=d adverse svents, comprehénsive and high quality informeation should be sought [ ). Cases of
adwerse reactions, which ars suspeched ko be relabed bo bhe studied medicinal product by bhe primany source orthe
mobified orparisabion, should be recorded inthe phermecovigilence databsse and submitted a5 ICSRS (.. L7
- "All fatal outcomes showld be considensd a5 advese sreanks which should be collected. () In c=rtain
cimumstances, suspeched adverse reackions with fatal cuvtcome may not be subject bo submission as ICERs (L. )
- For adverse events soecified in the sty profoosd which are not Ssystemsetically collected, heslifcare
professionals and consumers should be informed 7 the protocsl! (orobher study documents) of the possibility
to report adwverse resctions (for vhich bhey suspect 8 cavsal role of & medicine | to the marketing suthorization

holder of Ehe suspeched medicinal product {shudied or mol} or ko the conosrmed compabent sutharity via bhe nabional
{ -/ ¥

Foonanecws reportng SyshenT.

Summary of main co

» Better characterize the issues addressed with selective safety data collection approadh.

» Statementthat collection of safetydatacan be burdensometo study participants and a
disincentive to their partcipationis misleadingand should be removed,

» Better outline main purpose and importance of the collection of safety information

* Inclinicaldevelopment process: to providea broad safety data basisforthe assessmentofa
product related risks to patients as a fundamental part ofits benefit-ri sk assessment,

¥ Inpost-authorisation setting: to gather further knowledgeabout a medicinal productrisks
- 1o allow healthcars professionals and patients to make individual berefit-rzk judgements,
- to p=rmit compete=nt authorntie= to put in place further measures to minimise such sks.
* New guideline should not contradict and jeopardise implementation of EU legislation.

» Legal requirements and guidance in EU provide definitive framewark to selective collection of
adverse eventsin clinical trials and studies based on a risk propoertionateapproach:

All adverse events are required to be collected unfess the protocol provides
differently requiring a sound justification,

18



Summary of main comments

* Betterdefine conditionsto apply selective safety data collection without compromising the
required knowledge on product safety profile and collection of significant adverse events,

» Betterdistinguish proposals related to the collection of adverse events from those applying
to clinical safety monitering set cutin study protocols [e.g. ECGs, lab tests, blood pressure]
* To aveoid current oonlusion on type of data concemed by s=lecthre: collection.

» Betterdistinguish situations applying to different settings of drug development
#*  Pr=- and Post-authorisation.
* Interventional clinical trisls snd non-intensentional studies.

+ Better examplesshould be provided with adequate details and context to explain ifand how
a selective safety datacollection could be implementzd in a particular sitwatizn,

» Curment examples compromize guideline understanding, =xposing the rsk of misinterpretations in its
implementation.

* Examples mix-up non-intznrentional studies bazed on the primany or s=condany us= of data with
int=rr=ntiznal clinical trials in pre or post-authorsation ==tling.

Comments on proposals for interventional clinical trials «

Interventional clinical trials = mest robust appreach te collect reliable data enincidence of
sericus aswell as non-sericus adverse reactions,
* Inpre-autheorisation clinicaltrials: Limitng safetydata collection is difficult to support
» Drugdevelopment programmes increasingly shortenedto speed-up patient acmss to newly
developed medicines: therefore additional reduction of availablesafety data should be
avoided,
#* Selective safety data maybizas benefit-risk ass=ssmentand introduce further uncertainties
while available safety data arenot comprehensive:
Limit=d patiznls’ =xposure; Eccluded populations, comorbidities or co-medications.
v Inpost-authorisation clinical trials: Full safety data collection not always necessary
depending on extent of characterisation of safety profile.
* Selective data collection approach to be considered forwell-kmown and well characterised
adverse reactionsin line with existing EU guidance.
When patiznt expozure to product large =ncugh,
For reactions observed across multiple trhals with same severnty and s=housness,

If mo regulstory int=re=t in collecting more precise incidencs data or rizk Tactors Tor reactions.

= - Sel=ctive zafety data collection should not prevent identification of le=s commeon adverse reactions.

* Non-interventional studies based on primary or secondary use of data do not entail
any additional burden to study participants.

* Useof medicinal products does not diverge from clinical practice andne additional
intervention isenvisaged,

* Study objective isoftento collect large amount of safety data conceming use of medicinal
productin reallifein linewith marketing autherisation,

#* Itallows identfication and characterisation of safety concems not fully explored/ observed
in & pre-approval clozely controlled =nvironment with limited number of patients sxpos=d, and also
in patients groups that had been excluded from clinical trials.

¥* These studies are often conducted for safety reasons and data collection is determined by
study objectives,
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Comments on definitions

» Guideline is inconsistent on terms used to define the type of information for which
selactive safety data collection could be applied.

» MNeedto better definewhatis meant by safety data ferwhich it may be appropriate to limit
or stop the collection, Diocument currentdy groups non-sericus adverse events with safety
data, routine laboratory tests, concomitantmedications, physical examinations,
glectrocardiograms.

Their managzments and documentations differ d=panding of the cicumstanoes.
» Guideline isinconsistent on data to be collected in association with adverse events.

» Completeand comprehensive collection ofinformation on cases of adverse eventsis
important requirement to allow meaningful assessment of medicinal product causal rele

Documentation of information on oo-administ=red medicinal products, medical histoni=s, concurm=nt
conditions and imrestigations is reguirsd o allow the id=ntification of confound=rs.

Comments on implementation of selective collection

= Guideline should better explain the conditions of implementation of selective collection
in the different phases of the drug development process.

»* Better explanations and guidance defining the condiions when preduct safety profile can be
censidered sufficienthy characterised should be included.

Patiznts charact=ristics, dosage, treatment duration, route of administration, indication
= Selective collection implementation should be agreed with the competent authorities /
ethics committees prior to the study initiation.

* Protocol should always provide

»* detailed scientificjustification B documentation on risk assessment and mitigaticn actvities
[based on approved RiskManagement Plan ordevelopmentRisk Assessment B Mitigation

Elan},
* planto revertto comprehensive safety data collection if unexpected safety issues arise

Comments on implementation of selective collection

= FGuideline should better address complexity introduced on
» statistical analysis of the safety data and estimation of adwersereactions frequency,
» conduct of meta-analysis frem published studies, with warying selective collection
approaches introduced throughoutthe product life cycla
#* Reporting of safety data in DSUR, PSUR [PERER] for studies with selective safetydata
collection.
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tions for improvement

» Collateinformation on safety data management requirements across ICH regionsin
interventional clinical trials and non-interventional studies [as supporting decument for
E1%9 update].

» AddaGlossary (as appendix?) with established terms, in particular AE ADR, AE of Special
Interest ImportantMedical Bvent, SAE SADR [SS&R = SADR], SUSAR.

» Mon-interventonal studieswith a design based on primary data collecton should remain
inthe scope butputin an extra chapter,

* Mon-interventional studies based on secondaryuse of data should be excluded of scope

*» Include section with explanations on the cutline of a scientific and ethical justfication to
be provided by the sponsorto get a protocel with a selective approach to safetyreporting
approved by the Competent Autheorities [ CA) and the Ethics Committes (EC) /Institutional
Rewiew Boards [IRE].

« EC/IRE should be mentioned in the guideline in addition to CAasthe second party that
needs to provide a favorable opinion on the selective safety reporting approach within a
.= particularclinical trial,

Suggestions for improvement

» Includedetailed explanations onwhen a safety profile is well-characterized, defining
minimal number of patients exposed and taking into consideration patients’
characteristics (race, age, gender, co-morbidites, co-treatments etc. ], treatment
details (doses, route of administration, treatment duration), indication.

* Exclude certain products classes from guideline scope (e.g. advancedtherapy. gene
therapy).

» Provide explanatons onwhat constitutes an adwverse event e.g. based on abnormal lab
data or based on the addition of new concomitant medication with emphasesthatan
ewventis only an AE ifthere is a changein conditions [e.g. labdata)} compared to baselina
* Comprehensive information sheould be collected for cases of adverse eventsto assess

medicinal product causal rala

= Addexplanations onwhen SAE collection can bewaived, i.e. if the primary endpoints are
safety endpoints and SAEare collected as endpoints.

= Structuredjustificaton document’ template should be included in guideline [annex].

Any questions?

Further information
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