B R & (MBS © HETET &)

SRR S A I FIEEE & (International

Council

for Harmonisation of Technical

Requirements for Pharmaceuticals for Human

Use, ICH)

ICH %51

AT VE/NGH: ICH E19 2228

K EEE{E( Optimization of Safety Data
Collection) &€ HE#E

AR -
PE A
IGENE e
B -
e HI

R RN R B B S
MFTERITFE &

KSR (AEREEAGN)

107411 H 11 H %= 107411 H 18 H

108 4 2 H



flk

© WE

r & B g ok 17 R The International Conference on
Harmonisation of Technical Requirements for Registration of
Pharmaceuticals for Human Use - f&f% ICH | » EE175Y 1990 4 » H T
TRy T R R [ B 2 AV BB T oK 22 52 7 FH SR S L & B BURT i e il e
FREIFR TSR - PEE S BRES AR IR ~ PSR B DU R A B
R ETH RN B R A e AT S SEES S AR AR
MEE R FAV)FTEERZE » ICH 2 2015 FAE 80 pcR BAR
g E Y ERFE4H%% T The International Council for Harmonisation of
Technical Requirements for Pharmaceuticals for Human Use | #afER S %]
2K AR EAPRAIAER - BUE K HAREG SN - FEEHIIA T #
ik~ IR - BEER ~ O~ R T ERE e S -

B Eh 3% 5 i PR B £ PR E BAHEE ) > FRimiizEd ICH
o LR/ NHSE > TERRIPE AN BB K ~ S+EUEPRAE R
AAEIGHHRE & BRSPS E » SXRBEN S EE RGBS ICH 2 10
{EFEAR B & B - REEA B SRS HE Bl SRA R B A e P AL T TR & 1R
P % ICH Rffrsd e Bkl A T > B B E R E Ry R P AR R AR
BURTIESHRE - WGBS L s -

AZERI(ELY) S AV HIE r 25 < Bl & an 8295 H 5 (FDA) it
2016 £ 2 B AR IRER 7 2ERIEMAEE - WINE T REZ IR
B E A BBV 2R DSV ER (R > AT DR A\ 225
i et HIH H Bk B A IR R 2 B ER - #ELUR &R A Rt
BRI E o A E S R - TR NERCE BfEH
<E FDA B BT 148 BXEH(EC)E B IAM 1R KA 1ICH A
B eag 8k - HEHE E19 BA#EE KB TA > BETE
AR N BB ACRET TR R - WAL S R e adam
KRG HIERAEF S5 amsS RBITES T CRINE - e E LIFEEE
RIRHE BRI FIGREE V- & RErT 3 G S SC I R A
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AIRRE A BB 27 2B MEERE R (B L) mdt e 2 5
RREABRIN A 2 BRERHIE H R /BRI R A IE 3 N2 BRI
AIHEE RS > #E DR et BasdeR - 0 A] g st 28 A A A 23 Y
JGREE ~ EEIHTEIEE ~ RIS - EREMFFMREER L -

EE e mEEYEHE F(FDA)RR 2016 4 2 HE e A BEINEER
BB IR D R I SR (1B L) BRI T e Bl ke B
&R B ZE TR L 2 BRI EEAZE/ Determining the Extent of
Safety Data Collection Needed in Late Stage Premarket and Post-approval
Clinical Investigations ;- Z [t > ICH j? 2016 F A eE®k F EAMEZ]E
ICH E19 % &M & R UL £ & (L #E I (Optimization of Safety Data
Collection) - 2017 45 H ICH E19 T {E/NHIIE KSR (Montreal)
REHETS 1 REHEEER - 2l TSR TIEETE - [FFE 2
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K E19 Y TFF1E » B2 IE ICH EEEARESHIZEHS » 5(2018)
11 HRER] ICH RE eI RBiRA 2 B s T2y F— I
44 Introduction) ~ — ~ —f&JEAIJ(GENERAL PRINCIPLES) ~ = ~ {7
F7,2(METHOD OF IMPLEMETATION) ~ Y ~ HAtr ICH E:EEH %
GCP tHEHS M e i ~ 52 (GLOSSARY)ZFER Sy - THETHHH(2019)4F 1
HIESERL Step 1 » [F4F 2~3 i A Step 2a/b - 4 F 5 #EfT& @k
s PEE: - N 10 Al B AMATIGE SR B R ETE—
EaT - e AR BB 5 EIRILEIPES— 2 2B R R EL - DL
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& ICH BtEfs s | TAE/NH: ICH E19 Z2a i

11 A 12 H B EE BB ( Optimization of Safety Data
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11 A 15H i L - SHERATON CHARLOTTE HOTEL
(4 X) grage (E19 T{E/NH)

{£f5 © LE MERIDIEN CHALOTTE HOTEL

HAYE o, s ka2
11 5 18 H #)-BrE/E 1k

TrE/ AV &R ET 4 K - EXABREEDT:

F1XR0A07E 11 B 12 HIE—)

AT am A K E e R R B e (B A AR A

1. S5—H4y > 148 (Section 1. Introduction)

2. S HAMICH HYESAE - JE /4R AT 225 A AHRARY ICH &A1 >
{5140 ICH E1-jEE:5: 8% Population Exposure » ICH E2A BENEGEIR 224
MRS clinical safety data management » ICH E2F-Z2 4 M 5 ¥l
5 Safety Update Report’ ICH E3-F& PRI ZEH £ Clinical Study Report>
ICH E6-{& ELEER 3R &I Good Clinical Practice ) - $fjAEA EiisFnl
HIM e - BIES R EHE EiRaEY) L e HieAE (140 ICH
E2D-HL 18 2 8B & Post Approvall Safety Data Management »
E2C(R2)EHAX #=-JE w25 # &5 Periodic Benefit-Risk Evaluation
Report ) °

3. AREEARYHAY(1.1 Objective of the Guideline): &fEfsE—u 4 FHREE
FITTH] > BFE R 5(1.2 Background ) Se S4B 77 I FY#E[E (1.3 Scope)

52 K074 11 B 13 HAET)

0 FETIR4y -~ —B%JRH] Section 2.General Principles):
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2.1 BEFEMEE A REE G Y2 2 EHRIAAY (Types of safety data for
which selective collection may be appropriate)

2.1.1 mgEE G IREIEUT (UEEHZ 2R A A (Types of safety data

where it may be appropriate to limit or stop collection)

JERGEE R BEE{}: (Non-serious adverse event)

= B B2 HI5L (Routine laboratory tests)

HRE LB EEY1Y(5 B (Information on concomitant mediciations)

Hafe (BREE a0 Physical examinations (including vital signs)
&[] (Electrocardiograms)

L
2.1.2 i@ FE FEAERT AR N2 2 iR SAY (Types of safety data
should generally be collected under all circumstances)

JET- (death)

B EE A B 24+ (Serious adverse events)

ae (Overdose)

7B G R s B (Withdrawal from the trial)

184 (42 U HREE ) Pregnancies (with inadvertent exposure)
FRREY R B 254 Adverse events of special interest  (if defined )
=% o Ao FolEEEr L ERE (R EE
Laboratory data, vital signs, electrocardiograms of special interest
(if defined)

vk wbhE

No ok wWdE

2.1.3 (A i ge) e e B AL 5K (baseline)

5 B M 2 2 BARUER T A A B R AR IR A IE S 8 Y
NZE o FEEREE IR Z 5 E T sl bran st - 1 HH7%7
EMERHETRER > fId - SHEERRHEEREN BEME -

2.2 {Aftis n] DA R e R M e B U SE © (When may selective safety
data collection be considered)
1. RZEE R E & TP AV B e 5 £ E TR RARY_EiiaT A
2. By iR iR
3. SERIETHYFT e FAVRE - 45827 3% - A - 4588R1E
L ER R ER R st H Y ERE
4. SeRTAETTRIMTZE TPy B ARH R TSI Ay Zal g
KO 258 BRI MRS M EE N R
(i - Cyp AEHEIRER)
5. FIIF G BAR R e il SR THY » A0 A R AYES )
DL =N =y



6. DIEWTFE e My — 2
7. T EEALE R T e S 2 e
8. | AEIFAEIFEAIEE L AYE T

2.2.1 R 2 R USRI JE =5 [ LA 22 (Benefit-Risk
Considerations for Selective Safety Data Collection) FE:% P a%E!
FEEE N BB EEYIY i - RS R B B R R RE TR IR VB AT
HBER A B R AN [E o AR B R HY o] Ehie M A2 1
Mz MR RN B E S e —RE - BE A
REFNVEZEEAAENEZL SRR BRI R ER
[§ R HEAZR R o B T A MR B S R RE TP e 0 s
LM o EERAT SRR AR E T e eI -

FEIXRA07TE 11 B 14 HIE=)
B o S SRR R S RN
0 B _EH 4 ~ —f%JE Al Section 2.General Principles):

2.2.2 SEFEFEFE Extent of exposure

5 B S RiThA ST SE AR & A/ e S R R I R HIRAST » ATLLIE R
RN LIRS - M RETEIEL eIt AR = AT
B R e R ] AR 2 BRI E B A il
Hy -

2.3 H] DA e B M2 e BB U RIS SR (Types of Studies
Where Selective Safety Data Collection May be Considered)
1. CAEEEYIR A EE
2. WgEEHA AR - PR B RESAVEIRSGESESR, EEE R, 45
REFE GECR @ 3R - FreEZe k- )
3. WHFEELISER R
4. EERHE R E T e E e s
5. filFfik(special interest) YR RE(F - (A1 EiifeZoK,; bl
&2 MESE - BECHT St (registry studies)

6. HH_E i BT S AR Ry & A - BT e

2.4 Wl B EAE s B TR i 224 (Ensuring patient safety within trials)
FBHEZEENAMERN - 1) (reEEREa iz BlEarE ], 2)
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TR R R EF S EEE T B R A ey 2 25 B - Afar %
AE PR A PR ENH N > DACREE B HI(E AKEA] - o
NE B M L e ERIR R R G EAER > AR EAER DR &
RPELSRSLE LT 2 EREE - PIAIFEREA BB - (R IR
REVEIREN 25 o B0 W ERIE S RS Uy 2E L - AR
Frp R TR RSN A 2 B iRny S T RN A -
QSRR L S i e oy s e > A RR AR Bl 5 R ac sk
R EINEROR » SRR BRI 7 2 BRI FE T [ B
FRE o MRAETEPHRE - ERE/KRECEAE CRF frill#
EEG I O - (F R E A B BRIV RBLER YA B
=i

2.5 TR 8 T ARY & 5 (Changes in approach to safety data
collection)

BB T RS MY e Ry - B EmREEE
gt > FRERPRITFTSEFRAVEER - SR TRV SRR L > BUR N2
SGHRES MR g iGE BB LB 2R A Bl
TN R T A BB IR EE 20 -

2.6 FJHAE = F & % (Early consultation with regulatory authorities)
W3R FEIRE & R W AR AR B T SR T - BB PS IE
E5 e BT BT (FIa - ErEfal - £ T ) #
TTEE M L 2 BB RN 1R S e i - B R TRy
DAt E HEIA R R 5 mT el Fydes P BEZHY < BB RS FEAEFedas &
AR AR RFEAAAEAIET T4 - R By i 2 MR
oA A HBTE T EMRENE AT ey 0% - RIlAT DAEE A
HUA B2 2 R e B — 7 T 2 IR PR - —
TR Laasen T Y 2 B R R s B o AN F5 P 4 A 5 s [ F A B
BB S 2 (M S Y B B A R hak (25 ICH E17 - &
G R e AR E RIS T — R SRR -

3. FfTHY A METHODS OF IMPLEMENTATION

3.1 g A B R R e = R R
HFE T RIRTA 3 R E e TP U RS 2 B IR AT
FEI Y EARSZB PR A R0 RrPRIEE ey A R0
SEC BT, A AR ES B IR E A REA
EAREREE  HEEEY)  Bite RS - A e ERE
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EEEBIRRIERA R ATRE A M5 BT - B A A Re 2 i H
iy -

3.2 MR BE R > ST E NBEY S R L 2 BB ER

T AR Y 3.1 8 28 - st R E T 5
WEese B 2 e ER0E > H el RITNE BB - [FRF Ry
EREAWRERE L2 RER - O > RSCRTHTFE Y B
NEFELFE/DTS 65 BRAVEE - AR Z B SE B2 80E A RE 2
ATEER - 558 KRR (subset) (Y H AR B R IR o B -
fEl > MR BRRIRIRES (BRHER ) > CYP IRERECGEFHAYHL
EERRES -

3.3 TEAUEME AR e L 2 BUR I - T Ry Bt B B 2 B
Y£E (Full safety data collection in a representative subset of the
population, with Selected Safety Data Collection for other patients)

FEFEETEN T BRI FE Y 2 i\ E BRI R K REE S e 5
Heattae J(power) o B > —ELFASE BT B A AV RO R
ift5t (outcome study) - FEEREMEAERECE T o FIAIFASET#
ZalEHR I s - STEIGREREEBE TR ANEE T
sratfhIER A REFFTRHEE - EEMEFEN T - A PHER
R RS T 5 (subset) WL £ Y22 2 MEEEE - Bl > ATLL
FERE PSR RE PR B L (site) T T BMVEUR IR - ILUTA
AR _ BRI E R E B aG T -

3.4 B HIPIEER TR i e B2 2 R U S - IR i T R M
2 EE L (Full safety data collection for the initial portion of the
study, with Selective Safety Data Collection thereafter)

Je i TR T EIPR T S BR B e (E (baseline) U SR Se BN 20 4
MEEE - ZRBEEREETEERNE - 3 BRI =5
BENZ B8 n DHERIRITFEbita Z Al - RIS 2808
W ERHIER ST » BT A R IR a G R AE RS - B4 - e
e~ EOKHHENR ~ FFIRERIE S » (R R A LE = FHIIFEI 2R
W e S SR Rt et i A sl - — B AR B iRer—
il HIEB A BB E 0 R 6 AR B ek BT
BT L ERIRCEE - B TARHE LRI ERE A BB
AanfelE > AHRDIBEM S > A R BRI e R R -
i PR &1 3 (protocol) v LLELFE —(E THITET S - fEREISEUR
BENZ g EEE RREE MR 2BiR s - BT
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72 B] LAEIN AEAE _E AR e iy R R e EREe st (setting) -

% AFR(1074E 11 B 13 HAET)
BT AR T U PR
HAERIAY ICH #RIESZ 4

RELATIONSHIP WITH OTHER GUIDELINES/REGULATIONS AND
GCP-RELATED DOCUMENTS

-2y (Refer to ICH E2A, E2D and relevant local regulatory
requirements)

@Ik G R Es Multi-Regional Clinical Trial: (Refer to ICH E17)
FN R 818 REEREERTE 5 B g 4Rl #% Risk-Based
Approach: the updated GCP guideline. (Refer to ICH E6(R2))
Quality by Design/Built-in Quality: (Refer to revised ICH E8 and E6)
Basis of E19 Guideline: (Refer to US FDA’s Guidance for Industry

‘Determining the Extent of Safety Data Collection Needed in
Late-Stage Premarket and Post-approval Clinical Investigations)4%

R R E I P 2 2 e DR 2 BOHEEER i CIOMS VI To ensure
that a product is well characterized through appropriate safety
assessment during clinical development, it is also recommended to
refer to the CIOMS VI Working Report “Management of Safety
Information from Clinical Trials”.

18 B PR i AH B SR
WH7eE F-filf (Investigator’s Brochure), 2#&[5]& 2 (Informed
Consent Form /ICF), Study Protocol, and Informed Consent Form
(ICF).
Wt7est== (Protocol) :
5728, [E = ZE (Informed Consent Form /ICF)
BRI F R4 ET 4 MrETE] (Monitoring Plan/Statistical Analysis Plan)
MEEIRIFFZE #45 (Clinical Study Report)
S FAHG S (CTD) _E iR AH B S

(A e b E e Y B s PR ST e.g. a pivotal study for an
additional indication ) - i HEfla > (CTD) MI/EE( EHif&=C
se ] CIOMS 55 7M1 = T {F4H s HP Ay Esife it 7458 > DUE
R A HRRE e (DA B BT 08 -
BRI A\ Bt B A B2 B hH 22 i BEE HI) Council for International
Organizations of Medical Sciences (CIOMS)

B~ OSHEEREH

ICH EAERIRZAT - JR A1 ZH 4G RE 7125 5% (Steps):

10



Step 1: Consensus building-Technical Document it SC A 4E B 52 /)N
HEWG)EL B eiyatamill EE LR E R E » fECERY
(Assembly)#E A step 2 o

Step 2:a/b

a. ICH Parties consensus on Technical Document - A &R EWG
FITER AT A B2 Ay ity R RE A2 1 76 oy YRR L Bk e 5 2K (R =
HEAN T PSRRI AR ANE -

b. Draft Guideline adoption by regulators 37 SC ARV ESRE [ o
ICH AR T EHRRE R B ER B TR0 R DA ZE R T T B 2K il A A
HAE R B 2N B B R PR AN R AR R 22 FI| SE K Step 2 o

Step 3: Regulatory consultation and discussion = 3 *0EZ 53 B = {ER
[BEIPEEL AR R ER S A ER  WEE A amil
SERES 3 BRI E -

Stage | - Regional regulatory consultation (A EEFHZIAET R
ERMEE FILERAVECERREE ICH )71 > #E A ICH & 5 EIRIECR &5
BRIVERBZEASE - HMIE ICH & 80VER TERBENZER N
et o DUAM A ICH A AT A S ECKE R R SR
EE =

Stage Il - Discussion of regional consultation comments E¥&wFT5
FENER: HEEEEERBENFAE R RZ EWG EJ7R IR
FIVER > WHLATEERYE 3 AR S A Rl L3, -

Stage |11 - Finalisation of Step 3 Experts Draft Guideline 588 3
SREFEREE: F EWC B EHER R SV EE 2b At s
FHESThRERL T HL35k1%  RIZERES 3 DB AAE R IR R
 EERIGHEAICH &5 4 B BRRAR -

Step 4 & RN F[EEEEEETIZN SRV ILERIFERES 4 05 I
Fr5e kY 1ICH T A EEEZERF 2% ICH VAR B AT PR -

Step 5: Implementation ZHEKREFE » & HREEEE RSE 2
ERREA TR AR S 2 BT -

AR E19 Y TAESTEE » AN I ¥ 1 2 o R AT SE Rl S e
AR TAR ZHEZ R EBE - Bl R AGES MR o THETREA(2019)
1 HIE5eRk Step 10 [F4FE 2~3 H#EA Step 2a/b > 4 HREHETT 2 EE
EIEEE RPEE » FFN 10 AR R ARG S 5 2 B R T

—PEET -

- MG LR/ NEIR R

11



12



fife 2: TAR/NEANBRE

E19 EWG Membership List

ANVISA, Brazil

Ms. Fanny Nascimento Moura
Ms. Kellen do Rocio Malaman
CFDA, China

Ms. Ying Chen

Ms. Guizhi Wu

EFPIA

Dr. Guy Demol

Mr. Anthony Beardsworth

Health Canada,Canada
Dr. Fannie St-Gelais

Dr. Nashwa Irfan

IGBA

Dr. Karin A. Heston-Greenberg
Dr. Christina Mahl
MHLW/PMDA, Japan

Dr. Kinue Nishioka

Hiroyuki Takatoku
Swissmedic, Switzerland
Dr. Renate Essen

Dr. Christoph Kiing
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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 Assaociation as appropriate. For questions to the ICH Secretariat, please use

the contact form on the ICH website.
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Outline

* Overview of topic

* Status before the meeting

* Progress made at the meeting

* Status at the end of the meeting

* Work Plan: Key Milestones and Activities

* Conclusions
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Q
’C ICH E1g Report to the Assembly

Overview of topic

* Provide an internationally harmonised guidance on
when it would be appropriate to use a selective
approach to safety data collection in some late-stage
pre-marketing or post-marketing studies, and how
such an approach would be implemented

Selective Safety Data Collection = S5DC

@
’C ICH E1g Report to the Assembly

Status before the ICH meeting

* Since Kobe, Japan meeting June 2018:

o 2 EWG members selected to revise draft technical document
for organization and edits to enhance readability

o Revised document circulated to EWG members August 2018
o Comments from EWG members received Sept 2018
o Teleconference held 10/2/2018 to discuss revised document

o Action item from telecon:

- PhRMAHC will research selected regulations and international
guidelines for definitions of the terms: collecting, reporting,
recording, and monitoring and identifying in draft technical
document how these terms are used for internal and external
consistency

o Goal for NovemberICH Meeting - Step 1 finalisation

15



)‘C |CH Nl E1g Report to the Assembly

Progress made at the meeting

* Day 1
o EWG members from PhRMA and HC presented their

findings of definitions for terms: collecting, reporting,
recording, and monitoring.

o Discussion and edits to draft technical document:

- Section 1: Introduction
« Objectives
« Background
« Scope

"C |CH el E1g Report to the Assembly

Progress made at the meeting

* Day 3 Discussion and edits made to draft technical
document:

o Section2. General Principles
2.1 Types of data for which 35DC may be appropriate
211 Types of safety data where it may be appropriate to limit safety
data collection
2.1.2 Types of safety data that should generally be collected under all
circumstances
2.1.3 Baseline data
2.2 When may 330C be considered?
221 The application of benefit-riskto 350C
2272 BExtent of exposure
2.3 Types of studies where 350C may be considered?
2.4 Ensuring patient safety within trials
2.5 Changesin approach to safety data collection
2.6 Early consultation with regulatory authorities

16



L
’C ICH E1g Report to the Assembly

Progress made at the meeting

* Day 3 (cont’d) — Examples of clinical studies provided
under subsections of Methods

o Section 3. Methods of Implementation
3.1 S3DC for all patients inthe study
3.2 Full safety data collection for a specific subset(s) ofthe population, based on
patient characteristics
3.3 Full safety data collectionin a representative subset ofthe population, with
330C for other patients

3.4 Full safety data collection for the initial portion of the study, with 330DC
thereafter

]
’CH:H E1g Report to the Assembly

Progress made at the meeting

* Day 4 Continue discussion of draft technical
document

o Achieve near final technical document- will require final step
1 EWG sign-off through electronic means

17



a
’ ICH E1g Report to the Assembly

Work plan: Expected future Key Milestones

Expected Completiondate Deliverable

November 20128 * MNearfinal technical document

January 2015 + Step 1Finalisation

Feb-March 2019 + Step 2a/b Endorsement ofthe Draft Guideline

April2019 « Regional public commenrt period

Oct 2018 » Review of regional public comments and revision of Draft
Guideline as appropriate

]
’ ICH E1g Report to the Assembly

T haads

Conclusions

* Mear final technical document achieved atICH
meeting in Charlotte, NC

* EWG members collaborating well to achieve an
important new paradigm in clinical trial conduct

* Post Charlotte meeting:

o Schedule several telecons and set several deadlines to
achieve Step 1 finalisation by EWG members via
electronic means by January 2019

* Currently not requesting face-to-face meeting in
Amsterdam
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harmonisation for better health

Thank you!

ICH Secretariat
Route Pre-Bois 20
1215 Geneva
Switzerland

Emait sdmin@ichorg

Imernatiana! Counct for Harmantsstion of Technical Reguremants
for Pharmaceuticals for Human Use
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