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Requirements for Pharmaceuticals for Human Use | » & E AR 20
FRIK o BREAAVHTSET 38 2658 2B EEIEE /& (PhRMA) ~ BIONEY
425 (EFPIA) K H A BUEE & (JIPMA) E R4 2 B 3 s B S A d)
BRI T AR E (BIO) ~ PR EE 455 DR (IGPA) ~ tH 57 Frsk
B FE e (WSMN)ERRAEFZER S © ICH JERBEIFREIGSEE -
BUE R HAFEE BSN  Fl AN I~ JIEK - 5 - EFEEE AT S
G2 (2017)FAIA B ~ Hiis Fyss 8 ~ 9 (B AMR B g & -

HEGHr e S i R B e BIPR E R EE YT - Rt e EbRY
REES IREIRET 2 J > PRIE 8L ICH e e TAE/NHAL - B
PR NGB AR ~ S HUEPAE R AR R & B Y SR8
JE - BRRERARTOR G ARy ICH 55 10 (VA BRI & & - AEHIEE4E
SeHER ZRIER BN PE P AL TR & F - By T AR ICH S g &
BT > BN BB E R BIANHE A BURHIE 2585 - W%
BEERT AR L BT -

A AE RN (EL19) L R Y H] € 7 275 H B & an 8298 H 5 (FDA) 7L
2016 4F 2 HAAHIERE RS = ERCER S - W E R REZIE
e REAA LRI L BRI R (B E) > mT s i Ay & HE
BB - #E LUK B IR RO E A s b - nER e
&l - TIE/H R EREEEE] FDA B BEETEE » BUE(EC)E BiE
(VAR I RCHA ICH & S 0FR » Hh[E) e B19 18 F #6l& S Eh 77k
AR A R R AR R WA sk T AR S E R
HETI SR ERATR G _ RS2SR (Step 1) & 5 2= HE -

BT BPREE AR RIS (ICH) ~ 222 8dS (8L (Optimization of Safety Data
Collection) ~ FJEFE - EZ{4(non-serious adverse event)=¢
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FEEEYIH SRR IHIE B, - EEEYIRYE REITE WO 7 T ERIEC 8%
IRF - S M e MR SRR RO 7 T Y — S Ze 2 B8 - AITRRL
EA RSN  fliThebs - Betad - LaleEintEayiaRs o 1]
RE A TR LA TRAVERS M, - AR R ERVRE AT E - SH0AT
A IR E A R B 2 BRI B R R (B B) - mTR D
AHYRIEERTHR AT HAVEFEIR LT HEEeR - LAER & IRA
St FHAE A A S B SR R R 2 ~ R BN Y S e fE
HRPREER I o REILIICE MR 2ERT 38 R BRI R -

EEIEanEEYVE 5 (FDA)GL 2016 4 2 H B /e AT A BRI ERIR
sl R R I DUB R MG SR (1B (0) #ER1 T ifEE ErRife i R B
&R 22 P R Y 2 = BRI EAEE/ Determining the Extent of
Safety Data Collection Needed in Late Stage Premarket and Post-approval
Clinical Investigations ;- Z I > ICH i 2016 F APk @E kR EREE] €
ICH E19 % & MEE& L £ {8 1L 2 Al (Optimization of Safety Data
Collection) -

ICH E19 T{F/NHAEZ(2017)4 5 H A TIIEARE 8 (Montreal ) K
EETE 1 REHHEE > Bl TSR TIEETE - FFEE 2 XK
P HAN LAY+ > HriiARER FE CFDA, Ms. Yin Chen -
IFPMA, Mr. Dan Zhang -~ fjiZ A Health Canada Dr. Fannie St-Gelais &%
M5 A4S, WHO #1225 ({3 Dr. Shanthi Pal % GEAIMT:2) » &
ZEE FDA Fratnz 280 THEE i itk R R s g/ 22
FreE iy 22 2 815 UL &£ F2 Z / Determining the Extent of Safety Data
Collection Needed in Late Stage Premarket and Post-approval Clinical
Investigations | 481 TR ZER R BT im - AR FakaTamVE R > Joit
(1) 1 58 ~ B Z= {4 (AE, adverse events) 7 & & 7 B # & &
(well-characterized){y 5N Z ~ (2)BRH ZEEE ML 2 E R EMHRBIZE A
aTEm ~ QYA REZaE AB(No. of subjects) izt AE 24 FRAEHE
(precision) 5z (4) R ERR A 17 E HARAYZE 2 MR EHE i £ (Targeted
Safety Data Collection)” =2 “#E 5 4 (W] ZEFEHY) L 2 EIE
(Selective Safety Data Collection)”” #4zd » LUK EZENEF AN —BE
IR - BB g BAREN VI BREENEZER

NP S A

BT TE R ELEET -
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R ] 72

6 H3H B - B db/BkE-H AR PR R a1 P
{£75 : PORTOPIA HOTEL/f#=

i ICH A58 EAE5 | TIE/NR:ICH E19 274

6 H4H BBk ( Optimization of Safety Data
- Collection)ff&fr
63 7H Eraf i EL ¢ PORTOPIA HOTEL i = (FHE Bl
(4X) 1%)

(375 : PORTOPIA HOTEL /3t =

6 H8H

(= F- RS- PRE-=10

TR NEFT AT 4 K - BEASETRME T

F1R(1064 6 H 4 HIE—)

1 R TIRETERGHREE - Al 2 KESGHT - HINHEES
R REMRHAR) D A RArREQ EA i 2R
Gkl - BHE MR EF RN R

HEERE R REHAE RS RFREU B A — e B E—F
BRI ST EERNRE (—ERETEEEERERERLS
RSEBHHR)
o DHUSZEMEIEMHEEINM
o HHRENVZEMEEIE AR H B 88 s B B 50 2 B S s A
B 4GEE R (FFREER) - RERERTR] ~ BC7 KA EE AR ERE
PRERERITFT -
o SeRibtseEMNIER 2 & EFE A O4ET 4R (demographic
characteristics) ~ JE/E BRI HAM BN ZR?
o JEIMIZRHIE RIS ETEE ST » DU HIA B 28 AR SRR A BB
o [RIFFERBEHEN-2F B E TR HEE
o ZRYIBRINETTEN—EE
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o FRIFAZERAVER » SHIEETEEEEFEIRA » DR BB HIE

s

o SETRELZE IV CRIMTSE

o [Etk

o (HFH¥IRAR » HIaHAYEE M/ AHRIME

o TELARTHYIHIT R IBSRY LA B/ S o0t - Bl

o FEIZEEHER

o ZEIHLHIHR

o HBLYENFERE

o WA HEEHLEANRHEGIHRERE 2T

o 4 LHYEEEHT

o EEEEEREAIVRE (WFRABITHYES)

o [HHEEREE T ITEM IS SR LE SR

o HIMIFEHY IS M E

o HEEHEAYTEELM: (missing data, lost-to-follow-up )

o fefbEplEEFRg  HPEaBRES REHRNERA BB
(adverse events of special interest) VEE4H(E B

o HIMFEHIARAS R - Bl -

o [ERARETAETL M EIEY —E N T Bl — TR % TH
RN Z U FEAE S & > B Eei9E (FIESE ) FEA[E
1,0 (across sites) P ER FH B —&EnETEZE (single protocol)

o  Z(Bs) MRS SR —EUE

* RN EE{4 (adverse event ) » 7F ICH E2A EZ(Any untoward medical occurrence
in a patient or clinical investigation subject administered a pharmaceutical
product and which does not necessarily have to have a causal relationship with
this treatment/ BB BERRIFFE 57 5078 IR FH B2 2 i i 3 AR AR AT B BE R
B A —EVABIRZ AR £ RSB R)

S8 RIS E 2 B R T ZEl B 2 IR % 4 2 E TR B

oL o BEIEA BAIF SR EE i A LR A TRIRBI AR R 5 -

F—EFE 3 K.

= BN BNE ¢ (SRR TS 2 A HORTHIAZ [OFE - LI IE
EisAbngimi] > EEA G ZNARE G -

00~ F REH - ZEE SRR AT A Z A RIE - EA BIER
B BB AR el DL IR B (R Ry h 2 -

. B PR AR Z £ BB KRB
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e  RotaTeq BZE{F OREME A EIINE TR » = LA ItavER:
WEMEA » Z2BIEEN A NRE R DRSS
(intussusception) 274 4% Bk (safety endpoint)FEE o (EAT—/NE4TIEE
NBEP S ROV ES (PlsEs - 85 > et ) HEfTEE
EMEZ 2B SR e e @y > R ARy N2 i SR E
AR REEE BN 2 R

e Shingrix [Zoster Vaccine Recombinant, Adjuvanted] FFiRfES & E » H
M HTFTRZC A IEEF S E A E A AF_E TR IEHE 3-4 FEAKEHh P Y%
R o BEFEM L R BB SR E WA N — /N o AR (OGRS R A Ay
JEBRE ST N AR N2 2 EIEE E L R B nZ a2t
Pl LW Re iy o Bt 22 2 BRI Al sE ST
TR AL B R P R AU 2E IR R

ERZE:

e Heplisav-B [Heplisav-B Vaccine (Recombinant), Adjuvanted] B fi& s »
Heplisav-B f2{ft | —(E=F& & T B ERb 72 ny B+ fRER
FDA YR (FDA’s Guidance for Industry: Determining the Extent of Safety
Data Collection Needed in Late Stage Premarket and Postapproval Clinical
Investigations, February, 2016,) » &2 Lt F & 4eiERE(study population)
HERS H Bl E TR ITIRRE < 2 2 BB B R EAH I EAH DI » 2o BRIk
T AR E L 448 Bh(primary safety endpoint) R REERHES
¥L(endpoints of interest) °

(2) HAtr IRy eadH - 0
e CVOT Study: ff{tZ22HEBEUTEERIH]T- example of streamlined safety
data collection (reduced frequency collection/testing) £ CEk: Effect of
alirocumab, a monoclonal antibody to PCSK9, on long-term cardiovascular
outcomes following acute coronary syndromes: Rationale and design of the
ODYSSEY Outcomes trial _2014

ARE 2RSS /Safety Endpoint(s) * AR RE(F - LARMIMEE > (iR
ERIAEYNEERHELE - ZEBURIUELE 5 ENSGETIY - FERIEE
SRR D - 5 e AR R E R

HEZFRSEE

- BB LEA R 2MA B AEH > ARE4EHGEE 8 A
%12 fEH)

- BIF CEAEAHE X

- HIRBETRAYAELE © & 6 (E H BN —K > RIS R



3. GRS R/ NERHERE AE S4ERAFH L HBAER

LL95%(SHE/KAE Z 5 ~ 1~ {(50% ~ 25% ~ 5%)% 3 {[E AE S¢4E3K 2
{481 ] (confidence interval) (Y )3 3233 (X #i)(ERE 1 - &
Zatoer NBUZE 1300 AL ERS - 3 {E AE #¢/E2R~ Cl %EEAT

S%LLT - iEsRE FZRERH A E RAVA REH(AE) » lB&2al#Etk
BRI fEETA BSOS 4RAYE 2 (precision) f & 2 4 /J\ ’
Fon—ERZ B NBILEA AR A BB AR AR EE

95% Confidence Interval Widths by Sample Size
For AEs occuring 50%, 25%, and 5%

25

15 +—\°

50%
10 -

25%
e 5%

Upper bound-lower bound Cl {Percent)

0

9

RO “(9(9@,\% chP @QQ ,,9

O L O OO DD P P ® o ©
FFLLSL S LS
%u%b'\%q@@@@b@@ﬁ@@

Number of Subjects

* Figure depicts 95% confidence interval widths=upper bound value - lower
bound value

* Width depends upon both sample size and rate of occurrence of AEs

« Example: If an AE occurs 5% of the time (purple line) a sample size of 100
will have a CI width of nearly 10%. So the 95% CI will extend +5% or
approx. 0% to 10%

» Example 2: If an AE occurs 50% of the time, a sample size of 100 will have a
Cl width of approx. 20%. The 95% CI will extend £10% or approx. 40% to
60%

* 50% frequency is most variable and therefore worst-case scenario in terms of
Cl width

* NOTE: Change in X-axis at red line

il (SRR (L ETE A R R (W] 95%)(SFE/KAE (Zo/, confidence level) ~ KGR
#£7%(0, population standard deviation)EiE A A /]N(n, sample size) VX [E 4l
o

xXtz,,—

2 In ety Er e » B HE R R R
KRR 2540 95%) - S NIREA A NET I EE RS - B IfsE Ay
R | (LA IR A M A B Rl A -
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4. EREEANBERsHHRE BN Z e (Targeted
Safety Data Collection)” =i “iEfEM: (AR s
(Selective Safety Data Collection)” $4zaHY=ERH
ZRITAE/ NERC EFFAEIRVE R - A AR R S € AR
2 Mg UG £2 (Targeted Safety Data Collection)—:d » 5598F AR
Ry PR EEFEME (AT EE 10 ) 2o 2 M B [l EE (Selective Safety Data
Collection)”#547 » FEE _FAERTAHAVZERISCSCRE R AR » &
& eaa Bz - e 2R 2016 FDA Guideline £/
“Selective Safety Data Collection”—zd] °

F2REIRAU7TFEE6HSH ~6 H7H)
TR Em . RN E AR NS 2 284 - T B 1~
1. 414&E(Introduction):

1.1 HH#Y Obijective of the Guideline

AR AR R S S R ] _E v pr s E iR se ek A
SHEERT AR 2B - DA R a5 7% - TR BtERR
AR EAYER] -

1.2 EE Background

SRS R R AR SRS R SRS e ]
B BRI - 1 H SRR SR RTTZE - 54 e
(Regulator) FI3E 2 1E 14865 5 2 T 2 T Al 7 2 S A B
I T A SRR AT T A E LIRS -

T fiE (robust) 27 4= 545 JE8 S AR R R 78 73 TR A0 % iy J

FRIES > NI DETHIIZ iV E 5 N ekb 222 R - 5
Zet 5 (Sponsors)1F E (a2 i 35 #AE FUEE B2 Y 22 2 AH R EL

15 lEELZ IR R » BNt (DU JE s B
risk mitigation ) AV ANETEEE -

T EET FEe ) SR IPS B U R A 42 T (comprehensive) 27 4= PR HE
& B fERR PR ER £ 7 A (investigator) HEE RIS HIATA A R -
FEEEYIFASRIIRIITG B, - B EEYIRy g (profile)fS8le 0 1
RERIECERY - BB AN G2 A ZEHEE  BE BEHE (selective)
Wz eEIBWETARTREEEE - NIEL > BRI
I ENH— LB rl e e (LA TRAVERS AT - fEFRECs: -
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BtrlEEE A b sl B s - WU R B 88 L i b 1 223
B2z 55 M (safety monitoring) & ARLERY - AfE [FEHHY
HUE A B EgIEER B EH L NS -

1.3 #g& Scope

IG5 |5 A EEE S S R A AL iRl R g FrdErTHY
TR/ A (interventional ) &z FEHFE/FE ™ AR (non -
interventional study)® (927 2 PSR UL E -

R ERPRER  oy R/ AR ER K IR A (BZR ) B

- IAKERRZEN B R E BRI R AR E AR (R R AL
M RARNE - NitEEsng 2ok sl B E RN %% -

- IR AR SR M FE L B S SRR S Ay B AV E B R B
BEH R A (D)EE SR 2% % m LA R ek ~ 2) %
PR e R T BC RIS N B SR e R aE TR FAERY - M ARIRER R
BRIRRGEIRAE I H AR b )7 B AR A AT TR R A E R B BREY
Q)E/HNzEARI N B G ARE P Y B SRATRT TR ER T AR o3
WERHVEE - 5 w5k A S AR AR PR ER AT Ry IR B P& % (practice)
Ay — B0 HETT -

XELBGE(ECYEERHUE » JEM AMBEEET BN ERRE S

(2001/20 / EC)Ry#EE » REMERTAZKEIA » EC & B ERHEHVEEH
WA -

2. —RMEIEA(General Principles):

TE 3 P R M 2 IR RV L T PR 2GS (R R EE A R L
BFEORE M ER  BEFELTAA
o JEERE T B JEZE{F(Non-serious adverse events)
o 2 FI(Hk HEEY)) R R AR (BB ) (& U7 TAs B (Routine
laboratory test after baseline)
it BRI A ASETEEE (Baseline Information):
- N~ R - MR
- BEE - BURE - HUDRESE
VNGRS
- EIRTHERFEIERE AR - EERAAREARENG B R - 8
# -~ b~ B0 - PRESERADBETE) HITEM -

o ZEFI(I FHEEY)), G R AR (B ZE AR /) 12 BT FH &&47) (Information on

concomitant medications after baseline)
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o fofy (ERLAEaReED
([ ] )[:J\EE

B3 s S 2 2 MR EOE T T R =80 (HA — S BRRY %
EUEIBENRERN » BE TR E T 2 R
o LT
o EZEEAYR ELEE{4:(Serious adverse events)
o TESMEEE > BIEREL - LERRNE(L
o FH#%ifH = (Overdose)
o B GRS Em(Withdrawal from the trial)
o RTEHANYFLEE /[0 (Unscheduled study visits): DL E 2 E B8
TR MY AR
o [FZa(4 5 1 HYIREE with inadvertent exposure)
o HIRRHA BEEM (4175 EF) Adverse events of special interest(if
defined)"
o FIRHE I =EEIRAER - Eanfsizl /[ EE[E Laboratory data, vital
signs, electrocardiograms of special interest (if defined)

s TR (B E IR ER) AR B B R 3 (sponsor) 28 LB R s B
EAHR  RIER BB RARE > — > B WTE (G1EE £ 15 Ainvestigator)
B[] sponsor FEHLFFAAN B (FRAEEORIRI R S - SN S sE
TEH L HELDRENMERE - RESAE - WEERZTEE
(sponsor)EEAHRBH BELA7 (0 4= FEHERH) < A TR (275 CIOMS 6 #

# [ REEEELH 4% 2 &€/ The Council for International Organisations of

Medical Sciences; CIOMS)  CIOMS VI—&G R Bl EY 8% i 4r e Bk 2 B HIEL Y
{ Management of Safety Information (i.e. Surveillance and assessment safety
data) from Clinical Trials(2005)

A. [[B5 [ B A EE VL2 BIREE When can selected safety

data collection be considered?

555 ] DL R PR ) 20 2 W S 2 T S TR - 5458
Ze5CH( Sponsor ) HBNETE BRI BB T S BRI TR SR Kl -
ETERE (T4 SR P 51920 2 B S0 S R R 2 e A LA
P -

o ZEILE(SE I (regulatory authority) f2 4 ETEFR] » IEAEH
ST ST

o JLEIMHZTRTEFHIVEE » 458% )72 (dosing regimen) » IR » 454E
RS B R AR R B FTa T = R At B AV EEIE &
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o JLAIHFE I EERARE IAFR T et & AR A 4R TR E -
TEAEEINI - FEPEEEY I A BB SR N 2R (0 CYP (UEHIREE; &K
5 CYP /g T S aa L B i N & S A B S B AELK
WIZEEY FDA ¥ AAHYEEY) A O A FITEEAERI 5222/ Clinical Drug
Interaction Studies — Study Design, Data Analysis, and Clinical
Implications Guidance for Industry 2017 ) =RBRA{a[{icIERSY M
HEYMNEYIAZ O A RAEEEY B &R - BRisEaey) A ob R A A
R AT HERR N VBB TR R N EEY) A B F H AVEE R R AR )

o SLRIFRHVEAE

o SCRHIMHFTHFT YA Mt — B

o [ LEEEYIERIAY L2

o [ FEIFAFITFCAYEE SHI/E Rt R

o SERIMATEAVILE » BlIANHTEEET - BiTellE - b/ 2Rz
W EEHT 7E 3 M » B PR S B e 2 1Y 28 FH M (availability of protocol)
Gatootats - BdEAVIES (access to data )5;

o rifR&KE

B. FIEREHRHEENZEBIBIENEERREE Types of Studies

Where Selective Safety Data Collection Can be Considered

o BEIEMZRBIREATREE AN NYEEFTEE - EEIEE
N rEME— A RE I & 5 E L 2 BHRIEEAYIE L - 1 HAE(ESF AL
N Z SRR A AVHSEEE -

o GRS EE(endpoints) > (14 H & e (Patient -
Reported Outcomes) (SIEREL 4 R ~ 400G HE ~ &55WI%E (30
R 2R FreElyZ M%)
Ly i 45 (Patient-Reported Outcomes; PROs ) 245 B #5755 AFT
JES ZAERIEREIN AR S - el E 2 A R S A B At A R i A Y
RZIE 5 9 N HZ AR s FIA 25 PRO B 7 B RER] - Mok B E S
BUERRRATR » BE A REEEERIEORE N OaF T - ERRE 42 PRO 3K
NIRIETY - BIVE RO <2 R AR B » R B AT AR E A KAy
VB4R © (U.S. Department of Health and Human Services FDA Center for Drug
Evaluation and Research > U.S. Department of Health and Human Services FDA Center

for Biologics Evaluation and Research - U.S. Department of Health and Human Services

FDA Center for Devices and Radiological Health. Guidance for industry:
patient}Z reported outcome measures: use in medical product development to support

labeling claims: draft guidance. Health Qual Life Outcomes. 2006; 4: 79)

o WFELEETARI/ AT

o SIS RAMEIIIES)

o HEUCERTRAYR B2 {4 (adverse events of special interest) » {41
‘2K, brifeLeaiitot - BEd(Registry) ot 2

12



2 %30 (Registry) 2 IET-FEM:R15E(Non-interventional Study)ffy—f& » —f& &
BLUT 3 (ERE - — 2RI S RV EE iR IB A BT IE R R 7T - 2
BENIHEE ) R e RIBERIVERTE K A 22t 2 smn 8, A gk
BB T E > S E R EE A AR - —REBEEANFRBES
EEIET-TRMERIASEI B AR S My 2B 7 A S0 A H 0 B RIEse g F R AT
R T AR TR T AT
JET-TEME eI S B IV E S AT PR iR R R B R e ki T
2R e BRI A - iR T B AR ATIE M ST - 1T Registry
WEIRETE K E FHEFEER P IER - LER TIEF - SRt AFEET
DUER] - Registry B BGEIET-TEME » il EZiise RUNERENEE - R
TTHREEHAIRE R A RIS RER 22 -
& E i RIS RITFEED = T-TEMERY - B RE A A BEHERRAZAE - 75 CE0E
BENES > AelbagEy I Ry E 2 2 EEIeEA - B EAE A
/N o BEZRT-TRIMERE PRI ST 0T DU ROt RS IR ZE IR 22 » (HEEY)HYIR
RO ZE 2B BAE E R AEE ~ HEEMNIER T AEHEEERE - EplEoKEE
A b & T SRR N R 22 -

o HMIEE

C. BRIRES BB FERERIR A ZEE Ensuring Patient Safety within Trials

FEERRESRIIR - B 2B NAMME Y ¢ (DR (E S a2l
HHHEL M) R eSS EEERH mElRrZ 258 -
AFAE RN A PR B DL ORaE A (AR Ry 221 - S
s L (sponson) MIEFE5 15 A (investigaton) [EESFHf FEAE S [P
NBG B2 Fe R R A R A LAY IR AT - & e e B RN -
& e e e RE - WIHMEAYIERCE S RS M RE = BT A DA
ANFSECERAETR B s R s N A S 2 A AT M
Biran > EHRERIG S e MR &SR - RIS iR T H AR MR L
A e 2 Bsan S T B A o WS BRI R -
EITERUE A T B AR Bl R e S da sl at & (sponsor)
FERREEIESE N Facik i e R > B0 - ARERIR SR T &
(protocol) ¥ i Fors BHE SEHRH Y Z PR B A R SF5F

D. ¥HEAzXs8 & 1% Early Consultation with Regulatory Authorities

BT BRSSO A EEHER - ERRELE
(SPONSOr) 5 ISEHE 22 4 MpiE M BT TRIZEIRS (0 L T AR 3o
FETBLEETE ) » 37 (R i B A R DR i R
SRR TR - (EBRAAME TRUBRIS - sponsor JER s RS
FRER A BRI T2 -
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PR ETATS SR Shi st b N RAE ST R B AT
(completion of clinical development) E &5 & 59 Y 22 M 535 - /Y
£ — SRR PR T 2 T SR A B 2 MR R T e i B
[y o I > AR BRSBTS AR R Sk > DUBE DABTHIRZE gt
BB RE RSN 2 MR ECETT TR ED RIS 3 Y
B FRERERTIZE T LU 22 4 M B T P B M 72 PR

RIS S BTy 2 TSR M ARG B e o R 8 IR IR RIS » 2
MRS AR 2 vl DARESZHY e —(EEE MR » HP RS
BRI A B | T R TR 2 BRE /N fia
SRS~ A TED I EREE 2SR T JERBENE OISR RIIER an iy
R RS 3 BHEGE PR E R 2T (5140 10,000 A) - ZalBHVEEE
BRINFEERTFREGFBREA REAI LM - S B2 IR ]
DIFE R M 8 iy BB B KR - (prospectively defined subset of

patients) &1 TUNEERIEESS » WAT HaR B E T EREGERE L 2 MEEIRIL

fE_K o
BIRZ A TR s (R T30 -
HITHIIT3E METHODS OF IMPLEMENTAT ION(EE—5E2T)

o PHHEAMHEAZ 2 HIE £ (tailored approach)- 757 775 [ 5E
N AZE AR S T HEERY P A BRI 2 2 85 - o] DUEEES
PRE B AR E 8 & B S RS M S8 BB E R e 2 sl - (HR28
BRULEEHIARAR EL IR E 5 &5 55 (protocol ) Fir E R L ERHY B2/ b - 5 Fd J7
AT LIS ERTREEE 2 AT 4505 78 55212l (well characterized)
HIFT A S5 508 R (subset) B EHHR T - 2 BERIREERITST -
2 S SEE e (MAH) 75 255 8 (8] B 2 1 J 1y e B (care
monitoring)fEE » DK s PR 2 S (] s B2 e MR U R HY
B o AN TERRERENS Ol g A =Rl A virtual
office visits) 225 —E5 1) 77,2(electronic monitoring) s E ¥R 4857 HY
BB - B E ) EENEIR U EEE -

o *E{L/EEFLEEIREER (electronic clinical trial ) © EEHEHHFA 2751
(virtual office visits)= 28 1250 75,£ (electronic monitoring)

o HAMEIRGERTTE - HoAfh FFE R REIR Rt RE A A B 595
BHJTE  BFERERh G - BN E b+ S 7 AN R 4
BOTE o BERERER D R 2 a2 2 R EIE LSS - (HEEERIEE—
QI N o AIEREF AT B R AH v RE EVEHER - B nIRE A el
EA R R 22 SRR - Il m] DIEREUES A B b s 777% «
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A (well characterized )y B E X AHH/ FERRHE S EH
L IR TTE - (BRI SR e oy oy 2=t (B
FINFR - ssEREGEER]) REHHEENSG a2 EIE -
FEREEN T - ARE U DN L 2B E I A ECEE =
BT R E5 R (study visit) 1Y EEHRR a0 > B EESE
BHIA BREMHMER > AR R (visit) g A7 AE L
A REM > MAEABZSEHNEIMEE - E4eBW=E i
IS T  UERI VLEBERAEE" AVEEE(an
annotation such as ‘no remarkable findings’ /i & HVEEEAER) »
N R UL EE 2 TE M 1Y 2% i [E| {8 (without collecting entire
laboratory panel values) FJSERLE 5 T o FEALAAIEN § » S&inEE/
WP (MAH) & FES BB D B UL E:E » R e T 62 8 i B U S
7% T AE(logistics) » DARECRER PREABRIY 5 B M5 DLAERT

FAtAHRARY ICH RSS2
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)
B E S -8 REE PR E 5 B G 4wl 2% 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%
e PRI B 8 i 2 e BORE 2 BORIELEF {5 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 B s AH B S

W22 F i (Investigator’s Brochure), ~7&R %[5 = =E (Informed

Consent Form /ICF), Study Protocol, and Informed Consent Form

(ICF).

WHZest (Protocol) :

728, [H = ZE (Informed Consent Form /ICF)

BRI R4 ET o ArEtE] (Monitoring Plan/Statistical Analysis Plan)
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- AEEPRITZEH 2 (Clinical Study Report)

- A AR SO (CTD) B AR RS

- (PIRE A 3 A FEE Y BE S R 4T e.9. a pivotal study for an
additional indication ) » TS 4 (CTD ) MI/EEAT_Erif& L

- 5 CIOMS B A AT = TR & AV ERTRME T H5E » DIHE
PR S A HARRESE DA R EEHEIT 0 0H -

F4XR(1074£6 A 8 H)
A TR R e (S R 3) fete 2 TAEET=R

10746 A 8 H EH
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B~ OVSHEEREH

R ECRSERE I S E R B R 40 BGH [F MR R B FR a5 18
0 ICH E19 TAE/NH - AV NHR R E g B0 BFEERRE
B~ B R R ARG RS T HAVE SRR o EHIRYE RS © Y
w5 HT T TS MET R AT A DL SE RE T B SRS AR AN PREE - B 1 ANy
FE HOAREN IR &N (5T amaie T B TAE/ NH R B S T
iR SR e E R R B S A B B SO B 2 W2 EE] T ICH
HlET RIS ERAR e > 20 T RS I I AT S P 28 B AT AR ERIR
AR B IR SRR SR R -

ICH t4l1% 2 AHGRZRE T 520 By =B84k © — ~ K& (Assembly)
Ry ICH HYARASHEEES - A Y B8RS » FhlsiaHeE
12~ ¥rg BRI BRI DL R ICH ERERTERGE RTEM T E -
— ~ B ZFZE 5% (Management Committee + MC) 2 (CETA & 5EE
ICH (> BFET BRIV B H DURCE TR/ NE(WG)HYERES - MC 2K
H N E g AR B AL R & (B0 EC/ EFPIA 3£ FDA/ PARMA
HZA MHLW-PMDA/ JPMA) KB i ATIE AR A&l HC » B 42 E0
SwissMedic ) % _{EAF AL 8 (BRI A Ky B3 EE(ICH Parties) »
55H IFPMA K WHO FyHEaeiiZzE B o AL H AP HY RS 1y
Ji e CFDA ~ sz HAS ~ w5 MFDS 5 3 (&l 537 Bz & BIO -
IGBA % 2 (/A ek & - =5/ \8H (Expert Working Group: EWG)
53 FsVO4H 1l Ky it/ (Quality) ~ 274> (Safety) ~ % (Efficacy) ~ 2225}
(Multidisciplinary) - & & TR o AR B E R T Eamik
ARG M ARHATE -

ICH FAERYRZIL - JR A1 ZHEEIE 725 5% (Steps):

Step 1: Consensus building-Technical Document i SO (44K B 52 /)N
HEWG) B Fetralim il B e LB A% » 2504 Ry
(Assembly)#E A step 2 o

Step 2:a/b

a. ICH Parties consensus on Technical Document - A &R EWG
Firbe S i E By F il R RE 22 B 7 o Y RHER SR SR 5 2K (B R
BN T —PEERHER RN -

b. Draft Guideline adoption by regulators fEF:z i SCAFRYESRE [ -
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ICH AR B HERE R ERFER B TR0 R DA ZE T B 2K il A A
H AR B RN Z B R PR AN AE B B HI] 58 K Step 2 ©
Step 3: Regulatory consultation and discussion 5 3 *0EZ 43 B = {ER~
[FHIPEEL AR RS RN AR R E
SERCES 3 P ERE AR o
Stage | - Regional regulatory consultation (A EZEFHZ AT R
ERMEE ISV ACERREE ICH )71 > 2 A ICH & 5 EIRIECR &5
BREVERBZEANS - HAMIE ICH & B8V AR TERENER A
et el DA A ICH SRS AT A S ECRE R R R
SRt E A -
Stage Il - Discussion of regional consultation comments &¥&wFT5
FENER: TEEEEE RAENTAER % EWG EJ7NEHEIL
FINVER - WHLATREAYEE 3 P RAE 2 pl g, -
Stage |1l - Finalisation of Step 3 Experts Draft Guideline 5gf¢sE 3
FREFEERE: £ EWGC 5 mileE g i siri 2b AR
ZEERTIREERE T Hhaikig > RIISEZRE 3 W ER AL R ZRATAA K
A OKRFE A ICH 25 4 2D ERRAR -
Step 4 ‘ERGEERAEEZCENCHIYILERET RS 4 DBR [
Fre ey ICH A EESZERF 2% ICH JEFR B PR -
Step 5: Implementation £ZIIE{KEIE - & HEEERE B
AR TR TS Z BT -

AR E19 BV TIEETE » AREE A g O a el — R MR
(General Principles)Z 5y » 553075 7£(method of implementation) . Z&f
WA ERRMEITES T > KRR AR PR EHS ~ Bt M AdEs
ISR o THETIN 5 (2018)4 11 AR 3R ICH REr5epk Step 10 [E)4
12 H#E A Step 2a/b > 2019 4 11 H52k¢ Step 3 » 521& 5> 2020 £ 6 H %2
fk step 5 o EEERATEAT step 3 BFEZRGRAAE » EaaEIAAE BB RS R E
FHER D ERIZEAE ZTERET -
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f¢ 2: TAE/NMEABRE
E19 EWG Membership List

ANVISA, Brazil BIO
Ms. Fanny Nascimento Moura Mrs. Amy Lau
Ms. Kellen do Rocio Malaman Mr. Patrick Caubel
CFDA, China EC, Europe
Ms. Ying Chen Mr. Peter Mol
Ms. Guizhi Wu Ms. Gabriele Schwarz
EFPIA FDA, US
Dr. Guy Demol Dr. Mary Thanh Hai
Mr. Anthony Beardsworth Dr. Ellis Unger

Dr. Karen Farizo
Health Canada,Canada HSA, Singapore
Dr. Fannie St-Gelais Ms. Jalene Poh
Dr. Nashwa Irfan Dr. Choo Qiuyi
IGBA JPMA
Dr. Karin A. Heston-Greenberg Ms. Yukiko Watabe
Dr. Christina Mahl Dr. Hironori Sakai
MHLW/PMDA, Japan PhRMA
Dr. Kinue Nishioka Dr. Leslie Dondey-Nouvel Dr. Jeremy
Hiroyuki Takatoku Jokinen
Swissmedic, Switzerland PhRMA
Dr. Renate Essen Dr. Leslie Dondey-Nouvel
Dr. Christoph Kiing Dr. Jeremy Jokinen
IFPMA WSMI
Dan Zhang Mrs. Barbara de Bernardi
TFDA, Chinese Taipei WHO
Mr. Pang-Te Lin Dr. Shanthi Pal
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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Optimisation of Safety Data Collection

Report to the Assembly
Kobe meeting, June 2018

Dr. Mary Thanh Hai, FDA US, Rapporteur
Dr. Peter Mol, European Commission, Regulatory Chair

mtormationad Douncil for Harmaonisstian of Technica 4;\';_: ey Bey jid
for Regictration of Brarmacouticals for Human Lse
L
) ICH E1g Report to the Assembly
L]
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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"CK_‘_H Vi E1g Report to the Assembly

Overview of topic

* Overview

o A new guideline is being developed to provide
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

"CH‘LH Tl E1g Report to the Assembly

Status before the ICH meeting

* Status

o Post-Geneva
- Held two teleconferences
- Individual members provided substantial comments tothe draft

technical document completed at Geneva F2F meeting which
facilitated EWG discussion at Kobe

- Several members provided examples of clinical development
programs implementing principles of ICH E19

o Working towards Step 1 Expert Sign-off
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L]
’ ICH Eig Report to the Assembly

Progress made at the meeting
* Day 1-3
o Discussed examples of programs that have applied E19
principles
- E19 is not a novel concept (applied in vaccine trials, large outcomes
trials ~10,000+ patients)

- Examples will help inform Methods of Implementation section of
technical document

o Discussed sample size of clinical trials and the width of
confidence limits for adverse events occurring at different rates
(slide 6)

o Worked on technical document:

- Section 2 — General Principles near completion
- Section 3 — actively working on Methods of Implementation

YCIcH .

MR HF T et

Progress made at meeting

95% Confidence Interval Widths by Sample Size
For AEs occuring 50%, 25%, and 5%

Upper Bausd-low er bound O {Percesd |

1]
L I I R I & 0 0 D G R R D P A B A D
F A *‘9#,‘?\@;&\@& I .\rﬁ'.}?ﬁfﬁﬁ"s xg-wg-.g-"‘@?

Mumbsr of Subjests

For commonly occurring AEs, precision of estimate of AE rate notdramatically
narrowed as sample sizeincreases
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Progress made at the meeting

Section 2 — General Principles near completion

Laid the groundwork for technical document by defining:

1. When can selected safety data collection be considerad?

« Moved from defining “well-characterzed™ to identifying factors to
be considered

What types of studies are appropriate for selective safety data
collection
3. Whattypes of datawould be limited or excluded in studies applying

selective safety data collection
4. Whattypes of datawill always be collected
Emphasized patient safety will not be compromised and early
consultation with regulatory authorities necessary when considering
implementing E19 principles

]

m

L
’Ch‘:H Eig Report to the Assembly

Conclusions

* Conclusions
Substantial progress made on technical document
Continue to work on document on Day 4

Post-Kobe plan for tcons/email discussion among EWG
members

Request face-to-face meeting in November 2018 in USA

o

=

o}

o}
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harmonisation for better health

Thank you!

KH Secetarist

9, chemin des Mines
1211 Géneva 20
Switzerland

E-mait adminf@ich.ong

Intermational Council for Harmaonkstion of Technical Roqurements
for Registration of Pharmaceuticals for Human Use
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