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ICH) RHI35E ~ BUER K H A = BEE R T ETRRA R BEE SR - i 1990 A3k [E%%
FERIT  BFE i A12H 4% - ICH BT HAYE R fIS B EE AR - RIELEU TN EE
mnanE 2R AREET [ ZHIE - IR & BUERRARAE - DI SEh 8% - &
mnER A S B R ET AR —EUL - BB ICH il 2 MRER R B e
it B SR B - AN ~ TSR AR A AR St A 0 A RZ4H A - 2015 4 10 H >
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" International Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use, f&f ICH |, > ¥IEIFRES S8 LAR R R0 00E - i
BEPREE AR B E T > BT S L ICH MESE) > SRS T > 1R
107 4 6 H 7 Hpkky ICH JEHE 8 - (URKREDAFRBEEEE -

ICH SF BRI - B e~ 25~ S8 7 - 107 4 6 A ICH
A& " Analytical Procedure Development and Revision of Analytical
Validation (Q2(R2)/Q14) Guideline | ¥£2 - [gHIE¢1r Informal working group - H
FABZRE 107 4 11 F 12 H# 15 H20 ICH Q2(R2)/Q14 T {F4H=ZE—
T e > St B R BB REEAINE R R T - AE R e o
(concept paper) - T-fE;t% (business plan) #3555 B BEOUR M SRR T3
TBUE TIRRCR G ERER R R EREETER Q2(R2)/Q14 U ff -

AR E AL VAR ER 5 ICH Q2(R2)/Q14 f55[1M%577 » Rk
W - BoxiEiEh r 2 E R E - BT R SUENS KRB R EEAE 2R
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ICH) {REH3EE - BREE b H A = B8 E £ B TR R S5 Y 1990 FFIL[E]%E
FERKAL 7 BPE A AT 4HA - ICH plar H Y RIS Bl E AR - NIRRT &8

oo~ 2~ FRERES [ZHIE - DRI S BUAREAE - JIEUH 4555 - 45
onEE A~ FELLAYE BT EAE 2L - B ICH flE 2 REiiRmr B ek - H

Bl R B > AIANEEA ~ T 5 AR AR AR A A s 448 - 2015 4F 10
ICH SeH i o £ B 5C RIR 2 MM Z AR ER (legal entity) » AFESE T 5y

" International Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use, f&§fE ICH | - ¥fER[REEEE LR R B 00 o Ryd
i BRI PR B AR B B BB REIR S B ICH MHRIEE » SEAHHRELS ST i)
107 £ 6 H 7 HER ICH EHE & » AFRIKEUEHREABFEE D -

ICH FEAFR G H - e 55 - 3T - 107 4£ 6 A ICH
Kerimis T Analytical Procedure Development and Revision of Analytical Validation
(Q2(R2)/Q14) Guideline ; 2% > FERIERIZ TIFEH - ARE ICH Q2 55( > HITTIX
EEEESS ICH Q2A K ICH Q2B WAEMIE " 3 Mr Ji A F s 5T
o o B 89 4F 6 HEAm - MU EEREE T oA T AN B R A B i B ST S ik
LS5 o BEEPHHTED - fe I REesa i NETHUHEBR LT - TR E et LA
M G ] TR SR AR TR S e 2 7 [ e R - R B S A B R -

HMEIA G 107 4 11 H 12 H £ 15 HFEIJRZ50 ICH Q2(R2)/Q14 &
—REHAGE - GRS A TR ALBEAR AR TR R LR —5 » B2
ICH Q2(R2)/Q14 55| EFHIEBUEET 2 MIE - HBRBIER T ZEBEER - ZRA
e (concept paper) K T{FitE (business plan) (NZ » B T A2k &
e AT T AR SR #8E » TARESER 2 r =R BT AR - L& B
FAR A L BRI EEE E U IR ST -

3

wl‘



e A B2y 107 4 11 A 11 HERE RSB -REE RGN E S Fr
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2~ FRNE R ERER

AZKICH 7 13 E TIFHE T &3 - S RER LIFHSH - S5

Efficicacy 555 4H ~ Z¢&M:f551 2 4H ~ Multidisciplinary 2 4420 N 54 6 A LUi&

Eeir 2 3 {E T./E4H (Q2(R2)/Q14, Continuous manufacturing (Q13), Clinical

electronic Structured Harmonised Protocol (‘CeSHarP’) (M11)) - HiE A &£ 00
Q2(R2)/Q14 TAE/NHE R UK » DUT L T/FEEHREeRAT ¢

— ~ 2411 ICH Briefing Session
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Ay ICH #4ZEEE Ms. Coralie Angulo (Business Coordinator) ~ Ms. Nadia
Gerweck (Manager) K Dr. Anne Latrive (Manager) = A3L[E /48 NEA R -
1. 4HS4H

ICH & B ~ 5B K HANEE i R S SR R 5 Rl N B PR B ik
FUEHE > HLESHREIEFRLRY 1990 2 4HA - ICH DUFET 1o 4EfH 45 il b
SECHYRE R (e M B (e H A - FEEh e B B h A R S A b 2 F5 5 1
(guidelines) kzffE4E (standards) ZERAHEE HAE - & & BN - AAH2155]
R BRGNS I - EfTAHSRE0E - 1° 2015 4F 10 H 23 HplRfn AR EE
NIFEANMEZ AR TR - ICH B E & BB B B TR 2 %5
71> EFER# 60 TEE T 551 BL& Safety Guidelines 14 {7337 ~ Safety
Guidelines 23 {53 {4 ~ Efficacy Guidelines 21 {77 {4 ~ Multidisciplinary
Guidelines 6 {73 3Z{4 ~ Electronic Standards for the Transfer of Regulatory
Information ~ CTD/eCTD K, MedDRA (standardised medical terminology) % -
2. H#%RZERE (Governance Structure of ICH)

ICH K& (Assembly) H 15 {[Eg & & 28 {E#{£2 B4HR » A ICH K&
R NRA Ly ARTEI 8152 & (regulatory observer) s K& e R &z
MedDRA EHZ ST » ICHEHZ ARG - A 25 (EHH 5 TIEHET 615 {1 H
FImBhEEUERTHES | » Eo 395 fi R E BlMG H B & | (JlE— - B ) -

@
)CICMHT Governance of ICH Association

& — ~ fHE RS
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ICH Overview of the participation of current
)C.-‘-m.,.m-.,.m....“ n Members and Observers in ICH

615 Experts in 25 WGs- as of 15 October 2018

Number of expertsin ICH

Standing Observers; 15; 2% 0thers; §; 1%
Observers; 29; 5%

Founding/Standing

Members; 170; 28% Members; 395; §4%

& ~ RS

3. W F{EJRHE (ICH Process of Harmonisation)

(1) HrigxEiBEEARE (New Topic Selection Process)

ICH & B Bz Bty n] 2 Hakliai PR RS - HEHZEE T2/
HE B GUERR R » ST EREFE ZEHIEF - ICH RE—FET R
PERER > MR RN HERGEEBEER - RIZIFEAT/EH (Informal
working group, Informal WG) -

(2) BEhmA Il E

WG SERMES S R TARSTE M 53 - SERER ICH EHEEEE
=1%o HALEES T E4H (Expert working group, EWG)/Implementation
working group (IWG) » TEZCAE A Step 1 [ IfE B - ICH Guideline {157 5 &
E% (Steps) - Step 1-585% L3, (consensus) 7§51 S0 {48525 » Step 2a- ICH &

B FEER S - Step 2b-7AM FEWEAFEIE5 5% - Step 3455 [ AR
B - Step 4-7EM L ETERIBRAATARIETES] - Step S-HYEM L E AT
EE i ICH 551 ({fE=) -



).CIC,,,H,W”, Steps in the ICH Process

Adoption by Sign-off, endorsementand
R?gll|at‘ﬂf$ adoj i[m can be achieved
at a face-to eeting or
ectr a8

rs
Step 1 Consensus buiiding - Technical Document

[ = ~ 1 5 R A

4. TAF2H#E{EZE1H (Operational Matters of Working Groups)

TrrsHE B EE/ NI SRS A (Rapporteur) ~ Regulatory Chair ~ Top
leaders ~ Duputy Leader ~ Rapporteur Supporter ~ Additional Support Staff -
Editor ~ Content Manager - #EE AR ICH K& {Tanzk HIAR SRS
SRR 2 H5 > A RGEEEE TR I RIERER M a8) > DIENAG
ZNCH XX > St i o s R BRI E e I B S 505 > #EA Step 2b 12 > #Hies
FEE N FRAAR BB S H2(T - Regulatory Chair Al ICH EHZEE
Rz B A L ETRR G BT S50 BIERLS U R LIFstEATE 2 &
B BLEF [ R > HECR TAE4HMR ICH IR 2 K R F2 4T - Topic Leader ¢
DeputyTopic Leader {30 & & SHEEERSE TIEMAER - TIRHERKE
{EZEF-fff-Annex 2: Ground Rules for Good Practices of ICH Working Groups 5k
THAS » EEFHEN G - HAEESII TR - AlgBER
faE s EERERAREHIIF - Bditor SEMECRTES | ~ FE R
e ICH #8= (style guide) TijflE - Content Manager & 543 FEHEFHIEZE
2L~ B R AR S R IRRE E LA -
5. ICH T{F4H{T:% (ICH Policy for Working Groups)

ICH 4gub E NGS5 TAESHRATHIE Bifis T Z e+ ~ Business Plan

Work Plan DU fIPE B 2 155 [ 52 ~ 155 [ REBEIREE R -
7



—~ Q2(R2)/Q14 T {FsH &k

AR TIFHEHES B A KA ERE FDA - 575 ANVISA ~ B8 EC ~ HA
PMDA -~ ¥z HSA ~ %[ MFDS ~ fii—- Swissmedic ~ Z& TFDA A& 5 -
A B Fler 5 EUON LSS T 2,2t &= (European Federal Pharnaceutical
Industrial Association, EFPIA) -~ H A #U%E T £ {7 & (Japan Pharmaceutical
Manufacturers Association, JPMA) ~ ZE g L FE K 2LErG e (Pharmaceutical
Research and Manufacturers of America, PhRMA) ~ 4= ¥ &l 2 81 #r 48 4%
(Biotechnology Innovation Organization, BIO) J 57 [4R 22 47 % 8% A= WA DU P 46 77
@r(International Generic and Biosimilar Medicines Association, IGBA)Zs » K7 & [E]
PRAHSRE 22 B 2 JF Rl g7 5@ (Active Pharmaceutical Ingredients Committee,
APIC) ~ BN B o b B A= ({5 ( European Directorate for the Quality
Medicine & HealthCare, Council of Europe, EDQM) K ZE[F#E1F: 5 (United
States Pharmacopoeia, USP) Z{tFE:f 23 A - ZkEH HA PMDA ~ Dr. Yuroki
Hayama $&{f-3# 2560 & AN Ei35E] FDA Dr. David Keire $£[5] ERf& % » UK 258

AR

107411 H 12 H introduction

finalize CP/BP

key messages/key points
(caucus)

107411 H 13 H key messages/key points, continued
structure of documents

(caucus)

group dinner

107411 H 14 H framework/structure in breakout sessions
work/homework assignment

work plan after Charlotte meeting
preparation of report to General Assembly
(caucus)

reception

10711 A 15 H presentation to General Assembly
wrap up




(—) &f&m ICH Q2(R2)/Q14 ;2 L :(Concept paper ) FZE

ARAFH HA Dr. Yuroki Hayama {{¢ ICH T {FAHFEAEVE SERE PRt L2
B N GAIar4s/ NI ERIER AR R, - £BENUR - NEHHE#HE
T8 - TskaTamEE R T
1. EFEAEEER (Type of Harmonisation Action Proposed)

R ey E TS5 - J57AREE  (Analytical Procedure Development) »
[ElRHE T T AMESEES | (ICH Q2(R1)) - TAEMHIE AT UERF 2 (i 3= OFfE
bRy LS Z I T > (AR i B I

(1) #Hrigoair 7 AFZEES | (Q14: Analytical Procedure Development guideline)

R AERE T AR - TR HIE QL4 - HHSE g A SR SR B AR BR AL e
ZIERUER BB ERR& T A E > AR sEERER IR R AR - JE
HEAREM S EH -

(2) BT 7 AMERGES | Q2(R1)

Q2(RY) SnEFETE Rt 2 i JTAR TS » WIS AR HPLC » A
E251Q2 #iE - HIALOEEEOERE IR - BIFTALIMERE (NIR) ~ IS oERE
(Raman) ~ Iz HHOERE (NMR) B¢ E3E (MS) o irReifs » DL (6 A 2 558545
a1t (multivariate statistical analyses) > #frtaldisz - HIZ(EE]T Q2 1% -
AEstE ICHQ8 % Q12 DIKFHHEZ ICH Q13 FHanE 5| -

2. zAF|RE ~ &7HH (Statement of the Perceived Problem)
(1) Q14 mfriABHETES]

HAT ICH f55IRE T AR SRS - HEERe - s ot 7 A
R o m/ DR FE B S TR Z R Y sERT AL (performance evaluation)
T SR SR AR R > Ry 2 IR o i 7 A A BN A TR (real
time release testing) B -

(2) EETa T ARERHES |



HAT Q2(RY) AR #EAT RIS e 2 AT T AT AL M Rt s & EE - 24
EVA SRR AT ALY M eat s S0t s A SR B T B R Agr il 2, - 78 SotgHl
B S BRERETE MO CEEEES - HARIT Q2(RY) f55IMEAEIL L E >
A2 BRI - LERE& 177574 (Traditional methods) 12582854102 - Al
Fer bR fE b i R, (reference standards) S BRSO HTEL S > RIEER
EE& R o HESL T ERRE - BB E At /D AR LS - R R
AIEE - DUR D ER S B AT DRIRESSUEUE S 58 (T 7 2 R R L [m ] -

o L RGRE (Issues to be Resolved)

(1) othiAR eS|

t 2 TR MY BE SR B ERME S ZR (scientific elements) & EZ IR 6
Bh - ()Ll FET S (Common Technical Document, CTD) A& =232 7347 /7
JEBH S RAHRAER] ~ (D)BE58 73 B V775 Z & Bk (concept and strategy of
enhanced approaches) ~ (C)53HT 5 7E 2 XUBEFE#E (Performance criteria) ~ (d) Ed
ICH Q8 fz ICH Q11 —%% ~ (&) KRBT AR 2 Biisg (Qualification of Real
Time Release testing) sz (f)EZR T (key elements) Kz EF o
(2) BT ITEEREES | (Q2(R1) Revision)

8] Q2 BRI InAT s fE 2 sr i T3 AN &LA et ~ I IRotaE
K B+ fig (hyphenated techniques) ; 41 CE-MS, CE-ICP-MS, LC-NMR,
GC-MS, LC-MS » %t @ #ft ¢ K T ¥f 2t (common validation elements
characteristics) » WS > 78 & HUIE A 2 Bt o AT LR AR A B 2B R
[ ERIGER - AERZ BRGEHBRE R M- () BB HEE
MEIAE > AR FAEE SR EUE S > AL (batch) B8 4 BIAE
(continuous process) ~ (b) J5 AR T ATEIIAVEZ AL - BIAVE RS THE
(latent variables) ~ (¢) J7/ZBfREMHEFIEITE R ~ (d) MENE S EHEFaig

ZERaa EALERT K (e) WESEHE 2 HK
10



4. FRFEF AR (Background to the Proposal)
(L) i AREETES ] (QL4)

Frigs [REEMRY CTD diz JFURIZE (S4) ~ BRTEAN (P4) R84 (PS) &l
A - B Q8 (R2) K QL1 AHEHAHKL - HIE Q14 HASZHE{LEFE enhanced
approach 7 fer » FIFAEREESEE /A i8S - $27F Bl A H 2 50% -
EHARY ~ RIEZRIGBLE R 2 2 5 EH - Enhanced approach [’ EE &5 AR
RO R A EIBR 35 J b mi1%: 8 i 2 (B2 S BAAE 8 7 (CMC) -

(2) 1&5T Q2(R1)

{EETi55 (A CTD 2 S4 ~ P4 Fr P5 2567 - #5A ICH Q2 il E N
P ATHRBE IR ST 750 2 HERE B R e PR 4 s SR T T 2 e © 1B THR
Rl DUEREIE (BFI0h 8ot - AL MRl S IR el s = e
LL(EVE RS 2 S THERTT % » SN E AR R R 7 /AR ERT ~ 2 B st
Tk -

5. HEFZ (Timing)
2018 FRKZERE) Q2(R2)/IQ14 - A — B A &3k 52 Uil &S R B AR5 T
2 DU I B S T AF4H - FHET 2019 FFE89T 2 WA E &3 58hk 2 (B %3 ICH

(=) &t ICH Q2(R2)/Q14 T.{E5tE (Business Plan) FiZ
1. HEEFTFREENIAA (The issue and its costs)

HIRERA ICH $55 A&t J7AR SRS | > % LAl HEg MERS Y
PR SRR - D DU B S R R B BERRE ST AL - EERFIRH BT 174
(Blan - ZEEHHEX PR ER) I - W FREUASIER AR - 1 > Bz
f55 1 » JRPEBEE 55 APt DR B Bl BE B F-EL (B4 - s/ R B 5ot
OIWERy BRI T EEE e -

(1) TRETHEHERIAPLE R R
11



HATHY Q2(R1) fijfieik EHEME I AT AL MRt oA Fy - Bh = HAHERY
185 [ FTREME TR AL S T AR EUR A Je - AR 2R (a3 e o] fE - #E T AT RE
JEAREE G b TTAZ AT o 25 8RB AL A 5 R T 1 P B AR T L R A
aPEES > BT SBHEURGTEARZER - (IR Q2(RY) FHEiNE - 4
TEMCARD G RSO EIR F 2 BB AE A E 2 =1L -
(2) FIFERHEA

HF ML " N TEHRAFER M ECERT ] DB B ESEY)a
% EL AT RERS IR A ) DAL BETRER, - DNARAH B m S - BB e
H3EM] enhanced approach » #E 2 B RMEE 2 R {E T ABIEMAYVEH T2
P o DUBSRBUE A e g fn 7 BUSESE R R ~ BN HA 5 75 (e FH AT AL
MR ~ ALSOEEE > DURCRARHVERE5317) - DAMECREE 58 2R FOPZERIREE -
NEATRRA Q2(RY) KRieftARH % EBEIRHERUIT A Z G E IR A SR
BB SIS (Hrobustty /3 AT AR TGS T 0 RFIEIR B M B SR 2 e
B EEHINEUEE - JHEEETRER D BRI EEE & ZINRIE -
af& (Planning)
(1) EESERFEH
TeZFRAY HAVEHEHER enhanced approach $AT M7 7ARERY - LATRHER
SRR A Z 155 F A - i enhanced approach AR - BIEHE R
st 2 e REIRA ORI R S8Yhas DUk (b itk CMC S5 -
srlVTE S [ A WL B BE sl 2 U7 R B ARERS A BB TR T B iR H Y
fiti » DI A RCER R S B R E e Ry 35 2 BB -
@) =&
FHH T AR S ) (B8] 1ICH Q2(R1)E IR - Rifa e —(E B 5 TRl
SERk » R TAEM AR TRt & OF M (0 SC R Z w71 - PARS RS RS KRR e
S - HRFEAOIT R AR E T B R -

12



(3) ErE/HEM I RFE
LR Sy B RSN SR - AR -
(4) BT
SRR R ZE A/ NGB Bt i > BERS Ry BRIl Z B A S -
3. EFEREME (The impacts of the project)
(1) FIEREGHRA
ARSI 2 A T S AE I R AR 82 T 85 IS RS
A IR A - (2SR U SRR T F R S R T T AR P TR A U705 0 1R
HEgE A R -
(2) EHHE
BEE 2 $55 11776 ICH Q8-12 #ifl - Ab RUAHESRE I IR 2 BIRE
AR AR A R
(3) CTD/eCTD
HrE5| QL4 MY CTD 2 S4 - P4 } P5 > JR{EFE &) CTD/eCTD J
ICH M8 (Electronic Common Technical Document) =7 37 {4A%5 -
4. &I
(rE | B 1 RS e 2EA B B (i W] DARIBEHE A ST o Pt At A RS
Btk DISHEHTEE | 2 8 -

(=) Q14 %L (Key messages for Q14)
A TR R A Q8/QLL SEifiE Q14 NEAMUE (Framework) > Gl &
= (Introduction) ~ 531 77£Fd2% (Analytical procedure development) ~ 7347 75754
#AHA (Analytical Procedure Lifecycle) ~ BIHG T HIEE#ZE (Qualification of Real
Time Release testing) & £z (Terminology) 25 o FEEsm A S AT - HEZHATTHrig
QL4 Srffts » FEFEIMENIE TR - QL4 F55 RIS 7 AR B 4 0
bR ~ THRAEAR ~ MR ~ oM E TRl (analytical control strategy)

13



JESRENA
DU Hg i NaHET B QL4 BESEBSFLPISFEZ - Hotal A S R ot
I R R S TH B - S — S ROaB FEa T - e gk - AR ER M
HFRAS - RFIA T REEG T -
1. RFIE
(1) H#=E (Objective)
JREZESNH =8 B A% - ol Rl sz 7 ot iAo s ie e ~ QL4 AR
CTD thz S4 -~ P4 Jx P5 7 £ % - DIRARALAE ] enhanced approach Ffrfeé
SR g - ERMPEAEEETHEEE - HREEEEEEAE - FFH
BERAA o
(2) HE
Ql4E M #iE El 5 ICH Q6A Bl Q6B FriE e 2 [k s iSRRG (SR
T HIER) ~ CTD P4 BRTERIAR S - DUR B F /B M BRI 355 2 FLA IS AY 2 JF0RY
SR L o HRE RIS T HASHAY R e ez i - HARMFE T AR A -
R EATIERNE -
2. i ERERFFEE (Analytical Procedure Development)
B ek i B0y AR T 0 — AR PR & B e R A e
(1) ot 7R B an/ RAR b S S D) AERE -

(2) Sy EREEE SN B A aAE R 2
B AR — {3 & E TR MERE R T 7 Ry B iR 4 2 mT s

{E (reportable values) JEFRF&IHFAIAMA%E (intended use) =i HKY -

(3) M TTARR A ALERE (empirical approach) 4 » 7 H[ ] enhanced
approach St 537 1 A EZERR T > BIFTR B K H5%ET (quality by design)
i

a. H/NE4E?) 5% (Minium (traditional?) approach) Ei enhanced approach

N‘

LG e n] {47 7% (Traditional approach) & enhanced approach -

A e s E SR S B R R e E DR R B IR - RENENE K

14



st DA\ B B SRR 80 8 | L e 2 S e o ISR A R BB 1k SR
PEEARIE 25 -

® TEotiAR S B DR SRR R ?

FREHSIATIERE @ O/ BAR B3 ~ 2o Ml SRR Fe e o -
# R DR B R B SR A ST P S -
® HE /N5 > enhanced approach {EBEE (8 ?

T ST TR DA SR B AT - DR AR E SRR 747 77
AR o PR EE A PRI A SERYMERE - TRV R MUEASERR R -
® YR ERH] enhanced approach it sy /5 A NE GLIE IR LEH i 22 2R 2

T 53T E BERES (analytical target profile) ~ R &) K @ 1451 5]
SR HTIEEY (variables) SUSBY - #1A (inputs) JTiASEBES S
Eidg ty (outputs) T3R8 1 B/ B m] i 5 {H < I A B (5 B XL B & Y o i
F7E¥EH|TRES (analytical method control strategy) -
b. Enhanced approach B ZHfLL?
® EZNITEIEME (Analytical target profile, ATP)

LA enhanced approach {E 7341 J77ABH % Rl > BFEERITIESC DL ATP 30E
HAE > MEZRSe T AR LN Z A IS ATP o -
® fEERIE AR B e T A B (specific method performance

attributes or critical method attribute)

TE VR A T IR B e E N - DAHECRTERATERE B il 45
® ZIfEHIEL (Knowledge gathering)

EERbAFTAT - AR Ry < VIR LB (GRS - e ElE
FRIEEE) MHER » DR 2 3 -
® pffriiiiy s B

AR THIIGE REL R ARG - DU E 0y o feifs (HPLC, NIR,
EAEEIKF) Lme ATP -
® JEfEath

JE\pg e At A B T e R T A B R S B mT e BT A Z R E M RE

Btk (SRBRITABIE) 5 ATP -
15



3.

4.

5.

® AT ERG BB T AR ET2E]) (Method operable design

region (or Method design space)

s Bt ZE fH] o i A g A (Inputs)( 7 74 88 B B/ 5 2 8 ) B
(outputs)(J7 7% J& M A1/ 2 A] 5 (8) < B 4% - 5 s A Blin 2 4Edi &
(multidimensional combination) K AHZE 2228 > DIFECR AT 5 {E 2 b
® T/ EEFITRES (analytical method control strategy)

EETLEHISRIE DA R ATP &R0 - FREHINVEERE (valuables) B¢
S8 I REZ 2 H#0E (K B R a P B & G E B) S 0 i P e s -

Gt T Z A B (SO 7 iA 2 B B HE?)

TIIMTITEAE A SRR SRS - S HE NI A EEAFE
AETTEYMYE RS - Hol Ry QL4 F5A 8L ICH Q8 K Q1L AH[E# i - A7 fz GMP
FHBEEEIE R A T e B B e T pE Ry, -

AR TR (Qualification) ELBAIE S 2
] R
(1) 3Hr HEERESL (Analytical Target Profile)

=3

(2) RN AEREE RS 77 A @M (Method-specific performance
attributes/Critical method attributes)
(3) [HsE T AR 7 A28 (Critical Method Variables/Critical Method
Parameters)
(4) JiiAn R Eaeat e Uy Aa%aT 22 (Method Operable Design
Region/Method Design Space)
(5) i A EHITRES (Analytical Method Control Strategy)
ST A E RIS S AR TE VRV E I - #ETE RIS AT - 15T TR ATP
FTE#e 2 Al S {H EOR LSRR RE Z 0 U570
H557 28 A\ enhanced approach J & HIRES GRS AL QBT E X -

=

16



(Example) scheme of enhanced approach
CTD Technical Scheme

ATP ATP definition

Knowledge gathering

Outcome of Risk

Identify CMP

Analytical
Procedure Control
Strategy

eg.

= CMP

+ s§T

= Option: MORD ete,

*optionall!
MODR

&Py ~ i 5 gl E R

5F: SST (System suitability test), CMP (Critical Method Parameter), DOE (Design of Experiments),
MODR (Method Operable Design Region)

Method Understanding |
development relationship between inputs Identification of ECs
approach and outputs

Minimum/ Detailedinformation

Parameter

THSEE SN TR

o Mot been sufficiently studied  based approach onmatod
approach procedures
EEGREATA—
Enhanced BTkl
[parameter)
i based approach Important operating
Enhanced T’-ﬂ'“' parameters (input)
QbD approach BATLS
. Very advancing
Sk EH 0k
HE(F oL T uk)b

Performance Analytical method-
based approach Inherent performance
benchmark (standard)

&7~ e gRER

ECs (Established conditions)
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Control Strategy Hierachy

B
g
b
-
5
h=
g

&N~ i E g Ak

(P9) A7 kmE E2E Z R gL (Q2(R1) Key message)

Q2(R1) EEMZF - AXFTIREETNE KN S8 7% (multivariate
method)  FFEFE AL I M A — e MEZRM ~ IO GRS K8 5 &0 2 U ~
b 02 SR ((LERG T B 5 (chemometrics)) Z&at otfrifie - HAEA N EAEE
BRI 502 - BHEL ICH Q8 2 Q12 DU Hi g SR QL3 iEE R [E &1F -
NIELRE] Q2 {Z5T254 - & Methodology FT5I[.Z TS ~ L& Rtz
FEIRAE ~ J37E R SR ~ SRVERIFE (Linear response) ERIRLRME:[EIME - #E[#E
TR ~ dEMEE ~ (I E B R - F2{E#ME (Robustance) ~ IR E IR Z £&1
i I 4HIER (Fit-for Purpose System Suitability Testing) fzga 52255

gk EH O EARE A (Brazil National Health Surveillance Agency,
ANVISA) ‘B BRI 2017 8841 2 MR resolution - 32 /& H R # AL & 7047

T3 AR ~ (S IR QU5 7R 78 (i recognized scientific references ZE{THREff 4 #]
B - HIE(LE2YERHE (HEEM:EE) (characterization (authenticity and quality))
A EIMERAE ~ &8 - B F M (identity) 2 8% > ASEDIERE ~ <LAMEEE

% (IR) ~ Z\E ) H71# (thermogravimetric analysis) ~ sl - IR E - 5
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i EFVA (differential scanning calorimetry) ~ Z3#fThi% ~ & ~ S| ZICER TR
(carbon/hydrogen/nitrogen) ~ X-ray diffraction - f&f7£ (chromatographic test) ~ Jig
TEEFE « £ HE TH LR PEFREEIFTE —fieMET0% - W pH {H »
RZJRIREE ~ BERIEIR Oy ~ 7Koy ~ ARG ERSE - USRI R IR IR o 2 o1
5k - HABBET 2 & Hror » s UFNERIHAT ICH Q2(R1) Ai#Eis:
A HEEMEF2aGT A AR (angular coefficient) S5 H oK e [ 2
ZEER @2 41 flr<1210> Statistical Tools for Procedure Validation Fr&k > 455175
ik

BN BLEE TR & it & & NSRBI bt 7t R S s o & E R M3 =0
TENES: » DLBERAREHE Q2/Q14 155227 - 1y 7 A A A B m] BR 4P 41
T
1. St 73245788 (Analytical Procedure Category)

BIAn4HRE AT ~ ALE2E ~ AT - DNA BURE - B LS - &kE ~ &t
(Fluorimetric) ~ E5lf5 (Hyphenated) ~ Sy LB ~ JREEE ~ EHElDA ~ 00LEA

(spectrophotometric) ~ Y¢E%% (spectroscopic) & o

>5¥

2. {icfsfiiTE H 474H (Analytical Procedure Type)
PlranrEEME ~ 7HE - dentity ~ A&l ~ ZU#E R 5 Characteristics 5 -
3. DIBUE| R JER AR Y43 (Analytical Procedure Target Product-Drug Products
& Drug Substances)
LEEE L~ A sl EL ST F-(Low molecules) ~ /[NS3F-(Small molecules) ~ 25
e S HAM © FTAEER - SRUKEEZAR ~ PR - e R - ARECETY) - DNA 297
EEREE) ~ FAEE - I i AR Ry FERE ICH Q6B il
4. BRIFEHESHIFEIE (Analytical Procedure Data Output Analyses/Calibration)

+

_Fl‘

% % %7 (Multi-variate) ~ EE %% #f (Uni-variate) - B %F 27 JF 48 &
(Uni-variate-non-liner) -

5 EROTTAA BT SS0E Y -
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S5 FDA BRI HATE R 77ARSRA Q2(R1) M - 3k =(H
SR > & EERAK R A Q2(R1) EEThRIRS > ARE SO A BB T A ABE TN -

Analytical Procedure
Technology/ Technrque/ Instruments

Uhtracentrifugation

Sizevariants

Bioassay Spectrophotometry
Capillary Electrophoresis &ranulometry
Charge profile HPLC
Circular Dichroism &C
bifferential Scanning Calorimetry upLC

DRID - Double Radial uv
Immunodif fusion IR

ELISA Fluorescence
Intrinsic Fluorescence HPLEC-MS

M5 BC-MS

MR Icp

NIR ICP-MS
Raman

TOF-MS - Time-of-flight ms
Surface Plasmon Resonance
HRPD - X-Ray Powder Dif fraction

Cligosaccharide Profile
Peptide Mapping
gPCR - quantitative Polymerase Chain

Reaction
BT~ fEHgHRER
Buckets
* HPLC *  HPLC-M5/peptide mapping
* GC * GC-MS
* UPLC . ICP
© CE + ICP-MS
" SEC « TOF-MS
* Charge variants (lon-Exchange) « NMR
T AuC " Ramen
* gPCR -
« ELISA Circular Dichrolsm
+ Immunodiffusion * XRPD
+ DRID- Double Radial Fluorescence/Intrinsic or label
Immunodiffusion Uy
* Bioassays (Cell based) IR
* 5PR
&/~ fEgRER

(F)HERG RS
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L)
’C]CH <WG3> Report to the Assembly

Expected Deliverable
Completion date

June, 2018 = High-level Main deliverable to be achleved: First Drafts of
Q2(R2) and Q14

MNovember, 2018 = Highdevel Main deliverable to be achieved: Two draft
documents to be reviewed within Member/Cbserver pariies

[ Spring, 2020 = High-level Main deliverable te be achieved: Step 1 sign off

Spring, 2021 = High-level Main deliverable to be achieved: Step 3 sign off

&L~ E g Ak

(7N)7r4HE R Q2 Kz Q14 Key message
IR AR TR BT E RN (o f5 5 [0 » bR 437Nl - B/ N A

FA (Lead) ~ BIHE A (Co-Lead) - FENEIE R - SoacATEEE® (Auditor)
—fr > F/NE TP HEIR R R I E A B A NS R B E E R B e iR o W/
HEE PP RmR - FHET SIS R g - ISR 4 H 25 H5epuite
LIFf: 2019 4 6 H {7y 1 i & s o -

l'
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ICH Q14: Analytical Procedure Development and Revision of Q2(R1) Analytical
Validation
dated 14 November 2018

Final Concept Paper

Endorsed by the Management Committee on 15 November 2018

Type of Harmonisation Action Proposed

It is proposed to develop a new quality guideline on Analytical Procedure Development and
to revise the ICH Q2(RI) Guideline on Validation of Analytical Procedures: Text and
Methodology.

The Expert Working Group should potentially determine the feasibility to combine both
documents into one for simplification and clarity.

Q14 Analytical Procedure Development guideline

The new guideline is proposed for harmonising the scientific approaches of Analytical
Procedure Development, and providing the principles relating to the description of Analytical
Procedure Development process. Applying this guideline will improve regulatory
communication between industry and regulators and facilitate more efficient, sound scientific
and risk-based approval as well as post-approval change management of analytical
procedures.

Q2(R1) Revision

The scope of the revision will include validation principles that cover analytical use of
spectroscopic or spectrometry data (e.g., NIR, Raman, NMR or MS) some of which often
require multivariate statistical analyses.

The guideline will continue to provide a general framework for the principles of analytical
procedure validation applicable to products mostly in the scope of Q6A and Q6B.

These proposed guidelines (Q2 and Q14) are intended to complement with ICH Q8 to Q12
Guidelines, as well as on-going ICH Q13 for Continuous Manufacturing.

Statement of the Perceived Problem

Q14Analytical Procedure Development guideline

Since there 1s no ICH guideline on Analytical Procedure Development, applicants often report
analytical validation results alone and rarely present performance evaluation with analytical
development outcomes. This makes regulatory communication ineffective especially when
non-conventional (for example, real time release testing) analytical procedures are employed.
Additionally, the lack of guidelines precludes the applicant from an opportunity to present
scientific basis for flexible regulatory approaches to post-approval Analytical Procedure
changes.

Q2(R1) Revision
The current Q2(R1) “Guideline on Validation of Analytical Procedures: Text and
Methodology™ does not cover more recent application of analytical procedures, (e.g.. Near

International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use

ICH Secretariat, Route Pré-Bois 20, P.O. Box 1894, 1215 Geneva, Switzerland

Telephone: +41 (22) 710 7480 - admin@ich.org, htt
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Infrared (NIR) Spectroscopy or Raman Spectroscopy). The lack of guidance for these
analytical data sets can lead to submissions with inadequate validation data for such analytical
procedures, resulting in recursive information requests and responses, which can delay
application approval. This is particularly the case for procedures reliant on multivariate
models, a category for which no ICH validation guideline exists. Spectroscopy tools like NIR
or Raman are commonly used in process conirol and real time testing of pharmaceutical
products using multivanate analysis methods. Taking into consideration a difference between
multivariate and traditional methods, the current approach of Q2 (R1) is not sufficient to
establish the suitability of multivariate methods. For example, when traditional methods use
reference standards, analysed along with the unknown samples, the performance of these
methods 1s confirmed and assured during each test. By contrast, multivariate model-based
methods often do not use reference standards during analysis. This makes robust
development, validation and proper maintenance of such methods of utmost importance for
reliable prediction throughout the method lifecycle.

Issues to be Resolved

QIl4Analytical Procedure Development guideline
Analytical procedures are necessary to develop products and manufacturing process, to
measure critical quality atiributes and to ensure the quality of final products. These analytics
would be modified or improved throughout the product lifecycle because of continual
improvement activities. Thus, the new guideline will provide an opportunity to present the
outcome of Analytical Procedure Development in traditional approaches and in enhanced
approaches and facilitate efficient and science-based change management by improving
communication between industry and regulators.

Some of main technical and scientific elements, which require harmonization, include:

- Submission of Analytical Procedure Development and related information in CTD format

- The concept and strategy of enhanced approaches for Analytical Procedures

- Performance cniteria of Analytical Procedures.

- In line with ICH Q8 and ICH Ql1, greater understanding of Analytical Procedure can
create the basis for more efficient, sound science and risked-based change management
(e.g., using analytical Quality by Design principles).

- Key elements and terminology

- Demonstration of suitability for Real Time Release testing.

Q2(R1) Revision

In addition to the current guideline, the revised guideline will define the common validation

characteristics for procedures, like NIR, nuclear magnetic resonance spectroscopy (NMR),

and hyphenated techniques, for example CE-MS, CE-ICP-MS, LC-NMR. GC-MS, LC-MS.

Although these techniques utilize very different instrumentation, the data output is an

intensity across a frequency range or mass to charge ratio range. When necessary, the data

analysis can be simplified via appropriate use of multivariate statistical analyses to compare
measurements between test and reference samples.

Procedures reliant on multivariate methods below will be also addressed:

- Defimition of validation characteristics applicable to multivariate methods which may
differ with the area of application (e.g., identification vs. quantitation, batch vs. continuous
process, dosage form assay vs. blending monitoring)

- Important method parameters (e.g., the number of latent variables) established during
method development

- Robustness which is well understood, however does not have a quantitative measure

2.
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- Inclusion of post-approval verification and maintenance considerations as a part of the
validation
- Requirements for validation data sets

Background to the Proposal

The new Analytical Procedure Development guideline (Q14) will be for S4, P4 and PS5 of
CTD and will complement with Q8(R2) and Q11.

The objective of this proposal is to provide an opportunity to present the knowledge obtained
through applying the enhanced approaches to analytical procedures. The proposed guideline
will facilitate selecting or identifying development approaches that will streamline post-
approval changes to procedures and enable more efficient, sound science- and risk-based
change management. Applying the enhanced approach for analytical procedures can
contribute to the resource-efficient drug development and post-approval CMC changes.

The revised Q2(R 1) guideline will be for S4, P4 and P5 of CTD with emphasis on systematic
Analytical Development.

The expected outcome would be an expanded Q2 that would specifically address validation of
some of the newer analytical procedures, and include a discussion of statistical aspects in
validation.

The revision of Q2(R1) will include validation approaches for analvtical method based on
instrumentation that provides spectra across a frequency range (e.g.. Raman. NIR or NMR) or
across a mass to charge range (i.e., mass spectrometry). The revision will also include
presentation of appropriate multivariate statistical methods with consideration of sample size
and ongoing method performance verification.

As Analytical Development activities are followed by Analytical Validation activities, the two
tasks above will be conducted in an orchestrated manner by one EWG. Two separate
documents will be produced.

Type of Expert Working Group and Resources

Because activities are strongly interrelated, one Expert Working Group will be designated to
establish the new Analytical Procedure Development and revise ICH Q2(R1).

An Expert Working Group composed of experts with expertise in the area of analytical
chemistry and pharmaceutical control 1s needed.

Timing

It is proposed that this work is initiated in fall of 2018 following finalization of the Concept
Paper and Business Plan and establishment of an Expert Working Group.

By Fall 2018 Final Concept Paper. The first Face to Face EWG meeting

Spring 2019; 2nd F2F EWG meeting

Fall 2019; 3rd F2F EWG meeting

(Finish two draft documents to be reviewed within Member/Observer parties for both).
Spring 2020; 4th F2T EWG meeting

(Step 2 for both)

Spring 2021; 5th F2F EWG meeting

(Step 4 for both)

-3-

30



F ~ Q2(R2)/Q14 Business plan

’ ( harmonisation for better health

ICH Q14: Analytical Procedure Development and Revision of Q2(R1) Analytical

Final Business Plan

Validation
dated 14 November 2018
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The issue and its costs

Whar problem/issue is the proposal expected to rackle?

Since there is no ICH guideline on Analytical Procedure Development, applicants
often report analytical validation results alone and rarely present performance
evaluation with analytical development outcomes. This makes regulatory
communication unproductive when non-conventional (e.g.. multivariate models for
process control) analytical procedures are employed. Additionally, the lack of
guideline impedes opportunities for the applicant to present a scientific basis for
flexible regulatory approaches (e.g., Quality by Design concept) to post-approval
Analytical Procedure changes.

The current Q2(R1) “Guideline on Validation of Analytical Procedures: Text and
Methodology™ is not directly applicable to analytical procedures such as Near Infrared
(NIR) Spectroscopy. The lack of clear guidelines can lead to submissions with
inadequate validation data for these analytical procedures, resulting in recursive
information requests and responses, which can delay application approval. The delays
are often the case for procedures reliant on multivariate models, a category for which
no ICH validation guideline exists. Such methods are commonly used in process
control and real time testing of pharmaceutical products. Taking into consideration the
differences between multivariate and traditional methods, the current approach
outhined i Q2(R1) is not sufficient to establish suitability of multivariate analysis
methods using spectroscopic or spectrometric data.

What are the costs (social/health and financial) to our stakeholders associated with the
current situation or associated with “non action”?

Non-action leads to delayed access to medication and potential increase of costs to
patients because of multiple rounds of information requests resulting in delay of
approval. The current situation also deprives industry of an opportunity to present the
knowledge obtained through applying the enhanced approaches to analytical
procedures, and to provide a scientific basis for more robust methods and more
flexible regulatory approach. Thus, currently more resources for change management
are required and this will remain the case in the absence of Q2(R1) revision. In
addition, new continuous manufacturing approaches being applied in the
pharmaceutical industry (for both biologics and synthetic-based products) require fast,
real time test methods (e.g., NIR and Raman spectroscopy, and in the future mass
spectrometry) to assure that the process i1s in a state of control all of the time.
However, the current version of Q2(R1) does not provide guidance for validation of
analytical methods based on multivariate data. Overall, the impetus for industry to
develop robust analytical methods for such continuous processes is diminished and
delays implementation of efficient processes for new drug manufacturing and quality
control testing. The revisions proposed present a more comprehensive guideline to

International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use

|CH Secretariat, Route Pré-Bois 20, P.O. Box 1894, 1215 Geneva, Switzerland

Telephone: +41 (22) 710 7480 - adr
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develop and validate analytical procedures and will reduce additional burden
associated with repetitive regulatory review of applications for drug approval.

2. Planning

o IVhar are the main deliverables?
The objective of this proposal 1s to provide an opportunity to present the knowledge
obtained through applying enhanced approaches to validation of analytical procedures,
to provide the guidance on how to apply and to indicate a policy for more flexible
regulatory approaches. The proposed guideline will facilitate selecting or identifving
conditions for methods and/or model updates and re-validations that ease assessment
of post-approval changes by regulatory agencies and enable more efficient and sound
scientific and risk-based change management. Applying the enhanced approach for
analytical procedures (7.e., Quality by Design) will contribute to the resource-efficient
drug development and streamline post-approval CMC changes.

s TThat resources (financial and human) would be required?
Because activities are strongly interrelated, one Expert Working Group will be
designated to establish the new Analytical Procedure Development and revise ICH
Q2(R1). This dedicated Expert Working Group will potentially determine the
feasibility to combine both documents in to one for simplification and clarity. An
Expert Working Group composed of experts with knowledge and proficiency in the
area of analytical chemistry and pharmaceutical control is needed.

o [Vhar is the time frame of the project/milestones?
By Fall 2018; Final Concept Paper, The first Face to Face EWG meeting
Spring 2019: 2nd F2F EWG meeting
Fall 2019; 3rd F2F EWG meeting
(Finish two drafts to be reviewed within Member/Observer parties for both).
Spring 2020; 4th F2T EWG meeting
(Step 2 for both)
Spring 2021; 5th F2F EWG meeting
(Step 4 for both)

o [Fhat special actions to advance the topic through ICH, e.g. stakeholder engagement or
training, can be anticipated either in the development of the guideline or for its
implementation?

Case studies can be collected to help discussion at EWG meeting and to form the basis
of training materials of the guidelines when implemented.

3. The impacts of the project

e What are the likely benefits (social, health and financial) to our key stakeholders of the
Sulfilment of the objective?
The proposal can provide timely access to new drugs for patients by elimination of
multiple review cycles. In addition, clear guidance in this area may encourage the use
of more advanced analytical procedures and modernization of existing methods,
leading to more robust quality oversight by pharmaceutical drug manufacturers.

o Vhar are the regulatory implications of the proposed work — is the topic feasible

2-
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{implementable) from a regulatory standpoint?

These guidelines would have no legal issues, be in alignment with ICH Q8-12, and
have no impact on the existing regional regulatory procedures.

o Vill the guideline have implications for the submission of content in the CTD/eCTD? If
so, how will the working group address submission of content in the dossier? Will a
consult be requested with the ICH M8 working group?

Although the new guideline Q14 will be for S4, P4 and P5 of CTD, there will be no
necessity to change the CTD/eCTD sections and ICH M8 documents.

4. Post-hoc evaluation

o How and when will the results of the work be evaluated?
The benefits of these guidelines would be evaluated after the implementation.
The impact of the new guideline could be evaluated based on the information
described in the submitted document by a survey in all agencies.
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