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Requirements for Pharmaceuticals for Human Use, fiffg ICH) > 1996 F/\AR
ICH Q2 Guideline L& FyERFEATERF o ZRTAIES B o0 AR il 22 i e A & oem
EorAT HEN R ZAE T [ A& 7oK - 107426 H » ICH K& i id o i 77 7AMER
B AR 23  (Q2(R2)/Q14 (Analytical Procedure Development and Revision of

Analytical Validation guideline) #£3 > pVI7 B 5% TA/E/NHMHEEATAFES ] -

ICH Q2(R2)/Q14 TfE/Nflfr 107 £ 11 HpkIrtk - EEEMERLIE
NHRCR > SB[ R TIE - W ERBEEE - IGEm B Es o i) 111 & 3
AR ICH RGN ERERERFERE - IER#EA Step2 - FEHINSHEB LB
FEEERIE REDK (Step3) - &Y 111 4 11 HL{E/NHGGE SR ARG
B/NHE S B E PR R AR B RET 80 HNREEE R
FHEE A R g > DAREIES [ 2B8] - A BZFEIRSIRY 112
F2H 19 HE 2 H 22 HBT 2% - EARGHA ERMBNEFERELTT
R PREEEES IR - 4R GHETIRT 60 RER - Sl s R AL - £2
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ARG o R R - & TN R 2 2 S R B T RERS R R R
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A NNZRBrEEMT S ~ SEmE A~ S E FET S AEE—EL - 107 £ 6 H ICH
K€ " Analytical Procedure Development and Revision of Analytical Validation
(Q2(R2)/Q14) guideline ; 2% - FERIF I E R TAEAHEIR Q2(R2)/Q14 f55(2
YEEET T - ARA ICH Q2 f551 » FIfTEE#AE 2% ICH Q2 WERFLE 77
WIS ESEIEE T, A0RY 89 A 6 HEh » fF A REELE e T
TR M T EMERCE B 2 275 - NBEREGED - RS - S BLRdin A ey
HHERR T - TR R E A EETIe5 NS » DIRFEREK - ICH Q14 AlZE DI
JiEMEE R e

ICH QR2)QI4 TAF/INAFTHHEY 2 (5318 - ¢ 111 48 3 HiEA
Step 2 + WEHIIE A S SEEL T P HBITT RLASHI - 111 42 11 B T0E N i)
SERERNS  ERE RN IR EE R BT RERSRIET
LR T/ NS AR 3 - HE A BEIRSN 112 42 2 ARE AL
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AZarzid ICH Q2(R2)/Q14 Regulatory Chair Dr. David Keire (FDA, United
States) Jz Rapporteur Dr. Yukio Hayama (MHLW/PMDA, Japan) I:[&]F5F - FHFE

AN -

H FRIE

Agenda confirmation

Urgent/High points review- Go through all to
11242 H 19 H (H) | understand them

Urgent point discussion

Q14 High point discussion

1124 2 H20 H (—) | Q14 High point discussion

11242 21 H (=) | Q2 High point discussion

Next steps; work assignment

Report preparation to MC according to ANNEX 3 of
ICH SOP.

* Long term work schedule (June in Vancouver,

October in Prague to reach step 4)

* Re-visit to the confidence interval point and
others?

11242 H 22 H (5)

* Review on action items

* Work assignments with team member

confirmation

» Short term detail work plan
* Report prep to MC on this F2F

Request F2F in Vancouver to the coordinator meeting




ICH Q2(R2) #1 Q14 Wi{pEZH 111 4 3 AJR#EA Step 2 1% > FERIEA
RUERER LR R e > Rat U EalEEE R4y 3000 55 - TAE/NHFS 111 48 11 AH
ANERRIE > A & B H o (R R R 2 S SR Bl AR L B RG
GHAEREEGHTAER > BF master sheet > BiiEE/H 1L RIAR R BB LR TERAYER

R o BVNEEN S B ERREERARGHER - LUKV &%
A7 - ERHEERAT

— 12K (1124F2 H 19 H~2 H 20 H)

B H B PR EEE R SR - SRR PR S A EE
AT > EEEGERRER © 55U B RHRYIAS 2 RAVE ek

i

(—) =ik (Urgent) i

I WSS Q2(R2) B Q14 WL fF& fF s8I Ry R (S
FREBHSERG BEFRRER R - EHUERGBHEFARNILE
% S R B F R AR 1L U - NIRRT IRA B R S B
okl -

2. Annex A: Analytical Procedure Lifecycle %581 Regional requirements
FEZEET s EL AT Annex A $RUERI(E T A SEN] - —RILESTTTE 5
— R I70E - 1B R A )T AR RERE 2 F R - e
performance-based approaches - Established conditions (ECs) J risk
categories % » R EIETLIRNAIE - EEMIPRILEL D NE -
/NG T ERIR RS R G TR R IE B TS & Fatam - 18T

ELZENG  JERF Annex A FTHE S 2 BB 2B R IES H
(Z) (&Jc (High priority) #&iH

1.  Aspirational language: can/could/might



T R Ry RS Y R E T AR - AR - ER(HIEEE

SIS A S S R - DU RN [EIRVARSE 5 (50 SR S

2 R g U A R A A E M -

NG SRR E SR AT Y SO TR i a2k

The current draft does not include the statement

HArs st/ Bty > e Ql4 B Q2 FIE keI A4l “This

guideline is not intended to introduce new regulatory requirements 7 ZHH -

LAEERE S Q14 1ECHE X “minimal approach” Jz “enhanced approach” Ry

il

IINGE : Ryt R iE A AR AT ) AR 283975 “enhanced approach” -
TR Ql4 Figd i AZl “A minimal (also known as “traditional”)
approach is still valid” 7 gt -

“Minimal” approach may have negative connotation

[Ele& = RPe & Q14 5 “Minimal” approach> ”Minimal” L5 & [H T

HEE RIS A B EEE - A Te R KB A A5 -

BRG] “baseline” {HEE ICHQ8 (] “minimal” i E i

TR FEF e iR > IR & > BUATS T ID AR IH al g2 ety

AR TTE ©

Focus on chemical over biological methods

fEFEe R H AT Q2 Bl Q14 EENFEME /Ny TI5 AR 25 - ¥

A EE LRI SR ) -

/NG« Ryt o (5 P BLAT R M S - RS BAR W) SIS E R AT a - WAL
Tt s A 5 SRS SR B -

ECs and performance-based characteristics



FeZ Y B H AT Q14 Chapter 6. Analytical Procedure Control Strategy it
L ECs EZRATaHEMUE AN -2 2BV &34 AHR performance-
based approaches & °

INGE ¢ 1848 T E performance-based approach » 1R EEEEMAHRINE -

PAR and MODR, acceptable ranges, validation requirements, typical versus

possible approaches

SR REER Q14 [FEFAE PAR Bl MODR il » $EIFE5 [ 2 1=

M > Rl “acceptable ranges” U o & {/57E4ERF PAR B MODR A

7 R ARG PAR TEF [FIIRFRL ATl B P TR A -

DIFItgeES [ -

/NG Y MODR 2 U7 AR HYBEIH 2 — » JUE4ERF IR 4 - 58
MODR NZEHH#I - 55 Annex B: Validation Strategies for MODRs 7|
ARl SRS - SR EAH B IESC T 7E -

Established conditions (ECs)

JeZf5H ECs represents a regulatory tool to provide clarity on binding

elements of a regulatory submission » Z:E 8 6.1 Established Conditions for

Analytical Procedures I4%1 5% 7 = » WHIAWER performance-based

approach » ECs HJREEFEMEREAEAE R o i E H RIS H A -

/NGE - F#E performance-based approach 7 fi#f:& DL Ky W 643 BH 15 [H 25 22
Pz BAA— EFEFRA ICHQI2 A& —20 Aeik T
fi#sE 6 AR performance-based approach 7 fi#fi1% » FHEMX N
7

Structure of document and Chapter 2

fEZEEE Ry E AT Q14 5 Scope ¥y Chapter 2 » #5525 HAth ICH 551

1= > % A Chapter 1. Introduction §1 » [fj Scope fT1EEL 1.2 » 2

21~22~23 {rR¥4 -



10.

11.

12.

13.

NG [ERESRZE - JMERRY Q2 fES ISR -

Chapter 8 and integration with other parts of the document

FeZ 0 fy Chapter 8. Development of multivariate analytical procedures Eil

A EETEE A - AE/DARILL Multivariate E58 ATP DIRAR

el R T A P T s

/NG EIERRE » HEIE Chapter 8 N ELMH$IE >~ THEE -

Pharmacopeial method development

RS ERFTR - ST AW ASEIE —ERUERE - T Q14 Fr

A 7 A B S BAEREN A — e B Y 82 i - (5] enhanced approach ffy

PRSI - AR L e 7R — -

INGE L By it o0 5B AR A > [B]EMHIBR ” Development of pharmacopeial
analytical procedures is out of scope” ©

Ongoing monitoring

4.2 Risk Management fEEIFRFER IS - ERFORKE IR AL & RETT

e BB 2R IESCATe ER B oSS WIEEFE -

/NG [EIE AR R Y IS A ICH Q10 fife:

M54 (Robustness)

analytical procedures FFARFAMEMEEY » AIEL LB IR AR A ZEE M ~ ~F

MORIE FFAYIE 45 (edge effects when using a plate assay) ZEANZ e

NG [ERIEEERREE - RS BRI F LU E S -

Real Time Release Testing (RTRT)

feZafs RTRT Bf[5IA Q14 HEFIR 2018 4 11 HABZ Ql4

ESFER RTRT FIAFESINE - EFFEZEEH Line 504 “ provide a

prediction” B “provide a value” ~ 10.3 2 s « and RTRT” K&

5% Chapter 9 I EEHR IPC 5 -
9



14.

15.

16.

17.

18.

/NG [FIE R TR G o -

Line 78, minimal and enhanced approach alignment with ICH Q8

#9220k ICH Q14 #2J minimal and enhanced approach » {H 4 K, BE§

J57E2: 3 (critical method parameters) % 74 ICH Q8 HAMEFZ FBA R

T2 8L (Critical Process Parameters) © S Fa|5e7% IR E 5 DA\ Fs AL

M50 » DARFBEEJ A RIATHY » AREEZA ey -

/NG ICH Q14 55 [EEEA45A TR B ICH Q8 fifl—2 » RIEATRHEE
RERE AR - HEASTSIH ICH Q9 » FIEARESE
RTELE -

Line 177, Change management, Annex A

RS REEEHIEAIEEEISRZM o - H Annex A 75 LL4HEfH 7L

AIRERTFE BB K - 41 B BRI RIS LR AR 0 (B B KA s [ s

80% % 125%  MH¥IERZ RO ERHE R 20% B L alge R JTAER -

PR P Y| 2 e R EEFAEATT

/NG IEIRZETREL Annex A HRE > OFA (—) 1. 3 -

Table 1. Relationship between knowledge, risk, and extent of studies for

changes to analytical procedures

FRZETFy Table 1 S5 [NNAEDAE R —ZUHE - dsaiiREEn -

/NG FEERE o RHETE R/ EERIS B

Use of development data

H AT [Hh SEE R S MRS T F R B - I HA i 35S B IE S 2

BB FE RN AR S o B AT | SRA L Hh HR (A B 2 P i S B 7 e

B £ e

/NG [EIEIRE

o

Table 2. Examples of Analytical Procedure Change Evaluation and Figure 1.

The Analytical Procedure Lifecycle alignment with text
10



19.

20.

21.

22.

23.

24.

e X ooy Table 2 B Figure 1 BEEHMEANE » H Table 2 Aifg transfer of
procedure JEFHHTEHI > NETEEB A RIGETTERS  EEGHEA
SRV ETER T o
NS EIERRE -

X X HER (Cross-validation)

feZE k%% enhanced approach A RHAC HERCZ 1S ~ PRE EeZek

Cross-validation &% {H{#E AN [EHVIER > {5421 Comparability Validation -

/NGE R ICHM10 EL7EF Cross-validation » Q14 NHEEFHz M -

Consistency of terminology

R Ry Q2(R2) Bl Q14 [ teffosB L HA Il A — %2 41 Platform

analytical procedure, Validation experiments, Validation tests °

NG AR RS Z — 2 -

Title of Ql4: Development and Lifecycle Management of Analytical

Procedures

NG T REERE AR A o

Calibration model

e AR LG EIRIEER (55 229242 17) (BIEED T BUK

IIMTRE D BREE R K E replication 7 5845 -

/NG A ETEET SRR - FFEIRTZE R -

Stability indicating properties and ATP

TEZ A ITA R 2 E VEFE R ATP faicsian ] -

/NG EHY Q2(R2) 3.3 Demonstration of stability indicating properties 5z
Annex 2 HHEMHBINE - RN RS FEES -

Knowledge resulting from an enhanced approach

B IHRERIZE A enhanced approach FE{GRTEZ MEA - AIfaaBI 4T

Rty < B B UL B B 1 2 A T AR 3% -

11



NG T HA Tl A - R TEN -

\

TSR (11242 A 21 H)

(—) 3071 (Urgent)

TeF R R A Q2 SLIFAVZRAE -
/NG R Q2 ST R LA -

(=) 184 (High priority) 5%H

l.

Q2 B Q14 Bl ~ 45a— 2 Bt S M SR AL e M Ry A
NG RIS AR E MRS M S M= > HIFHTRE
Multivariate procedures

3.4 Considerations for multivariate analytical procedures ¥} 4 &
MR ) BRI R SRR AR RN E—fE5 (T -

NG 2 BRI ISR B

Working range and Reportable range

RER AR ER A - DUEEERR R T -

NG R RHEENE -

Independent procedure, validated procedure, well-characterized procedure
and interchangeability

RFEEEE AT “independent procedure” 0 {7  “validated
procedure” Ei “well-characterized procedure” » 55 Cross-validation” /.
£ > fi_E “interchangeability” e

/NG B EFH “validated” B “orthogonal” (fFI7& 4.1.4.2, Line 213) »
H[EHERL (Co-validation) and Q14, laboratories and sites

tEFE AR I EIMER T LS T Q14 > Bugs [ el IMEE B - MIRE
sites Z [ (55 93 17) «

/NG [EREIEAHRE 2 S0 > B “sites” HUf “laboratories” °

THERERES (Relative accuracy), Line 103
12



10.

11.

T w0y EL AT 4.3.1.4 Relative accuracy fHILAZS » JAFEEEEL T » (D

EEMARN TSR -

/NG o EAT Annex 2, Table 3 ELUsFEFHRBARES: » RIS IIA RE A4 Y8E Al
HIAEEE Z R -

Specificity/selectivity for dissolution procedures, Line 40

FEZEE0 Ry Annex 2, Table 5 ARISEEIES Z H— MR - BiEER

oy > ReHABEA S 2 H—1 > EERS SN TEE] -

INGE R ROV R 2 R A B S SR R A A SE &

5IH > FEEHBOSEER R NHET RIS -
4.3.3 Combined approach for accuracy and Precision, 4.3.3.1 Recommended
Data
E il Ry Bl NE Bl EEFE H TOTAL ANALYTICAL ERROR (TAE)”

[ A A 1 B — B M R R

INGE T ReRE SRR A I IS - KRR R R A B TAE B 25
AT -

Sample type, individual component, reportable component, Line 190

RERREXTWMATEMASHERE - ZEmEE - 4

degraded/forced degradation samples 5

/NG T HETHES [ ERE AT B AL - SE/A R > [FE “individual
component” {Z4Fy “reportable component” e

Reference materials, Sample type, Line 223-224

PR AT Line 223-224 SLFNE - DI A EMERASHAL > 40

suitably characterized materials » DU A 088 g o o

/NG T 2 EMHBIER] - HI0 “Reference material” TE LT -

Replicates

TEF RS replicate ZWEFHMEGER I > DUBEFINA ~ /INr-289)

13



12.

13.

14.

/NG TR T RRILERE - B EEL Q14 X —E( -

SLagE IR (Multivariate model)

2 28 R I IR B Y 2 SO AL & 1] 0 A0 T RS 43 A (Principal

Component Analysis) * ff#/NJe 7 (Partial Least Squares) » DUFI3EE T T

RSB 2 M A d T

NG T FIAZE N SRBA

430k (Linearity)

SR Q2R2) PAERHARMEEN S 2 R BRI -

/NG EETRR R A AR R -

47534 (Platform methods)

SEA AR EIE AT T A A s AN - AT BT B T R

R INEFERE - RS A RBA TT R -

/NG EI BRI TR I AFISRENT - MHE5 | P EEE A
T A -

CHRUR (L1242 H 22 H)

(—) {SHEER (Confidence intervals)l.

AHYEE SRR (Confidence intervals) #rH

NG TR RHERN R - B P A REHEERNE -

() RATAERE

T 11293 HJRSER N —hE2E - @it 6 H LIE/NEgaaTam o Ml
TEERT ARG S R - Y 112 4F 10 F ICH TE/NH& R - &

B AR SEREE -

(=) BFEHERR A

1.

TAE/NHAIE ICH s = B E SR BOoR K AR R - R B A
T
[CIEERCIZ TAFAE ~ 83T Q2(R1) KiilE Q14 % -

14



WEET 3000 fRER - ICH Q2 Kz Q14 Z3IuiE] 1700 ~ 1300 fiRE A - i
MR (Wt - W20 1% > Phit 46 FREFASEREES -

ARG HERR BN T

sfEmAT 60 FREEZEMEZMES/NSCER ML MR TR B Va7 > I
SRt LIFET R - AR TIEHE G E AR EAg s~ Wit
Z IR ~ AAnE— 20 - ZEEOT - RIEEREE - FEOhTA B
4% ~ RTRT - enhanced approach DR gI|$R 0 L RESE > FRARFEL N
TS T SRS 5 [ Z 58 R
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jon of Technical Requirements

()
’CFCH b Q2(R2)/Q14 Report to the Assembly

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

* Requests to the Assembly
o Work Plan endorsement

()
’CECH, el Q2(R2)/Qi4 Report to the Assembly

Overview of topic

* Q2(R1) revision includes validation principles that
cover analytical use of spectroscopic data some of
which often require multivariate statistical analyses.
The guideline will continue to provide a general
framework applicable to products mostly in the scope
of Q6A and Q6B.

Q14 is to harmonise the scientific approaches and to
provide 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 approval as well as post-approval change.

()
’(!CHV e Q2(R2)/Qi4 Report to the Assembly

Status before the ICH meeting

Review of public comments for discussion in Tokyo

* Major conceptual issues identified and reviewed from ~3000 comments
* Minor editorial comments identified

ICH Q2

* Reviewed ~1700 comments from public stage

* Prioritized 16 high level common themes for discussion in Tokyo

ICH Q14

* Reviewed ~1300 comments from public stage

* Prioritized 30 high level common themes for discussion in Tokyo

Q2(R2)/Qi4 Report to the Assembly

" ICH

Progress made at the meeting

ICH Q2

* Discussed ~30 high level conceptual/contextual comments

* Defined points and identified areas for revision. A work plan and schedule was

drafted.

* Q2 action items included:

o Update the document structure, linkage to Q14, and consistent use of terminclogy

o Improved inclusion of biologics concepts and refined definitions

> Multivariate text structure and examples

o Revision of linearity section and range concepts
ion of platform analytical pr and

o Identification of additional training materials

interval concepts

S

Q2(R2)/Qi4 Report to the Assembly

" ICH

Progress made at the meeting

ICH Q14

* Discussed ~30 high level conceptual/contextual comments

* Defined points and identified areas for revision. A work plan and schedule was
drafted.

* Q14 action items included:

Keep Q2 and Q14 as two documents and consider alternative title for Q14

Restructure introduction and scope, improve linkage to Q2, and review terminology

Clarify of the use of minimal and/or enhanced approaches

Clarify requirements for ongoing monitoring and RTRT

Improve linkage of multivariate chapter to the main text

Medify text and tables to address procedure transfer and waivers

Changes based on analytical procedure performance will be i

Medify Annexes A & B: move key concepts to main text
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