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ICH Q12: TR & SRDESE
Technical and Regulatory Considerations for
Pharmaceutical Product Lifecycle Management
(EZEMDS A I IIIRIAD)
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X EmEE IS E s (PMDA)
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ICH Quality Vision 2003

NFEURIIRIAS NCEDEERDS 1 T2 (BRHSHRE)
R CEA R R AN SN ERRBRES AT ADEE

®» ICH Q8~Q11, Points to Consider, Q&As

<SERIAFNDIHES> (ICH Q10 [1EZ1)
BREROCUROICEDLLKERRBEE O ZHBEILL,
4JA—/3/&Uﬂhmwﬁbeﬁbhéﬂﬁ%wﬁmﬁé

[BRAR DR E]

CNFTSAITATILDER (REMNSERFET) ([CERNFZD,
AGHROREE(CE U COFERBIMERFEIR N TULVZR)

AGRDORE(CHA U CTERSNDIERDESFHREIN AT SN TLVER0N

EE(CLBA IR~ 3 ORGIRE DS
g

I Rk26F9H

ICH Q12 (EEmDSA ITAIIIFRIA D)
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Bringing a Global Change through Approval is often a
multiple year endeavor even for the simplest of changes

R

Approved details differ from country to country after Q&A compared to the

Core File Prep2 m Core rgview cycle 4-10 m
I submitted dossier
EM File Prep 1-2 m Non-ref EM reviews 6 -20m

Ref EM revieps 6 -24m Approval hanoe ' I|
Wave 1 (core) 6-12 month approval “ h
cycle (post data)

| Wave 2 (non-ref countries) approval cycle 9-24 m

Wave 3 (ref-countries) approval cycle 12- 36
months (post data)
From Richard Lit, 2013 APEC Harmonization | | m
Center Biotherapeutics Workshop \ -
—

From Susanne Ausborn,
CMC Strategy Forum Europe 2014
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B ~201446H
Quality Brainstorming Group¥>Informal Quality Discussion Group (
IQDG) T, S1%&, MBDE CEM U COKAETEIAIC DLV Cakim,

B 2014%F6H
Quality Strategy Workshopl(C T, SEROINRE REYV TIN5 DHFES
N, "Lifecycle Management""&EHLEIEE NB,
I AFESNEESDD REY D
« Lifecycle Management
« API Starting Materials
* Quality Overall Summary

« Enhanced Approaches for Analytical Procedures
« Continuous Manufacturing of Pharmaceuticals

ZRXRTFPHRIURASEICT, Q12 hEw O & U T Lifecycle Management”ht
TAREN, 2217 MR=/)\—RUVOEZSRRAT S OEMIMEED.

B 201449H
A>T IR/ —RUVESRRT SN TEREND,

B 20145114 : F 1 ExERE (YARY)
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YRR EE
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) ZEDEESR

£
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B Regulatory Dossier

Explore the development of a harmonised approach to “regulatory commitments” for inclusion in the
guideline. Such approaches could enable post approval changes that facilitate continual improvement
and encourage the adoption of innovative technologies.

Delineate the appropriate level of detail and information necessary for regulatory assessment and
inspection in the dossier, in order to create a more enabling post approval change management
system.

B Pharmaceutical Quality System (PQS) aspect
Establish criteria for a harmonised risk-based change management system based on product, process
and/or clinical knowledge that effectively evaluates the impact of change on quality, and, as applicable
to safety and efficacy.
Clarify expectations and reinforce the need to maintain a knowledge management system that ensures
continuity of product and process information over the product lifecycle.

B Post-Approval Change Management Plans and Protocols

Introduce the concept of a post-approval management plan that can be used to proactively identify
post-approval changes and the mechanism to submit and assess these changes by regulatory
authorities (Assessors and Inspectors)

Establish criteria for post-approval change management protocols that can be adopted by the ICH
regions (enabling a harmonised proactive approach for lifecycle management)

Encourage enhanced product development and control strategy approaches (Quality by Design (QbD))
providing opportunities for scientific and risk based foundations for post-approval change management

lans.
H P http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Quality/Q12/Q12_Final_Concept_Paper_July _2014.pdf

Pharmaceuticals and Medical Devices Agency




CNEXTODERED

m2014F118 : YR =i

m 2015568 : BEsE

B 20155F128 : v OV > EILRE

B 20165F4H : =& (Established Conditions)
B 201656A : UXN =&

B 20165118 : Kv=i&
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Introduction

Categorization of Changes

Established Conditions

Post-Approval Change Management Protocol
Product Specific Lifecycle Management Strategy
Pharmaceutical Quality System and Change
Management

Relationship between Assessment and Inspection
Approaches to Streamline Changes to Marketed
Products

9. Glossary

10.References

11.Illustrative Examples, Case Studies, and Templates

R WNHE

D N
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Bi2ZENT DITHDFE/Bife

B HmSA I 0)V2BE 0T, KD FRIBIEEN DINZRIETTE
"CCMCLB@@“%’WE%E’_’SLJ:D\_J FaWENTSY A Op) -

N ZIERK I DICHDFE (Regulatory Tools & Enablers)
ZEDFE{L (Categorization of Changes)

Established Conditions (Established Conditions)

AGRERETEEIBEMETESE (Post-Approval Change Management
Protocols)

BRI ERD S A ITBA D)LY HZT A REEE (Product Specific
Lifecycle Management Strategy)

iR mOZEE =518 I DIcsHDEE (Approaches to
Streamline Changes to Marketed Products)

BITE
EEmMmEIATLA (BENVARIAZN)
B8 CHHEDER
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Categorization of Changes

B ZE(CRDEEMEBNDRE(IFRL THD, EOE(ICIHUTE
ﬁ%_mc%ﬁjgéﬁ,wfmmﬁwéwiaﬂkdﬁgﬁ

@50

B U TOESEFGiEcE, SXTICOVWTIDUULEE DO &= s
95D, 18D, #E_mcﬁﬁgtbmmwﬁﬁﬁéo

£Ea1/&% (Prior-approval)
ZEHIC, MRAEBOEZRENMMNELRESE

fat: (Notification)
ZEZ(C, THSNCHRIRNTOMRHEBADBEENNELRE S
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BB R B (CRDIREFBFHRS

EEDHE =F: S KE EU
AN —BBZE S AR EH R Major change Type II variation
(Prior approval (Application for
supplement) approval of variation)
mm EMZEEEN Moderate change Type IB variation
ZEY (IHfE#%308 | 1)Supplement-
AN DEWMZEE R changes being
effected (CBE) in
| 30days
2)Supplement- Type IA, variation
changes being
effected (CBE)
I\
Aip=(cie&,UIR< | Minor change Type IA variation
THELW (Annual report)
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B ICHTI(X, AZRRGHFRORMIER ECommon Technical
Document (CTD) EU TR IENTWLWBL, ERIRDOEDIE
EZBEUIEESEC, FEBRBROESFHRENNEBLRDIMNCD
W CIEERAFIST L TUVRLY,

B ICH Q127TId, ZEERI(CBRUARBRODESFHRINUNELRDIE
ke, TNLUSNDBIRZIAECXRIT D,

B Established Conditions : ECSDEZ

ENHRDDOSDEHRTHD, BRanmBZIBRI DEHICHELE
ZAENDIER

legally binding information (or approved matters) considered necessary to
assure product quality

AGREERIF (CHRBANSIRESN, RHlISRICKDARINDIED

ECSODQE(L—(Q: = iiis C ORI X (FELS RS AGREF (CRFI =B &
= U/ E/f(:'ﬁEDT %za—cfbbgb\'ﬁ\gtfcké
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ICH Q12

WZADEstablished Conditions

CTD SECTION TITLE ESTABLISHED CONDITIONS — General List with notes
SECTION
3.2.8 DRUG SUBSTANCE
3.2.8.1 General Information
3.28.1.1 Nomenclature
_ Drug Substance Name, Structure, properties as outlined in ICH M4
3.28.1.2 Structure
3.2.8.13 General properties Supportive information
3282 Manufacture
32821 Manufacturer(s) Drug Substance Manufacturing Site (including testing)
3.28.2.2 Description of Individual unit operations and their sequence in the manufacturing process
manufacturing process
and process controls For levels/details of Established Conditions for individual unit operations,
mput and output Reference is made to Section 3.2.3.2 — Identification of
Established Conditions for Mamifacturing Processes
32823 Control of Materials Starting material specification acceptance criteria and test principle
Raw material/reagent/solvent critical controls
Source of materials (e.g. cell and seed source, raw materials) and

& RS T hENSDEIH
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ICH Q12 | 5&E R D Established Conditions (1)

m The Established Conditions found in a manufacturing process
description should be those inputs, process parameters, and
outputs that are necessary to ensure product quality.

m The details and classification of Established Conditions will depend
on the extent to which the firm can apply knowledge from
product and process understanding to manage the risks to
product quality.

A parameter based development approach, not necessarily studying or
understanding the relationship between inputs and resulting quality attributes, will
include an extensive number of input parameters (e.g., process parameters and
materials) along with outputs (including in-process controls).

An increased understanding of interaction between inputs and product quality
attributes together with a complementary control strategy can lead to identification
of Established Conditions that are focused on the most relevant input parameters
(e.g. process parameters and materials) along with outputs, as appropriate.

In certain cases, (i.e., a performance based approach), Established Conditions could
be solely focused on the control of intended outputs rather than process inputs. This
approach can be utilized for less complex manufacturing process steps with readily
defined outputs, as well as, process steps with in-line continuous monitoring (e.g.,

H NIR for a blending step).

Pharmaceuticals and Medical Devices Agency BT RS T RENSDSIA
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&5 EDEstablished Conditions (2)

m The Established Conditions found in a manufacturing process
description should be those inputs, process parameters, and
outputs that are necessary to ensure product quality.

EC IDENTIFICATION

EC REPORTING

Does the variability

No

have an impact on
CQA?

Impact to CQA cannot be
reasonably ruled out

Y

EC

|

Prior-approval
(Tell and Do)

1) High severity of harm?
) Risk remains high?

Notification
(Do and Tell)

'H‘nﬁ Pharmaceuticals and Medical Devices Agency

v

No reporting
(Do and Record)
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RO | B RUEER S iEDEstablished Conditions

m Established Conditions related to analytical methods should include
relevant elements which assure performance of an analytical
method and these Established Conditions could vary based on the
method development and control approach used.

m As a firm demonstrates greater understanding and develops
appropriate method specific performance criteria, details related to
parameters in the method description become less important to
assure method performance and then may be considered supportive

information and not Established Conditions. o
BT RS REMNSDS|H

Knowledge
. LB . HEAORE
S =y 7 . EHBRILREEERT SR
. FRxfE © B
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Development Post-Approval

N

v

Development Post-Approval
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Module 3 |

i ?
: . Mfg pro 'ncI

ontrol fm terials ¢ =
. Sp cificatio!
* Storage d tio
SheIfIife : [

'M’&Eiiiié"'i" Established
(&BE) Conditions
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Post-Approval Change Management Protocols

B ZECHEDREERBRBRIESOEMEREICTS, D

DGR REBEIBZETRIN(CEMIT DIzsHDY—)L,

MCRIC(FBE(CHDHIE (CKRE:2003F~ (2016F4H, SdET RS T
NOAS 2 AFERL) , EU: 20105~)

HAREICH Q12%Z7@ U C, PACMPOHIEZEAT D

<EUICEHITSDPACMP>
. +l

Questions and answers
on post approval change
management protocols
(EMA/CHMP/CVMP/QWP/
586330/2010)

Early Step 1: Fast Step 2:
. Submission of a Reporting of
Traditional Change implementation of a
Evaluation of a proposed Management chal}ge in accordance
R Protocol with an approved
vatiation as a ‘whole’ l
protocol

Strategy + Results
(Strategy ) Type T1 Variation 4

'H'l’l“ Pharmaceuticals and Medical Devices Agency Type IA or IB Variation




U EU(C3 TS PACMPHEGRIR N

PACMPs authorised in the centralised procedure (last updated on 22/05/2015) Source: EMA

extension

New site for manufacture and/or QC testing of the Bio: 1
drug substance Che: 4
New site for manufacture and/or QC testing of the  [a]{oJ ks I, =1le ¥
drug product Che: 2
Change to the manufacturing process of the drug Bio: 12  Bio: 2

substance Che: 1
Scale-up of the drug substance manufacturing Bio: 3 Bio: 2

Change to the preparation of a cell bank Bio: 1 Bio: 2

Change to the manufacturing process of the drug Bio: 2
product Che: 1
Change to the container closure system of the drug J=ifeiu]
substance or drug product Che: 1

60 for biologics:

10 MAA, 49 Type I, 1 Extension
9 for chemicals:

7 MAA, 2 Type Il

4 PACMPs for biologics not included in the table were withdrawn (2 MAA, 2 Type II)
'H'n“ Pharmaceuticals and Medical Devices Agency
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Product Specific Lifecycle Management Strategy

m Established CondMons&U%d) B (CEHT D, BGEIRFEER
ERBEE (BERE, ARE) OOd=1="45—3>%=z=MEIC
3_5\\J_)I/o

B S5HBEIE
Established Conditions

ZZ 8358 (Reporting categories)

FGRREZEEIRENETEZ (Post-Approval Change Management
Protocols)

MEZHBE EEE UIECMCICEE I DGR MENSEIE (Post-approval
CMC commitments)

({EE : BEGEEDOHICKD)
FIREINDHEEEEZZEE (Anticipated Post-approval Changes)
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-------------------------

Module 2

(nnE(gEﬂ?%#ﬂﬂEéﬂ) 1@5“%&5‘:0)54 A 0)b7;|"~§>(> EkEE???

* Compositio
. Mfg pro 'ncI
ontrol fm terials
. Sp cificatio
* Storage ondition,
Shelf life

« Mfg. sites inf.
« Etc.

Module 1
(& E2FR)

+Q
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AGRR R B BRI
(PACMPs)

CMCICBI9 DAGREDEMEIR
(Post-approval CMC commitments)
HDHIRF(CLDTC)
TSN DERRESE
(Anticipated Post-approval Changes)
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Approaches to Streamline Changes to Marketed Products

B (LREODHSE RERURBSE) OEE

cl=a=—}
B=

HGREEEIRODEBM NS, RFDMEMOEANEN TS,
AR R\ DEstablished Conditions (ECs) YoiiREEE SRS
£ (PACMP) DEA (CIIERGIEZRBHNETHD, MHlEENUOTEEEBIIC
B8iENMNDB

ICH Q12
ZE(CRUCOFMRTHM G EZIRRL, BEEFETHCUESEEE, BEE
DEHTHILEIEEE T D

B AR EROLTE M

A
B 52

BSEEE(CHED, TEORECHIDST, BEEEEOREERE
EHRERBRMECEDSE BYIRZERT T3 EARDSND

ICH Q12
BE(CIDBEENDEEZE R UICER ZIRTRT
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CHQ2| ERBRBEIRATL (FEIRISAUN) /
BE L ABEOEE

B EEGmMEIXT /A (PQS)

7:|— ~w
‘E ? ;?\ )( _/ I\ Knowledge Management & Change Management
Process & Product

YN S=<= Derelopment/Con Performance Review Past Changes
a g E Development Report -

Monitoring Implemented

PQR / APR

I Management Review

Knowledge
Regulatory
notification

(if required)

Change-
Management
Process

Implement
Change

Stimulus for

change Regu-latory
prior-
approval
(if required)
Change Evaluation A

*Science & Risk-based Internal Change :
*Determinethe data Approval """"""""""""""
needed

B SN EAS ‘E 1= Internal Company Process
HE CHEDES R 15 0 NED SOBIH
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GQP

EEm, EEDNm, CHERRUBEEFRSRAOMBEEEOEE(CEATIEN

Manufacturer A j‘> Manufacturer B
(drug substance) (drug product)

Pharmaceuticals and Medical Devices Agency

Total responsibility!

=)

® Supervise and manage the manufacturers
® Ensure proper release to market

Manufacturer C

(packaging, label)

\

jl> \YETR (I
Release
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B 2017F4H : FRl=HE
FEILRERDFFTENROEER
RS T MEDCRET

B 20179F5A . ¥E=E (B> NUA—=)L)
tET RS D NEDOFMIRER
ATwTI12aZEJ\T Uy OOA>S FNAXEDER)
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Module 2
(QOS)

Module 3
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Module 1 HGREEIR
(AF) , . (EBICHL, BEEFREDBE)
Module 2
(QOS)
Module 3
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Applicant\ | Application PMDA
External
F2F meeting \ experts
D — L

: ~ Expert discussion
Inquiry/
Response
a N
Manufacturing
audlt

site
' Review report |

-

Consultati
Ministry of Health é

E Labour and Welfare @

Opinion
Approval (Positive/Negative)
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AERE(E, "legally binding document” T3,

B GRS (Cd, BomBZiERT DITHICARI R

(essential) BExZisH I DdNENHD D,
B RERFGEENEREDOANST (HKERE

saelH) ZZEY
517/% X, BEFHEHIWMETH D,
B FGEEIE (—ZERE/EMEEZED) (&, M
C‘:_(L_/%&)Bnéo
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& 25 JEGRRREEEIEDE RN S-
4 p/a

Development/Co- Product/ Process

| Performance Review |

Development Report

' Past Changes |
i Implemented |

CAPA

Stimulus Change- Management

Driving to Change Process
Request

Change Evaluation
*Science & Risk-based evaluation
«Evaluate the PAC against EC/ non-EC Change
*Determine the data needed Approval
*Design & review PAC strategy

T
Scientific Knowledge /

Lo

Knowledge Management

Other ...

Managementreview

I PQR / APR

I||I|
(L

ﬁ(nt‘; =]

Implement PAC &
Strategy

Internal Company Process
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m ICH Q12 EWG

® MHLW/PMDA ICH Q12 EWG
(FHFKRBF, REXE, N\AKEESE)

B PMDA Q12X IEWG (esp. KERiFF)

B AMEDEZFEmEFMEIAM - SLETAFKSEE [EERmOFHAHEFE
CREXHE(CHITImBEERFE(CET M
(esp. BAHIBREE, AHIAFEE, FHUHFEE)
B HARETERS I\ A EEREESR HTRBEESS
B HEAREIXRGR BEFEEER EETIESS

B PMDABEEREmMSETLP
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