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TOPICS

Background of developing ICH Q12 guideline

Highlights of ICH Q12 Guideline
~Qutline of important section of the guideline

Introducing ICH Q12 guidelines
Implementation of PACMP
Work Continues

JPMA i) 1|08
ICHQ12 EWG
NSYADEY &

|ssues to be Resolved

Purpose of ICH Q12

Regulatory Dossler
Leved of detall, Definftion of "Regulatory Commitment"

Pharmaceutical Quality System [POQS) aspects
@ harrmonized risk-based change management System, Knowiedge
management

Post-Approval Change Management Plans and Protocols (FACMP)
[Raterenca]

Canegt Pape

B Plas

ICH Q12 harmonized the change management throughout
the pharmaceutical product lifecycle as it was described in
ICH Q8, Qg, Q1o, and Qn

ICH Q12 guideline is established to have transparency
between industry and regulators on changes made to
Chemistry, Manufacturing and Control (CMC) and

Pharmaceutical Quality System (PQS) and secure the stable

supply of the product and mutual reliability

ICH Q12 Overview

Scope

® Objective

* ... Harmonize change management...in a more transparent
and efficient manner... across ICH regions

* ... Facilitate risk-based regulatory oversight...

Emphasize... control strategy as a key component of
the... dossier

* Support continual improvement and facilitate introduction
of innovation

Enhance use of regulatory tools for prospective change
management... enabling strategic management of post-
approval changes...

® Applies to pharmaceutical drug substances and
pharmaceutical drug products, including marketed
chemical, and biotechnological/biological products.

@& Applies to drug-device combination products that meet
the definition of a pharmaceutical or
biotechnological/biological product

® Changes needed to comply with revisions to
Pharmacopoeial monographs are not in scope of this
guideline

4 HAZERESH=




ICH Q12 Regulatory Tools and Enablers

ICH Q12 Regulatory Tools and Enablers

Harmonled regulatory tools and enablers with associated guiding principles, wil
enhance the management of post-apperoval changes and transpasrency batween
Intustry and regulatory authoritles, leading to innovation and contimual
Improverment

& Categorisation of Post-Approval CMC Changies (CH 2] Categorisation of Post-
Approval CMC Changes i framework that encompasses s risk-based
categorization for the type of communication expected of the Marketing
Austhorisation Holder (MAH) with the regulstery authosity regarding CMC
changes

& [Extablished Conditions [EC) (CH 3) The concept of ECs pravides o clear
understanding betwaen the MAH and regulatary suthorities regarding the
necediary slements to Adiure product quality and identify the elements that
requine a regulatory submisséon, If changed

This guiciling describes how ECs are identified 25 well 25 what informarion can be
ﬂl‘l'ﬂl‘ﬁl.ﬂd o Sl PR G irfcernation that would not qu.ﬂ'{ & FD,H,IJ.IIW
sntmisadon, i craeged,

® Post-Approval Change Management Protocol (PACMP)(CH 4) a
regulatory tool that provides predictability regarding the information
required to support a CMC change and the type of ulawlg
subirnission based on prior agreement between the MAH a
regulatory authority,

® Product Lifecycle Management (PLCM) (CH 5) document serves a5 a
central ory for the ECs and the assoclated reporting category for
changes macde to ECs
The document also captures how a product will be managed duri

the
commercial phase of the lifecyce including relevant past—appmv;ﬁME
commitments and PACMPS.

® An effective Pharmaceutical Quality System (PQS) as described in ICH Qio
and eompliance with regional GMPs (CH &) are necessary for
implementation of this guideline,
CMEC cha control management throughouwt supply chain Is a must have
as a part of effective change management

ICH Q12 Regulatory Tools and Enablers

Identification of ECs

® Relationship Between Regulatory Assessment and Inspection(CH 7)
outlines the complementary roles of regulatory assessment and
ingpection, and how communication between assessors and inspectors
facilitates the use of the tools included herein

® Structured Approaches for Frequent CMC Post-Approval Changes (CH 8)
describes a strategy for a structured approach applicable to frequent
CMC changes, and a discussion of data expectations, to enable the use
of immediate or other post-implementation notification, Simplified
approach to accomplish certain CMC changes for products whose
marketing authorization did not involve identification of ECs and
reporting categories

& Stability Data Approaches to Support the Evaluation of CMC Changes
(CH 9) provides additional sclence- and risk-based approaches that are
relevant to strategies for confirmatory stability studies to enable more
timely implementation of CMC changes and the data needed to support
the submission to the regulatory authority

#The scope of EC depends on the company’s developing method
and potential risk reside in the product quality

#This guideline discusses the outline of the approaches available to
determine the EC for manufacturing process and analytical method

#0ther EC (performance of container closure) could be determined
using similar approaches, however, it requires scientific justification
to the regulator and need to be approved

#For better understanding of what is important and not important
to determine the EC for securing product quality, a brief description
of the manufacturing process need to be submitted

#The use of this guideline need to be linked to CTD module 3

Identification of ECs
for Manufacturing Process Parameters

ECs for the manufacturing Processes

et e e b i 1 e proddet qualiy fle.

Comuulering (e sulpal ol The critieality |
aramsnt sod the cenired Wraivgy, whas bs
Wb pateaiiel §h" e prodedt quality i the

parmtar b champed”

Parameter based (minimal) approach

Enhanced approach

Farformance based
approach

e By e o ol of wrs
et sk . e et
o gt
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ECs for Analytical Procedures

Where the relationship between method parameters and method yd Plan b
performance has not been fully studied at the time of submission, / '““'""m“'“i Rt
ECs will Incorporate the details of operational parameters including .,:nm | R
b | esult
system suitability. . cAccepocriteria |
When there is an increased understanding of the relationship 'WE_FMH, y
between method parameters and method performance defined by
a systematic development approach inciuding robustness studies,
ECs are focused on method-specific performance eriteria (e.g., 3:2:'# ol Change Man :mmﬁ"d verification
;ﬁ;f:lgll:t?::lmm p:;i:;:mn} rather than a deftallad _d_e_'qcnptmn ‘“W{"m'ﬂ gement @i obtained result fulfills acceptance
i 3 ) == ==Content agree between industry criteria in the protocol, follow the
and the regulator change category listed in the protocol to
- Knowledge implement the change {may be a case
- e — where this need to be agreed with
] - Hghieved meibod descripion regulaters)
»  System Sultability Test * Mkt ippdiic performance Grars @ If necessary, submit the result of Step
* Spacificaion * Spaication 2 to the regulator

Use of PACMP

Product Lifecycle Management (PLCM)
document

Responsibilities of MAH

®A summary that transparently conveys to the regulatory authority how
the MAH plans to manage post-approval CMC changes.

®Encourage prospective lifecycle management planning by the MAH and
facilitate regulatory assessment and inspection.

®The PLCM document can be based on regional recommendations.
®Elements of PLCM document
*summary of Product Control Strategy
*ECs
*Reporting Categories for making changes to approved ECs
*PACMPs
*Post-approval CMC Commitments

All stakeholders in the supply chain of the product have responsibiity and
expected to pass on the guality and regulatory information to the next
interested party in the supply chaén without delay

When the manufacturer defines ECS, MAH have a responsibility to share
such information to all manufacturer in the supply chain depending on the
impact of the work they perfomm.

e o o o o
Share keformation withi the sepply (Rain sithours deley (MM rewporbiby]

Thorough Implementation of Pharmaceutical
Approved Matter

1. Therough check between Approved Matter and manufacturing

Monprodection associated person from the manufacturer |
operation k& no dfferent from the approved maiter

2. Securing adequate organization to implement change control
The MAH sdequitioly place pereonnel for Phirmaceuticnl Officer and Guality Adiurancs Manages 1
ot hie i P ik and Medcal Devios Law

chedk the prodec

Collect inf frge the p £ 0 the manufactaring
procass and conduct ¥ P S s in Pl i b hadical Dapvice Law in the
eanner without delry.

3. Thorough preventio
In cane there b excursion between in the acteal manufactering and spproved matter andfor from
other requirement in Pramaceutical and Madical Davice Liw, report sgency without delay.
Conduct CHISE i resad il & and condudt | i

Handling, etc., of changes in the approved
matters relating to the quality of drugs

M:IIWII.WII
ERSTNEEAERREIR. EX-AAEEH AR EE

It is aimed at thoroughly ensuring adequate changes in approved
MatLers accompanyin changegﬁw the manufa:tuﬁqsg me'%ﬁud_s, ete., of
%ﬂgnﬂ gcrumuung e smooth changes in the manufacturing

5, EhC.

The following six items were written together:
1. ;EEHFE"C of a system of changing approved matters, using

2. Rationalization of descriptions in the column for standards and
test methods

3. Post-n tion procedures relating to consistency between the
approved I‘Mttﬂ.‘.g and the actual ngm;r?acturing srar.us

4. Descriptions on applications made with flexible disks, etc.

5. Approved matters that may be changed later, whemn maki

" revisions because of other reasons s e
Procedures to extend the validity period of biological
preparations, etc.

6 HZERESH=



Health Sciences Council {Pharmaceuticals and Medical
Device System WG)

Usefulness of this consultation system

Discussions for post-5 years implementation after the Law revision®
For the enhancement of the safety measures and revision of the
marketing of pharmaceutical products, the 2013 revised two law
supplement include proposed discussion topics to be
implemented 5 years after endorsement of the law

*: 2003 partial revishon of Phasmaceutical and Medical Device Law,
ron3 partial revision of Pharmacist Law

Thsre i_ Fulfillment of Faster access and safety measures for innavative
pharmaceutical and medical device

Theme (- Fulfillmernt of manufacturing, distribution, and marketing scheme
for pharmaceutical products and medical device

Theme (3): Conditions. for Pharmacy and Pharmacist, obtaining safe
pharmaceutical products

14k il

Ko fivaw of protocl

Tﬂd:;uamd'ﬂmﬂﬂn
comphance with the geotocol

L o 1T o YW T e RO

- g Figh P i wea B i e g et )

e
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-—————
=
D e ——
sbdivionsl producrion, g
grwlre i peepee o mE | i w0 apgeon e
!7 ..-_] regpdreeis
s e e F A e O T
complance with the protocol i m—_ bl prodiudiry 34 P Py B ST P
Fies ity

Ve £ i dprral Cevary bt i P g
ol

FRERAF gl el mppliation Faes|
o thingee, & iaiom—op T
el 10 ool neviied PACAIF pead

+ Cnnfir e PALR® [inct
desh sggano Frern)
»Agrwe PRCMF bfe PIDA

*Whain e FAOMF dpwsar

Th pumber of PR Caality Comultation

oo, GAIP comtro ot rely, st
I Wrreted for 1he time Being.

Sl priven validelee plan

arcd wchadhue bt LT ard b s bl PRACA, ot WA
AN G
* Coomrm the e e 587 G000 1 <Step 2>
tmmutaon Stey
T T —|
. \alh sncs Crange ontian
PACMP [ Fellow-up
i Cuality
meeling T _I. ¢ | _l
* B aru v M comge s
i apph
PALMP
GmP [T ar ———|
Coniuliion POA | Bmom (resclian)

Issues to be considered in the future

BExpansion of application to items in which the local
government has the right to implement GMP inspections

BExpansion of application to matters that were registered
with a drug master file (MF)

BExpansion of application to items whose new drug
application has been submitted

BExpansion of application to a broader protocol

Eimprovement of management operations

Other Issues to Introduce Q12 in Japan

Implementation of effective Pharmaceutical Quality
System (PQS)

Documentation and handling of EC and PCLM
Revision of content in Approved Matter
{[Manufacturing Process][Spec & test method])

Handling of PLCM

= MNew ficat in Japan

Post-Approval Change Management Pratocol [ PACMP)
Further elaboration of the regulatory process
— _Improvement after trial

HZEREESHE 7
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+  Introduction

+  The European Varation system = an overview

+ Practical exarmples on how to use the Yariation Regulation
+ A short excursion anound the workd

« Can the regulatory system in Japan benefit?

Ms. Marieke van
Dalen, APIC

1 o —

The European Variation system — an overview

Commission Regulation (EC) 123472008 (as amended May
2013)

In the ELJ changes are called Variations. There are three (four. )
types of variations: Type 1A and 1AIN, Type 1B and Type 2.
Type 2 are the majors, type 1A the minors [with the subcategory
Type 1AIM for specific changes), and everything that does not fit
into these two types is Type 1B (maderate) by default.

Forall Type 14, 141N and gome Type 18 vanabons i s
described what conditions sheuld be met and what
documentalion needs to be provided

APIC..........

o

The European Variation system — an overview

+ Type 1A varations : minarvanations that do not require any
pricr approval, but must be notified by the holder within 12
manths following implementation (Do and Tell” procedura).
However, cartain minor variations of Type |A require immediate
netification after implementation, in order to ensure the
continusus supsnvision of the medicinal product

= A Marketing Authorization Holder can collect” Type 1A
vaniations over a time paricd of maximum of 12 manths (the
paggy bank). Time starts with the first entry in the piggy bank. At
mast 12 months later: time 19 colact!

= This holds for. one single marketing authonzation »

+  The waiting time s notl mandatory. this means that
more than one annual repont could be filed during
one year. - s\,

APIC ...

The European Variation system — an overview

+  Type 1A variations are not actually assessed at the Health
Authorities. There is an official review period of 30 days, in
which the completenass of the documentation is checked.

Ifa vanation 5 filed as a Type 14 but is rejested (very
uncommon), the MAH must cease to apply already implemented
wariations.

1

APIC..........

3

The European Variation system — an overview

= Type 1B variations are also considered minor, howewver they
need to be notified before implementation and can only be
implementad after review, which typically accurs within a 30
days time period (. Tell, wait and do” procedure).

= Upon receipt at the Health Autharities there is a validation
phase, in which the HA determines whether the variation is
rightiully submitted as a Type 1B vanabon or whether it should
be resubmitted as a Type 2.

= Following validation a 30 days time period starts. After this
period the variation is actepted or rejected (in case of rjection
the change can not be implemented)

8 HZERESH=
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The European Variation system — an overview

= Type 2 varations are considered major, which means that they
can not be implermented before approval frorm the Health
Authorities.

+ Upon receipt at the Health Authoribes there is a validatien
phase, in which the HA determines whether the vanation is
complete. Following validation a 80 days time period stars {can
b extended to 90 days). During this phase, the helder can be
requested to submit futher information (clock stop).

+  Foliowing the evaluation phase, the change & cither accepled or
refused. In case of grouped submissicns, the holder is allowed
to withdraw cne change (f rejected),

al

AP e

a

The European Variation system — an overview
Cancluding:
in the EU three types of changes: minor, moderate and major,

The guidelines give very specific information on condiians o be
met and information to be proviced.

APIC e

34

Practical examples on how to use the Variation Regulation
Example Change In an anahylical method for a chemical

]

Practical examples on how to use the Variation Regulatio

APIC oo

intermeadiate: the HPLC column for the assay dedermination s no A (b bt grermor o et s e | s o | Dt | e e
longer available and an alermative has to be introduced, reaee Lponenr prrmiragolegiot Wil eictnunal
e b — i el gt 45 g e 1w LiLa L& (e
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b o m—— " [ s
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Practical examples on how to use the Variation Regulation

Candaien

1 uludorurn pusbe b et prefarsed w1 sordsore wab the vt pebeben gl slo f e
o proceduey w o e syl o il ini proceders

2 Therwe buswr beews w0 rhungrs of dor potal sepuarsy bradn wm ore cogualidied spprsen s dessied

. Ther el of arwilron dorsld prmmms et e g o chige o ool bl o g L g
et dype ol iulosen rr bl

A Ther el rslend b4 o 0 Homiding el R e e o
B e N oy

by e it el sk vt v el s bl b o 3 Wil o b i i 8 el
g

& T ative salbitiad 0 vwor bkl besrdeegerll.

T dn b rubas amsbuniband e the e thia by s e
ke :ﬂu  davely Apiliatu e dsm yrocnlirs by e

Practical examples on how to use the Variation Regulation

It is clear that we cannot meet Condition 3, as a different column
neads to be introduced,

If you cannot meel all conditions, the classification always becomes
one level higher. So, mstead of a type 14, this becomes a Type 18
change.

HZERELZHE 9
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Practical examples on how to use the Variation Regulation| | Practical examples on how to use the Variation Regulation

s o e st

1 t#dl—‘-hﬁmuﬂﬂhu-wu: ﬂam‘pnu-nﬂ'.ln—l—ql‘p-n:
ey prishm e e P

ﬂnhﬁmm;w ) :

4 Compaarey vohuduss i, or d penflsd rompeare sutom. eln it tha ooy and th
gl e arr e e ;w-#-ﬂﬂ“#rﬂrfmi-“hl—m

So, we ware able 1o cateqorize the change, to know which

Practical examples on how to use the Variation Regulatio

Second example: & minor change in the manufacturing process:
change of a reaction time from 3 to 3.5 hours in the first slep of a
four step synthetic route.

Ll Chingrs e e smalirtoring. provess of b | Contiions so | Ducosermsmiivn | Mrecobere
prer il e e Fuliled | 4 b sepplied o

af Mimar shangr b s msmslectnring procrs of dr | 1 L L& & [ L]
vy wmbed s T

As you can see: T conditions to be fulilled! Only then It is a Type 1A
variation.

aelay o da avinr s ;
YT— o v g . conditions need to be fulfiled and what documentation we should
_:ﬂ::_.mw:.'.f:: submit Lo support this change,
i ks A—u--hm- - (W] ]
e s Y S Lk A
APIC e * APIC . a

Practical examples on how to use the Variation Regulatiol
5o, let us have a look at the conditions:

Conditiom
1. Mo wverse chasge in qualmve inl quasinahe isprny prolile o1 i plytioo dwinal propmes
L The rousir reesants the diese e mmerieduies revin the same asld dhesr s a0 Brw Fragent cakn.

o wond i the procrit. In e e of herbal medicined prodwt. dhe grograglend sowrce. production of
the Terhul selatune md (b siosdamineg s e the L

1. The syeodiisnons of the s dmtanns o ismrmedines are wsrhunged.
& The chirpe in lally desorised i vhe open fapplianes) pan of a0 A Sebmaane M B, appleabls
%, The smve puliiancs @ oot s bologral fenmmnslegical wstince,

& The chasge dom not rele in the prograplscal souoerr, i g smde o prodh of o berkal
grohel.

T, The dhasge dosr mae refer i the morcied past of an Active Subriance Magier T

APIC &

Practical examples on how to use the Variation Regulation

Caondition 4 - the change is fully described in the Applicants Part
Condition 7- the change does not refer to the Restricted Part of an
ASMF

Manufacturing process changes will almost never meet these
conditions.

And thus not a Type |A variation, bat a Type B!

T )

A short excursion around the world

Obrviously this trip around the werld is not meant to give you an
axtansive overview ar training in how to do changes around the
wearld.

The purpose of this overview i to show you thal when changes ane
described in mone datal in guidelines, less discussion is needed
betaveen the different parners: betwean the MAH and the drug
substance manulaciurer, bebwesn the MAH and the Health
Authorities.

10 AZ#ERESHE
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Can the regulatory system in Japan benefit? Can the regulatory system in Japan benefit?

Cansultations:
In Japan, there & no guideline with such an extensive description of nsu

all potential changes, their classification and the documentation
neaded 1o support tha change. Ewven though the principle of such a consultation is highly

Obwiously the Pharmaceutical Affairs Law does give information, appreciated by Industry, we fesl Inat it should only be used for

but there is a lat of raom for interpretation. complicated changes (complicated because of the nature of the
This means that it is often difficult to categorize a change, and this || Product, Ine complexity of the change, anticipated shortages etc )
often leads to dicussions with the MAH's and the in country Also we feel it would be beneficial if the actual manufacturers could
caretakers. sit in on such meetings to provide further background infarmation
{in english) if needed.

The fact thet consultetions are now requested and granted for
somelimes simple changes puts an unnecessary addiional burden
{in terms of workload and thus costs) on the PMDA

We would therefore very much support the development of more
detailed guidance with respact to changes

Can the regulatory system in Japan benefit?

A big applauge goes to Japan for changes in the manufactunng
description, as there in fact the consullation is done during the
review: for all parameters it is already defined in the review stage
whether a change leads to a Minor Change Appheabon or a Partical
Change Application. This is in principle a truly science based
approach.

Unfortunataly, we do have some feed back from owr AFIC
members that sometimes they are forced” to mention parameters
as critical

The implementation of 1ICH Q12 will hopefully lead 1o further
harmonization of the regulatory classification and handling of
changes in the luture, As for many other topics, international
harmonization is key, W

Ms. Marieke van Dalen Vi 8 L T PMDA ICEGE L 7- HIEIC DWW T, Al=E D PMDA ORI [B1%
IRGELIZE A, RD2EDARXY HAHDE L,

APIC : S HICREIT 5. K DEEMR AT A X 2 ZADVERRZ BV L2,

PMDA : F5EH OFRIIC & > T BN R THERME 5 2 LUz, B TIERE O #5115 H ORF
PISIECTHIRTTRNETH %, PMDA DN Z DX S RfAfHAZEALTLE S &, Ho TRUCHS
NZERICHZEEND %,

APIC : FHERODES. M EOFIBROBEEHEH E [FE T 2 D EERR D TREE LTI L,

PMDA : S HRRIC BN TIEZHEEDILIIC X B HIBEE H > T, HIEEEDBELNTWS, LrL, HE
DOESEREFEDFEEEIA T TS DI TIEEWVD T, MF ERNEBASENET ZEHETHELTE
5o THDIEW,
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EHOAE Table of contents

Dutling of Hevised Pharmacouticnls and Medical Devices Act
W+ =4eS0 Article 13-3-2
(BEREA W o DA e oo D A o 2 1T 5 LA D08 5 TR

s WHERD— Article 14-2
{0 R LN o 2 )
sWPMEnEo T Artide 1472

(RN, PR B CRILBE N o0k B & dr e R BR 25 0 i o i )
EWIMORBE TR ENS D &
Hi S 1 AR L R

Change Control system in the approval systen
HARNAFLTHERSDE

Anothor proposal for MF systom
MFY 2 LORERS - b

Another proposal for Wotifications
Wi A oS TS D

AREZREES
EHIEFESR

Adoption of internationally consistent
quality control method

Adoption of internationally consistent
quality control method

Mt+=ERm=E0 Arvicle 13-3-2
B AL W R R O PR 0 2 4T D BT 6R 5 )
Now Registration system for a foreign manufacturer that oaly storing operstion

BEEHR0=Z02 article 13-3-2
B 5 LR R 0 (R B 0 T T Rl 2 0 5 )
HMow Regis ¥ yadem for a foreign manufactarer that enly

[Muw aystem]

WO AHETT S AEELER 2 TERETI LD, ARRERSEEER
AT LemE i,

It is neot mecessary to get an Aecreditation by registering & forcign manufacturer
that only storing operation.

[Current system]

R OLET I AREEN Th-TLARNSEFEEERRT LS LE,
It is necossary 1o got an Accreditation for a foroign manufacturer that enly
slCTing oparation,

HerbR .
In this case, the manufacturer that only storing operation dose not includo
Folbowing case,
CETEE, RELTT ) Haw

A manufncturer that performs Inbeling, packaging, testing.
+ TP T A R T S T

A manufactarer that stores & prodect just before the market releasing decision.
« MR ENED A WAL & 5 L AT £17 5 MR

A manufactarer that stores products that requine special management, such

as biological products and radiopharmaceutseals,

FRE O ENT S SR LT GOPE AN S e B,

The manufacturer that cnly storing operation must scoopt GAMP Complianoe
Inspection.

A WS,

Registration needs to be renewed every 5 years.

Adoption of internationally consistent
guality control method

Adoption of internationally consistent
quality control method

WAEEOZ Article 14-2
(N EE 7 22 )

Mew application sysiem of periodic GMP O v lmspection

W+HEEDZ Article 14-2
New application system of periadic GMP Complisace Isspection

[Mew aystem]

B — o TR o A o, I O GO £ D T o B o
Iﬁ iﬁ;ﬂ"?t 5, M—oRETROEOERLRE., £ETORA IS, (2
For all products that aro same manufacturing process category, the
manufncturer can apply an application of periodic GMP Complinnees [nspection,
{Every 3 vears.)

[Current systoml
:ﬁ?ﬁllu1$\!!lﬂl#ﬁtmxﬂﬁﬁltmm-tﬂb.m*h:

Far specific prodisct. only MAH can apply an application of periodic GMP
Compliance Inspection for specific prodect,  (Evory 5 years)

[Selection of Application system]

HERGAF A R S 0, R L AT AR LA F AR D,
Whes apply ing periodie GMP Complissce lespection, 1 can be selected ether New sy idem of
CUMeRt syalem

[Balection conditional

Eiyhi 2P AR IR Sk, I — I T ol T2 I il
BETLEEELD,

11 % mecesaary B cane fally cosriader which o 10 selest, the number of products in the wame
masufatering peoccss cabepory and the diference in validity period

I MAH appros e, the: appl Troms 1 @ sil will By puomaibl

[hsusnes of {ertificars|

IO RAFH & ME S, EEREES T 2D, RENEEEN X
i, 8 TGP AP R L,

The cortalicale will be mascd o e manulaciurcr el mects the inspocion

IT the certificate cxmis, thorg is o neod o apply cach product for poriodic GMP Compliance
et
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Adoption of internationally consistent
quality control method
—

B+EEOEOT Article 1472
(EESEE:, BEMENEAEE MRS ORE & h A iR 5 NN o)
Confirmatson of Post Approval Change Management Protocol

Adoption of internationally consistent
quality control method
EEEEEEE——

BHEECZ Arcicle 142
Mew application system of periodic GMP Compliance Inspection

(4%, MmO L) MAHH., ARERGEERLCABRAALAFTO—EORECHIHEE ST, KZHE

Ol Al e O TR,
Can forcign manufacturers apply directly?
+ RMRIEEC L VAR AP ANREI LTS,
BOTEN AT ARNESRA L2500,
If the quality system is confirmed by the certificate. is the quality
aystem exclded from the conformity survey of new product®
+ TP B ST P R W5 S B D o,
After the cortificnte is issuecd, how will MUAH that newly wish to wse it be
handled?

WAL BN

TERERBERT L ENTEE,
MLAH mn recrive confirmation of plans far partial changes b the approved matters of
appreved pharmsceutical products in the fllowing cises,
LE e )
Change of masmieoiwning metbod.
EhLhlRmC il LTI E
The changs mosts with 1k established standands,
SRR ERE L LS
The changes do sl afect olcacy o elficacy el

el Applicagion: 20,G00FY (1ALEE
Confirmatien: 323,000~ 1, 385 BOAIFY (3010~ 1L951USE)

EELOCLNERS
WO 1 &, FaRIE 3 A0 B)IC L DR LTy R e A e & e,

Thee pre consultaison system for PACMP that had been implemented on a trial basis from

April, 2008 by otificatson has bees begislated

ARFEOEECESRR-HI0V T IRTRFRONNE 1§, ETER

Adoption of internationally consistent

Adoption of internationally consistent

quality control method quality control method

WHEECEOT Article 14-7-2 W+EEo-EDT Articls 14-T-2

Confi af Poat & I Change M: ® Confirmation of Post Approval Change M Protocal

ICH G2 Lifis Cyche Manngemunt | ENHEOMETHERS - b
PACMPOES  Elements of n PACMP I FAQFIER SN STA I QNS K34 - TR—ERAT S,

BT SRERUEORSEESURMERN A deealed description ot prpeed ERnL TRAnERERORIE, O ARG S E

.'TEHMU--‘:"‘TI'##WQ“!MW_! A list of spradic It is expected that the contents of the technical dats regsired for each
eeats anad stadies m be e the p imipacs of the genposed changeis) item will be globally comsistent.

“.lh'ﬂ"ﬁ'llﬂ-ﬁm The suitabilicy of 1he appesved control stFategy

s FURORETAE RN Ay st conditions o e Bt
-+ M- mEES i RO SR bR T 2 DR R —
Supportrve dats fom prevaias expemenee with the same of sisiler grodes e allow fe rsk
migian

AETEIREST T — Proposed ngurting catsgory

+ PRSO FrERRR G RELTT DRSS tﬂ_. I."m.ﬁm.tm shai oeguing verefication will b
prrfarmid usdir the 'S,

*Elemests of PACMP are with € d
manngymend prodecols IRV, 30 March 2002F and
Compambility Frotoools fee Human Dirags and Bislogics © PRAFT CLEEANCE . P Apeil
Pl

o post approval changs

laran
CJapan D i decivable

consistent.

Elements of a PACMP -
B>

to be globally

Adoption of internationally conaistent

Change Control system in the approval system

quality control method
—
WIEEDEN= Article 1472 Change Control system
Confl iom of Post Approval Change M t Progoood
| Comparison for Reporting Categories |
e e R R

;H; W’J‘ M PR SRR AR TR O IR oY TR R
£

Friar 80 the new rogistratios of MF, & nirw csssaRation systém mganting 15 arranpomsnl
of lawzes neparding MF in ddvascs and (e sdequacy of dicemania, e

+ MF: RS A FEOEECRT SRR T A

Nw ernsullaion systi rganding changos in Sl retend i MF
EREESRN G0 T, For OREE R SRl D,

Ty marer avetem, vhe validivy of minor changes s reviesod based on the dioa wyvees
SxomEAlTR, ¥k wRRfthh e,

W2 FATHERSZ k-]

BERCE W i Minor change & R AT 588, US-DMFOMinor
change-PASMPOType LA variation & I L THAR S h3Bhth 5,
US-DMF & Minor change® & ERIT S 8880 5,

It &= iranslated as Minos change, but i may be confused with Minor chamge of
LIS-DMF and Typse LA varation of ASME [t s necessary (o dstingussh it from
US-DMF Minor chamge etc.

I the I sinple g the el am {wr i jo 1ok pritemed, [Example]
[ 1 | Simpe Conant | L . il
‘urrent ayetem imple Conan X 1
o S Ot - ) .':.".'f.“ “":’"]"“' = Minor change o [ Minor change(INR) |
INew system| Niw Comsultntion | Dinta-hased neview ] )
L e IBR: 1 i Notification

Foe: 00,0002 LS

quired after the time of releasing

HEXERESHE
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Change Control system in the approval system

Change Control system

| Comparison for Reporting Categories I

EEFRAFLTHELE - L2
EETRAT LI T F o=~ eHE BT, US-DMPRASMPS
Moderate change b Rz A F LERAT S Z EMAERS,

Lo order w0 achiove gobal consistency of change control systems, it s desirable
o intrcdwer n sy=tem zimilar 10 Moderate change of U5 DMF and ASMF.

DM

T E T T T g

Change Control system in the approval system
| Change Control system

| Comparison for Reporting Categories

i ERERAFLTHEASL - A

|G- TR SRR L TOREAF S -, RS TER
| BB RL Ol ine BT LTI E,

| B R R L e B oul e D DR E R B,

| [t b= dezirable $o establish a guideline that clarifies the measures required for
| ehange tontral

Pre-examinntion aystem

MFAFLTRENDLZ E-1

MFPOWFERH BT S RoRENWC L WESMEEnE,

RS &2 F AziA T, Cortification of Suitability to the EP
menograph(CEP) @ .5 5 WM FEA MDA S 27 A0 B LEE LinT
Rz vy,

It would bo destrnblo to use & system that undergoes precoxnmination, such ns
the Cortificavion of Sustabiliny to the EI* manogenph (CEF)

0 '-"";Lmv:'-
Qi g Mt PN
‘-:,;-II 'an {“ ql.ln“' -H,F\.::': m&.“*“”"%.uh"".’.
e .,q SR VTR s T ek
";_I I.;..v;!’?\-'*'i \'.""'1' WA
.L"."I. |, [
i

[*eRERSERBNEDIENC L ) REOARCTENR |

I . A
W—HE— | EEACTERR RIS AOKR g
[Miner g | R M . /
{INE HETE |
D .b.thn?"n . i : i e -\
gt il | UB-DMF: Gidance for Industry-Changes tomn | ',
) -;'l:'!'l-':! “1h 0 R L e Approved MDA sr ANDA. {April, 2004) ,""' "\
| i X 3
[*RREREwrRREROER LD mannmm | 2 . '-.___,-"‘-._k /
Another propoaal for MF system Another proposal for MF aystem

In-Country Care Taker

MFi-aFLTHERSZ L2

SN R A AMF & T LG, RN R 20&00, W2 kb
ERESTALCHET SL£ENDD, BEBCE@eA S v 7 28 5B
EERLINARNE TR, AT AICRAT, EEPMATES -
FLoRAGEE L oTRE D,

Fer Barigen manufsctuners wha have @all who are Muent in Japasess, it woald
b disirable to use o systen that allews direct application in sddition &0 the

current Aywsbem.

Ensuring
romnfidensesbity

psruction
'\lmﬂﬁnr.mnn: Rateh
vaom of
| fform®
Im:r:.ﬁ:.u!l e L

M"Fmﬂﬂ_ Pt

Dot iata ol e

Another proposal for Notifieations

| A A F T A > Notification(sVGuideline{s)

BRINA FZ A rORUTRERSZ L
| A ERERECEN LR L, A P A s ol R S
ez, ZhGORE LM EREO SRS ERD,
In order to promote the understanding of foreign manofscturees and reques:
| nppropriaty responses in socordance with notifications / guidelines, it is
| dessrahle 1o publsh nn English translatson at the snme tieo as thess
promulgation

SiheoEN RN, &—E LRV TERE S FS A o
iz kRO ERARERS,

Even if it is difficult 1o donll with theso issoos, it is desirnhle vo publish on
Englizh translation of key wonds when notificntion / gusdelines ane issoed.

[ RPAMRE

QM SRRz RED

Tertification of

D TG i) oL,

ity k2 ERTS
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Today’s Contents

B Application Form (AF) is a legally binding document in
Japan.

B A post-approval regulatory action is required if a
marketing authorization holder changes the
description in the AF (included MF) .

B In change control of AF, scientific justification of the
change must be thoroughly explained using CTD at the
time of application.

B Consultation Service for Quality

AGEPOER & MF HEHE O

PMDAY T v Y
ERMFEEN
NEHEAEEEMS

Change of Generic drug approval application data
to CTD format

Post-Approval Change Reporting Categories
Impact on
quality Japan us EU
High Fartial ehange Wajer charge Type || varmbon
Application (Prior appeoval tor approval of
of P i wanaton
Modarate Minor changs Modemin changs 'I'yptﬁ vanation
Hotifieaticn 1)Suppilsmment- (Notitcation bafces
{within 30 days afier |changes being effected | implementation and MlAMs
implementation of | (CBE) in 30 days st wail & pasiod of 30
2ySupplermies Type 1Ay, vanabon
changes being effected | Immediate notification)
[CBE)
Low S0P Minor charge Type lA variation
(Under GMP change | (Annual repon) (Motification within 12
cinel) g A
implemantation)

h Pharmavvarivals and Moloal Devices Apracy

® “Handling of documents to be attached with the

prescription drugs approval application”
[PSEHESELD Motification No. 0311-3 dated Mar 11, 2016)

& Basic concept
In principle, the documents to be attached with the approval application
shall ke compiled In accordance with the CTD

« CTD application from March 1, 2017 onward

# Checking of required items using the attached checklist

= (Checklist would be useful for efficient review
{shorten review times)

Review in change control of AF

m Trigger
» Partial change application
B Review documents
= AF and CTD Modulel
# CTD Module2&3 (e.g. actual data, validation data, stability
data)
® Points of reviewing
& Reasons for the changes
# Justification of change in the view of the control strategy
and the quality attributes
# Checking based on the current review standards
{justification of the starting material, impurity management, control of
crystal potymorphism, controd of residwal sohents, use of recovered
solvent etc.)
# Minor change Notification

Points to be considered
when creating documents for application (1)

= In the drug product application, objects pertaining to
minor change notification and application for approval
for partial changes must be mentioned separately
= The possible impact of description of changes such as
manufacturing process on quality
(A= per PFSB/ELD Motification No.0210001 dated Feb 10, 2005)
# Risk assessment based on the quality attributes

m In partial change application, justification of the change
must be explained at the time of application using CTD,
in the view of the control strategy

& Pharmirarial and Myl Devioes Apeacy

AZERESHE 15
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Points to be considered
when creating documents for application (2)

Points to be considered
when creating documents for application (3)

® Quality attributes of the active pharmaceutical
ingredient (API)

» Quality attributes of the AP is an essential information for
explaining the propriety of the control strategy and the
manufacturing process

& Examples

= Solubility

=~ Polymarphic form

= Related substances and impurities

= Particle size

= Stability (influence of light, humidity and temperature)

m Describe the pertinent starting material and multiple
chemical transformation steps.

= Note that the adequacy of manufacturing process shall
not be judged only by the sufficiency of the number of
reaction processes.
= Justification of the starting material (Ref. ICH Q11)
—» Evaluation of the control strategy

Consultation Service for Quality

®  Abbreviated Consultations (2004-)
;‘.a{;I&:E-.;-M or required in PFSB/ELD Notification Mo,0210001 dated Feb 10,

m Face-to-Face Consultations (2012-)
+ Cuality Consultations for Generic Drugs
(PMDA Notification Mo, 1004003 dated Oct 4, 2011)

® Trial Consultations (2015-)

Consultation on confirmation before minor change
notifications of drugs
{FMDA Notification Mo 0914001 dated Sep 10, 2015)

= gglcgﬂr Quality Consultations for Generic Drugs (FY

{PSEHE/ELD, PSEHB/CND Motification No.0309-1 dated Mar 9, 2018)
{PMDA Notification No.0330001 dated Mar, 30, 2018)

Consultation Service for Quality

= Abbreviated consultation on confirmation before

change notification of generic drugs(FY 2018-)
{PSEHB/ELD, PSEHB/CND Motification No.0309-1 dated Mar 9, 2018)
(PMDA Notification No.0330001 dated Mar. 30, 2018)

m Consultation on confirmation before partial change

application of generic drugs (FY 2019-)
(PMDA Notification No.03 29003 dated Mar. 29, 2019}

m Consultation of MFs used for Generic drugs

Abbreviated Consultations

Quality Consultations for Generic Drugs

= Consultation cases related to the API
® Regulatory procedures by changing of..

» Manufacturing process (charge-in amount, machine, operation
orders, scabe up, batch mixing, grade of solent )

=~ Specification and analytical procedures { alternative methods,
reference standards or materials ¥

= Control points and control values of the starting material
= Re-working/Re-processing

m Points of Response (without data evaluation 1)
# Reasons for the changes
» Related notifications
& Quality attributes of the AP
& The possible impact of the change on quality of the AP
& Research on the similar cases

m Consultation cases related to the API
Selection of the starting material

Material control

Manufacturing control

Establishment or change of Specification

Retest period

Safety evaluation of the impurities from the AFI

® [ssues to be discussed (with data evaluation!)
= Will the quality be ensured equal or better than before?
# |5 the proper validation established to evaluate the quality
change?
€ [ssues to be discussed at the Pre-consultation meetings

16 HFERESHR




Trial Consultations
~~ Consultation on confirmation before minor change
notifications of drugs~

Abbreviated consultation on confirmation before
change notification of generic drugs (1)

m Consultations to confirm the change corresponds to
minor change notification with data evaluation

m 30 to 50 consultations were conducted in each FY

= Consultation cases related to the AP

» Extension of the shelf life/retest period of API(no
commitment

# Change of measurement condition/maodel of NIR

« Change of the regent used in the analytical procedures
# Specification change by USP/EF monograph update

» Change of container

h Pharmacvatiah asd bedial Dk Apecy

m  This consultation is conducted when a discrepancy
between approval matters and actual conditions is found.

= Consultations to confirm the improvement of the
discrepancy corresponds to minor change notification

m Consultation target

o Discrepancy arisen from simple typo or oversight with the minor
change notification

& Discrepancy which is confirmed by MAH that it doesn't affect
quality, efficacy and safety and the change had been conducted
under appropriate change management

=If there are crucial improvement points, the MAH has to recelve

administrative guidance from the MHLW without applying this

consultation

Abbreviated consultation on confirmation before
change notification of generic drugs (2)

Consultation of MFs used for Generic drugs

® The PMDA confirms whether a discrepancy does not
affect quality, efficacy and safety
# If there is no prablem, the deficiency would be solved by
submitting a minor change notification

# [f there are crucial improvement points, the MAH has to
receive administrative guidance from the MHLW

m Application for new MF registration

® To solve the issues which arise in a process of the review in
advance

» To confirm sufficiency of the documents for application

® Minor change of MF

# To confirm the change corresponds to minor change
notification with data evaluation

Current policies, practices
and available relevant documents for DS

® "Guideline for Descriptions on Application Forms for
Marketing Approval of Drugs, etc. under the Revised
Pharmaceutical Affairs Law”
{PFSE/ELD Notification No.0210001 dated Feb 10, 2005)
o referring to filing of the drug substance(D5)
manufacture, which recommends for applicants not to
register a simple step.

® ICH Q11: "Development and Manufacture of Drug
Substances” dated July 10,2014
& Implementation of Q11 in Japan has made the starting
material (SM) selection more risk-based and applicants
have submitted a longer manufacture route.
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