Case Studies
(Articles / Position Papers)

* How can this be achieved?
~ Task force within Q-IWG
+ Identification of topics and potential coliaborators
« Establish process for outside contribution

+ Recommend the topic and potential collaborators 1o
Q- WG

- Q-IWG to assign topic cordinator(s) among its
members

— Final review and approval by entire Q-IWG (e.g.

by telecon)

Training / Workshops
Goals and objectives

* Enhanced harmonised implementation training to
industry and regulators at the three ICH regions

- Conducted by ICH experts, who developed the
guidelines and members of the ICH Quality
Implementation Working Group (Q-IWG)

+ The only workshops endorsed by the ICH QIWG and
conducted by the same faculty in all three ICH
regions.

+ The training will cover the integrated use of the ICH
Q8, Q9 and Q10 guidelines and Q&A across the
product life cycle, from development to
manufacturing and commercialisation

Training / Workshops
Outline of the training

* Outline
- Presentations (lecture)
— Break outs / Small discussion groups
~ Panel Discussion Session

* 2 days workshop before the ICH meeting
- Europe: Spring 2010
- US: In between in Washington D.C.
—Japan:  Autumn 2010
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Proposed additional activities

* Identifying the need of revision / update of
existing ICH Quality guidelines in the context
of ICH Q8, Q9, Q10 and pending Q11

* Other evolving topics impacted and
stimulated in the light of the new paradigm to
be identified for avoiding potential dis-
harmonisation

* Proposal to revise the Q-IWG mandate will
be presented in ICH St. Louis
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1. Lz

B TIE Q8, Q9 R QI0 @ Implementation
Working Group iZDWTH#E L1

TNV—7OEEHEME, Q8 QI RUQI0 DK
Li-MAERBEEHAMIITYI Z ERY, “0=>
DHAFTA4 Y EHEFEDRTCIVRZVEEE LT
5ZETY (Table 1), Z A — B Ih-ER
ELT, 203FEDTZ v L NEFEMREE LD E
T 20K, BAMR (Q8), REVYRITRUA
b (Q9), BRIHEY XF74 (Q10) MIFRS
NELKL INBHAFNS4 0L BAaMTHy,
SHEOFHIBADH I L% L, EhUiRDAN
BELBENTVWELE ThbORETYWREIDL
T, BRERPTHEIERIBL 2N ERITR -
T& 7 (Table 2).

2006 £ Quality Strategy Meeting TiE, Q8,
QRUQONDHA « I L TIISEBEESE
<. HIBERBCEREZT > T ithid 2o
RBEGELNEWIREAINE L 2007 Fin
D, FRARDQIWG 1B Xh, Zo%k, 3@
face-to-face Meeting 21 IWG & L CHbh. 2009
F6AMRTIEED QIWG MBBgEXhE L7~
(Table 3). :

2. Q-IWG DRFFEL BY

BEREL, FELEEOERENR. AED
SHEREMR, Q8, QO RV QIO QYA K54 volaE
MEDEMEHEND - LT, $HBAL HEE
BOFILORIFEAL DS E V- L BROBE
BEEELTRY ETET. Q8 QI RU QL0 (i

HE*

A RBRET B $FECERINEICH
D Quality 4 FJ 4 Vil DBERRIT &
BEXONIDT, ThbDEEREOE LTHIE
LTnhEEd

iz, Q8 QRUVQONA KT 48T 5a
RaZi—vaVEbb—oUsETNEY Atk
IR, QEARHEEMEFRT S, Ak s
FEERETD, V—2vas IEMI YT
N

AEN L QIWG OBEEX, %%, Quality by
Design, HIER, ERREEV X744 -BFED=
DOBFIZDONT, IWG DRBEWTH S, Q&A,
White papers, Position papers RHEHOER, 7 —
7y ay THBLREERRTFT A ETT

&2 IWG T, ICH @ web site %58 LT IWG |
Y OREESIIAITET. Q& A d Questions &
Answers %t v b T%, Questions 7213 T3, 8%
ARG ET. Fio, EOEERNEGE ORRE
EEETDFETT (Table 4),

200FDHR—- 5 VFEBT, EOZDDHEE
THPEZRIT, Brain Storming %47 0WF L 7=,
ZDBMREBONITREIZONT, AB|ERIIAA
Quality by Design (27 # 1) %, Pharmaceutical Qual- ’
ity System/Inspection I XBCHREZNFEMSL T,
AR QA DIERETWE Li-, ¥ 43E
®wEORBEIERIZ W TLERA LE L

2008 FRKDT 5 v ¥ VT, SBLUTFERLE
BAHEBOD Q& ALRFLEY, faceto-face DERT
WLEZRIRLE L. 20k, 2BTo®LE .
Q&ARERE Treview L, 200943 AOBHELHE

* BVEESRAHENETESS HASHBAR LRR 11181 (5158-8501)
T MBAEROH 20 B ICH AIHES (PR21IE6A 128 BN i385,
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Table 1 Objectives

Globally consistent implementation of Q8, Q9 and Q10

+ Maxinmum benefit from the interaction between the guidelines

Final Concept Paper , ICH IWG on Q8, Q9 and Q10, Novemberl, 2007

Table 2 Background

bttp!/fwww.ich.org/LOB/media/MEDIA4457 pdf

Table 4 Q IWG operation

« In Brussels 2003 a new quality vision was
agreed on. emphasising a risk and science-
based approaches to pharmaceuticals in an
adequately implemented quality system.

 As a consequerice, Pharmaceutical Develop-
ment (Q8),Quality Risk Management(Q9)

» and Pharmaceutical Quality System(QlO)
were drafted.

¢ Because concepts and principles are rather
new, it is important to provide clarity/further
explanation and to remove ambiguities and
uncertainties.

Table 3 Hlstory

e Quality Strategy Meetmg, Fall 2006 Chmago
» Quality Strategy Meeting, Spring 2007
Brussels
» Quality Satellite- Roundtable, Fall 2007
Rockville :
» Informal Q-IWG, October 2007 Yokchama
~ Final Concept Paper endorsed by Steering
Committee
¢ First Q-IWG Meeting, June 2008 Portland
= Three breakout sessions on Knowledge
Management, Quality by Design, Pharma-
ceutical Quality System/Inspection.
* Second Q-TWG Meeting, November 2008
Brussels
~ More than 40 Q&A’ s agreed by IWG
Feedback collected.
¢ Teleconference on March 11, 2009
- 30 Q&A’ s adopted
Third Q-TWG Meeting, June 2009 Yokohama

TRRMIC 04D QA FRIRLELE Z0Q

&AIRICHD web site IZIBRIN T &Y (Table

5).

3. A4 K54 VEROEOD Q& A

Q&A N LY. Quality by Design Dt 2
Y a () Real Time Release Testing DRAIC LY,
Ny FOMFAMIZE DL D nHEYH B0 & OYE

Pharmaceutical Regulatory Science Vol. 40 No, 12 (2009)

» Areas of Topics
- Quality by Design, Knowledge Manage-
ment, Pharmaceutical Quality Sys-
ten/Inspection
» Outcome/Product from IWG
- Q&As
~ White papers
~ Examples and Case studies
- Training, Workshops
« Work processes/Collaborations
- Within IWG .
~ Proposals to IWG at the following ICH Q-
IWG web site
(http//www.ich.org/cache/html/5050-272-
1.html)
- Collabarations with non-profit organiza-
tions .

Table 5 Progress in and after Brussels
meeting

p More than 40 draft QA’s were agreed

"« Regional review of draft QA's

» 30 QA’s were adopted at telecon on March
11, 2009 (http://www.ich.org/LOB/media/
MEDIA6290.pdf)

FIC4 (Table 6).

Batch release & V> O~ O T OB RRY
¥ C, Real Time Release Testing #475 #,
MEORR, DEVHRORBRETI0EHL LT
Batch release RfThon %§. EEICH, GMP TT
TONSEHE QBT DU OMEAIE T L2 BN T
HVETH, Real Time Release Testing DAL,
ICH © Q8(R1) LEEXNTWEY. & B, R
BROEEBIBIL GMP I > TEERFhN T
Thbb, —DOFA RS54 VTHELED &
) practice LD H L THEYRIFLEY. 20
#lid GMP T COWBI BB T AEYTCTnD, &
DEIEQEAZH L THRILERSE WS 2 E

T
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Table 6 2. Quality by Design: 2.2 Real Time Release Testing

Q 01: How is batch release affected by employing real time release testing?
A’ Batch release is the final decision to release the product to the market regardless

whether RTR testing or end product testing is employed. End product testing involves
performance of specific analytical procedures on a defined sample size of the final prod-
uct after completion of all processing for a given batch of that product. Results of real
time release testing are handled in the same manner as end product testing results in
the batch release decision. Batch release involves an independent review of batch con-
formance to predefined criteria through review of testing results and manufacturing re-
cords together with appropriate GMP compliance and quality system, regardless of

which approach is used.

Table 7THEERDBEVXFLOEA 2T 5
Q&A %, Table 8 {213, GMP EZE~ADA V32 b
BT 2D Q&A O—FIERLF T,

Table 94%, ICH Q8, Q9 Btf Q10 DRHIZXYV
HBEHOBEBEELHFWAHREDIDEDLIDM,
EWSEMTY.

HHNRBEDXIEED - 7=Dd,

QIO ik, ARFHOEHEIMMNRKREIN, (HA,
MESowR, RUBBEMOWEZES, 90
RE, CETILDOBRNABRVARIEEINT
WE3. MBREEEIHFLWVES T2, Q8 Q9
BEU QI OHBIEHLLIEETYT. 7, Q10
T, BEDWDHW S enhanced approach, Quality

Table 7 8. Pharmaceutical Quality System

Q 01: What are the benefits of implementing a Pharmaceutical Quality System (in accor-

dance with ICH Q10)?
A: The benefits are:

- Facilitated robustness of the manufacturing process, through facilitation of continual
improvement through science and risk-based post approval change processes.

- Consistency in the global pharmaceutical environment across regions

- Enable transparency of systems, processes, organisational and management, responsi-
bility.

- Clearer understanding of the application of a Quality System throughout product life-
cycle. ;
- Further reducing risk of product failure and incidence of complaints and recalls there-
by providing greater assurance of pharmaceutical product consistency and availability

(supply) to the patient.

- Better process performance.
- Opportunity to increase understanding between mdustry and regulators and more op-
timal use of industry and regulatory resources. Enhance manufacturer’ s and regula-
tors’ confidence in product quality.

- Increased compliance with GMPs, which builds confidence in the regulators and may
result in shorter inspections.

Table 8 4. ICH new quality guidelines’ impact on GMP inspection practices

Q01: How will product-related inspections differ in an ICH Q8, Q9 and Q10 environment?
At In the case of product-related inspection {in particular pre-authorisation) depending on
the complexity of the product and/or process, there could be a need for greater collabora-

tion between inspectors and assessors for example for the assessment of development
data. The inspection would normally occur at the proposed commercial manufacturing
site and there is likely to be greater focus on enhanced process understanding and un-
derstanding relationships e.g. Critical Quality Attribute (CQAs), Critical Process Pa-
rameters (CPPs). It will also extend into the application and implementation of quality
risk management principles, as supported by the Pharmacentical Quality System (PQS).

Pharmaceutical Regulatory Science Vol. 40 No. 12 (2009)
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Table 8 5. Knowledge Management

Q 01: How has the implementation of ICH Q8, Q9, and Q10 changed the significance and

use of knowledge management?
A: Q10 defines knowledge management as:

‘Systematic approach to acquiring, analyzing,

storing, and disseminating information related to products, manufactunng processes

and components’,

Knowledge management is not a system; it enables the implementation of the concepts

described in ICH Q8, Q9 and Q10.

Knowledge Management is not a new concept. It is always important regardless of the
development approach. Q10 highlights knowledge management because it is expected
that more complex information generated by appropriate approaches (e.g. QbD, PAT,
real-time data generation and control monitoring systems) will need to be better cap-
tured, managed and shared during product life-cycle. . In conjunction with Quality Risk
Management, Knowledge Management can facilitate the use of concepts such as prior

. knowledge {including from other similar products), development of design space, control
gtrategy, technology transfer, and continual improvement across the product life cycle.

by Design, HHNR process analytical technology
A LIHES0MEEEN, JEELATER
IDT, IVARTEDEEENEND L @g'@i
mhEhThwES.

3 & b & Knowledge Management {3 Q10 CEZ%
Eh, HHINTHETH QDR ThbhTh
% enhanced approach # EROBRBCEAT H &
% |2, enhanced approach DHIB* XD &> it BHF
LT, EnLdizsite B LTINS i)‘c‘:@gk
RRLThDET.

4. RRESETO Q- IWG DR
HETIZKEL< ﬁﬁ“c_ﬁa)ﬁﬁi@}i‘éﬂaﬁ#ﬁbn
FL%

Q&A K DWTIHBMAEREN, TOBE 10
HOQEA VT EIRINE L.
FLLERINE WV HEO—D¥BALET
(Table 10). ThiZMNER TR, FARNABAR
DEFPIEABEIE W EMTT. EERGHR

BHRIZEY, HRASBFICFHHATX 2RECTHHIZ
Ty, WABR, DAL MEBIT, BEDHDNINE
I LELREE LSRR, WESPICEAT
EHRRBZRTE RSV ERIEENTHET
ZDI ENERNBRYRII SIS ARIIRDERNT
WEd

Case Studies #RIR$ D7=mizik, AHRIE
review L CEIAT 32121, £ OFNIXLEE
DI-OEALE L S Y, IWG B & 434+
[ 4& & 3£ B T Position Papers % White Papers
@ D EIIRY, Task force Y. SHBEVE
AEF (Table 11).

-7, Q8 Q% KU QL0 @) implemen-
tation F AP THFILHIEEL T, QIWG
BEEEL Ty sy TORMEREREL, #
HBRBAETARINE LK. Table 27 —2 %
sy TOERHEEZRLET. Q8 QIKRUV QL0 &
Q&AZTDRAAR, BEADZ A 7H 1427 VIZEDY,

AR DIo T v S e Su s sx it

Table 10 2. Pharmaceutical Quality System

Qxx' What information and documentation of the development studies should be available

at a manufacturing site?

A: Pharmaceutical development information (e.g. supporting mformatlon on design space,

chemometric model, risk management,

) is available at the development site,

Pharmaceutical development information which is useful to ensure the understanding of
the basis for the manufacturing process and control strategy, including the rationale for
selection of critical process parameters and critical quality attributes should be available

at the manufacturing site.

Scientific collaboration and knowledge sharing between pharmaceutical development and

manufacturing is essential to ensure the successful transfer to production.

Pharmaceutical Regulatory Science Vol. 40 No. 12 (2009)
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Table 11 Case Studies (Articles / Position
Papers)

o Q-IWG findings
- Many publications, workshops etc. avail-
able
- @ IWG will not endorse existing articles
+ Resource intensive' reviewing, decision,
maintenance etc.
+ Potential regulatory concerns
- Q- IWG will initiate, encourage and col-
laborate on paper development consistent
with Q8, Q9, Q10 guidelines and Q&A
» How can this be achieved?
~ Task force within Q-TWG

+ Identification of topics and potential col-

laborators _
+ Establish process for outside contribu-
tion

+ Recommend the topic and potential col-

laborators to Q- ITWG

- Q-IWG to assign topic cordmator(s) among -

its members
- Final review and approval by entire Q-

IWG (e.g. by telecon)

Table 12 Training / Workshops' Goals and
objectives

» Enhanced harmonised implementation
training to industry and regulators at the

~ three ICH regions

‘» Conducted by ICH experts, who developed
the guidelines and members of the ICH
Quality Implementation Working Group (Q-
W&

» The only workshops endorsed by the ICH Q-
IWG and conducted by the same faculty in
all three ICH regions. ‘

+ The training will cover the integrated use of
the ICH Q8, Q9 and Q10 guidelines and .
Q&A across the product life cycle, from de-
velopment to manufacturing and commer- -
cialisation "

Table 13 Proposed additional activities

» Identifying the need of revision / update of
existing ICH Quality guidelines in the con-
text of ICH Q8, Q9, Q10 and pending Q11

.» Other evolving topics impacted and stimu-
lated in the light of the new paradigm to be
identified for avoiding potential dis-
harmonisation

» Proposal to revise the Q-TWG mandate will
be presented in ICH St Louis

ETY. b -V ORRRAEBRES T TR
2, TROFEPEROAMELADTHOFE
T . -

HEOMERDY, HMBEELH, HEE&EL1H, %
WF a4 ZAH vy s VEEASBVWOIEK 2 HOEE
FRE L TCWNET. BRMERIAIE, BRI 2010 0
75y VRIS, BATH 2010 FROBRKSR
Bz, 77XV CHREOMBEVEFELTWET

5 &bYIC (Table 13)

Sk, B2EQUETEHUATIILT, BAE
D Quality A FS5 A VinEEBELE XD LTz,
FDHEDL D BRHERRETINERIEL, F

CWTETHIFETY.

Eho, FBLLOBEHOEXHHH L BDT,
INEEZOLDIIIE/D D, IWGTHRL TE
T, SFETCIQIWG R I NRA—LTE D,
QL0 & &Iz Step 4 IELK Q8R1) TF. Z0
%, H1IFTQIWG DEBIIKTT2LBEXN
TWELZEN, PLFILWI X% N5 & T
BAEEINAZ LD Ed. SROERHEAIR
VMV ZAEBRBWCEERR&\REZ TS
St ET.
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Working Groups Ramp up
Quality-based Implementation

Tsuyoshi Ando, Yukio Hiyama, Yoshihiro Matsuda,
Tamiji Nakanishi, and Haruhiro Okuda

Representatives of Japan’s MHLW report on recent
ICH activities and what the ministry expects from Q1.

Harmonization’s Implementation

‘Working Group for the quality trio
(Q-TWG) held its third meeting in Yoko-
hama, Japan, this past June. Established
in October 2007, the group's mission is to
promote consistent implementation of ICH
Q8 Pharmaceutical Development, ICH Q9
Quality Risk Management, and ICH Q10
Pharmaceutical Quality System around the
world and to help industry and regulators
maximize the benefits that can be gained
from interaction between the guidelines,

The International Conference on

Quality-trio Implementation

Because the concepts and principles
within ICH Q8, Q9, and Q10 are rather
new, it is important to provide clarity
on how they can and should be used.
Since April 2009, Q-IWG has published
40 questions and answers on the ICH
website addressing common questions
and concerns. Topics addressed include
design space, real-time-release testing,
good manufacturing practices, knowledge
management, and software solutions,

Tsuyoshi Ando is a reviewer in the Office of
Biologics of the Japanese Pharmaceuticals and
Medical Devices Agency (PMDA) and serves as the
Ministry of Heatth, Labor, and Wetfare (MHLW) Q11
deputy topic leader; Yukio Hiyama* is section
chief for the Division of Drugs at the National
Institute of Heaith Sciences (NIHS) and the MHLW
Q9 and Q10 topic leader; Yoshihiro Matsuda
is a reviewer in PMDA's Office of New Drugs

(OND) and the MHLW Q11 topic leader, Tamilji
Nakanighl is a reviewer in PMDA's OND and

the MHLW Q-IWG topic leader; and Haruhiro
Okuda is director of the Division of Organic
Chernistry at NIHS, all in Tokyo, Japan, hiyama@
nihs.go.jp. industry is welcormne to submit
proposals 1o Q~IWG at www.ich,org.
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The relationship between continuous-
process verification and process validation,
and the topic of postapproval product-
related inspections have been identified
for further discussion.

In June, Q-TWG assigned case-study
topic coordinators to write and publish
articles and position papers on the quality
trio guidelines. In addition, Q-IWG agreed
to sponsor three workshops in 2010—one
in each ICH region (North America, Eu-
rope, and Japan)—to enhance harmonized
implementation training among industry
and regulators. The workshaops will be
conducted by ICH experts involved in the
guidelines’ development.

Q11 makes headway
Representatives of the ICH Q11 expert
working group discussed the pending
guideline on Development and Manufac-
ture of Drug Substances, including chemi-
cal entities and biotechnological/biological
entities, during the Yokohama meeting,
The group prioritized items that need im-
provement in the guideline’s text, which
currently exists as a concept paper.
Participants agreed that the scope of Q11
should not be limited to what to filein a
common technical document (CTD)—the
bulk of the concept paper—but also should
address the more general concepts of drug-
substance development and manufacture.
The group also discussed sections on
starting materials, process validation, de-
velopment, and control strategy. The group
intends to create a revised draft of Q11, in-
cluding a new product life-cycle section, at
its St. Louis, MO, meeting in October 2009,
A Step-2 signoff (i.e., consensus by all ICH
parties) of Q11 is expected in June 2010.

Japan's perspective

One challenge facing Japan’s Min-
istry of Health, Labor, and Welfare
{(MHLW), an ICH party, with regard
to Q11 is that the quality of informa-
tion on drug substances submitted in
new drug applications (NDAs) is often
inadequate, especially when using the
drug-master-file (DMF) system, This
inadequacy occurs because DMFs are
often prepared by companies that are
unfamiliar with NDAs. Despite being
created in a CTD format, in many
cases, the DMFs’ description of manu-
facturing process and justification of
control strategy are insufficient, lead~
ing to increased review time and work-
load on the part of the regulators.

In addition, Japan’s Pharmaceutical
Affairs Law was revised in 2004 to in-
troduce the use of marketing business
licenses. These new licenses, which re-
placed traditional manufacturing busi-
ness licenses, enabled pharmaceutical
drug marketing authorization holders
(MAHs) to outsource their products, a
practice that is expected to increase sig-
nificantly in the coming years. MHLW
also expects MAHs to appropriately
carry out technology transfer and 1o
perform change-management controls
based on knowledge obtained in devel-
opment studies, with the goal of accel-
erating continual improvement.

MHLW hopes that Q11 can be a use-
ful tool to encourage communication,
not only between industry and regula-
tors, but also between manufacturers
and outsourcing partners. Under Ql1,
pharmaceutical companies will be en-
couraged to clearly state the rationale
for their manufacturing process and
control strategy in their NDA docu-
ments and within any cutsourcing ac-
tivity agreements. PT







