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Health Canada .
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ICH Quality Strategy Discussion
JPMA Proposal for Discussion

Oct. 21,22,2006
in Chicago
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ICH-Quality Topics Future Development (1)

The reason is still unclear why biotech
manufacturing guidance has to be
under umbrella of small molecules.
Manufacturing perspective, somehow
biotech guidance is prepared to cover
those historically and is more
advanced in this sense. It may be
needed that biotech group has to be
in the discussion of overarching
guidance, which biotech has not been.

(R34 F 58]

KIZ, QbD” X “Design Space” 3%/ 72
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BRILETHD, ELTWET (RFA4F
59],

ICH-Quality Topics Future Development (2)

“QbD” and “Design Space” are
new concept and there is a strong
need to reach precise and same
level of understanding.

— Between product types
~ Between regions
~ Between regulator and industry

(R34 K 58]
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ICH-Quality Topics Future Development (3)

By now, we have been discussing guidance by
sharing experience. Recent quidance is
conceptional, and positioning may be different
from existing guidance. We need to confirm new
direction of ICH.
— Experience base vs. policy base
~ Readiness/need/impact on regional regulatory
environment i
— Are we clear that we are going to implement new
guidance on conceptual discussion basis

- Does each region deal with ICH guidelinein a
same way?

(RS54 F 60)

& 51T, Q8'Q10 T mandatory TRV & W
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ICH-Quality Topics Future Development (4)

We know that Q8 -Q10 are high level
guidance and not mandatory. This
could cause confusion when we made
quideline based on "non-mandatory”
guidance.
— Not mandatory but overarching?
— Gray zone has been always existed.
We covered by discussion on science
basis but not conception basis.

63
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ICH-Quality Topics Future Development (5)
JPMA suggest actions as follows
regarding biotech guidelines:

- Prepare biotech guidelines as it is.

- Set mechanism to review with experts
for QbD and Quality Risk Management
when needed

- During discussion, call for comments
on these concepts

(RS54 Fe62]
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ICH Q Strategy Discussion
MHLW'’s View

Oct. 21,22, 20086, Chicago
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Drug’s Quality is NOT for itself, but for Efficacy and Safety

@s uring Efficacy and Safem
4 1T

Effective Combination of Critical Quality Elements
{from both product and process aspects)

N

The Approach need not be a Single Path,,

(X34 Fe4)
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To meet Products of different properties and
to ensure their quality & consistency, the
more the approaches/tools and their
effective combinations are for Regulators
and Manufacturers to choose from, the
better.
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Japan’s Science-Based
Effective/Efficient/Flexible Quality Regulation

Modute 1 g~
onin-g e Legally Binding
’} " (to ensure safety & efficacy)

“Shonin-Sho”
{Approval Document)

)

Module 2 References

{Q Overall Summary} -
rd

Process Elements
(Process D

Product Elements
(Product R & D, Raw
h

Quality An;ﬂam.s, Balch Anatyels, etc) Proceas Control, In Process Test,etc)

(R34 F66)
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Japan’s Science-Based
Effective/Efficient/Flexible Quality Regulation

:Manufacturing Process
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[ &Q Control
Critical Mfg.P 3
@ Essential Elements
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Evaluated from L] °é Qto ‘;e e
¢ : nsure
S/E Viewpoint specification By @
(]
(RS54 F67)

e BIBLNULTHOYDER, B, ®HELA
NTDEDER, EHFICEZEBE. TN
b Yoz abEsrnik, MEOHEK.
EEMEMRE - BB LV BRI RAELE
DE>HLOTHLRWVWHIT T, —&EMITIZ
BMEENBIRTHZETHDIN, TORY
HEVWNIRL, EEEEMAR/IELND
MENWHSZERRA L PTHDHT L,

e A5 4 K8 TT L —T=—2 LEbD (i
HAMmb-TRLE4DODER) B, B
RPAPRETERELALVTORBHERE
FOHABLBELEZTWVDHR,

o REMENMEIRIZKETIHFTIE. B
FLENEBRTOILENDHD &,
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Process Product
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Process Controls/
In Process Testing
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TWRW ERRBELEZEWSI L ThY 9,

Japan's Science-Based Effective/Efficient/Flexible
Quality Regulation
Module 1 Legally Binding {~ GMP target)

“Shonin-Sho” .
{Changes are subjects of regulatory
{Approval Document) @ hS < review & approval }

] E P S+ Relevant parts may be reflected to
J individual GMP by manufacturer
Jchangeable according to GMP
’ .  Mmanagements)
’ > < N
’ 1 ~.. N
ol =

Module 2
(QCS)

Module 3

{without justification and
qguistory review & approval)

(XS54 K 70)
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MHLW'’s Position

1. No new dominant Philosophy needed

2. Maintain Scientific-based, Effective, Efficient, Fiexible
Regulatory Approaches to ensure Product Quality and Its
Consistency in relation to Safety and Efficacy

3. General Revision's Cost (Human Resources, Time) too
Large, where aimed Approach already allowed.

4. Notion on QbD, DS etc. still NOT solid enough to rely on

5. DSin Q8 is a concept that might be proposed by applicant
in some cases where possible and appropriate,No new
regulatory requirements beyond the current situation is
intended by Q9; Q10 is optional

6. ICH Guideline on Manufacture of Bio Drug Substance is
currently lacking and ready to develop where appropriaig

MHLW'’s Proposal

« ICH begin developing a guideline relating
manufacture of biological/biotech drug
substances (High level: based on Yokohama's
Concept Paper)

« Continue with the ongoing guidelines, i.e. Q8R,
Q4B, and Q10.

- Implementation on Q8 (Q9 and (Q10), as being
not mandatory guideline)

- Discussion on QOS
. NO need to revisit any existing GLs at present
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Missing Link

NCE Bio

Drug Subst. Qsc i?
Drug Product. Ga
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ICH Quality Strategy Session
Report to the Steering Committee

Robert BAUM, PhRMA
Jean-Louis ROBERT, EU

Chicago, 25 October 2006
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Gaps & Opportunities

* Guideline on development and
manufacture of drug substance
(chemical and biotech)

« Clarification of key terms and
concepts .

* Quality Overall Summary
* Post-approval change management

mn

Topics to be considered (1)

+ Drug substance guidance addressing chemical
and biotech (similarities & differences), traditional
and ‘best scientific practices’ for S2 of CTD

+ Clarity on terms and concepts (implementation of
Q8, Q9, Q10)

+ Q8 and Q10 EWGs to work together on high
priority terms

+ Guidance on content of an ‘improved’ QOS
placing key information into QOS backed up by
Mod 3.

+ Updating of existing guidelines to accommodate

technical advances .

(RS54 F75)
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Agreement

* Continue development of
the current activities:
Q8R, Q10, Q4B

(R4 E77)
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Topics to be considered (2)

* Others (important, but can affect
legislation):
—Post-approval change management
systems not harmonised

-Distinguish between sections of
application for review/approval vs life-
cycle commitments

(A5 4 F78)

A7A4AF791%, #HEEMBINL—F 1282
el EKIE—oBOMIZE LT T
SCIZTRDART vy FICAITTDREL WS -
LTTVELLERNETY, SCHR-ha £
BLILEWIZ LT, %O, -8
RV E ZATT AR,

o MMEHMKLIEEHEICETI2MWME XM
STV DI, 7Y 2y EALTICHQ




BMICET I EREET. RTEED
e EEHNAFFTAIZEL T & /8
AFOEMRRLOXMNEFELEIT S

EWVWHIZETHYET,

Proposed Next Steps
« The two co-chairs suggest

~To continue and finalise ICH Q strategy
discussion in Brussels in order to work
out a harmonised quality strategy and a
workplan.

—To continue the dialogue between
chemical experts and biotech experts on
a section S2 (drug substance) guideline.
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batches
Focus on optimization and reproducibility, not
process understanding or sobustness

Aspect Baseline Approach uality-by-Design Approach
P P Y-D) gnAp
Overall Mainly empirical Sy i 'al- . ;uwr';nd ic understanding of
: - mput matenal attnbutes process par. ameters to
Pharmaceutical Dex cloPn;lema‘l re.search ofien conducted drog product CQAs, Multivariate experiments
Development one vanable at 2 hme 1o understand product and process, Establishment
of design space, PAT wtilised
i Fixed justable within design space
;f_‘:‘:::"“""g Validation primarity based on initial full-scale mcyde approach to i'_'alisgz;ion and, ideally,

continuous process verification
Focus on control strategy and robustoess
Use of statistical process control methods

Process Controls

In-process tests primarily for go'no go decisions
Off-line analysis with slow response

PAT tools wtilized with appropriate feed forward
and feedback controls, to provide a more
reproducible product

Process operations tracked and trended to support

continnal improvement efforts post-approv

Primary means of quality control -Part of the overall quality control strategy

Pmd.“ ot . Based on regulatory expectations, and batch Based on desired ptodng performance with
Specifications data available at time of registration relevant suppotive data

Control Strategy Drug product quality controlled primanly by Drug product quality ensused by risk-based control

intermediate and end product testing.

strategy for well understood product and process
%ualiry controls shifted %psucam. with the possibility|
of real i

“time release or reduced end-produdt testing
Lifecycle Reactive to problem solving and corrective action; Continual improvement enabled and provided for
Management Extensive post-approval changes within the design space

ObD approaches to product and process development will varv from firm to firm and from product to product.
An applicant might choose to implement only certain aspects of the QbD concept (e.g., material attributes, select

unit operations) 1o gain enhanced understanding regarding those aspects, while applying baseline approaches %5
other aspects of development.
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