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ICH Q10 Pharmaceutical Quality System

Pharmaceutical Product
Development Manufacturing Discontinuation

Investigational
GMP

Management Responsibilities
PQS Process Performance & Product Quality Monitoring System,
Elements CAPA System, Change Management System, Management Review
Knowledge Management
Quality Risk Management
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EEMMEIATL(PQS) (ICHQ10) )’('CH

* ICH Q100 B #J (1.5 ICH Q10 Objectives)
[
€ Achieve Product Realisation (8 &=EH0DER)

€ Establish and Maintain a State of Control (&2 cEi-iREDHEL R UH )
L‘ Facilitate Continual Improvement (##x#IckE DR )

*mEY=a7JL (1.8 Quality Manual)

A Quality Manual or equivalent documentation approach should be established and should contain
the description of the pharmaceutical quality system. The description should include:

(@) The quality policy (see Section 2);

(b) The scope of the pharmaceutical quality system;

(c) Identification of the pharmaceutical quality system processes, as well as their sequences, linkages and

interdependencies. Process maps and flow charts can be useful tools to facilitate depicting pharmaceutical quality
system processes in a visual manner;

(d) Management responsibilities within the pharmaceutical quality system (see Section 2).

mEBEY=aTIVICZIE, MEBEAE. PQSOEEH. PQSIZCHITHAREEDEELELFLH
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EXSRAESRTL(PQS) (ICHQ10) YCICH
*ICH QLOISTRENABREMMDEFE (2. MANAGEMENT RESPONSIBILITY)

Leadership is essential to establish and maintain a company-wide commitment to quality and for the performance
of the pharmaceutical quality system.

2.1 Management Commitment

(@) Senior management has the ultimate responsibility to ensure an effective pharmaceutical quality system is in
place to achieve the quality objectives, and that roles, responsibilities, and authorities are defined,
communicated and implemented throughout the company.

(b) Management should:

(1) Participate in the design, implementation, monitoring and maintenance of an effective pharmaceutical quality system;

(2) Demonstrate strong and visible support for the pharmaceutical quality system and ensure its implementation throughout their
organisation;

(3) Ensure a timely and effective communication and escalation process exists to raise quality issues to the appropriate levels of
management;

(4) Define individual and collective roles, responsibilities, authorities and inter-relationships of all organisational units related to
the pharmaceutical quality system. Ensure these interactions are communicated and understood at all levels of the
organisation. An independent quality unit/structure with authority to fulfil certain pharmaceutical quality system
responsibilities is required by regional regulations;

(5) Conduct management reviews of process performance and product quality and of the pharmaceutical quality system;

(6) Advocate continual improvement;

(7) Commit appropriate resources.

EEMMEVATLOBEL., TELREEEIITHEELHS !
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PIC/IS BEERN—RAREBRFIEAARS4> (Pl 046-1) DINTRODUCTIONI(Z (&= - -

When different medicinal products are produced in shared facilities, the potential for cross-
contamination is a concern. Medicinal products provide a benefit to the intended patient or target
animal; however as a cross contaminant, they provide no benefit to the patient or target animal
and may even pose a risk. Hence, the presence of such contaminants should be managed
according to the risk posed which in turn are related to levels that can be considered safe for all
populations. To this end, health based limits through the derivation of a safe threshold value
should be employed to identify the risks posed. The derivation of such a threshold value (e.g.
permitted daily exposure (PDE) or threshold of toxicological concern (TTC)) should be the
result of a structured scientific evaluation of all available pharmacological and toxicological data
including both non-clinical and clinical data.
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SRXFEREDAREEZHLT H=OIC. HICDEEDLANILDIFRZTITONE,
2 1§_J§l ﬁﬁ@% %R 5 E (Health-Based Exposure Limits (HBEL)) (&, EECHE
EEZRETIADREBNRITARDAVMDBKREIIZEWTAHAWSZE,

Increasing hazard

.
-

>10000 yg/day 10000 pg/day 1000 pg/day 100 yg/day 10 pg/day <10 pg/day

Health Based Exposure Limit (HBEL) - PDE

Diagram developed from an original concept published by ISPE. Source: ISPE Baseline®
Pharmaceutical Engineering Guide, Yolume 7 — Risk-Based Manufacture of Pharmaceutical

Products, International Society for Pharmaceutical Engineering (ISPE), Second Edition, July
2017.

(PIC/S QUESTION AND ANSWERS (P1 053-1) 1 June 2020 &Yik#:)
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= _ A)
=REDEEIE (PIC/S GMP Guide: PE 009) @;31(:15

PIC/S Guide to Good Manufacturing Practice for Medicinal Products Part I (PE 009-15) [C&k&& -+

3.6 Cross-contamination should be prevented for all products by appropriate design and operation of
manufacturing facilities. The measures to prevent cross-contamination should be commensurate with the risks.
Quality Risk Management principles should be used to assess and control the risks.

Depending of the level of risk, it may be necessary to dedicate premises and equipment for manufacturing
and/or packaging operations to control the risk presented by some medicinal products.

Dedicated facilities are required for manufacturing when a medicinal product presents a risk because:

I. the risk cannot be adequately controlled by operational and / or technical measures,

1. scientific data from the toxicological evaluation does not support a controllable risk (e.g. allergenic potential
from highly sensitising materials such as beta-lactams) or

iii. relevant residue limits, derived from the toxicological evaluation, cannot be satisfactorily determined by a
validated analytical method.
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A RIZBIFASRICEVTE, HRFEZRYES F = (BRABKICROONERFDH
ZRYBSEFERVELFNOERMEINERAEDAZRYFOEXEZEZR REICEL
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O XXFLIHEICIVMDHERFICERGEENRSEENDHHHMF (FRUVEHE
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BHREBEZLHAIENTELGINMGS

(%) PIC/S GMP Guide (PE 009) ; Part 1 (Jlc /g
. Pl
Chapter 5; 5.20 C

A Quality Risk Management process, which includes a potency and toxicological evaluation, should be used
to assess and control the cross-contamination risks presented by the products manufactured... It may be
acceptable to confine manufacturing activities to a segregated, self-contained production area within a
multiproduct facility, where justified.
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MER AT HEAICEFTAEIRIELDOHIEICDOLNTIE, PIC/SOREEA AT AXE

Pl 043 “CROSS-CONTAMINATION IN SHARED FACILITIES”. Pl 046 Annex “GUIDELINE ON
SETTING HEALTH BASED EXPOSURE LIMITS FOR USE IN RISK IDENTIFICATION IN THE
MANUFACTURE OF DIFFERENT MEDICINAL PRODUCTS IN SHARED FACILITIES”. Pl 009
“INSPECTION OF UTILITIES” NS E(ZHHEDTHHZ L,

F. HBUREORLEHLTHEBISHALT, BRMBLRT LERRHICTDBBIE FEEROES
DU AT LEBL TR SN S ETISERMEEET LD THIL,
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(%) PICIS GMP Guide (PE 009); Part | (L;?](_‘,IS

Chapter 5; 5.17

Normally, the production of non-medicinal products should be avoided in areas and with
equipment destined for the production of medicinal products but, where justified, could be
allowed where the measures to prevent cross-contamination with medicinal products....
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