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Quality Assurance Operation in
GMP Manufacturer

GMP 25z 2 QA Z ik E

‘ Date: Jun2023
Speaker: Pichiang Hsu (¥7i554)
@

Email: pichiang.hsu@gmail.com

Purpose of this talk

» To guide through the content of the Quality Operation.

» To provide some considerations, possible interpretations
and where appropriate examples

* To link regulatory requirements to inspectional
considerations
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History of Quality

The quality profession has a long history. Joseph M. Juran
(1988) has traced the practice of the quality profession
back to the ancient Egyptians and the building of the
pyramids. For centuries, quality was intrinsically
associated with craftsmanship. This changed dramatically
with the Industrial Revolution.

Modern quality practices originated in two stages:
1. mass inspection in the early 1900s
2. control chart around 1930

History of Quality

The next big push for quality emerged during World War 11
when suddenly peoples’ lives could be destroyed by poor-
guality products.

Two of the leading practitioners of the quality profession—
W. Edwards Deming and Joseph M. Juran — established
their professional credentials during this time.

Deming (1982) emphasized that the keys to quality are in
management’s hands — 94 percent of quality problems
are due to the system and only 6 percent are due to
employees.
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History of Quality

Deming’s 14 points:

Create a constant purpose toward improvement 1900-1993
Adopt the new philosophy
Cease dependence on inspection to achieve quality
Work with one supplier
Continuous improvement
On-the-job training
Leadership
Drive out fear
Break down silos
. No slogans
. No quotas or numerical goals
. Remove annual ratings or merits system
. Institute of education and self-improvement programs
. Involve all workers in the transformation

HBOONOOA~WDNE

ol
DWNRFO

History of Quality

In the six decades since World War Il ended, great quality
leaders have emerged.

» Philip Crosby popularized the concept of zero defects
» Kaoru Ishikawa created the Ishikawa diagram.
* Lean philosophy

« Six Sigma
99.74% Good = 3 Sigma 99.9998% Good = 6 Sigma
20,000 lost articles of mail per hour Seven articles lost per hour

Unsafe drinking water for almost 15 minutes | One unsafe minute every seven months
each day

5000 incorrect surgical operations per week 1.7 incorrect operations per week

Two short or long landings at most major One short or long landing every five years
airports each day

200,000 wrong drug prescriptions each year 68 wrong prescriptions per year

16




What is Quality

The totality of features and characteristics of a product or
service that bear on its ability to satisfy stated or implied
needs. Not to be mistaken for “degree of excellence” or
“fitness for use” which meet only part of the definition. (ISO
8402)

The degree to which a set of inherent properties of a
product, system or process fulfils requirements.
(ICH Q9)

A measure of a product’s or service’s ability to satisfy the
customer’s stated or implied needs. (FDA)

What is Quality

Quality is not a program; it is an approach to business.

Quiality is a collection of powerful tools and concepts that
are proven to work.

Quality is defined by customers through their satisfaction.

Quiality includes continual improvement and
breakthrough events.

Quiality increases customer satisfaction, reduces cycle
time and costs, and eliminates errors and rework.

17




The importance of Product Quality

In December 1940, Winthrop CERTIFICATE OF PURITY

Chemical accidentally produced
sulfathiazole tablets contaminated

with phenobarbital. Each tablet - lHEI’] il

contained about 350 mg of ' - !nEI!i';

phenobarbital, while the average
adult sleep-inducing doSe Was ONlY | s siawy, Siver som siscsr resecy, 30 parely vegscesns

. and doea not gontain any cllc’:lel, marcury, oregecte, mOTr=
phins , opilum, strychnine sonaine nluanepotann(;au-utm}

100-150 mg. Used to treat bacterial | s o e e s e ‘ane oe any”

rarmful or bablt produsing druges. ESwanp-Root was discovered

|nfect|0ns’ Sulfath'azole had through soisptifio research and study by Dr. Kilmer, who grad-

uated with bonere and ia now actively engeged in the practios
of his profession, which =elling hoe has sucoessfully followed

rE|atlve|y IOW tOXICIty and WaS Often Tany years. |Bsate of Hew York, Ucunty of Broome, }s.s,

City of Biaghamton,

1 1 J ¥, Kilmer, senior pember of the firs of Dr. Kilmer
prescribed in large doses. 4 0.1 0 ths Gity o Bingeamton, Deunty of Broows, Siate of
Lmw York, boaing duly eworn, deposss end sats that the

Hundreds of deaths and injuries guatantes of yarily of resploot as deroribed 1n the

forsgoing certificate, 1o in ell regpects tros.
resulted from the accidental intake | &ererisessi arse Foreas M AiHoren
of such large amounts of -*""“;bf".;.*“"“i‘.,&,.‘
phenobarbital.

Dr. Klimer's SwampeRect fs not mesrtrmasded foe everyihing. bot I you hawe
L et  trsue, 1t will be Lot pist the remecly 1o neod. | g Ruck erakes friends
standard o punty, srengih and £xo tllemx

tha
u.u.emuu«s-m.—,-ml-eb,na f you have 2ot lmady had ove.

Jimg o B Riemee & o, Binghusian, N. Y. Mmuwmmmmu_\m
’.”" ady coneinoed ttal Swaren-Finct ta what you nsed. you can puchess fhe sepulis
i s bl o1 dreg loraevchars Don't mike any miaiks, 20t fmambee

« Cross contamination

* Inefficient Recall

The Importance of Following GMP

Cross contamination issue — Aug 2019

More than a dozen children in Spain
have been diagnosed with "werewolf
syndrome" after an error resulted

in medicine used to treat alopecia and
hair loss being sold as heartburn
medicine for children.

https://www.usatoday.com/story/news/world/2019/08/28/what-werewolf-syndrome-outbreak-afflicted-babies-spain/2139900001/
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Quality vs. Business

Drugs and Medicine Exports by Country August 27, 2020 by Daniel Workman

Countries

Below are the 10 countries that exported the highest dollar value worth of drugs
and medicines during 2019.

+ Germany: $56.9 billion

+ Switzerland: $47.8 billion Exported Dollar Value
* Netherlands: $31.1 billion 60
+ Belgium: $29 billion 50
+ France: $26.6 billion 2
* ltaly: $24.8 billion £ 2
* United States: $24.3 billion g 10
. . i T 0
* United Klngdom_. _$18.3 billion S PSS S eSS
+ lIreland: $17.9 billion & & F Ve & &
« Denmark: $15.5 billion o \3&“0@@*
Quality vs. Business
Drugs and Medicine Exports by Country August 27, 2020 by Daniel Workman

Advantages

The following countries posted the highest positive net exports for drugs and
medicines during 2019. Investopedia defines net exports as the value of a
country’s total exports minus the value of its total imports.

» Switzerland: $2§.5 billion Positive Net Exports

* Germany: $26 billion w

+ India: $13.7 billion %

* lIreland: $13.6 billion [~

+ Denmark: $12.3 billion o

+ France: $10.8 billion z .

» Netherlands: $9.7 billion 0

- Italy: $7.5 billion S FE S TS TS S
+ Sweden: $5.3 billion & ¢ ¢ -

» Belgium: $4.9 billion
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Quality vs. Business

Drugs and Medicine Exports by Country

Opportunities

August 27, 2020 by Daniel Workman

The following countries posted the highest negative net exports for drugs and

medicines during 2019.

* United States: -$55.1 billion
e China: -$17 billion

+ Japan: -$12.1 billion

* Russia: -$9.9 billion

« Saudi Arabia: -$3.8 billion

» Australia: -$3.3 billion

* South Korea: -$3.2 billion

» Brazil: -$3 billion

e Taiwan: -$2.6 billion

+ Poland: -$2.3 billion

a
v
S 50
g
S 20
& 10
0
o o . N >
A N O P S
& & W o 7 T ¢
,.&b & ¥ &
0@ &P &

Negative Net Exports

2. Quality Tools and Quality Systems
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Quality Operation

Defect Prevention Defect Identification
Proactive Approach Reaction Approach
Managerial Tool Corrective Tool
Process Oriented Product Oriented

Everyone’s Responsibility  Specific Team’s Responsibility

Modified from https://techqualitypedia.com/

7 Quality Tools

« Cause and Effect Diagrams
+ Pareto Charts

* Flow Charts

* Check sheet

+ Scatter Plots

» Control (Run) Charts

» Histograms
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7 Quality Tools

Check sheet

Telephone Interruptions

Day
Reason
Mon Tues Wed Thurs Fri Total
Wirong number Hit Il | 4t Il 20
Info request ] Il 1] 1] Il 12
Boss Hit Il Hitll I 111 19
Total 12 [ 10 8 13 49
120
100
3 80—
2
5 60
2
& 40
20
0

RUN-UP

EM_ |MOTORSTATIC' _ MOTOR
TEST TEST

SYSTI
INTEGRATION INTEGRATION
MANUFACTURING PROCESS FAILURES

Cause and Effect Diagrams

| MACHINE METHOD | MATERIAL l
WORN WRONG SEQUENCE INCORRECT.
MATERIAL
UES TOOSLOW JATER, T
EXCESSIVE _, SPEED |y
GEAR WEAR 100 FAST
PROBLEM
EXCESSIVE

T INSUFFICIENT

WORN POOR TRAINING- IMPAIRED VISION
CALIPERS BAD ATTITUDE T00 LOW~,
WRONG TEMP
SPECIFICATIONS T00 HIGH

MEASUREMENT | PERSONNEL | | ENVIRONMENT

Flow Charts

Scatter Plots

SCATTER PLOT EXAMPLES

Average Wall Thickness

. .
o o, W
o )Y " :
o " L.
o .
OI Positive Ol Negative OI No
Correlat Correlat Correlat

Control (Run) Charts

Upper

Control
Limit (UCL)
8 Average
3
2 of Al
s Samples
5
Lower
Control
Limit (LCL)
Pareto Chart of Late Arrivals by Reported Cause
1600 — 1000w
12 o 0o
e _ oo
w08 - oo
o s
o2 0o
sna s00m
ne 000
10 10o%
o0 oon

Oversept Emergency

Build up a Firm Foundation

Planning

Design

https://www.awhooker.com/resources/cost-changes/

Construction

Completion
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What is PQS?

ICH Q10 Pharmaceutical Quality System

elements @

Knowledge Management
Quality Risk Management

Enablers

What is PQS?

ICH Q10, Pharmaceutical Quality System

® |ICH Q10 demonstrates industry and regulatory authorities’
support of an effective pharmaceutical quality system to
enhance the quality and availability of medicines around
the world in the interest of public health.

® Implementation of ICH Q10 throughout the product
lifecycle should facilitate /nnovation and continual
improvement and strengthen the link between
pharmaceutical development and manufacturing activities.
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The Importance of Building an Effective PQS

® Compliance with cGMP - Lower the risk of regulatory enforcements
and product recall

® Maintain a good company brand name — run a more competitive
business

® Continuous improvement — reduce cost and increase product quality

® Reduce regulatory submission timeline (ICH Q12) — increase market
share

Typical FDA Warning Letter Recommendation

CGMP Consultant Recommended

Based upon the nature of the deviations we identified at your firm, we strongly
recommend engaging a consultant qualified to evaluate your operations to
assist your firm in meeting CGMP requirements. Your use of a consultant does
not relieve your firm’s obligation to comply with CGMP. Your firm’s executive
management remains responsible for resolving all deficiencies and systemic
flaws to ensure ongoing CGMP compliance.
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Developing Quality Management System

S¢

Pic Source: https://www.lawyer-monthly.com/2019/07/ai-lawyers-vs-humans-7-skills-that-cant-be-replaced-by-artificial-intelligence/ ‘

What is Quality Management System (QMS)?

/ \_\\
{ )
/

\ /
. ;

Vendor Change

Qualification Control

<:> Deviation Market
Management Complaints

https://famplelogic.com/gms-software-for-pharmaceutical-industry/
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Quality Management System Operation

CA #1
Effe. check

Vendor
qualification

Supplier
audit

CA #3
Effe. Check Fail

PA #1
Extension

“An organization's ability to learn, and
translate that learning into action rapidly, is

the ultimate competitive advantage.”
— Jack Welch
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ICH Q10 Pharmaceutical Quality System

ICH Q8
Pharmaceutical : Technology Product
Development Transfer Discontinuation

Management Responsibilities

Process Performance & Product Quality Monitoring System
PQS Corrective Action / Preventive Action (CAPA) System
elements Change Management System
Management Review

Knowledge Management
Enablers

Quality Risk Management

ICH Q9

ICH Q8, Q9, and Q10

pe— Opportunities to impact
risk using quality risk
[ Design management Q9

Process

| |
| |

Facilities Distribution

Patient ]

Q8
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ICH Q8, Q9, and Q10

Q8 _ Q9 Q10
Pharmaceutical Quality Risk Pharmaceutical
Development Management Quality Systems

Product Life cycle

VooV

ICH Q10 Pharmaceutical Quality System

PQS Enablers:
1. Quality risk management (ICH Q9)

2. Knowledge management
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ICH Q9 — Principles

Two primary principles:

The evaluation of
the risk to quality
should be based on
scientific knowledge
and ultimately link
to the protection

of the patient

The level of effort,
formality and
documentation

of the quality risk
management process
should be commensurate
with the level of risk

QRM

General Process

Initiate
Quality Risk Management Process

Risk Assessment

[«

sk Identification |

v

- - |

Risk Analysis | N

v

| Risk Evaluation |

unacceptable

Risk Control

| Risk Reduction |

v

Risk Communication

| Risk Acceptance | <

100} JuaWaheuRN %SiY

Output / Result of the
Quality Risk Management Process

Risk Review

< - |

Review Events [
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ICH Q10 — Knowledge Management

SE

L ARy 29 T i |
; f‘ of |5 £ 3 i
,,.. ;v'. ,_;. ’:.:; (éﬁﬁ :
U=t} £ A
YR T THA <L &
Pic Source: https://baike.sogou.com/v118120.htm/

ICH Q10 — Knowledge Management

Knowledge management (KM) is a systematic approach to
acquiring, analysing, storing and disseminating information related to
products, manufacturing processes and components.

- ICH Q10
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Knowledge Management and Change Management

ICH Q12

-~

Knowledge Management & Change Management Processes

Development / Co-

Management Review

CAPA

Process & Product
Performance Review
Monitoring

Development Activity

Knowledge
Management

Past Changes

Tmplemented
POQR
Others ...

Stimulus for
change

Change Evaluation

=Science & Risk-based

=Determine the data needed

Change
Management

Approval

Internal Change

Internal company process

Implement
Change

~

Established
Conditions

Notification
(if required)

a) Before change
b}  After Change

Prior-
approval
(if required)

Regulatory
process

3. QA Related cGMP Regulatory Requirements
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2014 FDA Topr 10 CITATIONS

160 __L{l/

120 -

80 -

Frequency

40 -

2015 FDA Topr 10 CITATIONS

250 —N

215

200

150

Frequency

100
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2016 FDA Topr 10 CITATIONS

160
140
120
100

Frequency 80

vy

147

2017 FDA Topr 10 CITATIONS

200

180 -
160 -
140 -
120

Frequency
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2018 FDA Top 10

250
200
150

Frequency

100

CITATIONS

id
~
08

21

2019 FDA Topr 10

250
200
150

Frequency

100

CITATION

__L(”\b

215
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2020 FDA Topr 10 CITATION

Drugs: 349 483-Forms

200

%

[N
w
o

111

Frequency

[N
o
o

2021 FDA Topr 10 CITATION

Drugs: 215 483-Forms

Frequency

35




2022 FDA Topr 10 CITATION

Drugs: 466 483-Forms

180 L/"

160

S

140

120

100
Frequency
8
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The Most Frequent

GMP Deficiencies

The ,, Top Five” Warning Letter Citations (Drugs) in FY 2018

Stability Testing
(21 CFR 211.166)
cited in 15 Warning Letters

Production record review
(21 CFR 211.192)

cited in 20 Warning Letters

Written procedures;
deviations
(21 CFR 211.100)

cited in 26 Warning Letters

Responsibilities of the
quality control unit
(21 CFR 211.22)

cited in 32 Warning Letters

Testing and release for
\ distribution
(21 CFR 211.165)

cited in 31 Warning Letters

Testing and }rpproval or
rejection of components,

drug product containers,
and closures

(21 CFR 211.84)

cited in 31 Warning Letters




The Most Frequent GMP Deficiencies

The ,Top Five” Warning Letter Citations (Drugs) from Oct 2018 — June 2019

Testing and approval or rejection

Stability Testing of components, drug product

(21 CFR 211.166) containers, and closures ) )

cited in 17 Warning (21 CFR 211.84) Responsibilities of the
Letters cited in 17 Warning Letters quality control unit

(21 CFR 211.22)
cited in 34 Warning Letters

Production record review
(21 CFR 211.192)

cited in 21 Warning Letters

Written procedures;
- deviations
Testing and release for (21 CFR 211.100)
distribution : A
cited in 25 Warning Letters

(21 CFR 211.165)
cited in 22 Warning Letters

The Most Frequent GMP Deficiencies

2019

The responsibilities of the quality control unit laid out in 21
CFR 211.22 was the top most-cited issue

wE Ehyg
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FDA’s Expectations of QA Operation

Guidance for Industry

Quality Systems Approach to
Pharmaceutical CGMP Regulations

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)
Center for Veterinary Medicine (CVM)
Office of Regulatory Affairs (ORA)

September 2006
Pharmaceutical CGMPs

FDA’s Expectations of QA Operation

Has the authority to create, monitor, implement a quality system

Ensuring operations associated with all systems are
appropriately planned, approved, conducted, and monitored

Assessing the suitability of incoming components and related
materials, labeling, in-process materials, and finished products

Ensuring procedures and specifications are appropriate and
followed, including those under contract to the manufacturer

Evaluating manufacturing process performance against
specifications and limits

Reviewing and approving production and maintenance
procedures and associated records
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FDA’s Expectations of QA Operation

Reviewing production records and investigating discrepancies
Auditing and performing trend analyses

Approving or rejects incoming materials, in-process materials,
and finished products

Determining the acceptability of each batch for release
Promoting quality in throughout general practices

Remaining independent of product and process development
units

QA Operations

Quality Management

Lot Numbering

Corrective and Preventative Actions
Internal Audits

Product Quality Review
Investigations and Deviations
Rejection

Complaints

Recalls

. Supplier Qualification and Auditing
10.Change Control

11.Raw Materials and Finish Goods Release
12.Reserve and Retention Samples
13. Stability Monitoring

©COo~NOOR~WDNE

39




QA Operations

Documentation and Records

=

Documentation System and Specifications
Equipment Maintenance, Cleaning and Use Records
Record of RM, Intermediate, Labeling, and Packaging
Materials

Master Production Records

Batch Production Records

W N

ok

QA Operations

Materials Management

Receipt and Quarantine

Sampling and Testing of Incoming Materials
Re-evaluation

Warehousing and Distribution Procedures
Label Issuance and Control

arODE
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QA Operations

Validation and Qualification

Equipment Qualification

Process Validation Program

Cleaning Validation (cross contamination)
Validation of Analytical Methods

Computer System Validation (data integrity)

P
ol Lo 1
- \ﬁé,“‘l

-

' Z s,

arwdE

What is the Quality Culture of your Firm?

“Culture eats

strategy
for breakfast.”

Peter Drucker

Pic Source: https://www.ravissant.nl/ravissant-blog/culture-eats-strategy-for-breakfast/
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Quality Culture of an Organization

Quiality Culture of an Organization

Stage | Observable/Measurable Behavior

1 Employees do not follow SOPs even when they are being directly supervised.

2 Employees follow SOPs only when they are being directly supervised.

3 Employees follow SOPs even when not directly supervised.

4 An employee will correct the non-adherent or non-compliant behavior of a co-worker in the absence of a

supervisor.

How to quantify it?

ISPE Risk-MaPP Volume 7

FDA Notices (FR Vol. 87, No. 46)/ 09Mar2022

Quality Metrics Reporting Program
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Quality Metrics (QM)

o For pharmaceutical manufacturing, quality metrics are an objective
way to measure, evaluate, and monitor the product and process
lifecycle. Quality metrics data may lead to higher levels of safety,

efficacy, delivery, and performance.

Quality Management Maturity
v' Quality Metrics
v Quality Culture
v' Quality Systems

Quality Metrics (QM)

Failure to update and innovate manufacturing practices and lack of
operational reliability (i.e., state of control) can lead to quality problems that
have a negative impact on public health.

Continuous
Improvement
Cycle

43




The Importance of Quality Metrics

o For Manufacturer:

Contribute to a manufacturer’s ability to develop an effective Pharmaceutical Quality
System (PQS) for these data provide insight into manufacturing performance and
enable the identification of opportunities for updates and innovation to
manufacturing practices.

An effective PQS ensures both sustainable compliance and supply chain
robustness.

Play an important role in supplier selection and can inform the oversight of contract
activities and material suppliers, as well as help determine appropriate monitoring
activities to minimize supply chain disruptions.

The Importance of Quality Metrics

o For FDA:

Assist in developing compliance and inspection policies and practices.

Enhance FDA'’s risk-based inspection scheduling, reducing the frequency and/or
length of routine surveillance inspections for establishments with QM that suggest
sustainable compliance.

Improve prediction and possibly mitigation of future drug shortages.

Provide ongoing insight into an establishment’s operations between inspections.
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Proposed Direction for FDA QM Program

To provide flexibility to manufacturers, FDA would focus less on standardization of
quality metrics and definitions.

Instead, FDA would identify practice areas that are critical to ensure sustainable
product quality and availability and would permit manufacturers to select a metric(s)
from each practice area that are meaningful and enable establishments to identify
continual improvement opportunities.

FDA has identified the following four general practice areas as appropriate at this
time for the QM Reporting Program:

(1) Manufacturing Process Performance
) PQS Effectiveness

3) Laboratory Performance

4) Supply Chain Robustness

For Example

Quality Metrics % [ score
100% 5
MIR Closed on time (30 days) 90 - 99% 4
LIR Closed on time (30 days) 70 - 89% 3
50 - 69% 2
MIR CAPA Completed on time
<50% 1

LIR CAPA Completed on time

Complaint Closed on time (30 days)

Regulatory Commitments completed
by pre-set due date

APR approve on time

% GMP training on time

Supplier audit on time
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Regulatory Guidelines for Pharmaceutical Industry

c¢GMPs = current Good Manufacturing Practices

— US FDA 21CFR Part 210&211

— EU GMP, EudraLex (EMA)

- PIC/S GMP guideline (TFDA — P2 8 B ik 15 £)
— ICH guidance, WHO guidance, and more....

Regulations are a minimum that must be met.

ipZY U.S. FOOD & DRUG

ADMINISTRATION éﬂP‘_CIS

0 FUROPEAN MEDICINES AGENCY  ~~Znazeureas messsren

SCIENCE MEDICINES HEALTH

Regulatory Requirements in Taiwan

RRED B \ ~
RERZ2E M EUEE  ERETh
T 5% G - WL 574 ol EBEIND « A
BERES  BE REEE - G B -
by =S RE I EETE
e om RYERISERIRGE B BEARYE SIS
BEBOEE T EETET . B RE

PIC/S ) ELiSES p—— EEEIRE Al . I
%aéﬁﬁﬁﬁﬁ ERRZBRIERE BENSESTE  BE

BESERE - 85 -

{ PIC/S GMP { PIC/S GMP [PIC/SGMPJ

\ Partl ) PartII Annex

PIC/S GDP
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Regulatory Requirements from TFDA

BRELMFRELAR
(%—3)

PIC/S  Guide to Good Manufacturing

Practice for Medicinal Products
(PartI)
PE009-13 (1 January 2017)

© PIC/S January 2017

Regulatory Requirements from TFDA

%
L
$=%
Fu¥
$n¥
FNFE
Be¥
FNFE
ERF

B &k
## 27 4 % (PHARMACEUTICAL QUALITY SYSTEM) ........... 3
@ mA¥E (PERSONNEL) 18
R %% 4 (PREMISES AND EQUIPMENT) .occvecveeeeereenns 27
X4 (DOCUMENTATION) 35
4 # (PRODUCTION) 52
% %4 (QUALITY CONTROL) 65
% 4%% (OUTSOURCED ACTIVITIES) 80
¥ ¥ & &E ik (COMPLAINTS AND PRODUCT RECALL) ... 86
4 # % # (SELF INSPECTION) 89
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Regulatory Requirements from TFDA

Chapter 1, PHARMACEUTICAL QUALITY SYSTEM - Principle

Ry SRR B HAE > A 2 ek T IEMEE YA EE 8 £
#i(PQS, Pharmaceutical Quality System ) - 3% 24tk =(E B8l
FHEI(GMP, Good Manufacturing Practice ) % 5/& Ef# & HH (QRM,
Quality Risk Management)

1.4, FEodEnBUERREE L E 29 fEMECR T 55T -
(v) EEMEGIEFEET FEAE - TERAE REEHE - Org
Chart

(vi) Ry IEHE 2 JFRHERGAEATRAYSLE ~ (EBLfE R - (LIERGHYBEEE

BARTE - DU Rt G OO E EVE K B S R (e s S i T2
#E — ASL

Regulatory Requirements from TFDA

(vii) 2R - DUEfRZINEEIVEE — SQM

(ix) XA T RAERZERHEE S - B EE Bl SR R4S R
EPRANTERITTED - DA AT AR AR S A VB E AR 2= —
Investigation and CAPA

(x) PR/ R E IR A D EE ] - DR ] HoAth SR i i B
MR E#(T — Validation

(xii) FREAE A AR BE (FREER) - HRET MR
SeHAMRRE R R E ATV A - B EENZHE — CCR

(xiv) Rz - B5EHVE mik e B RIEREEE - [EEAEE
AR AR R 73 H1 — Root Cause Analysis

(xvi) BEon 2 7 ~ EH AR AR R B ER =02 HE - DIERAE
JRFHAERE 4R L m'E — GDP
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Regulatory Requirements from TFDA

(xvii) H B EREZ /S EFEERIFRZRE - DUEHARME BUEE S £
&8 7 B B AT — Internal Audit

1.6 BlgEaE 2 2 EElE g CIEHED - WASMEHEES
BL > DIMESREIN A ~ EREAGASIRHENGEE — Quality

Council

1.10 Fra & o ivEE T - SYMEBRREM - HIEFEMEESdEE)
A E R ELLGE A BAEA—80: ~ BRI TRRAS S RO B
SR I E M Ry B T 2 0 DAL B R A HE R i B Y
T2 CEEIR - il 2 s @ EEFE T — A DAL —
APQR

Regulatory Requirements from TFDA

Chapter 2, PERSONNEL - Principle

FTvA N S IERR B B B a A A R I BLE 2 S AH R - ISz
AILRCRFERTEIIR > AR TIRARIRY#E A% — Training

2.5 B e EEmEREE A G - afad s B - B EHLE
B DRARIEME AT 2 AR EEm BT > R
1TZ BAYFTEERIHAHE N - BRI FER B A BB (T

» EEMEEREFIR L E M E 81 — Org Chart

2.15 GRS EIE DL > WS TR AV [EI 7 K -
Zo = EETE N B - fEEE KRS HERER - Hygiene
and Gowning
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Regulatory Requirements from TFDA

2.19 EE K FEFEEE R - IBREE  SEFHEFEEY -
BORE ~ A AHYEE A i — Walk Through

2.20 TfF N\ B e 00 5 5~ E RF A Z= BE 1Y 28 o R L8 rn Al 2 5%
HHIEA 5y — Walk Through

Chapter, 4 DOCUMENTATION - Principle

18 B2 W E PR R4 IR 7y 1 B8 EGMP
R > EERYREEE — Documentation

4.7 FEEAE R - JELUFMT ~ nJ5E RN AT 2

4.8 SREVEPRITENI - BIFERCH - (NIE - BdEE RS ARIRVFTA =
ORI =I b=

4.9 M EBREATE H AT E e T = H I 3%
BB AT IUF RV EER - Gk o 5O e S -

Regulatory Requirements from TFDA

Chapter 8, COMPLAINTS AND PRODUCT RECALL - Principle

PG FH ST S HA T RE 2 SR EE n A RARV & - B EE ARV
FrarE#E - REFTA RIS - st —BE 4% DUE
WS - RETT RN H ARG E 5 R AT S SR A B A i —
Complaint & Recall

Chapter 9, SELF INSPECTION - Principle

o M RS s R A T B < - FER T B & > Wt
DNEHIRE L H R H R — Self Inspection

50




QA Level Up

+ v
1y QA L4+
-r__l_g.;&.&z.ﬁ
"¢ QA 3 EH
v AR T
BrE QA Hi#

“ = o

hO\‘ 07/ .0 'o. %
rv

>’ _:

R PR

Thank you for your attention

Questions?
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PIC/S GMP [ffHI|16

PP A B m B A T

(Certification by the Authorized Person and Batch Release)

2023.06.15(F#)/2023.06.16(&1h)

A ¢ 22

PIC/S GMP [f}HI[16

BHEN (AP)

FHAT » TFIHIEE

(L ETEEMRANNEX 16T » ELE
HEAPEAT C TIEHEER?

(2)APREB AT R E SR
Be/AE E e Ef Rk ElEE
EEIE?

(3) BATEAEHREAP A2

(AWMRRE I » FTEERRIEEEK?

2
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PIC/S GMP [fjHI[16

RN (AP)

SIE AT RFIHES

(5)EEFAG RS REES)
AP—{B AR £ I TEE?
BRASEHE?

(B)FFLEHFIHERAP 2
CEEE?/ SR/ )

(7R FEAPHEF T {REE?

(B) R HHIAPHE R

PIC/S GMP [f}HI[16

RIEA(AP)
SIE AT - BRI ES
(D MEHEEAIIAP
RIRRI TN BLS A
B E B AIEIRAL AR RS AR
SAHIESER?
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PIC/S GMP [fjHI[16

% HER PIC/S #@ENA -
Dq

RERERNE

14
=0
C"/

PIC/S GMP [f}HI[16

T R R R 2N
EHE EmEFA (MA)FTFE
g@%ﬂqjﬂ’ﬂ{fﬁ NAEAAR IR E N L L

(KRR EELEEN L TrrF B EEp B/ TAe152 2 )
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PIC/S GMP [fjHI[16

RE RS 2 TR R T B s B B
8 o (EatLspl—E B ELAP?)

PR A SR St R BR A S
HRTACMP R E FHEFa 2R ; HhAt

FH R BT -

B L A RS 2 T Y B R AT Ry / B I FE
B SR ST ZBR ]| A as 4 7
AT ot ELAE TS PRI S
(B Emis -

PIC/S GMP [f}HI[16

SN HAMEINZ 228 ~ BRI R
RRSEEER EHEFIRE&E(MAH) -

BRI NA B ERE AR 2 B
BB SBRH LT EGMPEX -
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PIC/S GMP [fjHI[16

HElR - HEEIIREE

BUGHIRE

BUHE (omP finsEss)
R EE N [R Y B e BRI - AR -
BB~ BT ~ T - EHEDURAME
I EHRIHIETAEE -

PIC/S GMP [f}HI[16

AL
MAHEAE :

it PrREE i B Bl 2R A an BN

APE(E :
MR R B E B B R SR E
(Z2#1.6 ~1.7 4%)
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PIC/S GMP [fjHI[16

1.1 B—ESE it AE"ﬁﬁlﬁf}%’% BRFEEk
L AR A R AT | [BE AT [ AR
FSLE e/ jZiﬁ‘/\FﬁH’J &%’%A/‘%Z

1.2 35 R RERAIERER > AT
DR R B B B L AT -
WATHE A DV ERE IR I i T
;ﬁ%g < BURE ~ BT GMPEEE

é‘[“ o
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PIC/S GMP [f}HI[16

O B &% RS WAL 6T -
HAKRIF AT AE » ERE— XX HH&K
AR A FRR ] » T BRI AR
1T BB EH 2 AR E BT -
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PIC/S GMP [fjHI[16

o MESE (wanieiinaasm)

?Eﬁﬁﬁﬁigﬁwu_fﬁx» ? nnﬁt E’Wﬁﬁ’%*
FEBRATRINZEEEE » HEREATEE
HYEEH I DR SRR BB AR IR G MP
EEAHRE L i n] SRR R T 1] ~ B
FEIE R S/ BT iR CIE )BT - 18
IErEsS A N Bz R EE B X
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Il Ref. Ares(2015)4234460 - 12/10/2015
EUROPEAN COMMISSION

DIRECTORATE-GENERAL FOR HEALTH AND FOOD SAFETY
H Medicinal products — quality, safety and efficacy

Brussels, 12 October 2015

EudraLex

Volume 4

EU Guidelines for
Good Manufacturing Practice for
Medicinal Products for Human and Veterinary Use

Annex 16: Certification by a Qualified Person and Batch Release

Legal basis for publishing the detailed guidelines: Article 47 of Directive 2001/83/EC,
as amended, on the Community code relating to medicinal products for human use and
Article 51 of Directive 2001/82/EC on the Community code relating to veterinary
medicinal products. This document provides guidance for the interpretation of the
principles and guidelines of good manufacturing practice (GMP) for medicinal products
as laid down in Directive 2003/94/EC for medicinal products for human use and
Directive 91/412/EEC for veterinary use.
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Mi4% 1 (APPENDIX I)
R R B ik e HAF

( Recommended content of the confirmation of the partial

manufacturing of a medicinal product)

[Fh4T 8682 8 85 a3 (2 #78iby | [LETTER HEAD OF MANUFACTURER
)] WHO CARRIED OUT THE
MANUFACTURING ACTIVITY]
1. AL AR PR e aE (R e e 2| L. Name of the product and deseription of
B BEAy SO0 mg 48 - 5 M AL s fL ) o the manufacturing stage (e.g.
paracetamol 500 mg tablets. primary
packaging into blister packs).
2. FEEE - 2. Batch number.
3. FATE 5 M > B e B S bl o 3. Name and address of the site carrying
out the partial manufacturing.
4. Hohy ot W Wi 51 3 (4R B GMP 455 | 4. Reference to the Technical Quality
FeE)- Agreement (in accordance with Chapter
7 of the PIC/S GMP Guide).
5. B 3 AR 5. Confirmation statement.
AN BEFR AR AR H AT S W MhsRoP PRI A I hereby confirm that the manufacturing
z MRS FSGHFATER stages referred to in the Technical
] GMP 2 K 3 B 5 0y [3297 8% Qufe:llllry Ag:el_enlenr hla;'elbeen carried out
- _ - g o e n full compliance with the GMP
g i f 15: a: :,;r ; ?; ".:fjt b];;b;j; Fzﬁi ?’; requirements of the [insert jurisdiction]
Tome= - = and the terms described in the
i B AT - Agreement for ensuring compliance with
the requirements of the Marketing
Authorisation(s) as provided by
[Contract Giver/manufacturer certifying
and releasing the batch].
6. IRy Bk A A e E - 6. WName of the Authorised Person
confirming the partial manufacturing.
7. B A M A A B R - 7. Signature of Authorised Person
confirming the partial manufacturing.
8. HEAWM - 8. Date of signature.
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Ki4% 2 ( APPENDIX II)

B RWT HR BN S
({ Recommended content of the Batch Certificate for Medicinal
Products)
[k =k 8 =T 2 8 47 % s B o2 8] (4~ fy sk e | [LETTER HEAD OF THE BATCH
ESR CERTIFYING AND RELEASTNG
MANUFACTURER]
L ool MM - A RA RS (f| L Name. strength/potency. dosage form
EHEFRABELLF R and package size (identical to the text on
the finished product package).
2. i A LBLEE - 2. Batch number of the finished product.
E) L H ddbE B R LM - 3 Name of the destination
country/countries of the batch.
4 T A 4. Certification statement.
AT R R E A Wk 1 hereby certify that all the
BEALEAHAHATHER]S manufacturing stages of this batch of
GMP 2 3 0 [ M S5 48 sk B ﬁmshedpr_oducthfwebemwnedmnm
Rz kb T B KT - full compliance with the GMP
requirements of the [insert jurisdiction]
and [as applicable] with the requirements
of the Marketing Authorisation(s) of the
destination country/countries.
5. BTk I A ey E - 5. Name of the Authorised Person
certifying the batch.
6. BT Lk A A e FE - a. Signature of the Authorised Person
certifying the batch
7 HFFEAMW - 7 Date of signature.
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Thank you
for your attention!
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