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By Christine Mueller and Tam Harbert

After years of making progress on environmental issues — the £ part of £SG, or environmental, social, and governance — businesses are
increasing their attention on the S: social issues.

Problem: while some social issues are clear-cut (forced labor is exploitative in any setting), other aspects of corporate social impact are
broad, contextual, and frequently qualitative.

For example, what constitutes

“fair"“treatmentof workers? A company might provide a living wage and a safe work environment

according to what is customary in a given region, or it might go above and beyond regional standards. The same company can be both a
good and bad neighbor in the communities where it operates — paying taxes, creating jobs, and supporting volunteer work while
simultaneously driving out small businesses and turning a blind eye to corruption among its local business partners.

Simply defining the scope of what' s included in  “social” can be problematic.

14
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Supply Chain Risk Forecast - Asia, Pacific, Japan o o e s
v ANOS#ER{EEMRISE
O improving Trend () Continued Trend () Worsening Trend 1-Year 3-Year 5-Year E’]jj*ﬂ_ﬁ;ﬁﬁ':ﬁ

Growing economies to continue to adopt technology in a R
bid to remain competitive, although rate may remain slow

-3
g Likely to see late-adopters of technology implement security — N o
s O v RIERRERNEE
< KIERFE RS =
O Increased trade relations and adoption of technology ;E ﬁ iﬂﬁ
may potentially expose networks of trading partners E AR E
- >
<< 7 . = - . .
[ E Physical security risks to remain varied, with countries
-] susceptible to terrorism, smuggling, and possibly increased
r ‘n‘: cargo theft in growing economies
awn
Improved trade relations to potentially bridge
3 territory disputes between Asian nations
E
= Trade dispute between China and the United States likely
8 to continue to drive investment out of China
o
w
o Longstanding regional tensions may come to a head over
over scarce resources R
w Z Labor force issues, including age and the quality of wages,
m = to impact manufacturing capacity in the region
zz
nE
o2 o Climate change to signficantly impact supply :hams operating
@ 8 in Asia, including transportation and
= TR Y . . . .
ERIHEE: <BSI> Supply Chain Risk Insights 2020 15

ZmtEEEIENEI R E - B LFEEF'

China is the second-largest exporter [PDF] of drugs and biologics, or % P + = o5
drugs from natural sources, to the United States and the largest for v jc ygﬁé = I:,I‘ ; quumiiﬂ,’gﬁ
WD -ER LN EEED -
N
~

medical devices, according to the U.S. Food and Drug 1 = = @ |} Fﬁj,a_;:lﬁ S50
Administration (FDA). It is believed that about 80 percent of the ~HEX I / 5'/ =
basic components used in U.S. drugs,

known as active pharmaceutical

v BRIREBERTES - RKY
(2R R 13 A o R BS ) (4 IR SRR [
REREXED (EXBAKIE)
BYERARED

ingredients (APIs), come from China
and India, though the exact
dependence remains unknown since no

reliable API registry exists.

The United States also relies on these

two countries for its supply of generic

dI‘UgS, which account for 90 percent Workers pack medicines at a pharmacei
[PDF] of the medicines that Americans
take. India supplies 40 percent of over-the-counter and generic

prescription drugs used in the United States. 16
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FDASIA Title VIl Drug Supply Chain Provisions

+ The globalization of the pharmaceutical market has created tremendous challenges for the
U.S. Food and Drug Administration (FDA), including dramatic increases in drug imports,
complex and fragmented global supply chains and increasing threats of fraudulent and

substandard drugs. Title VIl of the Food and Drug Administration Safety and Innovation Act
(FDASIA) (Pub. L. 112-144) gives FDA new authorities to address these challenges and better

ensure the safety, effectiveness and quality of drugs imported into the United States.

Implementation of these authorities will significantly advance the globalization strategies set

forth in FDA' s Pathway to Global Product Safety and Quality report and support FDA's
ongoing quality-related initiatives. These authorities will allow FDA to collect and analyze
data to make risk-informed decisions, advance its risk-based approach to facility oversight,

strengthen its partnerships with foreign regulators, and drive safety and quality throughout

the supply chain through strengthened tools. At the same time, implementation of Title VII
of FDASIA is difficult and complex, and requires not only the development of new
regulations, guidances and reports, but also major changes in FDA information systems,

processes and policies.

21
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FDASIA Title VIl Drug Supply Chain Prowsmns

Sec. 701-702, Registration of Domestic and Foreign Drug Establishments
Sec. 703, Identification of Drug Excipient Information with Product Listing

Sec. 704, Electronic System for Registration and Listing

Sec. 705, Risk-based Inspection Frequency
Sec. 706, Records for Inspection

Sec. 707, Prohibition Against Delaying, Denying, Limiting or Refusing Inspection

Sec. 708, Destruction of Adulterated, Misbranded or Counterfeit Drugs Offered for

Import

Sec. 709, Administrative Detention

Sec. 710, Exchange of Information

Sec. 711, Enhancing the Safety and Quality of the Drug Supply
Sec. 712, Recognition of Foreign Government Inspections
Sec. 713, Standards for Admission of Imported Drugs

Sec. 714, Registration of Commercial Importers

Sec. 715, Notification
Sec. 716, Protection against Intentional Adulteration
Sec. 717, Penalties for Counterfeiting Drugs

Sec. 718, Extraterritorial Jurisdiction
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Compliance-at-Any-Cost...?
$25,000
$20,000
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= QC/CAPA/Verif.
$10,000 u Track/Trend
= Onsite Audit/Travel
$5.000 = Qualif. Prep/Report
' m Legal Fees
- u Purchase Price
$0
Material / Services Qualification / Oversight
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GMP SEARCH ENGINE

"‘ .
* ECA Acqgemy searchin Keyword v httDS.//WWW.q mp-
Tan™ | e i compliance.org/guidelines/gmp-
News Courses & Conferences Certification Guidelines Services About ECA & Members Area qu id e lin e/a o) i c-qua | Itv_a greement-

guideline-template

The following guideline can be ordered through the address listed in the "Source/Publisher"-category. In cases in which you can order through
the Internet we have established a hyperlink.

APIC - Quality Agreement Guideline & Template

Internet: https://www.gmp- i rg/fil I Q ideli new final2.0 20171102 cleaned.pdf
Origin/Publisher: CEFIC - Active Pharmaceutical Ingredients Committee (APIC)
Document Type: APIC Industry Best practice document.
a Content: This document provides guidance for the and mai of appropriate Quality
[22Y U.S. FOOD & DRUG .
«—Home / Regulatory Information / Search for FDA Guidance Documents / Contract Manufacturing Arrangements for Drugs: Quality Agreements Guidance for Industry 861 93/down|oad

GUIDANCE DOCUMENT

Contract Manufacturing Arrangements for Drugs:
Quality Agreements Guidance for Industry

Guidance for Industry

NOVEMBER 2016
45
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Content of the BPTF Quality Agreement Templates

Both of SOCMA's BPTF Quality Agreement Templates provide guidance for drafting
agreements relating to the manufacture and release of APIs regulated by FDA. The
templates are based on the collective experience of APl industry members as well as
the knowledge gained from executing quality agreements with drug manufacturers and
reviews of these agreements by FDA inspectors. Specifically, the BPTF Quality
Agreement Templates contain the following sections:

Legalities (e.g., agreement parties, scope, effective date, terms, amendments,
survival cause, resolution of quality issues)

Manufacturing location(s), including third parties

Responsibility (a table that addresses key CGMP and filing issues)

Appendix 1: Products covered under the agreement

Appendix 2: Contacts and responsible parties for the agreement

Appendix 3: Product specifications.

v https://www.socma.org/wp-content/uploads/2019/06/Final-Quality-Agreement-Custom-Template-7-6-10-clean-protected.doc 46
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3) Are there any GDP requirements for APls and Excipients in place?

Good Distribution Practice of Active Pharmaceutical Ingredients (APIs) is covered in a separate Guideline. The
requirements can be found in: Guidelines of 19 March 2015 on principles of Good Distribution Practice of active
substances for medicinal products for human use.These requirements are legally binding in Europe. For
Excipients there is no such regulation in Europe. However, an industry standard exists and should be applied on a
risk based approach: IPEC Good Distribution Practices Guide for Pharmaceutical Excipients.

4) According to Chapter 1.5 a Quality Risk Management should be in place. What is required also with
regard to the necessary documentation?

Quality Risk Management is a fundamental part basis of a GDP-compliant Quality System.Application of risk
management techniques will identify potential high risk areas in the business allowing the management to take
appropriate preventive action to protect the business as well as the customers of the company. It also helps
reduce wasting resources on low risk areas. Chapter 5 contains a reference to ICH Q9, a Guideline dealing with
Quality Risk Management for Medicinal Products. It is recommended using this Guideline when developing and

implementing a Quality System.The EU GDP provides several examples where a risk management tools can be
applied: For example:

https://www.good-distribution-practice-group.org/good-distribution-practices-fag.html

56

29




HEEEIENEERITER

\ REEFRE

/
S R ERIEER ML
A ERIRERE

aaiEsEes ’
EREREE ‘\\\
AV

[i]e= m—

(um@ T EALEE
Al %6 7 B A R
SRR EREE

ELY
. FIF=E

o FREERHEE

« IRAEHRE vs
. FEHREE K

\ EAEIETEL
EEBER st

A

« R/%P/HEETE

. FEEEMEE
ANER

. BRTR(/ING
) b

- RIBESRE

30




HEHEEESE - TEREEE .

v IR~ R e B B ZE R h
v BRETE: RIREEM (BN LB E
mEREMEERET)EE

v BEREREEETE MRS RS
v Pit%mﬁ'i$f VS nit%/v\)( =
v HEGEBEEEERYH...5)

v REREBON (SHITHELERE - B
)

«ﬁaﬁ ﬁﬁiv SEHEET %
v F%E «%ﬁ%ﬁﬁug@( ,,,,, = £ I Y
«%E%* BHMEENE...F)
v ESIKE
, Efth . A TR o
+ [ ]

HEHEEEERE - FERGEHE

EAERGEELNNE  EREERRERE
PEIWEE

=3 FA o Emm
==} 2%

Bk 7S - REEREERRORER  ARRERE
- UBEE  PERENRENHTETEE

ERYRER - ZRMBEREABEZPIEMEEXM
’f%/&ﬁﬁlﬁtﬂ"‘z AREF - BERERABENRE

- EmBRELTERENREN  FEZERNELEE -
BEREEE (ET  EEHENEMER

60

31




WESTHERDX A =& TH
HEREEESE - FEHEEE .
. Bl AEEREESE K |
v OWE AEERHEA) |
GG . .'

A n |

B :

! |

RREW ' | |

D [ I

f@gaam/ ANER ¥EBERE b =Ll ]

C < maomes | Ak | #f | kK | xR [ e

A ﬂg’ EERES®
B e N . RBERENRE @ FETEERE
- EmRSFATENFS —EREN BHEEATEME  TISEENE

FE BE-REBENFKEZE U8 R M B R RS o
FOE R BB Y 61

+ L]
5 B - =z s 34 =5
HEHEEEERE - FERGEE .
VERERTTESEAEEZABRZE QA
CBAtTtRZ— THmEERMEZEE
Eﬁz"?“zﬂfﬂaFF‘ﬂ%fE*JEEﬁﬁ **%’jﬁkﬁﬁ%‘jﬁﬁﬁﬂﬁ%‘%z‘“v AllfEeRzE L
EEZREMSRAMEERE  BEIREZRERFEEHUARMENT
2 EEEZE EHME AT I IR BB B - WIBLUREE M ERAIIEIR
BEERREE
FhttiRz—BRmEERT  HTEREEREE  BREKERE

ZHELCH(ERESHEM R/ EERBENMR/ERELAR) - BEBEETE
RIZRPHEEE -

62

32




+
e = ~
1:|:|: Fgfﬁ-’-"-'ﬂ"iﬂ-aa-ﬂiz _H=8 tnt'.&'-".iEil
~hailxE B £ Bl }S_EZQL =P o
#xa#: PERAINNF3IA98
HFXFR FDASF H1111101210%% -
gg:;ggwlm cEEERE ':PEI’JFﬁﬁE’JEj(*"*E%B
ot fE:Z = ol BE N B FE S FRE!
& M u% i % J {; 4 - N s N e oy
) SR U O S AN S R N ) R o RUENEEE EAZE (SN SR B8 B RS/ MERL) P
: https://fadenbook. fda. gov. tw) B/ & s gz = % RS FE (L
TR Rk 2% 0 R TFHA -
BELE QR LB CEET RS HETHMA R TQ/EEU}EEEEEEE/J}L_\%jTEBﬁ
CETHNLTFEBTHRMERNY DRMEH > FoA 1%5“1—*5—%1%
/N ASZ
% 3 '3\ o Y/
el e o EYRIER ﬁ%ﬂfﬁ%%
B s ZINERBYRN A EREPRR
— AREANBEYSR (A5UAL - B AR BH .
B ASTRASQEAEZMAR) EXAYEZRH . EHEBID G
hE RATCFLER » AEN T RSENELSRET . B R GHT T
b HMESEIRBAGL  MENEAS TS RMEARY . E#@t}&&m#@}*rgi'fﬁ
P(ABAAEE - BHEHES  BIREF - AHITH . IS EESK (L BIE
B&OPTIS R HMMMA) ~ MBE S B SR - MR . BRZEBL
B E W A AR R AR RAL R RE WA A R o ZINERYIREG R KT
RS E E5KRMA » HAA %A ST RB R L AAAM R .
# e 63
+ [ ]
1 F f}_ EI-EE!-' D3 ’.‘:*ﬁ?']?f"ﬁ-—-"'iﬂ
7\ lics :E X — L IEZIE B J*+ o
o e ¥ﬁl&/¥ﬁi‘§ﬂ?ﬂ"“/¥ﬁiaquE/?Fi%/f§$/Lf§GMP= 7
WA B ERE - EE  FuEED . FEERNES | one O G CHEED
BIEEE - BAATAR T ERRNE THOMPRESHEE , - THIETSIAH - W EEET FERT ZERS
1. BEH -
2. EINEY RS T HGMPEEE%% - DOC/PDF BEEMAR  BALRE
3. @BEE Aézuﬂaﬁywﬁimgua*l‘(mim@é@@ﬁ;@,fmEﬁamiﬂrﬁﬁﬁsa% A%
B Sy S g S ET LR
4. 3TEEE | $ 851200007 - \
-z
5. b THEARN  —HREFHE - FIOIVASE J=
6. BPIGMP IR (FX2F(SOP)— %% : —1)
7. WEE  BERS \’Wi%%;&ﬁfif% C—t
A e e\ e s
o Z oM L EER 2 H . R (BrW)  BRAR
10. BETHBEEETFLERIENE  CTRRARAS - EMR 28 -
73 i >Q mnﬁ e — T T
it U Sl %mggn* ;g FEnE IHERGMPREREREN RESREEFMNERN NS  SEEET S
B A =3 ) Faiﬁ{%v
nlalatic HEs HREERE THEANCMPRERBHEN BB G SR ANSEEN . AZCR
TPIC 10544511 BFDAEA T 1051101903 REE - HREFERSHMEHEE - RIFERE
Ao myRETHEREREREN RRAEREEYE YRS RREAES  BEE
GMPHHBEAESSREREE Y HE TRERENEESERBBEBINEGMPIEE
(BREE) -
B RESREEEE RENEIHEARESEROS LIS REREERE o
BE -

33




1]
b3pld
|
o
11
m
A

is

ﬁﬁ

=z
=

g e

c BREPESR

—  RHEREE T A GDPIER

2021412310 » MRFEFEFOESE - URES = E Tiledca Swa 1t Ly dP P
T ErGDPZ e SRR 925 (FFHRI) - B TSR TAREHAMENRAER AuRmLERLE
M) o TEHAM, R TRBREAE .| e
£« BEBIFARBURLH (E#H LR EEEF) ) SERUELH  »o
s RS Ha E— - HhEHE AR 542.4%  BOAEEE
[ GO THOEB 4139 KO RAEAEIR -
BB G IRMMRAER FONERAELAREREER  FREERE oo
| mEmmER REES THR  SUOEERTHEAE oo
Do pERAMENTE N mmAEEEEN - EREREE
- REIMERIET R - FEE S SR e s enerm
il o s il Cal LR B A ase e . B AHEE AR
TR 12 92 —_—
BERIOR: BREMFRER. 13 1 275-281 2022 HEFIEE B HHIFES BEQSEABLERHN &

HEEEEERE - TEHIEE
« ANBRFES:
DhERES | SATHERIE BB S AR IR I 4 B

2024-01-28 20:40 HEE IR CERB U - FEIF /IR RE + I 7
153

?ET’ **LEHUE B ﬁf‘ 3ﬁ?ﬂﬁﬁu+ﬁ‘$ﬁ%_})§imm§°IF§x
%%mﬁlﬁ?ﬁfﬁﬁ:%iiﬂﬂ BB REAE > HREBPRFHHE > HEBRRZ Bﬁ“

ﬁ“"ﬁﬁﬁ%%ﬁﬂiﬂﬁi’ﬂ AL TEE > BRAA20 RN EESARERBER > ~
BEFEREBEREIAE - 66

34




HIEHEET

14

Eﬂ’z H

£ -4 EHIE

H = EE

- R EE

t -l #(52070F TEAD
" o 48 A O L6 I HG (K 5 5R% !

BT A O#ERG (2022~20705F )

55 W 45~64m 30~345% W 15~298%
0' 6/0

WiFERRME
1630 EHORA IR

1507

1323 478 Tasmin

mm ¥ amin

B (%)

916
776

| . »

. M i

2022 2030 2040 2050 2060 2070
2027

RMAR | ARERELNE

BN EARESSH EEBEXRREA - RTEEEREAZIIA ?3 REFESHR TIRRKIR OKEA

r. ._.:| ﬁ*q’mﬁsﬁﬂl%ﬁ%

022FFEBMEPBRRBRSEE (%)

Bex MmE HXE W BX SAMNE

59.6
76.4
55~ 592 73.1
78
8438
S 39.6
64.3
60 ~ 64 1 I 5] .4
= u T}
751
- 96
S 7.3
65 ML L —19.2
=——co] ge.r
0 20 40 60 80 100%
(3 T &

HEEEEERE - £
- SRBE B /B

iR &

ik
) ful
(o
I]\I_I}HE

68

35




T

]

HEEEEEE - FEREGER

B EiatENET

User Requirement Acceptance Test
Specification Acceptance Test Plan N (PQ) A

/‘

e ohearad System Test Plan | SwiemTes A
(DQ)
S)és;:giﬁgaetisé%n Integration Test Plan . |"tegf?ltg)" Test
................................................................................................ / 0'
) °
Module Design Unit Test Module Test @
(DQ) _ Plan (IQ)
Source Code
System Build v

BREE: RNERESRE_EM_ShEY
https://www.digiwin.com/tw/dsc/solution/WB002785/\WB00278501 verify

i

=

198N

|[oAe( 21em)os

Jalddng

: L = SH =
- EHEEE

PR{E R AREIUEEFM

g e

VIRTTEmEBERRERE
v E—F

v Bl RGN RLAENZIEE - BNEREEREKHEEAKRESRE

REFHESHER  AZE8NEmmEARHEmmEREIERSARER -

o
L 7

v BN A ARENAZ B LE - WARERREMERPSEET -
FreB 2 Em B 2B R MRRRAEEE RARATEFILERNRE -
HE Z M TRl RZ AN EmBE -

VE_E AR ERRENIERE
vV BT ZEIPEENIEE
v BT BEREIGRRE 2 #H5
VELE ERZEHEBERERN




HEEEEE AR RITTR

\ REEIRE

KP%EﬁW@ﬁE

Haa=3-53 - 1)
EEETEE uﬁ TERSEE

SRR EHEEN
BEROSBEEEE

FEMREE
BETERER
FREREE

EmEamiEH

EmTEfEE DR
\ Bt BRER

HEEEEEE - EmEianBH

. fEREm&EmBE (Product life cycle)?

=H =<0

o %lﬂ’\@%ﬁﬂ%ﬁxRaymond VernonfR 1966 F 5 RiElt - BEPLC - EEmAIT
- Bl—T@fERIERBEA TSRS ANERERRE -

——fDD

. MEEREMBEEIE (Product Lifecycle Management)?
B (REMAERETCHNEREMBHRZBAEN BN - BRIFN—HERE

R7A%E - EmEmBHEE (PLM) BRF =2 5MBIEX ZEZRBRIRE
/B (Supply chain ) /A - SILGEEREEREME QS RNIMIEZEA
EIEES

Eghi# - I ENEREEEENRIREPHEEENEm

EEAEZS - JUBESREMEXRBRETHNERE

o

72

37




|

T R B O =2z 3O H-A3
== TIH -Ea-ﬂiz H- H
HEREHERE - EmEnBE
Monopoly Competition
‘p— BAE S

£ : i

&7 PN HER
s/ i PNy | e x e
Y 4 : = e A
BE BN ®mE W

Sales

Ided —————p Mass production : production

"y
i/ First competitors

SR
124

RIFEA SERR BIEHEEZ | T

ZE Mg | REE
KR
=t >

e ERERBN F AR
)25 o 55 R G B SR
e AR D | . )

EhEE

essareh od Growth Maturity Decline /E ZZEARRHANER
development i %Z'___' Elm E,J H]ﬁz .
Stage 1 Stage 2 Stage 3 i Stage4

HEHEE] 2%'&%
St

s BRZHMME

- EMERERBREHEEENEN - BIEBIERARS

- RERZETTRRN - HBERRENE
o FRBIRIEREA - EEHMSIEN - EEYEMNYRS B

HBEREHAMmER - EREME

miZeA  EHtmnERFEEEHS - 3
- BIEVMIR MRS ANE

ERFEEE FNE - SHMENETREE

m iR - HESEMNETE
A BMRETELH

« BRmEHE
« ZHREET - RBERE IS

\o

A

74

38




b 2255 THY 2= o == O H A3
HEEEIESE - EmSEaniAH
ICH guideline Q9 on quality risk management
RERERRA - BRUNRAAEEREME - Rig - BEZE - aHEE - &
NEREANZASBERBUSHNEE - TMIERELEEENTERBAA RN

A - EHZEA - ICH Q9 ZRAIEZRE - M ES$F5:%185(/7 ICH EZLE
BRI - BPREBEEEERETERBERBUNERREENER - BEE

FOERIMMERFNERY  MESSHRERENE  mERREES
—EEUmERARZEERBAESR -

2.55E

AEs R OEAREERE 2 A REE

SR ENEEY)

REMZIRR AR - RAEH -
EiE - LRBBENSPH/EEEFZ2EEEWmBEH -

CEEM - EYEmMAEREM

FEEEEZRA N T B -
BE%mnm EYEmMNE
BRIV RERER ) BFE%E - B/E -

75

HiEEEEE

g == 0O
2 - =m?s

Enn S HA

ICH guideline Q9 on quality risk management

Figure 1. Overview of a typical quality risk management process
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« ldentify causes of exceptions
» Trace problems to their origin

+ See across silos inclding ERP
systems, warehouse
management, order management
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3 ACT

Drive better and faster decision
making based on an
all-encompassing view of the data
combined with granular visibility
which optimizes the supply chain
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2 DECIDE

Use scenario-based modeling and
analytics to create both reactive
and predictive alerts

« Assess the impact of exception
conditions

« Understand and prioritize issues
as they arise
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Note: Generics utilization rates refer to market share (by volume) of generics within the overall prescription drug markel{

Sources: The positive impact that generic and biosimilar medicines have on patients and health systems, International Generic and Biosimilar Association, Oct 2019; Improving
market efficiencies will promote greater drug affordability, PRI Center for Medical Economics and Innovation, Jan 2020; US Specialty Pharmaceuticals, Barclays, Jun 2019
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B 3 PR )38 A St b
(PRODUCT SHORTAGE DUE TO MANUFACTURING CONSTRAINTS )

571 BB Eé LW HFT45 4 F3% %4 | 571 The manufacturer should report to the

¥ b T AE W BB R H PR A9 4E 4T FR A marketing authorisation holder (MAH)
e AF o E R RFHEAT 0 DB LW T any constraints in manufacturing
BFHHERBEEEREHOE T RMIRE operations which may result in

P& PR o abnormal restriction in the supply. This

should be done in a timely manner to
facilitate reporting of the restriction in
supply by the MAH. to the relevant
competent authorities, in accordance

with its legal obligations.
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Compliance with Regulations

PIC/S GMP
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PIC/S GMP Part1
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PIC/S GMP
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PIC/S GMP
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5.2 BEHER 2 kBl (Qualification of Suppliers)
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US FDA CFR - Title 21

PART 820 -- QUALITY SYSTEM REGULATION

Subpart E - Purchasing Controls

Sec. 820.50 Purchasing controls.

7T B Bl Elduigadshall establish and maintain proceduresg GRS IIgcR1 Bl
111 d B R D i ey C Ve (lproduct and services conform to

specified requirementsk

US FDA CFR - Title 21

EY)Evaluation of suppliers, contractors, and consultants. [T iRV ITETGLIIKS Y

shall establish and maintain the requirements, including quality
requirements, that must be met by suppliers, contractors, and consultants.
Each manufacturer shall:

(1) Evaluate and select potential suppliers, contractors, and consultants on
the basis of their ability to meet specified requirements, including quality

i neiica N itdevaluation shall be documented?

P3BDefine the type and extent of controlR{R RS Gye I RO TR IR

services, suppliers, contractors, and consultants, PEEL TR ETIT0]

results!
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US FDA CFR - Title 21

(3) Establish and maintain records of acceptable suppliers, contractors, and

consultants.

(b) Purchasing data. Each manufacturer shall establish and maintain data

that clearly describe or reference the specified requirements, including

quality requirements, for purchased or otherwise received product and

Clo wa M i d 1 BRI T i o BT BLitd il CAwhere possible, an agreement
that the suppliersERCilirTai) T LERG I IENCERTG IR N otify the
menetgig gogditntdegin the product or service so that manufacturers

may determine whether the changes may affect the quality of a finished

device. Purchasing data shall be approved in accordance with § 820.40.

EU-Directive 2001/83/EC
Article 8. "The application [of a ] shall be

accompanied [---] by [-'] a written confirmation that the manufacturer of the

O eLEIE R litem iEERverified compliance of the manufacturer of active
conducting auditshy

Article 46. "The holder of a manufacturing and/or import authorization shall

at least be obliged [---] to , which have been

manufactured in g ETeRg111X e L dfor active substances and distributed
in Alge gl mLs 1 el ) for active substances and - to ensure that the

excipients are suitable for use BN IEHEIRNOLLGCE A TG i 1iTTiTl LY P

the appropriate GMP is."
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EU-GMP Guidelines

Chapter 5 (Production):

LWy The selection, qualification, approval and maintenance of suppliers [}
starting materials, together with their purchase and acceptance, should be
as part of the pharmaceutical quality system..."

EU-GMP Guidelines
5.29 ' should be carried out at the

to confirm that they comply with the relevant good
manufacturing practice and good distribution practice requirements. (---)

Audits should be of an appropriate duration and scope to ensure that a full
and clear assessment of GMP is made; (---). The [audit] report should fully

reflect what was done and seen on the audit with any deficiencies clearly

identified. Any required corrective and preventive actions should be

implemented. should RISy el G iEldintervals defined b

the quality risk management process [(RSIEIIIN T TSEEI(S1TT iGN

standards and continued use of the approved supply chain."
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EU-GMP Guidelines

5.45 "The selection, qualification, approval and maintenance of suppliers of

primary and printed packaging materials SR TRTLS0 g i P11 001] M

to that given to starting materials.

EU-GMP Guidelines

Chapter 7 of the EU-GMP Guidelines (Outsourced Activities) describes the
responsibilities of the Contract Giver when it comes to

menlipteignrgntogeiingg. He needs to assure the control of the outsourced

rld g i nigu g etinitlquality risk management principles EhiliBite Litiiiity
of the quality of the Contract Acceptor's performance.
Audits are a helpful tool to asses the "legality, suitability and the competence

of the Contract Acceptor". The new Chapter 7 was obviously designed to

intensify the control of Contract Acceptors by the Contract Giver and extend

those controls to subcontractors.
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EU-GMP Guidelines

Some raw materials are only available at reasonable costs if purchased

through an intermediary, i.e. a Broker. If the material is critical to the

process, e.g. an API or a key excipient this can give an added complexity to
the process and this must be fully investigated with the Quality and
Regulatory units being involved, before any orders are placed.

Nilillbrokers also need to be qualified N FER 110 BTG ()1 T P Y CeTi Pl v 11 d0)

account the provisions laid down in the [V FEANTRITTEY(Guidelines of 5
November 2013 on Good Distribution Practice of medicinal products for

LBV R ER A RITGRZRIII BN Chapter 10 - Specific Provisions for Brokerss

DUMERIAF A5 BURE s

Supplier evaluation and selection
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il Fx

l. A4 #E Company organizational chart. PIC/S GMP - 8.1~8.4

. R EEmBRRIE 2 RIEMmE 24X (GMP/GLPPIC/S GMP - 1.10(i), 5.27~5.29, 7.4(%
720A - ISOREHR...... &) #t) ; PIC/S GDP -5.2

. EE - VIEFNRHERYARE ZBEEYRME£PIC/S GMP - 1.10(i), 5.27~5.29;
HXH(GDPRERR...55 - R ZENH) PIC/S GDP -5.2

V. TDMF:BEER (MA)
PIC/S GMP - 5.27
- BEiREEBEManufacturing process flow chart.

- RN E R E R PIC/S GMP - 4.14 a)
VI. 53 (4N:44 E 2 AR) PIC/S GMP - 5.27~5.29

Aank gl
PNTITICRG: SA A AR, WIRELIEIA:
K #x

VII.2RiF2RH Declaration of origin
- TSE/BSEZEEA TSE/BSE Statement

EEEGMO Materials (Vegetable origin) GMO
Materials Statement

VIII. FEEH R AR RRST 22 E b 2 B AR S 14

PIC/S GMP - 5.27~5.29

- BEERRRBBHE =HEEHE - EEFY - tRF PIC/S GMP - 3.6(ii &iii)
YY) - R Y.
IX. RmREEER S (COA) PIC/S GMP - 4.13 & 4.14 a), c)
X. ZEERZR(SDS) eEMERmRR R EHER
Xl. ZEUEIR(AP) RIFFEN 2 EEEHHEANMGERE  PIC/S GMP - 2.9(viii) & 4.14 d), e)
XIl. F 2z BREAERR KR EROEZ RS

Y IER) ““PIC/S GMP - 5.30 (#:5%;%5848-1)
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b AEH]
WAh, 4B RN ERER S BIE, I ShesTens B, EMAMIRERLE

APIBZIS ArT ALp E RS, Tk DL it

EU GMP guide part II: Basic requirements for active
substances used as starting materials: GMP compliance
for active substances

3. Is it acceptable to perform a remote assessment based on, for example,
questionnaires, review of documents, ISO 9000 certification, results of ~
analytical testing and historical experience with the supplier? H+V July 2016

1. How can GMP compliance for active-substance manufacturers be
demonstrated? H+V April 2011

Directive 2001/83/EC as amended [ (Directive 2001/82/EC for veterinary medicinal products) states that
manufacturing-authorisation holders are obliged to use, as starting materials, only active substances that have
been manufactured in accordance with the detailed guidelines on GMP for starting materials. Thus the
legislation puts the responsibility on the manufacturing-authorisation holders using the active substance and
does not foresee mandatory routine inspections of active-substance manufacturers.

The EEA inspectorates are not generally in favour of 'paper-based audits' per se as they do not provide the

same level of assurance as on-site assessments, but do accept that they have a part to play in a risk-based

strategy.

They may be particularly applicable when recent positive inspection information is available and where
satisfactory audits have been concluded in the past. They cannot replace on-site audits of active-substance
suppliers but can be a useful interim and temporary measure within the manufacturer's audit programme.

To provide guidance on how GMP compliance of active-substance manufacturers should be established,
guidance documents have been published on this website, including the 'guidance on the occasions when it is
appropriate for competent authorities to conduct inspections at the premises of manufacturers of active
substances used as starting materials' as part of the Community procedures. This document states that it is

expected that manufacturing-authorisation holders will normally gain assurance that the active substances it
uses are manufactured in accordance with GMP through audit of the active-substance suppliers.

In addition, a number of questions and answers on audits of active-substance manufacturers on this page
provide further guidance.

https://www.ema.europa.eu/en/human-regulatory-overview/research-development/compliance-research-development/good-
f
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PIC/S : Guide to Good Distribution Practice

for Medicinal Products
PIC/S * Guide to Good Manufacturing PIC/S : Guide to Good Manufacturing PEOLL-L (1 June 2014)

. s e © PIC/S January 2014
Practice for Medicinal Products Practice for Medicinal Products N
(PartI)

PE009-14 (1 July 2018)

Part I
PE009-14 (1 July 2018)

C/S July 2018 © PIC/S July 2018 w&*&ﬁqﬁp
P ERE 10447 A
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Periodical Monitaoring
and Improvement
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FEBR(U: BEZAEEL)

FMlSociety of Chemical Manufacturers and Affiliates (SOCMA)
&k Bulk Pharmaceuticals Task Force (BPTF){E20194F th v i
TAWESEINEEA, N e e BRIt T R E

NOTE TO USERS+

This Quality Agreement template was ped by the Bulk P ical Task Force (BPTF),
an affiliate organization of the Society of Chemical Manufacturers and Affiliates (SOCMA), as a
guide for drafting a Quality Agreement relating to the and release of

regulated by the Food and Drug Administration The template is based on the collective experience 3 .

of industry members, but is not intended to be exhaustive or inclusive of all pertinent requirements. Quallty Agl eement<
The information herein is offered in good faith, but is provided WITHOUT ANY WARRANTIES, .

EXPRESS OR IMPLIED, INCLUDING, WITHOUT LIMITATION, WARRANTIES OF “
MERCHANTABILITY AND FITNESS FOR A PARTICULAR PURPOSE. Users are cautioned by and between<

that the information upon which this template is based is subject to change. The responsibility @

allocations in the template are largely defined by the fact that only one party is in a position to

exercise the responsibility identified. To the extent that the responsibility is shown as shared or can Supplier Name:« [
be assigned to the other party, the template allocation represents the experience of the BPTF &
members as to common practice. Parties utilizing the template are free to allocated responsibility Address:< [
and notification timing in any manner that assures all regulatory obligations are met.«

SOCMA and BPTF do not endorse the products or processes of any particular manufacturer, and

this template is not intended to provide specific advice, legal or otherwise. Following this template

does not i with i laws, rules, and regulations. Users should consult

with their legal and technical advisors and other sources. SOCMA, BPTF, and their members and Client Name:« [
agents do not assume any responsibility for a user’s i with i laws, rules and e
regulations, and disclaim any liabilities arising out of or relating to the use of this template or Address:< [
reliance on any information contained herein <
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Quality Responsibilities Table«

Supphcr s & Client's Name 50 §¢ Responsibilities< Not [Client Supplier |
Custom ’s Quality A it Template. 6 Applicable<|
1. Effective Date 6 1.¢| Compliance Requirements- P B P
2. Scope 6= LOT Tnplement procedures andlor documented Graming fo meet e Be =°
3 Other A t 6o obligations under this Agreement. I
. T02] Follow  applcable cunent Good Namafachie,Prachices (23 B B
4. to Quality A t 6 (cGMPs), mcludmg ICH Q7: Intemational Conference on
N Hamontzaion Good Mamfctuing Practice Gridan fr Active
5. Termof Quality Agreement. 7 Phamaceutical  Ingredients  (APD) sed
0. Usz of Thind-Parte: 7 T.03| Manufactwe, package, ship, store and test the Product and a5 O° =
7. Survival Clause. 7 materials in an environment meeting the appliczble GMP
regulations, which is designed, constructed and maintained in 2
8. 8 ‘manner that a) permits the operation therein to be performed under
o Product 8 clean, sanitary and orderly conditions; b) permits the effective
. cleaning of pertinent surfaces; and c) prevents the contamination
10.  Shipping Under Quarantine 8 of ﬁne Product and the addition of extraneous material to the
11 Resolution of Quality Issue: 8 Manufamln the Product in adherence fo_zpplicable regulatory b= 0e =
12, Debarment 0 ubmissions, such as Drug Master File (DMF) if applicable.
- 5[ Operate i compliance with _applicable environmental () (=) B
13, Choice of Law: 9 health and safety 1
Mainnn » quality it tat iz independet of gr hat S = =
14, Manufacturing and Testing Location(s) 9e both quality assurance and quality control mmm,bmm, a = b 22
ity Tnvolve the quality unit in 1l quality and have them a = =
15, Quality Table 10< review and approve all quality critical related documents. b b &
C i 10« As it relates to this Quality Agreement, notify the other party of (=8 S =]
Right to Audit 10 name change, corporate recrganization, consolidation, merger or
Regulato jons and 11 acquisition or sale of the party's company. Notify other party of
el shiamnan
Regulatory Filings : g -
Complaints and Re: (=8 [=3 =
Animal Derived Ma 7 o =
Validation/Qualifici o B & &
Documentationand @ Y @
Annual Product Re ) - \ —
fati 3 3 3
Deviations .........__...
Reprocess and Batc me W (&3
Production and In ] ® ® [ ]
Storage and Distrib
Laboratory Contro
Stability (must dec ' . )
provide all necessar ®
Recalls...... ER =
APPENDIX I: Definitior W 4 . . & 2
APPENDIX 2: Contacts and 19¢ - H auditors will be ‘agreed upon mutually by the Client and the
APPENDIX 3: Product Specifications ___ 0= Supplier.>
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fit JiE 5 4% P 8 K Charles C. Poirier f£” Advanced supply chain
management’ 1999, by Berrett-Koehler Publisher, Inc.—#jiij#
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(PIC/S GMP Part 1 Chapter 1 principle)

B RRIAT R, TA8E, WO R B — 205 5

(PIC/S GMP Part 3 GDP Chapter 6 principle)

78




B3

Case Studies
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#MER Apple Supplier Connect
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- RAYIRTAER
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EBERMERNEAL

RRATHEEMERIAIHE https://www.apple.com/legal/procurement/docs/Supplier_ Connect_User_Guide Traditional_Chinese.pdf
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Nikeft EE MU https://nike.suppliergateway.com/

T@Y@TA

STLHE

IERS Wsing of cceptaleerigeranis per aplcation b ikl
Warming Potentia for new and existing eauipment

0472672024

NON-STANDARD AND TesRaT Toyota Construction Safety Requirements Version 4.1 04/04/2024
MAINTENANCE TASKS.

Topoto Environmental &1 Stondord Design requirements fo preventing contamination to sl and

D-DOCUMENTS groundwater 02/02/2023

Toyota sites o
SUPPORT DOCS AND WORK x 2/02/2023
RULES Toyota Construction General Terms and Conditions.

iy Toyota Construction General Terms and Conditions rev. 4-2022 osyava0z2

TCSR EN ESPANOL
THNAAciecreEnginering e e THNA AcitecureEninerin Terns and Condiions ovason
INDIRECT suPPLERS

dbook 0772812021
SUSTAINABILITY

0742021
DATA HANDLING REQUIREMENTS stondards and safe work proctices o be observed by . View More

FOR R&D ENGAGEMENTS (E.G.,
MASTER SERVICE AGREEMENTS)

TOYOTALER I MAALULEL  hitps://ts.toyotasuppliercom/
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Basic Principles of Jidoka

‘Stop when an abnormality is detected ‘Stop when completed

Know that it stopped

Can see abnormalities

Establish standards —> Can dentiy abnormaliies  —> (7 %% normaltes

Solve problems

v
ables

Don't make defective Don't use people to simply
products (no outfiow) watch over machines

B =R
B ZA R 2 En Enables separation of work for
building qualit into processes people and work for machines

v
Can make good products Can operate with fewer people

Good products at lower prices

MRTHEISE  Ztssc@tema.toyota.com (human resource development and strengthening of corporate structure)

CHE-MERERNBREGEMEEEREE

v
v v
v

TOYOTAEERBAEN MBI  hitps://global.toyota/en/company/vision-and-philosophy/production-system/

Conclusion
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Expectations and prospects
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sRE R Max Chang
Email: changcm@ebp.com.tw

Linkedin:
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