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/I HR) FaR (cfu/3L 7 2 & 90mm; cfu/4
R) /I BF)
100 5 3,520 1° b
1000 6 35,200 7 3
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100,000 8 3,520,000 100 50
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R SRS ERER

Maximum permitted number of particles equal or greater than 0.5 pm
Atrest  [In operation ISO classification
(per m’ per m’ (At rest/in operation)
Grade
A 3520 3520 5/5
B 3520 352 000 5/7
C 352000 |3 520000 7/8
D 3520 000 [ Not defined 8
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EC ATMP GMP
Grade Air sample Settle plates Contact plates
cfu/m3 (diameter (diameter 55

90mm) cfu/4 mm)
hours* cfu/plate

Ax¥ <l <l <1

B 10 5 5

8 100 50 25

D 200 100 50
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¢ Contamination — The undesired introduction of impurities of a chemical

or microbiological nature or of foreign matter, into or on to a starting

material or intermediate during production, sampling, packaging,
repacking, storage and transport.

* Cross-Contamination — Contamination of a starting material,

product.

contamination-in-pharmaceutical-dosage-forms/

| CPUZGTPEE REZEE IS | LH Chang |
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intermediate product, finished product with another starting material or a

ZFRISER © https://learnaboutgmp.com/aseptic-techniques/prevention-of-contamination-and-cross-
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LIS ESSOEES

MODEL5 OF CANCER SERIES — SCIENCE AND SOCIETY

Cell line misidentification:
the beginning of the end

American Type Culture Collection Standards Development Organization
Workgroup ASN-0002

Nat Rev Cancer. 2010 Jun;10(6):441-8

RESEARCH ARTICLE

The ghosts of HeLa: How cell line
misidentification contaminates the scientific
literature

Serge P. J. M. Horbach, Willem Halffman*

Radboud University, Institute for Science in Society, Nijmegen, The Netherlands

PLoS One. 2017 Oct 12;12(10)
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Causes of cell line misidentification

® Cell culture is often regarded as a technique requiring little skill and
essential facilities, such as flow cabinets and incubators, are used without

restriction.

® Mis-labelling of a cell culture vessel during routine manipulation.

e Use of shared reagents, and manipulation of multiple cultures at the same

time without adequate isolation of one cell type from another.

Nat Rev Cancer. 2010 Jun;10(6):441-8
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EC ATMP GMP

® 4.2. Multi-product facility

¢ 413 Manufacture of ATMPs in a multi-product facility is acceptable when appropriate
risk-mitigation measures commensurate with the risks are implemented to prevent mix-

ups and cross-contamination. Further explanations can be found in Section 9.4.

| CPUZGTPHRBERE#ZESE S| LH Chang | 26
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EC ATMP GMP

- 415 Segregated production areas should be used for the manufacturing of ATMPs
presenting a risk that cannot be adequately controlled by operational and/or technical
measures. Where there are no separate production suites, a thorough cleaning and
decontamination procedure of validated effectiveness should take place before any
subsequent manufacturing in the same area can occur (segregation in time). & A4S H
BRFE R ERNfER D A EH EE - FEEEEMMER - RAERNRR F - BRITANME
DiasBERHERFE - At —REETHE A E -
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EC ATMP GMP

e Concurrent manufacturing of different batches/products

- 417.Manufacturing activities concerning different starting materials and/or finished

products should be separated, either in place orin time.

¢ 4.2.1. Separation in place:

- 418 Concurrent production of two different ATMPs/batches in the same area is not

acceptable. However, closed and contained systems may be used to separate activities

as follows:

| CPUZGTPEE REZEE IS | LH Chang | 28
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EC ATMP GMP

¢ 419.(a) The use of more than one closed isolator (or other closed systems) in the same

room at the same time is acceptable, provided that appropriate mitigation measures are

taken to avoid cross-contamination or mix-ups of materials, including separated

expulsion of the exhausted air from the isolators and regular integrity checks of the
isolator. BlI—E=Z=ARIR A @I AR RAR oliEZH - BAAEI R 53 KIRY
=k =il
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EC ATMP GMP

o 421.(b) The possibility of using more than one biosafety cabinet in the same roomis only
acceptable if effective technical and organisational measures are implemented to
separate the activities (e.g. strict material and personal flows defined, no crossing lines in
the use of equipment in the same room etc.). It is stressed that the simultaneous use of
more than one biosafety cabinet entails additional risks and, therefore, it should be
demonstrated that the measures implemented are effective to avoid risks to the quality
of the product and mix-ups. [Ef 52 FHZ [EIBSCE 7S pk Ba S ELFz - 7B =5 BA P EREN AV 1 Ik 26F o2
(EEREE - W BENRYREAEBRAE  EAIBZHRABTARN 2B -
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EC ATMP GMP

o 423.(d) The simultaneous incubation/storage of different batches within the same
incubator is only acceptable if they are physically separated (e.g. distinct cell cultures in
closed vessels). When simultaneous incubation/storage of different batches takes place
as described above, the manufacturer should evaluate the possible risks and implement
appropriate measures to avoid mix-ups of materials. &AM K BB LR @0 : L

‘TR ETIES) TR EERRTEEURT AR R MR - Wk olserE
s - BRHYAE e 6% 50 A1 L R RO E O -
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EC ATMP GMP

® 4.2.2. Separation in time:

¢ 426.The whole manufacturing facility or a self-contained production area may be
dedicated to the manufacturing of a specific product on a campaign basis followed by a

cleaning process of validated effectiveness. {8 E 45 E B PETEE LT - A BETEANNS
% Q

| CPUZGTPE 38 R E &85 =| LH Chang | 2
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EC ATMP GMP

» 9.4. Prevention of cross-contaminationin production

- 9.31. Before any manufacturing operation starts, steps should be taken to ensure that the
work area and equipment are clean and free from any starting materials, products,
product residues or documents not required for the current operation. Mix-ups of
materials should be prevented; special precautions should be taken to avoid the mixing
of autologous materials or other dedicated materials. 2241 - BEZREEE B
CRlAERT ERAEERN - B EmEBYENHEEBRHESD - BAEMEMRERES
Bt Rt EthERMR -

| CPUZGTPEE REZEE IS | LH Chang | 33

EC ATMP GMP

- 932 Atevery stage of production, products and materials should be protected from

microbial and other contamination (e.g. pyrogens/endotoxins as well as particulate

matter (glass and other visible and sub-visible particles)). Appropriate measures should
also be put in place to protect the preparation of solutions, buffers and other additions
from the risk of contamination (or within the accepted bioburden level foreseen in the
marketing authorisation/clinical trial authorisation). SEEES L - EREEMTRIES
MY EMTRE - RRKRMF) - DUBE B E8REERKEMANINYHEE 7 T3
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EC ATMP GMP

- 935 Measures to prevent cross-contamination appropriate to the risks identified should
be put in place. Measures that can be considered to prevent cross-contamination

include, among others:

(i) Segregated premises. 5 Ffle s

(i) Dedicating the whole manufacturing facility or a self-contained production area on
a campaign basis (separation in time) followed by a cleaning process of validated
effectiveness. IEERTEHFIETEERE - AEETAVUNER

(iii) Use of “closed systems” for processing and material/product transfer between

equipment.

| CPUZGTPEE REZEE IS | LH Chang | 35

EC ATMP GMP

(iv) Use of air-locks and pressure cascade to confine potential airborne contaminant
within a specified area. fE R H B ERF B EREE 2 T IRBINR F ey

(v) Utilisation of single use disposable technologies.

| CPUZGTPEE REZEE IS | LH Chang | 36
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EC ATMP GMP

(vi) Adequate cleaning procedures. The cleaning procedure (technique, number of
sanitation steps, etc.) should be adapted to the specific characteristics of the product
and of the manufacturing process. A risk-assessment should be used to determine the
cleaning/decontamination procedures that are necessary, including the frequency
thereof. As a minimum, there should be appropriate cleaning/decontamination between
each batch. The cleaning/decontamination procedures should be validated as explained
in Section 10.2. /RIEEm KRR - DURARTMGHIUNEFTENBREF RIER - 2/04t
RE 7 BEBEBNBRHEER -
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EC ATMP GMP

(vii) Other suitable technical measures, such as the dedication of certain parts of
equipment (e.g. filters) to a given type of product with a specific risk profile.

(viii) Other suitable organizational measures, such as keeping specific protective
clothing inside areas where products with high-risk of contamination are

processed, implementing adequate measures to handling waste, contaminated

rinsing water and soiled gowning, or imposing restrictions on the movement of
personnel. RIES TR AN EmEIEAREER ZBhER - BEY/ TRZPHRKRESZ
XIEAE SN EIE R -
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Yupro Bilonmedical Servvices =

WHEN - Constantly,
demand driven

WHERE - Ubiquitous

WHO - Two player system/
customerand supplier

————————————————————————————————————————————————————————————————————————
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H“EBRENEE — 2T, Bh. £%
HEHAE, T E: W/ EHFHNHNEERA/RBHEERE

ﬁ ﬁ%(ﬁ%fj A& o5 — B M HCOA K H A8 K& ST 4 (providing robust quality
I & documentation)

XF ot
", tEmEERRE o fit 4 /E¥ permitting audits of their facility,

e V&Y -

. o o T8 2 4 s ¥ 1% )7 K £ JE Binotifying manufacturers of
i%ﬁéﬁ - BT CGR/ changes to an AM before such changes take effect,
fE#/% A o # 45 /7 4t E 5 % ¥ 4% Epreparing and submitting DMFs,
JiL g 5 £ and

SO B/ R o 32 4 W /R F TR A KK 2 ALK S providing

¥ increased levels of testing or custom formulations.
https://cdn.stemcell.com/media/files/techbulletin/TB27066-
Ancillary_Material_Qualification.pdf?_ga=2.80882775.1141380665.1585236442-888086492. 1585236442
https://kknews.cc/zh-tw/finance/z2yr68a. html

e \__i qﬁ Yupro Bilomedical Services

anking factor (2011)
quality
delivery

1
2
> b Jprice
/gi E 'ﬁ R é &l\ ﬁ ﬁ ‘::\l 1% 4dyrepair service
VR | Sfechnical capability
o

production facilities and capacity
Tfinancial position

The supplier selection criteria will continue to change based on an expanded

o sin . . Smanagement and organization
definition of excellence to include traditional aspects of performance Greliability
B . B .y s % . 10kexibilt
(quality, delivery, price, service) in addition to non-traditional, evolvingones T‘Ilaa‘ﬁtudey
(just-in-time communication, process improvement, supply chain 12communication system
13performance history
management). 14igeographical location
15consistency
QUALITY may be perceived through five principal aspects: 16long-term relationship
e . sy 17lprocedural compliance
1) transcendent qualityis an idea, a condition of excellence; 18jmpression
2) product based quality is tied to product attributes; T9eciprocal arrangements
- . 20process improvement
3) user based quality reflects fitness to use; 21lproduct development
. e . 22jnventory costs
4) manufacturingbased quality is conformance to requirements; and ViR
5) value based quality is the degree of excellence at an acceptable gg_fﬂ;aﬁﬂ_’fsi‘aﬂdﬂfds
. integrity
price. 26professionalism
2Tyresearch

28cultural reputation and position in the industry

AEREGEREFFREEE LT HE W E & 29jabor elatons record

30operating control
31packaging ability
Qutsourcing. In order to specialize in the functions where they enjoy unigue core competencies, ggg:g}ig%ﬁiismess
companies have increasingly sought suppliers to perform manufacturing tasks and services formerly 34amount of past business
performed inhouse. 35warranties and claims policies

Cheraghi SH etal (2011) Critical Success Factors For Supplier Selection: An Update. ) App Buz Res 20:91-108

‘I,f Y upro Biomedical Services
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ﬁ )ﬂ %L % 5& User Requirement Specification, URS

BHEEFRR:
&I ERER
2%/ WBRAAEH
%35/ A 71 IR
KR, EEyE

Critical Success Factors (CSF):

+ A close relationship with the Service Definition Process and
a focus on Supplier Requirements Definition

Contracts and agreements which are detailed, written,
agreed, signed and communicated

+ Fair communicationand lasting win-/ win situation for
partners

* Long lasting, open and transparent partner relationship

* Monitoring on partner performance as well as their
commercial and organizational situation

Clearly defined interfaces

* Backup solutions for all suppliers
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AR ML BEINE LA
ER# LB BE&, HRER
BRUEFHHER, BER
ANBEWF.

0 R A R A A A B Al 77 iR
HEBANREZFRER, I
BRET [T6#K] &,

AT HEH
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{ COA/JI L
coc J| &%

Ordered materials arrived

Check,

#, COA,MSDS
Appearance

fail Rass

Reject/waiting
for return

In house
testing or
verification

Qualified and
stocked
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ExnBEH, YER, TRAZE. BB USRE, ANSRFHEEHR

B EH (R)REH.

KA R . |
Hika HRA e =
At - Product | | Fill Volume/Packaging | 100mL Bottle L~
B/8i M | LONZA : USA &Si (3% L2 S — T
JHW;’%L it - Ingapore 3 VA Nanutaciurs Do | e 016 m:m_y(m{/
EXIE X0 Clinical Grade AXEE . 7/ Criteria
A% 500ml viability sl [P s
®EH 000000 PDL » PH » - B m
" T stability
COAM B4 38 B PH, Osmola |ty,_Ster| ity,
Endotoxin e
rade
TEsiiERIE B Mycoplasma, Sterility cGMP
&4 55555
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FRAR |\ nam ores
EEA: &8 :
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Vo 28 2 B3 AR 80 (4t 7 7 |Supplierds B

kX SPELE 3
,; AEERREERMEEREA-LOBALFARZIMABENRE, 4F: B
TR R T R

FERREEGEX MR aEM R Z %, BaE:
a) MR, A [ERZ R WG RE, RERLWEES (WHREE) | .

420 BULKFECE (HEHNZH, RREENELHE wETH) |

525 RFEHRHREE-FEZNGE BAHUEERRARNER)BRENARLHA,
ERAA mAamARAE L7 22 R THHERIEER; "Til, BEERLESR
£

4.11

5.26

540 EHENKHAWEEMHZEE. REMEFRAREURARERRTR-—ZER.

i Hl8-5 BEMANEEFERESEETIFR: TH/BEUANEE....., URREEHE
) EMARERZBERERRHRE.

T E SR 5/ #(2018)
[5 % # (2009) GMPE T 2 % 1741
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1. ® %5 E AR BEeERMENHESERENERNEVI) BLB/HEEERFE

2.4 A B EEMGEEHNEE, URHAREZEREEREEMEE
HRAENEHABENERER.

4. X% 8% B

5. B £ A EE/MMENBFEREE 2 48K

TR BEE B R REA LS EE R X, I H B,
PAREZICOAZ FREM K FHE .

6. in B & il 7= 514 HI BR B 3249 _chapter 7

8. W E & EHK AT B A AHESEGETEREUEEZE T RES,

M. B S s fn T B SE & B 4 H (critical quality attributes risk management):
HiemEBfEhitinazor HAZOP pATZ BB AR EE 2 MERNFE. EAHNRNER
ez HEEin B,
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@- %ﬁ i % 3& H1 #0_[Z 4175 B Outsourcing Activity

FRE
(GENERAL)

Zest# (THE
CONTRACT
GIVER)

TIRATHRHEEERMESSEXEAMZZ/4EE, REZ
7.2 B, HENEHZHALH,

TAZHANREGH AR OELMEINEHNEREEE.

ISEHARAERFERAGRZNETHMILAKAER. EnEaEZta R aER
Ret 2 LRBMAWER, ZotA BAERI A TR LHA E SRR EIRGMPR L
T B P AT R

Chapter 7 . X i %

My Z AR A B R BT
ZH.

AEFEEBN EREMLHEPRRRIEARE, &
BHABETERARERERSZ EHeF T,

ZatE R EAET,
UNHERHZIEHNEREREAE. SEEFTREFRERREERER, T EERAHE
TA1EENEHETH, EAFTRETFEZTAFTRNBETENFON G L. 2HIERES
ZAEMEEE DA IYN, FRARTAMBELER R EAHNFREET R EE;
TA2 EHEER BT HEFALEHN LGN o8, UEERESHBENRTERRE ETEHT,
ERMEfTHRHEE, THAFRERTAF T ARALELAEZER X T EFEZ AT HE
BEZH. FH. AB. B AR EhELEREENEA;
TAIZHF REBFRABRATAENER, URBFATRETAT ZNTE.

Hir

o [_'ﬂ’ "ﬁ:_ i

= o 1=

# #1(2018)
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ZHCH(THE
CONTRACT
ACCEPTOR)

15 (THE
CONTRACT )

Chapter 7 P X %

TEZHF RS AREHNBATERERAFHIE, florRENRES®. HHFH. 2R, EBR
BT AR,

TIZHERBIFFEATAAFTAES, ERE RSN 4dEEZE M,

IS THFRALRAFTZELAGRAE, THEIHANENTAIEBEABRE - F., Tt 4
FAE=ZFR M T, REREGFXAEF - AR ENERR R, ULEZEFATHF
A E R EE T AR,

TOREAFAREANGRUNKREEREZEE, BETHHZAEFZIZNETERSAIRMAPE.,
TIOZTHFRBEAEE N EH AL RETEHEEZATITERBMIBRE.
TUNESFETAFTHEETEY, RN ZE FTEREATHHERN EFRBRERF. AT

UNEH R AAHEEZ AR ERREA G AT ami B EAREE., ZIEHMTA LY
REREHEEZFTERARETAHTNRE, YRR H AR,

TR A FPRERRABTEZNEH ZE—SRAFTAFEME, flw, wEBEHE, JNBHE, B
ﬁii‘ﬁ%ﬂi&ﬁﬁ%%~ﬁ%ﬂiﬁ%ﬁﬁﬁ\ﬁﬁi&&%%%ﬂ@@ﬁﬁ*%ﬂ\ﬁ%
Rt Bg).
TBAAENEHZHALKERZAFRT, ATREAENF, Al RE. o REHZ LK
RHBE L, EHARHFMREABRIAESRBEESE, RSB CNAZLERERRAHNT
sk, TRARRZGEZHBERF T,

T AMERT ARG ZAHXREX AT BT IR T EARZH ZA AT BATHNEINEE .

T ~-d;;7-.|..._.-. #l 3

(& B 2 1547 $(2018)
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R B B8
trust, but verify

Doveryai, no proveryai (proverbrhymes in Russian)

literally means that a responsible person always verifies
everything before committing himself fo a common business with
anyone, even if that anyone is fotally trustworthy.
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