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11 EU: QA can assistance in releasing the validation documentation

12 EU: to approve the qualification report of QC instrument and equipment
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14 EU: responsible for relaesing the starting materials and raw materials

15 EU: responsible for releasing the final products
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REALE A FEAN RS,
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OSRSEHLI . B, RE 24 S A AR R B A AR AR G PR BRSBTS ) B AR
e, A2 PIA EOCER I R VG A BIA S T2 PRE s B A= H SR ™= b i
& EIHUE HIARAE .

AEMN CNGD  HL PLERBEED 2 IR ik U5« 3 GRED 10 GRllD
ST HEARR M B S AR L, A OGES GMP XA, B AN, %
WiVt VIRMEB, T 2050k, R BUEEHIN &7, DLUERBARIES . X5
EIEENMR AR EHAER, LU RS H AR s R

B 21 PRAERSINEE
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RS || K AR W - Tz e e
e | ARBR | CmiiRE | BSEAY | SARE N o
ey gﬁﬁ;iﬁ AREY | EemmEE | et | TEoen ?fif E;;?ﬁg
= WEET | kRS | Faen | ElEswr | DEC =

SERE | - . P o JNSUR. —_ P FALARAT
THAR EriEIR =EAR AR FF et MiTEE AR FF&mEiNE P,

PRAEN LB R TR B SN NRFER, HEALTEERE . EIBEREE.

AT FE F AN RS S S PR B HEAT R, SR I L R S i A A
K KBRS BN 2R, TE S WA K& -
o AGR: GMP FIEHL, QFHISEE., BTtk S, Ess
o BLEKIE CRLIE] pi B SE): A BB LB, UMK B, 4E s
o WrRVEHL. BUNREH. RARAMEM KBRS EYEE R, Pisdk
o LZEME: BORFAS. IREARM]. IR TANEE N T4
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' 150 9001, section 0.2, The application of a system of processes within an organization, together with the identification and
interactions of theses processes, and their management, can be referred to as the “process approach”.

20



iR 545 GMP SETifdE R 2 AR RS

2.1 ARFE

[EEK]
FE GMP2010 2T BRI RAMLE 1 X A Sl EER, Wi R

(25267 B ERVED 2010 BITHR:

“Ailb MR E BT TR A STEE I B AR, N AR B A 5T\ BT B B AR T N
R EHEAE I SR BT R, B IE R P RAF . 7 (B 29 2%)

“HUEAE REA RMTA N BRI R, BRI P 2R 5 A A B SR A IE .
BREEAT AV B R AN LB AR R AT I b, SRR A I ARRL b AL AER ST« S REREUIAN 4K
SRR, RSB A SERRBCR N E PP . 7 (5 30 %)

“TRIRBSERAE X (e AR EERE . ARG S EUEYI RO XD AR N SN
ZETTHE. 7 (5315

WREE GMP (58 2.8, 2.9, 2.10. 2.11. 2.12 %) FIZEE cGMP (211. 25(a)fl(b)) H#HBA LK
AL E o
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AUET I RGN AR Sy A E R ER B SE . BRI, D9 7 ORIIE B2 TR RNRAMIE RERE

21




Jii B £ 48 GMP SETfE R

=

2 AN S

o3& G EEHIARA, fEPEB GMP g 4RSI AR — “Pra A RN IR L B O
MERST, AESHPISUHKIZER, IR0 Z5I, A BT maksesa” o FFE
(K1, WK GMP tUR B 20 0 BB TR I AN ARER I, 0 T2EREA2 BRI, WA 03 T 20
LRI AT CAERAS b K B ST AR R B s B3 TR ARSI, R Allox B3 AR5
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R & 5% GMP L6 R 2 ARSI

BRI/ BRI RS :

BT &
BT %S BT A 3 F AT 5 A
F52:

Failure of your quality unit to ensure that materials are appropriately tested and the results are
reported.

JEE AR TR BE CRAEXT VDR AT 38 4 AR 56 O i o A R 4 2R

For example, your firm used the infrared spectra for the raw material (b)(4), lot # Y584-090301,
tested on March 5, 2009, to support the release of two subsequent incoming lots of (b)(4) #
Y584-090401 and # Y584-090701.

Biltn, 2009 43 A 5 H, $22A 7 HER(b)4) Y584-090301 L HILL4h EHE ST Y564-090401
H1Y584-090701 P45 34T AT -

Your firm used the IR spectra for one lot to approve and release two subsequent incoming lots.
This practice is unacceptable and raises serious concerns regarding the integrity and reliability of the
laboratory analyses conducted by your firm.

PRI 7R — SR 25 B T8 T i T P L ISE AN T 32 1), AR ™ EAPRBERAT]
S =G 56 ) LS AR S

24 ML EH

[BREN4H]

2yl A T2 AR 24 et B B & B B G HL AR, AR AR EE A 24 it A U
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REREREAT A R A% PRAIE T 2 R (A e 1

2P R BB H b e B i SR T2 R R A 4 0 — I SR LT B PR e, R
REE . DAEREEW AL BBERTTRNEE P FER. EAMPAE R, MR A
S BEACR R RS SE R, SOt AT S TE, WEARSARENTE, KEmED
A BERNIG RS T 28 2287 TR A T 25T R Bre 258 T2 REIT & 175 A8 ICH
Q8 BEAT T VE4RHIR . A SIEARSRE N
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1. WHO
WHO good manufacturing practices: main principles for pharmaceutical products (WHO
technical report series: No. 908) Annex 4

2. FDA
21CFR210 CGMP in manufacturing, processing, packing, or holding of drugs; general
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21CFR211

CGMP for finished pharmaceutical

3. European Commission GMP

EudralLex Volume 4

veterinary use

EU guidelines to Good Manufacturing Practice — Medicinal products for human and

4. ICHQ7A

R 2-24 AENEHHRAERINT L

WHO US FDA EC GMP ICH
Authorized Person The person | N/A QP N/A
FREBRA recognized by the
national regulatory
. authority as havin
SR WHO ot | 0 T e
et e  responsibility
FA 225K A B 52 T .
BT SRR for ensuring that
QP % KO each batch  of

JRAT B ER B _E A 3K
i1 GMP B3 5
2 UNINE: S S
{HAF ZTET WHO
TR W B BE B B 2
[ 5% v R M A 3
ITINHT, fHAEFRAN
HJ GMP #YEH &% H
BAffTE .

finished product has
been manufactured,
tested and approved
for
compliance with the
laws and regulations
that

release in

in force in
country

Batch(or Lot)
#t

mE M B4
GMP Fyu#i5R1H 5
— M, TZHA%
oS AT E R
GMP H5E L5 H
AR —5.

A defined quantity
of starting material,
packaging
materials, or
product  processed
in a single process
or series of
processed so that it
is expected to be
homogeneous. It
may sometimes be
necessary to
divide a batch into a
number of
sub-batches, which
are later brought
together to form a
final homogeneous
batch. In the case of
terminal
sterilization,
batch
determined by the

the
size is

A specific quantity
of a drug or other

material  that is
intended to have
uniform  character

and quality, within
specified limits, and
is produced
according to a
single

manufacturing
order during the
same cycle of
manufacture.

A defined quantity
of starting material,
packaging

materials, or
product  processed
in a single process
or series of
processed so that it
is expected to be

homogeneous.

Note: To
complete certain
stages of
manufacture, It may
sometimes be
necessary to
divide a batch into a
number of
sub-batches, which
are later brought

together to form a
final homogeneous
batch. In the case of

A specific quantity
of material
produced in a
process or series of
processes so that it
is expected to be
homogeneous
within specified
limits. In the case of
continuous
production, a batch
may correspond to a
defined fraction of
the production. The
batch size can be
defined either by a
fixed quantity or by
the mount produced
in a fixed time
period.
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capacity of  the
autoclave. In
continuous

manufacture, the
batch must

correspond to a
defined fraction of
the production,
characterized by its
intended
homogeneity. The
batch size can be
defined either as a
fixed quantity or as
the
produced a fixed
time interval.

amount

continuous
manufacture,  the
batch must

correspond to a
defined fraction of
the production,
characterized by its
intended
homogeneity.

For control of the
finished  product,
the following
definition has been
in Annex 1 of
Directive

2001/83/EC as

amended by
Directive
2003/63/EC: ¢ for

the control of the
finished product, a
batch of a
proprietary
medicinal  product
comprises all the
units of a
pharmaceutical
form which are
made from the same
initial mass  of
material and have
undergone a single
series of
manufacturing
operations or a
single sterilization
operation or , in
case of a continuous
production process,

all the units
manufactured in a
given period of
time.
Batch number (or | A distinctive | Any distinctive | A distinctive | A unique
Lot number) combination of | combination of | combination of | combination of
e numbers and/or | letters, numbers, or | numbers and/or | numbers, letters,
letters which | symbols, or any | letters which | and/or symbols that
BE AR S U ]Lalniquely identifies a | combination .of §peciﬁcally identifies a batch
o atch on the labels, | them, from which | identifies a batch (or lot) and from
i&ﬁl, \E EH?S i its batch records | the complete which the
Zigiﬁ%:i and corresponding | history = of  the production and
- o B certificates of | manufacture, distribution history
SRANE . analysis, etc. processing, can be determined.
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packing,  holding,
and distribution of a
batch or lot of drug

product or other
material can be
determined.
Batch records All documents | N/A N/A N/A
AT associated with the
manufacture of a
batch of  bulk
4 . AT
gﬁﬁﬁﬁ g&‘g;g product or finished
N X . ! i product. The
XA, #BARIL T . .
N provide a history of
LA 7= 2%, P
o 5 % 1] i }ﬁéi ) each  batch  of
‘EVR product and of all
R L. circumstances
pertinent to  the
quality of the final
product.
Finished product A finished dosage | N/A A medicinal product | Drug product:
Bt form  that  has which has
u;ldergone allf stages u?dergone ag sta.ges The dosage form in
g PR A 9 .manu ac@re, f) . pro uctlf)n, the final immediate
s including packaging including packaging L
GMP e XERK | . . > B A packaging intended
. . in its final container in its final .
I 2 AR TE] d labell i for marketing
and labelling container. (reference Q1A)
Intermediate Partly processed | In-process material: | Same as WHO Intermediate:
product product that must
)7 underfo ) further Any material A material
r;lafnu a.cu;rmg steps fabricated, produced during
YRR RAD bell(zre ltd cecomes a compounded, steps of the
GMP e X FRK ulk product. blended, or derived processing of an
I X RS XA by chemical API that undergoes
[, #B A reaction that is further  molecular
—3 T 248 mN produced for, and change or
[5A used in, the purification before
preparation of the it becomes an APIL.
drug product. Intermediates may
or may not be
isolated.
Manufacture All operations of | Includes packaging | Same a WHO All operations of
s purchase of | and labeling receipt of materials,
materials and | operations, testing, production,
ey T Y products, and quality control packaging,
N production, quality | of drug prodcuts repacking, labeling,
GMP H 158 SLFER . :
WG XA, control, release, relabelling, quality
ﬁ@) EFJ‘S ? i( H/H an’ IB storage and control, release,
A ‘lf” #D > | distribution of storage, and
BB, AT, B g
;Ej/; L ﬂ? 1‘12:% s pharmaceutical distribution of APIs
7, Ria AR 32 products, and the
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il related controls. and related controls.
Marketing A leagal document | N/A N/A N/A
authorization issued by  the
(product licence, | competent drug
registration regulatory authority
certificate) that establishes the
EATYERTSCAE (R | detailed
ER, EHER) composition and
formulation of the
product and the
9 #F IR M -
. R . pharmacopoeial or
GMP EAHRE XL, other  recognized
L ol b es =0 gnize
P 3 3o v W A v 1Y) T .
. specifications of its
I, T2, . )
’ ingredients and of
the final product
itself, and includes
details of
packaging, labeling
and shelf-life.
Master formula A document or set | N/A N/A N/A
EXWipa of documents
specifying the
startin materials
G AR W gy | s T
. | with their quantities
GMP P& H K ;
= % o N and the packaging
B ﬁj_( i % X, materials, together
HITZMBERZE | . >
WHO o 5 with a description
HOTR E.Hi @’ZZ’J of the procedures
‘ = > and precautions
required to produce
a specified quantity
of a finished
product as well as
the processing
instructions,
including the
in-process controls.
Master record A document or set | N/A N/A N/A
SEXIEFE of documents that
serve as a basis fro
the batch
p . S B
GEE L . ﬁ‘ fil documentation
GMP FHIARIEBA (blank batch
X JAd kA L]
sy record).
Procedure Description of the | N/A N/A A documented
2R operations to be description of the
carried out, the operations to be
_ ... | precautions to be performed, the
9w R AN

GMP H#1E AR AN

taken and measures
to be applied

precautions to be
taken and measures
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FH AL, #BZ R4 | directly or indirectly to be  applied
mEFE A RMIE A | related  to  the directly or in
MW, FT 45 | manufacture of a directly related to
AR 1. medicinal product. the manufacture of
an intermediate or
API
Production All operations | N/A All operations | All operations
Hepz involved in the involved in the | involved in the
preparation of a preparation of a | preparation of an
.| pharmaceutical medicinal product, | API from receipt of
G B ME X . .
T product, from from receipt of | materials through
. F . i receipt of materials, materials, through | processing and
A ”production” . . )
through processing, processing and | packaging of the
#& ”Manufacture” 1 Kai 4 Kaoi s | API
BT B — 84y T packaging an packaging, to its .
R W?V] s T’ re-packaging, completion as a
s \mf‘A’ 1“ i’ labeling and finished product.
?Eégi th g; relabelling, to
SE%I A completion of the
i finished product.
Specification A list of detailed | N/A Describes in detail | A list of tests,
REAFUE requirements ~ with the  requirements | references to
which the products with  which the | analytical
o or materials used or products or | procedures, and
eI R | O . : :
ey o | Obtained during materials used or | appropriate
GMP HJFi AR S ‘ . .
L . | manufacture have to obtained during | acceptance criteria
S JA)X 2 GMP 3R f Th ¢ b h berical
AR, S T conform. ey manufacture have to | that are numberica
= R serve as a basis of conform. They | limits, ranges, or
ABELFHRTR | ey evaluation basis for | other criteria for th
e SR IR quality evaluatio serve as a basis for | other criteria for the
g ;Bm ‘ A’% i quality evaluation. | test described. It
%);\%ﬁ: i 2 i HY establishes the set
N of criteria to which
a material should
conform to be
considered
acceptable for its
intended use.
“Conformance  to
specification”
means that the
material, when
tested according to
the listed analytical
procedures, will
meet the listed
acceptance criteria.
Theoretical yield N/A The quantity that | N/A The quantity that
BN would be produced would be produced

at any appropriate

phase of
manufacture,
processing, or

at any appropriate
phase of
production,  based
upon the quantity of
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packing of a
particular drug
product, based upon
the quantity of
components to be
used, in the absence
of any loss or error
in actual
production.

material to be used,
in the absence of
any loss or error in
actual production.

Actual yield
hrlic

N/A

The quantity that is
actually produced at
any appropriate
phase of
manufacture,
processing, or
packing of a
particular drug
product.

N/A

N/A

Percentage of
theoretical yield

BHRWRG L

N/A

The ratio of the
actual yield (at any
appropriate phase
of manufacture,
processing, or
packing of a
particular drug
product) to the
theoretical yield (at
the same phase)
stated as a
percentage.

N/A

N/A

Yield, Expected
Pkl &

G . AR
GMP HEBEAA K
SE B A0 B A8 B 3]
W E X, (H il
o W k]S 1 R AE
Rk T T BEARE S
B Wi 3 R0 B 4 i R
2 ) B 2K & R
BIRGEL) GMP 2
K.

N/A

N/A

N/A

The quantity of
material or the
percentage of
theoretical yield
anticipated at any
appropriate phase
of production based
on previous
laboratory, pilot
scale, or
manufacturing data.

AR ) GMP RSB R A € SC, AT BRI H AT BATT L Y ) GMP RS A A58 A ) 5 X
[FI KK B (0 7 . T H A GMP ZERN T HEAHE S (8 LM BEAFLIT, A7 RiE BRI
A5E S ABAERVE B AR DT AT A 2SR B IR E . Beandtt A sk, T2

faragarey
SF=Fo
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B. K77 MTBUT I B AR BIAH R 56K
(1) WHO (WHO technical report series: No.908) Annex 4, 14.27, 17.21.
(2) FDA 21CFR 211 Subpart |, Sec. 211.165 (a). (d).
(3) EU EudraLex Volume 4, Chapter 1, 1.1(vii), 1.2(vi), 1.3(vii).

BR B2 5% 2001/83/EC AH VLR F B E R 4N F

JRESZALNAE A, A RO i i 24 h R R

JFEZAUN, FFR Q.P. JF R AN GRS TR AT LATESE 49 B4R 3. %R h i 2 1) B 4
WS F I RIERIZG, BRABE B2, AV ERMBREE A5 D 4 E IR AR AIE
NFEINED 2 FRFABUNFAET=, N JERE 2 (1) 5 5 53 AR — 25 () S50 A0 R 1 (R 24 70

JRERIZ S . T SN AR F AT AR AR 23 ] S AT (B R B 52 o A B DA ] A ZUAH 2 PR R E
RN IE R AR BA% . tLAh, WNHATHMAILLT . (5 52 %) .

BV FR I A VR ], e 0 B4 — DN RESZRN G 41c 56 » EEHRMF A .
AP ATIE R R A R BT R AN B AT ST (58 46 %) .

1E 2001/83/EC VEA K 51 2%, "B ESZMNAIMES « %752 W R:
SHFZERR B N AR P AR 2, N AR R EAT IR K B AT AR R A
WSR2, R ] L,

JAE SO R AR WA — b R0 A2 L3 P 2 ZESRARZAIE I B0 AR D 3 B ASC A
Hre

— HARFREIREICAEIE xS, izt DURAT .
(4) /NG

FITAT 25 KR W TR 5 2 AR MELL RS, A 2 Ik, AR SO B A AIAR SC N Bt
HEJT P PAT RS A o IR EOR 5 P [E GMP L (1 2R 2 — 5.

i BRI, SR E cGMP A KT B 2 BN IS, AR ITTA R B 14H 2 .
WHO M1 EC AT ARTEE S AERAMBADTAE AR ST A AT AEFATTH A 09 R AT W Y
ARIETE S, AEBUBRAN G AE G A 1A

715 EU GMP 5 MISEHE cGMP A M E B Z RIE TR & A H 2R E — MREZBAK
BEAT P R BT o SR, QA AL, RIFESEE cGMP ik rh i 0 5T B 4% 1l 8 1 T HEAT TR
7o AHSE E IR L T E AR GMP(2010 fR) S 2 J5 52482 AN AT LUK FH 21 R b B T o
i

[scitide 51

A, 77 R RAT AR
— BT & 7 BT AR AR 2/ BAR U 71, Ak 2-13 Fok:
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2 PR E S i A Gt GMP SEiti 6 R

IR TZZ%E / PdEREHE

PR UL R SE IR D RETESTRHI & B 5]
SN AN SoRE

PR ARV A LR
TR, . pH
AR Y. MR NEERE)

A TR 8]

T 5

Ga7/Nibiin
o JEAs e BN
HUERRE GRAAHIHD %

kL
AR )

RG]
K
B N B 3R/ BR AR

VI AR I HER

R (RBVER)
WEE (WA EHZH AELFEID
I CRUEY . RiT30

—IBEER

KW LENIET LMY WEERARE, 5 RIE™ 5 5 E T
TR I IV R R A 7 AT

KR 2P S e PR A P AR IOK R o U K U T I R e R

bl
NS
A
o

ATC ) B4 R BA 7™ B A 24 TR PR )

AT B[R] 25 AR ) A7 A

g ME K B AR IR R 5 A X

KE GEAAZRE) B A Wta s R0 RE  (BHAEX HEBR AR

TEEARIE K (Sterility Assurance Level, SAL) Z/bikF] 10—6
A B B

K R milil, i, B, &=, B, AR, pH

KW LZZH0 GREE. W, kD
AIUKR W A1/ 5 5
% R E

LSS A

R
SEEEYIN QT TE TSS9
EREE (ELR. EED

MR CANTTA S

o ERHIFIFICH API

TEPR TERE / Pl EEHRE
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R & 5% GMP L6 R

N E

R UL R SE I DO RETE SR & B 5]
FtMNANENE ok

TR R RN
TR, . pH

AW TAT R (RCEY. Fid. N
TEER R

=

Rt K AT DERR T CRIEH T
PR D

Gat7/Nibiin
JURYE - Pk
S INI
T2

LB IIE

AR =

B P9 3 2K/ R AR
NEREEHE

B 4

B Bty
REUERLA MR e R bR
iLgas e BRI S

ap
He

KA AN [E R 7D

A=W g

K (A7, sk, 5B

KT M

AR AR A K

TEEARIE/KF (Sterility Assurance Level, SAL) /iE Y 85 &
WIVKBE G, s, @R, KT

ages 08

Te T JEUR B 933 S5 R AT A7 U ]
TEREES e R 06, IR PR e A )
RG]

AR I HE % K
Bk N B R/ R R
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2 IR FR R % GMP St
P PHTETEDE, THRI 2 B8 AT Al A7 IR 1
AR (RBYERD
SP R TIUE CHP AR
A
P L A L

Lt Sy AL o T

WEBiER ) Ud & T B 7D

MBI CRE, Ry, 20, B, R, R R B RO
R R, A RIE

TEZH GRE: D
PKE GRERT KD WA, T
POVKB G fA I, WS, &Y, KT

B. JEVEIAE
VR E SR ]
FhR P E GMP S XHEE IR I N ER
(WA REEEMYE) 2010 1&17fK:
F—AA T % BEAENETIRE, FERHEERRCER, LA b5 §efzs 55,
TR VR IR B 2 B 2 RV A A FAE L« BT FH 03 vl 7 AV B 50 EDURE J v AN A, B DA KGR B )
HURERIACR . BREEVIR I AR B . B B WIA 56 7 v REBUE SR &R .
(1) FEVEYAIER)— R

T S IR SCPHIE TS R P A R BE 3, B R H I OR ™ i A2 Z Bk E T
i EAT RIS R R E Y TR LR AT

N T UEWE R A RE, RS IR R D AT L = AN D IRV TR R

TR B, ISV RAE T DA G TR BEAT 5L, (HA 25175 FEIH s 5k B DA S i AE
MBI QR AR, T LU BRI i, I 2 B 40

XA S 2 Bt e Coin AR AR AL R BB AR Pl P Rk e )
T B T AN AL X 1 R HEAT B 52, (HLb 20078 FETE s PR B S E s e SE R R

SRS T PO L7 56, T 36 A o A A LI
BRI U 5 2 RO LIRS C G B )
BRI BT IR (iR AR 1)

(2) FEHRERIATIR A1

BEAT BT IR UE A T S 2R A 2
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R & 5% GMP L6 R 2

T
Bo
=l
i
i
o=

THEEIE R O, b GRS VSR M S BEE
FERRBSVPAL O T ORSERAE L W&% WIRMaFEEYE R Hraa s 7R ikl
TEREA AR E ] Resgma RS SR M S H0
TR I 5
HURE i 2ttt e P A 3R EURE R A EURE R
AR ROafE, Hhamsezirgt RIEAF R & HE) .
(3) WT H
TV IR A9 B I E AR = 5 (0 R AL I S AT e, G T R LA R A2
H e 2
TR R B
TH R
AT G
HMETH T I P REXT 5 227 i A RS2 AR (it R B R
(4) HUFE
TV B0 IR R S PR BORE 7 v N VR AR I HLR I kv, R BREURE 5 v N 2% R R FE A AN AR
PR IR o
o AIERST TR B IURE :
JSIAR AR 5 BR P R S5 LA B A = A% (R R I R EURE A s P B BURE 7 VR AL A

PGS BT, SRR AR ARSI AT, BRI, SRR SN N R e
FAET BT AR i S

PRI A o R 2 A8 B B R I 224 P 70T R 5 T AR ) 8 4% R T EAT 45
BT

IR 30 A5 P 3 4 Y R B R e JE SR R R B O T k. e
FECARI AR P (0 i 24 B K BT 338 I A P A M Ik e 1 75 2K

Foik s WO IR ZC MR K R D 12536 b e 7K RE A8 42 o 31 4 B0 B 24 3R 1 (95 V35 7 125, WIAEZR TS (Cleaning In
Place, CIP) Jjiko RAVESNE TSI A ER B BOREIAR, AHERRAF N R B OREIE R
ik .

o TEMITE B
MR AP B AR, FERMIEEEGE (RERIERARAE) T L% sk e i HEAT
HEMIBURE o R s SR B ZE AR, QR TR R PR AL L R M TR A T B
(5) #azhniE
] PAY &0 RT3 R A8 AR KT T 36 E R4 SE AR vEEREAT WL RE , Abolb vl DUARSE ™ i o 7R 2R S5
B DU e TR SR A3 S s — BT AR 5 3K
o HilbrHE
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2 PR E SR

o=

JiUR R G5 GMP L6 R

WAATEWE LT WHRE CEREITA RIS R k. W8, &AL i) .

o IEMERUT IR K
BT )3 7

T PR RO R SZARAE AR FT — 7 Wb 2 BRE 1 . S DA B TS R R E .
RMTTEALLE 3 Fh: —MebrdE. Z5T HIGIT SREEARE . IS T B8R v E b, o
— MR AEANEE T FR T E T EARE RO T, AT DLSR B e 5 A A R PR

— AR

W, FHERR T i CRT— 77 WO S 1 A £ 05 227 i b ELSAN B I 10 mg/kg (= 10 ppm).

ETH®BTERIFE R

IR G — 7 i DA AR B s e R B LR B R, R R vFE AT & (Maximum
Allowable (Acceptable/Allowed) Carryover, MACO) 7] LI A — = fh (1 8/ 71 & (Minimum

Single Dose, MSD) 55—/~ K HkHE (Maximum Daily Dose, MDD) ###f %1 22
. WE—r=MNY, Bi—=N X,

MSD(X)x1000000
MDID(Y)x SF

MACO=

MACO [mg/kg] K VFHENE

MSD(X) [P mg]

MDD(Y) [mg], fRKHARME, W& HRHKSRAE

1000000 mg 5 kg f# 5 K1

SF LR T

AR AL A P 1 SRR O R (iR SNBSS D B 2T 1B

#, B AE T AN 1000,
S84 SF=1000 I, T4 B K A0 VFA - A7 it A A7 i f N ML
1/1000.
T R YU

ZhE (WATFRNEAER &) (No Observable (Observed) Effect Level, NOEL) AJ 3T ff
—7in (XD 1 LD50 CEEFEUEE) RN A Xt

LD, (X)x70
2000

NOEL [mg] %4

LD50(X) [mg/kg] ¥R 7 - 23at &

70 70 kg, FNFHkE

NOEL=
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JF B R 45 GMP S2itifs g
2000 ESH

BT NOEL, THEHT— /=M #32 148 Hi¥ N & (Acceptable Daily Intake, ADD) :
NOEL LD, (X)x70x0,0005

SF SF

ADI  [WETEZPIHr mg] AR H AR

SF XfF2h, 24T 8 1000,

ADI =

) AHFE (MDD) &%, JE—r/=fm (Y) s KHIRHE (MDD) #7t

wmfE—r=f (Y
VR ORI — 7 5 X K E (MACO) %L R AR5
MACO = ADI x1000000
MDD(Y)
MACO [mg/kg] RN &

ADI P2 mg) AT 2 R HE N &
1000000 mg 5 kg M H K1
MDD(Y) [mg], & KHMRHE, WA R

PAE =5 A TS I B bR AR BT 57 T SR VRS A BORT 7 R (mg/kg) o
T JE 7 b PRIt DA A it P 8 9% R T AR D T DA B Hh A T AR 14 v 6 S 1D B P SR VA7 A
(KI5 B R

ML BB A BT AR B IR g / m® | = M

MACO [mg/kg] FAFEFHEN &
MBS 5= E/ MR ke)
Avora T 577 A fih 4 45 2 R AR [m]

FEVFHRIREN, BT HEMNATE I BUE ks “mZEFRMT . Pl SRR LR
R BVEAE, 05— i A P R O EE SRR 5 (O R E 2 5™ A% 1

B St v e R 9 B P 0 e ) A
i) 5 ¥ PRl 0 R P R TR AR AR B IR EE B T LS 25 Lk 3 vk, (HRREER, ATHiHE
) MDD N oA#K H IR = R s s/, 22 a7, n] LS 72 5 XU AL 7E 100—
1000 i BB N AT .
e
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o S JiUR R G5 GMP L6 R

T W B R R R PR EE A A E RS ERD AT (L B3O .
Eppil

THEIF R B IR EE I, B8 F TR R B v Bk . BRI BT D2
E

KUV & (Maximum Allowable (Acceptable/Allowed) Carryover, MACO) HJilidiE
EA %4 (WO TE/ERI &) (No Observable (Observed) Effect Level, NOEL) Fl1A]#%
Z W HW AR (Acceptable Daily Intake, ADI) 5,
LD, ({517 7)x 70

2000

NOEL=

NOEL [mg] %4
LDso(i#71) [mg/kg] i 71 - EEst &
70 70 kg, FRN-FIfRE
2000 ZESH
$£T NOEL, THEISWEAIKI A2 M5 HIP A& (ADD
NOEL LD, (iF7#77) x 70x0,0005
SF
ADI  [mg iHVEA WHEZMEHPAE
SF ZAERT

WE—7 8 (V) BokHAE (MDD) D1, J5 7 () ok IR (MDD) i
VR I AR RO BOC R (MACO) #250F AR

ADI =

MACO - ADI x1000000
MDD(Y)
MACO [mg/kg] RN &

ADI BN, mg] MTEZMEHYAE
1000000 mg 5 kg # 5 K1
MDD(Y) [mg], K HMRHE

FIFH55 ADI )% 22 [R5 AR YE 228 SCHR 7 5015 o B SR 228 SOk Th BOA MOS8, BT
LA T B HER AR -

SRFEIF: 10—100
B A&7 100—1000
VRS 1000— 10000
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R & 5% GMP L6 R 2 ARSI

SEAh, WAV B, JE R 5% B BREE T LR NOEL Al ADIL 2 A7 i1 5
(Bldn, BRI, nE oK S AL R S5 .

IR KA VPR

Al ) RE T R SR A B A VD PR EE I T BA 8 ity RT3 U T AR A DA R A B 5 4%
IR WREE e IR G B 3, BSOS A8 7 DX 8 355 14 2l 8 FEB B [l GMIP BR3¢ 1
HH R R T A MR L

xR 2-38 REWMAEYREIRE

R REWMAEY

ERE (955mm)  cfu /B

A <1
B 5
C 25
D 50

(6) MAFIZE R TEAL

TR SR A LR SRR T (9 90 M 59X ik B ) B e AT TN, 4552 BR B L ARAE P [
R i B AR 1T

RGBT ik (AN iig) ik it ATl .

WA AR @R IO VR S A LS . R EREECER NS, POEERE LR
T3S R A5 Rk e R FH B 22 AR R 5 IR AT VAl (ot s PR AT LB DN B b e v b
TEVERCIY PR B BRI, TRVE X MR BBk 5 AT — 77 S Ve . RN R GV . X R
OUF, REFAMEWRE, WA S AP vk B T80 — 7 5 RE )

THE AL AR BVs QWi ik B i, A MR AR NN G — 7= AR = BT S BT A W%
HARZ A,

KA 32 BB R IR E (BPRE, HDREREE) « IUFE CRUFRIURE T iR ATIURE AR
T IwrRes )= 2 G A< K SRS 1B i A S R = R o2 [ WP N1 o b B O =R M [ RS = ¥ -l L1 0 =
BISC RV B IUA, TR o 545 8 IR 2 Bl S K R85 ST AME) o 1XA
EEAI ok R AARAE R 7 (Recovery Factor, RF)

RS BT -7~ D5 Gy It M B 70 BT VRt 7)) B B B ) 2 B 5 5 B 0 e ) ) B AR (Il
WHEFE 21D .

_ BB R SR
S B RLFEI I
[ Wi AT 5 LI I 70 B 7 VR IAIE A 21, £ 7 VRIS R IR S A X6 AN [R] B BURE T3 92 BL R AN R 3R

T4 52 70 730 U BT R o A SR IR USC ER)F>2, 38 5 82 2% R 4% HL e B 53 (VT BORE A0 B
Jiike
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2 PR ST

o=

JiUR R G5 GMP L6 R

ST ITERAE AR TR “ PR EERIRRE 7 .

bk B [mg/m N R R A G AT IB R T

Y= RPx RF

AP

X REE (BIEE

AP HUFETHIAR

RP Hdn b AR B & Gl AR

RF [H A7
(7) 4y4HM%# (Bracketing Concept)

Al — MBI T e 2 N AE AR R . T2 o RIS IRAIE IR AR £ x5k
SETRER S AT, T AT DA AN CERZERISRM (I, SR v 0 il BRI v
s JEIE RS R R A AT I T HE WAV 7 o T A SR R A R XA
BAE T RN “Hd” .

SR LLE S LR R, (HARR T

frulpis

T A3 PR B A P A IR 1 A 202 B S [ FR 7 )

A% CURREAR [ SR AL 1 45 2R AT 434D

TERE TR CHeHAsE F AR R 7 1R LA AR ABL ™ Wb 2R AT 234D

RIS I AR AR R T

FRIE BRI VAR S5 2 V75 ok 1 5 A 20

Rrif bR oL i 2

Ve RS NG AL (i R AR 4 kT AR B M 375 ) 3 1D
(8) Xtk
o IHVERIETT R

Jo7 2 1 S A B D IR b AE o IS BRI Ty SR P NS TE AR P IR AR, e A A

IS UERT B
AT AIHEAELSUE N TR 5T 5
X BT A FH B 8 B IR

A G R AT AR T I 8] (BRSO i Vi TS L 1)) 5
BT b RAE RGBSR B T T i R
EEELPAT TE IR OB

LT A 5K 5

e

I 3

156



R & 5% GMP L6 R 2 ARSI

HURERURE, L FE I3 S HURE D5 92 T A 308 1) S 5

WY ff R 5 B S

TS R T A 1AL
IIMTTIE, BRI B AN 2 R

AR UE, ALAEBLE R R SR

MRAE I AE N, BGUET] DU 5 A e i T2
FRYGE A TA] o

NERE valles e

Yol 2 R L A T T SRR 5, S B S
AR T R TR AR O PR BB R 5280

(9) FEHE

S ATl ol

ik

S AR A S . M
[REi0F 18

&
A

(R it R Py i I AR S BT R . X R SR OUACE R, S AT R I AR

TR AR PP A LA B I AT RERE MR v AR N (i vl 7R O BC 7 o AR AR A S NGB
TS B W R 7 2RO A B )5

YR AR AR T AT RE A 2 R

273 2H B 72 25 A I AR AR T T RERE R B SR UESS R I CAn 51 N ™ il BOHT 50 4 T
TER TR “ i ZESRAT” I);

2 [ 0 bR IS G SR

SESAFRIAE: BANE G RE P RNE I HEAT FRIGAE, 30 E AR i b AR S i L
52 o X H T VR R P M 0 445 SR [l T DA D R A IR IE . SRR W R 4t
FHEE, T 3 7 2N O = AR 1 PPA

(2451704
TR 3 5 B R PR P U
10 T A ) 7500 2B P e g A 72 i A ML i B EATTHIAE SR AR B

N R H AR
Ejd\ﬁ(}rlnjj MSD MDD () w/MEE (kg) LDs, (mg/kg)
mg
P A 50 1620 216 5000
(270mg/ Fr X6 F/K)
P B 30 1017 50 2000
(339 mg/ [ X3 Jv/R)

WERXS A P ST IIE (55 B i i A BB MR
iRy R bR
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JiUR R G5 GMP L6 R

[\S)
¥
Io
S
il
i
=

_ MSD(4)x1000000  50x1000000_
MDD(B)xSF  1017x1000

MACO 49.2mg/ kg

o T EEHAR IR
ADI 1000000 LD, (4)x 70x 0,0005 x100000 _ 5000 x 70 x 0,0005 x 1000000

MACO = = =172.0mg / kg
MDD(B) SF x1017 1000 x1017
o —flhrifE
10 mg/kg

IR E = AN EE R R ) (/MED W& HARTE Y 10 mg/kg
IR B B REA A 20 m?,

2] MACOX MBS _ 1050

B o7 TR 45 TR R B FE g / y 20

=25mg/m’

total
o GERIH

AP g BT 2 P — AR (3 5 AT, FERRHIABE M B
T — AN HURE i, BORR T A 2 DMBORE AL, 8 I s BORE T

PRI A V) AR AN GEAN R AR R i i B B, LRI R 7 0 1.2 A LS.

AP B R T ﬁIRP BRENEE RAmRORER
M WME RFEREF [m?) (mg/FE ) (RPxRF/AP)
1 BN 0. 010 0. 005 0. 6 mg/m’
2 ANEEN (1. 2 i [ |
3 Epa 0. 010 0. 012 1. 8 mg/m’
4 Lebe g i L
S wek o . s 0. 010 0. 030 4. 5 mg/m’

AR 5 AL, R IDURE A (3 2 S 2 B T AR 2R DU R I O B R (SRR AT HE S

ARG B S A #R /N T s (PR 25 mg/m®, R AT DL E i b R A ks
C. W3R SAIE

Hhi [ GMP HRILE « R 25 BAiE AR S0 7 AT R IR, R ORAFRRBE IR .

IIMT I35 RS UE A AR %07 125 U H AARE N

ICH Q2 (R1) 3L H i B 2547 Mk V2 A AT B 0 7 iR e B4R 3 50, Herp g — i
DB NTITEAER) — AR, 88 R @i TT i . T E 258 2010 RRPH=XT X “ 24 it BT
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R & 5% GMP L6 R 2 ARSI

PRAES BT 7 A FR S 7 I E AR S ICH Q2 (R SUAHHEA—, AAEAHIZR I A
PRESR FAFAEZE T o Al AT AR S P 7 EEE FAR N (1 22 3CA

CAIWIRF AT SPGB NS ESIY e IR il s Uik TP
D. TN R G RIE

[BEFN4]

= =4, B IT R PSR, 1T SRS 245N Bk 72, B a2
W AE A d . EEARAREAWTHI. Bz, 7820 thad 90 AR, HIZk 5Ltk
%4t (Computerized System, CS) FliHH LI KRG IUE (Computerized System Validation, CSV)
BAERTR . THEVAL RS RE R T U0 UE TS, (H 2 SO R HAh SR, 30k TAE T i HE A,
X — 7R E PR, A atk.

MET, B BR_ R R 2 E S AN W R A S, bean: TR R E RS R
YR T (Quality by Design, QbD) %5, ‘EAT#R5R L T-X0 7= S AL FE R 1 g B 2 3 43
MrFns, M SRR RALIE TV, OGN BRI TAFE R 7K.

(D HHHEIM RS

HRHE PIC/S EFIN AL RAE M) E L HENAL RS (Computerized System) HiHH AL
F45 (Computer System) FE 3% T §EEA2/F (Controlled Function or Process) ZHff; 11
HHLARGHIA T ENUEE . [ 2B RS AR P A di T EA LIS AT B A AR s B
FEH Dy Re v LV EAE R ) B (il E BB ASEEe = B L 2SI A
E WA INREERAERE T . BUE AR W& BT 2 TH HANL R G 1 3AE . TH RN R G A
BRI 8 S, 52 M D Re A GBI SCAF . WL L.
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Jii B & 48 GMP SETit 4R R

[\
T
Io
S
il
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B 2-18 HENREHHENRGRRR

e N

Bt BAFFEFAIA R

[

R
W
[ fF
HENLAS (EHR%) ZEYRESREF
R RS
BB

(AAEHE TR MR SRR TR RS,
DUMHERS, B, NG, #&, MRFPE)

(2) THEHUL R GE A fr 3

HHENA R G A MRS 2B ENA S, 20U FERE (G FE
fion, KEH GAMP5)

B 2-19 THHEYL RS E

> Y T T\
Wk N EE B
GMP fi{5 At
BB i | 15 H | BRAE B
v v v

o RSB
W, TEIXANHY B 2 R
o THRMEL
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R & 5% GMP L6 R 2 ARSI

T H B B v SR PP AR ARAERHIT L B E O % N AR i)
WA IREABAT . RS 15 H BB E BSOS, XA I H B B AR A R
TERT BOR LA I R AR I

B 2-20 TWHKBRMEEED)

[ e [ ms
(o e ot |
/#\

R |

o RAERTEL

ARGRAFE T A A AR R I BB I E BRI R G AR AT
EEOR” ARIRES . AR AR X Bl S S

o IBBIPIEC

ARG I B Ja — B, e N E B I ORAE . B A B DL RO X S R (4%
il o
(3) IHEHRGRIGIE

THENU R SR I8 A 30 5T LA P 5 T (10385 38 28 Ge08 B4R AT Ao 2R DU TE H
IR -

o AT LB A A A I B)
A i A I Sl O AT LURR AR 51 A 2 AT 2 1 UK -
ARG TS a7 bR XA e BRI XS PEA)
ARG IR R QIR (ARG A RIS
BN PPERISR (BN RE D)
o S BRI G
F G i A IR AR E e P AR G 1 EERE ORAE R e AL T Al 242 RS
(4) THEHL R GRAER — B
o HIEMNHIETR, BIARSH HEr;
o ZJAX RGHAT GMP MIPEVEA, AR VAL 45 R e R T T AT IR
o EIIX RGUHEAT RS ITAG A S, MR S5 R e SR e B A A TS S AR .
TEER TR R G RIER — B
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2 PR S Jii B & 48 GMP SETit 4R R

(=

B 221 HENARGERIER—FHE

\ Ve A

GMPAFEHE (il X RGEHAT

H*”F'ﬁ*%% H CHI R AR TRAE) BB EA
N J
( : A
T ESIIE T

GEFRIETT %)

N J
v

p - P N e h

s < { WAEFIAT 4—{ KERE ST
N Y, N J o /

o HPFERULH

F @ 3K (User Requirements Specification, URS) NiZi& Wit fifiiA F - 6t EHLL RA K
ok, RMH P AERER RGN AL, RaEErEE DL ER ISR .. P & RA4E
RFERESCHE, BT PR K WL RGN, 21 UEEsh & . o~ E
Fis o

B 222 HEHNMRGENHE S FRIH

L i RGuiRsz
it H W*H e

SRR MRS G

o  GMP MRMEVEE

HHEHE RS S GMP BRI M HAUE RGIIERI AR, B, A RGDIREZ 5
Wil GMP E IO, R, o2 5 e 20 N K22 4 243 it 14 Jo e R B 110 B 5 BV 3 BRGRE

A LK HE S 0 GMP HSE 3% [H) 5 T A9 — R A RS2, @il 8 RS TR 2 S 55
KRN ERR, RAHTERFLEES GMP K. [RSSE T ENG RGN 62 G
B R TR . R RN A REE S 5 1 AR AR R . R E R LA 5L GMP
WEF B 5E
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R & 5% GMP L6 R 2 ARSI

o RV

R V(70T -SRI RSO R B, s XERE A 355 R KA s R
ST AT AN BRI T Bl X RGE IRE 0 KUK P e R e R AT %t
A0 UK DA 25 R O B A T2

Xt R GEA I RE I RS DAt DR 1 AR L (18 RS 428 I It 360 I ks B A e - B e
AR RS YA 77 12774 AT e DAL i XL 7 B 7
o IEHLRGHI K

GAMPS R4 R GEH KRG BB G E, XTHENE RGEEAT 17036, R RSk
T3 R r B 52 B RS B AN S ROVE

B2
128: ZEREM
IR AAT 2 AN
LS R b A

FIEOE R (A SR AE MR T IaAT . XM AEIRIE R G B e e PR 2
FEIE S PR PP, SRR TR, A TRERME (EARREETXET
BT RS E R R

SRR TR

SRR g I AR ER AR TR e Bt o 2T
Heo

33K AAEEERRM

B S5 RS Y B AR E R Mk b . P BE RS ARG E N RS (REBIT ST
FeE) AR EREEREABOALEN RS .

4% REEERHA

AT B AR A P R AR B R e ML S5 RE AR SR AN DD RE . A AR I B TS
B . mlHna B RS (ERP) « LB EEE RS (LIMS) .

53 R R

REERGE T RGN T2 AR E I /R I A 2 e BT AT L — A e 3
M RGBT BUE RGUHEATREA . X IR A3 TS B A A

%V GAMPS HHEUE T GAMP4 R 5E SUIK 2 88044

ER RN RS 7 RAR XTI, AT DRSS SR OG I siml DG B, AR, o 38eh
Rt 2224l

A =D RGEA G I DIRERRI R T 3 K5 4 K4 K5 58200, ATLUR
0t A2 ) R AR ARG PP At R TR B B UE R, AH R AR e St & b i LABE R
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ARG
SR

*£An (Backup) FEXTHURE . dsk DUACERAFSEE MR, BB 56 E BN A1 X
KA T,

*k &2 (Restore) FH1ELAEEMS X ELE . 1053 AR A 5347 B R 95 3l o

*HEPK R 11K (Disaster Recovery Plan) $i5 24 R 48 1 Wi B Z K R R Gt Mt AT 1)
I

)45 FF2L 11K (Business Continuity Plan) £345 540 5 Wi MK 55 J2 T PRAIE Y 55 A2 RF 42 1)
P8

EMRA AT

IOAUEE B0 76 A2 i B I B0 R 15 X BT AT BB UE VG Bl A 1A ke 2 175 490 R 50 4 e 5k
ITIgs, FF HX R G0 10 2 IlE s fE A& 4518 .
(5) T BE N RIRT

THENE R BA 5A R T HERIEMRF A, W 78 PIC/S Fa R H BR 1 X4l i AH 5%
HEsh, A WER AT B 3 R G LR AT R i A5 E GMP U 2k . RN,
MATIEBEAT AR IE A BRI, 3B I8 56K F P 5 TR AR VR R (SR U™ 7 a0 Mg B
A2 T X — SRR TR P SR 2 A R AR R A Al FH P 2 R4y TR
...” .

SN VAIE 78 A AR R R I BHR AT AR SO T AL R BT B AR R
2, [FE, AP ECKIT % (SME, Subject Matter Expert) s& 403 F 7 89 4% 5 b Sk 1) o< i
A,

BAIE RSB N SRR P A AT BE R PR 23, Foer, P N R BELE AL IT AR, B
RN
o P AVEGUE BN 7R EE i R A A2 R
T H 415t N (Project Manager)

A5 R R G1HA (Process Owner): H LA LR IS EE, WA HHL RG]
PIFRFRFA ZoR, AN RE PRSI TAR, 3T RARRR. R
NTAEH ' (Responsible User) .

QA: S TR IR AR ) B A4 1

THEHLARGE T TTN (System Owner): ST RGMIIEHIBAT . RAEARSHE 4
RGMIIERE . RGHIE 2 42% . — B ALH IT FHIIARASIT £50.

FEEHI T (Key User): 5t HI RGERAF AR X TN RE -

IT %5 (Subject Matter Expert, SME): TIRXTIHIRGE KM IT 5K, M
THENL RS H PRI Bt R 1% 2 5 =, JCHAE R g0y e #EH,
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A LAAME . SME S 45 - AVEE R A0 OCBe AR . BB A - SE Gl B A% 56 TT AR o) T
Fo
AR5 A (Process Owner) FI RSt 57 N (System Owner) {EIGETE 2] 8 B AE
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3 BMEMHRILEER

3.1 REEH

[EEER]

(A R EEFRMYE) 2010 /21T hR:
B2 REEH SR ERIE

FHT REAF

FoANEA BRI AT AN R AR IESIAT A T2, a7
BAEAR, Btz mr- .

AN\ AL R ZE A B AR R, DR MRS . 0. A, B
L KRB IEFE i, A A RIS 5%

S E VU U AR AR i 22 0 PP ELT 7 it R RV AE R o ol AT DU A i 22 R 5T
VEE 07 it PR TR R AR FOR 22 702K (B R R ZE) , 0T B K 22 ARG I8
S22 FE R 15 75 BN 7 b AT AR 6 A K6 7 i AT B R S, 0 BRI, S R EE K
ZERI P AT R MRS 5L

oL EMREAE TE. WRSHEIREE . FUEARE. RTT%. RIERE SN
DUBINA LS, RO 8N SRR E AT, NATE R R, 2 R
EHE = FEEMESIIETERE, FEIRERS.

i 22 R A 7 IO P R B S DA R N B R A R o Al 3 R B T e A 97 1k
Ab i 22 PR PR R A

BoAL % REEHMINASHREN DK, RIFMZERE. ABESCRER.

[scitide 51

MV ARZERE T ARAE (B0 22 70 FAR eSS ) RAR R RIC SR Rems s lk B 7g 2 5 )
BT IZARGE, ARCRAIE LR ek, WA AP, A RON DRAFAE N D SR AT 1
i 22 AN W22 22 G0N BE R ZE 00 7 it SR IO R I, AEARAS i PR 4 AU A2 I
(correction) TEAIHE LR, R SARIBAT: AN BEAT ZE S T, ST
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3.1.1 X
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i 22 - I 25 CHEAE IR Y (Fa 250D BbRAERI AT AT % 9 (Deviation---Departure from an

approved instruction or established standard) -

X BLR (0 BR v ) 24 A MV o SIELZA BT R T R S PR S AR AR, BLAREAS R PR T
i A s bnite . BORBRERT DUABUA SRS, ol LB R 7 SO — 8 0, wT L2
ST ARFRAE SO, AT DRI Ry 243 A hi Bl H e 0d 4 B (.
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(IR PP SCAE AN EBOR PR (O DL e 22 R ST AT 2
T RSO e, B X R ESFE LRI KN BITA (i B A% e s O 15 DL AR s T O 22
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TR, AR OO I B AN I R AR A )
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A FE SOOI 57 B JX 6 6 20 1 4 1 A 9 L R A A R B AR SR (B An i S AR R AR v . 29
Wiz dbRdE) . REFARETIET S, IR XETRAMNGRF, Thr
s TCIEXT R AT AR, AR, BUAE A AR AR O R I g 4B R
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fifo

245 Aol N ST A PR AR P T TR bR HE . RIS T VAR, A ST o R Y
FEARGFAT AU ZE RGTHFER &80T 55T NRLBR ORI A N 2™ 4% IEBRIAAT TIUE I A2 T2
AR R RANERAERURE, B e 7 A o T i 22 107 A LA e 22 50 A i A B A 22
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3.1.3 {6
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B e A\l i 22 7 BEARE AN 5 8k AP (Production) VESIAH RN 2, X FH ek
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HEFE VAT N (245 S AR P2 R B FEENTE ) 2010 AEAEITRREE — B 146 “SrRIdRaE =48 A
PRI R, AREFRAE SN e (B 1 RZHND , LB R
IR ZE R PAT IR Aot “S7RIFRAE 7 FRE SR 7 A R[] f B
o MEMDHE

AR A 22 0 A FE6 7 R B T RS . AL AT DAB R R AR R, FIEARTE B B i
T2 A BB AR R 0 SIE M H 22 0 hnitE O B 2 AN E = 3 AL &
N 2% e i B T A FRAEL AN gE— ) .

22 1 R
P 2 ) 3 B R /N
o} 72 it o VR A B R
& 75 ) £ g R
15 SR A S
AT LR A E 20520, .

R, 2
FEEw 2, TEEMZE, MMEZE
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KetmE, EEmZE, MiE
IR, T RmZE, K mE
Bk T AR P i R A s I FE FE AT 4 2R Abh, il G i kad mT DL ST e A Bl 2R &
S8 RN/ SR N I m B U], DAFS Bhdk AT R 2= B i gt M. Bltnasl A X 22 61 5 4 5 20 0 4
T CRRARMENERR, REHTUHHEB R ARG WMEE D

R 32 FAxmZESE K9 5 N

iz a2 ke Tl
2 5 BRI Y5 01 = e 3T ShSR 4
NGE TR 02 AN e A7 R 555 ED F
. A e
52514 2 03
B A R A )
kbR 04 {5 FE A A PR R 3
TS 05 A T2 B h T v
A S {2 06 AT 4 X 5 2 e
e o ggﬁ%%%ﬁ%%ﬁ%ﬁ%%%ﬁﬁ%@%ﬁﬁi
R % 08 b M R 2
LI R Gl 2 09 A SR AR B i
R A 10 R B AT S
B 2 1 {5 A e R R R B T
AT 12 {5 4 B 5 (3 b A TR
SR 5 R AR SO 13 TS 7 3 R
U 14 PR TR, 5B B A AT B
B F B L i 2 15

B LAV EARYE F e AR AE T I Z2 34T 402, Bl Ak B H4 0 22 2 PR oK) o s g
7 (Planned Temporary Deviations) “Hl“i1Xl#MiiZ (Unplanned Deviations) », FFE%FIX K
i 2 3047 RH L 1) 3L

TV I A 7y SARdE, T U 23 2R U R P AT, 2 L A Dy bt B A1 s 22 55 2 1 T
R PR BTN A DT E BAR W ZE 1) 20 R HE , AHRERT] CRLdl i 22 K AR ERT], PR RE
VA AR 5D AT AR b e o B f 22 1) 40 S8 tH @ o X — [ D[RR B AR BILAE A
SERE AT b, Baner DLZERE AR =il sk BRI B AR G R I e sk R R E Y B ], (T
B SN BT e ZE HEAT 70 2R E

B MNIER, WZE RN W ZE R — MR, RS BRI A RAR S B A
ARG ALFBAT G AT SR 5 1F T
o HE
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N T, [TEA ARG (FB%F) BB (Cross-Functional Team (CFT)) X%
HEAT IR, UK R R I PPl 2% 0 22 B SEMR  E0 20 1E00 S, (22 R 25 T LR Joid 350
TR B T B O T 5e e I 22 T 2 7 S 2 AU Lol i, I HBHBR BN RE A
1 Rl mZ R AEERTD) BRI, PSERRE RN R = A T HE A R E LA R 25
WA, I HARIESNJ7 1 8 o) AR RE A3 LI 1R A o

2 BN AR R 08 B T AN B

R RIAR R A BT
Jo A ) R AR 5% £ 3
TEM AR A B

J5 B LRUE A < 51 51
WA WBE, WA 5] NHADSE R LN G, Flanse s TR 07 53 AR R (i)
FIAE R TT NS, (B2, B R A — g B RAAN T Tf5T N, JCHREAELRTT, "TLL
FEWCHAN A BE S AT R S TIOANBIAN . BT AEM 5t NS 5EF S DR, B
72 N FLdk— D I A 3 2 5o e 21 24 b TV T SRR A v DA R BARHE R T A .
TERFRTE LR, MZ A REFE 2SR A T AT TR H B, 10 75 ZE3 1T B 5 Rp iR (146
INEEET Y, EEFE T RGN G AEN . BIREE (ERD B\ FH TS 8 & H AR
Ae 1 RIS/ N I RIEE BT, DENFRA G EHZESC R
ZEEINRE (22D HIBNEFE S A A AR AR A, PFA5 25 F 52, 32 H 2 1IE (Correction)
2 IEFREGfE it (CAPA) o %1 R A [ IR o) 1 2 A 1A I 22 5 M A HE 24U 1 (Correction) Al
A IEFG e (CAPA) FIRTHEFIFEAY, & AR A SR R AN [F) BR A, X fh 22 52 M) Y Rl R
147 IERRII A IE (Correction) FIAIETF fE e (CAPA) AW vl GE & KAHARKE
AT 22 R i BB S v BE S 2 2= 52, AH C A B I AH SR
FRA S DR A w2 MR, il an s W sl - TR, 5 A4 (5 why) %5,
FE TS 25 1 R AR A SR R BE AR, 5 3RS (B 22RE) [ BA N e 22 RS2 i R AT R 51 1R A «
X ELFEP R 7 o 1 R
X At = i ) 52
X BEAE IR ZS (521
S b TV AT SCAE A SCAE B S
X8 o B S 2T
YA AR A SR DR A3 AT 2 DAL AT DR XS 20 5, ES AR 5 & (lE XSE ) .
VR %00 T 7] BE 75 B3 AT A4 M 1) STk 2R B S 78 CAVEAS (e 22 OS2, 9 G 7 B T
RILZSHEERINS A5 T 520 o 0 8 K 22 1 PP A5 3 B 25 RE 2 15 7 X 7= dh 3h 4T B A
06y LR P A SO RS2, DAL, NS K EE R ZE I P A TR e TR A
o fWZEATE
KanE
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{22 A I J 2z 4x ) s B R R oL, BN, (R ZE AR T A RBOR N N
HEABIIRIE AR N 22 B EEH R, Aot T RENRN (B30 48 (Fin
K2R, AR IE (R Z ks R E0RAL

FERAEAMZERS, 97 E % AR BERIHR, W AT REIIUE, A2 N D3 RE RIS Sf 7= ft
Frid, RATEHUE K AEMmMZERT WMZET . MESHEWRE IR G Hrs I, BIE N T/
fibo ARABALEIE X, Fl— ™= 5B B PR R — M. KA ZE HT fa 877 o R AR AT REAEAE
FREZER. ofttE, REIFM AN BEVH R, 0T U R A w22 N E & T doE . Bl
— BT EWRIE, KREX MW ZERT 5 B S AR ARG AT 2R R A3

YR A Ty A
2y 1E (correction)

F 00 22 PR ORI AS S B PR P 7, T 5 S IR It o 3K 4 it 2 W Al A S ) £ 5
NAIPAT IS BR o DL AR s 22 A B 3 i s 451 2 T

® 33 FRMWECERER

Kb OB 2= REA S8R R
SERIJFRRRITEHE (ILER

£ AERS JRESZ RN

T EER Cib:UN

Bk BOtiE s A 75 ok AL RN S REA S PN

BRAME 4R EM T N

BRAMRE S (Bln R 25 kIR R 77I25% ) | BB ST

Fof it JFRARIUE 1 BTN

8t B TR B TSR T AN — 5 75 105G 56 A i 22 TR A P il 8 O P S g it 0y 58 (9 n >4
BT RS TEFEIATIEA, 4 RTR. T2ZHIOHRRD , i, FEALERTI
AT77 i R, N EATAE O i 22 R A A A B TR R X iR R IR R e A, N
AV A BEAIORE . X T ANREHERR X S SR R B A TR M A 2E, BB AR A iR A
Mgiie . BRI MESIRAE (B2 RE) BIPAAE 138 A i

2Pl RS A AT R e P AT Bl . R R 1L B AZ RN AE XU 43 BT i B
a0, FESER T RS T IEmE T FrE TSR, IRZERIACERI TN T LASE k. REE HE
I DT HEAE O 22 T AR T, T AR 5 ) FE Al 5 2 [ BA RS i 18 o

Y IET 15 (CAPA)

Tz RS S IETP RS (CAPA R4 HIREENIR. XA REF, 41E
(Correction) 173 (ERFRIFIERE i, remedial action) ZE1 45 nCLEAMY, 4 IEA45F 7] A B 34T
B RNk R, BRI R, LR R by e = R R A,
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FEAR ZEC SRR S LI P T 47 H 1) P9 2 T RO B 201 i CBORR A IE, B IR It
XL AN DAEA IET i (CAPA) RGIH A ES —i, JILASI AT LT o BT SLRIHT
IR IR EN 4G CAPA R G I E A R h g AT R ER .

A IE TP HE ) e S BUR AR TERE Y . B, MR Z SR ER kA, (BERREPCAE
R R BRI, R FORCE T ES BN T %], X RS T A B A S Ak AT RE
i BN T2 S H U € S BRI HVE -

e MR
P 224 25 B PR

2010 HiAR 26,5 GMP 55— T+ \FWIH R “EF R B HUE 04 T L WP
B FRRERRAE . KBTI SRR L SO SO SRR A A SRR
7.

R W2 A S R V5 AL, IR T IO R A (RIS %
FIBCE A IFlE DR ZRE NI (e 1 RZH) .

i 25 8 A A0 Kb TR PR

Bl B b 3@ AT [ S B A2 22 3R AN 58 o) I 22 () W 2 A AL 3 . 58 [ FDA 1E 2002 441 % ICH Q7A
R R 25 5 X S B FR) AR 2 «

“HAIESAT 27 & Barr 604 e 5T KR X, BIFE R A G 30 KR — M
Zo. WRTE 30 RWATRET R, AT 0 A S & R L. K24, ek
FHMAH, LXSFEE SO B @R AR . R & RB s S R R i, B4 &
Bt e B 30 R, WSZmMZEN &k—NE M B, IBARTREALL 30 KT . (H
FARLMNIX LT 2 H e (DA EAT 4 0& i) o

LR S 58 RO 22 R B AT AL, AR R N 75 B e AR 1 5 SR FE RO R (R 11
s, WHRCAE—IEOLT, HeZERIRT ARG, IR ZE R AR5 — I3 Bl s 2 W o, At
AIREER IR AE; AR ESERGE (EE2ERD) BIBAHOR o e AT 55, AT #E DA ARIE o 2 B 75 1Y) 55 U
IR SZ oA o ) 245 A MY N AEFR AR s % P 22 B BR - R USRI 30 K, Ak AE I BR A1 .

TESR R AL T R
EMMZETR AR, 0 BAFAEAR AT S RAGAE SN 2 AR S B L, N A AE w2510 /AR 5
RS R T I TR B s R B I RO e 25 R (CEEIC S AR TR S 8, B
HeBRHI R, CABH IEAE A3 FE A B 333 2R 4R 22 BREE AR I

e rved

Al S B R s 22 Y 2 . AR BRI SO A ARAF IR 5T 5 AR IR

J AT S RAE AT 5 GMP A5 BRAK R AH 5% 1 25 18 28 L AL FR A SO R SR .
PZE R . ACEEF ORI S B DR AT 7 SN ARAE S A S S e E i . 5 T AR IR REAE W 4b
R T RGE SR A . SRS LR R R W ZE ISR A AR AR e HEeS
AL AR R T H R R R B C S AR, N LA BRI 5 N 5 1R A
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T ZE 10 e A, Rl s R T IE 20 A 1w 22 (1 an S8 w2 (Critical deviation)
12 KA 22 (Major deviation)) , %I TSGR 2 5 PRAT & —Fh R UF S, 1Xm] BAR 1k
B FE T AT gL A AT .

Rz A CEREEHEF . IR EEAERI D BIORAER PRBCEDE A
S EERREE, — AR T A AR B s BRI AR ER TSR R R AT I FR
R 2D SHHOCHEE SR ARAE B BRAE Y, S— MR ES 2 MR (R ZA =5 KR, HARF
N BIR B Z5 A 8- R/ 77 i 0 A 77 H BAFNAE SO B s K 1A O
o  AFEMHEMMFIEN

PEEREE (52 R HIBA (Cross-Functional Team (CFT)) 75 B2 45 5 il AR AN #E 111
ANFERBIINGR, SNSRI TR 3EAT I 22 R A AR B 20 W] 7 382 70 B B0 T 1A D1 R R
BFEX —EEZIRTT, ERCE &I BUER R 78 725 B IX — IR 57 (1) 75 2L

24 A AE N AN S 22 A HE R R RE R, AT REIE B B K BEAS 2 — R AH SR T T
T (EEZR R E BT W T8 bR 288 G 3115 ) Co B T B 0 B 0050 43 o5l 22 ) 1 00«
X T B A R R R RS YIRS 1) M ) AL A A AR SR R Ak, R bR, A RS
JAAE IR AIRR P F SRR B S A
[EZEAEE]

2= AT BE A«

—-ANFEFIRGE (B 25RO ERIR . A AR AE AR S
—ARFEEREERETT (BIAEM . QAL QC. Wk, W #&. WERSEID
—-AN[EBY B (9 s = It B SR BRI AR B BO

BRI — A AEAS [F] 2 RBE AR S R R B8 0 KE T R IR KR ZE 5, ANFEIEREESTTA
R GMP R BERRESZEAT, ARPBH T A R4 ™ o H 4258
WA HEZEEHLSNAD A5, BRRMIESER R, B AEA RS, A FHR G
1T ANEM B, Wb ZE & A B Re AT 308 B R Z2 I RE 1T e AN — 11 (—ANMF R &
EHAARA BT RS R BRI P —) .

DAL, 7R 5T 5 B R AT B IR, A H B B o T D s pkade . v I 0 O 22 2R
B, fEEEAEO N, B CLAIWT AR A AL I 2 R4 (System in place) , {HAEfEA
AeXTiZ AN ZE REUISAT SR 2 (System effectiveness) FEATIE M HI1VEAY . ERAEAIRGE T
ERLEA T ANAEA R AR A RIEREEAT ] AR B8 22 2400, AT PEAk 12 A A
ZE RGUBAT A B, B B /D AE A 5 R 1 I 22 51 3 P p ke 2 AN B T N Bk I I 22 5 49 gk
1TH o

i 22 5 B LAY i) AR A AN PR T R A O

i 2 1) 52 SR FAS A TR i R R

BEeMPAEfmZ &2 Ak, JEIERME A <R B, <R tEoEMe, AN R ZERF

HATEHE, guitmtATE N Rz, (HSE5F 0] BE e R T 1) Bl 29
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A e AV ) i 22 0 SR A B kg & T AR #4277 (Production) SRR A Mm%, Avid H T4k
HEEHNmE (Wlaet. = WEIMLRSD » A EEE & AR
2R

i 22 53 SR e L AR AT IR . b SR B X
— R SR AT R TR ) O 22 00 SRR AE LD T

R 34 ARNHRFKRE S FARME

Major deviation

ENTES

Deviations relevant to quality --- with an impact on the product quality.

5577 b A R Rl 2 — X 7 ik SR

Minor deviation

R E %2

Deviations not relevant to quality --- without an impact on the product quality.

574 TR TR ZE — X7 5 A R

FEVFZAFOLT » B M LB IE 1 Wiy B AR (4 i Z2 0] 245 ot 5T A JE S, B S BT AR
FaR i 2 2y AR AEIRLEE 1AL TR Gt (RTREA S M T REAT M) HOTEOL, fESERhEAE
FECRE T X TR R N VAR SE A DL G A B G 22, AT [ PR T I 2
W

i ZE i AN B ANFHERRE . AFEZERH AL SR RE SN A 2 1

2010 Bk FE 25 5 GMP 28 — 1 Tt )\ SR MR 2K . “AEfT i BUE A T2, Ykl-T
HTRREE . FUEARAE. RCITTI%. SRR S5 M DU R A U0 SR IF S RIR 5 328N B3 R o e L
AT, ARSI OR SR, EOR R ZE N SR B A ) 2 R e AT T TR R A, I
TR o 22 A AR A B PR BT T N R OR R T

i 72 22 48 1A R R T AN FRBE AR T« A FSARE RR U A & D@ A& 1.
FhesT BIR T N BRI B B ) A R B B T T AT R 28 AN/ S A =
TR E AT SRR .

FEREE A, AP ERT] (BRE LB ETT) R AR 22 A LRIk S B B ] . M=,
PRARIHE . ACBEATC SRR HRRR 1 TR BT AN 25 SF2lRa A~ idx (el
) R FREBAT] (MR REDAEEERNEIG) , BRSBTS —RIER
M ZE FIAFAERS, R A R<E— I R EARAAAE, HRRIERMPRAE Ak 24
B, RS Ca AR IES 5IHEMIEAT 2R A R0r 2K 8 M Z= A B D
Tk L&, BRHAREEHEINEY, EXbs LeERERE. LEEREDAFIREE. AR
FRERBE LA REE.

FEAS BN 22 R GERN GBI, o BARSRAT I BRI HARE AR ] A AR 0L ) RV R EE 2
iz A 2zt . AR

MR B, AN AT RZE (B 00S) HIIRA JE R REUE R A IE TR i, %
MAEBLSEF, B RAAE R VAR 0 HF ARRE, AR R IR TR E RIS 0L
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B, XM UG 0 A7 AE AN BE RO AV A8 V8 2255 70, [l A JE ) 2 e A4 /0 R 2 9 L
B (InRs Bl 2 S s IS A I R

R, ABEREEEAE A A AR B RN BRI R B e, SREBFRRIEE X
ERiE. MIAR—ESUERK. AR, TZEE & EA M, AMIEAZ
BT A EBRAER . RNV A K2 K%, TR LW ZER 2B h THRAEE R 5,
AL R E PSR R R o 28 A $147 Bl S g I AN i B ACHR A T TRT 8 2 M L O B RS AT
Zl.

PRL ™ i AT 55 i 226 B

A F TR b B At O TBAT I RE R, 2477 AT AT EA ER S S5 MER A, JFH.,
BOA W AR P 2 SRORS (i 22 4 25 AR B ) 4 0 SRR 757 1) B AL AR BT IR AL BRI, 2 2R
GREAT RGHR AN, 45T SR EE BV RBAT IN A ZFZIRES .

[se6 3 %]
o SEH1 fWERGARIEXEL
(22 A B FNSL I8 =B AR 45 5 (Out-of-Specification, O0S) A A ST

FEAT A, A A BOREH KT L2 mZ AR R A . bl & X Sl A T2
TAEBA AT

PRATAT IE T GMP 6 B ikt 2 = FP A AE D, BT BISEEG = 00S 5 AP 22 i 2 7] 5 = AR
WEFR T TIEAT R A, 2 A T RS T SO o ARATT L [ 228308, 23 ) o B ARAIE 5B | ] IEE S H A 5% SOP,
FEEAE 2000 4E 11 H BT 78 A

R—EERATH . XL AR P A IE U A B3R A T8 %, AR 5T w2
TIERALE T _EIRGREE .

o S 2 fMEAIRE R
GMP e BRI, %A B T RE 2 SRORg A 7 1 R o ) i 22 4 o o R B

AR IE N GMP K B 5 5 R AP A AR, Sl L —ANHr K SOP B IAR % 5 1,
i ZE O IE . X — B G RER A TRALHT SOP AL E M1 19 4%, thi%A S TEHTY SOP H,
e BB ZE IR 45 PR BT, JF B R S R A AR B A5 R AT F i R .

o B3 BT R ZE R A KB R S A
328 g i 22 (1 A 51 i 22

BEARY At it (SRR I A e g 0 SE B P B T, (BB S B A BOR KBLIX — A L
FH A S 2% -

o 4 MEHEAIE CRARBIRAJHED
GMP fa B fE iR I =4 3 Z =
1) BUEES 1B TRAE OB EEAT 138 24 AR 36 I IE Wt 1 5 A B0 45 R
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Eban: % F Y584-090301 #LfY) IR B X #E) 1 Y564-090401 1 Y584-090701 PNt S #E4T
AT

XAER TR REMAEZ I, Bt ™ AR 1% 1 S0 == BEAT 0 M vl 30 1) e HE AT
AfEEME,

2) JFE T A AT R ST ORIE L) 24E 7 (1 APL £545 GMP ZERA CUE I it s AN 2
R,

Pedm, BREEHT 1A RIS = N BHEAS M IR BEIRE, AR PR E g R /11
I A R B TR AT R A e i HI AR DL I0 &= SCAF AR B 2, P DO AN 7870 /.

7417 2009-09-02 (I, FIRRATE MR T HASEIR AN, HERIRAITE 25 5k T
QC £HFF £ 4 # M LIBANG HJ 5 & BIBA A& . [FRARAIIH R T 55— 2em @, LOT
Y535-090601. 1HPR Y URATT)E 2 i SR it — AN B8 A i i TH QIR A ORI 46 5% APL i B A4
PR VTR, B AR A AT

3) AN H H LI r R A Bt AL BEREAT 78 1

Eedn, RATCE) SE50 5 N G AT DME T BRI IR IR EIEAT QI IR it , JRATHE OBk Z 22 4
FERI R GE AT LA RS VRRFERAT NI R

DA R R B R URATT T R T g R S e 7 A B () e e, ORI T HALR
F # IR ORAT AT ED IR B o

TR GEAITI S (T 0 R GUC B A5 R, ST ) B B AR e, RRATTAn T A R GE -4l
ik
XA B Al 547 e B0 P2 R AR 5, S L
SN PSRRI R . (5 KBNS THII(ERER G, TR, AR, QA Ni%%), #
TSI, CSRATRY RS, TR 2 e T A RO R O, A B T AR AR W ] DR 245
AR, VAT RS T - E RGBT B S — AN SRR S R G L TR R A T A A
OYIE . Ll I8 VA1 SRR A B3R ok, 95 5 8 1 35 46/ 5000 X e ) 0 R
AR BIZUE MR, T EL R BESRAFRRSSI A B T . AR B 4T ) CAPA THRIRIVESE T . iR
1 22 AR BRI

(X El

NER, RUAEIEIANE, $h4T 2010 SERR A [E 25 5 GMP AN RE 58 4= IR L & [ 5% sl X
M, B R R 252 22 (APIC)H) (EAf? ) (How to do) TR 55T 1wz 25118
RFLASEEE A2 2010 SRR [E 25 5 GMP [EK .

<How to do> 8.15

“It is then the responsibility of the persons reviewing the completed production records (Production) to
decide which deviations could be considered critical and require investigation. The Quality Unit should
check the deviation records (not the full production/batch records!) and ensure that critical deviations were
investigated (reference2. 22 and 6. 72 ICH Q7a). ”

HOARZ TR AR CEPERITTD) N ST 2 MR e 2 SC B 7 S W 22, o F I M AG 75
Zilx OFAREEAMMER D, IFmRoc =T HE (UL ICH Q7a 2.22 M 6.72).
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[ R%]

FESE WHk: <ICH Q10>, <FDA QS Guidace>, <How-to-do>, < GMP SZjiti 5 H 45 55>,
2002 3% [ FDA. PDA 5T ICH Q7A lf %55k, FDA %1513

3.2 BhngR
[EE SR ]
(2 5B P IR B FALYEY 2010 1&1T RS

FtE EESSRERIE

BTE DS B SRR B N SR UG A5 R R R A AR AR . AR ATAR G 45 S bR
L AHZ WA AR REAT B R &, I AR AR

FHUUE

F=A—T% (KRB

L6 45 S b

6560 2 SRR HH 1% 58 W v R A b A E AR HE R BT 1% 7

[EHEANE]

1993 4=, FDA %1% BARR S48 = [ — R 51 i) SR AL VR, HoA B 65 8 An 4 51
(Out-of-specification, OO0S) AL . WA R K ILZ A B LEXS B bR 4 AT B &% A 1% R
FITELR R T ) 7 2R T . IREAR, W &5 AT S AR UE AU I A Wt iR 47T 5 2 5E
BRI, HRESEFEMIT. FDA f8H, EAMATER, XF<ESRLEEDFFSAnE e T
RANTTZ, FRERGH AT W R 424
o SLIGEAER
o HAPT AT MR
o HAPT 2R

SRS, — NI T R PR UE ) 9256 = HFRSE R 2%, BARR SZU S e &R, 1
5 L EERT BARR S256 2 4 (BARR, 1993) it v 2T AIER . G, “Kiss fis
FRFE XA O 4 N — RS B E % 0N Z, FDA XML AEM . FDA EAA
AR N A R (Blani@Ed (GMP #%)  (<GMP Trends>) . 483 A EZ 2D
TERMEIR: BEERA R, 1X— AT ke i A R 7 B B ) R IR

Paul F.Vogel (FDA-CDER [/ FI77 s R H#E 1 1451 D 7E 1993 42 9 H — Mt 22 B
RTS8 = 1 A 3 TR LA & FDA AAT 1) €24 & B % ] SE 30 = A A Fe e ) (1993)
BN T Y2 H1 25 FE O0S 45 5 A 45 1

1998 £ 9 H, FDA 4 OOS &5 R H KK T —PMEZE(FDA, 1998, Volume 3) . fEXA
L% Paul Fo Vogel B A8 — R LABR B AR P 11 77 048 DLER R o XA FER AR FLya [ b 47
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Jii B & 48 GMP SETit 4R R

THEIHE (Renger, 1999) (PhRMA, 1998). 8 4EJ5 11 2006 4 10 F, FDA IER KA (254

AR A R b R AR R )

(< Investigating Out-of-Specification (OOS) Test Results for

Pharmaceutical Production >, {{#FRA O0S $855) - MIX—FERI A IEUIRAT AT LAE 2], FDA
Bt S0 1) 24547 Mo iR R 8 AN [R) A DA T AN TR R

STRAATE W, FDA 4&F TN 83 A 7]

# 3-5 183 FDA XEHTL 00S M
1998 4 FDA 00S 2006 4 FDA 00S
b
HBEER R IERIK
RAIAEE 00S &3 WEREALE, SHRERME3 B | REEMRR,

FDA € w0 03 47 1 25 LSR8 & —
008 SR HEFRE . &A™ Mk
646, FEEE L RV A etk
B i 2 BRI AR R IS0 . BT REAT Y
oA 0 255 BT A 5 Ve R HE R 5 i — Rl
RER. ..

BERAH S, 2 HE T FRE Y S R
£ F5 # B #5 {6 ( Out-of-Target,
OOT) (Renger, 1999).

TR AN AN F T i R 6 S 32 47
WA AR GE T LAB 1k T sl
FAY A A U AN 4 T A 22 9

R 5 BR 3T

56 53 1) B SRR PR FT 3R 15 45 R
FOHERRTE, IR ZON AL 1) A A
BEAA R IR R G0E PRI A G 4%
YU B A7 H0 80 e AUHEAT 65 % FF EAT AL
PRI R A A 45 R SR HEREAT PR
JEIT A EFE . RN R KR (i
O ER ), o ATb AT Ik, ARk
AT M. BRI T 00S SR, b
MEREE .

T

TRFF IR A,

E{:0 0

K O0S S5, T8 AT WLt
Mg, A IEMBEAT A . AT
PR GE: IRFasE) i, mTRERISE
W =R AL B G A . L JHE AR
0 BRAEAT 1A -

GG D3 IR AGL IR T ik AT A 5 L IE A
B IFERAE TR -

Xf IR HAE BT A (EIgIE, DL ED
A GE

XEFRAE - AT R

X7 A R AT AS 2 — R A 5 06
BEAT X

BT s Bl R BRI M

fib / B ZTEE RS LA A B AT B R .

T

FARGRFE IR, 80 A AR
51, QRS AR AT

FEaFA (118 5 SE I 5 B BN LA
il R E E ST

A KA E R

e L 1 g ot R 6 R A R A, RS
HRE, WFRTEEMN. 00S JRE HEH
WA % 8 VAR AU 32 00 47 S g
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3 REfITEER

Ko
VAR
REEEF LR B4

KBS, BRiR RS B0R] BE Y S5 A
Xt AR BRI ARACLIE S 1 S 451 3 AT A 25
A IEATEY

SN ERBRNAE

X+ O0S KA KUl A T F1l ik T
X4 BRI WA AR S AT B A

X AT FE (AR TR R S AT B AR (S
HHUEE), HEESFEM AT (W)
WERRE), (HRNH S —KL ok IIT. H
&, FNRELIRMFITES, ERMNK
BN ERATIE R . — E 00S 45 kil
52, FRAIK—HEV I = it 2 05 48 465 T
1T. 1BUNH 00S 45 FAMHER, AT
PAIA S 35— IR I 45 SR 2 K 5 B 1
HE R HU.

XEBEER AT U CROPEMED

RA RN DL R A4 7T BT SRP 2 4E
A AN o R A T AR HfE )
BETERAE N — ARG 5o FERFENE
LN, LB P B PR O R A (s 2
(EEBSENE . MRSV,
AFVFAT RO EMEOR B H AR - ..
S HHE G S

VR RLAS I P S P S % A8 SZ BR A1 F - I
LAY FRY 2 P 6 2507 0 R e 4 T AR
T o BRI, — A EHHE L UE 2
RIS, AR T2
Stk X T A AR, BRHER
MARVFE RIS S0 E 2,
S HEE R AT AERF IR 0L R A4 T B A
Ro X TARAR M A B LB (Y 7 VA AN Y
—HEAh, RRTEXT S R AT S A
i) T AT B R E A, T AN R
EATGE KT ANV & RIS
T R 0 A HEAT B RHE A -

FRF G = ERARRLK 5
Kt AT EAG /e WA E ) (Renger,
1999) (PhRMA, 1998).

WE, F e e L (Bl TE
SOP ") RTTRERI/AFIN . Fk
I, £ 00S WEFLH SR —
LT P o0 200 3 R E 25 11 7 T B )
B HS AR B AR TR,
[ 1y 2> =) AR TR E 2N
WA AR IS SR . (PhRMA,
1998)

X TFSME DT, MATERE—A
FFEH PR ESE R, o
Vil AR R i (RS
8 FH ST 35948 77 92100 AS o AT AR
R AR R AV EbR . BT
TTETRE % BEARTE], Al AT O E
FHRL AV AR EL, T A AR
x5 1 24 T W 5 A FH P 3518 0 1%
(Renger, 1999) (PhRMA, 1998),

JS2 1% K% B 2 FR A RUAE S RS
T RO AATT SRR b 2ok A
{22 VBB HEBRAE Sb . 5346, IR
SUORIGTT &S B SRR ER I,

FIN TS — LG 53R R AR
T (BT AR —E .
AT FEHTALIE 5 AT SN
P2 H 2 T ER AR B 53 A0 24
FRI 236 R B )5

AN T R G 56 T v T T AS 6 ) U B
ATUANE, {HRGZLE SOP FFEsk
ME, JFHREEA R
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[F o 2SR 3 456 8 P 5 28 0 P
SE [ AN BE R AR D 245 i R Ak R

it

SR REFIERIR

AELER

7= SR RS R TR AL RS
I HEHE R R E .

AL R R

Wik 008 45 K1 JE I &R M IF S BUZE
WEMATL, W2 HEARRE Tt
Ut . 5 00S 45 B /R 77 i S
ZH (R 00S #EIUESD), FATEMH
FAT P 58 B 5t b BT A RS . — AN IE
SEf) OOS 25 s 5 B IR 7= S 4E 244
B S, TEAF B — DA E 145 3R
WA A E e . — R ULTEAL 2
ST RAS RV SO ER (B
TR o

—~ 008 45 JL FAMTELERT H A RE
SEHE R4S, DLk
T i 1) 25 A 77 TH 3 R GI N 5 R E
[l M (PhRMA, 1998). HZ K]
R R HCE 56 T KU 43 BT ) 4tk
PPN o

TiAh, BESRA IR AR OG5 SURAR
iEK (Renger, 1999),

H&, HHAH Voller B1—H
00S 25 R4l & (Renger, 1999),
B 2% 5% ) B SR TE AR = SR )
S 1) 2 e AR e ik o TR AR Y
P I ¥ 7 S B Kl 4 B
SRS A4 FDA S 2EE
. WHE 00S A MFLFY
PR B TE4E R Ts T, A
Hop B AU A N ST R
RIS T .

L HRJRAR 1 008 45 BRI SE
TER AT TBAT IR i B e s
HRESE T 28 0d 78 70 19 1 & AiE W)
OO0S 45 SRANHE ML il (1 FLSE it
Jito AR X SEPERT, Al a2
ZIHZ A

XTSI, FDA AT RHE#EAT 145 ke

£ 3-6 KRBT FDA ZFHTI 00S MA

1998 £E FDA 00S
HEER

TR

2006 4= FDA 00S
R IERR

Fr A8 1 NDA/ANDA . 25 MU )8
] FEEE T P SR R bR v 2 A 4 SR
TEARZ AT EZ . AR
AL 245 1) A 7 S R s )R B AR
TTHE5, ARk oAb 2R 2 Fn 377
w36 o

LG L B 7 S 24 i R PR T
AThRE . A= i T 4 il R0 sl B8 e
& B P bR U RLANTE %35 R (1) Y
Z W (PhRMA, 1998).

Fi8 B B 2230 [l 1 SR AN AR Y
JERE R (RFEaFEREE
TS HE & B B, WA A& B B
(Renger, 1999),

REFHA, HUPWBEENT
CDER & G 4 F)SL56 = 10 2246
o8, ARG 2 AR IR BT T v

GEED TR, BRR a
MRS, A M (B
SEME) 56 R ARAER) SR B
FR R i oz A 2 4

P ST SR A T2 % F) v Bl
1TBRE (Renger, 1999). iZ{EFIA
PG T T s Faoe ik
38 API [R5 HIA B BLa A A
BRI I T S 1 B R AR

WREVIN 00S KERA#H <A
GE: WEFD Sei =R 71T,
I 0 A — A DR 7 ok 5t
008 45 FHATHIR IIWEE. TLibxt
F 5 T2 7 R —

S HME I R O, 2 AR BRI
RS YE 2 e, A 0 B bl s
#B 17 # 1T ( Renger, 1999 )
(PhRMA,1998).

FEA R IR

VAR H R R AT,
fib BT AT W L T B % A A A
M...008 ¥ J¢ 31l £ [F] 57 i sl LAt
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ZRGAEE BRI 254 MR 92 B T 8 R B U — AN LA R 4
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Lyl ) s I 2K

T [ 25 b AE ST 2010 P GMP 35 — 1 —HPUZI, FHEEMEE PR 00S R4t
SLHE R, ZRMKKALR, B4 FDA OOS R @Bt B4 WA T RM s B Lk
R LA Dy Al St 58 — 7 - DU SR A B B
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R 2 SR R B A SR U2 -

A6 A B RN BN R (B ER SR ERERE)  BRIFR S 28 580
B EE R

ROk, BAURCEEA SRR T R RIE RGBSR — g E i CRIER AR
Feo M. BREEHETT R BOE R Rl IARERI ™ dh 1 Bt TR I8 . AR
iR FEUT I HEEOR Tada s .t s FoB AR i & T A I A OSBRI
mEUREG L R R A AP AR PIER, DURSASRIRI (X, 2K
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FIFEARTE R BEAh, MIEEAS PR ETR U, 1 B 3% B 0 O Ol VEAS 8 T 5 A7 AR 5E 1) 1) 24
i LHE AT 8 B, AR,

AT RN AEREH T ARSEEE (RIEERE) « A TR RIT /&
00S EHER,

Al N 28 ST AG 6 5 SRR AR A AR A IR SR AR (W1 O0S WA, 2 IE TG i iE B R

%)

ANV RGBT IZ ARG, YIS0 d F v N B A A g AR 4 R AT IR A AL B, A RO ORAE
FHE FRIE AR 7 5

A AT R I 45 RGAR (OOS) 8 2 AIAH S 5GP A7 R PG A B 7 A, O Bt
[ 23 ) B B R A T AR Al N B HEAT VAT, HESD A W) R BAR R N AR 2

321 BX
0O0S 25 B Ab R FiE rp 20386 J% DL F 5 X

HBFRES R (Out-of-specificaion, O0S) : Fr 5 45 Sl V2 Fn i K Al il s A e i B A 1%
o GIUNELFE 2 5t R AR SO R AR . 2 SRS E e bndE, 254k B AT @ SL I N 5
PR AR, AR T2 R d R e A

RS E, AT EA/EREE T2 e T A R8T ) [ 200 R s s B %
AT AT 0O0S i # .

#B#EH (Out-of-Trend, OOT) : ZRIENFMEZ N, (HEVIALERE, FARXRNMEREK
I S 3 (R A — B

EH MK (Retesting, Repetition of the analysis) = {5 FH 5 S BR AR S A — S8 0 AT E
3T

BEEHME (FEHEM, reinjection, Repetition of the injection) : HXEE— Yl & ) 42 H AL
FEEHEE AT o X AMMESAE S S B ROZ AR SR AE I AL v B B SR 3 AP BR,
W —E E AR E SR e 28 .

BB AU (Resampling): #4 I8 TG 52 B THRIS — AT FBTHORE s 2 URE TR LY
JRAGTHRIA ] o

SIHTEER - 20 BT 45 SRR T B SR H A 22 R o T REAT RS DI PR SR 03 B AR 1) A 5 B
IHTERR AT IX 0 N AR R (AT R RIEER) MARERA IR CRATEERIHHR) o Bi& A UA
LA IR EEAT 0 b (BIInSCARE SR, A ISR SEATY, AR, HR IR
HEdh, FESARAES PR, FRRTR, TR ARIHESE) 5 153 W AT RE2 B T BLATBCH
KB AERR (P iE R A= A, AEE TR

FEERER IR T HTA SRARR T RS B 2 e T A RO S B e B A R . R
PR LSRR (B IERIWIGGPRE, BHRAE SRR, #BIERTR) 54 TZMRH R
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192



R & 5% GMP L6 R 3 JRERIEER
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P VLB R 5 AR AE A I 25 22 57t (1 70 M 48 RO TE R o
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322 LRFRE
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P ALAE RS S = T B HE R L RO AT AGR VP0G, 0 Wi R R 75 A AE S AR R AR e B — B0

193/332



3 REREEZ 5 R 5 GMP SCiifarg
B 32 B—HrEREREHERR R
sk o aTREs
A 4 A 4
ot | K%%::}——{R%&ﬁﬁ,ﬁ%iﬁ}
-
A 4
Y
AT
4 A
> A B R
B B
v
AL
A A
QC H6 % 715 JEQCH I 173
A A
ARt L&%ﬁ@ﬁﬁ@ﬁ@j A B
A 4
M EHHL
A 4
L
6 o = v
2
v
S BT
2 EH i QA MFHEE
B I LT HR AU S SR B 45 BTIUT, 2 QA XTHRLB i i 4T «
SEGEIRE LT, WANBEESSE KK RS E FE )8 EANFR 5T,
o LN AMERTT:

194



R & 5% GMP L6 R 3 JRERIEER

=]

NRGEPR vt vLoiet Sk vangiihs B3y s S LAVAEFAIL7 ok ve o e Rbc g Rl FoB g =t}
BUH R AR L0 45 10 ]

A6 D3N R -

PR OCES A VR M BRI (0 RGEE R PERRIEE) I FLIAT IS 4 ke,
F e P R, 76D AR R O A BBV HGEAT VBT,
RS, WA AN, K06 SN AR B . B R REAT
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TR =W A MU TTIREAT: AN Ui 3R A k. SR E B NI
CHlEH A 53— X frif— PR emmEE, ok EES k.

Xt OOS S R I AN A EMEEARR T TP T UMEBEEe st i e af (A

00S AFFEFHI— ) HBIX —TAE, DAfRFFMEAIEERE) -

AR D32 75 R A e 6 B R

S A6 I6 5 T VAR 96 ik AT R L IR A B R SR T A IR AR

XHRIEER AT A (I, Jeilk ), S5 BT BEE S

MR IR B R R S 45 R M TH SR A B IR AR . B SErikR
TRV BUR AR

A B P RE

A 2R gt A Ve g M

A 50 BGRAEAR M B IR (BB &S, —EMEHEESIR
e CHRA. WS
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% 37 TRHWERFH:
AT H Item PHA LR description %58 Conclusion
FERRAMAN IEH 5 Yes O
Abnormal appearance of sample 5 NolO
T/AERE S« #& Yes O
¥ i 224 Take wrong sample . L
e & B # NoO
& Yes O
1o 4R Wrong record
! £ 7 NoO
5 Yes O
1H5i481% Calculation error
! % NoO
AT AE SR J2& Yes O
Input wrong procedure/information 5 NoO
TR R RAEREFRIER & Yes O
Abnormity occurs during analysis 5 NoO
A ESAE 73 B i A o e 3 R & Yes O
Equipment malfunction during analysis 5 NoO
(& T SZENIN AR EH T % Yes O
Equipments have not been qualified FROA: 5 NoO
INET 2 i RAEAR 5 J2& Yes O
Equipments have not been calibrated HRHE: 5 No O
F G058 PRI AR R AT BUA ()8 REGUEHAMR WA | 2 Yes O
SST not performed or problem detected SST [HlJii&h it : % NoO
A 56 53 A I H BT 5T PR
WG A AR T EEL: 72 Yes O
Analyst is qualified LR - 5 No O
IR A% AT 3
SOP & I+ Hr J& Yes O
SOP is suitable for the analysis 5 NolO
FER A S AR B FE b il A7 I (8] 2 Yes O
Bad preservation condition for sample FE A7 551 % NoO
XF SOP AT ER Tz (FRFE, FCH,
(& = #& Yes O
Compliance with SOP when analysis 5 NoO
(weighing, preparation, equipments, etc.)
N oy N S = A =] .
B, WA R R, A, R
1, s T b5
i, A - 2 Yes O
Any problem with the reagents/test AR % No O
solution ( quantity, expiry date, | it BiC 3% H
preparation or use, etc.) A LA
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AT ) RE RS B e & Yes O
S
Use reference/control solution s B NolO
oK
AHRER:
2, AR / T
i, K REAS I R A 22 SRR i & Yes O
If yes, deviation occurs or not B NolO
R AR I B A RS
Any abnormity of other test items of the 1 Yes [
sample % NoO
e, EBERIUE RETS 5 HAb A M I E L .
i 7= Yes O
5
% NolO
If yes, can compare with other test items H
or not

VB RS EAETE, R0 5 WA AT, DHMERE R IR ReAF 2 I TR k. i, or
BP0 O B S A AR U VR A st A1 3 A B IR S BB — 2255 0 -

X SR BT 1 e A b, ARMEUERT, (E A DR BT SR 0 I i W SR gt A, &b AT B
SRAEAT 7 A UEHRUE W ) 78 L A2 A A, T AN A A ot 8 VR it P PR ) 5

Kot T — BB R 1157, B BGE B R AN 2 W] 751038 IR o G SRS TG 56 1140 1) 751
A, AIRERT DARIA SLI6 AL FAE S AR AR S R AR T RS I OB IR . X BB R AR AR E N
00S ZE R ITCMIERH, $EE F 50 H i .

WARTTHE, XHGAREAIAT PR EG RS EYIRRDUS R S e e, Aeait
BT AEDY O0S SR TCRUIERT, I T l e 7592 (R 98 45 SR H oot o

IR A THHR R BIHIE S, IR EE . WIES TR Canfd B R 1T A N B
THEIF R SR, BB EAERERE) D E BT SRR (A A Bl R B U R
BTG H] BT KD o SEIR S TR NOZOR AR S I . BT IR R T RE R AR
K ik Z b B, BTG, SRR A B R 2955 — BRI T Sei = iR,
AL Z T ARER AR, SRR R 2 IE TR 5 it R A 5 . WA LU RAERNAE,
AFFEE 008 45 2 i kiG] o

AR S = R B TR T BRI AE, RIS KA RS MR, Rl TRIEN R
W RFETORN,  Aolb B AZA% S e il € (RS 7 T 4x i 1) O0S TR &

IR A FISEIR S, SR NAZR O . A S RN SR SRR A A e A P R
BEERIT, HJE b E A AT A

=

R

323 &HAE
2 BT A R B BIE TN O0S 45 Rz AE AR AR K, SRR B2 i 24 1F T0 BT $i it

S B RO AR A B B R R, S PR E AN TR . X ANB B
AL T REB VI O0S 4530t s AT 8 R K2 o
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R 3-8 A S BURE [E] R L

3 JRERIEER

AT H Item PHA LR description %58 Conclusion
FERRAMAN IEH 5 Yes O
Abnormal appearance of sample 5 NolO

T/AERE S« #& Yes O
FE T Z 4 Take wrong sample . o
e & R B G # NoO
& Yes O
1o 4R Wrong record
! £ 7 NoO
5 Yes O
1H5i481% Calculation error
! % NoO
AT AE SR J2& Yes O
Input wrong procedure/information 5 NoO
TR R RAEREFRIER & Yes O
Abnormity occurs during analysis 5 NoO
A ESAE 73 B i A o e 3 R & Yes O
Equipment malfunction during analysis 5 NoO
(& T SZENIN AR EH T % Yes O
Equipments have not been qualified FROA: 5 NoO
X SRR 1 FHESR i 5 - & Yes O
Equipments have not been calibrated HRHE: 5 No O
RUE I P AT A 11 RAUEMIERSE T | 2 Yes O
SST not performed or problem detected SST [HlJii&h it : % NoO
A 56 53 A I H BT 5T PR
T U R B EEL: 72 Yes O
Analyst is qualified LR - 5 No O
IR A% AT 3
SOP & I+ Hr J& Yes O
SOP is suitable for the analysis 5 NolO
FER A S AR B FoE it it A P ] « #& Yes O
Bad preservation condition for sample FE A7 551 % NoO
XF SOP AT ER Tz (FRFE, FCH,
(& = #& Yes O
Compliance with SOP when analysis 5 NoO
(weighing, preparation, equipments, etc.)
N s N N =) ) =] .
B, S R CHR, Ao, m |
1, s T b5
i, A - 2 Yes O
Any problem with the reagents/test AR % No O
solution ( quantity, expiry date, | it BiC 3% H
preparation or use, etc.) A LA
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A 0T ) RS 56 Hee & Yes O
S
Use reference/control solution i B NolO
MoK
S ‘ HRU0: g
i, SHHEAS IR S BAFE N £ SRR L i #& Yes O
AR M EG T
If yes, deviation occurs or not " % NolO
R AR I B A RS
Any abnormity of other test items of the 1 Yes [
sample % NoO
iy, EBFRIE fe 5 HARRE S ITE L .
. & Yes O
5
% NolO
If yes, can compare with other test items Hoe
or not

WORE R AR [ BUE T & SRR L 1 O0S T . A e MEB SERERL, BURHIRL, B R
QC B A& B R AR AR TN A SE . OOS & AT BEAS 5 24l 287 [mUB My B 4% HE N HURE L 72

[E)

SR S AR AT A B 2B R E %

R 3-9 ARRBAFEAL KR LL

] POF3 i EEESES ERF
S | BN AR .
FHTHERE Tl A B A A : - _ ANAT AR Ay d 2 B4 5 46
i, IR | SRR A
AR 2 5 ) BT Tﬁ%ubﬁ NACERWE | SRS IRAG S bt %
7] 4 e
\ R T %
A Scie s 4R, B | g
VA 6 AR B | Bk AT ShRAE, B
W B A TT B | IR AR
JERE S (BEANCAE | gkt B b s Ry, BN — 7 5 /b H A& R 5
, o, PAERARS | iR kMR B AR A
RS g, g " SCY R, R | o gt R
GrREGeEED | AURFES IR NRETRIL AL | g,
HRHER L P I AT Srbrite, 5
S0 O AR ‘
F AT A8 RN R AL B
AR .
AR %, TG | U SR R AT R dh
GEHL AR T R &AL, B EEAR
FXF AL I i PR B B
i, 5 AR A AN R
T N VT DT EETSN
R ﬁfﬁ[ﬁ/ﬁ'\ﬁﬁﬁﬁﬂ 1}%%@%@*?33 CRE R AN T 3o 5t 152
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PSS A

EAn SR B 45 R W R 5
(O HURE T iR A B AN T
— IR AN BT
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HEJE AL o

B T Z K MEY)
Fa 56 AR BURE I Z1 (1 45
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K6, R R EET B AT .
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b MRS BARITH A7 3% (B 2R e AU E IR SR, AERE R b g SCan T AR s b

25 R T DU E R AR 45 R 1 e A R
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LS o SR~ H2 AT A 6 P 5 FH 122
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e, PRI [ E] A CSEdl ] .
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“1. Laboratory controls are deficient in that your firm has established procedures that allow for
the averaging of out-of-specification (OOS) and within-specification analytical test results from
separate samples...

The investigators were informed during the inspection that the analyst is the first person to
review the individual results. If the individual results do not vary more than (b)(4), the average of the
results is permitted according to procedure #QCB. PKA(00132, Determination of Values and
Rounding of Results. This procedure allows the analyst to make the decision to re-inject the samples
or to accept the assay result and continue documenting the values obtained as final results without
conducting an investigation. ”
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/I
FDA #45{Z WL: 320-10-003

“ for example, on March 31, 2008, during the preventive maintenance of the (b)(4), yellow
powder identified as residue of (b)(4) active materials and several excipients were found behind
the (b)(4) seals.Subsequently, on May 12, 2008, a yellow contaminants was found during the
production of Ranitidine HCI(b)(4)batch #HV9588 that led to the rejection of the batch.Your
investigations of these incidents are inadequate because the investigations were not expanded to
other lots manufactured in the same equipment prior to March 31, 2008.

2008-3-31 {E & I TR P 447 v A ILAE 26 35 2 5 A W o s e i s e R . 7
2008-5-21 ] Ranitidine HCI(b)(4)batch #HV9588 4 rh FL /K L i by K, S BUZ A IE I,
TR AR A S, ORI &SRR 7R 2008-3-31 Z 1 AR 72 4ik .
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“Regarding FDA 483 observation #5.1, the instructions and acceptance criteria in the
previous version of SOP #02.01.018-02 “Acceptable Quality Level (AQL) Sampling of Filled
Vials” were inadequate. Your firm’s acceptance criteria for this type of defect permitted (b)(4)
units of limited AQL sample to have visible matter, without rejection (“Accept with (b)(4) and
reject with (b)(4)”).Paclitaxel injection 300mg lots#(b)(4) were released and shipped to U.S.using
this deficient acceptance criteria for the AQL inspection. Based on your new AQL inspection
acceptance criteiria, as provided in your firm’s response to the FDA 483 (“Accept with (b)(4) and
Reject with (b)(4)”), you would have rejected these lots.

28 FDA483 KINI 5. 1, A RRELRAE A2 i & /K -F 1) SOP #02. 01, 018-02 Hif
— R RR AT I TR W R RS2 K (32(b)(4), TEHL(b)(4)), #H
I Paclitaxel injection 300mg it 4% H i — FREL SR AL CLBAT HE AR L B (H % BRARA T HE 0
JE B2, ARITTAZAEU LA Bt .
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Quality audits were not conducted to verify that the quality system is effective in fulfilling
your quality system objectives.Specifically, Review of the Internal Audit schedule indicated that
the firm has not conducted or established a routine auditing of their complaint handling system.

The firm does not have procedures defining the frequency by which supplier audits will be
conducted.

The firm has never audited the supplier of [REDACTION], a component used to manufacture
Product X Multi-Purpose Solution.

Contract laboratories/suppliers used in raw material and finished product testing have not
been audited at a defined frequency.For example:
- Lab A was last audited on 12/11/98
- Supplier A was last audited on 9/11/01
In addition,the last biennial audit of Lab B was conducted on 12/3/2003.
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Inadequate standard operating procedures to ensure that records are included with
validation documentation, maintained and updated when changes were made.

PRUEBRAE AR A L DL DR A2 AR TE BRI IE S e % . PRAFIF ST .

Our inspection revealed the following deviations from cGMP: failure to
coordinated change control programs for different departments.
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quality control in that written procedures do not provide for Quality Compliance
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We have reviewed your response to observation 5a and the revised SOP. It is our
view that virtually all reworks, in the absence of a previously approved protocol,
would constitute changes that have substantial pptential to have an adverse effect
on the identity, strength, quality, purity, or potency of the product pursuant to 21
CFR 601, 12(b)
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The system design documentation has not been maintained or updated throughout
the life of the software dating back to 1985 despite significant changes and
modification that have taken place . These include program code ,
functional/structural design, diagrams and text.
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Non-conformity — A deficiency in a characteristic, product specification, process parameter,
record, or procedure that renders the quality of a product unacceptable, indeterminate, or not

according to specified requirements

CAPA - Corrective and preventive action: A systematic approach that includes actions needed to
correct (“correction”), prevent recurrence (“‘corrective action”), and eliminate the cause of
potential nonconforming product and other quality problems (preventive action) (21CFR 820.
100)

Correction — Repair, rework, or adjustment relating to the disposition of an existing discrepancy

BUE—J9iH B ORI A A% A RIS EE . S0 N Tl B (55) fii

Corrective Action — Action taken to eliminate the causes of an existing discrepancy or other
undesirable situation to prevent recurrence

Preventive Action — Action taken to eliminate the cause of a potential discrepancy or other

undesirable situation to prevent such an occurrence

ICH Q10 E#25] F T 1SO 9000:2005 2T 2H 18 it F1 T H i 7t (1) € S o
& 5-4 ICH Q10 X2 IER TR i) & X

ICH Q10 fJ5E X

Corrective Action:

Action to eliminate the cause of a detected non-conformity or other undesirable situation.
NOTE: Corrective action is taken to prevent recurrence whereas preventive action is taken to
prevent occurrence. (ISO 9000:2005)

A IEFE
DN R A BRI AN M B Ath A ST SR 155 150 ) B R P R B £ 45 T
W JE: R IR RSy 1P AN SRR A, R #5281 BT b AN Sk R A

Preventive Action:

Action to eliminate the cause of a potential non-conformity or other undesirable potential
situation. NOTE: Preventive action is taken to prevent occurrence whereas corrective action is

taken to prevent recurrence. (ISO 9000:2005)
i3 4 it
NTEBRTEAE A B8 (3.6.2) B HAh £ AN 30 82 15 0L ) it DR BT R DAY £ T

W RPN B EA S AL, TR IERE (3. 6. 52N TP A &
R
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VI. Failure to establish and follow adequate written procedures applicable to the quality
control unit [21 CFR 211, 22]. For example, [redacted] requires that QA verify implementation
of corrective actions. Corrective action was not implemented in response to CAPA 05-00044,
which was initiated in response to OOS investigation 05-1-2-0025. The OOS investigation, dated
October 14, 2005 identified [redacted] The CAPA was issued on October 18, 2005 and QA
verified corrective action on March 1, 2006. However, the proposed corrective action, [redacted]
had not yet been implemented at that time. Effective corrective action, replacement of the scale,
was not implemented until March 31, 2006, after three additional out of specification pre-fill

assays were assigned the same root cause.
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o JAIFEAL (Risk assessment)

o A= (Risk Control)

o JAEAMZ, MHAIVEE (Documentation and Communication)
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(1) AR5 (Risk identification )
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TE B B A 6 5 AU 1 17 AU X QRME Y45 SRA IR S B[ 5l o 388 75 225 8
PR LA X R PR R s 7™ i AN PF A R R A XU s AN B RS o 72 BT Beid
AT A5 B IFWE QRM T H /NN 53 SR IR L B A% . TR0 KUz 45 5L AT LA g
S, BT, RTERIE I,  DARREN R SR R R AR

(2) KB4 #r (Risk analysis)

FEFEAT RIS MM I, B BP0 KURS: % A R B TT Bk o AT LA Rl i R 2 2 B
PUIIRE ST o AN ) (4IRS T I 5 32 428 L FH AN ] 1 43 # T B
o IEBERSIEREAI T A (Choose risk assessment tool): 25 WL J& 4 /48
o T NEIAZ (Determine risk factors ): WIAKAEMITTRENE, fEFEM™E M, nllEE
o AR EMTEE (Define the scales for the risk factors)
o FE KIS AY s E KUK FUAERE  (Define the risk terms and/or develop matrix)

o HWHEXIHIITEN (Determine the threshold for action)
(3) R iEft (Risk evaluation)

J8FH AR VA ) T H CApply the tool) FEAT KU PEANT, U PFA AT AR 5 XU 1) 72 4
H AR AN 3 B R RS 5 P S i (10 ] 4 52 A vt LA o T LA 1 0 2 R o R o XU
(R B o ARG DA R 45 SR AT AR S N S A R JRUHAEL, N € B ) 2oy BRI 8, an
0210 CHLL 0 BF 2L 1000 5 BUEVERR S NXEEIIERE, W&, &, K.
(4) P FE(E  (Risk reduction )
1 e RUBG BRI 7775 (Define risk mitigating measures) o =4 XU EE i AT #2532 (K0
IR BEA T B0 T ol e 4 XIS o 475 A EAT 0 AR XU 4] 71 B 1 i R i A= 1R T e
J8FH — Le T AR e i S0 XS R BE ) o FR BV E R, RS PRI 1) — 2807 VA W] REX R4
TN IR XSS, BI A 25 B oy At S AFAE B XU, [R] b XSS PPl 06 20 B 2 3R AT DA 5 NPT Ad XU
[T BE AR AL o
(5) W #:52 (Risk acceptance)
T 78 T 32 1 XU (R B AR PR BE o Vit AR QRML S SR I XU BORT 42 52 R K10 31X
AT AP V2 S8R E I ROZ BARAE 073 A6 £
(6) MA@ H % (Ongoing Risk Review)
AR AIHEAHE (Document and Approve) o 48] QRM B, WA 0 EL 1) XU 174 18

DU AL SR AIHEAE - QRML 14 R 5E BRAT B0 T 2 I 1 26 A AR HY , QRM 25 RN AR 8 1R
HOPRSEET SERT,  ARE XUSS 0T H S AT A A B BEAT (] B

[(ER&E]

BEAT TR KBS VPRSI X AN ] 10 XU 300 ) s v e 436 A ) 11 XURS: PP A T B AN
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(2) RS HES A € (Risk Ranking and Filtering RRF)

AT AR RS IR Z AT HEF AT A, 50 A Aol UG AL 3% 48 2 1) s B AT PR R DR A7
B PR 2 8 5 A7)

RSP AT LME R AR/ /i B “1/2/37 1R 43 A0 B RELRE
L4 %Eﬁi@

B 6-5 TR AR E

R PP 5E [ERisk Matrix

& 6-1 HTREIEME RRF &

ENSa i KR
T E B R
] RetE JEEE By
KU 1 K (1) = (3) 1 (3)
K 2 t(2) K (D ik (2)
K% 3 o (2) H(2) H(4)

RRF & F % S0 18 L g B i 4 7 o

(3) FHfEFE /3 HT Preliminary Hazard Analysis(PHA)

PHA JHT-7E S5 A i L 22 38 AN R & 25 AR Ik AT 20 e DA R R mT BE A ZE I

RANTTEIE AL E AR AT TR B AERE T A, B dE
o JREVERECAIHES: FUE, FE, RE, wR;
o RIAEHR (RTREMED fE SCAHES: BREE, WIRE, R, T
o MRHYAKCEAE e
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(5) faE st Je F 2% & (Hazard Analysis and Critical Control Points: HACCP)
HACCP 34 74, Z LR MR 755 T 0 A 0™ oA R 20 3

o F IR PREEGE, BATEEHE TS
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o N EE I UL A B PR

o N AR RS IR RS

o WE IR ZE IS B IE#AT 3]

o HIRG U E HACCP i 21T

o HHEPTEILH RGBT L AERF .
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VRIS 5 R A B S 4 1), LAt 5 SR AT HE AN R 07 il A i A S B

(6) IRB5Hr (Fault Tree Analysis, FTA)
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18.

19.
20.
21.

22.
23.
24,
25.
26.
27.

ICH, Q2 (R1) Validation of Analytical Procedures: Text and Methodology

ICH, Guidance for Industry Q7A Good Manufacturing Practice Guidance for Active
Pharmaceutical Ingredients, 2000

ICH Q7A US Based Training Seminars (Q7A Questions and Answer) , 2002
ICH, Q9 Quality Risk Management
ICH, Q10 Pharmaceutical Quality System

European Commission GMP, EudralLex Volume 4, EU guidelines to Good Manufacturing
Practice — Medicinal products for human and veterinary use

European Commission GMP, Annex 11 Computerized Systems

European Commission GMP, Annex 15 Qualification and Validation

Directive 2001/82/EC Community Code Relating to Veterinary Medicinal Products
Directive 2001/83/EC Community Code Relating to Medicinal Products for Human Use;

WHO, good manufacturing practices: main principles for pharmaceutical products (WHO
technical report series: N0.908) Annex 4

WHO, Quality Assurance of Pharmaceuticals — A compendium of guidelines and related materials
— Good manufacturing practices and inspection

FDA 21 CFR 211 CGMP for finished pharmaceutical

FDA 21CFR 210 CGMP in manufacturing, processing, packing, or holding of drugs; general
FDA, 483 and warming letters.

FDA, Investigating Out-of-Specification (OOS) Test Results for Pharmaceutical Production
FDA, Guideline On General Principles Of Process Validation

PIC/S, PI 006-3 Validation Master Plan Installation And Operational Qualification
Non-Sterile Process Validation Cleaning Validation

PIC/S PE 008-3 Annex 1 Explanatory notes for industry on the preparation of a site master file
PIC/S, PI 011 Good Practices for Computerized Systems in Regulated “GxP” Environments
PIC/S Guide to Good Manufacturing Practice for Medicinal Products, January 2009

ISPE GAMPS5 A Risk-Based Approach to Compliance GxP Computerized Systems GAMPS5
ISPE Risk-Based Equipment Qualification: A User/Supplier Cooperative Approach

ISPE Active Pharmaceutical Ingredients Baseline® Guide Second Edition (June 2007)

ISO, ISO 9000: 2005(E) Quality Management System — Fundamentals and Vocabulary
ISO, Guidance on the documentation requirement of ISO 9001:2008

ISO, 14644-1Cleanrooms and associated controlled environments — Part 1: Classification of
air cleanliness
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37 Come from WHO — Annex 4 — Good Manufacturing Practices for Pharmaceutical Products: Main Principles
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