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Fr: [HAEoezx]

##/Z Drug”, ‘Drug product” & F ‘active pharmaceutical ingredients (APIs) ” DX Fl/i1Z-50) T

%l:ll

ZDHA TV ADEDRGIE, TOXA MICHDHLHIC, ERLTHY, FEHINSAHIEL. 21 CFR 210:
Section 210  § 210.3 Definitions. DBEZRIZHES TV D EEZ BN D, MEBOERIT, IEFRNA X ADONEE
W<HET 29 2 THETHD, LoL, Lo 3 DOMEICONTIE, § 2103 OFFEERLS T TIX, FEN
HTLEIEFHNSH D, £D7-h, 21CFR3143 DERDOTLH LB L, RO EfENE 2R 7z,

PART 314 1%, HEHHEDOTZDDOLETHD, Lo, LELOHGEERICNES T, WA HELBE XM D
L. XEBKRICTENPHTLEI D THD, TNTHREDNEARRDT=DIC, +43IC HFEOBEM: 4 Bl © &
ote, TOXEEFEND I, TOREEE L TURLEBRTF LT, FEOHRIRPLUI D < @R %
BREAW L2V,

BB, HHA L AZBT HHFEOERIT, BETHDLDT, TOHROZER LR LI,

21 CFR 210: Section 210 § 210.3 Definitions. FEEDEZE (GMP  Bdf%)

(a) The definitions and interpretations contained in section 201 of the act shall be applicable to such terms when used in this
part and in parts 211, 225, and 226 of this chapter.
7% Section 201 128 £ N5 EFEP L OWIRIZ, Z @ Part (Section 210) 72 HTNZ, Z @ chapter @ 211, 225, KO
226 TEEM 2 & &, ZORRHFEITRH LT, GRIE : LT OERRAEIRZLL->C) BT 5,

(b) The following definitions of terms apply to this part and to parts 211, 225, and 226 of this chapter.

DIFOMFEOESRIT,. 2O part 72 5 NI Z @ chapter @ part 211, 225 35 X226 123 %,

(1) Act means the Federal Food, Drug, and Cosmetic Act, as amended (21 U.S.C. 301 et seq.).
Act (IE) & 1%, HRAG - EIEM - fbhEfiE (21US.C.301etseq) O BIEEZW I,

(2) Batch means 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.
Batch (\NvF) &%, HUESHIIREFMPANT, B)—7ekek & ME (quality) ZFF>Z L2 B L L7zl

(drug) FE7ZIZMOYE (other material) DOFFED HAEW L TR Y | [Fl—fEF 1 7 L, B—oflbEfs

(single manufacturing order) 27> THLE SN2 b D TH S,

(3) Component means any ingredient intended for use in the manufacture of a drug product, including those that may not
appear in such drug product.
IV AR—F b (component) & X, EHREL (drug product) OFRLEIZERATAZ LA AN E Loy aE%R LT
BY, BEEELENA TRV OLET, GRE : I IEERAORNE T, MAT SIS MK TH

D REINCERIC I D Kb D b0/ &, TGy 1 AEEEINCEW & S IcBbins)

(4) Drug product means a finished dosage form, for example, tablet, capsule, solution, etc., that contains an active drug
ingredient generally, but not necessarily, in association with inactive ingredients. The term also includes a finished

dosage form that does not contain an active ingredient but is intended to be used as a placebo.

B, FICHESE, WAREMSHTFS Y, RI0L, BP#ER, BBEZLTHA 712850 £,
RL, FLEFHENDBEOBEE IR LTHEY £, i
W, LR ENDROBEE TSR L THY % ~<Pharma Solutions Co, Lid.
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EZE (drug product) & ik, Bl ZIEEEA]. I 7 EVALL TS O B #&% 5-AIJF (finished dosage form) T >
<, — . IEVERFFORRAIR ) (active drug ingredient) % & deAy, ANIEMEA Y & OBE T, BT LH. £ 9
TRWbDOHEL, £lo, ZOMFET. APEPEZEET. IR LTHEHSh2 Z 2 AL L,
B Sn=FE b & e,

(5) Fiber means any particulate contaminant with a length at least three times greater than its width.

REHE (fiber) L 1E, BSDBEOD &b 3EULORAIRIGIMD 2 9,

(6) Nonfiber releasing filter means any filter, which after appropriate pretreatment such as washing or flushing, will not
release fibers into the component or drug product that is being filtered.
FEMBHERCH 7 4 V2 — (nonfiber releasing filter) &1, VBT 7 v v 0 772 E O gl 217 - 7214 .
D E T ITERE RIS B LW T s L Z—Z 0 9,

(7) Active ingredient means any component that is intended to furnish pharmacological activity or other direct effect in the
diagnosis, cure, mitigation, treatment, or prevention of disease, or to affect the structure or any function of the body of
man or other animals. The term includes those components that may undergo chemical change in the manufacture of the
drug product and be present in the drug product in a modified form intended to furnish the specified activity or effect.
B/ RSy (active ingredient) &1, IR OFZWT (diagnosis) . JH9% (cure) . #88 (mitigation) , VRYH

(treatment) , FE 71X TP (prevention) 2RV TIREEMF 721X 2 OO EEN 2R ARIT L 2L £
I3 B FROW UOBM ORORSE E72 ISR B L 5 A5 Z L NEM SN TV LIy 2ERT 5, Z0
AEREIL, ERMHOBEICBW UL L Z R ATREER SV . D ORFEDOIEEE IR E b0 T 2 L5
L7z, B SN BRE CERMIAAAET D ATREN H D oG EN D,

(8) Inactive ingredient means any component other than an active ingredient.

RIEMERESY (inactive ingredient) & 1%, BRI LIS DRy 20N 9

(9) In-process material means any material fabricated, compounded, blended, or derived by chemical reaction that is

produced for, and used in, the preparation of the drug product.

NI O (in-process material) & 1%, EHFOFE-Hiz, fEsh, HEIN O, #Hflsh
(fabricated) . FH& S 4L (compounded) . & B WIIALF SN K> TiHE S N MR 2 BEET 5,

(10) Lot means a batch, or a specific identified portion of a batch, having uniform character and quality within specified
limits; or, in the case of a drug product produced by continuous process, it is a specific identified amount produced in a
unit of time or quantity in a manner that assures its having uniform character and quality within specified limits.
vy b, NS EEAN Y FOREOTHN SN2 B L, FEE SN HIBRN TH— 72 4rE & 5
BaEoTW5 ; £721%, #7172 (continuous process) |2 & - THILGE SN ZERFOBE, TN, 5
TSI HIRN T — 7o Rtk & B A RO 2 L A RGET D HIE T, BN & 7o 13 & Tl S frE o
WAl ENTEETHD

GRE : 7y hEARNYTFOHETA ZAOM&IT, HRETOME L >TNAHZ LIZERENINLETHD,)

(11) Lot number, control number, or batch number means any distinctive combination of letters, numbers, or symbols, or any

combination of them, from which the complete history of the manufacture, processing, packing, holding, and distribution

of a batch or lot of drug product or other material can be determined.

T JRUCEE S E, NEZEM SN T IV, R, BTRR, B2 L THA T IARD 77,
R, R DB E F TITIRE UESH i
AR3CIE. P ENDEE EETICHAMLTEY £ ~SPharma Solutions Co. Ltd.
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ey F&ES (lotnumber) ), [FHEZES (control number) | F721% (/3w F &S (batch number) | &1, X F D

BOE, NI, MO, RE. BRIOMEOTERIBEZRT, X B EITR S ORI A D

B, XL, ENLOMAGOEEERT D, L TCEIUL, BEERLELITZOMDIFMED /Ny FEziTn
v NEPRETE D,

(12) Manufacture, processing, packing, or holding of a drug product includes packaging and labeling operations, testing, and

quality control of drug products.

P 5 OBGE (manufacture) . AT (processing) . AL (packing) . 771348 (holding) (Z1%. EIRSLDELER

LT ~ULAFIFEZE  (packaging and labeling operations) .
%)

R (testing) . 3B L OVHEEHE (quality control) 235 £ i

1

o

(13) The term medicated feed means any Type B or Type C medicated feed as defined in § 558.3 of this chapter. The feed
contains one or more drugs as defined in section 201(g) of the act. The manufacture of medicated feeds is subject to the
requirements of part 225 of this chapter.

AL (medicated feed) &\ 5 FREIL, 15 (theact) D§558.3 TEFTSINTWAHHF AT B £/2ix# 17 C
OMAF R Z BT S, TD7 4 — RIZI%, 50O section 201(g) TEHESNTWD 1 DL EOEYNRE EN
TV, AR ORIEL, KRED part 225 OBEAFIZHE D,

(14) The term medicated premix means a Type A medicated article as defined in § 558.3 of this chapter. The article contains

one or more drugs as defined in section 201(g) of the act. The manufacture of medicated premixes is subject to the
requirements of part 226 of this chapter.

EHFVI v 7 A (medicated premix) 1%, AHH §558.3 ICERK S LD Type A DRAMGEZEKRT 5, U
dnld, ¥ (theact) o section 201 (Q)IZEFRSND 1 SDXFEEOE &= ETe, HAT LI v 7 A0RGEIT,
# O part 226 OBEAFIZHE S,

(15) Quality control unit means any person or organizational element designated by the firm to be responsible for the duties
relating to quality control.

SR BB  (quality control unit : #l7E QCU & IS b ffibis) &1L, SWEEEL (quality control) (292 kS

(duties) |ZEAEZFFOTZDIT, SR E L2 A (person)  IE #HKRAIESE (organizational element) %\ 9,

(16) Strength means: FR/% GREE : “Tifli” LRENDGEERSH D) LiE RO L2 ET%T 5

(i) The concentration of the drug substance (for example, weight/weight, weight/volume, or unit dose/volume basis),
and/or

JRHE (drug substance) DIRFE (Bl 21X, E/EAE, ERAR, FRITEMHARRREN—R), BILWELIZX

(ii) The potency, that is, the therapeutic activity of the drug product as indicated by appropriate laboratory tests or by

adequately developed and controlled clinical data (expressed, for example, in terms of units by reference to a
standard).

H2h, Jiffi (potency) . T/, WY EEBRERE (A7 M), FEEUICBE I, OB IR
TR T — 212 &> TR EN D EIR G OTRBEIENE (therapeutic activity) (il 2 1%, FEYES, (standard) A Z R4
52 EIZEDHAL (units) TEREND),

(17) Theoretical yield means the quantity that would be produced at any appropriate phase of manufacture, processing, or

T JRUCEE S E, NEZEM SN T IV, R, BTRR, B2 L THA T IARD 77,
AT, Rk DB E F TITIRE UESH i
AR3CIE. P ENDEE EETICHAMLTEY £ ~SPharma Solutions Co. Ltd.
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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.

HRINE (theoretical yield) & 1%, FrEOEIEMHOBIE T, F72I 3O /BB, X585y
IZHASNT, FoRIEX D E (quantity) TH Y, FEFEOAERE (actual production) (23T, Anfil 72 548

&K (loss) R0, #H7E (error) DEWGGIZRBNT, AEINDLZDOEEZ VD,

(BR¥E) “Sec. 211.103 Calculation of yield.” DIENH Y . LLFOFE#EA H 5, [73 FR 51932, Sept. 8, 2008]
Actual yields and percentages of theoretical yield shall be determined at the conclusion of each appropriate phase of
manufacturing, processing, packaging, or holding of the drug product. Such calculations shall either be performed by one
person and independently verified by a second person, or, if the yield is calculated by automated equipment under § 211.68,
be independently verified by one person.

(ZEHR)

FIE K ORI E D/ A —t 7 — 4, ERLORGE, T, @2 SUIREF O D) 72 BRSO TIRFIZHRE S
Hb0ET5H, TOXIREFEIEL LADBTV, 2 NHMS. LU CTHGET 572>, E£720%, INE238211.68 O Hilli{tk

- b

HEEICL > GRS HAIE. LAY L THEET 2860835

(18) Actual yield means the quantity that is actually produced at any appropriate phase of manufacture, processing, or
packing of a particular drug product.
FINE (actual yield) 1%, FFPEDEKFBOWE INTXUTEEDONTILNOEE 2B IC VT, FEERICAERE

2N
SNHEEZND,

(19) Percentage of theoretical yield means 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.
BN (percentage of theoretical yield) & X, ([a] CEEBETO) HGRIRICHK T2 (FFEOERLORE, T
XNFOEDNT DO R EFEIC BT 5) FICRDOEIGZ N, BORTHERS

(20) Acceptance criteria means the product specifications and acceptance/rejection criteria, such as acceptable quality level
and unacceptable quality level, with an associated sampling plan, that are necessary for making a decision to accept or
reject a lot or batch (or any other convenient subgroups of manufactured units).

FFAEUE (acceptance criteria : AFEIEHE) LiX, w v FEZIEIAN YT (Eid, BEHEAOFOMOER] YT
IN—"T) DZNEITHEEZRET H2DIC B e B L OB AFTRESE L~/ (acceptable quality
level) X2, ZARATHESLE LUl (unacceptable quality level) 72 XD, Z A G ORUEL | BES 5971
UFHEE A D

(21) Representative sample means a sample that consists of a number of units that are drawn based on rational criteria such
as random sampling and intended to assure that the sample accurately portrays the material being sampled.
RFHY 7V (representative sample) & 1%, MEEZ I (random sampling) @ & 9 72 G ER) 70 FEHELZ FE-D 0 Tl
ENTZZEOHEAN O R DY T AVEBERL, T T AR SN 28 (material) %, IEFEICHES LT
CERRFET D ZE AL LTS

T JRUCEE S E, NEZEM SN T IV, R, BTRR, B2 L THA T IARD 77,
R, R DB E F TITIRE UESH i
AR3CIE. P ENDEE EETICHAMLTEY £ ~SPharma Solutions Co. Ltd.
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(22) Gang-printed labeling means labeling derived from a sheet of material on which more than one item of labeling is
printed.

Fr -7V BTV (Gang-printed labeling) & X, #¥D 7~ VIEANHBE N> — FEMMNL EHLD

& §211.122 - Materials Examination and
=~ Usage Criteria

TRY T (FGRVER) EERT D,

BRI : “gang” &iX. T—#ED, —[Ho) LWOHIEHRTHY . MO X
a) Gang-printed labeling is a sheet of labeling that contains
more than one item of labeling, for example:

S, —oODY— h FICHEE F 5 L= S 7

RSN ISl b ﬁi%ﬁim TANEBRSILIZbOTHD ° /{J_TO) + Different drug products, strengths, or net contents of same
B . drug

RDATA ROFIITRDOEY THD - b) Gang-printed sheets are prohibited unless well differentiated

. . . - . . * By size, shape, and color
a) -7V R TULE, oDy — MO, 1FEEABZ DT —

NDOY— eELLOTHD, BlziE:

i

c BREOESKS, FCERLO M, HD5OIENEEEND

z

b) 7> /-7 b DY = biE, ARCABILAVIRY | AR D

NEThDH, BlAE, bAoA X BIRELTRI LIS

https://www.fda.gov/files/drugs/published/Packaging---Labeling.pdf ~ Accessed 2023/03/17

%k ock ok

7. BET L HEEOERIT, LTORHEIILHY, B2FEREZMA T, LFITRLE

[Code of Federal Regulations] [Title 21, Volume 5] [CITE: 21CFR314.3]
TITLE 21--FOOD AND DRUGS
CHAPTER 1--FOOD AND DRUG ADMINISTRATION DEPARTMENT OF HEALTH AND HUMAN SERVICES
SUBCHAPTER D - DRUGS FOR HUMAN USE
PART 314 -- APPLICATIONS FOR FDA APPROVAL TO MARKET A NEW DRUG
Subpart A - General Provisions

Sec. 314.3 Definitions.

Dosage form is the physical manifestation containing the active and inactive ingredients that delivers a dose of the drug

product. This includes such factors as:
AR (Dosage form) &1, EHEMOBGEE G200, BN E L ORIEMK D 25 LW ELR 2R D Z
LTh2, ZHITE, UTOEZRENETEND,
(1) The physical appearance of the drug product;
=35 5 D W BRI SMEL
(2) The physical form of the drug product prior to dispensing to the patient;
BEITHA S5 T O EIR S OB RE ;
(3) The way the product is administered; and

BN EE SN I5E KO

WP FCESE, WAZEfEN T TS, T, LT-R MBL LTI TIZANHY £,
= 2t < D% 2R 3 : .
AL, RXERENDIEDOSZ L TICEMAF L THEY £ ~=Pharma Solutions Co., Ltd.
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(4) The design features that affect frequency of dosing.
P GBAFE TR 5 2 DG B ORI,

Drug product is a finished dosage form, e.g., tablet, capsule, or solution, that contains a drug substance, generally, but not
necessarily, in association with one or more other ingredients.
BIA| (Drug product) 1. Bl ZITEEHI. 7B WRIET 8 Ok HAIE T . I, BTTLbL X
ITHEHARVWGEAELH LM, 1 OUEOMOMS EFEL T, EEBREZALTHDLHDTH D,

Drug substance is an active ingredient that is intended to furnish pharmacological activity or other direct effect in the
diagnosis, cure, mitigation, treatment, or prevention of disease or to affect the structure or any function of the human
body, but does not include intermediates used in the synthesis of such ingredient.

EIKH (Drugsubstance ) &, BEEOBM, IR, BB, 1AHE, THIZE W TERIIEEE -T2 oo
EHENZIREZ ST E, HDOWIANRORIE LI TR B L 525 2 L2 B L LT2ARIK
DTHY ., BEMGOGRICHN b HHKITEENR RN LD LT 5,

(SEBEROBHE : ZZFT)

kK %k

. INTRODUCTION  [E LD IT ittt 10

I1. DEFINING THE WHO AND WHAT OF CONTRACT MANUFACTURING
SPEEHUYE D 0] | 2 THE ] A . B0 D oo eeeee e e e e e er e e s e ee e e teessen e 14
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MANUFACTURING “Zt8&E 2B 5T 2 M FEFT DT e 16
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HWEWEZITIIT D CGMP IEEID SEEAL e 21
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V3 RS E ST AR ZERIN T ISV, fRE, BT8R, MBELTH A T IARHY £7,
R, R DB E F TITIRE UESH i
RROCIE. Tt EN DR EFTICHMFLTEY F ~=Pharma Solutions Co., Ltd.
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Zathtizk D, fiaxds X Uk O HERFE B
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BLE 7 02 RDOFNEE CET 5
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7 ROk L AR OFHTE 57— 4
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TR 7 R AV v F N T —vay

C. Owners and Contract Facilities Perform Change Control Activities

Tl L 2R PSR EBIEB Z BT D oo 39
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WL DOE & COGMP LT 2 5 2 2B OKRB LT ITHT
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WP RTEEDS &, AR ZBM SN T TFI W, FRE, BTREER, BRBE L TH A T IARH D £7,
=05 ST URE N : ~
RCE, R EFHENDIEOSEETICRMALTEY £7 ~=Pharma Solutions Co., Ltd.
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Contract Manufacturing Arrangements for Drugs:
Quality Agreements
Guidance for Industry?
EAA O RFERE DO E - SE I E
FEREFTA L AL
1 This guidance has been prepared by the Office of Pharmaceutical Quality and the Office of Compliance in the Center

for Drug Evaluation and Research in cooperation with the Center for Biologics Evaluation and Research, the Center
for Veterinary Medicine, and the Office of Regulatory Affairs at the Food and Drug Administration.

R A Z 2 A%, ERMLFHEAFZEE > 2 —DEHRS WEE BI O a7 747 0 RA=EN, BhERS
J  (FDA) OAWRHFFLMYEE > % — (CBER), BRIESE % — (CVM) I L O Office of Regulatory
Affairs (ORA : RESHR) O Z/HFTERLIZLOTH S

BRI : “ORA” LW ) ERBAICHEY T HES LI MEEITENE Bbhd, 71X 437 4 7% THHIREREE R
LLTCW5, ORAIZFDA DY — K47 4 A ThH D,

This guidance represents the current thinking of the Food and Drug Administration (FDA or
Agency) on this topic. It does not establish any rights for any person and is not binding on FDA
or the public. You can use an alternative approach if it satisfies the requirements of the
applicable statutes and regulations. To discuss an alternative approach, contact the FDA office
responsible for this guidance as listed on the title page.

AKTA XA E, 20T —<ICBlTA2ARERLE (FDA £721% Agency) OHBAIEDE 2 &Rk HDOTH D, 4
725 NIZKkE L COMERZ LT 5 b O TliEZe <, FDAR TR EZMETHHOTH 2, @A I HESS
Bl OT 2= oThhiX, RBO7 Ve —F2EHT5Z 08 TE5, BEOT7 7 —F 2R3 58946
W, ZA MAR—VICERHINTWART A XU A% YT 5 FDA A 7 ¢ ATHHE Sz,

I.  INTRODUCTION [IU®Iiz

This guidance describes FDA’s current thinking on defining, establishing, and documenting
manufacturing activities of the parties involved in contract drug manufacturing subject to
current good manufacturing practice (CGMP) requirements. In particular, we describe how
parties involved in contract drug manufacturing can use quality agreements to delineate their
manufacturing activities to ensure compliance with CGMP.

ZDHA X AL, CGMP (current good manufacturing practice : 2R « i E fE ) DOEFOXISR L
25 EFEGFERNE O BIRE ORUETEE O E R, ML, B X OSCERITEIT 2 FDA OBIEDE %
R R YD) o FEIC, EEIEMZFERLE DO BIRFE (parties involved in contract drug manufacturing)
73 CGMP DESF A SR T 572012, £ OREILE) 2 IHMEIZFER 35  (delineate their manufacturing
activities) 7282, ‘EWHE (quality agreements) Z K L C, B&ETESE) 2 IREIZ T2 51ROV TR

V3 RS E ST AR ZERIN T ISV, fRE, BT8R, MBELTH A T IARHY £7,
R, R DB E F TITIRE UESH i
RROCIE. Tt EN DR EFTICHMFLTEY F ~=Pharma Solutions Co., Ltd.
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T,
For purposes of this guidance, we use certain terms with the following specific meanings:
KA L AZAORPING, BONOHFELZUTOL D REFEDOERTHEHAL TV

* Current Good Manufacturing Practice (CGMP) refers to requirements in the Federal
Food, Drug, and Cosmetic Act (FD&C Act), section 501(a)(2)(B), for all drugs and
active pharmaceutical ingredients (APIs). For finished human and animal drugs, the term
includes applicable requirements under 21 CFR parts 210 and 211. For biologics, the
term includes additional applicable requirements under 21 CFR parts 600-680.

IERLERMEHE (CGMP) & id, @AM ERMEIEME (FD&C L) #5501 % (a)

(2) (B) IZBITDH, B TOEHELL, EHKMLJFH (APIs : active pharmaceutical ingredients)
IR A ERFHAZE T, B N ROEMWHOREKABESES (finished human and animal drugs) (Z
DUWNTIE, 21 CFR part 210 X O 211 12 HS <@ EAE ik - Wb D “CeMP” #%48%y) %
e, AEWEIAI (biologics) (Z-OWTIE, 21 CFR #¥— k 600-680 (2553 < s@hnoo i it %
e, B NROEWHOEMKEIRMIZOWTIE, £DOHEEIEX, 21 CFR parts 210 & T 211 @

FTTHEHHINDERZGZATND

» Commercial manufacturing refers to manufacturing processes that result in a drug or
drugs intended to be marketed, distributed, or sold.
“PHERELE  (commercial manufacturing)” & 1E. THIGIZHAT T2 (marketed) . JitilE &5
(distributed) , & D WMIERFTET D (sold) Z & &2 HAYE LIEEKMEITHEA L 7263 FrD
HETRERZWI,
#R ¥ : “Guidance for Industry  Process Validation: General Principles and Practices” (Revision 1 : January
2011) IZiF, RO X TR H D -
Commercial manufacturing process: The manufacturing process resulting in commercial product (i.e.,

drug that is marketed, distributed, and sold or intended to be sold). For the purposes of this guidance, the
term commercial manufacturing process does not include clinical trial or treatment IND material.

BER  pHEME 7 0+ 2 (Commercial manufacturing process) @ PHEESLS (Tbb,
W, WiB, RoeEALs, EERR 2 BRI LERN) 267 67 /s TR, Kﬁ%&/x 3
WCL RIS TR &0 ) AL, ERRERBRCSUIIRE A IND &k A & E 7220,

» Commercial manufacturing does not include research and development activities,
manufacturing of material for investigational new drug studies (e.g., clinical trials,
expanded access), or manufacturing of material for veterinary investigational drugs.
Although this guidance does not explicitly apply to the manufacture of investigational,
developmental, or clinical trial materials, FDA believes that quality agreements can be

K, FOUSHESE, WEZHEMS TR S, 3T, BTRR, RBTLTHATIARDHY £,
NP N/ Sh 5 . .
AT, RXEZFHENLBEOSEELETITIRG L TERBY £7 ~<Pharma Solutions Co., Ltd.
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extremely valuable in delineating the activities of all parties involved in contract research
and development arrangements. Many of the principles described in this guidance could
be applied in pre-commercial stages of the pharmaceutical life cycle.
PAZEAEPEICIE, WF7E K OBHIE OIEE), TR RN ZE M OM IO RE (5] 213, BRRR
B, YLKT 7 A (“expanded access” SREBR) ). & D WIXEMWH OIRERHEE (veterinary
investigational drugs) D) (material) OFLEITE 2\, ZOHA X AL, HE
(investigational) . BH& (developmental) . & 7= IXERIRFER DW'E (clinical trial materials) ¢ #4382 %t
T. WAREIZEH 40720 (does not explicitly apply to) & L CUWHERTILZ2W 23, FDA 1., &
FEDOHIZER K OBARDHY (ROIZEAG- T2 T X TORMRE DIEE Z #7592 (delineating) b
T, WEBENEFIMEEZFFOLEZXTND, ZOTA X AT SN THWDFEAID

%<, BEFELT A T YA 7 VOTIRATEE (pre-commercial stages) (2 H TX 5
BRIE : “expanded access” 1 [YEKT 7 A EFRENTWD, BRKTOAER R 5B S X 425 FRK
FRIRT 7 = ARIERCK TiX, TExpanded Access Program] & %\ & [Compassionate use] & & LT,

PR IRIEDIFE LR WESEI 22 B E DIRIR D 12 O B R M7 & ARTKGR I DI 21T 5 il &
i, TERIBER) Lo S TS,

» Manufacturing includes processing, packing, holding, labeling operations, testing, and
quality unit operations.
BEIZIX, 0T (processing) . T2 (packing) . PRE (holding) . 7 ~/LFEIRIEF (labeling
operations), 7 A b (testing), I3 OVHEHRFY (quality unit) DFFEENE LD

* A manufacturer is an entity that engages in CGMP activities, including implementation
of oversight and controls over the manufacture of drugs to ensure quality.?
TLESEE  (manufacturer) & 1%, WWE ZELR T D 72D OEIEN OBRLEEIZ 3T DA (oversight)
LR (controls) D FEMiA ST, CGMP THENCH#ED LA (entity) T 5 2,

2 See section 501 of the FD&C Act, as amended by the Food and Drug Administration Safety
and Innovation Act (Public Law 112-144, title VI, section 711).
FDA 724 L o C B3 A ¥4 (Public Law 112-144, title VII, section 711) (2 & » CekiE &= FD&C
1L section 501 A SR Sz,

GRIE) ZoESIE, AHFEARD—Y—7 0 —E (PDUFA) X°, V=3V v 7 Oa2—¥—7 ¢ —k

(GDUFA) 72 BIEERIZOE LICIE#TH D, 2012426 A 26 HITHAL LT,
(Fy b6 DRI OELFE)

e Quality unit is defined as synonymous with the term quality control unit.®
Ez’%fé[ﬁﬁ'j (quality unit) & &, BB EEESPY (quality control unit) & VY9 HIRE & [FFE5E
ERENTNDS S,

3 For quality control unit, see 21 CFR 210.3.
S BEERFIC DWW TR, 21 CFR 2103 &M S -\,

u

M B ESE, WREZEIES TR SV, UL, PR MBL LTI T IARDY £,
= e KDB QIS I
RCE, LA ENDBOBEE TITRMN LTHRY £, =IPharma Solutions Co., Ltd.
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This guidance covers commercial manufacturing of the following categories of drugs: human
drugs, veterinary drugs, certain combination products, biological and biotechnology products,
finished products, APIs, drug substances, in-process materials, and drug constituents of
combination drug/device products.* This guidance does not cover the following types of
products: Type A medicated articles and medicated feed, medical devices, dietary supplements,
or human cells, tissues, or cellular or tissue-based products regulated solely under section 361 of
the Public Health Service Act and 21 CFR part 1271.

ZDOHAZ AL, ROAT TV —OERMOFEENELEZ MR E LTS B MHESRG,
(human drugs) . B4 HEEE, (veterinary drugs) . $FED I B —3 a7 12X 7 ~ (combination
products : FEEARIEZRMR) . W FHIRLELS L OUSA 47 7 /7 o v —8LiL (biological and biotechnology
products) , FcF&HLNE (finished products) . JFUEE (APIs), drug substances (R : APIs & ORI 2L S it
VIR, API USRS 2) . A 7 e AW (in-process materials : FRVE [ TR FOWE] L OEKTH
BN, WEIZRHEEN RS S0 KON, e R—T g UEEE SRR R (drug constituents of
combination drug/device products) [ 3£ 5547 (drug constituents) 4, COHAK AT, WDHATD
MM ERE LTV A7 A OFFBRLT, (medicated articles) 35 X O FHAREL (medicated feed) |
EPEFESR (medical devices) . SRFEAHBNE L (dietary supplements) . F 721Xt MHAE, #EH% (human cells,
tissues) . F 7o T ARMBIEILESE 361 SRDAITISVTHF STV 2 HIIE F 72 13— A DB,
FBEO 21CFR D part 1271 (#R¥E : %A hV4 %5 : Human Cells, Tissues, and Cellular and Tissue-Based

Products),

FRIE : “combination products” &%, TEEIESE & BN (ARG E2ET) %%ﬁﬁé\ﬁoﬁk@m é"i‘%?’“
5, ARIZBWTIEL, ZRERGET D, HDOVITEREES LT 25000, Yisilh I B
T D AR & O IC L > TIRIES D,

4 Combination product manufacturers can apply this guidance to their quality agreements because they
are subject to requirements under 21 CFR part 211 and/or 21 CFR part 820 (see 21 CFR 4.3). In
addition to facilitating compliance with requirements under 21 CFR part 211, manufacturers can use
quality agreements with contract facilities to demonstrate compliance, in part, with 21 CFR 820.50
(purchasing controls) and with 21 CFR 820.80(b) (receiving acceptance activities) for combination
products.
ay v Fx—3 gk b (combination product) O#UEREF L, 21 CFR part 211 KV X% 21 CFR @
part 820 (21 CFR 4.3 # &) |[ZHE S EMEOXR L5720, ZOHA X A REMEICEATE 5, 21
CFR 73—} 211 (ZHAS S EHEADNEFEARET D Z L 102 T, REER L, EHECHR & O mEHE
LT, HmIICiE 21 CFR 82050 (ME & : purchasing controls) 35 T8 21 CFR 820.80(b) (52 A#L
15T : receiving acceptance activities) D 2 E R — 3 T R X T hA~OIETELE~OIE A (compliance) % ZEAE

THZENTED

In general, FDA’s guidance documents do not establish legally enforceable responsibilities.

BP, BTSSR NAEBRS AT RS, R0E, BPER BEZ LTI T IARDHY £,
R, LA HENDBOBEE TR L TR0 &7 =3Pnarma Solstiens 6o, It



Contains Nonbinding Recommendations #4371 D 72\ Vg & & e Page 14 / 40 pages

Contract Manufacturing Arrangements for Drugs: Quality Agreements  [EZR L DOZFERIEEK - WEHE

FR M HA & A : Guidance for Industry:  U.S. Department of Health and Human Services Food and Drug Administration

Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only
as recommendations, unless specific regulatory or statutory requirements are cited. The use of
the word should in Agency guidances means that something is suggested or recommended, but

not required.

—fRIZ, FDA OH A X2 ASCEIL, ERREII Db 5B E2MNLT 55O TIERY, 0DV
2, A X AI Ry 7T 24 ROBUEDOE X HaBiBl LT Y | FEOHR E 2 IXEE%
ERFIH SN TORWIRDY | HRFHLE L TORRREINDLXETHDH, FDATA Z A TD

“should” &9 HEEDME AL, (73% "1 (suggested) F 72 1FHELE (recommended) 9% Z & % &Ik
LTHY ., ZRFHTITAR,

I1. DEFINING THE WHO AND WHAT OF CONTRACT MANUFACTURING
ZRtBhED M) z2 THE) L&, ERTD

This guidance describes how contract manufacturing operations fit within the larger scheme of
pharmaceutical quality systems. It also presents the Agency’s current thinking on the roles and
manufacturing activities of the parties involved in contract manufacturing arrangements.
Specifically, this guidance addresses the relationship between owners and contract facilities. For
purposes of this guidance, we define owners as manufacturers of APIs, drug substances, in-
process materials, finished drug products, including biological products, and combination
products. The term owner does not apply to retail pharmacies, drug stores, supermarkets,
discount warehouse stores, or other retailers who purchase finished drug products to sell over
the counter as a store brand. For purposes of this guidance, we define contract facilities as
parties that perform one or more manufacturing operations on behalf of an owner or owners.®

ZOFA LA, BRFEREEGPERLWE VAT LD LY RELAF—L (#HA) ITED
EOICHEAT 20 EHHA L TWD, Fo, ZBXFERERMICEAET 5 458 0&E & RETEENIZ B
T2, YROBUEDOBEZ LR L TWD, BERMIZIZ, ZOHA X A%, LitE (owners : iz 1%
) L AZFEMIAR (contract facilities : Wk2zM) & DRARZH > TND, ZOHAFX L ZAOHEIZEAL T
I, TEFEH ] ZJREE (APIs). 3 (drug substances) . L FEPNJEFFEL (in-process materials) . Fe & HAl
(finished drug products : including biological products (ZE#FH)EIKI 2 &te)), BLOa Ex—va 7
2 %7 K (combination products) DHELEZEF L EFR L TV D, TEFEE ] (owner (5) ) & DHEEIL, /IEY
HKJF (retail pharmacies), N7 > 2 A R7T (drugstores), A—/N—=<—/ > | (supermarkets), 7 A A7
Uk U7 N A A RT (discount warehouse stores) . E72ILA T 7T N e UCEBETHRIET

B 7 OIZ5ER LT RS Z AT 5 O /NGEZEE (other retailers who purchase finished drug products to

V3 RS E ST AR ZERIN T ISV, fRE, BT8R, MBELTH A T IARHY £7,
R, R DB E F TITIRE UESH i
RROCIE. Tt EN DR EFTICHMFLTEY F ~=Pharma Solutions Co., Ltd.
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sell over the counter as a store brand) |ZIE0EH SN2V, T OHA X AT, Bt OhiR 72 HitE1C
Rbo->T 1 D, FLIFEROREFEEZITOUFELERZLTND S,

BR¥E 1 : “owner(s)” & WO HERIC TZFEE ) EWIHIBRIEIEENRRY, L2L, ZOTA X AD
WENDLEZ T, IO EOHRLFOIE EOFELZE 2 T, ZOHBEEMHH LI,

BREE 2 ¢ “facilities” & [HEZR) LR L7223, ZOLEOHAEIC [HEO site (BLUERT) 2 HETAHEEE LT
O facilities] WD X RUENRALND, Lo~ T, “facilities” 13 ¥R L3R4 H @0 A]
REMEDRH D,

5 A contract facility may also be an owner depending on its role (e.g., when the contract facility is using
a subcontractor).
SREMERR T, TORE (KRR TR EE 2R ML T oHEakl) (&> T,
o o N A N N SN

Drug manufacturing encompasses many discrete operations and activities. One manufacturer
may perform all operations and activities or may engage an outside party or parties to perform
some or all of the operations and activities under contract. Contract facilities perform a variety
of manufacturing operations and activities, including but not limited to:

AL OBRLE T, £ < OEBIDOEAETEE) (discrete operations and activities) 237 £415, —D>DHE
EENETOEG LIEHZITO 2L bbL, EBLHEHO—MEITEN L, MTOBREIZE
RELTITH 2 bbb, Zithak (contract facilities) (%, B4 7Bl B L OVEEI 2175, T
X, RO LI b DEEFTLMN, THETITRE SN0,
* Formulation  #5{t
e Fill and finish  Fetads L Ok
 Chemical synthesis {b2%%)&
* Cell culture and fermentation, including for biological products
M EE 2 3 L OVERE (EnoBdAl 25 e)
* Analytical testing and other laboratory services
DRBRB I, Z2OoMMmMoOT7 R8T N — —EX
* Packaging and labeling 2L o<1 7

« Sterilization or terminal sterilization 7% = 7= 1 35 &R

However, agreements between owners and contract facilities sometimes do not clearly define
the CGMP-related roles and manufacturing operations and activities of each of the parties.
When all parties clearly understand their CGMP-related roles and manufacturing
responsibilities, the owners who use contract facilities, contract facilities that provide services to
owners, and, ultimately, patients who take the drugs manufactured under these arrangements

P, FCESE, AREIMSRTF SV, R0, BP#R, BEZLTHA 7 I28bY £,
RL, FLEFHENDBEOBEE IR LTHEY £, i
W, LR ENDROBEE TSR L THY % ~<Pharma Solutions Co, Lid.
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may benefit in many ways. Contracting can enhance speed and efficiency, provide technological

expertise, and expand capacity.

LU G, ZEth & Zathing (O5K) 13, %2958 O CGMP BE D& E| & LG D13 K OVE
B3, E4 I U THREICHE LTV, T XTOYHEH) CGMP BED#RHE| & fE ST 2 BfE
(CERfE AU, ZREHER AP T 2 LEE . TitE IO — XA RAT D Z5EMR . £ L TR
IZIE, ZRHOWMY RSO T THE SN2 EEMEZRAT58F5 1L, 2 OATHREESD Z L

%, WIEFFEIE, A — REMFELED, HINN2HEMMMR AR L, AFERNEZIRT D 2
ENTE D,

We encourage entities that engage in manufacturing related solely to drug distribution (e.g.,
distributors, brokers, private label distributors, own label distributors) to follow the
recommendations in this guidance document, as appropriate. Our focus here, however, is on the
roles and manufacturing activities of the owner and contract facility.

Fx GE:FDA) X, WEDOAIZBET 2 RIEICWEF T 5 FEE (BIxIX, IRFEFES (distributors) |
R/ 3E3E (brokers), 7T A ~X— K~ 7 F > RERFEZEE (private label distributors : sREEAREH, HED 7 7 v
RCHRGE T HIRGEEE 2). BL7 72 RIGEZESE (own label distributors)) 25, BT U TART A X
VALEOREICN ) T AW S, LnL, ZoOXETIR. FiEE LAt 0%E L fEE
EhoESEYTD

I11. RESPONSIBILITIES OF PARTIES INVOLVED IN CONTRACT
MANUFACTURING  “ZRtRIEIZE 59 2 98 O 1T

Each party engaged in the manufacture of a drug is responsible for ensuring compliance with
CGMP for the manufacturing activities it performs.® For both owners and contract facilities that
conduct manufacturing operations, CGMP “includes the implementation of oversight and
controls over the manufacture of drugs to ensure quality, including managing the risk of and
establishing the safety of raw materials, materials used in the manufacturing of drugs, and
finished drug products.”’ Drugs not manufactured in compliance with CGMP are adulterated.®

IS OIS THE D DA M FH 1L, Eh T 5 RIEEE) O CGMP ~DIETNAST Z R % HALN &
% 8, BUNESER AT O Bt L ZRtiRR O T & - T, CGMP i (bR, EHK S o fE 2 A
SNBHEH BLOGER LI ERRO Y 2 27 FH L RO E ST, SE 2T 50D
S ORGE BT D BR LW EOFMA ETe) T COMP ICHERLL CHbE STV R BE ST
ABEHS (adulterated) (Z5%24 95 8,

WP RTEEDS &, AR ZBM SN T TFI W, FRE, BTREER, BRBE L TH A T IARH D £7,
% 7y B Wefs N : ~
RCE, R EFHENDIEOSEETICRMALTEY £7 ~=Pharma Solutions Co., Ltd.
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6 Section 501(a)(2)(B) of the FD&C Act; 21 CFR parts 210 and 211; and 21 CFR part 600.

7 Section 501 of the FD&C Act as amended by the Food and Drug Administration Safety and
Innovation Act (Public Law 112-144, Title VII, section 711).

8 Section 501(a)(2)(B) of the FD&C Act.

The FD&C Act also prohibits any person from introducing or delivering for introduction an
adulterated or misbranded drug into interstate commerce.® In addition, it prohibits anyone from
the “doing of any... act with respect to, a... drug ... if such act is done while such article is held
for sale... after shipment in interstate commerce and results in such article being adulterated or
misbranded.”*?

FD&C (& st pEd) AT E T2, MIEREREH (interstate commerce) (2, MM EZIXIAIET 72 RO
AT LHZ L, FRITEAOEDICRMET I 22 LTV D
Thbb, HEWICBET W72 5. T4 S EOITHM, MW h N

IRE SN TV L EIATDI, BB 73RS FERS R
EVIETITE-TVD

eﬂcﬂ«

PC
(RS NARAE s

9 Section 301(a) of the FD&C Act.
10 Section 301(K) of the FD&C Act.

FDA’s regulations recognize that owners commonly use contract facilities to perform some drug
manufacturing activities.'* When an owner uses a contract facility, the owner’s quality unit is
legally responsible for approving or rejecting drug products manufactured by the contract
facility, including for final release.*? The regulations require that the quality unit’s
responsibilities and procedures be in writing and that they be followed.*?

FDA DOFRNT. ZFtE (owners) 2NIEH . ZFEMIRX (contract facilities) ZfHMH LT, —EBDEH M O
WEILEh 2 I 4D = & A 7KER (recognize) LT 5 B FEEE (owner) WNEZELHIR 2404 50, &
FEE OMEEFY (owner’s quality unit) 1E. VERJICITZFEMIRRIC L o THRIE SN - EHES O « A
(approving or rejecting) |2 OWTDE(FEZHE D, ZAUTITHH AT (final release) & £45 12, HEHH
X, EHMOEMEE FIHAEFBTED, LTINS T ERBBHIT S TNE B

11 21 CFR 200.10(b) and 211.22(a).

12 lbid.  ([f] 1)

13 21 CFR 211.22(d).

Owners can use a comprehensive quality systems model to help ensure compliance with CGMP.
A comprehensive quality systems model anticipates that many owners will use contract facilities
and calls for quality agreements between owners and contract facilities. Quality agreements

K, FOUSHESE, WEZHEMS TR S, 3T, BTRR, RBTLTHATIARDHY £,
NP N/ Sh 5 .
AT, RXEZFHENLBEOSEELETITIRG L TERBY £7 ~<Pharma Solutions Co., Ltd.
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should clearly describe the materials or services to be provided, quality specifications, and
communication mechanisms between the owner and contract facility. See guidance for industry

Quality Systems Approach to Pharmaceutical CGMP Regulations.'*

ZREHE L. CGMP ~DYEJLAZRFET D 72012, WG E & A7 I SE7 /L (comprehensive quality

systems model) Z T 25 2 E NS, BEENRME T AT A BTV TIE, BHEL OFRLEHE
(owners) 735ZREHERY (contract facilities) ZfE 42 Z &N PRI L, ZFEH & Zathtiak O T o E

ERifETHZ ENRDOLND, WEHET. BIEINIWET TV —E X (materials or

nn ELLRS (quality specifications) . 35 JL ONEREE & &2 Rthitiax M OB A 7 = X A (communication

mechanisms between the owner and contract facility) % BIREIZFRAI T D MEN B D, ERMITTA XA T[E

AL CGMP HANC %4 5 5B > 25 L7 7 1 —F ] (Quality Systems Approach to Pharmaceutical CGMP

Regulations) % ZHf &7z 14,

14 We update guidances periodically. To make sure you have the most recent version of a guidance, check the FDA Drugs

services) .

guidance Web page at http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.

Owners and contract facilities can review FDA guidance documents for recommendations on
achieving compliance with CGMP. Various FDA guidance documents describe how quality
management principles relate to contract manufacturing operations, including some of the roles
and manufacturing activities of contract manufacturing parties.®

FTeitH L ZiEhiikiX. CGMP DM T2 ER T D 72O OHERHFIEA . FDA A X o A LETHER
(review) THZ LN TE D, xR FDA A Z o A XET, WE~RT A boJFHAIN, RS
SR OB R O— 2 G O RERFEEBICEDO L ICEET 0B L T D 15,

15 See, e.g., guidance for industry Cooperative Manufacturing Arrangements for Licensed Biologics.

The following three ICH guidances for industry contain relevant and valuable CGMP
recommendations with respect to contract manufacturing arrangements:

VAT 350D ICH ZER AT T A &0 Z2E, ZFEEDOR Y OICE L T, BET 2% L TlE D
% CGMP OHERRFIHNZ EN TV D,

» Q7 Good Manufacturing Practice Guidance for Active Pharmaceutical Ingredients
=38 R C B3 2 IE LGS E T A 2 A

* Q9 Quality Risk Management  fE U 27 <3 A |k
* Q10 Pharmaceutical Quality System  [z= 3£ i, i/ o A7 A

ICH guidance for industry Q7 Good Manufacturing Practice Guidance for Active

Pharmaceutical Ingredients recommends that owners evaluate contract facilities to ensure that

WP RTEEDS &, AR ZBM SN T TFI W, FRE, BTREER, BRBE L TH A T IARH D £7,
=05 ST URE N : ~
RCE, R EFHENDIEOSEETICRMALTEY £7 ~=Pharma Solutions Co., Ltd.


http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm

Contains Nonbinding Recommendations #4371 D 72\ Vg & & e Page 19 / 40 pages
Contract Manufacturing Arrangements for Drugs: Quality Agreements  EESREDZFEGESRS © WEHBE

SR T A Z A 2 Guidance for Industry:  U.S. Department of Health and Human Services Food and Drug Administration
contractor sites comply with CGMP for specific operations.® It also recommends that owners
have approved written agreements with contractors that define the manufacturing
responsibilities in detail, including the quality measures, of each party. The written agreements
should also define considerations for subcontracting; describe how changes to processes,
equipment, methods, and specifications will be managed; and permit the owner to audit its
contractor’s facilities for compliance with CGMP.

ICH D¥ERMNT A &2 A QT TEIRAFIL DM ERGEILAES &2 2| Tl ZRtE D2t

Rl L, SZEEhi R A REE DOEBIT OV T CGMP ICHEILL TWDH Z L 2R T H Z L2 HEE L C

WA FRGEE L, ZRtELE L OM T, Y FEE (eachparty) DAE XK (quality measures) % 2
ToRLEEF A2 S E N T2 L7222 (written agreements) Z7K3R 95 Z & 2SR5, F/-, LWET
X, FEICET 2B EREEAER L, LR, R, Hik RO EEEEO LD ICERT 0%
RIS L CREE D ZAEEE Ofiik % CGMP IZHEIL L TV A DERT D Z L 27F [ J 540

ERDHD,

16 In ICH Q7, the term company is used rather than owner and is used to refer to an APl manufacturer.

ICH guidance for industry Q9 Quality Risk Management offers a systematic approach to quality
risk management as part of an effective quality system. It discusses quality risk management
principles such as risk assessment, risk communication, and risk review and provides examples
of tools that can be used to make effective and efficient risk-based decisions in, for example,
auditing and arranging quality agreements with contract manufacturers.

ICHZERBITHA X AQ9 fWHEH U AV <R ALk (Quality Risk Management) &, ZhHRAY 722 50E o
AT LD—HE LTOMBEY A7~V A hORRNRT 7o —F 245, DA77 AR
> b (riskassessment), Y A7 I 2 =4 —3 3 (risk communication), U A7 L E = — (risk review) 72
EORBEY A7~V A FOFRANZOWTEH L, #lx1X, BEESHEERFEL 0N EREDOTF
Fl72 EI2R W T, BRI ORINC Y A7 ICESWIEERIREZAT ) DI TE 2V =1L D
Blzm LT D,

ICH guidance for industry Q10 Pharmaceutical Quality System states that, as part of a
pharmaceutical quality system, the owner is ultimately responsible for ensuring that “processes
are in place to assure the control of outsourced activities and quality of purchased materials.”*’
It indicates that these processes should incorporate quality risk management and include the
following critical activities:

ICH DR R T H A # A QL0 EH M E > A7 A (Pharmaceutical Quality System) 1, [ 3,5 & o
AT LD E LT, EitHE (owner) (X IMEIEEBNOEE L A O WE ZRFET 72D

V3 RS E ST AR ZERIN T ISV, fRE, BT8R, MBELTH A T IARHY £7,
R, R OB E F TITIRE UESH i
RROCIE. Tt EN DR EFTICHMFLTEY F ~=Pharma Solutions Co., Ltd.
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1 AN STV D (processes are in place to assure the control of outsourced activities and quality of purchased
materials.) | ZRAET D REETEZA D LRI TWH Y, ZoZ g, o7 et A, WEY
A=AV A ERY AN, UTFOREFHZ2ELNETHLH I LEZRLTND

17 In ICH Q10, the term company is used rather than owner.

* Assessing the suitability and competence of potential contractors before outsourcing
operations or selecting material suppliers. This could be accomplished through audits,
material evaluations, or other qualification criteria.
¥R ETET DN, &2V OMIEEE 2 RET DN, TOBMER>TWVWDHR
FEELEREE OWEAME (suitability) & BESJ (competence) ZFEAT 5, ZiuiE. EEE (audits). Wk
FFAfi (material evaluations) , & 72 13% DAL O MEREAR O H W7 FEYE  (qualification criteria) (2 8 - T
TCE S

Defining the manufacturing responsibilities and communication processes for quality-
related activities of the involved parties. For outsourced activities, these should be in a
written agreement.

BAFRA (involved parties) O fit'E BTG E) D HLE (T (manufacturing responsibilities) & = X = =74 —
v = 7'u A (communication processes) X EFT D, T U Y —I 7 INTIEERIOGA
INHITEmICEDAE (written agreement) THDH Z EDRNNLETH D

Monitoring and reviewing the performance of the contract facility and identifying and
implementing any needed improvements.

ZREMIEX DRES) (performance) ZE=X U 7 L, DOl bEa—745Z & T, LERWELRE
LT, TNxFEHT 5,

Monitoring incoming ingredients and materials to ensure they are from approved sources
using the agreed-upon supply chain.

BEICESLY T I, F=—2E2FHL T, 20 PEGR I N7 HEFGTR (approved sources) 7> 5
RSN TWDLZ EZMER LD LT LD, AT 2 #0  (incoming ingredients and
materials) % B {79 %

FDA encourages parties engaged in contract manufacturing to implement quality management
practices. This guidance is intended to build upon the quality risk management principles and
recommendations outlined above and to illustrate key points in developing and executing quality
agreements that describe and support contract manufacturing arrangements.

FDA X, LRt D 2R ENME DO~ T A 2 FOIELT (quality management practices) % 52 it
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THZEEREBHLTND, ZOHA X AL, ERR TR LW E Y A7 w32 A FoJFEH

&L ERROHERFEIZOW TR L, B2 itfE O 0 ko 238 L OSKEET 2 B E & 1Bk
L. L TCHEITTIEROEERFA LV MG T56Z 2 HNE LTS,

IV. DOCUMENTING CGMPACTIVITIES IN QUALITY AGREEMENTS
mMEHEEICBIT 5 CGMP IEHi 0 TEAL

If an owner employs a contract facility for all or part of the manufacturing (including
processing, packing, holding, or testing) of a drug or drug product, the owner’s quality unit is
responsible for approving or rejecting the contract facility’s product or service.'® The contract
facility is also required to comply with statutory CGMP and applicable CGMP regulations,
including requirements for its quality unit.'® CGMP regulations require that quality unit
activities and procedures be in writing, and that these procedures be followed.?°

b LEFEE D, JRIE (drug : 3k “$4p7) B D WIEESRS (drug produc) OHTE (ZAuid, L, &
EORE, FREIREBREED) O TELIT IO WT, Rtk a2 AT 20 ThHL, Fit
FOEEM (quality unit) 1E, ZFEHFX OB E 72TV — B RADOKRDH D5 WITHERICHT 5 ELE
B9 B F- . ZEHRRIL. FOMEEM (quality unit) (2K AR A G, IEE (statutory) D
CGMP B L U4 T %5 CGMP Bifi| Z sy L7 nid7e 572 18, CGMP BN, Ah/EER P o1& )
X, SCEEITIREZ L, o, TOFMEICHED 2L E2FRL TS 2,

18. Section 501(a)(2)(B) of the FD&C Act; 21 CFR 211.22(a).

19. 21 CFR 210.2(b); 21 CFR 211.22(a).

20. 21 CFR 211.22(d).

Implementing a written quality agreement can facilitate compliance with CGMP and, in
particular, with 21 CFR 211.22(d), which states that quality unit activities and procedures should
be in writing. FDA recommends that owners and contract facilities establish a written quality
agreement to describe their respective CGMP-related roles, responsibilities, and activities in
drug manufacturing. It is important to note that quality agreements cannot be used to delegate
statutory or regulatory responsibilities to comply with CGMP. The following sections describe
the Agency’s current thinking regarding the documentation of agreed-upon manufacturing
activities in a quality agreement, as well as the basic elements of a quality agreement.

T X D EWEZFNT 5 Z & T, CGMP, T 21 CFR 211.22(d)> [ SEERFI DIGE) & FIE
FEHTITIRETHD LRI TND ] ZE~DHERAEETE D, FDA 1%, Zit# & itk
N, EIELBIE BT A2 ENENO CGMP Bl O&E], ET, BL NGB ZHAT 2 EHmHICE D
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=]
u]s)

\Hﬂ%

T 1% 7E  (written quality agreement) ZFESZ 5 Z & AHELEL T 5, B WE (quality agreements) (3,

CGMP [ZHEHLS B 72O DIETE (statutory) D F 72 1ZHHI E (regulatory) DO EAT A2 ZATT 72D T

TRV EICEETDZENEETHD, LLTOEZ v a Tk, WERHECRT GRS L]
ETEEOLE, BROWE R EDEARERICET 2L ROBAEDE X ZHHT 2,

A. What Is a Quality Agreement? LB E & 13T 5 522

A quality agreement is a comprehensive written agreement between parties involved in the
contract manufacturing of drugs that defines and establishes each party’s manufacturing
activities in terms of how each will comply with CGMP. In general, the quality agreement
should clearly state which party — the owner or the contract facility or both — carries out
specific CGMP activities. It should cover activities mentioned in section 501(a)(2)(B) of the
FD&C Act and, as applicable, those in 21 CFR parts 210, 211, 600-680, 820, and 1271, as well
as all other applicable statutory or regulatory requirements. Representatives from each party’s
quality unit and other relevant stakeholders should participate actively in the drafting of quality
agreements.

fnE W E  (quality agreement) 1, [EIESHOZZFRLEICE ST 2 Y FEMOWUFEN 2 EmMICL 265K
THVY, FYEHEEFOMEREZ, ZNZEND COGMP IZED X HITHERLT 5008 W O BLEN B IESR
BILOWENLTDHHDTHD, —XIT, MEWEICIX, ZFEE (owner), S FEMERY (contract facility) . %
X2 DOWGOESL B, KrED CCMP JEE) 4 Fkid % 722 A B ZFidi T 2 B2 b 5, FD&C
5 (EmERSEERTE) O section 501(a)(2)(B) TE M SN TV AIFE), BIUORNST 554513 21
CFR part 210, 211, 600-680, 820, KU\ 1271 OiEHE), 725 WNCZEDMOFEY T 5T X TOIEE %
HN—FDUERD 5, KYFEEOMEAMMOREE . BIOZOMOBET ZFFRBRHRE L,
B E ORI SIS D LERH D,

Quality agreements should not cover general business terms and conditions such as
confidentiality, pricing or cost issues, delivery terms, or limits on liability or damages. FDA
recommends that quality agreements be separate documents, or at least severable, from
commercial contracts such as master services agreements or supply agreements. Quality
agreements may be reviewed during inspections.?

en'E B EIL, BB LREF (confidentiality) . fif&<°= A ~ DERE (pricing or cost issues) . #HihZe{E: (delivery
terms) , B ATSCHEEREE OHIBR (limits on liability or damages) 72 £, —fki07e B R A LM B /8—F R
& TiEAevy, FDA L, WEWEL ~ A F —H — B AZKIRLUAGIRKI D K 5 Zepa 22K & 13m0 E
LT, DR LB HHCE DX OICTH I LEAHERET S, MERNITEZOBRICAEIND Z
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ENnHBH A,
21 See section 704 of the FD&C Act.

3

B. Elements of a Quality Agreement /& 17 i D %35

A quality agreement describes the owner’s and the contract facility’s roles and manufacturing
activities under CGMP. A well-written quality agreement will use clear language. It will define
key manufacturing roles and responsibilities. It will establish expectations for communication,
providing key contacts for both parties. It will specify which products and/or services the owner
expects from the contract facility and who has final approval for various activities. Most quality
agreements contain the following sections:

A E I, BREE L XA O&E, BEL O CGMP IS BERENTER I NG, R E
WIS BE W E & 1X, R SEXZERT2ZLIC2 b, Zhidaa=F—va oxhd 2 W5
LT 2D THY, MMEE GUE: itk L %ithin) OFELEREZRETIbDER D,
TREE D, RIS T 280 B WERIT —bv R b SEIERIEHOREKKRE %

RET D, FEALOREREICIZ, OB va R EERTnD

dv

* Purpose/Scope— to cover the nature of the contract manufacturing services to be provided
BH)/BA®E — Ritsh2Z<5tliEO — e 2A0OWEE I A—F 5720

* Definitions — to ensure that the owner and contract facility agree on precise meaning of terms
in the quality agreement
EE — LitE LR SE R EOHFEO EREZEWRICFEET S 2 L 2 RIS 2720

* Resolution of disagreements — to explain how the parties will resolve disagreements about
product quality issues or other problems
BEROR—BOMRK — HJEEPHLGEOMEEITZOMOBBEICET 2B RO —E%
ED XD IFERA D a3 T 5,

« Manufacturing activities — to document quality unit and other activities associated with
manufacturing processes as well as control of changes to manufacturing processes
RUEEE) — RE Y 0b X CBET 2 MEM S L OEOMoiES), 2o NNCET 1 20
HEH A CENT D,

« Life cycle of, and revisions to, the quality agreement
MBWEDTA 7Y A 7NV EWET

VP FCESE, NEAZHMINTTEW, UL, BTER BBZ L THA T IAND D £,
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The owner may consider including the contract facility’s established processes and procedures
as part of the quality agreement (for example, by incorporating certain standard operating
procedures by reference). Doing so could reduce the risk of misinterpretation or error during
manufacturing. The quality agreement should explain how the contractor will report
manufacturing deviations to the owner, as well as how deviations will be investigated,
documented, and resolved in compliance with CGMP. Quality agreements should state that
manufacturing services provided by contract facilities (including laboratories) will comply with
CGMP.

ZREH L, AR O SN T r R L FIEEZ, WEHEO—HE LTEDD Z L2 RFTT 5
Lands (FlxiX, ZRRICE Y FEOEMENGERFIEZ HA0ATe 2 LI12XY), £95T5H2
T, HEF OB T —D Y AT EZRWLT ZENTE S, WEWEIR, [ZFEEE N ELE Lokt
il % ZFEFITHRET 2 H1E]. BLO ICGMP (24t> T2 i, STEb, BROMIT 5
B IZHOWTHBT 20 ERNH D, WMEWEICIL, Fithisk (7R Z25T) X - Tt 58
WEIZEHD LY —E 20 CGMP ([ZHEHLT 2 Z L A Fid T 2 B H 5

From a CGMP perspective, manufacturing activities are the most important element in a quality
agreement. The most critical pieces are quality and change control, as described in the following
sections.

CGMP O@LENG, BERENIMEREDOR O EERERZ THDH, ROE®Z a3 Tl T 5 &
(2, b EERERITINE (quality) &ZEHEF (change control) Toh 5,

1. Manufacturing Activities HETEE)

Quality agreements may document each party’s roles and manufacturing activities with a variety
of formats — charts, matrices, narratives, or a combination of these. Regardless of the format, a
quality agreement should clearly document which party is responsible for specific activities. No
party to a quality agreement may delegate any of its responsibilities to comply with CGMP
through the quality agreement or any other means. The quality agreement should cover all of the
activities for ensuring compliance with CGMP. Depending on the scope of the contract
manufacturing services to be provided, the quality agreement should indicate whether the owner
or contract facility (or both) will handle specific activities related to each of the following
topics:

WE L, SYFEEORE L, WEFRESHE2HRL LR A(Fvy— b, ~ ) v 7 X, B, £

K, FOUSHESE, WEZHEMS TR S, 3T, BTRR, RBTLTHATIARDHY £,
RDS SIS 5 o
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INHOMEAEDYE) THET DHERH L, TORRICEHDLL T, WHEIHETIX, ZORED
EENOETE %, MEICSCE T 20 ER D D, SWEBEDOMMA25YEETH-TH, WEBE
£, TOMOFEZE LT COMP [ZHEILT 2 BEARAET 5 2 LIXTE 2RV, sEHER
CGMP ~DHELERGET 2 72O DT OIEE 2 D N—FT 20N 5 5, kS b2 5eiE)—
E RO U T, BEBEL. BEEE IS (320 5) 25, KO RE v 70
FNENUCERE T DR E DR 2 EE T 500 ik, AT HRERH D

a. Quality unit activities /i/E T 15

The section of a quality agreement that addresses each party’s quality unit activities should
define in detail how the parties will work together to ensure that products are
manufactured in compliance with CGMP. Note that assigning quality control or other
activities to either the owner or contract facility in the quality agreement does not relieve
either party from compliance with applicable CGMP requirements.

B Y EE OMEE M OEENI ST D EREDE 7 va Tk, B2 CGMP [ZHEHLL
THEEND Z L 2 RIET 5 I, BEENLED LS ICH T 2D EFERICERT D LE
W%, mEEHEIIZOMOTEE 2 MERE T, ZRtE £ ITZFERR OV ozl
DUTThH, WFNOYUEF LN T 5 CGMP B~ L) BRI S 5 b Tl
ZlicEgE S,

In particular, this section of the quality agreement should be clear with respect to product
release. Contract facilities are responsible for approving or rejecting the product or results
of their manufacturing operations (e.g., test results, finished dosage forms, or in-process
materials).?? In addition, owners are responsible for approving or rejecting drugs
manufactured by the contract facility,?® including for final release. In all cases, the owner
must not introduce or deliver into interstate commerce, or cause to be introduced or
delivered into interstate commerce, any drugs that are adulterated or misbranded.?*

Fric, SWEWMEDOZ D7 va id, REHAFICE L TR T 2 8E1H 5, ZRthiiax
. BT OREERORR  (BIAE, BUBRER, &L LA, £ TRE
OWyin) %, KRECITEGTL2BENRH D 2, W, HFEHEIEL. ZEEHRIC L > TRES
AT EFE L 2 | B A& AT (final release) & 50D, AR ELITHESGT2B8ENH D B, £ TDY
FICBWTEFER L, AR E ST (adulterated) XXM FRR (misbranded) S AL7- BG4 |
INBREPHIEAE I ITAE L TiE e 69, FEAH LW ESEL 2L, LTTIRS

fcﬁl/ \ 24o
22.21 CFR 211.22(a).
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23. Section 501(a)(2)(B) of the FD&C Act; 21 CFR 211.22(a).
24. See section 301(a) of the FD&C Act.

Within its quality unit activities, a quality agreement should describe how and when the
owner and contract facility will communicate with each other, both verbally and in
writing. This includes identifying appropriate contact personnel within the owner’s and
contract facility’s organization.

o EERP OFEBI O T, AVEEIX. TREE L ZFERAR Y NEE & FEHERO W7 THAIZEE T
HHEL R ZRAT O UERD D, JiE, EREAE B L O Rt O T b 7o iE
EHNEZRFET D2 ENEEND,

Quality agreements should also cover audits, inspections, and communication of findings.
The agreement should allow owners to evaluate and audit contract facilities to ensure
CGMP compliance for specific operations. This provision should cover both routine
quality audits and for-cause audits. The agreement should also set owner and contract
facility expectations regarding FDA inspections (pre-approval, routine surveillance, and
for-cause) with consideration for the nature of the products to be manufactured and/or
services to be provided. It should include the parties’ agreed-upon provisions for
communicating inspection observations and findings, as well as relevant FDA actions and

correspondence.

B HEL, B, A%, BLORAFIHE (findings : REsM) OREICOWNTH I ANA—F &
ThbH, TOWEHETIE, FEENEFEMR ZFHE & A L, FEDOEBICEIT 5 CGMP j#
SRR TEXALIICTRETHD, ZoHEIL, EMRRMERA (routine quality audits) |
& TRKZEEE A (for-cause audits) | Dl 7% I /N—F 20BN H D, WEFHITEL, fiES
NHHE BIO/Fd Bt o — e 20 E 4B E L. FDA &% UKFEAT (pre-
approval) . EHIEA (routine surveillance) , & OVRIKIZER] (for-cause)) (ZB8 L CEiEH 36 L OERE

RICHIFT 2 2 L 2RETRETHDH, £lo, BEOBILFIA (observations : Rixzm) KT
% R HTE (findings) . BHiHEd 2 FDA OHEFE (actions) <°%[its (correspondence) ZAmz 5 7= D,
YEFOARE LTBE (parties’ agreed-upon provisions) % & H 5 X& Th 5,

%I:ll

i “findings” <> “observations” ™ HFEIL. US-FDA OAMIRXETIE, & LTFDA®
%E%E ZFDA BEENRLS 2 TCGMP E, &2 WERECEFTRZEMEOBEN LR IN
RIMED 2HIEH) OFWRTHEASND,

B, RHEGROBETHY | HEEMNTIERVIS, FDA4SI BNHINTHE, TORSE T
“observations” O HFENEAH X 4L, £ OIHN FDA 8RR (BEE) T%lﬂﬂ ST B

<, “findings” BEHINTHDLIITELLND,

DF Y, FDA483 B\ TIIE - EEE O RM TH H7-% “observations” (BIEZLHEIH) OMFE
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BHWSND, Lnl, BER (BEE) LRo7mERETIE. £ FDA OARREM & 72
DT “findings” KHAWVWHENDL bDEHER LD,

Because contract facilities often provide services to multiple owners, the quality
agreement should address when, how, and what information the contractor will report to
owners about objectionable conditions observed during inspections and audits of the
contract facility.

AR ITEROEFEE I — A Z R T 2 2 N2V o T, mEREIL, Rt OA
RSO THIER ST F L < 72U R (objectionable conditions) (22U T, 5 FE4 (contractor)
D, ZFEH (owners) (XL T, fillE, ED LI, EAREREZBRET 20OV TERS
REThD

b. Facilities and equipment Jfig% - &0

This section of a quality agreement should identify the specific site(s) where the contract
facility will perform manufacturing operations, including the address of and specific
services to be provided at each site. It should indicate which party will be validating
processes and qualifying and maintaining equipment and applicable systems relevant to
the contracted operations. These include information technology and automated control
systems, environmental monitoring and room classification, utilities, and any other
equipment and facilities that must be maintained to perform the contracted manufacturing
operations in compliance with CGMP. The agreement also should identify which party
will approve equipment validation, qualification, and maintenance activities. In addition, it
should indicate how the parties will communicate information about preventing cross-
contamination and maintaining traceability when a contract facility processes drugs for
multiple owners.

AEED Z DR 7 g TR, AL BRIE © ZORFRIE 15 KA O 2 21) 2N ROE{ESE

ZATORFEDY A b &R AR ETLOMERDH D, T, SV A FofEgT LRt
LEEDO—EANGEND, POYUFEN T B AEMIEL, L7 E5ICBhEd 55
LA RV AT LEREBIORTT 202 R THERD DS, ZbIZiE, MEREIN
(information technology) & H EhiI{HIS A 7 2 (automated control systems) |, [EfEE =4 U o 7 L%
BOWHE 7 T A), =7 4 V7 4 (A, KO [CGMP IZHEHL L 7= 32 RS & 51T
T DIDITHEFF T D BN B D Z DO L3 ] B EEND, BEZTIT. £z, K

DAY F =g WML, 3 X OMRTFES 2 KR T DU FELRET 2LERDH D

S BT, ZFEMR P EEDOEFTEE O DIZEKmZ 7' n & ZJUHES 255812, ZX{5Y:
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(cross-contamination) DBSIEE b L—V U F ¢ (F—x OMEEORR) OMEFHZET 215
. BEENEDO L IIRET DHINETRTHLEND

c. Materials management Jiff kb~ x> 2 > K

This section of a quality agreement should indicate which party will establish
specifications for components as well as which party will establish processes for auditing,
qualifying, and monitoring component suppliers. It should also identify which party will
conduct required sampling and testing in compliance with CGMP. This section of the
quality agreement should address how the parties will ensure appropriate inventory
management, including labeling, label printing, inventory reconciliation, and product
status identification (e.g., quarantine). The agreement should address how the contract
facility will prevent mix-ups and cross-contamination.

EWEDZ DT > a TR, EHODYUFEN A —F b GRIE LGB 5 R
kD OBUEEHESLT D7, FELLOHEEN AL R—% b P77 v —0AE, &
. BLOEROT 0¥ AL T D0 ERTRERDH D, £72. CCGMP (THEML L THER
YTV 7T A NEMT LR RELRET DLERH D, WHBEDZ DB v a v

TlE, YFEEVNBEURIEESFE (inventory management) % LR35 JFIEICOW T 5 M3
DD, TIUTIET AT (abeling) . 7 ~<JVEII (label printing) . TEJHEFA%E (inventory
reconciliation) . $5 D R T A Z X DRI (product status identification) (71 2 IZFREE (quarantine) 7
L) BNEEND, BHEF T, ZFts NI EXCHAG YR E E O X 5Pk T 57
WCERTHLERD D

FDA does not expect the agreement to contain a complete description of the supply chain
for each component. However, the agreement should define responsibility for physical
control of materials at different points in the manufacturing process. For example, the
quality agreement should cover responsibilities for proper conditions for storing and
transporting or shipping materials. It should define each party’s roles in storage and
transport — whether from the contract facility back to the owner or to another contract
facility for further operations. This includes defining activities for monitoring or validating
shipping conditions as appropriate.

FDA &, WEFICHKA = R —x b GG EAIEMED OV T 74 F == D5EER
BN EEND ZL2HHFL TR, LALRR b, 2L, BEETIE, "RiETntx
D& 72 RERTOFAEL (materials) DYEERYE R (physical control) D AT 2 BIFEIZE D 5 B
ND, Bz, SWEHEIL, JFME (materials) DFRE R KX OMREIE (storing and transporting) =
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721%. AR (shipping) D7 DL 7SI T D2 FA LA I AN—FT DR ERH H, RE L
‘iz HELBEFEORRNEZERTHAMENH Y £, ZHUT, Zithsk) bEEHITRED
. B H1EHE (operations) D72 DIZHIDZKINER IR 2 0MIEHRR AT HORERH DH, =
MU, BENDIE U TSR R E 7 IIREET 2 72D DIFBI O ERNE D,

d. Product-specific considerations  [ii47 72 B/~ & 1A

A comprehensive quality agreement may address specific considerations related to
individual products. The owner and contract facility might opt to include this information
in an appendix, or directly in the body of the quality agreement. In either case, if included,

this section of the quality agreement should include the parties’ expectations of each other

regarding:
R B E T, A ORI EE S D RE DB RIS, MADLERGERH D
LRt LathiaklE. ZOFHREMBEOHICEZD 50, MEWMEEOARICE#EZ DL Z

EEBRIRTDUEDRRETLHEN DD, DVTHUOHRRICEBNTH, ZAXEENRDLDTH
WE MEBED Z D7 va i, BTSN S FEHO, YHEEROM A%
BOLUEND D,

* Product/component specifications %5/ = o 7R —x > b (WLJ5Rlcsy) OB

» Defined manufacturing operations, including batch numbering processes
TINTEHEEEFIE, BNy TFEEHTOT oA 25T,

* Responsibilities for expiration/retest dating, storage and shipment, and lot disposition
BNHIR, VT A b (retest) D AfF, RE & MM, KOe v FOBERIZET 5 BT

* Responsibilities for process validation, including design, qualification, and ongoing
verification and monitoring
TR - NYF =g VOEME, ZHUTIE, iXE BEASTEREM, MRRAUERR. B LU
=27 (B »EaEnD

Provisions to allow owner personnel access to the contract facility when appropriate
U T LAl T, ZRtEMOBENZFEHRIZT 7 BEATEL LT L7200
HE DZIH

The quality agreement also should indicate how owners will transfer knowledge, such as

WP USRS E WERZEM S TIS Y, SR, LT8R, RBTLTHATIARDHY £,
RDS SIS 5 o
AT, RXEZFHENLBEOSEELETITIRG L TERBY £7 ~=Pharma Solutions Co., Ltd.
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product and process development information, to contract facilities to ensure a drug can be
manufactured in compliance with CGMP, and conversely how contract facilities should
share with owners product quality information gained throughout the product life cycle.
This applies to knowledge about all drugs, including drugs subject to an approved
application (e.g., new drug application) and nonprescription drug products marketed under

an over-the-counter drug monograph.

FEEBEIX, FiEEMHI A, BB IO e ARBEHROL I BT LYY
(knowledge : REBM) &, ZFEMIAIC ED L D ITBIET 20 &R R&Th D, Zhid, 72
E OB EZAMRIASET H 2 LT, CGMP I[CHEML L CTEIRGL 2 REC& 5 2 & 21T
L2 TH D, FALEITHIT, ZEITHITZFEMRIL, YR OT A T A 7V Zwm T
THEbLNT, ZREBAEORWEIZED H1EHEZFEE LA (share) 776 Th D, Th
FETOEERZOVTOT Ly VIZHLTHEASND D THD, ZIUTITARBHHEEZX
D EES (B HrEmEE) . M OY over-the-counter drug monograph @ F CHiflL S 412 FEML 52
3£ (nonprescription drug products : RiE Wb 5 OTC ) 233 £ 5D,

BRE . 22T “knowledge” 1Z, ICHQIO I ET 2METH L, TOMEEZENT LR LIE, D
FIFICE LT, ERan, AL OHER, £ L TEBMZRBRMNEI SN, KR bESh
T-HFRORIK] ZEWR LTV D,

Owners that hold an approved drug application should be aware of application and
approval requirements that could affect manufacturing activities. Both parties to a quality
agreement should share relevant information to ensure compliance with CGMP and other
applicable requirements of the FD&C Act.

FRRFE D ERHFE R L QWA REA L, WEEEIC B L 52 HReto dH 2 HiE
EAGROBEMZFH L T MLERNDH D, WEBHEDOH L EHEIL, CGMP BLOZ oo
FD&C 1ED B ~DOWERZ TR/ H D LT 572010, BEGFHRE2 LG T L5 Th D,

e. Laboratory controls 7R DEH

The owner and contract facility should both have access to adequate laboratory facilities
for testing of their drugs. A quality agreement will help each party meet this need by
defining roles and responsibilities for laboratory controls. We recommend the following

elements:
Tt L ithuatld, LI FDEENLORBRO - DI @ Y 72 ek izt L TT7 7 & &

V3 RS E ST AR ZERIN T ISV, fRE, BT8R, MBELTH A T IARHY £7,
R, R DB E F TITIRE UESH i
RROCIE. Tt EN DR EFTICHMFLTEY F ~=Pharma Solutions Co., Ltd.
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(access : FRVE_“FUHFREL T2” FTOEKEES)M? ) ZAHTEIVLENH L, WMEHTIL.
Z REFL (laboratory controls) (2R 2% E| & HF% EFE (defining roles and responsibilities for
laboratory controls) 9% = & Y EEN OB AT OEITA LD THD

Forx iz, UTOEZEZHES D,

* Procedures delineating controls over sampling and testing samples
Yo7V 7 RO T ORBRIZE T 5 EE LA AR L2 FIEE

« Protocols and procedures for communicating all laboratory test results conducted by
contract facilities to the owner for evaluation and consideration in final product
disposition decisions
B AEBLEL DO FEFEPLTE  (disposition decisions) (Z331F DRl & BIE D7D, ZFEhEslc L - T
SN TN TOERERBRG R 2 A& URET D 120D FIE & FE,

* Procedures to verify that both owner and contract facilities accurately transfer
development, qualification, and validation methods when an owner uses a contract
facility for laboratory testing
ZREE DN T R R 2 256, ZRth & Rthiax 07 75 %

(development) . JEFSERFM (qualification) . 38 L UVNU 7 —3 3 7 (validation) D J575% IEREIC
BHRT 5 Z & & filEid (verify) T 572D FNE

Routine auditing procedures to ensure that a contract facility’s laboratory equipment is
qualified, calibrated, and maintained in a controlled state in accordance with CGMP
ZREHERR 00 7 R D FEEREEE S COGMP 121> Tl CTh 0 . RIESh, BB S L7 RRBITHE
FFINTND Z & Z2RAET D720 DO EMIR 72 B A FIE

Designation of responsibility for investigating deviations, discrepancies, failures, out-of-
specification results?® and out-of-trend results in the laboratory, and for sharing reports of
such investigations

2B T DI (deviations) ., A~—EL (discrepancies) . ~EA (failures) , BIFSFMiE S (out-of-
specification results) 2, M OVEALAHEAIAE SR (out-of-trend results) DAL (investigating) . I NI % D
B EFOLA DD DEAEDOFIE,

25 Refer to the guidance for industry Investigating Out-of Specification (OOS) Test Results

for Pharmaceutical Production.

WP RTEEDS &, AR ZBM SN T TFI W, FRE, BTREER, BRBE L TH A T IARH D £7,
=05 ST URE N : ~
RCE, R EFHENDIEOSEETICRMALTEY £7 ~=Pharma Solutions Co., Ltd.
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f. Documentation =/l

The quality agreement should define expectations between the contract facility and the
owner to review and approve documents. It also should describe how changes may be
made to standard operating procedures, manufacturing records, specifications, laboratory
records, validation documentation, investigation records, annual reports, and other
documents related to products or services provided by the contract facility. The quality
agreement should also define owners’ and contract facilities’ roles in making and
maintaining original documents or true copies in accordance with CGMP. It should
explain how those records will be made readily available for inspection.

B E ClE. Stk & Bitd O CCEZ MR (review) L THAGE (approve) 35 Z & 21
R0 L 2T RETH D, Fo, Zrblix 2 RE 2 W5 72 13— v 2 IZEES
D EEAEERETNE (standard operating procedures) . HeiEFC&k (manufacturing records) . B
(specifications) , 7 7N CTOFLEK (laboratory records), NV 7 —3 = > 3(# (validation documentation) |
FHASFLEE (investigation records) . VR EHREE (annual reports) . X ONZE DD LEE, ED L HIZ
B 5D 5L (how changes may be made to) (2 DOV T Half T 2L E R H 5

B E CTld. CGMP [ZHE-> Titk D LE (original documents) 721X E.D 2 E*— (true copies)

ZAERE L OHERFT 2 B0, ZtE B L OREhix DO EHN O EXRT DL ERH H, THLHD
LR, LTFIC L TEROTEOIZESGIHATE 2 X 02T 200G EEHAT 2 LER &
o

The quality agreement also should indicate that electronic records will be stored in
accordance with CGMP and will be immediately retrievable during the required record-
keeping time frames established in applicable regulations.

F7-. WEWEICIE, BETFCEE (electronic records) 73 CGMP IZif» TIRTES L, wHIND
I TE S LT Resk R IR I, EHIZHEY HE 25 (beimmediately retrievable) & & H7R &
NWTWDENS D,

2. Change Control Associated With Manufacturing Activities HLi& )5 &) |21} 5 28 5 B

Either an owner or a contract facility may initiate changes to processes, equipment, test
methods, specifications, and other contractual requirements. Both parties should discuss changes

and address them in the quality agreement. There are some changes that owners should review

VP FCESE, NEAZHMINTTEW, UL, BTER BBZ L THA T IAND D £,
=05 ST URE N : ~
RCE, R EFHENDIEOSEETICRMALTEY £7 ~=Pharma Solutions Co., Ltd.
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and approve before they are implemented and other changes contractors may implement without
notifying the owner. How all changes are managed should be outlined in the agreement,
including allocation of responsibilities for conducting validation activities as needed before
implementing changes. Additionally, both parties should be aware of those changes that need to
be submitted to FDA in a supplement or annual report. The owner and contract facility should
carefully consider and agree on the types of changes to report to each other and to FDA and the
need for approval from each party’s quality unit and FDA, as applicable. The quality agreement
should address expectations for reporting and approving changes to the following:

LREE LT FE R O n, Tt A BeR WBRTE. Bk, B LU OO EED
EHZFRABTEED, MHFE (both parties) [TEHLIZHOWTEE LAV, dEHHE TEISITKHLS
HVEEND D, Fet#H (owners) NWIEEFNIHER L CURKRTILEDOH HEEL, TOMOET (%
FEEENEREE BT IS TE D) hD, ETCOEEZ LD L) ITERT LI hAE, KT
T 20 ER D DH, THICE, BEEERT DA, HEILCTANY 7= a 5B & FEhad
LIDDELEOENY U TEED, TRXTOEEZLEOLHIZERT L2025, SOICWYFE

(both parties) 1%, B4l (supplement) F7-IXFIHEE (annual report) T FDA IZHEHT 2N &
BHEIZOWVWTHR#H L TR LERHD GRIE: FETEEL—APRRDOT, EEIIEESLETH
%), ZitH L Zithiakid, MAICHET2EFOMIE L, FDA ICHET2EFOMEE, BL U
BT DL AR Y EEOMETM E FDA 7O OEGEOLEICOWTEEIZRF L, 8B T 4%
D, SWEWHETIE, WOEEO@RE L AR 2 I I LT 2 MR & 5,

» Components and/or their suppliers 4.5k SOV EZIE OV 7T 4 F—

» Establishment locations =+ /e Hn

» Manufacturing processes #iti~ 7+ =

* Products or product types that use the same production line, equipment train, or facility
W CAEPET A >, Basdll, Eloldfsg oS 28 E o3 lan s 17

» Testing procedures i T2l

* Major manufacturing equipment = 2 7¢ fLE E
* Shipping methods % /7%

* Lot numbering scheme = v ~ &5 O 55
« Container closure systems 7218 A7 A

» Tamper evidence features & & AR IE#ERE

* Product distribution %5 O AR

WP RTEEDS &, AR ZBM SN T TFI W, FRE, BTREER, BRBE L TH A T IARH D £7,
=05 ST URE N : ~
RCE, R EFHENDIEOSEETICRMALTEY £7 ~=Pharma Solutions Co., Ltd.
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Various unexpected events, such as manufacturing deviations, complaints, product recalls,
adverse event reports, master label changes, field alert reports, and biological product deviation
reports, may necessitate changes to processes and procedures. Process improvement projects,
process capability analyses, and trending reports may also necessitate changes to processes and
procedures. The quality agreement should include the owner’s and contract facility’s
expectations for reporting and communication in case of unexpected events and related changes.

B O (manufacturing deviations) . w51 (complaints) . HL5[EI0Y (product recalls) . A & H G HsE

(adverse event reports) , ¥ A X — T UL DZEH  (master label changes) ., 7 4 —/L K 7 Z— M E (field
alert reports) . ARG O MR (biological product deviation reports) 78 &L A& 72 T L7 H Sk
FIZEHoT, Yo ARLTHDOZE L (changes) MBI DG ENHH, TREAWE 0y =V
I~ (process improvement projects) . =" & & AHEJJ/7HT (process capability analyses) . F3 JX UM L AR — K

(trending reports) &, Y RERA L FIHOERZME LTG0 H 5, MEWHE (quality agreement) |2
X, THIROQHRECEET IEENRE LG AORE LI a = —va VT oEEE &
XRthia DF 2 3 5D 5

V. ILLUSTRATIVE SCENARIOS {37117 > U 74

The following hypothetical scenarios illustrate common problems in contract manufacturing
arrangements and depict ways in which both owners and contract facilities can affect product
quality. These scenarios also demonstrate FDA’s current thinking regarding potential ways to
resolve problems. The examples provided are not intended to encompass all drug manufacturing
problems related to arrangements between owners and contract facilities. Rather, they provide
industry and other stakeholders with patterns FDA investigators frequently encounter and
analyses of the facts within these patterns.

LT ORZED T F ) Ak, LRt - ZitfESKIC LM 7e R Z R L, ZREE & ZRthiER O
mED, WEOMEZEEL HX HA[eErH L5 7EELZRLTWD, ZhbDyF U Aid, MEx
FRDT D T2 D DIFAER 72 HIEIZBET 5 FDA OBEDEZ HFHm L TnD, fftIn T2 4601

ZeitHE L 2R ORI OB PROIZEHE T 5T X CoOERELEOMELMET -2 2 L2 BM L
HLOTIER, T LA, ERLZOMOFIFEREREIZ, FDA OFEENHEIZER T 54—
L INHDORE = NOFEEDO G ZRMET 5,

A. Owners and Contract Facilities Are Both Responsible for CGMP

VP FCESE, NEAZHMINTTEW, UL, BTER BBZ L THA T IAND D £,
=05 ST URE N : ~
RCE, R EFHENDIEOSEETICRMALTEY £7 ~=Pharma Solutions Co., Ltd.
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FitE L Z R OmEN. CGMP IZXt L TEELZA D

Case 1: Facilities and Equipment Maintenance and Upkeep at Contract Facility
SREMERX T, ffiak 3 L O OMEFR B

An FDA inspection of a contract facility that manufactures an injectable drug product for
an owner reveals significant objectionable conditions at the contract facility. Most of the
objectionable conditions relate to deficient maintenance of facilities and equipment used
to manufacture the injectable drug product. Equipment is broken. Pipes are tarnished, and
seals are leaking. In addition, the facility design does not adequately prevent
contamination. A quality agreement between the contract facility and the owner states that
the owner is responsible for upgrades and maintenance of the facilities and equipment
used to manufacture the owner’s product. The owner has failed to provide upgrades and
perform maintenance, and the contract facility continues to manufacture the product under
non-CGMP conditions with risk of contamination.

ZEREE DT OIS FHESE L & 3 2 2 5Eiak O FDA &43%. T OZ5thiak CHAZR
“fif £ L < 72V VIRHEE (objectionable conditions)” 12& 5 Z & A SIZ LIz, £ L RV REED
F A LR, EHAIORLEICHE N S D8RR L OHRR O AR+ A T U AR LT
W5, BERITHEEL TS, S TIFIERLTEY, /b (seals) (TN TS,
(2, MERR DRREHE, R EUNCRIIET 56 D Lo TRV, Stk & ZRtH ORI O
BpE Cid, ZitE L, ZEF O/ A RIET 570 H S D ik L HER 0T v T UL
—RERAVTFURCELEAT D RO TS, FFEHILT v 77 L— ROfRfk & X
YT T ADERIIHRILL . ZEEMEIZIEGD ) A7 29 3E CGMP SfF T TR 2 Sl
LT T b,

Case 2: Documenting Steps in the Manufacturing Process
RE7T v ADFIEE CE T D

A contract facility is manufacturing a prescription drug product for an owner. FDA has
approved an application from the owner for this drug. On inspection, FDA observes that
the contract facility’s batch records do not accurately reflect the actual manufacturing
process because the batch records do not document the addition of reclaimed powder.
Despite the fact that the batch records are inaccurate and are therefore not compliant with
CGMP, the contract facility claims that its batch records comply with expectations set out

K, FOUSHESE, WEZHEMS TR S, 3T, BTRR, RBTLTHATIARDHY £,
RDS SIS 5 o
AT, RXEZFHENLBEOSEELETITIRG L TERBY £7 ~=Pharma Solutions Co., Ltd.
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in the quality agreement with the owner.

B D FhER . A T2 DI BT HE (prescription drug product) % fi&E LTV 5, FDA I3,
ZDOIDEFEE (owner) MHOHFEZEKB L T DH, BEDFEIZ FDA 1%, £ DOZFEMiER D/
v FREDS . FEERORE T v A 2 EREICBE L TV L 2R L, LoDl £
DI FEREEENFABER (reclaimed powder) DIBMA S L TV TH D, Ny F
FLEENARIEFETHY . L7zAi > T COMP I[ZHEILL THW RN E WS HEIZ LN D LT,
WIS REMERRIL, T DO/ FREENEFEH &L OMEHE TRE SN HIFHCHEILL T D
EFEL TN,

In the cases described above, the owners and contract facilities appear to be in violation
of CGMP. A quality agreement cannot exempt owners or contract facilities from
statutory or regulatory responsibilities to comply with applicable CGMP, regardless of
whether the quality agreement specifically discusses those CGMP requirements. In case
1, the contract facility violates CGMP requirements by continuing to manufacture on
outdated or poorly designed equipment, even though the quality agreement says that the
owner is responsible for maintenance and upkeep of the equipment. In case 2, the
contract facility violates CGMP by using a batch record that does not accurately reflect
the manufacturing process, even though the batch record is consistent with what was set
out in the quality agreement.

FREOFEHITIL, FEE EZRtERIE. CGMP ([OER L TWAH Z EIIHATH D, mEl
ElE, A, CGMP ZF % BIFEICH U TV 22 Bb 597, Ml S 2 CGMP (i
BIEDL LWV IIEE LEITHH EOBMEN D TEEE M OEZFtR 2 bR T 5 2 & 25
LTV, F 1 Tl Zithisrid, ZitE 0 s ORTF LHEROBEEZ A D L E T
EICFEH SN TWAICH )b B3, BRI F IR E AR+ 70858 (outdated or poorly
designed equipment) THLIEZ KT 2 Z L2k W, CGMP ERTEK LTV 5, FfHl2 Tl
ANy FREEPRERE TRESNTL DL —HLTWTH, WET 7R % EMEIC R
LTV RNy FRlfE 2N L T D 0T, ZEthisld CGMP ([TEX LTV D,

At the same time, the owner remains responsible for ensuring its products are made in
compliance with CGMP even when a quality agreement assigns a particular
manufacturing activity to the contract facility. After finding problems at a contract
facility, such as the ones described in the cases above, FDA might determine that it is
appropriate to inspect the owner. The owner could also be in violation of CGMP related
to its failure to oversee the contract facility’s manufacturing activities.

V3 RS E ST AR ZERIN T ISV, fRE, BT8R, MBELTH A T IARHY £7,
R, R OB E F TITIRE UESH i
RROCIE. Tt EN DR EFTICHMFLTEY F ~=Pharma Solutions Co., Ltd.
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[FIREIZ, ZREE X, WWEBHEIC X > TREDILEIFEI N Z LR ICEH D Y TTWHHAT

. BLEAY CGMP ZESF L CHIEE L T\ D 2 L 2 RGET 2 BT A A>TV 5, EitoHf]

THH SN TWD &9 2Rt CHRA L72%, FDA IILFtE AR T 52 LN
UICh s LT 25680305, FitFlX, ZithisxOREFHZEE L T\ inZ L
BE L CH, CGMP [ZEKX L TCWAAREEL HDHTEA I,

B. CGMPs Apply to all Contract Facilities, Including Analytical Testing Laboratories
CGMP &, HrilR 7 RZG@ie, TN TOZFEMRICHEM S5,

Case 3: Unreliable Data in Laboratory Records and Test Results
T ROFEEk & RBFER OB TE VT —4

In this scenario, an owner contracts with a facility for analytical testing services. The
contract facility repeatedly reports passing results in its CGMP records when actual
analyses indicated failures. The contract facility also fails to report accurate results to the
owner, who is the finished drug product manufacturer. When FDA inspects the owner, it
finds that despite having a written procedure requiring a site audit of contract facilities

every 2 years, the owner has not audited the analytical testing facility.

ZOTFVATIH, ZRtEDN, SR sth— v 2 0kEgk L 2 LT\ D, 2 DO%5thEax
1L, FEBEOGHT TARER (failures) RSN HA, £ D CGMP FLEKICHERNEK THH & D
WEZ# IR LEE L TVD, TOXRMR GRE : RBROZFETR) (X, B EHEKS (finished
drug product) DRLESEE TH HEKFEE (owner) 1T, ERERMERZWMET 5 2 E 0 HE TR0,
FDA NZFEEZHLE LI L 2 A, 2FEMICEFCHR DOV A MER Gsiteaudit) &2 KT 5 FIE
ERHDICHE 0D L T, REENTOGHFRBRZ IR ZEA L TN Enbhs T

%!

o

Case 4: Contracted Analytical Testing Laboratory and Method Validation
SZREOHTRBR T A EA Yy K R TF—v g

An owner contracts with a facility to perform stability testing and other analyses of its
newly approved drug. FDA approval and a quality agreement with the owner require the
drug to be manufactured using these processes, which are described in the owner’s new
drug application (NDA). The contract facility uses an analytical method contained in the

NDA but gets several out-of-specification results. Also, the facility’s duplicate sample

K, FOUSHESE, WEZHEMS TR S, 3T, BTRR, RBTLTHATIARDHY £,
RDS SIS 5 o
AT, RXEZFHENLBEOSEELETITIRG L TERBY £7 ~=Pharma Solutions Co., Ltd.
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analyses occasionally point to possible unacceptable variations in drug concentration.
The facility investigates the varying results and concludes that the failures are related to
the sample preparation techniques but does not clearly identify the problem. Despite this,
the contract facility continues to use the noncompliant method to test the product. When
FDA inspects the contract facility, it finds that the facility failed to fully investigate the
problems and implement corrective actions. The contract facility claims that because it
used the owner’s analytical method as specified in the product application, it is not
responsible for investigating and implementing corrections related to it.

ZREHE I, BT IKER S VT EH L O 22 ENERRER S0 € DAt D 43T 2 i 4 % 72 12 FeRthiti
wEBMLET, FDAITZENEZAGR L., BitHE L DOMEWE (quality agreement) Tlk, it
FOHIERGFEE  (new drug application : NDA) IZFtdi SN TWA I b7 A &FH L
TEEGLZEET LN D D, Zithiaxid, NDA I[ZE N0 TEZ T 52, %
DINDOHESDOFER (out-of-specification) 23F HAVT-, F7o. Hekhisk OKAE DY > 7 VoM

(facility’s duplicate sample analyses) (&, FEWJEE DR TE 72UV (unacceptable variations) ¢ A]
REMEZ 4T 2560 5, UL rtia Ik~ 2R Rz iiA L. £ DRI (failures) |3
YINORET 7 =y 7 ITBEE LTV D LTI 728, 2o GRIE « BRI RIER
Z FAREIZHEE L TRV (does not clearly identify the problem), AU &30 59, Zitlitiak
1, B OREREZ T2 DI, EAITHERLL TV 5 (noncompliant method) % FH L#e i
7z, FDA DERthisx 2 &%3 9 5 & Uik 52 ORI Z +0CiiaEE . £ L TRER
EZH L TOWRWIZ EBRH LMo Tz, Zathiakid, T ORE~O@EH THE ST
TeEZFEBEOOMITEZER Lo THY . ZHICEET AR LR IEDFERMIZ OV T
BEEADRWEERELTND,

In both of the cases above, FDA might conclude that the contract facilities are
responsible for violating CGMP applicable to the laboratory activities they perform. FDA
could also conclude that the owners are responsible for CGMP violations. Analytical
testing laboratories are responsible for operating in compliance with CGMP regardless of
quality agreements they may have with owners. They must employ adequate controls to
ensure that data and test results are reliable and maintained in accordance with CGMP
requirements. It is the owner’s responsibility to review this information from the contract
facility to decide whether to approve or reject product for release and distribution.?®

FREOFEFOMANIZIBNT S, FDA 1X, Zathisk 23 FEfid 5 7 ASIEEICEH S
CGMP |LER T D2 E TN B D LfEamftiT 2 etk d %, FDA 1XF72, ZRt#H )Y CGMP
ERICEEDR B D EffmfT T 2 rlgetE S 5, 9H77 A (Analytical testing laboratories) 1, 2%

V3 RS E ST AR ZERIN T ISV, fRE, BT8R, MBELTH A T IARHY £7,
RO, 0% DB E E TICHRE UESH .
RROCIE. Tt EN DR FTICHRMALTRY £ ~=Pharma Solutions Co., Ltd.
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FEE L OSVEWHIE (quality agreements) (ZB8F%72 <. CGMP IZHEL L CiEE 35 Z L IZET%A
BoTWNWD, b, 7—# LHRBERMNEETE T, CCGMP EEIZE > THEFF S D 2
EERAET D701, WU EER AR L2 e e, MR D O Z OEHRE
R L C, AL O HINT (release) & Pl (distribution) Z7&KFRT 20, HET HMERETHD
%, ZREEORMETH D %,

26 See, for example, 88 211.22(a), 211.68, 211.180, 211.188, and 211.194(a).

No matter who tests the products, the owners’ quality units are ultimately responsible for
ensuring that the products are manufactured in accordance with CGMP. A quality
agreement does not change that. FDA could cite the owners in cases 3 and 4 further for

failing to evaluate, qualify, audit, and monitor their contract facilities.

HEARRORBREITIICLTH, BED COMP 2t » TRES N T WD Z & 2 Ml T D5
FERYTEAT: (ultimately responsible) (X, ZEFEFH D MEERFT (owners’ quality units) (Zd> 5, ShE B E
MENEEZ DO TRV, FDA X, £ o OZ s O N, #igrE, BE, BEfi
Bolel LT, F—A3BIP4DEFLELSIDITERT LI HHVED,

C. Owners and Contract Facilities Perform Change Control Activities
LRt & Rtiax 2N R FEE 2 FE kT 5

Case 5: Approving or Rejecting Changes That Affect Product Quality and CGMP
Compliance #LDEE & COGMP ¥EHLIZ 2 52 5 A OAGR L2 I1TAET

A contract facility informed the owner about obvious powder segregation issues. The
contract facility had attempted to correct the problem by making changes to the equipment,
but then determined that the issues could not be fixed without process redesign and
component changes. Under their quality agreement, the contract facility could not
implement these changes without the owner’s approval. The owner refused to approve the
recommended changes, so the contract facility continued manufacturing the product using
the flawed process and is therefore not compliant with CGMP.

Zathiink L, B O 2 e IR Bt ORIEIC DWW TERFEE 1@ Lo, Zithiagid, £ OERIcE
Bazzl & CHEMEARIELEL D L L, TR A0FERG L a3 R—1 FOER
ITHOZEH L0 E | MEEZZIETERWEHE Lo, WERHE (quality agreement) O KT
I, ZREERIIRFEE ORRER DL Z L2 LIZ, TNOOERZE/MTHZ LT TE o
oo ZAEHIIHER SNTEFEORKREIEE Loz, Zathiskl3 XD &5 7 mt A (flawed
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Case 5 illustrates the responsibilities of both owners and contract facilities when change
control issues are in question. Owners may be reluctant to approve changes recommended
by contract facilities, even if changes are necessary to continue manufacturing the drug in
compliance with CGMP.
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VI. RECOMMENDATIONS  #ig=1g

Owners and contract facilities can draw on quality management principles to carry out the
complicated process of contract drug manufacturing by defining, establishing, and documenting
their activities in drug manufacturing operations, including processing, packing, holding,
labeling operations, testing, and quality control operations. Accordingly, FDA recommends that
owners and contract facilities implement written quality agreements as tools to delineate
manufacturing activities for ensuring compliance with CGMP.

ZFEH (owners) & S2FEHERX (contract facilities) (. [PEFEAHELESEH OTRE)Z HIE L (defining) . fENL L
(establishing) . & L CXE(LT 5 (documenting) = & T, EFEZRtDEIENHLE (contract drug
manufacturing) Z1T 9 72O DEE~Y XY A Y NOJFRHIZE X724 Z L3 FgE L 705, ZHucix, fhE
7'u -t AALEE (processing) . tEE, PRE. T XLFIR (labeling operations) . #ABRZE L CAREEEL (quality
control) DYEZ (operations) 233 £ 5, L7=28-> T, FDA (%, Fit#E L Z itk 7y, CGMP ~®
YL 2 el 5 72 0 ORUEIRE AT 572000y — L & LT, BEIC XL WEMELERT 5 2
EERHELEL TV D,
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