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Subpart A——General Provisions

21CFR§ 211 &3

Sec. 211.1 Scope (2 FH &2 pH)

(a) The regulations in this part contain
the minimum current good
manufacturing practice for
preparation of drug products
(excluding positron emission
tomography drugs) for administration
to humans or animals.

(b) The current good manufacturing
practice regulations in this chapter
as they pertain to drug products; in
parts 600 through 680 of this chapter,
as they pertain to drugs that are also
biological products for human use;
and in part 1271 of this chapter, as
they are applicable to drugs that are
also human cells, tissues, and
cellular and tissue—based products
(HCT/Ps) and that are drugs (subject
to review under an application
submitted under section 505 of the act
or under a biological product license
application under section 351 of the
Public Health Service Act);
supplement and do not supersede the
regulations in this part unless the
regulations explicitly provide
otherwise. In the event of a conflict
between applicable regulations in
this part and in other parts of this
chapter, or in parts 600 through 680
of this chapter, or in part 1271 of

this chapter, the regulation

Page 9 of/ 83 pages I_ife S(,ielltia
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21CFR § 211 3L
specifically applicable to the drug
product in question shall supersede

the more general.

(¢c) Pending consideration of a proposed

exemption, published in the Federal
Register of September 29, 1978, the
requirements in this part shall not be
enforced for OTC drug products if the
products and all their ingredients
are ordinarily marketed and consumed
as human foods, and which products may
also fall within the legal definition
of drugs by virtue of their intended
use. Therefore, until further notice
regulations under part 110 of this
chapter, and where applicable, parts
113 to 129 of this chapter, shall be
applied in determining whether these
OTC drug products that are also foods
are manufactured, processed, packed
or held under current good

manufacturing practice.

[Revised as of April 1, 2014]
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Sec.

211.3 Definitions (EF%)

The definitions set forth in 210.3 of this chapter apply in this part.
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Subpart B—Organization and Personnel — (FH#k L HkE)

Sec.

21CFR§ 211 &3

(a) There shall be a quality control unit

that shall have the responsibility
and authority to approve or reject all
components, drug containers,
closures, in—process materials
packaging material, labeling, and
drug products, and the authority to
review production records to assure
that no errors have occurred or, if
errors have occurred, that they have
been fully investigated. The quality
control unit shall be responsible for
approving or rejecting drug products
manufactured, processed, packed, or
held under contract by another

company.

(b) Adequate laboratory facilities for

the testing and approval (or
rejection) of components, drug
product containers, closures,
packaging materials, in—process
materials, and drug products shall be
available to the quality control

unit.

(¢c) The quality control unit shall have

P

the responsibility for approving or
rejecting all procedures or
specifications impacting on the

identity, strength, quality, and

21CFR§ 211 Fn3C i FHE A A
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21CFR§ 211 3&3C
purity of the drug product.
(d) The responsibilities and procedures
applicable to the quality control
unit shall be in writing; such written

procedures shall be followed.

Sec.

(a) Each person engaged in the
manufacture, processing, packing, or
holding of a drug product shall have
education, training, and experience
or any combination thereof, to enable
that person to perform the assigned
functions. Training shall be in the
particular operations that the
employee performs and in current good
manufacturing practice (including
the current good manufacturing
practice regulations in this chapter
and written procedures required by
these regulations) as they relate to
the employee’ s functions. Training in
current good manufacturing practice
shall be conducted by qualified
individuals on a continuing basis and
with sufficient frequency to assure
that employees remain familiar with

CGMP requirements applicable to them.

(b) Each person responsible for
supervising the manufacture,
processing, packing, or holding of a
drug product shall have the
education, training, and experience
or any combination thereof, to

perform assigned functions in such a
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21CFR§ 211 &3
manner as to provide assurance that
the drug product has the safety,
identity, strength, quality, and
purity that it purports or is

represented to possess

(¢c) There shall be an adequate number of

Sec.

qualified personnel to perform and
supervise the manufacture,
processing, packing, or holding of

each drug product

(a) Personnel engaged in the

manufacture, processing, packing, or
holding of a drug product shall wear
clean clothing appropriate for the
duties they perform. Protective
apparel, such as head, face, hand, and
arm coverings, shall be worn as

necessary to protect drug products

from contamination.

(b) Personnel shall practice good

sanitation and health habits.

(¢) Only personnel authorized by

supervisory personnel shall enter
those areas of the buildings and
facilities designated as

limited—-access areas.

(d) Any person shown at any time (either

—
HIrE X OMTEN LTRSS

by medical examination or supervisory
observation) to have an apparent
illness or open lesions that may
adversely affect the safety or

quality of drug products shall be

IR RS I A XA TR ET,
XoTTFaW,

211. 28 Personnel responsibilities.

Page 13 of/ 83 pages

21CFR § 211  Fn3¢
D, HDLWVEFARAL TS &
FORINTWDHREN, KHE.
i, B KON 2 i 2. C
WD EMRRETE D KD 0
ETITH 2L,
(c) AEREDHELELGHOMHER
RS T LT BE, N, mdk
FIREELIATL, T LTHE
BT 5720, mkstED T S 4
TV HEDEG R NEAEAE L T
W5 Z k&

(B D ET)

(a) REEDER
MO, T, AdEE
IREICEFT HIEIX. 20
1T 9 NEHBITHE U IRIER IR K
REBERTDHZ L, BHEZD N—,
Blfi~ A7, PR L O A
—7 EORERT, EELETE
PN T 57201,
ISCTENTHZ L,
(b) RIFLBIEDRERE
Bk E L, e X ORI O4F
FLWEEBEL KT L,
(o) FAIERITT-BEDAHDAE
T 72 ARHIRB STV DIEE
Xk L THRESILTWHEY
B RO OKIIZIT, BEH
DEREARTIEB DL L H
ADHZ L,
(EREFOHEFEDEL
3G DM D UMTAE IS
%2 Vo VIR SY S IP WA AN
B 5272 BRR0, BV 25 1
(open lesions) Z¥i> (Zh
TR B B\ TR O

AT A FiT ETORZICHEER A,
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excluded from direct contact with
components, drug product containers
closures, in—process materials, and
drug products until the condition is
corrected or determined by competent
medical personnel not to jeopardize
the safety or quality of drug
products. All personnel shall be
instructed to report to supervisory
personnel any health conditions that
may have an adverse effect on drug

products.
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7 LI X2 BEE, W
72 256 ThH, Bk EHER
Aew, PAZER. PRGBS IO
AT ER AN SR
Lo UL, EOIERDN R
D, ETITEROH D EHRM
BEIZIVEELROLZ LT
B fER A 5 2 720 EHE
INDHE TGS D2 &,
TRCOMEIL, EERLICHE
UL 2V E B 2 B )b AT
RN, W DREREIREEA b |
BEEEICRET DL 2RI
TNbHZ L,

Sec. 211.34 Consultants. (PR

Consultants advising on the manufacture,

S ORLE . T, BEFEIE

processing, packing, or holding of drug HREICBIE25x5a % x

products shall have sufficient
education, training, and experience, or
any combination thereof, to advise on the

subject for which they are retained.

X, BH ST 5 BRI

WZHOWTC, BiE& 525012+ 5)
RECE. AR, BRBREIIEND
DHEETEHz WD E, o

Records shall be maintained stating the W /L% FOKAL. FT. BB

name, address, and qualifications of any

consultants and the type of service they @

provide.

KOS D IkEs DI >\ T

LB L TR 2L LT D

FRRICIIMLTHGR B IR XA TRV £, FOUIRIZwi ETOHRIC|EEH A,

HWrES K OTENIM TR Z L > TR &0,
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Subpart C—Buildings and Facilities (&4 L fizk)

21CFR§ 211 &3

211.42 Design and construction features.

21CFR § 211 FaC i & A £
(FXEFE L UM E )

(B EZDE S

G ORE, T, BEEE
IREICHV Y (i ET-
IHEE) X T, REB XY

W EZRVEREN BT TE D DI

(O la N ST SERONTA:LES
HElEzTnWb &

Sec.
(a) Any building or buildings used in the
manufacture, processing, packing, or
holding of a drug product shall be of
suitable size, construction and
location to facilitate cleaning,

maintenance, and proper operations.

(b);5 B Lk AT REZRFEE B R
INHTRTOEWIZIE, LT
DHFEHIZFHIELTWDHZ &,
B & AL 2 AR & Bl S

(b) Any such building shall have adequate
space for the orderly placement of
equipment and materials to prevent

mixups between different components

drug product containers, closures, BT DY) 7 ARX— AN B
labeling, in—process materials, or HZ L

drug products, and to prevent B D (/ﬁtfﬁi//ﬁlifT‘ﬁﬂ7?)
contamination. The flow of JEAE 5y A RAS, B%E

components, drug product containers, = 2%7‘$T*+ RS, F
closures, labeling, in—process T2 IR S ORFI A IE T &
materials, and drug products through HZ L

the building or buildings shall be '?ﬁﬁmﬁ§551t7?§f%)z.&
designed to prevent contamination. SRk 53 L REs, PAZER,

%Tﬁﬂ ¢W% nk KON E K
s NN E T2 I3 M & B E)
T oL, HERAPIIETE D
Lo S TWVWS Z

(c) BENRILESDIEEBDOHER
PRSI, BIREICE S i) 72
K& S &R ORI THE

(c) Operations shall be performed within
specifically defined areas of

adequate size. There shall be

—
HIrE X OMTEN LTRSS

separate or defined areas or such
other control systems for the firm s
operations as are necessary to
prevent contamination or mixups

during the course of the following

IR RS I A XA TR ET,
XoTTFaW,

Mg %2 &, LN OIEEFIEE
Fhid DB GG E I RR
ZBIET 2 DICHE R D4R
EOEEL L TCONEELT=H

BV IR X L7z XKk, &

AT A FiT ETORZICHEER A,



*HRER_21CFR211_(CGMP)

21CFR§ 211 &3

procedures:

(1) Receipt, identification, storage,
and withholding from use of
components, drug product containers
closures, and labeling, pending the
appropriate sampling, testing, or

examination by the quality control

unit before release for manufacturing

or packaging;

(2) Holding rejected components, drug
product containers, closures, and
labeling before disposition;

(3) Storage of released components, drug
product containers, closures, and
labeling;

(4) Storage of in—process materials;

(5) Manufacturing and processing
operations;

(6) Packaging and labeling operations;

(7) Quarantine storage before release of
drug products;

(8) Storage of drug products after
release;

(9) Control and laboratory operations;

(10) Aseptic processing, which includes
as appropriate:

(i) Floors, walls, and ceilings of
smooth, hard surfaces that are easily

cleanable;

(ii) Temperature and humidity controls;

BERICIER TR GRS I XA T RD Y £,
HIWrs KOMTENIL TS L > TR SV,

[Revised as of April 1, 2014]
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DUVNE, FDO LD BREBY AT
LBFET H 2 L,

(1) gk, EIESLAL, PR,
BLOXTRY v TOZ A, FE
(FrE) . EHDZELIED
(withholding from use),
RSB 2\ T EEEO AT (HE)
RITOD BB B (QUO) 12 &k %
WYY s Rk
IR AEORERNH 2 F TOMH
DFZELIEYD (pending) ;

(2) RJE DBy RIS A
PAZEE., 35 LR B A L5y
T 5 FETORREEE ;

(3) HiJEE S A7 Rk R oy, RS A
. PAZER B L OFETHMEO
TREEZE

(4) PR OB R

(5) BIFEMESERS KON TAEETE ;

(6) BEEE¥R LORRMEEFIE

(7) EE3E 5L i & T ORRRERE
(=

(8) HiTR iRl 14 D [ HK DI R
*

(9) BRI L ORBREFEXFIA ;

(10) @ E., AT %2 & e MR
F¥EFIE

(1) BFHITEEAL T E 28 Tl

BHoREZFOR, BE, BIW

K

GDRER IO EOE B |

AT A FiT ETORZICHEER A,
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(iii) An air supply filtered through
high-efficiency particulate air
filters under positive pressure,
regardless of whether flow is

laminar or nonlaminars;

(iv) A system for monitoring

environmental conditions;

(v) A system for cleaning and
disinfecting the room and equipment
to produce aseptic conditions;

(vi) A system for maintaining any
equipment used to control the aseptic
conditions

(d) Operations relating to the
manufacture, processing, and packing
of penicillin shall be performed in

facilities separate from those used

[Revised as of April 1, 2014]

LiteScientia
it & A A
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(111) AN @R I8 i > % [
D7, BT FIZ HEPA =7 7 ¢ )b
X —THIBENTZZELROUA ;

(V) BRERGOE=XV T A

F o

(W EZEE B KOG & e A

EEEET AT OWHEE LT
HEE AT

(vi) MEFBEMEESEZEHT S
DI D3 DR
AT I

d) R DEEEE

NR=v ) roflE, T, B
AT HEEIE. B M

Ot EE I 5 Mk &

for other drug products for human use. EESNT-fERR CEMITH Z &
[43 FR 45077, Sept. 29, 1978, as amended at 60 FR 4091, Jan. 20, 1995]
Sec. 211.44 Lighting. (RHH)
Adequate lighting shall be provided in J X TCOEEXIEIC SERTIRASL
all areas. Eﬂ?ﬁ‘)?xl_éﬂfb\élk
Sec. 211.46 Ventilation, air filtration, air heating and cooling.

(M, ZExAHim. miERE)
(a) Adequate ventilation shall be

provided.

(b) Equipment for adequate control over
air pressure, micro—organisms, dust
humidity, and temperature shall be
provided when appropriate for the
manufacture, processing, packing, or
holding of a drug product.

(¢) Air filtration systems, including

prefilters and particulate matter air

filters, shall be used when

ITLTRARR A I R ZA TRBH Y £7,
MTENIL TS L > TR &0,

[ EN
Hr s X

(a) BEYILTBMREEDHRE
) 72 M SR B SRR B S AU T

(b EYHIRIEZ M T H%(E
AL oRIE T, A £

TIXRE IS LTS T 554
X RE. AR, BB, W,
BIONEEZ@UNEHT 5%
HERETH &,
(WERBADERART L
RUEESE IR AR A T 5
ZENENTLIGEAE. TV T«

AT A FiT ETORZICHEER A,



Sec. 211.48 Plumbing.

NN OGN NS B (Y SX I3
HIWrs KOMTENIL TS L > TR SV,

*FhRER_21CFR211_(CGMP) [Revised as of April 1, 2014]

21CFR§ 211 &
appropriate on air supplies to
production areas. If air is
recirculated to production areas
measures shall be taken to control
recirculation of dust from
production. In areas where air
contamination occurs during
production, there shall be adequate
exhaust systems or other systems

adequate to control contaminants

(d) Air-handling systems for the

manufacture, processing, and packing
of penicillin shall be completely
separate from those for other drug

products for human use

e HEKER fi

(a) Potable water shall be supplied under

continuous positive pressure in a
plumbing system free of defects that
could contribute contamination to any
drug product. Potable water shall
meet the standards prescribed in the
Environmental Protection Agency’ s
Primary Drinking Water Regulations
set forth in 40 CFR part 141. Water not
meeting such standards shall not be
permitted in the potable water

system.

(b) Drains shall be of adequate size and,

where connected directly to a sewer,
shall be provided with an air break or
other mechanical device to prevent

back-siphonage
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=B LUK FFREMN T
TANE— Gt ERAHWMY
AT LEERT D Z L,
78R S IR B R S 5
DThHIIE, BIEERNS ORE
BROFBIEER 2 3 5 TR DN
CHNTNDZ L, Z2RIBYEN
BLEVERE IS RAT D IEEXIR
Tl HE 2R3 2720
DGR PER T AT L E 21T
DIIIPD Y AT AN DH &

(AR=ZDY D RZTER DI

NR=v o T, BE&
WEEED T2 DZEZILIL Y 2T
Alx, =2 U UsOE N
8 SN i RRARAE T U S
TAEFRRIHT S L

(a) BRFIKDILHE

FCBEAKIE, Bl SR & 0
WZHETHE T2 2 &, Zold
BRIL, Infar7e B EHAICK L
Th, BRI DB ENLR N
KO RRMaAEFFIZ72N 2 &
BICBIAKIE, BREEOREIT A% 40 CFR
part 141 CTHIE U725 —mkakEk
AIRA DI A LTV D Z
Lo FOX O RRHEEICHEAE L
WKL BEbK S AT A E LT
OB &,

(b) BEKEDHFEH AR DAL

PEKRET@EO) e th A XL, F
KB ~EEERGE STV D56
X, WA R AEREZBIET S
Te O DML E 1L, £ D
ED ORI 7o gm B35 % 2
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Lk
[43 FR 45077, Sept. 29, 1978, as amended at 48 FR 11426, Mar. 18, 1983]

Sec. 211.50 Sewage and refuse. (FAPB X OBEHEY)

Sewage, trash, and other refuse in and EEMI L OEOEHN S DOHEK,
from the building and immediate premises Z AFEE L ONF DIENDEEIEY)
shall be disposed of in a safe and WX, Ze. ORER T E TR
sanitary manner. HxhbZ &,

Sec. 211.52 Washing and toilet facilities. (FHREWB XM LEH)

Adequate washing facilities shall be BomK, ATAEZIZTER, =7
provided, including hot and cold water, — FT7A VY —F7/ 3N ETH A
soap or detergent, air driers or IV7g E R 2 T- bl 7e e ik
single—service towels, and clean toilet {i. 7256 NI/EEXKINLESIC
facilities easily accesible to working FIJfH CT&x A1HERBRERNERE I
areas. TWnHZ L,

Sec. 211.56 Sanitation. (ff52E)

(a) Any building used in the manufacture, (a)BFERFFERETIORIELNIE
processing, packing, or holding of a RIS ORGE T, BEEE-
drug product shall be maintained in a ITREICHEHT 2@, WT

clean and sanitary condition, Any UHIER T, AR ZRREICHE
such building shall be free of BHInTnwasZ e, #FNo0HE
infestation by rodents, birds, ViInvdivh ., FolEE, %A,
insects, and other vermin (other than B HFAI L UMt EER GRERE)

laboratory animals). Trash and WIIFR) DRATE 7202 &,

organic waste matter shall be held and THEB LOERBEEDIL, ¥
disposed of in a timely and sanitary A LY =R AER 7R 5 E TR

manner. 'L, WS 5 &,

(b) There shall be written procedures (b)FHEBEEFIEZNDEE
assigning responsibility for Y =F— g VNIOWTOEFE
sanitation and describing in DOE|Y Y TIZTHOWNTOFIEE)
sufficient detail the cleaning HHZ L, ZTOFNEEZ, 2V
schedules, methods, equipment, and —= VT DR Y a—)v, JTiE,
materials to be used in cleaning the T A8, BLOEYH D
buildings and facilities; such WERR D 7 U —= JI 2 H

written procedures shall be followed. EIRAY T % i e A AR S Rk SR

FRRICIIMLTHGR B IR XA TRV £, FOUIRIZwi ETOHRIC|EEH A,
HWrES K OTENIM TR Z L > TR &0,
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(¢) There shall be written procedures for
use of suitable rodenticides,
insecticides, fungicides, fumigating
agents, and cleaning and sanitizing
agents. Such written procedures shall
be designed to prevent the
contamination of equipment,
components, drug product containers
closures, packaging, labeling
materials, or drug products and shall
be followed. Rodenticides,
insecticides, and fungicides shall
not be used unless registered and used
in accordance with the Federal
Insecticide, Fungicide, and

Rodenticide Act (7 U.S.C. 135).

(d) Sanitation procedures shall apply to
work performed by contractors or
temporary employees as well as work
performed by full-time employees
during the ordinary course of

operations.
Sec. 211.58 Maintenance. (f4)

Any building used in the manufacture,

Page 20 of/ 83 pages I_ife S(,ielltiﬂ
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TR T DL, ; FDOLH 72T
JIAE: A2 B Fd 5 2 &,

(OFRBRFFDEAFIEE

I 7R AL AL R e
AL JEAALL d K OBERIRCTE G
BRI DM FIC SN TOFIEEN
oL, TOXDRTFIEL,
el JRBHRRSY . R RS
PAZER., wBEEM, D WVIFE
I ASDOIHYNRBLIETE D L9
IZERFFSNTEY . TOFIEE
EESTTH L, BEShTH
IRVFRERAL, FHmAL I L OE
AL, GRIE; FIEEZRET)
Bk I TUWT, 2D Federal
Insecticide, Fungicide, and
Rodenticide Act (7 U.S.C. 135)
(e TRER SN2V RY | %
NafEHLTIRbni &,

()& A4 F IR 0D 5 PR 5 B

. (=2 V—) OFIHEIZL,
IEHEE 2@ HE OFF & L TT
IMEI RO Z &, BHEA
B 2D WITIRIEFAICK L THiE
MahsdZ &,

ORI T, adEE o

processing, packing, or holding of a drug FREIEHT AW 725891,
product shall be maintained in a good  TAPITEFINIZIREEICHEE TR

state of repair.

INTWHZ L,

MR TGRS I A AT HRHY T, FOUIRXZHh ETOHRZITHE A,

HWrES K OTENIM TR Z L > TR &0,
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Subpart D-Equipment — (3&&)

Sec.

21CFR§ 211 &3

211.63 Equipment design, size,

Page 21 of/ 83 pages I_ife SCientiﬂ

21CFR§ 211 Fn3C i FHE A A
and location. CEEDOREF. ~TEB LOBIE)

Equipment used in the manufacture,

processing, packing, or holding of a drug

product shall be of appropriate design,

adequate size, and suitably located to

facilitate operations for its intended

use and for its cleaning and maintenance.

Sec.

(a) Equipment shall be constructed so

that surfaces that contact
components, in—process materials, or
drug products shall not be reactive
additive, or absorptive so as to alter
the safety, identity, strength,
quality, or purity of the drug product
beyond the official or other

established requirements.

(b) Any substances required for

Sec.

operation, such as lubricants or
coolants, shall not come into contact
with components, drug product
containers, closures, in—process
materials, or drug products so as to
alter the safety, identity, strength,
quality, or purity of the drug product
beyond the official or other

established requirements.

(a) Equipment and utensils shall be

.
#

cleaned, maintained, and, as

211. 65 Equipment construction.

EEGORGE, T, BEg
RE T DRI, #E0 ek
FHLEERY A X THY, BEHL
T B TOMEZEID, 72 b NS B
RMENES LT, BEESH

TWnH e
(HEE DO IE)

(QREHBOREICH T HRTE
BERIE, RSy, TREH I
iy B D WIEERE SO 5
KM, 2 H D WIEZ OO
WL ST FREBZ T, £D
RIS O, BEIEME, T,
EEITMEEALEZTLED
£ o7, BUSHE, BRI, 5
WIERAEMEZ FFlz 72 &
(b) M AHEIDEAR L
TR m AF 72 E o, HER IS
VEE SN0 72 5WE S
JREE, E3L AR, AR T
P AR 3 7o L & B L
RN e, TR, A DN
X% OO S - Bk % i
AT, ZOERLOZENE, B
EME, M, R E IR A
EZTCLEIZEDRBENEL ST
HI2DTh D,

211.67 Equipment cleaning and maintenance. CHEEDIFEF(L & IRE)

(@EY)ZHERTORFEFDORE
B L O EIT, BIGLDO%L

FUTIERL TR B I AXA TRHY T,  FOUIFREHL ETORRICEEEH A,

Wris LOTENI LTS L > T RSV,
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appropriate for the nature of the
drug, sanitized and/or sterilized at
appropriate intervals to prevent
malfunctions or contamination that
would alter the safety, identity,
strength, quality, or purity of the
drug product beyond the official or

other established requirements

(b) Written procedures shall be

established and followed for cleaning
and maintenance of equipment,
including utensils, used in the
manufacture, processing, packing, or
holding of a drug product. These
procedures shall include, but are not
necessarily limited to, the

following:

(1) Assignment of responsibility for

cleaning and maintaining equipment;

(2) Maintenance and cleaning schedules

including, where appropriate,

sanitizing schedules;

(3) Adescription in sufficient detail of

the methods, equipment, and materials
used in cleaning and maintenance

operations, and the methods of
disassembling and reassembling

equipment as necessary to assure

proper cleaning and maintenance;

(4) Removal or obliteration of previous

batch identification;

(5) Protection of clean equipment from

contamination prior to use;

(6) Inspection of equipment for

cleanliness immediately before use.

(¢) Records shall be kept of maintenance,

—
HIrE X OMTEN LTRSS

IERTRER B I AXA TR T, R
LoTTF&EW,

[Revised as of April 1, 2014]
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cleaning, sanitizing, and inspection

as specified in 211. 180 and 211. 182.

[43 FR 45077, Sept. 29, 1978,
Sec. 211.68 Automatic, mechanical,
(BB, Hhlds L OEFrYLEE)

(a) Automatic, mechanical, or electronic
equipment or other types of
equipment, including computers, or

related systems that will perform a

function satisfactorily, may be used

in the manufacture, processing,
packing, and holding of a drug
product. If such equipment is so used,
it shall be routinely calibrated

inspected, or checked according to a

written program designed to assure

proper performance. Written records

of those calibration checks and

inspections shall be maintained

(b) Appropriate controls shall be
exercised over computer or related
systems to assure that changes in
master production and control records
or other records are instituted only by
authorized personnel. Input to and

output from the computer or related

system of formulas or other records or
data shall be checked for accuracy. The
degree and frequency of input/output
verification shall be based on the
complexity and reliability of the

computer or related system.

FFRICITNTREIR GRS I A XA TRHY £7,
HIWrES KL OTENIM TR L > TF SV,

as amended at 73 FR 51931,

(a)B#1E.
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EINTWD LI, e, ¥
. WM. BLOREOLERE
REFL TS Z &
Sept. 8, 2008]

and electronic equipment.

BEFHRFEDOEMA
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FATEBHE LIS L <X
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. B D WITHEEEE 01T
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A backup file of data entered into the
computer or related system shall be
maintained except where certain data,
such as calculations performed in
connection with laboratory analysis
are eliminated by computerization or
other automated processes. In such
instances a written record of the
program shall be maintained along with
appropriate validation data. Hard copy
or alternative systems, such as
duplicates, tapes, or microfilm,
designed to assure that backup data are
exact and complete and that it is secure
from alteration, inadvertent erasures,

or loss shall be maintained

(¢c) Such automated equipment used for
performance of operations addressed
by 211.101(c) or (d), 211.103,

211. 182, or 211.188(b) (11) can
satisfy the requirements included in
those sections relating to the
performance of an operation by one
person and checking by another person
if such equipment is used in

BERICIER TR GRS I XA T RD Y £,
HIWrs KOMTENIL TS L > TR SV,
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KL7bLDOThHH- T, ERY
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A a7 4 NLREDL D
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(EZFBICLDFIVIDARE

§211.101 (c) F7zi% (d).

211.103, 211.182, FE7=I%

211.188 (b) (11) (ZFC#k L7-1E
¥EFATTHOIENT 588
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conformity with this section, and one TWAZ EET = 7T HDT
person checks that the equipment Hivx, HHHBEDOIEFEDFE R
properly performed the operation. ., MOBENTF =y 735 L

W ZEIRD, T DR
Ta VOERERETHH DT
&b,

GREVE : BEth 2 SV E LICR > T D

=

ZE ANV F—hEsniev A

i

., fHEIC
TATHIIE, 14 OB EEOERE
IREZHEGERT A LICLD ., AL DM
F 2V PRETHDH I LE2IRITND,)
[43 FR 45077, Sept. 29, 1978, as amended at 60 FR 4091, Jan. 20, 1995; 73 FR 51932, Sept.
8, 2008]

Sec. 211.72 Filters. (7 4 V% —)

Filters for liquid filtration used in the t h~DOFEHAZEX L7-F4HE
manufacture, processing, or packing of FEFLOBLE T, £7/-13ELET
injectable drug products intended for fERAIT AHIKIEAWHAT 4% —

human use shall not release fibers into (&, & OHLE~FkHEA A L7z
such products. Fiber-releasing filters Z &, FD X 57 (kD)
may be used when it is not possible to 74/ HZ—%FHH LW, S5
manufacture such products without the ZHET S Z LRRERELRLEEIC

use of these filters. If use of a L. FRHERCYE T o v Z — A
fiber-releasing filter is necessary, an MNFFIN 5, FHEHMET o L 42
additional nonfiber-releasing filter —Z A Z ERNERIGA.
having a maximum nominal pore size rating R7 VA X213 0.2 I 7 a (HlE
of 0.2 micron (0.45 micron if the FETHESN TV D HEITIE

manufacturing conditions so dictate) 0.4 27 1y) OFERAHALEEY
shall subsequently be used to reduce the FFOHEHESHMETR W T 4L X —
content of particles in the injectable ZiBMEE L CIEHAEIKLL TO

drug product. The use of an R EEE R sEs s, 7
asbestos—containing filter is ARANEEHETAHT 4 VE—D
prohibited. I, ZiEshTnd,

[73 FR 51932, Sept. 8, 2008]

FRRICIIMLTHGR B IR XA TRV £, FOUIRIZwi ETOHRIC|EEH A,
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Subpart E—Control of Components and Drug Product Containers and

Closures

21CFR§ 211 &3

Sec. 211.80 General requirements.

(a) There shall be written procedures
describing in sufficient detail the
receipt

identification, storage

handling, sampling, testing, and
approval or rejection of components
and drug product containers and
closures; such written procedures
shall be followed

(b) Components and drug product
containers and closures shall at all
times be handled and stored in a
manner to prevent contamination.

(c) Bagged or boxed components of drug
product containers, or closures shall
be stored off the floor and suitably
spaced to permit cleaning and

inspection.

(d) Each container or grouping of
containers for components or drug
product containers, or closures shall
be identified with a distinctive code
for each lot in each shipment
received. This code shall be used in
recording the disposition of each
lot. Each lot shall be appropriately
identified as to its status (i.e.,

quarantined, approved, or rejected)

BERICIER TR GRS I XA T RD Y £,
HIWrs KOMTENIL TS L > TR SV,
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Wt UGBz sl c & T
WAZ &,

Sec. 211.82 Receipt and storage of untested components, drug product containers,
and closures.
(RO R, EHRLR.

(a) Upon receipt and before acceptance

B L Ok R OZ A LARE)
(QZARRTOVMROBBRRE

each container or grouping of
containers of components, drug
product containers, and closures
shall be examined visually for
appropriate labeling as to contents

container damage or broken seals, and

contamination.

(b) Components, drug product containers,
and closures shall be stored under
quarantine until they have been
tested or examined, whichever is
appropriate, and released. Storage
within the area shall conform to the

requirements of 211. 80.

ZT AN TGz T DRI
15 SRR | NSV 2 05 o S E=E ST

Ban, BIUOMERORRL L

T N—TITF L DTEHD
BElE, WEMIZBET 2HRRD
WE S, FEROBEE I —
VO, 72 B NI RIZ DN
THEBREZTHZ L,

D EERINSIETORMERE
JEBER Sy, EHLAR, BIO
PAZEE X, RERE - ITHRAEDO N
TG RAEENKET L. H
FEfRBR S D £ T, FREERE 5

5k, BRI TORE T,
§211.80 DELEIZHEA LTV D

N
[43 FR 45077, Sept. 29, 1978, as amended at 73 FR 51932, Sept. 8, 2008]

Sec. 211.84 Testing and approval or rejection of components, drug product
containers, and closures. (JFE}, EIHERIZR, I X O R ORBEO S E)

(a) E#M$D QCU ABEDER
JFBbAR Sy, EIESL AR KO
FEEX, ay b L, BT

(a) Each lot of components, drug product
containers, and closures shall be

withheld from use until the lot has

been sampled, tested, or examined, as Vo7, R E - ImA ) wE )
appropriate, and released for use by 258 T L. s B BRER P (QCU)

DMERFFAIS 5 E THEAE I
RETDHZ &,
bLEMBEFEDY T

2y N S 7o ONSARE Y
VTN E BB L CRER E 713
tBToHZ L, BTV TTD

the quality control unit.

(b) Representative samples of each
shipment of each lot shall be
collected for testing or examination.

The number of containers to be

FRRICIZM TR 1B I A XA TR £7,
HWrES K OTENIM TR Z L > TR &0,
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sampled, and the amount of material to
be taken from each container, shall be
based upon appropriate criteria such
as statistical criteria for component
variability, confidence levels, and
degree of precision desired, the past
quality history of the supplier, and
the quantity needed for analysis and

reserve where required by 211.170.

(c) Samples shall be collected in
accordance with the following
procedures:

(1) The containers of components
selected shall be cleaned when
necessary in a manner to prevent
introduction of contaminants into the
component.

(2) The containers shall be opened
sampled, and resealed in a manner
designed to prevent contamination of
their contents and contamination of
other components, drug product

containers, or closures.

(3) Sterile equipment and aseptic
sampling techniques shall be used
when necessary.

(4) If it is necessary to sample a
component from the top, middle, and
bottom of its container, such sample
subdivisions shall not be composited
for testing.

(5) Sample containers shall be
identified so that the following
information can be determined: name
of the material sampled, the lot

BERICIER TR GRS I XA T RD Y £,
HIWrs KOMTENIL TS L > TR SV,
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number, the container from which the
sample was taken, the date on which
the sample was taken, and the name of
the person who collected the sample
(6) Containers from which samples have
been taken shall be marked to show
that samples have been removed from
them.
(d) Samples shall be examined and tested

as follows:

(1) At least one test shall be conducted
to verify the identity of each
component of a drug product. Specific
identity tests, if they exist, shall
be used.

(2) Each component shall be tested for
conformity with all appropriate
written specifications for purity,
strength, and quality. In lieu of such
testing by the manufacturer, a report
of analysis may be accepted from the
supplier of a component, provided
that at least one specific identity
test is conducted on such component by
the manufacturer, and provided that
the manufacturer establishes the
reliability of the supplier’ s
analyses through appropriate
validation of the supplier’ s test

results at appropriate intervals

(3) Containers and closures shall be
tested for conformity with all
appropriate written specifications.

In lieu of such testing by the

Page 29 of/ 83 pages I_ife S(,ielltiﬂ
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manufacturer, a certificate of
testing may be accepted from the
supplier, provided that at least a
visual identification is conducted on
such containers/closures by the
manufacturer and provided that the
manufacturer establishes the
reliability of the supplier s test
results through appropriate
validation of the supplier’ s test
results at appropriate intervals

(4) When appropriate, components shall
be microscopically examined.

(5) Each lot of a component, drug product
container, or closure that is liable
to contamination with filth, insect
infestation, or other extraneous
adulterant shall be examined against
established specifications for such
contamination.

(6) Each lot of a component, drug product
container, or closure with potential
for microbiological contamination
that is objectionable in view of its
intended use shall be subjected to
microbiological tests before use

(e) Any lot of components, drug product
containers, or closures that meets
the appropriate written
specifications of identity,
strength, quality, and purity and
related tests under paragraph (d) of
this section may be approved and
released for use. Any lot of such
material that does not meet such

specifications shall be rejected
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[43 FR 45077, Sept. 29, 1978, as amended at 63 FR 14356, Mar. 25, 1998; 73 FR 51932, Sept.
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8, 2008]

Sec. 211.86 Use of approved components, drug product containers, and closures.

RGBSR, EEHEAR AR KOs R O )

Components, drug product containers, and f#AARZE-FEE S, [EIL

closures approved for use shall be Raw, BLUPZERT, &HbHF<
rotated so that the oldest approved stock HRERINT/-{EHE W2 RANHEH S
is used first. Deviation from this NHEHlce—7—va 385
requirement is permitted if such Z &, BUE AN Lo R

deviation is temporary and appropriate. = DZEEENS OBMLIL, — YT
HU ., POWYTHIITTHFAE I
Do
Sec. 211.87 Retesting of approved components, drug product containers, and
closures.
KRR STk, RIS 4RI K OMiAs % O f38R)
Components, drug product containers, and JEEHKRSY. EHLFLER L O

closures shall be retested or B3, Hl 23R WIRRE 2 LT,
reexamined, as appropriate, for H D WISy, RIS

identity, strength, quality, and purity X OBAZEENEZELZITH0H
and approved or rejected by the quality ZHEILRWZER. &, HAHAWNEZEN
control unit in accordance with 211. 84 as  LIZLDJFUEHR Sy, [EIMA LR X
necessary, e.g., after storage for long UBAZEEICIFE L W% &
periods or after exposure to air, heat or X TN H HLLITRTE I N
other conditions that might adversely %1%, HSEEIZIL U T §211.84 12

affect the component, drug product ST, [A—M, ., B, BX
container, or closure. W IZOWT, YT 5HER

B & 5 W ITHBRAEZITV., &
PRI (QUC) MNFN A kER
72k, ARG ETHZ L,

Sec. 211.89 Rejected components, drug product containers, and closures.

CRIEHIE S RUEE, R REA R K Oiie-%)

Rejected components, drug product R & HIE S EE Sy, EEK
containers, and closures shall be AR L OAZER X, BB A1T
identified and controlled under a RZHEIT LT, FREBEERE v A

quarantine system designed to prevent T AD R TEIHITLRZ L, ZOE
their use in manufacturing or processing BERE AT AL, T aftif4

FRRICIIMLTHGR B IR XA TRV £, FOUIRIZwi ETOHRIC|EEH A,
HWrES K OTENIM TR Z L > TR &0,
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operations for which they are

unsuitable.

Sec. 211.94 Drug product containers

(a) Drug product containers and closures
shall not be reactive, additive, or
absorptive so as to alter the safety,
identity, strength, quality, or
purity of the drug beyond the official

or established requirements.

(b) Container closure systems shall
provide adequate protection against
foreseeable external factors in
storage and use that can cause
deterioration or contamination of the
drug product.

(c) Drug product containers and closures
shall be clean and, where indicated by
the nature of the drug, sterilized and
processed to remove pyrogenic
properties to assure that they are
suitable for their intended use. Such
depyrogenation processes shall be

validated.

(d) Standards or specifications, methods
of testing, and, where indicated,
methods of cleaning, sterilizing, and
processing to remove pyrogenic

properties shall be written and

Page 32 of/ 83 pages I_ife S(,ielltiﬂ
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and closures. (EIHEZRB X OER)
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BIZE-oTix, 20REKT 5 H
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ZEEREET DT, EDOFRE
MEZERET D720, BE L,
MLZETLHZ e, 2D X5
RAfverekvRA i, NUVF—h
2ITHT L,
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followed for drug product containers Tralcid, e, Ed LU
and closures. EE A PRET DB IR, E

me L, ZhalETdsl L,
[43 FR 45077, Sept. 29, 1978, as amended at 73 FR 51932, Sept. 8, 2008]
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Subpart F——Production and Process Controls (Bli&ER L ONTREEH)

21CFR§ 211 3E3C 21CFR§ 211 F3C
(FMEFE - i)

@QEEBLVTOREEFIEE

FERE A M
Sec. 211.100 Written procedures; deviations.

(a) There shall be written procedures for

production and process control
designed to assure that the drug
products have the identity, strength,

quality, and purity they purport or

are represented to possess. Such
procedures shall include all
requirements in this subpart. These
written procedures, including any
changes, shall be drafted, reviewed
and approved by the appropriate
organizational units and reviewed and

approved by the quality control unit

(b) Written production and process
control procedures shall be followed
in the execution of the various
production and process control
functions and shall be documented at
the time of performance. Any

deviation from the written procedures

shall be recorded and justified

g LT e AEEIZOW
TIE, EELPEREL, 72011
AL TS LR L TWDHE
IEME, i, SEL S KON
EROZ L ERIETCE S L 91T
etz gkl etk
AEROTODOFINEENH H Z
L

DX O RFIEEFIZIZ, ZoY
TR N TOEEFT RTHFA

RENTND Z &,

IS FIEEL, il D
ZHEH T, WU SR
L. bEa—L, &RTHZ L,

Z LT, SEEEEM (Qeu) 23
Lba—L, KEbTDHI L,
(b)FIEE DESF LR~ D XTI
AEEHB LT v REHD
flixe ODEEZ FATT DITh T -

Tk, BEFHBION T rE A
FEHOFIAELEFL, 1DOFE
TLIRERCXETH L,
FINEEN S DVDR D i b D
L, TOELMEENGET D Z
L.

Sec. 211.101 Charge—in of components. (JEEFDFA)
Written production and control EE L PIEEICIX, ROFIN

I TnsZ &, ZhbHHEHE
(T, BOET D EEMAE L,

procedures shall include the following,

which are designed to assure that the

RIS TR LB R R ZA TRBY £7,
KR XL OTENI L TR L > TR E W,
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drug products produced have the

identity, strength, quality, and purity

they purport or are represented to
possess:

(a) The batch shall be formulated with
the intent to provide not less than
100 percent of the labeled or
established amount of active
ingredient.

(b) Components for drug product
manufacturing shall be weighed,
measured, or subdivided as
appropriate. If a component is
removed from the original container
to another, the new container shall be
identified with the following
information:

(1) Component name or item code;

(2) Receiving or control number;

(3) Weight or measure in new containers;

(4) Batch for which component was
dispensed, including its product

name, strength, and lot number.

(¢c) Weighing, measuring, or subdividing
operations for components shall be
adequately supervised. Each
container of component dispensed to
manufacturing shall be examined by a

second person to assure that:

(1) The component was released by the
quality control unit;

(2) The weight or measure is correct as
stated in the batch production
records;

(3) The containers are properly

FFRICITNTREIR GRS I A XA TRHY £7,
KR XL OTENI L TR L > TR E W,
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21CFR§ 211 &3¢
identified. If the weighing,
measuring, or subdividing operations
are performed by automated equipment
under 211.68, only one person is
needed to assure paragraphs (c) (1),

(c) (2), and (c) (3) of this section.

(d) Each component shall either be added
to the batch by one person and
verified by a second person or, if the

components are added by automated

equipment under 211.68, only verified

by one person.

[43 FR 45077, Sept. 29, 1978,

Sec. 211.103 Calculation of yield.

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.

[73 FR 51932, Sept. 8, 2008]
Sec.

(a) All compounding and storage

RIS TR LB R R ZA TRBY £7,
KR XL OTENI L TR L > TR E W,

[Revised as of April 1, 2014]

211. 105 Equipment identification. (LEE
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containers, processing lines, and
major equipment used during the
production of a batch of a drug
product shall be properly identified
at all times to indicate their
contents and, when necessary, the

phase of processing of the batch.

(b) Major equipment shall be identified

Sec.

by a distinctive identification
number or code that shall be recorded
in the batch production record to show
the specific equipment used in the
manufacture of each batch of a drug
product. In cases where only one of a
particular type of equipment exists
in a manufacturing facility, the name
of the equipment may be used in lieu
of a distinctive identification

number or code.

[Revised as of April 1, 2014]
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211. 110 Sampling and testing of in—process materials and

(PR L OEKLOY 7Y 7 L iER)

(a) To assure batch uniformity and

.

H

integrity of drug products, written
procedures shall be established and
followed that describe the in—process
controls, and tests, or examinations
to be conducted on appropriate
samples of in—process materials of
each batch. Such control procedures
shall be established to monitor the
output and to validate the
performance of those manufacturing

processes that may be responsible for

TIEMTRERRE S I AL A TRB Y T,
Wrds L OMTENIL TR LIS L o TR a0,

(a)TF2

EEDOFIEEDFIE

RISy F OB — M LR
EMEZRGET D720, Ny F T
L OO Y 7L
IZDWTCERT 5 TRNER
W, RBRIEE 23R AL A R
TeFIEEAER L, Ei BT
THZE, TOL O REHTIE
Fi, TREAPHRSLERR S O
FEDEBORIN & 72> T D
Db L e s TR OMERE
F=F—L, NIT—ETD

AT A FiT ETORZICHEER A,
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causing variability in the
characteristics of in—process
material and the drug product. Such

control procedures shall include, but

[Revised as of April 1, 2014]
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are not limited to, the following, EVALAN

where appropriate:

(1) Tablet or capsule weight variation; (1)$ERIE7=I1IH L OEEL

[

(2) Disintegration time; (2) FREERFRH

(3) Adequacy of mixing to assure ) B — 1tk L WEMEAERIET 572
uniformity and homogeneity; OIRA OmEUINE:

(4) Dissolution time and rate; (4) TR IRERE & s

(5) Clarity, completeness, or pH of G) IR OEHE ., 52tk £7201%
solutions. pH

(6) Bioburden testing. (6) NA A X—F iR

(b) Valid in—process specifications for (b)TFENEIEIRI

such characteristics shall be
consistent with drug product final
specifications and shall be derived
from previous acceptable process
average and process variability
estimates where possible and
determined by the application of
suitable statistical procedures
where appropriate. Examination and
testing of samples shall assure that
the drug product and in—process

material conform to specifications.

(c) In-process materials shall be tested

.
#

for identity, strength, quality, and
purity as appropriate, and approved
or rejected by the quality control
unit, during the production process
e.g., at commencement or completion
of significant phases or after

storage for long periods.

FUNTR TR B I AZ A THRDHY £,
Wris LOTENI LTS L > T RSV,

FD XD BREFEIZONTORY
IR TN, BRSO RE
WL FIERRNZ &, LT,
MORRERY A, ZHVE TOFF
N VA = e N ORS S SRR )
EEEE N GEN, £ LTi%Y
THHEEITH - TIX, WYkt
FHFHIEOBM LV RET S
ZE, BT romEER L OR
Bk, BEIEALIS KOV A A
B IZHEHS L TNDHZ &ED
TRAEDMHIR D Z &

(c) T2 i & &b DFHEREF i1

TSI, flxX, '
72 TREDBAG & 2 T T IRE

B B2 WITEBIMORER D
Lo 7T ae Az, %Y
T2HEEITIIAE (identity),
Jifli, EB L OREIZ SN T
ARERZ ATV, SREEEREM (QCU)
WZEVEGERETDZ L,
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(d) Rejected in—process materials shall
be identified and controlled under a
quarantine system designed to prevent
their use in manufacturing or

processing operations for which they

are unsuitable.

[43 FR 45077, Sept. 29, 1978,

Sec.

When appropriate, time limits for the
completion of each phase of production
shall be established to assure the
quality of the drug product. Deviation
from established time limits may be
acceptable if such deviation does not
compromise the quality of the drug

product. Such deviation shall be

justified and documented.

Sec.

(a) Appropriate written procedures,
designed to prevent objectionable
microorganisms in drug products not
required to be sterile, shall be

established and followed.

(b) Appropriate written procedures,
designed to prevent microbiological
contamination of drug products
purporting to be sterile, shall be
established and followed. Such
procedures shall include validation
of all aseptic and sterilization

processes.

[43 FR 45077, Sept. 29, 1978, as amend

FFRICITNTREIR GRS I A XA TRHY £7,
KR XL OTENI L TR L > TR E W,

[Revised as of April 1, 2014]

211.111 Time limitations on production.

211.113 Control of microbiological contamination.
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as amended at 73 FR 51932, Sept. 8, 2008]
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Sec. 211.115 Reprocessing. (F-AnL)

(a) Written procedures shall be @QBMNMIDOFIEZDEIER
established and followed prescribing FEAEF 72 I THAE A Lo
a system for reprocessing batches v FEHMLT B AT LER
that do not conform to standards or R FNEEEfEL L, ZHUTHE
specifications and the steps to be 92k, TOFIEEIL, HITL
taken to insure that the reprocessed SN TFRETOMLEN
batches will conform with all 7o FEME KRG, 3 L OVRRMEICE
established standards, BLTWAZ EA2RIET D720
specifications, and characteristics. W2, WHORERAT v 7L 5L 2
Lo

(b) Reprocessing shall not be performed (b)EIMIIZxIT S QCU DHERE
without the review and approval of the FINTE, SEE B (QCU)
quality control unit. DA L OVKEEZ LICSEE L

TERb7RNZ &

FRRICIIMLTHGR B IR XA TRV £, FOUIRIZwi ETOHRIC|EEH A,
HWrES K OTENIM TR Z L > TR &0,
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Subpart G—Packaging and Labeling Control

(BLAEE R 6 L OFRM BHE B

21CFR§ 211 &3

Sec.
%)
(a) There shall be written procedures

describing in sufficient detail the
identification,

receipt, storage

handling, sampling, examination,
and/or testing of labeling and
packaging materials; such written
procedures shall be followed.
Labeling and packaging materials
shall be representatively sampled,
and examined or tested upon receipt
and before use in packaging or

labeling of a drug product.

(b) Any labeling or packaging materials
meeting appropriate written
specifications may be approved and
released for use. Any labeling or

packaging materials that do not meet

such specifications shall be rejected

to prevent their use in operations for

which they are unsuitable.

(c) Records shall be maintained for each
shipment received of each different
labeling and packaging material
indicating receipt, examination or

testing, and whether accepted or

rejected.

FFRICITNTREIR GRS I A XA TRHY £7,
KR XL OTENI L TR L > TR E W,

211.122 Materials examination and usage criteria.

21CFR § 211 Fn3C i FHE A A
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) Labels and other labeling materials
for each different drug product

strength, dosage form, or quantity of
contents shall be stored separately
with suitable identification. Access
to the storage area shall be limited

to authorized personnel.

(e) Obsolete and outdated labels,

labeling, and other packaging

materials shall be destroyed.

(f) Use of gang—printed labeling for

different drug products, or different
strengths or net contents of the same
drug product, is prohibited unless

the labeling from gang—printed sheets
is adequately differentiated by size,

shape, or color.

(g) If cut labeling is used for immediate

.
#

container labels, individual unit

cartons, or multiunit cartons
containing immediate containers that
are not packaged in individual unit
cartons, packaging and labeling
operations shall include one of the

following special control

procedures:

FUNIM TR FEE S I RAZA THRHY £,
Wris LOTENI LTS L > T RSV,
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(1) Dedication of labeling and packaging
lines to each different strength of
each different drug product;

(2) Use of appropriate electronic or
electromechanical equipment to
conduct a 100—percent examination for
correct labeling during or after
completion of finishing operations;
or

(3) Use of visual inspection to conduct
a 100-percent examination for correct
labeling during or after completion
of finishing operations for
hand-applied labeling. Such
examination shall be performed by one
person and independently verified by
a second person.

(4) Use of any automated technique,
including differentiation by
labeling size and shape, that
physically prevents incorrect
labeling from being processed by

labeling and packaging equipment.

(h) Printing devices on, or associated
with, manufacturing lines used to
imprint labeling upon the drug
product unit label or case shall be
monitored to assure that all
imprinting conforms to the print
specified in the batch production

record

BERICIER TR GRS I XA T RD Y £,
HIWrs KOMTENIL TS L > TR SV,
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[43 FR 45077, Sept. 29, 1978, as amended at 58 FR 41353, Aug. 3, 1993; 77 FR 16163, Mar. 20,
2012]

Sec. 211.125 Labeling issuance. (F Y T DILT)

(a) Strict control shall be exercised (aQ)RRLANILDEIRLEEEDER
over labeling issued for use in drug EHALFRRMEETHENT 729

product labeling operations. WZFAT LT=FaM BT W T,
R R E A T 5 2 &
(b) Labeling materials issued for a batch (b)FITL-REMEDHRE
shall be carefully examined for 2Ny FUTHKE U THAT LTo R
identity and conformity to the BHE. Rl—MEE2EEEBA L,
labeling specified in the master or v AN —F 1IN F RGO
batch production records. WCHHE L ThDETRNE L DEE
AEEERE L CTRET A Z L
(¢) Procedures shall be used to reconcile (c)FE&ITULERL=EIRI¥D#HED
the quantities of labeling issued, BE
used, and returned, and shall require FBITL, AL, BEHEIINE
evaluation of discrepancies found RO E B EHERT DD

between the quantity of drug product DOFNEENFETHZ &, Ik
finished and the quantity of labeling B Zp gL, BITLZT

issued when such discrepancies are L OEOM TRE IR
outside narrow preset limits based on —HN, TN ETORERERET
historical operating data. Such —HZIZHADL, TORESINT

discrepancies shall be investigated WD RO EREEFEFH OAMAI & 72 o
in accordance with 211.192. Labeling 72D THhiUE, T DOEWZ A
reconciliation is waived for cut or TAHZEDMNETHD,

roll labeling if a 100-percent ZO XS A~ §211.192
examination for correct labeling is WZE-> T, METHZ &, B L.
performed in accordance with F AL IE LWDT DN T O4
211. 122(g) (2). oA § 211. 122 (g) (2) 1fE
S TITHLILTNA D THIUR,

By FHDHZWFE—LDT L
IZOWNWTH, 7LD —E Tt
ISR ET 5,

(d) All excess labeling bearing lot or (d)AYFESHIRIFAESRI/ILOD
control numbers shall be destroyed RE

MR TGRS I A AT HRHY T, FOUIRXZHh ETOHRZITHE A,
HIWrs KOMTENIL TS L > TR SV,
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(e) Returned labeling shall be
maintained and stored in a manner to
prevent mixups and provide proper

identification.

(f) Procedures shall be written
describing in sufficient detail the
control procedures employed for the
issuance of labeling; such written

procedures shall be followed.

LiteScientia
it & A A
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[43 FR 45077, Sept. 29, 1978, as amended at 58 FR 41354, Aug. 3, 1993]

Sec.

There shall be written procedures
designed to assure that correct labels
labeling, and packaging materials are
used for drug products; such written
procedures shall be followed. These
procedures shall incorporate the
following features:
(a) Prevention of mixups and
cross—contamination by physical or
spatial separation from operations on

other drug products.

(b) Identification and handling of
filled drug product containers that
are set aside and held in unlabeled
condition for future labeling
operations to preclude mislabeling of
individual containers, lots, or

portions of lots. Identification need

not be applied to each individual
container but shall be sufficient to

BERICIER TR GRS I XA T RD Y £,
HIWrs KOMTENIL TS L > TR SV,

211.130 Packaging and labeling operations.

(CHAEEER L OFRRIERE)
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21CFR § 211 3L
determine name, strength, quantity of
contents, and lot or control number of

each container.

(¢) Identification of the drug product
with a lot or control number that
permits determination of the history
of the manufacture and control of the
batch.

(d) Examination of packaging and
labeling materials for suitability
and correctness before packaging
operations, and documentation of such
examination in the batch production
record

(e) Inspection of the packaging and
labeling facilities immediately
before use to assure that all drug
products have been removed from
previous operations. Inspection

shall also be made to assure that

packaging and labeling materials not
suitable for subsequent operations
have been removed. Results of
inspection shall be documented in the

batch production records.

[43 FR 45077, Sept. 29,

Sec.

human drug products.

(8 PH—HEES (0TC) D7D W3 LRIk
(a) —fREH

(a) General. The Food and Drug
Administration has the authority
under the Federal Food, Drug, and
Cosmetic Act (the act) to establish a

uniform national requirement for

RIS TR LB R R ZA TRBY £7,
KR XL OTENI L TR L > TR E W,

1978, as amended at 58 FR 41354, Aug. 3,
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DX VT4 &M ESH, &
V& HIEORGEE BT 5 &
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211. 132 Tamper—evident packaging requirements for over—the—counter (0OTC)
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9 74, 0TC EH otk S ABRE]

BESL
tamper—evident packaging of OTC drug

products that will improve the
security of OTC drug packaging and
help assure the safety and
effectiveness of OTC drug products.
An OTC drug product (except a
dermatological, dentifrice, insulin,
or lozenge product) for retail sale
that is not packaged in a
tamper-resistant package or that is
not properly labeled under this
section is adulterated under section
501 of the act or misbranded under

section 502 of the act, or both.

(b) Requirements for tamper—evident

package.

(1) Each manufacturer and packer who

-
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packages an OTC drug product (except
a dermatological, dentifrice,
insulin, or lozenge product) for
retail sale shall package the product
in a tamper—evident package, if this
product is accessible to the public
while held for sale. A tamper—evident
package is one having one or more
indicators or barriers to entry
which, if breached or missing, can
reasonably be expected to provide
visible evidence to consumers that
tampering has occurred. To reduce the
likelihood of successful tampering
and to increase the likelihood that
consumers will discover if a product
has been tampered with, the package is
required to be distinctive by design

or by the use of one or more indicators

or barriers to entry that employ an
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identifying characteristic (e.g., a
pattern, name, registered trademark,

logo, or picture).

For purposes of this section, the term

“distinctive by design” means the
packaging cannot be duplicated with
commonly available materials or
through commonly available
processes. A tamper—evident package
may involve an immediate—container
and closure system or
secondary—container or carton system
or any combination of systems
intended to provide a visual

indication of package integrity.

The tamper—evident feature shall be

designed to and shall remain intact
when handled in a reasonable manner
during manufacture, distribution,

and retail display.

(2) In addition to the tamper—evident

packaging feature described in
paragraph (b) (1) of this section, any
two—piece, hard gelatin capsule
covered by this section must be sealed
using an acceptable tamper-evident

technology.

(¢c) Labeling.

-
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(1) In order to alert consumers to the

specific tamper—evident feature (s)
used, each retail package of an OTC
drug product covered by this section
(except ammonia inhalant in crushable
glass ampules, containers of
compressed medical oxygen, or aerosol
products that depend upon the power of
a liquefied or compressed gas to expel

the contents from the container) is

required to bear a statement that:

(i) Identifies all tamper—evident

feature (s) and any capsule sealing
technologies used to comply with

paragraph (b) of this section;

(ii) TIs prominently placed on the

package; and

(iii) Is so placed that it will be

unaffected if the tamper—evident
feature of the package is breached or

missing.

(2) If the tamper—evident feature chosen

to meet the requirements in paragraph
(b) of this section uses an
identifying characteristic, that
characteristic is required to be
referred to in the labeling
statement. For example, the labeling
statement on a bottle with a shrink
band could say “For your protection,

this bottle has an imprinted seal

TIFMTRRR GRS IR AA T RDHY £,
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around the neck.”

(d) Request for exemptions from
packaging and labeling requirements
A manufacturer or packer may request
an exemption from the packaging and
labeling requirements of this
section. A request for an exemption is
required to be submitted in the form
of a citizen petition under 10.30 of
this chapter and should be clearly
identified on the envelope as a
“Request for Exemption from the
Tamper—Evident Packaging Rule.” The
petition is required to contain the
following:

(1) The name of the drug product or, if
the petition seeks an exemption for a
drug class, the name of the drug

class, and a list of products within
that class.

(2) The reasons that the drug product’s
compliance with the tamper—evident
packaging or labeling requirements of
this section is unnecessary or cannot
be achieved.

(3) A description of alternative steps
that are available, or that the
petitioner has already taken, to

reduce the likelihood that the

product or drug class will be the

subject of malicious adulteration.

(4) Other information justifying an
exemption.
(e) OTC drug products subject to approved

new drug applications.
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Holders of approved new drug
applications for OTC drug products
are required under 314.70 of this
chapter to provide the agency with
notification of changes in packaging
and labeling to comply with the
requirements of this section. Changes
in packaging and labeling required by
this regulation may be made before FDA
approval, as provided under 314. 70(c)
of this chapter. Manufacturing
changes by which capsules are to be
sealed require prior FDA approval

under 314.70(b) of this chapter.

(f) Poison Prevention Packaging Act of
1970.
This section does not affect any
requirements for “special packaging”
as defined under 310.3(1) of this
chapter and required under the Poison
Prevention Packaging Act of 1970.

[54 FR 5228, Feb. 2, 1989,
Sec.

(a) Packaged and labeled products shall
be examined during finishing
operations to provide assurance that
containers and packages in the lot

have the correct label

(b) A representative sample of units
shall be collected at the completion
of finishing operations and shall be
visually examined for correct
labeling.

(¢c) Results of these examinations shall

FFRICITNTREIR GRS I A XA TRHY £7,
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211. 134 Drug product inspection
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be recorded in the batch production or

control records

Sec. 211.137 Expiration dating.

(a) To assure that a drug product meets
applicable standards of identity,
strength, quality, and purity at the
time of use, it shall bear an

expiration date determined by

appropriate stability testing
described in 211. 166.

(b) Expiration dates shall be related to
any storage conditions stated on the
labeling, as determined by stability
studies described in 211. 166.

(¢) If the drug product is to be
reconstituted at the time of
dispensing, its labeling shall bear
expiration information for both the
reconstituted and unreconstituted
drug products.

(d) Expiration dates shall appear on
labeling in accordance with the
requirements of 201.17 of this
chapter.

(e) Homeopathic drug products shall be
exempt from the requirements of this

section.

(f) Allergenic extracts that are labeled
“"No U.S. Standard of Potency” are
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exempt from the requirements of this

section.

(g) New drug products for

investigational use are exempt from
the requirements of this section,
provided that they meet appropriate
standards or specifications as
demonstrated by stability studies
during their use in clinical
investigations. Where new drug
products for investigational use are
to be reconstituted at the time of
dispensing, their labeling shall bear

expiration information for the

reconstituted drug product.

(h) Pending consideration of a proposed

[43 FR 45077, Sept. 29, 1978, as amended at 46 FR 56412, Nov. 17,

exemption, published in the Federal
Register of September 29, 1978, the
requirements in this section shall
not be enforced for human OTC drug
products if their labeling does not
bear dosage limitations and they are
stable for at least 3 years as

supported by appropriate stability
data.

1995]
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Sec. 211. 142 Warehousing procedures. (B JEZERTFIA)

Written procedures describing the
warehousing of drug products shall be
established and followed. They shall
include:

(a) Quarantine of drug products before

release by the quality control unit

(b) Storage of drug products under
appropriate conditions of
temperature, humidity, and light so
that the identity, strength, quality,
and purity of the drug products are

not affected.
Sec. 211.150 Distribution procedure

Written procedures shall be established,
and followed, describing the
distribution of drug products. They
shall include:

(a) A procedure whereby the oldest
approved stock of a drug product is
distributed first. Deviation from
this requirement is permitted if such
deviation is temporary and
appropriate.

(b) A system by which the distribution of
each lot of drug product can be
readily determined to facilitate its

recall if necessary.
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Sec. 211.160 General requirements.

(a) The establishment of any
specifications, standards, sampling
plans, test procedures, or other
laboratory control mechanisms
required by this subpart, including
any change in such specifications,
standards, sampling plans, test
procedures, or other laboratory
control mechanisms, shall be drafted
by the appropriate organizational
unit and reviewed and approved by the
quality control unit.

The requirements in this subpart
shall be followed and shall be
documented at the time of
performance. Any deviation from the
written specifications, standards,
sampling plans, test procedures, or
other laboratory control mechanisms
shall be recorded and justified

(b) Laboratory controls shall include
the establishment of scientifically
sound and appropriate
specifications, standards, sampling
plans, and test procedures designed
to assure that components, drug
product containers, closures,
in—process materials, labeling, and
drug products conform to appropriate
standards of identity, strength,

quality, and purity. Laboratory
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controls shall include:

(1) Determination of conformity to

applicable written specifications
for the acceptance of each lot within
each shipment of components, drug
product containers, closures, and
labeling used in the manufacture,
processing, packing, or holding of
drug products. The specifications
shall include a description of the
sampling and testing procedures used.
Samples shall be representative and
adequately identified. Such
procedures shall also require
appropriate retesting of any
component, drug product container, or

closure that is subject to

deterioration.

(2) Determination of conformance to

written specifications and a

description of sampling and testing
procedures for in—process materials
Such samples shall be representative

and properly identified.

(3) Determination of conformance to

written descriptions of sampling
procedures and appropriate
specifications for drug products
Such samples shall be representative

and properly identified.

(4) The calibration of instruments,

.
#

apparatus, gauges, and recording
devices at suitable intervals in
accordance with an established
written program containing specific

FUNTR TR B I AZ A THRDHY £,
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directions, schedules, limits for
accuracy and precision, and
provisions for remedial action in the
event accuracy and/or precision
limits are not met. Instruments

apparatus, gauges, and recording
devices not meeting established
specifications shall not be used.

[43 FR 45077, Sept. 29, 1978, as amended
Sec.

(a) For each batch of drug product, there
shall be appropriate laboratory
determination of satisfactory
conformance to final specifications
for the drug product, including the

identity and strength of each active

ingredient, prior to release. Where
sterility and/or pyrogen testing are
conducted on specific batches of
short lived radiopharmaceuticals
such batches may be released prior to
completion of sterility and/or
pyrogen testing, provided such
testing is completed as soon as

possible.

(b) There shall be appropriate
laboratory testing, as necessary, of
each batch of drug product required to
be free of objectionable

microorganisms.

(¢c) Any sampling and testing plans shall
be described in written procedures
that shall include the method of

sampling and the number of units per
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211.165 Testing and release for distribution.
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batch to be tested; such written

procedure shall be followed.

(d) Acceptance criteria for the sampling
and testing conducted by the quality
control unit shall be adequate to
assure that batches of drug products
meet each appropriate specification
and appropriate statistical quality
control criteria as a condition for
their approval and release. The
statistical quality control criteria
shall include appropriate acceptance
levels and/or appropriate rejection
levels.

(e) The accuracy, sensitivity
specificity, and reproducibility of
test methods employed by the firm
shall be established and documented
Such validation and documentation may
be accomplished in accordance with
211. 194 (a) (2).

(f) Drug products failing to meet
established standards or
specifications and any other relevant
quality control criteria shall be
rejected. Reprocessing may be
performed. Prior to acceptance and
use, reprocessed material must meet
appropriate standards,
specifications, and any other

relevant critieria.

Sec. 211.166 Stability testing.

(a) There shall be a written testing

HFUNTL TR B I AZA TR H Y T,

HWrES K OTENIM TR Z L > TR &0,
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program designed to assess the = 3 5 O 22 FEME D FEEDSFEAL T
stability characteristics of drug XD L) ICGtE R R T e
products. The results of such T AMLELINTND D
stability testing shall be used in Lo TDO LD I EERERORE
determining appropriate storage Bk, WU RE SRR L OME

conditions and expiration dates. The HHIEOREIEHAT A &,
written program shall be followed and NESNTEFIRICRES Z &,

shall include: ZLTEDOFIEIROZ & 25
ez &,

(1) Sample size and test intervals based (1) FEatAy72 | EAE I S < B
on statistical criteria for each N A XA, Zh
attribute examined to assure valid . BEMOZY I HEEE A PR
estimates of stability; FET B 7 O iR T D BRI

ODWTHET D2 L

(2) Storage conditions for samples Q)RBOI=DITBRE L TH LY
retained for testing; VTN DRTESR:

(3) Reliable, meaningful, and specific Q) T, BB HV. FL T
test methods; R B A RO RBRIE

(4) Testing of the drug product in the &) EHENHRINTWELDL
same container—closure system as that [ U R e ite s A7 A TOE
in which the drug product is marketed; S OFER

(5) Testing of drug products for (5) FHAMRIZ (7LD RIEY)
reconstitution at the time of HiafR S 2 EXELORR, £
dispensing (as directed in the eIz FIRRIC FEifE D&
labeling) as well as after they are L ORER
reconstituted.

(b) An adequate number of batches of each (b){EFHEARDREDT=HDBIE
drug product shall be tested to HKEFE DN T 22 $ N

determine an appropriate expiration v T, w7 R & e
date and a record of such data shall TH1DICRBREIT, ZOT
be maintained. —HEREEHRT L L,

Accelerated studies, combined with SRSy, EH S B RO
basic stability information on the e T AT KT L TOEAKRR

components, drug products, and 7R B EMEIE R E A G TN
container—closure system, may be used R 2 . B ER 2l AR
to support tentative expiration dates (tentative expiration dates) @%{T"U’

provided full shelf life studies are CLTHEHLTHLRW, 727210,

FRRICIIMLTHGR B IR XA TRV £, FOUIRIZwi ETOHRIC|EEH A,
HWrES K OTENIM TR Z L > TR &0,
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not available and are being
conducted.

Where data from accelerated studies
are used to project a tentative
expiration date that is beyond a date
supported by actual shelf life
studies, there must be stability
studies conducted, including drug
product testing at appropriate
intervals, until the tentative
expiration date is verified or the

appropriate expiration date

determined.

(¢) For homeopathic drug products, the

requirements of this section are as

follows:

(1) There shall be a written assessment

of stability based at least on testing
or examination of the drug product for
compatibility of the ingredients, and
based on marketing experience with
the drug product to indicate that
there is no degradation of the product
for the normal or expected period of

use.

(2) Evaluation of stability shall be

based on the same container—closure
system in which the drug product is

being marketed.

(d) Allergenic extracts that are labeled

“"No U.S. Standard of Potency” are

exempt from the requirements of this

Page 60 of/ 83 pages
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section.

[43 FR 45077, Sept. 29, 1978, as amended

Sec. 211.167 Special testing requirements. (Rrhl7ZeiER D7~ DBL(:)

(a) For each batch of drug product
purporting to be sterile and/or
pyrogen—free, there shall be
appropriate laboratory testing to
determine conformance to such
requirements. The test procedures
shall be in writing and shall be
followed.

(b) For each batch of ophthalmic
ointment, there shall be appropriate
testing to determine conformance to
specifications regarding the
presence of foreign particles and
harsh or abrasive substances. The
test procedures shall be in writing

and shall be followed.

Page 61 of/ 83 pages I_ife S(,ielltiﬂ

21CFR § 211  Fn3C
S, 20w 7 a OB
LIPS NS N S
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(b)EREXE DFHER

SR O /Ny FITxt LT,
B b NCEHE5 LT 5
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DL e RS FAET D Z &,
ZORBRFIEICER L, 20
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(¢) For each batch of controlled-release (c) FAH &IHEIE KD HKER

dosage form, there shall be
appropriate laboratory testing to
determine conformance to the
specifications for the rate of
release of each active ingredient.
The test procedures shall be in

writing and shall be followed

I ERAN D45 /S FATH L
T\ AFHRE S DB EE DR
R L C oA 2 i~ %
o NlBRR oL, D
ABRFIEIISCE L L. ZAucHt
¢

Sec. 211.170 Reserve samples. (RIFEY > 7))

(a) An appropriately identified reserve (a)BZIHHSDAFTOVEEDRTE

sample that is representative of each
lot in each shipment of each active
ingredient shall be retained. The

reserve sample consists of at least

BN DB NG DT b
2RET DO, EUNIERR S
NIAREY o TNV BRI D 2
L, TORTFEY T E, FOD
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twice the quantity necessary for all
tests required to determine whether
the active ingredient meets its
established specifications, except
for sterility and pyrogen testing.
The retention time is as follows:

(1) For an active ingredient in a drug
product other than those described in
paragraphs (a) (2) and (3) of this
section, the reserve sample shall be
retained for 1 year after the
expiration date of the last lot of the
drug product containing the active
ingredient.

(2) For an active ingredient in a
radioactive drug product, except for
nonradioactive reagent kits, the
reserve sample shall be retained for:

(i) Three months after the expiration
date of the last lot of the drug
product containing the active
ingredient if the expiration dating
period of the drug product is 30 days
or less; or

(ii) Six months after the expiration date
of the last lot of the drug product
containing the active ingredient if
the expiration dating period of the
drug product is more than 30 days.

(3) For an active ingredient in an OTC
drug product that is exempt from
bearing an expiration date under
211. 137, the reserve sample shall be
retained for 3 years after
distribution of the last lot of the
drug product containing the active

ingredient.
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(b) An appropriately identified reserve
sample that is representative of each
lot or batch of drug product shall be
retained and stored under conditions
consistent with product labeling. The
reserve sample shall be stored in the
same immediate container—closure
system in which the drug product is
marketed or in one that has
essentially the same
characteristics

The reserve sample consists of at
least twice the quantity necessary to
perform all the required tests,
except those for sterility and
pyrogens.

Except for those for drug products
described in paragraph (b) (2) of this
section, reserve samples from
representative sample lots or batches
selected by acceptable statistical
procedures shall be examined visually
at least once a year for evidence of
deterioration unless visual
examination would affect the
integrity of the reserve sample.

Any evidence of reserve sample
deterioration shall be investigated
in accordance with 211.192. The
results of the examination shall be
recorded and maintained with other
stability data on the drug product
Reserve samples of compressed medical
gases need not be retained. The

retention time is as follows:

HFUNTL TR B I AZA TR H Y T,

HWrES K OTENIM TR Z L > TR &0,

[Revised as of April 1, 2014]

Page 63 of/ 83 pages

21CFR § 211 Fn¢

OREFEFUTILORE LRBREE

EILOF Ty M ETIT ANy T
ZRFET HEUNTERR] S TR
e 7 A BRI EROR
LIoNEE—BLTRRET, R
BL, RFTDZ &, RV
TE, TOEELAZTIRL T
W5 & E LA B ARt
VAT L, B DHWIEARENCRE
UHFIEZE b o 7o B R - ke
VAT ATCRIFTHZ L,
RIF 7 iE, BT
DREREATH DIZHE DD
L TH 2fENDIER ST D,
=L, EERBRBS L0V m
VAT AR EZ R,
DRI arORTITTT
(b) IR~ BTV B EIE A
DELGHEERE, FRSIND KD
A B Lo ORE SN
TeREWY Ty FHDN
IRy F NS DORET T
. D THHE L ENLHET
HbokErmET 52 L, -
L, ZokEx, BMmET
DT EN REY T NOER
PRI L2202 E AR TH
Do

BRAFY > T L DOEAE D] &
DOFHLA HIIE, §211.192 12 L
TR CTRRZFHET D2 &,
FRARE R TR L. Yaz =,
DMMDLFENT — 5 & &Iz,
gL, RETDHZ L, EFEH
EEAT Z NIRRT 2 B
W, REHEIIRO LB TH
5o

AT A FiT ETORZICHEER A,

Lite Scientia

il 3 A A



*FhRER_21CFR211_(CGMP) [Revised as of April 1, 2014]

21CFR§ 211 &

(1) For a drug product other than those
described in paragraphs (b) (2) and
(3) of this section, the reserve
sample shall be retained for 1 year
after the expiration date of the drug
product.

(2) For a radioactive drug product,
except for nonradioactive reagent
kits, the reserve sample shall be
retained for:

(i) Three months after the expiration
date of the drug product if the
expiration dating period of the drug
product is 30 days or less; or

(ii) Six months after the expiration date
of the drug product if the expiration
dating period of the drug product is
more than 30 days

(3) For an OTC drug product that is exempt
for bearing an expiration date under
211. 137, the reserve sample must be
retained for 3 years after the lot or

batch of drug product is distributed
[48 FR 13025, Mar. 29, 1983, as amended

Sec. 211.173 Laboratory animals.

Animals used in testing components,
in—process materials, or drug products
for compliance with established
specifications shall be maintained and
controlled in a manner that assures their
suitability for their intended use. They
shall be identified, and adequate
records shall be maintained showing the

history of their use.

FRRICIZM TR 1B I A XA TR £7,
HWrES K OTENIM TR Z L > TR &0,
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Sec. 211.176 Penicillin contamination. (R=V 759

If a reasonable possibility exists that
a non—penicillin drug product has been
exposed to cross—contamination with
penicillin, the non—penicillin drug
product shall be tested for the presence
of penicillin. Such drug product shall
not be marketed if detectable levels are
found when tested according to
procedures specified in Procedures for
Detecting and Measuring Penicillin
Contamination in Drugs,’ which is
incorporated by reference. Copies are
available from the Division of Research
and Testing (HFD-470), Center for Drug
Evaluation and Research, Food and Drug
Administration, 5100 Paint Branch Pkwy.
College Park, MD 20740, or available for
inspection at the National Archives and
Records Administration (NARA). For
information on the availability of this
material at NARA, call 202-741-6030, or
go to:
http://www. archives. gov/federal_regist
er/code_of_federal_regulations/ibr_loc

ations. html.

FR= ) RN =Y
KDRXIBGIZE b Iz L)
%73 (reasonable) 78 FIREMESFTE
ToOHAE. TOIER= ) UL,
I=2 Y COFEIC DWW CTRBR
352 &, L. Procedures for
Detecting and Measuring
Penicillin Contamination in
(ZAUL, CERE LTHRA
L72) ICTHIE SN HIEHE- T
MBRL7c L& Bt b~r TR
FEnIURX, O XD REIRMT,
MR L7222 &,

Drugs’

SCERD = B —1,

AU —=F 2 NN 20740 1 Ly PR
— I AT T TN
= A 5100 {Zd> % FDA ¢ CDER DHF
¢« FRBRES (HFD—470) 7> 5 AF-9
L, b L IFAETHE R
(NARA) THETIIAFTE %,
NARA CZ DOEBNAFTE o008
5 INDIFEHRIZ DN T,
202-741-6030 ~FEFET 570>, b L
<&

http://www. archives. gov/federa
1_register/code_of federal_reg
ulations/ibr_locations. html. ~~

TI7REATAHI &

[43 FR 45077, Sept. 29, 1978, as amended at 47 FR 9396, Mar. 5, 1982; 50 FR 8996, Mar. 6,
1985; 55 FR 11577, Mar. 29, 1990; 66 FR 56035, Nov. 6, 2001; 69 FR 18803, Apr. 9, 2004]
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Sec.
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(a) Any production, control, or

distribution record that is required
to be maintained in compliance with
this part and is specifically
associated with a batch of a drug
product shall be retained for at least
1 year after the expiration date of
the batch or, in the case of certain
OTC drug products lacking expiration
dating because they meet the criteria

for exemption under 211.137, 3 years

after distribution of the batch.

(b) Records shall be maintained for all

components, drug product containers
closures, and labeling for at least 1
year after the expiration date or, in
the case of certain OTC drug products
lacking expiration dating because
they meet the criteria for exemption
under 211.137, 3 years after
distribution of the last lot of drug
product incorporating the component
or using the container,

closure, or

labeling.

(c) All records required under this part,

-

FUNTR TR B I AZ A THRDHY £,

or copies of such records, shall be
readily available for authorized
inspection during the retention
period at the establishment where the

activities described in such records

HIWrs KOMTENIL TS L > TR SV,

211. 180 General requirements.
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occurred. These records or copies
thereof shall be subject to
photocopying or other means of
reproduction as part of such
inspection. Records that can be
immediately retrieved from another
location by computer or other
electronic means shall be considered
as meeting the requirements of this

paragraph.

(d) Records required under this part may

be retained either as original
records or as true copies such as
photocopies, microfilm, microfiche,
or other accurate reproductions of
the original records. Where reduction
techniques, such as microfilming, are
used, suitable reader and

photocopying equipment shall be

readily available

(e) Written records required by this part

.
#

shall be maintained so that data
therein can be used for evaluating, at
least annually, the quality standards
of each drug product to determine the
need for changes in drug product
specifications or manufacturing or
control procedures. Written
procedures shall be established and
followed for such evaluations and

shall include provisions for:

FUNTR TR B I AZ A THRDHY £,
Wris LOTENI LTS L > T RSV,
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(2) A review of complaints,

[43 FR 45077, Sept. 29,

Sec.

adjustments),

+Mﬁ®J¢)ﬁ§hizdﬁﬁi’
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(1) A review of a representative number

of batches, whether approved or
rejected, and, where applicable

records associated with the batch.

recalls,
returned or salvaged drug products,
and investigations conducted under

211.192 for each drug product

(f) Procedures shall be established to

assure that the responsible officials
of the firm, if they are not
personally involved in or immediately
aware of such actions, are notified in
writing of any investigations
conducted under 211.198, 211.204, or
211. 208 of these regulations, any
recalls, reports of inspectional
observations issued by the Food and
Drug Administration, or any
regulatory actions relating to good
manufacturing practices brought by

the Food and Drug Administration.

1978,

A written record of major equipment

cleaning, maintenance (except routine

maintenance such as lubrication and

and use shall be included

in individual equipment logs that show

IR RS I A XA TR ET,
XoTTFaW,

[Revised as of April 1, 2014]

as amended at 60 FR 4091,

211. 182 Equipment cleaning and use log.

B
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the date, time, product, and lot number
of each batch processed.

If equipment is dedicated to
manufacture of one product, then
individual equipment logs are not
required, provided that lots or batches
of such product follow in numerical order
and are manufactured in numerical
sequence. In cases where dedicated
equipment is employed, the records of
cleaning, maintenance, and use shall be
part of the batch record.

The persons performing and
double—checking the cleaning and
maintenance (or, if the cleaning and
maintenance is performed using automated
equipment under 211.68, just the person
verifying the cleaning and maintenance
done by the automated equipment) shall
date and sign or initial the log
indicating that the work was performed.
Entries in the log shall be in

chronological order.

[73 FR 51933, Sept. 8, 2008]

Sec.

O/ Ve NESE 8N

These records shall include the

following:

(a) The identity and quantity of each
shipment of each lot of components,
drug product containers, closures,

and labeling; the name of the

supplier; the supplier’s lot

number (s) if known; the receiving
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21CFR§ 211 3&3C
code as specified in 211.80; and the
date of receipt. The name and location
of the prime manufacturer, if
different from the supplier, shall be

listed if known.

(b) The results of any test or
examination performed (including
those performed as required by
211.82(a), 211.84(d), or 211.122(a))
and the conclusions derived
therefrom.

(¢) An individual inventory record of
each component, drug product
container, and closure and, for each
component, a reconciliation of the
use of each lot of such component. The
inventory record shall contain
sufficient information to allow
determination of any batch or lot of
drug product associated with the use
of each component, drug product

container, and closure

(d) Documentation of the examination and
review of labels and labeling for
conformity with established
specifications in accord with

211.122(¢) and 211.130(c).

(e) The disposition of rejected
components, drug product containers

closure, and labeling.

[Revised as of April 1, 2014]
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Sec. 211.186 Master production and control records.
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(a) To assure uniformity from batch to

batch, master production and control
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21CFR§ 211 3&3C
records for each drug product
including each batch size thereof,
shall be prepared, dated, and signed
(full signature, handwritten) by one
person and independently checked
dated, and signed by a second person.
The preparation of master production
and control records shall be
described in a written procedure and
such written procedure shall be
followed.
(b) Master production and control

records shall include:

(1) The name and strength of the product
and a description of the dosage form;
(2) The name and weight or measure of each
active ingredient per dosage unit or
per unit of weight or measure of the
drug product, and a statement of the
total weight or measure of any dosage

unit;

(3) A complete list of components
designated by names or codes
sufficiently specific to indicate any

special quality characteristic;

(4) An accurate statement of the weight
or measure of each component, using
the same weight system (metric
avoirdupois, or apothecary) for each
component. Reasonable variations may
be permitted, however, in the amount
of components necessary for the

preparation in the dosage form,
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21CFR§ 211 &3
provided they are justified in the
master production and control
records;

(5) A statement concerning any
calculated excess of component;

(6) A statement of theoretical weight or
measure at appropriate phases of
processing;

(7) A statement of theoretical yield,
including the maximum and minimum
percentages of theoretical yield
beyond which investigation according

to 211.192 is required;

(8) A description of the drug product
containers, closures, and packaging
materials, including a specimen or
copy of each label and all other
labeling signed and dated by the
person or persons responsible for

approval of such labeling;

(9) Complete manufacturing and control
instructions, sampling and testing

procedures, specifications, special
notations, and precautions to be

followed
Sec.

Batch production and control records

[Revised as of April 1, 2014]
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product produced and shall include
complete information relating to the

production and control of each batch.
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These records shall include:

(a) An accurate reproduction of the
appropriate master production or
control record, checked for accuracy,
dated, and signed;

(b) Documentation that each significant
step in the manufacture, processing

packing, or holding of the batch was

accomplished, including:

(1) Dates;

(2) TIdentity of individual major
equipment and lines used;

(3) Specific identification of each
batch of component or in—process
material used;

(4) Weights and measures of components
used in the course of processing;
(5) In-process and laboratory control

results;

(6) Inspection of the packaging and
labeling area before and after use;

(7) A statement of the actual yield and
a statement of the percentage of
theoretical yield at appropriate
phases of processing;

(8) Complete labeling control records
including specimens or copies of all

labeling used;

(9) Description of drug product
containers and closures;
(10) Any sampling performed;
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(11) Identification of the persons
performing and directly supervising
or checking each significant step in
the operation, or if a significant
step in the operation is performed by
automated equipment under 211. 68,
the identification of the person
checking the significant step
performed by the automated
equipment.

(12) Any investigation made according to
211.192.

(13) Results of examinations made in
accordance with 211.134.

[43 FR 45077, Sept. 29, 1978,

Sec.

All drug product production and
including those for

shall be

control records
packaging and labeling,
reviewed and approved by the quality
control unit to determine compliance
with all established, approved written
procedures before a batch is released or
distributed.

Any unexplained discrepancy
(including a percentage of theoretical
yield exceeding the maximum or minimum
percentages established in master
production and control records) or the
failure of a batch or any of its
components to meet any of its
specifications shall be thoroughly
investigated, whether or not the batch
has already been distributed.

The investigation shall extend to

other batches of the same drug product
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and other drug products that may have
been associated with the specific
failure or discrepancy. A written record
of the investigation shall be made and
shall include the conclusions and

followup.

Sec. 211.194 Laboratory records.

(a) Laboratory records shall include
complete data derived from all tests
necessary to assure compliance with
established specifications and

including examinations

standards,

and assays, as follows:

(1) A description of the sample received
for testing with identification of
source (that is, location from where
sample was obtained), quantity, lot
number or other distinctive code
date sample was taken, and date sample
was received for testing.

(2) A statement of each method used in the
testing of the sample. The statement
shall indicate the location of data
that establish that the methods used
in the testing of the sample meet
proper standards of accuracy and
reliability as applied to the product
tested. (If the method employed is in
the current revision of the United
States Pharmacopeia, National
Formulary, AOAC INTERNATIONAL, Book
of Methods, ! or in other recognized

standard references, or is detailed

in an approved new drug application

and the referenced method is not
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modified, a statement indicating the
method and reference will suffice).
The suitability of all testing
methods used shall be verified under

actual conditions of use.

: Copies may be obtained from: AOAC
INTERNATIONAL, 481 North Frederick
Ave., suite 500, Gaithersburg, MD

20877.

(3) A statement of the weight or measure

of sample used for each test, where

appropriate.

(4) A complete record of all data secured
in the course of each test, including

all graphs, charts, and spectra from
laboratory instrumentation, properly
identified to show the specific
component, drug product container,
closure, in—process material, or drug

product, and lot tested.

(5) A record of all calculations

performed in connection with the
test, including units of measure,

conversion factors, and equivalency
factors

(6) A statement of the results of tests

and how the results compare with

established standards of identity,
strength, quality, and purity for the
component, drug product container,
closure, in—process material, or drug
product tested.

(7) The initials or signature of the

person who performs each test and the

date(s) the tests were performed
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21CFR§ 211 &3
(8) The initials or signature of a second
person showing that the original
records have been reviewed for
accuracy, completeness, and
compliance with established
standards.

(b) BIEL-HERAETITo=158E

(b) Complete records shall be maintained

of any modification of an established
method employed in testing. Such
records shall include the reason for
the modification and data to verify
that the modification produced
results that are at least as accurate
and reliable for the material being

tested as the established method

(c) Complete records shall be maintained
of any testing and standardization of
laboratory reference standards
reagents, and standard solutions.
(d) Complete records shall be maintained
of the periodic calibration of
laboratory instruments, apparatus,
gauges, and recording devices
required by 211.160(b) (4).

(e) Complete records shall be maintained
of all stability testing performed in

accordance with 211. 166
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[43 FR 45077, Sept. 29, 1978, as amended at 55 FR 11577, Mar. 29, 1990; 65 FR 18889, Apr.
10, 2000; 70 FR 40880, July 15, 2005; 70 FR 67651, Nov. 8, 2005]

Sec. 211.196 Distribution records. (HIfRfEdDEE04%)

HFRTBC IS B0 (distribution records)
X, B O FR & lid L UHEIE.

Distribution records shall contain the

name and strength of the product and
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description of the dosage form, name and 3 OHIH ., 752 A (consignee) D

address of the consignee, date and
quantity shipped, and lot or control
number of the drug product. For
compressed medical gas products

distribution records are not required to

PR P, T LA &
A SYONETAVE SR R= I oy
FIITERE S ERLET A Z L,
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contain lot or control numbers. DB,
[49 FR 9865, Mar. 16, 1984]
Sec. 211.198 Complaint files.  (EfHALFEZTER)

(a) Written procedures describing the
handling of all written and oral
complaints regarding a drug product
shall be established and followed.
Such procedures shall include
provisions for review by the quality
control unit, of any complaint
involving the possible failure of a
drug product to meet any of its
specifications and, for such drug
products, a determination as to the
need for an investigation in
accordance with 211.192. Such
procedures shall include provisions
for review to determine whether the
complaint represents a serious and
unexpected adverse drug experience
which is required to be reported to
the Food and Drug Administration in
accordance with 310. 305 and 514. 80 of
this chapter.

(b) A written record of each complaint
shall be maintained in a file
designated for drug product
complaints. The file regarding such
drug product complaints shall be

maintained at the establishment where
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the drug product involved was
manufactured, processed, or packed,
or such file may be maintained at
another facility if the written
records in such files are readily
available for inspection at that
other facility.

Written records involving a drug
product shall be maintained until at
least 1 year after the expiration date
of the drug product, or 1 year after
the date that the complaint was
received, whichever is longer. In the
case of certain OTC drug products
lacking expiration dating because
they meet the criteria for exemption
under 211.137, such written records
shall be maintained for 3 years after
distribution of the drug product.
(1) The written record shall include the
following information, where known:
the name and strength of the drug
product, lot number, name of
complainant, nature of complaint, and
reply to complainant.

(2) Where an investigation under 211. 192
is conducted, the written record
shall include the findings of the
investigation and followup. The
record or copy of the record of the
investigation shall be maintained at
the establishment where the
investigation occurred in accordance
with 211.180(c).

(3) Where an investigation under 211. 192
is not conducted, the written record

shall include the reason that an
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[43 FR 45077, Sept. 29, 1978, as amended at 51 FR 24479, July 3, 1986; 68 FR 15364, Mar. 31,
2003]
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Sec.
Returned drug products shall be
identified as such and held. If the
conditions under which returned drug
products have been held, stored, or
shipped before or during their return, or
if the condition of the drug product, its

container, carton, or labeling, as a

result of storage or shipping, casts
doubt on the safety, identity, strength,
quality or purity of the drug product,
the returned drug product shall be
destroyed unless examination, testing,
or other investigations prove the drug
product meets appropriate standards of

safety, identity, strength, quality, or
purity.

A drug product may be reprocessed
provided the subsequent drug product
meets appropriate standards
specifications, and characteristics
Records of returned drug products shall
be maintained and shall include the name
and label potency of the drug product
dosage form, lot number (or control
number or batch number), reason for the
return, quantity returned, date of
disposition, and ultimate disposition of
the returned drug product. If the reason
for a drug product being returned
implicates associated batches, an

appropriate investigation shall be

conducted in accordance with the
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writing and shall be followed.
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Sec. 211.208 Drug product salvaging. ([EF5LORE)
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shall not be salvaged and returned to the
marketplace. Whenever there is a
question whether drug products have been
subjected to such conditions, salvaging
operations may be conducted only if there
is (a) evidence from laboratory tests and
assays (including animal feeding studies
where applicable) that the drug products
meet all applicable standards of
identity, strength, quality, and purity
and (b) evidence from inspection of the
premises that the drug products and their
associated packaging were not subjected
to improper storage conditions as a
result of the disaster or accident.
Organoleptic examinations shall be
acceptable only as supplemental evidence
that the drug products meet appropriate
standards of identity, strength,
quality, and purity. Records including
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be maintained for drug products subject T 52 &,
to this section.
Authority: 21 U.S.C. 321, 351, 352, 3bb, 360b, 371, 374; 42 U.S.C. 216, 262, 263a, 264.
Source: 43 FR 45077, Sept. 29, 1978, unless otherwise noted.
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