Title 21-Food and Drugs

CHAPTER I-FOOD AND DRUG
ADMINISTRATION
DEPARTMENT OF

HEALTH, EDUCATION, AND
WELFARE

SUBCHAPTER C-DRUGS: GENERAL
[Docket No. 75N-0339]

HUMAN AND VETERINARY
DRUGS

Current Good Manufacturing Practice
in Manufacture, Processing, Packing,
or Holding

AGENCY: Food and Drug
Administration.

ACTION: Final rule.

SUMMARY: This document amends

the FDA regulations that set forth

current good manufacturing practice
(CGMP) for human and veterinary drug
products. The amendments update present
regulations in light of current technology
for drug manufacturing and delineate
requirements more specifically than do
the present regulations. Although some of
the provisions in these amendments
represent requirements not specifically
included in the existing CGMP
regulations, in many instances the
revisions are practices that have been
considered implicit in the regulations or
are at least considered by most
manufacturers to be desirable
requirements for their own operations.
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JEKAPCTBA JIJIS1 JIFOJIEMA U
JKMBOTHBIX

JleiicTBy10111as1 HAJTesKALIAS
npousBoicTBeHHas npaktuka (CGMP) B
U3roTOBJICHUH, TlepepadoTKe, YIAKOBKe
JIEKapCTB WJIN 00pPaLleHuH ¢ HUMH

OPTAH I'OCYJAPCTBEHHOI'O
HAJZI3OPA: AnMunMCTpaIms no
KOHTPOJIIO 32 IPOTYKTaMH IIUTAHUS U
nexapctBamu CILA (FDA)

JIECTBUE: okOHYaTe/IbHOE PEllIeHHe

PEDEPAT: Hacroaumm n1oKyMeHTOM
BHOCSAITCSI IONPABKH B HOPMaTHBHO-
IOpUIUecKie TOKyMeHThl FDA,
yCTaHABJIMBAIOILUE IEHCTBYIOLLYIO
HaJIJIeXKalIy 0 IPOU3BOICTBEHHYIO
npaktuky (CGMP) anst nekapcTBeHHOM
HPOAYKLMHU JUIS JTFOAEH 1 5KUBOTHBIX.
JlaHHbBIE IONPAaBKU KOPPEKTUPYIOT
JIEUCTBYIOLIIE HOPMATHBHBIE MIOJIOKECHUS B
CBSI3H C HCIIOJIb30BaHUEM COBPEMEHHBIX
TEXHUYECKHUX CPEZICTB 110 IPOU3BOACTBY
JIEKapCTBEHHOM MPOAYKLMH U BBOAAT OoJiee
JIeTaTbHOE OTpeIeNieHre TpeOOBaHMIA 1O
CPaBHEHHMIO C CYLLIECTBYIOIIMMHA HOPMaMH.
Hecmotps Ha TO, YTO HEKOTOpPbIE
HOJIOKEHHUS HACTOSIIUX MONPABOK
coziepikaT Takue TpeOOBaHMUS, KOTOPbIE He
ObLIM BKJIIOYEHBI B COCTaB ICHCTBYIOIINX
HopMaTuBHBIX nonoxxkennit CGMP, Bo
MHOTHMX CITy4asiX 3TH W3MEHEHUS
HpEeIosaraloT BHECEHNE U3MEHEHHH B
MPaKTHKY, IPUMEHEHHE KOTOPO
MOJIPa3yMeBAETCs B ICHCTBYIOIINX




Under the Federal Food, Drug, and
Cosmetic Act, a drug is deemed to be
adulterated unless the methods used

in its manufacture, processing, packing,
and holding, and the facilities and
controls used therefore, conform to
current good manufacturing practice so
that the drug meets the safety
requirements of the act and has the
identity and strength and meets the
quality and purity characteristics that

it is represented to have. The regulations
are being updated and made more
explicit, and therefore less subject

to varying interpretations, to assure that
all members of the drug industry are
made aware of the level of performance
expected of them to be in compliance
with the act.

EFFECTIVE DATE: March 28.1979.
FOR FURTHER INFORMATION
CONTACT:

Clifford G. Broker (HFD-323) (301-
443-5307). or Robert J. Rice, Jr.,
(HFD-30) (301-443-5220), Bureau of
Drugs, Food and Drug Administration,
Department of Health, Education,

and Welfare, 5600 Fishers

Lane. Rockville, Md. 20857.

SUPPLEMENTARY INFORMATION:
In the FEDERAL REGISTER of
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HOPMAaTHUBHBIX HOJIOKEHUSIX WK KOTOpBIE,
10 KpaifHel Mepe, OONBITMHCTBO
HPOU3BOJUTENEH pacCMaTPUBAIOT B
KaueCcTBe JKeNaTelIbHbIX TPeOOBaHUI B
CBOEM COOCTBEHHOM TPOHM3BOICTBEHHOM
poLecce.

B cootsercTBUM ¢ PenepatbHbIM
3akoHOM CIIIA o caHuTapHOMY Ha/I30py
3a KQ4YeCTBOM IHILEBBIX POAYKTOB,
MEIMKAMEHTOB U KOCMETHYECKUX CPE/ICTB
TF000H METUIIMHCKHI TIPeTiapaT CUNTaeTCs
HPHUTOTHBIM K IPUMEHEHUIO JIMIIH B TOM
Cllydae, €CJI METO/IbI €70 U3TOTOBJIEHM,
00palbOTKH, YMaKOBKH, ¥ OOpaIeHHs C
HUM, a TaKKe TEXHUYECKUE CPEJICTBA U
CpeJcTBa KOHTPOJIS, IPUMEHSIEMBbIE B
paMKax yKa3aHHBIX IIPOLIECCOB,
COOTBETCTBYIOT AEHCTBYIOLIUM
HOJIOKEHUSIM O HaJUIeKallei
MPOU3BOJCTBEHHOM NPAKTHKE, a caM
MEIUIMHCKUH TIpernapar, TAaKuM 00pa3oMm,
YIIOBJIETBOPSIET MOJIOKEHHUAM JAHHOTO
3aK0HA 0 0€30I1aCHOCTH MEAUKAMEHTOB, a
TaK)KE COOTBETCTBYET CBOEMY HAa3BaHMIO U
YKa3aHHOU CUJIE ICIUCTBUA U
YIIOBJIETBOPSIET YKa3aHHOMY YPOBHIO
KauecTBa 1 YUCTOTHL.. KoppekTupoBka u
YTOYHEHHE HACTOSIINX HOPMAaTHUBHBIX
HOJIOKEHUH U, CIIe/IOBATENbHO, UX
PEAAKTUPOBAHUE B LIEJISAX CHIKEHUS
BEPOSITHOCTH PACXOXKJICHUH B HX
TOJIKOBaHUM, NPETPUHUMAIOTCS C TOH
LIENTbI0, YTOOBI BCE MPEANPHUATHSL
(hapMarieBTHUECKON POMBIIIUICHHOCTH
OBLTH OCBEIOMJICHBI O TIPEABSIBISIEMBIX B
paMKax HACTOAIIETr0 3aKOHa TPEOOBaHMSIX K
TMIOKa3aTeNsIM MX paOOTBHL.

JATA BCTYIUIEHUA B CUITY: 28
Mmapra 1979 1.

JIMLIA JIJIA KOHTAKTOB HA
I[MPEAMET IIOJIVUEHU A BOJIEE
I[IOAPOBHOM NHO®OPMAINU:
Kmudopn Ix. Bpokep (Clifford G. Broker)
(HFD-323) (301-443-5307) umu PoGept
JIx. Paiic M. (Robert J. Rice Jr.) (HFD-30)
(301-443-5220), bropo Otnena
3paBOOXPAHEHNS, IPOCBEILICHHS U
COLMANIBHBIX YCIYT AJMUHHCTPALIIH 110
KOHTPOJIIO 32 MPOIYKTAMH MTUTAHUS U
nekapcrBamu CLLIA (Bureau of Drugs,
Food and Drug Administration, Department
of Health, Education and Welfare), 5600
Fishers Lane. Rockville, Md. 20857).

JOIIOJIHUTEJIbHASL THOOPMAIUA: B
OEJIEPAJIbHOM PEI'MCTPE or 13 ¢eBpans 1976 1.

(rnmapa 6878 Toma 41 denepanbHOro




February 13. 1976 (41 FR 6878), the
Commissioner of Food and Drugs
proposed to revise the CGMP regulations,
Parts 210 and 211 (21 CFR Parts 210 and
211), issued under section 501(a)(2)(B)
of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 351(a)(2)(B)), to update
them in light of current technology

and to adopt more specific requirements
to assure the quality of finished drug
products. Because of the nature and
extent of the proposed revisions,

the Commissioner allowed until June 14,
1976, for interested persons to submit
comments.

The Commissioner received comments
from 168 respondents totaling
approximately 2,000 pages. These
comments represent many interests -
individual consumers; nonprofit
institutions or associations: health-care
departments of hospitals, colleges, and
universities: State and foreign healthcare
organizations; domestic and foreign
drug manufacturers, repackers, and
distributors; consultants to the

drug industry; drug equipment
manufacturers; and numerous trade and
professional associations representing
manufacturers, repackers, distributors,
consulting engineers, and professionals
in the health-care system.

In general, the comments supported

the Commissioner’s concern for the
availability of uniformly high quality
drug products. Consumers, in particular,
expressed strong support for the

peructpa) Jupekrop AIMHUHHCTPAIUHN I10
KOHTPOJIIO 32 MPOyKTaMH MUTAHUSI U
nekapcTBamu (nanee — J{upextop)
MPEUIOKHUIT IEPECMOTPETH HOPMBbI
CGMP B yactu 210 u 211 (yactu 210 u
211 toma 21 CBojna deaepanbHbIX
npasui CIIIA), omy0nukoBaHHBIE B
pazznene 501(a) (2) (B) denepanbHOro
3akoHa CIIIA o koHTpoJe 32 KaueCTBOM
[IPOAYKTOB IUTAaHUS, JICKAPCTB U
KOCMETHUYECKUX CPe/ICTB (TaBa
351(a)(2)(B) Toma 21 CBona 3aKOHOB
CHIA), c 1enpio uX KOPPEKTUPOBKHU B
CBSI3U C UCHOJIb30BAaHUEM COBPEMEHHBIX
TEXHUYECKUX CPEJCTB IO IPOU3BOJCTBY
JIEKapCTBEHHOM MPOAYKIMH U IPUHATHUS
Oonee JleTabHBIX TpeOOBaHUHN TIO
00ecrneyeHnIo KauecTBa rOTOBOM
MEIUIMHCKON IPOYKIUU. Y YUThIBAS
XapakTep ¥ MacITalObl Mpe/IaraeéMbIxX
U3MEHEeHUH, JIUpEeKTOp Ha3HAYMIT
KpallHAIM CPOKOM, 10 KOTOPOTO
3aMHTEPECOBAHHBIC JIUIIA MOTIIN
MO/TaBaTh CBOM KOMMEHTapuH, 14 uroHs
1976 1.

B agpec xomuccnu MOCTYITHITH
3amedaHus oT 168 pecrioHIeHTOB O0INM
00beMOM OKOJI0 2 ThIC. cTpanul. Cpenu
PECTIOHICHTOB OBLTH TIPE/ICTABICHBI CAMbIE
PpasIuyHbIE TPYIIIBI: HHANBUAYaIbHBIC
MOTPEOUTEITH JIEKAPCTB; HEKOMMEPUYECKHUE
OpraHM3alluK 1 00bEANHEHNS; JIeUeOHbIe
oTzeNeHus OOJILHULL, BY30B U
YHUBEPCHUTETOB; OpraHU3aLin
3/IpaBOOXPAHEHUS ILITATOB U 3apyOeikHBIX
CTpaH; OTE€UECTBEHHBIE 1 3apyOeIKHbIE
(bMPMBI-ITPON3BOAUTENN MEAULIMHCKUX
HpernapaToB; GUPMBI 10 pac(acoBKe U
OIITOBOM MPOAXKE JIEKapCTB; (PUpMBI-
KOHCYJIBTAHTHI (hapMalleBTHIECKHX
MIPEINPUATUI; TPOU3BOIUTEIN
(hapMarieBTHUECKOro 000pyI0BaHus, a
TaKKE Pa3IUYHBIE TOPTOBBIE U
npodeCCHOHANTBHBIE aCCOLUAIH (PUPM-
npousBoHTeNeH, prupm o pachacoBke
JIEKapCTB, 110 ONTOBOI TOProBIe,
WHXEHEPOB-KOHCYJIbTAaHTOB U
CMELUATINCTOB CUCTEMBI 3/]PABOOXPAHEHHS.

B uenom aBTOpHI 3aMevaHmit
nojziepxay cooopakenus J{upexropa o
HEO0OXOIMMOCTH 00ECTIEUUTh B PaBHOM
CTENEeHU BBICOKOE KaYeCTBO METUIIMHCKHX
npemnapartoB. B yacTHOCTH, aBTOpBI
3aMeYaHui ¢ OOJIBIINM OJ00pEHHEM




proposed revisions, especially the
provisions for expiration dating of
pharmaceuticals. A majority of drug
manufacturers agreed with many of the
proposed revisions, but objected to
others. A few manufacturers objected to
most of the proposal.

The Commissioner is pleased to note
that where differences existed, many
interested persons furnished alternative
wording and justification in support of
such alternatives. The Commissioner
has carefully considered every comment
and all suggested alternatives. The final
regulation, set forth below, adopts a
number of the recommendations
submitted. Certain other
recommendations, not adopted at this
time, may be considered in any future
proposed revisions.

During the past several years, the

FDA has issued a number of FEDERAL
REGISTER documents relating to
CGMP regulations, specifically Parts
210 and 211. The following summary
will help clarify the status of these
various documents.

1. A proposal on returned and salvaged
drug products appeared in the
FEDERAL REGISTER of January 16,
1975 (40 FR 2822) and was reproposed
as § 211.208 (21 CFR 211.208) in the
FEDERAL REGISTER of February 13,
1976 ($! FR 6870). Comments on both
proposals were reviewed and considered
in preparing the final regulations Set
forth in Part 211 below.

OTHECJIUCH K IIPEIaracMoMy IIEPECMOTPY
HOPMAaTHUBHBIX MOJIOXKEHHUI, B 0COOEHHOCTH,
HOJIOKEHUH 00 yKa3aHUU CpOKa T'OJJHOCTU
(bapManIeBTUUECKOI MPOTYKIHH.
BonpmmHECTBO Ipon3BOAUTENEH
JIEKapCTBEHHOM MPOAYKLMH COTTTACHINCH
CO MHOTHMH U3 NPEIIOKEHHBIX
M3MEHEHUH, OTHAKO BHICKA3aJIMCh MPOTHUB
HEKOTOPBIX U3 HUX. JIUIIb He3HAUUTENbHOE
YHCII0 (PUPM-TIPOM3BOUTEICH BBICKA3AIIN
HeoJJ00peHue TI0 TIOBOTY OOJTBIITMHCTBA
NPEIUIOKEHHBIX N3MEHEHUH.

JIMpeKTOp C yA0BIETBOPEHUEM
OTMEYAET, YTO B CIIOPHBIX CIy4asXx MHOTHE
3aUHTEPECOBAHHBIE JIMLIA IIPEUIaraay CBOU
aJIbTepHATUBHBIE (POPMYIIUPOBKH,
NOAKPEIUIEHHBIE COOTBETCTBYIOILEH
apryMeHTalye! B M0NIb3y TaKuX
M3MeHeHU!. /[upekTop BHUMATEIbHO
03HAKOMUJICA CO BCEMH KOMMEHTAPUIMH 1
NPeIOKEHHBIMU aJTbTEPHATUBHBIMHU
BapraHTaMu. LIensIi psiT peUIoKEHHBIX
pEeKOMEeHAIHI ObLT YYTEH B IPUBOTAMOM
HIKE OKOHYATEJIbHOM BapUaHTe MPaBUII U
HOPMAaTUBHBIX NOJIOKEHUI. HekoTopsle 13
PEKOMEHIAIMH, HE IPUHSTHIX B HACTOSILIEM
BapHUaHTe, MOTYT ObITh PACCMOTPEHBI B
XO0JI€ NOATOTOBKH JAIbHEHIIINX BapUAHTOB
JIOKyMEHTA.

B Tedenue nocienHNX HECKOIBKUX JIET
FDA wu3nana psin 1OKyMEHTOB
®DenepanbHOIO PErucTpa, CBSI3aHHbIX C
HOpMaTUBHBIMU TIookeHusIMU CGMP,
0COOCHHO ¢ HOPMATHBHBIMH TTOJIOKESHUSIMH
yacteit 210 u 211. IIpeactasnenue o
TEKYILIEM CTaTyCe STHX JOKYMEHTOB CaAMOT0O
Pa3IMYHOro Xapakrepa MOXKHO HOJTyYHTh B
paMKax CIeyIOIEro KpaTkoro 0030pa.

1. Ilpemnoskenne o BO3BpAICHHON 1
nepepabaTbiBaeMOi BO3BPALLIEHHON
JIEKapCTBEHHOM MPOAYKIH OBLIO
ony0i1uKkoBaHO B DenepanbHOM pErucTpe
16 ssuBaps 1975 r. (rnaBa 2822 toma 40
denepanabHOTO perucTpa), a B KauecTse
HOBTOPHOT'O MPEATIOKEHUS ObLIO
BHeceHo B 1. 211.208 (rnasa 211.208
toma 21 CBojia eiepalibHBIX TIPaBUI)
®DenepanbHOTO peructpa ot 13 despanst
1976 1. (1. ![sic!] rmaBer 6870
®DenepallbHOTO PETHCTPA). 3aMeUYaHus,
MOCTYNHUBIIKE O TOBOLY 000MX
MpeIOKEHUH, OBLIN TPOBEPEHHI,
M3YYEHbI U YYTEHBI MIPH MTOATOTOBKE
OKOHYATEJILHOTO BapUAHTa HOPMATHUBHBIX




2. A proposal on CGMP regulations

for human and veterinary drugs appeared
in the FEDERAL REGISTER of
February 13, 1976 (41 FR 6878). That
proposal is the basis for the subject

final regulations and included proposed
revisions in §§ 201.17. 207.3, 207.20, and
Parts 210 and 211, and revocation of §
229.25.

3. A final regulation in the FEDERAL
REGISTER of April 23, 1978 (41 FR
16932) amended Part 211 (CGMP
regulations) by eliminating reference to
glass-fiber filters. It, therefore, eliminated
the need for further comments on the
February 13, 1976, proposal regarding
such filters because all references

to glass fiber-containing filters would be
deleted from the final regulation.

4. A proposal on CGMP regulations

for large volume parenteral drug products
(LVP) for human use was published

in the FEDERAL REGISTER of June 1,
1976 (41 FR 22202). The proposal
would add a new Part 212. Comments
were due by September 29, 1976 and are
under review.

5. A request for comments and
information regarding small volume
parenteral drug products (SVP) was
published in the FEDERAL REGISTER
of June 1, 1976 (41 FR 222193, and the
time for submitting comments was

IIOJIOKEHUH, U3JI0KEHHBIX HIKE B YACTH
211.

2. IlpenyoxxeHre 0 HOpMaTUBHBIX
nostokeHustx CGMP, B oTHOIIIEHHN
JIEKapCTBEHHBIX MPENapaToB JUIsl JICUCHUSI
JFOJICH M JKUBOTHBIX OBLIO OITyOJIMKOBAHO B
®enepansHOM peructpe 13 deppans 1976
r. (rmaBa 6878 Toma 41 dexepanbHOTO
peructpa). ITo MpeUIOKEHIE JIETIIO B
OCHOBY OKOHYATENBHOMN PEAAKIINN ITHX
HOPMATUBHBIX MOJOXKEHHUH; OHO BKITIOUAET
npeIoxKeHHbIe m3meHenws mt. 201.17.
207.3 1 207.20, yacteit 210 u 211, a Taxke
OTMeHY 1I. 229.25.

3. OxoHYaTeNIbHAs PelaKLysl HOPMAaTUBHBIX
HOJIOKEHUH, OIyOJIMKOBaHHAs B
®enepansHoM peructpe 13 despast 1976
r. (mnaBa 16932 Toma 41 OenepanbHOTO
perucTpa), BHOCHUT JIOTIOTHEHU B yacThb 211
(rHopMmatuBHBIX TIooxkeHnit CGMP),
OTMEHHB CCHUIKY Ha OTITOBOJIOKOHHBIE
¢unbTpel. Tem cambiM ObLTa CHsITA
HEO0OXOIMMOCTD B TAJTHHEHIIINX
3aMEYaHusIX IO MOBOIY NPeIOKEeHus oT 13
(heBpasst 1976 r. B OTHOIIICHUU TAKHUX
(UIBTPOB B CBSI3H C TEM, YTO BCE CCHUIKU
Ha (UIBTPBI, COAEPIKALLIE ONITHYECKOE
BOJIOKHO, JI0J’KHBI OBUTH OBbITh UCKITFOUESHBI
U3 OKOHYATEJILHOTO BAPUAHTA
HOPMAaTHUBHBIX HOJIOKEHUIH.

4. llpennoxenue no Hopmam CGMP
OTHOCHUTETIHHO OOJIBIIHNX 0OBEMOB
MIPOIYKIIMN NAPEHTEPATBLHON
nexapcTBeHHOM nipoxykimu (LVP) s
JIeYEeHUsI JIt0AEH ObUTO OMyOIMKOBAHO B
®enepanpHoM peructpe 1 uronst 1976 r.
(rmaBa 22202 toma 41 denepambHOTO
peructpa). B cooTBeTCTBHM € 3TUM
MPEIOKEeHUEM TEKCT HOPM HaJIeKalo
JIOTIONTHUTH HOBOM "acTbio 212. Kpaitnuit
CPOK JUIsl TTOJIauM 3aMeYaHUi 10 3TOMY
NPEVIOKEHUIO YCTaHOBJIEH 29 ceHTS0ps
1976 t; B HacTOAIIIeE BpeMsl TOCTYIUBILIHE
3aMeYaHus HaXOITCS B CTaJUU
PacCMOTPEHHSL.

5. 3anpoc Ha npe/IcTaBlIeHNE 3aMEUaHui 1
MH(POPMALIIH B OTHOIICHUH HEOOIBIINX
00bEMOB JIeKapCTBEHHOW nporykuuu (SVP)
0611 onyOimKkoBaH B DeniepabHOM
peructpe 1 urons 1976 r. (rmasa 222193
Toma 41 denepaIbHOTO PETUCTPa), & CPOK
JUTS TIPEZICTABIICHUSI 3aMEYaHHi ObLT




extended to October 29, 1976 by notice in
the FEDERAL REGISTER of September
10, 1976 (41 FR 38540). Comments are
being reviewed, and a specific proposal
may be published in the future.

The comments and recommendations
regarding the January 16. 1975 and
February 13, 1976 proposals, the April
23, 1976 amendment to the latter
proposal, and the Commissioner’s
conclusions concerning them are set out
below.

TABLE OF CONTENTS FOR
PREAMBLE

I. General Comments (paragraphs 1 to

12).

I1. Terminology and Language in these
Regulations (paragraphs 13 to 18).

III. Amendments Regarding Placement of
Expiration Date on Drug Product Labels
(paragraphs 19 to 27).

IV. Amendments Regarding Drug Listing
and Establishment Registration Requirements
for Drug Product Salvaging Operations
(paragraphs 28 to 32).

V. Legal Status of CGMP Regulations
(paragraphs 33 to 41).

VI. Applicability of CGMP Regulations;
Exemptions (paragraphs 42 to 49).

VII. Definitions (paragraphs 50 to 88).

VIII. Organization and Personnel (paragraphs
89 to 126).

IX. Buildings and Facilities (paragraphs

127 to 164).

X. Equipment (paragraphs 165 to 198).

XI. Control of Components and Drug
Product Containers and Closures (paragraphs
199 to 262).

XII. Production and Process Controls
(paragraphs 263 to 310).

XIII. Packaging and Labeling Control
(paragraphs 311 to 373).

XIV. Holding and Distribution (paragraphs
374 to 379).

XV. Laboratory Controls (paragraphs 380
to 422).

XVI. Records and Reports (paragraphs

423 to 500).

XVII Returned and Salvaged Drug Products
(paragraphs 501 to 517).

XVIII. CGMP for Certain Other Drug
Products (paragraph 518).

1. GENERAL COMMENTS

1. Many comments were received
regarding the need for the proposed
changes in the CGMP regulations. A
number of comments from individual

npojyieH J10 29 okts0ps 1976 1.
00BSBIIEHHEM, OITyOIMKOBAaHHbBIM B
®enepansHoM peructpe 10 centsiopst 1976
r (rmaBa 38540 Toma 41 deaepanbHOTO
peructpa). B HacTosiee BpeMs 3Ti
3aMeYaHus HaXO/ATCS Ha CTalN
paccMOTpEHHs, @ KOHKPETHOE
NPEIOKEHNE MOXKET OBITH OITyOIMKOBAHO

B Oyy1em.

3aMedaHus 1 PEKOMEH/IAIIH B
OTHOLIEHUH NPEIOKEHUH 0T 16 ssHBaps
1975 1. u 13 deBpans 1976 r., nononHeHuit
K [1OCJIeTHEMY TIPEIOKEHUIO OT 23 arperst
1976 r., a Taxke 3akmodenue Jupekropa
IO UX MOBOAY IPUBOASATCS HIDKE.

OTI'JIABJIEHHME K ITPE/IMCJIOBUIO

1. O6mme 3amevanust (IyHKTHI 1-12).
11. Tepmunbt 1 GOPMYITPOBKH HACTOSIIIIX HOPMATHBHBIX
TIOJIOXKEHUH (IyHKTBI 13-18).
1II. JToronHeHust B OTHOIEHNH YKa3aHHsl J]aThl CPOKA TOTHOCTH
JIEKAPCTBEHHOM MPOIYKIIMH HA STHKETKaX (IyHKThI 19-27).
IV. JlononHeHust B OTHOIICHHH MEPEYHs JICKApCTB U YCTAHOBJICHHS
PEruCTPAIMOHHBIX TPEOOBAHMIA 110 TOBOJLY MpOLecca MepepadoTKu
BO3BPAIICHHON JIEKAPCTBEHHON MPOIYKIMHU (ITyHKTHI 28-32).
V. IOpummdeckuii cratyc HopMatHBHBIX nosioxeHnii CGMP
(mryHKTBI 33-41).
VI. O6nacts NpUMEHMMOCTH HOPMATHBHBIX ronoxennit CGMP
(myHKTBI 42-49).
VII. Onpenenenns (myHKTHI 50-88).
VIII. OpranusanyonHast CTpyKTypa U repcoHai (IyHKTbI 89-126).
IX. 3nannst n momerieHns (myHKTHI 127-164).
X. O6opynosanue (TyHKTbI 165-198).
XI. KoHTpoJIb KauecTBa KOMIIOHEHTOB, a TAK)Ke EMKOCTEH 1
KPBIIIEK EMKOCTeH /7151 JIEKapCTBEHHOM NPOMYKIHH (IyHKTHI 199-
262).
XII. Cucrema KOHTpOJIS 32 IPOU3BOZICTBOM U TEXHOIIOTMYECKIMI
niporieccamu (IyHKThI 263-310).
XIII. KoHTpoIb 32 YIIaKoBKOH M MapKUPOBKOH (ITyHKTHI 311-373).
XIV. XpaHeHue v pacrpocTpaHeHHe JeKapceTB (IyHKTbI 374-379).
XV. Merozs! 1ab0paTopHOro KOHTposst (yHKTs! 380-422).
XVI. Yyernas JOKyMeHTaIyst ¥ 0T4eTHOCTD (ITyHKTHI 423-500).
XVII. BosBpattieHHast i epepadaTbiBaeMast BO3BpAILCHHAs
JIeKapCTBEHHAs MPORyKIwyst (yHKTI 501-517).
XVIIL Hopmarusasie nonoskerrss CGMP st HekoTopoit nipodeit
JIEKapCTBEHHOM MPOTYKIMH (ITyHKT 518).

1. OBIINE 3AMEYAHUA

1. MHOrue U3 Moy4eHHbIX 3aMEYaHNi
KacaJvCh NPEJI0KEHHBIX N3MEHEHHUH B
HOpMaTuBHBIX nosoxeHnsix CGMP. B psine
3aMEUYaHui OT HHAUBHUAYAJIbHBIX
noTpeduTesnei JeKapcTBEHHBIX CPE/ICTB,
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consumers, a State consumer services
organization, and a national association
of health-care professionals strongly
favored new or revised regulations

that would improve the level of assurance
that marketed drug products meet high
quality standards. Many other comments,
particularly from manufacturers and trade
associations, generally supported the
desirability of CGMP regulations, but
objected to specific provisions of the
proposal and questioned whether a
favorable cost-benefit ratio justified
implementing some of the proposed
provisions. But some manufacturers,
particularly smaller firms, objected to the
proposed changes, maintaining that

drug quality would not be improved by
the proposed changes and that the

costs outweigh any benefits.

The need and rationale for an overall
revision and for specific changes in

the CGMP regulations are discussed

at length in the preamble to the February
13, 1976 proposal. Briefly summarizing
this discussion, the technological
advances and the general upgrading

of drug quality assurance by most
manufacturers since the CGMP
regulations were promulgated in 1983
and last updated in 1971 mean that

the “current good manufacturing
practice” reflected in the existing
regulations are no longer “current” in
many respects and are not suited to
current manufacturing techniques. In
addition, many requirements prompted
questions about interpretation, vagueness,
and omissions. The proposal was
intended to solve many of these
problems. Interested persons were
urged to review the proposal carefully,
to identify any areas that might require
clarification or modification, and

to submit reasoned comments with

OJTHOM OpraHHU3alH MOTPEOUTENBCKUX
YCIIYT IITaTa, a TAKXKE HALMOHAJIbHOMN
accoLMalUy CIEHUAIICTOB B 00J1aCTH
MEMIMHBI BBICKA3bIBATIACh TOpsYast
MO/IeP)KKA HOBBIX MITM U3MEHEHHBIX
HOPMAaTHBHBIX TOJIOKEHHUH, HATIPaBJICHHBIX
Ha TTOBBIIICHHE TAPAHTHI TOTO, UTO
MOCTYTAIOILAs! B MPOJAXKy JIKAPCTBEHHAs
MPOTYKIIHS OTBEYAST BHICOKAM CTaHAAPTaM
KadecTBa. MHOTHE Ipyrue 3aMeyaHusl,
0COOSHHO CO CTOPOHBI (hHPM
HPOU3BOJIUTENIEH U TOPTOBBIX ACCOLMALHH,
BBICKA3bIBAJIMCh B MOJIb3Y XKEJIATEIIbHOCTU
HopMaTuBHbIX nonoxkeHnit CGMP B nenom,
OJTHAKO COJIEprKaJIi BO3PAXKEHHS MIPOTHB
KOHKPETHBIX NPEIOKEHHBIX MOJIOKEHUN U
BbIpa)KaJIl COMHEHHUE B TOM, SIBIISIETCS JIU
0J1aronpusITHOE COOTHOLLIEHHE U3/IEPIKEK U
HPHOBUTH IOCTaTOYHBIM OCHOBAaHHUEM JUIS
NPHMEHEHHS] HEKOTOPBIX U3
MPEUI0KEHHBIX NON0KeHUH. BMmecTe ¢ TeM
HEKOTOpBIE, 0COOEHHO HEOOIbIINE (PUPMBI
TIPOM3BOJIUTENHN, BHICKA3bIBATN BO3PAKEHIUS
NPOTHB MPEIIOKEHHBIX H3MEHEHHH; TI0 UX
MHEHHUIO, IIPEATI0KEHHBIE N3MEHEHHS HE
CTMOCOOCTBYIOT MOBBIIIICHUIO KaueCcTBA
JIEKapCTBEHHOMN MPOIYKLIUH, a CBI3aHHbIE C
HUMHU M3/IEPAKKU NIEPEKPBIBAIOT JHOObIE
BO3MO’KHBIE ITPEUMYILIECTBA.

IoapoOHsIii aHaM3 1 000CHOBAaHHE
HEO0OXOIMMOCTH TMOJTHOTO NIEPECMOTpa
HopMaTuBHBIX nonoxkeanit CGMP u
KOHKPETHBIX U3MEHEHUH B HUX IPUBOINUTCS
B MIPEAMCIIOBUH K MPEATIOKEHHIO OT 13
¢eBpamst 1976 T. Bxpartie cyTb 3T0T0
aHaM3a COCTOMT B TOM, YTO C MOMEHTa
MTOCTICIIHETO BHECEHUSI N3MEHEHU B
HopmMatuBHbIe nonoxenns CGMP B 1971 r.
1 X nmyOnukanyu B 1983 1. TexHuuecKuit
TIPOTpecc 1 00IIIee MTOBBIIIICHHE YPOBHS
CHCTEMbI TapaHTHH KayecTBa y
OomnbILIMHCTBA (PUPM POU3BOJUTENEH
JIEKapCTBEHHON MPOAYKLUH [IArHYJIN TaK
JIaIeKo, YTO B TOM BHJIE, B KAKOM OHA
OTpa’keHa B CYILIECTBYIOIINX HOPMAaTHUBHBIX
TIOJIO’KEHUSIX,, «ICHCTBYIOIIAS Ha IeKaIast
HPOU3BO/ICTBEHHAsI PAKTHKa» BO MHOTUX
OTHOIIEHMSIX YK€ TABHO HE
«JICUCTBYIOLIAS» U HE COOTBETCTBYET
MCTIOJNIb3YEMbIM B HACTOSIILIEE BPEMS
MeToaaM npousBozcTea. Kpome toro,
MHOTHE TPeOOBaHHS BBI3BIBAIIH BOTIPOCHI 110
TIOBOJy MX TOJIKOBAHMSI, HEUETKOCTH U
ynymeHui. Llens npenioxeHHbIX
M3MEHEHUH COCTOsUIA B IPEOI0TICHUH
MHOTHMX M3 3THX 1pobiieM. Pa3paborunku
00paTHINCh K 3aMHTEPECOBAHHbIM JILIAM C
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suggested alternative language. The
period provided for public comment

was 120 days instead of the usual 60

days because of the length of the
proposal; the novel, controversial, or
complex nature of some of the proposed
provisions; and the desire to give affected
persons ample time for review

and preparation of extensive comments.

Having reviewed the preamble of the
February 13, 1978, proposal and the
extensive comments, the Commissioner
is satisfied that an updating of the
CGMP regulations is necessary and
desirable. Therefore, most of the
February 13, 1976, proposal has been
adopted, but with numerous textual
changes, many of which are based

upon alternative language suggested

in the comments. In evaluating each
comment, the Commissioner considered
whether drug product quality would be
assured, compromised, or unaffected

by the adoption or deletion of a
regulation, as well as whether it reflected
a current practice in the industry and its
benefits appeared to outweigh its costs.
The Commissioner is promulgating those
regulations embodying contemporary
practices that will maintain or improve
the quality of pharmaceuticals without
imposing unreasonable or excessive costs
or other burdens on manufacturers.
Modifications were adopted, or decisions
were made not to finalize particular
aspects of the proposal, in order to add
flexibility for manufacturers, to relieve or
eliminate unjustified cost burdens, or

to clarify the requirements, without
adversely affecting the best interests

of the consumer.

pocb00i BHUMATENbHO U3yUIUTh
HpeVIOKEHHbIE U3MEHEHUs], OIIPEeIeTIUTh
BCE MOMEHTBI, KOTOPBIE HYKIAOTCSI B
GoJee SICHOM M3MI0KEHUH WM 10paboTKe, U
HaIpaBUTh OOOCHOBAHHBIC 3aMEYaHHUS C
TPEUIOKSHUSIMH JTbTEPHATUBHBIX
(hopmypoBoK. B cBsi3u ¢ OonBIITIM
00BEMOM TIPETOKEHU, HOBU3HBI,
JICKYCCHOHHOCTH FJTH CIIOKHOCTH
HEKOTOPBIX TPE/IIaraéMbIX MOJOKESHHH, a
TaKKE MCXOJIS U3 YKEJTaHUS TIPEJJOCTABUTh
3aMHTEPECOBAHHBIM JIMLIAM JIOCTATOYHBIN
OTpE30K BPEMEHHU Ha U3y4YeHHE
NPEIOKEHUI U TOATOTOBKY
00CTOSITENBbHBIX 3aMEYaHUH, CPOK JUIS
npreMa 3aMedaHuii OT OOLIECTBEHHOCTH
0611 IpoJTeH ¢ 00bvHBIX 60 10 120 AHEH.

Iocne n3yvenus npeaucnoBus ot 13
(hespanst 1978 r., TekcTa NpeJUIOKESHUS U
OOIIMPHBIX 3aMEYaHUM K HeMy, JJupekTop
TPHIIEN K YOKICHHUIO O HEOOXOTUMOCTH
¥ JKeJIaTeNTbHOCTH BHECEHHS N3MECHEHHH B
HopMartuBHble nosoxenuss CGMP. B
pe3yrbTare ObUTa mprHsTa OOJBIIA YacTh
npeokenus oT 13 despans 1976 . ¢
MHOTOYHCIICHHBIMU TIOTIPaBKaMH K TEKCTY,
MHOTHE U3 KOTOPBIX BKIIFOYAIOT
aJIbTepHATUBHBIE (POPMYIIUPOBKH,
HpeUIoKeHHbIE B 3amedaHusix. [Ipu oreHke
Ka)K7I0T0 3aMeyaHus JJupekTop ncxomun u3
TOr0, YIYUILIHUT WIN YXYILIHUT YTBEPKICHUE
WM OTMEHA TOTO WJIM MHOTO MOJIOXKEHUS
CTeNeHb rapaHTHH KauyecTBa
JIEKapCTBEHHBIX CPEICTB (WJIH HE TIOBIHSCT
Ha Hee BOOOIIIE), @ TAKKE HACKOJIBKO OHO
OTpakaeT JEUCTBYIOLIYIO IIPAaKTHKY B
OTPACI ¥ TIEPEBEIINBAIOT JIA O’KHIAEMbIS
OT HEro NPENMYIIECTBA YPOBEHb U3AEPHKEK.
JMpexTop noanepKuBacT TaKue
HOPMAaTHBHBIE TTOJIOKEHHSI, KOTOPHIE
OTpakatoT COBPEMEHHYIO MPAKTUKY
HPOU3BOJICTBA, COXPAHSIIOT YPOBEHb
KauecTBa (hapMareBTUUECKON NPOAYKLIHN
WJIH TIOBBILIAIOT €r0 U He TPeOYIOT OT
HPOU3BOUTENEH HEOOOCHOBAHHBIX WIH
Ype3MEPHBIX U3/ICPIKEK WM UHBIX
HEOIpaBJaHHbIX 3aTpat. M3mMeHeHus u
PpelIeHns IPHHIMAJIFCH TAKUM 00pa3oMm,
YTOOBI T€ WITM MHBIE aCTIEKTHl HOPMAaTHBHBIX
TIOJIOKEHUH He OBUTH 3aKPEIUICHBI B
OKOHYATENTLHOH (hOpMe, a OCTABIISITH
BO3MO)KHOCTh MaHEBpa IS
TPOU3BOJIUTENEH, KOTOPbIE MOTIIH OBl
CHWDKATh WITH YCTPAHATh HEOTPABIaHHOE
OpeMst M37IePIKEK WITH IeNaTh TPeOOBAHUS
OoJee ICHBIMU, HE HapyIlasi IpH 3TOM
HHTEPECOB NOTpeOuTeNei.




The agency has completed a detailed
cost analysis based on information
submitted by interested persons who
commented on the economic impact
assessment of the proposal. This issue
is discussed in a revised economic
impact assessment available at the
office of the Hearing Clerk, Food and
Drug Administration. For the reasons
set forth in the agency’s economic
impact assessment, in is believed that
this final regulation will not cause major
economic impact, as defined by
Executive Order 11821 (as amended by
Executive Order 11949), and OMB
Circular A-107.

2. A number of comments said the
proposed CGMP regulations would
impose rigid and inflexible standards
that would curtail progress and
discourage technological innovations.
Others said the proposed regulations
were so detailed that sound judgment
by the manufacturers and by inspecting
FDA investigators could not be used.

The Commissioner is keenly aware

that the general CGMP regulations

must apply to a wide variety of drug
products. Therefore, the CGMP
regulations in Part 211 are intended to be
general enough to be suitable for
essentially all drug products, flexible
enough to allow the use of sound
judgment and permit innovation, and
explicit enough to provide a clear
understanding of what is required. The
agency has received numerous inquiries
requesting clarification of certain
provisions, and it sought to remove
ambiguities by this revision. In finalizing
these revisions, the Commissioner

Omnupasics Ha HHGOpPMALIHUIO,
MIOJTYYEHHYIO OT 3aMHTEPECOBAHHBIX JIUIL,
KOTOpBIE IIPHUCIIAIN CBOU 3aMEYaHusl 110
HIOBOJIY ITPOBEAECHHON MU OLIEHKH
HKOHOMHUYECKOT0 d(h(eKTa OT JAHHOTO
npemnoxkenusi, FDA nposena noiHsli u
TO/IPOOHBIN TEXHUKO-3KOHOMHYECKINA
pacder. MarepHais 1o 00CY>KISHUIO 3TOTO
BOIIPOCA COAEPXKATCSI B IEPECMOTPEHHOM
OLICHKE 3KOHOMHUYECKUX TOCIIEACTBHH,
KOTOPYIO MOYKHO HAaiTH B oprice cexpeTapst
KOMUCCUM AJIMUHUCTPALIUH [0 KOHTPOJIIO
3a IPOYKTaMU IMUTAHWS U JIEKApCTBAMHU.
Ilo npu4rHaM, U3I0KEHHBIM B OLICHKE
SKOHOMMYECKUX MOCIIEACTBUH,
BeInoHeHHOW FDA, cunraetcs, 4Tto
HACTOSILAasi OKOHYaTeIbHAs PENaKLMs
HOPMATUBHBIX [IOJI0’KEHUI HE BBI30BET
CEpPbE3HBIX 3KOHOMUYECKHX II0CIIEICTBUH,
Kak yka3aHo B [Ipukasze [Ipesunenra 11821
(c monomHeHAMH, TPUHATHIMU B [ Iprkasze
[Ipesunenra 11949) u B upKyisipHOM
nHChbMe AJIMAHHCTPATUBHO-OIOHKETHOTO
ynpasnenus CIIIA A-107.

2. B pazne 3aMeuanuii copepKanrch
YTBEPKIACHUS], UTO NPEIO’KEHHbIE
HopMaTtuBHbIe nosioxeHust CGMP
NPUBEYT K YCTAHOBJICHUIO XKECTKUX,
HErnOKUX HOPM, KOTOpbIE CTAHYT
TOPMO30M Ha IIyTH IIporpecca u
NPEMATCTBUEM [UIS Pa3BUTHS TEXHUYECKUX
uHHOBaIMi. [1o MHEHUIO APYTHX aBTOPOB
3aMeYaHuii, [IPeII0KEHHbIE HOPMATHBHBIE
TIOJIO>KEHHS] HACTOJIBKO IETANBHBI, UTO HE
OCTaBJISIIOT MecTa AL IPUHATHS
00OCHOBAaHHBIX CAMOCTOSITEIbHBIX
pELIEHN HY CO CTOPOHBI TPOU3BOAUTENEH,
HH CO CTOpOHBI HHCTIEKTOpOB FDA.

Y JlupekTopa ecTh ICHOE IOHUMAHUE
TOTO, YTO 0OIIIe HOPMATUBHBIC
nojoxenuss CGMP noipkHb! OBITE
MPUMEHUMBI K CAMOMY ITHPOKOMY
CIIEKTPY JIEKapCTBEHHBIX MPOIYKTOB. B
CBSI3M C OTUM 10J0KeHns yactu 211
COCTaBIICHBI TAKUM 00Pa30M, YTOOBI OHU
OBLIM JOCTAaTOYHO OOIIMMH ¥ MOTJIH
OXBAaThIBaTh MPAKTUIECKH BCE BU/IbI
JIEKapCTBEHHOH MPOIYKIIUH, IOCTATOYHO
THOKUMH, YTOOBI OOECIIEYNTH
BO3MOXKHOCTH NPUHSITHS 000CHOBAHHBIX
CaMOCTOSITCIIBHBIX PEIICHUHA U
CMOCOOCTBOBATH PA3BUTHIO HHHOBAIUH, U
IOCTATOYHO YETKUMH, YTOOBI 1aBaTh
SICHOE TIPEJCTABIICHHUE O CYyTH




has considered past experience, the
purposes of the CGMP regulations,

the need to balance specificity and
clarity with flexibility in attaining

these purposes, and the comments
received in response to the proposal. A
number of changes have been made in
these final regulations to reflect the
broad applicability of, to allow flexibility
in, and to encourage innovation within
the CGMP regulations. The agency does
intend to issue more specific CGMP
regulations for unique classes of products
as one means of clarifying these
regulations. The Commissioner
welcomes suggestions and petitions from
interested persons who find deficiencies,
excessive burdens, or inflexibility in
these regulations and who identify
innovative and more efficient ways to
achieve the goals of these regulations.

3. A number of comments addressed

the so-called “how to” versus the “what”
argument; that is, the proposed CGMP
regulations describe “how” a particular
requirement should be achieved rather
than specifying “what” it is that is to be
achieved. Many comments recommended
that the regulations establish only
objectives or specifications and allow
each manufacturer to determine the best
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npenbsBiIsieMbix TpeOoBanuil. B anpec
FDA mnocrtynaio MHOXECTBO 3aIIPOCOB O
Pa3bICHEHUN HEKOTOPBIX MOJIOKEHUM, 1
HACTOSIINE U3MEHEHHS ObLTH
NPEANPUHATHI ISl YCTPaHEHUs
JIBYCMBICIICHHBIX (popMyTupoBOK. B
MpOoLECCe NPUHATHS OKOHYATEIbHON
peaaKui HACTOSIIUX U3MEHEHUN
JIMpeKTOp yuuTHIBAJI MPOLLUIBII OMBIT
paboThl, 3a71a4l HOPMATUBHBIX
nosioxxeanit CGMP, HeoOX0IMMOCTh
COYETaHUs] KOHKPETHOCTH U ICHOCTH
(hOopMyITHPOBOK C THOKUM MOAXOJI0OM K
JOCTHKEHUIO 3THX LIeJIeH, a TakxKe
3aMe4aHus, OJy4YeHHbIE B OTBET Ha
JaHHOE IpeJuIoKeHue. B xone npunaTus
OKOHYAaTeJIbHON peJaKIMi HOPMAaTUBHBIX
nonoxxennit CGMP Obu1 BHeceH psf
M3MEHEHUH, KOTOpble 00eCTIeYnBatOT
HIMPOKYIO 00JIaCTh IPUMEHEHUS
MOJIOKEHUH, UX THOKOCTh U
CIOCOOCTBYIOT Pa3BUTHIO
VHHOBAllMOHHOW EATENBHOCTH. B
KauecTBE OJJHOTO U3 CIIOCOOOB
MOBBILICHUS YETKOCTH MOJIOKEHUH 110
OTAEIBHEIM KJlaccaM mpoaykimu FDA
HaMepeHa OIyOIMKOBaTh I HUX Oolee
KOHKPETHbIE HOPMATHUBHBIE TTOJIOKECHHUS
CGMP. lupexTop mpuriamaeT, YTO0bI
3aMHTEPECOBaHHbIE JINIA, KOTOphIE
OOHapy’KUIU B TEKCTE MOJIOKEHUH
KaKue-mubo Hel0CTaTKH, (DaKThI
Ype3MEepHOro 00peMeHEeHNs WIN
OTCYTCTBUS THOKOCTH U MOTYT
NpeJIOKUTh 00Jee MHHOBAIIMOHHBIE U
s dexTrBHBIE CIOCOOBI JOCTUKECHHS
1eJIel HaCTOSALIMX HOPMAaTUBHBIX
HOJIOKEHUH, 00pallaIuch K HeMy €
COOTBETCTBYIOIIUMU HPEUIOKCHUAMU U
X0JaTauCTBaMHU.

3. B psne 3aMeuanuii peys 1u1a O Tak
Ha3bIBaeMOi1 po0JieMe HECOOTBETCTBUS
MEXKTY «KaK» U «dT0». FIMEroTcs B BUTY
CHUTYyaLllH, KOT/a MPeJUI0kKEHHbIE
HopMatuBHbIe nosioxeHust CGMP natot
OTMCaHKE TOTO, «KaK» JIOJKHO OBITh
00€CTIeUEHO BBINOIHEHHE TOrO WM HHOIO
TpeOOBaHMS, HO HE YKA3hIBAKOT, «4ETO»
MMEHHO clietyeT 100uThcst. MHorue
3aMCUYaHUs PEKOMCHIYIOT, YTOOBI
HOPMATHBHBIE TIOJIOKEHHS YCTaHABIMBAIIN
JIMLIb €Y WIM TEXHUIECKHUE YCITIOBUS,




method of attaining the objective or
meeting the specification. For example,
one comment proposed that FDA require
positive identification of a person rather
than specifying that a signature be used-
this would allow use of other means of
identifying a person, such as an
identifying number or initials.

The Commissioner believes that,

with relatively few exceptions, the
CGMP regulations do describe “what”
is to be accomplished and provide

great latitude in “how” the requirement
is achieved. For example, written
records and procedures are required,
but FDA will recognize as satisfactory
any reasonable format that achieves

the desired results. Because of the

need for uniformity in certain areas of
the CGMP regulations that have
presented problems in the past, however,
there are some instances where it is
desirable to specify the manner in
which requirements are to be
accomplished. In promulgating these
regulations, the Commissioner carefully
reconsidered the need for such specificity
where it appears and adopted only
those specific requirements that are
fully justified.

4. One comment, filed by an FDA
employee, recommended that self-
inspection and performance auditing
programs within the industry be a
requirement under the CGMP regulations
to assure the reliability of drug products
and to prevent release of defective
products.

The Commissioner finds that the concept
of self-inspection and performance
auditing has considerable merit. The
pharmaceutical industry has made great

NPEOCTABIISASA POU3BOIUTENAM IIPABO
CaMUM BBIOMPATh HAMITYHIIHIA CTIOCO0
JIOCTHKEHUS TOW WITH MHOM LIENY WU
YJIOBJIETBOPEHUSI T€X WJI UHBIX
TEXHUUYECKUX ycaoBuil. Harmpumep, B
OJTHOM 3aMEYaHMH IPEeIIaraeTcsi, 4T00bl
FDA mpocto ycranoBmiia TpeboBaHue 00
UJICHTU(PHKAIIMN KaKOTO-TTHOO JIHIIA C
NperbsBICHUEM MOATBEP)KICHHSA, HO HE
OrpaHMyMBajIa TAKOE MOATBEP KICHHUE JIUILb
MOATKMCHIO TJAHHOT'O YEJIOBEKA; TEM CaMbIM
3TO MO3BOJIMIIO OBl IPUMEHSTD IPyTHe
METO/Ibl UAEHTU(UKALIMHY, TAKKE KaK HOMED,
yJIOCTOBEPSIIOIINI UM BIIaJIeTIbLIA, WIH
WHULIUATIBL

JlupexTop cuuTaer, 4to B
JEHCTBUTENBLHOCTH, 38 O4€Hb HEMHOTIMU
UCKITIOYEHUSIMU, HOPMATUBHBIE MOJIOKEHUS
CGMP kak conepskaT OMrcaHue Toro,
«9ero» HAJUISKHUT JOOUTHCS, TaK U
MPEIOCTABISAIOT 3HAUYUTENBHYIO CBOOOTY
JICVICTBHII B OTHOIIICHHH TOT'O, «KaK» TO WA
WHOE TPeOOBAHUE JIOJDKHO OBITH
BBINIOJTHEHO. Hanpumep, ycTaHOBIEHbI
TpeOOBaHMs O BEICHUU MMCbMEHHOTO y4eTa
JOKyMEHTaluHu U UHCTPYKLuid, HoO FDA
rOTOBA MPUHSTH JI000H 000CHOBAHHBIN
(opmar pearmzaluy 3TOro TpeOOBaHUS.
OnHako, KaK CBUETENILCTBYIOT
BO3HMKABIINE B ITPOILIOM MPOOJIEMBI, B
HEKOTOPBIX CITy4asiX JKeaaTelnbHO
HpeNUChIBaTh KOHKPETHBIHN crIoco0
pean3aly TOro WM MHOTO TpeOOBaHUS
[t o0ecrieyeHus! eIMHO00pa3Hs
OT/ENBHBIX CETMEHTOB HOPMAaTHUBHBIX
nonoxkeanit CGMP. [1pu BBeneHnu 3trx
MOJIOKEHMH JIMpEKTOop elle pa3 TIATEIBEHO
M3y4nn HEOOXOIMMOCTb KOHKPETHBIX
NpeINICaHni BO BCEX CIydasix, B KOTOPBIX
OHH MPUCYTCTBYIOT, U YTBEPAWII JIULIb TE U3
HHX, KOTOPBIE IOJTHOCTBbIO OOOCHOBAHHBI.

4. OnHO 3aMeyaHue, OCTYTMBIIIEE OT
corpynauka FDA, coxepxaiio
PEKOMEHTAIHIO O HEOOXOAUMOCTH
BKJIFOYUTH B HOPMAaTHBHBIE TOJOXKEHHS
CGMP TpeboBanue 0 IpUMEHEHNH B
(bapMaleBTUUECKOI OTpacIi IporpamMm
CaMOIIPOBEPOK M ayIUTa MoKazaTenen
paboTHI IPeIPHATHS B KAYECTBE MEPHI
o0ecreueHust Ha/IeKHOCTH JIEKapCTBEHHOM
NPOIYKLMHY U MPEAOTBPALLIECHHS BBITyCKa
ne(heKTHBIX TIPOTYKTOB.

JlupeKTop cuuTaer, 4to ujaest o
BBE/ICHUH CAMOIIPOBEPOK U ayJHTa
HoKa3aTesei paboThl MpeANpPHATHSI
3aCITy’KHBAeT CEPbE3HOrO BHUMAHMSI.
DapmareBTHYECKast IPOMBIIIJICHHOCTb




efforts to develop self-evaluation
programs, frequently using a team of
inspectors composed, at least in part, of
people from outside the area or firm
being audited. The scope, elements, and
intensity of such programs, however, vary
from elaborate detailed audits to rather
superficial inspections conducted perhaps
once a year. The agency has considered
such programs in the past, but has
concluded that the essential elements of a
beneficial program have not yet been
sufficiently defined or tested. Moreover,
because of the significant impact

that a requirement for self-inspection
would have on the industry and because
only one comment regarding
self-inspection was received, the
Commissioner concludes that further
public discussion is desirable before a
specific proposal or regulation is issued.

5. One comment suggested that a
product defect surveillance and reporting
system requirement similar to the
system developed and operated by the
United States Pharmacopeia (U.S.P.)

be a part of the CGMP regulations.

The suggestion would require full
participation by manufacturers, rather
than voluntary participation, in a system
of identifying defective products,
removing them from the market, and
investigating the cause of the defect.

The Commissioner notes that the
Drug Product Defect Reporting
System maintained by U.S.P. is designed
to identify drug product complaints
from various sources other than the
manufacturer, such as pharmacies
and hospitals, and to facilitate
transmission of this information to
the manufacturer and to FDA. The
value of such a reporting system is in
its broad source of information. The

HpENPUHSIA OTPOMHBIE YCHUITUS TS
Ppa3paboTKH IPOrpaMM CaMOITPOBEPKH,
YacTO peaM3yeMbIX C HCTIONb30BAaHUEM
MHCIIEKTOPCKUX IPYIIII, B COCTaB KOTOPBIX,
TI0 KpailHeW Mepe YaCTUYHO, BXOJAT
BHEIIIHME WHCTIEKTOPbI U3 APYTHX paiOHOB
wiu GupM. Bmecte ¢ Tem oxBar,
KOMITOHEHTHI ¥ MHTEHCUBHOCTh TaKHX
IPOrpaMM MOTYT BapbHPOBATHCS OT
TIIATETbHBIX JIETATBHBIX ayIUTOPCKUX
MPOBEPOK JI0 JI0BOIEHO MOBEPXHOCTHBIX
MHCTIEKIINH, IPOBOANMBIX, BO3MOXHO, OJJUH
pa3 B ron1. FDA yxxe paccmarprBaia
BO3MO)KHOCTh BHE/IPEHHS TAKUX MPOTPAMM,
HO NPHIILIA K BBIBOJLY, YTO OCHOBHBIE
JJIEMEHTBI ICHCTBEHHOM ITPOTrpaMMBI €1IIE B
HEZI0CTATOYHOM CTETICHH ONPEICIICHBI 1
ucnbITaHbl. bosee Toro, B CBS3U C TEM, UTO
BBE/ICHHE TAKOH MPOrpaMMbl
CaMOIIPOBEPKU B HOPMATHBHBIE TOJIOKEHUSI
OKa)KeT 3HAUMTEIbHOE BO3/ICHCTBUE HA
OTpacCIib, a TAKKE B CBS3U C TEM, UTO
TIOCTYIIHJIO JIUIIH O/THO TAKOE 3aMEYaHue,
JlupeKTop cuuTaeT He0OXOUMBIM J10
MyOJHMKALMK KaKOTO-JTM00 KOHKPETHOTO
NPEUIOKEHUS] WM BHEJPEHUS
HOPMAaTHBHOTO MOJIOKEHHSI TPOBECTH
JlanbHEIIee 00IIeCTBEHHOE 00CYKICHUE
0 3TOMY BOIIPOCY.

5. B ogHOoM 13 3amMevaHuit
Npe/yIaraioch BHEAPUTH B HOPMAaTUBHBIC
nonoxenust CGMP cucremy Hagzopa 3a
JedexTHOl MpomyKIuel ¢ 00s3aTebHOMN
OTYETHOCTBIO MOJJOOHYIO TOM, KOTOpast
pazpaboTaHa 1 BHelipeHa B «Dapmaxoree
Coemnnennsix 1Itato» (U.S.P.).
IIpuHsATHE 3TOTO NPEUIOKEHNS
noTpedoBaso ObI MOTOJIOBHOTO, A HE
JO0OPOBOJIEHOTO YJacThs BCEX (PupM
HPOU3BOJUTENIEH B CUCTEME ONpPeIeNeHHs
ne(heKTHOM MPOIYKIIMH, yIalIeHUs UX C
PBIHKA U PacCieIOBaHusI TIPHYMH JIe(heKTa.

HupexTop otmeuaer, uro Crucrema
OTYETHOCTH TIO JIe()eKTaM JICKapCTBEHHON
npoxykiuu, npunsrtas U.S.P.,
npe/THa3HaueHa JUIsl UICHTU(UKAIIN
KaJio0 Ha JIEKapCTBEHHYIO MPOJIYKIIHIO,
UCXOJAIIMX U3 PA3TUUHBIX HCTOUHUKOB
(TaKUX KaK anTeKH ¥ OOJILHUIIBI) 3a
WCKJIFOYCHUEM MPOU3BOAUTENECH, a TAKIKE
JUTS Tiepeiaun 3TOH HHQOpMAaIIK ee
npomsBoauTelto u FDA. BaxxHOCTh Tako#
CUCTEMBI OTYETHOCTH COCTOUT B
o0ecriedyeHUH OOIITMPHOTO UCTOYHHKA
nuHpopmarun. OTHAKO HOPMATHBHBIC




CGMP regulations in part 211, however,
apply only to manufacturers of drug
products. Section 211.198 (21 CFR
211.1981) addresses the handling

of reports to the manufacturer about
drug product defects and requires that
manufacturers investigate complaints
that may have a bearing on drug product
quality. Such information is subject

to review by FDA.

6. Comments regarding the effect of
these regulations on employee motivation
were received from several interested
persons. While generally approving

the technical aspects of the proposal,
these comments expressed concern

that employee morale may be stifled
because of the “close supervision”

or “independent verification” of their
RULES AND REGULATIONS work
mandated by some of the Proposed
requirements. The comments also
expressed concern about the availability
of qualified personnel in the health-care
system and the ability of the industry to
attract such qualified persons for
relatively unimaginative duties. They
suggested that the use of a different
instrument in the checking procedure
would, in some instances, offer a better
chance of detecting an error than would a
system that relies upon independent
verifications by different persons using
the same instrument.

The Commissioner recognizes that
employee interests and motivation

play a major role in assuring drug
product quality, as described in the
preamble discussion for the proposed

§ 211.25, relating to employee training,
for example. Good employee morale

and work motivation are highly desirable
in any work situation. Because of
potential employee resentment of an

nonoxxenust yactu 211 CGMP npumennmsl
JIMLIb K TPOU3BOJUTEIISIM JIEKAPCTBEHHON
npomykrmu. Pazmen 211.198 (rnaBa
211.1981 Toma 21 CBoaa denepaibHbIX
npaswi CLIA) nocssiten padore ¢
OTYEeTaMH O JIe(heKTHOM JIEeKapCTBEHHOM
HPOAYKLIMHU, TIOCTYTAIOIIHX B aJipec
TIPOU3BOIUTENIS, U TPEOYET OT
MIPOM3BOAMTENIEN IPOBEICHUS
paccienoBaHuii kanod, KOTOpbIE MOTYT
MMETh OTHOILICHUE K MpobiiemMe KauecTBa
JIeKapCTBEHHOM MpoyKimu. Takas
uHpOpMALHS MOJIEKUT PACCMOTPEHHUIO
ciyxxOamu FDA.

6. OT HECKOJIbKMX 3aUHTEPECOBAHHBIX
JIMLL IOCTYTIMJIM 3aMEYaHusI OTHOCUTEIIBHO
BIIVSTHUSL HACTOSIIIIMX HOPMATHUBHBIX
HOJIOKEHUH Ha TPYAOBYIO MOTUBALIUIO
COTPYIHUKOB. I I0NI0’KUTENBHO OLIeHNBAs
TEXHUYECKHE aCTIEKThl HACTOSIILIETO
NPEUIOKEHUS B LIETIOM, aBTOPBI 3THX
3aMevyaHuii, TeM HE MEHee, BHICKa3allld
03a0049€HHOCTB B CBSI3H C TEM, YTO
«CTPOTHH HAI30p» WITH «HE3aBUCUMAsT
OLICHKa» TPy/ia COTPY/JHUKOB,
Hpe/rosaraéMble B paMKax HEKOTOPBIX U3
NPEUIOKEHHBIX TPEOOBAHUM, MOTYT
0Ka3aTb MOPaJIbHOE JIABJICHUE Ha
COTPYIHUKOB. B 3TuX 3ameuanusx Oblia
TaK)KE BBICKA3aHa 03a00UEHHOCTB T10
MOBOJTy HEXBATKH KBATU(PHIMPOBAHHOTO
HIEpPCOHANA B CUCTEME 3/IPaBOOXPaHEHNUS U
OTMEYaeMBbIX B OTPACiH MpodieMax o
NPHBJICUCHUIO TAKUX KBATM(ULIUPOBAHHBIX
COTPY/IHUKOB Ha OTHOCUTEJILHO
«HETBOPUYECKHE» JTOJDKHOCTH. ABTOPBI
CUHMTAIOT, YTO B HEKOTOPBIX CIIyYasix IyTeM
HPUMEHEHUsI pa3HbIX IPUOOPOB B
npoliecce IPOBEPOK MOXKHO TOPas3zio
ycrenHee 00Hapy>KUTh OIMOKY, YeM
IyTeM BHEJIPEHHUs CUCTEMBI IIPOBEPOK, B
paMKax KOTOpOH HE3aBUCHMYIO MHCTIEKIIHIO
OyIyT IPOBOIIUTH Pa3HbIE JTIOMH,
MPUMEHSIIOLIIE OTHH U T€ K€ MPUOOPBHI.

JpekTop NpU3HAET, 4TO HHTEPECHI
COTPY/IHHUKOB U UX TPYA0Basi MOTHUBALHS
UTParoT BayKHYIO pOJIb B 0OecrieyeHUN
KauecTBa JIeKapcTBEHHOU npoaykumi. Tax,
00 3TOM, Harpumep, UIET peub BO
BBeZicHUH K 11. 211.25, ocBsmieHHOMY
npobiieme 00y4eHUsI COTPYIHUKOB.
310pOBOE MOpAIbHOE COCTOSIHUE U
TpPYAOBasi MOTUBALHS B BBICIICH CTETICHI
JKenaTelIbHBI B JI000H pabodelt cuTyarun.
VYuuThiBas BO3MOXHOE OTPULIATENILHOE
BJIMSIHUE MHTCHCUBHOW «CHCTEMBI




intensive “check system,” the
Commissioner has considered alternatives
and the consequences of no independent
verification. The requirement for
verification applies to functions that
involve human judgment and
consequently are susceptible to human
error. The results of such errors, if
undetected and uncorrected, can include,
for example, improper formulations

and improper release of drug Products
because of incorrect laboratory
calculations. Independent verification is
generally considered a “current” practice,
not only in the drug industry but
elsewhere, as a way to reduce the risk
of human error. The intent of such a
check is to verify that the procedure

or work was performed. It is a necessary
function in the manufacture of drug
products and is already required in the
existing CGMP regulations. The
Commissioner believes that, while
employees may not always welcome
independent verification, most accept it
as a condition of their particular
assignments. Given the possible serious
consequences of errors, the “check
system” requirement does not seem to
be an unjustified burden and, if properly
explained, should not be perceived by
employees negatively.

The use of separate instruments, where
practicable, as an adjunct to independent
verification by a second person, is a
procedure that has merit. The
Commissioner encourages the use

of such a procedure, but has concluded
that a separate instrument for independent
measurements would be a costly and
unnecessary requirement in the CGMP
regulations. These regulations separately
mandate an equipment calibration and
maintenance program to assure proper
performance and safeguard equipment

MPOBEPOK» Ha COTPYAHUKOB, JlupekTop
paccMoTpen aTbTepHATHBHEIE BAPUAHTHI, a
TaKKe TIOCIIE/ICTBHS OTKa3a OT CHCTEMBI
HE3aBUCHUMBIX MPOBEPOK BOOOIIIE.
TpeboBaHrEe OTHOCUTEIHHO TIPOBEICHNUS
MPOBEPOK 3aTparuBacT (PyHKITUH,
CBsI3aHHBIC C CYOBEKTUBHBIMH CY>KICHUSIMU
JIIOJCH, 4TO, €CTECTBEHHO, YPEBATO
OIMMOKAaMH IO BHHE YeoBeka. Takue
OIIMOKH, B CIIydae €CII OHU He OyIyT
00HapYKEHbI U HCTIPABIICHBI, MOTYT,
HaInpuMep, MPUBECTH K MOTPEITHOCTSIM B
T1abopaTOPHBIX pacueTax, HEeBEPHOMY
COCTaBY MHTPEUECHTOB U BBITyCKY
HEKauyeCTBEHHO JIeKapCTBEHHOU
npomykimy. HezaBrcrumbie mpoBepKr
OOBIYHO CUHUTAFOTCS «ICHCTBYIOIICH>»
MPaKTUKOW HE TOJIBKO B
(hapMarieBTHUECKOM POMBIIIIIICHHOCTH, HO
1 TTOBCEMECTHO B KAUECTBE MEPHI 110
CHIDKEHHIO PUCKa OIMOOK 110 BUHE
yenoBeka. L{enb Takux mpoBepoK —
yOeIUThCS B TOM, UTO JTAaHHAS MPOTIEIypa
unM pabota ObLIa BeINOJIHEHA. B cucteme
TIPOM3BOCTRA JICKAPCTBEHHOM TPOYKITUHI
TaKue MPOBEPKH HEOOXOMMBI U YKe
BXOJISIT B YHCJIO TPEOOBAHMH, BKITFOUEHHBIX
B JICHCTBYIOIIME HOPMATHUBHBIE TIOJI0XKESHUSI
CGMP. [lupekTop cuuTaeT, 4To, XOT4
COTPYIHUKH MOTYT HE BCETIa
MIPUBETCTBOBATH HE3ABUCHUMBIE POBEPKH,
OoIbIIast 4aCcTh MEPCOHANA BOCTIPUHUMACT
UX KaK OJTHO U3 YCIIOBUH CBOMX
KOHKPETHBIX paboumnx obsi3anHoCTEl. C
YUETOM BO3MOXKHBIX CEPhE3HBIX
TIOCJIC/ICTBUI OIIMOOK, TPEOOBAHHUE O
BBEJICHUH «CHUCTEMBI TIPOBEPOK» HE
Ka)kKeTcsi HLOOOCHOBaHHBIM OpeMeHeM M, B
CITydae HaJUIeXKaled pa3bsCHUTEIIBHON
paboTEhI, HE JJOTKHO BI3LIBATH Y
COTPY/IHUKOB HETATUBHYIO PEAKIIUIO.
Hcnonp3oBanue, T/ie 3TO MPAKTHIECKH
BO3MOYKHO, OTJICJIBHBIX TIPHOOPORB B
Ka4eCTBE JOTIOJTHUTEIIHFHOU MEPBI
MIPEAOCTOPOKHOCTH TIOMIMO HE3aBHCUMOMN
MPOBEPKHU JPYTUM YETOBEKOM 3aCITy>KUBAET
BHUMAHUS B KQUECTBE CIIEIMaIbHON
npouenypsl. Jlupexrop noomipsiet
WCTIONIb30BaHUE TAKOMW MPOTIEAYPhI, OJHAKO
CUMTAET, YTO BHECECHHE TPEOOBaHMS 00
WCTIONTE30BaHUH OTAEBHBIX PHOOPOB B
HopMatuBHbIe nojoxeHust CGMP
W30BITOYHO Y MOYKET CIICIIATh U3ICPKKY Ha
UX COOITI0/ICHHE HEOTPABIAHHO BHICOKUMH.
Mesxmy TeM B HACTOSIIITHX TIOJIOKESHUSIX
COZICPIKUTCS OTJICIIBHOE TPeOOBAHE O




accuracy.

7. Several comments indicated a general
interest in bioavailability and
bioequivalence requirements for drug
products. Because of the importance

of bioavailability and bioequivalence

to safe and effective use of drug Products,
these comments encouraged FDA to issue
regulations establishing necessary
requirements to assure this type of
product quality as soon as possible.

The Commissioner advises that
bioavailability and bioequivalence
requirements for drug products were
addressed in separate proposals published
in the FEDERAL REGISTER of

June 20, 1916 (40 FR 26157 and 26164)
and made final in the FEDERAL
REGISTER of January 7,1977 (42 FR
16241).

8. Several comments were received
regarding written procedures to describe
specific manufacturing and control
operations. In general the comments
agreed that written procedures

were suitable in many instances, but
were not required for every operation
involved in the production and control
of drug products. Specific examples
were cited as requiring excessive and
unnecessary written procedures. The
most common example cited was
§211.67(b), which proposed, in part,
that there be written procedures as
signing responsibility for cleaning and
maintenance and describing in detail
the maintenance and cleaning schedules,
the methods, equipment, and materials
to be used, and the methods of
disassembling and reassembling all
equipment used in the manufacture,
processing, packing, or holding of a

HporpamMMe KaTMOpOBKH U TEXHUUECKOTO
00CTTy>KUBaHuUsI 000PYIOBAHHS C LIEJBIO
olecrieueHust HaUIeKael padboTh
000py/I0BaHNsI ¥ TApAHTHPOBAHUS €T0
TOYHOH paOOTBHL

7. B HECKOJIBKUX 3aMEYaHUsIX ObLT
HPOSIBIIEH OOLIMI HHTEPEC K TPEOOBAHMAM
0 OMOJIOrMYECKOM YCBOSIEMOCTH H
OMODPKBUBAIICHTHOCTH JICKAPCTBEHHOM
NPOIYKIHHA. B CBSI3M ¢ Ba)KHOCTBIO
OMOIOTMIECKON YCBOSIEMOCTH U
OUOPKBHBATIEHTHOCTH U151 G€30I1aCHOTO U
3¢ PEKTUBHOTO MPUMEHEHUS
JIeKapCTBEHHOMN MPOAYKIINH STH 3aMEUaAHHS
noOynunu FDA BBecTH HOpMaTHBHBIC
TIOJIOKEHHS, YCTAHABIIMBAIOIIINE
o0s13aTeNbHBIC TPEOOBAHMS 110
00€CTIeUEeHHIO 3TOr0 BU/Ia KauecTBa
HPOAYKLIMH KaK MOXHO CKODEE.

Jupexrop npezsaraer, 4To0bl
TpeGoBaHMs O OMOIOTMIECKON
YCBOSIEMOCTH 1 OMOIKBUBAJICHTHOCTH
JIeKapCTBEHHON MPOAYKINH OBLTH
BKJIOUEHBI B OT/IEJIbHbIE IIPEIIOKEHYS,
omyomKkoBaHHbIe B DenepansHOM
peructpe 20 urons 1916 . (tnaesi 26157 u
26164 Toma 40 DenepanbHOTO perucTpa
CIIIA), 1 OKOHYATEJIBHO YTBEP)KICHBI B
®enepanbHOM peructpe ot 7 auBaps 1977
r. (rmaBa 16241 toma 42 denepambHOTO
peructpa CLLA).

8. HexoTtophle 13 NpeACTaBIeHHbIX
3aMeYaHui Kacaauch MUCbMEHHBIX
MHCTPYKLUH C ONMCAaHUEM KOHKPETHBIX
HPOU3BOJICTBEHHBIX ONEpaluii 1 onepanuii
110 KOHTPOJTIO KadecTBa. B 1ieimom, aBTops!
3THX 3aMEUYaHNN COTIACHEI, 9TO
NHMCbMEHHOE OMHCAaHNUE OKA3aI0Ch
YMECTHBIM B HEKOTOPBIX CITyJasix , HO, TTO
UX MHEHHUIO, TpeOOBaHHUE O €0 MPOBEACHUH
JUIS K&KJI0H ollepaliyy, CBI3aHHOH C
TPOM3BOJICTBOM M KOHTPOJIEM KauecTBa
JIEKApCTBEHHOM MPOTYKIIMY, U3NNIIHE. B
3aMEYaHMUSX PHBOMIINCH KOHKPETHBIE
TprMepbI N30BITOYHBIX M HEOTPABIaHHBIX
TpeOOBaHMI O COCTABICHUH MMMCbMEHHBIX
uHCTpyKImid. Hanbonee yacto
YIIOMHHAEMbIM IIPUMEPOM ObLT I1.
211.67(b), B KOTOpPOM Tpe/iaraeTcs, B
YaCTHOCTH, BBECTH TaKHe IMCbMEHHbIC
MHCTPYKIINH KaK OTIpe/Ie/ICHIe
OTBETCTBEHHOCTH 32 YOOPKY U TEXHUUECKOE
00cCITy)XKHBaHUE C TOAPOOHBIM OTTMCAHUEM
rpauKoB YOOPKH U TEXHUYECKOTO
00CITyK1BaHUs, METO/I0B, 000PYI0BaHUS 1
MaTepuajoB, KOTOPBIE MPU 3TOM HAJICKUT




drug product. The objection to the
requirement of this instance appears to
be in reference to "all" equipment.

The requirement for written procedures
is intended to provide additional
assurance of effective communication
of appropriate information from firm
management to line personnel and of
regular performance of a firm’s
established programs and procedures. It is
not enough that employees “know their
jobs.” Key personnel may be absent
without warning; personnel substitutions
involving less experienced employees
may be necessary; and new or revised
instructions to employees must be
adequately conveyed to those who need
to know. These situations are not usual,
but may occur frequently. The most
appropriate method for reliably relating
policies and procedures to those who
must know them is to have them set down
in writing, readily available, and
presented in a manner easily understood.

The Commissioner does not believe

this is a burdensome requirement. The
regulations do not require that a separate
procedure be written for each and every
individual piece of equipment. Thus, for
example, similar pieces of equipment that
would have the same cleaning schedule
could be considered together for
convenience and would be in compliance
with requirements of § 211.67(b).

9. One comment suggested that written
procedures are changed frequently and
the regulations make no Provisions for
dating the written procedures and
retaining outdated written procedures.
The comment pointed out that the

UCIIOJIb30BAaTh, & TAKKE METOJIOB pa300pKu
1 COOPKH BCETO 000pY/TOBAHMUS,
UCTIOJIB3YEMOT'0 TIPH TIPOU3BOJICTBE,
pacdacoBke Kakoro-Jimoo JeKapcTBEHHOIO
NPOTyKTA WJIH MPU 0OPAIIEHNH C HUM.
OCHOBHBIM BO3p2KEHUEM I10 TAHHOMY
TpeOOBAHMIO, KAKETCS, SBIISIETCS TO, UTO
OHO OTHOCHUTCS KO «BCEMY»
000pyIOBaHMIO.

TpeboBaHre 0 HATMYNY TMCbMEHHBIX
WHCTPYKITUIA NMEET LEITbI0 00CCTICUHTh
JIOTIOJIHUTENBHYIO Mepy 3P (HEeKTUBHOTO
JIOBEAICHUS HajIexKale napopmarum
PYKOBOZACTBOM (DUPMBI /IO CBEIICHUS
PSIOBBIX COTPY/THUKOB, @ TAKKe
PETYISIPHOE BBINIOJTHEHHE YCTAaHOBJICHHBIX B
JaHHOU (PUpMe MPOTpaMM M HHCTPYKIIHH.
HenocrarouHo, 4To0b! COTPYIHUKH POCTO
«3HaJIM CBOE Jietio». JIuIa, 3aHUMaromme
KJTIOYEBbIE IOJDKHOCTHU, MOT'YT IOKUHYTh
cBoe pabouee MecTo 6e3 MpeTypeKICHS;
MO>KET BO3HUKHYTh HEOOXOTUMOCTH B
3amMeHe 0oJIee OMBITHOTO COTPYTHHKA Ha
MEHEE OIBITHOT0; a HOBBIE WITH
W3MEHEHHBIC MHCTPYKIINH JTOJDKHBI
HaJlJIeXKaIuM 00pa3oM ObITh I0BEJICHBI /10
COOTBETCTBYIOIIEro nepconana. [lono6usie
CHTYalll HETUITNYHBI, HO MOTYT UMETh
MECTO J10BOJIbHO "acTo. Hanbornee
TIO/IXOJISIIINI METOT HaJICXKHOTO JIOBEICHHS
TPaBUJT ¥ THCTPYKIIHUIH IO CBEJICHHS TEX
JIUL, KOTOpPbIE JJOJDKHBI UMU BIIAJIETh — 3TO
COCTaBJICHHE TaKUX JIOKYMEHTOB B
HMCbMEHHOM BHJIE U B JIETKO JIOCTYITHOM
(dopme, a TakKe XpaHEHHE UX B PEKHME
CBOOOJTHOrO 10CTYTIA.

JlupeKTop He cuuTaeT JaHHOE TpeOoBaHUe
obpemenuTenbHBIM. HopmaTiBHBIE
HOJIOKEHUS He TPpeOyIOT HalMCaHus
OTAENBHON MHCTPYKIMHU IS KaXKI0U
OTIIETIBHOM eIMHHIIBI 000PYIOBaHHUSI.
Hamnpumep, rpaduk yOOpKH eIiHHIT
000py/I0BaHMSI CO CXOMHBIMHU (DYHKIUSIMA
MOYKHO JIJIS YI00CTBa O0BCANHHUTH U
COCTaBUTb B COOTBETCTBUU C TPEOOBaHUAMU
n. 211.67(b).

9. OHO M3 3aMEYaHUA BHOCUT
MPEJUIOKESHUE O HEOOXOAMMOCTH YaCTOTO
W3MCHCHUS TTMChbMEHHBIX MHCTPYKIIUHA 1
YKa3bIBaeT Ha TO, YTO HOPMATHUBHEIC
TIOJIOKEHUST HE CoJIepKaT TpeOOBaHuit O
JIATUPOBAHUH TTMCbMEHHBIX UHCTPYKLIUH 1
COXpaHEHUH YCTAPEBIINX MMCHMEHHBIX




outdated procedures may be of some
value in following up problems that may
have occurred during the period that the
written procedures were in effect.

The Commissioner has carefully
considered the merits of this suggestion
and concludes that specific provisions
for the dating and retention for all written
procedures are not needed at this time.
The regulations already contain this type
of requirement for certain records such as
master and batch production control
records. For other procedures, it is
preferable for each manufacturer to
develop his scheme for dating, replacing,
and retaining written procedures.

10. One comment recommended that
FDA provide a complete set of correct
model forms for use by individual
firms in their own recordkeeping. The
comment suggested that the model
forms could be a part of the CGMP
regulations, or FDA could furnish such
information separately.

The Commissioner does not find
sufficient need at this time to warrant
development of such model forms. The
CGMP regulations, as amended, provide
sufficient detail for manufacturers to
understand readily what is required for
compliance with these regulations.
Because of the broad nature of the
regulations and the wide variety of
manufacturers subject to the CGMP
regulations, the Commissioner is not
convinced that model forms would be

so adaptable as to be useful for a majority
of firms. If, however, future experience
with these CGMP regulations indicates
that model forms issued as guidelines
would be helpful, the Commissioner
will reconsider the matter.

MHCTPYKIMiA. B 3TOM 3ameuannu
OTMEYaeTcsl, 4TO YCTapeBLINe MMCbMEHHbIE
UHCTPYKLIUH MOT'YT OKa3aThCs M0JI€3HBIMU
B CJTy4ae HEOOXOIMMOCTH BbISICHEHUS
NPHYHUHBI IPOOIIEM, KOTOPBIE BOHHUKIIH B
TIEPUOJT ISUCTBUS TAKUX TIMCHMEHHBIX
VHCTPYKLIUH.

[locne BHUMATENEHOTO U3Y4EHHS STOTO
MIPEAIOKEHNS [TUpEKTOp MPHILIE K
BBIBOJTY, YTO B HACTOSII[NIA MOMEHT HET
HEO0OXOTMMOCTH BBOJIHUTH CTICLIHAIIbHBIC
HOJIOKEHHUS O TATUPOBAHUU U COXPaHEHUH
BCEX NMUCBMEHHBIX MHCTPYKIMH. [laHHbIe
HOpPMAaTHBHBIE MOJIOKEHHS YKe ColleprKaT
no7i00HbIE TpeOOBAHKMS B OTHOLIICHUH
HEKOTOPOM YUETHOU TOKYMEHTAINH, TaKOH
KaK y4eTHbIE JOKYMEHTBI [10 FeHEPATbHOMY
IUTaHY YIIPaBJIEHHUs TEXHOJIOTMYECKHM
IPOLIECCOM U IUTaHY YIIPaBJICHUS
CEpUMHBIM POU3BOJCTBOM. UTO KacaeTcst
JPYTUX UHCTPYKIIHH, TO IPEIIOYTHUTETBHO,
9T00BI KaKnast prpma mpou3BOANTEIH
paspaboTasa cBOO COOCTBEHHYIO CXEMY
JIATHPOBAHMS, 3aMEHBI U COXPaHSHHUS
NMCHMEHHBIX WHCTPYKIIUH.

10. B omHOM 13 3aMeyanuii ObLIa
BBICKa3aHa PEKOMEH/IALUsI O TOM, YTOObI
FDA o6ecrnieunsia momHbBIH KOMILIEKT
00pa3oB (HopM ISl HCTIOTL30BAHHUS
OTZIETbHBIMU (PUpMaMU B CBOUX CHCTEMAX
XpaHEeHMs y4ETHON JJOKyMeHTaluu. ABTOp
9TOr0 3aMeYaHusl MPEIOXKHIII, YTOOBI
TpeOOBaHUE O COCTABIEHUH TaKUX
00pa31ioB (hopM ObLIO BKITFOUCHO B
HopMatuBHEIE TIookeHNst CGMP
FDA morna Obl IpeicTaBUTh TAKYIO
UH(POPMALIUIO OTETHHO.

JpeKTop cuuTaeT, 4To B HacToAIIEe
BpEMsI OTCYTCTBYET JOCTATOYHAS
HEOOXOTMMOCTB MIPUHATHS PEILICHHS O
pazpaboTKe Takux 00pasioB Gopm.
JlonoHeHHbIe HOPMATUBHBIE TIOJIOKEHUS
CGMP conep:kaT A0CTaTOYHO TOAPOOHBIX
yKa3aHUi JUIs TOT0, 4YTOOBI IPOU3BOAUTEIH
MOIJIH JIETKO MOHSTh, YTO OT HUX TpeOyeTcs
JUTs COOJTIO/ICHUST HACTOSIILIMX MOJIOKEHHUA.
VYuursiBas HUPOKUI XapaKTep HACTOSIIUX
HOPMAaTHBHBIX TIOJIOKESHHUH, a TaKKe
OTPOMHOE pa3zHooOpasue pupm
MPOU3BOJUTENICH, IOANIAJAIOLINX IO/
JIEVCTBIE HOPMATHBHBIX MOJIOKEHUI
CGMP, [lupektop cOMHEBACTCS, YTOOBI
00pa3iibl (HOpM MOKHO OBLITO COCTABHTH
TaK, YTOOBI OHU ITOIOIUIA IS
UCTIONIb30BAHMS B OOJBIIMHCTBE (DHPM.
OnHako, eciu B MpoLecce MPUMEHEHUS
HACTOSAIINX HOPMATHBHBIX MOJIOKEHUI
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11. A respondent suggested promulgating
the regulations under section 701(e) of
the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 371(e)) to give
opportunities for hearings on, and
Judicial review of these regulations
before they take final effect.

The authority to promulgate the
regulations for the enforcement of the
current good manufacturing practice
provisions of the act rests specifically
in section 701(a) of the act. As noted

in paragraph 35, Congress voted in
1962 not to require that CGMP
regulations be issued under the
procedures set forth in section 701(e) of
the act. The Commissioner could elect to
follow a procedure similar to that in
section 701(e) of the act and hold a
legislative type of hearing on Specific
aspects of this proposal under 21 CFR
RULES AND REGULATIONS

Part 15. After an extensive review of
the numerous comments, however, he
has decided that there are no particular
portions of this regulation which need a
further presentation of information or
arguments. Any interested person may
submit a petition under 21 CFR 10.30 to
the Commissioner requesting such a
hearing and should identify with
specificity and supporting explanations
the issues that might be heard. No such
petition will, however, automatically
delay the effective date of these
regulations, as would be the situation
under section 701(e) of the act; the
Commissioner will grant a delay only if
clearly justified.

CGMP crasner sicHO, 4TO 00pa3iibl Gopm,
U3JIaHHbIE B BUJIE PYKOBOJICTB, MOTYT
OKa3aThCs MOJIE3HBIMU, JIUPEKTOp MOXKeET
BEPHYTHCS K PACCMOTPEHHIO 3TOTO
BOIIPOCA.

11. OnuH pecnoHIEHT MPe oI
OITyOJIMKOBATh HACTOSILIME HOPMATHUBHBIE
TIOJIO’KeHUsI B paMKax pasnena 710 (e)
®DenepalIbHOTO 3aKOHA O KOHTPOJIE 3a
NPOTyKTaMH TIUTAHMS, JISKAPCTBAMH U
KOCMETHUYECKUMHU CpPEJCTBaMH (T1aBa
371(e) Toma 21 Csona 3akonoB CIIIA) ¢
TEM, 4TOOBI MOTYYUTh BO3MOKHOCTb
HPOBO/UTS CITYIIAHUS IO HOBOZY TaHHBIX
HOJIOKEHUH 1 MX Cy1eOHbIN KOHTPOJIb 10
OKOHYATEeJIbHOIO BCTYILIEHUS
HOPMAaTHBHBIX HOJIOKEHUH B CHITY.

[TonHOMOUMS O MyOIMKALH
HACTOSAIIMX HOPMAaTUBHBIX MOJIOXKEHUH 115
HaJ30pa 3a COOMI0JCHUEM TTOJIOKEHHH O
HAJICKALIEH TPOU3BOICTBEHHON PAKTUKU
KOHKPETHO OIpeesisitoTes B paszene 710(e)
JaHHOrO 3aKoHa. Kak ormeuaercs B 11. 35, B
1962 roxy Konrpecc CILIA mporomocosan
3a OTKa3 OT TpeOOBaHMS O Ty OIIMKaIN
HOpMaTUBHEIX monoxxernit CGMP B
pamkax paznena 710(e) raHHOTO 3aKOHa.
JlupeKxTop UMeeT NpaBo MPUHATH peLIeHHEe
0 CJIeI0BaHUH MHCTPYKIMH, TO00HON TOH,
KOTOpas cofiepskutcs B pazzaeie 710(e)
JTAHHOT'O 3aKOHA U MPOBOAUTH CITyIIAHUS
THIIA TTAPJIAMEHTCKUX 10 OT/ETbHBIM
ACIIEKTaM HACTOSILIETO MPEIOKEHNS B
COOTBETCTBHH C 4acThio 15 Toma 21 CBoma
(enepanbHbIX TpaBiiL. OIHAKO TIOCITE
TIIATENHFHOTO aHAJIN3a 3HAYUTETIHHOTO
KOJIMYECTBA 3aMEUaHUI OH MPUILIEIT K
BBIBOJIY, YTO B HACTOSILIX HOPMATHUBHBIX
TIOJIO’KEHUSIX OTCYTCTBYIOT TAKHE YaCTH,
KOTOpBIE TPEOYIOT JaTbHEHIIIETO
npe/CcTaBIeHUs] MHPOPMALMK WU
HpOBEJIEHHs JUCKyccuil. B cooTBeTcTBHY C
nonoxxenusimu r1aBbl 10.30 Toma 21 Ceona
(henepanbHBIX TpaBwil, F0O0E
3aMHTEPECOBAHHOE JIUIIO MOKET
00paTUTHCS C XOJATaHCTBOM O Ha3HAYEHUN
TaKMX CITyLIaHWH IPH yCIO0BUH, UTO OyAyT
Ha3BaHbl KOHKPETHBIE BONPOCHI, TI0
KOTOPBIM HAIJIEKUT MPOBECTU CITYILIAHUS, U
OyIyT yKa3aHbl OCHOBAHHS TSI TIPOBEICHUS
Takux ciaymanuid. Bmecre ¢ Tem, nogaya
TaKOr'o X0JIaTaiCTBa HE MOXKET MPUBECTH K
ABTOMATUYECKON OTCPOYKE BCTYIUICHUS
HACTOSIILIMX HOPMATHUBHBIX MOJIOKEHHUH B
CHJTY, KaK 3TO MOIJIO ObI IIPOU30UTH B
pamkax pazzaena 710(e) 3akona. [lupexrop
HPHUMET PELICHNE O TAKOH OTCPOUKE JINIb




12. In reference to the proposed
requirement in §211.184(a), that the
prime manufacturer, if known, be listed,
one comment recommended that the
CGMP regulations require that the name
and lot number of the original
manufacturer of the final drug product be
part of the labeling.

The Commissioner recognizes that a
number of interested persons have, at
various times, recommended that the
labeling of drugs (whether bulk or in
dosage form) bear the name of the
manufacturer in addition to the distributor
or repacker or relabeler. Changes such as
this, however, would have such broad
effect and would be likely to generate
such enormous public and industry
interest that the Commissioner does not
believe that these final regulations are the
proper place to consider them. Moreover,
there are questions concerning the
legality of such a requirement being
adopted under section 501(a)(2)(B) of
the act (21 U.S.C. 351(a)(2)(B)).
Therefore, the Commissioner declines to
act on this comment at this time.

II. TERMINOLOGY AND LANGUAGE
THESE REGULTIONS

13. Numerous comments were received
suggesting changes in language,
grammar, terminology, punctuation,
sentence structure, and other editorial
changes to clarify or improve upon the
requirements as stated in the regulations
or to eliminate redundancies or
inconsistencies. Those proposals that
raised significant policy questions,
suggested changes in the substance of the
regulation, or otherwise required, in

the Commissioner’s opinion, a specific

MPY HAJIMYKH SCHBIX HA TO OCHOBaHHH.

12. B cBsi31 C NIPEIOAKEHHBIM B I1.
211.184(a) TpeboBaHMEM O TOM, UTO
HE0OXO/TMMO yKa3bIBaTh HANMEHOBAHHUE
OCHOBHOTO TIPOM3BOAUTEISI, €CITH TAKOBOU
W3BECTEH, OJJH U3 PECIIOH/ICHTOB
MPEUIOKIIT PEKOMEH/IALIMIO BBECTH B
HopMatuBHble nonoxennsas CGMP
TpeboBaHKe, IO KOTOPOMY HAaMEHOBAaHHUE
MIEPBOHAYAILHOTO IPOU3BOAUTENSA
KOHEYHOT'0 IPOAYKTa U HOMEp MapTHH
HEOOXO/TMMO YKa3bIBaTh Ha ITHKETKE.

JypekTop Ipu3HAET, 4TO B pazHOE
BpeMsl LIEJIbIN PsiJ] 3aUHTEPECOBAHHBIX JIUI]
BBICKa3bIBAJI PEKOMEH/IAIINH O TOM, 4TO Ha
ITHUKETKAX JIEKAPCTBEHHON MPOYKIHH
(MOCTaBNISIEMBIX KPYITHBIMU MApTUSIMU WITH
B JI0O3UPOBAaHHON YTIAKOBKE) HEOOXO MO
YKa3bIBaTh HANMEHOBAHUE MPOU3BOUTEISI
BMECTE C HAMMEHOBAaHHUEM ONTOBOI (PHPMBI,
W (UPMBI 110 pacacoBKe WM BBITYCKY
ITUKETOK TSl pac(hacoBaHHOM MPOTYKIHH.
OnHako, HOCKOJIBKY TaKHe H3MEHEHHS
TMOJIO’KEHUI MOTYT UIMETh HAaCTOJIBKO
LIMPOKHE MTOCIIEICTBYS U IIPUBJICYb TAKOE
OTPOMHOE BHHUMAaHHE CO CTOPOHBI
0OIIIECTBEHHOCTH U (pUpM MPOU3BOTUTENIEH,
JMpekTop cunTaeT, 4To OKOHYaTeIbHas
peIaKIys HACTOSIIX HOPMATUBHBIX
TIOJIOKEHUH He SBIAETCS MOAXOASIIEH
TpUOyHOU ISl X paccMoTpeHust. Kpome
TOT0, CYIIECTBYIOT BOIPOCHI OTHOCHTEITHLHO
3aKOHHOCTH MIPUHSITHS TAKOTO TpeOOBaHHUS
B pamkax pasznena 501(a)(2)(B) 3akona
(rmaBa 351(a)(2)(B) Toma 21 CBoma
3akoHOB CIIIA). B cBsi3u ¢ atum Jlupekrop
PELLII B HACTOSIIIEE BPeMsI BO3IEPKaThCs
OT YZIOBJIETBOPEHUS [IPEIIOKEHNS,
BBICKa3aHHOT'O B JAHHOM 3aMEYaHHH.

II. TEPMUHbI 1 ®OPMVYJIMPOBKU
HACTOAIIMX HOPMATHBHBIX
ITOJIOKEHNI

13. bb110 NoMy4eHo 3HaUUTENTHHOE
KOJIMYECTBO 3aMEUaHUM C MPeIoKEHUAMU
0 BHECEHUM U3MEHEHUH ¢ TOUKU 3pEHUS
CTHUJISI, TPAMMATHKH TEPMHUHOJIOTHH,
MYHKTYalllH, CTPYKTYPBI ITPEIUTOKESHHI
WJIF HHOTO PeJAKTHPOBAHMS TEKCTa
HOPMAaTHBHBIX TIOJIOKEHHUH C TIEITHIO
TIOBBIIICHHS €10 SICHOCTH WITH YITy9IICHHS
(hopMyTUPOBKY TPeOOBAHUH, WITH C TICITBIO
yCTpaHEHUs H30BITOYHON MH(POPMAIN WITH
npotrBopeunii. Te 3aMedanst, KOTOpbIe
3aTParuBaroT CYLLIECTBEHHbIE IPOOJIEMBI B
00J1acTH NpaBuUJI, MPEAJIAraroT BHECTH




response, are discussed individually
below. Many of the suggested changes.
however, were more editorial and stylistic
and do not warrant a detailed

discussion that would double the

length of this preamble.

The Commissioner reviewed each of
these numerous editorial and language
changes to determine whether it offered
an improvement in clarity or definition,
eliminated an obvious error or
redundancy, promoted consistency with
other portions of the regulations, or
otherwise identified textual problems
that were not previously noted by FDA.
Where the proposed alternative language
or other-changes suggested by them were
superior to the proposal, they were
adopted in substance or verbatim. Where
they did not offer any improvement, the
Commissioner declined to accept them.

14. One comment recommended
consistent usage of the words “drug.”
"drug product,” “phase,” “step”, and
“stage.” The comment suggested that
confusion can result from using “drug”
and “drug product” interchangeably
because, in the technical literature, the
term “drug” usually refers to the bulk
drug and the term “drug product” to the
finished dosage form. The comment also
pointed out that the words “phase,”
“step,” and “stage” are used
interchangeably and may, in fact,
describe different aspects of a production
operation.

LR N3

The Commissioner finds that Parts

210 and 211, as amended by this order,
use “drug” and “drug product”
consistently

U3MEHEHHUS B CyTh HOPMaTUBHBIX
MOJIOKEHUI WJIH, 10 MHEHUIo J{upekTopa,
3aCITy’KMBaOT KOHKPETHOT'O OTBETA I10
UHBIM [IPUYMHAM, 00CY>KIA0TCs HIKE B
WMHIUBHUAYaIbHOM Iopsiake. Bmecte ¢ Tew,
MHOTHME U3 NIpeUIaraBInxcs N3MEHEHUI
KacaJlich B OOJbIIICH CTETEHHN S3bIKOBOTO U
CTWJIMCTUYECKOTO PEJAKTUPOBAHUS TEKCTa,
YTO JIeTIaeT UX MopOOHOE 0OCYKIeHNE
3[€Ch U30BITOYHBIM, TaK KaK 3TO MPUBEJIO
OBl K yJJBOCHHIO 00bEeMa HaCTOSIIIIETO
HPEHUCIIOBHS.

JlupeKTop U3yums Kaxioe u3
NPEIOKEHHBIX PEIAKTOPCKUX U
CTUJIMCTUYECKUX W3MEHEHUH Ha MpeIMET
TOro, JEUCTBUTEIBLHO JIM OHU IIOMOTAlOT
YIIYUIIUTb TEKCT C TOYKU 3pEHUS ICHOCTU U
HE/IBYCMBICIIEHHOCTH OIpe/IeIeHUH,
YCTPAHSIOT SIBHYIO OILIMOKY WIIN
W30BITOYHYIO UH(OPMAIHIO, CIOCOOCTBYIOT
TMIOBBIIIEHHIO CBA3HOCTH C IPYTUMHA
YacTSMH HOPMATHUBHBIX MOJI0KEHUH WITN
MHBIM 00pa30M YKa3bIBaIOT Ha TPOOIJIEMBI ¢
TEKCTOM, KOTOpbIE HE ObUIN paHee
oOHapy>kensl corpynHukamu FDA. B tex
CITy4asiX, KOT/1a MpeIjIosKeHHbIE
aJIbTepHATUBHBIE (POPMYIIMPOBKH WM UHbIE
W3MEHEHHs YITy4llaayd TeKCT HaCTOSILETO
NPEIOKEHNUsI, OHU ObLIN MPUHSATHI 110 CYTH
wiK OykBaJibHO. B Tex cimydasx, korna
HPEJIOKEHHbIE N3MEHEHUS He YTy dIliain
TeKCT, JIMpeKTop OTKa3bIBAJICSA UX MPUHATH.

14. B onHOM 3aMedaHuH
PEKOMEHI0BAIOCH TIPUAEPKHUBATHCS
TMOCJIe/IOBATENLHOCTH B YIOTPEOJICHUI
TaKHX CJIOB KaK «JICKapCTBO,
«JIEKapPCTBEHHBIN MPOTYKT», «(aza»,
«3Tall» U «CTaus». ABTOP 3aMEUaHUs
CUMTAET, YTO MOMEPEMEHHOE YIIOTpeOieHne
CJIOB «JICKapCTBO» M «JICKAPCTBEHHBII
HPOYKT» MOXET NPUBECTH K IyTaHUIIE,
MOCKOJIbKY B TEXHHUUECKOI JIuTeparype
CIIOBOM «JIEKapCTBO» OOBIYHO 0003HAYAIOT
KPYIHbIE TAPTUH MPOIYKLIMH, a TEPMUH
«JIEKQPCTBEHHBIN MPOTYKT» MIPUMEHSIETCS K
HPOYKLIMH, TIOCTAaBIIIEMON B
pacdacoBaHHOI T03UPOBaHHOH Qopme. B
3TOM 3aMEYaHHH TaKKe YKa3bIBAJIOCh, YTO
TaKKe CIIOBA Kak «(haza», «3Tam» u
«CTaAus» B TEKCTE MOJIOKEHUIN 3aMEHSIOT
JpyT ApyTa, TOTAA KaKk Ha CAMOM JIEJIE OHU
MOT'yT 0003HA4aTh pa3IMYHbIEC ACHEKTHI
MPOU3BOJCTBEHHOr0 MPOLEcca.

ITo Muennro JlupekTopa, TOMoIHIEMBbIE
HACTOSIIMM TprKazoM yacti 210 u 211
UCTIONB3YIOT CIIOBA «JIEKAPCTBO» U
«JIEKapCTBEHHAsI IPOIYKLMS» B




with the definitions in section

201(g) of the act and § 210.3(b)(4)

of the regulations (21 CFR 210.3(b)(4));
that is, “drug products” refers to only
finished dosage forms, while “drug”
includes both bulk drugs and drug
products. With regard to the words
“phase”, “step,” and “‘stage,” he finds that
it is unnecessary to describe various
aspects of a production operation by
using different words that can have
essentially the same meaning

in common usage. Therefore, for
clarification, the CGMP regulations are
revised to use the word “phase”
consistently when describing certain
aspects of the manufacturing operations.

15. A number of comments concerned
use of the phrase “to prevent”
throughout the proposed CGMP
regulations. The phrase appears in these
regulations to indicate that a required
procedure must be accomplished, or
accomplished in a manner, to preclude

a resultant deleterious effect, e.g.,
“containers shall be opened, sampled,
and resealed in a manner to prevent
contamination.” In several instances,

the comments objected to the phrase

as being “too absolute,” stating that

the regulations should allow for variation
from the desired objective on occasion
because no firm should be expected to
prevent undesirable occurrences 100
percent of the time. The phrase “designed
to prevent” was suggested as an
alternative. A number of comments
objected to the phrase “to prevent” when
used in conjunction with written
procedures on the basis that written
procedures in themselves do not prevent
anything; they must be implemented to
accomplish the desired objective. The
phrase “designed to prevent” was again
suggested as an alternative phrase.

COOTBETCTBUH C ONPEACIICHUSIMY,
npuBeeHHbIMH B 11. 201(g) 3aK0oHa U 1.
210.3 (b)(4) HOpPMATHBHBIX MOJIOKEHUH
(rmaBa 210.3 (b)(4) Coga DeaepanbHbIX
npaswi CLHA): T.e., TepmuH
«JIEKapCTBEHHAS TIPOIYKLHSI»
WCTIONIb3YETCS JIULIB JJ1s1 0003HAYECHHS
TOTOBBIX JIO3MPOBAHHBIX JIEKAPCTBEHHBIX
(hopM, a TEPMUH «IEKapCTBO» 0003HAYALT
KaK KpyIHbIE TAPTUH TPOLYKIHH, TaK U
OT/IENBHBIC JIEKAPCTBEHHBIE MPOAYKTHL. UTO
KacaeTcs CIIOB «(aza», «ITal» U «CTaIUsI»,
TO JIUpEKTOp CUMTAET HEelleNIeCO00Pa3HbIM
0003HayYaTh pa3IMYHbIC aCIIEKThI KAKOro-
7160 MPOM3BOACTBEHHOI'O TpoLecca
Pa3IUYHBIMU CJIOBAMH, KOTOpBIE B
OOIIETPUHATOM YIOTPEOJICHUH UMEIOT B
OCHOBHOM OJTHO U TO K€ 3HaueHue. Takum
00pazoM, 1 00ecreueHust ICHOCTH TeKCTa
B HOpMaTHBHBIX NoNoxeHusIx CGMP mist
OTMCaHMs TEX WIN UHBIX aCIIEKTOB
MPOM3BOJCTBEHHOI'O IPOLIecca BBOAUTCS
TIOCTIEIOBATEIILHOE YTIOTPEOIICHHE CIIOBA
«haza».

15. Psin 3ameyanuii Kacaich
MPUMEHCHUS TEPMUHA «IIPESIOTBPATHUTE TIO
BCEMY TEKCTY IpesIaracMbIxX
HOpMaTuBHbIX nojoxeHnit CGMP. B
TEKCTE HACTOSILIMX MOTOKEHUH ITOT
TEPMUH 03HAYaEeT, YTO Ta WM UHAs
TPOIIE/Typa IOJDKHA OBITh BBITTOJTHEHA WITH
BBITIOJTHEHA TAKUM 00pa3oM, 4TOOBI He
JIOIYCTUTh BO3HUKHOBEHUS BPEAHBIX
TIOCTIC/ICTBHI, HATIPHMEP: «EMKOCTH
ClIeyeT OTKpBIBATh, OTOUPATh Ha MPOOY U
CHOBA 3alleyaThiBaTh TAKUM 00pa3oMm,
YTOOBI IPEAOTBPATUTH 3arpsi3HEHNE
OKpYy>Karoliei cpenbl». B HekoTophIx
CITyJasix aBTOPBI 3aMEYaHHH BO3PAKaIIH
MPOTHUB YMOTPeOIEHHs 3TOr0 TEPMHUHA,
CUMTasl €r0 «CIMIIKOM 0€3yCIIOBHBIM»; 110
UX MHEHHIO, HOPMAaTUBHBIM MOJIOXKEHUSIM
ClIeyeT IpeycMaTpuBaTh BO3MOXKHOCTh
OTKJIOHEHMS OT NOCTaBJICHHON LIeTH B
HEKOTOPBIX CITy4asiX, IOCKOJIbKY HU OT
OJTHOU (hMPMBI HEJb3s TPEOOBATH
HOCTOSTHHOT'O TIPEI0TBPALLIEHUS
HEKeJaTeNIbHbIX COOBITHI CO
CTOIPOLICHTHBIM pe3yJbTaToM. B kauecTse
AJIbTEPHATUBBI OBLIIO NPEAIOKEHO
BBIPaKECHHE «IIPEJHA3HAYCHHBIH IS
NPEIOTBPAILICHUS». ABTOPHI HEKOTOPBIX
3aME4YaHUN BO3paKallv IIPOTHB
YIIOTPEeONCHIS TEPMUHA «IIPEIOTBPAIIATE>
B KOHTEKCTE MMCbMEHHbBIX HHCTPYKLIMH Ha
OCHOBaHMH TOTO, YTO CaMH 110 cele




The Commissioner believes that it is

not acceptable to allow deviations

from practices that could result in adverse
effects upon the quality of the

drug product even on occasion. The
Commissioner, however, does agree
with the comments’ contention that
written procedures must be implemented
to prevent anything and has

adopted the phrase “designed to prevent”
in the applicable portions of the

final regulations.

MUCHEMEHHBIE MHCTPYKIMH HUYETO
MIPEAOTBPATUTH HE MOTYT: X IPOCTO
CJIEyeT BBITIOIHAT JUIS IOCTYDKEHHUS
JKenmaemoit ienu. B aTom citydae Taxoke
MIPeJIaragoch 3aMEHUTH 3TOT TEPMUH Ha
BBIpaKECHHE «IIPETHA3HAYCHHBIN JIIs
MPEIOTBPAILICHHUS».

ITo MEeHHIO npexropa, HEJOMYCTHMO
MTO3BOJISTH TAKHE OTKIOHEHUS OT
IIPAKTUKHU, KOTOPbIE MOT'YT OTPULIATEIBHO
CKa3aTbCsl HAa Ka4eCcTBE JIEKapCTBEHHOU
IPOAYKIMH JaKe BCEro JINLIb B
HEKOTOpBIX cilydasx. Bmecre ¢ Tem
JupeKTop cornaceH ¢ aBToOpaMu 3TUX
3aME4YaHuil B TOM, YTO NUCbMEHHbIE
MHCTPYKLUHU HEOOXO0AUMO cOOII01aTh
JUIS IPEOTBPALLEHUS JII0ObIX
OTPULATENBHBIX IIOCIEACTBUN U PUHSI
pemeHre 00 ynoTpe6sIeHMH BbIpaskeHHsI
«OpeaHa3HAYCHHBIN JJIs1
MPEIOTBPALICHUS» B COOTBETCTBYIOIINX
YaCTAX OKOHYATEIBHOUN peJaKkIny
HOPMATHUBHBIX MTOJIOKECHUM.




