Hapnexawme MNpakTukm — TpebosaHnA U peKkomeHaaumnu
Good Practices — requirements and recommendations
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Hapgnexawme npakTUKu
Good Practices

Good Laboratory Practice (GLP) Hapnexauwaa nabopatopHas
NpPaKTUKa

Good Clinical Practice (GCP) Hapnexawana KAiMHU4YecKasn
NpPaKTUKa

Good Manufacturing Practice (GMP) Hapne)xaliasa npon3BoAacTBeHHasA
npaKTUKa

Good Storage Practice (GSP) Hapnexawaa npakTuka xpaHeHUsA

Good Distribution Practice (GDP) Hapnexauwaa anctpubobloTopcKan
npPaKTUKa

Good Pharmacy Practice (GPP) Hapnexkauwaa anteyHasa NPaKTUKa
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Ponb mexKayHapoAHbIX CTaHAapPTOB B rocyAapCcTBEHHOM
perynmpoBaHum

The role of international standards in the federal regulating process

Ha Kakgom 3Tane co3faHuA, W3roTOBJIEHUA U pacnpedeneHus  J1eKapcTs
NPUHUMALOTCA crneumdpuryeckme Ana 3Toro atana mMepbl N0 HeAONYyLWEeHNO OWKNBOoK m
OTK/IOHEHWI B paboTe, KOTOPblE MOTYT OTPULLATE/IbHO MOBAMATL HA KA4yecTBO . TaKum
06pasom, MOXKHO roBOpPUTb O LienoYke obecrneyeHna KayecTBa, OXBaTbiBalOLWEN BECb
KU3HEHHbIA UMKN  JIEKAPCTBEHHOrO MNPOAYKTa, CyTblo, KOTOPON  ABASETCH
HENpPepPbIBHOCTD.

At every stage of the development, manufacture and distribution of medicines the
stage-specific actions are taken in order to prevent errors and deviations in the
activities that may have negative impact on quality. Thus, it is possible to speak about
the chain of quality assurance, which covers the whole life cycle of a medicinal
product and is aimed at the assurance of consistency.

E@ | -UII’E

INTERNATIONAL

atandards Worldwide
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Ponb meXXayHapoAHbIX CTAaHAAPTOB B roCyAapCcTBEHHOM
peryampoBaHuUu
The role of international standards in the federal regulating process

¢apMaLI,EBTM‘-IECKa$I CuUctéMa Kayecrtea (¢CK) — 3TO KOMMJIEKC mep no obecneyeHunto

3P PeKTMBHOCTN M Be3onacHOCTM PpapMaLeBTUHECKUX NPOAYKTOB, @ TaKKe MX COOTBETCTBMA OPULIMANBHBIM
TpeboBaHUAM NO NOKa3aTesiAM KayecTBa.

Ha HauMoHanbHOM YpOBHe Takaa cucTema BK/toYaeT B ceba papmaLueBTUYECKOe 3aKOHOA4ATEeNbCTBO, MOPAAO0K
perncTpaumm NPpoAyKTOB U IMLEH3UPOBAHMA NPeanpPUaTUIA NO NPOM3BOACTBY, MMMNOPTY, ONTOBOM U PO3HUYHOM
Toprosne. PapmaKonenHyo Nnporpammy, 1abopaTopHYo cNyKOy (He3aBUCMMbIe OT NPOU3BOACTBA KOHTPObHO-
aHaIUTUYeCcKmne NabopaTopumn, MHCTUTYTbI, LEHTPbI), UHCMEKTOPAT, NPOrpamMmmy MOHUTOPUHTA
HebnaronpuATHbIX peakL Mt NekapcTB..

Pharmaceutical quality system (PQS) is a complex of measures to ensure the effectiveness and
safety of pharmaceutical products and their compliance with formal requirements in terms of quality.

At the country level, this system includes the pharmaceutical legislation, the procedure for the registration of
drug products and licensing of the enterprises for manufacture, import, wholesale and retail sales,
Pharmacopoeial program, laboratory services (control and analytical labs independent from production,
titutes, centers), the Inspectorate, and the surveillance program on adverse drug reactions.




PerynnposaHue ¢papmarueBTUUECKON OTPAC/IN B MUPE
Regulation of the pharmaceutical industry in the world

* MeXayHapoaHaa KOHQepeHumAa no ® |CH
rapmoHun3auum TpeboBaHUMU K
PErncTpaumnm nekapcrTBeHHbIX CpeacTs harmonisation for better

N9 Yye/loBeKa

The International Conference on
Harmonization of = Technical
Requirements for Registration of
PhaHr)maceutlcaIs for uman Use

www.ich.org

e CWHWAUSA,  United States
Pharmacopoeia (USP)

* EBpona Europe, European
Pharmacopoeia (Ph. Eur.)

* AnoHwuA, Japan Japanese
Pharmacopoeia (JP}
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PerynnposaHue ¢papmarueBTUUECKON OTPAC/IN B MUPE
Regulation of the pharmaceutical industry in the world

Pernctpupytouwime n KoHTpoaupytouime www.fda.us
opraHuMsaummu

Registration and Supervisory Agencies: =~ WWW.€ma.europa.eu
www.hc-sc.gc.ca

« CLIA,USA FDA FDA www.mhra.gov.uk
° EBponal EBponeB Food and Drua Admi!ginn — tqa. qov.au
JIeKapCTBEHHbIX cpeEul\slTB /European www.roszdravnadzor.ru
A) http://minpromtorg.qgov.ru/

Medicines Agency (
* AreHTCTBO BennkobputaHum no )
KOHTPO/IIO 33 N1E€KAPCTBEHHbIMMU https.//www.rosminzdrav.ru/
IEPE,CI{_CTBaMM Medicines and

ealthcare Products Regulatory
Agency (MHRA

* HauMoHasibHble KOMMETEHTHbIE
opraHbl Poccun/The national
Competent Authorities of Russia
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PerynnposaHue ¢papmareBTUUECKON OTPAC/IN B MUPE
Regulation of the pharmaceutical industry in the world

WHO (World Health Organization/BcemupHas
opraHu3laums 3apasooxpaHeHusa (BO3))

PIC/S (The Pharmaceutical Inspection Co-
operation Scheme/KoHBeHUUA U cxema
COTPYAHMYECTBA NO papMaLeBTUYECKUM
NHCNEKLUAM)

ISPE (International Society for Pharmaceutical
Engineering / MexayHapoaHoe obLuecTBo
dapMaLEeBTUYECKOTO NHKMUHUPUHTA)

PDA (Parenteral Drug Association/Accoumnaumsn

NnapeHTepabHbIX IEKAPCTBEHHbIX NpenapaTos)

ECA (European Compliance Academy/
EBponenckan akagemmsa COOTBETCTBMSA)

| Bcepoccuiickaa GMP KoHbepeHumA

e  www.who.int

*  www.picscheme.org

°  www.ispe.org

* www.pda.org

e  www.gmp-compliance.com

PDA

Parenteral Drug Association

World Health \Kz/
Organization
* ¥ %
* *
* ECA *
* *
* oy K
EUROPEAN COMPLIANCE
ACADEMY
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Hapnexawana npon3BoacTBEHHAA NPAKTUKA
Good Manufacturing Practice

* EudralLex Vol 4 GMP Human and ¢ http://ec.europa.eu/health/

Veterinary

— GMP Part |

— GMP Part i

— GMP Part Il

— Annexes#1-17, 19

documents/eudralex/vol-
4/index en.htm

EU PHARMACEUTICAL
LEGISLATION ELUDRALEX
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3auem Heobxoaum GMP ?
Why is GMP needed?

Mopa, HaaNexallen NponsBoAcTBEHHOW NpaKkTMKol (good manufacturing practice - GMP) noHMmaloT cBoA, MUMHMMaNbHbIX TpeboBaHM
K OpraHuM3auuM nNpPOM3BOACTBA JIEKAPCTBEHHbIX CPEACTB, HanpaBieHHbIX Ha obecnevyeHwe KadvecTBa npoaykuuu. Mpasuna GMP
OCHOBAaHbI Ha cneayoLWnX NPUHLUMMNAX:

* CuctemHbiM noaxon;
* [podunnaktnyeckasa HanpaBAEHHOCTb;
* [unbkocTb B cnocobax BbiNoNHeHUA TpeboBaHU;

 (006A3aHHOCTb NPOM3BOAUTENA MNPEAOCTaBUTb A0KA3aTeNbCTBa aAeKBAaTHOCTU M3OPaHHOro UM METOAa BbINONHEHUA TPeboBaHUM
(Bannpaums).

Lenb npasun GMP — wuckntouYeHne Uam MMHMMU3aUMA OWMOOK N OTKIOHEHUIN Nepea, U B Npouecce NpoM3BOACTBA NEKAPCTBEHHbIX

CPeAcCTB, CNOCOOHbIX OTPMUATE/NIbHO MOBAMATL HA KayecTBO FOTOBbIX NMpenapaTtoB. B cnayyaax gonyuweHHbix ownbok, cobntogeHue

npaBwuA NPU3BaHO COAENCTBOBATb MUX BbIABNEHUIO N YCTPAHEHUIO Ha BO3MOXKHO H0o/siee paHHUX CTagusX.

Good manufacturing practice (GMP) refers to the minimal set of guidelines on organization of drugs manufacture aimed at the
assurance of their quality. GMP guidelines rely on the following principles:

e System approach;
*  Preventive nature;
* Flexibility in satisfaction of requirements;

 Manufacturer’s obligation to provide evidences of adequate chosen method used to achieve the compliance with appropriate
requirements (validation).

The purpose of GMP guidelines is to exclude or reduce potential errors prior to and in the course of drug manufacture, which might
gative impact on finished product quality. In case of any occurred errors the observance of those guidelines should contribute
etection of such errors and their resolution at early stages.

| Bcepoccuiickaa GMP KoHpepeHUUa
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Ob6ecneuyeHune Kauecrsa
Quality Assurance

- * Mbl OTBETCTBEHHbI 3a:
v' be30onacHOCTb NaumeHTa

v' CoxpaHeHue Kadectsa v adpdekTnsHocTn J1IC
Ha NPOTAXKEHUN €ro CPOKa XPaHEHUA

v" ToyHoe BbiNosHeHne TpeboBaHUI HaLLKX
KAMeHToB/NnapTHEpOB

Ana npounssegeHHbix J1IC Ha NPOTAXKEHUN UX
*U3HEHHOro UuKna.

*  We bear responsibility for:
v’ Patient safety

v' Maintenance of drug quality and efficacy
throughout its shelf life

v' Meeting the demands of our
customers/partners

with relation to the manufactured drugs throughout
their life cycle.

hrx \-1
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MpaBuna GMP — 0630p u aHanus. Obuwjue coobpaxceHus
GMP guidelines — overview and analysis. General considerations

* B paupektuse EC 89/341/EEC oTmeyaeTcsi, 4YTO «Ka4yecTtBo

NEKAPCTBEHHbIX MPOAYKTOB AO/IXKHO onpeaenATbcA cobntogeHmnem
npmHumnnos GMP».

* EU Directive 89/341/EEC states that "the quality of medicinal
products should be determined by adherence to GMP principles".

| Bcepoccuiickaa GMP KoHpepeHUUa
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Mpasuna GMP — 0630p 1 aHanus. Obuwjue coobpaxceHus
GMP guidelines — overview and analysis. General considerations

B amoli cesa3u 8 GMP 00KymeHmMax MOMHO 8bi0esiumb HECKObKO 2padayuli:
*  OdunumnanbHble pyKoBOACTBA.
* [lpunoxeHua u opnumanbHbie AONONHEHUS K HUM.

*  MeToanyeckne martepuanbl N0 oTAeNbHbIM pa3genam npasun GMP, Hanpumep B OTHOLWEHUM Banuaauuu,
ponm N GYHKUMKA Ccneumanncta OTBETCTBEHHOrO 3a KavyectBO, O OQYHKUMOHMPOBAHMM KOHTPOSbHO-
aHanuTuyecknx nabopatopuin, O coaeprkaHMM NabopaTOPHbIX MUBOTHbLIX, 00 WHCNEKTUPOBAHUU
npeanpuaTnMin, O nopsagke obecnevyeHMA KavyecTBa JIEKAPCTBEHHbIX CybcTaHuum un T.n. Cioga e MOXKHO
oTHecTu ctaHaapTbl MCO cepun 9000, AOKYMEHTbI NO CTaTUCTUYECKOMY KOHTPOJ11O KavyecTsa U ap.

In this regards, the GMP-related documents can be divided into several levels:
e Official guides
* Annexes and official supplements to them

* Guidance materials for particular sections of GMP guidelines, e.g. in relation to validation, roles and functions
of a specialist bearing responsibility for quality, operation of control and analytical laboratories, husbandry of
laboratory animals, conducting the inspections of sites, ensuring the quality of drug substances, etc.

This can be attributed to ISO 9000 standards, to documents on statistical quality control, etc.

| Bcepoccuiickaa GMP KoHpepeHUUa
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Mpasuna GMP — 0630p u aHanus. Obwiue coobpaxceHus
GMP guidelines — overview and analysis. General considerations

NHdopMaLmMa 0 KOHKPETHOM OMbITE OTAENbHbIX NPOU3BOAUTENEN NO peannsaunmn NpPaBma: AeTaan NAaHUPOBKU
NOMELLEHUI, NPUMEHAEMBbIX KOHCTPYKLMOHHbIX U OTAE/IOYHbIX MAaTEPUANOB, UHKEHEPHbIX, TEXHONOTMYECKUX U
OPraHM3aUNOHHbIX PELLIEHUN, CTPYKTYPbl U GYHKUMOHUPOBAHUA CAyKObl obecnedyeHns KayectBa NpoayKuuu,
dbopM 1 METOA0B NOATOTOBKU U NEPEnoAroToBKN Kaapos.

NHdopMaLMOHHO-MeTOAMUYECKME U Yy4ebHble maTepuanbl no npobneme GMP, pasbacHAOWME OCHOBHbIE
TEPMUHbI, MOHATUA, NPUHLUNBI U TPpeboBaHUA.

JInwb B pe3ynbtate O3HAKOMIIEHMS CO BCEMU 3TUMM  AOKYMEHTAaMM MOXKeT ObiTb BblpaboTaHa cucTema
B3rN840B MAW KoHuenuma GMP, Ha OCHOBaHMM KOTOPOWM BO3MOMKHO pa3paboTaTb cMcTeMy KayecTBa ANs
Ka*K[0ro KOHKpPEeTHoro ¢apmaueBTUYEeCKoro npeanpuaTms.

Information about the specific experience of individual manufacturers in the implementation of the guidelines:
detailed layouts of premises, used construction and finishing materials, engineering, technological and
organizational solutions, structures and functionalities of product quality assurance units, types and methods of
personnel training and retraining

Informative, methodological and training materials on GMP issues, giving explanations of key terms, concepts,
principles and requirements.

Only by reviewing all these documents the system or concept of GMP can be developed, which can be used as a
basis for the development of quality system for each specific pharmaceutical company.

| Bcepoccuiickaa GMP KoHpepeHUUa
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Mpasuna GMP — 0630p u aHanus. Obuwue coobpaxceHusn
GMP guidelines — overview and analysis. General considerations

Haanerkawme NPakTUKK BKAKOYAOT OCHOBHbIE MPUHLMIMbI, NOAXOAbI, METOAO/OIMIO , U TOBOPAT O TOM, Kakue TpeboBaHUA AONKHbI Peann3oBaTbca B
dapmaLeBTUYECKON CUCTEME KayecTBa.

KaK MMEHHO peasin30BaTb KOHKPETHbIN NPUHUMN UK TPpeboBaHWE Ha KaXKA0M 3Tane }KU3HEHHOIO LMK/Ia IEKapCTBEHHOro CpeAcTBa — 3TO 3a43a4a Npou3BoAUTENSA
JIeKapCTBEHHOrO nNpenaparta U/uau gepaTenn perucTpaumoHHOro yaoCTOBEPEHMUS.

[ns 0AHO3HAYHOro TO/IKOBaHMA TPebOBaHUI HaaNeXKaLLUMX NPAKTUK HEOBXOAMMbI PYKOBOACTBA M METOAMYECKME pPeKOMeHAauuMu no cneunduyeckmm acnektam.

Mpw 3TOM AOCTUrAIOTCA LLeNNn:

. EanHoe nHbopmaumoHHoe none ana papmaLeBTUYECKMX NPOU3BOAUTENEN , PETryNATOPHbIX OpraHoB B chepe obpalleHUsa NeKapCTBEHHbIX CPeACTB U
MHCNeKTopaTa.

*  OAHO3HAYHOCTb TONIKOBAHWA TPebOoBaHUIA.
*  3dodekTmBHOe noctpoeHme PCK HoBbiMM NponssoauTensimn. CoBepLIEHCTBOBAHNE M NMOCTOAHHOE yyYlleHMeE yKe BHeapeHHbIXx OCK .

Ha cnegyowmx cnanpax npuBeLeHO CpaBHEHWE AeMCTBYHOLWMX HOPMATUBHbIX JOKYMEHTOB Poccuiickolt Pegepaumm . 3apybexkHbIX CTpaH.

Good practices include main principles, approaches, methodology , and inform what requirements should be implemented in the pharmaceutical quality system.
Exactly how to implement each particular principle or requirement at each stage of product life cycle is the task of drug manufacturer and/or Marketing
Authorization holder.

For unambiguous interpretation of the requirements of good practices it is necessary to have appropriate guidelines and guides addressing specific aspects.
By doing so, the following goals can be achieved:

. Creation of a single information field for pharmaceutical manufacturers, regulatory bodies and Inspectorate.

. Unambiguity of requirements interpretation.

. Accelerated development of a pharmaceutical quality system by new manufacturers. Improvements of PQS according to the more proper approaches by
existing experienced manufacturers.
llowing slides compare the existing currently valid regulatory documents of the Russian Federation with the existing documents of foreign countries.

| Bcepoccuiickaa GMP KoHpepeHUUa
r. Apocnasnb 20-22 CeHTAbpA, 2016




Mpasuna GMP u pyKkosoacrtea — 0630p u aHanus

CpaBHeHMe HOPMATUBHOMN AOKYMeEHTauumn 3apyberkHbix cTpaH u PP, Kacarowenca acnektos GxP

Ha3BaHue 3apybeXXHoro

Ha3BaHue pokymeHTta PD KommeHTapui
AOKYMEHTa
1 MocTtaHoBNEHNE lnasHoro rocyAapCcTBEHHOro
CaHuUTapHoro Bpaya P® ot 28.01.2008 N 4 (pea. ot
29.06.2011) "06 YyTBEPKAEHUN CaHWUTapHO-
anuaemunonorndeckmx npasma ClN 1.3.2322-08" (Bmecte ¢
OtcyTcTBYET "cn 1.3.2322-08. besonacHocTb paboTbl C -
MUKpoopraHuamamn Il - IV rpynn naTtoreHHoCcTH

(onacHocTM) n BO3byAUTENAMM MapasUTapHbIX bonesHen.
CaHMTapHO-3NMAEMUONOTNYECKUNE npasuna")
(3apeructpuposaHo B MuHiocte P® 21.02.2008)
2 "OCT 64-02-003-2002. CraHaapT oTpacau. lNpoaykuuma
MEAMUMHCKOM  MPOMbIWAEHHOCTU.  TexHonormyeckume
pernameHTbl npou3soacTBa. CoaepkaHwe, NOPALOK
OTcyTcTBYeET -
pa3paboTKkK, cornacoBaHuAa W yTBep:KaeHua" (y1B. m
BBeAeH B gericteme PacnopsaxeHnem MuHnpomHayku PO
ot 15.04.2003 N P-10)
3 "MY 42-51-1-93 + MY 42-51-26-93. OpraHusaumsa wu
KOHTPONb  MPOM3BOACTBA  JIEKAPCTBEHHbIX  CPeacTB
OtcyTcTBYET CTepu/bHble J/IeKapCTBEHHble cpeacTBa. MeTtoamyeckue -
yKaszaHua." (c nam. ot 15.04.2003) (yt8. enapTameHTOM
roccaHanuaHaasopa Munsgpasa P 08.02.1993)
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MpaBuna GMP u pyKkosoactea — 0630p 1 aHanus

Ha3sBaHue 3apybexxHoro

AOKYMEHTa

Ha3BaHue goKkymeHTa PP

KommeHTtapui

OTcyTcTBYET

OTtcytcTBYeT
CoBmecTHOe Pykosoacteo MexkayHapoaHoro
CoBeTa no ¢apmaLeBTUYECKMM BCMOMOraTe/IbHbIM
BeLLecTBamM (IPEC) n Mpynnbl no

dapmaueBTMyeckomy Kadectsy (PQG) no acnektam
HagnexKawen npou3BOACTBEHHOM NpPAKTUKM AONA
dbapmaLLeBTUHECKMX BCMOMOraTe/IbHbIX BELLECTB

MpunoxkeHue 5 K cepumn TexHuyecknx ot4étos BO3
No885 “Hapgnexallaa Nnpou3BOACTBEHHAA NPaKTUKa:
OOMNONMHUTENbHbIE  YKA3aHMA NO  MPOM3BOACTBY
dbapmaueBTUYECKNX BCOMOraTe/ibHbIX BelecTs”

MpunoxeHne N7 K cepun TEXHUYECKUX OTYETOB
BO3 No9961 “PykoBoactBo BO3 no nepegad
(TpaHchepy) TexHonormn B dapmaLeBTUYECKOM

npoussoacrtee”

"MY 64-02-005-2002. MeTogmyeckme yKasaHuA.
Knaccudumkauma w  opraHmsauma nomeleHun  gnsa
NPOW3BOACTBA HECTEPUbHbLIX /SIEKAPCTBEHHbIX cpeacTs"
(yTB. pacnopsaxeHnem MuHnpomHaykm P® ot 15.04.2003
N P-15)
"MY-44-116.
npenapatbl. AcenTuyeckoe NPoU3BOACTBO MeAULIMHCKUX

MeauumHckme MMMyH06VIOI'IOFMLIECKMe

MMMYHOBMONOTMYECKMX  NpenapaTos.

(yTs.
roccaHanmaHagasopa MuHsgpasa PP 19.05.1997)

MeToanyeckue

pekomeHgauun." JenaptameHTom

OTcyTcTBYET

OTcyTcTBYeT

OTcyTcTBYET
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Mpasuna GMP u pyKkosoacrtBa — 0630p u aHanus

HasBaHue 3apyb6exkHoro

Ha3BaHue goKkymeHTta PP KommeHTapuii

AOKYMEHTA

9 PykoBoactBo EMA no ¢opmanmsoBaHHOM

OLleHKe PUCKOB ans onpeaeneHuns
COOTBETCTBYIOLLEN NPOU3BOACTBEHHOM NPAKTUKM
OTtcyTcTBYET -
B OTHOLWIEHMM BCMOMOraTeNbHbIX BeLLecTs Ans
NEKapCTBEHHOMN NPOAYKUMKU, MpeaHa3HauyeHHOW
[ONA NPUMEHEHUA YENOBEKOM
10 PeromeHpaummn PIC/S e Bl LA EAMHBINA JOKYMEHT oTcyTcTByeT. TpeboBaHuA
acenTuHeckux npoueccos NOKaNbHO MpeAcTaBieHbl B CAeAyHoLMX
[IOKYMEHTax:
MY-44-116. MeaunumHckme
UMMYHOBUONOrNYeCcKme npenaparbl.
AcenTnyeckoe NPOM3BOACTBO MeAMLIMHCKUX
UMMYHOBNONOrUYECKNX npenaparos.
MeToanyeckme peKomeHaaLuN.
OTcytcTBYET

Cepua FOCT P UCO 13408 «HaumoHanbHbIN
CTaHpapT Poccuitckoi dPepepaunm.
AcenTnyeckoe NpPoM3BOACTBO MEeANLMHCKON
NPOAYKLNN»

MpunoxeHuna 1, 15 K  [pasunnam
Haanexallen NpomM3BOACTBEHHON NPAKTUKMY,
Y718B. lMprkazom MuHnpomtopra P® Ne916 ot
14 nioHa 2013r.
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Mpasuna GMP u pyKkosoactsa — 0630p 1 aHanus

Ha3ssaHue 3apybexxHoro

AOKYMEHTa

MpoekTt PykosogctBa FDA no uenocTHocTm
AAHHbIX M COOTBETCTBYHOLWMM TpeboBaHUAM
Hag/exallen Npon3BoACTBEHHON NPaKTUKK
PykoBoactBo AreHTcTBa BenukobputaHmm no
JIeKapCTBEHHbIM  cpeacTBam (MHRA)  ansa
NPOMbILWAEHHOCTM NO  uenoctHoctmi  GMP-
peneBaHTHbIX AaHHbIX W COOTBETCTBYHOLLME
onpeaeneHuna

Pykosoactso EMEA no onpegeneHuto npenenos
BO34ENCTBMA HA 340POBbE ANA UCNONb30BAHUA B
onpefeneHUn  PUCKOB  MpU  MpouM3BOACTBE
Pa3NMYHbIX JIEKAPCTBEHHbIX MpenapaTtoB Ha
06WMx (COBMECTHO MCNOb3YEMbIX) MOLLLHOCTAX
JoKymeHT MuHuUCTepcTBa  34paBOOXpPaHEHUA
KaHagbl “Knaccudpunkauma samedaHnii no GMP no
cTeneHun ux pucka”

Pykosoactso EMA no Banmgaumu npouecca anA
NPOU3BOACTBA AKTMBHbLIX BELLECTB, MOJyYaemMblX
OMOTEXHONOrMYECKMM  NYTEM, U [aHHbIM,
TpebyemMbiM K NpeaocTaBNeHMA B 3aABKe Ha
perncrpaumio

Ha3saHue gokymeHTta PP

OTcyTcTBYET

OTtcyTcTBYET

OTcytcTBYeT

OTcytcTBYeT
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Mpasuna GMP n pykosoacrsa — 0630p un aHanus

HasBaHue 3apy6exkHoro

Ha3saHue pokymeHta PP KommeHTapui

AOKYMEHTa

Pykosogcteo ICH Q10 “PapmaueBtuyeckan [lpaBuna Haa/exaller Npon3BOACTBEHHOM NPAKTUKW. YTB.
cucTema Kadvectsa” Mpnkazom Munnpomtopra P® Ne916 ot 14 nioHa 2013r.
FOCT P 52537-2006. HauumoHanbHbIM cTaHaapT Poccuitckom
®epepaunn. [pon3BOACTBO  JIEKAPCTBEHHbIX  CPEeACTB.
Cuctema obecneyeHusa Kadvectsa. Obwme TpeboBaHua (yTs.
n BBeaeH B aencteue Mpukasom PoctexperynnposaHua oT -
21.04.2006 N 73-cT)
Mpukas MuHnpomTtopra Poccum ot 12.12.2013 N 1997 "0O6
YTBEPKAEHUN PekomeHaaumi no opraHuMsauum
NPOM3BOACTBA W KOHTPONA KayecTBa JIEKAPCTBEHHbIX

cpencts"
MpunoxeHne 2 K cepun TexHuyeckux MY-78-113 «[llpurotosieHue, xpaHeHne 1 pacnpepeneHne  TpebosaHus, U30XKEHHbIE B
OTYETOB BO3 Ne970 “Hapgnexallana BOZAbl OYMLLEHHOW M BOAbl ANA UHbEKUMn», 1998. OOKYMEHTax, MWMeT HeKoTopble

NPOM3BOACTBEHHAA MpaKTMKa: Boga 4aA «PyKOBOACTBO MO KayectBy BOAbl A8 NpumeHeHua B MPUHUWNKWANBbHBIE  PA3INYMA (cm.
cnep. cnama)

MVY-78-113 umeloT CCbINKM  Ha
OTMEHEHHbIE dapmaKonenHble
CTaTbM.

dapmaueBTMUecKkmx uenen” dapmaumn. MeTtogmyeckme pekomeHgaumn», degepanbHas
cnykba no Haasopy B chepe 34pPaBOOXPAHEHMA W
coumanbHoro passutua PO, 2009.
MpoeKkT goKymeHTa «TpeboBaHMA K BOAE, MCMOJb3yemol
ana Npon3BOACTBA NleKapCTBEHHbIX cpeacTsy,
NoAroToBAeHHbI EASC
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Mpasuna GMP n pykosoacrsa — 0630p un aHanus

HasHauyeHue BoAbl BCNOMOraTe/sibHoe B-BO M BCNOMOraTe/ibHoe B-BO, BCNOMoOraTe/sibHoe B-BO, MNPOAYKT BCMOMOraTesibHoe B-BO,
npoayKT 6ank npoayKT 6ank, Boga ana 6ank, BoAa ANA NapeHTepasbHOro npoaykt 6ank, Boaa pAns
napeHTepanbHOro npUMeHeHus (cTepuabHan) napeHTepanbHOro
npUMeHeHus (cTepuabHan) npUMeHeHus (cTepuabHas)
Temnepatypa bonee 65°C 85-90°C bonee 65°C bonee 65°C
pacnpeaeneHus Boapl
AnavtenbHocTb 2 Hepenu 2-4 Hepenn 2 Hegenu 2 Hepenn
KBanndukauum 1 dasbl
Mcnonb3oBaHue Boabl OnucaHbl obuwue OnucaHsbl obwmne TpeboBaHUA OnMCaHbl c TpeboBaHMA onucaHbl C
Ana  npoueccoB U TpeboBaHus, 6e3 YeTKOro TpeboBaHMA, 6e3 4YeTKOro yKasaHMem  KaTeropui BoAbl AR YKa3aHMEM KaTeropuin Bogbl
JNIEKAaPCTBEHHbIX GOPM  YKa3aHWUM BO3MOXHOW YKa3aHW BO3MOXHOM Mpou3BoAcTBa  dapMauUeBTUYECKMX Ans npou3BOACTBA
KaTeropuu BoApl KaTeropuu BoAapl cybcTaHumm, cTepunbHbIX  papmaLeBTUYECKUX
npenapaTos, HecTepuabHbIX CcybcTaHumi, CTEPUbHBIX
npenapaTos, MOMKN 06opyaoBaHMA  NpenapaTtoB, HeCTepPUbHbIX
npenaparos, MOWKM
obopyaoBaHus.
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BbiBoabl U npeanoxeHus /

Conclusions and proposals

Llenb BBeAeHMs BCEX HOPMATMBOB B (apMaLeBTUYECKYID OTpacib — obecneuymTb KaAuyecTBO /1€KapCTBEHHbIX
npenapaTtoB Ana notpebutensa. [na storo HeobxoAMMO AeTanbHO onucatb, Ppopmann3oBaTb Bce CTaguu
KM3HEHHOrO UWKAA /NeKapCTBEHHOro npenapata C TOYKU 3peHus TpeboBaHWI Haanexalmx NPaKTUK, U
HEeYKOCHUTENIbHO nX cobatoaaTb.

be3s nmoHMMaHus 06LEeN KapTUHbI BCEro KMU3HEHHOro LWKAA, HEBO3MOXHO MOHATb B3aMMOCBA3b Pa3IMYHbIX
HOPMaTMBOB M CTAHAAPTOB, PErMaMEHTUPYIOWMX MNOPAAOK pPaboT C /eKapCTBEHHbIMWU MpenapaTaMu Ha
Pa3/INYHbIX CTaAMAX LMKAQ, B3aUMOAENCTBME YYACTHMKOB HapMaLEeBTUYECKOrO PbIHKA C KOHTPO/IMPYIOWMMKU U
PEryAMPYIOLWMMN OpraHn3aLmsamu.

The goal of introduction of all regulatory documents into pharmaceutical industry is the assurance of drug
product quality for the benefit of consumers. In order to achieve this goal it’s necessary to describe in details, to
formalize all the stages of drug product life cycle from GMP standpoint and to follow these requirements strictly.

Without the general understanding of full life cycle it is impossible to get understanding of interrelations
between different regulatory documents and standards governing the procedure of drug handling at different
stages of life cycle and the nature of cooperation between the players on pharmaceutical market and regulatory
and supervisory bodies.
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OT1cyTcTBME €ANHOI0 MHGOPMALMOHHOIO NOMA U NAEHTUYHbIX AOKYMEHTOB HOPMATUBHOM
6a3bl NPUBOAUT K HECOOTBETCTBUAM npy nNpPOBEeAEHMM ayAUTOB U MHCNEKUUM
bapmMaLEeBTUYECKMX KOMMAHNI, UMEIOLLUX PA3NNYHble HOPMATMBHbIE TpeboBaHuUA.

Absence of single information field and identical regulatory documents database results in
non-compliances during audits and inspections of pharmaceutical companies using
different regulatory requirements.
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Conclusions and proposals
Hanpumep:

1. B caHuTapHo-annaemmnonormyecknx npasunax Cl 1.3.2322-08 «be3onacHocTb paboTbl €
MUKpoopranmamamm Il - IV rpynn natoreHHocTM (OonacHOCTW) U BO3O6yAUTENsIMU NapasUTapHbIX bonesHemn»
N3N0XKeHbl TPeOOBaHMA K OpraHM3auum MMUKPOBMonorMyeckmux nabopatopuin ¢ pasgefieHMemM Ha «rpPA3HYO» U
«YUCTYIO» 30HbI. B EBpONEMcKOmM colo3e M APYrnx CTpaHax Takue TpeboBaHuA oTcyTcTBYOT. Knaccndoumkauum
MMUKPOOPraHM3MOB MO rpynnam naToreHHoctn B Poccnm n EBponemckom coko3e pasnundHble. B pesynbrate
ayanToB NPoOM3BOAUTENEN BbIABAAIOTCA HECOOTBETCTBMA B OpPraHM3aumMm MUKpobmnonormyecknx nabopatopui u
PUCKM KOHTaMMUHaLUWM NPU NPOoBeAeHNN MUKPODOMONOrNYeCcKNX aHaN30B.

1. For example, health and hygiene standards SP 1.3.2322-08 on safe handling of microorganisms belonging to IlI-
IV groups of pathogenicity and parasitic agents contain requirements on organization of microbiological labs with
segregation of lab premises into “dirty” and “clean” areas. There are no such requirements in the European
Union and other countries. Also, classifications of microorganisms by their pathogenicity, applied in Russia and in
the European Union, differ. Non-compliances related to the organization of microbiological labs and
contamination risks during the execution of microbiological tests are detected during the audits of manufacturing
sites.
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2. MY-44-116. «MeauumHCcKkmMe uMMmyHoburonormyeckme npenapatbl. Acentmyeckoe NpPomn3BoACTBO

MEAULMHCKNX MMMYHOBOMoNornyeckmx npenapatos. Metoauuyeckmne pekomeHgaummy»; MY 64-02-005-2002. «Metoaunyeckume
yKasaHusa. Knaccnpumkauma v opraHmsauma NoMeLLeHMN AnA NPon3BOACTBA HECTEPUIbHDBIX NEKAPCTBEHHbIX CPEACTBY»; COAEepPKaT
KOHKpPEeTHble TpeboBaHNA N0 NEPUOANYHOCTM MUKPOOMONOrNMYECKOr0O MOHUTOPUHIA NPON3BOACTBEHHOW Cpeabl U AONYCTUMbIE
npeaenbl N0 MUKPOOUOIOrMYECKOM YMCTOTE TEXHONOTMYECKOro obopyaoBaHNA, TEXHONOTMYECKON OAeXAbl, PYK NepcoHana u
OPYryt0 KOHKPETUKY.

MY 42-51-1-93 + MY 42-51-26-93. «OpraHm3auma n KOHTPO/Ib NPOM3BOACTBA /IEKAPCTBEHHbIX CPeaCcTB cTepuibHble
NleKapcTBeHHble cpeacTtBa. Metoanyeckme yKasaHua» (c Mam. ot 15.04.2003) - 3TOT COOPHUK COAEPHKUT 26 METOANYECKUX
YKa3aHMM NO pas3iMyHbIM BOMPOCAaM NOAFOTOBKWM, MNPOBEAEHMSA U KOHTPOASA nNpouecca MNPoOM3BOACTBA CTEPUbHbIX
NeKapCTBEHHbIX CpeacTs

AHaNorM4YHbIX TPe6OBaHUM HET y 3apyberkHbIX NPON3BOAUTENEN, YTO NPUBOAUT K cneundPuryHbIM NOAXOAAM B peasin3aunm
TpeboBaHmMi GMP, nepeyncieHHbIX BbiLLE.

2. Procedural Guidelines MU-44-116 on aseptic production of medicinal immunobiological preparations and MU 64-02-005-
2002 on classification and organization of production of non-sterile drug products contain particular requirements on the
intervals of microbiological environmental monitoring and acceptable limits for microbiological purity of process equipment,
process clothes, personnel hands and other particularities.

Procedural Guidelines MU 42-51-1-93 and MU 42-51-26-93 on organization and control of production of sterile medicines (dd.
15.04.2003) contain 26 different guidelines related to various aspects of preparation, execution and control for the manufacture
of sterile medicinal products.
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3. Poccuinckne dapmnponsBoanTenn Noay4atoT 3aMmedaHna co CTOPOHbI 3apyberkHbIX ayanTopos
No BanMAaLMM NPOLIECCOB U KOMMbIOTEPHbIX CUCTEM B CBAA3U C OTCYTCTBMEM B PP HOpmaTMBHOM
NOKYMEHTaLMU, PErNaMeHTUPYIOLLLEN COOTBETCTBYOLLME TpeboBaHuUS.

3. The Russian pharmaceutical manufacturers face findings made by foreign auditors related to
process validation and validation of computerized systems due to the absence of corresponding
regulatory documents (containing applicable requirements) in the Russian Federation.
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4. MNpobnema NOATBEPKAEHUA COOTBETCTBUA Cepun npenaparta TpeboBaHUAM pPerncTpaLMoHHOro
[OCbe CO CTOPOHbI Y/1 Npu BbINYCKE B FPa*kAaaHCKUit 060poT.

4. Also, there are issues associated with confirmation of compliance of drug product batches by a
Qualified Person with the requirements of registration dossier upon the release of batches to the
market.
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Co3paHne meTtoamnyeckom yyebHom opraHusaumm, nogobHo ECA (European Compliance Academy) - (EBponeickois
aKagemMun CoOoTBETCTBUA), KoTopaa oby4yaeT npeacrtaButenen GapmnpomnsBoguTeneit pasnnyHbim acnektam GMP ¢
MCMNONb30BAaHMEM KOHKPETHOrO OMbiTa HaA/eXKallen MNpPOU3BOACTBEHHOM MPAKTUKK, a TaKXKe, aKTyasbHbIM
nameHeHmnam GMP.

Ha cemunHapax ECA uuTaloT nekumu cneumanuctbl B pasinyHbix obnactax GMP, ¢ npuBegeHMem KOHKPETHbIX
NPUMEPOB M3 MPAKTUKN.

Foundation of different training institutions (such as ECA (the European Compliance Academy)) providing trainings
for the representatives of pharmaceutical manufacturers on different GMP aspects taking into account the latest
experience and knowledge about good manufacturing practice and recent GMP-related changes.

ECA trainings are provided by subject matter experts (SMEs) in different GMP-related areas with the provision of
practice-oriented examples (case studies).

AKTyanusauma HOpMaTUBHOM Teopwua 1 npakTuka /

AokymenTtauum / Updating Theory and practice (skills)
regulatory documents

= ~ 1\’
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Pa3paboTka AOKYMEHTa C KOMMEHTapuUaAMM MHCNekTopoB MuHnpomTopra
P® no Hanbonee 4yacTo BCTpeYaroLwmnmcA BOMpOCam oT
dapmnpoussogutenen. MNpumep, «KoHcynbtaHT no GMP» EU, BKAwouaeT
OTBEeTbl MHCNEKTOPOB HaLUWOHa/IbHbIX areHTCcTB EU Ha BonpocCkl y4acTHUKOB
bapMpblHKA, CBA3aHHblE C pPa3/IMMHbIMKM  acnekTamum obecneyeHua W
KOHTPO/11 Ka4eCTBa JIeKapCTBEHHbIX CPeCTB.

Development of a document containing comments made by the inspectors
of the Ministry of Trade and Industry with relation to the questions
frequently asked by pharmaceutical manufacturers.

EU GMP Advisor (containing the answers of inspectors from EU national
agencies to the questions raised by the players on the pharmaceutical
market and addressing different aspects of quality assurance and quality
control) can be used as a reference document.
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The GMP Questions & Answers Guide Version 1.0

GMP Advisor

The GMP Questions & Answers Guide
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[MogrotoBka COHOpPHMKa YTBEPKAEHHbIX PEeKoMeHAaunn, MEeTOAMYECKUX YKAa3aHUWM U PYKOBOACTB A/1A
Poccuimnckmx papmnpounsBoautenen MNo BOMPOCAM OPraHM3aumuM NpomM3BOACTBA M KOHTPOAA KayecTBa
JIeKapCTBEHHbIX cpeacTs. [pn 3TOM BK/IHOYEHHbIE B MNepevyeHb AOKYMEHTbl He AONXKHbl COAeprKaTb

NPOTMBOPEYMS APYT APYrY.

Development of compiled document with approved recommendations, procedural guidelines and guides
to be applied by the Russian pharmaceutical manufacturers and addressing different aspects of
organization of drug product manufacture and their quality control. In doing so, the provisions of
documents included into such Compendium should not contradict with each other.
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Cnacuoo 3a enumanue!
Thank you for your attention!
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