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Pesiome

BsepeHue. HactoAwlana nybnvkauma noceaLieHa aHanmsy npeasioxeHHoro OpraHusauueii o coTpyaHMYecTBy papmaLieBTr4eckmnx nHcnekumi (PIC/S)
HOBOIO PUCK-OPWEHTUPOBAHHOIO PEryNATOPHOro NoAxoAa K Knaccudukauuy HapylleHni, BbIABIAEMbIX B XOfe UHCNeKLuiA dapmaLieBTUYeCcKnx
NMPOU3BOACTB, KOTOPbI, HECOMHEHHO, ABMAETCA aKTyaJIbHbIM.

TekcT. B cTaTbe AaeTca xapakTepuUCTKa HOBbIX OnpefeneHunii HapyLeHNin, KoTopble BbiABNAIOTCA B chepe dpapmMaLieBTUUECKOro NPOU3BOACTBA,
OTMeyaloTCA OTANYNA NpeasiaraeMoli rpajalunmn HapylleHnin OT ToW, KOTopas NCMoNib3yeTca B HacTosAllee Bpems. [peanaraemoii HoBaLvel B
perynaTopHom AeATeNIbHOCTU ABNAETCA TO, YTO KPUTNYECKOE HECOOTBETCTBME MOXET COCTOATb 13 HECKOMbKIX CBA3aHHbIX C HUM HECOOTBETCTBUI, HI
O[}HO 13 KOTOPbIX CAMOCTOATENIbHO HE MOXET ObITb KPUTNUECKNM, HO KOTOPbIE B COBOKYMHOCTV MOTYT NPeACTaBAATb COO0M KpUTNYECKOE HapyLLeHne
W CMCTEMHbI c60I. Mi3naraeTca HOBbIN NOAXo[ K KnaccuurkaLmm HapyLLeHWIA, KOTOPbIi OCHOBaH Ha OLIeHKe prcKa 1A nauveHTa. XapakTepur3syioTca
OCHOBHbIE 3Tanbl PUCK-OPUEHTUPOBAHHOIO anropuTMa: NoApPo6HaA OLeHKa HapyLeHUA A ero NpefABapuTeNibHOW KnaccupuKauuy; oLueHKa
$aKTOPOB yBENMUYEHNA UNN CHUXKEHNA PUCKa, HE3aBUCMMO OT HauanbHOW Knaccudukalumm; NPYHATUE pelueHna 06 OKoHYaTeNnbHON Knaccnpukaumm
C yyeToM GpaKTOPOB MOBbILLEHWA, CHUKEHUA PUCKa UMK UX OTCYTCTBUA. [TPUBOAATCA 1 XapaKTepu3yloTCA 6110K-CXeMbl Y UITIIOCTPATUBHbBIE MPUMEPDI,
Ha OCHOBE KOTOPbIX MPOBOAUTCA NPeABapUTENbHOE NPUCBOEHME BbIABIIEHHOMY HapyLLEHWIO TOrO UV MHOTO YPOBHA KPUTUUHOCTU. PaccmaTpuiBatoTca
daKTOpbl yBENIMUEHNA NN CHUKEHUA pUCKa. B 3aKntoueHmne 3T GpakTopbl SKCTPanonnpyloTCA Ha KaTeropuio HapyLLIeHUA, T.e. MOTYT Kak MOBbICUTb
npeaBapuTeNnbHO MPUCBOEHHYIO KaTEropuio, Tak U CHU3UTDL €€, @ MOTYT OCTaBUTb NpefiBapuUTesNibHY0 KnaccudukaLlmio Hen3MeHHOI.

3aknoueHune. poaHanusmpoBaH NpeasnoXeHHbI OpraHu3auunen No coTpyaHMYeCTBy dapmaleBTMUecknx uHcnekymin PIC/S HOBBIN PUCK-
OPUEHTVMPOBAHHBIN PEryAATOPHbIA MOAXO0A K KnaccudrKkaumm HapyweHuii TpeboBaHWi NpaBun Hagnexallen Npon3BOACTBEHHOW MPaKTUKWU,
npueefeHa ero nogpobHan xapakTepucTuka. B ocHoBe paccmaTpuBaemoro nogxopa nexuT CUCTEMHOE 1 MeToANYecKoe NMpUMeHeHne PUCK-
MeHe[)KMeHTa, HaLleNleHHoe Ha 060CHOBaHHOE NPMCBOEHNE BbIABIEHHOMY HapyLLEeHMWIO onpefenieHHON KaTeropun KPUTUYHOCTY, Y4TO No3BoNAeT
MOBbICUTb 06BEKTUBHOCTb U MPO3PaYHOCTb MHCMEKLMOHHbIX Npoueayp. lanbHelwana anpobauma perynatopamm Poccun v rocyaapcTs-uneHoB
EA3C 1 BO3MOXHOE Mo3TarnHoe BHefipeHyie yKazaHHOro HOBOTO NMOAXOAA ABNAETCA OUEHb BaXKHbIM KaK [i11A PEryNiATopoB, Tak v ANA NpousBoauTenei
neKapCTBEHHbIX CPefCTB, YTO 0COOEHHO BaXHO B paMKax obLLero pbiHka nekapcTBeHHbIx cpeacts EASC.

KnioueBble cnoBa: Hafnexalas Npon3BOACTBEHHAA NpakThka, MHCMEKTUPOBaHVE NPOV3BOANTENEN NIeKapCTBEHHbIX CPeACTB, Knaccudukaumsa
HEeCOOTBETCTBUIA, PUCK-OPUEHTNPOBAHHDIN PEryNATOPHbIA NOAXOA.
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Abstract

Introduction. This paper is devoted to analysis of a new risk-based regulatory approach to the classification of deficiencies found by inspections of
medicines manufacturers, which is undoubtedly relevant.

Text. The article describes the new definitions for the deficiencies found in the medicinal products manufacturing, the proposed gradation of
non-conformances distinguishes from the one that is currently used. The proposed innovation in regulatory activity is that a critical deficiency can
consist of several related nonconformities, none of which can be critical on their own, but which together can constitute a critical nonconformity
or system failure. The proposed approach to the classification of deficiencies, which is based on a risk assessment for the patient, is described. The
main stages of the risk-based algorithm are characterized: a detailed assessment of the deficiency for its preliminary classification; assessment of
risk increase or decrease factors, regardless of the initial classification; making a decision on the final classification, taking into account the factors of
increasing, reducing risk or their absence. Block diagrams and illustrative examples are described, on the basis of which preliminary assignment of
arevealed deficiency of one or another level of criticality is carried out. The factors of increasing or decreasing risk are considered. These factors are
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extrapolated to the category of deficiency and they can both increase the preliminary assigned category or decrease it, and can leave the preliminary
classification unchanged.

Conclusion. A new risk-oriented regulatory approach to the classification of non-conformances with the requirements of Good Manufacturing
Practice, proposed by the Pharmaceutical Inspection Co-operation Scheme PIC/ S, is described. An analysis of this approach and its characterization
are made. The new approach is based on the systematic and methodological application of risk management tools, aimed at justifiably assigning a
certain criticality category to a revealed deficiency. The implementation of the new approach allows to increase the objectivity and transparency of
inspection procedures. Further detailed study and possible step-by-step implementation of this new approach is very important for regulators so
for medicines manufacturers.
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BBEAEHUE

CootBetcTBMEe TpeboBaHMAM Hagnexalem mnpo-
M3BOACTBEHHOW npakTuku (GMP) obecneunBaet 6e3-
0OMNacHOCTb, 3GPEKTUBHOCTb 1 KAYeCTBO SIEKAPCTBEHHbIX
npenapatos (/M) Ha 3Tane Mx NPOMbILIEHHOrO NPOU3-
BOJCTBA, T. €. jaeT noTpebuTtento rapaHTuio, uto JIM byaet
OoTBeYaTb CBOEMY NpefHa3HayeHuno, Kak 3TO 3ajeKnapu-
pPOBaHO M yTBEPXAEHO B MpoLecce ero rocyfapCrBeH-
Hon peructpauuun. MNoaTeepxaeHre COOTBETCTBUA NPO-
N3BOACTBEHHOW Miowaaku TpeboBaHnam GMP asnsetca
OLHOW M3 KIIIOUEBbLIX PErYNATOPHbLIX NPOLeayp, a UHCMEK-
TUpOBaHUe — 06A3aTesIbHbIM 3TaNOM OLIEHKM COOTBETCT-
BMA MNpeanpuATUA yKasaHHbIM TpeboBaHuaMm, 6e3 ue-
ro obpatyeHue /M, B T. Y. UX MeANLMHCKOE NPUMEHEHNE,
He ponyckaeTtcA. B npouecce npoBefeHWAa WHCNEKUMIA
NPOV3BOACTBEHHbIX MIOWAAOK Hen30eKHO BbIABAAIOT-
cA onpepeneHHble HapyweHuA TpebosaHun GMP, T. e. He-
cootBeTcTBUA. OT CTENeHW KPUTUYHOCTU BbIABIEHHBIX
HapyLIeHNA N UX KONMYeCTBa 3aBUCAT JaNibHenlme pe-
rynATOpHble OENCTBUA, KOTOPble MOTYT 3aK/oyaTbCA B
peleHnm o Bbligaue ceptudurkata GMP (mnm aHanornyHo-
ro no CyTn JOKYMeHTa) UM OTKase B ero Bblgaye, pacno-
psAXeHnn 06 ycTpaHeHUUN HapyLLeHWU, TPUOCTAaHOBNEHN
WM aHHYNMPOBAHMM NMLEH3MM Ha MPOW3BOACTBO, pe-
TMCTPaLMOHHOrO YAOCTOBEPEHUA, U3BATUM OTAENbHOWN
unu Bcex cepuin JIM n3 obpaweHus u np. NMoatomy npa-
BWNbHaA Knaccudukauma Tex WM WHbIX HapyLIeHWUin,
T. €. 000CHOBaHHOE OTHECEHVE UX K KaTEeropum «Kpu-
TNYECKNX», «CYWEeCTBEHHbIX» WNN «HeCyLWeCTBEeHHbIX»
(«<npounx») ABnaeTcAa uype3BblYaHO BakHbiM. CornacHo
MeXAyHapoaHOW NpaKTuKe Hannume B oTyeTe 06 NHCMeK-
TUPOBAHUWN XOTA Obl OAHOrO KPUTUYECKOrO HapyLlueHUs
BCerga BrieyeT 3a cobon BbiBO O HecooTBeTCcTBUM GMP
NPOV3BOACTBEHHOIO y4yacTKa nnbo npeanpuaTvsa B Le-
nom [1-3]. Ecnu nHcnekuma He BbIABAAET KPUTMYECKMX Ha-
PYLUEHNA, OYEHb BaXXHbIM CTaHOBUTCA KONMYECTBO U Xa-
paKTep BbIABNEHHbIX CYLECTBEHHbIX HapyLWeHU (Mpy nx
Hanuuuu). YNoNHOMOYEHHblE PerynATopHble opraHbl He-

KOTopbIx cTpaH (KaHaga, YKpanHa n ap.), Npu3HatoT npea-
npuATUe He COOTBETCTBYOWUM TpeboBaHnam GMP, ecnn
B Xo[le UHcMeKummn 6bio BbifiBNeHo 6onee 5 unu 6 cy-
LWEeCTBEHHbIX HApPYLIEeHUN, TakoW e Mnoaxod PeKkoMeH-
posaH BO3 [1] n no cytn nogaepxmnBaeTca cO CTOPOHbI
PIC/S [2]. B page apyrux cTpaH, B T. 4. B Poccnu, nnowagka
06bIUHO NPU3HAETCA HEe COOTBETCTBYIOLLEN TPeOOBAHUAM
GMP 1 npn meHbLeM KonmyecTBe CyLWeCcTBEHHbIX Hapy-
LUEHWIA, XOTA B 3apybexHomn [4] n poccuickoi [5] Hopma-
TUBHON 6a3e TOUYHOE [ONYCTMMOE KONNYECTBO TakUX Ha-
pyLUEHWIA He YKa3aHo.

o HacToAwero BpemeHn B chepe GMP-nHcnekTn-
pOBaHMA NPaKTNYeCKM BO BCEX CTPaHaxX OCTaBaNnCh He-
peLIeHHbIMU BOMPOChl YHUdUKaALUUU MOAXOAO0B K Krac-
cndrKaumMm TexX WM WUHbIX BbIABNAEMbIX HapyLIeHWIA.
Moatomy BoNpoC BbIPabOTKN eAMHbIX NOAXOHOB K WH-
TepnpeTauumn BbIABAAEMbIX HaPYLIEHN ABNAETCA OYeHb
BaXHbIM AnAa GMP-nHcnekumn Bcex CTpaH, NOCKOJMbKY
HOBbI/I PUCK-OPUEHTUPOBAHHDBIN MOAXOA MOXET ObITb
BHeJpeH B HOpMaTuBHyl 6a3ly B cdepe GMP-uHcnek-
TUpOBaHUA u ceptudurkaumn. [lo nocnegHero BpemeHu
6blfla M3BECTHa NULWb ofHa NpodeccnoHanbHas NomnbIT-
Ka CTaH#apTM30BaTb Y YHUOUUMPOBaTb Knaccupukaymio
HapyweHuii GMP. Takasa nonbiTKa 6blia npeanpuHATa
GMP-nHcnekTopaTtom KaHagpbl [3], KOTopblii pa3pabo-
Tan COOTBETCTBYIOLWY BHYTPUUHCMNEKLUMNOHHYIO CTaH-
JapTHYyl0 onepauunoHHyo npoueaypy (COM). MNpu Bcen
CBOEW MONEe3HOCTH, STOT IOKYMEHT He NNeH HepocTaT-
KoB. Tak, OH nNpefycMaTprBaeT BO3MOXKHOCTb MOBbILIE-
HNA YPOBHA KPUTUYHOCTM (C CYLLECTBEHHOrO A0 KPUTU-
YecKkoro), UTo YBeNINMYMBAET CYyObEKTUBHOCTb OLEHKW.
B ykaszaHHom COIll npuBegeH nepeyeHb TUMMUHbIX Ha-
PYLEHNIN KPUTUYECKOrO U CYLLeCTBEHHOrO YPOBHA ANA
npenapaToB Pa3HON cTeneHn pucka. K coxanenuio, sTot
nepeyeHb ABNAETCA JaNleKO He UCYEPMbIBALWNM U He
OXBaTblBaeT HEKOTOpble Haubonee 4acTo BblABAAEMblE
HapyLweHua B cdepe GMP, a cam npeanoxeHHbIN noaxos
K KnaccupukaLumm HapyLeHUn HyKAaeTcsa B 3HaUnTesb-
HOM YCOBEPLUEHCTBOBAHMM.



BmecTe ¢ Tem, yKasaHHbI noaxoh MOAyYuUs YacTuy-
Hoe pacnpocTpaHeHune 1 3a npegenamn KaHagbl. Tak,
lfocnekcny»k6a YKpaviHbl M3MEHWA CBOW MOPAJOK nog-
TBEPXXAEeHNA COOTBETCTBMA YCIIOBUIN MPOU3BOACTBA MNpe-
napatoB TpeboBaHnAmM GMP, BBeisi B Hero npunoxeHve
¢ Knaccudurkaumen TUMUYHbIX HECOOTBETCTBUIN, KOTOPOe
ABNAETCA NepeBOAOM yKasaHHoro kaHagckoro COflla. Op-
HaKO Kak nokasana npakTuKa, NCrosib30BaHNe B MHCMEK-
TOPCKON [eATeNbHOCTU 3TOro MOAXOAA He YMeHbluaeT
CYOBbEKTVBHOCTA B OLEHKE TeX WM MHbIX BblABAAEMbIX
HapylweHunin. B pamkax TpeHuHros no GMP gnAa mnHcnek-
TOPOB 1 ayauTopoB B Poccum n YkpanHe, KoTopble npo-
BOAWIN aBTOPbl HacToALWeEen Ny6avKaumu, ciylwaTensam
npegnaranoch BbIMOAHUTL ClieaytoLee NpakTUYeckoe 3a-
naHue. Im npepnaranocb knaccmouumpoBatb NogbopKy
TUMUYHbIX HapyLWeHWUN, Nocsie Yero Ux OTBEeTbl CPaBHU-
BaNNCb C KaTeropuamun 3Tx HapyLleHWi, KoTopble Gbinu
yKa3aHbl B OpUrmHanbHom gokymeHTe [3]. Takoe 3agaHue
ObINI0 NPEANOKEHO CNYLIATENAM LECTU TPEHVHIOB, B KO-
TOPbIX YYaCTBOBAJNIM NPOPECCHOHAIbI C HOMBLINM OMbITOM
paboTbl B papmaLeBTUUECKOM MPOU3BOACTBE U UHCMEK-
TupoBaHuu (ayaute). CpaBHeHME MOKasaso, YTO YPOBEHb
coBnafeHna NPUCBOEHHON rpagauunn C Knaccom Hapylue-
HUN B NEPBONCTOYHKKe He npeBbiwan 50 %. Kak npasu-
N0, B X0A4e NPaKTUYeCKMX 3aHATUN KaK POCCUNCKUE, TaK U
YKparHCK/e VHCNEKTOPbI (@yAnTopbl) OLEHUBANW TUMUY-
Hble HECOOTBETCTBUA HoMee XKecTKo (To ecTb NpUcBauBa-
NN HapyLeHnAM 6ornee BbICOKUIA YPOBEHb KPUTUUYHOCTHN),
yem KaHapackas GMP-nHcnekuums.

OnAa pelweHna 3agaun BblpaboTKM YHUOULMPOBaAH-
HbIX MOAXOAOB K Knaccudukaumm HapyleHun B chepe
GMP B 2013 rogy B pamkax OpraHu3auum no coTpyg-
HuuecTBy dapmaueBTnyeckux mHcnekuymin (PIC/S) 6bina
co3paHa pabouasa rpynna. lNporpeccy B paboTe AaHHON
rpynnbl cnocobctoBan cemuHap PIC/S, nocBALleHHbIN
Hagnexallen npakTuke WHCNeKTMpoBaHuA (KennTayH,
IOAP, 2011) n pe3ynbTaTbl aHKETUPOBAHUA WHCMEKTOpa-
ToB (Kak Bxogsawmx B PIC/S, Tak n nogaBlunX 3asiBKM Ha
BCTYMJIEHME) MO 0OCYKAAeMOW TEMATUKE.

Pesynbtatom 37Ol paboueir rpynnbl cTano Pyko-
BoacTBo Pl 040-1 no knaccndukaumm HapyleHunin B chepe
GMP (panee - PykoBoacTBo) [6], koTopoe 6bino onybnu-
KoBaHoO B fiHBape 2019 roga Ha oduymnanbHoM Beb-canTe
PIC/S. OcHoBHOW uenblo PykoBoacTBa ABNAETCA rapmo-
HM3aUMA U JOCTMXKEHNE 1 COrNMacoBaHHOCTM B AENCTBUAX
perynAaTopoB pa3HblX CTPaH U ynydlwleHne KOMMYHUKa-
LUun mexpy uHcnektopatamu. Mo cesoemy cratycy Pyko-
BOZCTBO He ABNAETCA 06A3aTeNIbHbIM K BHEAPEHWNIO BCEMU
perynatopamu, BxogAawmmn B PIC/S, nnn Haxopawmmn-
cA B npouecce BCTYMAEHMA B 3Ty opraHusauuio. Bmecte
C Tem, Mbl CUMTaeM, YUTO BHeJpeHMEe AaHHOro noaxoja B
npakTnky GMP-uHcnekTnpoBaHua B Poccum n EASC 6y-
[eT cnocobCcTBOBaTb AaNibHeWWweMy nporpeccy Ha nyTu
BCTynneHuna B PIC/S n cbnuxeHuio € 3TON opraHm3aumen.

XOTA fAaHHbI OOKYMEHT U OPUEHTMPOBaAH Mpexae
BCEro Ha MHCMNeKTopoB U uHcnektopatol GMP, oH B He
MEHbLUEN CTerneHn KacaeTca ¢apmMaleBTUYEeCKON npo-
MbILUIEHHOCTU B MflaHe ee UHPOPMUPOBAHMA O HOBbIX
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perynatopHbix nogxogax. Kpome Toro, npueegeHHble B
PykoBofctBe MeTofonornyeckue nogxofdbl MoryT ObiTb
pacnpocTpaHeHbl Ha Apyrve «Haanexkawme npakTuKuy,
T. €., C Halei ToUKmM 3peHus, PykoBoacTBo obnagaeT 6onb-
WO CTeneHbl OOLWHOCTU B pamkax rnodanbHon ¢ap-
MaLEeBTUYECKON CUCTeMbl KayecTBa, ABMAIOWENCA CUM-
61030M BCEX «HAANEXKALWMX NPaKTMK» [7].

Hactoswaa nybnukauma noceAlleHa aHanusy yka-
3aHHOr0 HOBOIO PUCK-OPUEHTUPOBAHHOIO PErynATOPHO-
ro nogxofa K Knaccndukaumm HapyLeHWU, BbIABASEMBbIX
GMP-nHCnekuMaMN, KOTOpPbIA, HECOMHEHHO, ABAeT-
CA aKTyanbHbIM. POCCMCKUM MHCNEKTopaToM C anpens
2016 no gekabpb 2019 roga 6b10 NpoBefeHo 1857 uH-
cneKkuun 3apybeXkHblX MPOU3BOACTBEHHbIX MIOLWAAOK.
Mpwn 3Tom 586 Npoun3BOACTBEHHbBIM MoLWaAKam 6bino oT-
Ka3aHoO B Bbljaye 3aKJlloueHNa O COOTBETCTBMM TpeboBa-
HuAm npasun GMP B pamkax gencTBylolero HopmaTus-
Ho-npaBoBoro nonsa [5]. Knaccudoukauma BblSABNEHHbIX
HeCOOTBETCTBUN OCYLLECTBAAETCA B HaCToALlee Bpems B
COOTBETCTBMM C MexAayHapogHoun npakTtukon [8]. OgHa-
Ko anpobauua 1 paccMoTpeHue BO3MOXKHOCTU BHegpe-
HNA PpeKOMeHAYeMbIX PUCK-OPUEHTUPOBAHHbIX MOAXOA0B
K Knaccudumkaumm HapylleHWIn ABnAeTcA AnA pPOCCUIAC-
koro GMP-mHcneKTOpaTa Tak)Ke ouyeHb BakHoW. [locne
anpobauuy HOBOro NOAXOAA B YC/IOBUAX pPeanbHbIX UH-
crnekumin, NPOBOAMMbBIX POCCUNCKMM MHCAEKTOpaToM, U
MpW yCrewHbIX pe3ynbTaTax Takon anpobauuv, BO3MOX-
HO [afibHelllee BHeJpeHWe 3TOro nopxofa BO BHYT-
PUMHCNEKLMOHHbIE Npoueaypbl (B pamkKax CUCTEMbI Ka-
YyecTBa MHCMeKTopata), NMbo B HOopMaTMBHYt0 Oa3y. Ak-
TYaNbHOCTb NepCrneKTUBbl BHeAPEHNA paccMaTprMBaemMo-
ro NoxoAa MoBbILIAETCA, ec/in yyecTb GpakT ogobpeHus
co ctopoHbl McnonHutenbHoro Komuteta PIC/S npenBa-
pUTENbHOWN 3aABKU POCCUNCKUX PErynAaTopoB Ha BCTYM-
NeHne B 3Ty aBTOPUTETHYI0O MEXAYHApPOAHYI0 OpraHu3a-
umio [9] n CBA3AHHYIO C 3TUM HEOOXOAMMOCTb NOC/IeoBa-
TeNnbHOW JanbHenwwer rapMoHmM3aLmnmn ¢ MexKayHapoaHbI-
MV HOPMaMK POCCUNCKOM HOpMaTUBHOW 6a3bl B cdepe
GMP, a Takxe HopmaTuBHoM 6a3bl EAIC.

HOBAL| B ONPEQENIEHNAX KATETOPUIA
BbIABNIAEMbIX HAPYLUEHUIA

CornacHo npuHAaTomy PykoBopcTBy [6] pekomeHay-
eTcA Bce HapyuweHua B cdepe GMP nogpasgenatb Ha 4
KaTeropum: «KpUTUUYECKME», «CYLLECTBEHHbIEY, «MPOoUMe»
(paHee Ha3bIBannCb «HECYLIECTBEHHBIMWY) Y «KOMMEHTa-
puny. MpeTepneBaeT N3MEHEHME He TOJIbKO KONMYECTBO
KaTeropuii, Ha KoTopble pa3buBalTCA BCE BbIABASAEMbIE
HapyLUeHNA, HO 1 COAep»KaHne, KOTOpOe BKIafblBaeTCA B
TY WK NHYIO KaTEropurio HapyLUeHUs.

Mop «KpuTMYeCKMM» HapylueHnem (HecooTBeTCT-
BMEM) NpefnaraeTca NOHNMaTb HapyLlUeHue:
® KOTOpOe MpVBENO WAN UMeEeT BbICOKUA PUCK Mpu-

BECTU K NPOM3BOACTBY NleKapcTBeHHoro cpefcTsa (J10),

OMNacHOro AJA XN3HWN YeNoBeKa UMW >KUBOTHOTO, UK K

OnacHbIM OCTaTOUYHbIM KonmyecTsam J1C B npoayKTuB-

HbIX >KMBOTHbIX (MOCNEAHAA YaCTb ONpeAeneHnsa OTHO-

CUTCA K BETEPMHAPHBIM NpenapaTam), 6o
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®  Korpga yCTaHOBJIEHO, UTO MPOV3BOANTENb y4acTBOBa

B MOLUEHHMYECTBE, UCKaXeHnn nnn danbcndurkayum

NPOAYKLUMM NN JAAHHbIX, TM60
®  KOTOpOE MOXKET COCTOATb M3 HECKOJSIbKMX CBA3aHHbIX

mexay coboi HapyLLIeHWI, HA OJHO U3 KOTOPbIX CAMO

no cebe He MOXeT ObITb KPUTUYECKMM, HO KOTOpPbIE B

COBOKYMHOCTM MOTYT NPeACTaBATb KPUTUYECKOE He-

COOTBETCTBUE UIN CUCTEMHBIN COOW, KOrfa PUCK Bpeaa

BbIAIBJIEH U CJlelyeT ero Taknm o6pa3om Knaccudpuum-

pOBaTb 1 JOKYMEHTUPOBATb.

Kak BugHo 13 onpefeneHus, B coBpeMeHHon dopmy-
nuposke ocoboe 3HaueHne yaenaeTca BOMNpocy Lenoct-
HOCTW AaHHbIX, KOTOPbIN B HacToALlee BpemA ABNAeTcA
OueHb akTyanbHbiM [10-12]. Kpome TOro, B paccmarpu-
BaeMOM [OKYMEeHTe MoJiaraeTcs, YTo «KpUTUYEeCKoe» Ha-
pylleHne MOXeT COCTOATb W3 HEeCKOJSIbKMX CBA3aHHbIX
mMexpay cobo He KpUTMYECKMX HapylleHuiA. Bnepsble B
perynaTtopHon npakTuke, cywecTaytoulen B cbepe GMP,
npepnonaraeTca, YTo TakMe HapylleHWA MOryT B COBO-
KYMHOCTM NpefAcTaBisATb cO60M (T. e. «x06beAnHATLCAY) B
«KpUTUYECKoe» HapyLllueHue. TOT »e NogxoA K rpynnupo-
BaHMIO CBA3AHHbIX APYr C APYrOM HEKPUTUUYECKNX Hapy-
WeHMN B KPUTMYECKOe NnpeanaraeTca NpUMeHATb B CNy-
Yyae Hamunsa CUCTEMHOrO «CbosA», Korga Obin BbiABNEH
PUCK NPUYMHEHNA BPeaa NaLneHTy.

Mof «CywecTBeHHbIM» HapylleHnemM B HOBOM Pyko-
BOACTBE MOHMMAIOT HapyLIeHne, KOTOpoe:
®  MpPMBENO UM MOXEeT NpuBecTn K npomssoactsy JIC,

He COOTBETCTBYIOWEro perncTtpaumoHHOMY AOCbe

Ha paHHoe J1C, nn6o gocbe Ha JIC ana KNUHUYECKnx

uccnefoBaHun, cneyndrKaumm Ha NPOAYKUMIO Unn

dbapmakonenHbim TpeboBaHNAM;
®  HerapaHTUpyeT 3pPEKTMBHOE OCYLLIECTBNEHME HEOO-

XOAMMbIX KOHTPOJIbHbIX MeponpuaTUn B pamkax GMP;
®  yKa3blBaeT Ha CyLleCTBEHHOe OTK/IOHeHUe OT Tpebo-

BaHW NLIEH3MM Ha NPOV3BOACTBO;
®  yKa3blBaeT Ha HECOOTBETCTBME B OCYLLECTBNEHNMN HaA-

nexawmx npoueayp BbiNycKa cepuii UM Hecnocob-

HOCTb YnosiHomoueHHoro nuua (YJ1) BbINoAHATL cBOM

LOJIXKHOCTHble 0653aHHOCTY;
®  COCTOUT U3 HECKOMbKNX HECYLLECTBEHHbIX CBA3AHHbIX

APYr C APYroM HapyLUeHWIA.

Mog «npounm», NMBO «HeCyLeCTBEHHbIMY HapyLue-
HMeM, KaK 1 paHee, MOHNMaeTCA Takoe, KOTOPOe He Nof-
najaeT nopj fABe BblleyKa3aHHble KaTeropun. Kpome
3TOro, K KaTeropum HecyLecTBeHHOro HapyleHuve 6y-
[leT OTHECEHO B C/lyyae Hanmumsa orpaHnYeHHon Hdop-
MaLumun, KOTopas HefoCTaTOUYHa AnA TOro, 4ytobbl Knac-
cmduumnpoBaTbh HapylleHue Kak «KpUTUYeckKoe» Wnun
«CyLeCTBEHHOe.

B ominume oT ucnonb3yemon B HacTosuiee Bpe-
MA rpagauuy HapylweHun [5, 8, 13], B HOBOM JOKYMEH-
Te BBE/IEHA €llle OfiHa KaTeropms — <kkoMMeHTapui». MNog
«KOMMEHTapMem» MOHUMAlOT OfHOPa30Bble He3Hauu-
TeNbHble OTKJIOHEHNA, KOTopble 0ObIYHO dOopManbHO He
CYMTAIOT HapPYLUEHUAMU, HO B TO Xe BpemMA KOMMeHTa-
pvn NpuUBAEKalT BHUMaHWE NPOU3BOAUTENA K AaHHOM
npo6neme.

Kak BMAHO M3 NMpUBEAEHHbIX Bbille OMNpeAenieHunit,
bOPMYNMPOBKM  Pa3NINUHBIX  KaTeropuii  HapyLleHui
npeTepneBalT 3HauuTeNbHble U3MEHEHWA, CTAHOBATCA
Bce Goree CNOXHbIMM M B3aUMOCBA3aHHbIMK, MO3TOMY
PUCK-OPUEHTUPOBAHHAA MeTOLONOMMA NPUCBOEHNA Bbl-
ABIEHHOMY HapyLUEeHWIO NPaBWUIbHOW rpajauuy BblaBU-
raetcs Ha nepepHUid NiaH AnsA MNoBbllUeHWs OObeKTUB-
HOCTU M MPO3PAYHOCTU NpoLecca WHCNEKTUPOBAHUA ©
COOTBETCTBYIOLIEN OTYETHOCTU.

PUCK-OPUEHTUPOBAHHbIV AJITOPUTM
LEACTBUN UHCMEKTOPOB

NO KNACCUOUKALIUU

BbIABJIEHHbIX HAPYLLUEHU

Kak 6bino nopguyepkHyTO Bbille, HOBbIM OCHOBHbIM
MNPVHUMNOM A5 KNaccndrKaumm HapylleHUn, BbiABMSA-
emMbix B xoae GMP-nHcnekunn, ABNAETCA PUCK-OPUEHTU-
poBaHHbIN noaxon [14]. Ecnu BbiABNEHHOE HapyLUeHne He
OYeBMAHO NOoANajaeT NOJ BbllleyKa3aHHOe onpeaeneHme
«KPUTUYECKOrO», TO MPOUN3BOAATCA Clefytolie nocneqo-
BaTesbHble 3Tanbl:

. Mogpo6Has oLeHKa HapyLleHNs s ero npefBapu-
TenbHOW Knaccudpmkaumu.

Il. OueHKka ¢GaKTOPOB YBENYEHUA WM CHUXKEHUA
p1CKa He3aBUCMMO OT HauaNbHOM KnaccuduKauuu.

lll. MpuHATNe peweHus o6 OKOH4YaTeNbHOW Knaccu-
duKaumm c yyetom $GakTOpPOB MOBbLIWEHNA, CHUXKEHUA
pucKa nam nx oTCyTCTBUA.

O6Wnin PUCK-OPUEHTUPOBAHHDBIV aNrOPUTM Knaccu-
durKaummn HapyLweHUn NpeacTaBaeH Ha pUCyHKe 1.

B npaktuke GMP-MHCNeKTMpOBaHMA HapylweHusA
KPUTUYECKOro YPOBHA BCTPEYaloTCA [OBONIbHO pef-
Ko. Hanpumep, KONMYeCTBO KPUTUYECKUX HapyLUeHWN,
BbIIBJIEHHbIX POCCUNCKMM MHCnekTopatom B 2019 ro-
Ly cocTaBnseT Bcero 2 % oT Bcex 0OHapy»eHHbIX Hapy-
weHmin [15]. Tem Gonee BaXkHbIM HaM NpeAcTaBnAeTCs
OOBEKTMBHbBIN MOAXOA K CilyyasaMm, KOrga Takoe Hapylue-
HNA He ABNAETCA COBEPLUEHHO OAHO3HAUHbIM, APYrMMuK
CNOBAaMN «HECOMHEHHbIM». B MHCNEKTOpCKON npaKTu-
Ke 3auacTylo BCTPeyalTCca cMTyaumu, Korga BbiiBIeHHOe
HapyLlleHne 3aHMMaeT «MOrpaHUYHOEe» MONOXKEHNE, Ha-
npumep, MeXAy «KPUTUYECKUM» U «CYLLECTBEHHbIMY, JIN-
60 MeXAY «CYLEeCTBEHHbIM» 1 «MPOUKM», B 3Tx cnyvanx
PVICK-OPNEHTNPOBAHHbIV MOAX0A ABMAETCA TON OCHOBOW,
KOTOpas MO3BOMUT MPUHATb MPaBWIbHOE pelleHune, ¢
OfiHOWM CTOPOHbI, HEe MOCTaBMB 340POBbE MauMeHTa nop
yrposy, C ApYron, — He MPUMEHUTb U3JIULLHE XeCTKne me-
pbl K HapywuTento, ecim cama KaTeropua HapylleHus
3TOro He TpebyeT U PUCK ANA NauMeHTa He3HauuTeneH
NN OTCYTCTBYeET BoobLLe.

C Hawemn TOYKM 3peHUsA, anropmuTM MNPUHATUA pe-
WeHNA 0 KnaccmdurKkaumm HapyLLeHUI, OCHOBAHHDBIN Ha
OLleHKe PUCKOB, ABNAETCA OYeHb NOMe3HbIM KaK AnAa pe-
rynAToOpoB, Tak U AnA npombiwieHHocTh. CHavana Bbl-
nonHAeTcA 3Tan | anropntma, KOTOpbIN 3aknioyaeTca B
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PucyHok 1. O6wan cxema pUCK-OPUEHTUPOBAHHOrO anropurma
Knaccndukaunmn HapyLeHui

noApobHO oLeHKe HapyLLeHWA ANA ero npeABapuTenb-
HoM Knaccudumkaumm (oH nsnoxeH B MpunoxerHnn 1 Py-
KoBogacTBa [6]). dTan | npuBeaeH B PykoBoacTee B BUae
6/10K-CXEM, B KOTOPbIE BKJIOUEHbI OTAENbHblE ONIOKN TU-
NMUYHbIX HapyweHuin TpebosaHun GMP. Ha prcyHkax 2
1 3 npeacTaBfieHbl, COOTBETCTBEHHO, war 1 n 2 3tana |
anroputma gnAa npenBapuTeNibHOM Knaccupukaumm Ha-
pyLeHmna Kak «<KpuTmyeckoro». Kak BUAHO 13 PUCYHKOB,
Ha MepBOM 3Tane, KOrga NPOBOAMTCA MNpeaBapuTesb-
HaA OLEeHKa BbIABIEHHOrO HapyLleHMA Kak BO3MOXHOro
«KPUTUYECKOTrO», [ONMHbI OblTb PAacCMOTPEHbI Cliefyto-
Wwure ¢pakTopbl pUCKa ANA 340POBbA MaUMeHTa, CBA3aH-
HOro C
®  KOHTaMWHaUMen n nepekpecTHON KOHTaMUHaLMeN;
* obopypoBaHuewm;
®  nepcoHanom;
®  CUCTEMOM KayecTBa;
®  LeNOCTHOCTbIO AAHHbIX;
®  npoLeccom NPOou3BOACTBa cTepunbHbIX J1C,

Ona Kakpgoro u3 BblenepeuyncyieHHbliX ¢akTopos
pycKa NPUBOJATCA MOACHUTESIbHbIE NPUMeYaHua U wui-
NIOCTPATMBHbIE MPUMEPbI HapYLIEHWI, KOTopble fdaioT
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Deficiency Detected

Has
there been a
practice or process that
leads to a significant risk of
producing either a product which is harmful
to the patient or a product which could
result in a harmful residue ina
food producing
animal?

Deficiency

Has there been evidence or
observed fraud, intentional
misrepresentation, or intentional
falsification of products or data?

No

L]

Perform a detailed deficiency
classification assessment to make
an initial determination as critical,

major, or other.

Refer to Appendix 1, Figure 2

!

Perform an assessment 1o
evaluate risk reducing and risk
increasing effects.
Refer to Appendix 2

Risk
Reducing
Effect

Risk

Effect i
No Net Risk
Increasing or Reducing Effect

Downgrade
initial
classification

Maintain initial

Upgrade initial

classification classification

Classification of the Deficiency

Other
Deficiency

Major
Deficiency

Critical
Deficiency

Figure 1. General diagram of the risk-oriented deficiencies
classification algorithm

WMHCMEeKTOpaM MeTOAMYECKYI0 MOMOLWb B OTHOLIEHWMW
npefBapuTesIbHOro OTHECEHNA HapyLUeHNA K KaTeropum
«KpuTuyeckoro». PakTopbl pUcka paccMaTpuBaloTCA Mo-
ouyepefHo, T. €. NOC/Ie[OBATENIbHO, KaK 3TO OTPAXKEHO B
610K-CXemax Ha pUCYHKax 2 1 3.

Ecnn puck npepctaBnsaet coboli KpUTMYECKUiA ypo-
BEHb, HapylleHVne npeaBapuTenbHO Knaccubuuupyetca
KaK «KpUTUUYECKoe», eCiin »Ke HeT, HapyLlleHne noasepra-
eTcA AanbHenwen nogpoOHON OLEHKe Ha npeameT ero
npeaBapuTeNibHON Knaccudukaumm Kak «CylecTBEHHO-
ro». Noapo6bHo Npegnaraemblie Waryv Takon oLeHKN npea-
CTaBJieHbl Ha PUCYHKaX 4 1 5 (COOTBETCTBEHHO, Wwar 3 1 4
anropuTtma).

QakTopbl puUcCKa B OTHOLWEHUU «CYLIEeCTBEHHO-
ro» HapylleHna pacCMaTpMBalOTCA TaK e nocsiefoBa-
TeNbHO, YTO OTpPa)keHo B 6nok-cxemax. OueHuBaemble
daKkTopbl puCKa, BK/IOYEHHble B OJIOK-CXEMbl, B3f-
Tbl N3 MPUBEAEHHOro Bbllle onpegefieHnsa «CyllecTt-
BEHHOrO» HapyLlleHnsa, NPOUANIOCTPNPOBaHbI NpuMe-
pamu, KOTopble MOryT WCNOfnb3oBaTbCA ANA npenBa-
pUTENbHOrO OTHECEeHWA HapylweHWA K AaHHOW KaTe-
ropun.
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LWar1
MposecTtn
AeTarnbHy0 OLeHKy
KnaccuukaLmm
HapylWweHnA Kak
KPUTUYECKOrO, MoscHUTEeNbHbIE YKa3aHua
CYLWeCTBEHHOro Unn Cyll.[ECTBEHHL:'IITI PUCK  KOHTamuHauun U ©
npoyero nepeKpecTHO KOHTaMMHALWKM TaKkoB, |TO =
MoxeT npesbiwate PDE wnn moryt Bbime =
UHble cutyayum ¢ CYLWeCTBEHHOI Q
KoHTamurauuei NC. =
Mpumepsl: oTcyTCTBUE DUNLTPAUMK BO3AYXA a
Vimenca nn " ANA yaaneHua reHepupyeMblX a3po30MbHbIX ]
CYWECTBEHHbIM YacTWy, HeucnpasBHocTe cucTembl HVAC ¢ ==
PHCK [10KA3aTENECTBOM OBWMPHON MEpPEKPECTHON ®
KOHTAMMHALMA, WITN KOHTaMUHALMY, HeHaanexaulee pasgeneHue o
nepereCTHOM? 30H NPOM3BOACTBA M KOHTPONA KAayecTsa C 5
ROHTAMMEELIMN WHBIMU  NPOW3BOACTBEHHBIMU  30HAMU  C ()
npenapaTtaMy BbICOKOrO PUCKa; MaccoBoe g
HaKonneHne  OCTaTKOB,  MOKa3blBalowee =
HEHaAnexally 0YUCTKY, POCT MHBA3MW. g_
=~
[loscHUTeNnbHBbIE YKa3aHWA I
CywecTBeHHbIn  PUCK,  CBA3aHHbII ¢
Vsricni fa obopynoBaHWeM, TaKoB, 4TO OH ] byaet §
5 NpUCYTCTBOBATb KaK OTAENbHO B3ATHINA. =15
i skl MnntocTpatuBHbIE NpUMEPbI: cboii ©
PUCK, CBA3AHHbIN C : =
06OpyR0BaHIEM? aBToKnaga WM NOTEPA  LenocTHOCTH =
EMKOCTM  C pybawkoit ¢ YTEYKOM .8.
OXNaxAaloWwero areHTa, HeHagnexawgas =
KBanudukauma (MM ee OTCYTCTBME) He 8
OyneT BOCNPUHUMATBCA KPUTHHECKUM Hapy- ©
LUEHWEM, ECMNW HET WHBIX (haKTOPOB NOBLILWE- 5
HNA pUCKa (AOKasaTenbCTea HEMCNPaBHOCTH :
WNK OTCYTCTBMA HAANEXalero MOHUTOPUHIa %
ANA AeMOHCTPaLUN NPUIOAHOCTH). T
0
[MoscHuTenkbHble ykazaHWa 5
b e
Cyu'lECTBEHHb"z‘ nepcolnan OTBEYAIMA 3@  KOHTPOIb ac
PUCK, CBA3AHHLINA C 1
nepcoHanoM? Ka4yecTea WNU NPOM3BOACTBO, HE NOMy4un
Tpebyemoro 06pa3oBaHus, CBA3AHHOIO C €ro
paboToii U He MMeeT AOCTATOYHOrO OMbITa
paboTbl B chepe OTBETCTBEHHOCTU.

MNepeiTn
K wary 2

PucyHok 2. Wlar 1 npegBapuTenbHOI OLLEHKUN HapyLIeHNA KaK <KKpUTUUYECKOro»

B cnyuae, ecnn BbiABNEHHOE HapyLleHWe He nognaga-
eT nog dakTopbl PrCKa, NCNonb3lyemble Ha Wwarax 1-4 an-
roputMa, oHo KnaccmouumpyeTcs npefBapuUTeNbHO Kak
«npouyee».

MNMocne nogpo6HOW npeaBapuUTENbHOM OLEHKU Bbl-
ABJIEHHOrO HapylleHuA peanusyetca 3tan |l anroputma
(oH n3noxeH B MNpunoxeHun 2 PykosopacTea [6], B KOTO-
pPOM onucaHbl GakTopbl YBEMNYEHNA VI CHUKEHUA PUC-
Ka). Ha 3Tom 3Tane aHanu3upyoTca $akTopbl MoBbiwe-
HUA UM CHUXKEHUA PUCKA BbIABIEHHOrO HapyLWeHWA. OTuh
baKTopbl MHTEPNONMPYIOTCA Ha KaTeropuio HapyLlleHus,
T. €. MOTYT KaK NOBbICUTb NpefBapuTeNIbHO MPUCBOEHHYIO
Ha 3Tane | KaTeropuio, Tak 1 MOHN3NTb €€, a MOTyT OCTa-

BUTb NpeABapUTENbHYI0 KnaccudurKkauuio HensmeHHon. K
¢daKTOpam NoBbILWEHNS PUCKa OTHOCATCA:

nosTOpALMECA NN Nepuomyeckne HapyLleHus (B
T. Y. HeOOOCHOBAHHO «3aTAHYTasA» peanu3auma niaHa
KOPPEKTUPYIOLMX U Npegynpexaanwmnx meponpu-
atuin — CAPA);

rpynnMpoBaHmne ninm KOMOMHaLUA HapyLUEHWI;

prvck npoaykTa (mpenapaTtbl BbICOKOrO puUCKa —
Te, KOTOpble ABMAAIOTCA Hanbonee yA3BUMBIMU K
KOHTaMMHaUMM B XOAEe TEXHONOrMYeCKOro npouec-
ca);

HEeCrnocobHOCTb NPOU3BOAUTENA ONpPeaennTb U Npu-
HATb HY>KHble Mepbl ANA CHUXKEHNA PYCKa NaLueHTa B
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Perform a detailed deficiency
classification assessment to
make a determination as
critical, major, or other

Significant risks for contamination or cross contamination are ones that
may result in contamination levels exceeding permitted daily exposure
levels or other significant situations where drug contamination may

Has there been a significant occur. lllustrative examples may include absence of air filtration
contamination or cross Yess| systems to eliminate airborne contaminants that are likely to be
contamination risk? generated, malfunction of ventilation systems with evidence of
widespread cross contamination, inadequate segregation between
manufacturing or testing areas from other manufacturing areas for high
risk products, widespread accumulation of residues indicative of
inadequate cleaning, or gross infestations

r

Significant equipment related risks are ones that in isolation will present

a significant risk. lllustrative examples could include autoclave failures
or loss in integrity of a jacketed vessel leaking coolant. Improper
qualification (or absence of qualification) would not be considered

critical unless subject to other risk increasing factors such as evidence
of malfunction or a lack of appropriate monitoring to demonstrate

functionality

Has there been a significant

equipment related risk? Yess|

lllustrative examples of significant risks related to personal could include

Yess| individuals in charge of quality control or production who do not possess

required education related to their work and do not have sufficient
practical experience in their responsibility area

Has there been a significant risk
related to personnel?

Proceed to
Step 2

Figure 2. Step 1 of the initial classification of the deficiency as «critical»

PA3PABOTKA U PETUCTPALINA JIEKAPCTBEHHbIX CPEACTB. 2020.T. 9, N° 3 1
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War 2
MpoponxeHue
Wara 1
no NPOBeAEeHMO AeTansHoM
OLEHKN Knaccudukaumn
YWEHUA KakK KpUTUYECKOT

a
Kimenca nn ﬂ
CyLEeCTBEHHbIA
PUCK, CBA3aHHBII C
cHUCTEeMOR
KavecTsa?

Kimenca nn
CYLEeCTBEHHBIN
PUCK, CBA3AHHBIN C
LLenoCTHOCTbIO
JaHHbIX?

Ha

Mmenca nu
CYLLECTBEHHLIN
PUCK, CBA3AHHBIA
CO CTEPUNbHbIM
Texnpoueccom?

[a

MepelTu
Kwary 3

OACHUTENbHbI asaH
MnniocTpaTiBHble  NpUMEpPbLI.  OTCYTCTBUE
noapasfaeneHna KOHTPONA KadYecTsa WMnn
obecneyeHna KayecTBa KaK OTAEMbHOW W
He3aBuCcHMon eAMHHLbI, oTCYTCTBUE
NONHOMOYMIA  ANA NPUHATHA pPeWeHWid ¢
AoKaszaTenbCcTBOM BEpXOBEHCTBa
NPOU3BOACTBEHHOIO MOApasgeneHna  Wnu
MEHEKMEHTA.

[osicHUTEenbHbIe YkazaHUs
Mpn Knaccuprkauum KpUTHYECKoro
HapyLWeHWA cneayeT yuYuTbIBaTh:
i) NPOAYKT HE COOTBETCTBYET crneuuduKkalym
NpH BbINYCKE UMK B TEYEHIE CPOKa roAHOCTH;
i)NOKyMEHTHPYETCA wKenaTenbHbIi
pesyneTaT» BMECTo Habnaaemblx OOS npu
UCMbITAHNAX KOHTPONA KauecTsa, KpuUTHYec-
KIX NapameTpax npoyecca unu NpoaykTa.
OnAa  HanekHoll OUEHKM, KacaeTca nu
npobnema BCel KOMMaHWM, WNKW  OHa
OrpaHM4EHHOT0 Mac WwTaba/BNuAHNA, HYXHO
oUeHnTb OOy KapTMHY COOTBETCTBMA
KNKYEBbIX 3NEMEHTOB (NPOLECC ynpasneHna
AaHHbIMM, yCTaHOBMeHHe cucTeMbl
perMcTpayun COBMECTUMBIX AaHHbIX,
MCNoONb30BaHKWe W MNpPOBEpPKW ayauTOpPCKMX
cnegos, aoctyna IT nonb3osaTteneii n Ap.).
Ha KoHeuyHywd Knaccugukaumio  mMoryT
NoBNUATE HMHAMBHUAYaNbHbIE NOBbIWaKWNE
(cHwxawowmne) puck dakTopbl. (B3ATO W3
PIC/S npoekTa Data Integrity)

e
MnnocTpaTBHbIE NPUMEpPBI CYLIECTBEHHOM
pucKka,  CBA3AHHOTO €O CTEpPWNbHbIM
TEXNPOLECCOM: oTCYTCTBHE unu
HeHaanexauwaa Banupauua npouecca
cTepunmaalmn; cucTema WFI He
BanMAWpoBaHa C AoKasaTenbcTsoM npobnem,
TaKMX Kak pocT  MWKPOOPraHu3mMos/
3HOOTOKCMHOB;, He npoeeged MFT; HeT
MUKPOD. KOHTPONA WNW MOHWTOPHMHIa cpefbl
npu KPUTHYECKNX onepauuax HanonHeHWA B

HauanbHas knaccudukaums

KpuTuyeckoe HapylueHue

acenTH4YecKoM NPoM3BOACTEE; NPOOMKaTCA
onepawun  HanonHeHWs MpM  HEeycnewHomM
MFT; cepui He NOATBEPAMIKM CTEPUMBHOCTD B
Ha4anbHOM  WUCMbITAHWH MpW  OTCYTCTBUM
paccnefosaHua; HeHagnexalwue Ycnosua
BHYTPUNPOWU3BOAC TBEHHON cpeabl ana
ACENTHYECKUX onepauuit; OTCYTCTBHE
MCMbITaHUA LIENOCTHOCTH amMnyn.

PucyHok 3. LLlar 2 npeaBapuTeNbHOIN OLLEHKN HapyLIeHUA KaK «kKpMTNYeCKoro»

oTHoweHun JIC, HaxoaAweroca B obpalleHnn; a Takxke  ©

npoBeAeHMe NoCieayoLLero NPON3BOACTBA HeHae-
»Kalmm obpas3omM 1Ay NOCPeaCcTBOM HEHAAEXallEero
npouecca.

K pakTopam, cCHMUXaoWUmM pUckK, T. €. K TeM, KOTopble

MOTYT CHU3UTb KaTeropumio KpUTUYHOCTW BbIABJIEHHOIO
HapyLlweHnA, OTHOCATCA:

MUHUMM3aLMA pUCKa npoaykTa (npenapaTbl HU3KO-
ro pucka — 3To Te, AN1A KOTOPbIX KOHTaMUHALMA B XO-
e npouecca Npou3BOACTBa ABNAETCA MasloBepoO-
ATHON);

MUHMMM3aLMA pUCKa NPUYMHEHNA Bpea naLueHTy;
Apyrve GakTopbl COKpaLLEHKA pUCKa (eCnm ycTaHoBNEHa
anbTepHaTMBHaA, T. €. «AybnupyoLLan» cMctema, KoTo-
pas MOXeT CHU3UTb PUCKK, CBA3aHHbIE C HapyLUeHreM);
[encTeuvA, NpeanpuHATbIE NPOon3BOAUTENIEM, HaNPUMED,
nnaH CAPA no cHUXXeHMIo prcKa HapyLleHuA.

Mpw Hannummn papa ¢GakTopoB, MNOBLIAKLWMNX U CHU-

KalowWmx PUCK, UX cnepyeT yuyuTbiBaTb OLHOBPEMEHHO,
a 3aTeM y»e OKOHuaTeNbHO faBaTb OOLLYI0 OLEHKY pUC-
Ka A8 MOHVXEHWS VAW NOBbIWEHUA NpefBapuTenbHO
onpeneneHHo KaTeroprm HapyLeHUs.
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Continue from Step 1 in performing a
detailed deficiency classification
assessment to make a
determination as

critical

Interpretative Guidance
lllustrative examples of significant quality system related risks could
included absence of a quality control or quality assurance department
that is a distinct and independent unit, lacking real decision power, with
evidence of decisions overruled by the production department or
management

Has there been a significant risk
related to the quality system?

Considerations when classifying a critical deficiency should take into
account:
i) product failing to meet specification at release or within shelf life
i) reporting of a ‘desired’ result rather than an actual out of specification
result when reporting of QC tests, critical product or process
parameters.

It is important to build an overall picture of the adequacy of the key
Yess| elements (data governance process, design of systems to facilitate
compliant data recording, use and verification of audit trails and IT user
access etc.) o make a robust assessment as to whether there is a
company-wide failure, or a deficiency of limited scope/ impact.

Has there been a significant risk
related to data integrity?

Individual circumstances (exacerbating / mitigating factors) may also
affect final classification or regulatory action.

Note: This guidance is derived from the draft PIC/S Good Practices for
Data Management and Integrity in Regulated GMP/GDP Environments

Has there been a significant
risk related to sterile fabrication

prini lllustrative examples of significant risks related to sterile fabrication

processes could include lack of or significantly inadequate validation of

Yes | critical sterilization processes, water for injection systems not validated

with evidence of problems such as microbial/endotoxin counts not within
specifications, no media fills performed, no environmental controls or
monitoring for viable microorganisms during filling for aseptically filled
products, aseptic filling operations continuing following unsatisfactory

media fill results, batches failing initial sterility test without proper
No investigation, inadequate environmental conditions for aseptic
operations, or absence of leak tests for ampules

Proceed to
Step 3

Figure 3. Step 2 of the preliminary classification of the deficiency as «critical»

PA3PABOTKA U PETUCTPALINA JIEKAPCTBEHHbIX CPEACTB. 2020.T. 9, N° 3 .I 7
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Liar 3
MpogonxeHue
Wara 2

Hapyweumne, 4to

no NPOBEAEHWIO AETanNLHOM
OL|EHKM KnaccudbuKalum
WEeHUA KaK CyLeCTBEHHO

[MosicHUTeNbHbIE YKazaHUs
NMioboe HEKPUTWMYECKOE HapyWeHWe, B YacTy
He COOTBETCTBUA pEerncTPaLMOHHOMY
YAOCTOBEPEHUIO, paspeleHnto Ha
KNMUHU4ECKUe MCMBITaHWA, cneuudurkaumm Ha
NPOAYKUMIO, thapmakonelfiHbiM TpebosaHnam
UNU Jocbe MOXET ObiTb PpacLeHeHo Kak
CYLECTBEHHOE HAPYLWEHNE

(]
=
I
3
>
Q.
©
I
NPUBENo UK Ha 8
MOXEeT NPUBECTH K T
npoussoacTey NC, He I
COOTBETCTBYIOWErO PY, g
HPOTORONY KAMH. MNoacHUTeNbLHbIE ykasaHua =
WCABITAHWH,
cneuuduKkauum MoBoe HEKpUTHHECKOE HapylWweHWe MOXeT (&)
’
papmakonerHbIM CHUTaTBCA CYLWECTBEHHBIM npu g-
eboB. MK gock! Heath HEKTUBHOM BHEAPEHWM KOHTPOMBHbIX =
MeponpuaTUil B pamkax GMP. O
Takue HapyLWeHWA BKNOHAIOT: '
i) BNMAHME Ha MoKasaTenu KavecTesa™ |
ii) BNMAHWE Ha onepaunn N KpUTHYECKue %
Ha napaMeTpbl™ Unu =r
MmeroTea nu i) obopynoBaHMe  WNM  MHCTPYMEHTHI, (4]
AOKa3aTenLCTea, CBA3aHHbIe C NPOLecCcoM™. §
YTO KOHTPOTbHbIE MnniocTpaTBHble NpUMEpPbl, KOTOpble HE _8_
MEpONpUATHA B noanafalT noj YCTAHOBNEHHY o0nacTb =
pamkax GMP He onpeaeneHna  «Bpen AnAa nauneHTa»: Q
BHEZPEHbI? HapyweHWA B Banugauuy; HECOOTBETCTBUE %
BanuAaLoHHBIM NapaMeTpam; HapyLleHue B g
NnoaxoAe K KOHTPOMID Ha OCHOBE pUCKA MMM =
c60W B yCTAHOBAEHHOM CTpaTerit KOHTPONA. x
*WHO Deviation Handling and Quality Risk g
Management a
Menock i g
CyLEecTBEHHOS T
HapyLLeHHe B ,Eia [NosicHUTENbHbIE YKazaHUA ]
YaCTH MHMLLEH3MM NMioboe HEKPUTHYECKOE HapyLUEHWE MOXeT " T
Ha NPOM3B0ACTEA CUNTATLCA CYWECTBEHHBIM NP HapYLeHN
nnn ogobperna yCnoBui Bbloa4m NULEH3UN Ha
GMP? npon3BoAcCTEa nubo noaTeepxaeHnA
y TpebosaHuam GMP.
MepenTu
K wary 4
PucyHok 4. LLlar 3 npeaBapuTeNbHON OL,EHKN HapyLIeHUNA KaK «CyL|eCTBEHHOTro»
B [6] npuBepeHbl npumepbl kKputnyecknx n cywect-  3AKJTIOYEHUE

BEHHbIX HapyLIeHU B OTCYTCTBMU PaKTOPOB CHUMXKe-
HUA pUCKa. DTV NpUMepbl MOXHO paccMaTpuBaTb Kak
WNNIOCTPAUMI0O MPUMEHEHMUA U3NIOXKEHHbIX Bbille Moj-
XO[0B K Knaccupukauum HapyweHun B cpepe GMP. Xo-
TA PykoBogcTBO [6] 1 He nMO3ULMOHMpPYeTCsA Kak obs-
3aTenbHoe AnA BHeEAPEHUs W WUCNONb30BaHUA, OHO
6e3ycnioBHO ABNAeTCA MNoJsie3HbiM, MO3TOMYy npefa-
CTaBnAeTcA Lenecoob6pasHbIM PaccMOTPeTb BO3MOX-
HOCTb BHeJpPEHME N3NTOXKEHHbIX MOAXOA0B B NPAKTUKY
GMP-MHCNeKTUpOBaHUA, KOTOpoe MNPOBOAAT peryna-
Topbl Poccuickon Qepepauny M rocynapcTB-4ieHOB
EA3C.

MpoaHanusnpoBaH npeanoxeHHbln PIC/S HoBbIN
PUCK-OPUEHTUPOBAHHDBIN PErynATOPHbIN NOAX0S K Khac-
cudukaumm HapyweHuii B cpepe GMP, noapo6Ho oxapak-
TepU30BaHbl Er0 OCHOBHbIE 3Tanbl.

MokasaHo, YTO B OCHOBE HOBOIO MOAXOAA NEXUT CUC-
TEMHOE N METOAUYECKOe WCMOoJib30BaHMe MPUHLUUMNOB
PUCK-MEHEPKMEHTA, YTO OXBaTblBaeT Kak 060CHOBaHHOE
NMPWCBOEHVE BbIIBIEHHOMY HapYLIEHWIO OnpefeneHHown
KaTeropuv KpuTUYHOCTYW, TaK U BO3MOXHble nocnepyto-
wye perynatopHble feicTeuA. MpumeHeHre npepnara-
eMoro nofxoga mMo3BOSIUT MOBbICMTb OOBEKTUBHOCTL U



Step3

Continue from Step 2 in performing a
detailed deficiency classification

assessment 1o make a determination

as major

Has
there
been a
deficiency that
produced or may produce a
product which does not comply
with its marketing authorisation,
clinical trial authorisation,
product specification,
pharmacopeia, or
dossier?

Have circumstances
arisen that did not ensure
effective implementation of the
required GMP control
measures?

No

Has there been a major
deviation from the terms of the
manufacturing licence or GMP
approval?

No

Proceed to
Step 4

PezynamopHsie eonpocel
Regulatory Issues

Yess

Any non-critical deficiency where there is a failure to comply with
marketing authorization, clinical trial authorisation, product
specification, pharmacopeia requirements, or dossier could be
considered to be a major deficiency

Yesm

In I iv idan
Any non-critical deficiencies could be considered a major deficiency if
there is a failure to ensure effective implementation of the required
GMP control measures. Such deficiencies include those that:
(i) affect quality attributes*,
(i) affect operations and critical parameters*, or
(ii) equipment or instruments associated to a process*.

lllustrative examples could include failure to validate; failure to comply

with validated parameters, failure of risk based approach to control, or

failure to comply with established control strategy — all which do not
fall into ‘patient harm' scope

*Deviation Handling and Quality Risk Management, World Health
Organization

Y

Yesy|

Any non-critical deficiency could be considered a major deficiency if
there is a deviation from terms that have been specified for a
manufacturing licence or GMP approval

Y

Figure 4. Step 3 of the preliminary classification of the deficiency as «<major»

Initial Classification = Major Deficiency
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LWar 4
Mpogonxenne Wara 3
no NpoBEAEHNID ,ELETaanOﬁ OLLEHKH
KnaccubrKauun HapywWweHna Kak
CYWECTBEHHOMo UNK NPOYEro

[ToScHUTENEHEIE YKasaHua
Niw6oe HEKpPUTHYECKDE HapyweHue,
CBA3aHHOEe C HapyleHWem NpoLeayp Bbinycka
CEpUA, MOKET CYMTaTbCA CYWECTBEHHbIM.
Vinnc TpaTuBHbIE NPUMEPBI:
i) BbINyCK MpoOAYKTa, HE COOTBETCTBYHOLLEND
pergoche;
1) He BHEApEeHbI KOHTPOMbHbIE MEPONPUATHA B
pamMkax TpebosaHuin GMP;
lii) HapylWeHWe nULEH3WOHHbIX TpeboBaHWi

Bbinu nu
aaMeMeHb! ﬂ-a unu TpeGosaHuii GMP-cepTudMKaumumn
HapyweHua
RpoueAyp: Selllycla [oscHWUTeNbHLIE yKazaHua
e::v':::uam') MoGoe HEKPUTUYECKOE  HAEpYLIEHWE, Mpw
KOTOPOM AOMYWEHO HapyWeHWe BbINONHeHUA
HeTt obasanHocTel QA/QC.
nniocTpaTuBHble npuMeps! MOTYT
NPOABNATLCA B.
Bbini i i)p BbiNyCK NpOAYKTa, HE COOTBETCTBYIOWEro
HapylieHusa B [a | peraocse;
BbINONHEHKK 1) He BHeApPEeHb! KOHTPOMNEHLIE MEPONPUATHA B
o06a3aHHoCTEN pamkax Tpebosanuin GMP;
nepcokana, iii) HapyweHne nNWUEH3MOHHBIX TpeboBaHMi
OTBETCTBEHHOIO 33 unu TpeGosaHnil GMP-cepTUdMKaLMN.
QA/QC? lNpumevaHue: He Kaxdas owubka
pabomHuxos, omeemcmeeHHblx 3a QAQC,
Gydem Knaccugpuyuposana Kax
CYUeCMBeHHoR HapyweHue.
[MoAcHUTeNbHbIE YKasaHWUs
HeTt MnniocTpaTUBHBIE NPUMEPGI, CBA3AHHLIE C

Bbin nn puck,
CBA3aHHbIN C
LENoCTHOCTHHO
LaHHbIX?

LeNOCTHOCTbIO AaHHbIX: )
i) BNMAHWe Ha npodykT Ge3 Bo3gencTenA
Ha nauueHta (3ameHa Ha  Gonee
BnaronpUATHEIE TEHAEHUUW, perucTpauma
«KenatenbHoro» esyneTaTa, He
cBAsaHHoro ¢ QC, = KpUTHHECKWMMM
napamerpamu npouecca Wnu Npoaykra;
cnabaq  cuctema  cbopa  AaHHbIX,
0CHOBaHHaA Ha obpbiBkax Bymaru),

i) HET BNUAHWA HA KAYeCTBO NPOAYKTa, HO
nposeneHne B cuctemax QA, QC,
NPOW3BOACTBO W Ap.,;

OnAa HagexHOW OUeHKW, Kacaerca nu
npobnema BCeW KOMMNaHuK, WNW OHa
OrpaHUYeHHoOro MaclwTaba/BnuAHUA,
HYXHO  OUEeHWTb  ODWYI  KapTUHY
COOTBETCTBUA KMIOYEBLIX SNEMEHTOB (CM.

= CyllecTBeHHOe HapylLleHue

HavanbHasa knaccudpukayus

puc. 3 war 2 no UenoCTHOCTH [aHHLIX)

HavanbHasa knaccudukauus = [Npoyee HapyLueHue

Mpumeyanue: knaccudukauma «Mpoyee» AN LENOCTHOCTH AaHHBIX MOXET BbiT NpU OTCYTCTBIM
BNUAHUA Ha NPOAYKT, NuBO NpK BO3MOXHOCTH HAPYWEHUA LeNOCTHOCTU WK NPOCMEeXMBAEMOCTH
[AaHHLIX B OTAENBHON obnacti, NGO B HEKOTOPLIX CHOAX B NPUEeMNeMOil ansTePHATUBHON cucTeme

PucyHok 5. lar 4 npeaBapnTenbHOI OLleHKIN HapyLIEeHUA KaK «CyL|eCTBEHHOro»

NPO3pPaYyHOCTb MHCMEKUMOHHbIX npoueayp U nx JOKY-
MeHTaNIbHOro obopmeHus.

DanbHelwan anpobauus perynatopamu Poccun un
rocyaapcTts-yuneHos EASC 1 BO3MOXHOe noaTanHoe BHe-
JpeHVe YKa3aHHOro HOBOro NMoAxofa ABMAETCA OYeHb
Ba)KHbIM Kak [AnA pPerynaAtopos, Tak U AnsA Npou3Boau-
Tenen NeKapCTBEHHbIX CPefCTB, YTO OCOBEHHO BaXHO B
pamkax obLero pbiHKa leKapcTBeHHbIX cpeacTs EAIC.
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Interpretative Guidance
Any non-critical deficiency could be considered a major deficiency if
there is a failure to carry out satisfactory procedures for release of
batches. lllustrative examples include release procedures that are
deficient to the extent where the deficiency could result in:

Step 4

Continue from Step 3 in performing a
detailed deficiency classification
assessment to make a determination
as major, or other

(i) release of product that does not comply with marketing authorization;
(ii) failure to ensure effective implementation of the required GMP
control measures;

(iii) a deviation in terms of the manufacturing licence or GMP approval

Yes

Interpretative Guidance
Any non-critical deficiency where there is a failure of QA/QC to fulfil
his/her duties may be classified a major deficiency. lllustrative
examples include situations where the failure to fulfil duties may include
release procedures that are deficient to the extent where the deficiency
could result in:
(i) release of product that does not comply with marketing authorization;
(i) failure to ensure effective implementation of the required GMP -
control measures; or
(iii) a major deviation in terms of the manufacturing licence or GMP
approval.
Note: Not every failure of the person responsible for QA/QC to
No fulfil his/her duties will result in the classification as a major

deficienc
X Yes ¥

Has there been a failure to
carry out satisfactory procedures
for release of batches?

Iciency

Major Def

Ion

lllustrative examples of risks related to data integrity include:

Imcat

Has there been a failure of
the person responsible for QA/QC
to fulfil his/her duties?

i) Impact to product with no risk to patient health:
-Data being miss-reported, e.g. original results ‘in specification’, but
altered to give a mare favourable trend.

-Reporting of a ‘desired’ result rather than an actual out of specification
result when reporting of data which does not relate to QC tests, critical
product or process parameters.

-Failures arising from poorly designed data capture systems (e.g. using
scraps of paper to record info for later transcription)

.

No ii) No impact to product; evidence of widespread failure:
-Bad practices and poorly designed systems which may result in
[ opportunities for data integrity issues or loss of traceability across a

Initial Class

4

number of functional areas (QA, production, QC etc). Each in its own

right has no direct impact to product quality.

Yes
It is important to build an overall picture of the adequacy of the key
elements (data governance process, design of systems to facilitate

compliant data recording, use and verification of audit trails and IT user
access etc.) to make a robust assessment as to whether there is a

company-wide failure, or a deficiency of limited scope/ impact.
Individual circumstances (exacerbating / mitigating factors) may also
affect final classification or regulatory action.

Has there been a risk related to
data integrity?

Note: This guidance is derived from the draft PIC/S Good Practices for
Data Management and Integrity in Regulated GMP/GDP Environments

No.

o L
Initial Classification = Other Deficiency

Note: For data integrity issues an "Other” classification may be considered when there is no impact to product or limited evidence of failure such as:
i) Bad practice or poorly designed system which result in opportunities for data integrity issues or loss of traceability in a discrete area, or
ii) Limited failure in an otherwise acceptable system.

Figure 5. Step 4 of the preliminary classification of the deficiency as «<major»
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BOACTBEHHOW NPAKTVKU, MHCMEKLMOHHOIO OTYeTa No pesynbTatam
VIHCMEKTUPOBaHNA NPOW3BOANTENA U MHOCTPAaHHOTO MPOU3BoANTENA
NeKapCTBEHHbIX CPEACTB ANIA MEAULMHCKOTO MPUMEHEHUA Ha COOT-
BETCTBME TPeOOBaHNAM NPaBUN Haaexaluell NPON3BOACTBEHHOW
MPaKTUKM 1 3aKII04EHNA O COOTBETCTBIM Npou3BoauTeNa (MHOCTpaH-
HOrO NPOV3BOAMNTENS) NEKaPCTBEHHbIX CPEACTB ANA MeANLIMHCKOIO
npuMeHeHnA TpeboBaHUAM NPaBU Hafexallei NPON3BOACTBEH-
HOW NPaKTMKW» (3aperncTpupoBaHo B MuHiocTe PO 9 mapTa 2016 T.
PernctpauunoHHbin N2 41341). KoncynbTaHT Mntoc. Available at: http://
www.consultant.ru/ (gaTta obpatenuns 27.04.2020).

Pl 040-1. PIC/S guidance on classification of GMP deficiencies.
3 Appendices. 1 January 2019. Available at: http://www.picscheme.
org/ (accessed 27.04.2020).

MopnpyxHukos 0. B., HemueHko A. C., AHgpiokosa J1. H., Tyme-
HioK H. N. Cnctema kauyecTBa 1 Hagnexaime npaktuku B dapma-
uun. Knes: Haw ¢popmam, 2017. 652 c.

Pl 013-3. Standard operating procedure PIC/S Inspection Report
format. Annex 1. PIC/S 25 September 2007. Available at: http:/www.
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