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Cokpawenue wucieHHocmu nPouU3800CMBEHHbIX ANMEYHBIX OP2AHUZAYULL CYUECMBEHHO CHUMCAEm OOCMYNHOCHIb
Hacenenus 8 1eKapCmeenHblx npenapamax anmeunozo useomosienus. Llenv uccnedosanusn saxnouanacs 6 ananuse
HOpMamugHou npagoeoti baswvl, pe2yiupyroujell NPOMbluLIeHHOe NPOU3800CMBO U ANMeyHoe U320MoGieHUe UHPDY3U-
OHHBIX 1EeKAPCMEEHHBIX Npenapamos Ha meppumopuu Poccutickou @edepayuu. Mamepuanst u memoowt. Hccreoo-
BaHie GbINOIHEHO NYmeM AHANU3A OeUCMBYIOWUX 8 HACOoAWee 8PeMsl 3AKOHOO0AMENbHBIX U HOPMAMUBHBIX NPABOBLIX
axKmos memooamu OOKyMeHMAanbHo20 HabI00eHus u Konmenm-ananusza. Pezynomamor u oocyscoenue. Ilposeden
0030p OCHOBHBIX 3AKOHOOAMENbHBIX AKIMO8 U HOPMAMUGHBIX NPABOBBIX OOKYMEHMO8, Pe2yIupyiowux NpOMblULIeH-
HOe NPoU3600CME0 U AnMedHoe U320MogieHue UHQGY3UOHHBIX IeKAPCMBEHHbIX NPEnapamos, cpeou Komopbwix gede-
panbHbie 3aKoHbl, nocmanosienus Ipasumenvcmea Poccutickoti @edepayuu, Tocyoapcmeennas @apmarones XI u
XIII uzdanui, npuxaszer Munucmepcmea 30pagooxpanenusi u opyeue. YcmanoeieHo, 4mo 68 cmpaHe CLONCUNACL U
@ynryuonupyem cucmema 0053amenbHbIX MPedOBAHULl K NPOMbIULIEHHOMY NPOU3BOOCMEY U KOHMPONIO Ka4yecmed
UHDYZUOHHBIX 1IEKAPCMBEHHBIX NPENAPAMOB HA OP2AHUZAYUAX-NPOUZBOOUMENAX JIeKAPCBEHHbIX cpedcms. B mo dice
8peMsl, HeCMOMPSL HA 02PAHUYEHUS NO ANMEYHOMY U32OMOBIEHUI0 ACENMUYECKUX 1eKAPCHEEHHBIX NPENApPamos, 3ape-
eucmpuposannwix 6 Poccutickoti @edepayuu, anmeunvle opeaHu3ayuu 0CyWecmsision uzeomogieHue 1eKapCmeeH-
HbIX NPenapamos, He 8bInYCKArOWUXCSA NPOMBIULEHHOCMBIO, NO360NAIOWUX 0becneuums UHOUBUOYATbHYIO O03UPOBKY
BXOOSAUUX UHSPEOUCHMOB U Yiem UHOUBUOYATbHBIX 0cobennocmell nayuenmos. Cucmema HOPMAMUEHO20 NPABOBO2O
PecYIUPOBAHUS ANMEYHO20 U320MOBNIEHUS CYUeCMBEHHO OMAUYACCS OM AHAIOSUYHOU CUCEMbl NPOMbIULIEHHO-
20 npouszeodcmea. Hayunas ouckyccus no enedpenuro Ilpasun naonesxicawell npousgo0CmeEeHHOU NPaKmuKu 8 gap-
MAayeemu4eckyio 0essimeibHOCHb He umeem eOuH020 OP2aHU3AYUOHHO-MEXHON02ULECKO20 MHEHUsL 66UOY PATUYHO2O
npeoHAsHaueHus, Kpyea pemaemvix 3a0a4 U IKOHOMULECKUX B03MONCHOCHEN ANMEYHbIX OP2AHU3AYUL U OP2AHU3A-
yuii-npoussooumeneil. 3aknrouenue. Cywecmeyiowas 6 Poccuu cucmema nopmamuenozo npagozo pe2yiuposanus
NPOMBIULEHHO20 NPOU3BOOCHBA U ANMEYHO20 U320MOGIEHUS UHPYZUOHHBIX 1eKAPCMBEHHbIX NPENnApamos Hanpas-
JleHa Ha obecneueHue NOmMpeOHOCMel OMeYeCmeeHH020 30PABOOXPAHEHUS 8 HEOOX0OUMbBIX CPeOCmEax Onsi UHQy3u-
OHHOU Mmepanuu, nPU SMOM anmeyHoe U320MoGieHUe He NPOMUBONOCMABIAEMCS NPOMBIUIEHHOMY NPOU3BOOCME)),
a, Hanpomus, pacuiupsem 0OCMYRHOCHb IMUX NPENAPAmos npu OKA3AHUU MEOUYUHCKOU NOMOWU 8 IKCMPEHHOU U
Heoma0ACHOU hopmax, a makdice npu NAAHOBOM JiedeHUU NAYUEHMOB.
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The quantitative reduction of the manufacturing pharmaceutical organizations significantly lowers public ac-
cessibility to medicinal preparations manufactured by pharmacies. The aim of this research has is the analysis of
the normative legal standards regulating the industrial production and the pharmaceutical manufacture of infusion
medicinal preparations in the territory of the Russian Federation. Materials and methods: The research has been
carried out by the analysis of the current legislative and normative acts by means of documentary observation and
content analysis. Results and discussion. Hereby the review has been done of the main acts along with normative
legal documentation regulating the industrial production and the pharmaceutical manufacture of infusion medicines
such as federal laws, regulations of the Government of the Russian Federation, the State Pharmacopeia (Editions XI
and XIII), orders of the Ministry of Health of the Russian Federation, etc. It has been established that in the Russian
Federation there has been developed and currently functioning the system of mandatory requirements to industrial
production and quality control of infusion medicinal preparations produced by manufacturing enterprises. At the same
time, despite the restrictions on the pharmaceutical manufacture of the aseptic medicines registered in the Russian
Federation, the pharmaceutical organizations implement manufacture of the medicines which are not produced indus-
trially. That makes it possible to provide an individual dosage of ingredients and take into account patients’individual
characteristics. The normative legal regulation system for the pharmaceutical manufacture significantly differs from
the similar system for the industrial production. The scientific discussion on the implementation of the international
Rules of Good Manufacturing Practices (GMP) into pharmaceutical activities has not arrived at a unanimous organi-
zational and technological opinion because of essentially different purposes, a diverse range of the undertaken tasks
and dissimilar economic opportunities of pharmaceutical organizations and manufacturing enterprises. Conclusion:
The currently existing normative legal regulation system for the industrial production and the pharmaceutical man-
ufacture of infusion medicines in the Russian Federation is aimed at providing the national health services’ needs of
necessary remedies for infusion therapy. At the same time, the pharmaceutical manufacture does not oppose the indus-
trial production, but quite the contrary, expands public accessibility to such preparations for treatment in emergency
or urgent cases and also during routine treatment of patients.

Keywords: infusion medical preparations, normative legal regulation

BBEJIEHUME. Nudy3nonHas tepanusi siBIsieTcs o/l
HUM U3 BOXHEUITNX JIeUeOHBIX MEPOMPHUITHHA, KOTOpOe
LIMPOKO NPUMEHSETCS KaK NIPU OKa3aHUU MEIULUHCKON
MOMOIIM B SKCTPEHHOW M HEOTIOXKHOU (popmax, Tak u
IIpY [IJJAHOBOM JICUEHUU MAaLMEHTOB. B Hacrodiee Bpe-
Mms B Pocculickoii @enepanuu anTedHbIM OpraHU3alusaM
3aMpelieH0 U3TOTOBICHUE 3apETUCTPUPOBAHHBIX JIEKAP-
ctBeHHbIX mnpemnaparoB (JIIT). ITostomy mx mpowmsBon-
CTBEHHAs JEATEIIBHOCTh OCYILIECTBISIETCS TOJIBKO B OT-
Homenuu JII1, He BhIMycKaromuxcs GhapManeBTHIeCKON
MPOMBIIUIEHHOCTBIO, JINOO M3TOTAaBIMBAEMBIX C YUETOM
UHAVBUAYAIBHBIX JO3UPOBOK BXOISLIUX WHIPEAUEH-
TOB M JIPyTHUX MEPCOHU(PUIMPOBAHHBIX OCOOCHHOCTEH
NAIMEHTOB. YCTaHOBJICHHBIE OIPAaHUYEHUS BO MHOIOM
CH0CcOOCTBOBAJIM COKPALICHUIO YUCICHHOCTH MPOU3BOI-
CTBEHHBIX allTeK B Hameill crpaHe. Takue anTeku, Kak

MIPABUJIO, SBJIAIOTCS (YHKIIMOHAIBHBIMU TOAPa3/IeICHHU-
MU JIE9eOHO-TTPOYUITAKTHIESCKUX OpraHu3anuii 1 mpes-
CTaBIAIOT cO00 3HAYMMOE 3B€HO CHCTEMBI JIEKapCTBEH-
HoOro obecnedeHus, onpezaeisoniee 3QpdeKTUBHOCTh U
Ka4eCTBO MEAMIIMHCKOM oMot [ 1, 2].

[lo HammeMy MHEHHIO, CHIDKEHHE OOBEMOB MPOM3-
BOJICTBEHHOW JESTEIBHOCTH AaNTEYHBIX OpraHM3aluil
MIPUBOJIUT K COKPAIIEHHUIO UX IITaTOB U TPO3UT BHIMBIBA-
HUEM OTPOMHOTIO IUIacTa KBaJU(UIIMPOBAHHOTO (hapma-
LIEBTHYECKOTO MEPCOHANA, MOTePe MPECTIDKA CIIeIHallb-
HoctH «Papmanua» 1 npodeccur IPoBU30PA.

HEJIb Hameif pa0oTHl 3aKIOYanack B aHAIN3e
COBPEMEHHBIX PETYISATOPHBIX TpeOOBaHMUN K MPOMBIII-
JICHHOMY TPOM3BOJCTBY M AaNTEYHOMY H3TOTOBICHHUIO
nHOy3noHHbIX JIII 11 onpeaeneHys ypoBHS X rapMo-
HU3aIUH, a TaKXkKe CcTaryca M JaIbHEHIINX MepCreKTHB
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(YHKIIMOHUPOBAHUS MTPOM3BOJCTBEHHOW (YHKIMHU arl-
TEYHBIX OpraHU3alNH.

MATEPUAJIbI U METO/IBI. B kauecTtse undop-
MAITMOHHOM 0a3bl paOOTHI OBLIH HCIIOIB30BAHBI MEKIY-
HaponHble cornamenus Poccuiickoit @enepanun (PD),
Kak rocyaapcTsa — wieHa EBpa3uiickoro 5KoHOMH4eCcKo-
rO COI03a, OTEYECCTBEHHBIE 3aKOHOAATEIbHBIE U HOpPMa-
THUBHBIE IPaBOBBIC aKThl, HOPMaTHBHBIC NPABOBHIC I0-
KyMeHTbl Munszapasa Poccuu u npyrue. Hcecnenoanue
OXBaTWJIO JICHCTBYIOIMIE HOPMAaTUBHbIC PABOBBIC JIOKY-
MEHTBHI, yTBepKJIeHHbIe B nepuoa ¢ 1996 r. mo Hacros-
mee Bpems. /s mowcka u cObopa ncxonHoH uH(popMa-
UM TPUMEHSJIach OHJIAWHOBAsi BEPCHSI KOMITBIOTEPHOM
CrpaBo4YHOI TpaBoBoi cucteMbl «KoncymnbranT [lmrocy,
0000IIIeHNe W aHaJIM3 MPOBOAWIN C HCIOJIb30BaHUEM
METOJIOB JIOKYMEHTAJIBHOTO HaONIOICHUS M KOHTEHT-a-
HaJu3a.

PE3VYJIBTATBI U OBCYXJIEHHE. Cospemen-
Hasl MEAMIMHCKAs HayKa OmpeseNnsieT HH(Y3HOHHYIO Te-
panuto (0T naT. infusio — BIMBaHUE, BIPBICKUBAHUE) KaK

A

paszen MeIuIrHbI 00 yripaBieHud QYHKIUSIMU OpraHu3-
Ma IIOCPEACTBOM IIE€JICHANPABIEHHOIO BO3JEHCTBUSA Ha
MopdoJioruyeckuii coctaB U (U3UOJIOTHYECKHE CBOM-
CTBa KPOBM IIyTE€M MapeHTEPasbHOTO (BHYTPHUBEHHOTIO,
BHYTPHAPTEPHATIBHOIO, TIOJKOXKHOTO) BBEJICHMSA pac-
TBOPOB pa3JIMUHBIX JIEKAPCTBEHHBIX CPEJCTB M OHOJIO-
THUYECKUX JKUIKOCTEH C IeNIbI0 KOPPEKIHUU NaToIoTHye-
CKUX TOTEph WM UX IPEAOTBpAILEHHs, HOpMaIU3aliu
BOZIHO-3JIEKTPOIUTHOI0, KUCIOTHO-IIEI0YHOr0 OajaHca
opraHusMa, a Takke A1 (OPCUPOBAHHOIO AUYype3a.
Buonoruueckue XUAKOCTH PacHpeneseHbl B OpraHu3Me
YeJoBeKa B OCHOBHBIX IIPOCTPAHCTBEHHBIX CEKTOpax
(BHYTPHCOCYIHCTOM, HHTEPCTULIMAIBHOM U BHYTPHKJIE-
ToyHOM). IIpH pa3nuYHBIX MAaTOJIOTHYECKHUX MpOIeccax
y MAlMEHTOB 3a4acTyl0 BO3HHKAET OOBEMHBIN Ne(PULIUT
caMoif OHMOJIOTMYECKOM JKUAKOCTH WM HapyllaeTcs ee
KOMIIOHEHTHBIH COCTaB, yCyryOJISIOUIMH TeueHHe 3a00-
neBanus [3, 4].

OCHOBHBIMU IIEJIIMU U 33J]adaMU COBPEMEHHOM HH-
(y3uoHHOI1 Tepanuu siBisitoTCs (puc. 1):

A\

Wudy3noHHas peruapaTamnus

\

OKCTpaKopHopanbHas FeMOKOPPEKIHS

A\

\

AR
0-KO,

A

Pucynox 1 — Ilenu u 3a0auu coepemennoii UHMeHCUBHOI mepanuu

®  BOJIFOMOKOPPEKIIUS] — BOCCTAHOBJICHUE (KOPPEKIIHS)
aJIEKBAaTHOTO 00BbEMa IIUPKYIUPYIOIIEH KPOBH;

® uH(Y3UOHHAS PEruparaius — BOCCTAHOBICHHUE M0~
TEPb BOJIBI U DJIEKTPOIIUTOB, MOJJIEPKAHIE HOPMAITb-
HOW MaKpo- M MHUKPOIUPKYJISIIUAH, HOPMAaTH3AIHsI
SIIEKTPOIIUTHOTO OanaHca ¥ KUCIOTHO-IIEI0YHOrO
COCTOSIHUS B TKAHSIX OPraHU3Ma;

@ SKCTPAKOPIOpPATbHAsT TEMOKOPPEKIHS — YIalleHUE
U3 KPOBH, B3SITOM W3 OpraHW3Ma 4elioBEeKa, KOMIIO-
HEHTOB, BBI3BIBAIOIINX MMATOJIOTUH HITH TTOJIEPKHUBA-
FOIIUX OOJIC3Hb;

® aKTUBHAs JICTOKCHUKAIUS — CHIDKCHHE COMIEPIKAHUS
B OpraHax M TKaHSX TOKCHYECKUX arcHTOB, B TOM
YuCciie 3a CYET BBEICHHS KOMILIEKCOOOPAa3yoMmX
CpencTB, OPCUPOBAHHOTO TUYPE3a U JP. METOJIOB;
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® O0OMCHHO-KOPPUTHPYIOIIHE HHPY3UH — TPSIMOE BO3-

JIEHCTBHE HA TKAHEBOH METa0OIU3M 3a CUET aKTHB-

HBIX KOMIIOHCHTOB UH()Y3HOHHBIX PACTBOPOB.

BrinonHeHHBIH HAMM KOHTEHT-aHaJIU3 JOCTYIHOM
MEIUIIMHCKON JIUTEpaTyphl BBISIBUJI, YTO NPOBEACHUE
WHTEHCUBHOM Tepanuu IMOKa3aHO KaK IMpH BHE3alHbIX
OCTPBIX 3a00JICBAHUAX, IATOJIOTUYCCKUX COCTOSHHUSIX,
00OCTPCHHN XPOHUYECKHX 3a00JICBaHHM, MPEICTABIIS-
FOIIUX YIPO3Y )KU3HU MAMCHTOB, TPEOYIOMIMX OKa3aHUS
MEIAIIUTHCKOW MTOMOIIU B 3KCTPEHHOU (hopMe, TakK U IPU
IUTAHOBOM JICUCHUU C IICNBI0 YCTPAHCHHUS MU OOerde-
HUS TIPOSBIICHUI 3a00JeBaHUIM WM COCTOSHHNA Talu-
€HTa, BOCCTAHOBJICHUS WJIM YIYULICHUS] €ro 310pOBbBS,
TPYIOCIIOCOOHOCTH M KadecTBa ku3HU. K 3TM maroso-
THYCCKUAM COCTOSHHSM (pHUC. 2) OTHOCHT:
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PllC‘yHOK 2 — Ilamonozuueckue COCmMoAHUA, NOKA3AHHblE K npose@enum UHMEHCUBHOUL mepanuu

® 110K — MMaTOJOTHYECKHH TpoIece, Pa3BUBAIONIHIACS
B OTBET Ha BO3CHCTBHE UPE3BBIYANHBIX PA3Iparku-
TeJIel ¥ CONPOBOXKIAIONIMNCS MPOTPECCHBHBIM Ha-
pYIICHHEM >KU3HEHHO BAKHBIX (DYHKIIMIA HEpBHOMH
CHCTEMBI, KpOBOOOpAIIEH!S, IbIXaHNs, OOMEHa Be-
IIECTB M HEKOTOPBIX JPYTHX (DYHKITHH;

® TUMOBOJIEMHS — CHIDKEHHE 00beMa IHPKYIHPYIO-
el KpOBM 3HAYMTENLHO HI)KE HOPMAaTHBHBIX MOKa-
3aTeei;

® KpOBOIOTEPsT — MAaTOJOTHYECKHH IIpOIiecC, pPas3BH-
BAIOIIUICSA BCIEACTBHE OOBEMHOTO KPOBOTCUEHHS
00 BCIIEACTBHE CHAYM KPOBH M XapaKTepU3y-
IOMIMHCS KOMIIIEKCOM TaTOJIOTHYECKHX W MpH-
CHOCOOHTENFHBIX PEaKIUi Ha CHIDKEHHE oObema
LUPKYJIUPYIONIeH KPOBH M THIIOKCHIO, BBI3BAHHYIO
CHIDKEHHEM TPAHCIOPTa KPOBBIO KHCIOPOa;

® roTepsi OEIKOB, TEKTPOIUTOB W KHUIKOCTH BCIIEI-
CTBHE MHTEHCHBHOHM Jnapew, HEyKpPOTUMOH PBOTEHI,
3a00JIeBaHMI TOYEK, OXOTOB, OTKa3za OT IpHeMa
KHIKOCTCH;

® OTpaBlCHUS — HApyIICHWE >XU3HEHHBIX (QYHKINH
OpraHu3Ma BCIIEACTBHE TIOMAAHUS TOKCHYIECKHX
BEIIIECTB;

® cOaiaHC HOHOB — HAPYIICHHE COIEPKAHUS OCHOB-
HBIX MOHOB (KaJvsi, HaTpHs, XJIopa U 1Ip.);

® ankano3 (nar. alcali — memoys) — HapymIeHUE KHC-
JIOTHO-IIEJIOYHOTO PAaBHOBECHS] OpraHM3Ma, Xapak-

TepU3yIoIIeecs] a0COTIOTHBIM MM OTHOCHTEIBEHBIM
N30BITKOM OCHOBAaHUI;
® anwmo3 (ot Jat. acidus — KACHBIN) — CMeTeHUe KUC-
JIOTHO-IIEIOYHOTO OasiaHca OpraHu3Ma B CTOPOHY
YBEJNWYCHUS KUCIOTHOCTH (yMeHbIeHuto pH) [5].
[ockonpky wmHOy3uoHHBIE JIII OTHOCATCSA K JIeKap-
CTBEHHBIM (hOpMaM I TTApEHTEPATEHOTO MPUMEHEHHS,
K HAM TIPEABSIBIAIOTCS. 0COObIe TPEOOBAHHS K Ka9eCTBY H
6e3omacHoCTH. OO0 3TOM CBHETENBCTBYET TOT (DaKT, UTO
B TocynapctBernnoit ®@apmaxoriee (I'®) CCCP XI u3zna-
HUA (dacth 2 — 1990 1) u I'D PO XIII uzmanus (2015 1)
BKITIOUeHHI o01mue (hapmaxorieitaeie craten (ODC), yera-
HaBJIMBAIOIIVE eANHbIe TPeOOBaHMUS K PacTBOPaM JUIs Ta-
PEHTEpAIBEHOTO MPUMEHEHNS (MHBEKIIMOHHBIM U HH(]Y3H-
oHHBIM). B I'® P® XII m3nanus (2007 r.) oOmux crarei
Ha JIEKapCTBEHHBIE (D)OPMBI BKIIIOYEHO HE OBLIO, II03TOMY
ODC «JlexkapcTBeHHBIE (QOPMBI UIST MAPSHTEPAIEHOTO
npumereHms (ODC.1.4.1.0007.15) Obla BKIIOYCHA B
I'®d PO XIII n3panus s3ameH cratbu ' CCCP X1 uzna-
HUs «VIHBEKIIMOHHEIC JIEKapCTBEHHEBIE (GopMBD» [0, 7, §].
Amnanornynsle TpeOOBaHUS 1O KauyecTBY M OE30IIaCHOCTH
TTApEeHTEPAITBHBIX JICKAPCTBEHHBIX (JOPM yCTaHOBIICHBI B
pa3BuThIX cTpaHax 3anagHoi Esponer u CLUA [9, 10, 11].
JleficTByromnyie B HACTOSIIEE BPeMsl OCHOBHBIE Tpe-
ooBauus ['® PD XIII uzmanns K MHBEKIIHOHHBIM U WH-
(y3MOHHBIM JIEKAPCTBEHHBIM (hOpMaM ITPEACTABIICHBI B
Tabmune 1.

Taonuya 1 — Ocnoenvie mpebosanusn I'ocyoapcmeennoin @apmarxoneu Poccuiickon @edepayuu XIII uzoanusn
K UHDEKYUOHHBIM U UHQY3UOHHBIM IeKapCmMEeHHbIM hopmam

Tpe6osanus ['® PO XIII uznanus |

ITopsinok perynupoBaHHs KauecTBa

Oco0eHHOCTH TEXHOJIOTHHI

[IpoBenenue creprin3aun

ODC «Crepunm3anuss» u yKa3zaHus (papMakoreiHON cTa-
61 (DC)

PactBopurenu

Hcnonp3oBanue BOABI IS MHBEKIIUH

®dapmakorneliHas cTaTbs «Bona i nHbEKIUN

Vcnonp3oBaHre BOAHBIX PAacTBOPOB JIEKAPCTBEHHBIX
cpeacts (JIC)

TpeboBanus xauectsa JI[1-pacTBopuTenei

Vcnonp30BaHNe HEBOMHBIX JKUPHBIX PACTHTENBHBIX
MaceJ WK OPraHUYeCKUX pacTBOPUTEIEH

TpeboBanusi kauectBa B ODC «JlekapcTBeHHBIE (POPMBI
JUIS TIAPEHTEPAIBHOTO TPUMEHEHHSD)
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TIpooonscenue mabnuywr 1

Tpebosanus ['® PO XIII uznanus

HOpHI[OK peryiinpoBaHus Ka4C€CTBaA

Hcmonk3oBanne 6€30MacHBIX PaCTBOpHUTEEH

TpeOoBanus (apMakomeHHbIX CTaTeil MO MOKa3aTeysiM
«bakrepuanbHble SHAOTOKCUHB WK «IIUPOreHHOCTh

BcroMorareapHBIC BEIIeCTBA

Vcnonb30BaHNE BCIIOMOraTeibHbBIX BEIIECTB: KOHCEp-
BaHTOB, CTAOMIIN3aTOPOB, SMYJILIaTOPOB, COMIOOMIIN3a-
TOPOB

TpeboBanus (papMakomEHHBIX CTAaTCH JIsl YKa3aHHBIX Be-
LIECTB

HubekinoHHbIe U HH(Y3U

OHHBbIE JICKapPCTBEHHbIE (DOPMBI

M3oTOoOHMYHOCTH

TpeboBanus dapMakoneWHBIX CTaTeH Ul yKa3aHHBIX Be-
IECTB

MexaHn4eCcKre BKIIOUCHUS

ODC «Buanmele Mexanuudeckue BiIodeHus» U ODC
«HeBuanmMble MeXaHUYECKUE BKJIIOUEHHUSI B JIEKapCTBEH-
HBIX (OpMax I HapeHTEPATFHOTO IPIMEHEHIISDY

IIpo3paunocth ODC «IIpo3payHOCTh U CTEMEHh MYTHOCTH XKHUIKOCTEI»
IIBeTHOCTH ODC «Crenenb OKpacKu KUAKOCTE» min cortacHo OC
OCMONIAPHOCTH ODC «OCMONIPHOCTH

‘VmakoBka

@DnakoHbl, aMITyJIbl, IIIIPULBI, KAPTPUAKbl WIN IIOJIU-
MEpHasl yIIaKOBKa

O®DC «JlekapcTBeHHBIE HOPMBD»

MapxkupoBka

Hanecenne HeoOxoaumMoii HHGOpMayn |

O®C «JlekapcTBeHHBIE HOPMBD»

XpaHeHue

ObecnieueHne cTaOWIBHOCTH B TEYEHUE YCTaHOBJICH-
HOT'O CPOKA TOAHOCTH

ODC «JlexapcrBennsie hopmb» 1 ODPC «Xpanenue Je-
KapCTBEHHBIX CPEACTBY»

AHanu3 KaHHBIX, IPECTAaBICHHBIX B TaOIHNIlE, CBU-
JIETEJILCTBYET, YTO Ha TeppuTopun Poccnu copmupoBan
1 (QyHKIMOHMPYET KOMIUIEKC CTAHIAPTHBIX MPaBHJI, KO-
TOpbIC TIPU3BAHBI 00ECIICYNTH YCTAaHOBICHHBIH YPOBEHb
6e3omacHocTH 1 KadectBa nHQy3nonHsIx JII1. O1n mpa-
BMJIa YCTAaHABIMBAIOT E€AMHBIC TOIXONIBI K pa3paboTke,
OpraHu3alil U YIPABICHUIO OPraHU3aIOHHO-TEXHO-
JOTMYECKUMH TPOLIECCaMU  MPOMBIIIIEHHOTO IPOU3-
BOJICTBA M alITEYHOTO M3TOTOBJICHUS MH(Y3NOHHBIX pac-
TBOPOB. B TO ke Bpemsi, cymiecTByronme TpeOOBaHUs K
MIPOU3BOJCTBY U KOHTpoto kauecTsa JIII B opranusanu-
sx-npousBoauTensax JIC UME0T cyleCcTBEHHbIE OTINYUS
OT OpPTraHU3alM UX M3TOTOBIEHUS U KOHTPOIS KauecTBa
B aNTEYHBIX YCIOBUSIX.

CornacHo ¢enepanbHOMy 3akoHY PD «O numeHs3u-
POBAaHUU OTIENBHBIX BUAOB AEATEIBHOCTHY MPOHU3BOA-
ctB0 JIC B Hatel CTpaHe SIBISETCS BUJOM AEATENBHOCTH,
MOAJIeKAIUM JIHIeH3UpoBaHuio [12]. JIMleH3uOHHBIE
TpeOOBaHUS K JAHHOMY BUAY JCSTEIBHOCTH yCTAaHOB-
nessl «[lonoxxeHreM 0 IMLIEH3UPOBAHUU IPOU3BOACTBA
JIEKapCTBEHHBIX cpeacTB» [13].

Cwmasn 2017 r. na Tepputopuu Poccny, kak rocygapcTse
— wieHe EBpa3suiickoro sKOHOMHYECKOIO CO03a, AEHCTBY-
10T «[IpaBuna Hagnexamiel TPON3BOACTBEHHOMN MTPAKTUKU
EBpasuiickoro KOHOMUUYECKOTO COH03a», yCTaHABIMBAIO-
IYe TPUHIMIGL ¥ TPeOOBaHMs, TPUMEHUMBIE TIPH TIPOU3-
Bozictse JIIT 1 mpon3BozcTBe papManeBTHIECKHX cyOCcTaH-
LU, UCTIOJIb3YEMBIX B Ka4ECTBE UCXOMHBIX MAaTepHAIIOB, a
TaKKe TPeOOBAaHMS K MPOMBIIIICHHOMY ITPOU3BOJCTBY pa3-
JIMYHBIX JIeKapcTBeHHBIX Gopm JIIT [14].

TpeboBanusi, ycranoBnennsie «lIpaBmnamu Hajute-
JKarei Tpou3BOACTBEHHOM mpakTukm» (GMP — Good
Manufacturing Practice), o HameMy MHEHHIO, Kaca-
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IOTCS JABYX OCHOBHBIX aCHEKTOB IPOHM3BOACTBEHHON
JESITeNbHOCTH OpraHusanui-npounssoauteneit JIC: op-
TaHU3ALUOHHO-TEXHOIOTMYECKUX U MHKEHEPHO-TEXHU-
YECKUX.

Opranu3alOHHO-TEXHOJIOTHUECKUE
BKJIIOYAIOT:

TpeOOBaHMS K CHCTeMe (apMarieBTHUECKOTO Kade-
CTBa;

TpeOOBaHMS K IMEPCOHAY, KOTOPBIA JOJDKEH 3HATh
MIPUHIUIBI HaJUIeXKAIeH TPOU3BOACTBEHHON PaKTHKH;

TpeOOBaHMS K TEXHOJOTMYECKHM IIOMEIICHHSM,
CKJIAJCKUM 30HaM, 30HAM KOHTPOJs Ka4eCTBa, BCIIOMO-
rarebHbIM 30HaM;

TpeOOBaHMS K JOKYMEHTAIMH: PETIaMEHTHUPYIOIIEH
(MHCTPYKIINH, YKa3aHHUs, TPeOOBaHMUS) U PETUCTPHPYIO-
e (3aImcH, OTYCTH).

K MHXEeHEepHO-TEXHMUECKUM acleKTaM CIeIyeT OT-
HECTH:

TpeOOBaHMS K TEXHOJIOTHYECKOMY IPOW3BOACTBEH-
HOMY 000pY/IOBaHHIO, KOHCTPYKIIUS, MOHTaX U ITOPSIIOK
TEXHUYECKOTO OOCITY)KMBaHUSI KOTOPOTO JOJDKHBI COOT-
BETCTBOBAaTh €r0 MPEJHA3HAYECHUIO;

TpeOOBaHMSI K IIPOM3BOJCTBY, TEXHOJIOTMYECKUE
OIlepaluy Ha KOTOPOM AOJIKHBI OCYIIECTBIATHCS MO YeT-
KO YCTaHOBIEHHBIM MpOLeaypaM IS MOJy4eHUs Mpo-
JQYKIMH TpeOyeMoro Ka4ecTBa.

Amnanmu3 TpeOOBaHWH, YCTaHOBJICHHBIX IpPaBHIAMHU
GMP, He BBIIBMII KaknX-JIMOO YKa3aHWH M pEKOMEHJa-
LU Ha UX IPAaKTHYECKYIO pealn3alulo, CIeJ0BaTeIbHO,
cdepa TPON3BOACTBEHHON NESTEIHFHOCTH, IO HAIIEMY
MHEHHUIO, TpeOyeT NOMOIHHUTENbHBIX KOHKPETHU3UPYIO-
IIMX HOPMAaTUBHBIX TOKYMEHTOB.

CornacHo npunoxkenuto Ne 1 « TpebGoBanust k mpous-
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BOJICTBY CTCPHIIbHBIX JICKAPCTBEHHBIX CPEICTB» K Mpa-
Bwiam GMP, mpousBozactBo crepmibHbiX JIC m0OMmKHO
OTBEYaTh OCOOBIM TpPeOOBaHHSM, YTOOBI CBECTH K MHU-
HUMYMY PHCK KOHTAMHUHAI[MM WX MHKPOOPTaHU3MaMH,
MEXaHHUYCCKUMHU YaCTHUIIAMU U MUPOTEHAMU. DTUM TIPH-
JIOKCHUEM YCTAHOBJICHBI KITacCH(DUKAIUS 1 TPEOOBaHUS
K «YUCTBIM» TIOMEIICHUSIM, TOPSIOK HCIOIb30BAHUS
H30JIUPYIOIICH TEXHOJIOTHH, KOTOpas MHUHUMH3HPYET
BMEIIATEIILCTBO PA0OTHHKA B MPOHM3BOACTBEHHBIX 30-
HaX, MOPSAJOK MCIIOJIH30BAHUS TEXHOJIOTHH «BBITyBaHUC
— HAIOJIHCHHUE — TePMETH3AIIND», TPCOOBAHUS K aCCITH-
YECKOMY IPOU3BOJNCTBY, MEPCOHATY, 0OOpPYIOBAHUIO U
TEXHOJOTHYCCKOMY TPOIIECCY.

Amnanu3 npuHaThiX npaBuwi GMP ¢ ucnosip3oBaHueM
MPOIIECCHOTO TOAXO/a MO3BOJIWIO BBISIBUTH MpPOOIEM-
HBIC 3Tamnbl MPOU3BOACTBa MH(DY3uoHHBIX JIII, mpakTu-
YECKOE PEIICHUE KOTOPBIX, HA HAIl B3IV, COMPSIKCHO
C HEOOXOAMMOCTBIO MOJICPHU3AIMH TPOU3BOICTBCHHBIX
MOIITHOCTEH B IEJISIX BBINYCKa KaueCTBCHHOM M 0e€30-
MACHOM MPOAYKIIUH, CIIOCOOHOW 3aHSATh KOHKYPECHTHOE
MECTO Ha 001eM GpapMaleBTHYECKOM PBIHKE CTpaH, BXO-
nsuux B EBpasuiickuil 9JKOHOMUYECKUN COI03, U 32 €ro
TpeeIaMH.

HopmaruBHOe mTpaBOBOE pEryIUpOBAHUC OPTaHU-
3alliU aNTeYyHOrO M3roTOBJIcHUs WHOY3noHHbIX JIIT cy-
IICCTBEHHO OTJIMYACTCS OT aHAJOTHYHBIX MPOIECCOB UX
MIPOMBIIIJICHHOTO MPOU3BOJICTBA.

BriepBbie Ha 3aKOHOIATEIILHOM YPOBHE TEPMHH «H3-
roroeienue JI[D» Borien B onpesiesiecHue TaKuX TePMUHO-
JIOTHYCCKUX TOHATHH Kak «oOpaieHue JIC — 00001eH-
HOC TIOHSTHE NEATCIILHOCTH, BKIIIOUAIOIICH pa3paboTKy,
HCCIICIOBAHUS, MTPOU3BOJICTBO, M3TOTOBIICHUE, XPAHCHHE,
YIIaKOBKY, MEPEBO3KY, TOCYAapPCTBCHHYIO PErUCTPAIIUIO,
CTaHJAPTU3AIUIO ¥ KOHTPOJIb KayecTBa, MPOIAXY, Map-
KHPOBKY, pexiamy, npumenenue JIC...» u «dapmarentu-
YecKasi IeSITENbHOCTh — JICATSIIBHOCTD, OCYIICCTBIIsICMAas
OpTaHHU3aIUsIMU OIITOBOM TOPTOBJIH U AIITCUHBIMH YIPEIK-
nenusiMa B cdepe odpamienus JIC, BKIFOYAIOIIas ONTO-
Byl0 U po3HnuHyto toproBimto JIC, usrorosnenue JICy,
YCTaHOBIICHHBIX JneiicTBoBaBmMM 10 2010 1. dhemepans-
HBIM 3aKOHOM P® «O NieKapCTBEHHBIX CPENICTBAX» B CTa-

T6€ 4 [15]. B crarbe 17 «M3rotoBneHue JekapCTBEHHbBIX
CPEZICTB» 3TOTO 3aKOHA ONPEAEIISINCH NOPSJOK alTeuHOo-
ro (’kcremmnopansHoro) usrorosiaeHus JIC mo penenram
Bpauel anTexaMu, UMEIOIIMMH JIMIECH3UI0 Ha (apmaries-
TUYECKYIO AeATeNbHOCTb. [Ipu 3TOM TpakTOBKa TepMHHA
«um3rotosienue JIC» nmpencrasneHa He ObLIa.

B neiictBytomeM Ha cerogHsmHuM neHp Dene-
panbHOM 3akoHe P® «OO6 oOparieHnH JieKapCTBEHHBIX
CPEACTB» TaKXke He HallIOCh MEeCTa Ul OIpeeseHUs
nonsiTust «usrorosienue JIC» (crarbst 4), HECMOTpSI Ha
TO, YTO B TEKCTE 3aKOHa OH HcCIoNb3yeTcs 25 pa3 [2].
B cratbe 56 «/3roToBieHHE U OTIYCK JEKAPCTBEHHBIX
IpenaparoBy, JOMOJIHUTEIBHO YCTaHOBIEHHI TpeOoBa-
HUS 110 3alpelieHnIo anTeqHoro usrorosnenus JIII, 3a-
PETUCTPUPOBAHHBIX HA TeppUTOpuH PO ycTaHOBIEHHBIM
MOPSAAKOM, ¥ OTBETCTBEHHOCTH alTE€UHBIX OpraHU3aluil
3a HecoOITIo/IeHNe MTPaBUII U3TOTOBNIeHMs 1 oTiycka JITT.

HecMmoTpst Ha TEPMUHOJOTMYECKYIO HEYperyaupo-
BaHHOCTh, anTeyHoe usrorosnenue JIII ams menuuus-
CKOro TpHMEHEeHMs BkitodeHO B «llepedeHp BhINOI-
HSIEMBIX Pa0OT M OKAa3bIBAEMBIX YCIYT, COCTaBIISIONINX
(hapMaleBTHUECKYIO0 AEATEIbHOCTEY», YTBEPKICHHBIX
«[lonoxxeHneM o JNUIEH3NPOBaHUM (hapMareBTHUECKOM
nesitenbHocTH [16].

He onpasnanu B nonHoi Mepe oxxunanus hapmares-
TUYECKUX pabOTHHUKOB, 3aHSTHIX OPraHU3aluei U yrpas-
JICHUEM TIPOMU3BOACTBEHHBIM IPOIECCOM B ANTEYHBIX
OpPTraHU3aIMsIX U HEMOCPEACTBEHHO 3KCTEMIIOpPATbHBIM
uzroroBiienueM JIII, «I[IpaBuna Haamexamield anTeyHoOM
MIPAKTUKU JIEKAPCTBEHHBIX IPENaparoB il MEIUIMH-
ckoro npumenenus» (GPP — Good Pharmacy Practice),
KOTOpPbIE YCTAaHOBHWJIM TPeOOBaHMS, IIIABHBIM 00pa3oM,
K alNTeyHOMY pPUTEillly, HE 3aTpOHYB BHYTpPUANTEUYHYIO
MIPOU3BOJICTBEHHYIO JAEATENbHOCTH [17].

CymiectByloue B HacTosiiiee Bpems: B PO tpebosa-
HUS K OpTraHU3allii U yIpaBIEHUIO IPOU3BOACTBEHHBIM
nporeccoM u3roroBineHus uHy3nonHsx JIII B anreu-
HBIX OpraHu3alusaX, O0ecHeYHBaIOIMe WX KavyeCTBO,
MOXKHO YCJIOBHO Pa3JeJIUTh Ha OpTaHU3AI[OHHbIE, TeX-
HOJIOTHUECKUE, KOHTPOJIbHbIE U CAaHUTApHO-TUTHEHUYe-
ckue (puc. 3).

1. Opranmn3anusi NpOM3BOACTBEHHOI aNTeYHOro H3rOTOBJICHHSI
AesATeJbHOCTH aNlTEeYHOH OPraHn3anuu
KauyecTBo MH(Y3HOHHBIX
JII
vui KAYECTBA H3rOTOBJICHHBIX 4. O0ecnieyeHne CAaHUTAPHO-T!
o PeXNMa NpH U3roToBJIeHnH HHPY3nonHbIX JITI

~

J

Pucynok 3 — Tpebosanus k anmeunomy u3zomoenenuio UHQy3uOHHbBIX 1eKapCMEeHHbIX NPENaApanmos

Bce ykazanHBIE TpeOOBaHHsI yCTaHOBIICHBI COOTBET-
CTBYIOIIMMH HOPMAaTHUBHBIMU NIPABOBBIMHA M METOIMYE-
CKHUMH TOKYMEHTaMH.

Opra#m3anoHHbIE TPEOOBaHUSA K HM3TOTOBIICHHIO
nHOy3noHHbIX JIII ompenenensr «I[lonokeHuem o -
LIEH3UPOBAHUH (papMaIleBTHUECKOM AeaTensHOCTHY [16].

219


https://doi.org/10.19163/2307-9266-2017-5-1-49-63

0030pbl, 1ekyuu
Reviews, Lectures

Dapmayus u papmaronozus T. 6 Ne 3, 2018

OHHM BKIJIIOYAIOT HEOOXOAUMOCTD JMLEH3UPOBAHUS MPO-
H3BOJICTBEHHOM NEATEIbHOCTH alTEeUHOW OpraHMU3aluu
Ha NpaBo u3rorosieHus acentudeckux JIII. g aroro
anTeyHass opraHu3anusi o0si3aHa BBIOJHHUTH yCTAaHOB-
JIEHHBIE TpeOOBaHMs K MPOWU3BOACTBEHHBIM ITOMEIICHH-
SIM M MX OCHAILICHUIO, PyKOBOJICTBY M (papMarieBTHIeCKo-
My MEepCOHaTy, 00ECHEeYeHHIO MOpsIKa M3TOTOBJIEHUS,
xpaHeHus u ormycka JIIT.

TpeOoBaHMsl K TEXHOJOTMYECKOMY MpOIIECCY arTed-
HOTO U3TOTOBJIEHUS, XPAHEHHUIO U OTITYCKY M3TOTOBJIEHHBIX
nny3ronnsix JIIT ycranoenens! «IIpaBunaMu n3rorosie-
HUSI U OTITyCKa JIEKApCTBEHHBIX IIPENapaToB aNTEYHbIMU
opranmsatsMm» [18], «IIpaBunamu Hajexamiell mpax-
THKH XpaHEHHS U IePEBO3KU JICKAPCTBEHHBIX NIPEMapaToBy»
[19] u «IIpaBunaMu OTIIycKa JI€KapCTBEHHBIX MpenapaTroB
anTeyHbIMM OpTaHM3AIMAMM, UMEIOIIUMHU JIMIEH3UIO Ha
(apMaleBTHUECKYIO AesTeNbHOCTE [20].

Opranuzanus 1 NpoBeJeHNEe KOHTPOIIS KauecTBa H-
¢y3nonnbx JII1 anTeuHOro H3roTOBIEHNUS JOJKHBI OTBE-
4aTh TPeOOBAHUSIM:

(apmakoneitabix crareit, ODC mubO0 TOKYMEHTOB B
00J1acTH KOHTPOJISI KauecTBa, COJEepKaInX TpeOOBaHMs
U MeTofs! onpeneneHus kauectsa JIIT [18];

«MHCTPYKIMM MO KOHTPOJIIO KaueCTBa JICKapCTBEH-
HBIX CPE/ICTB, U3TOTOBISAEMBIX B allTEUHBIX OpraHU3alu-
sax (anTexax)» [21];

«MHCTPYKIMM O OIIEHKE KadecTBa JIEKapCTBEHHBIX
CPEJICTB, U3TOTOBIISIEMBIX B anTekax» [22];

OTAETBHBIX METOJUUECKUX JOKYMEHTOB, B KOTOPBIX
MIPONHCAHBI YACTHBIE METOAUKH TEXHOJIOTUU U KOHTPOJIS
kadectBa uH(y3noHubix JIII [23, 24, 25, 26].

CaHUTapHO-TUTUEHUYECKUH peXUM IpU acenTH-
yeckoM wuarotorieHun WHQy3noHHwix JII1 obecreun-
BaeTcsl COONIONIGHHEM CaHUTApHBIX TPeOOBaHMH, ycra-
HOBIIEHHBIX «MHCTpyKLuell Mo CaHUTapHOMY pPEXUMY
anTe4HBIX OpraHu3aiuil (anrek)» [27], Kk mOMemeHUsIM
ACENITHYECKUX OJIOKOB aNTEeYHBIX OpraHu3alni, ux 000-
PYZIOBaHHIO U COAEPIKAHHUIO, K BHIOJIHEHHUIO (apMarieB-
THYECKUMHU Pa0OTHUKAMHU TPaBHJ JIMYHOW TUTHUEHBI U
MIPOU3BOJICTBEHHONW CaHUTApUH, K IMOJYYEHUIO, TPaHC-

MOPTUPOBKE U XPAHEHUIO BOABI OYMIIICHHON JUIsI HHBEK-
LW, K COOJIIONICHNIO PeXXMMa aceNTUKU MPU U3TOTOBIIE-
HUH CTEPHWIBHBIX JIEKAPCTBEHHBIX ()OPM M JIPYTHE.

Hayunas auckyccus, Beaylascss Ha NPOTSDKEHHU
MOCJICIIHETO ECITUIIETHS B TIpoheccroHanbHOl (apma-
LIEBTUYECKOI cpesie, 1o MoBOAY BHeApeHus npasun GMP
B IIPOM3BOICTBEHHBIH NpoIiece aTeYHOT0 U3TOTOBICHUS
JIT1 B pa3nuyHbIX JIEKApPCTBEHHBIX ()OPMax U B TOM YHC-
JIe MH(Y3UOHHBIX PacTBOPOB, HA HAIl B3IVIAJ, B COBpe-
MEHHBIX YCIIOBUSIX HE MOXKET UMETh O/l COOO0H eAMHOTO
MIOJTHOLIEHHOTO OpraHU3allMOHHO-TEXHOJIOTMYECKOTO pe-
LIEHUs. BBUJY Pa3JIUYHOTO NpegHa3sHAa4eHUs, Kpyra pe-
IIa€MBIX 3a/1a4 ¥ SKOHOMHUECKHUX BO3MOKHOCTEH anrey-
HBIX OpraHM3anuil 1 opranuzanuii-npoussoaureneit JIC.

3AKJIFOYEHME. Takum 06pa3oM, MOXKHO KOHCTa-
THUPOBaTh, YTO B HAlleW CTpaHE CIOXHIACh M (yHKIIHU-
OHHUpYET MOJHOICHHAsl CUCTEMa HOPMAaTUBHOTO MIPABOTO
peryaupoBaHUsl MPOMBIIUIEHHOIO MPOM3BOACTBA U all-
TEYHOTO M3roToBiIeHHs nHQy3noHHbIX JII1, HamnpaBieH-
Hasi Ha ofecreyeHHe NOTPeOHOCTEH OTEYECTBEHHOTO
3apaBooxpaHeHuss d(P(EKTHBHBIME W KauyeCTBEHHBIMU
JIIT nnst npoBeaeHust NHQY3MOHHOW TEpaIHH.

EnuncrBO moaxonoB k obecrieuennto kadecra JIIT
MIPOMBIIIJIEHHOTO TPOU3BO/ICTBA U AlITE€YHOT0 U3TOTOBJIE-
HUsl ycTaHoBJeHo TpeboBanusamu I'd PD, koropast npen-
cTaBiseT cobolf COOpHHMK O(UIMATIBHBIX JTOKyMEHTOB
(crannmapToB, MOJNIOKEHUH M TpeOOBaHMA), yCTaHABIIU-
BaIOIIMX HOPMBI KauecTBa (hapMalieBTHUECKUX CyOCTaH-
LU, BCTIOMOTaTeIbHbIX BemlecTs, JIC 1 U3roTOBIEHHBIX
u3 Hux JII1. Paznuyue moaxomoB 3akirodaeTcs B IENIX,
OpraHM3aIiK MTPOM3BOJICTBEHHOTO Mpoliecca U o0beMax
MIPOMBIIIJIEHHOTO MPOU3BOACTBA U alTEYHOTO HU3TOTOB-
nenust uHQy3noHHbIX JIIT.

Ilo HameMy MHEHHUIO, allTeUHOE MU3TOTOBJIECHUE HE
MOXKET NMPOTUBOMOCTABIATHCA MPOMBIIIICHHOMY MPOU3-
BOJICTBY, a, HAIIPOTUB, PACHIUPSIET JOCTYIHOCTh Pa3iny-
HBIX 3KcTeMmopanbHbIx JIII, 4To cyIecTBeHHO MOBbIIIA-
€T KaueCTBO MEIUIIMHCKONW NMOMOIIM KaK B AKCTPEHHOU
1 HEOTIIOKHOW (hopMax, Tak U MPH TUIAHOBOM JICYCHUH
MAIIEHTOB B CTAllMOHAPHBIX YCIOBUSAX.

INTRODUCTION. Infusion therapy is one of the
major remedial measures widely taken both in render-
ing medical aid in emergency or urgent cases and during
routine treatment of patients. Currently, in the Russian
Federation, pharmacy organizations are prohibited from
manufacturing registered medicinal preparations (MP).
Therefore, their production activities are carried out only
in respect of MP, not produced by the pharmaceutical in-
dustry, or manufactured, taking into account the individ-
ual dosages of incoming ingredients and other personal-
ized features of patients. In many respects, the imposed
restrictions caused the quantitative reduction of the phar-
macies manufacturing MP in the Russian Federation.
Such pharmacies, as a rule, are functional divisions of
treatment-and-prophylactic organizations and represent
the significant section in the system of drug supply de-
fining the efficiency and quality of the national medical
care [1, 2].
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We are of the opinion that the decline in volumes
of the pharmaceutical organizations’ production activi-
ties leads to the pharmacies’ staff reduction and threatens
the elimination of a huge layer of the qualified pharma-
ceutical personnel, along with the loss of prestige of the
chief academic subject “Pharmacy” and the profession of
Qualified Pharmaceutical Chemist.

THE AIM of this paper is the analysis of the current
regulatory requirements to the industrial production and
pharmaceutical manufacture of infusion MP to determine
the level of their harmonization and also the status and
further prospects of the manufacture function of pharma-
ceutical organizations.

MATERIALS AND METHODS. As the infor-
mational background to this paper, there have been used
international agreements of the Russian Federation as of
a member state of the Eurasian Economic Union, domes-
tic legislative and normative enactments, normative legal
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documentation of the Ministry of Health of the Russian
Federation, and others. The research has covered the exist-
ing normative legal documentation approved in the period
from 1996 till present. To search and collect the initial in-
formation, the on-line version of the computer legal sys-
tem “Consultant Plus” has been applied while the general-
ization and the analysis have been carried out with the use
of documentary observation methods and content analysis.

RESULTS AND DISCUSSION. Modern medical
science defines infusion therapy (from Latin infusio — in-
jection) as the section of medicine intended to manage an
organism’s functions by means of purposeful effect on
the morphological structure and physiological properties

A

of blood by parenteral (intravenous, intra-arterial, hypo-
dermic) injection of solutions of various medicines and
biological liquids for the purpose of correction or preven-
tion of pathological losses, normalization of water-elec-
trolytic and acid-base balance of an organism and also
for forced diuresis. Biological liquids are distributed in
a human body in the main spatial sectors: intravascular,
interstitial and intracellular. In various pathological pro-
cesses patients often have a volume deficiency of the bi-
ological fluid itself or its component composition, which
aggravates the course of the disease [3, 4].

The main goals and objectives of the modern infu-
sion therapy are:

\

Extracorporal hemocorrection

Fig. 1 — Goals and objectives of modern intensive care

® volume correction is restoration (correction) of the
adequate volume of circulating blood;

® infusion rehydration is restoration of losses of wa-
ter and electrolytes, support of normal micro- and
macrocirculation, normalization of electrolytic and
acid-base balance in body tissues;

® cxtracorporal haemocorrection is purification of the
human blood from the components which cause pa-
thologies or support a disease;

® active detoxication is reduction of toxic agents in
organs and tissues, as well as by injection of com-
plexing remedies, forced diuresis and other methods;

® cxchange-corrective infusions is direct influence on

fabric metabolism due to the active components of

infusion rehydration.

The carried out content analysis of available medical
literature has revealed that intensive therapy is prescribed
not only for sudden acute illnesses, pathoses, exacerba-
tion of the chronic diseases threatening lives of patients
who are in demand of emergency aid but also for routine
treatment purposely for elimination or relief of manifes-
tations of a disease or diseases or conditions of patients,
restoration or improvement of their healths, working ca-
pacity and quality of life.

The pathological states indicated for intensive ther-
apy are:

~

.

Tan

W

K

Fig. 2 — Pathological conditions in which the intensive care is indicated
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® shock is a pathological process developing in re-
sponse to influence of extreme stimuli and followed
by progressive disturbance of vital functions of ner-
vous system, blood circulation, breath, metabolism
and some other functions;

hypovolemia is a decrease in the volume of the circu-
lating blood much lower than standard indices;
hemorrhage is a pathological process which is devel-
oping due to volumetric bleeding or owing to blood
donation and characterized by a complex of patho-
logical and adaptive reactions to reduction of volume
of circulating blood and hypoxia caused by scarcity
of oxygen transported by blood;

loss of proteins, electrolytes and liquid owing to in-
tensive diarrhea, uncontrollable vomiting, diseases
of kidneys, burns, refusal to intake liquids;
poisoning is dysfunction of an organism owing to in-
gress of toxic substances;

ion imbalance is imbalance incontent of main ions
(potassium, sodium, chlorine, etc.);

alkalosis (from Latin alcali — base) is disturbance of
acid-base balance of an organism which is character-
ized by absolute or relative base excess;

acidosis (from Latin acidus — sour, acid) is the shift

of acid-base balance of an organism towards the in-

crease in acidity (decrease of pH).

As infusion MP belong to pharmaceutical dosage
forms for parenteral application, special demands must
be made to their quality and safety. This is evidenced
by the fact that the State Pharmacopoeia (SP) of the
USSR, Edition XI (Part 2, 1990), and the SP of the
Russian Federation, Edition XIII (2015) contain general
Pharmacopoean entries (GPE) establishing uniform
requirements to solutions for parenteral application in
the form of injection and infusion. As in the SP of the
Russian Federation, Edition XII (2007), the general
entries on dosage forms were not included, consequently
the GPE “Dosage Forms for Parenteral Application”
(GPE.1.4.1.0007.15) was included in the SP of the
Russian Federation, Edition XIII (2015), instead of the
entry “Injection Pharmaceutical Dosage Forms” of the
SP of the USSR, Edition XI (1990). Similar quality and
safety requirements to parenteral dosage forms have been
established in the developed countries of Western Europe
and the USA.

The current requirements of the SP of the Russian
Federation, Edition XIII (2015) to injection and infusion
dosage forms are presented in Table 1.

Table 1 — Main requirements to injection and infusion dosage forms of the State Pharmacopoeia
of the Russian Federation, Edition XIII (2015)

Requirements of the SP of the Russian Federation, Edition
XIII (2015)

Quality Control Procedures

Processing Specifics

Implementation of sterilization

| GPE "Sterilization" and PE instructions

Solvents

Application of water for injections

PE "Water for Injections"

Application of aqueous solutions of MP

Requirements to quality of MP solvents

Application of nonaqueous fat vegetable oils or organic
solvents

Quality requirements of GPE "Dosage Forms for Par-
enteral Application"

Application of safe solvents

Requirements of PE “Bacterial Endotoxins” and “Py-
rogens”’

Auxiliary Substances

Application of auxiliary substances: preservatives,
stabilizers, emulsifiers, solubilizers

PE requirements to the specified substances

Injection and infusion dosage forms

Isotonicity

PE requirements to specified substances

Mechanical inclusions

GPE "Visible Mechanical Inclusions" and "Invisible
Mechanical Inclusions
in Dosage Forms for Parenteral Application"

Transparency GPE "Transparency and Turbidity Degree of Liquids"

Coloration GPE " Coloration Degree of Liquids" or in accordance
with PE

Osmolarity GPE "Osmolarity"

Package

Vials, ampoules, syringes, cartridges or polymeric
packages

GPE "Pharmaceutical Dosage Forms"

Labelling

Labelling necessary information

| GPE "Pharmaceutical Dosage Forms"

Storage

Ensuring stability during the established storage time

GPE " Pharmaceutical Dosage Forms " and "Storage of
Medicaments"
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The analysis of the data presented in the table
demonstrates that in the territory of the Russian
Federation there has been created and functioning the
complex of standard rules which are designed to provide
the established level of safety and quality for infusion MP.
These rules establish uniform approaches to development,
organization and management of organizational and
technological processes of industrial production and
pharmaceutical manufacture of infusion solutions. At
the same time, existing requirements to production and
quality control of MP by a manufacturing enterprise
have essential differences from the organization of the
manufacture and the quality control in the environment
of a pharmaceutical organization.

In accordance with the federal law of the Russian
Federation “On Licensing Miscellaneous Categories of
Activity”, production of MP in our country is the kind of
activity whichissubjecttolicensing. License requirements
to this category of activity are established by the “Statute
of Licensing the Production of Medicaments”.

Since May, 2017, in the territory of the Russian
Federation as a member-state of the Eurasian Economic
Union, there have become operative the “Rules of Good
Manufacturing Practices” (GMP) which establish the
principles and requirements applicable at production
of MP and pharmaceutical substances used as source
materials, and also requirements to industrial production
of various pharmaceutical dosage forms of MP.

In our opinion, the requirements established by
the GMP rules concern main aspects of production
activities of the organizations producing medicaments:
organizational and technological aspects along with
engineering and technical aspects.

Organizational and technological aspects include:

requirements to the pharmaceutical quality control
system;

requirements to personnel who must know the
principles of the GMP;

requirements to technological facilities, warehouse
zones, quality control zones, auxiliary zones;

requirements to  documentation:  regulating
(guidelines, instructions, requirements) and registering
(records, reports).

Engineering and technical aspects include:

requirements to the manufacturing and processing
equipment, its design, installation and maintenance must
correspond with its intended purposes;

requirements to productive technological operations
must be in line with accurately established procedures in
order to receive the output of the required quality.

The analysis of the requirements established by the
GMP rules has not revealed any particular instructions and
recommendations on their implementation; therefore, the
sphere of production activities, in our opinion, demands
the additional concretizing normative documentation.

According to Appendix lof the GMP rules —
“Requirements to Production of Sterile Medicaments”
— production of sterile medicaments must meet special
requirements to minimize the risk of contamination with

microorganisms, mechanical particles and pyrogens.
This appendix has established the classification and
requirements to “clean” areas, procedures of using the
isolating technology minimizing a worker’s interference
in production zones, procedures of using the “blow-fill-
seal” technology, requirements to aseptic production,
personnel, equipment and technological process.

The analysis of the adopted GMP rules by means
of the process approach has allowed to reveal problem
phases in the production of infusion MP, practical
solution of which, in our opinion, is accompanied by the
necessity of modernization of production capacities for
qualitative and safe production output capable of taking a
competitive place in the common pharmaceutical market
of the Eurasian Economic Union countries and beyond
its bounds.

The normative legal regulation for a pharmaceutical
organization manufacturing infusion MP significantly
differs from similar processes of industrial production
organizations.

For the first time at the legislative level the term
“production of MP” was included into the definitions of
such terminological concepts as “the circulation of me-
dicaments — the generalized concept of the activities in-
cluding development, research, production, manufacture,
storage, packing, transportation, the state registration,
standardization and quality control, sale, labelling, ad-
vertizing, application of medicaments” and “pharmaceu-
tical activities — the activities which are carried out by
wholesale trade organizations and pharmaceutical insti-
tutions in the sphere of medicament circulation, including
wholesale and retail trade of medicaments, production of
medicaments”, established by Article 4 of the federal law
of the Russian Federation “On Medicaments”, being in
force until the year of 2010. Article 17 “Manufacture of
Medicaments” of this law determined the procedures of
pharmaceutical (extemporal) manufacture of prescrip-
tion MP by the chemistries licensed for pharmaceutical
activities. At the same time, the interpretation of the term
“manufacture of medicaments” was not presented.

In the current federal law of the Russian Federation
“On Medicament Circulation” the definition to the
concept “production of medicament” (Article 4) has
neither been given, in spite of the fact that it has been used
25 times in the text of the law. In addition, in Article 56
“Production and Issue of Medicaments” there have been
established requirements to prohibition of pharmaceutical
manufacture of MP in the event they are registered in due
course in the territory of the Russian Federation along
with responsibility of the pharmaceutical organizations
for non-compliance with rules of production and issue
of MP.

Despite  terminological lack of regulation,
pharmaceutical manufacture of MP for medical
application has been included in the “List of Active Jobs
and Rendered Services Compounding Pharmaceutical
Activities” approved by the “Statute on Licensing
Pharmaceutical Activities” [16].

Against the expectations of the pharmaceutical workers
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engaged in organization and management of manufacturing
process or directly ex-temporal manufacture of MP in
pharmaceutical organizations, the rules of appropriate
pharmaceutical practices for the medicaments used for
medical application — “Good Pharmacy Practices” (GPP)
— have established requirements mainly to pharmaceutical
retail sale, without having affected intra-pharmaceutical
production activities [17].

The current requirements to organization and
management of manufacture of infusion MP for
pharmaceutical — organizations assuring quality of

their production for convenience can be divided into
organizational, technological, control, sanitary and hygienic.

All the requirements have been established
by the relevant normative legal and methodical
documentation.

Organizational requirements to manufacture o finfu-
sion MP have been defined by the “Statute on Licensing
Pharmaceutical Activities”. They include the necessity
of licensing the production activities of a pharmaceutical
organization for the right to manufacture aseptic MP. For
this purpose a pharmaceutical organization must fulfill
the established requirements to its production areas and
facilities, management and pharmaceutical personnel,
providing appropriate manufacture, storage and issue of
MP.

r

1. Organization of production activities of

3. Quality control of manufactured infusion

\_

Quality of infusion medicines

\

2. Technology of pharmacy manufacture of

4.P 'y-h
manufacture of infusion medicines

J

Fig. 3 — Requirements to pharmacy manufacturing of infusion solutions

The requirements to technological process of
pharmaceutical manufacture, storage and issue of infusion
MP have been established by the “Rules of Manufacture
and Issue of Medicinal Preparations by Pharmaceutical
Organizations”, “Rules of Appropriate Practice of Storage
and Transportation of Medicaments” and “Rules of
Issue of Medicaments by Pharmaceutical Organizations
Licensed for Pharmaceutical Activities[20].

Organization and implementation of quality control
procedures for infusion MP manufactured by pharmacies
must meet the requirements of:

GPE, entries of the Pharmacopoeia or the
documentation in the field of quality control containing
requirements to and methods of determination of
MP quality [18];“Instructions for Quality Control of
the Medicaments Manufactured by Pharmaceutical
Organizations (Pharmacies)” [21];“Instructions for
Assessment of Quality of the Medicaments Manufactured
by Pharmacies” [22];

Separate methodical documents statingparticular
techniques of technology and quality control of infusion
MP [23, 24, 25, 26].

The sanitary and hygienic conditions at aseptic
manufacture of infusion MP are provided by
observance of the sanitary requirements established
by the “Instructions for the Sanitary Control of the
Pharmaceutical Organizations (Pharmacies)” to the areas
of aseptic units of pharmaceutical organizations; facilities
and maintenance; observance of rules of personal
hygiene and production sanitation by pharmaceutical
workers; receiving, transportation and storage of purified
water for injections; observance of aseptics conditions at
manufacturing sterile medicinal dosage forms, etc.
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In our opinion, under present-day conditions, the scientific
discussion conducted in the professional pharmaceutical
sphere for the last decade, concerning introduction of the GMP
rules for pharmaceutical manufacturing of MP in various
pharmaceutical dosage forms, including infusion solutions,
cannot arrive at a uniform full-fledged organizational and
technological solution in view of divergent purposes, diverse
range of assigned tasks and unequal economic opportunities
of pharmaceutical organizations and medicament producing
organizations.

CONCLUSION. Thus, we can state that in our
country a full-fledged normative legal regulation
system for industrial production and pharmaceutical
manufacturing of infusion MP has been established and
is successfully functioning being aimed at providing the
national health services with effective and qualitative MP
for infusion therapy.

The unity of approaches to ensuring quality of MP of
industrial production and pharmaceutical manufacturing is
established by the requirements of the SP of the Russian
Federation which represents the collection of the official
documents (standards, regulations and requirements)
establishing quality standards for pharmaceutical
materials, auxiliary substances, medicaments and MP. The
difference in approaches consists in purposes, organization
of manufacturing process, outputs of industrial production
and pharmaceutical manufacture of infusion MP.

In our opinion, pharmaceutical manufactureing can-
not be opposed to industrial production, but quite the
contrary, expands public accessibility to various ex-tem-
poral MP that significantly increases quality of medical
care both in emergency or urgent cases and during rou-
tine treatment of patients in stationary conditions.
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