[MTPJIOXEHUE

K Pexomennarmmu Komrernm

EBpa3zuiickoil 5KOHOMHUYECKOW KOMUCCUU
oT 20 1. Ne

TPEBOBAHUSA
K olieHKe 1 KoHTpoJto JIHK-peakTHBHBIX (MyTareHHbBIX ) IpUMECEi
B JICKQPCTBEHHBIX CPEJICTBAX U YCTAHOBIICHUIO TPAHUII
MOTEHITMATIBFHOTO KAaHIIEPOTCHHOTO PHUCKa

|. O01ue monoxeHust

1. CunTe3 akTUBHBIX (hapMalleBTUUECKUX CYOCTaHIMH (JIEeHCTBYIOIIMX
BEILIECTB) MPEANOJAracT MNPUMEHEHHUE XHUMHUYECKH AaKTUBHBIX BEIIECTB,
pEareHTOB, PAaCTBOPUTENCH, KAaTAIU3aTOPOB U JPYTHX TEXHOJOTHYECKUX
no0aBok. B pesynapTare XHMMHYECKOrO CHHTE3a WM TOCIEIYIOIICH
Jerpajaaiuu Bo Bcex hapMaleBTUUECKUX CYyOCTaHIIUSIX U COOTBETCTBYIOITUX
JIEKapCTBEHHBIX NpenapaTtax oopazyrorcs JIHK-peakTuBHbIe (MyTareHHbIC)
pUMeECH (J1ajiee — MyTareHHble npumecy). HecMoTpst Ha TO, 4TO B IpaBUJIax
M0 W3YYECHUIO MPUMECEH B JIEKAPCTBEHHBIX CPEACTBAX U YCTAHOBJICHUIO
TpeboBaHUN K HUM B crnenudukanusix, yTBepxkaaemMbix Kowmmccuei,
COJIEpKATCsl PEKOMEHJAIUM 10 KBATM(PUKAIIUK U KOHTPOJIO OOJIBIIMHCTBA
npuMeceil, B OTHOLICHUM MYTAreHHbIX TMPUMECEH MMEIOTCS JIMIIb
OrpaHMYCHHBIE  pekomeHmamwu. llenp  Hacrosmmx  TpebGoBaHmit
3aKJIIOYAETCS. BO BHEAPEHUU MPAKTUYECKON MOJIENH, NOPUMEHUMON K
UACHTU(UKAIINY, KaTeTOpU3alNK, KBAUTM(PUKAINK W KOHTPOJIIO TaKUX
MyTareHHbIX MpUMECe B IEISIX OrpaHUYEHUs] TMOTEHIMAIBLHOTO

KaHICPOICHHOI'O PHUCKA.
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2. Hactossmue TpeOGoBaHus JOMOMHSIOT TMPAaBWIA 110 HU3YYCHUIO
npuMeced B JIEKAPCTBEHHBIX CPEACTBaX M YCTAHOBJICHUIO TPEOOBaHUU K
HUM B crield(PUKanusIX 1 PyKOBOJACTBO MO JOKIMHHUYECKUM HUCCIEIOBAHUAM
0€e30IaCHOCTH B UEJISAX MPOBEACHHUS KIMHUYECKUX HCCIEAOBAaHUN U
pErucTpanry JIEKapCTBEHHBIX MPENApPATOB, YTBEpKAacmMble Komuccuen.

3.B  macrosmmux  TpeOoBaHMSX  paccMaTpUBAIOTCA  BOIPOCHI
yOpaBJCHUS PUCKAMH Kak Juisi O€30MacHOCTH, TaK W JUIsl KadecTBa
JIEKapCTBEHHOI'O Mpenapara Npu YCTAHOBJICHUM COJEPKAHUSA MyTarcHHBIX
npuMecei, KOTopoe OyJIeT HECTH HUYTOKHbBIA KaHIIEPOTE€HHBIN PHUCK.

4. B nactosiiux TpeboBaHUAX MPUBOJATCA PEKOMEHAAIMU 110 OLIEHKE
M KOHTPOJIIO MYTareHHbIX IIPUMECEH, KOTOpBIE COAEpPKATCS WU B
OTHOIIEHUH KOTOPBIX OOOCHOBAHHO OXKMJIAETCS MX HAJIMYUE B KOHEUHOMU
aKTUBHOM (papMalleBTUUECKON CYOCTaHIIMM WJIM TOTOBOM JIEKAPCTBEHHOM
mpenapare, NpPUHUMAas BO BHHMAaHUE  IPEAINOJAracMble  YCIOBHUS
MEJIULIMHCKOTO TPUMEHEHUSL.

5. B Hacrosiuux TpeboBaHusax coaepkaTcsa peKOMEHIALNH 1711 HOBBIX
(dapmalleBTHUECKHX CYOCTaHLIMA M HOBBIX JIEKAPCTBEHHBIX IPENaparos,
HaxXOASIIMXCS B KIMHUYECKOW pa3pabOTKE W B MPOIECCE MOCIETYIOMIEH
peructpauuu. OHM TakXke MNPUMEHHMBl K IOCTPETHCTPALMOHHBIM
U3MEHEHHSM 3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX MpenapaToB W K
peErucTpauusm HOBBIM IIpEIaparos, BKJIIOYAOIINX B ceost
(dapmaleBTHUECKYI0 CYOCTaHIMIO, COAEPKAILYIOCS B 3apErUCTPUPOBAHHOM
npernapare; B 000MX Ciiy4asx TpeOOBaHUS IPUMEHUMBI, €CIIH:

M3MEHEHHE JIeKapCTBEHHOW (¢GopMbl (cocTaBa WM  Ipolecca
POU3BOJCTBA) MPUBOJUT K OOPA30BAHMIO HOBBIX MPOIYKTOB JAerpagaluu
WIM K  HEOOXOJUMOCTH  Y>KECTOYEHHUSI KpPUTEPUEB  IPUEMIIEMOCTH

CYLIECTBYIOIIMX MTPOYKTOB ACrpalaluy;
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W3MCHEHUE TMOKAa3aHWs K NPUMEHEHHUIO WA PEXUMa JI03UPOBAHUA
CYILIECTBEHHO BJIMSIET HA IPUEMIIEMBIN YPOBEHb OHKOJIOTHYECKOTO PHUCKA.

6. OnleHka MyTareHHOTO TOTEHIMalda MpUMEceil, OINHUCaHHas B
HacToAmUX TpeboBaHMSAX, HE  PACOPOCTPAHSIETCSs HA  CIEAYIOIINE
Pa3HOBUIHOCTH AKTUBHBIX (dhapMarieBTUUECKUX cyOcTaHuii u
JIEKAPCTBEHHBIX MPETAPATOB:

omosiornueckue (OMOTEXHOJIOTHIECKHE);

NENTH/IHBIE,

OJIMTOHYKJICOTUIHBIE;

panuodapManeBTUUYECKUE;

MPOAYKTHI hepMEHTAIUY;

JIEKAPCTBEHHOE pacTUTEIBHOE CBIpPbE, pacTUTEIIbHBIE
dapmanieBTHUeckue cyOcTaHuuu (mpenaparbl Ha OCHOBE JIEKAPCTBEHHOTO
PaCTUTEJIBHOTO ChIPbs), JIGKAPCTBEHHBIC pACTUTEIbHBIE IIpenaparbl U
HEOYUILICHHBIE MPenapaThl )KUBOTHOT'O U PACTUTEIBHOIO TPOUCXOKICHHUS.

7. Hacrosiiue TpeboBaHust HE pacupoCTPaHIOTCs Ha
dbapmareBTUUECKHE ~ CYOCTaHIIMM W JICKAPCTBEHHBIE  MpEemapartsl,
NpeJHa3HAYEHHBIE NJI JICUEHUS] pacOpOCTPAHEHHOIO paka. B HEKoTOphIX
ClIy4asix, akTUBHas (papMarieBTUYECKasi CyOCTaHIUsA, IpeIHa3HAYEHHAS TSI
NPUMEHEHUST B OHKOJOTHM, caMa [0 ce0e TeHOTOKCHMYHA IMpHU
TEPANEeBTUUYECKUX KOHIIEHTPALUSIX U MOXKET IMPHUBOJUTH K IMOBBIIICHHOMY
OHKOJIOTHYECKOMY PHUCKY. B 3TUX ciyyasx »3KCHO3UIMS MYyTareéHHOU
NPUMECH MOXKET CYHIECTBEHHO HE YBEJIMYMBATH OHKOJOTMYECKUU PHUCK
MPUMEHEHUS TaKOW aKTUBHOW (papmarieBTU4YeCKon cyOcTaHuuu. B cBsi3m
TUM MPUEMIIEMOE COJIEpKaHUE MPUMECEH NIOMYCKAETCSI KOHTPOJIUPOBATH
MoJ00HO HEMYTAareHHbIM TTPUMECSIM.

8. OnleHKa MyTareHHOro TIOTEHIMAa TpPHMECeH, OIHNCaHHas B

HaCTOAIIUX Tpe6OBaHH}IX, HC IIpCAHAa3Ha4YCHA i1 BCIIOMOI'aTCIIbHBIX
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BCIIECTB, MCIOJB3YEMBIX B  3apPETUCTPUPOBAHHBIX  JICKAPCTBEHHBIX
mpenaparax, BKYCOBBIX J00aBOK, KpacUTelel U apoMaTU3aTOpOB.
[IpumeHenune Hactosmux TpeOoBaHUI HE pacIpOCTpaHsIETCsS Ha BEIIECTRBA,
AKCTpParupyeMble M3 YIAKOBKH JICKAPCTBEHHOI'O IMpenapara, OJHAKO HuX
MOXHO TIPUMEHSITh [IJIi OLEHKH OE€30MacHOCTH C IIEJIbI0 OTpaHUYCHUS
MOTEHIUAIBHOTO KaHIEPOT€HHOTO pUCKA. [IpUHIMIIBI OLIEHKH PUCKA, MPH
HEOOXOAMMOCTH, MOKHO HCIIOJb30BaTh B OTHOILIEHWU TIPUMECEH BO
BCIIOMOTATENIbHBIX BEIIECTBAX, HCHOJIB3YEMBIX BIIEPBBIE B  COCTaBE
JIEKapCTBEHHOT'O TMpenapara, W SBISIONMXCA MPOAYKTAMU XHUMHUYECKOIO
CUHTE3A.

9. Hacrosiiuue TpeboBaHusi cojaepxkaT yKa3zaHHUsT K HOPMHUPOBAHHUIO
JAHK-peakTUBHBIX BEIIECTB, KOTOPBIE JaX€ B MaJbIX KOJMYECTBAX
CIIOCOOHBI OKa3bIBaTh MpsAMOE MoBpexkaatomiee aeiicteue Ha JIHK, npuBons
K MyTaldsM U K BO3MOXXHOMY Pa3BUTHUIO OHKOJIOTUYECKUX 3a00JI€BaHUM.
JlaHHass Pa3sHOBUAHOCTh MYTAre€HHbIX KaHIEPOT€HOB, KakK IPaBuUio,
OOHapy>KUBAETCSA B TECT€ OOpPATHBIX MyTalui (MyTareHHOCTH) y OaKTepuil.
[Ipoure pa3HOBUIHOCTH IT'€HOTOKCUKAHTOB, HE ABJISIOLIUXCS MyTar€HHBIMH,
KaK MPaBWIO, UMEIOT MOPOTOBBIE MEXaHU3Mbl M OOBIYHO HE HECYT PHUCK
KaHLIEPOTCHHOCTU ISl YEJIOBEKA IPHU COJCPKAHWMA B KOJMYECTBAX, HE
MPEBBIIAIONINX OOIIEPUHATHIE HOPMBI IO COJEpkKaHUIO Tpumeceil. B
CBSI3UM C 3TUM B LEAX OIPAHUYCHUSI BO3MOYKHOTO KAHIEPOTE€HHOTO PUCKA Y
YEJIOBEKa, OOYCIIOBJIEHHOTO JKCIO3UIMEH TMOTCHIIMAIbHBIX MYTAareHHbIX
MPUMECEH, MPOBOJAT HCMOBITAHUS HA MYTAareHHOCTh y OakTepuil (Tect
Diimca), 4YTOOBI OIEHUTh MYyTarcHHBIA ITOTEHIHAN W HEO0OXOIUMOCTH

KOHTPOJIA 9TUX an/IMeceﬁ.
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I1. Onpenenenus

10. lns uenert Hacrosmux TpeOoBaHUN B JIOMOJHEHHE K IOHSATHSIM,
ycTraHoBieHHbIMU PexomeHnnanuen Komnernn EBpazuiickoii 5KOHOMHUYECKON
komuccuu OoT 26 ceHtsiops 2017 r. Ne 19 «O PykoBojcTBe 1o BajugalluM
rpolecca NpPOU3BOACTBA JICKAPCTBEHHBIX IMPENApaToOB I MEIUIUHCKOTO
IIpUMEHeHus», PekoMenpanuenn EBpasuiCKOW 3KOHOMHUYECKOW KOMHUCCUU
or 10 mas 2018 r. No 6 «O PykoBOICTBE MO KayecTBY JIEKAPCTBEHHBIX
PacCTUTEIBHBIX MPENapaToOBy», PYKOBOJCTBOM MO BHIOOPY TECTOB M KPUTEPHUEB
OpUEMJIEMOCTH B crenuduKaIusix Ha TMpenapaTtl U3 JIEKaPCTBEHHOTO
PaCTUTEIBLHOTO CHIPbS M PYKOBOJCTBOM IO COCTABJIECHHIO HOPMAaTHBHOIO
JOKYMEHTA II0 Ka4eCTBY JIEKapCTBEHHOTO Mpernapara, YTBEPKIAEMbIX
Komuccuen UCronb3yrTCs IOHATHS, KOTOPBIE O3HAYAIOT CIIECAYIOIICE:

«TCHOTOKCHUYHOCTB» (genotoxicity) — moboe BpemHOe HW3MEHEHHE
r€HETUYECKOT0 MaTeprualia, HE3aBUCUMO OT MEXaHU3Ma €r0 BOSHUKHOBEHUS;

«/IHK-peaktuBHocth» (DNA-reactive) — cmocoOHOCTh BBI3BIBATH
npsimoe nospexaeHue JIHK 3a cuer xuMuueckon peakiuu ¢ Hew;

«IomycTuMoe  moctyruienue»  (acceptable  intake) —  yposens
MOCTYIJICHUSI MPUMECH, HECYIIIMA HUUYTOKHBIA OHKOJIOTHYECKUW PUCK, WUJTH, B
ciliydyae Ccepbe3HbIX (YrpOKaloolmux KM3HH) 3a00JieBaHUi, YpOBEHD,
ONpaBJaHHbBINA JTOMYCTUMBIM COOTHOIIIEHUEM PUCKA U MOJIb3HI;

«momyctuMblii  mpenen»  (acceptable  limit) -  makcumanbHas
JOTyCTUMasi KOHIICHTPALUs IPUMECH B (papMarieBTUUECKOU CyOCTaHIIUN WU
JIEKapCTBEHHOM IIpenapare, pacCUMTaHHas Ha OCHOBAHWUU JOIYCTUMOTO
MOCTYIUIEHUS U CYTOYHOM JI03bI Tpenapara,;

«KOJIMYECTBEHHAA CTPYKTYpHO-(YHKIIMOHATIbHAS 3aBHCHUMOCTb,
(K)C®3 ((quantitative) Structure-Activity Relationship, (Q)SAR) -

3aBUCUMOCTH MCKIY CTpYKTypOﬁ COCAMNHCHUA nJiin (bpal“MeHTOM
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(byHKIIMOHATBLHOM TPYIIOW) COEAUHEHUSI U MYTareHHOM aKTUBHOCTBIO 3TUX
CTpykTyp  (parMeHTOB),  yCTaHOBJICHHas Ha  OCHOBE  aHajIu3a
IKCTIEPUMEHTAJIbHBIX TaHHbBIX;

«koddurrent oumctku» (purge factor) — oTHomieHWE coaepKaHUs
IPUMECH B HayaJle MpOIecca K YPOBHIO €€ COAECPKaHMUsI Ha KOHEUHOM JTaIle
poIecca, KOTOPBIM MOMy4aeTcsi MyTEM HEMOCPEICTBEHHOTO U3MEPEHUS WU
IPOTHO3UPOBAHUEM;

«KYMYJISTHBHOE IOCTyImieHHe» (cumulative intake) — coBokymHoOe
NOCTYIUIEHHE BELIECTBA, IKCIO3MIIMU KOTOPOTO MOJBEPracTcsi 4YelOBEK B
TEUEHUE IJIUTEIILHOTO BPEMEHU;

«MyTareHHas npumMech» (mutagenic impurity) — npumech, IpOsSBHUBILAS
CIIOCOOHOCTH U3MEHSATh T€HETUYECKUI MaTepuail B COOTBETCTBYIOIIEM TECTE,
HaIpUMeEp B TECTE HA OLICHKY T€HHBIX MYyTalllil y OaKTepuii;

«CTPYKTYpHBIH mpu3Hak» (Structural alert) — xumudeckast rpynmna wiu
dbparMeHT MOJEKYJbl (MOJEKYJSIpHasl CyOCTPYKTypa), aCCOLIMUPOBAHHBIC C
MYTareHHOCTBIO;

(OKCIEPTHOE  3HAHME» — aHAIM3 UMEIIIMXCA JaHHBIX U
WCIIOJIb30BAaHUE JIIOOBIX JAPYTHX 3HAYMMBIX CBEICHHUM NJIsi OIEHKH TOYHOCTHU

IIPpOruo3a MyTarcHHOCTHU € IIOMOIIbIO KOMIIBIOTCPHOI'O MOACIIMPOBAHMA.

1. MeTononorus OlieHKH U KOHTPOJISI TpUMeceit

11.Onuenka CTPYKTypbl HOPUMECH TO3BOJSET MNPOTHO3UPOBATH €€
MYTareHHOCTb B  OaKkTepUAIbHBIX  TECT-CUCTEMaX Ha OCHOBAaHUU
UMCIONTUXCS 3HAaHWUM. VIMeeTcs ps MOAXO0J0B K IMPOBEACHUIO TOJA00HOU
OLICHKM, BKJIOYas  aHajuu3  JOCTYIIHOM  JIUTepaTypsl U (WJIN)
BBIYMCIIUTENbHYIO TOKCUKOJIOTUYECKYIO OILICHKY.

12.Tlopor Tokcukosiormueckoit yrpossl (threshold of toxicological

concern) pa3paboTaH JijIsl ONPEACIICHUs OOIIEro JOMYCTUMOTO OCTYIUICHHUS
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J000T0  HEU3YYEHHOIO0 XHMMHYECKOTO COEAUHEHUs, KOTOpPOE HECET
HUYTOXKHBIA PHUCK KAHIIEPOT€HHOCTH HWJIM HUHBIX TOKCHYECKUX 3(P(DHEKTOB.
Metopl, Ha KOTOPBIX OCHOBBIBAETCSI MTOPOI TOKCUKOJOTMYECKOW YIpO3bl B
LEJIOM OYEHb KOHCEPBAaTUBHBI, IIOCKOJBKY MPEANOJaraloT MPOCTYIO
JUHEUHYI0 SKCTPAINoJISAIMNI0 C J103bl, BbI3bIBaromieii 50 %-Hyro dyacToTy
passutus omyxonei (T/so), Ha wactoTy 1 ciygait mHa 1 000 000, ucmons3ys
nokazarenb T/lso, MOJy4YeHHBIM A Hauboyiee YyBCTBUTEIbHBIX BUJOB
’KUBOTHBIX M HauOoJyiee YyBCTBUTEJIBHBIX 30H pa3BUTHsS omyxojei. s
UCIIOJIb30BaHUS TMOpOra TOKCHUKOJOTMYECKOW yrpo3bl MpPHU  OLIEHKE
JOMYCTUMOTO COJIEp’KaHMUsI MYTareHHbIX IMpuMeceld B (papMalieBTUYECKUX
CcyOCTaHLMSIX U JIEKapCTBEHHBIX Ipenaparax 000CHOBAHO 3HAUYEHUE, PABHOE
1,5  MKr/cyT, COOTBETCTBYIOUIEE  TEOPETUUYECKOMY  IIOBBIIICHUIO
MOKU3HEHHOTO pPHCKAa BO3HMKHOBEHHUS OHKOJOTMYECKOro 3al0osieBaHMs,
paBHoMy | ciyuait Ha 100 000. YcTaHoBi€HO, UTO PsA CTPYKTYPHBIX TPy
0o0JaaoT TakoW BBICOKOM aKTUBHOCTBIO, UYTO AK€ MPU MEHBLIEM, YEM
MOPOT' TOKCHUKOJIOTMYECKOW Yrpo3bl MOCTYIUIEHUWH, OyAET TEOPETUYECKU
NPUBOJIUTh K CYHIECTBEHHOMY KaHIIEPOT€HHOMY pHCKYy. JTa TrpyImna
BBICOKOAKTUBHBIX MYTareHHbIX KAaHIIEPOT€HOB, Ha3bIBaeMasi «KOTOPTOM,
BBI3bIBAIOLICH OMaceHus», BKIOYaeT adaaTokcuHonoao0Hbie, N-HUTPO30-
U JIKUI-a30KCH COEUHEHUS.

13.Ha panHux azax KIMHUYECKOW pa3padOTKM HUCXOIAT U3
NPEINONIOKEHUs] 00 OrpaHUYEHHOCTH COBOKYIHOI'O OIbITa pa3paboTKH
nmpenapara, mo3TOMy CTPaTErwH M MOIXO0Mbl K KOHTPOJIIO Ha paHHUX (azax
KIIMHAYECKOW  pa3paboTku  MeHee mpopaboranbl. B Hacrosmumx
TpebGoBaHusIX JOMYCTUMOE MOCTYIUIEHUE MyTareHHbIX IPUMECEH OCHOBAHO
Ha BbIPAaOOTAHHBIX CTPATETUAX OIEHKH PUCKOB. JlOMyCTUMBIN PUCK B XOJ€
paHHeil (¢a3pl pa3pabOTKUM YCTAHOBJIEH Ha YPOBHE TEOPETUUYECKU

PaCCYUTAHHOIO COACPIKAHUA, IIPHUBOJALICTO HpI/I6J'H/I3I/IT€J'H>HO K OJHOMY
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JOTIOJTHATEIILHOMY CITy9ar0 OHKOJIOTHYECKOTO 3a00JIeBaHUS HAa MUJUIHOH.
JlomycTiMOe TOBBIIICHHE OHKOJOTHYECKOTO pHUCKa Ha 0oJiee MO3THUX
CTaAMsIX Pa3pabOTKHW M JJIsl 3apErUCTPUPOBAHHBIX IMPENAPATOB MPHUHSATO
pPaBHBIM TEOPETHYECKH PACCUNTAHHOMY COJCPKAHUIO, TMPUBOISIICMY
NpUOJM3UTENFHO K OJHOMY Ha CTO ThICAY. OTH YPOBHH pHCKa
MPEJCTABISIIOT COO0M HEOOJBIIOE TEOPETUUYECKOE MOBBIINICHUE PHUCKA 10
CpaBHCHHMIO ¢ 0OOmel 4YacToTOM  pa3BUTHS  Kakoro-imbo  BUJA
OHKOJIOTHYECKOTO 3a00JIeBaHUsI HA MPOTSHKEHUM YEJIOBEUECKOW IKU3HH,
cocrapisitonied 1 k 3. Ciemyer OTMETUTb, YTO HUMEIOIIMECA OLCHKH
OHKOJIOTHYECKOTO pHCKAa OCHOBAaHBI HAa TOKH3HEHHBIX JKCIIO3HITUAIX.
Memnblne 4yeM noxku3HeHHbie skcrno3uiuu (Less-Than-Lifetime), kak B xoae
pa3paboOTKU, TaK W TMOCJE PETUCTPAllUd MOTYT HUMETh TOBBIIICHHOE
JOMYCTUMOE  TOCTYIUIGHHE TpUMeced U TPU ITOM  COXPAHSThH
COMOCTaBUMBIM YpOBEHb PHUCKOB. M CIOIB30BaHHME YHCICHHOTO 3HAYCHUS
oHkojorunueckoro pucka (1 caydait Ha 100 000) u ero mepeBoj B J03bl,
OCHOBaHHBIC Ha pHCKaX (IMOPOT TOKCHUKOJIOTMYECKOW YTpoO3bl), KpaiHe
TUIMOTETUYECKAasT KOHLEMIMS, KOTOPYI0 HE CleayeT paccMaTpuBaTh B
KaueCTBE PEaJTUCTUYHOTO TOKa3aTeNs eUCTBUTENBHOTO pucka. Tem He
MEHEee, KOHIEMIUS TMOpora TOKCHKOJOTHYECKON yIrpo3bl JaeT OICHKY
0€30IMacHOM HKCHO3ULMM JTI000r0 MyTareHHOro coeauHeHus. (OHAKO
NPEBBINICHAE IMOpPOra  TOKCHUKOJOTHYECKOHW  Yrpo3bl  HE0O0S3aTelbHO
OPUBOAUT K  TOBBIIICHUIO  OHKOJOTUYECKOTO  PHCKA,  yYHUTHIBAs
KOHCEpPBATUBHBIC JOMYIICHUS, HWCIOJb30BAHHBIE MPH pacyeTe 3HAYCHUS
opora TOKCHKOJIOTHYECKOH yrpo3bl. Ha camom nene, Hanbosiee BeposiTHOE
MOBBIINICHHE YacTOTHl Pa3BUTHS OHKOJIOTHYECKOTO 3a00JIeBaHUS TOpa3Jo
Mensble 1 cmyyas vHa 100 000. Kpome Toro, ecinm MyTareHHOE COCIMHEHUE
HEKAHIIEPOTEHHO B MCTBITAHUH HA TPHI3YHAX, TPOTHO3UPYEMOE YBEITHMUCHHE

OHKOJIOIT'HYCCKOI'O pucCKa paBHO HYJIIO. OCHOBBIBAsICh Ha BCEM
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BBIIIECKA3aHHOM, JIF00asi SKCIO3ULUS IPUMECH, BIIOCIEACTBUU NPU3HAHHOM
MyTareHHOW, HeoOs3aTeIbHO MPUBOAUT K MOBBIIMICHUIO OHKOJOTHYECKOTO
pUCKa Yy TAUHWEHTOB, PAaHEE IMOJBEPIIINXCA HKCHO3ULMHU 3TOW MPUMECH.
OueHka pucka JIOJKHA  ONPEJCTUTh  HEOOXOJUMOCTh  IPUHATHS
NaJbHEUIINX NEUCTBUMN.

14. Eciu B OTHOLIEHUU NPUMECH BBISBICH NMOTEHUHUAIBHBIA PUCK, B
Hesix oOecreyeHus CoJepKaHusi MyTareHHOM MPUMECH Ha YPOBHE WU
HUXKE JIOMYCTUMOTO OHKOJIOTMYECKOTO pHCKa, HEOOXOAMMO pa3padoTarth
HAJUISKAIYI0 CTPATETUI0 KOHTPOJIS, YCHUIIMBAIOILYIO0 IIOHUMaHUE Ipolecca
U (WIM) aHATUTUYECKUX METOJ0B KOHTPOJISI.

15. B HEKOTOpBIX CiIyyasix MPUMECh MOXET SIBJIATHCS METa0OJIUTOM
JIEKapCTBEHHOIO0  BEIIECTBA. B  Takux cioydasXx NOpPHUMECh MOXHO
KBaIM(ULIUPOBaTh €  TOMOINBIO  OLEHKM  PHUCKA,  YUYUTHIBAIOIIECH

MYyTareHHOCTb MEeTa0O0IuTa.

V. Ouenka npumeceit B 3aperucTpupOBaHHBIX
JIEKapCTBEHHBIX Iperaparax
16. Hacrosime TpeboBanus HE MpeIHaA3HAYECHbI IS
PETPOCHEKTUBHOTO MPUMEHEHUS (T. €. HE MPUMEHSIOTCS K JIEKAPCTBEHHBIM
npenaparaM, 3aperUCTPUPOBAHHBIM JI0 BCTYIUICHUS B CHIJIY HACTOSIIIUX
TpeGoBanmii). Eciam B perucTpaiioHHOE  JIOChE  JIGKAPCTBEHHBIX
MpernaparoB, 3apEeTUCTPUPOBAHHBIX O BCTYIUICHHS B CHJIYy HACTOSIIUX
TpeboBanuii, BHOCATCS MOCTPETUCTPALIMOHHBIE W3MEHEHUS, OHU MOTYT
TpeOOBaTh TMEPEOICHKH Oe30MacHOCTH MYTAareHHBIX TpPUMEced B

COOTBCTCTBHH C HACTOAIIHNM Pa3aCiIOM.

1. [TocTperucrpalluOHHbIC U3MEHEHUSI XUMHUYECKUX CBOMCTB,
poIECCa MMPOU3BOACTBA U KOHTPOJISI KaYeCTBa
dbapMaiieBTUUECKUX CyOCTaHIUN
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17. TlocTperucrpanoHHas mojada JTOKYMEHTOB, MPeyCMaTpUBAIOIIIAs
U3MEHECHHE XHUMHUYECKUX CBOMCTB, NHPOM3BOJICTBA W KOHTPOJS KayecTBa
dbapmaneBTUUECKUX CYOCTaHIUM, MPEaNnoyiaraeT OIEHKY MOTEHIMAIbLHOTO
pucKa, 00yCJIOBICHHOTO MYTAareHHbIMHU MPUMECSIMU, B CBSI3U C U3MEHEHUEM
NyTH CHHTE3a, PEareHTOB, pPACTBOPHUTENECH WIM YCIOBUM IIpoliecca Ha
CTaJAMsIX IOCJIE MCXOJHOr0 Marepuana. B yacTHOCTH, M3MEHEHUs CIeyeT
OLICHUTh Ha TMpeIMeT OOpa30BaHMUS HOBBIX MYTareHHBIX NpPHUMECEH WIu
HEOOXOAMMOCTH Y>KECTOUCHHUS KPUTEPUEB MPUEMIIEMOCTH HMMEIOIIUXCS
MyTareHHbix Ipumecen. llepeolenka Impumeceid, HeE  3aTPOHYTHIX
U3MEHCHUSIMU, HE pekoMmeHyeTcsa. Hanpumep, mpu M3BMEHEHUHM JIUIb YacTH
mpolecca MPOU3BOJCTBA OLIEHKY pHCKA, OOYCIOBIEHHOTO MYTAareHHbIMU
IPUMECSMHU, CIIEIyeT OTPAHUYUTH OINpEJeICHUEM O00pa30BaHUs HOBBIX
MyTareHHbIX TPUMECE B CBSI3M C U3MEHEHHEM WJIM OMNPEICICHUEM
MOBBIIIIEHHOTO 00pa30BaHUsl KAaKUX-TUOO MYTAareHHbIX TIIpUMecel Ha
3aTPOHYTOM U3MEHEHUEM CTAJUH MPOU3BOJICTBA U MOBBIIMICHUSI COJAEPKAHUS
JTOOBIX ~ U3BECTHBIX  MYyTareHHbIX  IpUMecel, oO0pa3oBaBIIMXCS  Ha
OPEABIAYIIUX CTAaaUsSIX MPOU3BOACTBA. PerynstopHble Mojayd JOKYMEHTOB,
0OyCJIOBIICHHBIE TIOJJOOHBIMU W3MEHEHHUSIMHU, CJIEIYyeT OXapaKTepu30BaTh B
3aKJIIOUYECHUH, ONMHMCAaHHOM B pazaene 9.2. M3MmeHeHue NpOU3BOACTBEHHOM
MJIONIA/IKK JIGKAPCTBEHHOTO BEIIECTBA, MPOMEKYTOUHBIX MPOJAYKTOB WIH
UCXOJHBIX MaTepuajioB, WIM W3MEHEHHUE IOCTaBIIMKA ChIpbS HE TpeOyer
MEPEOLEHKU PUCKA MYTareHHbIX MPUMECEN.

18. Ecniu mpennaraeTcsi HOBBIM MOCTABIUK JIEKAPCTBEHHOTO BEIIIECTBA,
JIOCTATOYHBIM TOJITBEPKICHUEM MPUEMIIEMOTO COOTHOIIEHUS «IOjJb3a —
pUCK» B 4YaCTU MYTAreHHBIX MpUMEced M OTCYTCTBUS HEOOXOIUMOCTH
OIICHKM B COOTBETCTBMM C HACTOAMMMHU TpeOOBaHUSAMH  SBISETCS
MOATBEPKJICHUE TOTO, YTO (DapMameBTHYECKass CyOCTaHIUsS MPOU3BOIUTCS

JaHHbIM IIOCTAaBIIUKOM C IIOMOHOIBKO TOIo XK€ IIYTH CHHTC3d, YTO M B
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JICKapCTBEHHOM IIpernapare, 3aperucCTpUPOBAaHHOM B pEerHOHE dKcrepTa. Ecimu
3TO YCJIOBHE HE BBIJICPKMBACTCS, HEOOXOJAMMa OIICHKA B COOTBETCTBHUH C

HacToAmMKUMHU TpeOoBaHUSIMU.

2. IlocTperucTpaiuoHHbIE U3MEHEHUS XUMUYECKUX CBOMCTB,
IIpoLECCa MPOU3BOACTBA U KOHTPOJIA KAYeCTBA
JIEKAPCTBEHHOTO IIpenapara

19. I[TocTperucTpanoHHbIC WU3MEHEHUS, 3aTparuBaroIIne
JEKApCTBEHHbIA mpenapaTr (HampuMmep, HU3MEHEHHWE COCTaBa, Ipolecca
IIPOU3BOJICTBA, JIEKAPCTBEHHON (POPMBI), JOJKHBI MIPEAyCMaTpUBaTh OLEHKY
NOTEHMAIBHOTO PUCKA, OOYCIIOBIEHHOIO JIOOBIMU HOBBIMH MYTar€HHbIMU
OPOJYKTaMH JAETpajallid WM TOBBILIEHUEM KPUTEPHUEB MPUEMIIEMOCTH
UMEIOIIUXCA MYyTareHHbIX MPOJIYKTOB Jerpajgauud. Ecnu npuMeHumo,
peryisaTopHas IMojaya JOKYMEHTOB JIOJDKHA COJEpKaTh OOHOBIIEHHYIO
CTpaTeruto KOHTpois. B orcyrcTBue wu3MeHeHUN (apMaieBTUYECKOM
CyOCTaHLIMM TIPOBEICHHE TIEPEOLICHKU (apMalleBTUUECKOW CyOCTaHIIUH,
coJiepKalleiicss B JIEKAPCTBEHHBIX IIpenaparax, HE PEKOMEHIyeTCsS U He
TpeOyerca. V3MmeHeHue MNPOU3BOJCTBEHHONW IUIOMIAAKUA JIEKAPCTBEHHOTO

npenapara He TpeOyeT MepeoIeHKH PUCKa MyTareHHBIX PUCKOB.

3. 3meHeHne 00nacTu WK MOKa3aHUM IS KIIMHUYECKOTO
MIPUMEHEHMS 3aPETUCTPUPOBAHHBIX MTPENAPaTOB
20. I3MeHeHUEe KIMHUYECKOTrO TMPUMEHEHHUS 3aperucTPUPOBAHHBIX
npernapaTroB, KOTOPOE MOXKET TpeOOBaTh MEPEOIICHKU MPEIEIIOB COAEPKAHUS
MyTareHHbIX TMpPUMECeH, BKJIIOYAeT B Ce€Os CYIIECTBEHHOE YBEIWUYCHHE
KJIMHUYECKOW  JI03bl, YBEJIWYECHHUE MPOJOKUTEIBHOCTH PHUMEHEHUS
(0ocoOGHHO ecM MyTareHHash IIPUMECh KOHTPOJIMpOBajgach Ha YPOBHE,
MPEBBIIAIONIEM TTOKU3HEHHOE JOMYCTUMOE MOCTYIUICHUE 10 TPEABIAYIIEMY

ITIOKa3aHUIO, KOTOpBIﬁ YK€ MOKET HC COOTBECTCTBOBATH Oonee HJIATCIIBHOMY
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CPOKY TepalHH, YCTAaHOBJIIEHHOI'O HOBOIO IOKa3aHUsl K MPUMEHEHHIO) WJIU
OpU HK3MEHEHMM I[I0Ka3aHHsl C CEPbE3HOr0 WJIM YIPOXKAKOUIEr0 >KU3HU
COCTOSIHUSA, JJISI KOTOPOTO OBLIO 000CHOBAHO 00Jjiee BBICOKOE JOIMYCTUMOE
NOCTYIUICHHE, HAa TIOKA3aHUE C MEHEE CEPhE3HBIM COCTOSIHUEM, JJI1 KOTOPOTO
JEUCTBYIOILIEE JOMYCTUMOE MOCTYIUIEHUE MPUMECE MOXET OBITh YKe
HENPUEMJIEMBIM. H3menenue KIIMHUYECKOTO IPUMEHECHHUSI
3apErUCTPUPOBAHHBIX  IPENApaToB, OOYCIOBJIEHHOE HOBBIMH IYyTSIMHU
BBEJICHUS WM PAaCUIMPEHHUEM TMONYJSLUUU MAlUEHTOB, BKJIIOYAIOLIEM
OEepeMEHHBIX JKEHILUH U (WJIN) JeTel, He TpeOyeT MepeoleHKH MIPU YCIOBUU

OTCYTCTBHU IMOBBIIICHUA CYTOQHOﬁ A03bI U ITPOAOJIKUTCIBHOCTHU TCPAIIUH.

4. Tlpoune BUIbl U3MEHEHUI B PETUCTPALMOHHOM J10ChE
3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX MPEMapaToB

21.TlpumeHeHre HACTOAMUMX TPeOOBaHUNM K 3apErUCTPUPOBAHHBIM
npenaparaM MOXET ObITb 00YCJIOBJIEHO OCOOBIM TMOBOJOM ISl OMACEHHUH.
Hanuuue y npuMecH TOJIBKO CTPYKTYPHBIX IPHU3HAKOB (MyTarcHHOCTH)
CUMTAETCS HEIOCTATOYHBIM JUIsl MPUHATHS MEp pPEarupoBaHUs, €CIH HTa
CTPYKTypa HE BXOJHT B «KOTOPTY, BBI3BIBAIOIIYIO ONaceHus». Bmecte ¢ Tem
0COOBIM TIOBOJIOM TSI OTIACEHHMSI SIBJISIFOTCSI HOBBIE PEJICBAHTHBIC JaHHBIE 00
OMAacHOCTH mpHuMecH (OTHECCHHbIE K Kiaccy 1 wmiam 2 mo Tabmune 1),
MOJTyYEHHBIE TIOCIIe BBEACHUS OOIIEH cTpaTeruu KOHTPOJIS U crieiuuKaIuii
npu peructpanuu. [lomoOHbIE HOBBIE pelieBaHTHBIE JaHHBIE 00 OMACHOCTH
MPUMECH JIOJDKHBI OBITh TIOJyYEHBI MO PE3YJIbTaTaM BBICOKOKAYECTBEHHBIX
HAyYHBIX HCCIEIOBAHUN, COOTBETCTBYIOIIMX MPUMEHHUMBIM PETYJISITOPHBIM
PYKOBOJICTBaM IO HCCJIEAOBAHUAM, C OOeCleYeHHEeM AOCTYMHOCTU TaKUX
JAHHBIX WU OTYETOB. AHAJOTUIHO BHOBB OTKPBITAsI MIPUMECH, SBIISFOIIASCS
MyTareHoM Kkjacca 1 winum 2, coaepkamasicss B 3aperuCTPHPOBAHHOM

npemnapare, MOKET TAaKIKE OBITH HpI/I‘IHHOﬁ JJIA onacenuii. B o6onx clIydasx,
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CCJIN 3asiABUTCIIIO CTAHOBHUTCA HM3BCCTHA I/IH(l)OpMaI_[I/IH TaKoro poada, CJICAYCT

MIPOBOJAUTH OIEHKY B COOTBETCTBUH C HACTOAIMMUMU TpeOOBaHUSIMU.

V. Ouenka npumeceit B (hapMaiieBTUHYECKON CyOCTaHIINU
¥ JIEKAPCTBEHHOM TIperiapare 10 UX PErucTpaIuu

22. Heobxoaumo OleHUTHh (DaKTHYECKHE W TMOTEHIIMAIbHBIE TTPUMECH,
KOTOpBIE, CKOpee BCEro, 0Opa3yloTcs B XOJE CHUHTE3a U XpaHEHHs HOBOM
dbapmareBTHIeCKo CyOCTaHIIMU W TIPU TMPOW3BOJACTBE M XPAaHEHWU HOBOTO
JIeKapCTBEHHOTO npemnapata. OneHka npuMeceil MpoBOIUTCS B JIBa dTara:

OIICHKA MyTareHHOTO MOTEHIMaIa (akTHUeCKuX
UJCHTU(UIIMPOBAHHBIX TIPUMECEH;

OIICHKAa TIOTCHIIMAIBHBIX MPUMECEH, KOTOpHIE, BEPOSATHO, MOTYT
IMPUCYTCTBOBaTh B KOHEYHOM JIEKAPCTBEHHOM BEIIECTBE, MPOBOIAT IS
onpeeseHUusT HEeOOXOTUMOCTH JAJbHEHINEro aHain3a HX MYyTareHHOTro

MOTEHIIHAJIA.

1. Ouenka npumeceid, OTHOCAIIUXCS K CUHTE3Y

23.K (akTuyeckuM MpUMECSIM OTHOCSATCA MPUMECH, COJIepKaHUE
KOTOPBIX B  (hapMaleBTHUECKOW  CyOCTaHIIMM  TIPEBBHINIACT  IMMOPOTH
perucTpanum, TPEayCMOTPEHHBIE TMpaBUJIaMH HW3YUYCHHS TpPHUMECEd B
JEKApPCTBEHHBIX CPEJCTBAX M YCTAHOBIICHWIO TPeOOBAaHWM K HHM B
cnenudukanuax. Unearudukanms GakTHIeCKUX MIPUMECEi 0KUIACTCs, el
UX COACp)KaHHWE TIPEBBINIACT TIOPOTH HWJACHTU(PUKANK, YKa3aHHBIC B
[IpaBunax wW3ydeHUs MpUMECE B  JIEKAPCTBEHHBIX CPEICTBAX W
YCTAHOBJIICHHIO TpeOOBaHMK K HUM B crenumbukanusx. [Ipm3Haercs, dro
MOTYT  OBITh  HACHTU(PHUIIMPOBAHBI  HEKOTOPHIE  NIPUMECH,  IOPOT

UACHTU(UKAITN KOTOPBIX HUKE.
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24.K mMOTEeHIMAIbHBIM TMPUMECSIM (papMarieBTUYECKOW CyOCTaHIIUN
OTHOCATCSI UCXOJIHBIE MaTepHuajbl, peareHThl U MPOMEXKYTOUHBIE MPOMYKTHI,
oOpasyromiygecst B Iporiecce CHUHTe3a (apmaleBTHYECKOW CyOCTaHIIMH U3
UCXOJIHOro Mmarepuasia. HeoOXoauMMoO OLIGHUTh PHUCK TIEpeHoca B
(dbapMalleBTUUECKYI0  CYOCTaHIIMIO  WACHTU(DUIIMPOBAHHBIX  IPUMECEH,
COJICPIKAIIUXCSI B MUCXOJHBIX MaTepualiax M MPOMEKYTOUYHBIX MPOAYKTaX, U
npumecei, 0OOCHOBAHHO CUHWTAIOIIMUXCA TMOOOYHBIMU MNPOAYKTAMHU IyTH
cuHTe3a (papMalleBTUUECKON CyOCTaHIIMM HW3 KMCXOJHOI0 MaTepuana.
[lockonpky  JUIsi  HEKOTOpPBIX  NpuUMeced  (Hampumep, IpUMeEceH,
00pa3yIoIIKXCs Ha pAaHHUX CTAUSAX MHOTOCTAIUMHOTO CUHTE3a) PUCK MOXKET
ObITh HUYTOXXHBIM, JIOMYCKAeTCA IMPEJICTABUTh OCHOBAaHHOE HA pPHUCKaX
O0OOCHOBaHME TOYKHM CHHTE3a, IIOC]I€ KOTOpOMl Tpedyercs OlLieHKa
MYTareHHOTO MOTEHIMAIa TOM Pa3HOBUAHOCTH PUMECEM.

25. 1151 MCXOJHBIX MaTepUalioB, BBOJUMBIX Ha IMO3JHUX CTaJUsIX
CUHTEe3a (apmaleBTUYECKOW CyOCTaHUMU (€CIu MyTh CHUHTE3a HCXOJIHOTO
MaTepuansa W3BECTEH) HEOOXOJIMMO OIIEHMBATh 3aBEpIIAIOIINE CTaJuu
CHMHTE3a MCXOJHOTO MaTepuajia Ha HaJIMYHe MOTEHIMATbHBIX MYyTareHHBIX
IIPHUMECEH.

26. ®akTuuecknue HACHTU(GUIIUPOBAHHBIE TPUMECH C H3BECTHOU
CTPYKTYpOM u MOTEHIIHATbHBIC IPUMECH, COOTBETCTBYIOLIUE
BBIIICTIPUBEICHHOMY  ONKMCAHUIO, HEOOXOJUMO OIICHUTh Ha TMPeaMeT

MYTArcHHOI'O IIOTCHIIMAJId B COOTBCTCTBHUH C pa3acioM 6.

2. O1neHKa MpoIyKTOB JeTpaaliiu

27.K daktudeckuM TPOAyKTaM JAeTpajaliiid  JIGKapCTBEHHOTO
npenapara OTHOCSTCS T€ U3 HUX, KOTOPBIC MIPEBBIIIAOT IMTOPOT PETHCTPAIINH,
IPEIYCMOTPEHHBIC TIpaBUIaMHU 0 M3YYCHHIO NMPUMECEH B JIEKAPCTBEHHBIX

CpelICTBaX M YCTAHOBJICHMIO TpeOOBaHUMN K HUM B crnenudukanusix, mnpu
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XpaHEHUW JICKQPCTBEHHOIO TMperapara B MpealaraéMbIX  YCJIOBHSX
JIOJTOCPOYHOT0 XPAaHECHUS U IEPBUYHOM U BTOPUUYHOM YITAaKOBKaX, a TAKKE TE€
IPUMECH, KOTOphle 00pa3yloTcs TIpU MPOU3BOJCTBE JIEKAPCTBEHHOTO
npernapara.

28. UnenTudukaimio (hakTHYeCKux POJTYKTOB Jerpajaanuu
HEOOXOJIUMO TMPOBOJUTH IMPU TMPEBBINIEHUHU MOPOTOB HUJICHTU(UKALINH,
YKa3aHHBIX B IIpaBUjax MO U3YYCHUSI MPUMECEHN B JIEKAPCTBEHHBIX CPEACTBAX
U YCTaHOBJEHWIO TpeOoBaHuUW K HUM B crnenudurkanusx. [IpusHaercs
BO3MOXHOM  HJIEHTU(UKALMS  HEKOTOPHIX  MPOJAYKTOB  JErpajailuu,
COJIEp’)KaHUE KOTOPBIX HIDKE mopora uiaeHTudukanuu. [loTeHIuaaIbHbIMU
MPOAYKTaMHU nerpaaaiuu dbapMaiieBTHUUECKOM cyOcTaHIuu u
JIEKapCTBEHHOT'O TIperapara SBIAIOTCS T€ W3 HUX, 00pa3oBaHUE KOTOPHIX
000OCHOBaHHO  OXHJIA€TC B  YCIOBHSAX  JIOJITOCPOYHOTO  XPaHCHUS.
K mnoreHnuanbHbIM MPOAYKTaM JIETPajallul OTHOCSTCS TE€ MPOAYKTHI
Jerpajainuy, o0pa3oBaHUE KOTOPBIX MPEBBIMIAET MOPOT HACHTU(UKAIINY,
NpPEyCMOTPEHHBIN TMpaBWIaMU MO U3YYEHUIO MPUMECEH B JICKAPCTBEHHBIX
CpPEACTBaX W YCTAaHOBJICHHWIO TPEOOBAaHMM K HHUM B cCHenu(pHUKaIUgIX, B
UCCIICIOBAHUAX YCKOPEHHOro xpaHeHus (Hampumep, npu 40 °C/75 %-nHou
OTHOCUTEJIbHOM BJIA)KHOCTH B TeYEHHE 6 MECAILIEB) U IMOJATBEPKIAIOUINX
UCCIIEIOBAHUSAX (POTOCTAOMIBHOCTH, OMHMCAHHBIX B TJlaBe 2 TpPeOOBaHUM K
UCCIICIOBAHUIO CTaOMJIBLHOCTHU JIEKApCTBEHHBIX penaparon u
(dhapManeBTUUECKUX CyOCTaHIMH, yTBepKJaaeMblx Komuccueld, HO HalIWdue
KOTOPHIX B (hapManeBTHYECKOW CYOCTaHIIMM WA B JICKAPCTBEHHOM
npenapare B YCJIOBUSX JOJATOCPOYHOTO XpaHEHHUS B MEPBUYHOM YIAKOBKE
eIIe He TOATBEPIKICHO.

29. Jlnst coneicTBUS TMIPUHSITUIO PEIICHUH 10 BBIOOPY MOTEHIIUATBHBIX
MPOAYKTOB JErpajalldd Ha MpPeAMET OLEHKM HMX MYTareéHHOCTH MOYKHO

HCIIOJIBb30BaTh 3HAHHA O PCIICBAHTHBLIX IIYTAX ACrpaddllvyd, HAIIPpHUMCP Ha
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OCHOBAaHMW  TPUHLHUIIOB  XUMHUYECKOW  JIeTpajallud,  peIeBaHTHBIX
UCCIIEZIOBAHUHN B CTPECCOBBIX YCIIOBHUSX M MCCIEIOBAaHUI CTAOMIBHOCTH MPHU
pa3paboTtke.

30. dakTHueckue W MOTEHIMAIbHBIE TPUMECH C  H3BECTHOU
CTPYKTYypOH, KOTOpbIE, CKOpee BcCero, OyAyT cOAep>KaTbCsi B KOHEUHOUH
dapmaneBTHUECKONW CyOCTaHIIMM WJIM TOTOBOM JIEKAPCTBEHHOM IIpemnapare,
HEOOXOAMMO OIEHWTh Ha MpeaIMeT MYTareHHOro TIOTEHIMaja B

COOTBETCTBUHU C pazaeioM 6.

3. Bomnpocs! knuHU4ECKo# pa3paboTku

31.Onenka npumMecel, onMcaHHbIX B mnojapasnaenax 5.1 u 5.2, Oyuer
MIPOBOJIUTHCS TSI TIPETapaToB, HAXOIAIIMXCS B KIMHUYECKOW pa3paboTKe.
OpnHako TpU3HAHO, YTO CBeACHUS OyayT orpaHudeHbl. Hampumep, B Xoje
KIIMHUYECKOHW pa3paOOTKH MOTYT OTCYTCTBOBAaTh PE3YyJbTAaThl UCCICAOBAHUM
JTOJTOCPOYHOM CTAOMIBLHOCTU M (DOTOCTAOMIBLHOCTH, B CBSI3M C YEM CBEJICHHS
O TIOTCHITMAIBHBIX MPOIYKTaX JErpaJallii MOTYT OBITh orpaHudeHbl. Kpome
TOTO, TIIOPOTH, YyKa3aHHbIE B TpaBWIaX IO M3YYCHUIO TIpUMecedl B
JEKApCTBEHHBIX CPEJCTBAX M YCTAHOBIICHUIO TPEOOBAaHWM K HHM B
cnenuuKaIMIX K mpernaparaM, HaXOIAIMIUMCS B KIIMHUYECKOW pa3paboTKe,
HE MPUMEHSIOTCS, B CBSA3U C 4YeM OyJeT UACHTU(PUIIMPOBAHO MEHBIIIEE YUCIIO

IIPUMECEH.

V1. DneMeHTHI OLIEHKH OITaCHOCTH

32. Onenka OITAaCHOCTH npernosaraet MEPBUYHBIN aHaJIN3
(GaKTHYeCKUX ¥  IOTCHIMAJIbHBIX TPUMECEH TIOCPEACTBOM  IOHCKA
no 0azamM JaHHBIX M JIMTEPATypPHOrO MOMCKAa JaHHBIX O KaHIIEPOT€HHOCTHU
U MYTareHHOCTH B OaKTEpUAJIbHBIX TECTaX B IIEJISAX OTHECEHUS UX K Kjaccam

1, 2 wim 5 B coorBeTcTBUM ¢ Tabiuien 1. Eciu Takue kinaccudukalioHHbIC



17

JAHHbIE OTCYTCTBYIOT, HEOOXOJMMO TIPOBECTH OLIEHKY CTPYKTYpHO-
¢dyHkmonanbHOM 3aBucumoctu (CD3, Sructure-Activity Relationship, SAR),
HANpaBJICHHYI0 Ha MPOTHO3MPOBAaHUE MYTAareHHOCTM B OaKTepuaIbHBIX
tecrax. [locienHnee MOXKET MPUBECTH K OTHECEHUIO ITPUMECEN K KitaccaM 3, 4
VI 5.

Tabnuua 1

Knaccudukanus npumeceit o X MyTareHHOMY U KaHIIEPOT€HHOMY
IIOTCHIMAJIY Y BBITEKAIOIINE KOHTPOJIbHBIE JEUCTBUS

Kitace Onpenenenue [Ipennaraemble KOHTPOJIbHBIE
EUCTBUS
1 W3BecTHbIE MyTareHHbIE KaHIIEPOT€HBI Kontpons Ha ciennpuanom
JUIS1 COEIMHEHUS
JIOITYCTUMOM IIpeJieNe Uiu
HUXE
2 W3BecTHbIE MyTareHbl ¢ HEU3BECTHBIM KoHnTponib Ha 7omycTUMBIX
KaHIIEPOTEHHBIM PUCKOM (HaJIMYMe MYTareHHOCTH  TpeJeNax Wi HUXe
B OaKTepUaIbHBIX TECT-CUCTEMAX ™, OTCYTCTBUE (cooTBeTCTBYIOLIMI TOPOT
JAHHBIX O KaHLIEPOTEHHOCTH Y TPHI3YHOB) TOKCHUKOJIOTHYECKOM yTrpO3bi)
3 CTpyKTypHBIU MTPU3HAK, HE CBSI3AHHBINA CO KonTposps Ha 1omycTuMbIX
CTPYKTYpOil papMalrieBTU4YecKoii cyOCcTaHIu,; npezeiax Uik HIXKe
OTCYTCTBHE JAHHBIX MyTar€HHOCTHU (cooTBeTCTBYIOLIMI TOPOT
TOKCHKOJIOTHYECKOU YTPO3bI)
WJIM [IPOBEJIEHUE TeCTa Ha
MYTareHHOCTh y OaKkTepuii
He myraren = knacc 5
Myraren = kiacc 2
4 CTpyKTypHBIN TIPU3HAK, TOT e MPU3HAK Y OOpaieHue Kax ¢
(dapMmarieBTHYECKON CYOCTAaHIIMM UM POACTBEHHBIX HEMYTareHHOW MPUMECHIO
JU1st hapMareBTUUECKON CyOCTaHIIMU COSTMHEHUM
(HampuMep, TPOMEKYTOUHBIX TPOU3BOACTBEHHBIX
IPOJYKTOB), KOTOPBIE MOJBEPIIIMCH UCIIBITAHUIO U
OKa3aJIMCh HEMYTar€HHBIMU
5 OTcyTCcTBUE CTPYKTYPHBIX IPU3HAKOB UITU OOparieHue Kak c

CTPYKTYPHBIH IPU3HAK C JaHHBIMU, YOEUTEIHHO
MOJITBEP K IAIOLIUMH OTCYTCTBUE MYTAareHHOCTH U
KaHLIEPOT€HHOCTH

HEMYTareHHOW ITPUMECHIO

Wnu Hanwuue ApYyruxX peENeBaHTHBIX JAaHHBIX O MYTAareHHOCTH, CBHJIETENBCTBYIOMIMX 00
WHIYKIIMA TeHHbIX MyTtanui BcienctBue J[HK-peaktuBHOCTH (Hampumep, MOJIOKHUTEIHHBIC
pEe3yJIbTaThl TEHHBIX MYTallUi HCCIIEOBaHuUH IN VIVO)
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33. Heo0Xx0auM0O MPOBECTH TOKCHKOJOTUYECKYIO OIICHKY pPacUeTHBIM
METOJIOM, HCIOJb3ysl METOJOJIOTUIO  KOJWYECTBEHHOW  CTPYKTYPHO-
(GYHKIIMOHATLHOW  3aBUCUMOCTH,  IPOTHO3UPYIOIMIEH  MCXOJ  TecTa
OakTepuanbHOM MyTareHHocTH. HeoO0XxogumMo mNpuOerHytb K  JABYM
METOA0JIOT UM KOJIMYECTBEHHOMN CTPYKTYPHO-(YHKIIMOHAJILHON
3aBUCUMOCTH, KOTOpbIE JOMOJHAKOT Apyr Apyra. llepBas meromosorus
JOJDKHA ~ OCHOBBIBAaTbCS HAa  OKCHEPTHBIX 3HAHMSAX, BTOopas — Ha
CTATUCTUYECKUX. MOJENN KOJMMYECTBEHHBIX CTPYKTYPHO-(PYHKIIMOHATBHBIX
3aBUCUMOCTEHN, OCHOBBIBAIOIIMECS HAa 3THX MPOTHO3HBIX METOHOJOTHSIX,
JOJKHBI TMOABEPrarbCsl BaJMJAllMM HAa OCHOBAHMM OOIIMX MPUHIIMIIOB,
npeaycMOTpeHHbIX npuiiokeHrueM Ne 4 TlpaBuin Hajjiexanie 1abopaTopHOi
npakTuku EBpa3zuiickoro sKOHOMHYECKOTOo coio3a B cdepe oOparieHus
JIEKApCTBEHHBIX CPENCTB, yTBepkAcHHbIX Pemenuem Coerta EBpaszuiickoit
IKOHOMUYECKON KoMuccuu oT 3 Hos0ps 2016 1. Ne 81.

34.0TcyTCTBUE CTPYKTYPHBIX TIPU3HAKOB IO  pe3yibTaTtaMm 2
B3aUMO/IOTIOTHSFOILIUX METOIUK KOJIMYECTBEHHOMN CTPYKTYPHO-
(YHKIIMOHAIBHOW 3aBUCUMOCTH (OCHOBAHHBIX Ha JKCICPTHBIX 3HAHUSX U
CTaTUCTUYECKOM) JOCTATOYHO JUISl 3AKIFOYEHUS, YTO MPUMECHh HE BBI3BIBAECT
MYyTareHHbIX OMACEHUM, U YTO JNAJbHEWIINE WCIBITAaHUS HE PEKOMEHIYIOTCS
(xmacc 5 o Tabnure 1).

35.B nensix noiaydeHusi AOTMOJHUTEIbHBIX MOATBEPAKAAIONIUX JaHHBIX
0 IPaBUIILHOCTH JTHOOBIX MOJIOKUTENBHBIX, OTPULIATEIIbHBIX,
IPOTUBOPEUYUBBIX WM HEOJHO3HAUYHBIX MMPOTHO30B M COCTABJIECHUS HAYYHOMU
OCHOBBI OKOHYATEJIbHOTO 3aKJIIOUEHHUs, NpPH HEOOXOAMMOCTH, pe3yibTar
J000T0  KOMIBIOTEPHOTO aHajiu3a MOXKHO MEPECMOTPETh, HCIOJIb3Ys
HAy4YHbIC 3HAHUSL.

36. B menax nocienyromero HabI0AeHUs 32 3HAYMMbIM CTPYKTYPHBIM

npu3HakoM (kiacc 3 mo Tabnwuie 1) BO3MOXKHO MPHUHSITHE HAJICKAIINX
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KOHTPOJIBHBIX MEpP WJIM MPOBEJICHUE TECTa HA MYTareHHOCTb y OakTepHil
YHUCTOM MPUMECHIO.

37.B 1mensx OIEHKHM MYTAareHHOro IOTEHIHAIa MPUMEcCed MOXKHO
IPOBECTH OJIMH TECT HA MYTAr€HHOCTh y OaKTepUil UCMOIb3Ys MOAXOAAIINN
NETAIBHBIA MPOTOKOJ HcciienoBaHuM. TecTbl cieayer IpOBOAUTH B
cootBercTBUM C [lpaBwiiamu Hajgnexamed ga0OpaTOpHOM MPaKTUKU
EBpa3uiickoro 3KOHOMHUYECKOTO CO103a B cepe oOpalleHus JeKapCTBEHHBIX
CpeAcTB, yTBepxkAcHHbIX PemennemM CoBera EBpa3uiickoll SKOHOMUYECKOM
komuccun ot 3 HoAOps 2016 r. Ne 81 (manee — IlpaBuna Hamiexaien
Ja00paTOPHON MPAKTUKH), OJHAKO OTCYTCTBHUE TIOJIHOTO COOIIOJICHUS
BBIIIIEHA3BaHHBIX MPaBUJI HEOOSA3aTENbHO BIIEYET 32 COOON HEBO3MOXKHOCTh
UCIIOJIb30BaHUS JAHHBIX B OOOCHOBaHWE TMPOBEICHUS KIMHUYECKUX
uccienoBaHuil u peructpauuu. [1ogoOHbIE OTKIOHEHUS CIEQYyeT ONUCaTh B
ordyere 00 wuccienoBaHuu. Hampumep, mnpoOONOATrOTOBKA WM aHAIU3
UCIIBITYEMOr0 OOBEKTa MOXKET HE COOTBETCTBOBAaTh TpeOoBaHUsM I[lpaBun
HaJuIeKalled JadopaTOpHOM MNpPaKTUKU. B HEKOTOpBIX ciydasx BbIOOp
UCIIBITYEMBIX ITaAMMOB OakTepuit JOTyCKaeTCst OTPaHUYUTh
MOATBEPAUBIINMHU YyBCTBUTEIBHOCTh K HIACHTU(OUIIMPOBAHHOMY MPU3HAKY
mTaMmMaMu. B cioydae ecnm  mpuMecH HEBO3MOXKHO — BBIJICIIATH  WJIU
CUHTE3UPOBATh, WM KOJUYECTBO NIPUMECH OIPAHUYEHO HAUBBICIIUE
UCIIBITYEMbIE KOHILICHTPAIIMU TaKuX NpuMeced (peKOMEHAYEeMbI€), MOTYT
ObITh HE JOCTUTHYTHI B XOJI€ 3KCHEPUMEHTOB. B »TOM ciiydyae B wLemnsix
MPOBEJICHHS UCIIBITAHUS MPU BBICOKMX KOHUEHTPALMAX TECT OAKTEpUATIbHON
MYTar€éHHOCTH MOKHO TIPOBECTH IIPU HAJUYUU COOTBETCTBYIOILIETO
00OCHOBaHHUS, HUCIOJIb3Ysl MUHHUATIOPU3UPOBAHHBIM (OpMaAT HMCHIBITAHUM C
NOKA3aHHBIM  BBICOKMM  COOTBETCTBUEM  TECTY  YAOBJIETBOPSIOLIEMY
METOJMKaM HMCCIIeIOBaHUM, 0J00peHHBIM OpraHu3anueii YKOHOMHYECKOTO

COTPYAHUYECTBA W Pa3BUTUA Wi MeXnyHapoaHOW KoHGEpeHIuen 1o
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rapMOHU3AIUN TEXHUYECKUX TPEOOBAaHWN K PETUCTpAIlUU JIEKapCTBEHHBIX
penaparoB JJisl YEJIOBEKa.

38. lo;okHBIM  00pa3oM TMPOBENCHHBIM TECT HAa MYTAareHHOCTh Y
OaKkTepuii ¢ OTPUIIATEILHBIM PE3yJIbTaTOM OMPOBEPTAET JTF000E CTPYKTYPHOE
OlMaCeHWE, B CBSI3W C YeM JalbHEWIas OIleHKAa T€HOTOKCHYHOCTH He
pexkoMeHyeTcs. Takue mpuMecH clieyeT CYuTaTh HeMyTareHHbIMU (KJ1ace 5
o Tabsmre 1).

39. CoBpeMEHHBIM MOJAXO0J K OIIEHKE CIOCOOHOCTH MOTEHIIMATbHBIX
puUMecel BBI3BIBATH TOUCYHBIC MYyTAaIlMd OOECIEYMBAET KOHTPOJb TaKHX
MyTaIui Ha 0e30MacHOM YPOBHE, TaK YTO JaXKe €CIIH COJIepKaHWE TIPUMECH
HWKE WIN BBIIIE MTOpora KBaTM(PUKAIMK, TTPETYCMOTPEHHOTO MPaBUIIAMH T10
U3YYCHUIO TPUMECEH B JICKAPCTBEHHBIX CPEJICTBAX W YCTAHOBJICHHUIO
TpebOBaHUN K HUM B CHEIU(UKAIMAX, TOMOJTHUTEIbHAS KBaTU(UKaUsS ee
MyTareHHOro MnoTEeHIHala He Tpedyercs. Takoll mNoaxoa Mpeanosiaraet
BHauaje HWCIOJb30BaHUE METOJMK OIICHKH KOJIMYECTBEHHON CTPYKTYpHO-
(GYyHKIIMOHAILHONH 3aBUCHUMOCTH JIJII TPOTHO3MPOBAHMS MYTareéHHOCTH B
OakTepUaNTbHBIX TECT-CHUCTeMaX. ECIM KOMMYeCTBO NPHUMECH MPEBHIIIACT
CYTOYHYIO 703y, PaBHyl | Mr, mpH JJIATEILHOM MPUMEHEHUH, MOYKHO
MPEAYCMOTPETh OIEHKY T€HOTOKCHYECKOT0 MOTEHI[MaTa B COOTBETCTBUH C
[IpaBunamMy 10 M3YYCHHUIO TPUMECEH B JICKAPCTBEHHBIX CPEJCTBaX U
YCTaHOBJICHUIO TpPeOOBaHWU K HUM B crenudukanusax. Eciu KoimdecTBo
npuMecH MeHbIe 1 Mr, AanbHeilnee W3yYeHHe TEHOTOKCHYHOCTU HE
TpebyeTcs, He3aBUCUMO OT OCTAIIBHBIX MOPOTOB KBATH(UKAIIH.

[TonoXuTenpHBIN pe3ynbTaT TECTa HA MYTAareHHOCTh Yy OaKTepHid
noTpeOyeT JaTbHEHIIIeH OIIEHKN OMACHOCTH U (MJTN) MIPUHATHS KOHTPOJIBHBIX
Mep (kmacc 2 mo Tabmuie 1). Hampumep, eciu coaepkaHue mNpuUMeECH
HEBO3MOXKHO KOHTPOJMPOBATh HA MPHEMIIEMOM YpOBHE, TO B IEJIAX

MOHMMAaHUsI 3HAYMMOCTH PE3yJIbTaTOB TECTa Ha MYTAreHHOCTh y OakTepuil
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pIRIb | YCJIOBI/Iﬁ in VIVO INPpUMCCh PCKOMCHAYCTCA UCIBITATH B TCCTC I'CHHBIX

MyTammii  in - Vivo.

BbIOOp HHBIX TECTOB TI'€HOTOKCHYHOCTH IN  VIVO

H€O6XO,HI/IMO Hay4HO 06OCHOBaTI>, OCHOBBIBasiICb Ha 3HAHHMHW MCXAaHH3Ma

I[CP'ICTBHSI IMpUMCCHU U O}KI/II[aeMOf/'I JKCIIO3UIINHU B TKAHAX-MHUIIICHAX.

Tabnuua 2

Wcnpitanust 1uist u3ydeHus in ViVO 3Ha4UMOCTH iN VItro MmyTareHoB
(TTONTOKUTENbHAS. MyTar€HHOCTh B OaKTEPUATLHBIX TECT-CUCTEMaX )

In vivo tect

dakropsl, Tpedyronme 000CHOBaHHE BBIOOPA TECTa KaK
COOTBETCTBYIOIIEIO CBOEMY LIEJICBOMY Ha3HAYCHHIO

TecTsl Ha TpaHCTEHHBIE
MyTallU

Tecr Pig-a (kpoBb)

MukposiiepHbIid TECT
(KpOBb MJIM KOCTHBIM MO3T)

TecT BHENIAHOBOIO
cunteza JHK (BCII) B
MIEYCHH KPBICHI

Tect xomMeT

IIpoune

[Tpu mr000¥ MOJIOKUTENBHON MYTAareHHOCTH B OaKTepHalIbHBIX
tecT-cucreMax. Cienyer 000CHOBAaTh BEIOOP MCIIBITYEMOI TKaHU
(oprana)

JUist ~ MyTareHoB — IpsSMOro  JAeHCTBHUs  (TIOJOXKHUTENbHAsS
MYTareHHOCTh B OaKTEepHUAIbHBIX TeCT-cucTeMax 0e3 S9)*

Jns  MyTareHoB  OpsAMOro  JedcTBUS  (NOJOXKUTEIbHAsS
MYTareHHOCTh B OaKTepUAIbHBIX TeCT-cUCTeMax 0e3 S9) u
COE/IMHEHUH, U3BECTHBIX CBOEH KJIAaCTOT€HHOCTHIO*

B dyacTtHOCTH, NWIIP TPU TIOJOKUTEIBHOH MYTareHHOCTH B
OaKTepHaAIBHBIX TECT-CHCTEMax ¢ S9

MyTareHHblli  MEYEHOYHBIH METAa0OJUT U3BECTEH CBOUM
00pa30BaHUEM B UCIIOJIb3YEMBIX HCIIBITYEMbIX BHJIAX JKUBOTHBIX
WHIYKIUEH KPYIIHBIX aJyKTOB

TpeGyercs obocHOBaHUE (CIIOCOO NEHCTBUS, CICU(UYHBIN IS
XUMHYECKOTO  KJlacca, ¢ 00pa3oBaHHWEM  HEYCTOHYMBBIX
OCHOBHBIX ~ YYaCTKOB ~WJIM  OJIHOIIETIOYEYHBIX  Pa3pHIBOB,
npeamectsyromux nospexaeHuro  JIHK, xoropoe moxer
npuBoAUTh K MyramusMm). Cregyer o000CHOBaTh  BBIOOD
UCIIBITYyeMOM TKaHH (OpraHa)

[Tpu y6enutensHOM 000CHOBaHUU

* J;ist MyTareHoOB HEMPSIMOTO ACHCTBUS (TPEOYIONIUX META0OTUIECKON aKTUBAIINH ), HEOOXOIUMO
MOKa3aTh JOCTATOYHYIO SKCIIO3UIIMIO K META0OIUTY (MEeTaboIuTam).

HccnemoBanus in ViVO cienyeT MJIaHUPOBATh, MPUHUMAs BO BHUMAHHE

CymiecTBytomue A0KyMmMeHThl Coro3a MO0 TEHOTOKCHYHOCTH. Pe3ynbTarhl
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Ha/JIeKaero Ttecrta IN VIVO, MOTYT CHOCOOCTBOBaTh YCTaHOBIICHHIO
CHELM(PUUHBIX JIJIS1 COEUHEHUS MPEJEIIOB COAEPKAHUS PUMECEH.

40. Ilpumech, umeromias OOMIMM C JIGKAPCTBEHHBIM BEIECTBOM HWJIU
POJICTBEHHBIMH  COCIMHEHUSMU  CTPYKTYPHBIH TpHU3HAK  (HAmpHUMep,
OJIMHAKOBBIM CTPYKTYPHBIA NPU3HAK B TOM JK€ IOJOKEHUU U XUMHUYECKOU
Cpe/ie), MOXXHO CUuTaTh HeMyTareHHou (kmacc 4 mno Ttabmuue 1) mnpu
OTPULATENIbHBIX pE3yJbTaTaX HCHBITAHUS HTOrO MaTepuaja B TECTE€ Ha

MYTareHHOCTb Y OaKTepHi.

VIIl. YcraHoBieHUE XapaKTEepPUCTUK PUCKOB

41.1lo pe3ynbTaTam OILIEHKH OIACHOCTH, OMHCAaHHON B paszneine 6,
Ka)KJas npuMech OyJeT OTHECEHa K OJTHOMY U3 ISITH KJIacCOB Mo Tadnune 1.
B HacrosmeM pazzene onucaHbl NPUHLMIBI YCTAHOBJICHUS XAPAaKTEPHUCTHK
PHUCKOB, HCIIOJB3YEMBIE IS pacyeTa JOIMyCTUMOIO MOCTYIUICHUS IIPUMECEH,

MpUHAIeXKauX Kiaccam 1, 2 u 3.

1. JlonmycTuMoe NoCTyIJIEHUE, OCHOBAaHHOE HA MOPOTe
TOKCHUKOJIOTHYECKOUN yTIPO3BI

42.Puck  AOMYyCTUMOTO  MOCTYIUIGHHSI ~ MYTaréHHOM  MIPUMECH,
OCHOBAHHBIA HA MOPOre TOKCHKOJOTMYECKOM Yrpo3bl, paBHOM 1,5 MKr Ha
YeJIoBe€Ka B CYTKH, CUHUTAETCS HHUYTOXHBIM (TEOPETHUYECKOE IMOBBIIICHHUE
oHkojorundyeckoro pucka < 1 cimywas nHa 100000 npu mMOXKU3HEHHOU
HKCMO3UIIMM), €r0 B I€JIOM MOXHO [0 YMOJYAaHUIO UCIOJIh30BaTh B
OTHOIIICHUU OOJBIIMHCTBA JIEKAPCTBEHHBIX MpemapaToB I pacuera
JOTTYCTUMOTO KOHTPOJIUPYEMOTO COAepKaHUs. DTOT MOAX0 ] OyJeT B HOpME
WCIIOJIb30BaThCSl B OTHOILICHWM MYTAr€HHBIX MHPUMECEH, COIEPKAIIUXCA B
JIEKApCTBEHHBIX Mpenaparax JJisl JJIUTelbHOro npumenenus (> 10 ner), npu

OTCYTCTBHMHM JIaHHBIX O KAHIIEPOT€HHOCTH (KJacchl 2 u 3).
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2. JlomycTMO€ TIOCTYIUIEHHE, OCHOBAHHOE Ha OIEHKE PUCKOB,

crienu(pUYHBIX I COCTUHEHUS

MyTareHHbIE€ IPUMECH € YCTAHOBJICHHOW KAHIIEPOTE€HHOCTHIO
(xmace 1 o Tabnue 1)

43.1lpu HAIMYUU TOCTATOYHBIX JAHHBIX O KAHIIEPOT€HHOCTH B IIEJISIX
pacyeTa JOIMyCTUMOIr0 MOCTYIUICHUSI B3aMEH MOCTYIUJICHUSI, OCHOBAHHOT'O Ha
MOPOre TOKCUKOJIOTUYECKON yIpo3bl, CIEAYET MPUOETHYTh K OLICHKE PUCKOB,
cneuuuHbix Uit coeauHeHus. CrneuuduyHoe IS COCAMHEHUS
JOITYCTUMOE MOCTYIIJIEHUE U3BECTHOI'O MYTAr€HHOTO KaHIEPOT€HAa MOXKHO 1O
YMOJIYAHUIO PACCUUTATh, OCHOBBIBASACh HA KAHIIEPOT€HHOW AKTUBHOCTU H
JIMHENHOU DKCTPAMOJISALUH.

44 Jluneitnyto  skcTpanoyisiuo ¢ T[so ,OXHO — paccuuTarh
cnenuduuHOe AN COSAUHEHHUs JTOMYCTUMOE IMOCTYIUICHHE, OCHOBAaHHOE Ha
TaKuX JIaHHBIX O KaHUEPOT€HHON AKTUBHOCTH Yy TPBI3YHOB, KaK 3HAYEHUS
THso (70361, mpuBoasmue k 50 %-Ho#l 4acToTe pa3BUTUS OHKOJIOTHYECKOTO
3a00J71€BaHMs, HSKBUBAJCHTHBI BEPOSITHOCTH OHKOJIOIMYECKOTO0  PHUCKAa,
paBHoro 1:2). Jlunelinas skcrpanossiusi BepostHoctd 1 Ha 100 000 (T.e.
UCIIOJIb30BAaHHbBIN JIOMYCTUMBIN MOXKU3HEHHBIA PUCK) JOCTUTAETCA MPOCTHIM
nenenuem T/lsp Ha 50 000. DTa mpoleaypa aHAIOTMYHA BBIYKCICHHUIO TOPOTa
TOKCUKOJIOTHYECKON yTPO3Bbl.

[Ipumep pacuera: STUICHOKCH/T

3nauenus T/so STUIIEHOKCH A COTJIACHO 0a3e JaHHBIX KaHIIEPOT€HHOU
aKTUBHOCTH COCTaBJIAIOT 21,3 MI/Kr Maccel Tenma B CyTKH (KpbIchl) U 63,7
MT/KT MacChl TeJia B CyTKH (MbImn). JJist pacueTa JOMyCTUMOTO MOCTYTUICHUS
UCIIOJIb30BaHO MEHbIIIee (T.€. 00ee KOHCEpPBATUBHOE) 3HAUEHHUE JIJISI KPbIC.

JIns moJsiydeHus J103bl, BBI3BIBAIOIIECH OMyXoJu y 1 >KMBOTHOTO Ha
100 000, pazneaum Ha 50 000: 21,3 mr/kr + 50 000 = 0,42 MKr/KT

Jliist monydenust oOuieit CyTOuHOM 1036l y UeI0BEeKa:
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0,42 mxr/kr/cyt x 50 kr maccel Tena = 21,3 MKr/cyT

CnenoBaresibHO, €XEIHEBHOE MOXKWU3HEHHOE MOCTyIieHne 21,3 MKr
ATUJICHOKCHIA OYyJIeT COOTBETCTBOBATH TEOPETUUECKOMY OHKOJOTUYECKOMY
pHCKY, paBHOMY 107, a 3Ha4HT, GyIeT JOMYCTHMBIM MOCTYILICHHEM IPH €ro
HAJMYUU B KAYECTBE MIPUMECH B JICKAPCTBEHHOM BEIIIECTBE.

B kadecTBe aibTEepHATUBBI JIOMYCKAETCSI NPUMEHEHUE JIPYTUX
YCTOSIBIIMXCSI TPAKTUK OLIEHKA PHCKOB, TAKMX KaK MPAKTUKW OLIEHKU pUCKa
UCIIOJB3YEMbIE  MEXAYHAPOJHBIMH  PETYJATOPHBIMH  OpPraHamMu ISt
MPOBEJICHUS pacyeTa MPUEMIIEMOTO MOCTYIUICHUS, JTU00 JIJIs1 UCIIOIb30BaHUS
YK€ YCTaHOBJICHHBIX UMM 3HAYCHUUN MPUEMIIEMOI0 MOCTYILICHHUS.

AJNbTEepHATUBHBIC METO/IbI U OIYOJIMKOBAHHBIE PETYJISTOPHBIE TTPEACIIbI
U1l OLUEHKA OHKOJOTMYECKOTO pHCKAa MCHOJB3YHOTCA B  KauyecTBE
aIbTEPHATHUBBI MCIOJB30BAaHUIO Hanbojee KoHcepBaTUBHOTO 3HaueHus T/lsg
U3 HCCIICIOBAaHUN KaHIEPOTCHHOCTH Ha TpPhI3yHAaX, HE3aBUCHUMO OT €ro
3HQUMMOCTHU JIJI YEJIOBEKa, B IIEJISIX MEPBUYHOTO BBISBICHUS PE3YJbTATOB
(BUI >KMBOTHBIX, OpTaH U T.lI.) C HauOOJbIIEH 3HAYUMOCTBIO ISl OLICHKU
PHUCKOB y YEJIOBEKa KaK OCHOBBI ITOJYUYEHHUs OTIPABHOM TOYKH ISl IMHEMHOU
AKCTPANOJIALIUU MOYHO IPOBECTHU TIIyOOKYTO AKCHEPTHYIO
TOKCUKOJIOTHYECKYIO OILICHKY HWMEIOIIUXCA JIaHHBIX O KaHUEPOT€HHOCTH.
Taxxe, B 1ensx aydiliero npsaMoro ydera ¢Gopmbl KpUuBoil 103a — 3G dexT, B
KaueCTBE YHUCJEHHOIO TMOKa3aTessl KaHIIEPOTCHHOM AaKTUBHOCTH B3aMEH
3HaueHn T/lsp MOKHO HMCIIOJIB30BaTh OPUEHTUPOBOUYHYIO 103y, TAKYH Kak
OPUEHTHUPOBOYHAS /1034 HIKHETO JoBepuTenbHoro mpeaena 10 % (BMDL10,
OlIECHKa HAaMMEHbIIEH J103bl, KoTOpas ¢ 95 %-Hoil BEpOSITHOCTU HNPUBEIET K
He Oonee yem 10 %-HoM wyacroTe paka y Kpbic). Torma JuHeHas
sKCcTpanosanuss Ha BepositHocTh 1 Ha 100 000 (T.e. MCHOJIB30BAHHBIM

JOMYCTUMBIA  TOKU3HEHHBI YPOBEHb PHCKA) JOCTUTAETCA MPOCTHIM

neneaneM BMDL10 ua 10 000.
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CrneunpuyHoe uisl COEAMHEHUS JONMYCTUMOE MOCTYIUIEHHE MOKHO
TaK)X€  paccuhTaTh HAa  OCHOBAaHUM  PEKOMEHAYEMbBIX  3HAYCHUH,
OIMyOJIMKOBAHHBIX MEXIYHAPOJHO MPU3HAHHBIMUA OpPTaHU3AIUSIMU, TAaKUMHU
kak BcemupHas opraHuzanus  3JApaBOOXpaHEHMs, MexXayHapoHast
nporpamma xumudeckoi OeszomacHoctu (MIIXB), Ilporpamma oreHKH
OHKOJIOTUYECKOI'0 PUCKA, WCIIOIB3Ysl COOTBETCTBYIOIIMN ITOXKU3HEHHBIN
YPOBEHb PHUCKA, PABHBIN 10°. B nenom HCTIOJIb3YEMBIN PETYJIISITOPHBIN
npeaes JO0HKEH OCHOBBIBATHCA HA HAMOOJEE CBEXXHMX M HAYYHBIX JaHHBIX
U (WJIM) METOAO0JIOTHH.

45.B WHIUBUAYaJbHOM TMOPAJKE MOXHO NPUOErHYTh K pacueram
CHEeNUPUYHOTO [JIi COEJUHEHMS JOMYCTUMOTO IMOCTYIUICHUSI MPUMECEH,
KOTOpPbIE XUMHYECKH CXOXKH C H3BECTHBIM KIIACCOM KaHIEPOT€HHBIX
COEeIMHEHMN (Kiacc-crenu(uuHoe T0MyCTUMOE TIOCTYIICHKE) MPU YCIOBUH,
YTO HKMEETCSl HayyHOe OOOCHOBaHME XHUMHUYECKOM CXOXKECTH U
NOATBEPKIAIOIINE JIaHHBIE.

46. CnenuguyHbIi TS COE€TUHEHU pacuer JOITYCTUMOTO
MNOCTYIUIEHUST MYTar€HHbIX MPUMECEH MOXKHO MPUMEHUTh K MYTarcHHbIM
npuMecsiM (B OTCYTCTBHE JAHHBIX O KaHIEPOT€HHOCTH), KOTOPbIE
CTPYKTYPHO CXOXH C XUMHUYECKUM KJIACCOM, SBJSIOIIMMCA HW3BECTHBIM
kaHieporeHom. Hampumep, oOHapyXeHbl (PaKTOpbl, ACCOUUUPOBAHHBIE C
KAHI[EPOTEHHON AaKTUBHOCTHIO MOHO(PYHKIIMOHAIBHBIX  ATKWIXJIOPHUJIOB,
KOTOpbIE MOXHO  HCIOJb30BaTh 1  MoauduKaiuu  0e30macHOro
JOTMYCTUMOTO TOCTYIUICHHS] MOHO(DYHKITMOHAIBHBIX ~AJIKWIXJIOPUIOB —
IPYIIbl ATKUAIXJIOPUJIOB, IIMPOKO UCMOJBb3YEMBIX B CUHTE3€ JIEKAPCTBEHHBIX
BemiecTB. [lo cpaBHEHHIO ¢ MHOTO(YHKIIMOHAJIBbHBIMH AJIKUIXJIOPUIAMHU
MOHO(YHKIIMOHAJIbHBIE  COEAMHEHMS TOpa3l0 MEHEE KaHIIEPOTCHHHBI,
sHaueHus T/lsp koneOmoTes B mpeaenax 36 — 1810 mr/kr/cyt (n = 15, 3a

HCKIIIOYCHHUCM OIIMXJIOPOTIWApHHA C ABYMS IIOJHOCTBIO PA3JIMYAOIIUMUCAH
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(GyHKIIMOHANBHBIMU Tpynmnamu). Takum o00pa3oM, MOXKHO HCIOJIb30BaTh
3HaueHue T/so, paBHOE 36 MI/KI/CyT, B KauecTBE OYEHb KOHCEPBATHUBHOM
KJIacC-CeIM(PUIHON  OTMpPaBHONW TOYKHM aKTUBHOCTH JIsl  pacdera
JOMYCTUMOI'0 MOCTYIUICHUS! MOHO(MYHKIIMOHAJIBHBIX ATKWIXJIOPHUIOB. ITO
3HAYC€HUE AKTUBHOCTHU, 10 MEHBIIEH MEpe, B AECCATh pa3 Huxke, yeMm T /s,
paBHag 1,25 MI/KI/CyT W COOTBETCTBYIOIIAs 0a30BOMY MOXU3HEHHOMY
MOPOTYy TOKCHKOJIOTHYECKOM yrpo3el (1,5 MKr/cyT) u, cieaoBaTesbHO,
O00OCHOBBIBAET TMOXXU3HEHHOE M MEHEEe, 4YeM IO0KU3HEHHOE eXEIHEBHOE
MOCTYIUICHUE MOHO(MYHKIIMOHATIBHBIX  AJKWIXJOPUAOB, B JECATh pa3

IIPCBBIIIAIOIICC 0a30BBIC 3HAUCHUS.

MYTaFeHHBIC INPpUMCECH C IAHHBIMHA O IIPAKTHYCCKOM IIOPOIe

47.Bce Oonpliee MpU3HAHUE TMOJYYaeT CYIIECTBOBAaHHE MEXaHU3MOB,
MPUBOAAIINX K HETUHEHHON 3aBUCUMOCTH 71032 — 3D (PEKT MM 3aBUCUMOCTHU
C IIPAKTUYECKUM IIOPOTOM, HE TOJBKO B OTHOLICHWU COCIUHCHUM,
B3aumozercTByromux ¢ He-J{HK-mumensamu, Ho takxke B orHomenun JJHK-
PEaKTUBHBIX COCTUHEHUH, 3(PGHEKThI KOTOPBIX MOAAAIOTCS MOIYJISIIIUN MTYyTEM
OBICTpON JIETOKCHKAIMK 110 BCTymuieHHs B KoHTakT ¢ JIHK wmmm 3a cuer
3¢ (PeKTUBHON pemapanuy MPOU3OMICANIET0 MOBPEKACHUSI. PerynsTopHbIit
MOAXO0J K MOJOOHBIM COSAMHEHUSM MOKET ObITh OCHOBaH Ha YCTaHOBJICHUU
J03bl, HE OKAa3bIBAIOIIEH SIBHOTO JCWCTBHUS WM, NPU HAIMYUU JAHHBIX,
UCIOJIb30BaHUU KOA((PUIIMEHTOB HEOINPEACICHHOCTH B 1ENAX pacyera
pa3pEIICHHON JHEBHOM SKCIIO3ULIMH.

48. lomycTiMOe  TIOCTYIIEHWE, BBIUMCICHHOE HAa  OCHOBAaHUU
cneruUIHON JUTsl COSTMHEHHS OIICHKH PUCKOB, MOYKHO CKOPPEKTHPOBATh Ha
0oJiee KOPOTKYIO MPOJOJDKUTEIBHOCTh MPUMEHEHHS Ha Ty K€ BEJIMYMHY,
ONMCAHHYIO B CIEAYIOMMUX TMOJpa3feiax, WA CIEAyeT OrpaHUu4UTh

1m0 < 0,5%, B 3aBUCUMOCTH OT TOro, 4To HWXKe. Hampumep, ecnu
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cnenupuyHoe I COEJAUHEHHUs] JOMYyCTUMOE TOCTYIUICHUE COCTaBISIET
15 MKr/cyT npu MNOXU3HEHHON SKCHO3UIMU, MEHEE YeM IO>KHU3HEHHbIE
npeaenasl  cojaepkaHus (Tabmuma 2) MOXKHO YBEIWYUTh IO CYTOYHOTO
noctymwienus, paBHoro 100 wMxkr (1 —10-meTHsAs TPOAOIKUTETHEHOCTH
tepauu), 200 wmxkr (I - 12 wmecsmeB) wmm 1200 Mkr
(< 1 mecsama). OgHAKO JAOMYCTUMOE CYTOYHOE MOCTYILICHHE IMPU MEHEE YeM
MECSIYHOM MPOAOJDKUATEIIBHOCTH TEPANHUK JIEKAPCTBEHHBIM IPENApPATOM C
MaKCUMaJIbHOM CyTOYHOM 1030, paBHOH, K mpumepy, 100 Mkr, Oyner

orpanuuena 0,5 % (500 mxr), a He 1200 mkr.

3. JlonmycTuMoOe MOCTYIUICHUE TIPU MEHBIIIE
YeM MOKU3HEHHOM SKCO3UIIUN

49. CraHapTHasi  OIIECHKAa  PHUCKOB  M3BECTHBIX  KaHIIEPOTE€HOB
MpeIoaraeT, YTo OHKOJOTHYECKUM PUCK YBEITWUYHUBACTCA KaK (DYHKIUS OT
HaKOTUICHHOM 103bl. TakuM 00pa3oM, OHKOJOTHYECKUM PUCK HEMPEPHIBHOTO
MOKU3HEHHOTO MIPUMEHCHUS HEOO0JIBIIION JTO3BI SKBUBAJICHTEH
OHKOJIOTMYECKOMY PHUCKY, OOYCJIOBJICHHOMY WJICHTUYHON HAKOIUICHHOU
AKCITO3UIIUH, TOJTYYEHHON B TEYEHUU MEHBIIETO BPEMEHHU.

50. OcHoBaHHOE Ha MOPOTe TOKCHUKOJIOTHMUYECKOW YIpO3bl JOMYCTHUMOE
NOCTyIUIeHHe, paBHOe 1,5 MKr/cyT, cuuTaercsa O€30MacHbIM MpHU
MOKU3HEHHOM €KEIHEBHOW AKCIO3UIMH. B HenaX mpuMeHEeHUs MEHBIIE YEM
MOKU3HEHHOM S3KCMO3UIMM K MYTar€HHbIM IPUMECAM B JIEKAPCTBEHHBIX
npenaparax MCIoJb3yeTcsl MOAX0d, B KOTOPOM MpueMJieMas HAaKOMUTEIbHAs
noxu3HenHass no3a (1,5 mxr/cyt x 25550 guerr = 38,3 mr) paBHBIMHU
YaCTAMM paclpejiesiseTcsl Ha 001ee Yucio JHEH MEHbIIEe YeM MOKU3HEHHOMN
AKCIIO3UIUM. ITO TO3BOJSET MOBBICUTH YPOBEHb CYTOYHOTO MOCTYIUICHUS
MYTareHHbIX MPUMECEH, MO CPaBHEHUIO C YPOBHEM €ro IMOXHW3HEHHOTO

MNOCTYIUICHUA, COXpaHAA IIpU I3TOM Ha COIIOCTABUMOM YPOBHEC PHCK
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MYTareHHOCTH B  YCJIOBHAX €XEIHEBHOIO IIpHEMA  JIEKAPCTBEHHOIO
npernapaTta M €ro IMepuoJUYEcKOro (He eXeIHEBHOro) npumeHeHus. Ha
OCHOBAaHUU 3TUX KOHIIEMIMNA cocTaBieHa Tabiauna 3, B KOTOPOM MPUBEIEHO
JOIyCTUMOE MOCTYIUICHUE IPY MEHBIIIE YEM IMOKU3HEHHBIX U MMOKU3HEHHBIX
AKCIIO3UIMUAX B XOJI€ KIMHUYECKON pa3pabOTKu U nocie perucrpanuu. [Ipu
IIPEPBIBUCTOM NPUMEHEHHHU JONYCTUMOE CYTOYHOE IOCTYIUICHHUE CIENYET
ONpEeAeNATh Ha OCHOBAHMM OOIIEr0 4YHUCIa JAHEW NPUMEHEHUsS B3aMeH
IIPOMEXYTKOB BPEMEHM, B paMKaxX KOTOPBIX OCYILECTBIISAIOCH IPUMEHECHUE
JIEKapCTBEHHOI'0 IIpemnapara, a 4YHCJIO JHEH IPUMEHEHUs JIOJDKHO
COOTHOCUTBCA C COOTBETCTBYIOLIEH KAaTEropuerd MpOAOJLKUTEIBHOCTH,
yKa3zaHHoil B Tabmuue 3. Hampumep, [I0mycTMMOE MOCTYIUICHUE
JIEKAPCTBEHHOI'O IIperapara, IpUMEHIEMOI0 OJMH Pa3 B HENEIIO B TEYCHHUE

nByx JeT (T. €. 104 gus mpumeHeHus), 0ynet coctaBisaTh 20 MKr/mpo3a.

Tabanma 3
JlonycTrumoe NocTyIuieHue eAMHUYHON IIPUMECH
[IponomKUTeNnbHOCTD >1-12 >1-10 > 10 xeT o
< 1 mecsma o
Teparuu MECSIIEB JIeT MMOKU3HEHHON
Cyrounoe NIOCTYIUIEHHE 120 20 10 15

(Mkr/cyT)

Knununyeckas pazpaboTka

51. YpoBeHb 10MyCTUMOro MOCTYIUICHHS K10 €IMHUYHON NTpUMecH
HA OCHOBE MPHUMEHEHHUS KOHIEMIWU TOCTYIUJICHUS 3TOW MPUMECH MEHBIIIEC
YeM B MOKM3HEHHOM HKCIIO3WIMU TMPUBEIEH B Tabmuile 3 s Pa3IdyHBIX
CPOKOB Tepamuu B XOA€ KIMHUYECKOM pa3pabOTKu JIEKapCTBEHHOTO
mpernapara BIUIOTh JI0 3aBepIIeHUs] KIMHUYeckux uccienoBanuii |11 dasbl.
OTH  CKOPpPEKTUPOBAHHBIC  3HAYEHHUS  JIOMYCTUMOTO  TOCTYIUICHHSI
oOecrieunMBaOT ypOBEeHb pHcka, paBHeM 1 cmoydaro ©Ha 1000 000,

HA paHHEM »JTafne KIMHAYECKOW pa3paboTKH, KOTAa eIe TMojib3a He



29

yCTaHOBJIeHA, U paBHBIM 1 cimydaro Ha 100 000 — Ha Oosee MO3MHUX CTaAMSIX
pa3paboOTKHU.

52.YCTaHOBJIEHUIO TIOpOra TIOCTYIUIEHUS MYTAreHHbIX MpuMecen
MEHBIIEr0, YeM IMOXU3HEHHOE JIOMyCTUMOE TOCTYIJIEHUE MYyTareHHBIX
npuMeceld B JIEKAPCTBEHHBIX Mpenaparax MpPeJuIeCTBYET YCTaHOBJIEHUE
CTaQAUMHBIX  MPEAEIOB  IMOPOrOB  TOKCHUKOJIOTMYECKOW  Yrpo3bl ISt
KIMHUYECKOW pa3paboTku. Pacuer MeHbIIero mopora IOCTYIUICHUS
MyTareHHBIX TPUMECEH, YeM MOXKU3HEHHOe aomyctumoe nocryrmienue (JI1)
OCHOBBIBAETCS] HA IPUHIMUIIE MpaBuia Xa0epa, 3aKII0YaIOIIErocsl B TOM, YTO
npousBeneHne konneHtpanuu (C) u Bpemenn (T) — ecTh BenUYMHA
nocrostaHas (K). B ¢Bs3M ¢ 3TUM KaHIEPOTCHHBIN 3PPEKT ompeaensieTcs Kak

I[OSOfI, TaK U IIPOAOJLKUTCIbHOCTBIO OKCIIO3UIIHH.

\ 3@50 MKT
_~.Y Pacuernas Jlo03a, U1

OHKOJIOTHYECKOT0 pUCKa 1 ciyd4ait
Ha 100 000

10000

1000}

£
1y

8%

2

-

=

®b: 300-10x%

100 ===T=======9

120 mkr i
| ®b: 60-5x

20 MKT 1 ®b: 10-1x

10 ——— e ———

10 Mkr

‘0@?,

1,5 mkr
=== [Ipeanaraemas npuemiemMas 103a

1E| ®B: «Koxpduument Oe3omacHOCTH» — Ppa3HHIA
F| (Makc./MHH.) MEXKAy pacdeTHOH U MpejJiaracMoun
J103aMHU

Jl03BI (MKI/CyT), IOCTYMAIOIIUE B JICHh TCPAITHH

r=3 r=y

1 10 30 100 365 1000 3650 25500

Yuciio gHENH NDUMEHEHUS

=

PacueTHass cyTouHas g03a MyTareHHOW INPUMECH, COOTBETCTBYIOIIAS
TEOPETUUECKOMY OHKOJOTHYECKOMY PHUCKY, paBHOMY 1 ciyuaro Ha 100 000,
KaKk (PYHKIIUSA TPOJOJDKATETLHOCTH TEpalid B CPABHEHUHU C JIOMYCTUMBIM

MOCTYIUICHUEM, PEKOMEHJOBAHHBIM B pazneie 7.3.
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CmiomHass JWMHHAS HAa PUCYHKE |  TpEncTaBideT JIMHEWHYIO
3aBUCHUMOCTh MEXJy BEIWYMHOW CYTOYHOTO IOCTYIUIEHUS MYTareHHOU
IPUMECH, COOTBETCTBYIOLIEH OHKOJIOTHYECKOMY DHCKY, paBHOMy 107°, u
YUCIIOM  JHEW  JiedeHus.  Pacduer  OCHOBBIBAETCS  HA  MIOpOre
TOKCUKOJIOTUYECKON yTPO3bl, IPUMEHSIEMOM B HACTOSIIIUX TPeOOBaHUAX ISl
MOKU3HEHHOM Tepanuu, T.€. 1,5 MKI/cyT 1o cieayouiei popmyre:

1,5 Mkr X 365 nHe# X 70 neT (IPOoJ0IKUTENBHOCTD XKU3HH )

MeHee yeM noxxkusHeHnHoe Il = —
O611ee YUCI0 JHEH JeYeHUs

Torma pacueTHoe CYyTOYHOE MOCTYIUJIEHHWE OyJEeT COCTaBJsITh 1,5 MKr
npu 70-jeTHEH NPOAOJLKUTENLHOCTH u3HHM, 10 Mkr — mpu 10-nerHen
POJOJDKUTENBHOCTH KU3HHU, 100 MKT — Ipu rogoBOM MPOAOJIKUTEIBHOCTH
Ku3HU, 1270 Mkr — npu l-mMecs4yHOW NPOMOIKUTEIBHOCTH KWU3HU U
npubnu3uTenbHo 38,3 Mr mpu OJHOKPATHOM J03€; BCE 3TO MPUBOJIUT K
OIMHAKOBOMY  KyMYJSTUBHOMY  TIOCTYIUIEHMIO M,  CIEJOBAaTEIbHO,
TEOPETHUYECKH K OJIMHAKOBOMY OHKOJOTHUYeCKOMY pucky (1 ciydail Ha
100 000).

[TynkTupHas kpuBas oTpakaeT (aKTHYECKOE CYTOYHOE MOCTYILICHUE,
CKOPPEKTUPOBAHHOE II0 MEHBIIEH, YE€M IIOKW3HEHHAs OKCIO3WLUHU B
COOTBETCTBUHU C PEKOMEHJAIMSIMU pa3zjieia 7 HACTOAIMMX TpeOOBaHUU s
IpPENnapaToB, HaXOAAIMXCS B KJIMHAYECKOW  pa3paboTke, 151
3apETUCTPUPOBAHHBIX TPENAPATOB. JTU MpEIaraéMble MPENEibl B LEIOM
CYLUIECTBEHHO HHWXE pACUETHbIX 3HAYeHUH, 4YTO JaeT KO3 ULIHUEHTHI
0€30MacHOCTH, YBEIIMYMBAIOIIHAECS 10 Mepe COKpaLICHUs
MPOJOJKUTEIBHOCTH TEPAUH.

[Ipennaraemoe  JOMyCTUMOE  CYTOYHOE  IOCTYIUIEHME  TaKkKe
COOTBETCTBYET  OHKOJOTHYECKOMY  pHCKy, paBHomy 10°,  ecinm
IIPOJOJDKUTEIIBHOCTh TEPANIMK HE MPEBBIIACT 6 MECALIEB M, CIECIOBATENBHO,
MPUMEHUMO K paHHUM KIIMHUYECKUM UCCIIEIOBAHUSIM y

I[O6pOBOHBH€B/HaHI/ICHTOB, KOraa I10Jib3a €€ HC YCTAHOBJICHA. B »stom
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ciydae kod(dduIMeHThl O€30MacHOCTH, IIOKa3aHHbIE B BEpXHEM rpade,
yMeHb1atoT B 10 pas.

53. K ximHHueckuM ucciaenaoBaHusM | ¢aspl ¢ mpoaoKUTEIEHOCTHIO
npuUMeHeHus 10 14 JHEeW MOXHO NMPUMEHHTh alIbTePHATUBHBIA IMOIXOJ K
CTPOTrOMY UCIOJIB30BAaHUIO CKOPPEKTUPOBAHHOIO JIOMYCTUMOTO OCTYIUICHUS
mo00il  MyrareHHOW mnpumecHu. Ilpm 3TOM TOAXO0HE€ KOHTPOJO HA
JOMYCTUMBIX TpeJenax, ONMUCAHHBIX B pasjelne 7, Mojjiexar JUIlb NPUMECH,
SBIIAIONINECS M3BECTHBIMM MYTareHHbIMM KaHIleporeHamu (kiacc 1 1o
Tabnuie 1) ¥ W3BECTHBIMH MyTareHaMH C HEW3BECTHBIM KaHIIEPOTCHHBIM
noTeHuuaioM (kiacc 2 mo Tabnuie 1), a TakkKe MPUMECHU U3 KOTOPTHI
XUMHUUYECKOTO KJIacca, BBI3BIBAIOIIEIO OmNaceHus. Bce ocTaiabHble MpUMECH
paccMaTpuBaIOTCS B KauecTBE HEMyTareHHbIX. K HUM OTHOCSATCSI MPUMECH,
coJiepKalife CTPYKTypHble Tpu3Haku (kjmacc 3 mo Tabmuie 1), KOoTopbie
camu 1o cebe He TpeOYIT OLEHKM IMpU TaKOM OTrpaHUYEHHOUN

IPOJIOJKUTENBHOCTH | (hazbl.

3aperucTpupoBaHHbIE TIperapaThl

54.Kareropun  NpOJOJKUTENBHOCTA  TEpalid € JOMYCTUMBIM
NOCTYIUIEHWEM, YyKa3aHHble B TaOnuie 2 [ 3aperucTPpUPOBAHHBIX
IpernaparoB,  NPEAHA3HAYEHbI  JUISI  NPUMEHEHUS K O0XHJIAEMOH
MPOJOJIKUTEIBHOCTH ~ JKCIO3UIMU Y OOJIBIIMHCTBA  MAI[MEHTOB.
[Ipensaraemoe MOCTYIJIEHWE MPUMECEH BMECTE C PA3JIUUYHBIMU CLIEHAPUIMU

MPUMEHEHHUS TaKOTO TOCTYIJICHUS PUMECel ONrcaHbl B Tabmwiie 4.
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Tabnuua 4

IIpumepsl cLieHapueB KIMHUYECKOTO IIPUMEHEHMS C PAa3JIMYHOM IIPOJOJIKUTEIBHOCTBIO
BMEILIATEIbCTBA U1 IPUMEHEHHS JOIYCTUMOTO IOCTYIIIEHUS

CueHapuii

Jomycrtumoe
IIOCTYIUICHUE
(Mkr/cyT)

[IponomxurenbHOCTh Tepanmuu <1 Mecsua: HanpuMmep, 3SKCTPEHHO
IIPUMEHSIEMbIE CPEICTBA (AHTUIOTHI, AHECTE3MsI, OCTPbIM HMILIEMUYECKHUIl
UHCYJIBT), CCHUJIbHBIN KE€PaTo3, JICYCHHE BILICH

[IpomomxurensHOCTh  Tepanmuu > 1-12  wmecsueB:  Hampumep,
MIPOTHBOMHUKPOOHAsI Tepanus ¢ He Oosiee yeM 12-mecsyHOM Tepamnuen
(BI'o), [IapeHTEPAIBHOE [IATaHue, npopHIaKTHIECKHE
IPOTUBOIPUNIO3HbIE CpeAcTBa (~5 MecsleB), MeNTUYecKas s3Ba,
BCIIOMOTaTEJIbHBIE PpENpONYKTUBHBIC TEXHOJIOTUHU (BPT),
IIPEKIEBPEMEHHBIE pozbl, DKJIAMIICHS], IpeoNnepauoOHHas
(rucTepaKTOMHUSA) Tepamnus, JIEYEHHWE TMepeJoMOB  (KpaTKOCPOUYHOE
IPUMEHEHHE, HO C JUINTEIbHBIMU MEPHUOJaMU OTYBbIBEICHHS)

[IponomxurensHocts Tepanuu > 1-10 ser: Hampumep, cragus
3a00J€eBaHUs C KOPOTKOM OXHMJIAaeMOH MPOAOIIKUTEIbHOCTBIO KU3HU
(TspKenas 00J1e3Hb Anbureiimepa), HET€HOTOKCUYHAs
IIPOTUBOOITYXO0JIEBAs Tepanusi, IPUMEHsAeMasl y MOIYJIALUN MalUuEHTOB C
JUINTEIbHON BBDKMBAEMOCTBIO (PaK MOJIOYHOM KeJe3bl, XPOHUYECKHUI
MUEINoJIeiiK03), MpenapaTsl, CHEIHaIbHO MpeJHa3HAUYEHHbIE NIl MEHee
yem 10-1eTHEro mpUMEHEHHUs, Npenaparbl, NPUMEHSIEMbIE MPEPHIBUCTO
JUISL JIEYEHHSI OCTPBHIX BO3BDATHBIX CHMITOMOB  (XPOHHYECKHil Tepriec,
MPUCTYIBl  MOJAArpbl, AaJJUKTUBHOE  pPacCTPOMCTBO, TaKoe  Kak

*kk

IpeKpalleHue KypeHus), AereHepanus Makyisl, BUY

[IponomxurensHOoCTh Tepanuu > 10 neT 10 MOKU3HEHHOM: HaIlpuMep,
MIOKa3aHUs C XPOHUYECKUM IPUMEHEHHEM C BBICOKOH BEPOSTHOCTBHIO
MO’)KU3HEHHOTO TMPUMEHEHUs] B IIMPOKOM JMAala3oHE BO3pPACTOB
(apTepuanbHas TUNEPTEH3Us, TUCIUNMIEMHs, OpOHXHalbHAas acTMa,
Oone3nb  AnblreiiMepa (3a  UCKIIOYEHHEM  TsDKEJIOW  OoJyie3HH
AnbureiiMepa), TopMoOHaJbHas Tepanus (HampuMep, TOPMOHOM pOCTa,
TOPMOHOM  UIUTOBHMJIHOM  JKeNe3bl, MapaTUPEOUJHBIM TOPMOHOM),
ounoaucTpodus, IMU30QpeHus, Aenpeccus, Icopuas, aTONUYEeCKUl
JepMaTUT, XpOHMUYecKas oOcTpykTuBHas Oone3Hb Jerkux (XOBJI),
MYKOBHCIIM103, CE30HHBIN M KPYTJIOTOINYHBIN AJIJIEPTUYECKUN PUHUT

120

20

10

1,5

*

B Ttabnune npuBeneHsl 00IIKME TNPUMEPHI, KaxAbld MpUMep CJlelyeT aHaJIW3HpOBaTh B
UHAUBUAYyallbHOM mopsaake. Hampumep, 10 MKr/cyr Moryt ObITh NPUMEHUMBI B CIydasx
OTpaHUYEHHOM 0XKH1aeMOl MPOJAOIKUTENBHOCTH )KU3HH MallMeHTa, HalpuMep Tsbkesast 001e3Hb

AnbrreiiMepa, Jaxke €Cliv IPUMEHEHHE ITpenapaTa MOXKeT MpeBbIcUTh 10 ser.
*%

[IpepriBUCcTOE mnpuUMeHeHHWE B TeueHue Oosee 10 €T, HO Ha OCHOBAaHUM PACUETHOU

HaKOILJICHHOM A03bI, OHO NOITAaa€T B KaTCrOprro >1-10 ner.



33

Kk
BUY cuurtaercs XpOHMYECKHMM IOKazaHueM, HO coycts S5 — 10 jer k mnpenaparam
(bopmHpyeTCsl pe3UCTEHTHOCTD, B CBSA3H € YeM mepexosT Ha Apyrue BUY-npenapatsl.

*

55. B HEKOTOpBIX Ciyyasx AJid 3aperUCTPUPOBAHHBIX JIEKAPCTBEHHBIX
MpEnapaToB y MOATPYINNbl MOMYJSIHAA MAalUEHTOB BO3MOXKHO MPOJIUTH
TEpamui0 CBEPX BEpXHEW TpaHUIIBl €€ MPOAOIKUTEIHLHOCTH (HAIpUMED,
Tepanus, paCCUMTaHHAsA Ha MPOJOJLKUTENBHOCTh 1-10 ner npu nomyctuMom
NOCTYIUIEHHUH, paBHOM 10 MKr/cyT, MOXeT ObITh MpojJieHa cBbilie 10 ser u
COCTaBJIATh 15 jieT). DTO MpUBENET K HUYTOXKHOMY YBEJIMUYECHHUIO PHCKA
MYTar€éHHOCTH (B TMPHUBEACHHOM TMPUMEPE K YBEIWYEHUIO PHUCKA
myTtareHHoctd g0 1,5 cmydaes Ha 100 000) mo cpaBHEHHIO € OOLIUM
pacyeTHBIM PUCKOM JIJIsl OOJIBIIMHCTBA MAIMEHTOB, MOJTYYAIOIIKUX TEPAIUIO B

teueHue 10 jer.

4. lonycTrMoO€ MOCTYIUIEHUE HECKOIBKUX MyTareHHbIX IpUMecei

56.K kaxmoil OTAENbHO B3SITOW NPUMECH CJIEAYET MPUMEHSTh
OCHOBAaHHOE€ Ha IIOPOT€ TOKCHKOJIOTUYECKOM  yIpO3bl  JOIyCTHUMOE
noctymienue. Ilpym Hamuuum AByX TpuMeced Kiacca 2 WM Kjacca 3
OPUMEHSIOTCS MHAUBUIyalbHbIe mnpenensl. [Ipu Hammuuu Tpex u Oomee
npuMeced kiacca 2 WM Kjacca 3, BKIIOYEHHBIX B CHEUU(PUKALMIO Ha
JIEKAPCTBEHHOE  BEUIECTBO, CYMMY MYTAareHHbIX IPUMECEH  CIEAYET
OrPaHUYUTh B COOTBETCTBUU C TAOJIMIIEH S JUI MpenapaTroB B KIMHUYECKON
pa3paboTKe U 3apEeruCTPUPOBAHHBIX MIPENAPATOB.

S7.Kaxplil akTHUBHBI WMHIPEIMEHT KOMOWMHHPOBAHHBIX MpEnapaToB

MOJIJIEKUT OT/ICIIbHOMY PETYJIMPOBAHUIO.

Tabmuma 5
JlormycTrmMoe NMoCTymIeHne HECKOJIBKUX TPUMECEN
[TponomKUTENBHOCTD >1-12 >1-10 >10 et mo
<1 mecsna N
Tepanuu MECSIICB et OXXH3HEHHOM
CyrouHoe MOCTYILJICHHE 120 60 30 5

(MKr/CyT)
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58.B pacuer cymmapHOro mnpejelia BKJIIOYAIOTCS JHIIb MPUMECH
KJIacCOB 2 U 3, BKJIIOUEHHBIE B crieNU(UKAINIO HA JIEKAPCTBEHHOE BEILIECTBO.
OpHako mpuMecu €O CHEUM(PUUHBIMU Ui COCAMHEHMSI WM KIIAaCCOBBIMU
npeaesiaMu JOMyCTUMOro noctyrieHus (kiacc 1 mo tabnauue 1) He ciaexyer
BKJIIOUAaTh B CyMMapHbIE MpeeNbl COACpX)aHUS INpuMeced kiacca 2 u
kiacca 3. Kpome TOro, mnpoaykThl Jerpajganuu, oOpasyronmecs B
JIEKapCTBEHHOM Ipenapare, NoAJIeXaT OTACIbHOMY KOHTPOIIIO U CyMMapHbIN

npeaci K HUM HC IIPUMCHACTCA.

5. UckimroueHnsa 1 THOKOCTh MOAXO0J0B

59. [1oBBIIIEHHOE TOMYCTUMOE MOCTYIJIEHHE MOKET ObITh 00OCHOBAHO,
€CJIM SKCIO3UIMA YeJOBEKa K MpUMECH OyAEeT ropa3zo BbIIE U3 JIPYTUX
UCTOYHUKOB, HaIlpUMep, MUIIM WIK SHIOTEHHOro MeTabonu3ma (Hampumep,
dbopmanbaerun).

60. nnuBuyanbHble HCKIIOYEHHSI HCIOJNb30BAaHUS HAJJICKAIIErO
JOMYCTUMOTO TIOCTYIUJIEHUSI MOXKHO OOOCHOBAaTh B Ciy4yae TSKEIOTo
3a00JIeBaHUsA, KOPOTKOW OKHUJAEMOM MPOAOKUTENBHOCTH KU3HU, MO3THEM
nebTe  XpPOHMYECKOTO  3a00JeBaHUs WJIM OPU  OrPaHUYCHHOCTH
TE€pPaneBTUYECKUX BO3MOKHOCTEH.

61. CoenuHeHuss M3 HEKOTOPBIX CTPYKTYPHBIX KJIACCOB MYTarcHOB
MOTYT MpOSIBIIATh YPE3BBIYANHO BBICOKYIO KAHLEPOT€HHYIO aKTUBHOCTH
(koropTa, BbI3bIBAIOLIAsl OIMACEHMs), HampuMep, aduIaTOKCMHOMOI00HbIE-,
N-HUTPO30- ¥ aJKWIIA30KCU-CTPYKTYpbl. Ecium B KayecTBe mnpuMeceit
JEKapCTBEHHBIX  MpemapaToB  OOHAPYKMBAIOTCS  ATH  COEIMHEHUS,
JOMYCTUMOE TIOCTYIUICHHE 3THUX BBICOKO AKTUBHBIX KAaHIIEPOTEHOB OymyT
CYILIECTBEHHO HUXE, YEM JIOMYCTUMOE MOCTYIUICHHE, 3a/ITaHHOE HACTOSIIUMU
TpeboBaHusiMu. HecMoTpsi Ha BO3MOXXHOCTb HCIOJIb30BAHUS PUHIUIIOB

HACTOAIIIUX TpC6OBaHHfI, B LICIIAX 000CHOBaHUS AOIIYCTUMOT'O NOCTYIIIICHUA
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npemnapaTtoB, HaxoAsAmUXcs B (apmaneBTHUYECKOM — pa3paboTke, U
3apEeTUCTPUPOBAHHBIX IIPEIApaToB, CIEAYET BBHIPAOOTaTh WHIWBUAYAIbHBIN
MOAXO0JT C HCHOJIb30BAaHHEM, K MpPHUMEPYy, JAHHBIX O KaHIIEPOTCHHOCTH
OJIN3KOPOJICTBEHHBIX CTPYKTYp (IIpH HAJIUYUN).

62. OnucanHble B pasjaenie 7 MOAXOAbI K OIEHKE PHUCKOB NMPUMEHHUMBI
KO BCEM IIyTSAM BBEJICHUS U KOPPEKIUHU JOMYCTUMOTO MOCTYIUICHUS B 1IEJIOM
He TpeOyroT. MckirodeHus MOTyT KacaTbCsl CHUTyalluid, KOrja JaHHBIC
MPEIoNararoT MyTh-CHeIM(PUIHBIC OMaCeHUsI, KOTOPBIE CJIEIyeT OlICHUBATH
B WHIUBHIYATHHOM IMOPSAKE. DTH TMOAXOABI TAaKKEe MPUMEHHUMBI KO BCEM
MOMYJISIUAM TAIlMEHTOB B CBSI3M C IMPUMEHEHUEM IIOJXOJIOB IO OIICHKE

PHUCKOB, UMCIOIIUX KOHCCpBaTHBHBIfI XapakTep.

VIIIl. Koutpomns

63. CtpaTerusi KOHTPOJs TMpeAyCMaTpuBaeT clenaylomee (HO He
OTPaHUYUBAETCS ITHM):

KOHTPOJIb KadecTBa MaTepuasioB (BKJIOYAas CHIPhE, HCXOIHBIC
MaTepuaibl, MPOMEKYTOUYHBIC MPOAYKTBI, PEarcHThl, PACTBOPUTEIIH,
MaTepHuabl IEPBUYHON YITAaKOBKH);

YCJIOBHSI DKCILTyaTaliy TUIOMIAAKUA U 000PYyI0BaHMS;

KOHTPOJIbHBIE MEPBI, BCTPOEHHBIE B AU3alH MPOIecca MPOU3BOICTBRA,;

BHYTPHUIIPON3BOJACTBEHHBIC METOIBI KOHTPOJIS (BKITFOUAS
BHYTPHUIIPOU3BOACTBEHHBIC UCTIBITAHKS U TIApaMETPHI TIPOIIecca);

KOHTPOJIb KadecTBa dapmareBTHIECKOM cyOcTaHIInH u
JIEKapCTBEHHOTO Mpernapara (HampuMep, BBITYCKAIONTUE UCTIBITAaHU ).

64. Ecan mpumech oTHeceHa K kiaccy 1, 2 mimm 3 mo Tabmmme 1,
HE0OXOoAMMO  pa3paboTaTh CTPATETHI0 KOHTPOJIA, 00ECIeUnBAIONTyIO
colepkaHUE dOTOW TIpuMecd B  (apMaleBTHYECKON CyOCTaHIIMM U

JICKAPpCTBCHHOM npemnapare HMIKC AO0IIyCTUMOT O npeacia.
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@DyHIaMEHTAIBHBIM JJISI BBIPAOOTKM HAJJIEKAIIMX KOHTPOJIEH SIBIISIOTCS
rIyOOKHe 3HaHMS B 00JIacTM  XMMHM  TIpollecca  MPOU3BOJCTBA
(dapmalnieBTHUECKOW CyOCTaHIMM M JIEKAPCTBEHHOTO IIpernapara, a TaKxkKe
NOHUMAHNE COBOKYIHOW CTaOWJIBHOCTH (papMalleBTUUECKON CyOCTaHIUMU U
JIEKapCTBEHHOIO Mpernapara.

65. PazpaboTka cTpaTeruu KOHTPOJST MYTAareHHBIX MpUMeEcEel B
JIEKapCTBEHHOM IIpernapare COOTHOCUTCS C IPOLECCAaMU  YIIPaBJICHUS
puckamu, ykazanHbiMM B riaBe |l IIpaBun Hagyiexanied mpou3BOACTBEHHOM
IIPaKTUKA  EBpasHiCKOro  3KOHOMHYECKOTO  CO03a,  YTBEPKICHHOU
Pemennem Coera EBpa3uiickoll 3KOHOMHYECKON KOMHCCHUHM OT 3 HOsIOps
2016 1. Ne 77 (nanee — IlpaBuna mpou3BOJACTBEHHON mpakTuku). Ctparerus
KOHTpOJIA, OCHOBaHHAas Ha [OHMMaHUM Ipernapara MW Ipouecca U
UCIOJIb30BAHUU MPUHIUIIOB YIIPaBJICHUs pUCKaMH, 1aCT KOMOMHAIUIO IIJIaHa
U KOHTPOJISl MpoLecca U HaJJIeKaIUX aHATUTUYECKUX UCTIBITAHUN, KOTOPbIE
TAaK)K€ I[O3BOJIAT CMECTUTh KOHTPOJM Ha  BBIIIECTOSILIHME  CTaJUU
TEXHOJIOTMYECKOTO  Mpolecca W~ MUHUMU3UPOBaTh  HEOOXOJIMMOCTb

VCTIBITAHUA KOHEYHOT'O MPOTYKTA.

1. BapuaHTbI KOHTPOJISI IPOU3BOICTBEHHBIX
(TEXHOJIOTUYECKHX ) IPUMECEI

66. BeiiensaoT dYeThlpe MOTEHIMAIbHBIX TOAX0Ja K pa3paboTke
CTpaTeruy KOHTPOJIS (papMaleBTUUECKOM CyOCTaHIUU:

Bapuantr 1. BkiouuTh HCHBITAHME HAa MPUMECh B CHELU(PUKAIUIO
(dapmaleBTHUECKONW CYOCTaHIIMHM C KPUTEPUEM MPUEMIIEMOCTH PaBHBIM WM
MEHbIIE Ipeeia MPUEMIIEMOCTH, UCIOJb3Ys HAJISKAIIYI0 aHAIUTHYECKYO
METOAUKY.

[Ipu mnoaxome K KOHTPOJIO HA OCHOBE BapuaHTa | BO3MOXKHO

INPUMCHCHUC TICPHOJNYCCKUX IIPOBCPOYHBIX HUCIBITAHUN B COOTBETCTBUU C
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npwioxeHueM Ne 2 K pyKOBOJACTBY IO COCTaBJIICHHID HOPMAaTHUBHOIO
JOKyMEHTa 10 KayecTBY JIEKapCTBEHHOTO mpemnaparta. llepuomuyeckue
POBEPOYHBIE UCIBITAaHUS OOOCHOBAHBI, €CIIM MOXXHO TI0Ka3aTh, YTO
CoJIepKaHUE MYyTareHHoOW mnpuMecu B (papMalleBTUYECKOM CyOCTAHIIMU HE
npesbimaetr 30 % mpexnena NpUeMIIEMOCTH NO MEHBLIEH Mepe ISl IIECTH
MOCJIEIOBATEIbHBIX ONBITHO-NPOMBIIIJIEHHBIX WM TPEX MOCIEAOBATEIbHBIX
MPOMBILIUICHHBIX cepuii. EClii 3TO yclioBHE HE BBIMOIHAETCS, PEKOMEHTyEeTCS
UCIIOJIb30BaTh ~ PYTMHHOE  MCOBITAHME M3 COenu(UKAUUd  Ha
(dapMaleBTUUECKYI0 CyOCTaHIIMIO.

Bapuant 2. BKiIIOYWTH HCHBITAHHE HA MPUMECHh B CHELU(PUKAIUIO
ChIpbs, HCXOJHOrO0 MaTepuaja WM IPOMEKYTOUHOrO MPOAYKTa WIM B
KaueCTBE BHYTPUIIPOU3BOICTBEHHOIO KOHTPOJIS ¢ KPUTEPUEM IIPUEMIIEMOCTH
PaBHBIM WJIM MEHBIIE INpenesa MPUEMIIEMOCTH, HCHOJb3Yysl HaJJIeKAIIYIO
AHATMTUYECKYIO0 METOAUKY.

Bapuantr 3. BKiIIOYHTH HCHBITAHME HA MPUMECHh B CHELU(PUKAIUIO
ChIpbs, HCXOJHOIO0 MaTepuaja WM NPOMEKYTOUHOrO MPOAYKTa WIH B
KaueCTBE BHYTPUIIPOU3BOICTBEHHOIO KOHTPOJISI C KPUTEPUEM ITPUEMIIEMOCTH
PaBHBIM WJIM MEHBIIE IMpenesa MPUEMIIEMOCTH, HMCHOJb3Yysl HaJJIeKAaIlyIo
AHAIMUTUYECKYID METOAMKY, BMECTE€ C MOATBEPKIACHHBIM I[OHHUMAaHUEM
CyIbObl MPUMECH M OYUCTKM OT HEE W CBA3AHHBIX KOHTpOJEH mporuecca,
00€eCIeunBaONINX COJEp)KaHUEe MPUMECH B (papMalleBTUUECKOW CyOCTaHIIMU
HUOKE TIpefiesia TIpuemyieMocTH 0e3  HEOOXOIMMOCTH  KaKHX-JTHOO
NAJIbHEHUIINX UCIBITAaHUM.

OTOT BapuaHT OOOCHOBaH, €CIM  COJAEpKAHUE TMPUMECH B
dbapmanieBTHueckoit cyoctanuuu He 1npesBbimaer 30 % ot  mpedena
OPUEMJIEMOCTH TpPU aHAJU3€ JAHHBIX O3KCIEPUMEHTOB J1ab0paTOpHOTO
MmaciTada (PEeKOMEHAYIOTCS AKCIEPUMEHTHI C MPUOABICHUEM NPUMECH) U

pu HGO6XOI[I/IMOCTI/I, INOATBCPIKACHHBIC PC3yJIbTaTaMM dHAJIM3a OIIBITHO-
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MPOMBINUICHHBIX WIH KOMMeEpYeckux cepuil. [[ns o0ocHOBaHUS BapuaHTa 3
JOITYCTUMBI aJIbTEPHATUBHBIE TTOAXO/IBI.

Bapuant 4. OTka3 OT aHaJIUTUYECKUX MCIBITAHUN HA COAEpKaHUE
IpUMECH U €€ BKJIIoUEHUs B crernudukanuto. Takoil BapuaHT NMPUMEHUM B
CJIy4ae, €CJId BBIIIOIHSIOTCS BCE CIEIYIOIINE YCIOBHUS:

XOpOIIO 0OXapaKTEPU30BaHbI TapaMeTPhl MPOU3BOICTBEHHOTO IIpoLiecca
U €ro BJIMSHHUE HAa OCTATOYHOE COJEP’KAHHWE IMPUMECH, BKIIOYAS CBEACHUS
OTHOCUTEIBHO JANbHEUIIET0 XUMHUYECKOTO HW3MEHEHUS TMPUMECU U
BO3MOKHOCTEN OYMCTKHU IPOU3BOJACTBEHHOM JINHUU OT 3TOU IIPUMECH,

CoJiepKaHuEe MPUMECH HAXOIUTCS HIKE MpeJiera NPUeMIIEMOCTH.

Crparerusi KOHTpOJIA, IOJAramIiascsi B3aMEH aHAJTUMTUYECKHX
UCIIBITAHUN HAa KOHTPOJIM TIpOIliecca, MOXKET ObITh 00OCHOBaHAa, €CIU €CTh
MOHMMAaHUE XUMHUYECKOr0 Mpoliecca U NapaMeTpoB MPOLECCa, BIUSIONUX HA
COJIepKaHUE MYTAar€HHbIX MpUMEced, M PHUCK COXPAHEHUS NPUMECU B
rOTOBOM JIEKAPCTBEHHOM BELIECTBE BBIIIE MPEAEIa TPUEMIIEMOCTH SIBISIETCS
HUYTOKHBIM. BO MHOTHUX clly4asix JOCTaTOYHO OOOCHOBAHUE 3TOTO MOJIX0/a
K KOHTPOJIKO, Ha OCHOBAaHWM OJIHMX JIMIIb HAYyYHBIX NPUHIUIOB. Jlis
00OCHOBaHHS TMOJXOJla Ha OCHOBE BapuaHTa 4 MOXXHO HCIOJIb30BaTh
AJIEMEHThl HAYYHOW OIIEHKH PUCKOB. OIIEHKa PUCKOB MOET OCHOBBIBATHCS
Ha (U3UKO-XUMHUYECKUX CBOWMCTBAxX mpumecerd U Kod(DPUIUEHTaX, KOTOPhIE
IPUCBAMBAIOTCA MPOLECCaM, OKa3bIBAIOIIMM BIHMSHUE HA XUMHUYECKOE
M3MEHEHHE MPUMECU U BO3MOKHOCTH OYMCTKH MPOU3BOACTBEHHOUN JTUHUU OT
sToil mpuMecH. K gaHHBIM mponeccaM OTHOCIT XMMUYECKYH0 PEAKTUBHOCTb,
PacTBOPUMOCTb, JIETY4YECTh, HIOHU3UPYEMOCTh U JIFOObIE (PU3NYECKHE CTAIUU
mpoliecca, HalpaBJICHHbIC Ha yJalieHHe npumeced. Pe3ynbraThl mogoOHOM
OLICHKHM PHUCKOB MOKHO BBIPAa3UTh B KayeCTBE pacueTHOro kosdduimeHta

OYMCTKH HJI IIpoHeccCa yAaJICHUA IIPUMCCH.
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BapuaHnt 4 0co0eHHO TOJIe3eH IS MPpUMecei, KOTOpPbhIe HECTAOUIbHBI
o CcBoed Tpupoae (HampuMmep, THOHWIXJIOPUI, KOTOPBIM OBICTPO H
MOJIHOCTBIO pEarupyer ¢ BOJIOM), WJIM KOTOpBIE J00AaBISIOTCS HAa PaHHHUX
CTaJusIX CUHTE3a U MoJIBepraroTcs 3PGHeKTUBHON OUUCTKE.

B HekoTOpbIX ciydasix MOJX0J BapuaHTa 4 MOXET OBbITh MPUEMIIEM B
OTHOIIICHUU MPUMECH, KOTOpas oOpa3yeTcsi WM NPUBHOCUTCS Ha MO3JHEU
CTaJM CHHTE3a, OJIHAKO B 3TOM cliyyae Jjisi 0OOCHOBAHHUS ATOTO MOAXOa

HEO0OXO0IMMO MPEJICTABUTh MPOIIeCC-CIEIU(PUIHBIC JTaHHBIE.

2. [Togxoapl K KOHTPOJTIO MPOU3BOICTBEHHBIX
(TEXHOJIOTHYECKUX ) TIPUMECEH

67.]ln1 mMOIXOAOB K KOHTPOJIKO HA OCHOBE BapuaHta 4 1pu
HEJOCTAaTOYHOCTH OOOCHOBAHUS, OIHPAIONICTOCS JIMIIb Ha Hay4YHBIS
OPUHIMIIBI, a TakXKe ISl MOJXOJ0B K KOHTPOJIIO Ha OCHOBE BapuaHTa 3,
CJIeTyeT MPE/ICTABUTh AHAIMTUYECKHUE JIaHHbIE, 00OCHOBBIBAIOIINE TTOAXO K
KOHTpoJIt0. K HHM OTHOCATCS HaaJIekKallue CBEICHHUS O CTPYKTYPHBIX
U3MCHCHUSAX  TMPUMECH, OOYCIOBJICHHBIX  HWKECTOSIIUMH  CTaAHSIMHU
XUMHUYECKOTO  CHHTe3a («Ccyap0a»), pe3yibTaThl aHajlu3a  OIBITHO-
NPOMBIIUICHHBIX CEpUM U, B HEKOTOPHIX CIydasiX, MCCICIOBAHUS
7abopaTopHOTO MacmiTada ¢ HaMEPEHHBIM MPUOABICHUEM MPUMECU
(«uccnenoBanus c TnpubaBieHMeM»). B 3TUx chaydasx HeEo0X0IuMO
MOATBEPAUTh, UYTO AapPTyMEHT B TIOJb3y CYABOBI/OYUCTKA OT TPUMECH
HaZekKeH W OynmeT Bcerma oOecredyrnBaTh HHUYTOXXKHYIO —BEpPOSTHOCTH
COXpaHEHUs MPUMECH B TOTOBOM JICKAPCTBEHHOM BEIIECTBE BBINIC Mpeesia
IPUEMIIEMOCTH.

68. Eciiu k03¢ (QUIIMEeHT OYMCTKM OCHOBAaH HA JAHHBIX MO pa3paboTKe,
HEOOXOMMO MPOAHATU3UPOBATh BO3MOXKHYIO 3aBHCUMOCTH (OTCYTCTBHE

SaBI/ICI/IMOCTI/I) OT MacliTada IMpoOn3BOJACTBA. Ecnun manomacmrabnas MOACJIb,
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UCIIOJB30BaHHASl HA CTaJuU pa3pabOTKe, HE CUUTAETCA PENPE3CHTATUBHOM
KOMMEpPYECKOMY  Maciitaldy, cjleayeT TMpeACTaBUTh MOATBEPKICHUE
HAJICKHOCTH KOHTPOJISI HA OMNBITHO-TIPOMBINIIEHHBIX U (WJIM) HayalbHBIX
KoMMepueckux cepusix. Ha mnoTpeOHOCTh B JaHHBIX OMBITHO-MIPOMBIIIJIEHHBIX
WM KOMMEPYECKHX CEpUsSiX BIUAIOT BeJIMYMHA KOA(PQUIIMEHTa OYHUCTKH,
paccuuTaHHasi C TOMOINbIO JAaHHBIX JIA0OPATOPHOTO WJIU  OIBITHO-
MPOMBILICHHOTO MaciiTada, ToYKa BXOXKIEHUS TPUMECH U 3HAHUS
0 TOYKax MpOIlecca OUYNCTKU Ha HIDKECTOSIMX cTtaausx (downstream process
purge points).

69.Ecaiu  Bapuantel 3 u 4 o000CHOBaTh HEBO3MOXXHO, TO B
crenu(uKauio Ha ChIpbe, HCXOJHBIM MaTepual WIH TPOMEKYTOUHbBIN
MPOJYKT JTUOO0 B KaU€CTBE BHYTPUIIPOU3BOJACTBEHHOTO KOHTPOJISI (BapHaHT 2)
win  ¢dapmaneBTUUecKo cyOcTaHuuu (BapuaHT 1) cieayeT BKIIOYUTH
UCIIBITAHWE HA TPUEMIIEMOE CoJepkaHue IpuMecu. B OTCyTCTBHE HMHBIX
000CHOBaHUN OXUJAETCS, YTO K KOHTPOJIO MNpUMECEH, MPUBHOCHUMBIX Ha
nocjeaHeN CTaluu CUHTE3a, OyJIeT MPUMEHSTHCS M01X0/] BapyuaHTa 1.

70.Ecnmu  comepkaHhe MYTareHHOW TIPUMECH HUXKE TMPEJEIIoB
NPUEMIIEMOCTH, TO NPUMEHEHUE MNPUHIMUIA «HAUMEHBIIEH MPaKTUYECKON
1eaecoo0pa3HocTy  HeoOs3aTelbHO.  AHAJOTMYHO,  HEoOs3aTeIbHO
MOATBEPKIATh, YTO U3YUYATUCh AJIbTEPHATUBHBIC ITyTH CUHTE3A.

71.Ecnu MeTonbl KOHTPOJISI HE TMO3BOJSIIOT CHU3UTH COJICP)KAHUE
MyTareHHOM TMPUMECH HHUXKE TOpora IMPUEMIIEMOCTH, a COJIEpKAHUE
COOTBETCTBYET IMPUHLIUITY «HAMMEHBIIEN MMPAKTHUYECKOU
11eJ1€CO00Pa3HOCTH», OCHOBBIBASICh HA aHAIN3€ COOTHOIICHUS «IOJb3a —

PUCK», MOJKHO YBCINYUTD ITPCACII.

3. KOHTpOJ'IB HpI/IMeCGﬁ B paMKax MEPpUuOANICCKUX WCHBITAaHUMN
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72.1lpuBeneHHbIC BBINIE TPUMEPHl BKIIOYAIOT B ce0s CiIy4dau, Mpu
KOTOPBIX B CHEHUMUKAIMIO PEKOMEHAYETCS BKJIIOYUTH HCIBITAHUE Ha
OLICHKY COJIepKaHUsl TpUMEced, OJHAKO PYTUHHOE TMPOBEICHHE TaKOTO
UCIIBITAaHUSl TIPU BBIIMYCKE KaXIOW CEpUH JIEKAPCTBEHHOIO IIpernapara
(bapMmarieBTHUECKON CyOCTaHIIMM) MOXET He TpeboBaThea. Ilogxom c
KOHTPOJIEM  IpUMECe B  paMKaX  IEPUOJUYECKUX  MCIIBITAHUU,
1enecoodpaseH, eciii €CTh BO3MOXKHOCTh IKCIIEPUMEHTAIBHO TOATBEPIUTD,
4TO TMPUMEHSEMBbIE METOJbI OO0pabOTKH (OYMCTKH) IOciae OOpa3oBaHUs
(mpuBHECEHUsA) MPUMECH IMO3BOJIAIOT YJIAIUTh JaHHYIO npuMmech. Cremyer
OTMETHUTbh, YTO MEPUOJUYECKUE MPOBEPOUHBIC MCIBITAHUSI BO3MOXHBI JIUIIb
IpU HUCIOJBb30BAHUM TMIPOLIECCA, HAXOJAUIErOoCs B COCTOSSHUM KOHTPOJIS
(T. €. OH JaeT KAYECTBEHHBIN Mpenapar, KOTOPbId HEU3MEHHO YIOBJIETBOPSET
cnenu@uKanysaM U COOTBETCTBYET HAJJICKAIUM O00pa3oM 00yCTpOEHHOM
IJI0IIA/IKe, 000PYA0BaHUI0, 00PAa0OTKE U PEKUMY KOHTPOJIS IKCILTyaTaIIMH ).

73.Eciin B XO0J€ WCHOBITAHUS COJEPKAHME MYTAareéHHOM NpPUMECH
pe3ynbTaThl HE BBIIECPKUBAIOT KPUTEPHU MPUEMIIEMOCTH, YCTAaHOBJICHHBIN
Il TEPUOJAMYECKOrO0  HCHOBITAHUS, MPOU3BOJUTENb  JIEKAPCTBEHHOTO
npenapara JOJDKEH HEMENJIEHHO HadaTh BBIMOJHATH IOJHBIM KOMILIEKC
UCHBITAaHU  (T. €.  NOPOBOJAWTH  HWCIBITAHHE  KAKIOW  CEpUM  TIO
KOHTPOJIUPYEMOMY TOKa3aTento). Takue NEeUCTBUS MPOJOJDKAIOTCS 10 TeX
nop, moka He OyJeT HalJeHa OJHO3HAayHas MpUYMHA Opaka, He OyayT
OPEANPUHATHL KOPPEKTUPYIOIIUE JIEUCTBUS W HE OyIeT JOKYMEHTAaJIbHO
NOATBEPKJECHO, YTO IMPOLECC CHOBA HAXOAMUTCS B COCTOSSHUM KOHTpouis. B
LEJISIX OLICHKH OTHOUIIEHUS TMOJIb3bl U PUCKOB PAHEE BBIMYIIEHHBIX CEPUM, HE
MOJBEPIIINXCS HMCIBITAHUSIM, HEOOXOIUMO YBEJOMHUTH YIOJTHOMOYCHHBIC
OpraHbl  rOCYJAapCTB-WICHOB O  HEBBIICPKUBAHUM  MEPUOIUUECKOTO

MIPOBEPOYHOTO UCITBITAHUS.
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4. KoHTpOJIb NPOYKTOB JIeTpalaliuu

74.HeoOxonuMoO TIOHMMAaTh 3HAYUMOCTh MEXaHHM3Ma O0Opa30BaHMS
NOTEHIMAIBHOTO MPOJYKTa JAETpadallii, OXapaKTepPU30BAHHOTO B Ka4eCTBE
MyTareHHOro,  Jijisi  MPOIIECCOB  MPOM3BOACTBA  (papmalrieBTUUYECKOU
CyOCTaHIIMM U JIEKAPCTBEHHOTO TMperapaTa U (W) IpeajaracMbIX YIIaKOBOK
U YCIOBUU XpaHeHHWs. [l ompeneneHus 3HAYUMOCTH IMOTEHIIMAILHOTO
OpOJyKTa Jerpajallid pPEKOMEHIYETCsl MPOBECTH JOJKHBIM 00pa3om
CIUTAHUPOBAHHBIE HCCIEIOBAHUA YCKOPEHHOM CTaOMIBHOCTH (HAmpHUMeEp,
40 °C/75 % oTHOcUTENIbHAs BJIAXKHOCTh, 6 MeECSIeB) B MpeagaracMoi
YIaKOBKE C HAJIEXKAIIMMH aHATUTHYCCKUMH MeETOAuMKaMH. B KadecTBe
ATBTEPHATHUBBI Tepe]] HAYaJIOM HCCIEAOBAaHUHN JOJITOCPOYHOM CTaOUIBLHOCTH
B IIEJISIX YCTAHOBJICHUS PEJIEBAHTHOCTU MYTH JAETPaJalliid MOXXHO MPOBECTU
JOJDKHBIM 00pa3oM CIUTAaHUPOBAHHBIE KUHETUYECKH SKBUBAJICHTHBIE Ooliee
KOPOTKHE UCCEA0BaHUS CTAOMIBHOCTH MpH 00Jiee BRICOKUX TeMIepaTypax B
npeaiaraeMoi yrmakoBKe. ITOT BU UCCIICIOBAaHUM OyAeT 0C000 MOJE3eH s
MOHUMAHUS 3HAYMMOCTH Te€X TIMOTEHIUAIBHBIX TMPOAYKTOB JIeTrpajallii,
OCHOBAHHBIX HA 3HAHWM TOTCHIMAJIBHBIX IMyTEW Jerpajaiuu, KOTOpbIE,
OJIHAaKO, HE OBLIN BBISABJICHBI B Mpemnapare.

/5.Ecim  mo  pe3yibraTaM TaKMX YCKOPEHHBIX HCCIIEIOBaHUU
OKHMJIA€TCsl, UTO 0Opa3oBaHUE MPOJyKTa Jerpajaluu Oy1eT mpuoImKaThes K
npeaeny MpueMJIEMOCTH B TMpeJlaraéMol yIMakOBKE W YCIOBUSAX XpaHEHUS,
TO CleayeT TMPHUHATH MEpbl 10 KOHTPOJIO OOpa3oBaHMs MPOIYKTa
nerpaganui. B 3TUX ciaydasx B OTCYTCTBUU WHBIX OOOCHOBAaHUM CIEIyeT
MPOBECTH  MOHUTOPUHT  TPOAyKTa  Jerpaganuu  QpapmareBTUYeCKOn
CyOCTaHIIMM WUIM JIEKAPCTBEHHOTO IperapaTa B OCHOBHBIX HCCIIEAOBAHUSIX
JOJITOCPOYHOM  CTAaOMJIBHOCTH B MpeJylaraéMblX YCIOBHUSAX  XpaHEHUS

(B mpemmaraeMoi KomMepdeckod ymakoBke). IlpuromHocts mpenena
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cnenu@uKay Ha MyTareHHBIM MPOAYKT AeTpajanuu OyaeT, Kak MpaBuio,
3aBHCETh OT PE3yJIbTaTOB ATUX UCCIICIOBAHUN CTAOMIILHOCTH.

76.Eciu  mpeamnosaraercsi, 4ro pa3paboTka cocTaBa WU BapHaHTHI
JM3aifHa YIIaKOBKH HE 00€CTICUMBAIOT KOHTPOJIb COJIEPIKAHHS MYTareHHOTO
NpOMyKTa Jerpajallid Ha YpPOBHE, HE TPEBBIMIAOINIEM  Mpeaes
MPUEMJIEMOCTH, a COJACp)KaHWE SBJSICTCS HAUMEHBIIUM MPAKTHYCCKU
nesiecooOpa3HbIM, HAa OCHOBAaHWW aHajin3a OTHOIICHHUS TMOJIb3bI K PHCKaM

MOHO 000CHOBaTh 00JIE€ BHICOKUM ITOPOT.

5. YnpapieHue Ku3HEHHBIM [IUKIIOM

['7. HacTosumii paszen MIPUMEHSIETCA K rpernaparam,
3apEruCTPUPOBAHHBIM IIOCJE BCTYIUIEHUS B CUIIY HacTosAux TpeboBaHuUi.

7/8.DneMeHThl CHUCTEMBl KadecTBa UM OOS3aHHOCTH PYKOBOJCTBA,
onucanuble B riase ||l [IpaBun npou3BOACTBEHHON MPAKTUKH, JOMYCKAaOT
WCIIOJIb30BAaHUE HAYYHBIX M OCHOBAaHHBIX HAa AaHAJIN3€ PHUCKOB IMOJIXOJIOB K
KOKJIOMY O3Taly JKM3HEHHOTO I1MKJIAa, TEM CaMbIM, CIIOCOOCTBYS
HEMpPEPHIBHOMY COBEPIICHCTBOBAHUIO IMPOU3BOJCTBEHHOIO TMpolecca Ha
NPOTSIKEHUH BCErO JKMU3HEHHOrO IMKJa npenapara. CucremMaTU3UpoBaTh U
aHAIM3MPOBATh 3HAaHWS O I[Ipenapare M IMPOLEcce €ro MNpOU3BOACTBA
HEO0OXO0JIMMO, HauMHasl C €ro pa3pabOTKH, Ha MPOTSIKEHUH BCEro IMepuojia
oOpalnieHusi JEeKapCTBEHHOTO IpernapaTa U 10 BbIBOJA €ro M3 oOpalleHus,
BKJIIOYAs aHAJIM3 CaMUX IPUYMH BBIBOJIA.

79.Pa3zpaboTka W COBEpIICHCTBOBaHME IIpollecca IPOU3BOJICTBA
dapmalieBTHUECKOW CyOCTaHIIMM U JIGKQPCTBEHHOIO TpernapaTra, Kak
paBUJIO, MPOJOJDKACTCS HAa MNPOTSIKEHWH BCEr0 MX JKU3HEHHOTO LUKIIA.
Heobxogumo  perynspHo  oOl€HMBaTh  (PYHKIMOHAIBHOCTH  MpoIlEecca
POU3BOACTBA, BKItOYass 3(P(EKTUBHOCTh CTpPATErMM KOHTPOJA. 3HaHUS,

MMOJIYUYCHHBIC B XOJ€C KOMMCPUYCCKOT'O ITPOU3BOACTBA, MOKXHO HCIIOJIb30BATH
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JUISL JATbHEUIIETo yriyOieHus: MOHUMaHUs Ipoiiecca U (PYHKIIMOHAIBHOCTH
pouecca, U Juisl KOPPEKIUU CTPATETUHA KOHTPOJIA.

80. Kaxxmoe mnpenioxxeHne o0 HM3MEHEHHH IIpoIlecca ITPOM3BOJICTBA
HEOOXOJIUMO  OIICHUTh Ha MOpPEeAMET €ro BJIUSHUS Ha  KayecTBO
(dbapMalleBTUUECKON CyOCTaHIIUU U JIEGKAPCTBEHHOTO Ipemnapara. ITO OIEHKY
CI€AyeT OCHOBBIBATH HA NOHHMAaHUM IIpoOllecca IPOU3BOJICTBA, MO €€
pe3yibTaTaM CleayeT ONpeNeNuTh, TPEOYIOTCS JU JUIsl aHajdu3a BIUSHUSA
npeUiaraéMblX HM3MEHEHUM HaJjexamue ucnbiTanus. Kpome Toro,
COBEPIICHCTBOBAHMUE AHATUTUYECKUX METOJAUK MOXKET TMPUBECTU K
CTPYKTYpHOU HJIeHTHU(UKAIIUK TIpUMEcH. B ATUX ciydasix HOBasi CTPYKTypa
MOJUICKUT OIICHKE Ha MPEeIMET MYTareHHOCTH B COOTBETCTBUHM C
HACTOSIIIIUMU TPEOOBAHUSIMHU.

81. Ha mpoTsbkeHnH KM3HEHHOTO [UKJIa Mpernapara CaeAyeT peryaspHo
OIICHUBAaTh HEOOXOAMMOCTb HCIBITAHUN MPU BO3ZHUKHOBEHUM HaMEPEHHBIX
WK CIIy4yaHbIX HW3MEHEHMH mpoiiecca. ITO TpeOyeTrcss B OTCYTCTBUH
PYTUHHOTO MOHMTOpPUHIA TIpEJEeoB mpuemieMoctu (Bapuant 3 u 4
NOAXOJIOB K KOHTPOJIO) WIM TIPU NPUMEHEHUU MEPUOJHYECKUX, a HE
MOCEpUNHBIX HCTBITAaHUN. [loI0OHBIE MCHBITAHUS CIEAYyEeT MPOBOIUTH Ha
COOTBETCTBYIOLIEH CTaUHU MPOLECCA POU3BOICTBA.

82.B HEKOTOpbIX chydasgxXx B LEJIIX HENPepbIBHOW CTaOMIBHOCTU
U BO3MOXKHOCTEH IMpOIECCOB, OOECMEUMBAIOIIUX HAICKAIIUNH KOHTPOJIb
MpPUMECH, IIeJeCO00pa3HO UCIMOJB30BAHWE CTATUCTUYECKOTO KOHTPOJIS
mpouecca W OTCICKHWBAHWME  TEHACHUWMHW  M3MEHEHHM  Ipolecca.
[Ipy cTaTUCTHYECKOM KOHTPOJIE MPOLECCA MOKHO UCIOJIb30BATh MAapaMETPhI
mpoliecca, BIUSIONIME Ha OOpa3oBaHME NPUMECH WM OYHUCTKY, JdaXKe
€CIM TpUMECh HE TOABEPraeTcs PYTHHHOMY MOHHUTOPUHTY (Hampumep,

BapUaHT 4).
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83.Bce wum3MeHeHHMs CcleIyeT MOABEeprarh BHYTPEHHHUM IIpoOIleccam
yIpPaBJICHUS U3MEHEHUSIMU, SIBIISIOIIMMCS] YaCThIO CUCTEMBI KayecTBa (TJiaBa
1l TIpaBun npousBojacTBEHHOM mpakTUku). OO0 HW3MEHEHUSX CBEJCHUI,
COJICPKAIIUXCSI B PETUCTPAIIMOHHOM  JIOChE€  3apPErUCTPUPOBAHHOTO
JIEKApCTBEHHOI'0 Mpemnapara, CiaeAyeT cooOIaTh YIOJIHOMOYEHHBIM OpraHam
rocyJIapCTB-4JICHOB B COOTBETCTBUU C TPEOOBAHUSIMU 3aKOHOAATEIHCTBA

Coroza.

6. Bopochkl KIIMHUYECKOM pa3paboTKu

84. O6menpu3HaHO, YTO B XOJi¢ pa3paOOTKU 3HAHHS O Tperapare u
IPOLIECCE YBEIUYUBAIOTCS, CIEA0BATENBHO, MPEIIONAraeTcs, YTo JIaHHbIX B
O00OCHOBAaHME CTPATETMH KOHTPOJS Ha CTAIUM KIMHUYECKOW pa3pabOTKu
OyJeT MeHbIle, YeM Ha CTaJuu perucrpauuu. B 1mensx paccTaHOBKU
OPUOPUTETOB  HAJ| AHAJIUTUYECKUMU  YCWIHMAMH  HaJl  [PUMECIMH,
o0naiamuMu HanOOJIbIICH BEPOSITHOCTBIO IPUCYTCTBUS B
dapmanieBTHUECKOW CyOCTaHIIMM U JIEKAPCTBEHHOM TMpernapare, CileayeT
PUIEP)KUBATHCS MOAXO0/Aa, OCHOBAHHOTO HA PHCKAaX, HCIOIb3YysS OCHOBBI
XUMHUYECKOW TEXHOJIOTMH. AHATUTUYECKUE JaHHble HE OXUIAIOTCA B
00OCHOBaHME paHHEW KIMHUYECKON pa3pabOTKH, KOrna BEPOSTHOCTD
OPUCYTCTBUS TPUMECH HHU3KOE, OJIHAKO B aHAJIOTMYHON CHUTyaluu
aHAIMTUYECKUE JAHHbIE MOTYT OBbITh II€JIecCO00pa3Hbl B 0OOCHOBaHUE
MOJX0Jla K KOHTPOJIO, OMHCAHHOTO B PErHCTPAIMOHHOM JIoChe. Takxke
NPU3HAETCS, YTO MOJ00pP KOMMEPUYECKOTO COCTaBa MPOU3BOJIUTCS Ha OoJjee
MO3HEM 3Talle KIMHUYECKON pa3pabOoTKU, MO3TOMY YCUIIHS, 00YCIOBIICHHBIE
OPOAYKTaMH JIeTpajallii JIEKApCTBEHHOT'O IIperapaTta, Ha paHHHUX ¢azax

MOT'YT OBITH OT'PaHUYCHBI.
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IX. JokyMeHTauus
Jlocbe Ha KIIMHUYECKUE HCCIIEAOBAHMS

85. Okuyaercs, 4To YKMCIO CTPYKTYP, IPOBEPEHHBIX HA MYTareHHOCTD,
1 00bEeM aHAIMTHUYECKUX JAHHBIX HA MPOTSKEHUU KIMHUYCCKOU pa3paOOTKH
OyJlyT yBEIUYUBATHCH.

86. lnsa I da3el mpoaomKUTENBHOCTRIO 14 NHEW W MEHBINE CIeayeT
BKJIIOYWTHh OMNHCAHUE JEWUCTBUU 10 CHIKEHUIO PUCKOB MYTAareHHOCTH,
COCPEIOTOYEHHBIX Ha MIPUMECSAX KJIAacCoB | M 2, a TakKe COCTOSIIMX B
KOTOpPTE€, BBI3BIBAIOIICH OMNACEHWs, IEPEUHUCIEHHBIX B paszaene 7. [nsa
KIIMHUYECKUX uccienoBanuit | ¢aszbl, NpoaobKUTEIbHOCTRIO Oosiee 14 nHel,
U KIMHUYECKUX HCCcaeqoBaHuil 2a a3kl HEOOXOJUMO JOMOJHUTEIIHHO
BKJIIOUUTH MPUMECH Kiiacca 3, TpeOyIore aHaTuTHYECKOTO KOHTPOJIS.

87. Ina xmmHWYeckux wucciaenoBanmii IIb u III da3 nHEO0OXOTMMO
BKJIIOUUTH TEPEUCHb MPUMECEH, OIIEHEHHBIX Ha MpPEeAMET KOJIMYECTBEHHOU
CTPYKTYPHO-(YHKIIMOHAJILHON 3aBUCHUMOCTH, a TaKXK€ OIHUcaTh J0ObIe
(dakTHUecKue M MOTEHUHUaJbHbIE NpUMECH KiaccoB 1, 2 u 3 BMecTe C
IUIaHAMH 110 KX KOHTpoymo. HeoOxomaumo omwmcats in Silico-cuctembr
KOJINYECTBEHHOU CTPYKTYPHO-(YHKITMOHATLHOU 3aBUCUMOCTH,
WCIIOJL30BAaHHBIC I TMPOBEACHUSA OICHKH. HeoO0Xoaumo mpeacTaBUThH
pe3yabTaThl UCIHBITAHUN (PAaKTUYECKUX TMPUMECE Ha MYTareHHOCTh B
OakTepUaIbHBIX TeCcTax. B3aMeH aHaJIUTHYECKUX JIaHHBIX MOTEHIMATbHBIX
MIPUMECEH, KOTOPbIE MOTYT IPUCYTCTBOBATh C HU3KOU BEPOATHOCTHIO, MOTYT

OBITH TIPUEMJIEMbl XUMUYECKHE JIOBOJIbI, ONMCAHHBIC B pa3jeie 8.6.
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PeructpanumonHoe 10che JIEKapCTBEHHOTO Mperapara
B (hopMmaTe 00111ero TEXHUYECKOT0 IOKYMEHTA

88. HeoOxoaumo nipeACTaBUTh OCHOBAHMS KJIaCCU(UKALIMK TTPUMECEH B
KauecTBe  MYTareHHbIX s (AKTUYECKUX W MOTEHIUMAIbHBIX
MPOW3BOACTBEHHBIX TPUMECEH, a TaKXe TMPOAYKTOB JETpajaliil Ipu
MIPOBEICHUH OIICHKH B COOTBETCTBHUH C HACTOSAIIMMH TPEOOBAHUSIMH .

OHM OymyT BKJIIOYaTh pPE3yJbTaThl M OMNHCAHWE WCIOJIb30BaHHBIX
in silico-cuctem KOJIMYECTBEHHOMN CTPYKTYpPHO-(YHKIIMOHAIBHOM
3aBUCUMOCTH U, COOTBETCTBEHHO, BCIIOMOTATEIbHbIC CBEACHUS IS
COCTAaBJICHHS OOIIEro 3aKII0UEHHUS 110 TPUMECSM Ki1accoB 4 u 5,

€CIM TPUMECH H3yYCHBl B TECTaX Ha MYTareHHOCTh y OaKTepui,
HEO0OXOAMMO MPEJICTABUTh COOTBETCTBYIOIINE OTUYCTHI.

Heobxoaumo MpEeACTaBUTD 000CHOBaHUE npeasiaraeMom
cnenu@UKany 1 MOAX0Ja K KOHTPOJIIO. DTU CBEIEHHUSA, HAMpPUMEpP, MOTYT
BKJIFOYATh JOMYCTUMOE IOCTYIUICHHE, PACIIOI0KECHHE M YyBCTBUTEIHLHOCTH
COOTBETCTBYIOIIETO MOHUTOPHHTA. B OTHOIIIEHNN BapruaHTOB 3 U 4 MOX010B
K KOHTPOJIIO HEOOXOJMMO TPEACTAaBUTh PE3IOME JaHHBIX O KOd(hPuIueHte
OYMCTKH M yKa3aThb KOHTpOJUpYyoIMe ¢GakTopel (Hampumep, CTaauu

MpOIECCa, PACTBOPUMOCTh B TPOMBIBAIOIINX PACTBOPAX).




[Tpunoxxenue Ne 1

K TpeGoBaHUSM K OIICHKE U KOHTPOJTIO
JIHK-peakTuBHBIX (MyTareHHbBIX )
IIPUMECEH B JIEKAPCTBEHHBIX CPEIICTBAX
B IIETISIX CHIDKCHUS TTOTEHITNAIBLHOTO

KaHIIEPOTC€HHOTO PHUCKa

YKA3AHUA
no npumMeHeHuto TpedoBanuii k oueHke u KOHTpoIw0 JHK-peakTuBHBIX
(MyTareHHbIX) NpuMeceil B JIEKAPCTBEHHBIX CPEICTBAX B LEJIAX
CHHM KEHUS NOTEHIMAJIbHOT0 KAHIEPOT€HHOT0 PUCKA

Bapuantsl [Ipumenenue IIpumeHenue Kommenrapun
K (hapMaleBTUUECKOH | K JIEKapCTBEHHOMY
cyOcTaHIMH npenapary

Peructparus nekapcTBEHHBIX IpenapaToB
Y BHECCHHE M3MEHEHUI B PETUCTPAIIMOHHOE JOChE

JlekapcTBeHHBIN npenapaTt a Ha OcHoBHas LeNb
13 HOBOH (paHee He TpeGoBanwmii k
pa3penieHHou K OLICHKE U
MEJIULITHCKOMY koHTporo JTHK-
MPUMEHEHUIO) PEaKTUBHBIX
bapmarneBTUYECKON (MyTareHHbIX )
cyOcTaHIMH npumecei
B JIEKAPCTBEHHBIX
CpelCTBax U
YCTaHOBJICHUIO
TpaHUI
MOTEHIMATBHOTO
KAHIIEPOT€HHOT O
pucka (nanee —
TpeboBanust)
JlexapcTBeHHBIN TIpenapar Her Ha Paznen 4.2
U3 pa3pelIeHHON K TpeboBanmii
METUITMHCKOMY
MIPUMEHEHHUIO
dbapmareBTUIeCKOn
CyOCTaHIIMH C HOBBIM
COCTaBOM
BCIIOMOTaTENbHbBIX
BEIIIECTB
OpurnHanbHbINA [a Ha PaccmarpuBaercs B
JIEKapCTBEHHBIN KayecTBe
npenapar, mojaH Ha JIEKAPCTBEHHOTO
MpoIenypy IPUBEIACHUS npermnapara,
PEruCTPAlMOHHOIO J0ChE M3TOTOBJIEHHOTO U3
B COOTBETCTBUE C HOBOM
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Bapuantsl [Ipumenenue [Ipumenenue Kommentapun
K (papManeBTUYECKON | K JIGKAPCTBEHHOMY
cyOCcTaHINH npenapary
IIpaBunamu perucrpauuu (dapmareBTHIECKOI
Y DKCIIEPTHU3bI CyOCTaHIIMH C TOUKH
JIEKAPCTBEHHBIX CPEJICTB 3pEHUS U3yUCHUS
JUISL MEAUIIUHCKOTO MYyTareHHOCTH
MIPUMEHEHUS
YTBEP>KI€HHBIMU
Pemenunem CoBera
EBpazutickoit
SKOHOMHUYECKOU
KOMHUCCHH OT 3 HOSIOpst
2016 1. Ne 78. IIpu a3Tom
JIEKApCTBEHHBIN ITpenapar
HE U3MEHSIICS
B perucrpammonnoe Her Her IIepeonienka pucka
JIOChE BHOCHUTCSI HOBBI MyTareHHbIX
MOCTaBUIUK npuMecei He
dbapmarneBTUUeCKOn TpeOyercs ecinu
CyOCTaHIIMH UK HOBAas CUHTE3
IUIoLIa/IKa MPOU3BOJICTBA (dapManeBTUYECKOM
dbapmareBTHYECKON cyOcTaHIMH
cyOcraniuu. 3MeHeHHS COOTBETCTBYET
npoliecca Mpon3BOICTBA paHee 0100pEeHHBIM
MIPU 3TOM OTCYTCTBYIOT METOoIaM.
3asBUTENIO ITPU
3TOM HE00X0IMMO
MOATBEPIUTD, YTO
W3MEHEHUs paHee
0JI00pEHHOTO
nporecca
MPOU3BOCTBA WU
cocTraBa Ipernapara
HE MIPOU30ILLIO.
(paznmen 4.1
TpeboBanmii)
B peructpanmonnoe Ha Ha [Tockonbky
J10Che NONYJSALNS
3apEeTUCTPUPOBAHHOTO MaIUEeHTOB U
JIEKApCTBEHHOTO pUEMIIEMBIN
npenapara ¢ OHKOJIOTMYECKHI
MOBBIIIIEHHBIMU PHUCK U3MEHUJIUCH,
npenenamu JJHK- paHee o00peHHas

PEaKTUBHBIX TIPUMECEH,
IMPUMCHAIOMICTOC IIPpU
JICUYCHUN
pacIpoCTpaHEHHOTO pakKa,
BHOCHUTCS
JIOTIOJTHUTEIbHOES
MOKa3aHue JJIs
MPUMCHCHUA 110 HC

CTpaTerus
KOHTPOJIA
npuMecen u
YCTaHOBJICHHBIE
IIPEEIIbI
COJEepKaHUs
npumecen

oTpeOyIoT
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Bapuantsl [Ipumenenue [Ipumenenue Kommentapun
K (hapMaleBTHUECKOH | K JIEKapCTBEHHOMY
cyOCcTaHINH npenapary
YIPOXKAIOLIEMY KUZHU [IEPEOLIEHKH.
COCTOSIHHIO (pa3men 4.3
TpeboBanwmii)
KoMmOnHUpOBaHHBII Ha Ha TpeboBanus
JIEKapCTBEHHBII (HOBOE BEIIECTBO) IPUMEHSIFOTCS
npenapar, coaepKarui Her K HOBOM
XO0Ts OBI OJTHY HOBYIO (M3BECTHOE BEIIIECTBO) (bapmaneBTUYECKOM
(dapmareBTUYECKYIO cyOcTaHIHH.
CyOCTaHITUIO ¥ NU3BECTHBIC TpeboBanus
dbapmarieBTUYECKHE HE IPUMEHSIOTCS K
cyOcTaHIn U3BECTHOM
(bapmaleBTUYECKOM
cyOcTaHIHH.
JlexkapcTBEeHHBIN
npenapar Oyzaer
paccMaTpuBaThCA
B KaueCTBE HOBOT'O
JIEKApCTBEHHOI'O
pernapara, H03ToMy
TpeGoBanus Oynyt
MIPUMEHSATHCS
KO BCEM HOBBIM
IPOJIYKTaM
Jerpajanuu uin
MTOBBILICHHOMY
COJIEpKaHUIO paHee
MMEBLINXCA
IIPUMECEH.
3asiBIIeHHE Ha pa3pelleHne KIMHUYECKUX UCCIIEJOBaHUM
JlekapcTBEeHHBIN npenapar Ha Ha OcHoBHas 11€TTb
U3 HOBOI1 (paHee He TpeboBanmii
pa3pemeHHon K
MEAULIMHCKOMY
PUMEHEHUIO)
bapmareBTHYECKOI
cyOcTaHmmn
Hosas dapmaneBTudeckas Her Her Bre cdepsr
cyOcTaHIus AJis MPUMEHEHUS
[IPOU3BOACTBA TpeboBanmii
IpenapaToB
IIPOTUBOOITYX0JIEBOM
Tepanuu
Hogas dapmaneBTuueckas Ha Ha MoryT OBITH
cyOcTaHIus A WHIUBUTyaJIbHBIC

IIPOM3BOJICTBA OP(PAHHBIX
IpenapaToB

HMCKJIIOYEHUS I
00J1€€ BEICOKHX
MpeJIeioB
COJICpIKaAHUS
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Bapuantsl [Ipumenenue [Ipumenenue Kommentapun
K (hapMaleBTHUECKOH | K JIEKapCTBEHHOMY
cyOcTaHIuK npenapary
npumecein
HoBbll1 nexkapCTBEHHBIN Her Ha B orcyrcTBuE

npemnapar ¢
UCIIOJIb30BaHUEM
W3BECTHOM
(bapManeBTUYECKOM
cyOCTaHIIMM TpH
OTCYTCTBUHM U3MEHEHUI
mporecca npou3BOICTBA
IIOCJIETHEH

U3MEHEHUH CHHTEe3a
(dapManeBTUYECKOM
cyOcTaHIMH
PETPOCTICKTUBHOE
MPUMEHEHUE
TpeGoBanwmii
B €€ OTHOILICHUU HE
IpeoIaraeTcs.
®dapmarneBTHYeCcKas
cyOcCTaHIHS HE
TpeOyer
MIEPEOLICHKH.
[Tockonbky
JIEKapCTBECHHBIN
npernapar npu 3ToM
HOBBIHN, O’KHJAETCS
MIPUMCHCHUE
TpebGoBanwmii B ero
OTHOIICHHUU




[Tpunoxxenue Ne 2

Kk TpeGoBaHUSM K OIIEHKE U
koHTpoto JIHK-peakTuBHBIX
(MyTareHHbIX ) MpUMeECei
B JIEKQPCTBEHHBIX CPEJICTBAX B IEIAX
CHUKEHHMS TOTEHIIMATBHOTO
KaHI[EPOTE€HHOTO PUCKa

ITPUMEPbI
NPUMEHEHUSA MOTEHIHMAIbHBIX MOAX0A0B K KOHTPOJIIO
JAHK-peakTUBHBIX (MyTareHHbIX) pUMecel B JIeKapPCTBEHHbIX
CpeACTBAX B LeIsIX CHUKEHHMS NOTEHIHAJIBHOTO
KAHLEPOTr¢eHHOI'0 PHCKA

Ciyyaii 1. IIlpuMep npuMeHeHUs BapraHTa 3 CTPATErUU KOHTPOJIS

[IpomexxyTounslii mnpoaykr X oOpa3dyeTcss 3a JBe CTaguud 10
(dapManeBTHUECKON CyOCTaHIIMU, B HEM PYyTUHHO OOHAPYKUBAETCS MPUMECH
A. Ilpumecr A sBiseTcs CTaOWIbHBIM COEIMHEHUEM M TEPEHOCHUTCS B
dapmaneBTHUeCKy0 cyOcTaHiuio. B 1ab0paTOpHBIX YCIOBHUSAX MPOBEICHO
UCCJIeIOBaHUE C MNpUOABICHUEM Pa3IUYHBIX KOHIEHTpaluil npumecu A
K MpoMexyTouyHoMmy mpoaykry X. Ilo pesynpTaTaM 3THUX HCCIEIOBAaHUN
NOKa3aHO YCTOMYMBOE ynajleHue mnpuMecn A u3 QapmaleBTUYecKon
cyoctaniuu 10 Menee yeM 30 % oOT mpeaena mopora TOKCUKOJIOTHYECKOM
YTPO3bl, AAXKE €CIIHM COJIEpKAHUE MPUMECH A B IIPOMEKYTOUHOM MPOAYyKTe X
coctaBysuio 1 %. IlockosibKy TPOMEKYTOUHBINA MPOAYKT X 00pa3yeTcs JUlIb
3a JIB€ CcTaauu 10 (apMaleBTUYECKOW CyOCTaHIMU, a COAEepKAHUE MIPUMECH
A B Hell OTHOCHUTENBHO BBICOKOE, OUYHMCTHUTENIbHAsI CIIOCOOHOCTH Mpolecca
OblIa JIOMOJHUTENBHO TMOATBEPKACHA OIpeAeieHneM npumecd A BO
MHO€ECTBE OIBITHO-ITPOMBIIIIIEHHBIX cepuii bapmareBTHUECKOM
cyOcraniuu: pesyabtrarbl  Oblmn  Hke 30% oTr mpenena mopora
TOKCHUKOJIOTMYECKON yrpo3bl. Takum o00pa3oMm, KOHTposib mnpumecu A B

IPOMEXKYTOUHOM TpoayKkTe X ¢ Kpurepuem npuemsiemoctu, pasHom 1,0 %,
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00OCHOBaH, MO3TOMY WCIBITAHUE Ha 3Ty MPUMECh B CHEHUPUKAIUU

(dhapMareBTUUECKON CyOCTaHIIMK HE TPeOyeTcs.

Cinyyaii 2. [Ipumep npuMeHEHUS BapyuaHTa 3 CTPATEruu KOHTPOJIS,
OCHOBAaHHBIN Ha IPOTHO3UPYEMOM OUUCTKE I10 PE3yJIbTaTaM
UCCIIEIOBAHUS C JOOABIEHUEM IPUMECH U UCIIOJIh30BaHUEM

CTaHJIAPTHBIX aHATUTUYECKUX METOO0B

Ucxonubiii Matepuan Y BHOCUTCA Ha 3-H CTajiuu S-CTaJUHHOIO
CHUHTE3a, B HEM C MOMOIIBIO CTAaHAAPTHBIX aHATUTUYECKUX METOJOB PYTUHHO
oOHapyxuBaeTcs TmpuMmech B B kommuectBe wmenee 0,1 %. B memsx
yctaHoBieHus: npuemsiemoctu 0,1 %-Horo mpenena B crenudukanuu Ha
UCXOAHBIM MaTepuay, OBUIO TMPOBEACHO Ja0OpaTOPHOE HCCIEA0BaHUE
OUYKCTKHU, MPU KOTOPOM Npumech B mpubapisuiack K UICXOJIHOMY MaTepUaty
Y B pa3nu4HbIX KoHICHTpaIusax (10 10 %), koahUIMEHT OUYUCTKU Ha Tpex
KOHEUYHBIX CcTafgusix o0pabotku coctaBun >500. I[Ipumenenuwe >TOTO
kod(dduimenta ounctku K ypoBHio B 0,1 % ot mpenena cnenudukanumu Ha
UCXOAHBIN Matepuan Y JaeT MPOrHO3UpyeMOe cojiepkaHue npumecu B B
dbapMaiieBTUUECKON CcyOCTaHIUM, paBHOE MeHee 2 ppm. Ilockonbky 3TO
3HAYEHHE HWXKE MPeJesia TOKCUKOJIOTHYECKOW yrpo3bl, paBHOro 50 ppm, mis
3TOW mpumecu B dapmaieBTHUeckoi cyOcranuuu, ypoBeHb B 0,1 % ot
npejaena coaepxanusa npuMecu B B cnerudukanuym Ha MCXOIHBIN MaTepHal
Y oOocHoBaH 0€3 HEOOXOIMMOCTH NPEACTABICHMS PE3YyJbTATOB aHaIN3a
OMNBITHO-TIPOMBIIIJICHHBIX WJIM KOMMEPUYECKUX Cepui (hpapMaleBTUUECKOM

cyOcTaHIuH.

Ciyuaii 3. [Ipumep npuMeHeHUsI BADUAHTOB 2 U 4 CTpaTErui KOHTPOJIS
IUISL CTPYKTYPHO CXOKHUX MYTAareHHbIX IPUMECEN

IIpomexyTounbii mpoAaykT 1-M cragumu S-CTagUKWHOTO CHHTE3a

npeaAcTaBJIsACT coOoi HUTPOAPOMATHYCCKOC COCOAMHCHUC, KOTOPOC MOKCET
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COJIep)KaTh HHU3KOE KOJIM4YecTBO mnpumecd C — MO3UIMOHHOTO H30MEpa
MPOMEXKYTOUHOTO MPOAYKTa 1-W cTaguu, KOTopas TakKe MpeCTaBIseT
co0oit HHUTpoapomaruueckoe coenunenne. KoaumdectBo mnpumecu C B
MPOMEXYTOUHOM  MpOAyKTe 1- cTaguu C MOMOIIbIO  OOBIYHBIX
AHAJTUTUYECKUX METOJIOB HE M3Yy4ajoCh, HO OHAa MOET MPHUCYTCTBOBATH B
MEHbIIIEM Koyin4decTBe. [IpomexyTouHbli nOpoaykT 1-i1 cragum uMeer
MOJIOKUTEIBHYIO PEAKIMI0 B TECT€ HA MYTareHHOCTh y Oakrtepuil. Peakius
rUApPOreHn3anuu  2-i  craguu  npuBoauT K 99 %-Hoit  KOHBepcuu
MPOMEXYTOUYHOTO  MpOJAyKTa  1-W  cTaguu B COOTBETCTBYIOIIUM
apoMaTU4YeCKUil aMuH. DTO MOJATBEPXKAACTCS BHYTPUIPOU3BOJICTBEHHBIM
UCIIBITAHUEM. [IpoBenena OIICHKa OYUCTKU OCTAaBIIETOCs
HUTPOAPOMATUUYECKOTO  MPOMEXKYTOYHOTO  Ipoaykra  1-i  craguw,
MPOTHO3UPYETCS 000N KOADPHUIIMEHT OYMCTKH, OCHOBAHHBIM Ha TOYKaX
OUMCTKM Ha mocienywomux 3-1 u 4-ii craausx mnpouecca 0OpadOTKH.
Ounctka Ha S5- cragum o0OpaOOTKM HE MPEANoaraercs, MOITOMY
cnenuduKanys Ha MNPOMEXKYTOUYHBIM TPOAYKT 1- craauu Jyuisi mopora
TOKCHKOJIOTHYECKON YTpo3bl ObliIa 3a/laHa JIsl MPOMEKYTOUYHOTO MPOIYKTa
4-i1 ctaguu (BapuaHT 2 MOAXO0Ja K KOHTPOJ0). O4YUCTKa OT MO3UIIMOHHO-
nzoMepHoi mpumecu C oxxujgaercs Ha TeX K€ TOYKAX OYMCTKH, YTO U OT
MPOMEXYTOUYHOTO MPOJyKTa 1-U cTaauu, MO3TOMY €€ COJIep>KaHHE Bcerjaa
OyIeT ropaszio HUXe, 4YeM COJEp KaHUE caMOro MPOMEXKYTOUHOTO MPOIYKTa
1-#i cramuu, MOITOMY HCHBITAHUS HE TPeOyIOTCA, a BapuaHT 4 cTpaTeruu
koHTposis mpumecu C wMoxkeT ObITh 00OCHOBaH 0€3 HEOOXOIUMOCTH

JOITOJIHUTCIIbHBIX Ha60paTOpHI)IX HJIA OIIBITHO-IIPOMBINUICHHBIX JaHHBIX.

Ciyuaii 4. IIlpuMep npuMeHeHus BapraHTa 4 CTpaTeruu KOHTPOJIS
IJ151 BBICOKOPEAKTUBHOW IPUMECH
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THOHMIXJIOPUT — BBICOKOPEAKTUBHOE MYTAar€HHOE COCIUHEHUE.
Tuonwixmopua BHOcUTCS Ha 1-W cragum S-cTaguiiHOro cuHTe3a. Ha
Pa3IMYHBIX CTAIUAX CHHTE3a HCIIOJB3YeTCs OOJIbIIOE KOJWYECTBO BOJIBI.
[TOCKONBKY THOHWIXJIOPHUJ HEMEIJICHHO PEarupyer ¢ BOJIOW, OTCYTCTBYET
BEPOSITHOCTh €r0 OCTATOYHOIO IMPHUCYTCTBUS B JICKAPCTBEHHOM BEIIECTBE.
BapuanT 4 noaxoja K KOHTPOJIIO JOMYCTUM O€3 MPE/ICTaBICHUS KaKUX-TU00

J'Ia60paTOpHI>IX WX IIPOMBIIIIJICHHBIX TAHHBIX.




