PekomeHpaumsa Konnerum EBpa3ninckon 3KOHOMMUYECKON KOMUCCUM OT 2 ceHTAOps 2019 roga Ne 25
O PykoBoacTBe Mo AOKNMHUYECKOWN U KITMHUYEeCKOW pa3paboTke KOMOMHUPOBaHHbIX JIeKapCTBEHHbIX
npenapaToB
(r. MockBa)

Konnerna EBpa3niickon 3KOHOMWYECKOW KOMUCCUM B COOTBETCTBUM cO cTatben 30 [loroBopa o EBpasunckom
3KOHOMUYeckom cotose oT 29 mast 2014 roga v nyHkTom 3 ctatb 3 CornalleHns o eguHbIX NpUHUMNax u npasmnax
obpalleHnsa nekapCcTBeHHbIX CPeacTB B pamkax EBpasminckoro akoHommuyeckoro coto3a ot 23 aekabpsi 2014 roaa, a
Takke B Lensx rapMoHM3auMmn 3akoHodaTtenbcTBa rocyfapcTB - YneHoB EBpasninckoro SkoHOMMYECKoro cotosa Ans
yCTpaHeHnss pasnuumn B TpeboBaHusaX, npeabaABnsAeMblX K [AOKMMHUYECKOM W KIUMHUMYECKOW paspaboTke
KOMOMWHMPOBaHHbIX JTEKapCTBEHHbIX NpenapaTos,

pekomeHAayeT rocyfapcTBam - YrieHam EBpasniickoro 3KoHOMMYeCKOro coro3a no ncteveHun 6 Mmecsaues ¢ gathl
onybnvkoBaHusa HacTosilwen PekomeHoaumu Ha odwuumanbHOM cavite EBpasminckoro 3koOHOMMYECKOro cotosa npu
AOKNMHUYECKON W KNUHMYECKON pa3paboTke KOMOWHMPOBAHHBLIX NeKapCTBEHHbIX MpenapaTos, (opMMpoBaHUK
perucTpaLmoHHOro [A0Cbe Ha KOMOWHMPOBAHHBLIN  NEKapCTBEHHbLIV  npenapaT, MNpPOBEAEHUU  IKCNepTU3bl
COOTBETCTBYIOLLMX AOKYMEHTOB, a TakkKe Npu peructpauum U BHECEHUU U3MEHEHWIN B PErmcTpaumoHHOe OoCbe Ha
KOMOWHMPOBAHHbLIN fIEKapCTBEHHbLIV MNpenapat npuMeHATb PykoBOACTBO MO AOKMMHWYECKOW W KIMHUYECKOW
pa3paboTke KOMONHMPOBAHHBIX NIEKAPCTBEHHbIX MPenapaToB COrNacHO NPUNOXEHNHO.

Mpn atom ucxoouTb M3 TOro, 4YTO B Crny4vae, €Cnv peanusauus MONOXeHUW ykasaHHoro PykoBoacTea
OCYLLECTBISIETCS B COOTBETCTBUM C akTamu EBpasuninckon 3kKoHOMUYECKON KOMUCCUN, NPUMEHEHWNE TaKUX MOJTOXEHUN
OCYLLECTBMSETCS C AaTbl BCTYMMEHWS B CUIy COOTBETCTBYIOLLMX aKTOB.

Mpeancepartens Konnerun
EBpa3ninickon 3KOHOMMYECKON KOMMCCUMN T. CapkucsiH
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MPUNOXEHNE

Kk PekomeHnpgauum Konnerun
EBpasnnckomn 3KOHOMUYECKON KOMUCCUN
OT 2 ceHTabps 2019 1. Ne 25

PYKOBOOCTBO
Nno AOKNMHUYECKOM U KNMHUYeCcKon paspaboTke
KOMOGMHUPOBaHHbIX JIeKapCTBEHHbIX NpenapaToB

|. O6LwKe nonoxeHusn

1. Hactosiwee PykoBoACTBO onucbiBaeT noaxodbl K AOKMIMHUYECKOW W KNUHUYEeCcKoW paspaboTke
KOMOWHMPOBAHHLIX  NEKapCTBEHHbIX MpenapatoB  ((PMKCMPOBAHHBIX KOMOWMHAUMN  AEeNCTBYIOWMX  BELLECTB,
bMKCMPOBaHHbIX A03MPOBAHHBLIX KOMOVMHALUMA AENCTBYOLWMX BELLECTB), cogepxawmx 2 unu bonee gencrsyowmnx
BeLLecTBa B O[JHOW fekapcTBeHHon dopme. [lencTByloLme BelecTsa MOryT BXOAMTb B COCTaB 3aperMcTpupoBaHHbIX
KOMBVHMPOBAHHBIX NEKapCTBEHHbIX MpenapaToB Ui MoryT ObiTb HOBbIMW. HacTosuee PykoBOACTBO cogepxuT
yKasaHusi Mo AOKIMHUYECKOW 1 KNMHNYeckon paspaboTke MKCMPOBaHHBIX KOMBMHaLUMI NeKapCTBEHHbIX CPEACTB C
y4yeToM ux npeanonaraemoro nokasaHus (nokasaHum) K NpUMEHEHNIO.

2. PaspaboTka nporpaMmmbl AOKIMHUYECKMX WUCCNEAOBaHUA KOMOWHMPOBAHHBIX NEKapCTBEHHbIX MpenapaToB
OyneT pasnuuyatbCa B 3aBUCMMOCTM OT XapakTepUCTUK OTAENbHbIX AENCTBYHOLWMX BELECTB, CYLLECTBYHLLErO
AOKMMHUYECKOrO M KMMHNYECKOrO OnbiTa NPUMEHEHNS OTAENbHbBIX KOMMOHEHTOB KOMOUHaLMW AENCTBYIOLLNX BELLECTB
M WX COYETaHHOro NPUMMEHEHWs, a TakKe OT Npeanofiaraemoro KIMHUYECKOrO NPUMEHEHNST KOMOWHMPOBaHHbIX
nekapcTBeHHbIX npenapatoB. [lpu OTCyTCTBUM OMbITa  KMAWMHWYECKOTO  MPUMEHEHUss  KOMOWMHMPOBAHHOTO
neKapcTBEHHOro npenapara, Aaxe ecnu OTAeflbHble €ero KOMMOHEHTbl XOPOLIO MW3y4eHbl, criefyeT npoBecTU
AOMNONHUTEnNbHble (CBA3YIOLME) AOKMMHUYECKNE MUCCNEefoBaHNs, KacalLlmecs OXnaaeMblX 1 BCceX NoTeHUManbHbIX
HenpeaBnaeHHbIX apMakoaMHaMMUYECKNX, hapMaKOKMHETUYECKMX N TOKCUKONOrMYECKUX B3aNMOAENCTBUN.

3. Ona noboro AOKNMHNYECKOrO MCCrneoBaHMsa KOMOMHUPOBAHHBIX NEKapCTBEHHbIX npenapaToB BbIGOp A03bI
OCHOBbIBAETCH Ha OLEHKEe MEXBUOOBbLIX PasnMumMin B (hapMaKOKMHETMKE, a Takke Ha dapMakogmHaMuke Ans Toro,
YTOObI MakCUMarnbHO OXBaTUTb KMMHUYECKYIO CUTYaLMIO Kak C TOYKN 3PEHUSs CUCTEMHOro BO34ENCTBMSA (3KCNO3nLmm)
OTAENbHbIX KOMMOHEHTOB KOMOWHALMW NeKapCTBEHHbIX CPeACTB, Tak W OTHOCUTENbHO (hapMakoAnHaMUYECKUX
a(pheKTOB, He Jonyckas nNpu 3TOM PasBUTUA Y XKMBOTHBLIX HEKINMHNYECKMX 3PMEKTOB BLICOKUX [03, KOTOpbIE MOTYT
6bITb HepeneBaHTHbIMK AN OLeHKN 6e30MacHOCTM KOMBMHMPOBAHHOIO NeKapCTBEHHOIO NpenapaTta Ans Yenoseka.

4. KombuHMpOBaHHbIe neKapCTBEeHHble MpenapaTbl MPUMEHSTCS B page CnyvyaeB C LeMnblo ynyylleHus
KMMHWYECKNX WCXOOOB Yy nauueHToB. KomMOMHMpOBaHHble NeKapCTBEHHble npenapaTbl MO  CPaBHEHWI0 C
MOHOTepanven UMetoT criegytoLime npenmyLlecTsa:

KOMOVHaUMA OeNCTBYIOWMX BELLEeCTB ynyyllaeT OTBET Y N1l C HEAOCTaTOYHbIM OTBETOM Ha MOHOTepanuio,
obnapgaet 66nbWMM 3DEKTOM 1 (Mnn) NO3BONAET BbICTpee ero AOCTUrHYTh;

KOMOUHaUMa OEUCTBYHOLLUMX BeLLeCTB yBenuynBaeT 0e30MacHOCTb B CBSI3U C MPOTEKTUBHOW aKTUBHOCTLIO
OHOro AENCTBYIOLLEro BeLecTBa B OTHOLLEHUW PUCKOB NPUMEHEHMSA APYroro AENCTBYIOLLEro BELECTBa, a TakkKe B
CBS131 C KOMOMHMPOBaHMEM [,03, ABMAIOLMXCA CyOTepaneBTMYeCcKUMM B MOHOTEpPanuK.

5. KombunH1poBaHHbIE nekapcTBeHHble npenapaTtbl CNocobHbI yNPOCTUTL Mpouedypy WX npuema nauueHToM,
ecnn KombuHaumMs [encTBYIOWMX BELLECTB YXe npusHaHa obnagatowen 3asiBMeHHbIMU  TepaneBTUYeCcKUMM
Xapaktepuctrkamn. KoMOMHMPOBaHHBIN NekapCTBEHHLIV npenapaTt Takke MoXeT ObiTb paspabotaH de novo ans
NPUMEHEHNST C HOBbIMW TEepPaneBTUYECKUMWU LENsSIMU MO CPaBHEHUIO C MOHOKOMMOHEHTHBIMW FeKapCTBEHHbIMU
npenaparamu.

6. OCHOBHOW Lenbl0 AOKIMHWYECKMX WUCCReOOoBaHUN SABMSETCA nonyyvyeHue WHopMaumvM no AanbHenwen
KMMHMYeckon paspaboTke KOMOWHMPOBAHHOIO NEKapCTBEHHOro npenaparta [Afs YCTaHOBMEHWUS XapakTepuCTUK
COBMECTHO MPUMEHSEMbIX [EWCTBYIOLMX BELWECTB B  OTHOWEHUW WX MNOTeHuMarnbHbIX  afauTUBHbIX,
CUHEPTUCTUYECKUNX, MOTEHLUMPYIOWMX WM aHTaroHUCTUYECKUX 3PMEKTOB C TOYKM 3PeHUst hapMakorornyeckux,
hapmaKoKMHETNYECKMX MMM TOKCUKONOrMYECKUX CBOWCTB pa3pabaTeiBaeMoii kombuHaumn. Kpome Toro, ykasaHHble
uccreaoBaHusa MOryT YCTAHOBUTL Hanuyve NpucyLLen UCKIMIOYNTENBHO AaHHOW KOMOMHALUMN TOKCUYHOCTUW, paHee He
NPOSABNABLLENCS NPU MPUMEHEHUN MO OTAENBHOCTU KaKoro-nnbo n3 KOMMNOHEHTOB KOMOMHaLMN.

7. KnuHuyeckas paspaboTka KOMOMHMPOBAHHBLIX JEKAPCTBEHHbIX MNpenapaToB MNpPOBOAUTCS UCXOAs U3
KOHKPETHOW KIMHWYECKOW 3adaun (akTyanbHbIX NoTpebHOCTen npakTtudeckon meauuumHbl). Kpome Toro, ocobGoe
BHUMaHWE cneayeT YAenuTb OnpeferneHnio BenUYuHbl [03bl KaKAoro AENCTBYIOLWLEro BellecTBa B cocTaBe
hbMKCMPOBaHHOW KOMOMHaLMK NekapcTBeHHbIX cpeacTs. Kaxablii BapnaHT COOTHOLLEHWS [03 AENCTBYIOLMX BELLECTB
B cocTaBe KOMOMHMPOBAHHOIO NeKapCTBEHHOrO NpenapaTa BblbMpaeTcs CXOASA U3 ero Hay4HoW 060CHOBaHHOCTY U
KNMUHNYECKON 3HAYNMOCTH.

Il. O6nacTb NpMMeHeHus

8. Hactoswee PyKOBOLI,CTBO COAOEePXNT yKa3aHnAa No cTpaternn pa3pa60TKM, OOKINMNHNYECKOMY U KITMHU4YeCKoMy
N3y4eHunto KOM6VIHI/1DOBaHHOFO NeKapCTBEHHOIO npenaparta, KOTopble OO0JTKHbI ObITb y4TeHbl Npu ero pa3pa60TKe n
NoaroTOBKE €ro perncTpaumMoHHOro [Jocbe B COOTBETCTBMM C [IpaBunamu perncTpaumm n  3KCNepTu3bl
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NeKapcTBEHHbIX CPeaCcTB AN MELMUMHCKOrO MpUMEHEHUs!, yTBepXaeHHbIMu PeweHnem CoseTa EBpasuiickon
3KOHOMMYECKOM kommuceum oT 3 HosA6ps 2016 r. Ne 78 (ganee - MpaBuna pernctpaumm n aKCnepTusbl).

Mporpammy pa3paboTky Kaxaoro KOMOWHMPOBAHHONO NEeKapCTBEHHOrO Mnpenaparta crnegyeT nnaHvpoBaTtb C
yyeTom TpeboBaHWIN, NPeabABNSEMbIX K KOHKPETHOWM TepaneBTNUYeCKon 06nacTy ero NnpUMeHeHUs!.

9. Hactosilee PyKOBOACTBO MPMMEHSIETCS B OTHOLLUEHWU KOMOMHMPOBAHHBIX MEKapCTBEHHbIX Mpenaparos,
COCTOSLUMX W3 XUMUYECKU WAEHTUULMPOBAHHBIX BELLECTB (COeduMHEHURn), OBMonorMyecknx BeLecTB unn
pacTutenbHbiX hapMaLeBTUYecKkMx cybcTaHuuin (NpenapaTtoB Ha OCHOBE IEKAapCTBEHHOIO PaCTUTENbHOrO Cbipbs),
NeKapCTBEHHbIX pacTUTENbHbIX NpenapaTtoB. M3noxeHHble B HacToslemM PykoBoACTBE HayyHble MPUHLMMNBI Takke
NPUMEHUMbI ANA HEKOMOMHUPOBAHHBLIX NEKapCTBEHHbIX MpenapaToB B Criyyae, ecrnv ux OencTByloLlee BeLlecTBO
OTHOCUTCSl K XMMUYECKUM COEAMHEHMSAM W NOABepraeTcs AMccoumaLum B yCroBUsiX in vivo ¢ obpasoBaHuem 2 unm
bonee gencTByOLWUX BELLECTB.

10. HacToswwee PykoBoacCTBO HE MPUMEHSETCSA B OTHOLLEHMN HABOPOB NEKapCTBEHHbBIX NpenapaToB (HanpuMmep,
€cnn BXogsflue B COCTaB NeKapCTBEHHOrO npenapata [OEeWCTBYIOLUME BELLEeCTBa BbIMyCKaOTCA B OTAEMbHbIX
nekapcTBeHHbIX opmax, HO NPOAalTCA B €4MHON NEPBUYHON WM BTOPUYHOW NEeKapCTBEHHOW YMakoBKe).
MonoxeHusa HacTosLwero PykoBoACTBa HE NPUMEHSIIOTCS K BaKLUHAM.

11. Hactoswee PykoBoacTBo crnegyeT paccMmaTtpvBaTb B COBOKYNHOCTW C ApyrMmu aktamu EBpasuiickoro
9KOHOMMYECKOro Coto3a B cdepe obpallieHUs nekapCTBEHHbIX CPeACTB.

HacTtosiwee PykoBoacTeo cBsasaHo ¢ Yyactamu | v |l npunoxenns Ne 1 k MNpasBunam permctpaumm n akcnepTunssbl,
[paBunamv NpoBeAeHNSA NccnefoBaHNii GUO3KBMBANEHTHOCTM NEKAPCTBEHHBIX NpenapaToB B paMkax EBpaswuiickoro
3KOHOMMWYECKOro COt03a, yTBEPXAeHHbIMU PelwieHnem CoBeTa EBpa3vinckon aKOHOMUYECKOW KoMmUccum OT 3 HoAbps
2016 r. Ne 85 (manee - lNMpaBuna npoBefeHUs MccreoBaHMn GUO3KBMBANEHTHOCTM), PyKOBOACTBOM MO KayecTBy
NEKapCTBEHHbIX MpenapaTtoB € MOAUMUUMPOBaHHbIM BbICBOGOXAEHMEM ANA npuvemMa BHYTPb (MpPUMIOXEHWUEe K
PekomeHgauun Konnernn EBpasuiickon skoHomuuyeckon komuccum ot 16 aHBapsa 2018 r. Ne 2), PykoBoacTtBom no
noabopy A03bl NekapCTBEHHbIX NpenapaTos (npunoxeHve k PekomeHgauun Konnernn EBpasminckon SKOHOMUYECKON
komuccum ot 12 mapta 2019 r. Ne 8).

12. Bug 3asiBneHuii o perncrpaumm KOMOUHMPOBaHHbIX NIEKAPCTBEHHbIX NpenapaToB BbibupaeTcsl 3asBUTENEM B
3aBMCUMOCTM OT OCOBGEHHOCTEN OEeNCTBYIOLMX BELLECTB, HAaXOAALWMXCA B KOMOMHauMK, U BbIOpaHHOro noaxoda K
pa3paboTke KOMOUHUPOBAHHBIX NIEKAPCTBEHHBIX MPENapaToB.

13. PernctpaumoHHoe Jocbe KOMOMHMPOBAHHbIX NIEKAPCTBEHHBLIX NPenapaToB COCTaBNAETCA B COOTBETCTBUN C
TpeboBaHUsAMM K [OOKYMEHTaMm perucTpaumoHHOro pgocbe (B dopmaTte oOlero TexXHUYecKoro [AOoKyMeHTa),
ycTaHoBneHHbIMn npunoxenviem Ne 1 k Mpasunam pernctpauum n aKkCnepTusbl.

lll. AoKnuHU4Yeckne AaHHble, BXOAsLIME B PperMcTpauMoHHoOe 40Cbe KOMGUHMPOBAHHBbIX JIEKaPCTBEHHbIX
npenapaToB

14. ObbemM W AM3alH [OKNMHWYECKMX WCCIEeAO0BaHWUA, BbINOMHAEMbIX Npu paspaboTke KOMOUHMPOBAHHOIO
neKapCcTBEHHOro mpenaparta, 3aBWCMT OT WMEeKLWMXCA AaHHblX 06 OTAenbHbIX [OEeNCTBYIOLUMX BeLecTBax,
BKMOYaeMblXx B KOMOMHauUMO, a Takke OT mnpeanonaraemMoro mnokasaHusa (nokasaHun) K NPUMEHEHUIo
KOMOWHMPOBAHHOIO NEKAapPCTBEHHOrO npenaparta. Bo3MOXHO HECKONMbKO BUAOB KOMOVHaUMA OEeNCTBYOLNX BELLECTB
B COCTaBe KOMOMHMPOBAHHOIO NekapcTBEHHOrO npenapara:

a) BapuaHT 1 - KOMOMHMPOBAaHHLIV FE€KapCTBEHHbIN MpenapaT B Buae (OUKCMPOBAHHON KOMOWHaUuMK
AENCTBYIOLWMX BELLECTB, 3aperMcTpyupoBaHHbIX XOTS Obl B OAHOM M3 rocyaapcTB - uneHoB EBpasuiickoro
3KOHOMMWYECKOro COo3a (pJanee - rocygapcTBO-YNeH) B BUAE MOHOKOMMOHEHTHbIX fleKapCTBEHHbIX NpenapaToB M
NPUMEHSIBLUMXCS B [aHHOW KOMOMHauMM B MMWPOBOW KIMHWYECKOW MpakTMke B BWAE 3aperncTpyvpoBaHHbIX
neKkapcTBeHHbIX Mpenaparos;

6) BapuaHT 2 - KOMOMWHMPOBAHHLIA NEKapCTBEHHbIN npenapaT B Buae (UKCUPOBaAHHOW KOMOMHaLMK
OENCTBYIOLUMX BELLIEeCTB, 3aperMcTpMpoBaHHbIX XOTA Obl B OAQHOM M3 rOoCygapCTB-YIIEHOB B KayecTBe
MOHOKOMIMOHEHTHbIX NEKapCTBEHHbIX MPEenapaToB, HO HE MNPVMEHSIBLUMXCSH B OAHHOW KOMOWHauum B MUPOBOM
KMVHNYECKOW NpaKkTVKe B BUAE 3aperncTprpoBaHHbIX NeKapCTBEHHbIX NpenapaTos;

B) BapuvaHT 3 - KOMOMHMPOBAHHbBIN fEKapCTBEHHbIM npenapat B Buae (UKCUMPOBAHHOM KOMOGWHaLMK
AENCTBYIOLWMX BeLLeCTB, COCTOALWMA M3 ogHoro unu 6Gonee HOBbIX AEWCTBYIOWMX BELECTB, paHee He
3aperncTpupoBaHHbIX HU B OQHOM M3 roCyAapCTB-4NEHOB B KA4eCTBE MOHOKOMMOHEHTHbBIX UMM KOMOUHMPOBAHHBLIX
neKkapCcTBeHHbIX MpenapaToB, N He NPUMEHSBLUMXCA B MUPOBOM KITMHUYECKOW NPpaKTVKe B BUAE 3aperMcTpMpoBaHHbIX
nekapcTBEHHbIX NpenapaTos, NPeACTaBNAoLWUA COBOW:

KOMOMHaLMI0O HOBOrO AENCTBYIOLLEro BellecTBa C OOHVMM unu 6onee paspelleHHbIM (XOPOLIO M3YYeHHbIM)
OEVCTBYIOLLMM BELLECTBOM;

KOMOMHaLMI0 13 ABYX 1 6oree HOBbIX AEeNCTBYIOWUX BELLECTB.

1. MnaHMpoBaHue AOKNMHNYECKUX UCCNeaoBaHUN
KOMOMHUPOBAHHOIO NieKapCTBEHHOro nNpenaparta

BapuaHT 1

15. Ecnn paspabatbiBaeMbii KOMOVMHWPOBAHHLIA JEKAPCTBEHHbBIN MpenapaTt COAEPXWUT COeAWHEHUs, Mo
KOTOpbIM HaKOMMEeH [OCTaTOYHbIA OMbIT MX CaMOCTOATENBHOIO W COBMECTHOTO MEAMLIMHCKOTO MNPUMEHEHUS,
uccrnepoBaHns 6e30MacHOCTM Ha KMBOTHBIX, Kak NpaBuno, He npoBoasTcs. Ecnu kombuHaums AencTByOLMX
BELLECTB COAEPXUT COEOUHEHUS TeX e KaccoB, YTO U COeAMHEHWs, BXOASLME B COCTaB XOPOLUO WU3YYEHHbIX
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KOMOMWHALWA, MO KOTOPbIM HAKOMMEH 3HaYUTENbHbLIA KIMHUYECKUA OMbIT U MEXAY KOTOpbIMM OTCYTCTBYHOT
hapMaKoKMHeTMYECKME B3aMOLENCTBUS, AONOMHUTENbHbIE JOKITUHUYECKNE UCCIIEA0BaHNSA MOTYT HE MPOBOAUTLCS.

B atom cnyyae B perMcTtpauMoHHOM [OCbe KOMOWHMPOBAHHOIO feKapCTBEHHOro npenaparta cnegyet
npeacTaBUTb COOTBETCTBYOLLME 060CHOBaHWS.

OpHako B HEKOTOpbIX Cryyasx MpoBedeHUEe OnpedeneHHbIX [AOKNMHUYECKMX WCCNEedOBaHUA  MOXET
notpeboBaTbCs (Hanpumep, ecnun Ans KOMOMHaLUUN He BbINOMHSIOTCSA YCNOBUS, NPeAYCMOTPEHHbIE PYKOBOACTBOM MO
OOKMMHUYECKUM MccneaoBaHusaM 6e30nacHOCTM B LensxX NpoBeaeHUst KIMHUYECKUX UCCNedoBaHui U pernctpaumm
nekapcTBEHHbIX NpenapaTos, yTBepxaaembiM EBpasniickon 3KOHOMUYECKON KOMUCCUEN).

BapwuaHT 2

16. B OTHOLIEHNM NeKapCTBEHHOro npenaparta, NpeacTaBnsalLwero cobon KOMOUHaUMIO 3aperncTpMpoBaHHbIX
AENCTBYIOLLMX BELLECTB, HE 0A0OPEHHYI0 YNTONTHOMOYEHHBLIMW OpraHaMu (3KCNepPTHLIMU OpraHn3aunsMmn) rocyaapcTs-
UYNeHoB B KayecTBe KOMOVMHMpPOBAHHOM Tepanuu (gaxe ecnu faHHble no 6e3onacHocTM U ahHEeKTMBHOCTM
OTAenbHbIX AENCTBYIOWMX BELIeCTB [AOCTaTOYHbl AfA  OCYLECTBNEHUS peructpauum  MOHOKOMMOHEHTHbIX
nekapcTBEHHbIX npenapaToB), cnegyetT pacCMOTPETb OXuAaemble W MOTEHUManbHO  HenpeaBUOEHHble
(HexxenaTenbHble) B3aUMOAENCTBUS 3TUX [AENCTBYIOWMX BewecTs. [lpy 3ToM noa 3aperMcTpyvpoBaHHbIM
OENCTBYIOLLMM BELLECTBOM MOHMMAETCA AEeNCTBYKLLEEe BELLECTBO, BXOAslliee B COCTaB 3aperMcTpyMpoBaHHOro
nekapcTBeHHOro npenaparta. MNoHsaThe «3aperncTpupoBaHHbI» NPUMEHSETCS B OTHOLLEHMM Kak dhakTa perncrpaumu
NeKkapCcTBEHHOrO MpenapaTta C [AaHHbIM [OEeWCTBYIOLMM BELLeCTBOM, Tak dakTa W pernctpaumu YCroBuUn €ero
NPUMEHEHNs, BKIMIOYas MOKa3aHUs K MNPUMEHEHWO, O03bl, PEXWM [O3UMPOBaHUSA, ANUTENbHOCTb NPUMEHEHUS,
uenesble NONynAuMA U Apyrne BaxHble KMMHUYECKNe XapakTepucTmKu.

Ecnn ocHoBaHveM ans dapmaueBTMYeckon pa3paboTkm KoMOMHaLMK OEeNCTBYHOLLMX BELLECTB MOCMYXUNn
BO3MOXHble (hapMakoguHaMuyeckve B3avMOAENCTBUs, criedyeT NOATBEPAUTb Hanmuyve Takux B3aMMOLEeWCTBUMN
akcnepumeHTansHo. CooTBETCTBYOLINE LOKNTMHNYECKME NCCNEef0BaHNSA MOTYT UCMONb30BaTbLCS AN NOATBEPXAEHUS
NpaBUMbHOCTM KOHUENUUM apmaLeBTM4eckon pa3paboTknm KOMOMHMPOBAHHOIO JlEKApPCTBEHHOrO npenapaTa.
dapmakoaMHaMuMyeckne [aHHble O KOMOWHauMWM AeNCTBYHOLMX BELLEeCTB MOTMyT WCMOMb30BaTbCsl NPU  OLEHKe
HenpeaBUAEHHbIX (HexenaTenbHbiX) B3aMMogeNCTBUN.

17. TMpu HeobxogumocTu criegyeT NPOBECTU AOKNMHUYeckuMe (in vitro unu in vivo) mnnu KnMHW4Yeckue
uccrnenoBaHus  (hapmMakokMHETUYECKUX B3aMMOAENCTBUA KOMOWHMPOBAHHOIO nekapcTBeHHoro npenapata. [lpu
HanMyMn apMaKkoKMHETUYECKNX [AaHHbIX ANS OTAENbHbIX AEWCTBYIOLMX BELLEeCTB, B [AOCTaTOMHOW CTeneHu
OXapaKTepmn3oBaHHbIX Ha XMBOTHBIX (BKNOYAs UX BAUSHWE Ha NPOodunb MHAYKUUM N MHIMBUMPOBaHUS PepMeEHTOB t
neKapcTBEHHble B3aMMOLEWCTBUSA STUX [OEWCTBYIOLUMX BELLECTB), OOMOMHUTENbHbIE OTYETbl O AOKIMMHUYECKUX
hbapMaKOKMHETUYECKNX B3aMMOLENCTBUSAX B PErucTpaumoHHOEe [OCbe KOMOWHMPOBAHHOIO IEKapCTBEHHOMO
npenapara He BKIoYatoTCs.

18. Ecnn ocHoBaHvem Anst hapmaueBTMYECKON pa3paboTku KoMOWHaLMWM OeWCTBYIOLMX BELLECTB ABNSAETCA
apMaKoKMHETMYECKOE  B3aMMOLEWCTBME MeXOy [OEWCTBYIOLIMMM  BelecTBaMu, €ro Hanmuuve crnegyer
aKcnepumeHTanbHO noateepanTb. COOTBETCTBYIOWIME OOKMIMHUYECKME MCCrefoBaHusA MOryT MCMonb30BaTbCs ANnd
NOATBEPXKAEHNS NPaBUMNbLHOCTN KOHUENUMn dapmaueBTu4eckon paspaboTkm KOMOMHMPOBAHHOMO NeKapCTBEHHOrO
npenapara.

19. Onsa oueHkn 6e30nacHOCTM KOMOWMHMPOBaHHOIO NEKapCTBEHHOro mnpenaparta NpPOBOAATCS MCCrneaoBaHus
dapmakornormyeckorr 6e3onacHOCTM UM TOKCUKOMOrMYyeckue wuccnegosaHus. HeobxogumocTb uMccriefoBaHui
KOMOMHaLuM OENCTBYHOLLMX BELLECTB 3aBMCMT OT BMAA OXMOAEMbIX B3aWMOLEWCTBUA MeXZY KOMMOHEHTaMu U
AvanasoHa KOHUEHTPaUMA W CUCTEMHOIO BO3AEWCTBUSA (JKCMO3ULMM), MU3YYEHHbIX B paHee MpoBeAEeHHbIX
uccrneaoBaHusiX OTAerNbHbIX KOMMOHEHTOB. Ecnu  cuctemMHoe BO3gencTBME (IKCMO3MuMst), OXuaaemoe npu
NPUMEHEeHNM KOMOMHMPOBAHHOTO NEeKapCTBEHHOrO npenaparta, B paHee NPOBEAEHHbIX WCCNEAOBaHWUsX U3y4YeHOo
HEeJOCTaTOYHO, U €CnM OpraHbl-MUWEHN KOMOMHMpYeMbIX B JNeKapCTBEHHOM npenapate AevCTBYIOLIMX BeELLeCTB
COBMaJalT N1 3TN OEVCTBYIOLIME BeLlecTBa NpUHaAnexar K Knaccy COeAVHEHUN, Bbi3biBalOWMUX onpeferneHHble
BMAbl TOKCMYHOCTM criegyeT MpOBECTU AOMNONHUTENbHbIE nccnegoBaHns. B uensx obecnedenns GesonacHoro
MEOMLIMHCKOTO MPUMEHEHWST U BbISIBMIEHWUS NOTEHUMAnNbHbIX B3auMOOEACTBUN KOMOMHMPOBAHHbLIX NEKapCTBEHHbIX
npenapaTtoB [OMyCKaeTCsl W3y4aTb TOKCMKOMOrMYeckuii npournb KOMOMHAUMM B CBA3YIOLMX AOKMUHUYECKMX
uccriefoBaHusix. B Takve cBsA3ywwmMe wcCcnefoBaHWs, MOMUMO CTAHAAPTHOW  TOKCUKONOMMYECKOW OLEHKW,
BKIIOYAKOTCA  CneuunarnbHble  KOHEYHble TOYKW, HanpaBfieHHble Ha W3ydeHWe BOMpocoB 6Ge3onacHocTw,
00ycnoBneHHbIX cBONCTBaMMU (hapMaKkonormyeckumm, TOKCMKONOrM4eCckuMmn) OTAENbHbIX coeauHeHnn. Ecnv yaaeTcsa
AOCTUTHYTb OCTAaTOYHOrO CUCTEMHOIO BO3AENCTBMSA (IKCMO3NLMK), B CBA3YIOLLME TOKCUKONOrMYeCcKme NccnefoBaHns
TakKke JOMNYCKaeTCs BKIIOYNTL BbISIBNIEHHbIE 3HAYMMbIE KOHEYHbIE TOYKM hapmakonornyeckon 6esonacHocTn. Kpome
TOro, B 3aBMCUMMOCTM OT CBOWCTB OTAENbHbIX KOMMOHEHTOB KOMOMHauMuM B pPErmcTpaumoHHOM [0Cbe
KOMOMWHMPOBAHHOIO NEKAPCTBEHHOIO Npenapara crneayeT BKIYUTb OTYETHI O CrneumanbHbIX UCCNefoBaHNaX U (Mnn)
uccrneaoBaHusiX MexaHuama OelcTBust (B TOM 4uCne, BbIMOSMHEHHbIX B YCNOBUSIX in vitro) (Hanpumep, B Uensix
N3y4YeHUs UMMYHOTOKCUYHOCTY UINN pUCKa PasBUTUS 3aBUCUMOCTH).

BapwuaHT 3

20. B OTHOLWIEHWM HOBbIX [ENCTBYIOLIMX BellecTs, paspaboTaHHbIX Ans  BKIOYEHWS B COCTaB
KOMOWHMPOBAHHOIO NEKApCTBEHHOIO MpenapaTa WM MNPUMEHEHWUS 3TUX [EUCTBYIOLLMX BELECTB B COCTaBe
KOMOGUWHMpPOBAHHOW Tepanuu, BO3MOXHbI 2 Noaxoaa:

BbIMONTHEHWE MOHOWN NporpamMmmMbl JOKMUHUYECKOW pa3paboTkM KOMGUHMPOBAHHOIO NEKapCTBEHHOIO Npenapara,
BKMtoYatolen B cebs, B TOM YMCHEe M3YyYeHMe KaKaoro M3 KOMMOHEHTOB Kak HOBOFO AEMCTBYIOLLErO BeLLeCcTBa, a



TakKe [OMOMHUTENbHbIE CBA3YOLWME WCCNedOoBaHWs KOMOWHAUMK, Yy4uTbiBasi MOMOXEHUS, NpedyCMOTPEHHbIe
HacToAwuM PykoBoACTBOM;

BbINOMHEHNE PAacCLUMPEHHOW MpOorpaMMbl JOKIUHUYECKOW Ppa3paboTkn KOMOBMHMPOBAHHOMO NeKkapCTBEHHOro
npenapata C OrpaHWYeHHbIM KOMMMEKCOM MCCNefoBaHUiA Kaxaoro M3 KOMMOHEHTOB Kak HOBOro AeWCTBYHOLLEro
BellecTBa.

Mpu BbIGOpE NOGOro M3 yKkasaHHbIX NOAXOA0B B PErMCTPaLUMOHHOM JOCbe KOMOMHMPOBAHHOTO NIEKapCTBEHHOMO
npenapara cnegyeT BKMOYUTb 0B6OCHOBaHME BbIOpaHHOro BapuaHTta apmaLueBTUYeckon pa3paboTkn n oTpasuTb B
HeM BbinonHeHne TpeboBaHui K 06bemMy dapmaLeBTU4ecKon pa3paboTku.

2. BbiGop fo3bl

21. [OoknuHuyeckme wnccrnegoBaHWs crnefyeT chnaHupoBaTb Takum obpas3oM, 4Tobbl Avana3oH CUCTEMHOrO
BO34ENCTBUS (IKCNO3MLMKU) OXBaTbiBan OXWAAEMbIA KIMHUYECKUA PEXMM [03MpoBaHuA, mnsberad npu 3TOM
BbICOKOAO3HbIX AOKMUHUYECKNX A(PPEKTOB, KOTOpble HEe 3HauyMMbl Ons OUeHKM Ge30nacHOCTU nekapCTBEHHOro
npenaparta Ansa yenoseka. [103bl ANsi OOKNMHUYECKUX MCCNeaoBaHU cnegyeT nogobpatbh Taknum obpas3om, 4ToObI
OHM BKNoyanu B cebsa pasnuyHble COOTHOLUEHWS OEeNCTBYIOLIMX BelecTB npegnaraemblX Afs KIMHUYECKUX
uccreaoBaHui U no3eonsnum 6e3onacHO NPUMEHATb 3TM COOTHOLUEHWUSI OEVCTBYIOLLUMX BELLECTB, AaXe ecnu no
OKOHYaHMM BCEro LMKNa WCCNeaoBaHWA Ansi  COCTaBMEHMSI  PErMcTpauMOHHOrO AOoCbe W perncrpaumu
KOMOMHMPOBAHHOIO NeKapCTBEHHOro npenapaTta OyageT BbibpaHa TONMbKO OfHA M3 KOMOMHAUMA OEeWCTBYHOLUMX
BelwectB. Ecnn yctaHoBneHbl BblpaXXeHHble  MEXBWAOBbIE pa3nuuusa B (apMaKOKMHETUYECKUX — Unn
apmakogmHaMn4ecknx npounax OeWCTBYHOLIMX BELLECTB, TO MNpu nepexode K KIMHUYECKMM UCCrefoBaHUAM
MOXET BO3HUMKHYTb HEOOXOAMMOCTb WCKMUUTL W3  KIMMHUYECKOro WCCNeaoBaHusa Kakme-numbo COOTHOLUEHUst
O03MPOBOK KOMOWHaUMM JOencTBylOWMX BewecTB. B 3Tom cnyyae moxeT notpeboBaTbCsi CKOpPEKTMpOBaTb
COOTHOLLEHNsT 403MPOBOK AENCTBYIOLLEro BeLecTBa B COCTaBe KOMOUHMPOBAHHOIO NEKapCTBEHHOro npenapaTa unm
peXvMM [03MpOoBaHWsA 3TOro KOMOWHMPOBAHHOIO NEKApCTBEHHOro npenapaTta, 4YTobbl OOCTUrHYTb HEOoGXoAMMOro
CMCTEMHOrO BO3[ENCTBUS (3KCNO3ULMM) N n3bexaTb BO3HUKHOBEHUS U3NULLHUX (hapMakoaMHaMmnyeckux apdekToB y
XKMBOTHBIX, MackupyoLmnx adeKTbl, 3Ha4YMMble A58 OLeHKn 6e3onacHoCTV Ans YernoBeka.

3. Bbi6op BUAOB XNUBOTHbIX

22. [Ons uccrnenoBaHWA OGLLETOKCMYECKUX CBOMCTB, Kak NpaBWMO, [OCTATOMHO OAHOTO BMAA >KMBOTHBIX.
CnefyeT Hay4Ho 06oCHOBaTb BbLIGOP BMAA XMBOTHBIX AN AOKIMHUYECKUX WCCIieQoBaHUA BCeX AeWCTBYHOLMX
BELEeCTB KOMGWHMPOBAHHOIO JIeKapCTBEHHOrO Mnpenapara C Y4eToM UX (apMakoguHaMUYecknx adeKToB,
hapMaKkokMHETUKN, MeTabonmaMa, OpraHoB-MULLEHeW W YYBCTBUTENIbHOCTM BUAA KMBOTHbIX K TOKCMYECKOMY
BO3ENCTBUIO KOMMOHEHTOB KOMGUHALMM AeNCTBYIOLMNX BELLECTB.

4. UccnepoBaHus hapmakonornyeckon 6esonacHoctu

23. HeobxogumMocTb npoBeneHus UCCrefoBaHui apMakonormyeckon 6e3onacHoCTM KOMOBUHMPOBAHHOIO
NeKapcTBEHHOrO npenapaTta 3aBUCUMT OT BuAa OXUOAeMbIX B3aMMOLEWCTBUIA MeXZY KOMMOHEHTamMu KombuHaumu
[OENCTBYIOLLMX BELLECTB.

Mpu nnaHupoBaHUWM UccnefoBaHwi hapMmakonornyeckon 6e3onacHoCTM KOMOMHALMKN AEeACTBYIOLNX BELLECTB
cnepyeT yyuTbiBaTb KOHLEHTpPAUMM U CUCTEMHOE BO3AEWCTBME (IKCMO3ULMIO), N OEWCTBYHOLLIMX BELLECTB, KOTOPbIE
OblNM U3y4yeHbl B paMKax paHee MPOBEAEHHbIX WCCNEAOBaHWA C OTAENbHbIMWM KOMMOHEHTaMM KOMOuHaLmm
OeNCTByOWMX BelecTB. [lJo Hayana npoBeAeHNst KITMHUYECKUX UCCNeN0BaHUN KOMOUHALMM OEACTBYIOLNX BELLECTB
MOXeT noTpeboBaTbCs NpoBeAEHVME OTAENbHbIX, HaMpPaBIEHHbIX HAa W3y4YeHWe crneumarnbHbIX KOHEYHbIX TO4Yek
OOKIMMHUYECKUX UCCIefoBaHUi hapMakonornyeckor 6e3onacHoCT Kaxaoro u3 AenNCTBYOLWMX BELECTB, BXOAALLMNX
B KOMOUHaUMIO (HanpuMmep, N3y4YeHNe BIUSIHUS KaXAOro U3 KOMMOHEHTOB KOMOWHaUUM OENCTBYIOLLMX BELLECTB Ha
noTeHLmanbHble OpraHbl-MULLEHN).

5. UccnepoBaHusa 06LETOKCUYECKMX CBOUCTB
KOMOMHaUun AeMCTBYOLWNX BelLecTB

24. B OTHOWEHMM KOMOWHMPOBAHHOIO FEKAPCTBEHHOrO Mpenapara, CoAepXallero 3aperucTpupoBaHHbIe
AelcTBylolWMe BelwecTBa W NpedHasHaYeHHOro Ansg OONroCPOYHOro MPUMEHEHUs, MPOBOAAT MccrnegoBaHue
TOKCUYHOCTW NpU NOBTOPHOM (MHOTOKPaTHOM) BBEAEHUM KOMOMHUPOBaAHHOIO NEKAPCTBEHHOMO Npenapara B Te4YeHune
3 MecsueB ogHOMY noaxoAswiemMy BUAY XMBOTHbIX, NOATBEPXKAEHHOE TOKCUKOKMHETUYECKMMU OaHHbIMU B Criyyae
OTCYTCTBWSI OMbITA OAHOBPEMEHHOIO MPUMEHEHWS AENCTBYIOLUX BELLECTB, BXOASILUMX B COCTAB KOMOMHUPOBaHHOIO
NIeKapCTBEHHOro npenapata. HeobGxooMMOCTb NpOBeAEeHUs uccneaoBaHui ¢ 6Gonbluer NPOAOIHKUTENBHOCTBIO
BBEOEHUS UM UCCNEA0BaHUN Ha AONOSTHUTENbHBLIX BUAAX XXMBOTHbIX 3aBUCUT OT TOrO:

Kakme adpdeKkTbl KOMOMHaAUMM OENCTBYHOLIMX BeLEeCTB Obiny OOHapyXXeHbl MO CpPaBHEHUIO C 3ddekTamm
nony4aeMbIMU Npu BBEAEHUM KaXXO0ro U3 AEUCTBYHOLLMX BELLECTB N0 OTAENbHOCTY;

Kakve papmakogMHamudeckue u (Mnn) papMakokMHeTMYeCKMe B3auMMOAEWCTBUSA OXMOATCA Ans OaHHON
KOMOMWHaL N 4eNCTBYHOLLMX BELLECTB.

Mpu cnoxHom capmakogmMHammyeckoM npodune u (Mnu) npodune 6GesonacHOCTM (Hanpumep, BRUSIHUE
AENCTBYIOLLEro BeLLeCcTBa Ha MHOXECTBO PeLienTopoB UK CUrHanbHbIX KackagoB) UMM OrpaHUYEHHOro KNMHUYECKOro



onblTa NPUMEHEHUSI KaKOro-nMbo M3 KOMMNOHEHTOB KOMOWMHaLMK cnefyeT NPOBECTU AONOMHUTENbHbIE UCCNe0BaHMs
(B TOM ymncne, BbINOMHEHHbIE B YCMOBMSAX in Vitro ¢ Lenbio U3y4yeHus cneumarnbHbIX KOHEYHbIX ToYek). B cnyyae ecnu
npegnonaraemMoe KrMHUYeckoe NpuUMeHeHWe KOMOVMHMPOBAHHOIO feKapCTBEHHOMO npenaparta HenpoAOIDKUTENBHO,
JOMNycKaeTCs OrpaHnynTLCS MPOBEOEHVMEM WCCNEedOBaHWA C MeHee NpOoAOIKMTENbHbIM BBEAEHWEM TaKoro
npenapara.

B 3aBucMmocTM OT (apMakonormyeckoro M TOKCUKONOrMYeckoro npodunen oTaenbHbIX KOMMOHEHTOB
KOMOGUHaLMN OeWCTBYIOLWMX BeLWecTB B [JOMOMHEHMEe K CTaHA4apTHbIM napamMeTpaM OLEHKUM  KIMMHUYECKOro
nccrneaoBaHWs pekoMeHAYeTCs OCyLLeCTBNATbL CO0Op AaHHbIX O cneumanbHbIX KOHEeYHbIX Tovkax. [py nnaHmpoBaHum
uccrnegoBaHui pekomeHayeTcs BoldvpaTb rMOKUin AM3anH uccneaoBaHuii ¢ BO3MOXHOCTBIO NPOBeAEHUST CPaBHEHMS
06LLIETOKCUYECKMX CBONCTB KOMOUHaLUWM OENCTBYIOLUX BELLECTB CO CBOWCTBAMW OTAENbHbIX €€ KOMMOHEHTOB. B
crnyyae ecrniv He MeeTCs MOMHbIX CBeAeHU 00 06LLIETOKCUYECKOM OEWCTBUM OTAENbHbBIX KOMMOHEHTOB KOMOUHaLun
OENCTBYIOLWLMX BELLECTB, PEKOMEHAYETCA NPV NPOBEAEHWU CBA3YHLMX WCCrefoBaHWM MpeaycMoTpeTb rpynny
(rpynnbl) cpaBHEHWS C BO3AENCTBUEM OTAENbHbIX KOMMOHEHTOB KOMOMHALIMN OEACTBYIOLLMX BELLECTB.

6. FleHOTOKCUYHOCTbL KOMOUHaUUKN
AEeACTBYIOLLUX BellecTB

25. B oTHOLWEHUN KOMBMHMPOBAHHbBIX NMEeKapCTBEHHbIX NPenapaToB, COAepXaLlnX HEreHOTOKCUYHbIE BELLecTBa,
nccnepoBaHnsa reHOTOKCUYHOCTY KOMOMHALMK AENCTBYIOLLMX BELLECTB He NpoBoaaTcs. B cnyyae ecnn nmeetcst pyck
Hannynsa reHOTOKCMYECKOro AeNCTBMSA Y OAHOrO M3 BELeCTB KOMOUHaUMK, cnegyet NpoBecTU AanbHENLY0 OLEHKY
reHOTOKCUYHOCTN KOMOWMHaUMM  OEVCTBYIOLIMX BeLwecTB (Hanpumep, C Uenbl  BbISBNEHUS BO3MOXHOCTU
NOTEHLMPOBAHUSA FEHOTOKCUYECKoro adpdekta 3Toro BellecTBa APYrMMW KOMMOHEHTamu kombuHauwmu). MnaH
uccrnegoBaHun kombuHaumm crnegyet paccmatpuBaTb B MHAMBWMAYaNbHOM MOPSAKE WCXOAS U3 CNOXMBLUEMNCS
CUTyaummn € y4eTOM MMEIOLLIMXCA HayYHbIX AaHHbIX O AENCTBUM Ha OpraHu3M YenoBeka KOMMOHEHTOB KOMOUHauum n
BEPOATHOCT/ MOTEHLUMPOBAHUSI TEHOTOKCMYECKOro AEeWCTBUS, KOTOpble MOryT MOBNWUATb Ha WTOTOBYK OLEHKY
COOTHOLLEHUSI «MOfib3a - PUCK» ANA KOMOUHALMM C TOYKM 3peHust npeanonaraemoro KMMHWYECKOro rokasaHus K
NPUMEHEHNIO.

7. KaHueporeHHOCTb KOMOGUHauun
AEeACTBYIOLLUX BellecTB

26. Ha ocHoBaHWM uMelLWMXCa AaHHbIX 06 OTAEeNbHbIX KOMMOHEHTax KOMOWHauMu OeNCTBYIOLUMX BeLLecTB
HeobxoAMMO M3yYUTb KaHLEepPOreHHbI noTeHuuan kombuHaumu. B crnyyae ecnv KOMOBMHMPOBAHHbINA NeKapCTBEHHbIN
npenapat COOEPXWT COEAMHEHWsi, paccMaTpuBaeMble B KavyecTBe HeKaHLEepOreHHbIX, WCCrneaoBaHus
KaHLiepOoreHHOCTM KoMBuHauumM He NpoBoaATcs. B cnyyae ecnv nmeroTcs cBeAeHNs O BO3MOXHOW KaHLEePOreHHOCTH
B OTHOLUEHWW KaKoro-nmbo M3 KOMMOHEHTOB KOMOMHauMKW, HeOoOGXOAMMO TLiaTeNbHO OLEHWTb BO3MOXHOCTb
yBENWYEHUSA TaKOro pyucka BCNEeACTBME B3aVMOAENCTBUA 9TOr0 KOMMOHEHTa KOMOUHaLumM AenCTByOWUX BELLECTB C
APYTUMW KOMMOHEHTaMmn Takon KOMOuHauun. C uenblo nonyvyeHus AOMOMHUTENbHbLIX AaHHbIX, HEOOXOANMBIX ANs
OLEHKN BbISBMIEHHOrO pUCKa PEKOMEHAYETCA BKIMIOYUTbL COOTBETCTBYIOLUME KOHEYHbIe TOYKW, Hanpumep,
nponudepaumio KNeTok, B CBA3YOLLME NCCrefoBaHNsA TOKCUYHOCTM C MHOFOKpPaTHBIM BBEAEHUEM.

27. Kak »n npu npoBedeHWU OOLLETOKCMYECKUX WCCMefOBaHWN, ecrnvu MMEIOLWMXCS AaHHbIX HefoCTaToOuHoO,
pekoMeHayeTCs BKIMIOYUTb B MCCNeAOBaHUE AOMOMHUTENbHbIE MPYMMbl CPaBHEHUS C OTAEMbHBIMU KOMMNOHEHTaMM
KOMOUHaLUN.

28. Ecnn koMBuHaumMs COAepPXUT OQHO HOBOE AEWCTBYIOLLEe BELLEeCTBO, B UCCNEAOBaHUS ee KaHLepOreHHOCTH
cnepyeT BKMIOYUTL AOMNOMHUTENbHBLIE TPYMMbl XMBOTHBIX, KOTOpble OydyT nonyvaTb u3yvyaemyko KomOGuHaumio
AENCTBYIOLMX BeLLeCTB. MI3aMeHeHus cTaHaapTHOro NOAXOoAa K M3YYEHMI0 KaHLEePOreHHOCTU, OMMCaHHbIE B MyHKTax
26, 27 HacToswero PykoBoacTeBa criegyeT paccMmaTpvBaTh B MHOMBUAyanbHOM MOPSAKe, NPy 3TOM MPWU U3yYeHun
KaHLEepOoreHHOCTU cneayeT NPUMEHATb NOAXOA, ONMUCAaHHBIN B NyHKTe 25 HacToswero PykoBoacTea.

8. UccnepoBaHue penpoayKTUBHOM TOKCUYHOCTH
KOMGMHaLMM OeNCTBYIOWMX BellecTB

29. B cnyvae ecnu oTAenbHble KOMMOHEHTbl KOMOWHMPOBAHHOrO NEKapCTBEHHOro npenaparta paHee Obinu
OOMKHbIM 0BpasomM M3yyeHbl B OOKIUHUYECKUX WCCNEAOBaHWSX M MX npodunu penpoaykTMBHOM TOKCUYHOCTM B
[OCTaTOYHOW CTEMNeHn OxapakTepusoBaHbl, TO AOMOMHUTENbHbIE WCCNEAOBaHUS PEenpOAYKTMBHOW TOKCUYHOCTU
KOMBVHMPOBAHHOTO fleKapCTBEHHOro npenapaTa AornyckaeTcs He NpoBoAMTb. B aTom criyvae oTka3 oT npoBeaeHusi
nccnepoBaHuin penpoayKTUBHOW TOKCMYHOCTY criegyeT 060CHOBaTh C Y4ETOM XapakTEPUCTUK U CBOMNCTB OTAENbHbIX
KOMMOHEHTOB KOMOMHMPOBaAHHOIO NeKapCTBEHHOro NpenapaTa U Ux NoTeHLMansHOro B3anMoaencTBus.

9. CpoKku npoBeAeHNA AOKITMHMYECKUX UCCreaoBaHUmn
KOMOMHaUun AeMCTBYHOLNX BellecTB

30. lMpwu Bbl60pe CPOKOB NpoBeAEeHUs uccrnenoBaHum KOMOVMHaUMM B 3aBMCMMOCTM OT 3Tana KIMHUYECKOWN
pa3p360TKI/1 cnegyet pykoBOACTBOBATbCA NMPUHUMNAMU, W3NOXKEHHbIMW B PyKOBOACTBE MO AOKIMUHUYECKUM
nccnegoBaHmamM 6e30nacHOCTU B LensiX NPOBEAEHNS KIMHNYECKMX UCCNeoBaHUA U PErncTpaunm fekapcTBEHHbIX



npenapatos M B Cly4yaeT OTKITOHEHUA OT HUX B COCTaBe perncTpaumMoHHOro paocbe cnenyet npencraBUTb
0060CHOBaHUE Taknx OTKITOHEHWIA.

IV. KnuHnyeckue gaHHble, BXoAasilme B COCTaB
perncTpaumoHHbIX JOCbe KOMOUHMPOBAHHbLIX
NeKapcTBEHHbIX NpenapaToB

31. KnuHnyeckas paspaboTtka KOMOMHMPOBaHHBLIX NeKapCTBEHHbIX NpenapaToB AOoMKHa COOTBETCTBOBATL Lienu
ux nocnegyoLlero npumeHeHus. Heobxognmo nogpobHo npoaHanmavMpoBaTb 0GOCHOBAHHOCTb A03VMPOBOK KaXA0ro
AeNCTBYIOLLEro BelecTBa KOMOMHMPOBaHHOIO fleKapCTBEHHOIO npenapaTta, kaxaas KombuHaumns JO3MPOBOK AOMKHA
ObITe Hay4yHO OBOCHOBaHHOW W KNMHWYECKW 3HadYMmoW. [Mpegnaraemas komMOuHauus [03VMPOBOK OENCTBYHOLLMX
BELLeCTB [OfkKHa BcCerga OCHOBbLIBATbCA Ha BanuAHbLIX TepaneBTUYeckuxX npuHuunax. Kpome Toro, cnegyet
yunTbiBaTb COBOKYMHBLIN Mpoduns 6€30NacHOCTM M COBOKYMHBLIN Npodunb 3MEKTUBHOCTU BCEX AENCTBYIOWLMUX
BeLLeCcTB KOMOMHNMPOBaHHOIO NekapCTBEHHOroO Npenapara.

32. Hacrtosawmin pasgen coaepXuT pekoMeHgauum no BbipaboTke cTpaTterMm KnvHUYeckon paspaboTku
KOMOMHMPOBAHHOIO nekapcTBeHHOro npenapara. MonoxeHns HacTosWero pasgena pacnpoCTPaHSTCS [MaBHbIM
obpa3om Ha HebGomnbluMe MOrneKysfbl He3aBMCUMMO OT NYTW UX BBeAeHWs U POpMbl JOCTaBKM B OpraHn3m 4venoseka
(HemegneHHoe n mogndMLMPoBaHHOE BbicBOBOXAEHME). MONOXEHNA HACTOALLEro pa3aena Takke NPUMMEHUMbI Ans:

Bronormyecknx NekapcTBeHHbIX NpenapaTos;

HEKOMBVHMPOBaHHbIX NEeKapCTBEHHbIX NpenapaToB B Cryvae ecinv Ux AeWCTBYyoLlee BeLeCTBO OTHOCUTCS K
XUMUYECKUM COEAMHEHMAM, KOTOPOE NoABEpraeTcst Auccoumaumm B ycnoBsmsax in vivo ¢ obpasoBaHunem 2 unum 6onee
OEVCTBYIOLLNX BELLECTB.

MonoxeHnss HacTosLwero pasgena He MPUMEHSATCA K MOHOKOMMOHEHTHbIM MeKapCTBEHHbIM Mpenapartam,
codepxawmMm OenCTBYyKLLee BeLEeCTBO, KOTOpOe SABMSETCS €OUHOM MOSNEKYNOoW, BIMSIOWEN Ha HECKOMbKO
dhapmakonormyecknx MuleHen (To ecTb nposiBnsowen addOUHHOCTb K HECKONBbKMM peLenTtopam, y4acTBYHIOWNUM B
BO3HUKHOBEHWN TpebyeMoro TepaneBTnYeckoro adpdexra).

33. B HacTosilem pasgene paccmaTtpuBaeTcs paspaboTka KOMOMHMPOBAaHHbBIX NEKapCTBEHHbIX MpenapaTtos,
CoCTOAWMX M3 2 [delCTBylOLMX BellecTB. BmecTe ¢ Tem B OTHOLWEHUM KOMOWHMPOBAHHBLIX IEKapCTBEHHbIX
npenapartos, cogepxatimx 3 unu 6onee AeNCTBYIOLLMX BELLECTB, CreayeT Takke PYKOBOACTBOBATLCH NOMNOXEHNAMMU,
U3NOXEHHbIMN B HACTOSALEM pasaerne.

34. TlonoxeHus HacToswero PykoBOACTBA He pacnpoCTPaHAKTCA Ha  KIUMHMYECKY  pa3paboTky
(PUKCMPOBAHHBIX KOMOMHALMIM NeKapCTBEHHbIX pacTUTENbHbIX MpenapaTtoB U KOMOMHaUui BMTaMUHOB, MUKPO- U
MaKpO3NEMEHTOB Y MUHEPAroB.

35. OcHoBHbIMK TpeboBaHMsAMU, NPeabABASAEMbIMUA K KITMHUYECKUM AAHHBIM O KaXAoM KOMOWHMPOBAHHOM
nekapcTBEHHOM npenapare, ABMaTCA:

a) hapmakonornyeckoe 1 MeauLMHCKkoe 060CHOBaHNE co3gaHnsa KoMbuHaumm;

6) nonyyeHve OokasaTenbCTB 3HAYMMOro BKMNaga BCeX AENCTBYIOLWMX BeLeCcTB B OOWWM TepaneBTUYECKUi
adbdpekT (C TOukM 3peHus obecnedveHuss GesonacHocTM M (MnNn) 3DMEKTUBHOCTM KOMOMHALUMKU AENCTBYOLNX
BELLECTB) M MOMOXUTENIBHOTO COOTHOLUEHMST «MOMb3a - PUCK» KOMOMHAUMM [OENCTBYHOLWIMX BELLECTB Npu ee
NPVYMEHEHN MO LeneBOoMy NOKasaHuio;

B) noATBepXAEHWEe TOro, YTO pe3ynbTaTtbl, OCHOBaHHble Ha KOMOMHWPOBaHHOM BBEAEHWUM OTAErNbHbIX
AENCTBYIOLWMX BeLIeCTB, MPUMEHWMbl AN KOMOMHMPOBAHHONO NEKapCTBEHHOro mnpenaparta, 3asiBMIEHHOro K
perucTpauuun.

36. 3asBuTensM B perncTpaumoHHoe 40Cbe KOMOUMHMPOBAHHOIO NekapCTBEHHOro npenapata cregyeT BKIYnTb
dapmakonormyeckoe M mMeavuUMHCKoe OOOCHOBaHWe CO3[4aHUsi KOHKPETHOW KOMOMHauuu OerCTBYIOLIMX BELLECTB,
BXOASALLMX B COCTAB KOMOMHMPOBaAHHOIO NeKapCTBEHHOrO npenapara, U NNaHnpyemMoro TepaneBTUYEeCKOronoka3aHns
K NPYMEHEeHU0 KOMBMHNPOBAHHOTO NEKApPCTBEHHOIO Npenapara.

B obocHoBaHWMM TakkKe y4MTbIBAETCA PEXUM [03MPOBaHUS, B TOM YWCIEe 4YacToTa M Cxema [O03MpOoBaHuA
AENCTBYIOLLMX BELLECTB, BXOASALLMX B COCTaB KOMOUHMPOBAHHOIO NekapCTBEHHOrO npenapata. YacTbio 060cHOBaHMSA
CO3[aHMA  KOMOWHMPOBAHHBLIX FEKApCTBEHHbIX MpenapaTtoB MOXeT CNyXuWTb ONTUMU3ALUMS NPUMEHEHUS
neKkapcTBEHHOro npenaparta C TOYKM 3pEeHUs M3MEHEHMS KonmyecTBa BBOAUMBLIX [O3 fleKapCTBEHHOro npenapara,
NOBLILLIEHNA NPUBEPXKEHHOCTN MaLMEHTOB K €ro Npuemy, YnpoLLEeHNs pexuMa npuema rnekapcTBeHHOro npenaparta
ANA MedWUMHCKMX paboTHMKOB NpM OCYLUECTBIIEHNM TepaneBTUYEeCKOro BMellaTenbCcTBa, NpegycMaTpuBaloLLEero
NPUMEHEHNE HECKONbKMX AEeNCTBYHOWMX BewecTB. lMogobHoe ynpouleHne Tepanum camo no cebe sABnsieTca
HeJoCTaTOMHbIM — ANst  MOMHOrOo  OBOCHOBAHUA  CO3[4aHWMA  KOMOWHMPOBAHHONO feKapCTBEHHOro npenapaTa.
KombuHnpoBaHHOE NpUMEHeHVe AEeNCTBYIOLWMX BELECTB AOMKHO YNyyllaTbh COOTHOLLEHUE «MOoNnb3a - PUCK» 3a cyeT
NoBbILeHNs 3 (PEKTUBHOCTM 1 (MnK) ynyylieHns 6e30nacHOCTM KOMBMHNMPOBAHHOIO NEKapCTBEHHOrO npenapara no
CpaBHEHMIO C MPUMEHEHNEM KaXX[0ro U3 KOMNOHEHTOB KOMBMHaLUMW AENCTBYIOLLMX BELLECTB B OTAEIbHOCTH.

37. Cnepyetr obocHOBaTb NpMMEHEHWEe BCEX [EWCTBYIOLWMX BeLecTB MO 3asfBfIEHHOMY MOKa3aHuio K
NPUMEHEHNI0 KOMOWHMPOBAHHOTO NleKkapCTBeHHOro npenaparta. He crnegyet cosgaBaTe  KOMOMHMPOBAHHbIE
nekapcTBeHHble mpenaparbl, HanpasneHHble Ha fevYeHne HeB3auMOCBA3aHHbIX opM naTornorun (3abonesBaHuii) u
He VMewLlme COOTBETCTBYIOLLEr0 TepaneBTMYeckoro OOOCHOBaHMS WX COBMECTHOrO npumMmeHeHud. [lpu
3aTpyoHEHUsIX B npouecce KIMHWUYECKOW pa3paboTkn KOMOMHMPOBAHHLIX NEKapCTBEHHbIX NMpenapaTtoB 3asBUTENIO
cnepyeT obpallaTbCA 3a Hay4YyHOM KOHCYyMbTauuen K YNOMHOMOYEHHbIM OpraHam (dKCMepTHbIM OpraHu3auusiM)
rocyfapcTB-4rieHoB B COOTBETCTBMU C NYHKTOM 26 lNMpaBun perncrpaumm n akenepTusbl.

38. Kaxgbll KOMOMHMPOBaHHLIA NeKkapCTBEHHbIM NpenapaT TpebyeT OueHKM MoTeHUManbHbIX KIMHUYECKMX
NpevMyLLecTB KOMOMHMPOBaAHHOW Tepanuu MO OTHOLEHWIO K MOHOTepanuW, C Lenbld YCTaHOBIEHWUS ero
COOTBETCTBMA TpeboBaHWAM, npeabsaBnseMbiM K addeKkTMBHOCTM 1 6e30MacHOCTM NekapCTBEHHbIX NpenapaTos. B
oT4yeTe O KIMHWMYECKOM WccregoBaHuM criegyeT 0obocHOBaTh, YTO NpeumMyllecTBa KOMOWHMPOBAHHOW Tepanuu
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NpeBbLILAT €e Takue NoTeHUManbHble HedOoCTaTKW, Kak MOsIBNIeHNe UMM yCUIeHue HexenaTtenbHbIX peakuui,
HEBO3MOXHOCTb obecneyeHns yaoGHOro npuemMa KOMOMHMPOBAHHOINO feKapCTBEHHOro mnpenapara Ans Bcex
KaTeropuii naLMeHToB.

[HokasaTenbHasn 6a3a KNMMHUYECKNX AaHHbLIX O KOMOMHMPOBAaHHbIX NIeKapCTBEHHbIX NpenapaTax

39. [okasaTenbHas 6asa KIMHWYECKMX AaHHbIX O KOMOMHMPOBAaHHBIX flEeKapCTBEHHbIX Mpenapartax Ans
YCTaHOBMNEHNSA BKNaga Kaxgoro M3 KOMMOHEHTOB (PUKCMPOBAHHOW KOMOMHaumMu B oOLwyt0 3ddeKTUBHOCTL W
NONOXUTENbHOE COOTHOLLEHUE «MOMb3a - PUCK» AOMKHA NO3BOMATH:

a) onpefenuTb MNOMYNAUMIO, HYXOAOLWYCA B KOMOMHMPOBAHHOM NeKapCTBEHHOM npenapate (C y4yeTom
COOTBETCTBMSA 3TON LieneBon nonynauum Buay KOMOUHMpOBaHHOW Tepanuu);

6) NnoATBEPANTDL, YTO KaXAoe AeNCTBYOLLEe BELECTBO BHOCUT BKNag B 061wyt ahdEKTUBHOCTb U (MnK) BAMSAET
Ha COOTHOLIEHMEe «momnb3a - puck». [lpu 3TOM cnegyeTr npuHMMaTb BO BHMMaHWE aaaWTUBHbIE UMK
CMHeprucTuyeckne addekTbl KOMOMHaLMM OeNCTBYIOWMX BELEeCTB, U TO, YTO B Cny4vyae CUHeprnsma OTAernbHble
KOMMOHEHTbI KOMOWMHauuyM [enCTBYIOLMX BelecTB MoryT He obnagate cobCTBEHHOM hapMakonornyeckomn
3hheKTMBHOCTBLIO MK obragaTtb MUHUMarnbHOW chapmMakonornyeckon adeKTUBHOCTLIO.

40. [JokasaTtenbHas 6asa KNMHUYECKMX OaHHbIX O KOMOMHWMPOBaHHBLIX NEKapCTBEHHbIX npenapartax MOoXeT
COCTOSITb M3 CneuuanbHO ChMaHWPOBAHHBIX KIMHUYECKUX WCCNEeAOoBaHUA, MPOBEAEHHbIX C  MCMNONb30BaHUEM
KOMOMHMPOBAHHOrO NeKapCTBEHHOro Mnpenaparta, W (Mnn) KIWHWYECKUX WCCNeaoBaHWM, MNPOBEAEHHbIX Mpu
KOMBVHMPOBAHHOM MPUMEHEHNN OTAENbHbIX MOHOKOMMOHEHTHBIX NeKapCTBEHHbIX MpenapaTtoB, AaHHbIX aHanvsa
Hay4HOWN nuTepaTypbl O MPUMEHEHUN KOMBUHaLMWM Unn nNpeacTaBnsaTb coOboN coyeTaHne COOCTBEHHbIX KIMMHUYECKNX
nccnepoBaHnin 1 AaHHbIX aHanusa Hay4yHow nutepaTypsl.

41. Tlpn KIUHUYeckon paspaboTke KOMOMHMPOBAHHOrO MeKapCTBEHHOro npenapata BO3MOXHbl 3
TepaneBTUYECKNX cLeHapusd, Tpebytolime npeacTaBneHns pasHblX BUAOB Aoka3aTenbCcTB obwen ahekTMBHOCTA 1
NONOXUTENBHOrO COOTHOLLEHNS «MOSb3a - PUCKY:

a) TepaneBTMYECKMIN cueHapuii 1 - KOMOUHMPOBAHHBIN NeKapCTBEHHbIV NpenapaT, paspabaTbiBaembli C Lenbio
nonyyYeHnss AONOMHMTENbLHOrO adhdekTa y nauMeHToB, HEAOCTATOMHO OTBEYalLWMX Ha NPYMEHEHUEe OAHOro WMu
HeCKONbKMX MOHOKOMMOHEHTHbIX TeKapCTBEHHbIX NpenapaTtoBs (noapasgen 1 pasgena V HacToswero PykoBoacTea);

6) TepaneBTUYECKUI CLUEeHapuin 2 - KOMOMHMPOBAHHbIW NeKapCTBEHHbIN Npenapar, paspabaTbiBaeMblvi C LENbHO
3aMeHbl COYeTaHHOro MpremMa MOHOKOMMOHEHTHbIX NEKapCTBEHHbIX NpenapaToB, MO3BOMSAIOLWMX B [AOCTAaTOYHON
CTeneHn KOHTPONMpoBaTb COCTOSAHNE NauveHTa (mogpasgen 2 pasgena V HacToswero PykoBoacTea);

B) TepaneBTUYECKNI CLeHapuii 3 - KOMOMHMPOBAaHHbLIN NeKkapCTBEHHLIV Npenapart, paspabaTtbiBaeMbivi C LENbIo
nepBMYHON KOMOMHMPOBaAHHOW Tepanuu NauMeHTOB, paHee He MNOMy4YaBLUMX FEYEeHUS HW OOHVMM U3 KOMMOHEHTOB
kombuHaumu (nogpasgen 3 pasagena V HacTosiwero PykoBoacTtsa).

42. MNpwn oueHke gokasaTenbHoW 6a3sbl KNMMHUYECKUX OAHHBIX O KOMOUHMPOBAHHOM NEeKapCTBEHHOM Mnpenapare
AOMNONHMTENbHbIM TpeboBaHeM aBnseTcs HeobXxoAMMOCTb NMOATBEPXKAEHNSA 3HAYMMOCTU MOMNYYEHHbIX AaHHbIX ANs
AENCTBYIOLMX BeLLeCTB KOMBMHaLMM B YCIOBUAX UX NMPUMEHEHNS B KavyecTBe KOMOVMHMPOBaHHOIMO f1eKapCTBEHHOro
npenapata. B cnyyae ecnu gokasatenbHas 6a3a nonyyeHa nyTeM nsyvyeHus NpUMEHEHUS KOMOWHALUWM OTAeNbHbIX
MOHOKOMMOHEHTHbIX NEeKapCTBEHHbIX NpenapaToB 6e3 HenocpeaCcTBEHHONO MCMOMNb30BaHWA KOMOWHMPOBAHHOIO
neKkapcTBEHHOro mnpenapara, BbIMOMHEHWE JdaHHoro TpebosaHus criegyeT obecneynTb MyTeM nNpoBeAeHWs
CBA3YIOLLMX NccneaoBaHui (aHanmsa ceasylowmx gaHHbix). B nogpasgene 9 pasgena V Hactoswero PykoBoacTtsa
U3NoXeHbl O0LiMe yKasaHud Mo MpUHLMNaM 3KCTPanonsuMu pesynbTaToB CBA3YHOLIMX UCCrenoBaHui (aHanusa
CBA3YIOLMX [AaAHHbIX), MPOBEAEHHbIX MPW COYETAHHOM MPUMEHEHWM MOHOKOMMOHEHTHbIX NeKapCTBEHHbIX
npenapaToB Ha KOMOMHMPOBAaHHbLIV NEKapCTBEHHbIN Npenapar.

Cesisylolme uccnegoBaHusi  (aHanv3 — CBA3YIOWIMX — AaHHbIX)  NyTeM  MpOBeAeHWs  UCCrefoBaHuin
61O3KBMBANEHTHOCTM  OOMKHbI  NOATBEPXOATb CxoxXee (apMaKOKMHETMYecKoe MNoBefdeHMe  KOMMOHEHTOB
KOMOMHauun. 3TO NO3BONSET 9SKCTpanonvMpoBaTb [AaHHble, MOMNyYeHHble NpW  COYETAHHOM  MPUMEHEHUM
MOHOKOMMOHEHTHbIX JlIeKapCTBEHHbIX NpenapaTos, Ha NpUMeHeHne KOMOMHNMPOBAHHOIO NeKapCTBEHHOTO nNpenapara.

43. MNpn usyyeHun KOMOMHMPOBAHHOIO NEKAPCTBEHHOro MpenapaTa, AEWCTBYKLUME BellecTBa KOTOPOro He
€030alT CUCTEMHOrO BO3AENCTBMS (IKCMO3vuum), cnegyeT PyKOBOACTBOBATbCA MONoOXeHusMmu PykoBoactea no
obWwum BOMpocaMm  KIMHUYECKUX uccrenoBaHun (npunoxenHve k PekomeHgauuun Konnermm EBpasuinckon
9KkoHOMUYeckon komuccum ot 17 wmona 2018 r. Ne 11), a Tawke TpeboBaHMAMM K NPOBEOEHMIO
hapmMaKoKMHETNYECKOTO W KIMHNYECKOro MccnefoBaHns OMO3KBMBANEHTHOCTU KOPTUKOCTEPOMAHBIX NeKapCTBEHHbIX
npenapaToB A1 MECTHOTO NMPUMEHeHWs, yTBepXaaeMbiMy EBpasninckor SKoHOMUYECKON KOMUCCUEN.

V. MnaHupoBaHue NpoBeAeHUs KIIMHUYEeCKUX UccriefoBaHUmn
KOMOMHUPOBAaHHbIX JIEKAPCTBEHHbIX NpenapaToB
ANs pasfiMyHbIX TepaneBTUYECKUX CLeHapueB

44. Tlpu nnNaHUMpPoBaHWM NPOBEOEHUSA KIMHUYECKUX WCCreLoBaHUn KOM6I/IHVIpOBaHHbIX JIeKapCTBEHHbIX
npenapartoB cnegyet UCXoAWUTb U3 TOro, YTO KIWMHUYECKUE [aHHble [OOJKHbl NoATBepXAaTb NONOXUTENbHOE
COOTHOLUEHME «NoJib3a - PUCK» KoMBuHaLun ,D,eVICTByIOU.LMX BelleCTB BCeX pa3p860TaHHbIX KOMOMHaUun [o3 u
O03NPOBOK KOM6I/1HVIpOBaHHOI'O NeKapCTBEHHOro npenaparta.

1. TepaneBTMYeckum cueHapum 1
(«add-on nokasaHue»)

45. MNpn gaHHOM cUeHapun KOMBUHMPOBAHHLIA NEKapCTBEHHLIN NpenapaT npeaHasHadeH ONs nauueHTos,
HeOOCTaTOYHO OTBEYalOWMX Ha TeKyllylo Tepanuio oaHuMm wnu  Goree  OeWCTBYIOWMMU  BellecTBamu
KOMBMHMPOBAHHOTO NeKapCTBEHHOIO NpenapaTa. B uenom atoT cueHapuii npegnonaraeT UccregoBaHne NaunMeHTos,
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nogBeprunxca  neyvyeHuro onTumMaribHom [030M KOM6VIHMpOBaHHOFO NeKapCTBeHHOro npenapata B TeYeHue
O0CTaTO4YHO NPOAOITKUTESTbHOIO BpEMEHU U yO0oBNETBOPUTESTBHO HE OTBETUBLLUMNX Ha NNEeYeHne.

MnaHnpoBaHue npoBeaeHUs
thapMaKoKMHeTUYEeCKUX nccnepoBaHUn

46. CnepyeT noapobHO M3yunTb U OxapakTepusoBaTb hapMaKOKMHETUKY OTAENbHbIX AENCTBYIOLMX BELLECTB
KOMOUWHMPOBAHHOIO NEKapCTBEHHOro npenaparTa.

47. WccnepoBaHue nekapCTBEHHbIX B3auUMOOENCTBMMA  OEWCTBYHOLUMX  BelecTB  KOMOMHMPOBAHHOIO
neKapCcTBEHHOro npenapaTta crnegyeT NpPoOBOAWTbL TOMbKO B Cry4Yae €Cnv Hanuyive Wnu OTCYTCTBME TaKoro
hapmaKoKMHETNYECKOTO B3aMMOAENCTBUA Henb3s YCTAHOBWUTb C MOMOLLbI APYrUX [oKasaTenbCTB (4aHHbIX
uccrnepoBaHnsa in vitro, aHanu3a AaHHbIX O MOAENbHbIX MCCReAoBaHUSAX OTAEfbHbIX KOMMOHEHTOB KOMOGWHAaLMM
AENCTBYIOLLMX BELLECTB; WCMOMb30BaHUS Pe3ynbTaToB APYrUX OMyGrMKOBaHHbLIX KMUHWUYECKUX WUCCMEaoBaHui).
WccnepoBaHve nekapCTBEHHONO B3aMMOLEWCTBUSA OOMNYyCKaeTCs He MPOBOAWTbL B Clyvyae ecnv YCTaHOBMEHO, YTO
KOMOMHMPOBAHHOE MNPUMEHEHVWE [OEWUCTBYIOLWMX BELEeCTB He WMEET BaXHbIX MOCneAcTBUA ANA  KNMHUYECKON
6e3onacHOCTM Takoro NiekapCTBEHHOro npenaparTa.

48. CnegyeT npoaHanu3avMpoBaTb BNUSHME  KOMOMHMPOBAHHOIO  NEKApCTBEHHOro npenapata Ha
hapmMaKkoKMHETVKY Kax[oro u3 AeiCTBYIOWMX BELeCTB Yy YA3BMMOW nonynauun (MauMeHToB C  MOYEeYHON
He[oCTaTOMHOCTBIO, MOXMMbLIX M Ap.). TakoW aHanmu3 MOXHO BbIMOSMIHUTL C MOMOLLBIO U3YYeHUS MOMNYMsLUMOHHON
dhapmaKkokMHETVKM B paMkax wuccrnefoBaHun 6GesonacHocTn (3deKTUBHOCTM) NPUMEHEHUs KOMOUHMPOBAHHOIO
nekapcTBeHHoro npenapata. CneumanbHoe WccrefoBaHWe MNW aHanu3 KoMObuHaumMu y ys3BMMOW MOMynsauun
AonyckaeTcs He npoBOAWTb, B CryyYae ecnv uccrnefoBaHus in vitro, aHanu3 mopgernbHbIX AaHHbIX (OaHHBIX O
MoAenvpoBaHun B pamkax GrodapmaueBTU4EecKoro akcnepuMmeHTa) u (Mnm) KNMHUYECKne AaHHble NOATBepXaatoT
OTCyTCTBME PapMaKOKMHETUYECKOrO B3aMMOAENCTBMA MEXOy KOMMNOHEHTaMy KOMOMHaLumM 4eNCTBYIOWMX BELLECTB.

49. Hanuune wunu OTCYTCTBUE WCCNEAOBaHWN NEKApCTBEHHbIX B3aMMOAENCTBUA  KOMOMHMPOBAHHOIO
neKkapCcTBEHHOro npenapaTta C ApPYrMMWU flekapCTBEHHbIMW NpenapaTtamn y yenoBeka crnefdyeT AOSMKHbIM obpasom
obocHOBaTb, C y4YeTOM MOTEHUMANbHOrO BAMSHUS KOMOMHMPOBAHHOIO fEKapCTBEHHOro npenapaTta Ha Apyrve
OOHOBPEMEHHO MPUMEHsiEMble fleKapCTBEHHbIE MpenapaTbl, 0COBEHHO ecrnv KOMOWMHMPOBAaHHBIN MeKapCTBEHHbIN
npenapaTt COAEPXUT KOMMOHEHT, KOTOPbIA U3MeHsAeT hapMaKkoKMHETUKY ApYrnx AeNCTBYOLMX BewwecTB (MHrmbuTtop
UNn MHAYKTOp MeTabonunama nekapcTs UM TPAHCNOPTEPOB NEKapCTB).

MnaHnpoBaHue npoBeaeHUs
crapmakoaMHaMM4eCKUX nccrieqoBaHuUm

50. ®apmakogMHamMuyeckue [fOaHHble SABMAAKOTCA  LUEHHbIMWM  Ans  MOHUMaHus  dhapmaKkonormyeckoro
B3aMMOZENCTBMSA AEVCTBYIOLNX BELLeCTB KOMOMHMPOBAHHOIO NlekapCTBEHHOro npenaparta. C noMoLbto (hakTopHOro
An3anHa KMMHWYECKUX WCCMedOoBaHWA MOXHO MOATBEPAUTb afgAuTUBHblE dapmakornornyeckne addekTbl Unm
CMHepru3M npegnaraeMbix KOMOMHALMIN AENCTBYIOLMX BELLECTB, OCOOEHHO MPY HanMunM pasHbix 3MEKTUBHbLIX 403
OTAEenNbHbIX eNCTBYOWMUX BelwecTs. iccneaoBanne ¢ (oakToOpHbIM AN3anHOM No hapMakogUHAMUYECKUM KOHEYHBIM
TOYKaMm, BKMOYaloWMM B ceba Bce kombrmHaumm 003 KOMOWHMPOBAHHONO NeKapCTBEHHOro npenapaTa, CnocobHO
COKpaTWUTb KONMMYECTBO 3TanoB nogbopa pexumma JO3MPOBaHUS B MCCNEAOBaHWSX Y MauueHTOB C HeJOCTaTOYHbIM
OTBETOM, Hanpumep, MPOMNyCcK OnpedeneHHbIX JdTanoB nogbopa pexvMa [A03MPOoBaHWA B UCCHeAOoBaHUSAX
KNnMHW4eckon addpekTMBHOCTU 1 Be3onacHocTU. B cnyyae ecnv y naumeHToB M3y4eHO AOCTaTOYHOE YMCIO PEXMMOB
A03MPOBaHNA KOMOWHMPOBAHHOIO NeKkapCTBEHHOro npenaparta, 9TV AaHHble MOryT CAYXWTb TepaneBTUYeCKUM
OocHoBaHveM Bblbopa pexunma [40o3npoBaHUst KOMOMHMPOBaHHOIO NleKapCTBEHHOrO npenapara Npy uccnegoBaHnmn ero
KnuHnyeckon adpdekTmBHocTH (6esonacHocTy).

MnaHupoBaHue NpoBeAeHUA uccrneaoBaHUmn
KnuHu4yeckomn acpcdekTnBHocTn (6e3onacHocTH)

51. Ona noatBepXAeHust TOro, 4YTO KOMOMHMPOBAHHLIA NEKapCTBEHHbIM MpenapaT obnagaet OGonbluen
3(phEeKTVBHOCTBIO MO  CpPaBHEHUD C  COOTBETCTBYWOLMMWU  OTAENbHbIMU  OEWCTBYIOLMMU  BELLECTBaMM
MOHOKOMIMOHEHTHbIX FeKapCTBEHHbIX NpenapaToB, crneayeT MNpOBECTU PaHOOMU3UPOBaHHbIE KOHTPONMPYeMble
uccrneaoBaHuss Takoro KoMOGMHMPOBaHHOIO IEKapCTBEHHOro npenapaTta AN MNOATBEPXAEHUS MPEBOCXOACTBA Y
HeJOoCTaTOYHO OTBEYallMX MauueHTOB Ha oOdHO (M Gonee) OencTBylollee BeLeCTBO KOMOWHMPOBAHHOMO
nekapcTBeHHOro npenaparta. [mnotedy o npeBocxoacTBe wnm «aobaBneHHon 3dEeKTMBHOCTM» [OMNyCcKaeTcs
BblABUraTb TOMbKO MO OTHOLIEHMIO K [JAEWCTBYHOLIMM BeLlecTBaM, Y KOTOpPbIX MOATBEPXKAEHO OTCYTCTBUE
A0CTaTo4YHOro oTeeTa naumeHToB. O6bIYHLIN NOAX04 COCTOMT B TOM, YTO NauUMeHTbl, HEAOCTAaTOYHO OTBEYatoLme Ha
npenapat A, paHOOMU3WPYKOTCS Ansi nofyyYeHusi npenapata B unu nnaue6o B AoONOfnHeHWe K MpoJoImKeHWo
npuMeHeHust Nnpenapata A 1 HaobopoT. B criydae Hanuumsi Hay4YHbIX KIMHUYECKMX PYKOBOACTB (pPeKkomMeHaauuin no
0Kas3aHW0 MEAWLIMHCKOM MOMOLLU) NPEeANUChIBAOLLMX UCMONb30BaHNE B KAYeCTBE NepBOHAYaribHOW Tepanum TOMNbKo
OQHOr0 U3 MOHOKOMMOHEHTHbIX JIEKAPCTBEHHbIX NpenapaTtoB (Hanpumep, npenapata A unu npenapata B), To
OOCTaTOYHO CPaBHUTb KOMOVMHUPOBAHHLIN feKkapCTBEHHbIN npenapaT (npenapat AB) ¢ npuemMom TONbKO Takoro
MOHOKOMIMOHEHTHOrO JIEKAapCTBEHHOrO Mpenapara (Hanpumep, cpaBHeHWe npenapata AB Tonbko ¢ npenapatom A
unu ¢ npenapatom B), BKMOYEHHOrO B CTaHAapTbl NiedeHus. Mpu nnaHMpoBaHMM MPOBEOEHUS TakUX KITMHUYECKUX
nccrneaoBaHuin HE06Xo0ANUMO NMOMHUTL, YTO B 9TOM Cllydae HeoCTaTOuYHbIN OTBET Ha npenapaTt A unu npenapart B (B
3aBMCUMOCTM OT TOro, Kako MMEHHO npenapaTt UCMoNb30BaH Ansi CPaBHEHMWS) NPUBEAET K OrPaHUYEHNIO MOKa3aHuii
K MPUMEHEHMIO KOMOWHMPOBAHHOIO IEKApCTBEHHOrO npenaparta, HecMoTpsi Ha ero addekTuBHocTb. [pu
NNaHMpoBaHNM KITMHUYECKOTO UCCNEA0OBaHUS B CryYae eCcniv YCTaHOBMEHbI NPUHATbLIE CyppOraTHblE KOHEYHbIE TOYKM
UNN NPOMEXYTOYHbIE WUCXOAbl Tepanuu 3T CypporaTHble KOHEYHbIe TOYKM W MPOMEXYTOYHbIE MCXOAbl Tepanuu



MHOrAa LOMycKaeTcsl UCNofb30BaTh B KIMHUYECKOM UCCNEAOBAHUN B3aMEH KOHEYHBLIX TOYEK KIMHUYECKOro ucxoaa.
B onpepeneHHbIXx TepaneBTUYECKUX 06nacTsaxXx MOXET BO3HUKHYTb HeoOXoaAMMOCTb (MM MOXEeT OKasaTbCa
uenecoobpasHbiM) CpaBHUTbL KOMOMHALUMIO OEWCTBYHOLLUMX BELLECTB C YCTOSIBLUMMCH CTaHAApPTOM mnomolin. Takow
neKapcTBEHHbIV Mnpenapat B 3TOM cryyae OyaeT npuHagnexaTb TOMY e TepaneBTUYEeCKOMY Kraccy, YTo U
npenapat A unu npenapat B, ¢ ycTtaHOBMEHHbIMM aHanorMyHbIMM (YHKLMOHAMNBHBIMU XapaKTepucTUkamn Ansi
obecneyeHnss BO3MOXHOCTU KONMYECTBEHHOrO onpeaeneHns gobaensemoro agdekta 2 4eNCTBYOLLEro BellecTsa,
ero npumeHeHue cnegyet obOCHOBATb COOTBETCTBYIOLLMMMU CCbINIKAMW Ha Hay4Hble KIMHWYECKMEe PYKOBOACTBA
(pekomeHgauMm NO OKa3aHuio MeauUMHCKOM nomolum). HeobxoamMmo noaTBepAnTb BKNag Kaxaoro AencTBylOLLero
BellecTBa KOMOUHaLmM B 06LLY0 3dDDEKTUBHOCTD.

52. Takve BoOMpoCbl Ou3aiHa WCCrefoBaHUNM, KakK KPUTEPUW BKIMIOYEHWUS] U HEBKIIOYEHMSI MaLMEHTOB B
KNMUHWYECKOE  MCCredoBaHMe, COOTBETCTBYIOLLME KOHEYHble TOYKM W oXuaaemass NpoaoSKUTENbHOCTb
uccregoBaHus, cneayeT BolbvpaTb C y4eTOM COOTBETCTBYIOLUMX HAYYHbIX KMMHUYECKUX PYKOBOACTB (peKoMeHaauunin
Nno NIaHMPOBAHUIO  KIUMHWYECKUX uccrnefoBaHwi). [lonyyeHHble pe3ynbTatbl  QapMakoKMHETUYECKUX U
hapMakoguHaMU4ecknx UCcrnefoBaHniA M uccnepoBaHni adpdekTnBHoCcTH (6e3onacHOCTU) KOMOBUHUMPOBAHHOIO
NeKkapcTBEHHOro npenapara, AOIMKHbl MO3BONATb MNPOBECTU OLUEHKY 3deKTMBHOCTM U Be30macHOCTM BCEeX
A03MPOBOK 3TOr0 KOMBGUHMPOBAHHOIO NEKapCTBEHHOMO NpenaparTa.

53. B cnyyae Hanuuusa OOKyMeHTanbHO MOATBEPXKAEHHbIX AaHHbIX O 3HAYUTENbHOM AOMArOCPOYHOM OMbITe
NnpMMeHeHnst (COOTBETCTBYIOLLIErO npeanonaraemMori TepaneBTUYeckon obnactu) Bcex [AEeNCTBYIOLMX BeLLecTB
KOMOWHMPOBAHHOIO JeKapCTBEHHOMO MpenapaTa, 3TV AaHHble AOMYCKAaeTCs MCMoNb30BaTb B3aMeH pe3ynbTaToB
OONTOCPOYHBLIX UCCEAOBaHMIA CaMOro KOMOMHUPOBAHHOMO NIEKAPCTBEHHOIO Npenapara.

2. TepaneBTU4YECKUIA cLeHapui 2
(Tepanusa «3ameLleHus»)

54. Mpn gaHHOM cueHapuM KOMOWHMPOBAHHLIA NEeKapCTBEHHbIN npenapaT npegHasHaveH Ans nauueHToB,
COCTOSIHWE KOTOpbIX paHee Obifo cTabunuamMpoBaHO Ha ONTMMAIbHbIX [03aX KaXOoro M3 AEWCTBYHOLLIMX BELLEeCTB
KOMOMHaUuM, HO nNpu 3TOM ITU [JEWCTBYIOLLME BeLecTBa BBOAWIUCL MauMeHTaM B BuAE OTAENbHbIX
MOHOKOMMOHEHTHbIX JIEKApPCTBEHHbIX MpenapaTtoB C TakUM >Xe WHTEpBasfioM W BpeMEeHEM [O03MPOBaHMS Kak
npeanaraemas paspabartbiBaemasa KOMOMHaLMA OENCTBYOLNX BELLECTB.

B atom cnyvyae nauueHTbl npekpawarwT MNpuMeHATb MOHOKOMMOHEHTHble neKapCTBeHHble npenapatbl U
HauYnNHaKT neyvyeHume KOM6VIHI/IpOBaHHbIM JleKapCTBEHHbIM npenapaToMm.

55. Heobxoanumo obocHOBaTb, YTO Kaxaoe OEWCTBYHLLEe BeLecTBO KOMOMHAUUM BHOCUT COOTBETCTBYOLLMNA
BKIaJ B COBOKYMHbIN LIENEBOW TepaneBTUYECKUN apdeKT 1 KOMOMHALMSA COXpaHSieT NOMOXUTENbHOE COOTHOLLEHNE
«nonb3a - puck». Mmetowmecss gokasatensctea 3dpektuBHocTM (6e3onacHOCTM) M NokasaHWs K MPUMEHEHUIO
MOHOKOMIMOHEHTHbIX NeKapCTBEHHbLIX NpenapaToB OyaoyT onpefensitb LEneBoe MnokasaHue K NPUMEHEHWo Ansi
KOMOMWH/MpPOBaHHOIrO NeKapCcTBEHHOTO Nnpenapara (Hanpumep, B criyyae ecnv gokasartenbHasi 6a3a cBuaeTenscTByeT
O NEeYEHUU MaUMEHTOB C HEOOCTATOYHbIM OTBETOM Ha MOHOTEepanuio, criegyeT NpeafiokuTb COOTBETCTBYHLLEE
rnokasaHue K NpUMEHEHWI0).

MnaHupoBaHue npoBeaeHUs hapMakOKMHETUYECKMX
1 papmakognHaMM4eCKUX UccregoBaHumn

56. CrnegyeT npoBecTM CBA3ylOLMe WCCNedOBaHWs, npedycMaTpuBaloluMe CpaBHEHWEe pe3ynbTaToB
hapmaKoKMHETNYECKMX MCCNefoBaHUA KOMOMHMPOBaHHbLIX f1eKapCTBEHHbIX MPenapatoB M 3aperMcTpupoBaHHbIX
MOHOKOMMOHEHTHbIX J1eKapCTBEHHbIX MpenapatoB C TeMW Xe [AeNlCTBYIWUMK BelecTBamu, MpUMEHSeMbIX
OOHOBPEMEHHO, a TaKke NoATBEpAUTb OMO3KBMBANEHTHOCTb 3TMX MpEenapaToB, PYKOBOACTBYSICb MOJIOXEHUSMM
nogpasgena 9 HacTosLero pasaena.

Ecnn KOMOMWHMpOBaHHBIN NEKapCTBEHHbLIV Mpenapat BBOOUTCSA C APYMMM WHTEpPBanoM WM BpeMeEHeM
AO3UPOBaHNS, YEeM MOHOKOMMOHEHTHbIN FeKapCTBEHHbIM MpenapaTt C OAHMM W3 [OEeNCTBYHOLMX BeELLEeCTB,
HeobxoAVMbl OONOMHUTENbHbIE hapMakoanHaMuyeckne u (Unu) KIMHUYeckue uccrefoBaHusa Ans 0b6oCHOBaHWSA
TepaneBTUYECKON 3KBMBAIIEHTHOCTY.

Ecnu pasHbii pexxmm Jo3npoBaHus NPMBOAUT K MOBbILLEHHBIM 403aM Ha 1 BBeAeHWe, JONOMHUTENbHO creayeT
BbIMOMHUTL OLIeHKy 6e30nacHOCTy.

MnaHupoBaHMe NpoBeAeHUA uccrneaoBaHUmn
KnuHu4eckomn achcdekTnBHocTH (6e3onacHocTH)

57. B coctaBe perMcTpauMoHHOro Aocbe credyeT NpeacTaBUTb AOKYMEHTAUM0 O KIMHUYECKOM MPUMEHEHUN
COOTBETCTBYIOLLMX MOHOKOMMOHEHTHbIX JeKapCTBEHHbIX MpenapaTtoB B BuAe WX KOMOWHMPOBAHHOTO npuema
BKMOYaloLWylo B cebsi pe3ynbTaTbl KIWMHUYECKUX WCCMeOOBaHWA, WNW OaHHble Hay4HOW nuTepaTtypbl, Wnu
pe3ynbTaToB KIMMHUYECKUX UCCNeaoBaHNn BMeCTe C AaHHbIMW Hay4YHOW NuTepaTtypbl, KOTOpble OOMKHBI 060CHOBaTb
Heo6XoAMMOCTb KOMOMHMPOBAHHOIO MPUMEHEHWS OEWCTBYHOLMX BeLwlecTB. [N yCTaHOBMEHWS MOMOXUTENbHOro
COOTHOLLEHMS «MONb3a - PUCK» KOMOMHaUMU OEACTBYIOLIMX BELLEeCTB HeAOCTaTOYMHO NpefoCTaBMEeHUs AaHHbIX O
KOMOUWHMPOBAHHOM MPYMEHEHUN MOHOKOMIMOHEHTHbIX JIEKapCTBEHHbIX NpenapaToB.

58. Ocobble kpuTEPMM NPUMEHSIOTCA K KOMOWHMPOBAHHBIM FNEeKapCTBEHHbIM Mpenapartam, AelcTByolme
BelLLeCcTBa KOTOPbIX MMEIT pasHble, HO CBSI3aHHble MOKa3aHWs K MPUMEHEHUI0 WM pasHble dhapMakonornyeckme
MULLEHN (Hanpumep, KOMBVMHMPOBaHHbLIN NEKapCTBEHHBIA Npenapar Ans fleYeHns NauneHToB C BbICOKUM CepaeYHo-
COCYOMCTbIM PUCKOM, CoaepXaluuii nunua-moamduumpytoliee CpeacTBo M rMnoTeHaMBHOe cpeacTBo). CrneadyeT
NoATBEPAWTL ANS KaX4Ooro 13 AeNCTBYIOLMX BELLECTB KOMOMHaLMM COOTBETCTBYIOLUMI BKad B OOLLYIO KITMHWUYECKYIO



adhdekTMBHOCTL (6€30MacHOCTb) KOMOUHMPOBAHHOIO FEKapCTBEHHOrO Mpenapata WM Hanuyve NONOXWUTENbHOro
COOTHOLLEHUSI «NoMb3a - puUck». Kpome TOoro, mMpu OTCYTCTBMU AAHHBIX KIMHUYECKUX WCCREAOBaHWN O BMSHUM
AENCTBYIOWMX BeLIeCTB B BWAE MOHOKOMMOHEHTHbIX J1eKapCTBEHHbIX MNpPernapaToB Ha KIAMHWYECKUA UCXOA
3aboneBaHusa (Hampumep, Ha CepAevHO-COCYAUCTbIE UCXOAbl AN 3abonesBaHuin CepAeyHO-COCYAUCTON CUCTEMbI)
crnegyeT Kak MWHMMYM  YCTaHOBMTb MOTeHUManbHble dapMakokMHeTudeckne 1 dapmakogmHamuyeckme
B3aMMOAENCTBUS OAENCTBYIOLMX BELLECTB Nocrne Ux KOMOMHMPOBaHUS Ans onpefeneHns BO3MOXHOCTU U CTeneHu
moandukaumm unx addexkta B KOMOUHauun. PapMakoKMHETUYECKMX [aHHbIX (MCCnefoBaHWE neKapCTBEHHbIX
B3aMMOAENCTBUI), KaK NpaBuIo, 4OCTaTOYHO.

He pekomeHgyeTca paspabaTtbiBaTb KOMOWHMpOBaHHbIE feKapCTBEHHble npenapatbl, codepxaline
KOMBMHaLMIO AENCTBYIOLLMX BELECTB C HECBA3AHHBIMW NOKa3aHUAMU K MPUMEHEHWIO.

3. TepaneBTUYEeCKUM cueHapun 3
(Tepanus «HaMBHbIX» NaLUEHTOB)

59. B atom cnyyae neveHve naumeHTa cpasy HauMmHaeTcs ¢ KOMOUHaLunM nekapCcTBEHHbIX NpenapaToB B3aMeH
nocteneHHoro fobasneHns OencTBYIOLMX BELLECTB KOMOMHMPOBAHHOMO NEKapCTBEHHOIO npenapaTta Ha OCHOBaHWUU
uHAMBMAyanbHOro oteeTa nauueHTta. OnpegeneHve ueneson nonynsauun TpebyeT ocoboro BHMMaHWUS, AOIMKHO
COOTBETCTBOBaTb KOHKPETHOW TepaneBTuyeckol obnactu, B KOTOpon paspabaTbiBaeTcs KOMOWMHMPOBaHHbLIN
nekapcTBeHHbIN npenapaTt. Cnegyet obocHOBaThb, YTO NPeUMyLLECTBa Havyana nevyeHns kombuHaumen 2 nnm Gonee
AENCTBYIOLWMX BeLLEeCTB MPeBbILAOT HEeAoCTaTku NeyeHus TakonW kombuHauven. B 3asucumoctn ot obnactu
TepaneBTUYECKUX MOKasaHWn NpUMEHeHWe NepPBUYHON KOMOWHMPOBAHHOW Tepanuu MOXeT MMEeTb MnpeumyllecTsa
nepep Tepanven MOHOKOMMOHEHTHBLIMW fleKapCTBEHHbIMY Npenapatamu 6e3 4ononHUTENbHbLIX 060CHOBaHWA.

MnaHupoBaHne npoBeaeHUs hapMakOKMHETUYECKMX
1 hapmakoaMHaMMYeCKUX uccnenoBaHnm

60. Tlogxodbl K nNpoBedeHUMO  apMakOKMHETMYECKMX U papMakoguHAMUYECKMX — MCcnegoBaHuin
KOMOMWHMPOBAHHOIO NEKAPCTBEHHOIO Npenapara Arsi TepaneBTUYECKoro cueHapus 3 aHanormyHbl NonoXeHUAMY Ans
TepaneBTu4yeckoro cueHapus 1 («add-on nokasaHue») NpMBeAeHHbIM B nodpasgerne 1 HacToswero pasgena.

lMnaHmpoBaHue npoBeaeHNst UCCnegoBaHUn

KnuHuyeckon acpcekTnBHOCTH (6esonacHoCcTm)

KOMOVHMPOBAHHOTO NEKapCTBEHHOro npenapaTa

61. OusanH uccnenoBaHuin knuHU4eckon adekTuBHoCTM (6e3onacHocTn) Ans 06OCHOBaHWMA perucrpauum
KOMOMWHMPOBAHHOIO NEKAPCTBEHHOIO Mpenapara C Lerblo NepBUYHOM KOMOMHNPOBAHHOWM Tepanuy NauMeHToOB, paHee
He Mony4aBLUNX NIEYEHUS HU OOHWM M3 KOMMOHEHTOB KOMOWHaUMW OENCTBYHOLLMX BELLECTB 3aBUCUT OT LENEN ero
pa3paboTKK, B YACTHOCTM OT TOro, ABMNSIETCS N LeNblo NOATBEPXKAEHNE rMNOTE3bl MpeBocxoasLLen 3dhEKTUBHOCTM
KOMOMWHMPOBAHHOIO NeKapCTBEHHOIO Npenapara unm nosbileHne ero 6e30nacHoOCTV MO CPaBHEHWIO C NPUMEHEHUEM
MOHOKOMIMOHEHTHbIX NeKapCTBEHHbIX npenapaToB. Ecnn gokasaHo, 4TO MOHOTEpanusa SBNSeTCsS HeAOCTaTOYHOW, a
Takke 4YTo KOMOMHMPOBaHHAas Tepanus LenecoobpasHa aAns JOCTUXXKEHNS XenaemMoro TepaneBTnyeckoro addpekra u
BO3MOXHa C 3TUYECKOWN TOYKM 3PEHUS, PELLEHNE O MPUMEHEHNMN KOMOUHMPOBAHHOW Tepanuu OOJDKHO MPUHUMATLCS
npu MUHMMansHoM obbeme obocHOBaHWI (Hanpumep, B cnydae pa3paboTkm KOMOWHUMPOBAHHBLIX NEKapCTBEHHbIX
npenapartoB Ans nedeHunst BUY-uHdekumnm).

4. NMnaHupoBaHue NpoBeAeHNUs UccrneaoBaHUN
KOMOMHUPOBAaHHLIX JIEKAPCTBEHHbIX NpenapaTos,
pa3pabaTbiBaeMbIx C LiefibI0 MPEBOCXOAALLEN
KIIMHUYecKkon 3chheKTMBHOCTHU

62. lMpeBocxoasawasa KrnMHu4Yeckass adeKTUBHOCTb KOMOUHMPOBAHHbLIX NEKApCTBEHHbLIX MpenapaTtoB MOXeT
ObITb JOCTUrHYTa NyTEM COYETaHUS:

2 unu 6onee Odelcmesyrwux eewecms, obradarwWux ycmaHOBNeHHOU 3QHEKMUBHOCMbIO MPU Uesieeom
rokasaHuu K rnpuMeHeHUIo;

delicmeyowie2o eewecmea, sAefsAUE20Cca apMakoKuHemu4Yeckum ycunumenem, ¢ 1 unu 6onee
delicmeyowuM 8eUeCmeoM C yCmaHo81eHHOU 3¢hgheKmu8HOCMbIO MPU Ue1e80M rokal3aHuu K MpUMEHEHUI0;

1 unu 6ornee delicmsyrowe2o seujecmea, He obnadarwe2o cobcmeeHHol aghghekmusHocmbio, ¢ 1 unu 6onee
OelicmsyowjuM 8eWeCcmeoM C yCcmaHo8/1eHHOU 3¢hcheKmuBHOCMbIO MPU UEe1e8oM MoKa3aHUU K NMPUMEHEHUIO.

63. KomGuHaumo 2 unu 6onee AeACTBYHOLLMX BELLECTB, 0b6/1adaroujux yCmaHo8/1eHHOU 3ghgheKmu8HOCMbIO MpuU
uesieeoM roKasaHuu K MpuMeHeHuUto paspabaTbiBatoT Ans noBbllweHus adycpekTnBHoCTM Tepanum (6onbliero
KMMHUYECKOrO OTBETa NauMeHTa Ha MnpuMemM KOMOMHMPOBAHHOMO JIEKAPCTBEHHOrO Mpenaparta) Mo CPaBHEHMIO C
nepBuYHON Tepanuein 5obbIM M3 MOHOKOMMOHEHTHbLIX JeKapCTBEHHbLIX MNpenapaToB, COAepXaluMX OaHHble
aencteylowme BewecTBa. NpeBocxogswlyto 3dEKTUBHOCTL TaKOM KOMOWHAUMM M ee npuemnemoro npodunsi
Oe3onacHOCTM crnedyeT NOATBEPAWTb MOCPEACTBOM MNPOBEAEHWS  PaHOOMU3MPOBAHHOIO  KOHTPONMPYEMOro
NCCrNeAoBaHMs C OLEHKOW KITMHUYECKOro UCX04a B OnpeaefieHHON BpeMEHHOM TOYKe.

Moaxoaswum cnocobom oueHkn npeBocxoasien 3pEeKTMBHOCTM TakonM KOMOGMHaLUUM M ee Npuemnemoro
npoduns 6e3onacHOCTU ABNSETCA NPOBEeAEHNE PAaHAOMU3MPOBAHHOIO KOHTPOIMPYEMOro UccrnefoBaHus B 3 rpynnax
naumMeHToB CO CpaBHEHMEM KOMOWHMpoBaHHOro npenapaTta AB u npenapatoB A n B. Takoe gomkHbIM obBpasom
CnnaHMpoBaHHOE uccnegoBaHve ¢ (QaKTOpHbIM  AM3aiHOM  MOXET MOCMYXUTb [JanbHenlWwen OCHOBOM Anst



NPUMEHEHNsT [OENCTBYIOLMX BELLECTB B BblOpaHHbIX [03ax B COCTaBe KOMOMHMPOBAHHOIO JlEKapCTBEHHOMO
npenapara.

Cnocobom oueHKkM npeBocxoasiuen apdeKTUBHOCT TakkKe ABNAETCA MOAXod, Npy KOTOPOM OCHOBHAas Lernb
u3HavanbHOW KOMOWHMpOBaAHHOW Tepanuu 3aknoyvaetca B 6Gonee  6GbICTPOM — OOCTUXEHWM  LIENEeBOro
TepaneBTuyeckoro adcpekra (Hanpumep, 6onee BGbLICTPOro OOCTMKEHWM KOHTPONSA runeprteH3un). B atom cnydae
Takke cnegyeT NOATBEpPAUTb MOMb3y OT AOCTMXKEHMA Gornee ObICTPOro M Mo MeHbLUEN Mepe COMNoCTaBUMOro
acbdekta NpMMeHeHUs1 KOMOUHMPOBAHHOIO FEKapCTBEHHOro npenapaTta B Oonee nos3gHen BpeMEHHOW TOuke Mo
CpaBHEHMIO C NoLLAaroBbIM NOAXOAO0M K Noabopy 403kl NPy COYETAHHOM NpYeMe MOHOKOMMOHEHTHBIX NeKapCTBEHHbIX
npenapartos.

64. Ecnv KOMOWHMPOBAHHLIN NeKapCTBEHHbIN NpenapaT paspabaTbiBaeTcs B Buae codeTaHus 1 unu Gonee
AENCTBYIOLLMX BELLEeCTB C OEWCTBYIOLUMM BELLECTBOM, KOTOpOe SABNAeTCA hapMakOKUHEMUYECKUM YCUnutenem,
uccriegoBaHue cnefyeT NnaHMpoBaTh B COOTBETCTBME C NMyHKTOM 63 HacTodwero PykoBoactea. B atom cnyyae npu
Hannuun o6O0CHOBaHMS Ha OCHOBE [aHHbIX WCCMeAOoBaHWM N Vitro, AaHHbIX OOKMMHUYECKUX u  (1nwu)
dapmakoKMHeTU4eCKnx 1 bapmMmakognHaMmMyeckMx UccneaoBaHnii BBEAEHUE B KITMHUYECKOE MCCneaoBaHune rpynmbl
CpaBHEHWS, B KOTOPOW NPUMEHSAETCS TONbKO hapMaKOKMHETUYECKUI yCUnuTensb,

He TpebyeTcs.

65. Ecnu 1 unn bonee 13 gencTByOLWMX BeLLEeCTB He obnagaeT cOBCTBEHHON 3(hPEKTMBHOCTLIO NPU LIENEBOM
nokasaHunm K NpuMMeHeHnio u ybeauTenbHble OaHHble Ha OCHOBE aHanv3a MoAenbHbIX OaHHbIX (Hampumep, ¢
ucnonb3oBaHWemM GrMoMapkepoB) CBMOETENBLCTBYIOT O HANMYMM CMHeprucTmyeckoro adpdekra, To Ans 060CHOBaHUS
oxungaemow 6onee BbICOKON 3hHEKTUBHOCTN KOMOMHMPOBAHHOIO NEKapCTBEHHOrO npenaparta B3aMeH KIMHUYECKUX
nccreaoBaHui ¢ NOLLAaroBbiM NOBbLILIEHNEM L03bl UMW UCCNe0BaHWIN KNMUHUYECKoW adhdekTmBHOCTM (BesonacHoCTK)
KOMOGUHMPOBAHHOIrO NeKapCTBEHHOro npenapara, kak npaBuro, 4OCTAaTOYHO MPOBECTU aHanu3 MOAENbHbIX AaHHbIX
(Hanpumep, [aHHbIX uccredosaHuli in Vitro), AaHHbIX OOKIUHUYECKUX W KIMHUYECKUX dapMakoaMHaMUYECKUX
nccnenoBaHun.

66. MNpn aToM coxpaHsaeTca HeOOXOAMMOCTb SKCNEPUMEHTANbHO NOATBEPAUTL MOBbLILUEHHYH 3(PEEKTUBHOCTb
KOMOMWHMPOBAHHOIO fIEKapCTBEHHOrO Npenaparta B CPaBHEHWU C MOHOKOMMOHEHTHBIM NIEKAPCTBEHHbIM MpenapaTom,
cofepallumMMm AeNcTBytoLLee BELECTBO, obnaaatollee yCTaHOBMNEHHOW 3¢pEKTUBHOCTHIO NMPU LLIEeNEeBOM NoKasaHum K
npuMeHeHuto. [In3aiH OnopHbIX KIMMHUYECKUX UCCMNefoBaHWN, B KOTOPbIX MMEETCs rpynna nauneHToB, NoryyaroLimx
nnauebo wnu crTaHgapTHy Tepanuio (B3aMeH MNPUMEHEHUs OTAENbHbIX MOHOKOMMOHEHTHbIX FeKapCTBEHHbIX
npenapartoB) SBNSAETCA NPUeMrnemMbiM BapuaHTOM CpaBHEHMUS. Takon Au3ariH ONOPHbIX KITMHUYECKUX UCCNeaoBaHMi
OOIMKEH COOTBETCTBOBAaTb Hay4HbIM KIMHMYECKMM PYKOBOACTBAM (pPEeKOMEeHOauusiM MO OKa3aHUI MeOMLMHCKOMN
nomow) B 06nacTn KAMHUYECKON MeAuuUMHbI, B KOTOPOW NPUMEHSIeTCH KOMOWHMPOBAHHBLIN feKapCTBEHHbIV
npenapar.

B atom cnyyae cneayet Takke obecneuntb NpsiMoe cpaBHeHue adekTa KOMOMHUMPOBAHHOIO FIEKAPCTBEHHOMO
npenaparta ¢ 3HEKTOM MOHOKOMMOHEHTHbIX NTEKAPCTBEHHbIX MPENapaToB, COAEPXKaLLUX OTAENbHbIE AENCTBYIOLLME
BELLECTBA C YCTAHOBMEHHON 3(pEKTMBHOCTLIO MPY LIENIEBOM NMOKa3aHWK.

5. MnaHnpoBaHue NpoBeAeHUA uccreaoBaHMN KOMOUHUPOBAHHbLIX
JNleKapCTBEHHbIX NpenapaToB, pa3pabaTbiBaeMbIX C LieNbI
noBbIWeHUs 6e30MacHOCTU Tepanuun

67. Ecnn ocHoBaHmeM Ans co3gaHusi KOMBUHUMPOBAHHOIO fleKapCTBEHHOrO npenapaTa SBMAeTcs NoBbllLeHne
6esonacHOCTM Tepanuu MauueHToB, credyeT MpPOBECTU PaHAOMM3VMPOBAHHbIE KOHTPONMpYeMble WUCCRefoBaHUs B
uenax noaTBepXAeHWs nosbllleHnss 6e3onacHoCT  (NepeHoCMMOCTU)  KOMOMHMPOBAHHOMO  fleKapCTBEHHOrO
npenapata B CPaBHEHMM C  MOHOKOMMOHEHTHbIM  fleKapCTBEHHbIM  MpenapatoM  (MOHOKOMMOHEHTHbIMU
nekapcTBEHHbIMW MNpenapaTtamu), UCMoNb3ya cneuvanbHoe BbIOpaHHOE HexenaTernbHoe SBreHve (ABneHus) B
KayecTBe COBMECTHOW MNEPBUYHOW KOHEYHOW Touku (Toyek). Mpu 3TOM cnegyeT OUEHUTb OPYryd COBMECTHYH
NMEepPBUYHYIO KOHEYHYI0 TOYKY AONA MNOATBEPXAEHWS TOro, YTO HE MPOM3OLLNO CHMXEeHWs 3dEKTUBHOCTN MO
CpPaBHEHMIO C BBEAEHMEM MOHOKOMMOHEHTHOrO NeKapCTBEHHOro npenapata (MOHOKOMMOHEHTHBIX NeKapCTBEHHbIX
npenapartos).

68. [Ina gaHHOro B1aa KnMHW4eckon pa3paboTkn KOMOMHMPOBaHHbLIX NeKapCTBEHHbIX NpenapaToB BO3MOXHbI 2
BapuaHTa.

MepBbIi BapnaHT NpUMEHSsIETCS, ecnn AelcTBylollee BellecTBO JobaBnseTca Ans NpOTUBOAEWCTBUS UNv
ocrnabneHnss HexenaTenbHbIX SBMEHWW, BbI3bIBAEMbIX APYrMM  OENCTBYOLUM  BELIeCTBOM  (BelwiecTBamu)
KOMOMHMPOBAHHOrO  NEeKkapCTBEHHOro npenapata. Ecnv  pgocTynHble  AaHHble  OOKNUHMYECKMX 1 (Mnu)
hapMakoguHaMU4ecKmx MccnegoBaHvm in vitro cengeTenbCcTByOT 06 OTCyTCTBUM Yy A0DaBnsemMoro B KOMOMHaLMIO
BellecTBa COOCTBEHHOM 3MEKTUBHOCTM MNpW LENeBOM MoKasaHWu, TO Mpu MNPOBEAEHUU  KITUHUYECKOro
uccrnepoBaHna gonyckaetcss He OpMMPOBaTh rPyMMny CPaBHEHWUs,, B KOTOPOW CYObEeKTbl MPUHUMAIOT TOMbKO 3TO
AencTByloLLee BellecTBO, Job6aBneHHoe B KOMOMHMPOBaHHbIVA Npenapar 415 NoBbILeHWs ero 6e30nacHoCTw.

BTopoi BapuaHT npumeHsieTcsl, ecnu KOMOWHMPOBAHHBIA NEeKapCTBEHHbIN MpenapaTt COCTOMT U3 A03UPOBOK,
KOTOpble HVXe A03UPOBOK, B KOTOPbIX OTAEMNbHbIE AEACTBYOLLME BELLECTBA 3aperncTpMpoBaHbl NN NPUMEHSIIOTCS.
B atom cnyuyae cnegyeTt ocywecTBNATL CpaBHEHNE KOMOWHMPOBAHHOIO NeKapCTBEHHOrO npenapaTta OTAeNbHbIMU
MOHOKOMMOHEHTHbIMM NIEKAPCTBEHHBIMW NpenapaTaMu, NPUMEHAEMbIMW B ONTMMaInbHOW 03e.

6. MnaHnpoBaHue npoBeaeHUs uccnepnoBaHum KOMGMHMPOBaHHbIX
JNIeKapCTBeHHbIX NpenapaTos, paspaGaTblsaeMblx
BBMAy Heuenecooﬁpasuocm (HESTI/I‘-IHOCTM) co3aaHusa
MOHOKOMMNOHEHTHbIX JIeKapCTBEeHHbIX NpenapaToB



69. Ecnn MoHOTepanusi He sBNsieTCsl NpUeMsieMbiM MeTOOOM JieveHusa (Hanpumep, ansa nedenus BUY-
uHdekunn, ClMa, a Takke nHbIX 6akTepmnanbHbIX U BUPYCHBIX MHAEKLUA MOHOTEPanus He SBNsSeTCA AOMYyCTUMbIM
METOLOM IeYEHNS B CBA3N C ObICTPO pa3BMBAOLLENCS NEKapCTBEHHOW YCTOMYMBOCTBIO BO3OyauTenen MHEKLNIA),
TO HOBble KOMOMHMPOBAaHHbLIE NEKAPCTBEHHbIE NMpenapaTbl B OMOPHbIX KIMHUYECKMX UCCNEAOBaHUSIX U3yyalTcs B
CpaBHEHUU C NPUMEHAEMON Tepanuen KOMOMHNPOBaHHBLIMW NeKapCTBEHHbIMU NpenaparTamu.

70. Llenb TakmMx OMOPHLIX KIMHUYECKUX WCCneaoBaHW 3akn4vaeTcs B MNOATBEPXKAEHUW ANS HOBOMO
KOMOGUHMPOBAHHOrO NeKapCTBEHHOro npenapaTta Mo OTHOLIEHUIO K YCTOosBLUEeNCS KOoMOuHauum (KomMOuHaumaMm)
O[HOro 13 criedyloLmx nokasaTenen:

npesocxogslen aHeKTUBHOCTY;

Oonbluen 6e30nacHoOCTU;

conoctaBumow (He MeHbLuel) addekTuBHoCTM (6e3onacHocTy).

HoBbIi KOMOWHMPOBAHHLIV NEKAapCTBEHHbIA NpenapaT MOXEeT COAepXaTb CXOXee WM Opyroe 4ucro
AENCTBYIOLLMX BELLECTB N0 CPABHEHMIO C NEKapCTBEHHbLIM NpenapaToM, ABNSIOLWMMCS YCTOABLUENCH KOMOMHaLMEN.

7. DononHuTenbHble yKa3aHUs No pa3paboTke
KOMOGMHUPOBaHHbIX NIeKapCTBEHHbIX NpenapaToB
HOBOro AeNCTBYIOLIEro BellecTBa (BellecTB)

71. Ecnn B pamkax nmoboro us cueHapues, ONUCaHHbIX B HacToswweM pasgene, u3yyaetcs UKCUpoBaHHas
KOMBMHaLMA OEeNCTBYIOWNX BeLLeCcTB, cogepxallaa 1 nnm 6onee HOBbIX COEQUHEHUN (OENCTBYIOLLMX BELLECTB), TO
€CTb COoeAUHeHN (OEeNCTBYIOLLMX BELLECTB), paHee He paspeLleHHbIX K MEAULUHCKOMY NMPUMEHEHMWIO HN B OAHOM 13
rocyaapcTB-YreHOB B KayeCcTBE MOHOKOMMOHEHTHbIX UMW KOMOWHUPOBaHHBLIX NEKApCTBEHHbIX MpenapaTtoB U He
NPUMEHSBLUMXCA B MMPOBOW KIMMHUYECKON MpaKTUKe B COCTaBe 3aperMcTpyMpoBaHHOrO NekapCTBEHHOro npenapaTta,
TO B AOMOSHEHWe Kk 06beMy KIMHUYECKON pa3paboTkm onncaHHOMY B HACTOSILLEM pasaerne, creayeT npeacTaBnaTb B
cocTaBe PerncTpaumMoHHOro AO0Cbe KOMOMHMPOBAHHbLIX feKapCTBEHHbIX MpenapaToB AaHHble AOMOMHUTENbHbIX
uccnepgosaHni. B cdapmakokMHeTMYeckoM pasfenie nporpamMmbl  KIMHUMYECKONW paspaboTkM Takoro HOBOIO
AeNCTBYIOLLEro BellecTBa credyeT NOMHOCTbI0 OXapakTepnsoBaTe ero abcopbuuto, pacnpegenexHue, metabonusm un
BblBeAEeHWe, Npodunb NeKapCTBEHHbIX B3auMOAEWCTBUMA (B TOM 4ucrne C APYIYMUA aKTMBHLIMW KOMMOHEHTamMu
KOMOMHMPOBAHHOIO NEeKkapCTBEHHOro npenaparta) U apMakoKMHETUKY Y OCODbIX MONynsAuMin NauuMeHToB, Kak 3To
BbIMOMHAETCA MPU COCTaBNEHUW PEermcTpaunoHHOro Aocbe Mboro Apyroro HOBOFO AEWCTBYIOLLEro BeLlecTBa.
CnepayeT npeacTaBuTb AaHHbIE O MOMHOM U3yyYeHnn hapmMakoaMHaMUYECKUX CBOWCTB HOBbIX AENCTBYIOLLMX BELLECTB
C NoApPOGHbIM M3yyYeHWeM uX apMaKonorMyeckoro CuHepruama c ApyrMMy  OenCTBYIOLWMMK - BellecTBaMm
KOMBVHMPOBAHHOTO nekapcTBeHHOro npenaparta. Kpome Toro, cnegyeTt OUeHUTb yBenM4eHue pucka B OTHOLLEHUU
HapyLleHnss 6e30nacHOCTU MPUMEHEHNS KOMOMHMPOBaHHOMO NekapCcTBEHHOro npenapata (Hanpumep, YANUHEHue
uHTepBana QT Ha anekTpokapavorpamme). Kak npaBuio, npumeHseTcs nporpaMMa MCcriefoBaHui, aHanornyHas
nporpaMMe uccrnegoBaHui, HeobXxogumon Ans POpMMPOBaHMSA MOMHOTO PErucTpauMoHHOro Aocbe, BKIYas
KNUHUYECKME nccneaoBaHns, NoaTeepxaatome adhdekTnBHOCTb (6e30nacHOCTb) HOBOMO AEMNCTBYIOLLErO BeELLecTBa
B KayecTBe MOHOTepanuu, CniaHUpOoBaHHbIE B COOTBETCTBMM C TpebOBaHMAMM Hay4YHbIX KITMHWYECKUX PYKOBOACTB
(pexomeHgaumi No okasaHWI MEeOULMHCKON MOMOLLM) B COOTBETCTBYHOLLEN 06M1acTu KMMHUYECKOW MeanumHbl. Mpu
HanmM4Mum  HayyHoro  OGOCHOBaHMs  (Hanpumep, €CnuM  HOBOe  [EeNCTBylollee  BeLecTBO  SBNsSeTcs
hapmaKkoKMHeTNYEeCKMM ycunuTenem wu He obnapaeT dapmakonornyeckon 3adeKTMBHOCTLIO NpU  LieNIeBOM
nokasaHum (Ha OCHOBaHWM aHanumsa [aHHbIX MOAENUPOBaHWHA, MOMyYeHHbIX B Xxode 6GuodapmaueBTUYeckoro
9KCTMEpPVMEHTA U M3y4YeHns ero apmMakoAuHaMUYEeCKMX CBOWCTB Yy 4YernoBeka), Mnu AeWCTByloLlee BeLlecTBO
pobasnsetca Ans nosbllleHns 6e30macHOCTM  OCHOBHOTO AEeWCTBYIOLLEro BelecTBa) paHAOMU3NPOBaHHbIE
KOHTpONupyeMble NCCNefoBaHns, NoATBepXAatoLWwme 3a(PEeKTUBHOCTL HOBOrO AENCTBYIOLLErO BELLEeCTBa B Ka4ecTBe
MOHOTEepanuu, AonycKaeTCs He NPOBOAMUT.

8. KoMObMHUpoOBaHHLIN NeKapCTBEeHHbIW Npenapar,
pa3pabaTbiBaeMbI Kak BOCNpou3BeneHHbIN
rleKapcTBEHHbIN npenapaT

72. Tlpu paspaboTke BOCMPOU3BOOUMOIO KOMOWHMPOBAHHOIO FEKAPCTBEHHOrO MpenapaTta cnegyet
noaTBepanTb ero OUO3KBMBANEHTHOCTb pedepeHTHOMY KOMOMHMPOBAHHOMY Jl€eKapCTBEHHOMY npenapaTy.
BuoakBMBaneHTHOCTb noaTeepXxnarT B OTHOLWWEeHUnn BCeX }_'l,el7ICTByIOLLLVIX BeLleCcTB KOM6VIHI/IpOBaHHOFO
NleKapCTBEHHOro npenaparta B COOTBETCTBUU C nQaBVIJ'IaMI/I npoeseaeHnda I/ICCJ'Ie,EI,OBaHI/IVI ONOSKBMBANEHTHOCTN.
dapmakoamMHaMuMyeckne UccrnenoBaHuUsl M UCCNEedoBaHWUA  KnuHu4Yeckon addekTmBHOCTM (Be3onacHocTw) Ans
BOCNPOM3BEAEHHbIX KOMOVHUPOBAHHBLIX NEKapCTBEHHLIX NpenapaToB He TPebylTcs U He NPOBOASITCA B KayecTBe
3aMeHbl Heya4yHO CMNaHNPOBaAHHOIO (MK BbIMOSIHEHHOMO) UCCNEA0BaHUS GUO3KBMBANEHTHOCTHU.

73. B cnyyae ecnu wuccrnegoBaHue OWO3KBMBANEHTHOCTU  BOCMPOU3BEAEHHONO  KOMOWHMPOBAHHOMO
NleKapCTBEeHHOro npenapata BbINOJIHAETCA B CpaBHEHUN C KOM6I/IHaLI,I/IeI7I OAHOBPEMEHHO NPUHUMAeMbIX
MOHOKOMIMOHEHTHbIX JIEKapCTBEHHbLIX MpenapaTtoB, cnegyeTt OoKa3aTb, YTO AaHHble KIMMHUYECKNX I/ICCJ'Ie,ElOBaHVIIZ,
KOTOpble nonyyeHbl Ans pedepeHTHOro KOMBMHMPOBAHHOIO NeKapCTBEHHOro npenapaTa, MOryT pacrnpoCTpaHATbCA
Ha OAHOBpEMEeHHOEe MNpuMeHeHne MOHOKOMMOHEHTHbLIX J1eKapCTBEHHbIX MpenapaTtoB, coAepXalunx usy4vyaemble
JencTBylolme BelecTBa. B aTom cnyyae gonyckaeTtcs ycTaHOBUTbL 2 BUAA (DApMaKOKMHETUYECKUX CBA3EN:

Mexay pedepeHTHbIM  KOMOMHMPOBaHHLIM  NEKapCTBEHHbIM  MPenapaTtoM U MOHOKOMMOHEHTHLIMU
nekapcTBEHHbIMW NpenapaTamMu, CoAepXalluMm n3ydaemble OEUCTBYIOLLNE BELLECTBA;
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MeXxdy  BOCMPOMU3BEAEHHbIM  KOMOUMHMPOBaHHLIM  NEKAPCTBEHHbIM  MNpenapaTtom U pedepeHTHbIM
KOMBUHUPOBaHHBLIM NEKapPCTBEHHBLIM MPENnapaToM.

74. CnepyeT npeactaBuTb 060CHOBaHWeE, NoveMy «apend» GMoJOCTYNHOCTM B 3TOM criy4ae GyaeT KIMHUYECKM
M CTaTUCTUYECKN HEe3HAYMMbIM U MoyYeMy noAaTBepkaeHue 3peKTMBHOCTM U GesonacHoCcTU Ans pedepeHTHOro
KOMOWHMPOBAHHOTO EKAPCTBEHHOTO MpenapaTa COXPaHWUT KIMHWYECKYID M CTaTUCTUYECKYHD 3HauYMMOCTb Anst
BOCMNpPOU3BEAEHHOrO Npenapara.

9. Ucnonb3oBaHMe pe3ynbTaToB CBA3YHOLWUNX UCCreaoBaHUN
B KayecTBe foKa3aTeribHOM 6a3bl A4ns KOMOGMHUPOBaHHbIX
fieKapcTBEHHbIX NpenapaToB

75. KnuHnyeckne AaHHble, yCTaHaBnuBaloliMe BKIa4 KaXAoro AeMCTBYIOLLEro BeLlecTBa W MOMoXWUTenbHoe
COOTHOLLEHME «MONb3a - PUCK», HEepeako nonyyawT npu  KOMOWMHMPOBAHHOM MNPUMEHEHUN  OTAENbHbIX
MOHOKOMMOHEHTHbIX feKapCTBEHHbIX MNpenapaToB, coaepxXalmx wusyyaemble AencTBylowme BewectBa. Ecnu
pesynbTaTtbl ObiMM  NOMy4YeHbl B MPOLECCE COYETAHHOTO MPUMEHEHUS MOHOKOMMOHEHTHbIX feKapCTBEHHbIX
npenapartoB, crnegyeT noATBepauTb cxoAcTBo (nogobue) nokasatenen apMakOKMHETUKM (Hanpumep, nyTem
noaTBepPXAeHs OKMO3KBMBANEHTHOCTN) KOMOWHMPOBAHHOIO JleKapCTBEHHOro npenapata WM apMakoKMHETUKN
KaXgoro w3 [AencTBYIOLWMX BeLlecTB, MNPUHMMAaeMbiX B BuAe KOMOMHaLUMM OTAENbHbIX MOHOKOMMOHEHTHbIX
neKapcTBeHHbIX MpenapatoB. Takve uccnefoBaHust crieqyeT BbINOMHUTL ANS MOATBEPXAEHWS MPUMEHUMOCTM
NonyYeHHbIX pe3ynbTaToB B COOTBETCTBUM C MOANYHKTOM «B» nyHkTa 35 HacToswero PykoBoactea. MiccnegoBaHue
npegycMaTpuBaeT CpaBHeHME pe3ynbTaToB BBedeHus npenapata AB c pesynbTatamu BBeAEHWS OAHOBPEMEHHO
KoMbuHauun npenapata A n npenapata B B Buae MOHOKOMMOHEHTHbIX NleKapCTBEHHbIX NpenapaTtoB. B atom cnyyae
OMO3KBMBANEHTHOCTb MOXHO OLIEHWTb AN KaXk4oro AeNCTBYOLWEro BeLeCcTBa OTAENbHO, yYUTbIBasd XapakTepucTuku
MOHOKOMMOHEHTHOro NeKapCTBEHHOro npenapaTa (Hanpumep, BbICOKYI0 BapuabenbHOCTb, Y3KMI TepaneBTUYecKui
AvanasoH), knaccudukaumio ero [eicTBYlOWEro BellecTBa B COOTBETCTBUM C  OuodhapmavueBTUHeCcKon
KnaccnduKaLuMoHHOW CUCTEMON, PexnM B3ATUS o0bpasLoB 1 MexaHW3M BbICBOOOXAEHUS AEWCTBYIOLLEro BeLlecTsa
(nockonbky TpeboBaHMA K W3yvyeHUo OMO3IKBMBANEHTHOCTM feKapCTBEHHbIX MpenapatoB C HeMeASIeHHbIM W
MoAMULMPOBaHHBIM BbICBOBOXAEHNEM pPa3NMYaloTCs).

76. Mpn pa3HOM MHTepBane uMnu BpeMeHW [03MPOBaHMA KOMOMHWPOBAHHOrO NEKapCTBEHHOro npenaparta no
CPaBHEHMIO C MOHOKOMMOHEHTHbIMU FeKapCTBEHHLIMW Mpenapatamn, MoryT notpeboBaTbCA AOMONHUTENbHbIE
AaHHble.

77. MNoateepxaeHue cxoacTtea (nogobusi) nokasatenen apMakOKMHETUKM OOMYCKaeTcs He NPOBOAMTb, €Cnuv
BCE OMOPHbIE KIMHWYECKMEe AaHHble, onucaHHble B nogpasgenax 1 u 3 HacTosiwero pasgena, o60CHOBbIBaOLME
KOMBVHMPOBaHHOE NPUMEHEHWe, NoMyYeHbl ANns KOMOUHMPOBAHHOMO fleKapCTBEHHOrO NpenapaTta npegHa3HavYeHHoro
AN NPOMBbILLNEHHOIO NPOM3BOACTBA M OBpaLleHNs Ha pPbiHKe.

78. Ecnu pevicTBytolme BellecTBa KOMOMHMPOBAHHOMO NEKApCTBEHHOrO nMpenaparta He COo34atoT CUCTEMHOrO
BO3AeNCTBMA (IKCNo3mumm), crepgyeT NpuMeHsaTb PykoBoacTso no obLiymM BoMpocam KIMHWUYECKUX MCCredoBaHuii
(mpunoxenve k PekomeHpgauum Konnerun EBpasuiickon akoHomwmueckor kommccumn ot 17 uiona 2018 r. Ne 11), a
Takke TpeboBaHMsA K NPOBeAeHWIO (hapMakKOKMHETUYECKOrO M KIMHUYECKOro MCCnefoBaHus GroaKBMBaneHTHOCTU
KOPTUKOCTEPOMAHBIX NNEKAPCTBEHHBIX MPenapaToB A9 MECTHOIO NPUMEHEHUS.
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