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OIMMOHIHBIE MTPENAPATBI

Hacrosmee  usobperemne  ormocures  k IIPEIIECTBEHHHKAM  IIpenaparoB
(HpenapaTaM-Hpe,HIHeCTBeHHI/IKaM) AJIA TIPUTOTOBJICHHS in Sifit OITHOMIHBIX KOMITO3ZHLUN C
KOHTPOJIMPYyEMBIM BBICBOOOXAEHHEM. B yacTHOCTH, H300peTeHHe OTHOCUTCS K KOMITO3ULIHSM
C TPOJOHIMPOBAHHBIM  BLICBOOOXIEHHUEM W COOTBETCTBYIOLUIUM  IpeNLIECTBEHHHKAM
TIpENapaToB, CONEPXAUIMX 110 MEHBIIeH Mepe OIHO OIMHOMIHOE OHMOJIOTHYECKH aKTHBHOE
BEIIECTBO, 0OCOOEHHO OyIpeHopQuH.

Mmuorne 6nonorndeckn akTHBHbIE BEIIeCTBa, BKIOYas (hapMaleBTHYECKHe 1Ipenapars,
IIATaTCJIbHBIC BEIECTBA, BHTAMHHLI H TaK Jajlee HMEIOT "(GyHKIHOHANEHOE OKHO". DTo
O3HAYACT, HTO CYLIECTBYET NHANA30H KOHLEHTPALHIl, B Ipejenax KOTOPOTO 3TH BEILECTBA
OyIyT OKa3hIBaTh HEKOTOPOE 3aMETHOE GHOIOIHIECKOe Bo3jelicTBUe. Eciy KoHuenTpanus B
COOTBETCTBYIOLIEH HacTH Tena (HalpuMep, JIOKalbHas KOHUEHTpalusl Uiau HablonaemMas B
CBIBOPOTKE KPOBH) CTAHOBHTCS HHXE OIIpee/IeHHOTO YPOBHsI, JaHHO€ BEUIECTBO HE MOXET
OKa3bIBATH HUKAKOI'0 OarolpHsTHOrO BO3AefiCTBHS. AHATOMHYHBIM o0pazoM, cyuiecTByer, B
LIeJIOM, BEPXHHH YPOBEHb KOHIEHTPALHH, BHIXOJ 3a IIPENIESIBI KOTOPOr'0 € YBEIHYEHHEM
KOHUCHTPALlUM HE IPHHECET HHKAKOH I1oJb3sl. B HEKOTOPBIX Cllydasx YBeJIHYeHHe
KOHHCHTPAIMH  BBIIIE ONPEAEICHHOTO YPOBHS IIPHBONHT K HEXENATENbHBIM MM Jlaxe
OTIACHBIM ITOCJIEJICTBHSIM.

Hekotopsle Guonornyeckn axTupHbIC BCIIECTBA O0JIANAIOT NPOAOIDKUTEILHBIM
OnoslornyeckuM  neprHomOM TIONYBBIBEACHHUST  W/MIM  XapaKTepU3yIOTCs HIUPOKUM
(QYHKUHOHANBHEIM  OKHOM, M, TaKHM 00pa3soM, HX MOXHO BBOJHTD HEPHOAUYUCCKH
I0IepXKUBas (yHKIHOHATIBEHYIO OHOJIOTrHYECKYIO KOHLEHTPAIHIO B TeYeHHe 3HAYUTENLHOIO
IIepHOJIa BpeMEHH (HAIIPUMeEP, OT 6 YaCOB 10 HECKOJIbLKHX CyTOK). B MHBIX cityyasx cxopocTs
KJIHpEHCA SIBJISETCS BBICOKOH H/HIH (YHKUHOHANBEHOE OKHO SIBJISETCS Y3KHM, H, TaKHUM
00pasoM, Ui MOJNEpPKAaHUS GHOJIOIHYECKOl KOHLEHTPAlHH B IIpeJesiax IaHHOro OKHA
TpeOyYIOTCS perysspHble (HIH Haxe HETIPEPBIBHBIE) JI03B HEGOIBIIOrO 06BeMa. 1O MOXKeT
BBI3BATE 0COOBIE 3aTPyAHEHHS, €CIIH JKeJIaTebHbIM W HEOOXOUMBIM SBJISETCS IPUMEHEHHE
HENCPOPATEHBIX MyTeH BBEACHHUS (HANpPHUMeED, APEeHTEPATLHOE BBe/ieHne). Kpome toro, npu
HEKOTOPLIX OOCTOSTENBCTBAX, KaK, HampuMep, IIpH ITIOATOHKE HMIUIAHTATOB (HanpuMep,
SHIIONIPOTE3bI CYCTABOB WJIH 3yOHBIE UMILIAHTATHI), MOXKeET OTCYTCTBOBATh JOCTYIT K 30HE
KETACMOro JIEHCTBHSA JUIS NOBTOPHOTO BBENCHHSA., AHATOIMYHBIM obpasomM, coGinoacHHe
IIAUCHTOM PEXHMA JIeYeHUSI MOXKET OrPaHHYHBATE TO 00CTOSTENILCTBO, HACKOJIBKO PErysIsIpHO

H/HIIH KaK 4aCTO MOXXHO IIpOU3BOAHTEL BBeleHHe. B Takux ClIyvasix OJHOKPATHOE BBEJEHHE
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JOJDKHO 00€CIeYuTh IMOCTYIUIEHHE aKTHBHOTO BEIECTBA HA TepareBTHYECKOM YPOBHE B
TEYEHHE IIPOJIOJIKUTEIIBHOTO IIEPHOIA, @ B HEKOTOPBIX CIIYyYasX B TEUCHHE BCEro IE€PHOJIa, Ha
IIPOTSKEHUH KOTOPOTrO HeOOXOAHMO JeHCTBHE.

B ciyyae ONMMOMIHOrO aKTHBHOTO BEIIECTBA CHUTYyallHs MOXeET OBITh CIOXKHOH. [l
oOyeryeHus OOIH OIMHOHBl BBOJAT TOJBKO B HEOOXOJHMOM O0O0BEMe H3-3a BO3HHKHOBEHHS
pHUCKa 3aBUCHMOCTH, HO JUIs 3 (PeKTHBHOTO KyIHpOBaHHs 60JH 4acTo TpebyeTes [0 MeHbIeH
Mepe (OHOBBIH ypOBeHb IOCTOSHHOTO BBejleHHs. KpoMme TOro, CymecTBYeT IOBOJIBHO
BBICOKHH aJMHHHCTPATUBHBIH Oapbep A IMOCTABKH OIHOWIOB H3-3a BO3HHKHOBEHHS
OIMACHOCTH HE3aKOHHOTO INpHMeHeHHA. Hannuue yupexaeHHs ¢ BO3MOXHOCTBIO BBEJIECHHA
OIMHOUIOB IIPOJIOHTHPOBAHHOTO JIEHCTBHA IS I[IPHUMEHEHHS B CHTYallUiX, B KOTODBIX
HeOOXOMMMO HeH30eXHO oOJeryuTh OOoib B TEYCHHE HECKOJILKHX CYTOK (HalpuMep,
obneryeHue IocseonepaoHHol  Oonn, obyerdeHne GOy, CBA3aHHOH C  paKoBBIM
3ab0JieBaHNeM H/HIIH OOJIeTYeH)e XPOHHYECKOH G0JTH, TAKOH KaK XpOHHYECKas GoJIb B CIIHHE),
CJIEJIOBATENIbHO, MOXET OOECHEeYHTh YIy4IIeHHE COCTOSHHA [MalHeHTa H yMeHbIIeHHE
Harpy3kH, HakJ1aaplBaeMoi Ha paOOTHHKOB 3paBOOXPAHCHHS.

Curyanus, cBi3aHHas ¢ BBEJCHHEM OITHOHJIOB JIFOASM C JIFO60H (GOpMOH OITHOHIHOM
3aBHCHMOCTH, ABJieTcs ellle OoJiee CI0KHOH. ONMHONJIBI YaCTO HA3HAYAIOT JUIA TOTO, YTOOKI
H30€XaTh HIH 0CTA0HTh CHMIITOMBI OTMEHBI Y JIFOJIEH ¢ OMTHOMIHON 3aBHCHMOCTBIO, HO TAKHE
CyOBEKTBI MOTYT BeCTH 00pa3 )XH3HH, KOTOPBIH 3aTPyIHAET eXeJHeBHOE BBEJEHHE IIperiapara
pabOTHHKOM 3/IpaBOOXpaHEHHs. B cinyyae IpHUMeHEHHS TaKoTO peXuMma CobJroIeHHe
[AllMEHTOM DEXHMA JIEYEHH, CJIEJIOBATe/IbHO, MOXET OBITh MpoOaeMaTHYHBIM. HekoTophie
(apMalleBTHYECKHE [Iperapartbl MOTYT MOCTABJIATHCS [IAHEHTY JUI CaMOCTOATEILHOTO
BBEJIEHHs, HO DPHCK IIPOTHBO3aKOHHOTO IPUMEHEHHUA ABJACTCA TAKOBBIM, YTO OITHOHJIBI
OOBIYHO He [OCTaBJIAIOTCS TAaKHM MyTeM. B  eXeIHEBHO [0CTaBIgeMbIX IIpeliapaTax
COJIEPXKHTCA OTHOCHTEIBHO BBICOKas J03a, TpeOyemas Juia obecriedeHHsA (yHKIHOHAIBHOM
KOHLIEHTPALMH B [1J1a3Me KPOBH, H 3TO YBEJIHYHBACT PUCK HE3aKOHHOTO [IPUMEHEHHS.

JUis  3aMejIeHHOTO BBICBOOOMICHHS OHOJIOTHYECKH aAKTHBHBIX BELIECTB OBUIN
HCIT0JIb30BaHbI H [IPEJUIOKEHBI pa3IH4Hble CIIocoObl. Takue crioco0bl BKIOYAIOT [IPHMEHEHHE
MEJUIEHHO BBICBOOOXIAIOIINXCS KOMIIO3HLHHN JUIS IePOPaIbHOTrO IIPUMEHEHHs, TAKHX Kak
TabJIeTKH, [OKpPbIThIE OOOJIOYKOH, IMiperaparbl, I[peiaHa3HayeHHble Ul [TOCTEleHHOH
abcopOLHH, TaKMe KaK TpaHCACPMaybHbIC IUIACTBIPH H HMIUIAHTATEL, OOECIIeYHBAaIOIINE
MEJUIEHHOE  BBICBOOOXJEHHE  JIEKAPCTBEHHOIO  BEIIECTBA, TaKHe KakK  "CTepHH",
HUMILTAaHTHPOBAHHBIE 101 KOXKY.

brin IpEeaIoXKEH OJHH criocob  olecrieueHHs MOCTENEHHOTO BLICBO60)KI[CHI/IH
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OMOAaKTHBHOIO BellecTBa - TakK HasbiBaeMas "memo" WHBEKHUA. B 5ToM  cnocoGe
JIEKAPCTBEHHYIO GOPMY U3 OHOAKTHBHOIO BELIECTBA COCTABIAIOT C IPUMEEHHEM HOCHTENEH,
00eCNeYHBAIOIIMX TIOCTENICHHOE BBICBOOOXIEHHE AKTHBHOIO BElIECTBA HA OPOTKEHUH
HECKOJILKHX YacoB WJIM CYTOK. B MX OCHOBE 4acTo JNIEKUT pasiararoliascs MaTpuila, KoTopas
IIOCTENICHHO paclpele/IAe€TCsA B OPraHU3Me C BEICBOOOXKAEHHEM aKTHBHOT'O BEIIECTBA.

[Ipenapar ¢ KOHTPOIHMPYEMBIM BBHICBOOOXIEHHEM, OCOGEHHO B TOTOBOIA dopme,
KoTopas MOJNACTCA BBEACHUIO TOCPEICTBOM NPOCTOH HHBEKUMH, [aeT UEeNbld psix
NOTCHIMAIBHBIX MPEUMYIICCTB, B YaCTHOCTH, INpPH JICYEHHH U BENCHUHM MAlUEHTOB C
ONHOMJHOH 3aBHCHUMOCTBIO. Takoi mpernapar MOXHO BBOIMTB MOJ KOHTPOJEM paGOTHHKa
chepbl 31paBOOXPAHEHHS VIS MUHMMH3AIHMH PUCKA HE3aKOHHOTO IPUMEHEHHUS U 9TO 3aHUMAaeT
MUHHMAJIbHOE KOJIMYECTBO BpeMs PabOTHUKA, MOCKONBKY BBEICHHE NPOU3BOAMTICA PEIKO
(Hampumep, oIMH pa3 B Mecsl). I'0TOBbIE K MPUMEHEHHIO Ipenaparel JOMNOJHUTENBHO He
TpeOYIOT JUIMTENBHOTO IPUTOTOBJICHUS.

Han6onee pacnpoctpanéHHble cioco6bl U3 TPaAHIHMOHHEIX CIIOCOGOB NeN0-HHBEKHH
OCHOBaHBI Ha MOJIUMEPHBIX Jemo-cucremax. OOBIYHO OHa mpeicTaBiageT coboit
GuopasnaraeMblil IOJTHMEP, TAKOH KaK MOJTHMEP MOJIOYHOMH KHUCIOTHI (PLA) u/miu cononumep
MOJIOYHOH H TJIMKONeBOH kucnorel (PLGA), 1 MOXeT HaxOmUTHCH B dopme pactsopa B
OPraHMHYeCKOM  pacTBOpUTENE,  NPEHOJHUMeEpa,  CMEINaHHOTO ¢ KaTaJM3aTopoM,
HHKAMCYTUPOBAHHBIX MOJUMEPHEIX YaCTHI WM MOJIMMEPHBIX MuKpochep. ITonumep nmu
ITOJIMMCPHBIC HaCTULBl YAEPKHBAIOT aKTUBHOE BELIECTBO W IOCTEINEHHO pa3spyLIAlOTCs,
BBICBOOOXKZ@s. NAHHOE BEIIECTBO IMOCPEACTBOM MeEMNEHHOH AudPysHH W/WIH 10 Mepe
abcopbunn marpunel. IIpuMepsl TakuX CHCTEM BKJIIOYAIOT CHCTEMBI, OMHCaHHbiCe B US
4938763, US 5480656 n US 6113943, u MOryT NPHUBOIUTE K JOCTABKE AKTHBHBIX BEILECTB B
T€YCHHE BIUIOTH 1O HECKOJIBKHX MECSILIEB.

Opnua anbTepHaTHBA GOJlee pacpoCTPaHEHHBIM JEMO0-CHCTEMAM Ha OCHOBE NIOJUMEPOB
6bu1a npetoxkena B US 5807573, Tam NpeIoKeHa CUCTEMa Ha OCHOBE JIHITHIOB, COCTOALLIAS
U3 IMalMITTHLEepUHa, Gochounuaa u Heobs3aTeNIbHO BOABI, IIHIEPUHA, YTUICHIIHKONS KK
IPOTHJICHIIMKOJIA, C MOJYYEHHEM CHCTEMBI Ul BBENEHUs B 0OpAICHHOH MULIEIUIAPHOH (ase
"Ly" wnim kyOuueckuit IKHMIOKOKpHCTALIMYECKoil dase. [Tockonpky sTa aemno-cucrema
00pasoBaHa M3 XOPOIIO NEPEHOCHMBIX Ha (PH3HOIOTHYECKOM YPOBHE IUALMJIIIUIEPUHOB U
$ochonununos u He nomyckaer 06pazoBaHue NPOAYKTOB Pa3pYLIEHHS IIOJIMMEPHBIX CHCTEM B
BUJIE MOJIOYHOH MIJIM TJIMKOJIEBOH KMCIIOT, 3Ta CHCTEMa C MeHbIUeldl BEepOATHOCTBIO OYieT
BBIBIBATh BOCTIAJICHHE B 00JIACTH UHBEKUMH. OIHAKO XHAKOKPUCTAIUIHYECKHE (Pa3bl HMEIOT

BBICOKYIO BA3KOCTB, a (baza L2 TaKXK€ MOXET OBITh CJIUIIKOM BSI3KOH C TOYKH 3pCHUA yzxo6c1‘Ba
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npuMeHeHns. ABTopbl US 5807573 taroke He npeqoCTaBisiOT HHKAKUX JaHHBIX 110 OLEHKE
npo¢uis BBICBOOOKIEHHUS NIpenapara in vivo, H, TAKHM 00pa3oM, He SCHO, HMeeTcs H dasa
MIEPBOHAYAILHOrO "BCIIECKA" HIIH HET.

IIpuMeHenne HeNlaMenIapHbIX Ha30BBIX CTPYKTYP (TAaKHX KaK KM IKOKPHCTATTHYCCKHE
¢a3br) B 10cTaBKe GHONIOTHYECKH aKTHBHBIX BEIIECTB B HACTOSIIEE BPEMS SBISETCS JIOBOIBHO
pacnpocTpaHeHHbIM. Takue CTpyKTypsl (OpMHpPYIOTCS, Koraa aMQH(pHILHOE COCIHHEHHE
B3aHMOJICHCTBYET C PACTBOPHUTENEM, TOCKONBKY aMbH(HIbHOE BEMECTBO HMEET H TOJISPHBIE,
1 HCIOJISPHBIC IPYIIIBI, KOTOPBIC KNACTEPH3YIOTCS ¢ 06pa30BaHHEM IMONSAPHBIX U HEMONSAPHBIX
obnactel. O1u 061acTH MOTyT 06ecreunBath 3P PEKTUBHYIO COMOOHIN3AUUIO H MOJISIPHBIX, U
HCTONAPHBIX COCIHHCHHH. B jmononHenwe K 3TOMy, MHOTHE CTPYKTYpbl, 0Opa3yemble
aMGUGUILHLIMA BENIECTBAMH B ITOJIAPHBIX H/HIH HENONSAPHBIX PACTBOPHTEIIAX, HMEIOT OUCHb
3HAYUTC/ILHYIO TIOLIAb IOJAPHON/HEMONAPHON TpPAaHHUbI, HA KOTOPOH MOrYT OBIThH
aicopOHpoBaHbl U CTaOHIM3MPOBaHb ApyrHe amMpuUIbHBIE cOeNUHEHHs. AMQH(HIbHbE
BCIIECTBA TAKXKE MOXHO BBOIHUTb B COCTaB JUISl 3all[HTHI, 110 MEHbIIEH Mepe 10 HEKOTOPOi
CTCIICHH, aKTUBHBIX BEILECTB OT arpeCCHBHONH GHOJIOTHYECKOHN cpeibl, BKIOYas pepMEHTHI, H
BCJIEICTBHE 3TOr0 00€CneYMBaTh NPEHMYIICCTBCHHBIH KOHTPONb Hal CTAGHIBHOCTHIO H
BLICBOOOXKICHHUEM aKTHBHOI'O BEIIIECTRA.

ObpasoBanue HenamenTApHbIX obnacTell Ha (asoBeIX mHarpamMMax aMOHGHIbHOE
BCUICCTBO (HANpUMep, NHMHA)/BoAa, aMPHPHIbLHOE BEIIECTBO/MACIO H ampudunpHoE
BCILCCTBO/MACIO/BOA SBJISETCA XOPOLIO H3BECTHBIM siBicHHeM. Takme (assl BKIIOYAOT
KHAKOKpUCTaLIHYecKHe (asbl, Takue Kak Kybuueckas P, kyGuueckas D, xy6uueckas G u
reKcaroHajibHbIC (azpl, KOTOPhIE HAa MOJICKYIAPHOM ypOBHE NPEACTaBISIOT COGOH HKUIKOCTD,
HO XapaKTepU3YIOTCH B 3HAYUTCIbHOH CTENEHH JalbHHM HOpSAIKOM, U ¢asy L3, xotopas
COIEPXXKHT MHOrOOOpasHO B3aMMOCBS3aHHYIO HENPEPBIBHYIO B OOOMX HAIpPaBICHHAX CETh
ABYXCIIOMHBIX TJIaCTOB, KOTOpBIC SIBISIOTCS HEJIaMEISPHBIMH, HO HE HMEIOT NAIbHEro
MOpANKA XUIKOKPHCTAUIHIECKUX (a3. B 3aBHCHMOCTH OT KpHBH3HBI HX aM(pU(HIBHBIX
TIaCTOB 5TH (askl MOXKHO ONHCATh KaK HOPMAJbHblE (CPeNHSs KPHBH3HA B HAIPABICHHH
HENOJAPHOH 0051acTH) WM ofbpamieHHble (CPelHSs KPUBH3HA B HaNpaBICHHH MONAPHOMN
obnactu).

Henamenspuble )uaKokpHCTaImHIeckne U (assl L SBAAIOTCA TepMOIHHAMHYECKH
CTabH/IbHBIMH  CHCTeMaMH. HHBIMH ClOBaMH, OHM TIpeICTABIAIOT cOGOH  He IPOCTO
MeTacTabunbHble 00pa3oBaHHS, CIOCOOHBIE pasfelsaTbcs Ha KOMIIOHEHTHI H/HJIH BHOBb
OpPraHH30BBIBaTLCS B CJIOH, JIaMe/UIApHbIE a3kl W TOMY II0JOOHOE, HO SIBJISIOTCH

TEPMOJHHAMUYECKH CTaOHIIbHOH (GOPMOH CyIIeCTBOBAHHUS CMECH JIUITH/1/PACTBOPHTEb.
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Hapsiny ¢ BbICOKON 3((EKTHBHOCTBIO H3BECTHBIX JMITHIHBIX JENO-1IpENapaTon
HMCIOTCs ONIPE/ICTICHHBIE aCIIEKTHI, B CJIyYae KOTOPHIX UX 3¢ (HEKTHBHOCTL MEHBIIE HICANLHO.
OnuH acnekT, B OTHOIIEHHH KOTOPOTO AETIO-TIpenaparhbl 3a4aCTyI0 MOXHO YJIYYIIHTE — 3TO
BBOJIMMBIA 00beM. IlockoNbKy BBenmeHHe OCyHIECTBISETCS HEPETYJIAPHO, JUIA BBEICHHUS
HeOOXO/IMMO NPHMEHSITh CPaBHHTEJIBHO BBICOKOE abCOMIOTHOE KOJNHUYECTBO aKTHBHOTO
BCIIECTBA, IIpHYEM B 00bEMe HHBEKUUH TaKXKe JOJKHA coliepXkarbcs  MaTpua,
obecnieynBaronias KOHTPOJIMPYEMOE  BBICBOOONKIEHHE (HanpuMep, INOJUMEPHBIH WM
JIMIATHBIA leno-npertapar). YMeHbleHHe oGbeMa HHbeKLMH CocoBCTBYeT Gotee OBICTPOMY
1 KOM(OPTHOMY /Ul NAlMEHTa BBEACHHIO U MOJOKHTEIBHO CKA3bIBAETCS HA cobmonenun
HALMEHTOM pexuMa JedeHus. OIHako 103kl OOBIYHO OrpaHHYEHBI YPOBHEM, J10 KOTOPOIO
aKTHBHOE BENICCTBO MOXHO BKJTFOYATh B COCTaB CMeCH IIpe/IIIeCTBEHHUKA Jleno-Tpenapara.
CrnenoBarenbHo, ObUIO OBl 3HAYHTEIbHBIM [IPEUMYNIIECTBOM IIOJIyYHTh MPeAIIECTBEHHUK
lpenapara, B KOTOPOM MOIJIM Obl COZEPXKaThCsi GONBIIME YPOBHH OMMOMIHOTO aKTHBHOIO
BCIIECTBA, TaKOro Kak OynpeHOpGMH, C COXpaHEHHEM CBOMCTB, OGECHEYHBAIONIIX
KOHTPOJIUPYEMO€E BBICBOOOXKIEHHE.

Kak yxazaHo Bbliie, 0THUM KJ1aCCOM aKTHBHBIX BEHIECTB, UMEKOUINX 0COOYIO IEHHOCTh
B Ka4€CTBE ACIO- MM ME/UICHHO BBICBOOOXKMAIONHXCS IIPEapaToB, SBJIAIOTCH OIMOM L.
Tepmun "onmHouab" B MaHHOM KOHTEKCTE OXBATHIBAET KJIACC [IOJIyCUHTETHYECKUX H
TOJIHOCTBIO  CHHTETHYECKHX  COEIMHEHHH  IPHPOMHOTO  IIPOMCXOXKICHHUS, KOTOpBIE
XapaKTEePU3YIOTCA arOHUCTHYCCKHMHU H/WIH aHTAarOHHCTHYECKIMHM CBOMCTBAMH B OTHOIEHHH
T10 MEHBILEH Mepe OJTHOTO OIHOUIHOTO pelentopa. OMHOHIb] IPEe/ICTABIAIOT OUYEHb OOJIBIITYIO
MEJIMIMHCKYIO LEHHOCTh, OyIy4yHu BBICOKOI()(HEKTHBHBIMH aHaabreTHKaMU. VX OGBIYHO
TIPUMEHSAIOT st 00Jier4en s 60N 1OCIIe CEPhE3HBIX TPABM H/HJIH MeTHLIMHCKUX pouenyp, u
UL IPUMEHCHHs MX C 3TOH LEJIBIO MOXET IPEeACTaBIATh LEHHOCTD IIPOJIOHTHPOBAHHOE
BBC/ICHHE C NOCTOSHHOM KOHLEHTpalMed WM II0CTENEHHO CHHXaomeics KOHLEHTpanuen
AKTHBHOT'O BEIICCTBA C Y4YETOM CTaJHHM IPOLECCA BBI3JIOPOBIEHHS M BOCCTAHOBJIEHHS Ha
INPOTSDKEHHH MHOTHX CYTOK HJIM HE/EIb.

K coxanenuio, MoxeT pa3BHTbCs TOJIEPAHTHOCTH U HPU3HOJIOTHYECKAS 3aBUCHUMOCTD OT
OIHOUIOB, H 5TO MOXET IPHUBOJUTE K II0BEICHYECKOH a/UIMKIIHH, 0COOEHHO KOIIa TPUMEHSIOT
OBICTPOICHCTBYIOIINE ONHOUIBI H/HIM HMEET MECTO 3n0ynorpedienune nekapctamu. Kpome
TOr0, 3/0yNOTpeOJicHHe ONHOMAAMH - OOBIYHOE SBJICHHE, BO3ZHMKAIOICE BCJICJICTBHE
shidopuueckix s¢dekTos, KOTOpbIe MOI'YT OBITH BbI3BaHBI MX HEOXHJAHHBIM BBEIEHHEM.
AOCTHHEHLHS OT ONHOMIOB B Ciydae Pa3sBUTHS 3aBUCHMOCTH MOXET OBITh HEIPHATHOM,

0COOEHHO OT BBICTPOECHCTBYIONMX OMHOMIOB, KOTOPBIMH OOBIYHO 3JI0yHOTPeOISIOT, TaKHUX
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KaK auanetuimMopdud (repouH) wid ¢entaHmwn. OOUH OAXOJL, KOTOPHIH CIOCOGCTBYeT
BOCCTAHOBJICHHIO HAapKOMaHOB, TaKUM o0pa3oM, 3aKkiloyaeTcss B 1EPEBOJE HX C
OBICTPOICHCTBYIOIMX OIHOMAOB Ha MEUIEHHONEHCTBYIOMINE JIEKAPCTBEHHBIE CPEeNCTBA,
KOTOpbIE MOXXHO pEX€ NPUHUMAaTh, HE BBI3BIBAS CHMIITOMOB OTMeHBI. IlaneHtaMm 3atem
MOXeT OBITh IIPENOCTaB/ICH MeUICHHee IHCTBYIONINI ONHOH] Ha HO/EPKUBAIOIIEM YPOBHE
WM HX MOIYT HOCTEIIEHHO OTy4aThb OT 53TOrO HOCPEICTBOM IUIABHOIO YMEHBIIEHHS
HPOIOJDKUTENBHOCTH JI030BOT0 PEXKUMA.

TunuyHEIMH KaHAWZATaMH JUIS NpPAMEHEHHs B KayecTBE »HTOro MeUIeHHee
JCHCTBYIOIIETO "3aMEHSIOIIEr0 ONHOUIBI" JIEKAPCTBEHHOI'O CPEICTBA SBJIAIOTCS METAJOH U
OynpeHopduH, M HCCNEJOBaHHS MOKa3aIH, YTO OHH MOIYT 3HAYUTENBHO COKpAIlaTh
BEPOSTHOCTD PELUINBA y BOCCTAHABIHBAIONIMXCS HApKOMaHOB. OTHIM 3 IIPEUMYIIECTB 3THX
OIIMOMJIOB II0 CPAaBHEHHIO CO 3JI0YIOTPEOIEMBIMH BELIECTBAMH SABJSAETCA TO, YTO OHHU, B
LEeJIOM, He TpeOYIOT TaKOro 4acToro BBENEHHS UL TOI'0, 4TOOBI H30eXaTh HOSIBIEHUS
CHHIPOMOB OTMEHBI. MeTasioH, HanpuMep, HeoOXOAMMO BBOJMUTH €XEIHEBHO TOIJA, Kak
npuMeHeHHe OynpeHopdHHa C HEpHOJOM IMOJYBBIBEAECHHs 37 4acoB IOAPa3yMeBaeT, 4To
OJTHOKpaTHas [103a B cJiy4ae HEKOTOPBIX MaLUEHTOB sBsieTcs 3G(QEeKTHBHON B TeueHue 1-2
CYTOK MJIM JoJiblle. Tarxke TOCTYNHBI IJIACTBIpU ¢ OynpeHOphHHOM, HPUMEHAEMbIE KaXKIYIO
HEJIENMO, XOTs B HACTOSAILEE BPEMS OHH IIpeIHa3HAYEHB] U1 HPUMEHEHHs IpU KyNHPOBAaHUU
OonH, a He IIPU CACP)KUBAHUHU NIPUBBIKAHUS, U 001a0al0T OTPaHHYEHHON GHOMOCTYIIHOCTRIO.
CnenoBaTelbHO, HCHOJB3YIOT H30BITOK JIEKAPCTBEHHOI'O CPEACTBA, a HCHOJb30BaHHBIE
IUIACTBIPU MOTYT HENIPAaBHJIBHO HPUMEHATE U IPUMEHATH HE 110 Ha3HAYEHHIO.

JiBa OCHOBHEIX clioco0a BBeA€HHs 3THX MeEJICHHO MEHCTBYIOUIMX ONHOMIOB MpPH
TEpaluy HapKO3aBHCHMEIX NIPEICTABILAIOT cOOOH "MeTOKCHKALUIO", MPH KOTOPOH BBOIMUTCS
HOCTENIEHHO CHIDKaeMas [03a Ha IIPOTSDKEHHH OKOJIO 2 HeleNlb, W 'mojuepxaHde", npu
KOTOPOM BBOJIUTCS IIOCTOSIHHAsA [103a Ha HPOTSHKEHUH OoJiee MPOAOKUTENHFHOTO MEPHOJA,
OOBIYHO, HECKONBKO MecsueB. B o0ouX 3THX clydasx H B cllydae JIO00I0 U3 H3BECTHBIX
ONMHOMIHBIX penapaToB, B LENOM, TpeOyeTcs yacToe BBeIEHHE, KOTOpPOe, B CBOIO Ouepesb,
Tpebyercst MOCTOSIHHOrO COOMIONEHHs NAIIHEHTOM pexuMma JieyeHus. OYeBHIHO, 4TO
3HAYUTEJIbHBIM IIPEUMYILIECTBOM OBLIO OBl IPEIOCTaBICHHE MEIJIEHHO BBHICBOOOXKIAIOIINXCS
TPEnapaToB, KOTOpble MOXHO OBl OBUIO BBOIUTH B PEAKHX CIydasX U 00eCneduTh IpoHiib
JIEKQpCTBEHHOI'0  CPENCTBA,  XapaKTEepPH3YIOWIMHCSA  IMOCTOSHHOM  WJIH  INOCTENEHHO
CHIDKAIOUIEHC KOHLIEHTpauueH, sl obecniedeHus IOCTEICHHOM eTOKCHKALUU MM 0ojiee
NPOJODKUTENBHOIO MO IepXKaHusl, He TPeOYIOLIEro 4acToro BBEIEHHS.

IIpenpimymne munuaHble Aerno-npenaparsl OynpeHopduHa (Hanpumep, US 8236755)
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ABJIAIOTCA BHICOKO3()PEKTHBHBIMU, HO MAKCUMYM HPEyCMATPUBAIOT MPHOIIM3UTENLHO BCETO
auimb 9% xoHueHTpauuio OynpenopduHa 1o Macce. JlekapcrBeHHble HOPMBI TOJTHMEPHBIX
cucTeM, TakMX Kak WO2001/154724, 6bun cocraBiieHbl ¢ HpUMeHeHHeM BIUIOTH 10 20%
OynpeHopdHHA, HO OCTAaeTCs BO3MOXKHOCTD ITOJMYYeHHs INPeIIeCTBEHHHKOB IIPENapaToB ¢
HOBBIIIEHHBIMH YPOBHAMH COEpP)KaHUs JIEKAPCTBEHHOTO CPEJICTBA.

ABTODbI HACTOAMIEr0 H300peTeHHs B JaHHOM HCCIIEIOBAHUH YCTAHOBHIIH, YTO ITyT€M
COOTBETCTBYIOIIETO  BBIOOpAa KOMIIOHEHTOB IpelapaT-Hpe/IleCTBEHHHK, COAepKalyi
olpeie/ieHHbIE OIIHOUIHbIE aKTHBHBIE BEILECTBA, B YACTHOCTH, OyNpeHOPHHUH, MOKET ObITh
IIDUTOTOBIEH ¢ Oosiblllel KOHIIEHTpaleld aKTUBHOI'O BeIEeCTBa, 4eM ObUI0 paHee
[IPOJIEMOHCTPUPOBAHO, ¢ coxpaHeHHeM 3ddeKTa KOHTPOJIUPYEMOTO BBICBOOOKIEHHUS
npernapara. Hexotopsie u3 ITHX [pEeIIECTBEHHUKOB IIperapaToB
(penapatoB-IIpeIIECTBEHHUKOB) SIBJISIIOTCS. MPOCTHIMH B H3TOTOBJICHHH, HOJIAIOTCS
cTepuin3anuy GuibTpaued, UMEIOT HU3KYIO BS3KOCTh (00eCHeYHBAIONIYIO JIETKOEe U MEeHee
0oJie3HeHHOE BBeJeHHE), 00ECIEeYHBAIOT BBICOKYIO OGHOIOCTYNHOCTh aKTHBHOIO BEIECTBa
(COOTBETCTBEHHO, [O3BOJIAS HPUMEHATH MeHbllee oOlIee KOJIMYEeCTBO OIMHOUIA) H/HIH
obecreynBalOT BO3MOXHOCTbL 3(QPEKTUBHOTO KOHTPOJIS N03bI IOCPEACTBOM KOHTPOJIS
KOHLICHTPallUH aKTUBHOI'O BEIIECTBA H/UJIH 00beMa HHBEKIHUH.

B mnepBoM acriekte B HacToseM H300peTeHHH, TakuM oOpa3oM, MHpeUIoKeH

HpeIIeCTBEHHUK JIelo-TIIperapaTa, CoAep Kallui:

a) MaTpPHUIYy ¢ KOHTPOJIHPYEMBIM BHICBOOOKIECHHEM;
0) [0 MEHBIIEH Mepe KUCIOPOICOIEPKAIIUN OpraHUuecKHil pacTBOPUTED;
B) 1o Menblied Mepe 12% no macce 1o MeHbIIEH Mepe OJHOTO aKTHUBHOTO

BEIIECTBA, BHIOpaHHOTo U3 OyTipeHopdHHA U ero collel, B liepecyéTe Ha CBOOOIHOE OCHOBaHHE
OynpeHopduna.

Tako#i mnpenmecTBeHHUK Jero-lipenapara, Kak HpaBwio, Oyner ¢opMHpoBaTh
KOMIO3UIMIO Jeno-Npenapara in Sifu NpH BBENEHUH B OpPraHu3M cyObekTa. B ciyuae
HperaparoB, COJEPKalINX JUIUIHYIO MAaTPUILy ¢ KOHTPOJHUPYEMBIM BBICBOOOXKIEHHEM, 3TO,
KaK IpaBUIO, OyneT OCYIIECTBIATCSA HYTeM HOTJIOMICHUS JXKUIKOCTH Ha BOIHON OCHOBE ¢
obpa3oBaHHEeM CTPYKTYPUPOBAHHOM (Hanmpumep, XKUIAKOKpUCTALIHYEeCKoH) da3bl. B ciydae
KOMIIOHEHTa MAaTPHIbI ¢ KOHTPOJIUPYEMBIM BHICBOOOXKEHHEM Ha OCHOBE I10OJIMMEpA, Nelo, B
1eJIoM, OyeT HOpMUPOBATLCS MYTEM BBIXOJa PACTBOPUTEIIS.

Iogxonsmue MaTpullbl ¢ KOHTPOJIUPYEMBIM BBICBOOOKIEHHEM, TaKUM 00pazoM,
BKJIIOYAIOT JIMIUIHBIE HIPErapaThl ¢ KOHTPOJIUPYEMBIM BBICBOOOXKIEHHUEM (KOTOPbIE OIHCAHBI

B JaHHOM IIOKYMCHTC) H THOJHMEPHBIC MATPHUYHBIE CUCTEMBI JIA KOHTPOJIHPYEMOTO



10

15

20

25

30

BBICBOOOXKIEHHS (KOTOPBIE ONHCAHBI B JIAHHOM JIOKYMEHTE).

BBICOKOKOHIIEHTPUPOBaHHbIE TIPEIIECTBEHHHKH JIENO-NPENAPAToB 10 HACTOAIEMY
H300peTeHHIO (a TaKXke JAPYTHE COOTBETCTBYIOLIME aCIEKTH), KaK IPABHIIO, GyIyT BKIIOYATH
Gonee 15% (uanpumep, ot 15 10 50%) 110 Macce akKTHBHOTO BEINIECTBA, IPEANOYTHTENBHO, 10
MeHblIeii Mepe 21% u, 6osee NpenoYTHTENLHO, 110 MeHbIIEH Mepe 25% no Macce. OcoBGeHHo
TNPEINOYTHTENILHO IPUMEHATD Oonee 30% o Macce. B kauecTBe aKTHBHBIX BEIIECTB, B LETOM,
OyzyT BBICTYIIaTh GYNIPEHOPGUH HIIH €r0 COMHN, KOTOPBIE YKA3aHB! B IAHHOM JIOKYMEHTE.

Bo Bropom acnekte B HacTOsIEM H300PETEHHH TaKXKe MpPEIIONKEHA KOMITO3HLHS
Jeno-npenapara, o0pa3oBaHHas WM o0padyeMas M3 JIO60r0 M3 IpPEIIeCTBEHHHKOB
A€TIO-TIPENApaToOB, OMHMCAHHBIX B JIAHHOM JOKyMeHTe. Takas KOMIO3HLHA JIeno-Npenapara

MOXKET COICPXKaTh:

a) MaTpHIly ¢ KOHTPOJIHPYEMBIM BBICBOOOKIEHHEM;

0) Heo0A3aTeNbHO 110 MEHBIIEH Mepe 0IHH KHCIOPO/ICOIePKAIHI OpraHH4eCKHi
pPacTBOPHUTEIIb;

B) no MeHblued Mepe 12% 1o MeHblIeH Mepe OJHOTO aKTHBHOTO BEIIECTBA,

BHIOPAHHOTO U3 OynpeHop(HHA H €0 COJel;

B) HeO0OSA3aTENBHO 110 MEHbILEH Mepe OJIHY JKHUIKOCTh Ha BOJHON OCHOBE.

Taxass xommnosuuus jeno-npenapara, Kak IpaBuio, Oyaer (GopMHpOBATBCS npu
BO3/ICHCTBHHM IIpeJLIIECTBEHHUKA IIperapata MO HAcTOSIEMY H300DETEHHIO (TaKOro Kak
MoOOH Ipe/INECTBEHHHK Npenaparta B JIOOOM BapHaHTE peanu3allid H300peTeHHs WM
NPEANOYTHTEILHOM BapHaHTe peaii3alMi H300pETEHNs!, ONIMCAaHHOM B JIAHHOM JIOKyMEHTE)
KHMJIKOCTH Ha BOJIHOH OCHOBE in vivo. IloaBepranue Bo31eHCTBHIO TaKOH KHIKOCTH HA BOIHOM
OCHOBE, B [eJIOM, OYJIET NPHBOJMTE K BBIXOJy PACTBOPHTENS H/HIH J0OABIEHHIO BOIBI B
NPEANIECTBEHHUK Npenapara ¥ MOXeT INPHBOAMTh K (a30BOMY Mepexojly, TAKOMY KaK H3
pacTBopa B TBEpAYIO (asy (ocax/IeHHe) N U3 (a3bl ¢ HU3KOH BA3KOCTBIO, TAKOH KK PACTBOD
ik pasa Ly, B ¢pa3y ¢ BEICOKOIT BI3KOCTBIO, TAKYIO KK JKHJIKOKPHCTAUTHYECKas ¢aza.

B nononnutensHOM acmexre HacTosIEro M300peTeHHs TakKe MPEIONKEH Crocod,
obecrieYnBalOMKi POTOHTMPOBAHHOE NOCTYILUIEHHE GYNPeHOPGHHA B OPraHM3M YeI0BeKa
WM OKMBOTHOIO, IPHYeM YyKa3aHHBIH Croco0 BKIIOYAeT BBEJEHHE IIpeJleCTBEHHHKA

ACIo-npenapara, CoacpXxalliero:

a) MaTpHIy ¢ KOHTPOJHPYEMBIM BBICBOOOK IEHHEM;
6) TI0 MEHBIIEH Mepe KUCIIOPOJICO/IEpXKAIHH OPraHHYECKHH PaCTBOPHTE]ID;
B) N0 MeHbIlel Mepe 12% 1o MeHblnel Mepe 0JIHOrO aKTHBHOIO BelECTBa,

BBIOPaHHOr0 U3 OynpeHophUHa U €ro coJeH.
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[Ipeanournrensno, NpeAuIeCTBEHHHK mpemapaTta  (Mpemapar-TIpeiulecTBeHHIK),
BBOJIMMBIH TaKHM CIOCOOOM, SBIAETCS MPENapaToOM-NpPEeNIIeCTBEHHHKOM [O HACTOAILIEMY
H300pETERHIO, KOTOPBIH ONUCAH B JAHHOM JOKYMEHTE.

Croco6 BBeJeHHUs, MOAXOAAUNI JUIS YKAa3aHHOTO BBINIE CHOCOGA MO HACTOAIIEMY
H300peTenHIo, OyNeT MpeJCcTaBiATh co00i CoCoD, MOAXOAAIINI IS COCTOSHMUS, KOoTopoe
HEOOXO/MMO JIeUMTh MJIM KOPPEeKTHpoBaTh. IlapentepaibHoe meno, Takum o6pasom, Gymer
obpazoBaHo OCPENCTBOM IIapeHTEPATLHOTO (nanpumep, MOJKOXHOTO 150 4%
BHYTPHMBILICYHOr0) BBeJ€HHS. buoairesuBHas HenapeHTepalibHasd (HampuMep, MeCTHas)
KOMIIO3HLHMS JIeNo-Npenapara Moxer ObITh 00pa3oBaHa MyTeM HAHECEHUS HA IOBEPXHOCTD
KOXH, CIH3HCTYIO OOOJIOYKY H/MIHM HOITH, Ha ITIA3HYI0, HA3QIbHYIO, OpPAIbHYIO HWIIH
BHYTPEHHIOIO IOBEPXHOCTH, HJIH B IOJIOCTH, TaKHe KaK Ha3aJlbHasl, PeKTalbHasi, BATHHAIbHAS
WM OYKKallbHAsA MOJIOCTH, NEPHOJOHTANLHBIH KapMaH WM IMOJIOCTH, 06pa3oBaHHBIE MOCIe
M3BJICYEHHA TNPHPOJHOH WIH HMIUTAHTUPOBAHHOH CTPYKTYpBI, HIM Mepejl BBEJEHHEM
HUMIUIaHTata (HampUMeEp, SHIONPOTE3a CYCTABOB, CTEHTa, KOCMETHYECKOIO HMILIAHTATA,
3yOHOT0 MMILIAHTAaTa, 3yOHOH MIOMOBI MM JIPYrOTo HMILIAHTATA).

ITockonbKy KiodeBble JieyeOHble CBOMCTBA OMMOUIOB 3aKJIOYAIOTCS B AHAIIE3HH H
NPUMEHEHHUH [IPU JIETOKCUKALUH H/HJIH NOAJEPKUBAIOLIEH Tepanuy OMMONIHOH 3aBHCHMOCTH,
NpenapaTsl, Kak MNpaBuio, OynyT mpeaHasHadaTbCs Ui CHCTEMHOM abCopbuum, XOTs
obJleryende MeCTHOH OOJH MOXHO O00eCIeunBaTh ONHOHIAMH, H OHH JIOMOJHHUTENLHO
NPENCTaBNAIOT LEHHOCTb JUIS MOJABIEHHS Kauuis (OCOOEHHO KONEHH M THIAPOKOIOH),
TIOZIABJIEHH IHApEH, CTPaxa BCIICACTBHE 3aTPyHEHHUs JbIXaHUS (0COGEHHO OKCHMOPQOH)
anaruzenepeccun (ocodenno Oympenopdun). J[s STHX uelsieii MOryT OBITh NMpPHUMEHEHHI
COOTBETCTBYIOLIHE CIIOCOOBI BBEJIEHHS, TaKue KaK OHoaare3uBHble 06€300IHBAIOLIHE I'e/ld OT
MECTHO# b0y 1 HeabcopOupyeMble MepopaibHble KOMIIO3HIUAM IS OIABIEHHS JUAPEH.

B jononuurensHoM acnekre HacTosLIero M300peTeHHs Takke MpPEIIoXeH Crocod
tdbopMupoBaHus KOMIIO3ULIUH Jleno-npenapara, BKJIIOYAIOIIHHA [oJBEpranue

NpCALICCTBEHHHKA NIpenapara, CoJaepkalero:

a) MaTpULly ¢ KOHTPOJIUPYEMBIM BHICBOOOXKIEHHEM;
6) T10 MEHBIICH Mepe KHCIOPOACOAEPKALINH, OPraHMYeCKHH paCTBOPHTEND;
B) no MeHblIeil Mepe 12% no macce mo MeHbIIeil Mepe OJHOTO AKTHBHOIO

BEIIECTBA, BBIOPAHHOTO U3 OyTpeHOp(hHHA U €ro coJIe,
BO3JENCTBUIO XHUIKOCTH HA BOJHON OCHOBE in Vivo.
[TonxodsmuMH  KXHUAKOCTSIMM Ha BOIHOMH OCHOBE, B YaCTHOCTH, SBJIAIOTCS

OHOJIOTHYECKHEe KHJIKOCTH, KOTOpbIe YKa3aHbl B JAaHHOM JIOKyMeHTe. llpennmoutnresbHo,
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BBOJIMMBIH IIpenapar-npeAllecTBEHHUK MpeJcTaBisieT co0oil npenapar-npellecCTBEHHUK 10
HaCTOsIIEMY H300pEeTEHHIO, KOTOPBIA OIMCaH B JAaHHOM JOKyMeHTe, M, OoJee
[PEANOYTUTENBHO,  NPEANOYTHTENbHBIM  npenapar 1o HacTOAUIEMY  H300pETEHHIO.
[lonsepranue BO3AEHCTBHIO KHAKOCTH "in vivo", OUeBHAHO, MOXKET IIPOMCXOANTE BHYTPH TeJla
HJIH IIOJIOCTH TeJa HJIM MOXET MPOUCXO/MTh Ha IOBEPXHOCTH TeJa, TAKOH KaK HMOBEPXHOCTD
KOXH, B 3aBUCUMOCTH OT IIPHPOIHI KOMIIO3HULHH.

B eme 0JHOM [0NONHHTENBHOM acleKTe B HACTOANIEM H300pPETEHHH MpPeUIoKeH
cnoco6 QopMHpOBAHHS INPEALIECTBEHHHKA NpenapaTta, MHOAXOJSIIEr0 JUIs  BBEIEHHS
OIIHOMJHOrO  OHOJIOTMYECKH  aKTHBHOTO  BeIleCTBa  CyOLeKTy  (IIpeMIIOUYTHTENbHO,

MJIEKOIHTAIONIEMY ), IIDHYEM yKA3aHHBIH CII0CO6 BKItOYaeT GOPMHPOBAHHE CMECH H3:

a) MaTpHUEI ¢ KOHTPOJIHUPYEMBIM BHICBOOOXKIEHHEM; H
0) 10 MEHbBIIIEH Mepe OIHOrO KHCIOPOJACOJEPHKAIEr0 OpPraHHuYeCKOro
pacTBOpUTEIS;

1 paCTBOPEHHE HJIH JHCIIEPIUPOBAaHHUE 110 MeHbIIEH Mepe 12% 1o Macce 110 MeHbleH
Mepe 01HOro OynpeHop@HHA B CMECH HJIH 110 MEHbIIIEH MEPE B OJIHOM U3 KOMIIOHEHTOB a WIH 6§
J10 bopMupoBaHHS CMeCH c HHU3KOU BSI3KOCTBIO. [pennoururernsHo,
Hpenapar-lpeAnecTBEHHUK, CHOPMUPOBAHHBIH TaKUM CHOCOOOM, NpeiACTaBiseT coboi
IIpernapar Mo HacTosUIeMy H300PETEHUIO, KOTOPBIH OIMCaH B JAHHOM JOKyMeHTe. JlaHHBIH
CI0CO0 MOXET JONOJNHUTENBHO BKIIOYATh CTEPHUIIM3AUMIO, TaKylo KaK CTEepHIIH3YIOLIas
bunpTpanys.

B erie 0/{HOM [10MOJHUTETBHOM aCIEKTe B HACTOSAIIEM H306PETEHHH AOMOMTHUTEIBHO
IPeUTOXKEH CrIocob JedeHUs! WIH npodHIaKTHKH YeOBEKa WIH XHBOTHOTO, BKJIFOYAFOIIHI
BBEIEHHE IPEJIICCTBEHHHKA IIpenapara, KOTOpbIH ONHCAaH B JaHHOM JOKyMeHTe. Takoi
c1tocob peanH3aldu H300peTEHHA MOXeT ObITh NpeiHa3sHaueH [UlA JIeYeHUA OOJH HIH JUld
JIeYeHHA HAPKO3aBUCHMOCTH (0OBIYHO ONHOU/IHAS 3aBHCHMOCTD) IyTeM AE€TOKCHKALMH H/UITH
HOJUIEPXKAHHS, KOTOPBIE OIIMCaHBl B JAHHOM JIOKYMEHTE.

B J1aHHOM KOHTEKCTe TepMHH "CMECH ¢ HH3KOH BS3KOCTBHIO" HCIIONB30OBaH I
0003HaYECHHA CMECH, KOTOPYIO MOXXHO 6€3 Tpy/la BBOAUTE CyOBEKTY H, B 4aCTHOCTH, 6€3 Tpya
BBOJAHTH IIPH IOMOIIH YCTPOHCTBA, COOPAHHOIO U3 CTAHIAPTHOIO MinpHua M urisl. Ha 3to
MOXET YKa3bIBaTh, HAIPUMED, BO3MOXKHOCTD JIO3UPOBAHHS H3 OJAHOPA30BOI0 IIIPULA Ha | Ml
depe3 uriy 23-ro kanubpa (22 AWG /0,635 MM aHamerp) 10cpeIcTBOM Py4YHOH PeryIHpOBKH
JaBjieHuA. B 1010IHATENEHOM IPEANOYTHTEILHOM BapHaHTe peald3aldd H300pPETEeHHs CMECh
C HHU3KOH BA3KOCTBIO JIOJDKHA NPEJACTaBJATh COOOH CMech, CIIOCOGHYIO MPOXOIUThH Yepes

CTaHJAPTHYIO MEMOpaHy AJg CTepUIH3YyIoel GUIbTpaliy, Takyto Kak 0,22 MKM ILIIPHLEBO
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¢uipTp. B Ipyrux npeanodTHTENBHBIX BapHAHTaX PEAIH3AllMH H300peTeHHS MOXHO AaTh
AQHAIOTMYHOE (DYHKUHMOHAIBHOE OIpEAesICHHE IS TOAXOASHICH BA3KOCTH, KaK BS3KOCTB
Tpenapara-npeecTBeHHNKA, 00€eCIeunBalonas BO3MOXXHOCTh PaclbLICHHUS C IPUMEHEHUEM
KOMIIPECCOPHOTO Hacoca WM YCTPOHCTBA Ul pacHbUICHHS O] JaBJIIEHHEM C IIPHMEHEHHEM
TPaJMMOHHOTO 00OpyHOBaHUs Ul paclblieHds. THIMYHBIA JMANA30H TOIXOMAIINX
BA3KOCTEH OyIeT cocTaBIATh, HarpuMep, ot 0,1 1o 5000 Mna, npeanodrurensho, ot 1 1o 1000
Muia, nipu 20°C (nanpumep, ot 10 go 1000 MITa niu ot 50 g0 1000 MITa npu 20°C).

OTMeyanoce, 4To myreM n00aBIeHUs HeOONBIINX KOJMYECTB PACTBOPHTENS ¢ HU3KOM
BSI3KOCTBIO, KaK YKa3aHO B JaHHOM JIOKYMEHTE, MOXXHO OOECIIEUHTh OYeHb 3HAYUTENILHOE
M3MCHEHHE BS3KOCTH OCOOCHHO JUIA JIMIIUAHBIX IIpernaparoB (KOTOPHIE ONHCAHBl B JaHHOM
nokymenre). Kak ykxaszano B IIpumepe 11, npiBeeHHOM HHXKeE, HAIIpHMeED, 100aBICHHE TOJIBKO
5% pactBopuTens (B cny4dae [Ipumepa 11, 3TaHoI) MOXKET CHH3HTB BA3KOCTB JIMITHIHON CMECH
Ha HECKOJIBKO NOPSAKOB BenHuUHBL JloOaBneHue 10% pacTBOPUTEIS MOXKET BHI3BIBATH elle
Gonbiumi adPext. Jna MOCTHXEHHS 3TOTO HENMHEHHOro, CHHEpreTHYeckoro >ddexra B
npouecce CHUKEHUS BA3KOCTH BKHO, YTOOB IPUMEHSIH PaCTBOPUTEIH C COOTBETCTBYIOIEH
HHU3KOH BA3KOCTBIO M IOAXOAsIIEH IOJApHOCTBIO. TakHe pacTBOPHUTENH BKIIOUYAIOT
PacTBOPUTENH, OIIUCAHHBIC B TAHHOM JOKYMEHTE HHIXKE.

OcobeHHO NpeNIoYTHTENbHBIMU IPUMEPAMH CMeceil ¢ HU3KOH BS3KOCTBIO SBJIAIOTCS
MOJIEKYJISIDHBIE  PacTBOPHl (M NOJNUMEPHHIX IIPEANIESCTBEHHUKOB JIEMO-IIPENnaparos, H
JIMIUIHBIX IPEJLICCTBEHHUKOB IIPEIApaToB), CyCIIEH3MH MUKPOTpaHyIl (IOJIMMEPHBIX MaTPHLI)
u/und u3oTponHele ¢aspl, TakHe Kak (assl L, w/une Ly (TMOMIHEIX TpeIIecTBEHHHKOB
npeniapatoB). Kak onucano Beiine, L3 npeacrasisier co6oit Henameuiapayio ¢pasy, cocTosnLyio
H3 B3aHMOCBSI3aHHBIX I1JIACTOB, KOTOpasi HMeET HEKOTOPYIO (a30BYIO CTPYKTYPY, HO HE UMeeT
YHOPSJOYCHHOCTH Ja/bHETO NOpPsIKa, NPUCYINEH XHUAKOKpUCTAUIHYeCKOH (ase. B otinune
OT JKHOKOKPUCTAUINYECKUX ()a3, KOTOPHIC, B LIEJIOM, SIBISIOTCS BBICOKOBA3KHMMH, (a3bl L3
uMeloT Gollee HHU3KYIO BA3KOCTh. OWYEBHIAHO, 4YTO CMeCH, cocTosmue u3 ¢assl L; n
MOJICKYJIAPHOTO pacTBOpa M/MiHM YacTHI ¢$a3bl Lj, cyclieHIMpoBaHHEIX B OCHOBHOM 06beme
MOJICKYJIIPHOTO pacTBOpA, COCTOSAILEIO U3 OAHOTO MM 0Jiee KOMIIOHEHTOB, TAK)XKE SBISIOTCA
nogxomimmMu.  ®aza L, mnpencrtapnser cobol  Tak  Ha3biBaeMylo  "OGpAlEHHYIO
MHUIEIUIAPHYIO" (azy MM MHKpoIMysbcnio. HanGosiee npeanoyTHTENEHBIMH CMECSIMH C
HHU3KOH BSI3KOCTBIO SABJIAIOTCS MOJIEKYNSpHBIE pacTBOPHI, (asel L u ux cMecu. ®azwml L,
ABJIAIOTCA MEHEe IPEIIIOYTHTEIBHBIMH, 3a HCKIIodeHHeM (a3 HabyxaHus L, koropsle
OIHCaHbI B JAHHOM JOKYMEHTE.

B Hacrosmem u300peTeHHH NpemIOXeH Iperapar-lpeailecTBEHHUK, COJepKaliuii
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KOMIIOHEHTBI a, 6 W 1o MeHbpmeHd Mepe 12% 1o MeHbIeH Mepe OIHOTO OIHOHIHOTO
OHONOTHYECKH aKTHBHOTO BEILIECTBA, KOTOPOE YKa3aHbl B JIAHHOM JOKYMEHTE. B oHOM
OCOOEHHO MPEAOYTHTENEHOM BapHAHTE PEalH3alii H300peTeHUs MATPHIHbIH KOMIIOHEHT ¢
KOHTPOJIHPYEMBIM BBICBOOOXKIEHHEM a) COMEPXKHUT JUIHJIHBIA ITpenapaT ¢ KOHTPOJIHPYEMBIM
BBICBOOOXIeHHEM. Takoll npenapar npearoYTHTesHo GYIET CONepKaTh:

i) 110 MEHBIICH Mepe OJIMH HEATPAJIBbHBIH JIUIH] C ABYMsI alHUIbHBEIMH MJIH TPEMs
AlMJIBHBIMH I'PYIIIAMH H/UJIH TOKOdepo; U

1) 10 MEHBIIEH Mepe 0JuH (pocdomunu;

lIpenrodTHTeIbHBIM BAPHAHTOM peau3altH 3TOro 6yeT:

i) 110 MEHBIICH Mepe O/IMH HEMTPaNbHBIH JHIHA C IBYMS alMIbHBIMH IPYyIIIaMH
u/unu rokodepo; u

1) 10 MEHbIIEH Mepe OIHH hochouIu.

O/HUM U3 3HAYHTENIBHBIX NPEHMYINECTB JTHIHHBIX IIpe/IeCTBEHHUKOB IIPErIapaToB
110 HACTOANIEMY H300PETEHHIO ABJIAETCS TO, YTO KOMIIOHEHTHI 1) U 1i) MOYKHO BBECTH B COCTaB B
IIHPOKOM JlHalla30He COOTHOLIEHHH. B 9acTHOCTH, MOXXHO IIPUTOTOBHTH H IPHMEHSTH
IpenapaThi-IpeAMECTBE HHUKH 110 HACTOALIEMY H300PEeTEHHIO, HMEIOIME 3HAYUTENILHO 6oslee
BBICOKOE COOTHOIIEHHE ¢ochonunuia K HEHATpaIbHOMY JIMIHMAY ¢ ABYMS AIMJIBHBIMH
TPYNIaMH H/UIH ToKodeposy, 4eM 3T0 ObLIO NOCTHXMMO paHee, B OTCYTCTBHE OIaCHOCTH
pasnenenus  Ga3  M/MIM  HENPHEMJEMO  BBICOKMX  ypOBHeH  Bs3KOcTeH B
Ipenapare-IpelileCTBEHHUKE. MaccoBble COOTHOIIEHUS! KOMITOHEHTOB 1):ii), Takum o6pazon,
MOrYyT HaxOJHMTbCs B JHana3zoHe OT OKono 5:95 Bmwiote o 95:5. llpemmourtHrensHble
COOTHOLIEHHs, B UeIoM, OyRyT HaXoAuThcs B auanazone ot 90:10 mo 20:80 u, 6osee
NpeanoYTHTeNbHO, OT 85:15 10 30:70. OueHp NMOAXOISINUM AHANIA30HOM sBISETCA 1):i) B
cootHowmenuu ot 40:60 1o 80:20, ocobenno oxono 50:50, nanpumep, ot 45:55 1o 60:40. B
OJHOM  NPENIIOYTHUTENIBHOM  BapHaHTe pealu3alldd  H300peTeHHs] [0  HACTOSLIEMY
H300PETEHHIO TIPHCYTCTBYET OOJbIIast J0Js8 KOMIOHEHTa ii), 4yeM kommoHenTa i). To ecrb
MaccoBO¢ COOTHOLIEHHE 1):11) HaxomuTbess Hike 50:50, manpumep, ot 48:52 mo 2:98,
npeanoututensto, ot 40:60 no 10:90 u, Gonee mHpeAOYTHTENBHO, OT 35:65 nmo 20:80. B
abTCPHATHBHOM H OYCHb IEHHOM BapHaHTE peallM3alUH H300peTeHHsT KOMIIOHEHT 1) MOXKET
IIPUCYTCTBOBATh B PAaBHOM HIIH OONBIIEM KOJIMYECTBE B CPaBHEHHH C KOMIOHEHTOM ii). B
TaKOM BapHaHTE pealn3anyi H300pEeTEHHA KOMIIOHEHTHI MOTYT IIPHCY TCTBOBATh, HAIIPHMED, B
MacCOBOM COOTHOILEHHH 1) K 1i), cocTaBistouieM ot 50:50 1o 80:20. CooTtHomenue ot 50:50 10
70:30 Taxxke MOXKET OBITH MOAXOAAILNM.

B cootBeTcTBHM ¢ BblmIenpHBeNeHHONH HHGOPMAIHEH, KOMHYECTBO KOMIIOHEHTA i) B
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NPEJILIECTBEHHUKAX IIPEIapaToB MOXET COCTaBIATh, HanpuMep, oT 10% mo 90% (Hanpumep,
ot 18 j10 90%) no macce obiiero KoyMyecTBa npenapara, npejIouTHTeNbHo, oT 10% 10 70%,
Kak, Harpumep, oT 12% 1o 40% unu ot 12% no 30% 1o Macce o61iero Kou4ecTsa Ipenapara.
B ojHoM BapuaHTe peann3anuy H3o0peTeHHs: aGCOIOTHOE KOJMYECTBO KOMIIOHEHTA i) I10
Macce HE MEHbIIIE, YeM KOJIMYECTBO KOMITOHEHTA ii).

AHanoruyHbiM  00pa3oM, KOJIMYECTBO KOMIIOHEHTa 1i) B NpelecTBEHHHKAX
IIPENapaToB MOXET COCTaBIIATh, Hanpumep, oT 8% no 90% (mampumep, ot 18 50 90%) mo
Macce 00IIero KoaM4ecTBa NpenapaTa, peioYTHTENbHO, 0T 8% 10 70%, Kak, HanpuMep, OT
10% o 40% wum ot 10% 10 30% o Macce o61iero KoJMYeCTBa npenapara.

OOuitee KOIMYECTBO KOMIIOHEHTA a) B Ipenapare, Kak IPaBHIIO, OYIET COCTABISATh OT
20 no 70%, xax, nanpumep, oT 30 10 60 Macc. % Ha ocHOBe 00Ielt MacChl Tpernapara.

B ajibTepHaTHBHOM BapHaHTe peau3allii H300PETEHUS 110 HACTOSIEMY H300PETEHHIO
KOMIIOHEHT a) MOXET BKIIOYAaTh I10 MEHbINEH Mepe OJHY MOJMMEPHYIO MATpHULY,
obecneunBaronlyro BhICBOOOXKIeHHe. Takue MaTpHIbl OOBIMHO COCTOAT M3 GHOpa3IaraeMbIx
nonnMepoB. Takue MomMMepsl MIMPOKO M3BECTHBI B JIAHHOHW OGJNACTH TEXHHKH H MOTYT
NMPeJCTAB/IAT COOOH IrOMOMONMMEDDI, CMECH, COCTOSIIINE H3 TOMOIOJIMMEPOB, COMOJIMMEPOB,
CMECH, COCTOSINE M3 COIMOJMMEPOB M/HIM CMECH, COCTOSIIIME M3 TOMOIOJIMMEPOB H
cononumepoB. [loauahupsl W/MIM NMONMAaMUBI SBISIIOTCA OCOOEHHO IOAXOMAUIMMH, W3
KOTOPBIX ~MPEANOYTHUTENBHBIMU  SIBJIAIOTCS  OWopasnaraemble  nonu3bupbl.  IIpumeps
MOJXOJSALIMX MONMIPUPOB BKIFOYAIOT MOJTHMOJIOYHYIO KHUCIOTY, IOJMIJIMKOJIERYIO KHCIOTY,
COTIOJIMMEP MOJIOYHOH M TIIMKOJIEBOH KHCJIOT (COMOJIMMEDP MOJIOUHOM/TIIMKOIEBOH KHMCIIOT) U
ux cmecd. ComnonuMep MoJIOYHOH W rimkoneBod kucinor (PLGA) sBasercss ocoGeHHO
MOJTXOJIALTHM.

ITonvMepsl MOTYT HaXOAUTECS B (hOpME PACTBOpPA HJIM MOTYT OBITh HCIIONB30BAHBI B
Ka4yecrBe MUKpochep (MHKporpanyin) B cycrneHsnu. PLGA-MUKpochepsl SBISIOTCS O[HHM
IpeNMOYTHTENbHBIM BADHAHTOM PEaTH3alliH H300pETEHHS.

KommyectBo kommonenta 6 B mpenaparax-IpejlleCTBEHHUKAX 10 HACTOSIICMY
M300peTeHHIO N0 MeHbIIeH Mepe OyJeT JOCTATOYHBIM JUIS TNOJYYEHHS CMECH C HH3KOM
BSI3KOCTBIO (HAIIPUMED, MOJIEKYJISIPHBIA pacTBOP, CM. BBIHIE) KOMIIOHEHTOB a, O U aKTHBHOTO
BewectBa OynpeHoppuHa, H €ro MoxHO Ge3 TpyJa ONpejeNuTh s o060l KOHKPeTHO!
KOMOMHALMM KOMIIOHEHTOB CTaHAApTHbIMH crocobamu. Da3oBoe IOBeJCHHE JIHIIHJHBIX
NpernapaTos MOXHO INPOAHAIM3MPOBAThL MOCPEJACTBOM TAKMX METOJIOB, KaK BH3YaJbHOE
HaOMO/leHHe B KOMOMHAlMHM ¢ IOJSPH3ALMOHHOM CBETOBOH MHKDPOCKOIMEH, sIepHbIM

MArHMTHBIM PE€30HAHCOM, PCHTTCHOBCKHM aHallu3OM HIJIH nn(bpalclmeﬁ HCﬁTp()HOB H
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KpHO-TPAaHCMHUCCHOHHOM 3JIEKTPOHHON MUKpockonHe# (kpuo-TOM) [uis aHamisa pacTBOpOB,
daz L, wmu Ly winm KHAKOKpHCTAUTMYECKHX (a3. Bs3KoCTh MOXKHO HENOCPeICTBEHHO
M3MEPHTh CTaHJAPTHBIMHU CriocobaMu. Kak onHcaHo BbIIIe, COOTBETCTBYIOIIEH TPAKTHYECKOH
BSI3KOCTBIO  SIBJIAETCS BSA3KOCThb, KOoTopasd oOecHedyuBaeT BO3MOXKHOCTH 3(PPEKTHBHOIO
BBeJIEHHsI [TOCPEJICTBOM LINPHIIA U, B YACTHOCTH, 00eCIIeYnBaeT BO3ZMOXKHOCTh CTEPHIIN3ALNN
dunprpanueii. ITo MOKHO Oe3 Tpy/1a OLEHHTH, KaK yKa3aHo B JAHHOM JOKYMEHTE.

KimoueBBIM IPU3HAKOM HACTOSIIET0 H300pETEH s SBISETCS BO3MOXKHOCTD BKIIOUEHHS
B cocTaB 0(oJiee BBICOKOIO YPOBHSI aKTHBHOIO BelllecTBa — OynpeHoppuHa (HampuMep,
OynpeHoppHHa MM €ro CONH), 4YeM OTMEYanoch paHee. ABTOPHI HACTOSILETO H300peTeHus
3aMETHJIH, YTO BO3MOXXHOCTh TOT'O, YTOOBI CMECH C HH3KOH BSI3KOCTBIO COZEp)Kajia aKTHBHOE
BEIECTBO — OyNpenop(HH, 3HAYNTETFHO MOBBINIACTCS 3a CYET BKIIIOYEHHs 110 MeHbIIEH Mepe
OJIHOT'O aMHMJHOI'O pPAacCTBOPHUTENS B KOMIOHEHT 0). CoOOTBETCTBEHHO, KOMIIOHEHT O)
NpPeANOYTHTENBHO COAEPKHUT MO MeHbHIEH Mepe OnuH aMuA. Jlis cpaBHeHHs, HAallpUMep, B
JUIMHATHOM IpenapaTte, IPUIOTOBIEHHOM C TPMMEHEeHHEeM 3TaHoJIa B KaYyeCTBE KOMIIOHEHTa 0),
OOBIYHO MOXET PacTBOPATHCH BILIOTH 10 9% aKkTUBHOrO BellecTBa — Oynpenopduna. Korna
NPUMEHSIOT aMHHBIN pacTBOPHUTEb, Takoi Kak NMP, pacTBOpHMOCTE MOKET yBEIHYHBATHCS
n0 35% wunu Gonee ¢ COXpaHEHHEM 3HAYMMOro NpOoQHiIs BEICBOOOMXKAeHHA. OCOOEHHO
NPEANOYTHTENbHbIE aMHMJIHBIE COEIHHEHHS, KOTOphle MOTYT OBITh BKJIIOYEHB B COCTaB
KoMmIonenTa 0), BxmoyaroT N-Metun-2-nupponunon (NMP), numerundopmamun (DMF) n
aumetnnanetramul (DMA). HauGonee npeanoyruresHsiM ssisercs NMP.

Macca xommoneHTa pacTBOpMTENs 6, BKIIOYEHHOIO B COCTaB MNpeauIecTBeHHHKA
npenapaTa, CHJIbHO OyJIeT 3aBHCETh OT THIIa penapara ¢ 3ame JIEHHEIM BEICBOOOKIEHHEM a),
KOTOpHIH ucnonb3yercs. Hampumep, 1mis monuMepHoro mpemapara ¢ 3aMeUIEHHBIM
BBICBOOOXIEHHEM B PaCTBOPE MOXKET NOTPeGOBAThCS MPUCYTCTBHE PACTBOPHUTENS ¢ yPOBHEM
oT 40 10 70% no mMacce 1St TOro, 4To6bI 06ECEINTh JOCTATOYHO HU3KYIO BA3KOCTE U TIOJHYIO
COMOOMH3ALMIO. B OTIHYHE OT 3TOr0 YpOBEHb PACTBOPHUTENS, KOTOPHIi OOBIYHO NPHMEHSIOT
I mpenapata ¢ KOHTPOJHMPYEMBIM BBICBOOOXIEHHEM Ha OCHOBE JIHIHIOB, B IEJIOM,
cocraBisgeT ot okoJo 0,5 1o 50% ot obei Macchl npeuIecTBEHHHKA Iipenapara. B ciyyae
BBICOKOKOHIIEHTPHPOBAHHBIX KOMITO3HIMI MO HACTOAIEMY H300PETEHHIO 3TO COOTHOLIEHHE
IPEIMOYTHTENIEHO COCTaBIAET (OCOOEHHO B Cllyuae MHBEKIHOHHBIX neno) ot 20 go 40% u
Oonee npeanoytutensHo ot 20 1o 38% uam ot 25 1o 35% no macce. OYeHb MOIXOISALHM
JHana3’oHoOM SBISETCS Auana3oH okoso 30%, Hanpumep, ot 15 1o 45%, ocobenno ot 10 1o 30%
wm ot 10 mo 40% mno macce Bcelt kommosunind. COOTBETCTBEHHO, B UEJIOM, YPOBEHB

pactBoputenst or 1 go 50% or ofbmel Macchl HMpeAniecTBeHHHKa Npenapara, KOTOPBIi
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T0Ma/IaeT B COOTBETCTBYIOIIHE H MOJAXO/IAIIHE JHANA30HBI [T KAXKJIOTO BApHAHTA peain3alluy
u300peTennst, OylEeT TOHSATHBIM CIELHATUCTAM B JIAHHOH OOJNACTH TEeXHHKH. B oxHOM
BApHAHTEC pealn3allid  H300pETEHHs TNPE/UIOKEHBl  TIPELIECTBEHHHK [Mpernapara H
COOTBETCTBYIOIIHI CTI0CO0 MOJyYeHH s IeTo-TIpenapara, B KOTOPOM HHTEPBAI BBE/ICHHS PABEH
OJTHOH J103¢ KaXK/IbIH MECHL, a CoJlepKaHHe pacTBopuTels cocraniser 30%+10%.

Komnonent "i)", KOTOpBIHi ykazaH B JQHHOM JIOKyMEHTE, IPEJCTAaBIAET COBON
KOMIIOHEHT HEHTPAILHOIO JIMIIKAA, COAEpKaIlUi MOJSpHBbIE IPynrbl "TOJIOBKH", a Takxke
HEMoJIApHElE  "XBOCTOBBIE" TIpYNNbL. B 11eOM, y4YacTKH TOJOBKH M XBOCTAa JIHIHJA
COCJIHHSIIOTCS TOCPEJCTBOM CIIOKHOIHPHOTO OCTaTka, HO 3TO TMPHCOEAHHEHHE MOXKET
MPOHCXOJUTH TOCPEICTBOM 3(HPHOH, aMHIHOH, yINIepoi-yriepoHONH CBA3H HIH JPYIOro
BH/a mpUcoenuHeHHd. [IpeanodruresnpHble TIONSpHBIE TPYIIbBI  TOJOBKH  SBISIOTCS
HCHOHHBIMH H BIJIXOYAIOT MOJIHOJIbI, TAKHE KAaK IJIHLEPHH, JHIVIHIEPHH H OCTATKH CaxapoB
(kak, HalpuMep, Ha OCHOBE HHO3HTOJBHBIX H INIHKO3HWIBHBIX OCTATKOB); H CJIOXKHBIE SQUPbI
TI0JIHOJIOB, TaKHE KaK aleTaTHbIE HJIH CyKLHHATHBIE CIIOXHBIE 3G uphl. [IpeanoarurebHbIMH
TMOJIIPHBIMH I'PYIINIAMH SBJIAIOTCS IJIHUEPHH H IUITTHLEPHH, OCOOEHHO IITHLIEPHH.

KoMMoHeHT JHalUIrIHLepHHa 1) Oy/IeT BKIIOYaTh MIHIEPHH H JIBE allMJbHBIE LETH,
KOTOpbIE yKa3aHbl B JIAHHOM JIOKyMeHTe. COOTBETCTBEHHO, TPHALMJINIHUIEPHHBI SABJISIOTCS
NPEANOYTHTENLHBIMH JIHIIUJAMH ¢ TPeMs alMIbHBIMH LENSMH, H OHH OYAyT BKJIIOYATDH
ITTHLEPHHOBYIO IPYIIY "TOJIOBKH" H TPH HE3aBHCHMO BLIOPAaHHbIC allHJIbHbIE LIEMH, KOTOPbIE
yKa3aHbl B JaHHOM JIOKyMeHTe. [IpeanoyrurenbHble acIeKThI H300peTeH s, KOTOPBIE YKa3aHbl
B JIAHHOM JIOKYMEHTE, OyIyT NPUMEHATHCS COOTBETCTBYIOIHM 00pa3oM.

B 01HOM NpeAnoYTHTEILHOM acreKTe KOMIIOHEHT 1) IpeacTaBiseT coboi MM C
ABYMsl QlUIBHBIMH T'PYNIIAMH, B TOM CMBICJIE, YTO OH COJIEPXHUT HEMOJISpHBIE "XBOCTOBbIE"
Ipynnbl. B uenoM, NpearnodTHTeNnsHO TPHMEHSTh JIHNHALI C OJHOH AalMILHOH TIpPyMof
("mu3oanIEABL"), TaK KaK OHH OOBIYHO XYK€ IIEPEHOCATCS in vivo. JIBe HeMoNsSpHbIE IPYIIIb]
MOT'YT HMETb OJINHAKOBOE HJIH PA3HOE YHCJIO ATOMOB YIJIEPO/Id, H KaXK1as U3 HHX, HE3aBHCHMO,
MOXKET ObITh HACBHIIIEHHOH HIJIM HEHACHIIICHHOH. [IpuMepbl HEMOJIAPHLIX IPYII BKIIOYAIOT
C6-Cs2 QIKHIIbHBIE H aIKEHUJIBHBIE TPYIIIIBI, KOTOPbIE OOLIYHO IPHCYTCTBYIOT B BUJIE CIIOKHBIX
3GHpPOB JIHHHOLEMOYEYHBIX KapGOHOBBIX KHCIIOT. MIX 4acTo OMHCHIBAIOT MyTeM 0603HaYeHHs
YHCNIa aTOMOB yIJiepojia W 4YHCJIa HEHACBIINEHHBIX CBsi3edl B  YIJIEPOAHON  LIEIH.
CoorsercrBenno, CX:Z 03HaYaeT yIJeBOJIOPOIHYIO LeTb, HMEIOLIYI0 X aTOMOB yIileposa H Z
HEHACBIIIEHHbIX  cBA3ell. Ilpumepsl, B dacTHocTH, BKIIOYalOT Karpousjosble (C6:0),
kanpunonsosble (C8:0), xanpunoseie (C10:0), nmaypownosbie (C12:0), MHPHCTOHIOBbLIE

(C14:0), nanemurounnossie (C16:0), dpuranounnossie (C16:0), nansmutoseonnossle (C16:1),
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creapousiopsie (C18:0), oseomnonbie (C18:1), snaumowmstosele (C18:1), nMHONIEOUIIOBBIC
(C18:2), aunonenounosple (C18:3), apaxunoHouwioseie (C20:4), Gereromnossle (C22:0) n
surHouepousiossle  (C24:9) rpynnel. COOTBETCTBEHHO, THNWYHBIE HEMOJSPHBIE LENH
OCHOBAHbI HA JKHUPHBIX KHCJIOTaX TMPHPOJHBIX CHOXKHO3(PUPHBIX JIMIOMIOB, BKJIIOYAS
KarmpoHOBYIO, KalpUJIOBYIO, KaPHHOBYIO, JIaypMHOBYIO, MUPHCTHHOBYIO, MAIBMUTHHOBYIO,
¢uTaHOBYIO, MATBMHUTOIMHOBYIO, CTEAPHHOBYIO, OJICMHOBYIO, 3JIAUJMHOBYIO, JIMHOJEBYIO,
JIMHOJICHOBYIO, ~ apaxMIOHOBYIO, OEreHOBYI0 WJM  JIMTHOIEPOBYIO  KHUCIOTBHl  WJIM
COOTBETCTBYIOIIME CHMPTHL. [IpeAnodTuTeslbHBIMH  HEMOJSPHBIMH  LEMSIMU  SBJISIOTCS
NaJIbMUTUHOBAsA, CT€APHUHOBAs, OJICHHOBAas M JIMHOJIEBAS KHCJIOTBI, OCOOEHHO OJIeMHOBas
Kucjiota. B OJHOM NpelnouTHUTEIBHOM BapHaHTe pean3allid H300peTeHUss KOMIIOHEHT 1)
colepUT KOMIOHEHTBI ¢ C16-C18 ankuiIbHBEIMH IpyNHaMH, NpUYeM, B 4YaCTHOCTH, B TAKHX
I'pyNIax He CONEPKMTCA HU OJIHOM WIIM COJIEPYKUTCS OJIHA MIIM JIBE€ HEHACHINEHHbIE CBs3U. B
4acTHOCTH, KOMIIOHEHT 1) MOXET COJIepKaTh O MeHbInel Mepe 50% KOMIIOHEHTOB, UMEIOLIMX
TaKue aIKWIbHbIE TPy

Jlunuz ¢ AByMs allMJIBHBIMH IPYIIAMH, KOIJla ero NPpUMEHSIOT KaK BECh KOMIOHEHT
"I)" WM ero 4acTh, MOXKET OBITh CUHTETHYECKHM HJIH MOXKET OBITh HOJIYYeH M3 OYMIIEHHBIX
H/MIH XMMHYECKH MOJIU(UIMPOBAHHBIX HPUPOJHBIX HCTOYHUKOB, TAKUX KaK PacTUTEJIBHBIE
Macijia. B kadecTBe KOMIOHEHTA i) MOI'YT OBITH MPUMEHEHBI CMECH, COCTOSIIME U3 JI0GOro
4Mcia JIMIMAOB C JBYyMs aUMIbHBIMM rpynnamu. Hawubosiee mNpeAnoyTHTENBHO 3TOT
KOMIIOHEHT OyleT BKJIKOYaTh 0 MeHbIIel Mepe yacTh auanuiriuiepuda (DAG), ocobenHo
riavuepunauoiteatr (GDO). B onHOM NpeanodTHTENBHOM BapHaHTe peau3alul H300peTeH s
KOMITOHeHT 1) coctouT U3 DAG. B xauectBe HuX MoxeT BbicTynaTh DAG 0IHOI0O BHAA HIIH
cmecs DAG. Haubosiee npennoututesisHBIM npuMepoM siBiisteTcss DAG, comepamuid 1o
MeHbIed Mepe 50%, nmpeanodyTuTesbHO, O MeHbIneil Mepe 80%, U naxe colepkamui, Mo
cymecty, 100% GDO.

AJBTEpHATHBHBIM WJIHM JONOJIHUTEIBHBIM Haubosiee NpeNrnovYTUTE]BHBIM KJIaCCOM
COCIMHEHUH JUlsl IPUMEHEHUS] B KadecTBEe BCEr0 KOMIIOHEHTA 1) WJIM €ro 4YacTH SBJISIOTCH
ToKO(eposnsl. B JTaHHOM KOHTEKCTe TepMHH "ToKo(epos" O3HavyaeT HEMOHHBIA JIMIOUIHBIN
TOKOGEpOJI, HacTO W3BECTHBIM KaK BUTaMHMH E, W/HIIK ero J1o0ble MOIXOASIIHE COIM H/MIIH
a"ajiord. [Tonxonsaumu OyayT aHasioru, obecneuunBatoimue $a3oBoe NoBeaecHHEe, OTCYTCTBHE
TOKCUYHOCTH M (pa30BbId NEpEeXo/l MpH BO3JAEHCTBUM MXHUIKOCTEH Ha OCHOBE BOJbI, YTO
XapaKTepHO JJI KOMITO3UIMH N0 HacToseMy H300peTeHu1o. Takue aHanory, Kak npaBuJio, He
Oynyr o0pa3oBBIBaTh >KHIKOKPHCTALIMYECKHUX (ha30BBIX CTPYKTYp B BHIE YHCTOrO

coenMHeHus B BoJe. Haubosiee npeanoyTUTENIEHBIM U3 TOKO(EPOJIOB SIBIIETCS TOKOGEpoJT cam
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1o cebe, IMEIOLIMH YKa3aHHYI0 HIDKe CTPYKTypy. O4eBHIHO, YTO, 0COOEHHO B Clly4dae, Korja
ero BBIICISIOT M3 IPUPOJHOTO MCTOYHHKA, MOTYT IIPUCYTCTBOBATh HEOOJBLIME J10JIH
"mpuMecu”, He SABJAIOUEHCS HETOKO(EpOsIOM, HO ITOro OyJleT HEIOCTaTOYHO, 4YTOOHI
H3MEHUTh IPEMMYILIECTBeHHOE (ha3oBOe MOBEJCHHE HIM OTCYTCTBHE TOKCHYHOCTH. Kak
npaBuiio, Tokodepos Oynmer conepxarb He Oosice 10% coenMHEHMH — aHAJOroB, He
SABJIAIOIUXCS TOKO(EPOIIOM, IIPEIIOUTHTEIBHO, He 6oee 5% U, HauboJlee NPeIIOYTUTEIIBHO,

He Ooutee 2% 110 Macce.

HO

Tokodepoit

B ofHOM BapHaHTE peaTu3alMd H300pETEHHs [0 HACTOSAIEMY H300PCTCHHIO
KOMIIOHEHT i) COCTOMT, 10 CYIIECTBY, M3 TOKO(EpOJIOB, B 4acTHOCTH, M3 Tokodepoia,
[10KA3aHHOrO BbILIe. IIpe/nouTuTenbHas KOMOMHAIMS COCTABNIAIOMIMX JUIi KOMIIOHCHTA 1)
npencrasnger coboil cMech 110 MeHplel Mepe oxHoro DAG (narpumep, o MEHBILIECH Mepe
onroro C16-C18 DAG, taxoro kak GDO) no Menbiieit Mepe ¢ 0IHUM TokodeposioM. Takue
cMecH BKIFOUaioT ot 2:98 10 98:2 1o mMacce Tokopeposia:GDO, Harpumep, ot 10:90 no 90:10
tokodepona: GDO u ocoberHo ot 20:80 no 80:20 sTux coepuueHui. Takke IOAXONAIMMH
SABJISIOTCS aHATIOTHYHBIE cMecH Tokodepota ¢ apyrumu DAG.

KommnoHeHnT "ii)" B BapHaHTe peaTM3alUH JIMIIMAHOIO Ipernapara 110 HacToAlleMYy
M306peTeHUIO TIpeicTaBiseT coGoi 1o MeHbel Mepe ojmH docdomnmua. Kax u B cirydae ¢
KOMIIOHEHTOM 1), 3TOT KOMIIOHEHT COJIEPKHT NOJISIPHYIO IPYIIIY FOJOBKH M [10 MEHBIICH Mepe
OJIHY HETIOJIAPHYIO XBOCTOBYIO Ipymily. IIpHHIMIHAIBHOE OTJIMYHE MEXKYy KOMIIOHCHTaMHU 1)
u i) 3axmouaercs B HonApHOM rpymnne. HemonspHele ydacTku, TakuM 00pasoM, MOXHO
TOIXOASIIMM 00pa3oM IM0JydaTh M3 XMPHBIX KHCJIOT MJH COOTBETCTBYIOIUMX CIIMPTOB,
PAacCMOTPEHHBIX BbILIC Ul KOMIIOHEeHTa i). B wactHoctd, C16-C18 aumibHBIe IPYMIB, HE
HUMEIOLIMe HUA OJIHOM MJIM MMEIOIME OJIHY WJIM JIBE€ HEHACBILICHHBIC CBS3HU, SIBJIIOTCS OYCHb
HONXOASIIAMU B KadeCTBE OCTATKOB, OOpa3yIOUUX HENOJSPHYIO TPYIIy COCIUHCHUA
xoMIIoHeHTa ii). Kak npasuito, dpocdosunua Oyaner coaepxars B¢ HETOJIAPHBIC IPYIIIIBI, XOTS
OJIHO WJIM GoJlee COCTABJISIONIMX DTOTO KOMIIOHEHTA MOT'YT HMETh OJIMH HEIIOJISIPHBIH OCTAaTOK.
B ciyuae, KOrja NPHCYTCTBYET HECKOJBKO HENOJSPHBIX TIPYIN, OHH MOIYT OBITh
OJIMHAKOBBIMH UJIH Pa3HBIMH.

TpeanouTuTe/bHblE TOJSPHBIC Tpynmbl  "rojioBkd”  Qocdoinunuia  BKIIOYAIOT
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dochatumunxonmun  (PC), docharuaunranonamun (PE), docdaruauncepun (PS) u
docharnmumuno3ut (Pl). PC u PE sBnstorcs npeanodTHTENBHAIMY JIUITHIaMH, IPUMCHACMbIE
KaK OT/eJIbHO, TaK U B BUje CMeCH. B 0JTHOM BapuaHTe pean3allii U300peTeHU KOMIIOHEHT 6)
MOXKET colepxaTh 1o MeHblied Mmepe 70% PC, PE wumu ux cmecu. Haubonee
NPeANMOYTATENBHBIM sBsgeTcs docaruaunxonud (PB). B npeanoytuTensHbIM BapHaHTe
peatu3aliyd U300PETCHUS] KOMIIOHEHT 1), TakuM 00pa3oM, COIEPKUT 110 MeHbIeH Mepe 50%
PC, npeanouyrurensHo, o MeHbieidl Mepe 70% PC u, Haubonee NpearoyTHTENBHO, 10
Menpe Mepe 80%) PC. KoMIoHEHT ii) MOXeT, 1o CYIIeCTBY, cocTosTh U3 PC.

®ochonunuaHas 4acTh, gaxe Oonee noaxoasiad, 4eM 00as 4acTh JIMIIKIA C ABYMS
AllWIBHBIME IPYNIIaMH, MOXKET OBITh MOJydYeHa W3 NPHUPOAHOro ucrTouHuka. Iloaxonsimme
UCTOYHUKM (GOCHONIUNHI0B BKIIOYAIOT sil0, cepaue (HanmpuMmep, Oblka), MO3T, NCYCHb
(nanpuMep, ObIKa) U PacTUTENbHBIC HCTOUHHKM, BKIIOYAs COIO. TaKHe HUCTOYHHUKH MOTYT
o6ecreyuTh MoayYeHHe OJHOTO UK Gosee COCTABISIIOIMX KOMIIOHEHTA ii), KOTOPBIA MOXET
conepxarb 00y10 cMech GochoNUIHIOB.

[TockonbKy — IpenapaThl-NPEAIICCTBCHHUKH 110 HacToslleMy — H300peTCHHUIO
HeoOX0AUMO BBOAUTE CYOBEKTY A1 KOHTPOJIHUPYEMOTO BRICBOOOXK ICHHS AKTHBHOT'O BEIECTBA,
IpeANOYTHTENLHO, YTO6BI KOMIIOHEHTSHI 1) U ii), a TaioKe m0bas albTepHaTHBHAsA MaTpulia ¢
KOHTPOJNHPYEMBIM  BBICBOOOXICHHEM OBUTH OHOCOBMECTHUMBIMH. B 3TOM OTHOMICHHHK
NpPEANOYTHTEIBHO TIPUMEHSATh, HapUMep, JHIHILI € JABYMS alHJIbHBIMH LECMAMH U
docdonunuasl, a He (IM30JIUNUIABI) — COCAUHEHHS C OJHOH alMJILHOW LENbIO. 3aMETHBIM
HUCKJTIOUCHUEM M3 DTOTO ABISETCS TOKO(Epos, KOTOPBIA OMUCAH Bble. XOTA OH M HMECT
TOJIBKO OJHY AIKHJIBHYIO II€Tb, OH HE ABIAETCA "TH30" JIUIHMIAOM B TPAJUI[HOHHOM CMBICITIE.
ITpupona Tokogepona Kak XOpPOLIO IEPEHOCHMOI0 HE3aMCHHMOI'O BHTaMHHA, OYCBHIHO,
JienaeT ero BeChMa MoaX0AsIIUM 110 6HOCOBMECTHMOCTH.

Kpome TOro, Haubolee mNpeanodTurenbHo, 4ToObl nMIuasl H  dochonumuasl
KOMIIOHEHTOB 1) M 1i) BCTpedaluch B INpHpOJE (HECMOTPA Ha TO, MOJY4YaloT 1M HUX M3
IPHPOIHOTO UCTOYHUKA HJTH TIOJTY4aloT ITyTeM CHHTe3a). BeTpevaronuecs B ipupoie JTHITHIbI
B MCHBIIEH CTEIEHd HMMEIOT TEHACHIIMIO BBI3BIBATH BOCHAJICHHE H PEAKIMIO OpraHh3Ma
cybbekra. D10 He ToJbKO Goliee yHoOHO MU CyOBeKTa, HO M MOXET YyBEIHUYHBATH BpeMs
yJepKaHUs NONYYEHHOM B pe3yibTarte KOMIIO3MIIMM JeENo-Npenapara, ocoOCHHO B ciydae
HapeHTepaIbHBIX JEIO BCICACTBUE MEHEE BBIPOKCHHOM aKTHBAllMKM MMMYHHOIO OTBETa B
mecte BBeaeHHA. OIHAKO B HEKOTOPBIX CIy4asx jKelaTelbHO ObUIO Obl BKIIOYATh 4acTh He
BCTpEyalolerocs B MPUPOJE JHIINIA B COCTAaB KOMIIOHEHTOB i) u/unu ii). B xayectse Hero

MOXKET BBICTYIIaTh, Harpumep, "TpocTo’UPHBIH JUNHUA", B KOTOPOM IPYMIIbI IOJOBKH H
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XBOCTOBBIE TPYIIIbl COEIMHEHBI MOCPEICTBOM IIPOCTOH 3(QUpPHONH CBA3H, a HE CIOXKHOH
supHOM cBsa3u. Takue He BCTpEHaroIHecs B IPUPOJIE JIMITH/IBI, HAIIPHUMEDP, MOXKHO ITPUMEHATE
JUIi M3MEHEHHs CKOPOCTH pa3pylueHHs oOpasylolelcs Iermo-KOMIIO3UIMHY BCIEACTBHE
yBEJIMYEHHS WJIH YMEHBIICHHS DPAacCTBOPHMOCTH HJIM YYyBCTBHTEJBHOCTH K MEXaHHM3MaM
pa3pyleHns, AeHCTBYIOIMM B caiite BBICBOOOXKICHHS aKTHBHOIO BellecTBa. XOTS 00beM
HACTOSILETO H306pPETEHUs OXBATHIBAET BCE COOTHOIICHMUS, B 1IETIOM, IO MeHbIeH mepe 50%
KaXJIOT0 M3 KOMIIOHEHTOB i) M ii) OyayT NpeacTaBiATh COOOH BCTPEHAIOIIHECS B IIPHPOJE
JUNMABL. OTa [0, NpealouTUTENbHO, OyIeT COCTaBIATh 0 MEHbIIEH Mepe 75% U MOXET
COCTABJIATh, 10 CYIIeCTBY, BILTOTH 10 100%.

JlBe 0COBEHHO MPEIOYTHTENbHbIe KOMOHHAIMH KOMITOHEHTOB 1) U 1i) IPEACTaBIIAIOT
coboit GDO ¢ PC u Tokodepon ¢ PC, ocobenno B quanaszone 10-30 macc. % GDO/Tokodepoia,
5-25 macc. % PC u 20-40% pactBoputens (ocoberHo coxepxamero NMP). Ocoberto
5} (eKTHBHON SBISETCS KOMIIO3UIIUSA, COCTOSAILAs M3 15-25% GDO, 10-25% PC ¢ 20-35%,
IIpeIOYTUTENBHO, 25-32%, pacTBopuTens (Hanpumep, NMP u HeoOsA3aTeNIbHO 110 MEHBIEH
Mepe OJMH U3 95TaHoya, OEH3HJIOBOrO CIMpPTA, IPOIMJICHIIHKOA, Gen3ubeH30ara,
JTUMeTWICYTbGOKCHIa U T. J1.) U 12-45% (Hanpumep, oT 31 10 40%), IpeITOYTUTENLHO, 15-40%
10 MeHbLIEH Mepe OJHOTO OIMOMIHOIO AaKTHBHOrO BellecTBa. Bo MHOrUX cCiydasx
seNaTeNbHbIM SBJISeTcs cooTHomenue PC/GDO: ~0,25-1,5, npeanoururensho, 0,6-1,2
(BKJTIOYas Apyrue BAPHAHTHI Peaiu3aluy U300pETCHHS, YKa3aHHBIE B IAHHOM JOKYMEHTE).

[TomMumo aMpUOHIEHBIX KOMIIOHEHTOB i) M ii), Iperaparbl-IPeIIIECTBCHHHKA Ha
OCHOBE JIMITUIOB 10 HACTOAIUEMY H300PETEHHIO TAKXXE MOTYT COJCpPXaTh JOIOJIHHTEIBHBIC
amMduQHIBHbIE KOMIIOHEHTH Ha OTHOCHTENBHO HHM3KHMX ypOBHsX. B omHom BapnaHte
peanu3aluy M300peTeHUs Ipelapar-IpeieCTBEHHAK COAEPXKHUT BIUIOTh 10 10% (1o Mmacce
KOMIIOHEHTOB 1) H ii)) 3apshkeHHOro aM@uHIBHOrO BElIECTBA, B YaCTHOCTH, aHHOHHOI'O
aMdu(HUILHOTO BEIECTBA, TAKOTO KaK JKHpHas KHCIOTA. [IpeMnouTHTENbHBIC JKHPHBIC
KHCJIOTBI IS 3TOH 11e7TM BKJIIOYAIOT KAlIpOHOBYIO, KallpPHJIOBYIO, KAalIpHHOBYIO, JIaypHHOBYIO,
MHPHCTHHOBYIO, NAJbMHTHHOBYIO, (HTAHOBYIO, IAJBMHTOJIMHOBYIO,  CTCAPUHOBYIO,
OJIEHHOBYIO, SMAHIHHOBYIO, JHMHOJEBYIO, JHHOIEHOBYIO, apaxHIOHOBYIO, OCreHOBYIO WIIH
JIUTHOLIEPOBYIO HITH COOTBETCTBYIOIIHE CIIUPTHI. [IpeiIoYTHTEBHBIMU KUPHBIMH KHCIIOTAMH
ABJAIOTCA MANLMHUTHHOBAs, CTCAPUHOBAs, OJNEHHOBAas M JIMHOJEBAs KMCJIOTBI, OCOOCHHO
oJleMHOBas KucnoTa. IlpemapaTsl 110 HacTOAILEMY H300DETEHMIO, COACPXKAILME JIMIIUIBI C
JBYMs alMJIBHBIMH IIEIAMHM, TaKXe MOTYT COJEpXKaTh BIUIOTH N0 10% HeoOA3aTENLHO

IIPHUMECHACMOI'O TpHALMJITTTMIICPHHA, TAKOr'o Kak TpHALMJITITHIICPUHB], OIIHCAHHBIC B JaHHOM

JOKYMEHTE.
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KoMmmoneHT "6" mpenapaToB-IIpe/ILIECTBEHHUKOB MO0 HACTOsAILEMY H300pETeHUIO
MpeAcTaBiseT COO0H KHCIOPOACOACPKAIUN opraHudeckui pactBoputesb. [lockonbky
nperapar-peInecTBeHHUK JIOJDKeH 00pa30BbIBATH KOMIIO3MIHIO JeIo-IIpernapara IHocie
BBeNieHUS (HAIPUMED, in vivo) IpU KOHTAKTEe C )XKUJIKOCThIO HAa BOJHOH OCHOBE, XKENAaTeNIbHO,
4TOOBI 3TOT PACTBOPUTENH OBLI IEPEHOCUMBIM U1 CYOBeKTa U ObLI CIIOCOOEH CMELINBATBCS €
JKHIKOCTBIO Ha BOJHOM ocHOBe, W/WiIM JIubGyHIUpOBATh HWIM  BBIXOAHUTH U3
fpenapaTa-lipeIlieCTBeHHUKa B KUIKOCTh Ha BomHoH ocHoBe. Takum oOpasowm,
HPEIIOYTHTEILHBIMU SBISIIOTCS PAaCTBOPUTENH, MMEIOLINE 110 MEHBLIEH Mepe yMEPEHHYIO
pacTBOPUMOCTH B BOJIE.

TunuYHBIE paCTBOPHUTENH, OAXOAAIIME Ul IPUMEHEHHS B KA4€CTBE KOMIIOHEHTaA 0)
BKJIIOYAIOT 1O MEHBIICH Mepe OOUH pacTBOPUTENb, BBHIOpDaHHBIH H3 CHUPTOB, KETOHOB,
CIOXHBIX 3GHpOB (BKJIIOYAsl JIAKTOHBI), MPOCTBIX 3(GHPOB, aMUIOB (BKJIIOYas JIAKTaMBI) H
cynbdokcuos. [lpumepsl NOIXONAIMX CIMPTOB BKJIIOYAIOT 3TAHOJ, H30IIPOIAHOI,
OEH3WIOBHM  CcOUPT M TidiepuHbopManb.  MOHOOJNBI  (MOHOCHHUPTHI) — ABJSAIOTCA
MIPEANOYTHTEIBHBIMU 110 CPABHEHUIO ¢ AHOJaMH M HosronamMH. Koraa NpuMEeHsIOT JHOJIBL U
IIOJIMOJIBI, UX IPEANOYTUTENBHO NMPUMEHSIOT B KOMOHHALMK 10 MEHbIIEH Mepe ¢ pPaBHBIM
KOJIMYECTBOM MOHOOJIA HJIM APYroro NpealoYTUTENbHOT0 pacTBopuTens. IIpuMepsl KeTOHOB
BKJIFOYAIOT AalleTOH W IpomnwienkapGonar. Iloxxomsmue mpocTele 3(QHPBI  BKIIOYAIOT
JUATUIIOBHIH sdup, rinukodypon, JUASTHICHTJTUKOJIS MOHO3THJIOBBII adup,
JIUMETHIN300ap6u ¥ NOJMATHICHIIUKONK. [loaxonsiue CJOXKHBIE 3QUDPBI BKIHOYAIOT
STUNaneTar, 6eH3mIOeH30aT U M30NPONMJIALETAT, 8 JUMETUICYIbGU] HpeacTaBideT cobon
TIOAXOMANINI CYNbGUIHBIH pacTBopuTeb. [lomxoasmue aMubpl 1 CyIb(QOKCUIBI BKIIHOYAIOT
JUMETIIaleTaM g (DMA),  N-metwmuppommaon  (NMP), 2-NIUPPOJIHIIOH "
numetricyibdokeun (DMSO), cooTBeTcTBEHHO. MéeHee NpeanouTUTEIbHbIE PacTBOPUTEIH
BKJIIOYAIOT JUMETHIH30COpOU, TeTparuapodypdypuiioBsli CIHUPT, UMM M STHIIIAKTAT.
CuHTaercs, 4TO HPUPOJA INPEANIeCTBEHHUKOB MpeNaparoB, 3aKJII0Yarolascs B BBICOKOM
KOHUEHTPAIMH, PEeATH3YeTCs WIH YJIy4IlaeTcs 3a CUeT IPUCYTCTBUSA 110 MEHbIIEH Mepe OTHOTO
amuaHoro pactsoputens. NMP sBisercs oueHb IPEAIIOYTHTENBHBIM DPACTBOpUTENIEM s
IIpUMEHEHNs B KoMOuHanuu ¢ 6ynpeHopduHoM. B onHOM BapuaHTe peanusanuy u3o0peTeHus,
KOMIIOHEHT 6), cjlefoBaTeNlbHO, comepkut NMP 1 MoxeT BKiIIoYaTh 1o MeHbmed Mepe 50%
1M 110 Menbiei mepe 70% NMP. KoMmoneHT 6) MOXeET, 110 CYLIECTBY, COCTOATh (HapuMep,
>95%) wiu coctout w3 NMP. NMP u 3TaHON HpencTaBisioOT COOOH IONOJHHTENBHYHO

TIpeAOYTHTEILHY KOMOUHAIINIO, @ KOMIOHEHT 0) MoXeT BKJo4yaTh cMecb NMP u sranosa

HJIH COCTOATD U3 HEC.
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[TockoJibKy npenapartbl-npeallecTBEHHUKH TpeIHAa3HayeHbl AJI1 BBEJIEHHUS XHBOMY
cyOBeKTy, HeoOXOAMMO, uTOOBI pPacTBOpUTENb, KOMIIOHEHT ©0), OBUI J10CTaTOYHO
O6uocoBMecTUMBIM. (TerneHb 95TOH OHMOCOBMECTUMOCTH OyderT 3aBHUCETh OT crocodba
IIPUMEHEHHS U BBOJIUMOTO oObema. KpoMe Toro, MocKosbKy B KauecTBe KOMIIOHeHTa 0) MOXeT
BBICTYNaTh Jir00asi cMech pacTBOpHUTeNlel, OYEeBHJIHO, YTO MOXET IpPHCYTCTBOBATh
ornpenesIeHHOe KOJMYECTBO pacTBOPUTEINS, IPUMEHEHHEe KOTOpPOro B OOJIBIIMX KOJMYECTBaX
SIBJIIETCS. HeNmpHeMJIeMbIM. B 1mesoM, oJHako, pacTBOpUTeNb WM CMech, oOpasyroluas
KOMITOHEHT 0), He JJOJDKHa BbI3BIBATh HENIPUEMIIEMBIX peakluil y cyObekra 1pu BBeaeHUH. Kak
NpaBUjlo, B KayecTBe TaKUX pacTBOpUTesled OyayT BbICTyNaTh YTIJIEBOAOPOABI HIIU
NpeANoYTHTEIBHO KHCIIOPOACOIepXkallie YIeBoJOpOoabl, IIpuyeM obe OHH HeoOs3aTeNbHO
OynyT UMeTh JpyTrue 3aMecTHTE/H, TaKhe KakK a3orcoiepxariue rpynnsl. [IpennodrurensHo,
9TOOBl KOMIIOHEHT ©) cojepxai JHUIIb HEOOJBIIOE KOJHMUYECTBO TAJIOTE€H-3aMEIIEHHBIX
YTJIEBOJOPOIOB MJIM HE CONEPXKaT UX COBCEM, IOCKOJIBKY [UId HUX XapaKTepHa OoJiee HH3Kas
cTeneHb OHOcoBMecTMMOCTH. B cimywyae, korma HeoOXOAMMO IIPUMEHSTH  4acTb
raJIOreHMPOBAHHOTO PAaCTBOPHTEIS, TAKOTO KaK JUXJIOpMETaH MJIH XJIopodopM, 3Ta JoJIs, KaK
npasuio, Oymer MUHUMH3HpoBaHa. OueBHIHO, YTO MOXHO IpPHUMEHATH Oojiee IIHPOKHMH
CIEKTp pacTBOpUTEJIell, B Cily4asX, KOrJa KOMIIO3UIMM Jero-Iperapara I0JDKHBL OBITh
o0pa3oBaHbl HeEMapeHTepabHO, YeM TOr/Aa, KOIrja Jerno JOoJDKHO ObITh 00pa3oBaHO
napeHTepalbHO.

B kauyecTBe KOMIlOHEHTa 0) B JaHHOM KOHTEKCTE€ MOXET BBICTYIAaTh pPacTBOPUTEIIH
OJIHOTO BUJa WJIM CMECh MOJXO/IAIIHX PAaCTBOPHUTENEH, HO, B LIEJIOM, OH OyJeT UMETh HU3KYIO
BSI3KOCTh. DTO BaXHO, TaK KaK OJHUM H3 KIIIOYEBBIX acleKTOB HACTOSINEro HU300peTeHus
SIBJISIETCS TO, YTO B HEM I1peIUIOXKeHb! [1pernaparhl-1peJilecTBeHHHKH, KOTOPble UMEIOT HU3KYIO
BSI3KOCTh, a TJIaBHAsl POJIb IOIXOJAIIEr0 pacTBOPHUTENS 3aKJIOYaeTcsl B CHH)KEHUH HTOH
BSI3KOCTH. DTO CHH)KEHHE OyAeT NMPOUCXOIUTH B pesylibTare KOMOWHUPOBaHHOTO ddeKra
CHIDKEHHUSI BSI3KOCTH 3a CuUeT pacTBOpUTENst U 3ddeKTa MOJIEKYJIPHBIX B3aUMOJeHCTBUH
MEXJly pacTBOpPUTENIEM U IpenaparoM € KOHTPOJMPYEMBIM BBICBOOOXK/IEHHEM, TaKUM Kak
MOoJIMMEepHast WM JMnuaHas Kommnosumus. OgHo U3 HaOJIONEHUH aBTOPOB HacTOSIIEIO
u300peTeHHsl 3aK/II04aeTcsl B TOM, YTO IS KUCJIOPOJACOIEPKallluX pacTBOPUTENIeH ¢ HHU3KOH
BS3KOCTBHIO, OINUCAHHBIX B JaHHOM OIUCAHUM H300pETEeHMs], XapaKTepHbl Haubolee
MpeaNOYTUTEIbHEIE U HEOKHUJaHHBIE MOJICKYJISIPHBIe B3aUMOIEHCTBHS C JIMIIUIHBIMH 4acTsIMU
KOMITO3UIMH, OOeCHeYHBaloillie, TaKuM o0pa3oM, HEJIMHEHHOE CHUXKEHHE BS3KOCTH INpPH
nobaBiieHHH HeOOJIBIIOT0 06beMa pacTBOPUTEJIS.

Bs3kocTh pacTBOpUTEIIS, KOMIIOHEHTa 0), XapaKTepH3yIOIerocs "HU3KOH BSI3KOCThIO"



10

15

20

25

30

22

(pacTBOpPHTENb OJIHOTO BHJIA UITH CMECH), 0OBIYHO JIODKHA cOCTaBaATh He Oosnee 18 Mlla npu
20°C. IlpeanodruTensHo, OHa cocTaBiseT He Oonee 15 Mlla, Gosnee npennoyTuTeNnbHO, He
6onee 10 Mlla u, naubonee npeanoytuTensHo, ne 6onee 7 Mlla npu 20°C.

Kak npuBuno, Oyaer NpPOUCXOJUTH [0 MEHBHIEH Mepe YacTHYHas IoTeps
pacTBOpHTENS, KOMIIOHeHTa 0), npu oOpa3oBaHUM [A€NO-KOMIO3ULUU in vivo uid Oyner
NPOUCXOJUTH pa3z0aBiIeHHE MyTeM IOTTIOIEHUS BOIbI U3 OKPYIKAIOIIIEro BO3/1yXa /MU TKaHH.
CrenoBatenbHO, NPEANOYTHTENBEHO, YTOOB KOMIIOHEHT 0) 110 MeHbHIEH Mepe 10 HEeKOTOpoH
CTeNneHH CMEIIHBAJICA ¢ BOJOH W/HIM JTUCHEprHpoOBaJICs B BOJE, H 1O MeHbIIEH Mepe OH He
JIOJDKEH OTTAJIKUBATh BOJIY JO TaKO# CTeneHH, YTOOBI NPensSTCTBOBATh MOTIONIEHHIO BOJIBL. B
3TOM  OTHOLIEHHMH TakXe IPEJNOYTHUTENBbHBIMH  SBJSIIOTCA  KHUCIOPOJACOAEpKallue
pPacTBOPUTENH C OTHOCHTEJIBHO MaJIbIM YUCJIOM aTOMOB yriepoja (Hanpumep, BILIOTh A0 10
aTOMOB yTIJIepoJia, NpeANOUYTHTENBHO, BIUIOTh 0 8 aTOMOB yriepoaa). OueBHIHO, YTO, KOT/Ia B
pacTBOpHUTese NPUCYTCTBYET OOJbIIE aTOMOB KHCIOpOJa, OH OyJeT HMeTh TEeHJICHLHUIO K
COXPAHEHHIO PACTBOPUMOCTH B BOJE NpH HAIMYHUK OOJIBLIEro 4YMcia aTOMOB YIiepoja.
CooTHomieHHe aToMma yriepoja K rerepoatoMmy (Hanpumep, N, O, npeanodTHTeNbHO,
KHCJIOpOJly), TAKUM 00pa3oM, yacTo OyaeT cocTaBisATh OT okoJio 1:1 g0 6:1, npeanoytuTensHo,
ot 2:1 5o 4:1. Koraa npUMeHSIOT paCTBOPHUTEJb C COOTHOLIEHHEM, BBIXOJISIINM 3a MpeIesbl
OJTHOTO M3 3THX NPEINOYTHTENBHBIX TUAlla30HOB, TOTJa €ro coJiepKanue, NpearnoYTHTENbHO,
Oynetr cocraBisTe He Oonee 75%, npeanoututensHo, He Oonee 50%, B KOMOHMHALUH C
HPeNOYTHTETEHBIM PaCTBOPHUTENEM (TaKUM KaK 3TaHOJT). DTO MOXHO NPHUMEHSTh, HallpUMeED,
JUISL CHU)KEHHSI CKOPOCTH HCTIapeHHUsI pacTBOPUTEII U3 NpernapaTa-npeaiiecTBeHHHKA U1l TOTO,
9TOOBI KOHTPOJTHPOBATh CKOPOCTh 00pa30BaHUS KUJIKOKPUCTALTHYECKOTO JIETIO.

[IpenapaTeI-1ipeAIECTBEHHUKH 10 HAcTosllleMy H300peTeHHI0 OOBIYHO cojJiepKar
HE3HAYUTEILHOE KOJHW4YecTBO BOABL. IlOCKOMBKY, 1O CylIeCTBY, HEBO3MOXKHO YAAJIUTH BCHO
BOJY W3 JTUNHUJHONW KOMIO3ULIUH, HAJ0 IIOHUMATh, YTO TO O3HAYaeT, YTO B HEH cOAepKUTCS
TOJILKO TakO€ MHUHHUMAJIbHOE OCTATOYHOE KOJHYECTBO BOJbl, KOTOPOE MPOCTO TaK HEJNb3s
ylamutb. Takoe KojaudecTBO, B LedoM, Oyaer cocTaBisth MeHee 1% mo Macce,
npeanouturensHo, Menee 0,5% mo Macce mnpenaparta-mpeailecTBeHHHKa. B ogHOM
NpeANOYTHTENBHOM acleKTe Npenaparbl-peaieCTBEeHHUKH N0 HACTOSIIEeMY H300pEeTCHHIO HE
coJiepxaT TJIHLEPUH, STUIEHITTUKOJIb WU TPONWICHIVIHKONL U cojaepxar He Oojee uyeM
0CTaTOYHOE KOJUYECTBO BOJIBI, YTO OBLIO ONHCAHO NepeT STHM.

Opnako uMeeTcs ONpe/ieIeHHBI BapHaHT peaiu3allid HacTOSIIero H300peTeHHs,
KOTOpBIA JOINyCKaeT cojepxxaHue OoJiplIel JOAH BOJBL. DTO TOT ciydyad, Korga Boja

NPpHUCYTCTBYET B COCTAaB€ KOMIIOHCHTA pacCTBOPHTECIISA B KOM6I/IHaIH/IH C JONOJHHUTCIbHBIM
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CMEUIMBAIOIIUMCS € BOJIOH KOMIIOHEHTOM O (pacTBOPHUTENb OJHOTO BHA WIH cMech). B aTom
BapHaHTe peaIM3allui U300 PeTeHUs BOJIa MOKeT IIPUCYTCTBOBATH B KOJIMYECTBE BILIOTH Jio 15
Macc. % IIpH YCJIIOBHHM, 4TO TaKxe OyJIeT IPUCYTCTBOBAThH 110 MEHbIIEH Mepe KOMIIOHEHT 6 B
KonuuecTBe 3 Macc. %, Ipe/roYTUTENbHO, IO MeHbIIel Mepe 5% u, 60Jiee NpeINOUYTUTENBHO,
1o MeHblIeil Mepe 7 mMacc. %, YTO 3TOT KOMIOHEHT 6 OyaeT CMEIIMBATLCI C BOJIOH, U 4TO
IIOJIyYeHHBIH B pe3yJyibTare lpenapar-npe/iecCTBeHHUK OyIeT 0CTaBaThCsl HEBAZKUM H, TAKUM
obpa3zom, He Oyzner GOpPMUPOBATHCS XXUIKOKpUCTALTHYECKas (da3za. B 1enoM, KOMIOHEHT 6)
OyJleT NpUCYTCTBOBATh B 00JbIIEM KOJMYECTBE 110 Macce, 4YeM Macca BOJbI, BKJIIOUEHHOH B
cocCTaB Ipenapara-npealecTBeHHuka. Haubosnee moaxo/sie pacTBOPUTEIH, IIPUMEHIEMbIe
C BOJIOH B 3TOM aclleKTe HacTosIIero u3o0peTeHus, BKJIIOYAIOT 3TAHOJ, H30IIPOIMUIOBBIA CIIUPT
u NMP.

KmoueBoil acnekT Hacrosuiero u3o0peTeHUs 3akKIo4YaeTcsi B TOM, YTO MOTYT
IIpUMEHATh BBICOKHMEe KOHueHTpauuu BUP a1  yMmensmeHus oObemMa HHBEKIHUH,
HeoOX0JMMOTO JUIst KOHKpeTHO# 10361 OynipeHopduna (BUP). B onHoM BapuaHTe peayM3anuu
M300peTeHUsT KOMIIO3MIIMH IO HACTOSIIEMY HM300peTeHHIO, TaKUM 00pa3oM, coJepXxar o
MeHplier Mepe 140 wMr/mun  (Hanpumep, or 140 mo 500 wmr/ma) OynpeHopduHa,
HpeJouTUTENbHO, o MeHblIeld Mepe 200 Mr/mia u, Gosee NpeNOUYTUTENBHO, 110 MeHbIIEH
Mepe 300 mr/mi. JIns yMeHblleHUs 00beMa UHBEKIIMM YPOBEHb KOHIEHTPAIIMU IO MeHbIIEeH
Mepe 340 Mr/MIT ABIISETCS IOITYCTHMBIM H ITPEUMYIIECTBEHHBIM.

[IpenapaTpl-npeallIeCTBEHHUKH 10 HACTOSIIEMY HU300pETEHHIO COAEpXaT OJHO WJIH
6onee 6HONOIMYECKH AKTUBHBIX BELIECTB TUIIA OyripeHOpdUHA (KOTOPBIE B JAHHOM JIOKYMEHTE
SKBUBAJICHTHO OIIMCaHbl Kak "OHOJIOTHYEeCKH aKkTUBHBIE BemiecTBa”, "OITHOMIHbIE aKTHBHBIE
BellecTBa" WJIM NPOCTO "akTHBHBIE BellecTBa"). B kauecTBe aKTHBHBIX BELIECCTB MOXET
BBICTYNATh M00as ¢popMa, MOAXOASIIUM 00pa3oM repeHocuMast Ha OHOJIOTHYeCKOM YPOBHE,
moboro  coenuHeHus  OynpeHopdMHa,  OKa3pIBAIOUIETO  BO3JeicTBHEe  (HAIpUMep,
aroHUCTUYECKOE W/WJIM aHTarOHUCTUYECKOE) Ha OJIMH UJIM OoJiee OMUOUJIHBIX PELENTOPOB.
CBoboaHoe ocHoBaHue OynpeHopdUHA sABiseTcA Haubojee NPeANOYTHTEIbHBIM aKTHBHBIM
BelecTBOM OynpeHopduHa, U B TeX Clydasx, IJie yKa3aHbl MacCOBBbIe MPOLEHTH B JaHHOM
JIOKYMEHTe, UX cllielyeT TPAaKTOBaTh B liepecyéTe Ha 3KBUBAJIEHTHOE KOJIMYECTBO CBOOOHOTO
OCHOBaHHs OyrmpeHOophUHA, eCIU He yKa3aHo UHOe. MoryT ObITh NMpHUMeHEeHBI HOIXOISIIHE
COJIH, BKJTFOUAsi ©UX CMECH, U B KaUECTBE 3THUX COJIE MOXET BBICTYNATh J1006ast GHOCOBMECTHUMAs
cofb. [Toxoasme cosiM BKIIOYAIOT alleTar, IUTPaT, 1aMoaT MM rajid]l (HallpuMmep, XjiI0pu;1
HWIH OPOMMJI) UJIH JIt0Oble U3 MHOTHX OMOCOBMECTUMBIX COJIEH, KOTOPbIE U3BECTHBI B JIAHHOH

00J1acTH TEXHUKH.
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Bytupenopdun 1peICTaBIACT cobou OTIHOM/L co CMellIaHHbIMH
ArOHUCTHYCCKUMH-aHTATOHUCTHYECKAMH CBOMCTBAMH (TaKKE HM3BECTHBIM KaK YacTHYHbBIH
aroHUCT), KOTOPBIA MPUMEHSIH TIPH JICYCHHH OIMOMW/IHOW 3aBUCHUMOCTH B PAJE CTpaH. On
ono6peH YmpaBjieHHEM I10 KOHTPOJIO 32 NHMILEBBIMK MPOJYKTaMH H JICKaPCTBCHHBIMH
npenaparaMu (FDA) Juist jeueHHs OIHMOMIHOH 3aBUCMMOCTH B COCJMHEHHBIX [IIrarax
AMEpHKH, ¥ B KJIMHUYECKHX MCCIIE(0BAHUAX GBIIO 1I0KA3aHO, 4To GynpeHopgus 3¢ deKkTHBHO
IIPUMEHSIOT JUI CHHXKEHHs YacTOThl BCTPEYAEMOCTH IOJIOXKHUTE/IBHBIX aHAIN30B MOYH Ha
OIHOMABl U TIPU COJEPXKAHNM IallHCHTOB Ha aMOy/IaTOPHOM IIOJUICPKMBAIOLIEM JICUCHHH
ONMOMIHON  3aBHCHMOCTH, a TaKke IHpH  JETOKCHKAlMOHHOM  JICHCHWH  JIMIL,
3710yTOTPeOIAIOMHUX OITHONIaMH.

Bynpesoppun  ofnagaeT  YHMKIbHBIM  (hpapMaKOJOrHYECKHM npopuneM ¢
HECKOJIbKHMH TOTCHIIMAIBHBIMH IIPECHUMYIIECTBAMH 10 CPABHEHHIO C JIPYTHMH OITMOWHBIMH
npernaparamu.

1. ViMeeT mpeJieNbHbIA YPOBEHb AarOHUCTHYECKOM aKTUBHOCTH, 4TO MOXCT
CIIOCOBCTBOBATh CHH)KCHHUIO BEPOATHOCTH 3JI0YNOTPEOICHHS 3THM IIPENapaToM M MOBBIIIACT
ero 6e301acHOCTb.

2. Ocna6eHne (GpU3HOTOrHYECKOro U CyOBEKTHBHOIO JICHCTBUA, HTO, BEPOSATHO,
CrI0cO6CTBYET 110/[aBJICHUIO JKEeAaHUA CAMOCTOATEIPHOTO IIPUMEHEHHS OITHOM/I0B.

3. MeJlenHass JMCCOLMALMA  PElleNTopoB, oOecleynBaroias —yBeIMICHHE
IIPOJIOJDKUTENIBHOCTH JICHCTBHS.

BaxHO OTMETHTb, 4TO JieueHHE OynpeHOpGHHOM acCOIMHPOBAaHO € CHHIPOMOM
OTMEHBI ¢ OTHOCHTEJIIbHO HHU3KOH HMHTEHCHBHOCTHIO CHMIITOMOB B Cjy4a¢ IpEKpallieHH:A
JIeYeHHsL, YTO JieJIaeT ero 0COBEHHO MePCIIeKTHBHBIM JIJIsL JICTOKCHKAIIMOHHOTO JICUCHHUA.

BynpeHopduH B HacToslee BpeMs JIOCTYNEH B CYOJIMHIBAIbHBIX JICKAPCTBCHHBIX
dopmax, uTo TpebyeT npueMa Kaxple 1-2 CyToK 1160 B KJIIMHHMKE, JTHOO C JIEKApPCTBCHHBIM
BelecTRoM Ui "IpreMa joMa". V3-3a MOTEHIMAIBHOTO 370YyHOTPEONCHHA ONHOHMIEAMH,
ojHako, "mpueM jgoma’ J06Oro ONMMOMIA CO3/(@eT MOTEHIMAIbHBIC JIOTHCTHICCKHE H
3aKOHOJIATeNIbHbIE IPoOIeMbl. ITO cTaHoBUTCA 6oJice MpodIeMaTHIHBIM BCIIEICTBHE HU3KOH
HHOMOCTYIHOCTH CYIIECTBYIOIMX CYONIMHIBAJIBHBIX IIPENapaToB, YTO O3HAYacT, MTO [103a,
KoTopas "HpHHUMAaeTCs JoMa", ABJIAETCS HOTCHIMAIBHO JIOCTATOMHO 3HAYUTEBHOH J10301.

Jlero-npenapar 1o HacTOSIEMY M300PETEHHMIO [aeT HECKOJBKO IPCHMYIIECTB HPH
TIPUMEHEHUH UL JICYCHHUS ONMOM/IHON 3aBUCHUMOCTH, BKJIOYas OLICTpOE Havalo JACHCTBHA H
OTHOCHTEILHO CTaOMJIbHBIC YPOBHH OyNpeHOppHHA B JHHAMHKE 110 BPCMCHHM, BCJIC/ICTBHC

Yero MPOHCXOIMT IOJIABJICHHE CHHIPOMOB OTMEHBI M OJOKHPOBAHHE 3¢ (deKTOB IK30I'€HHO
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BBOJJMMBIX OIHOU/OB B TeueHHE HECKOJbKUX Helellb. MeaeHHbIH pacnal ¥ dJIMMHHAIHS
Jieno 6ynpeHopdHHa TakKe MOI'YT 00eCIIeUnBaTh II0CTENEHHYIO ONHOUIHYIO IETOKCHKALHMIO ¢
MUHHUMAJIBHBIM CHHAPOMOM oTMeHbl. CJlefoBaTeibHO, HpUMeHeHHe jeno OynpeHopduHa
MOXeET OBITh IIEPCIEKTUBHBIM [OAX0/I0M IS IpOBeIeHHs 2P PEKTUBHOTO MOICPKUBAIOIIETO
JleyeHdsT OMUOMUAAMHU HOJNEP)KAHHE HIM JIEeTOKCHKAIMOHHOTO JleyeHHus. KpoMe Toro,
Jero-1penapaT J0JDKeH MHHHMH3HPOBAaTh OrPaHHYEHHMs, CBA3aHHBIE C CoOMmoIeHHEM
ITAIIHEHTOM pPEXHMa JIeYeHHs, [TOCKOJIBKY JUI 3TOro Ttpebyercs HPHUMEHEHHE DeXHMa
BBe/leHHs ¢ MEHbIIIel JaCTOTOH, BCIEACTBHE ITOTO TAKXKE YMEHBIIAETCSA YacTOTa MOCEIeHHH
KJAMHHMKH U KOJHYeCTBO HEOOXOIMMOM KIMHHYECKOH MoaiepxKd. B KoHeYHOM HTOre, AeNo
6ynpeHopQHHA JODKHO CHH)XKATh CTEIIEHH DHCKa IIPUMEHEHUS HE [0 HasHAYCHHIO H
He3aKOHHOTO NPHMEHEHHs! JIEKapCTBEHHOTO BENIECTBA M1yTEM HCKIOYEHHUS UIH YMEHBINCHHSA
HeoOXOAUMOCTH B IIpHeMe JIEKapCTBEHHOTO BEIECTBA B JOMAIIHHX YCIOBUAX.

B omHOM BapuaHTe peajiu3alldd H300peTeHHs [0 HacCTOANIEMY H300peTEHHIO
6HONOCTYIHOCTh OynpeHOpdhUHA, KOTOPYIO H3MEPSIOT OT HYJIEBOr0 MOMEHTa BPEMEHH [0
MOMEHTA TIOCIEIHETO H3MEPEHHs U IKCTPANONTHPYIOT 10 GECKOHEYHOCTH VIS OJIHOKPATHOH
03Bl HWJIA MEXIY ABYMs 110CJIe10BaTeIbHbIMH /I03aMH B CTAllMOHApPHOM COCTOSIHHHM, KaK
IIOMAAb M0J KPUBOM JUIS KOHIEHTPAIMH B IUIa3Me KPOBH 4YeJloBeKa B 3aBUCHMOCTH OT
BpEMEHH, COCTaBJiAeT He MeHee 3 4acoB * HI/MJI Ha MT, IIPEIIOYTHTEIbHO, HE MCHES 5 gacoB *
HI/MJI Ha MI BBOAUMOTO OyIpeHOpdHHA, MpeANoYTHTENbHO, He MeHee 7 M, Dosee
TIpeANouTHTEHO, He MeHee 10 4acoB HI/MJI Ha MI' BBOJUMOTO OyupeHopduHa. ITO CpaBHUMO
¢ MeHee 4eM 3 yacaMd HI/MJI Ha MT, 4TO XapaKTepHO AJiA IPUMEHSIEMBIX B HACTOAIICC BPEMs
CYOJIMHTBaJIbHBIX IIPENapaToB.

[TpuMeHsieMble B HACTOsIIIEE BpeMsl CYOIMHIBaJIbHEIE IIPENapaThl BKIIOYAIOT Subutex®
1 Suboxone®. O6a npeacTaBisIoT coboi cyGIMHrBaIbHbIE TAOIETKH, 0100pEHHbIE FDA mis
JledeHUs OIHOMIHOM HapKOMaHUH. SubuteX coaepXKHT TOJIBKO THAPOXIopua OylpeHoppuHa B
KauecTBe aKTHBHOTO BellecTBa. JTO mpenapar Obul pa3paboTaH Kak HCXOAHBIA HPOIYKT.
Bropoe nekapcTBeHHOe BelecTBO Suboxone —Takke  COAEPKHT — HAIOKCOH  JUIA
[pe/IOTBPAIIIEHHsT TIPUMEHEHNS He 110 Ha3sHaueHHI0. Subutex 0OBIYHO JAlOT HA MPOTDKCHUH
[IepPBBIX HECKOJNBKMX CyTOK JIedeHHs, TOrja kak Suboxone NPUMEHAIOT Ha HPOTHKEHUH
nopaepxuBatotieit ¢aspl nedenns. Oba TUX 1penapara cOACpKAT OTHOCHTEILHO 00JIBIYIO
103y OynpeHOp(HHa M3-32 MX OTHOCHUTEIHHO HH3KOH ouonocTynHOCTH. COOTBETCTBEHHO,
CYIHECTBYeT ONAaCHOCTb HE3aKOHHOIO NPHUMEHEHHS JTHX IperapaTos, 0COOEHHO MOCKOJIBKY
OHH HacTo Ha3HAYAIOTCA JUI CAMOCTOSTENHLHOTO TIpUMeHeHus. DTUMHU o00peHHbMH FDA

nperapathl ABIOTCs: SubuteX (ropbKHi, CyOIMHIBAILHBIH, HE COACPKUT AKTUBHBIX J100aBOK;
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B J1o3upoBkax 2 Mr u 8 Mr) u Suboxone (c apoMaToM JUMOHa-NaiiMa, CyOIUHIBaJIbHBIN, OJ1HA
4acTh HAJIOKCOHA Ha KaXX/ble YeThipe YacTH OyrnpeHopduHa; TabiaeTKa MmMecTUIPaHHONH GopMbi
B jno3upoBkax 2 Mr u 8 mr). CyniectByromui npenapar Suboxone Takxe JOCTyIeH B Gopme
B3aMMO3aMEHAEMOro B KJIMHUYECKOH MpaKTUKE IIpelapara, IpeicTaBIsolero codoi
"CYONIMHIBUIBHYIO IUIEHKY". 3TOT Tmpernapat B (opMe IUIGHKH OcCTaeTcs I[IpenapaToM,
IIpUMEHSAEMbIM OJMH pa3 B JICHb, M, XOTS OH IPHUBOJUT K HECKOJbKO 0o0jiee BBICOKOMY
3gayeHuro CMmakc, uyeM CyOaMHrBaibHas TabneTka, ero mpoduns B ITasMe KpOBH H
GHOIOCTYITHOCTE SABJIAIOTCSA OUYEHBb CXOIHBIMH ¢ TabneTko. [Ipenapar B popMe IIeHKH, TAKUM
00pa3oM, JOCTYIIEH B TaKHX Xe JIO3UPOBKax 8§ MI' ¥ 2 MI, 4TO U CyOJIMHIBAIBHBIN Npenapar B
¢dopme TabneTKH.

[Npe/iieCTBEHHUKH IIPENapaToB M BCE COOTBETCTBYIOILME AaCIEKThl HACTOAIIErO
U300peTeHHss MOTYT OBITH COCTaBJICHBl W3 OylnpeHOpdHHAa B KadyeCTBE €JUHCTBEHHOIO
axTUBHoro BeulectBa. OJIHAKO B OJIHOM BapHaHTE pealiM3allid H300pETEHUs DPAas3/IUYHBIE
npenaparsl 110 HacTOAMIEMY H300pETEHHIO MOTI'YT OBITh HPHIOTOBJIEHBI B BUJle KOMOMHALIMU
JE€KapCTBEHHBIMH BEIIECTBaMH (HAIIpUMep, ¢ JPYTHMH OIHOHIHBIMH aroHUCTaMH H/HJIH
aHTaroHucramu). Hampumep, HaJIOKCOH MOXeT ObITh HPUIOTOBIeH M3 OylnpeHopdHHa
(manpumep, B cootHomreHuu ot 1:1 mo 10:1 GynpeHopduH: HaloOKcOH 1o macce). pyrue
OIIHOMIBI MOTYT OBITh IPUIOTOBJICHBI AHAIOTHYHBIM 00pa3oM M3 aKTHBHOIO BEILECTBA
OyripeHOpOHMHA [0 HACTOSAIIEMY HM300peTeHHIO. DTO  OCOOEHHO  IPUMEHHMO K
IpeIIeCTBEHHUKAM IIpeIapaToB, HpeJHa3HAYEHHBIM JUlId CHATHA OOJM, KakK, Hamnpumep,
ITOCPE/ICTBOM aHAJITe3HH.

JlonONHUTENBHBIM KJIIOYEBOM acleKT HACTOAUIero H300peTeHUs 3aKiovacics B
CPaBHUTEILHO HHU3KOM 3HayeHHH CMakc (IIMKOBas KOHLEHTPALUA B IUIA3Me) B CPABHEHUH C
BBOJIMMOIA 10308 U IIEPHOJIOM BPEMEHH, Ha IIPOTSHKEHUH KOTOPOTo JCHCTBYET JIEKApCTBEHHOE
cpenctso. Ha ®urype 4a u 4b MOKHO YBUZIETh, HALIPUMED, UTO BBeIeHUE 16 Mr GynpeHopduHa
B Buje Subutex qaer CMakc KOHIIEHTPALHUIO 6 HI/MIT, HO CHI)KaeTcs JI0 0KoJ1o 0,5 HI/Mi MeHee
yeM yepes 24 vaca. /i cpaBHeHHUs, 103a 15 Mr, BBOJiMMas B BUJIE IIpeniapara 110 HacTosImeMy
H300peTeH IO, JocTHraeT muka co CMakc oKoJio 3,5 U coxpaHsiercs Ha ypoBHe 0kojio 0,9 Hr/min
gyepe3 7 CYTOK I1OCsie BBEJICHUS.

CoOOTBETCTBEHHO, B JIONOJHHTEIHHOM IIPEIITOUYTHTENBHOM aCHEKTE KOMIIO3HUIHH 10
HacTosmemMy u3obpereHuio obecneunBalor CMake (MaKCUMailbHasg KOHLIEHTPalMs) B [L1a3Me
KpPOBH 4eJOBEKa I10CjIe€ OJHOKPAaTHOTO BBesleHUs He Oonee 0,3 HI/MJI Ha MI BBOAMMOIO
OynpeHop(uHa. DTOT IIOKa3aTeNb, IPENOYTUTENBHO, OyaeT cocTaBnaaTh He Gosee 0,22 Hr/Mn

Ha Mr BBOgMMoOro GyrnpeHopduHa U, Gojee HpelIouTHTeNbHO, He Oonee 0,17 Hr/mMia Ha Mr
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BBOJIMMOro OynpeHopduHa. B cpaBHEHHH MOXHO YBHJETh, yTo Subutex aaer NMHUKOBYIO
KOHIIEHTPALMIO 110 MeHblIed Mepe okoso 0,4 Hr/MJ1 Ha MI BBOJIUMOT'0 OyTnipeHOpdHHA.

Eme onHUM JIONONHUTENBHBIM IIPEUMYIIECTBOM KOMIIO3UIIMH I10 HaACTOSAIIEMY
H300peTeHHU IO SIBIISIETCS TMHEHHOCTh XapaKTepHO s cyObeKTa J103bl, otleHABaeMoi mo AUC,
B CPaBHEHHHU C BBOJIMMOM J1030i1 OynpeHopduHa. DTO MOXKHO YyBHAETh U3 DUTYpHl 6, U 3TO
II03BOJIIET Bpady peryJjiupoBaTh XapaKTEpHYIO JI03y HENOCPEACTBEHHO IyTEM pPerysisiiu
BBOJIMMOH /1036l 1O JHHEHHOH 3aBucuMocTH. Kpome Toro, MOXHO YBHAETH, 4YTO
JIOTIOJIHMTEIBHO OTMeYaeTcs JuHelHoe n3MeHeHne CMaKe B 3aBUCUMOCTH OT BBOJIUMOH 1103014,
M ONATH O3TO II03BOJSIET MEJMIIMHCKOMY pa0OTHHKY PperyJupoBaTh KOHIIEHTpAIHIO,
omymaeMyo cyorekrom (Purypa 5). Drta JUHeWHas WK, IO CYIIECTBY, JHHEHHAas
3aBucuMocTbh AUC 1 BBOJIMMO# 03Bl TaKXKe Ha3bIBaeTCs "MPOINOPIHOHATBHOCTEIO O3Bl

Komno3sunun 10 HacTosmeMy H300peTeHHI0  00eCleynBaloT  BO3MOXHOCTH
yBEIHUYEHHUs] NPOJIODKUTEIBHOCTH  BBICBOOOX/eHHsI OympeHopduHa, Halpumep, Kak
npouwnmoctpuposano Ha Gurype 4a B kauectBe mnpuMepa. COOTBETCTBEHHO, IEPHOJ
TIOJTYBBIBEJICHU S, OTIPEJIENISIEMBIH 110 KOHIIEHTPAIIMK B I1JIa3M€e KPOBH, OIIYIAeMOU CYObEKTOM,
riocsie joctixkeHnst CMake MOXeT JUTUTECA Oosiee 1 cyToK, MpeAnoyYTUTENbHO, OoJiee 2 CyTOK |,
HauboJiee NpeANOYTUTENLHO, OoJlee 3 CYyTOK.

U3-3a orHOcHTeNnbHO HHU3KOro 3HayeHHs (CMakC M TNPOJOMKUTETBHOTO IlepHoja
IIOJyBBIBEICHUST IIPEIIIECTBEHHHUKOB JIeNo-NpenaparoB OympeHoppHHa IO HACTOSIMIEMY
H300peTeHNIO, M3MEHEHHE KOHIEHTPAlMK B IUIa3Me KPOBH Ha IPOTSIXKEHUHU I[UKJIa BBEJICHUS
(KaK TOJbKO OBLIO JOCTUTHYTO CTAaOMJIBHOE COCTOSIHUE) Oy/IeT MEHEee Pe3KO BBIPAXEHHBIM (U
OYEBHJ/IHO, MEHEE HEOXKUJIAaHHBIM), YeM H3MEHEHHe, OIlIyIaeMoe CyOheKTOM, MPUHUMAIOIIIM
Ipernapar s eXeJHEBHOro TmpuMeHeHus. Hampumep, wu3MeHEHHe 10 JIOCTHXKEHHH
cTabuabHOro coctossHust Mexay Cmake (HanOosiee BRICOKast KOHI[EHTpAIlHs B IJIa3Me KPOBH Ha
IIPOTSDKEHHH I[MKJA BBeJeHHs) 1 CMHUH (caMas HM3Kasd KOHIEHTpalus B IIa3Me KpOBH Ha
IPOTSDKEHHH I[MKJIA BBEJICHUS MO JIOCTHXKEHHH CTAaOUIBbHOTO COCTOSIHUS (TaKXkKe Ha3bIBaeMas
Ctrough)) MmoxeTt ObITh He Oonee yeM 20-kpatHbeiM. TakuM oOpa3zom, CMakc KOHIEHTpAIHS 1O
JIOCTIDKEHHH CTaOMJIBHOTO COCTOSIHHSL MOXeT MpeBbllaTh CMHH KOHIEHTpAIMIO B ILIa3Me
KpoBu He Oonee yem B 20 pa3, IpeamnoyrureNsHo, He Ooiee yeM B 15 pa3z u, Oosee
Ipe/UIoYTHTENEHO, He Oosee yeM B 10 pa3. Haubosee npeanoyTHTENEHO, COOTHOIIEHHE
Cmakc/CmuH OynieT cocTaBisTh He Oonee 6.

CoorBercTBeHHO, H3MeHeHne Mexny CmuH U CMakc IpH BBEJICHHH IIPENaparoB 110
HacTosIIIeMy H300pETEeHHIO N0 JOCTHXEHHH CTaOHUIBHOTO COCTOSIHHUS MOXET HAXOAWUTHCSA B

nuanasorne ot 0,4 Hr/mMa jno 10 Hr/mi, npeanoyTUTeILHO, HaXOUThCs B aAuanaszose ot 0,5
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Hr/mi o 8 ur/mi. Takol nuanazoH sBJSETCS OYEHb NOJXOASIINM Ui JICYCHUS OMUOUIHON
3aBHCHUMOCTH WJIM [UIS ITOJUIEPXKUBAIOIIEH Tepanuy OIHOUIaMHu.

N3-3a oueHb BelcokoH OuomocrynHocTd OympeHop¢HHA, BKJIIOYEHHOTO B COCTaB
IperapaToB-IIpeAICCTBEHHUKOB 110 HAaCTOSIILIEMY H300peTeHHI0, MepeBon cyObekTa,
HOJIyH4aIoLIero Ha TEKYIHMH MOMEHT eXeIHEeBHO CYOIHHIBaNIbHYIO ¢opMy OyrpeHopduHa, Ha
IOJIydeHHe IIpelaparoB 110 HACTOSAILIEMY H300peTeHHIO, NPHHUMAaEMBbIX, HalpuMep,
€XKEMECAYHO HJIM KaXIYIO HENEJIO, B 1IeJIOM, He TpeOyeT 3HaYUTEILHOTO MOBBIMIEHUS T03bI.
Hampumep, cyObekTa MOXHO HEpPEBOAMTH C INPHHHUMAEMOM €XKEIHEBHO CYOJIHMHIBaNbLHOM
¢dopmbl OynpeHOp¢HHA Ha Ipenapar 10 HACTOSIIEMY H300pETEHHIO, BBOAHUMBIA KaXIyIO
HeZesro, U OH MOXET I10JIy4aTh €KEeHeIeIbHO JaHHBIH IIpernapaT B 103UPOBKE, COCTARIISIOIICH
or 0,5 mo 3 mpeasloymux cyTouHbIX no03. [lpenmoururenpHo, HemenbHas mo3a Oyader
coctaBiATh OT 0,5 10 2 OpeapIAyIUX CYyTOYHBIX ITOACPKUBAIOIINX 103.

KonuuectBo OHOAKTHBHOIO BeIIECTBA, KOTOpOe HEOOXOAMMO IPHTOTOBHTH C
IIPUMEHEHHEM HpelapaToB-IIPEIIIECTBEHHUKOB [0 HacToslmeMy H300peTeHHio, Oymer
3aBUCETh OT (YHKUHMOHAIBHOW M03Bl U IEpHOJa BPEMEHH, Ha MPOTSHKEHHH KOTOPOTO
KOMIO3UIMS Jelo-Iipenapara, oOpazyiomascs 0Opd BBEICHHH, H0JDKHa obeciednBaTh
3aMeIeHHOe BbIcBOOOXK AeHHe. OOBIYHO 1034, IIPUTrOTaBIMBaeMast Il KOHKPETHOTO BEIIECTBA,
Oy#er cocTaBiATb MeEHee [IOJIOBHUHBI OJKBHBAJICHTA HOPMAIbHOH €XKEOHEBHOH IO3BI,
YMHO)KEHHOH Ha 4YMCJIO CYTOK, Ha MPOTSDKEHHH KOTOPBIX IIpenapar IOJpKeH obeclieunBaTh
BeIcBOOOXKAeHHEe. [lpenmoururensHo, 3TO0 Oymer MeHee OmHOHM Tperd H, OGosee
IPEeANOYTUTENBHO, OyeT MeHee OHOH 4eTBepToil OT 00IIero KOJuYecTBa €KEIHEBHBIX 103,
BBOJUMBIX CyObeKTy. COOTBETCTBEHHO, HAIPHMEP, CYOBEKT, IIOJIyHaIOIIHH €KeIHEBHYIO 103y
8 Mr cyOnmHrBansHoi ¢opMsl OynpeHopdrHaA Kaxable CeMb CYTOK, KaK HpPaBHIIO, MOXKET
I0JIy4aTh A03Y OKOJIO 22,5 MT, KOTOpas IPUTOTORJIEHA 110 HACTOSIIEMY H300peTEHHIO.

ABTOpBI HACTOSAILIETO H300pETEHHs 3aMETHJIM, 4TO KOHIIEHTpauus OymnpeHopduHa B
IJ1a3Me KPOBH, IIPH KOTOpOH CyOBEKTy TpedyeTcst no3a OynpeHopduHa "mist 3KCTPEHHOTO
CHSTHS CHMIITOMOB", IpPSIMO KOppEJIHpYeT C HOJUICP)KHUBAIOIIEH M030H, KOTOPYIO IOJIyda
CyOBEKT [0 mepeBoJa Ha  KOMIIO3HIHMIO  [Jello-lipenapara. 2To  rpaduyecku
npowunoctpupoBado Ha @urype 10. U3 310#t GUTrypsl MOKHO YBHACTH, YTO "MHHHMAJLHBIN
3¢ ¢exTuBHLIH" ypoBeHb B IUIa3Me KPOBH Ul IOAACPKHBAIOLICH Teparnud OIHOMIaMH
BapbHpyeT oT okoso 0,2 Hr/mMn no oxkojno 1 Hr/mi, Torja Kak Npeaplaymias CcpeaHsis
HOJZEpXKUBAOIIas J03a Ul I'PYII C pa3HBIMH [03aMH BappHpyeT oT 7 A0 17Mr/cyTku.
CoorercTBeHHO, ©Oosiee HHM3Kas [Jgo3a okojo 20-30  wmr/mecsity  GynpenopduHa,

IIPUTOTOBJICHHOTO II0 HACTOAIICMY H306pCTCHHIO, MOKET MOJOHTH IS TCX, KTO NOJIy4act
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€XEJIHEBHYIO J103Y BIUIOTH 10 7 MI/CYTKH, Toraa Kak oT 50 1o 100 Mr/mMecsi MOXKeT oA0HTH
JUIS TEX, KTO MEPEXOUT ¢ KEAHEBHOMN J103bI BILIOTH /10 17 MI/CYTKH.

[lockonpky pa3Hble CYOBEKTHI XapaKTEpPH3YHOTCS! Ppa3nYHOW TOJIEPAHTHOCTHIO K
OTHOHU/aM, Ba)XKHO, YTOOBI MEAHIMHCKHI pabOTHHUK CMOr moao0paTh MOAXOISIIYIO 103y, ¢
MIOMOMUIBI0 KOTOPOH OYAyT AOCTUraThCsl KOHUEHTPALMU B 0OJacTH MUKA U IIATO, KOTOPBIE
MOIXOJAT 3TOMY CYOBEKTY.

Jlo3bl, moaxojsmide s BBEIEHHS OJWH pa3 B HeJAemo, OOBIYHO HAxXOIATCS B
aunanazoHe oT 3 go 40 mr OynpeHopduHa (B mHepecuéTte Ha CBOOOJHOE OCHOBAHHUE
OynpeHopdHHa), NpeANOYTHUTENLHO, OT 5 10 30 MI B HEEIO.

Jlo3bl, momxonasiiipe AJis BBEACHHUS OJUH pa3 B JIBe HEAENH, OOBIMHO HAXOITCS B
JuanazoHe ot 6 go 60 mr OympeHopduHa (B mepecuéTe Ha CBOOOJHOE OCHOBAHHE),
Mpeano4TuTesbHo, 0T10 10 SO Mr Ha jiBe Hesenu (T.€. Ha OJTHO BBEJEHHE).

J1o3b1, noaxoAsMIne /U1 BBEICHUS OJIUH Pa3 B Mecsill, 0OBIYHO HAXOITCA B IHANlA30HE
ot 10 g0 200 mr 6ynpeHopduHa (B nepecyére Ha cBOOOJHOE OCHOBAHHUE), NIPEANIOYTHTEBHO,
or 10 jmo 180 mr B Mecsaum (T.e. HA OJHO BBeJAeHHe). B ciaydae 3aMecTHTEIbLHOH
(moutepIKUBAIOLIEN ) 10361 OMHOK/OB MPeANOYTUTENBHO Henonb30BaTh 40-140 Mr B Mecsan. B
cilyyae 103bl, IPUMeHseMOl Jutd obyeryenus 60mu, nojaxoasuiei 6yner nosa ot 10 no 50 Mr B
MeCHIIL.

B cinydae JedeHHss ONUOWAHOH 3aBUCHUMOCTH M TONIEPKUBAIOIIEH Tepamnuu
OIMHOUAMH, TTPEIANOYTUTENEHO IPUMEHSTh 103y, 00ECIIEUHBAIOLLYFO KOHLEHTPALHIO B IU1a3Me
KpoBH 110 MeHbIIeH Mepe 0,2 Hr/Mn (Hanpumep, 1o MeHblIel Mepe 0,4 uin 1o MeHbIlel Mepe
0,8, unu o MeubIne Mepe 1,0 HI/MT).

OueBHIHO, YTO ITO KOJTHYECTBO JAOJHKHO MOJOHPATHCS C YIeTOM TaKHX (PaKTOPOB, Kak
Macca TeJia, MoJl U B 0COOEHHOCTH OMUOU/IHAS TOJEPAHTHOCTh U TEKYIIHH PEXUM JICUCHHUS.
TodHOe KOJHUYECTBO, MOJAXOJsNIee B JIOOOM ciydae, 0e3 Tpylaa ONpPEIEIHT CIELHAIHCT B
JIAaHHOM 00aCTU TEXHUKH.

B  JMONOJHHTEIPHOM TMpPEANOYTUTEIFHOM BapHaHTE peayi3alldd  HaCTOAMIETO
n300peTeHHs] Tmpenaparbl, OINHMCAHHBIE B JaHHOM JOKYMEHTE, IO3BOJSIOT JIOCTHYb
CTabUIILHOrO PaBHOBECHOTO YPOBHS KOHLEHTpAlMH OynpeHopdHHa ocIe 04eHb HeDOIbIIOro
KOJIHYECTBA IHKJIOB PETYJISIPHOIO BBEJIEHUS. DTOT CTAOUIbHBIA ypOBEHD IO3BOJISIET BBOIUTH
I0/UIEP)KHBAIOLIHE J103bI H H30€XKaTh BOZHUKHOBEHHS CHHAPOMOB 0TMeHbI. KpoMe Toro, rociie
TOTO, Kak COCTOsSHHe cyObekTa CcTabUIu3upyeTcsi, HampuMep, 3a C4YeT [OJydYeHHus
JeNOo-HHbeKIUH OynpeHopdUHAa OJUH pa3 B HENEM0, 3TOro CyObeKTa 3areM MOXHO

NEPECBOAUTL Ha MpemnapaTthl, IpHHHMACMbIC pa3 B /IB€ HE/ICJIHU, X Ha IIpenaparsl, IpHHIMACMBLIC
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B HajJIe)XalllUH CPOK OJUH pa3 B MecALl.

Kpome Toro, tak Kak KoOHUeHTpauus OynpeHOpdHHA B KPOBH YMEHBINACTCS C
IIEPHOJIOM TIONYBBIBE€EHUA 3-4 CYTOK, HE TIPOHUCXOJUT HHUKAKOTO PpE3KOro CHIKEHHS
KOHUEHTPALIUH B TJIa3Me KPOBH, U 3TO MOXET CIIOCOOCTBOBATh YCTPAHEHHUIO HITH 0OJIEr1eHHIO
CHHPOMOB OTMEHBI, €CIIH CyOBEeKT IPeATIOIUTaeT H30aBUThCS OT TOIePXKHBAIOIIECH Tepariiu
onuounnamu. Takum obpa3oM, pexxuM JedeHUs] MOKeT BKIIIOUaTh TIepeBoJI ¢ IIPUHUMAEMbIX pa3
B JIeHb IIpeniapaToB Ha IperapaThl, IpUHUMaeMble pa3 B HeJAENIOo, pa3 B JIBe HeAeH, pa3 B
Mecsl. 3aTeM MOKET OCYINEeCTBISATHCS MEPEeBOJ I CHHYKEHHS 1103, H B HAJUIEKAIUA CPOK
OYeHb MEJIEHHOEe CHHKEHHE COJEepXaHHs cO CTaOHJIBHOrO IIAaTO MOXKET CIIOCOOCTBOBATh
OTMEHE JIeYEeHHUs OTIMOUJAMH ¢ MUHUMATBHBIMH CHHAPOMAaMHU OTMEHEI.

OnHuUM KIIOYEBBIM TIPEUMYINECTBOM Pa3/IUYHBIX IIpenapaToB [0 HACTOSAIIEMY
H300pETEHHIO SBJSAETCST TO, YTO OHM JOMYCKAIOT BKIIOUEHHE TIOPA3UTENBHO BBICOKHX
KOHUeHTpauuil OynpeHoppuHa. D10 obecrieudBaeT BO3MOXKHOCTh YMEHBIICHHUS OOBEMOB
HHBEKIUH, YMeHbIIEHUs OGONMU IpH MUHBEKUHH U B MeCTe HUHBEKUUH H, TaKHUM 00OpazoM,
MTOJIOKHUTENBHO CKa3bIBAETCS HA COOMIOCHUH TTalUEHTOM peskumMa jiedeHusl. COOTBETCTBEHHO,
obmee cojepxanue OynpeHopdHHA B TpeAIISCTBEHHHKAX IIperiapaToB 0 HACTOSIIEMY
u3o0pereHuo oObMHO OyaeT cocTaByATh oT 12% mo 55% mo Macce o0Inero Konu4ecTBa
npenapara. Ero MoxxHo noodpaTh TakuM oOpa3oM, 4TOObI OHO HaXOJAUIOCh B IOAXO/AILEM
JManazoHe Ui J11000ro KOHKPETHOTO TIpUMEHEHHUs, U OHO MOXeT, TakuM oOpa3oM,
HaxOJOUThCA, HAlIpUMep, B AHana3oHe ot 15 no 25% unu ot 30 go 50%. B omnom ocobenHo
NPEANIOYTUTENIBHOM BapHaHTe peajiM3allid  H300peTeHUs TIPUMEHSIOT ©Oojiee BBICOKHE
KOHLIEHTpauu OymnpeHopduHa B KoMOuHanuu ¢ npumenenneM NMP 1o MeHbpIneil Mepe B
cocTaBe (Hampumep, 1o MeHbiiell mepe 50% KoMIloHeHTa 0)) KOMIIOHEHTa PacTBOPHTENS.
CooTBeTCcTBEHHO, B IpEANIECTBEHHUKAX IIpernaparoB, cojaepxkamux NMP, coxepxanue
OynpeHoppuna MoxeT cocTaBiATk bonee 30%, naripumep, ot 31% no 55%, ot 32% no 55%
unu ot 35% no 50%.

B oxHoM BapuaHTe peanu3aludd U300peTeHUs TpellieCTBEHHHUKH IIperapaToB H BCe
COOTBETCTBYIOIIHE ACHEKTHl HACTOAINEr0 H300peTeHHs BKIIOUAIOT TMOJUMEPHYIO MarTpHiy,
obecnieuuBatOIIyI0 BBICBOOOXKA€HHE (KOTOpasi ONHCaHa B TaHHOM JOKYMEHTE), H BK/IHOYAIOT
OynpeHopduH ¢ koHUeHTpanuel 6onee 30% 1o Macce (Hanpumep, ot 31 go 50% 1o Macce).
Takue xoMno3unuu, Kak rpasuio, 6yayT Bkmodate NMP.

B anpTepHaTHBHOM BapHaHTe peaiH3allMH H300peTeHHs  TPEiieCTBEHHHKH
IIpEeNapaToB M BCE COOTBETCTBYIOIME acCIEKThl HACTOSIIEro H300peTeHHs BKJIIOYAIOT

JIMIIKAHYIO MaTpHuLly, O6CCHC‘II/IBaIOI]1y10 BBICBO60)KJICHI/IC (KOTOpaﬂ OIlHCaHa B JAaHHOM
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JIOKYMEHTe), U BKJII04aroT OynpeHopduH ¢ koHLeHTpauuei 6osee 12% no Macce (Hanpumep,
ot 12 o 50% 1o Macce, peJoUTUTENLHO, OT 25 10 50%, HaripuMmep, ot 31 1o 50% mo Macce).
Takne koMII03ULIHH, KaK IpaBuiio, Oy1yT Bkmouar NMP.

B xmroyeBoM BapuaHTe peajid3aliii H300peTeHHs IpelriapaThl-lipeIlleCTBEHHUKH 10
HacTosieMy H300peTeHHIo, B LieJIoM, Oy YT BBEICHBI lIapeHTepalibHO. B 11enoM, 310 BBeieHHe
OyHeT OCYIIEeCTBJATHCS HE C NPUMEHEHHEM BHYTPHUCOCYAHUCTOrO crocoba BBEIEHHS, HO
HpeIIOUTHTENbHO OyleT HOAKOXKHBIM, BHYTPHIIOJIOCTHBIM HJIH BHYTPUMBIIIEUHBIM. OOBIYHO
Takoe BBeleHHEe OyleT OCYHIeCTBJIATHCS IyTeM HWHBEKLIHH, MpUYeM JaHHBIH TepMHH
UCIIOJIB3YETCA B JAHHOM JJOKyMEHTE JUIsl 0003HAaUeHHUs 1Ioboro criocoba, B KOTOPOM IperiapaT
HPOXOAUT 4Yepe3 KOy, HallpUMep IIOCPEJCTBOM HIJIBI, KateTepa HIH Oe3UIoJIbHOTO
HHXeKTopa.

OObeMbl HHBEKUHH JUISL [PEJUIECTBEHHHKOB IIpeNapaToB MO HACTOSAUIEMY
H300PETEeHHIO MOYXXHO YMEHBIIATh U3-32 YHUKAIIBLHOTO BBICOKOTO YPOBHS aKTUBHOI'O BEIIECTBA,
BKJIIOYEHHOTO B cocTaB. OObeMbl HHBEKIMH, IPeIOUTHTENbHO, Oy 1yT COCTaBIATh He 6osee 5
MJI Ha BBeJleHUe, OoJiee IpeAIIOYTHTENIbHO, He Oosee 2 MJT U, HanboJiee MpeAlIoYTUTEILHO, He
6onee 1 mi. IlpenBapuTtenbHO HalOMHEHHBIE YCTPOHCTBA IO HACTOSLIEMY H300peTeHHIO,
TakdM o6pa3oM, OyayT oObIYHO copepxkaTh 3TH 0ObeMbl KoMmmosuuud. [IpenBapuTenbHO
HarioJIHEHHble YCTPOHMCTBa, TakMe KakK MIIPHIBI, cojepXalllie TIOTOBble K IPUMEHEHHIO
HpeIeCTBeHHUKHA mpenapaTtoB (0COOEHHO cojepikalllie JIUMUIHBIE MaTpUIlbl, HO TaKXe,
BO3MOXHO, C IMOJJUMEPHBIMHU MpernapaTaMi MO HacTOSHIeMy H300peTEeHHIO) M0 HACTOSAUIEMY
H300peTeHHIO, TaKUM 00pa3oM, ¢ 0Opa3oBaHHEM ero JIOMOJTHUTEIHPHOIO aclekTa.

OnMH o4eHb IEHHBIH aclieKT HACTOsIIero U300peTeHHs. OTHOCUTCS K HPUMEHEHHIO
JUOUIHBIX ~ MaTpULl C  KOHTPOJUPYEMBIM  BBICBOOOXKJEHHEM TMpH  (GOpMHUPOBaAHHH
[peJUIeCTBEHHUKOB IIpelapaToB M KOMIIO3HLHH Jelo-IpelnapatoB [0 HACTOSIIEMY
nu3zobpeteHuro. Takue JUNKHBIE MAaTPUIIBl OIIMCAHBI B JAHHOM JIOKYMEHTE U B JIOKYMEHTax,
HPOLUUTHPOBAHHBIX B JAHHOM JJOKyMEHTE.

OcHOBaHHBIE Ha JIMOUAAX  IIpelapaTbl-IPeAIIeCTBEHHUKH [0  HAcTOsIeMY
n3obpeteHno  oOpa3yloT  HeJaMe/ULIPHbIE  JKHUIKOKPHUCTAIMYeCKHe  KOMIIO3HMIIUH
Jleno-TIpernapaToB MpH BO3JAEHCTBUH XUIKOCTEH Ha BOJHON OCHOBE, OCOOEHHO i1 Vivo U IIpU
KOHTaKTe ¢ [TOBEPXHOCTSAMH Tefa. B 1aHHOM KOHTeKkcTe TepMUH "HeslaMesUISIpHBIH" o3HavyaeT
HOPMAJIbHYIO WJIH OOpallleHHYIO XUIKOKPUCTAUINYECKY O a3y (Takylo Kak KyOuueckas WiIn
rekcaroHaipHas ¢aza), wid ¢azy L3, unmu mobyro ux komOuHanuio. TepMHH
"I IKOKPUC TAJTHYeCKAH" O3HavaeT BCE reKcaroHaJIbHEBIE, BCE KyOuueckue

KHIKOKPHUCTATUIMYCCKHUE (baBbI W/HIH Bce HX cMecH. B JaHHOM KOHTeKCTe TCPMHUH
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"rekcaroHajgbHbIH" oO3Havaer "HopManbHylo' MWiM  "obOpallleHHYI0" reKCaroHaJIbHYIO
(IpeAnoyTHTENbHO, oOpallileHHylo), a "KyOuueckuii" o3HayaeT IOOYI0 KyOHUYeCKyIO
KHIKOKPUCTAJUIMYECKYIO a3y, ecnu He ykazaHo HHoe. llyrem npuUMeHeHHs JHMHAHLIX
IIpenapaToB-IpeAIECTBEHHUKOB 10 HACTOALIEMY H300pETEeHHIO MOXXHO MOJIYYHTh JIHOOYIO
(azoBylO CTPYKTYpY, IPHCYTCTBYIOILYIO B ha30BOi quarpaMMe KOMIIOHEHTOB 1) H ii) ¢ BOJOH.
DTO0 00YCIIOBIIEHO TEM, YTO MOTYT OBITH MOJyYeHBI Mpenaparbi-IpealeCTBEHHUKH ¢ Goliee
HIMPOKHUM [HAlla30HOM OTHOCHUTENIBHBIX KOHLEHTpAIlMii KOMIIOHEHTOB, YeM B IpejblIyIIuX
JIMIIMOHBIX JENO-CUCTEMAaX, B OTCYTCTBHE OIACHOCTU pasieiieHus (a3 uim oOpazoBaHus
BBICOKOBSI3KHX pacTBOPOB IS HHBEKIMH. B 4YacTHOCTH, B HacTrosieM H300peTeHHH
Ipe1JIOKEHO [IPHMEHEHHE KOHLIeHTpaluuit pocomununos Beiie 50% ot 0611ero coaepx aHus
amumIbHbIX BellecTB. JTo obecrieunBaeT AocTyn K (azaMm, HaGIOAaEMBIM TOJILKO IIPH
BBICOKHX KOHIIEHTPAIUAX ¢docdonunuaos, 0COOEHHO K reKcaroHaJIbHbIM
XKUAKOKPUCTATIINYECKUM (azam.

Jlit  MHorux KoMmMOWHALMH  JIMIMAOB  CYINECTBYIOT —TOJILKO  ONpelesIeHHbIE
HeJlaMeJUIIPHbIE (pa3bl MIIM CYIIECTBYIOT B JIIOOOM cTabMIILHOM cocTosiHuH. [lopasurebHbM
CBOHCTBOM HAaCTOALLEr0 M300peTeHUs SBJISETCS TO, YTO KOMIIO3HIIHH, KOTOPLIE ONHCAHbLI B
JAHHOM JIOKYMEHTE, 4acTO MMEIOT HeJaMeJUIipHbIe (a3bl, KOTOpbIe OTCYTCTBYIOT B Cllydae
MHOTHX Jpyrux KoMOuHauuii komroHeHToB. ClenoBaTesibHO, B OJHOM OCOOEHHO
[PEANOYTHTEILHOM BapHaHTe HacToslllee H300peTeHHe OTHOCHUTCH K KOMIIO3UIUAM,
HMEIOILUM TaKyro KOMOUHAIIHIO KOMIIOHEHTOB, uTo o6nacth ¢ase [ u/umu L, cymectsyer npu
pa3sBeeHUH BOJIHBIM pacTBopuTesieM. [IpUcyTcTBHE UM OTCYTCTBHE TaKUX 0OJlacTel MOXKHO
Oe3 Tpyna uccienoBaTh A 000N KOHKPETHOM KOMOUHAIMH MyTeM MPOCTOro pasbaBiieHus
JAHHOH KOMITIO3HULIMH BOIHBIM pPacTBOPHUTENEM U HCCIIENOBaHMs TOJIYYEHHBIX B pe3ylibTare
(ha3oBLIX CTPYKTYP C [IOMOILBIO CIIOCOOOB, ONMCAHHBIX B JaHHOM JTOKYMEHTE,

B HaubGornee npeanodYTUTEILHOM BapuaHTe pealu3alldd H300peTeHHs KOMIIO3HIIMH 110
HacroslleMy H300peTeHHI0 Moryr ¢opMmupoBats ¢aszy I, uiaM cMemannyio  da3sy.
BKJIOYarolyto ¢asy I, npu koHrakre ¢ Bogoi. Paza I, npeacrassier co6oii 06palleHHYIO
KyOH4YEeCKYyI0 XKHUAKOKPHCTALUIMYECKYIO a3y, HMEIoIyI0 TUCKpPETHBIE BOAHbLIE 00MacTH. JT1a
(a3za obyamaer 0coObIM NPEUMYIIECTBOM IIPU KOHTPOJIUPYEMOM BbICBOOOKIEHHH aKTHBHBIX
BEIECTB U OCOOEHHO B KOMOWHAIMH C TIOJSPHBIMH aKTHBHBLIMH BEIECTBAMH, TAKUMH Kak
BOJOPAaCTBOpHMbIE aKTHBHbIE BelLIeCTBa, TaK KaK JAHCKpETHble [IOJIApHbIE JTOMEHI
npejgorspamiaoT  Obictpyro  aubdy3uro  akTHBHBIX  BeluecTB.  [lpemmecTBeHHHKH
Aerno-npenapatoB B Ly sBisitoTCs BBICOKO3(GEKTUBHBIME B KoMOMHaimu ¢ ¢azoi I

oOpazoBaHus Jerno. JTo oOycioBieHo TeM, uro ¢asa L, sABIsgeTcs Tak Ha3bIBaeMOIt
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"oOpalieHHol MHLeUIPHOR" (a3oH, nMeromel HenpepriBHYIO THAPOHOOHYIO 06/acTh,
OKpY Kalouylo AMCKpPETHBIE IOJIsipHBIE siapa. Ly, TakuM oOpa3oM, 00siajlaeT aHaIOIHYHBIMH
IIPEUMYIIECTBAMH € T'MAPOQHIBHBIMA aKTHBHBIMH BellleCTBAaMH. Ha IepeXxomHbIX CTaausax
1ocjie KOHTaKTa ¢ OHOJIOTHYECKOH JXHAKOCTBIO JIaHHAs KOMIIO3HIHS MOJXKET COJlepxarth
MHO)XecTBO (a3, Tak Kak oOpa3zoBaHHe IepBOHAYAIBHOH IIOBEPXHOCTHON (ha3wl Oyaer
3aJlep)KUBATh IIPOXOXKAEHHE PACTBOPHTENS B sIPO JENO, OCOOEHHO B Cilydae IMOCTYILIEHHS
3HAYMTEJBHBIX KOJIMYECTB IIperapaTa U3 BHYTpeHHHX Jeno. He orpaHHumMBasch HHKaKoOM
TeopHueH, NpearosaraeTcs, 94To 3T0 BpeMeHHOe 00pa3oBaHHe NMOBEPXHOCTHOM (a3bl, 0COGEHHO
YKHJIKOKPHCTAJLINYECKOH IIOBEPXHOCTHOMH (ha3bl, CIOCOOCTBYET 3HAYHTEILHOMY YMEHBIIEHHIO
(da3pl  IepBOHAYAJBLHOIO  "BCIUIECKA/3a/iep)KKH"  HACTOSIHX  KOMIIO3HUHMH  IIyTeM
HEMEUJIEHHOT'O OIPAaHHYEHHs CKOPOCTH OOMEHa MeX /1y KOMIIO3HIIHEH H OKPYKarowIeH cpeloi.
Ilepexonnsle pa3bl MOryT BKIIFOUATh (OOBIMHO B HAIIPABJIEHUH OT Nepudepru K UeHTpPY JEeTo):
Hywnmn Ly, I, Ly 1 xuaxocts (pactBop). Hanboliee npe Aoy THTENBHO, YTOOBI KOMITO3HIHS 10
HacTosileMy H300peTeHHIO Oblla cllocoOHa (OpMHpOBAThH 110 MeHbIIEH Mepe jaBe H Goee,
IPEIIIOYTHTENBHO, 110 MEHBIIEH Mepe TPH M3 3THX (a3 OJHOBPEMEHHO Ha ITIePEXOHBIX
CTaausX II0CJIE KOHTAaKTa C BOJOH IpH (H3HOJIOTHYECKHUX TemilepaTypaX. B 4acTHOCTH,
HauboJiee TIPeNIIOYTUTENBHO, YTOOBI OJHA H3 (opMupyrolmHxcs (a3, 10 MeHbLIeH Mepe
BpPEMEHHO, ITpeJicTaBisia cobol dasy L.

Ba)XHO ITOHMMAaTh, YTO IIpenapaThl-NPeANIECTBEHHHKH 110 HACTOSAIIEMY H300pETEHHIO
HMEIOT HU3KYIO BA3KOCTb. B pe3ysbTare 3TOro 3TH IpenapaThl-lpeilecTBE HHUKH He JODKHBI
npedbiBaTh B KaKOH-IMO0 0OO0BEMHOH IKHIAKOKPHCTAIMYeCKOH (hase, Tak Kak Bce
KHUAKOKpHCTa/UIHYecKHe (a3zbl 00a/laloT 3HAYNTENbHO 0o0Jiee BBICOKOH BI3KOCTLIO, 4YeM
BA3KOCTB, IIpeJyCMaTpUBaloIlas BBEJEHHE C IIOMOLIBIO MINPHIIAa HJIH CHpeH-j103aropa.
IIpenapaThl-ipe/IIIeCTBEHHUKN 110 HACTOSIIEMY H300PETeHHIO, TakuM obpazoM, OyayT
1pebpIBaTh B HEXHAKOKPHCTA/UIMYECKOM COCTOSIHHH, TaKOM KakK pacTBop, ¢asza L, mmm L;,
ocobenHo pactBop Wid L,. Paza L, B JaHHOM KOHTEKCTE NMPEAIIOYTHTENLHO IIPE/ICTaBIISET
coboii dasy "Habyxanus" L,, conepxarryto 6onee 10 Mac. % pacTBopHTeNs (KOMIIOHEHT 6).
obnanaromero 3¢ ¢peKToM CHIKeHHs Bs3KOCTH. OHa oTiHYaeTcs OT "KOHIIEHTPHPOBaHHOI"
win "He noapepratomeiics Habyxaumio" ¢aszbl L,, He cojepaleil pacTBOPHTENbL HWIIM
CoJlepXKallled MeHblllee KOJIMYECTBO PACTBOPHUTENsE WJIH COJAEpXKAlllel pacTBOpHTENb (HiIH
CMeCh), KOTOPBIH He O00eclleYHBalOT YMEHBUIEHHS BS3KOCTH, acCCOIHHPOBAHHOTO ¢
KHCJIOPOJCOHAEPKAIIMMHE  MAJIOBSI3KMMH  pacTBOPHTEJISIMH, OHpEJEJICHHBIMH B JIaHHOM

JOKYMCHTEC.
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ITocne BBejeHHs Npenaparbl-NPeIIECTBEHHUKHA IO HACTOSIIEMY H300pETEeHHIO
HOJBEPraroTcs CTPYKTYpHO-()a3oBOMy mepexoay OT CMECH ¢ HH3KOH BS3KOCTBIO K
KOMIIO3HIMH JIENO-TIpenapara ¢ BHICOKOH BA3KOCTHIO (OOBIMHO MPHJIMMNAIOMICH K TKaHH). DTO
MPOHCXOJUT B BUJIe 0OPa30BaHUs HellaMeJUIApHOH (pa3bl U3 OCHOBAHHBIX Ha JIUITUIaX MATPHII C
KOHTPOJIMPYEMBIM BBICBOOOXJICHHEM HIHM OCXKJICHHUSA MOJUMEPHON MOHOJHTHOM MACCHl B
cllydae TOJHMMEPHOIO pacTBOpa Mpe/IlleCTBEHHUKOB TmpemnaparoB. B 1uemoM, Oyxer
IPOHCXOJIUTE IIEPEXO] OT MONEKYJIIPHOTO (MM MOJMMEPHOT0) pacTBopa, $ha3bl HabyxaHus L,
u/unu L3 Kk OJHOH HJIM HECKOJBKHUM (BBICOKOBS3KHM) JKHJAKOKPUCTALUTHYECKAM (a3aM HIu
TBEpAOMY nonuMepy. Takve ¢a3pl BKIIIOYAIOT HOpMayibHBIE HJIM  OOpalllecHHBIC
rekcaroHajibHble ()aspl MM KyOMUYECKHe >KUIKOKpUCTaLIHYeckue ¢a3pl min ux cMecH. Kak
yKa3aHo Bbllle, IOCJIE BBEACHHS TAKKE MOIYT HUMETh MECTO JIONMOJHHUTENLHOro (a3oBble
nepexoabl. OYeBHIHO, YTO TOJHBIA (a30BHIA Mepexoj He ABIACTCS HEOOXOMNUMBIM IS
(G YHKIIMOHHPOBAHHSI HACTOSIIETO H300peTeHH s, HO 110 MEHBIIEH Mepe TIOBEPXHOCTHBIN CIIOM
BBOJIMMOH cMecH OynieT ¢opMUpOBaTh KHUJKOKPUCTALIHYECKYIO CTPYKTYpY. B LienoM, stor
nepexos OyneT OBICTPBHIM IO MEHbIIEH Mepe B cllyyae MOBEPXHOCTHOH 00JAaCTH BBOJIMMOIO
Ipenapara (3Ta 4acTh B HEIIOCPEICTBEHHOM KOHTAKTE ¢ BO3JYXOM, IIOBEPXHOCTSIMH TeJia U/ UK
OuosoruueckUMH kpakocTsimu). Hambonee mpenmnodrutensHO 310 OyJIET MPOHCXOAUTH B
TE€4YEHHE HECKOJIBKHX CEKYH/] UJIM MUHYT (HallpuMep, BIIOThH 70 30 MUHYT, IPEANOYTHTENILHO,
BILIOTH 10 10 MHUHYT, Oolee MPEANOYTUTENBHO, 5 MUHYT WIH MeHee). Y OCTaJbHON 4acTH
KOMIIO3HLMH (paza MOXKET MeUIeHHee M3MEHHUThCA J0 JKUAKOKPUCTALINYECKOH (a3pl myTeM
nuddy3un u/Mnm o Mepe JUCIIeprUPOBaHUs IIOBEPXHOCTHOTO Y4acCTKa.

B oaHoM npeanoyTUTENLHOM BapHaHTe peajiu3allii HacTOSIIEero H300peTeHHUs, TAKUM
o0pa3oM, Mpe UIoKeH Npenapar-1npe/IieCTBeHHUK, KOTOPBIM OMHCaH B JAHHOM JOKYMEHTE, U3
KOTOpPOro IO MeHbIIell Mepe oOpa3yercss 4acTh IeKCaroHaJbHOH >KHAKOKPHCTALTHYECKOM
¢a3bpl IpU KOHTAKTE ¢ XXUAKOCTBIO Ha BOAHOH ocHoBe. OOpasoBaHHas TakuMm oOpasom
rekcaroHajipHasi (aza MOXXET MOCTENEHHO JIUCIEPrUPOBATHCS, BBICBOOOXK/Ias aKTHBHOE
BELIECTBO, HJIM MOKET BIIOCJIEICTBHH IIPEBPALIATHCS B KYOMUYECKYIO JKUIKOKPHCTALTHYECK YO
¢a3y, KoTopas, B CBOIO OdYepe/lb, 3aTeM MOCTENeHHO aucneprupyercsa. Ilonarawoor, uro
rexcaronajipHass ¢aza Oyner obecneuynBarh OoJiee OBICTPOC BBICBOOOXKICHHE AaKTHBHOTO
BEIIECTBA, B OCOOEHHOCTH TMAPO(OGHOr0 aKTHBHOTO BEIIECTBA, YeM Kybuueckas (azoast
CTpyKTypa, ocobenHo ¢aza I, u L. Takum obpa3omM, korya rekcaronanbhas daza odpasyercs
10 obpazoBanuss KyOudeckod aszbl, 5To OyJeT MNPHBOJUTH K MEPBOHAYAILHOMY
BBICBOOOK/JICHHUIO aKTHBHOTO BEIIECTBA ¢ OBICTPHIM BO3pacTaHHEM KOHLEHTPALMH BILIOTEH JIO

y¢dexTuBHOrO YPOBHS c MOCJE Ty FOUIUM MOCTEIICHHBIM BBICBOOOIK/IEHHEM
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"nopaep>xuBaronieif 103s1" 110 Mepe paspyuieHus Kyouyeckoit ¢paspl. Takum crmoco6oM MOXKHO
KOHTPOJIMPOBaTh NPO(UIIL BEICBOOOXK/ICHHUS.

He Oynyuu cBs3aHHBIMH Teopuel, MoiaraloT, YTO MpPH BO3JICHCTBHM (HarpuMep,
OHOJOrHYeCKUX JKMJIKOCTEH OpraHu3Ma) mpenapaTthl-Ipe/lleCTBCHHUKHA [0 HACTOSIIEMY
HU300pPETEHUIO TEPAIOT HEKOTOpPOE KOJIMYECTBO HJIM BECh OPraHHYCCKHA pPacTBOPHUTEIb,
BKJIIOYEHHBIH B MX COCTaB (Hampumep, myreM auddy3un w/uimm ucnapeHus), 1 B HEKOTOPHIX
ClIydasX NOMIOMAOT JKHJIKOCTH Ha BOJIHOM OCHOBE M3 CpEJIbl, OKpYXalomedl opraHusm
(HanpuMmep, BIQXKHBIHA BO3/LyX BOJIM3H TeJla HIIH OKPY>KEHHE i Vivo), Tak 4TO 10 MEHbIIEH Mepe
4acTh JTAHHOTO npenapara obpasyer HeJIaMeJUISIpHY O, B 0COOEHHOCTH
KHUJKOKPUCTAIUIMYECKYIO (ha30BYyIO0 CTpyKTypy. B Ouonoruyeckoil cpeiae H3 pacTBOPOB
NOJIMMEPHBIX NPEIIIECTBEHHHUKOB BBIXOJIUT PACTBOPHTEIND, UTO COMPOBOXKIACTCS OCAXKACHUEM
TBEpJOro nojauMepa. B GosbHIMHCTBE ClydaeB 3TH HEJIAMEJULIPHBIC CTPYKTYPHI SBJISIOTCS
BBICOKOBSI3KUMH U TSKEJIO paCTBOPSIIOTCS UIIH JIUCIICPTUPYIOTCS B OKPYIKEHUH iR Vivo, a TaKXKe
ABJIAIOTCS OHOAATe3UBHBIMU U, TAKUM 00pa3oM, TSDKEJIO OTMBIBAIOTCS HITH CMEIBatOTCA. Kpome
TOro, TaK KaK HenaMmesulspHas CTPYKTypa HMeeT OoJblINe MOJSIpHBIC, HEMOJISAPHBIE H
NOrpaHHyHble 00J1aCTH, OHAa SBISETCS BBICOKO3(G(EKTUBHOH B  COMIOOWIH3AIMN U
CTaOMJIN3alMHd MHOTHX THUIIOB AKTUBHBIX BEILECTB U B UX 3aIIUTE OT MEXAHU3MOB pa3pyIlICHHA.
ITo Mepe TOrO KaK KOMIIO3UIMSA  JIeMo-lpenapara, obpaszylomascsi U3
npenapara-npeecTBeHHUKA, OCTEIICHHO pa3pyliaeTcs Ha MPOTHKCHUH CYTOK, HEJIe b HiTH
MeCsIeB, aKTHBHOE BEIIECTBO IIOCTENIEHHO BBICBOOOXMaeTCAs W/HIH TUPOYHAUPYET U3
xoMmrosuuuu. Ilockonbky okpyxkaromias cpejla B 00beMe JIeNO-KOMIIO3HIIMK  SIBJIAETCS
OTHOCHUTEJIBHO 3alIMIICHHOH, MpenapaTsl-IpealleCTBEHHHKH 10 HACTOSIIEMY H300pEeTCHHIO
SBISIFOTCA OYEHb MOAXOMSAIIUMHU JUIS UCIOJIB30BAHUS aKTHBHBIX BEIIECTB C OTHOCHTEIBHO
HeOObIIUM OUOIOTUYECKUM [TEPHOIOM ITOTYBEIBEACHHS (CM. BBIIIIE).

HeoxunanHoe oTKpBITHE aBTOPOB HACTOSIIETO H300OPETECHUS 3aKII0YACTCS B TOM, 4TO
[penaparbl-lpeJlleCTBEHHUKHY MPUBOJAT K OOpa30BaHUIO KOMIIO3UIMH JICMO-IIpEenapara,
KoTopas 001aaeT 04eHb He3HAUYUTeNbHBIM 3¢ dekToM "B3pbiBa" B npoduiie BEICBOOOKACHUS
aKTHBHOTI'O BEIIECTBA. JTO HEOXKHJIAHHOE SIBJICHUE, TOCKOJIBKY MOYKHO OBLTO OBl 0)KHAATH, YTO
B CJIy4yae CMECH C HHU3KOH BS3KOCTHIO (OCOOEHHO €C/IM OHa IMpeJCTaBiseT coOod pacTBoOp)
KOMIIO3UIHMH IIpenapaTa-lpeanlecCTBeHHUKA OyJIeT NPOUCXOIUTh ObICTpasl MOTEPst aKTUBHOT'O
BELIECTBA MpPH BO3JCHCTBUH BOJIBl. B 1eHCTBUTENBHOCTH, I[IOJy4Y€HAa OYCHHb BBICOKAs
3¢ (eKTUBHOCTH B CPAaBHEHUHU C CYIIECTBYIOLIMMHU IIpernapaTtaMu, Kak BUujiHoO u3 Puryp 4a u 4b,
NpUBEJCHHBIX HM)XKe. B 0JHOM BapuaHTe peaju3anuu H300peTeHHUs, TAKUM 00pa3oM,

NPCIJIOJKCHBI UHBCKUIHUOHHBIC MNpernapaTbl-MIPeIIICCTBCHHUKN U ITOJYUYCHHBIC B pPE3yJbTaTe
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KOMIIO3ULHH JIEMIO-IIPENapaToB, MNpHYeM HauboJjiee BBICOKAas KOHUEHTPALUS AaKTHBHOI'O
BEIIECTBA B I11a3Me KPOBH II0CIE BBeJEHHE He Ooliee yeM B S5 pa3 MpeBBIIACT CPEHIOK
KOHLEHTPalLHIO B HHTepBaje OT 24 4acoB /10 5 CYTOK 10Cj€ BBEJCHHs. JTO COOTHOUIEHHE,
NPEANOYTHTENILHO, IPEBRIIIAET CPE/IHIO KOHLEHTPALUIO He OoJiee yeM B 4 pa3a u, HauboJiee
NIpeANOYTUTENBHO, He DoJiee yeM B 3 pasa.

3HauYUTENbHBIM MPEUMYILECTBOM M JIHIMIHBIX MPE/IIECTBEHHUKOB IIpENapaToB, U
NPeINIECTBEHHUKOB TIPETaparoB, COJAEPKAlMX IOJUMEPHYIO MaTpULy, O HAacTOSIIeMy
H300pETEHHIO ABJIAETCS TO, YTO OHM MOTYT NPEJIOCTABIATHCS B YCTOMYHUBOM IIPH XPaHEHHUH,
rotoBoi K BBeleHHIO (opMe. HHBIMH CllOBaMH, NpeMIIECTBEHHHKH IIPENapaToB o
HacTosIIEMY H300PETEHHIO MOTYT NPENOCTABNATECS B (popMe, KOTOpast He TpeOyeT HUKAaKOoro
JIOTIOJTHUTENIBHOTO  OOBEHHEHHS KOMIIOHEHTOB ISl TIOJIyYeHHs TMperapara, KOTOpBIMH
NOJXOMUT JUId BBeJeHUA. TakuM oOpa3oM, B HacTosilleM H300peTeHHH, COOTBETCTBEHHO,
IPE/UIOKCHO  YCTPOHUCTBO JUIA BBEAEHHdA, coJepXkallee [0 MEHbIIeH Mepe OIuH
NpeUIeCTBEHHUK TIpenapara, KOTOPhIH ONMHCaH B JAHHOM JIOKYMEHTE, MpHYeM IMpernapat
SBJIACTCS TOTOBBIM JUIA BBEAEHHS H/UIM TOJNACTCS BBEICHHIO B OTCYTCTBHE JIHOOOro
JIOTIOJIHUTENBHOIO OOBEIMHEHHUS HIIH CMELLUBAHUS KOMIIOHEHTOB. OH OTJIHYAETCs] OT MHOTHX
NPenapaToB ¢ KOHTPOJHPYEMBIM BHICBOOOXK/IEHHEM, B YACTHOCTH, TIOJIUMEPHBIX MIPENapaToB ¢
KOHTPOJIUPYEMBIM  BLICBOOOXXJIEHHEM, KOTOpble TpeOYIOT OOBCIUHEHHS Pa3iIMYHBIX
KOMIIOHEHTOB Ile€pejl BBEJACHHEM IMalUeHTy. Takoe YCTpOHCTBO MJIS BBEJICHHS OOBIYHO
COJIEPXKHUT J103Y, MOAXOJIIYIO JUIsi OJHOKPAaTHOTO BBEJEHHUS, IpPHYEM BBEJEHHUE MOXET
OCYILIECTBISITHCSI O/IMH Pa3 B HE/IEII0, OJIMH pa3 B JIB€ HEJEIH, OJIUH pa3 B MECSLl HIIH OJIHH pa3
B JIBa WM TpU Mecsaua. Bo Beex ciydasix no3a OynpeHopduna Gyner moaOupaThess TAKUM
00pasoM, 4ToObI B TEYEHHE BCETO MEPHO/Ia NpHEeMa Mperapara (B CTallHOHAPHOM COCTOSIHHH )
obecneunts CMakc 1 CMHUH, KOTOpbie Haxoaarcs B auanasoHe Cmakc-CMHH, J0CTHraeMoM
nocje exXeaHeBHOro npuema CyOnuHrBagbHOH ¢opmel OynpeHopduna. Iloaxomsmme
YCTPOHUCTBA IS  BBEJCHHsS BKJIOYAIOT [PEJABAPHTENIBHO HAIMOJNHEHHBbIE IIIPHIBI  C
HeoOs3aTeNIbHBIM 3aIMTHBIM yCTPOHCTBOM, NPEIOTBPAIIAIOIIIM [I0JYYeHHe TPAaBMEI OT YKOJa
MIJIOH IIMpHLA, HW/UIH aBTOMHBEKTOP, CHUCTEMBl THIA INNPHLA-PYYKH H AHAJOTHYHBIC
yCTPOHCTBA.

Honxonsamue ycTpoicTBa A5l BBEICHUS IO HACTOSAIEMY H300PETEHHIO BKJIIOYAIOT
WIpHU-PYyYKY B KOMOHMHAUHMH C FOTOBBIM K HCIOJIBb30BAHUIO MpenapatoM OympeHopduHa o
HACTOAILEMY H300pPETEHHIO HJIM Ipe/lBapUTeNbHO HANOJHEHHBIA IINpHI, HEe0Os3aTeNbHO
CHaOXEHHBIA 3alUMTHBIM yCTPOHCTBOM, NMPEJOTBPAIIAIONINM TOJyYeHHE TPaBMbI OT YKOJa

UTJIOH IINpHIA HIIK aBTOMHBEKTOP. Y CTPOHCTBO MOXET UMETh UTiy ¢ Kanubpowm Gojee 18 G,
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IpeanodTHTeNsHo, 6onee 20 G, 6onee npeanodtuTesspHo, 6onee 22 G (Hanpumep, 23 G uu 25
G). B xauecTBe nmpenapara 6ynpeHopdHHa, B LIEIOM, MOXKET ObITh IPUMEHEH [IPEIIECTBEHHUK
Iperapara, KOTOPBI ONHCaH B JIaHHOM JIOKYMEHTE€ B JIO0OM BapHaHTe peaiu3aluu
n300perenus. Takoil npenapar, B uenom, OyJer UMeTh BA3KOCTh B auanazode 100-500 MITa.

Jna  ynoGcTBa €caMOCTOATENBHOTO IIPUMEHEHHsS YCTPOHMCTBO [0 HACTOSIIEMY
H300PETEHHIO MOXET OBITh HCIIOIB30BAHO C HIIH MOXKET OBITH BCTPOEHO B YCTPOHUCTBO JUIA
CaMOCTOATENbHON HHBEKIHH UM LIPHL-PYUKY. Takoe ycTpoHCTBO MOXKET ObITh OIHOPA30BLIM
HJIM MHOTOPa30BBIM.

IToa ¢pazoit "ycToHUNBEIN IpH XpaHeHHH" B JAHHOM KOHTEKCTE 110,Ipa3yMeBaEeTCs, 4To
B KOMIIO3HIIMK COXpaHAeTcA 1o MeHblled mepe 90% HCXOIHOTO colep)aHHUA aKTHBHOTO
BEIIECTBA I10CJIe XPaHEHHA B TedeHHe 36 MecsueB npu 25°C u 60% OTHOCHTENLHOM
BIOXKHOCTH. IlpennouyTHTenbHbIM — sBAseTcs 10  MeHbllelt Mepe 95% u, Golee
IIpeAIOYTUTENBHO, 10 MEHBIIIEH Mepe 98%.

l'oToBBIH K NpUMEHEHHIO Ipenapar o0najaeT OYEeBHIHBIMH IPEHUMYIIECTBAMH B
OTHOIIIEHUH YJ00CTBa BBEJEHUA H B OCOOEHHOCTH, €CIIH Ipenapar JUis Je4eHHs OIHOUIHON
3aBUCHMOCTH HJIM JIEKAPCTBEHHOE BEIIECTBO Ui OOJErd4eHHs XPOHHYecKoH 60 JNOIDKeH
BBOJHUTHL PaOOTHHUK 31paBOOXPAaHEHUsS Yepe3 paBHbIE IIPOMEXYTKH BPEMEHH IONYJISALHUN
IIALIHEHTOB, MOXKET 110TPEOOBAThCA 3HAYUTEIBHOE KOJHYECTBO BPEMEHH JIIS [IPUTOTOBIICHUS
MaTepHalioB JI0 BBeJeHHA. B oTiimune oT 3TOrO, €C/IM mpenapar roToB K NPHMEHEHHIO HIIH
JaXe NpPENOCTaBJIEH B IIPEJBApUTENBHO HAIMIOJHEHHOM YCTPONCTBE JUIA BBEIEHHSA, TOTJA
pabGOTHHUK 3/1paBOOXPAHEHHS] MOXET OTPATUTh BpeMs HAa KOHCYJIBTALMIO C NAallU€HTaMH, a He
Ha CMEIIMBaHHE JIEKAPCTBEHHBIX CPEJICTB.

Croco6bl jieyeHUd W/MIM NPOQUNIAKTUKA U COOTBETCTBYIONIME IIPUMEHEHHS IIPH
IPOU3BOJICTBE 110 HACTOAIIEMY H300peTeHHIO OyAyT HCIIONB30BAThCS B 3aBHCHMOCTH OT
n000ro MEAUIIMHCKOTO [I0KA3aHus, B cIy4ae KOTOPOro Ha3HA4aroTCs ONMHOMILL. B yactHOCTH,
HACTOAIIME JENO-IIpenapaTbl U HMX [pPeJIIECTBEHHHKH OCOOEHHO MOAXOIAT JUIS JICUSHHSI
XPOHHYECKHX COCTOSHUH, TaKMX KaK XpoHHYecKkas Oonp (HanpuMep, NmpH apTpute, IoCie
XUPYPrU4eCKoi onepauuy, NpH MNaJlIMAaTUBHOM JIEYEHHH PaKOBBIX 3abojieBaHHA H T. I.).
OpHako nanbosee MOJAXOAsNIME MOKa3aHHA OyayT BKIOYATh GOJb, JAHApEI0, JENPECCHIO.
OITHOHIHYIO 3aBUCHMOCTB, [IPUBBIKAHHE K OIIHOUIaM U CHMITTOMBI OTMCHBI OIIHOUIOB. M3 Hux
HACTOSANIHE KOMIIO3HLIMH, Haubonee NpearouTHTENIbHO, MPUMEHSIOT B Crlocobax JieueHus
H/uny NpoQHIaKTHKH OITMOUJHON 3aBUCHMOCTH, OITHOMHOW HAPKOMAHHH H/HIIN CHMIITOMOB
OTMEHBI onuoujoB. IlomnepxuBaromas Tepanus ONHOUIAMH (3aMECTUTENbHAA Teparus

OHI/IOI/IIIaMI/I) sBisieTcs Hauboee IPeAIoOYTHTEIBHBIM CI10co00M TeueHHs A1 IPUMCEHCHHUA
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I1penaparoB [0 HACTOSIIEMY H300peTEHUIO.

Cnydan, B KOTOPBIX OIMOMJIHAS 3aBUCUMOCTh W/MJIM MpPUBBIKAHHE K OIHOMIaM
BO3HHMKJIM B  pe3ynbTare 3JI0ynoTpeO/eHUsT ONMHOUJAMH, B YAaCTHOCTH, SBJISIOTCH
MOAXOIAIIMMH IS JIEYEHHS C IIOMOILBIO KOMIIO3UIIMH HACTOSIIEr0 U300peTeHUsl, TIOCKOJIbKY
OHHM [AlOT NPEUMYIIECTBA C TOYKH 3pEHHs COONIONEHUS TAIMEHTOM peXHMa JIeueHUs B
cliy4yasX, KOrjJa peryjsIpHOe IIOCEUIeHHE KIMHUKM WM JPYroro Mecra s IOJydYeHHs
MEJMIIMHCKOH ITOMOIIU HEe COBMECTHMO ¢ 00pa3oM »KU3HH MaldeHTa.

B ogHOM aclniekTe B HacTOsIIeM H300PETEHUH, CJIe/[0BATENLHO, IPEUIOKEH CII0CO0
JETOKCUKAHOHHOTO JIEYEeHUs! MIIEKOIUTAIOIIErO (MIPeANOYTUTEIbHO, YeIOBEeKa), NpHYEM Y
cyObeKTa UMeeTCs WM UMeJlaCh OMHOUJIHAS 3aBUCUMOCTH, NMPUBLIKAHME HIIM CKJIOHHOCTD,
U/ TIpHYeM cyOBEKT CTpaJaeT OT WM HOJBEpraeTcs PUCKY CTpajlaHds OT CHHIPOMOB
OTMEHBI BBEJEHUS ONMMHOMAOB. Takoil crocod JeTokcukanuu Oyaer BKIIOYATH MO MEHBIIEH
Mepe OJHO BBEJEHUE IIpeJUIeCTBEHHUKA IIperapara I0 HacTosAlleMy H300pereHuio. B
KayeCTBe TAKOr'o Ipernapara MOXeT BBICTYINATh JIOOOH Takoil mpemnapar, KOTOPBIH OIHCaH B
JIaHHOM JIOKYMEHTE U KOTOPbIH OYeBUJIEH U3 JIAHHOTO ONMCAHUS.

B 1ononHATeNbHOM acliekTe B HACTOSINEM H300peTeHUH, ClIe[0BATENbHO, IIPEIIOKEH
CHoco0 IpoBeJNEHUs TOANECPKUBAIOIUIETO JIEUEHHS! MIICKONUTAIOUIErO (IIPeINOYTHTENLHO,
YeJI0OBeKa), IpUYeM y CyObeKTa UMEEeTCs WIIH UMeNach OITMOUIHAS 3aBUCHMOCTD, IPUBBIKAHHE
MJIH CKJIOHHOCTh W/WIIH HMpUYeM CyOBEKT cTpalaeT OT UJIM MOJ(BEPraeTCcsl PUCKY CTpafaHus OT
CHH/IPOMOB OTMEHBI BBEJIEHUS ONIMOUI0B. Takol criocob noaaep)KHBaroIero JIeYeHus 6yaer
BKJIOYATh 10 MEHbLIEH Mepe OJHO WM yallle MHOTOKpaTHbIE BBEJIEHHUS IpelleCTBEHHUKA
Ipernapara I0 HacTosleMy H300peTeHH1o. B kauecTBe Takoro rperapara MOKeT BBICTYIIATh
moboi TakoH Nperapar, KOTOPBIH ONMMCaH B JIAHHOM JIOKYMEHTE M KOTOPBIA OYEBMJIEH U3
JAHHOTO onucaHus. Takue BBeJA€HUS! MOTYT OCYIIECTBIISATHCS, HAIIPUMED, OJIHH pa3 B HELEJIO,
OJIMH pa3 KaXIble JBe HeJleNu (pa3 B JBe Hejle/IH) UITH OJIMH pa3 B MeCHIL.

B aHajlorHYHOM aclieKTe B HACTOsIIEM H306peTeHUH TIpeUToKEH CIOco0 IIpOBe IEHHS
HOLAEPKUBAIOLIEH TepallMd ONMOU[AMH, BKIIOYAIOLIUH 1O MEHBIIIeH Mepe IIECTh BBEICHUN
(nanpumep, 6-120 BBejieHU 1) IIpe/IIECTBEHHUKOB TPEapaTos 110 HACTOAIIEMY H300PETCHHIO
C UHTEPBAIOM 2847 CYTOK MeXy KaKIBIM BBEICHUEM.

Hano otMeTuts, 4yTo HU3KO0E cooTHOIIeHHe CMake K CMHH Ha NPOTHKEHUH 28 CYTOK,
obecrieduBaeMoe MpeHapataMy MO HACTOSIEMY H300peTEHHUIO, JIEMOHCTPUPYET, YTO MOXKET
OBITh CO31aH BBICOKOI(QEKTUBHEIN Ipernapar ¢ NpUMeHEeHHeM pa3 B MecsIl [0 HACTOSIIEMY
usobperenuto. llpemnoururensuo, 4robsl cootHomedne Cmakc K CMHH, M3MEPEHHOE IO

KOHLIEHTpalusiM OylipeHophHHA B IJla3Me KpOBH, Ha MPOTsuKeHHH 28 CyTOK Obi1o He Gojiee
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geM 200, npeanoyTHreasHo, He Oosiee yeM 50 M He Gonee yem 10, mpeanoyTHTEIBHO, He
Gonee yeM 5, Oosiee IPeATIOYTHTENBHO, He Ooslee yeM 3 W, HauboJee MPeATIOUYTHTENBHO, He
Ooee yeM 2,8.

B oaHoM KI04eBOM acrekTe H300peTeHHs INpeIeCTBEHHHKH IIperaparoB I10
HACTOAIIEMY H300pPETEHHIO BBOIAT B BHIE IOAKOXHOH HHBEKIHH. Ilo cpaBHEHHIO ¢
CyONHHIBalbHBIMH IIpenapaTtaMH OynpeHopdHHa, HMEIONIHMMHUCS B IIPOJaXe, Iperaparsl 1o
HacTosIeMy H300peTeHHIO 00Ja/aloT OJHUM WK Oonee U3 CIeNYIOIHX MPEeUMyIecTB: 1)
OBICTpOE TepalleBTHYEeCKOe AeHcTBHE (IIPHYeM MaKCHMAaTbHbIe KOHIIEHTPAIIHMH B T1a3Me KPOBH
yCTaHaBJIMBAIOTCSA B Ipejaenax 24 4YacoB IIOCNE BBEACHHS) C TOCIEAYIONHM YCTOWYHBBIM
JUTHTEIbHBIM BBICBOOOXIEHHEM; 2) MEHee BhIpaXeHHOe KoJlebaHue ypoBHeH OyripeHop¢HHa B
I1a3Me KpOBH ¢ T€4eHHEM BpeMeHH (CTaOWIbHbIe YPOBHH B ITa3Me KPOBH, JHOCTHXXHMEBIE B
TEYeHHE [0 MeHbIIell Mepe 7 CYTOK), YTO IIPUBOAHT K OOpa3soBaHHIO OOJBIIHX
TEpaleBTHYECKUX YPOBHEH H BO3MOXXHOMY YMEHBIIEHHIO YTPEHHHX ‘‘TIpUCTpacTHi”; 3)
MEHbINAsA 4acTOTa BBEAECHHS, YTO IIPUBOJUT K YMEHBIIIEHHIO YaCTOThI I10CEILEHHH KIMHUKH H
HEOOXOAMMOCTH B MEIHUHMHCKOM oOCIyXuBaHMH; 4) 3HauuTenpHO OoJiee BBICOKAS
ornomoctynHocTs U 3¢ PeKTHBHOCTS NpH Oosee HU3KUX J03aX, YTO O3HAYaeT MOCTYIUIEHHE B
000poT, B T.4. YJIHYHBIH, MEHBIIIEr0 KOJHYECTBA HAPKOTHYECKHUX BEIIECTB; 5) MEHBIIHH PHCK
HE3aKOHHOTO IIPUMEHEHHS JIeKapCTBEHHBIX CPEJCTB; 6) oblerdeHHas KOppeKLHs A03bI;, 7)
"TOTOBBIH K IPUMEHEHHIO" 103UPOBaHHBIH cocTaB; §) BEICOKOE coepikanue OynpeHopduHa; 9)
Xopollas CHCTeMHas IepeHOCHMOcTh M 10) xopomas MecTHas MEPeHOCHMOCTh B 00JIacTH
BBEJICHHS.

Hacrosimee wn3o0perenne OyneT MONOJHHUTENBHO MPOWLIIOCTPHPOBAHO JAanee Co
CCBUIKOH Ha cienyromue IIpumepsl u npunaraemele GUrypsl, He OrpaHHYHBAIONIHE 00BEM
H300peTeH s, B KOTOPBIX:

Ha ®urype | npousmuiocTpupoBaHO KyMYJISTHBHOE BBICBOOOXKIEHHE METHIEHOBOTO
cuero (MC) u3 geno-npenapara, cogepxxamero PC/GDO/EtOH (45/45/10 macc. %) mipu
HMHBEKLIHH B BOJY, B3ATYIO B H30BITKE.

Ha ®urype 2 DOpowImIOCTPHPOBAHO HeNMHEHHOE  YMEHBIEHHE  BS3KOCTH
npenapara-npeAlieCTBeHHNKa Ipu aobasBneHud N-metwinupponuaona (NMP) u stanona
(EtOH). PC/GDO (50/50 macce. %/macc. %) sBIseTcs NpeaillecCTBEHHHKOM oOparieHHo
rekcaroHansHOH  ¢aszel  HII, u  PC/GDO (40/60 wmacc. %/Macc. %) saBiaseTcs
IpeecTBeHHUKOM obpamieHHoH kybnuueckoil ¢assl 12.

Ha ®urype 3 npowmmtrocTpHpoBaHa CTaOWUIBHOCTH OynpeHOpdHHA B YCIOBHAX

JIOJTOCPOYHBIX HcIbITaHUH crabuiabHOcTH 25°C/60% OB M yCcKOpeHHBIX HCIIBITaHHH
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crabmibHocTH 40°C/75% OB Ilpemapara Al (taxke nassiBaemoro CAM2038-G), kak
onucano B [Ipumepe 11.

Ha ®urype 4 npousuirocTpupoBaHbl IPoGHIIHN IperapaTa B I1a3Me KpoBH Kpbic (N=6)
nocjie noaxkoxnoro sseachud [lpemapara A18 u A3 (Ilpumep 11) B mozax 140 mr/kr u 50 mr/xkr,
COOTBETCTBEHHO.

Ha ®urype 5 npouunocTpHpoBaHbl pEeHTTeHOBCKHE U paKTOrpaMMBI ripenapatos Bl
B ®CB, comepxamux pasusle konudectBa BUP. OOpasibl NPHIOTOBJIEHBI IIPH MAacCOBOM
coorHomeHHH mpenapata Kk ®CB, paBHom 1/9. Ilpu Bo3pactanum Kouueurpaipn BUP
SKMIKOKpHCTaJUIMYeckas cTpykTypa Fd3m He u3MeHsiace.

Ha ®durype 6 nporuoCTpHpOBaHbl PpEHTT€HOBCKUE AU paKTOrpaMMEI riperiapara BJ,
cozepxarero 35 macc. % BUP, B 3aBucuMocTH 0T Temriepatypbl. OOpaser NpuroToBiieH IIpH
MacCOBOM cOOTHOUIEHHH Ipenapara K @Cb, pasnom 1/9. Ilpu Bozpacranuu teMreparypsl ot
25 no 42 °C xuakokpuctauindeckas ctpykrypa Fd3m ne usMensiiacs.

Ha ®urype 7 npowmmwmoctpupoBaHa KoHueHtpamus BUP B mnasme KpoBH mnoclie
BBEJICHHS NIPEAUIECTBEHHUKOB JCTIO-TIPeNapaToB, COAEpKALINX UK (MapKephl ¢ 3aATHBKOH )
u PLGA (Mapkepp! 0e3 3aJMBKH) 10 HAcTOSUIEMY H300pETEHHIO IPH pa3IHYHbIX
KOHIICHTPAIUSIX.

Ha ®urype 8 npomimocTpupoBaHO CpaBHeHHE BBICBOOOXKAEHHUS OymnpeHopdHHa B
FOTOBBIX K IIPHMEHEHHIO IOJUMEPHBIX KoMIto3unuax [Ipumepa 17 (Mapkepsl ¢ 3aUBKOH) C
npeabtynmMy koMrnosunusamMu PCT/GB2011/051057 (Mapkepsbi Ge3 3a1MBKH).

Ha ®urype 9 npomumrocTpupoBaHO cpaBHeHHe BBICBOOOXAEHHUS OynpeHOpdHHA B
FOTOBBIX K IPHMEHEHHIO JIMIMAHBIX KoMIo3umusax [Ipumepa 17 (Mapkepbl ¢ 3ajiMBKOH) C
npensaymMy kommosuusamu PCT/GB2011/051057 (Mapkepst 6e3 3aiHBKH ).

@urypa 10 WIUIFOCTPHPYET KOHIIEHTPALUIO B I1a3Me KPOBH, IIPH KOTOPOH TpedoBasics
npreM OynpeHopdHHa 11 3KCTPEHHOTO CHATHS CUMITOMOB I10CJIE BBEICHHS ACO-TIpenaparta
M KOTOpad HaHeceHa Ha rpaHK B 3aBHCHMOCTH OT HpeIbiaylledl  exXeIHeBHON

nozmepxananmeﬁ J03BI, BBOJHUMOH Cy6’beKTy J0 IIepeBoJa Ha BBCACHUC OCHO-IIpeliapara.

Ilpumepsr:

IIpumep 1

JOCTYIIHOCTBL Pa3IHYHBIX KHAKOKpPHCTa/LIHYecknux ¢a3 B jeno-npenapare B
3aBHCHMOCTH OT KOMIIO3HIIHH.

Jlis HIUTIOCTpalMK TOTO, YTO MOXHO IOJIYYHTh pa3jIndHbIE XUAKOKPHCTAUTHYECCKHE

(1)83]:1 [I0CJI€ YPaBHOBCUIMBAHWUA [PEAIICCTBCHHUKA JCIOo-lpenapara H30BITKOM BO/IbI,
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rOTOBWJIM UHBEKIIHOHHBIC (OPMBI, CoepKalllde pa3Hble COOTHOUEHUs ¢GochaTHAUIXOIHHA
("PC" - Drukypon 200) u rnuuepunauosieara (GDO) u ¢ EtOH B kauectBe pacTBOpHTEIIS.

CootBercrByromue konudecrsa PC u EtOH B3BemMBaiM B CTEKJISHHBIX cOCydax, U
CMech MOMEIIand Ha wielikep 10 monHoro pactBopeHus PC ¢ oOpa3oBaHHeM HpO3pavHOro
XHUIKoro pactBopa. 3ateM nobasisuiu GDO no dopMUpoBaHHs HHBEKIIMOHHOIO FTOMOTEHHOTO
pacTBopa.

Kaxaplii npemnapar BBOAWIM B COCYA U YPaBHOBELIHMBAJIH U30BITKOM Bogbl. PasoBoe
IIOBEICHHE OLECHUBAIM BH3YAJILHO M MEXIY CKPELIICHHBIMH moispuzaropamu npu 25°C.
Pesynbrare npuBeaeHs! B Tadnume 1.

TABJIMILIA 1. ®azooe noBenenue penaparos PC/GDO.

[Ipenapar PC (macc. %) | GDO EtOH ®aza B H,0
(Macc. %) (macc. %)

A 22,5 67,5 10,0 L,

B 28,8 61,2 10,0 L

C 45,0 45,0 10,0 Hy

D 63,0 27,0 10,0 Hy/Le

L, = obpanennas MmumeusapHas dasa

I, = obpaniennas Kyoudeckas )uIKOKpUCTA/UIHYecKas daza

H); = o6panennas rexcaroHajibHas XHIKOKpUCTa/uTHdecKas dasza

L, = namesusipHas daza

IIpumep 2

BricB060X/1eHHE BOJOPACTBOPHMOIO BelllecTBA in vitro.

BonopacTBOpUMBIH  KpacuTeNlb, MeTHIeHOBbIH cuHMid (MC), nucneprapoBajid B
npenapare C (cMm. [lpumep 1) 10 momydeHus KoHmeHTpauuu npenapara 11 mr/r. Koraa
Beogmnd 0,5 r upemapara B 100 Mi Boawl, QopMmupoBasack Trycrad oOpameHHas
rexcarodanbHas ¢gasza Hy. Onruaeckyio miorHocts MC, BeicBoOOX1aeMOro B BOAHYIO (asy,
perucTpypoBaiii pd 664 HM B Teyenue 10 cyrox. M3yueHue BEICBOOOXKICHHS IPOBOIUIH B
xonbe Dprenmeiiepa npu 37°C ¥ ¢ HHU3KOH CKOPOCTBIO HEpeMEUIMBaHHA Ha MarHUTHOH
MelIajke.

[Ipopuns BeicBoGOkaeHHs MC (cM. Qurypy 1) U3 rexcaroHajbHOH (asbl
CBUICTEILCTBYET O TOM, YTO 3TOT (M aHAJIOIMYHBIE) IIPENapathl ABJIAIOTCS EPCIICKTUBHBIMU
neno-cucreMaMd. KpoMe Toro, maHHbId mpernapar, I0-BUIHMOMY, AaeT c1a0blii HayalbHBIA

B3PBIB, H HpO(l)HHI) BBICBOOOXKICHUS CBHICTCIILCTBYCT O TOM, YTO JAaHHOE BCIICCTBO MOXKCT
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BBICBOOOXIATHCA B TEYEHHE HECKOJBKHX HeNelNb; TOJbKO 0Kojio 50% MC BricBOOOXIaeTCs
4yepes 10 cyTok.

IIpamep 3

Bsmskocrs B PC/GDO (5:5) niim PC/GDO (4:6) npu n106aBjiennn pacTBopHTeIs
(EtOH, PG u NMP).

CMmece PC/GDO/EtOH ¢ npubnusutensho 25 % EtOH rotoBunu mo crocoOy,
npuseneHHomy B Ilpumepe 1. Becy unu noutu Becys EtOH ypansnm u3 cMecu ¢ IOMOIIBIO
poTtauuoHHOoro ucnaputens (Bakyym, 40°C B Teuenue 1 waca ¢ nocneayromuMu 50°C B
TEYEHHE 2 YacoB), U IMONYYEHHYIO B pe3y/bTaTe CMECh B3BEIIHBAJIH B CTEKJISIHHOM COCY/E,
riocie yero podasnsnu 1, 3, 5, 10 unu 20% pacteoputens (EtOH, nponunenrnukons (PG) unu
N-metunmupponugon (NMP)). OOpa3upl ocTaBlisuld  ypaBHOBEIIMBATbCS B TEUEHHE
HECKOJBKHX CYTOK J0 H3MEpEHHs BS3KOCTH ¢ mnomolipio peoMmerpa CarriMed CSL 100,
OCHAIIIEHHOTO CUCTeMOM JI/1s1 aBTOMaTHYeCKOH YCTAaHOBKH 3a30pa.

DTOT NpPUMEDP SCHO HLTIOCTPUPYET HEOOXOAUMOCTH IPHUCYTCTBHSI PacTBOPUTEIN B
cllydae ONpeeleHHBIX MPeJUIeCTBEHHUKOB JeNo-IIpernapaToB NI TOro, 4ToObl IOTYYHTH
BBOAUMEBI mnpenapar (cM. Qurypy 2). Bsskocte cmeceit PC/GDO, He copepxxamimnx
pacTBopHTeNb, Bo3pacTaeT ¢ yBenuueHHeM Joiu PC. Cuctembl ¢ HH3KHM COOTHOLUEHHEM
PC/GDO (6onpmie GDO) saBRsOTCS HHBEKIIMOHHBIMU MpH Oojiee HU3KOH KOHLEHTpalLHUH
pacTBOpHUTE.

IIpumep 4

[IpuroroBjieHne KoMmo3unmMii  NpeAlecCTBEHHHUKOB  /eNO-NpenapaTtoB ¢
NpAMeHeHHeM pa3/InYHbIX pacTBOpPHTEJIEH.

B 3aBHCHMOCTH OT cOCTaBa IIpenapara, a TakXke IPUPObl U KOHIEHTPAllUH aKTHBHOT'O
BeIIeCTBA NPEANOYTUTENLHO IPUMEHSTH Olpe/ieSIeHHble PaCTBOPUTEIH.

Ipenapare! npeaniecTBeHHUKa Aeno-mpenapara (PC/GDO/pactBoputens (36/54/10))
TOTOBHJIM ¢ IIPUMEHEHHEM pa3nuuHbIx pactoputeneil; NMP, PG, PEG400, rmunepun/EtOH
(90/10) o croco6y u3 Ilpumepa 1. Bece KOMIIO3MIIMHM IIpelIecTBEHHHKA Jero-IIperapara
IpecTaBisin  coOoif roMoreHHnle oJHO(Aa3Hble pacTBOPHl €  BSI3KOCTBIO, KOTOpas
obecrieynBasia BO3MOXKHOCTh HHBEKIUH yepes mipull (23G - T.e. uria 23-ro kanudpa; 0,6 MM
X 30 mM). ITocne UHBEKIIMU TpEIIIECTBEHHUKOB IIpelapaToB B BOJY, B3ATYIO B M30BITKE, B
cnydae IpelllecTBEHHHKOB, coaepxamux NMP u PG, Obictpo  dopmuposaiace
KUJKOKpHUCcTamndeckas ¢as3a B popme BHICOKOBSI3KOI0o MOHOJIUTA. JKHIKOKpHCTaIIINYECKas
daza umena obpamennyo Kybudeckyro munemsipuyio (Ip) crpykrypy. B cnyuae PEG400,

rmuuepuHa/EtOH  (90/10)  npouecc  yBenHYeHHS  BSI3KOCTH/OTBEPXKIEHHS  IIPOXO/IHII
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3HAYUTENIEHO MEJIJIEHHEE, H IIEPBOHAYAIBHO XKHUAKHH ITPeAIIeCTBE HHIUK TPAaHC(HOPMUPOBAICS B
MATKHH, 10 HEKOTOpPOH CTeNeHU KieHKHH obpaseu. Paznnume BO BHENIHEM BHjE, HaBEpHOE,
orpaxaeT 6osnee MeaneHHoe pactBopeHue PEG400 u rnuueprna B u36biTKe BOAHOM (a3bl 110
cpaBHeHHI0 ¢ pactBopeHueM EtOH, NMP u PG.

IIpumep 5

YcroliunBocTL MOBeeHHs NMpenapaTa B 3aBHCHMOCTH OT H3MEHEHHMH K.jacca
BCHOMOIaTe/JIbHOr0 BellecTBa.

IpenuiecTBEHHHKH JelIO-1IpeNapaToB I'OTOBHIM C npuMeHeHHeM GDO HecKOoNbKUX
pasHBIX KiaccoB (rocrtapisgrores Danisco, Jlanus), Tabnuna 2, ¢ upuMeHeHueM crocoba u3
Ilpumepa 1. TTomydyeHHble B KOHEUHOM HTOre JEHO-IIPEIIIECTBEHHUKH coepxanu 36 mac. %
PC, 54 mac. % GDO u 10 mac. % EtOH. BHeuHuit B npeaniecTBEHHHKOB JIENO-IIPENapaToB
He 3aBHCENl OT U3MEHEHHUS HCIIOJIb30BAHHOIO KJIACCa BCIIOMOTraTeIbHOIO BEIIECTBA, H I10CIIE
KOHTAKTa ¢ H30BITKOM BOJbl (POPMHPOBAJICS MOHOJHUT C IOBEJEHHEM, XapaKTEPHBIM IS
oOparieHHOH MULeUIAIpHO# KyOuueckol ¢assl (cTpykTypa bp).

TABJIMLIA 2. Uccnenyemsrit knace GDO.

Knacc GDO | Monornuuepua Jurnunepun Tpurnuuepun (Mac. %)
(Mac. %) (mac. %)

A 10,9 87,5 1,6

B 4,8 93,6 1,6

C 1,0 97,3 1,7

D 10,1 80,8 10,1

E 2,9 88,9 8.2

F 0,9 89,0 10,1

IIpumep 6

Paspymienne jeno-npenapara B OpraHu3Me KpbIChbl.

Kpeice BBoaunu pasznuyHele obveMbl (1, 2, 6 MIJ/Kr) IpeaniecTBEHHHUKA
neno-npenapara (36 mac. % PC, 54 mac. % GDO u 10 mac. % EtOH) u cHoBa npekpamain
BBEJIEHHE YEPE3 IIPOMEXKYTOK BpeMeHH 14 cyToK. Bpi1o oGHapykeHo, YTO 110 HCTEUEHHH YTOr0
BPEMEHH y KPbICHI IIOJJKO’KHO BCE €lll¢ IIPUCYTCTBOBAJIU 3HAYMTEIbHbIE KOJMYECTBA JaHHbIX
1peraparon, cM. Tabnuny 3.

TABJIMLIA 3. Cpensuii nuamMeTp 1€1o-MOHOJUTA.

Hosa (Mi/kr) | CpenHuii tuamerp Ha 3-u cytku | Cpenuuit auameTp Ha 14-¢
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(MM) CYTKH (MM)
1 (n=3) 15,8 12,5
2 (n=3) 18,5 15,3
6 (n=3) 233 19,3
IIpumep 7

Kommnosuuuu, cogepxamue PC u roxodepo.

Ilpenapatel Npe/IECTBEHHUKOB JICTIO-IIPENapaToB TOTOBHIM C IIPUMEHEHUEM
HECKOJIBKUX pa3HbIX Komnosuuuii PC/a-Tokodepona c mpumenenuem criocoba u3 [Ipumepa 1
(PC crauana pacTBOpsaM B COOTBETCTBYIOIEM KonudectBe EtOH u 3ateM poGapnanu
o.-ToKO(epoIT JI0 TOJTyYeHUs IIPO3PAYHBIX TOMOTEHHBIX PACTBOPOB).

Kaxnplil npenapaT BBOAMIM B cOCYJl U YPaBHOBELIMBATH U30BITKOM BOjbL. PazoBoe
IIOBEJCHHE OUCHUBAIM BHU3YaJIbHO M MEXJy CKpPEUIEHHBIMH TolisspusatopaMu mnpu 25°C.
PesynpraTel npuseaens! B Tabnuie 4.

TABJIMLA 4. ®a3oBoe nmoBejieHHEe Mpenaparos, cojepxkaimux PC/a-Tokodepoi.

o-ToKOGepo PC Jra”on @aza B HU30BITOYHOM
obreme H,O
225r 2,25r 0,5t Hy
2,7r 1,81 0,5r Hy/T,
3,151 1,35 0,5r L
36r 09r 0,5r I/L,
IIpumep 8

BricBoboxkxeHne in vitro BojopacTBopuMoro JHHATpHs ¢JiyopecuedHa.

BonopactBopuMblii  kpacutenb, auHatpus ¢uryopecueun (Fluo), pactBopsid B
npenapare, cojepxameM PC/o-tokodepon/stanon (27/63/10 macc. %) 10 mojydeHHs
koHUeHTpauuu 5 Mmr Fluo/r npenapara. Korpa BBogunu 0,1 r nanHoro npemapara B 2 Ml
¢ocharno-conesoro dydepa (PCBH), dopmupoBanack obpamennas muueuiapHas (1) dasa.
Onruyeckyro mIoTHocTs Fluo, BEICBOOOXKIaeMOro B BOJIHYIO a3y, perucTprpoBany npu 490
HM B TeyeHHe 3 cyrok. M3zydeHue BBICBOOOXKJIEHHS IPOBOJMIN B 3 MJI COCYJE, 3aKPhITOM
ATIOMHHHUEBBIM, ITOJIHOCTBIO OTphIBaeMbIM kosmaukoM, npu 37°C. Cocyn momemany Ha

BCTPAXUBAEMYIO MOJICTABKY Tpu 150 06/MuH.
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BricBoboxnenue Fluo u3 npenapara, conepxartiero PC/a-rokodepon (cm. Tabmuwy 5),
CBHUJICTCIIBCTBYET O TOM, YTO 3TOT (M aHAJOTHUHBIC) MperapaThl BJISIOTCS [EPCHEKTUBHBIMA
neno-cucremamu. Kpome Toro, 3aciy’kuBaeT BHUMAHHUS OTCYTCTBHME B3PBIBHOIO d(dexTa, u
BBICBOOOJK/IEHHE CBHMJCTEJIBECTBYET O TOM, UTO JAHHOE BEIIECTBO MOYKET BEICBOOOKIATHCS B
TEYCHHE OT HECKOJBKMX Helellb N0 HEeCKOJBKHX MecsleB, Toybko okoyio 0.4% Fluo
BBICBOOOXKIaeTCs uepes 3 JHs.

TABJIMIIA 5. BeicBoOoxaenue in vitro auHatpus ¢uiyopeclicnHa M3 KOMIIO3HLIMH,

conepxauiedt PC/a-Tokodepor.

| TIpenapar % BbIcBOGOX nenus (37° C)
24 yaca 72 qaca
PC/a-tokopepon/EtOH: | <0,1* 0,43
27/63/10 Macc. %

* BeicBoOOMIeHHE HHMXKE [TpeJiesia O0HApYKEeHHUs JUIsk aHaIn3a OITHYECKOH [UIOTHOCTH

IIpamep 9

PacrBopumocTh OynpeHopjnHa B  mpenmaparax  NOpelllecTBEHHHKOB
Jieno-Nnpenaparos.

PacTBopumocTh OylipeHOpdHHA B IpelIlIeCTBEHHHKAX [IPEapaToB ONpeessin 10
CIEAYOIEMY IPOTOKOJNY: K IIpEeJUIECTBEHHMKAM IIpernapaToB J00aBisiiii B H30BITKE
OGynpenoppuH, 1 o6pa3Lbl YpaBHOBEIIMBAIK MYTEM MEPEMEIIMBAHMs C IIEPEBOPAaYMBAHHEM
ITpH KOMHATHO# TeMIIepaType B TEUEHME YETBIPEX CyTOK. M30BITOK Oynpenopbuna yaaisiu
nyTem QUIBTPALMHU, U €r0 KOHLEHTPAUHMIO B MPEAIICCTBEH HHKAX [IPENapaToB ONpeNeisii ¢
momomplo  BOJKX. [IlpenmrecTBeHHMKM InpenaparoB B TaOiMlle, I[PUBEACHHON HIKE,
pa3IMyaroTcst M0 JOMOJHHTEIRHOMY pacTBopuTeno (3Tanon (EtOH), OeH3uioBbI crupT
(BzOH), nonmustunenrmukons 400 (PEG400), 6ensunbensoar (BzB) u aumeruicyibpokcu
(DMSO)).

TABJIMIIA 6. PactBopuMocTh OynpeHopduna B pazIMYHBIX [peALIeCTBEHHUKAX

IIperaparos.

O6pasen | Komrnosuuus npenliecTBeH HUKa Mpenapara PactBopumocTs

SPC /| GDO /| EtOH /| Jlononuurenpupiii | Oynpenoppuna  /
Macc. | Mmacc. Macc. % | pacTBOpHUTEIb /| Macc. %
Yo % Mmacc. %

1 47,5 47,5 5 - 10,4
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2 45 45 5 EtOH /5 10,3

3 45 45 5 BzOH /5 9,9

4 45 45 5 PEG400 /5 10,8

5 45 45 5 BzB /5 11,2

6 45 45 5 DMSO /5 15,2
Ilpumep 10

IloBenenne in vitro npeamecTBeHHHKOB ieNO-Npenaparos oynpeHopguHa.

ITocne BBemenwst B Boay wiu ¢usnonorudeckuit pactsop (0,9% NaCl), B3sthie B
u30bITKE, HOpMUpPOBaach XUIKOKpUCTaUIHYeckas (a3a B popMe BBICOKOBSI3KOI'0 MOHOJIUTA B
cllydyae BCEX MpeIIeCTBEHHUKOB IIpernaparoB, omnucaHHbIX B [lpumepe 14. B menowm,
TpaHchopMalluss  IPOMCXOJMJIA  HECKOJIBKO  MeJUIeHHee B Cly4ae  NpPUMEHEHHUs
JIOTIOJTHUTEJIBHOTO  pacTBOpHTeENA, Torla kKak OympeHOp(HH, KaK 0Kazajloch, HE OKa3bIBaJl
CWJILHOTO BJIMSIHUS Ha 00pa3oBaHie MOHOJIUTA.

Ilpamep 11

I'oToBBIE K BBeIEHHIO JTHITHAHBIE NpenapaTsl

Ilpenapatel, ykazanHble B TaOmune 7, mNOpuBENEeHHON HIDKe, CcoIepXKaliue
OynpeHopduH, JUOUABI U PAcTBOpPUTENb, OBUIM  TMOJy4EHBl [MyTeM J0OaBJIeHHS
COOTBETCTBYIOIIETO KOMIIOHEHTa B TpeOyeMBbIX COOTHOHNICHHUSIX B CTepUJIbHBIE CTEKJISIHHBIE
COCYIBI IUIS WHBEKIHH, IMociie 4ero 3akphbIBaJIM CTEPHJIBHBIMH PE3WHOBBIMH TPOOKaMHU U
ATIOMUHUEBBIMH OOXXHMHBIMH KpblIKaMmH. [lepememmnBanue mpemnapaToB (Macca oOpasioB
5-10 1) ocyniecTBIISIM IyTEM IOMENIEHUS COCYIOB Ha POTAlIMOHHBIN HIelikep P KOMHATHOM
TemrepaType 10 [0Jy4eHUs] XKUIKHX TOMOTeHHBIX ITpenaparoB. [IpenapaTsl B KOHEYHOM UTOTE
cTepui3oBaiy ¢uisTpanueit yepes 0,22 mxm PVDF memGpannble GUILTPHI C TPUMEHEHHEM
JlaBJIeHHsl a30Ta oKoJIo 2,5 Oap.

B kawectBe yumnunoB npumensu Lipoid S100 (SPC) ot Lipoid, I'epmanus u Rylo
DG19 Pharma (GDO) ot Danisco, Jlanus.

TABJIMIIA 7. T'oToBble K BBENEHHIO JIMIMJHBICE KOMIIO3HIMH OympeHopduHa

(macc. %).

HazsBanue BUP SPC GDO FtOH NMP

npemnapara

Al 5,29 42,36 42,36 10,00 -
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A2 7,93 41,04 41,04 10,00 -
A3 5,29 44,10 44,10 6,50 -
A4 7,81 43,60 43,60 5,00 -
AS 7,93 49,25 32,83 10,00 -
A6 7,93 32,83 49,25 10,00 -
A7 7,93 38,54 38,54 15,00 -
A8 7,93 36,04 36,04 20,00 -
A9 5,29 33,88 50,83 10,00 -
Al0 5,29 46.59 38.12 10,00 -
All 5,29 50,83 33,88 10,00 -
Al2 0,53 44,74 44,74 10,00 -
Al3 1,06 44,47 44,47 10,00 -
Al4 2,11 43,94 43,94 10,00 -
AlS 15,0 37,5 37,5 - 10,0
Al6 15,0 32,5 32,5 - 20,0
Al7 35,0 17,5 17,5 - 30,0
Al8 35,0 14,0 21,0 - 30,0
Al9 15,0 35,0 35,0 - 15,0
A20 15,0 30,0 30,0 - 25,0
A21 30,0 25,0 25,0 - 20,0
A22 40,0 12,0 18,0 - 30,0
A23 30,0 16,0 24,0 - 30,0
A24 25,0 22,0 33,0 - 30,0
A25 15,0 32,5 32,5 5,0 15,0

Ilpamep 12

I'oToBBI€ K BBeIEHHIO [IOJIHMePHBIE HPeNapaThl.

[Iperapatel, ykazaHHbIC Tabsmue IIPUBEJICHHON

OynpeHopdUH, TMOIMMEP MU  pacTBOpUTENb, OBUIH  IOJIYyYEHBI

HHUXE, CcoacpxKaliue

nytem  J100aBJICHHUS

COOTBCTCTBYHOHICTO KOMIIOHCHTA B Tp€6y€MbIX COOTHOIICHUAX B CTCpPI.HBHin;I CTCKJISHHBIA

COCYZL Ui HWHBEKLHH,

Hocje 49ero 3akphlBaIM CTCPHJIBHOH PpE3HMHOBOM HpOOKOH H

AFOMHHHEBOH 00XHMHOM Kpbilkoi. [Tepemeinnpanue nmpenaparos (Macca o6pasios 5-10 1)

HPOBOJMIIH ITyTeM [IOMEILEHHS COCYAOB Ha pOTAUMOHHBIH MIEHKEp IIpH KOMHATHOH
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TeMIlepaType A0 M0JIy4eHHs )KUAKHX FOMOreHHbIX IpernapatoB. [lpenaparsl B KOHEYHOM HTOr'e
crepunu3oBain Gpuabrpanueit yepes 0,22 mxm PVDF meMOpanHble QUABTPEI C IPUMEHECHHEM
JIaBJICHHs a30Ta okoJio 2,5 6ap.

B  kauectBe nonumepa  npumensid  PLGA  (run nmosnumepa  50/50
Cononumep(DL-MOJIO4HOIM M TJHKONIEBOH KHCIOT) ¢ XapakTepHcTHuecKol Bsskocthio 0,59
u1/r) ot Birmingham Polymers Inc., USA.

TABJIMIIAS. T'oToBble K BBEINEHHUIO IOJIMMEPHBIC KOMIIO3UIMH OynpeHopduHa

(macc. %).

Haspanue BUP PLGA NMP
npenapara

Bl 15,0 21,25 63,75
B2 20,0 20,00 60,00
B3 25,0 18,75 56,25
B4 32,5 16,9 50,6
BS5 35,0 16,2 48.8
B6 40,0 15,0 45,0

IIpumep 13

Ilpenapatsl, copepKalie BoAy H coin Gynpenoppuna.

ITpenaparbl, yka3anuble B Tabiune 9, nNpHBEICHHOW HIXKE, CcOAepXKailve
6yIpeHopdHH, IUIHALI U PacTBOPUTENb, OBUIM IIOJy4YeHHl, Kak onucaHo B Ilpumepe 16,
IpHBeeHHOM Bhlmie. st ToJTydeHHs IIpenaparoB, COACpKailuX BOAY, CHadasa pacTBOPs/IH
no6asku cossinoii kuciaotsl (HCI) v numonHo# kucnotel (CA) B BofHOH ase ¢ HoCieyonM
no6aBiieHHeM K 1pyrumM komnoneHTam. CooteTcTBytomue GopMsl cosieit OyrnpeHopduna (r.e.
rHAPOXJIOPU/IbI, IUTPATHL, OEH30aTHI U 11aMOAThl) [10J1y4atoT B IIperaparax 1nocjie cMeMBanHs
BCEX KOMIIOHEHTOB.

B kauectse iununos npumensim Lipoid S100 (SPC) or Lipoid, I'epmanus, u Rylo
DG19 Pharma (GDO) ot Danisco, Jlanus. B xagectBe ab0pesuaryp i 6€H30HHOH KHCIIOTBI
¥ 11aMoBol (MJ1M 5MOOHOBOI) KHCIOTH BeICTynaoT Bz u PAM, cooTBeTCTBEHHO.

TABJIMLIA 9. ToroBble K BBEACHUIO JIMIIHAHBIE KOMIIO3HIMM OynpeHopduHa,

cofepxamue Boay U coii 6ynpeHopduna (Macc. %).

Hazpanue BUP SPC GDO EtOH NM HCI WFI CA Bz PAM
npenapara P (BOAH.
p-p)
pH 0,52




10

15

20

49

Cl 2,11 33,95 33,95 15,00 - 15,00 - - - -
C2 5,29 31,86 31,86 15,00 - - 15,00 1,00 - -
C3 1,06 33,97 33,97 15,00 - - 15,00 1,00 - -
C4 2,11 32,95 32,95 15,00 - - 15,00 2,00 - -
Cs 2,11 33,75 33,75 15,00 - - 15,00 0,40 - -
Cé 2,11 38,75 38,75 10,00 - - 10,00 0,40 - -
C7 5,29 41,10 41,10 10,00 - - - - 2,60 -
C8 5,29 35,16 35,16 5,00 15,0 - - - - 4,39
0
C9 5,29 35,71 35,71 5,00 15,0 - - - - 3,29
0
C10 5,29 36,26 36,26 5,00 15,0 - - - - 2,19
0
Cl1 1,06 34,47 34,47 15,00 - - 15,00 - - -
Cl2 2,11 33,95 33,95 15,00 - - 15,00 - - -
Cl3 1,06 39,47 39,47 10,00 - - 10,00 - - -
IMpumep 14

HamnoJiHeHHe NpeIBAPHTEIbHO HATIOJTHEHHBIX IINPHIOB JIHITH/IHBIM NpenapaTom
Ha ocHoBe OynpeHopduHa.

IIpenapat Al, B nanbHeinieM HasbiBaemblit CAM2038, rotosunu cornacto Ilpumepy
11, npuseaeHHoMy Bblme, npu 00béMe maptuu 100 mu. IlpemapatoM HamoiHsnix 1 mi
(IUIMHHBIE) ITpeIBapUTEIbHO HAONHEHHbIe MIPHIL (1,0 M1 JUTHHHBIE, CTEKIISIHHbIE IIIPHILBI
Gerresheimer ¢ HechEMHON TOHKOCTEHHON HIJIOH KanmuOpa 25G AMHHOH 16 MM, MOKpPBITBIC
CHJIMKOHOBBIM MaciioM, Homep mnaprtum: 1000102210), u coOupanu OrpaHH4YHTeNH XoJa
nopmas (West 2340 4432/50/GRAU B240 Westar® RS, nomep nota: 1112020528) u mrroku
nopuiHs (M VIMHHBIE MITOKH TopiuHs st 1 i mpuna Gerresheimer 55103, nomep usenus:
551030001).

IMpumep 15

Konrpoauposanue ¢papMaKOKHHETHYECKOro npoguis 3a cuer KOMIO3HIHH.

Iperapatel A3 u A18 (cm. Ilpumep 11) BBoaMIH MOAKOXKHO KpbicaM B 103ax 50 u 140
MI/KT, cooTBeTcTBeHHO (N = 6 Ha rpyIty). O6pa3siibl KpOBH COOHpAIH BIUIOTE 10 21 A5 nocsie
BBeJeHUA. KOHLIEHTpallnK B ILIa3Me ONpelesIsIi, KaK OIIMCaHO HHXKe, a COOTBETCTBYIOIIHE
(apMaKOKHHETHYECKHE POGMIH IPOHUIOCTpHpoBansl Ha durype 4. Kak MOXKHO BHIET,
Torna kak npu npumeHeHHH Ilpemapata A3 TpeOyeTcs KOPOTKHH IEpPHOJ BPEMEHH J0O

noctwkennss Cmakc (oxono 24 9acoB), a 3areM IIPOUCXOAUT CTaOMIIBHOE MEMICHHOe
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CHIDKEHHE YPOBHEH B TUIa3Me KpoBH, npu npuMeHeHHH [Ipemapata A18 Tpebyerca Oonee
NPOJOIDKHTENILHBIA TIEpHOJl BpeMeHH a0 nocTikeHHs CMakc (okoso 8 cyTok), a 3ateMm
NPOUCXOJUT Me/UICHHOE CHIDKEHHE YpOBHEH B IlazMe KpoBH. Taroke ciielyeT OTMETHTD, 4TO,
HECMOTPs Ha BBICOKYIO KOHIEHTpanHuio 6ynpeHopduna 35 macc. % B [Ipenapate A18 u 6onee
BBICOKYIO BBEJICHHYIO JI03Y, YPOBHH B [Ia3Me KPOBH B TEUEHHE TIEPBBIX CYTOK ABJIAIOTCA OoJiee
HHU3KHMH 110 cpaBHeHHIo ¢ [IpenapaTtom A3.

[TpoTokout:

IIpemapar A3/Al8 BBOmMIIM TOAKOXHO KpbicaM B jpgo3ax 50 u 140 wmr/kr,
COOTBETCTBEHHO, M 06pa3ibl KpOBH MOJIydalid O BBeleHHUs, | yac, 6 gacos, 1 CyTku, 2 nH4, 5
CYTOK, 8 cyToK ¥ 14 cyTOK mociie BBeieHUs.. B 0T/1ei1bHOI rpynIie BBOAWIIN BHYTpUBEHHO (0,45
mr/kr, N = 6) Temgesic (Boaubplii BBOAMMBIH pacTBOp OynpeHopduHa THIAPOXJIOpHIA C
SKBHBAJICHTHOH KOHIICHTpanueil ocHoBauust 6ympenopduna 0,30 Mr/mi), H o6pasisl KpoBU
TTOJIYYaH JI0 BBEACHHA, Yepe3 | MunyTy, 5 MUHYT, 10 MHHYT, 30 MUHYT, 60 MuHyT, 3 yaca, 6
vacoB U 24 yaca. KoHlleHTpalyy B ruiazme ONpeIessUIa ¢ TOMOLIBI0 KOMMEPYECKOro Habopa
ELISA, npucnocobieHHoro s aHaau3a OynpeHopdguHa B IUla3Me KpPOBH  KpBhIC.
PaccuuTbiBany 1wiomans noja kpupoil (AUC) uis COOTBETCTBYIOMUX Ipynn ¢ oO6paboTkoi, u
aBCOJIIOTHYI0 GHOJOCTYIIHOCTh paccuuThlBaId myTeM cpaBHeHus AUC, mosydeHHOH JUid
Ipynmsl ¢ MOAKOXHBIM BBejeHueM [lIpemapara A3, ¢ AUC, mosy4eHHOH AN rpynmsel
BHYTpHBECHHBIM BBejieHneM Temgesic. Pe3ysibTarsl BEIABHJIM OYEHb BBICOKYIO A0COIIOTHYIO
OHOIOCTYNHOCTH I BCEX NIPENapaToB.

IIpumep 16

CTpYKTYpY JIMITH/IHON >KHAKOKPUCTAIUTHYECKOH (ha3bl IHAPaTHPOBAHHBIX MPENApaTos,
CoJepKallMX BBICOKYIO KOHIeHTpamuio OymnpeHopduHa, u3ydaqiu C HMPHMECHEHHEM
cuuxpotpoHa SAXD. JludpakrorpaMmsl perHcTpHpOBANM Ha kaHaie usiydeHus [9-11-4
SAXS (MAX-lab, Lund University). B naHHOM HcclenoBaHul cCHHXpOTPoH SAXS NpUMeHeH
JUIL U3yYeHHs BIMAHHA KoHuentpauud BUP Ha crpykTypy xmakokpuctamdeckoi (LC)
dassl 11a 40/60 SPC/GDO u 70/30 (JIumua+BUP)YNMP (“BJ”). BiusiHue TeMneparyphl Ha
crpykTypy XK-da3sl, conepxanieit 35 mace. % BUP, taroke usyyanu npu 25, 37 u 42 °C
OXBaTa COOTBETCTBYIOMIETO TEMIIEPATYPHOIO JAHATIa30Ha.

Marepnaa

Ta6JmualO. BcrnoMorarenbHbIC BELIECTBA, NIPpHUMECHCHHBIC B DKCIICPHMCHTC.

CoeBblii d)OC(b&THIIHJ‘IXOJ‘IﬁH | SPC Lipoid
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I'muuepusaunonear (Rylo DG 19) | GDO Danisco
N-MeTtun-2-nuppoiuioH NMP ISP
®ocdaTHO-coneBoit Oydep OCh Sigma-Aldrich
CrepunbHad BoJa H,0 Apoteket

Bkparue, nunuaHble npenaparbl FTOTOBUIN IYTEM B3BEIIMBAHHUS BCEX KOMIIOHEHTOB ¢
MOCJIeAYIOIIUM CMEHINBaHHEM Ha POTALIMOHHOM HIEHKEpe NpH KOMHATHOM TeMIEepaType.
[penapatel 3aTeM ypaBHOBemnBa B ¢ochatHo-coneBoM Oydepe (PCb) nmpn MaccoBom
COOTHOUIEHHUH 1/9 mpH KOMHATHOW TeMmepaType B TE€UEHHE 5 CYTOK, M IOSBJIEHHE HX
[PO3paYyHOCTH H TOMOTEHHOCTH OBLIO OTMedeHO depe3 3 U 4 1OHA IOCj€ THApATalluy,
cooTBeTcTBeHHO. [IpuOnm3utensHo 100 Mr KaxIoro mpemnapara ypaBHOBCLIHBAIH C
npumeHeHueM OCb.

Vismepenns Ha cuuxporpoe SAXD ocymectiusiii Ha kaHaie 19-11-4, MAX-lab.
OOGpasipl MOABEPraid BO3ACHCTBHIO PEHTICHOBCKOIO M3JIyueHUs B TeueHHe 60 CeKyHA npH
IpUMEHEHUN Kaxmoi u3 Tpex Temmepatyp (25, 37 m 42 °C). OO6pasupl OCTaBJsLIH
ypaBHOBEIINBATbCS B TEUCHHE IO MEHbHIEH Mepe 5 MHHYT NpH KaXIOH TeMmeparype 10
perucTpanyu AU pakTorpamMm.

B Ta6nuue 11 ykazana KOMIOO3HLHS 00pa3lioB, HCCIEAOBaHHBIX ¢ oMoupio SAXD.
Jannsie SAXD noka3aHbl U JOMIOJIHUTEIBHO 00CYKIAI0TCs HHKE.

Ta6nﬂua1 1- HpenapaTm “BJ”-BUP ¢ pasnoii noneit BUP u pazsenenns ©CB.

n No | Spc/G | Munuy/NMP/ | Hpenapar
fipenapara: DO BUP l /®CB
4217 140/60 | 69,7/303/0 1/9 R
4216 40/60 ; 59,9/29,8/10,3 1/9

4215 1 40/60 | 49 8/30,2/200 1 1/9
4214 40/60 | 39 9/30,2/29,9 1/9

| 4213-5 40/60 3493017350 19

A¢pdext BUP B npenaparax
IIpenapats! “BJ” (¢ BbIcOKO# KoHueHTpauuei, 35% BUP) ¢ 40/60 SPC/GDO u 30%
NMP xapakTepu3yroTcs kybuueckod muuemsipHol (12) dasoi (Fd3m) mpu Hcnosns30BaHUH

Bcex noieii BUP (0-35%), kak Buano Ha ®urype 5. KyOuueckas crpykrypa Fd3m Takke

coxpaHnsercs npu HarpeBaduu ot 25 10 37 1 42 °C. (Purypa 6).
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3akiavenne

JlunuaHeie  KUAKOKpUCTa/UiMYeckHe  ¢a3pl  IrUApaTHPOBAHHOIO  IIpenapara,
comepxamniero BUP, O McciaenoBaHbl ¢ INOMOIBIO CHHXpoTpoHa SAXS. JlaHHoe
UCCileIoBaHUE MOKa3bIBaeT, YTO 10 MEHbIIEH Mepe aaxe BIIOTh 10 35%-i KOHLEHTpauuu
BUP >xesnaeMble XapaKTePUCTHKH JKUIKOKPUCTAUIMYECKUX JTUNUIHBIX (a3 NOJy4YeHBl B TOM
cilyqae, Korja npernaparbl-pe/iecTBeHHUKU 1o0aBieHs! B Oydep Ha BogHo ocHose (10%-i

npemnapat B 6ydepe). D10 dazoBoe noseaeHue noxaszado npu 25°C, 37°C u 42°C u 35% BUP.

Ipumep 17

IpeamecTBeHHHKH NpenaparoB ¢ BbIcoKoii koHueHrpauueii PLGA u sunuaos.

ITpenapatst 2038 BUP-BJ (siunua - 352 mr/min BUP) 1 2038UP-AL (PLGA - 150 mr/ma
BUP) rotoBuiu 1o MPOTOKOIY, B3iToMy M3 mpeapinymux Ilpumepos (16 u 12), u ¢
pyMeHEeHHEeM KOMIIOHEHTOB, KOTOPBIC MTOKa3aHbI HiKe (B Macc. %0). Kax Iyt KOMIO3ULHIO
MCCIIEIOBAIM TTOCPEICTBOM ITOAKOXKHOM MHBEKLUMH 6 KppIcaM C IPUMEHCHHEM KaXI0ro U3

HECKOJIBKUX YPOBHEH NO3BI.

PK-12-454
MHecnenyemstit | pyp | gpc | GDO | NMP j
npemapar | o R

2038BUP-BJ 3500 | 1400 (2100 3000

~ mQJ :znomblx i()ﬁp aborica gim’elma aoset | (mr/kr)
2038BUP-B 60
i1 6 ] TTOAKOKHO 0,17
| 2038BUP-B . 100
E 2 6 ] 1 IO AKOKHO 0,29 [
-~ | L B
- 2038BUP-B 140
3 6 f ] mogkoxuo 0,40
i "2038BUP-B 180
4 | 6 ? ] noakoxuo | 0,51
PK-11-415
I — TPTCA 7
I/Iccnenye.\lmu 1 BUP i,PLGA ;D‘MP
npenapar | S , o
; 2038BUP-AL | 15,00 21,25 63,75 j
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No |No Josa BUP | O0eM
Oﬁpaﬁoma ‘ : 10361
rpymm KHEOTHBIX | BBElcHER | (Mr/kr) (ma/kr)
B 6 } ] HomKokio | 30 0.2 |
?
| | ISP A ][
2 6 ’ . HOJIKOYKHO ' 60 0,4
2038BUP-A | -
3 6 . nopkoxuo | 90 0,6
i | .

Ha ®urype 7 npou/UIIOCTpHPOBAHbI pe3yabTaThl H3MepeHH# ypoBHeit BUP B 11asme
KPOBH B T€YEHHE HECKOJIBKUX HENENb II0ciie BBeJeHHs ABYX Kommno3uiui. IlpuMevarensHo,
YTO:

JlunuaHbI npenapar XapakTepHU3YeTCs MeEIJICHHBIM, TOCTEHEHHBIM YMEHbIIEHHEM
JI03bl HA TIPOTSKEHUU HCCIIEIOBAHHS.

JlunuaHeIi npenapat XapakTepH3yeTCs ypOBHEM B ILJa3Me KpPOBH Ha 28-¢ CyTKH
HOBTOPHOTO BBENEHHUS, KOTOPBIH HPSIMO U HPUOIHU3UTEIBHO HPONOPLUHOHATHFHO 3aBHCHT OT
BBOIHUMOM JTO3EI.

ITpenapar, comepxammii PLGA, xapaxTtepusyeTcs IUIOCKHM HpOdHIeM ¢ HH3KOH
obuet AUC Ha npoTsHKeHHH HCCIeJOBaHHS.

Ipenapar, conepxxamuiit PLGA, oueBUIHO, ABISAETCA MEHEE 1030TIPOTIOPLHOHATBHBIM,
npudeM 10361 30 Mr U 60 Mr obecrieyuBarOT TaKoH ke caMblil Ipoduib B IJJa3Me KpOBH B
TeueHHE [IEPBOTO MecsIa.

g cpaBHeHHs, [aHHble 1O IpPEAIIECTBEHHHKAM IIpenapaToB 110 HACTOALIEMY
u300peTeHNIo OBLIM HaHeCeHhl Ha TIpadUK OTHOCHTEIBHO JaHHBIX, [PHBEICHHLIX B
PCT/GB2011/051057, npUMEHUTEIBHO K CJAEAYIOUIMM KOMIIO3HLHAM

TA 1: 15% ocnoBanus 6ynpenopduna B 45% 50/50 PLGH (26 x/la) u 55% NMP

TA 2: 20% ocnoBanus 6ynpenopduna 8 40% 50/50 PLGH (17 x/la) u 60% NMP

TA 3: 20% ocHoBanus 6ynpenopguna B 20% 50/50 PLGH (26 x/1a), 20% 50/50 PLGH
(12 x/la) u 60% NMP

TA 4: 20% ocHoBanus 6ynpenopduna B 45% 50/50 PLGH (12 x/la) u 55% NMP

Ha ®urype 8 npousumrOCTpUpOBaHO CpaBHEHHE TOTOBBIX K IPUMEHEHHIO KOMITO3HIIHH
II0 HACTOsAUIEMY M300PETEHHIO C paHee M3BECTHOH TNOJHUMEpHOI  KOMITO3HIUe

neno-npenapatra PCT/GB2011/051057. OueBunmHO, 49TO Oaxke HpU Oojlee HU3KHUX 7103aX
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Kos4ecTBo joctynHoro BUP B KOMIIO3MIMH 110 HacToseMy H300peTCHHIO 3HAYMTENILHO
yBeanyeHo. TunuuHbie Macchi Kpbic okono 330 r, W, TakuM o6pazoM, 10361 60 Mr/kr
IPUPABHUBAIOTCS 10 OKOJO0 20 MI/KPBICY, HO 00ECIEeYHBAIOT AHANOIHYHYIO JOCTYIHOCTB,
oleHeHHy1o ¢ nomoutbio AUC, 1o 100 MI/KphICY [UIsl U3BECTHOTO IIpenapara.

Ha ®urype 9 NpoHJIIOCTPHPOBAHO CPABHEHHE FOTOBBIX K IPHMEHEHHIO KOMITO3HIHI
IO  HACTOSUIEMY HM300pETEHHIO C paHee HM3BECTHOH IOJMMEPHOH  KOMITO3HIHEH
Aeno-nipeniapata  PCT/GB2011/051057. OueBujiHo, 4TO GHOMOCTYHHOCTH, OIICHEHHAs C
nomomeio AUC, dpopma BEICBOOOXICHHS U IPONOPUHOHATBLHOCTE J03bI — BCE B 3HAYUTEIBHOM
CTCNICHH YIyHIICHbl B CIydYae IPUMCHCHUS JIMIUAHBIX KOMIIO3HUHMH [0 HACTOSIIEMY
u300peTenno. B uyacTHOCTH, camas HH3Kas fo3a 60 MI/KT lpupaBHUBaeTca g0 okojo 20
MI/KPBICY, HO 00eCIIeYnBaET HAMHOT'O JIYYIIHH IPOGUITb BEICBOGOX ICHHS U GHOIOCTYIIHOCTS,

4eM U3BecTHas KoMIo3Huus pu 100 Mr/kpeicy.
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OOPMYJIA U3OBPETEHHUSA

l. ITpenmecTBeHHHK Aeno-npenapara, CoAepIKaIuii:

a) MaTpHLY ¢ KOHTPOJIHUPYEMBIM BBICBOOOXK ICHHEM;

0) 10 MEHBIIIEH Mepe KHCIIOpOIcoaepXKalllui OpraHHYecKHui pacTBOPHTEIb;

B) no MeHbued mepe 12% mno macce mo MeHbIIEH Mepe OJHOrO aKTHBHOTIO

BEIIIECTBA, BHIOpaHHOTO U3 OynpeHophHHa U €ro CoJIeH, B Ilepecyére Ha cBOGOIHOE OCHOBaHHE
OynpeHopduHa.

2. IIpenmecTBeHHUK jeno-mpernapara o M. 1, W3 KoToporo obpasyercs
KOMITO3HILIMA JICTIO-IIpEenapara Mpu BBEJICHHH B OPraHUu3M CyOBeKTa.

3. IIpenmecTBeHHUK Aeno-npernapara no . 1 uid m. 2, OTIINYatOUUAC TeM, 4TO
MaTpHlia C KOHTPOJIMPYEMBIM BBICBOOOXJICHHEM BKJIIOYACT IOJHUMEPHYIO MAaTpHILY,
obecnevynBaroLIyIO BRICBOOOKIEHHE.

4. [IpenmiecTBeHHMK Jeno-nmpenapata Mo M. 3, OTJIHYAKOIIMHACS TEM, YTO
NOJIMMEPHAsA MaTpH1la, 00ecleyruBalo1Iast BEICBOOOXKIEHHE, COJIEPKHUT [10 MEHBIIIEH Mepe OJIHH
OuopasnaraeMbld MoJuMep.

5. IIpenmiecTBeHHUK Jeno-mpenapara o M. 4, OTIHYAOIIMNACS TeM, 4YTO
OuopasaraeMblil MojMMep BKJIOYAeT [0 MEHbIIEH Mepe OJUH GHopasyiaraeMalil moyusdup,
TakOH KaK IIOJIUMOJIOYHAs KHCJIOTa, MOJUIJIMKONeBass KHUCJIOTAa H/WIH  COIOJIUMED
MOJIOYHOW/TJIMKOJIEBOH KHUCJIOT.

6. [IpenniecTBeHHUK Jeno-Npenapara no JoOOMy MpealiecTBYIOUIEMY MYHKTY,
OTJIMYAIOIIUHCA TEeM, 4YTO MAaTpHULla C KOHTPOJHUPYEMBIM BBICBOOOKICHHEM COJEPIKHT
PLGA-Mukpochepsr.

7. [IpemmecTBeHHHK Jeno-Nnpenapara no jodoMy MOpealiecTBYIOEMY MYHKTY,
OTIMYAIOIIMHCS TEM, YTO IO MEHBIIeH Mepe OJHO aKTHBHOE BELICCTBO, BHIOPAHHOE H3
OynpeHopduHa U ero cojield, MpUcyTCTBYeT Ha ypoBHe Hosee 30% (manpumep, ot 31 no 45%)
1o Macce OynpeHop¢puHa (B nepecuére Ha cBOOOHOE OCHOBaHHE OynmpeHopdHHA).

8. IIpenniecTBeHHUK Jieno-npenapara o n. 1 wiu m. 2, oTIHYaloIuics TeM, 4To
MaTpula C KOHTPOJHMPYEMBIM BBICBOOOXKIEHHEM COJEPXKHT JIMIMAHBIH [pemnapar ¢
KOHTPOJIMPYEMBIM  BBICBOOOXIEHHEM,  MpEANOYTHTENbHO,  Ipenapar,  CoJep)Kaiiui
aUMATIMLEPUH  (HampuMmep, JHALMITIULEPHH, TPHALMITIHICPHH HIH HX  CMECH),
dbochonunua U KUCITOPOJICOAepIKAIIHUNH OpTaHUYECKH pacCTBOPHTEIIb.

9. [IpenmiecTBeHHUK Jemo-mperniapata Mo M. 8, OTJIHYAIOMIMHACS TEM, YTO

JIMIUIHBIA Ipernapar ¢ KOHTPOJIUPYEMbIM BbICBOOOXKICHHEM COIEPIKHUT:
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1) 10 MCHBIICH MEPE OJMH HEHTPAIbHBIA JIMINI C IBYMS allMJIbHBIMH IPYNIAMH
W/WJIH 110 MEHBLIEH Mepe OJIMH TOKO(EpoI; U

i) 10 MeHbIIeH Mepe oauH dhochoumul.

10. [IpenmecTBeHHHMK Jemo-mpenapata 1o M. S5, OTJMYAIOIIMHCA TEM, YTO
KOMIIOHEHT 1) COJAEPXHT N0 MeHblIeH Mepe 50% mo Macce KOMIIOHEeHTOB, uMetonux C16-C18
AlMJIbHBIC TPYIIIIbI, IPHYEM B TAKHX IPYNIAX HE COACPKHUTCSA HH OJHOM HEHACBHILEHHOH CBA3H
WJIH COAEP)KUTCS OJHA WM JIBE€ HCHACHIIIICHHBIE CBA3H.

11. [IpenimmecTBeHHMK fAeno-mnpemnapara 1o JOO60MYy M3  [OyHKTOB  8-10,
OTJMYAKOIIMACA TE€M, YTO KOMIIOHEHT ii) COAEPX HUT Mo MeHblIeH Mepe 50% KOMIIOHEHTOB,
cogepxaumx C16-C18 auuiabHble rpynnbl ¥ HE UMEIOUIMX HY OJHOH HEHACHIILICHHOH CBSI3H
MJIM MMEIOLLIMX OJHY WJIW JBE HEHACHIUICHHEIEC CBS3H.

12. [penuiecTBeHHUK aeno-mpenapara Mo JoOOMYy HpeANIeCTBYIOUIEMY IYHKTY,
OTJIMYAIOMIMACA TE€M, YTO KOMIIOHEHT O) CONEPXHT MO MEHbIICH Mepe OIMH aMHI,
npeanoyTuTensuo, NMP.

13.  IlpeamiecTBeHHMK JAeNo-npenapara Io JIOOOMY MPEANIECTBYIOMEMY MYHKTY
JUTsSt BBEICHHUS OJTHH pa3 B MecsIl.

14.  TlpenuiecTBeHHMK Jemo-Ipenapara Mo J000My HpeailecTBYIOUIEMY MYHKTY,
colepkallii 103y OynpeHopduna B quanasone ot 10 no 200 mr (B nepecuére Ha cBoGoIHOE
OCHOBA@HHE), B 4HaCTHOCTH, 0T 20 1o 200 mr, 6ojee npeanodTuTeNnbHO, oT 40 10 140 Mr.

15. IlpeaniecTBeHHUK Aemo-mpenapara o JoOOMy IpeAnIecTBYIOUIEMY MYHKTY,
OTJIMYAIOIMACH TeM, YTO NpeNUIECTBEHHHK IMpernapata o0ecleunBaeTcs B I'OTOBOH K
BBEJICHUIO (hopMme.

16.  IlpenuiecTBeHHMK Jemo-Npernapara o Jo0oMy HpelecTBYIONIEMY MNYyHKTY,
OTJIMYAKOMIMHACSA TEM, YTO NPEALICCTBEHHUK MpenapaTa sBJISeTCs CTAOUIBbHBIM [UIS XPaHEHHUS B
rOTOBOH K BBeJcHHIO popMe.

17.  TlpenmuecTBeHHMK Jeno-mpenapara o jao6oMy HpealeCTBYIONEMY IYHKTY,
conepkaiui 6osee 15% mo macce OynpeHopduna (B mepecuére Ha cBOOOIHOE OCHOBAHHE
Oynpenopduna), NpeanouTHTEIbHO, 21% wm Gosee, Gojlee MpeanouTHTENLHO, 25% WM
Oosee u, HanboJee NpeaAnoYTHTEILHO, 6onee 30% o Macce.

18.  IlpenmecTBeHHMK Jemo-Npenapara 1o JroOoMy OpelIeCTBYIOMEMY TYHKTY B
rOTOBOH K BBEJICHHUIO GopMe.

19. Komnosuuus jemo-mnpenapata, o0pasyromascs 0OpH BBEICHHH CYOBEKTY
(IpeMOYTHTENBHO,  YeJIOBEKY)  IPEAIISCTBCHHMKA  Jelo-mpenapara 1o  Jo6oMy

NpeIIeCTBYIOIIEMY MTYHKTY.
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20. Komnosunus gemo-npemapara no 1. 19, xotopas obecneunBaer CMakc
(MaKCHMaJIbHYI0 KOHIIEHTPAIHKIO) B [/Ia3Me KPOBH YKa3aHHOTO CyGbeKTa I10c/ie 0JHOKPATHOrO
BBeJIeHus He Oosiee 0,3 HIr/MII Ha MI' BBOAUMOTO GynpeHOpHHA.

21. KoMnosuuus aeno-npenapara no n. 19 unum n. 20, KkoTopas NpH BBeICHHH
yKa3aHHOMY CyObekTy obecrneyMBaeT JIMHEHHOCTh  (NPONMOPLUMOHAIBHOCTH)  AO3BI,
oueHnBaeMo#t no AUC, B cpaBHEHHH ¢ BBOAUMOI [1030# GynpeHopduHa.

22. Komnosunus geno-npenapara no mo6omy u3 mm 19-21, koropas npu
BBEJICHHH YKa3aHHOMY CYObeKTy obecneynBaeT npoduie GynpeHopduHa B ria3Me KpoBH, He
MMEIOINHI HUKaKOH J1ar-gassl.

23. Komnosunus geno-npenapara no jmo6oMy u3 nm. 19-22, oTIHYAIOMANCT TeM,
4TO I0CJIC BBEICHHUS YKa3aHHOMY CyObeKTY NpeIlecTBEeHHUKA MIpernapara mo jro6oMy U3 M.
1-18 oguH pa3 B Mecsin mo MeHbliedf Mepe B TedeHue 6 MecsineB U CmuH, 1 CMakc B
CTAllHOHAPHOM COCTOSIHMH HaxoJsaTcs B auanazone ot 0,4 ar/mi 1o 10 Hr/mir

24, Komnosunus aeno-npenapara mo Jjiro6omy u3 nm. 19-22, oTimyaromasics teM,
4TO T0CJIe BBEJICHUsI YKa3aHHOMY CyObEKTy MpeaAlIecTBeHHUKA Mperapara 110 Juo6oMy U3 Il
1-18 omun pa3 B Mecsll Mo MeHbIIell Mepe B TedeHue 6 MecaneB U CMuH, 1 CMakc B

CTAlMOHAPHOM COCTOSIHMHM HaxoAdaTcd B Auamna3oHe ot 0,2 Hr/Mi1 10 2 HI/MIL

25. Kommnosunus aeno-npenapara no jso6omy u3 nn. 19-24, kotopas coaepKur:

a) MaTpHIy ¢ KOHTPOJHPYEMBIM BBHICBOOOKIEHHEM;

0) Heo0A3aTe/IbHO 110 MEHbIIeH Mepe KHCIIOPOJCOAepKalllMli OpraHMYecKuii
pacTBOpUTEJIb;

B) 10 MEHBIIIEH Mepe OJHO aKTUBHOE BEILECTBO, BRIOpaHHOE U3 GynpeHopduHa U
€ro coeii,

r) 10 MEHBIIEH Mepe OJIHY XKUIKOCTh Ha BOJHOM OCHOBE.

26. Cnoco6 obecreyeHus MPOJIOHTHPOBAHHOTO MOCTYIUIEHHs OynpeHopdHHA B

OpraHu3M 4Ye€JIOBE€Ka HJIM JKUBOTHOTO, BKIOYAIOUIMH BBeJeHHE NpeauI€eCTBEHHUKA

Jleno-Tpenapara, KOTOpblil COAePIKHUT:

a) MaTpPHUIly ¢ KOHTPOJIMPYEMBIM BBICBOOOKICHHEM;
0) 110 MeHbIIIEH Mepe KUCIIOPOACOAE P AU OPIraHUYeCKHI PaCcTBOPUTEIID;
B) no MeHblnedl Mepe 12% no MeHbIIel Mepe OJHOrO AaKTUBHOI'O BEIECTBA,

BBIOpaHHOrO U3 OynpeHopdUHA U ero coliei.
27. Cnoco6  ¢GopMHpOBaHHI  KOMIO3HMIMH  A€NO-NIpelapaTa, BKJIIOYAIOMINIA
OJBEpraHue IpeIIeCTBEHHHKA IIpernapara, coaepxaliero:

a) MaTpHIy ¢ KOHTPOJHPYEMBIM BBICBOOOXKICHHEM;
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0) 10 MeHbIIEeH Mepe KHUCIOPOICOACPKALHH OpPraHHYECKHH PaCTBOPUTEIh;

B) no MeHblled Mepe 12% 1no Macce 1o MeHbIled Mepe OJHOrO aKTUBHOI'O
BELIeCTBa, BLIOpaHHOTO U3 OyIpeHop(HHa H ero colleH,

BO3JEHCTBHIO )XUJKOCTH Ha BOJHOU OCHOBE in Vivo.

28. Crioco6 JreueHuss Wik MPOQHIAKTHKH YeJIOBeKa HJIM JKHBOTHOIO, BKIIIOYAIOIIHUH
BBEJICHHUE Mpe/NIeCTBCHHHKA Iperapara 1o JodoMy u3 m. 1-18.

29. Crioco6 mno n. 28 it jedeHus Ooyid, A7 MOJUIEP)KUBAIOLIEH Tepaluu
ONUOMIAMH HJIM JUIS JIEYeHHs ONMUOUAHOW 3aBUCUMOCTH IIyTeM [ETOKCHKALHH H/HIN
HOUIepXKaHHUS WK [UIS JIEUCHUs!, WIH HPOQHIAKTHKH CUMIITOMOB OTMEHBI ONHOUIOB H/HIIH
OTMCHBI KOKaHHa.

30. Crioco6 mnepesoga cyObeKTa ¢ MPUHHUMaeMOH €XeIHEBHO CyOJIMHIBaNbHOM
¢dopmel OynipeHopduHa Ha npenapat OyrnpeHopdHHA ¢ IIPOIOHT HPOBAHHBIM BBICBOOOXK IEHUCM,
BKJIIOYAIOILMH  €XKEMECSYHOE  BBEJCHHE YKa3aHHOMY CYOBEKTy  IIpeAneCTBEHHHKA
Jerno-npenapara 6ynpeHop¢uHa, coaepxaiero ot 0,5 10 3 ero npeabLAyIUX CYTOYHBIX 103

OyrnpeHopduHa.



®OPMYJIA H30BPETEHHUSI

H3MEHEHHAN HA MEK/IYHAPOAHOM cTaagun

1) IIpenmecTBeHHUK Aeno-MpenapaTa, CoAepKalHii:

a) JUIHAHBIA IpenapaT ¢ KOHTPOJUPYEMBIM BEICBOOOKIIEHUEM;

0) 10 MEHBILEH MEPE OJIUH KHCIOPOACOAEpKAlUH OPraHUYeCKHH paCTBOPHTE;

B) o MeHplled Mepe 21% Mo macce 1Mo MeHblIEH Mepe OIHOTO aKTHBHOTO BEIECTBa,

BBIOpaHHOrO M3 OynpeHOpGHHA U ero cosiei, B IepecuéTe Ha CBOOOIHOE OCHOBAHHE
OynpeHopduHa;
IIpUYEM KOMIIOHEHT 0) CONEPKUT MO MEHBILIeH Mepe OJIMH U3 aMHJIa HIIH CyJIb(OKCHA.

2) llpemmecTBeHHUK zeno-npenapara mno m. 1, U3 KOTOpPOro o6pasyeTrcs KOMIO3HIUS

Jerno-npernapara IIpyH BBEJIEHHUH B OpraHu3M CyOBeKTa.

3) IIpenmecTBeHHUK Jeno-npenapara mo m. | wid 2, OTAMYAXOMMICI TeM, 4TO IO
MEHBIIEH Mepe OJHO aKTHBHOE BELIECTBO, BBIOpaHHOE W3 OympeHOppHHA H ero coJe,
IPUCYTCTBYET Ha ypoBHe 6onee 30% (Hanpumep, ot 31 1o 45%) no macce 6ynpenopguna (B

nepecuére Ha cBOOOJHOE OCHOBaHHe OynipeHopdHHa).

4) IlpenmecTBeHHUK peno-npernapara Mo . 1 Wid 1. 2, OTIUYAOMIHMACA TeM, 4TO
JTHOUIHBIA I1Ipenapatr ¢ KOHTPOJMPYEMBIM BBICBOOOKIEHHEM COIEPXKHUT ALMIIIIHIEPHH
(HanpyMep, JAMAUMINIHLEPHH, TPHALWIMIHIEPHH WIM HX cMecH), dochomunun u

KHCIOPOLACOAEPKAILIHNN OPraHUYeCKUH pacTBOPUTEIb.

5) IlpenmecTBeHHUK [nemo-mpenapara mo . 4, OTIMYAOMIMHACA TeM, 4TO JIMITHMHBIA

Ipenapar ¢ KOHTPOJUPYEMBIM BbICBOOOXKIEHHEM COJIEPIKHUT:

1) 10 MEHBILIECH Mepe OIMH HEHTPaJbHBIH JIMIHUI C IBYMS allMJIbHBIMHU IPYIIAMU H/HIH
10 MEHbLIEH Mepe OJIUH TOKO(GepoT; !

1) 110 MeHbIIEH Mepe oauH ocdosumu.

6) IlpenmecTBEHHUK Jeno-npenapaTa Mo M. 5, OTIHYalOUIMHACA T€M, YTO KOMITOHEHT 1)
COIEPXKUT o MeHblIel Mepe 50% mo Macce kommoHeHTOB, UMeromux C16-C18 anuipHble
IPYNIBI, IPHYEM B TAKUX IPYNNAax He COAECPKUTCS HH OJHOH HEHACBHILIEHHOM CBA3HU WM

COACPXKUTCA OOHA UJIH IBC HCHACBIIIEHHBIC CBA3U.

7) IIpenmecTBeHHUK Jeno-npenapara mo JiroboMy U3 M. 5-6, OTIHYAIOMWIHUICI TeM, YTO

KOMIIOHEHT 11) COJIEPXKHT M0 MeHbluei Mepe 50% kommoneHToB, comepkammux C16-C18

3AMEHSIIOIIVIT JTUCT



allHJIbHBIE I'PyIINbl, U HEC HMCIONIUX HH OJIHON HEHACBIIEHHOH CBA3H HIIH UMCEIOHINX OAHY

HJIN IBC HCHACBIIICHHBIC CBA3H.

8) IIpenmecTBeHHUK Aeno-npenapara mo JiroboMy U3 mi. 1-7, oTindaromuiics TeM, 4To
KOMIIOHEHT ) CONEPKHT IO MeHbIIeH Mepe OJMH pacTBOPHUTEINb, BLIOPAHHLIN U3 CIHPIOB,
KETOHOB, CJIOKHBIX 3(QHPOB (BKJIIOYAs JAKTOHBI), MPOCTBIX 3()HUPOB, aMUIOB (BKIEOYAS

NaKTaMbl) U CyJIb(POKCUIBL

9) llpenmecTBeHHUK Jeno-Ipemnapara 1o JiroooMy 3 mm. 1-8, oTinyaromuiics tem, 110

KOMIIOHEHT 6) comepkuT NMP.

10)  IIpenmecTBeHHHK Aemno-mpenapara no jnoboMy u3 nim. 1-9, ornuyaroumiics Tem, 4ToO

KOMIIOHEHT 0) COJIEPIKUT TUMETHUIICYTH(OKCH.

11)  IlpenmecTBeHHHK Jeno-npenapara 1o jgoooMy u3 nm. 1-10, ornuyarommiics TeM, 1T0

KOMIIOHEHT B) COIEPKUT OynpeHopdHH B BUae CBOOOJHOTO OCHOBAHHUS.

12)  IlpenmecTBeHHMK Jeno-Npenapara 1o JiroboMy u3 mm. 1-11 mis BBegeHUs OOuH pa3 B

MECAII.

13)  IlpeamecTBeHHUK Jeno-Ipernaparta no jaoboMy u3 mm. 1-12, comepxamuii o3y
OynpeHopdura B auanazone ot 10 go 200 mr (B mepecuére Ha cBOOOMHOE OCHOBaHHE), B

gacTHOCTH, oT 20 no 200 Mr, 6osee npeanoytutensHo, oT 40 no 140 Mr.

14)  IlpeamecTBeHHHUK Jemo-mpenapara 1o joboMy u3 nm. 1-13, oTanyaromuiics TeM, Y10

IpeUIECTBEHHHK IIpenapara 00eclieuuBaeTCsa B FOTOBOH K BBeJEHHIO GopMe.

15)  IlpenmecTBeHHHUK Jemno-npenapara mo jJoooMy u3 0. 1-14, oTauyaromuiics TeM, ¥I0

MMpEeAIECTBEHHUK IIpenapara sABJIACTCA CTAaOHJIBHBIM IS XpaH€HHS B TOTOBOH K BBEACHHIO

dbopmMe.

16)  IlpenmectBeHHUK Aeno-penapata no modomy u3 nm. 1-15, comepxkammii 25% wn
Oonee u, HauboJiee MpeanoUTUTENIbHO, Oonee 30% 1o Macce OynpeHopduHa (B nepecuére HaA

cBOOOHOE OCHOBaHUe OynpeHopdHHA).

17)  llpeamecrBeHHHK Aeno-npenapara no yjodoMy u3 mm. 1-16 B rotoBoii K BBEJICHHIO

dbopmMe.

3AMEHSIIOIIMT JIUCT



18)  Komnosunus  gemo-mpenapara, —obpasyromascs IPH  BBEJEHHH  CYOBeKTY

(OpeAIOYTHTENBHO, YeJIOBEKY) NIPeIIECTBEHHUKA Jeno-Npenapara 1o jo6omy u3 . 1-17.

19)  Komnosumms pgeno-mpemapara mo m. 18, koropas ofecrnednBaer CMakc
(MaKCUMAIBHYIO KOHLEHTPAlliIo) B IUIAa3Meé KpOBH  yKa3aHHOro cy6hekTa Iocie
OJHOKpaTHOro BBeleHUs He Oonee 0,3 Hr/MI Ha Mr BBomUMOro OymnpeHopdHHa,

NPEANnOYTHTENBHO, He Gosiee 0,17 Hr/Mi Ha Mr BBoauMoro OynpeHopduHa.

20)  Kommnosuuus paeno-npenapara mo m. 19 wumm m. 20, Koropas Ipu BBEIEHHH
yKa3aHHOMy CyObekTy ofecrnednBaeT JIMHEHHOCTh  (IIPOMOPLIMOHAIBHOCTL)  IO3BI,

ouennBaeMol no AUC, B cpaBHEHHH ¢ BBOIUMOH 1030 6ynpenopduna.

21)  Kommosunus aemo-mpemapara 1mo jobomy u3 mm. 18-20, xoTopas mnpu BBeIEHHH
yKazaHHOMY CyObekTy ofecneunBaer npoduns OynpeHopdHHa B I1a3Me KpPOBH, HE

UMEOIINH HUKAKOH sar-¢a3sbl.

22)  Komnosunus peno-mpemnapara mo Jiro6oMmy u3 mm. 18-21, oTiamyaromascs TeM, 4To
I0C/Ie BBEACHHS YKa3aHHOMY CyOBEKTy IMpeLIeCTBEHHHKA IIpernapara 1o JoboMy U3 mi. 1-
17 oguu pa3 B Mecsl IO MeHbIIeH Mepe B TedeHHe 6 MecsueB U CmuH, 1 Cmakc B

CTAIMOHAPHOM COCTOSIHHU HaxoxaTcs B guana3zoHe ot 0,4 ur/mi 1o 10 Hr/mi.

23)  Komnosunus peno-mpenapara mo jo6oMy u3 mm. 18-21, oTiaMyaromasics TeM, 4To
[I0CJIC BBEJICHUS YKa3aHHOMY CYOBEKTy NpeAllecCTBEHHHKA Mpenapara 1o Jro0oMy u3 mm. 1-
17 omgmH pa3 B Mecsll IO MeHbHIed Mepe B TedeHHe 6 MecsueB u CmuH, 1 CMakc B

CTAallTMOHAPHOM COCTOSTHUM HaxomaTcs B Auamna3one oT 0,2 Hr/Mi u 2 Hr/MIL.

24)  Kommnosuuus aeno-npemnapara 1o jgodoMy u3 mi. 18-23, koTopas ComepKuT:

a) JUIUAHBIN [Ipenapar ¢ KOHTPOJIUPYEMBIM BBICBOOOKIEHHEM;

6) HeoOs3aTeNpHO 110 MEHBIIEH Mepe  KHCIOPOIACOAEpKAlMiA  OpraHMYecKHii
pacTBOPUTEIIE;

B) o MeHpmIend mepe 21% mo Macce Mo MeHbIEH Mepe OQHOr0 aKTHBHOIO BELECTBA,

BBIOpaHHOTO U3 OynpeHOophHHA U ero coJeii;

r) 10 MEHBIIEN Mepe OJHY KUIKOCTh Ha BOJHOM OCHOBE.
25)  Cooco6 IponOHIHPOBAHHOTO MOCTYILIEHHs GynpeHoppHHa B OpraHu3M YeJloBeKa WilH

JKUBOTHOTIO, BIJIFOUANOLIMH  BBEJCHHE IpeamecTBEHHHKa  ICIo-IIperapara, KOTOpHﬁ

COIOCPIKUT!

3AMEHSIIOUIAN JINCT



a) JUNHMIHBIHA penapaT ¢ KOHTPOJIUPYEMBIM BEICBOOOXKIEHHEM;

0) [0 MEHBIIE Mepe OIHMH KHCIIOpOJCOoAepXKaluli OpraHu4YeCcKUi pacTBOPHUTEID,
BBIOPaHHBIN 110 MEHBIIEH Mepe U3 OJJHOTO aMHJ1a HJIH CYIb(OKCHIA;

B) 1o MeHblIed Mepe 21% no MeHblIeil Mepe 0IHOro aKTHBHOTO BelECTBA, BBIOPAHHOTO

u3 GynpeHop¢HUHA U ero coJiei.

26) Cnoco6 ¢opMHpOBaHHS KOMIIO3UIMH JIETIO-TIpenapaTa, BKJIFOYAIONIMNA T0JBEpraHue

ImpellecTBeHHUKA Ipernaparta, CoiepxKaliero:

a) JUTHIHBIA TpenapaT ¢ KOHTPOJIHUPYEMBIM BEICBOOOXKICHHEM;

6) [0 MEHbLIEH Mepe OJHMH KHUCIOpPOACOAEPXKAalHi OpraHuYecKUil pacTBOPHTENb,
BBIOpaHHBIN IO MEHBIIIEH Mepe U3 OJTHOrO aMu/la UM cynbdoKcuia;

B) o MeHbIel Mepe 21% mo Mmacce Mo MeHbIIeR Mepe OJHOr0 aKTHBHOTO BEHIECTBA,
BBIOpaHHOI'0 U3 OympeHOpdHHA U €ro COJel;

BO3JAEHCTBUIO X HUJIKOCTH Ha BOJIHOMH OCHOBE in Vivo.

27) Cnoco6 JNedeHHsA WIH TPOGUIAKTUKHA YeIOBEeKa MM KHUBOTHOI'O, BIJIIOYAIONIMMH

BBeJIeHHe TpeIIeCTBEHHIKA Ipernapara 1o JiroboMy u3 mi. 1-17.

28)  Cnoco6 mmo . 27 s nedenust 00, T MOAAEPKHBAIOIIEH TEPANIMK OIMONIAMH HITH
JUIS JIEYEHHS ONTMOMIHOM 3aBUCHMOCTH TyTeM JIETOKCHKAIMH H/MUJIM TIOJIep KaHus UM i

JICYCHHUA, IR HpO(i)I/IJ'IaKTI/IKH CUMIITOMOB OTMCHBI OITHOU OB HW/HIIH OTMEHBI KOKaHHa.

29)  Cnoco6 mepeBojia cy0BeKTa ¢ NPUHUMAEMO eXeJHEBHO CyOIMHIBaJIbHOH (OPMBI
Oynpenop¢uHa Ha mpemapaT OynpeHopduHA C IIPOJOHTHPOBAHHBIM BBEICBOOOKIEHHEM,
BKJIIOYAIOILH €XeMeCI4yHOe BBEJCHHE YKa3aHHOMY CyObeKTy MpeAlleCTBEHHUKa JeTo-
npenapara Oynpenopduna mo mobomy u3 mm. 1-17, comepxamero ot 0,5 mo 3 ero

IpeBIAYIINX CYTOYHBIX 103 OynpeHop¢HHa.

3AMEHSIIONIMHI JIUCT
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