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OIIMCAHHUE U30BPETEHHUSA
2420-571654EA/032
PAPMAHNEBTHYECKHU NPUEMJIEMBIE COJIA [2-(3-®TOP-5-METAH-
CYJIb®OHWIPEHOKCH)OTII|(ITPOIIMJH)AMHUHA U UX IPUMEHEHHUE

OBJIACTb TEXHHKH, K KOTOPOU OTHOCHUTC A MU30EPETEHUE

Hacrosimee wn3o0pereHne OTHOCUTCA K  (papMaleBTUYECKH MNPUEMIIEMBIM  COJISIM
coenuHenus [2-(3-prop-5-merancynpdoHmipenoken)aTi](ponui)amuHa. bonee KOHKPETHO,
HACTOslee M300peTeHHe OTHOCUTCS K  COJM  BHHHOH  KHCIOTBI ¢ [2-(3-¢Top-5-
MeTaHCYIb()OHMUI(PEHOKCH )3 THII |(TTPOITIIT)aMUHOM | COJTH PyMapoBOi KUCIOTHI ¢ [2-(3-¢Top-5-
MeTaHCYIb()OHMI(PEHOKCH )3T |(TIPOITIIT)JaMMHOM, COOTBETCTBEeHHO. Hactosimee nzobpereHue
TaKKe OTHOCHTCS K CIIOCOOY TOJYYEHHS BBILICYTTOMSHYTBIX COJIEH U MX MPUMEHEHUIO.

YPOBEHb TEXHUKHU

B WO 2012/143337 onmcaHbl TpOM3BOAHBIE (HEHOKCHATHJIAMHHA, HCIIOJIb3yEeMbIE B
KayecTBe MOAYJSITOPOB  NO(GaMUHEPTHUYECKOH HEWPOTPAHCMHCCHM U ONMOCPEIOBAHHOM
peuentopoM N-metwi-D-acmaprata (NMDA) rayramaTepriaueckoil  HEHPOTPaHCMHCCHUU
KOPTUKAJIbHBIX M 0a3aJbHbIX TaHTJHMEB, W, Oojiee KOHKPETHO, MJIs JIeYeHUs 3a0OJeBaHUH,
YyBCTBUTENbHBIX K MOAYJSALUU IOPAaMHHEPTUYECKON U TIyTaMaTepruueckor (yHKIMH B
LEHTPaJIbHON HEPBHOI CUCTEME. Coenunenue [2-(3-¢pTOp-5-
MeTaHCyIb(poHnIpeHoKCH )3T |(TponiT)aMuH onricaHo B Ilpumepe 1 B HeconeBoil ¢opme, a
Takke B (OpMe CONU XJIOPHCTOBOAOPOAHON KHCIOTBHL YTBEP)KAAETCs, YTO YKa3aHHAas COJIb
XJIOPUCTOBOAOPOIHON KUCIOThI UMeeT TeMIiepaTypy miasjieHus 191°C.

B HaCTOsIIIIEee BpeMsi COEIMHEHUE 2-(3-¢prop-5-
MeTaHCYIb(POHMUIPEHOKCH )ITHII |(TTPOITIIT)aAMUH HAXOIUTCS HA CTAIHK KIMHUUECKON pa3paboTKu
IJIS IeUeHUs1 TUCKUHE3UH pu Oosie3Hu [TapkuHCOHA, T.€. HeMPON3BOJIBHBIX IBH)KEHHIH, KOTOPbIE
YacTO BO3HHUKAIOT MOcje Heckonbkux Jier jieueHuss L-DOPA, a Taxske 1151 jJeYeHus] IICUX030B
npu 6one3nu [TapkuHCOHa.

JlanbHetliinee U3yYeHUe u pa3paboTka 2-(3-¢rop-5-
MeTaHCYIb()OHMI(PEHOKCH )3T | (PO )aMHHA BBISIBIIIA TIOTpeOHOCTH B popme [2-(3-drop-5-
MeTaHCYIb()OHUI(PEHOKCH )ITHI |(TPONIIT)aMHUHa, JAEMOHCTPHPYIOLIEH  yIOBJIETBOPUTENIbHBIE
(apManieBTHYECKHE CBOWMCTBA, & TAK)KE YAOBJIETBOPUTENIbHBIC 3KCIUTyaTAlIOHHBIE CBOHCTBA U
CBOWCTBA CaMOT0 JIEKAPCTBEHHOT'O BELIECTBA, B YACTHOCTH, B IPOMBILIEHHOM MacuITade.

CYIIHOCTD U3OBPETEHMA

Ilenpro HacTosimmero w3o0OpeTeHus siBisieTcss npenocrasieHue ¢opmer [2-(3-Top-5-
MeTaHCYIb(POHMI(EHOKCH )3T | (PO )aMiUHa, KOTOpasi TPOSIBIISIET  yIOBJIETBOPUTEINIbHBIC
(apmanieBTHUECKHE CBOIHCTBA, a TAaKXe OKCIUTyaTallMOHHBbIE CBOICTBA M CBOWCTBA Camoro
JIEKApCTBEHHOTO BEIIECTBA.

Hacrosimee nso0perenne orHocutes Kk conu popmyast 111
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B COOTHOIIIEHHUH 1:n,
rae
X mpencrasisier coboit H nmm OH,

Y npencrasnsier codoii H mnm xatroH, BeIOpaHHBINA U3 rpymbl, cocrosmei u3 Li, Na u

—— mnpencTaBisieT co00i OAMHAPHYIO WK IBOMHYIO CBSI3b, U

n pasHo 0,5 nim 1.

Hacrosimee wu300pereHne TakKe OTHOCHTCS K (hapMaleBTUUECKOH KOMIIO3ULINY,
comepxauieit coib (Gopmyiabl I, mpencTaBIeHHOW B HACTOALIEM ONMUCAHWM, B CMECHU C
(bapMaleBTHUYECKH MPUEMJIEMbIM HATIOJHHUTEIEM, HOCUTEIEM W/Win pa3OaBUTENEM.

Hacrosimmee m3zoOperenue Takke oTHocutcsi K conmu (popmyner III, mpencraBneHHO# B
HACTOSLIEM OINUCAHUH, JUIs IPUMEHEHHSI B KaUeCTBE JIEKAPCTBEHHOT'O CPE/ICTBA B TEPAITUH.

Hacrosimmee m3zobperenue Takke otHocutcsi K conmu popmyner III, mpencraBneHHO# B
HACTOSIIEM OIWCAHHMM, JJISI NMPUMEHEHMs Ul JIeUeHUs W/HiM NpoQHIakTHKU 3a00eBaHus,
pPacCTPOICTBA W/HIIM COCTOSTHHSI, KOTOPOE SIBJISIETCS TI0 MEHBLIEH Mepe OHUM H3 CIENYIOIIEro:
NCHX03a, IMU30ppeHuH, MHU30PPEHOPOPMHOTO PACCTPOICTBA, OUMOJSIPHOTO PACCTPONCTBA,
NICUXOTUYECKOIO0  PacCTpOMCTBA,  MCUXOTUYECKOTO  PAcCTPOMCTBA,  MHAYLMPOBAHHOIO
JIEKapCTBEHHBIM CPEJCTBOM, PacCTPOMCTBA HACTPOEHHUs, TPEBOKHOTO PAaCCTPOICTBA, IENPECCuH,
00CECCHBHO-KOMMYJIBCUBHOTO  PAacCTPOWCTBA,  JEMEHIHMH, BO3PACTHOIO  KOTHUTHBHOT'O
HapyLIeHHs, paccTpoiicTBa aytucrudeckoro cmnekrtpa, CJBI, uepebpampHOro mnapanmnua,
cunapoma JKunsa ne na Typerrta, TpaBMbl IOJOBHOTO MO3Ta, HapyLIEHMs] CHA, CEKCYaJbHOTO
paccTpOICTBA, PACCTPOMCTBA MHINEBOTO TOBENEHUS, OKUPEHHs, TOJIOBHOW Ooyin, Goiu mpu
COCTOSIHUSIX, XapPaKTEPU3YIOLINXCS TOBBILIEHHBIM MBILIEYHBIM TOHYCOM, Oone3nu IlapkuHcoHa,
MapKUHCOHUYECKOTO CUHIPOMA, NUCKWHE3UH, NUCKUHEe3uH, BbI3BaHHbIX L-DOPA, TapauBHBIX

(MO3OHNX) MUCKUHE3WH, AMCTOHWH, NEMEHLUH, CONPOBOXIAIOLIEHCS THKAMH U TPEMOPOM,



0ose3Hn XaHTHHITOHA, BUTATENIbHOTO PACCTPONCTBA, BBI3BAHHOIO JIEKAPCTBEHHBIM CPENICTBOM,
OeCrOKOWHBIX HOT, HapKoJencuu, Oone3Hn Adblreiimepa M pacCTPONCTB, CBSI3aHHBIX C
Oone3HbI0 AJTbIreriMepa.

Hacrosimmee wu3oOpeTeHne Takke OTHOCHTCS K npuMeHeHuro coiu (opmynsr 111
NPEACTABICHHON B HACTOALIEM OMNMCAHUU, JUIsl MPOU3BOACTBA JIEKAPCTBEHHOT'O CPENCTBA IS
NPUMEHEHUS JUJIsl JIEYeHUsT W/vin npodUIakTUKK 3a00JIeBaHMsI, paCCTPONCTBA W/WITH COCTOSIHUS,
KOTOpOE SIBJIIETCSl 10 MEHbINeH Mepe OIHMM U3 CIEeOyILIero: MNCHxo3a, LH30(peHuH,
30 peHOPOPMHOrO  PAaCCTPONCTBA,  OUMONSAPHOTO  PACCTPOUCTBA,  MCUXOTUYECKOTO
PacCTPOICTBA, TICUXOTUYECKOTO PAaCCTPONCTBA, HHAYLIMPOBAHHOTO JIEKAPCTBEHHBIM CPEICTBOM,
paccTpoiicTBa  HACTPOEHHs,  TPEBOKHOTO  PACCTPOWMCTBA,  JENPECCHH,  OOCECCHBHO-
KOMITYJIbLCHBHOTO ~ PacCTPOMCTBA, JEMEHLHH, BO3PACTHOIO KOTHUTHUBHOTO  HAPYIICHUS,
paccrpoiictea aytuctudeckoro crnekrpa, C/IBI, uepebpanbroro mapanuya, cuaapoma XKums ne
gt Typerra, TpaBMbl TOJIOBHOTO MO3ra, HApYIIEHUS CHA, CEKCYaJbHOTO pPacCTPOMCTBA,
paccTpOCTBAa MHINEBOTO TOBENEHUS, OKUPEHHs, TOJIOBHOW Ooyiu, OOMM TPH COCTOSHHUSIX,
XapaKTEePU3VIOIINUXCST ~ TMOBBIEHHBIM  MBIIIEYHBIM ~ TOHycOM, Oone3Hu  IlapkuHCOHa,
MapKUHCOHWYECKOTO CUHIPOMA, MUCKUHE3UH, MTUCKUHE3WH, BbI3BaHHbIX L-DOPA, TapnuBHBIX
(MO3OHNX) OUCKUHE3WH, AWCTOHUH, NEMEHLIUH, COMPOBOXKIAIOIIEHCS THKAMH U TPEMOPOM,
Oose3Hn XaHTHHITOHA, JBUTATENIbHOTO PacCTPOICTBA, BEI3BAHHOTO JIEKAPCTBEHHBIM CPEACTBOM,
OECrOKOWHBIX HOT, HapKoJjerncuu, Oone3Hn AJbpureiMepa M pacCTPONCTB, CBSI3aHHBIX C
Oone3Hbr0 Asbureiimepa.

Hacrosimee n3oOpereHne Takke OTHOCUTCA K CHOCOOY JiedeHUs W/HWIU NMpOQUIAKTUKU
3a00neBaHMs, PaCCTPONCTBA W/ MM COCTOSIHUSA, KOTOPOE SIBJISIETCS IO MEHBLIEH Mepe OTHUM U3
CIIENYIOLIero: TICUX03a, IMu3odppeHun, mu30hpeHoGOPMHOrO PpacCTpOUCTBA, OUMONSIPHOTO
pPaccTpoONCTBA, NICUXOTHUYECKOTO PaccTpoOnCTBa, MICUXOTUYECKOTO paccTpoOMCTBa,
UHIYLHUPOBAHHOIO JIEKAPCTBEHHBIM CPEICTBOM, PpAacCTPONCTBA HACTPOEHMs, TPEBOXKHOIO
paccTpoiicTBa,  gempeccHH,  OOCECCHBHO-KOMITYJIbCHBHOIO  PAcCCTPOWCTBA,  JEMEHIIHH,
BO3PAaCTHOTO KOTHUTHUBHOTO HApyIIEHUs, paccTpoiicTBa aytuctudeckoro crekrpa, CJIBI,
nepebpanbHOoro mnapanuya, cuHapoma JKuns ne st Typerra, TpaBMbI TOJIOBHOIO MO3Ta,
HAPYIIEHHs CHA, CEKCYaJIbHOTO PacCTPONCTBA, paCCTPONCTBA MUIEBOTO TIOBEACHUS, OKUPEHUS,
rOJIOBHOW Ooyu, OONM TPU COCTOSIHMSX, XaPAKTEPHU3YIOLIMXCSl IMOBBIIIEHHBIM MBIIIEYHBIM
TOHyCcOM, Oone3Hu IlapkMHCOHA, MAPKUHCOHMYECKOTO CHHAPOMA, TUCKUHE3UH, IUCKHHE3HH,
Bb3BaHHbIX L-DOPA, TapauBHbIXx (MO3OHMX) JAWCKWUHE3WH, JHCTOHHUH, JIEMEHIUH,
CONPOBOXKAAMOIIEHCS THUKAMH W TPEeMOpoM, Oojie3HM XaHTHUHITOHA, JIBUTATEIbHOTO
pacCTpOiCTBa, BBI3BAHHOIO JIEKAPCTBEHHBIM CPENCTBOM, OECIIOKOWHBIX HOT, HAapKOJIETICHH,
OonesHn AnblreiiMepa W pacCTPOWCTB, CBS3aHHBIX C OOJNIe3HBIO AublreiiMepa, rae Crocod
BKJIFOYAET BBEICHHE HYKOAIOIIEMYCS B 3TOM MJIEKOMUTAIOIIEMY, TaKOMY KaK YeJIOBEK MU
KUBOTHOE, 3>(dexTuBHOro konmdectsa conu (opmyner I, mpencraBneHHON B HacToseM
MTUCAHWH.

Hacrosimee n3o0peTeHne Takke OTHOCHTCS K crocoOy moiydeHus conu ¢opmyinsr 111,

HpeI[CTaBJ'IeHHOI‘/'I B HACTOSAIIEM OIMUCAHWUH, BKIIFOYAOIEMY 5TaIlbl:



- TPENOCTaBJIEHHUsT coequHeHus1 (popmynbl I, packpeITOro B HACTOSIIEM OIMCAHUH, U
KHUCJIOThI popmytsl I, packpbITOl B HACTOSALIEM ONMUCAHUM, B cooTHOIneHuu 1:0,5 wmm 1:1,

- oObeaNHEeHUs YKa3aHHOro coenuHeHus Gopmyisl I ¢ ykasanHoi kucnoroit popmyier 11
B pacTBOpHTENE ¢ 0Opa30BaHUEM PaCTBOPA, U

- BBIJIEP’KUBAHMSI YKa3aHHOIO pacTBOpa A0 00pa30BaHUs OCaaKa, U

- BBIIENICHNS] YKA3aHHOTO 0Ca/IKa MyTeM (QUIIbTpaLMU C rojydeHneM conu Gopmyost 111

KPATKOE OITUCAHUE UEPTEXEN

Ha ¢ur. 1 nokazana XRP nudpakrorpamma cosu popmyisl [Va.

Ha ¢ur. 2 nokazana XRP audpakrorpamma coau Gopmyiisr Va.

ONMNCAHUE U30BPETEHUA

Hacrosimee n3o0perenne orHocutcs K conu dopmyorsl 11
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B COOTHOINIEHUH 1:n,
rae
X mpencrasisier coboit H umn OH,

Y npencrasnsier codoii H nnm kaTroH, BbIOpaHHBIA U3 rpymbl, coctosmen u3 Li, Na u

—— mnpencTaBisieT coO0i ONMHAPHYIO WITH IBOMHYIO CBSI3b, U

n pasHo 0,5 nu 1.
Crnenyer uMeTh B BUAY, YTO NPEACTABICHHAS B HACTOSLIEM OMUCAHUN KUCJIOTA (POPMYJIBI
IT mosxeT OBITh IpenCTaBIeHA KaK
O X

2 0) 4
HO
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Hamnpumep, xorna Y npeacrasinsier coboit H, T.e. Bonopoa, kucnora gopmyisr I moxer
OBITh MPENCTABIIEHA KaK:

X 0 NJIN

B npyrom npumepe, korna Y npencrasisier codoii Na, T.e. Hatpuii, kucyiora Gopmyisr 11

MOJKET OBITh MPENCTaBJIEHA KaK

X O HJIN

Hike onucansl apyrue 3HadeHus X, Y, — u n. Ciienyer umers B BHIY, YTO TaKUe
3HAYEHUs] MOTYT HCIIOJb30BaHBI C JIOOBIMU ONpEAeNeHUsIMH, MpUMepaMu W/uiu B (Gopmylie

1/1306peTeH1/1;1, MpeacCTaBJICHHbIMU B HACTOALLEM ITUCAHUU.

Hanpumep, xorna
X mpencrasisier coboi OH,

Y npencrasisier codoit H, u
—— MPEACTABISIET COOOIN OMUHAPHYIO CBS3b,

kuciora popmynsl Il npencrasisier coO0i BUHHYIO KUCIIOTY, TaKyl Kak L-(+)-BHHHAs
kuciota w/wnu D-(-)-BUHHasE KHCIIOTa. BUHHAs KHUCIOTa MOJKET ObITh OOBbEqUHEHA C
coenuHeHneM (opmyJibl [, paCKpBITBHIM B HACTOSIIIEM OMHCAHUH.

Takxum obpaszom, conb Gpopmysl 111, korna

X mpencrasisier coboit OH,

Y npencrasisier codoit H, u
—— MPEACTABISIET COOOM ONUHAPHYIO CBS3b,

npencTasisier coboi cob Gopmyiibl IV, koTOpasi SBISETCS KOMOMHAIIMEH COSTMHEHHS

¢dbopmyibl | 1 BUHHON KHCIIOTHI:
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IIpencraBneHHasi B HACTOSIIIEM OMMCAHUM BUHHAS KUCJIOTa MOXeT ObITh L-(+)-BHHHOM
KkucaoTol w/unu D-(-)-BuHHOWM kucioTod. Hampumep, BUHHAs KuciaoTa MOXeT ObITh L-(+)-
BUHHOH KUCJIOTOH. B npyrom mpumepe BHHHAs KHUCJIOTa MOXET ObIThb D-(-)-BHHHOIM KHCIIOTOI.
Eme B OnHOM IOMOSHUTENHPHOM NpUMEpPE BUHHAS KHUCJIOTa MOXKET ObITh CMECBIO, TAKOH Kak
paueMuyeckasi cMecb L-(+)-BUHHON KUCTAOTHI U D-(-)-BUHHON KUCJIOTHI.

CootHomenne coennHeHust GOpMyJibl | 1 BUHHOH KHCIIOTBI MOXKET COCTaBISAThH 1:n, T.e.
COOTHOIIEHHE coennHeHus popmyibl | K BUHHOH KHCJIOTE, TIPH KOTOPOM N MPENCTaBISET COOOH
Takoe uncyo, kak 0,5 unu 1.

Hanpuwmep, cootHomenue coenunenust ¢opmynsl I k BuHHOH kucnore, paBaoe 1:0.5,
naet cosib opmyJiel [Va. B npyrom npumepe, COOTHOIIEHHE COSUHEHNE COSTMHEHUsT (POPMYJTbI

I x BuHHOI kucnore, pasHoe 1:1, naet conb Gopmysr [VD.
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B npuBeneHHOM HUKE MPUMeEpE, KOraa
X mpencrasJsier codoit H,

Y npencrasisier codoit H, u

—— mpencTaBisieT coO0i TBOMHYIO CBA3b,

kuciora Gopmyisl Il mpeacrasnser codort GpymapoByro Kuciaoty. @ymapoBas KUCIOTa
MOKeT ObITh OOBeIHEHa ¢ coeAnHEeHNEM (POPMYIIBI |, pacKphITHIM B HACTOSIIEM OIUCAHUH.
Taxum obpaszom, conb Gpopmysl 111, korna

X mpencrasisier codoit H,



Y npencrasisier codoit H, u
—— mnpencTaBisieT coO0il TBOMHYIO CBS3b,

npenacTaBisier co0oit conb Gopmysbl V, KoTopast sBisieTcs: KOMOWHALMEH COeNMHEeHUs
dopmyasl I u pymapoBoii KUCIOTHI:
CHs
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CootHomenne coenunenust popmyinbl [ 1 pymMapoBoil KHCIOTEI MOXKET COCTaBIAThH 1:n,
r7e n npeacrasisier codbol Takoe uncio, kak 0,5 unmu 1. Hanpumep, n Mosxket ObITh paBHo 0,5. B
APYTroM IPUMEpPe N MOKET ObITh paBHO 1.

Hamnpumep, cootHomenue coequnenus ¢popmyisl I k pymaposoit kucnore, pasHoe 1:0,5,
naer coinb (opmynsl Va. B ppyrom mpumepe, COOTHOIIEHHe coenuHeHHus ¢opmyisl [ k

bymapoBoii kuciore, papaoe 1:1, naet conb GpopmyIst Vb.
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Taxxke npencrasiena coib ¢popmyibl 11, packpeiTas B HACTOSIIEM ONMMCAHUU, TaKask KaK
conb ¢opmynel IV wnmm conb dopmynbl V, B KOTOpoi oauH wiu Oojiee aTOMOB BOAOpOAA
coennHeHus1 ¢opmyiasl | 3ameHeHbl nelitepueM. J(OMONHUTENPHO MM AJBTEPHATHBHO COJb
¢dopmynsr III Moxer ObITh MEYEHOH H30TONAMH, OTJIIMYHBIMH OT JACHTEpHs, KaK PacKpbITO B
HACTOSILIIEM ONHUCAHUH.

Comp  Qopmyner I, mnpencraBieHHass B  HACTOSIIEM  ONUCAHUU,  SIBJISIETCS
dapManeBTHUECKH TPUEMIIEMON, U HEOKHUAAHHO ObUIO OOHApPYKEHO, YTO OHA IPOSBISAET
CBOWCTBA BBICOKOH KPHCTAJUIMYHOCTH (T.€. SIBISIETCS MO CYIIECTBY KPUCTAJUINYECKOH), He
TMIPOCKOIIMYHA, HMEET BBICOKYIO TEMIIeparypy IUIABI€HUS W/WIN YAOBIETBOPUTENBHYIO

pactBopumocThb B Bozme. Kpome Toro, conb ¢opmyiel III Moxer ObITh BbIIENEHA C XOPOLIUM



XUMHNYCCKHM BBIXOAOM U BBICOKOI CTEIeHbI0 YNCTOTEL

IIpennoskena conmb  Gopmynsl Il  packpbitas B HACTOSIIEM  OMHCAHUU,

XapaKTEePU3YIOINAsCA TEM, UTO OHA SIBJIAETCS KpUCTAJUINYecKol. KpucrammmaHocTs MOXeT ObITh
onpeneneHa ¢ noMompo XRPD wmnu moOoro npyroro moaxopsiero MeTojia, W3BECTHOTO B
naHHOW oOnacTu. Beicokast kpucTammyHOCTh conu Gpopmyiel 111 mo3Bossier 4eTko onpenenuTs,
Harpumep, ee Touky riasieHuss 1 XRPD. Oro sBisercs mpenMyliecTBOM IMPU U3TOTOBJIEHUH
TabJIETOK ¥, COOTBETCTBEHHO, IIOBBIIIAET CTAOMJIBHOCTh MpPU XpaHEHHH. B KOHTekcre
HACTOSIIIETO OINMCAHMSI BBICOKAs KPUCTAUIMYHOCTh O3HA4YaeT CTENeHb KPUCTAUIMYHOCTH,
paBHyto npumepHo 80% wuim Oosee, Hampumep, npumepHo 85%, mpumepHo 90%, mpuMepHO
95%, npumepro 99% wnu npumepHo 100%, w3mepenHyr ¢ nomompld XRPD wiu modoro
APYroro MOAXOASIIEr0 METOA U3MEPEHHUs], H3BECTHOTO B HACTOSIIEH O0IaCTH.

Comp  dopmynsr I, mpencraBneHHass B HACTOSIEM OMUCAHWUH, MOXKET OBITh
oxapakrepuzoBaHa XRP nudpaxrorpammoii, mokazanHoi Ha ¢ur. 1 nim ¢ur. 2. Conb Gopmynibl
III, Takast kak conb ¢opmynsl [Va, moxer ObTh Oxapakrepu3oBaHa XRP mudpakrorpamMmoi,
comepskamieit muk npu npumepHo 13,02 26, nanpumep 13,0 20, 1 HeoOs13aTEIbHO IO MEHBIIEH
Mepe OIWH JOTOJIHUTENbHBIA MUK, BHIOPAHHBIA W3 CIEAYIOLINX: NMpuMepHO 12,43, Hampumep
npumepno 12,4, npumepro 14,40, manpumep npumepHo 14,4, mpumepno 21,10, Hanpumep
npumepHo 21,1, mpumepHo 24,36, Hanpumep npumepHo 24,4 20. Conb dopmyner [Va Taxxe
MOXeT ObITh oxapakrtepm3oBaHa XRP mudpakrorpammoii, copepkaineidl MUK NMPUMEPHO MPHU
12,43, mpumepno 13,02, mnpumepno 14,40, mpumepno 21,10, npumepno 24,36 20, u
HeoOs13aTeNIbHO 10 MEHbLIEH Mepe OAMH AONOJHUTENbHBIA MUK, BHIOPAHHBIM U3 CIEAYIOIIUX:
npumepHo 18,07, mpumepno 19,92 26. Hanpumep, XRP nudpakrorpamma mMoxxer comepkaTb
nuku npu npuMmepHo 12,4, npumepno 13,0, npumepno 14,4, mpumepno 21,1 u npumepno 24,4
26. Conp ¢opmynsl IVa Tarke Mmoxer ObiTh oxapaktepusoBaHa XRP mudpaxrorpammori,
conepxaieil nuk npu npumepHo 12,43, npumepno 13,02, npumepno 14,40, npumepno 18,07,
npumepHo 19,92, npumepHo 21,10, nmpumepro 24,36 26, u HeoOs3aTeIbHO MO MEHbILIEH Mepe
OJIMH JIOTIOJIHUTEJIBHBII MUK, BBIOPAHHBIN U3 CIEAYIOIUX: mpumMepHo 19,62, npumepho 21,44 26.
Kpowme toro, conb ¢popmyinsl 111, Takas kak comb GopMysiel Va, MOKET OBITh OXapaKTepU30BaHA
XRP mudpakrorpammoii, comep:kamiedi nmuk npu npumepHo 15,27 26 u, HeoOs3aTeNbHO MO
MEHbIIEH Mepe OIWH JOMOJHUTENbHBIA MUK, BBIOPAHHBIN W3 CIENYIOIUX. MPUMEpPHO 7,62,
HampuMmep npumepHo 7,6, nmpumepHo 12,98, nHanmpumep npumepHo 13,0, mpumepno 21,84,
Hanpumep npumepHo 21,8, npumepHo 22,98, nanpumep npumepro 23,0 20. Conb Gopmynsl Va
TaK’ke MOXeT ObITh oOxapakTepu3zoBaHa XRP nudpakrorpammoii, comepkameidl NHUK MpH
npumepHo 7,62, npumepHo 12,98, mpumepno 15,27, npumepno 21,84, npumepno 22,98 20 u,
HEeoOs13aTeNIbHO 110 MEHbLIEH Mepe OAMH JOMOJHHUTENbHBIH MUK, BHIOPAHHBIN M3 CIEAYIOLIHX:
npumepHo 1855, mpumepno 24,08 26. Hanpumep, XRP nudpakrorpamma mMoker comepkaThb
MUKHU Npu npumMepHo 7,6, mpumepHo 13,0, npumepHo 15,3, npumepHo 21,8 u npumepHo 23,0 26.
Comp Qopmynsr Va Takxke wMoxer ObIThb oxapakrepuzoBaHa XRP mudpaxrorpammotr,
coaep:Kallel muK npu npumepHo 7,62, npumepHo 12,98, mpumepno 15,27, nmpumepno 18,55,

npumepHo 21,84, npumepHo 22,98, npumepno 24,08 26, u HeoOs3aTeNbHO MO MEHbILIEH Mepe



OJIMH JIOTIOJIHUTEIBHBIN MUK, BEIOPAHHBIN U3 CIEAYIOMUX: NpUMepHO 22,65, mpumepHo 30,79 26.

beuto obHapyskeHo, uto conb (opmynsl III, Takas kak conb Qopmynsr IV u comp
(bopmymbl V, HMeET BBICOKYIO TEMIIEPATYPY ILJIABJIEHHS U YOBIETBOPUTEIBHYIO PACTBOPHUMOCTD
B Bozme. Bricokas temmeparypa maBieHus conu (opmynel III sBisercs mpeumMyLiecTBoM,
HarpuMep, MPU M3TOTOBJIEHUH TAOJETOK. YIOBIETBOPUTENbHAS PACTBOPUMOCTH B BOJE COJIU
dopmyasl 111 nenaer ee mpurogHo# 1J1st TF0OOT0 BBEICHHS YEJIOBEKY, TAKOTO KaK MEpOpaIbHOE
BBeleHHe. bbpuio oOHapyxeHo, uTo coib (opmynel [Va umeer temmneparypy IUIaBIeHHS
npumepro 187,6°C. Kpome Toro, Obuto 0OHapYKEHO, YTO paCTBOPUMOCTb cosin popmyJsl [Va B
BONE cocraBjsier mpumepHO 185 mr/mu. Beuio oOHapykeHo, uTO Cojib (GopMysbl Va mMeer
temneparypy IuiaBienus npumepHo 1849°C. Kpome Toro, Obuio 0OHApYKEHO, HYTO
pPacTBOPUMOCTb B Bone coiiu (opmyibl Va cocrasisier npumepHo 92 mr/mi. Temmeparypy
IUIABJICHUS W/WJIM PAacTBOPUMOCTh B BOJE MOXKHO OINpPENEeNUTh, KaK PAaCKPBITO B paszene
«IIpumepsI» HACTOSIIIErO OMUCAHUS.

Kpome Toro, 6pu10 0OHApyKEeHO, 4TO COJib popmytibl [V He TMIPOCKOMUYHA TPHU JTFOOO0M
MPOTECTUPOBAHHON OTHOCUTENIBbHOM BIAXKHOCTH, M 3TO SIBJIAETCS NMPEUMYLIECTBOM, MOCKOJIbKY
€e MOXXHO XPaHUTh 0€3 M3MEHEHUs BIaKHOCTH OKpysKaromed cpenpl. bruto oOHapyskeHO, 4To
conb (opmynbl IV m3mensier cBoii Bec Ha +0,3 Macc.% wim MeHee Tpu JIFOOOW BIIAXKHOCTH,
TaKOH Kak JI00ast OTHOCUTENbHAS BIAYKHOCTh, KAK PACKPBITO B HACTOSIIEM OMHUCAHUH, T.€. OHA
HE TMIPOCKOINMYHA WM MO CYLIECTBY HE I'MIPOCKONUYHA. B OAHOM U3 mpumepoB Bec COIU
bopmynsl IV He uzmensiercs mpu ar000 BIAXKHOCTH, HAIPUMEP MPH JIFOOOH MPOTECTUPOBAHHON
OTHOCHUTEJIBHOMN BJIAKHOCTH.

Taxoke npencrasieHa GpapMareBTUIeCKast KOMIIO3ULINS, COAEPIKaLIas:

cosb (popmydiel III, packpbITyI0 B HACTOSIIIEM ONMMCAHUU, TAKyIO Kak coJib popmyiibl [V
i conb ¢popmynbl V, B cMecH ¢ (papMaleBTUYeCKH IPHEMIIEMbIM HATIOJHUTEIEM, HOCUTEIeM
w/mm pasbaButeneMm. PapmarieBTHUECKass KOMIO3UIMS MOXKET OBITh TPENCTABICHA B BUJE
€IMHUYHON JIEKApCTBEHHOH (OpMbI, TakoW Kak TaOneTka, WIS, Karcysia WId T.IL
KommuectBo coennnrenust popmysl I u conu Gopmyinet 11 B equHIYHON JekapcTBeHHOM Gopme
MOJKeT BapbHpoBaTh. Hampumep, konmudecTBO coenuHeHust GopMyJibl I yKa3aHHOW COJIM MOXKET
COCTaBJIATh OT npumepHO 2,0 Mr po mpumepHo 10,0 mr, Hampumep OT NpuUMepHO 2,5 Mr 10
npumepHo 7,5 mr. Kpome Toro, konu4uecTBO coeauHeHus: Gopmyibl | yKka3aHHON COJNU MOXKeET
COCTaBJISATh NPUMEPHO 5,0 Mr, MPUMEPHO 7,5 MI WU NPUMEPHO 2,5 MT.

HeoxxupmanHo Obuto  OOHApy’KEHO, YTO BBENEHHE BBIMIEYNOMSHYTHIX KOJHYECTB
NAalMEeHTy, TaKOMy KakK 4YeJlOoBeK, OOJerdaeT CHUMIITOMBI, CBsS3aHHBIE C 3a00JIeBaHHEM,
paccTpONCTBOM WM COCTOSIHHUEM, PAaCKpPbITBIM B HACTOALIEM OMNHMCAHWH, B YaCTHOCTH,
ouckuHe3ui, BbBRBaHHBIX L-DOPA, B Oosblneil CTenmeHW IO CPaBHEHUIO C BBEIECHUEM
coenuHenune ¢opmyiel I B Bune conu popmyssl III B Gojee BBICOKOM KOJIHUYECTBE, TAKOM Kak
KOJIMYECTBO, paBHOe WM mnpesbimatromee 10 mr. Takum o0pa3oMm, BBEIEHHE MEHBIIETO
KOJINYECTBA SIBJIIETCSI OOJIee BHITOIHBIM, Y€M BBEICHUE OOJIBIIErO KOJNIECTBA.

Kpome Toro, mpencrasiaena conb ¢opmyinel III, packpeitas B HACTOSIIEM OIHMCAHUH,

Takas kak conb (opmynel IV umm conp ¢opmynel V, s NpUMEHEHHs B KadecTBe
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JIEKapCTBEHHOIO CPEACTBA.

Taxoke npencrasnena conb Gopmysl 11l packpeiTas B HACTOSIIEM ONMMCAHUY, TaKask KakK
conb ¢opmyansl IV nnm conp dopmynsl V, unn papmaneBruieckas KOMIO3HLNS, PACKPBITas B
HACTOSIIIEM OIHMCAHWH, AJII NPUMEHEHUs IpU JIEUeHUHM W/WiM NpopuiakTUKe 3a00JeBaHus,
paccTpoicTBa W/ MM COCTOSTHUSL, KOTOPOE SIBJISIETCS 110 MEHbLIeH Mepe OAHUM U3 CIENYIOLero:
ncuxos3a, mu3oppenny, muzoppeHoGopMHOro paccTpoiicTBa, OHIONSPHOIO PACCTPONCTBA,
IICUXOTUYECKOIO  PacCTPOMCTBA,  NCUXOTUYECKOTO  PACCTPONCTBA,  MHAYLUPOBAHHOIO
JIEKapCTBEHHBIM CPEICTBOM, PaCCTPOMCTBA HACTPOEHUS, TPEBOKHOIO PaCCTPONCTBA, AETPECCHH,
00CECCUBHO-KOMMYJIbCUBHOTO ~ PACCTPOWCTBA,  NE€MEHLIMH, BO3PACTHOIO  KOTHUTHBHOTO
HAapyLIeHHs, paccTpoiicTBa aytucrudeckoro cmektpa, CJIBI, uepebpampHoro mnapannuya,
cuapoma Kunsa ne na Typerra, TpaBMbl IOJOBHOIO MO3Ta, HapylLIEHUs CHA, CEKCYaJbHOTO
paccTPOICTBA, PACCTPOMCTBA MUIIEBOTO TMOBENEHUS, OKUPEHHs], TOJIOBHOW Oomu, Oomm mpu
COCTOSIHUSIX, XapaKTEPU3YIOLINXCS TOBBIIIEHHBIM MBILIEYHBIM TOHYCOM, Oone3nn IlapkuHcoHa,
MAapKUHCOHWYECKOTO CUHIPOMA, MUCKUHE3UM, MTUCKUHE3WH, BbI3BaHHBIX L-DOPA, TapnusBHBIX
(MO3OHUX) OUCKWUHE3WH, AMCTOHWH, IEMEHLIUH, COMPOBOXIAIOLIEHCS THKAMH U TPEMOPOM,
Oose3Hn XaHTHHITOHA, JBUTATENIbHOTO PaCcCTPOICTBA, BBI3BAHHOTO JIEKAPCTBEHHBIM CPEACTBOM,
OeCrOKOWHBIX HOT, HapKojerncuu, Oone3Hn AJpureiiMepa W pacCTPONCTB, CBSI3aHHBIX C
Oone3HbI0 AJTbIreriMepa.

Kpome toro, mpenocrasneHa coib ¢opmyibl III, packpsitasi B HACTOSIIEM OIHMCAHUH,
Takas Kak conb (popmynsl IV umu conb ¢popmynsr V, nim apmanerudeckas KOMIO3HINS,
packpeiTasi B HACTOSIIEM ONMCAHUH, Ul NMPUMEHEHHUs NPU JIEUYeHUH W/WINM TNPOPUIAKTHKE
3a00neBaHMsl, PacCTPONCTBA W/MIM COCTOSIHUS, KOTOPOE MpEACTaBisieT COOOH IU30(ppeHHro,
nuckuHesuu, BbizBaHHbie L-DOPA, u/unu 6ose3np XantuHrroHa. Takske mpenocTaBieHa COJNb
¢dopmyner III, packpeiTas B HAcTOsALIEM ONMUCAHUM, WIN (papMaLeBTHYECKAs KOMITO3HMLIUS,
packpbITasi B HACTOSINEM ONHMCAHHHM, Takas Kak conb ¢popmyunsl [V umm conp Gopmynsr V, ams
MPUMEHEHUS TIPH JICYEHUH W/WjIi PO HIakTHKe 3a00IeBaHMUsI, PACCTPOMCTBA U/UITH COCTOSTHUS,
KOTOpOe MpencTaBJsieT co0ol auckuHe3uu, BbizBaHHble L-DOPA.

Taxoke npenocTasyieHa coib Gopmysl 111 171t npUMEHEHHUs, KaK PaCKPbITO B HACTOSIIEM
ONMUCAHWNH, WK (papManieBTUYECKast KOMITO3ULIMSI IJIsl MPUMEHEHHsI, KaK PaCKPBITO B HACTOSIIIEM
OMUCAHWH, TAE COJIb WIN (PapMaleBTUYECKYI) KOMIIO3UIUIO BBOIAT MALMEHTY, TAKOMY Kak
4eJloBeK, B 03¢ OT nmpumepHo 2,0 mr go npumepno 10,0 mr, Hampumep, IpuUMEPHO 2,5 M,
npumMepHo 5,0 Mr wmu npuMepHo 7,5 mr. B pesynbprare 3a0oneBaHHMe, PacCTPOWCTBO H/HIIK
COCTOSIHME, WJIM CUMITOMBI, CBSI3aHHBbIE C YKa3aHHBIM 3a00JI€BAaHUEM, PACCTPONCTBOM H/HIIN
COCTOSIHHEM, OONer4aroTCs WM YMEHBIIAIOTCS B OONIBIIEH CTENEHHW 4YeM B Cllydae BBEICHUS
conu wiu (apMaleBTHYECKOW KOMIIO3MLIMU MAlMEHTY B J03€, PaBHOW WM mpeBblmaromiei 10
mr. KonuuecTBo BBeIEHUI B 103€, PABHOM WUJIM MPEBbIIAIOLIEH NpuMepHO 10 Mr, 1 KOIH4YECTBO
BBeleHUH ¢ obecneueHneM 1036l OT mpumepHo 2,0 mr mo mpumepHo 10,0 mr sBisercs
OJIMHAKOBBIM, HAIIpPUMEpP, OAMHAKOBBIM KOJMYECTBOM BBEIECHUN B CYTKM, HallpuMep, ABa pas3a B
CYTKH.

I/IcnonbsyeMoe B HACTOALIEM OIMUCAHUUN BBIPAKCHUEC «OT... O0...» O3HAYACT «OT... 4O, HO



11

He BKJrouas...». Hanpumep, Beipaxkenue «otT 2,0 mr no 10,0 mr» o3naudaer «ot 2,0 mr go 10,0
Mr, HO He Bkirouas 10,0 Mry». B nocienHeM ciydae BKIIFOUEHHBIM SIBJISIETCA KOIUYECTBO 9,99 wmr,
pHu 5TOM Koau4ecTBo 10,0 Mr He BKIIFOUEHO.

Tawke mnpencrasneHo mnpumeHeHue conu Qopmynbl III, packpbIToif B Hacrosinem
ONUCAHUM, TaKoW Kak conb (opmynsl IV mnm comp dopmynsl V, mnu ¢apmareBTuyecKas
KOMITO3ULIMSL, PACKPBITAst B HACTOSILIEM OIMUCAHUU, JJIs1 IPOU3BOACTBA JIEKAPCTBEHHOI'O CPEACTBA
NI TPUMEHEHUs NpH JIedeHWH wu/miu npoduikTuke 3a00NeBaHUs, PAcCTPOWUCTBA W/HIIH
COCTOSIHMS, KOTOpPOE€ SBJIAETCS IO MEHbIIEH Mepe OAHUM U3 CJIENYIOLIero: ICHUX03a,
130 peHnH, mn30ppeHOGOPMHOTO  pacCTPONCTBA,  OWMONSIPHOTO  PACCTPOICTBA,
NICUXOTHUYECKOIO  PACCTPOMCTBA,  INCUXOTUYECKOT'O  pacCTPOMCTBA,  MHAYLUPOBAHHOIO
JIEKapCTBEHHBIM CPEACTBOM, PACCTPOICTBA HACTPOCHMS], TPEBOKHOIO PACCTPONCTBA, NENPECCUH,
00CECCHBHO-KOMMYJIBCUBHOTO ~ PAacCTPOWCTBA,  JEMEHIMH, BO3PACTHOIO  KOTHUTHBHOI'O
HAapyLIeHHs, paccTpoiicTBa aytucrudeckoro cmnekrtpa, CJBI, uepebpampHOro mnapanmuya,
cunapoma JKunsa ne na Typerra, TpaBMbl IOJOBHOTO MO3Ta, HAPYIIEHHs] CHA, CEKCYaJbHOIO
pPacCTPOICTBA, PACCTPOMCTBA MUINEBOTO TOBEICHUS, OKUPEHHs, TOJIOBHOW Ooyu, Gomu mpu
COCTOSIHUSIX, XapPaKTEPU3YIOLINXCS TOBBIIIEHHBIM MBILIEYHBIM TOHYCOM, Oone3nn IlapkuHcoHa,
MapKUHCOHUYECKOTO CUHIPOMA, MUCKUHE3UM, MTUCKUHE3WH, BbI3BaHHBIX L-DOPA, TapnusBHBIX
(MO3OHNX) IOUCKWUHE3WH, AWCTOHWH, NEMEHLIUH, COMPOBOXKIAIOIIENHCS THKAMH U TPEMOPOM,
Oose3Hn XaHTHHITOHA, JBUTATENIbHOTO PaCcCTPOICTBA, BBI3BAHHOTO JIEKAPCTBEHHBIM CPEACTBOM,
OeCrOKOWHBIX HOT, HapKoJjerncuu, Oone3HH AJbureiiMepa M pacCTPONCTB, CBSI3aHHBIX C
Oone3Hbr0 AsbUreiMepa.

Kpome Toro, npencrasneHo npumenenue conu ¢opmydsl I, packpeiToii B HacTosleM
OMUCAHWM, TaKoW Kak conb (opmynsl IV mnu comp dopmynsl V, wnu dapmaieBTudeckas
KOMITO3ULIMsS], PACKPBITast B HACTOSILIEM OIUCAHUU, JJIs1 IPOU3BOACTBA JIEKAPCTBEHHOI'O CPEACTBA
NIl TPUMEHEHHs TpHU JiedeHMH W/wimm npodunaktuke 3aboneBaHMs, paccTpoOiicTBa W/HIIH
COCTOSIHUS, KOTOPOE TPENCTaBisieT cOoO0OW mm30(peHHto, TUCKUHe3nH, Bbi3BaHHbIE L-DOPA,
w/wm Oone3Hb XaHTHHITOHa. Kpome Toro, mpeacraBieHo mpumeHeHue conu ¢opmynst 111,
PACKPBITOH B HACTOSILIEM OMHCAHWU, TAKOW Kak cojib (Gopmydbl IV wiu conb ¢popmynst V, wim
(apManeBTHUECKOW KOMITO3UIMH, PACKPBITOM B HACTOSILIEM ONHCAHWH, JUIS TMPOU3BOJCTBA
JIEKAPCTBEHHOT'O CPENCTBA Ui MPUMEHEHHs TPU JICYeHUN W/WK NMPOQUIAKTUKE 3a00JIeBaHMS,
paccTpoiicTBa W/MIIM COCTOSIHHSI, KOTOPOE MPEACTaBIseT COOOW AMCKMHE3WH, BBI3BaHHbIE L-
DOPA.

Taxke mnpexncraBieHo mnpuMeHeHne coiu ¢opmyisl III, packpeIToii B HacTosmeMm
OIUCAHWH, WX (papMalleBTHUECKOH KOMIIO3ULINH, PACKPBITOI B HACTOSLIEM ONMHCAHUH, 1€ COJIb
wii ($apMaleBTHYECKYI0 KOMITO3UIMIO BBOZST MALMEHTY, TAKOMY KakK YeJOBEK, B J103€ OT
npumepHo 2,0 mr no npumepno 10,0 mr, Hanpumep, npumMepHo 2,5 Mr, npuMepHO 5,0 Mr uiam
npuMepHo 7,5 mr. B pe3ynbraTte 3a0oieBaHue, pacCTPONUCTBO W/WIIH COCTOSIHUE, WJIH CUMITTOMBI,
CBSI3aHHBIE C YKa3aHHBIM 3a00JI€BaHUEM, PACCTPONCTBOM W/WJINM COCTOSTHHEM, OOJIET4aroTCsl M
YMEHBLIAOTCA B OONBIIEH CTENEHH 4YeM B Cllydae BBEICHHs COJMU MM (papMaLeBTHUECKON

KOMIO3ULIMK NALMEHTY B 1103€, paBHOM wiu npesbimaromein 10 mr. Konnuectso BBeneHUN B
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103€, PAaBHOW WJITU TpeBbIIAaroieii mpuMepHo 10 Mr, U KOJIMYECTBO BBEIEHUH ¢ obecredeHnem
no3pl oT npumepHo 2,0 mr go npumepHo 10,0 Mr sABisercss ONMHAKOBBIM, HAaIpUMeED,
OJIMHAKOBBIM KOJIMUECTBOM BBEJICHUI B CYTKH, HallpUMep, ABa pas3a B CYyTKHU.

Taxxke npencrasieH cocod JieueHus 1/ i nporIakTUKU 3a00JIeBaHNs, PaCCTPONCTBA
W/WIM COCTOSIHUSI, KOTOPOE SIBJIAETCSl 10 MEHbLIeH Mepe OJHUM U3 CIEAYIOLIero: ICHUX03a,
mu3odperny,  mMH30PPEHOPOPMHOrO  PaCCTPOMCTBA,  OWMIONAPHOTO  PAaCCTPONCTBA,
MICUXOTHUYECKOTO  PACCTPOMCTBA,  INCUXOTUYECKOT'O  pacCTpPOMCTBA,  MHIAYLUPOBAHHOTO
JIEKapCTBEHHBIM CPEICTBOM, PaCCTPOMCTBA HACTPOEHUS, TPEBOKHOIO PaCCTPONCTBA, AETPECCHH,
00CeCCUBHO-KOMMYJIBCUBHOTO ~ PAcCTPOWCTBA,  NEMEHLMH, BO3PACTHOIO  KOTHUTHBHOI'O
HAapyLIeHHs, paccTpoiicTBa aytucrudeckoro cmektpa, CJIBI, uepebpampHoro mnapannuya,
cuapoma Kunsa ne na Typerra, TpaBMbl IOJOBHOIO MO3Ta, HapylLIEHUs CHA, CEKCYaJbHOTO
pacCTPOICTBA, PACCTPOMCTBA MUIIEBOTO TMOBEISHUS, OKUPEHMs, TOJIOBHOW Oomu, Oomm mpu
COCTOSIHUSIX, XapaKTEPU3YIOLINXCS TOBBIIIEHHBIM MBILIEYHBIM TOHYCOM, Oone3nn IlapkuHcoHa,
MAapKUHCOHWYECKOTO CUHIPOMA, MUCKUHE3UM, MTUCKUHE3WH, BbI3BaHHBIX L-DOPA, TapnusBHBIX
(MO3OHMX) OUCKWUHE3WH, AWCTOHWH, IEMEHLUH, COMPOBOXKIAIOINEHCS THKAMH WU TPEMOPOM,
Oose3Hn XaHTHHITOHA, JBUTATENIbHOTO PaCcCTPOICTBA, BBI3BAHHOTO JIEKAPCTBEHHBIM CPEACTBOM,
OeCrOKOWHBIX HOT, HapKojerncuu, Oone3Hn AJpureiiMepa W pacCTPONCTB, CBSI3aHHBIX C
Oone3Hpt0 AunblreliMepa, Tae Croco0 BKIIOYAET BBEACHHE HY)KIAIOIIEMYCS B 3TOM MAIHEHTY,
TAKOMy KaK MIIEKONHTAIOLIEE, YeNIOBEK WM JKHUBOTHOE, 3(P(EKTUBHOIO KOJIMYECTBA COJIU
¢dbopmynbl I, packpbITOol B HACTOSIIIEM ONMMCAHUU, TAKOH Kak cojb ¢opmyisbl IV wim conb
dbopmysl V, min papMarieBTHIeCKOM KOMITO3UIUH, PACKPBITON B HACTOSIIIEM OIHUCAHUH.

Taxxe npencrasieH ciocod JieueHus W/ i nporIakTUKU 3a00JIeBaHNs, PaCCTPONCTBA
W/WIN COCTOSIHMS, KOTOpOE IpEACTaBsieT cCOOON HIM30(pEeHHI0, NTUCKUHE3HH, BbI3BaHHBIE L-
DOPA, w/unu 06oje3Hb XaHTHHITOHA, BKJIIOYAIOIIMN BBENEHHE HYKIAIOIIEMYCS B 3TOM
NALUEHTy, TAKOMY KaK MJIEKOIHUTAIOIIEe, YEeJOBEK WM JKUBOTHOE, 3((PEKTHBHOTO KOJNYECTBA
cosu popmyuibl 111, packpbITON B HACTOSIIEM OIMUCAHUH, TAKOW Kak coJib hopmysibl IV uau conb
dbopmynbl V, uin papManieBTUYECKON KOMITO3HUILIUH, PACKPBITON B HAcTOsiIeM onucanuu. Kpome
TOT'O, MPEAOCTABJIEH CIIOCOO JIeUeHHsI W/WITH MPOPUIAKTUKU 3a00JIeBaHuUs, PACCTPONCTBA H/WU
COCTOSIHUS, KOTOpPOE TpEeACTaBiisieT cOOOW nuckuHe3uu, Bbi3BaHHbie L-DOPA, BKIrOUaromuii
BBEJIEHUE HYXKIAIOLIEMyCs B 3TOM IMALMEHTYy, TaKOMy KaK MIJIEKOIMHUTAoIlee, 4eJIOBEeK WU
JKUBOTHOE, 3P PeKTUBHOrO Konmudectsa conu ¢popmydsl 11, packpeiToil B HACTOSIIIEM OMMHUCAHHH,
Hanpumep conu Gopmyasl IV mwnmn comu popmynel V, unn papmManeBTHIECKOH KOMITO3HUIINY,
PaCKpPBITON B HACTOSALIEM OMMUCAHUU.

B cmocobe nedeHuss w/wnm npoQUIAKTHKH, PACKPBITOM B HACTOSIIEM OIHCAHUU,
s dexTuBHOE KONMHMUecTBO conu Gopmysbl Il wiu ¢dapmManeBTHUECKONH KOMIIO3WLIMA MOKET
BKJIFOYATh BBEIEHHE A03bI OT npuMepHO 2,0 mr no npumepHo 10,0 Mr, Hanmpumep npumMepHo 2,5
mr, npumepHo 5,0 mr wiu npumepHo 7,5 mr. B pesynbprare 3aboneBaHue, paccTpoiCTBO W/HIK
COCTOSIHUE, WJIM CHMITOMBI, CBSI3aHHBIE C YKa3aHHBIM 3a00JI€BaHHEM, PACCTPOMCTBOM H/HIIN
COCTOSIHUEM, OOJer4aroTCs WM YMEHbBIIAIOTCS B OOJNbIIENH CTENEHH 4YeM B Cllydae BBEACHUS

conu Wiy (apMareBTUYECKOW KOMIO3ULIMU NMAMEHTy ¢ obecrieueHneM coeuHeHus1 popmysl 1
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B J103€, paBHON wiM mnpesbiuaromein 10 mr. KoauuecTBOo BBEOEHHMI B J03€, PaBHOM WIH
npeBbInaromeii npuMepHo 10 Mr, 1 KOJMYECTBO BBEEHUN ¢ 0OecreueHneM 103bl OT IPUMEPHO
2,0 mr no npumepHo 10,0 Mr sABisg€TCS OAMHAKOBBLIM, HAaIPUMEP, OJUHAKOBBIM KOJIMYECTBOM
BBEJICHUI B CYTKHU, HAIIpUMED, ABA pa3a B CYTKH.

CrnenyeT uMeTh B BUy, UTO PAaCKpBITasl B HACTOSIIEM OMUCAHUU 1033, TaKas KaK 1032 OT
npumepro 2,0 mr npo mpumepHo 10,0 mr comm ¢opmyner I mnm ¢dapmaneBTuueckoi
KOMIIO3ULIMH, PACKPBITOM B HACTOSIIEM OMHMCAHMM, MOAPA3yMEBAET pacyeT AO03bl Ha OCHOBE
coennHeHus1 popmyibl I, T.e. coenunenus: ¢popmynsl I B HeconeBoii ¢popme. Hampumep, korma
71032 COCTABJISIET 7,5 MT, 5TO O3HAYaeT MpeNoCTaBieHue coenuHeHust GopmyJsl I B konuyecTse
7,5 mr.

Counb dpopmynsl 11 MmoxkeT ObITH ONTydeHA MTyTEM OOBEAUHEHUS COeTMHEHUsT (popmyier I,
PACKpBITOTO B HACTOSIIEM OMMCAHUH, C KUCIOTOH (opmynsl II, packpbIToil B HacTosimem
onucaHuH. PackppITOe B HACTOALIEM OIMUCAHUU coenuHeHne GopmMysibl I MOKET OBITh MOTYYEHO
kak ormcaHo B WO 2012/143337 w/unu ¢ mOMOIIbI0 CIOCOO0OB, M3BECTHBIX B JAHHOH O0JIACTH.

CoOTBETCTBEHHO, HacToOsIee H300pEeTeHHE TaK)K€ OTHOCHTCS K CIOCOOY MONy4eHHs
comu opmysr I, packpeiTOMy B HACTOSIEM OMHCAHWUU, TAKOW Kak cojib (opmyiiel [V umm
coJib opMyJIbI V, TTIe YKa3aHHBIN CITOCOO BKJIFOYAET HTAIbL:

- TPENOCTaBJIEHHUsT coequHeHus1 (popmynbl I, packpeIToro B HACTOSIIEM OINUCAHHUH, U
kucaoThl Gopmynel I, pacKpeITOl B HACTOSIIEM OINKUCAHWUHW, B COOTHOLIEHHH 1:n, TAKOM Kak
cootHoienue 1:0,5 unum 1:1,

- oObeAMHEeHNUs YKa3aHHOro coenuHeHus Gopmyisl I ¢ ykasanHoi kucnoroit popmyier 11
B pacTBOpHTENE C 0Opa3oBaHUEM PaCTBOPA, U

- BBIJIEP’KUBAHMSI YKa3aHHOTO pacTBOpA A0 00Pa30BaHUsI OCaaKa, U

- BBIIENICHNS] YKA3aHHOTO 0Ca/IKa MyTeM (QUIIbTpaLMU C rojydeHneM conu Gopmyost 111,

B cnocobe monyuenust conmu Qopmyner III, packpbIToii B HACTOSIIIEM OIHCAHUH,
cooTHoIeHHe coenuHenus popmyJbl I k kucnore popmyier I moker cocrasysite 1:0,5 wm 1:1.
Kpome Toro, pactBopuTeNb MOXKET MpPEACTABISATh COOOW ONWH pPACTBOPUTENb WM CMECH
pactBopureneil. PactBopuTenb UM CMeCh PACTBOPUTENE MOXKET COAEpPKaTh WM COCTOATH U3
OPTaHHUYECKOTO pacTBOpUTENs(eii), Takoro kak 3taHos. Kpome Toro, stan oOpa3oBaHus ocaaka
MOKHO BBINOJHATH IPU KOMHATHON Temmepatype. B KOHTekcTe HacTOSILEro OMHCAaHMS
KOMHAaTHasl TeMIepaTypa O3Ha4daeT TeMIepaTrypy B quamnaszoHe ot npumepHo 20°C no npumepHO
25°C, nanpumep ot npumepHo 20°C mo mpumepno 22°C. Kucnora ¢opmyner II mMoxxer ObIiTh
BUHHOH KUCIIOTOH WiH (PyMapOBOil KHCIOTOM.

Coan

B Hacrosimem omnmcaHuM XUMH4YecKas CTpyktypa conu ¢opmynbsl 11l comepkameit
KoMOuHanmio coenuHeHus Gpopmyiibl I u kucnotsl popmysl 11, n300parkeHa B BuIe KOMILIEKCA,
B KOTOPOM KHCJIOTHBIA NMPOTOH(bI) KUCIOTHI MpHCOeNuHEeH(bl) K YKa3aHHOH kuciore. OmHAKO
CHELMAINCT B JAHHOH O0JIACTH NMOHUMAET, YTO KUCJIOTHBIM NMPOTOH(BI) KUCIOTHI (opmyisl 11
MOJKET OBITh MPUCOETUHEH K aTOMY a30Ta coequHeHust popmyJibl | w/mmu Moxker ObITh 0OIKUM

11 aTOMa a30Ta coefuHeHust popmyunsl I n kucnors! popmydsl I, 1 370 OXBau€HO PACKPBITBIMU
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B HACTOSIIEM OIMCAHUM KOMIUlekcamu/comsimu.  Hampumep, comp  ¢opmyner 111,
npeacrasisromas coboit 1:1 xomOuHanuio coenunenuss Gopmyasl [ u kuciaorer popmyast 11,

TaK’K€ MOKET OBITh MpeACTaBJICHA KaK:

oH
0=5=0
H H @] X
\N,-}- - OY
F O~ >IN X -0
X @]
®opmymna 11

Cnenyer nmoHuMaTth, uto conu (popmyier III, packpbIThie B HACTOSLIEM OMUCAHUU, MOTYT
ObITh TpeoOpa3zoBaHbl B Ipyryr coib ¢opmyisl Il ¢ momompo CTaHAAPTHBIX MPOLEAYP,
W3BECTHBIX B JIAHHOM OOJIACTH.

H3oTonbl

Coenunenne dopmynsl I comu ¢opmyner I mo HacTosieMy H300PETEHUI0 MOXKET
colepKaTh aTOMHBIA H30TON OIHOTrO WM 0OJjieeé aTOMOB, BXOMSALIMX B COCTaB YKAa3aHHOI'O
COEAMHEHUs], T.. YKa3aHHOE COEIMHEHHE MOXKeT OBITh H30TOMHO Me4YeHHbIM. Hampumep,
coennHeHue Gopmyisl | MokeT ObITh MEUEHHBIM OZHMM HJIM 0OJiee M30TONAaMH, TAKUMH Kak,
manpumep, tTputii (CH), meitrepuit (*H), fton-125 (‘*I) wnmu yruepon-14 (**C). B oxsom u3
NPUMEPOB COEUHEHUE SIBJIIETCS] MEUYEHHBIM OJHHMM Min Oosiee atomamu neiirepus. B oObem
HACTOSIIEr0 M300pETeHUs] BXOIAT BCE M30TOIHBbIE BAPHUAHTHI COEAMHEHHUII MO HACTOALIEMY
N300pETEHHIO, PAIMOAKTHBHBIE MIIN HEPAINOAKTHBHBIE.

Taxum oOpasom, HacTosilee M300peTEHHE OTHOCUTCS K COEIMHEHHIO, PACKPBITOMY B
HACTOSIIIEM ONHMCAHUHU, TAKOMy Kak coenuHeHue (GopMmynbl I, KOTOpoe SBISIETCS MEUeHHBIM
omHUM miu OoJjiee M30TONMAMM, TaKMMHU Kak neiirepuil. COelMHEHUs, MEUeHHbIE H30TOIOM,
PacKpbITble B HACTOSIIIEM OINMCAHHWH, MOTYT ObIThb OOBEOMHEHBI C KHCJIOTOH, pPacKpbITOH B
HACTOSIIIEM OMUCAHUH, TEM CAMBIM O0ECIIEYNBAst COJIb, PACKPBITYIO B HACTOSIIIIEM OMHCAHUH.

Uzo0peTeHne  OOMOJNHUTENBHO  MPOWUIIOCTPUPOBAHO  TPUBENEHHBIMH  HHUXKE
HEOrPAaHMYUBAOIIUMH TPUMEPAMH.

IMPUMEPBI

B HacrosmeM ONMMCAaHWHW, €CNIM HE YKa3aHO HHOE, CXeMbl XMMHYECKHX COCIMHEHHI
BBINOJIHEHBI ¢ TIOMOLIBI0 Mporpammuoro nakera Chem Doodle, Bepcun 9.0.3. HanmenoBanue
COEAMHEHUI BBIMIOJHEHO C moMmombio mporpammbl MarvinSketch 16.10.17.0. Ecnu cxema u
XUMHYECKOE Ha3BaHHE HE COOTBETCTBYIOT APYT IPYTy, BEPHOH CIIEYET CUUTATh XUMHUYECKYIO
CTPYKTYypY.

OO0mue cBeaeHust

PeareHThI 1 pacTBOPUTENHN UCTIONB30BAIN 0€3 OUHUCTKH.

Ananmusbl BOXKX Bemonssiin Ha moxnyne BDXKX Dionex ¢ perekropom Dionex UVD
170U u MS Thermo Finnigan. Kononka: Waters XBridgeTM C18, 4,650 mm; monBrkHas (asza

A: 0,1% mypaBbprHas Kucnota (BOAH.); MOABIKHAS (aza B: aneroHUTpui1; CKOpOCTh MoTOKa: 1
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MII/MUH; 00beM Bopbicka: 3-20 Mk, nerekruposanue: 220-320 um; rpaaueHt: ot 0% no 100% B
B TeUeHHeE S5 MUH; ucnosibdyembie Oydepor: A mumm C.

SIMP-ananu3bl BeIMONHAIN Ha npudope Varian Mercury 400, paboTaroineM Ha 4acTOTe
400 MI'n. B xauecTBe BHyTPEHHET O CTaHAAPTA UCIIONIB30BAIN MUK OCTATOYHOIO PACTBOPUTEIIS.

AHanu3 U onpeneseHHe YUCTOThl COEAUHEHUN BBIMONHAIN C IOMOIIBIO TPAJUEHTHON
KUIOKOCTHON xpomarorpaduu ¢ Y@-gerektupoBaHueM npu 260 HM. DTO O3HA4YaeT, 4YTO
OlpeneNeHHbIi 00BEM pacTBOpa BbIMAPUBAIM, M OCTATOK AHAIM3HPOBAIM C IOMOIIBIO
xpomarorpaguu W CpaBHHUBAIM C XPOMATOTPAMMOW H3BECTHOIO KOJUYECTBA YKAa3aHHOTO
MPOMEKYTOYHOT'O COSIMHEHUSI.

Kononka: Hypersil Gold C18, 4,6x150 mm, 3 mkMm (Thermo); Temneparypa KOJOHKHU:
40°C; tepmoctar kosoHku: Dionex TCC-3000 SD; nacoc: Dionex LPG-3400 SD; ckopocTh
noroka: 1 mu/mun; umkekrop: Dionex WPS-3000 SL; o6bem Bmpeicka: 10 MK, OeTeKTOp:
Dionex DAD-3000; nnuna Boiabl: 260 HM; cuctema cOopa nannbix: Chromeleon.

Hannpie XRPD cobupann ¢ momompro npubopa Bruker D8 Advance (2005). Ka
manyuenne memu, A=1,54180 A, 0,020 mm ¢unmstp Kb u3 Hukenesoil (onbru, aHOmHOE
HanpspkeHue: 40 kB, aHomHeii TOK 40 MA, nperexktop: LynxEye (1D-mosuumonHas
qyBCTBUTENBHOCTH), Imenu 0,6 MM u 8 MM, pasmep mara 0,02°, ckopocTe ckanupoanus 0,2
c¢/mar, uarepsan (20) (3-35)° no 26 mxane.

PyTHHHBIN TECT Ha PACTBOPUMOCTD B BOJIE

Ecnu He yka3aHO MHOE, TeCTbl Ha PacTBOPUMOCTb B BOJE COJIeH, PACKPBITBIX B
HACTOSIIEM OMHMCAHUU, BBIMOJIHSUIA ClenyromuM oopasom. 0,05 r KakIoil COH B3BEIIUBAJH B
KO0J0€ W 3amMChIBAIM MacCcy KOObI+coib (m-vs). B konby ¢ cONbiO MEIJIEHHO MO KaIuisiM
n00aBsUIM  BOAY 1O TMOJHOTO PAacTBOPEHHs, HaOII0aeMOro HEBOOPYKEHHBIM —TIJIA30M.
PeructpupoBanu Maccy KolObIt+CoNb+pacTBopuTesb (m-svs). PaCTBOPUMOCTD, BBIPAKEHHYIO B
«rpaMMax paCTBOPEHHOTO BEIECTBA/KI PACTBOPHUTENIS», T.€. «IpaMMax COJIU/KT PACTBOPUTEIIS,

PacCUMTHIBAIN 10 YPABHEHHUIO!
(s)x1000

dCTBOPpUMOCTh = —mmm/
p p (m—-svs)—(m-vs)

(ypaBHeHue 1)

B ypaBHenun 1:

(s) obo3Ha4YaeT BeC COJIU, U3MEPEHHBIHN B KT,

(m-svs) 0603HAYaeT MacCy KOJOBITCONb+PaCTBOPHUTENh, U3SMEPEHHYIO B KT, U

(m-vs) ob0o3HaYaeT Maccy KOJObI+COJb, U3MEPEHHYIO B KT.

Benuunna (s) cocrasisiia 0,05/1000 kr.

[TockonbKy pacTBOPHUMOCTb H3MEpsUIM B BOAE, a BOAAa HMMEET IUIOTHOCTh 1 r/mi,
€IMHULIEH PACTBOPUMOCTH MOKET OBITh I/J1 FJTH MI/MJI.

TecT HAa PACTBOPUMOCTD B BOAE METOJIOM BCTPSIXHUBAHUS B KOJIOe

B HEKOTOpBIX Ciy4asix BBINOJHSJIM IONOJHUTEIBHbIH TECT Ha PAacCTBOPUMOCTb B BOJE
(TecT Ha PaCTBOPUMOCTH B BOJIE METOZOM BCTPSIXMBAHHUS B K0Jibe) cienyromumM obpazom. B Bomy
no6aBsian U30bITOK conu. CMech YpaBHOBEIINBAIM (BCTPAXUBAs) B TEUSHHE 110 MEHbLIEH Mepe

24 4yacoB C TMOJY4YE€HUEM HACBILEHHOIO pacTBOpa COJHU. 3aTe€M HAChIIIEHHbIH pPacTBOP
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(GUIBTPOBAH C MOJYYSHUEM MPO3PAYHOTO PACcTBOPA M MEPEHOCHIIN B YUCTYIO MPEIBAPUTEIBHO
B3BEIICHHYI0 KOJOy (mv). PerucrpupoBasin maccy KOJOBITHACBHIIIEHHBIH pacTBOp (mvs).
PactBopurens ymapuBamu TpH TOHIKEHHOM JaBJIEHHH OO TOCTOSIHHOH Maccel. Koy,
COIEp KAy BBICYIIEHHBIH OCTAaTOK, B3BemuBaiu (mvdr). PacTBOpUMOCTb, BBIPAKEHHYIO B
«rpaMmax pacTBOPEHHOTO BELIECTBA/KI PACTBOPUTENIS, T.€. KIPaMMaxX COJIU/KI PaCTBOPUTEIS),

BBIMUCJISAIN C TOMOIIBIO YPaBHCHU:
(mvdr—-mv)x1000

(mvs—muvdr)

pacTBOPUMOCTb = (ypaBHeHue 2)

B ypaBHenun 2:

(mvdr-mv) o0Oo3Ha4aeT pa3HUIly B Bece B KI' Mexkay (i) Maccol KojObl, comepiKariei
BBICYIIEHHBII OCTATOK IOCJIE BBITAPUBAHUS pacTBOpHUTEIS, U (11) MAacCOH KOJObI, U

(mvs-mvdr) obo3HayaeT pa3HUIy B Bece B KI Mexnay (1) mMaccod KojObl, BKIIFOUAs
HACBHIIEHHBIA pacTBOp coiu, U (i1) Maccol KOJObI, coneprKameidl BBICYLICHHBIH OCTATOK.
IToCKONBKY pPacTBOPHMOCTh W3MEPSIM B BOJE, M BOAA MMEET IUIOTHOCTh | I/MJI, enIuHULeH
PacCTBOPUMOCTH MOKET OBITh I/JT FJTH MI/MJI.

TecT HA TUTPOCKOMUYHOCTD

Tect Ha TUMPOCKONMUYHOCTH CONM L-BUHHOW KHCIOTHI ¢ coenuHeHueMm [2-(3-drop-5-
MeTaHCYIb(POHMIIEHOKCH )3THJI |(IPOMMT)aMUHA  BBITIOJHSUT TIYTEM  BBIICPIKUBAHHS TOYHO
MU3MEPEHHBIX BECOBBIX OOpa3LOB COMM NpH pasnuuHoi BraxkHoctu mpu 30°C. YUepes oxpny
Henemo 0Opasibl CHOBA B3BELIMBAIIHM, U HA OCHOBE MCXOAHON MacChl BBIYUCIISIN BBIPAXKEHHYIO B
IPOILIEHTaX Pa3HMIy B BECe.

Tectr Ha  TUIrPOCKOMUYHOCTb  XJIOPUCTOBOJIOPOAHOMN conu [2-(3-dTop-5-
MeTaHCYIb(POHNI(PEHOKCH )3T |(TTponiT)aMruHa peructpuposainu Ha npudope TA Q550000SA.
Hcnonp3oBanu Temmneparypy, pasHyro 25°C, m marossiii untepBan 10% wmexny 0% u 95%
OTHOCUTEJIbHON BJIJKHOCTBIO B JIBYX IOCJIEOBATENbHBIX LIUKJIAX.

CokpameHus

r - rpamm(bl)

MT - MAJUTUTPaMM(bI)

HCI - xnopucToBogopoiHas KMCIOTa

EtOH - sTanon

BD2XX - BeicOKO3 PP eKTHBHAS KUIKOCTHASI XpoMaTorpadus

M - MOJISIpHBIH, T.€. MOJIB(H)/THUTP

MTBE - meTun-tper-0yTuioBslii 3¢ up

MUH - MHHYTa(bI)

MT - MAJUTUTPaMM(bI)

MJT - MUAJUTHUTATP

MOJIb - MOJIb

MMOJIb - MHJUTUMOJTb

MC - Macc-crieKTpoMeTpust

HM - HAaHOMOJIb
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SMP - sanepHbBIii MATHUTHBIN PE30HAHC
1-PrOAc - uzonponunauerar

TT'® - Terparunpodypan

XRP - peHTreHOBCKHUI MOPOLIOK
XRPD - peHTreHoBCKasi NOpoLIKoBas Audpakius
Y@ - ynerpaduoner

A - anrcrpem

DVS - nuHamudeckasi copOLust mapoB
RH - oTHOCHUTENBHAS BIAKHOCTH

b.i.d. - gBaXknbI (IBa pasa) B CyTKH

TA - Tepmudeckuii aHanus

IIpumep 1

Cunres 2-(3-¢prop-5-merancynbhonmnderokcn)-N-nponunaneTaMmuia;
F

o

H
o=% N N
<|:H3 o

K pacreopy 3-¢drop-5-merancynbdonmndenona (cm. WO 2006/137790; 20,6 r, 152
mmonb) B 1-PrOAc (290 mu) moGasmsnm 2-xnop-N-npornmnaneramun (29,0 r, 152 mmons) ¢
nocienyoumuM nodasneHueM kapOonarta kamus (42,0 r, 304 mmonp). PeakimoHHyr cMmech
HarpeBaJiy 10 TeMIlepaTypbl AedIerMaly U nepeMeIInBaii Ipy 3TOH TeMIepaType B TeUeHHe
20 ygacoB. CMech OXJaXIanu 10 KOMHATHOW TeMIIEpaTyphl, U 3aTeM A00asisiu Boay (320 mu).
OO0pa3oBaBIIYIOCST CYCIEH3UIO NepeMeIlnBAIM B TEYeHHe 2 Y, U OCAAOK OTAEISUIN
¢unbTpoBanrem. Ocanok Ha GuibTpe mpombiBaau Boaoi (2x115 mi), a 3atem staHo0oM (3%90
mut). [IpoaykT cyummmy, nponyckas 4epe3 Hero Bo3ayX B Tedenue 4 4. [Tomyvamu 40,0 r (91%) 2-
(3-pTop-5-merancynbhorunpeHokcH )-N-iponuianeTaMuaa B BHAE TBEPAOrO BeLIECTBA C
ancToTol >99% miomanu (BXKX). 'H SIMP (400 MI'n, IMCO-de): & 0,83 (r, 3H), 1,45 (m,
2H), 3,09 (m, 2H), 3,26 (c, 3H), 4,63 (c, 2H), 7,23 (m, 1H), 7,38 (m, 2H), 8,20 (m, 1H).

IIpumep 2

Cunres [2-(3-¢Top-5-MeTaHCYIbGOHII(EHOKCH )3TUJI | (TTPOTTHJ )AMHHA!
F

H
o:\é 0 NS N\/\cm

Cmech  2-(3-¢rop-5-merancynbdponmndenokcn)-N-npormmnaneramuna (39,0 r, 135
mMmoib) U TT'® (390 mur) marpesanu 1o 35°C, u 1M pacrop komruiekca BH3 THF B TT'® (277
w1, 277 mmonb) nobasnsanu B TeueHue 1 gaca. Cmech nepemermnsanu npu 35°C B TedeHue 4

4acoB, 3aTe€M IIPU KOMHATHOHM TeMIlepaType B Te€4eHHe HOYM U 3aTeM oxjaxpamu 1o 7°C.
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Mennenno nobasmsun Bomy (195 mu) um 3arem 37% HCI (6,3 mn, 200 mMmonb), U cMmech
HarpeBanu 10 56°C B tedeHue 3,5 yacoB. JloOaBIsIM JOMONHUTENBHOE KOJINYECTBO BOABI (40
mut) 3ateM 37% HCI (2,5 mi), u nepemernnBanye npoaoipkain B TeueHue 28 vacos npu 56°C.
ITocne oxnaxkxaeHust CMECH 10 KOMHATHOH TeMIiepaTypbl ee pazdasisiau Bopoit (195 mi) u 3arem
npombiBaii MTBE (2x200 mn). 3nauenne pH nosomunu no 11,1, noGasisist BOgHBIN pacTBOp
NaOH (50%), u 3atem cmech skctparuposain MTBE (2x215 mu). Opranuueckue pacTBOPBI
IPOMBIBAJIN BOOH (2%120 Mu1), ¥ 3aTeéM KOHLEHTPUPOBAJIN IPU MOHIKEHHOM JaBJICHUU A0 TeX
nop, moka ocrasuuiics oovem He coctaBuin 60 mu. Jlobaemsin EtOH (120 mi), u meperoHky
NPOAODKAIA IO TeX IMOp, TMOKa OCTaBUIMICS OObEM He MOCTUT MPUONIM3UTENBbHO 60 Ml
CosmectHoe BhimapuBanue ¢ EtOH moBTOpsiin ABa bl ¥, HAKOHEL, BbINAPUBAHUE TPOIOJIKAIIH
10 TeX MOp, MOKa OCTaBIIMiics oO0beM He moctur npubmmsurensHo 60 mi. XKemaembrii [2-(3-
dTop-5-MeTaHCyIbGOHMIPEHOKCH )3T |-(TIponiT)aMuH nojiydanu B Bune pacteopa EtOH (1,5
M) ¢ gucroroit >99% momanu (B2XKX), u Berxox (66%) onpenensiii METOIOM BbITAPUBAHUS
amuksot. 'H SIMP (400 MI', CDCls): & 0,95 (t, 3H), 1,56 (m, 2H), 2,67 (t, 2H), 3,04 (m, 2H),
3,06 (¢, 3H), 4,14 (T, 2H), 6,90 (M, 1H), 7,2-7,3 (M, 2H).
IIpumep 3

Cuntes remu-L-taprpara [2-(3-¢rop-5-merancynbpoHnndeHoKcH )3 THI |(TpOiI)aMHUHa:

E
o O
?\ s HO OH
O—s o/\/ \/\CH3 X \
| N
CH,

HO OH
12

EtOH-pacTBop [2-(3-drop-5-meTancynbdonmadenoken )i |(mponuia)aMuHa u3
npumepa 2 (pacyetHoe koauuecTBo: 24,5 r, 88,9 Mmonb) pasdasnsiin EtOH no tex mop, moka
KoHUeHTpauusi He coctaBwia 0,40 M. JloGasnsinu pactBop L-BunHO# kucnotel (6,81 1, 45,4
MMmoib) B Bome (20 wmut). OOpa3oBaBINYIOCS CYCIEH3MIO HArpeBajd JO TEMIIEePaTyphbl
nedierManuu, U M00aBISUTM MOMOJHUTENbHbIe KojudecTBa EtOH (50 mu) u Bomber (5 wmui).
Harpesanue nponosokanu 10 pacTBOPEHHs BCEX TBEPAbIX YacTull. [locie oxyaxaeHus: CMeCH 10
KOMHATHOW TeMIlepaTypbl 0Opa30oBaBINYIOCS CYCHEH3HIO MEPEeMEIINBAIM TPU KOMHATHOM
TeMIiepatype B TedeHue HouH, u 3areM npu 5-10°C B teuenHue 5 uvacoB. Ocafok oOTAENsLIU
¢unbTpoBanneM, u ocamok Ha ¢uibTpe npombiBanu EtOH (3x35 mu). IlpomykT cyummmmm,
npormyckasi uepe3 Hero Bo3ayx B Tederne 20 muH. [lomyganu 29,9 r (96%) remu-L-taptpara [2-
(3-pTop-5-MerancynbPOHMIEHOKCH )3T |(TPONTMI)aMUHA B BHIE TBEPAOTO BEIIECTBA C
ancroroit o KX 99,9%. 'H SIMP (400 MI', IMCO-dg): & 0,89 (r, 3H), 1,55 (m, 2H), 2,74 (r,
2H), 3,13 (1, 2H), 3,28 (c, 3H), 3,89 (¢, 1H), 4,27 (T, 2H), 7,25 (M, 1H), 7,3-7,4 (M, 2H).

PeHTreHOCTpYKTYpHBIN aHAMNM3 Ha NOPOIIKE BBIMOJHSUIA Ha OOpasle KPUCTAJUIOB
MOJIy4YE€HHOU BbIILIE remu-L-tapTpaTHoit conu [2-(3-¢pTop-5-
MeTaHCYIb(POHMIEHOKCH )3T |(TIPOITIII)aMUHA CTAHAAPTHBIMH METOAAMU C HCIIOIb30BAHHEM

npubopa, o0OpymoOBaHUSI M YyCIOBUH, mpexactaBieHHbIMH B OOmue cBeneHus. Pesynbrarsl
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aHamM3a NPEACTaBJICHbl B paszaene audpakTorpammbl, mnpuBeneHHod Ha ¢ur. 1. U3
auQpakTOrpaMMel, MpUBEAEHHON Ha Gur. 1, U3BIEKaTN OCHOBHBIE XapAaKTEPUCTHUECKHE MTUKHU C
MOJIOXKEHUSIMU M OTHOCHUTENIbHBIMUA HHTEHCUBHOCTSIMU, KOTOPbIE PUBEEHBI HIKE B Tabmue 1.

CnenyeTr umeTh B BUAY, YTO OTHOCUTENIbHbIE MHTEHCUBHOCTHU NMHUKOB MOTYT MEHSTHCS B
3aBHCUMOCTH OT OpHMEHTAallMM HCCIeNyeMoro obOpasua, a Takke OT THMa U HaCTPOeK
UCTIONIB3YEMOro Mmpudopa, CleNOBaTeIbHO MHTEHCUBHOCTU Ha rpadukax XRD, BKIFOUYEHHBIX B
HACTOsALIee ONMMCAHUE, SIBJISIFOTCS] MJUTIOCTPATUBHBIMU U HE MPEAHA3HAYEHBbI AJIs1 UCTIONb30BAHMS
1151 aDCONIFOTHOTO CPABHEHHSI.

Tabmuua 1: TTonokeHus 1 UHTEHCUBHOCTH OCHOBHBIX MHUKOB Ha XRP nmudpakrorpamme
comu opmyiel [Va, kotopas mpencrasisier codoii komOuHaiuio coequHerus: Gopmyst [ u L-

(+)-BUHHOI1 KUCJIOTHI B cooTHOIIeHuu 1:0,5.

Tabmuna 1
Yron 20/° d-3Hauenne/A % OTHOCHTEILHOI
MHTEHCUBHOCTH
718 123 9
11,44 773 1
11.78 751 3
12.43 711 49
13,02 6.79 100
13.94 6.35 2
14,40 6,15 71
1533 5.78 19
16,09 5,50 5
18.07 4.90 41
18,64 4.76 21
19.62 4.52 41
19,92 4.45 46
20.65 430 4
21.10 421 46
21.44 414 36
21.66 410 32
2.13 4.0 21
2235 3.07 20
22.99 3.86 10
23.86 3.73 15
2436 3,65 50
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24,75 3,59 17
25,02 3,56 3
25,66 3,47 10
26,06 3,42 4
26,35 3,38 10
27,66 3,22 13
28,01 3,18 1
28,44 3,14 8
29,20 3,06 1
30,16 2,96 4
30,43 2,94 2
30,96 2,89 20
31,44 2,84 8
32,48 2,75 7
33,21 2,69 2
33,74 2,65 2
34,15 2,62 2
34,81 2,58 5

Hpumepsr 4-7: O6mas npoueaypa cuHTe3a cojeid coexnHeHus [2-(3-¢prop-5-
MeTaHCYJIb(POHMIPEHOKCH )ITHJI|(MPONMHUI)AMHHA € PAa3JIHYHBIMH KHCJIOTAMH

K pacteopy [2-(3-dprop-5-merancynbdonundenokcu)stn|(nponmwi)amuaa B EtOH
n00aBISTM  COOTBETCTBYIOLIYKO KHCIOTY B 3TaHOJE, M CMECh HarpeBajd C OOpaTHBIM
XOJIOAUJIBHUKOM 0 TIOJHOTO PACTBOPEHUS, 3aT€M OXJIaXKAad 10 KOMHATHOW TeMIlepaTyphbl.
Ecnun npoucxonuno ocaxknenue, oOpa3oBaBlieecs] TBEPAOE BEIIECTBO cobupanu (GuibTparme.
CooTHOIIEHHE OCHOBAHHME/KHCIOTA B MOJYYEHHBIX COJISIX OMPENESSUTH C TOMOIIBIO 'H amp
CIIEKTPOCKOIIUM C BpeMeHeM pernakcaunu no Menbledn Mepe 10 cexkyHn. Temnepatypy
TuaBJieHus onpenessui ¢ momombio DSC (muddepeHnnanbHON CKaHUPYOLIEH KaTOPUMETPHH),
Y XapaKTEepPUCTUKHU BELIECTBA B TBEPAOM COCTOSHMU omnpeaesnsu ¢ nomoupo XRPD, koropyro
MCIIOJIb30BAJIH JJIsl ONIPEENICHNUs, SIBIISIETCS I OCAXAEHHAs COJIb KPUCTAITIMUECKOM.

IIpumep 4

Coub dbymaposoii KUCJIOTBI C [2-(3-dTop-5-

MeTaHCcyabGOOHWI(PEeHOKCH )3T [(Iponvi )aMUHOM

VKa3aHHYI0 B 3arojIOBKE€ COJIb IOJYy4YaJId B COOTBETCTBHUHM C OOIIEH NPOLEAypOH,
onrcanHoi Bbitne. CornacHo nanHbiM XRPD, conb Obl1a KpUCTATUYECKOM.

Brixon: 78%.

CoorHotenne ocHoBaHue/kucnora: 2:1.

Temneparypa nnasnenus: 184,9°C.
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PacTBopumocTs B Boze: 92 mr/mur

Anamu3z XRPD nan nudpakrorpammy, npuseaeHnyro Ha ¢ur. 2. U3 qudpakrorpammsl,

NPUBEACHHON Ha (QUr. 2, M3BJIEKATH OCHOBHBIE XapPAKTEPUCTUUYECKHE NMHUKU C TOJOXKEHUSIMH U

OTHOCUTECJIbHBIMU MHTCHCUBHOCTAMMU, KOTOPBIC MPEACTABIICHBI HUKE B Ta6m/1ue 2.

Tabmuua 2: TlonokeHnss 1 MHTEHCUBHOCTH OCHOBHBIX NMUKOB Ha XRP nugpakrorpamme

comu opmynbl Va, koTopas mpencraBisieT coOoil koMOmHaimioo coenuHeHust Gopmyisl [ u

¢dbymapoBoii kucnotsl B cootHomenuu 1:0,5.

Tabmuna 2
Yron 20/° d-3Hauenne/A % OTHOCHTEJLHOI
MHTEHCUBHOCTH
7.62 1.6 42
11.17 7.02 1
12,66 6.08 4
12,08 6.82 12
13.79 6.42 1
1527 5.80 100
15.54 5.70 6
16,23 5.46 1
16,64 532 1
18,55 4,78 11
18,88 4,70 2
19,15 4,63 2
19,51 4,55 2
19,92 4.45 4
21,10 421 2
2147 414 2
21.84 4.07 12
22.60 3.3 5
22.65 3.2 3
22.08 3.87 2
23.47 3.79 1
24.08 3.60 5
24,89 3.57 1
2534 3.51 2
25,78 3,45 3
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26,01 3,42 3
27,47 3,24 1
28,62 3,12 1
29,33 3,04 1
29,52 3,02 1
30,79 2,90 7
31,40 2,85 3
32,83 2,73 1
33,11 2,70 1
34,00 2,64 1

IIpumep S

Conp MaJICHHOBOM KHCJIOTBI c [2-(3-Top-5-

MeTaHCcyabGOOHWI(PEeHOKCH )3T [(Ip o1 )aMUHOM

VKa3aHHYI0 B 3arojIOBKE€ COJIb TOJNy4YaJId B COOTBETCTBHUHM C OOIIEH NpOLEAypoH,
onucanHoi Beile. CornacHo nanHbiM XRPD, conb sBAsSETCS KPUCTATUTMUECKOM.

Brixon: 88%.

CoorHotenne ocHoBaHue/kucnora: 1:1.

Temneparypa nnasnenus: 141,5°C.

PacTBopumocTs B Boze: 35 mMr/mu

IIpumep 6

Coub SIHTAPHOM KHUCJIOTBI c [2-(3-bTOp-5-

MeTaHcyabhoHMIGEeHOKCH )3T |(IPOIII )AMUHOM

VKka3aHHYI0 B 3arojioBK€ COJIb TOJNy4YaJd B COOTBETCTBUH C OOWIeH Npouenypow,
OTMMCAHHOW BBIIIE, 332 UCKIIOYEHUEM TOro, YTO pacTBOp oxyaxkpanu 10 -18°C mo BbImageHus
ocanka. CornmacHo nanHbIM XRPD, conb siBsieTcst KpUCTaIUYECKOM.

Beixon: 75%.

CoorHotenne ocHoBaHue/kucnora: 1:1.

Temneparypa mnasnenus: 109,2°C.

PacTBopumocTs B Boze: 285 mr/mi.

Ipumep 7

Coupb L-BuHHOHI KUCJIOTBL C [2-(3-dbTop-5-

MeTaHCcyIbGOOHWI(PEeHOKCH )3T [(Ip oI ) aMUHOM

VKa3aHHYI0 B 3arojlOBKE€ COJIb TOJNy4YaJId B COOTBETCTBHUHM C OOIIEH NPOLEAypoOH,
onucanHo Beile. CornacHo nanHbiM XRPD, conb sBAsSETCS KPUCTATUTMUECKOM.

Beixon: 73%.

CoorHotenne ocHoBaHue/kucnora: 2:1.

Temneparypa nnasnenus: 187,6°C.

PacTBopumMocTs B Bozie (OOBIUHBIN TECT HA pACTBOPUMOCTD B Boze): 185 mr/mi.
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PactBopuMOCTE B BOzie (TECT HA PACTBOPUMOCTD B BOJE€ METOAOM BCTPSIXHBAHHS KOJIOBI):
252,6 mr/mu.

CpaBHuTeNbHBIN DpUMeD (PaCTBOPUMOCTE B BOAE)

B cpaBHUTENbHBIX HCIBITAHUSX JUI OIpPENENEHUs] PAacCTBOPUMOCTH B BOIE COJIU
XJIOPUCTOBOOPOIHON KHUCJIOTBI c [2-(3-¢pTop-5-
MeTaHCYIb(POHUIPEHOKCH )ITHI |(MTPOMIIT)aMUHOM ObUT CHIENaH BBIBOX, YTO PACTBOPHMOCTH B
BOJIC YKA3aHHOW COJIM XJIOPHCTOBOIOPOAHOHM kucCioThl (T.e. mpumep 1| m3 WO 2012/143337)
cocraBmwia 197 wmr/mn (0OBIYHBIN TECT Ha pacTBOPUMOCTb B Boae) U 270 mr/mn (TecT Ha
PacTBOPUMOCTD B BOAE METOAOM BCTPSIXMBAHUS KOJIOBI), COOTBETCTBEHHO.

Omnpenenenue TUTPOCKONUYHOCTH conu  L-BuHHOH  kucnotel ¢ [2-(3-dTop-5-

MeTaHCYJIb()OHMI(PEHOKCH )3THII |(TTPOITHII)aMHHOM COTJIACHO MPUMEPY 7.

Tabmuua 3

OtHocurenpHass BIAKHOCTD (%) Paznnna B Bece (%) lpumep 7
0 -0,26
6 0,00
11 -0,06
22 0,12
33 -0,18
45 -0,13
56 -0,15
73 -0,24
75 -0,07
83 0,06
97 -0,08

Kak BugHo w3 Tabmuubl 3, conb L-BuHHOH kucinotel ¢ [2-(3-dTop-5-

)
METaHCYIb()OHUI(PEHOKCH ) THII |(TPOMIIT)aMUHOM COTJIACHO TpUMepy 7 He aacopOupyer U He
necopbupyer kakoe-auO0 3HAYUTENbHOE KOJUYECTBO BOABI NpH JIFOOOW BIAKHOCTH. Takum
0o0pa3oM, COJib UMEET OYeHb HHU3KYK) T'MIPOCKOMUYHOCTh, T.€. U3MEHEHHE Beca COCTAaBJISIeT +
0,3% wnnu MeHee nake B YCIOBUAX OY€Hb BBICOKOW OTHOCUTEIBHOM BJIIAKHOCTH, TaKOW Kak 73%,
75%, 83% umm 97%, B Teuenne 7 aueit mpu 30°C.

CpasHurenbHbIN npuMep (TUIPOCKONUYHOCTD)

B napyrom ucneiTaHuU MO OMpPENENIeHUI0 TUTPOCKOMUYHOCTH COJIU XJIOPUCTOBOJOPOAHOMN
KUCIOTHI C [2-(3-¢Top-5-MerancynphoHniadeHokcH )T |(pommi)aMuaoM MeTogoM DVS Obin
CIIeJIaH BBIBOJ], YTO MaccCa YKa3aHHOW COJIM XJIOPUCTOBOAOPOAHON KUCIIOTHI (HAIIpUMeEp, IIPUMEp
1 13 WO 2012/143337) yBenuuuniach npuMepHO Ha 3% MpHU OTHOCUTEIBHOHN BIaXHOCTH 95% u
temneparype 25°C. LIukibl HOBTOPSIIN.

3aMe4yaHus

Kak BUAHO U3 MPUBCACHHLIX BbBIIMIC IMIPUMEPOB, COJIb MAaJIEeMHOBON KHCJIOThI HMEET
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HU3KYK0 PaCTBOPUMOCTb U OTHOCHTENIBHO HHU3KYIO TEMIIEpaTypy IJIaBJIEHUsS, TOrAAa KaK COJb
SHTAPHOW KHUCJIOTBl XapaKTEPU3yeTCsi O4YEeHb XOpPOUIEH pPACTBOPUMOCTBIO, HO HU3KOWU
Temneparypoiil masienusi. C aApyroii CTOPOHBI, COb (PyMapOBOH KUCIIOTHI U, B YACTHOCTH, COJIb
L-BUHHONH KHCIOTBI HMEIOT BBICOKME TEMIEpaTypbl IUIABIEHUs, a TaKXKe BbBICOKYIO
pactBopuMocTh B Bofe. Kpome Toro, naxke HeCMOTpsl Ha TO, YTO COJb XJOPUCTOBOAOPOIHOMN
KuCJoThl cornacHo nmpumepy | WO 2012/143337 umeer BBICOKYIO TeMIIEpaTypy IUIABICHUS U
BBICOKYK) pPacTBOPUMOCTb B BOAE, OHAa TUIPOCKONHMYHA MpPU BBICOKOM OTHOCUTENILHOU
BJIKHOCTH. Conib L-BUHHOI KHMCJIOTBI COTJIACHO HACTOSIIIEMY U300pPETEHUI0 HEe TMIPOCKOMHYHA
npu JIFOOOM OTHOCHUTEBHON BIIAXKHOCTH. BMecTe, ykasaHHbIE MOJIe3HbIE (PU3MYECKHE CBOMCTBA
JENarT Coiib (hyMapoBOM KUCIIOTHI M, B YAaCTHOCTH, COJIb L-BHHHOHN KUCIOTHI ¢ [2-(3-dTOp-5-
MeTaHCYTb()OHMIEHOKCH )3THJI | (PO )aMUHOM OY€Hb XOPOLIUMU KaHIUIaTaMU
JIEKApCTBEHHBIX CPENCTB C TOYKH 3peHUs (PapMaleBTUYECKUX CBOICTB, T.€. CBOWCTB,
00eCcTeunBarIUX UX MPUTOIHOCTD AJISI IPUMEHEHHUS B Ka4eCTBe (hapMalleBTHYECKOTO CPEACTBA,
TaKHe KaK 3KCIUTyaTallMOHHBIE CBOMCTBA W/WIJIM CBOWCTBA, OTHOCSIIUECS K XPAHEHHUIO.

Knnnuyeckoe ucciienopanue Ha Joasix ¢ 0onesHbio IlapkuHcoHa M guCKHHe3HeH
unayuuposanio L-DOPA (LID) ¢ ucnoab3oBanuem cojim L-BuHHON KHCI0THI ¢ [2-(3-
¢prop-5-merancyabdonnpeHoKCH)ITHI|(MPONUIT)AMHHOM H3 IpuMepa 7

JlomalHie AHEBHUKU MOJyYHIN IIUPOKOE NPU3HAHKME B KAY€CTBE KOHEYHbIX TOUEK JIs
KJIMHUYECKOH pa3paldOTKU TEepaneBTHYECKUX CPENCTB, HAMPABIEHHBIX HA YMEHbLICHUE
MOTOPHBIX ~ OCJIO)KHEHUH, CBA3aHHbIX C JiedeHueM [2]. JIurarenpHbple (aykTyauuu
aCCOLIMUPOBAHBI C HAPYLIEHUEM MOBCEJHEBHON aKTUBHOCTH M KAa4eCTBA XXU3HHU, CBA3aHHOIO CO
310pOoBbeM. B KIMHHUYECKMX HCIBITAaHUAX, NpoBeaeHHbIX Integrative Research Laboratories
Sweden AB, mauueHTBl 3amMCHIBAIIM CBOK 24-4acoBYIO JABMrareibHyro ¢(yHkuuio c 30-
MUHYTHBIMM HHTEpBajaMH, HauuHasg ¢ noayHoud. [ns xaxkmoro 30-MHUHYTHOrO HHTepBaja
NALIMEHT OLIEHUBAJI COCTOSIHUE, B KOTOPOM OH Haxomuics nociennue 30 munyt, BBIKJI (nepuon
«BbIkFOUeHUs»), BKJI (mepuon «BkiroveHus») Oe3 myuutenbHou auckuHesnmu wiu BKJII ¢
MYYHTEIbHON auckuHe3ueil. [TanueHT Takxke yKasbIBaJl BpeMs, KOrJa OH WJIM OHa Craji/Criaa.
bruio npopemoncrpuposano, uto BpeMss BBIKJI u Bpems BKJI ¢ myunTenpHON nUCKUHE3HEH
OOBIYHO MAIMEHTbl CUYUTAIHN «IUIOXMM BPEMEHEM» C TOYKH 3PEHHs JBHraTeIbHON (YHKIIHH,
toraa kak Bpemsi BKJI 6e3 nuckunesnn u Bpems BKJI 6e3 Mmy4nTenbHON TUCKUHE3UH OOBIYHO
CUUTAJIN «XOPOIIUM pabo4ynM BpeMeHem» [3, 4].

Kak npasuno, cokpamenue BpemeHu «BbIKJD» unm yeenmudyeHune «xopouero BpeMEHU
BKJI» Ha 1 Wac MOXHO CYHMTaTh KIMHMYECKH 3HAYUMBIM M OBUIO TPUHSATO B KauecTBE
JOMYILICHNs] MPH BBIYMCICHUH MOLTHOCTH B KIMHUYECKUX HChbITaHusX [2]. Takum obpasom,
MOJKHO TMPEIIOJIOXKHTD, YTO CIBUT B CTOPOHY Oouiee «xoporuero spemenn BKJ» muanmywm Ha 1
Yac B CYTKHU MPEACTaBJSIET COOOW KJIMHUYECKH 3HAYUMBIN 3 PEeKT C y4eToM TOro, 4to odinee
BpeMsi, IPOBOAMMOE KaKAbll feHb B cocTossHuu BKJI (BkiroueHue ¢ auckuHe3nen u 0e3 Hee),
HE OKa3bIBa€T OTPULIATENILHOIO BO3AEUCTBUS HA JICYEHUE.

JUis  BKIIIOYEHUS B KIMHUYECKOE  HCMbITAHHWE  IMALMEeHTbl  JOJUKHBI  OBLIH

MIPOAEMOHCTPHUPOBATh CIOCOOHOCTh 3aIOJIHEHHSI TOMAIHEro JHEBHUKA B TeueHue 24 4Yacos.
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IIpaBUIBHO 3aMOJHEHHBIM JHEBHUKOM CUUTAJICS] AHEBHUK, HE COAEPIKALINI HEBEPHO BHECEHHBIX
3anuceii st Oonee yeM 2 4acoB (4 HEBEPHO BHECEHHBIX 3aINCEH) 3a ONpeneleHHblN 24-4acoBoil
nepuon. HeBepHO BHECEHHYIO 3allUCh B JHEBHHKE ONpEAESsUIM Kak Oojiee 4eM OJHa 3alrcCh,
CAEJIaHHAas B KayKJOM I10JIy4aCOBOM MHTEPBAJIE, KOTOPAsl SIBJSIETCS HEYUTAEMOM, WIIH OTCYTCTBUE
3alHUCU B KaKAOM IOJIy4acoBOM HHTepBase. st pacuera 3ppeKTUBHOCTH KOHEUHBIX TOUYEK Ha
OCHOBE J[IHEBHMKA HCIIOJIb30BAJIM CPEOHIOI BHECEHHYIO B IHEBHUK HH(popMmammo u3 3
NPaBWIBHO 3aIOJIHEHHBIX THEBHUKOB (IIPU MX HAJIMYMM) I8 Kaxnoro nocemienus. Ecnu Ha
MOMEHT IMOCEIIEHHs] UMENTHUCh TOJIKO 2 MPABUJIBHO 3AMIOJIHEHHBIX JHEBHHUKA, TO UCIOIb30BAIN
CPERHIOI WH(POPMALMIO U3 2 MPABHIIBHO 3aIOJTHEHHBIX JHEBHUKOB. ECITH UMENCs TOJMBbKO OUH
NPABWIBHO 3aIOJHEHHBIH IHEBHUK, TO HCIOJb30BATH HH(OOPMAILMIO W3 OJHOTO MPAaBUIBHO
3alOJIHEHHOTO JHEBHUKA. ECiIM Ha MOMEHT MOCEUIeHUs NalMeHTa He ObUIO MPaBUIIBHO
3aIIOJIHEHHBIX JTHEBHUKOB, TO CYMTAJIH, YTO TaKas MHPOPMAaLIUA OTCYTCTBYET.

Meron

Bo BpeMsi NOATOTOBUTENBHOIO NEPUOAA U MOCIEAYOLIETrO JIEYeHUs MALIMEHTOB MTPOCHIIN
3aIMOJIHATh JOMAIIHUE JHEBHUKHU C OMMMCAHUEM CBOETO JBUraTEIbHOrO cTaryca ¢ 30-MUHYTHBIMU
VWHTEepBaJlaMu B TedeHue 24 4acoB. [lanneHTOB mOmpocuiyd ONMCHIBATH CBOM mociennuilt 30-
MHUHYTHBIM MOTOPHBIN CTaTyC B TEPMUHAX OAHOM U3 deTbipex kateropuii: con, BbIKJI, BKJI nnu
BKJI ¢ myuurenpHON nuckuHesued. OmnucaHue KaKAOW KaTeropuu B JTHEBHUKE BBIIIISZEIIO
CIIEYIOIIHUM 00pa3oM:

BKJI: xopomast iy npakTH4eCKU HOpMasibHasi NOJABUKHOCTD.

BKJI ¢ wMmyuurenpHOW IHUCKUHE3WEH: OeCIMOKOWT HEeNMPOU3BOJbHOE CKPYYHBAHUE,
CKPYYHMBAIOLINE ABWKEHUS. DTU ABIKEHHsI OTIIMYAIOTCSL OT PUTMHUUECKOTO KTPEMOPay, KOTOPBIi
SIBJISIETCS] CHMITTOMOM camMoii 6one3nu [TapkuHcoHa.

BBIKJI: ckOBaHHOCTb, 3aMETHOE CHUKEHHE TTOABUKHOCTH WUJIA HETTOABHYKHOCTb.

CoH: Bpemsi, TPOBEIEHHOE BO CHE.

Pe3yabTaThl M 3aKIIOYEHHE

B nccnenoBanusix Ha MOAAX ObUTO OOHAPYIKEHO, YTO 3a CUET YMEHBIIEHUS] MyYHTEIbHOM
nuckune3uu (LID) y manueHTOB, cTpagaromux Oosne3nbro [lapkuHcona, nonyvasimmx L-DOPA
(leBozoMa), YBETMUMIOCh KOJMYECTBO €KEIHEBHBIX YaCOB XOPOLIEH MOABHIKHOCTH (XOpoluee
Bpemss BKJI) mpu koHuentpaumsx mnpemnapara B 1uasme 50-200 HM depe3 2 waca mocne
YTPEHHEro BBeJEHHUs. JTOT AWANa30H KOHLEHTPAlUu B IUIa3Me MOJydaldu MyTeM BBEIeHUs
nanueHTam ot 2,5 mo 10 mr ngBa pasa B CyTkH conu L-BuHHOH kucnotel ¢ [2-(3-¢rop-5-
MeTaHCy b oHmIpeHOKCH )3T |(iporin)aMuHoM. J1o3bl (2,5 mr - 10 Mr) paccyuThIBau s
HecoJieBou (hopmsbl [2-(3-pTop-5-MeTancynbPOHUIPEHOKCH )3T |(TTPOITIIT)aMUHA.

Tabmuna 4. Yayumenne BpemeHn xopomrero BKJI (T.e. BpeMeHH, KOTOpOE MalMeHT
ykazan kak «BKJI», 4To 03Hauaer XOpOLIYI0 WJIM MPAKTUYECKH HOPMAJBbHYIO MOABHXKHOCTB) Y
nanueHToB ¢ Oone3npto Ilapkuucona ¢ L-dopa-unnyumpoBanHON nuckuHesueit (LID) mpu
BBeeHUn L-BuHHOH comu  [2-(3-dTop-5-meraHcynbhormIEeHOKCH )3T |(TTpOITHI )aMUHA
COTJIaCHO MpuMepy 7 Wi 1aanedo.

Tabnuua 4:
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Beenenue no3b1 ABa paza B Yayumenue BpeMeHH KojinyecTBO NalueHToB
cytkH (b.i.d.) xopoumero BKJI (cpennue
3HAUECHMS)
5 mr wim menee (2,5 mr amus
2,14 9
HEKOTOPBIX MaLIUEHTOB)
7,5 mr 5,64 8
10 mr wmu Goneee (12,5 wmr
1,44 20
U1l HEKOTOPBIX MALUEHTOB)
maanedo 1,0 34
Bout caeiiaH BBIBO/I, 4To BBEJCHUE [2-(3-dTop-5-

MeTaHCy b OHMIIEHOKCH )3T [(TIporT)aMiuHa B kojimdectBe oT 2,0 mr no 10 mr, Hampumep
2,5 wmr, 50 mr wim 7,5 Mr, manuedrty, crpajaroiieMy OonesHpro IlapkuHCOHA, 3a cUeT
yYMEHbLICHNUsT MyuduTenbHOU nuckuHesnn (LID) yBemuuuBaeT e€XeAHEBHOE KOJMYECTBO YacOB
xopouei moxsukHOCTH (Bpemsi xopomero BKJI). Kpome Ttoro, Obln cmemaH BBIBOX, YTO
BBeieHue [2-(3-¢rop-5-meTancynbHoHMIPEHOKCH )3T |(TponiiI)aMiuHa B Konudectse oT 2,0
mr 10 10 mr, Hanpumep 2,5 mr, 5,0 Mr wiu 7,5 Mr, NpUBOIUT K 0OJiee BBICOKOMY YBEJIUYCHHIO
XOpOLIEro BPEMEHU BKIJI, yeM BBEJICHHE [2-(3-¢pTop-5-
METaHCYIb(POHNUI(PEHOKCH )ITHI |(TTPONIIT)aMHHA B KOJIMUYECTBE, PABHOM WJIM TpeBbIaromem 10
MT.
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POPMVYJIA U30BPETEHHUA
1. Conb popmys I1I:
G
0=8=0
0O X
H .~ oYy
F o> HOJLW/J\H’
X O
n
®opmyina 11

IZIe YKa3aHHas COJIb MpPEACTaBisieT COOOH KOMOMHAIMIO coeawHeHus ¢opmynsl [ u

KHUCIIOTHI (popmyusl 11

CHs O X
0=5=0 o J%_rov
H X 0
F O/\/N\/\
®Dopmyna I Dopmyna I

B COOTHOIIIEHUH 1:n,
rae
X npencrasiser coboit H nimm OH,

Y npencrasnsier codoii H nnm katroH, BbIOpaHHBINA U3 rpymmbl, cocrosmen u3 Li, Na u

—— mpeacTaBisieT coO0I ONUHAPHYIO MM ABOMHYIO CBSI3b, U

n paBHO 0,5 nnu 1.
2. Conb popmyisl Il o .1, rae
X mpencrasisier coboi OH,

Y npencrasisier codoit H, u
—— MPEACTABISIET COOON OUHAPHYIO CBS3b,

naBas TeM cambIM cosib  (opmynel [V, mpencraBmsromyro coboif  KOMOMHALMIO

coenrHeHUs popmyibl | 1 BUHHON KUCIIOTHI:

Hs
0=S=0
O OH
H X OH
F O/\/N\/\ HO)W
OH O
n
®opmyna IV.

3. Conb dopmyast I mo m.1 unm m.2, rae BUHHAS KUCJIOTA MpeacTasisier codoi L-(+)-
BUHHYIO KUCJIOTY W/ D-(-)-BHHHYIO KHCIIOTY.

4. Conb ¢opmyansl 11l o .1, roe
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X mpencrasisier codoit H,

Y npencrasisier codoit H, u
—— mnpencTaBisieT coO0it TBOMHYIO CBS3b,

JaBas TEM caMbIM coib (opMynbl V, TPEACTABIAIOLIYI0 COOOH KOMOMHALNIO

coenuHeHus: popmybl V 1 GyMapoBOiH KHCIOTHI:

G
0=S=0 _ -
O
H X ~ OH
F S TN HOJ\/\W
O
B in
®opmyna V.

5. Conb popmyet 111 o r0O0My M3 MpeIIecTBYOINX MyHKTOB, I1e n paBHO 0,5.

6. Cose popmyusl 111 o mobdomy u3 mm. 1-4, roe n pasHo 1.

7. Conb ¢popmyunsl Il o moOoMy M3 MPEAIIECTBYIOIINX MYHKTOB, I/I€ OOUH WiIH Oojee
aTOMOB BOZIOpOJa coenuHeHust (opmMyJibl | 3aMeHeHbI nefdTeprueM.

8. Conp ¢opmynsl III mo moOOMy W3 MPENIIECTBYIOIUX MYHKTOB, KOTOpas SIBISIETCS
KPUCTAJUTHYECKOU.

9. Comp ¢opmynsl III mo mrobomy w3 mnm.1-3, 5 wmm 7, ommuaromasicss XRP

audpakTorpaMMoi, mnpuBeneHHoW Ha ¢ur. 1, maum mo mobomy w3 mml, 4, 5 wm 7,

orinuarommasicss XRP nugpaxkrorpammoii, mpuseneHHo Ha ¢ur. 2.

10. Comp ¢opmynsr III mo mobomy u3 mm.1-3, 5 wim 7, ornuvaromasics XRP
nudpakTorpaMmoii, coxepskameii muk npu 13,0 20 u oguH uiau Oojee MUKOB, BBIOPAHHBIX U3
cnenyromux: 12,4, 14,4, 21,1, 24,4 26.

11. Comp ¢opmynst III mo mobomy u3 nm.l, 4, 5 wmm 7, ornmuaromascs XRP
nupakTOrpaMMoi, conepskamieit nuk npu 153 20 u onuH uimu OoJjiee MUKOB, BHIOPAHHBIX W3
cnenyromux: 7,6, 13,0, 21,8, 23,0 20.

12. dapmaneBTHYECKasT KOMITO3ULIUSA, coaepskamasi coib Gopmyst Il mo mobomy u3
MPEIIIECTBYIOIINX MYHKTOB B CMeCH ¢ (papMaleBTHYECKH MPUEMIIEMbIM HAMOJTHUTEIEM,
HOCHTEJIEM U/WITH pa3OaBUTEIEM.

13. ®apmanesTudeckass KOMIO3uLws 1o .12, conmeprkamasi coequHenue Gopmyisl 1 B
kommdectse oT 2,0 mr g0 10,0 mr.

14. ®apmaneBTrueckass KOMOO3uLMsA no n.12 wunu n.13, rage KoJIu4ecTBO COEIUHEHMUs
dbopmysl I cocraBnsier 2,5 mr, 5,0 Mr uimu 7,5 wmr.

15. ®apmanestuueckas kommnozuuus no n.13 unu n.14, npencraBieHHas B BUIAE
€IMHUYHOM JIEKapCTBEHHOH (hOPMBIL.

16. Conb ¢opmyner I o mobdomy u3 nmn.1-11 wiu papmaneBTudeckas KOMIO3HULHS 1O
mobomy u3 . 12-15 11 npuMeHeHUsl B Ka4eCTBe JIEKAPCTBEHHOTO CPENICTBA.

17. Conp mo mobomy u3 . 1-11 unu papmaneBTHUeckas KOMIIO3ULHS 110 JTIOOOMY U3

nn.12-15 nna npuMeHeHMs NpU JIeYeHUH WU npoduiakThke 3a00neBaHMs, PacCTPOHCTBA
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W/WIM  COCTOSIHUS, BBIOPAHHOTO W3 TPYMIBL, COCTOALIEH W3 TMCUX03a, LHM30(PEeHNUH,
30 peHoPOPMHOrO  PacCTPONCTBA,  OUMONIIPHOTO  PACCTPOWCTBA,  MCUXOTUYECKOTO
PacCTPOMCTBA, MCUXOTUYECKOTO PACCTPOMCTBA, MHAYLIUPOBAHHOIO JIEKAPCTBEHHBIM CPEACTBOM,
paccTpoiicTBa  HACTPOEHMs, TPEBOKHOIO  PACCTPOWCTBA,  AeNpeccHH,  OOCECCHUBHO-
KOMITYJIbCUBHOTO ~ pPacCTPOMCTBA, JEMEHLMM, BO3PACTHOIO KOTHUTHUBHOTO  HApyLICHMs,
pacctpoiictBa aytuctudeckoro cnekrpa, CIABT, uepebpanpHoro mapanauya, cuaapoma JKus ne
a1 Typerra, TpaBMbI TOJIOBHOTO MO3ra, HapyLIeHHMs CHA, CEKCYaJbHOTO PpacCTPOMCTBA,
pacCTpOiCTBAa MUINEBOTO TMOBENCHUS, OXHPEHHs, TOJOBHOW OOJH, OOJIM TNMPH COCTOSHHSIX,
XapaKTEePU3YIOIIUXCSl  MOBBIIIEHHBIM  MBIIIEYHbIM ~ TOHyCOM, Oone3Hu  I[lapkuHCOHa,
MAapKUHCOHUYECKOTO CUHIPOMA, MUCKUHE3UM, MUCKUHEe3WH, BbI3BaHHBIX L-DOPA, TapnuBHBIX
(MO3OHMX) IOUCKUHE3WH, AMCTOHUH, IEMEHLIUH, COMPOBOXKIAIOLICHCS THKAMH U TPEMOPOM,
Oose3Hn XaHTHHITOHA, IBUTATENIbHOTO PacCTPOICTBA, BBI3SBAHHOTO JIEKAPCTBEHHBIM CPEACTBOM,
OECIOKOWHBIX HOT, HapKoJjerncuu, Ooye3HW AJbureiiMepa M pacCTPONCTB, CBSI3aHHBIX C
Oone3Hbr0 AJbUreMepa.

18. Comp wnmu ¢apmaueBTHUECKas KOMIIO3MLMS JJIsi TMpUMEHeHuss no m.17, rme
3a0oneBaHme, pacCTPOHCTBO MIIM COCTOSIHUE MPEACTaBIsieT cOOOH MHM30(PEHNI0, TUCKUHE3HUH,
BbI3BaHHbIE L-DOPA, n/unu 6one3Hb XaHTUHITOHA.

19. Conpb wu ¢apmaneBTHYeCKass KOMIO3ULHS TSl TpuMeHeHus 1o .17 v .18, rae
3a0oneBaHne, pacCTPONCTBO H/HIIM COCTOSIHHE TPENCTABIISIOT COOOH MUCKUHE3WH, BBI3BAHHBIC
L-DOPA.

20. Conp unu (papMaLeBTHUECKAsT KOMIIO3UIMA 1JI1 IPUMEHEHHUs 10 JroOoMy u3 mm. 17-
19, xoTopyro BBOAAT mauueHTy B n03e ot 2,0 mr go 10,0 mr, Hanpumep, 2,5 mr, 5,0 mr unu 7,5
M.

21. Conp wmm (apmaueBTHUECKas KOMIO3WIMA Ui mpuMeHeHuss no 120, rxe
3a00JeBaHNe, PACCTPOMCTBO W/WIIM COCTOSIHME, WM CHUMITOMBI, CBSI3aHHbIE C YKa3aHHBIM
3a0oNeBaHNeM, pPACCTPOMCTBOM W/MJIM COCTOSTHHEM OOJIer4aroTCs W/WIM YMEHBLIAIOTCS B
OoJbIIeH CTEeNeHU MO CPAaBHEHHIO C BBEAEHHEM COJH MIN (DapMaleBTUYECKOH KOMIO3HMIIMU
MALUEHTY B 103€, paBHOM WM npesbimaromeii 10 mr.

22. Conp win (apmaueBTHUECKAs KOMIIO3MLMS Uil TpuMeHeHus mno 121, rae
KOJIMYECTBO BBEAEHUN B /103€, PABHOM WU MpPEBBbIIANOIIEH NpuMepHO 10 Mr, U KOJIWYECTBO
BBeAeHud B no3e¢ oT 2,0 mr no 10,0 mr sABasieTCs OAMHAKOBBIM, HANpPUMEpP, OAWHAKOBBIM
KOJIMYECTBOM BBEJIEHUH B CYTKH.

23. Ilpumenenne conu no modomy u3 . 1-11 wimm papmaneBTHHECKON KOMIIO3ULIUH IO
mobomy m3 mm.12-15 @it mpoW3BOACTBA JIEKAPCTBEHHOTO CPEACTBA ISl JICUEHHs /WK
npoQHUIaKTUKN 3a00JIeBaHUs, PACCTPOICTBA W/MIM COCTOSIHUS, BBIODAHHOTO W3 TPYIIIBI,
COCTOSALIEH M3 TICHX03a, IMH30ppPEeHUH, MU30(PpeHOPOPMHOrO paccTpoOiCTBa, OHIONAPHOTrO
PacCTpPONCTBA, MCUXOTHUYECKOTO PacCTpPONCTBA, MICUXOTUYECKOT O pPaccTpONCTBa,
WHIYLHUPOBAHHOIO JIEKAPCTBEHHBIM CPEACTBOM, PACCTPONCTBA HACTPOEHUS, TPEBOXKHOIO
paccTpoiicTBa,  AempeccHH,  OOCECCHBHO-KOMITYJIbCUBHOIO — PAcCTPOWCTBA,  JAEMEHIIHH,

BO3PACTHOTO KOTHUTHBHOIO HApyLIEHMs, paccTpoiicTBa aytuctudeckoro cnekrpa, CJIBI,
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nepebpanpHoro mnapanuya, cuHapoma JKums ne ns Typerra, TpaBMBI TOJOBHOTO MO3Ta,
HapyILIEHUsl CHA, CEKCYaJIbHOTO PAcCTPONCTBA, pacCTPOICTBA MUILEBOrO MOBEAEHUS, OKUPEHMS,
roJIOBHOH Oonu, OONMM TPU COCTOSIHMAX, XapaKTEPHU3YIOLIMXCS IOBBIIIEHHBIM MBbIIIEYHBIM
TOHycOM, Oone3Hu IlapkuHCOHA, MAPKUHCOHMYECKOTO CHHAPOMA, TUCKUHE3UH, IUCKHUHE3WH,
Bb3BaHHbIX L-DOPA, TtapauBHbIX (MO3QHMX) OUCKWUHE3WH, AMCTOHUH, JIEMEHIIMH,
CONPOBOXKIAIOLIEHCST THUKAMH W TPeMOpoM, Oone3Hn XaHTHHITOHA, IBHIATEIbHOIO
PacCTpPOMCTBA, BBI3BAHHOIO JIEKAPCTBEHHBIM CPENCTBOM, OECIIOKOHHBIX HOT, HApKOJIEINCHH,
Oone3Hu AnbLreiimMepa U pacCTPOMCTB, CBSI3aHHBIX C OOJIE3HBIO AJbLIreiiMepa.

24. TTpumeneHue 1o .23, rae 3a0ojeBaHue, PaCCTPONUCTBO WITH COCTOSTHUE MPENCTABIISIET
co0oit mu3zodpenuto, nuckuHesnu, BbizBaHHbie L-DOPA, u/unu 6one3nb XaHTUHITOHA.

25. Tpumenenne no m.23 win .24, rae 3a00jeBaHre, PaCCTPOMCTBO U/MITH COCTOSTHUE
npeAcTaBisieT coOOH nuckuHe3ny, BbizBaHHbIe L-DOPA.

26. Tlpumenenue mno modomy u3 mm23-25, rae conmb Wik (papManeBTUYECKYIO
KOMIO3ULIMIO BBOJAT MauueHTy B Ao3e oT 2,0 mr xo 10,0 mr, Hanpumep, 2,5 mr, 5,0 mr wiu 7,5
MT.

27. Tlpumenenue mo .26, rae 3adoneBaHHe, PACCTPONCTBO W/WJIM COCTOSTHUE, WJIH
CHMIITOMBI, CBSI3aHHbIE C YKa3aHHBIM 3a00J€BaHHEM, PACCTPOHCTBOM W/WIIM COCTOSIHUEM
00JIervaroTCsl W/MJIM YMEHBINAIOTCS B OOJbIIEH CTENEeH! 10 CPABHEHUIO C BBEACHUEM COJIU HIIH
dapmareBTHUECKONH KOMITO3ULIMH MALMEHTY B 103€, PABHON WK npeBbiiaromeit 10 mr.

28. Ilpumenenue 1o .27, rae KOJAMYECTBO BBEICHUN B [103€, PAaBHOW WU
MpeBbIIAOIIE npuMepHO 10 Mr, u konn4ecTBo BBeAeHU! B 103€ OT 2,0 Mr 1o 10,0 mr sBisiercs
OJIMHAKOBBIM, HAIIPUMeEp, OAMHAKOBBIM KOJIMYECTBOM BBEJIEHUN B CYTKH.

29. Cnoco® nedeHust w/wim npouIAKTUKK 3a00JNeBaHMs, PACCTPOWCTBA W/MIH
COCTOSIHUS, KOTOpPO€ SIBJISIETCSl IO MEHbIIEH Mepe OJHMM U3 CIEAYIOLIEro: ICHX03a,
mu3zodpperny,  mMH30PPEeHOPOPMHOrO  PacCTPOMCTBA,  OWMIONAPHOTO  PAaCCTPONCTBA,
NICUXOTHYECKOTO  PacCTPOMCTBA,  MCHUXOTHYECKOrO  PacCTPOMCTBA,  MHAYLHUPOBAHHOTO
JIEKapCTBEHHBIM CPEICTBOM, PaCCTPOMCTBA HACTPOEHUS, TPEBOKHOIO PaCCTPONCTBA, AETPECCHH,
00CEeCCHBHO-KOMIMYJIbCUBHOTO ~ PACCTPOWCTBA,  NEMEHLIMH, BO3PACTHOIO  KOTHUTHBHOTO
HApyIIeHHs, paccTpoiicTBa aytucrudeckoro cmnekrtpa, CJBI, uepebpampHoro mnapannuya,
cuapoma Kunsa ne na Typerra, TpaBMbl IOJOBHOIO MO3Ta, HapylLIeHUs CHA, CEKCYaJbHOTO
paccTpOICTBA, PACCTPOMCTBA MUIIEBOTO MOBEACHUS, OXXUPEHUs, TOJOBHOH Ooym, Oonmu mpu
COCTOSIHUSIX, XapPaKTEPU3YIOLINXCS TOBBIIIEHHBIM MBILIEYHBIM TOHYCOM, Oone3nn IlapkuHcoHa,
MAapKUHCOHWYECKOTO CUHIPOMA, MUCKUHE3WH, MTUCKUHE3ul, BbI3BaHHbIX L-DOPA, TapnuBHBIX
(MO3OHNX) IOUCKWUHE3WH, AWCTOHWH, INEMEHLIUH, COMPOBOXKIAIOIIEHCS THKAMHU U TPEMOPOM,
Oore3Hn XaHTHHITOHA, IBUTATENIbHOTO PacCTPOICTBA, BEI3BAHHOTO JIEKAPCTBEHHBIM CPEACTBOM,
OeCIOKOWHBIX HOT, HAapKoJerncuu, Oone3Hn Adnpuareiimepa M pacCTPOWCTB, CBSI3aHHBIX C
Oore3Hbr0 AJbUreiiMepa, rue crocod BKIIOYAET BBEIEHHE MAUEHTY 3((PEKTUBHOIO KOJINIECTBA
coJiu 1o Jrobomy u3 i 1-11 umu papmareBTHIecKoi KOMITO3UIUH 10 Jirodomy u3 . 12-15.

30. Cnocob mo 1m.29, rme 3aboJsieBaHUE, PACCTPOMCTBO WJIM COCTOSTHHE MPEICTaBIISIET

co0oit mu3odperuto, TucKkuHe3nu, Bei3BaHHbIe L-DOPA, n/unu 6one3ap XaHTUHITOHA.
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31. Cnoco6 mo m29 wmu 1n.30, rme 3abosieBaHUE, PACCTPOMCTBO W/WJIM COCTOSIHHE
NPEACTABISIIOT COOOM AMCKUHE3UH, BbI3BaHHbIe L-DOPA.

32. Cnoco0 no mobomy u3 mm.29-31, rae conp miM (papManeBTHUECKYI0 KOMIO3ULIHIO
BBOJST nalueHTy B f103€ ot 2,0 mr go 10,0 mr, Hanpumep, 2,5 mr, 5,0 Mr unu 7,5 wmr.

33. Cnocob mo .32, rae 3abojeBaHue, pacCTPONUCTBO M/UIIM COCTOSTHUE, UIA CHMITTOMBI,
CBsI3aHHBIE C YKa3aHHBIM 3a00JI€BaHUEM, PACCTPOMCTBOM H/MIJIM COCTOSIHUEM O0JIerdaroTCsl /Uin
YMEHBINAIOTCS B OOJBILIEH CTENEHU 10 CPABHEHUIO C BBEACHHEM COJIM MM (hapMaleBTHYECKOM
KOMITO3ULIMM MALUEHTY B 103€, PABHOM WK NpeBblmaronieit 10 mr.

34. Cnocob mo m.33, rae KOJMYeCTBO BBEACHUH B J103€, PABHOW WJIM NPEBBILIAIOIIEH
npumepHo 10 Mr, u konnyecTBO BBeAeHUM B 03¢ OT 2,0 mr 10 10,0 Mr siBNisieTCsl ONMHAKOBBIM,
HanpuMep, OANMHAKOBBIM KOJINYECTBOM BBEJEHHII B CYTKH.

35. Cnocob monydenust conu Gpopmyibl 111 mo modomy u3 mm. 1-11, BKITFOYAOIIHMI STAIbL:

- mpenoctaBieHus coenuHeHuss Gopmynbl I u kucnorel Gopmynel I B cooTHOmEHNN
1:0,5 unum 1:1,

- o0beANHEHNUs YKa3aHHOTO coenuHerns Gopmynbl I ¢ ykasanHoi kucnoroit popmyier 11
B pacTBOpHTENE C 00pa30BaHUEM PACTBOPA, U

- BBIIEP’KUBAHMSI YKa3aHHOTO PACTBOPA A0 OOPa30BaHMs OCaIKa, U

- BBIJICJICHUS] YKa3aHHOTO 0CaJKa NMyTeM (pUiIbTpauu ¢ noixydeHueM coiu gopmyier I11

36. Cmocob6 mo m.35, rae yka3aHHBI PacTBOPUTENb MPEACTABIsiET COOOH CMech

PacTBOpPUTENIEH.
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