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OIIMCAHHUE U30BPETEHHUSA
2420-564601EA/026
KPUCTAJVIMYECKHE ®OPMbI CTUMVYJIATOPA sGC

POZICTBEHHBIE 3AABKU

ITo Hacrosmeit 3asBke B coorBercTBuu ¢ 35 U.S.C. §119(e) ncnpammpaercst npUuOpUTET
no JaTte mojayu mpensapurenabHoil 3asBku U.S. Ne 62/639846, momanHoi 7 mapta 2018 r,
KOTOpasi BO BCEl CBOEH MOJHOTE BKIIFOUEHA B HACTOSIIEE N300peTeHNe TIOCPEICTBOM CCBUIKH.

YPOBEHb TEXHUKHU

sGC sBnsiercst nepBuvHbIM perieniropoM it NO in vivo. Ipu ceszeiBannu ¢ sGC, NO
AKTUBUPYET €ro KAaTAJUTHYECKHH JOMEH, YTO MPUBOAUT K MPEBPAILEHUIO TI'yaHO3HMH-S'-
tpudocdara (GTP) Bo Bropmunbii meccenmxkep cGMP. B cBow ouepenb, yBeIHYEHHOE
conepxanne ¢cGMP Monmynupyer akTUBHOCTh B MPSIMOM HampasiieHUU 3(deKkTopoB, BKIFOUAs
nporenHkuHasel, Qocdoauscrepassl (PDEs) u  woHHBIX KaHamoB. B oprammsme NO
CHUHTE3MPYETCS U3 apTHHUHA U KUCJIOPOJa € MOMOIIBIO Pa3IMYHbIX (PEPMEHTOB CHHTAa3bl OKCHA
azora (NOS) 1 ¢ MOMOIIBIO TOCIENOBATENILHOTO BOCCTAHOBJICHUS HEOPTraHUYECKOrO HHUTPATA.
DKCepUMEHTAbHBIE M KIIMHMYECKHE JaHHbIE MOKA3bIBAIOT, YTO YMEHbIIEHHBIE KOHLICHTPALUU
NO, ymenbuiennas ouonorynaocts NO W/uiaM yMEHbIIEHHAs! OTBETHAsI PEaKLUs Ha SHJOTEHHO
obpazosasmmiics NO crmocOOCTBYIOT Pa3BUTHIO MHOTOYHUCIICHHBIX 3a00seBannii. CTUMYJIISITOPBI
sGC sBiAOTCS reM-3aBHCUMBIMU aroHucTHUeckUMH ¢pepmenTamu sGC, KOTOpwIi neicTByer
CHHEPTeTHYECKH C MepeMEeHHbIMU KonudecTBaMu NO C yBelIMYeHHEM MPOHCXOISIIEro C €ro
yuactueM ¢epmentatuBHoro mnpespamenus GTP B c¢GMP. Crumynaroper sGC derko
OTJIMYAIOTC M CTPYKTYPHO HE CBSI3aHbl C JPYTUM KJIaccoM He3aBUCUMBIX oT NO, rem-
He3aBUCUMBIX aroHUCToB SGC, u3BeCTHBIX, Kak akTuBaTOpbI SGC.

Onuum Takum crumyssitopoM sGC sBisiercst 8-(2-pTopOensun)-6-(3-(tpudropmerin)-
1H-1,2,4-tpuazon-S-un)umunasol 1,2-ajnupasus, mNpeACTaBIeHHbI HIDKE, KaK COEAMHEHUE
dopmyasi (I):
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HeoOxomumbl (OpMBI 3TOrO COCAMHEHUs, KOTOPBIE SIBIAIOTCS KPUCTAJUIMYECKUMH H,
KpoMe TOro, oOmajmaroT (U3NYECKMMH XapaKTePHCTUKAMH, KOTOpble 00eCHeuuBarOT
3¢ (eKTUBHYIO JOCTABKHU 3TOTO COSAMHEHUS MaLUEeHTYy.

CYHIHOCTD U3OBPETEHUA

Hacrosimee wn3o0pereHne OTHOCHUTCS K HOBOH KpucTajumuecko ¢opme A 8-(2-
¢dropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-Tpuazon-5-mwn)umunasol 1,2-a]nupasuHa.

Hacrosimee nzobpereHue Takke OTHOCUTCA K HOBOM Kpucrajuimdeckoil popme B 8-(2-



dropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-Tpuazon-5-win)umunasol 1,2-anupasuHa.

Hacrosimee n3o0OpereHne Takke OTHOCUTCSI K HOBOMY KpUCTaJuIn4eckomy ruapaty 1 8-
(2-pTopbensmn)-6-(3-(tpudropmern)-1H- 1,2, 4-tpuazon-5-mn)umunaso| 1,2-a]nupasuna.

Hacrosimee nzoOpereHne Takke OTHOCUTCSI K HOBOMY KPUCTAJUIM4eCKOMY ruaparty 2 8-
(2-propbensun)-6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-5-un)umugaszof 1,2-a]nupasuna.

Hacrosimee n3o0pereHue Takke OTHOCUTCS K HOBOMY KPHCTaJUIMYECKOMY ruapary 3 8-
(2-propbensun)-6-(3-(tpudropmernin)-1H-1,2,4-tpuazon-5-un)umuaasol 1,2-anupasuna.

Hacrosimiee mu3oOpereHune Takke OTHOCHTCSI K HOBOMY KPHCTaJUTMUECKOMY COJIbBATY C
3TaHOJIOM 8-(2-¢propbensmn)-6-(3-(tpudropmerun)-1H-1,2,4-tpuazon-5-un)umunaszol 1,2-
a|nupasuHa.

Hacrosimmee m3o0OpereHne Takke OTHOCHTCSI K HOBOMY KPHCTAJUTMUYECKOMY COJIbBATY C
METaHOJIOM 8-(2-¢propbensmn)-6-(3-(tpudropmerun)-1H-1,2,4-rpuazon-5-wn)umunaszol 1,2-
anupasuHa.

Hacrosimmee m3o0OpereHne Takke OTHOCHTCS K HOBOMY KPHCTaJUIMYECKOMY COJIBBATY C
METUIIITUIIKETOHOM 8-(2-¢ropoensun)-6-(3-(tpudpropmernin)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuHa.

Hacrosimee m3o0OpereHne Takke OTHOCHTCS K HOBOMY KPHCTAJUTMUECKOMY COJIbBATY C
nuxjiopmeTanoM 8-(2-propoensmn)-6-(3-(tpudropmerun)-1H-1,2,4-rpuazon-5-wn)umugaszol 1,2-
ajnupasuHa.

Hacrosimee m3oOpereHne Takke OTHOCHTCS K HOBOMY KPHCTAJUIMUECKOMY COJIbBATY C
anieroHuTpuiioM 8-(2-¢propbensmn)-6-(3-(tpudropmernn)-1H-1,2,4-rpuaszon-S-um)umunasol 1,2-
ajnupasuHa.

Kpowme Toro, Hacrosimmee n300peTeHne OTHOCUTCS K (papMaleBTHYeCKUM KOMITO3ULIMSM,
coepKaluM Kpuctaundeckyro Gopmy A 8-(2-dpropbensmn)-6-(3-(tpudropmernn)-1H-1,2,4-
Tpuason-S-wnumunasol 1,2-ajnupasuna, K crnocodaMm MX MOJYYEHUs U K MX MPUMEHEHHIO IS
JIeYeHHsI Pa3HbIX 3a00JIEBAHUM, JJIST KOTOPBIX JKENATENIbHO YBEJIHMUYEHHE KOHLEHTPAIMU OKCHUIA
azota (NO) wnm yBenuyYeHHE KOHLEHTPALMK I[MKJIMYECKOTO TyaHO3MH-3’,5’-MoHOpochaTa
(cGMP) wmnu ofoux, wiu mnoBblmaromas perysiqus nyTd NO, Takux Kak, Harpumep,
3abonesanus [ITHC.

Kpome Toro, Hacrosimee n300peTeHne OTHOCUTCS K (papMalleBTUYECKUM KOMITO3ULIUSIM,
comepKamMM Kpuctaummdeckyro gopmy B 8-(2-dpropbensmn)-6-(3-(tpudropmermn)-1H-1,2,4-
TpHuaszoi-S-wi)umunaasol 1,2-ajnupasuna, Kk cnocodaM UX MOJIYYEHUS U K MX MPUMEHEHHIO IS
JIeYeHHsI pa3HbIX 3a00JEBaHUH, AJIST KOTOPBIX JKEJIATENIbHO YBEIUYCHNE KOHIIEHTPALUN OKCHIA
azota (NO) wnm yBennueHHEe KOHLEHTPALMK IMKJIMYECKOrO TyaHO3WH-3’,5’-MoHO(pOChaTa
(cGMP) wmmu oOoux, wnu mnoBblmaromas perysinus nyTd NO, Takux Kak, Harpumep,
3abonesanus LIHC.

Kpome Toro, Hacrosmee n300peTeHne OTHOCUTCS K (papMarleBTUIECKIM KOMIIO3ULIUSM,
comep KaluM Kpuctasummdeckuii ruppar 1 8-(2-¢propbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
TpHuaszoi-S-uwnumunaasol 1,2-ajnupasuna, k cnocodaMm UX MOJIYYEHUS U K UX MPUMEHEHHIO IS
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azota (NO) wnm yBenuueHHWEe KOHLEHTPALMK IMUKJIMYECKOr0 TyaHO3uH-3’,5’-MoHO(poChaTa
(cGMP) wmnu oOoux, wnu mnoBblmaromas perymsious nyTd NO, Takux Kak, Harpumep,
3aboneBanus [ITHC.

Kpome Toro, Hacrosiee n300peTeHrne OTHOCUTCS K (papMalleBTUYECKUM KOMITO3ULIUSIM,
cofiepKalIUM KpUcTajundeckuii runpar 2 8-(2-¢propbensmun)-6-(3-(rpudropmermn)-1H-1,2,4-
TpHuaszoj-S-wi)umuaasol 1,2-ajnupasuna, Kk cnocodaMm UX MOJYYEHUS M K MX MPUMEHEHHIO MJIs
JIeYeHUs] pa3HbIX 3a00J€BAHUM, I KOTOPBIX JKENATEIbHO YBEINYEHUE KOHLEHTPALMU OKCHIA
azota (NO) wnm yBenuyYeHHE KOHLEHTPALMK I[UKJIMYECKOr0 TyaHO3MH-3’,5’-MoHOpochaTa
(cGMP) wmu ofoux, wiu mnoBblmaromas peryjsiius nyTd NO, Takux Kak, Harpumep,
3abonesanus [THC.

Kpome Toro, Hacrosiiee n300peTeHne OTHOCUTCS K (PapMaleBTHUYECKUM KOMIO3ULIUSIM,
cCofepKaLINM KpucTajutmdeckuii runppar 3 8-(2-propbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
TpHuaszoi-S-wi)umunaasol 1,2-ajnupasuna, k cnocodaM UX MOJIYYEHUS W K MX MPUMEHEHHIO Ui
JIEYSHHsT Pa3HbIX 3a00JEBAHUM, AJIST KOTOPBIX JKEJNATENIbHO YBEIMYSHUE KOHLEHTPALUU OKCHAA
azota (NO) wim yBenuueHWEe KOHLEHTpPALMK IIUKJIMYECKOr0 TyaHO3WH-3’,5’-MoHO(poChaTa
(cGMP) wmmu oOoux, wiau mnoBblmaromas peryasinus nyTd NO, Takux Kak, Harpumep,
3abonesanns L ITHC (Hampumep, Oone3Hp AnblreiiMepa u CMEIIaHHOE CIaboyMue).

Kpome Toro, Hacrosmee n300peTeHre OTHOCUTCS K (papMarleBTUIECKIM KOMIIO3ULIUSIM,
COAEPIKALTNIM KPHUCTAUTMYECKHH CONBBAT C 3TAHOJIOM, KPUCTAIMUECKUI CONBbBAT C METAHOJIOM,
KPUCTAJNTMUECKUH COJBBAT C METHIITHIIKETOHOM, KPUCTAJUINYECKHIA CONBBAT C IUXJIOPMETAHOM
WA KPUCTAJUIMYECKUN COJIbBAT € aLleTOHUTPUIIOM 8-(2-pTopOen3umn)-6-(3-(tpudropmernn)-1H-
1,2, 4-Ttpuazon-S-mwn)umunasol 1,2-ajnupasuHa, Kk crnocod0aM UX MOJYYEHHUS W K UX MPUMEHEHUIO
IJIS JIEYEeHUs] pasHbIX 3a00JeBaHMM, Al KOTOPBIX JKEJIATeNbHO YBEIMYEHHE KOHLEHTpPALMH
okcuga aszora (NO) wnm yBenuueHHE KOHLEHTPALMK LUKJIWYECKOro TIyaHO3uH-37,5°-
MoHo(pochara (¢cGMP) mnm oboux, mnm nopslmaromas peryaiuus mytd NO, Takux Kak,
Hanpumep, 3adonesanus LTHC.

KPATKOE OITMCAHUE YEPTEXENU

Ha ¢ur. 1A mnpuBenena nopoukoBas pentreHorpamma (XRPD) dopmbr A 8-(2-
bropbensmn)-6-(3-(tpudropmermn)- 1H-1,2,4-tpuazon-5-un)umunaszo 1,2-alnupasuna,  CcHsTas
py KOMHATHOW TeMIepaType B PeKUMe OTPa*KEHHUsl ¢ UCMOJib30BaHUeM cucteMbl Bruker D8
Discover.

Ha ¢ur. 1B mnpusenena mnopomkosasi pentrreHorpamma (XRPD) ¢opmer A 8-(2-
dbropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-Tpuazon-5-un)umunaszol 1,2-alnupasuna,  cHsiTas
NpY KOMHATHOH TeMIepaTrype B pekuMe OTPaKeHUs C UCIONb30BaHHEM cucteMbl Panalytical
Empyrean.

Ha ¢ur. 2 npuBeneHbl pe3yjabTaThl aHalu3a ¢ NOMOLIBIO auddepeHInaIbHOMN
ckanupyromeii kanopumerpun (DSC) dopmbr A 8-(2-pTopOensun)-6-(3-(tpudropmernn)- 1 H-
1,2, 4-Ttpuazon-S-mnumunasof 1,2-a]mupasuna.

Ha ¢wur. 3 npusenens! pe3ynsrarsl TepMorpasumerpudeckoro aHanusa (TGA) ¢popmer A
8-(2-pTopbensmn)-6-(3-(tpudropmernn)-1H-1,2,4-Tpuazon-5-mn)umugaszol 1,2-a]nupasuna.



Ha ¢wur. 4 npuBeneHs! pe3yabTaThl aHAIN3a C TOMOIIBIO TUHAMHYECKOH COpOIMH MapoB
(DVYS) dopmbl A 8-(2-¢ropOensun)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuna.

Ha ¢ur. SA npusenena XRPD ¢opmsr 8-(2-pTopbensmn)-6-(3-(tpudropmeriun)-1H-
1,2,4-tpuazon-S-umumunasol 1,2-ajnupasusa B, cHATas npu KOMHATHOH Temmepatype B
peKuMe OTpaskeHUsl ¢ UCTob3oBanueM cucrembl Bruker D8 Discover.

Ha ¢ur. 5B mpusemena mnopomkoBas peHtrenorpamma (XRPD) ¢opmber 8-(2-
bropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-tpuazon-5-un)umunaszol 1,2-alnupasuna B, cHsitas
NpY KOMHATHOH TeMIeparype B pekuMe OTPaKeHUs ¢ UCIOJIb30BaHUEM cucteMbl Panalytical
Empyrean.

Ha ¢ur. 6 npusenensl pesynbraThl aHanmmza ¢ mnomombio DSC ¢opmer B 8-(2-
dbropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-tpuazon-5-win)umuaaszol 1,2-a]nupasuHa.

Ha ¢ur. 7 npuBeneHsl pe3yibTarhl aHamu3a ¢ nomompio TGA ¢opmer B 8-(2-
dropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-Tpuazon-5-wn)umunasol 1,2-a]nupasuHa.

Ha ¢ur. 8A mpusenerna XRPD runpara 1 8-(2-propdensun)-6-(3-(tpudropmern)-1H-
1,2.,4-tpnazon-S-unm)umunasol 1,2-ajnupasuna, CHATass IpU KOMHATHOW TEMIIEPAType B PEKUME
OTpa’keHHs ¢ HCIoyb3oBaHueM crcteMel Bruker D8 Discover.

Ha ¢ur. 8B mnpuBenena mnopomkosas peHtreHorpamma (XRPD) rugpara 1 8-(2-
bropbensmn)-6-(3-(tpudropmermn)- 1H-1,2,4-Tpuazon-5-un)umugaszol 1,2-alnupasuna,  CHsTas
IpY KOMHATHOH TeMIepaTrype B pekuMe OTPakKeHUs C UCIOJb30BaHMEM cucteMbl Panalytical
Empyrean.

Ha ¢ur. 9 npusenmensl pesyibpraThl aHaim3a ¢ nomombid DSC ruppara 1 8-(2-
dropbensmn)-6-(3-(tpudropmern)- 1 H-1,2,4-Tpuazon-5-un)umunasol 1,2-anupasuHa.

Ha ¢wur. 10 npusenens! pesyasratel TGA ananmusza ruapara 1 8-(2-dropOensmn)-6-(3-
(Tpudropmermn)- 1H-1,2,4-rpuazon-5-unm)umunaso| 1,2-a]nmupasuna.

Ha ¢ur. 11A npusenena XRPD runpara 2 8-(2-propdensun)-6-(3-(tpudropmern)-1H-
1,2, 4-tpuazon-5S-un)umunasol 1,2-ajnupasuHa, cHsATast MpU KOMHATHOW TeMmIiepaType B peKume
OTpaKeHHs ¢ HCIoyib3oBaHueM crcteMbl Bruker D8 Discover.

Ha ¢ur. 11B npuBenena mnopourkoBast pentrenorpamma (XRPD) ruppara 2 8-(2-
bropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-tpuazon-5-un)umunaszol 1,2-alnupasuna,  cHsiTas
NpYU KOMHATHOH TeMIlepaType B PeXHME OTPaKEHUs C HUCIOJb30BaHHWEM cucteMbl Panalytical
Empyrean.

Ha ¢ur. 12 npuBenmensr pesynbraThl aHajgu3a ¢ nomomnbtd DSC ruppara 2 8-(2-
dropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-tpuazon-5-win)umunasol 1,2-anupasuHa.

Ha ¢ur. 13 mpusenens!r pesynbratel TGA ananusza rugpata 2 8-(2-¢ropOensum)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-ajnupasuna.

Ha ¢ur. 14A npusenena XRPD runpara 3 8-(2-propbdensmn)-6-(3-(tpudropmerwn)-1H-
1,2,4-tpuazon-S-un)umunasol 1,2-ajnupasuna, cHiITas Npu KOMHATHOW TEMIEpPaType B PEKUME
OTpakeHHs ¢ ucronb3oBaHueM cucremel Bruker D8 Discover.

Ha ¢ur. 14B npusenena mnopouikoBast peHtreHorpamma (XRPD) runmpara 3 8-(2-



dropbensmn)-6-(3-(tpudropmermn)- 1H-1,2,4-tpuazon-5-un)umuaaszol 1,2-alnupasuna,  cHsTas
IpY KOMHATHOH TeMIepaType B peXkuMe OTPaXeHUs C MCIONb30BaHMEM cuctembl Panalytical
Empyrean.

Ha ¢ur. 15 npusenensl pesynbraThl aHamuza c¢ nomombto DSC ruppara 3 8-(2-
dbropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-Tpuazon-5-mn)umuaasol 1,2-anupasuHa.

Ha ¢ur. 16 npusenens! pesynbTarbl aHainm3a ¢ nomompio TGA ruppara 3 8-(2-
¢dTopbensun)-6-(3-(tpudropmernn)- 1H-1,2,4-tpuazon-5-un)umunasol 1,2-a]nupasuHa.

Ha ¢ur. 17 npusenena XRPD compBata ¢ 3TaHoioMm 8-(2-pTopOensmn)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-un)umunaszof 1,2-ajnupasuHa, CHsATass NPH KOMHATHOH
TeMIepaType B peXKUMe OTPaKEHHsI ¢ UCTIONb3oBaHNeM cucteMel Bruker D8 Discover.

Ha ¢ur. 18 mpusenensr pesynpratel TGA ananmsza cosbbara 8-(2-¢pTopOensmn)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-uwn)umuaasol 1,2-ajnupasuHa ¢ STAaHOJIOM.

Ha ¢ur. 19 npusenena XRPD conbBata 8-(2-dpropdensun)-6-(3-(tpudropmern)-1H-
1,2,4-tpuazon-5-unm)umunasol 1,2-ajmupasmaa ¢ METaHOJOM, CHSATasi TPU  KOMHATHOH
TEMIepaType B peXKUMe OTPAKEHHsI ¢ UCTIoNb3oBaHHeM cucteMbl Bruker D8 Discover.

Ha ¢ur. 20 npusenensr pesynpratel TGA ananmsza coibBata 8-(2-¢pTopOensmm)-6-(3-
(rpudropmerun)-1H-1,2,4-tpuazon-5-un)umuaasol 1,2-ajnupasnHa ¢ METAaHOJIOM.

Ha ¢ur. 21 npusenena XRPD conbBata 8-(2-propbdensmn)-6-(3-(tpudropmerwn)-1H-
1,2,4-tpuazon-S-unm)umunasol 1,2-ajnupasuHa ¢ METHISTUIKETOHOM, CHSTass NMPU KOMHATHOMN
TEMIIEpaType B PeKUMe OTPAKEHHsI C UCTIOJIb3oBaHUEM cricteMbl Bruker D8 Discover.

Ha ¢ur. 22 npusenena XRPD conbBara 8-(2-propbdensmn)-6-(3-(tpudropmern)-1H-
1,2, 4-tpuazon-S-wn)umunasof 1,2-ajnupasuHa ¢ AUXJIOPMETaHOM, CHATas NPU KOMHATHOH
TEMIIepaType B peKUMeE OTPAKEHUsI C UCTIONb30BaHueM cucteMbl Bruker D8 Discover.

Ha ¢ur. 23 npusenensr pesynbratel TGA ananmusza combBata 8-(2-dropOensmn)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-un)umunasof 1,2-a]nupasuHa ¢ IUXJIOPMETAHOM.

Ha ¢ur. 24 npusenena XRPD conbBata 8-(2-propOensun)-6-(3-(tpudropmern)-1H-
1,2,4-tpuazon-5-umumunaszo[ 1,2-ajmupasnHa ¢ aUETOHUTPUIIOM, CHsSITass TPU KOMHATHOMN
TEMIepaType B peXKUME OTPAKEHHsI ¢ UCTIONb3oBaHHeM cucteMbl Bruker D8 Discover.

Ha ¢wur. 25 npusenensr pesynpratel TGA ananmsza cosibbara 8-(2-¢pTopOensmn)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-wn)umunasol 1,2-ajnupasuHa ¢ alleTOHUTPUIIOM.

Ha ¢ur. 26 npusenena XRPD conbBata 8-(2-propbdensun)-6-(3-(tpudropmern)-1H-
1,2,4-tpuazon-5-unm)umunasol 1,2-ajnupasuaa ¢ STWIALETaTOM, CHATas TMpPH  KOMHATHON
TEMIIepaType B peXKIUMEe OTPAKEHHsI ¢ UCTIONb30BaHUeM cucteMbl Bruker D8 Discover.

Ha ¢wur. 27 npusenensr pesynpratel TGA ananmsza coibBata 8-(2-¢TopOensmm)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-uwn)umuaasol 1,2-alnupasnHa ¢ STUIALETATOM.

I[NOAPOBHOE OITMCAHUME M30BPETEHMA

OIIPEJIEJIEHUA

[Ipu ucnonb30BaHUU MO OTAEIBHOCTH TepMHUH "(opma A" 03HAYAaET KPUCTAJUTMIECKYIO
nonumoppuyro  dopmy A 8-(2-propOensun)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-
winumuaaszo[ 1,2-alnupasuna. Tepmuner "dopma A", "popma A 8-(2-propbensmn)-6-(3-



(rpudropmern)-1H-1,2,4-tpuazon-5-um)umunaso| 1,2-ajoupasusa” u  "KpHCTaIIHUYECKAs
dopma A 8-(2-¢pTopbensmn)-6-(3-(Tpudropmermn)-1H-1,2,4-rpuazon-S-unm)umuaasol 1,2-
a|nupasuHa" UCMONIB3YIOTCS B3auMo3ameHsieMbiM oOpa3oM. Tepmunsl "dpopma A", "dpopma A 8-
(2-propbensun)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-un)umunaszol 1,2-a]nupazuxa” u
"kpucramnnueckas ¢opma A 8-(2-¢propbensun)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-5-
win)umnasol 1,2-ajnupasuHa” BKIFOYAOT TOJBKO Oe3BomHyko ¢opmy 8-(2-¢pTopbensmn)-6-(3-
(tpudropmermn)-1H-1,2,4-Tpuazon-5-un)umunaso| 1,2-a]JnupasuHa B BUae CBOOOIHON (HOPMBL
dopMy A MOXHO OXapaKTEpPU30BaTh C MOMOIIbLI0, Hampumep, Toibko XRPD umu XRPD B
KOMOUWHALIMK C OJHUM WK O0bInuM KomudecTBoM cienyrommx: DSC, DVS u TGA.

[Tpu ucnonp30BaHUU MO OTAETBHOCTH TepMUH "(Gopma B" 03HauaeT KpUCTAITHYECKYIO
nonuMmopduyro  dpopmy B 8-(2-propbensun)-6-(3-(tpudropmernin)-1H-1,2,4-tpuazon-5-
wi)umuaaszol 1,2-alnupasuna. Tepmunsr "popma B", "popma B 8-(2-propbensmn)-6-(3-
(tpudropmermn)-1H-1,2, 4-tpuazon-5-um)umunaszof 1,2-aJoupasusa” u  "KpHCTaJTHYECKAs
dopma B 8-(2-propben3un)-6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-5-mn)umunaszol 1,2-
amupasuHa" UCMONB3YIOTCST B3auMo3amMeHsieMbiM odpa3om. Tepmunsnl "popma B, "dhopma B 8-
(2-propbensun)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-un)umunaszof 1,2-a]nupasuxa” u
"kpuctammmueckas ¢opma B 8-(2-dpropbensmn)-6-(3-(tpudropmermn)-1H-1,2.4-rpuazon-5-
wi)umuaasol 1,2-ajnupasuHa” BKIFOYAOT TOJIBKO Oe3BonmHyro (opmy 8-(2-propbensmn)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-a]nupasusa B Buge cBOOOJHONH (OPMBL
®opmy B MOxkHO oxapakTepuszoBaTh ¢ nomouibto, Hanpumep, Tonbko XRPD wmimu XRPD B
KOMOHMHALIMK C OJHUM K O01bmuM KomudecTBoM cienyrommx: DSC u TGA.

IIpy ncrnonb30BaHUM MO OTAENBHOCTH TEPMUH '"Tuiapar 1" O3HauaeT KpUCTAIINYECKH
nosiumMopd rujgpara 1 8-(2-propbenszun)-6-(3-(tpudropmerun)-1H-1,2,4-rpuazon-5-
wnumunasol 1,2-ajnupasuna. Tepmunsl "rugpar 1", "kpucrammmueckud ruapar 1" wu
"kpucrayummueckuit ruapar 1 8-(2-¢propbensmn)-6-(3-(tpudropmerun)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupa3suHa UCMONB3YIOTCS B3auMO3aMeHsieMbiM oOpa3om. Tepmunsbl "rumgpar
1", "ruppar 1 8-(2-¢pTopbensmn)-6-(3-(Tpudropmerin)-1H-1,2,4-rpuazon-S-un)umunasof1,2-
aJmupasuna" u "kpuctamnudeckuit runpar 1 8-(2-propdbenszmn)-6-(3-(tpudpropmern)-1H-1,2,4-
TpHuaszoi-S-mwi)umunaasol 1,2-ajnupasuna” BKIIOYAIOT TOJILKO THAPATUPOBAaHHYIO (opmy 8-(2-
dbropbensmn)-6-(3-(tpudpropmermn)- 1H-1,2,4-tpuazon-5-un)umuaaszo 1,2-ajnupasusa B BUze
cBobomHoM dopmbl. ['uapar 1 MOKHO OXapaKkTepu30BaTh C IOMOINBIO, HAIpUMep, TOJIbKO XRPD
wi XRPD B koMOuHaIuu ¢ onHUM ujn OosbiuM kojimdectBoM cienyromux: DSC u TGA.

IIpu ucronb3oBaHUM MO OTAENBHOCTH TEPMUH 'THiapar 2" 03HavaeT KpHUCTaNIN4ecKuil
nosumMopd rugpara 2 8-(2-propben3un)-6-(3-(tpudropmermn)-1H-1,2,4-Tpuazon-5-
wnumunasol 1,2-ajnupazuna.  Tepmunsl  "rugpar 2", "kpucrammmueckud ruppar 2" wH
"kpuctasmueckuii  ruapatr 2 8-(2-propdensmn)-6-(3-(tpudropmerin)- 1H-1,2.4-tpuazon-5-
wi)umuaaso| 1,2-alnupa3suHa UCMONB3YIOTCS B3auMO3aMeHsieMbiM oOpa3oM. Tepmunbl "rumpar
o

ajnupasuna" u "kpucramamueckuii rugpar 2 8-(2-propbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-

"rugpatr 2 8-(2-¢propbensun)-6-(3-(rpudropmerun)-1H-1,2,4-rpuazon-5-un)umunaso[ 1,2-

2

TpHuaszoi-S-uwnumunaasol 1,2-ajnupasuna” BKIIOYAIOT TOJNBKO THIPATUPOBaHHYIO (opmy 8-(2-



dropbensmn)-6-(3-(tpudropmermn)- 1H-1,2,4-tpuazon-5-mn)umunaszol 1,2-ajnupasusa B BUAe
cBobomHOoM dopmbl. ['uapaT 2 MOKHO OXapaKTepU30BaTh C IOMOIIBIO, HaIIpuUMep, ToJbko XRPD
i XRPD B komMOuHatuu ¢ onHUM uin OonblinM kojimdectsoM cieayromux: DSC u TGA.

IIpy ucnonb3o0BaHUM MO OTAENBHOCTH TEPMUH 'THiapar 3" O3Ha4aeT KPUCTAIIIMYECKHM
nosiumMopd ruzpara 3 8-(2-propbenszun)-6-(3-(tpudpropmerun)-1H-1,2,4-rpuazon-5-
wnumunasol 1,2-ajnupasuna. Tepmunsl "rugpar 3", "kpucraiumdeckuit rugpar 3" u
"kpucrayummueckuit rugpar 3 8-(2-¢prTopbensmn)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-5-
wi)umuaaso| 1,2-alnupasuHa UCMONB3YIOTCS B3auMoO3aMeHsieMbiM oOpa3oMm. Tepmunbl "rumgpat
3", "ruppar 3 8-(2-¢pTopbenzmn)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-S-un)umunasol 1,2-
alnupazuna" u "Kpucrawmmueckuil ruapar 3 8-(2-propbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
TpHazoi-S-wi)umuaasol 1,2-ajnupasuna” BKIIOYAIOT TOJIBKO THAPATUPOBAaHHYIO (opmy 8-(2-
bropbensmn)-6-(3-(tpudropmermn)- 1H-1,2,4-tpuazon-5-un)umuaaszol 1,2-ajnupasusa B BUze
cBobomHoM dopmbl. ['uapar 3 MOKHO OXapaKTepU30BaTh C IOMOINBIO, HAIpUMep, TOJbKO XRPD
win XRPD B koMOuHaIuu ¢ onHUM Ui OosbiuM kojimdectsoM cienyromux: DSC u TGA.

IIpu ucnonp3oBaHUM B HACTOsIEM H300peTeHHH TepmuH "dopma" kak B Gopme A u
¢opme B o03HaUYaeT KPUCTAIUIMYECKMH TBEPHbIA AaIAyKT, COIepXKAaIuil TOJMbKO 8-(2-
dropbensmn)-6-(3-(tpudropmermn)- 1H-1,2,4-tpuazon-5-un)umuaaszol 1,2-ajmupasus - (1. e.
coennaenne Gopmyisl (1)).

ITpu uCONBb30BaHUH B HACTOSIIEM H300pETEHUH "KPHCTAIIHYECKOe" O3HAUAeT TBEPAOE
BEIECTBO, O0OJafaroee KPUCTAIUIMYECKOW CTPYKTYpPOH, B KOTOPOH OTAEIbHBIE MOJIEKYJIbI
00yamaroT  BBICOKOOJHOPOAHBIMH  PEryJsIpHBIMH  (UKCHUPOBAHHBIMH  XUMHYECKUMH
KOH(pUTrypauusmu.

"be3popHas" TMpH MCIONB30BAHUM B HACTOSINEM HM300pETEHMM O3HA4YAeT, YTO
KpHUCTaJUTMUecKast (opMa NPAaKTUYECKH HE COAEPKUT BOAY B KPUCTAJUIMUECKOH pelleTke,
Harpumep, conep>kut MeHee 1 mac.% no nanHbIM onpeaenenus no Kapny ®umepy (KF), unn
MeHee 1 Mac.% Mo TaHHBIM ONpeeNeHUs C TOMOIIBIO IPYroro KOJMUECTBEHHOTO aHAIN3a.

[Ipy uWCMONB30BaHMUM B HACTOSIIIEM HW300PETEHWH TEPMUH "CONbBAT", TAKOH Kak
KPUCTAJUTMUECKUH COJbBAT C OTAHOJIOM, KPUCTAJUIMUECKHH COJbBAT C  METAHOJIOM,
KPUCTAJUTMUECKUH CONBbBAT C METHIIATHUIKETOHOM, KPUCTAJNINYECKUH CONBbBAT C JUXJIOPMETAHOM
U KPUCTAJUIMYECKHI CONbBAT C alleTOHUTPUIOM O3Ha4daeT KPUCTAJUIMYECKUN TBEPABIH aanyKT,
comepkamuii coenunenue Qopmynbl (I) ¥ cTeXHMOMETpPHUYECKOE WM HECTEXHOMETPUUYECKOE
KOJIMYECTBO PACTBOPUTENS, BKJIIOUEHHOTO B €ro KPUCTAUIMUECKYIO CTPYKTypy. Meronuku
OTIpesieNIeHUs] KOJUYEeCTBAa COAEp KAlllerocss pacTBOPUTENS, U3BECTHbIE CIELUANINCTY B JAHHOMU
obnactu TexHukH, BKmouaroT, Hanpumep, HPLC, LCMS, GC, TGA, 'HNMR u . .

ITpyu ucnoNBb30BaHUM B HACTOALIEM M300pETEHHH TEPMHUH "THIpaT" TaKOW Kak ruapar 1,
ruapaTr 2 U ruapar 3 O3HadaeT KPUCTAUIMYECKUH TBEPABbIA afAyKT, COAEp KAIUUN COCIUHEHHE
dopmyasl (I) u cTexHOMETPUIECKOE MITH HECTEXUOMETPUIECKOE KOJTMYECTBO BOJbI, BKIFOUEHHON
B €r0 KPUCTAJUIMYECKYIO CTPYKTYPY. MeToauku onpeaeneHus KoIu4yecTBa CoaepKallencs: BOIbI,
U3BECTHBIE CIIELUAIHNCTY B TAHHOW 00JIACTH TEXHUKH, BKIIOYarOT, HanpuMep, TGA u KF.

TeepnodasHoe ymnopsimoueHHe TBEPAbIX BEIECTB MOXHO OMpPENETHTh MO CTaHAAPTHBIM



METOAMKAM, M3BECTHBIM B JAHHOW OOJNACTH TEXHUKH, HANpUMeEp, C MOMOIIBI IMOPOIIKOBOM
pentrenorpagpuu (XRPD), nuddepenunanbhoii ckanupyromenn kanopumerpun (DSC) wmum
tepmorpasumerpudeckoro ananusa (TGA). AmopdHble TBepiable BelIECTBA TAKXKE MOKHO
OTJIMYUTb OT KPUCTAJUIMYECKUX TBEPABIX BEINECTB HANpPUMEP, IO ABYJIYUYENPEIOMIIEHUIO C
UCTIOJNIb30BAHUEM MHKPOCKOIIUU B TIOJSIPU30BAHHOM CBeT. AMOp(QHBIE TBEpIble BEIIECTBA
COCTOSIT U3 Pa3yNopsA0UEHHBIX IPYIII MOJIEKYJ U He 00JafaroT pasMuuMOil KpUCTAJUTNUECKON
PELIETKOM.

OTHOCHUTEIBHYIO WHTEHCUBHOCTb PACCYUTHIBAIOT KAaK OTHOLIEHHE WMHTEHCHBHOCTHU
paccMaTpuBaeMOro MHUKa K WHTEHCHUBHOCTH HAuOONBLIEr0 NMHKAa. B HEKOTOPBIX BapUaHTaX
OCYIIECTBJIEHHUS] OTHOCUTENbHbIE HHTEHCHUBHOCTH IHKOB MOTYT MEHSTbCS BCIEICTBHE
NPEATIOYTUTENIbHON OpHeHTamu odpasua. [IpeanoyrurensHas opueHTanus oOpasia BIUSET Ha
MHTEHCUBHOCTH Pa3HbIX OTPAKEHHUH, TaK YTO HEKOTOPBIE SBISIOTCS OOJiee MHTEHCHBHBIMH, a
Apyrue MeHee WHTEHCUBHBIMHU IO CPABHEHHIO C OXHIAEMBIMH JJISI TOJHOCTBIO CIIYYaiHOTO
obpaszua. OObiHO MOP(}OJOTHsT MHOTHX KPUCTAJUTMYECKHUX YACTHUI[ CKJIOHHA OBITh TAKOHW, YTO
nojydaercsi oOpasel, KOTOpbIi oO0nagaeTr 1O HEKOTOPOH CTENeHW MNPeNroYTHTEIbHOMN
OpHEHTaIMel B Aepxkarenie s oOpasma. ITO OCOOEHHO YeTKO BHIHO JJIsl UTONBYATBHIX WM
IUTACTHHYATHIX KPUCTAJUIOB, KOTTIa YMEHBIIEHUE pa3Mepa MPUBOAUT K OoJiee TOHKUM WIJIaM HITH
TUTACTHHKAM.

B HexoTOpBIX BapuaHTax OCyIIECTBJIECHHUs peHTreHorpamMMbl XRPD cHumanu npu
KOMHATHOW TeMIlepaType B pPEKUME OTPaKeHUs C HCIOJb30BaHHEeM cucrteMbl Bruker D8
Discover, cHaOXeHHOH repMeTU3MPOBAHHBIM UCTOUHUKOM TpyOKH U nerekTopoM ruomany Hi-
Star (Bruker AXS, Madison, WI). I'eHepatop peHTI€HOBCKOro H3JIy4eHHUs paboTaeT IpH
HanpspbkeHuu, paBHoM 40 kB, u toke, paBHoM 40 MA, ¢ anogoM Cu B Ka4yecTB€ UCTOYHHUKA
peHTreHoBCKOro m3nydenus (mmydenme CuKol, A=1,54056 A, 40 kB, 40 wmA).
[TopowmkooOpa3Hblii  0Opa3el] MOMEINAT B Jepikareilb ¢ HU3KUM (oHOM. 3aTeM JHaHHbBIE
UHTErpupyroT B nuanazone 5000° - 45000° 26 ¢ marom 0,020° u 00BeAMHSIIOT B HETIPEPHIBHYIO
peHTreHorpammy. AJbTepHAaTUBHO, peHTreHorpammbel XRPD cHumanu 1npu KOMHATHOU
TEMIIEpaType B pEKUME OTpPaKeHHsi C HCIOJb30BaHHWEM cucTeMbl Panalytical Empyrean,
CHA0KEHHOW TePMETU3UPOBAHHBIM HMCTOYHMKOM TPYOKH M JE€TEKTOPOM PIXcel™. I'eneparop
PEHTT€HOBCKOTO M3JIydeHHs1 padoTaeT mpu HampsKeHUH, paBHOM 45 kB, u Toke, paBHOM 40 MA,
¢ aHogomM Cu B KauecTBe MCTOYHHKA pPEHTreHOBCKoro wusnydenus (usnydenne CuKal,
A=1,54056 A, 40 kB, 40 MA). ITopomkoo6pa3Hblii 06pa3er] MOMEIAIOT B AePKATENb ¢ HU3KHM
¢oHOM. 3aTeM HaHHbIE WUHTErPUpPYIOT B nmamazone 4,0° - 40,0° 200 ¢ marom 0,026° u
OOBEUHSIIOT B HEMPEPHIBHYIO PEHTI€HOTPaMMy

B HekoTOpbIX BapmaHTax ocyluecTBieHUs popma A oOnamaer YHCTOTOH, PaBHOW He
menee 70%, 80%, 90%, 95%, 98%, 99%, 99,5% wunmu 99,9%. Uncroty GopMbl A OMpenenstoT
nyreM neneHust maccbl Gopmbl A coenmHeHuss (Gopmynbl (I) B KOMIIO3MIIMHM, COnEpsKallei
coennnaenue popmyiel (1), Ha moaHYIO Maccy coequHenus popmynsl (I) B kommozuuuu.

B HekoTOpbIXx BapuaHTax ocyiiecTBieHus popma B obnamaer umcroTOl, paBHOU HE
meHee 70%, 80%, 90%, 95%, 98%, 99%, 99,5% wnu 99,9%. Uucrory dopmbl B ompenensitor



nyreM nenenust maccel Gopmbl B coemunenust popmynsl (I) B KOMIO3uuu, comepskariei
coennHenue popmyel (1), Ha moaHYIO Maccy coenuHenus ¢popmysl (I) B komnosuuu.

B HekoTOpbhIX BapuaHTax OCYINECTBJIECHUs TuapaT 1 obmamaer YUCTOTOH, paBHOH HE
menee 70%, 80%, 90%, 95%, 98%, 99%, 99,5% unu 99,9%. Uucroty rugparta 1 onpeaenstoT
nyTeM JeleHus Macchl ruaparta 1 coeamseHust gopmynsl (I) B KOMIO3uIuMH, coneprKarieit
coenuHenue Gopmysl (1), Ha monmHyr0 Maccy coenuaenust popmysl (I) B kommosunumu.

B HEKOTOpBIX BapHaHTAaX OCYLIECTBJIECHUs rmapaT 2 oOnafaeT 4YMCTOTOH, PaBHOW He
menee 70%, 80%, 90%, 95%, 98%, 99%, 99,5% unu 99,9%. Hucroty ruapara 2 OnpeaesstoT
nmyTeM JeNeHUss Macchl rumpara 2 coemuHeHust ¢Gopmyiibl (I) B KOMIIO3UIIMH, COAEpIKaIlel
coennaenune Gopmyiel (1), Ha moaHYIO Maccy coenuaenus popmysl (I) B kommosuimm.

B HexoTOpbhIX BapuaHTAaX OCYIIECTBJICHUS TUApPAT 3 o0JajaeT 4YUCTOTOH, paBHOH HE
menee 70%, 80%, 90%, 95%, 98%, 99%, 99,5% unu 99,9%. Unucrory rumpara 3 ONpeaenstoT
nmyTeM JeNeHUss Macchl rumpara 3 coemuHeHust ¢Gopmysbl (I) B KOMIIO3UIIUH, COAEpIKaIlen
coennaenne Gopmyuel (1), Ha moHYIO Maccy coenuaenus popmysl (I) B kommosumm.

B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS KPUCTAJUIMYECKHH COJIbBAT C 3TAHOJIOM,
KPUCTAJUTMUECKUH COJBBAT C METAHOJOM, KPHCTAIMYECKHH CONBBAT C METHUISTHUIIKETOHOM,
KPUCTAJTMUECKUH CONBBAT C IUXJIOPMETAHOM MJIH KPUCTAJUTMYECKHH CONBBAT C ALlETOHUTPUIIOM
obnanaer yuctoToii, paBHoil He meHee 70%, 80%, 90%, 95%, 98%, 99%, 99,5% wmu 99,9%.
UHCTOTY KPUCTAJUIMYECKOTO COJIbBATA C 3TAHOJIOM, KPHCTAJUTMYECKOTO COJbBATa C METAHOJIOM,
KPUCTAJNIMYECKOTO  COJNIbBATA C  METHJITHJIKETOHOM, KPHUCTAJUIMYECKOrO0  CONbBaTa ¢
IUXJOPMETAHOM WM KPUCTAIJIMYECKOTO COJIbBAaTa C AaLIETOHUTPUIOM OINpPENessIIOT IMyTeM
JeNeHNs] Macchl KPHUCTAJUIMYECKOTO COJIbBAaTa C OSTAHOJOM, KPUCTAJUIMYECKOrO COJbBaTa C
METaHOJIOM, KPUCTAJUTMYECKOTO COJIbBATa ¢ METHJIITHIIKETOHOM, KPUCTATMYECKOTO CONbBATA C
AMXJIOPMETAHOM WJIM KPUCTAJUIMYECKOTO COJIbBATA C ALETOHUTPUIIOM coequHeHus popmyisl (1)
B KOMIIO3MLIMH, conepkameil coenuHeHue (opmynst (I), Ha HONHYIO Maccy COEIUHEHUS
¢dopmyasl (I) B koMIO3ULIKH.

OIMMCAHHWE TUITUYHBIX COEJVUHEHWI

Kpucramnmndeckune Gopmbl, pacKpbIThie B HACTOSIIIEM H300peTeHHH, Hampumep, Gopma
A, ¢opma B, rumpar 1, rumpar 2 u ruzapar 3, o0Jamar0T MHOTUMH NPEUMYLIECTBAMH U
0o0ecreunBaOT MPEOAOJICHHE 3aTPYAHEHMH, CBSI3aHHBIX C COJbBATOM C OTHJIALETATOM
coenunenus popmyiiel (I), kak 3T0 onucano B MexnyHaponHoi 3asske Ne PCT/US2017/049834,
TAKUMH KaK BBICOKasi CTAOMJIBHOCTh U IPUMEHHMOCTD B (papmanieBTuke. B wactocth, gpopma A
u popma B sBrsirores 6onee cTabUIbHBIME, Ye€M COJIBBAT ¢ 3THianeratoM. Kpome toro, opma
A, ¢opma B, rugpar 1, rugpat 2 u rugpaT 3 BCE NPUMEHHUMBI B (DapMaleBTHKE, CONBBAT C
STUNIALIETATOM HECOBMECTHM C IMIpernapaTroM, NpeAHa3HAaYeHHbIM s Jronei. Jlpyrue
NPEUMYIIeCTBA MOTYT BKJIOUaTh OJaronpusiTHble (papMaKOKWHETHYECKHE XapaKTePHCTUKH,
JIETKOCTb BBIIETICHUS], BOCIIPOM3BOANMOCTh Crocoda, CTabMIIbBHOCTh MPU KPYITHOMACIITAOHOM
TIPOM3BOJICTBE.

Cnenyer moHuMarh, YTO TPU COIOCTABJICHHWH pa3pelieHbl HeOONbIINe OTKJIOHEHHUS

NOJIOXKEHUH MUKOB OT INMPUBEIECHHBIX HIDKe s ¢opMmbl A, ¢opmel B, runpara 1, runpara 2 u
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runpara 3 u B Tabnmunax 1A, 1B, 2A, 2B, 3A, 3B, 4A, 4B, 5A, 5B, 6,7, 8,9, 10 u 11, Takue kax
paBHble £0,2 rpanycoB 2-tera. B mpeanoyTUTENbHOM BapUaHTE OCYLIECTBIEHUS OTKJIOHEHUE
IJ1s1 JaHHOTO NMuKa pasHO +0,2 rpanycos 2-Terta.

B onHOM 0OBekTe HacToslIee H300peTeHNe OTHOCUTCS K KpUcTaanueckon gpopme A 8-
(2-¢propbensun)-6-(3-(tpudropmernin)-1H-1,2,4-tpuazon-5-un)umuaasol 1,2-a]nupaszusa.

B omHOM oObekTe kpuctammyeckas ¢popma A 8-(2-propbensmn)-6-(3-(tpudTopmerin)-
1H-1,2,4-tpuazon-5S-un)umunasol 1,2-ajnupasuna XapaKTepU3yeTCs MOPOLIKOBOM
peHTreHorpammoii. IlopomkoBasi peHTreHOrpaMma MOXKET ObIThb CHSTA TPU KOMHATHOM
TeMIepaType B pPEKUME OTpaKeHUs C ucrnonb3oBaHueM cucrembl Bruker D8 Discover,
OMUCAHHOH B HAcTOsLIEM M300peTeHnn. B OJHOM BapuaHTe OCYIIECTBIICHHUS KPHCTAJLTHUECKas
dopma A xapakTepusyercs MO MEHbIIEH Mepe TpPeMsl, MO MEHbIIEH Mepe YeThIPbMs WJIH 10
MEHBLIEH Mepe MATHI0 MUKAMH Ha MOPOIIKOBOH PEHTIeHOrpaMMe MpH yriax 20, BEIOpAaHHBIX U3
7,0°, 8,3°, 11,1°, 14,3° u 15,0°. AnbTepHaTHBHO, KpUCTAJUINYeCKasi popMa A XapaKTepU3yeTcs
IO MEHBIIEN Mepe TPeMsi, IO MEHbLIEH Mepe YeThIPbMS, [0 MEHBLIEH Mepe MATHIO, IO MEHbLIEH
Mepe IIECTBI0, IO MEHbIIEH Mepe CEMbIO, 10 MEHBLIEH Mepe BOCEMbIO, IO MEHBIIEH Mepe
JEBATBHIO WK 110 MEHbLIEH Mepe NEeCIThI0 MUKaMH Ha MOPOLIKOBONH pEHTIeHOrpaMMe NpHU yriax
20 7,0°, 8,3°, 11,1°, 14,3°, 15,0°, 15,9°, 16,7°, 17,6°, 19,1°, 20,2°, 21,6°, 24,9° u 25,8°.
ANBTEPHATUBHO, KpHUCTAIMUECKass ¢opma A XapakTepu3yercsi NHKaMH Ha IOPOLIKOBOH
peHTreHorpamme mnpu yriax 20 7,0°, 8.3° 11,1°, 14,3°, 15,0°, 15,9°, 16,7°, 17,6°, 19,1°, 20,2°,
21,6° 24,9° u 25,8°. AnpTepHAaTUBHO, KpUCTAJUIMYecKas ¢Gopma A XapaKTepusyercs II0
MEHBILIEH Mepe TPeMs, MO0 MEHBbIIEH Mepe YEThIPbMsl, IO MEHbILIEH Mepe IATHI0, 10 MEHbIIEH
Mepe IIECThI0, IO MEHBIIEH MEpPEe CEMbIO, IO MEHBLIEH MEPe BOCEMbIO WJIA [0 MEHBIIEH Mepe
JEeBATbI0 NMKaMU Ha MOPOLIKOBOM peHTreHorpamme mnpu yriaax 20 7,0°, 8,3°, 11,1°, 14,3°,
15,0°, 17,6°, 19,1°, 20,2° wu 21,6°. AnbTepHaTHBHO, KpuUCTajinyeckas ¢opma A
XapakTepu3yeTcs MUKaMU Ha TOPOLIKOBOM peHTreHorpamme mnpu yriax 20 7,0°, 8.3°, 11,1°,
14,3°, 15,0°, 17,6°, 19,1°, 20,2° u 21,6°. AnbrepHaTHBHO, KpHcTajuindeckas ¢opma A
XapakTepU3yeTCsl M0 MEHbLIEH Mepe TpeMs, IO MEHbIIEH Mepe YeThbIPbMs, M0 MEHbLIEH Mepe
IATBIO, 110 MEHBLIEH Mepe IIeCThI0, 10 MEHbIIEH Mepe CEMbIO, 110 MEHbLIEeH Mepe BOCEMBbIO, IO
MEHbIIEH Mepe [EeBSATbI0 WIM MO MEHbUIEH Mepe [eCATbIO IHUKaMH Ha MOPOIIKOBOU
peHTreHorpamMMe npu yriax 20, BeiOpanHbix u3 4,9°, 7,0°, 83° 10,6°, 11,1°, 14,3°, 15,0°,
15,9°, 16,7°, 17,6°, 18,2°, 19,1°, 19,7°, 20,2°, 21,6°, 23,2°, 24,9°, 25,8°, 27,1°, 28,2°, 28,8°,
29,9°, 30,8°, 32,1° wm 33,1°.° B npyroii anbTepHaTHBE KpHUCTajuMdeckas ¢opma A
XapaKTEePU3yeTCsl MUKaMH Ha MOPOIIKOBOM pEHTreHorpamMme mpu yriax 20 4.9° 7,0° 83°,
10,6°, 11,1°, 14,3°, 15,0°, 15,9°, 16,7°, 17,6°, 18,2°, 19,1°, 19,7°, 20,2°, 21,6°, 23,2°, 24,9°,
25,8, 27,1°, 28,2°, 28,8°, 29,9°, 30,8°, 32,1° u 33,1°. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJICHUS

MUKW, OMFCAHHBbIC BBINIE JJIsI KPUCTAIMYECKOW (OpMbl A, 00JagarOT OTHOCUTENIbHOU

WHTEHCUBHOCTHIO, cocTaBiisiromeli He MeHee 10%, He MeHee 15%, He MeHee 20% MM HE MeHee
25%.
B npyrom obwekre kpucrammdeckas popma A 8-(2-propbensun)-6-(3-(tpudropmerin)-

1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasuna obnagaer penrrenorpammoit XRPD, kortopas
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SIBJIIETCS IO CYLIECTBY TAKOM ke, kKak peHTreHorpamma XRPD, npusenenHast Ha ¢ur. 1A.

B npyrom obwekre kpucrammdeckas popma A 8-(2-propbensmn)-6-(3-(tpudropmerin)-
1H-1,2,4-Tpuazon-5-mn)umunaso| 1,2-alnupasuna obnagaer penrrenorpammoit XRPD, kortopas
IO CYIIECTBY BKJIIOYAET ITUKH, ITpUBEeHHbIE B TaOmume 1 A.

B omHoM oObekTe kpuctamumyeckas ¢popma A 8-(2-propbensmn)-6-(3-(tpudTopmerin)-
1H-1,2,4-tpuazon-S-unumunasol 1,2-ajnupasuna XapaKTepU3yeTcs MOPOLIKOBOM
PEHTTeHOTPaMMOM, CHATasi IpPU KOMHATHOM TeMmIepaType B pPEeKUME OTPaKEHUs C
ucronb3oBaHueM cuctembl Panalytical Empyrean, omucanHoit B HacTosiieM uzoOperenuu. B
OJTHOM BapHaHTE OCYIIECTBJICHHUS] KpHCTa/LuTueckas Gopma A XapakTepu3yeTcsl MO MEHbLIEH
Mepe TpeMs, [0 MEHbIIell Mepe 4YeTbIpbMs WJIM 1O MeHbIeld Mepe MATbI0 NUKAMU Ha
MOPOIIKOBOM pEeHTreHorpaMMme Tpu yriax 20, BbiOpaHHbix u3 8,3° 8,5° 11,3°, 15,0°, 15,2° u
19,3°. AnpTepHAaTUBHO, KpUCTAJUINYECKast (popMa A XapakTepU3yeTcs 1o MEHbILIEH Mepe Tpems,
[0 MEHbLIEH Mepe 4YeTBIpbMs, MO MEHbIIEH Mepe MATbIO, MO MEHbIIEH Mepe IIECThI0, IO
MEHbIIEH Mepe CEMBbIO, O MEHbBIIEH Mepe BOCEMBIO, MO MEHbIIEH Mepe NEBATBHI0 WU IO
MeHblIeH Mepe NecAThI0 MUKaMU Ha MOPOLIKOBONW peHTreHorpaMme mnpu yriaax 20 7,0°, 8,3°,
8,5°,11,3°, 15,0°, 15,2°, 16,2°, 17,0°, 17,8°, 19,3°, 19,9°, 21,6°, 22,0° u 22,2°. AnpTepHaTHBHO,
KpUcTa/ueckass popmMa A XapaKTepU3yeTcsl MMKaMU Ha MOPOIIKOBOW PEHTreHOrpaMMe IpH
yraax 20 7,0°, 8,3°, 8,5°, 11,3°, 15,0°, 15,2°, 16,2°, 17,0°, 17,8°, 19,3°, 19,9°, 21,6°, 22,0° u
22,2°. AnpTepHATUBHO, KpUCTAJUINYECKasd popMa A XapaKkTepHU3yeTcs 10 MEHbIIEH Mepe Tpems,
[0 MEHBbLIEH Mepe 4YETBIPbMs, MO MEHbBIIEH Mepe MATbIO, MO MEHbBIIEH Mepe IIECThI, IO
MEHbIIEH MEpPEe CEMBbIO, IO MEHBIIEH Mepe BOCEMbIO, IO MEHBbLIEH Mepe NEBIATbI0 WU IO
MEHbIIEH Mepe AeCAThIO MMKaMH Ha IMOPOIIKOBOM pEHTreHorpamMMe MpH yriax 2@, BeIOpaHHbBIX
u3 5,0°, 7,0°, 7,2°, 8,3°, 8,5°, 10,4°, 10,8°, 11,3°, 12,4°, 14,2°, 14,4°, 14,6°, 15,0°, 15,2°, 16,2°,
17,0°, 17,8°, 18,5°, 19,3°, 19,9°, 20,3°, 21,6°, 22,0°, 22,2°, 22,6°, 22,9°, 23,4°, 24,2°, 25,1°,
25,7°, 25,9°, 26,4°, 27,4°, 28,4°, 29,0°, 29,6°, 30,1°, 30,2°, 31,0°, 31,8°, 32,2°, 33,3°, 33,7°,
36,2° u 36,7°. B npyroii anbTepHaTUBE KpUCTAIIMUYECKast popma A xapakTepu3yeTcsi MMKaMU Ha
MOPOIIKOBOM pEeHTreHorpamme mpu yriax 20 5,0°, 7,0°, 7,2°, 8,3°, 8,5°, 10,4°, 10,8°, 11,3°,
12,4°, 14,2°, 14,4°, 14,6°, 15,0°, 15,2°, 16,2°, 17,0°, 17,8°, 18,5°, 19,3°, 19,9°, 20,3°, 21,6°,
22,0°, 22,2°, 22.6°, 22,9°, 23,4°, 24,2°, 25,1°, 25,7°, 25,9°, 26,4°, 27,4°, 28,4°, 29,0°, 29,6°,
30,1°, 30,2°, 31,0°, 31,8°, 32,2°, 33,3°, 33,7°, 36,2° u 36,7°. B HeKkOTOpBIX BapHaHTax
OCYIIECTBIIEHHs] THKH, OMHCAHHBIC BBINIC I KPHUCTALUIMYECKOH (opmbl A, 00JamaroT
OTHOCHUTEJILHOM HMHTEHCUBHOCTBLIO, COCTaBJisitomeli He MeHee 10%, He MmeHee 15%, He MeHee
20% unu He MeHee 25%.

B npyrom obwekre kpuctamumdeckas popma A 8-(2-propbensmn)-6-(3-(tpudTopmerin)-
1H-1,2,4-Tpuazon-5-wn)umunaso| 1,2-alnupasuna obnagaer penrreHorpammoit XRPD, kortopas
SIBJIIETCS IO CYLIECTBY TAKOMH Jke, Kak peHTreHorpamma XRPD, npusenenHas Ha ¢ur. 1B.

B npyrom obwekre kpuctamumdeckas popma A 8-(2-propbensmn)-6-(3-(tpudTopmerin)-
1H-1,2,4-Tpuazon-5-mn)umunaso| 1,2-alnupasuna obnagaer penrrenorpammoii XRPD, kortopas
IO CYIIECTBY BKJIFOYAET IHUKH, NTpUBeAeHHbIE B TaOuue 1B.

B onnom oObekTe kpuctammnueckas popma A 8-(2-propbensmn)-6-(3-(tpudropmerin)-
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1H-1,2,4-Tpuazon-5-wn)umunaszo 1,2-ajnupasuna obnamaer amarpammoii  DSC, kortopas
SIBJISIETCS TIO CYLIECTBY Takow ke, kak nquarpamma DSC, npusenennas Ha ¢ur. 2. B qactHOCTH,
KpucTayuiueckas gpopma A xapakrepusyercs omnpeneiaeHHol ¢ momoursto DSC Temnepatypoii
miasyeHus;, pasHoit 195°C+ 2°C.

B omHoM oObekTe kpuctamumyeckas ¢popma A 8-(2-propbensmn)-6-(3-(tpudTopmerin)-
1H-1,2,4-tpuazon-5-un)umunasol 1,2-ajnupasuna obnamaer puarpammoii  TGA, koropas
SIBJISIETCSI IO CYILECTBY TAKOM ke, kak nuarpamma TGA, npuseneHHas Ha ¢wur. 3.

B onHoMm oObekTe kpuctamaudeckas popma A 8-(2-propbenswn)-6-(3-(TpudropmeTin)-
1H-1,2,4-Tpuazon-5-un)umunaso| 1,2-ajnupasuna obnamaer guarpammoit DVS, kortopas
SIBJIIETCS TIO CYLIECTBY TAKOH Jke, kak nuarpamma DVS, npusenennas Ha ¢ur. 4.

B onHom oObekTe kpuctammudeckas popma A 8-(2-propbenswmn)-6-(3-(TpudropmeTi)-
1H-1,2,4-tpuazon-5-un)umunasol 1,2-a]jnupasnHa xapakTepusyercss MO MEHbLIeH Mepe Tpems,
N0 MEHbIIEH Mepe 4YeThIPbMsl WM IO MEHbUIEH Mepe MATHIO NHUKAaMM Ha MOPOLIKOBOU
peHTreHorpaMme npu yriax 20, Beidpannsix u3 7,0°, 8,3°, 11,1°, 14,3° u 15,0°; HeobOs3aTenbHO
BMECTE C OHUM, ByMsl unu Tpems u3 napamerpamu TGA, DSC, DVS, ykazaHHbIMU BbIILIE JIsI
¢dopmbl A. ANbTEPHATHUBHO, KpUCTAJUTMYECKass popMa A XapakTepU3yeTCsl 1O MEHbLIEH Mepe
TpeMs1, IO MEHBIIEN Mepe YEThIPbMs, 110 MEHBLIEH Mepe MATHI0, 10 MEHbILIEH Mepe IIECThIO, M0
MEHBIIEH Mepe CEMBbIO, IO MEHBIIEH Mepe BOCEMBIO, MO MEHbIIEH Mepe AEBATBI0 WU IO
MEHBIIEH Mepe AeCAThIO MHUKaMH Ha TMOPOIIKOBOW PEHTTeHOrpaMMe MpH yriiax 2@, BeIOpaHHBIX
uz 7,0°, 83° 11,1°, 14,3°, 15,0°, 15,9°, 16,7°, 17,6°, 19,1°, 20,2°, 21,6°, 24,9° u 25,8°
HeoOs3aTeIbHO BMECTE C OAHHMM, ABYMs uiu Tpemsi u3 mapamerpamu TGA, DSC, DVS,
yKa3aHHBIMU BbIIIE 11 GOpMBI A.

B omHOM oObekTe kpucTamumyeckas ¢popma A 8-(2-propbensmn)-6-(3-(Tpudropmerin)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasuHa xapakTepusyercsi 1Mo MeHbIIeH Mepe Tpems,
[0 MEHbIIEH Mepe YeThIPbMs WJIM IO MEHbIIEH Mepe NSATbI MHKAMH Ha MOPOLIKOBOM
peHTreHorpamMe mnpu yriax 20, BeiOpanHbix u3 8,3, 8,5° 11,3°, 15,0°, 15,2° u 19,3
HeoOs3aTeIbHO BMECTE C OAHMM, ABYMsI uiu Tpems u3 mnapamerpamu TGA, DSC, DVS,
yKa3aHHbIMU BbllIe i (GopMbl  A. AJBTePHATUBHO, KpuUCTauMueckas Qopma A
XapakTepU3yeTCsl MO0 MEHbLIEH Mepe TpeMs, IO MEHbIIEH Mepe 4eTbIPbMs, 0 MEHBbLIEH Mepe
IATHIO, 110 MEHBLIEH Mepe IIeCThI0, 10 MEeHbIIEH Mepe CEMBIO, 110 MEHbIIE Mepe BOCEMbIO, IO
MEHBLIEH Mepe JAEBSIThIO WM IO MEHbLIEeH Mepe AeCAThI0 MNHUKAaMU Ha MOPOIIKOBON
peHTreHorpamMMe npu yriax 20, BeiOpanubix u3 7,0°, 83° 85° 11,3° 15,0°, 15,2°, 16,2°,
17,0°, 17,8°, 19,3°, 19,9°, 21,6°, 22,0° u 22,2° HeoOs3aTeIbHO BMeCTE C OOHHUM, IBYMs HJIU
Tpems u3 napamerpamu TGA, DSC, DVS, yka3aaHbiMz BbIme 111 GOpMBI A.

B onHom oObekTe kpuctammudeckas ¢popma A 8-(2-propbensmn)-6-(3-(TpudropmeTi)-
1H-1,2,4-Tpuazon-5-mwn)umuaaso| 1,2-ajnupasuHa xapakTepusyeTcsi MO MEHbIIEH Mepe Tpems,
[0 MEHBbLIEH Mepe 4YETBIPbMs, MO MEHbBIIEH Mepe MATbIO, MO MEHbBIIEH Mepe IIECThI0, IO
MEHBLIEH MEpPE CEMBIO, IO MEHBIIEN MEPE BOCEMbBIO WJIU IO MEHbIIEH Mepe AEBITHIO MUKAMU Ha
MOPOLIKOBOM peHTreHorpamme npu yriax 20 7,0°, 8,3°, 11,1°, 14,3°, 15,0°, 17,6°, 19,1°, 20,2°

u 21,6° HeoOs13aTeIbHO BMECTe C OIHUM, ABYMsI uin Tpemst u3 napamerpamu TGA, DSC, DVS,
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yKa3aHHBIMH BbIIIE 111 GOPMBI A.

B oxgaoM oObekTe kpuctaundeckas gopma B 8-(2-propbensmn)-6-(3-(tpudropmerin)-
1H-1,2,4-tpuazon-S-un)umunasol 1,2-a]nupasuna XapakTepu3yercs MOPOLIKOBOM
pentreHorpamMmoil. IlopomikoBast peHTreHorpamMma MOKET ObIThb CHATA TNPU KOMHATHOMN
TEeMIepaType B pEXUMe OTpaxkeHus C wucnonp3oBaHueMm cucreMbl Bruker D8 Discover,
OIMCAaHHON B HACTOSINEM HM300peTeHHnH. B OMHOM BapHaHTe OCYLIECTBICHUS] KPUCTATUYECKAS
dopma B xapakrepusyercs MO MEHbLICH Mepe Tpems, MO MEHbIIEH Mepe YeThIPbMs WJIH IO
MEHbIIEH Mepe MATHIO0 MUKAMH Ha MOPOLIKOBON PEHTIeHOrpaMMe MpH yriax 20, BEIOpAaHHBIX U3
8,9°, 12,2°, 13,6°, 17,2° u 21,0°. AnbrepHaTHBHO, KpUCTaIM4eckas popma B xapakrepusyercs
110 MEHBLIEN Mepe TPeMsi, IO MEHBLIEN Mepe YEeThIPbMs, [0 MEHbIIEH Mepe MATHIO, IO MEHbLIEH
Mepe IIECThIO, IO MEHbIIEH Mepe CEMbIO, 10 MEHBLIEH Mepe BOCEMbBbIO, IO MEHbIIEH Mepe
JEBATHIO WM 110 MEHBLIEH Mepe NEeCSIThI0 MUKaMU Ha MOPOIIKOBON PEeHTTeHOrpaMMe MpH yriax
20, BeiOpanHbIX U3 8,9°, 12,2°, 13,6°, 14,5°, 15,7°, 17,2°, 17,7°, 21,0°, 22,7°, 23,9°, 25,0°, 26,7°
u 27,6°. AnpTepHaTUBHO, KpUCTaJUTHUeckas ¢popma B xapakrepusyercss muKaMu Ha IOPOIIKOBOM
peHTreHorpamme npu yriax 20 8,9°, 12,2°,13,6°, 14,5°, 15,7°, 17,2°, 17,7°, 21,0°, 22,7°, 23,9°,
25,0°, 26,7° u 27,6°. AnprepHaTuBHO, Kpuctayundeckas (opma B xapakrepusyercs o
MEHBIIEH Mepe TPeMs, MO0 MEHBbIIEH Mepe YEeThIPbMsl, IO MEHbIIEH Mepe IMATHI0, 10 MEHbIIEH
Mepe IIECThI0, IO MEHbLIEH MepEe CEMbIO, IO MEHBLIEH Mepe BOCEMBIO MJIA IO MEHBbLIEH Mepe
AEBSITHIO TMKAMHU Ha TIOPOIIKOBOM PEHTreHOrpaMMe mpH yriax 20, BbiOpaHHbIX u3 8,9°, 12,2°
13,6°, 14,5°, 15,7°, 17,2°, 21,0°, 22,7° u 23,9°. AnprepHaTuBHO, KpucTauindeckas gopma B
XapaKkTepu3yeTcsl MMKaMyU Ha MOPOLIKOBOW peHTreHorpamme npu yriax 20 8,9°, 12,2°, 13,6°,
14,5°, 15,7°, 17,2°, 21,0°, 22,7° u 23,9°. B npyroii anprepHatuse kpucramuindeckas ¢opma B
XapaKTepu3yeTcsi MMKaMU Ha MOPOLIKOBOM pEeHTreHorpamme mpu yriax 20 8,9°, 12,2°, 13,6°,
14,5°, 15,7°, 17,2°, 17,7°, 18,3°, 21,0°, 22,7°, 23,9°, 24,2°, 25,0°, 25,6°, 26,7°, 27,6° u 29,6°. B
HEKOTOPBIX BAPHAHTAX OCYIECTBJICHUS IMUKH, ONMMCAHHBIE BBILIE JUI KPUCTAJUTMUECKOH (HOpPMBI
B, 0o0namaroT OTHOCUTEILHOM HHTEHCUBHOCTBIO, cocTapisiroleil He menee 10%, He menee 15%,
He MeHee 20% wunu He meHee 25%.

B npyrom obbekre kpucrammueckas popma B 8-(2-propbensmn)-6-(3-(tpudropmerin)-
1H-1,2,4-tpuazon-5-wn)umunasol 1,2-ajnupasuna obnanaer pentreHorpammoii XRPD, koropas
SIBJIIETCS IO CYLIECTBY TAKOMH Jke, Kak peHTreHorpamma XRPD, npusenenHast Ha dur. SA.

B npyrom obbekre kpucrammueckas popma B 8-(2-propbensmn)-6-(3-(tpudropmerin)-
1H-1,2,4-Tpuazon-5-un)umunaso| 1,2-alnupasuna obnagaer perrreHorpammoit XRPD, koTtopas
IO CYIIECTBY BKJIFOYAET MTUKH, TPUBEAEHHbIE B TaOIHIIE 2A.

B onHOoM 00BbekTe kpuctammndeckas gopma B 8-(2-propbensmn)-6-(3-(Tpudropmerin)-
1H-1,2,4-tpuazon-5-un)umunasol 1,2-a]nupasuna XapaKTepU3yeTcs MOPOLIKOBOH
PEHTTeHOrpaMMOM, CHATas TMpPU KOMHATHON TemiepaType B pEeXHUME OTPaKEHUs C
ucnojip3oBaHueM cucremsl Panalytical Empyrean, ommcanHoit B Hacrosimem mn3oOperenun. B
OJHOM BapHaHTe OCYIIECTBJIEHHUs KpucTajuimdeckas ¢opma B xapakrepusyercss mo MeHbInel
Mepe TpeMs, [0 MEHbIIeHl Mepe 4YeTbIpbMs WM 1O MeHbIeH Mepe MATHbI0 IUKAMU Ha

MOPOIIKOBOH peHTreHorpamMme nipu yriax 2@, Beidpannbix u3 13,8°, 16,0°, 17,4°, 18,0°, 18,5° u
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21,2°. AnpTepHaTUBHO, KpUCTAIUTMYeCKast popMa B xapakrepusyercs mo MeHbIIe Mepe Tpems,
[0 MEHBLIEH Mepe 4YETBIPbMs, MO MEHbBIIEH Mepe MATbIO, MO MEHbBIIEeH Mepe LIECTHIO, IO
MEHBIIEH MepEe CEMBbIO, IO MEHbBIIEH Mepe BOCEMBIO, MO MEHbBIIEH Mepe NEBATHI) WU IO
MEHbIIEH Mepe AeCAThIO MMKaMH Ha IMOPOIIKOBOM pEeHTreHorpamMMe MpH yriax 2@, BeIOpaHHbBIX
u3 9,1°, 10,9°, 12,4°, 13,8°, 14,8°, 16,0°, 17,4°, 18,0°, 18,5°, 21,2°, 22,9°, 24,1°, 24,5°, 27,8°,
30,0°. AnpTepHaTHBHO, KpUCTaIyeckas ¢popma B xapakrepusyercs muKamMu Ha MOPOIIKOBOH
peHTreHorpamme npu yriax 20 9,1°,10,9°, 12,4°, 13,8°, 14,8°, 16,0°, 17,4°, 18,0°, 18,5°, 21,2°,
22,9° 24,1°, 24,5° 278° 30,0°. B npyroii anpTepHaTHBE KpucTauimueckas ¢opma B
XapaKTepU3yeTcsl MUKaMU Ha TOPOIIKOBOM peHTreHorpamme mnpu yriax 20 8,5°, 9,1°, 10,9°
12,4°, 13,8°, 14,6°, 14,8°, 15,7°, 16,0°, 17,4°, 18,0°, 18,2°, 18,5°, 20,4°, 21,2°, 22,1°, 22,6°,
22,9°, 23,5°, 24,1°, 24,5°, 25,2°, 25,7°, 25,9°, 26,8°, 27,1°, 27,8°, 28,8°, 29.4°, 29,7°, 30,0°,
31,1°, 31,6°, 32,3°, 33,5°, 34,0°, 35,2°, 35,7°, 36,8° u 38,0°. B HEKOTOpBIX BapHUaHTaX
OCYIIECTBIIEHHsI THKH, ONMHCAHHBIE BBINIE I KpHUCTALUTHUecKor ¢opmel B, obmamaroT
OTHOCHUTEJILHOM HMHTEHCUBHOCTBLIO, COCTaBisAmomell He MeHee 10%, He MmeHee 15%, He MeHee
20% unu He mMeHee 25%.

B npyrom obbekre kpucrammueckas popma B 8-(2-propbensmn)-6-(3-(tpudTopmerin)-
1H-1,2,4-Tpuazon-5-wn)umuaaso| 1,2-aJnupasuna obnagaer penrrenorpammoit XRPD, kortopas
SIBJIIETCS IO CYLIECTBY TaKOH ke, kak peHTreHorpamma XRPD, npusenenHas Ha ¢ur. 5B.

B npyrom obbekre kpucrammueckas popma B 8-(2-propbensmn)-6-(3-(tpudTopmerin)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-alnupasuna obnagaer penrreHorpammoii XRPD, kotopas
IO CYIIECTBY BKJIIOYAET IUKH, NTpUBEeHHbIE B TaOme 2B.

B oxgnoMm oObekTe kpuctammndeckas gopma B 8-(2-propbensmn)-6-(3-(tpudropmerin)-
1H-1,2,4-Tpuazon-5-un)umuaaso 1,2-ajnupasuna obnamaer aumarpammoii  DSC, kortopas
SIBJIIETCSI TIO CYINECTBY TakoH ke, kak auarpamma DSC, npuBenennas Ha ¢ur. 6. B yactHOCTH,
Kkpuctajuinueckast popma B xapakrepusyercst onpenenenHoii ¢ nomomeo DSC temneparypoit
¢azosoro nepexona, pasHou 177° + 2°C, u Temnepartypoii rmiasienus, pasuoit 195°C+ 2°C.

B onHoM 00bekTe kpuctamudeckas Gopma B 8-(2-propbenswmn)-6-(3-(TpudropmeTi)-
1H-1,2,4-Tpuazon-5-un)umunaszof 1,2-alnupasuna obmagaer auarpammori  TGA, kotopas
SIBJIIETCS IO CYLIECTBY TaKOH ke, kak nuarpamma TGA, npuseneHHas Ha ¢ur. 7.

B onHoM oObekTe kpuctammndeckas Gopma B 8-(2-pTopbensmn)-6-(3-(TpudropmeTi)-
1H-1,2,4-Tpuazon-5-wn)umuaaszol 1,2-alnupasuHa xapakTepu3yeTcsi MO MEHbIIEH Mepe Tpems,
N0 MEHbIIEH Mepe 4YeThIPbMS WIM [0 MEHbUIEH Mepe IATHI0 MNHKaMU Ha MOPOIIKOBOU
peHTreHorpamMMe mnpu yriax 20, BeiOpanHbix wu3 89°, 12,2° 13,6°, 172° u 21,0°
HeoOs13aTeTbHO BMecTe ¢ OHUM wiu aAByMst mapamerpamu TGA n DSC, yka3aHHBIMU BbILIE JJISI
¢dopmel B. AnprepHaTtuBHO, Kpuctaumueckas ¢opma B xapakrepusyercs mo MeHbIneil mepe
TpeMs1, IO MEHBIIEH Mepe YEThIPbMs, 110 MEHBLIEH Mepe MATHI0, 10 MEHbILIEH Mepe IIECThIO, M0
MEHbIIEH Mepe CEMBIO, IO MEHbBIIEH Mepe BOCEMBIO, MO MEHbLIEH Mepe OEBATbI) WU IO
MEHBIIEH Mepe AeCAThIO MMKAMH Ha IMOPOIIKOBOM PEHTTeHOrpaMMe MpH yriiax 2@, BeIOpaHHbBIX
w3z 8,9°, 12,2°) 13,6°, 14,5°, 15,7°, 17,2°, 17,7°, 21,0°, 22,7°, 23,9°, 25,0°, 26,7° u 27,6°

HeoOs13aTeNIbHO BMeCTe ¢ OHUM miu AByMs napamerpamu TGA u DSC, yka3aHHBIMU BbILIE IS
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¢dopmsl B.

B oxgaoM oObekTe kpuctaundeckas gopma B 8-(2-propbensmn)-6-(3-(tpudropmerin)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-alnupasuHa xapakTepu3yeTcsi Mo MEHbIIEH Mepe Tpems,
[0 MEHBIIEH Mepe 4YEeThIPbMS WM [0 MEHBbUIEH Mepe MATHIO NUKAMU Ha MOPOIIKOBOH
peHTreHorpammMe mpu yriax 20, seiOpanHbix u3 13,8°, 16,0°, 17,4°, 18,0°, 18,5° u 21,2°
HeoOs3aTeNIbHO BMeCTe ¢ OOHUM min AByMs napamerpamu TGA u DSC, yka3aHHbIMU BbILIE 11
¢dopmbr B. AnprepHaTHBHO, KpucTajutmueckas Gopma B xapakrepusyercst Mo MeHbLIEH Mepe
TpeMs1, IO MEHbIIEN Mepe YEThIPbMsl, 10 MEHBLIEH Mepe MATHIO, [0 MEHbILEH Mepe IIECThIO, 110
MEHbIIEH Mepe CEMBIO, MO0 MEHbIIEW Mepe BOCEMbIO, MO MEHbIIEH Mepe NEBATHI0 WU IO
MEHbIIEH Mepe AeCAThIO MMKAMH Ha TIOPOIIKOBOW PEHTreHOrpaMMe IMpH yriax 20, BbIOpaHHBIX
u3 9,1°, 10,9°, 12,4°, 13,8°, 14,8°, 16,0°, 17,4°, 18,0°, 18,5°, 21,2°, 22.9°, 24,1°, 24,5°, 27,8°,
30,0°, HeoOs3aTenpHO BMecTe ¢ ogHUM WiH AByMsi napamerpamu TGA u DSC, yka3aHHbIMH
BbILIe 11t (opMeI B.

B ongHOM 00BekTe kpuctamndeckas gopma B 8-(2-pTopbensmn)-6-(3-(TpudropmeTinn)-
1H-1,2,4-Tpuazon-5-wn)umuaasol 1,2-alnupasuHa xapakTepu3yeTcsi MO MEHbIIEH Mepe Tpems,
M0 MEHBbLIEH Mepe 4YeTBIPpbMs, MO MEHbBIIEH Mepe MATbIO0, MO MEHbBIIEH Mepe IIECThI0, IO
MEHBIIEH Mepe CEMBIO, M0 MEHBIIIEH Mepe BOCEMBI) MJIN IO MEHbIIEH Mepe NEBATHIO MUKAMU Ha
MOPOIIKOBOH peHTreHorpaMmMe mpu yriax 2@, BeiOpanHbix u3 8,9°, 12,2°) 13,6°, 14,5°, 15,7°,
17,2°, 21,0°, 22,7° u 23,9°, HeobOs13aTeIBPHO BMECTEe ¢ OOHUM WK AByMs mapamerpamu TGA u
DSC, yka3annbivu Bbime 1 Gopmel B.

B onHoM oObekTe kpuctasumdeckuit ruapat 1 8-(2-propOensun)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-S-un)umunaszol 1,2-aJnupasuna XapakTepu3yeTcs MIOPOLIKOBOM
pentreHorpamMmoil. IlopomikoBasi peHTreHorpamMma MOKET OBbIThb CHATA TNPU KOMHATHOMN
TeMIepaType B pEKUME OTpa)KeHusi C ucrnonb3oBaHueM cuctembl Bruker D8 Discover,
OIMCAaHHON B HacTosAeM n300peTeHnH. B 0JHOM BapuaHTe OCYINECTBIECHUS] KPUCTATMYECKHH
ruapaT 1 XxapaxkTepusyeTcs MO0 MEHbLIEH Mepe TpeMs, M0 MEHbIIEH Mepe YeThIPbMs WJM IO
MEHbIIEH Mepe MATHI0 MUKAMHU Ha MMOPOIIKOBON PEHTTeHOrpaMMe NpH yriiax 2@, BEIOpaHHBIX U3
11,5°, 15,2°, 17,0°, 17,7° wn 18,3°. AnpTepHaTuUBHO, KpucTajumyeckuii ruppar 1 8-(2-
¢dropbensmn)-6-(3-(tpudropmernn)- 1H-1,2,4-tpuazon-S-un)umunasol 1,2-a]nupasuna
XapakTepu3yeTcsl MO MEHbLIeH Mepe TpeMs WM [0 MEHbIIeHd Mepe YeThIpbMs IHUKaMU Ha
MOPOLIKOBOH peHTreHorpaMMe mpu yriax 20, BeiOpanHbix n3 11,5°, 15,2°) 17,0° u 183°.
ATNbTEepHAaTUBHO, KPUCTAIIMYECKUN ruzapaT 1 XapakTepusyercs MO MeHbIIEH Mepe Tpems, IO
MEHBbIIEH Mepe YEeTBhIPbMsl, IO MEHbIIEH Mepe MATHIO, 10 MEHbIIEH Mepe IIECThIO, IO MEHbIIEH
Mepe CEMBI), IO MEHbIIEH Mepe BOCEMBIO, [0 MEHBIIEH Mepe AEBATbI WU MO MEHbILIEH Mepe
JECATHIO MMKAMU Ha MOPOLIKOBOH pEeHTreHorpaMme mpu yriax 20, BeiOpanHbix u3 11,5°, 13,5°,
15,2°, 17,0°, 17,7°, 18,3°, 19,1°, 22,1°, 23,1°, 23,3°, 24,2°, 24,9° u 29,4°. AnbTepHaTUBHO,
KPUCTAJUTMUECKUH ruzapaTr 1 XxapakTepusyercss MMKaMU Ha MOPOLIKOBOM PEHTreHOrpaMMe IpH
yraax 20 11,5°, 13,5°, 15,2°, 17,0°, 17,7°, 18,3°, 19,1°, 22,1°, 23,1°, 23,3°, 24,2°, 24,9° u 29,4°.
ANbTEepHAaTUBHO, KPUCTAIIMYECKUN ruapaT 1 XapakTepusyercs MO MeHbIUEH Mepe Tpems, IO

MEHBIIEH MEpPEe YETBIPbMS, IO MEHbILIEH MEpPE IATHIO, 10 MEHBLIEH MEpe LIECThIO, 110 MEHbIIEH
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Mepe CEMBI0, IO MEHbIIEH Mepe BOCEMBIO, [0 MEHBIIEH Mepe AEBATHIO WM [0 MEHBbIIEH Mepe
JECATHIO MMKaMU Ha MOPOLIKOBOI peHTreHorpaMmme mpu yriax 20, BeiOpanHbix u3 11,5°, 13,5°,
17,0°, 17,7°, 18,3°, 22,1°, 23,1°, 23,3°, 24,2°, 24,9° u 29,4°. AnbTepHaTUBHO, KPUCTAJUTUYECKHH
ruapatr 1 xapakTepusyercsi MUKaMH Ha IMOPOIIKOBOI peHTreHorpamMMe mnpu yriax 20 11,5°,
13,5°, 17,0°, 17,7°, 18,3°, 22,1°, 23,1°, 23,3°, 24,2°, 249° u 29,4°. B npyroii anbTepHaTUBE
KPUCTAIJIMYECKUN ruapaT 1 XapakTepusyeTrcs MMKaMU Ha MOPOLIKOBONW PEHTreHOrpaMMe IpU
yraax 20 9,1°, 11,5°, 13,5°, 15,2°, 17,0°, 17,7°, 18,3°, 19,1°, 20,1°, 22,1°, 23,1°, 23,3°, 24,2°,
24.9° 25,4°,26,7°, 27,5°, 29,4°, 29,9°, 30,6° u 33,5°. B HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHUS
NIUKYW, OIHCAHHBbIC BBIIIE Ui KPUCTAJUIMYECKOro ruuapara 1, oOmafarT OTHOCHTEIbHOM
MHTEHCUBHOCTHBIO, cocTaBiisiromeli He MeHee 10%, He MeHee 15%, He MeHee 20% MM HE MeEHEe
25%.

B  nmpyrom obOwbekte  kpuctayumdeckuii  ruapar 1 8-(2-propbensmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-mn)umunaso| 1,2-a]nupasuna obmagaer peHTreHorpaMmMoin
XRPD, kortopas siBisieTcs MO CyLIECTBY TaKOH ke, Kak peHrreHorpamma XRPD, npusenennas
Ha ¢ur. 8A.

B  nmpyrom obOwvekte kpucraummdyeckuii  ruapar 1 8-(2-propbensmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-a]nupasuna obnafgaer peHTreHorpaMmmMoin
XRPD, xotopas o CyIIecTBy BKJIIOYAET NHUKH, IPUBEACHHbIEC B TaOnmLe 3A.

B onHOM oObekTe kpuctaiumveckuii ruapar 1 8-(2-gropOensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-5-un)umunasol 1,2-a]nupasuna XapakTepusyercs MOPOLIKOBOU
PEHTTeHOrpaMMOM, CHATash TMpU KOMHATHOH TemmepaType B peXHUME OTPaKEHUs C
ucnosip3oBaHueM cucremsl Panalytical Empyrean, onucanHoit B Hacrosimem u3oOperenuu. B
OJTHOM BapHUaHTE OCYILECTBIEHHUsI KPUCTAUIMYECKUN IMapar | XapakTepusyercs IO MeHbLIeH
Mepe TpeMs, MO MEHbLIeHl Mepe 4YeTbIpbMs WM 10 MEHbIIEeH Mepe MATHbI0 IUKAMU Ha
MOPOLIKOBOH PeHTreHOrpaMMe mpu yriax 20, BeiOpannbix u3 11,7°, 15,5°, 17,2°, 17,9°, 18,5°,
23,3° wm 25,1°. AnprepHaTMBHO, KpucTajummueckuii rtugpar 1 8-(2-propbensmn)-6-(3-
(rpudropmerun)-1H-1,2,4-Tpuazon-5-un)umunasof 1,2-a]nupasuxa XapaKTepU3yeTcs o
MEHbLIEH Mepe TpeMs MWJIH [0 MEHbIIEH Mepe YeTbIpbMs IHKaMU Ha MOPOIIKOBOU
peHTreHorpamMmMe npu yriax 20, BeiOpannbix w3 11,7°, 15,5°, 17,2°, 17,9°, 18,5°, 23,3° u 25,1°
ATNbTEepHAaTUBHO, KPUCTAIIMUECKUN ruapar 1 xapakTrepusyercs 10 MeHbIIEH Mepe Tpewmsl, I0
MEHbIIEH Mepe YEeThIPbMsl, IO MEHbIIEH Mepe MATHIO, 10 MEHbIIEH Mepe IIECThIO, IO MEHbIIEH
Mepe CEMBI0, IO MEHbIIEH Mepe BOCEMBIO, [0 MEHBIIEH Mepe AEBATHIO WM [0 MEHBbIIEH Mepe
IECAThI0 MIKaMH Ha TMOPOIIKOBOW pEeHTreHorpamme Ipu yriax 20, BeiOpanHbx u3 9,4°, 11,7°
13,7°, 15,5°, 17,2°, 17,9°, 18,5°, 22,3°, 23,3°, 24,4°, 25,1°, 29,6° u 30,1°. AnbTepHaTUBHO,
KPUCTAJUTMUECKUH rujapar 1 xapaxkTepuszyeTcs MUKaMu Ha MOPOLIKOBON PEHTreHOorpaMMme Mpu
yraax 20 9,4°, 11,7°, 13,7°, 15,5°, 17,2°, 17,9°, 18,5°, 22,3°, 23,3°, 24,4°, 25,1°, 29,6° u 30,1°.
B npyroii anpTepHaTHBE KPUCTAUIMYECKUN T'UAPAT 1 XapakTepu3yeTcss MUKaMH Ha MOPOLIKOBOU
peHTreHorpamme mnpu yriax 20 8,8°, 9.4° 11,7°, 12,2°, 13,7°, 14,0°, 15,5°, 16,7°, 17,2°, 17,9°,
18,5°, 19,4°, 20,3°, 21,4°, 22,3°, 23,3°, 23,6°, 24,4°, 25,1°, 25,6°, 27,0°, 27,7°, 28,6°, 29,6°,
30,1°, 30,9°, 32,2°, 33,6°, 34,0°, 35,0°, 37,6° u 38,9°. B HEKOTOPBIX BapHUAHTAX OCYILECTBJICHUS
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NUKY, OIMCAHHBIE BBIIE U KPUCTAJUIMYECKOro ruxapara 1, oOmamarT OTHOCHTEIBHOM
WHTEHCUBHOCTBIO, cocTaBisitoieii He MeHee 10%, He meHee 15%, He meHee 20% uu HE MeHee
25%.

B  ngpyrom oOwekte  kpucramummueckuit  ruzppar 1 8-(2-propOensum)-6-(3-
(rpudropmerun)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-ajnupasuna obmanaer peHTreHorpaMmoin
XRPD, xoropas sBisgeTcs MO CyLIECTBY TakoH ke, kak peHtreHorpaMmma XRPD, npusenennas
Ha ¢ur. 8B.

B  nmpyrom oOwbekre  kpucrayumdeckuii  ruapatr 1 8-(2-propOensmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-un)umunasof 1,2-a]nupasuna obnanaer peHTreHorpaMMon
XRPD, xotopasi o CyIecTBy BKJIOYAaeT NUKH, PUBEAeHHbIE B Tabmme 3B.

B omHOM oObekTe kpuctaiummdeckuii ruapar 1 8-(2-gropOensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-un)umunaszof 1,2-alnupasuna obnamaer amarpammoii  DSC, kortopas
SIBJISIETCSL TIO CYIIECTBY Takow ke, kak auarpamma DSC, mpuBenenHas Ha ¢ur. 9. B gacTHOCTH,
KpUCTAJUTMUeCKUi ruapaT | mo maHHbIM aHanmu3a ¢ nomoinbto DSC xapakrepusyercst IByMs
sHpotepmamu ripu 58° £ 2°C, 92° £ 2°C, u remneparypoii masneHus;, pasHoit 195°C+ 2°C.

B onHOM obObekTe kpuctaiumdeckuii ruapat 1 8-(2-gropbensmn)-6-(3-(tpudropmerni)-
1H-1,2,4-Tpuazon-5-un)umunaszo[ 1,2-ajnupasuna obmagaer guarpammoni  TGA, kotopas
SIBJIIETCSI IO CYLIECTBY TaKOH ke, kak nuarpamma TGA, npuBenenHas va ¢wur. 10.

B onHOM obOwekTe kpuctaiumveckuii ruapar 1 8-(2-gropoensmn)-6-(3-(tpudpropmerni)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-alnupasuHa xapakTepu3yeTcsi MO0 MEHbIIEH Mepe Tpems,
[0 MEHbIIEH Mepe 4YeThIPbMSI WM IO MEHbLIEH Mepe ISATBI0 NHUKaMU Ha MOPOIIKOBOU
peHTtreHorpamme mpu yriax 20, BeiOpanHbx w3 11,5°, 15,2°) 17,0°, 17,7° u 18,3°
HeoOs13aTeNbHO BMecTe ¢ ofHUM uiH aByMs napamerpamu TGA mnu DSC, yka3aHHbIMU BbIlIe
ans rugpara 1. AnbTepHATHBHO, KPUCTAIIMYECKHMM TUApaT 1 XapakTepusyercs MO MEeHbLIEH
Mepe TpeMsl, N0 MEHbIIEH Mepe 4YeTbIPbMsl, MO MEHbIIENH Mepe MATHIO, N0 MEHbIUEH Mepe
LIECTBIO, [0 MEHBIIEH Mepe CEMbIO, IO MEHBLIEH Mepe BOCEMBIO, IO MEHBLIEH Mepe IEBSTHIO
WU TI0 MEHbIIEH Mepe NEeCsAThbIO MUKaMH Ha TMOPOLIKOBOH pEHTreHorpamMme mpu yriax 20,
BbIOpanHbIX U3 11,5°, 13,5°, 15,2°, 17,0°, 17,7°, 18,3°, 19,1°, 22,1°, 23,1°, 23,3°, 24,2°, 24,9° u
29,4° neobs3aTenbHO BMECTE ¢ ONHUM Win AByms napamerpamu TGA unu DSC, ykazaHHbIMU
BbILIE AJ1s1 TuApara 1.

B onHOM oObekTe kpucraiumueckuii ruapar 1 8-(2-gropbensmn)-6-(3-(tpudropmerni)-
1H-1,2,4-Tpuazon-5-wn)umuaaso| 1,2-ajnupasuHa xapakTepusyeTcsi MO MEHbIIEH Mepe Tpems,
N0 MEHbIIEH Mepe 4YeThIPbMS WJIM IO MEHbUIEH Mepe NATBI0 NHKaMU Ha MOPOIIKOBOU
peHTreHorpaMMe npu yriax 20, seiopanubix u3z 11,7°, 15,5° 17,2°, 17,9°, 18,5°, 23,3° u 25,1°;
HeoOs13aTeNIbHO BMecTe ¢ ofHUM il aByMs napamerpamu TGA wmm DSC, yka3aHHBIMU BbILIE
st ruapara 1. AnbTepHAaTHBHO, KPUCTAIIMUECKUM ruapar 1 XapakTepusyercs MO MEHbLIEH
Mepe TpeMsi, MO MEHbBIIEH Mepe YEeThIPbMsl, O MEHbBIIEH Mepe IATBhI0, MO MEHBbLIEH Mepe
LIECTBIO, [0 MEHBIIEH Mepe CEMbIO, IO MEHBILIEH Mepe BOCEMBIO, IO MEHBbLIEH MEpE AEBSITHIO
WM 10 MEHbIIEN Mepe NEecAThI0 MHUKAaMU Ha IMOPOLIKOBOW pPEHTreHorpamMme mnpu yriax 20,
BbIOpaHHbIX U3 9,4°, 11,7°, 13,7°, 15,5°, 17,2°, 17,9°, 18,5°, 22,3°, 23,3°, 24,4°, 25,1°, 29,6° un
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30,1°, HeobOs3aTenpbHO BMeCTe ¢ OOHUM WiH aAByMs mapamerpamu TGA mnu DSC, ykazaHHBIMH
BbILIE AJ1s ruApara 1.

B onHoM oObekTe kpuctasumdeckuii ruapar 1 8-(2-propOensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-alnupasuHa xapakTepusyeTcsi Mo MEHbIIEH Mepe Tpems,
IO MEHbLIEH Mepe 4YeTbIpbMsi, MO MEHbLIeH Mepe NSATbIO, MO MEHbIIEH Mepe LIECThbIo, IO
MEHbLIEH Mepe CEeMbIO, 10 MEHbIIEH Mepe BOCEMbIO, IO MEHbIIEH Mepe AEBITbI) WM IO
MEHbIIEH Mepe AeCSAThIO MMKAMHU Ha TIOPOIIKOBOM pEeHTIreHOrpaMMe MpH yriax 2@, BbIOpaHHbBIX
u3 11,5°, 13,5°, 17,0°, 17,7°, 18,3°, 22,1°, 23,1°, 23,3°, 24,2°, 24,9° u 29,4°; HeoOs3aTeIHHO
BMecCTe ¢ ogHUM miu aBymst napamerpamMu TGA unu DSC, ykasanHeiMu Bblle i ruapata 1. B
OHOM O0BEKTe KpHUCTALIHUeCKHi ruapat 2 8-(2-propbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
Tpuazon-S-un)umunasof 1,2-ajnupasuna  XapakTepusyercss TMOPOIIKOBOM PEHTIeHOIPaAMMOM.
[TopowmkoBasi peHTreHOrpaMmMa MOKET OBITh CHSITa MPU KOMHATHOH TeMIlepaType B PEeKHUMe
OTpakKeHHsI C WCMOJb30BaHUeM cuctembl Bruker D8 Discover, ommcaHHOH B HACTOSIIEM
n300pereHnn. B 0HOM BapHaHTe OCYIIECTBICHUS] KPUCTATMYECKUH THAPAT 2 XapaKTepru3yercs
[0 MEHbIIIeH Mepe TpeMs, [0 MeHbIleH Mepe YeThIpbMs WJIM IO MEHbIIeH Mepe MSThIO MUKAMU
Ha TMOPOIIKOBOW pEHTreHorpamme mpu yriax 20, BeiOpanHbx u3 10,4°, 15,5°, 18,4°, 18,7° u
21,9°. AnpTepHaTHBHO, KpUCTauIMdeckuil ruzapar 2 8-(2-¢ropbensun)-6-(3-(Tpudropmerrn)-
1H-1,2,4-Tprazon-5-nn)umunasol 1,2-a]nupasnHa XapakTepu3yercss MO0 MEHbIIEH Mepe Tpems
WIM [0 MEHbLIEH Mepe uYeThbpbMsl NMUKAMU Ha MOPOLIKOBOM pEeHTreHorpaMMe npu yriax 20,
BbIOpaHHbIX u3 10,4°, 15,5°, 18,4° u 18,7°. ANbTepHATUBHO, KPUCTAUTMUECKUNA THApAT 2
XapakTepU3yeTCsl 10 MEHbILIEH Mepe TpeMs, MO0 MEHbIIEH Mepe YeThIPbMs, 10 MEHbILIEH Mepe
IATBIO, 110 MEHBLIEH Mepe IIECThIO, 10 MEHbIIEH MEpe CEMbIO, 110 MEHbIIEH Mepe BOCEMBIO, IO
MEHbLIEH Mepe MAEBSATbI0 MJIM IO MEHbLIEH Mepe [ecsATb0 MNHUKaMH Ha MOPOLIKOBOM
peHTreHorpamMme npu yriax 2@, BeiOpanubix u3 10,4°, 15,5°, 18,4°, 18,7°, 20,7°, 21,2°, 21,9°,
227°, 24,6°, 25,9°, 26,3° wu 27,4°. AnbTepHaATUBHO, KPHUCTAUIMYECKUN ruapar 2
XapaKTepU3yeTCsl MMKaMU Ha MOPOIIKOBOM peHTreHorpamme mnpu yriax 20 10,4°, 15,5°, 18,4°,
18,7°,20,7°, 21,2°, 21,9°, 22,7°, 24,6°, 25,9°, 26,3° u 27,4°. ANbTepHATUBHO, KPUCTAJUTMUECKUN
rUApaT 2 XapakTepU3yeTCsl MO MEHbLIEH Mepe TpeMs, N0 MEHbIIEH Mepe 4YeThIPbMs WM IO
MEHbIIEH Mepe MATHIO MUKAMH Ha MOPOIIKOBOH PEHTIeHOrpaMMe MpH yriax 20, BEIOpaHHBIX U3
10,4°, 18,7°, 21,2°, 24,6° wu 27,4° AJbTepHaTHUBHO, KPUCTAJUIMUYECKUN rumgpar 2
XapakTepu3yeTcsl MMKaMu Ha MOPOIIKOBON peHTreHorpamme npu yriax 20 10,4°, 18,7°, 21,2°,
24,6° n 27,4°. B npyroii ajgbTepHaTHBE KPUCTAJUIMYECKUI THAPAT 2 XapaKTepU3yeTcsl MMKaMu Ha
MOPOIIKOBOM peHTreHorpamme npu yriax 20 9,0°, 10,4°, 14,9° 15,5°, 17,8°, 18,4°, 18,7°,
20,7°, 21,2°, 21,9°, 22.7°, 24,6°, 25,9°, 26,3°, 27,4°, 28,0°, 29,5°, 31,0°, 31,7°, 32,6° u 34,5°. B
HEKOTOPBIX BapHaHTaX OCYINECTBJIEHUs] MUKW, OMMCAHHbIE BBILE MAJId KPUCTAJUINYECKOTO
rugpara 2, o0Jamar0T OTHOCHTEJIbHOW HHTEHCHUBHOCTBIO, COCTaBysiromeld He meHee 10%, He
Meree 15%, He menee 20% nnu He MmeHee 25%.

B  nmpyrom obOwbekre kpucraummdyeckuii ruapar 2 8-(2-propbensmn)-6-(3-
(rpudropmern)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-a]nupasuna obnanaer peHTreHorpaMmoin

XRPD, kortopas siByiseTCs MO CYLIECTBY TakOH ke, kak peHrreHorpamma XRPD, npusenenHas
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Ha ur. 11A.

B  nmpyrom obOwbekte kpucraummdyeckuii ruapar 2 8-(2-propbensmn)-6-(3-
(rpudropmerun)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-a]nupasuna obnanaer peHTreHorpaMmmoin
XRPD, xotopas 1o CyIecTBy BKJIIOYAaeT NUKH, MPUBEAEHHbIE B TaOnuLEe 4A.

B onnoM oOwexTe kpuctammueckuit runpar 2 8-(2-gropbensnn)-6-(3-(tpudpropmermn)-
1H-1,2,4-tpuazon-S-unumunasol 1,2-ajnupasuna XapaKTepU3yeTcs MOPOLIKOBOM
PEHTTeHOTPaMMOM, CHATasi IpPU KOMHATHOM TeMmIepaType B pPEeKUME OTPaKEHUs C
uCronb3oBaHueM cuctembl Panalytical Empyrean, onucanHol B HacTosiieMm uzoOpeteHuu. B
OIHOM BapHUaHTE OCYIIECTBJICHUs KPUCTAUIMYECKUN THUAPAT 2 XapaKTEPU3YeTCs MO MEHbIIEH
Mepe TpeMs, [0 MEHbIIell Mepe 4YeTbIpbMs WJIM 1O MeHbIeld Mepe MATbI0 NUKAMU Ha
MOPOIIKOBOM PEeHTreHOrpaMMe Tpu yriax 20, BeiOpannbix u3 7,3°, 10,6°, 15,8°, 15,9° u 27,6°.
AJNBTEepHATUBHO, KpuUCTa/mM4eckuii ruapat 2 8-(2-propbensmn)-6-(3-(tpudropmern)-1H-
1,2,4-tpuazon-S-um)umunasol 1,2-ajnupasuaa XxapakTepu3yercs IO MEHbIIEH Mepe Tpems N
N0 MEHbIIEH Mepe 4YeTbIpbMsI MHKAMU Ha TMOPOLIKOBOM pEHTreHorpamme Inpu yriax 20,
BbIOpaHHbIX U3 7,3°, 10,6°, 15,8°, 15,9° u 27,6°. AnbTepHaTUBHO, KPUCTAIMYECKHIA TUApPAT 2
XapaKkTepU3yeTCsl M0 MEHbIIEH Mepe TpeMs, IO MEHbIIEH Mepe YeThIPbMs, 0 MEHbLIEH Mepe
IATHIO, 110 MEHBLIEH Mepe IIECThIO, 0 MEHbIIEH Mepe CEMbIO, 110 MEHbIIEH Mepe BOCEMbIO, IO
MEHBIIEH Mepe HEBSITbI0 WIM MO MEHbUIEH Mepe [eCATbI0 IUKaMU Ha MOPOIIKOBOU
peHTreHorpamMmMe npu yriax 20, BeiOpanHbx u3z 7,3°, 10,6°, 15,2°, 15,8°, 15,9°, 18,1°, 18,7°,
19,0°, 23,0°, 24,8°, 25,1°, 26,6°, 27,6° u 29,8°. AnpTepHaTUBHO, KPUCTAUIMUYECKUN TUApaT 2
XapaKkTepu3yeTcsl MMKaMU Ha MOPOLIKOBOM peHTreHorpamme npu yrinax 20 7,3°, 10,6°, 15,2°,
15,8°, 15,9°, 18,1°, 18,7°, 19,0°, 23,0°, 24,8°, 25,1°, 26,6°, 27,6° u 29,8°. B ppyroii
anbTepHATHBE KPUCTAJUIMYECKUN TUApAT 2 XapakTepU3yeTcsi NHKaMU Ha MOPOLIKOBOM
peHTreHorpamMmMe mpu yriax 20 7,3°,9,3°,10,6°, 13,2°, 15,2°, 15,8°, 15,9°, 17,1°, 18,1°, 18,7°,
19,0°, 21,0°, 21,5°, 22,2°, 23,0°, 23,8°, 24,8°, 25,1°, 26,2°, 26,6°, 27,6°, 29,8°, 31,2°, 32,0°,
32,8°, 34,6° 35,1° u 36,9°. B HeKOTOPBIX BapHaHTaX OCYIIECTBJICHUS TMHKH, OMMMCAHHBIC BBIIIE
IUTL KPUCTAJUTUYECKOTO ruparta 2, 00JanatoT OTHOCUTEIbHON HHTEHCUBHOCTBIO, COCTABIISIFOIIEH
He MeHee 10%, He meHee 15%, He meHee 20% unu He MeHee 25%.

B  nmpyrom oOwbekre  kpucrayumdeckuii  ruapar 2 8-(2-propbenswmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-mn)umunaso| 1,2-a]nupasuna obnagaer peHTreHorpaMmmMoin
XRPD, kortopas siBiisieTcs MO CyLIECTBY TakOH ke, kKak peHTrreHorpamma XRPD, npusenennas
Ha ¢ur. 11B.

B  nmpyrom obOwbekte kpucraumdyeckuii ruapar 2 8-(2-propbensmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-un)umunasof 1,2-ajnupasuna odnanaer peHTreHorpaMMoin
XRPD, xotopas o CyIecTBy BKJIIOYAeT NUKH, IPUBEACHHbIE B TaOnuie 4B.

B onHOM oObekTe kpuctaiumdeckuii ruapar 2 8-(2-gropOensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-un)umuaaszo[ 1,2-alnupasuna obnamaer mmarpammoii DSC, kortopas
SIBJISIETCS 10 CYIIECTBY Takoi ke, kak quarpamma DSC, nmpusenennas Ha ¢ur. 12.. B gacTHOCTH,
KPUCTAJUIMUECKUN THuapaT 2 1O JaHHbIM aHanu3a ¢ nomombio DSC  xapakrepusyercs

sHpoTepmoli nipu 87° + 2°C, u TemnepaTypoil nnasieHus, papHon 195°C+ 2°C.
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B onHOM oObekTe kpuctaiumdeckui ruapat 2 8-(2-gropOensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mwn)umunaszo[ 1,2-alnupasuna obmagaer aumarpammoiri  TGA, kotopas
SBJIIETCS 10 CYLIECTBY TakoH ke, kak nuarpamma TGA, npuBenenHas Ha ¢wur. 13.

B onHOM oObekTe kpuctayumdeckuil ruapar 2 8-(2-propoensun)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasuHa xapakTepusyeTcsi Mo MeHbIIeH Mepe Tpems,
[0 MEHbIIEH Mepe YeTbIpbMs WM IO MEHbIIEH Mepe NSATbI0 NHKAMH Ha MOPOLIKOBOM
peHTreHorpamMme mnpu yriax 20, BeiOpanHeix u3 10,4°, 15,5°, 17,8°, 18,4° u 18,7°
HeoOs13aTeNIbHO BMecTe ¢ OfHUM Wik aByMs napamerpamu TGA wnmu DSC, yka3aHHbIMU BbILIE
171 TuApara 2. AJNBTEPHATUBHO, KPUCTAUIMYECKUN TUApPAT 2 XapakTepuUsyercs MO MeHbLIEH
Mepe TpeMsi, MO MEHbIIEW Mepe YEeThIPbMsl, O MEHbIIEH Mepe IATBhI0, MO MEHBLIEH Mepe
LIECTBIO, [0 MEHBIIEH Mepe CEMbIO, [0 MEHbIIEH Mepe BOCEMBIO, IO MEHBIIEH Mepe AEBSATHIO
WU TI0 MEHBIIEH Mepe NEeCAThbI0 MUKAaMH Ha TMOPOLIKOBOH pPEHTreHorpamme mpu yriax 20,
BbIOpanHbIX 13 10,4°, 15,5°, 18,4°, 18,7°, 20,7°, 21,2°, 21,9°, 22,7°, 24,6°, 25,9°, 26,3° u 27,4°
HeoOs13aTeNIbHO BMecTe ¢ OfMHUM Mtk nByMs napaMerpamu TGA umn DSC, yka3aHHbIMU BbILIE
11 Tuaparta 2.

B onHOM oObekTe kpuctaiumdeckuid ruapar 2 8-(2-gropOensnn)-6-(3-(tpudropmern)-
1H-1,2,4-Tpuazon-5-mwn)umuaasol 1,2-alnupasuHa xapakTepu3yeTcsi MO MEHbIIEH Mepe Tpems,
[0 MEHbBIIEH Mepe 4YEeThIPbMS WM IO MEHBbUIEH Mepe MATBI0 NUKAMU Ha MOPOLIKOBON
peHTreHorpamMMe mnpu yriax 20, BeiOpanHeix u3 7,3°, 10,6°, 158° 159° u 27,6°
HeoOs13aTeNIbHO BMecTe ¢ OfHUM muiH aByMs napamerpamu TGA mnu DSC, yka3aHHbIMU BbILIE
s TuApara 2. ANbTepHATHBHO, KPUCTANIMYECKUH TMApaT 2 XapaKTepU3yeTcs MO MeHbIIel
Mepe TpeMsl, MO MEHbBIIEH Mepe YEeThIPbMsl, IO MEHbIIEH Mepe IATBbIO, MO MEHBbLIEH Mepe
LIECTBHIO, 110 MEHBIIEH Mepe CEMbIO, M0 MEHBIIEeH Mepe BOCEMbIO, IO MEHbIIEH Mepe AEBSITBHIO
WIM TIO MEHbIIEH Mepe HEeCAThIO MUKaMH Ha MOPOIIKOBON pEeHTreHorpaMmMe IpH yriax 20,
BBIOpaHHbIX U3 7,3°, 10,6°, 15,2°, 15,8°, 15,9°, 18,1°, 18,7°, 19,0°, 23,0°, 24,8°, 25,1°, 26,6°,
27,6° u 29,8° HeoOs3aTeNbHO BMeCTe ¢ OmHMM Wi AByMms mnapamerpamu TGA wmmum DSC,
yKa3aHHBIMH BBILIE JJIs TUApara 2.

B omHOM oObekTe kpuctaiummyeckuii ruapat 2 8-(2-gropoensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-wn)umunaszol 1,2-alnupasuHa xapakTepu3yeTcsi MO MEHbIIEH Mepe Tpems,
N0 MEHbIIEH Mepe 4YeThIPbMS WIM [0 MEHbUIEH Mepe IATHI0 MNHKaMU Ha MOPOIIKOBOU
peHTreHorpamMe mpu yriax 20, BeiOpanHbix w3z 10,4°, 18,7°, 21,2°, 24,6° u 274°
HeoOs13aTeNIbHO BMecTe ¢ ofHUM i aByMs napamerpamu TGA wmm DSC, yka3aHHBIMU BbILIE
s ragpata 2. B ogHOM oObekte kpuctamimueckuidl ruapar 3 8-(2-propOensmn)-6-(3-
(rpudropmern)-1H-1,2,4-tpuazon-5-un)umunaso[ 1,2-a]nupasusa XapaKTepu3yeTcs
NOPOILIKOBOH peHTreHorpammoii. I[lopomkoBasi peHTreHorpaMma MOXKeT OBbIThb CHATa TNpHU
KOMHATHOW TEMIlepaType B pPEKUME OTPAKeHUs C HCIOJIb30BaHHEeM cucrteMbl Bruker D8
Discover, omnucaHHOW B HacrosimeM u300peTeHHH. B OMHOM BapuaHTe OCYINECTBIICHHS
KPUCTAJUIMYECKUN TUApPAT 3 XapaKTEpPU3yeTCs MO MEHbIIEH Mepe TpeMms, IO MEHbIIEeH Mepe
YeTbIPbMsI UJIU 110 MEHbLIEH Mepe MATHI0 MUKAMU Ha MOPOLIKOBONH PEHTreHOrpaMMe MpH yriax

20, BeiOpanHbix w3 10,3°, 12,1°, 13,5°, 16,9° u 24,4°. ANbTepHATUBHO, KPHUCTAJLUTUYECKUI
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ruapaT 3 XapakTepusyeTcs MO MEHbIIEH Mepe TpeMs, MO MEHbIIEH Mepe YeTbIPbMs, IO
MEHBIIEH Mepe MATBhIO, N0 MEHBbLIEH Mepe LIECThIO, [0 MEHBbIIEH Mepe CEMbH), IO MEHbLIEH
Mepe BOCEMBIO, MO MEHbIIEH Mepe NEBATHIO WU 0 MEHbIIEH Mepe NeCATbI0 NMUKAMHM Ha
TIOPOIIKOBOH peHTreHorpamme rpu yriax 20, Beiopanubix u3 10,3°, 12,1°, 13,5°, 15,9°, 16,9°,
17,6°, 22,0°, 22,9°, 244° u 289° AJbTepHaTUBHO, KPUCTAUIMYECKUN rumpar 3
XapakTepu3yeTcsl MMKaMHu Ha MOPOIIKOBOI peHTreHorpamme npu yriax 20 10,3°, 12,1°, 13,5°,
15,9°, 16,9°, 17,6°, 22,0°, 22,9°, 24,4° u 28,9°. AnbTepHaTUBHO, KPUCTAJUNIUYECKUN ruapar 3
XapakTepu3yeTcsl MO MEHbLIeH Mepe TpeMs WM [0 MEHbIIeH Mepe YeThIpbMsl NMUKaMU Ha
MOPOLIKOBOH peHTreHorpaMMe mpu yriax 20, BeiOpanHbix u3 10,3°, 12,1°, 17,6° u 22,0°.
ANBTEpHATUBHO, KPUCTAJUIMYECKUII THUApAaT 3 XapakTepu3yercs MHKaMH Ha MOPOLIKOBOM
peHtreHorpamMe mnpu yriax 20 10,3°, 12,1°, 17,6° u 22,0°. B ngpyroii anbTepHaTHUBE
KPUCTAJUTMUECKUH TMIapaT 3 XapakTepusyeTcsl MUKaMu Ha MOPOLIKOBON PEHTreHOorpaMMme Mpu
yraax 20 8,5°, 10,3°, 12,1°, 13,5°, 14,5°, 15,9°, 16,9°, 17,6°, 18,5°, 20,3°, 21,0°, 22,0°, 22,9°,
24.4°, 25,0°, 26,6°, 28,9°, 30,8°, 33,0° u 36,0°. B HEKOTOpPBIX BapuaHTaX OCYLIECTBJICHUS MMHKHU,
OMHCAHHBIE BBINE JUIA KPUCTAUIMYECKOrO Tuapara 3, OONagarT  OTHOCHUTEIBHOM
MHTEHCUBHOCTBIO, cocTaBiisiromeli He MeHee 10%, He MeHee 15%, He MeHee 20% MM HE MeHee
25%.

B  nmpyrom obOwvekte kpucraumdeckuii  ruapar 3 8-(2-propbensmn)-6-(3-
(rpudropmern)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-a]nupasuna obnamaer peHTreHorpaMmmon
XRPD, kortopas siBiiseTCsa MO CyLIECTBY TakOH ke, kak peHrreHorpamma XRPD, npusenennas
Ha ur. 14A.

B  ngpyrom oObekte  kpucraumueckuit  ruzppar 3 8-(2-propOensum)-6-(3-
(rpudropmerun)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-ajnupasuna obnanaer peHTreHorpaMmmon
XRPD, kotopasi o CyIIecTBy BKJIIOYAET MUKHU, IPUBEAECHHbIE B Ta0Omuie SA.

B ongnOoM oObexTe kpuctammmueckuii ruapat 3 8-(2-gropbensnn)-6-(3-(tpudpTopmermn)-
1H-1,2,4-Tpuazon-5-mn)umunaaso| 1,2-ajnupasuxa XapakTepu3yercs NOPOLIKOBOM
PEHTreHOrpaMMOM, CHATass TMpPU KOMHATHOH TemmepaTrype B peXHUME OTPaKEHUs C
ucronb3oBaHueM cuctembl Panalytical Empyrean, onmucanHoii B HactosimmeM u3zoOpereHuu. B
OIHOM BAapHUAHTE OCYILECTBJICHUs KPUCTAUIMYECKUN THUAPAT 3 XapaKTEPU3YeTCs MO MEHbIIEH
Mepe TpeMs, [0 MEHblIeil Mepe 4YeTbIpbMsl WJIM 1O MeHbIeld Mepe MATbI0 NUKAMU Ha
MOPOIIKOBOH peHTreHorpamMe mipu yriax 2@, Beidpannbix u3 10,5°, 13,9°, 15,0°, 16,5°, 17,2° u
17,6°. AnbTepHaTUBHO, KPUCTAIIMUECKUN THAPAT 3 XapaKkTepu3yeTcs [0 MEHbIIeH Mepe Tpems,
N0 MEHBbLIEH Mepe 4YeTBIPpbMs, MO MEHbBIIEH Mepe MATbIO, MO MEHbBIIEH Mepe IIECThI0, IO
MEHbIIEH Mepe CEMBbIO, O MEHBIIEH Mepe BOCEMBIO, MO MEHbIIEH Mepe AEBATBI0 WU IO
MEHBIIEH Mepe AeCAThIO MMKaMH Ha TIOPOIIKOBOH PEHTreHOrpaMMe NpH yriax 20, BEIOpaHHBIX
u3 10,5°, 13,9°, 15,0°, 16,5°, 17,2°, 17,6°, 18,3°, 19,1°, 20,3°, 23,7° u 30,1°. AnpTepHaTUBHO,
KPUCTAJUTMUECKUH TMApaT 3 XapakTepu3yeTcsl MUKaMu Ha MOPOLIKOBONH PEHTreHOrpaMMe Mpu
yraax 20 10,5°, 13,9°, 15,0°, 16,5°, 17,2°, 17,6°, 18,3°, 19,1°, 20,3°, 23,7° u 30,1°. B npyroii
aNbTEPHATUBE KPUCTAUIMYECKUM THApaT 3 XapakTepusyeTcs MHMKaMH Ha MOPOLIKOBOU
peHTreHorpamme rnpu yriax 20 8,3°, 8,7°, 10,5°, 12,0°, 12,8°, 13,9°, 14,5°, 15,0°, 16,5°, 17,2°,
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17,6°, 18,3°, 19,1°, 20,3°, 21,1°, 21,6°, 22,2°, 22,6°, 23,7°, 24,1°, 24,7°, 25,0°, 25,6°, 26,2°,
27,7°, 28,5°, 30,1°, 31,9°, 34,1°, 35,0°, 35,6°, 37,1° u 38,8°. B HEKOTOpPBIX BapHUaHTaX
OCYIIECTBJIEHHs] THKH, ONMCAHHBIE BBINIE JJI KPUCTAIIMYECKOrO ruapara 3, oOJamaroT
OTHOCUTEJIbHOM MHTEHCUBHOCTBIO, cocTaBiisolieli He MeHee 10%, He meHee 15%, He MeHee
20% wunu He MeHee 25%.

B  nmpyrom oOwvekte  kpuctamumueckwii rugpar 3 8-(2-¢propOensmn)-6-(3-
(Tpudropmermn)- 1H-1,2,4-rpuazon-5-unm)umunaso| 1,2-ajnupasuna odnagaer peHTTeHOrpaMMOH
XRPD, koropas siBisieTcs MO CyLIECTBY TakOH ke, Kak peHrreHorpamma XRPD, npusenennas
Ha ur. 14B.

B  nmpyrom oOwbekte kpuctayumdeckuii  ruapatr 3 8-(2-propbensmn)-6-(3-
(rpudropmerin)-1H-1,2,4-Tpuazon-5-mn)umunasof 1,2-a]nupasuna obmanaer peHTreHorpaMMoin
XRPD, xotopasi o CyIIecTBy BKJIOYAET NUKH, IPUBEACHHbIEC B TaOnuLe SB.

B onHoM obbekTe kpuctammueckuii ruapat 3 8-(2-dropobensun)-6-(3-(tpudropmern)-
1H-1,2,4-Tpuazon-5-un)umunaszo[ 1,2-alnupasuna obnamaer mmarpammoii DSC, kortopas
SIBJIIETCS 110 CYIIECTBY TaKOH ke, kKak nuarpamma DSC, npusenennas Ha ¢ur. 15. B vactHOCTH,
KPUCTAJUTMUECKUH TuapaT 3 XapakTepusyercs dHAoTepMol mpu 64° + 2°C, u Temmeparypoi
m1aByieHus, pasHoit 195°C+ 2°C.

B onHoMm obbekTe kpuctammmueckuii ruapat 3 8-(2-propobensun)-6-(3-(tpudropmern)-
1H-1,2,4-tpnazon-S-un)umunasol 1,2-ajnupasuna  obnamaer puarpammoit  TGA, koropas
SBJIIETCS IO CYLIECTBY TaKoH ke, kak nuarpamma TGA, npuBenenHas Ha ¢ur. 16.

B onHom obbekte kpucrammmueckuii ruapat 3 8-(2-propbensun)-6-(3-(tpudropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasuHa xapakTepu3yeTcsi Mo MEHbIIeH Mepe Tpems,
[0 MEHbIIeH Mepe YeTbIpbMs WJIM IO MEHbIIEH Mepe NSATbI0 MHKAMH Ha MOPOLIKOBOM
peHTreHorpamMme npu yriax 20, BeiOpanHbix u3 10,3°, 12,1°, 13,5° 16,9° u 244°
HeoOs3aTeNIbHO BMeCTe ¢ OOHUM mitn aAByMs napamerpamu TGA u DSC, yka3aHHbIMHU BbILIE 1JIS
ruapata 3. AJIbTEpPHATUBHO, KPUCTAJUIMUECKUI TUApaT 3 XapakTepU3yeTCs MO MEHbIIEeH Mepe
TpeMs1, IO MEHbIIEN Mepe YEThIPbMsl, 10 MEHBLIEH Mepe MATHIO, [0 MEHbILEH Mepe LIECThIO, 10
MEHBbILIEH Mepe CEMBIO, MO MEHbIIEH Mepe BOCEMbIO, MO MEHbIIEH Mepe NEBATBI0 WU IO
MEHBLIEH Mepe AeCAThIO MHUKAMH Ha MOPOIIKOBOH PEHTreHorpaMMe Npu yriax 2@, BIOpaHHBIX
u3 10,3°, 12,1°, 13,5°, 15,9°, 16,9°, 17,6°, 22,0°, 22,9°, 24,4° u 28,9° HeoOsA3aTEIbHO BMECTE C
onHuM mnu Asyms napamerpamu TGA u DSC, ykazaHHbIMU BbILIE 7151 TUApaTa 3.

B onHoMm obbekTe kpuctammueckuii ruapar 3 8-(2-propobensun)-6-(3-(tpudropmer)-
1H-1,2,4-Tpuazon-5-wn)umunaszol 1,2-alnupasuHa xapakTepu3yeTcsi MO MEHbIIEH Mepe Tpems,
N0 MEHbIIEH Mepe 4YeThIPbMS WJIM IO MEHbUIEH Mepe NATBI0 NHKaMU Ha MOPOIIKOBOU
peHTreHorpamMe mpu yriax 20, eeiOpanHeix u3 10,5°, 13,9°) 15,0°, 16,5°, 17,2° u 17,6°,
HeoOs13aTeNIbHO BMecTe ¢ OHUM ik AByMst mapamerpamu TGA u DSC, yka3aHHBIMU BbILIE JJISI
runpara 3. AIbTepHATUBHO, KPUCTANIMYECKUI ruapaT 3 XapaKTepu3yeTcsl 0 MEHbLIeH Mepe
TpeMs1, 0 MEHBIIEH Mepe YEThIPbMs, 10 MEHBbLIEH Mepe MATHI0, [0 MEHBbLIEN Mepe LIECTBIO, MO
MEHBILIEH MEpPEe CEMBbIO, IO MEHbBIIEH Mepe BOCEMBIO, MO MEHbIIEW Mepe HEBATHI) WU IO

MEHBLIEH Mepe AeCAThIO MMKAMH Ha IMOPOIIKOBOM pEeHTreHorpamMme MpH yriax 2@, BeIOpaHHbBIX
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u3 10,5°, 13,9°, 15,0°, 16,5°, 17,2°, 17,6°, 18,3°, 19,1°, 20,3°, 23,7° u 30,1°, HeobOs3aTeapHO
BMeCTe ¢ OAHUM uiu AByMms napamerpamu TGA u DSC, ykazaHHbIMU BbILIE 711 TUApaTa 3.

B onHOM oObekTe kpuctaiumdeckuil ruapar 3 8-(2-propoensun)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasuHa xapakTepusyeTcsi 10 MEHbIIEH Mepe Tpems,
[0 MEHbIIeH Mepe YeTbIpbMs WM IO MEHbIIEH Mepe NSATbI0 MHKAMH Ha MOPOLIKOBOM
pEeHTreHorpaMme npu yriax 20, BBIOpaHHBIX M3 IO MEHbLIECH Mepe TPU WM 110 MEHbLIeH Mepe
YeThIpe NMHMKAa Ha MOPOLIKOBOH pEeHTreHorpamme npu yriax 20, seiOpansbix u3z 10,3°, 12,1°
17,6° u 22,0°, HeoOsi3aTeNbHO BMeCTe ¢ omHUM wiu aBymsi mapamerpamu TGA u DSC,
yKa3aHHBIMH BBILIE JJIs TUApPATA 3.

B oxgHOM 0OBekTe KpucTauueckuii combBar 8-(2-gropOensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-5-win)umunasol 1,2-ajnupasiHa ¢ 3TaHOJIOM XapaKTEPU3YETCsl MOPOLIKOBOH
pentreHorpammoii. IlopomkoBast peHTreHOrpaMma MOXKET ObIThb CHSATA TPU KOMHATHOH
TEMIepaType B pPEKUME OTPaXEeHUs ¢ wucrnonb3oBaHueM cucteMbl Bruker D8 Discover,
OINHCAHHOHN B HACTOsIIEM H300peTeHnu. B OMHOM BapHaHTe OCYINECTBICHUS KPUCTAJUTMYECKHUH
COJIbBAT C 3TAHOJIOM XapaKTepHU3yeTcsl MO MeHbllel Mepe TpeMs, [0 MEHbLIEH Mepe YeTbIpbMs,
10 MEHBIIEN Mepe MATBIO, 10 MEHbIIEH Mepe LIECThI0 WM [0 MEHBbIIEH Mepe CEMBIO TUKaMH Ha
MOPOIIKOBOH pEeHTreHorpamme mnpu yriax 20, BeiOpanubix u3 10,4°, 13,8°, 17,1°, 17,5°, 20,2°,
25,5° m 30,0°. B HEKOTOpbIX BapuaHTax OCYLIECTBJIEHMs] MUKH, OMHCAHHbIE BBILIE IS
KPUCTAJNIMYECKOTO COJbBaTa C 3TAHOJOM, OOJalal0T OTHOCHTEIBHOH WHTEHCHUBHOCTBIO,
cocrasjsroeit He MeHee 10%, He meHee 15%, He MeHee 20% win He MeHee 25%.

B npyrom oObekTe kpucTasmdeckuii coipsat 8-(2-propoensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaszo[ 1,2-ajnupasuHa ¢ 3TaHOJIOM OOJNagaeT pPEeHTreHOrPaMMOMN
XRPD, xotopas siBisieTCs 1O CyLIECTBY TakoH ke, kak peHtreHorpamMmMa XRPD, npusenennas
Ha ¢ur. 17.

B npyrom obwekTe kpuctaymnueckuil conbpat 8-(2-gropbensnn)-6-(3-(tpudpropmermn)-
1H-1,2,4-tpuazon-5-wi)umunasol 1,2-ajnupasruHa ¢ 3TaHOIOM OONagaer pPEeHTreHOrpaMMOi
XRPD, xotopasi o CyIIecTBy BKJIFOYAET MHUKH, IPUBEACHHbIC B TaOULE O.

B ogHOM 0OBekTe KpucTauueckuii conapBaT 8-(2-gropOensmn)-6-(3-(Tpudpropmern)-
1H-1,2,4-Tpuazon-5-un)umunaszof 1,2-ajnupasuna ¢ 3TaHojioM objanaer nuarpammoii TGA,
KOTOpast SIBJSIETCS TI0 CYINECTBY TakoM ke, kak auarpamma TGA, npusenennas Ha ¢ur. 18.

B ogHOM 00OBeKTe KpucTauuueckuii compBar 8-(2-gropOensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-5-nwn)umunasol 1,2-ajnupasruHa ¢ 3TAHOIOM XapaKTEPU3YeTCsl MO MEHbIIeH
Mepe TpeMsi, MO MEHbIIEH Mepe YEeThIPbMsl, O MEHbIIEH Mepe IATBbI0, MO MEHBbLIEH Mepe
LIECTHIO WJIU MO MEHbIIEe Mepe CeMbl0 MHKaMHM Ha MOPOLIKOBON pPEeHTreHOrpaMMe IpU yriax
20, BeiOpannbx w3 10,4°, 13,8°, 17,1°, 17,5°, 20,2°, 25,5° u 30,0°; BMecTe ¢ mapaMeTpamu
TGA, yka3aHHbIMH BBILIE JJIs1 CObBATA C 3TAHOJIOM.

B ogHOM 00BEKTE KpHcTammuueckuii coibBar 3-(2-gpropOensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpnazon-S-nwn)umunasol 1,2-ajnupasuHa ¢ METAHOJIOM XapaKTEePHU3YeTCs MOPOLIKOBON
pentreHorpamMmoil. IlopomkoBast peHTreHorpaMma MOKET ObIThb CHATA TNPU KOMHATHOMN

TeMIlepaType B peXUMe OTpakeHuss ¢ wucnonb3oBanneMm cuctembl Bruker D8 Discover,
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OINMCAHHOHN B HACTOsIIIEM H300peTeHnH. B 0mHOM BapuaHTe OCYIIECTBICHHS KPUCTAJUIUNIECKUN
COJIbBAT C METAHOJIOM XapaKTEePU3yeTCs [0 MEHbIIEH Mepe TPeMsl, [0 MEHbILEH Mepe YeThIPbMs,
[0 MEHbLIEW Mepe IATHIO, M0 MEHBbLIEM Mepe ILIECTbIO, IO MEHbIIEH Mepe CEMbI0 WU IO
MEHbIIEH Mepe BOCEMBIO ITHKAMHU Ha TIOPOIIKOBOM peHTreHorpamMme npu yriax 20, BHIOpaHHBIX
u3z 7,7°, 11,0°, 14,2°, 16,2°, 17,1°, 23,0° u 24,2°. B HEKOTOpPbIX BapHaHTAX OCYLIECTBJICHUS
NHUKH, OINHUCAHHBIE BBILE JUIA KPUCTAJUIMYECKOTO COJbBATA C METAHOJOM, O00JanaroT
OTHOCHUTEJIbHOM HMHTEHCUBHOCTBIO, cocTaBiistomieii He meHee 10%, He Mmenee 15%, He MeHee
20% wnu e meHee 25%.

B npyrom oObekTe KpucTauTMYeCKHid cobBat 8-(2-propoensmn)-6-(3-(Tpudropmern)-
1H-1,2,4-Tpuazon-5-wn)umunaszof 1,2-ajnupasuHa ¢ MeTaHOJOM O00JiagaeT PEeHTreHOTrPAMMOK
XRPD, kortopas siBiseTcs MO CyLIECTBY TakOH ke, kKak peHrreHorpamma XRPD, npusenenHas
Ha ur. 19.

B npyrom oObekTe kpucTayuMyeckuii coipBat 8-(2-gropoensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-un)umunaszof 1,2-ajnupasuHa ¢ MeTaHOJNOM OOJiaJaeT PEeHTreHOTrPaMMOMN
XRPD, xoropas o CyIecTBy BKJIIOYAET MHUKH, IPUBEACHHbIC B TaOmuLe 7.

B onHOM 00OBexTe KpucTammuueckuii compar 8-(2-gropOensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-5-mwn)umuaaso| 1,2-ajnupasuna ¢ MeraHosoM oOjamaer auarpammoini TGA,
KOTOpast SIBJSIETCS TI0 CYINECTBY TakoM ke, kak auarpamma TGA, npusenennas Ha ¢ur. 20.

B oxgHOM 00BeKTe KpucTammuueckuid compBaT 8-(2-propOensmn)-6-(3-(tpudpropmerni)-
1H-1,2,4-tpnazon-S-nn)umunasol 1,2-ajnupasuHa ¢ METAHOJIOM XapaKTEPHU3YEeTCsl MO0 MEHbIIeH
Mepe TpeMsi, MO MEHbBIIEH Mepe YEeThIPbMsl, O MEHbIIEH Mepe IATBbIO, MO MEHBbLIEH Mepe
LIECTBIO, [0 MEHBIIEH MEpPEe CEMBbI0 WJIHA M0 MEHbIIEH Mepe BOCEMbIO NMUKAMHU Ha MOPOLIKOBON
peHTreHorpaMMme mpu yriax 20, BeiOpanHbx u3 7,7°, 13,8°, 11,0°, 14,2°, 16,2°, 17,1°, 23,0° u
24,2°; mecte ¢ mapamerpamu TGA, yka3aHHBIMHU BBILIE [l COJIbBATA C METAHOJIOM.

B onHOM oOBekTe kpucramamdeckuii conbsat 8-(2-¢gropbensnn)-6-(3-(TpudpTopmermn)-
1H-1,2,4-Tpuazon-5-un)umuaaszo[ 1,2-ajnupasuia ¢  METUJISTUIKETOHOM  XapaKTepU3YyeTCs
NOPOILIKOBOH peHTreHorpammoii. [lopomkoBasi peHTreHorpamMma MOXKET OBbITh CHSTa TIpH
KOMHATHOW TEMIIEpaType B pEKUME OTPaKeHUs C HCIOJb30BaHHEM cucreMbl Bruker D8
Discover, omucaHHOW B HACTOsIIeM H300peTeHnH. B OJHOM BapuaHTe OCYINECTBIICHHUS
KPUCTAJUTMUECKUH CONbBAT C METHIIITUIIKETOHOM XapaKTepU3yeTcs 10 MEHbLIeH Mepe TpeMs, 0o
MEHbIIEH Mepe YEeThIPbMsl, IO MEHbIIEH Mepe MATHIO, 10 MEHbIIEH Mepe IIECThIO, [0 MEHbIIEH
Mepe CEMBI0, IO MEHbIIEH Mepe BOCEMBIO, 110 MEHBIIEH Mepe AEBAThI WU MO MEHbIIEH Mepe
JECATHIO MMKaMU Ha MOPOLIKOBOH pEeHTreHorpaMme mpH yriax 20, BeiOpanHbx u3 13,7°, 17,3°,
17,8°, 18,4°, 21,1°, 22,8°, 24,0°, 24,3° u 25,1°. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHS IMUKH,
OMHCAHHBIE BBIIE Ui KPUCTAJUIMYECKOTO COJIbBATA C METWJIDTHIKETOHOM, OOJamaroT
OTHOCHUTEJIbHOM WHTEHCHUBHOCTBLIO, COCTaBisAmomell He MeHee 10%, He MmeHee 15%, He MeHee
20% unu He MeHee 25%.

B npyrom oObekTe kpucTasummdeckuii coipsat 8-(2-gpropoensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mwn)umuaaso| 1,2-ajnupaszuna c METWISTUJIKETOHOM obnamaer

pentrenorpammoii XRPD, koropas sBiss€TCs MO CYLIECTBY TAKOH K€, KaK PEHTreHorpamma
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XRPD, npusenenHast va ¢ur. 21.

B npyrom oObekTe kpucTasumyeckuii coipsat 8-(2-gpropoensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasuna c METWISTUJIKETOHOM obnamaer
pentrenorpamMmoit XRPD, koropas o cyInecTBy BKJIIOYAET MUKH, IPUBEAEHHbIE B TaOuLe 8.

B onHOM oObekTe kpucramamdeckuii conbsat 8-(2-gropbensnn)-6-(3-(Tpudpropmermn)-
1H-1,2,4-Tpuazon-5-mwn)umuaaszo[ 1,2-ajnupasusa ¢ AUXJOPMETAHOM  XapaKTEPU3YeTCs
HOPOIIKOBOH peHTreHorpaMMoi. [lopomikoBasi peHTreHorpamMma MOXeT OBITb CHATa IpU
KOMHATHOW TeMIIEpaType B pEKUME OTPaKeHUs C HCIOJb30BaHHEM cucreMbl Bruker D8
Discover, omnucaHHOW B HAcTOsIeM UW300peTeHMH. B OIHOM BapuaHTE OCYIIECTBIIEHUS
KPUCTAJUTMUECKUH COJbBAT C AUXJIOPMETAHOM XapaKTepU3yeTCs MO MEHbLIeH Mepe Tpemsl, IO
MEHbIIEH Mepe 4eThIPbMs, MO MEHbIIEH Mepe IATHhI0, MO MEHbIIEH Mepe ILIECTbI) WU IO
MEHbIIEH Mepe CEMbIO TMKaMH Ha MOPOLIKOBOH PEHTTeHOrpaMMe MpH yritax 20, BEIOpAaHHBIX U3
14,4°, 15,7°, 19,7°, 20,9°, 21,8°, 22,7° u 24,0°. B HEKOTOPBIX BapHUaHTaX OCYIIECTBJICHHS IHKH,
ONMHCAHHBIE BBINE U KPUCTAUIMYECKOTO COJNbBAaTa C JUXJIOPMETAHOM, OOJamaroT
OTHOCHUTEJILHOM HMHTEHCUBHOCTBLIO, COCTaBisAmomell He MeHee 10%, He MmeHee 15%, He MeHee
20% unu He MeHee 25%.

B npyrom oObekTe kpucTasummmyeckuii coipBat 8-(2-gpropoensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-5-nn)umunasol 1,2-a]nupasuxa c AUXJIOPMETAHOM oOnamaer
pentrenorpammoii XRPD, koropas sBis€TCs MO CYLIECTBY TAKOH K€, KaK PEHTreHOorpamma
XRPD, npusenenHas Ha ¢ur. 22.

B npyrom oObekTe kpucTasmdeckuii coipsat 8-(2-propoensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-S-un)umunaszol 1,2-aJnupasuna c IUXJIOPMETAHOM oOnanaer
pentrenorpammoii XRPD, koTopast o CymecTBy BKJIIOYAET MTUKY, IPUBESHHbIE B TabuLe 9.

B onHOM oObekte kpucramamyeckuii conbsat 8-(2-gropbensmn)-6-(3-(Tpudpropmermn)-
1H-1,2,4-tpuazon-5-un)umunasol 1,2-ajnupasusa ¢ AUXJIOPMETAHOM oOOjamaeT auarpamMMOu
TGA, xotopas SBISIETCS MO CYLIECTBY Takou ke, kak nuarpamma TGA, mpuBeneHHast Ha Qur.
23.

B ogHOM oOBekTe KpucTauueckuii compBar 8-(2-gropOensmn)-6-(3-(Tpudpropmern)-
1H-1,2,4-tpuazon-5-un)umunaszof 1,2-alnupasuHa ¢ AUXJIOPMETAHOM XapaKTEPU3YETCs IO
MEHbIIEH Mepe TpeMs, MO MEHbIIEH Mepe YEeThIPbMsl, IO MEHbIIEH Mepe IMATHIO, 10 MEHbIIEH
Mepe LIeCTbI0, MO MEHbLIeH Mepe CEeMbI0 WM [0 MEHblIel Mepe BOCEMbIO MHKaMU Ha
MOPOIIKOBOH pEHTreHorpamme mnpu yriax 20, BeiOpanubix u3 14,4° 15,7°, 19,7°, 20,9°, 21,8°,
22,7° u 24,0°, Bmecte ¢ mapamerpamu TGA, yKa3aHHBIMH BBIIE JJII COJNbBaTa C
JAUXJIOPMETAHOM.

B ogHOM 00BeKTe KpucTammuueckuii combBar 3-(2-gropOensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-wn)umuaaszo[ 1,2-alnupasnHa ¢ AETOHUTPHIIOM  XapaKTEPH3YETCs
NOPOILIKOBOH peHTreHorpammoii. IlopomkoBasi peHTreHorpamMma MOXET OBITh CHSATA IIpH
KOMHATHOW TEeMIlepaType B pPEKHUME OTPAXKEHHs C HUCHOJb30BaHUEM cucrembl Bruker D8
Discover, omnucaHHOW B HacrosimeM u300peTeHNH. B OOHOM BapuaHTe OCYINECTBICHHS

KPUCTAJUIMUECKUH COJIbBAT C ALETOHUTPUIIOM XapaKTePU3YETCs MO MEHbLIEH Mepe Tpems, IO
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MEHbILIEH Mepe 4YeThIPbMs, MO MEHbLIEH Mepe AT, MO MEHBbLIEH Mepe IMECTbI0 WIH IO
MEHBIIEH Mepe CEMbIO TMKaMH Ha MOPOIIKOBOI peHTTeHOrpaMMe MpH yriiax 20, BEIOpaHHBIX U3
10,6°, 14,4°, 17,3°, 18,7°, 21,7°, 25,3° u 25,9°. B HEKOTOPBIX BapHUaHTaX OCYIIECTBJICHUS IMUKHU,
OMHCAHHbIE BBIIIE JUISI KPHUCTAUIMYECKOrO COJIbBAaTa C  AlEeTOHUTPHIIOM, OOJafaroT
OTHOCHUTEJIbHON WHTEHCUBHOCTBIO, cocTaBisiromieii He meHee 10%, He meHee 15%, He MeHee
20% unu He MeHee 25%.

B npyrom oObekTe KpuCTaUTMYeCKHid cobBat 8-(2-gpropoensmn)-6-(3-(tpudropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasuxa c ALETOHUTPUIOM obnanmaer
pentrenorpammoit XRPD, koropas sBiseTCs MO CYyLIECTBY TAKOH kK€, KaK PEHTreHOorpamma
XRPD, npuseneHHast Ha ¢ur. 24.

B npyrom o0bekTe KpUCTATUYECKHi cobBat 8-(2-pTopben3un)-6-(3-(Tpudropmern)-
1H-1,2,4-tpuazon-5-uin)umunasol 1,2-anupasuna c ALETOHUTPUIIOM obnanmaer
pentrenorpammoit XRPD, xoTopast o CyIuecTBy BKIIOHYAET MUKH, TpUBeAeHHbIe B Tabmmme 10.

B onHom oObekTe kpucTaumyeckuii conbBat 8-(2-propbensun)-6-(3-(tpudropmern)-
1H-1,2,4-Tpuazon-5-un)umuaaszof 1,2-alnupasuHa ¢ ameTOHUTPUIOM oOOJIaTaeT aHarpaMMoin
TGA, KoTOpast ABISIETCA MO CYINECTBY TakOH ke, kak amarpamma TGA, npuseneHHast Ha ¢ur.
25.

B onHom oObekTe kpucTaumyeckuii conbBat 8-(2-¢propobensun)-6-(3-(Tpudropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaszo[ 1,2-alnupasuHa ¢  aleTOHUTPUIIOM XaAPAKTEPH3YETCs IO
MEHBIIEH Mepe TPEMsl, IO MEHBbIIEH Mepe YEThIPbMsl, [0 MEHbIIEH Mepe ISATBI0, 10 MEHbLIEH
Mepe LIeCTbIO, MO MEHbLIEH Mepe CEeMbI0 WIM IO MEHbIIeH Mepe BOCEMBbIO NMHUKaMH Ha
MOPOIIKOBOH pEeHTreHorpamme rnpu yriax 20, Beiopanubix u3 10,6°, 14,4°, 17,3°, 18,7°, 21,7°,
25,3° m 25,9°; Bmectre c¢ mapamerpamu TGA, yka3aHHbBIMH BbIll€ [JIsI COJIbBATa C
ALETOHUTPUIIOM.

Cnenyer moHuMaTrh, YTO 3HAa4YeHMs 2-Te€Ta HA IOPOLIKOBBIX PEHTreHOrpaMMax maJist
KpucTanueckoit Gopmel A, popmsl B, ruapara 1, runpara 2, rugpata 3, CONbBaTa C STAHOJIOM,
COJIbBAaTAa C METAHOJIOM, COJIbBaTa C METHJIDTWJIKETOHOM, COJIbBAaTa C JAUXJIOPMETAHOM WU
COJIbBATA C AIETOHUTPHJIOM MOTYT HEMHOIO MEHSThCS TMpPU MEepexoae OT OAHOro mpubdopa K
APYroMy U 3aBUCST OT U3MEHEHHH MPHU MPUTOTOBIEHUH 00pa3lia U MEHSIIOTCS IIPH Nepexonie OT
naptud K naptun. ITosTomy nonoskenusi mukoB XRPD s kpucramimueckoit popmer A, Gopmsl
B, runpara 1, rugpara 2, rugpata 3, conbBaTa ¢ 3TAHOJIOM, COJbBaTa C METAHOJIOM, COJIbBATa C
METUIITUIIKETOHOM, COJIbBaTa C AUXJOPMETAHOM UJIM COJIbBATA C ALIETOHUTPUIIOM HE CJenyeT
cunTaTh abCONOTHBIMU M OHH MOTYT MEHAThCS Ha £0,2 rpanyca.

Kakx mnpenmonaraercss B HacrosimmeMm wu300peTeHMH, "MO CYLIECTBY Takas ke

pentrenorpamma XRPD, kak mnpusenenHas Ha ¢ur. 1A" m "mo cymecTtBy Takas ke
pentrenorpamma XRPD, xak mnpusenenHas Ha ¢ur. 1B" um "mo cymectBy Takas ke
pentrenorpamma XRPD, kak mnpuseneHHas Ha ¢ur. SA" m "mo cymecTtBy Takas ke
pentrenorpamma XRPD, kak mnpusenenHas Ha ¢ur. 5SB" wu "mo cymectBy Takas ke
pentrenorpamma XRPD, kak mnpusenenHHas Ha ¢ur. 8A" um "mo cymecTtBy Takas ke
pentrenorpamma XRPD, kak mnpusenenHas Ha ¢ur. 8B" wu "mo cymectBy Takas ke
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pentrenorpammMa XRPD, xak npuBenenHas Ha ¢ur. 11A" m "mo cymecTtBy Takas ke
pentrenorpamma XRPD, kak mnpusenenHas Ha ¢ur. 11B" m "mo cymectBy Takas ke
pentrenorpamma XRPD, xak npusenenHas Ha ¢ur. 14A" um "mo cymecTtBy Takas ke
pearreHorpamma XRPD, kak npuBeneHHas Ha ¢ur. 14B" o3HaudaeT, 4TO IJIs1 COMOCTABIIEHUS
cozepxkarcs o MeHble Mmepe 90% nukoB, npuBeneHHbIX Ha ¢ur. 1A, ¢ur. 1B, pur. SA, ¢ur.
5B, ¢ur. 8A, dur. 8B, pur. 11A, ¢ur. 11B, pur. 14A u ¢ur. 14B. Taxxe cnenyer moHUMATD,
YTO Ui COIOCTABJIEHUsS JOIMYCTHMbI HEOOJbIINE OTKJIOHEHUS IIOJIOXKEHUS IHKOB OT
npuBeneHHbIX Ha ¢ur. 1A, ur. 1B, pur. SA, ¢ur. 5B, ¢ur. 8A, ur. 8B, pur. 11A, ¢ur. 11B,
¢ur. 14A u ¢ur. 14B, Takue kak paBHbie +0,2 rpagyca. AHAJIOTUYHBIM 00pPa30OM, MO CYLIECTBY
Takas ke peHrreHorpamma XRPD, kak npusenenHas va ¢ur. 17 (v ¢ur. 19, wim dur. 21, unm
¢bur. 22, wim ¢ur. 24, win ¢ur. 26)" o3HAYAaET, YTO I COMOCTABJICHHS CONEPXKATCS IO
meHbLIei mepe 90% nukoB, npuBeneHHbIX Ha Gur. 17 (wu ¢ur. 19, dur. 21, ur. 22, pur. 24,
wi ¢ur. 26). Taxke crenyer NMOHUMATh, YTO AJISI CONOCTABJICHUS JOMYCTUMBI HEOOJbIINE
OTKJIOHEHUSI MTOJIOJKEHHSI TUKOB OT MPUBENeHHbIX Ha (ur. 17, ¢ur. 19, pur. 21, ¢ur. 22, ¢pur. 24,
¢ur. 26, Takue kak pasHble + 0,2 rpanyca.

B omgHOM o0OBekTe Hacrosimee HW300pEeTeHHE OTHOCUTCS K Croco0y MONy4YeHHs
Kpuctaymmueckonr  ¢opmel A 8-(2-propOensmn)-6-(3-(rpudpropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuHa. Takoit  cmoco0  BKIIIOYAET, HarpuMmep,  MOJy4YeHUe
KPHUCTAITNUECKOH (opMBbl A U3 cMecH, BKIIoHaroiiei 8-(2-gpropoensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-S-un)umunasol 1,2-aJnupasun, nzonpormnanerar (IPAC) u H-renTaH, rae H-
renTaH cocrasisger Oonee 50 00.% or xommosuuuu. B omHOM 0OBekTe crocol BKIOYAET
nepemMelnuBaHue cMmecH, Biimouaromed  8-(2-propbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
Tpuazoi-S-uin)umunaasol 1,2-ajnupasun u IPAC u H-renrtaH, rae H-TENTaH cocTaBisieT Oonee SO
00.% OT KOMIO3UIMK B TeYeHue oT 24 4 1o | Henmenu mpu KOMHATHOW Temmepatype. B omHOM
00beKTe CrocOOBI, ONMMCAHHBIE BBILIE, TPUBOISAT K 00PA30BAHUI0 KPUCTAIITMIECKOH (OPMBI A.

B omHOoM oObekTe Hacrosimee HW300pEeTeHHE OTHOCUTCS K CIOCO0y MOJTydeHHsI
Kpuctajinueckoir  gopmel A 8-(2-propbenzun)-6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuHa. Takoit  cmoco0  BKIIIOYAET, HaIpumep, TIOJTyYCHHE
KPHUCTAJLTHUECKOH (hopMBbl A U3 cMecH, BKIIOYaroiiei 8-(2-gpropdensmn)-6-(3-(tpudpropmern)-
1H-1,2,4-tpuazon-S-un)umunasol 1,2-aJnupasun u 100% H-renTaH WM LUKJIOTeKcaH. B ogHOM
oOBbekTe Ccrmocod BKIKOYAET TepeMelIBaHhe CMeCH, BKJIoYaromen 8-(2-propbenswmn)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-unm)umunaszof 1,2-ajmupazus u 100% H-rentaH  wim
IUKJIOTEKCAH B TeYeHHe OT 24 4 10 1 Hemenau mpu KOMHATHOW TemmepaTtype. B onHOM o0bekTe
COCO0BI, OMTUCAHHBIE BBILIE, MPUBOAAT K 00Pa30BAaHHIO KPUCTAIUTMYECKOH (popMbI A.

B omgHOM oOBekTe Hacrosimee HW300pEeTeHHE OTHOCUTCS K Croco0y MONy4YeHUs
Kpuctaynueckon  ¢opmel A 8-(2-propOensun)-6-(3-(rpudpropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuHa. Takoit  cmoco0  BKIIIOYAET, HaIpumep, MOJIyYEeHHE
KPHUCTAITHUECKOHN (opMbl A U3 cMecH, BKIrodaroiiei 8-(2-gpropoensnn)-6-(3-(tpudpropmern)-
1H-1,2,4-Tpuazon-5-mn)umuaaso| 1,2-ajnupasud U U30NpPONIIALETAT, U HArPEBAHUE CMECH [0

45°, mpoBoauMoe cpa3y pa3OaBieHHE CMECH H-TE€NTAHOM U NepeMellNBaHue B T€YEHUE 2 4 Ipu
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MEIJIEHHOM OxJaxkaeHuu 1o 20°, U mocienymliee NepeMeIlnBaHue B TEUCHUE ele 2 4 Ipu
oxnaxkneHun 5°. B omHOM 00BekTe CrocoObl, OMUCAHHBIE BBIIIE, MPUBOAAT K OOpPA30OBaHUIO
KPUCTAJTHYECKON (GOpPMBI A.

B ongHOM o0OBekTe Hacrosimee H300peTeHHE OTHOCUTCS K CIoco0y MOJMy4deHus
kpuctajuimueckod  popmer B 8-(2-propbenzun)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuna. Takoli  cmoco®  BKIIOYAET, Harpumep, NOJIy4YeHHE
KpucTajuinaeckor gopmel B u3 cmecu, Brmovaromen 8-(2-propoensuin)-6-(3-(tpudropmerin)-
1H-1,2,4-tpuazon-5-wi)umunasol 1,2-ajnupasun ¢popMy A U pacTBOpUTENb, BBIOPAHHBIA U3
rpynmel, BrIovaromen (i) msonpormnanerar (IPAC), (i1) msonpommnossiii ciupt (IPA); (iii)
cmecu IPA/IPAC; (iv) cmecu IPAC u rekcana, rae IPAC cocraBnsier no 50% wmnm Gonee ot
obovema kommosuumu u (v) TterparuapodypaH. B omHOM o0OBekTe C€moco0 BKIHOYAET
nepeMelnuBaHue cMmecH, Brmouaromed  8-(2-propbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
Tpuazoi-S-unumunaasol 1,2-ajnmupasun popma A u B pactBopuTENe, BHIOPAHHOM W3 TPYIIIBI,
Brirovaromeit m3onpomutaneratr (IPAC), usonpormnoseii crimpt (IPA); cmecu IPA/IPAC;
cmecu IPAC u rekcana, roe IPAC cocraBnsier 10 50% uiau 6osiee oT 0ObeMa KOMITO3ULIUM, H
teTparuapodypaH B TedueHue oT 24 4 o | Henmenaw mpu KOMHATHOW Temmepatype. B omHOM
00BeKTE CIIOCOOBI, OMMCAHHBIE BBILIE, TPUBOAIT K 00PAa30BAHHIO KPUCTAIUTNYECKOH (Gopmbl B.

B omHOM o0OBEekTe Hacrosimee H300pETeHHE OTHOCUTCS K Croco0y MOMy4YeHHs
Kpucrajmmueckoro runapara 1 8-(2-gropbensun)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuHa. Takoit  cmoco0  BKIIIOYAET, Harpumep, MOJyYEeHHE
KpUCTAJNIMUECKOro ruapara 1 w3 cmecu, BKmouaromeid ¢opmy A wmmum ¢popmy B 8-(2-
¢dTopbensun)-6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-5-nn)umunaszol 1,2-a]nupasuxa u sony. B
OIHOM O0OBeKTe Croco0 BKIFOYAET MepeMeIInBaHue CMecH, BKIovarouei Gopmy A nimm Gopmy
B 8-(2-¢ropbensun)-6-(3-(tpudpropmernn)-1H-1,2,4-rpuazon-5-nn)umunasol 1,2-ajnupasuna u
BOJY B Te4eHHue oT 24 4 1o 1 Hexenu npu KOMHATHOH Temriepatype. B ogHOM 00BekTe criocoOsl,
OTMCAHHBIE BBIIIE, MPUBOISIT K 00Pa30BAHUIO KPUCTALNTHUECKOTO ruapara 1.

B omgHOM oOBekTe Hacrosimee H300pEeTeHHEe OTHOCUTCS K CIoco0y MONy4YeHUs
Kpuctajiueckoro runapara 2 8-(2-gropbensun)-6-(3-(rpudropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuHa. Takoit  cmoco0  BKIIIOYAET, Harpumep, MIOJTyYCHHE
KpUCTAJTMYeCKOro ruapata 1 w3 cMecw, BKmouaromeid ¢opmy A wmmm dopmy B 8-(2-
¢dTopbensmn)-6-(3-(tpudpropmernn)- 1H-1,2,4-Tpuazon-5-nn)umunasol 1,2-a]nupasuHa 1 BOAHYIO
CMeCh, COAEP)KALIYI0 TOJMMEpPbl HAa OCHOBE LIEJUTFOJIO3bI, TAaKHE€ KaK METHIILEIIII0N03a,
MOBEPXHOCTHO-aKTHBHBIE BELIECTBA, Takhe kak Tween 80 u maypuicynbdaT HATPUS, WIH HX
KOMOWHALMIO; WJTH TIOJyY€HHE KPUCTAJIMUECKOro ruapaTa 1 u3 cMecH, BKimodaromeii gpopmy A
wim ¢opmy B 8-(2-propbensmn)-6-(3-(tpudropmernn)-1H-1,2,4-Tpuazon-5-wn)umunaszol 1,2-
a|mupasuHa U BOIHYIO CMeCh, conepxkamyro 10% opraHnueckux pacTBOpPUTENEH, TaKHMX Kak
W30TPOINWIOBEIA cUPT. B omHOM 00BEKTE CHoOcO0 BKIIOYAET MEPEMEIINBAHUE CMECH,
BKIroUaromen ¢opmy A wmmm ¢opmy B 8-(2-dpropbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
TpHUazo-S-un)umMunas3of 1,2-ajnupasuna 1 BOAHYIO CMeCh, COIEPIKAINYI0 MOJUMEPhl HA OCHOBE

LHEJUTFOJIO3bI, TAKUE€ KaK METHILCIUII0JIO3a, TTOBEPXHOCTHO-AKTHUBHBLIC BEIICCTBA, TAKUE KakK
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Tween 80 u naypuicynbdar HaTPHsL, MM UX KOMOMHALIMIO, WJIM CMECh, Cozieprkainyo Gopmy A
wm ¢opmy B 8-(2-pTopbensun)-6-(3-(tpudropmernn)-1H-1,2,4-Tpuazon-5-mn)umugaszol 1,2-
almupasuHa U BOJHYIO CMecCh, conepxainyro 10% opraHuyeckux pacTBOpPUTENEH, TaKUX Kak
U3OMPONWIOBBIN CIIUPT, B T€U€HUE OT 24 4 10 1 Hexenu npu KOMHATHOM Temmneparype. B onHoM
00bekTe CrocoOBI, ONMMCAHHBIE BBIIIE, MPUBOISAT K 00PA30BAHUIO KPUCTAIMYECKOro ruapara 1.

B opmHOM oOBEkTEe Hacrosmiee H300pETEeHHE OTHOCHTCS K CHoco0y MOyudeHHs
KpucTajutmueckoro ruapara 3 8-(2-gropbensun)-6-(3-(tpudpropmermn)- 1H-1,2,4-tpuazon-5-
wi)umuaaso| 1,2-ajnupasuHa. Takoit  cmoco0  BKIIIOYAET, HaIpumep, TIOJTyYeHHE
KPUCTAJLTMYECKOTr0 THApaTa 3 M3 CMecH, BKIouaromeid ¢opmy A wmwmm dopmy B 8-(2-
bropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-tpuazon-5-un)umunaszof 1,2-ajnupasuHa U cMech
pactBopurenel, comepxkamyr 50% Boxbl u 50% OpraHUYECKOrO PACTBOPUTENS, TAKOTO Kak
U3OMPONMWIOBbIA cHPT. B omHOM 00BEKTE Ccrmocod BKIOYAET TNEPEeMELINBAHUE CMECH,
BKIFOHaromer ¢opmy A wmimm dopmy B 8-(2-dpropbensmn)-6-(3-(rpudropmermn)-1H-1,2,4-
Tpuazon-S-uin)umunas3of 1,2-ajoupasuHa U cMechb pacTBopuTeNel, comepxkamyr 50% Bombl u
50% opraHU4YEeCKOTro paCTBOPUTEIS], TAKOTO KaK U3OMPOMMJIOBBIA CIUPT B TeUeHue oT 24 4 1o 1
HeneJIM pU KOMHATHON TeMriepatype. B omHoM 00bekTe criocoObl, ONMMCaHHbBIE BBIIIE, PUBOIST
K 00pa30BaHUIO KPUCTAIUIMIECKOTO TUApaTa 3.

B omgHOM o0OBekTe Hacrosimee H300pETEHHE OTHOCUTCS K Croco0y MOJMy4YeHUs
KPHUCTAJNTMUECKOTO COJIbBaTa C 3TaHONOM 8-(2-propbensmn)-6-(3-(tpudropmermn)-1H-1,2,4-
Tpuazon-S-un)umunaszof 1,2-ajoupasuna. Takoil cmoco0 BKIIOYAET, HANpPUMEp, MOJyUYeHHE
KPHUCTAJJTMUECKOTO COJIbBATa C 3TAHOJIOM U3 CMecH, BKItodaromeit popmy A mnmu popmy B 8-(2-
bropbensmn)-6-(3-(tpudropmern)- 1H-1,2,4-tpuazon-5-un)umunaso| 1,2-ajmupazuna u 100%
5TaHoi. B omHOM 0ObekTe crocol BKIIOYAET MepeMeInnBaHue CMEeCH, BKIoUanmeid Gopmy A
wiu dopmy B 8-(2-dpTopbensun)-6-(3-(tpudropmerin)-1H-1,2,4-rpuazon-5-un)umunasof 1,2-
alnmupasuHa U 3TaHONI B TeueHHe oT 24 4 1o | Hexenu npu KOMHATHOH Temneparype. B ogHom
00BeKTe CrocoObl, OMUCAHHBIE BBILIE, MPUBOAIT K 00Pa30BAHUIO KPUCTAIUIMYECKOTO COJIbBATA C
STaHOJIOM.

B omgHOM oOBekTe Hacrosimee HW300peTeHHEe OTHOCUTCS K Croco0y MOJMy4YeHHs
KPHUCTAJUTMUECKOTO COJIbBaTa ¢ MeTaHoJoM 8-(2-propbensmn)-6-(3-(tpudropmermn)-1H-1,2,4-
Tpuazon-S-un)umunasof 1,2-ajoupasuna. Takoil cmoco0 BKIIOYAET, HAMPUMEp, MOJyYEHUE
KPUCTAJUTMYECKOrO COJTbBaTa ¢ METAHOJIOM M3 CMeCH, BKJroUHaromeid ¢popmy A wim ¢popmy B 8-
(2-pTopbensmn)-6-(3-(tpudropmern)-1H-1,2,4-tpuazon-5-mwn)umunaso| 1,2-a|nupasuna u
100% wmetanon. B omHOM o0OBbekTe crocod BKIIOYAET MEepPEeMEIIUBAHUE CMECH, BKITFOYAFOIIEH
dopmy A wm ¢opmy B 8-(2-propbensmn)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-
wi)umuaas3of 1,2-almupasuHa U MeTaHOJ B TedeHue OT 24 4 no |1 Hemenu mpw KOMHATHOM
temrieparype. B omHOM 0OBekTe CrocoObl, OMUCAHHBIC BBIMIE, MPHUBOAST K OOPa30BAHHIO
KPHUCTAJTIUECKOTO COJIbBATA C METAHOJIOM.

B ongHOM o0OBekTe Hacrosimee H300peTeHHE OTHOCUTCS K Croco0y MOMy4deHUs
KPUCTAJNIMUECKOro  cojbBata  8-(2-propbensun)-6-(3-(rpudpropmernn)-1H-1,2,4-tpuazon-5-

wiumuaaszo[ 1,2-almupasuHa ¢ METWIDTWIKETOHOM. Takoil crmoco0 BKIIIOYAET, HampuMmep,
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NOJIy4€HHE KPUCTAJUIMYECKOTO COJIbBATA ¢ METUJISTHJIKETOHOM M3 CMECH, BKIIFOHAKOIeH Gpopmy
A umn ¢popmy B 8-(2-¢propbensun)-6-(3-(tpudropmerun)-1H-1,2,4-rpuazon-5-um)umuaasol 1,2-
aJmupasuaa u 100% mermmaTrikeToH. B ogHOM 00BekTe Crocod BKIIOYAET MepeMelInBaHUe
cMmecy, BKmouaromed ¢opmy A mnu dopmy B 8-(2-pTopOensmn)-6-(3-(tpudropmernn)-1H-
1,2, 4-Ttpuazon-S-uwn)umunaso[ 1,2-ajnupasuHa 1 METUIITUIIKETOH B TedeHue oT 24 4 1o 1 Henenu
Ipyu KOMHATHOH Temmeparype. B ogHOM 0OBekTe cmnocoObl, ONMUCAHHBIE BBILIE, MPUBOISAT K
00pa30oBaHUIO KPUCTAIIIMIECKOTO COJIbBATA ¢ METHIIITUIKETOHOM.

B omHOM oOBekTe Hacrosimee HW300peTeHHEe OTHOCUTCS K CIoco0y MOJMy4YeHUs
KPUCTAJUIMYECKOrO  cojibBaTa  8-(2-propbensmn)-6-(3-(rpudropmern)- 1H-1,2.4-tpuazon-5-
wi)umuaaszo[ 1,2-alnupasuna ¢ auxjgopMeraHoM. Takoi crmoco0 BKIKOYAET, HampHuMep,
NOJIy4EeHHE KPUCTAUTMYECKOTO COJIbBATa C JAUXJIOPMETAHOM M3 CMECH, BKIIFOHaromein gopmy A
wi dopmy B 8-(2-propbensun)-6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-5-wn)umunaszol 1,2-
almupasnaa u 100% nuxnopmeraH. B omHOM 00BeKkTe Crocod BKIHOYAET IMEpEMEINNBAaHUE
cMmecd, BKIouaromed ¢opmy A wmimu dopmy B 8-(2-pTopbensmn)-6-(3-(tpudropmermn)- 1H-
1,2, 4-tpuazon-S-mwnumunasof 1,2-aJnupasuHa U quxjopMeTaH B TedeHue oT 24 4 no 1 Henmenw
npyU KOMHATHOH Temmeparype. B omgHOM oObekTe criocoObl, ONMMCAHHBIE BBIIIE, MPUBOIAT K
00pa30BaHMUIO KPUCTAIUIMIECKOTO CObBATA C JUXJIOPMETAHOM.

B omgHOM o0OBekTe Hacrosimee H300pETEHHE OTHOCUTCS K Croco0y MOJMy4YeHUs
KPUCTAJNIMUECKOro  cojbBara  8-(2-propbensun)-6-(3-(tpudpropmernn)-1H-1,2,4-tpuazon-5-
wiumuaas3o[ 1,2-almupasuna ¢ aneToHUTpHioM. Takoil cmoco® BKJIIOYAeT, HampuMep,
NOJIy4eHHE KPHUCTAJIMUECKOTO COJNIbBATa C allETOHUTPUIOM M3 CMECH, BKJroUarouei gopmy A
wm dopmy B 8-(2-pTopbensun)-6-(3-(tpudropmernn)-1H-1,2,4-Tpuazon-5-mn)umugaszol 1,2-
aJnupasuna u 100% aneronurpun. B onHoM 00bekTe CrIoco0 BKIIIOYAET NEPEMEIINBAHUE CMECH,
BKmovaromer opmy A wiun dopmy B 8-(2-dpropbensmn)-6-(3-(tpudropmernn)-1H-1,2,4-
TpHuaszoi-S-unumunaasol 1,2-ajnupasuna B aleToHUTpUsIe B TeueHue oT 24 4 1o 1 Hexenu mpu
KOMHATHOW Temmeparype. B omHOM oOBekTe CcrmocoObl, OMHCAHHBIE BBILIE, MPHUBOAIT K
00pa30BaHUIO KPUCTAJUTMYECKOTO COJTbBATA C ALETOHUTPHIIOM.

OAPMALIEBTUYECKHE KOMITO3UIIUKU 1 METOJIUKY BBEJIEHM A

[MonmumopdHbIe GOPMBI, PACKPBITEIE B HACTOALIEM H300peTeHnu (Hampumep, Gopma A,
dopma B, runpar 1, runpar 2, ruapart 3, cOibBaT C TAHOJIOM, COJIbBAT ¢ METAHOJIOM, COJIbBAT C
METHJISTUJIIKETOHOM, COJIbBAT C JHUXJIOPMETAHOM HWJIM COJIbBAT C AlETOHUTPUIIOM COEIUHEHHS
¢dopmysl (I)) MOXKHO IPUTOTOBUTE B BUIE (PapMaLIEBTUYECKUX KOMITO3MIMH HITH "TipenapaTos”.

Tunugeb Mpenapar Noay4arT myteM cMemnnBaHus Gopmel A, ¢opmsr B, rugpara 1,
rugpata 2, ruzapara 3, CcoibBaTa C 3TAHOJOM, COJbBaTa C METAaHOJOM, COJbBaTa C
METHJISTUJIIKETOHOM, COJIbBATa C IUXJOPMETAHOM WJIHM COJIbBATA C aLlETOHUTPUIIOM COEIUHEHHS
dopmyisl (I) u HOCUTENSI, pa3baBUTENsl WIIM UHEPTHOTO HamoHUTENs. [loaxonsique HOCUTeNy,
pa30aBUTENN M MHEPTHBIC HAIMOJIHUTEIN XOPOIIO M3BECTHBI CIENMAJINCTaM B JaHHOH oOjacTu
TEXHUKH U BKJIOYAIOT TaKWe MaTepuaibl, KaK yIJEeBOABL, BOCKA, PAaCTBOPHUMBIE W/HIIN
HaOyxaroImue B BOJAE MOJUMEpPbI, THApoQUiIbHbIE WM TUApOGOOHBIE MaTepHalbl, JKEJATHH,

Maciia, PacTBOPUTENH, Boja U T. M. To, Kakol KOHKPETHbIH HOCUTENb, pa3OaBUTENb WIIH
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UHEPTHBII HAMOJHUTENb HCIIONB3YETCs, 3aBUCHUT OT CPEACTB W LEeNu, I KOTOPOM
NpUroToBjieHO coeauHenne ¢Gopmynbl [ PactBoputrenun OOBIMHO BBIOMPAIOT W3 YHCHA
pacTBOpuUTENell, M3BECTHBIX CIELMAINCTAM B JAaHHOW OOJacTH TEXHUKH, Kak Oe3ornacHble
(GRAS - mpu3HaHHBIE MOJHOCTBIO 0€30MAaCHBIMHU) Uil BBEIEHHUs Miekomnutarouemy. OObIdHO
Oe3omacHble PaCTBOPUTENH MPEACTABISIIOT COOOH HETOKCUYHBbIE BOJHBIE PACTBOPHUTENH, TAKHUE
Kak BOJAa M Jpyrue HETOKCHYHBbIE pPAaCTBOPUTENH, KOTOpblE pAcCTBOPUMBI B BOJE WU
cmewmnBatoTcs ¢ Bopoi. Iloaxonsiue BOIHBIE PACTBOPUTENH BKJIIOYAIOT BOAY, 3TAHOJ,
NPOMWICHIJIMKONb, NOMMyTIIeHT Ko (Hanpumep, PEG400, PEG300) u T. m. u UX CMecCH.
IIpemaparbl Tak)ke MOTYT BKJIFOYATh JPYTrH€ TUIBI UHEPTHBIX HATIOJHUTENEH, Takhe KaK OIHMH
win  Oosbiiee  KONMMYECTBO  OydepoB, CTAOMIU3HMPYIOIIUX  AreHTOB, AHTHUAIAT€3UBOB,
MOBEPXHOCTHO-aKTHUBHBIX ~ BEIIECTB, CMAYHMBAIOIIUX AareHTOB, CMAa3bIBAIOLIMX  AareHTOB,
SMYJITaTOPOB, CBS3YIOINUX, CYCHEHOUPYIOIIUX AareHTOB, Pa3pbIXJIHUTENEH, HAIMOIHUTENEH,
COpOEHTOB, TOKPBITHI (HAMPUMEP, SHTEPOCOTIOOMIIBHBIX WIH O0ECIEeYNBAIONINX MEIJICHHOE
BBICBOOOXKIICHHE), KOHCEPBAHTOB, AHTHOKCHIAHTOB, 3aMYTHSIOLIMNX areHTOB, arceHTOB,
NPUAAOIUX  CKOJB3KOCTb,  TEXHOJOTMYECKMX  J00ABOK,  OKPAIIMBAIOIIUX  AreHTOB,
NOJCIACTHTENEH, OTIYIIEK, BKYCOBBIX areHTOB, M APYTHE U3BECTHBIE NOOABKU C OOeCreueHneM
NPUBJIEKATEIPHOIO BHELIHETO BHAA JIEKAPCTBEHHOrO cpencrna (T. €. coenuHeHus (opmyds |
WIN copepkamel ero (papMaleBTHUECKON KOMIO3WLIUHM) WM CPENCTBA ISl MPHUTOTOBIICHHS
(bapMaeBTHYECKOro MPOAYKTA (T. €. JIEKAPCTBEHHOT'O CPENCTBA).

IIpuemnembie pa3daBUTENM, HOCUTENH, WHEPTHBIE HAMOJHUTENN M CTaOWUIM3aTOPHI
NPEACTABISIIOT  COOOM Takue, KOTOpbIE SBISFOTCS HETOKCHYHBIMU JUJIsl PELUIHUEHTa B
UCTIONB3YIOMINUXCST 103aX M KOHLEHTPAIMAX, U BKIIOYAT Oydepnl, Takue kak (ochaTHbIH,
LIUTPATHbI U OCHOBAaHHbIE HA JPYI'UX OPTaHUYECKUX KHCJIOTaX; aHTHOKCHUAAHTHI, BKIOYAs
aCKOpOHHOBYIO KUCJIOTY u METHOHMUH; KOHCEPBaHTBI (Takue KaK
OKTAACLMIIANMETHIOCH3UIIXJIOPU  aMMOHUS;, TeKCAMETOHMHXJIOpUA, OeH3aJKOHUNXIIOPUL,
OenzaToHuiixopun;, GeHon, OyTHUIOBBIM WM OSH3UJIOBBIN CIUPT, aJKUINapaOeHbl, TaKHe Kak
METHJI- WM TNponuinapabeH; MUPOKATEXWH, PE3OPLHH; IMKJIOTEKCAHON, 3-TIEHTAHOJ, M M-
Kpe3oJ); OeNKH, Takue KaKk CHIBOPOTOUYHBIA aNbOyMHH, JKEJNATHH, HJIH UMMYHOTJIOOYJIMHBL,
rHAPOQIIIbHBIE TONUMEPDI, TAKHE KaK IMOJUBUHIJIITUPPOIUIAOH, aMHUHOKHCIOTBL, TaKue Kak
TJIULMH, TIYTaMHH, aCllaparyuH, TUCTHIWH, apTUHUH, WIH JIM3UH, MOHOCAXaPH/Ibl, AHCAXaPUIbI 1
ApyTHe YIrIeBOIBI, B TOM YHCJE IIFOKO3a, MAHHO3a, MJIH JAEKCTPHHBI, XEJIATHBIE areHThbl, TaKue
kak EDTA; caxapa, Takue Kak caxapo3a, MaHHHUT, Tperajgo3a Wiu cOpOUT; coyeodpasyrorine
NPOTHBOMOHBI, TaKW€ KaK WOH HATPHUS, KOMIUIEKChl METAaJUIOB (HAmpUMep, KOMIUIEKCHI Zn-
Genoe), M/MIM HEHOHOTEHHBIE MOBEPXHOCTHO-aKTHBHBIC BemecTBa, Takue kak TWEEN',
PLURONICS™ nmu nomustunenriuxons (PEG). AkTuBHbIe (papMALEBTHUCCKHE HHIPEIHEHTHI
TAK’)K€ MOXKHO BKJIFOUUTH B TOJYYEHHbIE MHUKPOKAICYJbI, HAIPUMEP, IO METOAUKAM
KoalepBallMd  WJIM C  TOMOLIBI0  Mex(pa3HOW  NOJUMEpHU3alHy,  Hampumep, B
TMAPOKCUMETHIILIEIUTFOJIO3b] WIIM JKENATHHA M MHKPOKAICYJIbl U3 MOJIH-(METHIMETaKpUiIaTa)
COOTBETCTBEHHO, B KOJUIOMIHBIE CHUCTEMBI JOCTaBKU JIEKAPCTBEHHOTO CpPEACTBA (Hampumep,

JIMITOCOMBI, MI/IKpOC(bepr us3 aJ'Ib6YMI/IHa, MHKPOSMYJIBCUHU, HAHOYACTUIIbI U HaHOKal'lch'lbI) HUJIN B
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MakpoaMyJbcu. Takwe MeTOAMKH packpeIThl B myOnukaumu Remington's: The Science u
Practice of Pharmacy, 21* Edition, University of the Sciences in Philadelphia, Eds., 2005 (nanee
"Remington’s").

IIpenapaTtbl MOKHO MOJYYHUTb MO OOBIMHBIM METOIMKAM PACTBOPEHHUS M CMEIIUBAHMUSL.
Tepmun "repaneBrHuecku 3(PGEKTUBHOE KOJIMYECTBO"' MNPH HCHOJIB30BAHUU B HACTOSIIEM
M300peTeHNH O3HAYaeT, YTO KOJIMYECTBO AKTUBHOTO COENUHEHUs Win (hapMaleBTUYECKOro
CpPencTBa, KOTOPOE BBI3BIBAET OMOJNOTMYECKUH WM MEIULMHCKUIA OTBET B TKAHU, CUCTEME, Y
YKUBOTHOT'O WJIH Y€JIOBEeKA, KOTOPBIN OKUIAET MOJIYYUTh UCCIeA0BaTeNb, BETEPUHAD, MEIUK WU
apyroi kmuHUIMCT. TepameBTudyeckn 5((PEKTHUBHOE KOJNUYECTBO BBOAMMOIO COCIHHEHUS
3aBHCUT OT TaKUX COOOPaKEHUH M SIBJIIETCS MUHUMAJIbHBIM KOJIMYECTBOM, HEOOXOIUMBIM IS
o0JierueHusi, U3JIeYMBAHUS WM JICUSHHs 3a00JIEBaHMSI FUTH OJHOTO WIJIM OOJBIIEro KOJUYECTBA
€ro CUMITOMOB.

Tepmunbr "BBOAUTH", "BBEneHHUE" NPUMEHUTENHHO K COCOUHEHUIO, KOMIIO3UIUU WIIH
IO3MpPOBaHHOW (opMe, mpennaraeMod B HACTOSINEM HW300PETEHHH, O3HAYaeT BBEICHUE
COEAMHEHHs B CUCTEMY HY KIAIOIIErocs B JIEYeHUH CyObeKTa WK nauueHta. Ecnu coennHeHue,
npeaaraéMoe B HaCcTOSIIIEM U300pETEHUH, HCIIONB3YIOT B KOMOMHAILIMH C OJHUM HJIH OOJBIINM
KOJMYECTBOM JIPYTMX AaKTHUBHBIX CpEICTB, 'BBeleHHME" U €ro BapUaHTbl BKJIIOYAIOT
OJTHOBPEMEHHOE W/WJIN TIOCJIE0BATENIbHOE BBEACHNE COEIMHEHMS U IPYTHX aKTHBHBIX CPEACTB.

Komno3uuuy, onucaHHble B HACTOSIEM H300pPETEHHUH MOXKHO BBOAWUTH CHCTEMHO WIIH
MECTHO, HAaIllpUMep, MepopajbHO (BKJIIOYAs, HO HE OIPAHUYMBAACH TOJBKO HMH TBEpAbIE
IO3UpPOBaHHBIE (POPMBI, BKJIIOYAs TBEPAbIE MM MATKHE KarcyJibl (HAllpUMep, >KEJTaTHHOBBIE
KarcyJbl), TaOJNETKH, MUJIONH, TOPOIIKH, CYOJMHIBaJbHbIE TaOJETKH, MACTHIIKH, JINEIIKU U
TPaHyJbl, W >KUAKHE HO3UPOBAaHHBIE (POPMBI, BKJIIOUAs, HO HE OrPaHUYHBAIOTCS TOJBKO HMMH,
(dapmaLeBTHYECKH PUEMJIEMbIE IMYJIbCHH, MUKPO3MYJIbCHH, BOAHbIE WM MACIISIHbIE PACTBOPHI,
CYCII€H3UH, CHPOIbI M 3JIUKCHPBI, MyTEeM HHralsaluu (Hampumep, HCIONb3ys adpo30Jib, ras,
UHraiATop, HeOynahsep M T. 1.), B yIIU (HApUMEp, KCIIONB3ys YINHBbIE KaIuld), MECTHO
(HampuMep, UCTIOJB3YSl KPEMBbI, T'elii, CPEACTBA Il WHTAJSILIUY, JIMHIMEHTBI, PUMOYKH, MasHy,
IUTACTBIPY, TACThI, TOPOLIKH, PAcTBOPBI, CIPEH, YPECKOXKHbIE IIACTBIPU U T. I.), B IJa3a
(HampuMep, WCHOJB3ysl TIJIA3HbIe KaIUIH, O(TaIbMOJOTHYECKHE Telld, O(PTaTbMOJOTHYECKUE
Ma3H), PeKTAJIbHO (HApHUMep, MCIIONB3Ysl KIM3Mbl WIIH CYIIO3UTOPHUHU), HA3aJIbHO, OYKKAJIBHO,
BAarMHAJIBbHO  (HampuMep, HCIONB3ys  CHOPHUHLEBAaHHE, BHYTPUMATOYHBIE  YCTPOWCTBA,
BarvHAJIbHbIC CYMIIO3UTOPHH, BArHMHAJIbHbBIE KOJbIIA MM TAOJIETKH U T. I1.), UCIIOJB3Ysl VIIHbIC
KaIlIi, UCIOJIb3Yysl UMIUIAHTUPYEMBIH pe3epByap U T. I1., UJIU NAPEHTEPAIbHO B 3aBUCHMOCTH OT
TSDKECTH W THIA MOABEPrarouierocs jeueHuro 3abosnesanus. TepMuH "mapeTHepaibHbIN" mpu
UCTIONIb30BAHUHN B HACTOSIIIEM H300PETEHUH BKIFOUAET, HO HE OTPAHUYMBAETCS TOJIBKO HMH,
METOIUKU MOAKOKHOM, BHYTPHUBEHHOM, BHYTPUMBILIEYHOMH, UHTPAAPTUKYJISIPHOM,
BHYTPUCYCTABHOW, HAJYPEBHOM, MHTPATEKAJBbHON, BHYTPUIIEYEHOYHOW, BHYTPb NMOPa’KEHHBIX
TKaHell W BHYTpHUYEPENHONH MHBbEKIMH Wiu UHQPy3uu. KoMno3uuum npeanodYTUTeNbHO, BBOAST
NepOpasbHO, BHYTPUOPIOMINHHO WIIH BHYTPUBEHHO.

HpenapaTbI COCAUHCHUSA, MPEAHASHAYCHHOr'O AJisI MEPOPAIbHOTO NPUMEHEHUS, MOXKHO
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NOJIYYUTh IO JIFOOOH METOAWKE, W3BECTHOH B 00JAaCTH NPUTOTOBIEHUS (DapMaleBTHUECKUX
KOMITO3ULIUH.

B TBepabIx n03uMpOBaHHBIX (POpMax aKTUBHOE COEJUHEHHE CMEIIMBAIOT 0 MEHbLIeH
Mepe C OAHMM HHEpPTHBIM, (papMaleBTUYECKH MPUEMJIEMbIM WHEPTHBIM HAIOJHUTENEM HIIH
HOCHUTENIEM, TaKMM KakK LIUTPAT HaTpus WM JukanbLuiidochaT u/nnm a) HaNOJHUTEIAMU UIIH
CPEenCTBaMH, YBEIMYHMBAKOLINE OOBEM, TAKUMH KaK KpaXMaJibl, JIAKTO3a, Caxapo3a, II0KO03a,
MaHHAT W  KPEMHHMEBas  KHCJIOTa, D) CBA3YIOIIMMHM, TAaKUMH Kak, HalpuMep,
KapOOKCHUMETHIILIEIUTION03a, AJbIUHATHI, JKENATHH, MOJMBHHWINMUPPOIUIUHOH, Caxapo3a H
KaMelb aKalWH, C) BIArOyAepKMBAIOLUIMMH CpPEACTBAMH, TAaKUMH Kak TiunepuH, d)
PA3PBIXJSIIOIUME  areHTaMH, TAKHMH Kak arap, KapOOHaT KajbLus, KapTO(eTbHBbIH WIN
MaHHOKOBBI KpaxMaljl, aJblHHOBAs KHCJIOTA, HEKOTOpPbIE CHJIMKAThl U KapOOHAT HATPHS, €)
3aMEeUISIOIIMH PACTBOPEHHE areHTaMH, TAKUMH Kak mapaduH, f) yCKOpUTENsIMU BCAChIBaHUS,
TAKUMH KaK YETBEPTHYHbIE aMMOHUEBBIC COEIMHEHUS, ) CMAYMBAIOIIUMH AareHTaMH, TAKHUMHU
KaK, HampuMep, LETHJIOBbII CIUPT M IIIMLEPUHMOHOCTeapar, h) abcopOeHTamu, TakMMHU Kak
KaoJIUH U OEHTOHUTOBAS TJIMHA U 1) CMa3bIBAIOLINMHU BEIIECTBAMH, TAKUMH KaK TaJbK, CTeapar
KaJbIMsl, CTeApaT MArHusi, TBEPbIEe TOJHITHIICHTIINKOIHN, JaypuiICyIbhaT HATPUS U UX CMECH.
Tabnerku Moryt ObITh 0O€3 MOKPHITHSA MJIM HA HUX MOKHO HAHECTH MOKPBITHE MO H3BECTHBHIM
METOAMKAM, BKJIIOUash MHUKPOKAICYJIUPOBAHHUE, IS MACKUPOBKH HEMPHUSTHOIO BKyCa WIIH JUIS
3aIeP’)KKH  Pa3pBIXJIEHUs] U BCACBIBAHUS B JKEIYAOYHO-KUIIEYHOM TPAKT€ U TEM CaMbIM
o0ecrieueHNs1 3aMeIJIEHHOTO BO3JEHCTBUA B TeueHHe Oojiee AuTenpbHOro nepuona. Hanpumep,
MOJKHO HCIOJb30BaTh 33JePKUBAIOLINI MaTepuaj, TAaKOM Kak INIMLEepHUIMOHOCTEApaT WU
TIIULEPIIIANCTEApaT, 10 OTAEIBHOCTH WJIM C BOCKOM. MOJKHO MCIIONIB30BAaTh PACTBOPUMBIN B
BOJIE MACKUPYIOIIMH BKyC MaTepual, TakOW Kak T'HIPOKCUIPOMMJIMETUIILEIUIION03a WU
T'UPOKCHUITPOTMIILIEIITFON03.

B nomonmHeHuWe K aKTHBHBIM COEAMHEHUSM JKUAKHE IO3UPOBAHHBIE (OPMBI MOTYT
COZlepKaTh MHEPTHBIE pa30aBUTENM, OOBIYHO MCIIONB3YIOIUECS B JAHHOW OONACTH TEXHHKH,
TaKMe Kak, HampuMep, BOAA WJIM JPyTrHe PaCTBOPUTENH, COJIOOMIM3HPYIOLINE AareHThl U
SMYJIBraTOPbI, TAKHE KAK STHUJIOBBINA CITUPT, U3OMPOIMUIOBBINA CITUPT, STHIKApOOHAT, STHUIALIETAT,
OEH3HMIIOBBII CITUPT, OeH3uIOeH30aT, MPOTMHJICHTJINKOJb, 1,3-OyTHIIEHTTUKOJIb,
nuMmeTwihopmMamMus, Maciia (B 4aCTHOCTH, XJIOMKOBOE, apaXUCOBOE, KYKYPY3HOE, U3 3apPOIbILIEH,
OJIMBKOBOE, KaCTOPOBOE M KYH)KYTHOE MAacia), TIHLEPHH, TeTparuapodypdypHiIOBeId CIUPT,
NOJIMSTHJICHTIIMKOMN U 3(QUPbI KUPHBIX KHUCJIOT copbuta W uxXx cMecu. Kpome HHEpPTHBIX
pa3baBuTeneli mepopabHbIe KOMIIO3HLIUU TaKKe€ MOTYT BKIIFOYAaTh BCIIOMOTATENbHBIE BEIIECTBA,
TaKWe KaK CMayuBAIOIIME areHThl, OMYJbIUPYIOIINE U CYCICHOUPYIOIIUE AareHTHl,
MOJICJIACTHUTENHN, APOMATH3ATOPBI H OTAYIIKH.

ITepopanbHble KOMITO3UIMU (TBEPABIE WIIM JKUJIKHE) TaKK€ MOTYT BKJIOYATh MHEPTHBIC
HATIOJIHUTENI! U BCIIOMOTATEJIbHbIE BEIIECTBA, TAKUE KaK TUCIIEPTUPYIOIINE HIIM CMAaYUBAIOLIHE
areHThl, TaKhue Kak MpUpOAHBIH QochaTun (Hampumep, JELMUTHH), NMPOAYKT KOHACHCAIMU
ANKWJIEHOKCUAA C OKUPHOW KHCIOTOW (HampuMmep, IONMOKCHUATUICHCTEApaT), MPOAYKT

KOH/ICHCALIUK JTWICHOKCHAA C JUIMHHOLETIOYEUHBbIM aiu(aTUIecKuM CIUPTOM (Hampumep,
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renTafeKad THIEHOKCULIETAHOI), MPOAYKT KOHIEHCALMU 3TUJICHOKCHIA C HETOJHBIM 3pUpoM,
o0pa3oBaHHBIM M3  JKUPHOH  KHUCIOTBI W AQHTUAPUAOM  TIekcuTa  (Hampumep,
NOJIMOKCU3TUIIEHCOPOUTAHMOHOOIIEAT);, 3MYJIbIUPYIOIUE U CYCHEHIUPYIOILINE areHThl, TaKue
KaK HaTpUeBas COJb KapOOKCHMETHIILIENIIONIO3b], KPOCKaPMEII03a, MOBUIOH, METHIILIEIUIION032,
TUAPOKCUNIPONMIMETHIILIEIUTIONO03a, aJbIMHAT HATPUs, MOJUBUHWINUPPOIUAOH, TParakaHTOBast
KaMeIb M KaMelb aKalUH, IMOJCIACTUTENH, apoOMAaTU3aTOpbl M OTAYIUKH, W/WJIN OJUH HJIH
Gosbliee KOJIMYECTBO KOHCEPBAHTOB, TAKUX KaK STHJI- MM H-TIPOIIJI-TI-THAPOKCUOEH30aT, OUH
win OoJibIee KOJIMYECTBO OKPAIIUBAIOIINX areHTOB, OJUH WK OOJIbIIee KOJUUYECTBO BKYCOBBIX
areHTOB U OJMH WK OOJIbIIee KOJNYECTBO MOJACIACTHTENICH, TAKHX KaK caxapo3a WM CaXapuH.

DapmaleBTUYECKUE KOMIIO3ULMM Tak)kK€ MOKHO BBOAUTH C IOMOIIBIO HAa3aJbHOTO
a’pO30Ji WJIM UHrajgsauuu. Takue KOMIIO3ULMK MOJYy4YaroT M0 METOAMKAM, XOPOLIO U3BECTHBIM B
oOnactu (papmMaLeBTHYECKHX TPENapaToB M HMX MOXKHO IOJYYUTh B BHAE pPacTBOPOB B
(pM3NOTOrHUECKOM PacTBOPE C UCIIOIB30BAHNEM OCH3MJIOBOTO CIHPTA WJIH APYTUX MOAXOSAIINX
KOHCEPBAHTOB, CTUMYJISITOPOB BCAChIBAHUS sl YJAyYIIEHHs:  OMOJOCTYITHOCTH,
¢dTOp3aMeIIeHHbIX YIIEBOAOPOAOB W/MIM JAPYTHX OOBMMHBIX  COMIOOWMIM3HPYIOLUINX — HIIH
AUCIIEPTUpYOIUX areHToB. lIpenaparsl, nogxoasdmue 1l BHYTPUIETOYHOIO WM HA3AJIBHOIO
BBEICHUS, OOJNIQNAal0T YacTULAMH C pa3MepaMmH, Hampumep, B auanasone ot 0,1 mo 500 mxm
(BKJIFOYAs HaCTHUIIBI ¢ pa3Mepamu B auama3one ot 0,1 mo S00 MKM ¢ 1arom B JOJIM MUKPOMETPA,
Takue Kak ¢ pazmepamu 0,5, 1, 30, 35 MKM U T. 11.), KOTOpbIE BBOAST MyTeM OBICTPOTO BIIBIXaHUS
Yyepe3 HOCOBOM XOJ| MJIM IyTE€M BIBIXaHUS Uepe3 POT, TaK YTOOBI OHH IOMAIH B AJIbBEOJISIPHbIE
MELIOYKH.

dapmaneBTHUECKHUE KOMIIO3ULIUH, ONICAHHBIE B HACTOSIIEM H300pETEHUH TAK)Ke MOXKHO
BBOJUTh MECTHO, B OCOOEHHOCTH €CJU OOBEKTOM JIEUEHMS BKIIFOUAET YYACTKU WM OPTaHblI,
JIETKO JIOCTYITHBIE NyTE€M MECTHOTO BBEICHMs, BKJIOYAs 3a00JeBaHUS IJIa3, yIIei, KOXXU WM
HIDKHEH dYacTu kuiueyHuka. Iloaxopsique MecTHble mpenaparbl JIETKO NPUTOTOBUTH IS
KQKIOr0 M3 3THUX YYaCTKOB HWJIM OPraHOB. AKTHUBHBI KOMIIOHEHT B CTEPHJIbHBIX YCIOBHSIX
CMEIINBAIOT € (PapMALIEBTUYECKH TPUEMIIEMbIM HOCHTEJIEM M JIIOOBIMH HEOOXOIUMBIMH
KOHCEepBaHTaMH W Oy(depamu, KOTOpbIe MOTYT MOTPeOOBATHCS.

Jlnst MeCTHOTrO BeleHHs (apMaleBTHYECKHE KOMITO3ULUH MOYKHO TPUTOTOBUTH B BHUJIE
NOAXOASAINEN  MasH, COAepsKalleldl AKTUBHBII  KOMIIOHEHT, CYCIEHIMPOBAHHBIA WU
pacTBOpPEHHBII B ONHOM WM OOJblIeM KojmdecTBe Hocutenedl. Hocurtenun niast mMecTHOro
BBEJICHUSl COEAMHEHWH, NpeIaraéMblX B HACTOSIIEM H300pPETEHUH, BKIOYAOT, HO HE
OrPaHUYMBAIOTCS TOJBKO HMMH, MHHEPAIbHOE MAaCioO, JKUIAKOE BAa3eIMHOBOE Macio, Oenoe
Ba3E€JIMHOBOE MacJo, MPONUJICHIIUKOb, MOJIMOKCUITHUIIEH, MOJIMOKCUMIPOIUJIEH,
SMYJBTUPYIOIIUNCS BOCK U BOAY. AJIBTEPHATUBHO, (papMaLeBTUYECKUE KOMITO3UIIMH MOYKHO
NPUrOTOBUTb B BHAE MNOAXOASALIEH NPUMOYKM WIM KpPEMa, COAEPIKALIEro aKTUBHBIC
KOMITOHEHTBI, CYCIIEHAMPOBAHHBIE WJIHM PACTBOPEHHbIE B OIHOM WJIH OOJBIIEM KOJUYECTBE
dapmaneBTHUECKH TpHEeMIIEMbIX Hocurenel. Iloxxonsmue HOCHTENM BKJIIOYAIOT, HO He
OrPaHUYMBAIOTCS TOJBKO MMH, MHHEPAJIbHOE Macio, copOMTaHMOHOCTeapar, monucopbdar 60,

BOCK Ha OCHOBE LIETUJIOBBIX 3()HMPOB, LIETEAPUIIOBBIA CIUPT, 2-OKTWIIOACKAHON, OSH3UJIOBBIH
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CIIHPT U BOAY.

ANbTEpHATUBHO, aKTHBHbIE UHIPEIUEHTHI MOKHO MPUTOTOBUTH B BHUIE KpeMa B OCHOBE
1N KpeMa Tuna macio-B-Boge. [Ipu kenaHun B BOAHYIO (pasy OCHOBBI Ui KpeMa MOXKHO
BKJIIOYaTh MHOTOQTOMHBIH CIHUPT, T. €. CIUPT, COAEp KALIMi 1Be WK OOobliee KOJIUYEeCTBO
THIPOKCUTPYIII, TAKOH KakK MPOIMHJIEHTJIMKOJb, OyTaH 1,3-110N, MAHHUT, COPOUT, TIMLEPUH U
nojusTuieHrnkonb (Bkiouas PEG 400) u ux cmecu. B MecTHble mpemnapaThl JKEIaTENbHO
BKJIFOYATh COCUHEHHE, KOTOPbIE YBEIMYNBAK) MPOHUIIAEMOCTh UM POHUKHOBEHUE aKTUBHOTO
UHIPENEHTA Yepe3 KOXKY HIIH APYyrue mopaxeHHbie 001acTu. [IpuMepbl TaKUX KOXKHBIX CPEJCTB,
YIYYIIAOIUX TPOHUIIAEMOCTb, BKIIOYAIOT TUMETHIICYIb(MOKCHT 1 POACTBEHHbBIE AHAJIOTH.

Macnsinyto a3y SMyJIbCUH, TOJYYEHHOW C HCIMOJb30BaHHEM coenauHeHus Gopmybl I,
MOKHO 00pa30BaTh M3 HM3BECTHBIX HMHIPEAMEHTOB HM3BECTHBIM 0O0pa3oM. XOTs ¢a3sa MOXKET
BKJIIOYAaTh TMPOCTO OMYJbratop (Takke W3BECTHBIH, KaKk OMYJIbIHPYIOIIEe BEIIECTBO),
’KeJIaTeNIbHO, YTOOBI OH BKJIFOUYAJ CMECh MO MEHbLIeH Mepe OTHOTO SMYJIbraTop C JKUPOM WJIH
MacjoM WK € KHPOM U MacjoM. [ uapoQuibHBII 3MyJIbrarop MOKHO BKJIOYAaTh BMECTE C
AUMOQUIBHBIM 3MYJIBIATOPOM, KOTOpPBIH [eiicTByeT, Kak crabunusatop. B HekoTopbix
BapUAHTaX OCYLIECTBJIEHHsI SMYyJIbIATOP BKJIIOYAET Macio u kup. Bmecte smynbratop(bl) co
crabunmuzatopom (crabunmusaropamu) win 6e3 craduwimsaropa (CTabMIN3aTopoB) 0OPA3YIOT TaK
Ha3bIBAEMbIN SMYJIbTUPYIOLIHIA BOCK M BOCK BMECTE C MACJIOM H XKHPOM OOpa3yrOT OCHOBY IS
TaK Ha3bIBAEMOW AMYJIbIHPYIOLIEH Ma3u, KoTopas o0pa3yeT MacisHYI0 IUCIEepPCHYIO a3y s
NpEernapaToB - KPEeMOB. OMyJbratopbl M CTaOWIN3aTOPbl SMYJbCUH, MOAXOASILINE IS
VICTIONIb30BAHMS ISl TIOJYYeHns coennHenns popmynbl I, Bxmouaror Tween ™-60, Span'™-80,
LIETOCTEaPHJIOBBIN CITUPT, OCH3UJIOBBIA CIIUPT, MUPUCTUIIOBBIN CIMPT, MIULEPHIMOHOCTEApaT U
JaypuiCyibhar HaTPUsL.

Kpome ToOro, Hacrosimee u300peTeHHE BKJIIOYAET HCIIOJIB30BAHUE UYPECKOXKHBIX
IUIACTBIPEH,  KOTOpble  OONAmAlOT  JONOJHUTEIBHBIM  INPEUMYyINECTBOM  obecnedeHus
peryJmpyeMoil IOCTaBKM COENMHEHUsT B opraHusM. Takue HO3HMpOBaHHbIE (OPMBI MOKHO
NPUTOTOBHUTH TIyT€M PACTBOPEHHs WJIM JUCIEPIUPOBAHUS COENUHEHHS] B COOTBETCTBYIOLIEH
cpene. YcCHaWTeNnd BCACBIBAHHMS TaKK€ MOKHO HCIIONb30BATh JUI YBEJIUYEHHUs] IMOTOKA
coenuHeHus: uepe3 Koky. CKOpPOCTb MOXKHO peryjupoBaTh C TOMOIIBIO PEryIHpYIOLIei
CKOPOCTb MeMOpPaHbI WJIH TyTeM AMCIEPIUPOBAHUS COSAMHEHHs B MOJMMEPHON MaTpHLE WU
reje.

JInsi mpuMeHeHusT B OPTaIbMOJIOTHH  (hapMaLeBTHYECKHE KOMITO3MLIMM  MOKHO
NPUTOTOBHUTh B BHIE MUKPOHU3UPOBAHHOW CYCIEH3MM B H30TOHUYECKOM C YCTAaHOBJIEHHBIM
3HadeHueM pH crepusbHOM (HU3UOJIOTHYECKOM pAcTBOPE HIIH, MPEANOYTHTENBHO, B BHIE
PacTBOPOB B M30TOHMYECKOM C YCTAHOBJICHHBIM 3HaueHHeM pH cTepuibHOM (U3HOIOrHYeCKOM
pactBope ¢ gnolaBieHweM wim  Oe3  go0aBieHHMs ~ KOHCEPBAaHTA, TAaKOTO  Kak
OCH3WNANKOHUUXJOPUA.  AJIBTEPHATUBHO,  AJIsi  MPUMEHEHHs B O(TaIbMOJOTHU
(bapmMareBTHYECKHE KOMITO3UI[HH MOKHO MPUTOTOBUTh B BUIE Ma3H, TAKOW KaK C Ba3eIMHOBBIM
MacioM. [{ns nedeHus riia3 WiM Ipyrux Hapy>KHbIX TKaHEH, HanpuMmep, pTa U KOXKU IpernapaTsl

MOXHO HCIIOJB30BATb B BHIAC MECTHOH Ma3u UM KpeMa, <CoacpXKamero AKTUBHBIN
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uHrpenueHT(bl) B KOJMYECTBE, paBHOM, Hampumep, or 0,075 nmo 20% wmac./mac. [us
IPUTOTOBJIEHUs] B BHUJE Ma3M aKTHUBHbIE MHIPEIUEHTBbl MOXKHO HCIIONB30BAaTh C OCHOBOW IS
Ma3u Ha OCHOBE MacJia, napaduHa WM CMEIIUBAIOIIEHCS C BOJOW OCHOBBIL.

Komnosunun a5 pekTanbHOrO MM BarMHaJIbHOIO BBEIEHUS IMPEANOYTHTENBHO
NPENCTABISIIOT COOOM  CYNMO3UTOPUM, KOTOPBIE MOXKHO TIOJNIYYUTh IyTeM CMEIIHUBAHUS
COeIMHEeHUH, ONMUCAHHBIX B HACTOSINEM H300PETeHHH, C MOAXOASLIMMHU HEepasApakaroIluMU
WHEPTHBIM HAIOJHUTENAMU WM HOCUTENIMH, TaKMMH KaK MAacjO Kakao, MUYEIUHBbIH BOCK,
MOJIUATUIIEHTJIUKONIb WMJIM BOCK JUISI CYNIIO3UTOPUEB, KOTOpPbIE SIBISIOTCS TBEPABIMU IIPU
TEMIIEpaType OKPYKAOLIEH Cpelbl, HO KUAKUM MPU TeMIIepaType Tejaa U NO3TOMY IUIABATCS B
NPSMOM KHUINKE WM TOJOCTH BJIArajHINa W BbICBOOOXKIAIOT aKTUBHBbIE COeOUHEHUs. Jlpyrue
npenaparsl, HOAXOASAIINE ISl BATMHAJIBHOTO BBEIEHMSI, MOXKHO MPUTOTOBUTH B BUJIE TIECCAPHEB,
TaMIIOHOB, KPEMOB, T'eJIel, NTACT, IEHOK UJIM CIIPEEB.

CrepunbHble (OPMBI  UII WHBEKIUM KOMIIO3WULMH, ONHCAHHBIX B HACTOSIIEM
n3o0pereHnn (HampuMmep, ANl TMAPEHTEPANbHOrO BBEIAEHHsI), MOTYT MpPEACTaBISITH COOOM
BOJHYIO WJIM MACIISIHYKO CYCIEH3UIO. JTHU CYCIIEH3UM MOKHO MPUTOTOBUTH MO METOAMKAM,
U3BECTHBIM B JITAHHOH OOJIACTH TEXHUKH, C HCIIOJIb30BAHHEM IMOIXOASIINX AHCIEPTHPYIOLINX
WJIM CMaYMBAIOIIUX ar€HTOB U CYCIEHIUPYIOIIUX areHTOB (BKIJIFOYAsi OMUCAHHBIE B TIPEABITYIIEM
abzame). CrepuipHbBlE TIpemapatrbl IJIsI HMHBEKLUH TaKXXe€ MOTYT MPEACTABISATh COOOM
CTEpUJIbHBI PAacTBOpP WM CYCHEH3UIO [JIs1 HHBEKIMHM B HETOKCHYHOM NapEeHTEPaJIbHO
npueMIIeMOM pa30aBUTENE TN PACTBOPHUTENE, HAIPUMEp, B BUe pactBopa B 1,3-Oyrananone. B
YHCIIO TPUEMJIEMBIX pa30aBUTENeH U PacTBOPUTENEH, KOTOPbIE MOXHO HCIIONIB30BATh, BXOIAT
BOZA, pacTBOp PuHrepa u M30TOHMYECKUIN PacTBOp XJjopuaa Hatpus. Kpome Toro, crepuibHbIe
HeJIeTy4re Macia OOBIYHO UCTIONB3YIOT B KAUECTBE PACTBOPHUTEINS U CYCIIEHIUPYIOLIEH CpeiblL.
Jlnst STOH 1eaM MOXKHO HCIOJB30BaTh JI0OOE CBETJIOE HeNleTydee Macio, BKIFOYas
CHUHTETHYECKUE MOHO- WM Auriuuepussl. JKUpHble KUCIOTHI, TAKME KaK OJEMHOBAs KUCJIOTA U
ee MIMLEPUAHbIE TMPOU3BOAHBIC, MPUMEHUMBbI MJIi TPUTOTOBICHHUS (GOPM Ui HHBEKLMUH,
NIOCKOJIbKY OHH SIBJISIFOTCSI HATYPAJIbHBIMU (hapMalIeBTUYECKH MPHEMJIEMbIMH MacllaMH, TaKue
KAaK PaCTUTEJBHOE MACIIO, HAIPUMEp, apaxucoOBOE MACJO, OJIUBKOBOE MACJO, KYHKYTHOE Maciio
WIA KOKOCOBOE MAacjio, B OCOOEHHOCTH WX MOJMOKCHUSTWINPOBAHHBIE BaPHAHTHI, HJIH
MHUHEPAJbHOE MAaCJO, TaKOE KakK JKMAKUN mapaduH. DTH MaCIsiHble PACTBOPBI HJIM CYCIIEH3UU
TaK)Ke MOTYT COAEPKaTh JTMHHOLETIOYEYHBIN CIIUPTOBBIA pa30aBUTENb WIH JUCTIEPTUPYIOIIEE
CPEACTBO, TaKOEe KaK KapOOKCHMMETWIILIEIUIFOJI03a WM aHAJIOTHYHBIC AUCIIEPTHPYIOIUE areHThI,
KOTOpble OOBIYHO UCHONB3YIOT [JIsI TNPHUTOTOBJICHUS  (PapMalieBTHYECKH IPHUEMIIEMBIX
TIO3UPOBAHHBIX (HOPM, BKIOYAsh 3MYJIbCUU U CyCHEeH3MU. Jlpyrue OOBIMHO HCIIOJB3YIOIUECS
NOBEPXHOCTHO-aKTUBHbBIE BelIeCTBa, Takue kak Tweens, Spans U Jpyrue sMyJbrHpYOIINE
areHTbl WJIN YCHWJINTENb OWONOCTYIIHOCTH, KOTOpPbIe TaKke OOBIMHO HCIONB3YIOT IS
NPUTOTOBIIEHUS (PapMALIEBTHUECKU IPUEMIIEMBIX TBEPBIX, JKUIKHX, UM APYTUX JO3UPOBAHHBIX
¢dopMm, Takke MOXKHO UCTIOIB30BATh AJISl IPUTOTOBJICHHS MPETApaTOB Al HHBEKINU. MacisiHble
CYyCIIEH3UU MOTYT COAEp>KaTb 3aryllarOllUil areHT, HalpuMep, IMYEIUHBIA BOCK, TBEPIbIH

napa(bHH 58]0 ]_IeTI/IJ'IOBbII‘/'I CIINPT. HOI[CJ'IaCTI/ITeJ'II/I, TAKHUE€ KaK YKAa3aHHbIC BbIIIC, U BKYCOBbBIC
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areHTbl MOXXHO J00aBUTh W TMOJYYUTh MEPOPANIbHBIA IpenapaTr ¢ MPUBIEKATEIbHBIM BKYCOM.
OTH KOMIIO3UIMM MOXXHO KOHCEPBHPOBATb IyTeM NOOABJIEHUS AHTUOKCHIIAHTA, TaKOTO Kak
OyTHIIMPOBAHHBIN MMIPOKCHAHU30J UIH alb(pa-Tokodepot.

B npyrom obwvexkre popmy A, dopmy B, rumpar 1, ruppar 2, ruppar 3, combBar ¢
STAHOJIOM, COJIbBAT C METAHOJIOM, COJIbBAT C METHJIITHIKETOHOM, COJIBBAT C AMXJIOPMETAHOM
WIN COJNbBAT C AUETOHUTPWIOM coequHeHus ¢gopmyibl (I) MOXHO NHPUrOTOBUTH B BHUJE
BETEPUHAPHON KOMIIO3ULIMHU, BKJIFOYAOLIEH BETEPUHAPHBIN HOCUTENb. BeTepunapHble HOCUTENH
NPEACTABISIIOT COOO MaTepuaibl, MPUMEHUMbIE IJIsl BBENEHHS KOMITO3UIMM, ¥ OHH MOTYT
TBEPIbIMHU, JKUIKHUMH WU ra3000pa3HbIMH MaTepUaIaMH, KOTOPbIe B OCTAJIbHOM HMHEPTHBL. B
BETEPUHAPUH OHHU COBMECTHUMbBI C AKTUBHBIM MHIPEIUEHTOM. DTH BETEPUHAPHBIE KOMIIO3ULIUH
MO’KHO BBOJIUTH NMAPEHTEPATBHO, IEPOPATHHO MITH JFOOBIM IPYTUM JKEJIATEIbHBIM ITyTEM.

CIIOCOBBI JIEUEHU A

B npyrom oObekTe HacTosiee M300pETEHUE TaKkKe OTHOCUTCS K CIOCOOy JIeYeHHsI
3a00NeBaHMs Y HYKIAIOIIErocsi B HEM CyOBEKTa, BKIIOUAIOLIEMY BBEIEHHUE, MO OTHAEIbHOCTH
WIM B KOMOMHHPOBAHHOH Tepanuy, TepaneBTHYECKH >(P(PEKTUBHOrO KojuuecTBa (OpMBI A,
dbopmer B, ruaparta 1, rugpara 2, runpara 3, cojbBaTa ¢ 3TAHOJOM, COJIbBATA C METAHOJIOM,
COJIbBAaTa C METWJISTHJIKETOHOM, COJIbBATA C JUXJOPMETAHOM HIIM COJIbBAaTa C AllETOHUTPUIIOM
coenuHenus popmyiisl (1) cyObekTy; rae 3a0oeBaHueM SIBIISIETCS] TAKOE, Uil KOTOPOTO TOJIE3HO
crumynupoBanne sGC umm ysenmuenne koHueHtpauun NO wmmmu ¢cGMP, nmm oboux, wim
nosbimaromas perymusanus nytd NO. Hacrosimee m3oOpereHne Takke OTHOCUTCS K CIIOCOOY
JeueHns 3a00J€BaHUs Y HYXKAAIOLIErocss B HeM CyOBeKTa, BKIFOUAIOLIEMYy BBEIEHHE CYyOBeKTy,
O OTHAENBPHOCTH HJIM B KOMOMHHPOBAHHOW Tepanuy, (apMaleBTHUECKOH KOMIO3ULINY,
BKIITOHaroeit popmy A, popmy B, rumpar 1, runpar 2, runpat 3, CONbBAT ¢ 3TAHOJIOM, COJIbBAT
C METAHOJIOM, COJbBAT C METWJISTHJIKETOHOM, COJbBAT C JUXJIOPMETAHOM HJIM COJbBAT C
ALIETOHUTPHUJIOM HJIM TO3MPOBAHHOM (hOPMBI, BKIIFOHAIOIIEH (hapMaLeBTUIECKYI0 KOMIIO3ULIHIO,
rae 3a0oyieBaHUEM SIBIISIETCS Takoe, MJsl KOTOPOro mojie3Ho crumynupoBanue sGC wum
yBenuuenue koHueHtpauuu NO win ¢cGMP, min 000oux, WM NMOBBIIAKOINAS PETYJISIUS MyTH
NO.

B HEKOTOpBIX BapHaHTax OCYLIECTBJEHUS COCOUHEHUS, PACKPBIThIE B HACTOSLIEM
n3o0perennn, sBIBHOTCA crumysstopamu sGC, KOTOpble MOTYT OBITh NPUMEHUMBI IS
NPEAyNpPeXIEHUs]  W/WIA  JIeYeHUs  3a0O0NIEBaHMM,  XapaKTePH3YIOLIMXCS  CHU)KEHHOH
OMOMOCTYIMHOCTBIO M/MIIH YYBCTBUTENBHOCTHIO K NO, TakHe Kak CBS3aHHBIE C MATOJOTMIECKHUMHU
COCTOSIHUSIMH OKHCJIUTENIHOTO CTPECCa WM HUTPO3aTUBHOTO CTPecca.

IToBeieHHple KOHUEHTpauun c¢GMP mnpuBOAT K Ba3OAMIATALMH, ITONABJICHUIO
arperaliii M aATre3Wd TPOMOOLIMTOB, THIIOTEH3UBHBIM 3¢¢eKTam, MNpensTCTBYOLINM
pemonenupoBanmo 3pdekram, aHTHanonTudeckuM 3ddexTaM, TPOTHBOBOCHAIUTEIHHBIM,
anTu(uOpo3HbIM 3ddexTam, MetadonudyeckuM >ddexkTaM U BO3ACHCTBHSIM Ha Iepenady
curHasioB HeifipoHamu. Takum obpazom, ctumyssaTopel SGC MOXKHO HCIIONB30BaTh AJIS JIEUEHUS
W/WIM TIpeRyNpeKaeHNs pa3HbIX 3a00IeBaHUH.

KonkperHele 3a0oneBaHUsi WIM HApyLIEHUS, KOTOPbIE MOXHO JIEUUTb W/WJHU
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npenynpexnarb nyteM BBemeHus crumyisitopa sGC, mpemnaraemMoro B - HACTOSIIEM
n3o0perennn (Hanpumep, ¢opmel A, ¢opmel B, runpara 1, ruapara 2, runpara 3, conbBara ¢
STAHOJIOM, COJIbBATA C METAHOJIOM, COJIbBATA C METHIITHIIKETOHOM, COJIbBATA C AUXJIOPMETAHOM
WU COJIbBATA C ALIETOHUTPHJIOM), BKJIIOYAIOT, HO HE OTPAHUYNBAIOTCS TOJIBKO UMH:
OeTaNuMoONpPOTEeMHEMHIO,  aXaja3uio (HampuMep, axajlasuio MUINEBOAA), OCTPBIH
pecriupatopHbiii quctpecc-cuHapoM (ARDS), aare3uBHbII KancyjuT, BO3paCTHBIE HAPYIIEHUS
CIIOCOOHCTH K OOYYEHHIO M MaMsATH, BO3PACTHYIO MOTEPIO MaMSITH, AJIKOTOJIM3M, AJONELHIO WIIN
BBbIMIAJIEHUE BOJIOC, BBICOTHYIKO O0Jjie3Hb, Ooie3Hb AublreiiMepa (BKJIHOYas mpendose3Hb
Anbureiimepa, 6ose3Hp AnblreliMepa ot ciadoii 10 cpeaHel TsKecTH U Ooe3Hb AblreimMepa
OT CpeIqHel 10 BBICOKOW TsKeCTH), O0KOBOI amuoTpoduueckuii ckiepo3 (ALS umu 6onesns Jly
I'epura), aHaJbHBIE TPEIIWHBI, AHEBPU3MY, CTEHOKApAMIO (Hampumep, CTAOWJIBHYIO HIIH
HECTAaOMJIbHYIO CTEHOKApIWI0, BAPUAHTHYIO CTEHOKAPAMIO, CTeHOKapauro IIpuHinmMerana,
MHKPOCOCYUCTYIO CTEHOKAPIHUIO), COCTOSIHUE TPEBOTH HJIM TPEBOKHbIC HAPYIIEHUS], apTHHUH-
SHTAPHYIO aMHHOALUIYPHIO, apTepuayibHble M BEHO3HbIE TPOMOO3bI, APTPUT, CHHIPOM
Acneprepa, acTMy M acTMarudeckue 3a00JIeBaHUs, aTAKCHIO, TEIEAHTMIKTA3UI0, aTePOCKIEPO3
(HarmpuMep, aTepOCKIIePO3, CBSA3aHHBIA C SHAOTENHAIBHBIM MTOPAKEHUEM, aI€3HI0 U arperammro
TPOMOOLIUTOB M MOHOLMTOB, Npiudepanuo W MHUTPALMI0 TNIAAKHUX MBIIL), aTpopUIecKuit
BarMHWUT, CUHAPOM HapyieHus BHuMaHus (ADD) wu cunmpoMm neduuuTra BHUMAHHSA C
runepakTHBHOCTHIO (ADHD), ayTu3M U HapyLIeHUs ayTHYECKOrO CIEeKTPa, J00POKauYeCTBEHHYIO
TUNepIuiasuio  npexncrarenbHor  skenessl (BPH) wnm  runeprpoduio wimm  paspacraHue,
OUIMONIpHOE PACCTPOMCTBO, CHHAPOM HH(PaBE3UKATBHONH OOCTPYKIHUH, OOJNEBOW CHHAPOM
moueBoro ny3eipst (BPS), Onepapur, Hapymenus merabonu3ma KOCTeH U yriIeBOJOB, CPaCcTaHHE
nepenoma (HarpuMep, CpacTaHue IepeioMa IOCIe OCTEOKJIACTHOIO PEeMOAENUPOBAHUS KOCTH,
OCTEOKJIACTHAsI pe30opOuusi KOCTH, 00pa3oBaHHE HOBOHW KOCTH), aHEBPH3MY TI'OJIOBHOTO MO3Ta,
THIIOKCHIO TOJIOBHOT'O MO3Td, METACTa3MpPOBAHUE paka, aMUJIOMIHYIO aHTHONATHIO TOJOBHOIO
mosra (CAA) wiu KOHTOQWJIBHYIO aHTHUOMATHIO, LEepeOpajbHYI0 ayTOCOMHO-IOMHHAHTHYIO
apTEpUONATHIO ¢ CYOKOpPTHKAJIbHBIMU MH(papkTamu u jerikosHuedanonatueit (CADASIL wnu
cunapom CADASIL), nepdy3uro rooBHOro Mo3ra, 00j1e3Hb MEJIKHX COCYIOB FOJIOBHOTO MO3Ta,
CIa3M MO3TOBBIX COCY/IOB, X€MO MO3T, IETCKOE JE3NHTETrPATHBHOE PACCTPONUCTBO, XPOHHUYECKHH
OpOHXUT, XPOHUYECKYIO YCTaJOCTh, XPOHHUECKYI0 TpaBMmarmiyeckyro sHuedanonatuio (CTE),
LIJIMOMATHH, [UPPO3 (HampuMep, LUPPO3 MEUeHH, LUPPO3 MEYESHH, CBSI3aHHBII C XPOHUYECKHM
3a0oneBaHNe TEYEHH, NEePBUYHBbIM OWIMAapHBIA LUPPO3), cBsizaHHas ¢ 3aboneBanmem L[[HC
cekcyanbHas aucyHKIus, ces3aHHble ¢ 3a0oneBanneMm LIHC nHapymenus cHa, HapylieHue
NO3HABATENIbHOW  CIMOCOOHOCTH, CBA3aHHOE C OOJe3HbIO [ ©HTUHITOHA, KOTHUTHUBHYIO
AUCHYHKIUIO, HAPYLIEHUs TO3HABATEIbHOM CIIOCOOHOCTH (HAampuUMep, COCYAMCThIE HApyIISHHUs
NIO3HABATENILHOM CIIOCOOHOCTH, ciiaboe HapylleHHe MMO3HABATENbHOW CIIOCOOHOCTH, HAPYLICHUS
NIO3HABATENIbHOW CIMOCOOHOCTH, CBsI3aHHbIE C AWAa0eTOM, HApYILICHUs MO3HABATEIbHON
CIIOCOOHOCTH, CBSI3aHHbIE C  PACCEsTHHBIM  CKJIEPO30M, HApYIICHUS I[103HABATEIbHOM
CIOCOOHOCTH, CBSI3aHHbIE C OOCTPYKTHUBHBIM arHO® BO CHE, HApPYLICHUS MO3HABATENbHON

cnocobHocTH, cBszaHHble ¢ muzodppenueit (CIAS), HapylieHUs MO3HABATEIBLHOM CIIOCOOHOCTH,
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CBA3AHHBIE C  CEPHOBUAHO-KJIETOYHOM  AHEMHEW, COTPSACEHHE  MO3ra,  BPOXKIEHHBIN
MHACTEHUYECKUI CHUHIPOM, 3a00JeBaHHE COEAMHUTEIbHOH TKaHH, MOCIEACTBUS HH(papKTa
TOJIOBHOTO  MO3ra  (amoOIUIEKCHYEeCKHH  ynap), COXpaHEHHWe 3aMEHUTeJed KpPOBU Y
TPaBMHUPOBAHHBIX MAIMEHTOB, KpecT-cuHapoM, Oone3nb Kpona, mykosucuunos (CF), Openosoe
paccTpoiicTBo, cinaboymue (Hampumep, MyJbTHHH(papKTHOe ciaboymue, ciaboymue Mocie
ynapa, cnaboymue ¢ tenbiamu JleBu, ciaboymue ¢ aereHepauueii JoOHOM nomH, ciaboymue ¢
JOJEeBOH JIOOHO-BHUCOYHOH JereHepauueil, cnaboymuie ¢ KOPTUKOOA3albHOW JAereHeparuer,
cnaboymue  Kpetitudpenona-Axoda, HIV-cnaboymue, MysabTuuHpapKkTHOE —Cciaboymue,
NOCJIeONepallMOHHOe  c1aboymue, CTpaTerudyeckoe MoHOMH(papkTHOe ciaboymme, HIV-
acCOIMMPOBaHHOE craboymue (BKJIOUas OECCHMITOMHOE HEHpONCHUXOJIOTHYECKOe HapyIleHHe
(ANI), nerkoe HelipokormutuBHoe Hapymenue (MND), HIV-accouumpoBanHOe craboymue
(HAD, Takxke HaspBaromuiics, kak AIDS-nementnbiii xommieke [ADC] wmm HIV
sHuedajonaTusi), mpencrapueckoe craboymue (cnaboe HapylleHHe IMO3HABATEbHOMN
cnocobHoctn, MCI), cmemanHoe cnaboymue, crnaboymue buHcBaHrepa (CyOKOpTHKaNbHAs
apTepuockyiepoTudeckas  sHuedanonarus), cnaboymue mnpu  OonesHu  [lapkuHCOHA),
IeMUETMHU3ALUIO, JETPECCHI0, IENPECCUBHOE HapyIIeHHe, NEePMAaTOMUO3UT, AUAOETHYECKYIO
AHTUOMATHIO, JUA0ETHYEeCKUH OTEeK KEJITOro TMsATHA, [Ha0eTHYeCKHe MHKPOAHTHOIMATHH,
nuabeTudeckne SI3BbI WJIM paHbl (HAMpUMep, ANMA0ETUYECKYIO SI3BYy CTOMbI), 3a0OJieBaHUs,
CBsI3aHHBIE C WJIK OTHOCSIIHECS K METa0OINYeCKOMY CUHAPOMY (HampuMmep, OXKHpeHue, Tuader,
PE3UCTEeHTHOCTh K HWHCYJIMHY, TOBBILIEHHOE COAEp)KaHHe TIIIIOKO3bl HATOIUAK, MOBBIIIEHHOE
COlep)KaHWE WHCYJIMHA HATOLIAK, TMOBBILIEHHOE COAEepKaHWe JIMIHIOB), 3a00ieBaHMs,
BKJIIOYAIOIIHE TOAABICHHbIE HEHPOTPAaHCMUTTEpPBI, 3a00NIeBaHUS, BKIIOUAIOIINE HAPYLICHHOE
MO3roBoe KpoBoOparueHune, 3a0oyieBaHMs, BKIIOYANOLINE HAPYLICHHYI HeHpOaereHeparHmio,
3a00JeBaHMs, BKJIIOYAIONIME HAPYLUICHHYK CHHANTHYeCKylo (yHkmmio, 3aboneBaHus,
BKJIIOHAIOIIHE HEHPOBOCIAIEHHE, 3200 I€BaHsI, BKIIOYAIOIINEe HEHPOTOKCUUHOCTb, 3a00IeBaHUs
OPraHOB MYXXCKOW M JKEHCKOW  MOYENOJOBOH  cHucTeMbl  (IOOpOKAYeCTBEHHBIE U
3JI0KAYECTBEHHBIE), HAPYLICHUS KOHLEHTPALUH y JAeTell ¢ 3aTpyAHEHHsAMH OOy4YeHUS U
3aroMUHaHus, CUHApPOM JlayHa, TpUBBIKAHHE K YPE3MEPHOMY YMOTPEONEHHIO JIEKAPCTBEHHOTO
CPEnCTBa WIM HAPKOTHKA, BBI3BAHHBIA HAPKOTHKAMH IMICUX03, CYXOH KEpaTHT, MBILIEYHYIO
nuctpoduro [lromeHna, KoHTpakTypy JromrouTpeHa, MAUCKUHE3UIO (HAmMpUMEp, OCTpas
OUCKUHE3Msl, XPOHHYECKash WM TO3IHssS IUCKUHE3Ws, HEeMOTOpHAs MMCKUHE3Ws, BbI3BaHHAs
neso-nona auckunesus (LID)), nucmeHopero (Hampumep, MEpBUYHAS JUCMEHOpEs, BTOPUYHAS
OUCMEHOpes ), TUCTAPEYHHI0, TUC(hariio, TUCTOHUIO (HAMpUMep, TeHepan30BaHHAs JUCTOHUS,
(okanbHAs JAUCTOHMS, CErMEHTaJbHAs IMCTOHHS, TIOJOBasi OUCTOHUS, TMPOMEKYTOYHAS
IOMCTOHHSI, OCTpasi AMCTOHMYECKAs PEaKLHs, eHeTHYeCcKas WM MEePBUYHAsl JUCTOHHMS), OTEK,
SJIEKTPOJIUTHBIE HApyLIeHHus (HAmpUMep, THIEPKAJIUEMHs, THIIOHATPUEMHUsI), SMpHU3EMY,
SH/IOMETPHUO3, SHAOTEIHATBHYI0 MUCHYHKIMIO WM NOpaKeHHe M 3a00JeBaHMs, CBSI3AHHBIE C
SHOTENUANBHON TUCHYHKIMEH, SPEeKTWIbHYIO AUCHYHKLHIO, axala3uio Kapaud, OoNie3Hb
Dabpu, KEHCKYIO TIOJIOBYIO TUCQYHKIIHIOS (HapuMep, HapyLIeHUe CEKCYaIbHOTO BO30YKISHHUS

y OKkeHmMH), ¢Qubpomuanruo, ¢ubpo3 (Hampumep, OSHIOMUOKAPAMATBHBIN (QUOPO3,
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npencepaHbiii GuOpPO3, MHTEPCTUIHAIBHBIN (HUOpPo3 cepama, ¢udpo3 cepama, GuUOpPO3 JErKUX,
¢ubpo3 3pauka, GuOPO3 KOXKHU, HHTECTUHANBHBIA (PrOpo3, pudbpo3 movek, MHTEPCTULHATBHBIHN
¢ubpo3 nmouek, pudpo3 Jerkux, uauonaTHIecKuii Gpudpo3 Jerkux, MPOrpecCUBHBIN MaCCHBHBIN
¢ubpo3 nerkux, ¢pudpo3 neueHu, MeAUACTHHAIBHBIN (HUOPO3, peTponepuToHeanbHbli Gudpos,
apTpodpudpo3, ¢udbpo3 KocTHOro wmosra, muenopudbpos, ocreomuenopudpPo3, BbI3ZBAHHBIN
obnyuenuem pubpos, GubpPo3 MOMKeTyAOUHOH sKese3bl), CHHAPOM JIOMKOW X-XPOMOCOMBI,
(YHKIIMOHABHYIO ~ IUCIIENCHIO, racTpomape3, OonesHb [ome, o0mue  HapyuieHus
KOHLICHTPUPOBAHUs, OOLIMI TCHUXO03, INIaykoMa, riInodiacToma, riioMepysionatuu (Harmpumep,
TJIOMEPYJIOHE(PPUT, OCTPBIN TIIOMEPYJIOHEPPUT, TIOMEPYIOCKIEPO3, (POKANBHBIA CErMEHTHBIH
TJIOMEPYJIOCKJIEPO3), TPAHYJIEMbl, TPABMY TOJOBBI, HApPyILIEHHUE Ciyxa (HampuMmep, YaCTUYHAs
TYrOyXOCTb, IOJHAsl TYrOyXOCTb, YaCTUYHAs TIJIyXOTa, IOJHAS TIJIyXOTa, TYrOyXOCThb B
pe3yJibTaTe BO3AEUCTBHUS IyMa), 3a00sieBaHue cepaua (HanpuMmep, peMoIeIupoOBaHUEe MUOKapaa
JEBOTO JKENyAOYKa, CHUCTOJHMYECKas JIUCHYHKIHMS JIEBOTO OKENyAO4YKa, HIIEMHYECKas
KapIUOMHOIIATHUS,  JWJIATALIMOHHAS  KapJUOMHOIATHUS,  aJKOTOJIbHAs  KapIHOMHOMATHS,
KapIUOMHOIIATUN XPAHEHHs, BPOXKICHHBIE TMMOPOKH CEpAlA, CHIDKEHHBI KpPOBOTOK B
KOPOHAPHOH apTepuy, IUCATONINYECKass WIH CUCTOJMYEeCKass AUCPYHKUMS, KOpOHAapHAs
HEIOCTaTOYHOCTh, OCTPBIH KOPOHAPHBIA CHHAPOM, 3a00JieBaHHE KOPOHAPHOH apTepuw,
ApPUTMHUH, CHI)KEHHE JKEJTYAOYKOBOTO KOHEYHO-AHACTOJMYECKOTO [aBJIEeHHUs, THIepTpodus
cepAana, runepTpodusi MpaBbIX OTAENOB CEPALIA, HAPYLIEHHS MPEACEPIHOrO M KEIyIOYKOBOTO
pUTMa W HapyIIEHHs] MPOBOJUMOCTH CEpILa, aTPUOBEHTPHKYJsApHbIE Onokanbl crerneHu I-II1
(AVB [I-1Il), HamxkenynoukoBash TaxMAPUTMUS, PaHHAA O KEIyAOYKOBas OSKCTPACHUCTONA,
GbubpwusILUA TpeACcepauii, TpeneTanue npeacepanii, GuOPMILIALUS KTy TOYKOB, TPEreTaHue
JKENyZJOUKOB, JKeJIyOUKOBasl TaxWapUTMUs, Taxukapaus torsade-de-pointes, mpencepiaHble U
JKEJyI0UKOBBIE HKCTPACHCTOJBL, IKCTPACUCTONBI AV-y3na, CHHIPOM CilnabOCTH CHHYCOBOTO
y3na, AV y3noBas peLMNpPOKHAas Taxukapaus, cuHapoM Bombda-Ilapkuncona-VYaiira,
MHUOKap/UaIbHAS HEAOCTATOYHOCTb, XPOHUYECKHH, OCTPBIA WM BUPYCHBIH MHOKApIUT,
KapIHOTeHHBIH LIOK, PEMOIEIMPOBAHUE CepaLa), cepaeunyto Henoctarounoctb (HF; nHanpumep:
cepAeyHasl HENOCTaTOYHOCTb C coxpaHeHHOH ¢Qpakumeit BwriOpoca (HFPEF), cepneunas
HEIOCTaTOYHOCTh CO CHIDKeHHOW (¢pakmuern BoiOpoca (HFREF), octpas ceppeunas
HEJIOCTaTOYHOCTh, XPOHHMYECKAsl CepAeYHas HEAOCTaTOYHOCTb, OCTpble (pa3pl HMeroIneics
XPOHHYECKOH cepaeyHol HenmocrarouHocTn (yxyamenue HF), TpansuTopHas cepaedHas
HEIOCTaTOYHOCTh, IOCT-OCTpPasi CEpAEYHAs HEIOCTATOYHOCTh, CHCTOJIMYECKAs CepAeyHast
HEIOCTaTOYHOCTh, JHACTOJHMYECKass CepAevyHas HEeNOCTaTOYHOCTb, 3aCTOWHAs CephedHast
HEIOCTATOYHOCTb, ocTpas JIEKOMITEHCHPOBAaHHAs cepaeyHast HEIOCTATOYHOCTb,
NPaBOXKENTYIOUKOBAsl HEAOCTATOYHOCTb, TOJHAs CEpledHass HEAOCTaTOYHOCTb, CepAeyHas
HEIOCTAaTOYHOCTh C BBICOKUM CEpIAEYHBIM BBIOPOCOM, CEpAeYHAs HEJOCTATOYHOCTb C
NOpaKEHHEM KJIANIAHOB cepAla, auabeTudeckast cepiedHas HEeNOCTaTOYHOCThb, CepAeqHas
HEJIOCTaTOYHOCTH/TIOUEYHO-CEPICUHBIN CHHIPOM, HEIOCTATOYHOCTb IPABBIX OTAEJIOB CEpPALA),
BBICOKYIO KOHLEHHTpALMIO HWHruOuropa akrtuBaropa muasmuHoreHa 1 (PA-1), Bbicokue

conepskanusi pudbpunorena 1 DLD HU3KOM MIOTHOCTH, THCTHONUTO3 X, O0e3Hb [ eHTHHITOHA
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i xopero (HD), runepaMMOHHEMHIO B POACTBEHHBIE 3a00JI€BAHNSA, THIIEPTEH3UIO (HapUMep,
apTepuanbHas THUIEPTEH3Us, PE3UCTEHTHAas TUINEePTeH3Us, auadeTHuUecKas TUIePTEeH3Us,
UAMONATUYECKass TUMEPTeH3Us, JCCEHLMAJbHAsl TUIEPTEH3Us, BTOPUYHAS TUIEPTEH3Us,
reCTallUOHHAss ~ TUNEPTeH3Us, MOpTajbHas  TUNEPTEH3Ms, CUCTEeMHas  TUIEPTEeH3MUs,
NPE3KJIAMIICHS], TIOBBIIIEHHOE OCTPOE U XPOHHUYECKOE KOPOHAPHOE KPOBSIHOE JaBJIEHUE),
TUIIEPTOHHIO, THIIEPTPOdUYEecCKre pyOLbl, FMIIOAKTHBHBIE HAPYIIEHHE MOJIOBOTO BO30YKAECHUS,
HEJJOCTATOYHYIO NepQy3HI0, UMIIOTEHINIO, BOCHAIUTEIbHYIO OOJIe3Hb KHIIEYHHKA (HarpuMmep,
Oonesub KpoHa, s3BEHHBINM KOJWT), BOCMAJNIEHHE, BBI3BAHHOE MAJSIpUEl TOJIOBHOIO MO3ra,
BOCMAJICHHE, BbI3BAaHHOE MH(MEKIHMOHHBIM 3a00JIeBaHUEM, BOCHAJIHUTEIbHBIH OTBET Ha
NEPUONEPALIMOHHBIA  YXOJ, arperanued TPOMOOLIUTOB, YMCTBEHHYIO HETOJHOLICHHOCTD,
NePEMEKAOIIYIOCS XPOMOTY, HHTepCcTUlHaIbHbIN LucTuT (IC), MHTpanuaiu3Hy0 THIOTEH3HIO,
UIIEMHUIO (HampuMep, HIIEeMUs TOJOBHOIO MO3ra, WIIEMHs MHOKapaa, TPoMOO3MOOHuecKast
UIIEeMUs, KPUTHYECKas HWIIeMHs KOHEYHOCTH), KeJouzbl, 3adoiieBaHHe NOYeK (Hampumep,
XpOHHYECKOe 3a00JIeBaHNe TIOYEK, OCTPast U XPOHUYECKasl MOYeUHasi HeAOCTATOYHOCTb, OCTpast U
XpOHHYeCKasi ~ IOoYeyHash  HeNOCTaTOYHOCTb,  OCTATOUHbIE  MPOSIBIEHUS  IOYEHHOH
HEIOCTAaTOYHOCTH, II0Ye4YHas HeNOCTaTOYHOCTb, CBsSI3aHHAs C OTEKOM JIerKUX, IOuYeqHast
HEeI0CTaTOYHOCTh, cBsA3aHHasi ¢ HF, moueuHas HenOCTaTOYHOCTb, CBsI3aHHAs C ypeMHuel wiu
aHeMuel, rmiepBuyHOe 3a0oieBaHHME TMOYEK, HACIEACTBEHHOE 3a0O0JieBaHME  IOYEK,
NPOTPECCUPOBAHNE TOJUKHCTO3HOTO 3a00JIeBaHMS MOYEK, OTTOP)KEHHE TPAHCIUIAHTATa IMOYKH,
BbI3BAHHOE MMMYHHBIM KOMILUIEKCOM 3a00JIeBaHUE IOYEK, AHOMAJIbHO CHIKEHHOE BBIBEIICHUE
KpPeaTHHNHA W/WJM BOABI, aHOMAJBbHO YBEJIMYEHHbIE KOHLEHTPALMH MOYEBMHBI, a30Ta, KaJus
W/ KpeaTMHMHA B KPOBH, W3MEHEHHYIO AaKTUBHOCTb NOYEYHBIX (DEPMEHTOB (Hampumep,
IJIyTAMIJICHHTETa3bl), U3MEHEHHYI0 OCMOJIUIBHOCTD MOYM MWJIH OOBEM MOYH, YCHJIEHHYIO
MHKPOAJIbOYMHHYPHIO, MAKPOAIBOYMUHYPHIO, MOPAKEHHE KIYyOOUKOB M apTepHOI, PaCIIUPEHHUE
KaHaJbLEeB, runepdpochareMuro, cocyaucroe 3adoyeBaHue MOYEK, KUCThI MOYEK, OTEK IOYeK
BCJIEICTBHE), KOPCAKOBCKUH IICUXO03, AaKTHUBALUI JIEHKOLMTOB, BBI3BAHHOE JIEBO-/I0MA
NOBEZICHHE, OOHAPYKHUBAKOIIEE CKJIOHHOCTh K MOTPEOJEHHI0 HAPKOTHKOB, CKJIEPO3HPYIOLIHHA
JIMXEH, CBS3aHHbIC C JMMUAAMU HapyIeHHs (HanmpuMep, N30bITOYHOE OXKUPEHUE, U30BITOUHBIN
MOJKOXHBIA JKUP, TUMEPIUNUAEMHUH, AUCIUIUAEMHIO, THUIEPXOJECTePUHEMHH, CHI)KEHHBIE
COZIEep KAHUS JINTIONIPOTENHA XoJiecTeprHa BbICOKOH mioTHocTH (HDL-xonectepun), ymepeHHOe
NIOBBIIIEHHE CONEPKaHUH JIUIOMPOTENHA XOoJleCTeprHa HU3KoH 1uiotHoctu (LDL-xonecrepun),
TUNEePTPUTITULIEPUIEMHUY, TUNEPTIULEPUAEMHUIO, TUIIOJUIIONPOTEMHEMHH, CUTOCTEPUHEMMUIOS,
KUPOBYIO MH(HUIBTPALUsI MEYEHH, CTEaTo3 MEUYEeHH MM aHOMAJIbHOE HAKOIUICHHE JIUIHIOB B
NeUeHH, CTeaTO3 CePALa, IOYEK UITH MBIIIL], CHTOCTEPUHEMHSI, KCAHTOMATO3, Oose3Hb Tanxepa),
3a0oneBaHus TeueHH (HarpUMep, COCYAUCTble 3a00JeBaHHE IMEYEHH, AKTUBALUS 3BE3AYaThIX
KJIETOK TI€YeHU, HAKOIUIEHHE MeueHOYHOro (GuOpo3HOro KojutareHa W OOINero KoJulareHa,
3a0oneBaHNe TI€YEHH HEKPOBOCHMAIUTENBPHOIO W/MIM HMMYHOJIOTUYECKOTO  XapakTepa,
XOJIECTaTHUECKOE 3a00JIeBaHUE TII€YeHM, CBSI3aHHOE C TIPaHYJIEMAaTO3HbIMH 3a00J€BaHUSIMHU
NeUeHH, XoJjecTaTudeckoe 3aboneBaHHE TI€YEHH, CBSI3aHHOE CO  3JI0KaY€CTBEHHBIMH

HOBOO6p&30BaHI/I${MI/I B MNCYCHH, XOJICCTATUYCCKOC 3aboseBaHue NEYCHU, CBA3AHHOEC C
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BHYTPUIIEYEHOUHBIM XOJIECTa30M O€pPEeMEHHBIX, XOJecTaTudeckoe 3a0oyieBaHHE MEUeHH,
CBSI3aHHOE C TeMaTUTOM, XOJIECTaTUYeCKOe 3a00JeBaHHE MEUEHH, CBS3aHHOE C CEICHCOM,
XOJIECTaTHUECKOE 3a00NIeBaHME II€YEHH, CBSI3aHHOE C JIEKAPCTBEHHBIMHM CPEICTBAMH MU
TOKCHUHAMH, XOJIECTaTUYeCKOe 3a00JIeBaHUE IeUeHH, CBS3aHHOE C peaklue "TpaHCIUIaHTaT
NPOTUB XO3sIMHA", XOoJiecTaTu4ecKkoe 3aboyieBaHHe IEYEeHH, CBSI3AHHOE C COCTOSIHHUEM IMOCIe
TPAaHCIUIAHTALlMM  T€UeHH, XOJecTaTudyeckoe  3a0ojieBaHME  TEYeHH, CBS3aHHOE C
XOJIEIOXOJINTHA30M, XOJIECTaTUYeCKoe 3a00IeBaHNe TIEYEHH, CBS3aHHOE C ONMYXOJISIMU JKEITIHOTO
NPOTOKA, XOJIECTATUYECKOe 3a00JIeBAaHHE TMEUEHH, CBS3aHHOE C KAPLMHOMOMW MOIXKENyIOYHON
JKeNe3bl, XOoJlecTaTudeckoe 3a0oyieBaHHE TME€YEHH, CBS3aHHOE C CHHAPOMOM MupHLLH,
XoJiecTaTHueckoe 3adoneBanne neyenu, cesizanHoe ¢ AIDS, xonanruonaTtuei, XojaecTaTHIecKoe
3a0oNieBaHNE TI€YEHHU, CBSI3aHHOE C Iapa3sUTaMH, XOJIECTATHYeCKOoe 3a00JieBaHHE IE€YCHH,
CBSI3aHHOE C  LIMCTO30MATO30M, TEMaTUT, HealKorojbHbli creatorematut (NASH),
HeaskoroyipHasi xuposast uHbmibTpauus nedean (NAFLD), Ba3ookkimo3noHHOE 3a0oseBaHue
neueHn (VOD), cuHapom cuHycoupanbHOH oOcTpykumu mnedernn (SOS), mnedeHouHas
sHIedanonaTus), JOKAJIM30BaHHBIA TpoMOO03, CHHAPOMBI HWKHUX MoueBblx myteil (LUTS),
MOSICHUYHBIA CTEHO3 TMO3BOHOYHOTO KaHalla, BOJYAHOUYHBIN He(PPUT, BOTUAHKY MM CHCTEMHAs
KPAacHYI0 BOJIYaHKY, MUKPOAJbOYMHUHYPHIO, AHOMAJIMU MHKPOLMPKYJSILUH, MHIPEHH, JIETKOe
HelipokorauTuBHOoe  Hapymenne (MND),  KoOJbIEeBHIHAs  CKJIEPOAEPMHsS,  MOSIMOIO,
MHOJKECTBEHHBIH JIaKyHapHBIH WH(}ApKT, cuHApoM mnonuopranHoi auchyskimu (MODS),
noymoprannas HenocrarouHoctb (MOF), paccesiHHbll ckiiepo3 (MS, BKIFOYasi KIMHUYECKH
BbigeneHHblil cunapom (CIS), penunusupyromuii-pemurrupyromuii MS (RRMS), nepBuuHbIit
nporpeccupyromuii  MS  (PPMS), Bropuuneli mnporpeccupyrommii  MS  (SPMY)),
MyJbTUCUCTEMHYIO aTpoduto (MSA), nHpapkT MUOKapaa WM cepAeyHbIN NPUCTYN (HAaIIpUMeD,
uHpapkr Muokapaa ¢ nogbemMoMm ST-cermenra, nHdpapkT muokapaa 6e3 nogpema ST-cermenTa,
naBHUI MH(APKT MHOKapAa), MHOMHMYECKYI0 XOPHUOMAAIBHYIO HEOBACKYJSPHU3ALUIO, HEBYCHI
HAPKOTHYECKYI0 3aBHCHMOCTb, Hedponatuu (Hampumep, nauaderuueckas Hedponarus,
Henuaberudeckass Hedponatus, HeQpuT, HedpomaTHs, BbI3BAHHAs TOKCUHAMHU, HedpomaTus,
BbI3BAHHAS KOHTPACTHOW CpenoH, nuabeTwdecKkuil Wi HeauadeTUdecKuil HeppOCKIIepos,
HepoTUYEeCKHi CHHAPOM, mHeNoHeppUT, HedporeHHbln (Gudpo3), HelpoaereHepaTHBHbIE
3a0oneBaHusi, HEHPOTEeHHBII MOYEBOH Ty3blpb W  HENEp)KaHHe, HEeHpOBOCHAJIEHHE,
HEBPOJIOTUYECKHE HAPYLICHHUs, CBSI3aHHbIE CO CHIDKEHHOW BBIPAOOTKON OKCHaa a3oTa,
HelpoMbllieuHple 3a0oneBaHusl (Hampumep, MbimeyHass aucrpodus JromenHa (DMD),
mbieyHast auctpodpusi bexkepa (BMD), NOSCHOKOHEUHOCTHBIE MBIIIEYHBIE IUCTPOGUH,
IUCTaJbHbIE MHOTATHH, MHOTOHWYeckue nuctpodum tuma | m tuma II, nune-momarouHo-
NEPOHEATBHYIO MBIIIEYHYIO AUCTPOPHUIO, ayTOCOMHAs U X-CLEIUIEHHAs] MbIIIEYHas AUCTPOPUs
Owmepu-/peiidyca, okynodapeHrnaapbHasi MbiiedHas auctpodus, OOKOBOH aMHOTPOPUIECKHIA
CKJIEpO3, CHUHAJbHast MblmeyHass arpopus (SMA)), HeHpoMHENIWT 3pUTEIBHOrO HepBa,
HeBpomnaTuu (Harpumep, nepudepudeckass HEBPONaTHsl, ABTOHOMHAsI HEBPOIIATHsI, HEBPOIIATHUS
LIEHTPAJIbHOH HEPBHOM CHCTEMbI, BbI3BAaHHAs XWUMHOTEpanmueidl HeBpomaTtus, AuadeThdeckas

HEBPOIMAaTHs, OoJie3HEHHbIE HEBPOIATHUH, HEBPONATUYICCKAA 60.]'[]:;, HeOOJIe3HEHHbIE HEBPOIIAaTHN,
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Oone3HeHHass paua0eTnyeckas HeBpomaTusi, HeOoNe3HeHHass AnaldeThdeckas HEeBPOIATHS,
HEeBpoOmaTuy, cBsidaHHble ¢ 3a0oneBanueM [[HC (Hampumep, paccesiHHbIA Cckiepo3, MS),
BbI3BaHHAsl OOJIydEHHEM HEBPOIIATHsA), HEBpOMNaTHdeckas OOJib, BBI3BAHHAS OMOSCBHIBAIOLINM
JUIIaeM, HeBporaTudeckass OOJib, CBS3aHHAs C Olepaleil MO3BOHOYHHKA), OOCECCHBHO-
KommyiabcuBHOe pacctpoiictBo  (OCD), oOCTpyKTHBHBIH TPOMOAHTHUUT, OOCTPYKTHUBHYIO
yPOMATHIO, ATOHUYECKHH (PACIHHUT, OCTEONOpO3, TMIIEPAKTHBHBIH MOUYEBOH My3bIpb, OOJIb
(manpumep, octpas Oonb, IIEHTpaNbHBI OONEBOH CHHIPOM, BOCHAIUTENbHAS OOJb,
nocjeoneparnoHHast 00Jib, TOHUYECKasi 00J1b, BUCLEpaibHast 00Jb, OOJIb MPH MEePeMeKaro IeCst
XPOMOTE, CUMIOTOMBI OpdaHHOH Oonu (HampuMep, aleTa3oNaMuI-4yBCTBUTENIbHAS MHOTOHUS,
CHHIPOM ayTO3PUTPOLMTAPHON CEHCHUOMJIM3aLMK, ayTOCOMHO NOMHUHaHTHasi Oonesnb Illapko-
Mapu-TyTta Tuna 2V, ayTOCOMHO-IOMUHAHTHAs IpoMexyTouHast 6onesnb [lapko-Mapu-Tyra ¢
HEBPOMATUYECKOH  OOJIbI0,  ayTOCOMHO-PELIECCHBHAS ~ KOHEYHOCTHO-TIOSICHASI ~ MBIIIEYHAs
auctpodus Thma 2A, CBA3aHHAs C KaHAJOMATHEH BPOXKIEHHAs HEYYBCTBUTEIBHOCTh K O0IH,
XpoHuYeckasi 60J1b, TpeOyIoIas BHYTPUCIUHAIBPHOW aHANTe3UH, KOMIUIEKCHBIH PEerHOHATbHBIN
OOJNeBOl CHHAPOM, KOMILJIEKCHBIM PErHMOHANbHBIN OO0JIeBOM CHHIAPOM THMA 1, KOMILUIEKCHBIH
peruoHaNbHbIH 0OJEBOH CHHAPOM THUNAa 2, BPOKACHHAS HEYYBCTBUTENBHOCTh K Oomm ¢
THIIEPTHIPO3OM, BPOKIACHHAS HEUYyBCTBHTENBHOCTb K OONM € TSDKEJNOH YMCTBEHHOM
HETIOJIHOLIEHHOCTBIO, BPOX/I€HHAs] HEYYBCTBHTEJNBHOCTb K OOJMM C TSDKENOH YMCTBEHHOH
HETIOJIHOLIEHHOCTBIO, BPOKACHHAs! HEYYBCTBUTEIBHOCTb K OOJH-CHHAPOM THUIEPTHIPO3a,
muddy3Has JTaJOHHO-TIONOIIBEHHAsT KepaToAepMusi ¢ OOJE3HEHHbIMH TPELIMHAMH, CHHIPOM
BPOXKIEHHON 3MU30NYEeCKOl OOJH, CHHAPOM BPOKIAEHHOH 3MU30JUYeCKOll OONMM C ydacTuem
NPEUMYIIECTBEHHO HWKHUX KOHEYHOCTEW, CHUHAPOM BPOXKIEHHON 3MHM30HUYECKOr Oonmu C
y4acTHEeM TMPENMYIIEeCTBEHHO BEPXHEH 4YacTH Tena, BPOXKIEHHbIE OOJE3HEHHBbIE KEJIOHIB,
BpPOX/E€HHAsi CEHCOpPHas M AaBTOHOMHAs HEBPOMNATUs TUMAa 4, BPOKAEHHAs CEHCOpHas M
aBTOHOMHAsl HEBPONATUs THUIA 5, BPOXKIEHHAs CEHCOpPHAas M aBTOHOMHAs HEBPOIATHs THUMA 7,
UHTEPCTULMANIBHBIA  IMUCTUT, OOJIE3HEHHbI OpPOMTANBbHBIA W  CHCTEMHBIH  CHHAPOM
HelpohudbpombI-MapdaHOUTHOM BHELIHOCTH, MapOKCHU3MaJIbHOE HapyIIeHHE,
COIPOBOXKAANOIIEeCsT OOJIbI0, CTOMKAasi HMIUOMATHYECKas JHLeBas OOjb, Ka4eCTBEHHBIE WU
KOJINYECTBEHHBIE HEOCTATKU KajbllauHa, CHHAPOM Tonoca-XaHTa, MaHKPEATUT, MaHUIECKOE
paccrpoiictBo, Oone3np [lapkUHCOHA, MTAPKUHCOHU3M ILIOC, Oose3Hb [lapkuHCOHA, mucharuo,
NAaTOJIOTUYECKHE IHIIEBbIE PACCTPONCTBA, Ta30BYIK 0Oo0Jb, 3aboneBaHue mnepupepuIecKux
cocynoB (Hampumep, 3aboyieBaHue mepuepUUecKOil apTepuu, OKKJIIO3UOHHOE 3abojieBaHUe
nepudepudeckoir  aprepun, mnepudepudeckas dMOONHs, HapyUIeHHs NepuQepUIecKon
nepdy3un), IEPUTOHUT, PACIIPOCTPAHEHHOE HapyIIeHue pas3putus, Oone3nb leifiponn, cuHIpOM
[Ivka, TONMXOHAPUIO, TMOJMMHUO3UT, IMOCTIEPIETUYECKYI0 HEBPAJITHIO, MOCTTPABMATUYECKOE
NOpa’KE€HHE TOJIOBBI, TIOCTTpaBMaTH4Yeckoe crpeccoBoe Hapyuerue (PTSD), mpexneBpeMeHHy 0
ASAKYJSIHAIO, TPOTPECCUPYIOLIUI SASPHBIN Mapajud, rUrnepTpoHio MPencTaTeIbHON Kee3bl,
3a0oneBaHne JIETKUX (HampuUMep, TUIEKCOT€HHAs JIETOYHAsl apTepuonaTusi, OPOHXOCTEHO3 MU
JEeroyHblli OpOHXOCTEHO3, 3a0O0NeBaHHE COCYIOB JIETKHX, XPOHHUYECKOE OOCTPYKTHBHOE

3a0oneBanne nerkux (COPD), nerouHslii KanuuIspHBIM M€MaHrHOMAaTo3, JTUM(AHTHOMATO3 U
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CKaTHE  COCYIOB  JIETKMX  (HampuMmep, BCIEACTBHE  AACHONATHUH, ONYXOJHU WU
¢ubpomMennacTUHUTA), PEMOISIHPOBAHIE COCYAOB JICTKUX, JIETOUHAS] TUIIEPTEH3Hs), JIETOYHAsI
runieprensust (PH, manpumep, nerounas aprepuanpHas runeprensus (PAH), nepsuunas PH,
sropuuHas PH, cnopaguyeckas PH, npexanumisipnas PH, nnuonatuueckass PH, PH, cesa3annas
c 3abonesanueM neBoro skenyaouka, PH, ceszannas ¢ HIV, PH, cessannas ¢ SCD, PH,
cBsi3aHHast ¢ TpombOoamOonueit (xponudeckas TpombOosmbonuueckas PH wiu CTEPH), PH,
CBsi3aHHasi ¢ capkonnozoM, PH, cBsizaHHas ¢ XpOHMYECKUM OOCTPYKTHBHBIM 3a00JieBaHHEM
nerkux, PH, cBs3aHHass ¢ ocCTpbIM pecrupatopHbeIM auctpecc-cuaapomom (ARDS), PH,
CBSI3aHHAsI C OCTPBIM MopakeHueM Jjierkux, PH, csizannas ¢ nepunurom anbda- 1-aHTUTpUICHHA
(AATD), PH, cBsizanHasi ¢ sM}pu3eMoi Jierkux (HarmpuMmep, BbI3BaHHAS KypeHueM sMpuzema),
PH, cBsizanHast ¢ 3aboneBanueM jerkux, PH, cBs3anHas ¢ rumnokcemmueii, PH, cBs3aHHas co
ckaeponepmueit, PH, ceszannas ¢ mykoBucumnosoM (CF), PH, cBs3aHHas ¢ HapymeHuem
¢byHkuuu nesoro kenynouka, PH, ceszanHas ¢ runokcemuedi, PH (WHO rpynmst L 11, 11, IV u
V), PH, cBszanHas ¢ 3a0oneBaHue MUTpainbHOro Kianana, PH, cesizanHas ¢ mepukapaurom, PH,
CBsI3aHHAsl C KOHCTPUKTUBHBIM Nepukapautom, PH, ceA3aHHas co cTeHO30M ycThs aopTel, PH,
CBS3aHHAs C JAWIATAIMOHHON kapauomuomnatued, PH, cBsaHHas ¢ runepTpoduyueckoit
kapauomuonarueii, PH, cBsa3anHas ¢ pecTpukTuBHON Kapauomuomnaruei, PH, cBs3anHas c
MenuacTuHaNbHbIM ¢ubdposom, PH, ces3amnas ¢ ¢ubpo3om nerkux, PH, cBssannHas c
AHOMAJIbHBIM JIETOYHBIM BEHO3HbIM JpeHaxkeM, PH, cBs3aHHas ¢ J€ro4yHbIM BEHO3HBIM
OKKJTFO3MBHBIM 3aboneBanneM, PH, cBs3anHas c jerodnbiM BackyiautoM, PH, cBsizaHHas c
KOJIJIAr€HOBBIM 3a00JieBaHueM cocynoB, PH, cBs3aHHas ¢ BpPOXKAEHHBIM 3a00JE€BaHUEM CEpALA,
PH, cBs3anHas ¢ JieroyHoil BeHO3HOW runepreHsueit, PH, cBs3aHHas ¢ MHTEpCTULHAIBHBIM
3aboneBannem nerkux, PH, cBs3aHHas ¢ HapylueHueM nbixaHusi BO cHe, PH, cBsizanHas ¢
XPOHUYECKOH OOCTpyKLHMeH npIxaTenbHbIX myTeil, PH, cBA3aHHas ¢ OOCTPYKTUBHBIM arHO3 BO
cHe, PH, cBsA3aHHas ¢ HeHTpalbHBIM arlHO3 BO cHe, PH, cBsi3aHHast CO CMEIIaHHBIM altHO3 BO CHE,
PH, cBsi3aHHasi ¢ HapyLIEHUSIMU aJIbBEOJISIPHON TMNOBEHTUNIsALMK, PH, CBsA3aHHasA ¢ nnuTenpHOe
HaxOKAeHueM Ha Oonbiioii BeicoTe, PH, cBsi3aHHas ¢ 3a00jeBaHMe JIETKHX Y HOBOPOKICHHBIX,
PH, cBs3aHHas ¢ gucruiasuel JierouHbix anbBeos, PH, cBsi3aHHas ¢ CeprnioBUIHO-KIETOYHOMN
anemueli, PH, cBsizannas ¢ apyrumu HapyleHussMu koaryssiuuu, PH, cBsi3anHast ¢ XpoHU4YecKkon
TpoMOO3IMOoNuel), pagukynonatuio, Oojie3Hb PeitHo, cunapom PeliHO (TIepBUYHBIA WU
BTOPUYHBIN), CTOWKYK SMHWIENCHIO, CUHAPOM PenmeHuHra, peneppy3HMOHHOE TMOpaKEeHHE
(Hampumep, wueMus-penepy3uOHHOE TMOpPAKEHUE, HIIeMUs-peniepdy3nsi, CBsA3aHHAs C
TPAHCIUTAHTATOM  OpraHa), pecTeHo3 (HampuMep, pEeCcTeHO3, Pa3BHUBIIUICS  TOCKE
TPOMOOJIUTHYECKOTO JICUEHHSI, TTIOCIIE MTOAKOKHON TPaHCIIOMUHAIBHON aHruoruiactuku (PTAs),
NOCJIe TPAHCIIOMHUHAIBHON KopoHapHOo# anruorutactiuku (PTCAs), mocie nepcagku cepana wim
1OCJIe Omepauui IIYHTUPOBAHHS), PETUHONATHH (Hampumep, nuadeTHyecKas pPeTHHONATHS,
HenuabeTudeckass  peTUHONATHs,  HemponudepaTuBHas — aAuabeTHdeckas  PETHHOMNATHS,
nposnndepaTuBHas BUTPEOPETUHONATHA, Nepudepudeckas AereHepalysi CeTYATKU, OKKIIFO3HS
BEHBI CETYATKU), CUHApOM PerTa, peBMaTOMAHOE UM peBMAaTHYECKOe 3a0oneBaHue (HanmpuMmep,

apTPUT, PEBMATOWAHBIN apTPUT), CAPKOMIO03, CAPKOMIBI, IINCTO30MAaTo3, Imn3oaddexTuBHOE
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paccTpoiicTBo, mu3zoppeHuro, mm3odpeHuro co craboymueM, CKIEpOoAepMuro (HampuMep,
JIOKAJIM30BaHHAsL CKJIEPOAEPMHUSI HJIM O4YaroBas CKJIEPOAEPMHS, CHUCTEMHAasi CKJIEPOIAEPMHs),
CKJIepo3 (HampuMep, CKJIePO3 MOYKM, MPOrPeCCUpPYIOLIHNIA CKIePO3, CKIEPO3 MeYEeHH, ePBUYHBIN
CKJIEPO3UPYIOLINH XOJAHTUT, CKIEPO3 JKENYAOYHO-KHLIEYHOrO TPAKTa, CKJIEPO3 THIMOKAMIIA,
(oKaIBbHBIN CKIIEPO3, MEPBUYHBII OOKOBOH CKJIEPO3, OCTEOCKJIEPO3, OTOCKIIEPO3, aTePOCKIEPO3,
TyOepO3HBbIH  CKJIEPO3, CHUCTEMHBIH CKJIEpO3), CeNCUC WM CEeNTUYeCKUH IIOK HJIH
aHa(MIAKTUUECKHH IIOK, CEPIIOBUAHOKJIETOYHAs] aHEMHMs, CEepPIIOBUIHO-KJIETOYHAs OOJe3Hb,
cunapom Illerpena, HapyiieHusi cHa-OoncTBoBaHusi, CHHApoM CHeIOHA, Cra3Mbl (HATPUMED,
KOPOHAPHbBIE CMAa3Mbl, COCYIMCTHIE CMa3Mbl, Cla3Mbl MepuepUIECKUx apTepHii), MOBPEKACHIE
CIHMHHOTO MO3ra, CIHMHAJBHYIO MBIIIEYHYIO aTpOQHI0, CIHHAJbHbIE MOIABBIBUXH, CITHHAJIbHO-
nepebemusipable  aTtakcuu, OonesHb Ctuna-Puuapacona-ObkeBCKOro  (mporpeccupyromui
CymnpaHyKJIeapHbIi mapajind), yaap, cyOapaxHOHOAIbHOE KPOBOM3IIHSIHUE, CYOKOPTHKAIBHYIO
ApTEPHOCKIIEPOTUYECKYIO SHLE(PATONATHIO, CUHKOIE, TayONaTHUH, PUTHAHOCTb, JEreHepaLuio
Tajamyca, TpOMOO3IMOOIMYECKHEe K TPOMOOTEHHbIe HAPYLIEHHS, MTPEXOAIINe HIIEMUYECKHE
HapyllIeHUs (TIAs), TpaBMaTH4eCKOe MOBpEXKACHNE rOJIOBHOTO MO3Ta,
TyOyJIONHTEPCTUIMABbHBIE 3a00NIeBaHus, $3Bbl, (PUOPOMBI MATKH, BAarWHAJIBHYIO aTpoduio,
MIOPOKH KJIAMAHOB (HampUMep, CTEHO3 MHUTPAJBHOTO KJaraHa, peryprutaius, HeIOCTaTOYHOCTh
MHUTpPaJbHOTO KJIallaHa, CTEHO3 KJalmaHa aopThl, HENOCTATOYHOCTh KJamaHa aopThl,
HEJOCTATOYHOCTh ~ TPHUKYCIUAAJIBHOIO  KJalaHa, CTEHO3 KJalaHa JIErOYHOrO  CTBOJA,
HEJOCTATOYHOCTD KJIATaHa JIETOYHOrO CTBOJIA, OOBEJHHEHHbIC TIOPOKH KJIATIAHOB), 3a00IeBaHe
COCYZIOB TOJIOBHOTO MO3ra, CYCYAMCTbIE HapylleHus, OOYCIOBJEHHbIE CEpACYHBIMH U
MOYE€YHbIMU OCJIOXKHEHHSIMH, NMPOCAYMBAHIE UM MPOHUKHOBEHUE XXHIKUX KOMIIOHEHTOB KPOBH
yepe3 COCyAbl WM, BacKylIuT (Hampumep, TPOMOOTHYECKUH BACKYJHT, OKKJIIO3HBHbIA
TpOMOOTHYECKHH BaCKyJuT, Oone3Hp KaBacaku, apTepHuT, aOPTHT), BA30OKKIIFO3UBHBIN KPHU3HC,
HEJJOCTATOYHOCh BEHO3HOIO TPAHCIUIAHTATa, BIAKHYIO (OPMY BO3PACTHOH AereHepaliu
KEJITOTO ISITHA ¥ CHHAPOM Bunbsimca.

B  mpeamodtuTesbHOM ~— BapuaHTE — OCYLIECTBJIEHHsS  HACTOSIIETO  HU300pETeHUs,
3a0oJieBaHIe BHIOPAHO M3 TPYIIbI, BKIKOYAIOLIEH, HanpuMep, Oojie3Hb AublreiimMepa (BKIIOUAst
npendone3Hb AnblreiiMepa, 0oNie3Hb AnblreliMepa ot ¢1adoi 10 CpeaHel TsKecTH U O0Ne3Hb
AnpureiiMepa OT CpefHeH 10 BBICOKOH TspkecTH), ciaboymue (Harmpumep, MyJIbTHHH(pAPKTHOE
cmaboyMmue, OCJIOKHEHUe Toclie ynapa ciaboymue, ciaboymue ¢ Tenbiiamu Jlesu, ciadboymue ¢
nereHepanueil JIOOHON mgoiu, cinadoymMue ¢ JOJIEBOH JIOOHO-BHCOYHOH JereHepaiuei,
crmaboymue ¢ KopTukoDa3anbHOW naereHepauued, crnaboymue Kpeirudenbna-Axkoda, HIV-
cmaboymue, My IbTHHH(APKTHOE cllaboyMue, TOCIeONnepalHOHHOe Cl1ad0yMue, CTpaTernIeckoe
MoHomnH(papkTHOe ciadoymue, HIV-accounnpoBannoe cnaboymue (BKirO4ass O€CCHMITOMHOE
Helporicuxonorndeckoe HapymeHue (ANI), nerxkoe HelfipoxorHutuBHOe Hapymenne (MND),
HIV-accomunpoBannoe cinaboymue (HAD, Takke nHaspiBarommiics, kak AIDS-nemeHTHbIN
komiuiekc [ADC] umu HIV sauedanonarust), npencrapueckoe cinadboymue (cnaboe HapylIeHHe
no3HaBarenbHOl crnocoOHoctn, MCI), cmemannoe cnaboymue, cinaboymue bunHCBaHrepa

(cyOkopTuKanbHas apTepHOCKIEepOTHYecKast SHuedanonatus), ciraboymue mpu Ooye3HH
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ITapkuHCOHA); -XpoHHUeckas TpasMmatudeckas sHiedanonatus (CTE); ynap, -tpaBmMaTnueckoe
NOBPEXXIAEHNE TOJIOBHOTO MO3Tra;, COTPSICEHHE MO3ra; HIIeMHs (HalpuMep, MIIeMHs T'OJIOBHOTO
MO3ra, UIIEeMHUs] MHOKap/a, TPOMOO3IMOOINUeCcKas: HIIeMUsl, KPUTHUECKas! NIIeMHUs] KOHEYHOCTH)
U HeBponaTHH (Hanpumep, nepudepuyeckas HEBPONaTHsi, ABTOHOMHAsI HEBPOIATHs1, HEBPOTIATHS
LICHTPAJIbHOH HEPBHOIH CHCTEMbI, BbI3BAHHAS XUMHOTepamnueil HeBpomaTus, auadeTHdyeckas
HeBpormaTusi, OOJIe3HEHHbIE HEBPOIIATHH, HEBpoOMaTHyeckas 00yib, HeOONe3HEHHbIE HEBPOIIATHH,
Oone3sHenHast auaberwyeckass HeBpomaTHs, HeOoJe3HeHHass nauabeTudeckass HeBpOIATHS,
HEBPOIATHH, CBsi3aHHble ¢ 3aboneBanuem [[HC (Hampumep, paccesiHHBbIA Cckiepo3, MS),
BbI3BaHHAsl OOJIydeHMEM HEBPOIATHs), HEBPOMAaTHYeCKas OOJib, BbI3BAHHAS OMOSCHIBAIOLINM
JHIIaeM, HeBpOMaTHIecKas 00Jib, CBSI3aHHAS C ONepaliei MO3BOHOYHUKA).

Tepmun "3aboneBaHue" NPU HCMOMB30BAHUU B HACTOSINEM HM300pETEHHUH O3HAYAET
m000e OTKIIOHEHHE OT WJIM HapyLIeHHe HOPMAJIBbHOH CTPYKTYpPbI WM (YHKUUH 000N YacTH
OpraHu3Ma, OpraHa WM CHUCTEMBI, KOTOPOE MpOSBISIETCS XapaKTePUCTUYECKHM HabopoM
CHMIITOMOB M TIPU3HAKOB M 3THOJIOTHS, TMATOJIOTHS M IMPOTHO3 JJII KOTOPOTO MOXKET ObITh
U3BECTEH WJIM Hem3BecTeH. TepMuH 3a00ieBaHHE BKIOYAET APYTHE€ POACTBEHHBIE TEPMUHBI,
TaKMe KaK HapyLUIeHHe M TaTOJIOTUYECKOEe COCTOSHUE (MEOUIIMHCKOE COCTOSIHHE), a TaKKe
CHHIPOMBI, KOTOpPbIE OMNpPENENSIOTCS, KaK KOMOWHAIMA CHMIITOMOB, OOYCIIOBI€HHBIX OHOM
NPUYIMHON, WJIH OOBIMHO MPOSIBIISIOIINXCS COBMECTHO C MPOSIBICHHEM OCOOOHM KIMHMYECKON
KapTUHBL. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHUs TepMUH 3abomnesanue o3Haqdaer sGC, cGMP
u/mmu NO onocpenyemMoe MEAUIIMHCKOE UM MATOJIOrH4deckoe 3a00eBaHue.

IIpyn ucmonp30BaHMM B HACTOSINEM H300peTeHHMH TepMUHBI "CyOBekT" M "marueHT"
UCTIONB3YIOTCSl B3auMO3aMeHseMbIM oOpazoM. Tepmunbl "cyOpekT" M "manumeHT" O3HAYArOT
JKUBOTHOE (HampuMep, NTHULY, TaKyl0 Kak Kypulla, Mepeneika WIM HWHAIOLIKA, WIN
MJIEKOMUTAIOIIEE), B YACTHOCTH, "MIIEKONMUTaroIee", BKJIOYAs HE SIBJSIFOLIEECS MPUMATOM
(Hanmpumep, KOpOBa, CBUHbBS, JIOLIA/b, OBLA, KPOJIHMK, MOPCKasi CBHMHKA, KPbICA, KOIIKA, coOaka u
MBIlIb) ¥ TpUMaTta (Hampumep, oOe3bsiHa, LIUMITAH3€ M YeJIOBeKa) U OoJjiee MPearnOYTUTENbHO
4yenoBeka. B HEKOTOPhIX BapuaHTaX OCYIIECTBICHHS CYOBEKTOM SIBJISIETCS JKUBOTHOE, HE
SIBJIIIOLIEECS] YEJIOBEKOM, TaKO€ KaK CEJIbCKOXO3SHCTBEHHOE JKMBOTHOE (HAampuMep, JOIIalb,
KOpPOBAa, CBUHBSI WJIM OBIIA), MJIM JOMAIIHEe JKUBOTHOE, UM KOMHATHOE JKUBOTHOE (HAampumep,
cobaxa, KOIIKa, MbIIIb, KPbICHI, XOMSIKH, TIECUaHKA, MOPCKasl CBUHKA HJIH KPOJIMK). B HEKOTOpBIX
BaPHUAHTAX OCYLIECTBJICHUSI CYOBEKTOM SIBIISIETCS YETIOBEK.

Hacrosimee nzobpereHne Takke OTHOCUTCS K CIOCOOy JISYEHHUS] OIHOTO M3 YKa3aHHBIX
BbIlle 3a0oseBaHuil y CcyOBEKTa, BKJIIOYAIOIIEMY BBEIEHHE TeparneBThudecku 3((eKTHBHOTO
kosuectBa ¢opmbl A, dopmer B, rugpara 1, rugpara 2, rugparta 3, coibBaTa ¢ 3TAHOJIOM,
COJIbBATa C METAHOJIOM, COJIbBATa C METHUJISTHIIKETOHOM, COJbBAaTa C JUXJIOPMETAHOM HIIH
COJIbBATA C ALETOHUTPUIIOM HY)KIJAIOIIEMYCS B JICYEHUU CYOBEKTY. AJIbTEpPHATUBHO, HACTOSLIEE
n300peTeHne OTHOCUTCS K MPUMeHeHHo Gopmbl A, popmsl B, ruapara 1, ruapara 2, ruapara 3,
COJIbBATA C 3TAHOJIOM, COJbBATA C METAHOJIOM, COJIbBATA C METWJISTHIJIKETOHOM, COJIbBATa C
IUXJOPMETAHOM MJIM COJIbBATA C ALETOHUTPHIIOM JJIS JISUEHHUs] OTHOTO U3 3TUX 3a00JeBaHul y

HYXOA0MErocs B JICUCHUU CY6”beKTa. B nacrosiee I/1306peTeHI/Ie TAKXK€ BKJIFOUCHO MPUMEHECHUEC
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dopmer A, dopmel B, runpara 1, ruapara 2, ruapaTta 3, coibBaTa C 3TAHOJIOM, COJIbBATa C
METAHOJIOM, COJIbBAaTa C METHJITUJIKETOHOM, COJbBATAa C JMUXJIOPMETAHOM WJIM COJIbBaTa C
AllETOHUTPUJIOM JUJIsl TIPUTOTOBJIEHHS JIEKAPCTBEHHOTO CPEACTBA Ui JIEYEHUs OFHOIO U3
yKa3aHHBIX BbllIe 3a00NeBaHUl y HYyXXOalllerocss B JedeHWu cyOwpekta. Hacrosimee
N300peTeHne Tak)Ke OTHOCHUTCS K CHOCOOY TONyuYeHHs WM MPHUTOTOBJIEHHS JIEKAPCTBEHHOTO
CPEencTBa, NPHUMEHUMOrO Uil JIeUeHHs OJHOrO U3 JTHUX 3a00NeBaHMl, BKIIOYAIOIIEMY,
npumeHenne Gopmer A, ¢opmbl B, rugparta 1, ruapara 2, rugpata 3, compBara C 3TAHOJIOM,
COJIbBaTa C METAHOJIOM, COJbBaTa C METHJIDTHWJIKETOHOM, COJIbBAaTa C TUXJOPMETAHOM HJIH
COJIbBATa C ALETOHUTPHUIIOM.

Tepmun "Ouonormueckuii obpaszen" mpu HCMIOJB30BAHUM B HACTOSILIEM H300pPETEHUH
O3Ha4aeT in vitro Wi ex vivo oOpaser u BKIOYaeT, 0e3 HAJIOKEHUs] OrpaHHYEHHH, KIETOYHbIE
KYJIBTYPBI FJIH UX 3KCTPAKTHI, OMONTUYECKHI MaTepHal, B3SThIH Y MIIEKOIUTAIOIIETO, HIIH €ro
SKCTPAKTBI, KPOBb, CIIOHY, MOy, (peKanuu, CrnepMmy, cjes3bl, JTUM(ATHUECKYHO JKHIKOCTb,
IJIA3HYIO JKUAKOCTh, CTEKJIOBUIHOE TEJIO Iila3a, CIIMHHOMO3TOBYIO skuakocth (CSF) wn npyrue
KUJIKOCTH OPTaHU3Ma MITH MX SKCTPAKTBHI.

"Jleunts", "neueHne" NPUMEHHUTETBHO K 3a00JIEBAHUIO, O3HA4YAeT OOJErdyeHne WM
yCTpaHEeHHE NPUYHHBI W/HIN NposiBieHuil 3aboneBaHus. B OnHOM BapuaHTe OCYIIECTBJICHUS
TepMUHBI "neunTh", "JNeueHue" O3HAuaeT YMEHbIIEHHE WM OOJIErdeHHe MPOrpecCUPOBAHUS,
TSDKECTU W/WIIN AITUTETbHOCTH 3a00JI€BAHMS, WIM CMSATUEHHE OTHOTO UJIH OOJIBIIEro KOJINYeCTBA
cuMnToMOB  3a0oneBanuss (T. e ‘"medenume" Oe3 "msneumBaHus" 3aboneBaHusi). B
NPEANOYTUTENBHBIX BapUAHTAX OCYLIECTBICHUs TEPMHHBI '"JIeuuTs", "neueHue" O3HAYAIOT
YMEHBLIEHHE 110 MEHbIEeH Mepe OAHOIO U3MEPUMOro (pU3NYECKOro rnapaMerpa 3adonesanus. B
APYTUX BapHaHTaX OCYINECTBJICHUs TEPMHUHBI "NIe4uTh', "JleueHue" O3Ha4arT MOJABICHHE
nporpeccupoBaHusi  3a0ojeBaHus, — (QHU3MYECKH,  HAmpuUMep, INyTeM  CTaOWIu3aIuu
NPOSIBIISIIOIIETOCS CUMIITOMA, WM  (DU3UOJOTUYECKH, Hampumep, NyTeM CTaOwmiIn3anuu
(pU3NOIOTHUECKOTO MapaMeTpa, WK U TO, U APYToe.

CoenuHenuss u  (¢apMaleBTHYECKHEe KOMIIO3HMLIMM, OIMUCAHHBIE B  HACTOSIIEM
n300peTeHNH MOXKHO HCIOJIB30BAaTh MO OTHAEIBHOCTH WJIM B KOMOWHHPOBAHHOW TEparuul IS
JeueHus 3a00JIEBaHMS, OMOCPENYEMOTO, PETYJIUPYyEeMOro Wwin noxasepraromerocs: Biustauo sGC,
cGMP w/um NO.

B npyrux BapmaHTax OCYINECTBJICHHS HACTOsIIEe M300PETEeHHE OTHOCUTCS K CIIOCOOy
crumyssinuu aktuBHOCTH SGC B OmoormyeckoMm oOpasiie, BKIFOYAOMIEMY B3aHMOICHCTBHE
YKa3aHHOTO OHMONIOrH4eckoro odpasua ¢ COeNMHEHHEM WM KOMIIO3WIUEH, NpeasiaraeMon B
HacTosmeM u3zoOperenuu. HMcmonb3oBanue crumysstopa sGC B OuojormueckoM oOpasie
NPUMEHNMO JUIsl pa3HbIX IeJiel, W3BECTHBIX CIELHUAINCTY B AAHHOH 0OMacTH TEXHUKHU.
ITpuMeps! Takux LeJel BKIIOYAIOT, 0€3 HAJOXKEHUS OTpaHWYeHUH, OMOJIOTHUECKHE aHAIM3bl U
XpaHeHHne Ononornyeckoro oopasua.

KOMBUHNPOBAHHA A TEPATIMA

ITpu ucnonbp30BaHUU B HACTOSIIEM H300pETEHUH TEPMUHBI "B KOMOMHHUPOBAaHHON" (Kak B

'

BbIpAKEHUM "B KOMOWHUpPOBaHHOH Tepanuu"') WM '"COBMECTHOE BBEAEHHE" MOXKHO
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UCTIONBb30BaTh B3aMMO3aMEHs€MbIM O0pa3oM Ul YKa3aHWs Ha NpPHUMEHeHHe Ooyiee OIHOTO
JICKAPCTBEHHOTO CpencTBa (HAmpuMep, ONHOTrO WM OOJIBIIEr0 KOJIMYECTBA TEPANEeBTUYECKUX
cpencts). [IpuMeHeHne 3THX TEPMHUHOB HE OTPAaHMYMBAET MOPSIOK, B KOTOPOM JIEKAPCTBEHHBIE
cpencTna (Harmpumep, TepaneBTHIECKIE CPENCTBA) BBOAST CyOBEKTY.

Coemunennss u  (apMaleBTUYECKHE KOMIIO3HUIIMH, OIMUCAaHHBIE B  HACTOSIIEM
u300peTeHNH MOJKHO HCIOJIb30BaTh B KOMOWMHHMPOBAHHOW Tepanmvu C OAHUM WA OOJbLINM
KOJINYE€CTBOM JOMOJHHUTEIbHBIX TEPANIeBTUYECKUX CPeAcTB. J{jisi KOMOMHUPOBAHHOW Tepamnuu C
MOMOIIbI 0OJiee OMHOrO aKTUBHOIO CPEACTBA, KOrNAa AKTHBHBIE CPEACTBA HAXOIATCS B
OTIEJIbHBIX JO3UPOBAHHBIX Mpernaparax, aKTHBHbIE CPENCTBA MOXKHO BBOIUTH IO OTHEIBHOCTH
Wi coBMecTHO. Kpome TOro, BBeneHHE OIHOTO JJIEMEHTAa MOXKET MPOUCXOIUTh [0,
OJTHOBPEMEHHO WJIH MOCJIe BBEACHHUS IPYTOrO CPEACTBA.

IIpu wcrmonb30BaHUM B KOMOWHUPOBAHHOW Tepamud ¢ JAPYTAMU  CPEACTBAMH
"TepaneBTH4YeCKU 3P PEeKTUBHOE KOMUYECTBO" COSNMHEHHNN U (hapMalleBTHYECKUX KOMITO3ULIU,
OMHCAHHBIX B HACTOSIEM H300pETEHHH, W JAPYroro CPEACTBA WM CPEICTB 3aBUCHUT OT THIIA
UCTIONB3YIOIIErocsl  JIEKApCTBEHHOro  cpeactsa. llogxopsimue  [03bI  M3BECTHBI IS
YTBEPKACHHBIX CPEACTB U MOTYT OBbITh MOAOOPAHBI CIIELUATICTOM B JAHHOH 00JIACTH TEXHUKH B
COOTBETCTBHH C COCTOSTHUEM CYOBEKTa, TUIIOM TOABEPraroLIerocs JEUEHHIO MaTOJIOTHIECKOro
COCTOSTHUST (COCTOSIHUM) ¥ HCIOJIb3YIOIIUMCST KOJMYECTBOM COENUHEHUsS, OIHUCAHHOTO B
HacTosimeM wu300peTeHNH. B ciydasx, Koraa KOJHMYECTBO SIBHO HE YKa3aHO, CIEAyeT
UCTIOJIB30BATh 3(PPEKTUBHOE KOJTUIECTBO.

B HekoTOphIX BapuaHTax OCYIIECTBIIEHUS COBMECTHOE BBEACHHE MJIM KOMOWHUPOBAHHAS
Tepamnusi BKJIIOYAET BBEACHHE NEPBOIO M BTOPOrO KOJWYECTB COCOUHEHUH IO CYLIECTBY
OITHOBPEMEHHO, KakK B CiIy4ae OMHON (papMaLleBTUUECKON KOMIO3ULNY, HAIIPUMep, KarCyJIbl WX
TabNeTKy, coaepkameil (UKCUPOBAHHOE OTHOIIEHHE TMEPBOTO W BTOPOTO KOJHYECTB, WU B
HECKOJIbKUX OTJENIbHBIX KarcyJsiaXx WK TabieTkax ajsi kaxaoro. Kpome Toro, Takoe COBMECTHOE
BBEJICHUE TAaK)K€ BKIOYAET NMPUMEHEHUE KaXKIOrO COENUHEHHs IOCJIEeNOBATEIbHO B JIFOOOM
TOpsIIKE.

Ecnu coBmecTHOE BBenEeHHE BKJIOYAET pa3fesibHOE BBEACHHE NEPBOTO KOJUYECTBA
coenuHeHus1 (OpMyJibl [ 1 BTOPOro KOJIMYECTBA NOMOJHUTEBHOIO TEPANEBTUYECKOTO CPEACTRA,
IUTSI OKA3aHUS JKENATETbHOTO TEPAIEBTUYECKOTO BO3NEUCTBHUS COSTUHEHUS BBOIST C HEOOIbIITUM
MIPOMEKYTKOM TIO BpeMeHu. Hampumep, MpOMeKyTOK BPEMEHU MEXKIY KaXKIbIMH BBEICHHSIMHU,
KOTOPBI MOKET TPHUBECTH K JKEJIaTeIbHOMY TepareBTHYECKOMY BO3IEHCTBUIO, MOXKET
HAXOAWTBCS B JHAMa30HE OT MHUHYT JO 4YacOB M €ro MOXHO ONPEAeNIuTh C Y4YeTOM
XApPaKTePUCTUK  KWKIOOTO  COEAWHEHMs, TaKWX KaK  aKTUBHOCTh,  PAacCTBOPUMOCTD,
OMOOCTYIMHOCTD, MEPHOA TMOJYBBIBEICHUST U3 IUIA3Mbl U KUHETHYeCKui npoduib. Hanpumep,
coenuHeHne (Gopmynbl [ U BTOpoe TepameBTUYECKOE CPEACTBO MOXKHO BBOIUTH B JIFOOOM
MOPSIIKE MPUMEPHO depe3 24 4 OIHO MOCJIe IPYroro, He Mo3XKe, 4eM MpUMepHO uepe3 16 4 oqHo
IOCJIe IPYroro, He IO3XKe, YeM IPUMEPHO uUepe3 8 4 OAHO MOocie APYroro, He MO3Ke, YeM
NPUMEPHO Yepe3 4 4 OHO MOCie IPYroro, He Io3xke, 4YeM NPUMEPHO depe3 1 4 omHO mocie

APYroro Wiu He Mo3Ke, 4eM NPUMEpHO uepe3 30 MUH OJHO MOCJIE APYTOro.
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ITpuMeps! Ipyrux TEpPareBTUUECKUX CPENCTB, KOTOPbIE MOJKHO OOBEIUHUTD C GOPMOH A,
dopmoit B, ruppatrom 1, rumparom 2, rugpatoM 3, CONBBATOM C 3TAHOJIOM, COJBBATOM C
METAHOJIOM, COJIbBATOM C METHJI3TUIIKETOHOM, COJIbBATOM C JHUXJIOPMETAHOM WJIM COJIbBATOM C
AlleTOHUTPUJIOM IIPH BBEAECHUH IO OTAEIBbHOCTH WIN B OJHON (papManeBTHYECKON KOMITO3ULIUH
BKJIFOYAIOT, HO HE OTPAaHUYUBAIOTCS TOJIBKO UMH:

(1) Iponyuupyemsiii sHp0oTEMeM prunsuHT-(akTop (EDRF) nnu razoobpasusiii NO.

(2) Honopsl NO, Takue Kak HUTPO30THOJN, HUTPUT, cupHoHuMuH, NONOate, N-
HUTPO3aMUH, N-THAPOKCUHUTPO3AMHH, HUTPO3MMHUH, HHUTPOTHUPO3UH, IHA3ETHH TUOKCHI,
OKCaTpHasoyl S-UMHUH, OKCHM, TUAPOKCHIIAMHH, N-THAPOKCUTYAaHUIWUH, THAPOKCUMOYEBHHA WIIH
¢dypokcan. Hekoropele mpuMepbl COSNUHEHHH 3THX THIIOB BKJIIOYAKOT: TIIHLEPHUITPHUHUTPAT
(Taxke nzBecTHbIH, kKak GTN, HUTPOTIMLIEPHH, HUTPOTJIMLEPUH U TPHHUTPOTIULEPHH), HUTPAT
rounepuna; Hutpomnpyccun  Hatpust  (SNP), B KOTOpOM MOJieKyJa OKCHAAa a30Ta
CKOOPIMHHPOBAHA C JKEJIE30M ¢ 00pa30BaHUEM KBAIPATHOTO OUITMPAMUIATIBHOIO KOMILIEKCa; 3 -
mophomumaocunHOHUMIUH (SIN-1), UBUTTEpUOHHOE COeAMHEHHE, OOpa30BaHHOE KOMOWHAIUEH
MopdonMHa W CHUIHOHUMUHA, S-wutposo-N-auernnnenummuiamud -~ (SNAP),  N-
alleTUIMPOBAHHOE TPOM3BOJHOE AMHUHOKHCIOTBI C HHUTPO3OTHONBHOW (yHALMOHAJIBHOM
rpynmnoii; ausTwieHTpuamMua/NO (DETA/NO), coenuHeHne uX OKCHIa a30Ta, KOBAJIEHTHO
CBSI3aHHOTO C JAUATHJIEHTPHAMHHOM, M-HHUTPOKCUMETUI(PEHUIIOBBIH 3(pHp aleTHICATUIIIOBON
KHUCJIOTBI. bosee mpeamodtruTenbHble NMPUMEPbl HEKOTOPBIX M3 3TUX KJaccoB AoHOpoB NO
BKJIFOYAIOT. KJIACCHYECKHE HUTPOBA3OJWIATATOPHL, TaKHe KaK OPTraHUYECKWe HUTPAThl |
HUTPHUTBI, BKJIOYas HUTPOIJULIEPUH, AMUJIHUTPUT, H30COPOMANUMHUTPAT, H30COpOUa-5-
MOHOHUTpPAT W HUKOpaHmWI, uszocopboun (ammatpar®-SR, wumnyp®, uncmo®, wuzopnui®,
m30paun®, tutpanoze®, MoHOKeT®), 3-MOP(POIMHOCHUIHOHUMUH, XJIOPTHAPAT JIMHCHIOMUHA
("SIN-1"); S-mutposo-N-anerunnenuiiamud  ("SNAP");, S-uutposornyratuon (GSNO),
HUTPONPYCCHJ HATPHsI, MOHOSTHIIOBBII 3¢up S-Hurposormyratnona (GSNO-cnoxHbli 3¢up),
6-(2-ruapoKCH- 1 -MeTHII-HUTPO30THAPA3UHO )-N-MeTuJI- 1 -rekcaHaMuH WJn JIUSTUIIAMUH
NONOate.

(3) [Jpyrue BemecTBa, KOTOpble YBEIUYMBAIOT KOHUeHTpauuun cGMP, Takuwe kak
nporonopdupud X, apaxumoHOBasi KUCJIOTA U TPOU3BOIHbIC (DEHIIITHIPA3HHA.

(4) CyOcTpaThl cMHTa3bl OKCHZA a30Ta. HAaMpuMep, L-apruHUH, aHAJIOTH Ha OCHOBE H-
ruapokcuryanuanta, takue kak N[G]-runpokcu-L-apruana (NOHA), 1-(3, 4-pumerokcu-2-
XJIOpOCH3WITUACHAMHHO )-3-TUAPOKCUTYAaHUTHH U PRS5 (1-(3, 4-numeTokcH-2-
XJIOPOSH3MITNACHAMHIHO)-3-THIPOKCUTYaHUIUH); TPOU3BOAHbBIE L-apruHuHa (Takue Kak roMo-
Arg, romo-NOHA, N-tper-Oytunokcu- u N-(3-metnn-2-0yTeHnT)okcH-L-apruHuH, KaHaBaHUH,
STICUJIOH-TYaHUIUHKAIIPOHOBAsI KUCIIOTA, arMaTHH, THAPOKCHArMaTHH U L-tupo3un-L-aprunun);
N-ankni-N’-rugpokcuryasuuHel  (Takue Kak N-mukaonpormwi-N -THIAPOKCUTYaHUINH W H-
Oytun-N’-ruppokcuryanuant), N-apui-N’-ruipokcuryaHuauHel (Takue kak N-¢peHmn-N’-
TMAPOKCUTYaHUAMH U €ro Mapa-3aMelleHHble TPOU3BOAIHbIE, coaepskamue 3amecturend -F, -Cl,
-metwi;, -OH  COOTBETCTBEHHO);  NPOM3BOAHBIE  TIyaHWAWHA,  Takue  Kak  3-

(TpUdTOPMETHI)IPONUITY aHUANH.
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(5) Coenunenust, koropble ycunuBarou Tpanckpunuuo eNOS.

(6) NO-ne3zaBucuMble reM-He3aBucuMble akTtuBatopbl sGC, BkIOYas, HO He
OrPaHUYMBASICH TOJIBKO UMH:

BAY 58-2667 (omucansbii B nyOnukanun mnateHta DE19943635); HMR-1766
(aramuryat HaTpuis, OMMCaHHBIH B myOnukaumu mateHtra WO02000002851); S 3448 (2-(4-
xjopdeHmcynbHoHNIaMUHO)-4,5- iuMeToKCH-N-(4-(TnoMopdonnH-4-cy b OHIT )- heHNIT)-
Oenzamuz (onucaHHbIH B myOnukaiusax narentos DE19830430 u W02000002851); u

HMR-1069 (Sanofi-Aventis).

(7) Tem-3aBucumbie NO-HezaBucumble ctumyisitopsl  SGC, BkrOYas, HO He
OrPaHUYUBASICH TOJIBKO UMH:

YC-1 (cm. nyOnukauun narentoB EP667345 u DE19744026), puonuryar (BAY 63-
2521, anemmnac®, omucannbiii B DE19834044); nenuuuryat (BAY 60-4552, onucannbiii B WO
2003095451); sepunmryatr (BAY 1021189); BAY 41-2272 (onucanneiii B DE19834047 u
DE19942809); BAY 41-8543 (onucannsiii B8 DE19834044); stpuuuryar (onucanHeii B WO
2003086407); CFM-1571 (onucansslii B myOnukauuu narenra W02000027394); A-344905, ero
aKpuIaMUAHBIN aHanor A-350619 u aMuHOMUPUMHUANHOBBIN aHanor A-778935;

apyrue crumyssatopel sGC onucansbiii B ogHoH m3 nyOmmkaumii US20090209556,
US8455638, US20110118282 (W02009032249), US20100292192, US20110201621,
US7947664, US8053455 (W02009094242), US20100216764, US8507512, (W02010099054)
US20110218202 (WO02010065275), US20130012511 (WO2011119518), US20130072492
(W02011149921), US20130210798 (W02012058132) u Tetrahedron Letters (2003), 44(48):
8661-8663; u

IW-1973 n IW1701.

(8) Coenunenust, kotopsle HHTHOUPYIOT pasnoxenue cGMP w/umu cAMP, Takue kak:

urruouropel PDE1, uaru6uropsr PDE2, unrn6uropst PDE-3, Takue kak, Hanpumep,
aMpPWHOH, MUJIPUHOH, YHOKCHMMOH, BECHAPUHOH, MUMOOEHIaH U ONMPUHOH, UHrHOuTOpbl PDE4,
TaKMe Kak, Hampumep, poiaymunact, uHruouropsl PDES, Takue kak, Hanmpumep, cuineHadwn
(Buarpa®) U pPONCTBEHHblE CpEICTBA, Takue Kak asaHadwi, JogeHabuwi, MupoxeHadu,
cunnenauinmpar (pepatno®), Taganapua (cuamic”® win anxkupka®), Bapaenadun (nepurpa”)
u yaeHadwr, anmpocragwr, aunupuaamon u PF-00489791; uuarnburopsr PDE6, mHrHOUTOpHI
PDE9, Takue xak, Hanpumep, PF-04447943, unarubutoper PDE10, Takue kak, Hanpumep, PF-
02545920 (PF-10) u uarudurtops PDE11.

(9) brokaTopbl KaIbIIEBBIX KAHAJIOB CIENYIOIINX THIIOB:

OUTHAPOIIMPUANHOBBIE OJIOKATOPBl KaJbLIMEBbIX KAHAJIOB, TaKHE KaK aMJIOIUINH
(HopBack®), apanugunuH (canpecta®), azenHuaunuH (kanOaok®), OapHuaunuH (rumoka®),
OennnunuH (koHHEN®), wHUAUNUH (artenek®, umHajIoHT®, cuckapa®), KIeBHIUMUH
(xneBunpekc®), murruazeMm, >poHununuH (MaHaen®), denomunuH (MWieHAHA®), TALUIUTIH
(MoTeHc®, nammnui®), nepkaHuAUNUH (3aHUAMN®), MaHugUNUH (Kacaot®, MagunuH®),
HukapaunuH (kapaeH®, kapneH SR®), wudeaunus (npokapana®, aganat®), HIJIBAIUNHH

(auBamun®), wuMmomunuH (HUMOTON®), HucoanunuH (Oalimukapa®, cymap®, cuckop®),
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HUTpeHunHH (kapand®, xHutpennH®, OaitnoreH3nH®), npanuaunuH (akanac®) u ucpangunuH
(momup®);

(deHnnaNKuIaMUHOBBIE OJIOKATOPBl KaJbIIMEBBIX KAHAJOB, TaKW€ KaK Beparmammil
(xanan®, m3onTuH®); u ramonamu (npokopym®, D600);

OeH30THa3enuHbl, TaKue Kak AnituaseM (kapanzemM®); u

HECeJIeKTHBHbIE HHIMOUTOPBI KAJIbLIMEBBIX KAHAJIOB, TaAKHe Kak Mubedpaau, Oenpuau,
¢bnycnupuieH u GeHIUINH.

(10) Anraronuctsl sHpoTenuHOBOro penentopa (ERAs), takue kak asorinoi (OTA u
ETg) aHTaroHWCT 3HOOTEIMHOBOrO perenropa OoceHTan (Tpakieep®), curakceHTaH (TeauH®)
Wi aMOpuceHTaH (Jietanpuc®).

(11) IIpowsBomHbIE WM AaHAJOTH MPOCTALMKINHA, TaKW€ KakK MPOCTAMKINH
(npoctarnanauH Ib), SMOMPOCTEHON (CHHTETUYECKUN MPOCTALMKIINH, (II0NaH®), TPenpOCTHHII
(pemonynne®), wunompoct (wromenuH®), wmonpoct (BeHTaBHC®), W pa3padaTbIBarOIIHECs
NepopasIbHbIE U HHTAJSIIHOHHBIE POpMBI peMoayTnHa®.

(12) AHTUTHIIEPIUNHIEMIUECKUE CPENCTBA, TAKHE KaK CPENCTBA CISAYIOIUX THIIOB!

CPEACTBa, YCHJIMBAIOLINE SKCKPELHMIO SKEIYHBIX KHCIIOT, TaKHEe KAaK XOJIECTHPAMUH,
KOJIECTHITOJ, KOJIECTHIIAH, KOJIECEBEJIaM WIIN CeBelamep;

CTaTWHBI, TaKW€ KaK aTOPBAaCTATHH, CHMBACTATHH, JIOBACTaTHWH, (hIIyBacTaTuH,
IIUTABACTATHH, PO3YBACTATHUH M MPABACTATHH,

UHTUOUTOPBI BCACBIBAHHSI XOJIECTEPUHA, TAKUE KaK 33€TUMHUO;

apyrue CHIDKAIOIIHE cofiepKaHue JUMHOB CpeAcCTBa, TaKue KaK
MKO3aIEeHTII THIITUIOBBIN 3(Hp, STHIOBBIE 3(QUPBI OMera-3-KUCIIOThI, PENYKOI,

npou3BOaHbIE (HUOPOEBOMKUCIIOTHI, Takne Kak kinodudpat, 6e3adudpat, kaumHopuOpar,
rempubpo3un, pouududpar, bunudpudpar, peHopudpar, uunpodudpar, xonun Genodudpar;

IPOU3BO/IHBIE HUKOTUHOBOW KUCIIOTBI, TAKHE KK AlIUITUMOKC U HHUALIVH,

KOMOWHALIMM CTATUHOB, HUALMH W TIOAABJSIOUIMX BCACBIBAHME XOJECTEpPUHA B
KHIIEYHHKe 700aBOK (33eTHMUO U Apyrue) U GudbpaTer, U

AHTUTPOMOOILIMTAPHBIE CPEACTBA, TAKHE KaK KJIOMUAOTpeN OUCynbdar.

(13) AHTHKOATYJISIHTBI, TAKUE KaK CJAETYIOIINX THUIIOB!

KyMapuHbI (BUTaMHH K aHTaroHUCTHI), Takue kak BapdapuH (kymaauH®), IEeHOKyMapou,
(heHTPOKYMOH 1 (DEeHUHIVOH;

rernapyuH ¥ MPOU3BOIHBIE, TAKHUE KaK HU3KOMOJEKYJSAIHBINA renapyH, (OHOAMAPUHYKC H
U/IpanapuHyKC,

npsiMble MHTMOUTOpPBI TPOMOWHA, TakMe Kak apratpoOaH, JIEMUPYIUH, OWBAJIHUPYAUH,
naduratpaH u kcuMenararpas (3xcanta®); u

aKTHBATOPbI TKAHEBOTO TUIA3MUHOT€HA, MCIIOJIBb3YIOIIHUECS ISl PACTBOPEHHUST TPOMOOB U
pacOIOKMpPOBaHUS apTEPUI, TAKHE KaK aJITeruasa.

(14) AnTUTpOMOOLMTAapHBIE JIEKAPCTBEHHbIE CpPEACTBA, TAaKHWE Kak, HaIlpuMep,
TOMMAOTPEN, THKJIOMUINH, AUTUPUAAMOI U aCTIUPHH.

(15) ACE uHruburopsl, HanpuMmep, CIenyrIuX TUIIOB:



52

CyJb(pTHIPUICOAEPIKAINE CPEACTBA, TAKHE KaK KanTonpi (KanoteH®) u 30 eHOonpu;

nukapOOKCUIATCOAEpKAIME CPENCTBA, TaKhe Kak JHalanpul (Ba3oTek/peTHHEK®),
pamurnpun  (arnak®/Tpurak®/pamak®/pamBua®), xuHanpun (akkynpuia®), MEepUHIONPHI
(xoBepcun®/aneon®), musuHonpun (mu3onyp®/nonpun®/HoBarek®/npuHNBUI®/3ecTpun®) u
Oenazenpui (JJOTeH3UH®);

dochonarconepkaiue cpencTna, TaKue Kak GO3MHOIPHIT,

npuponHsle uHruOuTopsl ACE, Takue Kak Ka30KMHHMHBI M JIAKTOKHHHUHBI, KOTOpBIE
SIBJISIFOTCST TIPJIONYKTAMH PA3JIOKEHUST Ka3erHa W ChIBOPOTKH, KOTOPbIE €CTECTBEHHBIM 00pa3oM
00pa3yroTcst mocje MOTPeOJeHUsT MOJIOYHBIX MPOAYKTOB, B OCOOEHHOCTH KHCJIO-MOJIOYHBIX
POJYKTOB,;

naktorpunentuasl Val-Pro-Pro u Ile-Pro-Pro, obpasyembie mpobuorukom Lactobacillus
helveticus nmmn oOpazoBaHHBIE U3 Ka3eMHA, TaKXKe OOJIQAoLINe CIIOCOOHOCTBIO WHTHOMPOBATH
ACE u rurnoreH3uBHOI CITIOCOOHOCTBIO;

npyrue uaruoutopsl ACE, Takue Kak ananenpu, Aeianpui, [UIa3anpuil, UMHIATPIL,
TPaHIOJATIPIII, TEMOKATIPHII, MO3KCHITPHIT U IUPATIPHIL.

(16) Cpenctea HOMOJHUTENBHON KUCIOPOIHON TEpaIiu.

(17) bera-6okaTopbl, TAKUE KaK CAETYIOMUX THUIIOB:

HECEJIEKTHBHbIE CPENCTBA, TAaKHe KakK aJIpeHoJod, OYyUMHAONON, KapTeoJol,
KapBeAWION, JlabeTayoN, HaIoJIoN, MEeHOYTONOJ, MHUHAOJOJ, OKCIPEeHONoN, anedyTomodn,
COTaJION, MEMHWHIOJON, LEJIHUIPOJIO, AapPOTHUHOJON, TEPTATOJON, aMOCYJAJON, HUIPAAHIION,
NPONPAHOJION U TUMOJIOI,

i-cenekTHBHBIE CPENCTBA, TaKUe KakK LEeOyTOJION, aTEHOJION, OeTakcoo, OUCOmpPOIIO,
LeJTUIPOJION, NOOYTAMUHTHIPOXJIOPUA, HPCOTIaAMHMAIIEAT, KapBEAUIION, TAIMHOJION, 3CMOJION,
METOMPOJION U HEOUBOJIOIN, U

[B2-cenexkTUBHBIE CPEACTBA, TAKHE KaK OyTaKCaMUH.

(18) AHTHApUTMUYECKUE CPENCTBA, TAKUE KaK CIETYIOIINUX THUIIOB!

tun | (O1okaTopbl HATPUEBBIX KAHAJIOB), TAKHE KaK XMHUAWH, JUIOKAWH, (PEHUTOUH,
nponadeHoH;

tun I (GiokaTopbl KaTUEeBBIX KAHAIOB), TAKHE KAK aMHOAAPOH, JOMETHINA U COTAJION;

TUI V, TaKKe KaK aJleHO3UH U TUTOKCHH.

(19) [uyperuku, Takue KaKk THA3HIOHBbIE JUYPETUKH, HANpPUMeEp, XJIOPTHAZHI,
XJIOPTAIUAOH U TUAPOXJIOPOTHA3HA, OeHAPO(IyMETHA3H, LHMKJIONMEHTHA3U, METHKIOTHA3U,
MOJNUTHA3KA, XWUHETa30H, KCUIIAMHJ, MEeTONa30H, HWHAANaMUJ, LUKJIETaHUH, IeTJeBble
IUYyPETUKH, TaKue Kak (pypoceMun W TOpecaMup; KamuicOeperaroue INYPEeTUKH, TaKue Kak
aMIJIOPH], CIUPOHOJIAKTOH, KAHPEHOAT-KaJUi, OSIUIEPEHOH W TPHUAMTEpeH, KOMOWHAIUU
CPEICTB, APyrue AUYPETUKH, TAKUE KaK alleTa30laMu] U KaprepuTH.

(20)  Cocymopacmmpsirolnpe  CpeacTBa  MPsIMOTO  AEWCTBUS,  TakHe  Kak
TUPaNa3uHTUAPOXJIOPUA,  AMA30KCHA, HUTPONPYCCUA  HATpWs,  KaJapalasul, Jpyrue

COCYZIOpPaCIIUPSIIOLINE CPEACTBA, TAKHE KaK M30COPOUAIUMHUTPAT U U30COPOUT S-MOHOHUTPAT.
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(21) Dkc30reHHBIE COCYNOPACIIUPSIONINE CPEACTBA, TaKue Kak aneHokapa® u anbda-
OJI0KaTOPHI.

(22) Amnraronuctel anbda-l-agpeHopelnentopa, TakMe Kak IPa303UH, HHIOPAMUH,
ypanunui, OyHa303WH, TE€PAa303MH U JOKCA303WH, aTPUAJbHBIM HATPUHYPETUYECKHH IENTH]
(ANP), sTanon, HHAYKTOPHI rucTaMuHa, TerparuapokanHadbunon (THC) u nanasepun.

(23) bponxopacmupsiroLe CpeACTBa CASAYIOLUINX THIIOB!

arOHKCTHI [, KPAaTKOBPEMEHHOI'O IEHCTBHS, Takue Kak ajOyTaMoJ Wid andyTepos
(BeHTONMMH®) U TepOyTANUH,

aroHucCThI 3, murenbHoro nevictBus (LABAS), Takue kak caniMerepos u GOpMOTEPOT;

AHTUXOJIMHEPTETUKH, TAKHe KaK MPATPOIHiA U THOTPOITHIL; U

TeOpUILTHH, OPOHXOPACIIUPSIIOIIEe CPEICTBO U MHIHOUTOP ochoauscrepassl.

(24) Koprukocrepounbl, Takhue Kak OEKJIOMETa30H, METHJIPEIHHU30JIOH, OeTaMeTa30H,
NPEAHU30H, TPEIHU30JIOH, TPUAMIMHOJIOH, JEKCaMeTa30H, (IIYTHKA30H, (IIyHH30IHL,
THIPOKOPTH30H U KOPTUKOCTEPOU AHAJIOTH, TaKHe KaK OyIeCOHHU.

(25) Auernueckue noOaBKH, TAKHE KaK, HaIIpUMep, Macyia oMera-3; QonmueBas KUCIOTA,
HUALWH, LOHUHK, Meab, KOPEHb KOPEHCKOro KPAcHOTO >KEHBIIEHS, TWHTKO, COCHOBas KOpa,
Tribulus terrestris, apruauH, Avena sativa, ropsiHKa, KOpeHb Maku, MyHpa nyama, saw palmetto
U IIBeACKas LBeTouHas mbuibla; ButamuH C, ButamuH E, Butammu K2; TecTocTepoHOBBIHE
n00aBKH, YPECKOKHBIA IUIACTBIPh C TECTOCTEPOHOM, 30PAKCEN, HANTPEKCOH, OpeMeNnaHOTHua U
MenanoTtaH IL

(26) Anraronucts! penentopa PGD2.

(27) UmmyHOCYTIpECCaHThl, TaKUe KaK LUKJIOCHOPHUH (IIMKIJIOCIIOPUH A, CaHOAUMMYH®,
Heopan®), rakponumyc (FK-506, nporpad®), pamamunmz (cuponumyc®, panamyH®) u npyrue
uMMyHocynpeccantl Tuna FK-506, mukodenonsr, Hampumep, MHUKO(PEHONISIT ModeTu
(nemnuent®).

(28) HecrepounHbie mpOTHBOACTMATHYECKUE CPENCTBA, TAKUE KaK arOHHUCTHI [32-, Takue
Kak TepOyTaluH, MEeTanpoTepeHos, (EeHOTEpOs, HU303TAPUH, aNOyTepoJ, CaIMETEepOJ,
Ourontepos U nUpOyTEPOIT;, KOMOMHALIMK ArOHUCT 2-KOPTHKOCTEPOU, TAKHE KaK CaaIMeTepO-
¢nytukason (agBaup®), dopmorepon-Oynecorns (CUMOMKOPT®), TEOPHIUTHH, KPOMOJIHH,
KPOMOJIMH-HATPUH, HEJOKPOMMJI, aTPOIUH, HUIIPATPONHH, MIIPATPONUHOPOMHUI U WHTUOHTOPHI
OunocuHTe3a sefikoTpuena (3mieyTon, BAY1005).

(29) Hecrepounuele mnporuBoBocnaiuTenbHble cpeactsa (NSAIDs), Takue Kak
MPOU3BOJHBIE TMPOMHOHOBOM KHUCJIOTBHI, TakWe Kak ajdMuHOmpodeH, OeHokcampodeH,
OykiokcoBasi kuciora, kapmupoden, ¢endOyden, denonpoden, daynpoden, daypdbunpoden,
ubynpoden, uanonpoden, keronpoden, MuponpodeH, HAMPOKCEH, OKCANPO3UH, MUPTIpodeH,
npaHonpodeH, cynpodeH, THanpopeHOBas KUCIOTa U THOKCANPO(eH); MPOU3BOIHBIE YKCYCHON
KHUCJIOTBI, TaKWe KaK WHAOMETALMH, AaleMeTalH, alkiIo(peHaK, KINAaHAK, IUKJIO(pEHaK,
denxnodpenak, Qenkno3oBas KucnoTa, (¢eHTHasak, QypodeHak, ubOydeHak, H30KCENaK,
OKCNMHAK, CYJMHAAK, THUOIMHHAK, TOJMETHH, 3HIOMETAllMH W 30MENUpPAaK, IPOU3BOAHBIC

(eHaMUHOBOW KHCIJIOTHI, Takue Kak (uypeHaMuHOBas KUCJIOTa, MEKJIO(QEeHAMUHOBAas KHUCIIOTA,
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Me(peHaMUHOBasl KUCJIOTA, HU(IYMOBas KHUCIOTAa M TOJ(EHAMOBAas KHUCJIOTA; IMPOH3BOJHBIE
OondennnkapOOHOBOI KUCIOTHI, Takue Kak nudiayHuzan u ¢iaydeHncas, OKCUKaMbl, TaKue Kak
M30KCHKAaM, IHPOKCHKAM, CYJOKCHMKaM ¥  TEHOKCHKaH, CaJIMLJIATBl, Takue Kak
alleTUICAJIMLIMIIOBAs KHUCIOTa M cyinbdacanasvH; M NHMPa30JOHBbl, Takue Kak arasoH,
Oesnunepusion, ¢penpasoH, ModedyTazoH, okcrdeHOyTa3oH U peHnnOyTa3oH.

(30) Uuruburops! uukinookcureHassl-2 (COX-2), Takue kak nejaekokcud (uenedpekc®),
podexokcud (BUokc®), BamIekoKcuO, STOPUKOKCHO, MApEKOKCUO M JIyMHPAKOKCUO;, OMMOUTHBIE
AHAJIbT€TUKH, TAKHE KaK KOJEHH, (PEHTaHWI, THAPOMOP(OH, IeBOphaHOI, MENEPUIHH, METAIOH,
MOp(UH, OKCHKOIOH, OKcUMOpGoH, mponokcudeH, OynpeHopbuH, OyropdaHOi, ne30IHH,
HaNOy(pUH 1 MEHTA301MH;

(31) IporuBonuabeTnyuecKkue CPeACcTBA, TAKME KaK MHCYJIMH U MHUMETUKH HHCYJIUHA,
CyIb(OHUIMOUYEBUHBI, TAKUE KaK MINOYPUA, ITHOSHKIAMU/, TIUMU3UA, TIUKIA3U], TIHKBUIOH,
TIUMENUPH], METJIMHATHI, TOJOYyTaMUA, XJIOPNPOMAaMHI, AaleTOreKCaMHI W  OJIA3aMUL;
OuryaHunpl, Takue Kak MerhopMuH (rmoxodar®); MHruOMTOpBI O-TJIFOKO3HMAA3bl, TAKUE KaK
akapOo3a, smajpectar, BOrinO03a, MHIJIUTON, THA3OJUAWHOHBL, TaKHE€ KaK POCHIIIHTA30H
(aBarnua®), TpornurtazoH (pe3yauH®), UUTIUTA30H, NMHOrIHTAa30H (akToc®) W HHTIUTA30H;
CEeHCHOMITN3ATOPBI MHCYJIMH, TAKHE KaK MUOTJINTa30H U POCUTIIMTA30H, CPEICTBA, YCHIINBAIOLIEEe
CEeKPELMI0 HHCYJIMHA, TaKWe KakKk peNarjJuHU, HATErJIMHUI W MHUTUTIUHHAL, MHMETUKU
MHKPETUHA, TaKHe KaK 3K3aHATWUI W JINPArJyTUA, aHAJOTH aMWJIMHA, TaKUE€ KaK NMPaMIHMHTHUL,
CPEeACTBa, CHIKAIOIIHE COAEP)KaHUE TIFOKO3bl, TAKME KaK MHUKOJIMHAT XpOMa, HeoOsS3aTeNbHO
O0BEeTMHEHHBIH ¢ OMOTMHOM, MHTHOWUTOPBI AUMENTUINENnTHAa3bl IV, Takue Kak CUTArJUITHH,
BUWJINATJIUIITHH, CAKCATJIUIITHH, aJIOTJIUITHH U JIMHATJIUITHH.

(32) CpencrBa, yBennmuuaromue conepxkanne HDL xonecrepuHa, Takwe Kak
aHaerpanud u ganerpamnuo.

(33) JlexapcTBeHHBIE cpencraa IIPOTHB O’KUPEHUs, TaKue KaK
MeTaM(pETaMUHTHIPOXJIOPH], aMpenpaMoHruapoxyiopun (tenyar®), henrepmun (HOHAMHH®),
Oenzderamunruapoxnopun  (auapekc®), dennumerpasunTaptpatr (OoHTPUI®, mnpeny-2®,
iernH®), Ma3UHAOJ (caHOpekc®), OpJIUCTAT (kceHukan®), MOHOTHIPAT
cubyTtpamuHruapoxjopuna (Mepunua®, penyktun®), pumonadant (akomruina®), amgpenpamoH,
MUKOJIMHAT XpOMa, KOMOWHAIWs, Takas Kak (peHTepMuH/Tomupamar, OympONMUOH/HAJITPEKCOH,
cubyrpamun/merdopmuH, Oynpornrion SR/3ouucamun SR, canmerepon, kcuHadoat/duyTuka3zon
NPOMNHOHAT, JIOPKACEPHHTHIPOXJIOPHI, (PeHTepMuH/TOMUpaMar, LEeTHINCTAT, 3SKCEHATHI,
JUPArTyTHI, MeT(HOPMUHTHIPOXJIOpUL, cuOyTpamuH/mMeTdopmuH, OynpomnuoH SR/3o0HHMCcaMun
SR, CORT-108297, xanarmudnosuH, nukomuHat xpoma, GSK-1521498, LY-377604,
merpenenTuH, oOuHermtua, P-57AS3, PSN-821, cammerepon kcuHadoat/duyTukasoH
NPONHOHAT, BOJb()pamMaT HATPUs, COMATPONUH (PKOMOWHAHTHBIN), TE3AMOPEIHH, T€30(pEHCHH,
BEJIHETIEPUT, 30HUCAMU, OeopaHnd reMHUOKCaIaT, HHCYJIMHOTPOIIHH, PECBEPATPOII, COOETHPOM,
TeTparuapoKaHHAOMBapUH U OeTa-JanaxoH.

(34) bnokaropel aHTMOTEH3MHOBOI'O pELENTOpa, Takue Kak JI03apTaH, BaJICapTaH,

KaHJeCcapTaH, LIMIEKCETW, 3MpOocapTaH, upoecapTaH, TEIMHCAPTaH, OJMECapTaH, MEIOKCOMHUII,
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a3MIICAPTaH U MEJOKCOMMUIL.

(35) Maruburope! peHUHA, TaKHe KaKk ajJlCKUpeH reMudymapar.

(36) Aronuctel anbda-2-aapeHOpeLenTopa LEHTPAJbHOIO JEHCTBHSA, TaKHe Kak
METHJIZIONA, KJIIOHUANH U ryaH(paiuH.

(37) bnokaTops! agpeHepruyeckux HeHPOHOB, TaAKUE KaK I'YaHETUANH U TYaHAApell.

(38) ATOHHCTBI UMUJA30JIMHOBOTO peuenTopa I-1, TaKue KaK
puMeHnanHANTHAPOodochHAaT U ruApaT MOKCOHUIMHTUAPOXIIOPUAA.

(39) AHTaroHuCTHI aJIbIOCTEPOHA, TAKUE KAK CIIUPOHOJIAKTOH U STUICPEHOH.

(40) AKTHBATOPBI KAJTMEBBIX KAHAJIOB, TAKUE KAK MUHALIAIMII.

(41) Aronuctel nomamuHa D1, Takue kak (peHOSIOMAM MeE3WJAT, APYTHUE€ ArOHUCTHI
JOTIAMHHA, TAKHE KaK NOONIAMUH, TOTIEKCAMUH U TOKAPIIAMUH.

(42) 5-HT?2 aHTaroHUCTHI, TAKHE KAK KETAHCEPHH.

(43) AHTaroHUCTBI Ba30MPECCHHO, TAKUE KaK TOJIBAIITAH.

(44) CencuOunmzaTtopbl KaJbLHEBBIX KAHAJIOB, TaKHE€ KaK JIEBOCUMEHNAH, WU
AKTUBATOPBI, TAKUE KAK HUKOPAHIMII.

(45) AxTHBaTOPHI AAEHUIIATLIUKIIA3bL, TAKHE KaK KOJI(OPCHH JAPONaTIUAPOXIIOPHUL.

(46) ITonoxxuTenpHbIE MHOTPOITHBIE CPENCTBA, TAKUE KAK JUTOKCUH U METHIIAMTOKCHH,
MeTa0OIMYECKHe KapAHOTOHUYECKHE CPENICTBA, TaKe KaKk yOMIEeKapeHOH, HATPUHYpPETHIECKHE
NENTHIBI TOJIOBHOTO MO3Ta, TAKHE KaK HECUPUTHIL.

(47) JlekapCTBEHHBIE CpPEACTBA, NPUMEHSIOIIUECS JUI JICUEHUS SPEKTHIbHON
IUCYHKINH, TAKHE KaK aJIpPOCTaANI, aBUNTAIWI U (PEHTONAMUH ME3UJIaT.

(48) JlexapcTBeHHBIE CPENCTBA, IPUMEHSIOLINECS AJIS JICUEHHUs] OKUPEHUs, BKIIFOYast, HO

HEC OrpaHu4uBasIChb TOJIBKO MU MeTaM(I)eTaMI/IHFI/II[pOXJ'IOpI/II[ (Z[eCOKCI/IH®),

>
ampenpamonruapoxsopun (Tenyar®), ¢enrepmun (MoHaMUH®), OeH3(peTaMUHTUIPOXIOPUA
(munpexkc®), denaumerpasuarugpoxnopun (6oHTPUA®, mnpeny-2®, muernH®), masuHAON
(canopekc®) u opauctat (KceHukan®).

(49) JlekapcTBEeHHBIE CPENCTBA, MPUMEHSIIOIIMECS IJIs JIeUeHUs: OoJie3HU AJbLreiimepa u
cnaboymusi, Takue KakK CJIEAVIOIIMX THIIOB. WHTHOMTOPBI ALETHIIXOJIMHAICTEPA3bl, BKIOUAs
rajantaMuH (pa3aguH®), puBacTurmMuH (dkcenoH®), noneneswn (nmpuuent®) U TaKpUH
(xorHekc®); anTaroHucTel penentopa NMDA, Ttakume kak MemMaHTUH (HameHIa®), wu
UHTUOUTOPBI OKCHIOPENYKTA3bl, TAKHE KaK UACOSHOH.

(50) INcuxuarpudeckrie IEKaPCTBEHHBIE CPEACTBA, TAKHE KaK CIEAYIOLINX THIIOB:

sunpacunon (reomoH™), pucnepunon (pucnepnan™), onaH3anuH (3unpekca™),
BAJIBIIPOAT;

AHTArOHHUCTHI JOTIAMUHOBOTO penenTopa D4, Takue Kak KJIO3amvH;

AHTArOHUCTHI JOTIAMUHOBOTO peuenTtopa D2, Takue kak HEMOHAIPUT,

AHTarOHWCTBI ~ CMEIIAHHOTO  JOMaMHUHOBOro  penenTopa DI1/D2, Takme  Kak

2
3YKJIOMIEHTUKCOIT,
monysisitopel perienitopa GABA A, Takue kak kapOamaszenuH,

I/IHFI/I6I/ITOpr HAaTPUECBLIX KaHAJIOB, TAKNUEC KaK JIAMOTPUIKHH,
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UHTUOUTOPBI MOHOAMHUHOKCHIA3bI, TAKHE KaK MOKJIOOEMUT U MHIEJIOKCA3HH, U

NPUMaBaHCEPHH U TEPOCITHPOH.

(51) JlexapcTBeHHBIE CPENCTBA, MPUMEHSIOIUECS IJIs JIEUEHUs] HAPYIIEHUs IBHKEHUIN
WA CUMIITOMOB, TaKH€ KaK CIEAYIOIINUX THUIIOB:

WUHTHOUTOPBI THPOKaTeXH-O-MeTUaATpancdepasbl, TAKUe KaK SJHTAKATIOH;

MHTHOUTOPBI MOHOAMHHOKCHAA3BI B, Takue Kak Ceeruivy,;

MOJYJIATOPBI JOTTAMUHOBOT'O PELIENITOPa, TAKHE KaK JIEBOJONA,

arOHKCTHI JOMAMHHOBOTO perentopa D3, Takue kak MpaMUIeKcodT,

UHTUOUTOPBI 1eKapOOKCUIIA3bI, TAKKE KaK KapOuIomna,;

ApPyTrHe aroHUCTBI JIOMIAMHUHOBOTO pEIeNnTopa, TaKue KakK Meproyiuf, pPOMHHUPOL,
KaOeproJiuH,

PUTUTOHUJ, UCTPaae(MIUTHH, TAUIIEKCOJT; 30HUCAMU U cahUHAMUL; U

UHTUOUTOPBI  CHMHANTHYECKOrO  BE3WKYJSIPHOTO  TEPeHOCa aMHHA, TaKue  Kak
TeTpabeHa3NH.

(52) JlekapcTBEeHHBIE CPECTBA, MPUMEHSIOIIUECS JJIS JICUSHUsT PACCTPONCTB HACTPOCHUS
i apdexTrBHBIX paccTpoiicTB i OCD, Takue Kak CIenyrOIIUX THIIOB:

TPULMKIMYECKNE aHTHAENPECCAHTHI, TAKUE KaK aMUTPUNTHINH (371aBHI®), ne3unpamMuH
(HopripamuH®), wummnpamuH (ToppaHun®), amokcanuH (aceHAMH®), HOPTPUNTHIMH W
KJIOMUIIPAMUH;

UHTHOUTOPBI CeJeKTUBHOrO obOpaTHoro 3axBata ceporoHuHa (SSRIs), Takme kak
napokcetuH (makcun®), ¢ayokcernn (mpo3ak®), ceprpamun (3om0pT®) W 1ETpanompam
(nenexca®);

nokcenuH (cuHekBaH®), Tpa3zonoH (ne3upen®) u aromenaTus,;

UHTUOUTOPBI CEeNIEKTUBHOrO oOpaTHOro 3axsata HopamuuHeppunHa (SNRIs), Takue kak
BeHJaakCcuH, peOOKCETHH U aTOMOKCETUH; AONAMUHEPTUYEeCKHe aHTUACTIPECCAHTBI, TAKHE KaK
OynpONUOH U AMHHEITHH.

(53) JlekapcTBeHHBIE CpEACTBA I YCUJICHUS] CHHANITUYECKOH TIACTHYHOCTH, TAKHE KaK
CJIEAYIOLIHUX THUIIOB:

AHTArOHUCTBI HUKOTHHOBOTO PELENTOPa, TAKHE KaK MEKAMIIAMUH, U

cMmeranHbie aroHuCThl S-HT, monaMuHOBOrO M HOP3MUHE(PPUHOBOTO PELENTOPA, TAKHe
KaK JIypa3HIOH.

(54) JlexkapcTBeHHBIE CpeacTBa, mpuMenstomuecs s jgedennss ADHD, Takme kak
amderamuH, mMoayssAaTopel peuentopa S5-HT, Takne kak BOPTHOKCETHH, W aroHUCTHI anbga-2-
aZipeHOPELIeNTOPa, TAKHE KaK KIIOHUAHH.

(55) Unruburopsl HelitpanbHOi sHpomnentunasel (NEP), Takme kak caxyOutpun,
OMaraTpuiIaT, ¥ MEeTHJIEHOBbIN cuHuii (MB).

(56) Kodaktopsl CcHHTa3bl OKCHAAa a30Ta, TaKWe Kak. TETParuapoOHONTEpHH,
OUTHIPOOHONTEPHH U canponTepuH (KyBaH®)

YITAKOBKA 11 HABOPBI

dapmaLeBTHUECKYI0 KOMITO3ULIMIO (WK Tpenapar) Al IPUMEHEHUSI MOXKHO YIIaKOBaTh



57

pa3HBIM 00pa3oM B 3aBUCHMOCTU OT METOAMKH, UCIMOJb3yEeMOH Ul BBEIEHHs JIEKAPCTBEHHOTO
cpenctBa. OOBIMHO wu3Aenue My paclpenesieHHs BKJIIOYAET KOHTEHHep, CoAep KaIliuii
IOMEIIEHHBIH B Hero ¢apMaleBTHUeCKUil mnpemapar B noaxopsuei ¢opme. Ioxxonsmue
KOHTEHHEepbl XOPOIIO M3BECTHBI CIELUAINCTAM B AAHHOW OONACTH TEXHUKU U BKIIOYAIOT
MaTepHabl, Takue Kak (prakoHs! (11JIACTMACCOBBIE U CTEKJISIHHBIE), Callle, AMITyJIbl, TNIACTHKOBbIE
NaKeThl, METAJUIMYeCKHe LIINHAPEL U T. 1. KoHTeliHep Takke MOXKET BKJIIOYATh 3allUINAIoLIee
oT HECAHKLIMOHUPOBAHHOT'O J0CTyIIa yCTPONCTBO st npeaynpexIeHIs
HECaHKLIMOHMPOBAHHOTO JIOCTyNMa K COAEPKMMOMY yHakoBkH. Kpome TOro, Ha KOHTEHHEp
HaHECEHa MAapKUPOBKA, B KOTOPOH OIMMCAHO COAEPIKUMOE KOHTeiHHepa. MapKHUpOBKa TaKxkKe
MOJKET BKJIFOYaTh COOTBETCTBYIOLIHME MPEAYTPEIKACHMUS.

CoenuHenus u GpapMalleBTHYECKHE TPENapaThl, OMUCAHHBIE B HACTOSIIEM H300pETEHHH,
MOTYT comepskarbcsi B Habope. HaOop MoskeT BKJIIOHWATH OAHY WM HECKOJBKO 03 [BYX WU
OOJNBIIET0 KOJHYECTBA CPEACTB, KaXKIO0€ U3 KOTOPBIX YNAKOBAHO WJIM TPUTOTOBJICHO
WHIMBUAYAIBHO, WJIA OIHY WM HECKOJNBKO 103 ABYX WJIH OOJBIIEro KOJHYECTBA CPEICTB,
yIIaKOBAHHBIX HJIM TMPUTOTOBIIEHHBIX B KoMOMHaumu. Takum oOpa3om, omHO miu Oosbliee
KOJINYECTBO CPEICTB MOJKET HAXOAUTHCS B TIEPBOM KOHTEHHepe U Habop HEOOs3aTeIbHO MOKET
BKJIFOYATh OJHO MJIM OOJbIee KOJMUYECTBO CPEACTB BO BTOPOM KoHTelHepe. KoHTeitHep mim
KOHTEHHEepbl TOMEINAIOT B VYIAKOBKY, M YIAKOBKAa HEOOS3aTENbHO MOXKET COIEPIKaTh
UHCTPYKLMU IO BBENEHUIO WM J03upoBKe. Habop Moker BKIIOYATh IOIMOJHHUTEIbHbIE
KOMITOHEHTBI, TaKHe KakK INMPHLbI WIK JAPyrue CPeACTBa IUIsl BBEACHMs IPENapaToB, a TaKXkKe
pa3baBuTeNN WM APYrUe€ CPencTBa Il NPUroToBieHus. Takum obOpazom, HaOOpbI MOTYT
BKJIIOYATh. a) (PapMaLeBTUYECKYI0 KOMIIO3UIHIO, BKJIOYAIOINYI0 COEJUHEHHE, ONUCAHHOE B
HACTOSAIIEM H300peTeHnH, M (PapMaLeBTUYECKH MPUEMJIEMbIi HOCHUTENb, PAaCTBOPUTEb WU
pazOaBurenb, W b) KoHTeiiHep miam ymakoBKy. HaOopsl Heo0s3aTeNbHO MOTYT BKIIOYATH
MHCTPYKLIHH, B KOTOPBIX OMHCAH CHOCOO MpUMeHeHHs (apMaLeBTHUYECKUX KOMITO3MLUI B
OOHOM wuu OONbIIEM KOJUYECTBE CIOCOOOB, ONUCAHHBIX B HACTOALIEM H300pETEeHHH,
(HampuMep, MpenynpeKaSHIs WIH JISYEHUS] OTHOTO WM OOJIbLIEr0 KOJUYeCTBa 3a00JeBaHUN U
HApYLICHWH, ONMICAHHBIX B HACTOsIEM n3o0pereHnn). Habop HeoOs3aTeIbHO MOXKET BKJIFOYATh
BTOPYIO (papMaLeBTHYECKYI0 KOMIIO3UIHMIO, BKIIFOUAIOIIYI0 ONHO MM OOJblIee KOJIUYECTBO
JOTIOJTHUTEIBHBIX CPENCTB, OIUCAHHBIX B HACTOSIIEM H300pETeHUU I TNPUMEHEHHs B
COBMECTHOH Tepanuu, (papMaleBTHYECKH NPUEMIIEMBbIi HOCHTENb, pPACTBOPUTENb MU
pazbaBurens. DPapMaLEBTUYECKYI0 KOMIIO3UIUIO, BKIIIOYAIOLIYI0 COEIMHEHHE, OIHCAHHOE B
HACTOSAIIEM H300peTeHHH, U BTOPYIO (apMaleBTUUECKYI KOMIIO3ULMIO, COMAEpPXKAIIYIOCS B
Habope, HeoOA3aTENbHO MOKHO OOBEIUHUTD B OJHON (hapMarleBTHUECKONH KOMITO3ULIHEH.

IMPUMEPBI

[TonyueHnne u ompeneneHne xapakTepuctuk 8-(2-propbensmn)-6-(3-(TpudTopmerin)-
1H-1,2,4-tpuazon-S-un)umunasol 1,2-a]nupasuna

dopma A

Cunres 8-(2-¢propbensum)umunasol 1,2-a]nupasun-6-kapOoHuTpHiIa (HUTpUIIA)
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F "MoHoGpoMun” "Hutpun"
cizn F F
Br C7HgCIFZn
NNy Mon. macca . 209.95 N N Zn(CN),, dppf N
NNgr  Pd(PPhs),Cl, N\/\Br DMF, 90-100°C &,N \/\CN
CGH3B|'2N3 THF, 30-35°C C13H9BFFN3 C1aHoFN
Mon. :276.92 : 1479~
of. Macca Mon. macca :306.14 Mon. macca : 252.25
CASit 63744-22-9 |_ —

Hckomoe coenuHeHHE CHUHTE3HMpPOBald B 2 CTaAUMU IO METOAMKE, OINHCAHHON B
nateHTHOl nuteparype (WO2015/187470A1) B Bupme »xkenroro tBepmoro Bemecta (0,60 T,
BbIXOJ 3a 2 cranuu 39%). 'H NMR (500 MHz, Metanoin-dy) ((wact./mnH) 9,09 (s, 1 H), 8,14 (s,
1 H), 7,91 (s, 1 H), 7,35 (t, 1 H), 7,28 (m, 1 H), 7,10 (m, 2 H), 4,60 (s, 2 H).

Cunres Tper-OyTiin-2-((8-(2-pTopdensunm)umunasol 1,2-a Jnupasus-6-

W1)(MMUHO )METHI)riupa3yH- 1 -kapbokcunata (BOC-amunpasoHa)

“"Hutpun' F

i H_o
N
(0] N

NaOMe

=" N O
e N x> H
N> ST N " J<
G, " | Sahome | N
CN NH
NH
Cy4HoFN, - C15H13FN4O "BOC-amug pasoH”
Mon. macca :252.25 Mon. macca :284.29 C1gHz1FNgO2
“Mmupar” Mon. Macca : 384.42

B umnuHmpudeckuit peaktop oObeMoMm 2 Ji, CHaOKEHHBIM MEXaHMYECKOH MeEIIaiKow,
nomemmaiau 1 Mok (252,25 r) mutpuna, 3arem cyxoi metanon (1,5 n). [TepemermmBanu npu 120-
140 o6/MMH W TOJydYa M KOPHUYHEBATO-KEITYIO 3€PHUCTYIO cycreH3uro. K cycneHsuu mpu
KOMHATHOW Temneparype nodasmsua 5 Moa.% (100 ma 0,5M pacTBOpa) METOKCHIA HATpPHUS B
18°C wu

nepememuBain B atMocdepe aszora, moka HPLC He yka3piBaja Ha TOJHOE NPEBPALICHHUE B

MeraHosie. Temmeparypy KOXyXa peakTopa YCTaHABJIWBAIA PaBHOMN cMech
npoMesxyTounblii Metunumuaar (LC-MS: 100A% MH* 285). 3atem nopuusiMu B TedeHue 15
muH nobasmsmu 1,03 3xB. (136 r) Tper-Oytunkapbaszara. Temnepartypa camxkanacek 10 9,2°C u
ykcycHyto kucaoty (0,1 skB., 5,7 mu) MemieHHO A00aBIsUIM INMPULIEM dYepe3 MeMOpaHy.
Temnepatypa peakLinoHHON cMecu MeuieHHO mnosblmanack oT 11,2°C mo 17,2°C, yto masano
npo3payuHblii KOPEeHHO-KOPUYHEBBIH pacTBOp. TemmepaTypy KOXKyXa peakTopa IMOBBIIIATN 10
18°C u ckopocTh mepememmnBaHus yBeanuuBanu 10 165 o6/mun. Uepes 1 4 oOpasoBbiBasach
O4YeHb T'yCTasi JKeNTas CyCIeH3us (TeMmepaTrypa peakLOHHOH CMeCH CTaHOBWJIACH PABHOM ~
21°C). 3arem pomosnHutenbHO aodaBmsu cyxod MeOH (550 mu). Uepes ~24 u LC-MS

yKasblBasia Ha 1ojiHoe npespainenue B BOC-amuapason (MH' 385) u LC-MS He o6Hapy:xuBana
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metmmmuaar. Cycnensuro oxnaxaanu 10 8-10°C u godasnsam 0,06 >xB. (60 mur) 1M BogHOTO
pactBopa NaOH, 3arem HacbimeHHbIH BogHbli pacTBop NaCl (150 mi) U AMCTHILTUPOBAHHYIO
Bony (200 mu). ITonyueHHy0 CMeCh NepeMeIInBajIi B TeU€HHE HECKOJIbKUX 4acoB, 3ateM 10%
BOJIHBIM PacTBOpPOM kapOoHata Harpus ycraHasnusaiau pH, paBueii 8-9. 3atem momydeHHyIo
cMmech pazOamisin Bomoi (250 mu1) m QUIBTPOBANM Yepe3 CTeKJISIHHBIN (UIBTP CpenHen
HOPUCTOCTH 00BEMOM 2 JI, TIPOMBIBAIN JUCTHIUTMPOBAHHON Bomod (3x300 mu) m cymmam ¢
OTCachlBaHUEM Ha (GHUIbTpe B TedeHue ~45 MuH. BiaxHblil ocanok Ha (GUIBTPEe MPOMBIBAIU H-
rentaHoM (4x200 mMiT) U CYyLIMIM C OTCAChIBAHUEM Ha QUIbTPE B TeueHHe | 4, 3aTeM CYIIMIH 10
NOCTOSTHHON Macchl B BakyyMHOH neuu ripu 40°C. IlpoaykT nonydanu B BUIIE CBETIIO-XKENTOTO,
nopourkoodpasHoro BemmectBa 358,86 1 (93%). Mp (DSC) 181°C. HPLC (RP) [240 um]: 99,8
A%. MS: MH+ 385 (100%).

'H-NMR (D¢-DMSO): (uacr./muu 1,47 (s, 9 H), 4,56 (s, 2 H), 6,34 (s, 2 H), 7,12 (t,
J=7,48 Hz, 1 H), 7,15-7,21 (m, 1 H), 7,25-7,33 (m, 1 H), 7,42 (t,J=7,63 Hz, 1 H), 7,82 (s, 1 H),
8,29 (s, 1 H), 9,00-9,09 (m, 1 H), 9,13 (br s, 1 H).

13C-NMR (D6-DMSO): (uact./mnH 28,15, 31,91, 78,44, 115,04, 116,28, 116,50,124,14,
124,37, 128,56, 131,58, 131,79, 135,40, 139,09, 142,53, 149,66, 152,87, 160,39.

Cunre3  8-(2-¢ropbensmn)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-5-un)umunasof 1,2-

a]nmupasuna (coenqunerne Gopmysl (I)).

F F

TFAOTfe
DABCOQ KpucTannusayma N

Q\/NJW’N‘NJ\Ok PAC  1PAGnHept | SN \/J\(H
H \ N
NH NJ<
C1gH21FNgO5 CF;
Mon. macca :384.42 0
"BOC-amug pasoH”

C1gH1gFsNg
Mon. macca : 362.29

B rpymeBugnyro konly obobemom 500 Mi1 €O CTepKHEM JJIi MAarHUTHOW MEINAJIKH
novemamn S0 mmonedi (19,22 r) BOC-amuapaszona u 2,2 sks. DABCO (12,34 1). 3arem
nobGasisin uzonpornmianerat (300 M) U cMech NepeMeIInBaly B aTMocdepe a3oTa B TeUeHUE 2
MHUH TIPH KOMHATHOW TeMIIEpaType U MOJydaau Oenyro >KUAKYK cycreHsuto. K cycneHsuun
nobassun TpudTopsTHNTpHdTOpanerar (2,5 3kB., 25 ), U CYCNEH3UIO MEepPEeMEIluBaIN MPH
KOMHATHOMH Temriepatype B atMocdepe azora, moka HPLC u LC-MS He yka3bIBain Ha MOJHOE
NpeBpaleHne B UCXOAHOE BelecTBO. 11oaydeHHy0 CYCIeH3HI0 MOCIEA0BATENBHO MPOMBIBAIIN
HACBHIIEHHBIM BOAHBIM PAcTBOPOM OHMKapOOHATa HATPUs, HACHIIIEHHBIM BOJHBIM PacTBOPOM
XJIOpUAa HATpUsd WU AUCTWUIMPOBaHHON Bojod. Opranmdeckyro ¢aszy (uUIbTpOBAIH uepe3
TOHKHH CJIOM CHJIMKArejb/IeNUT U KOHLEHTPUPOBaIHM A0 HeOombmoro odowsema (~50-70 mi) B
poropHOM wucnapurene (Ttemmneparypa BoasiHoW Oanu: 45-50°C). Temnyro cycmeH3uio cpasy
pazbaBisuin H-rentaHoM (150 M), mepemelnnBaiy B Te4eHHE 2 4 U OJHOBPEMEHHO MENJIEHHO

oxyaxxaanu 10 20°, u 3areM MepeMelnBajil B TE€YEHHE elle 2 4 C OXJAXAEHUeM 10 5°, u
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¢unbTpoBanu. BraxkHell 0canok Ha (QUIBTPE MPOMBIBAIHN H-renTtaHoM (2x50 M) U CyLIvim B
BaKyyMHOH T4l OO TMOCTOSHHOW Maccel. DopMy A mojydaad B BHIE CHEXKHO-OENoro
nopotkoobpaszHoro Bemectsa 16,7 r (92%). Mp (DSC) 196 °C. HPLC (RP) [240 um]: 99,8 A%.
MS: MH+ 363 (100%).

'H-NMR (Dg-DMSO): & uacr./mus 4,60 (s, 2 H) 7,05-7,11 (m, 1 H) 7,14-7,20 (m, 1 H)
7,22-7,29 (m, 1 H) 7,43 (br t, J=7,63 Hz, 1 H) 7,84 -7.87 (m, 1 H) 8,23-8,27 (m, 1 H) 9,44 (d,
J=1,83 Hz, 1 H) 15,43 (brs, 1 H).

BC-NMR (Dg-DMSO): & uacr./mnu 160,90, 158,95, 154,13, 152,73, 152,43, 151,76,
138,89, 135,50, 130,91, 130,87, 128,34, 128,27, 126,39, 124,11, 124,02, 122,47, 120,33, 119,12,
118,18, 116,68, 116,04, 115,01, 114,84, 31,64, 31,61.

PYF-NMR (Ds-DMSO): & uacr./mis -116,96, -63,93.

®opMy A TakKe MOXKHO TOJYYUTh NyTeM CYCICHAMPOBAHUS (HAMPHUMEpP, MyTeEM
CMEIINBAHUS COENUHEHHsI C PACTBOPUTENEM M HEMPEPHIBHOTO MEPEMEINNBAHUS) COEIHMHEHUSI
dbopmyinsl (I) ¢ ucnonp3oBanuem cmecu usonponuianerata (IPAC) u H-rentana, rie H-TeNTaH
coctasiisier Oonee 50 00.% oT koMmo3uuuu, B TeueHne oT 24 4 no 1 Hemenw mpH KOMHATHOH
temrieparype. ¢popma A Takxke obpasyercs, korma 8-(2-propbensun)-6-(3-(tpudropmernn)-1H-
1,2,4-tpnazon-S-unm)umunasol 1,2-ajmupasuH CyCneHIUPyIOT WM MEePEeKPHCTALUTN30BBIBAIOT B
100% H-renTaHe WM LUKJIOTE€KCAHE.

®opma B

8-(2-Dropbenzun)-6-(3-(tpudropmermn)-1H-1,2.4-rpuazon-5-un)umunasof 1,2-
almupasun ¢opma B cuHTeswpoBanm myTeM cycneHmupoBaHus —8-(2-propbensmi)-6-(3-
(rpudropmerun)-1H-1,2,4-tpuazon-5-un)umunaso[ 1,2-a]Jnupasuxa dopmbl A B
uszonponmnauerare (IPAC) B teuenne or 24 u no 1 Hemenu mpu KOMHATHOHW TemmepaType.
AnbTepHAaTUBHBIE PACTBOPUTENH, KOTOPbIE MOJKHO HCIOJIBb30BATh B 3TOH METOMUKE, BKJIIOUYAIOT
(a) monponunossiii crimpt (IPA); (b) cmecu IPA/IPAC; (c) cmecu IPAC u rekcana, roe IPAC
coctaiisieT 10 S0% wnu Oonee oT oObema komnozuuuy; U (d) Terparunpodypas.

I'unpar 1

8-(2-®@ropbensnn)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-5-un)umuaasof 1,2-
alnupasuH ruapat 1 BBIIEISUTM MyTeM CycrneHaupoBaHus Oe3BomHoro 8-(2-dgropbensmn)-6-(3-
(tpudropmermin)- 1H-1,2,4-tpuazon-5-wn)umunasof 1,2-aJnupasuna (popma A mnu ¢popma B) B
100% Boxe B TeueHue ot 24 4 1o 1 Hemenu mpu KOMHATHOM TeMIiepaType.

I'ugpar 2

8-(2-@ropbensun)-6-(3-(tpudropmermn)-1H-1,2.4-rpuazon-5-un)umunasof 1,2-
alnmupasuH ruapat 2 KPUCTALUTU30BAIH ITyTEM CYCIIEHANPOBaHMs Oe3BoHOrO 8-(2-pTopOeH3n)-
6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-S-nn)umunasol 1,2-ajnupasuna (popma A wmmu popma
B) B BOmHBIX CMecsAX, COAEpXKAIUX MOJMMEPBl Ha OCHOBE IIEJUIIOJIO3BI, TaKWe Kak
METHIILEIUTIONI03a, W/WIM TOBEPXHOCTHO-aKTHBHBIE BeIIeCTBa, Takue kak Tween 80 w
naypuicynbgaT HaTpus, B Te4eHHe oT 24 4 1o 1 Hexenu mpu KOMHaTHOU Temmeparype. I uapar
2 3aKpUCTAJUIN30BaTh U3 BOAHBIX PacTBOPOB, coaepxaiux 10% opraHuueckux pacTBOpPHUTENEH,

TaKHX KaK HBOHpOHHHOBbIﬁ CIIHPT.
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I'unpat 3

8-(2-Dropben3nn)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-S-um)umuaasol 1,2-
alnupasuH rugpaT 3 MoNydanaHu MyTeM CycreHAnpoBaHus Oe3BogHoro 8-(2-gropbensmn)-6-(3-
(tpudropmermn)- 1H-1,2,4-tpuazon-5-mwn)umunaso| 1,2-ajnupasuna (popma A unm ¢popma B) B
cmecu IPA, comepxxamieit no 50% Bnaru uiam Boabl. CMech AMCNEPrUPOBATN B TeUeHUE 24 4,
¢uipTpOBaTM M OCTAaBLIMECS TBEPAbIE BEINECTBA CYIIWJIM B BaKyyMe IPH KOMHATHOW
TeMmneparype.

ConbBar ¢ 3TaHOIOM

CosbpBaT ¢ S3TAHOJNIOM BBIIESUTM MyTeM cycrneHaupoBaHusi 8-(2-propOensmn)-6-(3-
(tpudropmetn)- 1H-1,2,4-tpuazon-5-wn)umunaso| 1,2-aJnupasuna (popma A unu ¢popma B) B
100% sTaHone B TeueHue oT 24 1 1o 1 Hexean npu KOMHATHON TeMIiepaType.

CorbBar ¢ METaHOJIOM

ConpBaT ¢ METAaHOJIOM BBIACISIM TyTeM cycrneHmupoBanusi 8-(2-propOensmn)-6-(3-
(Tpudropmern)- 1H-1,2,4-tpuazon-5-mwn)umunaso| 1,2-aJnupasuna (popma A unu ¢popma B) B
100% meranone B Teuenue oT 24 4 10 1 Hemenu npu KOMHATHON TeMITepaType.

ConbBat ¢ METHIIITUIIKETOHOM

ConpBaT ¢ METHIII TUIIKETOHOM BBIIEJSIIN IyTeM CyCneHnupoBanus 8-(2-propoensmn)-6-
(3-(tpudropmernn)- 1H-1,2,4-rpuazon-S-um)umunasol 1,2-ajnupasuna (popma A unmu popma B)
B 100% MeTun>TUIKETOHE B TeueHHe OT 24 4 10 | Henenu rmpu KOMHATHOM TeMIiepaType.

ConpBaT ¢ AMXJIOPMETAHOM

Huxnopmerad (DCM) conmbBaT BbIIEISUIU MyTeM CycrieHaupoBanus 8-(2-gropoensmn)-6-
(3-(tpudropmerun)- 1H-1,2,4-rpuazon-S-um)umunasol 1,2-ajnupasuna (popma A unu popma B)
B 100% DCM B Teuenue ot 24 1 no 1 Hexenu npu KOMHATHOM TeMIiepaTtype.

ConpBaT ¢ alleTOHUTPUIOM

ComeBar ¢ aneronutpwioM (ACN) Bbliensannm myTeM CyCHeHAMpPOBaHHMA 8-(2-
dTopbensun)-6-(3-(tpudropmernn)- 1H-1,2,4-tpuazon-S-mwn)umunasol 1,2-a]nupasuna (Gopma A
wm popma B) B 100% ACN B Teuenue ot 24 4 10 1 Hemeau Npu KOMHATHOM TeMIlepaType.

ConbBar ¢ STUJIALIETATOM

Z/T\z
2 /?
Z/T\z
.
i ==
=
Oz
Y/
=
=
~ ,ZT
=

“"Hutpun" L ]

K pactBopy Hutpuna (4,0 r, 16 mmorneii) B meranose (40 mi) noGasisuiu O€3BOTHBIM
rugpasud (3,1 mu, 100 mmons). I[Tocne nepeMeInBaHus IPU TEMIIEPAType OKPY KAOLIEH Cpeibl
B TE€UEHHE HOYM HAOJIOAJH MOJIHOE NCUE3HOBEHHE UCXOIHOrO BellecTBa. PeaklinOHHYIO0 CMech

KOHLIEHTPUPOBAJIM B BaKyyMe, OCTaBIIMICS TUAPA3UH YIOAISUIM MEPErOHKOW C METaHOJIOM H
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TOJIyOJIOM U TIOJIyYeHHOE BCIEHEHHOE BEIIEeCTBO CYLIWJIM B BaKyyM€ B TEUEHHE HOYH.
KopuuneBoe BcrieHeHHOE BemecTBo nepeHocuin B DCM (75 mit) u o kamisim noGasisinu 2,2,2-
TpudTOopyKCyCcHBIN aHrunpun (3,8 mi, 27 MMOIIS) U IPERyNPEKASHUS CHIIBHO SK30TEPMUYHON
peakuuu. PeaklMOHHYI0 CMeCh NepeMellnBaiu IPU TEeMIEepaType OKPYKAKIIEH cpenbl 10
MOJIHOTO MCUE3HOBEHUsl NMPOMEXYTOUHOIO aMHUApa3oHa. PacTBoputens ypansiiu B BaKyyMe U
CYLIWJIA U TOJy4aiiu xkentoiit octatok. Ocrarok nepenocid B AcOH (10 mur) u EtOH (100 mu)
u HarpeBanu npu 90°C B TedueHue 1 4. PeakIMOHHYIO CMeCh OXJIAKIANU 1O TEMIIEpaTyphbl
OKpY’Karomeld cpeabl W KOHLEHTPHPOBAIM 1O IOJIOBHHBI oOObema. [loJyd4eHHyI TyCTyro
CyCHeH3ur0 (UIBTPOBAIM M (UIBTPAT KOHLUEHTPUPOBAIM U MOJY4YaJld KOPHYHEBOE MAcCIO.
HeouwnineHnHoe BewmeCTBO OYMINAIM C TMOMOINBIO Xpomarorpaduu Ha cumukarene (10-100%
EtOAc/rexcanbl TpaiMeHTHBI pPEXHM) W BbIOESLIN coibBaT ¢ sTHianeratoMm (4,0 r, 69%
BBIXO]]) B BU/IE JKEJITOBATO-KOPUYHEBOT'O TBEPJIOTO BEILIECTBA.

'H NMR (500 MHz, DMSO-dg) & (uacr./mun) 15,46 (s, 1 H), 9,45 (s, 1 H), 8,26 (s, 1 H),
7,87 (s, 1 H), 7,43 (t, 1 H), 7,22-7,32 (m, 1 H), 7,14-7,22 (m, 1 H), 7,09 (t, 1 H), 4,60 (s, 2 H).
LCMS [M+H] = 363,1

ANbTEepHAaTUBHO, COJIbBAT C 3TUJIALIETATOM BBbIIESUIM MyTeM CycleHaupoBaHus 8-(2-
¢dTopbensnn)-6-(3-(tpudropmernn)- 1H-1,2,4-tpuazon-5-nn)umunaszol 1,2-a]nupasuna (Gopma A
wm ¢opma B) B 100% stunanerare B TedeHue or 24 u g0 1 Hemenmu mpu KOMHATHOM
TeMIlepartype.

ITopowkoBsasi peHTTeHOrpaMMa

Ha ¢ur. 1A, SA, 8A, 11A, 14A, 17, 19, 21, 22, 24 u 26 npuBeAeHbl PEHTTCHOTPAMMBI
XRPD, cHATbIE NpU KOMHATHOM TEMIEpaType B pPEXUME OTPAXKEHUs C HCIOJIb30BAHUEM
cuctembl Bruker D8 Discover, cHa0ke€HHOH TepMeTH3HPOBAHHBIM HCTOYHHKOM TPYOKH U
nerekropom tuiomanu Hi-Star (Bruker AXS, Madison, WI). TI'enepaTop peHTr€HOBCKOTO
u3jydyeHus: pabortaer mnpu HampsbkeHud, paBHoM 40 kB, u Toke, paBHOM 40 MA.
IToporkooOpa3Hbiii  oOpasel] MOMEINAIOT B Jep:KaTesib ¢ HU3KUM (OHOM. 3aTeM [aHHbIE
UHTErpupyroT B Auanazone S000° - 45000° 20 ¢ marom 0,020° 1 0ObeAMHSIOT B HETIPEPBIBHYIO
pertrreHorpaMMy. [IOpOIIKOBYIO peHTreHOrpaMMmy CHHUMAIOT C HCIOJIb30BAHMEM H3ITyYeHUs
CuKal (Cu nnuna Boasb! paBHa 1,54060 HM).

Ha ¢ur. 1B, 5B, 8B, 11B, 14B mnpusenens! pentreHorpammbel XRPD, cHsATbie mpu
KOMHATHOW TeMIepaTrype B pEeXHUMe OTPaXEHHs C HCIOJNb30BaHHEM cuctembl Panalytical
Empyrean, cHaOXXEHHOH TrepMETH3MPOBAHHBIM HCTOYHHUKOM TPYOKH U IETEKTOPOM PIXcel™.
I'enepaTtop pPEHTIEHOBCKOro M3Jy4deHHs padoTaeT NMpU HANpsDKEHWH, paBHOM 45 kB, u Toke,
pasHOoM 40 MA. ITopourkooOpa3Hblil 0Opasel MOMEINAT B AepiKaTelb ¢ HU3KUM (HOHOM. 3ateM
JOaHHBbIE WHTErpupyroT B muanazoHe 4,0° - 40,0° 20 c¢ marom 0,020° u 0OBeOUHSIIOT B
HENpPEePBIBHYIO pPeHTreHorpaMMy. 11opoikoBy0 peHTreHOrpaMMy CHUMAKOT C MCIOJb30BaHUEM
u3nyueHust CuKal (Cu nnuna Bonss! paBHa 1,54060 HM).

ITopomkoBast  penrrenorpamMa (XRPD)  ¢opmbr A 8-(2-¢pTopOenzum)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-un)umunasol 1,2-a]Jnupasusa npuseneHa Ha ¢ur. 1A,
ITopomkosas penrreHorpamma (XRPD) ¢popmer A 8-(2-¢propbensmn)-6-(3-(tpudropmerun)-1H-
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1,2,4-tpuazon-S-um)umunasol 1,2-alnupasuna npuseneHa Ha ¢ur. 1B. PentreHorpamma XRPD
dopmer B 8-(2-¢pTopbensmn)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-5-unm)umuaasol 1,2-
a|nupasuHa npuBeaeHa Ha ¢ur. SA. PearreHorpamma XRPD ¢opmer B 8-(2-propbensmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-un)umunasol 1,2-alnupasuna npuseneHa Ha ¢ur. SB.
Pentrenorpamma XRPD rugpata 1 8-(2-¢propbensun)-6-(3-(tpudropmerin)-1H-1,2,4-tpuazon-
S-um)umunaszo[ 1,2-ajnupasuna npuseneHa Ha ¢ur. 8A. Pentrenorpamma XRPD runpara 1 8-(2-
dropbensmn)-6-(3-(tpudropmerin)- 1H-1,2,4-rpuazon-5-wm)umunaso[ 1,2-anupasuna
npuBeneHa Ha ¢ur. 8B. Penrrenorpamma XRPD rumpara 2 8-(2-propOensun)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-un)umunasof 1,2-aJoupasuna npuseneHa Ha ¢ur. 11A.
Penrrenorpamma XRPD runpara 2 8-(2-propbensun)-6-(3-(tpudropmermn)-1H-1,2,4-tpuazosn-
S-umumunaso| 1,2-a]nupasuna npuseneHa Ha ¢ur. 11B. Penrrenorpamma XRPD ruppara 3 8-
(2-propbensun)-6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-5-mn)umunaszof 1,2-a]nupasusa
npuBeneHa Ha ¢ur. 14A. PenrreHorpamma XRPD rugpara 3 8-(2-propbensmn)-6-(3-
(rpudropmermn)-1H-1,2,4-tpuazon-5-un)umunasol 1,2-alnupasuna npuseneHa Ha ¢ur. 14B.
Penrrenorpamma XRPD conbBata 8-(2-gropbdensun)-6-(3-(tpudropmermn)-1H-1,2.4-rpuazon-
S-umumnnaszo| 1,2-a]nupasuHa ¢ 3TaHONIOM ¢ npuBeneHa Ha ¢ur. 17. Pertrenorpamma XRPD
coJbpBaTa 8-(2-propoen3un)-6-(3-(tpudropmernn)-1H-1,2,4-tpuazon-5-mn)umunaszol 1,2-
almupasuHa ¢ meraHosoM mpuseneHa Ha ¢ur. 19. Pentrenorpamma XRPD conbBata 8-(2-
bropbensmn)-6-(3-(tpudpropmern)- 1H-1,2,4-tpuazon-5-mn)umuaaso| 1,2-ajnupasuna c
METWJISTUJIKETOHOM mnpuBeneHa Ha ¢ur. 21. Penrrenorpamma XRPD combBara 8-(2-
¢bropbensmn)-6-(3-(tpudpropmern)- 1H-1,2,4-tpuazon-5-mwn)umunaso| 1,2-ajnupasuna v
IUXJIOpMETaHOM npuBeneHa Ha ¢ur. 22. PentreHorpamma XRPD conbBata 8-(2-¢ropbensmn)-6-
(3-(tpudropmernn)-1H-1,2,4-rpuaszon-5-un)umunasol 1,2-ajnupasuna c aLleTOHUTPUIIOM
npuBeneHa Ha ¢ur. 24. PenrreHorpamma XRPD compBara  8-(2-¢pTopOen3mi)-6-(3-
(tpudropmermn)-1H-1,2,4-tpuazon-5-un)umunasof 1,2-ajnupasuHa ¢ 3THIALIETATOM NPUBEACHA
Ha ur. 26.

Tabmuna 1A. Ilepeuenr mmkoB XRPD g dopmer A 8-(2-¢propOensmn)-6-(3-
(rpudropmermn)-1H-1,2.4-tpuazon-5-un)umuaasol 1,2-anupasuna, MOJTyY€HHBIX npu
KOMHATHOW TEMIIEpaType B pEKUME OTPaKeHUs C HCIOJb30BaHHEM cucreMbl Bruker D8

Discover, OnrcaHHOM BbIIIIE.

IMonosxxenue [° 2-Tera] OTHOCUTEIBHAST THTEHCUBHOCTB [%0]
4.9 30,23

7.0 47,45

8,3 70,53

10,6 19,37

11,1 46,04

14,3 32,81

15,0 100,00
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15.9 31,97
16,7 44,41
17,6 52,26
18,2 32,66
19,1 80.49
19,7 28,22
20,2 46,45
21,6 25,63
232 49,29
24.9 62,00
25.8 62,32
27,1 13,02
28,2 11,48
28.8 14,15
29.9 23,42
30.8 18,52
32,1 19,45
33,1 13,93

Tabmuma 1B. Ilepeuenr mnukoB XRPD gma dopmer A 8-(2-propOensmn)-6-(3-
(rpudropmerun)-1H-1,2,4-tpuazon-5-un)umuaasol 1,2-ajnupasusa,

MOJIyYCHHBIX

npu

KOMHATHOH TeMIlepaType B pEeKUMe OTPaKeHMs C WHCIONb30BaHHMEM cucteMsl Panalytical

Empyrean, onucanHoOM BbIIIE.

IMonoxenue [° 2-Tera]

OTHOCHUTEIbHAS UHTEHCUBHOCTD [%0]

5,0

9.0

7.0 38.5
7.2 28,2
8.3 75.6
8.5 60.0
10,4 5.9

10.8 11,9
11,3 324
12,4 3.3

14,2 12,1
14,4 18,7
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14,6 18,2
15,0 71,3
15,2 100,0
16,2 15,9
17,0 19,3
17,8 35,5
18,5 13,7
19,3 55,0
19.9 18,9
20,3 10,1
21,6 194
22,0 20,3
222 20,7
22,6 11,1
22.9 12,4
234 17.9
24,2 5.8
25,1 14,8
25,7 10,5
25,9 18,3
26,4 6,2
274 5,4
28,4 2.9
29.0 4,0
29.6 8,5
30,1 10,2
30,2 10,9
31,0 6,6
31,8 5.1
32,2 7.3
333 3.1
33,7 3.8
36,2 1,6
36,7 2,0
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Tabmuma 2A. Ilepeuenr mnukoB XRPD nns ¢dopmer B 8-(2-propOensmn)-6-(3-

(rpudropmermn)-1H-1,2,4-tpuazon-5-unm)umuaasol 1,2-ajnupasusa,

MOJTYYCHHBIX

npu

KOMHATHOW TeMIlepaType B pPEKUMe OTPaKeHUs C HCIOJb30BaHHEeM cucrteMbl Bruker D8

Discover, onmrcaHHOM BbIIIIE.

Ilonoxenue [° 2-Tera]

OtHocuTebHAs HHTEHCUBHOCTD [ %]

8.9

16,29

12,2 17,12
13,6 62,32
14,5 19,67
15,7 24,94
17,2 89.17
17,7 60,76
18.3 69,22
21,0 100

22,7 48,88
23.9 54,19
242 61,07
25,0 30,21
25.6 16,4

26,7 20,59
27,6 49,89
29,6 25,3

Tabnuna 2B. Ilepeyenr mnuxkoB XRPD mus

(tpudropmetin)-1H-1,2,4-tpuazon-5-un)umuaasof 1,2-anupasuxa,

MOJTyYEHHBIX

dopmbl B 8-(2-propbensmn)-6-(3-

npu

KOMHATHOW TeMIepaTrype B pPEKHMe OTPaXKeHHs C HCIOJb30BaHHEM cuctembl Panalytical

Empyrean, onucanHOM BbILIE.

INonoxenue [° 2-Tera]

OtHOCHUTEIbHAS UHTEHCUBHOCTD [%0]

8.5

7.9

9.1 30,7
10.9 11,7
12,4 25,2
13.8 67,2
14,6 16,1
14,8 24,9
15,7 19,5
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16,0 33,7
17,4 100,0
18,0 532
18,2 12,9
18,5 589
20,4 11,5
212 83,4
22,1 12,9
22,6 42
22,9 36,7
235 7.6
24,1 45,4
245 483
252 26,4
25,7 12,4
259 18,6
26.8 12,0
27,1 23,6
27,8 42,6
28.8 49
29,4 4.6
29,7 93
30,0 13.1
31,1 4,6
316 4,1
323 6.2
33,5 14
34,0 4,6
35,2 14
35,7 4,7
36,8 2.0
38,0 4.8

Tabmuua 3A. Ilepeuenr mnmkoB XRPD pns rugpara 1 8-(2-propOensmn)-6-(3-

(rpudropmerun)-1H-1,2,4-tpuazon-5-unm)umuaasol 1,2-ajnupasusa, MOJTyY€HHBIX npu
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KOMHATHOW TEMIIEpaType B pPEKUME OTPaKeHUsT C HCIOJb30BaHHEeM cucrteMbl Bruker D8

Discover, onmrcaHHOM BBIIIIE.

ITonosxxenue [° 2-Tera] OTHOCUTEbHAST THTEHCUBHOCTB [%0]
9.1 7.5
11,5 100,0
13,5 11,7
15,2 63,5
17,0 88,4
17,7 46,7
18,3 86,7
19,1 36.4
20,1 8,2
22,1 18.3
23,1 30.9
233 510
242 31,7
249 74,3
25.4 14,8
26,7 15.8
27,5 8,7
29.4 51,6
29.9 21,9
30,6 10,9
33,5 2,0

Tabmuna 3B. Ilepeuenr nmkoB XRPD nns ruppara 1 8-(2-propOensmn)-6-(3-
(rpudropmerin)-1H-1,2.4-tpuazon-5-un)umuaasol 1,2-anupasuxa, MOJyY€HHBIX npu
KOMHATHOHW TEMIepaTrype B pPEKHUME OTPaXEHHs C HCIOJNb30BaHHEM cuctembl Panalytical

Empyrean, onucanHOM BbILIE.

IMonosxxenue [° 2-Tera] OTHOCUTEIbHAST UHTEHCUBHOCTB [%0]
8,8 7,2

94 13,7

11,7 53,8

12,2 4,5

13,7 17,6

14,0 12,9
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15,5 56,1
16,7 5.7
17,2 100,0
17,9 73,4
18,5 49,8
19,4 15.8
20,3 6,6
214 2,0
223 24,4
23,3 42,2
23,6 15,5
244 32,5
25,1 86,0
25,6 10,1
27,0 16,4
27,7 9.0
28,6 2,0
29,6 554
30,1 17.9
30,9 9,7
32,2 4,1
33,6 34
34,0 32
35,0 2,1
37,6 1,7
38.9 0.9

Tabmuna 4A. Tlepeuenr mnukoB XRPD nns ruppara 2 8-(2-propOensmn)-6-(3-

(rpudropmerin)-1H-1,2.4-tpuazon-5-un)umuaasol 1,2-ajnupasuna,

MOJTyYE€HHBIX

npu

KOMHATHOW TEMIIEpaType B pPEKUME OTPAKEHHsI C HCIOJIb30BaHHEM cucTeMmbl Bruker D8

Discover, onrcaHHOM BbIIIIE.

INonoxenue [° 2-Tera]

OTtHOCHUTEIbHAS UHTEHCUBHOCTD [%0]

9.0

8,7

10,4

58.2

14,9

19,6
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15.5 100,0
17,8 19.8
18.4 66,2
18,7 74,1
20,7 25,7
21,2 26,4
21,9 373
22,7 28,4
24,6 64.6
25.9 43,9
26,3 30.0
27.4 71,5
28.0 15,7
29,5 63.9
31.0 41,3
31,7 28.9
32,6 11,7
34,5 4,9

Tabmuna 4B. Ilepeuenr nmkoB XRPD mus runpara 2 8-(2-dgropOensmin)-6-(3-

(rpudropmerun)-1H-1,2,4-tpuazon-5-un)umuaasol 1,2-ajnupasusa,

MOJTYYCHHBIX

npu

KOMHATHOH TeMIlepaType B pEeKUMe OTPaKeHMs C WHCIONb30BaHHMEM cucteMsl Panalytical

Empyrean, onucanHoOM BbIIIE.

IMonoxenue [° 2-Tera]

OTHOCHUTEIbHAS UHTEHCUBHOCTD [%0]

7.3

60,6

9.3 10,0
10,6 74,5
13,2 2,1
15.2 28,8
15.8 76,1
15.9 100,0
17,1 7.3
18.1 25,2
18,7 26,0
19,0 25,6
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21,0 13.4
21,5 10,3
22,2 11,2
23,0 17,1
23.8 3,6
24.8 20,5
25.1 26,0
26,2 13,8
26,6 28.6
27.6 64.8
29.8 19.3
31.2 10.8
32,0 5.7
32.8 5.0
34.6 2.9
35.1 3.7
36.9 1.6

Tabmuma SA. Tlepeuenr mnukoB XRPD nns rugpara 3 8-(2-propOensmin)-6-(3-

(rpudropmerun)-1H-1,2.4-tpuazon-5-um)umuaasol 1,2-ajnupasusa,

MOJIyYE€HHBIX

pu

KOMHATHOW TeMIlepaType B pPEXKUMe OTPaKeHUs C HCIOJb30BaHHEeM cucteMbl Bruker D8

Discover, OnmrcaHHOM BbIIIIE.

ITonosxenue [° 2-Tera]

OTHOCUTEIPHAST THTEHCUBHOCTD [%0]

8.5

4,2

10,3 35.8
12,1 27,6
13.5 284
14,5 9.2

15.9 35.2
16,9 58.4
17,6 22,0
18.5 18,0
20,3 11,2
21,0 12,4
22,0 23,8
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22.9 29,8
24.4 100,0
25,0 21,4
26,6 11,0
28.9 25.5
30.8 5,7
33,0 6.4
36.0 3.3

Tabmuna SB. Ilepeuenp nukoB XRPD nns ruppata 3 8-(2-propOensmn)-6-(3-

(rpudropmetin)-1H-1,2,4-tpuazon-5-uwn)umuaasol 1,2-anupasuna,

MOJTyYEHHBIX

npu

KOMHATHOHW TEMIepaTrype B pPEKHUME OTPaXEHHs C HCIOJNb30BaHHEM cucTeMmbl Panalytical

Empyrean, onucanHOM BbILIE.

INonoxenue [° 2-Tera]

OTtHOCHUTEIbHAS HHTEHCUBHOCTD [%0]

8.3

24

8,7 2.9
10.5 73,3
12,0 11,2
12,8 16,9
13,9 30,8
14,5 3.2
15.0 18,7
16,5 33,1
17,2 34,1
17,6 100,0
18.3 17,2
19,1 18.9
20,3 23,9
21,1 3.9
21,6 3.5
22,2 8,0
22,6 14,9
23,7 27,5
24,1 8,0
24,7 9.7
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25,0 10,0
25.6 26,7
26,2 20,1
27,7 3,1
28.5 3.1
30,1 41,2
31.9 4,5
34.1 3.4
35.0 1.6
35.6 14
37,1 24
38.8 2.5

Tabmuua 6. IlepeueHp

nukoB XRPD nma  conbBara

8-(2-¢propOensmn)-6-(3-

(rpudropmerin)-1H-1,2,4-tpuazon-5-un)umunasof 1,2-ajnupasuHa ¢ 3TaHOJIOM, MOJYYEHHBIX

NpY KOMHATHOH TeMIepaType B pekMMe OTPaXXEHHs C UCIOJb3oBaHMEM cucteMbl Bruker D8

Discover, onrcaHHOM BBIIIIE.

ITonosxenue [° 2-Tera] OTHOCuTEbHAST THTEHCUBHOCTB [%0]
8,6 2.8
104 72,0
11,8 11,5
12,7 15,1
13.8 29,2
14,9 14,6
16,4 31,1
17,1 36,5
17,5 100,0
18,2 14,8
19,0 19,2
20,2 29,0
22,5 15,9
23,5 28,4
245 11.9
25,5 33,1
26,1 22,4
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274 4.4
30.0 64.4
31.8 6.6
33.9 3.9
36.9 3.8
38.7 4,5

Tabmuna 7. Ilepeuenr mukoB XRPD nmns  compBata  8-(2-¢ropOensmn)-6-(3-
(rpudropmern)-1H-1,2,4-Tpuazon-5-mn)umunazof 1,2-a]JnupasuHa ¢ METAHOJIOM, MOJIYYEHHBIX
NpU KOMHATHOH TeMIepaType B peKMMe OTPaKeHHs C UCHOJb30oBaHMEM cuctembl Bruker D8

Discover, onmrcaHHOM BbIIIIE.

IMonosxxenue [° 2-Tera] OTHOCUTEIBHAST HTHTEHCUBHOCTD [%0]
7,7 30,6
10,3 13,0
11,0 31,0
11,6 11,9
14,2 52,8
15,2 12,6
16,2 42,6
17,1 94.8
17,8 36,6
18,4 12,1
19,3 21,6
20,0 274
21,2 26,0
23,0 40,2
242 100,0
26,1 18,2
27,3 12,0
29.0 85,9
29,6 374

Tabmuma 8. Ilepeuenr mnmkoB XRPD nmns  combBata  8-(2-ropOensmn)-6-(3-
(rpudropmern)-1H-1,2,4-tpuazon-5-un)umunaszof 1,2-ajJnupasusa ¢ METHIIDTHIKETOHOM,
NOJIyYE€HHBIX NPU KOMHATHOM TEMIIEpaType B PEKUME OTPAKEHHUS C UCTIOIb30BAHUEM CHCTEMBI

Bruker D8 Discover, ONMCaHHOM BBIIIIE.
ITonosxenue [° 2-Tera] OTHOCUTENbHAST THTEHCUBHOCTB [%0]
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8,5 49
9,0 14,6
10,8 8,0
12,3 254
13,7 49,1
14,7 228
15.8 33,2
17,3 100,0
17,8 49,1
18,4 54,0
20,3 12,9
21,1 89,7
22,0 17,8
22,8 39,6
23,3 10,6
240 61,5
243 62,8
25,1 394
25,8 25,7
26,9 34,4
27,7 63.5
29,7 25,5
31,0 7.7
31,5 4.4
32,3 10,2
35,6 9,5
36,6 4,1
379 9,3

Tabmuua 9. IlepeueHn

nukoB XRPD nna  conbBara

(rpudropmern)-1H-1,2,4-tpuazon-5-un)umunaso[ 1,2-a]nupasuxa

8-(2-¢propbensmn)-6-(3-

C

AUXJIOPMETAHOM,

MOJIYYCHHBIX IIPH KOMHATHOMU TEMIIEPATYPE B PEKUME OTPAKECHUA C UCTTIOJb30BAHUEM CUCTEMbI

Bruker D8 Discover, ONMCaHHOM BBIIIIE.

INonoxenue [° 2-Tera]

OtHOCHUTEIbHAS UHTEHCUBHOCTD [%0]

14,4

23,2
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15,7 37.6
19,7 33,0
20,9 33,0
21,8 19,3
22,7 15.2
24,0 100,0

Tabmuna 10. Tlepeyenr mmkoB XRPD gis  conmbBata  8-(2-ropOensun)-6-(3-
(rpudropmern)-1H-1,2,4-Tpuazon-5-un)umunasof 1,2-a]nupasuxa c alleTOHUTPUIIOM,
MOJTyYeHHBIX MPU KOMHATHOW TEMIIEPATYpe B PEKUME OTPAXKEHHUS C MCIOJIb30BAHUEM CHCTEMbI

Bruker D8 Discover, ONMMCaHHOM BbIIIIE.

IMonosxxenue [° 2-Tera] OTHOCuTEIBHAST THTEHCUBHOCTB [%0]
10,6 29,2
14,4 100,0
17,3 49,8
18,7 37,0
21,7 26,7
23,2 21,1
253 40,2
25.9 22,6
26,7 11,8
28,0 8,1
32,7 4,0

Tabmuma 11. Ilepeyenr mmkoB XRPD gis  conmbBata  8-(2-ropOensun)-6-(3-
(rpudropmern)-1H-1,2,4-Tpuazon-5-un)umunasof 1,2-a]nupasuxa c 3TUJIALIETATOM,
MOJTyYeHHBIX MPH KOMHATHOW TEMIIEPATYpe B PEKUME OTPAXKEHHUS C MCIOJIb30BAHUEM CHCTEMbI

Bruker D8 Discover, ONMMCaHHOM BBbIIIIE.

IMonosxenue [° 2-Tera] OTHOCUTEIBHAST HTHTEHCUBHOCTS [%0]
8,2 11,3

10,5 7.9

12,9 6,1

15,2 19,2

16,4 19,7

18,7 38,6

19,7 23,7

21,4 20,1
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23.4 19.5
25.3 100,0
28.9 7.7
32,1 14,5
37.5 4.4

HuddepenunanbHas ckanupyromas kagopumerpus (DSC)

Huddepernumanbias  ckanupyromas  kamnopumerpusi (DSC) wucmonp3oBana s
OTpeNeNIeHUs] TeMIePaTyphbl IJIABJIEHUS KPUCTAUTMYECKUX MATEPUANIOB U ISl YCTAHOBJICHHS
paziuuuii pasHbIX moaumMop¢oB. AHajau3 mpoBoauiu Ha mpubopax Q200 V24.3 Build 115.
O6pa3siel maccoit ot 0,5 10 2,0 Mr OTBEUIMBAJIU B TAPHUPOBAHHBIC YALIKH U3 YUCTOTO AIFOMUHUS,
repMETU3UPOBAIM M B HUX MPOAEIBIBAIM TOUEYHble OTBepcTusi. OOpasiubl NPUBOIWINA B
paBHoBecue mpu 25°C, 3arem HarpeBasu coO ckopoctbto 5,0°C/mun mo 250°C. JlaHHbIe
AHATM3UPOBAIH C TIOMOIIBIO porpaMMHOro odecnedenus Universal Analysis 2000.

Ananmms ¢ nomomeio nuddeperunanbHol ckanupyromei kajgopumerpuu (DSC) dopmer
A 8-(2-pTopbenzun)-6-(3-(tpudropmermn)-1H-1,2,4-rpuazon-5-unm)umuaasof 1,2-ajmupasnna
nokasai, 4yto ¢opma A obnagaer remrepatypoii rasienus, pasHoi 195-196°C (¢pur. 2).

Anamus ¢ nomomso DSC ¢opmer B 8-(2-pTopbenzun)-6-(3-(tpudropmernn)-1H-1,2,4-
Tpuason-S-un)umunasof 1,2-ajoupasuna  mokasan, 4ro ¢opma B oOmamaer HavanbHOH
TeMrepaTtypod ruiaBieHus, paBHoi 177°C, npu pganpHeiIIeM HarpeBaHUU MPOUCXOIUT
HEeMeJUIEHHas! KpUCTaIN3anus ¢ oOpa3oBaHueM Oe3BOAHON (opMbl A, KOTOpas IUIABUTCS MPHU
196,4°C (¢wur. 6).

Pesynbratel  aHanmuza ¢ mnomombio  DSC  rumpara 1 8-(2-pTopOensmi)-6-(3-
(Tpudropmetin)- 1H-1,2,4-tpuazon-5-unm)umunaso| 1,2-ajnupasuna  npuseneHsl Ha ¢ur. 9.
Bunnubl nBe HawanbHble SHAoTepmbl Hipke 100°C, ykasplBaroImue Ha TOTEPHO BOJIBL
IMepexpucraummzanus He HaOmrOmaercs, HO IulaBieHue, HabOmomaromeecs npu 195°C,
COTJIACYeTCsl ¢ TeMIepaTypod IuiaBjeHuss (GOpMbl A W 3TO TOKa3bIBAET, YTO TOTEPs BOJBI
ruapata 1 mpuBoauT K 00pa3oBaHuI0 0e3BOAHON (HOpMBI A.

Pesynprarel anamu3za ¢ nomomnbto DSC  rugpata 2 8-(2-propbenswmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-aJnupasuna mnpuseneHsl Ha ¢ur. 12
Bunna suporepma npu ~88°C, ykasbiBarolias Ha norepro Bozabl Ilepexpucramiuzanusi He
HabJroaeTcst, HO TUIaBiieHue, Habmomaromeecss mpu ~195°C, cornmacyercss ¢ TIJIaBIeHHEM
¢bopMBI A 1 3TO TIOKA3BIBAET, YTO MOTEPSI BOIBI rUAIpaTa 2 MPUBOIUT K O0OPa30BaHHIO O€3BOIHOM
dopmbl A.

Pesynpratel  anamum3za ¢ nomombo DSC  ruppara 3 8-(2-propbenswmn)-6-(3-
(rpudropmerin)-1H-1,2,4-tpuazon-5-un)umunaso| 1,2-alnupasuna npusenensl Ha ¢ur. 15,
Bunna sHpotepma npu ~64°C, ykasbiBarolias Ha norepro Bozabl. Ilepexpucramiuszanus He
HaOJrolaeTcst, HO IUIaBieHne, Habmoparomeecs npu 195°C, cornacyercs ¢ riaBieHneM (GOopMbI
A ¥ 3TO TIOKa3bIBAET, YTO MOTEPSI BOABI TUApPaTa 3 MPUBOAUT K 00pa3oBaHUIO O€3BOAHON (OpMBI
A.
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Tepmorpasumerpuueckuii anammus (TGA)

Hannble TepMmorpaBumerpudeckoro anaiamnsza (TGA) nist ocTaBIINXCS TBEPABIX BEIIECTB
nony4danu Ha npudope TA Instruments model Q5000 TGA V3.8 Build 256. O6pasiel maccoii ot
2 po 10 mMr nomemianud B TapUPOBAHHBIE IJIATMHOBBIE YAlIKW M HArpeBajid CO CKOPOCTBHIO
5°C/mun or kxomHaTHON Temneparypsl 10 250°C. [laHHble aHAIU3UPOBAIN C MOMOIIBIO
nporpammuoro obecneuenns: Universal Analysis 2000.

TepmorpaBumerpuueckuit  anamusz  (TGA) c¢opmer A 8-(2-pTopOensmn)-6-(3-
(rpudropmetin)-1H-1,2,4-tpuazon-5-uwn)umuaasof 1,2-ajnupasuHa nokasajn OTCyTCTBUE MOTEPU
MacChl 10 TUTABJICHUS] U 3TO YKa3bIBAJIO, 4TO popma A siBisiercs: 6e3BoaHOi (dur. 3).

TGA anamuz ¢opmer B 8-(2-pTopbensun)-6-(3-(tpudropmermn)-1H-1,2,4-Tpuazomn-5-
wi)umunasof 1,2-ajnupasuHa  mokaszajd OTCYTCTBHE MOTEPH MAacChl JO IUIABJICHUS U 3TO
yKa3bIBaJIo, uTO (hopma B siBisiercst 6e3BonHoi (dur. 7).

TGA anamu3 rugpara 1 8-(2-¢propbensun)-6-(3-(tpudropmermn)-1H-1,2,4-Tpuazon-5-
wi)umuaaszol 1,2-alnupasuna oOHAPYKUI MOTEPr0 Macchl, paBHywo 4,67%, mno 100°C, uyto
cormacyercsi ¢ moreped 1 ™omp-3kB. Bomel (¢ur. 10). I'mgpat 1, BeposiTHO sBIsETCS
MOHOTH/IPATOM.

TGA anamu3 runpara 2 8-(2-propbensun)-6-(3-(tpudropmernn)-1H-1,2,4-Tpuazon-5-
wi)umuaaszol 1,2-alnupasuna oOHapPy:KUI MOTEpr0 Macchl, paBHyo 4,75%, mo 100°C, uyto
cormacyercsi ¢ moreped 1 ™omp-3kB. Bombl (¢ur. 13). I'mgpat 2, BepoATHO SBISIETCS
MOHOTH/IPATOM.

TGA ananu3 rumpara 3 8-(2-propbensun)-6-(3-(tpudropmernn)-1H-1,2,4-rpuazomn-5-
wnumuaaszol 1,2-ajnupasuHa 0OHApY KU ABYCTYIIEHUATYIO MOTEpr0 Macchl, 3,32%, mo 100°C
(¢ur. 16). HauanbHas norepss Macchl HAUMHAETCS OT Hayajla HarpeBaHMsl, U 5TO yKa3blBaeT Ha
BO3MOJKHOCTh HAJIMUUsl OCTaTodHOW Biaru. HaOmronmaromasicss mosHasi motepsi MacChl MEHbINE
HEOOXOAMMOH IJI1 MOHOTHIpPATA, TAKUM 00pa3oM, TUAPAT 3, BEPOSITHO SIBJISETCS MOJNYTHAPATOM
C HaJTMYHeM U30BITOYHOW OCTATOYHOM BJIary.

TGA anamuz conbBata 8-(2-propbensmn)-6-(3-(tpudropmermn)-1H-1,2,4-tpuazon-5-
wi)umuaaszol 1,2-ajnupasuHa ¢ 3TaHOJOM IOKa3ajl MOTEpr Macchl, paBHyr 4,80%, mo 100°C
(¢ur. 18).

TGA anamusz conbBata 8-(2-propbensmn)-6-(3-(tpudropmern)-1H-1,2,4-tpuazon-5-
wi)umuaaszof 1,2-ajnupasuHa ¢ MeTaHOJIOM OOHAPYKWJI TOTEPI0 Macchl, paBHYK 0,76%, 1m0
100°C (¢ur. 20).

TGA anamusz conbBata 8-(2-propbensmn)-6-(3-(Tpudropmern)-1H-1,2.4-tpuazon-5-
wi)umuaaszol 1,2-alnupasuHa ¢ OUXJIOPMETAHOM OOHApPYKHJI TIOTEPIO MacChl, paBHYKO 5,39%,
nocsie 100°C (dur. 23).

TGA anamu3 conbBata 8-(2-propbensmn)-6-(3-(tpudropmern)-1H-1,2,4-tpuazon-5-
wn)umuaszo| 1,2-ajnupasuHa ¢ aleTOHUTPUIIOM OOHAPYKUJT HAYaJIbHYIO TTOTEPIO MACChI, PABHYIO
0,98%, 3arem paBHy10 2% mnotepro macchl 10 100°C. (dur. 25).

TGA anamu3 conbBata 8-(2-propbensmn)-6-(3-(tpudropmermn)-1H-1,2.4-tpuazon-5-

win)umuaaso| 1,2-ajnupasuna ¢ STUaneTaToM OOHaPYKUJI MMOTEPIO Macchl, paBHYyo 4,81%, moce
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100°C (¢ur. 27).

Hunamuueckast copbuust mapos (DVS)

Uccnenosanue ancopbummn/mecopOunu nposoauiau Ha npudope Q5000 V3.3 TGA-SA.
OO0pasipl moMeInaa B TapUPOBAaHHBIE IUIATHHOBBIE YAIIKW W HCCIENOBAIU INPHU JIMHEHHOM
yBennueHuu BiaXHOCTU OT 10% otHocurenpHOU BiaxkHoctu (RH) mo 90% RH wu 3arem B
obparHom HampasneHnn a0 10% RH ¢ marom 10% RH. Jluneiinbiii peskum  ObLI
n3orepmudeckum npu 25°C. B kauecTBe pacTBOpuTeNs Ass Becex aHanu3oB DVS ucnonb3oBanu
Boay. JlaHHbIE aHATU3MPOBAM C TOMOIIBID MporpaMMHOro odecredenusi Universal Analysis
2000.

AHanu3 ¢ TOMOIIBD AWHaMu4Yecko copbuuu napos (DVS) 8-(2-propbensmn)-6-(3-
(rpudropmern)-1H-1,2,4-tpuazon-5-mn)umunasof 1,2-aJnupasuna mnokaszan, 4ro ¢opma A

siByisieTcst Oe3BoHOM, nornomaromeit Mmenee 0,4% Bonbl mpu RH Brots 10 95% (dur. 4).
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®OPMYVYJIA H30BPETEHUA

1. Kpucrammueckas ¢opma A 8-(2-propOensun)-6-(3-(tpudropmernn)-1H-1,2,4-
TpHuaszoi-S-unumunaasol 1,2-ajnupasunxa.

2. Kpucramnmnueckas ¢opma A mo n. 1, rae kpucrajuindeckass GopMa XapakTepu3yercs
IO MEHbIIEH Mepe TpeMsl MMKaMHU Ha MOPOIIKOBOH PEHTreHOrpaMMe MpH yriax 20, BbIOpaHHBIX
u3 7,0°, 8,3°, 11,1°, 14,3° u 15,0°.

3. Kpucrammueckast ¢popma A no mn. 1, rae xpucrammnueckas Gopma XapakTepu3yercs
IO MEHbILIEH Mepe YeThIpbMsI NMHKAMH Ha TOPOLIKOBOM pEHTreHorpamMme Inpu yriax 20,
BbIOpaHHbIX U3 7,0°, 8,3° 11,1°, 14,3° u 15,0°.

4. Kpucrammmueckas ¢opma A mo n. 1, rae kpucrajuimdeckas Gopma XapakTepu3yercs
MAKaMH Ha MOPOIIKOBOM peHTreHorpamme npu yrinax 20 7,0°, 8,3°, 11,1°, 14,3° u 15,0°.

5. Kpucrammnueckas ¢opma A mo n. 1, rae kpucrauimdeckas GopMa XapaKTepu3yeTcs
MAKaMHU Ha TIOPOIIKOBOM peHTreHorpamme npu yrimax 20 7,0°, 8,.3°, 11,1°, 14,3°, 15,0°, 15,9°,
16,7°, 17,6°, 19,1°, 20,2°, 21,6°, 24,9° u 25,8°.

6. Kpucrammueckas ¢opma A mno mobomy w3 mm. 2-5, rae NUKA 00NamaroT
OTHOCHUTEJILHOM HMHTEHCUBHOCTBLIO, cocTaBiisitomeii He meHee 10%, He meHee 15%, He MeHee
20% unu He MeHee 25%.

7. Kpucranmmueckas ¢opma A mo modomy mu3 m.n. 1-6, rane xpucrammmdeckas ¢popma
obnanaer nuarpammoii DSC, koTopasi sSBIsieTCsl O CYLIECTBY Takow ke, kak amarpamma DSC,
npuBeneHHas Ha ¢wur. 2.

8. Kpucrammueckast ¢opma A mo mobOomy u3 m.m. 1-7, roe xpucrammdeckas dpopma
obnanaer nuarpammoit TGA, koTOpas SIBJISIETCS IO CYILNECTBY Takoi ke, kak nuarpamma TGA,
npuBeneHHas Ha ¢ur. 3.

9. Kpucrammnyeckas gopma A mo modomy u3 m.u. 1-8, rme kpucrammmyeckas (gopma
obnamaer nuarpammoii DVS, koTopas siBisieTcss o CyIIecTBY TakoH ke, kak auarpamma DVS,
npuBeneHHas Ha Qur. 4.

10. Kpucrammmueckass ¢opma B 8-(2-pTopbensmin)-6-(3-(tpudpropmernn)-1H-1,2,4-
TpHuaszoi-S-wi)umunasol 1,2-ajnupasuna.

11. Kpucrammueckas popma B mo m. 10, roe kpucrammudeckas: GopMa XapaKkTepu3yercs
IO MEHbIIEH Mepe TpeMs TUKaMH Ha MOPOLIKOBON PEHTIeHOrpaMMe MpH yriax 20, BRIOpaHHBIX
u3 8,9°, 12,2°,13,6°, 17,2° u 21,0°.

12. Kpucrammueckas popma B mo m. 10, roe kpucrammudeckast popma XapakTepHu3yeTcs
N0 MEHbIIEHl Mepe 4YeTbIpbMsI NMHKAMH Ha IOPOLIKOBOM peHTreHorpamme Inpu yriax 20,
BbIOpaHHbIX U3 8,9°, 12,2° 13,6°, 17,2° u 21,0°.

13. Kpucrammueckas ¢opma B mo m. 10, roe kpucrammudeckast popma XapakTepHu3yeTcs
MMKaMH Ha MOPOIIKOBOM peHTreHorpamMme npu yriuax 20 8,9°,12,2°,13,6°, 17,2° u 21,0°.

14. Kpucrammueckas popma B mo m. 10, roe kpucrammndeckast popma XapakTepHu3yeTcs
MMKaMHU Ha TIOPOIIKOBOM peHTreHorpaMMe Impu yriax 20 8,9°, 12,2°, 13,6°, 14,5°, 15,7°, 17,2°,
17,7°,21,0°, 22,7°, 23,9°, 25,0°, 26,7° n 27,6°.

15. Kpucrammueckas ¢opma B mo mobomy w3 nmn. 11-14, rme nuku oOnagarot
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OTHOCHUTEJIbHOM WHTEHCHUBHOCTBLIO, COCTaBisAmomell He MeHee 10%, He MmeHee 15%, He MeHee
20% unu He MeHee 25%.

16. Kpucrannmueckas ¢popma B o modomy u3 m.m. 10-15, rae kpucrammgeckas Gpopma
obnanaer nuarpammoii DSC, koTopasi siBisieTcst MO CyLIeCTBY Takow e, kak amarpamma DSC,
npuBeneHHas Ha ¢ur. 5.

17. Kpucranmnyeckas ¢popma B no mobomy u3 m.n. 10-16, rae kpucrammdeckas ¢popma
obnanaer nuarpammoii TGA, KOTOpast SIBJISIETCS IO CYLIECTBY Takoi ke, kak nuarpamma TGA,
npuBeAeHHAs Ha Qur. 6.

18. Kpucrammveckuii rugpatr 1 8-(2-¢propbdensun)-6-(3-(tpudropmermn)-1H-1,2,4-
TpHUaszoi-S-wi)umunaasol 1,2-ajnupasuxa.

19. Kpucrammmueckuii ruapar 1 no n. 18, rae kpucrajummdeckas popma XapakTepu3yeTcs
IO MEHbIIEH Mepe TpeMsl MUKaMH Ha MOPOLIKOBOH PEHTIeHOrpaMMe NpH yriax 2@, BEIOpaHHbBIX
u3 11,5°, 15,2°,17,0°, 17,7° u 18,3°.

20. Kpucrammmueckuii runpar 1 no m. 19, rae kpucramummdeckas: popma XapakTepu3yeTcs
[0 MEHbIIEH Mepe 4YeTbIpbMsI MHKAMH Ha IMOPOLIKOBOM pEHTreHorpamme Inpu yriax 20,
BbIOpanHbIX U3 11,5°, 15,2°,17,0°, 17,7° u 18,3°.

21. Kpucrammueckuii runapar 1 no m. 20, rae kpucraumdeckas popma XapakTepu3yeTcs
MYMKaMH Ha MOPOIIKOBOM peHTreHorpamme npu yriax 20 11,5°, 15,2°,17,0°, 17,7° u 18,3°.

22. Kpucrammmueckuii ruapar 1 mo . 21, rae kpucraumdeckas: popma XapakTepu3yeTcs
MUKaMU Ha MOPOIIKOBOM peHTreHorpamme rpu yriax 20 11,5°, 13,5°, 15,2°, 17,0°, 17,7°, 18,3°,
19,1°,22,1°, 23,1°, 23,3°, 24,2°, 24,9° u 29,4°.

23. Kpucrammueckuit rugpar 1 no moOomy u3 mm. 19-22, rae nuku oOnagaror
OTHOCHUTEJIbHON WHTEHCHUBHOCTBIO, cocTaBisirolneii He meHee 10%, He meHee 15%, He MmeHee
20% wunu He MeHee 25%.

24. Kpucrannuueckuit ruapat 1 mo mobomy u3 m.m. 18-23, rae kpucramimyeckas popma
obnanaer auarpammoii DSC, koTopasi sSIBJSIETCS MO CYLIECTBY TaKo ke, kak auarpamma DSC,
npuBeaeHHas Ha ¢wur. 9.

25. Kpucrammudeckuii ruapat 1 mo modomy uz n.o. 18-24, roe kpucramimueckas Gopma
obnamaer nuarpammoii TGA, KOTOpast SIBJISIETCS IO CYIIECTBY TakKo ke, kak nuarpamma TGA,
npuBeneHHas Ha ¢wur. 10.

26. Kpucrammmueckuii ruapar 2 8-(2-propbensmn)-6-(3-(tpudropmermn)-1H-1,2.4-
TpHuaszoi-S-uwiumunaasol 1,2-ajnupasuxa.

27. Kpucramnnueckuii ruapar 2 mo 1. 26, rae Kpucraumdeckas popma XapakTepu3yeTcs
10 MEHbIIEH Mepe TpeMs MUKaMH Ha MOPOLIKOBOH PEHTIeHOrpaMMe MpH yriax 20, BEIOpaHHBIX
u3 10,4°, 15,5°, 18,4°, 18,7° u 21,9°.

28. Kpucrammmueckuii ruapar 2 no 1. 27, rae Kpucraumdeckas popmMa XapakTepu3yeTcs
N0 MEHbIIEH Mepe 4YeTbIpbMsI NMHKAMU Ha IMOPOLIKOBOM pEHTreHorpamme Inpu yriax 20,
BbIOpaHHbIX 13 10,4°, 15,5°, 18,4°, 18,7° u 21,9°.

29. Kpucrammmueckuii ruapar 2 1o 1. 28, rae kpucrauimdeckas opMa XapakTepu3yercs

MUKaMH Ha MOPOILIKOBOM peHTreHorpamme npu yrnax 20 10,4°, 15,5°, 18,4°, 18,7° u 21,9°.
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30. Kpucrammueckuii ruapar 2 no 1. 29, rae kpucraumdeckas: popma XapakTepu3yeTcs
MUKaMH Ha TOPOIIKOBOM peHTreHorpamMme npu yriax 20 10,4°, 15,5°, 18,4°, 18,7°, 20,7°, 21,2°,
21,9°,227°, 24,6°, 25,9°, 26,3° u 27,4°.

31. Kpucramnmnyeckudi ruapar 2 mno modomy w3 nn. 27-30, roe nuku obmamaroT
OTHOCHUTEJIbHON WHTEHCUBHOCTBIO, cocTaBisiromieii He meHee 10%, He meHee 15%, He MeHee
20% unu He MeHee 25%.

32. Kpucramnugeckuit ruapar 2 no godomy u3 1.1. 26-31, rae kpucramgeckas popma
obnanaer auarpammoii DSC, koTopasi sSIBJSIETCS MO CYLIECTBY TaKoM ke, kak auarpamma DSC,
npuBeneHHas Ha ur. 12.

33. Kpucrammmueckuii ruapar 2 no jrodomy u3 m.m. 26-32, rae kpucrajuimieckas Gopma
obnamaer nuarpammoii TGA, KOTOpast SIBJISIETCSl IO CYIIECTBY Tako ke, kak nuarpamma TGA,
npuBeneHHas Ha ¢ur. 13.

34. Kpucramumvecknii rugpatr 3 8-(2-propbensmn)-6-(3-(tpudpropmernn)-1H-1,2,4-
TpHuazoi-S-wiumunaasol 1,2-ajnupasuxa.

35. Kpucrammveckuii ruapat 3 no 1. 34, rae Kpuctaindeckast popMa XapakTepu3yercst
10 MEHbIIEH Mepe TpeMsl TUKaMH Ha MOPOLIKOBOH PEHTIeHOrpaMMe MpH yriax 20, BEIOpaHHBIX
u3 10,3°, 12,1°, 13,5°, 16,9° u 24,4°.

36. Kpucramumueckuii rugpar 3 mo 1. 35, rae Kpuctautndeckasi popMa XapakTepu3yercs
IO MEHbIIEH Mepe 4YeTbIpbMsI NMHKAMU Ha IMOPOLIKOBOM pEHTreHorpamme Inpu yriaax 20,
BbIOpanHbIX u3 10,3°, 12,1°, 13,5°, 16,9° u 24,4°.

37. Kpucrajummueckuii ruapar 3 mo 1. 36, rae kpucrauimdeckas popma XapakTepu3yeTcs
MHUKaMH Ha MOPOILIKOBOM peHTreHorpamme npu yriax 20 10,3°, 12,1°, 13,5°, 16,9° u 24,4°.

38. Kpucrammueckuii rugpar 3 no . 37, rae kpucraumdeckas: popma XapakTepu3yercs
NMUKaMHU Ha TIOPOLIKOBOM peHTreHorpamme npu yriax 20 10,3°, 12,1°, 13,5°, 15,9°, 16,9°, 17,6°,
22,0°,22,9°,24,4° n 28,9°.

39. Kpucrajumvyeckudd ruapatr 3 mo jgwodomy w3 mn. 35-38, rme muku obnmamaroT
OTHOCHUTEJIbHOM HMHTEHCUBHOCTBLIO, cocTaBiistomeii He MeHee 10%, He Mmenee 15%, He MeHee
20% unu He meHee 25%.

40. Kpucrammmueckuit ruapat 3 mo jodomy u3 m.i. 34-39, rae kpucrauimyeckas popma
obnanaer auarpammoii DSC, koTopasi sSIBJsieTCsl MO CYLIECTBY Takow ke, kak auarpamma DSC,
npuBeneHHas Ha ¢wur. 15.

41. Kpucrannumueckuit ruapat 3 mo modomy u3 m.i. 34-40, roe kpuctawmyeckas Gpopma
obnamaer nuarpammoii TGA, koTopast SIBISIETCS 1O CYINECTBY TakoH jke, kak puarpamma TGA,
npuBeneHHas Ha ¢wur. 16.

42. dapmareBTHUECKAsT KOMITO3UIMS, CONeprKaliasi Kpucraumdeckyro ¢Gopmy mo m. 1,
10, 18, 26 nym 34 u papmaLeBTUYECKH PUEMIIEMBI HOCUTEIb WIH pa30aBUTENb.

43. Cnoco0 mneuenuss Hapymenms [HHC vy Hyxkparomerocs B HeM TMalUEHTa,
BKJIFOUAIOLIMH CTaUIO BBEIEHUS YKa3aHHOMY MALMEHTY KPHUCTAIIMYECKONH (GopMBI 1Mo JF0OOMyY

n3 .. 1-41.
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