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KPUCTAJJIMYECKHUE ®OPMBI 3-3AMEINEHHOT' O 1,2,4-OKCAJHA30JIA
HNEPEKPECTHASA CCBLJIKA HA POACTBEHHY1O 3A5ABKY

Ilo HacTOsImEH 3as4BKE HA MATCHT UCTIPAIIUBACTCA NPHOPHTET HA OCHOBAHHU HHAUIMCKON MPeIBaPHTEIBHON
3agBkH Ha mateHT Ne 201741036169, momanHo#t 11 okradpsa 2017 roma, coaepKaHHE KOTOPOH B IOJTHOM 00BEME

BKJIFOYCHO B HACTOAIIMHI JOKYMEHT IIOCPEACTBOM CCBUIKH.
YPOBEHb TEXHUKH

Bo BPEMA U MOCJIC HMMYHHOTO OTBETA UMMYHHAS CUCTEMA MIJICKONMHUTAOIMHUX PEryTMPYCT AKTHBALUIO H
HHAKTHBAILTHIO J'II/IM(I)OIII/ITOB NOCPEACTBOM  PA3JIMIHBIX MCXAHHU3MOB. Cpezm TAKHX MCXAHH3MOB HMCHTCA
MEXaHHU3MBI, KOTOPBIC B CIIy4ac HEOOXOAUMOCTH CTICIM(PUUCCKH MOAY THPYIOT HMMY HHBIH OTBET.

3-3amenicHHbIC 1,2,4-0KcaauAa30IbHBIC COCIUHCHHA ACHCTBYIOT KAK HMMYHOMOAY JITOPBL Takum 00pa3oM,
3-3amemeHHbIe 1,2,4-0KCaana30abHbIC COCAUHCHUSA MOYKHO HCHOJIB30BATh I JICUCHHUS paka, HMMYHOJOTHUYCCKUX
HAPYLICHUH, WMMYHOAC(HLUUTHBIX COCTOSHHH, BOCIAIHTCIIBHBIX 3a00/CBaHHM, WH()CKIHOHHBIX 3a00JICBAHUI U
OTTOPIKCHHUS TPAHCILJIAHTATA.

VYunteiBast TepameBTHUECKHE J(PQEKTHI, CBA3aHHBIE C 3-3aMEIICHHBIMH  1,2,4-0KCaaHa30IbHBIMHU
COCTMHCHUMH, CYHICCTBYET HCOOXOAMMOCTH B YIIYUIICHHBIX KOMIO3HIMMAX YKAa3aHHBIX coeauHeHUit. Kpome Toro,
HMeeTcs MOTPEOHOCTh B YIYYLICHHBIX CHOCOOAX MONYYECHHS H Pa3paboTKH pelentyp 3-3aMeIueHHbx 1,2.4-

OKCAJHA30IbHBIX COCTHHCHHIA.
KPATKOE OIINCAHHUE U30BPETEHUA

OI[I/IH U3 aCIICKTOB HACTOAIICTO I/I306peTeHI/I}I OTHOCHTCA K KPHCTAIHYCCKOMY COCOAUHCHHUIO, HMCHOIICMY

CTPYKTYpY cormacuo (opmye (I),

NH;
HO OH

JYOJ\: i
N A OH
H,N STONTON
2 | W/\H H
N—O o

Jpyroif acmeKT HACTOAIMECTO W300PCTCHUSA OTHOCHTCA K CIOCO0aM TOJYUCHHSA KPHCTALTHYCCKUX
coenuHeHUH (hopmy st (1).

CoriacHO  ONpPEACTNCHHBIM  BapHAHTAM  peajiH3allil  HACTOAINEE HM300PETCHHE  OTHOCHTCA K
(apMaALCBTHYICCKOMY —TPETApary, MOAXOIAMIEMY [UIS TNPHMCHCHHS NANHCHTAMH-TOABMHE, COACPKAIMCMY
KpHCTaTHIeCKoe coeauacHne (hopmysl (1) m oauH wimm 6oiee (papManCBTHUICCKH MPUECMIICMBIX BCIOMOTATCTBHBIX
permecTs. COTfacHO ONpeneiCHHBIM BapHAHTAM PEANH3AIMH TakdWe (papManeBTHUYECKHE IPENMapaTbhl MOYKHO

HCTIOIb30BATh AJIA ICUCHHA HIH MPO(HIAKTHKH COCTOAHHUA HITH 3a00/I€BaHMA, KaK ONIHCAHO B HACTOAIIEM JOKY MEHTE.
KPATKOE OIIMCAHUE T'PA®PHUYECKHX MATEPHAJIOB

Ha ¢urype 1 moxazans! qudpakrorpammsl Gopmsr 1 Gpopmys (1).
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Ha ¢urype 2 nokazansr HasnoxeHHbIe Judpaxkrorpammsl Gopmsr 2 Gopmy el (1) u3 mpumepa 2D u npumepa
2E.

Ha ¢urype 3 nokazana tepmorpamma (popmsl 1, modyueHHAs! ¢ MPAMECHEHHEM TEPMOTPAaBHMETPHYCCKOTO
aHam3a 1 Ju(pepeHIHAIBHON CKAaHUPYIOINECH KaJTOPHMETPHH.

Ha ¢urype 4 nokazana tepmorpamma (popmsI 2, IOJTyUCHHAS C MPHMEHEHHEM TEPMOTIPaBHMETPHYCCKOTO
aHam3a 1 Ju(pepeHINAIBHON CKAaHUPYIOINECH KaTOPHMETPHH.

Ha ¢urype 5 mmsa cpasHeHus mokazaubl auppakrorpamMer ¢opmer 2 ¢opmyasr (I) mpu 25 °C, 60%
otHOcuTenbHOM BIaskHOCTH (RH); 40 °C, 75% otHOCHTEIbHOM BIKHOCTH; U 30 °C, 56% OTHOCHTEIHHOH BIAKHOCTH
uepes 7-8 qHEH M0 CPAaBHCHHIO C KOHTPOJIBHBIM 00pa3noM (popMer 2 B TBEpAOH (opme.

Ha ¢urype 6 nmsa cpapHeHHA noka3aHbl audpakrorpamMmmsl popmsl 2 popmys! (I) B Boxe mpu 20 °C; B Bone
npu 30 °C; 1 (OopMBI 2 TIOCHIE HCTILITAHHUA Ha PACTBOPUMOCTb.

Ha ¢urype 7A nokazaHa acuMMeTpHYHAS TUCHKa MOHOKpHUCTALIA (popMeI 2 (hopmy sl (I).

Ha ¢urype 7B moxasaH mpeanosaracMblif IEPEHOC MPOTOHA C OOPAa30BaHHEM LIBUTTEP-HOHA B KPHCTAIIC
(opme1 2 popmy sl (I).

Ha ¢urype 8 noxa3zans! qudppakrorpamMmsr amopgroro coequaeHus popmysr (I).

IOAPOBHOE OITMCAHHUE U30BPETEHHA

CornacHo ONPCACICHHBIM  BApHAHTAM  PCATTM3AIlMA B HACTOAILICM HSOGpGTCHHI/I PCIIOKCHO

KPHCTAJTHYCCKOEC COCAMHCHAS, HMCIOIIEE CTPYKTYPY cornacHo (opmy e (1),

HO OH
9 X
N - OH
N—O O .
CormacHo HCKOTOPBIM BAPHAHTAM PCATHU3ALHH B HACTOAIICM HSOGpCTCHI/II/I IPCATOKCHO KPUCTAITTHICCKOC

COCOUHCHHUC, UMCIOIIEE CTPYKTYPY cormacHo (opmyie (I), KOTOPYRO TAKKE MOIKHO 3aITHCATh TAKHM 00pa3oM, YTOOBI

IOKAa3aTh BCC ATOMBIL,

NH,

4 L

H
S8t
N " X
\j/l\N N =

H ¥
_oHH HRE

CornacHO ONPCACHCHHBIM BAPHAHTAM PCATH3alMH KpucTaumucckoe coeauacHme (Qopmyasr (1)

gimn

HO

HoN

A

combpBaTHpoBaHO. COTJIACHO HEKOTOPHIM TAKHM BAPHAHTAM PEATH3ANHH KpHCTALTHYECcKoe coequHeHne (popmysr (1)
MPSACTABIACT OO0 THapaT (HampuMep, MOHOTHApaT wWid auruapar). COrJacHO HCKOTOPBIM KOHKPCTHBIM
BAPHAHTAM PCATH3ALMH KPHCTAILHYCCKOS coeauHeHue (popmy el (1) mpeactasmieT codoit Mmonormapar. CornacHO
HEKOTOPHIM KOHKPETHBIM BAPHAHTAM PeaH3alliy KpUCTaImyeckoe coenuHeHne (Gopmy sl (1) mpeacrasiser coboit
JUTHOPAT.

JIrob0e KpHCTAUIMYECKOE COCTHHEHHE, ONMMHCAHHOEC B HACTOSINEM JOKYMEHTE, MOXKHO HCIONB30BATh IPH
TOJIYUCHAU MCOIUIMHCKOTO IMpenapaTa A JICUCHUA TFOOBIX 3a00JICBAHUI HITH COCTOHHI/IfI, OIIHCAHHBIX B HACTOJAIICM

JIOKYMCHTE.
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CoryiacHO OIpeACTCHHBIM BAPHAHTAM PCANM3ALMH COCAWHCHHS, NPECIIOKCHHBIC B  HACTOAIICM
H300pETEHUH, MOTYT OOBEAMHATECS C MOJyUYCHHEM O0JIee YEM OJHOTO KPUCTALIHIECKOro oopa3osanmsa. CoriacHo
WDTIOCTPATHBHOMY BAPUAHTY PEANN3ALNH KPUCTALTHICCKOE COSTHHEHUE, HMEIOIIEE CTPYKTYPY COTTIAacHO (hopmyie
(I), cymecrByeT B BUne «(popmel 1», «(popMsl 2» WM HX CMECH, KaK NMOJPOOHO ONMHCAHO HIbKe. B Hacrodmem
JOKYMEHTE IO/l TAKHMH Pa3IHYHBIME (JOPMaMH IOHHMAOT IOTHMOP(ED».

CoryiacHO ONpEACHCHHBIM BAPHAHTAM PEATH3ALUH NOIMMOP(] MPEATOKEHHOTO KPHCTALIHYECKOTO
COCIMHCHUS XapaKTCPHU3YeTCA MOPOIKOBOH peHTreHOBCKOH audpakimeii (XRD). 6 mpeacrasisier 1u(ppaKuHOHHBIH
YTOJI, H3MEPEHHBIH B rpagycax. CoINIacCHO ONpEJC/ICHHBIM BAPHAHTAM PEATH3ALUU C MOMOINBIO Ju(pakroMerpa,
npumeHAeMoro mpu XRD, u3zmepsror Au()pakuHOHHBIA YroJl B BHAC ABOHHOTrO Au(ppakuuoHHOro yriaa 0. Takum
00pazoM, COIVIACHO OIPCJCICHHBIM BapHAHTAM pEATH3ALUH IPUBCACHHBIC B HACTOAINEM JOKYMCHTE
Ju(pakTorpaMMbI OTHOCATCA K HHTCHCHBHOCTH PEHTTCHOBCKOTO H3JTyUCHHS, H3MEPECHHOH OTHOCHTEIBHO yTJIa 20.

CornacHO ONIPCACHCHHBIM BAPHAHTAM pEaTH3allMd KpHCTAaLmueckoe coexuneHue (Qopmynst (1)
COJIbBATHPOBAHO.

CorsacHO HEKOTOPBIM ~ BapHAHTAM pealHM3allil KpHCTALIMYECKoe coeamHeHue (Gopmyiasl (1)
COJbBATHPOBAHO IIOCPEACTBOM BOABI H IpeAcTaBiecT coOoi ruapar. CoriacHO ONPEACICHHBIM BapHaHTaM
peatu3aliu KPHCTAIOTHAPAT coeauHeHus (popmy sl (I) mpeacrasisier co00i MOHOTHAPAT Win AurHApaT. CormacHo
JPYTHM BapHAHTaM peau3aliiy KpUcTauoruapar coeauneHua (Gopmyns! (I) mpencraBisger coO60i MOHOTHAPAT.
CorymacHO OpyruM BapHAHTAM peaNU3alud Kpuctamioruapar coeamHeHus (Gopmyist (I) mpeacraBmsier coboi
JUTHAPAT.

CoryacHO ONpeneICHHBIM BAPHAHTAM PEalTH3allid KPUCTAJUIOTHApAT coexwHeHus (opmyiasr (I) umeer
3HaueHusa 20 8.4 +£ 0,2, 13,6 £0,2, 16,5+ 0,2, 16,8 £+ 0,2, 21,4 £ 0,2 u 28,4 + 0,2. CoriacHO APYTHM BapHAHTAM
peaTu3aiK 3HAYCHAA 20 TAKOTO KPHCTALIOTHAPATa COCTaBIIOT 8,4 + 0,2, 13,6 £0,2, 16,5+ 0,2, 16,8+0,2, 19,3 £
0,2,204£02,21,4 0,2 u284 £ 0,2. CoriacHO eme APYTHM BAPHAHTAM PCATH3ANUU KPUCTALIOTHAPAT HMCCT
3HaucHmA 20 8.4 £0.2, 136 +£0.2, 165+0.2, 168+0,2, 193+0,2,199+0,2, 204 £0,2, 21,4 £0,2, 24,5+ 0,2,
26,5 + 02 u 284 £ 0,2. CornacHO IOTONHUTCIBHBIM BAPHAHTAM PCATH3ANUH 3HAYCHUA 20 YKA3aHHOTO
KpHCcTajmoruapara cocrapiror 8,4 £0,2, 11,5+ 0,2, 13,6 £0,2, 16,5+ 0,2, 16,8+ 0,2, 19,3+£0,2, 19.9+0,2, 204 +
02,214+£02,21,8+0,2,245+0.2,26,5+0,2,27,5+0,2,28,0+0,2,284+0,2,30,0+0,2 u32,4=+0,2. Cormacuo
HEKOTOPHIM BAPHAHTAM PEANTH3AIMH KPUCTALIOTHAPAT WMECT 3HAUCHHS 20, BRIOPAHHBIC H3 CICAYIOIIMX ITHKOB,

TICPCHHCICHHBIX B Tabmme 1, + 0,2,

Taomma 1

[MpumepHbie muku Gopmsr 1

INonHas mupuHa HA
IMonoxxeHUe BricoTta TOJTOBHHE BBICOTHI MesKIIoCKOCTHOE OrHOCHTEbHAA
[°2 TeTal [umm] ciesa paccrosaue d [A] HHTCHCHBHOCTS [ %]
[°2 TeTal
6.818730 477,062400 0,153504 12,96356 9,84
8,429180 1106,154000 0,230256 10,49006 22,83
9,996699 162,963200 0,179088 8,84842 3,36
10,641450 181,680600 0,204672 831371 3,75
11,473900 856,673700 0,179088 7.71235 17,68




4

INonHas mupuHa HA

[Nonoxenne Bricota MIOJIOBHHE BBICOTHI Me KILIOCKOCTHOE OtHOCHTEIbHAA
[°2 Tera] [umm] ciesa paccrosaume d [A] HHTCHCHBHOCTS [ %]
[°2 TeTal

13,586620 4846,171000 0,179088 6,51746 100,00
16,523190 2235,245000 0,179088 5,36517 46,12
16,841620 1711,580000 0,153504 5,26444 35,32
17,642590 99,168370 0,153504 5,02720 2,05
18,833270 580,986700 0,127920 4,71197 11,99
19,308990 1653,407000 0,179088 4,59694 34,12
19,940700 1511,741000 0,153504 4,45272 31,19
20,379910 1426,443000 0,179088 435774 29,43
20,640480 1063,284000 0,127920 430331 21,94
20,981490 582,937600 0,153504 423413 12,03
21,395090 1507,023000 0,153504 4,15321 31,10
21,751640 776,502400 0,153504 4,08593 16,02
22,616420 99,647250 0,204672 3,93161 2,06
23,625170 188,599900 0,153504 3,76598 3,89
24,523500 1372,566000 0,179088 3,63002 28,32
24,824960 695,664600 0,102336 3,58662 14,35
25,319510 269,242600 0,179088 3,51768 5,56
26,486100 1097,968000 0,204672 3,36533 22,66
27,046260 201,561100 0,179088 3,29689 4,16
27,509350 900,113200 0,204672 3,24243 18,57
28,032180 818,228900 0,153504 3,18313 16,88
28,357680 1216,173000 0,179088 3,14733 25,10
29,284110 65,256650 0,153504 3,04984 1,35
30,078100 824,492300 0,230256 2,97112 17,01
30,808680 118,232400 0,204672 2,90231 2,44
31,530650 388,319600 0,153504 2,83748 8,01
32,440480 869,745500 0,204672 2,75995 17,95
33,044710 264,978200 0,127920 2,71085 5,47
33,486020 328,815100 0,179088 2,67613 6,79
34,329380 233,555300 0,102336 2,61229 4,82
35,275910 345,531500 0,179088 2,54434 7,13
36,461080 277,000200 0,102336 2,46431 5,72
37,629320 368,294900 0,179088 2,39044 7,60
38,089640 238,710400 0,204672 2,36261 4,93
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INonHas mupuHa HA
INomoxxeHuUe BricoTta TOJIOBHHE BBICOTHI MesKIIOCKOCTHOE OrHOCHTEbHAA
[°2 Tera] [umm] ciesa paccrosaue d [A] HHTCHCHBHOCTS [ %]
[°2 TeTal
38,729290 317,873000 0,153504 2,32505 6,56

CornacHO ONMPEAC/ICHHBIM BapHAHTAM PCaTH3ALUU KpUCTAuoruapar coeawacHus (opmynst (I) mmeer
JuppaxrorpaMmy, o CyIIECTBY TaKyro, Kak MokazaHa Ha Dur. 1, 0003Ha4eHHbIH kKak Gopma 1.

CornacHO HCKOTOPBIM BAPHAHTAM PCATH3AIMH KPUCTALIOTHAPAT UMeeT 3HaueHus 260 12,9+ 0,2, 13,5+ 0,2,
15,7+0,2,17,0 £0,2, 29,7 £ 0,2 u 33,7 £ 0,2. CornacHO JpyTUM BapHAHTAM PCATH3AIMH 3HAUCHUA 20 YKAa3aHHOTO
Kpucramuorgapara cocrassor 12,9+ 0,2, 13,5+ 0,2, 15,7+ 0,2,17,0+0,2, 20,3 £ 0,2, 28,9+ 0,2, 29,7+ 0,2 u 33,7
+ 0,2. CornacHo emie IpyruM BapHAHTAM PCATU3AIMH KPUCTAUIOTHAPAT UMeeT 3HaueHus 20 12,9 £ 0,2, 13,5+ 0,2,
15,7+£0,2,17,0+£ 0,2, 19,6 £ 0,2, 20,3 £0,2, 26,2+ 0,2, 289+ 0,2 u 29,7+ 0,2 u 33,7 = 0,2. CornacHo emme ApyTuM
BapHAHTAM pPeaTH3AIMK 3HAUCHUA 20 YKA3aHHOTO KPHCTALIOTHApaTa cOCTaBLoT 12,9 +£ 0,2, 13,5+ 0,2, 15,7+ 0,2,
17,0+£0,2,19,1+0,2, 19,6 +0,2,20,3+0,2,21,1+0,2,21,4+0,2,26,2+0,2,272+0,2,289+0,2,29,7+0,2,32,2
+0,2 1 33,7+ 0,2. CornacHo HEKOTOPHIM BapHAHTAM PEATH3AlMI KPUCTAUIOTHAPAT HMEET 3HAUCHUA 20, BHIOpaHHBIC

U3 CICAYIOIHNX NMUKOB, IIEPEUUCICHHBIX B TabmIe 2 + 0,2.

Tadmma 2

[MpumepHbie mHKH (HOPMEI 2

Moymas mupuHA HA
os0:keHne BoicoTa TOJIOBHHE BHICOTHI MeKILI0OCKOCTHOE OTHOCHTETLHAS
[°2 Tera] [vim] CJIeBa paccrosinue d [1&] HHTEHCUBHOCTH [%0]
[°2 Tera]

10,926180 397,133600 0,102336 8,09770 19,80
11,592880 174,246700 0,127920 7,63345 8,69
12,933320 570,548600 0,102336 6.84516 28.45
13,459840 2005,257000 0,102336 6,57856 100,00
15,662360 1080,314000 0,102336 5,65806 53,87
16,071480 201,940400 0,102336 5.5149%4 10,07
16,951470 1230,626000 0,127920 5,23057 61,37
19,134270 1076,042000 0,127920 4,63852 53,66
19,553070 1440,614000 0,127920 4,54011 71,84
20,306040 1175,604000 0,204672 4,37342 58,63
21,053740 714,116700 0,102336 421977 35,61
21,422720 517,599900 0,102336 4,14791 2581
22.172010 165,219600 0,102336 4,00940 8,24
22869490 92,001400 0,153504 3,88868 4,59
24.193950 163,135600 0,127920 3,67871 8,14
24,523350 238,576700 0,102336 3,63004 11,90
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Ho/mas mupnHaAa HA
Ioso:xeHne Bricora N0JIOBHHE BLICOTHI MeKILIOCKOCTHOE OtHocuTebHaSt
[°2 Tera] [nvim] cjIeBa paccrosinue d [zi] HHTEHCUBHOCTH [%o]
[°2 Tera]
24,789210 371,732200 0,102336 3,59171 18,54
25,095920 276,245600 0,102336 3,54851 13,78
25,791380 281,323200 0,102336 3,45438 14,03
26,153440 745,307100 0,102336 3,40737 37,17
26,402310 226,278200 0,076752 3,37582 11,28
27,224340 576,143400 0,153504 3,27572 28,73
28,230660 218,307800 0,102336 3,16120 10,89
28,862240 803,457000 0,127920 3,09345 40,07
29,715230 554,454300 0,179088 3,00657 27,65
30,204860 251,635200 0,076752 2,95894 12,55
31,028680 198,270100 0,102336 2,88223 9,89
32,232440 414,918300 0,127920 277728 20,69
33,668980 788,804300 0,153504 2,66200 39,34
34,180000 83,372570 0,307008 2,62336 4,16
36,002300 76,087860 0,153504 2,49465 3,79
37,016770 103,663100 0,204672 2,42858 5,17
38,371850 39,207050 0,307008 2,34588 1,96
38,980620 67,341840 0,204672 2,31063 3,36

CornacHO OMPCACIICHHBIM BAPHAHTAM PCATH3ALMA KpHCTAUOruapar cocawncHus (opmynsr (I) mmeet
JU(pPaKTOTpaMM, IO CYIICCTBY TAKYIO, KaK MOKa3aHa HA Dur. 2, 0003HAYCHHEBIH Kak (hopma 2.

CoriacHO ONpPEACICHHBIM BAPHAHTAM pPCATM3ALMH KpPUCTALIOTHApAT coexuHeHus (opmymnsr (1)
mpeacTapisieT coboit MoHOTHApar. CoTlacHO ONPEACICHHBIM BAPHAHTAM PEATH3AI[H KPHCTAILIOTHAPAT COCTUHECHUS
(popmymsl (I) comepxur npumepro 0,9, mpumepro 1,0, mpumepHo 1,1 wim npumepHo 1,2 MOJEKYJT BOABI HA OJHY
Monekyny coeaumaeHmA (opmynsl (I). CormacHO ONpPSACICHHBIM BAapHAHTAM PCATH3AIMH  KPHUCTAUTOTHAPAT
coeauacHUA (popmy sl (1) mepe MIABICHUEM/PA3I0KCHACM JCMOHCTPHPYCST COTJIACHO JaHHBIM Ju((pepeHIHATEHOH
ckarupyromeit xkamopumerpuu (JACK) ogwH wim 1Ba NMCPCKPBHIBAIOMMXCH SHAOTCPMHUUCCKHX NMHKA C THKOBOW
temmeparypoir ot mpuvepao 115 °C mo mpumepro 145 °C. CormacHo HEKOTOPBIM BapHAHTAM PEATH3ALHI
KPHCTAIOTUAPaT coeamHeHUA (Gopmynsl (I) mepen MIaBICHHEM/PA3TOKCHHCM JCMOHCTPHPYCST OJWH HWIH IBA
TIEPEKPHIBAFOINUXCS YHAOTCPMHUYCCKIX MTHKA C MMHKOBOH TeMIepaTypoii BRIOPAaHHOH B AHAMA30HE OT mpuMepHO 116
°C mo mpumepro 140 °C. CortlacHO HCKOTOPHIM BAPHAHTAM PCATH3ALMH KPACTAINIOTHAPAT coeauHeHN (hopmy sl (1)
mepe IUIABJICHACM/Pa3IoKeHNEM JeMOHCTpupyeT corjacHo maHebiM JICK oawH wim aBa NEpEeKpBIBAFOINUXCS
SHIOTCPMHICCKHX IIHKA C MMKOBOH TEMIIEPaTypoii BEIOpaHHOMH B quanazoHe ot npumepHo 120 °C ao mpumepHo 140
°C, ot mpumepro 125 °C mo mpuvepsro 135 °C u ot npumepro 126 °C mo npumvepsro 133 °C. Cm. ¢wur. 3, yKazaHHBIH

KPHCTAJUIOrHApPaT 0003HaYeH Kak opma 1.
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CoriacHO ONpEACICHHBIM BAPHAHTAM pPEANM3ALMH KPUCTAUIOTHAPAT coeauHeHHs (opmynsr (1)
npeacrapisieT codor muruapar. CoriacHo ONpeACICHHBIM BAPHAHTAM PEATH3AIMH KPHCTAJUIOTHAPAT COCIUHCHUS
(popmymst (1) conepxur nmpumepHo 1,8, mpumepso 1,9, npuvepro 2,0, mpumepHO 2,1 wiam mpuMEpHO 2,2 MOJICKY T
BOJBI HA OJHY MoJekyay coexuaeHHS (opmynsl (I). CornacHo oOmpeace/iCHHBIM BapHAHTAM PEATH3ALNA
KPHCTAJUIOTHAPAT coeauHeHuA Gopmysl (1) mepex nmiaBiIeHHEM/pa3ToKEHHEM JECMOHCTPUPYET COTJIACHO JAHHBIM
mudpepenmmanpHoii ckanupyromeii kanopumerpun (JCK) nBa SHIOTEpMHYECKHX IHKA, IPH 3TOM ITHKOBAs
TEMIIEPATypa NEPBOTO SHAOTEPMUUECKOTO MTHKA HAXOAUTCA B AMana3oHe oT npumepHo 25 °C mxo mpumepso 65 °C, ot
30 °C mo mpumepHo 60 °C, ot mpumepHo 40 °C o mpumepro 55 °C u ot nmpumepHo 45 °C po mpumepHo 50 °C; u
MTUKOBAS TEMIIEPATypa BTOPOTO SHAOTEPMUYCCKOTO IMUKA HAXOJUTCS B JHANa30He 0T mpuMepHo 60 °C 1o mpuMepHO
85 °C, ot mpumepHo 65 °C no mpumepso 80 °C u ot npumepro 70 °C xo npumepro 75 °C. Cm. ¢ur. 4, yka3aHHbIH
KPHCTAJUIOTHApaT 0003HAUCH Kak opma 2.

CoryracHO HEKOTOPBIM BAPUAHTAM pEaTH3alMU KPHCTAJUIOTHAPAT coeauHeHHA (opmy bl (I) reMoHCTpHpYeT
corsacHo xanHbeM JICK naBneHue/pas3iokeHUE ¢ HAYaIbHOU TEMIIEpaTy poi, BBIOPAHHOH B JHANIA30HE OT IPUMEPHO
178 °C po npumepno 190 °C, ot npumepro 182 °C mo nmpumepHo 186 °C u ot mpumepHo 183 °C no npumepro 185
°C.

CormacHo  ONpeJencHHBIM — BAPHAHTAM  PEANM3ALH  HACTOAINGE  HM300PETCHHE  OTHOCHTCA K
(papMaLCBTHYCCKONH KOMIO3UIMH, COACPKAINCH KpuCTammyeckoe coenmHeHue (opmyssl (I) w oguH mmm Gomee
(hapMaLICBTHUCCKH IPHEMIIEMBIX BCIIOMOTATE/IbHBIX BemecTB. COIACHO ONPEACTICHHBIM BapHAHTAM PEaH3aliH
(hapmaneBTHUECKAA KOMIIO3HINA BHIOpaHa U3 TA0NETOK, KANCYJI H CyCIICH3HH.

CormacHO OMNpEICICHHBIM BAPHAHTAM peaaM3aluu (papMaleBTHYECKAsd KOMIO3HIHA COJCPKUT COJb

coequneHUs (popmy sl (I) 1 oauH mwmm 6osiee papMaLeBTHUECKH IMPHEMIIEMbIX BCIIOMOTATE/IbHBIX BELIECTB.

Onpenenenust

B HACTOALICM OIMMUCAHWUHA MTOAPA3YyMCBAOT, UTO MPUBCACHHBIC HUYKC TCPMHUHBI H BRIPAKCHUA HMCIOT B 06H.[CM
Cllyyae 3HAYCHHUS, W3JIOKCHHBIC HHD)KC, 3a HCKIIOYCHHEM TeX CIIy4yacB, KOIJa KOHTEKCT, B KOTOPOM OHH
HCTIOJB3YIOTCS, YKA3bIBACT HA HHOC.

B HacTosmeM JOKyMEHTE TEPMHH «THAPAT» OTHOCHTCS K KOMIUICKCY, 00pa30BaHHOMY IyTeM OOBCAWHCHUS
coecauacHAA (popmy bl (1) u Boapl. Takol TCPMHUH BKIIFOUACT KAK CTCXHOMCTPHUCCKHUC, TaK H HCCTCXHOMCTPHICCKIC
THAPATEHL.

B HacTosmeM JOKyMEHTE TEPMUH «COJBBAT» OTHOCHTCS K KOMILJICKCY, 00pa30BaHHOMY ITy TEM OOBCAHHCHUS
coeauacHUA (popmy el (1) 1 pacTBOPHTEITA.

B HacTosmEeM JOKyMEHTE «TepaneBTHUCCKH 3(P(PEKTHBHOE KOTHIECTBO» OTHOCHTCS K KOJIHYECTBY, KOTOPOE
ABJILICTCA AOCTATOYHBIM LI MPOBCACHHUA JICUCHHUA IMPH BBCACHHUH MIICKOIHUTAOIICMY, HYKIAOWIEMYCSI B TAKOM
neuyeHnH. Tepanepriuccku 3(pPeKTHBHOE KOTHIECTBO OYACT MEHATECS B 3aBUCHMOCTH OT CYOBEKTa, ITO{BEPracMOTO
JEUCHUIO, MACChl U BO3pacTa CyOBEKTa, THKECTH OOJC3HEHHOTO COCTOSIHHS, CII0C00a BBEACHHA H T. II., YTO MOXKET
OBITD JICTKO ONPEACICHO OOBIYHBIM CIICIIHAUCTOM B TAHHOW 00JIACTH TEXHHUKH.

B HacrosmeM JOKyMEHTE TEPMHH IO CYINECTBY YHCTBIH» OTHOCHTCS K KPHCTAJUTHUYCCKOMY MOIHMOpQy,
YHCTOTa KOTOPOTO cocTasiieT 0oiee 90%, uTo 03HAYAET, UTO OH coaepkuT MeHee 10% mob0ro Ipyroroe CoeAHHEHUS
WM aJbTEPHATHBHOTO MoamMOp(a KpucTtammmyeckoil (opMbl. UHCTOTa NPEIIOKEHHOTO KPHCTAJUIMYECCKOTO

nouMopda NpeaIOUTHTEIFHO COCTaBIIET Ooee 95% nm naxe 6onee 98%.
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BrlpakeHne «mo CyIiecTBY Takas Kak IOKa3aHa Ha (PHT.» OTHOCHTCS K IOPOIIKOBOH PEHTTCHOBCKOM
Ju(paxkrorpaMme, XapakTepH3YIOIMUiCA TeM, 4To Mo MeHbIeH mepe 50%, wmm mo meHbmed mepe 60%, wm mo
MmenbLIei Mepe 70%, wm no MeHsmel Mepe 80%, um mo MeHbImel Mepe 90%, nm mo MeHpIIeH Mepe 95% nmm mo
McHbIICH Mepe 99% e¢ miKka MPHCYTCTBYET HA (PuT.

B HacrosAmem MOKYMEHTE TEPMHH «HIPHMEPHO» IPHMEHHTCIBHO K UHCIY HIH JMANA30HY YHCIOBBIX
3HAYCHHUH 03HAYACT, YTO PACCMATPHBAEMOE YUCIIO WM TUANIA30H YHCIIOBBIX 3HAYCHUH SBISACTCS MPUOTH3UTEILHBIM
B TpeAciaX M3MCHYMBOCTH OSKCIICPUMCHTANBHBIX M3MEPCHHH (WIH B IpeAciax CTaTUCTHYCCKOH OIMHOKH
JKCTICPUMEHTA), U, TAKUM 00Pa30M, TAKOE YHCIIO WM JHATIA30H YHCIIOBBIX 3HAUCHUH MOYKET BAPHHPOBATh, HATIPHMED,

ot 1% 10 15% OTHOCHTENPHO YKA3aHHOTO YHCJIA WK JHAIA30HA YHCIOBBIX 3HAYCHUI.

Cnioco0n1 noJtyueHnst Kpucraumdecknx Ggopm coequnenust popmy.ni (I)

CornacHO OMpPEIC/IICHHBIM BAPHAHTAM PCATH3AIMH HACTOSINEE H300PCTCHUE OTHOCHTCA K CIOCOOY
MOJTyUCHUA KPUCTALTHYECCKOTO COSANHEHUS, HMEIOIIETO CTPYKTYPY coriacHo (opmy e (I), Bkmodaromemy :

a) MOIy4eHHUEe CMECH, CoAepKamieii coequHeHHE (hopMmysl (1) 1 pacTBOpHTEND; H

0) xpuctaamu3anuro coexuaeHUs (popmy sl (1) u3 cmecH, coaeprxameii coequaeHue Gpopmy s (1).

CoriacHO OIpeACTCHHBIM BapHAHTAM pEaM3alliH CMech, coaepkamas coexuueHue (Gopmymsl (I) u
PacTBOPHTEb, IPEACTABIICT COOOH PEAKIMOHHYIO CMECh.

CoriacHo oONpeneTeHHBIM BapHaHTAM peaH3alldH CMECh, cojaepkamas coeauHeHue (opmyns (1),
npeacrasiasger coboif pacreop. COITacHO ONpeNeICHHBIM BapHAHTAM PEAH3AaLHU PACTBOP COACP)KUT COCAHHECHUE
(popmyasr (I), pactBoperHoe B pactBoputene. COTNIaCHO HEKOTOPHIM BAPHAHTAM PCATH3ALUH PACTBOP COIACPIKHUT
HCOYHINCHHOE TBEPAOC BEIECCTRO, coacprkamiee coeauHeHue (popmysl (1), pactBopeHHOE B pacTBoputene. CoriacHo
HEKOTOPBHIM BAPHAHTAM PEATH3ALUH PACTBOP COACPKHT PECAKIIHOHHYIO CMECh.

CoryiacHO OTpeACICHHBIM BApPHAHTAM PEATH3AIMH CMECh MPEACTABISCT COOOH B3BECh WIIH CYCIICH3HIO.
CormacHO OmpeACTICHHBIM BapHAHTAM PCATH3aLWH B3BECh HIIM CYCHCH3HSA COJICP)KHT HCOUHINCHHOE TBEPIOC
BCIICCTBO, coAcpskamniee coeauaeHUe (popmy st (1).

CornacHO ONPCIOCICHHBIM BAaPHAHTAM PCATH3ALMH PACTBOPOB, B3BECCH M CYCICH3HH, OMHCAHHBIX B
HACTOANIEM MOKYMCHTE, YHCTOTa HEOYHINCHHOTO TBEPAOTO BEIICCTBA, coacprkamero coeauwneHue (opmysr (1),
cocraeisieT MeHee 70%, meHee 75%, menee 80%, menee 85% mm meHee 90% B OTHOIIICHUH COCAWHCHUS (POPMYJTBI
(I). CornacHo ompeenCHHBIM BAPHAHTAM PEATH3AMUY YHCTOTA HEOUHIICHHOTO TBEPAOTO BEIICCTBA, COACPKAICTO
cocquacHue (opmyasl (1), cocraBmier mcuee 90% B oTHomeHwH coemwacHHA (opmynsl (I). CormacHo
ONPCICICHHBIM BAPHAHTAM PCANM3ANUH HCOYHINCHHOC TBCPAOC BCINECTBO COACPKHT OT mpumepHO 70% 1o
npumepHo 90% coemuaeHuUA Gopmysl (I). CormacHO HEKOTOPHIM BAPHAHTAM PEANTH3ALMHA YHCTOTA HCOUHIICHHOTO
TBEPIOTO BCHICCTBA COCTABIACT OT mpuMepHO 70% 1o mpumepHO 90% B oTHOMCHNH coeauHeHUS (popmy sl (1).

CornacHO ONPCACIACHHBIM BAPHAHTAM PCANH3ANWH TOCIC KpHCTam3auun coeauacHue (popmyasr (1)
SIBISIETCS TIO CYINECTBY YHCTHIM. COTTTACHO HEKOTOPBIM BAPHAHTAM PEATH3ALMH YHCTOTA KPUCTALTHICCKOH (POPMBI
coenmHeHus (opmynsl (I) cocraBmier 6omee 90%. CornacHO HEKOTOPHIM BapHAHTAM PEATH3AIMH YHCTOTY
KpucTamumyeckoil popmsl coeauaeHus (hopmys! (I) BEIOHparOT W3 3HAUCHHSA, COCTaBIIHOmEro 6omee 90%, Goree
91%, 601ce 92%, 6o1ce 93%, 6onee 94%, bonee 95%, 6onee 96%, 6oace 97%, 6onee 98% u 6osee 99%. CornacHo
HCKOTOPBIM BAPHAHTAM PCATH3ANAH YHCTOTA KPHCTALTHICCKOH (popmer coeauraeHu (hopmy st (I) cocTaBieT 6oee
95%. CornacHo HEKOTOPBIM BAPHAHTAM PEATH3ALMH YUCTOTA KPHCTALTHUECKOH (hopMbl coenureHuU (hopmy st (1)

cocrapsier Oomee 98%. CoriacHO HEKOTOPHIM BAapHAHTAM PEANH3ANUH YHCTOTY KPHCTAUTHYECKOH (HOpMBI
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coenmHeHUS (Gopmyns! (I) BEIOHPArOT W3 3HAYCHHS, COCTABIEOMETO mpumepHO 90%, mpumepro 91%, mpuMepHO
92%, mpumepHo 93 %, puMepHO 94%, mpumepHo 95%, npuMepHO 96%, mprMepHO 97%, npuMepHOo 98% 1 IPHMEPHO
99%.

CorracHO ompe/IeICHHBIM BAPHAHTAM PEATH3alUH KPUCTALTHYCCKOE COCTHHECHHIE, IOy YCHHOE CIIOCO0aMH,
MPEII0KEHHBIMH B HACTOAIIEM H300PETCHUH, IIPEICTABIIET COOOH COIBBAT, HAIIPHMEP THAPAT.

CorracHO ompe/IeICHHBIM BAPHAHTAM PEATH3aluH KPUCTALTHYECCKOE COCTHHCHHUE, IOy YCHHOE CITIOCO0aMH,
TPSUIOKCHHBIME B HACTOSINEM H300PCTCHHH, MPSACTABIICT COO0H MOHOTHPAT.

CorracHO ompe/IeICHHBIM BAPHAHTAM PEATH3alUH KPUCTALTHYECCKOE COCTHHCHHUE, TTOJTyYCHHOE CTI0CO0aMH,
MPEITI0KEHHBIMU B HACTOAIIEM H300PETCHUH, IIPEICTABIIET COOOH TUTHIPAT.

CoriacHoO HEKOTOPBIM BAPHAHTAM PEATH3ALMH MAPhI PACTBOPUTEIA MEAICHHO TH(H(OYHIUPYIOT B TBEPABII
obpazen. CorigacHO HEKOTOPHIM BAPHAHTAM PEANH3ALMH NAphl PACTBOPUTEIS MPEACTABIACT coO0H BOASHOH map.
CoryacHO HEKOTOPBIM BApHAHTAM PEANTH3ALMH, HAPHMED, I MOy YeHUA (JOPMBI 2 TBEPABI 00pa3ell MPEACTaBIICT
co0oii (popMmy 1 U pacTBOpUTENIb MPEACTABIACT COO0 BOAY.

CoryacHO OMpEaCICHHBIM BAPHAHTAM Pealu3aluy KpucTammdeckas gopma 1 coenunenus Qopmyisr (1)
MOXKET IO CYINECTBY HE COACpXKaTh Apyrue Kpucraammdeckue (opmbl coequHeHus (opmynsr (I). Cormacuo
OIIpeICICHHBIM BApHAHTAM pealu3alyy kpuctammueckas opma 1 coenunerus Gpopmys (I) MOXKeET O CyIIeCTBY
HE COACPIKATh KPUCTATHYCCKYIO (hopmy 2 coequueHus (popmy sl (1).

CoracHO OTMPEJCICHHBIM BAPHAHTAM PEATU3ALMH KpUCTaLmHUIecKas Gopma 2 coenuneHus (popmysr (1)
MOXKET IO CYINECTBY HE COAEpXKaTh Apyrue Kpucraaimdeckue (opmbl coequHeHus (opmynsl (I). Cormacuo
OIIpe/ICICHHBIM BapHaHTAM peaTH3alliy KpHcTammyeckas opma 2 coenuHeHus Gpopmysl (I) MOXKeT Mo CyIecTBy
HE COoJepKarh KpUcTamHIecky o (popmy 1 coequnenus Gpopmyst (I).

CoryiacHO OIpeACTCHHBIM BApHAHTAM peajH3allid CMECh, coneprkamas coeamHeHue (opmyasr (1),
mpeACTaBisieT coOOOH PacTBOP, W CTAIVs KPHCTAJUTM3ALMN COCAHHCHHS W3 YKA3aHHON CMECH BKIIFOUACT JOBCIACHHC
pacTBOpa X0 NEPEHACHIICHHS C TEM, YTOOBI BBI3BATh OCaXACHHE coeauHeHUS (popmy sl (I) u3 pacTBopa.

CoracHO Ompee/ICHHBIM BAPHAHTAM PEaTH3aliy JOBCICHHEC CMECH, COACPKAIICH coeTHHCHHE (PO PMYIIBI
(I), 10 mEPCHACHIICHUSA, BKIIFOYACT MCIVICHHOC MOOABJICHHC AHTHPACTBOPHUTCIA, TAKOTO KAK TCITAHBIL, TCKCAHBI,
3TAHOJ WM APYTas MOJSAPHAS WM HEMOAPHAS XKUIAKOCTh, CMCIIHBAIOINAICS C BOJHBIM PACTBOPOM, OXJAKICHHUC
pacTBopa (c BBEACHHEM 3aTPaBKH B PacTBOP WM O€3 BBEACHWS), YMCHBLICHHE 00BEMA PAcTBOPA HIIH JTHOOYIO HX
koMOmHaII0. COraacHO OMPECICHHBIM BAPHAHTAM PEaTH3al[iH AaHTHPACTBOPHTEIh MPEACTABIIET COOOH 3TAHOI,
H30TPONAHOJ, MCTAHOJ, TeTparuapodypaH, 14-THOKCAH, ANCTOHHUTPHI, MCTHI-TPCT-OYTHIOBBIA  3(up,
n3omponmianeTar u anetoH. COTrJlacHO ONPENCICHHBIM BAPHAHTAM PEATH3ALMH AHTHPACTBOPHTENb MPEACTABICT
CcO0O0W 3TAHON, W30MPOMAHOJN, MCTAHOJN, TeTparuapodypan, 14-mHokcaH, aneTOHWUTPWI W aunetoH. CoriacHO
OTIPECTICHHBIM BAPHAHTAM peajlH3alliil aHTHPACTBOPHUTENb MPEICTABISIET co00H 3Tan0 1. COTracHO ONpeACICHHBIM
BApPHAHTAM PealTH3allid JOBCACHUC CMCCH, coacpkameii coeauacHue (popmyms (1), 10 MEPCHACHIICHAS BKITIOYACT
J00aBICHHEC AHTUPACTBOPHUTEI, OXJAKIACHUE pPacTBOpa A0 TEMIIEPATyphl OKPYXKAIOHICH Cpeapl WIIH HIDKC H
YMCEHBIICHHE 00BbEMA PACTBOPA, HATPHMEP, Iy TEM HCTIAPEHUS PACTBOPHUTEI U3 pacTBopa. COriacHO OMpeaeICHHBIM
BAPHAHTAM PCATU3ANUH OXJAKICHUC PACTBOPA MOYKET OBITh MACCHBHBIM (HAMPUMED, BBIICP/KHBAHKHE PACTBOPA MPH
TEMIICPATYPS OKPYIKAFOIICH CPCHBl) WITH AKTHBHBIM (HAMPHUMEP, OXJIAKICHHC PACTBOPA HA JICAAHONW OAHC WIH B
MOPO3HJIBHON KaMepe).

CoryiacHO OMpEnCNCHHBIM BAPHAHTAM PEANH3ALMH IPEUTOKCHHBIN CITOCO0 MONYUYCHHS JOTOJHHTEIHHO

BKITFOUACT BBIACICHHE KPHCTA/UIOB, HANPHMEP, MyTeM (DHIBTpanmMy KPUCTAIOB, JCKAHTHPOBAHMS >KHAKOCTH H3
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KPHCTAJUIOB HJIH C IPAMEHEHHEM JIFO00TO APYTOTO MOAXOAIIEro criocoda pasaeneHust. CornacHo IpyTyUM BapHaHTaM
peanm3aIy IpeJI0KeHHBIH CIIOCO0 MOJTy YEHHS TOTIOIHUTEIBHO BKIFOYACT IPOMBIBAHUE KPHCTAJLIOB.

CoryacHO OTIPENENCHHBIM BAPHAHTAM PEANH3ALMH IPEUIOKCHHBIN CIOCO0 IOIYUYCHHS JOTOJHHTCIHHO
BKJTFOYACT WHAYLIHPOBAHHE KPHCTAJUIM3ALMH. YKA3aHHBIH CIOCOO TAKKE MOKET BKIIFOYATH CYIIKY KpPHCTAIIOB,
HApuMeEp, TPH TOHIKCHHOM AapicHUHW. COINIACHO OINpPEACTICHHBIM BAapHAHTAM PEANTH3ALMH HHIY IHPOBAHHUC
OCAKIACHUS  WIM  KPHCTAJUIM3ALMH  BKJIIOYACT  BTOPHYHOC  3apOABINCOOPAa30BAHHE, IIPH  KOTOPOM
3apoABIIECOOPA30BAHAE MPOUCXOAUT B IPHCYTCTBHH 3aTPABOYHBIX KPHCTAJUIOB HIH TNPH B3aMMOJCHCTBHH C
OKPYKAKOLICH Cpeoil (CTEHKAaMH KPUCTAILIN3ATOPA, IEPEMEIIMBAOIIMMY JTONACTIMHY, YIbTPA3BYKOM U T. 1.).

CoryracHO JpYrHUM BapHAHTAM PEATH3AI[MH PACTBOPUTEND MPEACTABIACT COO0H alleTOHUTPHII, JUITHIOBBIH
3¢pup, N,N-mumerunanetamun (DMA), muverunpopmamun (DMF), numeruncy mppoxcun (DMSO), auxaopmeraHs,
3TAHOJ, 3THJIALICTAT, TENTAHbL, TEKCAHBI, H30MPOMIIALICTAT, METAHOI, METHIITHIKETOH, N-METHI-2-THPPOIUIOH
(NMP), terparuapodypas, TOIYOJ, 2-IpOMaHOI (M30MPONaHo), 1-0yTaHOoI, BOAY WIH JTHOOYI0 X KOMOWHAIIHIO.
CoryacHO HEKOTOPBIM BapHAHTaM PEATHM3al[MM PACTBOPHUTCIb MpEACTAaBICT coOoi mauxyopMeTaH. CoriacHo
HEKOTOPBIM IPEANOYTUTCIBHBIM BAPHAHTAM PCATH3ALUH, HANPUMEP, AT moiayueHHs (opmsl 1 pacTBOpuTETH
npeacTaBIsAeT coOoi TeTparuapoypaH.

CorinacHO HEKOTOPBIM BapHaHTAM peaH3aldH AHTHPACTBOPHTETb BHIOMPAIOT M3 TETParuaApo(ypasa,
METaHOJa, H30MPONAHOTA, MUSTHIOBOrO 3(upa, sTaHona, 1,4-auokcaHa, aueTOHHTpHIA H aueToHa. CormacHo
HEKOTOPHIM BAPHAHTAM PEaTH3aLUH K BOJHOMY PacTBOPY, coaepxameMy coequHeHue (opmyis! (I), MemieHHO
JOOABILIFOT aHTHPACTBOPUTEIb. COINIACHO HEKOTOPBIM IPEIIOUTHTEIbHBIM BAPHAHTAM PeaH3aluy, HalpHMep, AL
nostyuyeHusA (hopMbl 2 BOAHBIH pacTBOp, coAep  ainuid popMy 1, 0ObeTHHAIOT C aHTHPACTBOPHTEIEM, BHIOPAHHBIM H3
TerparuapodypaHa, MeTaHOTA, H30MPONAHONA, AWUSTHIOBOTO 3(upa, 3TaHOma, 14-THOKCAaHA, AUETOHUTPUIA H
areToHa.

CoryacHO HEKOTOPBIM BAapHAHTAM PEANTH3ALMH AHTHPACTBOPUTCTH BBHIOHPAIOT W3 TETpParuapodypana,
METaHOJa, H30MPONaHoIa, 1,4-TM0KCaHa, aeTOHUTPUIIA U aneToHa. COrmacHO HEKOTOPHIM BAPHAHTAM PEATH3ALHI
AQHTUPACTBOPHUTEITb MeUICHHO u(h(pYHAUPYET B BOTHBIH pacTBOP, conepxamuii coequreHue (popmy e (I). Cormacuo
HEKOTOPHIM NPEAMOYTHTCIBHBIM BAPHAHTAM PEaTH3allfH, HAPHUMEP, I MOMyUCHUS (POPMBI 2 BOIHBIH PacTBOP,
coaepxarmuii (popmy 1, moasepraroT qu(GyHIHPOBAHHIO C AHTHPACTBOPHTEIICM, BRIOPAHHBIM H3 TCTParuapodypana,
METaHOJIa, H30NPonanoa, 1,4-TuoKCcaHa, aETOHUTPHIIA U allCTOHA.

CornacHO HCKOTOPHIM BAPHAHTAM PCANH3AIMH CYCIICH3HIO, COACpKAIyo coeauacHue (popmymsl (1), u
pacTBOpHTEIh CMCIIMBATIH Iepel BbIIeIcHHEM TBepaoil (a3zpl. COrmacHO HEKOTOPHIM BAPHAHTAM PEATH3ALHI
BBIZICTICHHE TBEPAOH (pa3bl OCYINECTBILSUIH MyTeM (HabTpanuu i DeHTpu(pyrupoBanmsa. COrIacHO HEKOTOPHIM
BapUAHTAM PEATH3AI[HH A1 HOTyUYCHHS (DOPMBI 2 CYCTIEH3HIO, COJICP KAy 0 (opMy 1, CMEIIHBAIH C PACTBOPHUTENEM,
BBIOPAaHHBIM W3 ALCTOHHTPHIIA, AHAW307A, JUXJOPMETAHA, 3TAHOJNA, W3OMPONMIALETATA, METHI-TPET-OyTHIOBOTO
s¢pupa (MTBE), B-rentana, Terparuapodypana, BOIbI H HX CMECCH.

CoryracHO HEKOTOPHIM BAPHAHTAM PEATH3AMUH U MOy YSHHUS (POPMBI 2 CYCIICH3HIO, COAepKamyro (hopMy
1, cMemmBaIM C PACTBOPHUTEIIEM, BEIOPAHHBIM M3 Al[CTOHUTPHIIA, 3TAHOJIA, METHI-TPET-OyTHioBOro 3¢upa (MTBE),
BOJBI H HX CMeCeH.

CoryacHO HEKOTOPBIM BapHAHTAM PEANH3alUH UIL TOJYUYCHHS (OPMBI 2 CYCICH3HIO, COACPKALIYIO
COCTMHCHHE, CMCIIIMBAJIH C PACTBOPHUTENIEM, BEIOPAHHBIM W3 AlICTOHUTPHIIA, METHI-TPeT-0yTHI0BOTO 3dupa (MTBE),
BOJBI H HX CMECEH.

CorracHO onpe/IeICHHBIM BAPHAHTAM PEAITH3AIMH PACTBOPHTEIb IIPEACTABIICT COO0H CMECh, COACPKAIIYIO

BoAy. COriacHO HEKOTOPBIM MPSATNIOUTHTEIbHBIM BAPHAHTAM PCATA3ALIH PACTBOPHTEID MMPSACTABIICT COO0H CMECH,
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COACP/KAINYI0 BOAY M OTAHOJN, H30NPONAHON, METaHON Wi TerparuapodypaH. COrnacHO ONpeacICHHBIM
MIPEANOYTHTEIBHBIM BAPHAHTAM PCATH3ANUH, HANPUMEP, M MOJTydYeHHsA (POPMBI 2 PAacTBOPHUTEIh IPEACTABICT
co00# cMeCh, cCoAcpKanIyro Boay W Terparuapodypan. CorimacHO APYyTHM BapHAHTAM PCATH3AIUH PACTBOPHTCIID
npeacTaBIsAeT COO0H CMECh, COICPIKALIYE) BOAY M APYTHC PACTBOPHTEIH, BEIOPAHHBIC H3 3TAHOJA, U30MPOMAHOA,
MCTAHOJIA, TeTparuapodypana, 1,4-1HOKCaHA, ACTOHUTPHUIIA H al[CTOHA.

CoryacHO HEKOTOPBIM NPEAIOYTHUTCIBHBIM BAPHAHTAM PEATH3AIMH CMECh PACTBOPHUTEICH BBIOMPAIOT W3
pogpl/reTparuapodpypana (H,O/THF), sBoms/meramona (H.O/MeOH), somp/m3ompomanona (H.O/IPA),
poaer/atanona (H.O/EtOH), Boxer/1,4-muoxcana (H,O/1,4-muwokcana), Bogsr/aneronutrpmia (H.O/ACN) wm
Boasr/anieTona (H,O/ametona).

CornacHO HEKOTOPBIM BAPHAHTAM PEATH3ALHH PACTBOPHTEND MPEACTABIACT cOOOH cMeCh, COMCPIKALIYEO
EtOH:H>O npu cooTHOmEHHH 00beMOB, BEIOpaHHOM 13 19:2, 5:1, 2:1, 1:1 u 1:9. CoriacHO HEKOTOPBIM BapHaHTaM
peanm3anuu pacTBOPUTEIb HPEACTABIICT COOOH CMECh, COACPIKALIYI) 3TAHOI H BOAY, K KOTOPOH m00aBIIOT
JOIOTHUTETPHOE KOTHYESCTBO STAHOJIA MIH CMECh 3TAaHONA M BOAbl. COITacCHO HEKOTOPHIM BapHAHTAM PeaTH3aLUH
yKa3aHHAsA CMECh COACpxkuT coeauacHue Gopmyisr (I) u pactsopurens B cootHomenuu EtOH:H,O 2:1 (00./06.),
3aTeM Ui Kpucrammsaimu 106asmwtoT cmeck EtOH:H»,O B cootHOmeHuu 19:2.

CoriacHO HEKOTOPHIM BAPHAHTAM PEATH3ALMH KPHCTAJUIM3AIMIO CTHMYJUPYIOT HOCPEACTBOM BBEICHHS
3aTPaBKU MM 3aTPABOYHOH HArpy3KH, TO €CTh IyTeM AOOABICHHA B CMECh 3aTPaBOYHBIX KpucTauioB. CornacHo
HEKOTOPBIM BAPHAHTAM PEATH3ALUH 3aTPABOYHBIC KPHUCTAJLIBI JOOABISIOT B KOJIHUYCCTBE, BHIPAXKCHHOM B IMPOLICHTAX
[0 Macce OTHOCHTEIBHO MAcChl BCEH CMECH, BRIOPAaHHOM M3 puMepHO 1 % Macc., mpuMepHo 2 % Macc., IPUMEPHO
3 % macc., mpumepHo 4 % macc., mpuMepHO 5 % Macc., mpuMepHO 6 % macc., mpumepHo 7 % macc., npumepHo 8 %
Macc., mpuMepHO 9 % macc. u mpumepHo 10 % macc. CornacHO HEKOTOPBHIM BAPHAHTAM PEATH3ALHH 3aTPABOYHbIC
KPUCTAJLTBI JOOABIIIOT B KOJHMYCCTBE, BBIPAKCHHOM B MPOLCHTAX IO MACCE OTHOCHTCIBHO MACChl BCCH CMECH,
BBIOpaHHOM W3 mpuMepHO 1 % Mace., mpumepHo 2 % macc., mpuMepHo 3 % Macc., mpuMepHo 4 % Macc., IPUMEPHO
5 % wmacc. u mpumepHO 6 % wmacc. COrlacHO HCKOTOPBIM BAPHAHTAM PCATH3ALMH 3aTPABOYHBIC KPHCTAJLIBI
JOOABISIFOTCS B KOJHYCCTBE, BRIPAKCHHOM B IIPOLECHTAX IT0 MACCE OTHOCHTEIBHO MACCHI BCEH CMECH, BRIOPAHHOM H3
3 % macc., 4 % macc. u 5 % macc.

CoriacHO HEKOTOPBIM BAPHAHTAM PEATH3ALMH 3aTPABOYHBIC KPHCTAJITBI PSACTABIIOT COOOH 3aTPABOHBIC
kpuctammsl popmel 2 popmyisl (I). CoraacHO ONMPEACICHHBIM BAPHAHTAM PCATH3AIMH 3aTPABOYHBIC KPHCTAJLIBI
MOABEPTAOT U3METBUCHHUIO.

CornacHO ONPEACICHHBIM BApHAHTAM PCATH3ALWH IPOMBIBAHHC KPUCTAJUIOB BKIKOYACT IPOMBIBAHHC
JKHAKOCTBIO, BBIOPAHHON W3 AHTHPACTBOPUTEIS, ANCTOHHTPUIA, ATAHOJA, TCNTAHOB, TICKCAHOB, MCTAHOJIA,
TeTparuApopypanHa, TOIyO0Ia, BOIBI HITH HX KOMOWHAIHH.

B HacrosimieM [JOKYMCHTE «AHTHPACTBOPUTCIB» O3HAYACT PACTBOPHTEIIb, B KOTOPOM KPHCTAJLIBI
NPEIIOKECHHOTO COCOAUHCHHA ABLIFOTCA HCPACTBOPHMBIMHA, MHHHMAJIBHO PACTBOPHMBIMHA UM YACTHYIHO
pacteopumbiME. Ha npakTrke J00aBJICHHE AHTHPACTBOPHTEIISI B PACTBOP, B KOTOPOM PACTBOPCHBI KPHCTAJLTBI COJIH,
MPUBOJHT K YMCHBIICHHIO PACTBOPHMOCTH KPHCTAJIIOB COJIH B PACTBOPE, UTO, TEM CAMBIM, CTHMY JIUPYET OCAKIACHHES
comu. COrjacHO OMpPEACICHHBIM BaPHAHTAM PEATH3AIMH KPHCTAJUTBI MPOMBIBAIOT C MOMOIIBID KOMOHWHAIIMH
AQHTHPACTBOPHTEIS M OPraHWYCCKOro pactBoputesi. COINACHO ONPEACICHHBIM —BAPHAHTAM  PCaTH3ALUH
AQHTHPACTBOPHTEIb NPCACTABIACT cOOOH BOAY, TOrJa KAaK COTJIACHO JPYIHM BApHAHTAM PCalH3aLdH
AHTHPACTBOPHTCITE TPCACTABIACT COOOH AIKAHOBBIN PACTBOPUTCIH, TAKOH KAaK TCKCAH WIH TICHTAH, WIH
ApOMATHYCCKUH YTIICBOAOPOIHBIN PACTBOPUTEID, TAKOH KaK OCSH30I, TOYO WM KCHI0JI. COTTIACHO ONMPEICICHHBIM

BAPHAHTAM PCATH3AIIMA AHTHPACTBOPHUTEITh NPESACTABIIACT COO0H METAHOM.
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CoriacHO omnpenelTeHHbBIM BAPHAHTAM PEAJH3AlliH IPOMBIBAHHEC KPHCTAJUIOB BKIIFOYACT IPOMBIBAHHC
KPHCTAJUTAYCCKOTO coeauHCHHUA (popmynsl (I) pacTBOPHUTEICM HIM CMECHIO OJHOTO WM OOJICC PacTBOPHTCIICH,
KOTOPBIC ONHMCAHBI BBIIIC. CormacHo ONPCACTICHHBIM BAPHAHTAM PCATH3alHH NCPEA MPOMBIBAHUCM PACTBOPHTCIIB
W CMECh PACTBOPHUTENCH OXIIAXKIAFOT.

CoryiacHO OIpEJCICHHBIM BAPHAHTAM PEANH3ALMH CIIOCOOBI MOJYUYCHHSA KPHCTAJUIHYECKHX (hopM
coexuaeHUA (popmy sl (1) HCTIOMB3YIOT JUTA Y AANCHHA OJHOM WU 00J1ee MpUMece n3 00pasia COCIUHCHUA (PO PMY JIBI
(I). CornmacHO OMPEACACHHBIM BAPHAHTAM PCANTH3ANUH CHOCOOBI KPHCTAUTH3AIMH, ONHCAHHBIC B HACTOSIICM
JOKYMCHTE, HCTIOTB3YIOT I OUUCTKH COeAHHCHUA (popmyiel (I), HampuMmep, B KaUeCTBE KOHCUHOW CTAIHH OUHUCTKH
TP TIOJYYCHUH IIPETOKCHHOTO COCTHHCHHUA.

CornacHO OmMpEACICHHBIM BapHAHTAM pPeaTu3aliu COCAUHCHHE (opmynsl (I) OUMINAOT MOCPEACTBOM
kpuctaum3anuy. COIJIacCHO HEKOTOPHIM BAPHAHTAM PEATM3alMM NPH OYHCTKE coenumHeHus (Gopmynst (I) He
HCTIOIB3YIOT BHICOKOA(D(PEKTHBHYIO SKUAKOCTHYI0 XpoMarorpaduro (BIXKX), B Tom uncne npenaparusayro BOXKX.
CoryacHO HEKOTOPBIM BApHAHTAM peaTH3aluH OYHCTKA coeauHeHUA (popMy bl (I) myTeM KpHCTAUTH3ALUY ABIICTCA
MacmradupyeMoi. IlpenMymecTBa OYMCTKH IMyTEM KPHCTAJUIM3ALMH BKIIOYAIOT, HO HE OTPAHHYMBAIOTCS HMH,
yAaJCHHE PACTBOPHMBIX IIPHMECEH, POCTOTY MPOLIECCA OUMCTKH, BO3MOKHOCTh MPUMECHEHHA B KPY THOMACIITaOHOM
CHHTE3¢, MPHEMIIEMBIC BBIXOABI H BBICOKYIO YHCTOTY NMPOAYKTA.

CoriacHO HEKOTOPBIM BapHAHTAM peaTH3aluu KpucTtaammueckas (opma 2 (opmynsr (I) mpeacrasisiia
coboit opmy ¢ GoabICH CTAOHIBLHOCTHIO. COTIACHO HEKOTOPBIM BAPHAHTAM PEATH3ALUH KPHCTALTHUCCKas (popma
2 (opmyaer (I) sBustercsa Oonee crabmipHOH B Boxe, yeM kpucraummueckas (popma 1 ¢opmyasr (I). Cormacuo
HEKOTOPHIM BAPHAHTAM PeaTH3alUH TeMIeparypa Oblia Huwke nmpumepHo 20 °C, Hwke nmpumepHo 15 °C, Hike
npumepHo 10 °C, Hipke npuMepHO 5 °C mwm Hipke npuMepHo 0 °C. CoriacHO HEKOTOPHIM BapHaHTAM pealu3aluH
Temmeparypa cocrasiuia mpumepHo 20 °C, npumepso 15 °C, mpumepro 10 °C, mpumepso 5 °C wmu npumepso 0 °C.
CornacHO HCKOTOPBIM BapHAHTAM pCalH3allHH TeMIepaTypa cocraBiuia mpuvepuo 10 °C, mpumepHo 9 °C,
mpumepHo 8 °C, mpumepHo 7 °C, mpumepro 6 °C, mpumepHo 5 °C, mpumepHo 4 °C, mpumepro 3 °C, mpumepHo 2 °C,
mpumepro 1 °C, mpumepro 0 °C, mpumepro -1 °C mm mpumepao -2 °C. CoriacHO HEKOTOPBIM BapHAHTAM
peamu3a TeMIIepaTypa coctapuia mpaumepHo 10 °C.

CoryracHO HEKOTOPBIM BApHAHTAM PeajH3alliy MPEBPALICHUC B KPHCTALTHYCCKYIO (opmy 2 popmyms! (1)
OBLJIO 3aBCPIICHO YCPe3 MPHMEPHO 4 Haca, uepe3 MPUMEPHO 8 HacoB, Uepe3 MpuMEPHO 12 4acoB, uepe3 mpuMepHoO 16
4acos, yepe3 npuMepHO 20 4acoB, yepe3 MPUMEPHO 1 ACHB, Yepe3 MPUMEPHO 2 IHSA, Uepe3 MPUMEPHO 3 JHA, Yepe3
MPUMEPHO 4 THA, Yepe3 MPUMCPHO 5 THEH, Uepe3 MpUMEPHO 6 JHCH, uepe3 mpuMepHO 7 auei. COTIacHO HEKOTOPHIM
BapPHAHTAM PCATH3aNHH MPCBPANICHAC B KPUCTAILTHICCKYIO (popmy 2 (popmy el (I) OBLTO 3aBSPIICHO HCPE3 MPUMECPHO
2 yaca, Yepe3 NpUMEPHO 3 4aca, Yepe3 NpuMEPHO 4 yaca, yepe3 NPUMEPHO 5 4acoB, Uepe3 MPUMEPHO 6 YaCOB, Uepe3
TMPUMEPHO 7 YacoB, Yepe3 MPUMEPHO § YaCOB, Uepe3 NPUMEPHO 9 yacoB, uepes npuMepHO 10 4acos, yepes MPUMEPHO
11 yacos, yepe3 mpumepHO 12 yacos, yepe3 mpuMepHO 13 wacos, yepes nmpuMepHO 14 yacos, yepes mpuMepHo 15
YacoB, Yepe3 NPHMEPHO 16 uacos, uepes npuMepHO 17 1acos, yepes mpuMepHO 18 4acos, yepes NpuMepHO depes 19
4acos, yepes npuMepHo 20 yacoB, yepes npuMepHO 2 1 yac, yepes mpuMepHo 22 yaca, yepe3 NpUMEPHO 23 yaca, yepes

MPUMEPHO 24 Yaca, 4yepe3 NPUMEPHO 25 4acOB WK Yepe3 MPHUMEPHO 26 4acoB.

IIpumenenne kpucTam4aecknx gopm coexuHenust Gpopmyasi (I)

Cocauncrne (opmymsr (I) mpeacrasmser coboif 3-3amemeHHOS 1,2,4-0KCaaMa30bHOC COCIHHCHIC,

HMCHOIICC CICAYIOIYIO CTPYKTYPY,
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OyHKIMOHATIPHOE HCTOINCHHE» (MMMyHHAsA Auc(yHKUusA) cpeau moarpymn T m B kuerok sBusercs
XOPOIIO OIMCAHHBIM IPU3HAKOM XPOHHYECCKHX BUPYCHBIX HH(EKIMH, TAaKHX Kak BUpycH remarura B u C u BUY.
Hcromenue T-kieTok 66110 IepBoHayanbHO onucano At CD8 T-ki1eTok y MbImeH, XpOHHYECKH HHPUIMPOBAHHBIX
KJIOHOM BHpyca JHM(QOLHTAPHOIO XOPHOMCHHHTHTa. B MBIIMHOH Mojemu Bupyca JUM(OLHTAPHOTO
XOPHOMCHHUHTUTA MOBTOPHAS AHTHICHHAS CTUMY JIIHA MOCPEACTBOM T-KJIETOYHOTO PELENTOPa U PAaCIO3HABAHUS
AQHTUTCHOB AKTUBH3HPYCT YCTOWUYHMBYIO HKCIPECCHIO PELENTOPOB HHIHOMPOBAHUA T-KJICTOK, B TOM YHCIIC MEPBBIH
quraHg  mporpammupyeMoii ruoemu  kietok  (PD-1) w ren axtmBanmu smMmdonuroB 3 (LAG-3), B
spupycocnemupuueckux CD8 T-knerkax (J. lllingworth et al., J. Immunol. 2013, 190 (3): 1038-1047) ,

Taxum o6pa3zom, 3a060JICBaHHA, MOy IUPOBAHHBIC HMMYHHBIM OTBETOM, B TOM YHCIIC, HO HE OTPAHHYUBAACH
HMH, DAk, UMMYHOJIOTHYCCKHC HAPYIUCHUS, HMMYHOJAC()UIMTHBIC COCTOSHHSA, BOCHATHTCIbHBIC 3a00JCBAHUAL,
HH(PCKIUHOHHBIC 3200 1CBaHIA ¥ OTTOPKCHHE TPAHCIUIAHTATA, MOYKHO JICUHTH Iy TEM BBEACHHA HMMYHOMOYJIATOPA,
TaKoOro Kak coexuHeHue (popmy sl (1), 1 KOMIO3HIKI, ONMMCAHHBIX B HACTOSIICM JOKYMEHTE. 3-3aMeIICHHbIC 1,2,4-
OKCaJHa30IbHbIC COCAUHCHHA ACHCTBYIOT KAK HMMY HOMOY JIATOPBL

CornacHo onpeeIeHHbIM BapHaHTaM peaTu3alul coexuHeHue (popmyst (I) MOIy THPYET HMMYHHBIH OTBET
B KJICTKC.

CoracHO IPyTuM BapHAHTAM PEATH3ALUH B HACTOSIIEM H300PETCHUH MPEIIOKEH CIOCO0 MOTY THPOBAHUS
HMMYHHOTO OTBETa B KJICTKE, BKIIOUAIOINMH NPUBEACHUEC KICTKH B KOHTAKT C KOMIIO3HIMUCH, coaepkamiei
KpucTa/umueckyo (opmy coemuneHus (popmyast (I) cornmacHo THO00MY H3 ONHCAHHBIX BBIINIC BAPHAHTOB
peamm3amun. COTJJacHO HCKOTOPBIM BAPHAHTAM PCATH3AMH HACTOSIICC H300PCTCHHEC OO0CCICUHMBACT CIIOCO0
MOy THPOBAHUS HMMYHHOTO OTBCTA B KICTKC, BKIIOYANOIMH MPUBCACHHC KICTKH B KOHTAKT C KOMIO3HIIHCH,
COJCPXKAIICH KPUCTATHUCCKYIO (popmy coemuHeHHA (opmyasl (I) cormacHO MOOOMY W3 OIMCAHHBIX BBIIIC
BAPHAHTOB PCATN3ALMH.

CoryacHO OTpeACICHHBIM BapHAHTAM PCATH3AHH B HACTOSAMIEM H300PETCHHU IPEUTOKCHO MPUMCHCHHC
KPHCTALTHYCCKOH (popMBbI coenuHeHu (hopMy sl (1) A1 MPUTOTOBICHHA MCIUIIHHCKOTO MPETApaTa, HaupuMep, I
JICUCHUS PaKa, HMMYHOJIOTHUCCKHX HAPYIUICHUH, HIMMYHOC(DHIUTHBIX COCTOSHHM, BOCIATHTEIBHBIX 3200 1CBAHUH,
WH(PCKIMOHHBIX 3a001CBAHAI W OTTOPKCHUS TPAHCILIAHTATA.

CormacHo mOOOMY W3 IIEPECUHCICHHBIX BBIIIC BAPHAHTOB PEATH3ANMH B ONPEACICHHBIX BAPHAHTAX
peanm3aliy NPUBEACHHE KICTKH B KOHTAKT IMPOHUCXOJHUT Y CYOBEKTa, HYKIAFOIIETOCA B 3TOM, OCPEACTBOM JICUCHUS
3a00JICBAHASA WJIH PACCTPOHCTBA, BBIOPAHHOTO W3 PAaKa, MMMYHOJIOTHUYCCKHX HAPYIICHHH, WMMYHOIC(HIUTHBIX
COCTOSIHHH, BOCIAMTENBHBIX 3a00ICBaHAH, HH)EKITHOHHBIX 3a00ICBAHAH U OTTOP)KCHHS TPAHCIUIAHTATA.

CoryiacHO OIpeAcICHHBIM BAPHAHTAM pEalH3allid B HACTOSINEM H300PETCHHH IPEIJIONKCHBI CIOCOOBI
JEUCHUS Paka, NPH 3TOM YKA3aHHBIH Cmoco0 BKIFOYACT BBEACHHE CYOBEKTY, HYKJAIOIIEMYCS B 3TOM,
TEpaneBTHYCCKH 3P(EKTHBHOTO KOJIWYECTBA KOMITO3HIMH, COJACPKAINCH KPHUCTALTHYCCKYIO (opMy coenmHECHUS
(dopmyms! (1).

CornacHO ONPCHCICHHBIM BAPHAHTAM PCANTH3ANUH HACTOAINCC H300PCTCHUC OOCCIICUMBACT CIOCOOBI

WHTHOHPOBAHUSA POCTA OMYXOJICBBIX KICTOK H/HIH MCTACTA3HPOBAHMSA Iy TCM BBCACHUS CYOBCKTY, HYKIAIOMICMYCS B
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3TOM, TEpPaNeBTHYCCKH JS(P(QEKTHBHOTO KOJIHYECTBA KOMIIOZUIMH, COJCPKAICH KPHCTAIHYECCKYIO (hopMy
coeauucHUA popmy e (1).

THrYHBIE Oy XOJIEBBIC KIICTKH BKJIFOUAKOT KJICTKH PaKa, TAKOTO KaK, HO HE OTPAHHYMBANICH MM, 01acToMa
(HampuMmep, TAHOOIACTOMA), PAK MOJIOYHOW >KeIC3bl (HAMPHUMEP, KAPIHHOMA MOJIOYHOH >KCJIC3bl, NCPBHYHAA
MPOTOKOBAA KAPIHHOMA, TPHIKABI HETATHBHBIA PAK MOJOYHOH JKEIE3Bl, 3CTPOTCH-PELENTOP-NOI0KUTEIBHBI pak
MoJTouHOIT skene3sl (ER+), mporecTepoH-perenTop-TmoI0KATESIFHBIN pak MOJIOYHOH kenesbl (PR+) w/mmm penentop
YCJIOBCUCCKOTO JMHACPMATBLHOTO (DaKTOpa POCTa 2 THIA-TOJIOKHTCIBHBIA pak MOJouHOH kene3sl (HER2 +)),
SMUTETHANBHBIN paK (HAMPUMEP, KAPLUHOMBI), PaK TOJACTON KUIIKH, PAK JETKOTO (HAMPUMEP, MEJIKOKICTOUYHbIN pak
JICTKOTO, HEMETKOKICTOUHBIH pak jerkoro (NSCLC), axeHOKapImHOMA JISTKOTO H MJIOCKOKJICTOYHBIH Pak JCTKOT0),
MeNIaHOMa (HampHMep, MEJIAHOMA KOJKH, MEJIAHOMA IJa3a, 3JI0KAYCCTBEHHAS MEJIAHOMA KOXKH WJIM BHYTPHIJIA3HAsS
3JI0KAQYCCTBEHHAA MCEJIAHOMA M MCEJIAHOMA, CBS3AHHAS C JUM(ATHUECKUM Y3JI0M), PaKk NPEACTATCIbHOM KEIC3bI
(HampuMep, aICHOKAPIIMHOMA MPEACTATCIBHOH JKEIe3bl), PaK MOYKH (HAmpUMep, moueyHO-KieTouHbIi pak (RCC) u
pak MoYKH), pak KOCTU (HampHMEp, OCTECOCAPKOMA), PAK MOHKEIYJOUHOM JKEJIE3bl (HApUMEp, aJACHOKAPILHHOMA
TIOZKEITY JOYHOH JKENIE3bl), PaK KOXKH, PaK TOJOBBI WM IICH (HAIPUMED, IUIOCKOKJICTOUHBIN Pak OJOBHI U IICH), PaK
MATKH, paK SUYHUKA (HAIpuUMeEp, KapIUHOMA AUYHHMKA), KOJIOPEKTAIbHBIN pak (HampuMeEp, KOJIOPEKTAIbHBIN PAK C
BBICOKOH MHUKpPOCATCLUIUTHOH HECTAOMIBHOCTBEIO M KOJIOPCKTAIbHAS AACHOKAPIIMHOMA), paK IPAMOM KHIIKH, pak
aHATBHOH 00JacTH, pak OPIOLIHOHM IOJIOCTH, Pak JKeIyaka (HampuMep, KapIHHOMA JKEIyJKa H PaK JKeJIydOUHO-
KUIIECYHOTO TPAKTa), TECTHKYLIPHBIH pak, KapIHHOMa (pautomueBbIX TPYO, KapUUHOMA 3HIOMETpPHS, PaK MICHKH
MATKH (HampuMep, KapUuHOMA IMEHKH MATKH), PAaK BIArajdina (HampUMEp, KAPLMHHOMA BJIATAJHING), PAK BYJIBBBI
(HampHMeEp, KapIHHOMA BYJIBBBI), PaK IMHIICBOJA, PAK TOHKOH KHIIKH, PAK S3HAOKPHHHOH CHCTEMBI, PAK IMTHTOBHAKH
(HampHMeEp, PaK IMUTOBHAHOM JKEIE3bl), PAaK MAPAIMUTOBHAHOM JKEIC3bl, PAK HAANOYCUHOH JKEJC3BI, CapKOMa
(Hampumep, capkoMa MATKHX TKaHe# u capkoma Kamomm), pak ypeTpsl, pak MOJIOBOTO WICHA, XPOHUYCCKUH MM
OCTpBI JIcHKO3 (HAmpUMeEp, OCTPBIH MHCIOMIHBIA JEHKO3, XPOHHYCCKHH MHCIOMIHBIA JICHKO3, OCTPBIi
TuM(pOOTACTHBINA JTCHKO3, XPOHHYCCKUEH TUM(POIHUTAPHBIA JCHKO3, JCHKO3 BOPCHCTHIX KICTOK H XPOHHYCCKHMA
MHETI00IaCTHBIIH JICHKO3,), COMHUIHBIC OMYXO0JIH ASTCKOTO Bo3pacTa, tuMpoma Xomxkuaa (HL) (Hampumep, 6oraTsrit
mampormramu (LRCHL) woxymaprsid ckiepo3 (NSHL), cmemanno-kiaeTouHast (popma muMdomsr XOoMKKAHA
(MCHL) u mampoma XomkkuHa ¢ mumpougasiM uctomernneM (LDHL)), B-knerounsie muM@oMsr (HampuMmep,
muddys3Has xpymHokiaeTouHas B-kmetounas mampoma (DLBCL)), mexomxkuHCcKkas aumpoma (NHL) (Hampumep,
HU3KO0310KAYCCTBCHHAA/ (DO JLTHKY TApHAS HEXODKKHHCKAA TuMpoma, MenkokiaeTouHas mMpormrapras (SL) NHL,
CPCIHE3TOKAYCCTBCHHAL/ (DOTITHKY TAPHAS NHL, CPCIHC3TOKAYCCTBCHHAS mudppy3Hag NHL,
BBICOKO3JIOKAYeCTBCHHAs ~ mMMyHoOnactHat ~ NHL,  BblcokosnokauectBeHHas — gumpobOmactHas  NHL,
BBICOKO3IOKaUecTBeHHAA MenkokiaeTouHad NHL ¢ HepacceueHHbMH saapamu, NHL ¢ MacCHBHBIM MOPaKCHHEM,
mampoma bepxurra, muM@oma w3 kiaetok 30HBI Mantwm), CIIM/l-accommmpomannas mmMmpoma, T-KICTOYHAA
mampomMa  KOKH  (HampuUMep,  TPHOOBHAHBIA  MHKO3) W MakpormoOymmHemMus  BampacHcTpema,
MOCTTPAHCITAHTATHOHHOS M (pompoa(pepaTusHOE paccTpoiictso (PTLD), mumponurapHas mum(poMa, MCPBHIHAL
mmpoma CNS w T-xnerouHas mmm@poma), ME30TCIHOMA, PAK BHIOYKOBOW JKCJIC3BI, MHCIOMA (HAPUME),
MHO’KECTBCHHAA MHUEJIOMA), PAK MOYEBOTO My3bIPA (HAIPHMEP, KAPLMHHOMA MOYEBOTO My3bIPs), PaK MOUCTOUHUKA,
KapUUHOMA NOYCHHOH JJOXAHKH, PaK MEUCHU (HAapUMEP, NEUCHOUHOKIICTOUHBIN PaK, KAPLUHOMA ICUCHH, TENaTOMa),
paK TOKETYJOUYHOHW JKENe3bl, NMOCTTPAaHCINIAHTAIWMOHHOE JmMponpommdeparnsHoe pacctpoiicteo (PTLD),
HOBOOOpPA30BaHNC IICHTPaTbHOH HEepBHOW cuctembl (CNS), aHTHOTCHE3 OMyXOaH, OMYyXOJdbh OCH MO3BOHOYHHKA,
[JIMOMa CTBOJA TOJOBHOTO MO3ra, afcHOMAa rumo(m3a, SNHACPMOMIHBIH pPaK, paK CIIOHHOH IKEIe3bl,

IUIOCKOKJICTOYHBIN PAaK, AHOMAIBHAS COCYIHCTas MPOJH(pEpauns, CBsI3aHHAL ¢ (PakoMaro3aMu, OTEK (HAMPHUMEP,
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OTEK, CBS3AaHHBIM C OMYXOJSIMH TOJOBHOTO MO3Ta), CHHApOM Meiirca, KapuuHOMa H3 KJICTOK Mepkens, pakw,
BBI3BAHHBIC OKPY KAFOINCH CpeIoi (B TOM YHCIIE PAKH, BEI3BAHHBIC aCOCCTOM), H KOMOHWHAITMH ITEPEYHCICHHBIX BUIOB
paxa.

CorracHO ApYTUM BapHaHTaM PEaIU3alyy, HAIPHMED, OITy XOJICBbIC KJICTKH MOTYT BKJIFOUATh KICTKH PaKa,
BBHIOPAHHOTO W3 paka MPEACTATCIIBHON JKCJIC3bI, MCIAHOMEBI, paka MOJIOYHOH JKCJIC3bl, pPaka TOJACTOW KHUINKH, paka
MIPEICTATEILHOH MKETIe3bl, Paka JIETKOTO, paka MOYKH, PaKa IOHKETy JOUHOM HKETIE3bl, Paka >KelyKa, paka MOUCBOTO
My3bIps, Paka IHIIEBOJA, ME30TCIHOMBI, Paka IMUTOBHIHONW O>KEJE3bl, Paka BHJIOYKOBOH >KENE3BI, CaPKOMBIL,
IJIHOOACTOMBI, XPOHHYECKOTO HJIM OCTPOTO JIEHK03a, JTHM(OMBI, MHEIOMBI, KAPIHHOMBI M3 KICTOK Mepkes,
SMUTEIHATIBHOTO PaKa, KOJOPEKTATHHOTO PaKa, paka BJIATaluINa, paka MEHKH MaTKH, paKka SHYHHKA M PaKa OJOBbI
U IICH.

CoryracHO ApyruM BapHaHTaM PEaIU3aLUH, HAIPUMED, OITy XOJICBbIC KJICTKH MOTYT BKJIIOUATh KJICTKH PaKa,
BBIOPAHHOTO U3 MCJIAHOMBI, TPISKIBI HETaTHBHOTO PaKka MOJOYHOH >KEJe3bl, HEMEIKOKICTOUHOTO paka JIETKOTro,
MOYEYHO-KJICTOYHOTO PaKa, paka MOKEIyAOUHOH KeIe3bl, Paka ey Ika, Paka MOUCBOTO Iy3bIPsI, ME30TCIHOMBI,
muM(poMbl XOHKKHHA, PaKa MICHKH MATKH, Paka AMYHUKA U ITIOCKOKJICTOYHOTO Paka TOJIOBHI U IIICH.

CoryacHO HEKOTOPBIM BAapPHAHTAM PCATH3AIMHU OINYXOJCBbIC KJICTKH IMPEACTABILIOT COOON KICTKH Paka,
BBIOPAHHOTO H3 MEJKOKICTOYHOTO PaKa JEIKOTO, MHOKECTBECHHOH MHETIOMBI, paka MOUCBOTO ITy3bIPs, NCPBHYHON
MPOTOKOBOH KAPLMHOMBI, KAPUHHOMBI SIHYHHKA, JAM(POMBI XO/PKKHHA, PaKa KEIyAKa, OCTPOTO MHEIOHIHOTO
JeHKO03a H PaKa MOMKEITy JOUHOH JKEIC3bL.

CoriacHo ApyrHM BapHAHTAM peaH3alUH OIYXOJEBBIC KJICTKH IPEACTAaBILIOT COOOH KJICTKH paka,
BBIOPAHHOTO W3 KAPLHHOMBI SHAOMETPHS, Paka sSHYHUKA, JUM(OMBI XOMKKHHA, HEXOHKKHHCKOH TUM(pOMBI U
XPOHHYECKHUX WJIH OCTPBIX JICHKO30B, B TOM YHCJIC OCTPOTO MHUEIOHTHOTO JICHK03a, XPOHHYECKOTO MHEJIOUIHOTO
JICHKO03a, 0CTPOT0 TUM(POOIACTHOTO JICHKO3a, XPOHHICCKOTO THM(DOIHTAPHOTO JICHK03a, THM(OUUTAPHOH THMPOMBI
H MHOKECTBCHHOM MHCJIOMBI.

CoryacHO HEKOTOPBIM BapHAHTAM PEATH3AIMH OMYXOJCBbIC KJICTKH MPEACTABILIOT COOOH KICTKH PaKa,
BBIOPAHHOTO W3 aICHOKAPIIMHOMBI MPEACTATCILHOM KEJIC3Bl, aCHOKAPIHHOMBI JICTKOTO, IJIOCKOKJICTOYHOTO paKa
JIETKOTO, aACHOKAPIIHHOMBI TIO/KEITY JOUHOH SKEJIC3bl, paka MOJIOYHOMH >KeJIC3bI U KOJOPEKTATBHOM aCHOKAPIIHHOMBI.
CormacHO OmpeeICHHBIM BAPHAHTAM PEaTH3alliH Oy XOJICBBIC KJICTKH 0OPa3yIOTCS IMPH PaKe MOJOYHOH KEIC3bl.
CoryacHO HEKOTOPBIM BAPHAHTAM PEATH3AIMH OIyXOJICBBIC KICTKH OOpa3yIOTCS NPH PaKe MOJOYHOH HKEJIE3BI,
BBIOPAHHOM W3 TPIXKIBI HETAaTHBHOTO pPaKa MOJIOYHOH KENE3bl, 3CTPOTCH-PEHETTOP-IIONIOKHTEIFHOTO paka
MOJTOUHO# sxene3sl (ER+), mporecTepoH-peenTop-moI0KUTCIFHOTO Paka MOJIOYHOM skeie3bl (PR+) w/wmn penentop
YEIIOBEUCCKOTO SMUACPMATBHOTO (hakTOpa pocTa 2 THUNA-TIOJIOKHTCIBHOTO paka MosouHO# xkene3pl (HER2+).
CorracHO JpyTHM BapHaHTaM PEATH3ALHH Oy XOJICBBIC KICTKH 00Pa3yIOTCS P MAHEIH METOA0B ONPEACICHIS paka
MoJTOuHO# skene3sr PAMSO0 + (Parker, JS, et al., J. Clin. Oncol., 2009, 27 (8): 1160-1167), npu 3TOM paK MOJOYHOH
>KeJIe3bI BRIOMPAIOT W3 BHY TPHIPOTOKOBOTO PAaka MOJIOYHOH JKeJIe3bI A, BHY TPHIIPOTOKOBOTO PAaKa MOJIOYHOH YKEIIE3bI
B, HER2-m0T0’KATCITFHOTO paka MOJIOYHOH KEJIC3bI, 0a3aTbHO-TIOJOOHOTO PaKa MOJIOYHOH KEIC36I M HOPMATBHO-
MOACOHOTO PaKa MOJIOYHOH JKEIC3BI.

CoryacHO HEKOTOPBIM BAPHAHTAM PEANH3AIMH OIYXOJEBBIC KJICTKH IPEIACTABILIOT COOOH KICTKH Paka,
BBIOpAaHHBIC W3 TPIDKABI HETATHBHOTO paKa MOJIOYHOH JKEJNE3bl, KOJOPECKTAJBHOTO paka C  BBICOKOH
MHKPOCATEJUIMTHOH HECTAOMIIBHOCTBIO, paKa >KEIy AKa, ME30TECITHOMBI, PaKa MOHKEIIY JOTHOM JKEIE3bI H PaKa MEHKH
MATKH.

CorracHO HEKOTOPBIM BAPHAHTAM PEATH3AIMH OIy XOJICBBIC KICTKH H/MIIH CyOBEKT PaHEE HE MOIBEPraIiCh

BO3ACHCTBHI0 HMMYHOOHKOJIOTHYECKOH Tepanmui. IIpH HMMYHOOHKONOTHH HCIOIB3YET HMMYHHYIO CHCTEMY
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CyOBCKTa ¢ TeM, YTOOBI MOMOYE ¢if 6OPOTHCA ¢ pakoM. Hampumep, IMMYHOOHKOJIOTHYCCKASA TCPAHS BKIFOYACT, HO
HC OTPAHHYHBACTCA HMH, aTC30M3yMad (MOHOKIOHATFHOS AHTUTEIIO YCIIOBCKA, HaneacHHOe Ha PD-L1), aBenymab
(MOHOKJIOHAIPHOG ~QHTHUTEJO UeJOBEKa, HameneHHoe Ha PD-L1), OpeHTykcmMa® BEJOTHH (KOHBEOTAT
MOHOKJIOHAJIFHOTO AaHTHTENA, HanencHHeI Ha CD30), mypsamama® (MOHOKIOHAIBPHOC AHTHTEIO UCJIOBCKA,
HaneneHHoe Ha PD-L 1), nmamivymad (MOHOKIOHAIFHOSC AHTUTEIIO YeI0BeKa, HaneieHHOe Ha CTLA-4), HuBoryMad
(MOHOKJIOHAIPHOG AHTHTEJIO 4YeJOBEKa, HareneHHoe Ha PD-L1), memOposmmsymad (Tarkke HA3bIBACMBIH
JaMOpon3yMaboM, MOHOKJIOHATBHOC AHTHTCIIO UCIOBCKA, HameineHHoe Ha PD-L1), Ttpememumymad
(MOHOKJIOHAJIPHOC aHTHTENIO YenoBeka, HarereHHoe Ha CTLA-4), CT-011 (anTtHTeno, HaneneHHOe HA PD-1), MDX-
1106 (antuTeno, HauenecHHoe HA PD-1), MK-3475 (antuteno, HanenenHoe Ha PD-1), YW243.55.S70 (antuteno,
HaneaeHHoe Ha PD-L1), MPDL3280A (antuteno, HaneneHHOe Ha PD-L1), MDX-1105 (aHTHTEI0, HALCJCHHOS HA
PD-L1) u MEDI4736 (antureno, HamencHHoe Ha PD-L1). CormacHO HEKOTOPHIM BapHaHTAM pPCATH3ALHH
HMMYHOOHKOJIOTHUECKYIO Tepanuio BeiOuparoT u3 aHTH-CTLA-4 anrturena, antu-PD-1 amrurena, anru-PD-L1
anrutena, anTu-PD-L2 anturena, antu-TIGIT anturena (Hanmpumep, aHTUTEN, onucaHHbIX B WO 2015/009856).

CornacHO IpyTUM BapHAHTAM PCATH3ALUU OITyXOJICBBIC KICTKH H/HIIH CYOBEKT PEarupyroT HA HMMYHHYIO
TEpaIMI0 HA OCHOBE IIOJABICHHUA KOHTPOIBHBIX Touek (checkpoint therapy). CormacHO HEKOTOPHIM BapHAHTAM
peamuzanuu  pak NPOACMOHCTPHPOBAX OTBET Ha aHTU-PDI1-repammro. Hampumep, pak MOXKeT BKIHOUATH
HEMEJTKOKIeTOuHBI pak jerkoro (NSCLC), memanoMy, moueuHO-kjaeTouHblid pak (RCC), pak MOYECBOTO My3bIps,
muMpomy XOIKKHHA U TJIOCKOKJICTOYHBIH PAaK TOJOBBI H LICH.

B apyrux BapuaHTax peaqr3aliy HACTOSINETO PACKPBITHS MPEIIOKEH CIIOCO0 JICUCHHUST HH(DCKIHH.

B apyrom BapmaHTE peaiH3alid HACTOSINETO H300PETCHHS NPEIUIOKCH CHOCO0 JICUCHUS HH(CKIWH,
BKJTFOYAOIIHIA BBEACHUE TEPANICBTUUCCKH 3(D(PSKTHBHOTO KOJIHUECTBA KOMITO3HIUH, COICPIKAIICH KPUCTALTHICCKYFO
(popmy coenuucHuA (hopMmy s (1), CyOBEKTY, HyKIAOIIEMYCS B 3TOM.

CoriacHO OMPCICICHHBIM BAPHAHTAM PCATH3ALMH B HACTOAIICM H300PCTCHHH MPCITOKCHO MPUMCHCHUC
KpucTaumueckoil (popmsl coeauaeHus (popmyist (1) Ui MPUTOTOBICHHS MEIUIMHCKOTO MPEnapaTa sl JICUCHUS
HH(PCKIHOHHOTO 3a00JICBAHHA, a TAaKKC CHOCOOBI BBCIACHHA TCPANCBTHUCCKH J(PPCKTHBHOTO KOJTHUCCTBA
KOMITO3HIMH, COACPKAIECH KpHCTALIHICCKY0 (popmy coemwueHus (opmyas! (I), ans neueHHS WHPESKIHOHHOTO
3a001CBAHASL.

CornacHO HCKOTOPBIM BapHAHTAM pCaTH3aluH HWHEQCKIHOHHOC 3a00JICBAaHUC MPEACTABIACT COOOH
OakTepHATHHY IO HH()CKIUIO, BUPYCHYIO HH(DCKIHIO, TPHOKOBYHO HH()CKIIMIO WTH MAPA3HTAPHYEO HH(PCKITHIO, a TAKKC
MPSUTOKCHBI  CMOCOOBI  BBCACHHSA TCPATICBTHYCCKH 3(D(CKTHBHOTO KONMHYCCTBA KOMIIO3HIMH, COACPIKAMICH
KPHCTATHYCCKYFO (popMy coeauHCHEA (popmyiel (1), 1 neucHu OakTeprHaTbHOH HH()CKITUH, BUPYCHON WH(DCKITUH,
rpuOKOBOH MH(ECKIMK MM TAPAZUTAPHON HH(CKIHH.

CornacHO HCKOTOPBIM BAPHAHTAM PCaTH3ALHH, HAMPHMEP, OaKTCpHATbHAS HH(CKIUA MOKCT OBITh BBI3BAHA
o0 MEHbIICH Mepe OmHOH OakTepuei, BRIOpaHHOW M3 CHOMPCKOH s13BBI, Bacilli, Bordetella, Borrelia, 6otym3Mma,
Brucella, Burkholderia, Campylobacter, Chlamydia, xomepw, Clostridium, Conococcus, Corynebacterium,
muprepun, Enterobacter, Enterococcus, Erwinia, Escherichia, Francisella, Haemophilus, Heliobacter, Klebsiella,
Legionella, Leptospira, nenrocnupo3a, Listeria, 6omeznn Jlalima, MCHHHTOKOKKa, Mycobacterium, Mycoplasma,
Neisseria, Pasteurella, Pelobacter, uymsl, Pneumonococcus, Proteus, Pseudomonas, Rickettsia, Salmonella, Serratia,
Shigella, Staphylococcus, Streptococcus, cronOuska, Treponema, Vibrio, Yersinia u Xanthomonas.

CormacHo APYTHM BAapHAHTAM PCAU3ALWH, HATPHMED, BUPYCHAs HH(CKIMSA MOXCT OBITh BBI3BAHA MO
MEHbIICH MEpe OJHHM BHPYCOM, BEIOpaHHBIM W3 Adenoviridae, Papillomaviridae, Polyomaviridae, Herpesviridae,

Poxviridae, Hepadnaviridae, Parvoviridae, Astroviridae, Caliciviridae, Picornaviridae, Coronoviridae, Flaviviridae,
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Retroviridae, Togaviridae, Arenaviridae, Bunyaviridae, Filoviridae, Orthomyxoviridae, Paramyxoviridae,
Rhabdoviridae n Reoviridae. CornacHO ONMPEACICHABIM BAPHAHTAM PCATH3AIHU BHPYC MOYKCT MPEACTABIATD COOOMH
BHPYC apOOBHPYCHOTO 3HIC(AINTA, AICHOBUPYC, BUPYC Iepmeca Tuma I, BUpyC repmeca Tuma 2, BUPYC BETPSHOH
OCTIBl, BHPYC JDmmreitHa-bappa, muroMeraaoBupycC, reprecBupyc Tuma 8, mamuuioMasupyc, BK Bupyc, koponasupyc,
axosupyc, Bupyc /xona Kamnnnrema, BuUpyc ocmbl, Bupyc remarura B, 6okasupyc, mapsosupyc B19, acrposupyc,
HOpOBHpYC, BUpyc Kokcaku, BUpyc rematura A, NOJIHOBHPYC, PHHOBHPYC, BUPYC TSHKEJIOTO OCTPOTO PECITHPATOPHOTO
cuHApOMa, BUpYyC remaruta C, BUPYC KEATOH JTHXOPAAKH, BUPYC ACHTe, BHPYC 3amaxHoro Humma, Bupyc kKpacHyXH,
pupyc renarura E, Bupyc ummyHoaepunmra yenoseka (BUY), mumdorponusni T-knetounstit Bupyc (HTLV), Bupyc
rpunmna, upyc ['yanapuro, Bupyc XyHuHa, Bupyc Jlacca, Bupyc Mauyno, Bupyc Sabia, BHPYC KOHTO-KpPBIMCKOH
TEMOPPAruuecKod JTHXOPaAKH, BUPYC D00J1a, BHPYC, BBI3BIBAIOINHMI MapOyprckyr OONe3Hb, BUPYC KOPH, BHPYC
KOHTaruo3HOTO MOJUTKOCKA, BUPYC SMUACMHUYECKOTO MTAPOTHTA, BUPYC NMAPArPHUIINA, PECTIMPATOPHbIH CHHIUTHATHBIH
BHPYC, MCTAITHCBMOBHPY C YCIOBCKA, BUPYC XeHApa, Bupyc Hunax, Bupyc OemeHcTBa, BUpycC rematura D, poraBupyc,
OopOHUBHPYC, KOITHBUPYC, BUPYC KOPOBbEH OCIbl, U BUpYC baHHa.

CorsacHO ApyruM BapHaHTaM pEalU3alUH, HANpHMEp, I'PHOKOBYI0 HH(CKIMIO MOXKHO BBIOpaTh u3
MOJIOUHHUBL, Aspergillus (fumigatus, niger u 1.1.), Blastomyces dermatitidis, Candida (albicans, krusei, glabrata,
tropicalis u 1.11.), Coccidioides immitis, Cryptococcus (neoformans u 1.1.), Histoplasma capsulatum, Mucorales
(mucor, absidia, rhizophus), Paracoccidioides brasiliensis,, cnopoTpuxo3sa, Sporothrix schenkii, 3UTOMHKO3a,
XpOMOOJIACTOMHKO3a, JTOOOMHKO3a, MHIETOMBI, OHHXOMHKO3a, IbEApa, OTPYOSBHIHOIO JHINAs, ACPMATOMHKO32
O0poabl M YCOB, CTPHUIYLICTO JHINASA, ACPMATOMHKO3a IJIAJKOH KOXKH, IAXOBOTO ACPMATOMHKO3a, INIyOOKOi
TPUXO(UTHH, YEPHOTO JHINAS, IePMAaTOPHUTO3a, OTOMHKO3A, (PeOTH(POMHUKO3a U PHHOCTIOPHANO3A.

CoracHO HEKOTOPBIM BAPHAHTAM PEaTH3AL{H, HAPUMEP, Mapa3HTapHAs HHPESKIHSI MOKET OBITh BHI3BAHA
IO MCHBIICH MECPC OTHAM MAPA3HTOM, BRIOPAHHBIM U3 Acanthamoeba, Babesia microti, Balantidium coli, Entamoeba
hystolytica, Giardia lamblia, Cryptosporidium muris, Trypanosomatida gambiense, Trypanosomatida rhodesiense,
Trypanosoma brucei, Trypanosoma cruzi, Leishmania mexicana, Leishmania braziliensis, Leishmania tropica,
Leishmania donovani, Toxoplasma gondii, Plasmodium vivax, Plasmodium ovale, Plasmodium malariae,
Plasmodium falciparum, Pneumocystis carinii, Trichomonas vaginalis, Histomonas meleagridis, Secementea,
Trichuris trichiura, Ascaris lumbricoides, Enterobius vermicularis, Ancylostoma duodenale, Naegleria fowleri,
Necator americanus, Nippostrongylus brasiliensis, Strongyloides stercoralis, Wuchereria bancrofti, Dracunculus
medinensis, BO30yIuTEICH KPOBIHBIX TPEMAaTOM030B, BO30yIUTENCH NMEUCHOYHBIX TPEMATOA030B, BO30yauTeNCH
KHIICYHBIX ~ TPEMATOM030B, BO3OYAHTCICH JICTOYHBIX TPEMAaToOdO30B, Schistosoma mansoni, Schistosoma
haematobium, Schistosoma japonicum, Fasciola hepatica, Fasciola gigantica, Heterophyes heterophyes, u
Paragonimus westermani.

TepMuH «CyOBCKT» BKITIOYACT MJICKOMUTAROINHX (B YACTHOCTH, JFOACH) W APYTHX JKHBOTHBIX, TAKAX KAK
JIOMAIITHAUC ’KUBOTHBIC (HATIPUMED, JOMANIHAE MATOMIBI, B TOM YHCIIC KOIIKH W COOAKM) M HEOMAIIHHE KHBOTHBIC
(HampuMeEp, THKHE )KHBOTHBIE).

B HacrosmeM QOKyMEHTE TCPMHH TCPANCBTHUCCKOE CPEACTBO, IIPEAOTBPALIAIONICE) PACCTPOHCTBO HIH
COCTOSIHHC, OTHOCHTCS K COCAWHCHHUIO, KOTOPOE COTJIACHO CTATHCTHYCCKONW BBHIOOPKE YMCHBINACT IOSBICHHE HITH
YaCTOTY PaccTPOiCTBA I COCTOSIHHUS B BEIOOPKE, IOABEPracMOH JICUCHUIO, TT0 CPABHECHHUIO KOHTPOJIBHOH BHIOOPKOH,
HE TOJBEPracMoH JICUCHUIO, MM 3a[CPXKUBACT HAYAJIO WIIH YMCHBIIACT TSLKECTh OJHOTO WM OOJIee CHMITOMOB
paccTpolicTBA WM COCTOSHHSA IO CPABHCHHIO C BBIOOPKOW, HC MOABCPracMoil JCUCHHIO. Takum 00paszom,
MPEIOTBPALICHAE paKka BKIIOYACT, HAPHMEP, YMCHBINCHHEC KOJHUYCCTBA BBIABILICMBIX PAKOBBIX 00pa30BaHUIT B

TIOMY JALUH MANMCHTOB, MOJY YaroIINX MPO(HIAKTHIECCKOE JICUCHHE, TI0 CPABHECHHIO C KOHTPOJIBHOH IOy JIAIHEH, He
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MOABEPracMON JICUCHHIO, W/WIH 3aCPXKKY IIOSBICHHS BBIIBISICMBIX DPAKOBBIX OOpa30BaHHH B IIOIYJISIHH,
TIOABEPracMON JICUCHUIO, OTHOCHTECIBHO KOHTPOJBHOW ITONYJIIIMH, HE ITOJBEPracMoil JICUCHHWIO, HAINPHMEp, HA
CTAaTUCTHYCCKH W/HIM KIMHHYCCKH 3HAYMMOE KoymuecTBO. [Ipodmmakruka wH(pEKIMH BKIIOYACT, HAIPHMED,
VMCHBIICHUE KOJMYECCTBA AWATHO30B HH()CKIMH B TONYJIIHH, ITOJBEPracMOH JCYCHHIO, MO CPAaBHCHHIO C
KOHTPOJIbHOH TOyJIIHEH, HE MOABEPTacMON JICUCHHUIO, W/WJIHM 3aACPKKY IOSBICHHA CHMITOMOB HH(EKIUH B
MOMYJIUH, MOABEPracMON JICUCHHUIO, MO CPABHCHHIO C KOHTPOJIbHOH MOMYJALMCH, HE MOABEPracMOil JCUCHHIO.
IIpenoTepamenue OOTH BKJIFOYACT, HAMPHMED, YMCHBIICHHE BEIMYUHBI HIIH, ATbTCPHATHBHO, 33JCPKKY OOJEBBIX
OINYINCHUH, HCIBITHIBACMBIX CYOBECKTAMH B NOIYJIILHH, ITOJBEPracMoil JICUCHHUIO, IO CPABHCHUIO C KOHTPOJBHOH
MOMYJIINUCH, HE MOABEPracMO JICUCHHIO.

TepMuH «IcUCHHE» BKIIOYACT NPO(PHIAKTHYICCKOS W/WIH TCPANCBTHUCCKOC JICUCHHE. TepMHH
«IPOPHUIAKTHYECKOE HIIH TEPANICBTHUCCKOE)» JICUCHHE NMPHHAT B JAHHOH OOJIACTH TEXHUKH M BKJIIOYACT BBEIACHHUC
XO3SHHY OJHOM MM OoJiee paccMaTpUBAacMbIX KOMIO3HIMH. EcH Taky:0 KOMIO3HIMIO BBOJAT A0 KIMHHYCCKOTO
MPOSIBJICHUS. HEXKEIATCIPHOTO COCTOSHMSA (HAIpUMEp, 3a00JCBaHMA WM APYTOTO0 HEKEIATCIBHOTO COCTOSHUS
JKHBOTHOTO-XO34HHA), TO YKA3aHHOC JCYCHHUE ABIACTCA NPOPHIAKTHYCCKHM (T.€. OHO 3aIUHMINACT XO3SIHHA OT
pPasBHTUS HEKEIATCIBHOTO COCTOSHMA), TOTAA KaK €CIH TaKyl0 KOMIIO3HLHIO BBOJAT IOCJC MPOSBICHUI
HE)KEJIATETIbHOTO COCTOSHHA, JICUCHHE ABIACTCA TCPANCBTUUCCKUM (TO €CTh OHO NMPEIHA3HAYCHO I YMCHBIICHUS,

VIIYUIICHHA WM CTaOHIM3AlUH CYINECTBYFOIIETO HEXKEIAaTeIbHOTO COCTOSHHA HIIH €r0 MOOOUHBIX Y(h(PeKTOB).

(DapmaueBT HYCCKHEC KOMITO3HITNI

CoriacHO ONPEICICHHBIM BAapHAHTAM pEaH3alUH B  HACTOSIIEM H300PCTCHHH  IPEUIOKCHA
(papMaLeBTHYCCKAS KOMIIOZUIIHS, COACPIKAINAs KPHCTALTHYECCKYEO (popmy coenuHEHHS (popmys (1), omucaHHOTO B
JAHHOM JOKYMEHTE, HeOOs3aTeIbHO CMEIIAHHYIO C (JapMaLCBTHYCCKU MPUEMIICMBIM HOCHTEIICM HIIH Pa30aBHTEICM.

B HacrosmieM H300pETCHHH TAKKE MPEUIOKEHBI CIIOCOOBI MOTYYCHHS OMTHCAHHBIX KPHCTAIUTMYCCKHX (POopM
coeauaeHUA (popmy el (1) A papMaCBTHUCCKOTO BBCACHHA.

Kommos3umuu 1 ciocoObl, MPEATIOKCHHBIC B HACTOSIIEM H300PSTCHHH, MOKHO HCIIOJTB30BATh IS JICUCHHUS
CcyOBeKTa, Hy Kaaromerocs B 3toM. COTIaCHO ONMPEICIICHHBIM BAPHAHTAM PCATH3aIUH CyOBCKT MPESACTABIHICT CO00T
MJICKOITHTAIOINEE, TAKOC KAK YCTHOBCK, HIH MJICKOIHTAIOLICS, HC SBIIOLICCCS YCTOBESKOM. I[IpW BBCOCHHH
JKUBOTHOMY, TAKOMY KaK YCJIOBCK, KOMIIOSHOHIO HWJIH COCOAUHCHHUHC TMPCANMOYTHUTCIIBHO BBOOAT B BHIAC
(hapMaTCBTHYICCKON KOMITO3ZUIHH, COACPYKAMICH, HAPUMEP, KPHCTALTHYCCKYR (opmy coemmacHHS (popmysl (1),
ONHCAHHOTO B HACTOANIEM H300pPETCHHU, W (PApMAICBTHYCCKH IPHEMIICMBIH HOCHTENb. (DapManeBTHYCCKU
TMPHEMIICMBIC HOCUTCITH XOPOIIO U3BCCTHRI B Z[aHHOfI 00IaCTH TEXHUKH H BKJIFOYAKOT, HAITPUMEP, BOAHBIC PACTBOPHEIL,
Takue Kak BOAa WiH 320y (hepeHHBIH (PH3HOIOTHIESCKHI PaCcTBOP, WM JAPYTHE PACTBOPUTETH HIIH OCHOBBI, TAKHE KaK
TJIMKONH, TITHIEPOJI, MAca, TaKWe KAaK OJMBKOBOC MACIO, HJIH HHBCKIHOHHBIC OPTaHHYCCKHE CIIOKHBIC S(PHPHI.
CornacHo MPeANOYTHTESILbHOMY BApHAHTY PCATH3ALAK, KOTJA Takue (pJapMAlCBTHICCKHE KOMIOZHIUH HCTIONB3YEOT
JUIA BBCACHHSA UCTIOBCKY, OCOOCHHO B CIIy4ac WHBA3WBHBIX CIOCOOOB BBCACHHA (TO CCTh TAKHX CHOCOOOB, KAK
WHBCKUASA HITH UMILTAHTALASA, TP KOTOPBIX HE MPOUCXOINT MEPCHOC Win Au((Py3us Hepe3 STUTCIHATBHEI 0apbep ),
BOJHBIH PACTBOP HE COACPKUT MAPOTCHOB WITH IO CYILECCTBY HE COACPKHT MUPOTCHOB. BCcmoMorarenpHbIe BEINECTBA
MOYKHO BBIOpaTh, HANPHMEP, UIA MPOBEACHHSA 3aMEIJICHHOTO BBICBOOOKICHHS arcHTa WM A1 H30MPaTeIbHOTO
BO3ICHCTBUA HA OOHY WM 0OJice KJICTOK, TKAHCH WiH OpraHoB. PapManeBTHUCCKAS KOMIIO3HIUA MOXKCT OBITH B
CAMHUYHON TO3MPOBAHHONW (POpMe, TakoH Kak TabIeTKa, Kamcynia (B TOM YHCIC BCKPhIBACMAA KAmcCya (Kamcylia,

HPCAHA3HAYCHHAS I BCKPBHITHS C BHICHITAHUCM COACPKHMOTO) H KCIATHHOBAS KAICYJa), TPAHYNIA, JHO(GHT A
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pas3BeacHUs, MOPOLIOK, PACTBOP, CHPOIM, CYNMNO3UTOPUH, WHBEKUUA WIH T.OI. [IpeanoKeHHAsA KOMIIO3HIMA TAKKE
MOKET MPUCYTCTBOBATH B CHCTEMC TpaHCZ[epMaJIBHOi/'I AOCTABKH, HAMPUMED, KOKHOM IITTACTBIPE. KOMHOSI/II.[I/I}I TAKKE
MOKET NPUCYTCTBOBATH B PACTBOPE, MOAXOIAINEM A1 MCCTHOTO MPUMCHCHHA, TAKOM KAK IJIA3HBIC KAIUTH.

DapManeBTHUECKH IPHEMIICMBIH HOCHTENIb MOXKET COACPKATh (PH3HOJOTHYCCKU IPHEMIIEMBIC CPEACTBA,
KOTOpBIC JCHCTBYIOT, HANPHMED, AT CTAOWIM3ANH, YBEIHUCHUS PACTBOPHMOCTH WJIH YBEIHYCHHS abcopOuum
COCIMHCHU, TAKOTO KaK KpHuCTauTHyeckas (popma coemuHeHU (popMy sl (I) cornacHo HacTOSIEMY H300PETCHHUIO.
Taxue puznorormuecKku NMpHeMIEMbIC CPEICTBA BKIFOUYAIOT, HATIPHMED, YIJICBOIbI, TAKHE KAaK IIFOK03a, CaXapo3a Wil
ACKCTPaHbl, AHTHOKCHAAHTBI, TAKHC K4K aCKOp6I/IHOBaH KHACJIOTA HIH TIYTATHOH, XCIATHPYIOIIHUC AarCHTHI,
HU3KOMOJICKYJUIDHBIC OCJIKHM MM JApyrHe CTAaOWIM3aTOphl MM BCIIOMOTATCIIBbHBIC BCINECTBA. BHIOOD
(papMaLEBTHYECKU NPHEMJIEMOTO HOCHTEIA, B TOM YHCIC (DPUZHONOTHYECKH INPUEMIIEMOTO CPEACTBA, 3aBHCHT,
HampuMmep, OT crocoda BeeacHHUA koMnosunuu. [Ipenapar (papmaneBTHIECKOH KOMIO3HIHH MOXKET NPEACTABIATH
co00H caMO3MYIBIHPYIOIYIOCS CHCTEMY JICKAPCTBEHHOH MOCTaBKH HIIM CAMOMHKPOASMYJIbIHPYIOILYIOCSI CHCTEMY
JeKapCcTBeHHON pocraBku. PdapmaneBTHuyecKas KOMIO3HIHS (MPEnapar) TaKKe MOXKET IPEACTABIATh COOOH
JMIIOCOMHYI0 WIH APYTYIO NMOJHMEPHYIO MAaTpHIy, KOTOpas MOKET COACP/KATh BCTPOCHHYIO B HEE, HAIpHMED,
KPHCTAJLTHYECKYIO (popMy coeauHeHus (popmysl (I) cornacHO HacTosmeMy H300peTeHUI0. JIMIOCOMBI, HanpuMep,
comepkamue (pochomumuasl HIM OPYTHE JHMIHABL, NPEACTABILIOT COOOH HETOKCHYHBIC, (PH3HOJIOTHYCCKH
IpHEMIIEMBIC U METAOOTH3HPYEMbIC HOCUTEIH, KOTOPHIE OTHOCHTEIBHO IPOCTO MPUTOTOBUTH H BBECTH.

B HacrosmeM JOKyMEHTE BBIPOKEHHE «(papMALCBTHUCCKH IPUEMIIEMbIID HCHOIB3YIOT UL 0003HAYCHHA
TeX COCAMHCHUH, BEIIECTB, KOMIIO3MIMH H/WIM JO3HPOBAHHBIX JICKAPCTBCHHBIX (JOpM, KOTOPBIE B PaMKax
000CHOBAHHOTO BPaueOHOTO PEeIICHHA MOAXOMAT AL NMPHMEHECHHUS B KOHTAKTE C TKAHAMH JIOACH U JKUBOTHBIX, HE
BBI3BIBAS UPE3MEPHOH TOKCHYHOCTH, PA3APKCHUA, AUICPTHUCCKOH pEaKiHu HIM Apyrodl mpoOieMsl HiIH
OCTIO’KHCHHS, COMOCTABHMOTO C Pa3yMHBIM COOTHOLICHHEM IT0JTB3a/PHUCK.

B HacrosmeMmM JOKYMEHTEC BBIPAKCHHC «(apMALCBTHYCCKH TNPHEMIICMBIH HOCHTEIBY» O3HAYACT
(papMaLCBTHYCCKH TPHEMICMOE BCINECTBO, KOMIO3HIMIO WM OCHOBY, TAKyI KAK O>KHAKHH WM TBCPAbIHA
HAMOJTHHUTEIb, Pa30aBUTEIb, BCIMOMOTATEIBHOC BCIICCTBO, PACTBOPHUTEIh WM HHKANCYJTHPYIOINECE BEIICCTBO.
K.':DKZ[I)Iﬁ HOCHTCIIb JOJIKCH OBITH KOPHEMIICEMBIM» B CMBICJIC COBMCCTHMOCTH C APYTHMH HHIPCOAUCHTAMHA COCTABA U
HC TPHUYUHATH BpeAda DNamueHTy. HekoTopele NpHMEphl BEHIECTB, KOTOPBIE MOIYT CIY)KHTh B KAa4deCTBE
(hapMaALICBTHYICCKH MPUCMIICMBIX HOCHTCIICH, BKITFOUAROT: (1) caxapa, TakHWe KAk JIAKTO3a, TJIFOK03a W caxaposa; (2)
KpaxMaJbl, TaKAE KaK KyKypy3HBIH KpaxMasl u KapToQeapHbId kpaxmar, (3) HeIUEoIo3y U €¢ MPOU3BOIHBIC, TAKHC
Kak KapOOKCHMETHIILEIITIOI03a HATPHS, STHILNCILIION03a H alleTaT [EJUTONO03H!, (4) MOPOIKOOOPa3HbIH TPAaraKkaHT;
(5) comox; (6) xkemaruH; (7) Tanmpk; (8) BCIOMOTATEIbHBIC BCINECTBA, TAKHE KAK MACIO KAKAa0 U BOCKU A
CYIIMO3UTOPHEB; (9) Maca, Takue Kak apaxucoBOE MAcIo, XJIOMKOBOE Macio, cadIopoBoe Macio, KyH)KyTHOE MaclIo,
OJIMBKOBOE MAcj0, KYKYPY3HOE Macio U coeBoe Macio; (10) raukoin, Takue Kak NPONUICHITHKOb; (11) moanonst,
TAKHC KAK TIHLOCPHH, COPOUTOJ, MAHHUTO W TOJHATHICHTTHKOb;, (12) CIOKHBIC 3(DUPBI, TAKHC KAK STHIIOJCAT U
srunaypar; (13) arap; (14) OygepHbic cpeacTsa, Takue KaK THAPOKCHI MArHHUA W THAPOKCHI amroMuHm, (15)
QTBTHHOBYIO KUCJIOTY; (16) BOAY, HE COAEPKALIYIO MUPOTeHOB; (17) n30TOHMUECKHI coneBoil pacTBop; (18) pacTeop
Punrepa; (19) stunossiii coupt; (20) gochaTro-Oy pepHble pacTBOpsL; H (21) ApyrHE HETOKCHUHBIC COBMECTHMBIC
BCINICCTBA, MPUMEHACMBIC B (DApPMALICBTHUECKHX COCTABAX.

DapManeBTHUECKYI0 KOMIIO3HIHEO (TIPETapaT) MOKHO BBOIUTH CYOBEKTY C MOMOIIBIO JTFOOOTO M3 LEIOTO
psina ciocoOOB BBEACHHS, BKITIOUAS, HAIIPHMED, IEPOPATIBHOE BBEACHHUE (HAIIPHMED, KHUAKHE JICKAPCTBECHHBIE (DOPMBI
A1 IEPOPATBHOIO BBCACHHWA, A HMCHHO BOAHBIC HJIH HCBOAHBIC PACTBOPBI UM CYCIICH3UH, Ta6nen<n, KancyJibl (B

TOM YHCJIC BCKPBIBACMBIC KaICYJIbI H KCITATHHOBBIC Kar[cynm), 60J]IOCI>I, MOPOMIKH, IPAHYJIBI, MACTHI JJI1 HAHCCCHUA
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HA S3BIK); a0COPOLHIO Yepe3 CIMU3UCTYE0 000I0UKY IOJIOCTH PTa (HampuMep, CYOIHHTBAIBHO ), AHATBHOC, PCKTATBHOC
WM BATHHAJIBHOE BBCICHHCE (HAIIPHMED, B BU/IC IIECCAPHS, KPEMA HIIH IICHBI); TAPCHTEPAILHOE BBEACHHUE (B TOM HHCIIC
BHY TPUMBIIICYHOE, BHY TPHBCHHOE, IOAKOKHOE HIIH HHTPATEKAILHOE, B BHC, HAIPHMED, CTEPHIBHOTO PACTBOPA HITH
CYCIICH3WH); HA3aJbHOC BBCJACHHC, BHYTPHOPIOIIMHHOC BBCACHHC, IOAKOXKHOC BBCACHHE, TPAHCACPMAIBHOC
BBE/ICHHE (HaNpUMEP, B BUAE IUIACTHIPS, HAHECCHHOTO HA KOXKY ); H HAPYKHOE PUMECHEHHE (HaNPHMED, B BUZIE KpeMa,
Ma3H WU CIpes, HAHECCHHBIX HA KOKY, WM B BHJC TJIA3HBIX Kamelb). [IpeaiokeHHOE COSIMHEHUE TAKKE MOYKHO
MPUTOTOBUTH 1A HHTAmAuy. COTacHO ONpeICICHHBIM BAPHAHTAM PEATH3aLHH IIPEIIOKCHHOE COCTHHECHHE MOYKHO
MPOCTO PacTBOPHTh WM CYCIICHAMPOBATh B CTEPUIbHOH Boae. boiee moapoOHY:0 HH(POPMALMIO O BO3MOMKHBIX
Croco0ax BBCACHUS U ITOIXOJAIINX 11 HUX KOMIIO3UIMAX MOYKHO Haiitu, Hampumep, B mareHTax CIIIA Ne 6110973,
5763493, 5731000, 5541231, 5427798, 5358970 u 4172896, a Takke B NPOILMTHPOBAHHBIX B HUX MATCHTAX.

[IpennoskeHHBIC COCTaBBI B LEIAX YAOOCTBA MOTYT OBITH HPEACTABICHBI B JICKAPCTBCHHOU (hopme C
OHOKPATHOH JO3UPOBKOH M MOTYT OBITH NPHTOTOBJICHBI JEOOBIMH CHOCOOAMH, XOpPOIIO HW3BECTHBHIMH B 00JACTH
(papmanym. KosmuecTBO aKTHBHOTO MHIPEIUCHTA, KOTOPOE MOYKHO KOMOHHHMPOBATh C MATEPHATOM-HOCHTENIEM I
MOJTYyYCHHUA OJHOKPATHOH JO3MPOBAHHOMN JICKApCTBCHHOH (DOpMBI, OyAET MEHATHCA B 3AaBHCHMOCTH OT XO3SHMHA,
MOABEPracMoro JCUCHUIO, KOHKPETHOTO CIoco0a BBeACHHA. KOTHYIECTBO aKTHBHOTO HHIPEAUCHTA, KOTOPOE MOYKHO
KOMOHHHPOBATh C MATCPHATIOM-HOCHTENIEM UL IOJIYYCHUS OJXHOKPATHOH JO3HUPOBAHHON JICKApCTBEHHOH (POPMBIL,
Oyzer B 00IIEeM cIyyae COCTaBIATh TAKOE KOJIHYECTBO COCIHHCHHA, KOTOPOE OKA3BIBACT TEPANCBTUUCCKUI SP(EeKT.
Kaxk mpaBuno, u3 cTa IpOLECHTOB TaKOE KOJIMYECTBO AKTHBHOTO MHIPEAHCHTA OyAET COCTABIATh OT MPHUMEPHO 1 10
NPHMEPHO ACBAHOCTA ACBATH IIPOLECHTOB, MPEATNIOYTUTEIFHO OT IIPHMEPHO 5 10 MpuMepHO 70 MPOLEHTOB, HanboIee
MPEANOYTHTEIBHO OT MPHMEPHO 10 70 mpuMepHO 30 MPOLCHTOB.

CrnocoObl MPUTOTOBJICHHS YKA3AHHBIX COCTABOB MM KOMIO3HIHMH BKJIIOYAIOT CTAAUI0 OOBCIHHCHHA
AKTHBHOTO COCOWHCHHA, TAKOTO KaK KpHcTammmueckas (popma coexuneHus (opmyist (I) cormacHo HacTosmemy
H300PETCHUIO, C HOCHTEICM H HEOOSA3aTEIbHO OJHHAM WM OOJice AOTMOJHHTCIBHBIME HHTPEAHCHTaMH. B o0mem
ClIy4ae TAKHWC COCTABBI MOJYHAIOT MyTEM PABHOMEPHOTO W THIATCIBHOTO OOBCIWHCHUS COCAWHCHHS COTJIACHO
HACTOAMIEMY M300PETCHHIO C YKHAKHMH HOCHTCISIMH HJIH TOHKOH3MEIBUYCHHBIMH TBEPIBIMH HOCHTCISIMU HJIH H C
TCMH H APYTHMH, & 3aTeM, IIPH HEOOXOAUMOCTH, Ty TeM NMPUAAHUS (POPMBI HOTyYCHHOMY HPOIYKTY.

TNoaxoasmye A MEPOPATBHOTO BBEACHHUS COCTABBI COTJIACHO HACTOSIIEMY H300PETCHHIO MOTYT OBITH B
(popme Kamcy 1 (B TOM UHCIIC BCKPBIBACMBIX KAIICY T H KCJIATHHOBBIX KAICYJT), 001aTOK, MATONb, TA0NICTOK, MACTHIIOK
JUT paccachiBaHUs (C MPUMCHCHACM apOMATH3HPOBAHHON OCHOBBI, OOBIMHO CaXapo3bl H KAMEIH HIH TPArakaHTa),
mo(uia, TOPONIKOB, TPAHYJT MM B BHAE PACTBOPA WM CYCIICH3HWH B BOHOH HJIM HCBOJHOM SKUIKOCTH, WIIH B BHIC
SKHIKOH 3MYJIBCHH MAclO-B-BOJIC MM BOZJA-B-MAclie, MJIH B BHAC SIHKCHpPA HJIHM CHPOIA, MM B BUJAC MACTHIOK (C
TPUMECHEHHEM HHEPTHOH OCHOBBI, TAKOH KAk ’KEJATHH M TJIHLCPHH HJIM CAXapo3a W KaMe/b), H/HIH B BUIC CPEICTB
JUT1 TOJIOCKAHWSA PTa W T.I., NPH 3TOM KAKIBIH TAaKOW COCTaB COJCPIKHT 3apaHEe OMNPEICICHHOE KOJHYCCTBO
COCIMHCHHUS COTJIACHO HACTOSINEMY H300PETCHHI0 B KA4YECTBE AKTHBHOTO HHIpeAucHTa. KoMmmoswmumm wimu
COCTMHCHUS TAKKE MOKHO BBOJHTH B BUIE OOTFOCA, 3IEKTYapHs HITH ITACThI.

J1s osrydeHHS TBEPABIX TO3MPOBAHHBIX JICKAPCTBEHHBIX (JOPM U MEpOpaNbHOTO BBEACHHA (Karcyn (B
TOM YHCIIC BCKPBIBACMBIX KAaICYJ M YKCJIATHHOBBIX KaIlCyJ), TAONCTOK, MHJIFOIb, APAXKE, IIOPOIIKOB, TPAHYJI | T.I1.)
AKTHBHBIH HHIPEAUCHT CMCIIHBAIOT C OJHUM HIH OoJee (hapManeBTHICCKH MPHEMICMBIMA HOCHTEIIMH, TAKHMH KaK
LUTPAT HATPHSA WM JUKATbIus pocdar n/wmm moOoii u3 crneyromux BemecTs: (1) HAMOTHATETH HiTH PACIIHPHTEIH,
TaK{e KaK KpaxMalbl, JJAKT03a, CaXapo3a, TIF0K03a, MAHHHTOJ H/HJIH KPEMHHEBAs KUCTIOTA; (2) CBA3YIOIINE BEINECTRA,
TaKue Kak, HampuMep, KapOOKCHMETHIIIEIUTION03a, ATbTHHATHI, JKCJIATHH, MOIHBHHIIITHPPOIHIOH, Caxaposa H/WiIu

KaMeap; (3) YBIAKHUTCITH, TAKAC KaK TTHOCPUH, (4) CPSACTBA AT YAYUIICHHUA PACIATacMOCTH TabJICTOK, TAKHE KAK
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arap-arap, KapOOHAT KanbIlA, KapTo(eTbHbIH KPaxMall MIIM KpaxMall H3 TalHOKH, aTbIHHOBASA KHCJI0Ta, HEKOTOPBIC
CHIMKATHI W KapOoHar Harpums, (5) areHTHI, 3aMEULTIONINE PACTBOPCHHE, TaKWE Kak mapaduH; (6) yCKOpHTEIH
abcopOImu, TaKHUe KaK YCTBCPTHYHBIC AMMOHHCBBIC COCTUHCHHUS, (7) CMAYHBAFOIIC CPCACTBA, TAKHC KAK, HATIPHAME),
LCTHIOBBI COUPT W MOHOCTeapar riuucpuHa; (8) aOCOpPOCHTHI, TaKWe KAK KAOJMWH W OCHTOHHTOBAA IHHA, (9)
CMAa3BIBAOINNEC BEINECTBA, TAKHE KAaK TAJIbK, CTEApaT KANbLHUA, CTCAPAT MATHHA, TBEPABIC MOIHUITHICHIIMKOIIH,
maypuiacyib(paTr HAaTpuA U ux cMecH; (10) KOMIIICKCOOOpa3yIoImue BEIICCTBA, TAKHC KAK MOAH(DHIIMPOBAHHBIC H
HEMOJH (DI POBAHHBIC HHKIOACKCTPHHEL, 1 (11) kpacutremm. B ciaydac kancyn (B TOM YHCIIC BCKPBIBAGMBIX KATICY T
M JKESJIATUHOBBIX KAICyJT), TAOJETOK U IMIIFONIb (hJapMalCBTUUCCKHE KOMIIOZUIMHU TAKXKE MOTYT COJIepKaTh Oy ()epHbIe
cpeacTsa. Teepable KOMIO3UIMH AHAJOTHYHOIO THIA TAKXKE MOJKHO HCIOJB30BATH B KAYECTBE HAMOJHUTEICH B
JKCJTATHHOBBIX KAICYJIaX C MATKOW U TBEPAOH HAYMHKOM, HCTIONB3YsI TAKUE BCIIOMOTATEIbHBIC BEIECTBA, KAaK JAKTO3a
HJIM MOJIOYHBIE CaXapa, a TAKyKe BBICOKOMOJIEKY JIPHBIC MOJIU3THIICHIVINKOIY H T.IL

TabneTky MO’KHO TMOJYYHTh IyTEM IIPECCOBAHMA HIH (POPMOBAHHA, BO3MOXKHO C OJHHM WU Oolice
JONOJTHUTCIbHBIMH HHTpeaucHTaMHu. CHpeccoBaHHBIC TAOJNCTKH MOXKHO TOJIYYHTh C IPHMCHCHHEM CBS3YIOLICTO
BEIIECTBA (HANIPUMED, JKESJIATHHA WM THIPOKCHIPONMHIMETHILEIUIFOIO3BI), CMA3BIBAOIIEIO BELIECTBA, HHEPTHOTO
pazOaBuTEIM, KOHCEPBAHTA, pA3PhIXJIATENH (HANMPHMEP, HATpUs TIJHMKOMAT KpaxMaia WIH  CHIMTOMH
KapOOKCHMETHIILEIUIFOJIO3B! HATPHA), OBEPXHOCTHO-AKTHBHOTO HJIM AHCTICPTUPYIOINETO BerecTBa. PopMOBaHHbBIC
TaOJICTKU MOSKHO TOJIYYHTh MyTEM (DOPMOBAHHS B MMOJXOTAIICH YCTAHOBKE CMECH TIOPOIIKOOOPA3HOTO COCHHCHUS,
YBJI&KHCHHOTO HHCPTHBIM JKHAKHM Pa30aBUTEICM.

TabneTku U Apyrue TBEPAbIC IO3HPOBAHHBIC JEKAPCTBCHHBIC (POPMBI (papMaleBTHUCCKUX KOMIIO3HIUIA,
TaKUC KaK APaKe, KANCyJbl (B TOM YHCIC BCKPBIBACMBIC KAICYJIBI H JKCIATHHOBBIC KAIICYJIbI), MIIFONN U TPAHY JIBL,
MOYKHO HEOOSM3aTCIbHO CHAOAWTH PHCKOW MM OOCCICYHTh MOKPHITHAMH H OOOJOYKAMH, TAaKUMH Kak
SHTCPOCOFOONTBHBIC TOKPBITUS W APYTHE HMOKPHITHS, XOPOIIO H3BECTHBIH B O0NACTH TCXHHKH MPHTOTOBICHUS
(papmaneBTHUCCKUX KoMmo3uiuid. [lepeuncicHHbie (POPMBI TAKKe MOKHO NMPHIOTOBHTH TAKHM 0OpPa3oM, UTOOBI
obecreunTh MEAJICHHOS WM KOHTPOJHPYEMOE BBICBOOOKICHUE CONCPIKAINETOCS B HUX AKTHBHOTO WHIPECIHCHTA,
HCTIOJIB3YSI, HAPHMEP, THAPOKCHITPOIMMIMETHIILCILTIONIO03Y B PA3THYHBIX MPOTIOPIUSX U TOCTIKCHHS TPEOyeMOoTo
mpoduas BBICBOOOXKIACHHSA, PYTHE MOJMHMEPHBIC MATPHIBL, JIAMIOCOMBI HW/HIH MHKpochepsl. HX MOKHO
CTCPHIM30BaTh, HAPUMED, MyTeM (PHIIBTPOBAHMS YEPE3 YACPKUBAKOINH OAKTCpHU (PHIBTP HIIH MyTEM BKITIOUCHUS
CTCPHIM3YIOINNX CPEACTB B (DOPME CTCPHIBHBIX TBEPABIX KOMIIO3HIMH, KOTOPHIC MOKHO PACTBOPHTH B CTCPUIIBHOM
BOJC WM KAKOH-THOO APYTOW CTCPHUIBHOW HWHBCKIMOHHOHN CPEIC HCMOCPCACTBCHHO TCPC MPHMCHCHHCM. Takue
KOMITO3HIMH MOTYT TAKKe HEOOS3aTCIBHO COACPKATh 3aMYTHHTEII H MOTYT IPEACTABIIITh COO0H KOMITO3HIIHIO, B
KOTOPOH OHH BBICBOOQKIAIOT AKTHBHBIH HHIPEIHUCHT(BI) TOJIBKO, HIH IPEATIOUYTHTEILHO, B ONMPEACICHHOW YacTH
KEITy JOUHO -KUIICYHOTO TPAKTa, HEOOA3aTEIbHO, C 3aAepKKOH. [IprMeps! Kancy THpyOIIX KOMITO3HIHH, KOTOPBIC
MOYKHO HCIIOJIb30BaTh, BKIFOYAOT MOJIHMEPHbIC BCINCCTBA W BOCKH. AKTHBHBIN WHTPEAUCHT TAKKE MOKET OBITh B
MHKPOKAIICY THPOBAHHOH (popMe, TpH HEOOXOIUMOCTH, C OTHIM HIH O0JIee U3 ONHCAHHBIX BBIIIE BCIIOMOTATEIbHBIX
BCIICCTB.

Kuakne no3upoBaHHBIC JICKAPCTBECHHBIC (DOPMBI, MPUMEHUMBIC U IIEPOPATBHOTO BBEIACHUS, BKIFOYAIOT
(papManEBTHYCCKU TPHEMIICMbIC 3MYJIbCHH, JTHO(DHIBI TSI Pa3BEACHUSA, MHKPOSMYJIBCHH, PACTBOPBI, CYCICH3HH,
CHPOIIBI M 3THKCHPBL. Hapsany ¢ akTHBHBIM HHIPEIHCHTOM JKHAKHC JTO3HPOBAHHBIC JICKAPCTBEHHBIC (DOPMBI MOTYT
COJICPKATh MHCPTHBIC Pa30aBUTCITH, OOBIMHO MPHMCHACMBIC B JAHHON 00IACTH TCXHHUKH, TAKHC KaK, HAPUMED, BOAA
WM APYTHE PACTBOPHTENH, HHUKIOACKCTPHHBI H UX IMPOM3BOJHBIC, COMOOMIH3HPYIOIUE arcHThI H 3MYJIbIaTOPbL,
TaKWe KaK OSTWIOBBIH CIUPT, H3ONPONAIOBBIA CIHPT, JTHJIKAPOOHAT, STHIALECTAT, OCH3WJOBBIA CITHPT,

OCH3MIOCH30aT, IPOTIICHITIHKONG, 1,3-0y THIICHIIIHKOIb, Macia (B YaCTHOCTH, XJIOIIKOBOC, apaXHCOBOC, KYKYPY3HOC
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Maciia, Maclo 3apoabINIcH, OJTHBKOBOE, KACTOPOBOE M KYHKYTHOE MAacla), TIHICPHH, TETParuapo(ypriIoBhIi CIIHPT,
TIOJTHATHIICHTTHKOJIN U CTI0KHBIE S(DHPBI )KUPHBIX KUCIOT H COPOUTAHA M MX CMECH.

[ToMuMO WHEPTHBIX pa3OaBUTENCH KOMIO3HIHMH /UL IEPOPATBHOTO IIPHMEHEHHUS MOTYT TAKXKE COJCPKATh
aIBIOBAHTHI, TAKHEC KAK CMAYUBAIOIINE CPEICTBA, SMYJIbTUPYIONINE U CYCIICHAUPYIOIIHE CPEACTBA, MOACIACTHTEIH,
BKYCOBBIC JJOOABKH, KPACHTEIH, APOMATH3UPYIONIHE JOOABKY H KOHCCPBAHTBL

Hapsiny ¢ akTHBHBIME COCTHHEHUAMHE Cy CIICH3HH MOTYT COACPyKaTh CYCIHCHANPYIOIIHIE CPEACTBA, TAKHE KAK,
HANPHUMEP, 3TOKCIIMPOBAHHBIC H30CTCAPHIIOBBIC CIIUPTHI, CIOKHBIC (PUPBI IMOJTHOKCHITHICHCOPOHUTA U COpOUTAHA,
MHKPOKPHCTAJLTHYECKAS HEJUTI0I03a, METATUAPOKCH AJFOMUHMS, OCHTOHHUT, arap-arap H TParakaHT ¥ HX CMECH.

CocraBbl (papMaCBTHYCCKUX KOMIIO3HLUH ISl PEKTAJIBHOTO, BATHHAJIBHOTO HJIM YPETPAIBHOTO BBEICHHUS
MOTYT OBITh BBINOJHCHBI B BHAC CYNIO3UTOPHA, KOTOPBIH MOYKHO NMPUTOTOBHTH IyTEM CMELIWBAHHSA OJHOTO HITH
fosice AKTHBHBIX COCAWHCHHH C OJHHM MM OOJNee MOAXOMAIIMMH HEPA3APAKAIOIHMHU BCIIOMOTATCIbHBIMHU
BCINCCTBAMH HJIH HOCHTEIISIMH, COJACP KAIIIMMHE, HAPUMEP, MACTIO KaKao, MOTHITHICHITIHKOIb, BOCK HJIH CAJTHLUIAT
JUTSL CYIIIO3UTOPHEB, W KOTOPBIH ABJIACTCA TBEPABIM IPH KOMHATHOH TeMIepaType, HO JKHAKHM IPH TEMIEpaType
TEJIA H, CJICAOBATECIIBHO, OyACT IVIABHTHCS B NMPAMON KHIIKE HJIM BJIATAJHITHOM IPOCTPAHCTBE H BBICBOOOKIATH
AKTHBHOE COCIUHCHHC.

Cocrass! (hapMaleBTHICCKHX KOMIIO3HIHH A1 BBEACHHUA B IIOJIOCTh PTa MOTYT OBITh BBINOJHCHBI B BHJC
JKHIKOCTH JJIS MOJIOCKAHUSA PTA HIH MEPOPATBHOTO CIIPEs, WM MEPOPATBHON Ma3H.

AIBTEpHATHBHO HJIM JONOJHHUTEIBHO, KOMIIO3HIMH MOTYT OBITh IIPUTOTOBICHBI U JOCTaBKH 4epe3
KaTeTep, CTCHT, MPOBOJIOKY HJIH APYTO¢ BHYTPHIPOCBETHOS YCTPOHCTBO. JIOCTaBKA ¢ MOMOMIBIO TAKHX YCTPOHCTB
MOXKET OBITh OCOOEHHO yJOOHA JUI1 JOCTaBKH B MOYCBOH Iy3bIPb, MOUCHCIYCKATCIBHBIH KAHAJN, MOYCTOUHUK,
IPSAMYIO KUIIKY WM KHIICYHHK.

KoMmo3uuuy, moAXOMSINHE JIs1 BATHHAIBHOTO BBCACHHS, TAKXKS BKIIFOYAIOT MECCAPHH, TAMIIOHBI, KPEMBI,
TEJIH, MACThI, TICHBI HJIM COCTABBI I PACTIBLICHUS, COACPKAINHIE TAKHE HOCHTEITH, KOTOPBIC, KaK H3BECTHO B JAHHOM
00JIACTH TCXHHUKH, ABJIAFOTCS TOIXO0JALHMH.

Jo3upoBaHHBIC JICKAPCTBCHHBIC (DOPMBI 11 MECTHOTO HIH TPAHCACPMAIBHOTO BBCICHHSA BKIFOYAIOT
TIOPOIIKH, CIIPESH, Ma3H, MACThI, KPEMBI, JIOCHOHBI, TCJIH, PACTBOPSI, IIACTHIPH H HHTAATOPHI. AKTHBHOE COCAHHCHHUC
MOJKHO CMCIIATh B CTCPHJIBHBIX YCIOBHAX C (DapMALCBTHUCCKH NPHCMJICMBIM HOCHTCICM H C JIEOOBIMH
KOHCEepBaHTaMH, Oy (DepHBIMH PACTBOPAMH WK MPOTICIUICHTAMH, KOTOPBIC MOTYT IOTPEOOBATHCA.

Masu, mactel, KpEMBI W TE€IH MOTYT COJACP)KATh HAPAAY C AKTHBHBIM COCIUHCHHEM BCIIOMOTATCIbHBIC
BCINCCTBA, TAKHC KAK SKABOTHBIC M PACTHTCIBHBIC JKAPBI, MACIa, BOCKH, Mapa(uHbI, KpPaxMal, TParakaHT,
TIPOM3BOIHBIC LEIUTFOI03bI, MOJMSTHICHIINKOIH, CHIMKOHBI, OCHTOHHUTHI, KPEMHHEBYIO KHCJIOTY, TaJbK U OKCHI
LHKA WA WX CMCCH.

Hapsay ¢ akTHBHBIM COCTUHEHHEM OPOIIKH H CITPEH MOTYT COACPKATh BCIIOMOTATEIbHbBIC BEMICCTBA, TAKHE
KaK JIAKT03a, TANbK, KPEMHHUEBAS KHUCJIOTA, THAPOKCH/ ATFOMUHMIS, CHIUKATH! KaJbIUs H MOPOIIOK IOJHAMHA HITH
CMECH TIEPEYHCICHHBIX BemecTB. CIpen MOTYT JOTIOJHHUTEIBHO COJACP)KAaTh OOBIMHBIC IPOICIUICHTHI, TAKHE KaK
XJI0P(TOPYTICBOIOPOABI U JETYUHE HE3aAMCIICHHBIC YTIICBOI0OPOIbI, TAKHE KaK OYTaH U IMPOTAH.

TpaHCcIepManbHEIC TIACTBHIPH HMEIOT JOMOJHHTEIBHOS IPEHMYINECTBO, COCTOSAIMICE B OOCCICUCHHH
KOHTPOJIMPYEMOH JOCTABKH B OPTaHW3M COCAMHCHUS COTJIACHO HACTOAIMIEMY H300peTeHHI0. Takue NO3HpOBAHHBIC
JCKAPCTBCHHBIC (DOPMBI MOYKHO NPUTOTOBUTH Iy TCM PACTBOPCHUS WITH JUCICPTHPOBAHHSA AKTUBHOTO COCIWHCHHS B
moaXoAsMmeH cpeae. i1 yBETHUYCHHS NMOTOKA COCAMHCHHS 4Yepe3 KOKY TAKKE MOXKHO HCIOJB30BATh YCHIIHTCIIH

nmormomeHnsA. CKOPOCTh TAaKOIO IOTOKA MOKHO KOHTPOJTHPOBaTh JWMOO MyTEM NPUMCHCHHA MEMOpAHBI,



10

15

20

25

30

35

40

23
KOHTPOJTHPYIOIICH CKOPOCTH BHICBOOOKACHHUA, THOO My TEM JUCTIICPTHPOBAHHEM COCAWHCHHISA B OTMMEPHO T MATPHIIC
HJTH TEJIe.

Ipenmomaraercs, 4yTo O(PTATBMONOTHYCCKHE COCTABBL, TJIAa3HBIC Ma3H, MOPOLIKH, PACTBOPHI U T.II. TAKKE
BXOJAT B 00BEM HACTOSINCTO W300peTeHIA. THIMYHBIC 0(TAaTbMOJIOTHYCCKUE MTPENApaThl ONUCAHBI B Iy OTHKAIMAX
mareHroB CIITA Ne 2005/0080056, 2005/0059744, 2005/0031697 u 2005/004074 u B mareute CLIIA Ne 6583124,
CoAepKaHUE KOTOPBIX B MOJHOM O00OBEME BKIFOUCHO B HACTOSIICE ONMMCAHUE MOCPEACTBOM CCHUTKH. [IpH sxenaHuu,
JKUAKHE O(TATBMOJIOTHYCCKHE COCTABBI HMCIOT CBOWCTBA, AHAJOTMYHBIC CBOWCTBAM CIC3HBIX JKHAKOCTCH,
BOI[}IHI/ICTOfI BJIaru HIH CTCKJIOBHI[HOI)'I BJAaru, HJIH COBMCCTHMBI C TAKHMH XHIKOCTIMH. HpCZ[HO‘ITI/ITeJ'[BHI)IM
Croco0OM BBEICHUS ABICTCS MECTHOS BBEACHHE (HAMPUMEP, MECTHOE MPHMECHEHHE, TAKOES KAK ITIa3HBIC KATUIH HITH
BBCACHHE UCPE3 HMILIAHTAT).

Ipenmnomaraercs, YTO CYNMOZHTOPHI TAKKEe BXOJUT B 00BEM HACTOAIIECTO H300PETCHHA.

B HacTofmmeM MOKYMCHTE BBIPOKCHHA «HMAPCHTECPATPHOC BBCICHHE» M «BBCACHHBIH NAPCHTECPATBHO»
O3HAYAKOT CHOCOOBI BBEACHHSA, OTIMYHBIC OT HHTCPATBHOTO M MECTHOTO BBCICHHA, OOBIYHO NMyTEM HHBECKIHUH H
BKJIOYAKOT, 0€3 OrpaHHYCHHA, BHYTPHBCHHYIO, BHYTPHUMBIIICYHYIO, BHY TPHAPTEPUATIBHYIO, CYOapaXHOUAATIBHYIO,
BHYTPHUKAICYMIPHY!O,  BHYTPHITIA3HUYHYIO,  BHYTPHCEPACUHYIO,  BHYTPHKOXKHYIO,  BHYTPHOPIOIIHHHYIO,
TPAHCTPAXCATbHYIO0, NOAKOKHYIO, CYOKY THKY JSIPHYIO, BHY TPUCYCTABHYIO, CYOKAICYy JMIPHYO0, CYOapaxHOUIATbHYIO,
CIIHHHOMOBTOBYIO H BHY TPHIPY AMHHYIO HHBCKIHMIO H HH(]Y 3HIO.

dapmaneBTHYCCKUEC KOMIIO3HIMY, MOAXOMAINME U IApPEHTCPAIBLHOTO BBEICHUS, COACPKAT OJHO HIH
Oosce aKTUBHBIX COCAMHECHHH B KOMOMHALIMH C OJHHUM WM Oojee (papMaLleBTHUESCKU MPHEMIIEMBIME CTCPIIIbHBIMHE
H30TOHHYECKUMH BOJHBIMH HJIH HEBOJHBIMH PACTBOPAMH, JHCIEPCHAMH, CYCHCH3HAMH WM 3MYJIbCHAMH HIH
CTCPHJIbHBIMHU MOPOIIKAMH, KOTOPBIC MOKHO BOCCTAHOBHTD C IOJIYUCHHEM CTCPHIBHBIX HHBEKIIHOHHBIX PACTBOPOB
WIH TUCTICPCHI HEMOCPESACTBCHHO TMEPSA MPUMCHCHHEM, KOTOPBIC MOTYT COACPIKATh AHTHOKCHAAHTHI, Oy (hepHbIC
PacTBOpBI, OAKTCPHOCTATHI, PACTBOPCHHBIC BCLICCTBA, ICIAIOINHC COCTAB H30TOHHYCCKHM B OTHOLICHHH KPOBH
MPEIIOIAracMOTO PELHIHCHTA, HJIH CYCIICHIHPY FOLHC HJTH 3ary IAOIHE CPEACTRA.

HpI/IMepBI IOAXOMAIUX BOAHBIX H HCBOJIHBIX HOCI/ITCJ'[Cﬁ, KOTOPBIC MOKHO HCIIOJIB30BATH B
(hapMALICBTHYUCCKHX KOMITO3HLIAX COTJIACHO HACTOSIICMY H300PCTCHHUIO, BKIIFOUAKOT BOLY, 3TAHOJ, MOJTHOJBI (TAKHE
KaK T'THLHCPUH, TPOMUJICHITTUKOJb, MOJTH3THIICHIIHKOIb H T.II.) H HX IoaAXOoOdamue CMECH, PACTHUTCIIBHBIC MAcCia,
TaKKe KaK OJTHBKOBOC MACJIO, U HHBCKIIHOHHBIC OPTAHUICCKHC CITOIKHBIC H(DUPBI, TAKHE KAK 3TUI0ICAT. [101X0 A1y F0
TCKYUCCTh MOYKHO MOAACPKUBATE, HAMPHUMED, IMYTEM NMPUMCHCHHU A MATCPHATIOB I MOKPBITHA, TAKHX KAK JICIIUTHH,
OyTeM MOAJCPKAHHSA TPeOYEeMOTO pa3Mepa YACTHI[ B CIy4ac QUCICPCHHA W MyTEM NMPHMCHCHUS MOBCPXHOCTHO-
AKTHBHBIX BCIIICCTB.

VYKa3aHHBIC KOMITO3HIMH TAKKE MOTYT COACPIKATH QABIOBAHTBHI, TAKAC KAK KOHCCPBAHTHI, CMAYHBAKOLIHC
CpeaCTBa, YMYIBTHPYIOLIME CPSACTBA H AUCTICPTHPYIOIAE cpeacTsa. [IpenoTBpalneHuie ACHCTBISA MHKPOOPIraHH3MOB
MOYKHO 00CCTICYHTh ITyTEM BKJIFOUCHHS PA3THYHBIX AHTHOAKTCPHAIBHBIX H MMPOTHBOTPHOKOBBIX CPEIACTB, HAIIPUMED,
mapabeHa, XJIopOyTaHONMA, (PCHONCOPOWHOBOH KHCIOTHI W T.II. TakKe MOKCT OBITh JKCIATCIHHO BKIFOYHTH B
KOMIIO3HLUH HW30TOHHYCCKHC arcHTHI, TAKAC KaK caxapa, XJOpHI HATpui W T.I. Kpome TOro, mpoJOHTHPOBAHHYH)
abCcopOIMI0 WHBCKUHOHHON (PapMAICBTHUCCKOW (OPMBI MOKHO OOCCHCUWTH MYTECM BKIFOUCHHUS AarcHTOB,
3aMeIBTIOIHX A0COPOIMI0, TAKNX KAK MOHOCTEAPAT ATFOMHHUS H YKETATHH.

B HEekoTOpBIX choyuyasx i NPOAJCHHA ICHCTBHA JICKAPCTBCHHOTO CPEACTBA JKENATCIBHO 3aMCIIHThH
abCOPOLHIO TCKAPCTBCHHOTO CPEACTBA W3 MOAKOYKHO M WITH BHY TDHMBILIICYHOW HHBCKIUH. JTO MOKHO OCYIICCTBHTD
OyTeM TPHMCHCHHA JKHAKOH CYCHNCH3MH KPHCTATHYCCKOTO WM aMOP(PHOTO BCHICCTBA, MMCKOIICTO IUIOXYH)

PacTBOPHMOCTH B BOAC. B 3TOM Ciydac CKOPOCTh abCcopOLun ICKAPCTBCHHOTO CPSACTBA 3aBHCHT OT €r0 CKOPOCTH
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PacTBOPEHUS, KOTOpPAdA, B CBOIO OUCPEIb, MOKET 3ABHCETHh OT Pa3Mepa KPHCTAJUIOB M KPHCTAIIHMYCCKOH (POPMBI.
ABTCPHATHBHO, 3aMCIICHHYIO aOCOPOIMI0 NCKAPCTBCHHOM (POPMBI, BBCACHHON MAPCHTCPANTBHO, 00CCTICUHBAROT
MyTEM PACTBOPCHUSA HIIH CYCIICHANPOBAHMS JEKAPCTBCHHOTO CPECTBA B MACIISTHOM HOCHTEIIC.

Wupeknuonasie  Aemo-(pOPMBI  NPHTOTABIHBAIOT IyTEM MOJYYCHHS MHKPOKAICYJIHPOBAHHBIX MAaTpPHI]
paccMarpuBacMbIX COCTHHCHUH B OHOJOTHYCCKH Pa3JaracMbIX MOJUMEPAx, TAKUX KaK MOJHIAKTHI-TIOIUTITHKO .
B zaBHCHMOCTH OT COOTHOIICHUS JICKAPCTBEHHOTO CPE/ICTBA H MOJHMEPA H MPUPO/IbI KOHKPETHOTO IPHMEHACMOTO
MOJTMMEPA MOYKHO KOHTPOJIHPOBATh CKOPOCTh BBICBOOOMKACHHS JIEKApPCTBEHHOTO cpeAcTBa. [IpuMepsl Apyrux
OHOJIOTHYICCKH PA3JIaTaCMBIX ITOTHMEPOB BKIFOYAOT MOTH(OPTO3(PHPHI) U MOTH(AaHTHAPUABI). HBCKIHOHHBIC ICTIO-
COCTaBbI TAKXKE IOJYYAIOT IMyTEM BKIIOUCHHA JECKAPCTBCHHOTO CPEACTBA B JIMIIOCOMBI WJIM MHKPOAIMYJIBCHH,
COBMECTUMBIC C TKAHBIO OPTaHHU3MA.

J11 mpuMeHEeHHsA B CHoco0ax COTJIACHO HACTOSINEMY H300PETCHHIO AKTHUBHBIC COCAMHCHHSA MOJKHO
MPUHUMATH CaMU O ceOe Win B BUAC (papMaICBTUUCCKON KOMITO3HUIINH, COACp Kamiei, Hanpumep, ot 0,1 10 99,5%
(6onee mpeamoururesbHO, OT 0.5 1m0 90%) aKTHBHOTO HHIpEAMEHTA B KOMOMHAIMHU C (papMaleBTHUCCKH
TIPUEMIIEMBIM HOCUTEIIEM.

CnocoObl BBEACHHMA TAaKKE MOXKHO OOCCHEHYHMTh C IIOMOINBIO MHOTOKPATHO TOA3apsKACMBIX HIH
OHOJIOTHYECKH pa3iaraeMbIX yCTpoiicTs. B mocieanue roap! Opumi pa3pabOTaHbl U MCHBITAHBI /71 ViVO Pa3IHYHbBIC
MOJTMMEPHBIC YCTPOHCTBA C MEATICHHBIM BBICBOOOKACHHEM AJIsI KOHTPOIHPYEMOM JOCTABKHU JICKAPCTBEHHBIX CPEICTB,
B TOM YHCJIC OSIKOBBIX OHO(hapMalleBTHYCCKUX IPENapaToB. PasmiiHple OHOJOTHYECKH COBMECTUMBIC TIOTHMEPHI (B
TOM YHCJIC THAPOTEIIN), BKJIFOUYAONINE KaK OHOJOTHYECKU Pa3aracMple, Tak H HEpa3jIaracMble IOJIHMMEPHI, MOKHO
HCTIONB30BaTh AJIA H3TOTOBICHUSA MMIUIAHTATA A JUIMTCIBHOTO BBICBOOOJKICHUS COCAWHCHHSA B KOHKPETHOM
Y4YaCTKe-MHIICHH.

®akTHueckie YPOBHH JO3HPOBAHUS AKTHBHBIX HHTPEIUCHTOB B (JAPMALCBTHUCCKUX KOMIO3HIHAX MOKHO
H3MEHSATH TS TIOJTY YCHHS OMPEACICHHOTO KOJMYESCTBA aKTHBHOTO HHIPEIUCHTA, KOTOPOE SBIICTCS H(PPESKTUBHBIM B
OTHOLICHHH JOCTHKCHHSA TPeOYEMOTO TEPANCBTHYCCKOTO OTBETAa A KOHKPETHOTO TAIMCHTA, KOMIO3ULIHU H
cnoco6a BBEACHHUS, HE OKA3bIBAs TOKCHYHOTO ACHCTBHS HA MAUCHTA.

BrIOpaHHbIH YPOBCHB JO3HPOBAHUS OYACT 3aBHCETH OT IETOT0 psxa (PaKTOpOB, B TOM UHCIIC OT aKTHBHOCTH
KOHKPETHOTO MPUMCHACMOTO COCIMHCHHIS HITH KOMOWHALIWN COCIUNHECHHUH HITH HX CIIOYKHOTO 3(pHpa, COTH HIIH aMH/a,
croco0a BBCACHUA, BPCMCHH BBCACHHUS, CKOPOCTH 3KCKPCIHH KOHKPETHOTO NPHMCHACMOTO COCTHHCHUSA(HIA),
TIPOIOKUTEIBHOCTH JICUCHHS, JPYTHX JICKAPCTBCHHBIX CPEICTB, COCAMHCHHI W/WIIM BEHICCTB, HCIOIb3YCMBIX B
KOMOHMHAIINH ¢ KOHKPETHBIM COCAMHCHACM(SIMH), BO3pAcTa, MoJIa, Beca, 3a00ICBaHIs, OOINET0 COCTOSHUS 300POBBS
W TPEAMICCTBYIOIEH HCTOpHH OONE3HM MANMCHTA, IMOJBEPracMOrQ JICUCHHUIO, W MOJOOHBIX (PAKTOPOB, XOPOIIO
H3BCCTHBIX B MCAUIIMHE.

Bpau nnn BerepuHap, oOnamarommii cpeaaeii kpaau(puKauue B TaHHOW 0ONACTH TEXHUKH, MOYKET JIETKO
OTIPEACTUT H HA3HAYHTH TePANEBTHYCCKH d(P(PekTHBHOE KOIMYECTBO TPpeOyeMOH (papManeBTHUCCKOH KOMITOZHIIHH.
Hanmpumep, Bpay nimm BeTepHHAP MOXKET HA4YaTh C 103 (papManeBTHUECKOW KOMITOZHIINY WM COCIHHCHU Ha Ooree
HU3KAX YPOBHSX, €M YPOBCHb, HCOOXOMHMMBIH 11 JOCTIDKCHHUS Tpedyemoro Ttepamepruueckoro s¢gexra, u
TIOCTEIICHHO YBEIMINBATh TO3HPOBKY 10 AOCTIKEHHA Tpebyemoro 3¢ddekra. [Tox «repanesruuecku 3 (HeKTHBHBIM
KOITMYECTBOM) TOAPA3yMEBAKOT KOHICHTPAIIHMIO COCAWHCHHS, JOCTATOYHYIO /U1 JOCTIDKCHHS TpeOyemoro
TepaneBTHYCCKOTO 3(dekra. B 0bmem cinyyac mpeamonaracrcs, uro 3PPCKTHBHOC KOJHUCCTBO COCAUHCHUA OyaACT
BapbHUPOBATh B 3aBUCHMOCTH OT BECa, ITOJIa, BO3PAcTa W HCTOPUH OOJC3HH CyObekTa. [lpyrue (pakTopsl, BIHAIOIIHC
Ha 3((eKTHBHOE KOJIMYECTBO, MOTYT BKIIOYATh, HO HE OTPAHHYHBAIOTCA HMH, THKCCTh COCTOSHHUS MAIHCHTA,

PacCTpOMCTBO, MOABEPracMoc JCUCHHIO, CTAOMIBHOCTh COCAWHCHHA M, NPH HEOOXOAMMOCTH, APYTOH THI
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TCPANCBTHYCCKOTO CPCACTBA, BBOJUMOTO C KPHCTALUTAYCCKOH (hopmoii cocamucHUA (opmynst (I) cormacHO
HACTOANIEMY H300peTeHHI0. BopIIyro 001y 0 103y MO’KHO JOCTaBHTH Iy TEM MHOTOKPATHBIX BBEJACHUI Ipemapara.
CrnocoOb1 ompeacncHus 3(Q(PEKTHBHOCTH W JO3HPOBKH W3BCCTHBI CIICHUAIACTAM B JAHHOW OOIACTH TCXHUKH
(Isselbacher et al. (1996) Harrison's Principles of Internal Medicine 13 ed., 1814-1882, BKIFOUCHO B HACTOSIIHMA
JOKYMEHT NOCPEACTBOM CCBUIKH).

B o0mem criyuae moaxomamas CyToYHas 1032 aKTHBHOTO COCIHHCHMSA, MPUMEHACMOTO B KOMIIO3ZUIMAX U
Croco0ax COTIaCHO HACTOAMICMY H300peTCHHIO, OYACT MPEACTABIATE COOO0M TaKOE KOJHUCCTBO COCTUHCHHA, KOTOPOS
MPEACTABIACT COOOH CAMYI0 HH3KYIO 103V, 3(Q(PESKTHBHYIO C TOYKH 3PCHHA MOIYUYCHHA TCPANICBTHUCCKOTO (P PeKTa.
B menom, takas 3pextuBHAA 1032 OYACT 3aBUCETH OT (PAKTOPOB, MCPCUHCIICHHBIX BBIIIC,

Ipu >xemanuu >PPEKTUBHYIO CYTOYHYIO 103y AKTUBHOTO COSIUHECHUS MOYKHO BBOJHUTD B BUIC OJHOMH, IBYX,
TPEX, UCTBIPEX, IATH, IICCTH HITH ooiee CY6I[03, BBOJUMBIX IO OTACIIBHOCTH YCPE3 COOTBCTCTBYIOIIUC HHTCPBAJIBI B
TCUCHUC THA, HEOOA3aTCIbHO B JICKAPCTBCHHBIX (POpMaxX C OJHOKpATHOH H03upoBKOI. COTrIacHO OMpEACICHHBIM
BAPHAHTAM PEATH3ALMYI HACTOSIICTO H300PETCHHA AKTHBHOEC COCAHHCHNE MOYKHO BBOAUTH JBA HJIH TPH Pa3a B JACHb.
CoryacHO IpeANOYTHTEIBHBIM BAPHAHTAM PEATH3ALUH AKTHBHOE COCTUHEHHE Oy Iy T BBOAUTH OJUH Pa3 B JCHb.

INanuenT, moyyyaroImuii Takoe JCUCHHE, MPEACTABILICT COO0H 000C HyKIAIOIIEECA B 3TOM JKUBOTHOC, B
TOM YHCJIC IIPUMATHI, B YACTHOCTHU THOIH, ¥ APYTHE MICKOMUTAIOIIHE, TAKUE KAK JOIIAAH, KPYIHBIH POraThiif CKOT,
CBUHBH H OBLBI, H B OOIIECM CITy4ac JOMAINHSS NTHIA U JOMAIITHHE THTOMIIBL.

B mpennoskeHHBIX KOMIIO3HIUAX TAKXKES MOTYT NPHCYTCTBOBATh CMAUUBAIOLINE CPEACTBA, IMYJIBTATOPHI U
CMa3BIBAIOIIME BELICCTBA, TAKHE KAK JIAYPHICYIb(AT HATPHA U CTeapaT MarHusi, a Takoke KPAaCUTENH, CPEACTBA AJIA
BBICBOOOXKICHUSA, CPEACTBA 11 HAHECCHHU NMOKPBHITHA, NMOACIACTUTENIH, BKYCOBBIC U apOMATH3HPYIOIHE JOOABKH,
KOHCCPBAHTHI H AHTHOKCHAHTEL

IIpumepsl  (PapMANCBTHYCCKH TMPHEMIICMBIX AHTHOKCHIAHTOB BKMOYAOT: (1) BOZOPACTBOPHMEIC
AQHTHOKCHIAHTHI, TAKAC KAaK aCKOPOMHOBAs KHCJIOTA, THAPOXJIOPH LUCTCHHA, OUCYIb(aT HATPHs, MCTaOUCYIb(QUT
HATpHUA, Cyab(puT HAaTpua W T.L; (2) MACIOPACTBOPHUMBIC AHTHOKCHIAHTHI, TAKHC KaK ACKOPOWI MMAJBMHTAT,
OyrunuposanHbIi TuApokcHann30a (BHA), Oytwmposanusi ruapokcuroayos (BHT), nemutuH, mponmiraiiar,
ampa-tokopeponr w T, ®W (3) MCTAI-XCIATHPYIOIOHC AarcHTBL, TAKWC KAk JHMOHHAA KHCIIOTA,
STHICHIHAMHUHTETpayKCycHast kuciora (EDTA), copOuror, BUHHAS KHCITOTA, (PochopHAT KUCTOTA U T.II.

Hacrosmee n300peTeHue, yke B LEIOM ONMHUCAHHOE, OyET JIerye MOHATh MPH PACCMOTPCHHH CIICIYIOIIHX
IpUMEPOB, KOTOPBIC BKIOYCHBI TOJIBKO B HC/IX WITHOCTPAUH ONPEACIICHHBIX ACTICKTOB H BAPUHAHTOB PCATA3aLIuHA

HACTOSAMIETO H300PETCHHUS U HE MPESTHA3HAYCHBI IS €TO OTPAHHYUCHHSL.
MMPUMEPHI
AHAITNTHYECKHE METO/IbI
ITopouixosas penmeenogckas ouppaxyus
[Nopomkosble peHTIEHOBCKHE Au(pakTorpaMMbl ObITH HONy4YeHBI Ha au(ppakromerpe Empyrean wmm
madpaxromerpe X Pert3 ¢ mpumererneM naayueHmt Cu Ko (45 kB, 40 MA).

INoapoOHas wr(popManys 0 cOope JTaHHBIX MPHBEACHA B TAa0IHIE 3.

Taomma 3

[TapameTrps! NOPOMIKOBOH PEHTTCHOBCKOH Au(ypakmum
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[Tpudop PANalytical
Empyrean
Empyrean X’ Pert3
Mogenn (pexum
(pexuM OTpaKCHU) (peKuM OTPAKEHUA)
TIPOMYCKAHUA)
Cu, ka,
JInuHA BOJTHEL Kal (A): 1,540598,
PEHTTEHOBCKOTO M3y UYCHHSA Ka2 (A): 1,544426

oTHomecHHe HHTeHCHBHOCTEH Ka2/Kal: 0,50

Hactpoiixa peHTTeHOBCKOH

45 xB, 40 MA
TpyOKH
Iear pacxoAUMOCTH ABromarHyeckas OuxcuposanHas 1/8° OuxcuposanHas 1/2°
Pexxum cKaHUPOBAHHA HenpepsisHbIit
JuanazoH ckanuposaHus (°2
P 3°-40°
TETA)
Bpews mara ckaHUpOBaHHA
17.8 46,7 33,02
[c]
Bemuuuna mara (°2 Teta) 0,0167 0,0263 0,0167
Bpems ucnpiranus (c) 5mun 30 ¢ 5 mun 04 ¢ 10 Mmun 11 ¢

B3KX
Ananu3 umncToTsl npoBommu B cucteme Agilent cepun HP1100, 000pyxoBaHHOH AHOTHO-MATPHYHBIM
JETCKTOPOM, C MPHUMEHEHHEM mporpamMmHoro obdecrieueHuss ChemsStation vB.04.03, ncnmoas3ys cnoco0, moapoOHO

OIMCAHHBIN HIDKE B Ta0auue 4.

Tab6mma 4
IMapamerpsr BOXX
[Mapamerp 3HaucHHEe
Tun cnocoba OO0pamenHas (paza ¢ TPaJUCHTHBIM YTFOHPOBAHUCM
[TpurorosneHue obpaszua Pastasurens, aueronurpun /H O =1:1
Komonka ZIC-HILIC, 250%4.,6 MM, 5 MKM
Temmeparypa KOJIOHKH 30°C
O0BeM BBCICHHON MPOOBI 10 Mx1
JInHA BOJTHBI ACTEKTOPA, IIUPHUHA TOJIOCHI Y@ npu 210 uM
CKopocTh IOTOKA 1,0 mu/MuH
TMoxemwxuag paza A 10 MM KHZPO B HZO
INoxsmwxuas daza B AICTOHUTPHIT
Bpewms (mun) % moxBmxHOH (azer A

IIporpamma rpaaueHTa 0,0 80

2.0 80
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[Mapamerp 3HaueHHe
20,0 60
20,1 80
30,0 80

Tepmozpasumempuueckuil ananus u oudghepenyuaivnas CKAHUPYIOWAs Kajlopumempust

Jauusie TepMorpasumerpuieckoro anammza (TT'A) 6sutn cobpansl ¢ mpumeHeHHeM TA Q500/Q5000 TTA
or kxommamuu TA Instruments. Judp@epeHimanpayo ckanupyromyo kagopumerpuro (JCK) mposommmu ¢
mpumeHeHHEM TA Q200/Q2000 DSC ot xommaruu TA Instruments. [Tapamerps! METOIa MPHBEACHBI HILKE B TAOIIIC
5.

Tado/mma S
IMapamerpsr TTA u JICK
ITapamerpst TTA JCK

JIuHeiHOE H3MCHEHHE JIuHeliHOE H3MECHEHHUE

Cnoco0
(Ramp-pexmm) (Ramp-pexum)
AJTIOMHHHUCBBIN THUTCITb,

Yamxka [Tnaruna, OTKpBITASA

3aBaJIbIIOBAHHBIN

OtHOCHTENbHAS BIAKHOCTh-
Temmneparypa 25 °C-3agaHHas TeMmeparypa
3alaHHAsA TEMIIepaTypa

CKOpOCTh HapacTaHUA 10 °C/vunH 10 °C/vunH

IIponyBouHBIi ra3 N> N»

Onpedenenue coeounenus gopmynvt (I) memooom PXRD (nopouikogoii penmzenosckoil oudpaxyuu),
Kkax onucano ¢ WO 2015/033299

PXRD onpeaencuue coeauacHuA popmyas (1) 610 MPOBSIACHO ¢ MPHUMCHCHHEM MPOICIYPBL, OMHCAHHOMH
B mpumepe 4 WO 2015/033299, xoTopas moOKa3zama, 4YTO YKA3aHHOE COCAWHCHHC SBILICTCA aMOP(HBIM.
Huppaxrorpamma PXRD mnokazana Ha ¢ur. 8. Comepskamme WO 2015/033299 B monaOM 0OBEME BKIHOUCHO

TOCPEACTBOM CCBITIKH.

Ipumep 1: Cunres dopmer 1

A.  Kpucmannuzayusn uz mempazuopogpypana

®opma 1 popmysr (I) cymecTByeT B yCIOBHAX OKPY KAOINEH Cpebl MPH KPATKOBPEMEHHOM XPAaHECHHH (TO
ectb MeHee 8 muei). Cvech Gopm 1 u 2 dopmynsr (I) (16 Mr) B3BenmBaIM B CTEKISIHHOM (JIIAKOHE W 100ABILSLTH
terparuapodypan (THF, 0,5 mum). [Tosmy4yeHHy 0 CyCHEH3HIO IEPEMEIINBAIN IPH KOMHATHOH TEMIIEPAType B TCUCHHC
npuMepHo 4 nmHel. BnaxHyro TBepayro (aszy amammzuposamnm MetogoM XRPD (mOpomkoBoil peHTTCHOBCKOM
Ju(paKkIMy) B pe:KHME IPOILY CKAaHUA U IIOATBEPIKIAIH, YTO YKa3aHHas (pa3a MpeacTaBiIeT coO0H KPHCTATIHISCKYFO

(¢opmy 1 popmy sl (1), kak mokazano mocpeactsoM XRPD anammsa (¢ur. 1).

B. K'pucmwmumuuﬂ U3 cmecu IMAHOIbL/600bL
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[TpumepHo 68,0 T amop¢HOro coeuucHu (hopmysl (I) pacTBOPsIH B MHHHMAJIHHOM KOJIMUCCTBE BOABI U
K TOJYYSHHOMY PAacTBOPY AOOABILIIHM 3TAHOJ C IOJy4YCHHEM Oelioro ocaaka. TBepmoe BEHIECTBO BBIACIIUTH
nocpencTsoM (rnpTpanuu. TBepaoe BEMECTBO MPOMBIBATH 3TAHOJIOM C MOCIICAY FOIMM IIPOMBIBAHHEM JUITHIOBBIM
3(¢pupom. TBepaoe BEIIECTBO BHICYIIMBAIHN IMPH BHICOKOM BakyyMe H mocpeactsom XRPD aHanm3a moaTBepsKAa,

5 YTO YKA3aHHOC BCIICCTBO MPEACTABIACT 000t (popmy 1 popmy sl (I).

IIpumep 2: Cunres ¢popmbr 2

A.  dugppysus napa 6 meepooe geuiecmeo
10 Dopmy 1 popmy s (I) (mpubmusurtensHo 15,3 Mr) B3BemuBaIU B 3 M (UIaKOHE, KOTOPBIH 3aTeM IMOMEIIAIH
B 20 M1 (makoH, coxepxanmit 4,0 M1 Boasl. 20 M (pIaKOH TEpPMETHYHO 3aKPBIBAIH KPBINIKOH M XPaHWIH IPH
KOMHATHOH TeMIepaTrype B TCUCHHE HEACIH, MO3BOJA MapaM PacTBOPHTEI B3aHMOJCHCTBOBATh ¢ oOpasuom. C
momompio XRPD amamm3a ObUTO MOKA3aHO, YTO TOJIYYCHHOS TBEPAOC BEHICCTBO IPEACTABIACT COOOM
KpHCTAUIUICCKYI0 (popmy 2 popmy s ().
15
B. [Hobasnenue anmupacmeopumers
IpumepHo 15,0 Mr 0o6pasna Gopmsr 1 Gopmyst (I) pacteopsimm B 0,3 M H>O B 20 M cTekIIHHOM (pr1akoHE
H TCPEeMCININBAIH NPH KOMHATHOH Temmeparype. K moiayucHHOMy paHee BOJHOMY PpAacTBOpPY J0OaBILSUTH
COOTBETCTBYIOIIMI aHTHpacTBOpHTEHb (Hampumep, THF, MeOH, IPA, EtOH, 1,4-muokcan, ACN wmm aneron) 1o
20 MOSABICHHA OCaAKa WIH A0 JOCTIkeHms obOmero odsema 15,0 mm Teepayroo a3y BBIOCISUTH IyTEM

neHTpHupyrupopaHus 1 ¢ noMoinpo XRPD anami3a moarsepskaay, 4ro ykasaHHas (paza mpeactasiet coboii popmy

2 popmy st (1).

Ta6mma 6
25 WnmocTpaTHBHBIC CHCTEMBI pacTBOpHUTENICH 1t cuHTe3a (popmer 2 hopmyas! (I) myTem nobasacHUS
AQHTHPACTBOPUTEIIA
Ne Cnoco0b1 Cucrema pacTBopuTeIei
1 H,O/THF
2 H,O/MeOH
3 H,O/TPA
JobasicHue
4 H,O/EtOH
AQHTUPACTBOPHTEIIT
5 H,0/1,4-nuokcaun
6 H,O/ACN
7 H,O/aneron

C. [Juegysun napa e pacmeop
[MpumepHo 15,0 mr dopmer 1 dpopmyisr (1) pacteopsmu B 0,3 mur HoO B 3 it cTekisIHHOM (pIIakoHE TIpH

30 KOMHATHOW TEMIIEparype. 3aTeM IPO3PayvHbIC PacTBOPHI B OTKPHITHIX (prakoHax Oe3 KphIKH nmomemann B 20 Mia
(pmakon, comepxammii 4,0 M arTupacteoputei (Hampumep, THF, MeOH, IPA, FtOH, 1.4-mnokcana, ACN wimm

arietoHa). 20 M1 (UIaKOH TEPMETHYHO 3aKPBIBAIH KPBIIIKOH W XPAaHHUIH PH KOMHATHOH TeMIieparype, o0ecieynBas
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B3anMoaeiicTere Mexkay mapoM u pacteopom. C momomnipro XRPD ananmmsa 6b1U10 TOATBEPKACHO, UTO TBEpAAs (hasza

mpeacTaBIaeT codolt popmy 2 dopmy sl (I).

Ta6mma 7
5 WmmocTpaTuBHBIC CHCTEMBI PacTBOpUTEINCH 1 cunTe3a (popmsl 2 (popmy sl (1) myrem audPy3un napa
Ne Cnoco0n1 Cucrema pacTBopurteJiei

1 H,O/THF

2 H>O/MeOH

3 H,O/TPA

7 Huddysua napa B pacTBop LOTAC

5 H,0/1,4-nuokcaun

6 H>O/aneron

D. Cycnensusn
ITpubmmzurensro 20,0 Mr opmsl 1 popmysr (1) B3BeIIUBATIH B CTCKIIIHHOM (p1akoHe 1 mobasiamu 0,5 M
COOTBETCTBYIOIICTO PAcTBOpUTEN (Kak Mmoka3zaHo B Tabmuue 8). Ilocie cycneHaupoBaHusA Npd 3aJaHHOH
10 Temmeparype (MPHUBEACHHON HIDKE B TAOMWIE 6) B TCUCHHE MPUMEPHO 3 AHEH TBEPAYIO (pa3y BBIACILIH ITyTEM

neHTpu(yruposanus u ¢ momompro XRPD anann3a noATBep Kaay, YTO yKazaHHAs (pa3a MpeacTaBisieT OO0 (hopmy

2 (popmy sl (1) ((ur.2).

Tabmma 8
15 HnmocTpaTHBHBIC CHCTCMBI PACTBOPHTENCH 11 cuHTE3a (hopMbI 2 (popmyasl (I) myTeM CyCTICHAMPOBAHUA

Ne Cnoco0b1 Cucrema pacTBopurelieii, 00.:00.
1 EtOH

2 Anmszon

3 MTBE

4 H-['enTan

5 CycneH3mst pi KOMHATHOH DCM

6 TEMIIEPAType EtOH/H,0, 97:3, aw=0.2

7 EtOH/H,0, 92.7:7.3, aw=0.4

8 EtOH/H,0, 86:14, aw=0.6

9 EtOH/H,0, 71:29, aw=0.8

10 ACN/MTBE, 1:1

11 EtOH

12 Cycnensus npu 50 °C IPAc

13 THF/TPAc, 1:1

00.:00. = 00BeM/00BEM; aW = aKTHBHOCTH BOABI 1ipu 25 °C

E. Jobaenennue anmupacmeopumeinsi c RpUMEHEeHUEM CMec 600bl/AyemOHUmpUNd
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IIpenno)keHHOE COCOHHEHHE PACTBOPAIM B OJHOM O0BEME BOABI M J00aBmamu K HeMy 10 oObemoB
alCTOHUTPHIA W TepeMenmmBaan B TeueHwe 12 wacoe. Ocaxnmamock Oenmoe TBepmoe BemecTto. Ocamox
otrumsTpoBEBaH U npomeBamd 1% H,O B anerommtpmie (2 06.) m mpomsiBanu aneToHuTpmioM (2 06.). B
3akmoucHue ocanok npomsisa MTBE (10 06.) i BEICYyIIHBaIH B BRICOKOM BakyyMe B TeueHue 0T 10 1o 15 gacos.
C momompro XRPD anammza O6bu10 moaTBepskacHO, uTo TBEpAas (paza mpexacrasisier codoit Gopmy 2 dopmysr (1)

((ur. 2).

F.  JQugpgpy3us napa e srcudrxocmo

ITpumepHo 15,0 Mr Gpopmer 1 Gopmysr (I) B3BemmBaIM B 3 MJI CTEKIIHHOM (p1akone ¢ qodasneHueM 0,3 M
H,O (pacteoputens). [Tocne BCTpAXWBAHHA CYCNCH3HIO OT(DHIIBTPOBBIBATH YCpe3 (PUIBTPYIOMIYIO MEMOpaHY H3
nomurerpadropstuncsa (PTFE), u mepeHOCHIN PacTBOpP B HOBBIH 3 MJI CTCKIAHHBIA (DIAKOH. 3aTEM OTKPBITHIH
(pmaxoH 6e3 KpbIKH moMerma y B 20 MJI CTCKIHHBIH (pIakoH, coaepkamuii 4 v 1,4-1uokcana (AHTHPACTBOPHUTETIH)
U XPaHWJIU MOJYyYCHHYIO CHCTEMY IPH KOMHATHOH Temneparype At au(@y3uu napa B xuakocts. Ilocne 70 gueit
IPH KOMHATHOH TeMIleparype OBUIH MOJyYCHBI CTEPKHEOOPA3HBIC KPHCTAJUIBI, MOAXOIIIHES A1 PEHITCHOBCKOH

Ju(pakmuy MOHOKPHCTAILIOB.

IIpumep 3: Tepmorpasumerpiueckuii anam3 1 U@ @epeHIAIbHASI CKAHUPYIOIA KAJI0OPUMETPHUsI

coenuHeHus popmy.ni (I)

Tepmorpasumetpuieckuil ananu3 (TT'A) ¢opmser 1 dopmyner (I) mokasan morepro Maccel 5,2% mpu
temmeparype A0 80 °C, yTr0 COOTBETCTBYeT MOHOTHApaTHOH (opme. JuddepeHumansras CKaHHPYIOAL
kanopmvetpus (JJCK) mokazana 1Ba mepeKphIBAIOIINXCS SHAOTCPMIUCCKUX muKa mpu 125,6 °C u 133,1 °C (mukoBas
TEMIICpaTypa) NCPS IIABICHUCM/pa3ioskeHACM ¢ HauaioM nipu 184,1 °C (¢wur. 3).

TT'A popmer 2 Gopmysr (I) mokazan ABYXCTaTUHHYIO OTEPEO Macchl 9,6% mpu temmeparype 10 80 °C, uro
cooTBercTBYCeT quruapatoil (popme. JICK mokazana mea sHmoTepMmuucckux muka npu 47,2 °C u 72,9 °C (mukosas

TEMITEpaTypa) nepe. IIaBJICHACM/Pa3aokeHHeM ¢ HayasioM mipu 184.3 °C (¢ur. 4).

Mpumep 4. UccienoBanne CTadWILHOCTH 1 NPUHYAUTEILHOTO PA3JIOKeHIsI KPHCTAJUTYECKOT0 COCMHEHNS

dopmy 1 ()

Cmabuisnocms 6 meepoom cocmosiHuu

Oo0pa3upr kpucrammieckod Gopmsr 2 dopmynsl (I) xpanwmu B BHae TBepmoit (aszer mpu 25 °C/60%
OTHOCHTCJIBHOH BIasKHOCTH, 30 °C/~ 56% otHOCHTEIbHOM BIAKHOCTH H 40 °C/75% OTHOCHTCIILHOM BIAKHOCTH B
TeueHue ot 7 10 8 mHel. OOpa3ip! ObLTH MPUTOTOBICHHI B IBYX 3K3EMIUIIPAX CO CMEICHHEM B 2 Henenn. Kaxaprit
SK3EMITIP XPAHMIH B OTACILHOM KOHTCHHEPE.

Kpucranmueckas ¢opma 2 ¢gopmynsl (I) ocraBamach HEH3MEHHOH C TOUKH 3peHHS TBEpAoH (opmbl m
MOP(OJTOTHH YACTHI[ OCTC XPAaHCHHUA B T¢UcHHE OT 7 A0 8 maueil mpu 25 °C/60% oTHOCHTEIBHOH BIakHOCTH, 30

°C/~56% otHOocHuTepHOH BraxkHoCcTH U 40 °C/75% oTHOCHTENBbHOH BiaskHOCTH. CM. (uT. 5.

IIpumep S: H3mepeHne pacTBOPHMOCTH KPHCTALIHICCKOT0 COCAITHEHHUS

dopmysr (I)
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PaerOBecHy10 pactBopuMocTh (hopmer 2 (opmyist (1) mzmepsum B Boge nipu 20 °C u 30 °C. Bee o6pasupt
BBIZICP’KHBAITY IIPH TEMIIEPATYPE B TEUCHHE 6 YACOB, M H3MEPSUIH PACTBOPHMOCTH CyNIepHATaHTa C momomnipio BIOXKX,

TP 3TOM TBepAyIC (pazy nccnenosanu nocpeactsoM XRPD. (Cu. Tabmuiy 9.)

3 Tadmma 9

PaBHOBeCcHas pacTBOPUMOCTH KpHCTaLTHueckoi hopmsr 2 Gopmy st (1)

PactBOopumocCTh
Hcxonnas popma Pacreoputens Temmeparypa (°C) | Koneunas opma
(Mr/™mm)
®opma 2 20 ®opma 2 147.7
Bona
®opma 2 30 ®opma 2 165,5

Bo BpeMs HCTIBITaHUSA HA PACTBOPUMOCTD (DOPMBI 2 HE HAOMIOAATI0Ch HUKAKUX H3MECHEHHH (opMsl ((ur. 6).
10 IIpumep 6: OnipeesieHne MOHOKPUCT AJLUIHYECKOI CTPYKTYPBI
MOHOKpHCTAMLT A1 PSHTTCHOBCKOH AU()pakiyu ObLT MOJYUYCH METOAOM Tu(p(Py3UH mapos B KHUAKOCTD H3

H»0/1,4-nuoxcana, kak onucano B mpuMepe 2F. JlaHHbIC PEeHTTCHOBCKOH MU(PPAKIHH IOIyYaId ¢ IPHMEHCHHEM

npubopa PANalytical. CTpykTypHbIe TaHHBIC U YTOYHCHHBIC IIApaMETPBI IPUBEACHSI B Tabmuue 10.

15
Ta6mma 10
CTpyKTYpHBIC TaHHBIC U YTOUHCHHBIC MAPAMETPhI 111 KpHCTANTHIEC KON (hopmsr 2 Gpopmy st (1)
OMnupudeckas Gopmyna C12H24NsOs
Temmeparypa 396,37 K (123,22 °C)
JITHHA BOTHEI CuwKa (A=1,54178 A)
Kpucrannuueckas cucteMa, MpOCTPAHCTBECHHAS TPyINa Pombuueckas, P2:212;

a=4.898(12) A a=90°

IMapameTps! 3MeMEHTApHOM sSTUCHKH b =158532(8) A p=90°
c=223708(11) A y =90°

O6BeM 1736,64(14) A3

Z, PACYETHOE 3HAYEHHE IIIOTHOCTH 4, 1,516 r/icm®

JuamaszoH 2 TeTa At cOopa JaHHBIX Ot 6,834 no 136,702°

3apCeTHCTPUPOBAHHBIC OTPAKCHHBIC CHTHAJTBI/HC3aBHCHMBIC ]
20428/3176 [R(int) = 0,1237]
OTp.':DKeHHBIe CUTHAIbI

Tlomnota 99.97 %
JlaHHBIC/OTpaHIICHH I/ TTApaMET PhI 3176/0/321
Kpurepmii cootBercTBus Ha F? 1,034
Koneunslie R nokazatemu [[>2 curma (I)] R:=0,0429, wR, =0,1052
MaxcnmanbHbIH TH(PPAKITHOHHBIH MK W BAKAHCHS (IBIPKa) 0,29/-0,33 ¢,A”

IMapamerp ®@a3ka 0,10(17)
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CTpykTypHBIIl aHATH3 MOHOKPHCTAIA MOATBCPOWI, YTO KpuCTammmiueckas ¢opma 2 ¢opmyasr (1)
MIPEICTABIIET COOOH AUTHAPAT C ACHMMETPHYHON SUCHKOM, cocTosAmel n3 0xHOH MOJeKy sl popmyas! (1) u aByx
MOJIEKy T BoAsI (pur. 7A). OxHa MOIEKy1a BOABI 00pa3yeT ABE BHYTPHUMOJICKYILIPHBIC BOJAOPOJHbIC CBA3H C ABYMS
aromamu kucnopoaa (05 u O7) B oxHo#t Mosekyne Gopmys! (I) u oOpasyer 1Be MEKMOJICKYISIPHBIC BOAOPOIHBIC
CBA3M C KaXapIM aroMoM N1 B IBYX pa3HbIX Mosekyiax (opmyis! (I). Takas mMonekyma Boabl 00pa3yeT MOCTHK
MEKIY OTPHLATCITBHO U MOJOKUTEIBHO 3aPsHKCHHBIMH IPYNIIAMH OBHTTEP-HOHA. [[BE TOMOJHATEIBHBIC MOJICKY JIbI
BOJIBI 00PA3YIOT MEKMOJICKY JLIPHBIH MOCTHK MEXy AByMs atoMamu N2. Jlmuns! cszu C-O/C=0 u3 kapOoKCHIbHOH
TPyIIBI OBUTH OJWHAKOBBIMH. VIMETOCh TPH OCTATOYHBIX NMHKA 3JICKTPOHHOH IUTOTHOCTH, MPUITMCAHHBIX aTOMaM
BOOpoaa BOKpyT aroma N1. COOTBETCTBCHHO, MPEAIONIAracTcs, uro Moyiekyia (popmyis (1) mpeacrasnsama codoi

IBHTTEP-HOH B KpHcTaiLie Gpopmsl 2 ((ur. 7B).

Bxrouenue 6 onucanue uzobpemenus nocpeocmeom ccoliiKu

Bee myOnukanmy M NATEHTHI, YIOMSAHYTBHIC B HACTOSIIEM JOKYMEHTE, TEM CaMbIM B IIOJIHOM OOBEMe
BKJIIOUEHBI IOCPEACTBOM CCBUIKH, KaK €CIIH OBl Ka’KAas OTACIbHAA ITyOIHKAINA HIH IATCHT ObLIM CTICIHAIBHO U IO
OTACIBHOCTH YKAa3aHBbI I BKIIOUCHHA MOCPEACTBOM CCBUIKH. B cIyuyae mpoTHBOpEUHs, HACTOAMIAA 3a4BKa, B TOM

YHCIIC EFOObIC MPUBEACHHBIC B HEHf OMpeAcIcHIs, OYACT HMETh MPSUMY ICCTBCHHY IO CILTY.

Oxeusanenmot

Xotst OblIH OOCYKICHBI KOHKPETHBIC BAPHAHTHI PEATH3ANUH INPESIMETA HACTOSMICTO H300PETCHUS,
MPUBEICHHOE BBIMIC OMHCAHUE SBIACTCS HIUTFOCTPATUBHBIM, 4 HC OTPAHHYHBAOINMM. MHOTHE BAPHAHTHI HACTOSILECTO
H300pPETCHUS CTAaHY T OUCBHIHBI CIICIHATHCTAM B TAHHOHW 00JACTH TEXHUKHU MOCJIC PACCMOTPSHHS JAHHOTO OTHCAHUS
u (popMy JTBI H300PCTCHUA, MPUBCACHHOM HIOKE. [10THBI 00BEM HACTOSIIECTO H300PSTCHUS JODKCH OBITH OTPCICICH
MyTeM PacCMOTpPeHHs (POPMYJIBI H300PETCHHSA BMECTE C IOJHBIM OOBEMOM €¢ JKBHBAJCHTOB W OIUCAHHS

I/1306peTeHI/I}I BMCCTC C TAKHMH BAPHAHTAMH.
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®OPMYJIA H3OBPETEHUA

1. Kpucraammueckoe COCAHHCHUS, IMCIOIIEE CTPYKTYPY coryiacHo popmyie (1),

NH,
HO P OH

H,N | N Y\” ” OH
N—O O D.

2. Kpucrammdeckoe COCAMHCHHE 0O M. 1, OTIMYAKOIIESCA TEM, 4YTO YKA3aHHOE COCOUHCHHE
COJbBAaTHPOBAHO.

3. Kpucramiuieckoe COSAMHEHHUE N0 1. 1, OTIHYAIOIIEECs TEM, YTO YKA3aHHOE COCAUHCHHE NPEACTABIACT
coboit ruapar.

4. Kpuctannuyeckoe COCAUHEHUE MO M. 3, OTAMYAOLICECS TEM, YTO YKA3aHHOEC COCAMHCHUE MPEACTABIICT
coboi MOHOTHApAT.

5. Kpucrammmieckoe coeuHeHHe mo 1. 4, 3HaueHus 20 koroporo coctaBmmoT 8,4 + 0,2, 13,6 £0,2, 16,5+
0,2,168+0,2,214+02u284+0,2.

6. Kpucraammueckoe cOeAMHEHHE 1O 1. 5, 3Ha4ueHUs 20 koToporo cocraBmiroT 8,4 + 0,2, 13,6 £0,2, 16,5 +
0,2,16,8+0,2,193+0,2,204+0,2,214+02u284+0,2.

7. KpucTtaammueckoe COSAHHCHHE 1O 11. 6, 3Ha4UeHus 20 koToporo cocraBmiroT 8,4 + 0,2, 13,6 +£0,2, 16,5 +
0,2,16,8+0,2,193+0,2,199+0,2,204+0,2,21,4+0,2,245+0,2,26,5+ 021 284+0,2.

8. Kpucrammieckoe coeuHeHHE 1o 1. 7, 3HaueHus 20 xotoporo cocrasmsior 8,4 £0,2, 11,5+0,2, 13,6 +
0,2,16,5+£0,2,16,8+0,2,19,.3+0,2,19,9+0,2,204+0,2,21,4+0,2,21,8+0,2,24,5+0,2,26,5+£0,2,27,5+£0,2,
280+0,2,284+0,2,300£0,2u324+0,2.

9. Kpucrammmgeckoe COCIMHCHHEC TI0 11. 8, HMCroniee Ju(PaKTOrpaMMy, IO CYIIECTBY TAKYH), KaK MOKA3aHA
Ha Owr. 1.

10. Kpucranmnmueckoe COSAMHECHHE MO 1. 3, OTJIMYAKOIIEECS TEM, UTO YKA3aHHOE COCAUHCHHE MPEACTABIISCT
COOOM TUTHIpPAT.

11. Kpucranmueckoe coeauaeHuE 10 1. 10, 3HaUCHU 26 KOTOpOro coctaBaroT 12,9 +0.2, 13,5+0,2, 15,7
+02,17.0+£0,2,29,7+0,2u33,7+0,2.

12. Kpucranmueckoe coeauHeHuUE 1o 1. 11, 3HaueHU 26 KoToporo coctaBmarot 12,9 +0.2, 13,5+0,2, 15,7
+02,17.0+£0,2,20,3+0,2,289+0,2,297+0,2u33,7+0,2.

13. Kpucranmmueckoe COCAMHCHHUE 1O 1. 12, 3HaUCHUS 26 KOTOpOro coctaBmaroT 12,9+ 0.2, 13,5+0,2, 15,7
+0,2,17,0+£0,2,19,6+0,2,20,3+0,2,262+0,2,289+0,2u29,7+0,2u33,7+0,2.

14. Kpucrammueckoe coeaAuHEHNE 10 1. 13, 3HaucHmsA 20 koToporo coctaBmroT 12,9+ 0.2, 13,5+0,2, 15,7
+0,2,17,0+£02,19,1+0,.2,19,6+0,2,203+0,2,21,1+0,2,21,4+02,262+0,.2,272+0,2,289+0,2,29,7+
0.2,322+02u337+£0,.2.

15. Kpucrammieckoe cCOCAWHCHHE MO 1. 14, mMeromee Au(pakrorpaMMy MO CYHICCTBY TaKyIO, KAk
nokasaHa Ha ®wr. 2.

16. ®apmaneBTHUECKas KOMIIO3HIMSA, COACpPKAmas colb Mo modomy w3 I 1-15 w oxwsH wmm Gomnee
(I)apMaI.[CBTI/I‘ICCKI/I TMPUEMJICMBIX BCTOMOTaTCIIBHBIX BEIIICCTB.

17. Cnoco0 mosryueHAS KPACTAUTAYCCKOTO COCAUHCHIS, HMCIOIICTO CTPYKTYpY cornacHo (opmye (1):
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BKJTIOYAOLTUH:

a) MOJIyYCHHUE CMECH, Coaeprkarueii coenuHeHue (hopmyst (I) u pactBopurens; u

0) kpucTaTu3awmo coequaeHUA (popmy el (1) w3 cMmecu, coaeprxamei coeauaeHue Gopmy s (1).

18. Cioco6 mo m. 17, cormacHo KOTOPOMY KPHCTALUTHICCKOEC COCTUHCHUC MMPESACTABIHICT COOO0MH COMBBAT.

19. Cnoco6 mo 1. 18, cormacHo KOTOPOMY YKa3aHHBIN COJIBBAT MPEACTABIHICT COOO0I THIapar.

20. Cmoco6 mo modoMy w3 .. 18 mm 19, cortacHo KOTOpoMy YKa3aHHOE COCIMHCHHUE MPEICTABIACT COO0MH
MOHOTHUIPAT.

21. Cmoco6 mo modomMy w3 .. 18 mm 19, cortacHo KOTOpoMy YKa3aHHOE COCIMHCHHUE MPEICTABIACT COO0MH
JHUTHOPAT.

22. Cmoco6 mo m. 17, cormacHO KOTOpPOMY pPacTBOPUTCIh BBIOpAaH W3 AUCTOHHUTPUIIA, AHH30J]A,
JUXJTOPMETAHA,  3TAHOJA,  HM3OMPOMHIALETaTa, METWI-Tper-OyTtuioBoro 3pupa (MTBE), H-renraHa,
Terparuapodypana, BOIBI H UX CMECCH.

23. Cnoco0 mo m. 22, COTJIaCHO KOTOPOMY PACTBOPHTEIIb BHIOPAH U3 ALICTOHUTPHIIA, STAHOA, MCTHII-TPET-
Oytunosoro >pupa (MTBE), Boxs! i HX cMece.

24. Cnoco6 mo 1. 17, COrIacHO KOTOPOMY PacTBOPHTEIb MPEACTABIBIET COO0 CMECh, COACPIKAILYIO BOAY.

25. Croco6 mo 1. 24, COTIACHO KOTOPOMY CMECh JOTIOTHHTEIFHO COACPIKHT PACTBOPUTETb, BRIOPAHHBIH H3
3TaHOJIa, H30MPOTIAHOIA, METAHOMA, TeTparuapo(ypana, 1,4-THOKCaHa, ACTOHUTPHIIA U ALCTOHA.

26. Crioco6 mo 1. 24, COTIACHO KOTOPOMY CMECh JOTIOTHHTEIFHO COACPKHT PACTBOPUTEITb, BRIOPAHHBIH H3
3TAHOJIA, ALCTOHHTPHIA, TUITHIIOBOTO 3(hHpa, TeTparuaApodypaHa U uxX cMeceii.

27. Cmoco6 mo oboMy u3 IL.I. 17-26, COTTaCHO KOTOPOMY CMECh, coaep kamas coeauHeHue (popmysr (1)
H PACTBOPHTEIb, MPEACTABICT COOO0H PCAKLIHOHHYK) CMECh.

28. Cnoco0 mo moboMy w3 .11, 17-27, COTTACHO KOTOPOMY CMECh JOMOTHHTCIBHO COACPIKUT 3aTPABOTHBIC
KPHCTAJLTBL

29. Cmoco6 1o 1. 28, COTIacHO KOTOPOMY 3aTPABOYHBIC KPUCTAILTHI JOOABIIIIOT B KOJTHUCCTBE, BRIPAYKCHHOM
B MPOLCHTAX IO MACCE OTHOCHTEILHO MACCHI BCCHf CMECH, BRIOPAHHOM 13 MpuMEpPHO 1 % Macc., mpuMepHO 2 % macc.,
mpumepro 3 % macc., mpuMepHO 4 % Macc., mpumepHO 5 % macc., mpuMepHO 6 % Macc., mpumepHO 7 % Macc.,
mpumepHo 8 % Macc., mpumepHO 9 % macc. u npumeprO 10 % Mace.

30. Cmoco6 mo m. 28 wmm 29, COTTACHO KOTOPOMY 3aTPaBOYHBIC KPHCTAJLIBI TOOABIAIOT B KOJTHUYCCTEC,
BBIPDKCHHOM B NPOLCHTAX IO MAcce OTHOCHTEIBHO MACCHI BCCH CMECH, BBHIOPaHHOM W3 mpuMepHO 1 % macc.,
mpuMepHO 2 % macc., mpuMepHO 3 % macc., mpuMepHo 4 % Macc., mpuMepHO 5 % Macc. u npuMepHO 6 % Macc.

31. Cooco6 mo arodomy u3 .. 28-30, COTIacHO KOTOPOMY 3aTPABOYHBIC KPHCTAJLUIBI IPEACTABILIIOT COOOH
3aTpaBovHbIC KpUCTALIB! (popmbl 2 Gopmysr (1).

32. Cnoco0 mo mobomy w3 mu. 28-31, cOriacHO KOTOPOMY 3aTPaBOYHBIC KPHCTAIIIBI ITOJBEPTarOT
H3MCTBUCHHUIO.

33. Cnoco6 mo mobomy u3 .. 17-32, cOTIIacHO KOTOPOMY CMECh, coacpkamas coeauacHue popmy st (1),

npeacTaBisieT coboi pacTBop.
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34. Cmoco6 mo 1. 33, COTIIaCHO KOTOPOMY YKA3aHHBIH PaCTBOP COACPKAT HCOUHIICHHOC TBCPIOC BEIICCTRO,
coaepxkamee coequaeHue (popmy sl (1), paCTBOPEHHOE B PACTBOPHTEIIC.

35. Cmoco6 mo 1. 33, cOrJIaCHO KOTOPOMY PAcTBOP MPEACTABIIACT COO0I PCAKIIMOHHY IO CMECh.

36. Cnoco6 mo mobomy u3 .. 17-35, cornacHo KOTOpoMy CMECh, CoacpKamas coeauaeHue (popmy s (1),
MPEACTABIACT COOOH pacTBOP, MPH 3TOM CTAAWA KPHCTALIH3aImu coeauHeHUA (popmyer (I) U3 yka3aHHOW cMecH
BKITIOYACT JOBCACHHC PACTBOPA 10 MCPEHACHIIICHUS C TEM, YTOOBI BBI3BATH OCAKIACHHE coeauHCHHA (popmysl () u3
pactsopa.

37. Cmoco6 mo m. 36, COTJIACHO KOTOPOMY CTaus JOBCACHHSA PACTBOPA IO NCPCHACHIIICHHA BKITFOYACT
MEJICHHOE JOOaBICHUE aHTHPACTBOPHUTEIA, OXJIAKACHHE PACTBOPA, YMEHBIICHHE 00BEMA PACTBOPA WK JHOOYIO HX
KOMOHHAITHIO.

38. Cmoco0 mo m. 36, COTrJIaCHO KOTOPOMY CTaausA JOBCACHHUSA PAcTBOpPA 0 NMEPCHACHIIICHHA BKIIIOYACT
MEJICHHOE J00ABICHHE AHTHPACTBOPHTENA.

39. Cnoco6 mno m. 36, COINIACHO KOTOPOMY CTaausl MOBEICHMA PAcTBOPA IO IEPECHACHINCHUSA BKIIOYACT
OXJIKACHUE PACTBOPA JO TEMICPATYPBI OKPY KAFOIICH Cpe bl HITH HIKE.

40. Croco6 mo mro6oMy u3 m.1m. 17-32, cOTIaCHO KOTOPOMY CMECh, coaep Kammas coequaeHue (popmysi (1),
npeacTaBiseT CoO0H CyCHCH3HIO.

41. Cnoco6 mo m. 40, COrIaCHO KOTOPOMY CYCHCH3HS COACPKHT HCOUHWINCHHOS TBEPAOC BCIICCTBO,
coaeprkaree coenuHeHue (popmy st (1).

42. Cnoco6 mo mobomy u3 m.om. 34, 36-39 u 41, cornacHO KOTOPOMY HECOUHINCHHOC TBEPJOC BCILECCTBO
COAEPKHUT OT mpuMepHO 70% a0 mpumepHO 90% coemuneHus (hopmy sl (I).

43. Cnoco6 mo mrobomMy u3 mum. 17-42, MOMOTHHUTEIPHO BKITIOYAIOLIMHA BBIACICHHC KPUCTALTHYCCKOTO
COCTHHCHHSL.

44. Cmoco6 mo m. 43, COrTacHO KOTOPOMY BBIICICHHC KPHCTAJUTHUCCKOTO COCAWHCHHS BKJIHOYACT
(PUITHTPOBAHHE KPUCTAIH30BAHHOTO COCAHMHCHHUS H3 CMECH.

45. Cmoco6 no 1. 43 wm 44, TOMOJHHUTEIPHO BKIIFOUAOINME CYIIKY KPHCTAJUTMYECKOTO COCAUHCHHUS TPH
IIOHWKCHHOM JABJICHHUH.

46. Cnoco6 mo mobomy u3 m.11. 17-45, cornacHo KOTOPOMY YHCTOTA KPUCTALTHYCCKONH (POPMBI COCTUHCHHS
(popmynsl (I) BeiOpana w3 mpumepao 90%, mpumepHo 91%, mpumeprO 92%, mpumepro 93%, mpumepHO 94%,
npuMepHo 95%, mpumepro 96%, pruMepHO 97%, mpuMepHO 98% 1 mpuMepHO 99%.

47. Cnoco6 mo mrodoMy w3 .. 17-46, COTIACHO KOTOPOMY KPHCTAUTMUCCKOC COCAMHCHUC MPCACTABIIACT

co0oii KpHCTaTHYECKOE COCAMHEHHE TI0 TF000My u3 .. 1-14.



175

Duz. 1

®opuMa 1

A5G,

HIHTEHCHBHOCTE (OTCUETHI)

R~

ADGH -

2-TeTa (Tpamychl)

S
S

2

Ui DopMa 2 H3 ipeMepa 2D
& ®opmMa 2 w3 npuMepa 2E
2508 ’

IS -

WBETeHCHBHEOCTE (OTCYETEI)

G -

:,’.\.-%:_,,—35_\;\'%:!;.‘ %
£ 0w 1 O T 23 ;
2-TeTa (TPagycCHl)




Duz. 3

2/5

M
T ST AT AR A P

#

Macca (%)
&

Ssmes frar,

@opmMma 1

188.4°C

‘‘‘‘‘‘

116.2°0

T

!
PN
128 8°C a5 3o

r’&,a\mgum&\l'\

\

¥
184.4°C

N
AN

13

<0 8

-3 &

50
Bospactaronmi
’K30TepMEUecKEit SddexT

duz. 4

d

b4

%

100 150
Temmepatypa (°C)

T

200

G40
163 u{mw&::“mm“ .
N,
L
A
.
1Y

%
b

Macca (%)

&3

E.:}"f.

4000 0. 0 A 8 01180081, B 03 0 o 8 8 B A 10 0 0 B Tt A

N

4700

s ina s b,

%

\Q’\w‘?f B°C

,,,,,,

250

44
B ozpacTarommuii

B

5

8 W0 @

Temmepatypa (°C)

5K30TepMITIecKHi 3¢ et

Tenropoii roTok (BT/T)

TenroBoii roTok (BT/T)



3/5

duz 5

E 0K e 25 °C, 60% oTEOCHTEMEHOH BRAKHOCTH
5 40 °C. 75% 0TROCHT&NbLHOH BEAKHOCTH
5 f 30 °C, 56% oTROCHTELEOH BRAXKHOCTHE
hvd - Dopma 2
§ 3008 -
1}3..
: I
2 - =g .
g s i i
G ] M,

E \‘%’\M‘w. ;E L

Hrotng et ELVC TR TNE NGRS

0 §$ .:59 l 8% :*333 35
2-Tera (Tpagych)
Duz. 6
1050 Bosa ips 20 °C
Boga mpr 30 °C
i TTocre HCIBITARKA

v s s

HIHTEeHCHBHOCTH (OTCUETHI)

SRR PO

WG
‘\-‘«1,,,_\"
ﬂ 2 ~ § . ? = ‘: ¥ s ¥ ; ¥
E] R % e 38 30

... 2-TeTa (Tpatycnr)



4/5

Duz. 74

AcvMMeTpHUHasA guehKa

Duz. 7B

Ilepenada mpoToHa




575

Duz. 8

AnmopdHOe coequrerRe QOPMYIEL (1)

IHTEHCHBHOCTE (OTCIETHL)

Ay
2-teta (Tpamycel)



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

