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OIIUCAHUE U30BPETEHUA
2420-573259EA/061
TBEPAOTEJIBHBIE ®OPMMBbI (S)-2-(((S)-6,8-1UDPTOP-1,2,3,4-
TETPATUAPOHA®TAJIUH-2-UJI) AMHNHO)-N-(1-(2-METHWJI-1-
(HEOIEHTUJIAMUWHO)ITPOITAH-2-UJI)-1H-UMHA TA30JI-4- W) [IEHTAHAMUJIA U
X IPUMEHEHUA

OBJIACTb TEXHHKH, K KOTOPOM OTHOCUTCSA U30EPETEHHE

[0001] Hacrosimee wu3o0peTeHHe OTHOCUTCS K: a) TBEPAOTENbHBIM (opmam
runpodpomuanbix cojeit (S)-2-(((S)-6,8-mudrop-1,2,3,4-reTparuapoHadTanuH-2-uia)aMuHO)-N-
(1-(2-meTmn- 1-(HeoneHTHIaMUHO )iponaH-2-wi)- | H-umunason-4-win)nearanamuga
(«coenmunenue 1»); b) dapmaneBTUYECKUM KOMIO3UIUSAM, COIEpKAllUM OIHY MU Ooee
TBEPIOTEIbHBIX (POpPM TUAPOOPOMHUIHBIX COjiell coeauHeHUss 1 ©, He0Os3aTeNbHO,
(apManeBTHUECKH TMPHEMJIEMbIH HOCUTENb; C) Ccroco0aMm JIeUeHHsl OmyXoyiel  Hiu
OHKOJIOTMYeCKHX 3a0oJeBaHUIl BBeNEHHEM OAHOH wiu Oojee TBEPAOTENbHBIX (HOpM
ruapOoOPOMUIHBIX coyiell coenuHeHus1 1 cyObekTy, Hykparomemycs B 3ToM; u d) cmocobam
NIOJIy4EHUS TBEPAOTENbHBIX (POPM rHAPOOPOMUIHBIX COJIEH COeUHEHMs 1.

YPOBEHb TEXHUKH

[0002] (S)-2-(((S)-6,8-mudprop-1,2,3,4-rerparunponadranun-2-ui)amMuHo)-N-(1-(2-
MeTHI- | -(HeoneHTHIIaMUHO )ipornian-2-wui)- | H-umunazon-4-un)nearanamuy  («coenquHeHue 1»)
SBJIIETCSI MHTUOUTOPOM TaMMa-CeKpeTasbl, KOTOPbII MOXKET WHTMOMPOBATH MPOAYLIUPOBAHHE
AB-nenTunos.

[0003] He Bce coemuHeHus1, SBISIOLINECS] MHIMOUTOPAMHU raMMa-CeKpeTasbl, 00JanaroT
XapaKTepUCTHUKaMH, OOECIeYMBAIOIIMMY HAWIYYIINA MOTEHIMAN Ml TOTo, 4YTOOBI CTaTh
NOJIE3HBIMU TEPaNeBTUYECKUMHU cpeacTBamu. HekoTopele M3 3THX XapakTEPUCTUK BKIIIOYAIOT
BBICOKO€ CPOZCTBO K raMMa-CeKpeTase, MPOAOKUTENbHOCTh A€3aKTUBALIUU I'aMMa-CeKpPeTasbl,
OMOMOCTYMHOCTh TMPHU MEPOPATbHOM BBEIECHUH, pAaCHpeiesieHHe B TKaHAX, CTa0WJIbHOCTH
(HampuMep, TEXHOJOTHYHOCTh MPH MOJYYEHUHU MPENapaToB, CIOCOOHOCTh K KPHCTAJUTH3ALMH,
CPOK TOAHOCTH). braronpusiTHele XapakTEPUCTUKU MOTYT OOECIEeYUTh IOBBIIICHUE
0e30MacHOCTH, TePEHOCUMOCTH, 3()(PEKTUBHOCTH, TEpPanmeBTUYECKOrO HHIAEKCA, JIydllee
COOMIONIeHNe TAIMEeHTOM pPEeKUMa ©  CXEMbl JIEYeHHUs, OOJNBLIYI0 3KOHOMHYECKYIO
3¢ (eKTUBHOCTD U JYYIIYIO TEXHOJIOTUYHOCTD MPOM3BONICTBA U T.1I.

[0004] Kpome TOro, BbAENEHHE H TOJYY€HHE B TMPOMBIIUICHHBIX MacmTabax
TBEPIOTEIBbHBIX (POPM TUAPOOPOMHUIHBIX COJNIEH COeNMHEHHsI 1, a Takke COOTBETCTBYOIIUX
(apManeBTHYECKNX MpenapaToB, OOJANAIOIMX NPUEMJIEMbIMH CBOWCTBAMH B TBEPAOM
COCTOSIHUHU (BKJIFOYAs] XUMHUECKYI0 CTOWKOCTb, TEPMHYECKYIO CTa0MIIBHOCTB, PACTBOPUMOCTD,
THTPOCKOITUYHOCTD W/MIJIM pa3Mepbl YacTUL), SBISIFOIIUXCS TEXHOJOTHYHBIMU C TOYKU 3PEHUS
BO3MOYKHOCTH OCYIIECTBJIEHHS POU3BOACTBA (BKJIIOYAst BBICOKUI BBIXOJ MPOIYKTA, OTCYTCTBHE
3arpsA3HAIOINAN npuMecen npu KPUCTaJUIU3aLIUH, $unbTpaLOHHbIE CBOJCTBA,
BJIArOIOTJIOTUTENIBHYIO CIMOCOOHOCTh M CIIOCOOHOCTH — TMOABEPraThbCs HM3MENbUEHHUI0) U

CIIOCOOHBIMHU MOABEPTraThCsi 00padOTKE JJIsl MPOU3BOACTBA MPENapaToB (BKIIOYAs yCTOHUHUBOCTD



K BO3JEHCTBHIO BBICOKOTO JaBIEHMS WJIM YCWIHMH TIpeccoBaHUs TpPH TaOJIETHPOBAHUM),
COTIPSIKEHO C PSIOM MPOOIIEeM.

[0005] CootBercTBEHHO, B HACTOsIIEE BpEeMsl CYLIECTBYET MOTPEOHOCTh B OAHON HIIH
HECKOJIbKUX TBEPAOTENbHBIX (opMax TUAPOOPOMUMAHBIX CoONell coequHeHus 1, KOTopbIe
o0nafaroT nprueMiIeMbIM O0aTaHCOM 3TUX CBOWCTB M MOTYT HCIIOJb30BATHCS MPH MTPUTOTOBJICHUH
(apmaLieBTHYECKH TPUEMJIIEMBIX TBEPABIX JIEKAPCTBEHHBIX (HOPM.

KPATKOE OITUCAHUE N30BPETEHUSA

[0006] B onHom acnekTte Hacrosiee H300peTeHHE OTHOCHTCS K TBepAod (opme
rUIpOOpOMUIHON conu coenuHenus 1. B ere oqHOM BapuaHTe OCyliecTBIIeHUs TBepaas Gopma
npenacTasisier cobol KpucTammudeckyo Gopmy ruapodpomunHoil comu coenunenus 1. B eme
OJHOM BapHaHTE OCYIIECTBJICHUS TBepaas (opMa NPEeACTaBiIsieT COOOW KPHCTAJLTHUECKYHO
dbopmy mTUrHIPOOPOMUIHOM CoNu coenuHeHus 1. B apyrom BapuaHTe OCyINECTBICHUS TBepAAast
dbopma mpencrasisier codoit amopdHyro GopMy TUTHAPOOPOMHUIHON COM COeTUHEHNs 1.

[0007] B omHOoM acmekTe Hacrosimee H300peTeHHEe OTHOCHTCS K KPUCTAJUTMYECKON
dbopme  rugpobpomumuoirt  comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-

win)aMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponas-2-mi)- | H-umunazon-4-
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BBIOPAHHOW U3 TPYIIIBL, COCTOSLIEH 13

win)neHrasamuna Gopmys (I)

a) kpucramumueckoil @Popmbl A, rae Popma A XapakTepusyercss MOPOLIKOBOM
penTrenosckoii audpaxrorpammoii (ITPAT), conepxarueii muku npu 8,8 + 0,2, 9,8 +£ 0,2 u 23,3
+ 0,2 rpaaycax Ba TeTa;

b) kpucrannuueckoir @opmel B, rne @opma B xapakrepusyercs TP/, mo cymectBy
npeacTaBieHHON Ha durype 4;

¢) xpucramnudyeckoi @opmel D, rne @opma D xapakrepusyercs IIP/II, no cymectBy
NpeACTaBICHHON Ha urype 11;

d) kpucrannuueckoii @opmel E, rne @opma E xapakrepusyerca IIP/II, no cyuecty
NPEACTABICHHON Ha urype 14;

e) xkpucramumueckon @opmel F, roe ®opma F xapakrepusyerca IIP/I, no cymecTBy
NpEeACTaBICHHON Ha urype 17;

) xpucrannmuueckoit @opmel F', rne @opma F’ xapakrepusyercsa I[IP/II, mo cyuiectBy
npencraBieHHON Ha urype 18;

g) xpucramumueckoii @opmel G, rne Popma G xapakrepusyercsa 1P/, mo cymecTtsy
NPEeACTaBICHHON Ha urype 21;

h) kpucrannuueckoit @opmsl H, rae ®opma H xapakrepusyercs IIP/II, no cymecTBy

NPEACTABICHHON Ha purype 22;



1) kpuctannuueckoin @opmsl H', rne @opma H' xapaxrepusyercs IIP/II°, no cymecTsy
npeacTaBiIeHHON Ha urype 23;

J) xpuctamnudyeckoit @opmel J, rne @opma J xapakrepusyercs IIPJII, mo cyuectBy
NPEACTABICHHON Ha purype 24;

k) kpucranmuueckont @opmsl K, rae ®@opma K xapakrepusyercs IIP/II, no cymecTBy
NpeACTaBICHHOM Ha urype 25;

1) xpucranmuueckoii @opmel L, roe @opma L xapaxrepusyercs IIPJI, no cymecTsy
npeacTaBieHHON Ha urype 26;

m) kpuctamundeckoii @opmsel M, roe @opma M xapaxrepusyercs IIP/II, no cymectBy
NpEeACTaBICHHON Ha purype 29; u

n) kpucrammueckor @opmel N, rone ®opma N xapaxrepusyercs [IP/II, no cymecTBy
npenacTaBieHHoi Ha purype 30.

[0008] B omHOoM acmekTe Hacrosiiiee H300pETEeHHE OTHOCUTCS K KPHUCTAJUINYECKOM
®opme A ruapodpomumHoi comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-

win)amMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMUHO )ITponas-2-mi)- | H-umunazon-4-
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[0009] B onHOoM BapuaHTe OCyIIeCTBIEHHs Kpucramindeckas Popma A sBisercs

wi)neHraHamuna Gopmys (I)

@,

0e3BOTHOM.

[0010] B npyrom BapuaHTe OCYLIECTBIEHHs TEMIIEpaTypa IJIaBJIE€HHs KPUCTAINIECKOM
®opmel A paBHa npumepHo 254°C.

[0011] B ngpyrom BapuanTe ocymectBienuss ®opma A xapakrepusyercs [IP/IL,
coneparueit muku npu 8,8 + 0,2, 9.8 £ 0,2 u 23,3 + 0,2 rpanycax nBa Tera. B qpyrom BapuanTe
ocywmectBieHust @opma A xapakrepusyercs [IP/II°, comeprxammeit muku npu 8,8 £ 0,2, 9,8 £ 0,2,
233 £ 0,2, 254 £ 0,2, 28,0 + 0,2 u 29,3 + 0,2 rpagycax nBa Tera. B apyrom BapuaHTe
ocymectBieHuss @opma A xapakrepusyercs [IP/II', comeprxammeit muku npu 8,8 £ 0,2, 9,8 £ 0,2,
20,0+0,2,23,3+0,2,25,4+0,2,28,0+0,2,29,3+0,2u 32,5+ 0,2 rpanycax aBa TeTa.

[0012] B npyrom Bapuante ocymectBieHuss ®@opma A xapakrepusyercs [P/, mo
CyLIeCTBY TpencTaBieHHON Ha ¢urype 1. B apyrom Bapuante ocymecteieHuss @opma A
XapakTepusyeTcsi mMpoduieM TepMOrpaBUMETpUIeckoro ananusa (thegmogravimetric analysis -
TGA), no cymecTBy mnpencraBieHHbIM Ha ¢urype 2. B nmpyrom BapuaHTe OCYIIECTBIICHHUS
®opma A xapakrepusyercs mnpodmiem muddepekunanbHON CKAHUPYIOMIEH KaJOPHUMETPHH
(differential scanning calorimetry - DSC), no cymecTBy npeacTaBieHHbIM Ha Gurype 3.

[0013] B npyrom BapuaHTe OCYINECTBJICHUs »OJeMeHTapHas sueiika @Dopmbl A
WHJEKCUPOBaHA KaK MPUMHUTHUBHAS MOHOKJIMHHAS.

[0014] B npyrom BapuaHTe OCYILECTBJICHUsI OJeMeHTapHas sideiika Dopmbl A



XapakTepusyercsi CIeAyIOIIMMH TapaMeTpaMH: 3HadeHHe a paBHO npumepHo 10,035 A,
3Havenue b pasHo mpumepno 7,532 A, u 3Hauenue ¢ paBHo mpumepHo 20,092 A B apyrom
BapUaHTE OCYILECTBJIEHUS] 00bEM 3JIeMEeHTapHO stueiiku Popmbl A paseH npuMepHo 1518,1 Al

[0015] B nppyrom Bapuante ocyuectBieHus @Popma A SBIsETCS IO CYLIECTBY
cBOOOHOM OT Apyrux noauMopdHbIx GopM. B omHOM BapuaHTe OCylIeCTBIEHHs TOIUMOpdHAas
gyucrora PopMbl A cocrasisieT o MeHbinel mepe 90%. B omHOM BapuaHTe OCyIeCTBIEHUS
nonuMopdras uncrora Popmsl A COCTABIAET 1O MeHbIIeH Mepe 99%.

[0016] B npyrom BapuanTe ocymectBienus Popma A XapakTepusyeTcss OIHUM WU
Oosee U3 crnenyrmuUXx nokasarenei pasmepos vactun: D[V,0.10] B unrepsase ot npumepHo 0,5
MKM 710 npumepHo 15 MM, D[V,0.50] B unTepBane or npuMepHO 2 MKM 110 pumepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MKM 10 npuMepHo 600 mxm unu D[4,3] B unTepsaie ot
IPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0017] B onmHOM acmekTe Hacrosiiiee H300pETEeHHE OTHOCUTCS K KPHUCTAJUINYECKOM
®opme B rumpobpomupnoii  comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-Terparuaponadranus-2-
win)amMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMUHO )ITponas-2-mi)- | H-umunazon-4-

win)nearasamuna Gopmys (I)
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[0018] B omnom Bapumante ocyuectieHuss Popma B xapakrepusyercs IIP/I, mo

@,

CYLIECTBY IIPEACTaBIEHHON Ha purype 4.

[0019] B npyrom Bapuante ocyuectieHust @opma B siBnsieTcst o cymecTBy cBOOOAHOM
oT apyrux nonumopdHeix Gopm. B apyrom BapmaHTe OCyIIECTBIEHUS MOIUMOP(HAS YUCTOTA
®opmel B cocraBmsier mo Menblieit Mepe 90%. B nmpyrom BapuaHTe OCYLIECTBJICHHS
nojumop¢Has unctora @opmel B cocrasnser no Menblei mepe 99%.

[0020] B npyrom Bapuante ocyuiectBieHuss @opma B xapakrepusyercs OnHUM HIU
OoJiee U3 clenyrOIUX Mokaszareneii pasmepos yactuil: D[V,0.10] B uarepBase ot npumepro 0,5
MKM 710 npumepHo 15 mxMm, D[V,0.50] B unTepBasne or npuMepHO 2 MKM J10 pumMepHO 30 MKM,
D[V,0.90] B unrepsane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm niu D[4,3] B untepsaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0021] B omHOM acmekTe Hacrosiiiee H300pETEeHHE OTHOCUTCS K KPUCTAJUINYECKOM
@®opme C rugpobpomumnHoii comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponas-2-min)- | H-umunazon-4-

win)nearaHamuga Gopmyier (1)
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I7ie N paBHO MpUMepHoO 1-3.

[0022] B ognom BapuanTe ocyiuectsienust @opma C obnanaer OAHOIN MM HECKOJIbKUMHU
XapaKTEePUCTUKAMH, BBIOPAHHBIMHU M3 TPYTIbI XapaKTEPUCTHK MYHKTOB a)-d):

a) [TP/II", mo cyiecTBy npeacrabieHHas Ha purype 5;

b) TGA mpoduib, O CyIIeCTBY NMpeACTaBIeHHbIH Ha Qurype 6;

¢) DSC npoduib, 1o cyIiecTBy NmpeacTaBieHHbIH Ha Gurype 7; u

d) TGA npodwunp, conpsukennpiii ¢ HK-cmexktpom (TG-IR), mo cymecTBy
NPEeACTaBICHHBIN Ha urype, BeIOpaHHON U3 rpynmsl Guryp ¢ 8 mo 10.

[0023] B npyrom BapuaHTe OCYUIECTBJICHUS »sjeMeHTapHas sueiika Popmer C
MH/IEKCHPOBaHA KaK MPUMUTHUBHASI pOMOUYECKAsI.

[0024] B npyrom BapuaHTe OCYUIECTBJICHUS »sieMeHTapHas sueiika Popmer C
XapaKTepu3yeTcs CIeAyIoNIMH TapaMeTpaMu: 3HaueHne a paBHO mpumepHo 7,491 A, 3Hadenme
b pasno mpumepro 10,353 A, u 3Hauenue c pasHO mpumepro 48,790 A. B mpyrom BapuanTe
OCYyIIECTBIIEHHs 00BeM 3JIeMeHTapHOH stuetiku Popmbl C cocrasisier mpumepHo 3783,9 Al

[0025] B npyrom Bapuante ocyuectsienus TGA nokassiBaer, utro @opma C Tepser no
MeHblIel Mepe 8% Macc. B AuanasoHe TemnepaTypsl oT npuMepHo 60°C no npumepHo 190°C. B
apyroM BapuaHte ocyiuectsieHuss DSC tepmorpamma @opmbl C nokasblBaeT IepBOe
sHAOTEepMUUeckoe coObiTe mnpumepHo npu 39°C u BTOpOE HHIOTEPMHUUECKOE COObITHE
npumepHo ripu 152°C.

[0026] B npyrom Bapuante ocyuectBieHust @opma C sBISETCS MO CYIECTBY CBOOOTHOMN
OT Apyrux monuMopdHbix (GopM. B onHOM BapuaHTe OCYINECTBJIECHHUs MOJUMOPQHAs YHCTOTA
®opmel C cocrtaBisser no Mesbiniell Mepe 90%. B ogHOM BapuaHTe OCYIIECTBICHHUS
nojumop¢Has unctora @opmer C cocTaBiseT Mo MeHblie mepe 99%.

[0027] B npyrom Bapuante ocyuiectBieHuss @opma C xapakrepusyercs OIHUM HIU
Oonee U3 crenyrOMMX Mokazarenei pasmepos yactuil: D[V,0.10] B uarepBane ot npumepro 0,5
MKM f10 npumepHo 15 mxMm, D[V,0.50] B unTepBasne or npuMepHo 2 MKM J10 pumepHO 30 MKM,
D[V.,0.90] B unrepsane ot npumepHo 8 MKM 10 npuMepHo 600 mxm niu D[4,3] B untepsaie ot
NPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0028] B onmHOoM acmekTe Hacrosiiee H300pETEeHHE OTHOCUTCS K KPUCTAJUINYECKOM
@®opme D ruppobpomumnHoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIAMUHO )ITponas-2-min)- | H-umunazon-4-

wi)nearaHamuna Gopmys (I)



,ﬁé

: \ji J:/\ { HBr
] ﬁ o

[0029] B omnom BapuanTe ocymiectieHus Popma D obOnamaer omgHoW mimm Oonee
XapaKTEePUCTUKAMH, BBIOPAHHBIMHU M3 TPYIIIIbI XapaKTEPUCTUK MYHKTOB a)-C):

a) I[TP/I", mo cyuiecTBy npencrasieHHast Ha gurype 11;

b) TGA mpoduib, o CyIIecTBY MpeacTaBieHHblil Ha purype 12A wnu ¢urype 12B; u

c¢) DSC npo¢wunb, o cyiiecTBy nmpeacTaBlieHHbIH JuHued A wiam auHueil B Ha durype
13.

[0030] B npyrom BapuaHTe OCYIIECTBJICHHS »>JieMeHTapHas sdeiika Popmbl D
WHJIEKCHPOBaHa KaK TPHUMHTHUBHAsT MOHOKJIMHHAs. B JpyroM BapuaHTe OCYIIECTBIICHUS
sneMeHTapHas sdeiika @opmel D xapakTepusyercss CHeyrolUMHU MapaMeTpaMu: 3HA4€HUe a
paBHO TpuMepHO 18,465 A sHauenme b pasHO mpumepno 7,441 A, u 3Hauenme c paBHO
npumepHo 23,885 A. B napyrom BapuaHTe OCYLIECTBIEHHS OOBEM SIEMEHTAPHOH sSdeHKHu
®opmel D cocrasnser npumepso 3250,4 A,

[0031] B opyrom Bapuante ocyimectieHuss TGA Tepmorpamma nokassiBaer, 4to @opma
D tepsier ot npumepso 1,2 no npumepHo 2,5% macc. B 1Hana3oHe TeMIepaTypbl OT MPUMEPHO
24°C no npumepno 109°C.

[0032] B npyrom Bapuante ocyuectBieHuss DSC tepmorpamma @opmbl D nokaseiBaeT
SHAOTEPMUUECKOe COObITHE pUMepHO Tpu 65°C.

[0033] B nppyrom Bapuante ocymectBieHus Popma D sBisercs mo CyuiectBy
cBOOOHOM OT Apyrux nonuMopdHbIX GopM. B omHOM BapuaHTe OCyIIeCTBIEHHs OIUMOpPdHAs
gyrcrota @opmel D cocraBnsier nmo menblieit mepe 90%. B ogHOM BapmaHTe OCyIIECTBIEHHUS
nonumop¢Has uncrora @opmel D cocrapisier nmo meHbineii mepe 99%.

[0034] B npyrom Bapuanrte ocymectsieHuss ®opma D xapakrepusyercss OIHUM HIU
Ooniee U3 clenyrOIMX Mokaszarenei pasmepos vactull: D[V,0.10] B uarepBase ot npumepro 0,5
MKM 710 npumepHo 15 mxMm, D[V,0.50] B unTepBasne or npuMepHO 2 MKM J10 pumMepHO 30 MKM,
D[V,0.90] B unTepsane ot npumepHo 8 MkM a0 npumepHo 600 mxm, unu D[4,3] B uHTEepBaje ot
PUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0035] B omHOM acmekTe Hacrosiiiee H300pETeHHE OTHOCUTCS K KPUCTAJUINYECKOM
@®opme E rugpobpomunuoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)aMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMUHO )rTponas-2-mi)- | H-umunazon-4-

wi)nearasamuna Gopmys (I)
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[0036] B ongnoMm BapuanTe ocyuiectsienus ®Popma E oOnagaer onHOM WM HECKOJIBKUMHU
XapaKTEePUCTUKAMH, BEIOPAHHBIMHU M3 TPYIIIIbI XapaKTEPUCTUK MYHKTOB a)-C):

a) I[TP/I", mo cyuiecTBy npencraBieHHas Ha Gurype 14;

b) TGA npoduib, IO CyIIeCTBY MpeacTaBieHHbIN Ha urype 15; u

¢) DSC npodwuib, 1o cyiiecTBy npeacraBieHHbId Ha urype 16.

[0037] B opyrom BapuanTte ocymectsierus: TGA Tepmorpamma nokassisaer, 4to @opma
E Tepsier mpumeprno 8% macc. B Amamna3zoHe Temmeparypbl oT mpumepHo 28°C no mpuMepHO
120°C.

[0038] B npyrom Bapuante ocywmectsieHus DSC Ttepmorpamma @opmsbl E nokaseiBaer
SHAOTEepMHUUECKOe cobbiTue mpumepHo mpu 80°C.

[0039] B npyrom Bapuante ocyuiectienuss @opma E siBisieTcst o cyuiecTBy CBOOOTHOM
OT Apyrux mnonuMopdHbix (GopM. B onHOM BapuaHTe OCYINECTBIEHHs MOJUMOpPQHAs YHCTOTA
®opmel E cocraBnser nmo wmenblieli mepe 90%. B ogHOM BapuaHTe OCYILECTBJICHMS
nonumop¢Has uncrora @opmel E cocraisier no menbieit mepe 99%.

[0040] B npyrom BapuanTe ocyuiectBieHus Popma E xapakrepusyercs OIHUM HIU
Oonee u3 crenyrOMKX Mokaszareneid pasmepos yactull: D[V,0.10] B uaTepBane ot npumepro 0,5
MKM 10 npumepHo 15 mxMm, D[V,0.50] B unTepBane or npuMepHO 2 MKM 10 puMepHO 30 MKM,
D[V.,0.90] B untepsane ot npuMepHo 8 MKM 10 npuMepHo 600 mxMm, mnu D[4,3] B unTepBane or
IPUMEPHO 5 MKM 110 npuMepHO 200 MKM.

[0041] B onmHOM acmekTe Hacrosiiiee H300pETeHHe OTHOCUTCS K KPUCTAJUINYECKOM
®opme F ruppobpomumuoit comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuapoHadranius-2-
win)amMuHO)-N-(1-(2-metui- 1 -(HeoneHTHIaMHUHO )Tponan-2-mi)- | H-umunazon-4-

wi)neHraHamuna Gopmyst (I)

HBr
F HBr
\I (I).

[0042] B npyrom BapuanTe ocymectienus ®opma F xapakrepusyercs IIPAL, mo

O N=\ NH
R AN
: H

CYLIECTBY IpEACTaBIEeHHON Ha durype 17.
[0043] B npyrom BapuanTe ocymectiaeHus @opma F siBisiercs mo cyuiecTBy cBOOOIHOMN
OT Apyrux mnonumMopdpHeix ¢GopM. B onHOM BapuaHTe OCYIIECTBIEHHUs MOJUMOpQHAs YHCTOTA

®opmel F cocraBisier mo Menbier mepe 90%. B ogHOM BapuaHTe OCYLIECTBJICHMS



nonumop¢Has uncrora @opmel F cocrasnser no MeHbiel mepe 99%.

[0044] B npyrom BapuanTe ocyuectBieHuss ®opma F xapakTepusyercs OJHUM HIU
Oonee U3 crenyrOMKX Mokaszareneid pasmepos yactull: D[V,0.10] B uarepsane ot npumepno 0,5
MKM 710 npumepHo 15 mxMm, D[V,0.50] B unTepBane or npuMepHO 2 MKM 10 npuMepHO 30 MKM,
D[V.,0.90] B untepsane ot npuMepHo 8 MKM 10 pumMepHo 600 mxMm, mnu D[4,3] B unTepBane or
IPUMEPHO 5 MKM 110 puMepHO 200 MKM.

[0045] B onmHOM acmekTe Hacrosiiiee H300pETeHHe OTHOCUTCS K KPHUCTAJUINYECKOM
®opme F' ruppobpomumnoit comu (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuapoHadraniun-2-
win)amMuHO)-N-(1-(2-metui- 1 -(HeoneHTHIaMUHO )Tponan-2-mi)- | H-umunazon-4-

wi)neHraHamuna Gopmys (I)

F 0 N=\ NH
H\:)LHJWN{

HBr
F HBr
\I (D).

[0046] B onrom BapuanTe ocyuiectsienus @opma F' o0nanaer oqHOM MM HECKOJIBKUMU
XapaKTEePUCTUKAMH, BBIOPAHHBIMHU M3 TPYIIIBI, COCTOSIIEH U3 MyHKTOB a)-b):

a) [TP/II", mo cymecTBy npeacrasieHHast Ha purype 18;

b) TGA npodub, O CyIIecTBY MpeacTaBieHHbIN Ha urype 19; u

c¢) DSC npodwuins, no cymmecTBy npeacraBieHHbii Ha urype 20.

[0047] B npyrom BapuanTe ocyuiectBieHuss TGA mnokasbiBaer, uro ®opma F' tepser
npumepHo 12,6% macc. B nuama3oHe temrepaTypbl oT npumepHo 24°C no npumepno 90°C u
Tepsier mpuMepHO 15,6% macc. B quama3zoHe Temmeparypbl oT npumepHo 97°C mno mpumepHO
198°C.

[0048] B nppyrom Bapuante ocyumecteieHuss Popma F' sBnsercs mo cymectBy
CBOOOIHOM OT Ipyrux NomuMop¢HeIX ¢GopM. B omHOM BapuaHTe OCYIIECTBIEHHUs TOJUMOpP(dHAs
gucrota ®@opmel F' cocrasnser nmo menblieit mepe 90%. B ogHOM BapuaHTe OCyIneCTBIEHUS
nonumop¢Has uncrora @opmel F' cocraBnsier no Menbluel mepe 99%.

[0049] B npyrom Bapuanrte ocymectsieHuss ®opma F' xapakrepusyercst oIHUM HIU
Oonee U3 crenyrOIUX Mokaszarenel pasmepos vactuil: D[V,0.10] B uarepBasie ot npumepro 0,5
MKM 0 npumepHo 15 mxMm, D[V,0.50] B untepBasne or nmpumepHo 2 MKM J10 pumepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm nnu D[4,3] B untepsaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0050] B omHOoM acmekTe Hacrosiiiee H300pETeHHE OTHOCUTCS K KPUCTAJUINYECKOM
®opme G ruapobdpomumHoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metui- 1 -(HeoneHTHIAMUHO )ITponas-2-mi)- | H-umunazon-4-

win)neHraHamuna Gopmysr (I)



F
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[0051] B onnom Bapumante ocymectsieHuss ®opma G xapakrepusyerca IIP/II, mo
CYLIEeCTBY MpPEICTaBIeHHOH Ha purype 21.

[0052] B nppyrom Bapuante ocymectBieHus @Popma G sSBIsieTCs MO  CYLIECTBY
CBOOOIHOM OT Ipyrux NomuMop¢HbIX ¢popM. B omHOM BapuaHTe OCYIIECTBIEHHUs NTOTMMOpP(dHAs
grcrota Popmsl G cocraBisier no MeHblieil mepe 90%. B ogHOM BapuaHTe OCyIIeCTBIEHHUS
nonumop¢Has unctora Popmer G cocrasisier MeHbleH Mepe 99%.

[0053] B npyrom BapumanTte ocymecteienus ®@opma G xapakTepusyeTcss OIHUM WU
Oonee U3 crenyrOIMX Mokasarenel pasmepos vactuil: D[V,0.10] B uarepBasie ot npumepHo 0,5
MKM 0 npumepHo 15 mxMm, D[V,0.50] B untepBasne or npumepHo 2 MKM 10 pumepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm niu D[4,3] B unTepBaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0054] B onmHOM acmekTe Hacrosiiiee H300pETeHHE OTHOCUTCS K KPUCTAJUINYECKOM
®opme H ruppobpomumnoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranius-2-
min)amMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMUHO )ITponas-2-nin)- | H-umunazon-4-

win)neHraHamuna Gopmysr (I)
F A
Oy S
: H HBr
F \l HBr
{@).

[0055] B ognom Bapuanrte ocyiecteieHust ®@opma H xapakrepusyercss I[P/, mo
CYLIECTBY MPEICTABIEHHON Ha purype 22.

[0056] B npyrom Bapuante ocywmectBieHus @Popma H sBisiercss mo cymecTBy
CBOOOIHOM OT pyrux nomuMop¢HeIXx ¢popM. B onHOM BapuaHTe OCyIIeCTBIEHHUs] TOTUMOpPhHAs
gucrota Popmel H cocrasnsier no menbuieit mepe 90%. B ogHoM BapuaHTe OCylnecTBIEHUS
nonumop¢Has uncrora @opmer H cocrasisier mo meHbineii mepe 99%.

[0057] B npyrom Bapuanrte ocyiectsieHuss ®opma H xapakrepusyercss omHUM WU
Oonee U3 crenyrOMMX Mokaszarenel pasmepos vactuil: D[V,0.10] B uaTepBaie ot npumepHo 0,5
MKM 70 npumepHo 15 mxMm, D[V,0.50] B untepBasne or npumepHoO 2 MKM J10 pumepHO 30 MKM,
D[V.,0.90] B unTepBane ot npumMepHo 8 MkM a0 npumepHo 600 mxm unu D[4,3] B unepsane ot
PUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0058] B omHOoM acmekTe Hacrosiiiee H300peTeHHE OTHOCUTCS K KPUCTAJUINYECKOM
@®opme H' ruppobpomumnoii comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadraniun-2-

mn)amMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMuHO )riponas-2-min)- | H-umunaszon-4-
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[0059] B onnom Bapuante ocymectsiaeHuss ®@opma H' xapaxrepusyercs I[P/, mo
CYLIECTBY MPEICTAaBIEHHON Ha purype 23.

[0060] B npyrom Bapmante ocymectBieHus ®opma H' sBisiercs mo cymiecTBy
CBOOOIHOM OT Ipyrux NomuMop¢HbIX popM. B onHOM BapuaHTe OCyIIECTBIEHHUs NOTUMOpPdHAs
grcrota ®@opmbr H' coctaBnsier mo menbuieil Mmepe 90%. B oqHOM BapuaHTe OCYyIIECTBIEHUS
nonumop¢Has uncrora @opmer H' cocrasisier mo mensieit mepe 99%.

[0061] B npyrom BapuanTe ocymectsiaeHuss ®@opma H' xapaxrepusyercs ogHuM wiu
Oonee U3 crenyrOUX Mokazarenel pasmepos yactuil, D[V,0.10] B uarepsane ot npumepHo 0,5
MKM 0 npumepHo 15 mxMm, D[V,0.50] B untepBasne or npumepHoO 2 MKM J10 pumepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MKM 10 npuMepHo 600 mxm nnu D[4,3] B unTepBaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0062] B omHOM acmekTe Hacrosiiiee H300pETEeHHE OTHOCUTCS K KPUCTAJUINYECKOM
®opme J rugpobpomumuoit comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadranius-2-
min)amMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMUHO )Tponas-2-min)- | H-umunaszon-4-

win)neHraHamuna Gopmysr (I)

F 0 N=\ Nﬁ
o0y el
= H HBr
F ﬁ HBr

[0063] B omnom Bapuante ocyuectBienus @®opma J xapaxrtepusyercs IIPII, mo

Q).

CYLIECTBY MPEICTABIEHHON Ha purype 24.

[0064] B npyrom Bapuante ocymectBienus @opma J sBIsSeTCs O CYyIIeCTBY CBOOOIHOM
OT Apyrux mnonuMopdHbix (GopM. B onHOM BapuaHTe OCYIIECTBJIEHHUs MOJUMOPQHAs YHCTOTA
®opmel J cocraBnser mo MeHbinell Mepe 90%. B onHOM BapuaHTe OCYILECTBJIEHMS
nonumop¢Has uncrora @opmel J cocTaBiseT no MeHbliel mepe 99%.

[0065] B npyrom Bapuante ocyuiectBieHus ®opma J xapakTepusyercss OJHUM HIU
OoJiee U3 crenyrOINX Mokaszarenel pasmepos yactuil: D[V,0.10] B uaTepBane ot npumepHo 0,5
MKM 0 npumepHo 15 mxM, D[V,0.50] B untepBasne ot npumepHO 2 MKM 10 pumepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm nnu D[4,3] B unTepBaie ot
NPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0066] B onHoMm acmekTe Hacrosiiiee H300pETeHHE OTHOCUTCS K KPUCTAJUINYECKOM
®opme K ruppobpomumnoit comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadranus-2-

min)aMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMuHO )riponas-2-nin)- | H-umunazon-4-
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[0067] B onnom Bapuante ocymectsieHuss ®opma K xapakrepusyerca IIP/IIT, mo
CYLIECTBY MPEICTABIEHHON Ha purype 25.

[0068] B npyrom Bapuante ocywmectBieHus @Popma K sBisiercss mo CymiecTBy
CcBOOOIHOM OT pyrux NomuMop¢HbIX ¢popM. B onHOM BapuaHTe OCyIIECTBIEHHUs] TOTUMOpPdHAs
gucrota Popmsel K cocrasnser no menbuieit mepe 90%. B ogHoM BapuaHTe OCyInecTBIEHUS
nonumop¢Has uncrora @opmer K cocrapisier mo menbeii mepe 99%.

[0069] B npyrom BapumanTe ocymecteienus ®opma K xapakrepusyercs OOHUM WU
OoJee crenyOmUMHU MoKa3aTessiMi pasmepoB yactull: D[V,0.10] B untepsane ot npumepHo 0,5
MKM 10 npumepHo 15 mxMm, D[V,0.50] B unTepBasne or npuMepHO 2 MKM J10 pumepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MKM 10 npuMepHo 600 Mxm nnu D[4,3] B unTepBaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0070] B omHOoM acmekTe Hacrosiiiee H300pETEeHHE OTHOCUTCS K KPUCTAJUINYECKOM
®opme L rugpobpomunuoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranius-2-
min)aMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMUHO )ITponas-2-min)- | H-umunazon-4-

win)nearaHamuna Gopmys (I)

: o
o0 Ny
= H HBr
F \l HBr

[0071] B omgHom Bapuanrte ocyiuectBieHuss @opma L obnamaer omHol wiu Oolnee

y {I).

XapaKTEPUCTUKAMH, BEIOPAHHBIMHU M3 TPYIIBI XapaKTEPUCTHK MyHKTOB a)-C):

a) [TPJI", mo cymecTBy npeacrasiieHHast Ha purype 26;

b) TGA npodub, O CyIIEeCTBY MpeACTaBIeHHbIN Ha Gurype 27; u

¢) DSC npodwuib, 1o cymiecTBy npeacTaBieHHbIH Ha purype 28.

[0072] B npyrom Bapuante ocyuectsieHus DSC Tepmorpamma @opmbl L mokaseiBaeT
SHAOTEPMHUUECKOe COObITHE pUMepHO Tipu 157°C.

[0073] B npyrom Bapuante ocyuiectienus @opma L siBisieTcst Mo cyuiecTBy CBOOOTHOM
OT Apyrux mnonuMopdHbix (GopM. B onHOM BapuaHTe OCYIIECTBIECHHUs MOJUMOPQHAs YHCTOTA
®opmel L cocraBnser no wenblieli mepe 90%. B ogHOM BapuaHTe OCYILECTBICHMUS
nonumop¢Has uncrora @opmer L cocrasisier no menbieii mepe 99%.

[0074] B npyrom BapuanTe ocyuiectBieHus Popma L Xxapakrepusyercs OIHUM HIU

Oonee u3 crenyrOKX Mokaszareneid pasmepos yactull: D[V,0,10] B uarepsane ot npumepro 0,5
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MKM 70 npumepHo 15 mxMm, D[V,0,50] B unTepBasne or npuMepHO 2 MKM 10 npumepHO 30 MKM,
D[V.,0,90] B unrepBane ot npumepHo 8 MKkM f0 npuMepHo 600 mxm unu D[4,3] B unTepBaie ot
IPUMEPHO 5 MKM 0 nipuMepHO 200 MKM.

[0075] B onmHOM acmekTe Hacrosiiiee H300peTeHHe OTHOCUTCS K KPHUCTAJUINYECKOMH
®opme M rugpobpomuanoit comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparuaponadranun-2-
win)amuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )Tponan-2-mi)- | H-umunazon-4-

wn)neHraHamuaa ¢popmyusl (1)

F O N=\ m/-r—é
o0 e
= H HBr
F \l HBr

[0076] B onnom BapuanTe ocyuiecteieHuss ®opma M xapakrepusyercsa IIPJI, mo

y {I).

CYLIECTBY MPENCTaBIEHHON Ha durype 29.

[0077] B npyrom BapumanTe ocymectsieHus @®opma M sBisieTcs MO CYILIECTBY
cBOOOMHOM OT Apyrux noauMopdHbx Gopm. B onHOM BapuaHTe OCYLIECTBICHHUS NOTUMOPQHAs
yucrota @opmbl M coctasisier no Mesbuieil Mepe 90%. B onHOM BapuaHTe OCYyILIECTBJIEHUS
nonumop¢Has uncrora @opmer M coctasisier o MeHbieil mepe 99%.

[0078] B npyrom BapuanTe ocyiectsieHuss @opma M xapaxTepusyercss OAHUM HIU
OoJiee u3 crenyrOMKX Mokaszarenel pasmepos yactull: D[V,0.10] B uarepsane ot npumepHo 0,5
MKM 10 npumepHo 15 mxMm, D[V,0.50] B untepBasne or npumepHO 2 MKM 10 npuMepHO 30 MKM,
D[V.,0.90] B unrepsane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nunu D[4,3] B uaTepBaie ot
IPUMEPHO 5 MKM 110 puMepHO 200 MKM.

[0079] B onmHOM acmekTe Hactosiiee H300peTEHHE OTHOCHUTCS K KPUCTAJUTMYECKOM
®opme N ruppobpomuanoii comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadraaun-2-
win)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponan-2-mi)- | H-umunazon-4-

win)neHraHamuna Gopmys (I)

F 0 N=\ NH
H\:)LHAVN{

HBr
F HBr
\I (1.

[0080] B onnom Bapuanrte ocyiuectsieHusi @opma N xapakrepusyercs I[P/, mo
CYILIECTBY TpencTaBjieHHON Ha urype 30.

[0081] B npyrom Bapuante ocyuectsieHus @Popma N sBsieTcss MO CYILIECTBY
cBOOOAHOM OT Apyrux noauMopdHbXx Gopm. B onHOM BapuaHTe OCyLIeCTBICHUS TOJUMOPQHAs
gucrota Popmsel N cocrasisger no MeHblieil mepe 90%. B ogHOM BapuaHTe OCYyIIECTBIEHUS
nonumop¢Has uncrora @opmel N cocraisier mo MeHbLeil mepe 99%.

[0082] B npyrom Bapuante ocyuectsiaeHuss ®opma N xapakTepusyercss OAHUM HIU
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OoJiee U3 cnenyrOMKX mokaszarenel pasmepos yactull: D[V,0.10] B uarepsane ot npumepHo 0,5
MKM 10 npumepHo 15 mxMm, D[V,0.50] B untepBasne ot npumepHO 2 MKM 10 npumMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MkM 10 npuMepHo 600 mxm unu D[4,3] B uaTepBazie ot
IPUMEPHO 5 MKM 0 nipuMepHO 200 MKM.

[0083] B omHOoM acmekte HacTosllee H300peTeHHe OTHOCUTCA K amopdHOi (opme
rugpodpomuanoit  comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparuaponadranuH-2-mi)aMuHO)-N-

(1-(2-meTun- 1-(HeoneHTHIIAMUHO )iponaH-2-1ui)- | H-umunazon-4-un)nearanamuna Gopmysr (1)

: A
o0 T
: H HEBEr
F \l HBr

[0084] B ogHOM BapuaHTe ocymiecTBieHUs amopdHas ¢opMa THAPOOPOMUITHON CONU

(1.

(S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-ui)aMuno)-N-( 1-(2-metun-1-
(HeoneHTHMIIAMUHO ))IponaH-2-1mi)- | H-umunason-4-win)nearanamuga dbopmysl q))
xapakrepusyercs [IP/II', mo cymecTBy npencrasieHHoON Ha ¢urype 31.

[0085] B npyrom BapmanTte ocymecTsieHus amopdras ¢popma ruapoOpOMHUIHON CoU
(S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparunponadranut-2-uin)aMuHo)-N-(1-(2-meTwi- 1-
(reonenTmnaMuHO)nponaH-2-mn)- | H-umunazon-4-un)nenranamuna  dopmynsl  (I)  sBisercs
cBoOonHON oT monmumopdubIX GopMmM. B ogHOM BapuaHTe OCYINECTBJIEHUS NOIMMOpGHas
gucrota amoppuoii  dopmel  rugpobpomumuoit  comu  (S)-2-(((S)-6,8-mudTop-1,2,3,4-
teTparuapoHadrains-2-mn)amuHo)-N-(1-(2-metun- 1-(neonenTunamuHo )riponas-2-mui)- 1 H-
umunason-4-mn)nerasamuna gopmynsl (I) cocraBnsger mo menbineir mMepe 90%. B ompHOM
BapHUaHTe OCYIIECTBJICHUs] mojuMopdHas uuctora amopdHON Gopmbl THAPOOPOMHUIHON CONU
(S)-2-(((S)-6,8-nudtop-1,2,3,4-rerparunponadranut-2-uin)aMuHo)-N-( 1-(2-meTmn- 1-
(HeoneHTUNaMUHO)TponaH-2-mn)- | H-umunazon-4-un)nenranamun Gopmyier (I) cocrapnsier mo
MeHblel mepe 99%.

[0086] B npyrom BapuanTe ocyinecTBiieHHs amopdHas GopMa XapaKTepU3yeTCss OJHUM
win OoJiee U3 CIenyrIIUX oka3aTenel pasmepos yactuil: D[V,0.10] B uHTepBae OT MpUMepHO
0,5 mxkm 1o npumepHo 15 mxMm, D[V,0.50] B unrepBasne ot npumepHo 2 MkM A0 npumepHo 30
MkM, D[V.0.90] B unTepBane ot mpumepHo 8 MkMm no npumepHo 600 mxm wmm D[4,3] B
UHTEpBajie OT NPUMEPHO 5 MKM 110 puMepHO 200 MKM.

[0087] B opmHOM acmekTe HacTosee W300pETEHHE OTHOCUTCS K KOMITO3HIIHH,
BKJTIOYAKOIIEH KpHUCTaUTMYecKyro win amopdryro ¢opmy rugpodbpomunnoii comu (S)-2-(((S)-
6,8-nudrop-1,2,3.4-rerparunaponadranus-2-min)amuHo)-N-(1-(2-metmn-1-
(HeoneHTHIIIAMUHO)TIponiaH-2-1)- | H-umunazon-4-mn)neHranamuna, KOTOpask XapakTepU3yeTcs
OIHUM WJTU OoJiee M3 CIeNyIMX mokaszarenell pasmepos dactull: D[V,0.10] B unTepBaie ot
npuMmepHo 0,5 MM no npumepHo 15 mxMm, D[V,0.50] B unTepBane oT mpuMepHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unTepsane ot npumepHo 8§ MkM A0 npumepHo 600 MxM umu

D[4,3] B unHTepBaje OT mpumMepHo 5 MKM 10 npumepHo 200 Mxkm. B onmHOM BapuaHte



14

OCYIIECTBJICHHSI dhopma TUIPOOPOMUTHON coyu (S)-2-(((S)-6,8-nu¢rop-1,2,3.4-
teTparuapoHadrains-2-min)amuHo)-N-(1-(2-metun- 1-(HeonenTrnamMuHo )riponas-2-ni)- 1 H-
UMHIA30-4- 1) IeHTaHaMua siBjsiercss amopdHoii. B omHOM BapuaHTe ocyuiectBieHus ¢popma
runpodpomuaront comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadranut-2-ui)aMuHo)-N-
(1-(2-meTun- 1-(HeonenTunamuHo))ponas-2-un)- 1 H-umunaszon-4-nn)nearanamuna SABJISIETCS
KPUCTAJTMUYECKOM.

[0088] B omHoM BapmaHTe OCyLIeCTBIeHHs ruapoOpomunHas coib (S)-2-(((S)-6,8-
nudrop-1,2,3,4-rerparuaponadranun-2-uin)amuno)-N-(1-(2-merun-1-
(HeomeHTHIAMUHO)TIponaH-2-ui)- | H-umMmunason-4-uin)neHraHaMuaa  OPEACTaBisieT  COOOi

coennaenue Gopmyusr (1)

O N=3\ NH
LA AN
:OH

HBr
F HBr
\l (0.

[0089] B npyrom BapuaHTe oOCyIluecTBIeHHs ruapodpomumnas coib (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparuaponadrannn-2-nn)amMuno)-N-(1-(2-mernn-1-
(HeomeHTIIAMUHO )TIponiaH-2-ui)- | H-umMnunason-4-un)neHraHamMuaa  TPEACTaBisieT  CoOOi

coennHenune popmysl (1I)

(1.

[0090] B npyrom BapmaHTe OCYLIECTBJIEHHs KpHCTaJuIM4eckas (opma BblOpaHa H3
rpynmsl, coctosueit u3 @opmer A, ®opmer B, @opmer C, @opmer D, @opmer E, @opwmsr F,
®opmer F', ®opmer G, @opmer H, @opmsr H', @opwmsr J, Popmsr K, @opmsr L, @opmer M u
@®opmbl N. B apyrom BapuaHTe OCYLIECTBICHHS KpUCTAJUINYeCKass popma nmpeacTasisieT coOoit
Dopmy A.

[0091] B omHOM acnekTe Hacrosiiiee M300peTeHHEe OTHOCHTCS K (papMarieBTHYECKOH
KOMITO3UINH, BKJIFOYAIOLIEH OIHY WJIM HECKOJNBKO (HOPM WM KOMITO3HIHH, OOCYKIEHHBIX
BbIlle, W (papMaLEBTHUECKH MPHUEMIIEMbII HOCHTENb. B OZHOM BapuaHTE OCYIIECTBIICHHUS
dapmaneBTHUECKasT KOMIT3ULUS BKJIIOYAET KPUCTALUTHUECKYI0 Popmy A coenuHeHus: GopMyIibl
(I). B ogHOM BapmaHTe OCyLIecTBIeHUs (papManeBTUYeCKass KOMIO3HIUS MPEACTABISIET COOOM
TabneTky. B omHOM BapmaHTe OCyIIECTBICHHUS (papMarleBTUYECKass KOMIIO3UIUS BKJIFOYAET OT
npumMepHo 25 mr go npumepHo 400 mr ruppodpomunHon comu (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadranns-2-min)amuHo)-N-(1-(2-metun- 1-(HeonenTraMuHo )riponan-2-mi)- 1 H-
uMHugason-4-wi)neHraHamuaa. B omHOM  BapmaHTe  OCyIIeCTBiIeHHS  (hapMaLeBTHYeCKas
KOMIIO3UIMsT BKJIOUaeT npumepHo 50 wmr ruapobpomunuoit comu (S)-2-(((S)-6,8-mudrop-

1,2,3,4-rerparunponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeOneHTHIIaMHUHO ) [TPOTIaH-2-1T) -
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1H-umunazon-4-mwnneHranaMuaa. B OnMHOM BapuaHTe OCyLIeCTBICHHS (hapMaleBTHIECKas
KOMIO3UIMs BKIOYaeT npumepHo 100 mr rumpoOpomupHoii comu (S)-2-(((S)-6,8-gudrop-
1,2,3,4-rerparunponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeOneHTHIIaMHUHO ) [TPOTIaH-2-1T) -
1H-umnnazon-4-wn)nenranaMuaa. B onHOM BapuaHTe OCylIecTBIEHHsS (hapMaLeBTHUeCKas
KOMIIO3UIMST BKJIIOYaeT mnpumepHo 150 mr runpoOpomuaHoi comu (S)-2-(((S)-6,8-gudrop-
1,2,3,4-rerparuaponadranis-2-mi)aMuHo)-N-(1-(2-meTu- 1 -(HeOneHTHIAMIHO )ITPOTIaH-2-1J1) -
1H-umunazon-4-um)neHTaHaMHUA.

[0092] B omHOM acmekTe HacTosiliee H300pETeHHe OTHOCUTCS K CIOCOOy JieueHus
OMyXOJIeH WM pakKa, BKJIIOYAIOINEMY BBEACHUE CYOBEKTY, HYKAAIOIEMYCS B TAKOM JICYCHUH,
OIHOM WK HecKoJIbKIX @opm A - N mm amopdHo# Gopmsel ruapodbpomunnoii conu (S)-2-(((S)-
6,8-nudrop-1,2,3,4-rerparunponadranus-2-nia)amuHo)-N-(1-(2-merun-1-
(HeoneHTMIIAMUHO)TIponaH-2-1m)- | H-umunaszon-4-wn)neHranamuna,  KOTOpble  OOCYKISHBI
BbIlle. B OHOM BapuaHTe OCYLIECTBIEHHs CIIOCOO JIEYEHMs OIyXOJieH WJIM paka BKIKOYAeT
BBEJIEHUE CYOBEKTY, HYKIAIOIIEMyCsi B TAaKOM JICYeHUH, KpHUCTauindeckoir @Dopmbr A
runpodpomunron comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanuH-2-ui)aMuHO )-N-
(1-(2-meTun- 1-(HeoneHTHIIAMUHO ))IponiaH-2-ui)- | H-ummunaszon-4-wn)nenranamuna. B ogHOM
acrieKTe Hacrosilmee H300peTeHHe OTHOCUTCS K CHocoOy JieUeHHs! OIMyXOJed WM paka,
BKJIFOYAIOIIIEMY BBEIEHHE CYOBEKTY, HYKAAIOLEMyCsl B TaKOM JIeUYeHHH, (papMaleBTHUECKOM
KOMITO3UIINH, BKJIOYAOIEeH onHy wuian Heckoabko Popm A - N wimm amopdryo ¢opmy
runpodpomugHon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanut-2-ui)aMuHO)-N-
(1-(2-meTun- 1-(HeonenTHIaMuHO ))IponaH-2-min)- | H-umunaszon-4-nn)nearanamuna, KOTOpBbIE
oOcyxneHpl Bblle, U (papMaleBTUYECKH TNpHEMJIEMbIIi HOcuUTeNb. B ogHOM BapuaHTe
OCYLIECTBJIEHHs CHOCOO JieueHHs ONyxoJied WM paka BKIIOYAeT BBEACHUE CYOBEKTY,
HYKIAIOWEMyCss B TakOM JIYeHUH, (hapMaLeBTHYECKOH KOMIIO3MLMY, BKJIIOYANOLIEH
kpuctajuimueckyro  @opmy A rugpobpommmnoit  comm  (S)-2-(((S)-6,8-mmudrop-1,2,3,4-
teTparuapoHadramus-2-un)amuno)-N-(1-(2-metun- 1 -(HeoneHTrIaMuHO )iponan-2-mi)- 1 H-
UMHIA30J1-4-Wil)IeHTaHaMuAa U (hapMaleBTUYeCKH MPHEeMIIeMblil HocuTeNlb. B oqHOM BapuaHTe
OCYIIECTBIIEHHsI CIOCOOOB OMYXOJH MPEACTABISIOT coOOl necMouaHble omyxond. B omHOM
BapHUAHTE OCYIIECTBIIEHHsI COCOOOB pak BbIOpaH W3 TPYMIbI, COCTOSINEH U3 MHOXKECTBEHHON
MHEJIOMBI, paKa ¢ MyTalllel B reHe CUrHaJIbHOro myTu Notch, aneHOKHCTO3HON KapLUHOMBI U T-
KJIETOYHOTO OCTpOro Jum¢poOIacTHOro Jieiiko3a. B npyrom BapuaHTe OCYLIECTBIIEHUS CIIOCOOOB
pak mpencTaBysieT cOO0M MHOJKECTBEHHYIO MHUENIOMY. B pyroM BapuaHTe OCYIIECTBIIEHUS pak
npeacTasisier coOOH pak ¢ MyTauueil B reHe curHaipHoro nytu Notch. B npyrom Bapmuanre
OCYIECTBIIEHHsI PaK MPENCTaBIsIeT COOOH ameHOKHCTO3HYIO KapuuHOMy. B npyrom BapmanTe
OCYIIECTBJICHUS] paK Tpenctasisier cobol T-kiaeTodHbld oCTphIid TUM(pOOIACTHBIN Jeiko3. B
APYyroM BapHaHTE OCYINECTBJICHUS CYOBEKTY €XXEIHEBHO BBOAUTCS OT mpumepHo 50 mr mo
MIPUMEPHO 500 Mr rUIPOOPOMUTHON conu (S)-2-(((S)-6,8-nudrTop-1,2,3.4-
teTparuapoHadraans-2-min)amuHo)-N-(1-(2-metun- 1 -(HeonenTraMuHO )riponas-2-mi)- 1 H-
UMHA300-4-W)IeHTaHaMuAa. B pyroM BapuaHTe OCYINECTBJIEHHS CYOBEKTY €XXKEeIHEBHO

BBoAUTCA OT mpumepHo 100 mr no mpumepno 400 mr ruapodpomugHoit comu (S)-2-(((S)-6,8-
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mudrop-1,2,3,4-rerparuaponadrannn-2-nin)amMuno)-N-(1-(2-merun-1-
(reoneHTmnaMuHO)NponaH-2-mn)- | H-umunazon-4-un)nenranamuna. B apyrom  Bapuanre
OCYIIECTBJIEHUS] CYOBEKTY €XEeTHEBHO BBOIUTCS mpumMepHo 300 mr rugpodbpomunHoii comu (S)-
2-(((S)-6,8-nudTop-1,2,3,4-rerparuaponadranus-2-un)amMuHo)-N-(1-(2-metnn-1-
(neonenTunamuHo)nponaH-2-un)- 1 H-umunazon-4-un)nenranamuna. B apyrom  Bapuanre
OCYIIECTBIIEHHsI CYOBEKTY €KeIHEBHO BBOAMTCS mpuMepHO 200 Mr ruapobpoMuaHoil com (S)-
2-(((S)-6,8-nudrop-1,2,3,4-Terparuaponadranus-2-min)amuHo)-N-(1-(2-metui-1-
(HeoneHTUNaMUHO)NponaH-2-mn)- | H-umunazon-4-un)nenranamuna. B apyrom  BapuaHTe
OCYIIECTBIIEHHsI 00IIasi CyTOYHas 103a 00eCneunBaeTcs B BUAE BYX OTAENBHBIX 103. B npyrom
BapHUAHTE OCYIIECTBJIEHHsI 00IIasi CyTOYHAas 103a 00eCreunBaeTcs B BUAC ABYX OTHENbHBIX J103
no 150 mr. B npyrom BapuanTe oCyIecTBJIEHHs 0011ast CyTOYHast 103a 00eCIeunBaeTCsi B BUIE
IBYX OTAENbHBIX 103 o 100 mr.

[0093] B onHOM acniekTe HacTosIIee H300pETeHUe OTHOCUTCS K TPUMEHEHUIO OTHON WU
HecKobkux u3 @opm A - N wumu amopdHbx ¢opm ruapodpomumnHoit comu (S)-2-(((S)-6,8-
nudrop-1,2,3,4-rerparunponadranun-2-nin)amMuno)-N-(1-(2-merun-1-
(HeoneHTHIIIAMUHO)TIponaH-2-mn)- | H-umunazon-4-un)neHranamuna,  KOTOpble  OOCYKIEHBI
BBILIE, B MIPOM3BOJICTBE JIEKAPCTBEHHOT'O CPEACTBA JJIS JISYEHHUS ONMyXoJiel miu paka. B ogHOM
BApUAHTE€  OCYINECTBJICHHS  HACTosimee  M300peTeHHe  OTHOCUTCS K  NPUMEHEHHIO
kpuctamueckoir  @opmel A rugpobpomumnoit  comu - (S)-2-(((S)-6,8-mudTop-1,2,3,4-
teTparuapoHadramns-2-min)amuHo)-N-(1-(2-metun- 1 -(HeonenTraMuHo )riponas-2-mi)- 1 H-
UMHUA300-4-W)IEeHTaHAMUZIa B TPOM3BOJACTBE JIEKAPCTBEHHOI'O CPEACTBA IS JIEYEHUE
OIyxoJiel miu paka. B oJHOM BapuaHTe OCYLIECTBJIEHUsS] HACTOsIIEeEe U300pETEeHNE OTHOCUTCS K
(dapmaneBTHYECKOI KOMIO3UIMY, OOCYKIEHHOH BBIIIE, JUIS JICYEHUs] ONMyXojed wiu paka. B
OHOM BAapUAHTE OCYIIECTBJICHHs NPHMEHEHHE IPENCTaBIsieT COOOH JIeYeHHe IEeCMOMIHBIX
omyxoseii. B omHOM BapuaHTe OCyLIeCTBICHHS IPUMEHEHUE IPEACTaBIAET COOOH JIeueHne paka,
BBIOPAHHOTO W3 TPYIIIbI, COCTOSLICH W3 MHOXKECTBEHHOH MHENIOMBI, paka ¢ MyTalUeil B IeHe
curHanbHOro mytd Notch, ameHOKMCTO3HOW KapUMHOMBI U T-KJIETOYHOTO  OCTPOro
miMpoOIacTHOrO JTeHKo3a.

[0094] B onHOM acriekte HacTosilee U300pETeHEe OTHOCUTCS K OJJHOM HJIU HECKOJIbKUM
u3 @opm A - N wim amopdubix Gopm ruapodpomunHoit cou (S)-2-(((S)-6,8-nmudrop-1,2,3,4-
teTparuapoHadrains-2-mi)amuHo)-N-(1-(2-metun- 1 -(HeonenTrIaMuHO )riponan-2-mi)- 1 H-
UMHIA30J-4- W) IeHTAaHAMUZA, KOTOpble OOCYXKAEHBI BBILIE, JUII NPUMEHEHUs B crocode
JIeUeHHsT OINyXOJiel WM paka. B OZHOM BapHaHTe OCYINECTBJIEHHs] HACTOsIee H300peTeHne
OTHOCHTCS K (hapMalleBTHYECKONW KOMITO3UIIHM, KOTOpasi 0OCyKAeHa BbIIIE, JJIsl IPUMCHEHHUS B
crioco0e JieueHus1 OmyxoJjiell miu paka. B omHOM BapuaHTe OCYINECTBJICHHS NPUMEHEHHE
NpPEeACTaBIsieT COOOW MPHMEHEHHWe UI JICUeHUs] TeCMOUAHBIX omnmyxosed. B omHOM BapmaHTe
OCYIIECTBIIEHHSI TPUMEHEHHE MPECTABIsIET COO0H MPUMEHEHHE IS JIEUEHUS paka, BBIOPAHHOTO
U3 TPYMIbIL, COCTOALIEH M3 MHOXKECTBEHHOW MHENOMBI, paka C MyTalHeld B I'€HE CHUTHAJIBHOTO
nytu Notch, aneHOKHCTO3HOH KapuHOMBI U T-KJI€TOUHOro 0cTporo JuM(poOIacTHOTO JIEHKO03a.

KPATKOE OITIUCAHUE ®UT'YP
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[0095] Durypa 1 mpeactsisier coOOH MOPOLIKOBYIO PEHTTEHOBCKYIO TU(PPAKTOTPAMMY
(ITPI"), cooTBeTCTBYIOIIYIO KpUcTaUTHYeckoi Popme A.

[0096] ®urypa 2 npencrasisier coO0H TEpMOrpaMMy TEPMOTPABUMETPUIECKOTO aHAJIN3a
(thermogravimetric analysis -TGA), cOOTBETCTBYIOLIYIO KpucTananieckoi @opme A.

[0097] ®urypa 3 mpencraBiasier coboii  Tepmorpammy  auddepeHuHaIbHONU
ckanupyromeii kanopumerpun (differential scanning calorimetry - DSC), cooTBercTByIOIIYIO
KpucTamyeckon Popme A.

[0098] ®urypa 4 npencrasnser coboit TP/, COOTBETCTBYIOIIYIO KPUCTALIUYECKOMN
dopwme B.

[0099] ®urypa 5 npencrasnser coboit TP/, COOTBETCTBYIOIIYIO KPUCTAILIMYECKON
Dopwme C.

[0100] ®urypa 6 mnpencraensier coboit TGA TepMorpamMmy, COOTBETCTBYIOIIYEO
kpuctamueckoit @opme C.

[0101] Durypa 7 mnpencraBmsier coboii DSC TepmorpamMmy, COOTBETCTBYIOIIYEO
kpuctamnueckoit @opme C.

[0102] Ha d¢urypax 8-10 mnpeacTaBieHbl pe3yJabTaTbl TEPMOTPABUMETPUUECKOTO
uHdppakpacHoro (thermogravimetric infrared analysis - TG-IR) ananm3a, COOTBETCTByHOIINE
kpuctamnueckoit @opme C.

[0103] @urypa 11 mpencrasisier coboii TIP/II', COOTBETCTBYIOIMYIO KPUCTAUTMYECKON
Dopwme D.

[0104] Durypa 12A mpencrasisier coboit TGA Tepmorpammy, COOTBETCTBYIOIIYIO
NOJy4YeHHOU kpuctaumdyeckon @opme D.

[105] durypa 12B mnpeacrasnser coboit TGA Ttepmorpammy, COOTBETCTBYIOIIYIO
kpucramnnueckoit @opme D nocne cymku B Bakyyme npu 75°C.

[0106] Durypa 13 mnpencrasnser coboii DSC Tepmorpammy, COOTBETCTBYIOIIYEO
kpuctaunueckoii @opme D. Jlunus A npencrasisier codoit DSC TepMorpaMMy MoJy4eHHOM
®opwmel D. Jlunus B npencrasnser DSC tepmorpammy @opmbl D nocine cymku B Bakyyme MpH
75°C.

[0107] ®urypa 14 npencrasisier coboii TIP/II', COOTBETCTBYIOIYIO KPUCTAUTHYECKON
®opwme E.

[0108] Durypa 15 npencraensier coboii TGA TepmorpamMmy, COOTBETCTBYIOIIYEO
kpucramumdeckon @opwme E.

[0109] Durypa 16 mpencraBisier coboit DSC TepmorpamMmy, COOTBETCTBYIOIIYEO
kpucrammdeckon @opwme E.

[0110] @urypa 17 nmpencrasisier coboii TIP/II', COOTBETCTBYIOIYIO KPUCTAUTMYECKON
Dopme F.

[0111] ®Purypa 18 mpencrasisier coboii TIP/II', COOTBETCTBYIOIMYIO KPUCTAIUTMYECKON
®opwme F'.

[0112] Durypa 19 npencrasnsier coboii TGA TepmorpamMmy, COOTBETCTBYIOIIYIO

kpuctamnnueckoi @opme F'.
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[0113] Durypa 20 mnpencraisier coboit Tepmorpammy DSC, COOTBETCTBYIOIIYIO
kpuctannnueckoi @opme F'.

[0114] ®Durypa 21 npencrasisier coboit TIP/II', COOTBETCTBYIOIMYIO KPUCTAUTMYECKON
Dopme G.

[0115] durypa 22 npencrasnsier coboit [TIP/II°, COOTBETCTBYIOIIYIO KPHUCTAJUINYECKON
®opme H.

[0116] Durypa 23 mpencrasisier coboii TIP/II', COOTBETCTBYIOIIYIO KPUCTAUTHYECKOMN
®opme H'.

[0117] ®urypa 24 npencrasisier coboii TIP/II', COOTBETCTBYIOIYIO KPUCTAUTHYECKON
Dopwme J.

[0118] ®urypa 25 nmpencrasisier coboii TIP/II', COOTBETCTBYIOIYIO KPUCTAUTHYECKON
Dopme K.

[0119] ®urypa 26 npencrasisier coboii TIP/II', COOTBETCTBYIOIMYIO KPUCTAUTHYECKON
Dopwme L.

[0120] Durypa 27 npencraensier coboii TGA TepmorpamMmy, COOTBETCTBYIOIIYEO
kpucramumuecko @opme L.

[0121] Durypa 28 mpencraisier coboit DSC TepmorpamMmy, COOTBETCTBYIOIIYEO
kpucraumueckon @opme L.

[0122] ®urypa 29 npencrasisier coboit TIP/II', COOTBETCTBYIOIMYIO KPUCTAUTMYECKON
Dopme M.

[0123] ®Durypa 30 nmpencrasisier coboit TIP/II', COOTBETCTBYIOIMYIO KPUCTAJUTMYECKON
Dopme N.

[0124] Durypa 31 mnpeacrasisier coboit IIP/IIT, coOTBETCTBYIOINYIO aMOppHOMY
coenuHenuro 1 gpopmyisi (I).

MNOJAPOBHOE OITMCAHUE U30BPETEHUA

I. Onpenenenus

[0125] [Ins oOnereHust moHMMaHKWe U300PETEHMS, OITUCAHHOTO B HACTOSIIEM TOKYMEHTE,
HUKE ONpEeNeNieH Psii TEPMUHOB.

[0126] Kax npaBuno, wucrnonb3yeMas B HACTOALIEM JOKYMEHTE HOMEHKJIaTypa H
OMHCAHHBIE B HACTOSALIEM JOKYMEHTE JIa0OpaTOpHbIE METOAMKH, OTHOCALINECs K 00JacTu
OPTaHUYECKON XUMUH, MEJULIUHCKON XUMHUU U (PapMaKOJIOTHH, SIBJISTFOTCS XOPOLIO U3BECTHBIMHU
U TPAAULMOHHO HCIIONB3YeMbIMU B HaHHOH obOmactu. Ecnm He ompeneneHo WHOE, BCe
TEXHUYECKHUE U Hay4yHble TEPMUHBI, HCIOJIb3yEeMbIE B ONMCAHUH, KaK [IPaBUIIO, UMEIOT 3HAUEHUS,
U3BECTHBIE CIIELHATNCTAaM B O0JIACTH TEXHUKH, K KOTOPOH OTHOCHTCSI HACTOSIIIEE H300pETEHHE.

[0127] B mHacrosimmem onmcaHuM M mpuijaraeMoil ¢dopmyie wu3o0peTeHus (HOpMbI
€AWHCTBEHHOrO 4YHCia ¢ aptukiasiMu "a", "an" u "the" BKIIOYWAIOT TaKXke CCBHUIKA Ha
MHO>KECTBEHHOE YHCJIOE, €CJIU KOHTEKCT SIBHO HE TUKTyeT nHoe. TepMuHbl ¢ apTukiaeM "a" (Wiu
"an"), a TaK)ke TEPMHUHBI C YKa3aHUEM HA «OJIWH WM HECKOJbKO» M «II0 MEHbIIEeH Mepe OIUH»
MOTYT UCIOJb30BaTbCsl B HACTOSALIEM ONMCAHUU B3alMMO3aMeHs1eMO. B onpeneneHHbIX acmekTax

" on

TEPMHUH C apTukieM "a" unu "an" O3Ha4aeT «eIMHUYHBINY. B Apyrux acmekrax TEPMHUH C
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n.n

apTukyieM "a" wim "an" o3HavYaeB «aBa WK 00JIee» WU KHECKOJIBKOY.

[0128] Kpome Toro, B Tex ciay4asix, KOT/Ia HCIIONb3YETCsl CIOMXKHBIA COFO3 «U/HITN», €ro
clenyeT MOHMMATh KaK YKa3aHMe Ha KaKIbI U3 ABYX YKAa3aHHBIX OTJIMYUTEIbHBIX MPU3HAKOB
WK KOMIIOHEHTOB BMeCTe ¢ ApyruM wmiu 0e3 Hero. Takum oOpa3oM, CIOKHBIM CO3 «U/WIIH»,
UCTIONIB3yeMbIi B Takol (pase, Kak «A u/mau By, B HacTOsIIeM ONMUCAHUU TPEIHA3HAYEH IS
BKJIIOUEHHUS] BApUAHTOB «A U By, «A mmn By, «A» (otnenbHo) u «B» (0TAETBHO). AHAJIOTHYHO,
CIIOJKHBIF COI03 «W/WIIN», UCTIONBb3YeMbIH B Takoi (pase, kak «A, B n/mnmn C», npenHazHaueH
IJIsl OXBaTa KaXKIOro M3 CHEAYIOLINX BapuaHTOB: «A, B u C»; «A, B wmm C»; «A umu C»; «A
wi By; «B i C»; «A u C»; «A u By»; «B u C»; «A» (otmenbHo);, «B» (oTmensHo); u «C»
(oTHenbHO).

[0129] Tepmun «Coenunenne 1» OTHOCUTCS K OTAENbHOMY 3HaHTHOMEPY - (S)-2-(((S)-
6,8-nudrop-1,2,3,4-rerparunponadranus-2-nia)amuHo)-N-(1-(2-merun-1-
(HeoneHTHMIIAMUHO)TIponaH-2-1i)- | H-umunazon-4-uwin)neHranamMuny.

[0130] Tepmun «cyOBEKT» OTHOCHTCS K KHMBOTHOMY, BKJIFOYasi, HO HE OTPaHUYUBASICH
3TUM, MpuMaTa (HampuMmep, 4eJioBeKa), KOPOBY, OBILY, KO3y, JIOIIaab, CO0aKy, KOIIKY, KPOJHKA,
KPBICY WUIA MBIIIb. TepMHUHBI «CyOBEKT» U «IMALUEHT» HCIONB3YIOTCS B HACTOSIIIEM OIMUCAHUH
B3aMIMO3aMEHSIEMO, MPUMEHHUTENIbHO, HAMpHUMep, K CYOBEKTY MJIEKOMHTAIOIIEr0, TAKOMY Kak
YEJIOBEK.

[0131] TepmuHBI «IeUUTHY, «IEHAIIUNW» U JICYEHHE» O3HAYAIOT OOJIETYCHHE WU
yCTpaHEHUE pPacCTpONCTBa, 3a00JeBaHUsI WM COCTOSHUSL JTUOO OIHOTO WJIM HECKOJBbKHX
CHUMIITOMOB, CBSI3aHHBIX C PacCTPOUCTBOM, 3a00JI€BAaHHEM WJIU COCTOSHHEM, OOJIerdeHue WU
yCTpaHEHUe MPUIHHBI (IIPUYHH) CAMOTO PacCTPONUCTBA, 3a00EBAHUS HJIM COCTOSTHHSL.

[0132] Tepmun «repaneBTHUECKH 3(P(HEKTUBHOE KOJIUYECTBOY» O3HAYAET KOJHUYECTBO
COEIMHEHMs], KOTOPOE IMPU BBEACHUU SIBJSIETCS JOCTATOUYHBIM JJIl MPEAOTBPALIEHUS PAa3BUTHUS
Wi OOJierYeHus: B HEKOTOPOH CTEMEeHHM OIHOTO WM HECKOJbKHUX CHMITOMOB PacCTPOMCTBA,
3a00JIeBaHMsI MJTH COCTOSTHUS, TIOZJIeKAIero ieueHuto. TepMuH «repaneBrruecku 3G HekTHBHOE
KOJIMYECTBO» TAK)K€ OTHOCUTCS K KOJIMYECTBY COENMHEHHS, KOTOPOE SIBJISIETCS] JOCTATOYHBIM
IUTSL TOTO, YTOOBI BBI3BATh OMOJIOTMYECKUI WIIM MEAUIIMHCKHUIA OTBET B KJIETKE, TKAHU, CUCTEME, B
OpraHuU3Me >KMBOTHOTO WJIM YEJIOBEKA, KOTOPBIN JKeNaTeJIeH JIi UCCIeAOBaTeNs, BETEpUHApA,
Bpaya WM KJIMHULIHUCTA.

[0133] Tepmunbl «(hapManeBTUYECKH MPUEMIIEMbI HOCUTENBY, «(papMaleBTHUECKU
MIPUEMJIEMbIN SKCLIUITUEHT, K(PU3UONIOTHYECKH TPUEMJIEMbIH HOCUTENbY HITH «(HU3UOIOTUIECKU
NPUEMJIEMbI  JKCLIUIUEHTY» OTHOCATCS K (PapMaleBTHYEeCKH TNPUEMJIIEMOMY MaTepHuay,
KOMITO3HUIIMHN HMJIU HOCUTENIO, TAKOMY KaK SKHIKHU WU TBEPAbIA HANOJHUTENb, pa3OaBUTEIb,
SKCIUIMUEHT, pacTBOPUTENb WU HHKAINCYJUPYyIOUMH wMarepuaid. B ogHOM BapuaHTe
OCYIIECTBJICHUS] KXKABIH KOMITOHEHT SIBJIIETCS «(apMalleBTHUECKH MPUEMIIEMBIM», TO €CTh
COBMECTHM C APYTMMU HHTPEAHEeHTaMU (PapMaleBTUYECKOW KOMIO3UIMKM W TMOAXOAHT JIJIst
NPUMEHEHUST B KOHTAaKTe C TKAHBIO WJIM OPraHOM JIOJEeH U JKUBOTHBIX 0€3 4pe3MepHOM
TOKCUYHOCTH, PA3ApaKeHUs], aJUIEPrHUECKON peaklud, MMMYHOT€HHOCTU WM OPYTUX Mpodiiem

WJIH OCJIOKHEHUH, TIPU pa3yMHOMM COOTHOLIEHHU «mojb3a/puck». Cm. Remington: The Science
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and Practice of Pharmacy, 21st Edition, Lippincott Williams & Wailkins: Philadelphia, PA,
2005; Handbook of Pharmaceutical Excipients, 5th Edition, Rowe et al., Eds., The
Pharmaceutical Press and the American Pharmaceutical Association: 2005; u Handbook of
Pharmaceutical Additives, 3rd Edition, Ash and Ash Eds., Gower Publishing Company: 2007,
Pharmaceutical Preformulation and Formulation, Gibson Ed., CRC Press LLC: Boca Raton, FL,
2004 (xoTopbie BBEEHBI B HACTOSIIEE OMMUCAHUE B BU/IE CCHUTKH).

[0134] TepmuHBI «HPUMEPHO» WM «IIPUOTUBUTEIBHO» O3HAYAIOT JOMYCTUMYIO
MOTPEITHOCTh JJI1 KOHKPETHON BEJMYMHBI, KOTOpash OMpPENessieTCsl CIElUaJTuCTOM B JaHHOMN
o0jacT ¥ B HEKOTOPOW CTENMEHW 3aBUCHT OT TOrO, KaK H3MEPSETCs WJIM OINpenessieTcs
yKa3aHHasl BEJIUYMHA. B onpeneneHHbIX BapUaHTAaX OCYLIECTBJICHUS] TEPMHUH «IIPUMEPHO» HIIU
«TPUOJM3UTEIHPHOY» O3HAYAET 3HaUeHHe B mpenenax 1, 2, 3 win 4 CTaHOApTHBIX OTKJIOHEHWH. B
OMpENENIEHHbIX BapHAHTaX OCYIIECTBJICHHUS TEPMHUH IPUMEPHO» WU KIPUOIUZUTEITHHOY
O3HA4YaeT OTKJIOHEHHE OT YKa3aHHOTO 3HAYCHUS WM MHTepBasia 3HaueHun Ha S0%, 20%, 15%,
10%, 9%, 8%, 1%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5% wmm 0,05% ero 3HaYeHUS WK MHTEPBAJA
3HAYEHUI.

[0135] TepmMuHBI «aKTHBHBI HHIPEIUEHT» M «AKTUBHOE BELIECTBO» OTHOCATCS K
COCMHEHHUIO, KOTOPO€ BBOAWTCS OTHENBbHO WM B KOMOWHAIMM C OOHUM WK Oojiee
(hapMaleBTHYECKU MPUEMJIEMBIMU SKCIUITHEHTAMU CYOBEKTY ISl JISUeHUs, MPOPUITAKTHKH HJTH
YJIYYIIEHUs] OTHOTO WJIM HECKOJBKUX CHMIITOMOB COCTOSIHHS, PacCTPOMCTBA WMJIH 3a00JIeBaHUS.
«AKTHUBHBI HHIPEIUEHT» M «AKTHBHOE BEIIECTBO», KOTJA YKAa3bIBAIOTCS B HACTOSLIEM
OMHMCAHUH, MOTYT TIPEICTABJIATh COOOM ONTUYECKU AKTUBHBIH N30MEp COCTUHEHHsI, OIMMCAHHOTO
B HACTOSIIIIEM IOKYMEHTE.

[0136] TepmuHBI «IEKAPCTBEHHOE CPENCTBO», «TEPANEBTHYECKOE CPEACTBO» W
«XUMHOTEPANIEBTUYECKOE CPENCTBO» OTHOCSTCS K COCOMHEHUIO WM ero (papmaneBTUYecKoi
KOMITO3ULIUH, KOTOPbIE BBOIST CYOBEKTY AJIS JIeUEeHUs], MPOPIIAKTHKH WIN YJIYUYILISHUS! OTHOTO
WJTH HECKOJIbKUX CHUMITTOMOB COCTOSIHHSI, PACCTPOMCTBA UJTH 3200 IeBaHHS.

[0137] TepmuH «combBaT» OTHOCHUTCS K TPENCTABIEHHOMY B HACTOSINEM OIUCAHHUH
COEMHEHHIO WJIM €0 COJIU, KOTOPbIE CBSI3aHbI HEKOBAJICHTHBIMU MEKMOJIEKYJIIPHBIMU CUJIAMHU
CO CTEXHOMETPUYECKUM WM HECTEXMOMETPUYECKUM KOJUYeCTBOM pactBoputens. Korma
pacTBOpUTENIEM SIBJIIETCS BOJIA, COJIbBAT TMpeAcCTaByisieT coboii rumpar. Eciam pactBopurens
BKJTIOYAET 3TAHOJI, COEAMHEHHE MOKET OBITh COJIbBATOM 3TAHOJIA.

[0138] Tepmun «monumopd», KOraa UCHOIB3YeT s B HACTOSIIEM OMUCAHUU, OTHOCHTCS
K KPUCTAJUTHUYECKOH (hOopMe COeOUHEHHs] WM €ro COJIM, TUAPATa WK COJNbBAaTa B KOHKPETHOM
yHakoBKe Kpucrajuia. Bce monmuMopdbl MMEIOT OIUHAKOBBIA 3JIEMEHTHBIA COCTaB. TepMuH
CKPUCTAJUTMHYECKHITY, HCIIOIb3YEMbIM B HACTOSIIEM OMUCAHWU, OTHOCUTCS K TBEPIOTEIbHOU
dbopme, KOTOpas COCTOMT U3 VIOPSOOYEHHOTO PACIONIOKEHHS] CTPYKTYPHBIX €IUHUILL
Paznnunbie kpucramummyeckue GOpMbI OTHOTO M TOTO K€ COCIUHEHHsS] WU €ro COJH, TUApaTa
WU COJIbBATA SIBJISIFOTCSA PE3YJIbTATOM PA3JIMYHON YMaKOBKU MOJIEKYJ B TBEPAOM COCTOSIHUHU,
YTO MPUBOIUT K PA3IMIHON KPHUCTAJUIMYECKOW CHUMMETPUH W/WIM Pa3IMYHBIM IMapameTpam

JJeMeHTapHON sueiiku. Pasnuusble kpucramindeckue (Gopmbl  OOBIYHO — pa3IMYyaroTCA
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PEHTI€HOBCKUMH  TU(paKTOrpaMMamMH, HH(PPAKPaCHbBIMH  CHEKTpaMH, TeMIepaTypaMu
IUIABJIEHNUS, TNIOTHOCTBIO, TBEPAOCTHIO, (popMaMu KpUCTaIa, ONTHYECKUMH U 3JIEKTPUUIECKUMU
CBOWCTBaMH, CTaOMJIBHOCTBIO M PAaCTBOPUMOCTHIO. CM., Hampumep, nmyOnmkanuu Remington's
Pharmaceutical Sciences, 18" ed., Mack Publishing, Easton PA, 173 (1990); The United States
Pharmacopeia, 23™ ed., 1843-1844 (1995) (kOTOpble BBeIEHbI B HACTOALIEE ONMHCAHHE B
Ka4eCTBE CChLIKH).

[0139] Kpucranmmueckue GopMel Haie BCEro XapakTepU3yIOTCsl METOAOM MOPOIIKOBOH
pentrenoBckor nudpakuuu (X-ray powder diffraction - XRPD). IlopomkoBasi peHTTeHOBCKast
mudpakrorpamma (ITP/AT") oTpaxkenuii (muku, OOBIMHO BbIpaXkKaeMble B rpaaycax 2-Tera) OObIYHO
CUMTAETCS  «OTIIEYaTKOM»  OMNpPEIeNIEHHOW KpHUcTautuueckoil ¢opmbel.  OTHOCHUTENbHAsS
MHTEHCUBHOCTh MUKOB Ha [TP/II" MOXkeT 3HAUNUTENBbHO U3MEHATHCS B 3aBUCUMOCTH, B YACTHOCTH,
OT MeTO/a MOATOTOBKHU 00pasiia, pacrpeneieHusi KPUCTAJUIOB MO pa3Mepam, GUIbTPOB, criocoda
pacronokeHuss o0pa3la M KOHKPETHOrO HCIOJNB3yeMOro ammapara. B HEKOTOpBIX Clydasx
MOTYT HaOJIFO1aThCsl HOBBIE TIMKH FUTH CYLIECTBYIOIHE MUK MOTYT UCU€3aTh B 3aBUCHMOCTH OT
TUTA MPHOOpa MIIM HACTPOEK. B HEKOTOPBIX ciydasx 000l KoHKpeTHbIH nmuk B [IP/IIT Mmoxer
oroOpaskaTbCsl KaK CHHIJIET, OyOJIET, TPUIUIET, KBAPTET MM MYJIbTUIUIET, B 3aBUCHMOCTH OT
TUMNa Npudopa UM HACTPOEK, YYBCTBUTENLHOCTH MPUOOPA, YCIOBUHA M3MEPEHUS W/WIIH YUCTOTHI
KpHUCTAIITMUECKOH (opmbl. B HEKOTOpBIX ciydasx mo0ol koHkperHbIl muk Ha TP moxker
UMETh CHMMETPUYHYIO (OpPMY WIIM aCHMMETPUUHYIO0 (opMy, Harmpumep umerh ruedo. Kpome
TOro, kosebanus mpubopa W aApyrue (akTopbl MOTYT IOBJIMATH HAa 3HAYEHHUS yria 2-TeTa.
KBanupuuupoBaHHblli CHELUATUCT, MOHUMAIOLIMM 3TH Pa3IUYMsl, MOXXET pa3jnyaTh MWIIH
OTpeNeNATh OCHOBHBIE IPU3HAKU WM XaPaKTEPUCTUKH KOHKPETHOHN KPUCTAIUIMYECKON (POPMBI €
nomoreto [TP/II" u Apyrux U3BECTHBIX (PU3UKO-XMMUYECKUX METOMOB.

[0140] Tepmun «amopdHBII», KOraa OTHOCUTCS K COSTUHEHUIO, O3HA4aeT COCTOSHHE,
IpU KOTOPOM MaTepually HE XBaTaeT [ajbHEro IMOpsiAKa HAa MOJEKYJISIPHOM YpOBHE, H
yKa3aHHBbIA MaTepuans MOXKET MPOSBISATh, B 3aBUCUMOCTH OT TEMIEpaTypbl, (U3HYECKHE
CBOWMCTBA TBEPAOrO WJU KUAKOro BemecTBa. OObMHO TakWe Marepuajgbl HE JaloT
OTJMYUTENbHBIX PEHTICHOBCKUX IU(PPAKTOrPAMM U, XOTS U MPOSBISIFOT CBOWCTBA TBEPIOTO
Tena, Oosee (GOPMATBPHO OMUCBHIBAIOTCS KaK KUAKOCTH. lIpM WX HarpeBaHUU MPOUCXOIUT
U3MEHEHUE CBONCTB OT CBOMCTB TBEPAOIrO BELIECTBA [0 CBONCTB JKUAKOCTH, KOTOpPOE
XapaKTEePU3yeTCs U3MEHEHUEM COCTOSTHUSI, OOBIYHO BTOPOTO MOPsiIKA (KCTEKIIOBAHHEY).

[0141] Tepmun «Oe3BOmHOE», KOrAa OTHOCUTCS K COEIUHEHUIO, O3HA4YaeT TBEPHOe
COCTOSIHME, TIpU KOTOPOM COEJUHEHHE He COMAEPKUT CTPYKTYPHOH BOABI BHYTPH
KPUCTAJUIMYECKON PELIETKH.

[0142] Ecnm xoHTekcT He TpeOyeT WHOro, TEPMHHBI «BKJIOUATBHY, «BKIIOYAET» U
«BKJIFOYAIOIIMI» UCHOJB3YIOTCSl HA OCHOBE U IIPU YETKOM IMOHHUMAHUHU TOTO, YTO OHH JIOJIKHBI
TOJIKOBATbCSl KaK «BKJIIOUUTEIIBHOY», & HE KUCKIFOUUTENBHO», U UTO 3asiBUTENIb HAMEPEH KaKA0e
U3 5TUX CIIOB MHTEPIPETHPOBATh MMEHHO TaKHUM OOpa3OM IpH TOJKOBAHUHU 3TOTO IATEHTA,
BKJIFOYAsl IPUBEACHHYIO HIXKe GOpMyJTy H300peTeHus.

II. TBepabie (TBEpAOTENBLHEBIE) HOPMBI
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[0143] Hacrosimmee wn3zobpereHne OTHOCUTCS K TBEPABIM (TBEPIOTENbHBIM) (hopMam
rugpoOpoMuaHOil comm coenuHenuss 1. Kak m B cinydae co Bcemu (papmaneBTHUECKUMHU
COEAMHEHUSIMH M KOMITO3ULMAMHU, XUMHUYECKHE U (PU3NIECKIe CBONCTBA THAPOOPOMHIHON CONU
coennHeHus: | uMerT OoJbIIoe 3HaUEHHE NMPU KOMMEPUECKOH pa3paboTke HOBOHM MPOAYKLIUU.
OTH CBOICTBA BKJIIOYAKOT, HO 0Oe3 orpaHnmdeHus:: (1) ymakoBOYHBIE CBOICTBA, Takhe Kak
MOJIIPHBIH 00BEM, HAChIMHAS IUIOTHOCTH M TMIPOCKONMYHOCT, (2) TEepMOAMHAMUYECKHUE
CBOWCTBA, Takue Kak TeMIlepaTypa IUJIaBJIE€HUs, JaBJI€HHE IIapOB U PacTBOPUMOCTb, (3)
KMHETHYECKHe CBONCTBA, TaKHE€ KaK CKOPOCTb PACTBOPEHHMsS M CTaOWJIBHOCTH (BKJIIOUAs
CTa0MJIBHOCTD B YCJIOBUSIX OKPYJKaroIled cpebl, OCOOCHHO K NEHCTBHIO BJIATH, H CTAOMIIBHOCTD
C YCIOBHSIX XpaHeHHus), (4) CBONCTBAa MOBEPXHOCTH, Takue Kak IUIOAAb IOBEPXHOCTD,
CMayuBaeMOCTh, MeX(pa3HOE HATSDKEHUE M (PopMa MOBEPXHOCTH, (5) MEXaHUYECKHE CBOICTBA,
TaKHe KaK TBEPJAOCTh, MPEes MPOYHOCTH HA PACTSKEHHUE WIN Pa3phIB, MIPECCYEMOCTb, YI0OCTBO
B OOpaIneHny, TeKy4eCTh U BO3MOJKHOCTb CMEINIUBAHU; U (6) QHIbTpalIOHHBIE CBOMCTBA. JTH
CBOWCTBA MOTYT BKJIMSITh, HAIIPUMEP, HA TEXHOJIOTHYECKYI0 00pabOKy M XpaHEHHe COCOMHEHUS
U (papManeBTHYECKUX KOMITO3ULNH, BKJIFOYAIOIIHUX YKa3aHHOE COeNMHEHHE.

[0144] HeoOxonumbl TBepaoTenbHbIE (HOPMBI THAPOOPOMUAHON CONMU coenuHeHHus 1 ¢
YIIYUYIIEHHBIM OJHUM WJIN 0Oojiee M3 3THX CBOWCTB MO CPABHEHUIO CO CBOHCTBAMHU APYTUX
TBepAbIX (opM coenmHeHUs. Brimenenne (apmauneBTHUECKH MPHEMIIEMBIX TBEPIOTEIbHBIX
¢dbopM coenrHEHUs], KOTOPbIE MOTYT MPOU3BOAUTHCS B MPOMBIIIIEHHBIX MacIITadax M Ha OCHOBE
MOTOPBIX MOTYT B IPOMBIIIIEHHBIX MaclITa0ax NMPOU3BOAUTHCS JIEKAPCTBEHHbIE IMpPENapaTsl,
IPeCTaBIsIET COOOMH CIOKHYIO 3a1a4y.

[0145] B onmHOM acmekTe Hacrosiiiee H300peTEeHHE OTHOCUTCS K KPUCTAJUINYECKOMN
dopme  ruppobpomumHOol  comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-Terparuaponadraaun-2-
win)amuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponan-2-mi)- | H-umunazon-4-

h0 N';\N\KNQ‘{‘
N A A
B H HBr
F ﬁ HBr

BBIOPaHHOW U3 TPYIIIBL, COCTOSIIEH 3!

wn)neHraHamuzaa ¢popmyuisl (1)

@,

a) kpuctasndeckonn @opmel A, rae @opma A xapaxrtepusyercs [IP/II, copepskaiueit
nuku npu 8,8 £ 0,2, 9.8 £ 0,2 u 23,3 + 0,2 rpanycax nBa TeTa;

b) kpucrannuueckoii @opmel B, rane ®@opma B xapakrepusyercs TP/, no cymectBy
npeacTaBiIeHHON Ha durype 4;

¢) kpucramnudyeckon Popmel D, rne @opma D xapakrepusyercs IIP/II, no cymectsy
NpeACTaBICHHON Ha purype 11;

d) kpucrannuueckoin @opmel E, rne @opma E xapakrepusyerca IIP/II, no cyuiectBy

NPEACTaBICHHON Ha purype 14;
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e) xpucramumueckod @opmel F, roe ®opma F xapakrepusyerca IIPJI, nmo cymecTBy
NpeACTaBICHHON Ha purype 17;

) xpucranmuueckoit @opmsel F', rne @opma F’ xapakrepusyercsa I[IP/II', mo cyuiectBy
npencTaBieHHON Ha urype 18;

g) kpucraunuecko @opmel G, rone ®opma G xapaxrepusyercs [IP/II, no cymecTBy
npencTaBlIeHHON Ha urype 21;

h) xpucranmmueckoit @opmel H, rne ®opma H xapaxrepusyercs IIP/II°, no cyuecTBy
NpEeACTaBICHHOM Ha urype 22;

1) kpuctannuueckoir @opmsr H', rne ®opma H' xapaxrepusyercs IIP/II°, nmo cymecTsy
npeacTaBiIeHHON Ha urype 23;

j) xpuctammuyeckoir @opmer J, rne Popma J xapakrepusyercs [IPJII, mo cymectBy
NPEACTABICHHON Ha urype 24;

k) kpucrannuueckoit @opmsl K, rae ®opma K xapakrepusyercs IIP/II, nmo cymectBy
npeacTaBieHHOH Ha urype 25;

1) xpucramnuueckoit @opmel L, rne @opma L xapaxrepusyercs I[P, no cymecTy
npeacTaBieHHOH Ha urype 26;

m) kpucraundeckoin @opmel M, roe @opma M xapaxrepusyercs 1P/, no cymectsy
NpeACTaBICHHON Ha purype 29; u

n) kpucrammueckon @opmel N, rone ®opma N xapaxrepusyercs [P/, no cymectBy
npencTaBieHHoi Ha purype 30.

[0146] B paspenax, mpuBENEHHBIX HMXKE, OOCYXKIAIOTCS TBEpAble (TBEPAOTENbHBIC)
dopmbl, KOTOpblE OBUIM HIEHTUQULUUPOBAHBI, W BbIOPAHHbIE CBONCTBA 3THUX TBEPIBIX
(TBeprOTENBHBIX) GOPM.

A. Kpucrayumnyeckast dopma A

[0147] B onmHOM acmekTe HacTosiiiee H300peTeHHe OTHOCUTCS K KPUCTAJUINYECKOM
®opme A ruapobpomumHoit conu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparuaponadranus-2-
win)amuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )Tponan-2-mi)- | H-umunazon-4-

win)neHraHamuna Gopmyst (I)

F O N=\ an-ré
i - A AN
: H HBr
= \I HBr

[0148] B onHOoM BapuaHTe ocyllecTBiIeHHs kpucramindeckas Popma A sBisercs

(D.

0e3BOHOM.

[0149] B npyrom BapuaHTe OCYLIECTBJIEHUS TeMIlepaTypa IUIaBJIeHHs] KpUCTAIINYECKON
®opmel A paBHa npumepHo 254°C.

[0150] B npyrom BapuanTe ocymectBieHuss ®opma A xapakrepusyercs [IP/I,
conepxatueit nuku npu 8,8 £ 0,2, 9,8 + 0,2, u 23,3 + 0,2 rpaaycax ABa Te€Ta, KOTOpas Mojay4eHa

MpHU UCIIOJIb30BaHuU uctouHrka usnyuenus Cu Ko. B npyrom BapuanTe ocyuectsienus @opma
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A xapaxrepmyercs [IP/II', conepsxawmeit nuku npu 8,8 + 0,2, 9,8 £ 0,2, 23,3 £ 0,2, 25,4 £ 0,2,
28,0 £ 0,2 u 29,3 +£ 0,2 rpagycax AaBa TeTa, KOTOpasi MOJy4Y€Ha MPU UCMOJIb30BAHUU MCTOUHHKA
mznydenus: Cu Ka. B apyrom Bapuanre ocyuiectBneHus ®opma A xapaxrepusyercs 1P,
conepkaiueit nuku npu 8,8 + 0,2, 9,8 £ 0,2, 20,0 £ 0,2, 23,3+ 0,2,25,4+ 0,2, 28,0+ 0,2, 29,3 +
0,2 m 32,5 £ 0,2 rpagycax aBa Tera, KOTOpas IOJy4eHAa NPU HCIOJNb30BAHUM HMCTOYHHUKA
usnyderus: Cu Ko.

[0151] B nmpyrom BapuanTte ocyuiectsieHus Popma A xapakrepusyerca IIPI, mo
CYLIECTBY mpencTaBieHHoi Ha ¢urype 1. B apyrom Bapuante ocyiiectBieHuss ®@opma A
xapakrepuzyercs TGA mpoduieM, Mo CymecTBy MpencraBlieHHbIM Ha ¢urype 2. B apyrom
BapuaHte ocymectBieHuss Popma A xapakrtepusyercs DSC mnpodunem, mo CyuiectBy
NPEACTABICHHBIM Ha (urype 3.

[0152] B npyroMm BapuaHTe OCYILIECTBJIEHUs OJJeMeHTapHas sdeiika Popmbl A
MHEKCUPOBaHa KaK MPUMHUTHUBHAsI MOHOKJIMHHAS.

[0153] B npyrom BapuaHTe OCYILIECTBIEHUs OJJeMeHTapHas sdeiika Popmbl A
XapaKTepU3yeTcs CEAYIOMIMHI TTapaMeTpaMy; 3HadeHue a paBHo npumepro 10,035 A, 3auenne
b pasrO mpumepHO 7,532 A, u 3Hauenme c pasno mpumepHo 20,092 A. B apyrom BapuanTe
OCYIIECTBIIEHHsI 0O0BEM 3JIeMEHTapHOH stueliku Popmbl A cocTasisieT nmpumepHo 1518,1 Al

[0154] ITapameTpsl snieMeHTapHOI siueiiku @opmbr A:

Kpucranmmueckas pemerka bpase HpuMHUTHBHASI MOHOKJIMHHAS
a[A] 10,035
b [A] 7.532
c[A] 20,092
a [rpan] 90
B [rpan] 91.39
v [rpan] 90
O6beM [A/stueiixa] 1518,1
XupanbHbIi KOHTEHT? XupanapHbIi
Cummos moracaHust P12;1
ITpocTpancTBeHHas(ble) rpymma(bl) P2, (4)

[0155] B nppyrom BapuanTe ocyuiectBieHus Popma A sABISeTCS IO CYLIECTBY
cBoOOmHOW oOT aApyrux noauMmopdubx ¢opm. B nmpyrom BapuaHTe OCYIIECTBIICHHUS
nonumop¢Has yncrora Popmer A cocrasisier o MeHblnel mepe 80%, o MeHbneil Mepe 85%,
no MeHblueil Mepe 86%, no meHblueill Mepe 87%, no MeHbluell Mepe 88%, Mo MeHbILEH Mepe
89%, no menbinet mepe 90%, no menHbieit mepe 91%, no menbiueit mepe 92%, no MeHbLIEH
mepe 93%, no menblueil mepe 94%, no meHbliedl Mepe 95%, no meHbliel mepe 96%, no
MeHblIel Mepe 97%, no Menbliel Mmepe 98% unu o Mmexsluei mepe 99%.

B. Kpucrannuueckas @opma B

[0156] B omHOoM acmekTe Hacrosilnee H300peTEeHHE OTHOCHUTCS K KPUCTALIMYECKOH
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®opme B rumpobpomupnoit  comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranius-2-
min)aMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIAMUHO )ITponas-2-ni)- | H-umunazon-4-

win)neHraHamuna Gopmys (I)

F O N=\ NH
LA

HBr
F HBr
\l (0.

[0157] B omnom Bapuante ocyuiectBieHuss ®opma B xapakrepusyercs IIP/I, mo
CYLIECTBY MPECTaBIeHHON Ha purype 4.

[0158] B npyrom Bapuante ocymectsieHust @opma B sBisieTcst mo cymecTBy cBOOOTHOH
oT apyrux nonmuMopdHeIx GopMm. B npyrom BapmaHTe OCYLIECTBICHHs MOJIUMOPQHAs YUCTOTA
®opmel B cocrasisier no MeHblueit mepe 80%, no menblueil mepe 85%, no meHblel Mepe 86%,
no MeHbluel mepe 87%, no Menblnel Mepe 88%, Mo MeHbluel mepe 89%, Mo MeHblIeH Mepe
90%, no menbiueit mepe 91%, no menbieit Mmepe 92%, no menbinei Mepe 93%, MO MeHbLIEH
mepe 94%, no menbiueil mepe 95%, o MeHbliedl Mepe 96%, no meHbluel mepe 97%, no
MeHbleld Mepe 98%, unu no MeHble Mepe 99%.

C. Kpucramnmnueckass @opma C

[0159] B onmHOM acmekTe HacTosiliee H300pETEeHHE OTHOCHUTCS K KPUCTATMYECKOH
@®opme C rugpobpomumnHoit comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadranus-2-

min)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponas-2-nin)- | H-umunazon-4-

F H O N==\ Nﬁ
ot
2 H nHBr
F h

r7ie n paBHO MpuMepHo 1-3.

win)neHraHamuga Gopmyisl (1)

(D),

[0160] B ogHoMm BapuanTe ocymectsienus @opma C obamaeT OqHON UM HECKOJIbKUMU
XapaKTEePUCTUKAMH, BBIOPAHHBIMHU M3 TPYIIIBI, COCTOSIIEH U3 MyHKTOB a)-d):

a) [TP/I", mo cymecTBy npeacTaBieHHas Ha purype 5;

b) TGA mpodwib, o CyIIecTBY NMpeACcTaBIeHHbIH Ha purype 6;

¢) DSC npoduinb, no cyimecTBy NMpeacTaBieHHbIH Ha Gurype 7; u

d) Tepmorpasumerpuueckuii nmpoduib, conpsokeHHbll ¢ MK cniektpom, mo cymecTBy
NPEeACTABICHHBIN Ha urype, BBIOpaHHON U3 TPYIIBI, cocTosmen u3 ¢uryp ¢ 8 mo 10.

[0161] B npyrom BapuaHTe OCYUIECTBIEHUS »sieMeHTapHas sueiika Popmer C
MH/IEKCHPOBaHA KaK MPUMUTUBHASI pOMONYECKAs!.

[0162] B npyrom BapuaHTe OCYUIECTBIEHUS »sjeMeHTapHas sueiika Popmer C
XapaKTepu3yeTcsl CNeNYIOLIMH TI0KAa3aTels MK 3HAYEHHe a COCTaBiseT mpumepHo 7,491 A,

3Havenue b cocrasnser npumepHo 10,353 A, u 3Hauenue ¢ cocrasnser npumepHo 48,790 A. B
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APYyroM BapHaHTe OCYLIECTBIEHUs OOBeM »sieMeHTapHOW sueiiku @opmel C cocraBiser
npumepHo 3783.,9 A’

[0163] ITapameTps! 3neMeHTapHOI stueiiku Popmsbl C:

Kpucrannuueckas pemerka bpase IIpumuTuBHAS pomMOnUecKas
a[A] 7,491

b [A] 10,353
c[A] 48,790

o [rpan] 90

B [rpan] 90

v [rpan] 90

O6bem [A”/stueiixa] 3783.9
XUpanbHbIi KOHTEHT? XupaabHbIi
CuMIION IOKacaHust P22 24
IIpocTpaHcTBeHHas(bIe) rpymna(bl) P2,2,2, (19)

[0164] B npyrom Bapuante ocyinectsienus TGA nokassiBaet, uto @opma C TepsieT no
MeHblIel Mepe 8% macc. B quamnasoHe temrepaTtypsl ot npuMmepHo 60°C no npumepro 190°C. B
apyroM BapuaHte ocyinectsieHuss DSC tepmorpamma @opmbl C nokasblBaeT IepBOe
SHAOTEpMUUECKOe coObITHEe mpuMepHO mpu 39°C M BTOpOE SHAOTEPMHUYECKOE COOBITHE
npumepHo npu 152°C.

[0165] B npyrom Bapuante ocymectsienust @opma C ABiseTcs 1o CyImecTBy CBOOOAHOMN
OT Apyrux nonuMopdHeix GopMm. B npyrom BapuaHTe OCyLIECTBIEHUs MOJIUMOpQHAsT YUCTOTA
®opwmsl C cocraBnsieT no Mesblieit mepe 80%, no meHbiueil mepe 85%, o MeHblIel Mepe 86%,
no MeHblneil mepe 87%, no MeHbluell Mepe 88%, no MeHbiueil Mmepe 89%, Mo MeHbIIEH Mepe
90%, no menbiueit mepe 91%, no menbineii Mepe 92%, o Menbineid mepe 93%, MO MeHbLIEH
Mepe 94%, no menbwel mepe 95%, no MeHblned mepe 96%, no meHbwed mepe 97%, mo
MeHblIel Mepe 98% unu o MeHble Mepe 99%.

D. Kpucramnnueckass @opma D

[0166] B omHoM acmekTe Hacrosiiiee H300pETEHHE OTHOCUTCS K KPUCTAJUINYECKOM
@®opme D ruppobpomumnoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponas-2-mi)- | H-umunazon-4-

wi)nearaHamuna Gopmysl (I)

(M.

[0167] B onrom Bapuante ocyuiectienus @opma D oOnanaer oqHOM UM HECKOJIBKUMU



27

XapaKTEePUCTUKAMH, BEIOPAHHBIMHU M3 IPYIITBI XapaKTEPUCTHK MyHKTOB a)-C):

a) ITP/I", mo cymiecTBy npencrasBieHHast Ha gurype 11;

b) TGA npodub, o CyIiecTBy NpeacTaBieHHblil Ha purype 12A unu ¢urype 12B; u

c¢) DSC npo¢uns, no cyimecTBy npencraBieHHbli quHuel A ninu auHueilt B Ha durype
13.

[0168] B npyrom BapuaHTe OCYLIECTBJICHUsS OdJieMeHTapHas sdeiika Popmbr D
MHJIEKCHPOBaHAa KaK NPUMHUTHUBHAs MOHOKJIMHUYECKas. B pyroM BapuaHTe OCYIIECTBJIEHUS
sJeMeHTapHas syelika Gopmbl B xapakTepusyercsi ClIeqylOIUMH MapaMeTpamMu: 3HAYCHHE a
cocrapisier mpuMepHo 18,465 A, 3mauenme b cocrasnser npumepno 7,441 A, u 3Hauenme c
cocrasnser npuMepHo 23,885 A. B apyrom BapHaHTe OCYIIECTBIEHHS OOBEM 3JEeMEHTAPHOI
suetiku @opmel D cocraBnsier npumepso 3250,4 A,

[0169] ITapameTpsl sniemenTapHoit stueiiku @opmer D:

Kpucrannuyeckas pemerka bpase IIpuMHTHBHASI MOHOKJIMHHASA
a[A] 18,465
b[A] 7,441
c[A] 23,885
o [rpan] 90
B [rpax] 97,95
v [rpan] 90
O6beM [A/sueiixa] 3250,4
XUpaNbHbIil KOHTEHT? XupaabHbI
CumMnon noracaHust P12;1
ITpocrpancTBeHHasA(ble) rpymna(bl) P2, (4)

[0170] B npyrom Bapuanre ocyiectsieHus TGA nokasbiBaer, uro ®opma D Tepsier ot
npumepHo 1,2 no mpumepHo 2,5% wmacc. B nuama3oHe Temmeparypbl oT npumepHo 24°C no
npumepHo 109°C.

[0171] B npyrom Bapuanre ocyuiectBienuss DSC repmorpamma @opmbl D nokaseiBaer
SHIOTEPMHUUECKOE coObITHE TpuMepHO Tipu 65°C.

[0172] B ppyrom BapuanTe ocyuectBieHus Popma D sBisercs mno CyliecTBy
cBoOOmHOW oOT aApyrux nojauMmopdubx ¢opm. B nmpyrom BapuaHTe OCYIIECTBIICHUS
nonumop¢Has yrctorsl @opmer D cocrasisier nmo menbiiel Mepe 80%, no meHbiuel mepe 85%,
no MeHbluel mMepe 86%, no Menbinel mMepe 87%, Mo MeHblel mepe 88%, MO MeHbLIEH Mepe
89%, no menbiueit mepe 90%, no menbiueit mepe 91%, no menpiueit mepe 92%, no MeHbLIEH
mepe 93%, no menblueil mepe 94%, o meHbliedl mMepe 95%, no meHbuiel mepe 96%, no
MeHbLIel Mepe 97%, o Menblueil Mmepe 98% unu no Messluei mepe 99%.

E. Kpucramuinueckasgs @opma E

[0173] B omHOM acmekTe HacTosiliee H300peTEeHHEe OTHOCHUTCS K KPUCTATMYECKOH

®opme E rugpobpomunuoit comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadranus-2-
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min)amMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIAMUHO )ITponas-2-nin)- | H-umunazon-4-

win)neHraHamuna Gopmys (I)

O N==\ NH
LI A
E H

HBr
F HBr
ﬁ (.

[0174] B ogHom BapuanTe ocymectsieHuss @opma E obnagaer oqHON UM HECKOJIbKUMU
XapaKTEePUCTUKAMH, BEIOPAHHBIMHU M3 TPYIIBI XapaKTEPUCTHK MyHKTOB a)-C):

a) I[TP/I", mo cyuiecTBy npencrasieHHast Ha purype 14;

b) TGA npodub, IO CyIIEeCTBY MpeACTaBIeHHbIN Ha urype 15; u

c¢) DSC npodwuib, 1o cyiiecTBy npeacraBieHHbIH Ha urype 16.

[0175] B npyrom Bapuante ocyuiectBieHus TGA nokassiBaet, uto ®@opma E Tepsier ot
npuMepHo 8% Mmacc. B Auana3oHe TemnepaTypsl oT npuMepHo 28°C no npumepso 120°C.

[0176] B npyrom BapuanTe ocymectsieHuss DSC tepmorpamma ®@opwmsbl E nokaseiBaer
SHAOTEepMHUUECKOe cobbiTue mpumepHo mpu 80°C.

[0177] B npyrom Bapuanre ocymectsieHust @opma E sBnsiercs mo cymecTBy cBOOOTHOH
oT apyrux nonmuMopdHeix GopMm. B npyrom BapmaHTe OCyLIECTBICHHs MOIUMOpGHAsT YUCTOTA
®opwmsl E cocrasnsier no menblieii mepe 80%, no MeHblueit mepe 85%, no MeHbluel Mmepe 86%,
no MeHbluel mepe 87%, no Menbluel Mepe 88%, nmo MeHblueil mMepe 89%, Mo MeHbLIeH Mepe
90%, no menbiieit Mmepe 91%, no menblieit Mmepe 92%, no menbluel Mmepe 93%, Mo MeHbLIEH
mepe 94%, no menblueil mepe 95%, no MeHbliel Mepe 96%, no meneiiel mepe 97%, no
MeHblel Mepe 98% unu no MeHble Mepe 99%.

F. Kpucrasummueckass @opma F

[0178] B onmHOM acmekTe Hacrosiiiee H300pETeHHe OTHOCUTCS K KPUCTAJUINYECKOM
®opme F ruppobpomumHoit comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-Terparuaponadranus-2-
win)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )riponan-2-mi)- | H-umunazon-4-

win)neHraHamuna Gopmyst (I)

HBr
F HBr
\| (0.

[0179] B npyrom Bapuante ocyiuectBieHuss ®opma F xapakrepusyercsa IIPJI, mo

F 0 N=\ NH
H\:)LHJ@{

CYLIECTBY IMpEACTaBIeHHON Ha durype 17.

[0180] B npyrom Bapuante ocymectsienuss Popma F sBnsiercs mo cymecTBy cBOOOIHOMN
oT apyrux nonmuMopdHeix GopMm. B npyrom BapmaHTe OCyLIeCTBIEHHs MOIUMOpGHAsT YUCTOTA
®opwmel F cocrasisier mo Menbuieit mepe 80%, no MeHblueil Mmepe 85%, no meHblueil Mepe 86%,
1o Mesblueil Mepe 87%, no meHblueil Mepe 88%, no MeHbluell Mepe 89%, Mo MeHbIIEH Mepe

90%, no menbiieit Mmepe 91%, no menbuieit Mepe 92%, no menbluel Mepe 93%, Mo MeHbLIEH



29

Mepe 94%, no menbliel mMepe 95%, no MeHbluel mepe 96%, no meHblued mepe 97%, mo
MeHblIeld Mepe 98% unu no MeHblel Mepe 99%.

G. Kpucramummueckass @opma F'

[0181] B omHOM acmekTe Hacrosiliee H300peTEeHHE OTHOCHUTCS K KPUCTAIMYECKOH
®opme F' rumpobpomumHoii conmu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuapoHadraanH-2-
win)amuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )Tponan-2-mi)- | H-umunazon-4-

wi)neHraHamuaa ¢popmysr (1)

i N
,CO'H\ANJWN{
= H HBr
F \l HBr

[0182] B onnom BapuanTe ocyuiecteienus @opma F' o0anaer oqHOM MITH HECKOJIBKUMU

(D).

XapaKTEePUCTUKAMH, BEIOPAHHBIMHU M3 TPYIIBI XapaKTEPUCTHK MyHKTOB a)-C):

a) ITP/II", mo cymecTBy npencraBieHHast Ha gurype 18;

b) TGA npodub, O CyIIecTBY MpeacTaBieHHbIN Ha urype 19; u

¢) DSC npodwuins, 1o cymecTBy npeacraBieHHbii Ha urype 20.

[0183] B npyrom Bapuante ocyuiectBieHuss TGA noxasbiBaer, uto @opma F' tepser
npumepHo 12,6% macc. B nuama3oHe TemrepaTypbl oT npumepHo 24°C no nmpumepno 90°C u
TepsieT npuMmepHo 15,6% macc. B nuamnasoHe TemmepaTypbsl oT mpumepHo 97°C g0 mpumepHO
198°C.

[0184] B npyrom Bapuante ocywmectsieHus ®Popma F  sBuserca mno cyuiecTBy
cBoOOHONW oOT aApyrux noauMmopdubix ¢opm. B npyrom BapuaHTe OCYIIECTBIIEHUS
nonumopdras yncrora @opmel F' cocrasisier no mensuieit mepe 80%, o Menbluel mMepe 85%,
1o MeHblneil mepe 86%, no MeHbluelt Mmepe 87%, o MeHbluei Mmepe 88%, Mo MeHbIIEH Mepe
89%, no menbiueit mepe 90%, no menbieit mepe 91%, no menwiueit Mmepe 92%, No MeHbILIEH
mepe 93%, no menblueit mepe 94%, o meHbliel mMepe 95%, no meHbiuel mepe 96%, no
MeHblIel Mepe 97%, no menblieit Mmepe 98% wunu 1o Mensiuei mepe 99%.

H. Kpucramummueckass @opma G

[0185] B onmHOM acmekTe HacTosilee W300pETEHHE OTHOCHTCS K KPUCTATMYECKOH
®opme G ruapobpomumHoit conmu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponas-2-min)- | H-umunazon-4-

wi)nearaHamuna Gopmys (I)
: A
o0y T
z H HBr
F \l HBr
{1).

[0186] B omnom Bapuanrte ocymectsiaeHuss @opma G xapakrepusyercs IIP/I°, mo

CYLIECTBY IpeACTaBIeHHOHN Ha durype 21.
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[0187] B npyrom Bapuante ocyuectBieHus @Popma G SBIsieTCs MO  CYLIECTBY
cBoOOmHOW oOT aApyrux noauMmopdubx ¢opm. B nmpyrom BapuaHTe OCYIIECTBIICHUS
nonumop¢Has uucrora Popmer G cocrapnsier o MeHbinel Mepe 80%, no mMeHsieil Mepe 85%,
1o MeHbluei Mepe 86%, no menblueil Mepe 87%, no MeHbluel Mepe 88%, MO MeHbILEH Mepe
89%, no menblie Mepe 90%, no menbiuel Mepe 91%, no menbiuel Mepe 92%, no MeHbIIEH
mepe 93%, no menbiueit Mepe 94%, no meHbliel mepe 95%, nmo menslueit mMepe 96%, mo
MeHblIel Mepe 97%, no menbluel Mmepe 98% unu o MeHbiuei mepe 99%.

1. Kpucramnnueckass @opma H

[0188] B omHOM acmekTe HacTosiiee H300pETEHHE OTHOCHUTCS K KPUCTATUYECKOMH
®opme H ruapobpomumnoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metui- 1 -(HeoneHTHIaMHUHO )Tponas-2-mi)- | H-umunazon-4-

wi)neHraHamuna Gopmyst (I)

O N\ NH
L AN
: H

HBr
F HBr
\| (D).

[0189] B onnom Bapuanrte ocyiecteieHuss ®@opma H xapakrepusyercs IIP/I, mo
CYLIECTBY IPENCTABIEHHON Ha purype 22.

[0190] B npyrom Bapuante ocywectsieHus @Popma H sBasercs mo cymiecTBy
cBoOOmHOW oOT aApyrux noauMmopdubx ¢opm. B nmpyrom BapuaHTe OCYIIECTBIICHUS
nonumop¢Has unucrora Popmer H cocrapnsier no menbiuei mepe 80%, no mensiueii Mepe 85%,
1o MeHblneil mepe 86%, no MeHblueilt Mmepe 87%, o MeHbiuei mepe 88%, Mo MeHbIIEH Mepe
89%, no menblie Mepe 90%, no menbliel Mepe 91%, no meHbiel Mepe 92%, no MeHbIIEH
mepe 93%, no menbweit mepe 94%, o meHbliel Mepe 95%, nmo meHbiuel mepe 96%, no
MeHblel Mepe 97%, o menbleit Mmepe 98% wunu o mensiuei mepe 99%.

J. Kpucramnmueckas @opma H'

[0191] B omHOM acmekTe HacTosilee H300pETEHHE OTHOCHUTCS K KPUCTATUYECKOH
®opme H' ruppobpomumnoi comm  (S)-2-(((S)-6,8-mudrop-1,2,3,4-Terparunponadranus-2-
win)amMuHO)-N-(1-(2-metui- 1 -(HeoneHTHIaMUHO )ITponas-2-mi)- | H-umunazon-4-

wi)neHraHamuna Gopmys (I)

HEr
F HBr
\| (D).

[0192] B onnom BapuanTe ocymectBienuss ®@opma H' xapakrepusyercs I[P/, mo

0O  N=\ NH
PPeTy
: H

CYLIECTBY IPEICTAaBIEHHON Ha purype 23.

[0193] B npyrom Bapuante ocywectBieHus ®opma H' sBiserca mno cymiecTBy
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cBoOOmHOW oOT aApyrux noguMmopdubx ¢opm. B nmpyrom BapuaHTe OCYIIECTBIICHUS
nonumop¢Has urcrora Popmel H' coctasnser no menbineii mepe 80%, no meHbinel mepe 85%,
1o MeHbluell Mepe 86%, no meHblueill Mepe 87%, no MeHbluell Mepe 88%, MO MeHbIIEH Mepe
89%, no menbiueit mepe 90%, no menblueit mepe 91%, no menpiieit Mmepe 92%, no mMeHbLIEH
mepe 93%, no mensbineit Mepe 94%, no meHbliel mepe 95%, mo menslueit mepe 96%, mo
MeHblIel Mepe 97%, no meHbluel Mmepe 98% uinu o MeHbluei mepe 99%.

K. Kpucrammuueckass @opma J

[0194] B onmHOM acmekTe Hacrosiiee H300pETEHHE OTHOCHUTCS K KPUCTAIUYECKOMH
®opme J rugpobpomumHoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMHUHO )iponas-2-mi)- | H-umunazon-4-

wi)neHraHamuna Gopmyst (I)

O N=\ NH
R AN
: H

HEr
F HBr
\l (D).

[0195] B oanom Bapuante ocyuectBieHus @opma J xapaxrtepusyercs IIPII, mo
CYLIECTBY MPEICTABIEHHON Ha purype 24.

[0196] B npyrom BapuanTte ocymectBieHus: Popma J siBiseTCs MO CyLIECTBY CBOOOIHOMN
oT apyrux nonuMopdHeix GopMm. B npyrom BapmaHTe OCyLIeCTBIEHUs MOIUMOpGHAs YUCTOTA
®opwmsl J coctasisieT o MeHblel Mepe 80%, no MeHblueil Mmepe 85%, no meHblueil mepe 86%,
1o MeHblueil Mepe 87%, no menbiueil Mepe 88%, no mMeHbluell Mepe 89%, MO MeHbIIEH Mepe
90%, no menblueit mepe 91%, no menblei Mepe 92%, no mMenbluel Mepe 93%, no MeHbIIEH
mepe 94%, no menbiueil Mepe 95%, no MmeHbliel mepe 96%, nmo menslueil mepe 97%, mo
MeHblIel Mepe 98% unn no menblel mepe 99%.

L. Kpucrammnueckass @opma K

[0197] B onmHOM acmekTe HacTosiliee H300pETEHHE OTHOCHUTCS K KPUCTAIUYECKOMH
®opme K ruapobpomumnoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMHUHO )ITponas-2-mi)- | H-umunazon-4-

wi)neHraHamuna Gopmys (I)

: 0w al S
H H HBr
F \l HBr

[0198] B onnom Bapuanrte ocymecteieHuss ®@opma K xapakrepusyercs IIP/I, mo

(@.

CYLIECTBY IPENCTAaBIEHHON Ha purype 25.
[0199] B npyrom Bapuante ocyuectsieHus @Popma K sBisiercss mo CyLIecTBy

cBoOOmHONW oOT aApyrux mnoauMmopdubx ¢opm. B npyrom BapuaHTe OCYIIECTBIIEHUS
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nonumop¢Has uncrora Popmer K cocrapnsier no menbiueii mepe 80%, nmo mensineii mepe 85%,
no MeHbluel Mepe 86%, no MeHbluel Mepe 87%, no MeHbluell mMepe 88%, MO MeHbLIEH Mepe
89%, no menbiuet mepe 90%, no menblueit mepe 91%, no menbieit Mmepe 92%, no mMeHbLIEH
mepe 93%, no menblueil mepe 94%, no menbliel mepe 95%, no meneliel mepe 96%, no
MeHblIel Mepe 97%, o meHbluel Mepe 98% uinu o MeHbIuei mepe 99%.

M. Kpucramuinueckast @opma L

[0200] B onmHOM acmekTe Hacrosiiiee H300pETeHHe OTHOCUTCS K KPUCTAJUINYECKOM
®opme L rugpobpomunuoit comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metui- 1 -(HeoneHTHIaMUHO )Tponan-2-mi)- | H-umunazon-4-

wi)neHraHamuna Gopmyst (I)

: o e i
jo 0 il
= H HEBr
F \I HBr

[0201] B ogHoMm BapuanTe ocymectsieHuss @opma L obnagaer oqHON WIH HECKOJIBKUMU

{1).

XapaKTEePUCTUKAMH, BEIOPAHHBIMHU M3 TPYIITBI XapaKTEPUCTHK MYHKTOB a)-C):

a) [TP/II", mo cymecTBy npeacrasieHHast Ha purype 26;

b) TGA npoduib, O CyIIeCTBY MpeACcTaBIeHHbIN Ha urype 27; u

c¢) DSC npodwuib, 1o cyiiecTBy npeacTaBieHHbI Ha purype 28.

[0202] B npyrom BapuanTe ocyuectsieHus DSC Tepmorpamma @opmsbl L nmokaseiBaet
SHAOTEPMUUECKOe coObITHE puMepHO npu 157°C.

[0203] B npyrom Bapuanre ocyuectBierus ®opma L siBisieTcs no cymecTBy cBOOOJHON
oT Apyrux nonumopdHeix Gopm. B apyrom BapuaHTe OCyIIECTBIEHUS MOIUMOP(HAS YUCTOTA
®opwmsl L cocrasisier no mensblueit mepe 80%, no menbiueil mepe 85%, no MeHbluel mepe 86%,
no MeHblueil Mepe 87%, no meHbluell Mepe 88%, mo MeHbluel Mepe 89%, Mo MeHbIIEH Mepe
90%, no menbiueit mepe 91%, no menbineli Mmepe 92%, no menbinei mepe 93%, MO MeHbLIEH
mepe 94%, no menblueil mepe 95%, o meHbliel Mepe 96%, no menbiuel mepe 97%, no
MeHblel Mepe 98% unu no MeHble Mepe 99%.

N. Kpucranninueckas Popma M

[0204] B omHOM acmekTe HacTosiee W300pETEHHE OTHOCHTCS K KPUCTATMYECKOH
®opme M ruppobpomumHol comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-TerparuaponadranuH-2-
win)amMuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )ITponas-2-min)- | H-umunazon-4-

wi)neHraHamuna Gopmys (I)

F 0 N=\ NH
H\__)LHJWN{

HBr
F HBr
ﬁ (D.

[0205] B onnom BapuanTe ocyuiecteieHuss ®@opma M xapakrepusyercsa IIPJI, mo
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CYLIECTBY MPEACTaBIEHHON Ha purype 29.

[0206] B npyrom BapuanTe ocymectieHus @Popma M sBiseTcs MO CYLIECTBY
cBoOomHONW oOT aApyrux mnoauMmopdubx ¢opm. B nmpyrom BapuaHTe OCYIIECTBIICHUS
nonumop¢Has yncrora Popmsl M coctaBnser no meHbiueil mepe 80%, o meHbiueit mepe 85%,
no MeHblneil mepe 86%, no MeHbiueill Mmepe 87%, o MeHbiuel mepe 88%, Mo MeHbIIEH Mepe
89%, no menblie Mepe 90%, no menbluel Mepe 91%, no meneiel Mepe 92%, no MeHbIIEH
mepe 93%, no menbiueil Mepe 94%, no meHbliel mepe 95%, mo menslueil mepe 96%, mo
MeHblel Mepe 97%, no menbleit Mmepe 98% wunu 1o Mmensiuei mepe 99%.

O. Kpucrammnueckas @opma N

[0207] B omHOM acmekTe HacTosiliee W300pETEHHE OTHOCHUTCS K KPUCTATMYECKOMH
®opme N ruapobpomumHoit comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)amMuHO)-N-(1-(2-metui- 1 -(HeoneHTHIaMUHO )ITponas-2-mi)- | H-umunazon-4-

win)nearaHamuna Gopmys (I)

: VA
H H HBr
F \l HBr

[0208] B ognom Bapuanrte ocymectsieHuss ®@opma N xapakrepusyercs IIP/I, mo

(.

CYLIECTBY IpencTaBieHHON Ha ¢purype 30.

[0209] B npyrom Bapuante ocyuectBieHus @Popma N sBisieTcss MO CyLIECTBY
cBoOOfHONW oOT aApyrux noauMmopdsbix ¢opm. B npyrom BapuaHTe OCYIIECTBIIEHUS
nonumopduas uncrora Popmsl N cocraiser no Menbuiei mepe 80%, o Menbliel mMepe 85%,
1o MeHblneil mepe 86%, no MeHbluell Mmepe 87%, o MeHbiuel Mepe 88%, Mo MeHbIIEH Mepe
89%, no menbliei Mepe 90%, no menbliel Mepe 91%, no menbiiel Mepe 92%, no MeHbIIEH
mepe 93%, no menbiel mepe 94%, no menbied mepe 95%, nmo meHbled mepe 96%, Mo
MeHblel Mepe 97%, no menblieit Mmepe 98% wunu 1o mensiuei mepe 99%.

P. Amopduas bopma

[0210] B omHOM acmekTe HacTosiee H300peTeHHEe OTHOCUTCS K amMopdHOI (dopme
runpodpomunron comu  (S)-2-(((S)-6,8-mudrop-1,2,3.4-rerparunponadTanuH-2-ui1)aMuHO )-N-

(1-(2-meTmi- 1-(HeoneHTHIIIAMUHO )IponaH-2-wmi)- | H-umunason-4-wn)nearanamuna gpopmyst (I)

F 0 N=\ NH
H‘:AH’IWN{

HBr
F HBr
\I (D.

[0211] B onmHom BapumaHTe ocymuecTBieHusi amopdHoe coemuHenune 1 Qopmynsr (1)
xapakrepusyercs [IP/II', mo cymiecTBy npencraBieHHoON Ha ¢urype 31.
[0212] B ngpyrom BapumaHTe ocyliecTBieHUss amMopdHoe coenuHeHue 1 ¢dopmyier (1)

SBJIIETCS. 10 CYINEeCTBY CBOOOAHBIM oOT mnojuMmopdHeix ¢opm. B  jgpyrom Bapuanre
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ocyuiecTBiieHHUs moyimMop(dHast urctota amopdHoro coenunenust 1 gopmyisl (I) cocraBusier mo
MeHbluel mepe 80%, no MeHblueil Mepe 85%, no meHbleil Mepe 86%, no meHbleit mepe 87%,
1o MeHblueil Mepe 88%, no menblueill Mepe 89%, no mesbluell Mepe 90%, Mo MeHbIIEH Mepe
91%, no menbiieit Mmepe 92%, no menbuieit mepe 93%, no menbluel Mmepe 94%, Mo MeHbLIEH
mepe 95%, no menbiueit mepe 96%, no menbiueit Mepe 97%, no menbluell Mepe 98% unu o
MeHbIIel Mepe 99%.

I1I. Pasmep yacTuil

[0213] B apyrom acmekrte HacTosiiiee U300pETEeHHE OTHOCUTCS K KPUCTAJTMYECKUM U
aopMHbIM  (popmam, OOCYKIEHHBIM BBIIIE, XaPAKTEPU3YIOIIUMCS OIHUM WM Oojiee
MOKa3aTeJsIMU M3 CIEAYIOINX TMoKazatenei pasmepoB uactuu: D[V,0.10] B uHTepBane oT
npuMmepHo 0,5 MM no nmpumepHo 15 mxMm, D[V,0.50] B uHTepBane oT mpuMepHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unTepBane ot npumepHo 8§ MkMm a0 npumepHo 600 MkM umu
D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM 10 puMepHo 200 MKM.

[0214] B omHOM BapuaHTEe OCYIIECTBJICHHS y KPHCTALUTMYECKUX B aMOp(HBIX (Gopm,
00Cy»/IeHHBIX BBIIIE, 3HAYCHUE TOKa3aresst pa3Mepa dactul D[V,0.10] HaxonuTcst B uHTEpBase
or npumepHo 0,5 Mkm 1o npumepHo 15 Mxkm. B oaHOM BapuaHTe OCyLIECTBIEHHUS Y
KPUCTATMUECKUX U aMOpdHBIX Gopm, odcyxneHHbIx Boite, D[V,0.10] Haxogurcst B uHTEpBase
or npumepHo 0,5 Mxm 1o npumepHo 10 Mxkm. B oaHOM BapuaHTe OCYLIECTBIEHHUS Y
KPUCTATMUECKUX U aMOpHBIX Gopm, 00cykneHHbIx Boime, D[V,0.10] Haxoaurcs B uHTEpBase
OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0215] B omHOM BapuaHTe OCYLIECTBJIEHHS y KPHCTAUIMUECKUX M aMOp(HBIX (opm,
00Cy»/IeHHBIX BBIIIE, 3HAUEHHE MoKa3aress pa3Mepa dyactul D[V,0.50] naxonuTcst B uHTEpBase
OT npumepHo 2 MkM a0 npumepHo 30 MkM. B onHOM BapuaHTe OCYLIECTBICHUS Y
KPHUCTAJUIMYECKUX U aMOP(HBIX (GOopM, OOCYKIEHHBIX BBIIIE, 3HAUEHHE IOKA3aTeNs pa3mepa
yactuy D[V,0.50] Haxoautcs B MHTEpBaje OT IPUMEPHO 2 MKM JI0 IpUMepHO 25 MKM. B ogHOM
BApPHUAHTE OCYINECTBJICHUS Y KPHUCTALIMYECKUX U aMOpP(PHBIX (GOpM, OOCYKIEHHBIX BBIIIE,
3HaueHue nokasarens pasmepa dactul D[V,0.50] Haxoaurcs B uHTEpBaje OT MPUMEPHO 2 MKM
1o npuMmepHo 20 MKM. B OmHOM BapuaHTe OCYLIECTBICHHS Y KPHCTANIMYECKUX M aMOP(HBIX
dbopm, oOCYKIEHHBIX BbIIE, 3HAYEHHE TOKaszaTens pasmepa vactunl D[V,0.50] maxomurtcs B
MHTEpBajie OT IPUMEPHO 2 MKM JI0 IPUMEPHO 15 MKM.

[0216] B omHOM BapmaHTe OCYIIECTBJICHHS y KPHCTALUTMYECKUX B aMOp(HBIX (Gopm,
00CYy KIEeHHBIX BBIIIE, 3HAYCHHE MOKa3aTens pazmepa yactull D[V,0.90] naxoautcs B MHTEpBaje
or mpuMmepHo 8 MkM 10 mnpumMepHo 600 MkmM. B omHOM BapuaHTE€ OCYIIECTBJICHHUS Y
KPUCTAUTMUECKUX U aMOp(dHBIX (popmM, OOCYKIEHHBIX BBIIIE, 3HAYCHHE IOKA3aTeNs pa3Mepa
gactun D[V,0.90] nHaxonuTcs B uHTepBaje OT NnpuMepHO 8 MKM 0 npumepHo 500 mxm. B
OJTHOM BapUaHTE OCYILECTBIICHUS Y KPUCTALUTMUECKUX U aMOP(PHBIX PopM, 0OCYKIEHHBIX BBILIE,
3HaueHue nokasarens pasmepa dactul D[V,0.90] naxoautcsa B uHTEpBaje OT MPUMEPHO 8 MKM
no npumepHo 400 Mxm. B onHOM BapuaHTe OCYLIECTBICHHUS y KPUCTALIMYECKHX U aMOP(QHBIX
¢dbopM, 0OCYKIEHHBIX BBIIIE, 3HAUCHHE TOKas3aTess pasmepa vactull D[V,0.90] nHaxomutcs B

UHTepBajie OT npuMepHO 8 MkM 10 npumepHo 300 Mxm. B ogHOM BapuaHTe OCYLIECTBJIECHUS Y
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KPUCTATMUECKUX M aMOp(HBIX (popM, OOCYKIEHHBIX BbIIIE, 3HAYEHUE IIOKA3aTeNs pa3Mmepa
gactun D[V,0.90] nHaxonuTcs B MHTEpBaje OT NpuUMepHO 8 MKM 10 mpumepHo 200 Mxm. B
OJTHOM BapUaHTE OCYIIECTBJICHUS Y KPUCTAUIMUECKUX U aMOP(PHBIX PopM, 0OCYKAEHHBIX BBILIE,
3HaueHue nokasarens pasmepa dactuy D[V,0.90] naxoaurcs B uHTEpBaje OT MPUMEPHO 8§ MKM
no npumMepHo 100 mxm. B onHOM BapuaHTe OCYIIECTBIIEHHS Y KPUCTAIMYECKUX U aMOP(HBIX
dopmMm, oOCykIeHHBIX BbIlIE, 3HAYEHHE MOKa3aTens pasmepa udactun D[V,0.90] maxomutcs B
UHTEpBaJIe OT IPUMEPHO 8 MKM 10 IPUMEPHO 75 MKM.

[0217] B ogHOM BapuaHTe OCYIIECTBJIECHHS y KPHUCTALUTMUECKUX M amMOpdHBIX (Gopm,
0OCy»K/I€HHBIX BBIIIE, 3HAYEHHE TIOKa3aTessd pasMepa yactun D[4,3] HaxonuTcst B MHTEpBaje OT
npuMepHo 5 MM g0 npumepHo 200 MxmM. B ogHOM BapuaHTe OCyLIECTBIEHUS Y
KPUCTAUTMUECKUX M amMOop(HBIX (popm, OOCYKIEHHBIX BBIINIE, 3HAYCHUE IOKA3aTeNs pa3Mepa
yactun D[4,3] HaxonuTcs B uHTepBaje OT NPUMEPHO 5 MKM A0 npumepHo 150 mMxMm. B onHOM
BApPHUAHTE OCYINECTBJICHUS Y KPHUCTALIMYECKUX W aMOpP(PHBIX (GopM, OOCYKIEHHBIX BBIIIE,
3HaueHue nokasarens pasmepa yactull D[4,3] HaxoauTcst B MHTEpBajie OT MPUMEPHO 5 MKM 10
npumMepHo 100 MxM. B omHOM BapuaHTe OCYIIECTBICHHS Y KPUCTAUIMYECKHUX M aMOP(HBIX
dbopM, OOCYKIEHHBIX BBIIIE, 3HAYEHUE TOKasaTens pasmepa dactun D[4,3] HaxomwuTcs B
MHTEpBajie OT NPUMEPHO 5 MKM 10 NpuMepHO 75 MKkM. B ofgHOM BapuaHTe OCYILECTBJIEHUS Y
KPUCTATMUECKUX M aMOp(HBIX (popm, OOCYKIEHHBIX BBINIE, 3HAYCHHE IOKA3aTeNs pa3Mepa
yactuny D[4,3] HaxoguTcst B MHTepBaie OT NMPUMEPHO 5 MKM 10 nmpumepHo 50 Mkm. B ogHOM
BAapUAHTE OCYINECTBJIEHUS Yy KPHCTAUIMUECKUX U aMOP(PHBIX (POpM, OOCYKIEHHBIX BBIIIE,
3HaueHue nokasarens pasmepa yactul D[4,3] HaxoguTcs B MHTEpBaie OT NPUMEPHO 5 MKM 10
NPUMEPHO 25 MKM. B 0THOM BapuaHTe OCYIIECTBIICHUS Y KPUCTAJUIMYECKUX U aMOP(HBIX (HopM,
00Cy»/IeHHBIX BBILIE, 3HAUEHHE TOKa3aTess pasMepa yactun D[4,3] HaxonuTcst B MUHTEpBaje OT
npuMepHo 10 mxM g0 npumepHo 50 MkM. B ogHOM BapuaHTe OCYINECTBIEHHUS VY
KPHUCTAJUTMYECKUX U aMOP(HBIX (GopM, OOCY)KIEHHBIX BBIIIE, 3HAUEHHE IOKA3aTels pa3mepa
yactun D[4,3] Haxogutcst B uHTEpBase ot npumepHo 10 MxMm 1o npumepHo 30 MKM.

[0218] B omgnom BapmanTe ocyuiecTBieHus Popma A XapakTepu3yeTcsi OJHUM WU
Oonee U3 crenyrOIMX Mokaszareneii pasmepos yactuil: D[V,0.10] B unrepBane ot npumepro 0,5
MKM 70 npumepHo 15 mxMm, D[V,0.50] B unTepBane ot npumepHo 2 MKM 10 npuMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nnu D[4,3] B untepsaie ot
NPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0219] B ognoMm BapuanTe ocymectsienus 3HaueHue D[V,0.10] @opmbr A HaxoguTcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 MxM. B onHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[V,0.10] @opmel A HaxoauTcs B uHTepBaje oT npumMepHo 0,5 Mxkm a0 npumepHo 10
MkM. B omHOM Bapuanrte ocyuiectBiaeHusi 3HadeHue D[V,0.10] ®Popmbl A HaxoguTcs B
UHTepBajie OT npuMepHo 0,5 MKM 10 IPUMEPHO S5 MKM.

[0220] B ognoMm BapuanTe ocyiectsienus 3HaueHue D[V,0.50] ®opmbr A HaxoguTcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYILIECTBJICHMUS
3HaueHue D[V,0.50] ®opmMbl A HaxOQUTCS B UHTEpBaje OT NPUMEPHO 2 MKM A0 IPUMEPHO 25

MKM. B opHOM BapuaHTe ocyuiectBieHus 3Hadenne D[V,0.50] ®opmel A Haxomutcs B



36

MHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B ogHOM BapuaHTe OCYILIECTBJIECHMUS
3HaueHue D[V,0.50] ®opmMbl A HaxOQUTCs B MHTEpBaje OT MPUMEPHO 2 MKM A0 IpUMepHO 15
MKM.

[0221] B ognoMm BapuaHnTe ocyiectBieHus 3HadeHue D[V,0.90] ®opmbl A HaxoguTcs B
UHTEpBaJie OT NMpUMepHO 8§ MKM a0 npumepHo 600 mxM. B ogHom Bapuante 3Hauerue D[V,0.90]
dopmbl A HaxogUTCA B MHTEpBaje OT NPUMEpPHO 8 MM a0 npumepHo 500 mMxm. B ompHOM
BapuaHTe ocyuecTsieHus 3HaueHue D[V,0.90] ®opmbl A HaxoauTcs B HHTEpBase OT IPUMEPHO
8 mkMm o pumepHo 400 mxm. B ogHOM Bapuante ocyumectsienus 3HadeHue D[V,0.90] @opmbl
A HaxomuTCs B MHTepBaje OT MpuMepHO 8 MKkM a0 npumepHo 300 mxm. B omHoM BapuaHTe
ocymectsieHus 3HaueHre D[V,0.90] @opmbl A HaXOIUTCS B HHTEPBAJE OT MPUMEPHO 8 MKM 110
npumepHo 200 Mxkm. B omHom Bapuante ocymiecTBieHus 3HaueHue D[V,0.90] Dopmer A
HaxXOAWTCA B HHTepBaje OT NnpuMepHO 8 MKM a0 npumepHo 100 mxkm. B onHom BapuanTte
ocyiectsieHus 3HadeHure D[V,0.90] @opmbl A HaXOIUTCs B HHTEPBaJe OT IPUMEPHO 8 MKM 110
IPUMEPHO 75 MKM.

[0222] B omHom BapuaHTe ocyuiecTBieHust 3HaueHue D[4,3] ®opmbel A HaxoguTcs B
UHTEpBajie OT NMpUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] ®@opmbl A HaAXOOUTCA B UHTEPBAJE OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B onHOM BapuanTte ocyuiectBieHus 3HaueHue D[4,3] @opMbl A HaxOIUTCs B UHTEpBaje
OT mpuMepHO 5 MkM a0 npumepHo 100 Mkm. B onHOM BapuaHTe OCYIIECTBJIEHHUS 3HaU€HHE
D[4,3] @opmbl A HaXOAUTCSA B UHTEPBAJiEe OT MPUMEPHO 5 MKM 110 IpuMepHO 75 MkM. B onHOM
BapHaHTe OcyluecTBiaeHus 3HaueHue D[4,3] @opmbl A HaxOOUTCS B UHTEpBasie OT MPUMEPHO 5
MKM A0 npuMmepHo 50 MkM. B omHOM BapuaHTe ocyuecTBieHus 3HaueHue D[4,3] @opmel A
HaXOAWTCA B HMHTEpBaje OT MPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuanTte
ocyuecTsieHus 3HadeHue D[4,3] ®opmbl A HaxoauTcs B MHTEpBasie OT npuMepHO 10 MKM 10
npuMepHo 50 MkM. B ogHOM Bapuanre ocyuiectsiaeHus 3Hauenue D[4,3] @opmel A HaxoauTcs B
uHTepBaje oT npuMepHo 10 MkM 10 pumepHO 30 MKM.

[0223] B oxmHom BapuanTe ocymectBieHuss Popma B xapakrepusyercss OOHUM HIU
Oonee U3 crenyrOIMX Mokaszareneii pasmepos yactuil: D[V,0.10] B unrepBane ot npumepro 0,5
MKM 70 npumepHo 15 mxMm, D[V,0.50] B unTepBane ot npumepHo 2 MKM 10 npuMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nnu D[4,3] B untepsaie ot
NPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0214] B ogHom BapuanTte ocyuectsieHus: 3nauenue D[V,0.10] @opmbl B Haxoaurcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 MxM. B onHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[V,0.10] ®opmbl B HaxonuTes B uHTEpBaie oT npuMepHo 0,5 Mkm a0 npumepHo 10
MkM. B ogHOM BapuanTe 3Hauenune D[V,0.10] ®opmbl B HaxonuTcs B HHTEpBajie OT MPUMEPHO
0,5 MKM 10 IPUMEPHO 5 MKM.

[0225] B ogHoMm Bapuante ocyuiecTBiaeHus: 3HaueHue D[V,0.50] @opmbl B Haxoaurcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxM. B ogHOM BapuaHTe OCYILIECTBJICHMUS
3HaueHue [V,0.50] @opmbl B HaxoauTcs B MHTEpBaje OT NMPUMEPHO 2 MKM [0 NPUMEpPHO 25

MKM. B ogHOM BapuanTe ocyuectsieHus 3HaueHue [V,0.50] @opmbl B HaxonuTcs B nHTEpBase
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OT IpuUMepHO 2 MKM A0 npumepHo 20 MkM. B ogHOM BapuaHTe OCYINECTBIEHHs 3HAuU€HUE
[V,0.50] ®opmel B HaxoauTcs B UHTEpBase OT IPUMEPHO 2 MKM A0 IPUMEPHO 15 MKM.

[0226] B ogHom Bapuante ocyuiecTBiaeHus: 3HaueHue D[V,0.90] @opmbl B Haxoaurcs B
UHTEpBajie OT NpuMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHnue D[V,0.90] ®opmsl B HaxoguTcst B HHTEpBajie OT NMPUMEPHO § MKM A0 mpumepHo 500
MKM. B ogHOM Bapuante ocymectsieHuss Popma 3nadenue D[V,0.90] @opmer B Haxoaurcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
s3Hayenue D[V,0.90] ®opmbr B HaxoauTcst B MHTEpBajie OT NMPUMEPHO 8 MKM 110 mpumepHo 300
MKM. B omgHOM Bapuanrte ocymectsiaenus 3HaueHue D[V,0.90] dopmer B Haxonmutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIECHHUS
s3HayeHue D[V,0.90] ®opmer B HaxoquTcs B MHTEpBasie OT NMPUMEPHO 8§ MKM 110 mpumepHo 100
MKM. B oxgHoMm Bapuante ocymectBiaeHuss 3HaueHue D[V,0.90] dopmel B Haxonmutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0227] B omHom BapuanTte ocymectBieHus: 3HaueHue D[4,3] @opmbl B Haxomurcs B
UHTEpBajie OT NMpPUMEPHO 5 MKM 10 npumepHo 200 mMkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] @opmel B HaxoauTcs B UHTEpBase OT MIPUMEPHO 5 MKM A0 npumepHO 150 MKM.
B onHoMm BapuaHTe ocymiectsieHus 3HaueHue D[4,3] @opmbl B Haxoautcs B uHTepBaje OT
npuMepHo 5 MkM jo npumepHo 100 mxm. B omHOM BapuaHTte ocyiuecTsieHus 3HaueHue D[4,3]
®opmel B HaxoauTcs B uMHTEpBajie OT NPUMEPHO 5 MKM A0 ImpumepHo 75 MkM. B omHom
BapuaHTe ocyliecTsieHus 3HaueHue D[4,3] ®opmbl HAXOAUTCA B MHTEpBajie OT MPUMEPHO S5
MKM A0 npumepHo 50 MxMm. B omHOM BapuanTe ocyiuecTsieHust 3Hadenue D[4,3] ®opmbl B
HaXOAUTCA B HMHTEpBaje OT MPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsienus 3HaueHue D[4,3] @opmbl B Haxogutcs B uHTEpBane ot npumepHo 10 Mxm 1o
npumepHo 50 MkM. B omHOM Bapuante ocyiectsienus 3Hauenue D[4,3] @opmbl B Haxoaurcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0228] B omHom BapuanTe ocymectBieHuss @opma C XapakTepu3yercss OJHUM HIU
OoJiee U3 crenyrOIMX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsane ot npumepro 0,5
MKM 710 nnpumepHo 15 MM, D[V,0.50] B unTepBane ot npumepHO 2 MKM 10 pumMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MkM 1o npumepro 600 mxm mwnu D[4,3] B unrepsane
PUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0229] B ogHom Bapuante ocyuiecTBieHus: 3nadenue D[V,0.10] @opmbr C HaxoauTcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 mMxM. B onHOM BapuaHTe OCYIECTBJIEHMUS
3HaueHue D[V,0.10] ®opmbl C HaxoguTcs B MHTEpBajie oT npuMepHo 0,5 Mkm a0 npumepHo 10
MKM. B oaHom Bapuante ocymectBiaeHuss 3HaueHue D[V,0.10] Popmsl C Haxonutcs B
uHTepBaje oT npuMepHo 0,5 MKM 10 IPUMEPHO 5 MKM.

[0230] B ognom Bapuante ocyuiecTBiaeHus: 3Hauenue D[V,0.50] @opmbr C HaxoauTcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYLIECTBJIECHMS
3HaueHue D[V,0.50] ®opmbr C HaXoauTCs B UHTEpPBAJEe OT MPUMEPHO 2 MKM JI0 MPUMEPHO 25
MKM. B opgnom Bapuante ocymectBiaenus 3HaueHue D[V,0.50] Popmbl C Haxomutcs B

UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B ogHOM BapuaHTe OCYLIECTBJICHMUS
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3HaueHue D[V,0.50] ®opmbr C HaXoauTCs B UHTEPBAJE OT MPUMEPHO 2 MKM JI0 MPUMEPHO 15
MKM.

[0231] B ognom Bapuante ocyuiecTBiaeHus: 3HaueHue D[V,0.90] @opmbl C HaxoauTcs B
UHTEpBajie OT NpuMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHnue D[V,0.90] ®opmsl C HaXoauTCsi B HHTEpPBaJe OT NMPUMEPHO § MKM A0 mpumepHo 500
MKM. B onHoMmM Bapuanre ocymectBieHus 3HaueHue D[V,0.90] ®opmbr C Haxomutcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
s3HayeHue D[V,0.90] ®opmbr C HaXoauTCsl B MHTEPBAJIe OT MPUMEPHO 8 MKM 110 mpumepHo 300
MKM. B omgHOM Bapuanrte ocymectsienus 3HaueHue D[V,0.90] dPopmer C Haxomutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIECHHUS
s3HayeHue D[V,0.90] ®opmbr C HaXOauTCs B MHTEPBAJE OT MPUMEPHO 8§ MKM 110 mpumepHo 100
MKM. B oxgHom Bapuante ocymectBiaeHuss 3HaueHue D[V,0.90] Popmel C Haxonmutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0232] B omHom Bapuante ocymecteieHus: 3HaueHue D[4,3] @opmbl C Haxonurtcs B
UHTEpBajie OT MPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[4,3] @opmel C HaXoauTCsl B UHTEpBae OT IPUMEPHO 5 MKM A0 npumMepHO 150 MKM.
B onnom BapuanTte ocyuiectBieHusi 3HadeHue D[4,3] ®opmer C HaXOOUTCA B UHTEPBAjE OT
npuMepHo 5 MkM jo npumepHo 100 mxm. B omHOM BapuaHTte ocyiuectsieHus 3HaueHue D[4,3]
®opmel C HaxoAuUTCs B MHTEpBajle OT NPUMEPHO 5 MKM A0 HmpumepHo 75 MkM. B omHom
BapHuaHTe ocyluecTsieHus 3HaueHue D[4,3] @opmbl C HaxoauTCsl B UHTEpBasle OT MIPUMEPHO 5
MKM A0 npumepHo 50 Mxm. B omHOM Bapuante ocymectsieHusi 3Hadenue D[4,3] @opmbr C
HaXOAWUTCA B HMHTEpBaje OT MNPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsienus 3HaueHue D[4,3] @opmbl C HaxoauTcs B UHTEpBaje OT npumepHo 10 Mxm 1o
npumepHo 50 MkM. B omHOM Bapuante ocyectsienus 3Hauenue D[4,3] @opmbr C Haxoaurcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0233] B omgnom BapmanTe ocyuectBienus Popma D xapakrepusyercss ogHuUM WiIu
OoJiee U3 clenyrOIIUX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsane ot npumepro 0,5
MKM 710 nnpumepHo 15 MM, D[V,0.50] B unTepBane or npumepHO 2 MKM 110 npumMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm nnu D[4,3] B unTepBaie ot
IPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0234] B ogroMm BapuaHnTe ocymectsienus 3HaueHue D[V,0.10] ®opmer D HaxoguTcs B
uHTepBaje oT npuMepHo 0,5 MKM a0 nmpumepHo 15 MxkM. B onHOM BapuaHTe OCYyILECTBIEHHUS
3HaueHue D[V,0.10] @opmel D Haxonutces B uHTepBajie ot npumMepHo 0,5 Mxkm a0 npumepHo 10
MkM. B omHOM Bapuante ocyuiectBiaeHusi 3nadeHue D[V,0.10] ®Popmer D nHaxomgutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0235] B ogHoM BapuaHnTe ocyiiectieHus: 3HaueHue D[V ,0.50] ®opmer D HaxoguTcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYLIECTBJIECHMS
3HaueHue D[V,0.50] ®opmbl D HaxomuTcs B MHTEpBaje OT NPUMEPHO 2 MKM A0 IPUMEpHO 25
MKM. B opHoM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.50] ®opmer D Haxomutcs B

UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B ogHOM BapuaHTe OCYLIECTBJICHMUS
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3HaueHue D[V,0.50] ®opmbl D HaxonuTcs B MHTEpBaje OT NPUMEPHO 2 MKM 10 IpUMepHO 15
MKM.

[0236] B ognom BapuaHnTe ocyiectBieHus 3HadeHue D[V,0.90] ®opmer D HaxoguTcs B
UHTEpBajie OT NMpUMepHO § MKM 10 nmpumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®opmbl D Haxonurcst B MHTEpBaJie OT MPUMEPHO 8 MKM A0 mpumepHo 500
MKM. B onHOM BapuanTe ocymectsieHus 3HadeHue D[V,0.90] ®opmer D nHaxomutcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
s3Hayenue D[V,0.90] ®opwmbr D Haxogutcst B UHTEPBaje OT MPUMEPHO 8§ MKM 10 mpumepHo 300
MKM. B omHOM BapuaHTe ocymiectBienus 3Hadenue D[V,0.90] ®opmer D Haxonmutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIECHHUS
s3HaueHue D[V,0.90] ®opwmer D Haxogutcst B MHTEpBaje OT MPUMEPHO § MKM 10 mpumepHo 100
MKM. B opHOM BapuaHTe ocyuiectBieHus 3HadeHue D[V,0.90] ®opmer D Haxonmutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0237] B omnom BapuanTe ocyuectBieHust 3HaueHue D[4,3] ®opmer D Haxomutcs B
UHTEpBajie OT MPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[4,3] ®@opmel D HaxoguTcs B UHTEpBaje OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B ogHOM BapuanTte ocyuiectBieHus 3HaueHue D[4,3] @opmel D HaxonuTcs B uHTEpBaje
OT npuMepHO 5 MkM a0 npumepHo 100 Mkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3Ha4U€HHE
D[4,3] ®opmel D HaxoauTcs B MHTEpBajie OT MPUMEPHO 5 MKM 10 IpuMepHO 75 MkM. B onHOM
BapHaHTe ocyluecTsieHus 3HaueHue D[4,3] @opmel D HaxonuTcs B UHTEpBaie OT MPUMEPHO 5
MKM A0 npumepHo 50 MxkM. B omHOM BapuaHTe ocyuiecTBieHus 3HaueHue D[4,3] @opmsel D
HaXOAUTCA B HMHTEpBaje OT NPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsienus 3HaueHue D[4,3] @opmbl D HaxonuTcs B uHTepBajne oT npumepHo 10 Mxm 1o
npumMepHo 50 MkM. B ogHOM Bapuanre ocyuiectiaeHus 3Hauenue D[4,3] ®@opmer D Haxoaurcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0238] B onnom BapuanTe ocyinectsieHus @opma E xapakTepusyercs OnHUM Uk OoJiee
U3 CJEOYIOMMX Mmokazaresneit pasmepos vactui: D[V,0.10] B unTtepBane ot nmpumepHo 0,5 MxMm
no npumepHo 15 mxm, D[V,0.50] B unTepBane ot mpumepHo 2 MKM A0 npumepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nnu D[4,3] B unTepBaie ot
PUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0239] B ognom BapuanTte ocywectsieHus 3HaueHne D[V,0.10] ®opmer E Haxoautcs B
uHTepBaje oT npuMepHo 0,5 MKM a0 nmpumepHo 15 MxkM. B onHOM BapuaHTe OCYyILECTBIEHHUS
3HaueHue D[V,0.10] ®opwmsel E Haxoaurcs B unTepBajie oT npumepHo 0,5 MkM 10 npumepHo 10
MkM. B omHom BapumanTe ocymectBieHus 3nadeHue D[V,0.10] ®opmer E nHaxomutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0240] B ognom Bapuante ocymecteieHus 3HaueHne D[V,0.50] ®opmer E Haxoautcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYLIECTBJIECHMS
3HaueHue D[V,0.50] ®opmsbl E HaxonuTcs B MHTepBajie OT NPUMEPHO 2 MKM JI0 IPUMEPHO 25
MKM. B omHoM Bapuante ocymectBieHust 3HaueHue D[V,0.50] ®opmbel E nHaxonmutcs B

UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B ogHOM BapuaHTe OCYLIECTBJICHMUS



40

3HaueHue D[V,0.50] ®opmsbl E HaxonuTcs B MHTEpBajie OT NMPUMEPHO 2 MKM JI0 IpUMepHO 15
MKM.

[0241] B ogHom Bapuante ocyuiectsieHus 3HaueHue D[V,0.90] ®opmel E Haxoautcs B
UHTEpBajie OT NpuMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHnue D[V,0.90] ®opwmsl E HaxoauTcs B MHTEpBasie OT MPUMEPHO 8 MKM 10 mpumepHo 500
MKM. B omHOM Bapuante ocymiectBieHus 3HaueHue D[V,0.90] ®opmer E Haxomutcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
3Hayenue D[V,0.90] ®opmer E Haxogutcst B MHTEpBajie OT MPUMEPHO 8 MKM 110 mipuMmepHo 300
MKM. B omHOM Bapumante ocymectsieHus 3HaueHue D[V,0.90] ®opmer E nHaxonmutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIECHHUS
s3HaueHue D[V,0.90] ®opmer E Haxogutcst B HTEpBaie OT MPpUMEPHO 8 MKM 110 mpumepHo 100
MKM. B omHOM Bapuante ocymiectBieHus 3HaueHue D[V,0.90] ®opmel E nHaxonmurcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0242] B onHom Bapmante ocyuiectBiaeHus 3HaueHue D[4,3] ®opmer E Haxomgutcs B
UHTEpBajie OT MPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[4,3] @opmel E HaxoauTcs B HHTEpBaie OT NPUMEPHO 5 MKM 110 puMepHO 150 MKM.
B onHom BapuanTe ocyuiectsieHus 3HaueHue D[4,3] ®opmbl E Haxomutcs B MHTepBaje OT
npuMepHo 5 MkM jo npumepHo 100 mxm. B omHOM BapuaHTte ocyiuectsieHus 3HaueHue D[4,3]
®opmel E HaxonuTcs B MHTepBaje OT NMPUMEPHO 5 MKM A0 mpumepHo 75 MkM. B onHom
BapuaHTe ocyiuectsieHus 3Hadenue D[4,3] ®@opmbl E HaxoauTcst B UHTEpBajie OT MPUMEPHO 5
MKM A0 npumepHo 50 MxM. B ogHOM BapuanTe ocyuiectBieHus 3HaueHue D[4,3] ®@opmel E
HaXOAWUTCA B HMHTEpBaje OT MNPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsienus 3Hadenne D[4,3] @opmel E Haxoaurcsa B uHTepBasie oT npuMepHo 10 Mkm 1o
npumMepHo 50 MkM. B omHOM BapuanTe ocyiectieHus 3Hauenue D[4,3] @opmel E Haxonurcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0243] B onnom BapuanTe ocyiectBienus @opma F xapakrepusyercs onHUM Uiiu Ooee
U3 CJEOYIOMMX Mmokazaresneit pasmepos vactui: D[V,0.10] B unTtepBane ot nmpumepHo 0,5 MxMm
no npumepHo 15 mxm, D[V,0.50] B unTepBane ot mpumepHo 2 MKM A0 npumepHO 30 MKM,
D[V.,0.90] B unrepsane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nnu D[4,3] B unTepsaie ot
IPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0244] B ognom BapuanTte ocymectsienns 3HaueHue D[V,0.10] ®opmel F Haxonurcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 mMxM. B onHOM BapuaHTe OCYIECTBJIEHMUS
3HaueHue D[V,0.10] ®opwmsbl F Haxonutcs B uHTepBaje ot npuMepHo 0,5 MkM 10 npumepHo 10
MkM. B omHom BapmanTe ocymectBiaeHus 3HaueHue D[V,0.10] ®dopmer F nHaxomutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0245] B onHom Bapuante ocyectsiaenus 3HaueHue D[V,0.50] ®opmel F Haxonurcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYLIECTBJIECHMS
3HaueHue D[V,0.50] ®opmsl F HaxoauTcst B uHTEpBajie OT MPUMEPHO 2 MKM JI0 MPUMEpHO 25
MKM. B omHoMm Bapuante ocymectsieHus 3HadeHue D[V,0.50] ®opmbr F Haxomgutcs B
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3HaueHue D[V,0.50] ®opmsl F HaxoguTcst B uHTEpBajie OT MPUMEPHO 2 MKM JI0 IpUMepHO 15
MKM.

[0246] B onHom BapuanTte ocyiectsiaeHus 3HaueHue D[V,0.90] ®opmel F Haxonurcs B
UHTEpBajie OT NpuMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®opmel F HaxoauTcst B HHTEpBalie OT MPUMEPHO 8 MKM 10 npumepHo 500
MKM. B omHOM Bapuante ocywmecteieHus 3HaueHue D[V,0.90] dopmer F nHaxomurcs B
UHTEepBajie OT npuMepHo § MKM 10 npumepHo 400 mxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
s3Hayenue D[V,0.90] ®opwmbl F Haxonutcst B MHTEpBaje OT IpUMEPHO 8 MKM 110 mpumepHo 300
MKM. B omHOM Bapmante ocyuiectBieHusi 3HaueHue D[V,0.90] ®opmbr F Haxomutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYLIECTBJICHMUS
3HaueHue D[V,0.90] ®opwmel F Haxonurtcst B uHTEpBaje OT NpUMEPHO 8 MKM 110 mpumepHo 100
MKM. B omHOoM Bapuante ocymectsieHus 3HaueHue D[V,0.90] ®opmbr F Haxomutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0247] B onnom BapumaHTe ocyuecTBiieHus 3HaueHue D[4,3] @opmbl F Haxomutcs B
UHTEpBajie OT MPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[4,3] @opmel F HaxonuTcs B MHTEpBaje OT MPUMEPHO 5 MKM A0 npuMepHO 150 MKM.
B onHom BapuanTe ocyuectBieHus 3HaueHue D[4,3] @opmel F Haxomutcs B uHTEpBaje OT
npuMepHo 5 MkM jo npumepHo 100 mxm. B omHOM BapuaHTte ocyiuectsieHus 3HaueHue D[4,3]
®opmel F Haxoautcss B MHTEpBase OT MPUMEPHO 5 MKM A0 IpumepHo 75 MkM. B omHom
BapuaHTe ocyluecTsieHus 3HaueHue D[4,3] ®opmbl F HaxoauTcs B MHTEpBaje OT MPUMEPHO 5
MKM 10 npumepHo 50 mkM. B onHOM BapuanTe ocyinectsiaeHus 3HadeHue D[4,3] @opmbl F
HaXOAWUTCA B HMHTEpBaje OT MNPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocymectsienus 3Hadenre D[4,3] @opmel F HaxoquTcs B uHTEpBase oT npuMepHo 10 MkM 1o
npumepHo 50 MxMm. B onHoM BapuanTe ocyuectinenus 3HaueHue D[4,3] @opmel F Haxoaurcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0248] B omnom Bapmante ocymecrienus Popma F' xapakrepusyercss ogHUM WU
OoJiee U3 clenyrOIIUX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsane ot npumepro 0,5
MKM 710 nnpumepHo 15 MM, D[V,0.50] B unTepBane or npumepHO 2 MKM 110 npumMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm niu D[4,3] B unTepBaie ot
IPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0249] B ognoMm BapuanTe ocymectsienus 3HaueHue D[V,0.10] ®opwmer F' Haxonurcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 mMxM. B onHOM BapuaHTe OCYIECTBJIEHMUS
3HaueHue D[V,0.10] ®@opmel F' HaxoauTtes B uHTepBaje ot npumMepHo 0,5 Mxm a0 npumepHo 10
MkM. B omHOM Bapuante ocyuiectBiaeHusi 3nadeHue D[V,0.10] ®Popmer F' nHaxomutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0250] B ognoMm BapuaHnTe ocymectsienus 3HaueHue D[V,0.50] ®opwmer F' Haxonurcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYLIECTBJIECHMS
3HaueHue D[V,0.50] ®opwmsbl F' HaxonuTcs B uHTEpBaje OT NPUMEPHO 2 MKM A0 IPUMEPHO 25
MKM. B opHoM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.50] ®opmel F' nHaxonurtcs B
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3HaueHue D[V,0.50] ®opwmsbl F' HaxonuTcs B uHTEpBaje OT MPUMEPHO 2 MKM A0 IpUMepHO 15
MKM.

[0251] B ognom BapuaHnTe ocyiectsienus 3HaueHue D[V,0.90] ®opmel F' Haxonurcs B
UHTEpBajie OT NMpUMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHnue D[V,0.90] ®opmel F' HaxoauTcs B UHTEpBasie OT MPUMEPHO 8§ MKM 10 mpuMepHO 500
MKM. B omHom BapuanTe ocymectsieHust 3HadeHue D[V,0.90] ®opmer F' nHaxonmutcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
s3Hayenue D[V,0.90] ®opwmbl F' HaxoguTcst B UHTEpBaje OT MpUMepHO 8§ MKM 10 mpumepHo 300
MKM. B omHOoM BapuaHTe ocymiectBienus 3HadeHne D[V,0.90] ®opmer F' nHaxonurcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYLIECTBJIECHHUS
s3Hayenue D[V,0.90] ®opwmel F' HaxoguTcst B UHTEpBajie OT MpuMepHO 8§ MKM 10 mpumepHo 100
MKM. B omHOoM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.90] ®opmer F' nHaxonurtcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0252] B oxmHom BapuanTe ocymecteienust 3naueHue D[4,3] ®opwmer F' Haxomutcs B
UHTEpBajie OT MPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[4,3] ®opmel F' HaxonuTcs B MHTEpBaje OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B ogHOM BapuanTte ocyuiectBieHus 3HaueHue D[4,3] @opmel F' HaxonuTcs B uHTEpBaje
OT npuMepHO 5 MkM a0 npumepHo 100 Mkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3Ha4U€HHE
D[4,3] ®opmel F' HaxoauTcs B UHTEpBasie OT MPUMEPHO 5 MKM 10 IpuMepHO 75 MkM. B ogHOM
BapHaHTe ocylnecTsieHus 3HaueHue D[4,3] @opmbl F' HaxonuTes B UHTEpBaie OT MPUMEPHO 5
MKM A0 npumepHo 50 MkM. B onHOoM BapuanTe ocyuiectBieHus 3HaueHue D[4,3] @opwmbl F
HaXOAWUTCA B HMHTEpBaje OT MNPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsienus 3HaueHue D[4,3] @opmbl F' Haxonutcs B uHTepBane ot npuMmepHo 10 Mxm 1o
npumepHo 50 MkM. B ogHOM Bapuanre ocyuiectiaeHus 3Hauenue D[4,3] @opmsl F' Haxoaurcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0253] B omgnom BapmanTe ocyuiectBieHus Popma G xapakTepusyercsi OJHUM WIU
OoJiee U3 clenyrOIIUX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsane ot npumepro 0,5
MKM 710 nnpumepHo 15 MM, D[V,0.50] B unTepBane or npumepHO 2 MKM 110 npumMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm niu D[4,3] B unTepBaie ot
IPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0254] B ogroMm BapuaHnTe ocymectsienus 3HaueHue D[V,0.10] ®opmer G HaxoguTcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 mMxM. B onHOM BapuaHTe OCYIECTBJIEHMUS
3HaueHue D[V,0.10] @opmel G HaxoauTtces B uHTEepBaje oT npumMepHo 0,5 Mxkm a0 npumepHo 10
MKM. B opHOM BapuaHTe ocyuiectBieHus 3HadeHue D[V,0.10] ®opmer G Haxonutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0255] B ogHoM BapuaHnTe ocyiectsienus 3HaueHue D[V,0.50] ®opmer G HaxoguTcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYILIECTBJIECHMS
3HaueHue D[V,0.50] ®opmbl G HaxomUTCsS B UHTEPBAJE OT MPUMEPHO 2 MKM 10 MPUMEPHO 25
MKM. B opHoM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.50] ®opmer G Haxomutcs B
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3HaueHue D[V,0.50] ®opmbl G HaxomuTCs B UHTEPBAE OT MPUMEPHO 2 MKM 10 MPUMEPHO 15
MKM.

[0256] B ognom BapuaHnTe ocyiectsienus 3HadeHue D[V,0.90] ®opmer G HaxoauTcs B
UHTEpBajie OT NMpUMepHO § MKM 10 nmpumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®opmbl G HAXOIUTCS B UHTEPBaJIE OT MPUMEPHO 8 MKM A0 mpumepHo 500
MKM. B onHOM BapuanTe ocymectsieHus 3HadeHue D[V,0.90] ®opmer G Haxomutcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
3Hayenue D[V,0.90] ®opmbl G HAXOAUTCS B UHTEPBAJE OT MPUMEPHO 8§ MKM 10 mpumepHo 300
MKM. B omHOM BapuaHTe ocymiectBienus 3Hadenne D[V,0.90] ®opmer G Haxonmutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIECHHUS
s3HaueHue D[V,0.90] ®opmbl G HAXOAUTCS B UHTEPBAJE OT MPUMEPHO § MKM 10 mpumepHo 100
MKM. B opHOM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.90] ®opmer G Haxonmutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0257] B omHom BapuanTe ocyuectBienust 3HaueHue D[4,3] ®opmer G HaxoguTcs B
UHTEpBajie OT MPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[4,3] ®@opmel G HAXOAUTCA B UHTEPBAJE OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B ogHOM Bapuanrte ocyuiectBieHus 3HaueHue D[4,3] @opmbel G HaxonuTCs B UHTEpBaje
OT npuMepHO 5 MkM a0 npumepHo 100 Mkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3Ha4U€HHE
D[4,3] ®opmbl G HaxoAUTCS B UHTEpBaJie OT MPUMEPHO 5 MKM J10 IpuMepHO 75 MkM. B onHOM
BapHuaHTe ocyluecTsieHus 3HaueHue D[4,3] ®opmel G HaxonuTCs B UHTEpBaje OT MPUMEPHO 5
MKM A0 npuMmepHo 50 MkM. B omHOM BapuaHTe ocyuectBieHus 3HaueHue D[4,3] @opmel G
HaXOAUTCA B HMHTEpBaje OT MPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsieHus 3Hauenue D[4,3] @opmbl G HAXOAUTCs B UHTEPBAJIE B MHTEPBaje OT IPUMEPHO
10 mxm no npumepHo 50 mMkM. B ogHOM BapuanTte ocyiectsieHus 3HaueHue D[4,3] @opmbr G
HAXOJIUTCs B UHTepBase OT npuMepHO 10 MkM 10 npumepHO 30 MKM.

[0258] B omnom BapmanTe ocyuectBienus Popma H xapaxrepusyercss ogHuUM wiu
OoJiee U3 crenyrOIMX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsane ot npumepro 0,5
MKM 710 nnpumepHo 15 MM, D[V,0.50] B unTepBane or npumepHO 2 MKM 110 npumMepHO 30 MKM,
D[V.,0.90] B unrepBane ot npumepHo 8 MKkM 10 npuMepHo 600 mxm niu D[4,3] B unTepBaie ot
PUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0259] B onnoMm BapuanTe ocymectsienus 3HaueHue D[V,0.10] ®opmer H Haxogutcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 mMxM. B onHOM BapuaHTe OCYIECTBJIEHMUS
3HaueHue D[V,0.10] @opmel H Haxonutcs B uHTepBasie ot npumMepHo 0,5 Mxkm a0 npumepHo 10
MkM. B omHOM Bapuante ocyuiectBiaeHusi 3nadeHue D[V,0.10] ®Popmer H nHaxomutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0260] B ogrom BapuanTe ocymectsienus 3HaueHue D[V,0.50] ®opmer H Haxogutcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYILIECTBJIECHMS
3HaueHue D[V,0.50] ®opmbl H HaxonuTcs B MHTEpBaje OT IPUMEPHO 2 MKM A0 IPUMEPHO 25
MKM. B opHOoM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.50] ®opmer H Haxonmutcs B
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3HaueHue D[V,0.50] ®opmbl H HaxonuTcs B MHTEpBaje OT IPUMEPHO 2 MKM A0 IpUMepHO 15
MKM.

[0261] B ognom BapuaHnTe ocyiectBienus 3HadeHue D[V,0.90] ®opmer H HaxoguTcs B
UHTEpBajie OT NMpUMepHO § MKM 10 nmpumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.50] ®opmel H Haxoaurcst B uHTEpBaje OT NPUMEPHO § MKM 10 npumepHo 500
MKM. B onHOM BapuanTe ocymectsieHus 3HadeHue D[V,0.50] ®opmer H nHaxomutcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
s3Hauenue D[V,0.50] ®opmer H Haxogutcst B MHTEpBaje OT MpUMepHO 8§ MKM 10 npumepHo 300
MKM. B omHOM BapuaHTe ocymiectBienus 3Hadenne D[V,0.50] ®opmer H nHaxonmutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIECHHUS
s3HaueHue D[V,0.50] ®opwmer H Haxomgurcst B mHTEpBaje OT MpUMepHO 8§ MKM 10 mpumepHo 100
MKM. B omHOM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.50] ®opmer H Haxonmutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0262] B omHom BapuanTe ocyuectBienust 3naueHue D[4,3] ®opmer H Haxomutcs B
UHTEpBajie OT MPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILECTBJIEHMUS
3HaueHue D[4,3] ®opmel H HaxomuTcss B MHTEpBaje OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B ogHOM Bapuante ocyuiectBieHus 3HaueHue D[4,3] @opmel H HaxonuTcst B MHTEpBase
OT npuMepHO 5 MkM a0 npumepHo 100 Mkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3Ha4U€HHE
D[4,3] ®opmel H HaxoauTcs B HHTEpBajie OT MPUMEPHO 5 MKM J10 IpuMepHO 75 MkM. B onHOM
BapHaHTe ocyluecTsieHus 3HaueHue D[4,3] ®opmel H HaxonuTcs B UHTEpBaie OT MPUMEPHO 5
MKM 10 npumepHo 50 MkMm. B omHOM BapuanTte ocyuectBieHust 3HaueHue D[4,3] @opmer H
HaXOAWUTCA B HMHTEpBaje OT NPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsienus 3Hauenue D[4,3] @opmbl H Haxonutcs B unTepBane or npumepHo 10 Mxm 1o
npumepHo 50 MkM. B ogHOM Bapuanre ocyuiectiaeHus 3Hauenue D[4,3] ®@opmer H Haxoaurcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0263] B onHom BapuanTe ocyuectBiaeHus ®opma H' xapakrepusyercs omHUM WU
OoJiee U3 clenyrOIIUX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsaie ot npumepro 0,5
MKM 710 nnpumepHo 15 MM, D[V,0.50] B unTepBane or npumepHO 2 MKM 110 npumMepHO 30 MKM,
D[V.,0.90] B unrepsane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nnu D[4,3] B unTepsaie ot
IPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0264] B onnom Bapuante ocyuiectsiaeHus: 3HadeHue D[V,0.10] ®opmer H' HaxoguTcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 mMxM. B onHOM BapuaHTe OCYIECTBJIEHMUS
3HaueHue D[V,0.10] ®opmsr H' HaxonuTcst B unTepBajie ot npumepHo 0,5 MxkM 0 npumMepHo 10
MkM. B onmHom BapmanTte ocymectBieHuss 3Hauenne D[V,0.10] ®opmer H' nHaxomutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0265] B onHom Bapuante ocymectiaeHus: 3HaueHue D[V,0.50] ®opmsl H' HaxoguTcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYLIECTBJIECHMS
3HaueHue D[V,0.50] ®opmel H' HaxonuTcs B MHTEpBaje OT NPUMEPHO 2 MKM A0 IPUMEPHO 25
MKM. B onmHom BapuanTe ocymectBieHus 3HadeHue D[V,0.50] Popmbl H' nHaxomutcs B
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3HaueHue D[V,0.50] ®opmer H' HaxonuTcs B MHTEpBaje OT NPUMEPHO 2 MKM A0 INpUMepHO 15
MKM.

[0266] B onHom Bapuante ocyuiectsiaeHus 3HaueHue D[V,0.90] ®opmbl H' HaxoauTcs B
UHTEpBajie OT NMpUMepHO § MKM 10 nmpumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHnue D[V,0.90] ®opmbr H' HaxoguTcst B uHTEpBasie OT MPUMEPHO 8 MKM 110 ipuMepHO 500
MKM. B onHoMm Bapumante ocymectsienus 3HadeHue D[V,0.90] ®opmer H' nHaxomutcs B
UHTEepBajie OT npuMepHO § MKM 10 npumepHo 400 mMxM. B ogHOM BapuaHTe OCYyIECTBICHHUS
s3Hayenue D[V,0.90] ®opmbl H' HaxomuTcst B MHTEpBaje OT MPUMEPHO 8 MKM A0 mpumepHo 300
MKM. B onmHOmM Bapmante ocymectsieHus 3HadeHue D[V,0.90] Popmer H' nHaxomutcs B
UHTepBajie OT npuMepHO § MkM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIECHHUS
sHauenue D[V,0.90] ®opmbl H' HaxomuTcst B UHTEpBaie OT MPUMEPHO 8 MKM A0 mpumepHo 100
MKM. B onHom Bapmante ocymectBieHust 3HadeHue D[V,0.90] ®opmer H' nHaxomutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0267] B omnom BapuanTe ocymectBieHus 3HaueHue D[4,3] @opmsl H' Haxonurcs B
UHTEpBajie B MHTEpBaJlie OT MpUMepHO 5 MKkM 1o npumepHo 200 MxkMm. B onHOoM BapuaHTte
ocyuecTsieHus 3HadeHue D[4,3] ®opmbl H' HaxoauTcs B uHTEepBajie OT MPUMEPHO 5 MKM [0
npumepHo 150 MxM. B onHOoM BapuaHnTe ocyinectsiaeHus 3HaueHue D[4,3] ®opmbr H' HaxoquTcs
B MHTEpBajie OT NpUMepHO 5 MKM a0 npumepHo 100 MxkM. B onHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] ®opmbl H' HaxonuTcs B UHTEpBasie OT MPUMEPHO 5 MKM JI0 IPUMEPHO 75 MKM.
B ognom Bapuante ocyuiectBieHus 3HaueHue D[4,3] @opmel H' Haxomutcs B uHTEpBasne oOT
IpUMEpPHO 5 MKM 10 npumepHo 50 MkM. B onHOM BapuaHTe ocyiiecTsieHus: 3Hauenue D[4,3]
®opmel H' HaxoguTcss B uMHTEpBaje OT MPUMEPHO 5 MKM A0 IpuMepHO 25 MkM. B ogHOM
BapHaHTe ocyliecTsieHus 3Hauenue D[4,3] ®@opmer H' HaxoauTcs B unTepBane ot npumepHo 10
MKM 710 npumMepHo 50 MxMm. B opHOM BapuanTe ocyiuectBieHust 3HaueHue D[4,3] @opmsr H'
HAXOJUTCs B UHTepBase OT npuMepHOo 10 MkM 10 npumepHO 30 MKM.

[0268] B oqHoM BapuaHTe ocyinectBieHuss Popma J xapakTepusyeTcss OMHUM Uju Oosee
U3 CJEOYIOMMX Mmokazaresneit pasmepos vactui: D[V,0.10] B unTtepBane ot nmpumepHo 0,5 MxMm
no npumepHo 15 mxm, D[V,0.50] B unTepBane ot mpumepHo 2 MKM A0 npumepHO 30 MKM,
D[V.,0.90] B unrepsane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nnu D[4,3] B unTepsaie ot
IPUMEPHO 5 MKM 10 nipuMepHO 200 MKM.

[0269] B onnom BapuanTte ocyuectsienus 3HadeHne D[V,0.10] @opmsl J Haxonurcs B
uHTepBaje oT npuMepHo 0,5 MKM 0 mpumepHo 15 mMxM. B onHOM BapuaHTe OCYIECTBJIEHMUS
3HaueHue D[V,0.10] ®opwmsl J HaxoauTcst B uHTepBajie oT npumepHo 0,5 MkM 1o npumepHo 10
MKM. B onHoM BapuanTe ocyuectieHus 3HaueHue D[V,0.10] ®@opmbl J HaxonuTcs B UHTEpBaje
OT npuMepHO 0,5 MKM JI0 IPUMEPHO 5 MKM.

[0270] B onnom BapuanTe ocyuecTsieHus 3HadeHne D[V,0.50] @opmsbl J Haxonurcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYLIECTBJIECHMS
3HaueHue D[V,0.50] ®opmbl J HaXoauTCs B MHTEpBae OT MPUMEPHO 2 MKM A0 MPUMEPHO 25
MKM. B onHOM BapuaHnTe ocyuectieHus 3HaueHue D[V,0.50] ®@opmbl ] HaxonuTcst B MHTEpBaje

OT IpUMEpHO 2 MKM a0 npumepHo 20 MkM. B ogHOM BapuaHTe OCYINECTBIEHHs 3HAUY€HUE
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D[V.,0.50] ®opmsl ] HaxoauTcs B MHTEpBaJie OT IPUMEPHO 2 MKM 0 IPUMEPHO 15 MKM.

[0271] B onHom BapuaHTe ocyuecTBieHus 3HadeHue D[V,0.90] @opwmsl J Haxonurcs B
UHTEpBajie OT NMpUMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®opmsbl ] HaxoauTcss B UHTEpBajie OT MPUMEPHO 8 MKM A0 npumepHo 500
MKM. B onHOM BapuaHnTe ocyiectsienus 3HaueHue D[V,0.90] ®@opmsbl ] HaxonuTcst B MHTEpBase
oT npumMepHo 8 MkM a0 npumepHo 400 mMkM. B ogHOM BapuaHTe OCyIIECTBIEHUs 3HAYEHUE
D[V.,0.90] ®opmbl J HaxoguTcs B UHTEpBase OT IMpuUMepHO 8 MkM a0 npumepHo 300 mxm. B
OIHOM BapuaHTe ocyuectBieHus @opma 3nauenue D[V,0.90] @opmbl J HAXOAUTCST B UHTEpBae
oT npuMepHO 8 MkM a0 mpumepHo 200 Mkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3HAYEHHE
D[V,0.90] ®opwmbl J HaxonuTcss B MHTEpBaje OT MpuMepHO 8 MKM no npumepHo 100 mkm. B
OIHOM BapuaHTe ocyiuecTBieHus 3Hauenne D[V,0.90] ®opmsel J HaxoguTcss B MHTEpPBAJE OT
IMPUMEPHO 8§ MKM 10 IPUMEPHO 75 MKM.

[0272] B ogHoM BapuaHTe ocyuiecTBiaeHHs: 3HaueHue D[4,3] Popmbl ] HaxoguTcs B
UHTEpBajie OT NMpPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] ®opmbl ] HaxoaUTCs B UHTEpBaje OT MPUMEPHO 5 MKM 710 IpuMepHO 150 MKM.
B oanom BapuanTe ocymectBieHus 3HaueHue D[4,3] Dopmbl J HaxomauTcs B MHTEpBaiE OT
npuMepHo 5 MkM z1o npumepHo 100 mxm. B omHOM BapuaHTe ocyiuecTsieHus 3HaueHue D[4,3]
®opmbl J HaxonuTcs B MHTEpBaje OT MPUMEPHO 5 MKM 10 npuMmepHo 75 MkM. B omHom
BapHaHTe ocyllecTBleHus 3HaueHue D[4,3] @opmbl ] HaxoauTcs B MHTEpBase OT NPUMEPHO 5
MKM 10 npuMepHo 50 Mxm. B omHOM BapuaHTe ocyiuecTsieHus: 3HadeHue D[4,3] ®@opmerl J
HaxXOAUTCA B HMHTEpBaje OT NPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocyuectsieHus 3Hauenue D[4,3] ®@opmbl J HaxonuTcst B MHTEpBane OT npumepHo 10 MkMm 1o
npuMmepHo 50 MkM. B ogHOM BapuanTe ocyuectsiaenus 3Hadenue D[4,3] @opmel J HaxoauTes B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0273] B omnom Bapuante ocymectieHuss @opma K xapakrepusyercss OAHUM WU
Ooniee U3 crenyrOIMX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsasie ot npumepro 0,5
MKM 10 npumepHo 15 MM, D[V,0.50] B unTepBane ot npumepHo 2 MKM 10 npuMepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MkM 10 npumepHo 600 mxm nnu D[4,3] B untepsaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0274] B ogroMm BapuanTe ocymectsieHus: 3HaueHue D[V,0.10] ®opmer K Haxogutcs B
uHTepBaje oT npuMepHo 0,5 MKM 10 nmpumepHo 15 mMxM. B onHOM BapuaHTe OCYILECTBJIECHMUS
®opma 3HaueHue D[V,0.10] ®opmel K Haxonutcs B uHTepBasne oT nmpumepHo 0,5 MKM 10
npumepHo 10 mMxM. B ogHom BapuanTe ocyiuectsieHus 3HadeHue D[V,0.10] ®opmbr K
HaXOAUTCS B UHTEpPBaJie OT MpUMeEpPHO 0,5 MKM 10 IPUMEPHO 5 MKM.

[0275] B ogroMm BapuaHnTe ocymectsienus 3HaueHue D[V,0.50] ®opmer K Haxogutcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.50] ®opmel K Haxonutcst B mHTEpBaie OT MPUMEPHO 2 MKM 10 MIPUMEPHO 25
MKM. B opHOM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.50] ®opmer K Haxonmutcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B 0ogHOM BapuaHTe OCYLIECTBJICHMS

3HaueHue D[V,0.50] ®opmbl K HaxoauTcs B MHTEpBaje OT NPUMEPHO 2 MKM A0 IpUMepHO 15
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MKM.

[0276] B ogHoMm BapuaHnTe ocyiectsienus 3HaueHue D[V,0.90] ®opmer K Haxoautcs B
UHTEpBajie OT NMpUMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®opmel K Haxoautcs: B MHTEpBaje OT NPUMEPHO § MKM 10 npumepHo 500
MKM. B omnoM BapuaHTe ocymectBieHus 3Hadenue D[V,0.90] ®opmer K Haxomutcs B
UHTEpBaJie OT npuMepHO 8 MkM 1o npumepHo 400 MxMm. B omHOM BapmaHTe OCylueCTBIEHUsS
3Hauenune D[V,0.90] ®opmel K HaxonuTcst B uHTEpBaje OT NpUMEpPHO 8§ MKM 10 npuMepHo 300
MKM. B omHOM BapuaHTe ocymiectBienus 3HadeHue D[V,0.90] ®opmer K Haxonmutcs B
UHTepBajie OT npuMepHO 8§ MM 10 npumepHo 200 mMkM. B ogHOM BapuaHTe OCYILIECTBIECHHUS
s3Hauenue D[V,0.90] ®opmer K Haxogurcst B MHTEpBaje OT MpUMepHO § MKM 10 mpumepHo 100
MKM. B omHOM BapuaHTe ocyuiectBieHus 3HadeHue D[V,0.90] ®opmer K Haxonmutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0277] B omHom BapuanTe ocyuectBienust 3HaueHue D[4,3] ®opmer K Haxomutcs B
UHTEpBajie OT NMPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] ®opmel K HaxomuTcs B WHTEpBaje OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B ogHOM Bapuanrte ocyuiectieHus 3HaueHue D[4,3] @opmel K HaxonuTcs B uHTEpBaje
OT mpumepHO 5 MkM a0 npumepHo 100 mMkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3Ha4U€HHE
D[4,3] ®opmel K HaxoauTcs B HHTEpBaie OT MPUMEPHO 5 MKM 110 IpuMepHO 75 MkM. B onHOM
BapHuaHTe ocyluecTsieHus 3HaueHue D[4,3] @opmel K HaxonuTcs B UHTEpBaie OT MPUMEPHO S
MKM A0 npumepHo 50 MkMm. B omHOM BapuanTe ocyinectsieHust 3HaueHue D[4,3] @opmer K
HaxXOAWTCA B HMHTEpBaje OT NPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsieHus 3HaueHue D[4,3] @opmbl K HaxonuTcs B uHTepBajne oT npumepHo 10 Mxm 1o
npuMepHo 50 MkM. B onHOM BapuanTe ocyiectsiaeHus 3Hadenue D[4,3] ®opmbl K Haxonutcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0278] B onnom Bapuante ocyuiectsienus @opma L xapakrepusyercst onHUM wiu Ooee
U3 CJEOYIOMMX Mokazareseit pasmepos dactui: D[V,0.10] B untepBane ot nmpumepHo 0,5 MkMm
no npumepHo 15 mxm, D[V,0.50] B unTepBane or mpumepHo 2 MKM A0 npumepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MkM 10 npumepHo 600 mxm nnu D[4,3] B untepsaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0279] B ognom Bapuante ocymectsineHus 3Hauenne D[V,0.50] ®opmer L Haxoaurcs B
uHTepBaje oT npuMepHo 0,5 MKM 10 nmpumepHo 15 mMxM. B onHOM BapuaHTe OCYILECTBJIECHMUS
3HaueHue D[V,0.50] ®opmel L Haxoautcs B uHTepBajie oT npumepHo 0,5 MkM 10 npumepHo 10
MKM. B omHoM Bapuante ocyuiectBieHus 3HaueHue D[V,0.50] ®opmbel L Haxonutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO S5 MKM.

[0280] B ognom Bapuante ocyuectsienus: 3HaueHne D[V,0.50] ®@opmer L Haxoaurcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYILIECTBJIECHMUS
3HaueHue D[V,0.50] ®opmbl L HaxoauTcss B UHTEpBaJe OT MPUMEPHO 2 MKM N0 MPUMEPHO 25
MKM. B omHoM Bapuante ocymiectBieHus 3HaueHue D[V,0.50] ®opmbel L Haxonmutcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B 0ogHOM BapuaHTe OCYLIECTBJICHMS

3HaueHue D[V,0.50] ®opmbl L Haxonutcs B MHTepBaje OT NPUMEPHO 2 MKM 10 IpUMeEpHO 15
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MKM.

[0281] B ogHom Bapuante ocyuectsieHus 3HaueHue D[V,0.90] ®@opmer L Haxoaurcs B
UHTEpBajie OT NMpUMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®opmel L HaxoauTcs B MHTEpBaJie OT MPUMEPHO 8 MKM 110 mpumepHo 500
MKM. B omgHOoM Bapuante ocymectsieHust 3HadueHue D[V,0.90] ®opmbel L Haxomutcs B
UHTEpBaJie OT npuMepHO 8 MkM 1o npumepHo 400 MxMm. B omHOM BapmaHTe OCylueCTBIEHUsS
3Hauenune D[V,0.90] ®opmbl L HaxonuTcs B uHTEpBaje OT MPUMEPHO 8 MKM 110 npuMepHo 300
MKM. B omHOM Bapmante ocymectsieHus 3HaueHue D[V,0.90] ®opmber L Haxomutcs B
UHTepBajie OT npuMepHO 8§ MM 10 npumepHo 200 mMkM. B ogHOM BapuaHTe OCYILIECTBIECHHUS
s3Hauenue D[V,0.90] ®opmer L HaxoauTcst B IHTEpBaJie OT MPUMEPHO 8 MKM 110 mpumepHo 100
MKM. B omHOM Bapuante ocymectBieHus 3HaueHue D[V,0.90] ®opmber L Haxonmutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0282] B onnom Bapmante ocyuiectBieHus: 3HadeHue D[4,3] ®opmer L Haxomgutcs B
UHTEpBajie OT NMPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] @opmel L HaxoauTes B HHTEpBaie OT MPUMEPHO 5 MKM 110 puMepHO 150 MKM.
B onHom BapuaHTe ocyuiecTBieHus 3HaueHue D[4,3] ®opmbl L Haxoautcs B MHTepBaje OT
npuMepHo 5 MkM o npumepHo 100 mxm. B omHOM BapuaHTte ocyinectsieHus 3HaueHue D[4,3]
®opmel L HaxonuTcs B MHTepBaje OT NMPUMEPHO 5 MKM A0 mpumepHo 75 MkM. B onHom
BapuaHTe ocyiuectsieHus 3Hadenue D[4,3] @opmbl L HaxoauTcst B UHTEpBasie OT MPUMEPHO 5
MKM 10 npumepHo 50 MxM. B ogHOM BapuaHTe ocyuiecTBieHus 3HaueHue D[4,3] @opmel L
HaxXOAWTCA B HMHTEpBaje OT NPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsieHus 3Hadenre D[4,3] @opmbl L Haxoautcs B uHTEpBasie OoT npuMepHo 10 Mkm 1o
npuMepHo 50 MxM. B ogqHOM BapuaHnTe ocyuiecTsieHus 3HaueHue D[4,3] @opmel L Haxoautcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0283] B onnom BapuaHTe ocyinectBieHuss ®opma M xapaxkTepusyercss OAHUM MU
Ooniee U3 crenyrOIIUX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsasie ot npumepHo 0,5
MKM 710 npumepHo 15 MM, D[V,0.50] B unTepBasne or npumepHO 2 MKM 110 pumMepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MkM 10 npumepHo 600 mxm nnu D[4,3] B untepsaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0284] B onnom Bapuante ocyuiectsiaeHus 3HadeHue D[V,0.10] ®opmbr M HaxoguTcs B
uHTepBaje oT npuMepHo 0,5 MKM 10 nmpumepHo 15 mMxM. B onHOM BapuaHTe OCYILECTBJIECHMUS
3HaueHue D[V,0.10] ®opmbl M HaxoauTcst B uHTepBaje oT npumepHo 0,5 MKM 10 npumepHo 10
MkM. B onmHom BapmanTte ocymecteieHuss 3Hauenue D[V,0.10] Popmbr M Haxomutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO S5 MKM.

[0285] B onnom Bapuante ocyuiectBiaeHus: 3Hauenue D[V,0.50] ®opmbl M HaxoguTcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYILIECTBJIECHMUS
3HaueHue D[V,0.50] ®opmbl M HaxoauTcst B MHTEPBaJe OT MPUMEPHO 2 MKM 0 MPUMEPHO 25
MKM. B onmHOomM Bapuante ocymectsieHus 3HadeHue D[V,0.50] Popmer M Haxomutcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B 0ogHOM BapuaHTe OCYLIECTBJICHMS

3HaueHue D[V,0.50] ®opmel M Haxonutcs B MHTEpBaie OT NPUMEPHO 2 MKM A0 IpUMepHO 15
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MKM.

[0286] B onnom Bapuante ocyuiectBiaeHus: 3Hauenue D[V,0.90] ®opmbl M HaxoauTcs B
UHTEpBajie OT NMpUMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®opmbl M HaxoauTcs B MHTEpBaJE OT MPUMEPHO 8 MKM A0 mpumepHo 500
MKM. B onmHOM Bapuante ocymectsiaeHus 3Hadenue D[V,0.90] ®opmer M nHaxomutcs B
UHTEpBaJie OT npuMepHO 8 MkM 1o npumepHo 400 MxMm. B omHOM BapmaHTe OCylueCTBIEHUsS
3Hauenune D[V,0.90] ®opmer M HaxoauTcs B MHTEpBaje OT NPUMEPHO 8§ MKM a0 npuMepHo 300
MkM. B onHOomM Bapmante ocymectBieHus 3HadeHune D[V,0.90] ®opmer M Haxomutcs B
UHTepBajie OT npuMepHO 8§ MM 10 npumepHo 200 mMkM. B ogHOM BapuaHTe OCYILIECTBIECHHUS
s3Hauenue D[V,0.90] ®opmbl M HaxoguTcs B UHTEpBaJe OT MPUMEPHO 8 MKM A0 mpumepHo 100
MKM. B onHom Bapmante ocymectsieHust 3HadeHue D[V,0.90] Popmer M Haxomutcs B
UHTEpBaJie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0287] B omnom BapuanTe ocymectBieHus 3HaueHue D[4,3] ®opmbel M Haxonutcs B
UHTEpBajie OT NMPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] @opmbl M Haxonutcst B MHTEpBaJE OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B onHOM BapuaHnTe ocyuecTBieHus 3HaueHue D[4,3] @opmbl M HaxoauTcs B MHTepBaje
OT mpumepHO 5 MkM a0 npumepHo 100 mMkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3Ha4U€HHE
D[4,3] ®opmbl M HaxoauTcsi B UHTEpBasie OT MPUMEPHO 5 MKM A0 npuMepHo 75 MkM. B ogHOM
BapHaHTe ocyluecTsieHus 3HaueHue D[4,3] @opmbl M HaxonuTcs B MHTEpBajie OT MPUMEPHO 5
MKM a0 npumepHo 50 mMxMm. B onHOM Bapuante ocyuiectieHus 3Hadenue D[4,3] @opmer M
HaxXOAWTCA B HMHTEpBaje OT NPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocyuecTsieHus 3HaueHue D[4,3] @opmel M HaxonuTcst B MHTEpBajie OT npumepHo 10 Mxm 10
npuMmepHo 50 Mkm. B ogHOM BapuanTe ocyuiectsieHus 3Hadenue D[4,3] @opmbl M HaxoguTcs
B HHTepBaJie OT npuMepHO 10 MkM 10 mpuMepHO 30 MKM.

[0288] B omnom Bapuante ocymectieHuss @opma N xapakrepusyercss OAHUM WU
Ooniee U3 crenyrOIIUX Mokaszareneii pasmepos yactuil; D[V,0.10] B unrepsasie ot npumepHo 0,5
MKM 710 npumepHo 15 MM, D[V,0.50] B unTepBasne or npumepHO 2 MKM 110 pumMepHO 30 MKM,
D[V,0.90] B unrepBane ot npumepHo 8 MkM 10 npumepHo 600 mxm nnu D[4,3] B untepsaie ot
IPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

[0289] B ogroM BapuanTe ocymectsieHus: 3HaueHue D[V,0.10] ®opmer N Haxogutcs B
uHTepBaje oT npuMepHo 0,5 MKM 10 nmpumepHo 15 mMxM. B onHOM BapuaHTe OCYILECTBJIECHMUS
3HaueHue D[V,0.10] ®opmer N Haxoautcs B uHTepBaje oT npumMepHo 0,5 Mxkm a0 npumepHo 10
MKM. B opHOM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.10] ®opmel N Haxonutcs B
UHTepBajie OT npuMepHO 0,5 MKM 10 IPUMEPHO S5 MKM.

[0290] B ogrom BapuanTe ocymectsienus 3HaueHue D[V,0.50] ®opmer N Haxogutcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 30 MxkM. B ogHOM BapuaHTe OCYILIECTBJIECHMUS
3HaueHue D[V,0.50] ®opmbl N HaxonuTcst B MHTEPBAEe OT MPUMEPHO 2 MKM 10 MPUMEPHO 25
MKM. B opHOM BapuaHTe ocyuiectBieHus 3Hadenue D[V,0.50] ®opmel N Haxonutcs B
UHTEpBajie OT NMPUMEPHO 2 MKM A0 npumepHo 20 MKkM. B 0ogHOM BapuaHTe OCYLIECTBJICHMS

3HaueHue D[V,0.50] ®@opmbl N Haxonutcst B MHTEPBajie OT MPUMEPHO 2 MKM 10 MPUMEpPHO 15
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MKM.

[0291] B onnom BapuaHnTe ocyiectsienus 3HaueHue D[V,0.90] ®opmer N HaxoauTcs B
UHTEpBajie OT NMpUMepHO § MKM 10 npumepHo 600 MkM. B ogHOM BapuaHTe OCYILECTBICHMUS
3HaueHue D[V,0.90] ®@opmbl N HaxoauTcss B UHTEPBaA OT MPUMEPHO 8 MKM 10 npumepHo 500
MKM. B onHOM Bapuanrte ocymectsienus 3Hadenue D[V,0.90] @opmel N HaxoquTCst B MIHTEpBA
oT npumMepHo 8 MkM a0 npumepHo 400 mMkM. B ogHOM BapuaHTe OCyIIECTBIEHUs 3HAYEHUE
D[V.0.90] ®opmbl N HaxoguTcs B MHTEpBal OT NpuUMepHO 8§ MKM 1o npumepHo 300 mxm. B
OIIHOM BapHaHTe ocyuiecTBieHus 3HaueHue D[V,0.90] ®@opmer N HaxomuTcs B MHTEpBaJl OT
npuMepHo 8 MKM a0 npumepHo 200 MxMm. B omHOM BapuaHTe OCYIIECTBJIEHMsI 3HAaYEHHE
D[V,0.90] ®opmbr N HaxonuTcss B MHTEpBall OT npuMepHo § MkM 10 npumepHo 100 mxm. B
OJIHOM BapuaHTe ocyuiecTBieHus 3HaueHue D[V,0.90] ®opmer N HaxomuTcs B MHTEpBal OT
IMPUMEPHO 8§ MKM 10 IPUMEPHO 75 MKM.

[0292] B oxHom BapuanTe ocyuectBienust 3naueHue D[4,3] ®opmer N HaxomuTcs B
UHTEpBajie OT NMPUMEPHO 5 MKM 10 npumepHo 200 MkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
3HaueHue D[4,3] ®@opmel N HaxoauTcs B UHTEpBaje OT MPUMEPHO 5 MKM 10 mpumepHo 150
MKM. B ogHOM Bapuanrte ocyuiectBieHus 3HaueHue D[4,3] @opmbel N HaxonuTcs B UHTepBaje
OT mpumepHO 5 MkM a0 npumepHo 100 mMkm. B onHOM BapuaHTe OCYIIECTBIEHHUS 3Ha4U€HHE
D[4,3] ®opmbl N HaxoauTCs B MHTEPBaJiEe OT MPUMEPHO 5 MKM 110 IpuMepHO 75 MkM. B onHOM
BapHaHTe ocyluecTsieHus 3HaueHue D[4,3] @opmel N HaxonuTcs B UHTEpBasie OT MPUMEPHO 5
MKM A0 npumepHo 50 MxkMm. B omHOM BapuaHTe ocyuecTBieHus 3HaueHue D[4,3] @opmer N
HaxXOAUTCA B HMHTEpBaje OT NPUMEPHO 5 MKM A0 NpuMepHO 25 MKM. B ogHOM BapuaHTte
ocywectsieHus 3HaueHue D[4,3] @opmbl N HaxonuTcst B uHTepBaje oT npumepHo 10 Mxm 1o
npumepHo 50 MkM. B onHOM BapuanTe ocyiectsieHus 3Hadenue D[4,3] ®opmbl N HaxoauTcs B
uHTepBaJie OT npuMepHo 10 MM 10 mpuMepHO 30 MKM.

[0293] B omHOM BapmaHTe ocyuiecTBiIeHust amop(dHas GpopMa XapaKTepU3yeTcsi OTHUM
wim OoJiee U3 CIenyIIIUX Moka3aTenel pasmepos yactuil. D[V,0.10] B uHTEpBae OT MpUMEpPHO
0,5 mxkm 1o npumepHo 15 mxMm, D[V,0.50] B unTepBane ot npumepHo 2 MKM A0 npumepHo 30
MkM, D[V,0.90] B unTepBane ot mpumepHo 8 MkMm no npumepHo 600 mxm wmm D[4,3] B
MHTEpBaJie OT MPUMEPHO 5 MKM 110 puMepHO 200 MKM.

[0294] B omHom BapmanTte ocymectsieHusi 3HaueHue D[V,0.10] amopduoit ¢opmbl
HaxXoAWTCA B HMHTepBaje oT npumepHo 0,5 MkM 1o npumepHo 15 mMkMm. B onHOM BapuaHTte
ocywmecteinenus 3Haderne D[V,0.10] amopdHON GopMbl HAXOAUTCSA B UHTEPBAJE OT MPUMEPHO
0,5 Mkm no mpumepHo 10 MxMm. B omHoM BapuaHTe ocyuiecTsieHus 3HaueHue D[V,0.10]
amopdHOIt GOpMBI HAXOAHUTCS B MHTEPBAJIE OT MPUMEPHO 0,5 MKM 10 MPUMEPHO 5 MKM.

[0295] B omHom BapmanTe ocymectBieHus 3HaueHue D[V,0.50] amopdnoit ¢opmsl
HaxXOAWUTCA B HUHTEpBaje OT NpuMepHO 2 MkM a0 npumepHo 30 MxkM. B ogHOM BapuaHTte
ocymectsineHust 3HadeHne D[V,0.50] amop¢HO# (HOpMBI HAXOAUTCS B MHTEPBAJIEe OT IPUMEPHO 2
MKM 70 TpuMepHO 25 MkM. B onHOM BapuanTe ocymectsienus 3Hadenne D[V,0.50] amopdnoit
(bopMBI HAXOAUTCS B MHTEPBAJE OT MPUMEPHO 2 MKM A0 npuMmepHo 20 MkM. B omHOM BapuanTe

ocymectsineHus 3Hadenue D[V,0.50] amop¢HO# (popMbI HAXOAUTCS B MHTEPBaJe OT MPUMEPHO 2
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MKM 70 IPUMEPHO 15 MKM.

[0296] B omHom BapmanTe ocymectBieHus 3HaueHue D[V,0.90] amopduoit ¢opmsl
HaxXOAWUTCA B UHTEpBaje OT NMpUMEpHO 8 MKM a0 mpumepHo 600 mMxkm. B onHOm BapuaHTte
ocyuectsinenus 3Hadenne D[V,0.90] amop¢HO# (popMBI HAXOANUTCS B UHTEpPBaJe OT MPUMEPHO §
MKM 10 npumepHo 500 Mkm. B oxgHom BapuanTe ocymectBieHus 3HadeHue D[V,0.90]
amop¢HOH (GOpPMBbI HAXOOUTCS B MHTEpPBAJE OT NMPUMEPHO 8 MKM a0 mpumepHo 400 mxm. B
OHOM BapHWaHTe ocyiecTBieHuss 3HadeHue D[V,0.90] amopdHoii ¢opmbl HaxomuTcs B
UHTEepBajie OT npuMepHO 8§ MM 10 npumepHo 300 mMxM. B ogHOM BapuaHTe OCYLIECTBICHHUS
3Hauenne D[V,0.90] amopdHOl (PopMBI HAXOOUTCS B HHTEpBAJE OT MPUMEPHO 8 MKM [0
npumepHo 200 mMxkMm. B onmHom BapuanTe ocymectBieHus 3Hadernne D[V,0.90] amopdHo#
(bopMBI HAXOUTCS B UHTEPBAJIE OT MPUMEPHO 8 MKM 10 npumepHo 100 Mxm. B onHOM BapuanTe
ocywmectsineHust 3HadeHne D[V,0.90] amopdHO# (OpMBI HAXOIUTCS B UHTEPBAJIE OT IPUMEPHO 8
MKM 710 IPUMEPHO 75 MKM.

[0297] B onHom BapmaHTe ocymecTtBieHus 3HaueHue D[4,3] amopduoit ¢opmbl
HaxXOAUTCA B HHTepBajie OT NMpUMEpHO 5 MKM a0 mpumepHo 200 mMxkm. B onHom BapuaHTte
ocymectsieHust 3HaueHue D[4,3] amopdHOl popMbl HAXOOUTCS B MHTEpPBajiIe OT MPHUMEPHO 5
MKM 10 npumepHo 150 mxm. B omHOM BapuanTe ocyiuecTBieHus 3Hadenne D[4,3] amopdHOi
(bopMBI HAXOIUTCS B UHTEPBAJIE OT MIPUMEPHO 5 MKM 10 npumepHo 100 mxm. B onHOM BapuanTe
ocymectsieHust 3HaueHue D[4,3] amopdHOl popMbl HAXOOUTCS B MHTEpPBAJIE OT MPHUMEPHO 5
MKM JI0 TIpuMepHO 75 MKM. B omHOM BapumaHte ocymecTtBieHus: 3Hauenue D[4,3] amopdHOit
(bopMBI HAXOAUTCS B MHTEPBAJE OT MPUMEPHO 5 MKM A0 npuMepHo 50 MkMm. B omHOM BapuanTe
ocyuecTieHus 3HaueHue D[4,3] amopdHoli popMbl HAXOMUTCS B UHTEpPBajiIe OT NMPUMEPHO 5
MKM JI0 IIpUMepHO 25 MKM. B omHOM BapuaHte ocyiuectBieHus 3HaueHnue D[4,3] amopdHoit
¢dopmMbI HaxomUTCS B MHTEpBasie OT npuMepHO 10 MM 1o npumepHo 50 MkM. B ogHOM BapuaHTe
ocymectyieHus 3HaueHne D[4,3] amopdHON (opMbl HAXOOUTCSA B MHTEpBajie OT mpumMepHO 10
MKM 70 TpUMepHO 30 MKM.

[0298] B omgHOM acmekre, HacTosiee HW300pETEHHE OTHOCUTCS K KOMITO3HIIHH,
BKJIIOYAKOIIEH KPHUCTAJUIMYECKY0 win amopduyro ¢opmy ruapodpomunnoii comu (S)-2-(((S)-
6,8-nudrop-1,2,3,4-rerparunponadranus-2-nia)amuHo)-N-(1-(2-merun-1-
(HeoneHTHMIIAMUHO)TIponaH-2-1)- | H-umunazon-4-mn)neHranaMuna  KOTopasi XapakTepu3yeTcst
OIHUM WJTU OoJiee M3 CIeNyIMX mokaszareneidl pasmepos dactuil: D[V,0.10] B unTepBane ot
npumepHo 0,5 MM 1o npumepHo 15 mxMm, D[V,0.50] B uHTepBaje oT mpuMepHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unTepBane ot npumepHo 8§ MkM a0 npumepHo 600 MxM unu
D[4,3] B uHTEpBase OT MPUMEPHO 5 MKM 10 npuMepHo 200 MKM.

[0299] B onHOM BapuaHTe OCYILECTBIEHHS] KOMIIO3MLIMS BKJIIOUAET KPUCTAJUIMYECKYIO
wii  amopdpHyro  popmy  rumpobpomumHON  comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadramns-2-min)amuHo)-N-(1-(2-metun- 1-(HeonenTraMuHo )riponan-2-mi)- 1 H-
UMUIA30J-4-WT)[IEHTAaHAMHUA CO 3HA4YeHWeM Tokazartens pasmepa yactun D[V,0.10] B
uHTepBaje oT npuMepHo 0,5 MKM 10 nmpumepHoO 15 MkM. B ofHOM BapuaHTe OCYILECTBJIECHMUS

KOMITO3HIIHS BKJIFOYAaeT KPUCTATMYECKYIO Wi aMOopdHYIO ¢hopMmy ruapoOpoMumHon conu (S)-
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2-(((S)-6,8-mudTop-1,2,3,4-Terparunaponadranus-2-min)aMuHo)-N-(1-(2-metni-1-
(HeoneHTHMIIAMUHO)TIponaH-2-1mn)- | H-umunazon-4-un)neHranamua co 3HAYEHUEM ITOKa3aTels
pasmepa vactur D[V,0.10] B unrepsane ot npumepso 0,5 mkm 1o npuMmepHo 10 Mxkm. B ogHOM
BAapPUAHTE OCYIIECTBJIEHUS KOMIIO3ULIUS BKJIFOUAET KPUCTAIIMYECKYI0 WM aMOpdHYK (opmy
rugpodpomuanoit comu (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparuaponadranuH-2-mi)aMuHO)-N-
(1-(2-meTun-1-(neonenTunamuHo))ponas-2-un)- 1 H-umunaszon-4-nn)nearanamuna co
3HaueHueM Mokasartens pasMepa udactun D[V,0.10] B untepBane or mpumepHo 0,5 MKM 10
MPUMEPHO 5 MKM.

[0300] B onHOM BapuaHTe OCYINECTBIEHHS] KOMIIO3HLMS BKJIIOUAET KPUCTAJUIMYECKYIO
win  amopduyro  dopmy  rumpobpomumHON  comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadraius-2-min)amuHo)-N-(1-(2-metun- 1 -(HeoneHTHIaAMHHO )ITponan-2-mi)- 1 H-
UMUIA30J-4-WT)IEeHTaHAMKUIA CO 3HA4YeHWeM Tokaszartens pasmepa yactun D[V,0.50] B
UHTEpBajie OT MPUMEpPHO 2 MKM A0 npumepHo 30 MkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
KOMITO3HIIHS BKJIFOYAeT KPUCTATHYECKYIO Wi aMopdHyro dhopmy ruapoOpoMumHon comu (S)-
2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-mn)amuHo)-N-(1-(2-metm-1-
(HeoneHTHIIIAMUHO)TIponaH-2-1)- | H-umunazon-4-un)neHranamua co 3HaAUEHHUEM IOKa3aTels
pasmepa gactun D[V,0.50] B unTepBane ot npumepHo 2 MKM 10 npuMepHo 25 MkM. B onHOM
BapHUAHTE OCYIIECTBJICHUS KOMIIO3ULIUS BKJIIOYAET KPUCTAITMYECKYIO WM aMOpdHY (opmy
runpodpomugron comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanut-2-ui)aMuHO)-N-
(1-(2-meTun- 1-(HeoneHTHIAMUHO ))IponaH-2-mi)- | H-umunaszon-4-nn)nearanamuga co
3HaueHueM Mokasarenss pasMepa vactun D[V,0.50] B uHTepBane OT mpumMepHO 2 MKM A0
npumepHo 20 MkM. B ogHOM BapuaHTe OCYLIECTBJIEHHMsS KOMIIO3ULUS  BKIIFOUAET
KPUCTAJUTHUECKYI0 Win amopdHyro (opmy ruapodbpomunnoit comu (S)-2-(((S)-6,8-nudrop-
1,2,3,4-rerparuaponadranus-2-mia)aMuHo)-N-(1-(2-meTu- 1 -(HeOneHTHIAMITHO ) TPOTIaH-2-1JT) -
1H-umunazon-4-unmneHraHamMua €O 3Ha4YeHHEeM Tokasartens pasmepa uactul D[V,0.50] B
UHTEpBaJie OT IPUMEPHO 2 MKM JI0 IPUMEPHO 15 MKM.

[0301] B onHOM BapuaHTe OCYINECTBIEHHS] KOMIIO3HMLMS BKJIIOUAET KPUCTAJUITMYECKYIO
win  amopduyro  dopmy  rumpobpomumHOoN  comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadraius-2-min)amuHo)-N-(1-(2-metun- 1 -(HeonenTrIaMuHO )riponan-2-mi)- 1 H-
UMUIa30J-4-WT)IEHTAaHAMKUIA CO 3HAYeHWeM TokazaTtens pasmepa yactun D[V,0.90] B
UHTEpBajie OT NMpuMepHO 8§ MKM 10 npumepHo 600 mMkM. B ogHOM BapuaHTe OCYILIECTBJIEHMUS
KOMITO3UIIHS BKJIFOYAaeT KPUCTAIUTHUECKYIO Wi aMOp(HYIO (hopMy THIAPOOpOMUIHON cou (S)-
2-(((S)-6,8-mudTop-1,2,3,4-Terparuaponadranus-2-min)amMuHo)-N-(1-(2-metni-1-
(HeoneHTHIIIAMUHO)TIponaH-2-1m)- | H-umunazon-4-mn)neHranamua co 3HaAUEHUEM IOKa3aTels
pasmepa yactull D[V,0.90] B untepBane ot nmpumepHo 8 MkM a0 npumepHo 500 mxMm. B ogHOoM
BapPHUAHTE OCYIIECTBJICHUS KOMIIO3ULIUS BKJIIOYAET KPUCTAIMYECKYIO WM aMOpdHYK (opmy
runpodpomunaon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanut-2-ui)aMuHO)-N-
(1-(2-meTun- 1-(HeoneHTHIIAMUHO ))IponiaH-2-1mi)- | H-umunaszon-4-nn)nearanamunga co
3HaueHueM Mokasarenss pasMepa vactun D[V,0.90] B uHTepBane OT mpumMepHO 8 MKM A0

npumepHo 400 wmxkM. B ogHOM BapuaHTe OCYLIECTBJICHHMs KOMIIO3ULIUSA — BKIIIOYAET
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KPUCTAJUTHUECKYI0 Win amopdHyro (opmy ruapodbpomunnoit comu (S)-2-(((S)-6,8-mudrop-
1,2,3,4-rerparuaponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeOneHTHIIaMHUHO ) [TPOTIaH-2-1T) -
1H-umunazon-4-umneHraHaMuAa CO 3HAaYeHHEeM Tokasartenst pasmepa uactul D[V.,0.90] B
UHTEepBajie OT npuMepHO § MkM 10 npumepHo 300 MkM. B ogHOM BapuaHTe OCYLIECTBJICHMUS
KOMITO3HUIUS BKJIFOYAET KPUCTALTHUECKYIO WK aMOPHYIO (popMy rHApoOpoMuIHON comnu (S)-
2-(((S)-6,8-nudrop-1,2,3,4-Terparuaponadranus-2-mi)amuHo)-N-(1-(2-metui-1-
(HeoneHTUIAMUHO)TponaH-2-1mn)- | H-umunaszon-4-un)neHraHaMuga cO 3HaAUYEHHUEM IOKa3aTelst
pasmepa yactur D[V,0.90] B unrepBane or nmpumepHo 8 MKM a0 npumepHo 200 mxMm. B ogHOM
BAPHUAHTE OCYIIECTBJICHUS KOMIIO3MLIUS BKJIIOYAET KPUCTAIMYECKYIO WM aMOpdHYK (opmy
runpodpomunron comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-reTparunpoHadTanut-2-ui)aMuHO)-N-
(1-(2-meTmn- 1-(HeoneHTIIIaMUHO )IponaH-2-wmi)- | H-umunaszon-4-uin)nearanamuga co
3HaueHUeM TMokazarenss pasMepa vactul D[V,0.90] B unTepBase OT mpumMepHO 8 MKM [0
npumepHo 100 mxM. B ogHOM BapuaHTe OCYLIECTBJIEHHMs KOMIIO3ULIMS — BKIIIOYAET
KpUCTAJUTHUECKYIO Win amopduyro dopmy ruapodbpomunuoii comu (S)-2-(((S)-6,8-mudrop-
1,2,3,4-terparuaponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeOnmeHTHIIAMHUHO ) TPOTIAH-2-1T) -
1H-umuna3on-4-um)neHraHaMuAa CO 3HAYEHWEeM Tokasatenst pasmepa uactuiy D[V.,0.90] B
MHTEpBajie OT IPUMEPHO 8 MKM JI0 IPUMEPHO 75 MKM.

[0302] B onHOM BapuaHTe OCYILECTBIEHHS] KOMIIO3MLMS BKJIIOUAET KPUCTAUIMYECKYIO
wm  amopduyro  dopmy  rumpobpomumHON  comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadranns-2-min)amuHo)-N-(1-(2-metun- 1-(HeonenTrIaMuHO )riponan-2-mi)- 1 H-
UMUIa30J1-4-WT)[IEHTaHAMUIA CO 3HaUEHUEeM IoKasarensi pasMepa dactul D[4,3] B uHTepBaje
OT IPUMEPHO 5 MKM A0 npumMepHo 200 MxkM. B ogHOM BapuaHTe OCYIIECTBIEHUS KOMIO3ULUS
BKJIFOYAET KPUCTAJUTHYECKYIO WM amMopdHy ¢opmy ruppodbpomuanoit comu (S)-2-(((S)-6,8-
nudrop-1,2,3,4-rerparugponadranus-2-mi)aMuHo)-N-(1-(2-meTui-1-
(reoneHTHIIAMUHO)IIponaH-2-ui)- | H-umunason-4-mn)neHTanamMuaa Co 3HAUYSHHEM I10Ka3aTels
pasmepa yactuu D[4,3] B uHTepBane oT npumMepHo 5 MKM ao nmpumepHo 150 mxm. B omHom
BapPHUAHTE OCYIIECTBJICHUS KOMIIO3ULIUS BKJIIOYAET KPUCTAIMYECKYIO WM aMOpHYK (hopmy
runpodopomunron comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-reTparunpoHadTanuH-2-ui1)aMuHO )-N-
(1-(2-meTmin- 1-(HeoneHTHIIIAMUHO )IponaH-2-wi)- | H-umunaszon-4-win)nearanamuga co
3HauUeHUEM IoKasarens pazMepa dyactull D[4,3] B uHTepBane OT NpUMepHO 5 MKM 10 IPUMEPHO
100 MxM. B ogHOM BapHaHTe OCYIIECTBJIEHHS] KOMIO3HMLUS BKJIOYAET KPUCTAJUTMYECKYIO HIIH
aMop(HYIO dhopmy THIPOOPOMUTHON coJu (S)-2-(((S)-6,8-mu¢ptop-1,2,3.4-
teTparuapoHadranus-2-mi)amuHo)-N-(1-(2-metun- 1 -(HeoneHTrIaMHUHO )ITponan-2-ni)- 1 H-
UMUIa30J1-4-WT)IEHTAaHAMHIA CO 3HAUYEHUEM MoKasarensi pasMepa dyactull D[4,3] B uHTepBaje
OT MPUMEPHO 5 MKM J0 MPUMEPHO 75 MKM. B OmHOM BapmaHTe OCYINECTBJIEHUS] KOMIIO3HILIUS
BKJIIOYAET KPUCTAJUTHUECKYIO Wik amopdHyo ¢opmy rumpodbpomumnoii comu (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparuaponadranns-2-nin)amuno)-N-(1-(2-merun-1-
(HeoneHTHMIIAMUHO)TIponaH-2-1mn)- | H-umunazon-4-mn)neHranamuia co 3HaAUEHUEM ITOKa3aTess
pasmepa yactul D[4,3] B uHTEpBase OT mpUMepHO 5 MKM a0 mpumepHo 50 mMxM. B ogHOM

BapUAHTE OCYIIECTBJIEHUS KOMIIO3ULIUS BKJIIOYAET KPUCTAIIMYECKYI0 WM aMOpdHYK (opmy
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runpodpomunaon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanut-2-ui)aMuHO)-N-
(1-(2-meTun- 1-(HeoneHTHIAMUHO ))IponaH-2-mi)- | H-umunaszon-4-nn)nearanamuga co
3HauUeHUeM MokaszaTens pasMepa yactull D[4,3] B untepsane ot npumepHo 10 MkM 10 npuMepHO
50 mxM. B ogHOM BapuaHTe OCYLIECTBIEHUS KOMIIO3MLMS BKIIKOYAET KPUCTAJUIMYECKYIO HIIU
amopHyO bopmy ruapoOPOMUIHOMN conu (S)-2-(((S)-6,8-mu¢prop-1,2,3.,4-
TerparuapoHadTanus-2-mn)aMuHo)-N-(1-(2-meTni- 1 -(HeoneHTHIaMUHO )Tponas-2-ui)- 1 H-
UMHA30-4-W)IeHTaHaMUa CO 3HaueHHeM Iokasarens pasMepa dactuul D[4,3] B uHTepBane
ot npumepHo 10 MkM 10 mpumepHo 40 MKkM. B onHOM BapuaHTe OCYLIECTBICHUS KOMIIO3HLIUS
BKJIIOYAET KPUCTAJUTMYECKYO WM amopdHyo ¢opmy rumpodbpomumnoi comu (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparuaponadranus-2-uin)amuno)-N-(1-(2-merun-1-
(HeoneHTHMIIAMUHO)TIponaH-2-1m)- | H-umunaszon-4-un)neHraHamua cO 3HaAUYEHUEM IOKa3aTelst
pasmepa yactuul D[4,3] B unrepsasne ot npumepHo 10 MkM 10 npumepHo 30 MKM.

[0303] B omHoMm BapuaHTe ocymiecTBieHus: ruapodpomumaHas conb (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparugponadranun-2-nin)amMuno)-N-(1-(2-merun-1-
(HeoneHTHIAMUHO)IponaH-2-1mn)- | H-umunazon-4-win)neHranamuga, KOTOpast XapaKTepH3yeTcs
ONHUM WK OoJiee MU TMOKasaresiMu pasmepa dactull u3 D[V.0.10] B uHTEpBae OT MPUMEPHO
0,5 mxkm 1o npumepHo 15 mxM, D[V,0.50] B unrepBasne or npumepHo 2 MKM A0 npumepHo 30
MkMm, D[V,0.90] B unTepBane ot mpumepHo 8 MkMm no npumepHo 600 mxm wmm D[4,3] B
UHTEpBaJIE OT MPUMEPHO 5 MKM 10 nmpumepHo 200 MkM, mpezncrasieHa B amopdHoil popme. B
OTHOM BapHaHTE OCYIIECTBIEHUs Tuapodpomunuas coib (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadramns-2-mn)amuHo)-N-(1-(2-metun- 1-(HeonenTrnaMuHo )riponas-2-mi)- 1 H-
UMHA301-4- W) IEeHTaHAMUZA, KOTOpasl XapaKTepu3yeTcss OAHMM WM OoJjiee IOKa3aTeNssMu
pasmepa vactun u3 D[V,0.10] B untepBane or mpumepHo 0,5 MKM A0 HmpuUMepHO 15 MkM,
D[V.,0.50] B unTepBazne ot nmpuMepHo 2 MkM a0 npumepHo 30 mxm, D[V,0.90] B unrepsaine or
npuMepHo 8 MKM 0 npumepHo 600 mMxMm unu D[4,3] B uHTEpBase OT MPUMEPHO 5 MKM 10
npumepHo 200 MKM, TpeAcTaBieHa B Kpuctaumdeckod ¢opme. B ogHOM BapuaHTe
ocylIecTBJIieHUs amMopdHAas WM KpUCTajuindeckas ruapodbpomuanas coib (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparunponadranun-2-uin)amuno)-N-(1-(2-merun-1-
(HeoneHTHUIIAMUHO )IponaH-2-1m)- | H-umunazon-4-uwn)neHraHamMuga, KOTOpasi XapaKTepH3yeTCs
OIHUM WK OoJiee mokaszaressiMu pasmepa dactul u3 D[V,0.10] B unteppane ot npumepHo 0,5
MKM 0 npumepHo 15 mxMm, D[V,0.50] B unTepBane ot npumepHo 2 MKM 10 npuMepHO 30 MKM,
D[V.,0.90] B untepBane ot npumepHo 8 MKM 10 npuMepHo 600 mxm nnu D[4,3] B unTepBaie ot

NPUMEPHO 5 MKM 110 nipuMepHO 200 MKM, nipeacTasisier codoli coennnenue Gopmyer (1)

F O N=\ Nfé
o0 e
: H HBr
= \l HBr

[0304] B omHoMm BapuaHTe ocyulecTBieHUs ruapodpomumgHas cosb (S)-2-(((S)-6,8-

(@.

nudrop-1,2,3,4-rerparugponadranun-2-nia)amuno)-N-(1-(2-merun-1-



55

(HeoneHTHIIIaMUHO)IponaH-2-mn)- | H-umunazon-4-mwin)neHranamua, KOTOpast XapaKTepH3yeTcs
OIHUM WK OoJiee mokaszareasiMu pasmepa dactul u3 D[V,0.10] B untepsane ot npumepHo 0,5
MKM 0 npumepHo 15 mxMm, D[V,0.50] B unTeppane ot npumepHo 2 MKM 10 npuMepHO 30 MKM,
D[V.,0.90] B unrepsane ot npumepHo 8 MkM 10 npuMepHo 600 mxm nunu D[4,3] B uaTepBazie ot

IPUMEPHO 5 MKM 110 puMepHO 200 MkM, nipeacTasisieT codoii coenunenue Gopmyaer (I1)

F 0 N==\ NH
H\E)LHJWN{

nHBr

r ﬁ (1).

[0305] B onHOM BapuaHTE OCYINECTBJICHHS KpUCTauimdeckas (opma BeiOpaHa wu3
rpynmnsl, coctosueil us @opmer A, @opmer B, ®opmer C, @opmer D, @opmer E, @opmsr F,
®opmel F', @opmer G, @opmer H, @opmsr H', @opwmsr J, Popmsr K, @opmbr L, @opmer M u
@®opwmer N. B ogHOM BapuaHTe OCYIIECTBJICHHs KpUCTAJLIHUecKast opma mpeacrasisieT coOoit
Dopmy A.

[0306] B HekoTOpBIX BapraHTaX OCYLIECTBICHUs KpUCTATNYecKasi opma mpeacTaBiseT
coboit @opmy A, KOTOpasi XapaKTepU3yeTCsi OMHUM WJIH OoJiee TIOKa3aTeNsIMUA pa3Mepa YacTHIl,
BbIOpaHHBIMU U3 Tpymmbl, coctosimeit u3 D[V,0.10], D[V,0.50], D[V.0.90] u D[4,3]. B apyrux
BApPHUAHTAX OCYINECTBJICHUS HACTOSIIEr0 M300peTeHMs KpHCTautnueckas (opma mpencraBiisieT
coboii @opmy A, y KOTOpOH ABa uiu Oosiee okaszaresei pasmepa 4acTUL] BBIOpaHbl U3 IPYIIILI
cocrosiuei uz D[V,0.10], D[V,0.50], D[V,0.90] u D[4,3].

[0307] Kaxnpiii 13 BapUaHTOB OCYILIECTBJICHMS, OMUCAHHBIX B HACTOSINEM JOKYMEHTE,
MOXET OOBEAMHATHCS C TOOBIM APYTHUM BAPUAHTOM OCYIIECTBJICHHS, OIMCAHHBIM B HACTOSILIEM
JIOKYMEHTE, He IPOTHBOPEYAIIUM BAPHAHTY OCYIIECTBIICHHUS, C KOTOPBIM OH OOBEIHEH.

[0308] B ngpyrux BapwaHTax  OCYIIECTBJIEHHsS]  HACTOSIIEr0  H300peTeHwHs
KpucTajueckass ¢gopma mnpexacrapisier codboit @opmy A, y koropoit 3nauenue D[V,0.10]
HaXOAWUTCS B MHTEpBajie OT mpuMepHo 0,5 MKM 110 mpuMepHO 15 MkM; oT mpumepHo 0,5 MKM 110
npuMmepHo 10 mxM; or npumepHo 0,5 MKM 1O NMPUMEPHO 5 MKM; OT NMPUMEPHO 1 MKM [0
npuMepHo 15 MkM; oT mpumepHo 1 MkMm 1o npumepHo 10 MxMm; oT mpumepHo 1 MKM 1o
IpUMepHO 7,5 MKM; OT MpUMepHO 1 MKM 10 NPUMEpPHO 5 MKM; OT NPUMEPHO 2 MKM J0
npuMepHo 10 MKM; OT OpUMEpPHO 2 MKM JAO NHPUMEpPHO 7,5 MKM; OT NPUMEPHO 2 MKM [0
INPUMEPHO 5 MKM; OT IPUMEPHO 3 MKM 110 puMepHO 10 MKM; OT NPUMEPHO 3 MKM 10 IPUMEPHO
7,5 MKM; WM OT MPUMEPHO 3 MKM JI0 MpUMEPHO 5 MKM. B npyrux BapuaHTax OCyIeCTBIEHUS
HACTOSIIIETO M300peTeHnsl KpucTaumdeckast opma npencrasisier codoir Popmy A, y KOTOpoi
3”HaueHue D[V,0.10] cocraBisier MeHee 15 Mkm; MeHee 12,5 Mkm; meHee 10 MKM; MeHee 9 MKM;
MeHee 8 MKM; MeHee 7 MKM; MeHee 6 MKM; MeHee 5 MKM; MeHee 4 MKM; HUJIM MEHEE 3 MKM.

[0309] B npgpyrux BapuaHTax  OCYLIECTBJICHHS  HACTOSIIEr0  HM300peTeHus
KpucTtajunueckass ¢gopma mpexacrasisier codoit @opmy A, y koropoit 3nauenue D[V,0.50]
HaXOAWUTCA B MHTEpBaJle OT NMPUMEPHO 2 MKM 10 NpuMepHO 30 MKM; OT IPUMEPHO 2 MKM [0

npuMepHo 20 MKM; OT NPUMEPHO 2 MKM [0 NPUMEPHO 15 MKM; OT HNPUMEpPHO 2 MKM 10
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npuMmepHo 10 MKM; OT mpumMepHO 5 MKM 10 npumepHO 30 MKM; OT NPUMEPHO 5 MKM 10
IpPUMEPHO 25 MKM; OT NPUMEPHO 5 MKM 10 npumepHO 20 MKM; OT HNPUMEPHO 5 MKM 10
npuMepHo 15 MKM; OT mpuMepHO 5 MKM 10 npumepHo 10 MkM; OT mpumepHO 7,5 MKM 10O
npuMepHO 30 MKM; OT NpPUMEpPHO 7.5 MKM A0 NpUMEpPHO 25 MKM; OT IPUMEpPHO 7,5 MKM 10
npuMepHO 20 MKM; OT NMpUMEpHO 7,5 MKM A0 mpumepHoO 15 MKM; OT nmpumepHO 7,5 MKM 0
npumMepHo 10 Mkwm; ot mpumepHo 10 mMkM po npumepHo 30 MkM; oT mpumepHo 10 MKM 10
npuMepHO 25 MKM; OT mpumepHo 10 MkM no npumepHo 20 MkM; OT mpumepHo 10 MKM 1m0
npuMepHO 15 MxM; oT mpumepHo 12 MKM 10 mpumepHo 15 MkM; OoT mpumepHo 15 MKM 1O
npuMmepHo 30 MKM; OT mpuMepHO 15 MKM 10 mpuUMepHO 25 MKM; OT MpuMepHO 15 MKM 1o
npuMmepHo 20 MkM; oT npumepHo 20 MkM po npumepHo 30 mxMm. B agpyrux BapuaHTax
OCYIIECTBJICHUS] HACTOSIIIEr0 H300peTeHus KpucTajiudeckas (opma mnpencraBiseT coOoi
®opmy A, y koropoii 3Hauenne D[V,0.50] cocrasisier menee 30 mxM; MeHee 25 MkM; MeHee 20
MKM; MeHee 15 mxMm; meHee 12,5 mxMm; mii MmeHee 10 MKM.

[0310] B njgpyrux BapuaHTaXx  OCYLIECTBJICHUS  HACTOSINErO  M300peTeHus
Kpuctaynueckass ¢opma mpencrasnser coboit @opmy A, y kortopoi 3HaueHue D[V,0.90]
HaxXOAMUTCs B MHTEpBaje OT NPUMEpPHO 8§ MKM 10 npuMepHO 600 MKM; OT NMPUMEPHO 8 MKM /10
npuMepHoO 575 MKM; OT IMpUMEpPHO 8 MKM 110 npumepHo 550 MKM; OT IpUMEpPHO 8 MKM [0
npuMepHo 525 MKM; OT mpuMepHO 8 MKM 10 npumepHo 500 MKM; OT IpUMEpHO 8§ MKM [0
npuMepHo 475 MKM; OT mpUMepHO 8§ MKM 10 npumepHo 450 MKM; OT IpUMEpPHO 8§ MKM [0
npuMepHo 425 MKM; OT mpuMepHO 8§ MKM 1o npumepHo 400 MKM; OT mpUMeEpHO 8§ MKM [0
npuMepHoO 375 MKM; OT NpUMEpPHO 8§ MKM 10 npumepHO 350 MKM; OT IPUMEpPHO 8§ MKM [0
npuMepHoO 325 MKM; OT mpuMepHO 8§ MKM 10 npumepHo 300 MKM; OT IpUMEpPHO 8§ MKM [0
npuMepHO 275 MKM; OT HPUMEpPHO 8§ MKM 10 IpuMepHO 250 MKM; OT IPUMEpPHO 8§ MKM [0
IpUMEpHO 225 MKM; OT IpuUMepHO 8 MKM a0 npumepHo 200 MKM; OT IPUMEPHO 8 MKM 10

npuMepHo 175 MKM; OT mpuMepHO 8 MKM a0 npumepHo 150 MKM; OT mpuMepHO 8 MKM A0

o0 O 0 OO0 0 0 X 0 X©

npuMmepHo 175 MKM; OT mpuMepHO 8§ MKM 10 mpumepHo 150 MKM; OT mpUMepHO 8§ MKM [0
npuMepHo 125 MkM; oT mpumepHO 8 MKM 10 npumepHo 100 MKM; OT mpuMepHO 8§ MKM [0
IpUMEpPHO 75 MKM; OT NpHUMEpHO 8 MKM 10 npumepHo 50 MKM; OT NPUMEPHO 8§ MKM [0
npuMmepHo 40 MkM; OT mpumepHO 8 MKM a0 npumepHo 30 MkM; oT mpumepHo 10 MKM 1o
npuMmepHo 600 mMkM; oT mpumepHo 10 MxMm g0 npumepHo 575 Mkwm; or npumepHo 10 MkM 1o
npuMepHo 550 MkM; oT mpumepHo 10 MM g0 npumepHo 525 MkM; oT npumepHo 10 MkM 1o
npumepHo 500 mMkM; ot mpumepHo 10 mxm g0 npumepHo 475 Mkwm; ot npumepHo 10 MkM 1o
npumepHo 450 mMkM; or mpumepHo 10 Mxm g0 npumepHo 425 Mkwm; or npumepHo 10 MkM 1o
npumepHo 400 mMkM; ot mpumepHo 10 Mxm g0 npumepHo 375 Mkwm; or npumepHo 10 MkM no
npumepHo 350 MkM; oT mpumepHo 10 MM g0 npumepHo 325 MkM; oT npumepHo 10 MkM no
npumepHo 300 mMkM; ot mpumepHo 10 Mxm g0 npumepHo 275 MkMm; or npumepHo 10 MkM no
npumepHo 250 MkM; oT mpumepHo 10 Mxm g0 npumepHo 225 MkM; oT npumepHo 10 MkM no
npumepHo 200 MkM; oT mpumepHo 10 mxm go npumepHo 175 mxm; or npumepHo 10 MxkM no
npuMmepHo 150 mMkM; ot mpumepHo 10 mxm g0 npumepHo 125 Mxm; ot npumepHo 10 MkM no

npuMmepHo 100 mxM; oT nmpumepHo 10 MkM n0 mpumepHo 75 MkM; OT npumMepHo 10 MM 1o
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npuMmepHo 60 MkM; OoT mpumepHo 10 MkM 1o

npuMmepHo 600 MKM;
npuMepHo 550 MKM;
npuMmepHo 500 MKM;
npuMepHoO 450 MKM;
npuMepHo 400 MKM;
npuMepHO 350 MKM;
npumepHo 300 MKM;
npuMepHo 250 MKM;
npumepHo 200 MKM;

npumepHo 150 MKM;

npuMmepHo 100 MKM; OT OpUMEpHO 25 MKM JI0 NMPUMEPHO 75 MKM;

npuMmepHo 50 MkM; oT npumepHo 40 MkM a0 npumepHo 600 MkMm;

npuMepHo 575 MKM;
npUMepHO 525 MKM;
npuMepHo 475 MKM;
npuMepHo 425 MKM;
npuMepHo 375 MKM;
npuMepHo 325 MKM;
npuMepHo 275 MKM;
IPUMEPHO 225 MKM;
npuMmepHo 175 Mkm;

npuMepHo 125 mxm;

OT IPUMEPHO 25 MKM JI0
OT IPUMEPHO 25 MKM JI0
OT IPUMEPHO 25 MKM JI0
OT IPUMEPHO 25 MKM JI0
OT NMPHUMEPHO 25 MKM J10
OT NMPHUMEPHO 25 MKM J10
OT MPUMEPHO 25 MKM 10
OT MPUMEPHO 25 MKM JI0
OT IPUMEPHO 25 MKM JI0

OT IPUMEPHO 25 MKM JI0

ot npumepHo 40 MKM 110
oT npumepHo 40 MKM 110
oT npumepHo 40 MKM 110
oT npumepHo 40 MKM 110
oT npumMepHo 40 MKM 110
ot npumepHo 40 MKM 110
ot npumMepHo 40 MKM 110
ot npumMepHo 40 MKM 110
ot npumMepHo 40 MKM 110

ot npumMepHo 40 MKM 110

npuMepHO 75 MKM; OT mpumepHo 40 MKM 10

npuMepHo 600 MKM;
npuMepHoO 550 MKM;
npuMmepHo 500 MKM;
npuMmepHO 450 MKM;
npumepHo 400 MKM;
npuMepHo 350 MKM;
npumepHo 300 MKM;
npuMepHo 250 MKM;
npuMepHo 200 MKM;
npuMepHo 150 MKM;
npuMmepHo 100 Mxwm;
npuMmepHo 600 MKM;
npuMepHo 550 MKM;
npumepHo 500 MKM;
npuMmepHo 450 MKM;

npumepHo 400 MKM;

ot npumepHo 50 MKM 110
ot npumepHo 50 MKM 110
ot npumepHo 50 MKM 110
ot npumepHo 50 MKM 110
ot npumepHo 50 MKM 1o
oT npumepHo 50 MKM 110
oT npumepHo 50 MKM 110
oT npumepHo 50 MKM 110
oT npumMepHo 50 MKM 110

oT npumepHo 50 MKM 110

ot npumepHo 50 MKM 10 MPUMEPHO 75 MKM;

OT IPUMEPHO 75 MKM 110
OT IPUMEPHO 75 MKM JI0
OT IPUMEPHO 75 MKM 110
OT IPUMEPHO 75 MKM JI0

OT IPUMEPHO 75 MKM JI0

npuMepHo 50 MKM; OT HpUMEpHO 25 MKM [0

npuUMepHoO 575 MKM; OT

NpUMepHO 525 MKM; OT
npumepHo 475 MKM; OT
npuMepHo 425 MKM; OT
npumepHo 375 MKM; OT
npumepHoO 325 MKM; OT
npuMepHo 275 MKM; OT
NpUMEpPHO 225 MKM; OT
npumepHo 175 MkM; oT
npumepHo 125 mkMm; or
oT
oT
npumepHo 550 MKM; OT
npumepHo 500 MKM; OT
npumepHo 450 MKM; OT
npumepHo 400 MKM; OT
npumepHo 350 MKM; OT
npumepHo 300 MKM; OT
npumepHo 250 MKM; OT
npumepHo 200 MKM; OT
npumepHo 150 mMkM; oT

npumepHo 100 mMkM; oT

NPUMEPHO 25 MKM J10
NPUMEPHO 25 MKM J10
IPUMEPHO 25 MKM [0
NPUMEPHO 25 MKM 10
INPUMEPHO 25 MKM 10
NPUMEPHO 25 MKM 10
NPUMEPHO 25 MKM J10
NPUMEPHO 25 MKM J10
IPUMEPHO 25 MKM J10
IPUMEPHO 25 MKM J10
IPUMEpPHO 25 MKM 70
npuMmepHo 40 MKM 10
npumMepHo 40 MKM 710
npumMepHo 40 MKM 710
npumMepHo 40 MKM 710
npumMepHo 40 MKM 710
npumMepHo 40 MKM 710
npumMepHo 40 MKM 10
npumMepHo 40 MKM 10
npumMepHo 40 MKM 10
npumMepHo 40 MKM 10

npumMepHo 40 MKM 10

npumMepHo 50 MkM; oT mpumepHO 50 MKM 10

npumMepHo 575 MKM; OT

NPUMEpPHO 525 MKM; OT
npumepHo 475 MKM; OT
npumepHo 425 MKM; OT
npumepHo 375 MKM; OT
npuMepHo 325 MKM; OT
npuMepHo 275 MKM; OT
NpUMepHo 225 MKM; OT
npumepHo 175 mMkM; or
npumepHo 125 mkMm; or
oT
npuMepHo 575 MKM; OT
npuMepHo 525 MKM; OT
npumepHo 475 MKM; OT
npuMepHo 425 MKM; OT

npumepHo 375 MKM; OT

npumMepHo 50 MKM 10
npumepHo 50 MKM 110
npumepHo 50 MKM 110
npumepHo 50 MKM 110
npumMepHo 50 MKM 710
npumepHo 50 MKM 710
npumMepHo 50 MKM 710
npumMepHo 50 MKM 710
npumMepHo 50 MKM 710
npumMepHo 50 MKM 710
IpUMepHO 75 MKM 70
NpUMEpPHO 75 MKM J10
NPUMEPHO 75 MKM J10
NPUMEPHO 75 MKM 710
IPUMEPHO 75 MKM 110

IPUMEPHO 75 MKM 710
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npuMmepHO 350 MKM; OT NpUMEpPHO 75 MKM A0 NpUMEpHO 325 MKM; OT IPUMEPHO 75 MKM .0
npuMmepHo 300 MKM; OT mpuUMepHO 75 MKM A0 HNpuUMepHO 275 MKM; OT IPUMEPHO 75 MKM 10
npuMepHO 250 MKM; OT NPUMEPHO 75 MKM A0 HNpUMEPHO 225 MKM; OT IPUMEPHO 75 MKM .0
npuMmepHO 200 MKM; OT mpuUMepHO 75 MKM A0 npuMepHo 175 MKM; OT IpUMEpHO 75 MKM .0
npuMmepHo 150 MkM; OT mpumepHO 75 MKM A0 npuMepHO 125 MKM; OT IpUMEpPHO 75 MKM A0
npumMepHo 100 MkM; oT npumepHo 100 MM no nmpumepHo 600 MkM; ot npumepHo 100 MM 1o
npuMepHo 575 MkM; oT npuMepHo 100 MM no mpumepHo 550 MkM; ot npumepHo 100 MM 1o
npuMepHo 525 MkMm; oT npumepHo 100 Mxm o npumepHo 500 MxM; ot npumepHo 100 MxMm 1o
npumepHo 475 MkMm; oT npumepHo 100 Mxm o npumepHo 450 MxM; ot npumepHo 100 MxMm o
npuMepHo 425 MkMm; ot npumepHo 100 Mxm 1o npumepHo 400 MxM; ot npumepHo 100 MxMm o
npumepHo 375 MkMm; oT npumepHo 100 Mxm o npumepHo 350 MxM; oT npumepHo 100 MxMm 1o
npuMepHo 325 MkMm; oT npumepHo 100 Mxm 1o npumepHo 300 MxM; oT npumepHo 100 MxMm 1o
npuMepHo 275 MkMm; oT npumepHo 100 MM o npumepHo 250 MxM; oT npumepHo 100 MxMm 1o
npuMepHo 225 MkM; oT npumepHo 100 Mxm 1o npumepHo 200 MxM; oT npumepHo 100 MxMm 1o
npumepHo 175 Mkm; ot npumepHo 100 MM 1o npumepHo 150 mMxMm; ot npumepHo 100 MxMm 1o
npuMepHo 125 MkMm; oT npumepHo 125 MM 10 npumepHo 600 MkM; OT npumepHo 125 MM 1o
npuMepHo 575 MKM; OT npuMepHO 125 MM 110 npumepHO 550 MkM; OT npumepHo 125 MM 1o
npuMepHo 525 MKM; OT npumepHo 125 MM o npumepHo 500 MkM; OT npumepHo 125 MM 1o
npuMepHo 475 MkM; OT npuMepHoO 125 MM 0 npumepHo 450 MxM; OT npumepHo 125 MM 1o
npuMepHo 425 MkM; OT npumepHo 125 MM 1o npumepHo 400 MxM; OT npumepHo 125 MM 1o
npuMepHoO 375 MKM; OT npuMepHO 125 MM 10 npumepHO 350 MKM; OT npumepHO 125 MM 1o
npuMepHo 325 MKM; OT npuMepHO 125 MM 1o npumepHo 300 MkM; OT npumepHO 125 MM 1o
npuMepHO 275 MKM; OT npuMepHO 125 MM 110 npumepHO 250 MkM; OT npuMmepHo 125 MM 1o
npUMepHO 225 MKM; OT npuMepHo 125 MkM 1o npumepHo 200 MkM; OT npuMepHO 125 MkM 1o
npuMepHo 175 MkM; OT nmpumMepHo 125 MkM 1o npumepHo 150 MkM; ot npumepHo 125 MkM 1o
npuMmepHoO 600 MkM; OT npumepHO 150 MM 1o pumepHO 575 MKM; OT npumepHo 150 MKM 1o
npuMepHo 550 MkMm; OT npumepHO 150 MM 1o pumepHO 525 MKM; OT npumepHo 150 MM 1o
npumepHo 500 MkMm; oT npumepHOo 150 MM 1o npumepHo 475 MkM; OT npumepHo 150 MM 1o
npuMepHo 450 MkMm; oT npumepHOo 150 MM 1o pumepHO 425 MkM; OT npumepHo 150 MM 1o
npumepHo 400 MkMm; oT npumepHOo 150 MM 1o mpumepHO 375 MKM; OT npumepHo 150 MM o
npuMepHo 350 MkMm; oT npumepHO 150 MM o pumepHO 325 MKM; OT npumepHo 150 MM 1o
npumepHo 300 MkMm; OT npumepHO 150 MM 1o mpumepHO 275 MKM; OT npumepHo 150 MM o
npuMepHo 250 MkM; OT npumepHO 150 MM 10 mpumepHO 225 MKM; OT npumepHo 150 MM 1o
npumepHo 200 MkM; OT npumepHo 150 MM o mpumepHo 175 MxM; oT npumepHo 175 MkM o
npuMepHo 600 MkM; OT npumepHO 175 MKM 110 mpuMepHO 575 MKM; OT npumepHo 175 MM 1o
npuMepHo 550 MkM; OT npuMepHO 175 MKM 10 mpuMepHO 525 MKM; OT npumepHo 175 MM 1o
npumepHo 500 MkM; OT npumepHO 175 MM 1o npumepHO 475 MkM; OT npumepHo 175 MM o
npuMepHo 450 MkM; OT npumepHO 175 MM 110 mpumepHO 425 MkM; OT npuMmepHo 175 MM 1o
npumepHo 400 MkM; OT npumepHO 175 MM 110 npumepHO 375 MKM; OT npuMmepHo 175 MM 1o

npuMepHO 350 MkM; OT npuMepHO 175 MM 110 puMepHO 325 MKM; OT npuMmepHo 175 MM 1o
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npuMepHo 300 MkM; OT npuMepHO 175 MKM 110 mpumepHO 275 MKM; OT npumepHo 175 MM 1o
npuMepHoO 250 MKM; OT npuMepHO 175 MKM 10 puMepHO 225 MKM; OT npumepHo 175 MM 1o
npuMepHo 200 MkMm; oT npumepHo 200 MM o npumepHo 600 MxM; oT npumepHo 200 MKM 110
npuMepHo 575 MkM; oT npumepHo 200 MM 10 npumepHO 550 MxM; oT npumepHo 200 MKM 10
npuMepHo 525 MKM; OT npumMepHo 200 MM 1o npumepHo 500 MkM; ot npuMmepHo 200 MKM 10
npuMepHo 475 MkM; oT npumMepHo 200 MM 1o npumepHo 450 MkM; ot npumepHo 200 MKM 10
npuMepHo 425 MkMm; oT npuMmepHo 200 MM 1o npumepHo 400 MxM; ot npumepHo 200 MKM 110
npumepHo 375 MkMm; OT npumepHO 200 MM 110 ipumepHO 350 MxM; oT npumepHo 200 MKM 110
npuMepHo 325 MkM; OoT npuMmepHo 200 MM 1o npumepHo 300 MxM; oT npumepHo 200 MKM 1o
npuMepHo 275 MkMm; OoT npuMmepHo 200 MM 1o ipumepHO 250 MxM; oT npumepHo 200 MKM 10
npuUMepHO 225 MKM; OT MpUMepHO 225 MKM 110 npumepHO 600 MKM; OT nmpuMepHO 225 MKM 110
npuMepHO 575 MKM; OT MPUMEPHO 225 MKM 110 puMepHO 550 MKM; OT npuMepHO 225 MKM 110
npuMepHO 525 MKM; OT NpuMepHO 225 MkM 110 npumepHO 500 MKM; OT npuMepHO 225 MKM 110
npuMepHo 475 MKM; OT NpUMepHO 225 MKM 110 npuMepHO 450 MKM; OT npumepHO 225 MKM 110
npuMepHo 425 MKM; OT npuMepHo 225 MkM 110 npumepHo 400 MKM; OT npuMepHO 225 MKM 110
npuMepHoO 375 MKM; OT NMpUMeEPHO 225 MKM J10 puMepHO 350 MKM; OT NpuUMepHO 225 MKM 110
npuMepHo 325 MKM; OT NpUMepHO 225 MkM 110 pumepHO 300 MKM; OT MpUMeEpPHO 225 MKM 110
npuMepHO 275 MKM; OT NMPUMEPHO 225 MKM 110 puMepHO 250 MkM; OT npumepHo 250 MKM 110
npuMmepHo 600 MkM; OT npuMepHO 250 MKM 110 mpuMepHO 575 MKM; OT npumepHo 250 MKM 110
npuMepHoO 550 MkM; OT npuMepHO 250 MKM 10 IpUMepHO 525 MKM; OT npumepHo 250 MKM 110
npuMepHo 500 MkM; OT npumepHO 250 MM 110 npumepHO 475 MKM; OT npuMepHO 250 MKM 110
npuMepHo 450 MkM; OT npumepHO 250 MM 110 npuMepHO 425 MKM; OT npumepHo 250 MKM 110
npuMmepHo 400 MkM; OT npumepHO 250 MKM 10 npuMepHO 375 MKM; OT npuMepHO 250 MKM 110
npuMepHo 350 MKM; OT npumMepHo 250 MKM 10 puMepHO 325 MKM; OT npuMepHo 250 MKM 10
npuMepHo 300 MKM; OT npuMepHo 250 MKM 10 puMepHO 275 MKM; OT NPUMEPHO 275 MKM 10
npuMepHO 600 MKM; OT MpuUMepHO 275 MKM JI0 IPUMEPHO 575 MKM; OT MPUMEPHO 275 MKM 110
npuMepHO 550 MKM; OT MpuUMepHO 275 MKM JI0 IPUMEPHO 525 MKM; OT NMPUMEPHO 275 MKM 110
npuMepHoO 500 MKM; OT npuMepHO 275 MKM 110 puMepHO 475 MKM; OT MpuUMepHO 275 MKM 110
npuMepHo 450 MKM; OT npuMepHO 275 MKM JI0 IpUMepHO 425 MKM; OT NMpUMepHO 275 MKM 110
npuMepHo 400 MKM; OT npuMepHO 275 MKM 110 IpuMepHO 375 MKM; OT NpUMeEpPHO 275 MKM 110
npuMepHO 350 MKM; OT puMepHO 275 MKM 10 IpUMEpPHO 325 MKM; OT NMpUMeEpPHO 275 MKM 110
npumepHo 300 MkMm; oT npumepHo 300 MM 1o pumepHo 600 MxM; oT npumepHo 300 MKM 1o
npuMepHo 575 MkMm; oT npumepHo 300 MM 1o pumepHo 550 MxM; oT npumepHo 300 MKM o
npuMepHo 525 MkM; oT npumepHo 300 MM 1o npumepHo 500 MxM; oT npumepHo 300 MkM 1o
npumepHo 475 MkMm; oT npumepHo 300 MM 10 pumepHO 450 MxM; oT npumepHo 300 MkM 1o
npuMepHo 425 MkMm; oT npumepHo 300 MM o npumepHo 400 MxM; oT npumepHo 300 MKM o
npumepHo 375 MkMm; oT npumepHo 300 MM o npumepHO 350 MxM; oT npumepHo 300 MKM 10
npuMepHo 325 MKM; OT NpuMepHO 325 MkM 110 npumepHO 600 MKM; OT npumepHO 325 MKM 110
npuMepHO 575 MKM; OT MPUMeEPHO 325 MKM 110 IpuMepHO 550 MKM; OT npuMepHO 325 MKM 10

npuMepHO 525 MKM; OT npuMepHO 325 MkM 110 npumepHO 500 MKM; OT npuMepHO 325 MKM 110
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npuMepHO 475 MKM; OT NpuMepHO 325 MKM 110 npumepHO 450 MkM; OT npumepHO 325 MKM 110
npuMepHo 425 MKM; OT npuMepHO 325 MkM 110 npumepHo 400 MkM; OT npumepHO 325 MKM 110
npuMepHO 375 MKM; OT NpUMepHO 325 MKM 110 npuMepHO 350 MxM; OT npumepHO 350 MKM 110
npuMepHo 600 MkM; OT npumepHO 350 MKM 110 mpuMepHO 575 MKM; OT npumepHo 350 MKM 10
npuMepHOo 550 MKM; OT mpumMepHo 350 MKM 10 puMepHO 525 MKM; OT npuMepHo 350 MKM 1o
npuMepHo 500 MKM; oT npumMepHo 350 MkM 1o mpumepHo 475 MKM; OoT npuMepHO 350 MKM 10
npuMepHo 450 MkM; OT npumepHO 350 MKM 110 puMepHO 425 MKM; OT npumMepHo 350 MKM 110
npumepHo 400 MkM; OT npuMepHO 350 MKM 110 puMepHO 375 MKM; OT npuMepHO 375 MKM 110
npuMmepHO 600 MKM; OT mpuMepHO 375 MKM JI0 IpUMEpPHO 575 MKM; OT npuMepHo 375 MKM 110
npuMepHO 550 MKM; OT nmpuMepHO 375 MKM 10 IPUMEPHO 525 MKM; OT npuMepHo 375 MKM 1o
npuMepHo 500 MkM; OT npuMepHO 375 MKM 110 ipuMepHO 475 MKM; OT npumepHo 375 MKM 110
npuMepHo 450 MkM; OT npuMepHO 375 MKM 110 IpuMepHO 425 MKM; OT npumepHo 375 MKM 10
npumepHo 400 MkMm; ot npumepHo 400 MM o npumepHo 600 MxM; oT npumepHo 400 MKM o
npuMepHo 575 MkMm; oT npumepHo 400 MM 1o pumepHo 550 MxM; oT npumepHo 400 MKM o
npuMepHo 525 MkMm; oT npumepHo 400 MM o npumepHo 500 MxM; oT npumepHo 400 MkM 1o
npumepHo 475 MkMm; ot npumepHo 400 MM o npumepHo 450 MxM; oT npumepHo 400 MKM o
npuMepHo 425 MKM; OT npuMepHo 425 MM 110 npumepHO 600 MkM; OT npumepHO 425 MKM 110
npuMepHo 575 MKM; OT npuMepHo 425 MM 110 npumepHO 550 MKM; OT npumepHOo 425 MKM 110
npuMepHo 525 MKM; OT npumepHo 425 MM 1o npumepHO 500 MKM; OT npumepHO 425 MKM 110
npuMepHo 475 MKM; OT npuMepHO 425 MM 110 npumepHO 450 MxM; oT npumepHo 450 MKM 110
npuMepHo 600 MkM; oT npumepHO 450 MkM 110 mpuMepHO 575 MKM; OT npumepHo 450 MKM 110
npuMepHo 550 MkM; OT npuMepHO 450 MKM 10 mpuMepHO 525 MKM; OT npumepHo 450 MKM 110
npuMepHo 500 MkM; oT npumepHO 450 MM 110 npumepHO 475 MKM; OT npuMepHO 475 MKM 110
npuMepHO 600 MKM; OT npuMepHO 475 MKM 10 IpUMEPHO 575 MKM; OT NpuUMepHO 475 MKM 10
npuMepHoO 550 MKM; OT nmpuMepHo 475 MKM 10 IpUMEpHO 525 MKM; OT npuMepHo 450 MkM 1o
npumepHo 500 MkMm; oT npumepHO 450 MM 1o ipumepHO 475 MxM; oT npumepHo S00 MKM o
npumepHo 600 MkMm; oT npumepHO 500 MKM 110 puMepHO 575 MkM; oT npumepHo 500 MkM o
npuMepHo 550 MkMm; oT npumepHO 500 MKM 10 IpUMepHO 525 MKM; OT npumMepHo 550 MKM 110
npumepHo 600 MxM; oT npuMepHO 550 MKM 10 IpUMepHO 575 MKM; WM OT MIPUMEPHO 575 MKkM
no mpumepHo 600 Mxm. B npyrux BapwaHTax OCYINECTBJIEHHS] HACTOSILIETO H300pETeHHUs
Kpucraynueckass Qopma mperncrasisier coboir D@opmy A, 3Hauenune D[V,0.90] kotopoit
cocraBisieT MeHee 600 MM, MeHee 575 MM, MeHee 550 MkM, MeHee 525 MM, meHee 500 MM,
MmeHee 475 mxMm, MeHee 450 MM, meHee 425 mkMm, meHee 400 mxMm, meHee 375 MM, MeHee 350
MKM, MeHee 325 MM, meHee 300 MM, meHee 275 MM, MeHee 250 MkM, MeHee 225 MKM, MEHee
200 mxM, meHee 175 mxM; meHee 150 mxMm; Menee 125 mMxM; MeHee 100 MxkM; MeHee 75 MKM; HUIH
meHee 50 MKM.

[0311] B  ngpyrux  BapmaHTax  OCYIIECTBIEHHMsS  HACTOSINErO  M300peTeHus
Kpucraynueckass ¢opma mnpexacraBisger coboii Popmy A, y koropoil 3HaueHwe D[4,3]
HaXOAWUTCA B MHTEpBaje OT NPUMEPHO 5 MKM 10 npuMepHO 200 MKM; OT NPUMEPHO 5 MKM 10

npuMepHo 175 MKM; OT mpUMEpHO 5 MKM 10 npumepHo 150 MKM; OT IPUMEpPHO 5 MKM [0
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npuMepHo 125 MkM; oT mpumepHO 5 MKM 1o npumepHo 100 MKM; OT IpUMEpPHO 5 MKM [0
IpUMEpPHO 75 MKM; OT NPUMEPHO 5 MKM 10 npumepHO 50 MKM; OT HNPUMEPHO 5 MKM 10
npuMepHo 40 MKM; OT IPUMEPHO 5 MKM A0 NpuMepHO 25 MkM; oT mpumepHo 10 MkM nmo
npumepHo 200 mMkM; or mpumepHo 10 mxm go npumepHo 175 mxwm; or npumepHo 10 MxMm no
npuMmepHo 150 mxMm; ot mpumepHo 10 mxm g0 npumepno 125 mxm; or npumepHo 10 MxMm no
npumMepHo 100 mMxM; oT npumepHO 10 MKM 10 mpuMepHO 75 MKM; OT IPUMEPHO OT npumepHo 10
MKM 110 ipumepHO 50 MkM; oT npuMmepHO 10 MkM 10 npumepHo 40 MkM; oT npumepHo 10 MKkM
70 TMIPUMEPHO 25 MKM; OT npuMepHO 15 MkM 1o mpumepHo 200 MKM; OT mpumMepHO 15 MKM 10
npuMmepHo 175 mMkM; oT mpumepHo 15 mMxm g0 npumepHo 150 Mxm; or mpumepHo 15 MKM 10
npuMmepHo 125 mkMm; ot mpumepHo 15 mxm g0 npumepro 100 Mxm; or mpumepHo 15 MKM 10
npuMepHO 75 MKM; OT mpuMepHO 15 MkMm no mpumepHo 50 MKM; OT mpumepHO 15 MKM 1o
npuMmepHo 40 MKkM; oT nmpumepHo 15 MkM 1m0 mpumepHo 25 MkM; fromabout 20 mMxM 10
npuMmepHo 200 MkM; oT mpumepHo 20 MM A0 npumepHo 175 Mkm; or npumepHo 20 MKM 10
npuMmepHo 150 mMkM; oT mpumepHo 20 MM A0 npuMmepHo 125 Mkwm; or npumepHo 20 MKM 10
npuMmepHo 100 MxM; oT mpumepHo 20 MKM [0 NPUMEPHO 75 MKM; OT mpumMepHo 20 MKM 10
npuMmepHo 50 MKM; OT mpuMepHO 25 MKM 10 npumepHo 200 MKM; OT NpUMEpHO 25 MKM 110
npuMepHo 175 MKM; OT mpumepHO 25 MM A0 npuMepHo 150 MkM; OT nmpuUMepHO 25 MKM 70
npuMepHo 125 MkM; oT mpumepHo 25 MM a0 npumepHo 100 MkM; OT mpuUMepHO 25 MKM 70
IpPUMEPHO 75 MKM; OT mpuMepHO 25 MKM 10 npumepHo 50 MKM; OT NpPUMEPHO 25 MKM [0
npuMmepHo 40 MkM; oT mpumepHo 50 MkM n0 nmpumepHo 200 MkM; OT mpumMepHo 50 MKM 10
npuMmepHo 175 mkM; ot mpumepHo 50 MM a0 npumepHo 150 Mxm; or mpumepHo 50 MKM 10
npuMmepHo 125 mkMm; ot mpumepHo 50 mxm go npumepHo 100 mMxm; or mpumepHo 50 MKM 10
IpUMEpPHO 75 MKM; OT mpuMepHO 75 MKM 10 nmpumepHO 200 MKM; OT NpUMEpPHO 75 MKM 110
npuMepHo 175 MkM; OT mpumMepHo 75 MKM 10 npuMmepHoO 150 MKM; OT mpuMepHO 75 MKM A0
npuMepHoO 125 MxM; oT npumepHO 75 MM no npumepHo 100 MkMm; ot npumepHo 100 MkMm 1o
npumepHo 200 MkMm; oT npumepHo 100 MM o npumepHo 175 Mxm; ot npumepHo 100 MxMm 1o
npumepHo 150 Mkwm; ot nmpumepHo 100 MM 1o npumepHO 125 MxM; OT npumepHo 125 MM 1o
npuMmepHo 200 MKM; OT npuMepHO 125 MM 1o npumepHoO 175 MxM; OT npumepHo 125 MM 1o
npumepHo 150 Mkm; ot nmpumepHo 150 MM 1o nmpumepHo 200 MxM; OT npumepHo 150 MKM 1o
npuMepHo 175 MxM; unu ot npumepHo 175 MM no npumepHo 200 mxm. B npyrux Bapuanrax
OCYIIECTBJICHUS] HACTOSIIIEr0 H300peTeHus KpucTajindeckas (opma mnpencraByiseT coOoi
®opmy A, y koropoii 3HaueHue D[4,3] cocrasnser meHee 200 MxM; meHee 175 mxm; menee 150
MKkM; MeHee 125 mxM; MeHee 100 mxm; MeHee 75 miMm; 50 mxM; MeHee 40 mxM; MeHee 30 MKM;
WJIH MeHee 25 MKM.

[0312] ®opma rugpoOpoMuaHOI comu coenuHEeHUsT 1 MOXKET OBITh MOJy4eHa Ha OCHOBE
cxeMm cuHte3a, onucaHHbXx B [larente CIIA Ne 7795447, xOTOpbIN MOJHOCTHIO BKJIFOUEH B
HACTOALIMI JOKYMEHT B KauecTBE CChUIKM. B HEKOTOpBIX BapuaHTax OCYILECTBJICHMUS
KOHKpETHasi KpucTajuindeckas win amopduas ¢opma rumpodpomuanoi comu (S)-2-(((S)-6,8-
nudrop-1,2,3,4-rerparugponadranun-2-nia)amuno)-N-(1-(2-merun-1-

(HeoneHTmUnaMuHO)NponaH-2-mn)- | H-umunazon-4-mn)neHranamuzia ¢ SKENaeMbIM — pa3MepoM
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YacTHUI] SIBIISIETCS TNPOAYKTOM CHHTe3a. B JApyrux BapuaHTax OCYILIECTBIEHHS HACTOSINETrO
n300peTeHNs] KOHKPETHYIO KPHUCTAJUIMYECKYIO0 WIH aMOp(HY ruapoOpoMuaHyr coib (S)-2-
(((S)-6,8-mudrop-1,2,3,4-Terparunponadpranus-2-un)aMuHo)-N-(1-(2-meTun-1-
(HeoneHTHUNIaMuHO)NponaH-2-mn)- | H-umunazon-4-un)neHranamuzia ¢ SKENaeMbIM  pa3MepoM
YacTHUI] MOJY4alOT C HCIOJb30BAHUEM JOMOJHUTENbHBIX TEXHOJOIMYECKHX CTajui Iocne
cuHTe3a. [IpuMepbl TaKMX TEXHOJOTMYECKHX CTaauil BKIIOYAIOT, HO 0€3 OrpaHuYeHus,
NEePeKPUCTAIIIN3ALMIO U U3MENbYeHHE, TAKOE KaK pa3MoJl Ha CTPYHHOM MeNbHHULIE.

[0313] B HexkoTOpBbIX BapHaHTaX OCYIIECTBJEHHUS pa3Mep 4YacTULl OMNpenessieTcs C
NOMOIIBIO JlazepHoi audppakuun (Hampumep, Sympatec Helos u QicPic) npu naBienun
nucniepcun 3,0 6apa (300 kI1a).

[0314] Pasmeppl bacTUll KPUCTAUIMYECKUX MATEPUAJIOB MOTYT OLICHUBATHCA C
UCTIOJIb30BAHUEM METOZOB Jla3epHoi nudpakunu. JlazepHas nudpaxuus npru3HaHa CTaHIAPTAMH
U pyKkoBoAAlMMH opraHamy, Bkioyas ISO um ASTM, u wmupoko uCHOAB3yeTcs s
OTIpPENeNeHUs] pachpeneNieHnst 4YacTHl 1o pasMepam. llpu mnposeneHnu oOneHKH oOpasen
NPOMYCKAIOT 4epe3 Ja3epHbI Jyd, B pe3yJbTaTe 4ero Ja3epHblli CBET pacceuBaeTcs IOJ
pa3HBIMH yriamu. JIeTeKTOpbl, pacrhojoKeHHbIe MO (UKCHPOBAHHBIMH YIJIAMH, H3MEPSIOT
MHTEHCUBHOCTb CBETA, PACCESHHOIO B 3TOM IOJIOKEHHH. 3aTe€M NPUMEHSIETCS] MaTeMaTH4IeCKast
mozenb (Teopust Mu (Mie) mn @payaxoddepa (Fraunhoffer)) s monydenus: pacnpeneneHus
4aCTHULl IO pa3Mepam.

[0315] Pasmep wyacTull aHAJIM3UPOBAJICS C HUCIOJb30BAHHEM METOAA JIa3epPHOU
mudpakuuu (WM pacCesHUsl CBETa IOA MaJlblM YIJIOM) AMCIIEPTUpOBaHMEM o0Opaslia CyXxoro
MOPOIIKA CXKAThIM BO3AYyXOM. B uacTHOCTHM, aHanM3 pacrpeneNneHuss 4acTul] M0 pa3Mepam
npoBoAWiICSs C ucmonb3oBaHueM cucrtembl Sympatec HELOS RODOS, cnHabxeHHOM
yCTpoiicTBOM momayn cyxoro mopomka Vibri. OOpasen mnopomka IUCIEPrHPOBANIN TIPH
nasnenun nucnepruposanus 0,5 Oapa (50 kIla). B HEKOTOpPBIX ciydasix HCIOJIB30BAIOCH
MUKpPOAO3UpPYIOIIee YCTPOHCTBO Aspiros, u oOpasel MopoIKa AUCIEPTrHPOBAIN TPU TABJICHUN
mucnieprupoBanus 0,2 Oapa (20 xIla). [Insa oxBara quamasopa pa3sMepoOB YacTHLl KasKAOTO
oOpa3ua noadupaiu MOAXOISIIYIO JTUH3Y.

[0316] IIpu ompenenennu pa3MepoB YacTHUI] MEIUAHHOE 3HAYEHHE pa3Mepa HYaCTHII
OTIpeneNsieTcs] KaKk 3HaYeHHe, KOTOPOe XapaKTePH3YeTCsl TeM, YTO pa3Mep YacTHULl MOJIOBHHBI
NOMYJISIUKA MTPEBOCXOAUT 3TO 3HAYEHHWE WM pa3Mep YacTHULl APYrod TMOJOBUHBI TOMYJISILHU
MEHBIIIE 3TOr0 3HaueHus. B pacnpeneneHnn 4acTHLl MO pa3MepaM MeAnaHa O0O3HA4YaeTcsl Kak
D50. D50 - 3T0 pazMep B MUKPOHaX, KOTOPBIN paszaenseT NOMyJISILUI0 pacipeeeHns YacTHLl Ha
NOJIOBUHY C JUAMETPOM OOJbINE 3TOr0 AMAMETPa W TMOJOBHHY C JUAMETPOM MeEHbINE 3TOrO
nuamerpa. A66pesuarypa DvS0 umu D[v,0.5] unorna ucnoss3yercs st 0003HAYEHUs METHAHBI
00BEMHOTO pacIpeneNeHusI.

[0317] Mopa (uam Mopayc) MpencraBisieT COOOW NHKOBOE 3HAYEHUE YaCTOTHI
pacripenenenusi. Pacripenenenue 4acTUIl MOXKET BKJIOYATh OOJiee OHOM MOJIbI, HAIIPUMEp KOrza
JaCTHUIIbI CYIIECTBYIOT KaK IIEPBUYHBIC YACTHLIBI U KaK arjJoMepariim.

[0318] B xauecTBe U3MepeHUs LIMPUHBI PACIIPEEICHNs MHOTTIA UCIIONb3Y€eTCsl IUANa30H
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3HAYEHUH, KOTOpBIA ompenesnsiercss kak orHomenue (D[v,0.9]- D[v,0.1])/D[v,0.5] umu (D90-
D10)/D50.

[0319] IIIupuna pacnpeneneHus TakXe MOXKET XapaKTepU30BaTbCs YKA3aHUEM OIHOTO,
ABYX WJIH, NPEANOYTUTENBHO, TPEX 3HAa4eHUH, 0ObIYHO HekoTopol komOunaimed D10, D50 u
D90. D50, MeaunanHOoe 3Ha4YeHHUE, ONpPENEIeHO BbIIIE€ KaK JUAMETP, KOTOPBIM MJsl MOJOBHHBI
YacTUI] SIBJISIETCS MAKCUMAJbHBIM, a I JPYTOil MOJIOBUHBI YaCTHUL] SIBJISIETCS MUHHMAJbHbBIM.
Amnanornuso, nuamerp 90 mpoueHTOB yacTull Hbke 3HadeHus D90, u auamerp 10 mpoueHTOB
yacTul Huxke 3HadeHus D10.

[0320] 3nauenune D[4,3] oTHOCHTCS MEOTUAHHOMY OOBEMY WJIM MEIUAHHOMY MacCOBOMY
MOMEHTY. Pe3ynbTaThl, MNOJy4YeHHbIE METOIOM JIa3epHOH Iu(pPaKUMK, MNPEACTABISIIOT Ha
OCHOBaHMU O0BEMa, W MEIOMAHHBIH OOBEM MOXKET HCIONb30BATECS JJISI  ONpPENeIeHUs
LIEHTpaJbHOH TOUYKM pacnperneneHus. 3HaueHue D[4,3] 4yBCTBUTENBHO K NPUCYTCTBHIO
OOJBIINX YACTHII B PACTIPEACIICHHH.

1V. ®apmanieBTHUeCKE KOMOO3UIIUUA

[0321] ©opmbr A - N u amopdHas ¢dopma rugpodpomuanoii comu (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparunponadrannn-2-nin)amuno)-N-(1-(2-merun-1-
(reoneHTHIIIAMUHO )TIponaH-2-min)- | H-umunazon-4-wn)nearanamuna gopmysl (I) nmm (1) moryT
BBOIUTBCSI CyOBEKTaM  NEpPOpPANbHBIM, MAPEHTEPAIbHBIM  (TaKUM  KaK  MOJKOXKHBIH,
BHYTPUBEHHBINH, BHYTPHMBIIIEUHbIH, HHTPACTEPHANbHBIA Crocod BBe#eHUS U UHOY3Hs),
PEKTaIbHBIM, HHTPAHA3aJbHBIM, MECTHBIM WJIM TPAHCAEPMAIbHBIM (HAmpUMep, € MOMOIIBIO
IacTeipsi) crocobamu. B omHOM BapuaHTe oOCyliecTBiIeHUs Kpucramamueckas Popma A
coennHeHust (Gopmyibl (I) MOXXET BBOIUTBCS CyOBEKTaM IEpOpPATbHBIM, IMapPEHTEPATIbHBIM
(TaKUM Kak TOJKOXKHBIM, BHYTPHBEHHBIN, BHYTPHMBILICYHbIH, MHTPACTEPHAIBHBIA CIIOCOOBI
BBEICHUs M WH(QY3US), PEKTAJIbHbIM, WHTPAHA3AJIbHBIM, MECTHBIM WJIM TPaHCIEPMAIbHBIM
(HarpuMep, ¢ TMOMOLIBIO MJIACTHIPS) CIOCOOaAMHU.

[0322] B ogHOM BapuaHTe OCYINECTBJICHUS (hapMaleBTHUYECKass KOMIT3ULIUSI BKJHOYAET
kpuctamueckyro  ®@opmy A ruppoOpomupHoit  comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-
teTparuapoHadraius-2-min)amuHo)-N-(1-(2-metun- 1 -(HeoneHTrIaMUHO )iponan-2-mi)- 1 H-
umunason-4-mwin)nenaraHamuaa  ¢opmyner  (I). B omHOM  BapmaHTe  OCYIIECTBIICHUS
(apmaneBTHYECKasT KOMITIO3ULUS TIPEACTABIsieT cOO0M TalJeTKy Al MepOpabHOTO BBEICHUS,
BKJTIOYAKOIIYIO OAHY MU HeCKOJNbKO U3 @opm A - N u amopMHON (HOpMBI TUIPOOPOMUTHOMN
COJIx (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranuy-2-un)amMuHo)-N-(1-(2-metun-1-
(reoneHnTmaMuHO)IponaH-2-mn)- | H-umunazon-4-un)nenranamuna ¢opmyner (I) wmm (II) u
dapManeBTHYECKH TpPUEMIIEMBbIi HOCUTENb. B OZHOM BapHWaHTe OCYLIECTBICHHs TalJeTKa
BKJIOYAET OT npumMepHo 25 mr 1o npumepHo 400 mMr ogHol unu Heckoiabkux u3 @opm A - N u
amop¢Hoit dhopmbl THIPOOPOMUTHON conu (S)-2-(((S)-6,8-muptop-1,2,3.4-
teTparuapoHadramns-2-min)amuHo)-N-(1-(2-metun- 1-(HeonenTraMuHo )riponan-2-mi)- 1 H-
umunason-4-mwn)nerarasamuna gopmynsl (I) wmu (II). B omHOM BapuaHTe OCYIIECTBIICHUS
TableTka BKIIOYaeT mpuMmepHo 25 mr, npumepHo 30 mr, npumepHo 35 mr, npumepHo 40 mr,

npuMmepHo 45 mr, npumepHo 50 wmr, mpumepHo 55 mr, npumepHo 60 mr, npumepHo 65 Mr,
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npuMmepHo 70 mr, npumepHo 75 wr, mpumepHo 80 mr, mpumepHo 85 wmr, npumepHo 90 wr,
npumepHo 95 mr, npumepno 100 mr, npumepro 105 mr, npumepso 110 mr, npumepno 115 wmr,
npumepHo 120 mr, npumepHo 125 mr, npumepso 130 mr, npumepno 135 mr, npumepno 140 wr,
npumepHo 145 mr, npumepHo 150 mr, npumepso 155 mr, npumepno 160 mr, npumepHo 165 wr,
npumepHo 170 mr, npumepHo 175 mr, npumepno 180 mr, npumepno 185 mr, npumepHo 190 wmr,
npuMepHo 195 mr, npumepHo 200 mr, npumepHo 225 mr, npumepHo 250 Mmr, npumepHo 275 wr,
npuMepHo 300 mr, npumepHo 325 mr, npumepHo 350 mr, npumepHo 375 mr unu npumepHo 400
Mr rugpodpomunHoit comu (S)-2-(((S)-6,8-nudrop-1,2,3,4-TeTparuapoHadrannH-2-ui1)aMUHO)-
N-(1-(2-metun-1-(HeoneHTHIaMIHO )iporaH-2-ui)- | H-umunazon-4-un)neHraHaMuaa B OJHOU
Wi HeckoJbkux u3 @opm A - N wu amopdroit popmbel. B ogHOM BapuaHTe OCyIIECTBICHUS
TabyieTka BKJIOYaeT mpumepHo 50 mr rumpobpomumHon conmu (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadraius-2-mi)amuHo)-N-(1-(2-metun- 1 -(HeonenTrIaMuHO )riponan-2-mi)- 1 H-
UMHIA30J-4-WT)IeHTaHAMUAa OMHON Win Heckonbkux 3 Popm A - N u amopdHOi Gopmbl
runpodpomunaon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanuH-2-ui)aMuHO )-N-
(1-(2-meTmin- 1-(HeoneHTHIIAMUHO )IponiaH-2-ui)- | H-umunazon-4-wn)nearanamuna ¢Gpopmysr (1)
wii (II). B ogHOM BapmaHTe OCYIIECTBICHHS TaOieTka BKiIO4YaeTr npumepHo 100 wr
runpodpomunaon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanuH-2-ui)aMuHO)-N-
(1-(2-meTun- 1-(HeoneHTHIAMUHO))IponiaH-2-un)- | H-umMunason-4-wn)nearanamMuga B BHIE
onHOW miu Heckonbkux u3 Popm A - N u amopdHol Gopmbl ruapodpoMuaHon comu (S)-2-
(((S)-6,8-mudrop-1,2,3,4-Terparunponad raans-2-mi)aMuHo )-N-(1-(2-meTm-1-
(reonenTunamMuHo)nponas-2-un)- | H-umunazon-4-un)nearanamunga ¢popmynsl (I) nmun (II). B
OJTHOM BapUaHTE OCYIIECTBJICHUS Ta0JNeTKa BKIIOUaeT NpuMepHO 150 Mr ofHON MM HECKOJIBbKHUX
u3 @opm A - N u amopdHoii ¢popmbl ruapodpomuaHoit comu (S)-2-(((S)-6,8-ngudrop-1,2,3,4-
TerparuapoHadTanus-2-mn)aMuHo)-N-(1-(2-meTui- 1 -(HeoneHTHIaMUHO )Tponas-2-ui)- 1 H-
nMuaaszon-4-mn)nearaHamuaa popmydst (1) wm (II).

[0323] B dapmaneBTHYECKYIO KOMIIO3ULIMIO UJIsl MEPOPATBHOTO BBEICHHUS MOTYT OBITH
BKJIFOYEHBbI HM3BECTHbIE HOCHTENH. Hampumep, MHKPOKPHUCTAIMYECKAs LEJUTI0JI03a, LUTPAT
HaTpusi, KapOoHAT KanbLusi, ruapodocdar kanpLas ¥ MIULMUH MOTYT UCIIOIb30BATHCS HAPSY C
PA3NUYHBIMHM JIC3MHTETPAHTAMH, TAKUMH KaK Kpaxmail (IPEATIOYTUTENIbHO KYKYPY3HBIM,
KapToeNbHbIii W TANMOKOBBIH Kpaxmal), METWILEUIF0I03a, AaJlbI’MHOBAasl KHCIOTAa U
OTpeIeIEHHbIE KOMIUIEKChI CHJIMKATOB, & TAK)KE MPaHYJSIIHOHHBIMH CBS3YIOIIUMH, TAKUMHU Kak
NOJUBUHUJIMUPPONIUAOH, €axapo3a, KEJaTHUH W TyMMHapaOWK, KOTOpbIE TaKKe€ MOTYT OBITh
BKJIFOUeHbI B Tabmerky. Kpome Toro, mnpu TabmeTMpoBaHWH YACTO AOIMOJHHUTEIBHO
UCTIONB3YEOTCSI CMa3bIBAIOIINE BEINECTBA, TAKME KaK CTe€apaT MArHus, JIaypHiICyiIb(ar HATpHUs U
TanbK. TBEPIBIMUA KOMIO3ULIUSIMHI aHAJIOTMYHOTO THITA TAKXKE MOTYT 3aITOJIHATHCS JKEJTaTHHOBBIE
Karcyibl. B 3TOH CBSI3M MPEANOYTUTENbHBIE MATEPHAIbl BKJIIOYAIOT JIAKTO3Y WJIM MOJIOYHBIN
caxap, a TaKKe BBICOKOMOJIEKYJISIPHbIE MONMATHICHIMKONMM. Korma s mepopaibHOro
BBEICHUS JKEJIaTeIbHbl BOAHBIE CYCIIEH3UM W/WIIN SJIUKCUPBI, aKTUBHBIH MHIPEAMEHT TaKKe
MOXET OOBENUHATBCS C PA3JUYHBIMH TOACIACTUTENSIMM WJIM  BKYCOBBIMH are€HTaMH,

OKpallUBAOIUMHU BELICCTBAMH HJIM KPACUTCIIIMHU U, IIPU HGO6XOI[I/IMOCTI/I, OMYJibraTopamMu
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W/WIM  CYCIEHOUPYIOIIUMH areHTaMd ¢ TakuMH pa30aBUTESIMH KAk BOJAA, JTaHOI,
NPOMHJICHIJIMKOJIb, TIHULEPHH U UX Pa3IHYHbIe KOMOHMHALIUH.

[0324] [Ins nmapeHTepaabHOTO BBEAEHUS PACTBOPBI, COAEpIKALINE COeNUHEHUE 1, MOryT
OBITh TIOJIy4Ye€Hbl B KYH)XKYyTHOM WJIH apaxHUCOBOM Macje, B BOJHOM IMpPOIWICHIJIUKOJE, B
CTepUJIbHON BOAe MWK (PU3HOJOTHUECKOM pacTBope. IIpu HEOOXOAMMOCTH BOIHBIE PACTBOPHI
IOJUKHBI ObITh momxoasiuMm obpasom cOydepupoBansl (mpeanoururenbuo, pH OGonee 8), u
KUIKUKA pa30aBUTIb CHAauvaia JOJDKEH ObITh W30TOHHUPOBAH JOCTATOYHBIM KOJHUECTBOM
(U3HOJIOTMYECKOr0 pacTBOpa WM IIIOKO3bl. Takue BOAHBIE PACTBOPBI MOAXOMAT JJIsI
BHYTPUBEHHBIX HMHBEKIMH. MacisiHble pacTBOPbl  MOAXOIST JUIss  BHYTPHCYCTaBHBIX,
BHYTPUMBIIIEYHBIX M MMOIXOKHBIX HHBEKIHI. [IpUroroBieHHe BCeX 3TUX pPacTBOPOB B
CTEPUJIbHBIX YCJIOBHSIX JIETKO OCYINECTBIISIETCS CTAHAAPTHBIMU (DapMaIIeBTHUYECKHUMH METOIAMH,
XOPOIIO U3BECTHBIMHU CIIELIMATUCTAM B JAHHOU 00JIACTH.

V. Cnioco0bl JieueHust

[0325] ®opmbr A - N u amopdHas ¢dopma rugpodpomuanoil comm (S)-2-(((S)-6,8-
nudrop-1,2,3,4-rerparunponadranun-2-nin)amMuno)-N-(1-(2-merun-1-
(reoneHTmaMuHO)IponaH-2-mn)- | H-umunazon-4-un)nearanamuga  ¢popmyast  (I) wmm (1)
MOJKET TPUMEHSTHCS IJIsI MOAYJIHPOBAHUS WJIM WHTMOMPOBAaHUS CHrHaJIbHOro mytu Notch B
OopraHusmax, BKJO4as opraHusMbl mmogei. Ilyte mnepemaum curhama Notch 3auactyro
AKTUBUPOBAH B PA3JIMYHBIX OIMYXOJSIX YeNOBeKa (BKJIIOYas, HO 0e3 OrpaHHYeHus, OINMyXOJb
MOJIOUHOM  KeNe3bl, TMPEACTaTebHOM JKeJe3bl, MOMKEIYAOYHOM JKele3bl U OCTPBIH
muMpoOIacTHBIN TEHKO3 U3 KIETOK-NPENLIIECTBEHHIKOB T-TuM(pOoLnTOB).

[0326] CooTrBercrBernHO, @opMmbl A - N u amopdHas popma ruapodbpoMuHOM cou (S)-
2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-uin)amuHo)-N-(1-(2-metnn-1-
(HeoneHTHIIAMUHO))ITponaH-2-ui)- 1 H-umunazon-4-un)nenranamuna gopmyst (I) wiu (II) moryt
BBOJUTBHCS /ISl JIeUeHHsT CyOBeKTa, CTPafaroLiero OMyXOJsIMH WJIM PakoM, BKJIIOUas, HO Oe3
OTpaHHYEeHUs], J€CMOUIHbIE OIyXOJIM, MHOKECTBEHHYIO MUEJIOMY, aIeHOKHUCTO3HYIO KapLIUHOMY
U OCTpbIi TUM(OOIACTHBIN JIEWKO3 U3 KJIETOK-NpeAInecTBeHHUKOB T-muMdonuros. B ogHOM
BapHUaHTE OCYLIECTBICHHs Kpuctammueckas Popma A coenuneHus ¢opmyist (I) moxker
BBOJIUTBCS JUISl JIEYCHUS] CyOBEKTa, CTPANAIOLIEro OMyXOJIIMH HJIM PakoM, BKJIIOUash HO 0e3
OTrpaHUYEeHUs], 1ECMOUIHbIE OITyXOJIM, MHOXKECTBEHHYIO MUEJIOMY, aJIeHOKUCTO3HYIO KapLIMHOMY
U ocTpblii TMM(OOIACTHBIA JIEHKO3 M3 KIJIETOK-IpeAIIecTBeHHUKOB T-muMdornuros. B ogHOM
BapUAHTE OCYLIECTBICHHs Kpuctammueckas @Popma A coenuHeHus ¢opmynsl (I) u
(dapManeBTHYECKH TPUEMIIEMBIII HOCHUTENIb MOTYT BBOAMTBCSA Ui JICUEHHsS] CYOBeKTa,
CTPAJAIOLIETO OMYXOJSIMH MJIM PAKOM, BKJIIOUas, HO 0€3 OrpaHMYeHHs, JECMOHIHBIE OIyXOJIH,
MHOYKECTBEHHYIO MUEIIOMY, aIeHOKUCTO3HYIO KApLIUHOMY U OCTPbIi TUM(OOIACTHBIN JeHK03 13
KJIETOK-TIpeamecTBeHHUKOB T-muMdoruros. B ogHOM BapuanTe ocymectsieHust @opmel A - N
u amopdHas dhopma THIPOOPOMUTHON conu (S)-2-(((S)-6,8-nmudrop-1,2,3,4-
teTparuapoHadraans-2-min)amuHo)-N-(1-(2-metun- 1 -(HeonenTraMuHO )riponas-2-mi)- 1 H-
umunason-4-wn)nerarasamuaa Gopmyinel (I) wmm (II) MoryT BBOAWUTBCS U1 JIEUEHHsT OMyXOJIeH,

BKJIFOUAsl AeCMOUIHBIE onyxonu. B ogHom Bapuanre ocymecteinenns @opmer A - N u amopdHas
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dopma  ruppobpommmuoit  comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadranius-2-
min)aMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIAMUHO )ITponas-2-ni)- | H-umunazon-4-
win)nerraHamuna ¢popmysl (I) i (II) MOryT BBOAUTBHCS IJIs JIeUEHUS paka C MyTaluel B reHe
curHanpHoro mytu Notch. B ogHoM Bapmanre ocymectBienust @opmel A - N u amop¢Has
dopma  ruppobpomumHOl  comu  (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuaponadraarn-2-
win)amuHO)-N-(1-(2-metu- 1 -(HeoneHTHIaMUHO )Tponan-2-mi)- | H-umunazon-4-
win)nenraHamuga ¢opmynsl (I) wnmm (II) MOryT BBOAMTBCS Ui JICUEHUS] MHOXKECTBEHHOMN
muesioMbl. @opmbl A - N u amopdHas popma ruapodpomuaHoit cou (S)-2-(((S)-6,8-nudTop-
1,2,3,4-rerparunponadranus-2-mwn)aMuHo)-N-(1-(2-MeTu- 1 -(HeOnmeHTHUIIAMHUHO ) TPOTIAH-2-1JT) -
1H-umunazon-4-umnenranamunaa ¢opmynsl (I) wmu (II) MokeT BBOIUTBCS UL JICYCHUS
aIeHOKNCTO3HOM KapirHOMBI. Dopmbl A - N u amopdHras ¢popma rugpodbpoMunHoi conu (S)-2-
(((S)-6,8-mudrop-1,2,3,4-terparunponadrairs-2-min)aMmuHo)-N-(1-(2-meTun-1-
(reoneHTHIIIAMUHO ))IponaH-2-mi)- | H-umunazon-4-wn)nearanamuna gopmysl (I) nmm (1) moryT
BBOJIUTBCS U1 JIEYEHUSI OCTPOro JuM(poOIacTHOrO JIEHKO3a M3 KIIETOK-TIPENIIeCTBEHHUKOB T-
JUMQOLIUTOB.

[0327] B onHOM BapuwaHTe OCYIIECTBJIEHUS ONHA WM HeCKOoNbKo u3 Popm A - N u
amopdHOI ¢bopmbl ruapoOpOMUIHON conu (S)-2-(((S)-6,8-mudpTop-1,2,3,4-
teTparuapoHadrains-2-mi)amuHo)-N-(1-(2-metun- 1 -(HeonenTrnaMuHo )riponan-2-mi)- 1 H-
umunason-4-mwn)nenarasamuaa ¢opmyasl (I) wmmu (II) BBOmATCS B 103aX B HHTEpBaia OT
npumepHo 0,1 mr go npumepro 1000 mr B nesb. B onHOM BapuaHTe OCYIIECTBIEHHS CYOBEKTY
€XXeITHEBHO BBOAUTCS OT nmpumepHO 50 Mr 1o npumepHo 500 Mr ogHON unu Heckonbkux @opm A
- N wu amopdnoii dopmer ruapoOpomunuoit comu  (S)-2-(((S)-6,8-mudTop-1,2,3,4-
teTparuapoHadraaus-2-mn)amMuHo)-N-(1-(2-metun- 1-(neonenTunamMuHo )riponas-2-uin)- 1 H-
umunazon-4-mn)nenranamuna gopmyasl (I) uwmm (II). B npyrom BapuanTe OCyIIECTBIICHHS
CcyOBeKTy eXemHeBHO BBOAHMTCS OT mpumepHo 100 mr mo mpumepHo 400 Mr omHOW WM
HeckoJbkux u3 @opm A - N u amopduoi ¢opmsl ruapodpomunuoi comu (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparunponadranun-2-uin)amuno)-N-(1-(2-merun-1-
(reoneHTHUIaMuHO )IponaH-2-wmn)- | H-umunason-4-un)nearanamuna  ¢popmyasr (I) wmu (II). B
APYroM BapHaHTE OCYIIECTBICHUS CYOBEKTy €XEeIHEeBHO BBOAUTCS mnpumepHo 100 wr,
npumepHo 125 mr, npumepHo 150 mr, npumepno 175 mr, npumepHo 200 mr, npumepHo 225 wr,
npumepHo 250 mr, npumepHo 275 mr, npumepHo 300 mr, npumepHo 325 mr, npumepHo 350 wr,
npumMepHo 375 mr unn npumepHo 400 Mr omgHO# win Heckonpkux u3 @opm A - N u amopdHOi
dopmbl  runpobpomumHor  comu  (S)-2-(((S)-6,8-nmudrop-1,2,3,4-rerparuaponadranus-2-
win)aMuHO)-N-(1-(2-metun- 1 -(HeoneHTHIaMUHO )ITponas-2-mi)- | H-umunazon-4-
wi)nientadamuna ¢opmyibl (I) wiu (II). O0mast cyroyHast 103a MOXKET TPEAOCTaBISITHCS B
Pa30BOM J03€ WM JEIUTBhCS Ha HECKONBKO 103 (T.e., 1, 2, 3 wnu 4 no3el B neHb). B onHOoM
BapHUaHTe OCYLIECTBIEHHs 00INas CyTOYHas 703a o0ecreunBaeTcs: B BUe IBYX 103. Hampuwmep,
obmas cyrounas no3a 300 mr wim 200 Mr MOXKeT BBOAUTHCS CYOBEKTY B BUJE IBYX OTHENbHBIX
103 o 150 mr unu 100 Mr, cooTBeTCTBEHHO. B OHOM BapuaHTe OCYINECTBIICHUS TPU TabJIEeTKH,

BKirovarome S50 Mr oxHoM unm Heckonpkux u3 ®opm A - N u amopdrOit popmbl
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runpodpomunaon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanut-2-ui)aMuHO)-N-
(1-(2-meTun- 1-(HeonenTHIAMUHO ) TIponaH-2-ui)- | H-umunazon-4-mn)nearanamuna Gopmyisr (1)
i (II) aBaskas! B neHp nian 200 Mr B I€eHb MOT'YT BBOAUTHCS CYOBEKTY B BHJE ABYX TaOJETOK,
BKJoHaromux 50 Mr u3 omgHoi miau Heckonbkux Popm A - N u amopdroro coemunenus 1
dbopmysl (I) umu (1), ABaKIBI B 1EHB.

[0328] B ogHOM acrniekTe HacTosiiee M300PETEeHUE OTHOCUTCS K TIPUMEHEHHUIO OJTHOW WJIN
Heckospkux u3 @opm A - N mum amopdroit ¢popmsl rugpodbpomunHoit comu (S)-2-(((S)-6,8-
nudrop-1,2,3,4-rerparuaponadranun-2-uin)amuno)-N-(1-(2-merun-1-
(neoneHTunaMuHO)ponaH-2-mn)- | H-umunazon-4-un)nearanamuna  popmyner  (I) wimu (1),
OOCY»KJI€HHBIX BBIIIE, JUIA JICUSHHs OMyXoJiell miu paka. B OfHOM BapwaHTe OCYIIECTBIICHUS
Hacrosimee W300peTeHne OTHOCUTCS K NPUMEHEHHMI0 KpHuctautmuecko Popme A
runpodpomunron comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunpoHadTanuH-2-ui1)aMuHO )-N-
(1-(2-meTmi- 1-(HeoneHTHIIAMUHO )IponiaH-2-mi)- | H-umunazon-4-wn)nearanamuna ¢popmysr (1)
IUTSL JIEYEHUsI ONyXOJiel Win paka. B oHOM BapuaHTe OCYIIECTBJICHUS HACTOALIEEe H300pETEHHE
OTHOCHUTCSI K (papMarieBTUYECKOH KOMITO3ULIMH, OOCYKIEHHOW BBILIE, IJIS JICUSHHs OIyXOJieh
WK paka. B omHOM BapwaHTe OCYLIECTBICHHs NMPUMEHEHHUE MPENCTaBysieT cOO0H MPUMEHEHUs
I JIEYeHHsT JECMOMIHBIX OMyXxojeld. B OgHOM BapuaHTe OCYINECTBJICHUS NPUMEHEHHE
npeAcTaBisieT coOOH MPUMEHEHHUE IS JICYSHUs] paka, BBIOPAHHOIO M3 TPYIIIBI, COCTOSIIEH U3
MHO>KECTBEHHOW MHENIOMBl, paka ¢ MyTalueil B reHe MnyTu nepexaun curHaiza Notch,
aZleHOMAHONW  IMCTOKAPLUHOMBI M  OCTpOro JumM¢poOJIacTHOro JeWko3a U3  KIETOK-
npeAmecTBeHHUKOB T-muMponuToB.

[0329] B oxnHOM acriekte Hacrosiiee H300PETeHe OTHOCUTCS K OJJHOM HJIM HECKOJIbKUM
u3 @opm A - N i amopdHoit popmsl ruapodpomuntoiil conu (S)-2-(((S)-6,8-ngudrop-1,2,3,4-
terparuapoHadTanus-2-mn)aMuHo)-N-(1-(2-meTui- 1 -(HeoneHTHIaMUHO )iponas-2-ui)- 1 H-
umunaszon-4-mn)nenraHamuaa ¢popmyiel (I) nnm (1), o6cykneHHBIM BbIlIe, AJIsI TPUMEHEHUs B
croco0e JieueHHsl OMyXoJjed WM paka. B OZHOM BapuaHTe OCYLIECTBICHMS HACTOSIIEe
u300peTeHre OTHOCUTCS K Kpuctaummueckoit @opme A rugpodbpomunnoii comu (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparunponadranun-2-uin)amuno)-N-(1-(2-merun-1-
(reoneHTmaMuHO)ponaH-2-mn)- | H-umunaszon-4-un)nenranamuna  dopmyasl  (I)  ans
NPUMEHEHUs] B CIOCOOE JIEYeHMs OMyXoJiel WM paka. B OIHOM BapHaHTE OCYIIECTBIICHUS
HacTosiee M300peTeHne OTHOCHTCSA K (papMameBTUYECKOH KOMIIO3UIHM, OOCYKACHHOH BBIIIE,
IUIl IPUMEHEHHUsT B criocode JIedeHus1 Oonmyxoieil uin paka. B onHOM BapHaHTe OCYINECTBIICHUS
NPUMEHEHHE MPENCTABIIAET COOON MPUMEHEHHEe AU JIUeHHs JeCMOUIHBIX OnyxoJieil. B ogHOM
BapHUAHTE OCYIIECTBIIEHHs MMPUMEHEHHE MPENCTAaBIseT COOON NMpUMEHEeHHe UIA JICUCHUs] paka,
BBIOPAHHOTO W3 TPYIIIBI, COCTOSIIEH U3 MHOXXECTBEHHOH MHENIOMBI, paka ¢ MyTalHued B MyTH
nepenaun curaaia Notch, aeHOKUCTO3HON KapIMHOMBI U OCTPOTO JTUM(POOIACTHOTO JIeHKO3a U3
KJIETOK-TIPEALIECTBEHHUKOB T-TUM(pOLUTOB.

ITPUMEPBI

[0330] A. AGOGpeBuaTypbl 1 aKpOHUMBI
| AMP | CnexTpockonusi siIepPHOrO MarHUTHOIO Pe30HaHCa
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XRPD ITopomkoBast peHTT€HOBCKas U PAKITHS

PLM MuUKpPOCKONHs B NOJIIPU30BAHHOM CBETE

TGA TepmorpaBUMETPUYECKUN aHAJIN3

DSC Jlnddeperunanbaas CKaHUPYOLIAsk KAIOPUMETPHS
TG-IR TepmorpaBumeTpruecKuii THQPaKpaCHBIN aHATN3
FE bricTpoe ucnapenue

SE MenyieHHO€e UcrapeHue

S/AS PacTBopuTEIB/aHTHPACTBOPUTEID

CP Kpam-ocaxxnenne (Crash Precipitation)

LLD Jnddysus «KUIKOCTh-3KUIKOCTH

LVD Juddysus «kunkocTb-napy»

SC MenneHHOe OXJIaKACHNE

EC bricTpoe oxnaxkaeHue

CC Kpam-oxnaxnenue (Crush Cooling)

LIMS JlaGoparopHasi HHQOPMAITOHHASI MEHEKMEHT-CHUCTEMA
B/E JIBynpenomMieHne/>5KCTHHIINS

RT KoMHaTHas Temneparypa/remnepaTrypa OKpy>Karolei cpeabl
RH OTHOocUTENbHASL BIAKHOCTD

VO BakyymHas neub

ACN ALETOHUTPUII

CHCl; Xnopodopm

JAXM Jluxnopmeran

DCE Juxnopstan

DEE JlsTunoBsii 3¢up

DMA N, N-numMeTuianeTaMun

JIMDA N, N-gumermndopmamun
JIMCO Jlumeruncynbpoxkcus

EtOAc DTtunauerar

EtOH JTtaHon

H,O Bona

HFIPA I"'ekcadTOpU30MPONAHOI
IPA Hzonponanon

IpOAc Wsonponunanerar

MCH MeTUNLUKIOreKCaH
MeOH MertaHon

MEK MeTunsTUIKETOH

MIBK MeTunn3o0y THIIKETOH
MTBE Metun-Tper-0yTHIIOBBIH 3hup
NMP N-MeTnn-2-nuppoanioH
PG IIponuneHrnukomnb

TFE TpudTopstanon

o Terparunpodypan

[0331] B. DxcnepuMeHTaIbHBIME METOIBI

Ipumep 1: AHHDOKCI/IMI/IDOBaHHaH KHHETHYCCKAA paCTBOPUMOCTD

[0332] BsBemennbsie oOpas3mpl Marepuaia o0padaTHIBAIOT AJMKBOTAMH KOHKPETHBIX
pacTBopuUTeNiell TpH TemIeparype Okpykawomel cpenbl. OObMHO MexAy n00aBIIEHUSIMU
oOpa3ibl 00pabaThIBAIOT YIBTPA3BYKOM i oOyierdeHusi pacTBopeHus. [lomHoe pacTBOpeHHe
HAaOMIOAI0T NPU BH3YAJIBHOM OCMOTpe. PacTBOPUMOCTBH PacCUMTHIBAIOT MCXONS M3 OOLIero

KOJIMYECTBA pPACTBOPUTEIIA, ):[O6aBJ'IeHHOFO AJisT JOCTHMIKEHUA IIOJIHOTO PACTBOPEHUA, U OHa
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MOKeT ObITh OONbllle yKA3aHHOTO 3HAYEHHUS] BCJIEACTBUE TMOCTEMEHHOrO I00aBIEHHUS
pacTBOpUTENsl U BHYTPEHHEH KWHETUKM pacTBOpeHMs. Eciu pacTBOpeHHs HE HPOUCXOAMT,
3HAYEHMsI YKa3bIBAIOT CO 3HAKOM «MeHee 4dem». Ecim pacTBOpeHHe MPOHCXOOUT MPU MEPBOM
n00aBEHUH PACTBOPHUTENSI, 3HAUYEHHUS YKa3bIBAOT CO 3HaKOM «Oosnee uem». B Tabmuue 1
NIPeCTaBIeHa KHHETHYECKasi paCTBOPUMOCTh AUTUApodpomunHoit comu (S)-2-(((S)-6,8-gudTop-
1,2,3,4-rerparuaponadranus-2-mi)aMuHo)-N-(1-(2-MeTu- 1 -(HeOneHTHIAMIHO )TPOTIaH-2-1JT) -

1H-umunazon-4-um)neHraHaMHua.

Tabnuna 1
Ouenka pacTBopumocTH (a)
PacTrBopurenn
(Mr/mua)
AxeToH <1
Aneron/CHCI; 50/50 <1
ACN <1
ACN/CHCI; 50/50 <1
ACN/EtOAc 50/50 <1
Xnopodopm <1
DCE <1
Jlnokcan <1
DMA 8
JIM®DA 18
JAM®A/ACN 30/70 <1
JAM®DA/ACN 60/40 3
JAM®A/EtOAc 50/50 <1
JAM®A/IPA 60/40 5
JIM®PA/MIBK 80/20 4
JIMCO 63
JIMCO/MTBE 10/90 <1
DTUIIEHIIMKOJIb 7
EtOAc <1
EtOH <1
EtOH/JIXM 50/50 <1
I'errran/CHCl; 30/70 <1
MEK/IM®A (b) 40/60 2
MeOH 19
MeOH/aneton50/50 6
MeOH/CHCI5 50/50 13
MeOH/EtOAc 50/50 2
MeOH/MTBE 80/20 7
NMP 10
NMP/aneron85/15 7
NMP/EtOAc 57/43 1
PG (b) 2
TFE (0e3BoaHBIIA) 10
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TFE/MEK 70/30 2
TI'® (b) <1
TI'®/CHCl3 50/50 1
TI' ®/CHCl325/75 <1
TI'®/CHCI; (b) 85/15 <1
Tonyon <1

Bopna 7
Aueron/H-O 30/70 14
ACN/H,0 50/50 36
Huoxcan/H,O (b) 50/50 19
JAM®A/H,0 50/50 24
JAM®A/H,0 30/70 17
EtOH/H,0 40/60 10
IPA/H,O 50/50 15
MeOH/H,0 20/80 9
TI'®/H,0 80/20 24
TI'®/H,0 90/10 4

(a) PacTBOpUMOCTD, OLIEHEHHAs] BU3YaJIbHO MPU NOOABJICHUN PACTBOPHUTENS K 00pa3lam.
3HaueHusT OKPYIJIEHbl A0 OJIDKAWIIero wLelioro 4Yucjia M yKa3aHbl CO 3HAKOM «<», €CIliu
pacTBOpeHNe He HaOII0IaIOCh.

(b) Obpasupl, monydeHHble 0e3 MOATBEpPkKIEHUs COOTBETCTBUSA CGMP - KIMHHYECKHM
IIpaBunam opraHu3zanuy MPOU3BOACTBA U KOHTPOJISI KAUECTBA JIEKAPCTBEHHBIX CPEACTB.

Ipumep 2: Ckpunudr ctadbmisHoi GOPMBL U TUAPATA

[0333] Meton a: DkcrepuMeHTbI paCTUPAHUs

[0334] OO6pa3ibl ruapoOPOMUIHOMN COJIH (S)-2-(((S)-6,8-mudprop-1,2,3,4-
teTparuapoHadrainn-2-un)amuno)-N-(1-(2-metun- 1 -(HeoneHTrIaMUHO )Iiponan-2-mi)- 1 H-
UMHA301-4-W)[IEeHTaHAMUZIA PACTUPAIOT NPU TeMIepaType OKpY’Karolled cpenbl WM Ipu
yKa3aHHON TemrepaType B yKa3aHHBIX cucTreMax pactBopurteneidi. Crmycts nmpumepHo 24 daca
TBEPJIbIC BELIECTBA YAASIOT LEHTPU(PYrUPOBAHUEM C UCTIOIB30BaHUEM NPOOUpOK DnmeHnopda
s ueHtpudyr ¢ 0,45 MkM HeinoHOBbIM (uibTpoMm. IlepeMernnBanue NPONODKAOT B
CBE)KENEPErHAHHBIX PACTBOPHUTENSIX B TeueHHe ~1 u 3 Hemelnb, MMOCHe 4ero TBEpPAble BEIIeCTBa
YIAJSIIOT, KaK OMHCAHO BbIIIE, OOCIEAYIOT B MOJSIPU30BAHHOM CBETE U aHAIH3HPYIOT METOIOM
MOPOLIKOBOH pEHTreHOBCKOM nudpakunu (X-ray powder diffraction - XRPD).

[0335] Meton b: TectupoBaHue paBHOBECHOH pacTBOPUMOCTH

[0336] PaBHOBECHYH0 pPacTBOPUMOCTbH BBIIEIEHHBIX TBEPABIX BEILIECTB OIMPENEISIOT
rpaBUMETPUYECKH CleayiomuM obpa3oM. OTMepeHHble aJUKBOTBI PACTBOPOB MAaTOYHOM
KUIKOCTH W3 3-HENeNbHBIX CYCHEeH3MH IOMEIaloT B MPEABAPUTENBHO B3BEIICHHBIE
amomuHueBble damkn 1 TGA. 3aTeM pacTBOPUTENH BBIAPUBAIOT B YCIOBHAX OKPYIKAIOLIEH
Cpeabl MU C UCTIONb30BaHHEM BakyyMa. OcTaBIInecs TBEP/Ible BEIIECTBA B3BEIINBAIOT.

[0337] B Ttabnune 2 mpencraBieHbl pe3ysbTaThl CKPUHHMHIA CTA0MIBHOW (pOpMbI U
THIPATOB.

Tabmuua 2
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Cucrema pacTsopureisi, Hab.1roxenmust PesyabraTel | PacTtBOpuMoOCTh
ye10Bus (a) A XRPD (mr/ma) (b)
DMA (6Ge3BOoHbBII), HewussecrHas
1 Henens moponorusi; B/E Dopva A i
DMA (6Ge3BOoaHbBIN), HewussecrHas
3 "Henenu moponorusi; B/E Dopva A 27
JIM®DA/ACN (65/35), HewnssecrHas Dopma A i
1 Henens mopdosorusi; B/E
JIM®DA/ACN (65/35), HewussectHas Dopma A 10
3 "Henmenmu moponorusi; B/E
JIM®DA/IPA (60/40), HeussectHas )
1 Henmenst moponorusi; B/E Popma A
JIM®DA/IPA (60/40), HeussectHas ®opma A 13
3 "Henmenu moponorusi; B/E
JIM®DA/MIBK (85/15), HewnssectHas ®opma A )
1 Henenst moponorusi; B/E
JIMOA/MIBK (85/15), HewussectHas ®opma A 19
3 Hexenu mopdoorusi; B/E
JIMCO/MTBE (6e3B0oaHbIi) HewnspectHas i
(30/70), 1 mens (c) moponorusi; B/E Popma A
MEK/IIM®A (20/80), HewnssectHas ®opma A )
1 Henenst moponorusi; B/E
MEK/IM®A (20/80), HewussectHas ®opva A 17
3 "Henenu moponorusi; B/E
MeOH (6e3BoaHbIi), Egﬂiifgf;l:
2-8°C (d), P ' | ®opmaA -
| Hemens HeOOJIbIIINe YaCTHULIBI;
B/E
Hewussectnas
MeOH (6e3BoaHbli), MOP(HONOTHsI+HEKOTOP
2-8°C (d), 3 Henenu ast UraonomoOHast Popma A 13
mopdodorusi; B/E
HewussectHas
MeOH/auetoH(0e3BoaHbII) MopdoJiorus,
(50/50), 1 nenens HeOOJIbIIHE YaCTULIBL, Dopma A )
B/E
MeOH/aueTon (0e3BoHBIH) Egné)ifgflj:
(50/50), P ’ dopma A 7
3 HexenH 3KCTPEMATBHO MaJible
vactuisr, B/E
MeOH/CHCI3 (6e3BOaHBII) HewussecrHas
(40/60), 1 vepens moponorusi; B/E Popma A
HewussectHas
MeOH/CHC]; (Ge3BoaHbIi) MOP(HONOTHSI+HEKOTOP
(40/60), 3 Hemenu ast urjionofgooHast Popma A 22
mopdonorusi; B/E
HewussectHas
MeOH/EtOAc (6e3BoHBIN) Mopdodorus,
(70/30), 1 Henens HeOOJIbIIE YaCTHULIBI; @opma A )
B/E
MeOH/EtOAc (6e3BOaHbIIA) HewnspecrHas Dopma A 6

(70/30), 3 nengenu

mopdodorus; B/E
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Hewussecrras
MeOH/MTBE (6e3BoHBII) Mopdodorus,
(80/20), 1 vepens HEeOOJIbIIHE YaCTULIBL, Popma A )
B/E
HeussectHas
MeOH/MTBE (Ge3BoaHbIii) MOP(}ONOTHSI+HEKOTOP
(80/20), 3 Henenu ast UrJIOIoAo0OHast Popma A 12
mopgosorust; B/E
NMP (6e3B0OaHbIN), HewussecrHas
1 Hepens moponorusi; B/E Dopva A i
HewussecrHas
NMP (6e3BonHblit), 3 Henenu MOpQosIorus, OeH: ®opma A 50
MaJIEHbKHE YaCTHIIbI;
B/E
Hewussecrras
NMP/aueron(6e3B0IHBIIN ) MOp(hoOorHsi, O4eHb Dopma A i
(85/15), 1 vepens MaJjlIeHbKHE YaCTHLIBI;
B/E
NMP/aneton(0e3BOIHbBII) HenssectHas
(85/15) ®opma A 36
3 Henenm moponorusi; B/E
NMP/EtOAc (6e3BOaHbIN) Henssecruas
(80/20). 1 Henens Moponorusi+HedoNb dopma A -
’ mue urisl, B/E
NMP/EtOAc (6e3BOHbIN) HewnspectHas
(80/20), 3 nepenu moponorusi; B/E Popma A 25
HeussectHas
PG,1 nenens wopdonorus; B/E ®opma A -
HeussectHas
PG, 3 nenenu Mopdonorus, dopma A 8
HKCTPEMAJIbHO MaJible
vactuibl, B/E
TFE (6e3BoaHbI), HewussecrHas Doora A i
3 "Henmenu moponorusi; B/E P
TFE/MEK (Ge3BoaHbIit) HewussectHast Dopma A i
(85/15), 1 Henens mopdoorusi; B/E P
Hewussecrnas
TFE/MEK (6e3BoaHBIN) MopdoJiorus,
(85/15), 3 Hepenu 3KCTPEMANbHO MaJIbIe Dopma A
yactuisr, B/E
Hewussecrras
H,0, 1 nenens vopdonorus; B/E ®opma A -
OueHb MajeHbKHE
H,0,3 nenenu urser; B/E ®opma A 14
Aueron/H,0 (50/50), Hemspecrias
MopdoJIorHsi, OUeHb dopma A -
1 Hemens
MaJible yactuunl;, B/E
Hewussecrras
Aneron/H,0 (50/50), mopdoorus, Dopma A 43
3 Hepenu SKCTPEMAJIBHO MaJible

qactuibl, B/E
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Hewuspecrnast
Juokcan/H,O (70/30), mopdoorus, Dopma A i
1 senens MaJieHbKHE YaCTUIIbI,
B/E
Heuspecrnast
Huokcan/H,O (70/30), MOP(}ONOTHSI+HEKOTOP Dopma A o
3 Henmenu 0€ KOJIMYECTBO HI'JI;
B/E
HewussectHas
IPA/H,0O (60/40), MOp(hOIOrHsi, OYEeHb Dopva A i
1 Henens MaJIeHbKHE YaCTUIIbI;
B/E
HewuspectHast
mopoorus,
;PHAG/I_EZ(I)/I (60/40), 3KCTpEMabHO dopma A 26
el MaJIEHbKHE YaCTHULIBI;
B/E
Hewuspectnast
EtOH/H,0 (60/40), 1 nenens wopdonorsi: B/E ®opma A -
EtOH/H,0 (60/40), DKCTpEMaTbHO Dopva A 36
3 Henmenu MaJjieHbkue uribl, B/E
Hewuspecrnast
EtOH/H,0 (60/40), mMopoorus,
2-8°C (d), 1 nenens MaJIeHbKHE YaCTHLIbI, Dopma A )
B/E
Hewuspecrnast
EtOH/H,O (60/40), Mopdonorus,
o 3KCTPEMAJIbHO ®opma A 33
2-8°C (c), 3 Hemenn
MaJIEHbKHE YaCTHULIBI;
B/E
HeussectHas
MeOH/H,0 (20/80), MopdoJorus, Dopma A i
1 Henenst MaJjIeHbKH€E YaCTHLIBI;
B/E
MeOH/H,0 (20/80), DKCTpEMaTbHO Dopva A 17
3 Henmenu MaJjieHbkue uribel, B/E
HewuspectHast
TI'®/H,0O (85/15), 1 Hepens wopdonorsi: B/E dopma A -
Hewuspectnast
mMopoorus,
TI'®/H,0 (85/15), 3 negenu 3KCTPEMAJIbHO ®opma A 25
MaJIEHbKHE YaCTHLIBI;
B/E

(a) DKCrepUMEHTBI MPOBOIATCS B TedeHHe ~1 Hemenu m ~3 Hepmenb, o0a C 3aMeHOH
pacTBOpuUTeNsl TMOCJe CyCIeHAUpoBaHUsA B TeueHue ~1 aHsa. COOTHOLIEHMs] pacTBOpuUTeNei
(00./00.) m

DKCHepUMEHTBI IPOBOASTCS B YCIOBUAX OKPY KAIOLIEH Cpeabl, €ClIU HE YKa3aHO HHOE.

NPONOJUKUTENBHOCTD  JKCIIEPHMEHTOB  SIBJSIFOTCS  IPUOJIM3UTENbHBIMH.
(b) PactBOopuMOCTS, OnpesneneHHasi FpaBUMETPUUECKU.
(c) Ilocne mnepBOHAYaNIbHOW 3aMEHBI PACTBOPUTENST KOJIMYECTBO TBEPABIX BEILECTB

HEOOCTAaTOYHO JIA NaJIbHENIIEero UCIOIb30BaHUs B BUAC CYCIICH3UU.
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(d) IIpoBoauTCs B XOJIOAHOM MTOMELIEHUU.
(e) O6pasusl Oe3 moaTBepxKaeHUs cooTBeTCTBUsA CGMP.

ITpumep 3: CxkpuHuHr noauMopdoB

[0338] Ecnu He ykasaHO wHOe, AUTHAPOOpOMUAHYIO coib (S)-2-(((S)-6,8-mudrop-
1,2,3,4-rerparunponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeoneHTHIaMUHO ) [TPOTIaH-2- 1T -
1H-umnnazon-4-min)neHraHaMuaa UCHOJb3YIOT B KaueCcTBe MCXOIHOro MaTtepuana. Marepuaisl,
HOJTyYeHHbIE B UCCIIEOBAHNY, UCTIONB3YIOT U BBIOPAHHBIX SKCIIEPUMEHTOB.

[0339] MUcxonmuble  Marepuanbl  MOABEPralOT  KPHUCTAUIM3ALMM  METOMAAMHU,
NPEACTABICHHBIMUA HIDKe. TBepnble BelecTBa OOBIMHO BBIACSIIOT BAaKyyMHOW (HIIbTpanmen,
00CIeny 0T B MOJISIPU3OBAHHOM CBETE U aHAM3UPYIOT ¢ momoisio XRPD.

[0340] MeTton a: DKCIEpUMEHTBI U3METbUYCHHUS

[0341] TBepnble BemecTBa CMEIIMBAIOT ¢ HEOOJNBITUMH KOJMYECTBAMU PACTBOPUTENS U
NEPEHOCST B araTOBbIM KOHTEHHEp IS u3MennbueHus. JJ00aBiIsIIOT araToBbIi AP U COEINHUHSIOT
KOHTelHep ¢ MenbHUILEH Retsch. OOpasen u3Menp4a0T B T€YSHHE OAHOTO JIBAIATUMUHYTHOTO
uukiaa npu 30 I'nq UM nepeknaagbBal0T U LUKJ HOBTOPSIOT B TEUEHHE AOMOJHUTENbHBIX 20
MUHYT.

[0342] Meton b: DxcniepuMeHTEI ¢ CyCIEH3USIMU

[0343] Teepapie BemecTBa CyCNEHAUPYIOT B YKa3aHHBIX pactBoputensx. [locme sToro
CYCIIEH3UM TEPEMEIINBAIOT MPU TeMIepaType OKpPY:)KaroIlleld cpenbl WK MPHU YCTAaHOBJIEHHOM
TeMIieparype. Uepes onpeneneHHOe BpeMsl TBEpAblE BELECTBA BbIACIAIOT.

[0344] Meton c: OcaxkaeHue pacTBOPUTEIb/aHTUPACTBOPUTETD

[0345] PacTBOpBI MCXOAHBIX MATEPHUAOB MMOJYYAIOT MPU TEMIEPAType OKPY KAKOLIEH
cpeabl WM IPU TOBBIIEHHON TeMmmeparype U (PUIbTPYIOT C HCHOJIb30BAHHUEM HEHJIIOHOBBIX
¢unbTpoB ¢ pasmepom mop 0,2 mkM. Ilociae 3TOro MX CMEMIMBAOT C TMOAXOMSIIAMHU
AHTHPACTBOPUTENISIMU IIPU MOBBIIIEHHONW TeMmepatype. Eciu BblmageHue TBEpAbIX 4acTULl HE
HaOJIIO1A€TCsI, PACTBOPBI OXJIAXKIAIOT IO TEMIIEPATYPhl OKPYKAIOIEH Cpenbl WM TeMIepaTyp
HIKE€ KOMHATHOH JINOO MPUMEHSIOT APYTHE METOABI KPUCTAIIH3ALNH.

[0346] Meton d: Kpam-ocaxxnenue

[0347] PacTBOpbl MCXOQHOrO MaTepualia MOJy4arOT IPU MOBBIIIEHHONW TemIepaTrype B
KOHKPETHBIX PACTBOPHUTENISIX M TOABEPTalOT ropsueMy (UIBTPOBAHUIO 4Yepe3 HEWUJIOHOBBIE
¢unbTpel ¢ pasmepoMm mop 0,2 MKM B MOAXOISIINE AHTHPACTBOPUTENH, TNPENBAPUTEIBHO
OXJIAK/ICHHbIE Ha OaHE C CYXHMM JIbAOM/AlleTOHOM MJIM C BOIOW/JbAOM. B cimyuae ocaxxmeHus
TBEPJbIX YaCTHIl UX CPa3y BBIAEISIOT BAKYYMHOH (pHIIbTpaIfiel B XOJOAHOM COCTOSIHUU. Ecim
pacTBOp OCTaeTcss MPO3PadHbIM, OOpasel] XpaHiAT NPU TeMIlepaTtype HIKEe KOMHATHOH WU
IPUMEHSIOT JOTOJHUTEIbHbIE METOABI KPUCTAIIU3ALUH.

[0348] Meton e: DKCEpUMEHTBI OXJIAXKAEHUS

[0349] PacTtBOpBI HMCXOAHOrO BELIECTBAa IMOJYYaOT B YKA3aHHBIX PAaCTBOPUTENSIX IpPU
MOBBILIEHHON TeMepaType C UCIMOJb30BAHUEM HarpeBaTesbHOHN IIIMTKU. PacTBOpHI MoABEpraoT
ropsiueil puIbTpaluy Yepe3 HeMSIOHOBBINA GuIbTp ¢ pasmMepoMm nop 0,2 MKM BO (hJIAaKOHBI IS

npuema B TeruioM Buae. ®rakoHbl OO OBICTPO MEPEHOCSAT B OAHIO C TEMIEPATypOill HIKE
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TEeMITepPaTypbl OKPYKArOLIeH cpenbl (00bIMHO, CYXOM JIe/alleToH) Ui Kpali-oxjaaxkaeHus (crash
cooling - CC), ynamstrotT u3 Temaoro Mecra st Osicrporo oxnaxneHus (fast cooling - FC) mnn
HarpeBaHue OTKIIIOYAIOT I oOecriedeHnss MeayieHHoro oxnaxaeHus (slow cooling - SC). Ecnu
INPOUCXOAUT OCAXACHHE TBEPABIX YACTUL, MX BBIAECNAIOT H3 OXJAXKIEHHOTO pPacTBOpa
BakyyMHOW ¢unbrpaumeir. Ecnu pacTtBop ocraercss mpo3padHbiM, oOpasel] XpaHsT IpH
TEMIIEPAaType HIDKE TEMIIEPATypbl OKPYKAIOLIEH Cpeabl WM NPUMEHSIOT JOMNOJIHUTENbHBIE
METO/bl KPUCTAJITIU3ALIUH.

[0350] Meton f: DxcnepuMeHThI UcriapeHust

[0351] PacTBOpBI HCXOMHOTO BEIIECTBA YACTUYHO BBHIMIAPUBAIOT WJIH BBIMAPHUBAIOT AOCYXa
IpU TEMIIEpaType OKpYy>Karollel cpenbl WIM IMPHU IMOBBIIIEHHOH TeMrepaType U3 OTKPBITBIX
¢aakoHoB st OpicTporo ucnapenust (FE) unn u3 GpuakoHOB, MOKPBITHIX aTFOMHHUEBOH (HOJIBroi
C TOYEUHBIMH OTBEPCTUSAMH, A MeasieHHoro ucnapenus (SE). Ilepen BeinmapuBaHueM pacTBOpPBI
(GUIBTPYIOT NMPHU TEMIepaType OKpYyKarolleld Cpeabl WIM NMPHU IMOBBIIIEHHOH TeMmIepaType ¢
UCTIOJIb30BAHUEM HEMJIOHOBBIX (PHIBTPOB ¢ pazmepom mop 0,2 MKM.

[0352] MeTon g: DxcnepumeHTbI TUPPY3UH «GKUAKOCTB-TIAP»

[0353] PacTBOpBl MCXOAHOrO MaTepuaja MOJY4YarOT MpPHU TEeMIlepaType OKpysKaroliei
cpenbl U QUIBTPYIOT uepe3 HEWJIOHOBbIE (PHIBTPBI ¢ pasMepoM mop 0,2 MKM BO (hJIaKOHBI-
NPUEMHHUKH. 3aTeéM OTKPBITbIE (PIAKOHBI TOMEINAIOT BO BTOPUYHBIE KOHTEHHEPHI C
COOTBETCTBYIOIMMHU aHTHUPACTBOPUTENAMHU. KOHTEITHEpbI repMETUYHO 3aKPbIBAIOT U OCTABISAIOT
B [IOKO€ B YCJIOBHUSIX OKPY’KAKOLIEH CPEbl.

[0354] Meton h: DkciepuMeHTBI TapOBOro CTpecca

[0355] Teepnble yacTUIbl HCXOJHOTO MaTepHaa MEPEHOCIT B HE3aKPBIThIE (PIAKOHBI U
MOMELIAKT UX BO BTOPUYHbIE KOHTEIHEPHI C MOAXOAAIIMUMYI AHTUPACTBOPUTESIMU. BTOpHUHBIE
KOHTEMHepbl T€PMETUYHO 3aKPbIBAIOT U OCTABJISIOT B TMIOKOE B YCJIOBMSX OKPY’KAOLIEH Cperbl
WIH [IPU TEMIIEPATYPE HUXKE TEMIIEPATYPbl OKPY KAIOIIEN CPEbl.

[0356] MeTton i: DkCriepuMEHTHI CTpecca HU3KOH OTHOCUTEIBbHOM BIIAKHOCTH

[0357] Teepnble YacTUIBI HMCXOIHOTO MaTepualia MEePeHOCST BO (PJIAKOH, KOTOPBIH
nometaroT oTkpbITeiM B RH emxocts, conepsxatryro P,Os. EMkocTs XpaHsaT npu Temmeparype
OKpY2Karollel cpeabl B T€UeHHE ONPEeIEHHOr O Mepruoia BpEMEHHU.

[0358] Meton j: DkcriepuMeHTHI CYIIKU

[0359] TBepable yacTULIBI HCXOHOTO MaTepuaia CylaT IIpyU TeMIlepaType OKpysKarolei
Cpebl WK MPU MOHUKEHHOM JIaBJIEHUH NPU 3aJaHHOI TeMIepaType B TeUEHHE ONpeAeIEeHHOTO
NepUo/a BpEMEHHU.

[0360] B Ttabmuume 3 mpencTraBieHbl pe3yJabTaThl CKPUHUHTA  MOJIUMOPGOB
runpodOpomunaon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-rerparunponadTanuH-2-ui)aMuHO )-N-
(1-(2-meTun- 1-(HeoneHTIIIAMUHO )IponiaH-2-wui)- | H-umunazon-4-mn)nearanamuza.

Tabnuua 3

Cucrema PesyabTaThl

Ycaosus (a) Haomonenus
pacTBopuTeseH XRPD
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o HenssectHas
ACN Cycnensus, 45°C, 2 nus wopdororisi: B/E ®opma A
o HewussectHas
DCE Cycnensus, 45°C, 2 nus wopdonorns; B/E ®opma A
ITonerrka FC ot 44°C no
RT (rpospaunsbiii).
ITepenocsT B
MOPO3UJIbHUK, 13 nHEM.
DMA/IIMCO VY npTpa3BykoBas Henocratounoe
obpabdorka, FE ¢ KOJINYE€CTBO TBEPIBIX -
(89/11)
nocynenyromum SE u 3arem YaCTHI]
FE npu RT (B pacTBOpe
NPUCYTCTBYIOT HEOOJbIINE
uribl). [Tepenocsat o6paTHO
B MOPO3WJIbHUK, 13 nHel
IToneitka FC ot 44°C no
RT (npospaunsiit).
IlepenocsT B
MOPO3WIbHUK, 13 nHeM.
YcapTpasBykoBas HenspecTHas
JIMOA obpabdortka, FE ¢ } dopma A
mopdonorus; B/E
nocnenyrouuM SE u 3arem
FE mpu RT (TBeparie
yactuupl). [lepenocar
00paTHO B MOPO3HJIbHHK,
13 gueii.
ITonwitka SC, 45°C no RT
B TEUCHUE 2 THEU.
IlepenocsT B
MOPO3UJIbHUK, 8 THEM.
JIM®A/MIBK VY npTpa3BykoBas Henocratounoe
obpabotka, FE ¢ KOJIMYECTBO TBEPABIX -
(80/20)
nocnenyomum SE u 3atem 4aCTHII
FE npu RT (B pacTBOpe
NPUCYTCTBYIOT HEOOJIbIINE
urjbl). [TepeHocsat obpaTHO
B MOPO3WJIBbHUK, 13 AHEN.
I[hd((;)(g%;[‘BE Marounas xunkocts; FE Moggﬁle:;:a]ﬂs /E ®opma A
o Heunssectnas
EtOAc Cycnensus, 45°C, 2 nus vopdhonorus; B/E dopma A
H,O Cycnensus, RT, 4 nus Moggﬁle:;:a]ﬂs /E dopma A
HewussectHas
SE mopdonorusi; B/E Popwma F
HFIPA HewussectHas
SE Mopdonorus+ue60oib ®opma J
mue uribel, B/E
MeOH . B/E uvactuiisl B ®opma B,
(06e3BOIHBII) MarouHas ;kugkocTh; FE N
IIPO3pavyHON MaTpuLe | HEyNopsiAoYeHHas

2-8°C (b)
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MeOH/aneron Henpospaunsie
(Oe3BOHBII) Martounas xxunkoctb; FE ‘{aCTPII) HI? 1e B/E ®opma C
(50/50) HEb
HewussectHas ®opma B
FE, 40°C Mopdonorus+HeO0b P ’
pa3ynopsiioueHHast
mue uribl, B/E
MeOH/aueron
HewusectHas
(50/50)
FE. RT MOP( OJIOTHSIH+HTIONTYTIPO dopma B,
’ 3pay-Hbl€ YaCTULIBI; pas3ynopsiioueHHas
B/E
S/AS moneITKa,
nobasnenue AS mpu 45°C
(cripo3pauHas);
yMEHbLIECHHe 00beMa C
MeOH/ACN nomoteto FE npu 45°C Heuspecras Popwma A,
moponorusi; B/E pasynopsiIoYeHHAs
(renenonoOHbIEe TBEPIbIE
yactulibl). JlobaBnenne AS
nipu 45°C, nepeHocsT B
MOPO3WIBHHK, ~1 MecsII.
MeOH/CHCls
- HewussectHas PasynopsigouenHas, ¢
(Oe3BOHBII) Marounas xunakocth; FE
moponorusi; B/E nukamMu Qopmer A
(40/60)
MeOH/EtOAc
(Oe3BOIHBII) MartouHnas xxungkocth; FE Crekio -
(70/30)
IMonwrtka CP 45°C/amxe
RT, nensinas 6ans (Bsi3KUe HewuspecTHas
MeOH/MTBE TBEPJIbIE YACTULIBI). Mopdonorus+HeO0Nb ®opma A
Jlensinas Ganst, 2 4Jaca, mue uribl, B/E
3atem npu RT 20 nHeit.
Bsi3kue TBepble YaCTHIIbI
ot 6094-34-04. Heussecrnas o
opma B, pasynopsino-
- JobaBneHue rentana K - | MOp(ONOrHsi+CTEKIIOB
YeHHasl
BSI3KUM TBEPIBbIM uaHble yactuusl, B/E
yactuuam, FE npu RT
ITonwrtka SC, ot 45°C mo
RT B TeueHue 2 gHeM.
NMP/EtOAc Hepenocars
MOPO3UJIbHUK, 8 nHel. | HeT TBepabIx yacTuil -
(70/30)
VYneTpassykoBas
obpabortka, 3arem FE mpu
RT.
TFE/MEK HewussectHas
(0e3BONHBI) Marounas xugkocts; FE | Mopdonorusi+crekio; ®opma A
(85/15) B/E
IMonertka CP 45°C/amxe
RT (nensinast Oansi).
TFE/MEK IlepenocsT B HewussectHas
. N ®opma A
(0e3BOIHBII) MOPO3WJIbHUK, 7 THEH. moponorusi; B/E

Bripensitor TBepable Oenbie
OXJIAKI€HHBIE YACTHLIbI
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Aueron/H,O . Crexno+Hekoropeie | Popma B, pazynopsino-
(50/50) Marotras supkocts; FE B/E 4vacTuiisl YeHHasI
CC nomnpitka ot 44°C no
Hwke RT (6ans nen/H,0,
npo3pauHas). XpaHsT B
XOJOAUIbHUKE, 13 mHel
(npo3pauHas). HenocraTounoe
JIMCO/H,0 (4/96) VY apTpazBykoBas KOJIMYECTBO TBEP/bIX -
obpabotka FE mpu RT YaCTHI]
(HEKOTOpOE KOJUYECTBO
TBEPABIX YACTHUI).
[Tepenocst oOpaTHO B
XOJIOOUIBHUK, ~5 MECSLIEB
HewussecTHas ®dopma A, BO3MOXKHO C
HMuoxcan/H,O
Marounas xugkocts; FE | Mopdoiorus+urisl, | peHTreHo-aMoppHBIM
(70/30)
B/E COZIEP>KUMBIM
HewussectHas
FE. 45°C mMopdonorusi+Hedos | Dopma B, pazynopsino-
’ [IU€ IeHIPUTHBIC YeHHast
Huokcan/H,O urisl, B/E
(50/50) HHO@HHI;BaLmﬂ’ - PentrenoamopdHast
-35°C
JInodpummzanms,
_50°C - Pentrenoamopdnast
Pozetku B
CTEKJIOBUAHOMN ®opma A, BO3MOXKHO C
IPA/H,0O (60/40) | Marounas sxxuakocts; FE mMaTpuue+ PEHTreHO-aMOpP(HBIM
HEU3BECTHAas MaTepHaIoM
mopdonorus; B/E
IPA/HO (50/50) FE, 45°C Heussecrras Dopwma B,
mopdosorusi; B/E pasynopsiio4eHHast
. Hrnei+neunssectHas | PasynopsinouenHas, ¢
EtOH/H,0 (60/40) | MarouHas xkuakoctb; FE wopdonorus: B/E mrikamu DopybI A
o HewusectHas
EtOH/H,0 (60/40) FE, 45°C wopdhonorsi: B/E ®opma D+nuku
EtOH/H,0 (60/40) Heusnecrras ®opma B,
o Marounas xugkocts; FE | mMopdonorus+urisr,
2-8°C (b) B/E pasynopsiIoYeHHAs
HewussectHas
®opma B,
MeOH/H,0 (20/80)| MatouHas sxunkocTh; FE | MOp¢onorusi+CTeKio;
B/E pa3ynopsiIoYeHHAs
HewussectHas ®opva B
TI'®/H,0 (85/15) | Marounas xkunkocth; FE Mopoorus; p ’
pa3ynopsoYeHHAs
Hekotopoe B/E

(a) CoorHomenusi pactBoputeneii (00./00.), TemmepaTypa ¥ NPOIOJDKUTEIBHOCTD
SKCIIEPUMEHTOB SIBJIIIOTCSl NPHOJM3UTENbHBIMH. TeMuneparypa XOJOIWUJIbHUKA M HU3Kas
KOMHaTHasi TeMneparypa: 2-8°C; remnepaTtypa Mopo3unbHuka: ot -10°C go -25°C.

(b) MaTouHy0 KHUAKOCTb MOJYHAOT OT cycneHs3uu npu 2-8°C. BrinapusaHue npoBOAAT

IIPU TEMIIEPATYPe OKPYKAIOLIEH CPeJIbl.
(c) O6pasusl Oe3 noaTBepxKAeHUs cooTBeTCTBUA CGMP.



79

[0361] B Ttabmuume 4 mpencTaBiIeHbl pe3yJbTaTbl CKPUHUHTA  MOJIUMOPGOB
nuruapodbpomunnoit comu (S)-2-(((S)-6,8-nudrop-1,2,3,4-rerparuapoHadTanuH-2-11)aMUHO)-
N-(1-(2-metwn-1-(HeoneHTHIAMUHO )Ipotian-2-un)- | H-umunazon-4-un)nearanamMmua,  UCXOMs
U3 PEHTreH0aMOp(HOTO MaTepHuaa.

Tabnuma 4

Cucrema
» Ycaosus (b) Hao6aronenuns PesyabTaTel XRPD
pcTBOpUTEJIeH
ITepememnBanue, CHCls,
RT, 3 nus (BA3KHE TBEPbIE
qacfn L,E) I[o6aBn$HIZ)I; Hemssectras
CHCls/renran 1o mopdoorus, dopma E,
rentad npu RT
43/57 SKCTpPEMaJIbHO KPUCTAJUTMYECKasi C
. (HeOonblINE,
(6e3BOAHBII) MaJICHbKUE pasynopsigo4e-HueM
TOHKOU3MEJIbYEHHBIE
yacTuibl, B/E
TBEPJbIE YACTULIBI);
CyCrneHsus, | AeHb.
HewussecTHas
Mopd oJIoTHsI, OUeHb
EtOH Cycnensus, RT, 3 nus PP dopma A
MaJIeHbKHe
vactuisr, B/E
IlepememuBanue, MEK,
RT, 3 nus (Bsi3kue TBEpABIC
yacTullbl). Jlo0aBnsoT
rentad rmpu RT HewussecTHas
MEK/rentan P
62/38 (nebonbinue, MOP(hONOTHsSI+HEKOT dopma G,
. TOHKOU3MEIbYEHHBIE 0poO€ KOJIMYECTBO a3yIopsiaO-4eHHas
(6e3BOIHBIN) p pasynopsn
TBEpIbIE Bs13kux vactulr, B/E
YaCTHULbI+HEKOTOPOE
KOJIMYECTBO BSI3KHX
YaCTHLl); CyCneH3usi, 1 eHb.
. Henpospaunbie
[Taposoii crpecc, RT, 6 posp
Tonyon o YaCTULbHHECKONBK | PeHTreno-amopdHast
JTHEH
o vactui ¢ B/E
HewusectHas ®opma H,
XM ITaposoii cTpecc, moponorusi; B/E | pa3synopsino-deHHas,
MOPO3WJIbHUK, 6 nHEeH PactBOpuTEND BO3MOXKHO HaJIM4uHne
MIPUCYTCTBYET. Dopmbl A
HewussecTHas
MeOH/aneron
Here LVD, RT MOP(OIOTHSI+HTJIBI; ®opma A
(6e3BOMHBIN)
B/E
HewussecTHas ®opma B,
MOPQOJIOTHS+HEKOT | pa3yrnopsigo-4eHHasd,
Jnokcan Hsmenvuenue; 1 nquxi, 30 P pasynopsa
. opble BO3MOKHO
(6e3BOAHBII) I', 20 MunyT
MOJTy TPO3HAYHBIE NIPHUCYTCTBHE
yactuubl, B/E Dopmel G
HewussecTHas
Hsmenpvuenue; 1 nquxi, 30 ®dopma A,
IpOAc T'it, 20 MHHYT mMoponorusi+Hedon A3VIIODSLO-dOHHAS
’ y biiue urisl;, B/E pasyropan
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ITepeHocsT B MOPO3UIIBHUK,
~5 MecsiLieB

TBEPABIX YACTHI]

HewussecTHas
FE, 30°C. sarem MOpPQOJIOTHST; HET
DCE oxnaxaatoT A0 RT u TTOAXOLALIIX Pazynopsino-uenHas
KPHCTAJJIOB AJIs
NEPEHOCSAT B MOPO3UIIbHUK
OTIpeeNIeHuUs
CTPYKTYPbI
S/AS, nobasmsror AS npu
Auneron/MeOH/ | 30°C. Xpansar npu 30°C B OueHb TOHKHE Dooma A
MCH 14/17/69 TeueHue 3-4 4acoB, 3aTEM urisl, B/E p
oxsaxaaroT 10 RT
Hacsimennslii pactsop, HexocTaTouroe
CHCl3 XpauaT mpu RT 1 new. KOJIMYECTBO -

(a) Bce oOpasipi,

coorBercTBust cGMP.

nonyyeHHble or LIMS 386797, He wuMeroT mNOATBEpXKAEHUS

(b) CoorHomenue pacrBoputeneii (00./00.), TemmepaTypa ¥ NPOIOJIKHUTEIBHOCTD

SKCIIEPUMEHTOB  ABJIAIOTCA HpI/I6J'II/ISI/ITeJ'II:>HbIMI/I.

Temneparypa XOJOOUJIBHUKA W HH3Kas

KOMHaTHasi TeMreparypa: 2-8°C; remnepaTtypa Mopo3uibHuka: ot -10°C no -25°C.

Ipumep 4: IMonyyeHue pedrreHoamopdHOro Marepuaja

[0362] PacTBOp MCXOMHOrO Marepuaja MPUrOTABIMBAIOT B cMecu Auokcan/Boaa (50/50)

IpU TEeMIlepaType OKpyKaromed cpenbl H (QUIbTPYOT B KpymionoHHyr KonOy. Konby

OXJIKIAIOT Ha OaHe CO CMEChI0 CYXOM Jien/alleToH i 3aMopo3ku pactBopa. Ilocie 3amMmopo3ku

ero MnomemarT B Juodmimszarop ¢ Temneparypoi npubnusurenbHo -50°C U BBIACPKUBAIOT B

YKa3aHHbIX YCJIOBUAX B TCHCHUEC ABYX I[HGfI.

IIpumep 5: TlonydeHue BbI6DaHHbIX MarepruajioB

[0363] B Tabnuue 5 npencraBieHbl yCIOBHs NOTY4EHHs BBIOPAaHHBIX MAaTEpUAJIOB.

Tabmuua 5
Henesoi Cucrema PesyabTaTbl
MaTepua paCTB(:g)l/lTeJI Ycaosus (a) Hao6aronenus XRPD
HewussecTHas
FE, RT MopdoJorus; Popma B,
B/E pasynopsiio-uyeHHas
FE, RT.
HewussectHas
XpaHAT TBEpAbIE . ®opma B,
Mopdodorus;
YJaCcTULIbI B B/E pasymnopsiio-uyeHHas
MOPO3UJTIbHUKE
®opma B MeOH SE, RT. AHaIMBHPYIOT
TBepable YaCTULBI S
DAHST B - BJIQJKHOI.
P ®opma D
MOPO3UJIbHUKE
Ot 6094-34-02.
ITaposoii ctpecc, RT. HewussectHas
TBepable yaCTULBI Mopdoorus; ®opma A
XpaHsT B B/E
MOPO3UJIbHUKE




81

[Tonyyarot
HACBILIEHHbIN
pactBop npu 45°C, Her
3ateM SC o RT. TBEPbIX YaCTHULL
IlepenocsT B
MOPO3HUJIBHUK
Hewussec
THast
FE, 45°C.
MeOH mMopdonorus,
TBepapie
/anieToH B/E gactunpl, ®opma D
YaCTHUILbI XPAHST B
50/50 WHKaIICyJINUpO-
MOPO3UJIbHUKE.
BaHHbBIE B
pacTBOpHTEIE
[Honyyarot
HACBILIEHHbIN
pactBop B MeOH mpu
45°C; npu
MeOH HeGonb
MOBBILIEHHON dopma A
/anieToH e urel, B/E
TeMIeparype
100aBJISIIOT AL[E€TOH.
SC no RT
(MOMyTHEHUE).
SE, RT. AHanuzupy
MeOH
TBepabie IOT BO BJIQKHOM
/HFIPA -
YaCTHUILbI XPAHST B COCTOSIHHH.
60/40
MOPO3UJIbHUKE ®opma M
SE, 3arem FE, CrexoB
RT. AIHAas
Aueron/H,O
50/50 SC, ot 50°C Her
1o RT Ilepenocsr B -
TBEPbIX YaCTHUL
MOPO3UJIbHHK.
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Hewussec
LVD, RT.
THasi
MeOH Teepabie ®dopma B,
MOpPQOIOTHsI+CT
/MTBE YACTHULIBI CYLIAT Ha pasyrnopsino-4eHHasi
exJ000pasHas;
BO3yXE
B/E
ITponomkeHue TabIuLbI 5
Henesoi Cucrema Pe3yabTaTbl
MaTepua paCTBOiz)l/lTeJIe Ycaosus (a) Hao6aronenus XRPD
Hewussec
THast
MeOH/a
Mopoorus;
LIETOH
FE, 45°C B/E+Hekoropoe ®opma C
(6e3BOMHDIN)
KOJIMYECTBO
50/50
HETNPO3HAYHBIX
YaCTHI
MeOH/a FE, 45°C.
LIETOH Teepabie dopma
® (0e3BOHbII) YaCTHULbI XPAHST B C+ne0oplune MUKH
0
50/50 MOPO3UJIbHUKE
pma C
Ot 6141-67- dopma
02. VO, RT, 1 nenbs. C-+Hebonpliure MUKU
CycnieHzus,
Heussec
RT, 1 neuvn;
THasi
MeOH/a | TBepzbie 4aCTULIBI
MOpG ONIOTHs,
L[ETOH HeHTPpUuPyrupyror, dopma
HeOoIbIINe
(6e3BOIHBIN) FE mato4HOi1 C+HeOoJbLINe MUKU
YACTHIIBI;
50/50 skuakoctu. Teepable
HEKOTOpOe
YACTHIIBI XPAHSIT B
kosmyecTBo B/E
MOPO3UJIbHUKE
Hewussec
®dopma
THasi
EtOH/H,0 D+mmiku, MoxkeTt
®opma D FE, 45°C MopdoJorus+H
60/40 TaK>K€ COJIEPKaTh
ebonbinue

uribl, B/E

Dopmy A
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AHanusupy
FE, 45°C. FOT BJIAJKHOM.
XpaHaT B - Pazynopsino-
MOPO3HJIbHUKE YEeHHAas1, CONEPIKUT
®opmy D
SC, or 45°C
no RT, zarem FE, Crekio -
RT.
Hewussec
THast
CycnieHzus,
Mopdoorus, ®opma A
RT
HeOoubLIHe
vactuisl, B/E
Hewussec
MeOH/
Cycnensus, THas
H>,O dopma A
RT Mopdoorus;
35/65
B/E
CycnieHsus,
RT, 7 nueit,
IOOABJISIIOT IEITaH,
MEPEHOCHT B Heussec
CHCl5/r MOpPO3WIBHUK, 10 THast
enTaH nuei. JlobaBsitor | Mopdoaorusi+ct Penrreno-
(6e3BoaHBIIT) renTaH, 3ateM SE eKIoo0pasHas amopduas
43/57 IIpU TEMIEPAType CTPYKTYpa;
®opma E OKpPY’Karo1en Hekotopble B/E
(b) cpeanl. TBepabie
YaCTHULbI XPAHST B
MOPO3HIIbHHKE
Cycnienzus,
CHCls/r | CHCIs, RT, 5 gueit Hewussec
®opma E,
enTaH (Bsi3Kast). THas
yJIy4IIeHHAasI
(6e3omnbiii) | JloGaBnsroT rentaH. | MOpQOIOTHs;
KPHUCTAJUTNYHOCTD
(33/67) Cycnensus, RT, 7 B/E

IHEH.
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. Cucrema
Heaesoi acTBOpHTEIE Ycaosus (a) Haomonenus PesyanTaTer
MaTepHAaJl p ; A XRPD
CycneHsus,
RT, 7 nueii;
nobaeisiroT JIXM,
MEePEHOCST B
Hewuzgec
MOPO3MIbHUK, 10
THast ®opma K,
nHel, 3arem SE npu
MopdoJorusi; | pa3ynopsiio4eH-Hast
TeMIeparype
®do XM . B/E
OKpPYIKaroIIIeH
pma H (b)
cpenanl. TBepablii
MPOAYKT XPAHSAT B
MOPO3UIbHUKE
ITaposoi Hewussec
AHanornyHa
cTpecc, THast
Dopwme H,
MOpPO3WJIbHUK, 13 MopQoIIoTHs;
pa3ynopsiIoYeHHAsT
ITHEMN. B/E
SC ot 45°C;
MEPEHOCST B
MEK/re
MOpO3UJIbHUK, 14
NTaH
nHeil, 3arem SE nipu Bszkas -
(6€e3BOIHBIN)
TeMreparype
58/42
OKpY Karo1en
dopma G
cpenbl
(b)
CycnieHzus,
MEK/re | MEK, RT, 5 gueii Hewusec
NTaH (Bsi3Kast). THas
®opma A
(6e3BomHbIi) | JoOaBnsroT renTaH. | MOpQONOTHS+HI
43/57) Cycnensus, RT, 7 ribl;, B/E
IHEeN
Hewusgec
®o THas AHanorunyHa
HFIPA SE
pma F (b) Mopdoorus; ®opwme F

B/E
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do
pmaJ

HFIPA

SE. Hewussec
Teepabie THast
®opma L
YaCTHULbI XPAHST B Mop¢oorus;
MOPO3UJIBHUKE B/E
TBepapie
ITaposoii
YACTUIIbI -
cTpecc
PacTBOPEHBI
Or 6141-53-
02. Heussec
®dopma
SE, RT. THast
F+muku; cimabo
TBepabie YaCTHUIIBI mMoponorus;
KPUCTAJUTH-YECKas
XpaHsT B B/E
MOPO3UJIBHUKE
Hewussec
dopma
N3menpuenn THast
A+nuku,
e; 2 nukia, 30 I't, MopdoIoTHs,
CHIDKEHHAS
20 MUHYT HeOoubLIme

vactuisl, B/E

KPUCTAJLJINYI-HOCTDb

(a) CootHomenue pactBopureneii (00./00.),

OKCIICPUMEHTOB  ABJISIFOTCSA l'IpI/I6J'II/ISI/ITeJ'IbeIMI/I .

TeMmeparypa u

IPOAOIZKUTEIIbHOCTD

TemnepaTypa XONOAMJIBPHHKA M HU3Kas

KOMHaTHas Temneparypa: 2-8°C; Temneparypa Mopo3uibHuka: ot -10°C no -25°C.

(b) PenTtreHoamop¢HbIli Marepuan HCHONB3YIOT B KAdyeCTBE HCXOJHOTO BEINECTBA.

Marepuan He UMeeT moAaTBepkAeHHs cooTBeTCTBHsI CGMP.

(c) O6pasubl He UMEIOT MOATBEPKAEHUS cOoTBeTCTBUsI CGMP.

[0364] B Tabnuie 6 npencraBieHbl YCIOBUS CYIIKH BHIOPAHHBIX MAaTE€PHAJIOB.

Tabnuna 6
Hexommbin Yenosus () PesyabTaTrel XRPD
MaTepHua
AHanmoruyueH o
dopwme F VO, 45°C, 1 nenp CootserctByer ®opme F
®opma F VO, 77°C, 1 nenb CooteerctByer @opme F; ciabo

KPUCTAJIJINYCCKAs

VO, 75°C, 1 neun

CootserctByer @opme D

Cywar Ha P,Os, RT, 17 nueit

®opma D RH nipu oty : 3% CootserctByer @opme D, BbIOpaHHBIE TUKH
RH nocne xpanenus: 43% CO CTIA0KIMH CABHTaMH

Dopma M BosgymHas cymka, 1 nesp Ananoruusa Popme F

Dopma E 120°C, 8 yacos PasynopsinouenHas, ananorndna @opme B

(a) Temnepatypa, RH 1 1aurenbHOCTb S3KCIEPUMEHTOB SIBJISFOTCS TPUOIM3UTEIbHBIMH.

IIpumep 6: DKCIIEPUMEHTHI B3AMMHOI'O IIPEBPAILEHUS
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[0365] HMcxonnble MaTepuansl, 3a ucimodeHueM Popmbl A, cyliaT B BaKyyMHOH Me4u
npu 45 C B Teuenue npuOIM3HTENBHO 1 1Hs. TIPHIOTABIMBAIOT HACKILIGHHBIE PACTBOPBI POPMbI
A B KOHKPETHBIX CHCTEMAax PacTBOPUTENEH M BHOCAT 3aTPAaBOYHBbIE KPUCTAJUIbI BBICYIIEHHBIX
marepuanoB U @opmel A. O0pasupbl NepeMEIInBaOT B F€PMETUYHO 3aKPBITHIX (PJIAKOHAX MPHU
TeMIepaType OKpysKaroliel cpebl B TedeHne NPUOINU3UTENbHO OJTHON HeJeNu.

[0366] B Tabnume 7 mpencraBieHbl pPe3yJbTaThl 3KCIEPUMEHTOB B3aUMHOIO

IPEBPALICHHUS.
Tabnuua 7
. PesyabTaTnbl
Hcxoanblii maTepuaJ (a) Ycaosus (b) XRPD
3aponsiu @opmel A, @opmel D, @opmbl MeOH cycnensus, RT, 1 ®opma A
B, ®opmel E, ®opwmsl F, ®opmbr G HeAclA
’ ’ ’ ’ MEK/IM®A 50/50,
®Dopwmsbl J ®opma A
cycnensus, RT, 1 Henens
3aponbiiu @opmel A, @opmel D, @opmbl ELOH/H-0 60/40 cycriensus,
B, ®opmel C, @opmel E, @opwmst F, ®opma A
RT, 1 nenens
Dopmel G, Popmsl J

(a) Bce marepuansl, kpome @opmbl A, nepes SKCIIEPUMEHTAMHU CyIlaT B BaKyyMe IpHU
45°C B Teuenue ~1 gHs.

(b) Temneparypa u MPONOJKUTEILHOCTD SKCIIEPUMEHTOB SIBJITFOTCS
NPUOTN3UTENbHBIMU.

TIpumep 7: DKCIEPUMEHTHI BLIPAIIUBAHNSI MOHOKPHCTAJJIOB

[0367] OOGpasupr @opmbl A 00pabaThIBAIOT € HCIOJIB30BAHHEM OIHMCAHHBIX Jajee
METONOB KpuCTamau3aiuu. Jliast Toro, 4roObl BbI3BaTh KPUCTAJUIM3ALMIO, B OTAEIBHBIX
SKCHEePHUMEHTaX N00ABISIOT 3aTPaBOYHbIE KPUCTAILTBI DOpMBI A.

[0368] MeTon a: DxcrieprMeHThI BbITapUBAHUS/yMEHbIIEHUST 00beMa

[0369] PacTBOpBl MCXOQHOrO MarepHaja MOJABEPrar0T YaCTUYHOMY BBIAPUBAHUIO HIIU
BBIMIAPUBAIOT JJOCYXa MPHU TeMIIepaType OKPY KarolIel cpenbl WK MPHU MOBBIIIEHHON TeMepaType
U3 OTKPBITHIX (IakoHOB s ObicTporo ucnapenus (FE) wmu u3 (GrakoHOB, HETIJIOTHO 3aKPBITHIX
WIA TIOKPBITBIX QJIIOMUHUEBOH (DOJIBIOM C TOUEYHBIMH OTBEPCTUSMHU JJII MEAJICHHOTO
ucnaperus (SE). [Tepen BeImapuBaHueM pacTBOPbI (PHIBTPYIOT NPU TEMIIEPATYPe OKPYIKArOIIeH
cpeabl WJIM TPU TOBBILIEHHOH TeMmepaType ¢ HCIONb30BAHUEM HEHJIOHOBOro (uibTpa ¢
pazmepom nop 0,2 MKM.

[0370] MeTon b: DxcnepumeHTbI TUPPY3UH «KUAKOCTH-TIAP» H «CKUAKOCTh-KUAKOCTHY

[0371] PacTBOpBI HCXOQHOrO MaTepuania MOJydaloT B KOHKPETHBIX PACTBOPUTENSAX MpPHU
TeMITepaType OKpYyKaromel cpeabl W OOBIMHBIM 00pa3oM (GUIBTPYIOT Hepe3 HEHIOHOBBIN
¢unbTp ¢ pazmepom nop 0,2 mxm. s nudpdysun «xuakocte-map» (liquid vapor diffusion -
LVD) ¢nakonsl ¢ oTGUIBTPOBAHHBIMU PACTBOPAMH TOMEINAIOT BO BTOPUYHBbIE KOHTEHHEPHI C
NOIXOAIMMH aHTUPACTBOPUTENSAMU M OCTAaBJSIOT B MOKOE NPHU TEMIEpaType OKpy Karollei
cpembl WM TIpH TEMIEpaType HHXKE TeMIepaTrypbl okpyxawoomeid cpensl. dns auddysun
«oxugkocTh-kuakocTh» (liquid-liquid diffusion - LLD) pactBopbl TecTHpyemMoro marepuaia

OCTOPOIKHO MPUBOAAT B KOHTAKT C KOHKPCTHBIMH PACTBOPUTCIIAIMU U OCTABJISIIOT B ITOKOC IMPU
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TEeMIepaType OKpPYKAKLIeH Cpeabl WIH NMPH TEMIEpaType HIXKE TeMIepaTypbl OKpYIKarolen
Cpensl.

[0372] Meton ¢: DKCIEPUMEHTHI OXJIAXKAEHUS

[0373] PacTBOpBI MCXONHOTO MaTepuana MOJy4YaroT MPU MOBBILIEHHON TeMIeparype ¢
UCIIOJIb30BAHUEM HAarpeBaTeNbHON IUIMTKHU JUJIsl HAarpeBa. 3aTeM pacTBOPHI MOJIBEPraroT ropsiueit
(uIpTpanyy ¢ UCTIONIB30BAHIEM HEWJIOHOBOTO (HIbTPa ¢ pazmepoM nop 0,2 MKM, OCTaBIISIIOT Ha
HUCTOYHUKE HarpeBa M MEIJICHHO OXJIAXIAKT 10 ycTaHOoBIeHHOU Temmepatypsl (SC). Uepes
OTpeNeIeHHbIN MEPUOT BPEMEHHU PACTBOPBI AOMOJHUTEIBHO OXJAKAAIOT O TEMIEPATypbl HIKE
TEeMIEepPaTypbl OKPYKAIOIIEH CPEIbL.

[0374] B Tabnuue 8 npeacraBieHbl pe3yJbTaThl BbIPALIMBAHUS MOHOKPUCTAIUIOB DOpMBI

A.
Tabmuua 8
Cucrema
pacTBopuTeseii Yciaosus (a) Haoaroaenus Pe3yabTaTrel XRPD
LLD; xpansr s Her noaxonamux
JIM®A/DEE XOJIONUJIBHUKE, O -
KPUCTAJIJIOB
HeleNlb
Her nogxonsmmx
TIM®A/EtOAc LVD KPHCTAILIOB; dopma A
HEU3BECTHAs
mopdonorus; B/E
LVD, cnyctsa 15 nueit
JAM®DA/IPA Mogf)};;ii;ﬁf~ 5 Her TBepabIx HacTuiy -
MeCSIIEB
Her nopxonsimmx
KPUCTAJLJIOB;
IM®DPA/MEK LVD, 5 nueit HEU3BECTHAas Popma A
Mopdonorus+HeO0b
e uriiel, B/E
LVD, uepes 5 nueii,
JIMODA/TT' D MOEZE;?;;Z:{?N 5 Her tBepabIx yacTuu -
MECSILIEB
Her nogxonsmumx
MeOH/aueron SE, 45°C, ¢ KPUCTAJJIOB;
(64/36) MIPUMEHEHNEM 3aTPaBKU HEU3BECTHAas i
mopdosorusi, B/E
Her nogxopsmmx
KPUCTAJIJIOB;
o | o | Sl
UTJI0NON00HbIE
yacTuilbl; B/E
MeOH/CHCl; SE HewnssectHas ®opwma B,
(50/50) mopdodorusi; B/E pasynopsiioueH-Hast
HHK%?&E;HOH LLD Her TBEpabIX HacTuiy -
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LLD; xpansT B

MEPEHOCAT B

MeOH/DEE XOJIONUJIbHUKE, O - -
HEJENb
MeOH/rentan LLD - -
LLD, Hi>ke KOMHATHOM
MeOH/rentan TEeMIIEpaTypbl Her tBepabIx yacTuLl -
(MOPO3MJIBHUK)
Her nogxonsaumux
MeOH/MTBE SE KPUCTAJLJIOB; ®opma B,
(80/20) HEU3BECTHAas pas3ynopsiioueHHas
mopdonorusi; B/E
TTombiTka SC, ot 45°C
1o 30°C; 3arpaBka
®Dopwmel A; 30°C, 11 Her TBepabIX vacTuiy -
nueit. [lepenocsr B
MOPO3WIBHHK, 16 nHEl.
NMP FE oT noBbIlIeHHO
Temnepatypsl (ot 40°C Urnei+uaebomnpinne
10 30°C), zarem YaCTHUILIbI, ®opma N, mosker
oxnaxaarT 10 RT u HEU3BECTHAs conepsxatb Popmy C

mopdonorus; B/E

MOPO3HJIHHUK.
SC, or 45°C no 30°C;
3aTpaBka @opmsl A;
PG 30°C, 11 gueii, 3aTeM
NEPEHOCHT B
MOPO3WJIBHUK, 16 nHE.

Her TBepabIX HacTuiy -

(a) CoortHomenue pacrBopureneii (00./00.), Temmeparypa M TMPONOJDKUTENIBHOCTH

SKCHEPHMEHTOB SIBJISIIOTCSl NPUOIM3UTENbHBIMU. TemmepaTypa XOJOAWJIbHHUKA U HHU3Kas
KOMHaTHas Temneparypa: 2-8°C; Temneparypa Mopo3uibHuka: ot -10°C no -25°C.
(b) O6pazubl 6e3 moaTBepskaeHust coorsercTBust cCGMP.

ITpumep 8: IMopowmkosas peaTrreHoBckas nudpaxums (X-ray Powder Diffraction - XRPD)

[0375] Meton a: ['eomeTpus nmponyckaHus
(ITPAI') mnonyuaroT Ha
mudpakromerpe PANalytical X'Pert PRO MPD ¢ ucnons3oBanuem mnanaromero mydka Cu

[0376] IlopowmkoBble pEHTTeHOBCKHE AUPPAKTOrPAMMBI
pamuanyy, TOJYYEHHOrO0 C UCIONb30BAHUEM IMHHO(POKYCHOTO HMCTOYHHKA C TOHKOH
doxycuposkoit Optix. Jlnsa ¢okycupoBkn penrrenoBckux gydeit CuKo uyepes obpaszer Ha
JETEeKTOP HCMOJb3YIOT MHOIOCJIOWHOE 3€pKajo ¢ JSJUIMNTHYECKON rpanyuposkoil. Ilepen
aHanu3oM wuccrienayroT obpaszery kpemuusi (NIST SRM 640d wmu 640e) ans Bepudukanuu
nonoskenust muka Si 111 B coorBerctBum ¢ ceprudukanmein NIST. Ilpemapar obpasma
3KMMAIOT MEXAY MJIEHKAMU TOJIIMHON 3 MKM M aHAJIHU3UPYIOT Ha F€OMETPUI0 MPOMYCKaHUS.
Jins MuHUMEA3AUH (OHA, CO3ABAEMOr0 BO3YXOM, HCIIOJB3YIOT MOTJIOTHTENb JIy4a, KOPOTKHHA
AHTUPACCEUBAIOLIMN  YIAJUHUTENIb W AHTHUPACCEMBAIOLIMN HOXKEBOM  Koymumarop. /[l
MUHUMU3ALUN YIIUPEHUs BCIEACTBUE OCEBOIO PACXOXkAE€HUs Hcnonb3yroT wenu Connepa s
Hudpaxrorpammsl

najarimero u AudparupoBaHHOTO IMyYKOB. MOJIy4YarOT C IOMOLIBIO

CKaHHUPYIOLIIO MO3ULHMOHHO-4YBCTBUTENbHOTO AeTektopa (X'Celerator), pacnojioxk€HHOro Ha
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paccrosinuu 240 MM ot o0Opasia, u nporpammHoro obecnieuenus: Data Collector software v.2.2b.

[0377] Meton b. I'eomerpus orpaxeHus

[0378] IIPAI' momyuator Ha nudpaxromerpe PANalytical X'Pert PRO MPD c
ucronb3oBaHueM maparomero nydka CuKo-u3nyueHus, MONYyYE€HHOTO € HCHOJb30BAHUEM
JJIMHHO(POKYCHOTO UCTOYHHMKA C TOHKOW (POKyCHpPOBKOH M HuKeneBoro ¢uibrpa. Mcnonb3yroT
nudpakTomMeTp ¢ KOHPUrypaLue, MoJy4eHHOW ¢ MCIOIb30BAHHEM CUMMETPUYHOH IeOMeTpUH
bparra-bpenrano. Ilepen ananuzom uccnenyroT odpaszen kpemuusi (NIST SRM 640d unu 640e)
st Bepudukanuu nojioskeHust muka Si 111 B coorBetcTBuM ¢ ceprudukarnuent NIST. IIpenapat
oOpasla mojydarOT B BUAE TOHKOTO KPYIJIOrO IUIACTA, IIEHTPHUPOBAHHOTO IO KPEMHHEBOH
NOJIOJKKE C HyJIeBbIM (poHoM. [t MuHMMU3au poHa, CO37aBAEMOr0O BO3AYXOM, HCIIOJB3YIOT
npoTuBopaccenBaromue menu (antiscatter slits - SS). Jns MUHUMH3AIMN YITHPEHUS BCIEACTBUE
OCEBOTO PACXOXAEHUS HCIONB3YIOT TmpoTuBopaccenBaromue mmenu Comnepa (SS) s
NaaroIero u TugpparupoOBaHHOTO My4YKOB. [l pakTorpaMMbl 3aMUCHIBAIOT C UCMOIB30BAHUEM
CKaHHUPYIOLIEro MO3UIMOHHO-UYyBCTBUTENbHOTO Aerekropa (X'Celerator), pacmoyioxk€HHOTO Ha
paccrosinuu 240 MM ot 00Opasia, u nporpammHoro obecneuenus: Data Collector software v. 2.2b.

IIpumep 9: Tepmorpasumerpuueckuii ananns (TGA)

[0379] TGA ananu3s mpoBonAT ¢ ucnosib3oBanueM amnmnapara TA Instruments 2050 unu
TePMOTrpaBUMETPUYECKOro aHamm3aropa Discovery. KanmOpoBky Temreparypbl MPOBOISAT C
ucronb3oBaHueM Hukenst u Alumel™. Kaxapiii oOpaszer] momemarT B aTOMHHHEBYIO HIIN
TUTATUHOBYIO Yamky U BHOCST B TG meus. [leub HarpeBaroT B moToke asora. Ha koge merona Ha
TEPMOrpaMMe COKpAILIEHHO YKa3bIBAAIOT HAYAJIBHYI0 W KOHEUHYIO TEMIIepaTypy M CKOPOCTHb
HarpeBa, Hanpumep, «25-350-10» oznauaet «ot 25°C no 350°C npu 10°C/mun.».

IIpumep 10: JluddepeknmanpHas ckanupyromas kanopumerpus (Differential Scanning
Calorimetry - DSC)

[0380] DSC ananm3 mpoBOIAT ¢ UCHONb30BaHNEM AU EPEeHIHATBHOIO CKAaHUPYIOIIETo

kajgopumerpa TA Instruments Q2000. KanubpoBky TeMmepaTypbl MPOBOAST ¢ UCMOIb30BAHUEM
kamuOpoBaHHoro mo stanoHam NIST wmerammmyeckoro wuuams. OOpasen MOMELIAOT B
amomuHueByro 4amky st DSC (TOC), 3akpbIBatOT KPBIIIKOH M TOYHO OMPENENSIOT Maccy.
B3BemeHHy0 aMIOMHHHMEBYIO YalIKy B KadecTBe KOHTPOJBHOrO oOpas3la MOMEIaroT Ha
KOHTPOJIBHYIO CTOpOHY siueiiku. Ha xome Meroma Ha TepMorpaMme COKpAaIleHHO OOO3HaueHa
HayvajibHas U KOHEUYHas TeMIlepaTypa U CKOpPOCTb Harpesa, Hanpumep, Harpumep, «-30-250-10»
o3HauaeT «oT —30°C no 250°C npu 10°C/Mun.».

Ipumeps! 11: Tepmorpasumerpuyeckuil ananus ¢ uappaxkpacuoli cnekrpockonueii (TG-

IR)

[0381] TepmorpaBumerpuueckuii aHanus ¢ uH(pakpacHoit crekrpockonueii (TG-IR)
npoBomsaT Ha TepmorpaBumerpuueckoM (TG) amammzarope TA Instruments model 2050,
COIPSDKEHHOM ¢ HMH(pakpacHbIM criekTpodoromerpoMm ¢ mnpeodpasoBanueM Pypwe (FT-IR)
Magna-IR 560® (Thermo Nicolet), ocHameHHbIM naTunKOM cpepHero/nanpHero MK-nnanazona
(Ever-Glo), cBeronmenutenem Ha ocHoBe Opomuna kamusi (KBr) u  pryTHO-KagMueBBIM

TEJUTYPUAHBIM AeTekTopoM (mercury cadmium telluride - MCT-A). Bepudukanuro aiuH BOJIH
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FT-IR npoBomsT ¢ HUCHOJBb30BAaHUEM IMOJUCTHPOJIA, a B KauecTBe cTaHnmaptoB mia T1G-
KaJTMOPOBKU UCTONB3YIOT HUKENb U Alumel™. O0paser momMeImarmT B IJIATHHOBYIO YAIIKY IS
obpasuoB u BHOCAT B TG-meub. TG-anmmapaT BKIIOYAIOT nepBbM, cpady mnocie storo FTIR-
cnektpometp. [Ipubop TG pabotaer B mOTOKE refusi, MpoImyckaeMoro co ckopoctbio 90 u 10
CM’/MHH. JUT TIPOJBKM ¥ GaaHca, COOTBETCTBEHHO. Ileub HArpeBaioT B arMocdepe reiust co
ckopoctbro 20°C/mMuH 1o koHeuHoit Temneparypsl 250°C. MK-criekTpsl 3anuChIBAIOT TPHMEPHO
Kaxasle 32 cekyHabl B Tedenue npuMepHo 13 munyT. Kaskasnii MK-cniektp npencrasiser codoi
HaJO)KeHHUE 16 CKaHMPOBAHUN CO CIEKTPAJBHBIM paspeuieHuem 4 oM Jleryune BeecTBa
uneHTuGuuUpyroT no naHHbIM Oa3bel maHHbBIX High Resolution Nicolet Vapor Phase spectral
library. Tlouck B 3TOl 0ase MAaHHBIX PACCMATPHBAETCS KaK HE MEIOLIUIN TMOATBEPKACHUS
coorBercTBusi cCGMP.

Ipumep 12: Mukpockonus B noaspusosaHHoM csere (Polarized Light Microscopy -

PLM

[0382] MccnenoBanue METOOOM ONMTUYECKONW MUKPOCKOITHH MPOBOMSIT C UCTIOIb30BAHUEM
mukpockona Leica DM LP, ocnamennoro usetHodl wnugposoit kamepoir SPOT Insight™.
Kaxxnpiii oOpaszeny momemarT Ha MPEIMETHOE CTEKJIO, 3aKPhIBAIOT TMOKPOBHBIM CTEKJIOM H
N00aBJSIOT KAIUTFO MHHEPAJIBHOTO Macia, YTOOBl MOKPBITh 00pasen 3a CYeT KamMJUIIPHOCTH.
Kaxnpnii obpasen wccnenyroT ¢ ucnojb3oBaHueM oObekTuBa 0,8-10,0% €O CKpeleHHbIMU
NOJISIPU3ATOPAMH M KOMITEHCATOPOM KPACHOTO MEPBOTO MOPSIIKA.

IIpumep 14: BuruncaurenbHble METONLI (MHAEKCALNST)

[0383] VYcnemnass wnpekcammsi IIP/IIT ykaseiBaeT Ha TO, 4TO OOpas3el] COCTOUT B
OCHOBHOM M3 OIHOH KpucTayundeckoi ¢aspl. COOTBETCTBHE IMOJIOKEHUN Pa3peIleHHBbIX IMUKOB
NOJIOKEHUSIM HaOMIOZJaeMbIX THKOB YKa3bIBa€T HA JOCTOBEPHOE OIpEAeSieHHE 3JIEMEHTAPHOU
siuetikn. Mupexkcaumto mposogsT ¢ ucnonb3oBanneM X'Pert High Score Plus 2.2a (2.2.1) u
TRIADS™.  Hukakue TMOMNBITKM  MOJIEKYJSPHONH  YHNAKOBKM  JUIsI  NOJATBEPXKAEHUS

NpeABAPUTEIbHON HHISKCAIMY B paMKaX JaHHOH padoThl HE PEANPHUHUMAIOTCS.
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D®OPMYVYJIA U30OBPETEHUA
1. Kpucrammueckass ¢opma rugpodpomuanoii comu (S)-2-(((S)-6,8-nudrop-1,2,3,4-

teTparuapoHadramns-2-min)amuHo)-N-(1-(2-metun- 1-(HeonenTunamuHo )iponas-2-ui)- 1 H-

umuason-4-mn)neranamuaa Gopmydsl (1)

A
\)L/LV{HBF
feoues

M,

BbIOpaHHAsI U3 TPYIIIIbI, COCTOSLICH U3

a) KpUCTAJUIMYECKON POpMBbI

A,

raie Popma A XxapakTepusyercss MNOPOLIKOBOM

pentrenoBckoi mudpakrorpammoit (ITPAI), conepskameii muku npu 8,8 +£ 0,2, 9,8 + 0,2, u 23,3

+ 0,2 rpagycax 1Ba TeTa;

b) kpucrannuueckoii @opmel B,

NPEACTaBICHHON Ha (urype 4;

¢) kpucramnndyeckon P@opmel D,

NpEeACTaBICHHON Ha urype 11;

d) kpucrannuueckoii @opmel E,

NpEeACTaBICHHON Ha purype 14;

e) kpucramumueckon Popmel F,

NpeACTaBICHHON Ha urype 17;

f) kpucranmuueckoii @opmsl F,

npeACTaBIeHHOM Ha urype 18;

g) xpuctamyeckoii @opmel G,

NpeACTaBICHHOM Ha durype 21;

h) kpucranmnueckoit @opmsr H,

NPEACTABICHHON Ha urype 22;

1) kpuctannuueckoir @opmsr H',

npeacTaBieHHON Ha urype 23;
j) kpucrtannudeckoii Popmel J,

NPEACTaBICHHON Ha urype 24;

k) kpucrannuueckoit ®@opmsl K,

npeacTaBiIeHHOH Ha urype 25;
1) xpucramnuueckoit @opmsl L,

NpeaCcTaBIeHHOH Ha (urype 26;

m) kpucraundeckonn @opmel M, roe @opma M xapaxrepusyercs [IPL,

NpeACTaBICHHON Ha purype 29; u

n) kpucraummuecko ®@opmer N,

npencTasiieHHol Ha purype 30.

rae ®opma B xapakrepusyercsa IIP/IL,

rne Popma D xapakrepusyercsa [P/,

rne ®opma E xapaxrepusyercs IIPL,

rne ®opma F xapaxrepusyercs TP/,

rae @opma F' xapakrepusyercsa TP,

rne Popma G xapakrepusyercs IIP/L,

rne Popma H xapakrepusyercs [P/,

rne ®opma H' xapakrepusyercsa 1P,

rne Popma J xapakrepusyerca IIP/II,

rne Popma K xapakrepusyercsa [P/,

rae @opma L xapakrepusyercs 1P/,

rne Popma N xapakrepusyercs [P/,

no

no

no

no

no

o

no

o

o

o

no

no

no

CYILLECTBY

CYLIECTBY

CYIIECTBY

CYILECTBY

CYIIECTBY

CYILECTBY

CYILIECTBY

CYILIECTBY

CYILECTBY

CYLIECTBY

CYILECTBY

CYIECTBY

CYILIECTBY
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2. Kpucrammgeckas ¢popma 1o 1.1, rae kpuctammueckas Gopma mpeacTaBiisieT coOoi
Dopmy A, xapakrepusyromyrocs [P, conepxkaeii nuku npu 8,8 £0,2, 9,8 £0,2 1 23,3+ 0,2
rpajgycax 7ia TeTa.

3. Kpucramumueckass ¢opma mo m.2, rae kpuctaamueckas Popma A sBisiercs
0e3BOAHOM.

4. Kpucrammmyeckas ¢opma mo m2 wim 3, TAe TeMieparypa IUIaBJICHHS
Kpuctamnueckoit @opmsl A paBHa nmpumepHo 254°C.

5. Kpucrammnueckass ¢opma mno modomy u3 mm.2-4, rne Popma A XxapakTtepusyercs
ITPAT, conepskameii muku npu 8,8 + 0,2, 9,8 + 0,2, 23,3 £ 0,2, 254 +£ 0,2, 28,0+ 0,2, u 29,3 +
0,2 rpamycax nBa TeTa.

6. Kpucramueckass ¢opma mo modomy u3 mm.2-5, rne Popma A Xxapakrtepusyercs
ITPAT, conepxameit muku npu 8,8 + 0,2, 9,8 £ 0,2, 20,0 £ 0,2, 23,3 £ 0,2, 25,4+ 0,2, 28,0+ 0,2,
29,3 +0,2, u 32,5+ 0,2 rpanycax nBa TeTa.

7. Kpucrannudeckas ¢opma mo modomy u3 mm.2-6, rme @opma A xapakTepusyercs
IMPAT, mo cymecTBy NpeAcTaBiIeHHON Ha durype 1.

8. Kpucrammueckast popma mo grodomy u3 nim.2-7, roe @opma A xapakrepusyercs TGA
npoduiem, 1o CyIecTBy MPeiCTaBIeHHBIM Ha durype 2.

9. Kpucramnmngeckas ¢popma o modomy uz nin.2-8, rome @opma A xapakrtepusyercs DSC
npoduiem, 1o CyIecTBY MPenCTaBIeHHbIM Ha ¢urype 3.

10. Kpucrammueckas opma 1o sirodomy u3 mm.2-9, rne @opma A MeeT 3IeMEeHTaAPHYIO
AYEHKY, KOTOpasi HHAEKCUPOBaHA KaK MPUMUTHUBHAsE MOHOKJIMHHAS.

11. Kpucramnmueckas ¢opma mno mobomy wus nm.2-10, roe Popma A umeer
>JIEMEHTapHYIO 4eliKky, TIe3HaueHue a coctapseT npumepHo 10,035 A, snauenue b cocrapnser
npumepHo 7,532 A, u 3Hauenue ¢ cocrapsier npumepHo 20,092 A,

12. Kpucranmuyeckas ¢opma mno mobomy u3 nm2-11, rme Popma A wumeer
3JIEMEHTAPHYIO stueliky ¢ oObeMom npumepro 1518,1 A,

13. Kpucramnmueckass ¢opma no jrobomy uz nm.2-12, rne @opma A sBiseTcss 1o
CyLIECTBY CBOOOHOM OT APYTHX MOJUMOP(HHBIX GOpM.

14. Kpucrammmueckas ¢opma mo mgodomy m3 mi.2-12, rae noauMopgHash 4YUCTOTA
®opmel A cocTasisieT 1o MeHbluel mepe 90%.

15. Kpucrammmueckas ¢opma mo modomy u3 mm.2-12, rae noauMopgHash 4YUCTOTA
®opMbl A cocTaBisieT 10 MeHbluel mepe 99%.

16. Kpucrammmgeckas: popma no jrodbomy u3 nm.2-15, rne @opma A xapakTepusyercs
OIHUM WJTU OoJiee M3 CIEeNyIHX mokaszarenel pasmepos dactull: D[V,0.10] B unTepBane ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBaje OoT mpUMEpHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unrepsane ot npumepHo 8§ MkM a0 npumepHo 600 MkM umu
D[4,3] B uHTEpBase OT MPUMEPHO 5 MKM 10 IpuMepHO 200 MKM.

17. Kpucramnmudeckast popma mo 1.1, rue kpucrajummyeckas Gopma mpencrasisieT coOoi
®opmy B, rne @opma B xapakrepusyercst [IP/II, mo cymecTBy npencraBieHHOH Ha Gurype 4.

18. Kpucramnmnueckas popma no m.17, rne @opma B siBisercs o cyuiecTsy cBOOOJHON
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OT APYTUX NOIMMOP(PHBIX PopMm.

19. Kpucrannmueckast popma no 1.17, rne nonumopdras uncrora @opmel B cocrasmsier
no meHbuiei mepe 90%.

20. Kpucrannuueckast popma no 1n.17, rane nonumopduas uncrora @opmel B cocrapnsier
1o MeHblei mepe 99%.

21. Kpucrammueckas popma no mobdomy u3 nm.7-20, rne @opma B xapakrepusyercs
onHMM Win OoJiee M3 CIeAyroIIuX mokasarened pasmepos vactuil: D[V,0,10] B uHTEpBane or
npumepHo 0,5 Mxm no nmpumepHo 15 mxMm, D[V,0,50] B uHTEepBaje OT mpUMepHO 2 MKM [0
npumepHo 30 mkm, D[V,0.90] B unrepBane ot npumepHo 8§ MkM a0 npumepHo 600 MkM umu
D[4,3] B uHTEpBase OT MPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

22. Kpucramnmudeckasi ¢popma 1o 1.1, rue kpucrajuimueckas Gopma mpencrapisieT coOoi
®opmy D, roe @opma D xapakrepusyercs [IP/II, mo cymecTBy npencrasieHHOH Ha ¢purype 11.

23. Kpucrammueckas ¢popma no .22, rae Popma D xapakTepusyercsi JaHHBIMUA OTHOTO
win OoJiee MyHKTOB a)-b):

a) TGA npoduib, o cyIuecTBy nmpeacTaBieHHbli Ha urype 12A wnm ¢urype 12B; u

b) DSC npoduib, o cymecTBy NpencTaBiIeHHbIH JuHUel A win nuHueld B Ha durype
13.

24. Kpucrammueckass ¢popma mo m.22 wm 23, roe Popma D mmeer sieMeHTapHYIO
AYEHKY, KOTOpasi HHAEKCUPYETCS KaK MPUMHUTHBHAS MOHOKJIMHHAS.

25. Kpucrammueckas ¢opma no mobomy u3z nm.22-24, rne Popma D wumeer
3]IEMEHTApHYI0 sYeliky, TJe 3HAueHHe a COCTaBiseT npumepHo 18,465 A, 3mauenme b
cocTapisieT mpumepHo 7,441 A, u 3Hauenue ¢ coctanseT npumepHo 23,885 A

26. Kpucrammueckas ¢opma no mobdomy u3z nm.22-25, rne Popma D wumeer
3JIEMEHTAPHYIO siueiiky ¢ o0bemMoM npumepHo 3250,4 A,

27. Kpucramnudeckas ¢popma no modomy u3 mm.22-26, rae TGA Tepmorpamma @opmbl
D nokasbiBaer, uro @opma D Tepsier or npumepro 1,2 no npumepHo 2,5% macc. B auanasoHe
TeMIiepatypsl oT npumepHo 24°C no npumepHo 109°C.

28. Kpucrammueckasi ¢popma no grodomy u3 nn.22-27, rne DSC tepmorpamma @opmbl
D nokasbIBaeT 3HI0TEPMHUYECKOE COOBITHE MpuMepHO pu 65°C.

29. Kpucramumveckas ¢opma mo jmrodomy u3 nmn.22-28, rne @opma D sBusercs mo
CyLIECTBY CBOOOHOM OT APYTHX MOJUMOP(PHBIX GOpM.

30. Kpucrammmueckas ¢opma no jmrodomy u3 nm.22-28, rne monuMopdHas 4ucTora
®opmel D cocrasnser no mensiuei mepe 90%.

31. Kpucrammyeckas ¢popma mo mobomy u3 mm.22-28, rae nmoauMmopdHas 4ucTOTa
®opmel D cocrasnsier no mesbluei mepe 99%.

32. Kpucrammmdeckas ¢popma no modomy u3 mm.22-31, roe @opma D xapaxrepusyercs
OIHUM WJTU OoJiee M3 CIeNyIOIHX mokaszareneidl pasmepos dactuil: D[V,0,10] B unTepBaie ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0,50] B uHTepBaje OT mpUMEpPHO 2 MKM [0
npumepHo 30 Mkm, D[V,0,90] B untepBane ot npumepHo 8§ MkM A0 npumepHo 600 MkM unu

D[4,3] B unTEpBase OT MPUMEPHO 5 MKM A0 IpuMepHO 200 MKM.
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33. Kpucrammuaeckas ¢popma o 1.1, rae kpucramuindeckas: Gopma npencrasisier coOou
®opmy E, rne @opma E xapaxrepusyercs [IP/I, no cymecTBy npencrasieHHoi Ha purype 14.

34. Kpucrammnaeckas ¢opma 1o .33, roe @opma E xapakrepusyercs JaHHBIMU OJHOTO
win OoJiee MyHKTOB a)-b):

a) TGA npoduib, o cyiuecTBy NpeAcTaBiIeHHbIH Ha urype 15; u

b) DSC npoduie, o cyimecTBy npeacTaBieHHbIH Ha ¢purype 16.

35. Kpucramuveckas ¢opma no n.33 wmm 34, rne TGA ®opmbr E mokassiBaer, 4to
®opma E Ttepser mpumepHo 8% Macc. B amama3oHe TemriepaTypbl or npumepHo 28°C nmo
npumepHo 120°C.

36. Kpucrammueckasi popma o mrodomy u3 mm.33-35, rne DSC tepmorpamma @opmer E
NOKa3bIBAET HHAOTEPMHIUECKOe coObITHE puMepHO Tpu 80°C.

37. Kpucrammmueckas ¢opma mo smodomy u3 mm.33-36, rne @opma E sBisiercss mo
CyLIECTBY CBOOOHOM OT APYTHX NOJUMOP(PHBIX GOpM.

38. Kpucrammueckas ¢opma no jmrodomy u3 nm.33-36, rme monumopdHas ducToTa
®opwmel E cocrasisier o Menbiueit mepe 90%.

39. Kpucrammyeckass ¢popma mo mobdomy u3 mm.33-36, rne monumopdHas 4ucTOTa
®opwmel E cocTasisier no MeHblieit mepe 99%.

40. Kpucrannnueckas popma no jgrodomy u3 m.33-39, roe @opma E xapakrepusyercs
OIHUM WJTU OoJiee M3 CIeNyIOIHX Tokaszareneidl pasmepos dactull: D[V,0.10] B unTepBaie ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBane OoT mpuUMEpHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unrepBane ot npumepHo 8§ MkM a0 npumepHo 600 MxM umu
D[4, 3] B unTepBaje OT NPUMEPHO 5 MKM 210 TpuMepHO 200 MKM.

41. Kpucrammuueckas: popma o 1.1, rae kpucramuindeckas Gopma npencrasiser codoi
@opwmy F, roe popma F xapakrepusyercs ITP/II, mo cyuiecTBy npeacTaBieHHON Ha durype 17.

42. Kpucrammnueckast popma no .41, rne @opma F sBisiercst mo cymecTsy cBOOOAHOM
OT APYTUX NOJUMOP(HHBIX GopMm.

43. Kpucramnmueckasi ¢popma no .41, rae nonumopguas yrcrora @opmel F cocraBmsier
1o MeHbIe mepe 90%.

44. Kpucramnmueckasi ¢popma no .41, rae nonumopuas yrcrora @opmel F cocraBmsier
1o MeHbIIen mepe 99%.

45. Kpucrannudeckasi popma no modomy u3 mm.41-44, rme @opma F xapakrepusyercs
OIIHUM WJTU OoJiee M3 CIEeNyIHX mokaszarenedl pasmepos dactull: D[V,0.10] B unTepBasie ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBaje OoT mpUMepHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unTepBane or nmpumepHO 8§ MKM A0 mpumepHo 600 MKM wiu a
D[4,3] B unTEpBasie OT MPUMEPHO 5 MKM 10 npuMepHo 200 MKM.

46. Kpucrammndeckasi ¢opma mo 1.1, rme kpucrajuimueckas Gopma mpencrasisieT coOoi
®opmy F', rie @opma F' xapakrepusyercs [TP/I7, mo cymecTBy npeacraBiieHHOH Ha ¢purype 18.

47. Kpucrannnueckast popma no .46, rne @opma F' xapakrepusyercst faHHBIMUA OTHOTO
win OoJiee MyHKTOB a)-b):

a) TGA npoduinb, o cyIecTBy npeacTaBiIeHHbI Ha urype 19; u
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b) DSC npodunb, o cyiecTBy npeacTaBieHHbIH Ha Gurype 20.

48. Kpucrammmyeckas ¢opma mo m.46 nwmm 47, rne TGA Popmel F’' nokasbiBaer, 4To
®opma F' tepser mpumepno 12,6% wmacc. B quanasoHe TemrepaTypsl oT npumepHo 24°C no
npuMmepHo 90°C u tepsier npumepHo 15,6% macc. B AMana3oHe TeMIEpaTypbl OT MNPUMEPHO
97°C no npumepso 198°C.

49. Kpucramumueckast ¢popma no jmobomy n3 nm.46-48, rne @opma F' sBisiercst mo
CYIIECTBY CBOOOIHOH OT APYTUX MOJMMOPQHBIX POPM.

50. Kpucrammmueckas popma no jgrodomy u3 nm.46-49, rme nmonumopdHas ducTora
®opwmel F' cocraBnser no meHbluei mepe 90%.

51. Kpucrammyeckas popma mo jmodomy u3 mm.46-49, rne momumopdHas 4ucTOTa
®opwmel F' coctaBnser no mMeHbluei Mepe 99%.

52. Kpucrammuyeckas ¢popma 1o jrodomy u3 nm.46-51, rne @opma F' xapakrepusyercs
OHUM WJTU OoJiee M3 CIeNyIMX mokaszareneidl pasmepos dactull: D[V,0.10] B unTepBasie ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBaje OoT mpuUMepHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unrepBane ot npumepHo 8§ MkM a0 npumepHo 600 MkM unu
D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM 0 npuMepHo 200 MKM.

53. Kpucramnudeckast ¢popma mo 1.1, rae kpucrauimdeckas: Gpopma npeacTasisier coOou
Dopmy G, roe Popma G xapakrepusyercs [IP/I, mo cymecTBy npeacTtaBieHHOM Ha durype 21.

54. Kpucrannmueckas ¢popma o 1.53, roe @opma G sIBIISI€TCS 1O CYIIECTBY CBOOOIHOMN
OT APYTUX NOIMMOP(PHBIX GopMm.

55. Kpucramnmgeckas popma no .53, rae nonumopdHas uncrora Popmer G cocrasisier
no meHbuieit mepe 90%.

56. Kpucramnmudeckas ¢popma no .53, rae nonumopdHas uncrora Popmer G cocrasiser
1o MeHblei mepe 99%.

57. Kpucramindeckas ¢popma mo nodomy u3 nm.53-56, rne @opma G xapaktepusyercs
OIHUM WJIK OoJiee M3 CIEQYIOIMX MoKaszareneii pasmepos udactuil; D[V,0.10] B uHTepBasie ot
npumepHo 0,5 Mxm no nmpumepHo 15 mxMm, D[V,0.50] B uHTEepBane OoT mpuUMepHO 2 MKM [0
npumepHo 30 mkm, D[V,0.90] B unrepsane ot npumepHo 8§ MkM a0 npumepHo 600 MkM umu
D[4,3] B uHTEpBase OT MPUMEPHO 5 MKM 10 ipuMepHo 200 MKM.

58. Kpucramnudeckast popma mo 1.1, rae kpucramdeckas Gopma npeacTasisier CoOou
®opmy H, rne @opma H xapakrepusyercs [IP/I7, mo cymecTBy npeacTaBieHHOM Ha purype 22.

59. Kpucramnnueckas ¢popma o 11.58, rae @opma H siBisiercst mo cyiecTBy cBOOOIHOM
OT APYTUX NOJMMOP(PHBIX PopMm.

60. Kpucrammyeckas popma no .58, rae nonmumopdHas uncrora Popmer H cocrasmisier
o MeHblen mepe 90%.

61. Kpucrammyeckas popma no .58, rae nonmumopdHas uncrora @Popmer H cocrasmisier
1o MeHbIIen mepe 99%.

62. Kpucrammndeckas ¢opma no modomy u3 n.58-61, rne @opma H xapakrepusyercs
OIHUM WJK OoJiee M3 CIeNyIOIMX Tokaszareneii pasmepos dactuil: D[V,0.10] B unTepBane ot

npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBane OT mpUMEpPHO 2 MKM [0
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npumepHo 30 Mkm, D[V,0.90] B unrepBane ot npumepHo 8§ MKM A0 npumepHo 600 MkM uau
D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM A0 npumMepHo 200 MKM.

63. Kpucrammnaeckas ¢popma mo 1.1, rae kpucramuindeckas: popma npencrasisier coOoi
®opmy H', rne ®opma H' xapakrepusyercs [IP/I, mo cymecTBy npencraBieHHON Ha Qurype
23.

64. Kpucrannmgeckas ¢popma o m.63, rne @opma H' siBisiercst mo cymecTBy cBOOOIHON
OT Apyrux NoauMopdHbIX Gopm.

65. Kpucrammyeckas ¢popma no .63, rae nonumopdnas yrucrora @opmel H' cocrasmsier
1o MeHble mepe 90%.

66. Kpucrammyeckas ¢popma o .63, rae nonumopdnas yncrora @opmsl H' cocrasisier
1o MeHbIIen mepe 99%.

67. Kpucramnmudeckas gopma mo modomy u3 nn.63-66, rne @opma H' xapakrepusyercs
OHUM WJTU OoJiee M3 CIeNyIMX mokaszareneidl pasmepos dactull: D[V,0.10] B unTepBasie ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBaje OoT mpuUMepHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unrepBane ot npumepHo 8§ MkM a0 npumepHo 600 MkM uiu
D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM 0 npuMepHo 200 MKM.

68. Kpucrammudeckast ¢popma mo 1.1, rae kpucrauimdeckas: Gopma npeacTasisier coOou
®opwmy J, rne @opma J xapakrepusyercs [IP/II, o cyiecTBy npeacraBieHHO Ha purype 24.

69. Kpucrammmueckas ¢popma no m.68, rne @opma J sBisieTCs M0 CyIECTBY CBOOOTHOMN
OT APYTUX NOJMMOP(PHBIX GopMm.

70. Kpucramnuueckas popma no n.68, rae nonumopdaas uyucrora Popmel J cocrasmisier
no meHbuieit mepe 90%.

71. Kpucramnuueckas popma no .68, rae nonumopdHas uncrora Popmel J cocrasmusier
1o MeHblei mepe 99%.

72. Kpucrammnueckas ¢popma no jgrodomy u3 nm.68-71, rne @opma J xapakrepusyercs
OIHUM WJI OoJiee M3 CIEeQYIOIIMX MoKaszareneii pasmepos udactuil: D[V,0.10] B uHTepBasie ot
npumepHo 0,5 Mxm no nmpumepHo 15 mxMm, D[V,0.50] B uHTEepBane OoT mpuUMepHO 2 MKM [0
npumepHo 30 mkm, D[V,0.90] B unrepsane ot npumepHo 8§ MkM a0 npumepHo 600 MkM umu
D[4,3] B uHTEpBasie MpUMEPHO 5 MKM /10 ipuMepHO 200 MKM.

73. Kpucrammudeckas ¢popma 1o 1.1, rae kpucrauimdeckas popma npencrasiseT coOoi
Dopmy K, roe @opma K xapakrepusyercs [IP/I, mo cymecTBy npeacTaBieHHOM Ha durype 25.

74. Kpucrammuuaeckas popma mo .73, roe Popma K sBisiercs mo cymecTBy cBOOOIHON
OT APYTUX NOJMMOP(PHBIX PopMm.

75. Kpucranmmueckas popma o .73, rae noaumopgHas uncrora Popmsl K cocraBnsier
o MeHblen mepe 90%.

76. Kpucrammueckas popma o 1.73, rae nomumopgHas uncrora Popmsl K cocraBnsier
1o MeHbIIen mepe 99%.

77. Kpucrammgeckast ¢opma no modomy u3 m.73-76, rne @opma K xapakrepusyercs
OIHUM WJK OoJiee M3 CIeNyIOIMX mokaszareneill pasmepos dactuil: D[V,0.10] B untepBane ot

npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBane OT mpuUMEpHO 2 MKM [0
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npumepHo 30 Mkm, D[V,0.90] B unrepBane ot npumepHo 8§ MKM A0 npumepHo 600 MkM unu
D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM A0 npumMepHo 200 MKM.

78. Kpucrammndeckast ¢opma no 1.1, rae kpucrajuimueckas Gopma mpencrasisieT coOoi
®opmy L, rne @opma L xapakrepusyercs IIP/II, no cymecTBy npeacraBieHHoM Ha ¢purype 26.

79. Kpucramnuueckas ¢popma o 1.78, rne @opma L xapakrepusyercs TaHHBIMU OHOTO
wiu OoJiee MyHKTOB a)-b):

a) TGA npoduiib, Mo CyIIecTBY NpeACTaBIeHHbIH Ha Gurype 27; u

b) DSC npoduib, o CyIIecTBy NpeACTaBIeHHbIH Ha Gurype 28.

80. Kpucrammmueckas ¢opma no m.78 mmu 79, rme DSC tepmorpamma @Popmbr L
MIOKa3bIBAET HHIOTEPMHUECKOE COObITHE MpH npuMepHO 157°C.

81. Kpucrammuueckas ¢opma no modomy u3 mnm.78-80, rne @opma L sBisiercss mo
CyLIECTBY CBOOOHOM OT APYTHX MOJUMOP(PHBIX GOpM.

82. Kpucrammmueckas ¢opma no mobomy u3 mnm.78-80, rae monumopdHas HUCTOTa
®opwmel L cocrasisier no Menbiueit mepe 90%.

83. Kpucrammmueckas ¢opma no mobomy u3 mnm.78-80, rae monmmopdHas HUCTOTA
®opwmel L coctasisier no MeHblieit mepe 99%.

84. Kpucrammueckas ¢popma mo modomy u3 nm.78-83, rne @opma L xapakrepusyercs
OIHUM WJTU OoJiee M3 CIeNyIHX mokaszarenedl pasmepos dactuil: D[V,0,10] B unTepBaie ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0,50] B uHTepBane OT mpUMEpPHO 2 MKM [0
npumepHo 30 Mkm, D[V,0,90] B unrepBane ot npumepHo 8§ MkM A0 npumepHo 600 MkM uau
D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM A0 npumMepHO 200 MKM.

85. Kpucramnnueckas ¢opma mo 1.1, rae kpucramindeckas: Gopma npencrasisier coOoi
®opmy M, rne @opma M xapakrepusyercsa [IP/I, mo cymecTBy mpencraBieHHON Ha Qurype
29.

86. Kpucramnmugeckas ¢popma 1o 1.85, rane @opma M sBisieTcst 0 CyIecTBy CBOOOIHON
OT APYrUX NOJUMOP(HHBIX GopMm.

87. Kpucrammuueckas popma 1o .85, rae nonmumopduas uncrora @opmbr M cocTtaBiisieT
1o MeHbIe mepe 90%.

88. Kpucrammuueckas ¢popma o .85, rae nonmumopduas uncrora @opmbel M cocraBisieT
1o MeHbIIen mepe 99%.

89. Kpucrammudeckas popma mo modomy u3 nm.85-88, rme @opma M xapakrepusyercs
OIHUM WJTU OoJiee M3 CIEeNyIMX mokaszareniell pasmepos dactull: D[V,0.10] B unTepBasie ot
npumepHo 0,5 Mxm no npumepHo 15 mxMm, D[V,0.50] B uHTepBaje OoT mpUMepHO 2 MKM [0
npumepHo 30 Mkm, D[V,0.90] B unrepBane ot npumepHo 8§ MkM a0 npumepHo 600 MkM uinu
D[4,3] B unTEpBasie OT MPUMEPHO 5 MKM 10 npuMepHo 200 MKM.

90. Kpucrammudeckast ¢popma 1o 1.1, rae kpucrauimdeckas Gopma npeacTasisier CoOou
®opmy N, roe @opma N xapakrepusyercs [IP/II, mo cymecTBy npencrasneHHoH Ha ¢purype 30.

91. Kpucrannmueckas ¢popma o n.90, roe @opma N sBisieTCst MO CyIIeCTBY CBOOOIHOMN
OT APYIUX NOIMMOP(PHBIX GopMm.

92. Kpucramnmdeckas popma no 11.90, rae nonumopdHas uncrora @opmer N cocrasisier
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no MeHble mepe 90%.

93. Kpucrammyeckas ¢popma no 11.90, rae nmonmumopdnas uncrora @opmer N cocrasiser
1o MeHbIen mepe 99%.

94. Kpucrammueckas ¢popma 1o srodomy u3 n.90-93, roe @opma N xapakrepusyercs
onHUM MK OoJiee U3 CIEAYIOUIMX Mokasateneii pasmepos udactuu: D[V,0.10] B unTepBajne ot
npumepHo 0,5 MM no npumepHo 15 mkm, D[V,0.50] B uHTepBase OT mMpUMEPHO 2 MKM A0
npumMepHo 30 mkM, D[V,0.90] B unrepBane ot npuMmepHo 8§ MKM 10 npumepHo 600 MkM wiu
D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM 10 ipuMepHO 200 MKM.

95. Kpucramnmudeckas @opma C rugpodbpomunnoii conu (S)-2-(((S)-6,8-nudrop-1,2,3,4-
teTparuapoHadraiun-2-min)amuno)-N-(1-(2-metun- 1 -(HeonenTrIaMuHO )iponan-2-mi)- 1 H-

umunason-4-wi)neraranamuna gopmyer (I1)

F I
jsenend
z H nHBr
F D

rie n pasHo npumepHo 1-3, u ®opma C xapaxrtepusyercs IIP/II', mo cyuiecTBy

(IT).

npencTaBieHHOH Ha durype 5.

96. Kpucrammueckas ¢opma mo m.95, rme Popma C umeer omny wuinu Oonee
XapaKTEPUCTHUK, BBIOPAHHBIX U3 TPYIIIBI, COCTOSIIEH U3 MyHKTOB a)-C):

a) TGA npoduib, o cyIecTBy NpeACcTaBIeHHbIN Ha Gurype 6;

b) DSC npoduinb, o cyiecTBy npeacTaBiIeHHbIH Ha purype 7; u

c) conpspkeHnbli TG-IR criekTp, Mo CyecTBy NpeACTaBISHHBINH Ha GUrype, BBIOpaHHOM
U3 rpymel, cocrosumei u3 guryp 8-10.

97. Kpucrammmueckas ¢popma no m.95 wimm 96, rne @opma C numeeT 3y1€MEHTapHYIO
SYEHKY, KOTOpasi HHASKCUPYETCs KaK IPUMUTHBHAS pOMOUYECKasl.

08. Kpucrammueckass ¢opma mno Jgwdomy u3 mm95-97, rone dopma C wumeer
3JIEMEHTApHYIO UeiiKy, IJie 3HaYeHHe a CocTaBysieT npuMepHo 7,491 A, 3Hauenue b cocrapmiser
npumepHo 10,353 A u 3Hagenue ¢ cocrasnser npumepHo 48,790 A.

99. Kpucrammueckass ¢dopma 1o Jsrwdomy u3 mm95-98, rome dopma C wumeer
3JIEMEHTAPHYIO siueliky ¢ oObeMom npumepHo 3783,9 A,

100. Kpucramumveckas ¢opma mo modomy u3 mm.95-99, rme TGA Ttepmorpamma
nokasbiBaer, uTo @opma C Tepsier 1o meHbliel Mepe 8% macc. B AMana3oHe TEMIEPaTypbl OT
npumepHo 60°C no npumepno 190°C.

101. Kpucrammmueckas ¢opma mo modomy u3 mm.95-100, rme DSC tepmorpamma
@opmer C mokKa3bpiBaeT MEPBOE SHAOTEPMHUECKOE coObiThe mpumepHo mnpu 39°C u BTOpOE
SHAOTEPMUUECKOe coObITHE pUMepHO npu 152°C.

102. Kpucrammnueckass gopma nmo modomy u3 mm.95-101, rne @opma C sBisiercss mo
CyLIECTBY CBOOOHOM OT APYTHX MOIMMOP(PHBIX POpM.

103. Kpucraammmyeckas popma no modomy u3 nm.95-101, roe nmonumopdras uucrora
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®opmel C coctasnseT no MeHblie Mepe 90%.

104. Kpucrannuueckass gopma nmo modomy u3 nm.95-101, roe monumopdHas 4uCTOTa
®opmel C cocTaBnsgeT o MeHblIel Mepe 99%.

105. Kpucramnmuaeckas popma o modomy u3 . 95-104, rne @opma C xapakrepusyercs
onHUM MK OoJiee U3 CIEAYIOUIMX Mokasateneii pasmepos udactuu: D[V,0.10] B unTepBajne ot
npumepHo 0,5 MM no npumepHo 15 mkm, D[V,0.50] B uHTepBase OT mMpUMEPHO 2 MKM A0
npumepHo 30 mkM, D[V,0.90] B unrepBane ot npuMepHo 8§ MKM 10 npumepHo 600 MKM miu
D[4,3] ot npumepHO 5 MKkM 10 ipuMepHO 200 MKM.

106. Awmopdnas ¢opma rugpodpomuanoit comm  (S)-2-(((S)-6,8-nudrop-1,2,3.4-
teTparuapoHadraiun-2-min)amuno)-N-(1-(2-metun- 1 -(HeonenTrIaMuHO )iponan-2-mi)- 1 H-

umunason-4-mwin)neraranamuaa GopmyJsr (1)
A
t - A A
= H HBr
F \l HBr
{I).

107. Amopduas popma no m.106, rne amopdnas dopma xapakrepusyercs TP/, mo
CYLIECTBY NpeNCTaBleHHOH Ha ¢urype 31.

108. Amopduas ¢opma no n.106 mnu 107, koTopast sIBISETCS MO CYIIECTBY CBOOOJHON
OT APYTUX NOIMMOP(PHBIX PopMm.

109. Amopdnas popma no n.106 nnu 107, nonumopdHas 4ucTOTa KOTOPOH COCTABIISIET
no MeHbuieit mepe 90%.

110. Amopdnas ¢popma no 1.106 wnu 107, monumop¢Hast YUCTOTa KOTOPOH COCTABIISET
1o MeHbleit mepe 99%.

111. Kpucrammmyeckas ¢opma mno n.106 wumm 107, rne amopdHas ¢opma
XapaKTepU3yeTCsl OMHUM K OoJiee U3 CIeNYIOIUX NoKasaTenel pasmepos yactui: D[V,0.10] B
uHTepBaje ot npumepHo 0,5 MxM 10 npumepHo 15 mxm, D[V,0.50] B unTepBane ot npumMepHo 2
MKM 110 mpumepHo 30 MkMm, D[V,0.90] B unTepBase ot npumepHo 8§ MKM 10 mpuMepHO 600 MKkM
wiu D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM A0 npuMepHo 200 MKM.

112. Kommnosumus, coxpepkamasi KpPUCTAUTHYECKYHO win  amopdHyro  ¢opmy
runpodpomunaon comu  (S)-2-(((S)-6,8-mudrop-1,2,3,4-reTparunpoHadTanuH-2-ui)aMuHO)-N-
(1-(2-meTun- 1-(HeoneHTIIIaMUHO )IponaH-2-wi)- | H-umMunaszon-4-un)nearanamua, KOTOpas
XapaKTepU3yeTCsi OMHUM K OoJiee U3 CIeNYIOIUX NoKasaTenel pasmepos yactui: D[V,0.10] B
uHTepBaje ot npumepHo 0,5 MxM a0 npumepHo 15 mMkm, D[V,0.50] B unTepBane ot npumepHo 2
MKM 110 mpumepHo 30 MxM, D[V,0.90] B unTepBase ot npumepHo 8 MKM 10 mpuMepHO 600 MKkM
unu D[4,3] B uHTEpBasie OT MPUMEPHO 5 MKM A0 npuMepHo 200 MKM.

113. Kommosuiust o m.112, B kotopol rugpodpomuanas conb (S)-2-(((S)-6,8-gudrop-
1,2,3,4-rerparunponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeOneHTHIIaMHUHO ) [TPOTIaH-2-1T) -

1H-umunazon-4-mwinneHraHaMuzaa sBisieTcss aMophHon popmoi.
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114. Kommosumust mo m.112, B kotopol rugpodpomuanas conb (S)-2-(((S)-6,8-gudrop-
1,2,3,4-rerparuaponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeOneHTHIIaMHUHO ) [TPOTIaH-2-1T) -
1H-umunazon-4-win)neHraHaMuza SBISETCS KPUCTAIUTUUECKOH (POPMOiA.

115. Komnosuuus no n.114, B kotopoii rugpodpomuanas conb S)-2-(((S)-6,8-mudTop-
1,2,3,4-rerparunponadranus-2-min)aMuHo)-N-(1-(2-meTus- 1 -(HeoneHTHIaMUHO ) [TPOTIaH-2-1T) -

1H-umunazon-4-un)neHraHaMuaa nNpeacTaBiseT codoit coenuHenue Gpopmys (1)

F 0 N=\ NH
LA A

HBr
F HBr
\I {I).

116. Kommosumust o m.114, B kotopoi rugpodpomuanas conb (S)-2-(((S)-6,8-audrop-
1,2,3,4-rerparunponadranis-2-mnin)aMuHo)-N-(1-(2-MeTw- 1 -(HEOneHTHIIAMITHO ) TPOTIaH-2-1JT) -

1H-umuna3zon-4-um)neHraHaMua mpencrasisier cobolt coequnenne Gopmysl (11)

: 0 o
mn\)\“/w{

: H nHBr
j h

117. Komnosuuus mo m.115 unm 116, B koTtopolt kpucrayuimueckasi opma BeIOpaHa U3

().

rpynmnsl, coctosweil us @opmel A, @opmel B, @opmer C, @opmer D, @opmer E, @opmsr F,
®opmel F', ®opmer G, @opmel H, @opmbr H', @opmsbr J, @opmsr K, @opmbr L, @opmel M u
®opmbl N.

118. Komnosuuus mo m.117, B KoTopoii kpuctamudeckas Gopma MpeacTaBiseT coOoi
Dopmy A.

119. ®dapmaneBTUyecKass KOMIIO3HUIMS, coxep:kamas (GpopMy MM KOMITO3ULIUIO IO
arobomy u3 . 1-116 u papmaneBTUYECKH MPUEMIIEMbIH HOCHUTEND.

120. ®apmaneptudeckas komnozunus nmo 1m.119, roe dapmaneBTruyeckass KOMIO3ULIUS
NpeACTaBysieT OO0 TabeTKy.

121. ®@apmanesruueckas kommosunus mo 1m.119, roe dapmaneBTudeckas KOMIO3HULIHS
COIEPKUT OT mpumMepHo 25 mr mo npumepHo 400 mr rugpodbpomunnoii comu (S)-2-(((S)-6,8-
mudrop-1,2,3,4-rerparugponadranun-2-nia)amMuno)-N-(1-(2-mernn-1-

(HeoneHTHUIIAMUHO ))IponaH-2-win)- | H-umunason-4-wn)nearaHamua.

122. ®apmanestuueckas kommosunus mo 1m.119, roe dapmaneBTudeckas KOMIO3ULIHS
comepsxkut npumepHo S50 wmr ruapoOpomumHo  comu  (S)-2-(((S)-6,8-mudTop-1,2,3.4-
teTparuapoHadramns-2-mi)amuHo)-N-(1-(2-metun- 1 -(HeonenTrIaMuHO )riponan-2-mi)- 1 H-
UMUIa30J1-4-WIT)IEHTAaHAMUA.

123. ®apmanestudeckas komnozuuus no m.119, roe ¢papmaneBruyeckass KOMIO3ULIUS

comepxkut mnpumepro 100 wmr ruppoOpomugHoit  comu  (S)-2-(((S)-6,8-mudTop-1,2,3,4-
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teTparuapoHadraans-2-min)amuHo)-N-(1-(2-metun- 1-(HeonenTrnamuHo )riponas-2-mi)- 1 H-
UMUA30J1-4- 1) IEHTAaHAMUIA.

124. ®apmanesruueckass kommosuuus rno 1.119, roe dpapmaneBTudeckass KOMIO3ULIHS
comepxkut mnpumepro 150 wmr ruppoOpomuaHoit comu  (S)-2-(((S)-6,8-mudTop-1,2,3,4-
teTparuapoHadraaus-2-min)amMuHo)-N-(1-(2-metun- 1-(neonenTunamMmuHo )riponas-2-mui)- 1 H-
UMUIA30J1-4-1JT)IeHTaHAMH1A.

125. Croco0 nedeHust OmMyxojied MM paka, BKIIOUYAIOIINI BBEIEHHE CYOBEKTY,
HY’KIAIOIIEMyCsl B TAKOM JIeUeHUH, (papMaleBTUYECKON KOMITO3UIMU 1O Jitobomy u3 it 119-
124.

126. Cnioco0 1o m.125, rae onyxoJu NpeacTaBisioT cOO0H TeCMOUIHBIE OMYXOJIH.

127. Cnocob mo m.125, rae pak BbIOpaH W3 TPYMIIbI, COCTOSILNEH M3 MHOXKECTBEHHON
MHEJIOMBI, paKa C MyTalllel B reHe curHaibHOro mytu Notch, aieHOKHCTO3HOM KapUHOMBI U T-
KJIETOYHOTO OCTPOTO JIMM(POOIACTHOTO JIEHKO03a.

128. Criocod no m.127, rae pak npeacrasiisieT COO0H MHOKECTBEHHYIO MUEJIOMY .

129. Cnocod mo m.127, rme pak mpencraBiseT coOOl pak ¢ MyTanuweld B TeHe
curHanbHoro nmytu Notch.

130. Crioco® no 1. 127, rae pak npeacTasisieT COO0H aAeHOKUCTO3HYIO KapILIHHOMY .

131. Cnocod mo m.127, rme pak mpencrasisier coOol T-KIeTOUHBIA OCTPBIH
TuM(pOOTACTHBIH JIEHKO3.

132. Cnocob mo mrobomy u3 mr.125-131, B KOTOPOM CyOBEKTY €XKEAHEBHO BBOAST OT
npumepHo 50 mr go nmpumepHo 500 Mr ruxpodpomunHoi conu (S)-2-(((S)-6,8-mudrop-1,2,3,4-
teTparuapoHadranns-2-mn)amuHo)-N-(1-(2-metun- 1-(HeonenTunamMuHo )riponas-2-min)- 1 H-
UMUA30J1-4- 1) IeHTaHAMUIA.

133. Cnoco6 mo mobomy m3 mm. 125-131, B KOTOPOM CYOBEKTY €KEJHEBHO BBOIST OT
npumepHo 100 mr no npumepHo 400 Mr ruapodpomunHoii conu (S)-2-(((S)-6,8-mudTop-1,2,3,4-
teTparuapoHadramus-2-un)amuno)-N-(1-(2-metun- 1 -(HeoneHTrIaMuHO )iponan-2-mi)- 1 H-
UMHIA30J1-4-1JT)IeHTaHAMH1a.

134. Cnoco6 mo mobomy u3 mm.125-131, B KOTOpPOM CYOBEKTY €XETHEBHO BBOJST
MIPUMEPHO 300 Mr rUIPOOPOMUIHON conu (S)-2-(((S)-6,8-nudrop-1,2,3,4-
teTparuapoHadranus-2-mwi)amuHo)-N-(1-(2-metun- 1 -(HeoneHTHIaAMHHO )ITponan-2-mi)- 1 H-
UMHUIA30J1-4- W) IeHTAaHAMUIA.

135. Cnocob mo mobomy u3 mm.123-131, B KOTOpPOM CYOBEKTY €XKEIHEBHO BBOJST
MIPUMEPHO 200 Mr rUIPOOPOMUTHON conu (S)-2-(((S)-6,8-nmudrTop-1,2,3.4-
teTparuapoHadranns-2-mi)amuHo)-N-(1-(2-metun- 1 -(HeonenTrIaMHUHO )ITponan-2-ni)- 1 H-
UMUA30J1-4- W) IeHTAaHAMUIA.

136. Cnoco6 mo mobomy wu3 nm.125-135, B koropom oOmasi cyTo4dHas a03a
NPEAOCTaBlIeHa B BUE ABYX OTAEIBHBIX J03.

137. Cnoco6 mo m.136, B koTopoMm oOmmasi CyTouHasi 103a MPENOCTaBIeHa B BUIE JBYX
OTHENbHbIX 103 10 150 mr.

138. Cnoco6 no n.136, B koTopoM 0Ommas CyTouHas A103a MPEeJOCTaBIeHa B BUIE JBYX
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OTAeNbHbIX 103 1o 100 mr.

139. IlpumeHeHue QapMareBTUIECKOH KOMIIO3UIMH Mo Jobomy u3 mm.119-124 nos
IIPOU3BOJICTBA JIEKAPCTBEHHOIO CPEACTBA IS JIEUEHHsI ONyXOJel WU paka.

140. ITpumenenue no 1.139, rae onyxosu NpeacTaBIsioT coO0i 1eCMOUIHBIE OIYX OJIH.

141. Tlpumenenue o 1.139, rae pak BeIOpaH U3 IPYIIBL, COCTOAIIEH U3 MHOXKECTBEHHOM
MHENIOMBI, paka ¢ MyTaluel B reHe curHajbHoro mytu Notch, aneHokucTo3HO# kapiuHomsl 1 T-
KJIETOYHOT'O OCTPOTro JUM(pOOIACTHOrO JIEHKO3a.

142. ®apmanieBTUTYECKAs] KOMITO3UIMS MO JIoOoMy u3 1. 119-124 nnist npuMeHeHus: B
crioco0e JIeueHus! ONyXoJel WK paka.

143. TTpumenenue mo m.142, rae onyxoJu MpeacTaBIsOT COO0H TECMOUIHBIE OMYX OJIH.

144. TTpumenenue 1o 1.142, rae paxk BBIOpaH U3 TPYIIIBL, COCTOSAIEH U3 MHOYKECTBEHHOM
MHEJIOMBI, paKa ¢ MyTalllel B reHe curHaibHoro nytu Notch, aieHOKHCTO3HON KapUHOMBI U T-
KJIETOYHOTO OCTPOTO JIMM(pOOIACTHOTO JIEHKO3a.

ITo noBepenHocTn
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