201792543 Al

(19) EBpa3unckoe 2) 201792543 13 A1l
naTeHTHOEe
Be4OMCTBO
(120 OMUCAHUE U30BPETEHUS K EBPASUICKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. CO7D 413/04 (2006.01)
2018.05.31
(22) [ata nonaum 3aaBku
2016.05.19
(54) KPUCTAJUIMYECKAS ®OPMA COEAUHEHMA (S)-3-{4-[5-2-IIUKJIOMEHTHUJI-6-
METOKCHUITAPUINH-4-WT)-[1, 2,4 OKCA IHA30JI-3-WJT]-2-3THJI-6-
METUJI®EHOKCHU}ITPOITAH-1,2-IUOJIA
(31) PCT/EP2015/061153 (57) ITannoe n300peTeHne OTHOCHT-
(32) 2015.05.20 ¢ K  KpUCTAUIMYecKod  Qopme  coeanHe-
(33) EP aus  (S)-3-{4-[5-(2-UUKITONEHTHII-6-ME TOKCHITPH-
(86) PCT/EP2016/061200 uH-4-11)-[ 1,2,4]okcaanazon-3-ui]-2-3Tui-6-
(87) WO 2016/184939 2016.11.24 MeTHI(GEHOKCH } TIpoTIan-1,2-1uoa.
(71) 3assurens:
NI0OPCHUA PAPMACBIOTHUKII3 JIT/
(CH)
(72) Wsobperarens:
Jleckon Cupuia (CH)
(74) nNpeacrasuTens:

Beceannkas U.A., Beceanuknii M.B.,
KysenkoBa H.B., Kakcuc P.A., Besioycos
10.B., Kyaukos A.B., Ky3uenosa E.B.,
CoxkouioB P.A., Ky3nenosa T.B. (RU)

IV €PST6LI0T



10

15

20

25

30

130220

KPUCTAJIJIMYECKAA ®OPMA COEJJUHEHMUA (S)-3-{4-[5-(2-LHIUKJIOITEHTHJI-
6-METOKCHU-ITUPUINH-4-1JI)-[1,2,4]OKCAAMA30JI-3-UJI]-2-2TNUJI-6-
METUJI-@EHOKCMH }-TTPOTIAH-1,2-TUOJIA

JlaHHOe n300peTeHne OTHOCUTCS K KpucTtauindeckoi Gopme coenunenus (S)-3-
{4-[5-(2-unknoneHTHI-6-MeTOKCU-IUPUANH-4-1)-[ 1,2,4]okcanuazon-3-ui|-2-3Tui-
6-meTui-peHoKcH j-nponaH-1,2-quona  (yka3zaHHOE COEJUHEHHE 31eChb  TaKXKe
ynomuHaroT kak “COEJJMUHEHUWE”).

ITonyuenue (S)-3-{4-[5-(2-uukiaoneHTHI-0-METOKCU-TTUPUANH-4-111)-
[1,2,4]okcanuazon-3-un|-2-3Tun-6-metuia-¢peHokcH } -mpomnau-1,2-nuoma u ero
MEIUIIHCKOE MPUMEHEHHE OMHUCAHO B OMyOJMKOBAHHBIX 3asBKaX Ha MATEHT COTJIACHO
PCT WO 2011/007324 u WO 2013/175397. Takxe (S)-3-{4-[5-(2-unknoneHTua-6-
MEeTOKCH-TupUuAnuH-4-mn)-[1,2,4]okcannazon-3-mi]-2-3Tui-6-MeTUI-HEHOKCH § -
npomnaH-1,2-11om MOKeT ObITh MOJy4YeH, Kak onucano Huxe B [Ipumepe 1.

enpto nmanHOro uzoOpeTeHHss ObLIO OOeCnedYnTh KpUCTAUINYecKue (HOpMBI
COEJJMHEHMA, u B 0cOOEHHOCTH KpUCTAINYecKue GOPMBI C IPEUMYIECTBEHHBIMU
cBolicTBaMu. Takue MpenMylIeCTBEHHbIE CBOMCTBA MOTYT BKJIKOYATh OOJiee BBICOKHE
TOYKH NJIaBJIEHUS, JaydIne CBONCTBA TEKy4eCTH, Oonee BBICOKYIO
TEPMOJMHAMHUYECKYI0  YCTOMYMBOCTb, MEHBIIYIO THI'POCKONHYHOCTb, PAa3HYIO
pacTBOPUMOCTb, OoJiee BBICOKYK YHCTOTY, JIYYIIYIO BOCIPOH3BOAMMOCTD IpPHU
NpoM3BOACTBE (HampuMmep, Jydllue mHapamMeTrpbl  (QUIbTPALMU W JIYULIYIO
BOCIIPOU3BOAMMOCTh (HOpMHpPOBaHUS TBEPAOH (asel), 3aJaHHYI0 MOP(OIOTHIO, W/HIIH
JYUYIIYIO JOJrOBpPEeMEHHYI ycToHumBOCTh. Ceifyac OblI0 OOHapyXeHO, dTO
kpuctajinnyeckas ¢opma A COEJMHEHMSA, xakx onucaHo 31eCh, HMeEeT
MPEUMYLIECTBEHHbIE CBOMCTBA.

Onucanue ®uryp

@ur. 1 mokaspIBaeT JUArpaMMy PEHTT€HOBCKOH MOPOIIKOBOW AudpakromeTpun
COEJUMHEHHUA B «kpucramnuueckoi ¢opmMe A, Ha KOTOPOH 1marpamma
PEHTTeHOBCKOH  MOpPOMIKOBOH  AaudpakromMeTpun  OTOOpakaeTrcsi OTHOCUTENBHO
msnyuenuss Cu Kol. Ha nquarpamme yron pedpakuum 20 HaHOCAT Ha och abciucc, a
€IUHHUIBl cYeTa Ha OCh opAauHaT. [[uarpamma auppakuuu pPEHTrEHOBCKUX Jydei

MOKa3bIBA€T MHKH, HUMCHOIIUE OTHOCUTCJIbHYK HWHTCHCHUBHOCTHL, MO CPABHCHUKO C
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HanOojilee HMHTEHCHBHBIM TIHKOM Ha JHarpamMMe, CIHEAYKOIHUX HPOLEHTHBIX
COOTHOIIEHHH (OTHOCUTEJbHBIE HHTEHCUBHOCTH TIHKOB JaHBl B CKOOKax) Tpu
omnpeneseHHbIX yriax pedpakuuu 2Tera (MPUBOAATCSA NMUKH, BBIOpAaHBI U3 JHAaNa30oHa
3-30° 2TeTa ¢ OTHOCUTENbHONH MHTEHCUBHOCTBIO Oonbiie, ueM 10%): 4.0° (18%), 4.2°
(46%), 5.4° (100%), 8.0° (59%), 8.5° (68%), 9.1° (12%), 10.8° (72%), 12.7° (31%),
13.4° (18%), 13.6° (15%), 14.4° (28%), 16.0° (18%), 17.0° (31%), 17.3° (15%), 17.7°
(22%), 19.0° (15%), 19.3° (17%), 20.4° (47%), 21.0° (22%), 21.3° (26%), 21.8°
(22%), 22.8° (23%), 25.0° (20%), u 25.5° (19%).

@dur. 2 moka3bpIBae€T JUArPAMMYy PEHTTEHOBCKON MOPOIIKOBOW AU(PAKTOMETPHH

COEJUMHEHHMA B «kpucramnuueckoir ¢opme B, Ha koTopoil agmarpamma

)
PEHTreHOBCKOH  MOpPOMKOBOH  audpakromMeTpun  OToOpakaeTrcsi OTHOCUTENBHO
wsnydenuss Cu Kal. Ha nuarpamme yron pedpaknuu 20 HaHOCSAT Ha OCh abcuucce, a
€QUHHUIBl CYeTa Ha OCh opAauHAT. Jmarpamma nudpakuuu PEHTTEHOBCKHX JIy4el
MOKa3bIBAET OYEHb IIHPOKHE MHKH, UMEIIINE OTHOCHUTEIbHYK) HHTEHCHBHOCTH, IO
CpaBHEHHIO C Haubojee UWHTEHCHBHBIM THKOM Ha JHarpamMMe, CJEAYIOIUX
IPOLEHTHBIX COOTHOWIEHHUH (OTHOCUTEIbHBIE HHTEHCUBHOCTH MMUKOB JaHbI B CKOOKax)
IpU ONpeAeNeHHBbIX yriax pedppaknuu 2rtera (IPUBOASATCS IHKH, BBIOpPAHBI W3
nuamnaszoHa 3-30° 2TeTa ¢ OTHOCHTEJNbHONH MHTEHCHBHOCTbIO Oojbine, yem 10%): 5.9°
(74%), 7.1° (70%), 8.1° (35%), 11.9° (61%), 14.6° (48%), 20.1° (65%), u 21.5°
(100%).

@ur. 3 moka3plBaeT JUArpaMMy PEHTI€HOBCKOIl MOPOIIKOBOH IHU(]paKTOMETpHH
COEUHEHHWA B8 «kpucrannuueckoir ¢opme C, Ha KOTOpOH aguarpamMma
PEHTTeHOBCKOH  MOpPOIKOBOH  audpakromerpun  OTOOpakaeTcsi OTHOCUTENBHO
usnyuenusi Cu Kal. Ha nuarpamme yron pedpaxknuu 20 HaAHOCSAT Ha OCh abcuucce, a
€QUHHIBl CYeTa Ha OCh opAauHAT. Jmarpamma audpakuuu PEHTTEHOBCKUX JIy4eH
NOKa3bIBAET MMHUKH, HUMEKINHE OTHOCUTENbHYK) WHTEHCHBHOCTH, IO CPAaBHEHUIO C
HanOojiee HMHTEHCHBHBIM TIHKOM Ha JHAarpaMMe, CIEAYIOIIUX IMPOLEHTHBIX
COOTHOUIEHWH (OTHOCUTENbHbIE HWHTEHCUBHOCTH IIMKOB JaHbl B CKOOKax) mpH
ompeneseHHBbIX yriax pedpakuuu 2teta (MPUBOAATCS NMUKHU, BBIOPAHBI U3 JHAaNa30Ha
3-30° 2TeTa ¢ OTHOCUTENBbHONH MHTEHCUBHOCTBIO Oonbine, ueM 10%): 3.7° (11%), 6.4°
(55%), 7.4° (100%), 9.8° (77%), 12.8° (49%), 13.2° (28%), 14.7° (15%), 17.0° (24%),
19.5° (24%), 20.5° (22%), 21.2° (19%), 23.3° (17%), 1 25.9° (20%).

@dur. 4 mokasplBae€T JUAarpamMMy PEHTT€HOBCKOH MOPOIIKOBOW AudpakromeTpun

COEJUHEHHA B amopdHOM COCTOSHHUH, Ha KOTOPOW AMarpamMma pPEeHTTeHOBCKOM
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NOpPOIIKOBOH nudpakromerpun otoOpaxkaercs oTHocutenbHo uznyueHus Cu Kol. Ha
auarpaMme yroa pedpakuuu 20 HaHOCAT Ha OChb a0CLMCC, a €UHHIBI CYETa Ha OCh
opauHat. ludppakuus peHTTeHOBCKOTO M3JyYE€HHS NOKAa3bIBaAeT OOBIYHYIO AUATPAMMY,
HOJIy4aeMyI0 Uil aMOpP(HBIX MAaTEPHAJIOB.

Bo wusbexxaHue BCSKOTO COMHEHHS, BBIIIENEPEYNUCICHHbIE ITUKH OIHNCHIBAIOT
SKCHEPUMEHTAJIbHBIE pPE3YJIbTAaThl PEHTTE€HOBCKON MOPOIIKOBON nudpakToMeTpuu,
nokaszaHHbie Ha Purypax 1 - 3. Cinenyer mOHUMATh, YTO, BOMPEKH BBIIIEYTOMSIHYTOMY
NEePEYHIO MUKOB, TOJBKO BbIOOP XaPAKTEPUCTUUECKUX MUKOB HEOOXOIUM JJIsl TIOJTHOHN
u  onHo3HauyHoi  xapaktepuctukn COEJIMHEHUWSA B cooTBeTcTBYHOLIEH
KPHUCTAJINYECKON popMe TaHHOTO U300peTeHHusl.

Onucanue nsobpereHus
1) IlepBBIii BapHaHT OCYINECTBJEHUS H300pETEHHUs] OTHOCUTCS K KPHUCTAJIMYECKOM
dopme, Takoll Kak B 3HAYUTENbHOW CTENMEHHM YHCTasi KpUCTauimdeckas ¢opma,
COeUHEeHUs (S)-3-{4-[5-(2-uuka0nEeHTHI-O-METOKCU-TTUPUAUH-4 -1 )-
[1,2,4]okcanuazon-3-umn|-2-3Tun-6-meTuia-QeHoKCH }-ipomnaH-1,2-1uo,
XapaKTepU3YIOIasiCs MPUCYTCTBHEM IMMKOB B JUarpaMMe PEHTI€HOBCKOM MOPOIIKOBOMA
aupaKkTOMETPUN NPH CIENYIOMUX yriaax pedpakuun 20: 5.4°, 8.5°, u 10.8°.

2) B npyroMm BapumaHTE€ OCYLIECTBJEHHMS JaHHOE H300peTEeHHE OTHOCHTCA K
KPUCTAJIINYECKOM bopme COTIJIaCHO BapHAHTY OCYIIECTBJIEHUS 1),
XapakTepusymleics MNpUCYyTCTBUEM IHKOB B JUarpaMMe  pPEHTIE€HOBCKOM
NOPOLIKOBOH MU(PPAKTOMETPUU TNPH CIENYIOLUUX yriaax pedpakumu 20: 4.2° 5.4°
8.0°, 8.5°, u 10.8°.

3) B npyrom BapuaHTe OCYLIECTBJEHHS JaHHOE H300pETeHHE OTHOCHUTCSA K
KPUCTAITNYECKOM bopme COTJIACHO BAPHAHTY OCYIECTBJIEHUS 1),
XapaKTepU3YIOIeHcs  MPUCYTCTBUEM IHKOB B JHAarpaMMe  pPEHTIE€HOBCKOM
NOPOIIKOBOW JU(PPAKTOMETPHHU MPH CIEAYIOUUX yriax pedpakumu 20: 4.2°, 5.4°,
8.0°, 8.5°,10.8°, 12.7°, 14.4°, 17.7°, 20.4°, u 21.3°.

4) B npyroMm BapuWaHTE€ OCYLIECTBJEHHS JaHHOE H300peTeHHe OTHOCHUTCA K
KPHUCTAJINYECKOH (popMe, COTIacHO JIIOOOMY W3 BApUAHTOB OCYLIECTBIEHHS 1) - 3),
KOTOpasi, B 3HAYHUTENbHOW CTEMEeHH, II0KA3bIBAET ITOPOLIKOBYK) pPEHTIEHOBCKYIO
nudpakrTorpammy, kak uzobpaxeno Ha Qwur. 1.

5) B npyrom BapuaHTe OCYINECTBJIEHUS JaHHOE H300peTeHHe OTHOCUTCH K

Kpuctanandeckoit popme, cormacHo n0O0OMy U3 BapHAHTOB OCyLIeCTBIeHUs 1) - 4),
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KOTOpasi UMeeT TOUKY IulaBieHus okoso 79°C, kak omnpeneneHo auddepeHunaIbHON
CKaHUPYIOIIEH KaJopuMeTpHuel, MPUMEeHsisl CTIOC00, ONMUCAHHBIN 371€Ch.

6) B npyrom BapuaHTe OCYIIECTBJIEHHUS JaHHOE U300peTEeHHEe OTHOCHUTCA K
KPUCTAIINYECKOH  ¢dopme, Takoil Kak B 3HAUYUTENBHON CTENEeHW  YHUCTas
Kkpucrtamnudeckas ¢opma, coenuHerus (S)-3-{4-[5-(2-uuKIONEHTHI-6-METOKCH-
nupununa-4-un)-[1,2,4]oxkcaanaszon-3-mi]-2-3Tun-6-mMmeTua-HeHokcu j-nponan-1,2-
AUOJ, TIOJyYaemasi:

I) pactBopenuem 20 wmr (S)-3-{4-[5-(2-unkJIONEHTHI-O-METOKCU-TTUPUTUH-4-
wn)-[1,2,4]Joxkcannazon-3-mi]-2-3Tun-6-MeTuia-peHokcH } -mponan-1,2-
nuona B amop¢pHoit popme B 0.1 M sTunanerara;

II) noGasnenuem 0.9 MJ H-TenTaHa NMOCTENEHHO B Te4eHHe | 4; U

III) BBEEpKUBAHUEM 3aKPBITHIM B TeueHUE HOUH npu 20-25°C; nnn

IV) cmemuBanmem 25 - 30 wmr (S)-3-{4-[5-(2-uukioneHTUI-0-METOKCHU-
nupuauH-4-un)-[1,2,4Jokcanguazon-3-uin|-2-3Tun-6-meTuia-QeHOKCH } -
npomnaH-1,2-nuona B amopdHOi dpopme ¢ 5 mn sTuUnanerata/H-rentana 1/9
(ob6bem Ha 00BeM) u HarpeBaHueM no 70°C; u

V) naBas BO3MOXKHOCTH pacTBOpY oxJiaautbcs no 20-25°C u xpaHs ero B
TedeHue Houu npu 4°C.

7) B npyrom BapuaHTe OCYIIECTBJIEHMUS JaHHOE H300peTeHHe OTHOCHTCA K
KPUCTAJINIECKON bopme COTIJIaCHO BApHUAHTY OCYIIECTBJIEHUS 6),
XapaKkTepusymleiics NpUCYyTCTBUEM THUKOB Ha JHMarpaMMe  pPEHTIE€HOBCKOM
MOPOIIKOBOW MU(PPAKTOMETPUU MPH CIAEAVIOIUX yriax pedpakuum 20: 5.4° 8.5° u
10.8°.

8) B o1pyrom BapuaHTe OCYINECTBJECHHUsS JaHHOE H300peTeHHe OTHOCHUTCS K
KPHUCTAJITUYECKON bopme COTJIACHO BAPHAHTY OCYINECTBIICHUS 6),
XapaKTepHU3yIINecs NPUCYTCTBUEM THUKOB HAa  JHAarpaMMe  pPEHTIE€HOBCKOM
MOPOIIKOBOW AU(PPAKTOMETPUH MPH CleAyrimux yriax pedpakumu 20: 4.2°, 5.4°
8.0°, 8.5°, u 10.8°.

9) B npyrom BapmaHTe OCYIIECTBJIEHHS [aHHOE H300peTeHHE OTHOCHUTCA K
KPHUCTAIITNIECKON bopme COTJIACHO BApHAHTY OCYIIECTBICHUS 6),
XapaKTepU3yKIeics NPUCYTCTBUEM THUKOB Ha  JIHArpaMMe€  pPEHTIE€HOBCKOM

NOPOIIKOBONW AUPPAKTOMETPHHU IPH CIEAYIOUUX yriax pedppakuuu 20: 4.2°, 5.4°,

8.0°, 8.5°, 10.8°, 12.7°, 14.4°, 17.7°, 20.4°, u 21.3°.
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10) B npgpyroMm BapuaHTe OCYIIECTBJEHHUs MJaHHOE H300peTeHHE OTHOCUTCS K
KPUCTAIINYECKOH (opMe COriacHO BapUaHTy OCyllecTBIeHUs 6), KOTopas B
3HAYUTEJbHON CTENEHM IOKa3bIBAET MOPOIIKOBYIO PEHTTEHOBCKYIO AudpakTorpammy
Kak n3obpaxeHo Ha Pur. 1.
11) B napyrom BapuaHTe OCYLIECTBJICHHS JaHHOe H300peTeHHe OTHOCHTCS K
KPHUCTAJINYECKOH Gopme COrjacHo JOOMy M3 BapHaHTOB ocyuiecTBieHus 6) - 10),
KOTOpasi UMeeT TOUKY IUIaBJieHus okoyio 79°C, kak omnpeneneHo auddepeHunaIbHOu
CKaHUPYIOIIEH KajJopuMeTpueil, mMpuMeHsisi Coco0, ONMMCAHHBIN 3/1€Ch.
12) B pgpyroMm BapuaHTe OCYIIECTBJEHUS JaHHOE H300pETeHHE OTHOCUTCS K
KPUCTAIINYECKOH Gopme cornacHo JoO0OMy M3 BapHAHTOB OCyLIeCTBIeHUs 1) - 5),
HoJly4aeMoi crmocobaMu BapHuaHTa OCYLIECTBIEHHUs 0).

Takum 006pa3oMm, Ha OCHOBE 3aBHCHUMOCTEH pa3HbIX BAPHAHTOB OCYIIECTBIEHUS
1) - 12), packpbsITBIX BBIIIE, BO3MOXHBI U MPEAINOJAraloTCs CIEAYIOLINE BAPUAHTHI
OCYLIECTBJIEHUs, U IOCPEJCTBOM KOTOPbIX PAacKpBITbl B WHAWBUAYAJIU3HUPOBAHHOM
bopme:
1,
5+4+3+1, 6, 7+6, 8+6, 9+6, 10+6, 11+6, 11+7+6, 11+8+6, 11+9+6, u 11+10+6.

241, 3+1, 4+1, 4+2+1, 4+3+1, 5+1, S+2+1, 5+3+1, S+4+1, 5+4+2+1,

AHaJOTrHYHO, BapUAHT OCYLIECTBIEHHUs 12) OTHOCHUTCA K CJIEAYIOLUIUM BapuUaHTaAM
OCYULIECTBJIEHUS, TMOCPEACTBOM KOTOPBbIX PACKPbITBl B WHAWBUAYAJIU3UPOBAHHOMN
dopme: 1, monywaemsiii 6, 2+1, noaydaemsii 6, 3+1, monyudaemeiit 6, 4+1,
nojgyudaeMmbiii 6, 4+2+1, nonyuaemsbiii 6, 4+3+1, nonyuaemsbiii 6, 5+1, monyudaemsiii 6,
5+2+1, nonyuaemsiti 6, 5+3+1, nmonydaemsiii 6, 5+4+1, nonydyaembii 6, 5+4+2+1,
nojydaembiid 6, u 5+4+3+1, nonyyaemslii 0.

B cnucke Beilie, HOMepa OTHOCATCS K BapHaHTaM OCYIIECTBJIEHHS COrJACHO UX
HyMepaluu, MPEeNCTaBICHHONW BBIMIE MO TEKCTY, B CBOK ouepenpb 1~ oO3Ha4YaeT
3aBUCHUMOCTbD oT Ipyroro BapuaHTa OCYLIECTBJIEHHUS. Pasurie
UHIUBUAYaJIU3UPOBAaHHbIE BAPUAHThl OCYINECTBIEHUS OTHAEJEHbl 3anaThIMU. JpyrumMu
ciIoBaMH, HampuMep, “5+4+1” OTHOCHUTCS K BapHAHTY OCYINECTBJIECHUS 5), 3aBUCSIIETO
OT BapHWaHTa OCYIIECTBJIEHHS 4), 3aBUCSLIEr0 OT BAPUAHTA OCYIIECTBJIEHHUS 1), TO eCTh
BAPDUAHT OCYINECTBIEeHUs “5+4+1” COOTBETCTBYET BapHUaHTy OCYLIECTBICHHS 1),
TOTIOTHUTENBHO XapaKTePHU3YsICh OCOOCHHOCTSIMU BApHUAaHTOB OCYILIECTBICHHS 4) U 5).
bonee TOTO, "monyydaeMblii 6" O3Hauaer, 4TO OIpe/eeHHbIH
WHAVWBUIYAJU3UPOBAHHBIA BAPUAHT OCYLIECTBJIEHHS IOJYYAOT CIIOCO0aMH BapHaHTa

OCyIIeCTBJIEHUS ).



10

15

20

25

30

Omnpenenenusi, oOecnedeHHble 37€Cb, MpPEAHA3HAYEHBl [Js OJHOPOAHOTO
NPUMEHEHHUs K COEep KaHUI0 JI0OOT0 U3 BApUAHTOB ocyluecTBiaeHus 1) - 12), u, BHOCH
COOTBETCTBYIOILINE M3MEHEHHUsI, BCIOAY IO OMUCAHUIO U popMmyse u300peTeHus, eciu
MHave SIBHO M3JIOKEHHOE ompezelieHne He obOecrneuynBaer Oojiee MIMPOKOTO uiau Oolee
y3koro noHuMaHus. COBepLIEHHO MOHATHO, YTO ONpeAeJeHUe WU NPEeANOYTUTENbHOE
onpeAeseHNe TEPMHUHY MM BbIPAXEHHUI YCTAHABIMUBAIOT M MOTYT 3aMEHHTH
COOTBETCTBYIOIIUM TEPMHHOM HJIM BBIPA)KEHHEM HE3aBUCUMO (M B KOMOWHAIUU C)
JO0BIM ONpeAeeHneM HJIM TPEANOYTHTEIbHBIM ONpeAeeHHeM JI00OT0 WU BCEX
APYTUX TEPMHUHOB UJIM BbIPAXKEHHH, KaK ONPEIESIeHO 311eCh.

TepMuH “B 3HAUUTENbHOW CTEMEHHU UYMCTHIH TMOHHUMAIOT B KOHTEKCTE AAHHOIO
n3o0peTeHusi B 3HaUYeHUH OCOOEHHO TMpH KOTOPOM, MO MeHbiueil wmepe, 90,
NPeNnOYTUTEIbHO, MO MeHbInel wmepe, 95, u Haubojiee TPEANOYTUTENBHO, IIO
MeHbIIeld Mepe, 99 wmac. mnpoueHToB (S)-3-{4-[5-(2-UUKIONEHTHI-6-METOKCH-
nupuaun-4-un)-[ 1,2 ,4]Jokcanuazon-3-un|-2-3tun-6-metun-peHokcu j-npoman-1,2-
IUOoJa MPUCYTCTBYET B KPUCTAJIINUECKOH popme A.

IIpu ompeneneHUn MPUCYTCTBHUS MHKA, HAIIPUMEP, B IHArpaMMe PEHTTE€HOBCKOH
NOPOIIKOBOW AU(PPAKTOMETPHHU, OOIMMI MOAXOA CIENyeT CAelaTb OTHOCUTEIbHO
coorHomeHust S/N (S = curnan, N = myMm). CoriacHo 3TOMY OINpENENeHUI0, IMPHU
3asBJIE€HUM, YTO NHK JOJDKEH MPUCYTCTBOBAaTb Ha JHMarpaMMe pPEHTI€HOBCKOM
HNOPOLIKOBOH IU(PAKTOMETPUH, MOHMMAIOT, YTO MUK HA AUArpaMme PEeHTTeHOBCKOM
HNOPOLIKOBOH AU(PPAKTOMETPUU ONpeAessieTcs, HMerIuMcs cooTHomeHueMm S/N
Oonbline, 4eM X (X SIBJSETCS YMCIECHHBIM 3HaueHHueM Ooublie, yeM 1), oObraHO Oouiblire,
yeM 2, ocoOeHHO Ooublie, ueM 3.

B koHTekcTe TOro, 4To KpHCTajiauyeckas (Gopma B 3HAYUTEIBHOW CTENEHHU
NOKa3bIBAET MOPOLIKOBYK) PEHTTEHOBCKYIO AU(PPAKTOrpaMMy, Kak H300pak€eHO Ha

Qur. 1, TepmuH "B 3HAUUTENBHON CTEeNEeHU" O3HA4YAET, YTO, MO MEHbIIEH Mepe,

,
MPUCYTCTBYIOT TJIaBHBbIE MHUKHU AUAarpaMMbl, U300pakeHHbIE HAa YKa3aHHOU Qurype, To
€CTh TaKOBbIe, HMEKIIHE OTHOCHTENbHYI) WHTEHCHUBHOCTH Oosbme, uyem 10%,
ocobenHo Oonbine, yem 20%, mo CpaBHEHUIO ¢ HaubOoJiee MHTEHCUBHBIM MHUKOM Ha
nuarpamMMme. TeM He MeHee, CIEUHUANNCT B JAaHHOH 00JIaCTH TEXHUKU PEHTTEHOBCKOU
nopomkoBoil audpakromerpuu OyneT oTmaBaTh cede OTYET, YTO OTHOCUTEIbHBIC
WHTEHCUBHOCTH Ha JHarpaMmax pPEeHTIeHOBCKOW MOPOIIKOBOH AUPpPaKTOMETPUH

MOTYT OBITD MOABECPTHYThI CUJIbHBIM Bapualuuam HMHTCHCHUBHOCTH qepes

IPEeANOYTUTENbHbIE OPUEHTALMOHHBIE 3D EKTHI.
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Ecnu He mnpumeHseTrcs OTHOCHUTEJIbHO TeMIlEpaTyp, TEpMUH “OKOJO”,
PAaCIIOJIOKEHHBIN Mepen YUCACHHbIM 3HaueHueM ‘X’ OTHOCHUTCS, B JAHHOW 3asiBKE Ha
NaTeHT, K UHTepBaiy, npoctuparwoumemycsa oT X munyc 10% or X go X miroc 10% ot
X, U MPEennouTUTENbHO K HUHTEpBay, npocruparwimemycs or X Munyc 5% ot X no X
wioc 5% ot X. B OTAENBHOM Cllydae TeMIepaTyp, TEPMHUH “OKOJIO”, PaclOJ0KEHHBIN
nepen Temmeparypoit “Y” B gJaHHOHW 3asgBKe Ha T[AaTEeHT, K HHTEpBaly,
npoctupatouemycss ot Temmneparypbl Y MuHyc S5°C mgo Y mmoc 5°C, wu
NPEeaNnoYTUTEIbHO K HMHTEpBally, npocTtuparmomemycs or Y muHyc 3 °C mo Y miroc
3 °C.

IIpu ompenenenuun yrina audppakumu 2tera (20) nns nuka B TaHHOH 3asBKe Ha
NATEeHT, CIeAyeT MOHUMAaTh, YTO MOAAHHOE 3HAYEHHE MOHUMAKT KaK HHTEPBAJI OT
yKa3aHHOTO 3HadeHWss MuHyc 0.2° no ykazaHHoro 3HaueHus mioc 0.2° wu
NPEeANOYTUTENBHO OT YKa3aHHOTO 3HadueHus MuHyc 0.1° 1m0 yka3aHHOro 3Ha4YeHHS
mitoc 0.1°.

Kpucrannuueckas popma A naHHOro uM300peTEeHHs] MOXKET ObITh NPUMEHEHa B
KadyecTBe JIEKAPCTBEHHOTO CpEACTBa, Hampumep, B Qopme QapManeBTHIECKUX
KOMIO3UIMH JJIsl SHTEPAJbHOTO WM NAPEHTEPaJbHOTO BBEAEHHS, TaKOro Kak
0COOEHHO OpajJbHOE BBEAEHHE, U NOAXOIMUT JJIsI YMEHbIIEHUS KOJIUYECTBa
LUPKYJIUPYIOMHUX JTUM(POIUTOB U A NpeAyNpekKaeHUs W/ UK JedeHUus: O0Je3HU UIU
3aboneBaHus,  BBI3BAHHOIO  AKTHBM3UPOBAHHOW  HMMMYHHOH  CHCTEMON vy
MIIEKOIUTAIO INX, OCOOCHHO TaKUX KakK JIIOAH.

[Tonyuenne ¢apMaLeBTUYECKUX KOMIO3HIUH MOXET OBITh OCYLIECTBIEHO
crocoboM, KOTOpbIA OyneT H3BeCTeH JHOOOMYy CHEeNHalucTy B JaHHOW oOjacTu
TexHUKH (cM., Hanpumep, Remington, The Science and Practice of Pharmacy, 21st
Edition (2005), Part 5, “Pharmaceutical Manufacturing” [published by Lippincott
Williams & Wilkins]), maromum kpuctamindeckyr ¢opMy A JaHHOTO H300peTeHus,
Heo0s3aTenbHO, B KOMOMHAIMU C JPYTUMH TEPANeBTHYECKH TMOAXOIAIIHMHU
BEIECTBAMH, B HATypaJbHOH (¢oOpMe BBEIECHHUsS, BMECT€ C MOAXOASAIMUMH,
HETOKCUYECKHMHU, HHEPTHBIMHU, (apMaLEeBTHUYECKH MOAXOAIMUMH TBEPABIMH HIIH

KNI KHNUMHU MaTepuajiaMiu HOcHUTeIei u cClin JKEJIaTCJIbHO, OOBIYHBIMH

2

bapManeBTHUECKUMHU aITbIOBAHTAMH.
Kpucrannuueckas ¢opma A COEIAMHEHMA wmoxer ObITh NpUMEHEHa Kak

OTZAEJIbHBIH KOMIIOHEHT MJIM KaK CMECH C JPYTMMH KPHUCTAJINYECKUMHU (OpMaMU HUIIU

amopdubiMu popmamu COEJITMHEHUA.
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bonesum wunu 3aboneBaHus, BbI3BAHHBIE AKTUBU3MPOBAHHON HMMYHHOM
CHUCTEMOH, KOTOpPbIE MOTYT OBITh BBIJIEUEHBI U/UIN NPEeayNpPeKaeHbl KPUCTAIINYECKOM
dopmoii A naHHOrO M300peTeHus onucanel, Hanpumep, B WO 2011/007324.

IIpennoutrurenpHbie Oone3HM wmam 3a00NeBaHUs, KOTOpble Jie4yaT W/HIH
npeaymnpexaanT KpUCTAINUEeCKoi (GopMoit A maHHOTO M300peTeHUs] BHIOUPAOT M3
IPYNIbI, BKIIOYAKOLIEH OTTOPKEHHE TPAHCIIAHTHPOBAHHBIX OpPTaHOB, TAaKHX Kak
NOYKH, MEUeHb, CepAlle, JIETKHUE, MOJKEJyI04YHas jKejie3a, POrOBHLA IJa3a U KOXKa;
peakiusi TPAHCIUIATAT MPOTHUB XO35IMHA, AyTOUMMYHHBbIE CHUHIPOMBI, BKJIOYAIOLINE
cunnpom Illerpena, cnoHaujapTponatusi /  aHKWIO3UPYKOINMH  CIOHAUJIHT,
IOBEHIUIBHBIH apTPUT, OCTpas KOKHAsg BOJYAHKA, NUCKOMUJIHAS KpacHas BOJIYAHKA,
BOJYAHOYHBIH HEQPHUT, CHUCTEMHBIH CKiIepo3, AU(PPY3HbIH KOXKHBIH CHCTEMHBIH
CKJIepo3, BackyauT (Hampumep, M. Wegener), TMTaHTOKJIETOYHBIH apTepuUuT, OOJNE3Hb
bexuera, HenH(pEKUMOHHBI yBeUT, CcUHApPOM Ilyamacuepa, OaszemoBa Oo0Jie3HbD,
cunnpoMm Iwmiiena-bappe, OunmapHbIi TNEpPBUYHBIA LUPPO3 IMEUEHU, MEPBUUYHBINA
CKJIEPO3UPYIOIHI XOJAHTUT, ayTOUMMYHHBIH T'e€NaTHT, NOJUMHO3UT, 1E€PMAaTOMHO3HUT,
MUKPOCKOIIMYECKUH KOJUT, TIIOTEHOBass OOJE€3Hb, CAPKOWUI03, BUTHJIMIO, OYAroBas
aJomenusi, XPOHHYECKas BOCHAJHUTENbHAS AEMUENHHU3UPYIOWAs IOJUHEHPOnaTHs
(CIDP), suuedanut PacmycceHa, peBMAaTOUAHBIH apTPHUT, PACCESHBIBIA CKIEPO3,
BOCMAJUTENbHbIE 3a00NeBaHMs KHIIEYHUKA, Takue Kak OonesHp KpoHa w
yJIbLEPATUBHBIN KOJUT, NCOPHA3, NMCOPUATUUECKUI apTPUT, TUPEOUIUTHI, TaKue Kak
TUPEOUAUT XalIUMOTO, F0BEO-PETUHUT U CUCTEMHAasl KpPacHasl BOJTYAHKA, aTOMUYECKUE
Oone3Hu, Takue Kak PUHUT, KOHBIOHKTUBHUT, U ATONMUYECKUH AepMAaTHUT; acTMa, quader
I Tuma, wu noOCneMH(pEKLUHMOHHbIE AayTOUMMYHHBbIe 3a0OJieBaHMs,  BKJIOYas
peBMaTUYECKHH MOJUAPTPHT.

Od4eHb MPENNOYTUTEIBHO KPUCTAJIUYECKYI0 (OopMy A HOaHHOTO H300peTeHus
NPUMEHSIIOT, YTOOBI JIEYUTh CUCTEMHYIO KPACHYIO BOJTYAHKY.

JlaHHOEe u300peTeHHe TakKXke OTHOCUTCS K CHoco0y NpeaymnpexXaeHus WIu
nedeHus: OONe3HN uiau 3a00JIeBaHUs, YIIOMHHAaeMOH 3/1ech WiIH ynoMuHaemoi B WO
2011/007324, Bknroyariiell BBeaeHHe 00BEKTY (0COOEHHO YeNOBEUECKOMY OOBEKTY)
(apManeBTUYECKH AaKTHBHOTO KOJUYECTBA KPHUCTAJIUYECKOW (GOpMBI A ITaHHOTO
n300peTeHusl.

ITosTomy, kpucramnudyeckas popmMa A TaHHOrO M300PETEHUS TaKXKe MOAXOAHUT B
KOMOMHALMU C OJHUM HJIM HECKOJbKHUMH HUMMYHOMOIYJIUPYIOIIMMU areHTaMu, s

npeaynpexaeHuss u/unu JjedeHuss OoyesHell u 3a0oneBaHUN, YNOMSHYTBIX 371€Ch.
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CornacHo HpeAINOYTUTEIPHOMY BapHAHTY OCYLIECTBIECHUS H300pETEHUs, YKa3aHHBIE
areHThl BBIOMPAIOT U3 IPYIIIBI, BKIOYAKOLIIEH HMMYHOCYIPECCOPBl, KOPTUKOCTEPOHIBI,
HECTEPOUHbIE NPOTHBOBOCHAIUTENbHBIE IpenapaTbl, LUTOTOKCUYECKHUE CPEJCTBa,
UHTUOUTOPBI aATE€3MH MOJIEKYJ, LHUTOKHHBI, HUHTHOUTOPHl LUTOKMHOB, AHTArOHUCTBI
penenTopoB HUTOKHHOB M PELENTOPOB PEKOMOMHAHTHBIX IUTOKUHOB.

JlanHOe wu300peTeHne TakkKe OTHOCHTCS K NPUMEHEHHI0 KPHUCTAJUIMYECKOH
dbopmMbl A nmaHHOTO M300peTeHUs IJs MOJydeHUus (PapMaLeBTHYECKOH KOMITIO3UIIHH,
HeOoO0s3aTeNbHO [JIi TNPUMEHEHHs] B KOMOMHAIMM C OJHHUM WJIH HECKOJIbKUMH
UMMYHOMOJAYJIHPYIOIIUMH areHTaMH, Ui MPEeAYIPeKASCHHUS] WU JIeUeHUs1 OoJe3Hel u
3a00JIeBaHUMN, YIIOMSHYTBIX 34€Ch WK YIOMSHYTBHIX B WO 2011/007324.

Hanpuwmep, (S)-3-{4-[5-(2-uukiaoneHTHI-0-METOKCU-TTUPUAUH-4-111)-
[1,2,4]okcanuazon-3-uinl-2-3Tun-6-metun-QeHoKCH }-iponan-1,2-1uoa1  MOkeT OBbITh
MOJIyYeH, KaK OMHCAaHO B ONMyOJMKOBaHHOW 3asiBke Ha mateHT coriacHo PCT WO
2011/007324 (cm. B ocobenHoctu Ilpumep 2) mnm mpumeHsss cnocod MONydeHUs,
PACKpPBITHIA B OMyOJMKOBAHHOW 3asiBKe Ha maTeHT corjacHo PCT WO 2013/175397. B
0COOEHHOCTH COEIMHEHHE TAK)KE MOXKET OBbITh IMOJIYUYEHO, KaK ONHUCAHO 3/1€Ch, HUXKE.

JKCnepUMEeHTAJbHAS YaCTh

Cnenyromue Ilpumepsl MINIOCTPUPYIOT H300peTeHHe Ooee  IEeTalbHO.
Temnepatypsl momanel B rpanycax Llenbcus. Eciau He yka3aHO HMHOE, KOMHAaTHas
TeMrnepatypa Haxonutcs B auanaszoHe 18-25°C, u mpoueHTHbIE COAEp KaHUS MOJaHbI
o Macce.

Coxkpalienusi, IpUMEHSIEMBIE 3]1ECh:

n/m JIomaab Ha MJIOLalb

ADK AKTUBHBIN (papMaLeBTUYECKUH KOMIIOHEHT
npudII. npuOIU3UTEITBHO

DCM IUXJIOPMETaH

DIPEA OCHOBaHHEe XbIOHUHTA, TUITUIU3ONPONUIAMUH
DMF auMeTniahopMaMun

DMSO TUMETHIICYJIb(OKCHA

JACK nudepeHnanbHas CKAHUPYIOIAs KaJIOPUMETPHs
3KB. 5KBUBAJICHT(bI)

EtOAc STUJIALIETaT

EtOH 3TaHOJ

Qur. ¢durypa
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q qac(bl)

'H-IMP SAAEPHBIA MarHUTHBIM pe30HAaHC BOoAOpoaa-1

BOXX BBICOKO 3¢ (P eKTUBHASA KUAKOCTHAA XpoMmaTorpadus

HPMC TUAPOKCUTIPONUIMETUIILEIITION03a

KX-MC KUIKOCTHAast XxpoMaTorpapus — MaccoBasi CIEKTPOMETPHUS

MeOH METaHOJI

MUH MUHYyTa(BI)

T.I. TOYKa MJIaBJICHUs

OB OTHOCHUTEJIbHAS BJIAKHOCTD

KT KOMHAaTHas TeMIeparypa

TBTU teTpadropdopar 2-(1H-6en3orpuazon-1-un)-1,2,3,3-
TeTpaMeTUIypOHUyMa

TEA TPUSTUIIAMUH

TFA TPUPTOPYKCYCHAS KUCIOTA

THF Terparuapodypan

TCX TOHKOCJIOIiHasi XpoMaTorpadus

ty BpeMs YAEPKUBAHUS

PIIJ PEHTIreHOBCKast MOPOIIKOBas AU(PPAKTOMETPUS

ITpuMeHsieMble cIOCOOBI:

'H-sIMP

400 MTInu, Bruker; xumMuYeckue CIABUTCH MOJAHBI B MIIH.J. OTHOCHTEJIbHO
MPUMEHSIEMOTO PACTBOPHUTEIIS .

PeHTreHOBCKast HOPOIIKOBAs I[I/Id)DaKTOMeTDI/Iﬂ

[TopomKoBbIE PEHTr€HOBCKHUE AUPPAKTOrPaMMBbI MOJYYAOT Ha AUPPAKTOMETpE
Bruker D8 Advance X-ray, ocHaleHHOM AeTeKTopoM Lynxeye, B3aUMOAEHCTBYOIUM
¢ CuKa-usnyuenuem B pexume orpaxkenus (coenquneHHbie nBa Tera/Tera). OObIuHO,
peHTreHoBcKyr TpyOky mpumensnu npu 40kB/40MA. [Ipumenstor pasmep mara 0.02°
(20) m mar Bpemenu 76.8 ¢ mpu nmamazoHe ckaHuposaHusi 3 - 50° B 26. Ilens
pacxoguMocTH Oblia ycraHoByeHa pukcuposaHHon 0.3. ITopomku cierka npeccoBayu
B KIOBETE M3 KPEMHHUEBOIO MOHOKpHUCTAJIA ¢ BBICOTOH 0.5 MM 1 00pas3mpl Bpamain BO
KPyr HUX COOCTBEHHOW NJIOCKOCTH BO BpeMs usMepeHuil. JlaHHele naudpakuuu
orpaxkamu, mpumenss Cu Kol (A = 1.5406 A), mocne Toro, xak kommoHeHT Ko?2

OTAeNsTH, TpuMeHsisi npubop mnporpammHoro obecrnedenuss miasi ouenkun (EVA).



10

15

20

25

30

11

TouHOCTh 3HaueHUH 26, Kak oOecredyeHo 374eChb, HaXOAUTCS B auamasone +/- 0.1-0.2°
KaK OHa HaxXOIHTCs, TJIABHBIM 00pa3oM, B ciiyuyae OOBIYHBIX 3aperucTpUPOBAHHBIX
MOPOILIKOBBIX PEHTT€HOBCKUX NH(PPAKTOTPAMM.

Hubdepenumanpuas ckanupyromas kagopumerpus (JICK)

Haunbie JICK cobupanu Ha Mettler Toledo STARe System (moxnynas DSC822e,

U3MEepUTeNIbHAs SYelKa ¢ KePAMHUYECKUM CEHCOPOM M MPOTPAMMHBIM oOecredyeHueM
STAR, Bepcuss 9.20), ocCHalmeHHOM aBTOAO3aTOpoM Ha 34 mnosunuii. IIpubop
KaJuOpoBalid MO JHEPTUHM M TeMIlepaType, NMPUMEHss CePTHUUIMPOBAHHBIA WHIUMN.
OObryHO 1-5 Mr kaxkaoro obpasua, B aBTOMAaTHYECKH MPOTKHYTOHN aTFOMUHHUEBOH Uaiie

2

marpesanu npu 10°C muu’', ecim He ykasamo mmoe, ot -20°C no 280°C. Han
o0pa3oM MNOAAEpPKUBAIM TPOAYBKY aszoroM mnpu 20 M mun" . TTuk TeMIEepaTyp
0003HaYAKOT I TOYEK TJIABJIEHHUS.

IIpumep 1

IHonyuyenne (S)-3-{4-[5-(2-nUKJIONEHTUJI-6-METOKCH-THPHAUH-4-UJT)-
[1,2,4]oxcaauna3zon-3-ui]-2-3Tua-6-meTuia-gpeHokcu }-nponan-1,2-guosa

a) (R)-N-((2-LuknoneHTHI-6-METOKCUU3O0HUKOTUHOMI )OKCH )-4-((2,2-numMeTu-
1,3-auokcosian-4-ua)MEeTOKCH )-3-3THJI-5-MeTUII0 CH3UMHUAAMU

B 30 j; peaktop n00aBisOT 2-IUKJIONEHTUJ-0-METOKCH-U30HUKOTUHOBOMN
kucinotel (1.27 kr, 1 3kB.; MOXeT ObITh MOJNyudeHa, Hampumep, kak onucaHo B WO
2013/175397), DMF (17 ma) u DCM (18 n). K cycnensun no0GaBisiiOT OKCaJUI
xyopun (534 mu, 1.1 3xB.) mpu 20 °C B Teuenue 30 mun. Cmech nmepeMenInBamT B
teueHue 30 mMuH. 3aBepmieHne peakiuu noatTeepxkaaroT anaauzom KX-MC. PactBop
(R)-4-(2,2-qumetun-[ 1,3 | nuokconan-4-uiIMeTOKCH )-3-3THI-N-THIPOKCU-5-METHII-
Oenzamunuua (1.77 xr, 1 »5kB., MoxeT ObITh MOJNy4YeH, Kak omnucaHo B WO
2011/007324) u TEA (1.78 1, 2.2 3xB.) B DCM (4 n1) n06aBJsIFOT K COJSIHOW KHUCJIOTE
npu <30 °C B TeueHnue nepuona 20 muH. Ilocne nmepeMemuBaHus B TeueHue 15 MUH
3aBeplieHue peakuuu noxateepxkaaroT aHanuzom JKX-MC. PeakiuoHHYIO CMech
npomeiBatroT Boxoit (7 x). PactBopurens (18 n) ymamstor mpu 55 °C u CHHXKAIOT
nasnenue. Jlobasnsaror EtOH (26 n), cycnen3uro oxnaxkgatoT 10 0 °C u GuapTpyror.
QunpTpaunoHHbIl ocanok npombeiBaloT EtOH (7 ). TBepayro ¢a3y BRICYMINBAIOT Ha
poropaoMm wucnapurene npu 50 °C, uroObl monyuuTh modTH Oenyr TBepayio ¢dasy.
Beixon: 2261 r (77%). XKX-MC: yucrtora: 100% n/m, t, = 1.886 mun, [M + 177 =512;
'H-AAMP (CDCls): & 7.43 (s, 2 H), 7.34 (s, 1 H), 7.12 (s, 1 H), 5.16 (s, 2 H), 4.52
(quint, J =58Tu, 1 H), 421 (dd, /1 =83 T, J, =69TIu, 1 H),3.98 (s, 3 H), 3.96
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(m, 1 H), 3.83 (m, 2 H), 3.19 (m, 1 H), 2.70 (m, 2 H), 2.33 (s, 3 H), 2.06 (m, 2 H),
1.85(m,4 H),1.71 (m,2H), 146 (d,/J=213Tu, 6 H), 1.25(t, /J=7.6 'y, 3 H).

6) (R)-5-(2-LHuknoneHTUun-6-MeTOKCUNTUPUANH-4-un)-3-(4-((2,2-qumernn-1,3-
IUOKCOJIaH-4-1JT)METOKCH )-3-3Tui-5-metundennn)-1,2,4-okcaanazon

Cwmech (R)-N-((2-uukyioneHTHa-6-MeTOKCMU30HUKOTHHOMI ) OKCH )-4-((2,2-
auMeTu-1,3-1uoKCcoNan-4-ua)MEeTOKCH )-3-3Tui-5-metunoensumugamuna (2150 r, 1
5kB.) B Tosyose (10 ) HarpeBarOT OO MOSIBJIEHUs KOHAEHcaTa B TeueHue 4 4. Bony
cobuparor B annapare {una-Crapka. PactBop koHUEeHTpUpyrT a0 cyxoctu npu 70 °C
U CHIXXAKOT JaBJEHHE, YTOOBI MOJYYUTh JKEJITYIO MACISHHUCTYI *KHUIAKOCTb. BBIXOX:
2116 r (102%). XKX-MC: uucrora: 96% n/n (4% n/n Tonyomxn), ty = 2.665 muH, [M +
177 = 494; 'H-AIMP (CDCls): 8 7.87 (d, J= 6.3 T, 2 H), 7.50 (s, 1 H), 7.30 (s, 1 H),
4.55 (quint, J=58Tu, 1 H), 423 (dd, /1 =84 Twu, J, =65Tnu, 1 H), 401 (m, 4 H),
3.90 (m, 2 H), 3.24 (m, 1 H), 2.77 (m, 2 H), 2.40 (s, 3 H), 2.09 (m, 2 H), 1.88 (m, 4
H), 1.73 (m, 2 H), 1.50 (s, 3 H), 1.48 (d, /J=220Tu, 6 H), 1.32(t, J=7.5Tn, 3 H).

Cnocob6 XXX-MC, npumeHsieMbIll Ha dTanax a) u 0):

Agilent G1956B (MC, Honmszanusa: ESI+, APCI), Agilent G1312B Bin Pump,
Agilent G1315C DAD, Agilent GI316B (TepMocTaTUpOBaHHOE KOJIOHOYHOE
orpenenue), Agilent G1367C (aBTromosatop). OO6bvem BBOAMMOII THpPOOBI: 2 MKI;
Kononka: Kinetex C18, 2.6 mxm, 2.1 x 50 mm; Temneparypa: 40 °C,; Ilotok: 1
mi/muH; I'paguent: Bona / Aueronurpun: 95:5 - 5:95 2.8 mun, norom 95:5 0.2 mMuH.

B) (S)-3-{4-[5-(2-LluknoneHTuI-6-MeTOKCH-TupuanH-4-un)-[1,2,4]okcannuazo-
3-mi]-2-3Tun-6-mMetuin-peHokcH j -mponan-1,2-nuon

B 30 1 peaktop bBroxuepa  gobGasmstor  (R)-5-(2-uumknoneHTHIi-6-
METOKCUMTUPpUAUH-4-11)-3-(4-((2,2-numernn-1,3-nnokconan-4-ua)MeTOKCH )-3-3THI-5-
metundenmn)-1,2,4-okcaguazona (2.28 xr, 1 3xB.) u EtOH (5 n). PacTBop HarpeBaroT
no 45 °C u gobasysiror 1 H. HCI (3 1, 0.75 sxB.). [lonyueHHy0 B pe3yibTare CMecCh
nepememnBaroT npu 45 °C B TeyeHue | 4 U AOMONHUTENBHO B TE€YEHUE 3 U MpPU
cHukeHHOM paBineHuu (400 mOap). Cmecy HedTpanusyoT 32% NaOH (300 mu, 0.75
9KB.) U KOHHEHTPUPYIOT mpu 60 °C U CHUXKAIOT NaBIE€HHE, NOCTUTass MHHHUMAJIbHOTO
nepeMmemnBaemMoro odvema (mpubn. 2 ). PeakTop nNpUBOIAT K HOPMAJIbHOMY
nasieHuto azoroMm. Ocratok pazbasisitor EtOAc (20 i). Cmech npoMsIBaroT Boaoi (2
x 10 ;). Opranuueckuii cimoii KOHUEHTpUPYIOT mpu 60 °C m CHUKAIOT NaBIEHHE,
4TOOBI MOJIYUYUTBH JKEJITYI0 MACISAHUCTYIO )KHAKOCTD.

Beixon: 2053 r (98%). Bropyro maptuto nonyuarT ¢ Beixogom: 1907 r (98%).
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Kpucrannusanus:

O6e maptum (2053 r + 1907 r) oOpenunsaT U pactBopsarT B EtOAc (5.5 L) B
kosbe u3 Pyrex (pactBop ADPK). B 30 n peakrop noOasistor (S)-3-{4-[5-(2-
LUKJIOMEHTHI-6-MeTOKCH-TUpUANH-4-ui)-[1,2,4]okcannazon-3-unl-2-3Tun-6-MeTuI-
¢denokcu }-nponaun-1,2-quona B kpuctramnnieckoi popme A (14 r) u H-renrana (30 ).
Cycnensuto HarpesBaroT 10 40 °C u pactBop ADPK nobasnsitoT B TeueHue nmepuonaa 1 9
npu 40 °C. CycneH3uo NOMOJTHUTEIbHO NMepeMeLInBaoT B TeueHue 0.5 4, oxJiaxaamT
no 20 °C u unptpyroT uepe3 30 n1 HyT4-QpuiabT broxHepa. [IpoaykT mpOMBIBAIOT H-
rentaHoM (6 ). IIpoAyKT BBICYIIMBAIOT Ha HYTY-QUIBTpPE, MPUMEHsIS JIETKUH MOTOK
a30Ta B TE€YEHUE JBYX THEM.

Beixon: 3300 r (83%), Hucrora (cocod B2XKX): 99.51% n/m; t.1.: oxomno 79 °C
(ACK), COENJVUHEHUE B xpucrammmueckoit popme A (Pur. 1).

'H-AAMP (Ds DMSO): § 7.78 (s, 2 H), 7.53 (s, 1 H), 7.26 (s, 1 H), 4.98 (d, J =
46T, 1H),465(s,1H),394(s,3H),386(m,2H),3.75(m,1H),3.50(, J=54
I'm, 2 H), 3.28 (m, 1 H), 2.75 (d, /= 7.5 T, 2 H), 2.35 (s, 3 H), 2.03 (m, 2 H), 1.81
(m, 4 H), 1.69 (m, 2 H), 1.22 (t, /J=7.5Twu, 3 H).

Cnoco6 BOXX:

Cucrema BDXKX Agilent 1100; O6vem BBOoaumoi npod: 5 wmkiu; Kononka:
Zorbax Eclipse XDB C18, 3.5 mxm, 150 mMm x 4.6 mm; Temnepatypa: 30 °C; Ilotok: 1
wvi/MuH; JlnuHa BosHBbl netexktopa: 250 M, I'paguent: Bona / Auetonutpun: 95:5 -
5:95 2.8 mun, moroM 95:5 0.2 wmwuH. Dmwent: OmweHt A: Bona/MeOH/TFA
(95/5/0.05), Dnroent B: Boga/MeOH/TFA (5/95/0.05); I'paguent: 0-1 mun 40% A, 7-
22 muH 0% A, 22.1-27 mun 40% A.

Honyuenune amopdproro COEJMHEHWA:

Amopdpuroe COEJUHEHUE nonyuaroT cnocodom, onucanHbiM ais [Ipumepa 2
onyOnuKOBaHHOUW 3assBkM Ha mateHT corjacHo PCT WO 2011/007324. Vka3aHHbIU
Croco0 SABISAETCS CIEAYIOLIUM:

a) K pacTBopy 2-IIUKJIONEHTHI-6-METOKCH-U30HUKOTUHOBOU KHCIOTHI (162 wMr,
0.732 mmonr) B8 DMF (2 ma) u THF (10 mun), noGasusitor DIPEA (189 wmr, 251 Mk,
1.46 wmmonp) 3a koropeiM ciaeayer TBTU (235 wmr, 0.732 wmmons). Cwmech
nepememnBaoT npu KT B Teuenue 10 muH mepex tem, xak gobasisitor (R)-4-(2,2-
numetui-[ 1,3 | nnokconan-4-uaMeToKCH )-3 -3THI-N-THAPOKCU-5-MeTHI-0eH3aMHIUH
(226 mr, 0.732 mmonnb). Cmech nepememuaiot npu KT B Teuenue 1 4, mepen tem, Kak

pazbasnsaror EtOAc wu mnpombiBaloT Bopoil. OpraHuyueckuil CjIoH OTHENSIIOT U
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koHneHTpupyT. Ocrtatok (375 wmr) pactBopsitor B auokcane (10 mi) m cmech
HarpeBaroT 10 105°C B Teyenue 18 u. Cmecp oxnaxzaarT A0 KT, KOHUEHTpUPYIOT U
HEOUMIIEHHBbII MNPOAYKT OUMINAIOT HAa TMpenapaTuBHbIXx muacTuHkax g TCX
(cunmukarenb, 0.5 wmwm), mpumensss DCM, conepxamuit 10% wmetaHona, 4YTOOBI
nonyuutb 4-{3-[4-((R)-2,2-numerun-[1,3]nnokconan-4-uIMeTOKCH)-3-3THI-S-METHII-
benmn]-[1,2,4]okcannazon-5-ui}-2-uuKJIONEHTUI-6-MeTOKCU-upuauH (396 wmr) B
BUzE KeATol MacasHucTol xkuakoctu;, XKX-MC: ty = 1.39 mumn, [M+H]" =494.31.

6) PactBop 4-{3-[4-((R)-2,2-numernn-[1,3]nnokconan-4-uaMeToKcu)-3-3Tui->5-
metua-penmn]-[1,2,4Jokcanuazon-5-un}-2-uuKIoneHTUI-0-MeTokcu-nupuauaa (390
mr, 790 mxmons) B 4 M HCIl B nuokcane (16 mn) nepememusanu npu KT B Teuenue
90 MuH mepen TeM, Kak KOHLEHTPUPYKOT. HeouuineHHBIH NPOAYKT OYMINAKT HA
npenapatuBHbix nnactuHkax TCX, mpumenss DCM, copepxamuii 10% meTtaHorna,
4TOOBI HNOJYy4YUTh (S)-3-{4-[5-(2-uukiaoneHTHI-O0-METOKCU-TTUPUANH-4-111)-
[1,2,4]okcanuazon-3-un|-2-3Tun-6-MmeTun-geHokcu j-nponan-1,2-nuon (80 mr) B Buzae
noytu Oenoit mensl; XKXX-MC: ty = 1.20 muH, [M+H]" = 454.32; '"H-SIMP (400 MTI'm,
CDCl5): 6791 (d,J=20Tu, 1 H), 78 (d,J=20Tu, 1 H), 753 (d,/J=08Tmn,1
H), 732 (d, J=10Tn, 1 H), 4.16-4.22 (m, 1 H), 4.03 (s, 3 H), 3.96-3.99 (m, 2 H),
393 (dd, /1 =43 T, J,=113Tu, 1 H),388(dd, /; =55Tn, J, =11.3Tu, 1 H),
3.21-331 (m, 1 H),2.79(q, J=7.6T'u, 2 H), 2.74 (s br, 1 H), 2.43 (s, 3 H), 2.07-2.17
(m, 2 H), 1.85-1.96 (m, 4 H), 1.70-1.81 (m, 2 H), 1.34 (t, J = 7.5 I'y, 3 H);
Huarpamma PIIJ[ Takas, kak noka3zaHo Ha ®ur. 4.

B BblmeunsnokeHHOM onucaHuu mnonydeHuss amopdpuoro COEJIMHEHUMA,
coennnenus xapakrepusyorcs 'H-SIMP (Bruker Avance II, 400 MI'n UltraShield™,
400 MTI'y ("H), 100 MTI'; (1>C); xuMudeckie CABUTH OTPAXEHbI B MIJIHOHHBIX TOJIAX
(MnH.1.) oTHOcuTenbHO TeTpaMmeruicminaHa (TMS), U MyJbTUIIETHOCTH MOJAaHBI B
Bune s (cunriuer), d (nybner), t (tpumner), q (kBaprer), quint (kBuHTET), h (Cekcrer),
hept (centeTr) wium m (MyJIbTUILIET), br = rpaHuna, KOHCTAHTBI B3AUMOIEHCTBUS TaHbI
B8 T'm); w/mmn HKX-MC Finnigan MSQ™ plus mmm MSQ™ surveyor (Dionex,
Switzerland), ¢ nHacocom Agilent G4220A u AGilent G4212A DAD (Agilent,
Switzerland), xomonka: Zorbax RRHD SB-AQ, 1.8 wmxm, 3.0x20 mm (Agilent);
rpaaueHT. 5-95% auneronutpun B Bome, coxepxkamwuii 0.04% TpudTOpyKCyCcHas
KUCJIO0Ta, B npeaenax 1.2 MuH, notok: 1.6 mi/mMuH; ty 1aeTcs B MUH.

CoenuHeHHs] OYHMIIAIOT CTEKJISHHBIMHU IMJIACTHHKAMH, TMOKPBITBIMU CHIIMKArejaeM

60 Fy54 (0.5 mm) nist npenapatusHoit TCX.
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Ilpumep 2: Iloayuenue popmbl A
B 0.1 mn EtOAc pactrBopsror 20 mr COEJIMHEHUA B amopdHoit dopme u

nocreneHHo nobapisitoT 0.9 mi H-rentana B Tedenne 1 4. ChopMupoBaHHYIO TBEPAYIO
¢dazy cobuparT mocje BbIAEPKUBAHUS 3aKPbITON B TeueHue Houu mpu 20-25°C u oHa
Bkirouaer COEJJMUHEHUE B xpucrananueckoin popme A. AnbrepHatuBHO, 25-30 Mr
COEJJUMHEHUMA B amopdHoii popme cmemmuBaroT ¢ 5 mia EtOAc/H-rentan 1/9 (o6bem
Ha oObem) u HarpematoT no 70°C. PactBop momnmaror oxnaxaeHuro ao 20-25°C, a
NOTOM XpaHAT B TedueHue Houu npu 4°C. IlonaydeHHyo TBepayw ¢a3y coOupamT H
ona siiasercs COEJIMHEHUEM B kpucramnundyeckoit popme A. C momomsro JICK
HaOJIIOaI0T MOJIHOE SHIOTEPMHUYECKOE SIBICHHE B AUaNa3oHe OT 0koyio 66°C 1o okojo
88°C, ¢ mukom nipu okoyio 79°C (T.m. kpucrannudeckon popme A).

Ilpumep 3: Ioayuenue ¢popmer B

Cwmemmusaror 0.5 r COEJJMHEHUA B kpucrammnueckoi popme A, 2.5 ma DCM

u 3 Mi H-renTaHa U GUIBTPYIOT B 4Hamky llerpu (¢ amamerpom mpudbIM3UTENbHO 9
cMm). PactBOop mopparoT ucmapeHuio B TedueHue Houw npu 20-25°C. Teepabiii ocTaTok
coOMparT W BBICYWIMBAKOT moA BakyyMoM (2 mbap B TeueHue 1 u). IlomydeHHBIN
TBepablid octatok mpencrasisier coboit COEAMHEHUE B kpucrannuueckoir gopme
B, xak nokazano va @ur. 2. C nomompo JCK HabnonaroT moigHOE 3HIOTEPMHYECKOE
sBJIeHHE B Auama3zoHe oT okoJyio 44°C go okoso 63°C, ¢ mukom npu okojio 58°C (T.m.
KpucTajandeckon Gopmer B).

Ilpumep 4: Hoayvuenue dhopmer C

B amnyne w3 TemMHOro crekyia oObemMoMm 15 w™Mn pacTBopmiu 266 Mr
COEJUMHEHUMA B kpucramnuueckoit popme A u 36 Mr moueBuHbI B 10 M MeTaHOJIA.
Amnyny ocTaBisitoT OTKpeIToM mnpu 20-25°C nna ucnapenust pactBoputens. Kaxk
TOJBKO BECh PACTBOPHUTENIb HCHAPSIOT U Mo3xe mocyie 1 Hemenu, nobapisiror 10 ma
BOJBI M OOpasel MepeMelInBalOT C MOMOINBI0 MAarHUTHOW Memanku mpu 20-25°C B
teyenne S5 gHed. CycneH3ur QUIBTPYIOT U HU3BJICYEHHYIO TBepayw ¢asy
BBICYIIMBAIOT npu 2 MmOap B TedeHwe | 4. Ilomy4yeHHBIH TakuM 00pa3oM TBepAbIH
ocratok mpexnctasisier coboii COEJJMHEHMUE B kpucramnuueckoit dopme C kak
nokazaHo Ha @ur. 3. momompio JJCK HabnoaT MONTHOE SHAOTEPMHUECKOE SIBICHUE
B nuamazoHe ot okojo 30°C mo oxono 60°C, ¢ mukom mpu oxkojo 48°C (t.m.

kpucraumdeckoit popmsr C).
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Ilpumep 5: CpaBHeHue THTPOCKONMUYHOCTH COE/IUHEHUS B

kpuctajganiyeckux popmax A, B, u C

Cnocob:

AHanu3 rpaBuMeTpudeckoi copouueii mapa (GVS):

Usmepenus nposoaunu onHospemeHHo 1t COEAMHEHUSA B kpuctannuueckoi
dopme A, B, u C Ha mHOrOKaHanbHOM mpubdope SPS-100n (Projekt Messtechnik, Ulm,
Germany), pabotaromem B mnodTanmHoM pexume npu 25°C. OOpasny pawoT
BO3MOXXHOCTh JOCTHTHYTh paBHOBecuss npu 40% OB mnepen Havanom 3apaHee
YCTaHOBJICHHOH MpOrpaMMmel pexuma BiakHOCTH (40-0-95-0-95-40% OB, npuMeHsIOT
sraniel ¢ 5% AOB um ¢ MakcHUMaJbHBIM BPEMEHEM paBHOBecHs 24 daca Ha STam.
IMpumensiu  okono 20 - 30 wmr kaxkgoro obpasna. Knaccudukamuw mo
TUTPOCKONMUYHOCTH  OCyLIeCTBIAOT cornacHo European Pharmacopeia Technical
Guide (1999, crtpanmuma 86), TO €CThb HETUTPOCKONMHUYHAs. yBEJIUYEHUE MACChI
cocraBisier MeHbme, dyeM 0.2% wmac./mMac.; cilerka TUTPOCKONHYHAs. yBEJIHYEHUE
MacChl COCTaBJiieT MeHbine 4eM 2% u paBHO uiau Oosbme, yem 0.2% wmac./mac.;
TUTPOCKOINMUYHAS: YBEJUYEHHE MAacChl COCTAaBJsieT MeHblne, 4eM 15% u paBHO WM
Obonbime, uyem 2% wmac./mac.. PaccmarpuBaroT usMeHeHue macchl Mexay 40%
OTHOCHUTENbHONH BJAXHOCTU U 80% OTHOCUTENbHON BJAXHOCTU NPU CKAHUPOBAHUMU
nepBoi agcopOuuu.

dopma A: < 0.2% mpupoct maccel: Herurpockonuunas

®opma B: 0.5% npupoct maccsl: Cierka rurpocKonuyHas

®opma C: 0.8% npupoct maccel: Cnerka rurpocKonu4Has

IIpumep 6: Kancyabl, coaep:xkamue 0.5 mr, 1 mr, 2 mr, u_4 wmr

COE/IMHEHUA B kpuctaaiuueckoii popme A

KomnonenTts! (Mr) KancyJja ajist opajgbHOro npuMeHeHust
0.5 mr 1 mr 2 mr 4 mr
IHokpbITOE JIEKAPCTBEHHOE BENIECTBO
COEJIMHEHME B xpuctammmueckas ¢popma A {0.50 1.00 2.00 4.00
MeTunuemmonaosa 0.05 0.10 0.20 0.40
Jaypuncyns(paT HaATPUA 0.001 0.002 0.004 0.008
Junamsmutona GpochaTuanIxXoTnH 0.05 0.10 0.20 0.40
Boga, ounmenHas 5.16 10.31 20.61 41.22
CMech IJIs1 KATCYJT
MeTunuemmoaosa 0.16 0.30 0.62 1.25
Jlaypuncyns(paT HaTPUA 0.54 1.10 2.17 4.33
KonnouaHbiii AMOKCHA KPEMHHUSA 2.49 2.60 2.78 2.67
ManuTt 352.2 368.8 388.8 368.5
Macca 3anmoJJHEHHBIX KancyJa (Mr) 356 374 397 382
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U3-3a oueHb HU3KOW pacTBOpUMOCTH B Boae (okono 0.06 mMkr/ma B BOAE) U
IUIOXOW  CMOCOOHOCTHM K CMauMBaHUIO akTUBHOro BemecTtBa (S)-3-{4-[5-(2-
LUKJIOMEHTHI-6-MeTOKCH-TTUpUAnuH-4-ui)-[1,2,4]okcannazon-3-uni|-2-3TUi-6-MeTUJI-
¢deHokcH }-niponan-1,2-quona, JEKapCTBEHHOE BEIIECTBO IOKPBHIBAIOT B KayeCTBE
nepBoro stana. K atomy obbemy nobapnsitor metunuesmnoiaody (METHOCEL™ A15
Premium LV, cycnmeHmupyromuii areHrt), jgaypuiacyibdaT HATPUS U JUIAJIbMHUTOUI
dochaTununxonun (CMauMBAKOLINE aT€HTHI), OJHMH MOCJE APYroro, K OYMIIEHHON BONE
pU MEePEMEIINBAHNM. KaXJ10€ BCIIOMOTATEIbHOE BEIECTBO AOOABISIOT TOJbKO MOCTE
MOJIHOTO pacTBOpeHus: nmpenmectByomero semectsa. ADPK, to ecte COEJJUHEHUE
B KpucTajnuueckoi Gopme A, mpoOCeBAIOT 4Hepe3 CUTO C pa3MepoMm oTBepcTuii 40,
n00aBIAIOT K PacTBOPY METHJILEIUIIOJIO3b U MEPEMEIINBAOT B TEUEHUE 3 4, A0 TeX
nop, moka cdopMUpyeTcsi 3aKOHYEHHass TOMOTeHHas cycneH3usi. CycCrneH3uro
NOABEPTal0T PACHBUIMTENBHON CYWIKOH (Temmeparypa BeIXxonsmero soszayxa 40 -
50°C, ckxopocTh mOTOKa BhICylIHBaromero ra3a 110 kr/4, CKOpOCTh TMOTOKa
pacnbelieHus raza N, 8 kr/4, naBnenue pacnsuieHus N, 0.7 6ap), KoTopast IPUBOIUT B
pesynbrate K mokpbiToMy A®K. ITokpeiTHE TPUBOAUT K YBEJIHMYEHUIO PACTBOPHUMOCTH
AKTUBHOTO BelecTBa (OKOJO 29 MKI/MJ B BOZE).

ITocne mDOKpBITHUS, COAEpKAHUE JEKAPCTBEHHOTO BELIECTBA ONPEAEIAIOT B
MOKPBITOM JIEKAPCTBEHHOM BELIECTBE, M KOJMYECTBO MaTepuajia, NPUMEHSIEeMOro Ha
CIeAYIOLIeM 3Tale, B KOHEUHOM CUeTe, KOPPEKTUPYIOT COOTBETCTBEHHO.

[MokpeiTeiii A®K npocesatotr BMecTe ¢ Metuiuennono3oii (METHOCEL™ A1S5
Premium LV), naypuncyibdarom Hatpus u dactbio Manuura (EMPROVE® Parteck®
M 200 Mannitol) u nepememusatoT. Ilocne mpoceumBaHusi, K CMecH B 2 3Tama
n00aBIAIOT elle MOPUUH MAHHUTA, KaXKABIH pa3 ¢ MOCIEAYIOUIUM MepeMeIIHBAHHEM .
IloroM npoceBarOT KONJIOUAHBIA AUOKCUI KPEMHUS (AEROSIL® 200) BmecTe C
OCTAaTKOM MaHHUTa H J00aBISIOT K MOPOWKOBOH cMecu. KoHeyHyr cMmech
IOTOJTHUTENPHO  mepeMemuBaroT. [loTOM  NOpPOIIKOM  HANOJHSKOT  Oelble,

Hermpo3padHbie Kancysl u3 runpomesiodsl (HPMC - hydroxypropyl methyl cellulose)

(VCaps+®), pasmepa “0”.
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OOPMVYIJIA U30BPETEHM A

1.  Kpucrannuueckas popma coenuHeHus (S)-3-{4-[5-(2-uukI0oneHTUI-6-METOKCH-
nupuanH-4-mn)-[1,2,4]oxkcanuazon-3-mn]-2-3Tun-6-metui-¢peHokcu j-nponan-1,2-

AUO0Ja, XapaKTepU3YIOINasicsl MPUCYTCTBHEM IHKOB Ha JuarpamMme peHTIE€HOBCKOM
NOPOIIKOBOH AM(PPAKTOMETPUH IpPH CIEAYIOLUX yriax pedppakuuu 20: 5.4°, 8.5° u

10.8°.

2. Kpucrannuyeckas ¢popma mo m. 1, XapakTepuU3yIasics NPUCYTCTBHEM NMUKOB Ha
auarpaMme PEHTTe€HOBCKOW MOPOLIKOBOH IH(PPAKTOMETPHHU MPHU CIEAYIOLIUX YyTJax

pedpakuum 20: 4.2°, 5.4° 8.0°, 8.5°, u 10.8°.

3.  Kpucramnmmueckas ¢opma mo n. 1, xapakTepusyromascs NpUCYTCTBHEM NMHUKOB Ha
auarpaMMme PEHTT€HOBCKOW MOPOLIKOBOH NU(PPAKTOMETPHH MPH CIEAYIOLIUX yTJax

pedpaxuuu 20: 4.2°, 5.4°, 8.0°, 8.5°, 10.8°, 12.7°, 14.4°, 17.7°, 20.4°, u 21.3°.

2
4. Kpucrannuueckass ¢popma no mrodomy u3 nm. 1 - 3, koropas B 3HAUYUTENbHOU
CTEMEeHU TIIOKa3bIlBA€T IMOPOIIKOBYI  PEHTIeHOBCKYIO  Audpakrorpammy  Kak

nzobpaxeno Ha @ur. 1.

5. Kpucrannuueckas ¢opma mo mobomy u3 nm. 1 - 4, KoTOpas HMEeT TOUYKY
wiaBieHuss okojso 79°C, kak omnpeneneHo audpdepeHunanbHON CKaHUPYHOLIEH

KaJJOpUMETpUEN.

6. Kpucrannmmueckas ¢popma coenmHenus (S)-3-{4-[5-(2-uUuKIONEHTUI-6-METOKCH-
nupuaua-4-un)-[1,2,4Joxkcagnaszon-3-mi]-2-3Tun-6-mMmeTua-peHokcu j-nponan-1,2-
AuoJa, MmojiydaeMas:
I pactBopeHueM 20 mr (S)-3-{4-[5-(2-uuKIONEHTUI-6-METOKCH-TUPUIUH-4-
un)-[1,2,4]Joxkcaguazon-3-uin|-2-3Tun-6-metun-peHokcu } -npomnan-1,2-nuomna
B amopdHoi popme B 0.1 mn sTHIALIETATA;
II) nodapiaenueM 0.9 M1 H-renTaHa MOCTENEHHO B TeueHue | 4; u

III)  BBLEEpKUBAHUEM 3aKPBITBIM B TeueHUe HOUM npu 20-25°C; nnnm
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IV)  cmemuBanmmem 25 - 30 wmr (S)-3-{4-[5-(2-uuKI0NEHTUI-6-METOKCH-
nupunun-4-un)-[1,2,4Jokcaguazon-3-uin|-2-3Tun-6-meTuia-QeHOKCH § -
nponaH-1,2-nuona B amopdHoit popme ¢ 5 Mi 3TuUNanerata/H-rentaHa 1/9
(oObem Ha 0O0bem) u HarpeBaHueM 10 70°C; u

V) naBasi BO3MOXXHOCTh pacTBOpPY oxyaauThbes 10 20-25°C u XpaHEHUEM ero B

teueHue Houu nipu 4°C.

7.  Kpucrannmueckas ¢popma mo n. 6, XapaKTepu3yrIasics MPUCYTCTBHEM NMUKOB Ha
auarpaMme PEeHTT€HOBCKOW MOPOLIKOBOW MU(PPAKTOMETPHH MNPH CIEAYIOLIUX yriax

pedpaxumu 26: 5.4°, 8.5°, u 10.8°.

8.  Kpucrannuueckas ¢opma mo m. 6, XapakTepU3yIOAsCsA NPUCYTCTBUEM MMUKOB Ha
auarpaMMme PEHTTe€HOBCKOW MOPOLIKOBOH OU(PPAKTOMETPHH MPHU CIEAYIOLIUX yTJax

pedpakuum 20: 4.2°, 5.4° 8.0°, 8.5°, u 10.8°.

9.  Kpucramnmmueckas ¢opma no n. 6, XapakTepu3yrImasics NPpUCYTCTBHEM NMHUKOB Ha
auarpaMMme PEHTT€HOBCKOW IMOPOLIKOBOH NU(PPAKTOMETPUM MPU CIEAYIOLIUX yTIiax

pedpaxuuu 20: 4.2°, 5.4°, 8.0°, 8.5°, 10.8°, 12.7°, 14.4°, 17.7°, 20.4°, u 21.3°.

10. Kpucrannuyeckas ¢popma mo m. 6, KOTOpasi B 3HAYUTEJbHON CTENEHH MOKa3bIBAET

MOPOIIKOBYI PEHTTEHOBCKYIO AUPpaKTOrpaMmy Kak uzobpaxeHo Ha @wur. 1.

11. Kpucrannuyeckas ¢opma mo jgwbdomy u3 mm. 6 - 10, KOTOpas UMeEeT TOYKY

niapjaeHus okono 79°C, kak omnpeneneHo auddepeHIMATBHON CKaHUPYIOMIEH

2

KaJJOpUMETpUEN.

12. Kpucramnuyeckas ¢popma mo modomy u3 nm. 1 - 5, monygaemas cnocodamu 1o 1.

6.

13. dapmaueBTHUecKas KOMIO3UIUSA, KOTOPAsl COAEPIKUT KPHUCTAIINYECKYIO popmy

no grobomy u3 nm. 1 - 12 u papManeBTHYECKH MOOXOAAIINNA HOCUTED.



10

15

20

25

30

20

14. Kpucrannuyeckas ¢opma mo modomy u3 nm. 1 - 12, uin papmauneBrudeckas

KOMIO3ULMA MO 0. 13, A7t NPUMEHEHUs B KA4E€CTBE JIEKapCTBEHHOI O CPEACTBA.

15. Kpucrannuueckas ¢popma mo jgrobomy u3 nm. 1 - 12, unu dapmauneBTudeckas
KOMITO3UIMSA MO 1. 13, 1 mpuMeHeHus AJsl NpeayNnpekKAeHHUs] UIu JedeHus: 0oJe3HH

wiu 3a00J1€BaHuUsl, BBI3BAHHOT'O AKTUBU3UPOBAHHONW MMMYHHOW CUCTEMOM .

16. Kpucramnuyeckas ¢opma mo mrodomy u3 nm. 1 - 12, win papmaueBTudeckas
KOMIO3HMIMUsS 1O M. 13, I NpUMEHEHUs B MPEOyNPeKICHUU WU JICYeHHH OOJIe3HU
win  3a0oneBaHusi, BBIOPAHHOTO W3  TPYINBL, BKJIKYAKIIEH  OTTOpKEHHE
TPAHCIJIAHTUPOBAHHBIX OPTraHOB, TAaKUX KaK IIOYKH, I[e€4YeHb, CepAle, JerkKue,
NOJUKENyIOYHas JKeje3a, POTOBHIA rja3a M KOXA, PEeakUuio TPAHCIUIATAT INPOTHUB
XO035lMHA, AayTOMMMYHHBIE€  CHHIPOMBI,  BKJIUaromue  cuHapom  IllerpeHa,
CIIOHAMJIAPTPONATUs / AHKUJIO3UPYIOUIUHA CHOHAWIUT, FOBEHUJbHBIH apTPUT, OCTpas
KOKHasi BOJYAaHKAa, JAHCKOWAHAs KpacHas BOJYAHKA, BOJYAHOYHBIA HepHT,
CUCTEMHBIH CKJepo3, nu(PQPY3HBIH KOXKHBIM CHUCTEMHBIH CKJIEpPO3, BAaCKYJIHUT
(mampumep, M. Wegener), TUraHTOKJIETOUHBIH apTepuut, Oone3Hb bexuera,
HeMHQEeKUHOHHBII yBeuT, cuHApoM ['yamacuepa, OasemoBa OOJE€3Hb, CHHIPOM
I'uiena-bappe, OunuapHbIN MEePBUYHBIN LUppo3 IEYEHH, NEePBUYHBIN
CKJIEPO3UPYIOIUI XOJAHTUT, ayTOUMMYHHBIH renaTuT, NOJUMHO3UT, 1€pMAaTOMHO3HUT,
MHUKPOCKOIMYECKHI KOJUT, TIIOTEHOBas OOJe3Hb, CAPKOHMAO3, BHUTHJIMIO, O4YaroBas
ajomeLusi, XpPOHMUYECKas BOCHAJMUTENbHAs AEMUENUHU3UPYIOLAs MOJUHEeHponaTus
(CIDP), suuedanut PacmycceHa, peBMAaTOUAHBIH apTPHUT, PACCESHBIBIA CKJIEPO3,
BOCMAJIUTENbHBIE 3a00NeBaHMsl KHIIEYHUKA, Takue kKak Oonesnp Kpona w
yJIbLEPATUBHBIN KOJIUT, MCOPUA3, MCOPUATHYECKUN apTPHUT, THPEOUAUTHI, TaKUE Kak
THUPEOUAUT XaIMUMOTO, FOBEO-PETHHHUT U CUCTEMHAsl KpacHas BOJTYAHKA, aTOMTUYECKHUE
0oJie3HH, TaKHe KaK PUHHUT, KOHBIOHKTUBUT, U aTONMHYECKUH NEPMATHUT, acTMa, qHadeT
I Tuma, wu nocCienH(pEKUHOHHbIE AayTOMMMYHHBIE 3a00JeBaHUs,  BKJOYAs

PEBMAaTUYECKUN MOJUAPTPHUT.

17. Kpucrannumueckas ¢opma mo modomy u3 nm. 1 - 12, uwin papmauneBTrdeckas

KOMIIO3ULMA 1O 0. 13, AJsi NpUMEHEHUs B JIEHEHUU CUCTEMHON KPAaCHON BOJYaHKH.
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