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OIIMCAHUE WM3OBEPETEHNA

2420-542138EA/019

CIIOCOE ITIONYUEHHMA I[IOJIMMOP®A PUBAPOKCABAHA

Hacrosamee m300peTeHMe OTHOCUTCHA K CIOCO0y KpUCTaJUIM3alUuM, U
BoJjlee  KOHKPETHO K IOJIYUYEeHUMI KPUCTAaJJIMUeCcKOoM  Mooudmukaumm I
puBapokcabaHa.

PuBapokcabaH 3TO Ha3BaHUe (S)—-5-xJyop-N-{ [2-0okCcO-3-[4- (3~
OoKCOMOPQOJIMH-4-1JI) beHnIi] -1, 3-0OKCa30JIUOAUH- S5-I MeTUJI } —2-THuodpeH—

KapbokcamMmoa, UM OH MMeeT CIeOYRIYID CTPYKTYPY:

PuBapokca®aH IpeAcCTaBJgeT cobo¥ HOpaMoM MHIUOUTOp bakTopa Xa

(«xaban»). OH »DeMCTBYyeT HeNoCcpeICTBeHHO Ha ¢akTop X CHUCTEMH
CBEepPTHBaHMSA KPOBU U, CJeIOoBaTeJIbHO, MOXeT OHBTb MCIOJL30BaH B

KaueCTBe aHTUKOATYJISHTa. B pale CTpaH puBapokcabaH IIpencTaBJieH

Ha pHHKe Kak Xarelto® (KcapeaTo) B KadecTBe IIepopallIbHOTO
aHTHUKOATYJISHTA . OH IIoKa3aH OJIs JleueHus PasJINUHEX
TpoMBOoBRMOOIMUEeCKUX 3abojieBaHUM  (CM., Hamopumep, nyodaukaumum WO

01/47949 (ocHOBHOM mnaTeHT), WO 2004/060887 m WO 2007/039132).
PuBapokcabaH MOXeT OHTH I[IOJIYdeH crocobaMy, OIMCAHHEIMU B
nyoamraumsax WO 01/47949 wm WO 2004/060887. B nyotumxaumm WO
01/47949 puBapokcabaH [IOJIy4YanT B BUIOE KPpUCTaIJINUeCKOM
MomOuoUKaumuy I IOyTeM OUMCTKM CHPOI'O IIpodyKTa C MCIOJIbE30BaHUEM
KOJIOHOUHOM XpoMaToIrpadum c BIIOEHTOM B BULE cMecHu
IVXJOPMEeTaH/MeTaHOJN. [OIOJHUTEJEHO SBTOT CIHOCO0 o00CyXnaeTcsa B
oyoaukaumy WO 2007/039132. Momudpmkaumsg I MMeeT TeMIepaTypy
IUIaBJIEHUA OpUOIM3UTeJbHO 230°C u xapakTepHble [OCK, pPeHTIeHOBCKYIO
IIOPOMKOBYK OMdpakToTrpaMMy, WK CHeKTp, PaMaHOBCKUM CHeKTp, CIeKTp
naJibHel MK obJjgactu u CIIEKTP omxkHe UMK oBJgacTH, KOTOpPHE
nopencTaBJieHH Ha ourypax 1-6 nyodjamxaumum WO 2007/039132.
XapaKTepUCTUUEeCKMe IIUKM IIpeOCTaBJIEHH CJeOyKRIuM oBpasoM.
[lopomkoBasg PeHTIeHOBCKas mubparkTorpamma (XRPD) 20 (°): 8,9,

12,0, 14,3, 16,5, 17,4, 18,1, 19,5, 19,9, 21,7, 22,5, 23,4,



24,1, 24,5, 24,7, 25,6, 26,4, 26,7, 30,0, 30,1 m 31,8.

MK cnexktp (cmt): 564, 686, 708, 746, 757, 830, 846, 920,
991, 1011, 1056, 1077, 1120, 1146, 1163, 1219, 1286, 1307, 1323,
1341, 1374, 1411, 1429, 1470, 1486, 1517, 1546, 1605, 1646,
1669, 1737, 2867, 2895, 2936, 2976 m 3354.

PaMaHOBCKMI cHekTp (cmt): 84, 111, 642, 672, 687, 745, 779,
792, 1083, 1099, 1232, 1280, 1307, 1325, 1343, 1428, 1473, 1485,
1548, 1605, 1638, 1664, 1722, 2899, 2944, 2983 m 3074.

MK CHexTp MOJIMHHOBOJIHOBOM ob6jlactu (cmt): 82, 97, 138, 169,
179, 210, 226, 247, 272, 283, 298, 303, 350, 394, 417, 438, 458,
475 n 484.

MK CHeKTp KOPOTKOBOJIHOBOM o6jsacTtu (cMm *): 4082, 4142, 4170,
4228, 4299, 4376, 4429, 4479, 4633, 4791, 4877, 4907, 5081,
5760, 5885, 6002, 6441, 6564, 8473 m 8833.

HemocraTok MeTOIOVK, IpencTaBJIeHHEX B nyOJamMKaumax WO
01/47949 m WO 2004/060887, cocToMT B TOM, UTO mIJIA I[IOJIYUYEeHUST
Momudmraumumu I TpebyeTcsa KOJIOHOUHad XxXpoMaTorpadmda. KoJloHOUHasd
xpoMaTorpadmua He ABJIAETCH TEeXHOJIOTMEM IMIpMeMIIeMOM OJia Ilepexolla K
MIPOMEMIJIEHHOM  oHepaumn. Ilyoaukanmusas WO 2005/068456 pacKpeBaeT
OUMCTKY puBapokcabaHa IIyTeM IIepeKpUcTajliM3alumM U3  YKCYCHOU
KMCJoTE. OODHako O HoJIuMOpdHOM GopMe He coofmaercsa. Kpome Toro,
YKCYCHYK KMUCJIOTY TPYIOHO YyIaldaTh M3 KOHEUHOTO IMpOoAyKTa, M OHa
pearupyeT C puBapokcabaHOM IIpM XpaHeHUM, IOaBasd HexXeJlaTeJIbHEE
IpUMeCH B IIPOOYKTE.

[Iyoankaiua WO 2007/039132 packpuHBaeT OpyTIMe MEeTONUKM I
OUMCTKM pUBapokcabaHa, HO OHM He JalT Tpebyemon Momubduraumm 1.
[IpOOYKTH MNPEeNCTaBJART Ccoboi Opyrue OGOPMEL TBepOOoTl'0 COCTOSAHUA,
BRJIOUA A MO OUPUK a LI 11, MO IOMUK a LI 1171, aMOpPPHYIO dopmy,
TMIpaTHyL (opMy, coJbsBaT Cc N-MII (NMP) M coeOMHEeHUe BKJIIKOUEHUS C
TT'0.

CoxpaHAeTCsa IOTpeOHOCTL B HaHHOM O0B0JlacTM TexXHUKM B 0OoJiee
30beKTUBHOM CIliocobe IOoJIYyUeHMSI Mooupuraumm 1.

TakuMm of0pas3oM, HacTodllee M300peTeHMe IpenjaraeT CIocoD
IOJIydeHrsa Moaudmukauum I puBapokcabaHa, BRIOUAKIINN:

(i) pacTBOpeHMe puUBapokcabaHa B CMeCH PaCTBOPUTEN IS UM aHTU-

pacTeOpPUTEIIA, roe AHTV-PaCTBOPUTEIIb rmmMeeT DoJiee BEICOKYIO



TeMIepaTypy KUIIeHUA, UYeM pacTBOPUTEND;

(1i) ynaJjieHMe pPacTBOPUTEJIA IIyTeM OTIOHKMU; U

(iii) cbGop noJsyuyeHHOM MOIOMOMKAlLIMM 1 pHBapokcabaHa.

YCTaHOBJIEHO, uTo 3TOT crioco® maetT MOIOMQUMK AL I
puBapokcad®aHa C BHCOKMM BHEHXOIOOM M BHCOKOM UMCTOTOM 0e3 ofOpaleHus
K KOJIOHOYHOM XpoMaTorpadum wmiIn ©0es3  MCHOJB30BaHMA YKCYCHOMU
KMCJIOTHL.

Dajiee HacTosAmee u300peTeHMe OyHOeT ONMCAHO CO CCHBUIKOM Ha
CONPOBOXIAKIIME UepTeXM, Ha KOTOPHIX:

OUI'. 1 mokaszweBaeT chnekTp XRPD @mng npomykTa OpuMmepa 1;

OUT'. 2 nokaseBaeT OCK cJjiemoB OJd NpoOyKTa IIpuMmepa 1;

OUI'. 3 mokaszwpBaeT MK chonekTp nOpomnykKTa nOpuMmepa 1; u

OUI'. 4 T1noka3HBaeT COBMeNeHMe CHeKTpoB XRPD 1mja OPOOYKTOB
npuMepoB 9 («naptusa 390612») u 10 («maptma 470612») .

Ha cramum (1) HacTosmero crnocoBa puBapokcabaH pPacTBOPAOT B
cMeCcH pacrBopUTeSId 171 AHTU-PacCTBOPUTEIIA. PacTeOpMTEJIE
IpenlIouTUTEeJIbHO ofeclleuMBaeT PaCcCTBOPMMOCTL, IIO MeHbIeM Mepe, 1 T
puBapokcabaHa B 200 MI pacTBOPUTEJIA. PaCTBOPMMOCTBL MOXeT OHTH

ompenejyieHa B JIOOOM MOMEHT II0 YCMOTPEHMI UM BKJIOUAS PaCTBOPUMOCTL

npu KUIIAYEHUN pacTBOpPUTENII C oBpaTHEM XOJIOOUIJIE HUKOM,
IpPenIouTUTEeJIbEHO npu KUIIAYEHUNU C oBpaTHEM XOJIOOUIIE HUKOM.
[looxomAmye PacTBOPUTENM BkJmouvannT TI'¢G u/miam  aueToH. Haubojee

NPenIouTUTEJIEHO pacTBopUTesieM gaeJjgeTcd TI'd. UToBeH o0DeCleuunThb
JETKYI OTIOHKY, pPacCTBOPUTEJIE IIPEeOIIOUTUTEJIEHO MMeeT TeMIlepaTypy

KUIIeHMA I1pnm aTMOC(]_)epHOM ITaBJIEeHVI MeHblle dYeM (Be=s BKJIIOUEHM )

100°C.

AHTM-PaCTBOPUTEJIE MNPEONOUTUTEJIBHO HABJISEeTCS CMEMNMBAaeMBM C
pPacTBOPUTEJIEM M He »OOJIXeH OBTE pacTBOPUTEJIEM IJid puUBapokcabaHa.
To ecTh, PacTBOPMMOCTB COCTAaBJISAeT MeHbme uyeM 1 1T B 200 M1
pacTBOpPUTEJII, UYUTO TaKXe MOXHO ONpeleJIMTh B JiobOoM MOMEeHT IIO
YCMOTPEHMID M BKJIKUAad TEeMIIepaTypy KHUIIEHMS PaCTBOPUTENS C oOOpaTHBEM
XOJIOOUJIE HUKOM, IpennouTUTEeJIbHO npu KUIIAYEHUN C oBpaTHHEM
XOJIOOUJIBHUKOM. [lOOXOOAMMMM aHTU-PaCTBOPUTENIAMU SBJIARTCH TOJIYOJ
u/Uim BOHA. HauboJjee IpenrnoudyTUTEeJIbHO AHTU-PaCTBOPUTEIEL

opencraBjgeT codoM CMechb ToJyoJjla M BOOH. UYTOOH 00eCHeuMuTh



OTI'OHKY, AHTV-PaCTBOPUTEJIE HOOJDKEH MMeThb TeMIlepaTypy  KUIIeHUA
BHIIE, UYeM pacTBOPUTEJIL, [IPpU U3MEPEeHMM IIpM OIHOM M TOM Xe
OaBJIeHVM, HalpuMmep, IIpKM aTMoChbepHOM IaBJjieHUM. [IpedllodTUTeIbEHO
AHTU-PACTBOPUTEJIE WJIM CMeCh aHTU-PaCTBOPUTEJIEM MMEeeT TeMIepaTypy
KUIIeHWA, 110 MeHbmer Mepe, Ha 10°C Bome, uYeM Yy pPacTBOPUTEJA WK
CMeCH pacTBOPUTeJIEV, IPUM M3MEepeHMM IPpM OOHOM M TOM Xe OaBJIeHUM,
HallpuMep, IIpM aTMOCOepHOM IaBJieHUM. Bo m30exaHMe »OBYCMEICJIEHHOCTU
aTMOCOEepPHEM IaBJIEHMEM CUMTalT HOabBJjieHre 101325 Tla.

Oina COonenCcTBUA PacTBOPEHND CMecChb pacTBOPUTEJb/ aHTU—
pPacTBOPUTEIb IPEenrIouYTUTEJILHO HarpepawT, 7 HauboJee
NpPennouTUTEeNIbHO CMeChb PacTBOPUTENL/aHTHU-pPacCTBOPUTEJE HaIrpeBalT
IpU KUIAYEHUM C OOPaTHEM XOJIOOWUIILHUKOM.

Huxuuil  nOpenen OTHOWIEHMA  puBapokcabaHa K  pPacTBOPUTEJIO
olpenesigeTCca pPacTBOPMMOCTLBIO pHBapokcabaHa B pacTBOpPUTEJIE IIPpU
JboM 3alaHHOM TeMIlepaType. PacTBOPUTEJL OOJDKeH IIPUCYTCTBOBAThH B
OOCTATOUHOM KOJIMYECTBEe, UYTOOH pacTBOPUTE puUBapokcabaH. PacTBop
MOXeT OHTbL Har'peT, KakK I[IpaBWJoO, IIpM KUIAUYeHUuM C OOpaTHBM
XOJIOOMJIBHUKOM, UYTOOHE CIOCOOCTBOBATEH PaCTBOPEHMI. BepxHUM IOIpelel]
MeHee BaXeH, HO KOJIMUEeCTBO pPaCTBOPUTEIS IIPEeOIOUTUTEJIbEHO CBOOUTH
K  MUHMMYMYy TIIO0 5SKOHOMUUECKMM I[IPpUUYMHAaM. B OpenmnouyTuTesibHOM
BapMaHTe  OCYWeCTBJIEHUS  HaCTOoAMeI'o U300peTeHMI  pacTBOPUTEIIEM
apiaserca TI'® m oTHomeHUe puBapokcabaHa k TI'® cocrTarjsgeT 1:50-200
Macc./o06., ©Oojee mnpennoururenabHo 1:95-110 wmacc./o06., Hawubollee
npennouruTengrHo 1:100 macc./o06.

B IPpYyTOM NpPenrnodTUTEeJIEHOM BapMaHTe OCYWeCTBJIEHUSI
pacTeopuTeJieM sAeJsgeTca TI'd, a aHTU-PaCTBOPUTEJIE [IPeldCTaBJISET
coBoM CMechb TOJyoJia M BOIH. IIPeOlouTUTesIbHO CooTHomeHue TI'O wu
CMeCcH TOJIyoJla M BOIOH cocTaBjgeT oT 5:1 mo 1:1 06./00.

B umeaslbHOM CJiydae pacTBopuTeseM  dgBjderca TI'Q, aHTV—
PACTBOPUTENE [OpelcTaBJgeT coboM CMechb  TOJIyoJla ¥ BOXH, a
OTHOLIEHVE pHBapokcabaHa k TI'®, k TOJyoJly M K BOOe cocTabjsgeT 1 k
50-200, K 10-50 n K 10-50 Macc./06./06./006. HauboJiee
NpennouTUTeJIbHBEM ABJIAETCSA COOTHOIIEHNUE 1:100:19:50
Macc./06./06./00.

Ha crammm (ii) pacTBOpUTEss YIAJd0T IIyTeM OTIOHKM. Ha



cTamuy OTIOHKM MNPeAlNOouTUTENIbHO YHOaJIdiT, IO MeHbmelw Mepe, 95%
pacTeopuUTesig, 0oJiee INPEenlIouTUTEJIBHO YIOaJISoT BeChkb pacTBOPUTEJE.
[locyie ynajieHUd pPacTBOPUTENS PeaKUMOHHY CMeCh OXJaXmalT IO
KOMHATHOM TeMIepaType (To ecTb 20°C), XoTd oOHa MOXeT OHTb
oxJlaxIeHa HWXe, Hampumep, mno 0°C.

Ha cramgum (i1ii) nDoJdydyeHHyI MoOOMdMKalMio I puBapokcadaHa
NIPenlIouTUTEeJIbHO CcofMpalnT (UIbETpOBaHMEM. 3aTeM ee, Kak [OIpaBuio,
IIPOMEIBAKT AHTU-PaCTBOPUTEJIEM ( AMU ) u cymar. CoOTHOWeHNE
pacTBOpUTeJIeM B IUCTUIIIATE MOXeT OHTH M3MEepeHO, & IUCTUILJIAT
MOXeT OHITH PeLupPKYyJIUPOBaH B opoliecc KpUCTaJIM3alnn nopu
COOTBETCTBYKIEN KOPPEKTUPOBKE COOTHOIIEHU S pacTBOPUTEJb/ aHTU—
PacTBOPUTEJIL, €CJM BTO IPUeMIIeMO.

DaHHHY crnoco® S[BJIAEeTCH NPOCTHM M MOXeT OHTL IIpOBeIeH maxe C
3aTpA3HEHHEM MCTOUYHMKOM pHuBapokcabaHa. TakuM oOpasomM, 3TOT
Criocof® BKJOUaET BapMaHT OCYIEeCTBJIEHMI, B KOTOPOM puUBapokcabaH He
nogBepraeTcd KOJIOHOUHOM xpoMaTorpadum. OelcTBUTEJILHO,
puBapokcabaH MOXeT OHTH IIpedoCTaBJIEH B KaueCTBe MCXOOHOTO
MaTepuaia 0JI OAaHHOT O criocoba IOJIyUYeHU B BUE CHPOTO
puBapokcabaHa, MMewnmeTro  coIepXxaHue IpuMece¥ mo 10% wmacc.,
HanpuMmep, 0,10-10% macc.

Ecau B MCXOOHOM MaTepuale IPUCYTCTBYIT Kakue-Jaudo
OKpalleHHHEe IIPUMeCH, PacTBOp pHuBapokcabaHa MOXHO obpaboTaTb C

leJibn ofecCliBeuMBaHMA YIJIEM, a 3aTeM HpO(bMJ'[prOBaTb OJId YyHOaJIeHUA

yoJd.

PuBapokcab®aH  MCIHOJB3YyT IJISA JledeHUusd  TpoMOOsMOOJIMYECKUX
3aboJieBaHuUM. TpoMBonsMbommMueckre  3aboJieBaHUAa  OlIpelelieHH  0OoJiee
nompobHo B nOyoauraumuy WO 2007/039132. OHM BKJIOUALT MHOAPKT

MMoKapla C IhnomwseMoM cerMeHTa ST (STEMI) m 6e3 HNOOBEMOM CeTI'MEeHTa
ST (non-STEMI), CTadbmMIIbLHYIO CTeHOKapIumo, HecTabuJIbHYID
CTEHOKapIMo, PEOKKII3UN n PEeCTEHO3H rnocye KOPOHAaPHHX
BMEMAaTeJILCTE, TaKMxX KaK aHI'MOoIJIaCTHMKa WJIM  aopTO—-KOPOHAapHOE
IIYHTUPOBAaHME, OKKJIO3MOHHHEe 3abojieBaHUA IIepudpepudecKux apTepun,
JIETOUHHE 5»MOOJINM, TPOMOO3HE TUIyOOKMX BEH UM TPOMOO3H IIOUEUHHX BeH,
TPaH3UTOPHEE UmeMn4YecKme aTaku, TPOoMOOTHUUECKUN u

TPOMOOSIMOOINYE CKHUM MO3TOBOM UHCYJIBT, lepebpallbHYIo IIEeMMIO,



VMHCYJILT UM CUCTeMHBEe TPpoMOOSMOOIMM UM MIeMUM Yy IIallMeHTOB C OCTpPOoH,
IIeprMoIMUecKOor WM HelIpexXoOdlley CcepleduHOoW apuTMMeN, Halpumep, C
OpencepnHo (ubpuIIAlMer, ¥ Yy IHalMeHTOB, KOTOpPHEe IIoIBepraeTcsHd
KapIMOBepCcUM; KpoMe ToTro, B cJydae I[DalMeHTOB C 3aboJieBaHUAMU
CepIeuHHX KJallaHOB WJM C MCKYCCTBEHHHMM CepIeuHbMM KJallaHaMM,
O/ CCEeM/HUPOBaHHBM BHYTPUCOCYONCTEM CBepTHBaHUEM (DIC),
MUKPOAHTUOIATUUECKON TEMOJUTUUECKON aHeMMel, 5BKCTpaKoplopallbHBM
KpoBooOpameHeM, HalpuMep, TI'eMOOMalIM30M, M C IpOoTe3aMM CepldeuHHX
KJIallaHOB, aTepoOCKIepOTHUUYeCKUMA COCYIVC THIMU 3aboJieBaHUIMU u
BOCHAaJIMUTEJIbHEMHU 3aboJieBaHUAMA, TaK/MA KakK peBMaTHUUYECKUE
3aboJieBaHMA OIOPHO-OBUTATEJILHOM CHUCTeMH, Oo0JIe3HL AJblLIenMepa,
MHIUOMpPOBaAHMEM poOCTa ooyxoJu u obpasoBaHMa  MeTacTas, opu
MUKPOAaHTMOIATUN, BO3pPAaCTHOM MaKyJISIPHOM oereHepaluuu,
orafeTMUeCcKOV peTHHoIaTuM, IuabeTuuyeckoM HepponaTuu U OPYIUX
MUKPOCOCYOMCTHX 3aboJieBaHUM, a TakKxke IJI NPpodUIIaKTUKM U JIeUeHUS
TPOoMOOBRMOOJIMUECKUX OCJIOXHEHMM, HalpuMep, BEeHO3HHX TpoMOosMOOINnM,
Y OHKOJIOTMUECKMUX OOJIbHHX, B UYacCTHOCTM Y Tex, KTO I[IOoOBepIraeTcd
CPaBHUTEJILHO BOJILIYM XUPYPIUUeCKUM BMEMaTeJIECTBaM u
XUMUUECKOM/JIYUeBOM Tepalur, OJ4 OpelyIpexXIeHVI CBepTHBaeMOCTH
KPOBM exX VIiVo, HalpuMep, OJS KOHCEPBMPOBAHMS MNIPOOYKTOB KPOBU U
IJIasMel, OJIS OUMCTKM/IpelBapUTeSILHOM o00pafoTKM KaTeTepoB M IPYIUX
BCIIOMOT ATEJIbHEX MEeOUIMHCKMUX CPelCcTB U O0DOpPYyHOOBAaHUSA, IJIS IIOKPHITUSA
MCKYCCTBEHHBX [IOBepxXHOCTEMN MeIVILMHCKUX IIPUCIIOCOBJIEHUMN u
oBopyooORaHmAI, MCIIOJIb 3y €MBIX in vivo MIIN ex vivo W B
BUoJIoOTHUECKUX ofpas3llax, KOTOophHe comepxaT dakTop Xa. PuBapokcabaH
Takxe MOXeT OBThL MCIOJbL30BaH IJA IIOpeOyIpexXIeHMS CBepPTHBaHUA
KpOoBM B IOpobupke, B UYacTHOCTM B KOHCepBaHTax KPOBU WU
BuoJioTHUYeCKUxX obpas3llax, KOTOpHe comepxaT dakTop Xa.
CoOTBEeTCTBEHHO, HacCToOAMee Hu30OpeTeHMe TakKXe BKJIOUaeT CIOoCcoB
IOJIYUeHMS CTaHIapTHOM IO3UPOBAHHOM JIeKapCTBeHHOM bopME
puBapokcabaHa, BKJIIOU A0 cTanmum IIOJIYUEeHUS MOOMOMKALIUA I
puBapokcabaHa, Kak OIMCAHO B HaCTOAdleM IOKyMeHTe, U OObLeIVMHEeHUI
MOIMPUKALINN I puBapokcabaHa c OIOHUM WIIN HEeCKOJIbKMMM
bapMalleBTUUECKM IIPMeMJIIeMHMM  HaloJHUTeJIaMM. PuBapokcabal, Kak
IpaBMJIO, BBOOAT IIepopallbHO, ¥ IIOSTOMYy IO3MPOBAaHHAA JeKapCTBeHHAasd

bopma IpennouTruTesILHO NpencTaBJIgeT cobont mepopalibHYo



JIeKapCcTBeHHYID (QopMy, HamboJlee OPedlNouTHUTEeJIbHO TabjleTKy. B TakoM
ciydae croco®  OONOJHUMTEeJILHO BRJOUYaeT CcTaauio TabjJeTHupoBaHUA.
llepopajibHasas »OO3UMPOBAaHHAaA JeKapcTBeHHas GopMa MOXeT OIpeldcTaBJIATh
cobom TabJjleTKy C TIOKPHTHMEM MM ©0e3 TIIOKPHTUS UM MOXeT OHTh
M3TOTOBJIEHA C MCIOJbL30BaHMEM CTaHOAPTHHX MeTOOOB, WM3BECTHHX B
OaHHOM o0B0JIacTM TEeXHUKMU.

B ciydae TIepopalJibHOTO BBeldeHMA [Oo3a OOBUHO COCTaBJISEeT OT
0,01 mo 100 wmr/kr, npennoururesbHo oT 0,01 mo 20 MO/Xr u
HauboJiee npennouruTesbHo oT 0,1 mo 10 mMr/xr.

HacTosamee wuzobpeTeHMe najiee OyOoeT OINMCAHO CO CCHJIKOM Ha
IpuBeIeHHHE HIIKe IPUMEPEHL, KOTOpPHE He npenHasHaueHH OJId
OoTpaHuYeHMsa M300peTeHUs.

[IprMepE!

Ipumep 1

PuBapokcaban (13,5 1) poBariasor k 1350 M TI'd. JoBaBJdgmoT
675 M1 Bomel M 250 MJI TOJyoJla M CMECH HarpeBalnT [IPU KUISAYEeHUU C
0oOpaTHEIM XOJIOOMJIBHMKOM IO PacTBOPeHMsa puBapokcabaHa. JJoBaBJgoT
AKTUBMPOBAHHEN yToOJIb. COOTHOmeHMe puBapokcadaHa, TI'®, BOOH U

TOJIYyOJIa cocTaBJigeT 1:100:50:18,75 Macc./06./006./00. CMech
busncTpyioT M TI'O yHaiadioT IOIyTeM OTITOHKM IIPpM TeMlIepaType 65-75°C
(KoTOpad HaxXoOUTCd MexXOy TeMIepaTypor kuleHud TI'®, 64-66°C, wu
TeMIepaTYypoll KHUIIEHMS as3eoTpolla ToJiyoJi/Boma, 84°C). PuBapokcabaH
KpUCTaJlJIn3yeTCAa BO BpeMAa npolecca OTI'OHKM. KpucrTaiie

OTOMIIL TPOBEBAKLT, HoJydablT 11,7 T puBapokcabaHa (BHXOIO 86,5%).
Kpucrajyinueckuil puBapokcabdaH ¥MMeeT TeMIIepaTypy ILJaBJIeHUS
230°C ¥ UMCTOTY IO OaHHEM BOXX 99,94%.

OBbpasell m3MenbuyalnT ¥ nOpoBonaT XRPD. ChnekTp rokaszaH Ha OUT.

1. CrexTp XRPD oJjiydanT C MCIIOJIL30BaHMeM onppaxkTOMETPA
PANalytical X'Pert PRO MPD B TeoMeTpuM Bpsrra-BpeHTaHO, OeTEKTOP
X'Celerator RTMS. [MTpudop MCIIOJIE3yeT n3JIIyUYeHne Cu K-ansda
(0,15418740 HM) C MUHTepBaJIoOM CKaHuMpoBaHmMa 1,9990-40,0004° u
BeJmmunHoM mara 0, 0167°.

XapakKTeprucTuuHee OuopakUMOHHLHE JmMHMM npu 20 (°): 16,5, 19,5,

22,5 u 23,4.



Takxe MCHOJNL3YT IOUOOepeHLIMATbHYD CKAHMPYDOIYD KaJloPUMETPUIO
(ICK) wm wmHOpakKpacHyKL CclekTpockonuwo, u JICK ciemoB m MWK cronexkTp
IokKa3aHel Ha ®MI'. 2 m 3, COOTBETCTBEHHO.

IOCK [OpoBOOAT C MCHIOJBb30BaHMeM Ipubopa DSC822e Mettler-
Toledo npm ckopocTM HarpeBa 10, 0°C/MmH.

VK CHeKTpH IIOJIy4eHH B cooTBeTcTBMM Ph.Eur. (2.2.24.) wm USP
<197K> ¢ wucnoJe30BaHMeM MeTola nucka KBr. Ilpubop NOpelcTaBJIgeT
cobom Avatar 370 FT-IR Thermo-Nicolet. IlepeueHs MK [IHMKOB
BKRJIoUuaeT (cmt): 416, 455, 483, 501, 564, 587, 607, 640, 671,
685, 707, 731, 745, 756, 775, 813, 828, 846, 864, 920, 930, 94¢,
991, 1011, 1023, 1055, 107¢, 1098, 1120, 1145, 1163, 1210, 1219,
1285, 1307, 1323, 1340, 1373, 1409, 1429, 1469, 1486, 1517,
1546, 1605, 1646, 1669, 1737, 2867, 2936, 2976, 3023, 3066, 3354
u 3442. XapaKTepuCTUUECKMe I[MKM HaxomaTcs npu (cmt): 564, 685,
707, 745, 756, 828, 846, 920, 991, 1011, 1055, 1076, 1120, 1145,
1163, 1219, 1285, 1307, 1323, 1340, 1373, 1409, 1429, 1469,
1486, 1517, 1546, 1605, 1646, 1669, 1737, 2867, 2936, 2976 wu
3354.

Taxkxe TMPOBOOAT PaMaHOBCKYI CIEKTPOCKONMK. CIeKTPH [I0JIydanT
¢ nomombld Thermo Nicolet Almega XR. CIIeKTPEl COOTBETCTBYIIOT
MomubomMraumum 1.

[IpumMep 2

PuBapokcabaH (16 1) pobaBjagaoT kK 1600 My TI'®¢. HoBaBaSoOT BOOY
(800 mMy) m Toxyosn (300 M) M CMechb HaTlpeBanT IOPpU KUIAYEHUU C
OOpaTHEIM XOJIOOMIJIBHUKOM IO pacTBOpeHMd puBapokcabaHa. COOTHOUIEHUE
puBapokcabaHa, TI'®, BoIOW M ToJyoJila cocTaBjageTr 1:100:50:18,75
Macc./00./006./00. BaTeM cJenyeTrT MeTOoOuKe, OpencTaBJIeHHOM B
npuMepe 1, nojgyuvawoT 13,5 1 puBapokcabaHa (Bexon 84,4%).

Momupmrauu I puBapokcabaHa XapaKTepusylT, KaK OIMCaHO B
npuMmepe 1.

HouMmepr 3—-15

[IoBTOPART MEeTOOMKY IOpuMepa 1 C Pas3jIMUHEM = KOJMUEeCTBOM
puBapokcabaHa, PaCTBOPUTEJIEM ¥ aHTHU-PacTBOpUTeJIeV. Pes3yJbTaTH

npencTaBJjieHs B Tabauie 1.



Tabauia 1
lMpumep | PuBapokcabaH Brxon dncrora
Pacreopurens (M) o B3XX MpuMeyvanue
e () (%) (%)
3* 1,5 OuxisopMeTaH, 200 HO 98,70 PuBapokcabaH
Bona, 30 HepacTBOpPUM B
OUXJIOpMe TaHe
4* 1,0 MeTanoJs, 200 HO 99, 66 PuBapokcabaH
HepacTBOPUM B
MeTaHoJe
5% 1,0 TogayoJs, 200 HO 97,93 PuBapokcabaH
HepacTBOPUM B
TOJTyOJIe
6 0,5 AueToH, 200 71 99,82 Mooudrkaumsa I
Boma, 50 B COOTBETCTBUU
TogyoJg, 50 c XRPD
7* 0,5 TI'®, 160 44 97,54 XRPD He
COOTBETCTBYET
MomubdMkaumum I
g* 0,5 MeTun-TI'®, 200 HO 98,17 PupapokcabaH
HepacTBOPUM B
Me-TI'®
9 0,5 TI'®, 50 80 99,82 Momndomrkaumns I
Boma, 25 B COOTBETCTBUMU
TogayoJs, 25 c XRPD (cM.
(1/100/50/50) UT. 4)
10 2,0 TT'®, 200 90 99,75 Momubukaumsa I
Boma, 100 B COOTBETCTBUU
ToJgyoJs, 100 c XRPD (cMm.
(1/100/50/50) OUT'. 4)
11 12 TI'®, 1200 75 99,82 Momudrkauma I
Boma, ©00 B COOTBETCTBUU
TogyoJsn 225 c XRPD
(1/100/50/18,75)
12 14 TI'®, 1400 100 99, 88 Momudrkaumsa I
Boma, 700 B COOTBETCTBUU
ToJgyoJ, 260 c XRPD
(1/100/50/18,6)
13 8,0 TI'®, 800 81,30 99,70 Momudukauua I,
Boma, 400 B COOTBETCTBUU
TogyoJs, 150 c XRPD
(1/100/50/18,75)
14 8,0 TI'®, 800 83,39 99,74 Momoudrkaumsa I
Boma, 400 B COOTBETCTBUU
TogyoJs, 150 c XRPD
(1/100/50/18,75)
15 8,0 TI'®, 800 87,40 99,76 Momudrkaumsa I
Boma, 400 B COOTBETCTBUU
TogyoJs, 150 c XRPD
(1/100/50/18,75)

* CpaBHUTEJLHEN IpUMEp,

HO

— He OoIlIpelneJieHO

a He IIpUMep M300peTeHUdg.




10

$OPMYJIA MBOEPETEHNA

1. Criocod [IOJIyUeHU A MOINOUKALIUN I puBapokcabaHa,
BRKJIIOU AOMNN &

(i) pacTBOpeHMe pHUBapokcabaHa B CMeCH PaCTBOPUTEJ IS UM aHTU-
pacrBoOpuUTEIL, roe aHTU-PacCTBOPUTEIBL VMEET BoJee BEICOKYIO
TeMIIepaTypy KUIIeHUSa, UYeM pPacTBOPUTEIL;

(ii1) ynmaJeHMe PacTBOPUTENA IIyTeM OTIOHKU; U

(iii) cbGop noJsyuyeHHOM MOIOMOMKalMM 1 pHBapokcabaHa.

2. ConocoB mo m. 1, B KOTOPOM pacTBopuTejeM dBjdeTca TI'O
n/Man aleToH.

3. Cnoco6 mo mn. 1 wmmm 2, B KOTOPOM aHTH-PacTBOPUTEJIEM
ABJIAETCHA TOJYOJI M/WIK BoOma.

4, Cnoco® mo JjgoboMy M3 IOIPedlleCTBYIMX IIYHKTOB, B KOTOPOM
pacrBOopuUTesieM apJjideTcd TI'O M aHTUM-PaCTBOPUTEIL I[IPelCcTaBJIgeT
cofboy CcMech TOoJIyoJila ¥ BOMIH.

5. Cnoco® mno JgoboMy M3 IOIPedlleCTBYIMX IIYHKTOB, B KOTOPOM
CMeCb PacCTBOPUTEJIL/aHTU-PaCTBOPUTEJIE Ha cTamuu (i) HarpeBawoT.

6. Crmoco6 mno n. 5, B KOTOPOM CMeChb pPacTBOPUTEJb/aHTU-
PacTBOPUTEJIL HarpeBakT C OOpaTHBEM XOJIOOMJIEHUMKOM.

7. Crnoco® 1o 1II. 5 wnmm 6, B KOTOpPOM TIIOCJIe YIaJIeHusd
PAcCTBOPUTEJII CMeCh OXJlaXIalnT OO0 KOMHATHOM TeMIepaTypH.

8. Cnoco® no JjgodboMy M3 OpellleCTBYKRIMX IIYHKTOB, B KOTOPOM
pacraopuTesieM 4dBjgeTca TI'®O uM  COOTHOWeHMe pUBapokcabaHa u TI'O
cocramyuger 1:50-200 macc./o0.

9. Cnoco® no JgoboMy M3 IOPellleCTBYKIMX IIYHKTOB, B KOTOPOM
pacTBopuTesieM ABJgeTcsa TI'®, aHTHU-PaACTBOPUTEJIL NPeAOCTaBJIgeT cobou
CMeChb TOJIyoJila M BOOE UM COOTHomeHMe TI'G0 M CcMeCHM TOJIyoJila U BOLH
cocTaBjdgeT oT 5:1 mo 1:1 06./06.

10. Crnoco6 mno JjoboMy M3 OPedlleCTBYKIMX I[IYHKTOB, B KOTOPOM
pacTeopuTeseM ABRJgeTca TI'®, aHTHM-PaACTBOPUTEJIL NPeAOCTaBJISeT CcoOou
CMECEH TOJIyOJla M BOIE M COOTHOIIEHMe pHuBapokcabaHa, TI'®, TojyoJia u
BOIEL COCTAaBJIAET oT 1 K 50-200, K 10-50 u K 10-50
Macc./06./06./00.

11. Crnioco6 mno JjoboMy U3 MNPeIlleCTBYKIMX I[IYHKTOB, B KOTOPOM
NOJIYUeHHYK Momupmuraumio I puBapokcabaHa codbupanT (UIILETPOBaHUEM.

12. Cnocof6 no JjgoboMy M3 IIPellleCTBYRIMX IIYHKTOB, B KOTOPOM
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puBapokcabaH He TOoOBepTralT KOJOHOUHOM XpoMaToTpaduu.

13. Cnoco6 no goboMy M3 IOpellleCTBYRNMX I[IYHKTOB, B KOTOPOM
puBapokca®aH IpeICTaBJIeH B KadeCTBe MCXOIHOTO MaTepHuaja OJs
crnocoBa MoJIydeHMs puBapokcabaHa, MMeKIeI'o CoIepXaHUe IIpUMeceNn
0,10-10% macc.

14. Crnoco® HmoJydeHMSA  HOO3UPOBAHHOM JIEKAPCTBEHHOM  QOPMH
puBapokcabaHa, BKJIOU AN cTanuu IOJIy4YeHU s MOIOUOUKALINN I
puBapokcabaHa O JOOOMYy M3 NIPedONeCTBYKRIMX IIYHKTOBR UM OOBeOMHEHUS
MOOUOUKALINY I puBapokcabaHa c OINHVM NI HeCKOJIbKYMU
bapmalleBTHMUECKM IPMEMIIEMEIMM HAIIOJHUTEJISAMA .

15. Cnoco® mo m. 14, B KOTOPOM IO3UPOBaHHAA JIeKapCTBEHHAad
bopMa moOpencrabBjigeT CcoOOM IIepOopalJibHY IO3MPOBAHHYKL JIEeKapCTBEHHYIO
bopmy .

[To moOBepeHHOCTU
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