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2420-568982EA/061
CIIOCOEEH! JIEUEHMA PACCESIHHOI'O CKIIEPO3A

IIEPEKPECTHHE CCHJIKM HA POICTBEHHHE 3SAABKU

[0001] B ODaHHOM 3asaBKe 3agBJIIeTCH IpUOPUTET 10
IpeoBapuUTesIbHOM 3BadBKe Ha naTedT CIIA N62/080783, mnomanHon 17
Hogbpsa 2014 T., TOpeIBapUTeJIbLHOM 3agBKe Ha naTeHT CIIA N62/140255,
nomaHHou 30 wMapta 2015 1., ¥ OpeXBapMTEJILHOM 3asBKe Ha IIaTeHT
CIIA W62/232963, mnomaHHOM 25 ceHTabpsa 2015 1., kaxmad M3 KOTOPHX
BKJIDUEHa B OaHHEM IOOKYMEHT B IIOJIHOM OO0BeMe IOCPeOCTBOM CCHUJIKMU.

1. OBJIACTE TEXHUKU

[0002] B [maHHOM M300peTeHUM [IPENJIOXKEHH CIOCOOH JiIeUeHUA
paccedaHHOTO CKJIEpO3a C IIOMOIILIO bymapara, TakoIo Kak
oraJgxkuidyMapaT, MOHoaJkuiIdyMapaT, KOMOMHaLMA IOUalkuiIdyMapaTa U
MOHOaJIKMJIdyMapara, [IPOJIEKAPCTBO MOHOaJIKMJIQyMapaTa,
OelTepUpoBaHHasA GopMa J0OOTO M3 BHIEIPUBEIEHHHX COEIMHEeHUN U
bapMalleBTUUECKM IIpHeMieMad COJib, KJjaTpaT, COJbBaT, TayToMep WK
CTepeou30Mep JOOOTO M3 BHIENIPUBEIEHHHX COEIMHEHUM WM KOMOMHAaLUI
JIOOHIX BEMEeCTB W3 BHIIENPUMBENEHHEX. CIHOCOOH, TIIPeIOCTaBJIEHHEE B
OaHHOM OOKYMEHTE, YIIYydmamnT 0es0IacCHOCTb JleueHmnd nIyTeM
MHOOPMUPOBaAHMA M HalJIoOeHUd 3a [HalueHTaMM, [IOoJIydalliuMY JIeUeHNe,
KacaeMmo Iporpeccupyoimen MYJIETUGOKAJILHOM JIeMKOoDHIIehajionaTum
(IIMJI) , n/MiM nIyTeM HaOJIOeHMS 3a UMUCIIOM JIMMOOIMTOB.

2. YPOREHbL TEXHMKU

[0003] PaccesaHHHN CKJIEPO3 (PC) IpencTaBJIsSgeT cobon
ayTOUMMYHHOE 3aboJieRaHue e ayTOVMMYHHOM aKTUBHOCTEIO,
HanpaBJIeHHOW MNPOTHME aHTUIEeHOB IIeHTpaJIbHOM HepBHOM cucTeme (ITHC) .
IODanHoe 3aboJjieBaHMe xXapaKTepu3yeTcs BoclajleHMeM obJjlacTen IHC,
KOTOpOe IHPMBOOMT K  pPas3pylleHVMn  MUeJIMHOBOM  ODOJIOUKM  BOKPYT
HeVpOoHAJILHEX aKCOHOB (IeMMelIMHM3alluM), paspylleHril aKCOHOB U B
UTOTe K CMepTM HEWPOHOB, OJUTOOEHIPOLMUTOB M TUIMAJBbHHX KJIETOK.
VcuepnuBaomui 0630p PC M CymMecTBYKIMX Ha ITaHHEM MOMEHT CIOCOOOB
JleueHrsa CM., HalIpuMmep, B McAlpine’'s Multiple Sclerosis, by
Alastair Compston et al., 4th edition, Churchill Livingstone
Elsevier, 2006.

[0004] OuedHeno, uTo 2500000 Jome B MHMpe cTpaZaioT oT PC.



3T0 OIHO M3 HauboJiee pPacOpOCTpaHeHHHX 3adojieBaHuy ITHC y B3POCIHX
JIOIe  MOJIOIOTO  BO3pacTa. PC n1npencTaBasgeT coBoM XPOHMUECKOE
oporpeccupyrilee VHBAJUOU3UPYIOIEeE 3aboJieBaHue, KOTOpoe, Kak
OpaBuJIio, TOABJIAETCA Uepe3 HeKOTOopoe BpeMda Iocje OyfepTaTHOT'O
nepuona, IMATHOCTUPYKRT €TI0, Kak npaBwuio, Mexny 20 m 40 romammu,
XOTS OHO MOXEeT HauMHaThLCa WM paHee. 3abojieBaHMe He HABJISIeTCH
HalpaMy®  HacCJIeOCTBEHHEM, XOTHA TeHeTHuUeckas UYYyBCTBUTEJBHOCTD
UTpaeT HeKOTOpyK PpoJib B ero pa3BuTumM. PC OpeXdcTaBJgeT CcoOoM
KOMILJIEKCHOE 3aboJieBaHMe c Pa3HOPOIOHEM KJIMHUYECKUM,
[IaTOJIOTUUYECKMM ¥ UMMYyHOJIOTHMUECKUM (QEHOTUIIOM.

[0005] CymecTByeT UeTHpe OCHOBHHX KJIMHUMUeCKUX Turna PC: 1)
peMUTTUPYRMe-peunauBupylomm PC (PP-PC), KOTOPHM XapaKTepusyeTcsd
UeTKO BHPaXEeHHEIMM pelMIMBaMM HapAaOoy C IIOJIHEIM BOCCTAaHOBJIEHMEM WJIM
C OCTaTOUYHEIMA ABJIEHUAMU u OCTaTOUYHEMN HapylleHU AMA npu
BOCCTAHOBJIEHUN ; [IepmroOOsl MeXny peunomMBaMm 3aboJieBaHmnA
XapakKTepmusynTCcsa OTCYTCTBMEM IIpOoTpeccUpoBaHUa 3aboJieBaHMUA; 2)
BTOPUUYHO-IIpOTpeccupykmuin  PC (BII-PC), KOTOPHIM XapaKTepu3yeTCcHd
IepBOHAaYaJIbHEM pPeEMUTTUPYIE - PelUINBUPYIOIMM TeueHUEM C
[IOCJIe oYUM [IPOTPEeCCUPOBAHUEM c nepmuoIude CKMUMM peuuoMBaMu,
MaJIEIMM PEeMUCCUAMU UM IIepuolaMy OTCYTCTBUS M3IMEeHeHUM ujam 0e3 HUX;
3) nepBHMUHO-IIpoTpeccupyiommyi PC (III-PC), KOTOPHM XapaKTepusyeTcsd
oporpeccupoBaHmeM 3abojieBaHMA ¢ CcaMoT'0 Haudajia 3abojieBaHuda C
IeprMoguMuecKuUMY  IIepruomaMy  OTCYTCTBUS  M3MEeHEeHUM U BpeMeHHBMMU
He3HAUUTEJILHEMUY YIIVUIeHuAIMM,; ¥ 4) OIpoTpeccHupyille-peluIVBUPRYIOMUI
PC (IIP-PC), KOTOPHM XapaKTepu3yeTCsa MNOpOTPeCCHMPOBHMEM C Haudaja
3ab0JIeRaHMAa C SBHHMM OCTPEIMU PeUMIMBaMM C IIOJIHEIM BOCCTAaHOBJIEHMEM
WU Des HeTOo; [IepPMO oL MeXIy peluramMBaMm XapaKTepnus3yonTCs
HEINPEPHBHEM IPOTPECCUPOBaAHUEM.

[0006] KiumHmuecku 3abojieBaHMe HauboJiee dYacCTO IMIPOSABJIAETCH B
BUIOE PEMUTTUPYIIIE—PEeUUINBUPYRIETO 3aboJieBaHUA " B MeHbIIen

CTeIleHM KaK IIOCTOAHHO IIpoI'peCcCHpylee HeBPOJIOTMUEeCKOEe HapylIeHHMe.

PeMUT THUPYKIE -PeIUINBUPYIINM PC (PP-PC) IIPOABJIACTCSHA B dpopme
[IepruoonuYeCcKur IIOBTOPAKIMUXCAI oBoCTpeHUMn o4YaroBOTO W
MHOTOOUAaTOBOTO HEeBPOJIOTUUYECKOT'O HapyleHMsd . OBoCcTpeHrd  MOTYT

IIOABJIATECA, BPEMEHHO ocJyiabeBaTk M CHOBa BO3HMKATL, I[I0—-BUIMMOMY,

CﬂyqaﬁHHM O@paSOM B TeueHMe MHOIUX JieT. PeMMCcCHMA YacCTO HeIloJHasd,
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n IIO0 Mepe BOSHMKHOBEHMA OIHOIO O@OCTpeHMFI 34 IOpyIrM IIpOMCXOoIOInMT

[IOCTEIIeHHOE YXyOumeHue BMeCTe C YCUJIEHUEM IIOCTOAHHOTO
HEBPOJIOTHUUECKOTO paccTpoMcTRa. OBrIUHOE TeueHue PP-PC
XapakTepmusyercd [IOBTOPARIUMAC I peunnomMeami, njig OOJILIIMHC TR A

IalMeHTOBR B uTore CBA3aHHBEMHU c HavaJiIoM I[IpOoTpecCUpoOBaHmUA
3aboJjieraHMAa. llocienywiee TedeHre 3aboJIeBaHMA  HENpPeIcKa3yeMo,
XoTd y  OOJBIMHCTBA IallMeHTOB C PEeMUTTUPYIE-PpelUINBUPYIOMNVM
3aboJieBaHMEM B MTOT'e OYyINeT pa3BUBATLCH BTOPUUHO-INIPOTPECCUPYRIEE
3aboJieBaHMeE. B PeEMUTTUPYIIIE-PelUINBUPYIIeN dase PEeUMIONBE
yepeIylnTCa C [DepuolaMu KIMHMUECKOTO OTCYTCTBUMA aKTUBHOCTU, U
MOTYT HabomaTbCHad, HO He 0043aTelIbHO, OCTaTOUHHE HABJIEHUS MEeXIy
3OM30OaMM PEeLUMIMBOB B 3aBUCHMMOCTM OT HaJMuMAg HeBPOJOTUUECKUX
paccTpoMcTB. IlepMOIE MeXIy peuuIMBaMM B TeueHMEe PeMUTTUPYIIe-—
peuuouBUpyomer ¢ase  ABJAKTCSA KJIMHUMYUECKM CTadbuiabHeEMM. C IOIpyToM
CTOPOHE, Yy IIallMeHTOB C IporlpeccupynmuM PC HabOlomaeTcd IIOCTOSHHOE
yCUJIeHN e HapymeHu, KakK onpenejieHO BHIIE, VI C Hauaja
3aboJieBaHMda, WM IIOCJIe IlepMuola PpelUUMIVMBOB, HO TaKoe oOO3HaueHUe
He MCKJIoUaeT OOIIOJHUTEJIEHOTO BO3HMKHOBEHMS HOBHX PEUUIMBOB.

[0007] [TaTojgorua PC 4UYacTHUUHO IpelcTaiBJieHa oO0pasoBaHUEM
BOCIIaJIeHHHX »OeMHUeJIMHU3UPYIKMX odUaloB IIopaXeHrda B OeJloM BemecTBe,
KOTOPHE ABRJIAOTCHA OTJIMUUTEJILHEM IIPM3HAKOM Yy TalMeHTOB C OCTPBIM U
pPeLUUOIMBUPYIIMM  3aboJieBaHMeEM. Y  maumMeHTOB C [OPOTPeCCUPYIINUM
3aboJleBaHMEM MO3T TIopaxXaeTcsd  3HauuMTeJlbHee C  OUOOY3HEM, HO
OOmMUPHEIM (IJIaBHEIM 00pasoM aKCOHAaJIbLHEM) HapylleHMeM HOPMaJIbHOT'O
cocTosHMUA OeJlIoTo BemecTBa M ODMUMPHOM IeMMeJIMHM3alMen Takxe B
CepoM BelecTBe, OCOO0eHHO B KOpe T'OJIOBHOTO MO3Ta.

[0008] s JjeueHusa PC ObUIM OPedJIOXeHH COJM 520MPOB dyMapoBOM
KMCJIOTEH B KOMOMHaALMM C IOMMeTuJIdyMapaTom (IMO), Kak, HaIpumep, B
FUMADERM® (cMm., HampuMmep, Schimrigk et al., Eur. J. Neurol.,
2006, 13(6):604-610; Drugs R&D, 2005, 6(4):229-30; narent CIA N
©436992) . FUMADERM® copmepxuT mguMeTusIdyMaparT, KaJIbLIMEBYIO COJIb
STUITUIPpOPYMapaTa, MaTlHMEBYK COJIb 3STUITMApodyMapaTa ¥ LIMHKOBYIO
CoJIb sTuaTMIOpodyMapaTa (cM., HanopuMmep, Schimrigk et al., Eur. J.

Neurol., 2006, 13(6):604-610).

[0009] TECFIDERA®, xamncyse IuMeTuiIdyMapaTa C OTCPOUYCHHEM
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BHICBODOXIEHMEM IJIA IIepOopalJIbHOI'O IIpUMeHeHMs, OvUl omofOpeH B 2013
I'. VYHOpaBJIEHMEM I[IO0 CaHMTapHOMY HaO30py 3a KaueCTBOM [IMIEBEX
IPOOYKTOB " MeIMKaMeHTOB CIIA oA JIeUueH A CYyOBEKTOB C
PELUIMBUPYOLMUMY QOpMaMM PacCesgHHOTO CcKieposa. TECFIDERA® comepxur

oMeTuiadyMapaT (IMO), KOTOPHM MMeeT CIeIyIyln CTPYKTYPY:

[0010] B [IEPBOM MCCJIegOBaHMUSA dbasu 3, DEFINE
(MOeHTUOUKALIMOHHEM  HOMEpP B ClinicalTrials.gov NCT00420212),
IokasaHo, uYro MO 3HauuTeJIbHO ociablidall KIMHUYECKME pPelUIVBH,
YMeHBIIaJl CTelleHb MNIPOTPEeCCHUPOBAaHMSA HapPyIeHMS M KOJIMUEeCTBO M OO0OBEM
OYaroB IIO CpaBHeHMI C IJlaue®o T1ocje HOByX JeT JedeHuda. Cu.,

HamnpuMmep, Gold et al., N. Engl. J. Med., 2012, 367(12):1098-

1107. Ly 3aKJIOUEeHM A [IOOTBEPXIATCA pes3yJibTaTaMun BTOPOT'O
uccjiegoBaHuUd dase 3, CONFIRM (MOeHTUOUKaLMOHHEIN HOMEDP B
ClinicalTrials.gov NCT00451451), B KOTOPOM OOIIOJIHUTEJIEHO

OLleHMBAJM TajiTupamMepa alleTaT I[IpM IIOIOKOXHOM BBelNeHMM B KauecTBe
AKTMBHOTO JIeUueHMSA CpaBHeHMSA (CO CKPHTMEeM MeToIa JiedeHusa). CM.,
HamnpuMmep, Fox et al., N. Engl. J. Med., 2012, 367(12):1087-
1097. IMO MOpomeMOHCTPUPOBAJ IIpMeMIeMBM Opoduiib ©0e30NacHOCTU B
ncciyenosaHmax DEFINE m CONFIRM.

[0011] OmnmMcaHH CcJlyyaM BO3HMKHOBeHMAa IIMJI y 1[almMeHTOB C
[ICoprasoM, KOTOPHX Jeumsu FUMADERM® 1m skcTeMIopaslbHEMM SOUpaMu
bymaporo# kucjgoTel (Ermis et al., N. Engl. J. Med., 2013,
368 (17):1657-1658; wvan Oosten et al., N. Engl. J. Med., 2013,
368(17):1658-1659; Sweetser et al., N. Engl. J. Med., 2013,
368(17):1659-1658; Emrich, Lisa, "Tecfidera and PML - What's the
story.” Multiplesclerosis.net, April 25, 2013; accessed November
10, 2014).

[0012] IIMJI mpencTaBJageT coBOM ONMNOPTYHUCTUUECKYID BUPYCHYIO
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MHPEe KNI, BHI3BAHHYK OJIHMM TMIIOM IIOJIMOMaBUPYCOR, Ha3HBaeMBIM
BupycoM JC (JCV), KOTOPHM, KaK I[IpaBUJIO, OPOABJIAeTCA TOJBKO Y
IalMeHTOBR CO CHMXEeHHOM UMMMyHHOW peakluel, ¥ KOTOPHM OBOBUYHO
OPUBOIUT K CMEePTM WJIM TSXEeJOM MHBAJIMOHOCTM. OTOT BUPYC OUeHb
pacrnpocTpaHeH Yy BCexX CJIOEB HaCeJIeHUs, IIOABJISETCS B HOeTCTBe U
CoXpaHsaeTCcH B TeueHMe  XM3HMU. I[loka3zaHo, UTo OOMUHUPOBaHUE
cepotunia JCV cocTaBjageT ~33-84% B 3aBUCHMMOCTU OT MCCJEeOOBaHUA
(cmMm. WO 2011/085369 Al, WO 2007/100770 A2 m WO 2012/166971 A2).
IIMJI mOpencTaBJgeT coboM TaxeJioe M OHCTPO OpoTpeccHupyllee BUPYCHOE
3aboJieBaHMe L eHTpaJlbHOWM  HEPBHOM  CUCTEMH, KOTOpoOe paspylmaeT
MUEJIMHOBYK OOOJIOUKY, 3allMIanllyld HepPBHBEe KIJIeTKu. I[IMJI OpakKTUuecKu
BCeI'la BO3HMKaeT Yy IalMeHTOB, Y KOTOPHX 3HAUUTEJIbBHO CHWXeHa
VMMYyHHasd peakKLUusa, UM dYacToO CB4d3aHa C JuMOONposindepaTUBHEIMU U
OPYTUMMM XPOHMUeCcKuMM 3abojieBaHMAMM, TakuMu Kak CIIWI, ©oJe3Hb
XOomxXKMHA, XPOHUYECKUM JIVMOOLIM T AP HEM JeMKos, CapKomunos,
TyOepKyJie3, CHUCTeMHad KpacCHasd BOJIlUaHKa M TpaHCIJIaHTalMsa OplaHOB.
Takxe coobmaJjiock O ciaydvadax I[IMJI y T[aluMeHTOB C  ayTOMMMYHHBEMMA
paccTponcTBaMu, KOTOPHE IOJIyYaJlM MMMYyHOCYIIPECCHUMBHYK Tepalluio;
cpeIM HHMX TpPM I[allMeHTa C PeBMaTOMIHEM apTpuToM (Sponzilli et
al., Neurology, 1975, 25(7) :664-0668; Rankin et al., J.
Rheumatol., 1995, 22(4):777-779; Durez et al., Arthritis Rheum.,
2002, 46(98):536), OIDHOTO M3 KOTOPHX JIEUMJIM aHTaAarUOHMCTOM (QakTopa
Hekpo3a onyxoJjiem (®HO) (Durez et al., Arthritis Rheum., 2002,
46(98) :536) . IIMJI Takxe oIMCaHa Yy I[alumMeHTa c O0oJie3HBK KpoHa, HO
CONIyTCTBYyKIIee JieueHMe He OBJIO YykaszaHo (Garrels et al., Am. J.
Neuroradiol., 199¢, 17(3):597-600), M Yy TIallMeHTORB, KOTOPHIX
JIeUMJIM HaTalu3yMaboM, TIYMaHM3UMPOBAHHHM MOHOKJIOHAJIBHEIM aHTUTEJIOM,
VCIIOJIE3YEMEIM IIPU JIeUeHMM pPacCCesdHHOTO CKJepo3a M ©oJje3Hu KpoHa. B
2005 1. coofmeHO O IEepBHX ciaydaax I[IMJI, CBA3aHHHX C OMOJOTMUECKOM
VMMYHOMO IYJIMP YOI e Tepanueu, M3HaYaJIbHO C VICIIOJIb 30BaHMEM
HaTalausymMata, a 3aTeM B COUeTaHuUM C OpYyI'MMM areHTaMM, BKJUYad
sbpanusymad, pUTykcuMa® uM ajleMTy3yMad (paccMoTpeHO B: Major et
al., Annu. Rev. Med., 2010, ©1:35-47).

[0013] B pmaHHOM 00JlaCcTM TeXHMKM CYIeCTBYeT HeOoOXOOMMOCTL B
DoJiee Oes0lacHHX crocobax JieueHMd TallMeHTOB C MCIOJIE30BaHMEM

(]_)yMapaTOB, KOTOPEE YUMTEHRBaAKT BOSMOXHOCTE BO3HMKHOBEHIMA TIMJI.

VSMEHEHHAS CTPAHUIA



3. CYIIHOCTL M3OBPETEHUA

[0014] B 1maHHOM M300peTeHMM IIPelJIOXEH CIocoD JieueHUA
nalnumeHTa C  pacCedHHBIM  CKJIEPO30M, BKJIOU AN (a) BBeOeHME
raumueHTy bymMapaTa, npuyem bymMapaT [pencraBideT cobom

oIVadxkuidyMapaT, MoOHoalkuiIdyMapaT, KoMOMHALIMI IMalkuiIdyMapaTa U
MOHOaJIKMJIbyMapaTa, IpOJIeKapCTBO MOHOAaJIKMJIdyMapaTa,
OeMTeprMpOBaHHYD OQopMy JI0OOTO M3 BHIIENIPUBEIEeHHHX COeIMHEeHUM, WJIu
bapMalleBTUUECKM MOIpHeMJIeMyld COJIb, KJaTpaT, COJbBBAT, TayToMep WK
CTepeonusoMep Jioboro nus BHIIEIIPVIBE OEHHEBIX CO@HMHeHMﬁ, WJIN
KOMOMHaUM© JIOOBEIX BeEMeCTBE M3 BHIIEIIPMBENEHHEX; U (b) HaOmomeHMe 3a
IMallllIeHTOM C IIeJIBLIO O@HapyXeHMH IIPM3HakKa WJIN CVIMIITOMaA,,
CBUIETEJLCTBYKIETO o) IpoTpeccupynIen MyJIbTUQOKAJIbHOM
JerkosHIedasonaTur (IIMJI) y HnaumMeHTa.

[0015] B paHHOM M300peTeHMM MIPEenJIOXEH CIOoC0o0 yIydlleHMA
Be30IIacCHOCTHM JIeUeHMs I[IallMeHTa C pPacCesHHHM CKJIepO30M, BKJIOUAMMN
HaOJogeHMe 3a IIallMeEHTOM C pacCesgHHHM CKJIEPO30M, KOTOPOIO Jeuar
bymapaTomM, c 11eJIBIo OOHapPYXUTH IpU3HakK VI CHUMIITOM,

CBUIOETeNbLCTBRYyImMM o IIMJI y nauueHTa, OpuueM odyMapaT OpeacTaBJIsgeT

cobon OuaJKkuiIdymMapatT, MOHOaJIKMUJIpyMapaT, KOMOMHAaLIMII
oIMaJkuiIdyMapaTa u MOHOAaJIKMJIQyMaparTa, IpPOoJIEKapCTBO
MOHOAJIKMIIQyMapaTa, OenTepUpPOBaHHYIO dbopmy JII000TO n3

BHIIEIIPVMBEOEHHEIX COGHMHGHM%, Vi @apMaHeBTquCKM InpruemMiieMyrn COJIb,
KJIlaTparT, coJibBaT, TayToMep MJIn CTepeor3oMep JIIOOOTO nus
BHIIEIIPVMBEOEHHEIX COGHMHGHM%, IZnang) KOMOMHALINIO JIFOOBIX BelleCTB nus

BHINEIIPMBEIOEHHEX .

[0016] B maHHOM M300peTeHMM IIPenJIOXEeH CIOoCcoD JieueHUdA
nauveHTa c pacCcCesgHHEIM  CKJIEPO30M, BKJIIOU AN (a) BEBeIleHME
rnaumMeHTy bymMapaTa, npuyem bymMapaT pencraBideT cobon

oIMaJlKkuiIdyMapaT, MOHOAaJKMUIQyMapaT, KoMOMHaALMK »OUaJIkuiIdyMapaTa u
MOHOaJIKMJIQyMapara, [IPOJIEKAPCTBO MOHOAaJIKMJIQyMaparTa,
IeMTepMpOBaHHYD QopMy JIOOOTO M3 BHIIEIPUBEIEeHHHX COeIMHEeHWM, WJIn
bapMalleBTUUECKM IIPUEMIIEMYK COJIb, KJaTpaT, COJbBaT, TayToMep WK
CTepeon30Mep JIOOTO ns BHIIENIPUBEIEHHBIX coeIMHEeHUN, VI
KOMOMHAIIVI JIIOOBIX BEEeCTB n3 BHIIEIIPUBEEHHEX ; " (b)
MHOOPMMPOBaHME IallMeHTa O TOM, UTO Yy IallMeHTa, KOTOPHM I[IoJydall

ouMeTHuIdyMapaT, BO3HMKIA I[IMII.
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[0017] B 1maHHOM M300peTeHMM IIPenJIOXEH CIocoD JieueHUA
nalnumeHTa C  pacCedHHBIM  CKJIEPO30M, BRJIOU AN (a) BBeOeHME
raumueHTy bymMapaTa, npuuem bymMapaT [pencraBideT cobom

OMaJlkuiIdyMapaT, MOHOaJKMUIQyMapaT, KoMOMHaALMK »OUaJikuiIdyMapaTa u
MOHOAaJIKMJIQyMapaTa, [IpOoJIEKaApPCTBO MOHOaJIKMJIQyMapaTa,
IeTeprMpOBaHHYD OQopMy JI0OOTO M3 BHIEIPUBEIEeHHHX COeIMHEeHUM, WJIn
bapMalleBTUUECKU IIPpMEMIIEMyK COJIb, KJjlaTpaT, COJIbBaT, TayTOMep WK
CTEPEOUBOMED JI060T0 ns3 BHIIEIIPUBEIEHHBIX coenMHeHuM, W
KOMOMHA LU JIIOOBIX BElleCTB nu3 BHIIENIPUBEIEHHEIX ; u (b)
MHOOPMMPOBaHMe IallMeHTa O BaXHOCTM oOpalleHMsa K Bpauy I[DalueHTa,
ecimn Yy nauueHTa pasBUBaKnTCA Kakue-Jmnobo CHUMIITOMHI,
CBUIeTesbCTRymMe o IIMII.

[0018] B paHHOM M300peTeHMM IIPEenJIOXEH CIoCco0 YyIydlleHMA
Be30IIacCHOCTHM JIeUeHMs IIallMeHTa C PacCesHHHM CKJIePpO30M, BKJIOUAIMMN
MHOOPMMPOBaHMe IlallMeHTa C pacCCedHHEM CKJIEpO30M, KOTOPOTO JeuarT
byMapaToM, ¢ TOM, uTo N naumMeHTa, KOTOPHIM rnoJjiyyaJsl
oMeTMIdyMapaT, BO3HMKJIa IIMII, OpuueM odyMapaT OpencTaBjgeT codon
OVaJIKuIdyMapaT, MOHOAJKMIOyMapaT, KOMOMHaALMLD IMaJIKMIdyMapaTa U
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAaJIKMIIpyMapaTa,
IelTepPUpOBaHHYD QopMy JIHOOOTO M3 BHIIEIPUBEIEHHHX COeIMHEHUM, WJIU
bapMalleBTMUECKM IIPpMeMIIeMyld COJIb, KJaTpaT, COJbBaT, TayTOMep WK
CTEepEeonu30MEpP JI060T0 nus3 BHIIENIPUBEIEHHBIX CcoenMHeHuM, AR
KOMOMHaLMD JIIOOBX BeMeCTB M3 BHIIENIPUMBEIEHHBX .

[0019] B o1maHHOM M300peTeHMM MNIPeIJIOXEeH CI0oCco0 YJyUlleHUA
Bes30IacCHOCTH JieueHMs IlallMeHTa C PacCesgHHHM CKJIIePO30M, BKJIOUAIIMINUMY
MHQOPMMPOBAaHME TIallMeHTa C pPacCCedHHBEM CKJIEepOoO30M, KOTOpOTO JeuarT
byMapaToM, O BaXxHoCTHM oOpameHrd K Bpauy I[IalMeHTa, ecamn y

INallMeHTa pPa3BMBaKRTCA Kakue—-Jmbo CVIMIITOMEIL, CBUIOEeTEJIECTRYIINME O

I, IpHrYeM byMapaT IpencraBjigeT cobon oMaaxkuiIdyMaparT,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuiIdpyMapaTa "
MOHOAaJIKMJIQyMapara, [IPOJIEKAPCTBO MOHOAaJIKMJIdyMaparTa,

OeTepUpPOBaHHyn (QopMy JIOOTO M3 BHINEIPUBEIEHHHX COeIMHEHMUMN, WU
bapMalleBTUUYECKNY OpPpUEeMJIEMYID COJIb, KJIaTpaT, COJLBAT, TayToMep WIu
CTEepeon30Mep JdoTo us3 BHINEIIPUB € deHHEIX COenOVHEeHU, NI
KOMOMHALINMIO JIOOEX BEMEeCTB M3 BHIIEIIPUBEISHHEX .

[0020] B oOOHOM BapMaHTe pealM3aluuM MU300peTeHUsa CIoCco0
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OOIIOJIHUTEJILHO BRJIOUAET IIPMOCTAaHOBKY JIeueH A naumMeHTa C
MCIIOJIE30BaHMeM ¢QyMapaTa [NOpu I[IepBOM I[IpM3HaKe WM  CUMIITOME,
cBupeTeNbCTRyIMmeM O IIMJI y HmalmMeHTa.

[0021] B oOOHOM BapMaHTe pealM3aluuM MU300peTeHMsa CIoCco0
OOTNOJIHUTEJILHO BKJIOUAET BHIIOJHEHME OUMaTHOCTUUECKOWM OlLeHKM IIMJI y
nauyMeHTa IIpM I[IepPBOM IIPpM3HAKEe WM CHUMITOME, CBUIETEJIECTBYOIEM O
IIMJI y rnaumeHTa.

[0022] B oOOHOM BapMaHTe peajlM3aluM MU300peTeHMsa CIOoCco0
OOIOJIHUTEJIbHO BKJIIOUAET BBeIEeHMe IIallMeHTY TepaleBTUUeCKOT'O areHTa
oia JeuveHud IIMJI B cilyyae, eCIM IOMAaT'HOCTUUECKAad OlleHKa YKa3bBaeT
Ha I[IMJI y HnaumeHTa.

[0023] B omHOM BapMmaHTe pealuzaluM M300peTeHUda CIOoCcoO
OOIIOJIHUTEJIBHO BKJIOUaeT MHOOPMUPOBaHME IallMeHTa O HeOoOXOIMMOCTHU
NIpoOoJIKaTh CJIeonUThb 3a HOBBIMU npuU3HakaMu u CUMIITOMaMH,
CBUOeTeJIbCTBRymyM o I[IMJI, B TeueHMe NIPUOIU3UTEJIEHO 6 MeCsALeB
[IOCJIe IHpeKpalleHMd JieueHMA dyMapaToM.

[0024] B oOHOM BapMaHTe peaju3aluuu mU300peTeHUud CIOoCoD
OOIIOJIHUTEJIBHO  BKJKUYaeT MHOOPpMMpPOBaHMEe  IalMeHTa O  TOM, uTo
TUIIMUHEE CUMIITOMEI, CBfA3aHHEEe C I[IMJI, pasHooOpa3HH, IIPOTPeCCUPYIT
B TeueHMe HEeCKOJBbKUX IOHEeM WIM HeleJlb M BKJIUAT IPOTPeCCUPYIIIY
cyna®oCTh C OIOHOM CTOPOHH TeJla MM HEeNOBOPOTJIMBOCTE KOHEUHOCTEM,
HapylleHMe 3PeHMSI U WM3MeHeHMSa MBINJIeHMS, DaMaTM ¥ OpMeHTaluu,
OpUBOLAIMEe K CIYyTaAaHHOCTM CO3HAHMA UM U3MEHEHUSAM JIMUHOCTU.

[0025] B oOOHOM BapMaHTe pealM3aluuM MU300peTeHUsa CIoco0
OONIOJIHUTEJILHO  BKJUaeT MHOOPMMPOBaHMEe  IHalMeHTa O  TOoM, uTo
IpoTpeccHUpoBaHMe HapylleHUM, CBA3aHHHX C I[IMJI, OOBUYHO TIIPUBOIUT K
CMEepTM WM TSKeJo¥ bdopMe MHBAJMIHOCTM B TeueHMe HeOeJlb WU
MeCcdleB.

[0026] B OIOHOM BapMaHTe peaan3sanmm n300peTeHn g
OIMaTHOCTUUEeCKad OlleHKa BKJUaeT TecT Ha Hauuue [THK Bupyca JC B
CIMHHOMO3TORBOM XUIKOCTM IallMeHTa.

[0027] B onOHOM BapMaHTe pealiM3aluM MU300peTeHUd IIPpU3HaAK WK
CHUMIITOM, CBUIOETEeJLCTBYymMY o IIMJI, BHOpaH M3 TPYINHE, COCTOAmMEN U3
IpoTpeccHupyrmen ciabocTH C OHOM CTOPOHEL TeJsa VI
HEeNOBOPOTJIIMBOCTM  KOHEUHOCTeMN, HapymeHVsa  3peHuda U UM3MeHeHUMN

MEOIIJIEHW A, IIaMATM M OPMeHTalurM, IIPMBOIAMNNMX K CIIYTaHHOCTM CO3HaHMA
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M M3MEeHEHMAM JIMUHOCTU.

[0028] B onOoHOM BapuaHTe pealiM3aluM MU300peTeHUd BBeleHUe
BHIIIOJIHAKT [IepOopalJibHO.

[0029] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd
bapMalleBTUUECKAd KOMIIO3MLUMA COLEPXUT TepalleBTUUeCKU DOOeKTUBHOE
KOJIMUECTBO yMapaTa M dapMaleBTUUECKM IPUEeMJIEMBEI HOCUTEJE .

[0030] B OIOHOM BapMaHTe peannsanmum n300peTeHmns
bapMalleBTHUEeCKad KOMIIO3MLUMA HaxXoOUTCAa B  GopMe TabJIeTKM WU
KallCyJIBl.

[0031] B OIOHOM BapMaHTe peannsanmnum n3o00peTeHmnA
bapMaleBTHUeCKad  KOMIO3UUMA  HaxXxoOouTca B dopMe  TabjeTkmM C
BHTEPOCOJIOOMUIILHEIM [TOKPETHEM.

[0032] B OIOHOM BapMraHTe peanu3zalnmum n3obpeTeHmsd
bapMalLeBTUUECKA A KOMIIOBULINA HaxOoOUTCH B bopme KallCyJIsl,
coIepxamell MUKPOTaBJEeTKM C SHTEPOCOJIOOMUIILHEIM IOKPHTHEM.

[0033] B omHOM BapMaHTe pealu3auum us3obpeTeHUsa odyMapart
npencrapisgeT coboy muMmeTusIdyMapaT M/WMiIM MOHOMEeTUIIbyMapart.

[0034] B omHOM BapMaHTe pealu3auum uz3obpeTeHUda odyMaparT
nperncTaBJigeT cof®oM OuMeTuIdyMapaT.

[0035] B onmHOM BapMaHTe peaM3aluy uns300peTeHUs BrRoOAT 240
MI' IMMeTWUJIQyMapaTa OBa pas3a B CYTKU.

[0036] B onmHOM BapMaHTe peaiM3aluuM us300peTeHUs BromAaT 120
M IuMeTulIdyMapaTa OBa pasa B CYTKM B TeueHMe 7/ QOHeM, a 3aTeM
240 MI ouMeTuIdyMaparTa IoBa paza B CYTKU B KauecTBe
NoOmepXUBaKIel TO3H.

[0037] B onmHOM BapMaHTe peajiM3aluu M300peTeHMA BBOOAT BCETO
He 0OoJjiee ueM 720 MI' dyMapaTOB B CYTKMU.

[0038] B onHOM BapMaHTe pealiM3aluM M300peTeHMA BBOOAT BCETO
He ©OoJiee ueMm 480 MI' dyMapaTOB B CYTKMU.

[0039] B OIOHOM BapMaHTe peannsanmum n3o00peTeHmnAd
bapMalleBTUUECKASA KOMIIOBULA B OCHOBHOM COCTOUT ns
IoIVMeTuJIpyMapaTa, a BBOOAT He OoJjiee dWeM 720 MI' ouMeTuidyMapaTa B
CYTKU.

[0040] B OIOHOM BapMaHTe peannsanmnum n300peTeHmnd
bapMaleBTUUECKA A KOMIIOBULIMA B OCHOBHOM COCTOUT ns

ovMeTMIIdyMapaTa, M BBOIAT He 0OoJiee ueMm 480 Mr pguMmeTmidpymMaparTa B
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CYTKU.

[0041] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd
bapMaleBTUUECKA A KOMIIOBULINA B OCHOBHOM COCTOUT ns
OuMeTHUIIdyMaparTa.

[0042] B oZIHOM BapHuaHTe pealM3aluM U300peTeHUd paccCesaHHEN

CKRJIEPO3 InpeocraBjiaeT cobou pPelrMIMBHPYOIYO bopmy paccedHHOT'O

CKJIepo3a.
[0043] B OaHHOM M300peTeHuMr IIpelJIOXEeH CIOoCcoD JiIeueHUud
naureHTa C pacceaHHBEM CKJIEPO30M, BKJIOY A0NMM (a) BBeIeHMe

IMallieHTY @apMaHeBTquCKOﬁ KOMIIO3MIINM, conepmameﬁ @yMapaT; InprnuemM

bymMapaT HOpencraBJgeT coboM OMaJKUIdyMapar, MOHOaJIKujpymMaparT,
KoOMOMHaLML OUaJkuiIdyMapaTa M MOHoaJkuidyMapaTa, IPOJIEKAPCTRO
MOHOaJIKMJIdyMaparTa, IelTepUpPOBaHHYI bopmy JIOO0TO ns3

BHIIENIPUBEIEHHHX COeOVMHeHUM, WIM KJjaTpaT, CoJbBaT, TayToMep WK
CTEepeonu30Mep JI060T0 ns3 BHIIEIIPUBEOEHHBIX coenuHeHuM, W
KOMOMHAaLUID JIIOOEX BeElleCTB M3 BHIIEIPUMBEOEHHEX; C YCJOBUEM, UTO
coJib dyMapaTa He IIPUCYTCTBYeT B OdapMalleBTUUeCKOM KOMIIO3ULUUM; U
(b) HabOmpooeHMe 3a HalUMEeHTOM C LeJiblo OOHapyXeHUS IIpM3HakKa WIu
CUMIITOMa, CBUIeTeJIbCTBymero o IIMJI y mnmaluMeHTa.

[0044] B gpmaHHOM M300peTeHUMM NIPEeIJIOXEeH CI0oCco0 YJyUlleHUs
Bes30IacCHOCTK JieUueHMs IallMeHTa C PacCesSHHHM CKJIeEPO30M, BKJIOUAIMNIMY
HabOJoIoeHMe 3a IIallMeHTOM C PacCCesHHBEM CKJIepOo30M, KOTOPpOIOo JeuarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, comepxaien bymapar, C LEeJIBIo

O@HapyXMTb IIPM3HakK MJin CVIMIITOM, CBMHGT@HBCTBV@MMﬁ O TIMJI N

rnauMeHTa; opuueM odyMapaT OpelcTaBjgeT coboM IualkuiIdpyMapart,
MOHOaJIKMUIdyMaparT, KOMOMHaLMIO OVaJIKuiIpyMapaTa "
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,

IeMTepMpOoBaHHYD QopMy JIOOOTO M3 BHIIEIPUBEIEHHHX COeIMHEeHUM, WJIn
KJaTparT, COJIBBAT, Tay TOMEP VIV CTEPEOUBOMED JIIB0TO n3
BHIIEIIPUBEIEHHHX COeIMHEeHUM, WM KoMOMHaLM JIODHX BeMecTB U3
BHIIENIPUBEOEHHEX,; C YCJOBUMEM, UYTO COJIb QyMapaTa He IMIPUCYTCTBYET B
bapMalleBTUUECKOM KOMIIOBULIUNA .

[0045] B OaHHOM M300peTeHUMr  NOpelJIOXeH crioco®  JIleueHus
nanumeHTa C pacCesHHBEM CKJIEpPO30M, BKJIIOU AN (a) BBeIeHMe
naumMeHTy dapMalleBTHMUEeCKOM KOMIIO3ULMM, CcoIepxXamel o¢yMapaT; IpuueMm

byMapaT IOpelCcTaBJIAeT cobom mualkuiIdpyMapart, MOHOaJIKMUIIdymMaparT,
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KOMOMHaLUMD IOUajkuidyMapaTa ¥ MOHoaJlkuidyMaparTa, IpOJIEKapCTBO
MOHOaJIKMJIQyMapara, IeTepUPOBaHHY dopmy JII0BO0TO "3
BHIIETIPUBEIOEHHEX COeOMHEHUYV, WJIM KJaTpaT, CoJibBaT, TayTOMep WU
CTEPEOUBOMED JII0B0TO nus3 BHIIEIPUBEIeHHEX CoenVHEeHUN, NI
KOMOMHaAUMIO JIOOBIX BeEIeCTB W3 BHIIEIIPUMBENEHHEX; C YCJIOBMEM, UTO
coJib dyMapaTa He IIPUCYTCTBYeT B OGapMaleBTUUECKOM KOMIO3MUUW; U
(b) wuHOOPMMPOBaHME NallMeHTa O TOM, UYTO Yy I[allMeHTa, KOTOPHMN
noJjyualsyl mouMeTusidyMapaT, BO3HUKIA [IMJI.

[0046] B nmaHHOM M300peTeHMM IIPelJIOXKEeH CIOCOD JieueHMA
nanumMeHTa C  pacCCedHHBEM  CKJIEpO30M, BKJIIOU AIMNI (a) BBeleHUe

IMallieHTY @apmaueBTquCKoﬁ KOMIIO3MIINM, conepmameﬁ CIJYMapaT,' InprnuemM

bymMapaT HOpencraBJgeT coboM OMaJKWIdyMapar, MOHOaJIKMUJIpymMaparT,
KoMOMHaLUM©0 OUaJdkuiIdyMapaTa M MOHoaJkuidyMaparTa, IPOJIEKAPCTRO
MOHOaJIKMJIdyMapara, IelTepUpPOBaHHYI bopmy JIOO0TO ns3

BHIIENIPUBEIEHHHX COeOVHeHUM, WIM KJjJaTpaT, CoJbBaT, TayToMep WK
CTEpEeonu30MepP JI060T0 nus3 BHIIEIIPUBEOEHHBIX coeIMHEeHUN, W
KOMOMHaLUID JIIOOEX BeMeCTB M3 BHIIEIPMBEIOEHHEX; C YCJOBUEM, UTO
coJib QyMapaTa He IIPUCYTCTBYeT B (QapMaleBTUUECKOM KOMIIO3ULUM, U
(b) VHQOPMMPOBaHME IalMeHTa O BaXHOCTM oOfOpaleHrsa K  Bpaudy
naumMeHTa, ecIM Yy TallMeHTa pPa3BUBaLTCHA kKakue—-Jjgmubo  CUMIITOME,
CBUOeTeJIbCcTByIMe o IIMII.

[0047] B 1nmaHHOM M300peTeHMM MNIPeIJIOXEeH CIOoCc0o0 YJIyUlleHUA
Bes30MIacCHOCTHM JieueHMs IlallMeHTa C PacCesSHHHM CKJIeEPO30M, BKJIOUAIIMINUN
MHQOPMMPOBaHME TIallMeHTa C pPacCCedHHBEM CKJIEepOo30M, KOTOpOTO JeuarT
bapMalleBTUMUECKOM KOMIIOBULIMEM, coIepxamel ¢ymMapaT, O TOM, UYUTO Y

I1aliieHTa, KOTOpBIﬁ I1oJIydalJl ,JII/IMeTM.J'_[(l)YMapaT, BO3HMKJIa IIMJI; InpruuyeM

byMapaT IOpelcTaBJISAeT cobom mualkuiIdpyMapart, MOHOaJIKMUIIdyMaparT,
KOMOMHaLIMKD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPoJIEKAPCTBO
MOHOAJIKMJIQyMapaTa, oenTepUpOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPUBEIEHHHX COeOVMHEeHUM, WIXM KJaTpaT, CoJbBaT, TayTOMep WM
CTEPEOUBOMED JI60T0 n3 BHIIENIPUBEIEHHBIX coenMHeHuM, WM
KOMOMHaLWK JIIOEX BEOECTB M3 BHIIENPUMBEIEHHEX; C YCJIOBUEM, UTO
coJib GyMapaTa He NPUCYTCTBYET B dapMalleBTUUECKOM KOMIIO3UIIUN .
[0048] B 1naHHOM M300peTeHMM MIPeIJIOXEH CIoCco0 YJIyUdlleHUs
Bes30IacCHOCTH JieueHMA IIallMeHTa C pacCesgHHHM CKJIepOo30M, BKJIOUAIMINMA

I/IH(]_)OpM_T/IpOBaHMe ITalilMeHTa C paCCeAdHHEIM CRKRJIEpO30M, KOTOpPOI'O JiedaT
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bapMalleBTUMUECKOM KOMIIO3MLMEN, coIepxamer ooyMapaT, © BaXHOCTHU
oBpameHrsa K Bpauy I[IalMeHTa, eClIM Yy I[DallMeHTa pa3BUMBaKTCHd KaKue-—
Jm6o CHIMIIT OMHI, CBUIETEJECTBYKINE o TIMJT ; IpUYeM byMapar
nopeIcTaBJifgeT coboM IuaJkuiIdyMapaT, MOHoaJIKuiIbyMapaT, KOMOMHAIIMI
oVaJkuiIdpyMapaTa n MOHOaJIKMJIdyMaparTa, [IPOJIEKAPCTRO
MOHOaJIKMJIQyMaparTa, IeTepUPOBaHHY bopmy JIIOO0TO ns
BHIIEIPUBEIEHHHX COeOMHEeHUM, WIM KJaTpaT, CoOJbLBAaT, TayToOMep WK
CTEepeon30Mep JOOTO ns BHIIEIIPUBEIEHHBIX coeIMHEeHUN, VI
KOMOMHAaLMD JIIOOBEX BEIECTB M3 BHIIENPUMBEIOEHHEX; C YCJIOBUEM, UTO
coJib QyMapaTa He IIPUCYTCTBYET B QapMalleBTUUECKOMW KOMIIO3UIIUM .
[0049] B nmaHHOM M300peTeHMM IIPemJIOXeH CIOCO0 JieueHUd
maumveHTa C pacCCedHHBM  CKJIEPO30M, BKJIIOU AI0MNN (a) BBeIeHUe

IIallIeHTY @apmauemequKoﬁ KoMIIO3MIunm, conepmame% @yMapaT; InmprnyuyeM

bymMapaT npencrTaBageT coboM IOuaJgxkuiabymapart, MOHOaJIKMJIbyMaparT,
KOoMOMHaLMD IOMaJdkuiIdyMapaTa ¥  MOHOoaJKuIdyMapaTa, IPOJIEKAPCTEO
MOHOaJIKMJIdyMapaTa, IeTeprpOBaHHYI bopmy JII0B00TO ns3

BHIIENIPUBEOEHHHX COeIMHEeHUM, WIM (QapMalleBTUUEeCKM IpMeMIeMyld COJib,
KJaTpar, CcoJIbBRAT, TayToMep VI CTEepeousoMep JI0B0TO n3
BHIIEIIPUBEIEHHEX COeIMHEeHMM, WIM KoMOMHAaLM JIOOHX BEMeCcTB U3
BHIIENIPUBEOEHHEIX ; C yCJIOBMEM, UTO COJIb B»TuiIruigpodyMapaTa He
IPUCYTCTBYET B OGapMalleBTUMUeCKOM KkoMmrosuuuu; u (b) HabaomeHue 3a
naumMeHTOM c LEeJIBo oBHapyXeHUS npr3HakKa VI CHMIITOMaA,
cBUOeTeJIbCcTByIero o IIMJI y nmaumMeHTa.

[0050] B 1nmaHHOM M300peTeHUM MIPeIJIOXEeH CI0oCco0 YJIyUlleHUSA
Bes30IacCHOCTH JieueHMs IlallMeHTa C PacCesgHHHM CKJIIePO30M, BKJIOUAIIMINUMY
HabOJoIoeHMe 3a IallMeEHTOM C PaCCesHHBEM CKJIepOo30M, KOTOPpOTOo JedarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, comepxaien byMapar, c LEeJIBIo

O@HapyXMTb IIPM3HakK mJin CVIMIITOM, CBMHGTGHBCTBV@MMﬁ O TIMJI N

naluMeHTa; opuueM odyMapaT HOpelcTaBjgeT coboy mualkuidpyMapart,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuiIdpyMapaTa "
MOHOAaJIKMJIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,

OeTepUpPOBaHHyn (QopMy JIOOTO M3 BHINEIPUBEIEHHHX COeIMHEHMUMN, WU
bapMalleBTUUYECKNY OpPpUEeMJIEMYID COJIb, KJIaTpaT, COJLBAT, TayToMep WIu
CTEepeon30Mep JdoTo us3 BHINEIIPUB € deHHEIX COenOVHEeHU, NI
KOMOMHALIMIO JIOOBX BEMEeCTB M3 BHIEIPUBEOEHHHX; C YCJIOBMEM, UYTO

COoJIb sTUITHIpodyMapaTa He - IOPUCYTCTBYeT B  dapMaleBTHUUECKOM
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KOMIIO 3UILIMM .
[0051] B OaHHOM M300peTeHuMr MOpelJIOXKEeH CIocoD  JieueHUud
naureHTa c pacceaHHBEM CKJIEPO30M, BKJIOY AN (a) BBeIeHME

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3LV, conepmameﬁ @ymapaT; InprnyemM

byMapaT IOpelcTaBJIAeT cobom mualkuiIdpyMapart, MOHOaJIKMUIIdymMaparT,
KOMOMHaLUVL IMaJKuIdyMapaTa WM MOHOaJKuUJIdyMapaTa, IpOoJIEKApPCTBO
MOHOaJIKMJIdyMapaTa, IelTeprpOBaHHYIO dbopmy JIIOBOTO nu3

BHINEIIPVMBE OEHHEIX COGHMHGHM%, mJin @apMaHeBTquCKM InprneMiieMyrn COJib,

KJjIaTparT, coJibeaT, TayToMEepP MJin CTepeornsoMep JIIOOOTO ns
BHINEIIPVMBE OEHHEBIX COGHMHGHM%, i KOMOMHAUMIO  JIOOBIX BemeCTB ns
BHINEIIPMBEIOEHHEX ; C YCJIOBMEM, dTOo COJIb 9TMHPMHpO®YMapaTa He

IPUCYTCTBYET B O(QapMalleBTUUECKOM KOMIO3ULMKM,; U (b) mHOOpMMpPORaHMUE
nauyMeHTa O TOM, UYTO Yy IIallMeHTa, KOTOPHM IIoJiyyaJl IuMeTudymapart,
BO3HMKIIA IIMII.

[0052] B 1maHHOM M300peTeHMM IIPelJIOXeH CIoCcoD JieueHUd
mauMeHTa C  pPacCCesHHBEM  CKJIEPO30M, BRJIIOU AT (a) BBeIeHUe

IIallMIeEHTY @apMaHeBTquCKOﬁ KoMIIosmumnm, conepxameﬁ @yMapaT; InmprnyeM

bymapaT npexncrapBigeT cob®oM OuankuiabymapaT, —MOHOaJKMIbyMapart,
KOMOMHALMIO IOMaJKuiIdyMapaTa M MOHOaJKmWiIbdyMapaTa, [IpOJIeKapCTBO
MOHOAaJIKMUJIbyMapaTa, e TepPUPOBaHHYIO bopmy J000TO us

BHIIEIIPVMB e OEeHHEIX COGHMHGHM%, mJin @apMaHeBTquCKM InpruemMyieMyrn COJIb,

KJIlaTpaT, coJibeaT, TayToMep MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMBEOEHHEIX COGHMHGHM%, i KOMOMHALMK  JIOOBIX BelleCTB nus
BHINEIIPMBEIOEHHEX ; C YCJIOBMEM, uTo COJIb 9TMHPMHpO®yMapaTa He

IPpUCYTCTBYET B dapMalleBTUUECKOM KoMoosulLuM, U (b) mHOopMMPpOBaHUE
naluMeHTa O BaXHOCTM of0palleHMa K Bpaudy DallMeHTa, eCcJM Yy [DalueHTa
pPas3BMBamTCAd KaKMe—-JIMOO CHMIITOME, CBUIEeTeJILCTBRyIMe o IIMII.

[0053] B 1naHHOM M300peTeHMM TMIPeIJIOXEeH CIoCco0 YJIIyUdlleHUS
Bes30IacCHOCTHM JieueHMs IIallMeHTa C pPacCesaHHHM CKJIePO30M, BKJIOUAIMINUN
MHQOPMMPOBaHMe TIIallMeEHTa C pPaCCedHHBEIM CKJIEPO30M, KOTOPOTO JedarT
bapMalleBTUMUECKOM KOMIIOBULIMEN, coIepxamel ¢ymMapaT, O TOM, UTO Y
nmaluMeHTa, KOTOPHM [HoJyudalJl IMMeTuiIdyMapaT, BO3HMKJIA I[IMJI; OpuueMm
byMapaT nOpencrTaBJageT coboM OuaJKuIIdyMapar, MOHOAaJIKMUIIdyMaparT,
KOMOMHaLIWKD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPoJIEKApPCTBO
MOHOAaJIKMJIQyMapaTa, IeTeprpOBaHHYIO dbopmy JIIB0TO n3

BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,
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KJjlaTparT, CoJibBaT, TayToMEepP MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMBE OEHHEIX COGHMHeHMﬁ, Vi KOMOMHAUM  JIOOBIX BelleCTB ns
BHINECIIPMBEIOEHHEX ; C YCJIOBMEM, uTo COJIb STMHPMHPO@YMapaTa He

IPUCYTCTBYEeT B dapMalleBTUUEeCKOM KOMIIO3UIIUN .

[0054] B 1naHHOM UM300peTeHMM IIPeJIOXEeH CIOoC0o0 YJIyUlleHUs
Bes0IacCHOCTM JieueHMA IIallMeHTa C pacCesSHHHM CKJIepO30M, BKJIOUAIMINUN
MHQOPMMPOBaHMe IlallMeHTa C pPacCCeSdHHBEIM CKJEPO30M, KOTOPOTO JedarT
bapMalleBTUMUECKOM KOMIIO3MLMEN, comepXxamer oyMapaT, O BaXHOCTHU
oBpalleHVa K Bpauy I[IalMeHTa, eCiIM Yy IallMeHTa pas3BMBaKTCHd KaKue-—
JImBo CHUMIITOMBHL, CBUIOETEJLECTBYIIME e} MJT ; npryueM byMapar
OpencraBJgeT cobo¥ IMalkuiIdyMapaT, MOHOaJKuIbyMapaT, KOMOMHALIMIO
oralkuidyMapaTa n MOHOaJIKMJIbyMapaTa, [IpoJIeKapCTBO
MOHoOaJIKuJibyMapaTa, IeTepUpPOBaHHYI bopmy JI0B0T0 nus3
BHIIENIPUBEOEHHHX COeIMHEeHUNM, WIM (apMalleBTUUEeCKM IpMeMIIeMyl COJIb,
KJaTparT, CcoJIbBAaT, TayToMepP VI CTEepeousoMep JI0B0T0 nus3
BHIIETIPUBEOEHHHX COeIMHEeHMuM, WJIM KoMOMHalMI JIOOHX BemMecTB U3
BHILEIIPUBEOEHHEIX ; C YCJIOBMEM, UTO COJIb »STUiITrMugpobdyMapaTa He
IPUCYTCTBYET B dapMalleBTUUeCKOM KOMIIO3ZUIIUN.

[0055] B nmaHHOM M300peTeHMM IIPenJIOXeH CIOoCOoD JieueHUA
naumMeHTa C pacCesgHHBEM CKJIEpPO30M, BKJIIOY A0 (a) BBeIOeHue

IIallieHTY @apMaHeBTquCKOﬁ KOMIIO 3L, conepxameﬁ @yMapaT; InpruueM

byMapaT IOpencTaBJIAeT cobom mualkuIdpymMapart, MOHOaJIKMJIdyMaparT,
KoMOMHaLUML IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPOoJIEKaApPCTBO
MOHOAJIKMIIQyMapaTa, oenTepUpPOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPVMBEOEHHEIX COGHMHGHM%, mJin @apmaueBTquCKm InpruemMiieMyrn COJIb,

KJIlaTparT, CcoJibBaT, TayToMeEepP MJIn CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBEOEHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHINEIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlblIrieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa4d COJIb 9TMHPMHpO®yMapaTa, LIMHKOEBa#4d

CoJIb  BITUATMOIpodyMapaTa WM MeOHas CoOJIb s>TuiIrMigpodyMapaTa He
IPUCYTCTRYIOT B dapMalleBTMUeCKOM KkoMmoosuuuu; u (b) HabmomeHue 3a
nanumMeHTOM c LEeJB oBOHapyXeHUSI npr3Haka VI CUMIITOMA ,
CBUIOeTeJIbCTByKIero o IIMJI y rnaumMeHTa.

[0056] B 1naHHOM M300peTeHMM MIPeIJIOXEeH CIoCco0 YJIIy4dlleHUs
Bes30IacCHOCTH JieueHMA IIallMeHTa C pacCesgHHHM CKJIepOo30M, BKJIOUAIMINMA

HabooeHre 3a DaluMeHTOM C pPacCesHHEM CKJIIEPO30M, KOTOpOTo JeduaT
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bapMalleBTUUECKOM  KOMIIO3MINEN, coIepxamelr  dymapar, C  lLeJb

O@HapyXMTb IIPM3HakK Jin CVIMIITOM, CBMHGT@HBCTBVDMMﬁ O TIMJI Y

naumMeHTa; opuueM odyMapaT OpelcTaBjgeT coboy IualkuiIdpyMaparT,
MOHOaJIKuUIdyMaparT, KOMOMHaLMIO OVaJIkKuiIpyMaparTa "
MOHOAaJIKMJIQyMapaTa, [IpOoJIEKaApPCTBO MOHOaJIKMJIQyMapaTa,

IeTeprMpOBaHHYD OQopMy JI0OOTO M3 BHIEIPUBEIEeHHHX COeIMHEeHUM, WJIn
bapmMalleBTHMUECKM IPUEMIIEMYy COJIb, KJIaTpaT, COJIbBAT, TayTOMep WK
CTepeonusoMep JIOOTO ns3 BHIIEIIPVIBE D€ HHEBIX CoeHMHeHMﬁ, WJIN
KOM@MHaHMD JIOBIX BellleCTB ns3 BHINECIIPMBEIOEHHEIX ; Cc YycJjioBHreM, gTO
KaJlblIMekBasd COJIb 9TMHPMHpO®yMapaTa, MaTl'HVeBa4d COJIb
9TMHPMHpO@yMapaTa, IVMHKOBaAd COJIb STMHPMHPO@YMapaTa M MeIHafd COJIb
STMHPMHpO@yMapaTa He TIPHUCYTCTBYKT B @apMaHeBTquCKOﬁ KOMIIO3MILIVIN .
[0057] B nmaHHOM M300peTeHMM IIPelJIOXeH CIoCcoD JieueHUd
mauyeHTa C  PacCCefdHHEM  CKJIEPO30M, BRJIIOY a0 (a) BBeIeHUe

IIallMieHTYy @apMaHeBTquCKOﬁ KoMIIOo3mMumnm, conepmameﬁ @yMapaT; InprnyeM

bymMapaT npencTaBageT coboM IOuaJgxkuiabymapart, MOHOaJIKMIIbyMaparT,
KOMOMHaLMD IOMaJdkuiIdyMapaTa ¥  MOHOaJKMIdyMapaTa, [IPOJIEKAPCTEO
MOHOAaJIKMIIpyMapaTa, IeTepUpOBaHHYI dbopmy JI0B0TO n3

BHIIEIIPVMB e OEeHHEBIX COGHMHGHMﬁ, nJin @apMaHeBTquCKM InprueMiieMyrn COJIb,

KJIaTpatT, coJibeaT, TayToMep MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMB e OEeHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BellleCTB nus
BHIIECIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlblIrieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIb STMHPMHpOQYMapaTa, IMHKOBa#4d

CoJIb  RITUATMOIpodyMapaTa WM MeOHas CoOJIb »TuiIrMigpodyMapaTa He
IPUCYTCTBYIOT B dapMalleBTUUECKOM KoMIosulLuM, U (b) mHOOopMMPpOBaHUE
nmaluMeHTa O TOM, UYUTO Yy IalMeHTa, KOTOPHM IIoJiyualJl IuMeTuiIdyMapatT,
BO3HMKJIIa I[IMJI.

[0058] B OaHHOM M300peTeHuMr IpelJIOXKEeH CIocoD  JiIeueHUud
naumeHTa C paccCesHHBEM CKJIEpPO30M, BKJIIOU AN (a) BBeIeHMe
naumreHTy dapMalleBTHUECKOM KOMIO3ULMM, CcoIepxamel o¢yMapaT; IIpuueM
byMapaT nOpencTaBJageT coboM OuaJKUIIdyMapar, MOHOaJIKMUIIdyMaparT,
KOMOMHaLIWK IMaJKuIdyMapaTa WM MOHOaJKuWJIdyMapaTa, IpPoJIEKApPCTBO
MOHOAaJIKMJIQyMapaTa, oelTeprpOBaHHYIO dbopmy JIIB0TO n3
BHINEIPUBEIEHHHX COeIVMHEeHUM, WM O¢apMalleBTUUeCKM IpueMJIeMyl COJib,
KJaTparT, COJIBBRAT, Tay TOMEP VI CTEPEOUBOMED JIIB0TO n3

BHINEIIPVMBE OEHHEIX COGHMHGHM%, mJin KOMOMHALIMD JIFOOBIX BelleCTB nus
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BHINENIPUBEOEHHEIX ; c YCIJIOBUEM, gTo KaJblurerad COJIb
STUIITUOPOOYMapaTa, MaTHMeBas COJIb DSTUITHUIOPpObdYyMapaTa, ULUMHKOBALA
COJIb STUITUIPpObYyMapaTa MM MeOHasd CoOJIb STuarnmpodyMapaTa He
IPUCYTCTBYIT B (dapMalleBTUUECKOM KoMIOo3uUlLMM,; U (b) mHOOpMMpOBaHMUE
nHauMeHTa O BaXHOCTM ofbpalleHMSa K Bpady NDallMeHTa, eCJM y DalueHTa
pasBMBalTCAd KakKMe-JMbOO CHUMIITOME, CBUIeTeJIbCTRylmMre o IIMII.

[0059] B 1naHHOM U300peTeHMM IIPelJIOXEeH CIOoCc0o0 YJyJlleHUsA
Bes0IacCHOCTM JieueHMA IIallMeHTa C pacCesaHHHM CKJIepO30M, BKJIOUAIMININ
MHOOPMMPOBAHME IalMeHTa C pacCedHHEM CKJIEPO30M, KOTOPOTO JeuaT
bapMalleBTUMUECKOM KOMIIO3ULIMEN, cCcoIepxXamer ¢yMapaT, O TOM, UYTO Y

IIalilieHTa, KOTOpHﬁ I1oJrydall HMM@TMH@yMapaT, BO3HMKIIA [IMJI; nprnueM

bymMapaT HOpencraBJgeT coboM OMaJKWIdyMapar, MOHOaJIKMUJIpymMaparT,
KoMOMHaLUM©0 OUaJdkuiIdyMapaTa M MOHoaJkuidyMaparTa, IPOJIEKAPCTRO
MOHOaJIKMJIdyMapara, IelTepUpPOBaHHYI bopmy JIOO0TO ns3

BHIIENIPUBEIOEHHHX COeIMHEeHUN, WIM (apMalleBTUUeCKM IpMeMIIeMyl COJib,
KJaTpar, CcoJIbBAT, TayToMep VI CTEepeousoMep JI0B0T0 nus3
BHIIETIPUBEOEHHHX COeIMHeHuM, WJIM KoMOMHalM JIOOBX BemMecTB U3
BHIIENIPUBEOEHHEX ; C YCJIOBUEM, UTO KaJibLMerasd COJIb
STUITMIpodyMapaTa, MarHMeBas COJIb DS2TUIAMIpodyMapaTa, LUMHKOBASA
CoJIb  ITUATMIpodyMapaTa M MeOHas CoOJIb »TuiaruigpodpyMapaTa He
IPUCYTCTBYIOT B dapMaleBTHUUECKOM KOMIIO UM .

[0060] B gmaHHOM M300peTeHMM MIPeIJIOXEeH CIO0oCc0o0 YJIyUlleHUS
Bes30MIacCHOCTHM JieueHMs IlallMeHTa C PacCesSHHHM CKJIeEPO30M, BKJIOUAIIMINUN
MHQOPMMPOBaHME TIallMeHTa C pPacCCedHHBEM CKJIEepOo30M, KOTOpOTO JeuarT
bapMalleBTUMUECKOM KOMIIO3ULMEN, comepxamel odoyMapaT, © BaXHOCTHU
oBpameHrsa K Bpauy I[IalMeHTa, eClIM Yy I[DallMeHTa pas3BMBAaKTCHd KaKue-—
Jmbo CHUIMITTOMEHI, CBUIOEeTeJILCTRBYRIINE o TIMJI; npr4YeM byMapar
OpencraBJgeT coboM IualkmiIdyMapaT, MOHOaJKuUIbyMapaT, KoMOMHAIIMIO
oraJkuiIbdyMapaTa n MOHOAaJIKMJIQyMapaTa, IpPOoJIEKAPCTBO
MOHOAaJIKMJIQyMapaTa, IelTepUpOBaHHYIO dbopmy JIIB0TO n3

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprueMiieMyrn COJIb,

KJlaTpartT, CcoJibBaT, TayToMEpP mJmm CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBE OEHHEIX COGHMHGHM%, mJin KOMOMHALINI JIFOOBIX BelleCTB nus
BHIIECIIPMBEIOEHHEX ; C YCIJIOBMEM, dTo KaJlblIrieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIb 9TMHPMHpO®yMapaTa, LIMHKOEBa#Ad

COJIb STUITUIPOOYMapaTa u MeIlHaAd COJIb STUITUOPOOYMapaTa He
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IPUCYTCTBYIT B dapMalleBTUUEeCKOM KOMIIO3UIIUN .

[0061] B OaHHOM M300peTeHuMr MOpelJIOXKEeH CIocoD  JieueHUud
nanumeHTa C paccesdaHHBEM  CKJIEPO30M, BKJIIOU AN (a) BBeIeHMe
nauveHTy OQapMalleBTUUEeCKOM KOMIIO3BULNMM, B OCHOBHOM COCTOAmMEN U3
ouMeTuIbyMapaTa W/MUJIM MOHOMeTwIdyMapaTa; M (b)) HabmooeHue 3a
nalnumMeHTOM C LEJIBIO OBHapyXeHUI npr3Haka W CHMIITOMA,
cBuIeTeJbCTRyKImero o IIMJI y mnalumMeHTa.

[0062] B 1OaHHOM UM300peTeHMM IIPelJIOXEeH CIO0CO00 YJIyulleHUsA
Bes0IacCHOCTM JieueHMA IIallMeHTa C pacCesaHHHM CKJIepO30M, BKJIOUAIMININ
HabOJooeHe 3a IallMeEHTOM C PacCCesHHBIM CKJEepPO30M, KOTOpOI'o JedarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, B OCHOBHOM cocToAmen nus3
ouMeTwIdyMapaTa M/MiIM MOHOMeTuJIdyMapaTa, C LeJiblo OOHAPYXEeHUS
nprUsHaka WM CHUMIITOMa, CBUIeTeJIbCThBylmero o I[IMJI y maumeHTa.

[0063] B 1maHHOM M300peTeHMUM IIPelJIOXeH CIoCcoD JieueHUd
nauueHTa C paccedHHEM  CKJIEPO30M, BRJIIOU AT (a) BBeIOeHME
naurMeHTy dapMalleBTUUECKOM KOMIIO3UIMYM, B OCHOBHOM COCTOAMEN U3
ouMeTuIbyMapaTa u/uMiIM  MoHoMeTuJdymapara; u (b) wmHOOpMMpPOBaHME
nmaluMeHTa O TOM, 4YTO Yy IalMeHTa, KOTOPHM IoJiyualJl IuMeTuidyMaparT,
BO3HMKJIa [IMII.

[0064] B OaHHOM M300peTeHuMr IIpelJIOXKEeH CIocod JileueHud
naumMeHTa c paccesaHHEM  CKJIEPO30M, BKJIIOY A0 (a) BBeIOeHue
nauMeHTy QapMalleBTUUeCKOM KOMIIOBULIMM, B OCHOBHOM COCTOAmMEN U3
ouMeTuIbyMapaTa MW/MIM MoOHOMeTuIIbyMapaTa; u (b)) wmnHbOopMUpPOBaHUE
nalumMeHTa O BaXHOCTM of0palleHMa K Bpauy HallMeHTa, eCJM Yy I[DalueHTa
pPas3BMBaKTCAd KaKMe—-JIMbO CHUMIITOME, CBUIETeJILCTBRyIMe o IIMII.

[0065] B 1nmaHHOM M300peTeHUM MIPeIJIOXEeH CIoCco0 YJIyUlleHUA
Bes30IacCHOCTH JieueHMs IlallMeHTa C pPacCesgHHHM CKJIIePO30M, BKJIOUAIMINUN
MHQOPMMPOBAaHME TIallMeHTa C pPacCCedHHBEM CKJIEepPO30M, KOTOPOTO JedarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, B OCHOBHOM cocToAmen n3
ouMeTuIdyMapaTa M/MIM MOHOMeTHJIdyMapaTa, O TOM, UTO Y IallMeHTa,
KOTOPHEM IMoJIyuaJl IMMeTuJIdyMapaT, BO3HMKJIA IIMJII.

[0066] B 1maHHOM M300pPeTeHMM MIPEeIJIOXEH CIoCco0 YJIIyUdlleHUS
Bes30IacHOCTK JieueHMs IIallMeHTa C pacCesSHHHM CKJIIepOo30M, BKJIOUAIMINUMA
MHQOPMMPOBaHMe TIIallMeEHTa C pPaCCedHHBEIM CKJIEPO30M, KOTOPOTO JedarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, B OCHOBHOM cocToAmen n3

nmmeTMﬂ@yMapaTa I/I/I/IJ'H/I MOHOMeTMHq_)yMapaTa, O BaXHOCTU O@paﬂleHMF{ K
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Bpaudy IIalilMeHTa, e€eCJIM Yy IlallMMeHTa Pa3BMBAKTCA KakKue—-Jimbo CUMIITOMEI,

cBUIeTeNbLCTRYMMe O ITIMII.

[0067] B 1maHHOM M300peTeHMM IIPelJIOXEH CIOoCcOoD JieueHUA
nanumeHTa C  pacCCedHHBIM  CKJIEPO30M, BKJIOU AN (a) BBeIOeHME
raumeHTy bymMapaTa, npuyem bymMapaT [IpencraBideT cobom

oIVadxkuidyMapaT, MOHoaJlkuiIdyMapaT, KoMOMHALIMI IMaIkuiIdyMapaTa u
MOHOaJIKMJIbyMapaTa, IpOJIEKapPCTBO MOHOAaJIKMJIdyMapaTa,
OeTeprMpOoBaHHYD OQopMy JOOOTO M3 BHIENPUBEIEHHHX COeIMHEHUM, WJIu
bapMalleBTUUECKM MOIpHeMJIeMyld COJIb, KJaTpaT, COJbBAT, TayToMep WM
CTepeounu30Mep JodoTo ns BHINEIPUBEIEeHHEX coeIMHEeHUN, W
KoMOMHaLM JIOOBX BeMeCTB M3 BHIIENPMBEOEHHEX; U (b) BHIIOJIHEeHUE
KJIVMH/MYECKOTO aHaJM3a KPOBM, BKJIOUAKIEIO aHaJu3 uYMcia JUMMOOLMTOB,
rmocJje 6 MecCSAlleB [IOBTOPAKMETOCSH BBeIeHMA yKa3aHHOM
bapMalleBTHUECKOM KOMIIO3ULMM YKaB3aHHOMY IMalMeHTy ¥ Kaxohe 6-12
MeCSAlLeR IIOCJIE BTOTO.

[0068] B nmaHHOM M300peTeHMUM IIPelJIOXeH CIOoCcOoD JIeueHUd
mauMeHTa C  pPacCCesHHBEM  CKJIEPO30M, BRJIIOU AT (a) BBeIeHUe

naureHTy (QapMalleBTUUeCKOM KOMIIO3ULNM, CcolepXamel oyMapaT; IpUueM

dpyMapaT IOpencTaBJIAeT cobom muaJkuIdpyMapart, MOHOAaJIKMUJIdyMaparT,
KoMOMHalLMD IMaJKuIdyMapaTa M MOHOaJKMJIdyMapaTa, IpPOoJIEKapCTBO
MOHOAJIKMIIQyMapaTa, OenTepUpPOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPUBEIEHHEX COeOMHEeHUM, WM KJaTpaT, CoJIbBaT, TayTOMep WK
CTEPEOU3OMEP JI060T0 nus3 BHIIENIPUBEIEHHBIX coeIMHEeHUN, VIV
KOMOMHaLMD JIIOEX BEOEeCTB M3 BHIIENPMBEIEHHEX; C YCJOBUEM, UTO
coJib (yMapaTa He IOIPUCYTCTBYeT B OQapMalleBTUUECKOM KOMIIO3ULUM; U
(b) BHIOOJHEeHMEe KIMHMUECKOTO aHaJM3a KpOBM, BKJIKUAKIEI'O aHaJMn3
umcja  JUMMOLMTOB, rmocJye 6 MecdlleB TIIOBTOPAKIMETOCS BBeIeHUA
yKasaHHOM dapMalleBTMUECKOM  KOMIIO3MUMM VYKa3aHHOMY IIallMeHTy U
Kaxnaele 6-12 MecsdlleB IIOCJIe 2TOTO.

[0069] B OaHHOM M300peTeHUNr  NOpelJIOXeH crioco®  JIeueHMus
nanumueHTa C paccCesHHBEM CKJIEPO30M, BKJIIOU AN (a) BBeIeHMe
naumveHTy dapMalleBTHUECKOM KOMIIO3ULMM, CcoIepxamel ¢yMapaT; IpuueM
byMapaT nOpencrTaBJageT coboM OuaJKuIIdyMapar, MOHOAaJIKMUIIdyMaparT,
KOMOMHaLIWKD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPoJIEKApPCTBO
MOHOAaJIKMJIQyMapaTa, IeTeprpOBaHHYIO dbopmy JIIB0TO n3

BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apmaueBqueCKM InprneMiieMyrn COJIb,
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KJjlaTparT, CoJibBaT, TayToMEepP MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMBE OEHHEIX COGHMHeHMﬁ, Vi KOMOMHAUM  JIOOBIX BelleCTB ns
BHINECIIPMBEIOEHHEX ; C YCJIOBMEM, uTo COJIb STMHPMHPO@YMapaTa He

IPpUCYTCTBYeT B (QapMalleBTMUeCKOM KOMIO3uIMK,; ¥ (b) BHIIOJHeHUe
KJIMHUUECKOTO aHajlM3a KpPOBU, BKJKOUAKIETO aHallM3 uucia JMMOOLMTOB,
rocJe 6 MeCHILlEeR [IOBTOPAKIETOCSH BBeIeHUA YKa3aHHOM
bapMalleBTUUECKOM KOMIIO3UIIMM YKasz3aHHOMY IMHalMeHTy M Kaxnoe 6-12
MeCHdlleB IIOCJIEe BTOTO.

[0070] B OaHHOM M300peTeHuMr HIpelJIOXEeH CIoCcoD JileueHud
nauueHTa C pacCesgHHBIM CKJIEPO30M, BKJIIOU a0MUM (a) BBeIOeHMe

IMallieHTY @apMaHeBTquCKOﬁ KOMIIO3MIINM, conepmameﬁ @yMapaT; InprnuemM

bymMapaT HOpencraBJgeT coboM OMaJKWIdyMapar, MOHOaJIKMUJIpymMaparT,
KoMOMHaLUM©0 OUaJdkuiIdyMapaTa M MOHoaJkuidyMaparTa, IPOJIEKAPCTRO
MOHOaJIKMJIdyMapara, IelTepUpPOBaHHYI bopmy JIOO0TO ns3

BHIIENIPUBEIOEHHHX COeIMHEeHUN, WIM (apMalleBTUUeCKM IpMeMIIeMyl COJib,
KJaTpar, CcoJIbBAT, TayToMep VI CTEepeousoMep JI0B0T0 nus3
BHIIETIPUBEOEHHHX COeIMHeHuM, WJIM KoMOMHalM JIOOBX BemMecTB U3
BHIIENIPUBEOEHHEX ; C YCJIOBUEM, UTO KaJlblMeBas COJIb
STUITMIpodyMapaTa, MarHMeBas COJIb DS2TUIAMIpodyMapaTa, LUMHKOBASA
CoJIb  ITUATMIpodyMapaTa M MeOHas CoOJIb »TuiaruigpodpyMapaTa He
IPUCYTCTBYIOT B (dapMaleBTHUECKOM KOMIIO3ULIMM,; M (b) BHIIOJHEeHUE
KJIMHUUECKOTO aHaJlM3a KPOBM, BKJIOUAKIETO aHaJlM3 uucia JMMPOIMTOB,
rmoce 6 MeCHdlleB [IOBTOPAKIMETOCSH BBeIeHUSA yKa3aHHOM
bapMalleBTUUECKOM KOMIIO3UUMM YKaz3aHHOMY IMHalMeHTy U Kaxnwe 6-12
MecHdlleB IIOoCJIe 3TOTO.

[0071] B OaHHOM M300peTeHuMr OpelJIOXKeH CIocoD  JiIeueHud
naumMeHTa C pacCesgHHBEM CKJIEpPO30M, BKJIIOU AN (a) BBeIeHue
nauMeHTy QapMalleBTUUeCKOM KOMIIOBULMM, B OCHOBHOM COCTOAmEN U3
oMMeTHUIdyMapaTa n/niam MOHOMeTMJIQyMapaTa ; u (b) BEHITIOJIHEHME
KJIMHUYUECKOTO aHaJlM3a KPOBUM, BKJIOUAKIETO aHaJM3 uYucia JIMMPOIMTOB,
rmocye 6 MeCHIleB [IOBTOPAKMETOCSH BBeIeHUA yKa3aHHOM
bapMalleBTUUECKOM KOMIIO3UIIMM YyKas3aHHOMY MHalMeHTy M Kaxnoe 6-12

MecCcAdlleBR IIOoCJIe STOTI'O.

[0072] B OOHOM BapMaHTe pealM3aluuM MU300peTeHUsa CIoCco0
OOIIOJIHUTEJIEHO BRJIOUAET [IpepHBaHUE BBEeleHMs yKa3aHHOU
bapMalleBTMUECKOM KOMIO3MIMKM YyKasz3aHHOMY IalMeHTy, KoThda UMCJIO
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JIMMOOLMTOB y MHNallMeHTa cocTaBigeT MeHee 0,5x107/J1 Ha OpOTAKeHMM
DoJlee WeCTU MeCHALEeB.

[0073] B OOHOM BapMaHTe pealM3aluM MU300peTeHMsa CIoCco0
OOIIOJIHUTEJIEHO BRJUAET M3MepeHue uucja JUMOOLUMTOB Yy VYKa3aHHOTO
maluyveHTa OO MCUe3HOBEeHMSA JIMMOOIIeHUM Y yKas3aHHOIT'O [alMeHTa.

[0074] B 1maHHOM M300peTeHMM IIPelJIOXEeH CIOoCcoD JieueHMA
IauyeHTa C pacCesHHBM CKJIepO30M, BKJUAKIMM CTalIuM, B KOTOPHX
(a) I»no Hadajla JeueHMA IallMeHTa OGapMalleBTHUUECKOM KOMIIO3ULMEN,
comepxameynn dymMapaT: (1) BHIIOJIHEHME KJIMHMUECKOTO aHajiu3a KpOBH,
BKJIOUAKIETO aHaJiM3 uucja JuMOouMToB; M (11) ecJaM YCTaHOBJIEHO,
UTO UMCJO JMMOOUMTOB HaXOOUTCS 3a HWKHeM TI'paHuIel HOPpMaJIbHOTO
orarnasoHa, paccMOTpeHre  aJIbTEPHATMBHEX  I[IPUUMH  JIMMOOIIeHUM U
IPUHYMAKRT  KOPPeKTUpyKIMe MEepEl B 3aBUCUMOCTM OT  YKa3aHHHX
aJIb TEePHATUBHEIX  [IPWUUMH; " (b) BBelleHMe I[IallMeHTy  YKa3aHHOU
bapMalleBTHMUECKOM KOMIIO3MLMM, IpuueM OdyMapaT I[OIpedcTaBjigeT Ccodoun
oranxkuidymMapaT, MOHoaJkuiIdyMapaT, KOMOMHALMID IHalkuiIdyMapaTa U
MOHoOaJKMJIdpyMapara, [IPOJIEKaAPCTBO MOHOaJIKMJIQyMapaTa,
OelTepUpoBaHHYD OGopMy J0OOTO M3 BHIENPUBEIEHHHX COeOUHEHUM, WK
bapMalleBTUUECKM IIPUEMIIEMYI COJIb, KJaTpaT, COJIBBAT, TayTOMep WK
CTepeou30oMep JboTOo ns BHIIEIPUBEIEHHEX coenuHeHuM, VI
KOMOMHaUMO JIOOBEIX BeNEeCTB M3 BHIIEIPUBEIEeHHBX .

[0075] B 1maHHOM M300peTeHMM IIPenJIOXeH CIOoCOoD JieueHUA

IIallMeHTa C paCCedHHBEM CRKJIEpO30M, BKJIIOY A0 (a) IIOBTOpAKIeEeCA

BBeIeHUE IaluueHTy bapMalleBTUUECKOM KOMIIO 3ULIUM, comepxamemn
byMapaT; opuueM odyMapaT IOpelcTaBjgeT coboM  IualkuipyMmapart,
MOHOaJIKMUIdyMaparT, KOMOMHaLIMIO OVaJIKuiIpyMapaTa "
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,

IeMTeprMpOBaHHYD QopMy JIHOOOTO M3 BHIIEIPUBEIEHHHX COeIMHEeHUM, WJIu
bapMalleBTUUECKM IpHeMJIeMyld COJIb, KJaTpaT, COJILBAT, TayToMep WK
CTepeonu3oMep JoBoTo us BHINEIIPUBEIeHHEX coenMHeHuM, WIIN
KoMOMHaLMD JIOOBX BeMeCTB M3 BHIIeNPMBEeOeHHEX; U (b) BHIIOJHeHUE
KJIMH/MYUECKOTO aHajM3a KPOBM, BKJIOUAKIEIO aHaJM3 uMcia JUMOOLMTOB,
KaxIOue 3 MecHdlla IocJie Hauaja JeueHMa YyKas3aHHOTO IIallMeHTa
yKasaHHOM dapMalleBTUMUECKOM KOMIIO3UIIMEN.

[0076] B OaHHOM M300peTeHUMr  OpelJIOXeH crioco®  JIieueHusd
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IIallMeHTa C racCceAHHBM CRJIIEPO30OM, BKJIIOU AN (a) BBeleHNMe

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3LV, conepmameﬁ @yMapaT; InprnuyeM

byMapaT IOpelcTaBJISAeT cobom mualkuiIdpyMapart, MOHOaJIKMUIIdyMaparT,
KOMOMHaLUWK IMaJKuiIdyMapaTa WM MOHOaJKuWJIdyMapaTa, IPOJIEKAPCTBO
MOHOAaJIKMJIQyMapaTa, OelTeprpOBaHHYIO dbopmy JIIOBOTO nu3

BHIIENIPUBEOEHHHX COeIVMHEeHUM, WM O(apMalleBTUUeCKM IpueMJieMyl COJib,
KJaTparT, coJIbBaT, TayToMep VI CTepeounu30oMep JIoBoTOo nus3
BHIIEIPUBEIEHHHX COeIMHEHUM, WM KOoMOMHaLM JIOOHX BEemecTB U3
BHIIENIPUBENEHHHX; ¥ (b) TmaTeJbHOe HaOOIeHMe 3a [alMeHTOM C
1eJiblo  OOHapyXeHUS TIPUM3HAKOB WMJIM CUMIITOMOB IIOABJIEHMSA  HOBOTO
HEBPOJIOTUUECKOTO HapymeHUsd, eCcJImn N nalueHTa HabJogaeTcs
JIMMOOIIeHM A IIOCJIe BBeOeHMSA yKa3aHHOM ¢apMalleBTUUEeCKOM KOMIIO3ULNUMA.

[0077] B paHHOM M300peTeHMM MIPEenJIOXEH CIoCco0 YyIydlleHMA
Be30IIacCHOCTHM JIeUeHMs IIallMeHTa C PacCesHHHM CKJIePpO30M, BKJIOUAIMMN
HaOJooeHMe 3a IIallMeEHTOM C pacCesgHHHM CKJIEPO30M, KOTOPOTO Jeuar
bapMalleBTHMUECKOM KOMIIO3UIIMEN, comepxamel dyMapaT, MU Y KOTOPOTO
HabmogaeTcsa JIMMQOIIEHMS, C LEJb ODHAPYXUTH OPU3HAKM WM CUMIITOME
[IOABJIEHMA HOBOTO HEBPOJIOTMUECKOIT'O HapylleHud; IOIpudeM odoyMapar
opencraBJjgeT coboM IualkmidyMapaT, MOHOaJKuIIdyMapaT, KoMOMHALIMIO
oIrajJxuidpyMapaTa u MOHOaJIKMJIQyMapaTa, IpPOJIEKapPCTRBRO
MOHOaJIKMJIbyMapaTa, OenTepUpPOBaHHYIO bopmy JIoB0oT0o nus3
BHIIEIIPUBEIEHHHX COeIVMHEeHUM, WM OdapMalleBTHUUeCKM IIpueMJIieMyld COJib,
KJlaTpar, coJiIbBAaT, TayToMep VI CTepeou30Mep JIoB0oTOo n3
BHIIEIIPUBEOEHHHX COeIMHEeHMM, WM KoMOMHaLM JIODHX BEMecTB U3
BHIIEIIPUBEIEHHEX .

[0078] B maHHOM M300peTeHMM IIPenJIOXEeH CIOoCcoD JieueHUdA
paccedHHOTO CKJepo3a Yy IalMeHTa, KOTopoTo JeduaT ¢ IIOMOILIo
TepaluKM, W3MeHAKNIelM TeueHMe PacCesHHOTO CKJepo3a, OTJIMYHOM OT

IpuMeHeHrsa  dapMalleBTUUYECKOM  KOMIIO3UIIUHM, comepxamel  bymMapart;

IpryueM byMaparT IpencrTaBjigeT cobomn ouMajxkuiIdymMaparT,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuJIdpyMapaTa "
MOHOAaJIKMJIQyMapara, [IPOJIEKAPCTBO MOHOAaJIKMJIQyMaparTa,

OeTepUPOBaHHYD (QopMy JIOOTO M3 BHIEIPUBEIEHHHX COSIMHEHMUM, WU
bapMalleBTHUECKM I[IPUEMIEMYK COJIb, KJIaTpaT, COJIBBAT, TayTOMep WK
CTepeomu3oMep J0B0oT 0 us BHINEIIPUB € deHHEIX COoenOVHEeHU, NI

KOMOMHALIMD JIKOEX BeMeCTB U3 BHIICEIIPVMBEOEHHEIX; TIIPM STOM yKaSaHHHﬁ
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Criocof BRJKUAET CJenynilMve CTaIuMM B YCTaHOBJIEHHOM IOpAIKe: (a)
IpekKpalleHMe T[IPUMeHEeHUMs YKa3aHHOM TepanuM, WU3MeHSIKIel TeueHUe
paccedHHOTO CKJIepo3a, Y YyKas3aHHOTO I[naluMeHTa; (b) paccMoTpeHUe
nepuola [OJYOeVCTBMA ¥ peXMMa OeMCTBMA yKasz3aHHOW  Tepanuu,
V3MeHA e  TedeHMe  PacCesHHOT'O  CKJIepo3a, O0JA  TOoTO, YTOOH
YCTPaHUThb AIOVTHEBHEIL  MMMyHHEM  3bbekT © B TO  Xe BpeMAa
MUHVMUBMPOBATE PUCK BO300OHOBJIeHMA 3aboJjieBaHUA; U (C) BBeleHUe
bapMalleBTMUECKOM KOMIIO3MLIMUM, CcolepXamel dyMapaT, HalMeHTY.

[0079] B nmaHHOM M300peTeHMM IIPelJIOXKEeH CIOCOD JieueHMA
pPaccedHHOTO CKJIepo3a y IalMeHTa, KOTOPOro JedaT MHTePpPepPOHOM WM
JlaTupaMepa alleTaToM, IIpMUeM yKaszaHHBM CHOoCOo0 BKJIOUAeT STallb, B

KOTOPHEIX (a) IIpekpalleHMe BBeleHMS MHTepbepoHa MM IJlaTHUpamepa

aueTaTa IOalMeHTy; u (b) HelIoCpeOCTBEHHO I[IOCJIe  YyKas3aHHOTO
IpeKpaleHns HayvaJlo BBEeIOeHUS naumMeHTy bapmalleBTHUUECKOM
KOMIIO 3ULIH, comepxamey dymapaT; OpuueM odyMapaT [OIpencTaBjigeT
cobon ouanxkuiabyMaparT, MOHOaJIKMIIGyMaparT, KOMOMHAaLIMIO
oVaJKuiIdyMapaTa n MOHOaJIKMJIdyMapaTa, [IPOJIEKAPCTEO
MOHOAaJIKMIIpyMapaTa, oenTepUpPOBaHHYIO dopmy JIIOBOTO nus3

BHIIETIPUBEOEHHHX COeIMHEeHUN, WIM (GapMalleBTUUEeCKM IpMeMIIeMyl COJib,
KJlaTparT, coJibBaT, TayToOMep WU CTEepeou30MED JIIOBOTO nus
BHIIETIPUBEOEHHHX COeIMHEeHUM, WIM KoMOMHalMI JIOOBX BemecTB U3
BHIIEIPUBENEHHEX .

[0080] B 1maHHOM M300peTeHMM IIPenJIOXEeH CIOoCOoD JieueHUA
mauyeHTa C  pacCedHHHM  CKJIEPO30M, BKJIIOY AMUMT (a) BBeIeHUe

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3LV, conepmameﬁ @ymapaT; InpruuyeM

byMapaT IOpencTaBJISAeT cobom mualkuIdpyMapart, MOHOaJIKMUIIdyMaparT,
KOMOMHalLMKD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IPOoJIEKApPCTBO
MOHOAJIKMIIQyMapaTa, oelTeprpOBaHHYIO dbopmy JIIOBOTO nu3

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,

KJIlaTparT, CoJibBaT, TayToMeEepP mJm CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBEOEHHEIX CO@HMHeHMﬁ, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHINECIIPMBEIOEHHEX ; n (b) oo HadaJla BBeIIcHNA IIallMeHTy

@apMaHeBTquCKOﬁ KOMITO 3L, conepmameﬁ @ymapaT, n IIeprnmoiIrndeCKMr
B TeUeHNMe JIeUeHMA YKa3aHHOI'O IIallMeHTa YKaBaHHOﬁ @apMaHeBTquCKOﬁ
KOMHOSMHMG%, conepmameﬁ @yMapaT, IIpoBeecHMe adaHaJlM3a KpOBM IIJIA

oripeneJieHMAd  dMCJla JeVMKOLUMTOB Yy IalleHTa; u (c) paccMOTpeHMre
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BO3MOXHOCTHU npekKpaleHnusa YyKa3aHHOTO JIeueHn yKasaHHOM
bapMalleBTUUECKOM KOMIIOBULIMEN, conepxamen bymapar, eCcJm
KOJIMUECTRBO JIEMKOLMTOB yMeHbIlaeTCd B TeueHMe yKas3aHHOTO JIeueHUd.

[0081] B maHHOM M300peTeHUM IIPenJIOXeH  CIOCOD JieueHUd
nauyeHTa C PacCesHHHM CKJIepO30M, BKJIUAKIMM 5Tand (a) oo Hadaja
JleueHus nmaluveHTa bapMalleBTHUUECKOM KOMIIO 3ULIMeM, comepxamemn
bymapaT: (1) BHNOJHeHMEe KIMHMUECKOTO aHaJM3a KPOBM, BKJILUAKIEIO
aHalMs3 4Yucja JuMpouMTOoBR; M (11) ecam YyCTaHOBJIEHO, UYTO UMCJIO
JIMMQOLIMTOB HaAXOOMTCS 3a HMXHEeM TpaHMlIel HOPpMaJlbHOTO IOMalla3oHa,
paccMoTpeHMe aJIb TepHaTUBHEIX OPUUMH  JIUMMQOIIEHUM U IPUHYMAKT
KOppeKTUpyKiMe Meph B 3aBUCUMOCTHM OT VYKa3aHHHX aJlbTepPHAaTUBHHX
OPpUYVH; WU (b) BBeleHMe TIallMeHTY VYKa3aHHOM OGapMalleBTUUEeCKOM
KOMIIO3ULINY, IIpuueM opyMapaT IOIpedcTaBJgeT cobo¥ OualkuiIdyMmapar,
MOHOaJIKuJIbyMaparT, KOMOMHALINI ouajkuiIdyMapaTa u
MOHOaJIKMJIdyMaparTa, [IPOJIEKAPCTBO MOHOaJIKMJIQyMapaTa,
IeVTepUpOoBaHHyn (GopMy JIOOOTO M3 BHIIENPUBEIEHHHX COeIMHEeHUM, WU
KJaTpar, coJibBaT, TayTOMED VIV CTEepeounu30Mep JIOO0TO ns3
BHIIETIPUBEOEHHHX COeIMHeHuM, WIM KoMOMHalMI JIOOBX BemecTB U3
BHIIENIPUBEOEHHHEX,; C YCJOBMEM, UTO COJIb QyMapaTa He IPUCYTCTBYET B
bapMaleBTUUECKOM KOMIIOBULIUNA .

[0082] B 1maHHOM M300peTeHMM IIPelJIOXeH CIOoCcoD JieueHUA

IIallMeHTa C paCCedHHBEIM CRKJIEpO30M, BKJIIOY A0 (a) IIOBTOpAKIeeCA

BBeIeHUE DaluueHTy bapMalleBTUUECKOM KOMIIO 3ULIUH, comepxamemn
byMapaT; opuueM odyMapaT OpelcTaBjgeT coboM  IualkuiIdpyMmapart,
MOHOaJIKMUIdyMaparT, KOMOMHaLMIO OMaJIKuiIpyMapaTa "
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMUIIQyMapaTa,

IeVTepUMPOBaHHYD GOpMy JIOOTO M3 BHIENPUBEIESHHHX COeIMHEeHUMN, WU
KJaTpar, CcoJbBAaT, TayTOMED WJIn CTepeou30Mep JI0B0oTOo nus
BHIIETIPUMBEOEHHHX COeIMHEeHUM, WIM KOoMOMHAaIMK JIOOBX BeleCcTB U3
BHIIETIPUBEOEHHHX; C YCJOBMEM, UTO COJIb dyMapaTa He OPUCYTCTBYET B
bapMalleBTMUECKOM  KOMIIO3ULIUMU; u (b) BHIIIOJIHEHNVE  KJIMHUUECKOTO
aHalM3a KpOBM, BKJKNUAKIETO aHaJlM3 uUucja JUMOOLMTOBR, KaxXnwe 3
Mecsdlla TIOCJIie Haudajla JiledeHMsa yKa3aHHOTO IallMeHTa YyKa3aHHOU
bapMalleBTUUECKOM KOMIIO3ULMEN .

[0083] B 1maHHOM M300peTeHMM IIPenJIOXEH CIoCcoD JieueHUA

IIallMeHTa C pPacCeAdHHEM CRJIIEPO30OM, BKJIIOU A0MMNA (a) BBelecHMEe
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IIallIeHTY @apmaueBTquCKoﬁ KOMIIO 3LV, conepmameﬁ c]_)yMapaT; InprnyeM

byMapaT IHOpelCcTaBJIAeT cobom mualkuiIdpymapart, MOHOaJIKMUIIdymMaparT,
KOMOMHaLUWK IMaJKUWIdyMapaTa WM MOHOaJIKuWJIdyMapaTa, IpPoJIEKApPCTBO
MOHOAaJIKMJIQyMapaTa, oelTepUpOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPUBEIEHHHX COeOVMHEeHUM, WIXM KJaTpaT, CoOJbLBaT, TayTOMep WM
CTepeounu30Mep JodoTo ns BHIMEIIPUBEIeHHEX coenMHeHun, WIIN
KoMOMHaLMD JIOOHX BEMeCTB M3 BHIIENIPMBEOEHHEX; C YCJIOBMEeM, UTO
coJib QyMapaTa He IOPUCYTCTBYeT B OQapMalleBTUUEeCKOW KOMIIO3ULUK; U
(b) TmaTesbHOe HabJoOOeHMe 3a IIallMeHTOM C LeJiblo OoOHapyXeHUSA
IPU3HAKOB WM CHUMIITOMOB IOABJIEHVMSA  HOBOTO HEBPOJIOTUUECKOT O
HapymeHrsa, eCcIM Yy IallMeHTa HabjomaeTcd JMMOOIIEHMS II0OCJIE BBEIOEHUHA
yKasaHHOM QapMalleBTMUECKOM KOMIIO3ULIWNA .

[0084] B paHHOM M300peTeHMM IIPEenOJIOXEH CIOoCcOo0 YyIydlleHMA
Be30IIacCHOCTHM JIeUeHMs IIallMeHTa C PacCesHHHM CKJIePpO30M, BKJIOUAIMMN
HaOJooeHMe 3a IIallMeEHTOM C pacCesgHHHM CKJIEPO30M, KOTOPOTO Jeuar
bapMalleBTHMUECKOM KOMIIO3UIIMEN, comepxamel dyMapaT, MU Y KOTOPOTO
HabmogaeTcsa JIMMQOIIEHMS, C LEJb ODHAPYXUTH OPU3HAKM WM CUMIITOME
[IOABJIEHMA HOBOTO HEBPOJIOTMUECKOIT'O HapylleHud; IOIpudeM odoyMapar
opencraBJjgeT coboM IualkmidyMapaT, MOHOaJKuIIdyMapaT, KoMOMHALIMIO
oIrajJxuidpyMapaTa u MOHOaJIKMJIQyMapaTa, IpPOJIEKapPCTRBRO
MOHOaJIKMJIbyMapaTa, OenTepUpPOBaHHYIO bopmy JIoB0oT0o nus3
BHIIEIIPUBEIEHHEX COeOMHEeHUM, WM KJaTpaT, CoJIbBaT, TayTOMep WK
cTepeou3oMep JIoBOoTOo us BHIMEIIPUBEIeHHEX coenMHeHuM, WIIN
KoMOMHAaLIMIO JIOOHIX BEMEeCTB M3 BHIIENPMBEOEHHBEX; C YCJIOBUMEeM, UTO
coJib dyMapaTa He NPUCYTCTBYET B dapMalleBTUUECKOM KOMIIO3UIIUN .

[0085] B maHHOM M300peTeHMM IIPenJIOXEeH CIOoCcoD JieueHUdA
paccedHHOTO CKJepo3a Yy IalMeHTa, KOTopoTo JeduaT ¢ IIOMOILIo
TepaluKM, W3MeHAKNIelM TeueHMe PacCesHHOTO CKJepo3a, OTJIMYHOM OT

IpuMeHeHrsa  dapMalleBTUUYECKOM  KOMIIO3UIIUHM, comepxamel  bymMapart;

IpryueM byMaparT IpencrTaBjigeT cobomn ouMajxkuiIdymMaparT,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuJIdpyMapaTa "
MOHOAaJIKMJIQyMapara, [IPOJIEKAPCTBO MOHOAaJIKMJIQyMaparTa,

OeTepUPOBaHHYD (QopMy JIOOTO M3 BHIEIPUBEIEHHHX COSIMHEHMUM, WU
KJjaTpar, CoJILBAT, TayToOMEP VI CTepeomn30Mep JI060TO ns
BHIIEIIPUBEOEHHHX COEeIMHEeHMM, WM KoMOMHALMI JIOOHX BeEmMeCTB U3

BHIIEIIPMBEOEHHEX,; C YCJIOBMEM, UWTO COJIb (]_)ymapaTa He TIpUCyTCTBYEeT B
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bapMalleBTUUECKOM KOMIIO3MLUMKM,; IIPM STOM YKa3aHHHM CHoCco® BKIILUaeT
crenyoumme cTaiuu B YCTaHOBJIEHHOM nopanke: (a) IpeKpaleHue
IpuMeHeHUSI YKasaHHOM TepaluM, MW3MeHARMel TeueHMe pacCesaHHOTO
CKJIepo3a, Y VYKa3aHHOTO IallMeHTa; (b) paccMoTpeHMe  IIepuoma
IIOJIYOEeVMCTBMA M pPeXyMa »OeMCTBUMA YKas3aHHOM TepaluMr, W3MeHAKnIen
TeueHUe paccedgHHOTO CKJIepo3a, oJis TOTO, UTOOE  YCTPAHUTH
AOOUTUBHEM MMMYHHEM 200eKT M B TO Xe BpeMsa M/HUMM3VPOBATH PUCK
BO30OOHOBJIeHMA  3aboJieBaHUA; n (c) BBeIeHMe (dapMalleBTUUECKOM
KOMIIOBULIMM, CcoIepXamey oyMapaT, DallMeHTYy.

[0086] B nmaHHOM M300peTeHUM IIPenJIOXeH CIOCO0 JieueHUd
paccedHHOTO CKJIepo3a VY IallMeHTa, KOTOpOoTIo JedaT MHTepdepOHOM WIIM
TJaTUpaMepa alleTaToM, I[IPpMUYeM YKa3aHHHM CIHoCOO BKJIOYAET STalb, B

KOTOPHIX (a) [peKpalleHMe BBeleHMd MUHTepbepoHa WIM IJlaTHUpaMmepa

alueTaTa IOalMeHTy; u (b) HEIOCPEeOCTBEHHO IIOCJIe  YyKa3aHHOTO
IpeKpaleHn s HayuaJlo BBEeIOeHUs naumMeHTy bapmalleBTHUUECKOM
KOMIIO 3ULIMN, comepxamey bymapaT; OpuueM odyMapaT IIpencTaBjigeT
cobon oaJxkuiIdyMapatT, MOHOaJIKMIIGyMaparT, KOMOMHAaLIMIO
OVaJKuiIpyMapaTa u MOHOAaJIKMJIdyMapaTa, [IpoOJIEKaAPCTBO
MOHOaJIKMJIbyMapaTa, oenTepUpPOBaHHYIO dbopmy JIIO0TO n3

BHIIEIIPUBEIEHHEX COeIOVMHEeHUM, WM KJaTpaT, CoJIbBaT, TayTOMep WM
CTEepeou30MepP JI060T0 us3 BHIIENIPUBEOIEHHBIX CoenMHEeHUM, AR
KOMOMHAaLMD JIIOOEX BEOeCTB M3 BHIIENPMBEIEHHEX; C YCJOBUEM, UTO
coJib dyMapaTa He IPUCYTCTBYET B dapMalleBTUUECKOM KOMIIO3UILIUM .
[0087] B OAaHHOM M300peTeHUuMr MpelJIOKEeH CIocoD  JiIeueHud
nanumueHTa C paccCesgHHBEIM CKJIEpO30M, BKJIIOU AN (a) BBeIeHMe

IIallIeHTY @apMaHeBTMT{eCKOﬁ KOMIIO 3LV, conepmameﬁ (]_)ylvlapaT; InpruuyeM

byMapaT IOpelcTaBJISAeT cobom mualkuiIdpyMapart, MOHOaJIKMUIIdyMaparT,
KOMOMHaLIMKD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPoJIEKAPCTBO
MOHOAJIKMJIQyMapaTa, oenTepUpOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPUBEIEHHHX COeOVMHEeHUM, WIXM KJaTpaT, CoJbBaT, TayTOMep WM
CTepeou3oMep JodoTo us BHIMEIIPUBEIeHHEX coenMHeHuM, WIIN
KoMOMHAaLIMIO JIOOHX BEMeCcTB M3 BHIIENIPMBEOEHHBEX; C YCJIOBMEeM, UToO
coJib (yMapaTa He IOPUCYTCTBYeT B OQapMalleBTUUEeCKOM KOMIIO3ULUK; U
(b) @mo HauvaJa BBeleHMA IIallMeHTy ¢apMalleBTUUeCKOW KOMIIO3ULUHA,
comepxamer o¢ymMapaT, ¥ IIepHUOOMUYEeCKM B TeueHMe JeueHMsS YKas3aHHOTO

naluMeHTa  yKasaHHOM  dapMalleBTUMUECKOM  KOMIIO3MIIMEN, comepxamemn
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(]_)YMapaT, IIpoBelleHNe aHaJInsa KpoBM IOJIA OoIipeneJIeHnA dnrcila
JIEVKOLIMTOB Y IIalilMeHTa, n (c) pracCMOTpEeHN e BO3MOXHOCTU
IIpeKpameHnAa YKasaHHOTIO JIeUeHMA YKaBaHHOﬁ @apMaueBqueCKoﬁ
KOMHOBMLU/IG?I, conepxameﬁ q_)ylvlapaT, eCJIn KROJIMYeCTBO JIEVMKOLIUTOBR

YMEeHBIIaeTCsa B TeueHMe YKa3aHHOTO JIeUeHUHd.

[0088] B OaHHOM M300peTeHuM IHNIpelJIOXeH CIoCcoD JiIeueHud
malMeHTa C pacCesaHHHM CKJIepO30M, BKJOUAMMM 2Talbe (a) OO HauaJa
JleueHms nanuyveHTa bapMalleBTHUUECKOM KOMIIO 3ULIMeM, comepxamemn
dymapaT: (1) BHNOJHeHMEe KIMHMUECKOTO aHaJM3a KPOBM, BKJILUAKIEIO
aHaJImMsz uucja JuMooumMToB; M (il) ecaM YCTaHOBJIEHO, UTO UYMCIO
JIMMQOLIMTOB HaAXOOMTCS 3a HMWXKHEM TpaHMIel HOPpMaJlbHOTO IOMualla3oHa,
paccMoTpeHue aJIb TepHaTUBHEIX OPUUMH  JIMMQOIIEHUM U [IPUHYMAKT
KOppeKTUpyKIMe Meph B 3aBUCUMOCTM OT VYKa3aHHHX aJlbTepPHAaTUBHHX
OPpUYVH; WU (b) BBeIOeHMe IalMeHTy VKasaHHOM ¢dapMalleBTUUYeCKOM
KOMIIO3ULINKY, IIpuueM ojyMapaT IOpedcTaBJageT cobo¥ OualkuiIdyMmapar,
MOHOaJIKUJIbyMaparT, KOMOMHAaLIMIO ouaJkuiIdyMapaTa u
MOHOaJIKMJIdyMapaTa, [IpOJIEKAPCTBO MOHOAaJIKMJIQyMapaTa,
oeVTepUMpOBaHHyn (GopMy JIOOTO M3 BHIIENPUBEIEHHHX COeIMHEeHUM, WU
bapMaleBTUUECKM IpHeMJIeMyld COJIb, KJaTpaT, COJbLBAT, TayToMep WK
cTepeou3oMep JIoBoTOo us BHINEIIPUBE e HHEX coeIMHEeHUN, W
KoMOMHALIMIO JIOOHIX BEMeCTB M3 BHIIENPMBEOEHHBEX; C YCJIOBUMEeM, UYTO
COJIb STUITHUIPObYMapaTa He IIPUCYTCTBYET B bapMalleBTHUUECKOM
KOMIIO 3ULIUNA .

[0089] B OAaHHOM M300peTeHUuMr MpelJIOKEeH CIocoD  JiIeueHud

IIallMeHTa C paCCedHHBEM CRKJIEpO30M, BKJIIOY A0 (a) IIOBTOpPAKIeEeCA

BBeIeHME IalMeHTy bapMalleBTUUECKOM KOMIIO 3ULIUN, comepxamemn
byMapaT; opuueM odyMapaT OpelcTaBjgeT coboM  IualkuidpyMapart,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJKuiIdyMapaTa "
MOHOAJIKMJIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMJIQyMapaTa,

OeTepUpPOBaHHYD (QopMy JIOOTO M3 BHIEIPUBEIEHHHX COeIMHEHMUM, WU
bapMalleBTUUYECKNY MIpUMEeMJIEMYID COJIb, KJIaTpaT, COJLBAT, TayToMep WIu
CTEepeou30Mep JdoTo us3 BHINEIIPUB € deHHEIX COoeOVHEeHU, NI
KOMOMHALIMIO JIOOBX BEMEeCTB M3 BHIEIPUBEOEHHHX; C YCJIOBMEM, UYTO
COJIb sTUIITMOpodyMapaTa He - IOPUCYTCTBYeT B  dapMalleBTHUUECKOM
KOMIIO 3ULINK ; u (b) BHIIOJIHEHME  KJIMHMUECKOTO  aHajM3a KpOBU,

BRJIOUaAKMeI O aHaJlns drcila JIMMOOLIUTOB, KaXIEele 3 MecCAdlla 1o CJIe
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HaudaJla JIeUeHMAd YKa3aHHOIT'O IIallMMeHTa yKaBaHHOﬁ @apMaHeBTquCKOﬁ

KOMIIO 3ULIMEN .
[0090] B OaHHOM M300peTeHuM HNIpelJIOXKEeH CIoCcoD JileueHud
naluMeHTa o} pacceaHHBEM CKJIEPO30M, BKJIIOU A0 (a) BBeIOeHMe

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3LV, conepmameﬁ @ymapaT; InprnuyeM

byMapaT IOpelcTaBJIAeT cobom mmankuiIdpyMapar, MOHOaJIKuUJIdpymMaparT,
KOMOMHaLVD IMaJKuiIdyMapaTa WM MOHOaJIKuUJIdQyMapaTa, IpOoJIEKapCTBO
MOHOaJIKMJIdyMapaTa, IelTeprpOBaHHYIO dbopmy JIIOOOTO nu3

BHINEIIPVMBE OEHHEBIX COGHMHGHM%, mJinm @apMaHeBTquCKM InprneMiieMyn CoOJib,

rJjaTparT, coJibeaT, TayToMEpP MJIn CTepeornsoMep JIIOOOTO ns
BHIIEIIPVMBE OEHHEBIX COGEMHGHM%, i KOMOMHAUMI  JIOOBIX BemeCTB ns
BHIIECIIPMBEOEHHEX ; C YCJIOBMEM, dTOo COJIb 9TMHPMHpO®YMapaTa He

IPUCYTCTBYET B dapMalleBTUUECKOM KoMrao3auuuu,; u (b)) TmaresbHOe
HaOJogeHe 3a HalMeHTOM C LeJibl OoOHapyXeHMS IIPM3HAKOB WJIU
CUMIITOMOB IIOSBJIEHMSA HOBOT'O HEBPOJIOTMUECKOTO HapylleHUSd, ECIU Y
raumMeHTa HabJpomaeTcs JIMMPOTIEHU A riocJie BBEeIOEeHUS yKa3aHHOM
bapMalleBTHUECKOM KOMIIOBULIUA .

[0091] B pmaHHOM M300peTeHUNM IPEemJIOXEeH CIOoCcoD YIIyulleHUS
Bes0MIacCHOCTH JIeUeHMs IlallMeHTa C PacCesSHHHEM CKJIEPO30M, BKJIOUAIIMININ
HabJuogeHMe 3a IIallMeHTOM C pPacCesSHHEM CKJIEPO30M, KOTOPOTO Jeuar
bapMalleBTUUECKOM KOMIIO3MLMEN, coIepxamel opyMapaTr, M Y KOTOPOTO
HabJogaeTcs JIMMQOIIEeHMSI, C LeJiblo ODHAPYXUTL IPU3HAKMY WMJIM CUMIITOME
[IOSIBJIEHMSA  HOBOTO HEBPOJIOTMUECKOTO HapylleHud; OpuueM odyMapar
opencraBJgeT coboM IualkmiIdyMapaT, MOHOaJKuUIbyMapaT, KoMOMHALIMIO
oraJxkuidpyMapaTa u MOHOaJIKMJIdyMapaTa, IpPOJIEKapPCTRBO
MOHOaJIKMJIbyMapaTa, OenTepUpPOBaHHYIO bopmy JIoB0TO nus3

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apmaueBTquCKm InpruemMiieMyrn COJIb,

KJjIlaTparT, CcoJibeBaT, TayToMEepP I CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, 2NN KOMOMHAUMKD  JIOOBIX BelleCTB nus
BHINECIIPMBEIOEHHEX ; C YCJIOBMEM, qTo COJIb STMHPMHPO@YMapaTa He

IPUCYTCTBYET B dapMalleBTUUECKOM KOMIIO3UIIUN .

[0092] B OaHHOM M300peTeHUMr  OpelJIOXeH crioco®  JIeueHMus
paccedHHOTO CKJIepo3a Yy IallMeHTa, KOTOoporo JieyaT C  I[IOMOWB
TepaluM, W3MeHAKIMelM TeueHMe PacCesHHOTO CKJepo3a, OTJIMYHOM OT
IpVIMeHeHM S bapMalleBTHUUECKOM KOMIIO3ULINNA, comepxame  dpymMapatT;

IprueM byMapaT IpencraBjigeT cobom oMajxkuidymMaparT,
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MOHOaJIKuUJIdyMaparT, KOMOMHaLMIO OValIKuiIpyMapaTa "
MOHOaJIKMJIbyMapaTa, IpOJIeKapCTBO MOHOAaJIKMJIbyMapaTa,
IeMTeprMpOBaHHYD OQopMy JIOOOTO M3 BHIEIPUBEIEeHHHX COeIMHEeHUM, WJIu
bapMalleBTUUECKM OIpHeMJIeMyld COJIb, KJaTpaT, COJILBAaT, TayToMep WK
CTEPEOUBOMED JdoTo nus BHINEIPUBEIeHHEX coeIMHEeHUN, W
KoMOMHAaLMD JIOOHX BEeMeCTB M3 BHIIENIPMBEOEHHEX; C YCJIOBMEM, UTO
COJIb STUITHUIPObYyMapaTa He IPUCYTCTBYET B bapMalleBTUUECKOM
KOMIIOBUILIMM,; IIPpM STOM YyKas3aHHBEM CIOoCco0 BKJIOUaeT cCJenyilue CTaluM
B YCTaHOBJIEHHOM IopAOKe: (a) TIpekpalleHre I[IPpMMEeHEeHUMS YKa3aHHOM
TepaluyM, M3MeHAKIely TeueHMe pPacCesgHHOTO CKJepo3a, VY YKas3aHHOTO
maumMeHTa; (b) paccMOTpeHMe  IepuoZa IOJYOeMCTBUA W peXxmuMa
OeViCTBMA yKasaHHOWM  Tepaluwu, M3MEeHAKMEeY  TedeHMe  pPacCesaHHOTO
CKJIepo3a, OJa ToTo, UTOOH YCTPAHUTL aOOMTUBHEM MMMYHHHY 20bekT u
B TO Xe& BpeMsa MMHMMM3MPOBATHL PUCK BO300OHOBJIeHMA 3aboJieBaHUA; U
(c) BBemeHMe OapMalleBTMUECKOM KOMIIO3MLMM, CcoOepxamer odymapar,
NaluMeHTy .

[0093] B 1maHHOM M300peTeHMM IIPelJIOXEeH CIOoCOoD JieueHUd
paccedgHHOTO CKJIepOo3a Yy IMalMeHTa, KOTOpOoI'o JiedaT MHTepdepOHOM WIIM
TJlaTupaMepa alleTaToM, IIpuueM YKa3aHHHM CIoco® BRJIOUAET STAalb, B

KOTOPHX (a) IIpekpalleHMe BBeleHMS MHTepdepoHa WMIM IJlaTUpamepa

aleTaTa DaumMeHTy; u (b) HEeIIOCPeOCTBEHHO  IIOCJIe YKa3aHHOTO
npeKpameHmusa HadaJlo BBeIeHNSA NaluueHTy bapMalleBTHUUECKOM
KOMIIO 3ULIUM, comepxame ¢yMapaT; OpuueM odpyMapaT TIIpencTaBJisgeT
cobon ouaJkuiIbymMapatT, MOHOaJIKMUJIdyMapaT, KOMOMHALIMI
oIMaJkuiIdyMapaTa u MOHOAaJIKMJIQyMapaTa, IpPOoJIEKApPCTBO
MOHOAJIKMIIQyMapaTa, OenTepUpPOBaHHYIO dbopmy JIIB00TO n3

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apmaueBTquCKm InpruemMiieMyrn COJIb,

KJjIlaTparT, CcoJibeBaT, TayToMEepP I CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, 2NN KOMOMHAUMKD  JIOOBIX BelleCTB nus
BHINECIIPMBEIOEHHEX ; C YCJIOBMEM, qTo COJIb STMHPMHPO@YMapaTa He

IPUCYTCTBYET B dapMalleBTUUECKOM KOMIIO3UIIUN .

[0094] B OaHHOM M300peTeHUMr  OpelJIOXeH crioco®  JIeueHMus
nanmeHTa C pacCesHHBEM CKJIEPO30M, BKJIIOU AN (a) BBeIeHMe
naumMeHTy dapMalleBTHUECKOM KOMIIO3ULMM, CcoIepxXamel o¢yMapaT; IpuueM
byMapaT nOpencrTaBJageT coboM OuaJKuIIdyMapar, MOHOaJIKMUIIdyMaparT,

KOMOMHaIIM OMaJKuIbyMapaTa M MOHOAaJIKWIbyMapaTa, [IpOoJIeKapCTBO
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MOHOaNKMIbyMapaTa, e TepUPOBaHHYIO bopmy 00010 us

BHIIEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJinm @apMaHeBTquCKM InprueMiyieMyrn COJIb,

KJjIlaTparT, CcoJibeBaT, TayToMEepP MJin CTepeor3oMep JIIOOOTO ns
BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJjmm KOMOMHAUMID  JIOOBIX BelleCTB ns
BHINEIIPVMBEIOEHHEX ; C YCJIOBMEM, uTo COJIb 9TMHPMHpO®YMapaTa He

IPUCYTCTBRYeT B OGapMalleBTMUeCKOM KoOMIoO3mMUMM; U (b) 1no Hauala
BBeIeHMs naumveHTy bapMalleBTHUUECKOM KOMIIO 3ULIUHA, comepxamemn
byMapaT, ¥ IIepMOIMUEeCKM B TeueHMe JieueHMsS YyKas3aHHOTO IIallMeHTa
yKasaHHOM  dapMalleBTUMUECKOM  KOMIIO3UILIMEN, comepxamen  dymMaparT,
IpoBeleHMe aHaJlM3a KpOoBM OJ4 OIpelesIeHMa uucja JeWKOUUMTOB VY
nmauMeHTa; M (C) PacCMOTPEHMEe BO3MOXHOCTM IIpeKpalleHMS YKa3aHHOTO
JleueHms yKasaHHOM bapMalleBTHUUECKOM KOMIIO 3ULIMeEM, comepxamemn
bymapar, ecJiM  KOJMUECTBO JIEMKOUMTOB YMEHbIlaeTCs B  TeueHUe
YKasaHHOTO JIEUeHUS.

[0095] B 1maHHOM M300peTeHMM IIPelJIOXeH CIoCcoD JieueHUd
nauyeHTa C PacCesHHHM CKJIepOo30M, BRJLUAlMMM sTamns (a) oo Hauajda
JleueHusa nauyeHTa bapmalleBTHUECKOMN KOMIIO 3ULIKEN, comepxamen
bymapaT: (1) BHIIOJHEHME KIJIMHMUECKOTO aHajM3a KPOBM, BKJIIOUAKIEIO
aHaJImMsz uucja JuMmpoumMToB; M (il) ecaM YCTaAHOBJIEHO, UTO UYMCIIO
JIMMOOLIMTOB HaAXOOMTCS 3a HMXHEM TpaHMUlel HOPMaJIbHOTO IOMalla3oHa,
paccMoTpeHHue aJIb TEePHATUBHEIX  IIPUUMH  JIUMMOOIIEHUM U [IPUHUMAIT
KOppeKTUpyoiMe Mephl B 3aBUCUMOCTHM OT VYVKa3aHHHX aJlbTepPHAaTVBHEX
opuumH; ¥ (b) BBeIeHMe IIallMeHTYy YKa3aHHOW dapMalleBTHUUEeCKOMN
KOMIIOBULIMM, OpuueM oOQyMapaT OpelncTaBjsgeT coboM IualkuiIdpyMapart,
MOHOaJIKMUIdyMaparT, KOMOMHaLMIO OMaJIKuiIpyMapaTa "
MOHOaJIKMJIbyMapaTa, IpOJIeKapPCTBO MOHOAaJIKMJIbyMapaTa,
OeMTepMpOBaHHYD QopMy JIOOOTO M3 BHIIEIPUBEIEHHHX COeIMHEeHWM, WJIu
bapMalleBTUUECKM IIpHeMJIeMyld COJIb, KJaTpaT, COJLBAaT, TayToMep WK
CTepeou30oMep JoBoTOo us BHINEIIPUBEIeHHEX coeIMHEeHUN, W
KoMOMHAaLIMIO JIOOHIX BEMeCTB M3 BHIIENIPMBEOEHHEX; C YCJIOBMEeM, UToO
KaJblieBad COJIb STUITHUIPpObYyMapaTa, MaTHMeBasd COJIb
STUITHUIPOdYMapaTa, LMHKOBASA COJIb STUITMIpodyMapaTa M MeIOHas COJIb
STUITHUIPOOYMapaTa He IPUCYTCTBYIT B QapMalleBTHUeCKOM KOMIIO3ULIUMN.

[00%6] B OaHHOM M300peTeHUMr  OpelJIOXeH crioco®  JIieueHMusd
ImaluMeHTa C pPacCesgHHHM CKJIepo30M, BKJIOUYalmMM (a) [DoBToOpAKIeecsHd

BBeIcHIe IIallIeHTY @apMaHeBTquCKOﬂ KOMIIO3MIINN, Conepxameﬁ
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byMapaT; npudyeM  pymMapaT IpencTaBJIAET cobom  OmadkmiIdyMapatT,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuJIdpyMapaTa "
MOHOAaJIKMJIQyMapaTa, IpoJIeKapCTBO MOHOAaJIKMJIQyMapaTa,

IeMTeprMpOoBaHHYD OQopMy JI0OOTO M3 BHIENPUBEIEeHHHX COeIMHEeHUM, WJIn
bapMalleBTUUECKM MOIpHeMJIeMyld COJIb, KJaTpaT, COJbLBAT, TayToMep WK
CTepeounu30Mep JodoTo ns BHIMEIIPUBEIeHHEX coenMHeHun, WIIN
KoMOMHaLMD JIOOHX BEMeCTB M3 BHIIENIPMBEOEHHEX; C YCJIOBMEeM, UTO
KaJlblyeBas COJIb STUITHUIPpObyMapaTa, MaTHMeBad COJIb
STUITHUIPOdYMapaTa, LMHKOBAaSA COJIb STUITMIpodyMapaTa M MeIOHas COJIb
STUITHUIPObyMapaTa He OPUCYTCTBYIT B GapMalleBTUUECKOM KOMIIO3ULIUMN;
u (b) BHIIOJIHEHME KIMHMUECKOT'O aHaliM3a KPOBM, BKJOUAKIIETO aHaJinu3
uycjga  JUMMOOLMTOB, KaxIee 3 Mecslla TIIocJie HayaJla JiedeHusd
YKa3aHHOTO IallMeHTa yKas3aHHOM (apMalleBTUUeCKOM KOMIIO3ULMEN .

[0097] B 1maHHOM M300peTeHMUM IIPelJIOXeH CIoCcoD JieueHUd
nauMeHTa C paccedHHBM CKJIEpPO30M, BRJIIOU AT (a) BBeIeHUe

IIallMIeEHTY @apMaHeBTquCKOﬁ KoMIIo3mMumnm, conepmameﬁ @yMapaT; InprnyeM

bymapaT npencTaBageT coboM IOuaJgxkuiabymapart, MOHOaJIKMUIIbyMaparT,
KOMOMHaLUUD IOUaJKuiIdyMapaTa M MOHOaJIKUIIQyMapaTa, [IpoJiIeKapCTBO
MOHOaJIKMJIbyMapaTa, oenTepUpPOBaHHYIO bopmy JII0B0TO nus

BHIIEIIPVMB e OEeHHEBIX COGHMHGHM%, nJin @apMaHeBTquCKM InpruemMiieMyrn COJIb,

KJIlaTparT, coJibeaT, TayToMep MJIn CTepeor3oMep JIIOOOTO nus
BHIIEIIPVMBEOEHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHIIEIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlblarieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIBb STMHPMHpOQVMapaTa, IMHKOBa#4d

CoJIb  BITUATMOIpodyMapaTa WM MeOHas CoOJIb »TuiIrMigpodyMapaTa He
IPUCYTCTBYIOT B (papMalleBTMUeCKOM KOMIO3uuuu,; u (b) TmaTesbHOE
HabOJoIoeHMe 3a I[IalMeHTOM C LeJlbld OOHapyXeHMS [IPUM3HAKOB  WMJIM
CUMIITOMOB TIOSABJIEHMS HOBOT'O HEBPOJOTMUECKOTO HapyIeHUsa, eclIn Yy
ralumMeHTa HabJaooaeTcsd JIMMOOTIEHM A rocje BBeIOeHUI yKa3aHHOM
bapMalleBTUUECKOM KOMIIOBULIUNA .

[0098] B 1naHHOM M300peTeHMM MIPeIJIOXEeH CIoCco0 YJIy4dlleHUA
Bes30IacHOCTH JieueHMs IIallMeHTa C pacCesSHHHM CKJIepO30M, BKJIOUAIMINUMA
HaOJoIeHMe 3a IIallMEHTOM C PaCCesHHBM CKJIEepO30M, KOTOPOTO JedarT
bapMalleBTUUECKOM KOMIIO3MIIMEN, coIepxXamel oyMapaT, M Y KOTOPOTO
HabgomaeTcsd JIMMOOIIEHMSA, C LeJIblo OODHaAPYXUThL IPU3HAKM WM CUMIITOME

IIOABJIECHNMA HOBOTI'O HeBPOJIOTHMUECKOTI'O HapylmeHMA, InprnyeM @yMapaT
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opencraBjgeT cobol OIUadKuiIdyMapaT, MOoHoaJIKMIdyMapaT, KOMOMHALIMIO
oUalKuiIdyMapaTa u MOHOAaJIKMJIbyMaparTa, IPOJIEKAapPCTRBO
MOHOAaJIKMUIIbyMapaTa, OelTepUPOBaHHYIO bopmy JII060TO us

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,

KJIlaTparT, coJibeaT, TayToMEepP MJn CTepeors3oMep JIIOOOTO nus
BHINEIIPVMBE OEHHEIX CoeﬂMHeHMﬁ, mJin KOMOMHALINIO JIFOOEBIX BeleCTB ns
BHINECIIPMBEIOEHHEX ; C YCIIOBHMEM, dTOo KRaJlbarieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIb 9TMHPMHpO®YMapaTa, LIMHKOEBa#4d

CoJIb  DTHUiTuOpodyMapaTa M MenoHad COJIb  DTUWITUOpodyMapaTa He
IPUCYTCTRBYIT B dapMalleBTUUeCKOM KOMIIO 3NN .

[0099] B nmaHHOM M300peTeHMM IIPemJIOXeH CIOCO0 JieueHUd
paccedHHOTO CKJepo3a Yy I[alMeHTa, KOTOpoI'o JedaT C  I[IOMOILIO

Tepalmm, MBMeHAg e TeueHUe pacCedHHOT'O CKRJIIepO3a, OTJIMUHOM OT

IpVMeHeH s  dpapMalleBTUUECKOM  KOMIIO3ULNUM, comepxame  dyMaparT;
IpryueM byMapaT opencraByigeT cobomn omankuibdymMaparT,
MOHOaJIKUJIbyMaparT, KOMOMHAaLIMIO ouaJkuiIdyMapaTa u
MOHOaJIKMJIdyMapaTa, [IpOJIEKAPCTBO MOHOAaJIKMJIQyMapaTa,

oeVTepUMpOBaHHyn (GopMy JIOOTO M3 BHIIENPUBEIEHHHX COeIMHEeHUM, WU
bapMalleBTHMUECKM IIpMeMIIeMyld COJIb, KJjaTpaT, COJbBaT, TayToOMep WK
CTEepeou30oMep JI060T0 us3 BHINEIIPUBE e HHEX coeIMHEeHUN, W
KoMOMHALIMIO JIOOHIX BEMeCTB M3 BHIIENPMBEOEHHBEX; C YCJIOBUMEeM, UYTO
KaJbliMeBasd COJIb STUITUIPpOdYyMaparTa, MaTHMeBad COJIb
STUITUIpOdYyMapaTa, LIMHKOBAaS COJIb STUMIAMIApodyMapaTa M MeOHas COJib
STUITHUIPOdYMapaTa He OIPUCYTCTBYIT B dapMalleBTUUECKOM KOMIIO3ULIUN
opu 2TOM yKasaHHBM crioco® BKJIOUAET clenyomye cTanuu B
YCTaHOBJIEHHOM IIOpPAOKe: (a) IpekpameHre IOIpPYMMeHeHMsS YKasaHHOM
TepaluM, WM3MeHdIel TeueHMe PacCcedaHHOTO CKJIepo3a, VYV YKasaHHOTO
nauyveHTa; (b) paccMoOTpeHMe  TepMoba I[HOJYyIeMCTBUA U pexuMa
OeicTBUA yKal3aHHOM  Tepaluu, M3MeHgIe  TeueHMe  PacCcesaHHOTO
CKRJIepo3a, IJSA TOoTo, UYTOOH YCTPaAaHUTL AIOWTUBHHY MMMYHHHM 2bdexT M
B TO Xe BpeMi MUHMMM3UPOBATL PUCK BO300OHOBJeHMA 3adoJieBaHUSg; U
(c) BBemeHMe OQapMalleBTUUECKOM KOMIIOBUIINM, cCcoIepxamel o¢yMaparT,
nalMeHTy .

[00100] B maHHOM M300peTeHUM IIPeIJIOXKEeH CIOoCO0 JieueHUsd
paccedaHHOTO CKJIepo3a y IallMeHTa, KOTOPpOTOo JedaT MHTepdepOHOM WMJIM

IJlaTMpaMepa aleTaToM, IIprnmdYeM YKaBaHHHﬁ crioco® BRJIKUaAeT HSTAallb, B
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KOTOPHX (a) I[IpekKpameHMe BBeIeHMS MHTepdepoHa WMIM IJlaTHUpaMmepa

aleTrarTa NaluueHTy ; n (b) HEIOCPEOCTBEHHO  IIOCJIE YKa3aHHOTO
npeKpaleHna HadaJlo BBeIeHUS naluueHTy bapMalleBTUUECKOM
KOMIIO 3NN, comepxame o¢yMapaT; OpuueM odoyMapaT TIIpencTaBJisgeT
cobon ouaJgxuidymMaparT, MOHOaJIKMUIIpymMaparT, KOMOMHALINMII
oraJkuiIdyMapaTa n MOHOaJIKMJIQyMaparTa, IpOoJIEKApPCTBO
MOHOaJIKMJIdyMapaTa, IelTeprpOBaHHYIO dbopmy JIIB0T0 nus3

BHINEIIPVMBE OEHHEIX COGHMHGHM%, mJin @apMaHeBTquCKM InprneMiieMyrn COJib,

KJjIaTparT, coJibeaT, TayToMEepP MJin CTepeornsoMep JIIOOOTO ns
BHINEIIPVMBE OEHHEBIX COGHMHGHM%, mJinm KOMOMHALINIO JIFOOBIX BemeCTB ns
BHINEIIPMBEIOEHHEX ; C YCIJIOBUEM, dTOo KRaJlbarieBaAd COJIb
STMHPMHpo@yMapaTa, MaT'HIMeBa#4d COJIb STMHPMHPO@YMapaTa, LIMHKOBa#Ad

COJIb  DTUITrMApobyMapaTa M MeIHas COJIb STUWITUIpodyMapaTa He
IPUCYTCTBYIOT B dapMalleBTUUeCKOM KOMIIO3ZUILINN .

[00101] B 1nmaHHOM M300peTeHMM IIPeIOJIOXKEeH CIHOoCoO JieueHUA
mauyeHTa C  PacCCefdHHHEM  CKJIEpPO30M, BRJIIOY AU (a) BBeIeHUe

IIallMIeEHTY @apMaHeBTquCKOﬁ KoMIIosmumnm, conepxameﬁ @yMapaT; InmprnyeM

bymapaT npexncrapBigeT cob®oM OuankuiabymapaT, —MOHOaJKMIbyMapart,
KOMOMHALMIO IOMaJKuiIdyMapaTa M MOHOaJKmWiIbdyMapaTa, [IpOJIeKapCTBO
MOHOAaJIKMUJIbyMapaTa, e TepPUPOBaHHYIO bopmy J000TO us

BHIIEIIPVMB e OEeHHEIX COGHMHGHM%, mJin @apMaHeBTquCKM InpruemMyieMyrn COJIb,

KJIlaTpaT, coJibeaT, TayToMep MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMBEOEHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHINEIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlblIrieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa4d COJIb 9TMHPMHpO®yMapaTa, IMHKOBa#4d

COJIb  DTUIATUAPObyMapaTa M MeIHasa COJIb BTUWITHUIpodyMapaTa  He
IPUCYTCTRBYIT B OdapMalleBTMUECKOM KoMIo3uluu; u (b) 1o Hauajda
BBeleHusd naiueHTy bapmalleBTHUUECKOMN KOMIIO3ULINH, conepxamen
byMapaT, ¥ OepUOOMUECKM B TeuUeHMe JeueHUS YKaz3aHHOTO MHallMeHTa
yKasaHHOM  dapMalleBTUUECKOM  KOMIIO3UIIMEN, comepxamer  dymMapart,
IpOBeleHMe aHalu3a KpPOBUM MOJIA ONpeneJjIeHMsa UYucja JEeWKOLUUTOB Y
nauyeHTa; UM (C) pacCMOTPeHMe BO3MOXHOCTM MpekpalleHMS YyKas3aHHOTO
JleueHunsa YyKa3aHHOU bapmalleBTHUUECKOM KOMIIO3ULINEN, comepxamen
bymapar, ecyIM  KOJMYECTBO JIEMKOUMTOR yMEHbIMAaeTCs B  TeueHUe
YKa3aHHOTO JIeUeHUH.

[00102] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOCO0 JieueHUd
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malMeHTa C pacCedHHHM CKJIepO30M, BRKJOUAMMM 2Tale (a) OO HauaJja
JleueHMa IallMeHTa  dapMalleBTUUECKOM  KOMIIO3UIIMEN, cocTodAmen B
OCHOBHOM n3 oIVMeTHUIOyMapaTa n/ N MOHOMeTUIIQyMapaTa : (i)
BHIIOJIHEHME KJIMHUMUECKOTO aHajM3a KPOBM, BKJKUAKIETO aHallu3 udMcia
JIMMOOLIMTOB; U (ii) eCJIM yYCTaHOBJIEHO, UTO UMCJIO JIMMPOIMTOB
HaxXOOMTCHA 3a HWKHeM TpaHMLIel HOPMaJIbHOTO IOMalla30Ha, pPacCMOTpeHue
aJlbTePHATUBHEIX IPUUMH JMMOOIIEHUM M [IPUMHUMAT KOPPEeKTUPYIMMe MepH
B 3aBMCHMMOCTM OT YyKaB3aHHHEX ajlbTepHATUBHHX OpUUMH; ¥ (b) BBemeHUe
NaluMeHTy yKas3aHHOM dapMalleBTUMUEeCKOM KOMIIO3UILINNA .

[00103] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHusd
maluMeHTa C pPacCesgHHHEM CKJIepo30M, BKJIOUalmMM (a) I[IoBTOpAKIeecsHd
BBeIeHUe naumveHTy bapMalleBTHUUECKOM KOMIIO 3ULIUHA, B OCHOBHOM
cocTodmer w3 OuMeTuUIdyMapaTa U/MUIM MOHOMeTuJIbyMapaTa; U (b)
BHIIOJIHEHME KJIMHUUECKOTO aHajM3a KpPOBM, BKJOUAKIIETO aHallM3 uducia
JIMMQOLIMTOB, Kaxiee 3 Mecsdlla I[IOCJle Hadaja JiedeHMa YKa3aHHOTO
nauMeHTa YKasaHHOM dapMalleBTUUYEeCKOM KOMIIO3ULIMEN.

[00104] B 1naHHOM M300peTeHMM IIPeIOJIOXKEeH CIOoCoO JieueHUA
raluMeHTa c paccesaHHEM CKJIEPO30M, BKJIOY A0MMM (a) BBeIOeHMe
naumMeHTy QapMalleBTUUEeCKOM KOMIIOBULMM, B OCHOBHOM COCTOAmEN U3
ouMeTHuJIdyMapaTa /.  MoHOMeTuIIyMapaTa; u (b) TImaTeJIbHOe
HabJooeHMe 3a IDalMeHTOM C LeJibld OOHapyXeHMS [IPM3HAKOB  MJIM
CUCMIITOMOB IIOSABJIEHMSA HOBOT'O HEBPOJIOTMUECKOTO HapylmeHVHa, eClIu Yy
raumMeHTa HabJaoonaeTcsa JIMMOOTIEHM A rocJje BBeIOeHUA yKa3aHHOM
bapMalleBTUUECKOM KOMIIOBULIUNA .

[00105] B 1pmaHHOM M300peTeHMM MIPenJIOXeH CIoCc0o0 YJyudlleHUS
Bes30IacCHOCTK JieueHMs IIallMeHTa C pPacCesSHHHM CKJIePO30M, BKJIOUAIIMINUMT

HabmooeHre 3a I[DalMeHTOM C pacCesHHEM CKJIIEpO30M, KOTOpOoTo JedaT

bapmalleBTHUUECKOM KOMIIO3UIIMEN, B OCHOBHOM cocTodAmen nus
oVMe TuiipyMaparTa u/ U MOHOMe TuJIdyMapaTa, n y KOTOPOTO
HabmonaeTcd  JIUMOOIIEHUSA, C LeJib  OOHaApyXeHMA [OIPU3HAKOB WM

CUMMIITOMOR TIOSABJIEHMSA HOBOTO HEBPOJOTIMUECKOTO HapyleHMId.

[00106] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOoCO0 JieueHUd
paccedHHOTO CKJIepo3a y IallMeHTa, KOTOPpOTOo JeduaT C MCIOJb30BaHMEM
TepaluM, W3MeHAKIMelM TeueHMe PacCesHHOTO CKJepo3a, OTJIMYHOM OT
opuMeHeHUSI OQapMalleBTUUeCKOM KOMIIO3UIINM, COCTOAme B OCHOBHOM U3

ouMeTuIdyMapaTa M/WiIM MOHOMeTHJIQyMapaTa,; IIpMUeM YKas3aHHH CIOoCo0
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BRJIOUAET clenyomue cCTanum B YCTaHOBJIEHHOM nopsanke: (a)
IpekKpalleHMe T[IPUMeHEeHUMs YKa3aHHOM TepanuM, WU3MeHSIKIel TeueHUe
paccedHHOT'O CKJepo3a, Yy VYKasz3aHHOI'O IauueHTa; (b) paccMoTpeHHUe
nepuola [OJYOeVCTBMA ¥ peXMMa OeMCTBMA yKasz3aHHOW  Tepanuu,
MBMEHAKIEN  TeueHMe  pacCesHHOTO  CKJepo3a, ojga  Toro, UTOOE
YCTPaHUThE AIOVTHEBHEIL  MMMYyHHEM  50bekT n B TO xe BpeMmsa
MUHVMUBMPOBATE PUCK BO300OHOBJIeHMA 3aboJjieBaHUA; U (C) BBeleHUe
bapmMalleBTHUUECKON KOMIIO3ULIUM, B OCHOBHOM cocTosAamen ns3
nuMe TuIbyMapaTa u/MIYM MOHOMeTUJIbyMapaTa .

[00107] B oO[maHHOM M300peTeHUM I[IPEeOJIOXKEeH CIOoCOO JieueHUA
paccedHHOTO CKJIepO3a Yy NalMeHTa, KOTOPpOoIo JedaT MHTEePpOEepPOHOM WIIM
JlaTupaMepa alleTaToM, IIpMUeM yKaszaHHBM CHOoCo0 BKJOUAeT STalle, B
KOTOPEX (a) I[OpekKpalleHMe BBeleHUA UMHTepbepoHa WM IJlaTHUpaMepa
aueTaTa IHalUMeHTy; n (b) HEeIIOCPEeOCTBEHHO I[IOCJIe  YKasaHHOTO
IpeKpalleHna HayuaJjio BBeleHUd NauveHTy bapMalleBTHUUECKOM
KOMIIO3ULIUMA, B OCHOBHOM COCTOAmEN u3 OuMMeTwiIbyMapaTa u/Uin
MOHOMeTUIIbyMaparTa.

[00108] B gnmaHHOM WU300peTeHMM MOpenJioXeH CIoco® JeueHUA
mauMeHTa C  pacCesHHBEM  CKJIEPO30M, BKJIIOU A0MMM (a) BBEeIeHUEe
nauyMeHTy dapMalleBTUUECKOM KOMIIO3UIIMM, B OCHOBHOM COCTOAMEN U3
ouMeTuIdyMapaTa ¥/WIM  MOHOMeTMJIbyMapaTa; u (b) oo Hauaja
BBeleHUS NauMeHTy  yKa3aHHOM  dapMalleBTHUUECKOM  KOMIO3MLIUM U
IepruoouMuecKM B TeueHMe JieUeHMsa YKa3aHHOTO IMallMeHTa YKasaHHOU
bapmalleBTHUUECKOMN KOMIIO3UIIMEN  TIpoBeIdeHUe aHaJmsza KpOBM  IJiA
omnpenelleHMa UMCIa JEeWMKOUMTOB VY TIaluMeHTa; ¥ (C) pacCMOTpeHHue
BO3MOXHOCTHU IpeKpalleHN YKaz3aHHOTO JleueHus yKa3aHHOMU
bapmalleBTHUUECKOMN KOMIIO3UIIMEN, eCJmn KOJIMYECTEBO JIEMKOLIMTOB
YMEHBIIAEeTCHA B TeUeHMe YKa3aHHOT'O JIeUeHUA.

[00109] B oOHOM BapMaHTe peajM3aluu W300peTeHus CIocob
OOIIOJIHUTEJIEHO BRJIOUAET IpeKpalleHre BBEeIeHUs yKa3aHHOU
bapMalleBTMUECKOM KOMIO3MIMKM YyKasz3aHHOMY MalMeHTy, KoTJda UMKCJIO
JIMMOOLIMTOB N rauyveHTa cocTaBJigeT MeHee 0,7x10°%/1, yTo
IIOOTBEepPXOaeTCs [MOBTOPHEIM MCCIIeIOBaHMEM Uepe3 3 Mecsdla.

[00110] B onOnHOM BapMaHTe peajM3aluM M300peTeHUs IIPpU3HaAKU

MJIn CVIMIIT OMEL IIOABJIECHMA HOBOT'O HeBPOJIOTMUECKOTI'O HapyleHnA
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BKJIOUAT IOBUT'aTeJIbHEE HapymeHn I u KOTHUTUBHEIE W
[ICUXMaTpUUeCKUe CUMIITOME.

[00111] B onOHOM BapMaHTe peajM3aluy W300peTeHus CIocob
OOIIOJIHUTEJIBHO BKJIOUAET, €CJM eCThb I[Iomo3peHMe Ha I[IMJI, HeMeIJIEHHYD
IPUOCTAHOBKY JieUueHMsS YKa3aHHOM OGapMalleBTUUEeCKOM KOMIIO3UIIMEeN U’
BHIIOJIHEHME OOIIOJIHUTEJIBEHEX OIIEeHOK.

[00112]B opmHOM BapMaHTe peaju3aluy MU300peTeHuda  CIocoO
OOIIOJIHUTEJIBHO BKJIOUAET BEHIIOJHeHMe MPT mnaumMeHTy OO YKa3aHHOTO
HauaJla BBeleHMA QapMalleBTHMUYeCKOM KOMIIO3UINMM, coIepXamen o¢yMaparT,
NaluueHTy .

3.1 TepMMHOJIOIHUS

[00113] B wessax obecrneueHMsa TIIOJHOTO M CUCTEMATUMUECKOTIO
[IOHMMaHMg ONMCaHUA U  QOPMYJIEL M300peTeHMsa, IIpUBEIOeHH CJeOyilre
OIpeneJleHNnd .

[00114] TepMMH <«aJKaHOMMII», IIPU MCIOJB30BaHMM B IaHHOM
OOKYMEHTe, OTHOCKUTCHA K JIMHEMHHM WJIM Pas3BEeTBJIEHHLHM aJIKMUJIbHBEM
enaMm, HaopuMmep, W3 1-6 aToOMOB yIJlepona. JVULIIOCTPaTUBHEE IIPUMEDE
AJIKAHOMMIIbHHEX TPYII BKJOUYAlT, HO He oTrpaHuMumMBaschb wumyu, -—-CHy,—, -

(CHz) 2, -CH(CH;)-, -(CHz)s—, —-CH,CH(CH;)-, -CH(CH;3)CH,-, - CH(CyHs)-

’ —-C (CHs) 2, - (CHz) 4=, - (CHz) 2CH (CH3) —, —-CH,CH (CHs) CHy—, -
CH (CHs) (CHy) »—, - CH (C,Hg) CH,—, —-CH,CH (C,H;5) —, —-C (CHs) 2CH,—, -
CH,C (CHs) o=, -CH(CH3)CH(CHz), - CH(CsH;)-, -(CHz)s, —(CHy)sCH(CHs),
- (CH,) ,CH (CH3) CH,—, -CH,CHCH; (CHy) »—, - CH,C (CHs) 5,CH5—, -
(CHz) 2C(CH3)2-, - (CHz)e¢—, —(CH2)4CH(CH3)-, —-(CHy)3CH(CH3)CHy—, -

CH,CHCH; (CH2) 3=, - (CH,)3C(CH3)»,— m — (CH,),C(CHj) ,CHy—.

[00115] TepMHH  «aJIKEHWUII», OpM  MCIOOJIE30BAHUM B OAHHOM
OOKYMEHTE, OTHOCUTCS K OOHOBAJIEHTHOMY YTUIEBOLOPOLY c
Hepa3BeTRJEHHONW WMJIM Pas3BEeTBJIEHHOW IleNbl, CoIepXameMy OT OBYX IO
mecTV aTOMOB YyIJlepoda M TIIO MeHbIleM Mepe OIHY IOBOVHYK CBA3b
YIUIEPOO—YIJIEPOL,. VimocTpa TUBHEE [IPUMEPEL aJIKEHWUJIbHEIX TPyl
BKJIOUAT, HO He oI'paHMumMeBadac, wumvm, -CH=CH,, -CH=CH-CHj;, -CH,-
CH=CH-CH3 mymm —-CH (CH3) -CH=CH-CH;.

[00116] TepMmH KAJIKWIT», npu VCIIOJIb 30BaHUN B OaHHOM
OOKYMEHTe, OTHOCUTCH K IIOJIHOCTLBI HACHIEHHOMY pPa3BeTBJIEHHOMY WJIU
Hepas3BeTBJIEHHOMY YIJIEBOLHOPOIHOMYy OGparMeHTy. B OIOHOM BapMaHTe

peanmzalmu M300peTeHUsS aJKuJI @ comepxuT oT 1 pmo 20 aToMOB
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ynJjepoma, oT 1 @mo 16 aromMoB Yyriepona, oT 1 pmo 10 aToMOB
yoJiepoma, oT 1 @mo 6 aToMOoB yojlepoza wimM oT 1 mo 4 aToOMOB
yIulepona. JocTpaTMBHEE IPUMEPH aJIKMJIBHEIX IPYIIl BKJIOUAKT, HO He
Or'paHNuUMBasaCh MMM, MeTWJ, 9STWI, H-NOPONWJl, W30IpoNui, H-OyTWUI,
BTOP—-OYTUII, N300y TUII, TpeT-0yYTUII, H-TIeHTWJI, MN30IIeHTWII,
HEOIIeHTWUI, H-TeKCWuI, 3-MeTUJITEKCWUJI, 2, 2-O0VMe TUJIIIeHTWJI, 2,3-
OVMEeTUJIIIEHTUJI, H-TEelTWUJI, H-OKTWUJI, H-HOHWJI WX H-OelWI.

[00117] TepMMH  «aJIKMHWUIIY, opM  MCHOOJIBE30BAHUM B IOAHHOM
OOKYMEHTE, OTHOCUTCHA K OOHOBAJIEHTHOMY YITUIEBOLOPOLY C
Hepas3BeTRJIEHHON WMJIM Pas3BEeTBJIEHHOM Lelbl, CoIepXaleMy OT OBYX IO
mecT aTOMOB YyIJlepoXa M IO MeHBbIeM Mepe OIHY TPOMHYI CBA3b
YIUIEpOO-yIJIepon. VImocTpa TUBHEE IPYIMEPH AJIKVMHWJIIb HEIX TPy
BKJIOUAIOT, HO He OI'pPaHMuMBasACh UMMM, 2-[OPONMHWI, 3-OyTHMHWUI, 2-
Oy TUHWII, 4-TIIeHTUHWJI, 3-TIeHTUHWII.

[00118] TepMmH «apui», npu VCIIOJIb30BaHUN B OaHHOM
OOKYMEHTE, OTHOCUTCHA K  MOHOLUMUKJIMUYECKUM, OULIUKIIMIECKUM  UJIU
TPULUKIIMUECKUM apoMaTUUEeCKMM YIJIEBOOOPOIHEM IPYIIaM, CoIepXaluM,
HanpuMep, oT 5 mo 14 aToMOB yIJlepola B KOJblLe. B OIDHOM BapuaHTe
peagm3aumMy  M300peTeHMsa apuJl  OTHOCUTCA K  MOHOLUMKIMYECKMM U
OULMKINUIECKMM apoMaTUUECKUM YIUIEBOOOPOIHEM TI'pyllllaM, COoIepXallM
or 6 zmo 10 aToMOoB yIJlepoZa. VIIJIIOCTPaTUBHEE [IPUMEPH apWJIbHEX
TpylIl  BKJIKOUYAKLT, HO He OTI'paHMuMBasChb UMU, benwut, HadTwui,
bIIyopeHUII M aHTpalleHWJI.

[00119] TepMMH <«apWJIajKMI», IIpU MCIOJB30BaHMM B IaHHOM
OOKYMEHTe, OTHOCUTCH K alMKJIMUYeCKOM aJIKUJIILHOM TpyIle, B KOTOpOU
OOVH M3 aTOMOB BOINOPOHa, CBA3AHHEX C aTOMOM YyIJlepona, OOBUHO C

KOHLEBEIM WJIMN Sp3—aTOMOM yoJjieponoa, 3aMeHeH Ha apuJIBHYK TPVYIIILY.

WIIIoCTpaTUBHEE  TIPMMEPHE  apMJIaJIKMJIBHEIX  TPYIIl  BKJIOYAKT, HO  He
OTpaHMYMBafAChk ¥MMM, OeH3WlI, 2-0eHuJI3TaH-1-WJI, HaQTUJIMeTuJ, 2-
HadTmazTaH-1-1uJ, HadTOOEH3MUII W 2-HadTopeHMIIPTaH—-1-MJI. B

HEKOTOPHX BapMaHTax pealu3alrM M300peTeHMsS apwlaJIKkuiIbHasd IpYIna
npencraBJisgeT cobor Cr.o3p APWIAJIKWII, HAIPYMep, AaJIKMJIBHEM OQparMeHT

APMJIAJIKMJIBHOM TPYIIE IIpencTaBygeT coboi Ci 19, UM APUJIBHEI (parMeHT

[pencraBideT codom Ce6-20- B HEeKOTOPEIX BapuaHTax peanmnsaumum
n300peTeHnd apuilaJIKUIIbHa g TpyIina npencrapjgeT cobon Ce-138
apwuilaJIKuUil, HalpuMep, AJIKMIILHEM ~ QpaTMeHT apWJIalJIKMJILHOM  TPYIIIH
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OpencraBygeT cobolm Cig, M aAPWUJILHEM OQparMeHT OpelcTaBJgeT cobom
Ce-10. B HeKOTOpPHX BapMaHTax pealu3aluy M300peTeHMd apuilaJIKMJIbHAaSA
Tpylla OpencraBJgeT cobol Cqi_i1p apWUIIaJIKWII.

[00120] TepMMH <«alKWJILHHEM JIMHKEP», [IPU MCIOJB30BaHUMU B
OaHHOM HOOKYMEHTe, oTHocuTCca kK Cq, Co, Cs, Cy, Cs wmim Cg
Hepas3BeTBJIEHHEM (IMHEeVHEIM ) HaCHIE HHBEIM anmmbpaTUueCKMM
YITJIEBROOOPOOHEIM TpylrnaM U Cs, Cy, Csg MJIn Cs pasBeTRJIEHHEIM
HaCHIIE HHEIM ammbaTrndeCKUM YTUJIEBOOOPOOHEIM TpyIilaM. B OIOHOM
BapMaHTe peanusaluumn n3obpeTeHms Ci_g AJIKWIIb HEI JIMHKEP
npencraByggeT cobom Ci, Co, Ci3, C4, Cs; mam Cg aJKWUIBbHYID JMHKEPHYI
Tpynny . WIIoCTpaTUBHEE I[IPUMEPH  aJIKUJIBHEIX JIMHKEPORB BKJIOUAT, HO
He OI'paHMUMBAACEH MMM, OparMeHTEH, colepXalie OT OIHOTO OO WeCTHu
aToOMOB YyIJlepoIa, Takue kak wMeTua (-CHp-), o»Tma (-CH,CH,-), H-
[IPOIINII (-CH,CH,CH,-) , V3OIIPONINII (-CHCH,CH,-) , H-OyTUII (=
CH,CH,CH,CH,-), Brop-6yTmi (- CHCH3;CH,CH,-), wmu300yTmi (-C(CH;),CHy-
), H-nedutun (-CH,CH,CH,CH,CH,-), BTop-meHTusn (- CHCH3;CH,CH,CH,-)
i H-Texcus (-CH,CH,CH,CH,CH,CH,—-) . TepMMH «3aMeMleHHEM aJIKMUJIbHHM]
JIMHKEP» OTHOCUTCHA K aJIKMJIIBHEM JIMHKepaM, CcomepXallM 3aMeCTUTeIH,
3aMemanmre oIMH WM ©0o0Jlee aTOMOB BoIJopoIa Ha OIOHOM wuiIu 0oJiee
aToMax yIJlepoma OCHOBHOM Lenu yIJieBomopoma. Takue 3aMeCTUTEJIM He
HapymamoT Sp - IrUBpPUON3 AL aToMa ynJjepona, K KOTOPOMY OHU
IPMCOEeNMHEHEH, ¥ BKJIOUYAKT 3aMeCTUTe]IN, epeuncJIeHHEle HIMXe B
onpeneJjleHUNM TepMMHAa «3aMeleHHBI .

[00121] TepMuH «KapOOUMKJI», IIpPU MCIOJB30BaHMM B IaHHOM
OOKYMEHTE, OTHOCHUTCH K JoboMy CTabMJIBHOMY MOHOUMKJIMUECKOMY,
OULIUKINUYECKOMY WM TPULMKINMUYECKOMY KOJIBIY, CoOIepXalleMy YyKa3aHHOe
UMCJIO aTOMOB yIUlepona, Jioboe M3 KOTOPHEX MOXeT OBTE HaCHIEeHHBM
VIV  HeHaCHIEeHHBM. B omHOM BapmMaHTe pealM3aluM M300peTeHUsd
nonpasyMeraeTcsda, 4YTo Ci_iy KapbOOUMKII BRKJIKYAET MOHOLUKIMUECKOE,
OULIMKINUYECKOE, TPULUKIMUECKOE WM CIMPOLUMKIMYeCKoe (MOHO— WM

MNOJIMLIMKIINYIEeCKOe) KOJIbLIO, conepxamee 3, 4, 5, 6, 7, 8, 9, 10, 11,

12, 13 WU 14 aTOMOB yTJlepona. VImocTpaTUBHEE IpUMEePH
KapOOULUMKIIOB BKJIOUYAKT, HO He OT'pPaHMUMBASAChE MMM, LUMKJIOIIPOINWII,
HMKJIODY T, HUKJIODYTeHWI, LUMKJIOIIEH T, LUMKJIOIIEHTEHWII,
HMKJIOTEeKCWII, HUMKJIOTEeIlITEHWII, UMKJIOT e T, LHUKJIOTEeNTEHWII,

amaMaHTWJI, LUKJIOOKTWJI, LMKJIOOKTEHMJI, LIMKJIIOOKTAIMEeHWII, QJIYOPEeHM,
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benm, Ha@Twm, VHIOaHWJI, amaMaHTWII, TeTparmapoHadTuII,
OKTaIUIOpOlIeHTalIeH, okTarnagpo-1H-MHIOEeH, OMLIMKIIO[2.2.2] 0OKTAaH,
cinupo [3.4]okTaH, cinupo [4.5] mekaH, crimpo [4.5] neka-1, 6—nueH n

ouconpo [2.2.4.2]nooekad. B OODHOM BapMaHTe pealiM3aluM M300peTeHUd
MOCTHMEK, IPUCOEeNVNHEHHHM K HeCOCeOHUM aToMaM yIJepona c
oBbpas30oBaHMeM TPULMKIMUECKOT'O KOJbla, I[IpelcTasjydeT codtom Ci wiu
Co,MOCTHMKOBYID TI'pyllly. Korma B KOJIbBLe eCTb MOCTHUK, 3aMeCTUTeJN,

InepednrcJieHHBIe IIJIA KOJIBLla, TaKXe MOT'YyT IIPpUMCYyTCTBOBATE Ha MOCTHKE.

[00122] TepMMH <«UMKJIOAJIKWIIY», IIPU MUCIOJBb30BaHUM B IOaHHOM
OOKYMEHTe, OTHOCHMTCS K HACHIEHHOM WMJIM YaCTUMUHO HeHAaCHIeHHOM
LUMKJINUeCKOM aJIKMJILHOM TpyIre. MImoCc Tpa TUBHEE [IPVMEPH
LMKJIO aJIKUJIb HEIX TPy BKJIOUAKT, HO He OT'PaHnuMBasaCh VMU,

LUMKJIONpPOIaH, UMKJIOOyTaH, LMKJIOINEHTaH WJIM LIUMKJIOTEeKCaH. B OIHOM
BapuaHTe peanm3alumm n300peTeHNns LMKJIOAJIKMIIbHA I TpyIna
npencraBiysgeT codon Ciz 15 LIUKIJIOAJKMII, Cs 1o ULUMKJIOAJKMII MM Cs g
LUMVKJIOAaJIKMII .

[00123] TepMMH  «KUMKJIOAJKWUIIAJIKUITY, IpY  MCIIOJIb30BaHUU B
IDAaHHOM IOKYMEeHTe, OTHOCUTCS K alUUKJIMUECKOM aJIKMJILHOW TIpyIe, B
KOTOPOM OIMH M3 aTOMOB BOIOPOIa, CBASaHHHX C aTOMOM YyIJlepola,
OBBIUHO c KOHIIE&BEIM NI sp*-aToMoM yTJlepona, 3aMeHeH Ha
LUMKJIOAJIKMIIb HYIO TPYIIY . B HEKOTOPHIX BapMaHTax peaam3alnmu

n300peTeHnsS UUKJIOAJKWIAJIKMILHAA TpyNla IOpencTaBJisgeT coboi Cyosg

LUKJIO aJIKUIIAJIKWII, ", Harnpumep, AJIKMJIIb HEI bparMeHT
LMKJIIOAaJIKMIIAJIKMIIEL HOM TPYIIIIEL npencraBjsgeT cobom Ci10/ a
LM KJIO AJIKMIIb HEIM bparMeHT npencraBJgeT cobom Cs 9g- B OIpYyITOM

BapMaHTe peann3zalumum n3obpeTeHms LUMKJIOAJKUIIaJIKMUIIbEHA S TpyImna
opencraBygeT coboy Ci oo LUMKJIOAJKMIIANIKMII, M, HaIpuMep, aJKWJIbHBM
bparMeHT UIMKJIOAJKMIIAJIKMILHOM TPYIINH OpedcTaBJgeT codon Cig, a
LUMKJIOAJKUIILHEY dparMeHT OpelcTaBjgeT cobor Ciz 12. B KOHKPEeTHOM
BapMaHTe peann3zalumumn n3obpeTeHms LUMKJIOAJKWUIIaJIKUIIEHA S TpyImna
opencraBygeT CcoOol Cyo12IIUMKIOAJIKUIIAJIKAI .

[00124] TepMUH «KO20QUIIMeHT oboTameHusda OelTepruem», npu
VCIIOJIE30BaHMM B JaHHOM JOKYMEeHTE, OTHOCUTCS K OTHOIMEHNKD MEeEXIY
M30TOMIHEIM COIepXaHMeM M IIPUPOIHHM CcoIepXaHMeM OelTeprsa B OaHHOM
oBpaslie CcoOeOVHEeHUS.

[00125] TepMMH «IOOJIS BKJIOUEHMS OeUTepua», IIPU MCIOJb30BaHUU
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B IOaHHOM IOKYyMeHTe, OTHOCKUTCsA K IOoJie MOJIeKyJI, COIOepXallx
OeVTepuy B KOHKPEeTHOM IIOJIOXeHUM IOaHHOTO of0pa3lla COoeOMHEeHMs, OT
ofmero uycga MOJIEKYJI, BKJIOUA S nelTeprpOBaHHEE u
HeOelTepUpOBaHHEE .

[00126] TepMMHE «IOEUTEPUPOBAHHBN METUI» U «OeTepUpPOBaHHEM
STUII», T[PU MCHOJB30BaHMM B HOaHHOM HOOKYMeHTe, OTHOCATCHA K

MeTUJILHOM T'pyIirie n DTUJILHOM I'pyIirie, COOTBEeTCTBEHHO, KOTOpad

COOEPXUT 1o MeHbIIeln Mepe OOVH aToM oenTepus. [IprMepH
OeVTepMPOBAHHEIX MeTMJILHEX TpPynn BikJouyaloT -CDH,, -CD,H um -CDs.
[IprMepH OeTeprpOBaHHEIX D TUJIbHBEIX TPyl BKJIOUAKT, HO He

orpaHmumeaacr, mmm, -CHDCH;, -CD,CH;, —-CHDCDH,, -CH,CDsj.

[00127] TepMrMH  «TajioTeH», nopM  MCHIOOJIE30BaHUM B OAHHOM
OOKYMEHTEe, OTHOCHUTCHI K OTOopy, XJOopy, OpoMy WMIM Mooy .

[00128] TepMmMH «IeTepOaJIKMII», IIPM MCIOJbB30BaHMM B IaHHOM
OOKYMEHTe, caM I[Io cebe WM KaK dYacThb OPYyTOoT'0 3aMecTUTesd
OTHOCUTCSA K aJIKWJILHOM TpyIle, B KOTOPOM OIMH WiIM ©Oojlee aTOMOB
yIoJepona (M HEeKOTOpHE CBA3aHHEE AaTOME BOIOpOINa) He3aBUCUMO
3aMelleHs TeTepOaTOMHEIMM TpylllaMu. I[IpUMepE I'eTepOaTOMHEX I'PYIIN
BKJIOUAKT, HO He oI'paHMumBagc, wwvmu, -0-, -S-, -0-0-, -S-S-, -0-S-
,-NR', =N-N=, - N=N-, -N=N-NR'-, -PR'-, -P(0),-, -POR'-, -0-P(O),-,
-S0-, -S0,- m -Sn(R'),-, rTHe xaxoel R He3aBUCUMO IIpencTaBJIgSeT
cobom Bomopon, Cig aJIKWUI, 3aMemeHHu Ci_g aJikui, Cg 12 apui,
3aMemeHHu Cg 1, apuil, C-o_1g apWIaJKWII, 3aMelleHHBM Co;_ 15 apuUJIajIkWiI,
Ci-7 LMKJIOAJIKWUJII, 3aMelleHHEM Cs_7 LMKJIOAJKMII, Ci 7 I'eTepOLMKJIOAJIKWII,
3aMemeHHE Ci 7 TeTepOoLMKJIOaJkuJl, Ci_g IeTepoalikKMJl, 3aMemeHHHM Ci_g
reTepoalikui, Ce-12 TeTepoapwuy, 3aMemeHHBM Cg12 TeTepoaput, Ci_1g
TeTepoapuialkMil MM 3BaMelleHHHM C;_13 TeTepoapuiiaJkKuil. B oOHOM
BapMaHTe peann3alumum n3obpeTeHmUs Ci_g TeTepoalIkKNII O3HauvaeT,

HanpuMmep, Ci¢ AJKWIBHYID TPYINY, B KOTOPOM IIO0 MeHLIIeM Mepe OIMUH

M3 aToOMOB VyIJlepoma (M HEKOTOPHE CBA3aHHEE AaTOMH BOIOPOIA)
3aMelleHE TeTepOoaTOMOM. B KOHKPETHOM BapMaHTe peanmzalnumn
n300peTeHnus Cis TeTepOoaJIKUII BKJIIOUAET, HallpuMep, TPYIIH,

cooepXxamme II4Tb aToMOB yoJjieponoa n OIIVMH reTepoaToM, T'PYyIIIIE,

comepxalye UYeTHpe aToMa YyIUlepola M IBa I'eTepoarToMa M T. O. B

OOHOM BapMaHTe pealu3aluy mu300peTeHMs Kaxneli R’ He3aBUCHMO

VSMEHEHHAS CTPAHUIA



40

npencTaBJifgeT cobor Bomopon wmim Ci_3 alkuil. B Opyr'OM BapHMaHTe
pealmMzaluM M300peTeHMs TeTepoaTOMHas TIpylla OpeOCTaBligeT cobom -
o-, -3-, -NH-, -N(CHz)- wmiam —-SO0,—. B KOHKpPeTHOM BapMaHTe
peanlmMzaluM M300peTeHMs TeTepoaTOMHas TIpylla OpeOCTaBJIgeT coBom -
O-.

[00129] TepMMH <«IeTepoapuii», IIpM MWMCIOJb30BaHMUM B IaHHOM
OOKYMEeHTe, OTHOCUTCH, HalpuMmep, K 5-14-ujJeHHOWM MOHOUMKJIIMUECKOM,
OUUUKIIMUIECKOM WM TPULUUKINUIECKOM CHUCTeMe KOoJIell, comepxamel oT 1
0o 10 reTepoaTOMOB, He3aBUCHMMO BHOpaHHEX M3 N, O miam S, opuuyeMm N
“ S MOTYyT OHTH HeOoO0sS3aTeJIbHO OKUCJIEHH IO pPas3JIMUHEE CTelleHel
OKMCJIEHMS, U IO MeHbIleM Mepe OIHO KOJIBLO B CUCTeMe KoJell
ABJIAETCA apoMaTUMUeCKMM. B OOHOM BapMaHTe peajiM3aluu U300peTeHMA
TeTepoapmyl ABJIAeTCH MOHOLUKIMUECKMM M COOEpPXUT 5 MM 6 aTOMOB B
KOoJIble. JUImoCcTpaTMBHEE I[IPMMEPE MOHOLMKIIMUECKUX IeTepPOapuibHEX
TPyl BKJKOUAKLT, HO He OI'paHMUMBaACh MMM, NOUPUOWII, TUEHWI,
bypaunm, IVPPOJINII, IMpasoJInI, VMM a30JIUII, OKCa30JIMJI,
M30KCas0JInI, TUA30JIMII,  M30TMa30JINII, TPMas30JInII, OKCaIMasoJIni,
THanna30JInII u TeTPas30JInI. B OIpyTOM BapMaHTe peanmsanmnmn
n300peTeHUd T'eTepoapuyl ABJAeTCS OMUIMKIMUECKMM M COIOEPXUT OT 8 IO
10 aToMOB B KOJBLUax. JIUIOCTPaTHMBHEE [OPUMEPH  OULUUKJIMUIECKUX
TeTepOapMJIbHEX TPyl BRJIOYAKT MWHOONIWUII, OeH300ypaHuJl, XWHOJIWJII,
MU30XUHOJIWII, MHIOAa30JIMII, VMHIOOJIMHWII, V30VHIOJINII, VHIOOJIVMBUHWII,
OeH3aMUOa30JInUI, XMHOJIMHWII, 5,6,7,8-TeTpalMIPOXMHOJIMH u 6, 7-
OIUTMOPpO-5H-IuppoJio [ 3, 2-d] IUPpUMUIOVH .

[00130] TepMHH «TeTepoapuiaJIKUII», OpY  MCIOJbL30BaHUM B
DaHHOM HOOKYMeHTe, OTHOCUTCA K alUMKIMUeCKOM alKMJILHOW TpyIle, B
KOTOPOM OIOMH M3 aTOMOB BOINOpPOIa, CBSA3aHHEIX C aTOMOM yIUlepolla,
OOEBIUHO C KOHLEBEIM  WJIU sp’-aTomMoM  yIUlepola, 3aMeHeH Ha
reTepOapnlIbHYIO TPYIILy . B HeKOTOPHX BapMaHTax peaam3alumnmu
n300peTeHUa TeTepoapMialJIKMIbHasd Tpylla OpedcTaBasgeT codon Cqoo1p
reTepoapniiajikKl u, HallpuMep, AJIKWJIB HEIM bparmeHT
TeTepoapuilaJIKUIILE HOM TP YIIIIEL npencraBjsgeT cobon Ci-2, a
TeTepOoapMIILHEM dparMeHT OpencTaBJgeT cobor Cgo1g.

[00131] TepMMH «IeTepOUMKII», I[IPM MWMCIOJb30BaHUM B ITaHHOM
OOKYMEHTEe, OTHOCUTCH K JIOOOW KOJBLEBOM CTPYKType (HACHIMEHHOW WM

YaCTUMUYHO HeHaCB]lL[eHHOﬁ), KOTOpad COIOepXrT IIO MeHbIIeMn Mepe OIMH

VSMEHEHHAS CTPAHUIA



41

IeTepoaToOM B KoJible (HanopuMep, N, O mwm S). IIpuMepH I'eTepPOLUKIIOB
BKJIOUAT, HO He OT'pPaHNYMBafaACh VIMU, MOP®OJIMH, NIUPPOJINIVH,
TeTPparmgpoTHMOoOEH, NUIIEPUIVH, IUIIEPa3MH M TeTparuIpodypaH.

[00132] TepMMH «TeTepOUUKIIOAJIKMII», I[IPM MUCIOJbL30BaHUU B
IOaHHOM IOKYMEHTE, OTHOCHTCS K HAaCHIMEeHHOM WM  HeHAaCHIeHHOM’
HUKJINUYECKOM aJIKMJIBLHOM TpYyIne, B KOTOPOM OIMH uMIM O0oJjilee aTOMOB
ynJiepona (M HEKOTOpPEE CBSA3aHHHE aTOME BOIoOpoIa) HE3aBUCUMO
3aMelleHb OOHVM  WJIU BoJiee reTepoaToMaMu ; VI K VMCXOIOHOM
apoMaTHUUYeCKOM CHuCTeMe KoJiell, B KOTOpoM OoIOMH wmiIu ©0o0Jiee aTOMOB
ynJiepona (M HEKOTOpPEE CBA3aHHHE aTOME BoOJopona) HEe3aBUCUMO
3aMelleHs OOHMM MM 0o0Jiee TeTepoaToOMaMM, TakK 4YTO CUCTeMa KoJlell
foJjiee He COIEpPXMT IO MeHblIlel Mepe OIOHO apoMaTUMUecKoe KOJIBIO.
MimocTpa TUBHEE [IPVMMEPEL IreTepoaToMOB, 3aMellallnx aToM (—El)
yIJiepomda, BRJUAT, HO He oI'paHMuuBasice wmmu, N, P, O, S m Si.
MimocTpaTUBHEE [IPMMEPH TI'eTepPOLUMKIIOAJIKMIIBHEIX TPYIN BKJIIOUAT, HO
He OT'paHMuMBasgChb MMM, DSBIOKCUIL, a3UMPMHBE, THUUPAaHBE, WMUOA30JUIOUH,
MOopbOJIMH, ourepasuH, IUIIEPUONH, nUpasoJIUOnH, NIUPPOJININH u
XUHYKJIUIVH . B OIOHOM BapMraHTe peanusanmum n3obperTeHm
reTepolMKIIOaJIKMUIIbHA S TpyIna npelcTaBJIgeT cobom Cs_10
reTepolMKIIOaNKMJI, Cs g TI'eTepOolUMKJIOaJIKMJI. B KOHKPETHOM BapMaHTe
peanuzaluM M300peTeHMsa TeTepOoLUMKIIOaJKMIIbHAaA TpyIla OIpeldCTaBJIgeT
cobom Cs g I'eTepPOUMKIIOAJIKNII.

[00133] TepMMH «TI'eTepOLUUKIICAJIKMUIIAJIKWUIIY, I[IPU MCIOJIE30BaHUM B
IOaHHOM IOKYMEeHTe, OTHOCUTCS K alUMKJIMUECKOM aJIKMJILHOW TpyIne, B
KOTOPOM OIMH M3 aTOMOB BOINOPOIa, CBAB3aHHHEX C aToOMOM YyIJlepola,
OBBUHO c KOHIIEBEIM VI sp*-aToMoM ynJepona, 3aMeHeH Ha
TeTepPOIMKIIOAJIKMIIEHYID TPYINy. B HEKOTOPHX BapMaHTax pealu3aluM
n300peTeHrs TeTepOolUKIOaJKMIaIKMIbHasa Tpylla IOpelcTaBjigeT cobon
C7.12 T eTepOoUMKIIOAaJKUIIAaJIKI, u, HalpUMep, AJIKMJILHEY  dpaTlMeHT
TeTepPOLUMKIIOAJKMUIIAJIKMUIILHOM  TPYINE  IpencTaBJjisgeT cobomm  Ci_n, a
TeTepPOUMKIIOAJKUIILHE (parMeHT IpencTaBygeT cobol Ce-o1g.

[00134] TepMMH <«M3O0TOIIOJOT», IIPU MCIOJbB30BaAHMM B IOaHHOM
OOKYMEHTe, OTHOCUTCH K M30TONHO oBoTalleHHOMY oGyMapaTy.

[00135] TepMMH <«M3O0TONHO OoOOTAMEeHHHM», IIPM MCIOJL30BaHUM B
IOaHHOM HOOKYMEHTE, OTHOCUTCH K aToOMy C M3OTOIHHM COCTaBOM,

OTJIMUHEIM OT IIPUPOOHOT'O M3OTOIIHOI'O COCTaBa S3TOI'O aToMa. B oOOHOM
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BapuaHTe peajJu3aluy Mn300peTeHUd «M3O0TOMINHO OOOoTaleHHBM» ¢yMapaT
COOepXmuT IIO0 MeHbllel Mepe OIMH aToOM C M30TOIHEIM COCTaBOM,
OTJIMYHBEIM OT IMPUPOIHOTO M30OTOIHOT'O COCTakBa 3TOTI'O aToMa.

[00136] TepMMH «M3OTOIHHI COCTaB», IIPU MCIOJbL30BAaHUM B
IOaHHOM IOKYMEHTE, OTHOCUTCH K KOJMUECTBY KaxXIoI'o M30ToIla,
INIPUCYTCTBYKIETO OJS YyKa3aHHOT'O aToMa.

[00137] TepMrH «dpapMalleBTUUECKM  IIpMeMiieMad  COJIb>», npu
MCIIOJIL30BAaHMM B OaHHOM OOKYMeHTe, OTHOCUTCS K COJM, IIOJyUeHHOMU
13 dapMaleBTHUUECKM IIPpMeMIIeMOV HETOKCHMYUHOM KMCJIOTH WMJIM OCHOBAaHUA,
BKJIOUAA  HeOpPTlaHMUEeCKYI KUCJIOTY ¥  OCHOBaHMe WM  OpPIlaHUUYeCKYI
KUCJIOTY M OCHOBaHUe. IlpuronHele oOGapMalleBTUUECKN IIpUeMIIEMEIE COJIU
IPUCOENMHEHNSI OCHOBaHUA K odyMapaTaM, I[IpelCTaBJIEHHEM B IOaHHOM
OOKYMEHTe, BKJIOUAKT, HO He OI'PaHMUMBAKTCA MMM, COJIM MeTaJlJlOB,
[IOJIYUYEHHEE U3 aJIoMUHUA, KaJbUMA, JIUTUS, MaTHUA, KaJud, HaTpUuid U
LUMHKa, WIXM OoplaHMueCKue COJIM, I[IOJIYUYeHHHEe W3 JIM3UHE, N,N'-
OMOEH3UIIDTUJIeHONaM/Ha, XJIOPIIpOKauHa, XOJINHE, OB TaHOJIaM/Ha,
STUJIeHIVaMUHa, MeTJIyMMHa (N-Me THUJIITJIIOKaMMHa ) u IpoKauHa.
[IpUTOOHEIE HETOKCHUHBEE KUCJIOTH BKJIIOUAKT, HO He OI'paHUUMBAaACH UMK,

HeOpT'aHMYeCKNe n OpraHM4YeCKNre KMCJIOTHL, Tarme Kak YKCYCHa#Aa,

aJIbI'MHOBAa4, aHTpaHuJIOBRad, BeHzoJICYJIEQOHOBASA, feH30OMHAHL,
KaMpopCcylbdpoHOBA A, JIMMOHHAa S, 3TaHCyJILPOHOBAS, MypaBbMHaA,
bymMapoBas, bypaHkapboHOBAA, rajlakTypoHOBas, TJIIOKOHOBASA,
TJIDKYPOHOBASA, TJITaMMHOBAS, TJIMKOJIEBaS, fpoMMCTOBOIOOPOOHAS,

XJIOpHMCTOBOOOPOIOHAaA, M3eTHMOHOBad, MOJIOYWHaA, MaJlIeMHOBa#4d, 46JI0uHa A,

MaHpeJioBas, MeTaHCcyJIbdOHOBAS, MyLMHOBAaSH, asoTHad, maMoBad,
IaHTOTeHOBAad, beHUNIyKCYyCcHad, bochopHas, IPONIMOHOBAS,
caJMunIIoBas, CTeaprHOBAS, AHTapHasdg, cyJbsbaHMIIOBAaHL, cepHas,

BUHHAA U [I-TOJYOJCYJILOOHOBAS KMCIJIOTH. KOHKpPEeTHHEe HeTOKCUUHLE
KM CJIOTH BKJIOU AT XJIOPUCTOBOIOPOIHYIO, BPOMMCTOBONOPOLOHYIO,
GOCOHOPHYK, CepHYyKn U MeTaHCYyJIbOOHOBYK KMCJIOTH. HIpyTMe KHUCJIJIOTH
XOpOomoO MB3BECTHH B JaHHOW o0BJacTM TexXHMKM, CM., HalIpuMep,
Remington’s Pharmaceutical Sciences, 18th eds., Mack Publishing,
Faston PA (1990) wumm Remington: The Science and Practice of
Pharmacy, 19th eds., Mack Publishing, Easton PA (1995).

[00138] TepMMH «CTepeOM30MEDP», I[IPU WMCIOJL30BaHUNM B ITaHHOM
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IOOKYMeHTe, OTHOCHUTCSA K OIHOMY CTepeousoMepy OyMapaTa, KOTOPHM
IpakKTUUeCKM He COOepXUT IpyTrMe CTepeoM3O0OMepH 2ToTro dyMaparTa.
HanpuMep, «CTepeoMepHO UMCTHEM» O(yMapaT, MWMemUM OIOVMH XWpaJlbHHM’
LHeHTpP, IpakKTUUeCKr  He COOEPXUT  MIPOTHBOIIOJIOXHEIM SHaHTHUOMEP
bymMapaTa. «CTepeoMepHO UMCTHMY» OGyMapaT, MVMelluy IBa XUpPaJibHHX
IIeHTpa, INIpakKTUUeCcKM He COIEepXUT IpyIMe IMacTepeoMepH odyMaparTa.
TUIIOBOM «CTEpeoMepHO UNCTHW» ofyMapaT coIepxmuT O0oJiee uYeM OKOJIO
80% 1o Macce OIOHOI'O CTepeoM30OMepa dpyMapaTa M MeHee uUueM OKoJio 20%
10 Macce OPYTHUX CTepeou30MepoB OGyMapaTa, O0oJjiee ueM okoJio 90% 1o
Macce OIOHOTO cCTepeou3oMepa oyMapaTa M MeHee uYeM oOKoJo 10% 1o
Macce IOPYIMX CTEepeoM30OMepoOBR odyMapaTa, ©0oJee ueM okKoJo 95% 1o
Macce OJIHOT'O CTepeouszoMepa O¢yMapaTa M MeHee UYeM OKoOJIoO 5% 1o
Macce OPYITMX CTEpPeOoM30OMepoB oGyMapaTa WM ©OoJjiee ueM okoJio 97% 1o
Macce OJIHOT'O CTepeous3oMepa O¢yMapaTa M MeHee UYeM OKOJIO 3% IO
Macce OpPyITMX CTepeou30MepoB OQyMapaTa. dymMapaT MOXeT MMETH
XVpaJIbHEE ILIEeHTPH UM MOXeT BCTpPeYaThbCHa B BUIOE palleMaTOoB, OTIeJIbHHX
SHAHTUOMEPOBR WMJIM IMAaCTEepeoMEepOoB M MX CMeceM. Bce TakKMe M30MepHHE
bopmMEl, B TOM UMCJe UX CMeCH, BKJIIOUEHEH B pPaMKM BapMaHTOB
peagm3aluuu, OIIMCAaHHHX B DaHHOM IOOKYMEeHTe. VCcIoJIb30BaHue
CTepeoOMEepPHO UMCTHX (QOPM TakMx @QyMapaToB, a Takxke MCIOJbL30BaHue
cMecey 2TuxX  GOpM, OXBaueHO BapMaHTaMM pealu3auumy us3odbpeTeHuUd,
OV CaHHEMM B OaHHOM  IJOKYMEHTe. Hanpumep, B crocobax u
KOMIIOBULIMAX, OIMCAHHHX B HaHHOM IOKYMeHTe, MOXHO IIPVMMEHSITH
cMecH, coIepxalMe paBHBE WM HepaBHHE KOJIMUeCTBa SHAHTUOMEPOB
KOHKpeTHOTO ¢yMapaTa. YKal3aHHBE M3OMEepH MOXHO IIOJIydaTh IIpHu
IIOMOIM  aCUMMeTPUUeCKOTO CUHTe3a WM pasdesisaTh OpM  IIOMOIU
CTaHOaAPTHEIX  CIOCOBO0B, TakMx Kak pa3OeJieHue C IIpUMeHeHMeM
XVPaJIbHEX  KOJIOHOK MM  XMPAaJIbHHEX  pa3Oelidillyx aleHTOB. CM.,
HalnpuMmep, Jacques, J., et al., Enantiomers, Racemates and
Resolutions (Wiley Interscience, New York, 1981); Wilen, S. H.,
et al.,Tetrahedron 33:2725 (1977); Eliel, E. L., Stereochemistry
of Carbon Compounds (McGraw Hill, NY, 1962); wu Wilen, S.
H.,Tables of Resolving Agents and Optical Resolutions p. 268 (E.
L. Eliel, Ed., Univ. of Notre Dame Press, Notre Dame, IN, 1972).
[00139] TepMmMH <«3aMemeHHHM», [OPM MCIOJL30BaAHUMM B ITaHHOM

OOKYMEHTE, OTHOCHUTCSA K TpPyIlle, B KOTOPOM OIMH WM ©OoJjlee aTOMOB
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BOOOPOIa HEe3aBUMCHUMO 3aMelleHb OOHOWM M TOM Xe WIM pa3JIMUHBIMA
3aMellaniyMI TPpyInamMm. B HEKOTOPHIX BapMaHTax peaansanmm
n300peTeHVI KaxOasa 3aMelianmas Tpylla He3aBUCHUMO OIpelCTaBJIAeT
cobom rTajoren, -0H, -CN, -CF;, =0, -NO;, ©0eunszwmyi, -C(O)NH,, -R", -
OR", -C(O)R", -COOR", -S (0) »R" i —-NR,", rge Kaxnemr  R"
He3aBUCKMO IIpelcTaBJifgeT coboM Bomopon MiIn Ci_g aJIKMJI. B HEeKOTOPHX
BapmuaHTax peaamnsanmum n300peTeHnd Kaxmnasa 3amMenania g TpyIna
He3aBUCHMO IIpencTaBJgeT cobdom rTajoreH, -0H, -CN, -CFi3;, -NOj,
OeHs3ui, -R", -OR" WA -NR,", rme KaX I R" He3aBUCHMO
opencraBJygeT cobon Bomopon miau Ci4 aJIKMJI. B HEeKOTOPHX BapMaHTax
peanmzaluuy M300peTeHMA  KaxOad 3aMelanmasa Tpyllla He3aBUCUMO
npencrarjgsgeT cobom rajoreH, -0H, -CN, -CF;, =0, -NO,, ©0eH3MJI, -
C(O)NR,", -R", -OR", -C(O)R", - COOR" wmmm -NR,", r1rme xaxooy R"
He3aBUCKMO IIpelcTaBJgeT cobo¥ Bomoponl wmian C; 4 aJIKMJl. B HEKOTOPHX
BapraHTax peanmsanmum n3obpeTeHmA Kaxnasa 3aMenania g TpyIlia
He3aBUCKUMO IIpelcTaBjgeT cobon -OH, C; 4 anxwmi u —-NH,.

[00140] KommueCcTBO aTOMOB yIUlepoZa B Tpylle YyKas3aHOo B
IOAaHHOM IOKYMEHTe IIPUCTABKOM «Cy ,x», TIIOe X U XX PaBHH LeJIEM
uymrcJiaM. Hamnpumep, «Ci_4 AJKWJI» IpencTaBJigeT coboM  aJIKMJILHYIO
TpyIly, comepxamyl oT 1 @»mo 4 aToMoB yruepona; <«Ci g aJIKMI»
opencraBJigeT coOoOM aJIKMJIbHYID TPYIINY, coIepXamyin oT 1 Imo 6 aToOMOB
yoJiepoma; U «Ce 19 apuiI» OpencrTarjisgseT coboM apuibHy TPYIIINY,
comepxamyrn oT 6 mo 10 aToMOoB yIJiepona.

4. KPATKOE OIIMCAHME T'PASUUECKUX MATEPHAJIOB

[00141] &ur. 1 wumcTpupyeT cpelHue AWl (£SE) ¢ TeueHuMeM
ppeMeHM. AUJI=aBCOJIOTHOE UMCJIO JMMOOUMTOB; SE=CcTaHOapTHad omnoka;
UY=MCXOIHHMN yPOBeHbL,; HI'H=HWXHSAL TpaHMlla HOPMEH.

[00142] éur. 2 wumoCTpUpyeT cpelHMe AUJI C TedueHMEM BpPEMEHU
Y IauMeHToB ¢ AUl MeHee 500/MM3, COXpaHAOIMMUCHS B TeueHUEe 6
MecHler WIM 0oJiee, IO CPaBHEHMI CO BCeMM OCTAJIBHEIMU IIallMeHTaMu.
BaTeHeHHasa o0B0JJaCcTb B BepxHeM YacTu OUIYPH YBeJiMdeHa B HMXKHeEM
yacTr. AUJ[=abCoJIoTHOE UUCIO JUMOOUMTOB; SE=CTaHIapTHasa omubdKa.

a IM® mnpencrTaBiygeT cobor MO C OTCPOUEeHHHBM BHCBOOOXIESHVEM

(Takxe M3BECTHHNM KaK YCTOWUMBHIM K XKeJYIODOUHOMY COKYy JIMO M Kak

TECFIDERA®) .
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b UexonHoe sHaueHue (Hemess 0) n BKIJOUAeT BCex MAlMEHTOB,
OJI9 KOTOPHEX OBUJIO HOOCTYIIHO MCXOOHOe 3HaueHme AUJI. © CpenHume AUJl C
TeueHMEM BpeMeHU IpelCTaBJIeHE OO IPpUOIN3UTEJIEHO b5 JeT (Hemejsa
240), IOCKOJBbKY STO MMHMMAJILHBEM IIepuon HabJooeHMS 3a DalMeHTaMM,
npomoJrkanimuMy mccjienoBadre B ENDORSE.

[00143] dur. 3 WJJIOCTPUPYEeT, yTo AUJI, Kak npaBuiio,
YBeJINUMBaJIUCh rnocjie BBeOeHUA IOO3El Uepes 4 Henemnu rnocjye
IpeKpalleHna JiedeHusa y 9 naumeHToB ¢ AUJl, cocraBggpmumMmu MeHee 500
KJIETOK/MKJI B TeueHMe II0 MeHbllell Mepe 6 MecsueB. AU=abCoJIoTHOE
umciso JguMpoumToB; BID=mppa pasza B CcyTkKM; HI'H=HWXHAA TI'paHUla
HopMEl; TID=Tpm pasza B CyTku. & MO mnpencrabjseT cobom [IMO c
OTCPOUEHHEM BHCBOOOXIEHMEM (TaKXe M3BeCTHBI KaK YCTOWUMBEM K
KeJIYIOUHOMY CcOKy JIM® m kak TECFIDERA®) .

[00144] &éur. 4A-4B WLIOCTPUPYIT yMeHblleHUMe ARR uepes 2 roza
B DEFINE (¢ur. 4A) m CONFIRM (¢mr. 4B) y HOaUMEeHTOB B TIpyIlIle,
nojyuyaBmey MO IOBa pasa B CYTKM, C JuMbOoIeHMel (IO MeHbIel Mepe
1 3HaueHme AUJl MeHee HI'H) wmim 0e3 JguMbponeHUM (BCe 3HaueHusa AUl
BoJiblle wMIM paBHEL HI'H) 1[0 CpaBHEHMIK C IHalMeHTaMM B TIpPYyIIle,
noJiydyaBliel laue6bo. ARR=ropmorBasa yacToTa PELUUIONEBOB;
IV=noBepUTeJILHEN MVHTepBa. a IIM® mnpencraBjsgeT codbom IMO cC
OTCPOUEHHEM BHCBOOOXIEeHMEeM (TakKXe M3BEeCTHHM KaK YCTOWMUMBEM K
KeJIYIOUHOMY COKY IMo n Kak TECFIDERA®) . b Ha OCHOBaHUU
oTpULIaATEeJILHOM BMHOMMAJILHOM  peTrpeccunu, CKOPPEKTUPOBaHHAd  IOJI4

nccJaenoBaHms, MCXOIOHHEM IIokaszaTeJylb II0 mkaJje EDSS (< 2,0 B

cpaBHeHuu c > 2,0), mcxomHell Bo3pacT (< 40 B cpaBHeHuuM c = 40),
o0JlacTk U KOJMUECTBO pPeUuuMIMBOB B TedeHre 1 T1oma OO Hadaja
MCCIenoBaHnd.

5. NOIOPOBHOE OIMCAHME CYIIHOCTU WM3BOEPETEHUS

[00145] B npaHHOM M300peTeHUM IIPpelJIOKEeHE CIIOCOOH JiIeueHUs
nauveHTa ¢ PC m yJayulleHrMsa O6e30IacHOCTH JieueHmda PC, OCHOBAaHHEE Ha
npr3HaHuM [IMJI Kak OCJIOXKHEHMS IIpM JIeUeHMM OQyMapaTaMu, OIMCaHHEMU
B IaHHOM @HOOKYMeHTe, Y HeKOTOPHX DalMeHTOB. OIMH CMepTeJbHHM
MCXOI MpoTpeccupynmer MyJbTHuoKaJbHOM JelKkosHIlebasonaTuu  (IIMJI)
CIyumJica Yy TNalueHTa C¢ PC, KOTOPHM I[IoJy4dall TECFIDERA® B Teuenue 4

JjeT, IIOKa ydacTBOBalJl B KIIMHMYEeCKOM nccijieiOBaHUM . llanmeHT,
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nosyuasmutr TECFIDERA®, paHee He IIOJIyuYaJl JIeUueHMe C MCIOJL30BaHMeM
VMMYyHOCYIIPEeCCUBHEIX IIpelapaToB WM HaTalm3yMaba, KOTOPHe, Kak
M3BEeCTHO, CBkaA3aHu ¢ I[IMJI, M Yy Hero He OBJIO UISHTHUOUUIMPOBAHO
CHUCTeMHOEe MeOUMUIVHCKOEe IaToJIOTMUeCKOe COCTOAHMe, IIPUBOLAllee K
HapymeHnio OYHKIVM MMMYHHOM CHUCTeMBl. I[lallMeHT TakXe He IIpMHUMAJ
HUKAKMX UMMYyHOCYIIPECCHUBHEX WM MVMMYyHOMOOYJIMPYIIMX  OpernapaToB
napajijieJJbHO C JieueHMeM. B TeueHMe KIMHUUECKOTO MCCIIeOOBaHUA VY

nauueHTa HabJonaslach [IPOOOJIKUTEJILHA S JIMMPOIIEHU A (umcJio
JIUMOOLMTOB B OCHOBHOM MeHee ueM 0,5x10°/L B TeuesHue 3,5 Jjet),

noka oH npuHuMay TECFIDERA®.

[00146] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHusd
naureHTa C pacceaHHBEM CKJIEPO30M, BKJTIOY A0 (a) BBeIeHME
rnaumMeHTy bymapara, npruyeM byMapaT npencrapjgeT cobon

orankuiadymMapaT, MOHOoaJIKuIdyMapaT, KoMOMHaALMI OUaJIkuidyMapaTa U
MOHoaJIkuJibyMapaTa, IpoJIeKapCTRBO MOHoOaJIKuJIbyMaparTa,
oeVTepUpOBaHHyn (GopMy JIOOOTO M3 BHIIENPUBEIEHHHX COeIMHEeHUM, WK
bapMalleBTHUECKU IpMeMIeMyl COJIb, KjlaTpaT, CoJibBaT, TayTOMep WK
CTEepeomu30MEP JIIOOOTO n3 BHIIENIPUBEOEHHBIX COenMHEeHUM, NS
KoMOMHaLMD JIOOBX BEMEeCTB M3 BHIIENIPUMBEIOeHHHX; U (b) HabomeHue 3a
naureHTOM c LeJIbIo ODHaApPyXeHUS npM3HakKa 2R CHMIITOMA,
cBumeTesbCcTByKRMmero o IIMJI y mnalMeHTa.

[00147] B 1pmaHHOM M300peTeHMM MIPenJIoXeH CIoco0 YJyudlleHUs
Bes0MIacCHOCTH JieueHMs IlallMeHTa C pPacCesgHHHM CKJIEPO30M, BKJIOUAIMINUN
HaOooeHre 3a I[DalMeHTOM C pacCCesHHEM CKJIEpO30M, KOTOpOoTo JedaT
byMapaToM, c 1IeJIbo OBHAPYXUTHL IpM3HaK AN CHUMIITOM,

CBUIOETeJIbCTBYImMMI o IIMJI y HaumeHTa, OpuueM OdyMapaT IIpencTaBJIgeT

cobon ouaJgxkuiIdymMapatT, MOHOAaJIKMUIdyMapaT, KOMOMHALINID
oraJxkuiIdyMapaTa n MOHOAaJIKMJIQyMaparTa, IPOoJIEKAPCTBO
MOHOAaJIKMJIQyMapaTa, oelTeprpOBaHHYIO dbopmy JIIB0TO nu3

BHIIEIIPUBEIEHHHX COeIVMHeHUM, WM O¢apMalleBTUUeCKM IIpueMJIeMyl COJib,
KJaTpar, COJIBBRAT, Tay TOMEP VI CTEPEOU3BOMED JIIB0TO n3
BHIIEIIPUBEIEHHHX COeIMHEeHUM, WM KoMOMHaLM JIODHX BeMecTB U3
BHINENIPUBEOEHHEIX .

[00148] B maHHOM M300peTeHUM IIPeIJIOXKEeH CIOCO0 JieueHUsd

IIallMeHTa C pPacCedHHEM CRJIIEPO30OM, BKJIIOU AN (a) BBeleHMe
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rnaumMeHTy bymMapaTa, npuyem bymMapaT [IpencraBideT cobon
OValKuiIdymMapaT, MOHOoaJKMUIdyMapaT, KOMOMHaALUMK IJUaJKuiIdyMapaTa U
MOHOaJIKUIIdyMapara, IpOJIEKapCTRO MOHOaJIKUIIpyMapara,
IeMTeprMpOoBaHHYD OQopMy JI0OOTO M3 BHIENPUBEIEeHHHX COeIMHEeHUM, WJIn
dpapMalleBTUUECKM IIpMeMIIeMyl COJIb, KJjaTpaT, COoJibBaT, TayToMep WIn
CTepeonu30oMep JIIOOOTO n3 BHIIEIIPUBEIEHHEIX coenMHeHun, MJIN
KOMOMHALINI JIOHBIX BEIIECTB us BHIIEIIPUBENEHHEIX ; u (b)
VHOOPMMPOBAaHME TIallMeHTa o TOM, UTO Yy IallMeHTa, KOTOPHM I[IoJydall

ouMeTHuIdyMapaT, BO3HMKIA I[IMII.

[00149] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHusd
nanumMeHTa C  pacCCedHHBEM  CKJIEpO30M, BRJIIOU AI0MNN (a) BBeIOeHMe
nauveHTy dymapara, npruyeM dyMapatT npencraBjgaeT cobon

orankuiadymMapaT, MOHOoaJIKuIdyMapaT, KoMOMHaALMI OUaJIkuidyMapaTa U
MOHoOaJIKuJibyMapaTa, [IpOJIeKapCTBO MOHoOaJIKuJIbyMapaTa,
oeVTepUpOoBaHHyn (GopMy JIOOOTO M3 BHIIENPUBEIEHHHX COeIMHEeHMUM, WU
bapMalleBTHUECKU IpMeMIIeMyl COJIb, KjaTpaT, CoJibBaT, TayTOMep WK
CTEepEeonu30Mep JI060T0 nus3 BHIIEIIPUBEOEHHEIX coeIMHEeHUN, W
KOMOMHAIIMIO JIIOOBIX BElleCTB nus BHIIENIPUBEIEHHEIX ; u (b)
MHQOPMMPOBaHME IIallMeHTa O BaXHOCTM oOpalleHMsa K Bpady I[alueHTa,
ecu N naumeHTa pPasBMBaKnTCA Kakme-Jmobo CHUIMIITOMEI,
CBUOeTeJIbCcTByIMe o IIMII.

[00150] B gpmaHHOM M300peTeHMM MOIPenOJIOXeH CIoCco0 YJyudlleHUs
Bes30MIacCHOCTHM JieueHMs IlallMeHTa C PacCesSHHHM CKJIeEPO30M, BKJIOUAIIMINUN
MHQOPMMPOBaHME TIallMeHTa C pPacCCedHHBEM CKJIEepOo30M, KOTOpOTO JeuarT
byMapaToM, o) TOM, uTo v naumMeHTa, KOTOPHM noJiydall
oVMeTuJIdyMapaT, BO3HMKIA I[IMJI, OpuueM odyMapaT OpencTaBjseT cobdom
oIMaJkuiIdyMapaT, MOHOaJKMIQyMapaT, KkKoMOMHaALMK »OUaJIkuiIdyMapaTa u
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,
IeTepMpOBaHHYD QopMy JIOOOTO M3 BHIIEIPUBEIEeHHHX COeIMHEeHUM, WJIn
bapMalleBTUUECKM TIPMEMIIEMyK COJIb, KJlaTpaT, COJbBaT, TayTOMep WK
CTEPEOUBOMED JI60T0 n3 BHIIENIPUBEIEHHBIX coenMHeHuM, WM
KOMOMHaLUWK JIIOOBX BEMEeCTB M3 BHIIENPUMBEIEHHEBX .

[00151] B 1naHHOM WM300peTeHMM IMPEenOJIOXeH CIoco0 YJIydlleHUs
Bes30IacHOCTH JieueHMs IIallMeHTa C pacCesaHHHM CKJIIepO30M, BKJIOUAIMINUNA
MHQOPMMPOBAaHMe TIallMeHTa C pPaCCedHHBEIM CKJIEPO30M, KOTOPOTO JedarT

(]_)yMapaTOM, O BaXHOCTU O@paﬂleHMH K Bpauy InanvieHTa, eCJIn Y
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IIallMeHTa Pa3BMBaKRTCA Kakue—-Jmbo CVIMIITOMEIL, CBHUIOEeTEeJIECTRYIINME O

I, IpryueM bymMapar IpencraBjigeT cobon oMajxkuidymMaparT,
MOHOaJIKUJIdyMaparT, KOMOMHaLMIO OVaJIKuiIpyMapaTa "
MOHOaJIKMJIQyMapara, [IPOJIEKAPCTBO MOHOAaJIKMJIdyMaparTa,

DeVTEepPUMPOBaAHHY QOpMy JIOOTO M3 BHIENPUBEIEHHHX COeIMHEeHUMN, WU
bapMalleBTUUECKM [IPUEMIIEMYIO COJIb, KJaTpaT, COJIbBaT, TayTOMep WA
CTEepeou30OMeDp JIIOBOT O ns3 BHIIEIPUBEIEHHEIX CoenVHEeHUN, VI
KOMOMHaUM JIOOEIX BelleCTB M3 BHIIEIPUBEIEHHEX .

[00152] B 1[maHHOM M300peTeHUM I[IPelOJIOXKEeH CIOoCoO JieueHUA
mauMeHTa C  pPacCefAHHHM  CKJIEPO30M, BKJIIOY AN (a) BBeIOeHMe

IMallieHTY @apMaHeBTquCKOﬁ KOMIIO3MIINM, conepmameﬁ @yMapaT; InprnuemM

bymMapaT HOpencraBJgeT coboM OMaJKWIdyMapar, MOHOaJIKMUJIpymMaparT,
KoMOMHaLUM©0 OUaJdkuiIdyMapaTa M MOHoaJkuidyMaparTa, IPOJIEKAPCTRO
MOHOaJIKMJIdyMapara, IelTepUpPOBaHHYI bopmy JIOO0TO ns3

BHIIENIPUBEIEHHHX COeOVHeHUM, WIM KJjJaTpaT, CoJbBaT, TayToMep WK
CTEpEeonu30MepP JI060T0 nus3 BHIIEIIPUBEOEHHBIX coenuHeHUM, W
KOMOMHaLUID JIIOOEX BeMeCTB M3 BHIIEIPMBEIOEHHEX; C YCJOBUEM, UTO
coJib dyMapaTa He IIPUCYTCTBYeT B OdapMalleBTUUeCKOM KOMIO3ULUUNM; U
(b) HabOmpomeHMe 3a HaUMEeHTOM C LeJiblo OOHapyXeHUS IIpM3HaKa WU
CUMIITOMa, CBUIeTeJIbCTBymero o IIMJI y mauMeHTa.

[00153] B gpmaHHOM M300peTeHMM MOIpPenJIoXeH CIoco0 YIyudlleHMs
Bes30MIaCHOCTH JieueHMs IlallMeHTa C pPacCesSHHHM CKJIEPO30M, BKJIOUAIMINMN
HabOJoIoeHMe 3a IIallMeHTOM C PacCCesHHBEM CKJIepOo30M, KOTOPpOIOo JeuarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, comepxamen bymapar, c LIEeJIBIo

O@HapyXMTb IIPM3HakK mJin CVIMIITOM, CBMHeTeHbCTByDMMﬁ O TIMJI N

naumeHTa; opuueM odyMapaT OpelcTaBjgeT cobo¥ IualkuiIdpyMapart,
MOHOaJIKMUIdyMaparT, KOMOMHaLMIO OVaJIKuiIdpyMapaTa "
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,

IeTepMpOBaHHYD QopMy JIOOOTO M3 BHIIEIPUBEIEeHHHX COeIMHEeHUM, WJIn
KJaTparT, COJIBBAT, TayTOMEP VI CTEPEOU3OMED JIIB0TO n3
BHIIEIIPUBEIEHHHX COeIMHEeHUM, WM KoMOMHaLM JIODHX BeMecTB U3
BHIIENIPUBEOEHHEX,; C YCJOBUMEM, UYTO COJIb QyMapaTa He IMIPUCYTCTBYET B
bapMalleBTUUECKOM KOMIIOBULIUNA .

[00154] B maHHOM M300peTeHUM IIPeIJIOXKEeH CIOoCO0 JieueHUsd
nanmeHTa C pacCCesHHBEM CKJIEPO30M, BKJIIOU AI0MMNA (a) BBeIeHMe

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3LV, conepmameﬁ @yMapaT; InprnuyeM
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byMapaT IOpelCcTaBJIAeT cobor mualkuiIbpyMapart, MOHOaJIKMUIIdymMaparT,
KOMOMHaLIWK IMaJKUWIdyMapaTa WM MOHOaJKuUJIdyMapaTa, IpPoJIEKApPCTBO
MOHOAaJIKMJIQyMapaTa, IeTeprpOBaHHYIO dbopmy JIIOBOTO nu3

BHINIEIIPUBEIEHHHX COeOVMHEeHUM, WIXM KJaTpaT, CoOJLBAaT, TayTOMep WM
CTepeonu30oMep JIIOOOTO n3 BHIIENIPUBEIEHHBIX coenMHeHun, WM
KOMOMHAaLMK JIIOOEX BEOECTB M3 BHIIENPUMBEIEHHEX; C YCJIOBUEM, UTO
coJib QyMapaTa He IOPUCYTCTBYeT B OQapMalleBTUUEeCKOW KOMIIO3ULUK; U
(b) wmHboOpMMPOBaHMEe TallMeHTa O TOM, UYTO VY IalMeHTa, KOTOPHM’
noJjiyualsl mouMeTusidyMapaT, BO3HUKIA [IMJI.

[00155] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHusd
naumveHTa C pacCcedHHEIM  CKJIEPO30M, BKJIIOY AU (a) BBeIOeHMe

IMallieHTy @apmaueBTquCKoﬁ KOMIIO 3L, conepmameﬁ CIJYMapaT,' InprnuemM

byMapaT npencTaBggeT coboM IOuaJgxkuiabymapar, MOHOaJIKuIbyMaparT,
KoMOMHaLMID IOMaJdkuiIdyMapaTa ¥  MOHOaJKMIdyMapaTa, IPOJIEKAPCTEO
MOHOaJIKMJIdyMapaTa, IeTepUpOBaHHYI bopmy JII0B00TO n3

BHIIENIPUBEIEHHHX COeOVHeHUM, WIM KJjaTpaT, CoJbBaT, TayToMep WK
CTEepEeonu30Mep JI060T0 nus3 BHIIEIIPUBEOEHHEIX coeIMHEeHUN, W
KoMOMHaLMD JIOOEX BemleCTB M3 BHIIEIPUMBEIEHHEX; C YCJOBUEM, UTO
coJib QyMapaTa He IIPUCYTCTBYeT B (QapMalleBTUUECKOM KOMIIO3ULUUM,; U
(b) MHQOPMMPOBaHME IalMeHTa O BaXHOCTM ofOpaleHrsa K  Bpaudy
naumMeHTa, ecIM Yy TallMeHTa pa3BUBaLTCHa kKakue-Jmubo  CUMIITOME,
cBUIeTeJLCTRYIMMe © ITIMII.

[00156] B gpmaHHOM M300peTeHMM MIPenJIOXeH CIoCco0 YJyudlleHUs
Bes30MIaCHOCTH JieueHMs IlallMeHTa C pPacCesgHHHM CKJIIePO30M, BKJIOUAIIMINUN
MHQOPMMPOBAaHME TIallMeHTa C pPacCCedHHBEM CKJEepO30M, KOTOPpOTO JedarT
bapMalleBTUMUECKOM KOMIIOBULIMEM, coIepxamel dymMapaT, O TOM, UTO Y

I1alilieHTa, KOTOpBIﬁ I1oJydalJl ,JII/IMeTM.J'_[(l)YMapaT, BO3HMEKJIa IIMJI; InpruueM

byMapaT IOpelcTaBJISAeT cobor mualkuiIdpyMapart, MOHOaJIKMUIIdyMaparT,
KOMOMHaLMK IMaJKUIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPOoJIEKAPCTBO
MOHOAaJIKMJIQyMapaTa, IelTepUpOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPUBEIEHHHX COeOVMHEeHUM, WIXM KJaTpaT, CoJbLBaT, TayTOMep WM
CTEPEOUBOMEP JI60T0 n3 BHIIENIPUBEIEHHBIX coenMHeHuM, WM
KOMOMHAaLMWK JIIOEX BEOECTB M3 BHIIENPUMBEIEHHEX; C YCJIOBUEM, UTO
coJib GyMapaTa He IPUCYTCTBYET B dapMalleBTUUECKOM KOMIIO3UIIUN .
[00157] B 1naHHOM M300peTeHMM IMPEeOJIOXeH CIoCco0 YJIydlleHUS

0e30IacCHOCTM JIeUeHUA DaluMeHTa C pacCedHHEIM CKJIIEpO30M, BKJIIOU aI0MMM
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MHQOPMMPOBAaHMe TIlallMeHTa C pPaCCedHHBEM CKJIEPO30M, KOTOPOTO JedarT
bapMalleBTUMUECKOM KOMIIO3MLMEN, comepxamer ooyMapaT, O BaXHOCTHU
oBpameHrsa K Bpauy IallMeHTa, eClIM Yy I[DallMeHTa pas3BMBaKTCHd KaKue-—
Jmbo CHUIMITTOMHI, CBUIOETEeJIbCTBYRIINE o TIMJI; IpUYeM byMapar
opencraByggeT coboM IIualkuiadyMapaT, MOHOaJKuUIbyMapaT, KoMOMHAIIMIO
oraJkuiIdyMapaTa n MOHOaJIKMJIQyMaparTa, IpOoJIEKApPCTBO
MOHOaJIKMJIdyMapaTa, IelTeprpOBaHHYIO dbopmy JIIB0T0 nus3
BHIIEIPUBEIEHHHX COeIVMHEeHUM, WIXM KJaTpaT, CoOJIbBaT, TayTOMep WM
CTEPEOUBOMED JII060T0 ns3 BHIIEIIPUBE e HHBIX coenmMHeHun, W
KOMOMHAaLMD JIIOOBEX BEIEeCTB M3 BHIIEINPUMBEIOEHHEX; C YCJIOBUEM, UTO
coJib QyMapaTa He IIPUCYTCTBYEeT B QapMalleBTUUECKOMW KOMIIO3UIIUM .
[00158] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHusd
nauueHTa C pacCesaHHBIM  CKJIEPO30M, BRJIIOU AT (a) BBeIOeHMe

IIallMIeHTY @apmaueBTquCKoﬁ KoMIIO3Munm1, conepmameﬁ cbyMapaT; InmprnyuyeM

bymMapaT npencTarggeT coboM IOMaJkuiIdyMapaT, —MOHOaJKuJIdyMapar,
KOMOMHaAUMID IOMaJIKMidyMapaTa ¥ MOHoaJKuUIbyMapaTa, IIPpOJIEKapCTEO
MOHoaJIKuibyMaparTa, DeNTepUPOBaHHYI bopmy JIIOBOTO nus

BHIIENIPUBEOEHHHX COeIVMHEeHUN, WM (GapMalleBTUUEeCKM IpMeMIeMyl COJib,
KJaTpar, coJIbBaT, TayToOMEP W CTEepEeous30oMEpP JIIO0TO n3
BHIIEIIPUBEIEHHEX COeIMHEeHMM, WIM KoMOMHAaLM JIOOHX BEMeCcTB U3
BHIIENIPUBEOEHHEIX ; C yCJIOBMEM, UTO COJIb B»TuIrMigpodyMapaTa He
IPUCYTCTBYET B OGapMalleBTUMUeCKOM KkoMmrosuuuu; u (b) HabaomeHue 3a
naumMeHTOM c LEeJbo oBOHapyXeHUS npM3Haka VI CHMIITOMaA,
cBUOeTeJIbCcTByIero o IIMJI y mnmaumMeHTa.

[00159] B 1pmaHHOM wM300peTeHMM IMIPEenJIOXeH CIoCco0 YJyudlleHUs
Bes30IacCHOCTK JieueHMs IIallMeHTa C pPacCesSHHHM CKJIePO30M, BKJIOUAIIMINUMT
HaOJoIoeHMe 3a IIallMeEHTOM C PaCCesHHBEM CKJIepO30M, KOTOPpOTOo JedarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, comepxamen byMapar, c LIEeJIBIo

O@HB.py?KMTb IIPM3HakK MJin CVIMIITOM, CBUIOeTeJIb CTByIOH_U/Iﬁ O TIMJI Y

nauMeHTa; opuueM odyMapaT OpelcTaBjgeT cobo¥ 1IualkuidpyMapart,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuJIdpyMapaTa "
MOHOAJIKMUJIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,

OeTepUPOBaHHYD (QopMy JIOOTO M3 BHIEIPUBEIEHHHX COSIMHEHMUM, WU
bapMalleBTHUECKM I[IPUEMIEMYK COJIb, KJIaTpaT, COJIBBAT, TayTOMep WK
CTepeomu3oMep J0B0oT 0 us BHINEIIPUB € deHHEIX COoenOVHEeHU, NI

KOMOMHALIMD JIOOEX BEIEeCTB U3 BHINEIIPVMBEOEHHEIX ; Cc ycJioBHueM, dTo
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COJIb sTUITHIpodyMapaTa He - IOPUMCYTCTBYeT B  dapMalleBTHUUECKOM

KOMIIO 3UILIMM .
[00160] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOCO0 JieueHUsd
nauMeHTa c pacceaHHBEM CKJIEPO30M, BKJIOY A0NMM (a) BBeIeHME

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3LV, conepmameﬁ @ymapaT; InprnuyeM

byMapaT IOpelcTaBJIAeT cobom mmankuiIdpyMapar, MOHOaJIKuUJIdpymMaparT,
KOMOMHaLVD IMaJKuiIdyMapaTa WM MOHOaJIKuUJIdQyMapaTa, IpOoJIEKapCTBO
MOHOaJIKMJIdyMapaTa, IelTeprpOBaHHYIO dbopmy JIIOOOTO nu3

BHINEIIPVMBE OEHHEBIX COGHMHGHM%, mJinm @apMaHeBTquCKM InprneMiieMyn CoOJib,

rJjaTparT, coJibeaT, TayToMEpP MJIn CTepeornsoMep JIIOOOTO ns
BHIIEIIPVMBE OEHHEBIX COGEMHGHM%, i KOMOMHAUMI  JIOOBIX BemeCTB ns
BHIIECIIPMBEOEHHEX ; C YCJIOBMEM, dTOo COJIb 9TMHPMHpO®YMapaTa He

IPUCYTCTBYET B (QapMalleBTUUeCKOM KoMIO3uuMM,; u (b) muHbopMupoBaHMe
nauyMeHTa O TOM, UYTO Yy IIallMeHTa, KOTOPHM IIoJiyyalJl IuMeTudymapart,
BO3HMKIIA I[IMII.

[00161] B 1nmaHHOM M300peTeHMM IIPenJIOXKEeH CIHoCcoO JieueHUA
mauMeHTa C  pPacCCesHHBEM  CKJIEPO30M, BRJIIOU AT (a) BBeIeHUe

naureHTy (QapMalleBTUUeCKOM KOMIIO3ULNM, CcolepXamel oyMapaT; IpUueM

dpyMapaT IOpencTaBJIAeT cobom muaJkuIdpyMapart, MOHOAaJIKMUJIdyMaparT,
KoMOMHalLMD IMaJKuIdyMapaTa M MOHOaJKMJIdyMapaTa, IpPOoJIEKapCTBO
MOHOAJIKMIIQyMapaTa, OenTepUpPOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPVMBEOEHHEIX COGHMHGHM%, mJin @apMaHeBTquCKM InpruemMiieMyrn COJIb,

KJIlaTparT, coJibBaT, TayToMep MJIn CTepeor3oMep JIIOOOTO nus
BHIIEIIPVMBEOEHHEIX COGHMHGHM%, IZnang) KOMOMHALMK  JIOOBIX BelleCTB nus
BHINEIIPMBEIOEHHEX ; C YCJIOBMEM, uTo COJIb 9TMHPMHpO®yMapaTa He

IPpUCYTCTBYET B dapMalleBTUUECKOM KoMIo3ulLuM,; U (b) mHOopMMpOBaHUE
nmaluMeHTa O BaXHOCTM of0palleHMa K Bpady HallMeHTa, eCJM Yy [DalMeHTa
pPas3BMBaKTCad KaKMe—-JIMbO CHMIITOME, CBUIEeTeJILCTBRyIMe o IIMII.

[00162] B 1pmaHHOM M300peTeHMM MNPEenOJIOXeH CIoco0 YJIydlleHUs
Bes30IacCHOCTH JieueHMs IIallMeHTa C pacCesaHHHM CKJIIepPpO30M, BKJIOUAIMINUN
MHQOPMMPOBAaHME TIIallMeEHTa C pPaCCedHHBEM CKJEPO30M, KOTOPOTO JedarT
bapMalleBTUMUECKOM KOMIIO3ULIMEN, coIepxamel ¢yMapaT, O TOM, UTO Y
nmalMeHTa, KOTOPHM [oJyualJl IuMeTuiIdyMapaT, BO3HMKJIA IIMJI; OpuueMm
byMapaT nOpencraBJageT coboM OuaJKuIIdyMapar, MOHOaJIKuUiIdymMaparT,
KOMOMHaLIWKD IMaJKuIdyMapaTa WM MOHOaJKuWJIdyMapaTa, IpPOoJIEKApPCTBO

MOHOAaNKuJIbymMapaTa, e TepUPOBaHHYIO bopmy JI000TO us
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BHIIEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,

KJlaTpatT, CcoJibBaT, TayToMEepP MJIn CTepeor3oMep JIIOOOTO ns
BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mjm KOMOMHAUMD  JIOOBIX BelleCTB ns
BHINEIIPVMBEIOEHHEX ; C YCJIOBMEM, dTo COJIb 9TMHPMHpO®YMapaTa He

IPUCYTCTBYEeT B dapMalleBTUUEeCKOM KOMIIO3UIIUN .

[00163] B 1naHHOM M300peTeHMM IPEemOJIOXKeH CIOoC00 YJIydlleHUs
Bes0IacCHOCTM JieueHMA IIallMeHTa C pacCesSHHHM CKJIepO30M, BKJIOUAIMININA
MHOOPMMPOBaHMe IlallMeHTa C pPacCCedHHEIM CKJIEPO30M, KOTOPOTO JedarT
bapMalleBTUMUECKOM KOMIIO3MLMEN, comepXxamer oyMapaT, O BaXHOCTHU
oBpalleHVsa K Bpauy I[IalMeHTa, eCiIM Yy IallMeHTa pas3BMBaKTCHd KaKue-—
JIMB0o CHUMIITOMHI, CBUIOETEJLECTBYRIME e} IMJT ; npryeM byMapar
OpencraBJgeT coboM IMaldkuiIdyMapaT, MOHOaJKuIbyMapaT, KOMOMHALIMIO
orankuibdyMapaTa n MOHOaJIKuJIbyMaparTa, IpoJIeKapCTBO
MOHoOaJIKuJibyMapaTa, IeTepUpPOBaHHYI bopmy JI0B0T0 nus3
BHIIENIPUBEIOEHHHX COeIMHEeHUN, WIM (apMalleBTUUeCKM IpMeMIIeMyl COJib,
KJaTpar, CcoJIbBAT, TayToMep VI CTEepeousoMep JI0B0T0 nus3
BHIIETIPUBEOEHHHX COeIMHeHuM, WJIM KoMOMHalM JIOOBX BemMecTB U3
BHIIENIPUBEOEHHEX ; C YCJOBMEM, UTO COJIb »STUiITuIpobdyMapaTa He
IPUCYTCTBYeT B dQapMaleBTHUUECKOM KOMIIO UM .

[00164] B 1naHHOM M300pEeTeHMM IIPEeIOJIOXKEeH CIOoCoO JieueHUd
naumMeHTa C paccCesgHHBIM CKJIEpO30M, BKJIIOY A0 (a) BBeIOeHue

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3L, conepxameﬁ @ymapaT; InpruueM

byMapaT IpencTaBJIAeT cobom mualkuIdpyMapart, MOHOaJIKMUJIdyMaparT,
KOMOMHalLMLD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPOoJIEKaApPCTBO
MOHOAJIKMIIQyMapaTa, OenTepUpOBaHHYIO dbopmy JII0BOTO nu3

BHIIEIIPVMBEOEHHEIX COGHMHGHMﬁ, mJin @apmaueBTquCKm InpruemMiieMyrn COJIb,

KJIlaTparT, CcoJibeBaT, TayToMeEepP I CTepeOor3oMep JIOOOTO nus
BHINEIIPVMBEOEHHEIX COGHMHGHM%, mJinm KOMOMHALINI JIFOOBIX BelleCTB nus
BHINEIIPMBEIOEHHEX ; C YCJIOBMEM, uTo KaJlblIrieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa4d COJIBb 9TMHPMHpO®yMapaTa, LIMHKOEBa#4d

CoJIb  BITUATMIpodyMapaTa WM MeOHas CoOJIb »TuiIrMipodyMapaTa He
IPUCYTCTRYIOT B OdapMalleBTMUeCKOM KkoMmrosuuuu; u (b) HabmomeHue 3a
nanumMeHTOM C LEJB oBOHapyXeHUSI npr3HakKa VI CHMIITOMA ,
cBupeTeNbCTBYRIMero o IIMJI y mnmalmMeHTa.

[00165] B 1naHHOM M300peTeHMM IMPEenOJIOXeH CIoCco0 YJIIydlleHUs

0e30IacCHOCTM JIeUeHUA DaluMeHTa C pacCedHHEIM CKJIIEpO30M, BKJIIOU aI0MMM
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HabooeHre 3a IM[HallMeHTOM C pPacCesgHHEIM CKJIEPO30M, KOTOPOTO Jeuar
bapMalleBTUUECKOM  KOMIIO3MINeEl, comepxamelr  dymapar, C  leJb

O@HapyXMTb IIPM3HakK mJin CVIMIITOM, CBMH@T@HBCTBYDMMﬁ O TIMJI Y

naumMeHTa; opuueM odyMapaT OpelcTaBjgeT coboy 1IualkuiIdyMaparT,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuJIdyMapaTa u
MOHOaJIKMJIyMapaTa, [IpOoJIEKapCTBO MOHOaJIKMJIyMapaTa,

OeMTeprMpOBaHHYD OQopMy JI0OOTO M3 BHIIENIPUBEIEeHHHX COeIMHEeHUM, WJIu
bapMalleBTHMUECKM [IPUEMIIEMY COJIb, KJIaTpaT, COJIbBaAT, TayTOMep WK
CTepeonusoMep JIOOTO nus3 BHIIEIIPVIBE OEHHEBIX CO@HMHeHMﬁ, WJIN
KOM@MHaHMD JIOOBIX BellleCTB ns3 BHINECIIPMBEOEHHEIX ; Cc YydcJjioBHueM, UTO
KaJlblIMekBasd COJIb 9TMHPMHpO®yMapaTa, Mal'HVeBaAd COJIb
STUIITUIPOGYyMapaTa, LUMHKOBaAA COJIb STUIMOpodyMapaTa M MenHad COJIb
STUITHUIPOdYMapaTa He IPUCYTCTBYIT B dapMalleBTUUeCKOM KOMIIOBUIIUN.
[00166] B 1nmaHHOM M300peTeHMM IIPenJIOXKEeH CIOoCoO JieueHUA
mauyeHTa C  PacCCefdHHEM  CKJIEpPO30M, BRJIIOY AU (a) BBeIeHUe

IIallMIeEHTY @apMaHeBTquCKOﬁ KoMIIo3mMumnm, conepmameﬁ @yMapaT; InprnyeM

bymapaT npencTaBageT coboM IOuaJgxkuiabymapart, MOHOaJIKMUIIbyMaparT,
KOMOMHaLUUD IOUaJKuiIdyMapaTa M MOHOaJIKUIIQyMapaTa, [IpoJiIeKapCTBO
MOHOaJIKMJIbyMapaTa, oenTepUpPOBaHHYIO bopmy JII0B0TO nus

BHIIEIIPVMB e OEeHHEBIX COGHMHGHM%, nJin @apMaHeBTquCKM InpruemMiieMyrn COJIb,

KJIlaTparT, coJibeaT, TayToMep MJIn CTepeor3oMep JIIOOOTO nus
BHIIEIIPVMBEOEHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHIIEIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlblarieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIBb STMHPMHpOQVMapaTa, IMHKOBa#4d

CoJIb  BITUATMOIpodyMapaTa WM MeOHas CoOJIb »TuiIrMigpodyMapaTa He
IPUCYTCTBYIOT B dapMalleBTMUECKOM KoMIo3uluM, U (b) mHOopMMpPpOBaHUE
nmaluMeHTa O TOM, UYTO Yy IalMeHTa, KOTOPHM IIoJiyualJl IuMeTuiIdyMapartT,
BO3HMKIIa I[IMJI.

[00167] B maHHOM M300peTeHUM IIPeIJIOXKEeH CIOoCO0 JieueHud
nanumMeHTa C paccCesgHHBEM CKJIEpPO30M, BKJIIOU AN (a) BBeIeHMe
naumveHTy dapMalleBTMUECKOM KOMIIO3ULMM, cCcoIepxXamel ¢yMapaT; IpuueMm
byMapaT nOpencTaBJageT coboM OuaJKuIIdyMapar, MOHOaJIKMUJIdymMaparT,
KOMOMHaIWKD IMaJKUuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IPOoJIEKAPCTBO
MOHOAaJIKMJIQyMapaTa, oelTeprpOBaHHYIO dbopmy JIIB0TO n3
BHIIEIPUBEIEHHHX COeIVMHeHUM, WM O¢apMalleBTUUeCKM IpueMJIeMyl COJib,

KJIlaTpatT, CoJibBaT, TayToMEepP MJIn CTepeor3oMep JIIOOOTO nus
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BHIIEIIPVMBE OEHHEIX CoeﬂMHeHMﬁ, mJin KOMOMHALIMD JIFOOBIX BelleCTB nus
BHIIECIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlblIrieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa4d COJIb 9TMHPMHpO®YMapaTa, IMHKOBaA

COJIb STUITUIPpObyMapaTa ¥ MeOHasd CoOJIb  STuarnmpodyMapaTa He
IPUCYTCTBYOT B dapMalleBTUUECKOM KoMHIo3uluM,; U (b) mHOoOpMMpOBaHUE
nHauveHTa O BaXHOCTM ofbpalleHMSa K Bpady HDallMeHTa, eCJM y DalMueHTa
pasBMBanTCAd KakKMe-JubO CHUMIITOME, CBUIeTeJIbCTRylmMre o IIMII.

[00168] B 1naHHOM M300peTeHMM IPEemOJIOXKeH CIOoC00 YJIIydlleHUs
Bes0IacCHOCTM JieueHMA IIallMeHTa C pacCesaHHHM CKJIepO30M, BKJIOUAIMININ
MHOOPMMPOBAHME INalMeHTa C pacCedHHEM CKJIEPpO30M, KOTOPOTO JieuaT
bapMalleBTUMUECKOM KOMIIO3ULIMEN, CcoIepxXamer @¢yMapaT, O TOM, UYTO Y

ImalilieHTa, KOTOpHﬁ ImoJrydall HMMGTMH@yMapaT, BO3HMKJIIA [IMJI; nprnueM

byMapaT npencTaBggeT coboM IOuaJgxkuiabymapar, MOHOaJIKuIbyMaparT,
KoMOMHaLMID IOMaJdkuiIdyMapaTa ¥  MOHOaJKMIdyMapaTa, IPOJIEKAPCTEO
MOHOaJIKMJIdyMapaTa, IeTepUpOBaHHYI bopmy JII0B00TO n3

BHIIENIPUBEOEHHHX COeIMHEeHUN, WIM (GapMalleBTUUEeCKM IpMeMIIeMyl COJib,
KJaTpar, CcoJIbBAT, TayToMep VI CTEepeousoMep JI0B0TO nu3
BHIIEIIPUBEIEHHEX COeIMHEHMM, WIM KoMOMHAaLM JIOOHX BEMeCcTB U3
BHIIEIPUBEOEHHEX ; e} YyCJIOBUEM, yTo KaJlblMeBasd COJIb
STUITrMIpodyMapaTa, MaTrHMeBas COJIb D2TUIAMIpodyMapaTa, LUMHKOBASA
CcoJIb  BITUATMIpodyMapaTa M MeOHas CoOJIb »TuiIruigpodyMapaTa He
IPUCYTCTBYIOT B dapMaleBTUUECKOM KOMIIO UM .

[00169] B 1pmaHHOM M300peTeHMM MIPenJIOXeH CIOoCc0o0 YJyudlleHUs
Bes30MIaCHOCTH JieueHMs IlallMeHTa C pPacCesgHHHM CKJIIePO30M, BKJIOUAIIMINUN
MHQOPMMPOBAaHME TIallMeHTa C pPacCCedHHBEM CKJEepO30M, KOTOPpOTO JedarT
bapMalleBTUMUECKOM KOMIIO3ULMEN, coIepxamel ooyMapaT, © BaXHOCTHU
oBpameHrsa K Bpauy I[IalMeHTa, eClIM Yy I[DallMeHTa pas3BMBaKTCHd KaKue-—
Jmbo CUIMITTOMHI, CBUIOETEeJILCTBYRIINE o TIMJI; npr4YeM byMapar
OpencraBJgeT coboM IualkmuiIdyMapaT, MOHOaJKuUIbyMapaT, KoMOMHALIMIO
oraJkuiIdyMapaTa u MOHOAaJIKMJIQyMaparTa, IpPoJIEKAPCTBO
MOHOAaJIKMJIQyMapaTa, IelTeprpOBaHHYIO dbopmy JIIB0TO n3

BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiyieMyrn COJIb,

KJlaTparT, CoJibBaT, TayToMEepP mJm CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBE OEHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHIIEIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlbIrieBaAd COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIb 9TMHPMHpO®yMapaTa, LIMHKOEBa#4d
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CoJIb BITUATMOpodyMapaTa WM MeOHas CoOJib s>TuiIrrMigpodyMapaTa He
IPUCYTCTBYIT B dapMalleBTUUEeCKOM KOMIIO3UIINN .

[00170] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOCO0 JieueHUsd
nainreHTa C pacCCesHHBEM CKJIEpPO30M, BKJIIOU AN (a) BBeIeHMe
nauveHTy OQapMalleBTMUeCKOM KOMIIO3UINM, B OCHOBHOM COCTOAmMEN U3
ouMeTuIbyMapaTa W/MUJIM MOHOMeTwIdyMapaTa; M (b)) HabmomoeHue 3a
naumMeHTOM C LEJIBIO OBHapyXeHUd npr3Haka VI CHMIITOMA ,
cBuIeTeJibCTRyIero o IIMJI y mnalumMeHTa.

[00171] B 1OaHHOM M300peTeHMM IIPemdJIOXKeH CIIOoC00 YJydlleHMUsA
Bes0IacCHOCTM JIeueHMA IIallMeHTa C pacCesSHHHM CKJIePO30M, BKJIOUAIMININ
HabJooeHe 3a IallMeEHTOM C PacCCesHHBIM CKJEpPO30M, KOTOPpOI'O JeuarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, B OCHOBHOM cocToAmen nus3
ouMeTuIbyMapaTa ¥u/WiIM  MOHOMeTuJIdbyMapaTa, C lLeJblo OOHapyXeHUS
IprUsHaka WM CHUMIITOMa, CBUIeTeJIbCThBylmero o I[IMJI y maumeHTa.

[00172] B 1©maHHOM M300peTeHMM TIIPenJIOXKEeH CIHOoCcoO JieueHUA
naumeHTa C pacCesHHBEIM CKJIEPO30M, BRJIIOU AT (a) BBeIOeHME
nauyMeHTy dapMalleBTUUECKOM KOMIIO3UIIMM, B OCHOBHOM COCTOAMNEN U3
ouMeTuIbyMapaTa MW/WIM MoOHOMeTuIIbyMapaTa; u (b)) wunHbopMUpOBaHUE
maluMeHTa O TOM, 4YTO Yy IalMeHTa, KOTOPHM IoJiyualJl IuMeTuidyMaparT,
BO3HMEKJIa I[IMII.

[00173] B 1naHHOM M300peTeHMM IIPEeIJIOXKEH CIOoCOoO JieueHUd
naumMeHTa C paccCesgHHBEIM CKJIEpO30M, BKJIIOY A0 (a) BBeIOeHMe
nauveHTy QapMalleBTUUeCKOM KOMIIOBULMM, B OCHOBHOM COCTOAmEN U3
ouMeTuIbyMapaTa M/MIM MoOHOMeTuIIbyMapaTa; u (b)) wmHbOopMUpPOBaHUE
nmaumMeHTa O BaXHOCTM of0palleHMa K Bpady HallMeHTa, eCJM Yy IalueHTa
pPas3BMBaKTCAd KaKMe—-JIMbO CHMIITOME, CBUIEeTeJILCTBRyIMe o IIMII.

[00174] B 1pnaHHOM M300peTeHMM MPEenJIOXeH CIoco0 YJIydlleHUs
Bes30IacCHOCTHM JieueHMs IIallMeHTa C pacCesaHHHM CKJIIePO30M, BKJIOUAIMINUN
MHQOPMMPOBAaHME TIallMeHTa C pPaCCedHHBEIM CKJIEepPO30M, KOTOPOTO JedarT
bapMalleBTHUUECKOM KOMIIOBULIMEN, B OCHOBHOM cocToAmen n3
ouMeTuIdyMapaTa M/MIM MOHOMeTHJIdyMapaTa, O TOM, UTO Y IallMeHTa,
KOTOPHEM IMoJyuaJl IUMMeTuJIdyMapaT, BO3HMKJIA IIMII.

[00175] B 1naHHOM M300peTeHMM IMPEenOJIOXeH CIoco0 YJIydlleHUS
Bes30IacHOCTH JieueHMs IIallMeHTa C pacCesaHHHM CKJIIepO30M, BKJIOUAIMINUNA
MHQOPMMPOBAaHMe TIallMeHTa C pPaCCedHHBEIM CKJIEPO30M, KOTOPOTO JedarT

bapmMalleBTHUUECKOMN KOMIIO 3ULIMEN, B OCHOBHOM cocTosAmen nus
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HMMeTMH@yMapaTa I/I/I/IJ'H/I MOHOMeTMHq_)yMapaTa, O BaAaXHOCTU o@pameHM,q K
Bpaudy IIalilMeHTa, e€eCJIM Yy IlallVMeHTa Pa3BMBaAKTCA Kakue—-Jimbo CUMIITOMEI,

cBupeTeNbLCTBRYMMe O ITIMII.

[00176] B 1DaHHOM M300peTeHUM I[IPeIOJIOXKEeH CIOoCoO JieueHUd
nanumeHTa C  pacCCedHHBIM  CKJIEPO30M, BKJIOU AU (a) BBeIOeHME
raumeHTy bymMapaTa, npuyem bymMapaT [pencraBideT cobom

oIVadxkuidyMapaT, MOHoalkuiIdyMapaT, KoMOMHaALIMI IMalkuiIdyMapaTa U
MOHOaJIKMJIbyMapaTa, IpOJIEKapPCTBO MOHOAaJIKMJIdyMapaTa,
OeVTepMpOBaHHYD QopMy JOOOTO M3 BHIIEIPUBEIEHHHX COeIMHEHUM, WJIu
bapMalleBTUUECKM MOIpHeMJIeEMyld COJIb, KJaTpaT, COJbBAaT, TayToMep WK
CTepeounu30Mep JdoTo ns BHINEIPUBEIEeHHBX coeIMHEeHUN, W
KoMOMHaLM JIOOBX BeMeCTB M3 BHIIENPMBEOEHHEX; U (b) BHIIOJIHEHUE
KJIVMHMYECKOTO aHaJM3a KPOBM, BKJIOUAKIEIO aHaJu3 4YMcia JUMMOOLUMTOB,
rmocJje 6 MecCSAleB [IOBTOPAKMETOCSH BBeIeHUSA yKasaHHOM
bapMalleBTHMUECKOM KOMIIO3ULMM YKal3aHHOMY MHalMeHTy ¥ Kaxohe 6-12
MeCSAILeR IIOCJIE BTOTO.

[00177] B 1DaHHOM M300peTeHMM TIIPeIJIOXKEeH CIOoCcoO JieueHUA
raluMeHTa c paccesaHHEM CKJIEPO30M, BKJIOY A0MMM (a) BBeIOeHMe

IIallleHTY @apMaLLeBTMLIeCKOIZ KOMIIO3MLINN, conepxamef/’{ beMapaT,' InIpruueM

byMapaT IOpencTaBJIAeT cobom muaJkuIdpyMapart, MOHOAaJIKMUJIdyMaparT,
KoMOMHalLMD IMaJKuIdyMapaTa M MOHOaJKMJIdyMapaTa, IpPOoJIEKapCTBO
MOHOAJIKMIIQyMapaTa, OenTepUpPOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPUBEIEHHHX COeOVMHEeHUM, WM KJaTpaT, CoJIbBaT, TayTOMep WK
CTEPEOU3BOMEP JI060T0 nus3 BHIIENIPUBE IS HHBIX coeIMHEeHUN, VI
KOMOMHaLMK© JIIOOEX BEOEeCTB M3 BHIIENPUMBEIEHHEX; C YCJIOBUEM, UTO
coJib (yMapaTa He IOPUCYTCTBYeT B OQapMalleBTUUECKOM KOMIIO3ULUM; U
(b) BHINOJHEHME KIMHMUECKOTO aHajlM3a KpPOBM, BKJIKUAKIEI'O aHaJMn3
umcyja  JUMMPOLMTOB, rmocJe 6 MecdlleB TIOBTOPAKIMETOCS BBeIeHUA
yKasaHHOM dapMalleBTMUECKOM  KOMIIO3MLUMM VYKa3aHHOMY IIallMeHTy U
Kaxnaele 6-12 MecsdlleB IIOCJIe 2TOTO.

[00178] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOCO0 JieueHUsd
nanumueHTa C pacCesHHBEM CKJIEPO30M, BKJIIOU AI0MMN (a) BBeIeHMe
naumMeHTy dapMalleBTHMUECKOM KOMIIO3ULMM, CcoIepxXamel o¢yMapaT; IpuueMm
byMapaT nOpencraBJageT coboM OuaJKuIIdyMapar, MOHOaJIKuUiIdymMaparT,
KOMOMHaLIWKD IMaJKuIdyMapaTa WM MOHOaJKuWJIdyMapaTa, IpPOoJIEKApPCTBO

MOHOAaNKuJIbymMapaTa, e TepUPOBaHHYIO bopmy JI000TO us
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BHIIEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,

KJlaTpatT, CcoJibBaT, TayToMEepP MJIn CTepeor3oMep JIIOOOTO ns
BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mjm KOMOMHAUMD  JIOOBIX BelleCTB ns
BHINEIIPVMBEIOEHHEX ; C YCJIOBMEM, dTo COJIb 9TMHPMHpO®YMapaTa He

IPpUCYTCTBYEeT B (QapMalleBTHMUeCKOM KOMIO3uIMK,; ¥ (b) BHIIOJHeHH e
KJIMHUUECKOTO aHaJiM3a KpPOBU, BKJIKUAKIETO aHallM3 uucia JMMOOLMTOB,
rocJe 6 MeCHIleR [IOBTOPAKIIETOCSH BBEeIEeHUA yKasaHHOM
bapMalleBTUUECKOM KOMIIO3UIIMM YKas3aHHOMY IMHalMeHTy M Kaxngee 6-12
MeCHdleB IIOCJIe BTOTO.

[00179] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHusd
nauueHTa C pacCesHHBIM CKJIEPO30M, BKJIIOY AU (a) BBeIOeHMe

IMallieHTy @apMaHeBTquCKOﬁ KOMIIO 3L, conepmameﬁ @yMapaT; InprnuemM

byMapaT npencTaBggeT coboM IOuaJgxkuiabymapar, MOHOaJIKuIbyMaparT,
KoMOMHaLMID IOMaJdkuiIdyMapaTa ¥  MOHOaJKMIdyMapaTa, IPOJIEKAPCTEO
MOHOaJIKMJIdyMapaTa, IeTepUpOBaHHYI bopmy JII0B00TO n3

BHIIENIPUBEOEHHHX COeIMHEeHUN, WIM (GapMalleBTUUEeCKM IpMeMIIeMyl COJib,
KJaTpar, CcoJIbBAT, TayToMep VI CTEepeousoMep JI0B0TO nu3
BHIIEIIPUBEIEHHEX COeIMHEHMM, WIM KoMOMHAaLM JIOOHX BEMeCcTB U3
BHIIEIIPUBEIEHHEX ; c YyCJIOBUEM, yTo KaJlblMeBasd COJIb
STUITrMIpodyMapaTa, MaTrHMeBas COJIb D2TUIAMIpodyMapaTa, LUMHKOBASA
CcoJIb  BITUATMIpodyMapaTa M MeOHas CoOJIb »TuiIruigpodyMapaTa He
IPUCYTCTBYIOT B (papMalleBTHUECKOM KOMIIO3ULIMM,; U (b) BHIIIOJIHEHUE
KJIMHUUECKOTO aHaJiM3a KPOBM, BKJIOUAKIETO aHaJlM3 uucia JMMPOLMTOB,
mocJye 6 MeCHdlleB [IOBTOPAKMETOCSH BBeIeHUSA yKa3aHHOM
bapMalleBTUUECKOM KOMIIO3UIMM YKa3aHHOMY MHalMeHTy U Kaxnwe 6-12
MecHdlleB IIOCJIE 3TOTO.

[00180] B maHHOM WM300peTeHUM IIPeIJIOXKEH CIOoCO0 JieueHUusd
naumMeHTa C paccCesgHHBEM CKJIEpPO30M, BKJIIOU AN (a) BBeIeHMe
nauveHTy QapMalleBTUUeCKOM KOMIIOBULMM, B OCHOBHOM COCTOAmEN U3
oIMMeTHUIGyMapaTa n/miam MOHOMeTMJIQyMapaTa; u (b) BEHITIOJIHEHME
KJIMHUUECKOTO aHaJlM3a KPOBUM, BKJIOUAKIETO aHaJM3 uYucia JMMPOIMTOB,
rmocye 6 MeCHIleBR [IOBTOPAKMETOCSH BRBeIeHUA yKa3aHHOM
bapMalleBTUUECKOM KOMIIO3UIIMM YyKas3aHHOMY HalMeHTy M Kaxnoe 6-12
MeCHdIlleB IIOCJIE 3TOTO.

[00181] B maHHOM M300peTeHUM IIPeIJIOXKEeH CIOoCO0 JieueHUd

IIalilMeHTa C pacCCeAdHHEM CRJIIEpO30M, BKJIIOUAMMM STalns (a) oo Hauvala
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JleueHus nmaluuveHTa bapMalleBTHUUECKOM KOMIIO 3ULIMeEM, comepxamemn
bymMapaT: (i) BHINOJHeHMe KIMHMUECKOTO aHaJM3a KPOBM, BKJILUAKIEIO
aHaJImusz uucia JuMooumMToB; M (il) ecaM YCTaHOBJIEHO, UTO UMCIIO
JIMMOOLIMTORB HaxXOOMTCSA 3a HMXHEeM TpaHMlIel HOpMaJlbHOTO IOMalla3oHa,
paccMoTpeHMre aJIb TepHaTUBHEIX IPUUMH  JIUMQOIIEeHUM U IIPUHYMAT
KOppeKTUpyKiMe Meph B 3aBUCUMOCTM OT VYVKa3aHHHX aJlbTepHaTUBHHX
OpUYMH,; U (b) BBelIeHMe TIallMeHTY VYKa3aHHOM OdapMalleBTUUeCKOM
KOMIIOBULIMM, OpuueM oQyMapaT OpelcTaBjgeT cobor IualkuiIdyMaparT,
MOHOaJIKMUJIdyMaparT, KOMOMHAaLIMIO OVaJIKuiipyMaparTa u
MOHOaJIKMJIbyMapaTa, [IpOJIEKapCTBO MOHoOaJIKMJIbyMapaTa,
OeVTepMpOBaHHYyD QopMy JOOOTO M3 BHIENPUBEIEHHHX COeIMHEHWM, WJIU
bapMalleBTUUECKU IIpMeMIIeMyl COJIb, KjlaTpaT, CoJibBaT, TayTOMep WK
CTEpeonu30Mep JI060T0 ns3 BHINENIPUBEIEHHBIX coenuHeHuM, W
KOMOMHaLM JIOOEX BeENEeCTB M3 BHIENIPUBEIEeHHHX .

[00182] B 1nmaHHOM M300peTeHMM TIIPeIOJIOXKEeH CIOoCoO JieueHUA

IIalyieHTa C PpacCCedHHBEIM CKJIIEpO30M, BRJIOUAKIMM (&) IIOBTOpAKIEEeCA

BBeIOeHue naumMeHTy bapmalleBTHUECKOMN KOMIIO 3ULIA, comepxamen
bymapaT; opuueM odyMapaT IOperncTaBJgeT coboM  mualkuiadpymapart,
MOHOAaJIKMUJIdyMaparT, KOMOMHAaLIMIO OMaJIKkuJipyMapaTa "
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAaJIKMIIpyMapaTa,

IeVTepUMpPOBaHHYyD (GopMy JOOTO M3 BHIIENPUBEIEHHHX COeIMHEeHUMN, WK
bapMalleBTUUECKM IIPUEMIIEMY COJIb, KJaTpaT, COJIbBAT, TayToOMep WK
CTepeonu30oMep JO0TOo nus BHIIEIPUBEIEHHEX coeIMHEeHUN, VIV
KOMOMHaLMD JIIOOHX BeMeCTB M3 BHIIENPUBEOEHHHX; ¥ (b) BHIIOJHeHUE
KJIVH/UYECKOTO aHajiM3a KPOBM, BKJIOUAKIEIO aHaju3 4uucia JUMOOLUMTOB,
KaxOee 3 MecHdla I[IoCJle Haudajla JedeHMa yKaz3aHHOI'O IalMeHTa
YKa3aHHOM dapMalleBTUUEeCKOW KOMIIO3UIIMEN .

[00183] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOoCO0 JieueHUsd
nauyveHTa C paccCedHHBIM CKJIEpO30M, BRJIOU AN (a) BBEelleHUE
naurMeHTy OGapMalleBTUMUeCKOM KOMIIO3MUMM, CcomepXamel oéyMapaT; IIpUUeM
byMapaT nOpencTaBJageT coboM OuaJKUIIdyMapar, MOHOaJIKMUIIdyMaparT,
KOMOMHaALUMD OUalkuiIdyMapaTa WM MOHoallkuidyMapaTa, [IpPOJIEKAPCTEO
MOHOAaJIKMJIQyMapara, IeVTepUpPOBaHHY bopmy JIO0TO ns
BHINEIPUBEIEHHHX COeIVMHEeHUM, WM O¢apMalleBTUUeCKM IpueMJIeMyl COJib,
KJjarparT, coJibBaT, TayToOMEpP W CTepeounu30Mep JIOO0TO ns

BHINEIIPVMBE OEHHEIX cO e,JII/IHeHI/HZ, mJin KOMOMHALIMD JIFOOBIX BelleCTB nus
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BHIIEIPUBENEHHEX; W (b) TmaTesbHOe HaOOIeHMe 3a [alMeHTOM C
ekl  OOHapyXeHMSa IIPU3HAKOB WM CHMIITOMOB TIIOSABJIEHMSA  HOBOTO
HEBPOJIOTUUECKOTO HapyluleHusd, ecmn N naumMeHTa HabJmonaeTcs
JIMMOOIIeHM A II0CJIe BBeIOeHMA yKa3aHHOM GapMalleBTUUeCKOWM KOMIIO3ZULIUM.

[00184] B 1naHHOM M300peTeHMM IMPEemOJIOXEeH CIOC0O0 YJIydlleHUs
Bes0IacCHOCTM JieueHMA IIallMeHTa C pacCesSHHHM CKJIepO30M, BKJIOUAIMINUN
HaOJogeHe 3a IIallMeEHTOM C PacCCesHHBIM CKJIEPO30M, KOTOPOI'O JedarT
bapMalleBTUUECKOM KOMIIO3MLMEN, cCcoIepXamel oyMapaT, M Y KOTOPOTO
HabonaeTcsda JIMMOOIIeHMA, C LeJIblo ODHAPYXUTL IIPUSHAKU WM CUMITOME
[IOABJIEHMS HOBOT'O HEBPOJIOIMUECKOT'O HapylleHud; I[OIpuuyeM odpyMapar
OpencraBJgeT cobo¥ IMalkuiIdyMapaT, MOHOaJKuIbyMapaT, KOMOMHALIMIO
oralkuidyMapaTa n MOHOaJIKMJIbyMapaTa, [IpoJIeKapCTBO
MOHoOaJIKuJibyMapaTa, IeTepUpPOBaHHYI bopmy JI0B0T0 nus3
BHIIENIPUBEOEHHHX COeIMHEeHUNM, WIM (apMalleBTUUEeCKM IpMeMIIeMyl COJIb,
KJaTparT, CcoJIbBAaT, TayToMepP VI CTEepeousoMep JI0B0T0 nus3
BHIIETIPUBEOEHHHX COeIMHEeHMuM, WJIM KoMOMHalMI JIOOHX BemMecTB U3
BHIIENIPUBEEHHHX .

[00185] B gnmaHHOM WU300peTeHMM MOpenJioXeH CIoco® JeueHUA
paccesdgHHOTO CKJIepo3a Yy IallMeHTa, KOTOporo JiedyaT C  I[IOMOWBLI

Tepalln1, U3MEeHdIe TeueHUe pacCcedHHOI'O CKJIepO3a, OTJIMYUHOW OT

IpVMeHeH s  bapMalleBTUUEeCKOM  KOMIIO3ULNUM, comepxame  dymMaparT;
opryueM byMaparT IpencraBjigeT cobomn ouMaaxkuiabymMaparT,
MOHOaJIKMUJIdyMaparT, KOMOMHAaLIMIO OMaJIKujipyMapaTa "
MOHOaJIKMJIQyMapaTa, [IPOJIEKAPCTBO MOHOAaJIKMJIQyMapaTa,

IeMTepMpoBaHHyD ¢opMy JIOOOTO M3 BHIENPWBEIEHHBX COeOVMHEHWM, WX
bapMalleBTUUECKNY MIpMeMJIEMyI COJIb, KJIaTpaT, COJLBAT, TayToMep WIu
CTepeonu30Mep JdoTo us3 BHEITEITPUB e Ie HHEIX coeMHeHUM, VI
KoOMOMHAIIMID JIOBBEIX BEMeCTB W3 BHIENPWBEIeHHBX; IIPpYM S2TOM YKa3aHHBM
crioco® BRIOUaeT CJAenylmye CcTaluM B 2 YyCTAaHOBJIEHHOM IopAnke: (a)
IpekpameHrye IMIpUMeHeHMd YKal3aHHOW Tepaluyu, UW3MeHAmeY TedeHUe
paccesHHOTO CKJIepo3a, VY yka3aHHoOTOo mnalueHTa; (b) paccMoTpeHMre
nepuona IMOJYOeMCTBMA M pexuMa OeMCcTBMSA YKal3aHHOWM  Tepaluwu,
V3MEeHANEeY  TeueHMe  pacCesgHHOTO  CKJIepo3a, ojag  ToTo, UTOBH
YCTPaHUTE AOOVTUBHEN  MMMYHHEN  2bbekT ¥n B TO Xe  Bpewmd
MYHVMM3UPOBATL PUCK BO300HOBJEeHMS 3abojieBaHud; U (C) BBeIeHUe

bapMalleBTHUECKOM KOMIIO3MLMM, COIepXamer dyMapaT, IIalMeHTV.
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[00186] B 1naHHOM M300peTeHUM IIPeIJIOXEeH CIIOoCOoO JieueHUd
paccedHHOTO CKJIepo3a y INalMeHTa, KOTOPOTO JieuaT MHTEePOepPOHOM WM
JlaTupaMepa alleTaToM, IIpMUeM yKas3aHHHBM CHoCo0 BKJIKUAET STallkl, B

KOTOPHIX (a) IIpekpalleHMe BBeIeHMS MHTepdepoHa WMIM IJlaTHUpamepa

alerarTa nalumueHTy ; n (b) HEIIOCPEOCTBEHHO  IIOCJIE YKa3aHHOTO
npeKpalleHn s HadaJlo BBeIeHUSA nauueHTy bapMalleBTUUECKOM
KOMIIO 3ULIUN, comepxamer o¢yMapaT; OpuueM odoyMapaT TIIpencTaBJsgeT
cobon ouaJgxkuidymMaparT, MOHOaJIKMUJIpymMaparT, KOMOMHALINMII
oraJkuiIbdyMapaTa n MOHOaJIKMJIdyMaparTa, IpOoJIEKapCTBO
MOHOaJIKMJIbyMapaTa, OeTeppOBaHHYIO dbopmy JI0B0TO nu3

BHIIEIIPVMBE OEHHEBIX COGHMHeHMﬁ, jZnNZ @apMaHeBTquCKM InprneMiieMyn CoOJib,
KJaTparT, coJibBaT, TayTOMED WJIn CTEepeou30MEep JodoTo nus
BHIIENIPUBEOEHHHX COeIMHEeHMUM, WJIM KoMOMHalM JIOOHX BemecTB U3
BHIIENIPUBEEHHHX .

[00187] B 1nmaHHOM M300peTeHMM IIPeIOJIOXKEeH CIOoCoO JieueHUA
mauyeHTa C  PacCCefdHHHEM  CKJIEpPO30M, BRJIIOY AU (a) BBeIeHUe

IIallMIeEHTY @apMaHeBTquCKOﬁ KoMIIosmumnm, conepxameﬁ @yMapaT; InmprnyeM

bymapaT npexncrapBigeT cob®oM OuankuiabymapaT, —MOHOaJKMIbyMapart,
KOMOMHALMIO IOMaJKuiIdyMapaTa M MOHOaJKmWiIbdyMapaTa, [IpOJIeKapCTBO
MOHOAaJIKMUJIbyMapaTa, e TepPUPOBaHHYIO bopmy J000TO us

BHIIEIIPVMB e OEeHHEIX COGHMHGHM%, mJin @apMaHeBTquCKM InpruemMyieMyrn COJIb,

KJIlaTpaT, coJibeaT, TayToMep MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMBEOEHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHINEIIPMBEIOEHHEX ; (b) oo HadaJla BBeIIcHNA INIalMeHTy

bapMalleBTHMUECKOM KOMIIO3UMLMM, CoIepxXamel obyMapaT, U IepUoOuuecKU
B TeUeHMe JIeUeHMS YKa3aHHOTO IallMeHTa yKa3aHHOM GdapMalleBTUUYeCKOU
KOMIIO3ULIMEN, coOepxamely ¢yMapaT, I[IPOBeleHMe aHajiM3a KPOBU IJd
OolpeleJyleHMs UMCJa JEeMKOUMTOB Yy IaluMeHTa; M (C) pacCMOTPeHUe
BO3MOXHOCTH IpeKpalleH YKa3aHHOTO JleueHus yKa3aHHOMU
bapmalleBTHUUECKOM KOMIIO3ULIMEN, coepxamen dymapar, ecymn
KOJIMUECTBO JIEMKOILMTOBR yYMEHBIIAeTCS B TeUueHMe yKas3aHHOTO JIeUueHUd.
[00188] B 1naHHOM M300peTeHUM IIPeIJIOXKEeH CIOoCoO JieueHUsd
IalMeHTa C pacCCesHHEM CKJIEPO30M, BKJIOUAKIMI DTalb (a) Do Haudaja
JleueHmsa rnauyveHTa bapMalleBTHUUECKOM KOMIIO3ULIMEN, coIepXxamen
bymapaT: (1) BHIOJIHEHME KIMHMUECKOTO aHajln3a KPOBM, BKJIKUAKIETO

a”HaJau3 uuciaa JUMOOLIUTOB; "u (ii) eCJin YCTaHOBJIEHO, gTo  YMCIIO
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JIMMOOLIMTOB HaAXOOMTCSA 3a HMXHEeM TpaHMlIel HOpMaJlbHOTO IOMalla3oHa,
paccMoTpeHre aJIb TepHaTUBHEIX OpuurH  JUMOONIeHUN U IPUHYMAT
KOppeKTUpyKMe Meph B 3aBUCUMOCTM OT VYVKa3aHHHX aJlbTepHaTUBHHX
OPpUYMH,; U (b) BBeleHMe TIallMeHTY VYKa3aHHOM OdapMalleBTUUeCKOM
KOMIIOBULIMM, OpuueM oQyMapaT OpelcTaBjgeT cobol IualkuiIdyMaparT,
MOHOaJIKuUJIdyMaparT, KOMOMHaLMIO OVaJIKuJIpyMapaTa u
MOHOaJIKMJIdyMapaTa, [IpOJIEKaApPCTBO MOHOaJIKMJIyMapaTa,
OeTeprMpOoBaHHYD OQopMy JOOOTO M3 BHIENPUBEIEHHHX COeIMHEHUM, WJIu
KJaTparT, COJIBBRAT, TayTOMEP VI CTEPEOU3OMED JII0B0T0 n3
BHIIENIPUBEIEHHHX COeIMHEHNM, WM KOoMOMHaLM JIOOHX BEMeCcTB U3
BHIIENIPUBEINEHHHX; C YCJIOBMEM, UTO COJIb dyMapaTa He IIPUCYTCTBYET B
bapMalleBTUUYECKOM KOMIIOBULIUNA .

[00189] B npaHHOM M300pPeTeHUM [IPeOJIOKeH CIOoCOoD JIeueHUd

ITalgieHTa C PpaCCedHHBEIM CKJIIEpO30M, BRJIOUAKIMM (&) IIOBTOpAKIEeEeCA

BBeOeHue naumMeHTy bapmalleBTHUECKOMN KOMIIO 3ULIUHA, comepxamen
bymaparT; npuueM dyMapaT IOpelcTaBJsgeT cobo¥u  IauajJkuiadymapart,
MOHOaJIKUIIbyMaparT, KOMOMHALIMIO ouaJxkuiIdyMapaTa u
MOHOaJIKMJIbyMapaTa, [IpOJIEKAPCTBO MOHOAaJIKMJIQyMapaTa,

OelTepPUpOBaHHYD QopMy JH0OOTO M3 BHIIEIPUBEIEHHHX COeIMHEHUM, WJIU
KJaTpar, coJIbBAT, TayToOMEP WU CTepeou30Mep JIIO00TO ns
BHIIEIIPUBENEHHEX COeIMHEeHMM, WIM KoMOMHAaLM JIODHX BEMeCcTB U3
BHIIENIPUBEOEHHHEX,; C YCJOBMEM, UTO COJIb QyMapaTa He NIPUCYTCTBYET B
bapMalleBTUUECKOM  KOMIIO3ULIUA ; u (b) BEIIIOJIHEHME  KJIMHMUECKOTO
aHaJM3a KPOBM, BKJIOUAKIMETO aHaJlM3 uYKucja JUMMOOLIMTOR, KaxXIwe 3
Mecslla IocJie Hauvajla JeueHMa yKal3aHHOTO IalMeHTa YKa3aHHOM
bapMalleBTUMUECKOM KOMIIO3ULMEN .

[00190] B maHHOM WM300peTeHUM IIPeIJIOXKEH CIOoCO0 JieueHUusd
naumMeHTa C paccCesgHHBEM CKJIEpPO30M, BKJIIOU AN (a) BBeIeHMe
naumveHTy dapMalleBTMUECKOM KOMIIOZULMM, CcoIepxXamel ¢yMapaT; IpuueM
byMapaT nOpencTaBJgeT coboM OuaJKuIIdyMapar, MOHOaJIKMUIIdyMaparT,
KOMOMHaIMKD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPoJIEKApPCTBO
MOHOAJIKMUJIQyMapaTa, IelTeprpOBaHHYIO dbopmy JIOO0TO ns
BHINIEIIPUBEIEHHHX COeOVMHEeHUM, WIXM KJaTpaT, CoJbBaT, TayTOMep WM
CTepeon30Mep JI60T0 n3 BHIIENIPUBEIEHHBIX coeIMHEeHUN, VI
KOMOMHAaLMWK JIIOEX BEOECTB M3 BHIIENPUMBEIEHHEX; C YCJIOBUEM, UTO

coJib dyMapaTa He IIPHMCYTCTBYEeT B (apMaleBTUUYECKOM KOMIIOBMLIUM; U
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(b) mTmaTenpHOe HabJoIeHMe 3a I[IalMeHTOM C LeJblo OOHapyXeHUS
IPU3HaAKOB W CUMIITOMOB [IOABJIEHUSA HOBOTO HEBPOJIOTUUECKOTO
HapylleHUd, €CIM y IalueHTa HabomaeTcd JIMMOOIIEHMS I[I0CJIe BBeIeHUA
yKasaHHOM dapMalleBTUUECKOM KOMIIO3UIINNA .

[00191] B 1aHHOM M300peTeHMM I[PEemOJIOXeH CIOoC0O0 YJIydlleHUs
Bes0IacCHOCTM JieueHMA IIallMeHTa C pacCesSHHHM CKJIepO30M, BKJIOUAIMINUN
HaOJogeHe 3a IIallMeEHTOM C PacCCesHHBIM CKJIEPO30M, KOTOPOI'O JedarT
bapMalleBTUUECKOM KOMIIO3MLMEN, cCcoIepXamel oyMapaT, M Y KOTOPOTO
HabogaeTcsa JMMQOIIEHUMS, C LeJbl ODHAPYXUTH IPU3HAKM WMJIM CUMIITOME
IIOABJIEHMA HOBOTO HEBPOJIOTMUECKOTO HapyleHud; OpuueM odyMapar
OpencraBJgeT cobo¥ IMalkuiIdyMapaT, MOHOaJKuIbyMapaT, KOMOMHALIMIO
oralkuidyMapaTa n MOHOaJIKMJIbyMapaTa, [IpoJIeKapCTBO
MOHoOaJIKuJibyMapaTa, IeTepUpPOBaHHYI bopmy JI0B0T0 nus3
BHIIENIPUBEIEHHHX COeOVMHeHUM, WIM KJjaTpaT, CoJbBaT, TayToMep WK
CTEepeonu30Mep JI060T0 ns3 BHIIENIPUBEIEHHEX coeIMHEeHUN, VI
KOMOMHaLMI JIOOBIX BEMEeCTB M3 BHIIENPMBEOEHHEX; C YCJIOBMEM, UYTO
CoJIb dyMapaTa He IPUCYTCTBYeT B dapMalleBTUUeCKOM KOMIIOSBUIIUA.

[00192] B gnmaHHOM WU300peTeHMM MOpenJioXeH CcHoco® JeueHUA
paccesdgHHOTO CKJIepo3a Yy IallMeHTa, KOTOporo JiedyaT C  I[IOMOWBLI

Tepalln1, U3MEeHdIe TeueHUe pacCcedHHOI'O CKJIepO3a, OTJIMYUHOW OT

IpVMeHeH s  bapMalleBTUUEeCKOM  KOMIIO3ULNUM, comepxame  dymMaparT;
opryueM byMaparT IpencraBjigeT cobomn ouMaaxkuiabymMaparT,
MOHOaJIKMUJIdyMaparT, KOMOMHAaLIMIO OMaJIKujipyMapaTa "
MOHOaJIKMJIQyMapaTa, [IPOJIEKAPCTBO MOHOAaJIKMJIQyMapaTa,

OeTepUpPOBaHHYD (QopMy JIOOOTO M3 BHIIENIPUBEIEHHHX COeIMHEHMUM, WU
KJaTpar, CoJILBAT, TayToOMep VI CTepeomn30Mep JI060TO ns
BHIIEIIPUBEOEHHEX COeIMHEeHMM, WM KoMOMHALMI JIOOHX BemeCcTB U3
BHIIENIPUBEOEHHHX; C YCJOBMEM, UYTO COJIb (dyMapaTa He OPUCYTCTBYET B

@apMaHeBTquCKOﬁ KOMIIO3MIVNM,; IIpVYM 3STOM yKaBaHHHﬁ criocod BRIKOUaET

cilenyromre CTalnm B YCTAaHOBJIEHHOM HOpHHKe!(a) IIpeKpallieHre
IIPVMMEHEHNM A yKaSaHHOﬁ Tepalrin1, V3MeHgIen TedUeHNre PacCcedHHOTI'O
CKRJIepO3a, Y YKasaHHOTIO ITalilMeHTa, (b) PacCMOTpEeHNKeE Ieprona

IIOJIYOeVCTBMA M pPeXyMa »OeMCTBUMA YyKas3aHHOM TepaluMu, MW3MeHAwnlen
TeueHue paccedHHOTO CKJIepo3a, oJisa TOTO, yTOOLI YCTPaHUTb
AOOUTUBHEM MMMYHHEM 200eKT M B TO Xe BpeMsa MUHMMM3MPOBATL PUCK

BO30OOHOBJIeHMA  3aboJiIeBaHUA; n (c) BBeleHMe (dapMalleBTUUECKOM
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KOMIIO3ULINYM, CcoIepXalel dyMapaT, NalMeHTY.

[00193] B 1naHHOM M300peTeHUM I[IPeIJIOXKEeH CIOoCoO JieueHUd
paccedHHOTO CKJIepo3a y NalMeHTa, KOTOPOTO JieuaT MHTEPOEepPOHOM WM
JlaTupaMepa alleTaToM, IIpMUeM yKas3aHHBM CHOoCo0 BKJKUAET STallb, B

KOTOPHX (a) IIpekKkpaleHMe BBeleHMS MHTepdepoHa WM IJlaTUpamepa

alerarTa naluueHTy ; n (b) HEIIOCPEOCTBEHHO  IIOCJIE YKa3aHHOTO
npekKpalleHn s HadaJlo BBeIeHUs nauueHTy bapMalleBTUUECKOM
KOMIIO 3NN, comepxamen o¢yMapaT; OpuueM odoyMapaT TIIpencTaBJsgeT
cobon ouaJgxkuiIdymMaparT, MOHOaJIKuUJIpymMaparT, KOMOMHALIMII
oraJkuiIdyMapaTa n MOHOaJIKMJIdpyMaparTa, IpoJIeEKapCTBO
MOHoOaJIKMJIbyMapaTa, OelTeppOBaHHYIO dbopmy JI0B0T0 nus3

BHIIEIIPVMBE OEHHEBIX COGHMHGHMVI, i rJjlaTpatT, CcoJiEBaT, TayToMep WM
CTEepeou30Mep JI0BO0T O nus BHINENIPUBEIEHHBIX coenuHeHuM, W
KOMOMHaLM JIIOOBIX BEMEeCTB M3 BHIIENIPMBEOEHHEX; C YCJIOBMEM, UYTO
CoJIb dyMapaTa He IPUCYTCTBYEeT B dapMalleBTUUeCKOM KOMIIOBUIIUN.
[00194] B 1maHHOM M300peTeHMM IIPenJIOXKEeH CIHOoCcoO JieueHUA
mauyeHTa C  PacCCefdHHEM  CKJIEPO30M, BKJIIOY a0 (a) BBeIeHUe

naureHTy (QapMalleBTUUeCKOM KOMIIO3ULNM, CcolepXamel oyMapaT; IpUueM

dpyMapaT IOpencTaBJIAeT cobom muaJkuIdpyMapart, MOHOAaJIKMUJIdyMaparT,
KoMOMHalLMD IMaJKuIdyMapaTa M MOHOaJKMJIdyMapaTa, IpPOoJIEKapCTBO
MOHOAJIKMIIQyMapaTa, OenTepUpPOBaHHYIO dbopmy JIIOBOTO nu3

BHIIEIIPUBEIEHHEX COeOMHEeHUM, WM KJaTpaT, CoJIbBaT, TayTOMep WK
cTepeou3oMep JIoBOoTOo us BHIMEIIPUBEIeHHEX coeIMHEeHUN, W
KoMOMHAaLIMIO JIOOHIX BEMEeCTB M3 BHIIENPMBEOEHHBEX; C YCJIOBUMEeM, UTO
coJib (yMapaTa He IOIPUCYTCTBYeT B OQapMalleBTUUECKOM KOMIIO3ULUM; U
(b) @mo HauvaJla BBeleHMS IIallMeHTy ¢apMalleBTUUeCKOW KOMIIO3ULUA,
comepxamer o¢ymMapaT, U IIepUOOMUYEeCKM B TeueHMe JeUueHMsS YyKas3aHHOTO
naluMeHTa  yKasaHHOM  dapMalleBTUMUECKOM  KOMIIO3MIIMeN, comepxamemn
bymapar, IpoBeleHUe aHaJms3a KPOBU oJis omnpenejyieHUA umca
JIEVMKOLIMTOB Yy nmaumveHTa; u (c) paccMoTpeHue BO3MOXHOCTHU
IpeKpaleHns yKasaHHOTO JleueHUs yKasaHHOM bapMalleBTUUECKOM
KOMIIO 3ULIMEN, comepxame ¢yMapaT, eCcaIM KOJMUEeCTBO JIeMKOUUTOB
YMeHbIIaeTCsa B TeueHMe YKa3aHHOTO JIeueHUHd.

[00195] B o1naHHOM M300peTeHUM I[IPeIJIOXKEeH CIOoCoO JieueHUsd
malMeHTa C pacCedHHHM CKJIepO30M, BRJOUAMMM 2Tale (a) OO HauaJja

JleueHns naumMeHTa bapMalleBTHUUECKOMN KOMIIO 3UINEMN, coIepxamen
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bymMapaT: (1) BHINOJHeHMe KIMHMUECKOTO aHaJM3a KPOBM, BKJINUAKIEIO
aHaJIMsz uucja JuMooumMToB; M (il) ecaM YCTaHOBJIEHO, UTO UMCIO
JIMMOOLIMTOB HaAXOOMTCSA 3a HMXHEeM TpaHMulIel HOpMaJlbHOTO IOMualla3oHa,
paccMoTpeHre aJIb TepHaTUBHEIX OpuurH  JUMOONeHUr U IIPUHYMAT
KOppeKTUpyKMe Meph B 3aBUCUMOCTM OT VYVKa3aHHHX aJlbTepHAaTUBHHX
OPpUYVH,; U (b) BBeleHMe TIallMeHTY VYKa3aHHOM OfapMalleBTUUEeCKOM
KOMIIOBULIMM, OpuuyeM oQyMapaT OpelcTaBjgeT cobor IualkuiIdyMaparT,
MOHOaJIKuUJIdymMaparT, KOMOMHAaLIMIO OVaJIkKuiipyMapaTa u
MOHOaJIKMJIbyMapaTa, [IpOJIEKaApPCTBO MOHOaJIKMJIbyMapaTa,
OeTepMpOBaHHYD GopMy JOOOTO M3 BHIIENIPUBEIEHHHX COeIMHEHUM, WJIU
bapMalleBTUUECKU IIpMeMIIeMyld COJIb, KJjlaTpaT, CoOJIbBaT, TayTOMep WK
CTEpEeonu30MepP JI060T0 ns3 BHINENIPUBEIEeHHBX CoOeIMHEHUN, W
KOoMOMHaLM JIIOOBIX BEMEeCTB M3 BHIIENIPMBEOEHHEX; C YCJIOBMEM, UYTO
COJIb STUITUIPpOOYMapaTa He NIPUCYTCTBYET B bapmalleBTHUUECKOM
KOMIIO3ULIUNA .

[00196] B 1nmaHHOM M300peTeHMM IIPenJIOXKEeH CIHOoCcoO JieueHUA

ITalieHTa C PpacCCedHHBEIM CKJIIEpO30M, BRJIOUAKIMM (&) IIOBTOpAKIEECA

BBeIeHUE naumMeHTy bapMalleBTHUUECKOM KOMIIO 3ULIUM, comepxamen
bymapaT; opuueM odyMapaT IOpelcTaBJgeT coboM  IOualkuiIdymapart,
MOHOaJIKMUJIdyMaparT, KOMOMHAaLIMIO OMaJIkuJipyMapaTa "
MOHOAJIKMIIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,

OeTepUpPOBaHHyD (QopMy JIOOOTO M3 BHIIENIPUBEIEHHHX COeIMHEeHMUM, WU
bapMalleBTUUECKY MIpUMEeMJIEMYI COJIb, KJIaTpaT, COJIBBAT, TayToMep WIu
CTEepeon30Mep JdoTo us BHIIEIIPUB € e HHEX CoenVHeHu, NI
KOMOMHALIMIO JIOOHX BEMEeCTB M3 BHIEIPUBEOEHHHX; C YCJIOBMEM, UYTO
COJIb sTUITHIpodyMapaTa He - IOIPUCYTCTBYeT B  dapMalleBTHUUECKOM
KOMIIO 3ULINK ; u (b) BHIIOJIHEHME  KJIMHMYUECKOTO  aHajM3a KpOBU,
BKJIOUAKMETO aHaJlM3 uuciaa JMMOOUMTOB, Kaxigwe 3 Mecsala IIoCie

HaudaJla JIeUeHMAd YKa3aHHOI'O IIlallMMeHTa YKaBaHHOﬁ @apMaHeBTquCKOﬁ

KOMIIO 3ULIMEN .
[00197] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOCO0 JieueHUsd
rnaluMeHTa o} pacceaHHBEM CKJIEPO30M, BKJIIOU a0 (a) BBeIeHMe

naumMeHTy dapMalleBTHMUECKOM KOMIIO3ULMM, CcoIepxXamel o¢yMapaT; IpuueMm
byMapaT IOpelcTaBJISAeT cobor ImuaJIKuIdyMmaparT, MOHOaJIKuUiIdymMaparT,
KOMOMHaLIWKD IMaJKuIdyMapaTa WM MOHOaJKuWJIdyMapaTa, IpPOoJIEKApPCTBO

MOHOAaNKuJIbymMapaTa, e TepUPOBaHHYIO bopmy JI000TO us
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BHIIEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,

KJlaTpatT, CcoJibBaT, TayToMEepP MJIn CTepeor3oMep JIIOOOTO ns
BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mjm KOMOMHAUMD  JIOOBIX BelleCTB ns
BHINEIIPVMBEIOEHHEX ; C YCJIOBMEM, dTo COJIb 9TMHPMHpO®YMapaTa He

IPpUCYTCTBYEeT B (QapMalleBTHMUeCKOM KOMMIo3ulIuu,; u (b)) TmaTesbHOe
HabJogeHMe 3a HalMeHTOM C LeJibl ofOHapyXeHMS I[IPM3HAKOB WJINU
CUMIITOMOB IIOSBJIEHMS HOBOTO HEBPOJIOTMUECKOTO HapylleHud, ecCJau VY
ralmMeHTa HabIooaeTCcsda JINMOOTIEHM A rocJe BBEeIOEHUI YyKa3aHHOM
bapMalleBTUUYECKOM KOMIIOBULIUNA .

[00198] B 1aHHOM M300peTeHMM IIPemdJIOXKeH CIOoC00 YJIIyulleHMs
0es0IacCHOCTM JIeUueHMA IIallMeHTa C pacCesSHHHM CKJIEPO30M, BKJIOUAIMININ
HaOJogeHMe 3a IIallMeEHTOM C pacCesgHHHM CKJIEPO30M, KOTOPOTO Jeuar
bapMalleBTHUECKOM KOMIIO3UIIMEN, comepxamel dyMapaT, U Y KOTOPOTO
HabogaeTcsa JIMMQOIIEHMS, C LEJbl ODHAPYXUTH OPU3HAKM WM CUMIITOME
[IOABJIEHMSA HOBOTO HEBPOJIOTMUECKOTO HapylleHud; OpudeM odoyMapar
npencrTaBjsgeT cobor OuaJdkuiIdyMapaT, MoOHoaJkuiIbyMapaT, KOMOMHAIIMIO
oVaJKuiIdyMapaTa n MOHOaJIKMJIdyMapaTa, [IPOJIEKAPCTEO
MOHOAaJIKMIIpyMapaTa, oenTepUpPOBaHHYIO dopmy JIIOBOTO nus3

BHIIEIIPVMB e OEeHHEBIX COGHMHGHMﬁ, nJin @apMaHeBTquCKM InprueMiieMyrn COJIb,

KJIaTpatT, coJibeaT, TayToMep MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMB e OEeHHEIX COGHMHGHM%, i KOMOMHALMK  JIOOBIX BellleCTB nus
BHIIECIIPMBEIOEHHEX ; C YCJIOBMEM, uTo COJIb 9TMHPMEpO®YMapaTa He

OIPpUCYTCTBYEeT B dapMaleBTHUUECKOM KOMIIO UM .

[00199] B @maHHOM M300peTeHUM IIPedJIOXKEeH CIOoCO0 JieueHUusd
paccedHHOTO CKJIepo3a Yy TIallMeHTa, KOTOoporo JieyaT C  I[IOMOWBI0
TepaluM, MW3IMeHAKNIelM TeueHMe PacCesHHOTO CKJepo3a, OTJIMYHOM OT

IpuMeHeHrs  dapMalleBTUUYEeCKOM  KOMIIO3UIIUH, comepxamel  bymMapart;

IpryueM byMaparT IpencraBjigeT cobom oMajxkuiIdymMaparT,
MOHOaJIKUIIdyMaparT, KOMOMHaLMIO OVaJIKuJIpyMapaTa "
MOHOaJIKMJIQyMapara, [IPOJIEKAPCTBO MOHOAaJIKMJIQyMaparTa,

OeTepUPOBaHHYD (QopMy JIOOTO M3 BHIEIPUBEIEHHHX COeIMHEHMUM, WU
bapMalleBTUUYECKNY MIpUEeMJIEMYID COJIb, KJIaTpaT, COJLBAT, TayToMep WIu
CTEepPeon30MeEp JdoTo us3 BHINEIIPUB € deHHEIX COoenOVHEeHN, NI
KOMOMHALIMIO JIOOBX BEMEeCTB M3 BHIEIPUBEOEHHHX; C YCJIOBMEM, UYTO
COoJIb sTUITMOpodyMapaTa He - IOPUCYTCTBYeT B  dapMalleBTHUUECKOM

KOMIIO3MIIMKM, TIIPM 3STOM yKaBaHHHﬁ crioco® BKJKUaAeT Clenyoiue CcTaluu
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B YCTaHOBJIEHHOM Iop4gOkKe: (a) IpekpalleHre IIpMMEeHeHMS YKa3aHHOM
TepaluM, W3MeHdIel TeueHMe pPacCcesaHHOTO CKJIepo3a, VYV YKas3aHHOTO
naumveHTa; (b) pPaccMOTpeHMe  TIepMuoba IOJIYIeMCTBUSA U peXxmuMa
OeicTBUA yKal3aHHOM  Tepaluu, M3MeHdK e  TeueHMe  pPacCcesaHHOTO
CKJIepOo3a, IJA TOTo, UYTOOH YCTPaHUTL AaIOWTUBHHM MMMYHHHM 20dexT U
B TO X& BpPeMsI MMHMMM3VPOBATE PUCK BO30OHOBJIeHMS 3aboJIeBaHUL;, WU
(c) BBemeHMe OQapMalleBTUUECKOM KOMIIO3UIIMM, CcoIepxXamer o¢yMaparT,
naluueHTy .

[00200] B 1naHHOM M300peTeHUM I[IPeIOJIOXKEeH CIOoCOoO JieueHUA
paccedHHOTO CKJIepo3a Yy allMeHTa, KOTOpOoI'o JedaT MHTepdepOHOM WMJIM
TJlaTUpaMepa alleTaToM, I[IPpMUYeM YKa3aHHHM CHoCco0 BKJIOYAET STalb, B

KOTOPHEIX (a) IIpekpalleHMe BBeleHMS MHTepbepoHa MM IJlaTHUpamepa

aueTaTa IOalMeHTy; u (b) HelIoCpeOCTBEHHO I[IOCJIe  YyKas3aHHOTO
IpeKpaleHns HayvaJlo BBEeIOeHUS naumMeHTy bapmalleBTHUUECKOM
KOMIIO 3ULIH, comepxamey dymapaT; OpuueM odyMapaT [OIpencTaBjigeT
cobon ouanxkuiabyMaparT, MOHOaJIKMIIGyMaparT, KOMOMHAaLIMIO
oVaJKuiIdyMapaTa n MOHOaJIKMJIdyMapaTa, [IPOJIEKAPCTEO
MOHOAaJIKMIIpyMapaTa, oenTepUpPOBaHHYIO dopmy JIIOBOTO nus3

BHIIEIIPVMB e OEeHHEBIX COGHMHGHMﬁ, nJin @apMaHeBTquCKM InprueMiieMyrn COJIb,

KJIaTpatT, coJibeaT, TayToMep MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMB e OEeHHEIX COGHMHGHM%, i KOMOMHALMK  JIOOBIX BellleCTB nus
BHIIECIIPMBEIOEHHEX ; C YCJIOBMEM, uTo COJIb 9TMHPMEpO®YMapaTa He

IPUCYTCTBYET B dapMalleBTUMUeCKOM KOMIIO3ZUIIUN.
[00201] B o1maHHOM M300peTeHMM IIPeIJIOXKEH CIOoCcoO JieueHUsd
mauMeHTa C  pacCCedgHHHM  CKJIEPO30M, BKJIIOY AN (a) BBeIeHUe

IIallIeHTY @apMaHeBTquCKOﬁ KOMIIO 3LV, conepmameﬁ @ymapaT; InpruuyeM

byMapaT IOpelcTaBJISAeT cobom mualkuiIdpyMapart, MOHOaJIKMUIIdyMaparT,
KOMOMHaLIMKD IMaJKuIdyMapaTa WM MOHOaJKWJIdyMapaTa, IpPoJIEKAPCTBO
MOHOAJIKMJIQyMapaTa, oenTepUpOBaHHYIO dbopmy JIIOBOTO nu3

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InpruemMiieMyrn COJIb,

KJlaTparT, CoJibBaT, TayToMEepP mJmm CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJm KOMOMHAUMKD  JIOOBIX BelleCTB nus
BHINECIIPMBEIOEHHEX ; C YCJIOBMEM, qTo COJIb STMHPMHPO@YMapaTa He

IPUCYTCTRBYeT B OdapMalleBTHMUECKOM KoOMIO3uLMM; u (b) 1o Hauajda
BBeOeHusd HaluyeHTy bapmalleBTHUUECKOMN KOMIIO3ULINH, coImepxamen

@ymapaT, n IIeprMoIMYeCKM B TeUeHNMe JIeUeHMA YKas3aHHOI'O IIallMeHTa
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yKasaHHOM  dapMalleBTUUECKOM  KOMIIO3UIIMEN, comepxame  dymMaparT,
IpoBeleHMe aHaJlM3a KpOoBM OJ4 OolOpeleJIeHMS uucja JeMKOUUMTOB V
nmaluMeHTa; ¥ (C) pPacCMOTpPeHMe BO3MOXHOCTM IIpeKpalleHMsa VYKa3aHHOTO
JleueHms yKasaHHOM bapMalleBTHUUECKOM KOMIIO 3ULIMeM, comepxamemn
bymapar, ecJM KOJMUECTBO JIEMKOLMTOB YyMeHbllaeTCs B TeueHUe
YyKasaHHOTO JIeueHUS.

[00202] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHUsd
maluMeHTa C pacCesaHHHM CKJIepO30M, BKJOUAKMMM 2Talbe (a) OO HauaJa
JleueHms nanuMeHTa bapMalleBTHUUECKOM KOMIIO 3ULIMeM, comepxamemn
bymapaT: (1) BHNOJHEeHMEe KIMHMUECKOTO aHaJM3a KPOBM, BKJILUAKIEIO
aHaJImMsz uucja JuMooumMToB; M (il) ecaM YCTaAHOBJIEHO, UYTO UYMCIIO
JIMMQOLIMTOB HaXOOMUTCS 3a HWKHEM TpaHMIel HOPpMaJlbHOTO IOMuala30oHa,
paccMoTpeHue aJIb TepHaTUBHEIX OPUUMH  JIMMQOIIEHUM U [IPUHYMAKT
KOpPpeKTUpyKIMe Meph B 3aBUCUMOCTM OT YKa3aHHHX aJlbTepPHAaTUBHHX
OPpUYMH; WU (b) BBeIOeHMe IalMeHTy VYKasaHHOM OdapMalleBTUUYeCKOM
KOMIIO3ULINY, IIpuueM oyMapaT IOpedcTaBageT codo¥ OualkuiIdyMmapar,
MOHOaJIKUIIbyMaparT, KOMOMHALIMIO ouaJxkuiIdyMapaTa u
MOHOAaJIKMIIpyMapaTa, IpOJIeKapCTBO MOHoaJIKuJIbyMaparTa,
OelTepPUpOBaHHYD QopMy JH0OOTO M3 BHIIEIPUBEIEHHHX COeIMHEHUM, WJIU
bapMalleBTUUECKM IIpHeMJIeMyld COJIb, KJaTpaT, COJbLBAT, TayToMep WK
CTEepeou30MepP JI060T0 us BHIMEIIPUBEIeHHEX coeIMHEeHU N, W
KoMOMHALIMI JIOOHIX BEMeCTB M3 BHIIENIPMBEOEHHBEX; C YCJIOBUMEeM, UYTO
KaJblireBadg COJIb STUITHUIPpObyMapaTa, MaTHMeBasd COJIb
STUITHUIPOOYMapaTa, LMHKOBASA COJIb STUITMIpOodyMapaTa UM MeIOHas COJIb
STUITHUIPOOYMapaTa He IPUCYTCTBYIOT B QapMalleBTHMUeCKOM KOMIIO3ULIUN.

[00203] B @maHHOM M300peTeHUM IPeIJIOXKEeH CIOoCO0 JieueHUusd

IIallMeHTa C paCCedHHBEM CRKJIEpO30M, BKJIIOY A0MMM (a) IIOBTOpAKIEeEeCA

BBeIeHUE NaluMeHTy bapMalleBTUUECKOM KOMIIO 3ULIUM, comepxamemn
byMapaT; opuueM odyMapaT OpelcTaBjgeT cobor  IualkuiIdpyMaparT,
MOHOaJIKUIdyMaparT, KOMOMHaLMIO OVaJIKuiIdpyMapaTa "
MOHOAaJIKMJIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,

OeTepUpPOBaHHyn (QopMy JIOOTO M3 BHINEIPUBEIEHHHX COeIMHEHMUMN, WU
bapMalleBTUUYECKNY OpPpUEeMJIEMYID COJIb, KJIaTpaT, COJLBAT, TayToMep WIu
CTEepeon30Mep JdoTo us3 BHINEIIPUB € deHHEIX COenOVHEeHU, NI
KOMOMHALIMIO JIOOBX BEMEeCTB M3 BHIEIPUBEOEHHHX; C YCJIOBMEM, UYTO

KaJlbarieBaAd COJIb 9TMHPMEpO@YMapaTa, MaT'HMEeBaAa COJIb
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STUITUIPpOPYMapaTa, LIMHKOBAaSd COJIb 2TUIATMIApodyMapaTa M MeOHas COJIb
STUITHUIPObYMapaTa He OPUCYTCTBYIT B dapMalleBTUUECKOM KOMIIO3ULIUN;
u (b) BHIIOJIHEHME KIVMHMUECKOTO aHajM3a KPOBM, BKJKOUAKIETO aHaJln3
umcia JIMMPOLIMTOB, Kaxiele 3 Mecsdla rnocje Hayvaja JIeueHM s
YKasaHHOTO IIallMeHTa yKas3aHHOM dapMalleBTUUEeCKOM KOMIIO3UIIMEN.
[00204] B maHHOM M300peTeHUM IIPeIJIOXKEeH CIOCO0 JieueHUd
nauueHTa C pacCCesaHHBEM CKJIEPO30M, BKJIIOY AU (a) BBeIeHMe

IIallieHTY @apMaHeBTquCKOﬁ KOMIIO3MLINM, conepmameﬁ @yMapaT; nprnuyemM

dyMapaT IOpelcTaBJIgAeT cobom mmankuiIdymapar, MOHOaJIKMUJIpymMaparT,
KOMOMHaLUUD IOMaJKuiIdyMapaTa WM MOHOaJIKuUJIQyMapaTa, IpoJIeEKapCTBO
MOHoOaJIKMJIbyMapaTa, OelTeppOBaHHYIO dbopmy JIIOOOTO nus3

BHIIENIPUBENEHHHX COeIVMHEeHUM, WM OGapMalleBTUUEeCKM IIpueMJIeMyl COJib,
KJaTparT, CoJIbBAT, TayToMEP VI CTEepeousoMep J0B0T0 nus3
BHIIENIPUBEOEHHHX COeIMHEeHMUM, WJIM KoMOMHAaLMI JIOOEX BemecTB U3
BHIIEIPUBEEHHHX ; C YCJIOBUEM, uToO Kajblerasd COJIb
STUIATUIpodyMapaTa, MarHMeBad COJIb DSTUIMOpodyMapaTa, LUMHKOBAA
CoJIb  BTUaTrMOpodyMapaTa M MeOHasd COJIb  STUITMIpobdyMapaTa He
OIPUCYTCTBYIOT B (dapMaleBTHUYECKOM KOMIO3uuuu,; u (b)) TmaTesbHOE
HabJooeHMe 3a DalMeHTOM C LeJibld OOHapyXeHMS [IPM3HAKOB  MJIM
CUMIITOMOB TIIOSBJIEHMS HOBOT'O HEBPOJOTMUECKOI'O HapylleHUusa, eclIn VY
raumMeHTa HabJpoonaeTcsa JIMMOOTIEHM I rocJjie BBeIOeHUd yKa3aHHOM
bapMaleBTUUECKOM KOMIIOSULIUNA .

[00205] B gpmaHHOM M300peTeHMM MIPenJIoXeH CIoCco0 YJyudlleHUs
Bes30MIaCHOCTH JieueHMs IlallMeHTa C pPacCesgHHHM CKJIIePO30M, BKJIOUAIIMINUN
HabOJoIoeHMe 3a IallMeEHTOM C PaCCesHHBEM CKJIepOo30M, KOTOPpOTOo JeuarT
bapMalleBTUUECKOM KOMIIO3MLMEN, coIepxamel odyMapaTr, M Y KOTOPOTO
HabgomaeTcd JMMOOIIeHMHA, C LeJIblo OOHaApPYXUThL IPU3HAKM WMV CUMITOME
[IOABJIEHMSA HOBOTO HEBPOJIOTMUECKOTO HapylUleHud; IOIpuueM dyMapar
OpencraBJgeT coboM IualkmuiIdyMapaT, MOHOaJKuUIbyMapaT, KoMOMHALIMIO
oraJkuiIdyMapaTa u MOHOAaJIKMJIQyMaparTa, IpPoJIEKAPCTBO
MOHOAaJIKMJIQyMapaTa, IelTeprpOBaHHYIO dbopmy JIIB0TO n3

BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiyieMyrn COJIb,

KJlaTparT, CoJibBaT, TayToMEepP mJm CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBE OEHHEIX COGHMHGHM%, mJin KOMOMHALINIO JIFOOBIX BelleCTB nus
BHIIEIIPMBEIOEHHEX ; C YCIJIOBMEM, uTo KaJlbIrieBaAd COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIb 9TMHPMHpO®yMapaTa, LIMHKOEBa#4d
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COJIb  STUITrMIOPpOdyMapaTa M MeIHad COJIb STUITUIpodyMapaTa  He
IPUCYTCTRYIT B QapMalleBTUMUeCKOM KOMIIO3ZUIIUN.

[00206] B 1naHHOM M300peTeHMM I[IPeIJIOXKEeH CIOoCoO JieueHUd
paccedHHOTO CKJIepo3a Yy IalMeHTa, KOTOpOoTro JedyaT C IIOMOIBK

Tepalrinm, U3MeHAdRIe TeueHue pacCcedHHOTI'O CKJIepO34a, OTJIMUHOM OT

IpUMMeHeH S  bpapMalleBTUUECKOM  KOMIIO3ULNUM, comepxame  dyMaparT;
npryueM bymMapar npencraBjigeT cobon oajxkuidymMaparT,
MOHOaJIKuUJIdymMaparT, KOMOMHAaLIMIO OVaJIkKuiipyMapaTa u
MOHOaJIKMJIQyMapaTa, [IPOJIEKAPCTBO MOHOaJIKMJIdyMaparTa,

OeTepMpOBaHHYD GopMy JOOOTO M3 BHIIENIPUBEIEHHHX COeIMHEHUM, WJIU
bapMalleBTUUECKU IIpMeMIIeMyld COJIb, KJjlaTpaT, CoOJIbBaT, TayTOMep WK
CTEpEeonu30MepP JI060T0 ns3 BHIIEIIPUBE e HHBIX CoOeIMHEHUN, VI
KOMOMHaLUID JIIOOHEX BeEIeCTB M3 BHIIEIPUMBEIOEHHEX; C YCJIOBUEM, UTO
KaJblMeras COJIb STUITUIPObYyMaparTa, MaTHueBad COJIb
STUITUIpodyMapaTa, LUMHKOBAaSA COJIb STUIATIMOpOodYyMapaTa M MeOHas COJib
STUITHUIPOdYMapaTa He NPUCYTCTBYIOT B GapMaleBTUUEeCKOM KOMIIO3ULUNA;
npu 5TOM yKa3aHHBEMN crioco® BKJIOUAET cllenyrmye cranun B
YCTaHOBJIEHHOM nop4dmnke: (a) IpekpalleHre IpVMeHeHM A yKa3aHHOM
TepaluM, M3MeHJOIel TeueHMe PacCesaHHOTO CKJepo3a, VY YKasaHHOTO
nauMeHTa; (b) paccMoTpeHMe —Iepuoma IOJYyIeMCTBUA U pexuMa
OecTBUA  yKal3aHHOM  Tepaluu, M3MeHA el  TeueHMe  pPacCesaHHOTO
CKRJIepO3a, IJsS TOoTIo, UYTOOH YCTPAHUTL AIOUTUBHEIY MMMYHHHM 5bdexT M
B TO Xe BpeMS MMHMMM3MPOBATE PUCK BO30OHOBJIeHUMS 3aboJjieBaHUA;, U
(c) BBeIeHMe OQapMalleBTUUECKOM KOMIIOBUIINM, CcoIepxamel o¢ymMapart,
nalumMeHTy .

[00207] B @maHHOM M300peTeHUM IPeIJIOXKEeH CIOoCO0 JieueHUusd
paccedaHHOTO CKJIepo3a Yy IallMeHTa, KOTOPpOTIOo JedaT MHTepdepOHOM WMJIM

IJlaTrpaMepa aleTaToM, IIprnmduyeM yKaBaHHHﬁ crioco® BRJIKUaAeT 5STallk, B

KOTOPHX (a) TIpeKpalleHMe BBEeIOeHMS MHTepbepoHa WIM TJlaTHupaMepa
aleTarTa nalumueHTy ; u (b) HEIIOCPEOCTBEHHO  IIOCJIE YKa3aHHOTO
npeKpaleHnu s HadaJlo BBeIeHUS nauueHTy bapMalleBTUUECKOM
KOMIIO 3ULINM, comepxamel o¢yMapaT; OpuueM odpyMapaT IpencTaBJsgeT
cobon ouaJgxkuiadymMaparT, MOHOaJKMUIdyMapaT, KOMOMHALINMID
oraJkuiIdyMapaTa u MOHOAaJIKMJIQyMaparTa, IpPoJIEKApPCTBO
MOHOAaJIKMJIQyMapaTa, IeTeprpOBaHHYIO dbopmy JIIB0TO n3

BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,
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KJjlaTparT, CoJibBaT, TayToMEepP MJIn CTepeOor3oMep JIIOOOTO nus
BHIIEIIPVMBE OEHHEIX COGHMHGHM%, mJin KOMOMHALINIIO JIFOOBIX BelleCTB ns
BHINECIIPMBEIOEHHEX ; C YCIJIOBUEM, uTo KaJlblIrieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIb 9TMHPMHpO®YMapaTa, LIMHKOEBa#Ad

CoJIb  B3TUATMOpodyMapaTa WM MeOHas CoOJib s»TuiIrMigpodyMapaTa He
IPUCYTCTBYIT B dapMalleBTUUEeCKOM KOMIIO3UIINN .

[00208] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHUsd
nauueHTa C pacCCesaHHBEM CKJIEpPO30M, BKJIIOY AU (a) BBeIeHMe

IMNallieHTY @apMaHeBTquCKOﬁ KOMIIO3SMIINM, conepmameﬁ @ymapaT; InprnuemM

dyMapaT IOpencTaBJIgeT cobom mmankuiIdyMapar, MOHOaJIKMUJIdymMaparT,
KOMOMHaLUD IOMaJKuiIdyMapaTa WM MOHOaJIKuUJIQyMapaTa, IpoJIeKapCTBO
MOHoOaJIKMJibyMapaTa, OeTeppOBaHHYIO bopmy JIIOOOTO nus3

BHIIENIPUBEIOEHHHX COeIMHEeHUNM, WIM (apMalleBTUUeCKU IpMeMIIeMyl COJIb,
KJlaTparT, coJibBaT, TayTOMEP VI CTepeou30Mep JIoB0oTOo ns3
BHIIETIPUBEOEHHHX COeIMHEeHuM, WJIM KoMOMHAaLMI JIOOHX BemMecTB U3
BHIIEIPUBENEHHHX ; c YCIIOBUEM, uTo KaJibLuueBasd COJIb
STUITUOPpObdyMapaTa, MaTHMeBas COJIb STWITMOpodyMapaTa, LMHKOBASA
CoJIb  DTUITMUOpodyMapaTa M MeOgHasa CoOJIb STUITHUOpobdyMapaTa He
IPUCYTCTBYIOT B OdapMalleBTMUECKOW KoMIo3uluM; u (b) 1o Haualda
BBeIeHUS nalumeHTy bapMalleBTHUUECKOM KOMIIO 3ULIUU, comepxaimemn
byMapaT, U IIepUMOIMUeCKM B TeueHMe JeueHMs YKal3aHHOTO IlallMeHTa
yKasaHHOM  dpapMalleBTUUECKOM  KOMIIOBUIIMElN, comepxamen  dymMapar,
IpoBeleHMe aHaJM3a KPOoBM OJIA OlIpeleSiIeHMsa uucja JeMKOLUUTOB vV
nmaluMeHTa; M (C) pPacCMOTPeHMe BO3BMOXHOCTM IIpeKpalleHVs VYKa3aHHOTO
JleueHus yKasaHHOM bapMalleBTUUECKOM KOMIIO 3ULiMe, comepxamemn
bymapar, ecJIM  KOJMUEeCTBO JIEMKOLMTOB YyMeHbllaeTCs B TeueHUe
YKasaHHOTO JIeUeHUS.

[00209] B maHHOM M300peTeHUM IIPeIJIOXKEH CIOoCO0 JieueHUsd
maluMeHTa C pPacCedaHHHM CKJIepO30M, BRJOUAMMM 2Tale (a) OO HauaJja
JleueHMsa IallMeHTa  dapMalleBTUMUECKOM  KOMIIO3UIIMelN, cocrTodmen B
OCHOBHOM us oVMe TuiIdyMapaTa n/Um MOHOMeTUJIdyMapaTa : (i)
BHIIIOJIHEHME KJIMHMUECKOTO aHalM3a KPOBM, BKJIOUAKIEIO aHaJIu3 uucja
JmMbouMTOB; UM (1i) ecJM YCTAaHOBJIEHO, UYTO UMCJIO JIMMPOLMUTOB
HaxXOOMTCHA 3a HMWXHeM TpaHMlIel HOPMaJIbHOTO IOMalla3oHa, pPacCMOTpeHMue
aJIb TePHATUBHEIX IPUUMH JIMMOOIIEHUM M [IPUMHUMAT KOPPEeKTUPYINMe Meph

B 3aBUMCHMMOCTM OT YKasSadHHEIX aJIbTEePHATMBHEX IIPMYVMH,; ¥ (b) BBemeHue
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nalMeHTy yKas3aHHOM dapMalleBTUUEeCKOM KOMIIO3UILINNA .

[00210] B 1naHHOM M300peTeHMM I[IPeIJIOXEeH CIOoCoO JieueHUd
malMeHTa C pPacCedHHHM CKJIepo30M, BKJIOUYalmMM (a) [ODoBToOpAKIeecsHd
BBEeIeHME nalnumueHTy bapMalleBTHUUECKOM KOMIIO 3ULINH, B OCHOBHOM
cocTodmeN M3 OMMeTHUIdyMapaTa W/MiIM MOHOMeTMJIdyMapaTa; u (b)
BHIIOJIHEHME KJIMHUUECKOTO aHajM3a KpPOBM, BKJKUAKIETO aHallM3 udMcia
JIMMPOUMTOB, Kaxnele 3 Mecsdlla IIoCJe Hauvajla JIeYeHMSI YKa3aHHOTO
nalMeHTa yKas3aHHOM dapMalleBTUMUEeCKOM KOMIIO3UIIMEN.

[00211] B maHHOM WM300peTeHUM IIPeIJIOXEeH CIOCO0 JieueHUusd
nauueHTa C pacCesgHHBIM CKJIEPO30M, BKJIIOU a0MUM (a) BBeIOeHMe
nauMeHTy OQapMalleBTMUEeCKOM KOMIIO3ULNMM, B OCHOBHOM COCTOAmMEN U3
ouMeTuIIdyMapaTa u/ i MoHOMeTuJIbyMapaTa; u (b) TaTeJIbLHOe
HabJooeHrMe 3a I[IalMeHTOM C  UeJlblo OOHapyXeHMd I[IPU3HaAKOB MM
CUMIITOMOB IIOABJIEHMSA HOBOI'O HEBPOJIOTMUECKOI'O HapyIleHUsa, eClnu Yy
raumMeHTa HabJonaeTcs JIMMPOTIEHU A rocJjie BBEeIOEeHUs yKa3aHHOM
bapMalleBTHUECKOM KOMIIOBULIUA .

[00212] B paHHOM M300peTeHMM MOPelJIOXKeH CIOoCco0 YyIydlleHMA
0e30MNacHOCTM JieUeHMs IallMeHTa C PacCCesSHHHM CKJIEPO30M, BKJIOUAMUMA
HabJoIoeHMe 3a I[IallMeHTOM C PacCCesHHBM CKJIepOo30M, KOTOPpOTIO JedarT
bapMaleBTHUUECKOM KOMIIOBULIMEN, B OCHOBHOM cocToAmen n3
ouMeTHuJIdyMapaTa n/nnm MOHOMeTUJIQyMaparTa, u v KOTOPOTO
HabmonaeTcd  JUMOOIIeHU A, C LeJibl OOHapyXeHMA [IPU3HAKOB WK
CUMMIITOMOR IIOSABJIEHMSA HOBOTO HEBPOJOTMUECKOT'O HapyleHMd.

[00213] B 1naHHOM M300peTeHMM IIPeIJIOXKEeH CIOoCoO JieueHUsd
paccedgHHOTO CKJepo3a Yy IIalMeHTa KOTOPpOoTOo JieuaT C MCIOJIbE30BaHMEM
TepaluM, MW3IMeHAKNIelM TeueHMe PacCesHHOTO CKJepo3a, OTJIMYHOM OT
bapMalleBTHUUECKOM KOMIIO 3ULIWN, cocTosAmeMn B OCHOBHOM n3
ouMeTuIdyMapaTa M/WIM MOHOMeTHIIdyMapaTa, IIPpMUeM YKas3aHHHI CIOCOo0
BKJIOUaEeT clenymomme cTanum B YCTaHOBJIEHHOM MoOpAOKe : (a)
IpexpaleHre IPpMMEeHeHMS VYKa3aHHOM TepaluM, MW3MeHAKIeM TeueHHre
paccedHHOTO CKJIepo3a, Y YKa3aHHOTO naumeHTa; (b) paccMmoTpeHMe
Ieprola TI[NOJYIOeMCTBUA U pPexXrMa »OeMcTBMA yKas3aHHOM  Tepaluu,
M3MeHdIe  TedueHMe  pPacCesHHOTO CKJIepoO3a, oJsa  ToTro, UyTOOH
YCTPaHUTb aIOUTUBHEM VIMMY HHEI 20bexrT u B TO xe BpeMsa
MUHVMM3UMPOBATE PUCK BO30OHOBJIeHMA 3abojieBaHMA; M (C) BBeIeHUe

(]_)apMaLLeBTMT{eCKOﬁ KOMITO 3L, B OCHOBHOM cocToAmen nus
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nMe TuIbyMapaTa u/MiIY MOHOMeTUJIdyMapaTa .

[00214] B 1naHHOM M300peTeHMM I[IPeIJIOXKEeH CIOoCoO JieueHUd
paccedHHOTO CKJIepo3a y NalMeHTa, KOTOPOTO JieuaT MHTEPOEepPOHOM WM
JlaTupaMepa alleTaToM, IIpMUeM yKas3aHHBM CHOoCo0 BKJKUAET STallb, B

KOTOPHX (a) IIpekKkpaleHMe BBeleHMS MHTepdepoHa WM IJlaTUpamepa

apmeTrTaTa INalilMeHTy u (b) HelloCpelCTBEeHHO I1ocJie YKaAasSaHHOTI'O
I[IpeKpameHnAa HadlHaKT BBOINTDE ITIallMeHTY @apmaueBqueCKym
KOMITO 3MIIMIO, B OCHOBHOM COCTO Ay ns3 HMMQTMHQYMapaTa M/MHM

MOHOMeTUIIdyMapaTa.

[00215] B maHHOM M300peTeHUM IIPeIJIOXEH CIOCO0 JieueHusd
maluMeHTa C pacCedHHBM CKJIepO30M, BKJUalIMM (a) BBeldeHMe IallMeHTy
bapMalleBTHUUECKOM KOMIIO 3ULIUN, B OCHOBHOM cocToAmen nus3
ouMeTuIbyMapaTa U/UIM  MOHOMeTuJbyMaparTa; n (b) OO  HauajJa
BBEeIOeHMA nauueHTy yKa3aHHOM bapmalleBTHUUECKOMN KOMIIO 3ULIUN u
IepruoouuecK B TeueHMe JeUeHMs YKa3aHHOTO IallMeHTa YKas3aHHOM
bapmalleBTHUUECKOMN KOMIIO 3ULIMEN npoBeleHue aHamsa KPOBU oJisa
omnpeneJleHMs UMCJa JeMKOUMTOB VY TIalMeHTa; ¥ (C) paccMOoTpeHHue
BO3MOXHOCTHU [IpekKpaleHmna yKa3aHHOTO JleueHM A yKa3aHHOM
bapMaleBTHUUECKOM KOMIIOBULIMEN, ecu KOJIMUECTBO JIEMKOLKUTOR
yMeHbIlaeTCsad B TeueHMe YyKa3aHHOT'O JIeueHUAd.

[00216] Bce pasJMuHEE  AaCIeKTH, BapMaHTH peaju3aluu U
aJlb TEpHATMBHEIE BapWMaHTHE, OIMCAaHHEE B JaHHOM OOKYMEeHTe, MOIYT
OBITE OOBEeOMHEHE BO BCexX M JIOOBIX KOMOMHaLMAX. IlpelcTaBJIeHHEE

KOMIIOBULIMM M CIIOCOOH HABJISIOTCHA VIJUIRCTPATMBHEMIM VM He IIpelHa3Ha4deHE]

0JIs OorpaHN4YeHns obBeMa 3aaBJI€HHEX BapMaHTOB peanm3aumnmu
n300peTeHUA.
5.1 AKTUBHEE Ar'eHTH IJist IIpMMeHEeHUS B cnocobax,

IpeOCTaBJIEHHHX B HOaHHOM IJOKYMEHTe
[00217] AKTMBHEE aTeHTH (T. €. JIeKapCTBeHHHEE CpPelNCcTBa) IOJA

IIPVMMEeHEHNM A B criocobax n KOMIIO3SMIIMAX I10 ITaHHOMY MBO@peTeHMD

OpeIcTaBJAT cobol odyMapaTH. TakoM oGyMapaT MOXeT IIpPelCcTaBJIATH
cobomn OMaJIKuIdyMapaT (HanpuMep, oyMe TuJIdyMaparT) ,
MOHOAJIKMIIQyMapaT (HanpuMep, MOHOMe TuJIdyMaparT) , KOMOMHA LI

IUalKkuiIdyMapaTa M MOHOaNKMIbyMapaTa (HaIpuMep, IUMeTuIdyMapaTa u
MOHOMeTUJIdyMapaTa), MOPOJIEKAapCTBO MOHOANKMIIbyMapaTa (HanprMep,

MOHOMeTUIIQyMapaTa) , IelTeprpOBaHHYIO dbopmy JIIOOOTO n3
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BHINEIPUBEIEHHHX COeIVMHeHUM, WM O¢apMalleBTUUeCKM IpueMJieMyl COJib,
KJaTpar, COJIBBRAT, Tay TOMEP VI CTEPEOUBOMED JIIB0TO n3
BHIIEIPUBEIEHHHX COeIMHEeHUM, WM KoMOMHalLM JIODHX BeMecTB U3
BHINENIPUBEOEHHEIX . B OIIHOM BapMaHTe peann3alumum n3obpeTeHmnsd
byMapaT, MCIOJb3YeMElM B croocobax, KOMIOBUIMAX U IPOOYKTax,
ONMCAaHHHX B IaHHOM OIMCaHuM, IOpelcTaBjgeT cobor IuMeTuiadyMapart.
B KOHKPETHOM BapMaHTe peann3salunuu n3o0peTeHnsd byMapar
opencraByggeT cobol (1) MoHoaJlkuiIdyMapaT MJIM eTro OPpoJIeKapCTBO WMJINU
(ii) 1mmankuiadpyMapaT. B oOIODHOM BapMaHTe peaJu3aluy U300peTeHUd
MOHOAJKMJIdyMapaT IIpeacTaBjigeT cobol MoHoMeTuJIdyMapaT («MMO»). B
OPYyT'OM BapMaHTe peannsanumum n3ofpeTeHmUA oMaJkuiIdyMaparT
opeIZcTaBJifgeT cobo¥ nuMmeTmidyMapaT («IMD») .

5.1.1 MoHo- u guankmuidyMapaThH

[00218] B uyacTHOCTHM, B IaHHOM M300pEeTeHUM IIPEeOJIOXKEHE MOHO-—
¥ OUaJdkuiIpyMapaTH WM U¥MX  dpapMalleBTUUECKM IIpUeMJIeMBEle  COJIH,
KJIaTpaTH, COJIbBBATE MJIM CTEPEeOU3OMEPH IJIAd IIPpUMEeHeHusda B clrocobax,
IpeICTaBJIEHHHX B ITaHHOM HOOKYMEHTe.

[00219] B o@mHOM BapMaHTe peaJuszaluuu us3odbpeTeHUsa dyMapartT

npeIncTaBjageT coOOM MOHOaJKMIbyMapaT bopMyJiel I :

WM ero o¢apMalleBTUUeCKUM I[IpUMeMIIEMyK COJIb, KJaTpaT, COJIbBBAaT
WM CTepeousoMep, I'Ie

R! mpemcraBigeT coBoit Ci g aJIKUII.

[00220] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS (QOPMYJIE
(I), R! npepmcraBideT cofoil MeTmJl (MOHOMeTuMIIdyMapaT, «MMd») .

[00221] B onpnHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
bopMyJsiel I MOT'YT OBHTE  IIOJIYYeHH C  MCIOJB30BaHMeEM CIOCOB0O0B,
M3BECTHEIX ClelrajJucTaM B HOaHHOM 00JlacTM TeXHUKM, HalpuMep, Kak
onMcaHo B IaTeHTe CIA N 4959389.

[00222] B mpyr'OoM BapuaHTe pealiM3aluu KW300peTeHUsa odyMaparT

OpencraBJgeT cobol IualkuilbyMapaT oopMyJiel 11:
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()

mwjin 1o @apMaHeBTquCKVI IIpmeMJieMyrn COJIbB, KJIaTpaT, COJIBEBAT

WM CTepeousoMep, Ioe

KaXOell R? He3aBMCUMO OpeIcTaBiideT co®ol Ci galIKUl.

[00223] B HeKOTOPHX BapMaHTax peajM3aluy COeOMHeHUSI (QOPMYJIE
(II) xaxmowii R? mpemcraBjgeT coBoi MeTwil (OuMMeTuidyMapaT, «IMO») .
B KOHKpPETHOM BapMaHTe peajM3aluM M300peTeHus aleHT BBOOAT B BUIE
bapMalleBTUMUECKOM KOMIIO3MLIUYM, IpuueM o¢apMalleBTUUecKasa KOMIIO3UIINA
npemcrapjigeT cobor TECFIDERA®. B OpyroM KOHKPETHOM BapMaHTe
pealmuzauumM mM300peTeHrs areHT BBOOAT B BuIe dapMalleBTUUECKOM
KOMIIO 3MLINY, opryeM  dpapMalleBTHUeCKasa  KOMIIO3MLUMA  IIpencTaBJISgeT
coBon FUMADERM®. FUMADERM® COOEepPXUT cllenypmme aKTUBHEIE
MHITPEeIVMeHTH: IuMeTuidyMapaT, KaJbLUMeByl COJIb »STUITMIpodyMaparTa,
MaTHUEBYI COJIb STUITUIPOOYMapaTa u LUMHKOBYIO COJIb
STUITUIpoOdYyMapaTa.

[00224] B opHOM BapMaHTe peajM3aluu M300peTeHUusd COeOMHeHMA
dpopmysiel (II) wMOTyT OHTH TIOJYYUEeHH C MCIOJBb30BaHMEM CIOCOOOB,
M3BECTHHX ClelraJucTaM B »TaHHOM 00JacTM TexXHMKM, HalpuMmep, Kak
omMcaHo B naTeHTe CHIA Nt 4959389,

[00225] B o@mHOM BapmMaHTe peaJuz3auuu u3obpeTeHUsa OdyMaparT
nopencraBjgeT cofoM OuMeTuIIdyMapaT M/Wir MOHOMeTMIJIdyMapaT.

[00226] B opmHOM BapMaHTe peaJu3auuu u3obpeTeHUsa OdyMaparT
OpencraBJjgeT coboM IuMeTuIdyMapar.

5.1.2 [IponexapCTBa MOHOAJKMIQYyMapaToB

[00227] NOTIOJIHUTEJILHO B JaHHOM M300peTeHUuMr  IIPenJIOXeHH
IpoJiekapCcTBa MOHOAJKMIQyMapaToB VIV X bapMalleBTUUYECKHA
IpreMJIeMEE  COJIU, KJIaTpPaTH], COJIBBATH WMJIM CTEPEOUBOMEPH  IIJIA
IpMMeHeHMsa B crnocofbax, NpeAOcTaBJIEHHEX B IOaHHOM JOKYMeHTE.

[00228] B YacTHOCTH, IpoJieKapCcTRa MOHOAJIKUIIQyMapaToB
OpencTaBJgT CcoBoM IIpoJieKapcTBa, omMcaHHEHEe B W02013/119677,

TakMe KakK coenuMHeHus QopMyJiel (IIT1):
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(1

WM UX GapMalleBTUYeCKM IIpUeMJIEMEEe COJIM, KJaTpaTh, COJIBBATH,
TayTOMEDPH WM CTEPEOU30OMEDEH],

R?® mpemcraBigeT coboit Ci g aJIKMII;

Kaxnoell u3 R? 1 R® HesaBuUCHMMO HOpeacTaBjideT coBoli Bomopol, Ci g
AJIKMJI MJIM 3aMelleHHHV Ci_ g aJIKWJI;

Kaxoeltr M3 R m R7 HesaBUCHMMO MHOpencTaBigeT cob®ol Bomopomd, Ci g
aJIKMJI, 3aMelleHHB Ci.¢ aJikui, Ci.g TeTepoalIKuil, 3aMelmeHHEM Ci g
reTepoalikuiI, Cy-12 LIUKJIO AJIKMIIaJIKIAIL, 3aMelleHHBI Cy-12
UUKIIOAJKUIIANIKWUII, Cqo_1p apWUIalIKMII WM 3aMelleHHEW Cqo1, apuiIajiKW;
i R® m R7 BMecTe ¢ aToOMOM as30Ta, K KOTOPOMY OHM MIPUCOEOVHEHH,
o0pasynT KOJbLO, BHOpaHHOe U3 Cs 19 I'eTepoapmia, 3aMeleHHOTO Csoig
reTepoapuia, Cs-10 TeTepPOLUUKIIOAJIKMIIa " 3aMeleHHOTO Cs-10
TeTepOoLUKJIOaJIK1ila,; U

e KaX OB 3aMeCTUTeJIb HE3aBUCHMO IIpPeIOCTaBJIsgeT coBon
rajiored, -OH, -CN, -CF;, =0, -NO,, 6eu3un, -C(O)NR®,, -R®, -OR®, -
C(O)R®, -COOR® wmym -NR®,, rTme xaxpoeli R® HesaBMCUMMO OpelncTaBJideT
cobon Bomopon MU Ci 4 aJKWI.

[00229] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOpMYJIH
(III), ecou R® mpencraeigeT cobol STWMI; TO KaxOeli m3 R® u R
He3aBUCHMO IIpelcTaBJgeT cobo¥ Bomopon, Cig aJKMI WIM 3BaMelleHHBN
Ci¢ AQJIKMJI.

[00230] B HEeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMSI (QOPMYJIH
(III) xaxmasa 3aMemanmas TpPyIlla He3aBUCKMMO OpelcTaBigeT cobol
rajjored, -0OH, -CN, -CF;, -R%, -OR® wmym -NR®,, r1me «xaxmwit RS
He3aBUCKMO IIpelcTaBJgeT cobo¥ Bomoponl wiau Ci;_, aJIKMJI. B HEeKOTOPHX
BapMaHTax pealuzaluy  MU300peTeHusd Kaxnas 3aMelmanima s Tpynmna
He3aBUCKMO IIpelcTaBiasgeT cobor —-OH wmiam-COOH.

[00231] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIE
(ITI) xaxOas 3aMemamas Tpylla He3aBUCHMMO OpelcTaBJgeT coboum =0,
Ci4 ayxuil uiamu —-COOR®, rme R® mpencraBiger coBolf Bomopon wim Cig
aJIKWII .

[00232] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIB

VSMEHEHHAS CTPAHUIA



76

(III), R® mpegncraBigeT cOBOM MEeTUII.

[00233] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIB
(III), R® mpemcrTamigeT coOOM STUII.

[00234] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIH
(III), R® mpemcramigeT coboil Cz ¢ aJIKUII.

[00235] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIH
(ITI), R? opencraBJgeT coboM MeTWJI, H-NPONWJI, W30MNpoNnmi, H-OYTWI,
BTOp—OYTWUII, U300YTWUII WIU TpeT-0yTWJI.

[00236] B HeKOTOPHX BapMaHTax peajM3alyuM COeOMHeHUSa QOPpMYJIE
(I11), R? opencraByggeT cobol MeTWJI, STWJ, H-IOPONWJI, W3O0NPONuJI, H-
OyTUJI, BTOp—-OYTUJI, MN300YTWUII WINU TpeT-O0yTWUII.

[00237] B HeKOTOPEHX BapMaHTax peajM3aluM COeOMHeHMA QOPpMYJIE
(III) wxaxpoeli u3 R?* m R® npepcraBifgeT coBoli BOOOPOL.

[00238] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMYyJIE
(ITI) omuu m3 R?* m R® mpemcrabigeT coBoM BONOPOML, a IOpyroi ms R?
1 R° mpepcrasiger coboit Ci , aJKMiI.

[00239] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS GOPMyJIEL
(ITI) ommu m3 R? u R® mpepncraeisgeT coBoil BOOOPON, a Opyroi ms R?
u R® mnpencraBiger coboll MeTWJ, ST, H-MIPONWJI, W3ONPOIMI, H—
Oy TUJI, MU300YTWUII, BTOP—-OYTWUII WU TpeT—-O0yTUII.

[00240] B HEeKOTOpPHX BapMaHTax peajiM3alluM COeOMHeHMSI (QOpMYJIH
(ITII) ommu m3 R?* u R® mpepncraBigeT coBoil BOOOPOH, a Opyroi ms R?
1 R° mpencrasigeT co®oil MeTMII.

[00241] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHUSI (QOPMYJIH
(III) xaxmouli M3 R® m R7 HesaBUCHMMO HOpencTaBiideT CoOBOM BONOPON MJIU
Ci ¢ AJKWUII.

[00242] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS (QOPMYJIE
(III) xaxouli U3 R® m R7 HesaBUCHMMO HOpencTaBideT CoBoM BONOPON WMJIU
Ci_4 AQJIKMJI.

[00243] B HeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHUS QOPMYJIE
(ITI) xaxoelt M3 R® m R7 HesaBUCHMMO IOpeIcTaBJigeT coOoi BONOPO,
MEeTWUII WV SDTWUII.

[00244] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS QOPMYJIE
(ITI) xaxoelt M3 Re m R’ opencTaBJgeT co®o¥ BOIOPOO; B HEeKOTOPHX
BapraHTax peaju3aluy M300peTeHMs Kaxneii m3 R® m R’ mpemcraeigeT

coboit MeTHII; n B HeKOTOPHEX BapMmMaHTaXx pealjlMms3alllr MBO@peTeHMH
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Kaxnoer 3 R® u R’ mpencraBisgeT co®o 3TUIl.

[00245] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIE
(III), R® mpemcraBisgeT coBoil Bomopon; M R’ mpemcraBigeT cobomCi 4
alKui, 3aMemeHHBM Ci 4 aJKWJI, T'IOe KaXIOHM 3aMeCcTUTeJ b He3aBUCUMO
npencrapigeT coboir =0, -OR®, -COOR® wmmm -NR®,, um rme kaxmuii RS®
He3aBUCKMO MOpelcTaBJgeT cobor Bomopon miam Ci_4 aJIKMJI.

[00246] B HeKOTOPEHX BapMaHTax peajM3aluy COeOMHeHUSI QOPpMYJIH
(III), R® mpemcramygeT co®oi Bomopom; u R’ mpemcTapBigeT cob®o Ci g
aJIKNJI, OeH3MUII, 2-MeTOKCUD T, KapOOKCUMe TUII, KapOOKCUIIPOIINII,
1,3, 4-tuagnaszoamii, MeTokcm, -COOCH;z, 2-okco-1,3-0KCa30JMIOMHWMII, 2-
(METUJIPTOKCHU) DTUJI, 2—-2TOKCUDTII, (TpeT—- 0y TUIIOKCUKaPOOHWII) METWUJI,
(PTOKCUKAPOOHWIT) METWJI, (MeTUJIS TUJI) OKCUKAPOOHUIIME TIJI WMJIIn
DTOKCUKAPOOHUIIME TUII.

[00247] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS GOPMyJIEL
(ITI), R® wm R’ BMecTe C aTOMOM as30Ta, K KOTOPOMY OHMU
[IPUCOENVNHEHE], oBpas3ynT KOJILLIO, BHIOpaHHOE nus3 Cs g
TeTepPOUUKIIOAJIKMIIBHOTO, 3aMelleHHOTO Cs_g TeTepPOUUMKIIOAJIKUIIBEHOTO, Cs-
¢ TEeTepoapMJIbHOTO M 3aMelleHHOTO Cs.g TI'eTepoapWJILHOTO KoJibla. B
HEKOTOPHX BapMaHTax peajMsaluu coeluHeHuUa dopMmyJsel (III), R® u R
BMECTe C aTOMOM as0Ta, K KOTOPOMYy OHM IIPHMCOeIMHEeHH, o00pa3ynT
KOJIBIIO, BHOpaHHOe u3 Cs T'eTepOolUMKIIOAJKMIBHOTO, 3aMemeHHOTOo Csg
TeTepOolUMKIIOAJNIKMUILEHOTO, Csg TeTepoapuIbLHOTO M 3aMelleHHOTO Cs
TreTepoapuiIbLHOTO KOJIbIa . B HEKOTOPHIX BapraHTax peann3alumumn
coenmMHeHusa ¢opmyJel  (II1), R® m R’ BMecTe C aToMOM as30Ta, K
KOTOPOMY OHM [IPHUCOeOMHEHH, 00pa3yrnT KOJIBILO, BHOpaHHOe U3 Cg
TeTepOlUMKIIOAJIKMIEHOTO, 3aMemeHHOTOo Cg TI'eTepOlUMKJIOAJIKMIBHOTO, Cg
TeTepoapuJIEHOTO WM 3aMemeHHOoTo Cg TeTepoapMJIbHOTO  KoJkla. B
HEKOTOPHX BapMaHTax pealM3aluM coeluHeHus dopmyJssl (III), R® u R
BMECTe C aTOMOM as30Ta, K KOTOPOMY OHM IIPHMCOeIMHEHH, o00pa3ynT
KOJIBIIO, BHIOpaHHOEe U3 [UIIepa3MHOBOTO, 1, 3-0KCa30JMONHNUIIOBOTO,
NIMPPOJIUINHOBOTO M MOPOOJIMHOBOTO KOJIbIlA.

[00248] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIE
(ITI), R® m R? BMecTe Cc aToMOM asoTa, K KOTOPOMY  OHU
[IPUMCOENMHEHE, 00pasyroT Cs_ 19 I'eTEePOLMKJIIOAJKUIIEHOE KOJIBIO.

[00249] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMSI QOPMYJIE

(ITI) ommu m3 R?* m R® mpemcrabigeT coBoM BONOPOH, a Ipyroid ms R*
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1 R° mpemcraBjygeT coboi Ci g alkmil; RempencrarisigeT cobol BONOPOI;
R’ mpemcraBigeT cobol Bomopomd, Ci g AJKUII UM OeH3MII.

[00250] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPpMYJIH
(ITI), RZ opencraBygeT cobo¥V MeTuJI; OIMH U3 RY* m R> opencraBJjideT
coBoit Bomopom, a npyroi m3 R? m R° npencraBiasger coboim Ci g aJIKMII;
R® mpemncramysgeT coboi Bomopom; u R’ mpemcTaBjgeT cofoM BOIOPOIM,
Ci¢ QJKMI MJIM OeH3WUJI.

[00251] B HeKOTOPHX BapMaHTax peajM3aluy COeOMHeHMAI (QOPpMYJIH
(ITI) omuu m3 R?* m R®> mpemncrarysgeT coOOM BOIOPOH, a Ipyrod ms R?
1 R° mnpemcraBigeT coboi Bomopoml muiu Ci ¢ aJKUII; M Kaxkmoeii 3 R® u R’
npencTaBJigeT cobon Ci_g aJKWUI.

[00252] B HeKOTOPEHX BapMaHTax peajM3alyuy COeOMHeHMA QOPpMYJIH
(III), R? npencrTaBjseT coBoM MeTuJI; OIOVH U3 R* m R® perncraBijdgeT
coboim Bomopom, a mpyroin m3 R* m R° mnpemcraBigeT coOOM BONOPOIL MM
Ci¢ adKmi; ¥ Kaxkmeli m3 R® um R’ mpemcraeiger coboim Ci g alKMiI. B
HEKOTOPEX BapMaHTax peaju3aluM CcoelIVMHeHUA (QOPMYJIE (ITI), R®
npemcraBigeT CcoBoM MeTuJI; Kaxmoe m3 R?* m R° mpencraeiger coboit
Bomopom; ¥ Kaxnweii m3 R® m R7 mpemcraBigeTr coboim C, g aJKUII.

[00253] B HEKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOpMYJIH
(ITI), R3 opencraBjgeT cobo¥ MeTuJI; OIUH U3 R* u RS IpencTaBJjideT
coBoil Bomopomn, a gpyrou ms R?* m R® mpemcrarigeT coboil BOOOPOO WMIIM
Ci4 aJxwui; R® rmpemcraBigeT coBoii Bomopomn; wu R’ mpemcTaejgeT
cobomC, 4, aJlKuJI ¥ 3aMemeHHBEM C; 4 aJKWUJI, TITOe 3aMemawmas TIpyna
npencrapageT coboir =0, -OR®, -COOR® wmmm -NR®,, rme xaxmooii RS
He3aBUCKMO IIpelcTaBJgeT cobo¥ Bomopon wmiau C; 4, aJKMJI. B HEeKOTOPHX
BapraHTax pealM3aluM CcoeIrHeHus o¢opmyJsel (III), R® mpemcraBjgeT
coBoit mMeTms; omuH M3 R? m R® mpemcramigeT cob®oil BOIOPOH, a OpyIron
u3s R*?* m R®> rmpemcraeigeT cobol MeTusi; R® mpencraBigeT  CcoBoin
Bomopom; M R’ mpencrasiger cobort Ci; 4 aJKUII MM 3aMemeHHH Ci g
aJKWJI, THOe 3aMemawpmas TIpylda OpencTaBiageT cotoi =0, -OR®, -COOR®
um -NR®, rpme kaxpoeir R® HesaBucCHMMO mHOpencTabBigeT Ccobol BOLOPOM
mwim  Cioq aJKuJI. B HEeKOTOPHX BapMaHTax peajM3aluM COeOVHEHUI
dopmysiel  (III), R® mnpepcramBiageT co®ol MeTusl; Kaxoenr m3 R?Y um RO
nperncraBigeT coboi Bomopomnm; R® mnpencrasiger coboit Bomopomn; u R
nopencTaBJifgeT cobon Ci4 aJKWJI WIM 3aMemeHHeM Ci4 aJIKMJ, ThOe

saMemaplad Ipylla OpencrasiageT coboir =0, -OR', -COOR'! mym -NR1L,,
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TOoe Kaxneii R HesaBuCHMMO HOpencTaBigeT Ccoboi  Bomoponm wmiam Cig
aJIKWII.

[00254] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPpMYJIH
(ITI), R® m R’7 BMecTe «Cc aToMOM asoTa, K KOTOPOMY  OHU
IpucoenuHeHs, 00pasylT Cs .19 I'eTEePOLUUKIIOAJIKMUIIEHOE KOJIBLO.

[00255] B HeKOTOpPEHX BapMaHTax peajiM3aluy COeOMHeHMSI (QOPMYJIH
(ITI), R® npencraBJgeT coboy MeTuJI; OIMH U3 RY* u R> opencraBJdgeT
coBoit BOmopomn, a mpyrou ms R?* m R® mpemcrarigeT cob®oi BOIOPOI WIIM
Ci¢ anxmi; u R® m R’ BMecTe ¢ aToMOM as30Ta, K KOTOPOMY OHU
NIpUCOenuHeHH, obpasynT KOJIBILIO, BEIOpaHHOE nus Cs_g
TeTEPOLUMKIIOAJIKMIIEHOTO, 3aMelleHHOTO Cs g I'eTePOUUKIIOAJIKMIIBHOTO, Cs-
¢ IeTepOapMJIbHOTO M 3aMelleHHOTO Cs.g TIeTepoapuiIbHOT'O KoJibla. B
HEKOTOPEX BapMaHTax peaju3alur CcoelIMHeHUSd (QOPMYJIE (I11), R?
npemcraBisgeT coboi MeTws; omuH u3 R?* um RS mnpemcraBiger coboit
BOOOPOH, a mnOpyroi m3 R?* m R° mnpemcraBiger coboir MeTmy; R® m R’
BMeCTe C aTOMOM as0Ta, K KOTOPpOMYy OHM IIPUCOEOMHEHE, o0pas3yoT
KOJIbLIO, BHOpaHHOe U3 Cs g IEeTEePOLMKIIOAJKMUIBHOTO, 3aMelleHHOTO Csg_g
TeTePOUMKIIOAJIKMIIEHOTO, Csg TeTepOapMJIbBHOTO M 3aMelleHHOTO (g
TeTepoapmJIbHOTO KoOJIblla . B HEKOTOPEHIX BapMaHTax peann3alumumn
coenmHeHusa QopMyJH (III), R3 opencraBJyigeT CcoOOM MeTMJI; KaxXObll U3
R* m R®° mpencrasisger coboi Bomopomn; u R® m R7 BMecTe C aToMoMm
asoTa, K KOTOPOMYy OHM IIPMCOEeIMHEHH, 00pa3ylnT KOJBLIO, BHOpaHHOe
ns Cs_gI'e TEPOLUUKIICAJIKMUIIBHOTO, 3aMeleHHOTO Cs-g
TeTEPOUUKIIOAJIKMIIEHOTO, Cs g TeTepOoapMJIBHOTO UM 3aMelleHHOTO Cg. g
reTepoapmUJIBHOTO KOJIBLA.

[00256] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS (QOPMYJIE
(ITI) ommu m3 R* m R® mpemcramBiigeT COOOM BOONOPOINI, a Apyrou m3 RY u
R®> mpemcTaBjigeT coboi Bomopom wmim Ci ¢ adkmi; u R® m R7 BMecTe C
aToOMOM as30Ta, K KOTOpPOMYy OHUM IIPUCOEOMHEHH, 00pas3yrnT KOJbLO,
BHOpaHHOEe U3 MOPOQOJSIMHa, OUIEepasMHa M N-3aMelleHHOT'O IMUIlepas3sMHa.

[00257] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS QOPMYJIE
(ITI), R3 opencraBygeT coboy MeTuJI; OIMH U3 R* mu R3 opencraBjidgeT
coBoil Bomopom, a npyroi m3 R? m R° mpemcraBjgeT coOOM BOIOPOI WJIM
Ci¢ anxkmi; u R® m R’ BMecTe C aTOMOM as30Ta, K KOTOPOMY OHU
NIpUCOenMHEHH, odpasynT KOJIBILIO, BEHIOpaHHOE us MopdoJIMHa,

nuliepasmMHa M N-3aMelleHHOT'O IIMIlepas3MHa.
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[00258] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPMYJIE
(ITI), R3® He 4BJAeTCH METUJIOM.

[00259] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPpMYJIH
(III), R? mnpemcramBigeT cobol BOINOPOIL, a B HEKOTOPHX BapuaHTax
peanmmuszalumMu MU300peTeHUs R° mpencrabigeT coboll BOLOPOIN.

[00260] B HeKOTOpPEHX BapMaHTax peajM3aluy COeOMHeHMSI (QOPMYJIH
(ITI), R® m R’ He3aBUCHMMO IIPeICTaBJISRT CcoOoi Bomopol, Ci g AJKWII,
3aMeleHHs Cqig aJIKW, Ce-10 apwui, 3aMemeHHu  Ce_19 apwui, Cya-12
LUVKJIOAJKWUIIAJIKWII, 3aMelleHHEM Cy_1, UMKJIOAJKMJIIAJKMII, Co_1» apuiaJiKui,
3amMemeHHu  Cq_1p apuJIaJIKUI, Ci_e¢ TeTepoalikKui, 3amMemeHHe  Ci_g
reTepoalku, Ce19 TI'eTepoapwuy, 3aMemeHHEM Cg.19 TeTepoapui, Cyq-12
TeTePOLUKIIOANIKUIIANIKIII, 3aMemeHHEM Cy-1, IeTepPOoUMKIIOaJIKMIaJkmui, Cq-
1, TeTepoapwialikuil, 3aMelleHHblM Cq 1, TeTepoapuilalikuil; W R® u R’
BMEeCTe C aTOMOM as30Ta, K KOTOPOMY OHU IIPUCOEeOMHEHH, o00pa3ylT
KOJIBLIO, BHOpaHHOE ns3 Cs-10 TeTepoapuia, 3aMelleHHOT'O Cs-10
reTepoapuia, Cs-10 TeTepOUMKIIOaJIKUIIa u 3aMelleHHOT'O Cs-10
TreTepOoLUUKIIOaJIKUIIa .

[00261] B HeKOTOPHX BapMaHTax peaJiM3aluM COeIMHeHUI GOPMyJIEL
(I1II) coemmMHeHMe IOperncTaBJgeT CcoBou:

(N, N-gusTtuiakap®aMonil) MeETUIIMEeTUJI (2F) OyT—2—-eH-1, 4—-ouoaT;

MeTuJI [ N-OeH3unkapbamoni] MeTuJ (2F) 6yTr-2-eH-1, 4—-guoatT;

MeTUII—2-MOPQOIMH-4-MII-2-0KCORTWJI (2F) OyT—-2-eH-1, 4—-nuoarT;

(N-6yTuakapbaMon) METUIIMEe T (2F) OyT-2-eH-1, 4—-guoaT;

[N- (2-MeTOKCUBRTHJI) KapBaMOoWJI | MeETUIIMETUII (2E) 6yT-2-eH-1, 4-
omoarT;

2=-{2-[(2F)-3- (MeTOKCUKapPOOHWII) IPOIl—2—
EHOMJIOKCH | alle TUJIaMUHO } YKCYCHYID KUCJIIOTY ;

4-{2-[(2F)-3- (MeTOKCHUKapPOOHWII) IPOII—2—
EHOMJIOKCH | alle TMJIaMUHO } Oy TAHOBYK KUCJIOTY;

MeTuJ (N- (1, 3, 4—-TuannasoJi—-2-1JI) KapbaMouJl) MeTUJI (2FE) OyT-2-eH~—
1,4-gmuoar;

(N, N-guMeTuJIKapOaMonI) METUIIMETII (2 F) OyT-2-en-1, 4—-gmuoaT;

(N-MeTokKCH-N-MeTUIIKapOaMOWJI) METUIIMETII (2F) OyT-2-en—-1, 4-
omoarT;

B1C (2-MeTOKCHUDTMIIaMVHO ) Kap®aMOWJI | METUIIMETUII (2 FE) OyT—-2-eH~—

1,4-guoar;
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[ N—- (MeTOKCHMKaApPOOHWII) Kap®aMOoWJI | METUIIMETUII (2F) OyT-2-en—-1, 4-
ouoar;

4-{2-[(2FE)-3- (MeTOKCUKapOOHWII) ITIPOI—2—
E€HOMJIOKCHM ] alle TUJIaM/HO } Oy TaHOBYK KUCJIOTY, HATPUEBYK COJIb;

MEeTUJI—2—-0KCO—2—MUIEPa3UHUISTUI (2F) OyT—-2-eH-1, 4—-nuoarT;

MEeTUJI-2—-0KCO—-2— (2-0Kco (1, 3—0oKCcaz30oJIMINH-3-WJI) 2TUJI (2F) OyT—2-
en-1, 4-ouoarT;

{N-[2- (DVMe TMJIaMMHO ) 3TWUJI ] KapOaMOWJI } METUIIMETUJI (2F) OyT—2—-eH—
1,4-guoar;

MeTUJI-2— (4—-MeTUJINIUIIePa3UHWUII) —2—0KCORTUJII (2FE) —-OyT-2-eH-1, 4~
ouoartT;

MeTuJI— { N- [ (IponnilaMMHO ) KapOOHWII | KapBaMouJl }MeTuJI (2E) 6yT—-2-
eH-1, 4-ouoaT;

2= (4-aueTHUInuIepas3mvHnI) —2-0KCORTUIMe T (2F) OyT-2-eH-1, 4-
ouoartT;

{N, N-0uc[2- (METUIIZTOKCHU) 5TUJI ] KapOaMOMJI } METUIIMETUJI (2F) By T-2-
eH-1, 4-ouoaT;

MeTUJI-2- (4-0eH3UJINIUIIEPas3UHNUII) —2-0KCORTUJI (2F) OyT-2-eH-1, 4-
ouoar;

[N, N-0UC (2-3TOKCURTWUJI) kKapBaMoWJI ] MeETUIIMEeTU]I (2F) 6yT-2-eH-1, 4-
ouoar;

2=-{(28)-2-[ (TpeT-0yTWJI) OKCUKAPOOHWII | IUPPOJIUOUHNII} —2 —
OKCORTUIIMETUII (2F) 6yT-2-eH-1, 4—-guoarT;

1-{2-{ (2E) -3- (MeTOKCHMKapOOHWJI) IPOII—2—
eHOMJIOKCH ] alleTuJI} (25) MUMPPOIUIVNH-2-KapOOHOBYK KUCIIOTY;

(N-{[ (TpeT-6yTHJI) OKCMKAPOOHWII] METWJII } — N—
MeTUIKapBaMouJI) MeTUIIMETUII (2F) 6yT-2-eH-1, 4—-auoaT; {N-
(pTOKCUKAPOOHWI) MeTKJI ] — N-Me TuJIkap0aMOouJI } Me TUIIMEeTUII (2 F) OyT—2-eH-
1,4-guoar;

MeTUJI-1-MeTUJI-2-MOPQOJIMH-4-MII-2-0KCO3TUJI (2F) OyT-2-eH-1, 4-
ouoar;

[N, N-OUC (2-MeTOKCUBTUII) KapOaMOoWII] 3TUJIMeTUII (2F) 6yT-2-en-1, 4-
ouoar;

(N, N-guMeTuJIKapOaMOoWJI) 3TUIMETUII (2F) OyT—-2—-eH-1, 4—-nuoaT;

2=-{2-[(2F)-3- (MeTOKCUKapOOHWII) IPOI—2—-eHOWUJIOKCUJII] —N-

MeTUJIalle TUJIaMUHO } YKCYCHYIO KUCJIOTY ;
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(N={ [ (Tper—

Oy TIUII) OKCUKaAPOOHWJI | MeETUJI } Kap®aMOWJI) METUIIMETUII (2F) OyT-2-eH—-1, 4-
o1oarT;

(2F) 6yT—-MeTMII—- N—

{ [ (MeTMI3TIII) OKCUKaAPOOHWJI | MeTUJI } kKap®aMouJl) MeTuJI (2F) OyT—-2-eH-1, 4-
omoarT; {N-[ (pTOKCUMKaAPOOHWII) METUJI] — N—
OeH3MIKapOaMonl } METUIIMETUJI (2F) OyT—-2-eH-1, 4—nuoarT;

{N-[ (pTOKCUMKaAPOOHWJI) METUJI] —N—
OeH3UIKapOaMonl } 3TUIIMeETUII (2E) 6yT-2-eH—-1, 4—ouoar;

{N-[ (pTOKCUKaAPOOHWJI) METUJI] —N—
MeTUIIKapOaMOUII} 3 TUIIMeTUJI (2F) OyT-2-eH-1, 4—nuoarT;

(18) -1-MeTnII-2-MOPQOINH-4-MJI-2-0KCORTUJIME T (2F) OyT—-2-eH-
1,4-ouoaT;

(18)-1-[N, N-0ucC (2-METOKCUDTWII) KapBaMOMJI] 2 TUIMETUII (2F) By T-2-
eH-1, 4-ouoaT;

(1R)-1- (N, N-gusTuiakapbaMomui) 3TUJIMe T (2F) 6yT-2-eH-1, 4-
omoarT; W (18)-1- (N, N-mgusTuiIrkapOaMouil) 3 TUIMeTUJI (2FE) OyT-2-eH-
l,4-gmoarT; WM ero odapMalleBTHUECKM IIpUeMIIeMyld COJIb, KJjaTparT,
COJILBAT, TayTOMep WM CTEepeOoMu30MEeD.

[00262] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOpMYJIH

(III) coemoMHeHMe HOpencTaBJIgeT CoOOM:

VSMEHEHHAS CTPAHUIA



VSMEHEHHAS CTPAHUIA



s M uxX QapMalleBTHMYEeCKM IIpUeMIIeMHe
COJIM, KJIaTpaTH, COJBbBATH, TayTOMEPH WJIM CTEPEOUBOMEPH.
[00263] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIH

(III) coemoMHeHMe HOpedcTaBJIgeT CoBOom:
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(N, N-gusTuinkapbaMoWil) METUIIMETWII (2F) OyT—2—-eH-1, 4—-nuoarT;

MeTuJI [ N-OeH3unkapbamomi ] MeTull (2F) 6yT-2-eH—-1, 4—-guoaT; MeTWUJI—
2-MOPQONIMH—4-MJI—-2—-0KCOBTWJI (2F) OyT—-2-eH-1, 4—-nuoarT;

(N-B6yTuakapbaMoniI) METUIIMETII (2 F) OyT-2-eH-1, 4—-gomuoaT;

[N- (2-MeTOKCUBTUJI) Kap®aMOWJI | METUIIMETUII (2F) OyT-2-eH—-1, 4~
ouoart;

2={2-[(2F)-3- (MeTOKCUKapPOOHWII) IPOIl—2—
E€HOMJIOKCHM ] alle TUJIaM/HO } YKCYCHYIO KUCJIOTY ;

{2-[(2F)-3- (MeTOKCHKapPOOHWJI) IPOII—2—
E€HOMJIOKCHM | alle TUJIaMMHO } Oy TaHOBYI KUCJIOTY ;

MeTuJ (N- (1, 3, 4—-Tuannasoji-2-1Jl) KapOaMouJl) MeTUJI (2F) OyT—-2—-eH~—
1,4-ouoar;

(N, N-gumMe TUIIKapOaMOouil) MeTUIMEeTWUII (2F) O0yT-2-eH-1, 4—-OuoaT;

(N-MeTOokCU—N-MeTHUIKapOaMOUI) MeETUIIMETWII (2F) OyT-2—-eH—-1, 4-
ouoartT;

Buc (2-MeTOKCUD TUJIaMMHO ) Kap®aMOoWJI | METUIIME T (2F) Oy T—2—-eH~—
1,4-guoar;

[ N- (MeTOKCHKaAPOOHWII) KapOaMoWJl | Me TUIIMe TuJI (2F) OyT-2-eH-1, 4-
ouoar;

MEeTUJI-2—-0KCO—2-MNUIEPa3UHMISTUI (2F) OyT-2-eH-1, 4—-nuoaT;

MEeTUJI-2—-0KCO—-2— (2-0Kco (1, 3—okcaz3oJIMINH-3-MJI) 23TUJI (2F) ByT—2-
en-1, 4-omuoarT;

{N-[2- (DMMe TMJIaMMHO ) 3TWUJI ] KapOaMOoWJI } MeE TUIIME TUJI (2F) OyT—2—-eH—
1,4-gmuoar;

(N-[ (MeTOKCHMKapPOOHWII) 3TUJI] KapBaMOWJI) METUIIMETII (2F) OyT-2-eH~-
1l,4-guoar,; nin

2=-{2-[(2F)-3- (MeTOKCUKapPOOHWII) IPOIl—2—
EHOMJIOKCH | alle TUJIaAMUHO } IIPOINIaHOBYI KUCIOTY; WU

nx QapMalleBTUUYECKM I[IpMEeMIIEMEE COJIM, KJIATPaTH, COJIEBATH,
TayTOMEPH WJIU CTEepeOU30MEPEHL.

[00264] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMs QOPMYJIE

(I1II) coemoMHeHMe HOpencTaBJIgeT CoBOom:
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+ VLU X bapMalLleBTUUECKU
IpreMIIEMEE comu, KJIaTpaTEHL, COJIEBATEHL, TayTOMEPH VI
CTEepeOU30OMEDEHL.

[00265] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIE

(III) coemoMHeHMe OpedcTaBJIgeT CoOOM:
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2NN ero rjIaTpatT I COJIBEBAT. B

KOHKPETHOM BapMaHTe peannsalnmum n300peTeHnd B criocobax,

K

InpencCcTraBJIEHHEIX B JaHHOM ITJOKYMeHTe, MOXHO

BBOIMTL B BUIOEe COKpMUCTaJJla. B HEKOTOPHX BapuaHTax peaju3aluu
nzobpeTeHns COKPMUCTaJJIb NpenCcTaBJIST cobon COKPUCTAaJIJIbL c
MOUEBMHOM, OyMapoBOM KMUCJIOTOM, SHTAPHOM KUCJIOTOM, MaJIeMHOBOM
KMCJIOTOM, A6JIOUHOM  KMCJIOTOM WMJIM JIMMOHHOM  KMCJIOTOM WMJIM Te,
KOTOPHE OIMCAaHE B IOyOJMKaluMM 3adBkM Ha HaTeHT CIA N US 2014-
0179778 Al.

[00266] B HeKOTOPHIX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIE

(ITII) coeIuMHeHMe MpPenNCcTaBJIgeT coBom:

WM eTro KJaTpaT MJIM COJILBAT.
[00267] B HeKOTOPHX BapMaHTax pealn3alluM COeOMHEHUS QOpPMYJIH

(I1II) coemomMHeHMe HOpelncTaBJIgeT CcoOoM:

o]
. \)LMWDa
k./ﬂx.

[00268] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOPMYJIH

VJiM er'oc RKJjlaTpaT WMJIM COJIBEBAT.

(I1II) coemMHeHMe HOpedcTaBJIgeT CoOOoM:

IV eTo KJIaTpaT WMJIM COJIEBaT.

[00269] CoenmMHeHUsd, [IepeurcJIeHHEe B IIYHKTax [00261] "
[00263], Ha3BaHH C ucHoJb3oBaHMeM Chemistry 4-D Draw Pro, BepcuHu
7.01lc (ChemInnovation Software, Inc., Can-Iuero, KaaubpopHus).

[00270] B onmnHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
dopmysiel (IIT) MoOTyT OHTB TIOJYUEeHH C MCIOJBb30BaHMEM CIOCODO0B,
M3BECTHEIX ClelMaJyucTaM B »OaHHOM o00JacTM TexXHMKM, HalpuMep, Kak

OIIMCaHO B IIaTeHTe CIIA N 8148414 B2.
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[00271] B OIOHOM BapMaHTe peannsanmnum n300peTeHnd
IpoJieKapCTBa MOHOANKMIQyMapaToB IIPedCTaBJIAT COOOM IIPOoJIeKapCTBa,

onMcaHHee B W02013/119677, TakMe KaK COeOUMHEHMS QopMyJiel (IV) :

UiIM ux ¢apMalleBTUUEeCKM IIpMeMJIEMBEE COJIM, KJIATPaTH, COJIbEBATH,
TayTOMEPHE MJIM CTEPEeOU3OMEPH, I'Ie

R’ mpemcraBigeT coboi Ci g aJKWII;

Kaxoer m3 RYY u RY HesaBuMcUMO MOpencTaBIgoT coOOM BOLOPOIM,
Ci¢ AJKMJI WJIM 3aMelleHHHM Ci_g aJIkWUJI; U

R1? npencraBygeT cobomm Ci_g ajKMJI, 3aMmemeHHHM Cig aJlIkui, Cig
aJIKeHWJI, 3aMelmeHHHY Ci_¢ aJiIkeHuJl, Ci_¢ T'eTepoaJiKujl, 3aMemeHHBM Ci_g
TeTepoalikuil, Ci.g LUMKJIOAJKMWII, 3aMemeHHEM Ci.g LIMKJIOoaJkMJ, Cg g
apuil, 3aMelleHHENT Cg s apwil uim-OR'?, 1me R mnpemcraBigeT coboir Cig
aJIkMJI, BaMemeHHBM Ci_g aJikmi, Ci i9 ULUMKJIOAJKWII, 3aMemleHHBMCs 1q
HUMKJIOaNKMJI, Cg 10 APWUJI MM 3aMelleHHBEM Cg 19 apul;

roe Kax I 3aMecTUTeJIb He3aBUCHUMO npelcTaBJIgET cobom
rajiored, -0OH, -CN, -CF,;, =0, -NO,, 6ensmu, -C(0O)NR!4,, -R!, -0OR!%,
-C(O)R14, -COOR1 R -NR14,, TIe KaXIIbII R4 He3aBMCHUMO
opencraBJjgeT cobol Bomoponl miIu Ci 4 aJIKMJII.

[00272] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHUSI (QOpPMYJIH
(IV) KaxOHlM 3aMecTUTeJIb He3aBUCHMMO IpelcTaBJigeT cobol TajloreH, -
OH, -CN, -CF3, -RY, -ORY wmmm -NR 14,, rmme xaxmeni R!* HeszaBMCHMMO
opencraBJygeT cobol Bomopol miIu Ci 4 aJIKMII.

[00273] B HEeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS (QOPMYJIH
(IV) KaxOul 3BaMecTUTeJb He3aBUCUMMO IIpencTaBjisgeT cobdort =0, Cig
ankmi u -COOR', 1mme R mpemcraBsger cobol Bomopon miau Ci_, aJIKWII.

[00274] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS QOPMYJIE
(IV), R? mpencraBjgeT codoir Ci ¢ ajJKuUJI; B HEKOTOPHX BapuaHTax
peamuzaumu R° mpencrabigeT coBoi  Cis  AJIKWIL; a B HEKOTOPEIX
BapMaHTax peanmsaluuM R° mpencrabigeT coBoOM MeTMJI MJIM STUII.

[00275] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPMYJIE

(IV), R° mpenmcraBigeT cOBOM MeTMII.
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[00276] B HeKOTOPHX BapMaHTax pealin3alluiM COEeOMHEHUS QOPMYJIB
(IV), R’ mpencraBiageT cob®oM 3TWJ, H-TPONWUII, W3OMIPONMJI, H-OYyTWI,
BTOD—OYTUII, U300YTWUII WIU TpeT-0OyTWJI.

[00277] B HeKOTOPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPpMYJIH
(IV), R° MeTwy, STWJ, H-OPOIWJI, W3ONPONUII, H-OyTWUII, WN300YTUII WU
ToeT—-0yYTUII.

[00278] B HeKOTOPEHX BapMaHTax peajM3aluy COeOMHeHMSI QOPMYJIH
(IV) ommu m3s R'® u RY mpemcraBssger coBoil Bomoponm, a Opyroi ms RO
n RY npepcrariger coboit Cig alIKMJI. B HEKOTOPHX BapMaHTax
peanMsaluu coeguHeHMs ¢GopmyJiel (IV) ommH m3 R'® u R'' mnpepmcrassger
coboin Bomopom, a mpyroin m3 R u R mpemcramBisger coBomt Ci 4 ajJKMII.

[00279] B HeKOTOPEHX BapMaHTax peajM3aluM COeOMHeHMA QOPpMYJIE
(IV) ommu m3 R u R mnpexmcrasigeT coBoll BOHOPOI, a Apyrou mus RO
u R npemcraBigeT coBoM MeTWJI, STWI, H-NPONWUJI WIM M30NpOoNnmi. B
HEeKOTOPHX BapMaHTax peajMz3aluy coeluHeHud OGopMmyJe (IV) KaxOwell M3
R 1 R mpencramBigeT coBoll BOOOPOXN.

[00280] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS GOPMyJIEL
(IV), R mpexmcrasjger cobot Cig ajxkmia; omud u3 R p R
npencrabBigeT cobol Bomopon, a oOpyroi ms R u R npepcraeiger
coBoit Ci_¢ ankmi; u R° mpencrabigeT cobolt Ci_g aJKUl.

[00281]B HeKOTOPHX BapMaHTax peain3aluyM COeIMHEHUS (QOPMYJIIH
(IV), R'? mpenmcraBjger coboir —OR3,

[00282] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOPpMYJIH
(IV), R mpenmcrapignT cobolt Ci_, aJKWII, LUMKJIOTEKCUII MM (QeHMI.

[00283] B HEeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIH
(IV), R'? mpemcraBjigeT coOOOM METWUII, STWJI, H-IPONIMJ WM W3OIPOIIAI;
omuH m3 R'° m R ' mpemcraesiger coboil BOmOpom, a Opyroi ms RO u
Rl mpencraBiagerT co®oil METWJI, BTWJI, H-NPONWJI WJIM M3OMIPOIIMI.

[00284] B HeKOTOPHX BapMaHTax pealin3alluiM COEeOMHEHUS QOPMYJIH
(IV), R!? mpepmcrariger cofoli 3aMelleHHBI Ci o, aJjKijl, TIOe KakIull
3aMecTHUTeJIb He3aBUCKMO IIpencTaBygeT cobont -COOH, -NHC (0O)CH,NH,
mian —-NH,.

[00285] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIE
(IV), R'Y? nmpemcraBjgeT coBoM BTOKCH, METUIISTOKCH, M3OMIPONINII,
benn, LIMKJIOTeKCHWJI, LIMKJIOTeKCHUJIOKCH, -CH (NH,) CH,COOH, -

CH,CH (NH,) COOH, —CH (NHC (O) CH,NH,) -CH,COOH wmmm -CH,CH (NHC (O) CH,NH;) -
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COOCH.

[00286] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPMYJIE
(IV), R? mpemcraBjdeT CcOBOM MeTWJI MM STWil; oImuH u3 R® u R
nperncraBjigeT cob®o Bomopom, a apyro wm3 R m RY npencrariger
coBoil BOmOPOH, MeTWJI, STWlI, H-NPONWJI WJIM MW3OHPOIMJI; u R
opencraByggeT cobom Ci3 aJIKuJ, 3aMemeHHb Ci_, aJIKMJI, TIIOe Kaxnasd
3aMemanimas Tpyllda OpencTraBjageT cobor— COOH, -NHC(0O)CH,NH,, -NH,
uimm -OR'3, 1pme R!3 mpemcraBiger coboit Ci 3 aldKMUIl, LMKIOTEKCUII,
beHMII MY LUUKJIOTEeKCWUJI.

[00287] B HeKOTOPEHX BapMaHTax peajM3aluM COeOMHeHMA QOPMYJIH
(IV) coermmMHeHMe IMOpencTaBJigeT coboun:

STOKCHUKAPOOHMIIOKCUR TUMIIME T (2F) OyT-2-eH-1, 4-OouoatT;
MEeTHUII (METUIISTOKCUKAPOOHUIIOKCH ) 2TWJI (2F) OyT-2-eH-1, 4—-OomoaT; MJIN
(UMKJIOTEKCUIJIOKCUKAPOOHUIIOKCH ) DTUIIMETWII (2F) OyT-2-eH-1, 4—-OuoarT;
WM MX KJAaTPpaTh, COJIbBATH MM CTEPEeOM30MEPH .

[00288] B HeKOTOPHIX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIEL

(IV) coemmHeHMe IIpelcTaBJgeT cobou:

M1 nx KJIaTpaTH, COJIEBATEL MJin

CTepeOMn30OMEPHL.

[00289] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS QOPMYJIH
(IV) coermuHeHMe NOpencTaBJigeT coboi:

MeTWUJI (2—-MeTUJINPONaHOMJIOKCH ) 3TuII (2F) 6yT-2-eH-1, 4—-ouoaT;

MeTUIQEHUIIKAPOOHUIIOKCUBRTUII (2F) OyT—-2-eH-1, 4d—-nuoarT;

HIMKJIOTEeKCUIKAPOOHUIIOKCUDY TUIIME T (2 F) OyT—2—-eH-1, 4—-nuoaT;

[ (2E) -3- (MeTOKCHUKaPOOHWII) IPOIN—2—-eHOUJIOKCHU | 3TUIIMETWII (2F) Oy T—
2-en-1,4-guoaT; WM

MeTUJI-2-MeTWJI— 1 - beHMIKapOOHMUIIOKCUNIPONIWII (2FE) 6yT-2-en—-1, 4-
oVoaT; WM UX KJIaTpaTH, COJIbBATH WM CTEpeOM30MEDEHL.

[00290] B HeKOTOPHX BapMaHTax pealin3alluiM COEeOMHEHUS QOPMYJIB
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(IV) coermuHeHMe NOpencTaBJigeT coboi:

WM ¥UX KJaTpaTH, COJIbBATH WJU
CTEepeOn30OMEDEHL.

[00291] B HeKOTOPHIX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIE
(IV) coemmHeHMe IIpelcTaBJgeT cobom:

STOKCHUKAPOOHMIIOKCUR TUMIIMEeTUII (2F) OyT-2-eH-1, 4—-OouoatT;

MEeTHUII (METUIISTOKCUKAPOOHUIIOKCH ) 2TUJI (2F) OyT-2-eH-1, 4—-OouoatT;

MEeTHUII (2-METUJINIPOIIaHOUIIOKCH ) 2TWJI (2F) OyT-2-eH-1, 4—-OouoarT;

MeTUIPEeHUIKAPOOHMUIIOKCUR T (2F) OyT-2-eH-1, 4—-nuoaT;

HUKJIOTEeKCUIKAPOOHMIIOKCUDY TUIIMEe T (2F) OyT—-2-eH-1, 4—-nuoaT;

[ (2E) -3- (MeTOKCHUKaPOOHWII) IPOI—-2-eHOMJIOKCHU ] 3TUIIMETUJI (2F) Oy T—
2-eu-1, 4-guoarT;

(IMKJIOTEeKCUJIOKCUKAPOOHMIIOKCHY ) 3TUIIMEeTUI (2F) 6yT-2-eH-1, 4-
ovoarT;

MeTUJI-2-MeTUJI— 1 -deHUIKapOOHUIIOKCUNIPONIUII (2E) 6yT-2-en-1, 4-
OMoaT; WM UMX KJIATPaTH, COJBBATH WM CTEPEeOU30OMEDH.

[00292] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS (QOPMYJIH
(IV) coermuHeHMe NOpencTaBJigeT coboi:

3-({[(2F) -3- (MeTOKCMKaApPOOHWII) IPOII—2—
EHOMJIOKCH | MeTUJI } OKCUKapOoHMII) (35) —3—-aMMHOIIPOIIaHOBY KMUCJIOTY,
CoJib 2,2, 2-TpUPTOPYKCYCHOM KMCJIOTH;

3-({[(2F)-3- (MeTOKCMKapPOOHWII) IPOII—2—
EHOMJIOKCHU | METUJI } OKCUKaAPOOHWII) (25) —2—-aMMHOIIPOIIaHOBY KMUCJIOTY,
CoJib 2,2, 2-TpUPTOPYKCYCHOM KMCJIOTH;

3-({[(2F) -3- (MeTOKCMKapPOOHWII) IPOII—2—
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EHOMJIOKCHU | METUJI } OKCUKapOoHmJI) (35)-3-(2-
aMMHOAalle TMJIAaMMHO ) IPOIIaHOBYD KMCJIOTY, COJb 2,2,2-TpUDPTOPYKCYCHOM
KMCJIOTH,; WK

3-{[(2E)-3- (MmeTOKCHUKapPOOHWII) IIPOI—2—
EHOMJIOKCH ] BTOKCUKAPOOHUIIOKCHU } (25) —2—-aMUHOIIPOIIaHOBY KMCJIOTY,
XJIOPWUL,; WM MX KJaTpaTH, COJbBATH WM CTEPEOM3OMEDH.

[00293] B HeKOTOPHX BapMaHTax pealin3allMy COEeOMHEHUS QOPMYJIH

(IV) coermmMHeHMe MOpencTaBJigeT coboin:

i MU
KJIATPATH, COJIBBATH MJIM CTEPEOU3OMEPEH .

[00294] B HEeKOTOpPHX BapMaHTax peajiM3alyuM COeOMHeHUS (QOPMYJIH

(IV) coemuMHeHMe NOpencTaBJisgeT coboi:
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N

InprnemMjieMele COJIM, KJlaTpaTe, COJIBEBATH WMJIIM CTEPEeOVM3OMEPH.

MH;

+ nJin nx @apMaHeBTquCKM

[00295] B HeKOTOPHX BapMaHTax pealin3alluy COEeOMHEHUS QOPMYJIH

(IV) coermmMHeHMe MOpencTaBJigeT coboin:

Znnzi

WM MX KJaTpaTe, COJIBBATH WU
CTepeOnU30MEDEHL.

[00296] CoenmMHeHUd, [epeuncJIeHHBE B IIyHKTax [002877,
[00289], [00291] wm [00292], Ha3BaHH C MCIOOJIb30BaHMeM Chemistry
4-D Draw Pro, Bepcum 7.01lc (ChemInnovation Software, Inc., CaH-
Iuero, KamudopHUS) .

[00297] B onmHOM BapMaHTe pealiM3aluu M300peTeHUud COeOMHeHM
dopmysier (IV) w™MoOTyT OHTBH TIOJYUeHH C MCIOJB30BaHMEM CIoOCo0O0B,
M3BECTHEIX ClellajJuMcTaM B HOaHHOM 0O0JlacTM TexXHUKM, HalpuMep, Kak
onMcaHo B naTeHTe CIA N 8148414 B2.

[00298] B OIOHOM BapMaHTe peannsanmnum n300peTeHmnd
IpoJjieKapCTBa MOHOANKMIQyMapaToB I[IPedCTaBJIAT CODOOM IIPOJIeKapCTBa,
ONMCAaHHEHE B OyOJMKALMM =adBKM Ha naredT CIA N2014/0057918, Takue

KakK coenuHeHUsa QopMyJiel (V) :
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MJIn nx @apmaueBqueCKm IIpreMJIEMEIEe COoJINn, KJIaTpPaTEL MJIn

COJIBBATH, T'Ie

RY® mpemcraBisgeT coboil Ci g ajKWiI; U
m paBeH LeJIOMy YuCIy OT 2 OO 6.

[00299] B HeKOTOPHX BapMaHTax peajiM3aluy COeOMHEHUS QOPMYJIH

(V), R!® mpemcraBisger cobolt MeTul.

(V)

V),

(V)

[00300] B HeKOTOpPEHX BapMaHTax peajM3alyuM COeOMHeHMA QOPMYJIE
RS mpencraBigeT coBOM STUII.

[00301] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIE
R mpemcrTaBigeT coboit Ci g aJKMII.

[00302] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS GOPMyJIEL

R® mpemcraeisgeT co®oil MeTMJI, H-NPONWJI, W3ONPONuil, H-OYyTW,

BTOp—-OYTUJI, U300YTUII WK TpeT—-0OyTHUII.

(V) ,

[00303] B HEKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOpMYJIH

RI® mnpencramigeTr co®oil MeTWJI, STWUII, H-OPOIWJI, W3ONPOIWJI, H-

Oy TUJI, BTOP—-OYTUJI, MUI30OOYTUII WU TpeT—-O0yTUII.

(V)

[00304] B HEeKOTOpPHX BapMaHTax peajiM3alyuy COeOMHeHMSI (QOpMYJIH

CoeIIMHeHMe IIpencTaBJIideT coboi:

MeTUJI (2-MOPQOJIMHOB TUII) QyMapaT;

MeTUJI ( 3—-MOPQOJIMHOIIPONIWII) QyMapaT;
MeTUJ (4-MOpPQOIMHOBY TIUII) QyMapaT;
MeTUJI ( 5—-MOPQOJIMHOIIEHTWII) dyMapaT,; WK
MeTUJI (6—-MOPQOJIMHOT EKCHUII) byMapaT;

MJin 17924 @apMaHeBTquCKM IIpreMJIEMEIE COoJINn, KJIaTpaTEl MJIin

COJIBEBATH.

(V)

[00305] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIH

COeIIMHEeHMe IIpenlCcTaBJIdAeT coboi:
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* VIJIM WX q)apMaL[eBTquCKI/I InprneMIIeMEIe

COJIM, KJaTpaThl MJM COJIbBATH.

[00306] CoenmHeHMS, IepeuMucJieHHBHe B INIIyHKTe [00304], HasBaHH
C MCIIOJIb 30BaHMEM Chemistry 4-D Draw Pro, BepCuUn 7.01c
(ChemInnovation Software, Inc., Can-Iuero, KamudopHUsa) .

[00307] B omHOM BapMaHTe peajM3aluM MN300peTeHUS COeIUMHEeHUH
bopMmyJiel (V) MOTYT OHTB IIOJIYUEHH C MCIOJIb30BaHMEM CIOCOBO0B,
M3BECTHEIX ClelajJucTaM B IaHHOM o00JlacTM TexXHUKM, HalpuMep, Kak
onMcaHo B IyOJaMKaluM sadBKM Ha HaTedT CIA N 2014/0057918.

[00308] B OIOHOM BapMraHTe peanmusanmnum n3obpeTeHmA
IpoJjieKapCTBa MOHOAJKMIGyMapaTOB IMpeICcTaBJIST CcoBol MIpoJeKapCTBa,
onmMcaHHele B WO2013/119677, TakmMe KaK coeOuHeHMS GopMyJisl (VI) :

-
T

L

Kia
H"ﬁ

(v
I MX OdapMalleBTUMUECKM I[IpUeMJIEMEIe COJIM, KJIAaTpaTh, COJbBATH
WX CTEPEeOM30OMEPH, TIe:
R'® mpepmcraBsger coBoil Ci i ajkuil, Cs_14 apwi, TIHUIPOKCUI, -0-
Cio10 adyxkmi uimm —-0-Cs_14 apwui;
kaxoenr m3 RY7, R u RY? HesaBucuMO mnpencrTabBigeT coboir Ci_ig

ajikui, Cs_14 apwui, ruopokcwmi, -—-0-Ci_jpalikmi, -0 —-Cs_14 apuj WiIu

roe R?° npepmcramBigeT coboil Cig aJNKWII; KaXOEll M3 KOTOPHIX
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HeoBg3aTeJIbHO MOXET OHTL 3aMelleH; U

KaXOell M3 N, P M ¢ He3aBUCHMMO paBeH 0-4;

npy YCJOBMM, UTO I[IO MeHbIleld Mepe omuH u3 RY7, RP%y R
IpeIcCTaBJIgeT CoOOou
L g

[00309] B HeKOTOpPHX BapMaHTax peajM3alyuM COeOMHeHUAa (QOPpMYJIE
(VI), R?Y mpemcraBjgeT coOoi HeoOg3aTeJIbHO 3aMemeHHEN Ci ¢ aJIKMil.
B HEKOTOPHX BapraHTax pealrs3aluy CcoeOuHeHus oGopMmyJe (VI), R2Y
IpeIcTaBJigeT CoOO¥M HeoOA3aTeJIbHO 3aMelleHHEM MeTWUJ, STUI WK
M30NPONMJI. B HEKOTOPEHX BapMaHTax peaju3aluy COeOUMHEHUA GQOPMYyJIbL
(VI), R?° mpepmcraBigeT coboil MeTMII.

[00310] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIEL

(VI), R!® npemcramiger cotoim Ci 1o aJKMJI. B HEKOTOPHX BapMaHTax

peanusaluuM  COeOMHeHUuS  OOpMyJIEL (VI1I), R'® mpemcraesiger coBoit
Heobsa3aTeJILHO 3aMelleHHBIN Ci-6 AJIKWUII . B HEeKOTOPHX BapraHTax
peajgmu3zaluy COoeIVMHEeHUSA  GOPMYyJIH (VI), R'® rmpemcraesiger coBoin

HeoBA3aTeJIbHO 3BaMeMeHHBM MeTUJI, STUJ WIM M30MNPONMJI. B HEeKOTOPHX
BapMaHTax peaju3aluu coeIuHeHMS OGopMmyJiel (VI), R'® mnpemcrasjger
cobo HeoBA3aTeJIbLHO 3aMemeHHBM Cs 15 apujl. B HEeKOTOPHX BapuaHTax
peaagm3zaluy COoeOVMHeHMSa  GOPMYyJIH (VI), Rl® mpemcraBideT coBoit
HeoBdA3aTeJIbHO 3aMmemeHHem Cs—Cig apui.

[00311] B OIOHOM BapMaHTe peannsanmnum n3obpeTeHmnA

IpoJlekapCcTBa MOHOaJKMJIdyMapaToOB MIpelcTaBJIgnT coboy OpoJekapcTBa,
onmMcaHHele B W02013/119677, TakmMe KaK COeOUMHEHMS QopMyJe (VI') :

7
F?:‘!

Nt

g B
(.

R

(VI')

di

UM "X OdapMaleBTUMUeCKM [IpUeMJIeMEe COJIM, KJIaTpaTh, COJIbEBATH
WUV CTEPEeOM30OMEPH, I'Ie
R'® mpepmcraBsger coBoil Ci 1o ajkuil, Ce 19 apwi, TIHUIPOKCUI, -0-

Cio10 ajyrmi uim —-0-Ceo19 apwui;
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kaxoenr m3 RY7, R u RY® HesaBucuMMO mnOpencrTabBisgeT coboit Ci g

aJyikuil, Ceg-o19 apwui, rmugpokcui, -—-0-Ci_j¢ aJikmii, —-0-Cgo19 apwmil UJIM

8

roe R?° npepmcramBigeT coboit Cig  aJNKWII; KaXOEll M3 KOTOPHIX
HeoBAa3aTeJIbHO MOXET OLThL 3aMeleH; U

KaXOull M3 N, P ¥ J Hes3aBuUCUMO pabeH 0-4;

npy YCJOBMM, UTO I[IO MeHbIlleld Mepe omguH u3 RY7, RYP¥y R

IpeICcTaBJIgeT CoOou

'}im;

|\

[00312] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIE
(VI'), R?° npemcraBisgeT coBOM MeTWMII.

[00313] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUI GOPMyJIEL
(VI) NI bopMy JIEL (VI") CoenUHeHNe npelcTaBJIgeT cobon:
(ODVIMe TUJICUIIaHOUWII) IUMe TUIInndyMapaT;
MeTUJI ( (TPMMEe TOKCUCUJIIWII) MeTUJI) dyMapaT;
MeTUJI ( (TPUTUIPOKCUCUIINII) METUII) QyMapaT; MJIIN
TpUMe TUJI (Me TUJICUJIaHTPUMII) TpudbyMapaT; WIIN nx bapmalleBTHUUECKH
npueMJieMele COJIM.

[00314] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHUSI (QOPpMYJIH

(VI) mim fopmyJiel (VI') coemuHeHMe OpelcTaBiideT cofoi:

MJIn s MM UX (]_)apMaH,eBTquCKM IIpreMJIEeMEIe

VSMEHEHHAS CTPAHUIA



98

COJIN .

[00315] B oIOHOM BapMaHTe pealu3aluM HU300peTeHUs COeIVMHEeHUSA
bopMmyJiel (VI) M dpopMyJiHl (VI') MOTYT OHTH IIOJIYUEHH C MCIOJb30BaHUeM
CcrnocoBoB, M3BECTHHX ClelMajJucTaM B IOaHHOM 0OB0JlacTM  TEeXHUKH,
HanpyMep, Kak omnmcaHo B W02013/119677.

[00316] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd
IpoJieKapCTBa MOHOAJKMIQyMapaTOoB IIpeICTaBJIAIT CcoB0OM OpoJeKapCTBa,
onmMcaHHele B W02013/119677, Takme KaK COeOMHeHMS QopMyJiel (VII) :

o—f"

(W1}

WIM Ux QapMalleBTHUUYECKM IIPpMEMIIEMEHE COJIM, KJIATPATH, COJIbLBATH
WM CTEepPeou30MepH, I'Oe:

R?! mpencraBigerT coboin Ci g aJKWI; U

Kaxoell 13 R?? u R?? HesaBMCUMO IIpelcTaBjigeT cobol Ci iy aJIKUII
i Cs_14 apwiI;

KaxIHM M3 KOTOPHX HeoBsS3aTeJIbHO MOXeT OHBThL 3aMelleH.

[00317] B HEKOTOpPHX BapMaHTax peajiM3alyuM COeOMHeHMSI (QOpMYJIH
(VII), R?! mpencraBigeT coBoil HeoBa3aTelIbHO 3aMeleHHEN Ci_ g aJIKMil.
B HEKOTOPHX BapMaHTax peajM3aluM coeOuHeHmd o¢opmyJel (VII), R2!
opencraBygeT coboy Heob®sg3aTeJIbHO BaMelleHHBM MeTuJI, DSTWJ WIn
M3O0INPONIMJI. B HEKOTOPHX BapMaHTax peajlu3aluy COeOIMHEeHUS GOopMYJIH
(VII), R?! mpemcraBideT coB®oil MeTWMII.

[00318] B HEeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS (QOPMYJIH
(VII) Kaxoelr ©u3  R??  u R?? HesaBMCUMO IpencTaBigeT coBoil
Heob®g3aTeJIbHO 3aMelleHHBI Ci-10 AJIKNUJI. B HEKOTOPHX BapMraHTax
peanmMsalmMu coemuHeHMS QopMyJiel (VII) kaxnoeli m3 R?2 1 R?? He3aBUCUMO
IpencTaBJIgeT cobor HeoBa3aTeJIbHO  3aMemeHHBM Ci¢  aJIKUI. B
HEeKOTOPHX BapMaHTax peaju3aluy coelvHeHusa ¢opMyJnl (VII) KaxOwl
m3 R??2 u R?® HesaBMCMMO IpencTaBjgeT Cco0oi Heobg3aTesIbHO
3aMemeHHE MeTWJI, 9STUJI WIM M30IPONIMJI. B HEeKOTOPHX BapuaHTax

peanmMszalMu coemuHeHMS QopMyJiel (VII) kaxnowli um3 R?2 1 R?3 He3aBUCUMO
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opencraBjgeT cobol  Heob43aTesIbHO  3aMemeHHuM  Cs_14  apwuil. B
HEKOTOPHX BapMaHTax peaju3alluy coearHeHUa GopMyJisl (VII) KaxIu
ns R?»? wu R?  HesaBUCHMMO MpPeOcTaBJgeT coBoil Heobd3aTelIbHO
3amMemeHHu Cs_ 19 apWil.

[00319] B OIOHOM BapMaHTe peannsanmnum n300peTeHmnd
IpoJjieKapCcTBa MOHOAaNKMIbyMapaToB IMIpedCcTaBJIgT coBoM MpoJeKapcTBa,

onmMcaHHele B W02013/119677, Takme KaK COeOMHEeHMS QopmyJiel (VII') :

L F:EE 1

(WI)

Wi UX @apMaHeBTMT{eCKM IIpreMJIeMbBle COJIM, KJjlaTpaTel, COJIEBaTEI

WM CTepeOM30MEPEH, I'Ie

R?! mpencraBiger coboin Ci g aJKWI; U

KaxOouli 13 R?2 u R?® He3aBMCHMMO IMPENCTaBJIgART coBoM Ci ig aJIKWUII
i Cg_19 apwi.

[00320] B onOHOM BapMaHTe peaJu3aluy H300peTeHMs COoeIMHeHMSA
bOopPMY JIEL (VII) " bopPMy JIEL (VIT') MOTYT OHTH IIOJIYYeHE c
MCIIOJIL30BAaHMEM CIIOCOBO0B, M3BECTHHX CIlelrajlrucTaM B OaHHOM o6JacTu
TEeXHUKM, HaIpyMep, KaK omnmcaHo B W02013/119677.

[00321] B OIOHOM BapMaHTe peannsanmnum n3obpeTeHmnd
IpoJlekapcTBa MOHOaJKMJIdyMapaToOB MIpelcTaBJIgnT coboy OpoJekapcTBa,

onmMcaHHele B W02013/119677, Takmue KaK coeOUHeHMS GopMyJiel (VIII) :

(WIII)

mJim MnX (]_)apMaLLeBTMT{eCKM IIpmeMJIeMBEle COJIM, KJIaTpaTEl, COJIEBaTEHI

UM CTEPEOM3OMEpH, IIe:
R?? mpepncraBisgeT coboil Ci g aJIKWUII;
Kaxoelr u3  R2?°, R?® u R?7 HesaBUCUMMO IpelcTaBJIgeT cobou
runpokcuil, Ci_qi9 aJikmi, Cs_14 apwuii, —-0-Ci_19 ajrwmi mujau —-0-Cs_14 apuii;

KaxOull u3 KOTOPHEX HeoOA3aTeJIbHO MOXeT OBTH 3aMelleH; U
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[00322] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIE
(VIII), R?* mpencraBjsgeT coboil HeoOd3aTeJIbHO 3aMemeHHb C;—Cg
alKuiI. B HeKOTOPHX BapMaHTax peaJlu3aluM coelIVHeHUS  QOpMYyJIH
(VIII), R=4 opencraBygeT coboy HeoOg3aTeJIbHO 3aMeleHHHM MeTWI,
STUJI WAV M3O0MIPONMIJI. B HEKOTOPHX BapMaHTax pealu3aluM COoeIMHEHUS
bopmysiel (VIII), R?? mpemcraBigeT coOOM METWMII.

[00323] B HeKOTOPHX BapMaHTax peajM3aluy COeOMHeHMAI QOPpMYJIE
(VIII) xaxmowii m3 R?°, R?°m R?7 mpemcraBjgeT coBOM TIHUOPOKCUII. B
HEeKOTOPHX BapMaHTax pealu3aluum coenuHeHusda o¢opmyJss (VIII) KaxOwl
us R?°, R?® y R? Hes3aBUCKUMO IMpeIcTaBlIgeT CcoBoi HeoBA3aTeJILHO
3aMeleHHBM Ci-10 AJIKWII . B HEKOTOPEIX BapMaHTax peaam3alummu
coemmHeHua GopMyJsiel (VIII) xaxoeni u3 R2?°, R2° u R?7 Hes3aBMCUMO
IpelcTaBJIAeT coBor  HeoBsa3aTeJIbHO  3aMelmeHHHM Ci g  aJIKWII. B
HEeKOTOPHX BapMaHTax pealu3aluy coeluHeHUs ooopmyJsl (VIII) KaxIOwi
3 R?>, R?® y R? Hes3aBUCHMMO IMNpeICcTaBJIgeT CoBOOM HeoBa3aTesbHO
3aMeleHHE MeTuJI, STUJI WIM MW30OpOoNMJi. B HEKOTOPHX BapuaHTax
peanMsauuu coeImHeHus ¢opmysiel (VIII) waxmemsr m3 R?%, R2® u R?7
He3aBUCKMO IMpencTaBjigeT cobo¥ HeoOg3aTeJIbHO 3aMemeHHBM Cs 1, apuil.
B HEeKOTOPHX BapMaHTax peajM3alluM COeOIVMHEeHUS  QOPMYJIH (VIII)
Kaxoelr — mu3  R?3, R?¢  u R?7  HesaBMCHMMO IIpelCcTaBJIgeT cobou
HeoBdA3aTeJIbHO 3aMemeHHeM Cs 9 apuil.

[00324] B OIOHOM BapMaHTe peannusanmnum n3obpeTeHmnAd

IpoJieKkapCcTBa MOHOAJKMUIIdyMapaToB IIPpeldCTaBJILAT cobom IIpoJieKapCTBa,

onmMcaHHele B W02013/119677, TakMe KaK coeOuHeHMS dopmyJisl (VIII') :

(WIIL)

mJim mnX (]_)apMaLLeBTMT{eCKM IIpmemMJIeMBEle COJIM, KJIaTpaTEl, COJIEBaTEHI

UM CTEPEOM3OMEpPH, IOe:
R?? mpepmcraBisgeT coboil Ci g aJIKWUII;
Kaxoelr u3  R?°,  R?°m  R?7  HesaBMCUMO [OpencTaBigeT cobou
TuopokCcuil, Ci-19 aJrwmil, Ceg.19 apwi, -0-Ci 10 aJxkmjg uim —-0-Ce-19 apwuI;

u

VSMEHEHHAS CTPAHUIA



101

S paBeH 1 mwam 2.

[00325] B oIOHOM BapMaHTe peaJlu3aluM HU300peTeHUs COeIVMHEeHUS
bOPMY JIEL (VIII) u bOoPMY JIEL (VIII') MOT'YT OHITH I[1OJIYYeHEl c
MCIIOJIb30BaHMEM CIOCOOO0OB, M3BECTHHX CHelMalMcTaM B IaHHOM oBJjacTu
TEeXHUKM, HaIpyMep, Kak omnmcaHo B W02013/119677.

[00326] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd
IpoJieKapCTBa MOHOAJKMIQyMapaTOoB IIpeICTaBJIAIT CcoB0OM OpoJeKapCTBa,

onMcaHHele B W02013/119677, Takue KaK COeOMHEeHMS QopMyJiel (IX) :

 @“Rm
(X}

WM UxX ¢papMalleBTHUUECKU I[IpMeMIIeMEe COJIM, KJjaTpaThk, COJIbBaTEH
WV CTepeOoM30MEPEH, IIe

kaxOell R?® mesaBucuMo mnpencraBigeT coboil Cig aJlIkWil; U

R?° mpepncraBifgeT co6oi Ci 19 aJIKWII;

KaxIHM M3 KOTOPHX HeoOsS3aTeJIbHO MOXeT OHBTh 3aMelleH.

[00327] B HEKOTOpPHX BapMaHTax peajiM3alluM COeOMHeHMSI (QOPpMYJIH
(IX) Kaxoell — R?®HesaBuMcUMO  IIpelcTaBJIgeT coBoi  HeoBd3aTesIbHO
3aMeleHHBM Cis aJIKNII . B HEKOTOPEIX BapMaHTax peann3alumumn
coemmHeHusa ¢opMyJiel (IX) xaxmoeli R2?® HesaBMcUMO MpencTabBiigeT cobou
HeoOsa3aTelIbHO BaMeleHHBM MeTWJI, STWJ WJIM M30NPOoNMJI. B HEeKOTOPHX
BapMraHTax peaansanmum COeIVnHEeHN I bOoPMYJIEL (IX) KaX I R2¢
opencraBJgeT CcoOoOM MeTWJI.

[00328] B HeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHUs (QOPMYJIE
(IX), R?® mpemncraBjgeT coOOM HeoBS3aTeJIbHO 3aMelmeHHEN Ci g aJIKMIl.
B HEKOTOPHX BapMaHTax peajM3aluM CcoeguHeHus o¢opmyJisl  (IX), R2?
OpencraBygeT coboy Heob®sg3aTeJIbHO 3BaMelleHHHM MeTuJI, DSTWJI WIn
M3ONPOIINII .

[00329] B OIOHOM BapMaHTe peannsanmnum n300peTeHmnd

OpoJieKapcTBa MOHOAJNKMUIIQyMapaTOoB IPeldCTaBJIART cobomn IIpoJieKkapCcTBa,
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onMcaHHele B W02013/119677, TakmMe KaK COeOMHeHMS QopMmyJel (IX') :

Climn

(LX)

WiIM uUx dGapMalleBTHUUECKM IIpMeMJIEMHE COJIM, KJIATPATH, COJbLBATH
WM CTEepeou30MepH, I'Oe

R?® mpepcraBigeT coboil Ci ¢ aJKWI; U

R?° mpepncrabideT coBol Ci 19 aJIKUII.

[00330] B omHOM BapMaHTe peajM3aluM MN300peTeHUS COeIUMHEeHUHd
bopmyser (IX) m dopmysu (IX') MOTYT OHTH IIOJYUYEHH C MCIOJb30BaHMEM
criocoBoB, MBBECTHHX CclelrajJucTaM B IOaHHOM 00JlacTM  TexXHUKH,
HalpuMep, Kak onmcaHo B W02013/119677.

[00331] B OIOHOM BapMraHTe peanusanmnum n3obpeTeHmA
IpoJlekapcTBa MOHOAJKMIOYyMapaToB IMIpelcTaBJISOT cobo¥ OpoJekapcTBa,
ONnMcaHHEIe B IaTeHTe CIIA N 8669281 Bl, Takme KaK COeIMHEHUS

bopmyJiel (X)) :

(X)

WiIM ux ¢apMalleBTUUEeCKM IIpueMJIeMble COJIM, KJIATPAaTH, COJILBATH,
TayTOMEPH MJIM CTEepeou30MepH, IIe

R3? mpepmcraBisgeT coBol HesaMemeHHHN Ci ¢ aJIKWII;

L. TIpencTaBjsgeT CcoOOM 3aMelleHHBM WJIM He3aMemeHHHM Cig
AJIKMIJILHEM JIMHKEep, 23aMelleHHHM WM HesaMemeHHHM Ciz 19 KapOOolMKJII,
3aMellle HHEM WIIN HezaMelle HHEIM Ces-10 apwui, 3aMelle HHEIM WIIN
He3aMelleHHEM TeTepOolMKJI, CcoOepXamui OOHO WJIM OBa 5—- win 6-
UJIeHHHX KOJIblla UM 1-4 TeTepoaToMa, BHOpaHHHX M3 N, O m S, WK

3aMelleHHE WM He3aMelleHHBN reTepoapmuii, COHerQaU.U/IﬁO,HHO M IBa
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5- MM 6-4YJIeHHEX KOJIklla M 1-4 TeTepoaToMa, BEHOpaHHEX M3 N, O u
S;u

Kaxoelr m3 R33! u R3*? HesaBMcUMO MOpencTabBiIigeT coBOM BOLOPOIN,
3aMelleHHEIN WK HesaMelleHHE Ci-g aJIKWII, 3aMelleHHBIN NI
HesaMelleHHE Cr_g  aJIKEHWUI, 3aMelleHHB WJIM  He3aMelmeHHHW  Cog
AJIKMHWJI, 3aMelleHHEM WM He3aMeleHHEM Cgo19 apwuil, 3aMelleHHEM WK
HesaMelleHHEIN C3-10KapBOLUKII, 3aMelleHHEM NI HesaMelleHHEIN
TeTepOolMKII, COoIepXamlui OOHO MM OBa 5—- MM 6-UJIEeHHHX KOoJblla M 1-
4 TeTepoaToMa, BHOpaHHEX u3 N, O m® S, WIM 3aMelleHHHW WK
He3aMelleHHEM TeTepoapwui, CcomepXamuM OOHO WJIM OBa 5—- win 6-
UJIEHHHX KoOJIblla M 1-4 reTepoaToMa, BHOpaHHEX M3 N, O u S;

UM B aJlbTepHAaTUMBHOM BapuaHTe R3 u R3* BMecTe C aToMmoMm
asoTa, K KOTOPOMYy OHM IPUCOeOMHeHH, o00pa3yilT 3aMelleHHE WU
HesaMelleHHHM TeTepoapwull, colepXxamuy OoOHO WMJIM OBa 5- winm 6-
UJIEHHHX KoJiblla M 1-4 TerTepoaToMa, BHOpaHHEX u3 N, O m S, wWinu
3aMeMeHHE WMJIM HesaMeleHHEM TeTepOolUMKJI, COoIepXallMi OOHO WM IBa
5- maImM 6-uJleHHHX KkoJibLla M 1-4 rerepoaToMa, BHOpaHHEX ¥3 N, O u
S.

[00332] B HEKOTOpPHX BapMaHTax peajM3aluM COeOMHeHMSI (QOpMYJIH
(X), R3?  mpepmcraBiger cob®oil  MeTMII. B  HEeKOTOPHX BapuaHTax
peanMsaluuM coemuMHeHus QopMmyJiel (X), R3° mpemcramiger coBol BTIII.

[00333] B HEeKOTOpPHX BapMaHTax peajiM3alyuM COeOMHeHMSI (QOpMYJIH
(X), L, mnOpezncrarjsgeT coOoM 3BaMeleHHHM WJIM He3aMemleHHEM Cq ¢
AJIKWJIBLHEM JIMHKEep. B HEeKOTOPHX BapMaHTax pealu3aluM COeIUMHeHUI
bopmyser (X), L, OpencTaBjssgeT coOO¥ 3BaMelleHHHM WM HesaMelleHHBN
Ci s AJIKMJIL HEI JVHKEpP. B HEeKOTOPHIX BapraHTax peanuzalumuu
coenuHeHus o¢opMmyss  (X), L, TOpencTaBJgeT cCcoOOM 3aMemeHHHM WU
HesaMelleHHEN Cz AJIKUJIb HEI JVHKED. B HeKOTOPHIX BapraHTax
peanmMszaluM CcoeauHeHusa oGopMyJiel (X), L, OpelcTaBJgeT CcOOOM MeTWJI—
3aMeleHHE WM He3aMemeHHe Cp, aJKWJIbHBEM JIMHKep. B  HeKOTOPHIX
BapMaHTax peaJlMs3aluM coenuHeHusa oOGopMyJs (X), L, HOpedCTaBJIAET
cofoM IOMMeTWJI-3aMelleHHHY WMJIM He3aMeleHHBM C, aJIKMJIBHBM JMHKep. B
HEeKOTOPHX BapMaHTax pealu3aluM coelMHeHUus  QOpMyJIH Xy, L.
opeIcTaBJgeT Co0OM MeTMJI WIM »OUMEeTUJI-3aMeleHHEM C, aJIKWUJIbLHBN
JVHKep. B HeKOTOPHX BapMaHTax peajM3aluM CcoelIMHeHUS QOpMyJH (X),

L. npexncraBjseT coOoM HezaMemeHHBN C, AJIKWMJIBLHBIM JIMHKEDP.
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[00334] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPMYJIE
(X), R3 rmpemcraBsiger CcoBoOM 3aMeEmeHHEN WM 2 He3aMemeHHEN Ci g
aJIKMJI. B HEKOTOPHX BapMaHTax pealr3alrM COeOMHeHUS OQopMyJie (X)),
R3! npepcramBigeT cobol Hes3aMemeHHHN C; ¢ ajJKuiI. B  HEKOTOPHX
BapMaHTax peajus3aluu coeguHeHusa o¢opMyJsl (X), R3 mnpemcrassdger
cobom HeszaMmemeHHHM C;_3 aJKMJI. B HEKOTOPHX BapMaHTax peaju3alllu
coemmHeHmus OQopMyJie (X), R3*' mnpemcraBidgeT coBoi He3aMemleHHBI Ci o
aJIKJI .

[00335] B HeKOTOpPHX BapMaHTax peajiM3alyuM COeOMHeHUAa QOPMYJIE
(X), R mpepmcraeiger coboir C(0)OR,-3aMemeHHbl Ci ¢ aJKWJI, IOe R,
opencraryggeT cobo¥ BOOOPON WMJIM HeszaMemeHHBM Cig aJIKMI. B
HEKOTOPEX BapMaHTax peajlu3aluu coelrHeHUd  QOPMYyJIH (X), R3!
npencTaBJisgeT coborm S (0O) (O)Ry—zamemeHHElr Cqi¢  aJIKUI, roe Ry
npencTaBiisgseT CcoBOo¥ HezaMelmleHHB Ci g aJIKMUII.

[00336] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIEL
(X), R3 nmpepmcrasiager coboil  BOOOPOL. B HEKOTOPHX BapMaHTax
peanusaluuu  CcoeOuHeHUAa  OOpMYyJIE (X), R3?2 nmpexmcramigerT cobon
3aMeleHHBEM WM HesaMemeHHBM Ci ¢ aJIKMJI. B HEeKOTOPHX BapuaHTax
peanu3zaluM  COoeOuMHeHUS  QOPMYyJIH (X), R3? mpexmcraBJgeT cobom
He3aMelleHHEM Ci_g aJIKMJI.

[00337] B HEKOTOpPHX BapMaHTax peajiM3alluM COeOMHeHMSI (QOPpMYJIH
(X), R3 m R3?BMecTe Cc aTOMOM a30Ta, K KOTOPOMY OHM IIPMCOEIOMHEHH,
00pasyinT 3aMelleHHBM WMJIM He3aMelleHHHM I'eTepoaputl, ComepXamui OIHO
WM IOBa 5- WMJIM 6-4UJIeHHHX KOJIblla M 1-4 TeTepoaToMa, BHOPaHHHX U3
N, O m S, WIM BaMelleHHHM WM He3aMelleHHHM I'eTepPOlMKJI, CcoIepXammui
OOHO WJIM ©OBa 5—- wWMIM 6-4JeHHHEX KoJiblla u 1-4 TeTepoaToMa,
BEIOpaHHEX M3 N, O m S.

[00338] B HEeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIE
(X), R3 m R3?BMecTe Cc aTOMOM as30Ta, K KOTOPOMY OHM IIPMCOEOMHEHH,
00pasynT 3aMelleHHBM WMJIM He3aMelleHHHM I'eTepPOoLUMKJII, ComepXamui OIHO
WV IOBa 5—- WIM 6-4JIEHHHX KOJIbla M 1-4 TeTepoaToMa, BHOPaHHHX U3
N, Owmu S.

[00339] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS QOPMYJIE
(X), R m R3?BMecTe Cc aTOMOM as30Ta, K KOTOPOMY OHM IIPMCOEOMHEHH,
oBpa3zynT 3aMeleHHOe VI He3aMEeNeHHOE NMUPPOJIMIVNHUIIBHOE,

MMM IOasOoJIMOIVMHMIIBEHOE, IIMpPpasoJIMOVMHMIIBHOE, OKCasOJIMOIVMHMIIBEHOE,
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U30KCAa30JUINHUIILHOE, TPUa3OJIUINHUIILHOES, TeTparuopodypaHuiILHOe,
OUIIEPUOMHUIIbHOE, [IUIEPa3UHMUIILHOS MIIM MOPQOJIMHMIILHOE KOJILIO.

[00340] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPMYJIH
(X), R m R3?BMecTe C aTOMOM a30Ta, K KOTOPOMY OHM IIPMCOESOMHEHH,
obpasynT 3aMelleHHOe MJIM He3aMeNleHHOE OUIEPUIMHMIILHOE KOJILLO.

[00341] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMSI (QOPMYJIH
(X), R um R3? BMecTe Cc aTOMOM a30Ta, K KOTOPOMY OHU IIPMCOEOMHEHH,
o6pasynT He3aMelleHHOE IUIEPUIMHMIILHOE KOJBLIO.

[00342] B HeKOTOPHX BapMaHTax peajM3aluy COeOMHeHUAa (QOPpMYJIH
(X), R u R3* BMecTe C aTOMOM a30Ta, K KOTOPOMY OHM IPMCOEeIMHEHH,
obpasynT rajloleH3aMelleHHOe OUIEPUIMHMIILHOE KOJIbIO. B HEKOTOPHX
BapraHTax peajmM3aluyr coeguHeHMd o¢opMyJsiel (X), R3 m R3? BMecTe C
aToOMOM  asoTa, K KOTOPOMY OHU I[IPUCOEOUHEHEH, obpasyoT  4-
rajloTeH3aMelleHHOe MNUIIePUOMHUIIBHOE KOJIBLLO .

[00343] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIEL
(X), R3 um R3 BMecTe C aTOMOM a30Ta, K KOTOPOMY OHM MIPMCOEOMHEHH,
obpasynT HesaMelleHHOe MOP(GOJIMHMILHOE KOJBLIIO.

[00344] B HEeKOTOPHX BapMaHTax peajM3aluM COeOMHeHMSI (QOpMYJIH
(X), R3 u R3? BMecTe Cc aToOMOM as30Ta, K KOTOPOMY OHU IIPUCOEIMHEHH,
oBpasypnT HesaMelleHHOE MNUPPOJMUIMHUIIEHOE KOJIBLO.

[00345] B HEeKOTOpPHX BapMaHTax peajiM3alluM COeOMHeHMSI (QOpMYJIH
(X), R3 m R3?BMecTe Cc aTOMOM a30Ta, K KOTOPOMY OHM IIPMCOEIOMHEHH,
o6pasynT 3SaMelleHHH MJIM He3aMelleHHED TeTepoapwuil, CcomepXaluil OmHO
WM IOBa 5- WMJIM 6-4UJIeHHHX KOJIblla M 1-4 TeTepoaToMa, BHOPaHHHX U3
N, Owmum S.

[00346] B HeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMs (QOPMYJIH
(X), R3' mnpemcraBigeT CcoOOOM SaMeleHHEBM MM He3aMeleHHEM Cg 1o
apuil. B HEKOTOPHX BapMaHTax pealM3aluu COoelMHEeHUS OOopMyJEl (X)),
R3! mpemcraBigeT cobol HesaMemeHHEN Ce¢-Cip apuil. B HEKOTOPHX

BapMaHTax peajus3aluu coeguHeHus o¢opMyJel (X), R3 mnpemcrassdger

cobol HesaMelleHHHM (QeHMII. B HeKOTOpHX BapMaHTax peaJu3aluM
CoenMHEeHUS  (QOPMYJIH (X), R3! npepmcramBigeT cobol  HesaMelleHHEN
OeH3MII.

[00347] B onHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
bOPMY JIEL (X) MOT'YT OHTHL IIOJIYUEHHE C MCIOJIB30BaHMeM CIocoBoB,

M3BECTHHEX ClelMaJucTaM B »OaHHOM ofjlacTu TeXHMKV, HallprymMep, Kak
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onMcaHo B naTeHTe CIA N8669281 Bl.
[00348] B OIOHOM BapMaHTe peannsanmnum n300peTeHmnd
IpoJieKapCTBa MOHOAJKMIQYyMapaTOB NpeICTaBJIAIT CoBOM MOpoJeKapCTBa,

ONMCcaHHEIe B IaTeHTe CIA N8669281 Bl, TakMe KaK COeIMHEHUS

bopmyJiel (X') @

Qe A
I A
Pl v
ATy,

R ED

(X"

W uxX OQapMalleBTUUeCKM IIpUeMJIEMEIE COJIM, KJaTpaTH, COJIbBaTH,
TayTOMEPE MJIM CTEPEeOU3OMEPH, I'Ie

R33 mpencraBigeT coboil HesaMelmeHHE Ci g aJIKWUII;

L, TmOpencrapjgeT CcofOoM BaMeleHHBM WM HesaMelleHHB Ci g
AJIKMJILHEI  JIMHKEpP, BaMelleHHHN WM He3aMeleHHHM Ci i KapOolMKJI,
3aMelleHHBIN NI HesaMelle HHBI Ce-10 apwui, 3aMelleHHBIN VI
HesaMelleHHHM TeTepolMKII, colepXamuy OoOHO WMJIM OBa 5- winm 6-
UJIeHHBEIX KoOJIblla M 1-4 TeTepoaToMa, BHOpaHHEX 3 N, O m S, wWIn
3aMeleHHE WM He3aMelleHHBM T'eTepoapwull, comepxXxamyi OIHO WM IBa
5- mam 6-UJIeHHEIX KOJIblla M 1-4 TeTepoaToMa, BHOpaHHEX U3 N, O u
S; u

R3? mnpencraBageT coBoM BOIOPOIL, 3SaMeleHHHM WM He3aMelleHHE
Ci-¢ AJIKMJII, 3aMelleHHHM MM He3aMemeHHHMC, ¢ aJIKeHWJI, 3aMelleHHBV WU
He3aMemeHHEM Co_¢ aJIKMHWMII, 3aMeleHHHM WIM He3aMemeHHHMCgq 19 apn,
3aMemeHHE MJIM  HesaMelleHHBM Ci 19 KapOOLMKJI, 3aMelleHHEM  WJIK
He3aMelleHHEM TeTepOolLMKJI, CcomepxXxamui OOHO WJIM IOBa 5- win 6-
UJIeHHBEIX KOJblla M 1-4 TeTepoaToMa, BHEHOpaHHEX U3 N, O m S, WM
3aMeleHHEM WM He3aMelleHHHM TeTepoapwull, coepXamyi OIHO MM IBa
5- maM 6-4YJIeHHHEX KOJIklla M 1-4 TeTepoaToMa, BEHOpaHHEX U3 N, O u
S.

[00349] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS (QOPMYJIE

X", R33 mpepcraBsigeTr cobol MeTMII. B HEeKOTOPHX BapMaHTax

peanmsauuM coeguMHeHms popmyJiel (X'), R3*3 mpemcTaBigeT co®ol 3TuMII.

[00350] B HeKOTOPHX BapMaHTax pealin3alluiM COEeOMHEHWUS QOPMYJIH

(X", Ly T1mpencTaBjdeT CcoOOM 3aMelleHHH MM He3aMemeHHHM Ci g
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AJIKMJIb HEIM JIMHKEPD . B HeKOTOPEX BapMaHTaX peaJim3alllii COeIVMHEHNA

bopmyser  (X'), L, npencrarBasgeT CcoOOM BaMemeHHBM WM He3aMeleHHHM
Ci1-3 QJKMUJILHEM JIMHKED.

[00351] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPpMYJIH
X", L, mOpencTaBjsgeT CcoOoOM 3aMelleHHBM WM HesaMemeHHBM C,
AJIKMJIBHEM JIMHKEep. B HEeKOTOPHX BapMaHTax peajM3alyM COeIMHeHUH
bopmy JIEL (X", L., mOpencrTaBygeT coboy  MeTUJI-3aMelleHHB  WJIN
HesaMelleHHEIN Cz AJIKMJIb HEI JIMHKEpP. B HEeKOTOPHIX BapMaHTax
pealMzaluM COoeOMHeHMA  QOpMyJIH (X", L, HOpencrarjgeT coboun
OVMETUJI-3aMelleHHEM WMJIM HesaMelleHHB C, aJIKMJIBHEM JIMHKep. B
HEeKOTOPHX BapMaHTax peajdu3auuu coenrHeHusa  dbopmyser  (X'), Ly
OpencrapjsgeT co®oM MeTWUJI WIM OUMMeTUJI-3aMelleHHE C, aJIKMJIbHBM
JVHKEep. B HEKOTOPHX BapMaHTax peaju3aluu coedmHeHMs odopmyuiel (X'),
Ly, nOpencraeigeT coBo¥ He3aMelleHHHM C, aJIKMJILHEI JIMHKED.

[00352] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIEL
(X"), R3 npemcraBigeT CcoBOM 3aMeNleHHE WM He3aMemeHHE Cig
aJIKMJI. B HEKOTOPHX BapMaHTax pealmM3aluy coelMHeHud dopMyJiel (X'),
R3?  npepcraBigeT cobol HesaMemeHHHN Ci, g ajKuiI. B HEKOTOPHX
BapraHTax pealMs3aluu coeOuHeHusa oopMmyJsel (X'), R3* mpemcrasssger
cobor MeTuJI. B HEeKOTOPHX BapMaHTax pealu3aluM CcoeOVMHeHUS GOPMYyJIH
(X'), R3 mnpepmcraBigeT coBoi HesaMemeHHE Ci 3 ajKiMjiI. B HEeKOTOPHX
BapraHTax pealMs3aluu coenuHeHusa oopmyJsel (X'), R3 mpemcraessger
cobol HezaMeleHHEM Ci_, aJIKMJI.

[00353] B HEeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS (QOPMYJIH
(X'), R3 mpepcrarisger coBoim C(0)ORy—3aMemeHHEM Ci ¢ ajkuil, The Ry
OpencraBJgeT cobo¥ H wmiamM He3aMmemeHHBM C; g aJIKMJI. B HeKOTOPHX
BapMaHTax pealMsaluy coeguHeHusa odopmyJsisl (X'), R3* mnpemcrassdger
cobom S (0) (0O) Ry—3aMemeHHulr Ci;_¢ aJIKMJI, I'Ie R, OpencraBygeT cobon
He3aMelleHHEM Ci_ g aJIKMJI.

[00354] B onHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM

bopMyJiel  (X')  MOTYT OHBTE IIOJYUEHH C MCIOJb30BaHMEM CIIOCOOOEB,
M3BECTHEIX ClellMaJyucTaM B »OaHHOM o00JacTM TexXHMKM, HalpuMep, Kak

OIIMCcaHO B IIaTeHTe CIIA N 8669281 Bl.
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[00355] B OIOHOM BapMaHTe peannsanmnum n300peTeHnd
IpoJieKapCTBa MOHOANKMIQyMapaToB IIPedCTaBJIAT COOOM IIPOoJIeKapCTBa,

OnMcaHHEIe B mHaTeHTe CIA N 8669281 Bl, Takme KaK COeIMHEHUS

bopmyer  (X") @

R
Mg

R

\
s
g"H

(X7}

WM MX KJaTpaThH, COJIbBATH, TayTOMEPH MJIM CTEPEeOoU30MEpH, I'Oe

A  1pencTaBJfgeT coboM bpapMalleBTUUECKU IIPpMeMJIEMBI aHMOH;

R3° mpemcraBigeT coOOM He3aMemeHHEN Ci g aJIKWiI;

L,» IOpencraBjsgeT coBoM 3aMelleHHHM WM He3aMelleHHHM Ci_g
AJIKMJILHEI  JIMHKEepP, BaMelleHHHBN WM He3aMemeHHHM Cioip KapOOolMKJI,
3aMelleHHBIN W HesaMelle HHBI Ce-10 apwui, 3aMelleHHBIN W
HesaMelleHHBM TeTepOolMKII, colepXamuy OooHO WJIM OBa 5- winm 6-
UJIeHHHIX KoJiblla M 1-4 rTeTepoaToMa, BHOpaHHHX ¥3 N, O m S, wWwiu
3aMeleHHEN WM He3aMelleHHBM T'eTepoapwull, comepxXamyi OIHO WM IBa
5- mjam 6-UJIeHHEIX KOJIklla M 1-4 TeTepoaToMa, BHOpaHHEX U3 N, O u
S

Kaxoelr m3 R3® m R3 HesaBMcuUMO IOpencTaBjigeT coboll BOLOPOIN,
3aMelleHHHEM niIm He3aMelleHHHEM Ci-g aJIKWMII, 3aMelle HHEM W
He3aMemeHHu Coog aJIKeHWUJ, 3aMeMeHHE MM  HesaMeleHHBM  Ch-—
CeaJIKMHWMJI, 3aMelleHHBEM WMJIM He3aMemeHHBM Cg 19 apuil, 3aMelleHHBV WK
HesaMelleHHEN Cs-19 KapBOoUMKII, 3aMelle HHEIM W He3aMelle HHEIM
TeTepOLMKII, COIepXalli OOHO MJIM OBa 5- MJIM 6-UJIeHHBX KOJblla M 1-
4 reTepoaToMa, BHOpaHHHX 3 N, O ¥ S, WIM 3BaMeleHHBM WIN
He3aMelleHHEM TeTepoapwuy, coepxXxamyi OOHO WJIM IOBa 5- win 6-
UJIeHHHX KOJIbla M 1-4 TreTepoaToMa, BHOpaHHEX M3 N, O u S;

UM B aJlbTepHaTMBHOM BapuaHTe R3® m R3 BMecTe ¢ aToMoM
asoTa, K KOTOpOMY OHM IIPUCOeIMHEeHH, o00pa3yionT 3aMelleHHBM WK
He3aMelleHHEM TeTepoapwuy, coOepxXxamui OOHO WJIM OBa 5—- wWin 6-
UJIeHHHX KoJiklla M 1-4 TreTepoaToMa, BHOpaHHEXx U3 N, O wu S,
MIMBaMeleHHH WM He3aMelleHHHM TeTepollMKJI, coIepXalri OOHO WM

IOBa 5- MM 6-4UJIeHHHX KOJblLa M 1-4 TeTepoaToMa, BHOpaHHHX M3 N, O
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u Sy

u R mpemcraBisger coBoM  3aMENeHHEN MM He3aMeleHHBM Ci g
aJIKJI .

[00356] B HeKOTOpPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIH
X", R3°> nmpexmcraBjigeT coBOM  MeTMII. B HeKOTOPHX BapMaHTax

peanmzauumM coemmMHeHms popmyJiel (X”), R3® mpencraBigeT CoOOM STMII.

[00357] B HeKOTOPEHX BapMaHTax peajM3aluy COeOMHeHUSa QOPMYJIH
(X"y, Ly TmpeIcTaBjgeT Cco0OM 3SaMemleHHHEM WJIM He3aMemeHHBM Ci g
AJIKMJIBHE JIMHKEep. B HEeKOTOPHX BapMaHTax peajM3aluM COeIMHEeHUH
bopmyser  (X"), L., mpencraBiyseT coOOM 3aMemeHHB WM He3aMeleHHBM
Ci_3 QJKWJILHBEIM JIMHKED.

[00358] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS OQOPMyJIE

(X"), Ly IOpencrTaBigeT coOOM 3aMeNeHHH WM HesaMelleHHB C,

AJIKMJIL HEIN JIMTHKED . B HeKOTOPHIX BapMaHTax peajM3aluu COoelIUHEeHUI

bopMy L (X", Ly,» OpencrarjgeT cobol  MeTWI-3aMeNeHHBM  MJIU

HesaMelleHHBN Cy AJIKMJIL HEI JITHKED . B HEeKOTOPEX BaprMaHTax

peanmusaluMu  CcoemuMHeHusa  popmyJel  (X"), L,» TIpencraeigeT cobou

OVMeTUJI- 3aMelleHHEI  MJIM  HesaMemeHHHM C, aJKMIJbLHEM  JIMHKep. B
HEeKOTOPHX BapMaHTax pealMs3aluK coeguHeHmns odoopMmysiel (X)),  La»
opencraBJjgeT coboy MeTUJI- WM OUMeTUJI-3aMelleHHB Co, aJIKMJIbHEM
JMHKep. B HEeKOTOPHX BapMraHTax pealu3alrM coeOuMHeHrsa dopMyJisl (X"),
L,» OpencTaBigeT coOoM He3aMelleHHBM C, aJIKMJILHBM JIMHKEP.

[00359] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIH
(X"), R3 nmnpencrabigeT cobol 3aMeleHHEN WM Hes3aMemeHHEM Cig
aJIkKMJI. B HEKOTOPHX BapMaHTax peajr3aluM coeduHeHUs ¢opmysn (X"),
R3¢ r1mpemcTaBsgeT CcoOOM He3aMemeHHBM C, g aJKmjiI. B HEKOTOPHX

BapMaHTax peajM3aluu coeIrHeHMsa dopmysisl (X”), R mnpemcrasiger

coboll HeszaMemeHHB C;_ 3 aJKMJI. B HEKOTOPHX BapMaHTax peajn3alun

coemuHenmsa dopmysiel (X"), R3¢ mpemcrarigeT coboM He3aMemeHHH Ci p
aJIKWII.

[00360] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS QOPMYJIE
(X"), R3® mpemcraBidgeT cotoi C(0)ORy— 3aMemeHHH Ci ¢ ajIkUil, IOe Rar
opeIcTaBJigeT coBoM BOOOPON WM He3aMemeHHEM Ci; g aJKMJI. B

HEeKOTOPHX BapMaHTaxX peajuM3aluM CoeOMHeHus odpopmysel  (X"), R3®
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npelcTaBJIgeT cobom S (0O) (O)Rpr—3amMemeHHEM Ci g aAJIKWII, roe Ry
opencraBygeT cobol HezaMmemeHHHM Ci g aJIKWII.

[00361] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPMYJIE
(X"), R*® um R¥BMecTe C aTOMOM a30Ta, K KOTOPOMY OHM IIPMCOESIOMHEHH,
00pasynT 3aMelleHHBM WMJIM He3aMelleHHHM I'eTepoaputl, ComepXamui OIHO
WY IOBa 5—- WM 6-4JIEHHHX KOJIbla M 1-4 TreTepoaToMa, BHOPaHHHX U3
N, O m S, WJIM 3BaMeleHHHNM WJIM He3aMelleHHHM I'eTepOolMKJI, CcoIepXamun
OOHO WJIM OBa 5S5—- WMJIM 6-4JIeHHHX KoJiblla U 1-4 TeTepoaToMa,
BEIOpaHHEX M3 N, O m S.

[00362] B HeKOTOPEHX BapMaHTax peajM3aluM COeOMHeHUA QOPMYJIH
(X", R*® wu R3 BMecTe <C aTOMOM asoTa, K KOTOPOMY  OHU
IprcoenrHeHH, o00pa3ylnT 3aMelleHHB WM He3aMeNleHHEM TeTepOLUKII,
comepXxamuy OOHO MJIM OBa 5- MJIM  6-UJIEHHHEX KOJibla u 1-4
reTepoaToMa, BHOpaHHEX M3 N, O m S.

[00363] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIEL
(X"), R% u R3¥BMecTe C aTOMOM a30Ta, K KOTOPOMY OHM MIPUCOEOMHEHH,
oBpaszynT 3aMelleHHOe NI He3aMelleHHOe NIUPPOJIUINHUIIBEHOE,
MMUOA30JIMOMHWIILHOE, IVpasoJInINHUIILHOE, OKCa30JININHUIILHOE,
M30KCaB0JIUINHUIILHOE, TpMra30JIMONHUIILHOE, TeTparuapodypaHmuiLHOe,
IUIEePUIVHUIILHOE, IUIIepas’MHUIIbHOE MM MOPQOJIMHMIILHOE KOJILLO.

[00364] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOPMYJIH
(X"y, R*® wum R3¥ BMecTe ¢ aTOMOM as0Ta, K KOTOPOMY OHU
IpucoenrHeHH, obpaszynT 3aMeneHHoe VIV HeszaMelleHHOoe
IUIePUIVHUIILHOE KOJIBLIIO . B HEKOTOPHIX BapMaHTax peaau3alnmu
coemmHenus odopmyJsiel  (X”), R3® m R3® BMecTe ¢ aToMOM asoTa, K
KOTOPOMY OHM IIPUCOEOMHEeHH, o0pa3ylT He3aMelleHHOe IUIePUIVMHUIILHOE

KOJIBIIO. B HEKOTOPHX BapraHTax pealus3aluy coeluHeHVs oopmysu (X

'Y, R*® u R3 BMecTe C aTOMOM as0Ta, K KOTOPOMY OHM IIPUCOENUHEHE,
obpasynT TrajloleH3aMelleHHOe OUIEPUIMHMIIEHOE KOJIBIO. B HEKOTOPHX
BapMaHTax peajMsaluM coeluHeHusa o¢opmysel (X)), R3® u R3 BMecTe c
aTOMOM  asoTa, K KOTOPOMY OHU [PUCOEOMHEHEH, obpasyoT  4-
rajloTeH3aMelleHHOe MNUIIePUOMHMUIIBHOE KOJIBLLO .

[00365] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIE

(X"), R*® um R¥BMecTe C aTOMOM a30Ta, K KOTOPOMY OHM IIPMCOEIOMHEHH,
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00pas3ynT He3aMelleHHOe MOPOOJIMHMUIIBHOE KOJIBLO.

[00366] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIE
(X"y, R*® wm R¥ BMecTe ¢ aTOMOM as0Ta, K KOTOPOMY OHMU
IpUucoenrHeHs, 00pas3ylT He3aMelleHHOe IUPPOJIMOMHUIIEHOE KOJBLO.

[00367] B HeKOTOPHX BapMaHTax peajM3aluy COeOMHeHUSI (QOPMYJIH
(X"), R*® um R¥BMecTe Cc aTOMOM a30Ta, K KOTOPOMY OHM IIPMCOEIOMHEHH,
00pas3yrnT 3aMelleHHHY WM HesaMelleHHH T'eTepoapwutl, CcomepXallUl OIHO
WM OBa 5- WM 6-4WJEHHEX KoJiblla M 1-4 reTepoaToMa, BHOPAHHEX U3
N, Owmu S.

[00368] B HeKOTOPEHX BapMaHTax peajM3alyuM COeOMHeHUA QOPMYJIH
(X"), R3® mpemcraBjgeT coboM SaMeleHHE WM Hes3aMemeHHE Cg g
apuii. B HEKOTOPHX BapMaHTax peanlM3aluuy coenuHeHus odbopmysu (X”),
R3¢ npencraBisgeT Cco0OM Hes3aMemeHHHM Cg 19 apuil. B HEKOTOPHX
BapMaHTax pealms3aluuu coeauHeHus oopmyssl (X”), R3® npencrasiger
coBo¥ HeszaMelleHHEM GeHMJI. B HEeKOTOPHX BapMaHTax peajn3alun
coemmuenrs Qopmysel  (X"), R3® mpemcraBigeT coOOi  He3aMelleHHBM
OeHs3uII.

[00369] B HEeKOTOpPHX BapMaHTax peajM3aluM COeOMHeHMSI (QOPpMYJIH
(X"), R mpexmcrapigeT coboil BOLOPOI.

[00370] B HEKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOpMYJIH

(X"), R3 rnpepmcrabigeT cob6oM 3aMemeHHEN WM HesaMeleHHEN Cig

aJIKMJI. B HEKOTOPHX BapraHTax pealm3alry coeauHeHus oopmysu (X”),
R mpepmcrabigeT CcoBOM He3aMelmeHHEN Ci ¢ aJIKUII.

[00371] B HEeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS (QOPMYJIH
(X"), R3® npemcraBigeT coBoi HesaMemeHHEN Ci_g ajKujl. B HEKOTOPHX
BapraHTax peajM3aluyr coeguHeHms oopMmyJsel (X"), R3® mpemcraessger
cobo HeszaMmemeHHEM C; 3 aJIKMJI. B HEeKOTOPHX BapMaHTax peajlu3aluu
coemmHeHus oopmyJiel (X"), R*® mpenmcrarsiger coBoil MeTul.

[00372] B onHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
bopmyJiel  (X”) MOTYT OHBTH IOJYUEHH C MCIOJBL30BaHMeM CIIOCOOOEB,
M3BECTHEIX ClelVaJucTaM B HOaHHOM 00JlacTM TexXHUMKM, HalpuMep, Kak
onMcaHo B naTeHTe CIA N 8669281 BI1.

[00373] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd

OpoJieKapCcTBa MOHOAJNKUIIQyMapaToB IPeldCTaBJIART cobomn IIpoJieKapCcTBa,
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OnMcaHHEIe B mHaTeHTe CIA N 8669281 Bl, Takme KaK COeIMHEHUS

bopmysiel (XTI) :

(X1)

WM MX QapMalleBTUUEeCKM IIPHMEeMIIEMEIE COJIM, KJaTpaTH, COJIbBBATH,
TayTOMEPE MJIM CTEPEOU3OMEPH, I'Ie

R3° mpemcraBigeT coBoM He3aMemeHHEN Ci g aJIKuWiI;

kaxoedr m3 R1Y u RY »HesaBucuMo mnOpencTapBiigeT coBoM BOOOPOIN,
3aMeleHHBMN NI He3aMelleHHBM Ci g aJIKWJI, 3aMelle HHEM VI
HeszaMemeHHEM C, ¢  aJIKkeHWJ, 3aMelleHHEM MJIM  He3aMelmleHHBM Cj, g
AJIKMHWII, 3aMelleHHHEM WM He3aMemeHHEM Cg 19 apwui, 3aMelleHHBM WIu
HesaMelle HHEIM Cs-10 KapOOUUKII, 3aMelleHHHM VI HesaMelleHHBIM
TeTepOlMKJI, CcoIepXalui OIHO WMJIM IBa 5- MM 6-UJIeHHHX KOJIbla M 1-
4 TeTepoaToMa, BHOpaHHEX M3 N, O ® S, WIM 3aMelleHHHN WK
HesaMelleHHHM TeTepoapwull, colepXxamuy OOHO WMJIM OBa 5- winm 6-
UJIeHHBIX KOJIbla M 1-4 TeTepoaToMa, BHOpaHHEHX M3 N, O m S;

kaxoenr m3s RA%2, R13, RY¥ u R* H»esaBucuUMO IOpencTabiigeT cobon
BOOOPOI, 3aMelleHHBEM WJIM He3aMeMeHHHMNC, ¢ aJIKJI, SBaMelleHHBM WK
He3aMelleHHEM Cr ¢ aJIKeHWJI, BaMeleHHHM WM He3aMelleHHBM Co_g aJIKMHWUII
mim C(O)ORy; u R, mnOpencraBjgeT cobor H wmIM 3BaMeleHHHM WIINU
HesaMelmeHHEM Ci1—Cg aJIKMJI.

[00374] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOPpMYJIH
(X1), R3? IpencrTaBJigeT cofo MeTu. B HEeKOTOPHX BapMraHTax
peanmMszalmMmu coenuMHeHMS QopMyJinl (XI), R3° mpemcraBisgeT co®oll STUII.

[00375] B HEeKOTOpPHX BapMaHTax peajiM3alyuy COeOMHeHUS (QOPMYJIE
(XI), R OpencraBJgeT coOoM 3BaMelleHHBV WM He3aMelleHHEM Ci g
aJIKMJI. B HEeKOTOPHX BapMaHTax pealin3alluM COoeOMHeHuS QopMyJiH (XI),
R  mpepmcraBsdeT coBolM  HesaMemeHHEB C, g aJIKMjI. B  HEeKOTOPHX
BapMaHTax peajM3aluy CoeIMHeHud oopMyJsiel (XI), R0 mnpepmcrasiger
coboM HesaMemeHHHM C; 3 aJKMJI. B HEeKOTOPHX BapMaHTax peajmu3alliu
coemmHeHus ¢opMmyJsisl (XI), R%° mnpemcraBigeT cofoll HesaMelleHHBM Ci_,
aJIKNII.

[00376] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIB

VSMEHEHHAS CTPAHUIA



113

(XI), R% mpepcrasisger coboir C(0)ORp,—3aMemeHHB Ci ¢ ajJIKUJ, I'Oe Ry
npeIcTaBJigeT Cco60M BOIOPOHN WM HesaMemeHHBEM Ci_g aJdxkuiI. B
HEKOTOPHX BapMaHTaxX peajlr3aluM CoeOMHeHus oGopmyJel  (XI), R*Y
IpencTaBJIgeT cobom S(0O) (O)Rp—zaMemeHHElM Cqi g  aJIKWII, roe Ry
npeIcTaBJIgeT COOOM HesaMelleHHEM Ci_g aJIKUII.

[00377] B HEeKOTOPHX BapMaHTax peajiM3aluy COeOMHeHMSI (QOPMYJIH
(XI), R4 npencraBJgeT coOoM 3aMelleHHBEM WM HesaMemeHHBM Cgo1p
apuil. B HeKOTOPHX BapMaHTax peajiM3aluM CcoelIMHeHUd OQopMyJiHl (XI),
R0 mpencraBager cofoi  Hes3aMemeHHEB Cgo19 apuil. B HEKOTOPHX
BapMaHTax peaju3aluyu coeduHeHusa o¢opMmyJiel (XI), R1% npencrasiger
coboM HesaMelleHHB GeHMJI. B HEKOTOPHX BapMaHTax peaju3alur
coemmuenrsa QopMmyJsiel  (XI), R0 mpemcraeiger coboit  Hes3aMelleHHLM
BeH3uII.

[00378] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIE
(XI), R% mpepcraBigeT coboil BOOOPOIL.

[00379] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMYJIEL
(XI), R* npencrasiger cobGol 3aMelleHHE MM He3aMelleHHE Ci g
aJIKMJI. B HEKOTOPHX BapMaHTax peajiM3aluy coelMHeHUd QopMyJiel (XI),
Rl mpencraBiger co®oil HesaMemeHHH C, g ajIKuUil.

[00380] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOPpMYJIH
(XI) xaxpemt ms R%?, R13, R%y R?® npepcrasiger coBoil BOOOPOL.

[00381] B HEeKOTOpPHX BapMaHTax peajiM3alyuM COeOMHeHMSI (QOPMYJIH
(XI), R* ompermcraBjgeT coBOM 3aMemleHHHN WM HesaMemeHHEl Cig
aNKMII, ¥ Kaxowli m3 R, Ry R* mnpepmcrarsiger coBoil BOmOpon. B
HEeKOTOPHX BapMaHTaxX pealr3aluM COeOMHEeHMS OGopMyJiel  (XI), R4
npencrabBigeT coBOM HesaMemeHHEN C,_ g ajlkuil, ¥ Kaxoeli ms RP3, Ry
R* mpencraBiageT cob®oil BOOOPOI.

[00382] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIH
(X1), R* opencraBJgeT cCcoOoM 3BaMelleHHBV WM He3aMelleHHBM Ci_g
aJKWII, ¥ Kaxowii m3 RY?, R*3u R* mnpemcrariger coBoil BONOpon. B
HEKOTOPHX BapMaHTaxX pealr3aluM COoeOMHEeHMs OGopMyJiel  (XI), R*
npencraBigeT coBOM HesaMemeHHEN C; ¢ ajlkuil, ¥ Kaxoweli us RY?, R*%3u
R* mpencraBigeT co®oil BOIOOPOII.

[00383] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMs QOPMYJIE
(XI), xaxmemt M3 R?? u R* gHesaBucHMMO NpencTaBiIgeT cOBOM 3aMelleHHLI

UM HesaMelmeHHBM Ci ¢ aJKWiI, ¥ Kaxnoeli us R*° u R* npencrasiger
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coBoi BOIOPOL. B HEKOTOPHX BapMaHTax peaju3aluu COeOMHEeHUS
dopmysiel  (XI), kaxoeitr m3 R*? u R* HesaBucuMO mHOpencTabBisgeT cobou
HesaMemeHdHEll Ci ¢ aJKWil, ¥ Kaxoenr mu3 R u R* mnpemcrasidger cofoit
BOOOPOL .

[00384] B HeKOTOPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIH
(XI), xaxmemt 3 R?? u R?? HesaBucuMMO NpencTaBiIgeT cOBOM 3aMelleHHEI
UM He3aMelleHHBM Ci ¢ aJKuil, M Kaxoeii m3 R u R? npepcrasiger
coBoi BOIOPOL. B HEKOTOPHX BapMaHTax peaju3aluu COeOMHEeHUS
bopmysiel  (XI), kaxoeii m3 R*? u R*? HesaBuUCHMMO MOpencTaBigeT cobou
HesaMemeHH Ci ¢ ajkuil, ¥ Kaxoeii m3 R* m R?° npepcrasssger coboi
BOOOPOIN .

[00385] B HeKOTOpPEHX BapMaHTax peajM3aluM COeOMHeHMA QOPMYJIE
(XI) waxmeni us R* u R* HesaBucuMMO mOpemcrabiigeT coBoi 3aMelleHHE
UM HesaMemeHHH Ci ¢ ajIkuil, U Kaxoueli m3 R*? u R npepcrassger
coBo¥ BOIOPONL. B HEKOTOPHX BapMaHTax peaju3aluu COedMHEeHUS
dopmysiel  (XI) xaxmoeli m3 R* u RYS HesaBucHMMO IpemcTaBiigeT CcoOOOMU
HesaMemeHHH Ci ¢ ajlkuil, ¥ Kaxoeii m3 RP? m R?3 mnpepcrasisger coboit
BOOOPOM .

[00386] B opmHOM BapMaHTe peajiM3aluM H300peTeHUud COeOMHEeHMA
dpopmyJsiel (XI) wMOTyT OHTBH TIIOJYYEeHH C MCIOJBb30BaHMEM CIOCOOOB,
M3BECTHHX CIelualrcTaM B HaHHOM oBJlacTM TexHMKM, HalpuMep, Kak
ommcaHo B naTeHTe CIA N 8669281 BI1.

[00387] B OIOHOM BapMaHTe peannusanmnum n3obpeTeHmnAd
poJieKkapcTBa MOHOAJIKMIOYMapaToB IIPelCTaBJIART coBOM MIpoJjieKapcTBa,
ONnMcaHHEIe B IaTeHTe CIA N 8669281 Bl, Takme KaK COeIMHEHUS

bopmyJsiel (XII) :

R%'ﬁﬂ

(A1)

VI "X (]_)apMaLLeBTMT{eCKM IIpmemMJIeMBIE COJIM, KJIaTpaTe, COJIBEBaTH,
TayTOMEPE MJIM CTepeOM3OMEPE], I'Ie

R%® mpemcraBigeT coBoi Hes3aMemeHHEN Ci ¢ aJIKWII;
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opeICcTaBJIAeT CoOou

: {RM
; | wnm

§ - b

npencraByageT cobom N, O, S wmam SO5;

(R )

e
=

npencrasjsaeT codom C mam N;
pasen 0, 1, 2 wiuu 3;

paBeH 1 wiamu 2;

pasen 0, 1, 2, wim 3;

paeen 0, 1, 2, 3, 4, 5, 6, 7, 8, 9 mmm 10;

< =2 = NX

kaxoer m3 RY7, R, Ry R0 HgesaBucuMo mpemcTabigeT coboil
BOOOPOH, BaMelleHHHM WJIM HesaMelleHHBC, ¢ aJIkiJI, 3aMeleHHHM WU
HesaMemeHHBENM Cy ¢  aJIKeHWU, 3aMelleHHHY MM  He3aMemeHHBM C, g
asnkyumil miau C (0) OR%?; wu

R>2 nperncraBigeT coBoll  BOHOPOH WM SaMemeHHE MU
HesaMelmeHHBEM Ci g aJIkMJI; U

Kaxoell u3  R%  HesaBuMcuMoO HOpencTaBigeT coBoil  BOLOPOIN,
TajloreH, 3aMelleHHBM WM He3aMelleHHBM Ci_g aJIKWUJI, 3aMelleHHBM WK
He3aMelmeHHEM Cy g aJIKeHWJI, 3aMeMeHHE MM  He3aMelmeHHHEM Cjo g
AJIKMHWII, 3aMelleHHHM WM He3aMelleHHBM Ci 19 KapOOoUMKJII, 3aMelleHHLHM
MM He3aMelleHHBEM TeTepOolMKJI, CcoIepxXamlri OOHO WM IOBa 5- WM 6-
YJIeHHHX KOoJIblla UM 1-4 TeTepoaToMa, BHOpaHHHX M3 N, O u S, WK
3aMeleHHE WM He3aMelleHHHM TeTepoapwull, comepXamyi OIHO MM IBa
5- mamM 6-4UJIeHHHEIX KOJIklla M 1-4 TeTepoaToMa, BEHOpaHHEX U3 N, O u
Sy

UM B ajlbTepHATMBHOM BapMaHTe OBa R, OpuUcoeIMHEeHHHE K
oOOHOMY WM TOMYy Xe aToMy YyIJepooa, BMecTe C aToMOM yIUuepoma, K
KOTOPOMY OHM TIPUCOeIMHEeHH, o00pa3yionT KapOOoHWMJI, 3aMelleHHBM WK
He3aMelle HHEM Cs-19 KapOoUMKII, 3aMelle HHEIM W He3aMelle HHEM
TeTepOolMKII, COIepXalri OOHO MJIM OBa 5- MM 6-UJeHHBX KOJblla M 1-
4 reTepoaToMa, BHOpaHHHX u3 N, O ¥ S, WIM 3aMemeHHBM WIn
He3aMelleHHEM TeTepoapwuy, coIepXxamui OOHO WJIM OBa 5—- win 6-

YJIEHHHX KoJIbLa M 1-4 TerepoaroMma, BHOpPaHHEX M3 N, O u S;
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UM B aJbTEepHATMBHOM BapMaHTe nOBa R°!, [IpUCOeIMHEHHHE K
pa3JIMUYHEIM aToMaM, BMeCcTe C aToMaMM, K KOTOPBM OHM IIPUCOENVHEHE,
00pas3yrnT 3aMelleHHHM WM HesaMemeHHBM C3—-Cip KapOOLMKJII, 3BaMelleHHBN
WM He3aMelleHHHEM TeTepOoLMKJI, CoIepXaluM OINHO WJIM OBa 5- WM 6-
UJIeHHEX KoJibla M 1-4 rTeTepoaToMa, BHOpaHHEHX M3 N, O m S, Wi
3aMelleHHB WM He3aMeNleHHEM TeTepoapuil, CcolepXalMil OIHO MM ORa
5- maM 6-4YJIeHHHEX KOJIklla M 1-4 TeTepoaToMa, BEHOpaHHEX M3 N, O u
S.

[00388] B HeKOTOPHX BapMaHTax peajM3aluM COeOMHeHUAa QOPMYJIE
(XII), R1® npemcramBigeT coBoli MeTMJI. B HEKOTOPHIX BapraHTax
peanMsaluM coemuMHeHMs QopMyJiel (XII), R*® mpepmcrasiger coBoil STMII.

[00389] B HeKOTOpPEHX BapMaHTax peajM3aluM COeOMHeHMA QOPMYJIH

(XII)

:l \‘ { ]l IL Rfﬂ)v

AR B

IpencTaBjsgeT coBomn

[00390] B HeKOTOPHX BapMaHTax peaJiM3aluM COeIMHeHUI GOPMyJIEL
(XI1I)

!;-"H"‘., xx\b]w

" i y Fk%v

Tt £~npeECTaBﬂHeT cobon fﬁ{-

[00391] B HEeKOTOpPHX BapMaHTax peajiM3alyuM COeOMHeHMSI (QOPpMYJIH
(XI1I)

‘Rﬁ‘}'
LN ’ b4
IpeIcTaBJIgeT COoOou ’

[00392] B HeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHUS (QOPMYJIE

(XTI1I)

E““%ﬁ opencraBJygeT coboun
[00393] B HeKOTOPHX BapMaHTax pealin3alluiM COEeOMHEHUS QOPMYJIB
(X11), R47 opencrTaBJgeT coOoM 3BaMelleHHHM WM He3aMelleHHBM Ci_g
aJKMiI, ¥ kKaxowii mu3 R, Ry R°° mpemcrarsiger coBoil Bomopon. B
HEKOTOPHX BapMaHTax peajMsaluM coeluHeHus ¢opMyJsl (XII), RY

npencraBigeT coBOM HesaMemeHHEN C, g ajlkuil, ¥ Kaxouli us R%, R*%u

VSMEHEHHAS CTPAHUIA



117

R>? mpencraBigerT cob®oil BOOOPOII.

[00394] B HeKOTOPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIE
(XII), R* opencraBJgeT cCcoOoM 3BaMeleHHBM WM He3aMelleHHEM Ci_g
ankmi, u kaxowii mus RY7, Ry R°? mpemcrarsiger coBoil BOmOpon. B
HEKOTOPHX BapMaHTax pealMs3aluyr coeluHeHusa G¢GopMyJsisl (XII), R*?
npencraBigeT coBOM HesaMemeHHEN C; ¢ ajlkuil, ¥ Kaxowuii mus RY7, R*%u
R°? mpencraBiagerT co®oi BOOOPOII.

[00395] B HeKOTOpPEHX BapMaHTax peajM3alyuy COeOMHeHMAI (QOPpMYJIE
(XII) xaxoemt 3 RY u RY’ HesaBMCHMMO NpencTaBJIgSeT cOBOM 3aMelleHHLI
UM HesaMelmeHHB Ci ¢ ajikmil, u Kaxoei ms R?® u R*Y npencrassger
coBOM BOIOPOL. B HEKOTOPHX BapMaHTax peaju3aluu COeOMHEeHUS
dopmysiel  (XII) xaxmoeli m3 R?Y7 um R’ HesaBucuMo OpencTaBjgeT coBou
HesaMelleHHBM Ci ¢ ajlkuil, ¥ kKaxoenl u3s R*® u R npepcraesger coboir
BOIOOPOIN .

[00396] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIE
(XII) xaxpoeit u3 RY7 u RY® mesaBucuMoO mOpencraBigeT coBol 3aMelleHHEI
UM HesaMemeHHH Ci ¢ alkuil, U Kaxoui u3 R?? u RS npepncrassger
coBo¥ BOIOPONL. B HEKOTOPHX BapMaHTax peajJu3aluu COelUHEeHUS
bopmysiel  (XII) xaxpentr m3 RY7 u R pHesaBucuMO mHOpencTabBigeT cobol
HesaMelmeHHElT Ci ¢ ajKuil, ¥ kKaxoelr mus R u R mpemcrasider coBoit
BOOOPOIN.

[00397] B HEKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOpMYJIH
(XII) xaxoemt m3 R?® u R0 HesaBMCHMMO MNpelncTaBJIgeT cOBOM 3aMelleHHEI
UM HesaMelleHHB Ci ¢ aJjikmjl, ¥ kKaxnoent ms RY7 um R?® mpepcraeiger
coBoil BOIOPOL. B HEKOTOPHX BapMaHTax peajM3aluu COeOMHEeHUS
dopmysiel  (XII) xaxpentr m3 R*? u R HesaBucuMMO mHOpencTabBigeT cobon
HesaMemeHdHEll Ci ¢ ajkuil, “ Kaxioeii u3 RY7 u R*® npemcrasiger coBoit
BOIOOPOI.

[00398] B onHOM BapMaHTe peajiM3aluM MU300peTeHUsd COeOMHeHM
dopmysiel (XII) ™MoOTyT OHTB TIIOJIYUeHH C MCIOJBb30BaHMEM CHIocofOoB,
U3BECTHHX CIHelMajMCTaM B HaHHOM o0JlacTM TexHMKM, HalpuMep, Kak
ormmMcaHo B naTeHTe CIA N 8669281 BI1.

[00399] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOpPMYJIH

Xy, (X', (X", (XI) mwmm (XII) coemOrHeHMe OpencTaBJISeT COOOM:
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[00400] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIH

o]
o)
N\Jf\GJLéﬁ\“gQ\
(XII) coenmmHeHMe OpencTaBJIgeT cobou o o .
[00401] B OIOHOM BapMaHTe peannsanmnum n300peTeHmnd

OpoJieKapCcTBa MOHOAJIKMIIQyMapaTOoB IPpeldCTaBJIART cobomn IIpoJieKkapCcTBa,

onmMcaHHele B W02014/096425, Takme KakK CcoeOMHeHMS QopMyJiel (XIII):

g
(X1

WM ¥xX OdapMaleBTUMUECKM OIpMeMJIeMBEle COJIM, KJaTpaThl, COJIEBaTH
WM CTEpeOoU3OMEepPH, T'Ie

L mnpencraBageT coboM aJIKaHOMMIIbHYI Tpynny ¢ 1-6 aTtomMaMu
yrJjepona;

A mpencrabigeT coboi SO, SO, mum NR°3, u

R>® mpepncraBigeT cob®oim Ci g alKmil MM Cs ¢ LMKIIOAJIKMIL.

[00402] B HEeKOTOpPHX BapMaHTax peajiM3alluM COeOMHeHMSI (QOPpMYJIH
(XIII), L mnopencrTaBjsgeT coboM aJKaHIMWIIbHYI Tpynmny ¢ 2, 3 wim 4
aToMaMu yIJlepoma, WM Cc 2 wiu 4 aToMaMmu yIJlepoma, WM C 2
aToMaMr YyIJlepola. B HEKOTOPHX BapMaHTax pealus3aluM COeOVHEeHUSA
bopmyJsiel  (XIII), L npexmcTaBjserT cobonr -CH,CH, -. B HeKOTOPHX
BapMaHTax pealu3aluM coeauMHeHusa o¢opMyJiel (XIII), A mOpencTaBJsgeT
cobom SO wmam SO,. B HEKOTOPHX BapMaHTax peaju3alyM COeIUMHeHUI
GOPMY JIEL (XIII), R33 opencraBJgeT codboM MeTus, STUII, PO,

UBOHPONMII, OYTWJI, MU300yTuU, TperT-0yThui, I[IeHTWUJI, BTOp-IIeHTWUJI WJIHU

TeKCuJI. B HEKOTOPHX BapMaHTax pealiM3alry COeIMHEeHUS O(OPMyJIE
(XIII), R332 npeIncrTaBigeT cobout LIMKJIOTIPOIINII, LIUKJIOBOY TUJII,
UMKJIOIIEHTUII U LUKJIIOTEeKCMJI. B HEKOTOPHX BapMaHTax peaju3aluu

coemmHeHmus OQopMyJiel (XIII), R®® mnpemcrasideT cotoil Ci 4 ajikmi, Cs,
mmn Cyu, wmiam Cs LIMKJIOAJKWJI. B HEKOTOPEX BapuaHTax pealn3alun
coenVHeHUsa  QOPMYJIH (XII1), R33 IpencTaBiageT CcoboM MeTWJI WM
M3ONPOIINII .

[00403] B onHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM

dopmysiel (XITII) ™MOTyT OBTE I[OJy4YeHH C MCIOJBb30BaHMEM CIOCoODO0B,
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M3BECTHEIX ClelMajJucTaM B HOaHHOM 00JlacTM TexXHUKM, HalpuMep, Kak
onmrcaHo B W02014/096425.

[00404] B OIOHOM BapMaHTe peannsanmnum n300peTeHmnd
IpoJieKapCTBa MOHOAJKMIQYyMapaTOB IIpeICTaBJIAIT CoBOM MOpoJeKapCTBa,

onmMcaHHee B W02014/096425, Takme KakK COeOUMHEHMS QOopMYyJIE (XIV) :

{(XIV})

WM MX KJaTpaThl WM COJIEBATH.

[00405] B omHOM BapMaHTe peajM3aluM U300peTeHUS COeIUMHEeHUHd
bopMyJiel  (XIV) MOTYyT OBTBH IIOJIYUEHHE C MCIOJb30BaHMEM CIOCOBO0B,
M3BECTHEIX ClelajucTaM B IaHHOM o00JlacTM TexXHUKM, HalpuMep, Kak
ommcaHoO B W02014/096425.

[00406] B OIOHOM BapMraHTe peanusanmnum n3obpeTeHmA
IpoJieKapCTBa MOHOAJKMIGyMapaTOB IMIpelICTaBJISIT CcoBoM MIpoJeKapCTBa,

onmMcaHHele B W02014/096425, TakmMe KaK coeOuHeHMS GopMyJisl (XV) :

(XV)

WM MX KJaTpaTh WU COJIbBATH.

[00407] B onmnHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
dopmysiel (XV) wMOTyT OHTB TIIOJIYUYEeHH C MCIOJBb30BaHMEM CIoCco0O0B,
M3BECTHEIX ClelyaJucTaM B HOaHHOM 0O0JlacTM TexXHUKM, HalpuMep, Kak

onMcaHo B W02014/096425.
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[00408] B OIOHOM BapMaHTe peannsanmnum n300peTeHnd
IpoJieKapCTBa MOHOANKMIQyMapaToB IIPedCTaBJIAT COOOM IIPOoJIeKapCTBa,

onmMcaHHele B W02014/096425, Takme KaK COeOUMHEHMS QOpMYJIE (XVI):

UM MX KJAaTpaTh, COJIbBATH MM CTEPEOU3OMEPHl, TIe

Kaxoelr m3 R° 1 R°® HesaBMCUMO MOpencTaBiigeT coOoM BOLOPOIN,
Cie QJKMJI MU Ci_g LMKJIIOAJIKWUII;

Kaxmoelr 13 R°° u R He3aBMCHMMO MpelIcTaBJIigeT COOOM BONOPOI WMJIM
Ci_g QJIKWUJII;, U

Kaxmoe M3 ¢ UM d He3aBUCKMO paBeH LeJioMy uucjy oT 0 mo 3.

[00409] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIE
(XVI), xaxmouli um3 R° m R HeszaBUCKHMMO MNpeIcTaBigeT COOOM BOIOPOH,
METMJI WM DSTWJI. B HEKOTOPHX BapMaHTax peaju3aluy COeOUHEeHUS
dopMyJiel  (XVI) kaxoweli M3 R° u R HesaBUCUMO MOpencTaBjigeT coBou
BOOOPOI WM MeTWJI. B HEKOTOPHX BapMaHTax peajin3alry COeOUHEeHUI
dopMmyJiel (XVI) oBa m3 R u R mnpepcrapigoT coBoll Bomopon; wuiau R4
npemcrabBigeT CcoBoM BOIOPOIL, a R°® mnpemcraBigeT coBoll MeTui. B
HEeKOTOPHX BapMaHTax peajv3aluy COeOMHEeHMS OQOpMyJIE (XVI) KakIbii
m3s ¢ m d HesaBucuMMO paBed O wmmM 1. B HEKOTOPHX BapMaHTax
peanuzaluM coeIMHeHMsa OQopMyJiel (XVI) oba m3 ¢ m d paBHE 0. B
HEKOTOPHX BapMaHTax peajn3aluM COeOMHEeHMS OQOpMyJIE (XVI) KakIbil
ns R°® u R HesaBMCUMO IIpelcTaBjigeT coBoil Ci.s alkmil wim Cq_g
aJKMJI. B HEKOTOPHX BapMaHTax peaju3aluy COeOUHEHMUS  (QOPMYJIH
(XVI), R°® u R mnpencraBignT cofoM Tper-0yTuil. B HEKOTOPHX
BapraHTax peajlM3aluru CcoeOuMHeHrs  QopMyJiel  (XVI), R°® u R
OIOMHAKOBEHE .

[00410] B onmnHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
dopmysiel (XVI) MoOTyT OHTBH TIIOJIYUeHH C MCIOJBb30BaHMEM CIoOCo0O0B,
M3BECTHHX CHeLMaJucTaM B IaHHOM o6JlacTy TexXHWKM, HalpuMep, Kak
onmMcaHo B W02014/096425.

[00411] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd

IpoJieKapCcTBa MOHOAJNKMUIIQyMapaToB IIPeldCTaBJIART cobomn IIpoJieKkapcCTBa,
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onMcaHHele B W02014/096425, Takme KaK COeOUMHEHMS QOopMyJIE (XVII):

(XWVIT)

MJim M"X @apMaueBqueCKm IIpmemMJieMele COJIM, KJIaTpaTe, COJIBEBaTH,

TayTOMEPH MJIM CTEPEOU3OMEPH, I'Ie

Kaxoelr m3 R°8, R°?, R® u R HhesaBucuMO mOpencTaBigeT cobou
Bomopon, Cig alkui Win Cs_g LUKIIOAJIKIWI;

R®? mpemcraBigeT cob®oM  BOIOOPOI, Cs_¢ LHMKJIOAQJKMII WM Ci_g
ankui, ne Cig aJKWMII HeoDA3aTeJIbHO 3aMelleH ONHUMM WM ©0oJiee U3
aMmHo, NH-C(NH)NH,, xapbokcammuia, KapBOHOBOM KMCJIOTH, IMIPOKCH,
VMMIOas3oJa, MHOoJIa, MepKalTo, MeTMITHUO, GeHuIa, IUIPpOKCUbeHUIIa, U
roe ommMH u3 R um R®? BMecTe ¢ R®® HeoBg3aTesIbHO MOPUMHANJISKUT 5-
WM 6-WJIeHHOMY TI'eTepoalindpaTUUIeCKOMy KOJIbIY; U

Kaxaet u3 f M g He3aBMUCUMO paBeH lieJioMy umMciy oT 0 mo 3 npwu
ycjosumr, 4uTo o6a u3 f um g He paBHHE O.

[00412] B HEeKOTOpPHX BapMaHTax peajM3alluM COeOMHeHMSI (QOpMYJIH
(XVII) waxmelt u3 R® u R® HesaBMcuMMO HOpencTaBjideT CoBOM BOLOPOL
mim Ci, aJKMJI. B HEeKOTOPHX BapMaHTax pealu3aluM COoedVHEeHUS
dopMyJsiel  (XVII), R® um R®? mpemcTaBidioT coBoil BONOPOL. B HEKOTOPHX
BapMaHTax pealMsaluM coemuHeHmd ¢opMyJisl (XVII), R®' mnpemcrassdger
coboit Bomoponm, u R® ImpencraBifgeT coBoi MeTMJI. B HEKOTOPEHIX
BapMaHTax peaju3alluy coeluHeHMsS oOGopMyJiel (XVII) 1[I0 MeHbBIeM Mepe
oommH wu3 I wm g paBeH 0. B HEeKOTOPHX BapMaHTax peaJu3aluu
coenmHeHusa QopmyJH (XVII), g paBeH O.

[00413] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMS (QOPMYJIH
(XVII), R®® nmpepmcraBigeT coBoil  3aMemedHEl  Ci_g  aJIKWMII, roe
3aMeCcTUTeJIbL [OpelcTaBJgeT cobo¥ oauH win 0oJiee U3 CIeOyKleTro:
raJJoreH, HUTPO, HUTPWI, MOUYEeBMHa, OQeHWJ, aJibIerun, CcyJabdar,
ammHo, NH-C(NH)NH,, xapbokcammnn, KapOOHOBasd KUCJIOTa, I'MIPOKCH,
VMMIAa30JI, WHIOJ, MepKalTo, MeTMJITHO, O(eHMJI M TIuapokcudpeHmsi. B
KOHKPE THHIX BapMaHTax peann3zalunmn n3o00peTeHnsd 3aMeCTUTeJIN
OpeICcTaBJAKT coboM oIHO wuaM 0oJiee U3 CJelylomero: ammHo, NH-

C(NH)NH,, apbokcamum, KapOOHOBas KUCJIOTa, IMIPOKCH, WVMMIa30J,
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VHIOOJI, MepKamnTo, MeTUJIITHO, O(eHMIJI ¥ THUIPOKCUdeHMIJI. B HEeKOTOPHIX
BapMaHTax pealMsaluM coemuHeHMa ¢opMyJikl (XVII), R®° mpemcraBsger
cobom —-CH,-CgHs. B HeKOTOPHX BapMaHTax peajM3alvM COeIMHEeHUI
bopMmyJiel (XVII) coeIMHeHHMe IpencTaBygeT cobo¥ coeamHeHMe (QOPMYJIH

XVII':

(XVII)

[00414] B oIOHOM BapMaHTe peaju3aluM HU300peTeHUsa COeIMHEeHMA
bopmyJiel  (XVII) wmam (XVII') MoOTyT OBTH IIOJIYYEeHH C MCIIOJbL30BaHUEeM
Crioco®oB, MBBECTHEIX ClIellMaJiMCTaM B HOaHHOM o0JjlacTM TexXHUKH,
HaIpMuMep, KakK omnmcaHo B W02014/096425.

[00415] B OOHOM BapuaHTe peanmszalunmn n300peTeHnd
IpoJjieKapCTBa MOHOAaJIKMIbyMapaToB MIpeOCTaBJAT CcoOOM MIpoJieKapcTBa,

omnrcaHHele B W02014/096425, Takre KakK coeIVHeHMS OGopmyJn (XVIII):

(X

niIm ux dapMaleBTHUUECKM IIpMeMJIeMHe COJIM, KJIATPATH, COJILBATH
WM CTepeou30MepH, I'Ie

R®3 mpemcraBideT coBoil Bomopomn, Ci g ajikui, Ciz ¢ LUKIIOAJKIII,
Cos aJIKeHWI, TaJiIoTeH, IMaHo, TUOPOKCH, aMMHO, KapdokcHu,
MepKarnTo, 5- WM 6-4JIeHHHM apuJl WIM TeTepoapwull, HeoBOa3aTelIbHO
3aMemleHHE OOHMM WM 0OoJjlee U3 MeTUJa, TperT-0yTuia, TUIPOKCH,
MeTOKCH, TajloreHa, HUTPO, HUTpWIa, aMrHa M Kapbokcammuia.

[00416] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHMS QOPMYJIE
(XVIII), R®® mpemcraBjger coboir Bomopon, Ci, ajKuil, TaJjloreH,
1IMaHO, aMMHO WJIM TUIPOKCKM. B HEKOTOPHX BapMaHTax pealMs3alluu
coemmHeHus QopMyJel (XVIII), R® mpemcraBjgeT coBoil  BOIOPOI,
TUOPOKCUMJI MJIM MeTHJI. B HEeKOTOPHX BapMaHTax peajM3alluM COoeOMHeHUS

dopmysiel (XVIII), R®® mpepmcraBideT cob®oil MeTMII.
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[00417] B onOoHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
dopmysiel (XVIII) wmMoTyT OBTE I[IOJIYYEHE C MCIIOJIB30BaHMEM CIOCODOB,
M3BECTHEIX ClelraJucTaM B HOaHHOM 0O0JlaCcTM TeXHUKM, HalpuMep, Kak
onmrcaHo B W02014/096425.

[00418] B HeKOTOPEHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPpMYJIH

(XITI), (XVI), (XVII) mmm (XVIII) coeIMHeHMe OpelcTaBJigeT cobou:

5.1.3 JelTepupoBaHHHEe (QyMapaTH

[00419] B onHOM ERapMaHTe peajmM3aluy U300peTeHUsa GyMapaTH
U30TONHO oBoTalleHH melTepuem (2H) .

[00420] B KOHKPETHOM  BapMaHTe peannsanmum n3obpeTeHmnA
DeVTepMPOBaHHEM dyMapaT MNpencTaBjigeT CcoOo¥M coeIMHeHMe, OIMCaHHOe
B nybJjMKalMM 33agdBKM Ha HoaTeHT CIA N US 2014-0179779 Al, Takoe

KaK coeauHeHUe QOopMyJIEl (XIX) :

(XIX)

I ero QapMalleBTUUYECKU I[IpUEeMIIEMY COJIb, KJjaTpaT, CoJibBaT,
TayToMep WM CTepeouM30Mep, The
Kaxoelr m3 R® u R® HesaBuMcuUMO mOpencTaBigeT coBOM BOLOPOMN,

nenTepuit, OeVTepUPOBAHHEM  MeTHUII, OeTepMPOBaHHEI  2TUI, Cie
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ankwmi, GeHwy, 3-7-uJIeHHOEe HAaCHmMEeHHOe WM YaCTUYHO HEeHACHIEeHHOe
MOHOUMKJIMUECKOE KapOOLUKIUUECKOe KOJIBIO, 3-7-UJIeHHOEe HAaCHIEeHHOe
MY  YACTUUHO  HEHACHNEHHOEe  MOHOLMKJIMUECKOEe  TeTepOLMKIMUeCKOe
KOJIBIIO, CcoIepxXamee 1-3 TeTepoaToMa, He3aBUMCHMMO BHOPaHHBIX U3
asora, KMCJIOpOoIa ¥ CepH, WIM 5-6-ujJIeHHOe TIeTepoapuiibHOE KOJILIO,
comepxkamee 1-3 TeTepoaToMa, HE3aBMCUMO BHOPAHHEIX W3 asora,
KMCJIOpOOa U CEepH; U

KaxOoeli M3 R u R®® HesaBMCHMMO MpelncTaBJIigeT COOOM BONOPOI WMJIM
IeliTepuin OpW YCJIOBUM, UTO COoenVHeHre G(QopMyJiel (XIX) COOEpPXUT II0
MeHbIIel Mepe OOMH aToM melrepusd, a R® u R® He gBignTCa BOOOPOIOM
UM OelTepreM OOHOBPEMEHHO.

[00421] B uwactTHOCTH, M30TOIOJIOTM pyMapaTa NOpencTaBJIgoT

coBoM coeIMHeHMd, OIMCaHHHe B IOYOIMKalLMM 3agBKM Ha naTeHT CIA N

US 2014-0179779 Al, Takue KaK COeIVHeHMI OGopMyJH (XIX'):

XK"Y

WM ux GapMalleBTUUECKM IIpHeMJIeMBEle COJIM, KJaTpaTh, COJbLBATH
WM CTepeoM30MEpPH, Iae

kaxoell u3 R® u R® HesaBucHMMO OpencTaBjidgeT coboil BOLOPOI,
oeyTepuy, IelTepUPOBAHHHY MeTWJI, IOeMTepPUPOBAHHHEM 5STUI WU Ci g
anmmbaTMuecKu, u

KaxOuli M3 R u R°® HesaBMCHMMO MpeIcTaBJIgeT COOOM BONOPOI WMJIM
nevTepuin IIpM YCJOBUM, UTO COeIVHeHue oOoopMyJH (XIX') comepXuT II10
MEHLIIE Mepe OOMH aToM menTepus, u R°? u R®7 He 4gBJISIOTCS BOIOPOIOM
WM »OeViTepreM OOHOBPEMEHHO.

[00422] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS QOPMYJIE
(XIX) mmm popmysiel (XIX'), R® mpemcraBidgeT cobBoil Bomopon miam —CHs.
B HeKOTOPEHX EBapMaHTax pealu3alur CcoeldrHeHra OQopMyJiH (XIX) wmim

bopmyJEl  (XIX'), R®4 OpencraBygeT coboy -CDi;. B HEeKOTOPHX BapMaHTax

peanMsaluuu coenuHeHMd QopMyJsl  (XIX) wm dopMmysiel  (XIX'), R®
npelcTaBJisgeT codor —-CD,CDs.

[00423] B HeKOTOPHX BapMaHTax pealin3alluM COEeOMHEHUS QOPMYJIH

(XIX) wmim popMmysinl (XIX'), R®’ mpemcraBjger cobom —-CH,D, -CHD, wmau
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—-CD3. B HeKOTOpHX BapMaHTax peajiM3aluM COeOUMHeHMA OQopMyJiEl (XIX)
i popMyJsiel  (XIX'), R®’ mpepmcrabjdeT cotom H, -CHs, -CH,D, -CHD,
mim —CDs;.

[00424] B HeKOTOPHX BapMaHTax peajiM3aluy COeOMHeHUSI (QOPMYJIH
(XIX) mmm popMmyJsinl (XIX'), R® mpemcraBissger coBoil Bomopon wmim —-CHs,
u R®’ mpemcraBissger cobom -CH,D, -CHD, mym -CDs.

[00425] B HeKOTOPHX BapMaHTax peajiM3aluy COeOMHeHUSI QOPMYJIH
(XIX) wmmm  dopmysel  (XIX'), R® mpemcrassger coBoim -CD;, wm  R®
npencraBjasgeT cobom -CH,D, -CHD, mam -CDs.

[00426] B HeKOTOPEHX BapMaHTax peajM3alyuM COeOMHeHMA QOPpMYJIH
(XIX) wim  QpopMmyJel  (XIX') mno MedHbmeir Mepe oguH wu3 R® u  R®°
OpencraBjsgeT coBo¥ melTepul. B HEKOTOPHX BapuaHTax pealu3alun
coemuMHeHMda OGopMyJisl (XIX) wiau  dopMysiel  (XIX') of6a wm3 RS u R®°
IpenCcTaBJIAT COOOM HmelTepu.

[00427] B HeKOTOPHX BapMaHTax peajiM3aluM COeIMHeHUS QOPMyJIEL
(XIX) wimm  dopMmysu (XIX') 1o MeHbmelr Mepe omuH u3 R® u  R®6
npencrabBisgeT coboil melrepwuii, a R®’ mpemcraejgeT coBoM BOOOPOI, -
CHs, -CH,D, -CHD, wmmm -CD3. B HeKOTOPHX BapMaHTax pealus3almu
coenuHeHMda GopMyJisl (XIX) wiamu  dopMyJsiel  (XIX') ofa wm3 R® u R®°
npencraBiganT cobol melTepwuii, a R®7 mpemcraejgeT coBoM BOOOPOI, -
CH3;, -CH,D, -CHD, wmmm -CDsj.

[00428] B HEeKOTOpPHX BapMaHTax peajiM3aluM COeOMHeHMSI (QOPpMYJIH
(XIX) wmm  dopmydiel  (XIX'), R® mnpepcrasiger cobom-CD,CD;, u  R®7
opencraBjgeT cobou H, -CH;, -CH,D, -CHD, mjgm -CDs;

[00429] B HeKOTOpPHX BapMaHTax peajiM3aluy COeOMHeHUS (QOPMYJIH

(XIX) WU bOPMY JIEL (XIX") coelMHeHVe npencraepjgeT cobom
(°Hg) OUMETUJIOBLIL ~ 20Mp OyMapOBOM  KUCJIOTEHL, (°H3) METUJIOBEIL ~ DQUP
byMapoBO¥  KMCJOTH, (°Hs) oUMEeTUJIOBLIL ~ 20Up  QyMapoBOM  KMUCJIOTH,
IVMETUJIOBEL 50up  dyMaporou (2, 3-2H,) KMUCJIOTH, MEeTUJIOBHM  20UP
byMaposo (2, 3-%H,) KVCJIOTH, STUJIOBHEMN 20Up byMaposoi (2, 3-2H,)
KMCJIOTHI, (°H3) ME TMJIO BRI 20Up dbyMaposoi (2, 3-2H,) KMCJIOTHI,
(°Hg) muMe TUIIO BRI 20Up dyMaposoi (2, 3-%H,) KMCJIOTHI, MeTUJI (2-
MOPPOJIMHO—2—-0OKCODTMUII) OBEIM 20UpP dbyMaposoi (2, 3-2H,) KMCJIOTH,
Me T (4-MOPOOIMHO-1 -6y TIJI) OBEIT  30up dyMapoBOi (2, 3—-°H,)  KUCJIIOTH,
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2— (BEH30OMIIOKCH) STUJIMETUIIOBEI 20Up GyMapoBOi (2, 3-°H,) KMUCJIOTH, 2-

(BeH30MIIOKCH) 5TUJI (?H3) METUMIJIOBEIL  20MP OYMapoBOM  KUCJIOTEH, (S)-2-
((2-aMMHO-3-0eHUIINIPOIaHOWII) OKCH ) 2 TUJIME TUJIOBEM elozse
byMapoBoi (2, 3-2H,) KM CJIOTH I (S)-2-((2-aMmMHO—-3-

GEeHUIINPONaHOMUII) OKCU ) 3TWJI (°Ha) METMJIOBEIT  20MP  QyMapoBOM  KUCJIOTEHL;
WM "X OQapMalleBTUUECKM IIPMEMIIEMBEE COJIM, KJAaTPaTH, COJIEBATH WMJIM

CTEPEOUBOMEPHI.
[00430] B HeKOTOPHX BapMaHTax peajiM3alluy COeOMHEHUS QOPMYJIH

(XIX) wmam dopmyJiel (XIX') coeImHeHMe OpencTaBJIgeT CoOOM:

NI Wi ¥Ux  dapMaleBTUUYECKU
nIpueMJIeMble COJIM, KJIATPaTHE, COJIEBATH WM CTEPEON30OMEPH.

[00431] B onHOM BapMaHTe peajiM3aluu MU300peTeHUsd COeOMHeHM
bpopMyJiel  (XIX) m (XIX') MoOTyT OHTL [OJIYUEeHH C MCIOJb30BaHUeM
crnocoBoB, M3BBECTHHX ClIelvajJucTaM B IOaHHOM 0OB0JlacTM  TEeXHUKH,
HalopMMep, KaK OIMCaHO B OyOJMKauMM 3adBKM Ha IHODaTeHT CIA N US
2014-0179779 Al.

[00432] DeViTepUpOBaHHEE byMapaTE [IPUTOOHE B KauecTBe

AKTVIBHEIX aTr'eHTOB IOJIA criocotos, IIpenCTaBJIEHHEX B IJaHHOM
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OOKYMEHTe, HallpuUMep OJIS JIedeHUS pacCesHHOTO CKJIepo3a.

[00433] B onOHOM BapMaHTe peaJlu3aluu HnU300peTeHusd, Korma
KOHKPETHOE TIOJIOXeHMe B obyMapaTe o0003HaueHO Kak CcoIepxXalee
oeTepuy, IIOHATHO, UYTO COHOEepPXaHMe HOeTeprsa B STOM I[IOJOXEHUU
3HAUMTEJILHO BHIIE, UYeM pPaclIpOCTPaHeHHOCTL OeuTepusd B IIPUPOIOE,
KOTOpad cCOoCTaBJIgeT 0,015%. IIoJsioxeHUe, obBozHaUeHHOe Kak
comepXallee HOeUTepulM, Kak IOIpaBWUJIO, XapaKTepu3yeTcsa MMHMMAJbHEM
Ko20duMeHTOM OOOTAalMEeHNsa OelTepMreM, COCTaBJIAKINMM I[I0 MEHBIIENW Mepe
3340 (50, 1%-0e BKJIIOUEHNE oenTepns) OJidg Kaxnoro aTomMa,
0003HAUEHHOTO KaK IeTepul B YKas3aHHOM COeOVHEHUU.

[00434] B gmpyrmMx BapMaHTax peaauszalum un3obpeTeHMA oyMaparT,
IpeICTaBJIEHHEM B IaHHOM HOOKYMeHTe, XapaKTepu3yeTCs M3O0TOIIHHEM
kKosbdulMeHTOM OOOTAalleHMs IJIS KaXIoT'o YKaszaHHOTO aToMa OenTepusd,
COCTAaBJIAKIMM 10 MeHbIEeM Mepe 3500 (52,5%-0e BKIOUeHMe HOelTepusd
O0JIS KaXIoro yKa3aHHOTO aToMa »OeWTepus), O MeHbmell wMepe 4000
(60%-0e BKJOUeHME IenTepus), 10 MeHbmelr wMepe 4500 (67,5%-0e
BKJIOUeHVe m»elTepusa), IO MeHbmel Mepe 5000 (75%-0e BKIOUeHUE
nemTepus), Io0 MeHbmel Mepe 5500 ( 82,5%-0e BKJOUEHUE IeVTepud),
no MeHbmen wMepe 6000 (90%-oe BrJDUEeHMEe OeUTepusd), I[I0 MeHbIen

Mepe 6333,3 (95%-0e BKINUeHMe IeNTepusd), IO MeHblelr Mepe 6466,7

(97%-0e BKJIOUEHMEe »OenuTepud), IO MeHbIel Mepe 6600 (99%-0e
BKJIIOUEHME nemTepus) MM IO MeHblle¥ Mepe 6633, 3 (99, 5%-0e

BRJIOUEHME OeuTepusd) .

5.1.4 Conmmn

[00435] B KOHKPETHHX acIriekTax n300peTeHn g B paMKu
byMapaToB, OIMCAHHEX B HOaHHOM JOKYMeHTe, BKJIOUEHE HEeTOKCHUUHHE
bapMalleBTUUECKM TIIPMEMIIEMBEE COJIM (QyMapaToB, OIMCAHHEX BHIIE B
OaHHOM OOKYMeHTe (mpuueM byMapaT npelCcTaBJIgeT cobom
oIMaJlKkuiIdyMapaT, MOHOAaJKMUIQyMapaT, KoMOMHaALMK »OUaJIkuiIdyMapaTa u
MOHOAaJIKMJIQyMapaTa, IpoJIeKapCTBO MOHOAJIKMIIQyMapaTa,
IeMTepMpOBaHHYD QopMy JIOOOTO M3 BHIIEIPUBEIEeHHHX COeIMHEeHWM, WJIn
KJaTparT, COJIBBRAT, Tay TOMEP VI CTEPEOUBOMED JIIB0TO n3
BHIIEIIPUBEOEHHHX COeIMHEeHUM, WM KoMOMHAaLM JIODHX BeMecTB U3
BHIIENPUBEOEHHEX ) . CoJyn [IPUMCOENVHEHU I KMCJIO TH [IOJIy4uamnT
CMENMBaHMEM  pacTBopa byMapaTa c PacTBOPOM bapMalleBTUYECKHA

HpMeMHeMOIZ HEeTOKCUUHOM KMCJIOTEI, HallpVrMep I'mopoxJjiopmno,
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runpobpoMmun, I'MIPOMOOMI, HUTPAaT, CcyJdbbdaT, TuapocyiabdaT, docdharT,
KUCIHM docdaT, WMIOHMKOTHMHAT, alleTaT, JaKTaT, cCcaJluumuiaT, LIuTparT,
TapTpaT, I[IaHTOTEHAaT, IHUIpOoTapTpaT, ackopbaT, CyKIMHAT, MalleaT,
TeHTMU3MHaT, TJIIOKOHAT, TJIIOKYPOHAaT, caxapar, dopmMmmart, HeH3z0aT,
JyTaMatT, MeTaHCyJIbQoHAT, sTaHcyJIsdoHAT, BeHszo0JICYJIBOOHAT, -
TOJIYOJICYJIbOOHAT M ImamoaT. COJIM IIPUCOENVHEHMS OCHOBAHMS BKJIKUAKT
COJIM aJIOMUHWUSA, KaJbUudg, JUTUSL, MalHUA, KaJud, HaTpusda, LIMHKa |
O3 TaHOoJIaMM1Ha .

5.2 dapmMalleBTUUYECKME KOMIIOBULINU

[00436] B omHOM BapMaHTe peajiM3alluu M300peTeHMsa odyMapaT IOJid
IpMMeHeHMsa B crocofax IO JaHHOMY M300peTeHUI COIOEepPXUTCSI B
bapMalleBTHUUECKOM KOMIIO3ULINN, comepxamen TepalleBTUUYeCKU

sddekTUBHOE KOJIMUYeCTBO OGymMapaTa ¥ dapMalleBTUUECKM IIpUeMIIEMEI

HOCUTEeJIb, T. e. bapMalleBTHMUECKM [IpMeMJIeMOe  BCIOMOTaTeJIbHOe
BEIEeCTEO .
[00437] B KOHKPETHOM BapMaHTe peajlM3aluumM  MU300peTeHud

bapMalleBTUMUEeCKad KOMIO3MLUMA COOEepXUT dyMapaT,; IIpuueM ¢dymMaparT
opencTaBjsgeT cobo¥ IuaJkuiIdyMapaT, MOHOoaJIKMiIbyMapaT, KOMOMHALIMIO
ovaJIkuigyMapaTa u MOHOaJIKUIIQyMaparTa, IPOJIeKapCTBO
MOHoaJIKuidyMapaTa, DeNTepVPOBaHHYD bopmy JIOBOTO nus
BHIIENIPUBEIEHHHX COeOMHEeHUMV, WM KJaTpaT, CoJIEBaT, TayToMep WK
CTepeou30oMep JIIOBOTO nus3 BHIIEIPUBEIEHHEIX coenuHeHUM, W
KOMOMHAUMO JIIOOBIX BEMEeCTB W3 BHIIEIIPUMBEOEHHEX; C YCJIOBMEM, UYTO
CoJIb dyMapaTa He IPUCYTCTBYeT B dapMalleBTUUeCKOM KOMIIOBUIIUA.
[00438] B KOHKPETHOM  BapMaHTe peannsanmum n3o0bpeTeHmnd
bapMaLeBTHUUECKad KOMIIO3MLUUA COOEpPXUT OdyMapaT,; IIpuuyeM ¢dyMaparT
IpencTaBJsaeT cobo¥ IMaJKUIdyMapaT, MOHOaNKMIbyMapaT, KOMOMHALIMIO
oVaJIKuiIgyMapaTa n MOHOAaJIKUIIQyMapaTa, IPOJIEeKapCTBO
MOHOAaJIKuIIpyMaparTa, DeNTepVPOBaAHHYD dbopmy JIIOBOTO nus

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InpruemMiieMyrn COJIb,

KJlaTparT, CoJibBaT, TayToMEepP mJmm CTepeor3oMep JIIOOOTO nus
BHINEIIPVMBE OEHHEIX COGHMHeHMﬁ, mJm KOMOMHAUMKD  JIOOBIX BelleCTB nus
BHINECIIPMBEIOEHHEX ; C YCJIOBMEM, qTo COJIb STMHPMHPO@YMapaTa He

IPUCYTCTBYET B QapMalleBTUMUeCKOWM KOMIIO3ZUIIUN.
[00439] B KOHKPETHOM  BapHMaHTeE peannsanmum n300peTeHmnd

@apmaueBqueCKaH KOMIIO3MIINA COOEepPXNUT @ymapaT; InprnyeM @ymapaT
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opencraBjgeT cobol OIUadKuiIdyMapaT, MOoHoaJIKMIdyMapaT, KOMOMHALIMIO
oUalKuiIdyMapaTa u MOHOAaJIKMJIbyMaparTa, IPOJIEKAapPCTRBO
MOHOAaJIKMUIIbyMapaTa, OelTepUPOBaHHYIO bopmy JII060TO us

BHINEIIPVMBEOEHHEIX COGHMHeHMﬁ, mJin @apMaHeBTquCKM InprneMiieMyrn COJIb,

KJIlaTparT, coJibeaT, TayToMEepP MJn CTepeors3oMep JIIOOOTO nus
BHINEIIPVMBE OEHHEIX CoeﬂMHeHMﬁ, mJin KOMOMHALINIO JIFOOEBIX BeleCTB ns
BHINECIIPMBEIOEHHEX ; C YCIIOBHMEM, dTOo KRaJlbarieBaAa COJIb
9TMHPMHpO@yMapaTa, MaT'HMeBa#4d COJIb 9TMHPMHpO®YMapaTa, LIMHKOEBa#4d

CoJIb  sTUIrMOpodyMapaTa M MenoHasd CoOJib  STUiITrMIpodpyMaparTa He
IPUCYTCTBYIOT B GapMalleBTUMUeCKOM KOMIIO3ZUILIUN.

[00440] B KOHKPEeTHOM  BapHaHTe peannsanmumn n3obpeTeHmA
bapmalieBTMUECKas KOMIIO3MUMSA B OCHOBHOM COCTOMUT M3 MO u/nin
MOHOMeTUIIyMaparTa.

[00441] B KOHKPETHOM BapMaHTe peajlu3aluumr  MU300peTeHud
bapMaleBTHUEeCKad KOMIO3MUMA comepxuT [IMO. B KOHKPETHOM BapMaHTe
peaguzalMy M300peTeHMAa papMalleBTUMUeCcKad KOMIIO3UIUMA B OCHOBHOM
cocrTouT wu3 [IMO. B KOHKpPeTHOM BapMaHTe peajM3aluM U300peTeHMAa
bapMalleBTUUECKAHA KOMIIO 3L A COOIEPXUT IMo C YCIJIOBUEM, uTo
KaJblMeBas COJIb STUITUIPOOYMapaTa, MaTHMeBad COJIb
STUITKUIpodYyMapaTa, UMHKOBAaA COJIb STUIATMOpOdYyMapaTa M MeOHad COJIb
STUITUIPOdYMapaTa He NPUCYTCTBYIT B GapMaleBTUUECKOM KOMIIO3ULIUNA .
B KOHKpeTHOM BapMaHTe peajMz3alumy Ku300peTeHUda oOdapMalleBTHUUEeCKAaA
KOMIIOBUIMUA comepxuT MO u/miau MoHOMeTwuJIdyMapaT C YCJIOBUEM, UTO
KaJblureBasd COJIb STUITUIPOOYMaparTa, MaTHMeBad COJIb
STUITUIPpOdYMapaTa, LUMHKOBaA COJIb STUIATIMIOpoOdYyMapaTa M MeOHad COJb
STUITUIPpOdYMapaTa He NPUCYTCTBYT B dGapMalleBTUUECKOM KOMIIO3ULIUMA.
B KOHKpeTHOM BapMaHTe peajMzalumu u300peTeHUd OdapMalleBTUUEeCKAA
KOMIIO3ULUA CcomepxuT IMO ¢ yCJOBMEM, UTO He IIPUCYTCTBYET HUKAKOI'O
OOMNOJIHUTEJILHOTO dyMapaTa, KpoMme MO MM MOHOMeTUIIdyMapaTa.

[00442] B KOHKPETHOM  BapHMaHTE peannsanmum n3o00peTeHmnAd
bapMalleBTHUUYECKAA KOMIIO3ULM A MOXeT NIpencTaBJIATh cobomn
JIEKAPCTBEHHYID bopmy o4 [IepopPajibHOT'O [IpUMEeHeHUd, HallpyMep
TBEPOIYR JIEKAPCTBEHHYLD OQ(opMy IJId I[IepopaJibHOT'O IIpMMeHeHMd. B
KOHKPETHOM  BapMaHTe  peajM3aluu mu300peTeHMd  dapMalleBTUUECKAA
KOMIIO3UILIMA IpeAcTaBJgeT cobon TabljieTKy, KalcyJly WIM Kalcyiy,

COIepXaIyio MUKPOTAaBJIETKA . TabieTka W MUKPOTaOIeTKNA
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HeoBA3aTeJIbHO IMOKPHTH DHTEPOCOJIIOOMIIEHOM OOO0JIOUKOM. B KOHKPETHOM
BapMaHTe pealmM3aluuy uU300peTeHUs  dapMalleBTUUeCKad  KOMIIO3UINA
HaxomouTtca B ©GopMe TabJIeTOK WM MUKpOTadileTOK (HeoDA3aTeJIbHO
comepXallUxXCsa B KallcyJie) C DHTEePOCOJIOOUIIBHEM IIOKPHTUEM, KOTOPBE
[IOCJIe  PacCTBOPEHMA  DBHTEPOCOJIOOMIIBHOTO  IIOKPHITUA B  XeJYOOUHO-—
KMIIEeUHOM TpakKTe IeMCTBYIT Kak JieKapCTBeHHEEe (QOPMH C HeMelJIeHHBM
BEICBOOOXIEHVEM.

[00443] B mpyr'oM KOHKPETHOM BapMaHTe pealn3aluM U300peTeHUA
bapmalleBTHMUeCKass KOMIIO3ULUMSA [IPenNcTaBjigeT CcoO0o¥ KOMIO3MLIUI C
KOHTPOJIMPYEMEIM, WJIM 3aMelJIeHHBEM, BEHCBOOOXIEHNEM, Heo0A3aTeJIbHO
IIOKPHETY SHTEPOCOJIOOMIIBEHOM ODOJIOUKOM .

[00444] dapMalleBTHUUECKME  IIpellapaTH, ONMCAaHHEIE B ITaHHOM
OOKYMEeHTe, IIPOM3BOLNAT C IIOMOWBK M3BECTHHEX CIOCOO0OB, HaIpuUMep C
IIOMOIIBIO TPaIULMOHHEIX CIIOCOOOB CMelMBaHUA, TpaHyJMpOBaHULg,
OPaXpoOBaHUA, PacTBOPEHUA WM  JHUOQUIM3aLUA. TakuM o0BpasoM,
bapMalleBTUUECKMe IIpernapaTe JIA I[IepopaJIbHOT'O I[IPUMEHeHUA MOIyT
OBITHB [IOJIYYEeHE nyTeM CMellMBaHWA bymMapaToB C TBEepPOEMA
BCIIOMOTaTeJIbHEMY BelleCTBaMM, Heo043aTeJIbHO C IIOMOJIOM IIOJIyYeHHOM
CMeCH U M3TOTORJIEHMEM CMeCHU TIpaHyJl, I[I0CJie HoOaBJIEHUSA IOOXOINAMMX
BCIIOMOT'aTEJIbHEX BEIECTE, €CJM 5STO XeJlaTeJIbHO WM HeOoOXOOMMO, C
[IOJIydeHreM TabJIeTOK WM Alep Opaxe.

[00445] B of6meM, kOI'Ia CcoIepXaHMe JIeKapCTBEHHOT'O CpeIncTBa
(MM MaccoBas MOOJIA aKTMBHOTO MHTPeOMeHTa) TBepIoM JieKapCTBeHHOU
bopMEL IJIA  [IepopalJIbHOTO  [IpUMeHeHUSd (HanpumMmep, TabJIeTKM WU
MUKPOTADJIETKN) 3HAUUTEJIBEHO yBeJIMUYBaeTCs, Maccoeas noJisg
BCIIOMOT'aTEeJIbEHOTO BelleCcTBa (BemecCTB) OOJDKHA YMEHBIINTE CH
(ocobBeHHO, eCcJm pa3sMep TRBepOon JIeKapCTBEeHHOM bopMEL 0JId
[IepopallIbHOTO IIPMMEeHEeHMSI OoCTaeTcsa TeM Xe). Teeplas JiekapCTBeHHAad
bopma @OJId TIepopalJIbHOTO TMIPMMEeHEeHUMS YacCTO CTaHOBUTCSA HeCcTab®WJILHOU
BCJIEOCTBME YMEHBIIeHU S KOJIMYeCTBa BCIIOMOT'aTeJILHOT'O BelleCcTBa
(BewecCTB) , HallpyMep CBA3YIIUX BelecTs, byHKLUMSA KOTOPEIX
3aKJIoUaeTCsa B YyOepXaHMM BCexX KOMIIOHEHTOB BMeCTe B CBSA3HOM CMecCHu.
HeoxmmaHHO OKaz3aJIoChb, UTO YyBeJIMUeHMe KoJmdecTBa MO (Hanpumep,
or 120 mMr mo 240 wMI') ¥ yMEHBIIEHME KOJMUECTBa CBA3YKIMEI'O IIPU
COXpaHeHUM pasMepa TBepOOW JIeKapCTBEHHOM GQOPME IJIS [NepopalIbHOTO

IIPVMMEeHEHNM A (Hanpmmep, pasmMepa KchyHBI) 7 IIPOYHOCTE MJIn
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1IeJIOCTHOCTEL TBepIOoM JiIeKapCTBeHHOM (QOPME He yXyOmaeTcsd.

[00446] Tlooxomamme BCIOMOTATeJIBHHE BEMECTBa IPenCcTaBJIST
coboM, B YaCTHOCTHM, HaIOJHUTEJ M, TaKMe KaK caxapa, HalpuMmep
JaKTo3a WIM caxapo3a, MaHHUT WM COpOUT, I[IPOU3BONHEE LEJIJIIIOSH
u/man  dpochaTH KaJbLMg, HaIpUMep Tpex3aMelleHHE ¢ochaT KajJbLMs
unm ruppodpochaT KaJbLUMA, a TaKxe CBA3YKIMEe BelleCcTBa, TakMe Kak
KpaxMaJibHas nacra, IOJIydeHHa g c VCIIOJIL 30BaHUeEM, Hallpumep,
KYKYPY3HOTO Kpaxmaja, I[IIeHVWUYHOTO KpaxMajla, pPMCOBOTO Kpaxmaja,
KapTodpeJIbHOTO Kpaxmala, XeJlaTuH, TparakaHT, Me TUJILeJIIIIIO 38,
TUOPOKCUIIPOIUIIME TUIILLEJIJIIIIO 34, KapOOoKCHUMe TUJILLEJIJIIIIO 3a HaTpuAa
U/ VNIV OOJUMBUHMJINIMPPOJIUIOH. EcCiaM HeoOXOoOMMO, MOTYT OHBTH HoOaBJIEHH
PaspHXJILAKIMe aleHTE, TaKKe KaK BHIIeYIIOMAHYTHE KpaxMallbl, a TakKxe
KapBoKCUMETUIIKPAXMAJl, IIOIIePEeUYHO CHUTHMY IOJUBUHMIIIMPPOJIMUIOH, arap
WM aJIbTMHOBafa KUCJOTa WM €e COJIb, Takad KaK aJibT'MHaT HaTpuid.
BcrioMoTaTeJIbHEIE BemecTBa [IPenNcTaBJIglnT coboM, TJIaBHEIM oO0pas3oM,
aT'eHTH, peryIupyllre TeKyueCThb, M CMasbBawlMe BelleCTBa, HaIpUMep
OVMOKCHUI KpPeMHUsA, TaJlbK, CTeapMHOBYKD KUCJIOTY WM ee COJi, TaKue
Kak CcTeapaT MaTHMA MJIM CTeapaT KaJblLMsg, U/UIMU IOJUSTUIIEHTJIMKOJID .
Ampa »Opaxe TIOKPHBAKRT INOOXOOAMNMMU  IOKPETUAMUA, KOTOPHE, ecymn
HeoOXOoOMMO, SABJIATCS YCTOMUMBEMM K XeJIYIOUHOMY COKy. [IJIg DSToHn
IeJu MOTYT MCIOJIB30BATBHCSA KOHIEHTPUPOBAHHEE pPacTBOPH caxapa,
KOTOPHE HeoO43aTeJIbHO MOTYT comepxaT ryMMrapadbuk, TaJlbK,
MNOJIMBUHUJIIUPPOJIMIOH, NOJIMSTUJIEHTJIMKOJIL  M/UJIM  IOUOKCUI  TUTaHa,
PacCTBOPH IJIa3ypU M MNPUTOOHEE OpTaHMUeCKMre PacCTBOPUTENM WU CMeCHU
pacTBopuTeJe. OJS TOoro, UYTOOH IIOJYUMTL IOKPHTUSI, YCTOMUMBHE K
KeJIYOOUHOMY COKY, MCIOJIB3YITCH PACTBOPH MNOOXONOAMMX IPOUSBBOMIHEIX
LIeJIJIIJIO 3H, TaKmUx Kak bTasar alle TUJILEJIIIIIO SH I dTamaT
TUOPOKCUIIPONIUIIME TUJILEJIJIIOJIO3E . K HNOKPHTUAM TabJIeTOK WM  Ipaxe
MOXHO IOOOaBJIATL KpPacCUTeNV WY OUTMEHTH OJIS UOeHTUQUKALUU WJIM OJIA

TOI'O, YTOOH OXapaKTeprnM3OoBaTE pPa3JIMYHEE KOMOMHALIMM OO3 aKTUMBHOIO

COenqVHEHUA.

[00447] B OIOHOM BapMaHTe peannsaunmnum n300peTeHmnd
bapMalleBTUUYECKNE IpernapaTH, OV CAaHHEE B IOaHHOM IOOKyMeHTe,
comepXar Karncymy, comepXallyo areHT NI bapMalleBTUUECKYIO

KOMIIO3MIIMKD, OIIMCaHHYK B ITaHHOM IIOKYyMeHTe, B @OpMe M_T/IKpOTaGJ'IeTKM

C DSHTEPOCOJIBMIILHEIM TIOKPHTHMEM. I[IOKPHTHME MUKPOTAaBJIeTKM  MOXEeT
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COCTOATL M3 PAa3JIMUHEIX CJIOeB. IIepBHM CJOM MOXeT IMIpelCcTaBJIAThH
COoBOM COIMOJIMMEP MEeTaKPUJIOBOM KMUCJIOTH M MeTUJIMeTaKpuiaTa/paCTBop
B UMB3ONPONIMIJIOBOM CIMPTE, KOTOPHM M30JMPYyeT dapa TabJeTokK OoT
BOBMOXHOTO TUOPOJIM3a opu mocJjenyoimeMm IpUMeHeHUN BOIIHEX
CYCIIeH3UMN . SHTepoCoJIOUIIbHOEe  IOKPHETHEe  TabJeTKM 3aTeM  MOXHO
IIOJIYUMUTEL C TIOMOMBI BOOHOM CYCIIEH3UM COIoJIMMepa MeTaKpMJIOBOMU
KMCJIOTH M 2TUJIaKpujaTa.

[00448] B mpyroM BapMaHTe peajiM3aluy M300peTeHMAa IPpeNdJIOXeHa
KOMIIOBUILIMA, coIepXamas oyMapaT, TaKo¥ KakK OuMeTuIdyMapaT, M OIHO
uam  6oJlee  BCIOMOTAaTeJIbHHX BelecTB, IpuueM oO0mee KOJIUUECTRO
byMapaTa B KOMIIO3ULUM KOJIeBJIeTCHd, HalpuMep, OT okoJo 43% wMmacc.
oo okoJo 95% mMacc. B IepecueTe Ha o00myl MacCy KOMIO3MUIMM 3a
VCKJIOUEeHMEM MacCCH KaKOTO-JIMOO INOKPHTHUA.

[00449] Obmee KOJIMUEeCTBO byMmaparTa, TakKoIO Kak
ovMeTMIdyMapaT, B KOMIIO3MLUMM, OIMCAHHOM B IOaHHOM IOKYMeHTe,
MOXeT KkoJjiebaTbCs, HalpuMep, OT okoJo 43% Macc. OO OKoJo 95%
Macc., OT okoJio 50% macc. mo okoJio 95% mMacc., oT okoJjo 50% macc.
oo okoJo 85% macc., oT okoJo b55% macc. mo okojgo 80% mMmacc., OT
okoJio 60% Macc. @mo okoJio 75% mMmacc., oT okoJjgio 60% Macc. IO OKOJO
70% Macc. WMJIM OT OKOJIO 65% mMmacc. mo okoJo 70% Macc. B IepecuerTe
Ha ofmyiln Maccy KOMIIO3MUUM 3a MCKJIOUEeHVEeM MaCCH KaKoTo-JIMBo
IIOKPHITUSA .

[00450] KommozmuMa, OIMCaHHasS B JaHHOM JOKyMeHTe, MOXeT
comepXaTh bymapar, Takom Kak oyMe TuiIdyMapaT, HalpuMep B
KoJIMdecTBe oOKoJIO 43% Macc., okoJjio 45% wmacc., okoJjgo 50% wmacc.,
okoJio 55% wmMacc., okojijo 60% Macc., OoOkoJio 65% wmacc., okxojo 70%

Macc., okoJjio 75% wmacc., okoJo 80% wmMacc., okoJjio 90% wMacc. WM

okoJjio 95% wmMacc. B IlepecueTe Ha O0O0mMyln MacCy KOMIO3MUMM 3a
WCKJIIOUeHMEM MacCH KaKoTo-JMOO TMOKPHTUA. Hanopumep, KOMIIO3UILUA
MOXeT COHmepXaTk OT OKOJIO 65% mo okojo 95% macc. (Hanpumep, 65%

Macc.) IMo.

[00451] HexoTopre WJIN BCe byMapaTH, Takue Kak
ovMe TuiIdyMapaT, B KOMIIO 3ULINUA MOTYT VMEThb pasmep JacTHlL,
cocTraBagommuy 250 MKM MM MeHee. Hamnpumep u 0e3 oT'paHMUeHUs, IO
MeHbmel Mepe 80%, o MeHbmer Mepe 90%, no MeHbmelM Mepe 95%, 1o

MeHbel Mepe 97% MIM IO MeHbmeM Mepe 99% odymMapaTa, TakKoTo Kak
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nmmeTMﬂ@ymapaT, B KOMIIO SUILINNA MOXeT MeTb rasMep JacTuli,
cocTapagommit 250 MKM WMIJIM MeHee. Pagmep dacTrmla MOXHO WMSMEPUTE,

HallprMep, C IIOMOIIBIO CHUTOBOTO aHaJinsa, OTMydYMBaHMA B CTpye

BO3OyXa, @OToaHaHMSa, MeTOIOOB rnoocueTa, OCHOBaHHEIX Ha
SJIEKTPMUECKUX ABJIEHMAX, MeTOIOOB ImongcyueTa, OCHOBaHHEIX Ha
SJIEKTPMUYECKOM COIIpOTUBIIEHUN , MeTOIOOB celVMMeHTalll, MeTOOOB

JlazepHoM IMdpakliuM, aKyCTUUeCKOM CIEeKTPOCKOIMM WMJIM CIEKTPOCKOIUU
3aTyxXaHMa YJIbTPa3BYKOBEX KoJebaHuM. B OIHOM BapuaHTe peaju3allM
n300peTeHrsa pasMep YacTHl M3MepSoT C IIOMOIbLI MEeTOINOB JasepHOou
ondparKLmm.

[00452] KommnozsmuMsa, OINMCaHHass B JaHHOM JOKyMeHTe, MOXeT
comepxaTh oOOmMee KOJMUECTBO BCIOMOTAaTeJIbHOT'O BemecTBa (BemecTB),
cocTaBJidKlee, HalpuMep, OT okoJio 5,0% macc. mo okoJo 57% mMacc. B
IepecueTe Ha OOmMyl MaccCy KOMIIO3MUMM 3a MCKIIUEeHMEeM MaCCH KaKOoI'o-—
JMOO MOKPHTUA.

[00453] KowmmosmuumMsa, OIMcCaHHas B JaHHOM [HOOKYMEHTe, MOXeT
comepxaThk oOO0lMee KOJMUECTBO BCIOMOT'aTEJIBHOT'O RBelleCTEBa (BemecTB) B
MHTepBaJle, HaIpuMep, OT OKoOJIO 5% Macc. »mo okoJio 57% mMacc., OT
okoJio 15% mMacc. mo okoJjio 57% mMacc., oT okoJjio 20% Macc. IO OKOJIO
57% mMacc., oT okoJo 25% mMacc. mo okoJio 57% Macc., oT okoJio 30%
Macc. »mo okoJio 57% mMacc., oT okoJjio 35% mMacc. mo okoJgio 57% mMacc.,
orT okoJio 40% mo okxoJgio 57% mMacc., oT okoJio 45% Macc. ImO oOkoJio 57%
Macc., oT okoJo 50% mMacc. mo okoJio 57% mMmacc., oT okoJgio 55% mMmacc.
oo okoJo 57% wMacc., oT okoJo b% Macc. @»mo okoJo 55% wmacc., orT
okKoJIO 5% Macc. @mo okoJo 50% mMacc., oT okoJo 5% Macc. OO OKOJIO
45% w™Mmacc., oT okoJio 5% mMmacc. mo okoJgo 40% Macc., OT OKOJO 5%
Macc. IOo okoJio 35% mMacc., oT okoJio 5% Macc. mo okoJjgio 30% mMacc.,
OT OKOJIO 5% Macc. OO OKOJIO 25% Macc., OT OKOJIO 5% Macc. IO OKOJIO
20% wMacc., oOT okoJo 5% Macc. @mo okoJio 15% mMacc., oOoT okoJo 15%
Macc. »mo okoJgio 55% macc., oT okoJjgio 20% mMmacc. »mo okoJjio 50% macc.,
OT OKoOJIO 25% Macc. »mo okoJo 45% wmacc., oT okojgio 30% Macc. @O
okoJio 40% mMmacc., oT okoJio 35% mo okojo 40% Macc. B IIepecueTe Ha
obmyn  Maccy KOMIIO 3ULIUM 3a VCKJIDUeHMEeM  MacCCH KakKoTo-Judo
TIOKPHEITUSA .

[00454] BcrioMoraTeJibHOE BeIMeCTBO (BemecTRBA) MOXeT

npencTaBJIaTh Cco0oM, HaOpuMep, OIHO wWiIM 0OoJiee, BHOPAHHHX U3
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TPYIIH, COCTOAMEeN M3 HaloJHUTe d (MiIM CcBA3yKIero BemecTBa),
BeMeCcTBa, CIOCOOCTBYKMETO CKOJBXEHUID, Pa3PHXJIUTENIS, CMas3HBaKIETO
BemecTBa WMJIM JOOM MX KOMOMHAIIWMA.

[00455] KoamuecTBO BCIOMOTATEJIBHHX BEMEeCTB, KOTOpPOe MOXHO
BKJIOUMTE B KOMIIO3MUIIMKD, HEe OT'PaHUUYEHO.

[00456] [MTpuMepsl HalloOJIHUTeJIen M CBA3VYIOIMX BelleCcTB

BKJIOUAKT, HO He OoI'vtaHMdYMBaACbHB VMM, aJIbT'MMHAT aMMOHMA, KaPGOHaT

Kajeluga, &docdaT KajJgwlUudg, CyabdaT KajJgblug, LeJUInJIo3Y, alleTar
LIeJJIJIOBH, I[IPeCcCyoNMica caxap, KOHIMTEePCKMUMM caxap, IOeKCTpaTH,
OEeKCTPUH, IEeKCTPO3Y, SPUTPUT, STUIILEJIIIIIOBY, bpyKTO3Y,

JmmuepuiiriajbMmTOoCTeapaT, I'MOPpOTIeHNM3MpPpOBaHHOeE pPpacCTUTeJIBHOEe MacJlo

1 THnIIa, n3omMaJisT, KaoJIMH, JIarTmT, JIaKTO3Y, MaHHWUT, Kap@OHaT
MarHuLg, OKCHUII MarHudg, MaJlb TOOEeKCTPUH, MaJIbTO3Y, MaHHUT,
cpenHellellOUeUHEEe TPUIJIMLIEPUIOH, MUKPOKPUCTAJUIMUECKY LIeJIJIoNIo3Y,
[OJIMOEKCTPO3Y,  IOJMMETaKpPUIIaTH, CUMETHUKOH, aJLTMHAT  HaTpuUd,

XJIOPUI HaTpMAa, CcopdbuT, KpaxMmalJl, caxapo3y, CaxXapHHE MMUKPOIPaHYJIH,
CYJIbL OOy TUIIOBLIV 20mp BeTa-LUUKIOOEeKCTPUHE, TaJlbK, TparakaHT,
Tperajiosy, nojgmucopbar 80 M KCUIMT. B OODHOM BapMaHTe peaJM3aluu
n300peTeHrs HAIOoJHUTEeJIL IIpedcTaBJIgeT coBo¥ MUKPOKPUCTAJIIMUECKYIO
LHeJUI0JIORY . MHMKPOKpHCTAaJlJIMUecKas LeJJlojlo3a MOoXeT OIpelcTaBJISaTh

cobom, Hampumep, PROSOLV SMCC® 50, PROSOLV SMCC® 90, PROSOLV

SMCC® HD90, PROSOLV SMCC® 90 LM m OBy MX KOMOMHALMO.

[00457] TIpuMepH pPaspHXJIUTENIeV BKJIOUAKT, HO He OTpPaHMUMBAACH

N1, PMHpOKCMHpOHMHMpOBaHHHﬁ KpaxXMall, AJIETMTHOBYIO KMCJIIOTY ,
aJlbI'MHaT KaJIp1um4, Kap@DKCMMeTMHHeHHDHOBY KaJIbUIMA,
KaPGOKCMMeTMHHeﬂﬂDHOBY HaTpn4a, HOpOMKOO@paBHyD L eJJIJIO3Y ,
XMTO3aH, KOJIJIOMIOHEI OVMOKCHMIO KpeMHN1A, KPpOCKapMeJlJIO3y HaTpuA,
KPOCIIOBMIOH, ITOKyz3aT HaTpu4a, I'yapoByO KaMelb,
TI'MOPOKCHUIIPOIIMIILIEJIJIINIIO3Y , TMOPOKCHUIIPOIIMIIILEJIJIIOIIO3Y C HU3KOM
CTEIIeHEIO 3aMelleHM A, aJIIOMO CMJIMIKaT MaT'HMA, MeTHWJILIeJJIIIIO3Y ,
MVKPOKPMCTAJIJIMYEe CKYO LeJIJInJIO3Y, IIOJIaKPWMIIMH rajn4a, IIOBMIOH,
aJlbTI'MHaT HaTp14a, KpaxXMaJITJIMKOJIAT HaTpu4g, KpaxXMalJl u
HpeX@ﬂaTMHMBMpOBaHHHﬁ KpaxXxmMall. B OIOHOM BaplraHTe peajimsalulnm

MSO@peTeHMH PaspEXJIIMTEJIb IIpeaocTaBjideT cobomn KPpOCKapMeJlJIO3y

HaTpu4.
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[00458] [TprMeprL BelecTB, CIIOCOOCTBYIOIMX CKOJIbLXEHUIO,
BKJIIOUAT, HO He OoTpaHMUMBAaACEL uMM, GocdaT KaJbLUMLg, CUIMKAT
KaJblMa, IIOPOMKOoOOpa3Hyln LeJJIoJIo3y, CUJIMKAT MarHMIg, TPUCUIMKAT
MarHMsa, OUMOKCUO KPpeMHMHA, TaJlbK, ¥ KOJUJIOMIOHHY IMOKCHUI KPeMHUS, U
Bes3BOOHLIM KOJIJIOMIOHEI OVOKCHUI KpeMHHUS . B OIOHOM BapuaHTe
peaJu3zalmMu  U300peTeHUus BemecTRBO, crnocofcTByKIEe CKOJIbXEHUIO,
opencraByigeT cobo¥ ©0e3BOIHHM KOJIJIOMOHHEIM OUMOKCUI KPeMHMS, TaJlbK
WM MX KOMOMHALIMD.

[00459] [TprMeprL CMa 3EBaIInx BelleCTB BKJIOUAKT, HO He
OTpaHnUYMBasAaCh VMM, MacJio KaHOJIH, TUOPOKCUR TUIILEJIIIIIO3Y ,
JayYPMHOBYI KMCIOTY, JeMlMH, MHMHepaJIbHOe MacJio, IOJIOKCAaMEPH,
IIOJIMBUHWIIOBHM CIMPT, TaJibkK, OKTMJIODOOEKAHOJI, I'MaJlypoOHaAT HaTPUA,
CTEePUIIN3Y MBI KYKYPY 3HHM KpaxmaJl, TPUBTaHOJIaM/H, cTeapartT
KaJlblMa, CTeapaT MaTHMA, IUIMLIEePMHMOHOCTeapaT, IJMlepuidereHar,
TIIMLEPUINaIbMATOCTEAPaAT, I'MAOPOTEHU3MPOBAHHOE KaCTOpOBOe MacJo,
TUOPOTEHU3MPOBaAHHOE pacTuTeJIbHOe MacJIo 1 THUIA, CcBeTJIoE
MMUHepaJIbHOE MacJo, JaypuiacyiasdatT MaTHUSA, CpelHelelloUeydHEEe
TEUTIINLLEPUIH, MMHepaJIbHOE MacJo, MUPUCTUHOBYIO KUCJIOTY,
NaJIbLMUTHMHOBYID KMCJIOTY, IIOJIOKCaMep, MNOJUSTUIIEHTJIMKOJIL, OeH30aT
Kajmsa, ©OeH30aT HaTpUg, XJOPUI HaTpULg, JaypuiacyjabdbaT HaTpudg,
CTeapMHOBYID KMCJIOTY, TaJlbk M CcTeapaT LVHKa. B OIHOM BapuaHTe
peaJu3z3aluM M300peTeHMa CMas3bBapllee BelecTBO IIpelcTaBligeT cobom
CTeapaT MaTHUA.

[00460] KommozmuMa, OIMCaHHasS B JaHHOM JOKyMeHTe, MOXeT
comepxaTh ofMee KOJIMUECTBO HAIOJHUTEJA (—el) B MHTepBaJle OT OKOJIO
3,5% Macc. mo okoJio 55% Macc. OT KOMIO3MIUMM B IIepecueTe Ha Oofmyw
Maccy KOMIIOBUIMM 3a MCKIIUeHVEeM MaCCH KaKoTo-JIMOO MNOKPHTUA.

[00461] HanoJjHMUTEJIb (—-1) MOXEeT COomepXaTbCd B KOMIIO3UIINUN,
ONMCaHHOM B @HOaHHOM @IOOKYMeHTe, HalpuMep, B ofOmeM KoOJMUeCTBe,
Hallp¥Mep, B MHTepBajJle OT OKOJIO 5% Macc. IO OkoJio 55% mMacc., OT
okoJio 10% mMacc. mo okoJio 55% mMacc., oT okoJjio 15% mMacc. OO OKOJIO
55% mMacc., oT okoJjo 20% Macc. »Oo okoJio 55% Macc., oT OKoJIO 25%
Macc. »mo okoJgio 55% macc., oT okoJjgio 30% mMacc. mo okoJjio 55% macc.,
oT OKoJIo 35% Macc. »mo okoJo 55% wmacc., oT okoJjgio 40% wMmacc. @o
okoJio 55% wMacc., oT okoJjo 3,5% wmMacc. @mo okoJjio 55% wmacc., oT

okoJio 3,5% mo okoJsio 50%, oT oxkoJgio 3,5% mMmMacc. mo okoJgio 40% mMacc.,
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oT okoJio 3,5% mMmacc. mo okxoJsgio 30% Macc., oT OKoJIO 3,5% Macc. @mo
okoJio 25% w™Macc., oT okoJjo 3,5% wmMacc. @mo okojgio 20% wMacc., oOT
okoJio 3,5% mMmacc. @mo okoJio 15% macc., oT okoJio 15% mMacc. OO OKOJIO
40% mMacc., oT okoJio 20% Macc. OO OKoJio 35% Macc. MJIM OT OKOJIO
25% wMacc. pmo okojgo 30% wMacc. B IIepecueTe Ha OOy Maccy
KOMIIOBULIMM 3a MCKIUEeHMEM MaCCH KaKoTo—-JMOO MMOKPHTHUA.

[00462] HanojgHUTEJE (-M) MOXET COIepXaTbCd B KOMIIO3MINUMA,
HaopuMep, B of0meM KOJMUeCTBe, COCTaBJAKIEM OKOJIO 5% Macc., OKOJO
7% w™Macc., okoJjgio 10% wMacc., okoJo 12% w™Mmacc., okoJjio 14% wMmacc.,
okoJIo 16% wMacc., OKoJIo 18% wMacc., okoJjgio 20% Macc., OKOJO 22%
Macc., OkoJio 24% Macc., OKOJIO 26% Macc., OKOJIO 28% Macc., OKOJO
30% wMacc., OKoJO 32% wMmacc., okoJjgio 34% mMacc., OKoJio 36% Macc.,
okKoJIO 38% w™Macc., okoJjgo 40% wMacc., okoJjio 42% wMacc., okoJo 44%
Macc., OokoJo 46% mMmacc., okoJo 48% macc., okoJyio 50% Macc., OKOJIO
52% wmacc., okoJo 54% mMmacc. wiImM okoJio 55% Macc. B IIepecueTe Ha
ofmyn  Maccy KOMIIO 3ULIUM 3a VICKJIIOUEHVEM  MacCCH KakKoTo-Jubo
TIOKPHITUSA .

[00463] KowmmoszsmuuMusa, OIMCcaHHas B JaHHOM HOOKYMEHTe, MOXeT
comepXxaThb oBmee KOJIMYECTBO PaspHXJIUTENS (—el) , HallpuMep, B
MHTepBaJle oT okoJo 0,2% Macc. mo okoJjo 20% Macc. B IIepecueTe Ha
ofuyn  Maccy KOMIIO 3ULIUU 3a VCKJIIOUEHVEM  MacCCH KakoTo-Jndo
IIOKPHITUSA .

[00464] PaspHxjauTeJlb (-M) MOXeT CcoIepXaTbCad B KOMIIO3UIIWNA,
HallpuMep, B oO0WleM KOJUUYeCTBEe B MHTeppajie OoT okojJo 0,2% mMacc. o
okoJio 19% wMacc., oT okoJjyo 0,2% wMacc. @mo okojio 15% wmacc., oT
okoJjio 0,2% wMacc. »Jo okoJio 12% w™Macc., oT okojio 0,2% wMacc. @O
OKOJIO 6% Macc., oT okoJjio 0,2% Macc. OO OKoJIO 5% Macc., OT OKOJO
0,2% wMacc. @pmo okoJgio 4% mMacc., oT okoJjgio 0,2% Macc. IO OKOJO 3%
Macc., oT okoJjgio 0,2% wMacc. OO OKoJo 2% wMacc., oT okojio 0,2%
Macc. Imo okoJjio 20% Macc., OT OKoJIO 3% Macc. »mo okojio 20% mMacc.,
oT okoJio 4% Macc. mo okoJio 20% Macc., OT OKOJIO 5% Macc. IO OKOJIO
20% Macc., OT OKOJO 6% Macc. IO okoJio 20% Macc., OT OKoJoO 7%
Macc. »mo okoJjio 20% Macc., OT OkKoJio 8% Macc. »mo okojgo 20% mMacc.,
OT OKOJIO 9% Macc. mo okoJjio 20% Macc., OT OKOJIO 2% Macc. IO OKOJIO
20% Macc. MJIM OT OKOJIO 3% Macc. mno okoJio 20% Macc. B IIepecueTe

Ha ofmyrn Maccy KOMITO 3 MLV 3a MHCKJIKUeHMeEM MacCCEH Kaxkoro—-Jmubo
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TIOKPHEITUSA .

[00465] PaspHxauTesib (-M) MOXeT COIepXaTbCd B KOMIIO3MIINHA,
HaopuMep, B of0meM KOJMUeCTBe, COCTaBJAKIEM OKOJIO 1% Macc., OKOJO
2% Macc., OKoJIo 3% Macc., okoJo 4% mMacc., OKoJIO 5% Macc., OKOJO
©% Macc., OkKoJo 7% Macc., OKoOJIO 8% Macc., OoOkoJio 9% mMacc., OKOJO
10% m™Mmacc., okoJio 12% wMacc., okoJjio 14% mMmacc., okxoJo 16% wmacc.,
okoJIO 18% mMacc. maM okoJio 19% Macc. B IIepecueTe Ha OOy Maccy
KOMIIOBULIMM 3a MCKINUEeHMEM MAaCCH KaKoTo—-JMOO MMOKPHTUA.

[00466] BemecTrBO (-a) , CriocoftcTByKIlIEe CKOJIbXEHUIO, MOXeT
comepXaTbCd B KOMIIO3MLIMMU, HallpuMep, B ofmeM KOJMUECTBE B
MHTeppaJie oT okoJio 0,1% mMacc. mo okoJjio 2,0% Macc. B IlepecueTe Ha

oleliin%:e] Maccy KOMIIO 3L 3a MCKJIIOYEeHMEM MacCCEI Kakoro-Jmnbo

IIOKPHITUSA .
[00467] BemecTBO (—-a), criocodbcTByKIEe CKOJIbXEeHMIO, MOXeT
comepXaTbCd B KOMIIO3MLMMU, HallpuMep, B ofmeM KOJIMUeCTBE B

MHTepBaJle oT okoJjio 0,1% macc. mo okojo 9,0% macc., oT okojo 0,1%
Macc. OO okoJio 8% mMmacc., oT okoJo 0,1% mMacc. OO OKOJO 6% Macc.,
or okoJio 0,1% Macc. @mo okoJjgo 4% mMacc., oT okoJjgio 0,1% Macc. OO
okoJio 2,8% wMacc., oT okojio 0,1% mMacc. IO OkoJO 2,6% Macc., OT
okojo 0,1% wmMacc. @»mo okoJjio 2,4% wMacc., or okojo 0,1% wmMacc. @mo
oKoJIO 2,2% Macc., oT okojio 0,1% mMmacc. @mo okoJjgo 2,0% mMacc., oOT
okojo 0,1% w™Macc. »mo okoJjio 1,8% wMacc., or okojo 0,1% wmMacc. @mo
okoJio 1,6% mMacc., oT okojio 0,1% mo okoJsio 1,4% mMacc., OT OKOJO
0,1% wmMacc. @mo okoJgio 1,2% wmMmacc., oT okojio 0,1% Macc. @»OO OKOJO
1,0% mMacc., orT okoJjo 0,1% mMacc. @mo okoJjio 0,8% Macc., OT OKOJO
0,1% w™Macc. mo okojgo 0,4% wmMmacc., oT okojio 0,2% Macc. @»OO OKOJO
3,0% mMmacc., oT okojgio 0,4% mMacc. »Jo okoJo 3,0% mMacc., OT OKOJIO
0,6% w™Macc. @mo okoJjgio 3,0% w™Mmacc., oT okojio 0,8% Macc. @»OO OKOJO
3,0% mMmacc., oT okoJjgio 1,0% mMacc. »Jmo okoJo 3,0% mMacc., OT OKOJIO
1,2% w™Macc. @mo okoJjgio 9,0% mMacc., OT OKOJIO % Macc. OO OKOJIO

1
% Macc. @Jmo okojio 9,0%, oT okojio 1,8%

(&)

9,0% wMacc., oT okoJo 1,
Macc. @»mo okoJjgo 9,0% wMmacc., oT okoJio 2,0% wMacc. @mo okoJjo 9,0%
Macc., OT OKoJIo 2,2% Macc. @»mo okojo 9,0% mMacc., OT OkoJo 2,4%

Q

Macc. @»mo okoJjgo 9,0% wMmacc., OT OKoJIO 2,6% Macc. Do okojo 9,0%
Q

Macc., OT OKoJlo 2,8% Macc. @mo okojo 9,0% mMacc., oT okoJo 3,0%

Macc. @»mo okoJjgo 9,0% wMmacc., oT okoJjio 4,0% mMacc. @mo okoJjo 9,0%
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Macc., oT okoJjio 5,0% mMacc. pmo okoJjgio 9,0% mMacc., oT okoJio 6,0%
Macc. @»mo okoJjgo 9,0% wMmacc., oT okoJjio 7,0% mMacc. @mo okoJjo 9,0%
Macc., oT okoJjio 8,0% mMacc. pmo okoJjgo 9,0% macc., oT okoJjo 0,5%
Macc. OO OKoJio 2,5% Macc. maIM oT okoJio 1,0% mMacc. mo okoJio 2,0%
Macc. B IIlepecueTe Ha OOMyln MacCy KOMIOBUIMM 3a MCKJIOUeHMEeM MaCCH
KaKoro-Jjmbo IIOKPHTUA.

[00468] BemecTBO (-a) , criocofcTBypllee CKOJIBXEHUIO, MOXeT
comepXaTbCHa B KOMIIO 3ULIM, HalpuMep, B oBmeM KOJIMUEeCTBE,
cocTaBJgpomeM okoJsio 0,1% w™Macc., okojio 0,2% w™Macc., okxojo 0,3%
Macc., oxojo 0,4% wmacc., oxkoJjio 0,5% w™Mmacc., okxoJso 0,6% wMacc.,
okoJio 0,7% macc., okoJjgo 0,8% macc., okojgo 0,9% mMacc., okojo 1,0%
Macc., okoJjo 1,2% wmacc., okojyio 1,4% wMacc., okoJo 1,6% wMmacc.,

okoJio 1,8% macc., okoJjgio 2,0% Macc., OKoJIO 2,2% Macc., OKoJioO 2,4%

Macc., OKoJio 2,6% Macc., OKoJjio 2,8% Macc., OKOJIO 3% MaccC., OKOJO
4% wMacc., OkoJoO 5% Mmacc., oOkKoJIO 6% Macc., OKoJo 7% Macc., OKOJO
8% Macc. wmIM OkoJo 9% wMacc. B IepecyueTe Ha O0of0myn Maccy

KOMIIOBULIMM 3a MCKIIUEeHMEM MAaCCH KaKoT'0o—JIMOO IIOKPHTUSA.

[00469] CmMmasbHBawilee EBEMEeCTBO (BemecTBa) MOXET COIepXaTbCAa B
KOMIIOBULIMM, HalpuMmep, B of0meM KoJMUeCTBe B MHTepBaJle OT OKOJIO
0,1% mMacc. @mo okojJo 3,0% Macc. B TIIepecueTe Ha 00Omyn Maccy
KOMIIOBULIMM 3a MCKJIIOUEHMEM MAaCCH KaKoT'0o—-JIMOO IOKPBITUS.

[00470] CmasbBawniee BeMeCTBO (BemecTBa) MOXeT CcomepXaTbCs B
KOMIIOBULIMM, HalpuMmep, B of0mleM KoOJMUeCTBe B MHTepBaJle OT OKOJIO
0,1% mMacc. @mo okoJio 2% wMacc., oT okojsio 0,1% mMacc. Do oOkoJio 1%
Macc., oT okojio 0,1% mMacc. pmo okoJjgio 0,7% mMacc., oT okoJjo 0,1%
Macc. @»mo okoJjgo 0,6% wMmacc., oT okoJjo 0,1% wmMacc. @mo okojio 0,5%
Macc., oT okojio 0,1% mMacc. pmo okojgio 0,4% mMmacc., oT okoJjo 0,1%
Macc. @»mo okoJjgo 0,3% wMmacc., oT okoJjio 0,1% wMacc. @mo okojo 0,2%
Macc., oT okojio 0,2% mMacc. @pmo okoJjgo 3,0% mMacc., oT okoJjo 0,3%
Macc. @»mo okoJjgo 3,0% wmacc., oT oxkoJjio 0,4% wmMacc. @mo okoJjgo 3,0%
Macc., oT okojio 0,5% mMacc. pmo okoJsio 3,0% mMacc., oT okoJo 0,6%
Macc. @»mo okoJjgo 3,0% wmacc., oT oxkoJjio 0,7% wMacc. @mo okxoJjo 3,0%
Macc., oT okojio 0,8% mMacc. @mo okoJjgio 3,0% mMacc., oT okoJjo 0,9%
Macc. Jo okojo 3,0% wmMacc., oT okoJo 1% wmMacc. @»mo okoJjio 3,0%
Macc., OT OKOJIO 2% Macc. OO OKoJo 3% mMacc., oT okoJjio 0,2% Macc.

mo okxoJio 0,7% mMacc., oT okoJo 0,3% mMacc. mo okoJjo 0,6% Macc. MM
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or okoJo 0,4% mMacc. pmo okoJyo 0,5% mMacc. B IepecueTe Ha oO0mMyn
Maccy KOMIIOBUIMM 3a MCKIIUEeHVEeM MaCCH KaKoTo-JIMOO MNOKPHTUA.

[00471] CmasmBaniee BeMeCTBO (BemecTBa) MOXET COOepXaTbCS B
KOMIIOBULIMM, HalpuMep, B ofmeM KOoJMUeCTBEe, COCTaBJLLIEM OKOJIO
0,1% w™macc., okojo 0,2% w™Mmacc., okxojo 0,3% w™Mmacc., okojo 0,4%
Macc., okxoJjgo 0,5% wmacc., oxoJjio 0,6% wMmacc., okoJjgo 0,7% wMacc.,
okoJio 0,8% mMmacc., okoJjgo 0,9% mMacc., okojgo 1,0% mMacc., okojo 2,0%
Macc. mamM okoJio 3, 0% Macc. B IIepecueTe Ha OOmMyln MaccCy KOMIIO3ULIUU
3a MCKJIUYEHVEM MaCCH KaKOoTO-JMOO MIOKPHTUA.

[00472] B HekOTOpPHIX BapMaHTax pealmMsalumu MU300peTeHud,
HaopyMep, KOMIIO3UIIMA, OIMCaHHas B HOaHHOM IOOKYMeHTe, COIOEPXUT
oovH wmaM OoJiee HAIOJHUTEeJeM B o00meM KOJMUEeCTBEe B MHTepBajle OT
OKOJIO 3,5% Macc. oo OKOJIO 55% Macc., OOMH WU BoJiee
pPaspHxXJIUTEJIe B O00MeM KOJIMUeCTBe B MHTepBajle oT okoJjio 0,2% mMacc.
no oxkojgo 20% wMacc., OOHO wmiIu 0o0Jlee BelecTB, CIOCOOCTBYKINX
CKOJILXEHMIO, B o0O0meM KOJMUYECTBEe B MHTeppaJje oT okoJjio 0,1% Macc.
no oxkoJio 9,0% Macc. M oOHO MM 0OJlee CMa3HBaKIMX BeMeCTB B OOMeM
KOJIMUeCcTBe B MHTepBajle oT okoJo 0,1% macc. mo okoJjo 3,0% macc.

[00473] B HEKOTOPEIX BapraHTax peajau3alun n3obpeTeHmnA
KOMIIOBULIMSA, OINMCaHHas B OaHHOM IOKYMeHTe, HalpuMmep, COIEePXUT
HAIOJIHUTEJIL, Pa3pPHXJUTEeJIb, BemecTBO, CIOCOOCTByIee CKOJILXEHUIO,
¥  CcMas3HBaplee BemecTRO. B HEKOTOPHX BapMaHTax peaJmu3aluu
n300peTeHrss HAaloJHUTEeJIL OIpedcTaBJIgeT coBo¥ MUKPOKPUCTAJIIMUECKYIO
LeJIJIIJIOBY, Pa3pHXJINUTENb npencrTaBJgeT cobou KpoCcKapMeJlJIosy
HaTpMUs, BemecTBO, CIOCODCTBRyKIee CKOJBXEeHUIO, IOIpedcTaBJgeT cobom
Be3BOOHEM KOJJIOMOHHBM OMOKCHUI KpPeMHMS, a CcMa3hHBakllee BelecTBO
opencraBJgeT coBoM CcTeapaT MarHMA. B IpyIMxX BapMaHTax pealus3alluu
n300peTeHrsa HaloJHUTeJ L OIpedcTaBJIgeT coBo¥ MUKPOKPUCTAJIIMUECKYIO
LeJJIJIOBY, Pa3pHEXJINTENb opencTaBJgeT cobomn KpoCcKapMeJlJIo3y
HaTpMUsA, BemMecTBO, CIHOCODCTBRyKIee CKOJBXEeHUIO, IIpedcTaBJgeT cobol
KoMOMHalLM0 ©0e3BOOHOTO KOJJIOMIHOTO IMOKCHMIAa KpeMHMS UM TaJlbKa, a
CMalHBanlee BemMeCTBO IpedcTaBJgeT coOoM CcTeapaT MarHMUA.

[00474] VNHTpeIVMeHTH B KOMIIO 3L, OIIMCAHHOM B IOaHHOM
IOOKYyMeHTe, MOTI'yT OHTb, HalpuMep, TOMOTeHHO WJIM T'eTepOoT'eHHO
IepeMenlaHH . VHTpeOeHTH KOMIIOBULMUNM  MOTYT OHITE CcMellaHb c

MCIIOJIL30BaHMeM JIodboTOo M3BEeCTHOTIO criocoba, BRJIIOYA A, HallprMep,
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BCTpAXMUBaAHME, I[IepeMellMBaHMe, CMellMBaHMe I[IOO OeMCTBMEeM BO3OyXa,
cCMellMBaHMe BO BpamammeMc g KOHTelHepe un TOMY nomoBHoe.
VHTpeOMeHTE  KOMIIO3MUIUK  MOTYT OHITH CMeIaHH, HaopuMep, BCe
OOHOBPEMEHHO MJM C IIOCTeleHHHM »JobaBJieHMeM OOHOTO WM 0OoJee
VHTPEeOVeHTOB. VHIPeOMeHTH KOMIIO3UIIMKM MOTYT OBTHL CMellaHH B JI0OOM
nop4gmnke, HaopuMep, 10 OTIOeJILHOCTH, B Tpyldlax WIM B BUIE
IpelBapuUTeJILHOM CMeCu BCexX MHIpeIMeHTOB. Hamnpumep, BelMeCcTBO
(BemecTRBa), clIocobcTRylIee CKOJbLXEeHMIO, MOXeT OBTH CcMemaHo ¢ MO
U/ WV Pa3SpPHXJIUTEJIEM (—IMH1) OO CMemMBaHMSA C JIOoOBM WMJIM BCeMM
HaIIOJIHUTeJIAMA n/Uiam CMa 3BIB aIMMIM BelleCTBaMM . Takxe
openBapuTesilbHad CMeCb MOXeT OHTH IOoJIydeHa IIyTeM CMemrBaHusg IMO,
Pa3pPHXJIUTEIS (—el) (HanpuMmep, KpPOCKAapMEeJIJIO3E HaTpUA) M dYacTu
CBA3YKOMEIo BemecTBa (HaOdpuMep, MUKPOKPUCTAJIIMUECKOM LeJIJI0JIO3H)
0O IpPOIyCcKaHMg uUepes CceTuaThHM (uiIbTp wuIM cuTo. OcTaBmeecs
CBA3YyKIlee BelecTBO MOXHO CMemaTk CcO CMa3HBalllMM  BeleCTBOM
(BemecTBaMM) (HaopuMep, CTeapaToOM MaTHMA) OO IIPOIIYyCKaHuag uYepes
ceTyaTEM OUILTP WMJIM CUTO. 3aTeM BTU IBe CMEeCHUM MOXHO OOBLEeIUMHUTL U
cMemaTh oo noSaBJieHUSA BelecTBa (BemecTB) , CIIOCOBCTBRYKIETO
CKOJIbXeHMID (HanpuMmep, ©O0e3BOIHOTO KOJUJIOMIHOTO IOMOKCHUIAa KPEeMHUS) .
Takxe K OIHOM WM O0O0eMM BHIIEYIIOMAHYTEHM CMeCAM MOXHO »DoOaBJIATH
BelecTBO (BemecTBAa) , criocofcTBYyOIEe CKOJIbXEeHUIO, oo UX
oBbeIVMHeHMS M CMelMBaHULA IOJIS IIOJIYUeHUS MTOT'OBOM CMEeCHU.

[00475] KommozmuMia, OIMCaHHasS B JaHHOM JOKyMeHTe, MOXeT
VMEeThL MHIOEKC TeKyuecTH, HalpuMep, B MHTepBajle OT OKOJIO 8 MM IO
okKoJIO 24 wMMm. Hamnopumep, MHIOEKC TeKydecTr MOXeT KoJebaTbcd OoT
OoKoJIO 12 MM OO OKOJIO 22 MM, OT OkKoJOo 12 MM mo okoJjio 20 MM, OT
okoJIo 12 MM OO OKOJIO 18 MM, OT OKOJO 12 MM OO OKOJIO 16 MM, OT
okoJio 12 MM pmo okoJjio 14 MM, oT okoJio 14 MM OO OKoJio 24 MM, OT
okoJio 16 MM @mo okoJio 24 MM, OT OkoJO 18 MM OO oOkoJio 24 MM, OT
okoJijo 20 MM @»mO OKoOJIO 24 MM, OT OKOJO 22 MM OO OKoOJIO 24 MM, OT
OKOJIO 14 MM OO OKOJIO 22 MM WMJIM OT OKOJIO 16 MM OO OKoJIOo 20 MM.

[00476] UVHIeKC TeKy4d4eCTM MOXEeT COCTaBJIATH, HalpUMep, MeHee
18 MM (Hanpumep, OKOJIO 8 MM, OKoOJIO 12 MM, OKoJio 14 MM, OKOJO 16
MM), TIPM DSTOM KOJMUECTBO BellecTBa (BelecTB), CHOCOOCTBYKWIETO
CKOJIbLXeHMIO, KkKoJebjeTrcd oT okoJjo 0,1% mMmacc. »Jo okoJjgio 2,0% wMacc.

(HranpuMmep, 1, 0% mMmacc.) .
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[00477] MHOekc TEeKyUueCTM MOXHO  M3MEPUTH, Halpumep, c
IIOMOMBE  YCTPOMCTRA FLODEX (mpomseoncTBa Hanson  Research).
HanpuMep, MOXHO IIPMMEHATH CJIeIYyIRIyD MeTOOMKY. Ilopomkoodpa3HuM
obpaseln, (HampuMmep, 50 I') HacHNaLT B LIMIMHIP YycTpo¥cTBa FLODEX
Tak, UYTOOH IIOPOMOK HaxXoIMJICA B Ipelejylax 1 CM OT BepxXa LUMJIMHIPA.
Io HauaJla MCHHTaHMA XOYT He MeHee 30 cekyHO. HaumHasg C IMCKa OJI4
omnpenejyieHMs TeKydecTM IMaMeTpoM 16 MM, CIOYCKOBOM peYATl MeIJIEHHO
IoBoOpaurpawnT, UYTOOH ©0es Bubpauuu yOpaThk 3BaCJOHKY, 3aKpPHBAaKIY
OTBepCTME. PesyJlbTaT MUCIOBHTaHMA CUMTaeTCd IIOJIOXMUTEJBLHEM, Koraa
OTKPHTOE OTBEPCTME BHM3Y BUIOHO, eCJIM CMOTPeTh CBepxy BHM3. Eciu
[IOJIYUEeH IIOJIOXUTEJILHEN pPesyJbTaT, MCIETaHMe IIOBTOPAKRT C IOMCKaMMU C
MEHBIIMMM OTBEPCTUAMM OO IIOJIyUeHMS OTPpMLATEJBHOTO pe3yJbTaTra
MCHOHTaHuAg. B cjydae OTPpUMLATENIBHOTO pe3yJibTaTa pa3Mep OTBepCTHUd
OVCKa OJId  OolIpeleJIeHUS TeKy4deCTM YBEIMUMBAT OO  IOJYUYEHUSHA
[IOJIOXUTEJILHOTO pe3yJbTaTra VICIIEITaHU A . VHOeKc TeKy4eCTU
npencrTaBijisgeT coboM IuaMeTp HaMMeHBIeT'O OTBepCTHS, uUepes KOoTopoe
opoxolmuT obpasell B Tpex IOoCJeNOoBaTeJIbHHX MCIHTaHUAX .

[00478] Kommosmumsa MOXET MMETbH KODQOMUMEHT IIpPecCcyeMOCTH,
HalopyMep, B MHTepBajle OT OKoJio 15% 1mo okxojo 28%. KozdduIMeHT
IpeccyeMoCTH MOXeT koJjebaTbCcd, HamopuMep, oT 17% OO OKOJIO28%, OT
okoJio 19% mo okoJIO 28%, OT OKOJIO 21% IO OKOJIO 28%, OT OKOJIO 23%
OO OKOJIO 28%, oT okoJIO 25% mo okxoJjio 28%, oT okoJjio 15% 1mo oxkoJo
26%, oT okoJo 15% mo okoJio 24%, oT okoJgio 15% mo okojio 22%, oT
okoJio 15% mo okojgio 20%, oT okoJio 15% mo okoJjio 18%, oT okoJio 17%
OO OKOJIO 26%, oT okoJio 19% 1mo okoJo 24% miam oT okoJjio 20% 1mo
OKOJIO 22%.

[00479] Komnozuiya MOXeT UWMEThH KO3QPUMUMEHT IIPpeccyeMOoCTH,
HalopuMep, OKoJIo 16%, okoJio 17%, okxoJjyio 18%, okxoJjyo 19%, okojso 20%,
okoJIo 21%, okoJiIOo 22%, OKOJO 23%, okoJio 24%, okoJjio 25%, okxoJio 26%

MM OKOJIO 27%.

[00480] KosdpdpuiimeHT IpeccyeMoCTHn MOXHO ONpeneyinTh,
HamopumMmep, o ¢opmyie: (((Vo=Ve)/Vy) x 100%), rvme Vg IOpelCTaBJILeT

coboM Kaxymmmcsa ofbeM YacCTHIE B HEeYIIJIOTHEeHHOM COCTOSHMM, U Vi
OpencTaBJgeT CcoBOM KOHEeUHH o00LeM YTPACKM IIopolka. KosdduumeHT
IpecCcyeMOCTM MOXHO OIpenesiuTh, HaopuMep, crjenyomyM  00pa3oM.

HOpOLHOK IIoMemanT B KOHTeﬁHep 17 3allMCHEBaKRT Ka)KyH_H/IﬁCF[ obbeM
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[IOpOIIKa B HEYILUJIOTHEHHOM cocTogHuM (Vp). 3aTeM M[IOpPOmOoOK YyTpsacawoT,
noka oBweM He TIIepecTaeT MeHATbCA. B 3TOT MOMEHT M3MEPHKT
KOHEeUHHM oBBeM  YTPACKU mopomkKa (Ve) . 3aTeM  pacCUMTHBAKT
KOBbOULIIMEHT IpeccyeMoCTH C VCIIOJIb 30BaHMEM BHINEIPUBENEHHOMN
GOPMYJIEL.

[00481] B HEKOTOPEIX BapMaHTax  peajaus3alun n300peTeHmnA
KOMIIOBULIMA MOXeT OBTE B (QOopMe IIOpollKa (He CIpPeCcCOBaHHasd) WIM B
YILLIOTHEeHHOM @QopMe (copeccoBaHHafg) . OdopMa VYIIJIOTHEHHOM KOMIIO3ULUA
He oOoT'paHMUeHa U MOXeT OBTH, HalpuMmep, KyOuueckoM, chbepuueckKomn
WM UWIMHIPUYECKOM (HalpuMmep, B bopMe OuUCKa) .

[00482] VYILIOTHeHHasd KOMIIO3MUMA MOXeT OBHTb, HalpUMep, B
bopmMe TabljeTOK, KallJleT WM MUKPpOTabJIeTOK. YILJIOTHEHHAad KOMIIO3ULIMA
MOXeT OHTbL II0JIyueHa C IIOMOMbLI JIOOBX CIOCOOO0B, M3BECTHHX B IaHHOM
oBJlacTM TexXHUMKM. Hamopumep, eCciu YIUIOTHEHHAad KOMIIO3ULUA HaXOOUTCH
B dopMe MUKpOTABJIETKM, MUKPOTAOJIETKM MOXHO IIOJIYUUTL I[IPeCCOBaHUEM
KOMIIO3UIINYM, OIMCAHHOM BHIIE C MCIOJbL30BaHMEM JIOOOTO M3BECTHOTO
crnocoba, TakoI'0 KaK MCIOJIE30BaHMe POTOPHOTO TabJIeTOUHOI'O IIpecca,
OCHAaIIEHHOT O IpeCC—MHCTPYMEHTOM c HECKOJIbKUMMU HacaIokaMu u
VMeKnmero BOTHYTHE HaCaIKM.

[00483] Hanpumep, MOXHO MCIIOJIB30BATh IIPECC—-MHCTPYMEHT IJIA
TabJIeTUPOBaAHUS C HECKOJIbKMMA HacaaKaMM. HampumMmep, MOXHO
IPUMEHATL IIPeCC-MHCTPYMEHT C HEeCKOJIbBKMMM HacaOkaMM, MMeomui oOT
okoJIo 16 Hacazmok po okojgo 40 Hacamok, MWMCIOJb3YSa, HalpuMep,
HacagkM C OMaMeTpoOM OKOJIO 2 MM. B »ToM cClydyae IOIpujaraeMas
cxMMamas Ccujla MoOXeT OHTL BHpaxeHa Kak cpelHee kH/HacaIka.
HampuMmep, OpuilaraeMasd CXMMapomas cuia 2 KH, ucooJab3yeMas C MIpecc-—
VHCTPYMEHTOM C 16 HacaIkKaMM, JaeT I»OpularaeMyln CKMMAaIyln CUITY
okojio 0,125 xH/Hacanka. IlomoOHEM o0Opas3oM, pujaraeMas CXMMAOIa s
cmuJja okoJgio 15 kH, VCIIOJIbE3YyeMasd C IIPeCC-MHCTPYMEeHTOM C 16
HacagkKaMin, oaer npuijiaraeMyo CRMMAIIMY 0 CUITY OKOJIO 0,94
kH/Hacanka.

[00484] MukpoTadjleTKM MOTYT MMETb CpelIHuM IMaMeTp (MCcKIonuas
JoOBIEe TIOKPEITUA) , HAIIPUMMEP, B MHTepBaJle OT OKOJIO 1 MM JO OKOJIO 3
MM. Hampumep, MHUKpoTadJIeTKM MOTYT MMEeTb CpeIHuM OruaMeTp B
MHTepBajJle OT OkKoJIo 1 MM OO OKOJO 2,5 MM. MuMKpoTaBJIeTKM MOITYT

VMeTL CpeIHMM OuamMeTp okoJjio 1,0 mM, okojo 2,0 MM mam okoJjo 3,0
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[00485] [IpOYHOCTEL Ha pPacTsSKeHMe YIUIOTHEHHOM  KOMIIO 3NN
MOXHO OINpeleJIMThL C IIOMOmbI JidoTro crnocoba, WM3BECTHOTO B IaHHOM
obJlacTM TexXHUMKM. HanopuMmep, MOXHO IMIPMMEeHATH CJeIyRMyln MeTOOUKY .
BoHauaJjie, VIIJIOTHEHHYID KOMIO3UINMID (KOMIIO3UIINWMK) IIPEeCCYT IO MacCCH
okoJIO 360 MI' C MCIOJB30OBaHMEM POTOPHOTO TabJIETOUHOTO IIpecca,
OCHaNleHHOTO allapaTypoM OJId WM3MEepeHMSa CXMMalmel CUJIE, C KPpYTJIEM
[IJIOCKUM IIPeCC-MHCTPYMEHTOM IMaMeTpoM OpubamsuTesbHo 10 MM. IIoToM
U3MepPgIT IIOIMNepeuHyl I[IPOUYHOCTL Ha pal3daBJMBaHMEe C MCIOJb30BaHMEM
IIOoOXOOAmero TecTepa TBepOoCcTM TabJleTokK, a 3aTeM pPacCCUMTHBALT
IIPOYHOCTL Ha pPacTsXKeHMe C IIOMOMBI I[IPOLedyph, [IpedCTaBJIEHHOMU
Newton (Newton, J. M., Journal o f Pharmacy and Pharmacology,
26:215-216 (1974)). Taxxe cMm. Pandeya and Puri, KONA Powder and
Particle Journal, 30:211-220 (2013), Jarosz and Parrott, J.
Pharm. Sci. 72(5):530-535 (1983), u Podczeck, Intl. J. Pharm.
436:214- 232 (2012).

[00486] Kommiosuumsa, OInMCaHHasa B IOaHHOM  IOOKYMEeHTe, B
YIIJIOTHEHHOM bopme MOXET XapaKTepmnu30BaTbCH IIPOYHOCTEIO Ha
pacTsaxeHMe, PaBHOM wuImM OoJjiee 1,5 Mlla npu npujlaraeMoM IaBJIeHUU
cxXaTus, cocTaBJdpmeM okoJo 100 MIla. HanpuMmep, OIPOYHOCTHL Ha
pacTsaxeHre MoxeT koJjiebaTbca oOT oOkoJjio 2,0 1»mo okxojyo 5,0 Mla
(HanpuMep, OT OKoJO 2,5 mo okojyio 4,5 MIla, oT okoJo 3,0 IO OKOJO
4,5 Mlla wmamMm oT oOkoJo 3,5 @mo okojyo 4,5 Mlla) mnpu nOpujlalaeMoM
OaBJIeHUM CXaTusda, cocTaBJygwomeM okoJio 100 MIla. Hamnpumep, OPOYHOCTB
Ha PpacTaXeHMe MOXeT COCTaBJATL okoJjio 4,0 Mlla nOpu OpujlaraeMoM
IOaBJIEHMM CXaTMs, CcocTaBJjgomeM okoJio 100 Mlla.

[00487] VmjoTHeHHasa KOMIO3MLUMA B dopMe oOOHOM wMIM 0OoJiee
MUKPOTABJIETOK, IIOJYYEHHEX C MCIOJIL30BaHMe IpecC-MHCTpyMeHTa Cc 16
HacagkamMu, MOXeT MMeTh TBepIOCTb, WIM IIPOUYHOCTL Ha pPasphB, WU
[IPOYHOCTE Ha pa3habBjiMBaHMe B MHTepBajle OT OkoJio 8 H mo okoJjio 35
H, xorma MuKpoTabJeTKy IIOJIydalnT IIpM CXuUMakllel cujle B MHTepBale
or 2 kH mo okoJsio 15 kH, u wMukpoTalBJjieTka MMeeT IOuaMeTp 2 MM,
TOJIMMHY 2 MM ¥ palIuyc BHIIYKJOM IIoBepxHocTM 1,8 MM. B oOHOM
BapuaHTe pealuzaluM un300peTeHMI KaxIad MuUKpoTadJieTka, MMellas
ovaMeTp 2 MM, TOJIMHY 2 MM M PaIuMyC BHIIYKJIOM IIOBepxXHOCTM 1,8 MM,

VMeeT TBepIOCTb B MHTepBaljle oOT okoJjyio 17 H mo okojgo 24 H npwm
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CcKMMaKme cujle oT okojo 4 xH 1mo okxojo 7 KH. TBepHOCTH MOXET
COCTaBJIATh, HalpyMep, OT OKoJo 23 H pmo okojo 27 H (Hamnpumep,
okoJio 24 H, okojo 25 H miam OKoOJO 26 H) OpM CxRuManomey cujie oT
okojio 10 kH mo okoJsio 15 kH. TBepOooCTh, WM [IPOYHOCTL Ha pPas3pHB,
WM IIPOYHOCTE Ha pas3laBJIMBaHMe, MOXHO OIpelelIMTh, Halpumep, C
MCIOJIbE30BaHMeM TecTepa Erweka wmim TecTepa Schleuniger, kak
onucaHo B Lachman, L. et al., The Theory & Practice of
Industrial Pharmacology (3rd ed. 1986), p. 298.

[00488] B HEKOTOPHIX BapMaHTax  peajaus3alun n300peTeHmnA
KOMIIO3ULMA MOXeT HeoO043aTeJIbHO OBTb  [NOKPHTOM WMJIM  YaCTUUHO
IIOKPHETOM OOHOM UM 06oJiee TOKPHTUAMM. I[IOKPHTHUE (—s) MOXeT OHTH pH-
He3aBUCKUMEIM WM PH-3aBUCUMEM. [IOKPHTHE (—8) MOXET IIPelCTaBJIATH
coBoM, HalIpuMep, DSHTEepOCOJIOOUIILHEIE IIOKPHTHKSA, 3SallMTHHE IIOKPHTUS
WM KOMOMHaUUM SHTEPOCOJIOOUIILHEX [IOKPHTHUM U SBallMTHHX IOKPHETHUM.

[00489] BammMTHOe IOKPHTME MOXET COIepXaThb, HalIpuMep, OOUH
ninm ooJiee IJIaCTUPUKATOPOB, OOMH MM OO0Jiee COIOJIMMEPOB, OOUH WJIM
foJiee MOJMMEPOB MM MX KOMOMHALIWNA.

[00490] IlnmacTudmraTop MOXeT IIPEeOCTaBJIATL cobo¥, HaIpuMmep,

OOMH wiaM 0o0Jiee U3 alLeTWITPUOYTMIILUXTPaTa, aleTUJITPUSTUILNUTPpaTa,

HeH3MIIOEeH30aTa, aueTaTa-dTasgaTa 11,eJ1JII0JIO 3H, xXJIopBOyTaHoJa,
OeKCTPMHAE, omoyTuipragara, ooy TuiicebaumHaTa, ousTuadTaraTa,
ouMeTHuJIdTanaTa, TN EPVHA, TJIMLIEPUMHMOHOCTEeapaTa, dTasara

TUIIPOMEJIJIORH, MaHHMTAa, MMHEepaJlbHOTO MacJja, CIMPTOR JIaHOJIMHA,
IaJIbMUTHHOBOM KMCJIOTHL, MOJIM3 TUJIEHTJIMKOJIA,
MNOJIMBMHMIIALleTATOTalaTa, OIPONMUIIEHTJIMKOJA, 2-NIMPPOJMIOHa, copbuTa,
CTeapMHOBOM KMCJIOTH, TpMalleTMHa, TpUOYTUILUKUTPpaTa, TpUlTaHoJaMMHa
¥ TPUITUILUTPAaTAa.

[00491] ConoJmMep MOXeT NpencTaBJIAaATh coboi, Halpumep,
COIIOJIMMEP MeTaKPMJIOBOM  KMUCJIOTHL M MeTakpuilaTa WIXM  COIIOJUMEP
MEeTAaKPUJIIOBOV KMCJIOTH UM STUJIakKpuiIaTa.

[00492] [IomOJHUTEJBHO, 3allMTHOE I[IOKPHTME MOXET COOepPXaTh

OOVH MM OoJiee TOJMMEPOBR, HaIpMMepP IIPOU3BONHEE LEJJIIIOSH, TakKue

KakK T'MOIPOKCHUS TMIILEJIJIIIO34a, TMOPOKCHUITPOIIMIIIIEJIJIINJIO3a,
I'MIOIPOKCHUITPOIIMIIME TMIIL eJIJIIJIO34a , IIOJIMBVMHWMJIIIMIPPOJIMIOOH , COIIOJIMMED
HOHMBMHMHHMPPOHMHOHa/BMHMHaHeTaTa, STWJIINEJIJIIIIO3a u BOIIHEIE
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OUCIIEPCUNM STUIILEJIJII03E (AQUACOAT®, SURELEASE®), EUDRAGIT® RL

30 D, OPADRY®, EUDRAGIT® S, EUDRAGIT® L m ToMy IomobHoe.

[00493] Ecau OpUCyTCTBYIT B 3aMMTHOM  IIOKPHTUH, ofBmee
KOJIMUECTBO OOHOTO MM OoJIee COIOJMMEPOB M/WIM OOHOTO MIM OoJiee
IIOJIMMEPOBR B 3allMTHOM IIOKPHTUM MOXeT KoJjiebaTbCcsd, HalpuMep, OT
[IOJIOXUTEJIEHOTO KoJMuecTBa ©OoJbme 0% Macc. mo okoJjio 100% macc. B
IepecyeTe Ha MacCCy B3allMTHOTO IMOKPHTUSA. KoJMuecTBO OIOHOTO WJINU
foJjiee COIOJMMEPOB M/UIM OOHOTO WIM O0oJiee IMIOJIMMEPOB B 3alMTHOM
[IOKPHTUM MOXeT KoJIeBaTbCHd, HalpuMmep, oOT okoJo 10% Macc. OO OKOJIO
100% macc., oT okoJgio 20% Macc. mo okoJjio 100% macc., oT okoJio 30%
Macc. 5nJo okoJgio 100% wmacc., oT okoJjio 40% wMacc. @mo okoJjio 100%
Macc., oT okoJio 50% wMacc. pmgo okojgio 100% wMacc., oT okoJo 60%
Macc. gmJo okoJgio 100% wmacc., oT okojijo 70% wMacc. @mo okoJjio 100%
Macc., oOT okoJio 80% mMacc. »mo okoJo 100% macc. miaM oT okoJio 90%
Macc. gn§o okoJjo 100% wMacc. B IIepecuyeTe Ha MacCCy 3allMTHOIO
IIOKPHITUSA .

[00494] KoJanuecTBO OIOHOTO WJIM 0OoJilee COIOJUMMEPOB  U/WUJu
OOHOTO MM BoJiee IIOJMMEPOB B BalMTHOM IIOKPHTUM MOXET COCTAaBJIATL,
HanopuMmep, okoJjo 10% wmacc., okojgo 20% wmacc., okojo 30% wMacc.,
okoJio 35% wMacc., okojio 40% wMacc., okxoJgio 45% wmacc., okxojJo 50%
Macc., OokoJio 55% macc., okoJjio 60% Macc., OKOJIO 65% Macc., OKOJO
70% wMacc., okoJio 75% wMacc., okoJo 80% wMacc., okoJo 85% wmacc.,
okoJio 90% w™Macc. wmiIM okoJio 95% wMacc. B IIepecueTe Ha Maccy
3alMTHOTO IOKPHTUSA.

[00495] Ecium nOpuCYyTCTBYeT B 3allMTHOM [IOKPHTUH, cpenHee
KOJIMUECTBO IJlacTUMKATOPa B 3allMTHOM IIOKPHEITUM MOXeT KoJebaThbcd,
HaOpyMep, OT IIOJIOXUTEJNLHOTO KoJMueCcTBa OoJbme 0% Macc. IO OKOJO
70% Macc. B IIepecueTe Ha MaccCy 3allMTHOT'O MOKPHBITUA.

[00496] SHTEPOCOJOUIIBEHOE TIOKPHEITHE MOXeT comepxaThb,
HaopuMep, oovH WM BoJiee  ILJIAaCTUOUKATOPOB, oouH WM BoJiee
HaloJIHUTeJIeM, OOHO WM ©OoJiee CMa3HBallMX BemecTB, OIOVH MIM OoJiee
COIIOJIMMEPOB, OOMH MJIM OoJiee IOJMMEPOB U MX JIOObBEe KOMOMHAIIUM .

[00497] [InacTupmuraTop (—H) B DHTEPOCOJIIOUIIEHOM  [TOKPEITUU
MOXeT OBTL TakKyM Xe WIM OTJIMUaThbcda OT IlacTudmraTopa (—-oB) B

SallMTHOM TIIOKPEHTHMM, ecJIM €eCTb, ¥V MOXeT IIpeldCTaBJIATE cobor oImH
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uinn 6oJiee IJIacTUOUKATOPOR, II€PEUMCIIEHHEX BHIIE.

[00498] HamnoJjHUTEJE (M) B DHTEPOCOJIOOUIIBHOM IIOKPHTUM MOXeT
OHITE TaKMM Xe WJIM OTJMYATBECH OT HAlOJIHUTEJNS (—elM) B KOMIO3ULIUMA.
HONIOJIHNTEeJIEHO, HaIIOJIHUTEJb (—1) B DHTEPOCOJIOOMIBEHOM  [IOKPHTUU
MOXeT OHTE TakKMM Xe MWJIM OTJIMYAaTLCA OT HalOJHUTeJd (-ell) B
3alMTHOM IOKPHETUM, €CJIM eCThb, U MOXeT IIPelCcTaBJaATh COOOM OOMH
i 60Jiee M3 HAMOJIHUTEJIEV, I[IepeuUMCJIeHHHEX BHIIE.

[00499] CmasmBawiee BemMeCTBO (BelleCTBa) B BHTEPOCOJIOOMIIBHOM
IIOKPHTUM MOXeT OBTE TakKMM Xe WJIM OTJIMYaTbCSa OT CMa3bBaKIelo
BelleCTBa (BemecTB) B KOMIO3MLMM. [JONOJHUTEJIEHO, CMa3HBawlee
BelleCTBO (BemecTBa) B DHTEPOCOJIOOMIIEHOM IIOKPHETUM MOXeT OBTH TeM
Xe WM OTJIMYATBCA OT COIoJiMMepa (-0B) B 3allMTHOM IIOKPHTUM, eCJIU
ecThb, ¥ MOXeT IIpPeACTaBJATL CcoBo¥ omoHO uiu ©O0oJjilee U3 CMa3HBAMIUX
BelleCTB, [IepEUMCJIEHHEIX  BHIIE. B omHOM BapMaHTe peajmMsalunu
nz30bpeTeHUsa CcMas3bBaklllee BelleCTBO IpelcTabBjgeT coboM  Tajibk,
KOTOPHM HeoOs3aTeJIbHO TOHKO M3MeJIbUeH.

[00500] ComnosmuMmep (-Bl) B DHTEPOCOJIOOMIIEHOM IIOKPHTUM MOXET
OEITE TakMM XKe WIM OTJMYaTbCad OT COIoJiMMepa (-0B) B  3allMTHOM
IIOKPHTUM, €eCJIM €eCThb, ¥ MOXeT IMNPpeACTaBJIATL CcobOo¥ oouH uiu ©Oojiee
13 COIOJIMMEPOB, IIEPEUMCJIEHHEX BHIIe. B OOHOM BapMaHTe peajiM3alun
N300peTEeHN A DHTEPOCOJIOOUIIBHOE IIOKPHTME COHOEPXUT OIMH WM ©OoJiee

nus COIIoJIMMEepPa MeTlWJlakpMjiaTa, MeTHJIMeTaRKpljiaTa u MeTaKpMﬂOBOﬁ

krcJoTe (EUDRAGIT® FS 30 D), conoJuMepa MeTaKpUJIOBOM KUCJIOTH U

MeTUJIMeETaKpuiIaTa u coroJMMepa MeTaKPUJIOBOM KM CJIO TH u
>TMIaleTaTa.

[00501] SHTEePOCOJOMUIILHEE TIOJIVIMEPHL, MCIIOJIb 3y EeMEIEe B
KOMIIO 3ULINN, onMcaHHOM B OaHHOM OOKYMEeHTe, MOTYT OHTEL

MOIUGUUIMPOBAHE IIYyTeM CMemMBaHMUSA WM I[IOCJIOMHOTO HaHeCeHUSA BMecCTe
C IOPYTMMM M3BECTHEMM IIOKPHTUAMM, KOTOPEE He UyBCTBUTEJIEHE K pPH.
[ToMePEL TaKMUX IOKPHTUN BKJIOYAIOT BTUIILEJIIIIIOBY,
TUOPOKCUNIPONUIILEJINIIIO3Y, HeWTpallbHEEe 30MPHE MeTaKpPUJIIOBOW KUCJIOTH
C HeOOJBMNMM KOJIMUECTBOM XJIOpUIa TPUMETWUIIaMMOHUMSTUIIMETaKpUiIaTa,
KOTOpPEIE B  HaCTodllee BpeMd eCcTb B IIpomaxe I[I0O  TOPIT'OBEMU
Has3BaHVAMM EUDRAGIT® RS m EUDRAGIT® RL; IOIMCHEPCHI HEMTPAaJIbHBIX

CJIOXHEIX 9@MpOB fes KakKux—-Jmbo @yHKHMOHaHBHHX I'pyIirl, KOTOpad eCTb
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B IpoIaxe IIOI TOPTOBHM HazBaHueM EUDRAGIT® NE 30 D; m npyrue pH-
He3aBUCHKMHE IOKPHTHUA.

[00502] Ofmee KOJIMUECTBO COIoOJMMepa (—-0B) uW/WUIM [IoJuMepa (-
OB) B DHTEPOCOJIOOUIIEHOM IIOKPHTHUM MOXeT KoJief®aTbCsa, HallpuMep, OT
okoJio 25% wmMacc. po okojgo 100% wmMmacc. B TIIepecueTe Ha Maccy
BDHTEPOCOJIOOMIIBHOTO IIOKPHETHUA .

[00503] Ecam NOpUCYTCTBYEeT B DHTEPOCOJIIOOUIBEHOM IIOKPETUM,
oOBmee KOJIMYEeCTBO CMa3EBanlero BelleCcTBa (BemecTB) B
SHTEPOCOJIIOOMUIIEHOM  IIOKPHTUM  MOXET KoJieBbaTreC4, HalpuMep, oT
IIOJIOXKUTEJIEHOY BeJIMuMHEL OoJibme 0% Macc. IO OkoJio 58% wmMacc. B
lepecueTe Ha MacCcCy DHTEPOCOJIOOMIIBHOTO IIOKPHTHUA.

[00504] EcamM NOpUCYTCTBYET B DHTEPOCOOUJILHOM I[IOKPHTUM, oOfOlee
KOJIMUYECTBO HAIOJHUTEJA (—el) B DHTepOCOJIOOUIIEHOM [IOKPHTUM MOXET
koJie®aTbCs, HaIpPUMEpP, OT IIOJIOXUTEJIEHOM BeJIMuMHH OoJjbme 0% Macc.
no okoJjgo 5,0% Macc. B IIepecueTe Ha MacCy DHTEPOCOJIOOMIBEHOTO
IIOKPHITUSA .

[00505] PacTBopuTeM OJI4 HaHeCeHMA MaTepraJloB IIOKPHTHUA
MOTYT IMNPenOCcTaBJIATL coBoM, HO He oT'paHMUMBasAChL MMM, BONY, alleToH,
rekcaH, 5TaHOJI, MeTaHOJ, IpPOIaHoJI, M30IIPOIIaHog, Oy TaHOJI,
300y TaHoJI, BTOp—BOYTaHOJI, TpeT-0yTaHOJI, OMxXJjiopMeTaH,
TPUXIJIOPMETAaH, XJIOPOYOPM M TOMy IIOHOBOHOE.

[00506] ITIOKPEITMS MOXHO HAHOCUTL C IIOMOmMBI JIOOBX WM3BEeCTHHX
crioco6oB, BKJKUYAA pPacCHeJleHMe. B HEKOTOPHX BapMaHTax peajm3aluu
n300peTeHrsT KOMIIOBULNWM T[IOKPHTHE WJIM YaCTWMUHO IIOKPHBITH OIHUM WJIN
BoJiee BAMMUTHHMU [IOKPHTUAMM, HalpyMep OIOHMM, »OBYMS, TPeMa WK
foJjlee BallUMTHEIMM I[IOKPHTHUAMM. B HEKOTOPHX BapuaHTax peajm3alun
n300peTeHrss KOMIIOBUINWM I[IOKPHTHE WJIM YaCTWUUHO IIOKPHBITH OIHUM WJIN
BoJjiee SHTEPOCOJIOOMIILHEIMKM  IIOKPHTUAMM,  HalpuMMep OIHMM, IBYMS,
TpeMa WM OoJilee  BHTEPOCOJIOOMIIBHBEIMM — IIOKPHTUAMM. B HEKOTOPHX
BapMaHTax pealu3aluM MW300peTeHMs KOMIIO3UIMY MTOKPHTH ONHVM WU
foJiee SBalUTHEIMM [IOKPHEHTHUAMY M ONOHMM WJIM OoJlee SBHTEePOCOJIONIIEHEMN
IIOKPHETUAMHA . B HEeKOTOPEIX BapMaHTax peanmu3alnnmu n300peTeHnd
KOMIIO 3ULIUM IIOKPEITH OIOHUM 3aMyTHEM IIOKPEITHEM u OOHUM
BHTEPOCOJIOOUIIEHEM [TOKPETHEM.

[00507] B KOHKPETHOM  BapHMaHTeE peannsanmum n300peTeHmnd
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bapMalleBTUUECKAA KOMIIO 3ULIN A npencTarjigeT cobon TabJIeETKY,
HamnpuMep TabJIeTKy, [OpeIcTaBJIeHHyL B Tabjauile 2 ¥ JONOJIHUTEJIBHO
[TOKPHTYIO pPacTBOPOM 3alMTHOTO MMOKPHETU A u PacTBOPOM
DHTEPOCOJNOMIIBHOTO TIIOKPHTUSA B COOTBETCTBMM C COCTaBOM A, Kak
npencrarjyieHo B Tabiumue 3 (cM. nOpuMep 1, pas3nel 6.1 HUXe).

[00508] B KOHKPETHOM  BapHaHTe peannsanmnum n300peTeHmnA
dpapMalleBTUUECKAA KOMIIO3ULIN A npencraBjgeT cobom TabJIeETKY,
HamnpuMep TabJieTKy, [OpelcTaBJIeHHy B Tabjauie 2 ¥ JOIOJHUTEJIBHO
[IOKPHTYIO pPacTBOPOM 3alMTHOTO MMOKPHTU A u pPacTBOPOM
DHTEPOCOJOMUIIBHOTO TIIOKPHTUA B COOTBETCTBMM C COCTaBOM B, kak
npencrarjieHO B Tabiuue 3 (CcM. OpuMep 1, pasnei 6.1 HUXe) .

[00509] B KOHKPETHOM  BapMaHTe peannsanmum n3o00peTeHmnA
bapMaleBTHUeCKasa KOMIIO3MILMS TaKasd Xe, KaK B TECFIDERA®. B OIpYyI'OM

KOHKPEeTHOM BapMraHTe pPealimsalumm MSO@peTeHMFi C_bapMaI_I,eBTT/IquKaFI

KOMIIO3SULIMA Takad Ke, Kak B FUMADERM®. B [OpyIroM KOHKPETHOM
BapMaHTe peajmMs3auumM uUs300peTeHMda  dapMalleBTUUeCKad  KOMIIO3UIINA
COmnepXUT ¢dyMapaTh, OTJUUHEE OT Tex OQyMapaToB, KOTOPHE BXOOAT B
cocraB FUMADERM®.

[00510] B OIOHOM BapMraHTe peanusanmnum n3obpeTeHmA
bapMalleBTUUECKad KOMIIO3MLIMSA HaxXxoOouUTCca B  dopMe TalbJIeTKM WU
KarllCyJikl. B OOHOM BapuaHTe peanmuzalunmu n300peTeHnd
bapMaleBTHUUECKad  KOMIIO3UUMA  HaxXxoOouTCca B dopMe  TabJjeTku C
SHTEPOCOIIOOMIIE HEIM [IOKPHTMEM. B OOHOM BapMaHTe peaam3alunm
n3obpeTeHNs bapMalleBTUUECKASd  KOMIIO3MUMA  HaAXOOUTCH B bopme
MUKPOTAOJIETOK C DHTEPOCOJOMIIEHEM IIOKPHETHEM.

5.3 PexuME OOBUPOBAaHUS

[00511] B onpaHHOM M300peTeHUM IIPpelJIOKEeHE PeXVME BBeIleHM
bymapara, Kak OIIMCaHO B IaHHOM OOKYyMEHTe. dymMapaTH u
bapMalleBTUUECKME KOMIIOBMLMUM, OIMCAHHEE B IaHHOM IOKYMEHTe, MOXHO
BBOIOUTH JIOOEM criocoboM, c IIOMOIIBIO KOTOPOTO OOCTUTaeTCd
npenrojlaraeMas LeJib. HallpuMep, BBeleHMe MOXeT OCYWEeCTBJSATECH
[lapeHTepallbHEM, IIOOKOXHEM, BHYTPUMEIIEUHEM, MWHTPAlepPUTOHeaJIbHEM,
TpaHCOepMaJlbHEM, TpaHCOyKKaJIbHEIM, VMHTpaTeKaJIbLHEM,
MHTpaKpaHVaJlbHEM, MHTpaHa3aJIbHEIM WM MeCTHBEM I[IyTeM. B OOHOM

BapMmMaHTe pealJinsalllill MSO@peTeHMH BBeIOcHME BEHIIOJIHAKT TII€epOpallbHO.
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BrommMMas »Ho3MPOBKa 3aBUCUT OT BO3pacTa, COCTOSHUA 3OOPOBBA U
MaCCH pPelMIIMeHTa, BMIa COINYyTCTBYKIET'O JIeUeHMHd, eCJIM TaKoe eCTh,
YaCTOTH JIEUEeHUA M IIPUPONE XeJjlaeMoTro sbddexTa.

[00512] KommuecTBO OyMapaTa, KOTOpOe MOXHO OOBEeIVHATL C
BemecTBaMU—HOCUTEJIAMM  OJIA IIOJIYUYeHMS  eOMHMUHOM  JIeKapCTBeHHOM
GOpPMEI, MOXET WM3MEHATHLCSA B 3aBUCHMMOCTM OT IIOJIyUaKlero JedueHue
MHIOIVUBUIA " KOHKPETHOT'O criocoba BBEeIEHUA. OmHako, cJjlegyer
IIOHMMATEL, UYTO KOHKpPETHHEe pPeXVML BBEeOEeHMS WM CXeMB JeueHud OJI4
JIOOTO KOHKPETHOTO cyOBeKTa oyoyT 3aBUCETH oT Pa3JIMUHBIX
bakTOpPOR, BKJIOUA A aKTUMBHOCTB KOHKPETHOT'O [IPYMEHSAEMOT'O
COenOMHEHXSI, BO3pacT, Maccy TeJjla, ofllee COCTOSHME 3IO0OPOBLL, II0OJ,
ouTaHue, BpeMsa BBeIeHusd, CKOPOCTb BEIBEIIEHU S, KOMOMHAa LI
JIeKapCTBEHHBIX CpencTs, pelleHue Jedamero Bpauda u TIXKeCThb
KOHKPeTHOTO 3abojieBaHMA, KOTOpOe IoOBepralT JedeHMo. KoJInMuyecTBO
bymMapaTa MOXeT TakKxe 3aBUCETH oT TepalleBTUUEeCKOT O VI
IpodmiIakTUUYEeCKOTO aleHTa, C KOTOPEM €I'0 BBOOAT COBMECTHO, eCJu
TakoW MMeeTCH.

[00513] Komrniosmum4, comepxaia s oBuee KOJIMUECTBO
ouMeTuJIdyMapaTa (IM®) B wMHTepBaJe OT oOKoJo 43% Macc. OO OKOJIO
95% mMmacc. (HanopuMmep, oT okoJjio 50% mMacc. nmo okoJio 80% Macc. WU
or okoJgo 60% wMacc. @»mo okoJgio 70% wMacc.) M omHO WM 0OoJiee
BCIIOMOTAaTeJIbHEX BeleCTB COCTaBJIeHa Tak, dYTO OT OKoJio 160 mMr IMO
no oxkoJio 500 mMr IM® (HanpmMmep, oOT oOkoJio 240 M mo okojio 480 Mo
IM®) MOXeT OBITH BKJIIOUEHO B eOVHUUHYK JIeKapCTBEeHHYK OQopMy,
KOTOPYyK MOXHO BBOIMTH, HAIPMMEP, OIMH pa3 B CcyTkM (QD), @noBa pas3a
B cyTkum (BID) wmium Tpm paszsa B cyTku (TID). Hampumep, KalcyJia
(HanpuMep, pa3mMep 0) MOXeT comepXaThb okoJio 240 M IMO. B

KauecTBe IOpyTror'c IIpuUMepa KalcyJla MOXeT coIepXaTb okoJio 480 wMr

IM® .

[00514] Korma o¢yMapaT BBOOAT UYeJIOBEKY, COEIMHEHUE MOXeT
OBICTPO MeTaboIM3UpPOBaTLCA B MM®. CilemoBaTeJILHO,
bapMakOKMHEeTUUECKUE CBOMCTRA (HanmpuMep, Crax " AUC) MOXHO

OIIpeneJIUTh Ha OCHOBaHUM KOHIIeHTpAal MM B IjIasMe IocJjie
BBeleHUa. OdapMaKOKMHEeTHMUeCKMe CBOMCTBAa MOXHO OIpelelJIMThL IIocJIe
OOHOKPATHOI'O BBeOeHMd WMJIM B CTAUMOHAPHOM COCTO4dHMM. B HEeKOTOPEHX

BapMaHTax peajM3aluu MU300peTeHUud y CyOBLeKTOB, KOTOPHM IIepPOopalibHO
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BBOIOAT JieKapCTBEeHHYID (QOpMYy, OIMCaHHYID BHIIEe, CcoIepXamyn ¢yMapaT
i ero GdapmMalleBTHMUECKM IIpMeMIeMyld CoJIb, KJaTparT, CcoJILBAT,
TayToMep WIn cCTepeou3oMep, BpeMsa OOCTWXEeHUA MaKCUMaJbHOM
KOHIeHTpauuyu MMO® B 1iasMe (Tpax) COCTAaBJSAET, HaAIPMMEpP, OT OKOJIO
1,5 yacoB pmo okoJio 3,5 uyacoB, oOT okoJio 1,75 ywacoB @mo okoJio 3,25
YacoB MJIM OT OKOJIO 2 YacoOB IO OKOJIO 2,5 4UacoB.

[00515] B HekKOTOPHX BapMaHTax pealM3aluy M300peTeHusa Yy
CyOBLEeKTOB, KOTOPEIM  IIepopaJibHO BBOIOAT JIEKapCTBEeHHYI bopmy,
ONMCAaHHYI BHIIE, CoIOepXamyil @yMapaT, CpeIHAad IJomanb I[I00 KPUBOM
0-12 mysa MM® B masMmMe (AUCq.12) cocTaBJgeT OT OKOJIO 2,36 u. MI'/J
0o okoJjo 5,50 u. wMr/4u, oT OkKoJoO 2,75 u. Mr/a mo okoJjo 5,10 u.
MID'/JI WM OT okoJo 3,14 u. wMr/j mo okoJyio 4,91 u. wMr/js. B omHOM
BapuaHTe peaam3alumm n300peTeHNns cpenuasa  AUCq-12y CyOBeKTOB
cocTaBJigeT OKoOJIO 3,93 u. Mr/J.

[00516] B HeKOTOPHX BapMaHTax peajM3aluu MU300peTeHud Yy
CyOBEeKTOB, KOTOPEIM  II€pOPaJibHO BBOOAT JIEKApPCTBEHHYI bopmy,
ONMCAaHHYIOBHIIE, CcomepXxamyio oymMapaT, CcpemOHsad IJomanab oo KpuBoM 0-
BeckoHeuHoCT:L nOJa MMO® B 1asMe (AUCq gecxoneunocrs) COCTaBJISAET OT
oKoJIO 2,4 u.mMr/Jg Do OoOkKoJo 5,6 u.Mr/jsg, or okoJio 2,75 u.Mr/s mo
okoJio 5,10 uw.Mr/Jjg miamM oT okoJio 3,14 u.mr/ma mo oxojo 4,91 u.mr/JI.
B OODHOM BapMaHTe peamsaluum uz3obpeTeHrd cpenHAad AUC) gecxoneunocrs Y
CYBLBLEeKTOB COCTAaBJIAEeT OKOJIO 3,93 u.mMmMr/Jj.

[00517] B HekOTOPHX BapMaHTax pealM3aluyr M300peTeHUus Yy
CyOBLeKTOB, KOTOPEIM  IIepopalJibHO BBOIOAT JIEKapCTBEeHHYIO bopmy,
OINIMCAaHHYID BHIIe, comepxamyio ¢yMapaT, IOBa pa3a B CYTKU, CpelHad
IoJIHasA ILJIomanb IIOO KpuBOM mJjs MMO® B ILjla3Me COCTaBJISAeT OT OKOJIO
4,81 u.mMr/mMia mo okoJsio 11,2 u.Mr/mi MM OT OKOJIO 6,40 u.Mr/j mo
okojjo 10,1 w.mMr/;m. B OIOHOM BapraHTe pealu3aluy U300peTeHUd
cpeldsadsd AUCpomman Y CYOBEKTOB coOCTaBJIgSeT okoJjo 8,02 u.Mr/Jj, Korza
JleKapcTBeHHHe QOPMEl BBOOAT IIepopalJibHO OBa pal3a B CYTKHU.

[00518] B HeKOTOPHX BapMaHTax peajM3aluy M300peTeHUusa Yy
CyOBLeKTOB, KOTOPEIM  IIepopalJibHO BBOIOAT JIEKapCTBEeHHYID bopmy,
ONMCAHHYK BHIIE, CcomepXamyl o¢yMapaT, CpenHdsa KOoHIeHTpalmusa MMO B
miasMme (Cpax) COCTaBJIgeT OT OkoJio 1,45 mr/sn mo okosio 3,39 wmr/J,
or okoJio 1,69 Mr/ms mo okoJsio 3,15 Mr/j wiam oT okoJio 1,93 MmMr/js mo

okoJio 3,03 Mr/J. B OOHOM BapMaHTe pealM3aluy U300peTeHUd CPeOHad
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Crax ¥V CYDBEKTOB COCTaBJIgIeT OKOJIO 2,42 Mr/IiI.

[00519] B OIOHOM BapMaHTe peanmsanmnum n300peTeHmnd N4
CyDBEKTOR, KOTOPHM  IIepopalJlbHO BBOIOAT JIeKapCTBEHHYD bopmy,
ONIMCaHHY® BHIIE, CcoImepXamywn o¢yMapaT, cpelHsad Cpax COCTaBJIAeT OT
okoJgio 1,02 wmr/s po okojo 2,41 wmMr/jg wmiam oT okoJo 1,37 wMr/jg mo
OKoJIO 2,15 Mr/Js. B OOHOM BapMaHTe pealM3aluy MU300peTeHMd CPpeOHad
Craxy CYOBEKTOB COCTaBJIAET OKOJIO 1,72 Mr/j, Korma JeKapCTBeHHHE
bopMEl BBOOAT IIepopalJibHO IBa pas3a B CYTKU.

[00520] IOIIOJIHUTEJILHO, Y CyOBEeKTOB, KOTOPHEM IIepopaJibHO
BBOOAT JIeKApCTBEHHYK OQOPMy, OIMCAaHHYI BHIIe, CcolepXallyln ooyMaparT,
MOTYT HabJonaTbeCcs OOVH VI BoJiee nu3 CJIe Oy
bapMakKOKMHETUUECKHUX IapaMeTpoB: (a) cpenHee Tpax Jd MMO B I1uj1asMe
or okoJio 1,5 uwacor mo okoJo 3,5 uyacoB; (b) cpenHdaga Cpaxy MMO B
jlasMe B MHTepBajle OT okoJjo 1,03 wMr/jg mo okojo 3,4 wMr/ja; (c)
cpenusas AUC,guuas OJIS MMO B IJIa3Me B MHTepBajle OT OKoJIO 4,81 u.Mr/j
no okoJjo 11,2 wu.mr/ma; (d) cpemHas AUCqy ., mjiIg MMO B I1jIasMmMe B
MHTepBajle OT OKoJIo 2,4 u.Mr/J mo okojo 5,5 u.Mmr/jmi; u (e) cpenHss
AUCy _gecxomeunocrs B MHTepBajle OT OKoJo 2,4 u.Mr/jg mo okKoJo 5,6
u.MT/ 1.

[00521] B HEKOTOPEIX BapMaHTax peajau3alun n3obperTeHmA
coenoMHeHMSI ¥ (QapMalleBTUMUeCKMe KOMIIO3MIMM, OIMCAaHHEE B JaHHOM
OOKYMEeHTe, MOXHO BBOIMUTL B KOJMUECTBE OT OKOJIO 1 MI'/KD OO OKOJIO
50 Mr/Kr (HampuMep, OT OKoJIO 2,5 MI'/KI' mo okojio 20 MI'/KD' MJIM OT
OKOJIO 2,5 M/ 1mo OKOJIO 15 w™Mr/kr). KosmmuecTBO  BBOIMMEIX
coeIMHeHUM ¥ OdapMalleBTUUEeCKUX KOMIIO3MLMM, OIMCAHHEX B IaHHOM
OOKYMEHTe, TakKxe OyIeT 3aBMCETh OT IIYTM BBeIOEeHWUS, MCIIOJb3YeMHX
BCIIOMOTATE&JIbHEX BEMeCTB M BO3MOXHOCTM COBMECTHOT'O MCIIOJIb30BaHUA
C OpyTUM TepalleBTUUECKMM BO3IeMCTBMEeM, BKJOUad OPMMeHeHMVe IPpYyTUX
TepaleBTUUEeCKMX AareHTOB, UYTO M3BECTHO ClelMrajJucTaM B IJaHHOM
oBJIacT TEeXHUKHU.

[00522] Hanpumep, coeIVMHeHMS U QapMalleBTUMUECKMEe KOMIIO3UIINNA,
ONMCaHHHEe B HOaHHOM IOKYMEeHTe, MOXHO BBOIUTL CYOLEeKTY, HalpuUMep,
[IepopalItHO B KOJMYecTBe OT okoJio 0,1 T mo okojio 1 ' B CyTKM WK,
HalpuMep, B KoJmMuecTBe OT okoJio 100 mr mo okojio 800 M B CyTKHU.

[00523] [@aHHOEe KOJMUECTBO COeOMHeHUV U OdapMalleBTUUeCKUX

KOMHOSMLU/HZ, OIIMCAaHHEIX B »OaHHOM IOKYyMeHTe, MOXHO BBOIVMTE pas B
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CYTKM WJIM B BUIe OTIOeJIbHHX 2, 3, 4, 5 miIM 6 OIOMHAKOBHEHX O3 B
CYTKMN.

[00524] B QomnoJiHEHMEe K BBEIOEHUI al'eHTa HEeNOoCPeICTBEHHO B
BUIOEe XVMMUUECKOTO BellecTBa, al'eHTH, OIMCAaHHHEe B ITaHHOM OOKYMeHTe,
MOXHO BBOIMUTE KaK UYacTb (QapMalleBTMUECKOTO IIpelapaTa, CcoIepXalero
IIPUTOOHEE (QapMalleBTUUECKM IIPUEMIIEMEE HOCUTEJIM, BCIOMOT'aTeJIbHHE
BelleCcTBa ¥ »DOo0aBKM, oOJervawmme o00paboTKy areHTOB IJd I[IOJIYUeHUI
npernapaToR, KOTOPHE MOTI'yT OBTB MCIOJIE30BAaHE (dQapMalleBTUUYECKH.
HanpuMmep, mnOpenapaTe, B UYaCTHOCTM Te IIpelapaTH, KOTOPHE MOXHO
BBOOUTE IIepOopalJIbHO, TakKMe Kak TabJleTKM, IOpaxXe U KalCyJs, KpoMe
TOTO IpelapaTH, KOTOPHE MOXHO BBOOMUTHL pPeKTalJlbHO, TaKue Kak
CYIIIO3UTOPMUM, a TakXe [IPUIOIOHEE PAaCTBOPH, KOTOPHE BBOIAT C
IIOMOIMBID MHBEKLUUM WIM IIepopalibHO, comepxaT oT okoJjio 0,01 mo 99
[IPOLIEHTOB, OpennouTuTesIbHO OoT okoJo 0,25 1mo 75 [OpolLeHTOR
bymapaTa (-OB) BMECTE CO BCIOMOTATEJILHEIM BeMEeCTBOM.

[00525] B omHOM BapMaHTe peajM3aluM M300peTeHUS KOMIIO3ULNUA
HaxOoIUTCSA B BUOE TaKoM JeKapCTBeHHOM GOpMb, UYTO OOHa KOMIIO3UIUA
oBecneurBaeT oOmywn »po3y IM®. B OpyI'Mx BapMaHTax peaJus3aluu
n3o0bpeTeHns JieKapCcTBeHHas ¢opMa COIEPXUT HECKOJIBKO KOMIIO3ULMM
njasa obecrneueHusa ofbmeld po3w [IMO. HampuMmep, JeKapcTBeHHasa dopMma
MOXeT CcoIepXaThb HeCKOJILKO VYIJIOTHEHHBIX KOMIIO3MLMM, TaKux Kak
MUKpOTAaBJIeTKM, IJsS obecledueHMsa xejlaeMoM ofmel nmos3bl IMO.

[00526] Eciu JleKapCTBEeHHasa dbopma CONEPXUT HEeCKOJIBKO
VIIJDIOTHEHHHEX KOMIIOBUIINWM, TakKMxX KakK MUMKpoTabJeTkM, IJsS ofecleueHMud
TpedbyeMmoy obmer mo3w MO, VYIJIOTHEHHBE KOMIIOBULMM B JIeKAapCTBEHHOM
dopMe MOTYT OTJIMUATBLCHA IOPYyI' OT 1»Opyra. HamnpuMmep, JeKapCTBEeHHAasd
bopMa MOXeT CcoIepXaThk MMKpOTabJleTKM »OBYyX WM O0oJiee pas3JIMUHHBX
TUIIOB (HanpuMep, KarcyJa MOXeT comepXaThb OOHY TPYITY
MUKPOTABJIETOK, IMOKPHTEX TOJBKO DSHTEPOCOJIOOMILHEM I[IOKPHTUEM, U
BTOPYID TPYINY MUKPOTaBJeTOK, IIOKPHTHX TOJBLKO BAMMTHHM IIOKPHTHEM,
WiIM  OOHY TpyIly, IIOKPHTYID  SHTEPOCOJOOUILHEM  [IOKPHTHUEM, c
BHICBOOOXIeHMeM Opu 0OoJilee HU3KMX pPH ¥ Ipyryio TPYINY, IOKPHTYIO
DHTEPOCOJNKOMIIBHEIM TIOKPHTHEM, C BHCBOOOXIeHMEM Ipu 0O0oJiee BHCOKMX
pH) .

[00527] B HEKOTOPEIX BapMaHTax  peaju3alun n300peTeHmnd

KOMIIOZMIIMK IIOMellaldT B 2 KallCYJIy . B IPYTMX BapMaHTaX peallM3allli
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n300peTeHna KOMIIO3MIMI B (QOopMe MMKPOTaBJIETOK IIOMEMAalT B KallCyJly .
KancyJsia MOXeT CoIepXaThk, Halpumep, OT okoJo 30 mMmukpoTablIeTok IO
okoJio 60 MukpoTabJIeTOK, OT OKOJIO 35 MHUMKpOoTabJIeTOK IO OKOJIO 55
MUKpoOTabJeTok, oT okoJjio 30 pmo okojgo 50 MuMKpoTaGJIeTOK WMJIM OT
okoJio 40 wmmkpoTabileTOK DO OkoJjio 50 MukpoTablieTOK (HaIpMMep,
OKOJIO 44, OKOJIO 45, OKOJIO 46, OKOJIO 477 MJIIN OKOJIO 48
MUKPOTAaBJIETOK) .

[00528] JlexkapcTBeHHYD GQOpPMYy MOXHO BBOIUTL, HaIpUMep, OIMH
pas, IBa pa3a, TpU pasa, UYeTHpe pasza, [4ATb pa3 WIM LEeCTb pa3 B
CYTKN. OmHy wJImM 0oJiee  JIeKapCTBeHHHEX  (GOpM  MOXHO  BBOIUTEH,
HalpyuMep, B TeueHMe OIHOTO, IBYX, Tpex, UYeTHpex, NATH, MeCTU WJIu
cemu nOHem. OnHy wiIM 0oJiee JIeKapCTBEHHHEHX GOpM MOXHO BBOIOUTH,
HanpuMep, B TeueHMe OOHOM, IBYX, TpexX WIM UYeTHpex Henesb. OOHY
iy 0B6oJiee JIEKApPCTBEHHEX (GOPpM MOXHO BBOIOMUTL, HalpMMep, B TeUeHUe
OOHOTO, HOBYX, Tpex, UeTHpex, [OATM, NeCTU, CeMM, BOCbBMM, HOEBATH,
OecAaTu, OIOMHHAaIaTK, OBeHanquaTM MecdlueB wuiau 0Oojiee. OOHY WK
BoJjiee JIeKapCTBEeHHEX GQOpM MOXHO BBOOMTL IO Tex IIop, IoKa
CyOBEeKTyY, HyXIanlleMyCa B 5STOM, HeOOXOOMMO JeueHUe, IIpoduilakTUKa
i ocJabjieHue Jmoboro 3abdojieBaHMSA WM [IaTOJIOTMUECKOTI'O COCTOSHMUSA,
TakKoTO Kak, HalpuMep, pPacCedHHHM CKJIepOos3.

[00529] B HEKOTOPEIX BapMaHTax  peajau3alun n3obpeTeHmnd
croco6, ONMCAaHHHM B HaHHOM IOKYMeHTe, BKJIOUaeT IepopalJibHOe
BBEeOeHUE JleKapCTBEHHOM bopmer, KoTopad oBecrnieunBaeT oOBmee
KOJIMYECTBO OT OkoJio 60 Mr pmo okojio 1000 Mr muMeTuIidyMapaTa B
CyTkmu. JlekapcTBeHHas (QopMa, HalpuMep, MOXeT coIepXaThk ofmee
KoJnuyecTBO MO, >0beKTUBHOE IJIA JIeUeHUHd, OpOodUIIaKTUKM  WJIU
ocrnabJIeHMsa PacCedHHOTO CKJepo3a y cydOwbekTa. CyToUHOe 30PeKTHMBHOE
KOJIMYECTBO MOXeT KkKoJIe0aTkCsa, HO He OTI'paHMUMBAACE 3TUM, OT OKOJIO
60 mMr gmo okoJio 800 mMmr IMO®, oT okojgio 60 M mo okoJo 720 mr OIMO,
or 60 Mr mo okoJjgo 500 mMr IM®, oT okoJjio 60 M mo okxoJjo 480 wmr
IM®, oT okoJo 60 M mo okoJo 420 mr IM®, oT okoJo 60 MI' OO OKOJIO
360 Mr IM®, oT okojo 60 M mo okojio 240 mMr JIM®, oT okoJjio 60 ™MD
oo okoJo 220 wMr IM®, oT okojo 60 ™Mr pmo okojio 200 M MO, oT
okoJio 60 M mo okoJio 180 mr IM®, oT okoJio 60 MI' mo OKoJIO 160 MT
IM®, oT okoJio 60 M mo okoJjio 140 mMr JIM®, oT okoJio 60 MI' OO OKOJIO

120 mr IM®, oT okoJjyio 60 Mr mo okoJjio 100 mMr IM®, oT okoJio 60 MO
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oo okoJio 80 mMr IM®, oT okojio 80 M mo okoJjio 480 mMr IM®, OT OKOJIO
100 mr go okoJio 480 mMr IM®, oT okoJo 120 MmMr mo okoJio 480 mr MO,
or okoJio 140 mMr pmo okoJjio 480 mr JM®, oT okoJio 160 MI' OO OKOJIO
480 Mmr IM®, ot okoJio 180 Mr mo okoJio 480 mr IM®, oT okojio 200 Mmr
oo okoJjio 480 mMr IM®, oT okoJjio 220 Mr mo okoJjo 480 mMr MO, oT
okoJio 240 Mr mo okoJio 480 mMr IM®, oT okoJo 300 Mr mo okoJio 480
Mr JIM®, oT okoJjio 360 Mr mo okoJio 480 mMr IM®, oT okoJsio 400 M @mo
okoJio 480 M JIM®, oT okojio 450 Mr gmo okojio 500 mMmr JIM®, oT OKOJO
430 Mr mo okxoJjio 500 mMr IM®, oT okojgio 80 mo okojio 400 mr MO, oT
okoJio 100 mo oxkoJjio 300 mr MO, oT okoJjio 120 mo oxkoJjio 180 mr IMO
MM oT okoJio 140 Mr go okoJio 160 mr IMO.

[00530] JlekapcTBeHHAad bopmMma MOXeT comepxaTh, HO He
OTpPaHNYMBaAChE BTUM, O0Omee KoJuuecTBO MO, cocTaBJjdrmee oOKoJio 60
M IM®, oxojgio 80 mMr IM®, oxkojgo 100 M IM®, okoJjyio 120 wmMr IMO,
okoJio 140 mr IM®, oxkojo 160 mMr IM®, okoJjo 180 mr IMO, okojio 200
M IM®, oxkoJjo 220 mMr IM®, okojo 240 mMr IMO, okojio 260 M IMO,
okoJio 280 mr IM®, oxkojgo 300 mMr IM®, okxoJjo 320 mr IMO, okojio 340
M IM®, oxkojgo 360 mMr IM®, oxkojgo 380 mMr IMO, oxkojgio 400 mr IMO,
okoJio 420 mMr IM®, okoJjio 450 mr IMO, okxoJsio 480 mr IM®, okoJjio 500
M IM®, okoJgo 520 mMr IM®, okojgo 540 mr IMO, okxoJsio 560 mr IMO,
okoJio 580 mMr IM®, okoJjio 600 mMr IMO, okoJjio 620 Mr IM®, okoJjio 640
M IM®, okoJjgo 660 mMr IM®, okojgo ©80 mMr IMO, okxojsio 700 mr IMO,
okoJio 720 mMr IM®, okoJio 740 mMr IMO, okxoJio 760 Mmr IM®, okoJjio 780
MT MO mjam okoJio 800 mr JIMO.

[00531] B HekOTOpPHX BapMaHTax peaM3auuu us3odbpeTeHmusa [IMO
ABJISeTCHA EeIMHCTBEHHEIM AaKTUMBHEIM MHIPeIMEeHTOM B ObapMalleBTUUeCKON
KOMIIO3ULINNA . B OOHOM BapuaHTe peanmzalunmu n300peTeHnd
bapMalleBTUUECKAaSd KOMIIO3MUMSA B OCHOBHOM COCTOMT m3 MO,

[00532] IOoga JleueHusa pPaccessHHOTO CKJIEpO3a (HanpuMep,
PELUOUBUPYIINX HOPM pPaCCEeAHHOTO CKJIepo3a, Takux kak PP-PC)
JIeKapCTBeHHas QopMa, KOTOPYH BBOOAT CYOBEKTY, MOXET IIPeOCTaBJIATH
coboM KalcyJy C MukpoTabJeTkamu, coIepxamumy MO B KauecTBe
EIVMHCTBEHHOT'O AaKTMBHOI'O MHIpPeOMeHTa, WM C MUKpoTabjleTKaMi,
COCTOANMMM B OCHOBHOM M3 [IM®, npuueM 500ekTMBHOE KOJIMUECTBO
cocTaBJgeT okoJio 480 mr IM® B CyTKM, M CYOBEeKTH MOI'YT II0OJIy4UaThb

20peKTMBHOE KOJMUeCcTBO, T. €. 240 mMr MO nBa paza B CYTKHU, B
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bopMe IOIBYX KalCyJ B CYTKM, KOTOPHE I[IPMHMMAKRT I[IepopalibHO. [Jisd
JIeUueHuUsa pPacCCedHHOTO CKJIEpO3a (HanlpMep, pPeuuIuBUPYIRIMX  (GOpM
paccesgHHOTO CKJIepos3a, TakmMx Kak PP-PC) JiekapcTBeHHasa opMa,
KOTOPY BBOOAT CYOBLEeKTy, MOXeT IMOIpelcTaBJIATL CcoBoM KalcyJgy C
MUKpOTabJeTKaM, coImepxamymm Mo B kKauecTBe €IMHCTBEHHOTO
aKTMBHOT'O MHIpPeIVMeHTa, WIM C MHUKpoTabJleTKaMu, COCTOANVMMA B
OCHOBHOM wu3 [IMO®, mnpmueM 50PeKTHMBHOE KOJMUECTBO COCTAaBJIAET OKOJIO
720 wMpr IM® B CYTKM, U CYOBEKTH MOI'YT IIOJIydaThb 520OeKTUBHOE
KoJuuecTBO, T. €. 240 Mr IMO® TpM pas3a B CYTKM, B O(opMe Tpex
KalcyJl B CYTKM, KOTOpPHE I[IPMHMMAKT IlepopalJIbHO. B OIHOM BapuaHTe
peanuzaluuu  MU300peTeHusa TepalleBTUYeCKM B0OeKTMBHOE  KOJIMUECTBO
cocraBygeT 240 MI' OBa pasa B CYTKHU.

[00533] B KOHKPETHOM BapMaHTe peanmszalunmn CriocoBos,
ONMCAaHHHX B IaHHOM IOKyMeHTe, odyMapaT OpelcTaBJjgerT cobor IMO, wu
noza IM® cocrarager 120 Mr MO nmBa pa3a B CYTKM, KOTOPYK BROOAT
nepopaljlbHO B TeueHMe TIepBEX /7 I»OHeM. B HEeKOTOPHX BapraHTax
peanmuzaluumy Mn300peTeHMsa o3y I[IOBHIMAKT OO [NOOOepXMBAKIMEeV IO3H,
cocrapagomer 240 mr IMO® nBa pasza B CyYyTkM (T. e. 480 mr IMO B
CYTKM), KOTOPyK BBOOAT IepopalJibHO. B IpyroM BapMaHTe peajM3aluu
nz3o0bpeTeHUa o3y NoBEmMabnT no 240 mr IMO Tpm pasza B CyTKM (T. e.
720 Mr IM® B CyTKM), KOTOPYK BBOIAT IIepopalJibHO. B OIOHOM BapMaHTe
peanuzalumM u3o00peTeHUsa BBOOAT 120 MI' OIBa pa3a B CYTKM B TeueHNe
7 nHew, a 3aTeM 240 MI oeBa pasa B CYTKU B KauecTBe
IoOmepXUBaKle TO3H.

[00534] B KOHKPETHOM  BapMaHTe peannsanmum n3o0bpeTeHmnd
byMapaT npemcTaBysgeT cobom IMO, m mo3a IM® cocTaBjggeT 120 mr IMO
IBa pa3a B CYTKM, KOTOPYID BBOIAT IIepopalJIbHO B TeueHMe II0 MeHbIlel
Mepe 7 @OHeM, C HocjJenyiolmel HomIepxuBanmeyt poz3ou 240 M IMO 1nBa
paza B CYTKM, KOTOPYK BBOIOAT II€pPOpalIbHO.

[00535] B KOHKPETHOM  BapHMaHTE peannsanmum n3o00peTeHmnAd
byMapaT mnpemcTaBisgeT cobom MO, m mo3a IM® cocTaBjageT 240 mr IMO
IOIBa pas3a B CYTKM, KOTOPYK BBOIAT IIepOopalJibHO.

[00536] W3BecTHO, uYTO J[JM® BHEHB3HBaAeT Y HEKOTOPHX CYDOBEKTOB
Takre TO0OOUHEIE HABJIEeHMHA, KaK I[IOKpaCHeHMe U TNpoOJIeMBl C XeJIyIOUHO-—
KMmeuHsM TpakToM (XKKT). XoTs noOouHBe HABJIEHUSA, Kak IIpaBUIIO,

ocriabeBanT BCKOpe IIoCJjle TOI'O, Kak CyOBEeKTH HauUMHAKT JIeueHue, B
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KOHKPETHOM  BapuaHTe peannzaluu  U300peTeHUd HavaJlbHasd nosa
cocrTaByadger 120 wmMr JM® nBa pas3a B CYTKM IepopalJIbHO B TEeUEHUe
IepBHX 7 @»OHe¥M. 03y MOXHO IIOBHCUTL no 240 Mr IM® @mOBa pasa B
CyTKM (T. e. 480 Mr MO B CcyTKM). B IOpyrMx BapMaHTax peajm3alnu
n30bpeTeHnsa 03y MOXHO IOBEHCUTE no 240 mMmr IMO Tpu paza B CYTKHU
(r. e. 720 Mr IOIM® B CyTKM). B HEKOTOPHX BapMaHTax peajM3aluu
nz3obpeTeHusa oQyMapaT BBOOAT BMeCcTe C eIoM. B OpyTux BapuaHTax
peanmuzauumu mU300peTeHMd OGyMapaT BBOOAT ©0e3 enel. Y Tex CyDBeKTORB,
Y KOTOPHX HabomanTcsd TaKue I[IO0OOUHEEe H[ABJIeHUHA, Kak IIpobjemu XKT
WM  [IOKpaCHEeHue, BBeleHUe OyMapara, HamnpuMep MO, c enou
yJydllaeT II€peHOCUMOCTL. B OIOHOM BapuaHTe peajM3aluy M300peTeHUd
BBeIeHUe OQyMaparTa, Takoro kak MO, C emoM yMeHbllaeT UMCJIIO
cllyyaepB IIOKpacHeHUd.

[00537] B KOHKpPEeTHOM BapMaHTe peajm3auuu usobpeTeHmsa HIBC
(HanpyMep, acCOMpMH) BBOOAT OIHOBPEMEHHO, OO M/MJIM IOoCJie BBeleHUS
bymMapaTa (HanpuMmep, oMo) . B MUCCIIe0OBaHUM co 300POBEIMU
nofOpoBOJIbELlAMM YCTAHOBJIEHO, UYTO BBeleHue 325 Mr acnupuHa 6e3
SHTEPOCOJIOOMIILHOM 000JIOUuKM 3a 30 MMHYT IO BBeIeHUS MO yMeHbIaeT
JacToTy BOBHMKHOBEHMS M  TAXECTb I[IOKPACHEHMSA Yy  [IPUMHUMAIMUX
yuyacTue CyOBekToB. A Tex CyOBeKTOB, Y KOTOPHX HabjooaeTcsd
[IOKpacHeHMe ¥ I[I0oDOoUHOe MHOeMCTBMEe Ha XeJIyIOUHO-KMIIeUHHM TpakT,
BpPEMEHHO MOXHO YMeHbmaThk o3y no 120 mMr IMO nBa pa3a B CyTkKM. B
TedueHMEe Mecdlla HeoOXOoIMMO BO300OHOBUTH 30PekKTHMBHYI 103y 240 MDD
IM® mBa pasa B CcyTkM miam 240 mr IMO Tpm paz3a B CYTKHU.

[00538] B omHOM BapMaHTe peajiM3aluu U300peTeHUs CyOBeKTH,
KOTOPEM BBOOAT JIeKapCTBEHHYIL  QopMy, ONMCAaHHY  BHIIE, MOTYT
IPMHMMATE OIOHO MM 0oJiee HEeCTEPOMIOHHX IIPOTUMBOBOCIIAJIMTEJIbHEX
CpeICTB (HaIpMMEpP, aCIOupMH) 1o (HaopuMmep, oT 10 MMHYT OO 4Yaca,
HanopuMep 3a 30 MMHYT @OO) IIpMeMa JeKapCTBeHHOM OGOpPME, OIMCAaHHOMN
BHIIe. B OIHOM BapuMaHTe pealuU3aluy Kn300peTeHusa CyOBeKT, KOTOPOMY
BBOOAT JIEKapCTBEHHYID bopmy, NIpUMHVMAaeT OIIHO VI DoJiee
HECTEPOUIHHX I[IPOTUMBOBOCIAJMUTEJNEHEX CPeOCcTB (HaIpuUMEpP, AaCIWPWH)
OJI9  yMeHbIIeHMSa  I[IOKPaCHEHUA. B 1OpyroM BapMaHTe pealn3aluu
n3obpeTeHUa OIOHO WM 0OoJiee HECTEPOUIHEX [IPOTUMBOBOCHIAJIMTEILHEX
JIEKApPCTBEHHHX CPeOCTB BHOpaHH M3 TPYIINHE, COCTOANEeV U3 acOupuHa,

ndynpodpeHa, HalpoKCeHa, KeTonpodpeHa, neJieKokcuba " X
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KoMOMuHauuM. OmHO wMIM ©OoJiee HEeCTEepPOUIHHX MIPOTUMBOBOCIAIUTEJLHEX
JIEKAPCTBEHHEX CPEICTB MOXHO BBOIWTH B KOJMUECTBE OT OKOJIO 50 MDD
no okoJio 500 Mr pmo mnpueMa JIEKAapPCTBEHHOM OGOPME, ONMCaHHOM BHIe. B
OOHOM BapMaHTe peaju3aluy M300peTeHUsa CyOBeKT IpMHMMaeT 325 MDD
acuMpuHa IO IIpueMa JeKapCTBeHHOM (QOPME, OIMCaHHOM BHIIE.

[00539] B HekKOTOPHX BapMaHTax peajM3aluy M300peTeHusa Yy
CyDBEKTOR, KOTOPHBM II€pOpPalJIbHO BBOOAT OIHO WM ©Oo0Jiee HeCTEePOUIHEX
IIPOTUMEBOBOCIAJNIMTEJIEHEIX CPEenCTB (HanpuMep, aCIIMPUH) oo IpueMa
JIEKapCTBEeHHOM bopMeEL, ONMICaHHOM BHIIE, HabJmonanTcs Te Ke
bapMakKoKMHeTUMUEeCKMEe CBOMCTBA (HanipuMep, Cpax ¥n  AUC) Kak " Yy
CyDOBEKTOR, KOTOPHM  IIepopaJibHO BBOIOAT JIEKapCTBEHHYI bopmy,
OIIMCaHHy® Bhlle, ©0e3 BBeleHMSA OIOHOTO WM 0oJiee HeCTepPOUIHHX
IPOTHUBOBOCIIAJIMTEJILHEX CPelCcTB (HalpuMep, acIupMHa) .

[00540] B omHOM BapMaHTe peaM3aluuM MU300peTeHUSI CcyDOBeKTaM C
paccesdHHBEM CKJIEpO30M BBOOAT KallCyJly, colepxamyo 240 MmMr IIMO® nBa
paza B CYTKM, TakK uYTOo of0mas CcyTouHasa mHnos3a cocraejageT 480 wr,

InprnyuyeMm KalricylJia COOEepPXUT HeKOTOopoe KOJIMYeCTBO MUKPOTabJIeTOK,

comepxammMx OT oOKoJo 43% Macc. »Oo okoJjio 95% macc. (HaopmuMmMep, OT
okoJio 50% mMmacc. mo okoJo 80% mMacc.) MO oT MaACCH MHUKPOTaBJIEeTOK
ez KaKMX—Jmnoo IOKPHITUM . B IpYyIT oM BapuaHTe peaam3alnm

nzobpeTeHusa CyOBeKTaM C PacCesHHHM CKJePpO30M BBOOAT KalCyJly,
comepxamyrn 240 mr JIMO® Tpm paza B CYTKM, TaK UTO oOmasd CyTodHas
oosa cocrapJjdgeT 720 wMI, TOpMYeM KalcyJla COIepXUT HeKOoTopoe
KOJIMYEeCTBO MHUKpPOTaBJIeTOK, colepXalMx OT OKoJIO 43% Macc. OO OKOJIO
95% mMmacc. (HampuMmMep, oT okoJyio 50% Macc. mo okojo 80% macc.) IMO
OT MacCCH MHUKpoTabJeTok 0e3 KakUxX-JIMOO IMOKPHETHM. B OIHOM BapMaHTe
peanmzalumu wuU300peTeHMa MMKpOTabJIeTKM BHaudalJle IIOKPHTH 3allMTHBEM
[IOKPHTMEM, a 3aTeM IIOKPHTH 2HTEPOCOJIOOMIIBEHEIM I[IOKPHETMEM. B OIHOM
BapMaHTe peaJu3aluuu u300peTeHrMd Yy CyOBEKTOB, KOTOPHM BBOIAT
JeKapCTBeHHYID OQOpMy B BMIe KaIllCyJbl, HabJomaeTcsd OOMH WM OoJee
bapMakKOKMHETUUECKUX IIapaMeTPORB, OIMCAHHEIX BEHIIE.

5.4 [Iporpeccupyoas MyJIBTHUOOKAJIBHAS JIeMKOBHIIebalonaTmns
(IIMJT)

[00541] TIIporpeccupykllas MyJdbTHubOKaJbHasa JeUKozHIebasonaTus
(TIMJT) opencrTaBJgeT CcoBOoM ONMNOPTYHUCTHUUECKY MHOeKIMID MOo3Ta,

BHI3BaHHy® BHMpycoM JC (JCV). IIMJI BO3HUKaeT B OCHOBHOM Y MHIMBUIOR
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C HapymeHHOWM MMMyHHOM peakKlUMel ¥ Yy [HalMeHTOB, IIOJTY Y Ao
VMMYHOMOLOYJIATOPHYID TepallMilo, BKJKUYad HaTalusyMad. llpennojsiaraercd,
yTo IIMJI  4BJISEeTCA pPe3yJbTaTOM  CJIOXHHX  B3aMMOOEMCTBUM  MeXOy
OPraHM3MOM XO34MHa ¥ BUPYCOM, KOTOPHE IPUBOOAT K peakKTUMBaALUM U
My TalMM  JaTeHTHOTI'O apxeruia JCV B HeupoTpodmueckynw ©GopMy,
KOoTopasd MOXeT MHOQUMUIMPOBATH OJIMTOIOEHOPOLMTH B LIEHTPAaJIbHOM HepBHOU
cCucTeMe.

[00542] B KOHKpPeTHOM BapMaHTe peajM3aluM B M300peTeHUN
NIpeIJIOXKEeHO HabjoleHMe 3a IIalMeHTaMM M I[IPMOCTAHOBKA  JIeUeHMA
byMapaToM, ONMCaHHEM B OaHHOM OOKYMEHTe, TaKMM Kak
nuMeTrIIdyMapaT (Hanpumep, TECFIDERA®), npu NepBOM NOpU3HAKE WX
CUMIITOME, CBUIOeTeJIbCcTBylmeM o I[IMJI, M HeoOA3aTeJIbHO BHIIOJIHEHHKE
COOTBETCTBYyIIEeN IMarHOCTUUECKOW OLLeHKMU.

5.4.1 KoHTpoJss IpMBHaAKA WIM CHMMITOMa, CBUISTEILCTBYHIEI'O a
[IMJ

[00543] B KOHKpPeTHHX BapMaHTax peajuz3aluuu B U300peTeHUNU
NpenjoXeHo  HabJmwneHMe 3a HnaumeHToM C @ PC, KOTOpOro  JieuarT
byMapaToM, C LeJblo OOHapyXeHMd I[IepBOTO IIpM3HakKa WM CUMITOMA,
cBumeTesbCcTByKmero o I[IMJI. TUIMUHBEE CHMMIITOME, CBS3aHHEHe C [IMJI,
pasHooOpasz3HE M I[IPOTPEeCcCUpPYT B TeueHMe HeCKOJILKMX OHeV WIu
HeneJlb . [TousHaku W CHMIITOMEI, CBUIOETEJIECTBYIIOIME 0 MJI,
BKJIOUAT, HO He OI'paHUUMBAaACH UMM, CJeOylre TUINYHEE CHMMITOMEL:
Iporpeccupylmyn cylaboCcTb C OIHOWM CTOPOHH TeJla, HENOBOPOTJMBOCTE
KOHeUHOCTeM, HapylleHMe 3pPeH’Sa U W3MeHeHUSd MBIJIeHUS, [OaMAaATu U
OpUeHTaluu, OIpUBOOANME K  CIYTAHHOCTM CO3HAHMA UM M3MEeHEeHUAM
JIMUHOCTU . MoTyT OBTE TakXe 3aTPOHYTH MeHTaJibHad QYHKUMA, pPeub U
IOIBUTATEeJIbHEE OQYHKUMM. [JONOJIHUMTEJIbHEE CHMIITOMEL MOTYT BKJIOUYATH
aTakCcuo, YTpaTy KOTHUTHMBHOM OYHKIMMK, I[IOTepl 3peHMd, HapylleHUId
PaBHOBECHUA u KOOpPIMHALIUU u IoTEPL UYBCTBUTEJILHOCTH.
IIpoTrpeccHpoBaHMe HapylleHUM OOBUHO HOPUBOIUT K CMEepTU WM TIXKeJION
dpopMe MHBAJIMIOHOCTU B TeUeHMEe HeIeJlb WM MeCALEeB.

[00544] B omanmumMe OT pacCedHHOTO CKJepo3a npu I[IMJII penko
3aTparMBaeTCsad CIMHHOM MO3T WM 3PUTEJIbHEHE HEepBH. BMeCcTO 3TOTO, VY
OKOJIO TpeTM HNalMeHTOB HalOJmwOaeTcd [OTepd I[IOJIA 3PeHMId WK

KOPKOBasfg CJIeNoTa, ToTrma KakK elle y TpeTu IHalMeHTOB HablomanTcd
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MBMEHeHMA IIpollecca MHINJIEHMS WM [IoBemeHms (Dworkin et al., Curr.

Clin. Top. Infect. Dis., 2002, 22:181-195). Takxe B OTJIMUME OT

pPacCcedHHOTO CKJIepO3a paclipoCTpaHeHHEM CHMMIITOMOM ABJIAETCA
reMuriapes. oTU CVIMIITOMEI, Kakr IIpaBMJIO, IIOOOCTPEIE BHaudalJle u
MeIIJIEHHO IIpoIrpeCCrpynT. YacTo ITallMieHTEL 12 nx ceMbI IIePBEIMI

3aMedanT BO3HUKHOBEHNE IIMJI ¥m3-3a ¥W3MeHeHuM B CIIOCOOHOCTHU
BHIIIOJIHATE  OOBUHEE IOeVCTBMSA B IIOBCEOHEBHOWM  XM3HU, oaxe OO
UBMeHeHMM IOIpM HeBPOJIOTUMUYEeCKOM HMCcJemoBaHmm (cMm. WO 2007/100770,
oyHkT [094]).

[00545] B HeKOTOpPHX BapMaHTax peajlM3aluuy u300peTeHUI 3a
nauyMeHToOM C pPacCesHHBM CKJIEPO30M, KOTOpOoI'o JeduaT oGyMapaToM,
HaobJmonamnT C LIeJibio ODHapyXeHUA npusHaka ZNIZ! CHMIITOMA,
cBUImeTesibCcTByKmero o IIMJI y maumMeHTa.

[00546] B HEKOTOPEIX BapMaHTax peajaMszaluu  MU300peTeHnd
JleueHMe IalMeHTa ooyMapaToM I[IPMOCTaHAaBJIMBAKT I[IPKM II€pBOM IIPM3HAaKe
MW CHMIITOME, CBUIeTeJIbCTByKIeM O I[IMJI y mnalumMeHTa.

[00547] B onHOM EBapMaHTe pealM3aluM M300peTeHUs CIOCOOH,
npelcTaBJIEHHHE B OaHHOM  IOOKYMeHTe, OOIOJIHUTEJIbLHO BKJIOUAT
BHIMIOJIHEHME IOMATHOCTUUECKOM oleHku I[IMJI y »DauMeHTa IIPU IIePBOM
IpM3HaKe MJIM CUMIITOME, CBUIeTeJIbCTByKmeM O IIMJI y nauMeHTa.

5.4 .2 BHIIOJIHEHME OMATHOCTHUUYECKOM OLleHKM I[IMJI

[00548] B KOHKPETHHX BapMaHTax peajM3aluu B M300peTeHUU
OpenJsoXeHO BHIIOJIHEHMEe IMATHOCTHMUECKOM olleHkM IIMJI y DauMeHTa IIpu
[IEPBOM TIIPM3Hake WM  CHMIITOME, cBUOeTeJbLCTBYKMeM o IIMJII vy
nanumMeHTa. J[IMAarHOCTUUECKYI OILEHKY MOXHO BHIIOJHATE JIOOBM CIOCOO0M,
VM3BECTHEIM B OaHHOM o0BJIacTM TeXHWUKM, BKJOUAaS, HO He OTpPaHMUMBAasiCDh
M, MaTHUTHO-PE30HAHCHYIO TOMOT'PadmL (MPT) , oDHapyXeHMe IOHK
BUpyca JC B CIMHHOMO3TOBOM XuakocTu (CMX), oBHapyXeHMe IIJIOTHHX
ouarosB [IOBPEXOIeHN A feJioro BelleCcTBa c rnomombr  MPT, OlIeHKY
IpOTPEeECCUPOBAHMSA 3aboJieBaHUA VIV JIIOVYIO KOMOMHAa IO
BHINENIEPEUYNCIJIEHHOTO .

[00549] B KOHKpPeTHOM BapMaHTe peajmM3alumun uszobpeTeHus I[IMJI
OIMAaTHOCTUPYKT Ha OCHOBAaHMM KOMOMHALIWMA: (1) oBHapyxeHusa JTHK
eupyca JC B CMX; (2) IUJIOTHEIX OUYal'oB IOBpeXxIeHUs OeJIoOI'O BelleCTEa,
OOHapyXeHHHX C noMomeln MPT, m HeoOg3aTeJIbHO (3) IpOoI'peCCHUpYyRIeIro

TeueHMS 3abdojieBaHUA.
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[00550] Kak  omnmcaHO B WO 2007/100770, naToJormsa  IIMJI
TUNMYHE, BKJIOUaAd oOdalM OeMMeJIMHM3alUuM pPas3jIMdHOT'O pasMepa OoT
TOUEUHEIX YyYacTKOB OO o6JlacTeV B HECKOJBKO CaHTUMMETPOB. Ouaru
[IOBpeXOeHns, KaK I[IpaBWJo, [NOABJIAKRTCA B I[IOJyllapMAX TOJIOBHOTO
MO3T'a, peXe B MO3XeUuKe M CTBOJIe TOJIOBHOT'O MO3Ta M penko B
CIIMHHOM MO3TeE, XOTH OHU MOTYT [IOABJIATLCA roe YTOOHO.
OIUTOOEHOPOUUTE B IepudpepuuecKoM o00JlacTM, OKpyXawomey o00JacThb
oeMMeJIMHU3alunn, OKa3HBaKwTCA KpalHe aHOMaJIbHEIMH . Anpa DTUX
aHOMAJIBHHX OJIMI'OOEHOPOLUUTOER CONepXaT MHOT'O BUPMOHOB JC.

[00551] HexoToptre KJIMHUUEeCKMe NpU3HaAKA TIMJI IIOMO T aKT
OTJIMUUTL €€ OT IeMMeJIMHM3allMyM, CBSA3aHHOM C pacCesHHBM CKJIEPO30M.

5.4.2.1. MarHuTHO-pes30OHaHCHaa ToMorpadpma (MPT)

[00552] s OMaTHOCTUPOBAHMUA TIMJI MOXHO MCIIOJIL30BAThH
MarHUMTO-pPEe30HaHCHY ToMmorpadmio (MPT). Kak nokazaHo B Tabjauue 1,
CYWIECTBYIT IIpM3HakM odarop I[IMJI, KOTOPEE I[IOMOTAKRT OTJIMUMTE MX OT
ouaroB nOpyron sTtuoyorum (Post et al., Am. J. Neuroradiol., 1999,
20(10):1896-1906; Yousry et al., N. Engl. J. Med., 2006,
354 (9):924-933; Berger et al., Ann. Neural., 1998, 44(3):341-
349; Hoffmann et al., J. Neural. Neurosurg. Psychiatry, 2003,
74(8):1142-1144; Langer-Gould et al., N Engl. J. Med., 2005,
353(4):375-381).

[00553] B KOHKPETHOM  BapMaHTe peannsanmnum n3obpeTeHmnA
IMarHoCcTHuueckasd oleHka IIMJI y [naumMeHTa BKJIOUaeT oDHapyXeHMeE
[IJIOTHEIX OUaT'OB I[IOBPeXOeHMd OeJIoTO BemecTBa C nomombin MPT.

Tabauua 1. OTJIMUNTEJIEHOE OVaTHOCTUPOBaHMe pPaccesdaHHOTO

ckJlepos3a u IIMJII (B3gTO M3 WO 2007/100770, crp. 29-30)

PaccesiHHHI CKJIEpOS3 IIMIJT

B OCHOBHOM dokaJyibHOE, |[Inddy3HOE, B OCHOBHOM

MOXeT IIOJIHOCTBLR|IIOOKOPKOBOE, pelnko

3aTparlMBaTh TOJIOBHOM U|[[IepUMBEeHTPUKYJIAPHOE,
PacrniojoxeHmne

CIMHHOM MO3T', B OeJIOM U, |IpaKTUUeCKU BCerIa B
HOBEHIX 0OUYar'oB

BO3MOXHO, B cepomM|BeJioM BelecTBe, XOT4H

BellecTBe; MHOT' Oa HabJliomaeTcs

[TopaxeHUs 3amOHel|pacIpocTpaHeHre B cepoe

yeperHon AMKM|BeIleCTBO;
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HabJmomawnTca pelkKo JacTo BOBJIEKAeTCH
3anHAas yepenHad AMKa
(MO3XEUOK)
HeueTkue kKpasd,
Pe3xMe TpaHMULE, OQOPMH B|MHOMILTPALNU,
OCHOBHOM KpyTJIEE WM |HenpaBUJIbHAa g dbopwma,
naJjblieBUIHEE (ocobeHHO|pacHnojiaranTca Ha 0eJioM
IIePUBEHTPUKYJISAPHEE) , BelecCTBe, He
T'paHMLIE CJIMBAaKTCH c OIpYyTHMMU|PaCIpOCTPaHATC A Ha
OIOVHOUHBIMU ouaraMy, [cepoe BEelecCTBO,
MOTYT OEITH BOBJICUEHH|HAOBUTAIOTC A Ha KOpy
aCcCcoLMaTMBHEE BOJIOKHA TOJIOBHOTO Mo3Tra,
accouraTUBHEE BOJIOKHAa
pas3pylueH:
Onddy3HBI,
aCUMME TPUUEeCKUN,
paclIpoCcTpaHaeTCd
doKaJILHBIM, yBeJIMUueHre |[paBHOMEPHO, HeT CJAMUSAHUA
ouaroB B TeueHMe|C OpyTMMM ouaramu,
Tun nHelr/Heneln, 3aTeM|oTpaHuueH fopo3maMm
pacnpocTpaHeHud [yMeHbIleHr e pasMepa B|BesioTo BelecTBa, He
TeueHNe MecCslleB 3aTparmMBaeT Kopy
TOJIOBHOTO Mo3Ta,
HellpepHBHOE

IIpoIrpeCCrMpOBaHIME

MaccoBoTO sbbderTa He
OcTpre ouarm MOTYT|HabmonaeTcd oaxe oI
OEeMOHCTPUPOBATH OOJILIINX o4Uaros (HO
MaccoBEM 20deKT |onpenesIeHHEM MaCCOBHM|IpOllecc cJerka
sdberT HaoBuraeTcd Ha KOpy
TOJIOBHOTO MO3Ta)
T2-B3BeleHHad OCcTpErEe ouaru: |Indpdy3HEE
[IOCJIeIOBATEJILHO [TUIIEPUHTEHCUBHEM  LIeHTP, [TUIIePUHTEHCUBHEE,
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CTBb

M30OVMHTEeHCHVBHOE KROJIBEIIO,
oTIoeJIbHEE
TUIIEPMHTEHCVIBHEIE
CTPYKTYPE BHe KOJIBLa,
HO,HOCTpBIe/XpOHMT{eCKMe
o4darm: TUIIEPMHTEHCHMBHEIE,

HeT KOJIbLEeBOV CTPYKTYPH

HEeMHOTO yBeJIMYeHa
VMHTEeHCHUBHOCTE HeIaBHO
BO3HUKIINX oBJjlacTeM IO
CPaBHEHUIO co CTapuEMU
oBJjlacTamu, HeMHOT'O
HepaBHOMEPHHM cUuTHAaJ

VMHTEeHCUMBHOCTM OUaroB

OcTprle ouarm: KpalHe
TUIIOMHTEHCHBHEE (BOoJibmme|CiieTrKa TUIIOMHTEHCUBHEE
ouarm) WIu|C MOMeEHTa
VM30UHTEHCUBHEE BO3HMKHOBEHNS,
Tl-B3BemeHHas (MaJIeHbKME oyaru) , [MHTEHCUBHOCTE cCuUTHala
[IOCJIeIOBATEJIbHO |[YBeJIMUeHe MHTEHCUBHOCTHU|YMEeHbIIaeTCad CO BpPEeMeHeM
CTb CUTHajla CO BpeMeHeM IIpHUu Ha IPOTSXEeHUN
80%—-oM YMEeHBIIeHUU|TIOPaXeHHOM 00JlacTu, HeT
VHTEHCHUBHOCTHA CUTHaJlalofpaTHOT O V3MeHeHM A
(nmorepsa aKCOHOB) 3a|MHTEHCUBHOCTHU CHUTHala
okoJio 20%
I'MIIepHTEeHCBHOCTD
BoJiee 3aMeTHa,
HacTodlmee
pacropocTpaHeHMe
[locyemoBaTeJIbHO |[I'MIIEPMHTEHCHUBHEE, PE3KO
aHoMaJIbHOM oBjacTu
cTts FLATIR BEIpaXeHHEIe
BoJjiee YyeTKO 3aMeTHO,
yeM Ha T2-B3BEIIEHHHX
N300paXeHn IxX
OCcTpele ouaTrM: koMMIaKTHOEe|OOBUHO YCUIIEHU A HeT
PaBHOMEPHOE YCUIIeHNE, |[Daxe s ©OJIBIMMX
OCTpEIE Kpasd o4aroR, Yy
YCUuijleHue
llomocTpele ouaru: |BUUIIOJIOXU T eJIb HEIX
KOJIblleOOpa3HOe yCUMIIEHME [[IallMeHTOB BO3MOXHO
XPpOHMUECKME OUYal'M: HeT|HEKOTOopoe
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YCUJIEHN A nepubepruecroe
ycuieHue, OcCoOeHHO TIIpu

IIpOBeIEeHVNM JIEUEeHNMA

HeT o¢QokaJbHOM aTpoduu,
BozmMoxHa dOoKaJIbHAA|IIOCKOJILEKY

aTpodms BCJIENCTBME|PaCIpPOCTPaHARMUNC I
doxraJbHOM oerpalaluM|laToJIOTUUYeCKUN npolecc
ATpodmnd
DeJioro BellecTBa, Hes|cilerka HaoBUI'aeTCHd Ha

NpoTpecCUpoBaHms KOpy TOJIOBHOT'O MO3Ta

(pacTsaxeHre TKaHM)

5.4.2.2. TMCTOJIOTMYECKOE U BUPYCOJIOTMUECKOE MCCIJIeNOBaHME

[00554] B KOHKPETHOM  BapMaHTe peajlu3aluuyr  MU300peTeHud
IOIMarHOCTMUeCKad OlleHKa BKJIUaeT TecT Ha Hammuue [JHK Bupyca JC B
CMX mnaumenHtTa. IIP-aHajlM3 CIMHHOMOS3TOBOM XuigkocTu (CMX) Ha JITHK
BUpyca JC 4ABJIAETCH BHEHCOKOUYBCTBUTEJIBHEM U CIeUUMOUUHEIM TECTOM IJI4
oMarHocTupoBaHmMsa I[IMJI. ChoneuMdMUHOCTBL STOTO TecTa pocTturaetr 100%,
OpM 5STOM UYYBCTBUTEJBHOCTL KoJiebjerca oT 60% mo 90% (Henson et
al., Neurology, 1991, 41(12):1967-1971; Gibson et al., J. Med.
Virol., 1993, 39(4):278-281; Weber et al., AIDS, 1994, 8(1l):49-
57; Weber et al., J. Infect. Dis., 1994, 169(5):1138-1141; Vago
et al., J. Acquir. Imm. Defic. Syndr. Hum. Retrovirol., 199¢,
12(2):139-146). B craydasax, Korma OoJblMe KJIMHMUECKME I[IONO3PEeHMA
Ha IIMJI m oTpuLaTeJIbHEEe pesyJIbTaTeE MKccjenoBaHua CMX, I[TOBTOpeHME
TecTa OOBUHO TIIPUBOIOUT K OOHapyxXeHun [JIHK Bupyca JC. TaxkuM
obpasoM, IlIP-aHamms CMX Ha [THK Bupyca JC gBiasgeTrcd 2o0OeKTUBHBEM
CIIocofOoM IOMarHocTHUpobaHm4g I[IMII.

[00555] B OIOHOM BapMaHTe peannsanmum n300peTeHmnAd
IVMaTHOCTHMUECKasd OlleHKa IOOMNOJHUTEJIEHO BKJINUYAET TeCT Ha Hajluuue y
ranumMeHTa aHTUTEeJI K JCV. B OIOHOM acIleKTe n300peTeHmnd
IVMaTHOCTHUeCKasa olleHka I[IMJI y HalMeHTa BKJIOUYAET OLEHKY ColepXaHWus
aunTuTes k JCV B OMOJOTMUeCKOM OO0paslle OT NalilMeHTa. Kak OpaBuIlo,
anTuTeJsa k JCV B KPOBM MHAalMEHTORB, KOTOPHX JedaT GyMapaToM, MOTYT

YKas3EBaTkE Ha PUCK BO3HMKHOBEHUMA IMII B OynoyieM, a He ABJIARTCA
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OMATHOCTUUECKUM KpuTepueM I[IMJI camm 1o celbe.

[00556] B onoHOM acrnekTe M300peTeHUS IMarHOCTHMUYECKAas OlleHKa
[IMJI ¥y mnalMeHTa BKJUaeT OlleHKY pHucKa pasBuTudg I[IMJI y naumMeHTa C
[IoMOWBI CcIiocofa, BKIOUAKIETO TeCcT Ha Hajguuue aHTUTesd K JCV vy
nanuyMeHTa. B OIOHOM acllekTe M300peTeHud OUMaTHOCTHMUecKad oLeHka I[IMJI
Yy IHalMeHTa BKJIOUaeT OLeHKYy pHucKa pasBuruga I[IMJII y naumeHTa C
[IOMOIIBIO criocoba, BRJIOUAKIIETO TecT, OlLleHMB AU comepxaHue
anTuTeJs K JCV B OMOJIOTMUECKOM OO0Opaslie OT IaluMeHTa.

[00557] [Hnsa ob6HapyxeHud JCV HOOCTYINHO OOJIBIIOE KOJIMYECTBO
CEepOoJIOTUUECKMX TeCTOB, HalpMMep peaKlMd CBA3BBaAHMA KOMILJIEMEHTAa
(PCK), peaxkumu4a romaBJIeHU S reMarIJIoTUHALIUNA (PIIT'A) ,
VMMyHOQEPMEH THEIM aHams (1oa) , PanroOMMMyHOJIO TUU e CKUM aHaJms
(PVA), peakumsa armJIOTMHaAUMM YacTull, MWMMyHOQJIyopecueHuus (MO),
OIHOMEPHHIM panraJibHEM T'eMOJIN3 nu BEeCTEepPH-OJIOTTUHT .
UyBCTBUTEJIEHOCTD n ClIeuIUOUUHOCTH CUJIBHO pasianyanTCcA nJisa
Pa3JIMUYHEIX METONOB. DBOJIBIIMHCTBO MeTOONOB OynoyT OOHapyXuBaThk BCe
KJIaCCH aHTHUTeJI, ToI'la KaK HeKOTOPHEe TeCTH, HalpuMepPlA, WOA wu
no, MOTYT OHTHL IIPOBEeIEeHH  Tak, uTOo OymeT OOHapyXeH  OIMH
KOHKPEeTHHM KJjlacc, Hamnpumep IgM, IgG wmiam IgA.

[00558] B HEKOTOPEIX BapMaHTax peajau3alun n3obperTeHmA
naureHTy MOPOBOIAT TecT Ha JCV C MCHOOJb30BaHMEM MOUM, KPOBU WU/UJIN
CIIMHHOMOBTOBOM XuakocTu (CMX) naumeHTa. B KOHKPEeTHOM BapuaHTe
peannusaumnum n3obpeTeHmA TeCT BKJIOUAET nepuonnuueCcKum oTbop
0Bpas3loB KPOBM IallMeHTa, M3MepeHMe KoJMuecTeBa aHTuTesn IgG x JCV
B »TUX ofbpasllaXx M CpaBHeHMEe KOJMUeCTBa aHTUTeJl B obpaszlax Cco
BpeMeHeM. B OpyI'MxX KOHKPETHEX BapMaHTax pean3aluu MK300peTeHUd
TeCT BKJIKUAET M3MepeHMe KoJInuecTBa aHTuTeJ IgM k JCV B obpasliax
M CpaBHEeHUEe KOJUUeCTB aHTuTes IgM m IgG B 3THMX oOpas3laxX.

[00559] B HeKOTOpPHX BapMaHTax peaju3aluy KN300peTeHud TeCcT
oBHapyXMBaeT CEepOKOHBepcHi W/MiIM yBeJndeHue TuTpa JCV B Moue
U/UIV  KPOBM IalMeHTa U [OONOJIHWTEJLHO BKJoOUYaeT oTOop obpasla
CIIMHHOMO3TOBOM KUIOKOCTU nanureHTa, ecIm CpaBHEeHNE
[IocJyenoBaTeJIbHEIX 0Bpas3LoB MOUU n/viam KpPOBU YKas3eBaeT Ha
CEPOKOHBEPCHID W/WIM  yBeJUUeHUe THUTPA JCV; M  HUCCJIenoBaHue
CIIMHHOMOBTOBOM XMIKOCTM Ha HaJluuuMe aHTUTes k JCV.

[00560] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd
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IMarHOCTHMUeCKasd OlleHKa BKJOUYaeT TeCcT Ha KIMHMUYeCKHMe U/WiInu
pamnoJIioTUuUYecKMe CHUMITOMEL [IMJI. B HEKOTOPHX BapMaHTax pealm3alluu
n300peTeHnd orpenejieHUE KJIMHUUYE CKUX CHUMIITOMOB BKJIIOUAET
onpenejieHMe HOBHX WIM YXYONAaKINUXCSI HEBPOJOTUUECKUX CHMITOMOB. B
KOHKPEeTHHX BapmUaHTax peanmmsaluuy  MU300peTeHusd HEeBPOJIOTUUECKHUE
CUMIITOMEL  BKJIOUAT OOMH wWJIM 0oJiee M3 LEeHTPpaJIbHOM  CJIENOTH,
CIIyTaHHOCTM CO3HAaHMA, M3MeHeHUM JIMUHOCTM U IUCKMHEe3MM. B IpyTrux
BapMaHTax pealusaluy M300peTeHUsa OlIpelelieHre  paluoJIoTUUeCKUX
CHMIITOMOB [IMJI BKJIIOUAET BEIIIOJIHEHME YCUJIEHHOM Gd MaTr'HUTHO-
Pe30HaHCHOM ToMoTpadum.

[00561] B onHOM BapMaHTe peajmM3aluM U300peTeHUsa IIPpOBOIOAT
TecTH Ha JCV B MoOue, KPOBU U/UJIM CIOMHHOMO3TOBOM KUIKOCTU
naumveHTa. B KOHKPETHOM BapMaHTe peanin3saumm n3obpeTeHmsd
HabooeHVe BKJIYAET IIepUOoIMYecKUuM oTOop o0pas3lioB KPOBM HalMeHTa,
M3MepeHre KoJuduecTBa aHTUTesg IgG xk JCV B »sTHMX ofbpasuax u
CpaBHeHME KOJMUeCTBa aHTUTeJl B obpa3lax CO BpeMeHeM. B HEeKOTOPHX
BapMaHTax peaju3alur U300peTeHUusa TeCT OOINOJIHUTEJIBHO BKJKUYaeT
MU3MepeHue KoJMuecTBa aHTUTesl IgM k JCV B ofOpa3laxXx M CpaBHeHUe
KoJMuecTe aHTUTesn IgM um IgG B »THX ofOpaslax. B OODHOM BapMaHTe
peaqm3zaluy M300peTeHUd IIpM HabJIoIeHUM ODHaApYyXMBAKT CEPOKOHBEPCUI
/U yBeJMdyeHMe TuUTpa JCV B Moue M/MIM KPOBU IHalMeHTa U
oTdHupanT obpasel] CIIMHHOMO3T'OBOM KUOKOCTU nauveHTa, ecnmn
CpaBHeHMe IIoCJIefOBaTeJIbHHX o00pasloB MOUM M/MJIM KPOBU YKas3HBaeT
Ha CepoKOoHBepcuil U/MiIM yBeJIudeHue TuUTpa JCV; Y  UCCIJAeOyrT
CIIMHHOMO3TOBYI XMIKOCTEL Ha HaJmume JCV.

[00562] B onHOM acrnekTe Mu300peTeHUS IMarlrHOCTHMUEeCKas OlleHKa
[IMJI y HnaumMeHTa BKJIOUAETOLIeHKY pUcCka pasButuga IIMJI y [HoaumMeHTa C
nmoMomeio crocoba, BRJIOUAKIIETO OIpelNejyieHMe TUTpa aHTuTesn k JCV B
OMoJIOTUUeCKOTO obpa3lie, I[OJYUEeHHOM OT I[DallMeHTa, I[IpuueM IIallMeHT
paHee He IoIBeprajica OeMCTBMI MMMYyHOCYIIPECCUBHEIX CPeOCTB; IIPpU
STOM, €CIM YCTAaHOBJIEHO, UTO THUTP BHIEe 3apaHee 3alaHHOTO YPOBHA,
HalpMMep BBIIE »TaJIoHHOoTO YypoBHs 0,7, 0,8, 0,9, 1,0, 1,1, 1,2,
1,3, 1,4 wmm 1,5, cuMTamnT, UTO IHalMeHT UMeeT BHCOKUM PUCK
pazeuTHga I[IMJI, a ecaM YCTaHOBJIEHO, UTO TUTP pPaBeH WIM HWXe
3apaHee 3alaHHOTO YPOBHMA, HalpuUMep pPakBeH WIM HKWXe 5STaJIOHHOTO

ypoBHs 1,5, 1,4, 1,3, 1,2, 1,1, 1,0, 0,9, 0,8 mum 0,7, cumrTawoT,
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UTO MNalMeHT MMeeT HUBKUM PUCK pa3BuTma IIMJII.

[00563] B oIOHOM acrnekTe M300peTeHUS IMarHOCTHMUYEeCKas OlleHKa
[IMJI ¥y mnalMeHTa BKJUaeT OlleHKY pHucKa pasBuTudg I[IMJI y naumMeHTa C
INOMOIIBK chnocoba, BKIOUAKIIETO OIpenejieHre TUTpa aHTuTteJag kK JCV B
OBYX MM 0OoJiee OMOJIOTUUeCKMX o0paslax, I[IOJIYUEeHHEX OT I[allMeHTa 3a
onpeneJieHHHM Iepuon BpeMeHu (Hanpmumep, 2, 3, 4, 5, 6, 7, 8, 9,
io0, 11, 12, 13, 14, 15, 1e, 17, 18, 19, 20, 21, 22, 23, 24 wm
foJjlee MeCHdleRB); IIpPMUEM €eCJM YCTaHOBJIEHO, UYTO TUTP OOJIblle HYJIA,
HO HWXEe WJIM PaBeH 3apaHee 3alaHHOMY VYPOBHK, HalpMMep HWXe WU
paBeH »TajloHHOMYy YypoeHO 1,5, 1,4, 1,3, 1,2, 1,1, 1,0, 0,9, O,8
mwmwm 0,7, B IOBYX wWiIu 0oJiee obpaslax, CUMTaeTCsd, UYTO Yy IalMeHTa
MEHBIIMM PUCK pa3BuTua I[IMJI, a ecJM YCTaHOBJIEHO, UYTO TUTP BHIIe
IpelBapUTeJIbHO 3alaHHOT'O YPOBHSA, HalpPMMep BHIIE STaJIOHHOT'O YPOBHA
o,7, 0,8, 0,9,1,0, 1,1, 1,2, 1,3, 1,4 wmwm 1,5, B OBYX miamu OoJee
obpasllax, CUMTaeTCsa, UTO Yy IalMeHTa OOJbMUM PUCK paszBuUTmUS IIMII.

[00564] B opnHOM aclHnekTe Mu300peTeHMS IMATHOCTHMUEeCKas OlleHKa
IIMJII  y HmDauMeHTa BKJKUaAeT OlpelelJleHVMe pPUCKa passutuga I[IMI vy
mauyeHTa C IIOMOWEBK  CIocoba, BKJIOUAKIETO  OLIeHKY  COIOepXaHuA
anTuTeJ Kk JCV B OMOJOTMUeCKOM oOOpaslle. Crnocod® BKIKOUAET OIOHY WU
HoJiee WJIIN BcCe nus CJIe OVIOMMX crTaigui, B KOTOPHIX (cM. WO
2012/166971) :

(a) TOTOBAT TIEPBYKL PeaKIMOHHYK CMeChb, CoIepXallyld IIepBY
aJIMKBOTY ofbpa3ua u cydbcTpaTa, Ha KOTOPOM pPacloJIOXeHBl HPVLP
(BEICOKOOUMIIEHHA A BMpycomnonoOHasa JacTulla, TJIaBHBEM obpasoM
cocrTosdlas M3 OCHOBHOT'O KallCMOHOTO Oejyika VPl Bupyca JCV) ;

(b) omnpenensoT ypoBeHb aHTHUTesdl kK JCV, CBS3aHHEX C YKa3aHHBEM
cybcTpaToM, Ha KOTOpPOM  pacrojioxeHs  HPVLP, HalpuMep, Iy TeM
onpenejyieHusd comepXxaHmsa MeueHOT'O peareHTa oS OoBHapyXeHUH,
HaopuMep aHTuTesa k 1gG, MeueHOTO (GepMeHTOM, CBS3aHHOTO C
aHturesijoMm k JCV, CBA3aHHEM C YKa3aHHEM CyOCcTpaToM; OlleHuBas
TakyM ofpa3oM YpOBeHb aHTUTes k JCV B oOpa3ue (crnocob MOXeT
BKJIOUATH YCTaHOBJIEHNE VI [IPMCBOEHNE obpas3uy 3HAUYEHUS,
YKa3eBaniIeIro Ha YPOBEHb AHTUTEJI K JCV, KOoTOpOEe MOXHO
VCIIOJIE30BaATE B BapMaHTax pealr3alluu M300peTeHus OJS OIpellel]IeHU S
TOT'O, HeOOXOIVMMO JIM INepexXOIVThb K OOMNOJIHUTEJIBHHEM CTaguaM crocoba,

HalpuMep, K cTaIuu (C) HUXe); U
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(C) TOTOBAT BTOPYH PeEaKUMOHHYK CMeCh, COOepXallyln BTOpYD
AMKBOTY oOOpaslua u HPVLP B dasze pacTBOpa, U OIPemesyiIdnT YypPOBEeHDb
HeCBA3aHHOTO aHTuTeja kK JCV B yKasz3aHHOM BTOPOM peaKUMOHHOU
CMeCcH, HalpuMep IOyTeM olpenejieHMAa aHTUTesg K JCV, CHOOCOOHHX K
CBABHEHBaHMI C CybcTpaToM, Ha KOTOPOM paclioJjioxeHel HPVLP (croco6
MOXeT BKJIOUATL YCTAHOBJIEHME WM I[IPUCBOeHMe oO0pa3ly 3HaueHUd,
yKasHBaKIero Ha CTeleHb, OO0 KOTOpoM MHKyOMpoBaHMe c HPVLP B dase
pacTBOopa YyMeHBIlaeT YPOBEHb HeCBSA3aHHOTO aHTUTesa kK JCV BO BTOpPOM
PeakKLMOHHOM CMecCH, IpMUeM 5TO 3HadeHMe MOXeT pacCMaTpMBaTBCH Kak
MHITUOMPOBaHME, MHIMOMPOBaHME B I[IPOLEHTax WM TOMy I[IOHOOHOe),
OlLleHUBaAd TakuM oOo0pasoM YypOBeHBL aHTUTeJ K JCV B ofOpasle.

[00565] B BapmaHTe peannsanmum n300peTeHmnA Crioco®
IOMOJIHUTEJILHO BKJIOUAeT CTaluio, B KOTopoi (cM. WO 2012/166971):
(d) TOTORAT TPEeTh PeaKIMOHHYI CMeChb, COIepXallyld TPeTbl aJIMKBOTY
B YCJOBUAX, KoI'la aHTUTeJyla k JCV B oOpasle He cpBaA3aHH ¢ HPVLP
WY  OpyI'MM aHTUMT'eHOM M OlpelesidioT YypoBeHb aHTuTejla k JCV B
TpeThbel peaKLUMOHHOM CMeCH, HalpuMep IIyTeM OINpeleljleHMd aHTUTeJ K
JCV, CHOCOOHEX K CBA3HBaHMID C CyOCTpaToM, Ha KOTOPOM pPacIIOJIOXEeHE!
HPVLP. MuTubupoBaHme W MHITUOUPpOBaHUE B IpoleHTax MOXHO
pPaccuMTaTh Kak OQYHKUMIO CTeleHM OO KOTOpOoM HUHKyOMpoBaHue C HPVLP
B ¢dasze pacTBopa (crammsa (c)) yMeHbMaeT KOJUUECTBO HECBA3aHHOTO
aHTuTeJsa k JCV IO CpaBHEeHMI C pe3yJibTaToOM Ha cTaiuu (d) .

[00566] B onoHOM acrnekTe Mu300peTeHUS IMaAarlrHOCTHMUEeCcKas OlleHKa
IIMJI y [nauMeHTa BKJKUYaeT CIOCODO OLeHKM pHucKa passutua I[IMII vy
nauyeHTa, OpUUeM CIOCOO BKJIOUAET:

omnpelleJleHVMEe THUTpa aHTuTeJla K Bupycy JC (JCV), BHpPaXeHHOTO
kak noD, okaszsaTelb WM B OPYI'MX  eIVHUlax, I — OPpYTHUX
XapaKTEepUCTUK, TakKux Kak addMHHOCTL WMIM aBUIOHOCTL, BHPAXEHHHES
KakK MHIMOMpOBaHMe (B I[POLEHTax), B aHaliM3e IIOATBEPXIEHUSA aHTUTEJ
k JCV B OuoJoTMUecKoM oOpaslle, IIOJIYdeHHOM OT IallMeHTa, "
CpaBHeHMEe THTpa W/UIM WVHIUOUMPOBAHMA (B MNPOLEHTax) WM OQYyHKIUU
oBeMxX BeJIMUMH C [NPeIBapUTEJIbHO 3alaHHEM 3HaUeHMEM.

[00567] B oOHOM BapMaHTe peajmM3aluy W300peTeHus CIocob
OLIeHKM PpHCKa paseutudg I[IMJII y HDalMeHTa OOIOJIHUTEJILHO BKJIIOUYAET
MCcCJenoBaHye CHBOPOTKM WM ILJIasMel ofpaslla Ha o00a aHTUTesla 1gG M

IgM x JCV ® HauaJo JeueHusa ©(yMapaToM, e€CJiM B CHBOPOTKe WU
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jasMe He OOHapyXeHB 00a a”HTuTesa 1gG m IgM x JCV.

5.4.3 Jleuenune I[IMII

[00568] CoofmaJjiocs, uTo KJIE TOUHHIM peLenTop K JCV
OopeIcTaBJIgeT CODOM pelenTop CcepoToHMHa b-HT,x (Elphick et al.,
Science, 2004, 306(5700):1380-1383). Takxe Openmnojarajlocb, UTO
aHTATOHUCT 5HTZ2, MUPTa3alnH MOXeT OBITE 20beKTMBHEM nJis
OpodUIaKTUKM MM JeueHusa IIMJI (Verma et al., J Infect Dis., 2007,
196(5) :709-711) .

[00569] T'ekcameunokcunponuiauunoposmup (CMX001) Taxkxe OBLI
M3yUeH KaK BapMaHT JiedeHusa pjag JCV (Gosert et al., Antimicrob.
Agents Chemother., 2011, 55(5):2129-2136) BCJIEOCTBHUE ero
CIIOCOBHOCTM TOoHaBJATE JVC OIyTeM I[IOIaBJIeHUS PellIMKaluM BUPYCHOU
IOHK.

[00570] Coofmangock, UYTO MedIOXMH OJOoKMpyeT permraumio JCV,
He OKas3HBaAd S3HAUUTEJIEHOTO TOKCUUECKOTO nelicTBUA " npu
KOHIeHTpaluax, OOCTWXMMEIX B LeHTpaJIbHOM HEPBHOM CHUCTeMe. XOT4
coofmaliucCh ciydam  YCIemHOTo JiedeHusa [IMJI  MedJsioxyMHOM y  BUU-
MHOMUIMPOBAHHEIX M IpyI'MX IIalMeHTOBR (HamopuMmep, Young et al., Ann.
Acad. Med. Singap., 2012, 41(12):620-624), cJiayyau MCIIOJIL30BaAHUSA
MedJIOXMHa C  HeOJIaT'oIIoJIYUHEIM MCXOIOM IOJId JleueHusa IIMJI  Takxe
coobmanucek (Clifford et al., J. Neurovirol., 2013, 19:351-358;
Tyler et al., J. Neurovirol., 2013, 19(4):311-313).

[00571] B cooTBeTcTBMM CO crnocobamy, MOpencTaBJIEHHEMM B
OaHHOM JIOKYMeHTe, KOI'Ia IMalHOCTHMUeCcKas oleHka I[IMJI yka3eHBaeT Ha
IIMJI v TmalMeHTa WM Ha IIOBBIIEHHHM PUCK pasBuTua IIMJI y oaluMeHTa,
crioco6 IO OaHHOMYy M300peTeHMI MOXeT IOOIOJIHUTEJIBHO  BKJIOYATH
BBelleHMe IallMeHTy  TepalleBTUYeCKOI'0 al'eHTa OJd JIedeHUs WU
OIPOPUITaAKTUKNA IMJI. Takoe TepalleBTUYeCKOe CpencTBO MOXeT
IpelICcTaBJIATL COOOM TepalleBTUUEeCKOe CPpeICTBO, M3BeCTHOe B HOaHHOU
obJjiacTu TeXHUKN . B HacTodllee BpeMsa HeT OOKas3aHHOTO
MeIVMKaMeHTO3HOTO JiedeHuda I[IMJI. OnmHako, OBUIM MCCJIEODOBAHE pPa3JIMUHEE
JIEKapCTEEeHHEE npernapaTH, BRJIOYA A aAUVKJIOBUDP, UIOKCYPUIVH,
BuOapabuH, aMaHTaIVH, alleHMHapabUHO 3N, UMTO3UHAPaBMHO 3L
(MnTapabuH, TaKXe M3BeCTHHM kak ARA-C), umMnodoBuUp, HUHTepdepoH a,
VHTEepPJIeNKNH-2 (nji-2), SUOOBYINH, KaMIITOTELNH, TOIIOTEKAH,

MedJIOXMH ¥ MUPTas3alrH (Koralnik, Curr. Opt. Neurol., 2004,
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17(3):365-370; Dworkin et al., Curr. Clin. Top. Infect. Dis.,
2002, 22:181-195; Seth et al., J. Neurovirol., 2003, 9(2):236-
246; Collazos, CNS Drugs, 2003, 17(12):869-887; Mamidi et al.,
J. Neurovirol., 2002, 8(3):158-167; Przepiorka et al., Bone
Marrow Transplant, 1997, 20(11):983-987; Redington et al., Arch.
Neural., 2002, 59(5):712-718; Padgett et al., Prog. Clin. Biol.
Res., 1983, 105:107-117). TaxkuMm oOpa30M, B KOHKPETHOM BapuaHTe
peaamuzalumm n300peTeHNnd TaKou TepaleBTUUECKUN areHT MOXeT
opencTaBJIaATeL cobow BAAPT, allMKIIOBUP, MIOOKCYPUINH, BUIOapabuH,
aMaHTaIVH, aleHMHapabOMHO3ZMUI, LUMTO3UMHaAPpaOMHO3MI (LUTapabuH, TaKxXe
M3BECTHEM kak ARA-C), uunod®oBUp, UHTepdepOH a, UHTEPJeVKUH—2
(Ui-2), SUIOOBYIOVH, KaMIITOTeLuH, TOIIOTEKAaH, XJIOPIIPOMa3UH,
KJIO3alluH, 3UNPacuUnoH, PUCIIEPULOH, OoJIaH3aluH,
rekcamequJokcunponminmoodpormp (CMX001), MedJOXMH MIM MMPTa3alMH.

[00572] B onOHOM BapMaHTe peajgu3aluMu MU300peTeHMsa, Korga
OIMarHOCTUUEeCKAas OlleHKa YKa3HBaeT Ha HajJmume  IIMJI, CIIoCco0BHI,
opencraBJIeHHEEe B  OaHHOM TOKYMEHTe, BKJIIOUAIT IIPOBeOeHMre IO
MeHbIer Mepe OIHOTO JieueHMs IIMJI, BHOPAHHOTO M3 BHYTPMBEHHOM
Tepalun VMMMYyHOTJIOOYJIMHaMM, mnaszsMadpepesa u IPOTUBOBUPYCHOM
Tepalnu. B HEKOTOPEIX BapuaHTax peanmzalunu n300peTeHnd
IPOTUBOBMPYCHAaSA Tepalusa BKJOUAeT BBeIeHMe II0 MeHbIel Mepe OIHOM
TepalleBTUYEeCKU sbdekTUBHOM IO 3EL IIPOTUBOBUPYCHOT'O areHTa,
BHIOPaHHOTO M3 LMUTO3MHapabMHO3MIOA (umTapabuHa) , uunodpoBUpa U
aHTaT'OHMCTa CepOTOHMHA.

[00573] B 1nmaHHOM M300peTeHUM IIpPelJIOXKeH CIOCOD [IPpUMMEHeHM
byMapaTa, OINMCAHHOT'O B IOAHHOM HOOKYMeHTe, IJIA JlIeueHUS IaluMeHTa C
paccesdHHEM CKJIEPO30M IIyTeM oTOopa of0pasla KpoBM Yy [allleHTa;
MCCJIenoBaHua ofOpaslia CHBOPOTKM MM ILJIa3Mbel Ha HaJlnduMe aHTUTes 1gG
k JCV; Hauajla JiledyeHUs I[allMeHTa ¢QyMapaToOM B CJllydae, eciIu obpas3el
He comepxuT aHTuTesia 1gG x JCV; HabJomeHMA 3a IHallMeHTOM C LeJbi
OOHapyXeHUs [IPU3HAKOB W CHUMIITOMOB OpoTpeccupyKmen
MyJIE THOOKAJIBLHOM JeVkosHIebasonaTUM" ; u IpepHBaHU g BBEeIeHMA
byMapaTa IOpM HaJIMUYMM [IPM3HAKOB WJIM CHMMITOMOB IIMJI.

[00574] B o@mHOM aclekTe u300peTeHUsa oplaHM3allMad, HalpVuMep
MeOUUMHCKOE yupexneHue, nojiydaeT nHbopMaLMK O pe3yJbTarax

aHaJiM3a Ha aHTuTesila k JCV, OIDMCaHHOTO B ITaHHOM JOKYMeHTe, U B
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COOTBETCTBUU C IOJIYyUYeHHOM nHbopMaLmemn HaszsHadvaeT naumueHTy
JIeueHne, OIIMCaHHOe B IaHHOM JOKYMeHTE.

[00575] B 1OpyroM acrekTe uU300peTeHMd MallMeHTyY BHIIOJIHSAT
aHagus JCV, ONMCaHHBEM B OaHHOM IOOKYMeHTe, a 3aTeM IIallMeHTa JeuaT
Ha OCHOBaHMM pPe3yJIbTaTOB »TOT0 aHalM3a. Takum obpasoM, HallpuMep,
ecau aHaJM3 Ha JCV oTpullaTeJIbHHM, JedueHre ¢pyMapaToM MIPOOOJIKAT,
VI HauMHaoT, VI BO30OHOBJIIAKT (ecym JieueHme byMapaToM
[IPMOCTAaHABJIMBAKT IIpU IIepBOM IIPM3HakKe WM CcuMIITOMe I[IMII) .

5.5 KimMHMYECKMNM aHalIu3 KpPOBU

[00576] B KOHKPETHHX BapMaHTax peajus3aluy B U300peTeHUN
IpenJIOXEHO BHIIIOJIHEHUE KJIMHUUECKOTO aHaJmsza KPOBU (KAK) ,
BKJIIOUAKIETO UYMCJIO JUMOOUMTOB, IIOCJIe 6 MeCsdlleB I[IOBTOPAKRIEIOCH
BBEeIOEeHMA bapmalleBTHUUECKOMN KOMITO 3ULIUN, ONIMCAaHHOM B OaHHOM
IoKyMeHTe (HampuMep, TECFIDERA®), naumenty c PC, ¥ KaxoHe 6-12

MecdleB IIOoCJle HDToro. B OIOHOM BapMaHTe pealM3aluM KU300peTeHusd

BBeIeHUe bapMalleBTHUUECKOM KOMIIO 3L (HanpuMep, TECFIDERA®)
IpepHBaKRT, KOoT'Da UYMCJO JMMOOLMTOB Yy [NalMeHTa COoCTaBJIdeT MeHee
0,5x10°/;1 Ha NOpPOTSXeHMM Oo0Jiee MEeCTM MecdleB. B KOHKPETHOM
BapMaHTe pealM3aluy B U300peTeHUM OPEeNJIOXKEHO WM3MEpeHMe uucJa
JIMMQOLMTOB Yy IalMeHTa OO MCUE3HOBEeHMSA JIMMOQOIeHMM Yy  BTOTO
mauyeHTa.

[00577] KAK, TakXe M3BECTHHM Kak OOMMM aHalu3 KPOBU, IIOJIHLIM
aHaJms3 KpPOBU (FBC) JZNgRZ! [IOJIHOEe MccjlegoBaHMe KPOBU (FBE) ,

OpencraBJigeT cobo¥ wuccjeloBaHMe KpoBu. KAK maerT wuHboOpMaLMO O

Tpex Oof0mMX THUIax KIJIeTOK, LUPKYJUPYRIMX B KpPOBOTOke:  OeJhX
KPOB SHEBIX TeJlblax (mevikouuTax) , KpaCHEX KPOB SIHBIX TeJiblax
(spUTpOUMTAX ) ¥  KPOBAHEIX  ILJIACTUHKAaX (TpoMboOLUUTAX) . B KAK

omnpemesyiglT KpacCHHEe KpPOBAHHE TeJlblla, 0OeJiEle KPOBAHHE TeJblla,
TeMOTJIOOMH, TeMaTOKPUT UM TPOoMOOLUMTH. OlLeHKa OeJHX KPOBAHHX TeJlell
opu OpobBeleHuy KAK MOXeT BKJIOUATL UMCIJIO O€JIHX KPOBAHHX TeJIell,
KOTOpOe MpelCcTaBJigeT coboM oflee KOIMUECTBO OeJEX KPOBAHBIX TeJlell
B oOpasle KPOBM MHIMBMIA, M MOXeT Takxke BKJOUATL OIpeleljleHue
oupdepeHuralia OeJIHIX KPOBAHHEX TeJjlell, T. €. YCTaHOBJIEHME U
omnpenmejyleHMe KOJMUeCTBa Pa3JIMUHEX TUIIOB OeJIHX KPOBSHEX TeJell,

TaKMX Kak J'H/IM(]_)OLU/ITBI, MOHOLMTEL, Hef/ITpoq)MJIbI, SOSMHO@MHBI n
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Bazodpniel. OLeHKa KpPaCHHX KPOBAHEIX TeJiell IIpK OpoBeleHuM KAK MoxeT
BKJIOUATE  OlpenejieHMe oO0mMer0  uUMcjla KpaCHHX KpPOBAHEIX — TeJiell,
reMoITJIoBMHa, TeMaToOKpUTa, cpemHero o0BeMa DBpUTpolLuUTa (MCV) ,
CpeIHeTro D2PUTPOLMUTaApHOTO TIeMoTJiobmHa (MCH), cpenHeV KOHIEHTpaluM
reMoTJioOMHa B spuTpoumTe (MCHC), paclhnpelelleHuMS BSPUTPOLUTOBR II0
o0weMy (RDW) ® umcia pPeTUKYJIOUMTOB. OleHKa TPpOMOOLUUTOER IIPU
npoBeleHur KAK MOXeT BKJKUYATH OlIpenejieHMe uKcjia TPOMOOLUTOB,
cpenHero oObeMa TpoMOoUMTOBR (MPV) u pachopenejieHusa TPOMOOLMTOB IIO
o0 BeMy (PDW) . AHOMAaJILHO BEICOKOE WMJIM  HM3KOEe  UMCJIO KJIETOK
KOHKPETHOT'O THUIla B KPOBOTOKE MOXET yKas3HEBaThb Ha HaJuuMe Jiexamero
B OCHOBe MEeIMUMHCKOITO [NaTOJIOTMUECKOI'O COCTOAHUA.

[00578] Kaxk MOXHO I@IPOBOIOMUTL C MCIOJIbB30BaHMEM CIIOCOOOE,
XOpOoWlO MB3BECTHHX B IOaHHOM oB8JacTM  TeXHUKH, KOTOPEE MOTYT
BKJIOUATE 3abop obpaslila KPOBM IIOCPEOCTBOM BEHOIYHKLMM, IIOMeleHNe
KPOBM B IIPOOMPKY, COLOEpXallyld aHTUKOATYJIAHT, UM I[IOLCUEeT KPOBAHHX
KJIETOK BPYUYHYK WMJIM C I[IOMOWBI aBTOMaTMUECKOI'O aHajJm3arTopa (CcM.,
HanpuMep, Buttarello and Plebani, Am. J. Clin. Pathol., 2008,
130(1):104- 116).

[00579] B KOHTPOJMPYEMOM WM HEKOHTPOJMPYEMOM KJMHUUECKUX

MCCJIegOBaHUAX TECFIDERA® y 2% [nauMeHTOB HabBOOalIoCh YU CJIO

JIUMOOLMTOB, CocTabidnmee MeHee 0,5x10°/j1, B TedeHUe II0 MeHBIIEN
Mepe mecTM MecdalleB. Y 2TUX [NalMeHTOB UMCJIO JMMPOLMTOB B OCHOBHOM
ocTaBaJiock MeHee 0,5x10%/J1 OpM OPOINOJIKEHUUM Tepallin.

5.6 T'pynmns IallMeHTOB

[00580] [lpM  MCHOOJIB30OBaAHMM B IOAHHOM HOOKYyMeHTe, TEPMVHEL

LITauvieHT>» u KCYOBEKT» MOTYT VCIIOJIE30OBATECHA B3alMMO3aMeHAEMO .

dyMapar, ONMCaHHHMN B DaHHOM  IOOKYMeHTe, BBOIOAT CcyBneKTy,
HyXIaomeMycsa B 25ToM, CcyOrekTy ¢ PC. B KOHKPETHOM BapMaHTe
peanmzanmum n300peTeHnd y YKa3aHHOT O cyBnekTa BpauoM

orarHocrTupoBaH PC.

[00581] B HekOTOpPHX BapMaHTax peajm3aluy Kn300peTeHMA GopMa

paccesHHOTO CKJIepo3a npencTaBjsgeT coBou pPeEMUTTHUPYIOME —
PEelVAVBUPYIOMUN , BTOPUYHO IpOoTpeCcCUpyIommn, TIePBUYHO
IPOTPeCCUPYIOMUMT NI XPOHUYECKN IpoTpecCUpyImi paccesaHHBN
CKJIepOo3. B oOOHOM BapuaHTe pealu3alluM W300peTeHrsa MIalueHT C
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pacceaHHEM CKJIEPO30OM npencraBjsgeT cobon nauyveHTa C
peuuIuMBMpykRmen dopmon  PC. B KOHKpeTHOM BapMaHTe pealus3alnu
n300peTeHMa Yy HallMeHTa HabjowiaeTcd PeMUTTHUPYHIE-PelINBUDYINA
PC (PP-PC). B IOpyI'OM KOHKPETHOM BapMaHTe peajiM3aluy U300peTeHUd
y TnallMeHTa HabJomaeTcsa BTOPUMUHO-NpoTpeccupyiommui PC (BI-PC). Eme
B OINOHOM KOHKPETHOM BapMaHTe peaM3aluy WM300peTeHMsa Yy alMeHTa
HabJogaeTcsa OpoTlpeccUupyile-peluInBupyommur PC (IIP-PC) .

[00582] B omDHOM BapMaHTe pealM3aluM MU300peTeHUd IalMeHTKa
He saABJideTcsa OepeMeHHOM. B OpyTr'oOM BapMaHTe pealv3aluv M300peTeHUs
IalyeHTKa He SABJISETCS KOPMAMEN MaTephbl.

[00583] B omHOM BapMaHTe pealiM3aluM U300peTeHMd Yy HalueHTa
HeT IMUIEPUYBCTBUTEJILHOCTM K QyMapaTy, TaKOMy KaK IuMeTuidymMapart,
BBOIVMOMY B criocobax, ONMCAaHHEX B OAaHHOM  IOOKYMEHTE. B
OOIIOJIHUTEJIEHOM BapMaHTe peaM3aluy M300peTeHMAa VY DalMeHTa HeT
TUIIEPUYBCTBUTEJILHOCTU K QyMapaTy, TaKOoMy Kak IuMeTuidyMapaT, WK
OH He 3HaeT O CBOEM I'MIepUyBCTBUTEJILHOCTM K dyMapaTy.

[00584] B onHOM BapMaHTe peajiM3alluM M300peTeHMs IHallMeHTa He
JedyaT OOHOBPEMeHHO KakK OIOHMM wuiIM ©0oJiee odyMapaTaMy (HaIpUMep,
OVIMe TUIIdyMapaToM) , Tak u VIMMYHOCYIIPECCUBHEM VI
IIPOTHUBOOIIYXOJIEBHM IIpelapaToM. B HEKOTOPHX BapMaHTax peajlr3aluu
n300peTeHUa IallMeHTa He JiedaT OIHOBPEMeHHO oOGyMapaToM (HalpuMep,
OVIMe TUIIQyMapaToM) u JIOOBM VIMMYHOCYIIPEeCCUBHBIM W
VMMyHOMONYJIMPYIIVM [IpellapaToM MM HaTaJu3yMaboM. B HEKOTOPHX
BapMaHTax peajM3aluu M300peTeHMs IallMeHTa He JiedaT OINHOBPEMEHHO
bymapaTomM, ONVICaHHEM B OaHHOM OOKYMEHTE (HanpuMep,
OVMeTuiIdyMapaToM) , ¥ JIKOBEMM IIpellapaTaMu, KOTOPEle CBSA3aHH C
M3BECTHEIM PUCKOM BO3HUMKHOBEHMSA TMIPOTPEeCcCCUpyRIel MyJbTUbOKaJILHOM’
JeVkosHIebasonaTmum (IIMJI) .

[00585] B onHOM BapMaHTe pealiM3aluy U300peTeHMsa IIalMeHTa
HMKOT'Ia He Jledwu OGyMapaToM, HalpuMep IUMeTuiIdyMapaToM, IO
HadaJjla TepalluMd B COOTBETCTBUM CO cIocofaMy, OINMCAHHEMM B ITaHHOM
IOOKyMeHTe. B IpyI'OM BapMaHTe peajmM3aluy KM300peTeHMsa IlalMeHTa He
Jeumar o¢QyMapaToM, HallpMMep IuMeTuJidpymapaTtom, 1, 2, 3, 4, 6, 8,
10 myam 12 mecsaues wiu 1, 2, 3, 5, 10, 20, 30, 40 mmm 50 JjeT @mo
HaduaJjla TepalluM B COOTBETCTBUM CO cIocobaMy, OINMCAHHEMKY B ITaHHOM

IDOKYyMeHTe.
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[00586] B onHOM BapMaHTe peajM3aluy U300peTeHMsa IIalMeHTa
HUKOT A He JIeUunJIn KaKMM—JInOO VIMMYHO CYTIPE& CCUBHEM VI
[IPOTUMEOOIIYXOJIEBEIM IIPellapaToM O HaudaJla TepaluuM B COOTBETCTBUM CO
criocobamu, ONIMCaHHEMKM B JaHHOM JOKYyMEHTe. B  IONOJHUTEJEHOM
BapMaHTe pealM3aluu U300peTeHMd [DallMeHTa He JeuuIM KaKuM-Jmnobo
VMMYHOCYIIPECCUBHEIM WMJIM I[IPOTUMBOOIIYXOJIEBEIM IIpenapartoM 1, 2, 3, 4,
6, 8, 10 mmm 12 wmecsgues wwm 1, 2, 3, 5, 10, 20, 30, 40 wmmm 50
JIeT OO Hauvajla TepaluyM B COOTBETCTBMM CO crocobamyu, OIMCAHHEMKU B
OaHHOM IOOKYMeHTe. B IOpyI'OM BapMaHTe peaM3aluru MnU300peTeHUnsd
naluyMeHTa HUKOIT'A He JeuuJiM KaKUMMU-JIMOO WMMMYyHOCYIIPEeCCHUBHBIMU WU
VMMYHOMOOYJIUPYIIIMMM — [IpellapaTaMy WM HaTajlus3yMadboM OO HaudaJla
TepallMM B COOTBEeTCTBUM CO crocobamu, ONMCaHHEIMM B  JaHHOM
OOKYyMeHTe. Emle B OIDHOM BapMaHTe peajiM3aluM MU300peTeHud IalueHTa
He JIeumJin KaKUMU-JInB0 VIMMYHOCYTIPEe CCUBHEMU WIIN
VMMyHOMOOYJIMPYIRIIMMK [IpelapaTaMyu MM HaTaamsymadbom 1, 2, 3, 4, 6,
8, 10 mom 12 w™mecsaueB wimu 1, 2, 3, 5, 10, 20, 30, 40 miam 50 Jger
OO HaudaJjla TepaluMM B COOTBEeTCTBMM CO crnocobamu, OINUCAHHEMKY B
OaHHOM @HOOKYMeHTe. B @OpyroM BapMaHTe pealu3alumM u300peTeHUs
naumMeHTa HMKOT'IAa He JIeunJIn KaKUMU—JIMOO JleKapCTBEeHHBEMM
opernapaTaMy, CBSA3aHHBEMM C M3BECTHBEM PUCKOM BO3HUMKHOBeHMA IIMJI, @mo
Hauvajla TepalMM B COOTBETCTBUM CO crnocobamyu, OIMCAHHEMM B IOaHHOM
OOKyMeHTe. FEme B OIHOM BapMaHTe pealM3aluM KM300peTeHud DalueHTa
He JIeuuJM KaKUMMU-JIMOO JIeKapCTBEeHHBEIMM IIpelapaTaMy, CBS3aHHBMU C
M3BECTHEIM PMCKOM BOB3HMKHOBeHMs IIMJI, 1, 2, 3, 4, 6, 8, 10 mum 12
Mecsaues wm 1, 2, 3, 5, 10, 20, 30, 40 wmmm 50 JjieT »Jo HauaJa
TepallMM B COOTBETCTBUMM CO crnocobamu, ONMCaHHEIMM B  JaHHOM
OOKYMEHTE.

[00587] B OIOHOM BapMaHTe peannsanmum n300peTeHmnd
VMMYyHOCYIIPECCUBHEY MM OIPOTUBOOIYXOJIEBHM IOpeldapaT BHOpaH U3
omHOTO WM OoJiee mM3: XxJopaMOyuwuia, MeJdallaHa, 6-MepKalToIIypWHa,
THMOTENEH, HupochaMmma, HakapbaszsmHa, Opokapbas3MHa, TEeMO30JIOMUIA,
reKcaMeTHUJIMeJIaM1Ha, HOKCOopyOMIMHa, IayHOopyOMLMHa, uIapyOuIMHAE,
SIIMPYOULIMHAa, WPMHOTEeKaHa, MeTOoTpeKcaTa, STOolo3uIa, BMHKPUCTUHA,
BMHOJIaCcTUHa, BUHOpeJsiOMHa, IMTapabuHa, OycyJlbdaHa, aMoOHMOMIa, 5-
bTopypaunia, TONIOTEeKaHa, MyCTapIeHa, BJIeoMMIIMHA , JIOMYCTHHA,

CcCeMyCTHMHa, MUTOMUIIMHa C, My TaMMIIVIHE , IVCILJIaTMHAa, KaPGOHHaTMHa,
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OKCaJIUILJIaTuHa, MeTOoTpeKCcaTa, TpUMETPEKCaTa, paJTUTpeKCcena,
bTopIe30KCUYyPUIVHa, KaneluuTabuHa, O¢Topadypa, 5S-sTHUHMIYypaluuila, ©6-

THMOT'YaHVIHa, KJ'Ia,JIpM@MHa, IIeHTOCTaTrMHa, TeHHMIIO3MIa, MMTOKRCaHTpPOHAa,

JIOCOKCAaHTpPOHa, AKTUHOMUIIMHA D, BUHIOE3MHAE, ooueTakcena,
aMmMpoCTHHE, MHTepdepoHa ansda, TaMokcudeHa,
MeIpPOKCUIIPOTEeCTEPOHA, MeTecTpoJa, pajiokcudpeHa, JeTpo3oJa,
aHacTpoO30Ja, bayTammna, fukalyTaMmna, PETUHOEBEIX KMCJIOT,
TPUMOKCHIA MEIIE AKA , pUuTykCcuMaba, CAMP ATH-1, MuJioTapra,
MUKOGEeHOJIOBOM KMCJIOTEHL, TaKpOJIUMyCa, TJIIOKOKOPTUKOULOOE,

cylbdacajiasmMHa, IJlaTupaMepa, oyMapaTa, JakBuHUMOma, FTY -720,
MHTepbepoHa Tay, makamsyMaba, wuHOIukcuMmaba, ILIO, aHTUTeJa K
peuentopy WI-2, aHTUTesa Kk WI-12, a”HTHUTeJa K pelentopy WI-6,
CDhP-571, amainuMyMaba, BHTaHepallellTa, JediiyHOMMIOEa, aHTUTeJla K
MHTepbepOoHy ramMmMma, abaTauenra, banynmapabuHa, umkJopochamMmma,
aszaTUOoIIpUHE, LUMKJIOCIIOPMHa, MMMYHOIJIOOYJIMHA OJIS BHYTPUMBEHHOTO
BBeImeHrs, 5-ASA (MecajlamMHa) U B-uHTepdepoHa.

[00588] B OOHOM BapuaHTe peanmszalnmnmn n300peTeHnd

VMMYHOCYIIPEeCCUBHEM WM MMMYHOMOIYJMPYIIMM OpenapaT BHOpaH U3

OIOHOTO W BoJiee us: VHTUOUTOPOB KaJIbIMHEBPWHA,
KOPTUKOCTEPOUIOB, IUTOCTATHNUECKUX CpeIncTB, IPOM3BOIHEIX
HUTPO3OMOUEBMHE, WHIUOUTOPOB OJKOBOTO CHMHTEe3a, MOaKTUMHOMUIIMHA,

AHTPALUMKJIMHOB, MHTPaMMLIMHA, I[IOJMKJIOHAJIBHEX AaHTUTeJ, TaKMx KakK
atgum (aHTUTHMMOLMTAPHEN IJVIOOYJIMH) ¥ THMMOIJIOOYJIMH, MOHOKJIOHAJILHEIX

aHTUTeJI, TaKMxX Kak MypoMOoHab-CD3 wum OasmamMkcuMad, LIMKJIOCIIOPHUHA,
CUpOJIMMyCa, palaMUlMHa, Y-UMHTepdepoHa, onmMomnor, OHO-CBA3HEBAKIMUX

BeJIKoB, OHO-o—-cBa3HBaKmMx ©OeJIKOB, 3TaHepllenTa, MMKodeHOoJaTa,
PUMHTOIMMOOAa M MMPMOLIMHA .

[00589] B omHOM BapMaHTe peajM3aluM M300peTeHMS y IMIallMeHTa,
KOTOPOTO JieuaT B COOTBETCTBUM CO crnocobaMyu, OINMCAHHEMM B IOaHHOM
OOKYMEHTE, He UIOEeHTUOULIUPOBAHO CHUCTEMHOE MeIUIIMHCKOE
IaToJIOTUUYECKOE COCTOSAHUE, IIpUBOLANEE K HapyIIeHU OYHKINM
VMMYHHOM CHUCTEMH.

[00590] B omHOM BapMaHTe peajiM3aluy M300peTeHMs [IalMeHT He
IoJiyyalJl WMMYHOCYIPEeCCHMBHYKD WM MWMMyHOMOIYJIMPYKRIYK  Tepalnn B

TeyeHMe BCeM XM3IHM MJIM C MOMEHTa IMaT'HOCTHMPOBaAaHMA PC, HallpriMep
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peuunuBUpyomen ¢GopMe PC.

6. [IPUMEPEHI

6.1 llpyMmMep 1. KoMmoBuiMM Ha OCHOBe IMMeTMIdyMapaTa

[00591] dapMalleBTUUECKYIO KOMIIO3ULINIO, comepxamyn
OVMEeTHUIIQYyMapaT, [IOoJIy4ain B BUIE MUKPOTaBbJIeTOK, TIOKPBITHIX
SHTEPOCOJIOOMIIBEHON 0O00JIOUKOM, IOMaMeTpoM 2 MWJJIMMeTpa B TBeplon
XKeJIJaTMHOBOM KarllcyJie pas3Mepa 0. Kaxmasd KalcyJla colepxalsa wmiam 120
MI' OuMeTuJIdyMapaTa, wiu 240 M guMeTuJidyMapaTa.

6.1.1 CocTaBH HEIOKPHTHX sIep MMKpOTabJIeTok

[00592] CMemrBaJIn oOUMe THUJIdyMapaT (IM®) , KPOCKapMeJlJIo3y
HaTpuA, TaJbK ¥ O0e3BOIOHEM KOJIJIOMIOHEIM  IOMOKCHUI KpeMHUMS  OJIg
[IOJIYYEHUSI CMeCHM B COOTBETCTBMM C KOJIMUeCTBaMM, IIpeOCTaBJIEHHBEIMU B
Tabamiue 2. CMech 3aTeM IIPONyCKaJllM uYepe3 CUTO (HaopuMep, CHUTO C
OTBEPCTUAMUA pasMepoM 800 MKM) u K cMecu no6aBJiAan
MUKPOKPUCTaJIJINUe CKYIO LIeJUJIJIO3Y (PROSOLV SMCC® HD90) u
NepeMemuBaanu. K cMecu pobaBjdjM CcTeapaT Mal'HMA UM CMeChb CHOBa
NepeMemBaan. [IOJIyUeHHYI CMeChb 3aTeM IIpeccoBajiM Ha IOOXOLAleM
poTopHOM TabJIeTOUHOM IIpecce, OCHalleHHOM I[IPeCC-MHCTPYMEeHTOM C 16
HacagkaMMi, MMeKIMVM KpYyIJIHe BOTHYTHE HacaIKM OMaMeTpOoM 2 MM.

[00593] B Tabauiie 2 HIKe  I[IpelcTaBJIEHH MaCCOBEE  OOJIU
VMHITPEeOMeHTOB, IIPUCYTCTBYWIMX B IOBYX THUIIax MMKpoTabjsgeTok, 120 wMrD
IMO m 240 wMr MO, COOTBETCTBEHHO, IIOJYUYEHHEX C MCIOJIb30BaHMUeM
criocoba, OIMCAHHOTO BHIIe. MUKPOTaBJIeTKM IIOKPHBAJIM OOOJIOUKOM, Kak
omMcaHO B paszmeje 6. 1. 2, a 3aTeM IOMelMaJM B KalCyJH. KamncyJa
pasMepa 0, cozmepxamas MUKpOoTabOJIeTKM, IIOJIydeHHEe U3 CMecu A,
comepxuT okoJo 120 mr MO, Torma KaK KalcyJla TOoT'O Xe pas3Mepa,

comepxamas MUKPpOTaOJIeTKM, I[IOJIYUeHHBE U3 CMeCu B, COOEPXUT OKOJIO

240 mMr IMO.
Tabauua 2
CMeck A Cmecr B, % Macc.
ComepxaHne Ha ConepxaHne Ha
KomMmriosmimst , KomMmriosuis,
HHTpe e HTH MUKPOTABIeTKY MUKPOTABIeTKY
% Macc. % Macc.
(M) (M1)
IMD 42 3,1 65 5,2
KpockapMmerioza 5 0,37 5 0,4
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HaTpuda
Prosolv  SMCC®

-— -— 29 2,3
HD90
Avicel PH200 44 3,2 . -—
CreapaT MaIlHUSA 1,7 0,12 0,5 0,04
Talbk 6,6 0,49 -— -—
KpemHna
OMOKCHUT

0,86 0,067 0,6 0,048
KOJIJIOMIHEI
©e3BOIHHM
Bcero 100 7,4 100 8

6.1.2 CocTaBH NOKPHTHUM MUKPOTabiieToOx

[00594] MwukpoTalBJeTKM IIOKPHBAaJM OBYMA IIOKPHTUAMM: 3BallMTHBM
[IOKPHTMEM, a I[IOTOM DSHTEPOCOJIOOMIIBHEM IIOKPBITMEM, C MCIOJb30BaHMEM
cocTaBa 3aMMUTHOTO IIOKPEITU A " cocTaBa SHTEPOCOJIOMIEHOT'O
IIOKPHETUA, cCocTaBa A M cocTaBa B, OpencraejieHHEX B Tabjuue 3.
CocTaB 3BallMTHOTO IIOKPHETHUA IpencTaBJiAJl CcoOOM CcoCTaB Ha OCHOBe
PACTBOPUTEJNISA, B KOTOPOM MCIOJb30BaJM M3OMNPOIMJIOBHM CIOMPT B
KaueCTBe pacTBOPUTEJL, a COCTaB SHTEePOCOJIOOUIIBHOTO IIOKPHTUA OBLI
OCHOBaH Ha OUCIIEPCUN CoIoJIMMepa MeTaKpPUJIOBOM KM CJIOTEL u

obecrneurBaJl 20PeKTUBHYID 3allMTy OT BO3IOEeMCTBUS CpPemOs XxeJlyIka. B

IOOIIOJIHEHVIE K IIPOTHMBOBCIIEHMBaKIeMy areHTy (CuMeTHUKOH) coCTaB
SHTepOCOHDGMﬂbHOPO TIOKPEITMA comepiXxall IOUMCIIePCHIO COIIoJIMMEepPa
MeTaKpMHOBOﬁ KMCJIOTEL u TaJIbK. 3aTeMm IIOKPEITEIE MMKpOTaGHeTKM

IoMemalsiM B TBepIOeEe XeJIaTVMHOBEE KallCYJIE pasMepa 0.

Tabmmua 3
CocTare A CocrTare B
VHI'peOMEeHTH TIOKPHTUS, % TIOKPHTHUS, %
Macc. Macc.
CocTaB BallMTHOT'O IMIOKPHTUS

ConoJimMep
MeTaKpUJIOBOM 44,0 51,7
KIMCJIOTEI, TUII A?
TpusTUILUTPAT 1,1 1,3
V30NIPONIMIIOBHM 54,9 47,1
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cnmpTt
CoCTaR BHTEPOCOJIOOUIIBHOT'O IIOKPHTMS

HIucrepcmus
CoroJIiMMepa

36,9 44,3
MeTaKpPUJIOBOM
KM CJIO THI?
TpusTUILUTPAT 2,2 2,6
Tanvk,

4,6 5,5
TOHKOM3MEJILYEHHHMN
CuMeTMKOH (30%-asga

0,2 0,2
SMYJIbCHUS)
OuumeHHasa Bomat 59,0 47,3

YHTpeIMeHTH YyHOaJISnTCAd B MNPOllecCe IOJYyUeHMSI

2ConosmmMep MeTaKpPUJIOBOM KMCJIOTEL TMnna A u OUCIIepCrud
CONoJIMMEpa MeTaKPUJIOBOM  KUCJIOTH IIPEelCTaBJglT CcoBOOM  aHMOHHEE
COIOJIMMEPEL, CcoepXale MeTaKpMJIIOBYHD KUCJIOTY W MeTakpuiaT, U
ABJISIOTCSA OCHOBHEIMY BemMeCTBaMM pPa3JIMUHEIX COCTaBOB EUDRAGIT®,
KOTOPHE CINOCOBCTBYIT pH-3aBUCUMOMY BHCBOOOXIEHUIO COEeOVHEHUN.

6. 2 I[puMmep 2. MonyueHMe KaICyJl, COIepXallMX MMKpOTabJieTKM

[00595] CmMemmBaoT OUMeTWJIQyMapaT, KpOCKapMeJJIo3y HaTpudg,
TaJllbK ¥ Oe3BOOHHEM KOJJIOMIOHHY IMOKCUI KPeMHUS IJIS IOJIydeHUS CMecHu
B COOTBETCTEMM C KOJMUeCTBaMM, [pelcTabBJieHHEMM B Tabimie 4 HUXe.
CMecChb IPOIIyCKalnT yepes CUTO. K cMecHu DODaBRJIAKT
MUKPOKPUCTAJIJINYUE CKYIO LeJIJIIJI03Y IOOXOOAmen MapkKu, HallpyMep
PROSOLV SMCC® 90 wmyum PROSOLV SMCC® HD90, um nepememmBawoT. K cMecu
no0aBJIAKT CTeapaT Mal'HUS M CMeChb CHOBa IlepeMellBaloT.

[00596] [ToJlydyeHHYK CMeCh 3aTeM I[OPpecCcylnT Ha [IOoOXOIOAleM
POTOPHOM TabJIeTOYHOM IIpecce, OCHAlleHHOM I[IPeCC-MHCTPYMEHTOM C
HeCKOJIbKUMU HacaOkKaMmu (HanpuMep, IpeCcC—-MHCTPYMEHTOM C 16
HacagkaMu), MWMeRIVM KpyIJlHe BOI'HYTEHE HacalOku IOMaMeTpOM 2 MM.
[loslydyeHHEIe MUKPOTADJIETKM pasMepoM 2 MM I[IOKPHBaKRT pPacTBOPOM
conoJimMepa MEeTaKPUIIOBOM KVCJIOTEL n MeTHUJIMeTaKpuiiaTa u
TEUBTUIILNTPATa B M30INpPOoIlaHoJie (CcM. koJiMdecTBa B Tabjiuue 4 HUxe) .
[IOKpETEHE MMKpPpOTABJeTKM 3aTeM IIOKPHBAaKT BTOPHEM CJIOEM I[IOKPHTUA,

cocTodAmero "3 COIIoJiMMMepa MeTaKpMHOBOIZ KVMCJIOTEL M STWJIaKpWJiaTa,
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nnojmcopdara 80, JaypuicyiisbaTa HaTpu4, TPUBTUIILUTPAaTa,
CUMEeTHKOHa ¥ TOHKOM3MEJILUeHHOTO TaJlbKa, CYCIeHOVMPOBAHHHEX B BOIE

(cM. kKoJIMUuecTBa B Tabimauile 4 HUXe) .

[00597] Kejaemele KOJIMYeCTBa IIOKPBITHIX MUKPOTAOJIEeTOK
3aKJIoYanT B oBe gacTu TREepOOMn KeJIaTUMHOBOM KallCyJIbl C
MCIIOJIb 30BaHMEM KalCyJIMPOBOUHOM MalWHE . Hanpumep, IOKPHTHE
MUKPOTaOJIEeTKHU 3aKJI0YanT B KalcyJy Tak, UTOOEL  KOJIMUECTRBO

oOMMeTHUIIQyMapaTa COCTaBJIAJO OKOJIO 240 MI' Ha KallCyJly.

[00598] B Tabmuue 4 Hmke % MaccC. IIpPUBEOEHH M3 pacdeTa Ha
o0yl MacCy IIOKPHTOM MMKpOTaBJIeTKM (HalpuMep, B 53Tou Tabjauue, %
MaccC. BKJKOUYAKT MacCy MHITPEeIMeHTOBR IOKPHTHUMI) .

Tabamuua 4

HNHrpeaneHTbl O0wmmii cocras KancyJa, % Macc. 0T KOMIIOHEHTOB KAICYJIbI
Y y

Ne mpumepa 1 2 3 4 5 6 7 8 9 10

Humernndymap
43,01 | 72,30 | 58,40 | 54,08 | 83,60 | 73,90 | 39,50 | 65,00 | 33,90 | 42,00
ar

Kpockapmennos
1,26 | 0,33 | 3,72 | 4,17 | 0,46 | 0,89 | 4,43 | 4,00 | 4.24 | 3,00

2 2 2 2 2 > > > 2

a HaTpusI

Mukpokpucran

nYeckast 41,82 115,91 | 17,31 (23,57 | 7,00 | 9,42 | 31,31 | 13,66 | 37,18 | 35,79

2 >

LHEJIK0JI03a

Creapar
1,05 | 0,25 | 0,69 | 0,41 | 0,26 | 0,63 | 1,32 | 0,40 | 1,41 | 0,48

2 2 2 2 2 > 2 2 2 2

Marxaus

Kpemnus

TUOKCUN
1,21 022 | 0,78 | 097 | 043 | 029 | 0,69 | 040 | 0,73 | 0,68

2 2 2 2 2 2 2 2 2 2

KOJLJIOUAHBIN

0e3BOIHBIHI

Cononumep

METaKpUJIOBOHN
1,01 | 1,27 | 0,98 | 1,51 | 0,11 | 1,66 | 1,87 | 1,21 | 1,55 | 1,32

2 2 2 2 2 3 2 2 2 2

KHCJIOTBI u

MeTUJIaKpujIaTa

Cononumep

METAaKpUJIOBON
6,23 | 498 |[11,12| 8,97 | 434 | 821 | 993 | 7,72 | 9,04 | 9,98

2 2 2 > 3 2 2 2 2

KHCJIOTHI u

STUJIaKpUaTa
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Tpuotunumrpar| 1,61 | 1,74 | 233 [ 2,12 [ 097 | 1,67 [ 2.31 [ 2,09 | 2,15 | 2,32
Tanbk 2,56 | 2,81 | 4,32 [ 390 | 2,65 | 3,06 | 832 | 530 | 946 | 4,12
CHMeTHKOH 0,03 | 0,02 | 0,03 | 0,05 | 0,02 | 0,03 | 0,02 | 0,02 | 0,06 | 0,02
Tonucop6ar 80| 0,15 | 0,11 | 0,24 | 0,20 | 0,11 | 0,18 | 0,22 | 0,14 | 0,21 | 0,21

Jlaypuncynbda
0,06 | 0,06 | 0,08 | 0,07 | 0,05 | 0,06 | 0,08 | 0,06 | 0,06 | 0,08

2 2 2 2 2 2 2 2

T HATpUs

6.3 [IpuMep 3. [NonyueHMe MMKpPOTablieToOr

[00599] CMemmrBaJIX OUMeTUIIQyMaparT, KpoCKapMeJlJio3y HaTpud,
TaJbK ¥ 0e3BOIHHM KOJJIOMIHEIM IOMOKCHUI KpeMHMI IJIS I[IOoJydYeHUA
cMecen 1, 2, 4, 5 wmu o B COOTBETCTBUM C KoOJIMUeCcTBaMM,
npelcTaBJiIeHHEMM B Tabimiue 5 Huxe. KaxOyow CMech IIPOIlyCcKaJlMd 4Yepes
curto. K cMecaMmM »Oo0aBJAIUM MUKPOKPUCTAJIIMUECKYI LeJunoio3y (PROSOLV
SMCC® HD90) B COOTBETCTBUM C KoJuuecTBamMu B Tabauue 5 u
nepeMemyBaJgM. 3aTeM K KaxIolM cMecu »[obOaBJIAM cCTeapaT MaTHUS U
CMeChb CHOBa IlepeMemMBalM. Kaxoyrw CMeCb 3aTeM IIpeccoBajiM Ha
IoOxXondameM  POTOPHOM TabJIeTOUHOM  IIpecce, OCHalleHHOM  IIpecc-
VHCTPYMEHTOM C 16 HacaIkaMM, MWMeRNVM KpPyIJIEle BOTHYTHE HacalKM
OVaMeTPOM 2 MM.

[00600] CmMmecu 3, 7, 8 " 9 MOTYT OHTH IIOJIYUYeHE C
MCIIOJIL30BAHMEM TOTO Xe crnocoba, KOTOPHIM ONMCAH BHIIE.

Tabauiia 5

Hurpeaunent % macc. 0T KOMMO3HIIHHU SIAPA MUKPOTAOGJIETKH

Cwmecb | Cmech |Cmech | Cvecs | Cmech | Cvech | Cvech | Cmech | CMmech
1 2 3 4 5 6 7 8 9
Humetungdymapar 420 | 42,0 | 50,0 | 60,0 | 650 | 70,0 | 75,0 | 85,0 | 95,0

Kpockapmennosa

5,0 5,0

2 2

3,0 5,0 5,0 5,0 1,0 1,0 0,4

2 3 2 2

HaTpusi

Muxkpoxpucraningdec
440 | 50,0 | 43,0 | 32,0 | 283 | 23,0 | 22,0 | 13,0 4,0

2 2 2 > 3 2 2

Kasda LIeJJII0JI03a

Creapar maruust 1,7 1,7 0,5 1,7 0,5 1,3 0,4 0,4 0,4
Kpemaus  nuokcun

KOJUTOUTHBIT 0,9 1,2 1,5 1,0 1,2 0,9 0,6 0,5 0,5
Oe3BONHBIN
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Tanbk 6,6 -- 2,0 -- - - 1,0 - -
Bcero 100 100 100 100 100 100 100 100 100

6. 4 Ilpmmep 4. CrHopeCCOBaHHEHE KOMIIOBMILIMM, colepxaume 42%
Macc., 60% wmMacc. m 70% wMacc. guMeTmiidyMapaTa M = KOHTPOJILHHE
CHPEeCCOBaHHEE KOMIIOSBULINN

[00601] CmMemmBa M OUMeTWUIOyMapaT, KpPpOCKapMeJJIo3y HaTpua U

©e3BOOHLM KOJIJIOMOHEIM OUMOKCUIL KpeMHMA IJIA IIOJIydYeHMA CMeCHU. CMmech

[IPOITY CKaJ yepes CUTO. K IpOCeSHHOM cMecu no6aBJIaIu
MUKPOKPUCTAJIJINYECKYIO LIeJJTI0JIO3Y IIOAXOI AleN Mapku u CMecCh
nepemMemmBagmu. IllpuUronHas MapKa MUKPOKPUCTAJUJIMUECKOM  LEeJIJII0JIO 3H

nopencrapjsgeT coboM, HaopuMmep, PROSOLV SMCC® 90, wuMenmmi CcpemnHuni
pas3Mep dYacTull, OIpeleJIeHHB C IIOMOmBI Jas3epHOM IMdpaKLUuM, OKOJO
60 MKM ¥ O0OBEeMHYK IIJIOTHOCTL B MHTepBaJie oT okoJo 0,38 mo oKoJIO
0,50 r/cMm®. K mepeMemaHHOM CMeCU HNOOABJIAJIM CTeapaT MaTHMA UM CHOBa
epeMelBealin.

[00602] CooTBeTCTBYKUME pa3MellaHHEE BelleCTBa I[IPeccoBalin Ha
IIOoOXOoOAmeM POTOPHOM IIpecce (HannpuMmep, POTOPHOM TaBJIeTOUHOM
opecce), TIoJyuyas I[IPeCcCOBAaHHEE KOMIO3MLUMK (B BUIE LUMIMHIPOB
pasMepoM 10 mMm) .

[00603] B Tabauiie o IpencTaRJIEHE MaCCOBEE OOJIN oJisa
COOTBETCTRYIIMUX IpeCcCOBAaHHEIX KOMIIO 3ULIMM, TIOJIYUEeHHEIX c

MCIIOJIE30BaHMeM OaHHOTO crocoba.

Tabimua ©
VHI'peOMEeHTH 42% 60% 70%
IrMeTMIIOYyMapaT 42 60 70
Kpockapmerjio3a HaTpud 5,0 5,0 5,0

MuKpoKpHUCTaJIIINYeCcKaa

50 32 23
LeJJInJIo3a
CTeapaT Mal'HUA 1,7 1,7 1,7
KpemHM s OMOKCUI

1,2 1,0 0,9

KOJIJIOMIHEM Oe3BOIHLIN

6. 5 Ilpmmep 5. Kommoluuum, colepxaumme 65% macc., 95% mMmacc.
u 99,5% Macc. guMeTmndymapara

[00604] T'oToBUIIM UeTHpEe cMecHu, comepxamme IM®, B
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COOTBETCTBMM CO crocobowMm, ONMCaHHEM B Ilpumepe 4  Bmme, u
KoJIMueCcTBaMM, OINMCaHHEMM B Tabiauile 7 HMXe.
Tabauua 7
VNHTpeOMeHTH KoMmiosuiusi, % mo Macce
CMecr 93 CMmecws 97 Cvmecr 104 Cmecr 108
OIuMeTUIIOYyMapaT 65 95 99,5 95
Prosolv SMCC 90 28,9 2 -— 2
Kpockapwmesjosa
5 2 -= 2
HaTpuUA
OIrnoxkCcHUO KpeMHUSA
KOJIJIOMIOHBIN 0,6 0,6 -- 0,6
Be3BOIHBIN
CTeapaT Mal'HUA 0,5 0,4 0,5 0,4
Paswmep vacTull | 14% < 250 14% < 250 15% < 250 84% < 250
ouMeTuIdyMaparTa MKM MKM MKM MKM
Flodex (Mm) 4 4 4 6
ObbeMHa s
[IJIOTHOCTB 0,606 0,66 0,74 0,09
(7/mMi1)
[IJIOTHOCTE TIIOCJIE
0,79 0,78 0,83 0,83
YTPpScKu (1r/Mi)
CXMMaeMOCTEL, 3 17 16 17 17

6. 6 llpumep 6. NuHOPMHMPOBaHME IALIMEHTA

[00605] B kauecTBe IIpHUMEPa,

a He OI'PaHMUYEeHMA,

sTUKeTKe TECFIDERA® MOT'YT OHTEL CJEeIVIONMMA .

[NPOTUBOIIOKABAHMA U MEPH [PEJOCTOPOXHOCTHU

[lpoTrpeccupymas MyJIbTHOOKaNIbHAS JIeVKODHIlebaIonaTnsa

[00606]
[IEPBOM IIPM3HaKe
BEIIIOJIHUTE

CVIMIITOMEI,

MJin

COOTBETCTBYKIIYIO

CVIMIITOME ,

cBA3aHuble ¢ [IMJI, pa3sHoOOpasHH,

OIMaTr'HOCTUUYECKYIO

CBUIOEeTeJIECTBYyKIIEM

OlLIEHKY .

o IIMJI,

VMHCTPYKIVMIM Ha

HabGiomaliTe 3a nauMeHTaMu U oTMeHuTe TECFIDERA® npwu

u

TUIINYUHELE

IPOTPEeCcCHPYT B TeueHUe

HEeCKOJIbKUX IHeM WIXM HeOeJlb M BKJIOUAT IIPpOoTIpeCCHPYIYIO cJafocTe C
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OOHOM CTOPOHE TeJa WMJIM HelOBOPOTJMBOCTE KOHEUHOCTEM, HapylleHU e
3peHVI ¥ W3MeHeHMA MBIUJIEHUS, [DaMATU WM OpMeHTaluWM, IIPUBOIAINME K
CIIYTaAaHHOCTM COBHaHMA U M3MEHEeHMAM JIMUHOCTU. I[IpoTrpeccupoBaHue
HapymeHun OOBIUHO IPUBOOUT K CMepTH I T XeJION bopme
VHBAJIMOHOCTM B TeUeHMe HeleJlb MM MeCAlleB.

MHO®OPMAIIVSA O KOHCYJIBTUMPOBAHMN INAIIMEHTOB

[IpoTrpeccupynmas MyJbTHUOKaJIbHaSg JIeMKODHIedalonaTmusa

[00607] IlocTaBbTe B M3BECTHOCTHL IIallMEHTOB O TOM, UTO VY
nauMeHTa, KOTOPHM nosydalsl TECFIDERA® BosHMKIIA NPOTPeCcCUPYmad
MyJIbTHdOKAaJIbHAa I JIeMKOoDHIIedaIonaTmusa (TIMJT) . [IporHbOPMUPYHTE
nauveHTa O BaXHOCTM ofOpalleHMd K Bpauy HalueHTa, eCcJu Yy HeTo
PasBUBAKTCHA Kakme-Jmbo CHUMIITOMEI, CBUIOETEJIECTBYKIME 0 I[IMJI.
[IpouHPOPMUPYVTE IallMeHTa O TOM, UTO TUIIMUHLHE CUMIITOMH, CBSI3aHHHE
c IIMJI, paszHoOOpa3HH, IIPOTPECCUPYIT B TeueHMe HEeCKOJILKUX IHeW WIu
HemeJib M BKJOUAKT IpoTpeccHupyilyil cjlabocTh C OIHOM CTOPOHH TeJia
WM HEelOBOPOTJIMBOCTEL KOHEUHOCTeM, HapylleHMe 3peHUd U U3MeHeHUS
MEIIJIEHM A, [IaMATU M OPUEeHTaluM, IIPUBOLAMMEe K CIYTAaHHOCTM CO3HAHUA
¥  M3MeHeHUIM JIMUHOCTHU. I[IpoMHOOPMMPYVTE ImalMeHTa O TOM, UTO
IpOoTpecCUpoBaHmMe HapPyleHUM OOHUHO IMIPUBOIUT K CMEPTH WM TIXeJION
dpopMe MHBaAJIUIHOCTM B TeUeHMe HeOelJlb WJIM MeCHlleB.

[00608] [IpouHbOPMHUPYHTE naumMeHTOB o} HeOOXOOUMOCTH
MIPOOOJIXaTh CJIeIUTH 3a HOBHEIMM NIpU3HakKaMnu u CUMIITOMaMM,
CBUIOEeTeJLCTBYyIMMMM O IIMJI, B TeueHMe NPUOIUBUTEJIBEHO 6 MeCHAILEB
rnocjie InpekpameHusa npuema TECFIDERA® [cm. IIPOTUBOIIOKASAHUA U MEPH
IMPEOOCTOPOXHOCTHU] .

6. 7 Ipumep 7. VHOPMHMPOBaHME MHALIMEHTA - JIMMQOIIEHUSI M UMCIIO
IVMPOLIMTOR

[00609] B kauecTBe IIpMMEpPa, a He OTpPaHUUYEeHWUsa, WHCTPYKLUUM Ha
sTurkeTke TECFIDERA® MoTyT OHTH CJleIyIOMMUMA.

[TPOTUBOIIOKASBAHNMA M MEPH I[NPEINOCTOPOXHOCTU

JInMbporieHn g

[00610] o Hauaja JeudeHus TECFIDERA®, HeoBXoOMMO BEHIIOJIHUTH
KAK, BKJTIOY 0N UMCJIO JIMMOOLIUTOB . KAK, BKJTIOU a0 UmMCIIO
JMMPOIIMTOB, TaKXe HeOOXOIMMO BHIIOJHATE IIO0CJIe 6 MecCcdlleB JeueHUsd,

KaxOele 6-12 MecsdleB II0oCJe 2TOT0 M IO KIMHMUECKMM IIOKa3aHMAM.
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PaccMoTpuTe IIpepHBaHMEe JIeueHMd C MCIOJIBE30BaHMeM TECFIDERA® vy

NauMeHToB C uMcilaMu JmMboumToB MeHee 0,5x10°/J1 Ha NOPOTAXEHUU
BoJee mecTu MeCHdIlEeR. YUnTEBAaS BO3MOXHOCTBb 3adepXKU
BOCCTAHOBJIEHMA KOJMUECTBa JIMMOOLMTOB Iocjle OTMeH: TECFIDERA®,
onpenenanTe UMCJIIO JIMMPOLIMTOR oo VICUE3HOBEHUSA JIMMOOTIIEHUN «
[IpMOCTaHOBKY JIEUEHMS HeOOXOOMMO pPacCMOTPETh IJIS I[MalMeHTOB C
cepbesHbEMM MHOeKIMAMM OO MCUe3HOBEeHUMS WHbekKUuMu (-1). PelmeHue o
TOM, BOSOOHOBJIATE WJIM HeT JIeueHMe C MCIOJIb30BaHMEM TECFIDERA®,
HeOoOXOOMMO IPUHUMATE B KaXIOM Cllydyae WMHIOVMBMIOYAaJIbHO Ha OCHOBaHUU
KJIMHUUECKUX OBCTOATEJILCTB.

MHPOPMAIINA O KOHCVYIJIBTMPOBAHMM ITAIIMEHTOB

Unyciia JUMOOLIMTOB

[00611] IIlpomHbOPMMPYHTE [aUMEeHTOB o ToM, urTo TECFIDERA®
MOXeT VYMeHbBIaTh UMCIJIO JMUMOOUMTOR. IO Hauvajla Tepaluy HeOoOXOIMMO
BHIIOJIHUTE  aHaJM3 KpPpOBM. AHaJMU3E KpPOBU TaKXe PeKOMeHIOyeTCH
BHIIIOJIHATE IIOCJIe 6 MecCcHdleR JiedeHusda, Kaxoele 6-12 MecdleB IIOCJe
STOTO U IO KJIMHMUECKMM IIOKa3aHMAM.

6. 8 IpuMep 8. XapakTepucCTHKa IIpodmiers abCOJIOTHOI'O uUMCIa
IMMOOLIMTOR Yy IHaLMeHTOB ¢ PC, KOTOPHX JieuaT guMeTmIdyMapaTroM C
OTCPOUYEHHEHM BHCBOOOXIEHMEM: PEeKOMEHIAallMM II0 JISUEeHMIO IIAlIMeHTOB

[00612] IuMeTHIdyMapaT C OTCPOUEHHBM BHCBOOOXIeHMeM (JIMO;

Takke M3IBECTHHIM KakK YCTOMUMBEIL K XeJyIDOUHOMY COKy MO U Kak

TECFIDERA®) NpOoIOeMOHCTPHMPOBAaJI YCTOMUUBYIO 20OeKTUBHOCTD pu
KJIMHUUECKUX U HEeVPOPEeHTIEeHOJIOTUUECKUX M3IMEePeHUIX U IIpMeMJIeMB
npodmiib 0e30MNaCHOCTM IIPUM PEMUTTHPRYHIE-PelIVBUPYIEM pPacCesaHHOM
CKJIepO3e (PP-PC) B KJIMHUUYE CKUX UCCJIeOBaHUAX, BKJIKUA 4L
nuccJenoBaHme @as3u 2b, wuccyaemoBaHuMsa DEFINE u CONFIRM ¢asu 3 u
pacImMpeHHoOe ucciemoBaHue ENDORSE. 1°°

[00613] B KJIMHUMUECKMX MCCJeIOBaHMUAX INIpMMeHeHre MO OrvuIio
CBA3aHO C TIoKpacHeHMeM M [IOOOUHBIM »OeMCTBMeM Ha XKeJyOOUHO-
KUIIeUHEM TPpaKT, a Takxe C yMeHblleHreM OeJlHX KPOBAHEIX Tejiell (BKT)
U aBCOJIOTHHX uuces JIMMPoLUMTOoB (AUJ) .7

[00614] B »TOM WMCCIelIOBaHMM OXapaKTepM30OBaHH Opoduim AUl y

nmaumMeHToB ¢ PC, KOTOPHX Jieuumjym [IMO. BeuiM MIOEeHTUOUUUPOBAHEL

ITIallIeHTEI C IIOBHII€ HHBEIM PHUCKOM PasBMUTUA TSXKeJION OJINTeJILHOM
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JIMMQOIIeHMM . B 5TOM MCCJeOOBaHMM TakKXe OoleHMBalM 5SOOeKTMBHOCTE
IMO® y maumMeHTOB C JUMpoOIleHMelM M Oe3 Hee.

LEJBb

[00615] HeJibn aHaJIn3a ABJIAJIOCH IIOJIYUUTE npakTUuyuecKue
pPeKoMeHIallMM TII0 JIedeHMK I[alMeHToB ¢ PC ¢ nomompo JIMO (B BuUIe
TECFIDERA®) oyTeM OIpeleljleHMSa XapaKTepUCTHUK nOpoduierm AUl wu
U3ydeHUss 5OOeKTMBHOCTM Yy HalMEeHTOB C JuMboneHMer U 0Oes3 Hee,
YUacCTBYIIMX B KIIMHUUECKUX MCCJIegOBaHMAX (baza 2b, DEFINE,
CONFIRM m ENDORSE) .

ME TOIBI

IuzaHd MccJeZoBaHULI

[00616] VcciegoraHue baser  2b, DEFINE wmu CONFIRM Obvuin
MHOTOLIEHTPOBLMM PAaHOOMM3UPOBAHHEIMM IOBOMHHEMM  CJIeNEMM ILJlaleBo-—
KOHTPOJINPY EMBIMIA KJIMH/Y e CKMMU MCCJIenOoBaHU AMU B rapaJjijiesib HEIX
Tpylnax I[I0 M3Yy4UYeHMIo IOpuMeHeHusa J[JMO® B kKadecTBe MOHOTepalMM OJid
PP-PC.

[00617] MWccraepmoBaHmMe @Qase 2b mjmiaock 12 wMecsdlleB, BKJOUAA
MJ1anedo—-KOHTPOJMPYEMY YacThk IJUTEJLHOCTBI 6 MecsdaleBR (dacTb 1) u
HEKOHTPOJMPYEMYK PAaCIMPEeHHYI dYacTb I[I0 M3YUYeHMI 0e30I1acHOCTHU
(JacTe 2) IOJMTEJILHOCTBI 6 MecsdlleB. B TeueHMe uYacTu 1 [IalUMeHTOB
cIyuayHeM oBpal30M paclpenesisaM B pPaBHBE TPYINHE, OoJydaiBmue 120
M IMO® ommH pas B cyTku (QD), 120 Mr Tpu paszsa B cyTkm (TID), 240
MI' TpM pas3a B cyTku (TID) wminm mjauebo.

[00618] DEFINE " CONFIRM OJINJINCE 2 roga. IIalMeHTOB
cIayduayHeM oBpal30M paclpenelisayM B pPaBHBE TPYINHE, OoJydabBmue 240
M IM® mea paza B cyTkum (BID), 240 mMr Tpm pa3a B cyTku (TID) wmiam
COOTBETCTERYyKIlee ILJIaLebo.

[00619] CONFIRM Takxe BKJOUaJ IJlaTupaMepa alieraT (I'A) B
KadecTee IIpeliapaTa CpPpaBHEHU.

[00620] ENDORSE npencTarjigeT cobom MHOTOILIEHTPOBOE
pacmupenre DEFINE/CONFIRM B mapaljljIelJIbHHX TPYIIax C MacKMpPOBaHMEM
OO3H C IOCJelyllVM HaOJIoOOeHMeM B TeueHMe elle 8§ JIeT.

[00621] IlauMeHTH, KOTOPHEe noJydagu 240 wmr JIM®é nBa pa3a B
CYyTKM WJIM TpM pas3a B CyYyTKM B TedueHUe 2 JeT B MCXOIHHX

UCCJIeIOBaHUAX, IIOoJIiydaJid Ty Xe OO3MpoBKy IIMO B ENDORSE.
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[00622] I[TaueHTOB, KOTOpHE IoJiydaJu Iujanedo (DEFINE u
CONFIRM) wmim TI'A (CONFIRM) B MCXOIOHHX MCCJIeOOBAaHUAX, CJIIYUYaMHBM
oBpa30M pacCHpelesiajiM B paBHHEe TPYINH, OojydaBmme 240 M MO nBa
paza B CYTKM WM TPM pas3a B CYTKU.

KiloueBble KpUTEPUM BKIIOUEHUS U MUCKJIIOUEHUSA

[00623] KimroueBue KPUTEPUNM  BKJIOUEHMS U  UCKIIOUEHUA OJis
uccienoepaHua ¢asz3el 2b, DEFINE m CONFIRM o6oOmeHE B Tabiuile 8.

TaBauia 8. KilloueBHe KPUTEPUM BKJIOUEHUS U UCKJIIOUEHUS

KimloueBHEe KPpUTEPUM BKIIOUSHUS

BozpacT 18-55 JerT

InarHos PP-PC mo kpuTepusaMm MakJoHanlbna °

[lokazaTeJib o mkaJje EDSS 0-5,0

KitoueBHE KPUTEPUM MNCKITIOYEHUS

[lporpeccupyiomre GopMel PC MM IpyToe cepbes3Hoe 3abojieBaHue

Peuunue B TeueHre 50 OHel OO paclpelelIeHUS

KopTukocTepounar B TeueHre 30 pHen (daza 2b) miIM B TeueHUe

50 muaew (DEFINE, CONFIRM) mo pachpenejleHUs

[lpegBapUTEJIBLHO onpeneJjieHHHE, He COOTBETCTBYKIINE HOpME
JafopaTopHEle HapaMeTphl, BkJmouyasd BKT < 3,5x10°%/j miM 503MHOQUIIEL >

0,7x103/Mkxy mom > 0,7 I'/n

HpenBapMTeﬂbHoe JiedeHVe BO 3MOXHBIMI VIMMYHOCYIIpe CCIMBHEMM

areHTaMy MJIM IIpolenypaMM

[lpenBapuTeJIbHOEe JledeHUMe C MCIOJIB30BaHMeM Tepanuu PC cC
3apaHee 3alaHHBEIMM IIepyolaMM BHBeIeHMsS IIpelapaTa M3 OplaHu3Ma,
BKJIOUAA WMHTepbepoH-DeTa B IIpelejlaXx 3 MeCdlleB OO pacllpelelIeHUS;
T'A B mOpenejlax 3 MecHdleB OO0 pachnpenejeHuda (baza 2b, DEFINE) mim B

Jobor MoMeHT (CONFIRM); uiIM HaTalu3yMa® B Ipelejlax 6 MecHleB IO

pacrpenejeHnAa

CokpaleHn4d : EDSS, PacumpeHHad mKaJja OLleHKU CTelleHu
MHBAJIMIHOCTH ; TA, TJaTupaMepa alueTarT; BKT, OeJitle KpOBSAHEE
TeJblla.

T'emaToJyormusa

[00624] B wmccaenoBaHuM ¢aszb 2b KpoBb 3abupalm Kaxiwe 4

HenoeJln.
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[00625] B DEFINE m CONFIRM kpoBB 3abupajM Kaxiele 4 HeOeJau B
TeueHMEe IIepPBEX 3 MeCHdleB M Kaxnele 12 HemeJp IIOCJe 32TOT0 U B
TedeHMe 1 Mecsdlla IIOCJIe IpeKpalleHMd WMCCJIeIOBaHMA WM 3aBeplleHus
VCCJIeIOBaHMA, €CJIM HET MPOIOJDKEHMS MCCJIeIOBaHMA.

[00626] B ENDORSE KpoBb 3abupaliM B MCXOIOHHM MOMEHT U KaxXIbe
12 HepmeJb IIOCJIe BTOTO.

[00627] TI'emaToJIOTMUECKOEe MCCJIedOBaHMEe BKJIOUAJIO I'eMOIJIOOMH,
T'eMaTOKPUT, KOJMUECTBO KPACHHEX KPOBSHHX TeJell, kojguuecTBO BKT (cC
oubepeHIMAalIoOM) M KOJMUYECTBO TPOMOOLUTOB.

[00628] AUJI KJaccupuumporajin B COOTBETCTBUNA c o OmMMI
KpuTepraMm TEePMMHOJIO TN nJidg HeXeJlaTeJIbHEX ABJIEHUN (CTCAE;
TaGmuua 9). °
Tabmnua 9. Kinaccupuraumsa AUl B coorTBeTcTBUM C CTCAE Bepcuu

4.0

Crenedb 0 B CrenedHb 1 B CreneHb 2 B CreneHb 3 B CrelleHb 4 B
COOTBETCTBUM COOTBETCTBUM COOTBETCTBUM COOTBETCTBUM COOTBETCTBUU

c CTC c CTC c CTC c CTC c CTC

< HI'H- <0, 8- < 0,5-
> HI'Ha < 0,2x10°%/m
> 0,8x10%/m > 0,5x10%/;m > 0,2x10%/;

AUJI=aBCOoJInTHOE UmCJIO JIMMOOLIUTOB ; CTCAE=00mue KpUTEepUn
TEPMUHOJIOTHM HJIS HeXeJlaTeJIbHHX SBJIeHUN

& HuxHAg TIpaHuilla HopMmul (HT'H)=0,91x10°/1

CTaTUCTUUECKUN aHaJu3

[00629] Hauuwle DEFINE w®m CONFIRM oT cy®OBLeKTOB, KOTOPHE
[lepelllM Ha allbTepPHaTUMBHOe JledeHue PC, OBUIM MCKJIIOUEHEH.

[00630] [aHHEHE HEKOHTPOJMPYEMOT'O IMIPONOJDKEHUS MCCJIeOoBaHMA
dase 2b no wmuaydeHMno 6e30IaCHOCTM OJIMTEJILHOCTLI 6 MecsleB OBIIM
BKJIIOUEHH .

[00631] BrulM MCIOJB230BAHLE IOaHHEE IIO0 COCTOSHMI Ha »aTy
IpeKpalleHns UCCJeOOoBaHus.

PESYIJIBTATH

[laumMeHTH

[00632] T'pymnna pjasa wM3ydeHMsa ©0e30MI0acHOCTM cCcocTosdaja m3 2513
naumeHToB c PC, Braouasd 1136 DalUMeHTOB, KOTOPHX Jeuuau 240 M

IM® nBa paszsa B CYTKM, 1249 nallMeHTOB, KOTOPHX Jeuniau 240 wmr MO
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TPM pa3a B CyTKM, ¥ 128 ODAaUMEeHTOBR, KOTOPHX JeuuyIu ©Oojiee HUBKOMU
hifelclo)! IM® (Tabjmila 10) . CpenHee (CO) BpeMs JeueHn s B
MccyjegoBaHMM cocTaBmyio 3,1 (2,2) rvoma (Tabmwuia 10).

[00633] B ofbtmem vy 2470 mnaumMeHTOR onpenensian AUl nocie
OolpeneJyleHNsa MCXOOHOTO YPOBHSA.

Tabmmua 10. BpeMsd JiedeHMHI B MCCIENOBaAHUU

OB IMaP
(n=2513)
Bpemsa JleueHMd B MCCJeIOBaHMM, cCcpenHee (CO), JjerT © 3,1 (2,2)
Ofmee KOJIMYECTBO HaKOILJIEHHEX HaluyMeHTO-JIET
7249,96

BO3OEVICTBMSA JieueHMsI B MCCJIeOOBaAHUU

[laiMeHTH, IIOJIyUaBllMe JeUeHMe B MCCJIemoBaHMUM, IIO

MeHbIIeM Mepe B TeueHue, n (%)

3 MecHdlueB 2218 (88)
© MecdleB 2099 (84)
1 rozma 1869 (74)
2 JleT 1602 (64)
3 JerT 1377 (55)
4 ger 1001 (40)
5 JleT 740 (29)
6 JeT 270 (11)
7 Jer 34 (1)

CO=cTaHIapTHOEe OTKJIOHeHUe

a IM®, IM® C OTCPOUEeHHHM BHCBOOOXIEHMEeM (Takke M3BECTHHNM Kak

YVCTOMUMBLEM K XeJIyOOUHOMY COKy IMO M Kak TECFIDERA®)

b Brxomouaer 240 Mr JIM® mBa pasa B CcyTkuM, 240 mMr JIM® Tpu pasa
B CYyTKM U 0OoJiee HUBKMe HO3H MO (120 MI' OOMH pa3 B CYTKU WM TPU
paza B CYTKMU)

¢ KaxOeli Ton ComoepXuT 48 Hemelb.

CpenHee koJimuecTBOo BKT m AUl ¢ TeudueHMeM BpeMeHUM IIpU
[NPpOOOJIKEHUN JieueHuAa MO

[00634] CpemHme wmcxonHwele AUl ObUIM aHAJOTMUYHE IJIA TPYIII,
KOTOpPHX Jieunmym 240 mr MO nBa pa3a B CcyTku, 240 mr MO Tpm pasa
B CYTKM MJIM 0DoJjlee HUI3KMMM noz3amm IMO (pmr. 1).

[00635] Cpemume AUl yMeHbBHMAJIMCh OpUOIM3UTEeJIBHO Ha 30% B
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TedyeHMEe IIepBOTO Tola JedeHMsa, 3aTeM CTaHOBMIIMCH IIOCTOSHHEIMU,
OCTaBasCh BHIIE HWKHEM TpaHuMUE HOpME (HI'H; 910/MM3) B TeueHUe
eprola HaOomeHusda (¢ur. 1).

YacToTa BO3HUKHOBEHUA JIMMQOTIEHUN cTeneHen 0-4 B
coorBeTcTBUMM C CTC

[00636] [na OoJspLMHCTBa HalureHTOB AUJI OvUIM B HOpenejlax HOPME
BO BCe MOMEHTH BpeMeHu (cTeneHbp 0 B coorBeTcTBUMM C CTC).

[00637] YJacToTa BO3HMKHOBEHMSA VXY IOIeHUN OTHOCUTEJILHO
MCXOOHOTO YPOBHS, COOTBeTCTBylIMX cTenedHsMm 0, 1, 2 mu 3 wimm 4 B
coorTBeTCcTBUM C CTC, nokazaHa B Tabmmue 11.

Tabmmua 11. YacToTa yxyomeHuyr AUl pa3JIMUHOM CTelleHM B

coorBeTCcTBUM C CTC OTHOCUTEJIBHO MCXOIOHOT'O YPOBHHA

OBuwpiz M 2P
n (%)

(n=2513)
Crenedr O B coorBeTcTBUMM C CTC 1533 (61)
CreneHr 1 B coorBeTcTBUMM C CTC 236 (9)
CreneHbr 2 B cooTBeTcTBUMM C CTC 528 (21)
creneHs 3 wiu 4 B coorBeTcTBMM C CTC © 173 (7)
He wumsMepdnn AUJl 1IocJe  OIpeneJjieHUA
MCXOOHOTO YPOBHSA 20

CTC=00umre KpUTEPUU TEPMUHOIJIOTUN

a IM®, IM® C OTCPOUEHHHM BHCBOOOXIEHMEeM (TakXe M3BECTHHNM Kak
VCTOMUMBHEIL K XeJIYIOYHOMy coOky IMO® um kak TECFIDERA®)

> Bruymouaer 240 Mr IM® mBa pasa B cyTku, 240 Mr JIMO® Tpu pasa
B CYyTKM U 0OoJiee HUBKMe HO3H MO (120 MI' OOMH pa3 B CYTKU WM TPU
paza B CYTKM)

¢ 2 naumeHTa (< 1%) mMenm cTeneHb 4 B cooTBeTCcTBUM C CTC

Mpodumm AUJI

[00638] AUJl ocTarRaJiMCh BhHIle WM pabBHEMM HI'H y 84% naunMeHTOB
B TeUeHMe IIepBHX WMeCTM MecsaleB UM Yy 76% [DauMeHTOB B TeUeHUe
[IepBOTOC ToHa; W3 2TMx naumeHToB y 0,1% m 0%, COOTBeTCTBEHHO,
Habomaauck AUJl MeHee 500/mMm3, coxpaHAoIMEecd B TeUueHMe 6 MecdlLeB
mim 0oJiee, B Jiwobom MoMeHT (Tabismia 12) .

[00639] Cpelm mauMeHTOB, KOTOPHX JEeUMJIM B TeueHMe 6 MeCHdleB

i Bojee (N=2099), y 2,2% (n=47) Habmomamck AUl MmeHee 500/mMMm3,
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COXpaHAKIMMECS B TedeHMe 6 MecdlueB wam 0OoJjiee, AUJl, kak OIpaBWUIIO,
ocTaBaJguchk MeHee 500/mMM® OpPKM MNPOIOJIKEHUNM Teparum.

Tabauia 12. IoJsgsa nauuMeHTOR, Y  KOTOPHX B oajib HeleM
Habomaauck AUJl < 500/MM3, coxpaHgomMecs B TeUeHMe > 6 MecCdAleB, B
JIoB0oM MOMEHT (B mpeneyax 7 JIeT TIIOCJIe HadvaJla JIEUEeHUd) B
COOTBeTCTBMM C AUJl B TeueHMe IIepPBHX 6 MecCcHdleB WIM IIepBOTO Tola

JedeHusa IMO

n/N (%)

Bce AUJI > HTHP 3/2083 (0,1) 0/1876 (0)
Bce AUJl > 800/ms3 9/2219 (0,4) 0/2050 (0)
Bce AUYJl 2 500/mv3 37/2446 (1,5) 16/2409 (0,7)
o MeHbIIe Mepe 1

38/251 (10) 47/420 (17)
BHaueHMe AUJI < 500/mm3
llo MeHbIIeN Mepe 1

10/24 (42) 31/61 (51)
BHauyeHmMe AUJI < 500/mm3

AUJI=aBCcoJIIOTHOE UMCIIO JIMMOOLMTOB
> Hmxusag rpaHuua HopMel (HT'H) =0, 91x10°/x
IMHaMMKa WM3MeHeHMM cpenHux AUJl y naumedToB c AUl < 500/MMm3,

COXPaHAKIMMUACS > 6 MeCslleB

[00640] IOna cpenHux AUJl B HNoAOrpyllax HallMeHTOB c AUYJl MeHee
500/MM>?, COXPaHAOIMMUCS B TeUeHMe 6 MecdleB MM 0oJjlee, Hadmonalcs
BoJiee OHICTPHM Clal IO CPaBHEHMIO CO CPeIHMMM UMcJjaMy B IIOOTPYIIax
NalMeHTOB, Yy KOTOPHX He Owyio AUJl MeHee 500/MM3, COXpaHAOIUXCI B
TeueHMe © MecdaleB uau 0Oojee (our. 2).

BoccraHoBIJIeHMe AUJl mocje IIpekKpalleHuda JiedueHusa MO

[00641] Cpemu 47 naumeHTOoB ¢ AUl MeHee 500 KJIETOK/MKJI B
TeueHMe II0 MeHblley Mepe 6 MecdueB, 9 TalMeHTOB IOIpepBaliMd WK
S3aBEPMMUIIM MCCJIeDOBaHUE. U3 OeBdTM IIalMeHTOBR Yy  BoCbMmM  AJlU
MU3MepaJM IO MeHblley Mepe B TeueHMe 1 Mecdlla II0cJe IIOJIyUeHUSd
3aKJIOUNUTEJILHOM IO3H . Bce 9 nalureHTOB MIPOIEMOHCTPUPOBAJIN
yBeJIMdeHne AUJI riocJe 3aKJIOUNTEJILEHOM IO3H IMo (pur. 3).
OcTapmmecs 38 TIIallMEHTOR IMNPOIOOJDKMIIM JedeHMe Ha MOMEHT TaHHOTO

aHaJlMmsa, OIOHaKo, 6 MecdlaMu II03Xe BCTynuia B CUITY IIoIIpaBKa K
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nporokosiy njig ENDORSE, KoToOpasa IpenycMaTpmBala, uToO JIeueHue
OOJDKHO OBITE BpPEeMeHHO IIpekKpalleHo, ecyau AUJl cocTaBJgeT MeHee
500/MM>B TeueHMe OoJiee 6 MecdleB. XOTS BBeIeHME O3 IIpeKpamainT,
3a DalMeHTaMM HabjomaloT Kaxinele 4 HemeJM OO0 Toro, Kak AUJl cTaHeT
BRHIle MM paBHEM HI'H miam B TeueHme 24 HeOeJib I[IOCJe IIOCJeNHeM OO3EH
(B 3aBMCHMMOCTM OT TOT'O, 4YTO OrHCTpee). Ecim AUJl ocTaeTcsa MeHee
500/mM® B TeueHMe 24 HenelJlb IIOCJe I[OCJeOHel MHOO3H, TO JiedeHMre
HUCCJeooBaHMAa OOJIDKHO OBTL [IpeKpalleHO HakceTrOa.

S50PeKTUMBHOCTD N [IalMMeHTORB c JIMMpOoIIeHren (< HTH) igfe)
CpaBHEeHMIO C [alueHTamMu 0e3 JIUMOOIeHUU

[00642] VYMeHBmEeHMe TOIOBOM YaCTOTH peuuarMBoB (ARR) uepes 2
roja y IHalMeHTOB, KOTOpHX Jieunmsm 240 mr IMO nBa pasa B CYTKU U
miane®o, He OTAMUYAJIOCH 3HAUUTEJILHO Yy MallMeHTOB C JMMQOIleHMreM (I10
MeHbIIEeM Mepe 1 3HaueHue AUJI MeHbme HITH) 10 CpaBHEHMIO C
naumeHTammu 06es JguMmponeHum (Bce AUJI ©ojgpme HI'H) B DEFINE wu
CONFIRM (¢mur. 4A-4B). B DEFINE (¢omur. 4A) oTHoOmeHMe dYacToT (95%
IOV) nia cKoppekTHMpoBaHHOM ARR njga IMO B cCpaBHeHMM C Iualebo
cocraBjaso 0,424 (0,294, 0,611) umu 0,509 (0,381, 0,681) v
IallMeHTOR C JuMOIleHMel, KoTopas CcBsS3aHa C JedueHueM, U 0e3 Hee,
cooTBeTCTBeHHO. B CONFIRM (¢omr. 4B) oTHOmeHMe uyacToT (95% IOIU)
OJIA CKOppeKTHMpoBaHHOM ARR mjga MO B cCcpaBHeHMM C IJlalebo
cocraBuasaygo 0,525 (0,365, 0,756) umu 0,599 (0,429, 0,835) v
IalMeHTOR C JuMOQOIIeHMelM, KoTopas CcBsS3aHa C JedeHueM, U 0e3 Hee,
COOTBETCTBEHHO.

[00643] NcxomHele XapaKTepUCTUKMN, BKJIOUaAA IIoKas3aTeJb IIo
mkajie EDSS, BozpacT, o00JacTk M KOJMUECTBO PEeUMIMBOB 3a 1 Too IO
Havajla MCCIIeOoBRaHusd, OBIM  AHAJIOTMUHBL OJId TPYNN [HDalMeHTOB,
nojiyuaBmmx IMO u 1jauebo, c JuMmpoleHMel MIM Oe3 Hee.

OBmasa ©es30lIacHOCTB

[00644] Kak yCcTaHOBJIEHO B STOM [IPOMEXYTOUHOM  aHaJiu3e
KJIMHUUECKMX MccJeloRaHul ¢aszel 2b, DEFINE, CONFIRM u ENDORSE,
JIMMPOTIEHMA Yy IMallMeHTOB, KOTOPHX Jeuwau MO, He ©OvBUIa CBA3aHa C
ofmuMM yBeJIMUeHUMEM pPUCKa BO3HUKHOBEHMS MHOEeKLUMM WMJIM CepPbe3HHX
MHQeKIIMN, BKJIOUAA ONMNOPTYHUCTUUECKUE MHOEeKLIUN (Tabanua 13).
[Mocae nepmuona, KoTma OBLIIN TIOJIYUEHEL OaHHEE oI 3TOTO

[IPOMEXYyTOUHOT'O OTUeTa, O coofmeH cJyuvar I[IMJI  y I[almMeHTa,
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KoToporo Jeumam 240 mMr MO Tpu pa3a B CYTKM, B YCJIOBUAX TIReJION
IJIUTEeJIbHOM JIMMQONeHUM (IpUbIMsUTellbHO MeHee 0,5x10°/51 B TedeHue
3,5 JeT).

Tabmnua 13. UYacToTa BO3HMKHOBEHMSA Cepbe3HHX MHOeKUMN Ha
OCHOBAHUM HaUXYONMUX 3BHAUEHUM OTHOCUTEJILHO MCXOOHOTO MOJIS CTelleHeM

B coorBeTCcTBMMU C CTC

OBumiz IMe 2P

(n=2513)
CepwesHue MHbOekumu,® n (%)
CrenedHr 0 B cooTBeTcTBUM C CTC 43 (3)
CreneHb 1 B cooTBeTcTBUM C CTC 13 (5,5)
CTerneHb 2 B cooTBeTcTBUM C CTC 22 (4)
Crenens 3 miauM 4 B COOTBETCTBUU C
CTC > )

AYJI, abcojmoTHOe umcyo JmMpoumToB; CTC, OOmme KpPpUTEPUNU
TEPMUHOJIOT UM .

& MO, IMO® C OTCPOUEHHBIM BHCBOOOXIEeHMEeM (TakKXe M3BECTHHM Kak
VCTOMUMBHEIL K XeJIYIOUYHOMy coky IM® um kxak TECFIDERA®)

b Brxomouaer 240 Mr JIM® nmBa pasa B CyTkM, 240 mMr IM® Tpu pasa
B CYyTKM U 0OoJiee HU3KMe HO3H MO (120 MI' OOMH pa3 B CYTKU WM TPU
paza B CYTKM)

¢ JIJIa KaXOoM CTeleHM B cooTBeTcTBMM C CTC umcia B Ckobkax
npelcTaBJIAT CoOO¥ IOOoJM B IIPOlleHTaxX, OCHOBAaHHHE Ha KOJIUUEeCTBEe
NauMeHTOR C MHOeKIMreM IO OTHOMEHMI K KOJMUeCTBY C HauXyIVM
3HaueHMeM OTHOCUTEJBFHO MCXOOHOTO MOJIA DTOM CTeleHM, KakK I[I0KasaHOo
B Tabmuue 11.

BAKJIIOUEHUE

[00645] Ilpodouim AUJl XOpoWO OXapaKTepM30BaHEL M CTabUJIBHE BO
BpeMeHU . Cpemure AYJl yMeHBIIAJUCH [IPUOJIMIUTEJILHO  Ha 308y
[IallieHTOB, KOTOpPHX Jieunymu [IM®, B TeueHUe I[IepBOI'O I'Ola JEe4dYeHWsd,
3aTeM CTaHOBWMJIMCE I[IOCTOSHHEMM, OCTaBaschk Bhlle HI'H B TeueHue
nepuona HabJmoIoeHUd.

[00646] AUJl ocTaBaJiMChH BhHIle WM pabHeMM HI'H y 84% naunMeHTOB
B TeueHMe IIepBHX WMeCTM MecsaleB UM Yy 76% [DauMeHTOB B TeUeHUe

[IepBOTOC ToOHa; W3 3TMx naumeHToB y 0,1% m 0%, COOTBeTCTBEHHO,
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Habaonaguck AUJl menee 500/MM?, CcoxpaHSOMMEecs B TeueHMe 6 MeCdleB
mim 0oJiee, B JIOOOM MOMEHT.

[00647] Cpemr HaUMeHTOB, KOTOPHEX JIeUWJiM B TedeHMe IO
MeHbIlIel Mepe 6 MecHALeRB, N4 HeBoJIBLIMOT O KoJIMUuecTBa (2,2%)
Habmomaauck AUl MeHee 500/mMm3, coxpaHAoIMEcd B TeUueHMe 6 MeCcdlLeB
iy 6oJiee, M BTOT IIOKa3aTeJlb OBJI [MEPBHM IIPOTHOCTUUECKMM (QaKTOPpOM
OJIg  I[IalMeHTOB, VMenmMx — OoJIBIIMM  PUCK IIOoCJeOylmero pa3BUTUA
TAXEJION OJIMTEeJIbHOM JIMMQOIIEeHUN .

[00648] Kpowme OIOHOTO ciayuasd TIMJI B YCJIJIOBUAX T AXKEeJION
OJMUTEeJIbHOM JMMOOIleHVM, He HabjomaeTcd o0mero YBeJIMUEeHMS pHucka
BO3HUKHOBEHUA Cepbe3HBIX MHOEeKLNUN, BKJIOUA I opyrue
OIIIOPTYHUCTHUUECKME MHPEKLNUMA.

[00649] o HauaJla JeueHMS C nomombio MO Heo®XOoOMMO MMEThb
HeIaBHMEe pe3yJibTaTH KAK, BKJIOUaAKIEIO UYMCIO JMMOOLMTOBR (T. €. B
npernmejlax 6 Mecduen). KAK, BKIOYAMUY YKMCIJIO JUMOOLMTOB, TaKXe
PEKOMEHIOYyeTCsa BHIIOJIHATH IIOCJe 6 MecdlleB JiedeHMsa, KaxOele 6-12
MeCHALeB IOCJe BTOTO0 M IO KIMHMYECKMM [NOoKasaHMaAM. ' Kak ykasaHO Ha
STUKETKe IpelapaTa, CJeOyeT pacCMOTpeThb OTMeHy MO njdgd [nauMeHTOB
c AUJl MmeHee 0,5x10%/J1, coXpaHAKIMMMCA B TeueHMe OoJjlee 6 MecCHAlEB.
Ilocjse oTMeHBH MO 3a AUJl HeoOXoImMMO HabjimomaTb OO MCUE3HOBEHUSA
auMboneHnm . ’

[00650] XoTa IQDaHHBEIE OTpPaHUUEHH, CYIEeCTBYIT CBUIETEJILCTBA
yBeJiMueHua AUJl rocjie IIpekpalleHuda JeueHusa IMO.

[00651] TepanerTuueckasa »0dekTMBHOCTE MO Kak y IMallMMEHTOBR C
JmuMboIieHMeM, Tak UM Yy IHaluMeHTOB 0e3 JIMMOOIEeHUM CBUISTEeJILCTBYET O
TOM, UTO JMMOOIeHMS He HABJISeTCS OCHOBHBIM MeXaHM3MOM IeMCTBUA
IM® . 30PeKTUMBHOCTE Yy  IIalMeHTOB c  JmMpoIIeHMEeM U tes Hee
CBMIOETEJLCTBYET O TOM, UYTO JIMMQOIIeHMS He HABJISeTCS OCHOBHEM
MexXaHM3MOM IercrBusg IMO.

[00652] OfGmee oTHOmMEeHME TIIOJB3H K pPUCKYy g JIMO ocTaercs
BJIaTONPUATHEM. Hapsanoy C© KIMHMUYECKOM UM HeVMpPOpeHTIeHOJIOTHUEeCKOM
50PeKTUMBHOCTEID BTM IaHHHE TakXe TOBOPAT B NoJb3y JM® Kak 1LIeHHOTO
OJIMTEJIbHOT'O BapMaHTa JiedueHud lalumeHTOoB ¢ PP-PC.

[00653]

JIMTEPATYPA K IIPVMEPY 8
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6.9 [IpuMep 9. NubpopMmpoBaHME IauMeHTa - KpaTkasda
XapaKTepuCcTHUKa IpelapaTa

[00654] B kauecTee IIpMMepa, & He OI'PaHUUYEHUs, MHCTPYKLUUM 10
npuMeHeHuo TECFIDERA® B KpaTkol xXapaKTepUCTHMKE Ipernapara MOIDyT
OBITEL CJIEOYIOIMMA .

OCOBBE YKABAHNS UM MEPH I[IPEIJOCTOPOXHOCTHM IPY MCIIOJNBE30BAHUN

Ananmms KpoBM/JIabopaTOopHEE MCIIHTAHUSA
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[00655] B KIMHMUECKUX MCCIeJOBaHMAX Yy CYOBEKTOB, KOTOPHX

Jleumjin TECFIDERA®, HabJlnaJliCh M3MeHeHUd B pesyabTarax
JaBopaToOpHEX MCCIeIOBaHMM IIOUeK U IIedueHM. KIMHMUecKMe IPOABJIEHUS
STUX M3MEeHeHMM HeU3BeCTHH. OueHKY QYHKIMM IIOUEeK (HanpuMep,
KpeaTMHVH, a30T MOUYEBMHH KPOBM U aHallM3 MOUM) M OQYHKUUM IIeU4eHU
(HanpuMep, AJIT m ACT) peKOMeHOyeTCHd BHIIOJHATE OO Hadajla JIeueHud,
nocjie 3 M 6 MECHALEB JIeUeHUsa, Kaxnaee 6-12 MecdlueB JeUeHMsa II0oCJIe

3TOTO M IO KJIMHMUECKMM IIOKa3aHMSIM.
[00656] TECFIDERA® MOXeT YMEHbBIIATh UMCJIIO JIMMPOLIMTOB .

TECFIDERA® He BBUI M3yUeH y MalMeHTOB C M3HAYaAJIbHO HM3KUMM UYMCJIaMU

J'H/IM(]_)OLI,T/[TOB n HeOoOXOOMMO IIPMHVIMaThb MEPEI IIpedOCTOPOXHOCTHU Inpn

JIeYeHUM 5STUX IalMeHToB. Jo Hadajla JedeHna TECFIDERA® Heobxommumo
[IOJIYUUTE TeKylune pe3yJibTaTH KJIMHNUYECKOT'O aHalmsza KpPOBH,
BRJIOUAKIETO JIMMOOUMTEI. ECJHM YCTAHOBJIEHO, UYTO UMCJO JMUMPOLMTOB
HaxXoOUTCsS '3a HWKHEeM TI'paHuIel HOPMaJIbHOT'O MOxala3oHa, HeoOXOIMMO
pPaccMOTpeThb aJIb TepHaTUBHEE [IPUUMHEL JIMMPOTIIEHNN " [IPUHATH
KOPpeKTUPpYyKIMe MepH B 3aBUCHMMOCTM OT KOHKPEeTHOTO ciydad. llocie
HavaJla JiedueHusd KJIMHUUECKUM aHaJu3 KPOBU, BRJIOUAKIMNWY  UMUCJIIO
JIMMQOLIUTOB, HeoOXOOMMO  BHIIOJHATE  Kaxidee 3 Mecdala. JledeHue
HeoOXOoOMUMO IpeKpaTuTh, eCJIM  4MCJIO JIMMOOLTOB < 0,7x10°%/1
IIOOTBEPXIOAETCSA [IPU TpexX IIOBTOPEeHMAX aHallM3a (uepes 3 Mecsua). 3a
UM CJIOM JIMMOOULUMUTOB HeOOXOOMMO CJIeIMTH OO BO3BPAlleHMSA K HOPME.

[Iporpeccupyomas MyJbTHubokaJbHasg JeMkosHIedasionaTmusa (IIMII)

[00657] Cinyuam IIMJI HabOdooaluchb OPM JI€UeHUM C  T[IOMOIILI
TECFIDERA® B yCJIOBMAX TAXEJONM U OJUTEJbHOM JMMOOIEHUNA. TIMJI
IpencTaBJigeT cobom ONIOPTYHUCTUUECKYIO MHEeRLNIO, BEI3BAHHYIO
BupycoM J[IxoHa KanHHuHTeMa (JCV), KoTOpas MOXET MIPMBOIWUTHE K CMEPTU

WM TSOXeJIOW MHBaJMIHOCTM. I[IMJI, BepoATHO, BHB3BaHa KoMOMHalMeM
baxkTOPOB. QAKTOPH PHCKa BKJOUALT M3MEHEHHYID WIM OCJIabJIeHHYIO
MMMy HHY cucremMy W, BO3MOXHO, OOIOJIHUTEJIL HEE TeHeTUUeCKHue
baxTOpH pHCKa MM GaKTOPH OKpYXaKmMeW Cpelbl.

[00658] Umcaoa JmmpoumTor < 0,5x10°%/;1 Habmomammuce vy < 1%

ITIallMeHTOB, KOTOPEX JI€eUNIIN mianeso, n y 6% IIallMMIeHTOB, KOTOPHEX

Jleumjin TECFIDERA®. B KJIIMHUUEe CKUX MCCJIeIOBAHUAX (kak
KOHTPOJIUPYEMEIX , Tak " HEKOHTPOJIMPY EMBIX ) Y 2% IalMeHTOB
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HabJoIaduchk uucja JmMpoumToB < 0,5x10°/J1 B TeueHMe II0 MeHLIIEN
Mepe mMeCcTUM MecAlleB. Y DTUX NallMeHTOB UMcJa JIMMQOLUUMTOB B OCHOBHOM
ocraBaymck < 0,5x10°/J1 Opy MNPOIOJIKEHUM Tepalluu.

[00659] Ecimu TepalMn  IIPONOJIKAT IIPpM  HaJIUMUuUM T SKeJION
OJUTeJIbHOW  JIuMbOoIeHUM, HeJIb35 MCKJYaTh PUCK  BO3HUMKHOBEHUSA
ONMOPTYHUCTHUUECKOM MHbeKLUMM, BKJIoOUasg [IMJI. IlosToMy 3a IalMeHTaMM,
Y KOTOPHX HabmomaeTcd JUMMOOIIeHMSI, HeOoOXOOMMO TIaTeJIbHO CJeIUThL C
HeJyiblo OOHapyXeHMSa IIPU3HAKOB WM CHUMIITOMOB IIOSABJIEHMSA  HOBOTIO
HEeBPOJIOTMUYECKOTO HapyleHud (HaopuMmep, I»OBUTIaTeJIbHHX HapylleHUM,
KOTHUTUBHEX WM I[ICUXMATPUUECKUX CUMIITOMOB) . ECIM eCcTb [IOHO3peHue
Ha IIMJI, JieueHUue TECFIDERA® HeoBxomMMO HeMeIJIeHHO IIPUOCTAHOBUTEL U
BHIIOJIHUTE OOIIOJIHUTEJIbHEE aHaJIU3H.

[IpenBapuTeJIbHOE JleueHMe C MCIOJIb30BaHMEM UMMYHOCYIIPEeCCHBHOM

VI VIMMYHOMO nyﬂmpyiomeﬁ Tepalllin

[00660] He OBLIIO [IPOBEOEeHO KJIMHUUE CKUX nccJjenoBaHu,
OLIeHMBaKIINX 20DPEeKTUBHOCTE VI 6e30IIacHOCTD TECFIDERA®, npu
epeBone IalureHTOB C OPYITUX Tepanui, V3MEeH AN X TeueHNre
3aboJIeBaHMSA, Ha TECFIDERA®. Bxitan npenmecTRYyIen

VMMYyHOCYIIPECCUBHOM Tepanuu B pasBuTue IIMJI y ODALMEHTOB, KOTOPHIX
jeuaT TECFIDERA®, He wus3BecTeH. I[lpy TIepeBoOIe IAlMEeHTOB C IOpyIoun

Tepanuu, M3MeHdgmen TeueHue 3aboJjieBaHuA, Ha TECFIDERA®,
HeoBXOOMMO YUUTHBATEL I[IepPUON TMOJYOEeMCTBUSA UM PEeXUM IOeMCTBUSA OpyTou
TepaluM OJsS TOTO, UTOOH YyCTPAaHUTL AaOOIUMTUBHEM MVMMYHHBEM 5bbekT U B
TO Xe& BpeMd MUHUMUIUPOBATL PUCK BO300OHOBJeHMA 3abojieBaHMdg. Ho
Hauajla npuMeHeHMsa TECFIDERA® u perysdapHO B TeueHMe JledeHMS (CM.
aHaJIM3 KpoBU/JabopaTopHEE WCIHTAHUSA BHIIE) HEOOXONMMO BHIIOJHATH
KIVMHMYECKMIM aHaJM3 KPOBM, BKJOUAKIMUNA UYKCIIO JMMOOLMTOB.

[00661] TECFIDERA® MOXHO, KaK IIpaBWJIO, HauMHATL [IPUMEHSATH
Cpaszy IoCJie IIpeKpalleHMd IIPpUMeHEeHUA MHTepdepOoHa WM IJlaTupaMepa
alueTara.

[00662] B COOTBeTCTBMM C HaOJexalel KJIMHUUECKOW OIpaKTUKOM
HeoBxoOMMO TNpPOBOAMTE MPT OpM M3MeHeHMM TepaluM, MW3MeHAKmen
TeueHVe 3a00JIeBaHUL.

T axeJisie HapyllieHMA IIO4YUeK UM II€eUYeHN
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[00663] TECFIDERA® ne 6l M3yUeH Yy I[IaLMEeHTOB C TSKeJLMHU
HapymeHV AMA Iouex WIn T SIKe JIBIMI HapyleHU SMH/ [IeYeHu u,
CJIENOBATEJNIEHO, HeoOXOOMMO IIPMHMMATE MEPH IIPeOOCTOPOXHOCTU IIPU
JIEUEeHUNY DTUX I[NallMeHTOB.

TaxeJioe aKTMBHOe 3ab0JieBaHue XeJIYIOUHO-KMIIEUHOT'O TpaKTa

[00664] TECFIDERA® He OBl M3ydeH Yy IallMeHTOB C TSXeJIEM
aKTUBHEM 3aboJieBaHMEM KEeJIYIOUHO—~KUIIEUHOT'O TpakKTa u,
CJIENOBATEJNIEHO, HeOoOXOOMMO IIPUHMMATE MEPH IIPeOOCTOPOXHOCTU IIPU
JIEUeHUNM DTUX INallMeHTOB.

llokpacHeHHUe

[00665] B KJIMHMUECKMX MCCJeIoBaHMAX y 34% ralmMeHTOoB,
KOTOPHX JIeUUJIA TECFIDERA®, uabionajiochb [IoKpacHeHue. Y OOJBIMHCTBA
IauMeHTOB, Y KOTOPHX HaOI0OOaJIOCh IIOKpPaCHeHMe, OHO OBJIO JIeT'Kou
WM CcpelHeM CTelleHUM TSKeCTHU.

[00666] B KIMHMUECKMX MCCJeIOBaHMAX VY 3 TIallMeHTOB M3 B
obmeM 2560 [aLMEHTOB, KOTOPHX Jeumyy TECFIDERA®, Habimonaluck
CepbesHBEe CHUMMITOME I[IOKPAaCHEHUSd, KOTOPEHE, BEPOATHO, ABJIAJINCE
peakuMer TUIMIEPUYBCTBUTEJLHOCTU WJIM aHadMJIaKTOMIHOM peakluuel. O5TU
ciyyar He OBUIM OIACHE IJIS XM3HM, HO IMIPUBEJM K TOCOUTaJIM3alluu.
MeouIMHCKMEe pPaboOTHUKM, »OeJlallye Ha3HadeHusa, WM IalMeHTH OOJIKHE
OHTL TOTOBH K TaKOMy BapMaHTy B CJiydae TSKeJIEX TUlepeMUueCcKuUx
peaxkiuii.

NHberUMM

[00667] B 11allebO-KOHTPOJIMPYEMEIX MCCJemoBaHMAxX Gaser II1
BEepOATHOCTL BOB3HMKHOBeHUS UHbekuunt (60% B cpaBHeHum c 58%) wu
CepbesHBX MHOeKUIUM (2% B cCpaBHeHUM C 2%) Oela nomobHa |y
IIaluMeHTOB, KOTOPHEX JIEeUWJIU TECFIDERA® pm rJiaue®o, CoOTBEeTCTBEHHO.
He Obuio yBeJIMUEHMS BEPOSTHOCTM BO3HMKHOBEHUS Cepbe3HHBX MHOeKLUM,

HaBJoOaeMblx Yy IDalMeHTOB C uyuciaMu JuMpoumuToB < 0,8x10°%/; wmm <

0,5x10%/51. B TeueHMe JleueHMa C nomMompl TECFIDERA® B mnjaneBo-
KOHTPOJIUPY EMBIX MCCIenOoBaHNAX PC cpenHue umcia JIMMOOLINTOR
YMEHBIIAJIMCE Ha OPpUOIM3UTEeJIEHO 30% OT MCXOIOHOT'O YPOBHSA Uepes OOUH
ron, a I[IOTOM He WU3MEHANMCH. CpemHMe uUKucia JMMOOLMTOB OCTaBaJiMCh
B Ipenejlax HOPMaJIbHEX 3HauveHuin. UYucia JwmMmpoumToB < 0,5x10°/1

Habmomalncek y < 1% TI[alMeHTORB, KOTOPHX JeuuaM Iulauebo, U y 6%
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NIaluMeHTOB, KOTOPHEX JIEeUWJIU TECFIDERA®. B KJIMHMUECKMX MCCJIeNOBaHUIX
(KakK KOHTPOJMPYEMEIX, TakK ¥ HEKOHTPOJMPYEMHX) Yy 2% TIIallMeEHTOB
Habaooaduchk umucia JuMmpoumTo < 0,5x10°/j1 B TeueHMe IO MeHBIIEN
Mepe WecTU MecHdlekB. Y 5BTUX HallMeHTOB uucia JIUMMOOLMTOBR B OCHOBHOM

ocraBammuck < 0,5x10°/J1 Opy MNPOIOJIKEHUNM Tepalluu.

[00668] Ecimn TepalMn  IIPOHNOJIKAKT IIPpM  HaJUMUUM T STKeJION
OJIUTEJILHOM  JIMMOOIeHUN, HeJIb34  MCKJIYaTh pPUCK  BO3HUKHOBEHUSA
ONINOPTYHUCTUUECKON MHOEeKUNM, BKJIOUA A IPOTPeCCUPYRIYI
MyJIbE TMOOKAJIEHYIO JIeVMIKODHIedaIonaTuo (TIMJT) (oJjisg [IOJIyUYEeHU

OOIIOJIHUTEJIbHOY MHOOpMallMM CM. HompaszneJ I[IMJI Bemue) .
[00669] Ecam y TIHaluMeHTa pas3BMBaeTCsd Ccepbe3Has MHOeKUuHd,

HeoOXoOomMO paccMoTpeTh BO3MOXHOCTb NPUOCTAaHOBKU JleueHud C
nomombilo TECFIDERA® 1 3aHOBO OLEHMTHL IIOJIE3Y M PUCKU IO IOBTOPHOTO

HauaJla JIeueHnd . [TauimeHTOB, TIOJIYyYakmmx TECFIDERA®, cyenyetT
IPOMHOOPMUPOBATE O HeoBXOoOMMOCTM coofmaThk O CHMMITOMax MWHbekIuM

JieduameMy Bpaudy. [TaumMeHTH C CepPbe3HEMUA VHQEeKUMAMM He IOOJIXHEI

HauMHaTh JiedeHue C nomomeild TECFIDERA® mo mMcuesHOBeHMA MHpeKUnM (-
n) .

6.10 Ipmmep 10. HVHPOPMMPOBaHMEe MalMEeHTa - aHHOTALUS K
JIeKapPCTBEHHOMY IIpernapaTy

[00670] B kauecTBe IIpMMEepa, a He OTpaHUUYEeHWUSd, WMHCTPYKLUUM II0
npuMeHeHuo TECFIDERA® B aHHOTauMM K JIeKapCTBEHHOMY IIpellapaTy
MOTYT OHTH CJeOVIONMMU .

[MPOTUBOIIOKABAHMA Y MEPH IPEIOCTOPOXHOCTU

[00671] TECFIDERA® wmMoxeT BJMATE Ha UMCIO OeJHX KpPOBAHEX

TeJjlell, I[IOUKM ¥ IedeHb. Jo HauvaJja OpuMeHeHusa TECFIDERA® Bam Bpau
OOJIKeH cCcheJlaThk aHallM3 KPOBM OJIA OIpeleJieHMA uucja OeJlEIX KPOBSAHHX
TeJlell M I[IPOBEPUTL, UYTO BammM [TOUKM M I[IedUeHb paboTalnT OOJIKHEM
oBpasoM. Bam Bpau OOJDKEH IPOBOOUTEL STU MCCIENOBAHUA IIePHMOOUUECKU
B TeueHMe JieueHMA. EciaM B TeueHHMe JledeHMA Yy Bac yMeHbIlaeTCHd
KOJIMUEeCTBO OeJIHX KPOBAHEX TejJiell, Bam Bpau MOXEeT pPacCMOTPETH
BO3SMOXHOCTE IIPeKpalleHUa JIeUueHUd.
7. BKIIOYEHME I[TOCPEICTBOM CCBUIKA

[00672] B pmaHHOM HOOKYMEHTe LIUTUPYKTCS pPasJIMdHbBE WMCTOYHUKM,
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TaKNre Kak IIaTEeHTH, IIaTeHTHEIE 3aABKM 17 nyoJauKaumm, OIIMCaHMA
KOTOPEHX BKJIOUEHEH B IO aHHBIM OOKYMEHT B IIOJIHOM OOBeMe IIOCpelCTBOM

CCHIJIKI .

VSMEHEHHAS CTPAHUIA



$OPMYJIA MBOEBPETEHNA

1. Cnocof6 JiedyeHUS IalMeHTa C PacCCeSHHBEM CKJIEPO30M, MMEKIEeT O
YMCJIO JIMMOOLIMTOB MeHee 0,5x10°/J1 BRJIOUAKIMI CTaOUM:

(a) BBemeHMe IVMMeTWIQyMapaTa NalueHTYy;

(b) mnpoBemeHUe IIOJHOTO aHallM3a KpPOBM, BKJKOUAKIETO aHaJnu3
urcia JUMQOLUTOB, Uepes 6 MecCHdleB IIOCJe MIPOIOoJIKaKIeTroCsS BBEeIeHUS
OMMeTHUIIQyMapaTa yKa3aHHOMY IallMeHTy, U Kaxnele 6-12 MecsdlleB IIOCJIe
2TOTO;

(c) [IpepHBaHneE BBeIeHUsd YKas3aHHOTO ouMeTuIiIdyMapaTa

YRKazsaHHOMY IIallMeHTy, KoI'oa UMCJIO HMM@OHMTOB N ITallMeHTa

coxpaHAeTcd Ha ypoBHe MeHee 0,5x10°/J1 Ha OPOTAXeHMM OOJiee MEeCTHU

MeCHIEeR,
2. Cnoco6 mo m.l, TIOe BBeIeHME BHIIOJHAOT IIepopallbHO.
3. Cnoco® mno 1.2, r1me ouMeTuJIidyMapaT HaxXOIUTCHA B dopMme

TabJIeTKM MM KallCyJIbl.

4., Cnoco® mno m.2, 7rOe oyMeTuIdyMapaT HaxoIUTcad B QopMe
TabJIEeTKM C DHTEPOCOJIOOUIIBHEIM [TOKPHTMEM.

5. Cnoco6 mno m.2, I'oe OIUMeTWIIdyMapaT HaxXoOUTCH B dopMe
KaricyJibl, coepxalel MUKPOoTaBJIeTKM C SHTEePOCOJIOOMIILHEIM TIOKPHTHUEM.

6. Crnoco® 1o 1.2, roe BBomaAT 240 M OguMeTHIQyMapaTa
IepopaljlIbHO IOBa pasa B CYTKHU.

7. Cnoco® mno 1.2, roe BROmAT 120 wMr guMeTMJIdyMapaTa
IepopallbHO IOBa pa3a B CYTKM B TeueHMe 7 @OHeM, a 3arem 240 MDD
oIMMeTHUJIdyMapaTa IepopalibHO IOBa paz3a B CYTKU B KauecTBe
NoamepXUBaKIel ITO3H.

8. Crnioco® 1o 1.2, I'oIe BBOIAT Bcero He O0oJjiee ueM 720 MU
IMMeTHUIIOyMapaTa B CYTKM.

9. Crnioco® 1o 1.2, I'oe BBOIAT Bcero He O0oJjiee uyeM 480 wMr

nmmeTMﬂ@yMapaTa B CYTKM.

10. Cnoco6 mno JgoboMy M3 MNYHKTOB 1,2 miaM 6, T'Ie NPpU3HAK WK
CUMMIITOM, CBUIeTeJIbCTRYIINNA O IOpoTrpeccupyoler MyJbTUOOKAJILHOM
JerkosHIIedalonaTu BHOpaH M3 TPYIIIH, COCTOAMEeN M3 IpoTlpeccHupyimen
cynabocTM C OIOHOM CTOPOHHE TeJla MJIM HelOBOPOTJIMBOCTM KOHEUHOCTEeWM,

HapylleHnA SpeHrMAd " V3MEeHeHUM MBIMIJICHW A, IIaMATM W OpMeHTallnM,



IIpMBOOANMX K CIIYTAHHOCTM COBHAHMA VM M3IMeHeHMAM JIMYHOCTIM.

11. Coocob 1o JooboMy M3 IOYHKTOB 1,2 WM 6, T'Ie IIalMeHT
IPOABJIAET Ipu3HaK WM CHUMIITOM, CBUIETEJbCTBYOIUNA o)
Iporpeccupynmen MyJbTUOGOKAIBHOM JIeMKosHlIebpasonaTum (IIMJI), KOTOPHM

OOIIOJIHUTEJILHO BKJIOUAET BHIIOJIHEHME OMATHOCTMUEeCKOWM olleHkm IIMII.
12. Cnioco6 mno JwoboMy M3 OYHKTOB 1,2 MIM 6, KOTOPHMU

OOIIOJIHUTEJILHO BKJIUaeT MHOOPMMPOBAaHME IallMeHTa, YTO y TIaumeHTa

C paccedHHBM CKJIEPO30M, KOTOPHM MHOoJy4YaJ IOUMeTUJIdyMapaT, BO3HMKIIA

[IMJI.
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= 6} BO BLEMA NDHMEME NeXapcTBeHHONG CpecTea

commenes (IO 240 Mr gpa pasa B cyTkN )

J) BO BpEMS APHEMA NERAPCTBEHHOO CPEACTRA
)

3

{N
e IRIOE 240 war Tpu pasa B oyTa (N =
meonmseneoas [IMADE 240 wr figa pasa e cyTiw (N =
sooeeggmencss TIADE 240 mr Tpu pasa e cyrm (N =

B) nocne ApekpauieH BEEIEHHA
) NOCNE NPERPALIEHIR BEEAEHWS

Bpema uceneloBakia NekapoTBEHHONO CREICTRA (MecAlibl)
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OTYET O IATEHTHOM IIOUCKE  [HoMep eBpasniickoi 3asBku:

(crates 15(3) EAIIK u npasuio 42 ITaTeHTHON MHCTPYKIHH K

EAIIK) 202191097

A. KJIACCUOHUKALIUA ITPEMETA U30OBPETEHHA:
AG6IK 31/225 (2006.01)
AG6IP 25/02 (2006.01)

CornacHo MextynapoHo#t narenTHOH kinaccuduxamun (MITK)

b. OBJIACTD ITOUCKA:

IIpocMoTpenHas AokymenTalus (CucTeMa kiaaccuduxauuy U unaexch MIIK)
IA61K 31/225, A61P 25/02

[nexTpoHHas 6a3a JaHHBIX, HCTIONE30BABIIAACA IPH NOKMCKE (Ha3BaHHE 6a3bl H, €C/IH, BO3MOXKHO, HCNOJIb3yeMble TOUCKOBBIC TCPMHHAI)
Eapatis, Espacenet, Google, Google Scholar, Reaxys, PatentScope

B. JOKYMEHTBI, CYHUTAIOIIHUECS PEJITEBAHTHEIMU

Kareropusa*

CchUIKH Ha AOKYMCHTHI C YKa3aHHEM, T'IC 3TO BO3MOXKHO, PEICBAHTHBIX YacTe

OtHocuTcs K nyHKTy Ne

CENTER FOR DRUG EVALUATION AND RESEARCH. APPLICATION NUM-
BER: NDA 204063/S-10, FDA Approved Labeling Text 12/3/14, LABELING,
{onnaitn] [Hafimeno 2021-11-30] Hatinero B
<https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/2040630rig1s010.pdf>
'WARNINGS AND PRECAUTIONS 5.2, 5.3.

"SUMMARY OF PRODUCT CHARACTERISTICS TECFIDERA", 2014-10-11
C.1-49, [onnaiin] [HaiimeHo 2018-05-20] HaitneHo B
<https://web.archive.org/web/20141011193051/http://www.ema.europa.eu/docs/en G
B/document_library/EPAR - Prod-
uct_Information/human/002601/WC500162069.pdf>

c. 3,7, 17 u 21, "Blood/laboratory tests" and "Haematological".

1-12

1-12

D OCIICAYIOLIHE TOKYMEHTBI YKa3aHb! B NPOAODKCHUHN

* Oco6EIe KATErOpMM CCBIIOYHBIX IOKYMEHTOB:

«A» - JOKYMEHT, Onpeenaiomuit o6muit ypoBeHs TEXHUKH

«D» - HOKyMEHT, IPHBE/CHHBII B €Bpa3UHCKOH 3asBKe

«E» - Gonee paHHuIt TOKyMEHT, HO OY6/IMKOBAHHBII HA JaTy NOAAYH
€BpasHIfCKON 3a4BKM HITH IOCTIE Hee

«O» - HOKYMEHT, OTHOCAIIMHACA K YCTHOMY PACKDHITHIO, SKCTIOHHDO-
BAHHIO H T.1,

"P" - IOKYMEHT, OITyGIHKOBAHHBIA 0 IATH TIOAA4H €BPA3KHACKOH
3a4BKH, HO IOCIIE AATH HCTIPAIIMBAEMOrO NPHOPHTETA"

NpPUBEACHHEIN U1 TOHHMaHNA M306peTeHns

CTH

TaMM TOH e KaTeropuu

«L» - TOKYMEHT, NPHBECHHEIN B APYTHX LIENAX

«T» - Gonee no3aHKi TOKYMEHT, Oy GIMKOBaHHBIH MOCTE TaTHI IPHOPHTETA U

«X» - IOKyMEHT, UMeromuii Hanbosee GIM3Koe OTHOIWIEHHE K TPEIMETY MOUCKA,
NOpoYalMA HOBU3HY HIIH H306pETaTENbCKUI YPOBEHS, B3ATHIH B OTAEABHO-

«Y» - IOKyMEHT, MMeIoMui HauGoiee GIU3KOE OTHOWICHHE K MPENIMETY MOHCKA,
nopoyamuii H306peTaTeNbCKHit YPOBCHD B COYETAHUH C APYTHMH JOKYMEH-

«&» - ROKYMEHT, ABJIAIOMUICA MaTEHTOM-aHAIOrOM

[ara npoBenenns nareutHoro noucka: 07/12/2021

VII0THOMOYEHHOE JTHLIO;
3amecTUTE b HaYaTbHHKA Y IPABIICHHUS SKCIICPTH3E! B k\
IHa‘-IaJILHHK OTAENIa XUHMHH U MEAUIIUHBI ~

v )

A.B. Yeban
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