201791543 Al

(19) EBpa3unckoe @) 201791543 13 A1l
naTeHTHOEe
Be4OMCTBO
(120 OMUCAHUE U30BPETEHUA K EBPABUMCKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 31/473 (2006.01)
2020.09.17 A61P 37/00 (2006.01)
AG61P 29/00 (2006.01)
(22) [ata nonaum 3aaBku
2016.01.06
(54) CHOCObbLI JIEYHEHUA COCTOHHHﬂ, CBA3AHHBIX C PEHEIITOPOM S1P,
(31) 62/100,362; 62/159,550 (72) Waobperatens:
(32) 2015.01.06; 2015.05.11 Dmuxsmk Astan, Kam Mapust MaTuibae
(33) US Canuec, lHleitnexen Ymuibsam P. (US)
(86) PCT/US2016/012289 (74) Mpencraswrens:
(87) WO 2016/112075 2016.07.14 pen ;
(71)  3aseurens: Mengenes B.H. (RU)
APEHA ®APMACBIOTHUKAJI3, UHK.
(US)
(57) Tlpenocraenenbl crnocoObl JiedeHHs CBS3aHHOTO € penentopoM céunrosun-1-gocdara 1 noaruna

(S1P;) wHapyuieHus, BKJIIOYAIOIIMC HA3HAUCHHE W/WIM BBEACHHUC HYXIAOMIEMYCSI B 3TOM
WHAUBUAYYMY CTaHAapTHOH 1031 (R)-2-(7-(4-muxmonenTi-3-(TpudropMeTnin)oeH3mwioken)-1,2,3,4-
TETparuiponrKiIoneHTa[b|MHI0N-3-11)yKCYCHOM KHUCIOTHI (CoeanHeHne 1) miu ero ¢apMarneBTHIECKH
HpMeMJ’leMOﬁ COJIM, ryuapara WJIW COJIbBaTa B KOJIUYECTBC, 3KBHBAJICHTHOM HpI/I6J'II/131/IT€J'IbHO oT 1,5
MPHOIM3UTENHHO 110 2,5 Mr coennHeHns 1. 3aboneBaHue mpeacTaBiaseT coboil, HanmpuMmep, 3a00neBaHNe
WIA HapylIeHWE, OIOCpPENOBaHHOE IMM(OLUTAMH, AYyTOMMMYHHOE 3a0OJIeBaHHWE WM HapylIeHHE,
BOCIIAJIUTEIbHOE 3a00JIeBaHNE WIIM HapylUIeHHe, aHKMJIO3UPYIOIUNA CIOHAWINT, OWNHapHBI LMPPO3
MIEYCHNU, 3JI0KAYECTBECHHYIO OITyXOJb, IICOpHA3, ICOPHATHYECKHH apTPHUT, PEBMAaTOWAHBIA apTPHT,
6one3np KpoHa, oTTOp)KeHHE TpaHCIUIAHTATa, PacCesTHHBIA CKIEpPO3, CUCTEMHYIO KPacHYIO BOJYAHKY,
BOCIMIAIMTENbHOE 3a00JieBaHUE KHINEYHHMKA, S3BEHHBIM KOJNUT, nuaber | Tuma, TUNEPTOHUYECKYIO

HedponaTuio, MOMEPYIIOCKIEPO3, TOBPEXICHUE IIPU HIIEMHUH-penep(y3nn MHOKapaa U aKkHe.
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OIIMCAHUE WM3OBPETEHNUA
2420-544352EA/025
CIIOCOBH JIEUEHMSI COCTOSIHMM, CBSI3AHHBIX C PEIEITOPOM S1P1

OBJIACTE UBOBPETEHUA

[IpemocTaRJIEHH CHOCOOE, NOPUTONHEE IJS JIeUeHUs: HapylleHUH,
CBABAHHHX C PeLeNTopoM COUHIO3MH-1-dpochaTa 1 nomrTuna (S1P; wmim
S1P1).

PelleniToOpH comHTO3MH-1-pochaTa (S1P) 1-5 COCTAaBJIAKLT
CEMENCTEO COIP AKEHHEIX C G—-OeJikaMmn PEeLelToOpPOB C CeMbIo
TpaHCMeMOpaHHBEMM IOOMeHaMM. I3TU pPeLelTOpH, ofo3HadaeMele kKak S1Pi-
S1Ps (paHee Ha3HBHBaeMBHE pPeLENTOPOM I'eHa INOOEePEeHUMPOBKM DHOOTEJMSA
(EDG) 1, -5, -3, -6 um -8, cooTBeTCTBeHHO; Chun et al.,
Pharmacological Reviews, 54:265-269, 2002)), AKTUBUPYIOTCS B
pesyJibTaTe CBA3HBaHUA CcOMHTO3MH-1-bochbaToM, KOTOpPHM oOpas3yeTcsa B
pesyJbTare KaTaln3npyeMoTo COMHTO3MHKMHA 30U bochopunmpoBaHnAa
cbmuHTO3MHA. Penentopw S1P;, S1P,, m S1P; akTuBuUpPylT Gi, HO He Gg,
TOoT'Da kak pelenTtope S1P, m S1P; akTUBUPYOT kak Gi, Tak u Gd.
Peuenrtop S1Ps, HO He peuentop Sl1lP; pearupyeT Ha aTOHUCT
[IOBEIIEHMEM BHYTPUKJIETOUHOT'O KaJbLMA.

B BuOy pacTymero crIpoca Ha arloHUCTH S1P;, OPUIOIOHHE OJIg
JleueHMs CBSA3aHHHX C pellenTopomM S1P; HapymeHulM, coeauHeHMre (R)-2-
(7- (4-UIMKJIOTIEHTUII- 3— (TpudTOopMeTUII) ODeH3ujIokcu) -1, 2, 3, 4-
TeTpalMOIpOoLUMKJIIONeHTa [ b] MHOOJNI-3-1JI) YKCYyCHasda KMCJIOTa (coemmHeHMe
1, APD334) wmium ero OQapMalleBTHUECKM IIpUeMIIeMas COJIb, COJbBBAT WU
ITMOPaT BEHCTYIMJIO KaK BaXHOe HOBOe COeIMHEHMe, CM. IIaTeHTHYI
3asBKY PCT, CEepPUMHBI HOMEDP PCT/US2009/004265, IIOJIHOCTBIO
BKJIOUEHHY, TakKuM o0pasoM, I[IOCPelCTBOM CCHUIKM. CoenuHeHue 1 wmim
ero bapMalleBTUUECKHU npuemiieMas COJIb, coJibBaT VI MopaT
npelIcTaBJIgeT CODOM BKCIepMMeHTallbHOe JIeKapCTBEHHOEe CPeIOCTBO-
KaHOUOaT, I[IpelHasHadeHHOe IJIA JIeYeHMs CBA3AHHEX C pPeLelTOpOoM
coumHrozuH-1-bpochbara 1 momTuna (S1P:) HapylleHUN.

CymecTByeT HeoBXOIOVMMOCTb B 30beKTUMBHOM JIeUeHUM
VHIOIUMBUOYYMOB, KOTOPHEE HYXIAKTCHd B JiedeHMe CoelVMHeHreM 1 WM eTo
bapMalleBTUUECKHU IpueMIIeMOoMn COJIBIO, COJIEBATOM  WJIU TMOPaTOM.
HacTodmee wm300peTeHUe YIOOBJIETBOPSAET BTy IIOTPeBHOCTL, a Takxe

obecrieunBaeT CBA3aHHHE C HUM IIperMymeCTRBa .



IIuTHpoBaHMe JOOOM CCHJIKM Ha BCeM MOPOTSXKeHUMM HacTodmen
3aABKM He CJellyeT MCTOJIKOBHBATH KaK JOIIylMeHMe, UYTO TaKasd CCHUJIKa
ABJISETCSH M3BECTHEIM YPOBHEM TEXHUMKM IJIS HaACTOAMETO M300peTeHU.

CYIIHOCTEL WMBOBPETEHUA

[lpemocTaBiieH crioco® JIeUeHn s CBA3aHHOTO C pelLenTopoM
comHTO3MH-1-pochaTa 1 [IOOTHUIIA (S1Pq) HapylleHus, BKJIIOY A0
HasHauveHre U/MJIM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOapTHOM OO3H (R)=-2-(7- (4-UMKJIIOTIEHTUII- 3~
(TpudpTOopMeTUII) DEeH3UIIOKCHK) —1, 2, 3, 4-TeTpal'MOPOLUMKJIONEeHTa [b ] MHOoJI-
3-MJI) YKCYCHOM KMCJIOTH (CcoeIMHeHMsa 1) wMIM ero dapMalleBTUUYeCKU
IpueMIeMOM coJu, rMoparTa VI coJibBaTa B KOJIMYECTBE,
SKBMBAJIEHTHOM I[IPUOIU3UTEJIEHO OT 1,5 HOpubIM3UTEJIEHO 0O 2,5 MDD
coenuHeHusa 1.

Takxe TIIpelocTaBJIeH CIOCOO JiedeHMHA CBA3aHHOTO C pPeLelTOpOoM
coumHrosmH-1-docdaTa 1 nomTUIla (S1P1) HapyleHus, BRJIIOU AN :
Ha3HaueHMe U/MJIM BBeleHMe HyXIaomeMyCs B 5TOM MVHIUBUIYYMY
CTaHOapTHOM IOO3EL (R)=2-(7- (4-UMKJIOTIEHTUJI- 3—
(TpudTopMeTHII) OeH3MIIOKCHK) -1, 2, 3, 4—-TeTpalrMIpPOLUKJIIONeHTa [b] MHIOoJI~-
3-1JI) YKCYCHOM KMCJIOTH (CcoemuMHeHMs 1) wmIM ero dapMaleBTUUeCKU
IpueMIIeMOom coJu, rMopaTa W coJibBaTa B KOJIMUEeCTBE,
SKBMBAJIeHTHOM Npubiu3uTesbHO 2,0 M coenmHeHms 1.

Takxe TIpeZocTaBJIeHO ucHoJib30BaHue (R)-2-(7- (4-UMKJIIOIIEHTUII-
3- (TpudTopmMeTmI) BeH3MIIOKCHU) -1,2, 3,4~
TeTpalMIPOLUMKIIONeHTa [b] MHOOJI-3-1JI) YKCYCHOM KM CJIO TH (coenmHeHUA
1) mim ero dapMaleBTHUUECKM IpMEeMIIeMOM COJIM, IHuIpaTa MM CcoJibBaTa
B I[IPOM3BOICTBE JIeKAPCTBEHHOTO CpPeIcTBa IJIA JiedeHMS CBA3aHHOTO C
peluenTopoM CcOMHTO3MH-1-pochaTa 1 mnomTuna (S1P,) HapymeHuUs, TIOe
JleueHMre BKJOUaeT HasHaueHMe U/UJIM BBeIOeHMe HYyXKIalleMycd B STOM
VHOUBUOYYMY CTaHIapTHOM IO3E COeOMHEHUSA 1 VI ero
bapMalleBTUUYECKHU npueMIIeMom coJu, TuIgpaTa VI COJIBBAT B
KOJIMYEeCTBEe, DKBUBAJEHTHOM NPpUOIM3UTEJIBHO OT 1,5 HOpuOIM3UTEIBHO
oo 2,5 Mr coeigmHeHMs 1.

Taxkxe IpeXoCTaBJIeHO MucHoJib30BaHue (R)-2-(7- (4-UMKJIOIIEHTUII-
3- (TpudTopmMeTm) BeH3UIOKCH) —1,2, 3,4~
TeTpalMIPOLUMKIIONEeHTa [b] MHOOJI-3-1JI) YKCYCHOM KM CJIO TH (coenmMHeHU S

1) miIm ero dapMalleBTHUUECKM IIPMEMJIEMOM COJIM, I'MOpaTa WJIM CcoJibBaTa



B I[POM3BOICTBE JIEKAPCTBEHHOTO CpPeIcTBa IJIA JIedueHMS CBS3aHHOTO C
peuenTopoM CcOMHITO3MH-1-dpochaTa 1 mnomTuna (S1P;) HapymeHuUs, TDOe
JleueHMre BKJIOUaAeT HasHaueHMe U/UJIM BBeIdeHMe HYXKIaoleMycd B STOM
VHIVBUOYYMY CTaHOapTHOM IO3E COenuHEeHUSA 1 VI ero
bapMalleBTUUYECKHA npuemIIeMom coJm, rugpaTa VI coJibBaTa B
KOJIMUECTBE, BSKBMBAJIEHTHOM NpUOIM3UTeJIbHO 2,0 MI' coenmHeHusa 1.

Takxe TIpeIoCTaBJIEHO COeIMHeHMe, KOTopoe IIpelcTaBJjigeT cobon
(R)=2- (7- (4-UMKJIOTIEHTWUII- 3~ (TpudTOPpMe TIUII) OeH3muJIokCcHu) -1, 2, 3, 4-
TeTpalMOPOLUMKJIIONEeHTAa [ b] MHOOJ-3-1JI) YKCYCHYIO KUCJIOTY (coemmHeHMe
1) nim ero OQapMalleBTUUECKM IIPUMEMIIEMYK COJIb, I'MIOpaT WM COJIbBaT,
oJig IpUMeHeHUsa B crocobe JledyeHMS CBA3aHHOT'O C  pPeELelNTOpOM
comHTOBMH-1-pochaTa 1 momTuUIla (S1Pq) HapylleHusd, Ime JleueHue
BKJIOUAET HaszHaueHUe U/ U BBeIeHUe HYXIOaKlleMy C S B 2TOM
VHIVBUOYYMY CTaHOapTHOM IO3EL COeOuHEeHUA 1 VI ero
bapMalleBTUUECKHU npreMiIeMomn coJm, rumpaTa VI coJibBaTa B
KOJIMUECTEE, DKBMBAJIEHTHOM MNIPpUOIM3UTENIBHO OT 1,5 OpubamM3uTesIbHO
oo 2,5 M coeigmHeHus 1.

Takxe TIpemoCcTaBJIEHO COeIMHeHMe, KOTopoe IpelcTaBjsgeT cobon
(R)-2- (7= (4-UMKJIOIIEHTUII- 3~ (TpudTOopMeTUII) OeH3mjIokcu) -1, 2, 3, 4-
TeTparMOIpOoLUMKIIONeHTa [ b] MHOOJI-3-1JI) YKCYCHYIO KMCJIOTY (coenmHeHMe
1) mam ero opapMaleBTUUECKM IpUeMJIEMYI COJIb, I'MIpaT WMJIM COJIbBAT
oJId IOpuMeHeHUMS B crnocobe JledyeHMA CBSA3aHHOTO C  PELelToOpOM
comHro3MH-1-pochaTa 1 nomTuUna (S1P,) HapymeHWUH, Toe JIeueHue
BKJIOUAET Ha3HaueHUe n/ BBeIeHNe HYXIaKnIeMy C S B 2TOM
MHIVBUOYYMY CTaHOapTHOM IO3E COeOMHEeHUSA 1 WIIN ero
bapMalleBTUUYECKHU npuemIeMom coJu, rugpaTa VI coJibBaTa B
KOJIMUeCTBe, B»KBMBAJIEHTHOM NpubIM3uTeJibHO 2,0 MI' coenmHeHusa 1.

Taxxe npernocTaBJIieHa yIakoBKa oIS nonbopa OO 3EH oJs
oBecrnieueHrsa COOJIOOEHUSA IIallMEHTOM CXEMEBl JIeUeHUS C M3MeHeHMEeM O3H
JIEKapCTBEHHOTO IIpelapaTa B TeueHMe OIpelnelJIeHHOTO IIeprMola BpPeMeHM
OJId  JledeHud CBA3aHHOTO C peuenTopoM CcOMHTO3MH-1-dochaTa 1
nontuna (S1P;) HapymeHMs, TIOe JIeKapCTBeHHHM OpelapaT IpedCcTaBJISgeT
cobom (R) =2-(7- (4-uMKJIONIEHTUII- 3~ (TpUdTOPMEeTIII) OEH3UIIOKCH ) —
1,2,3,4-TeTpal'MOPOLUUKIIONIeHTa [ b] MHOOJI—3-WMJI) YKCYCHY KMCJIOTY
(coenmHeHre 1) wmImM ero OQapMalleBTUUYECKM IIPUMEMIIEMYK COJIb, TI'HIApaT

i CoJibBRaT, TI'Ide YIIaKOBKa COIOEPXNUT:



— IIepBOe KOJMUECTBO CYTOUHHX eIMHMUHHEX I03 G(apMalleBTUUeCKOM
KOMIIOBUIIMKM, COIOepXaluxXx OIHY WM ©OoJiee 003 COEeOMHEHMS 1 WJIM €ero
bapMalleBTUUECKM IIpUEeMJIeMOM  COJIM, TMipaTa WM COoJIbBaTa, roe
Kaxnas Io3a IpMBeleHa B KOJMUECTBEe, BSKBMBAJIEHTHOM MIPUOIIM3UTEIBLHO
1 M MM MeHee COenOMHEeHUS 1, u

- BTOpPOEe KOJMUECTBO CYTOUHHX EeIMHMUHEX 03 dapMalleBTUUeCKOM
KOMIIOBULIWKM, COIOEepXallMxX CTaHOapTHYK »OO3Y CcoeIMHeHMs 1 wWiIM ero
bapMalleBTUUECKM IIPUEMIIEMOM COJIM, I'MIpaTa WJIXM CoJIbBaTa, KoTopasd
IpMBeleHa B KOJIMUECTBE, BKBUBAJEHTHOM IpUOIM3UTEeJIBHO oT 1,5
OPpUOJIU3UTEJIEHO OO 2,5 MI' coeOMHeHMda 1.

Takxe TIpemocTaBJieH Habop, comepXamuM YIAKOBKY oJa nomndopa
OO3HI, Kak OIIMCaHO B HacToAlleM ONMCaHUH, u VHCTPYKLUUNA,
nHbOpMMPYIIME O TOM, UTO JeKapCTBEHHHM IIperapaT cjJeayeT BBOIUTH
VHOUBUOYYMY, HyXIOawolleMycd B JIedUeHMM CBSA3aHHOTO C pPeLelTopoM
couHrozmH-1-pochbaTa 1 momTuna (S1P;) HapylleHUS.

Takxe TIIpelocTaBJIeH CIOCOO JiedeHMHA CBA3aHHOTO C pPeLelTOpOM
¢uHrosMH-1-dochaTa 1 [IoOTUIIa (S1Pp,) HapyleHusd, BKJTIOUY A0
npenocTaBJIeHUE Habopa, KakK OIMCaHO B  HacTodmeM  OIMCaHuM,
HYyXIJaKleMyCcs B 5TOM MHIMBUIYYMY .

Taxkxe openocTaBJieH croco® JeueHms BOCIaJIMUTEJILHOTO
3aboJieBaHMg KMUIIEeUHMKa, BKJOUaLmMi: Ha3HaueHMe U/MIM BBeIeHUe
HyXJawnmeMyCcsa B D2TOM MHOIMBUIYYMY CTaHIAPTHOM mHO3H (R)-2-(7-(4-
UMKJIONIeHTUJI-3— (TpudTopMeTm1) OeH3myokcu) -1, 2, 3, 4-
TeTpalMIPOLUMKIIONeHTa [b] MHOOJI-3-1JI) YKCYCHOM KM CJIO TH (coenmHeHUA
1) mim ero dapMaleBTHUUECKM IpMeMIIeMOM COJIM, IHuIpaTa MM CoJibBaTa
B KOJIMUECTBE, DKBUBAJEHTHOM NpUOIM3UTeJIbHO oT 0,5 OpubInM3uUTeJIBHO
oo 2,5 Mr coemmHeHus 1.

Taxkxe IpeZoCcTaBJIeHO MucHoJib30BaHMe (R)-2-(7- (4-UMKJIIOIIEHTUII-
3- (TpudTopmMeTmI) BeH3MIIOKCHU) —1,2, 3,4~
TeTpalMIPOLUMKIIONeHTa [b] MHOOoJI-3-1JI) YKCYCHOM’ KM CJIO TH (coenmMHeHUA
1) mim ero dapMalleBTHUECKM IpMeMIIeMOM COJIM, IHuIpaTa WMJIM COoJibBaTa
B [IPOM3BOIACTBE JIEKapCTBEHHOTO cpencTBa oS JIeueHMsd
BOCIaJIUTEeJILHOTO 3aboJleBaHMAad  KUIIedHUKa, Toe JledeHMe  BKJIOUAET
HasHaueHre U/MIM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IOB3H COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM

CoJIn, r'mopaTa 2NNz COJIEBaTa B ROJIMYeCTBEe, SKBMBaAJIEHTHOM



OpUbIU3UTeJIEHO OoT 0,5 NpubIM3UTEeIEHO 0O 2,5 MI' coenuHeHusa 1.

Takxe TIIpeloCTaBJIEeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjgeT cobon
(R)=2- (7= (4-1UMKJIOTIEHTWUII- 3~ (TpudTOpPMeTIII) OeH3mJIokCcH) -1, 2, 3, 4-
TeTpalrMopOLUMKJIIONeHTa [ b] MHOOJ-3-1JI) YKCYCHY KUCJIOTY (coemmHeHMe
1) mwim ero ¢dapMalleBTUUECKM IIPMeMIeMyld COJIb, THUIOPAT WJIM COJILBAT
I0JIS TIPpMMeHeHMS B Cclocobe JeueHMS BOCHAJUTEJILHOTO 3abdojieBaHuA
KUIIeUHMKa, TOe JIeyeHMe BKJIOYAeT Ha3HaueHMe U/UJIM BBeIeHUe
HyXJawnmeMyCsaS B 5STOM MVHIOVMBUAOYYMY CTAaHOAPTHOM HOO3H coelIVHeHusa 1
UM ero dapMalleBTUUECKM IIpMEeMJIEMOM COJIM, TIuIpaTa WM COJIbBaTa B
KOJIMUYECTRBEe, BKBMBAJEHTHOM NOpubiausmTenabHo oT 0,5 Opubams3uTesIbHO
oo 2,5 M coeauMHeHusa 1.

Takxe TIIpemocTaBJIeH CHOCOO JeueHMSa CBSA3aHHOTO C PEeLelTOpPOoM
cbhbmuurosuu-1-pochara 1 nomTuna (S1P;) HapymeHUT, BRJIOUAIINN :

- Ha3HauveHMre U/UJIM BBeleHMe HYyXIalleMyCcd B STOM MHIUBUILYYMY
CTaHOapTHOM IO3EL (R)=-2-(7- (4-UMKJIOTIEHTUJI- 3—
(TpudTopMeTHII) OeH3MIIOKCHU) -1, 2, 3, 4—-TeTparMOPOLUMKJIIONeHTa [b] MHIoJI-
3-UJI) YKCYCHOM KMCJIOTH (coeamHeHMs 1) wWiIM ero dapMalleBTHUUECKU
IpuemMIIeMOom coJn, TuOpaTa VI coJibBaTa B KOJIMUECTBE,
SKBMBAJIEeHTHOM OpubIu3uTejbHO oT 0,5 #npubiamM3uTebHO OO 2,5 MU
coemguHeHusa 1,

- TIoe MHIMBMIYYM HealleKBaTHO pearupoBall, YyTpauMBalJl peakKlMio
WM CTpamaJl HelepeHOCUMMOCTBLI II0 MeHbIelM Mepe OIOHOI'O CpPencTBa,

BH@paHHOPO 3 TIiepopaJlbBHEIX 5—aMMHocaHMHMHaTOB, KOPTHUKROCTEpOMIORB,

VMMYHOCYIIPECCOPHHEX CpPencTB, aHTaroHMCTE TNFA ¥ aHTarOHMCTOR
VHTEeTPHVHaA .

Taxkxe IpeZoCTaBJIeHO MucHoJib30BaHue (R)-2-(7- (4-UUKJIIOIIEHTUII-
3- (TpudTopmMeTm) BeH3MIIOKCHU) —1,2, 3,4~
TeTpalMIPOLUMKIIONeHTa [b] MHOOJI-3-1JI) YKCYCHOM’ KM CJIO TH (coenmMHeHUA
1) mim ero dapMalleBTHUECKM IIpMeMIJIeMOM COJIM, ITHuIpaTa MM COoJibBaTa
B I[POM3BOICTBE JIeKAPCTBEHHOTO CpPeInCcTBa IJIA JIedeHMS CBAI3aHHOTO C
peluenTopoM CcOMHTO3MH-1-dpochaTa 1 mnomTuna (S1P,) HapymeHUs, TDOe
JleueHMre BKJOUaAeT Has3HaueHMe U/UJIM BBeIOeHMe HYyXKIaloleMycd B STOM
VHIOIUBUOYYMY CTaHOapTHOM IO3E COEenMHEHUS 1 VI ero
bapMalleBTUYECKHA npuemIeMon coJm, TUgpaTa VI coJibBaTa B

KOJIMUeCTBe OSKBMBaAJIEHTHOM HpM@HMBMTeHBHO oT 0,5 HpM@HMSMTeﬂbHO o



2,5 ™M coemuHeHusa 1, T'Ie WHIVMBMIYYM HealeKBaTHO peaTrvMpoRall,
yTpauMBaJl pPeaKlLui WM CcTpalall HelepeHOCHMMOCTLI II0 MeHLIeM Mepe
OOHOTO CpencTBa, BHOPaAHHOTO W3 IIepPOPalIbHEIX b5—-aMMHOCAaJMIMIIATOB,
KOPTUKOCTEPOULOB, MWMMYyHOCYIIPECCOPHEIX CPEeINCTB, aHTaroHMcToB TNFa
¥ aHTaTl'OHMCTOB MHTETPMHA.

Takxe TIIpeloCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJfgeT cobon
(R)=2- (7= (4-UMKJIOTIEHTWII- 3~ (TpudTOPpMe TIII) OeH3MJIokCcHu) -1, 2, 3, 4-
TeTpalrMOpOLUMKJIIONEeHTa [ b] MHOOJ-3-1JI) YKCYCHYI KUCJIOTY (coemmHeHMe
1) miam ero oOQapMaleBTUUECKU IIPUEMIIEMYI COJIb, I'MIApaT WJIM COJIbEBAT
oJig IpuMeHeHUsa B crnocofe JledyeHMS CBA3aHHOT'O C  PELEeNTOpPOM
comHTOBMH-1-pochaTa 1 momTuUIla (S1Pq) HapylleHusd, IOoe JleueHue
BKJIOUAET HaszHaueHUe u/ BBeIeHNe HYXIaKlleMy C S B 2TOM
VHOUBULOYYMY CTaHOapTHOM IO3EL COeOuHEeHUA 1 VI ero
bapMalleBTUUECKU npreMiIeMomn coJm, runpaTa VI coJibBaTa B
KOJIMUYECTEE, BKBMBAJEHTHOM NOpubiausmTeabHo oOT 0,5 OpubiamMs3uTesIbHO
oo 2,5 MI coemmMHeHMsa 1, T'IOe MHIMBUIYYM HeaIleKBaTHO peaIlupoBaJl,
yTpauMBaJl peaklMrio WIM CcTpalall HelepeHOCHMMOCTBIO II0 MeHbIlel Mepe
OOHOTO CpelCTBa, BHOPaAaHHOTO M3 I[IepopallIbHBX bS-aMMHOCaJMLUMJIIATH,
KOPTUKOCTEPOUOOB, MMMYHOCYIIPECCOPHHX CpPenCcTB, aHTaroHucTe TNFo u
AHTATOHMCTOB MHTEeTpPMHA.

Taxkxe TIIpeloCTaBJIeH CIOCO0O JedueHMS CBS3aHHOTO C PelelTOopOM
comHTOBMH-1-dochaTa 1 rogTuria (S1Pq) HapylleHusd, BKJIIOY A0
HasHaueHre M/UJIM BBeleHMe HyXIalleMycd B STOM MWHIUBUIYYMY B
COCTOSHMM HaTOomMaK CTaHZapTHOM Ho3u (R)-2-(7- (4-UMKJIOIEHTUJI-3—
(TpudpTOopMeTMII) ODeH3UIIOKCHK) -1, 2, 3, 4-TeTpalMOPOLUMKJIIONEeHTa [b] MHOoJI-
3-1JI) YKCYCHOM KMCJIOTH (CcoeIMHeHMs 1) wuIM ero dapMalleBTHUUeCKU
IpueMIIeMom coJu, rMopaTa VI coJibBaTa B KOJIMUECTBE,
SKBMBAJIEHTHOM NpubIM3uTedsHO oT 0,5 #OpubiamM3uTeIbHO OO 2,5 MDD
coenuHeHusa 1.

Taxkxe IpeZoCTaBJIeHO MucHoJib30BaHue (R)-2-(7- (4-UMKJIIOIIEHTUII-
3- (TpudTopmMeTmI) BeH3UIIOKCK) —1,2, 3,4~
TeTpalMIPOLUMKIIONeHTa [b] MHOOoJI-3-1JI) YKCYCHOM’ KM CJIO TH (coenmHeHU A
1) mim ero dapMalleBTHUECKM IIpMEeMIIeMOM COJIM, ITHuIpaTa WMJIM CoJibBaTa
B I[POM3BOICTBE JIEKAPCTBEHHOTO CpPeIcTBa IJIAd JIedeHMS CBAI3aHHOTO C

pelenTopoM COUHTO3MH-1-dochaTa 1 nomruna (S1P;) HapymleHUs, IIne



JleueHMre BKJOUAeT Hal3HaueHMe U/UJIM BBeIOeHMe HYyXKIaoleMycd B STOM
VHIVBUOYYMY B COCTOSHMM HaTOmMaK CTaHOapTHOWM M»OO3H coenduHeHus 1
UIM ero dapMaleBTUUECKM IIpMeMJIeMOM COJIM, TIuIpaTa WM CcOoJIbBaTa B
KOJIMUECTBE, DKBUBAJEHTHOM NpubIn3nuTesibHO oOT 0,5 HOpubIM3UTEIBHO
oo 2,5 M coeigmHeHusa 1.

Takxe TIIpeloCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjfgeT cobon
(R)=2- (7- (4-UMKJIOIEHTWUII- 3~ (TpudTOPMe TIUII) OeH3MUJIokCcH) -1, 2, 3, 4-
TeTpalMOpOLUMKJIIONEeHTAa [ b] MHOOJ-3-1JI) YKCYCHYI KUCJIOTY (coemmHeHMe
1) miam ero oOQapMaleBTUUECKU IIPUEMIIEMYI COJIb, IMIpaT WJIM COJIbEBAT
oJig IpuUMeHeHUsa B crnocobe JledyeHMS CBSA3aHHOT'O C  PELEeNTOpPOM
comHTO3MH-1-pochaTa 1 momTuUIla (S1Pq) HapylleHusd, TOoe JIleueHUue
BKJIOUAET HaszHaueHUe u/ BBeIeHNe HYXIaKlleMy C S B 2TOM
MHIMBUOYYMY B COCTOSHMM HaTOMakK CTaHIAPTHOM MHO3H CcoelIMHeHUS 1
WM ero ¢apMalleBTUUECKM IIpMeMJIeMOM COJIM, I'MIpaTa WMIM CcoJibBaTa B
KOJIMUYECTEE, BKBMBAJIEHTHOM NOpubiau3smTesabHo oOT 0,5 OpubiamMs3uTesIbHO
oo 2,5 M coeguMHeHMS 1.

3T UM OpyIMe acIeKTH M300peTeHMdI, ONUCHEBaeMbHe B HaCTOAIleM
onMcaHuM, OynoyT M3JIOXeHH  0OoJiee IHOoOpoOHO IO Mepe OnMCcaHuAa
maTeHTa.

KPATKOE OIIMCAHMUE YEPTEXEMN

Ha o¢urype 1 nmpelcTaBJIeHO HabjoaeMoe UMCJIO JMMPOLMUTOB
(103/MJ1) B MONyJALUUM OJIS OLEHKM Oe30MIacCHOCTHU.

Ha ¢urype 2 mnpemcTabBileH observed HelTpodwmsi counts (103/mi) B
MNONYJIAUMM OJIS OLIeHKM 0Oe30IIaCHOCTH.

Ha o¢urype 3 mOpelcTaBJIeH 4YacToTa CepleudHHX CcokpameHus OSKI
(yo/MyH) B BHUIEe M3MEHEHMS OTHOCUTEJILHO MCXOOHOTO YPOBHSA BO
BpPEMEHM B IONYyJNIAUMM IOJIS OLIeHKM O06e30IaCHOCTH.

[IOOPOEBHOE OIIMCAHME

Kak MCHoJp3ylT B HACTOAMEM OIMCaHMM, CJEeOyKMMe HMWKe CJIoOBa U
bpase, KakK OpaBWJIO, IIPpeldHa3HAUYEHH MWMEThL 3HaueHMsa, Kak YyKa3aHo
HWXe, KpOMe CJydYaeB, B KOTOPEX M3 KOHTEKCTa, B KOTOPOM UX
VCIIOJIL3YIT, CJedyeT MHOe.

COEIVHEHUE 1. Kak VCIIOJIE 3YIOT B HaCTOAlMeM OInMCaHUuu,
"coeIVHeHNE " O3HauvaeT (R)-2-(7- (4-UMKJIOTIEHTUII- 3—
(TpudTOopMeTMII) DeH3UIIOKCHU) —1, 2, 3, A-TeTpall'MOAPOUMKJIIONEeHTa [ b] MHOOJI—

3-MJI) YKCYCHYI KMCJIOTY, BKJOUAS €€ KpUcTaJIMueckue OGOpMEl. B



KaueCcTBe HeOT'pPaHMUMBAKIMETO I[IpMMepa, coelrMHeHre 1 MoxeT OHTH
openocTaBjleHa B 0e3BOOHOM, HeCOJLBATUMPOBAHHOM KPUCTAJJIMUECKOMN
bopMe, Kkak omoMcaHo B WO 2010/011316 (IOJHOCTBI BKJIOUSHHOM B
HacTodAllee OIMCaHMe IIOCPEeICTBOM CCHUIKM) . B KadecTBe JIpyIT'oTo
HeOT'PaHUUMBAKIIET O IIpMMepa, L—-apI'MHMHOBAaS COJIb COeIMHEHUS 1 MOXEeT
OHTE IpenocTaBJieHa B ©0e3BOIOHOM, HeCOoJIbBAaTUPOBAHHOM
KpUCcTaJlIMueckon dopme, Kak omnmMcaHo B WO 2010/011316 wu WO
2011/094008 (xkaxmas M3 KOTOPHX IIOJIHOCTHI BKJIOUEHA B HACTOAMEEe
onmcaHme [IOCpenCcTBOM CCHUIKM) . B kKauecTBe Opyroro
HeoT'paHMUMBaKIET'O I[IpMMepa, KaJblMeBasd COJIb CoelOuMHeHMa 1 MOXeT
OHITL OpelOoCTaBJIeHa B KpUCTaJJIMUeCcKoM OGopMme, KkKakKk omoucaHo B WO
2010/011316 (IIOJIHOCTEIO BKJIIOUEHHOM B HacTodlmee onMcaHme
[IOCPelCTBOM CCHUIKMA) .

BBEIEHME. Kak MCIOJL3YIOT B HaCTOAmeM oIMcaHuM, "BBemeHme"
o3HauvaeT openocTaBJIeHNue COeOMHEHUI VIV IpyT o Tepalny,
JIEKapCTBEHHOTO CpencTBa WM JiedeHMA. HampuMmep, OpakKTUK B oOJjlacTu
30PAaBOOXPAaHEeHMa MOXEeT HellOCPeOCTBEeHHO [IpeloCTaBJIATh COeOMHEHUe
MHIVBUOYYMY B bopme oBpasla I MOXeT HeIIoCpeICTBEHHO
IpeloCTaBJIAThE COeIMHEeHMe MHIMBMIAYYMY IIOCPeIdCTBOM IIpeloCTaBJIeHUSA
pelenTa B YCTHOM MM IMCBMeHHOM (QopMe Ha coelMHeHue. Kpome ToOTO,
HaopMyMep, MHOIMBUAOYYM MOXET IIOJIydaThk COeIMHeHue caM 0e3 ydacTusd
IpakTuka B 00JJacTM 3IpaBoOXpaHeHMSa. BBemeHMe COeIVMHEeHMS MOXET
BKJIOUATL WMJIM MOXeT He BKJIOYATh TO, UYTO MHIVMBUIYYM OQaKTUUECKU
[IPMHMMAaET BHYTPb CoenMHEHNE. B ciaydae, KoT'moa VHIOUMBUOYYM
IPMHMMAET BHYTPB CoeIMHEHNUEe, OpPTaHu3M TpaHCchoOpMUPYETCSH
COeIMHEHMEM HeKOTOPHM oOO0pas30oM.

HABHAUEHMNE . Kak MCIIOJIE 3YIOT B HacToOAlmeM OInMCaHuu,
"Ha3HaueHMe" oO3BHavaeT NPedlMCaHMe, [IPpeNOoCTaBJIEHME pas3pelleHUs WK
PEeKOMEeHIAlIMKD MCIIOJB30BaTh JIeKapCTBEHHOEe CPelICTBO WIM IPpYyIYD
Tepalnmuo, JIeKapCTBEeHHH  [OpellapaT WM JeueHUe. B HEKOTOPHIX
BapMaHTax OCYMeCTBJIEHUA IIpakKTUMK B 0O0JJaCTM 3IOPpaBOOXPaHEHMS MOXeT
B YCTHOM QopMe COBeTOBAThL, PEeKOMeHIOBAaThL MM IaBaTh paspelleHUre
VCIIOJIE30BaATE COEOUMHEHUSI, pPeXVM IO3MPOBaHMA WM OpyTroe JIiedeHNe
VHIOIVMBUOAYYMYy. B 5BTOM CJlydae IMOpaKTHMK B 00JJacTu 3IOpaBOOXPaHeHUS
MOXeT TIIPelOoCTaBJIAThE WJIM MOXEeT He I[peloCTaBJIATh pPelenT Ha

COeIIMHEeHNMEe, PEeEXVMM ITO3MPOBaHMA WIIM JIEUEeHNMEe. Kpome TOI'O, TIIPAKTUK B



oBJlaCcTM  3IOPABOOXPAaHEeHMS  MOXeT MOPeIOoCTaBJIATE MJIM  MOXeT  He
IpeloCTaBJIATE pekKoMeHIyeMoe CoelMHeHMe WM JiedeHue. Hamnpumep,
NPakKTUK B OOJIACTM 3IPAaBOOXPAHEHMS MOXEeT COBETOBATE WMHIUBUIYYMY,
T'Ie IIOJYYaThk COeIMHeHMe, He OPelOoCTaBJIAS COoelMHeHMe. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIEHUS IIPAaKTUMK B OOJIACTM 3IPaBOOXPAHEHUS MOXET
NpeIoCTaBJIATE PeLenNT Ha COoedIMHEeHMe, PeXuM IO3MPOBAHMS WM
JleUueHVe WUHOMBUOYYMY. HamopuMmep, HOPakKTMUK B 00JIACTM 3OPaBOOXPAaHEHUS
MOXEeT @OaBaThb pPeLenT MWHIUBUIYYMY B IIMCbMEHHOW WJIM YCTHOM dopMme.
PenenT wMoxeT OHTBH HalKcaH Ha 0OyMare MWJIM Ha  DJEKTPOHHEX
HOCHUTEJIAX, TaKMxX KaK KOMILITEPpHEM ©Ganj, HalpyMep, Ha pPYYHOM
KOMITLIOTEPHOM YCTPOMCTBEE. Hanpumep, IPaKTUK B obylacTu
3IPaBOOXPaHeHsa MOXeT IepellaBaTh JMCT OyMaruM WIM DJEeKTPOHHYID
Cpeny C peLelToM COeIMHEeHMUS, PEeXVMMOM OO3UPOBAHUA WM JIeUeHMUS.
KpomMe TOTO, pelenT MOXHO OBBYUMBATL (B YCTHOM dopme), OTIPABJIATH
no o¢dakcy (B IIMCBMEHHOM OopMe) WIM MIPeIoCTaBJIATL B SBJIEKTPOHHOM
BUIEe UYepe3 MHTEepHeT B alTeky WM IOIYHKT BHIAUM JeKapCTBEeHHBX
CPeICTB. B HEKOTOPHX EBapMaHTax OCYyNeCTBJIeHUA of0pasel] COoeOVHEHUI
WM JledeHMe MOXHO IIPeOoCTaBJISTh MHIUMBMAYYMY. Kak MCHIOJb3YIT B
HacTOoAmeM onmMcaHuu, npenocTaBJIeHNE obpasiia COoeInMHEeHU
npencraBjigeT Cco0OOlM HesSBHEI pPellelT Ha COoeIMHeHMe. B pasJIMUHHX
cyucTeMax 3IpaBooxXpaHeHMd BO BCeM MUPEe MCIOJbL3YIT pasJIMUuHBEe
CIIOCOOH HasHaueHMS U/MUJIM BBeIeHMd CcoeIMHeHUI WM BUIOOB JeueHUd,
Y STK CHOCOOH MNOOpa’yMeBalT B M300peTeHUN.

PelleIT MOXeT coIepXaTh, HalpuMep, MUWMS MHIUBMUIOYYMa W1/UIINU
UOeHTUOMIMPYMYD MHOOPMalMI, TaKyln Kak »DaTa poxmeHus. Kpowme
TOTO, HaIpUMEepP, pPelLelT MOXeT COINepPXaTh: Ha3BaHMe JeKapCTBEHHOTO
npernapaTa, HO3MPOBKY JIeKAPCTBEHHOTO CpelcTBa, HOO3Yy, YacToTy
BBeOeHUsd, YTk BBeIEHMS, UMUCJIO WIM KOJMUECTBO, KOTOPOe CJenoyeT
BHIOABATL, KOJMUECTBO 3alpaBOK, WuMA Bpauda, IIOOIMCE Bpava M T.I.
KpoMe ToTO, HaIpuMep, pelenoT MOXeT coIepXaTh HoMep DEA u/uUiIu
TOCYHOAPCTBEHHEM HOMEP.

MeIMUMHCKMM  paBOoTHMK  MOXeT  BKJIOUATE,  HaIIpUMEpP, Bpaua,
MeIMLMHCKYID CeCcTPpy, MeIMLUMHCKYI CeCTPY BHCHEV KBaJIUOMKALNK WU
IPYTOTO POIOCTBEHHOTO CIeLMaJMCTa 3IPaBOOXPaHeHMsI, KOTOPHM MOXeT
NPeINIMCHBATL MJIM BBOOMTL COeOVHeHMs (JIeKAapCTBEHHEHE CpencTBa) IJsd

JIEUeHUsS CBA3aHHOTO C PelUeNTopoM COMHTIO3MH-1-dpochaTa 1 mnomTuria
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(S1P:1) HapymeHMa. KpomMe TOTO, MEeIMUMHCKUM pPabOoTHUK MOXEeT BKJIOUATDH
Jodoro, KTO MOXeT pPeKOMeHIOBAaTh, MNpellMCHBaATL, BBOIOMTL WK
IpelsaTCTBOBATEL MHAOMBMIYYMY IIOJIyUdaThk COeIMHEeHMe WM JeKapCTBeHHOe
CPEeINCTEO, BKJKUAasg, HalpMMep, I[IOCTaBIMKa CTPaxXOBHX YCJYI.
[MPOBOINTE ITPOPUIIAKTUKY , [IPOSUJIAKTUUECKUA WM [TPOSUIIAKTHUKA .
Kak VICIIOJIE 3YIOT B HaCcToAleM OnMCaHuu, TepMMH "IPOBOONTDL
npodmyakTuky", "npodmimarkTuueckun" wmam "npodmiakTuka", TaKoM Kak
npodpuiakTUKa CBA3aHHOTO C pelnenTopoM COUHTO3MH-1-dochaTa 1
nontuna (S1P;) HapylleHMS WMJIM UYaCTOTH BOSBHMKHOBEHMSA WMJIM Haudajla
IpOABJIEHUS OOHOTO MIM ©0oJiee CHUMITOMOB, CBSA3aHHEIX C KOHKPETHHM
HapylleHrueM, M He o043aTeJIbHO O3HaudvaeT IIOJIHOe IIpeloTBpalleHure
HapylleHUsA . Hanpuwmep, TepMUH "MIPOBOOUTH npodmiakTuky",
"npoduiIakTUUeCKUM" NI "opoduyakTuka" O3HauvaeT IpoBeleHNKE
TepaluM Ha OPOOMIIAKTUUECKOM WM IIPEeBEeHTUBHOM OCHOBE MHIUBUIYYMY,
Y KOTOPOTO B KOHEUHOM MTOTe MOXeT IMPOABJIATLCHA I[IO MeHbIlel Mepe
OOVH CHUMIITOM 3aboJjieBaHUA WU COCTOAHMUSA, HO Yy KOTOPOI'O OH elle He
IPOABJIAETCSA. Taxkmux VHIVBUOYYMOB  MOXHO  MOEHTUOMIMPOBATH Ha
OCHOBaHMM (QaKTOPOB PMCKa, KOTOPHEe, KaK WM3BECTHO, KOPPEeJIUPYKRT C
nocJjienymouen JyacToTOon 3a00JIeBaHUA. AJILTEPHATUBHO,
OpodMIIakTUUEeCKYD  Tepaluio MOXHO BBOIUTL 0e3 OpedBapuTesIbHOM
UIeHTUOUKALIUK (aKTOPOB PHCKa, B KauecTBe INIPOPMIIAKTHMUECKOM MEepPH.
BaMenJjieHMe Hauajla IIPOSBJIEHMS II0 MeHbIleM Mepe OIOHOTO CHUMIITOMA
TakXxe MOXHO PaclleHMBATL Kak IpedyIpexIeHVe WIM NPpoduIIaKTUKY .
JIVUUTD, HEHAMMﬂ WM JIEUEHME. Kak WMCIHOJB3YT B HaCTOMAIEM
onmMcaHuUM TepMuH "JgeuuTs", "neuvamun"  wam  "JedeHue"  O3Hauvaer
IpoBeleHMe TepaluM IIJIS MHIMBUOYYMa, VYV KOTOPOTO VYXe IIPOABJIISETCSH
10 MeHblley Mepe OIMH CHUMIITOM 3aboJieBaHMsa WM COCTOSAHUSL, WIN VY
KOTOPOTO paHee IPOABJIAJICSA 10 MeHblle¥  Mepe onouH CUMIITOM
3ab0JleBaHUAg WM COCTOSHMA. Hamnpumep, "JledeHue" MOXeT BKJIIOUATH
oBJyerueHue, ocJablieHrMe WM YJydlleHMe CHMIITOMOB 3aboJIeBaHUA WU
COCTOSHUSA, OpOodUIIaKTUKY  OOIIOJIHUTEJILHEIX  CUMIITOMOB, yIydmeHue
COCTOAHUSA [IePBUYUHEIX MeTaboJIMUeCKUX IPUUMH CUMIITOMOB,
MHTUOUpoBaHMe 3aboJieBaHUSa WM COCTOSHMSA, HallpyMMep, I[IoOaBJIeHNEe
paszeuTra 3aboJiIeBaHMA WIM COCTOSAHMA, ocihaablieHre 3aboJieBaHUA WM
COCTOSHUSA, BHI3HBAaHNE perpeccun 3aboJIeBaHNA  WIU COCTOSHUA,

ocnablyieHre COCTOAHUA, BEIBEIBAEMOTO 3aboJIeBaHMeEM WM COCTOAHUEM,
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WM OCTaHOBKa CHMMIITOMOB 3a00JlIeBaHMa WJIM COCTOSHUA. Hamnpumep,
TepMMH "JledeHre" TII0 OTHOWMEHMUI K HapPyleHMK O3HadaeT YMEHBIIEHUe
TIKEeCTM OIHOTO WM ©OoJiee CHMMIITOMOB, CBS3aHHHX C KOHKPETHEM
HapylleHUEM. TakuMm  obBpasoM, JIeUeHMe  HapyleHus HeoOa3aTeJIbHO
O3HauvaeT YMeHBIIeHKE TSKEeCTHU BCex CHIMIITOMOB, CBS3aHHEIX c
HapylleHMEM ¥ HeoOsa3aTeJIbHO O3HadvaeT IIOJIHOe YMeHBbIIeHME TISXKeCTHU
OOHOTO MM 60Jiee CHUMIITOMOB, CBSA3aHHHX C HapPyleHMEM.

[IEPEHOCUTEL. Kak MCIHIOJIBE3YIT B HaACTOAIleM OIMCaHuM, CUumMTanT,
UTO MHIMBUIOYYM "IepeHOoCHUT" 103y COeIMHEHMHa, €CJM BBeleHue TakKou
OO3H TaKoOMy VHIVBUOYYMY He NIPUBOIONUT K HepreMJIeMOMY
HeOJaTolIpUaITHOMY ABJIEHUIO NI K HelnpreMJIeMOMY cCoueTaHUo
HeOJIaTONPUATHEX ABJeHUM. CHeluralucTy B IaHHOM o006JacTM TIIOHATHO,
YTO IIePeHOCUMMOCTL SMBJISeTCcd CYOBeKTMBHOM MepoM, M UYTOo TO, UTO
MOXeT ABJIATBHCA [IEPEHOCHUMEIM IJIS  OIOHOTO  MHIOMBUIOYYMa, MOXeT
ABJIATHCSA HEIepPeHOCHMEM JIA OPpyT'or'o MUHIMBMIOyYMa. HamnopuMmep, OOUH
VHOUBUOYYM MOXET ABJIATHCSA HECIOCOOHEM I[IE€PEeHOCUTEL TOJIOBHYK OOJE,
TOTHa Kak BTOPOM MHIMBMIYYM MOXET HaxXOOUTL  TOJOBHYW OO0Jb
[IepPeHOCHMOM, HO OH HecCIocoBOeH IIepPeHOCUTL PBOTY, ToT'da Kak TpeTul
VHOUMBUOYYM I[IPMHOCUT TOJIOBHYK OO0JIb OTIOEJIBHO WJIM PBOTY OTOEJIBHO,
HO MHIMBUOYYM HecIocoBeH IIePeHOCUTL coueTaHre TOJIOBHOM OoJu U
PBOTE, Iaxe ecCJIM TIKeCTb KaxXIoM M3 HUX [ABJISeTCSd MeHblIle, ueM
TIXEeCTh IO OTHEJIBHOCTM.

HEBJIAT'OIIPUATHOE ABJIEHUE . Kak MCIIOJIb 3T B HacToOAleM
onncCaHuu, "HeBJIaTOIIPUATHOE aBJjieHue" IpenCcTaBJIsSgeT cobon
HexeJlaTeJIbHOe MeIMIMHCKOEe HABJIEHME, KOTOpoe HABJIAeTCH CBA3aHHBEIM C
JleueHMeM coeIMHeHMeM 1 MM ero QpapMalleBTUUEeCKM OIpueMJIeMOM COJIbIo,
COJIbBATOM WJIM TUIpaToM. B OOHOM M3 BapMaHTOB OCYMEeCTBJIEHUS
He®JIaTOoNPUATHOEe 4BJIeHMe BHOpaHO M3: JeMKOIeHuM, 3alopa, Iuapewu,
TOWMHOTE, OOJM B XWUBOTEe, HEeUTPOIeHUM, PBOTH, II03BOHOUHOM OOJIMU U
HapylleHue MeHCTPYaJIbHOTO HMKJIA . B OIHOM nu3 BapMaHTOB
OCymeCTBJIeHMA HeOJIaToNpUATHOe 4ABJIeHMe IIpeacTaBjigeT coboy OJokamy
cepnua, HalpVMep, ATPUOBEHTPUKYJIAPHYID 0OJiokKaly cepmhlla IIepBoM
CTeleHM. B OIHOM M3 BapWMaHTOB OCYIMECTBJeHMA HeOJaTrolIpUuaTHOe
ABJIeHMe IpencTaBJgeT cobo¥ aHOMAaJILHEM pe3yJbTaT TecTa JeTOUHHX
byHKLMM, TakoM kak FEV]1 wMeHee 80%, FVC. B OIHOM M3 BapMaHTOB

OCyumeCTBJIEHNA HeBJIaToIpmuATHOE ABJIEHNME npencraBJjideT cobom
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AHOMAJILHEI TecT QYyHKIUMM IIeUueHM, TaKoM KaK IIOBHMeHHHV ALT M AST<2X
ULN. B OomHOM M3 BapMaHTOB OCYWMECTBJIEHUS HeOJaTronpUIATHOEe dBJIeHUEe
IpencraBJgeT CcoOOM peskKoe CHWXeHMe UYaCTOTH CepleuHHX COKpaleHM.

HYXIOAIOLMACS B JIEUEHME M HYXIAKIMIACS B 3TOM. KakK MCIIOJL3YOT
B HaACTOdIleM OIMcaHMM, "HyXDaomuicsa B JedeHun" u "HyXDaomuicsa B
sTOoM" B OTHOIIEeHUN JIeueHn A MCIIOJIb 3YIOT B3aMMO3aMeHIaeMO nig
oB03HauUeHUAa CyXIeHHMsa, KOTOopoe OejilaeT JMILO, OCYWeCTRJIAKIee YXOI
(HanpuMep, Bpad, MeIMLIMHCKAas CcecTpa, MeIMLIMHCKAas CcecTpa BHCIEeMN
KBaJIMOUKaAIMM M T.O., B CJydae JIOIelV; BeTepMHAPHEM Bpad B cjydae
XKMBOTHEIX, BKJIOUAA He IIpMHaIOJexallee UYeJIOBEeKY MIeKoIuTanmue) ,
KOTOpOe ABJIAeTCHd HeOOXOOMMEM IJIA MHIOMBUOYYMa WJIM XUBOTHOTO WJIINU
KoTOpOE [IpUHECET IOJIOXUTEJILHEIM  pe3yJbTaT OpY JIeUEeHUM. 2TO
CyXIOeHMe [OeJjlaloT Ha OCHOBaHuMM pdana GaKToOpOoB, KOTOPHEE BXOLAT B
cohepy KOMIIE TEHIIUN Jmiia, OCYIeCTRJIAIETO yxon, HO KoTOpOE
BKJIOUAEeT 3HaHWe, UTO MHIUBUOYYM WIM XUBOTHOE HABJIAeTCSa OOJIBHEM,
i 3aboJjieeT, B pes3yJjbTaTe 3abojieBaHMUAg, COCTOAHUA WM HapPyLeHMd,
KOTOpOe MOXHO JIeUMTH COeOUMHEHMAMM I[10 M300peTeHMIO. TakuM oB0pas3oM,
COeIVMHEHMA [0 U300peTeHMK MOXHO  MCIIOJIE30BAaTh SAlUTHEM — WJIU
NpodmuIakKTUUEeCKM 00pasoM; WM COeOMHEHMSI II0 U300peTeHMI MOXHO
MCIIOJIL30BAaThH OJis obJlerueHusd, MHITUOMPOBaAHU A WJIN YIIyUlle HU 4
cocTogHMA 3abojieBaHMe, COCTOSHUS MM HapPYIIEeHU.

MHIOIVBUIOYYM. Kaxk MCIIOJIb 3YIOT B HaCTOAleM OoInIMCaHum,
"MHOIMBUOYYM" o3HauaeT Joboe XKMBOTHOE, BKJOUAS MIeKOoIMTalmue,
OPenrnouTUTEeJIbHO MBIIel, KpPHC, IPYIMX TIPHEH3YHOB, KPOJMKOB, cobak,
KOIleK, CBUHLI, KPYIHHM pPOTaTHM CKOT, OBLY, Jollalel WM IIPUMATOB
1 HauboJee OPEenlouTUTEeJILHO JIomel.

CHUMXEHME PASIPAXVMMOCTHM CEPIOUA. Kak MCIOJIB3YIT B HaCTOdIeM
ommMcaHuM, "CHMWXeHMe pa3dpaXuMMOCTM cepana' o3HadaeT OTCYTCTBUE
Pe3KOT0 CHUMXEHMS UYacTOTH CepIOeUHEIX COKpalleHMM IIocJie BBeIeHUd

JJEKAapPCTBEHHOT'O CpeldCTEa.

PE3KOE CHUXEHME YACTOTEI CEPIEYHEIX COKPAIEHWN . Kak
VCIIOJIE3YIT B HacTodAlleM  OIMCaHuM, "peskoe  CHUXEHMe  YaCTOTH
CepIeUHHX cokpameHmn" O3HaudaeT CHIMXeHUe YacCTOTH CepIeUHHX

COKpameHUM OT HOPMaJIbHOTO CHMHYCOBOTO pHTMa, Hamopumep, 10 wim

BoJiee YyIOapoe B MUHYTY (yo/vmH) , Takoe Kak MeHee yeM
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OpUOIUBUTEJIEHO 5 yIO/MMH, HalOpuMep, MeHee ueM IIpuUbIM3UTeJILHO 4
yO/MUH WM MeHee uUeM OPUOIUIUTEJLHO 3 yIo/MMH, WIM MeHee ueM 2
yo/MuH, KOTOpOe ABJIAeTCHd MaKCHUMAaJIEHEIM B TeUeHMe  HECKOJBbKUX
JacoR, HalpuMep, 1-3 uyacos, rocJie  BBeJIeHUd JIeKapCTBEHHOTO
CcpencrTea, n B naJibHeNmeM JyacToTa CepIOeyHHX COKpallleHu g
BO3BpallaeTCAa K B3HAUEeHMK IO BBeIeHMS IO3H.

HOPMAJIBHB CUHYCOBBI PUTM. Kaxk MCHOoJsib3ynT B HacTOAleM
onMcaHmuy, "HOPMaJIbHHM CHMHYCOBEM PUTM" O3HauaeT CHUHYCOBHUM PUTM
MHOMBUOYyMa, KOoI'la OH He IoJiydaeT JiedeHusa. OlleHKa HOPMaJIbHOT'O
CUHYCOBOT'O pUTMa BXOOUT B KOMIIEe TeHINIO Bpaua. HopMaJib HE
CUMHYCOBHBM PMUTM, Kak TIIpPaBWJIO, Kak I[IpaBWJIO, BHBHBAET YaCTOTYy
CepIeuHHX COKpalleHrs B nmanaszoHe 60-100 yro/MuH.

JOOBA. KakK MCIOJL3YIOT B HacCTOdlleM onMcaHmuy, "moszsa'" o3Hauaer
KOJIMUECTBO coeauHeHMs 1 uiaM ero ¢dapMalleBTUUEeCKM IIpMeMJIeMOM COJIu,
coJibBaTa WM THIOpaTa, KOTOpOe BBOOAT MHIMBUIOYYMY IOJIA JIeUeHUSA WIINU
npoduiiakTuky 3abojieBaHMe WM HapylmeHMS B OOMH KOHKPETHHI MOMEHT
BPEMEHN.

CTAHIAPTHAA IOBA. Kak MCHOJIB3YIT B HaCTOAmeM OIMCaHMM,
"cTaHODapTHAasA moza” o3HauvaeT oos3y COoenMHEeHus 1 VI ero
bapMalleBTUUECKM IIPUEMIIEMOM COJIM, COJIbBaTa WJIXM TuUIpaTa, KOTOPYI
BBOOAT MHIMBUIYYMY IOJSA JeUeHUS WIM OpodMiIakTUKM 3aboJjieBaHUSa WK
HapylmeHnsd . B HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHUA BBeIOeHMe
CTaHOAPTHOM HO3H IIPMBOIUT K I1LeJIeBOMY CHIWXEHMIO B IIepudepruecKom
KPOBM KOJIMUECTBa JMMQOLUMTOB, HalIpMMep, CHMXEHMI OT MCXOIHOTO
YPOBHSA IIO MeHbIIeV Mepe Ha 35%, Takoe KakK IO MeHbmeW Mepe Ha 40%,
Takoe Kak IIO MeHblle¥ Mepe Ha 45%, Takoe Kak II0 MeHLIIEeM Mepe Ha
50%, Takoe kak II0 MeHbel Mepe Ha 55%, Takoe Kak IO MeHLIIeM Mepe
Ha 60%, Takoe KaK IIO MeHbllel Mepe Ha 65%, Takoe Kak II0 MeHbIen
Mepe Ha 70%. B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMS BBeIeHUe
CTaHOapTHOM IO 3E IIPUBOIONT K CHWXEHUIO VMCXOIOHOTO YPOBHSA
OPUOIIN3UTEIJIEHO oT 35% OPpUOIIN3UTEJIEHO oo 70%, TaKOMY Kak
OPUOIIN3UTEIJIEHO oT 40% IPpUBIIN3UTEJIBEHO oo 65%, TaKOMY Kak
OpubIU3nUTeJJbkHO  oT  50% [OpubimM3MTeIbHO OO 65%. B  HeKOTOPHX
BapuMaHTax OCymMeCcTBJIeHMS BBeIdeHMe CTaHIapTHOM IO3H IMIPUBOIUT K
1IeJIeBOMY KOJIMUEeCTBY JIMMOQOILMTOB B IepudepruecKoV KPOBU, HaIpUMep,

MeHee uyeM 1000 JgImMMOOUMTOB B MHUKPOJIUTPEe, TakoMy KkKak 400-800
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JIMMPOLIMTOB B MUKPOJUTpPE. lejjeBag HO2a MOXeT WM3IBeHATLCS B
3aBUCUMOCTHU oT PP O OE u TIXKeCTHU ronJjiexamero JIeUeHMI0
3aboJieBaHmUA .

OIOHA WMJIM BOJIEE I03: Kak MCHOJB3YIOT B HaCTOAMEM OIMCAaHUM,
"onHa waM OoJiee po3", KaK MCHOJB3YyRT BO Opa3e "omHa wim O0oJiee
0o3, KaxXlad HW3 KOTOPHX MABJSIEeTCS MeHblle UYeM CTaHOapTHas poza',
O3HadvaeT OIOHY MWJIM COBOKYIIHOCTE HOO3 COeIMHeHMsa 1 WM eTro
bapMalleBTUUECKM IIPUEMIIEMOM COJIM, COJIbBaTa WJIM TUApaTa, KOTOpYyl
BBOOAT MHIVBUIOYYMY BO BpeMA IIepBOTO IIepuola BpPeMeHM, U KaxXIad U3
KOTOPHX ABJIAETCA MeHbIle UYeM CcTaHmapTHad Oos3a. B  HeKOTOPHIX
BapMaHTax OCYIEeCTBJIeHUS IIepBHM IIepuod BKJOUYAeT COBOKYIIHOCTH
[NOOIEepPUOnoOR, Toe OpYy Ty oosy COeOVHEeHNd 1 MJIN ero
bapMmalleBTHUECKM IIpMeMJIeMOM COJIM, COJibBaTa WM I'uipaTa BBOIAT
VHIMBUOYYMY B KaxXObM M3 IIOOINEePMOIOB. B HEKOTOPHX BapraHTax
OCylmeCcTBJIEHMS BBeIeHMe OoOHOM uaImM ©OoJjlee MOO3 BO BpeMa IIepBOTO
neproma OKaszHBaeT BJIMAHME Ha UYMCJIO JUMMOOLMTOB B IHepubdepUuecCKoOM
KpOBM. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHMS BBeIOeHMe OIHOW WM
foJjlee [@O0O3 BO BpeMdA IIepBOTO IIepMoIda He OKasbBaeT BJMAHUMA Ha
KOJIMUECTRBO KOJMUECTBO JIMMPOLMTOB B IHepudpepruecKoOV KPOBU.

MHIVNBUIYYM B COCTOSAHMM HATOIAK. Kak MCIOJB3YIOT B HACTOAIEM
onMcaHmuM, "MHIMBMUIOYYM B COCTOSHMM HaTomak" o3HavaeT MHIMBUIYYMA,
KOTOPHM He IIpMHMMAJ Kakyo-Judo eny, T.e. ToJjiomalJl IO MeHbIlel Mepe
6-8 uyacoB, TakumM oOpa30M, Kak OpUbIM3UTEJIbHO 8 YacoB IO BBeIeHUA
coemIMHeHus 1 wMIM eTo QapMalleBTHUECKM I[IpUeMJIeMOM CcoJM, TIuipaTa
MM COJIbBaTa, UM KOTOPHM He OPMHMMAaJ He OIpMMaTe Kakyo-Jubdo eny u
OpomoJrkaeT ToJlogaTh B TeueHMe II0 MeHblel Mepe 1 uyac T1oce
BBelIeHUa coeluHeHUa 1 MM ero odapMalleBTUUECKM IIpUeMJIeMOM COJIM,
TMIpaTa MM CcoJibBaTa. B ONpemesIeHHBHX BapMaHTax OCYIeCTBJIEeHUSA
MHOVMBUOYYM MOXeT Takxe BO3IEPXKMBATHLCSA oT nprueMa BHYTPb
OTIpeneJIeHHEIX HelMIIEBHX BeEmMeCcTB BO BpeMsda Iepuola TOJIOOaHWuAg.
Hanpumep, B OIpemelIeHHEX BapMaHTax OCYIEeCTBJIEHUS MWHIVWBUOYYM He

IIPMHVYIMaeT BHYTPB Kakne—-Jmbo nobaBKU M/MHM JIeRapCTBeHHEEe CpeIlCTBa

BO BpeMA Ieprnona I'OJIOOaHMA. B OIlpeneJIeHHEX BaplaHTax
OCymeCTBJIECHMA VHIVIBYIIOYYM He IIPMHVIMaeT BHYTPBE KakKkne-Jmbo
BHCOKOKaHOpMﬁHHe KMOKOCTHU BO BpeMA Imeprona I'OJIOOaHMA. B

OIlpeneJIeHHEX BapMMaHTaxXx OCymeCTBJIECHNA VMHIVBVIOYYM He IIPMHVYMaeT
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BHYTPE Kakme-Jmbo XMIOKOCTM, OTJMUHEHE OT BOIH BO BpeMa IIeproda
TOJIOODAHMUSA. B ONpemeJIeHHHX BapMaHTax OCYIEeCTBJIEHWS MHIOMBUIYYM
MOXEeT IIPMHMMATL BHYTPL HeOOoJbliMe KOJMYECTBa HMBKOKAJOPUMHEIX
HaAIMTKOB, TakMxX Kak uar, kKode mian pasz30aBJIEHHEE COKMU.

KIVMHMYECKAS IKAJIA MENO (MAYO) (MCS): Kak MCIOJb3YyIT B
HacTodmeM OIMcaHMM, "KJIMHMUYecKasa mkaja Meno" wmiam "MCS" o3Haudaer
MHCTPYMEHT, pazpa®oTaHHBM IJIS M3MEPEeHMS aKTMBHOCTM 3afoJjiIeBaHus
A3BEeHHOTO KOJIMTa, U CcocToMT M3 4 1[odmkalJl: yYacToTa CcTyJa,
pPeKTaJbHOE KPOBOTEeUeHMEe, Pe3VJbTAaThH TIUOKOM MTPOKTOCUIMOUIOCKOINS
1 ofBmasa oOlleHKa Bpayva, TI'Ie KaxIbM KOMIIOHEHT HaxXOOMTCS B IMalas3oHe
or O pmo 3 (O=HopMaJbHBII, 1=JIeTKUN, 2=yMEepPeHHHMN, 3=TSXKeJIEM) .
OBmasd olLleHKa, TakuM oOpas30M, HaxoouTcda B OuanaszoHe oT 0 mo 12,
TIe CcaMelM BHCOKMM 0aJlJl yKasbBaeT Ha 0OoJjlee TsaSxeJioe 3abojieBaHue.
6-0ajlbHasd mKajla Melo ocHOBaHa Ha PRO YacTOTH CTyJla U PEeKTaJIbHOTO
KpOBOTEUEeHNU, cofBupaeMbIxX Kaxue CYTKU c VCIIOJIb 30BaHueM
BJIEKTPOHHEIX IHEeBHUKOB NaureHTOoRB, u VCKJIoUaeT Pes3yJbTaTH
SHOOCKOIMM M ofmeM olLeHKM Bpauva. OO0mas oOlleHkKa Bpada IHOATBepXIaeT
PesvyIbLTaTH TpexX IOPpYyTUX kKpurepmer MCS, CyTOUHHE 3alMCU B OHEBHUKE
MHIMBMOYYMa O KeJYIOUHO-KMIIEUHOM IMCKOMbopTe M obmeM XopolleM
CaMOuUyBCTBMM, un OPYTUX HabJIogeHn, TaKMx Kak busmUeckmne
nokasaTesM UM MHIUBUIYAJLHOE COCTOSHMUE.

AKTBUHBEM SI3BEHHBM KOJIMT OT JIETKOM IO YMEPEHHOM &OPMBI. Kak
MCIIOJIB3YIOT B HACTOAmEeM OIMCAaHMM, "A3BEHHHM KOJMUT C AaKTUBHOCTBIO
OT JIETKOM IO yMepeHHOM" O3HauaeT SA3BEHHBEM KOJUT, XapaKTepu3yeMbl
o 4-xoMIIoOHeHTHoOM MCS oT 4 pmo 10.

AKTBUHBEM S$SI3BEHHBI KOJIUT OT YMEPEHHOM IO TSIXEJIOM &®OPMBI. Kak
MCIOJIB3YIOT B HACTOAmEM OIMCAaHMM, "A3BEHHHM KOJMT C AaKTUMBHOCTBIO
oT YMEPEHHOMN oo TsKeJIon " O3HauaeT SI3BEHHBIN KOJINT,

XapaKTepru3yeMeld II0 3-KOMIOHeHTOM MCS or 4 g@mo 9, BrJouas

SHIOOCKOIMUECKUM nombajiyl =22 u 0allJl peKTallbHOTO KpOoBOTeueHus >1. B
3-xoMIoHeHTOM MCS wMcOoJIb3yRT 3 U3 4 KOMIIOHEHTOBR IIoJIHOM MCS
(pesyJbLTaTH SHIOOCKOINMUECKOT'O UCCcJiegoBaHm4d, pekrTaJbHOE
KPOBOTEUEHME M YacToTa CTyJa) .

KIIMHUUYECKAS PEMHNCCHA. Kak MCIOJB3YIT B HaACTOANEM OIMCAaHWuM,

"KIIMHMYeCKasa peMuccua" B OTHONEHMM S3BEHHOTO KOJMUTa O3HadaeT
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faJjljyl 1o 3-KOMIIOHEeHTOM KJIMHMUECKOM mkaJje Melo TaKoM, Kak YyKa3aHO
HIWXE : SHIOOCKOIUM BaJul (c VICIIOJIb 30BaHMEM TUOKOM
npokTOoCUIMounockonmu) O wmiam 1, ©OallJl peKTallbHOT'O KpoBoTeueHus O,
M 0aJiJl YacToTH cTyJla O mam 1 C HDOHMXeHMeM =1 IOYHKTa OT MCXOIOHOI'O
nonbaJia.

KJIVMHUYECKMA OTBET. Kaxkx MCIIOJIE3YIT B HacCTodlleM OoIMcaHuM,
"KIMHUYeCcku oTBeT" B OTHOUIEHUNM  SA3BEHHOT'O KOJMTa O3HadaeT
IIOHMXEeHMe I10 3-KOMIIOHEeHTHOM KJIMHMUYECKOM mKajle MeMo =2 TIIyHKTa u

IoHMXKeHne 230% OT MCXOIOHOTI'O YPOBHA C COIIPOBOXIOaKMVMCA TIIOHMXEeHNMEM

nonbalijyla pPeKTallbHOT'O KpoBOTedeHMA = 1 wmiam  abcosioTHOTO Bajuia
peKTaJbHOTO KpoBOoTeueHuda O mam 1.

SHIOOCKOIIMYECKOE YIJIYUIIEHUE . Kak MCIIOJIE 3YIT B HaCcTOAleM

OolnmMcCaHnM, "SHIOOCKOIMUYECKOE yiyumeHue" B OTHOIIEHNN A3BEHHOTI'O
KoJiMTa O3HauvaeT SI3BEHHEMN KOJIUT, xapaKTepMByeMHﬁ I10
SHIOOCKOIIMYECKOMY nondaJjury I10 mralJie Mewo (c VICIIOJIE 3OBaHMEM

Pes3vyJbLTaTOB THUOKOM MNPOKTOCHUTMOMIOOCKONMM) <1 IIYHKTA.

SHIOOCKOIIMYECKAA PEMUCCHA . Kak MCIIOJIb 3YIOT B HacTodmeM
onmMcaHuu, "sHOOCKONIMUeckasa pemMmuccusa" B OTHOIIEHUN A3BEHHOTO
KOJIMTa O3HauaeT HA3BEeHHHM KOJIMT, XapaKTepu3yeMHlM pesyJibTaTaMM
nonbajijla I'MOKOM MNPOKTOCUTMOMIOCKOIUM KJIMHUMUECKOM MmKaJik Melo=0.

YIIVUIIEHUE PEKTAJIBHOI'O KPBOTEUYEHNMA . Kak MCIIOJIE 3YIOT B
HacTOAlleM ONnMCaHuu, "yIIyUlneHue pPeKTaJlbHOE KpoBOTeueHUe" B
OTHOMEHUM  SA3BEHHOTO KOJIMTa O3HauvaeT M3MeHeHUe OTHOCHUTEJIBHO
MCXOOHOTO ypoBHA <O0.

T'MCTOJIOTMYECKOE BAXVBJIEHUE : Kaxk mMCHoJb3yrnT B HaCcToOAleM
OTIMCaHMM, "TUCTOJOTHMUECKOEe 3aXMBJIeHMe" B OTHOMEHUM HA3BEHHOTO
KOJIMTa O=HauaeT Oajj <3,1 no mHIOekcy Geboes.

YIIVUIIEHUE YACTOTH CTVIIA. Kak MCIIOJIE 3YIOT B HacToAmeM
ommmMcaHuy, "yJIydlleHMe YaCTOTH CTyJila" B OTHOIWEHMM S3BEHHOTO KOJMTA
OBHauvaeT M3MEeHEeHMe OT MCXOIOHOTO YpoBHA <O0.

5-AMMHOCAJIMLIMJIATEI. KaK MCHOOJIL3YIT B HaCTOAmMEeM oOMcaHum, "b-

aMMHOCaJIMUIMJIATH" 03HavalT KJIacC JeKapCTBEeHHHX CpelCcTB, KOTOpHe
BKJIOUAT, HanpuMmep, CANASA® (mecanammu), COLAZAL® (Gancajlasuma
OVHaTPU) , ASACOL® (MecaJylaMMH) , DELZICOL® (MecaJlaMMH) "

DIPENTUM® (oJscajiasmi) .
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MMMMYHOCYIIPECCOPHEIE CPEICTBA. Kak MCIOJIB3YIT B HaACTOAIEM

OIMCaHmu, "MMMYyHOCYIIpeCCOPHEE cpencTea" O3HayvanT KJacc
JIeKapCTBEHHEX Cpencrs, KOTOpPHE  BKJIOUYAT, Halpumep, AZASAN®
(a3aTHOIIPUH) , IMURAN® (a3aTHONIPUH) , GENGRAF® (LMKJIOCIIOPUH) ,

NEORAL® (umkJjocrnopuH) ¥ SANDIMMUNE® (UMKJIOCIIOPWH) .
TIIOKOKOPTUKOCTEPONMIBI. Kak MCIOJB3YIT B HACTOMAIleM OIMCaHuM,

"TIIOKOKOPTUKOCTEPOUIE"  O3HadvalnT KJlacC JIeKapCTBEHHHX CPencTB,
KOTOpHE  BRJIOUAT, HanpyMmep, UCERIS® (6ynmesonun); DELTASONE®
(mpenunsz0H) , MEDROL® (MeTHMJINPEeOHM3OJIOH) M TUIPOKOPTUS3OH.

AHATT'OHUCTHE TNFo. Kak MCHOJB3YIT B HaACTOAIleM OIlMCaHuM,
"anTaroHucTE TNFo" wmiam "aHTaroHMCTH QakTopa HeKpos3a onoyxoam o
O3HauamnT KJlacc JleKapCTBEHHEIX CpencTs, KOTOPEHE BKJIOUAT,
HalpuMep, SIMPONI® (rommmymat) , REMICADE® (MHOIMKCHUMAaO ) u
HUMIRA® (amaguMmymat) .

AHTAT'OHUCTHE PELEIITOPA MHTEI'PMHA. Kak MCIOJIBE3YIT B HaCTOMAIEM

OIIMCaHmM, "aHTATOHMCTHE pelenTopa MHTerpuHa" O3HaydalT KJjlacc
JeKapCTBEHHEIX CpPencTs, KOTOpPHE  BKJIOUAKT, Hapumep, ENTYVIO®
(RemosimzyMabd) .

SAPMAILIEBTUUECKAS KOMIIOBULINS. Kaxk wMCcHosib3ymnT B HaACTOAIEM
onMcaHmu, "dapMalleBTHMUECKaa KOMIO3MIMA" oO3HadvaeT KOMIIO3ULIMID,
comepxamyio I[1I0 MeHbIIeM Mepe OIOMH AaKTHBHHEM MHIPeIMeHT, TaKoWM Kak
coenmMHeHMe 1; BKJOYasg, HO, He OTpPaHMUMBAACE ¥MM, COJIM, COJBbBATH
¥ TUIpaTe coelIVHeHMsa 1, TakuM oO0pasoM, KOMIO3MIMA IIOOJIEXUT
VMCCJIeIOBaHMI B OTHOIMEHMM OIpeleJIEHHOTO, 50PeKTMBHOTO MCXoIa VY
MJIEKONIMUTaKIMET O (HanpuMep, bes OTPaHUYEeHNH, yeJIOBEKa) .
CrneumMaJgucTaM B OaHHOM of6jJacTu OyIOyT TIIOHATHH ¥ IIPUHATH BO
BHMMaHMe  CIIOCOOH, nonxonmdamme  OJSA  OIpenesiIeHusd, oBbjamaeT JM
AKTUBHEIM MHIPeOMeHT XeJjaeMbM 50QeKTUMBHBEIM MCXOIOM B 3aBUCUMOCTU
OT MHoTpeBHOCTM clelMrallMCTa B IaHHOM objacTu

ATOHMUCT. Kak MCHOJB3YIOT B HaCTOAmeM oIMcaHumM, "aronmct"
O3HayvaeT MOJIEKYITY, KOoTOopad B3aMMOIeNCcTBYyeT u AKTUBUPYET
COIPAXEeHHEM C G-0eJIKOM pellellTop, TaKoM kKak pelenTtop S1P;, KOTOPHM
TaKMUM oBpazoM, MOXeT VHUIIMUPOBATH dM3MOJIOTUUECKUM 2NN

bapMakoJOTHMUYECKN  OTBeT, XapaKTepHBM IOJIS STOIO0  pPelenTopa.
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Hanpumep, aTOHUCT aKTUBUPYET BHY TPUKJIE TOUHLIMA OTBRET Ipu
CBASHBAHUM C PEeLelTOpOM WM IIOBHIMaAeT CBA3bBaHue GTP ¢ MmMeMOapHOM.
B omnpenelylIeHHHX BapMaHTax OCYIECTBJIEHMSA Aal'OHUCT [0 WU300peTeHUD
opencraByggeT cob®oM aToOHMCT pelentopa S1P;, KOTOpeM crnocobeH
oBJeruyaThb OJINTEeJIbHY VHTEePpHaJIN3alno peuenTopa S1P; (cMm.,
HanopuMep, Matloubian et al., Nature, 427, 355, 2004).

AHTAT'OHUCT. Kak VMCIIOJIE 3YIOT B HaCcTOAleM OoInMCcCaHUuu,
"aHTaroHUCT" O3HadvaeT MOJIEKYJYy, KOTOpasd KOHKYPEHTHO CBSA3EBaeTCH
C PELEeITOPOM, B TOM Xe camnre, yTO M aT'OHUCT (HanpuMep,
SHOOTEHHEM JMITaHO), HO KoTopad He aKTUBMPYET BHYTPUKJIIETOUHHM
OTBET, WVHULUUMPYEMEIN aKTMBHOM GQOpMOM pelenTopa, M MOXEeT, TaKUM
oBpas3oM, MHITUOBUPOBATH BHYTPUKJIIE TOUHHE OTBETH AT'OHUCT WIIN
YaCTUUHOTO aroHMUCTa . AHTATOHUCT He YMEeHbBIaeT VCXOIHEIM
BHYTPUKJIETOUHHY OTBET IIPM OTCYTCTBMM arOHMCTa MM YAaCTUUHOTO
aroHMuCTa.

OBPATHBEIM AT'OHUCT. Kak MCIIOJIE3YIT B HacTodAlleM OIlMCaHUuM,
"oOpaTHHM aroHMCT" o3HauaeT MOJIEKYJIYy, KoTopasd CBA3HBaeTCsa C
SHOOTEHHOM (QopMOM pelelTopa WMJIM C KOHCTUTYTHUBHO aKTUBUPOBAHHOM
bopMoOM pelemnTopa, M KOTOpad MUHITUOUPYET UCXOIOHHM BHYTPMKJIIETOUHLIM
OTBET, MHUIMMPYEMHM aKTHUBHOM (OPMOM pelellTopa, HMWXe HOPMAaJIbHOTO
0az30BOTO VYPOBHSA AaKTHMBHOCTH, KOoTOopyl HabjomaioT B OTCYTCTBUE
aToOHMCTa WMJIM YaCcTHMUHOI'O alOHMCTa, MJIM CHMXaeT CBA3bBaHMe GTP cC
MeMOpaHOoM . B HEKOTOPEIX BapMaHTax OCyMEeCTRBJIEHU I MCXOIOHBIM
BHYTPUKJIETOUHEM OTBEeT UHTUOMPYeTCsS B IIPUCYTCTBUM  00paTHOTO
aroHMcTa IO MeHbeM Mepe Ha  30%. B HekKOTOpPHIX BapMaHTax
OCYMEeCTBJIEHMS MCXOIOHEM BHYTPUKIIETOUHHEM OTBEeT MHIUOMpPYeTCcd B
OPUCYTCTBUM OOpaTHOTO aTlOHMCTa II0 MeHbmeM Mepe Ha 50%. B
HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHUSI MCXOIOHHM BHYTPUKIIETOUHHI OTBET
MHTUOUPYIOT B IIPUCYTCTBMM o0OpaTHOT'O aTroHMCTa II0 MeHbIleM Mepe Ha
75% 1moO CpaBHeHMK C MCXOIOHBM OTBETOM B OTCYTCTBMe 0OOpPaTHOTO
arToHMCTA.

TMIOPAT. Kak MCHOJBE3YRT B HaCTOLlleM OIMCaHUuM, "runpat"
O3HavaeT COeIMHeHMEe [0 WU300peTeHuKn WJIM eTo  COJib, KOoTOopasd
OOIMOJIHUTEJIBHO COIEPXUT CTEXVMOMETPUUECKOEe WM HeCTEeXMOMETPUUECKOEe
KOJIMUeCTBO BOIH, CBS3aHHOM HeKOBaJIEHTHEMU cuJlaMm

MEXMOJIEKYJIAPHOT'O B3aVMMOIEeNMCTBUA .
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nonynAauns JOJIA OLEHKHA BE3OIIACHOCTH. Kak MCIIOJIE 3YIOT B
HaCToAmleM OOMcaHMM, "MNomyJIAUMA OJIS OLleHKM OesolacHoCcTM" o3HauaeT
BCex CcJydyaVHhM ofBpa30oM OTOOPaHHHX MHIMBUIYYMOB, KOTOPHE IIOJIydallu
uccJenyeMel JIeKapCTBeHHHM OpenapaT. CM., HaopuMep, Tadauuu 3 u 4
HIXe .

COJNBBAT. Kak MCIOJL3YIDT B HaCTOAIleM OIIMCaHuM, "cogwpBaT"
O3HauvaeT COeIMHeHMEe [I0 WU300pEeTeHuKw WJIM eTro  COJib, KOoTOopad
OOIIOJIHUTEJIBHO COIEPXUT CTEXMOMETPUUECKOEe WM HeCTexXUMOMEeTPUUeCKOoe
KOJIMUECTBO PAaCTBOPUTEJISA, CBA3aHHOT'O HEKOBAJIEHTHHEIMU CUJIaMU CUJIB
MEXMOJIEKYJIAPHOTO B3aUMMOIENCTBUA. I[IPeAOlouTUTeJIbHEHE pPacTBOPUTENN
ABJISIOTCA JIeTYUMMM, HETOKCUUHEMM U/UJIM [IPpUeMJIeMbEIMM IJIS BBeIeHUSA
JIIOOAM B CJIEIOBEX KOJIMUECTBAax.

CoeOuHeHUA II0 U300peTeHMI MOT'yT HeoOA3aTeJIbHO CYIeCTBOBATH

B BHUIE @apMaHeBTquCKM IIpreMIJIEMEIX coneﬁ, BRJIIOYA A @apMaHeBTquCKM

IIpreMIIeMEIE COJIM IIPMCOEeIVMHEHN A KMCJIOTEHI, I1O0JIy4YaeMEele nus3
@apMaHeBTquCKM IIpreMIJIEMEIX HEeTOKCUMUYHEX KncJoT, BKJIIOUYA A
HeopTraHM4YeCKNMeEe u OopTraHMYeCKNre KMCJIOTH. XapaKTepHEe KMCJIOTEI

BKJIOUAT, HO He OIpPaHMUMBAKLTCA MMM, YKCYCHYID, OeH30JICYJIEQOHOBYI,
HeH30MHYID, KaMpopCyJiEQOHOBYIO, JIMMOHHYIO, STEeHCYJILQOHOBYIO,
IMXJIOPYKCYCHYID, MyPaBbUHYID, (Q(yMapoByWL, IJIOKOHOBYI, IUIYTaMMHOBYIO,
TUMNNYPOBYK, OpPOMMCTOBOOOPOOHYI, COJISHYH, WM3eTMOHOBYK, MOJIOUHYD,
MaJIeMHOBYK, A0JIOUHYKD, MMHIOAJBHYID, MEeTaHCYJIbOOHOBYKL, MyLMHOBYD,
a30THYL, IaBeJIeBYyl, IIaMOBYK, I[IaHTOTEHOBYL, OGOCOOpHYWL, SHTAPHYD,
CepHyK, BUMHHYL, IaBeJIeByK, I[I-TOJIYOJICYJLQOHOBYI M T.II., Takue Kak
bapMalleBTMUECKM TIPMEMIIEMEE COJIM, IIPMBeIeHHEe Yy Berge et al.,
Journal of Pharmaceutical Sciences, 66:1-19 (1977), IIOJIHOCTLI
BKJIOUEHHYID B HaCTOAMee ONMCaHMEe IIOCPEeICTBOM CCHUIKMA.

CoM nOpucoelIVHeHMSa KMCJIOT MOXHO I[IOJIYyYaTk B BUIEe IIPAMBX
IPOOYKTOBR CHMHTEe3a CcoeIMHeHUMV. AJILTepHaTMBHO, CBOOOOHOE OCHOBaHUE
MOXHO pPacTBOPATH B MMONXOOAMEM pacTBOpUTEJIE, comepxaleM
MNOOXOOAMYKn KWUCJIOTY WM COJIb, BHIOEJISAEMYK BHIIAPMBAHMEM PaCTBOPUTEIA
WY WHHM o00pas3oM pa3nesigdd COJIb M pacTBOPUTENb. CoelMHEeHUMS II0
HaCTOAIEMY n300peTeHnD MOTYT 0Bpa30BHBATH COJIbBATH co
CTaHIapTHEMU HU3KOMOJIEKYJIAPHEMA PacTBOPUTEJIAMA crocobammu,
VM3BECTHBEIMM CIelraluCcTy B IOaHHOM objlacTu.

CllemyerT [IOHVMMAaThE, uyTo KoTma bpasy "bapMalleBTUUECKHU



20

npueMiieMele COJIM, COJIBBATH ¥ ImipaTe" win o¢paszy "dapMaleBTHUUECKU
npuemiieMas COJIb, COJBBAT WM I'MOpaT" MCIOJB3YIT II0 OTHOWEHMK K
coemIMHeHMK 1, OHa BRJKUYaeT OQapMaleBTUUECKM IIpMeMIIeMbe COJIEBaTH
U/ UM TUOPATH CcoenrHeHusa 1, dapMaleBTHUUECKM MpUeMJIEMHE COJIU
coenuHeHus 1, a Takxe (QapMalleBTUUECKM IIpMeMJIEMHEe COJIbBATH W/WMJIu
TUOpaTH OGapMalleBTUUYEeCKM I[IPUEMIIEMEX COJIeM coenuHeHMsa 1. Takxe
cljenyeT IIOHMMAaTh, UYTO KoI'a oO¢paza "bapMalleBTUUECKM IpUeMIIeMble
COJIbEBATH. M TuApaTH" win o¢paza "dapMaleBTUUECKM [IPUEMIIEMEI
coJibBaT WM TIMOpaT" MCIOJB3YKRT I[IO0 OTHOWEHMI K coenuHeHuo 1,
KOTOPEE MOpelCcTaBJAT COOOM COJIM, OHa BKJIOUaeT OQapMalleBTUUEeCKU
npremsieMble COJIbBATH UM/WMJIM TUIPATH TakKMUxX COJIen.

CrneuyajgmucTaM B IOaHHOM 0O0JlaCTM OUYeBMIHO, UYTO JeKapCTBeHHEHE
bopMEI, OIMCEHBaeMble B HaCTOAmleM ONMCaHuM, MOTYyT COomepXaTk B
KadecTee AKTHMBHOTO KOMIIOHEHTa COeIVMHEHNE 1 NI ero
bapMalleBTUUECKM [IPMEMIIEMYI COJIb MJIM B BMIOEe COJibBaTa WM I'MOpaTa.
Kpome ToOro, pasjMuHEE I'MIOPATHE M COJIEBATHE COoeOUHeHMs 1 U UX COJIU
HaxXoOAaAT [IpMMeHeHN e B KauecTBe  I[IPOMEXYTOUHEBIX coenVHeHUV B
IIPOM3BOACTBEe OdapMalleBTUUECKMX KOMIO3MUIMNM. XapaKTepHHEe CIIOCOOH
[IOJIYUEHMSI U UISHTUIUKALMM NDOOXOOAMMX I'MIPaTOB M COJIEBATOB, KpOoMe
Tex, uTo yKaszsaHH B HacToAmleM  ONMCaHuu, XOPOIO M3BECTHE
crnelmMagmMcTaM B IaHHOM o06JlacTM; CM., HalopuMep, CcTpaHulu 202-209
K.J. Guillory, "Generation of Polymorphs, Hydrates, Solvates,
and Amorphous Solids", in: Polymorphism in Pharmaceutical
Solids, ed. Harry G. Britain, Vol. 95, Marcel Dekker, Inc., New
York, 1999. TaxkuMm obpasoM, OIoMH us ACIIEKTOB HaCTOAWeTro
n300peTeHna OTHOCUTCS K crnoco®aM HasHaueHUs U/WIM  BBeIeHUS
TUOPaToOB ¥ COJIBBATOB CcoenuHeHus 1 wu/uiamM  ero odapMaleBTHUUYECKU
IpUEeMIIEMEIX  COJIEMN, KOTOHPE MOXHO BHIOEJATE WM XapaKTepu30BaThb
M3BeCTHEMA B DaHHOMU obJjlacTn criocoBamu, TaKUMU Kak,
TepMOTpaBuUMeTprUeckut aHaiaus (TGA), TGA-Macc-chOekTpockonmsa, TGA-
MHOpaKpacHasd CIeKTPOCKOIIMS, PeHTIeHOBCKasa I[IOpOWKOoBas OUbOpakKLUmsa
(XRPD), mturpoBaHue 1o Kapjgy Ooumepy, peHTreHOOUPPAaKLMUS BECOKOTO
paspenmeHusd ¥ T.IO. CymecTBYeT HECKOJIBKO KOMMEepPUeCKMX OopTraHu3alui,
KOTOpPHE obecrneunBamnT OBIC TPRIE u 20PeKTUBHEE YCIIyTuU 1o
MOSHTHOUKALVY COJIEBATOB M I'MIpaToB B pabodeM MHopdanke. Illpumep

KOMIIaHU, npenjaralmmx TaxKue YVCIIYTHU, BKJIOUACT Wilmington
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PharmaTech (Wilmington, DE), Avantium Technologies (Amsterdam) wm
Aptuit (Greenwich, CT).

Hacrosdmee nsoBpeTeHmue BKJIOYAET BCe U3OTOIILL aTOMOB,
BCTPeUalMXCad B HaCTOANMX COEOMHEHMAX, COJIIX, coJibBaTax U
rumpaTax. M30TONL BKJIOYAT TaKMe aTOMb, MMEKIMe TO Xe aTOMHOEe
UMCcJIO, HO IpyTMe MacCoBHe umcia. OOMH U3 acCleKTOB HaCTOAmMeTo
M300peTeHUa BKIOUAeT KaXOyld KOMOMHALMI ONHOTO MM Oojilee aTOMOB B
HacTOAIMX COeOMHEHMAX, COJIAX, CcoJlbBaTax WM TIHuOpaTax, KOTOpPHe
3aMeHAT aTOMOM C TeM Xe aTOMHEM UMCJIOM, HO OTJIMUHEIM MaCCOBEM
urcJioM. OIMH M3 TaKMX [IPMMEPOB IpelcTaBJiigeT cobol 3aMeHy aToMa,
KOTOPEIT ABJISeTCA Hambojlee MIMPOKO PaCIPOCTPaHeHHHEM B IIPUPOIEe
M30TOIIOM, TakuM Kak <‘H wm *?C, BCTpevdaomMMcS B OOHOM U3
HaCTOAIMX COeOMHEeHMI, coJiell, COJIbBATOB U TIMAIPATOB, IOPYITUM
aTOMOM, KOTOPEII He ABJideTca Hambojiee MUPOKO PaclpOCTpPpaHeHHEM B
npupoae M30TONOM, TakuMM Kak “H wim *H (3amemanomuMm ‘H) wmmam C, 13C
uimm  HC (samemammyMm  1?C) . Korma mnOpomsomsia TakKad ~3aMeHa, ee
OBMEenpPMHATO 0603HavaloT KaK M30TONHO-MeUeHyl. M30TONHOe MeueHUe
HAaCTOANMX  COeIMHEHU, coJien, COJILBATOB ¥  TIUIOPATOB  MOXHO
[IPOBOIOUTE JIOBHM M3 PAla PasJIMUHEX CIOCOBOB CHMHTE3a, W3BEeCTHHX
clelMaJucTaM B [OaHHOM o6JlacTi, U ClelMallMcTaM B HaHHOM o6JacTu
[IOHATHE CIIOCOBE CHMHTE3a U [OOCTYIIHEE pealeHTH, HeOOXOOMMEE IJid
pOBEeNeHUA TaKoTo WMIOTUIIMUECKOTO MeueHud. B KadecTBe OBmMEIo
npuMepa U 6e3 oIpaHUYeHMd, M3O0TONE BOJOPOIa  BKJOYWaT 2H
(merirepnit) u °H (Tpuruit) . MsoTomne yIJyepoma BKJouyaoT 1C, 13C u C.
MsoTone asoTa BripdaoT BN u N, MsoTomns KuMcJIOpoOa BKJOYanT 20,
70 m 80. Msorom oTopa BrIwYaeT 8F. M30TON CcepH BKJoUaeT °>°S.
MsoTon xJjiopa BKJoYaeT °2°Cl. UMsoromnu OpoMa BrJodanT °Br, ’7°Br, 7'Br
u 8?Br. UsoTomnw Moma BKJmouaiT 231, 1241, 12517 p 1311, Jpyroll acHoexT
HacToOAmMero M300peTeHMd OTHOCUTCH K  KOMIO3MLMAM, TaKuM Kak,
KOMIIO 3UILIUM, rnoJlydaeMele  BO  BpeMsa  CHHTesa, penBapuUTesIEHOTO
bOpMyJIMpPOBaHMA M T.II., M OdapMalleBTUUeCKMe KOMIIO3ULMU, TakKue Kak,
KOMIIOSMUMM, IoJIydaeMele C 1LeJiblo MCIOJE30BaHUA Yy MIEKOIUTAlIero
IJig JledeHMA OINHOTO WM OoJjlee HapylleHUM, OINMCHBAaEMEX B HaCTOAleM
OmMCaHMM, CcoOepXalye OINHO MM 0oJlee MNPenCTaBJgIUX MHTepec
coenuHEeHUN, coJen, COJILBATOB u TUOPaTOB, TIe OpUPONHOE

pacopenejieHMe M30TOIOB B KOMIOSUIMM HapymaeTcd. [JpyToi acIekT
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HaCTOAmET O nz3o0bpeTeHns OTHOCUTCSA K KOMIIO 3ULIM M u
bapMalleBTHUUYECKUM KOMIIOBULIMAM, comepxammuMm coeIMHEeHUd, coJu,
COJILBATH UM THUIOPATH, Kak OIMCAaHO B HaCTOAMEeM OIMCaHuM, T'Ie COJIb
apjsgeTcda o6oTameHHOM IO OOHOMY MM 0oJiee TIIOJIOXKEeHUNM M30TOIIOM
OTJIMUHEIM OT HamboJjiee MUPOKO BCTpedvawnmeTrocs B IIpUpoOde M30TOoIa.
IO1g wu3aMepeHMSa TaKMxX OTKJIOHEHMM OT HOPMaJIbHOTO paclpenejlieHusa U
oborameHum JIeTKOOOCTYIIHEIMM HABJISITCS CIOCOBOH, Takue KakK, Macc-—
CIIeKTpOMEeTPMsa, U OJS9 M30TOIOB, KOTOPHE ABJLITCS pPaIMOM30TOIIaMM,
JIETKONOCTYIIHE IOIIOJIHUTEJILHEE CIOCOOH, TakMe KakK, paluoldeTeKTOPH,
MCIIOJIbE3yeMEle NMPUMeHUTeJIEHO K BIOXX mim I'X.

CoeIVMHeHMA TIIO HacTodlmeMy M300peTeHMIO MOXHO IpeoOpasOoBHBATH
B "npoJgiexkapcTea'". TepmuH "mnpoJekapcTBa' < 0O3HadvaeT COeOMHEHUH,
KOTOpPHE MOOMOUUIMPOBAJIN KOHKpPE THEIMA XYIMUY € CKUMM TpymnaMim,
MB3BECTHEIMM B MHOaHHOW o00JlacTM, M KOTOPHE IIPU BBEIEHUM UHIUBUIYYMY
IpeTepleRaKT BuoTpaHchopMalIM c obpasoBaHMEM MCXOIOHOTO
coemmHeHusa. TakuMm oOpas3oM, I[IPOJIEKApPCTBa MOXHO pacCMaTpMBaTh Kak
COeIMHEHMSA II0 M300peTeHMrI, CcolepXalue ONHY WM 0oJiee CIelMallbHBIX
HEeTOKCUUECKUX SBalUMTHEIX TPYIl, MWCIOJbL3YEeMEX Ha BpPeMeHHOW OCHOBEe
IJIS UMBMEeHEeHMSI WM IJIS YCTPaHeHMS CBOMCTBa COeOMHEeHUMS. B OoOHOM U3
of0mMX AacIeKTOB Ioaxon "mnpoJjekapcTBa" MCHOJL3YIOT OJI OOJIeTUeHUS
IepopaljlIbHOT'O BCAaCHBaHMSA. BcecTopoHHe OOCYXIeHMe IIpedoCTaBJIEHO B
T. Higuchi and V. Stella, Prodrugs as Novel Delivery Systems
Vol. 14 of the A.C.S. Symposium Series; u B Bioreversible
Carriers in Drug Design, ed. Edward B. Roche, American
Pharmaceutical Association and Pergamon Press, 1987, KoOToOpHe,
TakuM oB0pasz30M, IIOJIHOCTLI BKJIOUEHH IOCPEeIdCTBOM CCHUIKM.

Korma wMcCHoJb3yoT Lejloe uMcJo B crnocobe, OIMCHBAaeMOM B
HacToAmeM OIMCaHuM, Iepel LeJbM UYMCJIOM MOXHO BBOOUTH TepMMH
"IpUOIU3NUTEJIEHO" .

Ha BceM IMIpPOTSXeHUM HaCTOAMEeTo OIMCaHMig, eCJM M3 KOHTeKCTa
He CJIegyeT MHOe, <cJoBo "comepxaTb" WMIM BapMaHTH, Takue Kak
"comepxuT" WU "comepxamm" IIOHMMAaT Kak nompasyMeBanimme
BKJIOUEHME VYKa3aHHOTO »Talla MIM BJeMeHTa, WIM LeJIoTo uucia, WK
TPYIIH S2TaloB MM D2JIEeMEeHTOB, MM I1LeJHxX uMceJ, HO He MCKJIUeHUe
Joboro OpyToro 5sTala WMIM 2JIeMeHTa, WIM LeJIoTO uYucja, WIM TPYIIIH

SJIEMEHTOB WJIM LIeJIBIX YMCeJl.
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Ha BCceM TMPOTSXEHMM HACTOAMETO OMNMCAaHUSA, eCIM KOHKPETHO He
YKaz3aHO MHOe, WJIM M3 KOHTEeKCTa He CJIeayeT WHOe, CChJIKa Ha OIVH
3Tal, KOMIOBULMKID XUMHUUECKMX COeIMHEeHUM, TPYIIYy 2TaloB WMIXM TPYIINIy
KOMIIO 3ULIUM XMWY E CKMX CoeIMHEeHUMN cJenyer [IOHUMATE, Kak
BKJIOUAKIYD OOWMH WM COBOKYIIHOCTEL (T.e. OIMH wWiIM 0oJiee) TaKMUXx
STAloB, KOMIIO3UIUM XUMMUECKMX COeOMHeHUM, TPYIIN S2TaloB WIX I'PYIIN
KOMIIOBULIUN XUMHUUECKUX COeOMHEeHUN.

Kaxowm BapMaHT OCYIeCTBJIEHN S, OTNIMCAaHHEMN B HacTOoAleM
OIMCaHuM, CJenOyeT IPUMEHATE C HeOOXOOVMEIMM M3MEeHEeHUAMM KaXIoT'o U
JIB0T0 OpYyI'OT'0 BapMaHTa OCYWECTBJIEHMSA, eCJIM KOHKPEeTHO He YKas3aHO
MHOe.

CneuMaaucTaM B IaHHOM 0O0JlacTM IIOHATHO, UYTO M300peTeHMe (4),
onmcaHme B HacToAleM onMcaHuu, OoInycKaeT V3MeHeHMA u
MoOuOUKAILIMYM, OTJIMUHHE OT M3MEeHeHUNM ¥ MOoaMdMKaumi, O KOHKPETHO
ONMCaHHHX. CJllegyeT TIIOHMMAThb, YTO u300peTeHMe (1) BKJKUYAET BCe
Takue M3IMEeHeHMAa M MoIMOuMKaumMu. M300peTeHMe () TakXke BKJIIOUAET EBCe
2Tarlkl, I[IPU3HaAKM, KOMIIO3ULUUM U COEeOMHEHMSI, Ha KOTOpHEEe CCHEUIalnTCH
WM KOTOPHE YyKas3aHe B HSTOM OIMCaAHMM OTIOEJIbBHO WMJIM COBOKYIIHO, U
JIIOYK M BCe KOMOMHaLUM WM JIOOBEe »OBa MM 0o0Jiee YKa3aHHHX 9STalloB
WY TIPM3HaKOB, €CJIM KOHKPEeTHO He YyKasaHO MHOoe.

Hacrosamee mu3o00peTeHMe (1) He OTpaHMUeHH B OOBeMe KOHKpPETHHEMMN
BapMaHTaMM OCYIEeCTBJIeHVA, OINMCHBaAEeMHMM B HaCTOAMEM OIMCaHuM,
KOTOPHE npenHa3HadeHH TOJIBKO oJis MJLJTIIOCTPa TUMBHEIX neJjen.
OyHKIIMOHAJIEHO SDKBUBAJIEHTHEE IMIPOOYKTH, KOMIIO3MIIMM U CIOCOOE SBHO
BXOIOAT B 00BbeM M300peTeHM (M), KaK OIMCAaHO B HaCTOAmeM OIMCaHUM.

ClleiyeT IIOHMMATL, UYTO OIlIpelelJileHHHEe IIPM3HakKkM U300peTeHU (1),
KOTOPHE @OJS SACHOCTM OIMCaHH B OTHOMEHMM OTOEJIBHEIX BapMaHTOBR
OCYIIECTRBJIEHMA, TaKXe MOT'YT OHTBb I[IpPeloCTaBJIEHH B COUeTaHUuM C
OIOHVM BapMaHTOM OCYIECTBJIEHNA . B MIPOTHUBOIIOJIOXKHOCTE 2TOMY,
pa3jIMuHbEe IIPU3HAKM U300peTeHMUs (M), KOTOpHEe B LeJax KpaTKOoCTU
M3JIOXKEHMS OIMCAHEL B OTHOIEHMM OIHOTO BapMaHTa OCYIeCTBJIeHUd,
Takxe MOXHO TIPeOoCTaBJIATL paslesJIbHO WMIM B JIOOW [IOOXOOAMen
nonkoMOmHaluumM. Hamnpumep, crnoco®, B KOTOPOM OIMCHBAKT Ha3HaueHMe
U/WUIM BBeleHUe COoeOMHeHMS 1 uiIM ero ¢apMaleBTHUUECKU IpMeMIIeMOM
coJM, cCoJibBaTa WMIM TI'HuIpaTa, MOXHO pa3dellaTk Ha OBa crnocoba; 1Dhe

OIoIMH crioco® OIIMCEIBaeT Ha3HadeHNe COeIlMHeHIMA 1 I eTro
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bapMalleBTUUECKM IIPpMeMJIeMOM COJIM, COJIbBaTa WIM TITMUIOpaTa, a IpyTron
crnoco® ONMCHBaeT BBEIEHMe CcoelMHeHMre 1 WM ero ¢apMalleBTUUECKU
IpueMJIeMOM COJIM, COJIbBaTa WJIM TI'uMIpaTa. KpoMe ToT'o, HalpuMep,
crmocof, B KOTOPOM OINMCHBAKT Ha3HaueHMe CoeaMHeHMe 1 WM eTro
bapMalleBTUUYECKHA npuemIIeMom coJm, coJibBaTa VI rgpaTa u
OTHOeJNIbHHM crnoco® 1mo u300peTeHMId, B KOTOPOM OIMCHBAalT BBeIeHUE
coemIMHeHUsa 1 wMIM ero OGapMalleBTUUECKM IIpMeMIJIEMOM COJIM, COoJIbBaTa
Wiy TuipaTa MOXHO KOMOMHMPOBaTE B OIMH croco®, B KOTOPOM
ONMCHBAIT Ha3HaueHMe U/MIM BBeIOeHMe COeIOMHEeHMS 1 MJIM eTo
bapMalleBTUUECKM [IPMEeMIIEMOV COJIM, COJIbBaTa MJIM TuUApaTa.

[lpenmocTaBiieH crioco6 JIeUueHus CBA3aHHOTO c peLenTopoM
comHTOBMH-1-pochaTa 1 [IoOTHurla (S1Pp,) HapylleHusd, BKJIIOU A0
Has3HaueHMe U/UJIM BBeleHMe HyXIaomleMyCsS B 5STOM MWHIUBUILYYMY
CTaHOapTHOM IO3EL (R)=2-(7- (4-UMKJIOTIEHTUJI- 3~
(TpudTopMeTHIr) OeH3mIIokCcHu) -1, 2, 3, 4—-TeTparruOpOLUMKJIIONEeHTa [b ] MHOoJI—
3-MJI) YKCYCHOM KMCJIOTH (coeamHeHMs 1) wWIM ero dapMalleBTHUUECKU
npreMiIeMomn cou, rMoparTa VI coJibBaTa B KOJINUeCTBE,
SKBUBAJIEHTHOM NPUOIM3UTEJBHO OT 1,5 nOpubiamM3uTeJJbtHO OO 2,5 MDD
coenuHeHusa 1.

Takxe TIpeloCTaBJIeH CIOCO0O JeueHMS CBS3aHHOTO C PelelToOpOM
coumHrozuH-1-bpochara 1 momTumna (S1P;) HapylleHMs, BKJIOUAIMINUIN :

HasHaueHre U/WIM BBeleHMe HyXIaoleMyCsS B STOM MWHIMBUIYYMY
CTaHIapTHOM OO 3H (R)=-2-(7- (4-UMKJIOTIEHTUII- 3—
(TpudTOopMeTHII) ODeH3UIIOKCHK) -1, 2, 3, 4-TeTpalMOPOLUMKJIONEeHTa [b] MHOoJI-
3-1JI) YKCYCHOM KMCJIOTH (CcoemuMHeHMs 1) wuIM ero dapMalleBTHUUeCKU
IpueMIIeMom coJu, rMopaTa VI coJibBaTa B KOJIMUECTBE,
SKBMBAJIEHTHOM NpubIM3uTedsHO oT 0,5 #OpmubiamM3uTebHO OO 2,5 MT
coemuHeHusa 1,

I'oe MWMHIVMBUIYYM HealeKBaTHO pearlMpoRaJl, YTpaudMBall peakluo
MM He IepeHOCUJI IO MeHbllel Mepe OOHO CPpeICcTBO, BHOpaHHOEe U3
epopaJlib HEX 5-aMMHOCaIMIIMIIaATOR, KOPTUKOCTEPOUIOR,
VMMYHOCYTIIPECCOPHHEX CpPelCTB, aHTaroHucToB TNFo ¥ aHTaT'OHUCTOB
VHTEeTPVHaA .

Taxkxe TIpelocTaBJIeH CIOCO0O JedeHMd CBS3aHHOTO C PEUEeNTOPOM

comHTO3MH-1-pochaTa 1 [IoOTHUIIa (S1Pq) HapylleHus, BKJIIOY A0
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HasHaueHMe M/UJIM BBeleHMe HyXIaoleMycd B 5STOM MWHIUBUIYYMY B
COCTOAHMM HaTOomMak CcTaHDapTHOM no3e (R)-2-(7- (4-UMKJIONIEHTUJI-3~
(TpudpTOopMeTMII) DeH3UIIOKCHK) —1, 2, 3, 4A-TeTpal'MOAPOLUMKJIIONEeHTa [b] MHOoJI—
3-1JI) YKCYCHOM KMCJIOTH (coeIMHeHMsa 1) wMIM ero dapMalleBTUUeCKU
IpueMIIeMom coJu, rMopaTa VI coJibBaTa B KOJIMYECTBE,
SKBMBAJIEHTHOM [IPpUOIMU3UTENEHO oT 0,5 #OpuMbIM3UTEIEHO OO 2,5 MDD
coenuHeHusg 1.

Taxkxe npenocTaBJieH crioco® JleueHuns BOCIIaJIMTEJIbLHOT'O
3aboJieBaHMA  KMIIEUHUKAE, BKJIOUAKMNMY Ha3HadyeHMe U/UJIM BBeIeHUe
HyXDawomeMyCad B D2TOM MHAOMBUIYYMY CTaHIAPTHOM mHOO3H (R)-2-(7-(4-
UUKIIOTIeHTUJI-3— (TpudTopMeTnI1) OeHsuiiokcu) -1, 2, 3, 4-
TeTPparuIPOLUMKIIONEeHTa [b] MHOOJ-3-1JI) YKCYCHOM KM CJIO TH (coenuHeHU A
1) miam ero odapMalleBTHUUECKM IIPpMEeMJIEMOM COJIM, IMAOpaTa WJIM CcoJibBaTa
B KOJIMUECTBE, DKBUBAJIEHTHOM NOpUOIM3UTeJIbHO oT 0,5 OpubiamM3uTesIbHO
oo 2,5 M coemguHeHMs 1.

B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUS JeueHMe OOIIOJIHUTEJIBHO
BKJIOUAET Ha3HaueHMe U/UIM BBeleHMe WHIMBUIYYMY OIOHOM WM ©OoJee
003 coeIuHeHMsa 1 wWIM eTro oGdapMalleBTUUECKM I[IpUeMJIeMOM  COJIM,
rMpaTa  WMJIM @ COJIbBaTa, Kaxmasgd M3 KOTOPHX  ABJSEeTCS  MeHble
CTaHOapTHOM IOO3H, B TedueHME IepBOTO nepuona BpeMeH! oo
HasHauyeHrda MU/WUIM BBeIeHMd MWHIMBUIYYMY COeOMHeHMS 1 WiIM eTo
bapmMalleBTUUECKHU npuemIIeMom coJu, rugpaTa VI coJIbBaTa B
CTaHOapTHOW »Oose.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHUSA JieueHre TIIPUMBOIUT K
CHMXEHMIO KoJMUecTBa JMMOOUIMTOB B MHIMBUAOYYMAa II0 MeHLIIEeM Mepe Ha
40%. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS JedeHre T[OIPUBOIUT K
CHMXEHMIO KoJMUecTBa JMMOOLUMTOB Y MHIMBUAYYMAa II0 MeHLIIeM Mepe Ha
45%, 50%, 5b5%, 60% mim 65%.

B HeKOTOpPHX BapMaHTaxX OCYMeCTBJIEHUS JedeHMe OOMNOJIHUTEJIBHO
BKJIIOUAET MOHUTOPMHI HeOJaToNpMATHHX HABJIEHUM BO BpPeMsS BBeIOeHUSA
coemIvHeHusa 1 wWIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOM CcoJM, TIuIpaTa
WM COJIbBaTa M HeoOd3aTeJIbHO IIPepHBaHME WM IIPeKpalleHMe BBeIeHUS
coemIvHeHusa 1 wWIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOM CcoJM, TIuIpaTa
WM COJIbBaTa.

B HeKOTOpPHX BapMaHTax OCYMeCTBJIEHUS JiedeHMe OOMOJIHUTEJIBHO

BKJIKDUaeT MOHMTOPMHT YaCTOTEHI CepIeYHEX COKpalleHMA BO BpeMA
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BBeOeHMUsd, MOHMTOPMHT (QYHKIMM JIeTKMX BO BpPeMsa BBeIOeHUS WK
MOHUTOPUHT QYHKLMM I[IeUeHM BO BpeMS BBEeIEHMS.

B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS JieUueHMe IOIIOJIHMTEJILHO
BKJIDUAET MOHMTOPMHI'  YaCTOTH CEePIEeYHHX COKpalleHMsI BO BpeMs
BBeOeHUd.

B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS JIeUueHMe MOIIOJIHMTEJILHO
BRJIDUAET MOHUTOPUHI OYHKLUMM JIETKMX BO BpeMS BBeIeHMUS.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHUS JleUueHMe MOIIOJIHMTEJILHO
BRJIOUAET MOHUTOPUHI OYHKUMM II€UeHM BO BpeMS BBeIeHMUS.

B HEKOTOPHX BapmaHTax OCymeCTBJIEHUS criocoBa JleueHus
BOCHAJIMTEJILHOTO 3aboJjieBaHuAa KUIMEeUHUKA , HalpuMep, SA3BEHHOTO
KOJIMTa, TakKoTo Kak SA3BEeHHOTO KOJMUTa C AaKTUBHOCTBID OT YyMEepeHHOM
OO TSKeJIOM, JleueHMe IIPUBOOMT K MHOYKIMM KJIMHMUECKOM peMuccum. B
HEeKOTOPHIX BapmaHTax OCYIMEeCTBJIEHUSA criocoBa JleueHus
BOCHAJIMTEJILHOTO 3abojieBaHuAa KUIMeUHMKa , HalpuMep, SA3BEHHOTO
KOJIMTa, TakKoTOo Kak SA3BeHHOTO KOJMUMTa C AaKTUBHOCTBID OT YyMepeHHOM
OO TsKeJIOM, JeueHMe OPMBOOUT K IIOOIePXaHU KIMHUUECKOW PEeMUCCUMU.
B HEeKOTOPHIX BapMaHTax OCYIECTBJIEHU I criocoba JleueHus
BOCHAJIMTEJILHOTO 3abojiIeBaHmnAa KUIIeUHMKA , HaIpuMep, SA3BEHHOTO
KOJIMTa, TaK KakK S3BeHHOTO KOJMUTa C AaKTMBHOCTBIO OT YMEPEeHHOM IO
TSKEJION, JeueHMe IIPMBOOUT K MHIVKLUMM UM IIOOIEePXaHMIO KJIVMHUUYECKOM
PeEMUCCHUN .

B HEKOTOPHX BapraHTax OCymeCTBJIEHN S criocoBa JIeUeH
BOCHAJIMTEJILHOTO saboJjiIeBaHnA KUIIeUHMKA , HallpuMep, SA3BEHHOTO
KOJIMTa, TakK KakK S3BeHHOTO KOJMTa C AaKTMBHOCTBI OT YMEPEeHHOM IO
TSKEJION, JedeHMe MOPMBOOMT K MHIOYKLUMM KJIMHMYECKOTO OTBeTa. B
HEKOTOPHX BapmaHTax OCYIMEeCTBIJIEHU A criocoBa JIeUeHns
BOCHAJIMTEJILHOTO saboJjiIeBaHuA KUIMEeUHUKA , HaIlpuMep, SA3BEHHOTO
KOJIMTa, TaK KakK S3BEeHHOTO KOJMTAa C AaKTMBHOCTBIO OT YMEPEeHHOM IO
TSKEJION, JeUeHMe OPMBOOMT K IIOOIePXaHUD KJIMHMUECKOTO OTBeTa. B
HEKOTOPHX BapraHTax OCYIMEeCTBIIEHU A criocoBa JleueHuns
BOCHAJIMTEJILHOTO saboJjieBaHnAa KUIMEeUHUKA , HaIlpuUMep, SA3BEHHOTO
KOJIMTa, TaK KakK S3BEeHHOTO KOJMTAa C AaKTMBHOCTBIO OT YMEPEeHHOM IO
TSKEJION, JeUeHMe OPMBOIOUT K MHIOIVKUMM U IIOONEPXAHMIO KJIMHUUECKOTO
oTBeTa.

B HEKOTOPHX BapMaHTax oCymeCTBJIEHUSA criocoBa JleueHuns
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BOCHAJIMTEJILHOTO 3aBoJieBaHM A KUMeUYHUKa, HaIlpUMep, SA3BEHHOTO
KOJIMTa, Tak KakK S3BeHHOTO KOJIUTa C aKTUBHOCTBID OT YMEepeHHOM Mo
TSAXEJION, JeyeHune IPUBOOUT K SHIOCKOIINUECKOMY YIIydlneHHUo,
HanpuMep, YJYUYIeHHOMY BHEMHEMY BMIY IIPM DSHIOCKOIMYECKOM OCMOTPEe
CIIMBUCTOM OOOJIOUKMU.

B HEKOTOPHX BapuaHTax oCcymecTBJIEHUS criocoBa JleueHuns
BOCHAJIMTEJILHOTO zaboJjieBaHMA KUIMEeUHUKA, HalpuMep, A3BEHHOTO
KOJIMTa, Tak KaK fA3BeHHOTO KOJUTa C aKTUBHOCTBIO OT YMEepeHHOM o
TAXEJION, JieueHMe TIPUBOIUT K peMUcCCHusa Be3 KOPTUKOCTEPOUIOR.

B HEKOTOPHX BapuaHTax oCymeCcTBJIeHU S criocoBa JleueHus
BOCHAJIMTEJILHOTO zaboJjieBaHmUAa KUIIeUHUKA, HalpuMep, SA3BEHHOTO
KOJIMTa, Tak KaK SA3BeHHOTO KOJUTa C aKTUBHOCTBIO OT YMEepeHHOM IO
TAXEJION, JIeueHMe MIPUBOIUT K DHIOCKONMUECKOM PEeMUCCUN.

B HEeKOTOPHIX BapuaHTax OCylmeCTBJIeHU S criocoba JleueHus
BOCHAJIMTEJILHOTO zaboJieBaHmUda KUIIEeUHUKA, HalpuMep, SA3BEHHOTO
KOJIMTa, TakK KaK S3BeHHOT'O KOJUTa C aKTUBHOCTBIO OT YMEepeHHOM IO
TSAXKEJIOM, JledeHMe I[IPUBOIUT K VYIYUNEeHMIO COCTOSHUSA PeKTaJIbHOTO
KPOBOTEUEHNS .

B HEeKOTOPHX BapMaHTax OCymeCTBJIEHN S criocofa JIeUeHN
BOCHAJIMTEJILHOTO 3aboJieBaHMAa KUIMEeUHNKA, HaIpuMep, SA3BEHHOTO
KOJIMTa, Tak KaK S3BEeHHOTO KOJIMUTa C AaKTUMBHOCTBI OT YMEPEeHHOM IO
TSXKEJION, JIeUeHMe TIPVMBOIUT K TUCTOJOTMUECKOMY 3aXUBJIIEHUIO.

B HEKOTOPHX BapMaHTax OCymeCTBJIEHN S criocoBa JIeUeH
BOCHAJIMTEJILHOTO 3aBoJieBaHMAg KUIMEeUHNKA, HallpuMep, SA3BEHHOTO
KOJIMTa, Tak KaK S3BeHHOTO KOJIUTa C AaKTUBHOCTHID OT YMEPeHHOM IO
TSXKEJIOW, JIeueHMe TIPUBOIUT K YJIYUNEeHMIO YaCTOTH CTyJa.

B HEKOTOPHX BapMaHTax oCymeCTBJIEHW S criocoBa JIeUeHns
BOCHAJIMTEJILHOTO 3aBoJieBaHMA KUMeUHUKa , HaIlpuMep, SA3BEHHOTO
KOJIMTa, Tak KakK S3BeHHOTO KOJIUTa C AaKTUBHOCTHBID OT YMEPeHHOM IO
TSXEJION, JleueHMe  OOIOJIHMTEJIbHO  BKJIOYAET  MOHUTOPUHI  YPOBHS
KaJIbIIPOTEeKTHHA B Kale.

B HEKOTOPHX BapuaHTax OCYyIMEeCTBIIEHUS criocoBa JIeueHuns
BOCHAJIMTEJILHOTO 3aBoJieBaHMAa KUMeUYHUKa, HaIlpUMep, SA3BEHHOTO
KOJIMTa, Tak KakK S3BeHHOTO KOJIUTa C AaKTUBHOCTHID OT YMEpeHHOM Mo
TAXEJION, JiedeHMe [OMOJHUTEJILHO BRJIUYaAeT MOHUTOPMHIT YPOBHS C—

peakTuBHOTO Oesika (CRP).
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B  HeKOTOpPHX BapMaHTax OCyMeCTBJIeHUA  CTaHIapTHas  Io3a
COONEpPXUTCS B KOJMUECTBEe, BKBUBAJIEHTHOM 1 MI' coeluHeHusa 1.

B  HeKOTOpPHX BapMaHTax OCyMeCTBJIeHUA  CTaHIapTHas  IOo3a
COOEPXUTCS B KOJMUECTRBE, SKBUBAJIEHTHOM 2 MI' CcOoeIMHeHuMsa 1.

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHMS CTaHOAPTHYK OO3Y BROIOAT
VMHIMBUOYYMY Ha BCEM IIPOTSIXKEHUM JI€UEeHUS.

B  HeKOTOpPHX BapMaHTax OCYMeCTBJIeHUS CTaHIapTHYL  JO3Y
coenMHeHMs 1 WM eTo OGapMaleBTUUECKM [OIPMEMIIeMOM COJIM, TuipaTa
WM COJIbBaTa BBOOAT MHIMBMAYYMY OIMH pa3 B CYTKHU.

B HEeKOTOPHX BRapMaHTax OCYUeCTBJIeHUS KaxXdas W3 OIOHOW WU
BoJjlee  HmO3 HOpencTaBJfAeT CcoBOoM  KOJIMYeCTBO, DoCTaTouHOe - OJId
MHIOIYKUMM CHWXEHMS pasIpaXuMMOCTM cepllla ¥ BBOIAT C YacTOTOMH,
KoTopad I[oOOepXMBaeT CHIWKEeHMe pasmpaXyMMOCTM cephlia OO Tex Iop,
IoKa He IIPOMCXOOUT  HOOIOJHUTEeJIbEHOe pPe3Koe  CHIKEHMe  YaCTOTH
CepIeuHHX COKpalleHUN.

B HeKOTOPHX BapMaHTax OCYWeCTBJIeHMA OIOHa o3a coenuHeHusa 1
Wi ero dapMaleBTUUeCKM [IPMEMIIEMOM COJIM, IHuIpaTa WIM CcoJibBaTa
ABJISETCS MeHblIle UYeM CTaHIapTHas »Io3a, ee I[IPennMCHBalnT 1/Win
BBOOAT B TeueHMe IIepPBOTO IIepuoda BpeMeHM, T.e. BKBUBAJEHTHY
oo3y coeIlIuMHeHUa 1 WIM eTro odapMalleBTUUYECKM I[IpUeMJIeMOM  COJIM,
TMgpaTa WM COJIbBaTa I[PeNnIMCHBAalnT UW/MJIM BBOIOAT KaxOele CYTKU
IIepBOTO IepHuola BpPEeMeHMU.

B HeKOTOpPHX BapMaHTax OCYmMeCTBJIeHMS IOBe wWIM 0OoJiee IO3H
coenuHeHMsa 1 WM eTo OdapMalleBTHUUECKM [IpMeMJIeMOM COJIM, TuipaTa
WM CcoJIbBaTa, KaxXnas M3 KOTOPHX ABJAETCHS MeHblle UeM CTaHOapTHas
nosa, [OPpednMCHBALT W/MIM BBOOAT B TeUeHMe I[IepPBOTO IIepuola
BpeMeHN.

B HeKOTOPHX BapMaHTax OCYNeCTBJIeHMS MOBe OO3H CcoelIMHeHUsa 1
UM eTro GapMalleBTUUECKM I[OIpHMeMIIeMOM COJIM, TulpaTa WIM CcoJIbBaTa,
Kaxmasd M3 KOTOPHX HABJSETCS MeHblle UYeM CTaHOapTHasd Io3a, U TIe
BTOpasd no3a fABJsgeTcs OoJIblle UYeM IepBasd I03a, [OPelNVCHBALT W/WUIn
BBOOAT B TeuUeHMe IIePBOTO Ieprola BpeMeHM. B HeKOTOPHX BapMaHTax
OCYIMEeCTBJIEHVS KaxXIyln W3 IBYyX IO03 IIPeNlIMCHBALT W/MIM BBOOAT B
TeueHNe OIOHUX W BoJiee CYTOK. B HeKOTOPHIX BapraHTax
OCymecCTBJIEHUA IBe ITO3H CcoedrHeHMs 1 wiIM ero QapMalleBTUUECKU

HpMeMHeMOﬁ CoJin, I'mopaTa iZnangs COJIEBaTa, KaxXnoad nus KOTOPEX
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ABJIAETCA MeHblle UeM CTaHOapTHas Io3a, M I'ODe BTopasd Ho3a fABJIdeTCsd
MeHbIIe uYeM IepBas [o3a, [OIPelNMCHBALT UW/UJIM BBOOAT B TeueHUe
[IepBOT'O IIepuoba BPEeMEeHU.

B HeKOTOpPHX BapMaHTax OCYWeCTBJIEHUA Tpuy wWin ©0oJiee OO3EH
coenMHeHMs 1 WM eT0o OoapMaleBTHUUECKM [IPMEMIIeMOM COJIM, TuipaTa
WM CcoJibBaTa, KaxXhas M3 KOTOPHEX ABJIAEeTCHA MeHblle UeM CTaHOapTHad
nosa, [OPpelnIMCHBALT W/MIM BBOOAT B TeUeHMe IIepPBOTO IIepuola
BpEeMeHN.

B HEeKOTOPHIX BapMaHTax OCYIMEeCTBJIEHUS YBEJMUUBAT KOJIUUECTBO
Tpex wuiIM BoJjlee HO3, TakuMMmM o00pasoM, UTO IIepBad HDo3a [4BJAeTCHA
MeHblle uYeM BTOpafd 0o3a, KoTopasd B CBOK OuUuepelb ABJIAEeTCA MeHblle
ueM TpeTbsAa Oo3a U T.I.

B HEKOTOPEIX BapMaHTax OCYIIEeCTBJIEHUA He YBeJIUUNBAKT
KOJIMUECTBO Tpex WM ©OoJjiee nos3. HamopuMep, B HEKOTOPHX BapMaHTax
OCYIWEeCTBJIEHNA TPU W BoJiee 0os YMEeHBIAnT NI CHVXAIT
KOJIMYeCTBO, TakKuMM ofpasoM, UTo IepBad »Oo3a ABjAeTcd 0OoJblle
BTOPOM HO3H, KOTOpas B CBOK Ouepenb MABJAeTCHA OOJblIle UYeM TPEeThA
nosa M T.O. AJbBTEePHATMBHO, B HEKOTOPHX BapMaHTax OCYIeCTBJIEHNA
nepBad nos3a fABJjdeTcd OoJiblle UYeM BTopad Oo3a, a BTopasa Jos3a
ABJIAeTCA Takxe OOJiblle UeM TpeThbd Io3a.

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUS Kaxdoasd M3 OIHOW WM
foJjiee O3 [ABJIAETCSH MeHblle NPUOJIMU3UTEJIEHO OT 2 pa3 NpUOIMU3UTEJIBHO
oo 8 pas uYeM CTaHIapTHad -HDO3a, MeHblle IIPpUOIIM3UTEJIBEHO OT 3 pas
OpUubIU3UTEJILHO OO 7 pa3 4YeM CTaHOapTHasd Oo3a, [IpUOJIM3UTEJIEHO B 4
pa3za MeHblle uYeM CTaHOapTHas »0o3a, WIM IOpUBJIIM3UTEJIEHO B pas b6
MeHblle 4YeM CTaHIapTHad Io3a. B HEKOTOPHX BapuaHTax OCYyIeCTBJIeHMA
Kaxmasd M3 OOHOM wuiIM 0OoJiee 03 ABJISETCA MeHblle NPUOIM3UTEJHEHO OT
2 pas npubilM3UTeJIbHO IO 8 pa3 YeM CTaHIapTHad Oo3a. B HEeKOTOPHX
BapMaHTax OCYMeCTRJIeHVa OIHa M3 OOHOM WM ©OoJjiee 03 HABJISeTCH
OPpUOJIU3UTEJIEHO OT 2 pas3 OpUubIU3UTEeJJEHO IO 8 pa3 MeHble UeM
CTaHDapTHas »Oo3a. B HEKOTOPHX BapMaHTax OCYMeCTBJEeHMS I[1I0 MeHbIen
Mepe OIOHa W3 OIOHOW uiau 00Jiee HOO3 HABJISETCA NPUOIM3UTEJIEHO OT 2
pa3 nOpubIM3UTEeJIEHO OO 8 pa3 MeHblle dYeM CTaHOapTHasd »no3a. B
HeKOTOPHX BapMaHTax OCymMeCcTBJIeHMsa O0oJiee UYeM OJIHa M3 OOHOW WU
BoJiee O3 4ABJAeTCA IPUOIIM3UTEJIEHO OT 2 pa3 IpUOIM3UTEJIEHO OO 8

Pas MeHbklIle 4YeM CTaHIOapTHaAd »OJo3a.
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B HeKOTOPHX BRapMaHTax OCYNeCTBJIeHUS KaxXdoas M3 OIOHOW WU
foJiee 0O3 4ABJAeTCA IPUOIIM3UTEJIEHO OT 3 pa3 IpUOIM3UTEJIEHO 0o 7/
pa3 MeHblle UYeM CTaHOapTHas  HDo3a. B  HEKOTOPHX  BapuaHTax
OCYIEeCTBJIEHUI OnHa n3 OIIHOM VI BoJiee 0o3 ABJIAETCH
OPpUOJIUBUTEJIEHO OT 3 pas3 OpUubIM3UTEeJJEHO IO 7 pas3 MeHblle UeM
CTaHDapTHas »Oo3a. B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMSA I[IO0 MeHbIeMN
Mepe OIOHa M3 OOHOM wuiau 0oJiee HO3 HABJSETCS NPUOJIM3UTEJIEHO OT 3
pa3s OpubIM3UTEeJIbHO OO / pa3 MeHblle UYeM CTaHOapTHad nos3a. B
HEeKOTOPHX BapMaHTax OCylNecTBJIeHMsa OoJiee uYeM OJHa M3 ONHOW WU
BoJjiee 0O3 4ABJAeTCA NPUOIM3UTEJIEHO OT 3 pa3 IpUOIM3UTEJIBHO 0o /7
pa3s MeHblle UeM CTaHIapTHad ODo3a.

B HEeKOTOPHX BapMaHTax OCYUeCTBJIeHUS KaxXdas W3 OIOHOW WU
BoJjiee  Hmo3  4ABJIAeTCA  OPpUOJIM3UTEJIEHO B 4 pasza MeHblle UeM
CTaHOapTHad nOo3a. B HeKOTOPHX BapMaHTax OCYyWMeCTBJIeHMAI OOHa U3
onHOM wuIK OoJlee 103 ABJSAETCHA NPUOIU3UTENLHO B 4 pasa MeHblle UeM
CTaHIapTHas Io3a. B HEKOTOPHX BapMaHTax OCYMECTBJIEHMS 10 MeHbIeM
Mepe OIOHa M3 OIHOM uiIu O0o0Jiee n0O3 SABJAETCH IPUOIMU3UTEJLHO B 4
pasa MeHblle dYeM CTaHZapTHasa  Josa. B  HeKOTOpPHX BapMaHTax
ocymecTBJIeHMs OoJilee uYeM OIHa M3 OIOHOM WM O0oJiee HO3 SABJISAETCH
Opubamus3nuTeJIbHO B 4 pasa MeHblle UeM CcTaHOapTHas HDo3a.

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUS Kaxdoasd M3 OIHOW WM
foJiee HO3 [ABJIAeTCH NPUOIM3UTEIEHO B 6 pa3 MeHblle UeM CTaHOapTHas
oo3a. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS OOHa M3 OIHOWM WM
foJiee HO3 [ABJIAeTCH NPUOIM3UTEJIEHO B 6 pa3 MeHblle UeM CTaHOapTHasd
oo3a. B HeKOTOPHX BapMaHTax OCYMeCTBJIEeHMS IO MeHbIeM Mepe OIHa
13 OOHOM wuau OoJiee O3 ABJIAETCA NPUOIU3UTEJILHO B 6 pas MeHble
UeM CTaHOapTHas »Oo03a. B HeKOTOPHX BapMaHTax OCyleCTBJIeHMA OoJiee
yeM OJHa M3 OIHOM wmiaM 0oJiee HOO3 ABJIAeTCHS NpUOIM3UTEJIEHO B 6 pas
MeHblle UeM CTaHIapTHad HDo3a.

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHMS IO MeHBIIeW Mepe OIHa U3
OODHOM wWiaM ©0o0oJiee HOO3 ABRJAETCHA NPUOIMBUTEJHEHO B 6 pas3 MeHbIle YeM
CTaHmapTHas Oo03a, M IO MeHbIleM Mepe OIHa U3 OIOHOM MM 0oJiee 03
ABJIAETCA NIPUOJM3UTEJIEHO B 4 pas3a MeHblle 4YeM CTaHOapTHas nos3a. B
HEeKOTOPHX BapMaHTax OCYMeCTRBJIEHMS OJIHa M3 OOHOM uiIM 0oJiee 103
ABJIAETCA NPUOJMU3UTEJIEHO B 6 pas3 MeHblle UeM CTaHIapTHad »0o3a, WU

ooHa ¥3 omHOM wMIM ©0oJiee @OO3 ABJSAETCH OPUBIIU3UTEJIEHO B 4 rasa
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MeHbIle 4YeM CcTaHIOapTHasd no3a.

B HeKOTOPHX BapMaHTax OCYmeCcTBJeHMa Kaxoasd M3 OIHOM WM
BoJjiee mo3 coelMHeHMA 1 MIM eTro OQapMalleBTUUEeCKM IIpMeMJIeMOM COJIM,
TUMOpaTa MM COoJIbBaTa ABJISEeTCH DSKBMBAJIEHTHOW NIPUOIMU3UTEJBEHO OT
0,1 npubamsmuTeJIbHO OO 1 MI' coemmMHeHuUsa 1, npubiamsmuressHo oT 0,3
npubimsuTelsHo npo 0,8 Mr coenmHeHusa 1, npubiam3uressHo 0,35 wMrD
coeIMHeHnd 1, WX [OIPUBIU3UTEJILEHO 0,5 w™Mr coeIgmHeHUS 1. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS KaXOasd M3 OIHOM wmau O0oJjiee Oo3
coeIMHeHMsa 1 WMIM eTro QapMalleBTHUEeCKM I[IpUeMIIeMOM COoJM, TIuipaTa
WM  COJIbBaTa  ABJIAETCH  SKBMBAJIEHTHOM  HOPpUOIM3UTEJBHO  OT 0,1
OpUOIIU3UTENIEHO 0O 1 MI' coenuMHeHMsa 1. B HEKOTOPHX BapMaHTax
OCymeCTBJIEHMSA IIO MeHBbIIeM Mepe OOHa M3 OomoHoM wuiau 0oJjiee 103
coenuHeHMsa 1 WIM eT0 OoapMalleBTHUUECKM IIpHMeMJIeMOM COJM, TuipaTa
WM  COJIbBaTa  ABJISETCS SKBUBAJEHTHOM  NPpUOJM3UTEJIEHO OT 0,1
Opubam3uTeJJbHO Do 1 MDY coeIMHeHMSa 1. B HEKOTOPHX BapMaHTax
OCymecCTBJIEHMS OIHa M3 OoIHOM wuiau ©OoJjiee O3 COoeaMHeHus 1 uIM eTro
bapMalleBTHMUECKM TIIPUEeMJIEMOM COJIM, TIMApaTa WIM CoJibBaTa SABJISeTCd
SKBUBAJIEHTHOM MNOpubiams3uTesbHo oT 0,1 npubiams3muTesbHO IJOo 1 MTD
coenmHeHusa 1. B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMA ©Oojlee uUueM OIOHa
13 OoIOHOM wuIM 0OoJlee @HO3 coelIMHeHMsS 1 MM ero dapMaleBTUUeCKU
opueMJIeMOM CcoOJM, I'MIpaTa WM CcoJIbBaTa SABJISEeTCS SKBUBAJISHTHOM
opubamusnureibHO oT 0,1 ONpubIM3UTENIBEHO OO 1 MDY COeOIMHeHMS 1.

B HeKOTOPHX BapMaHTax OCYmeCTBJIeHMS Kaxoasd M3 OIHOM WIIu
BoJjiee nmo3 coelMHeHMsa 1 waM ero ¢QapMalleBTUUEeCKM IIpueMJIeMOM COJIM,
TUOpaTa MIM CoJIbBaTa SABJISeTCHS DSKBUBAJIEHTHOW NPUOIMU3UTEJILHO OT
0,2 npubmmzuresibHO no 0,8 MI' coenuHeHMsa 1. B HeKOTOpPHX BapMaHTax
OCymeCcTBJIeHMA II0 MeHbIleM Mepe oOHa M3 OoOHOM wmiIM 0oJjlee 1OOS3
coemuHeHusa 1 wWIM ero QapMalleBTHUECKM I[IpUeMJIeMOM CcoJiM, TIuipaTa
WM  COJIbBaTa  ABJSEeTCH  SKBMBaJIEHTHOW - OPUOIM3UTEJLHO  OT 0,2
npubimsuTedsHo npo 0,8 MDY coeluMHeHMa 1. B HEeKOTOPHX BapMaHTax
OCymeCcTBJIeHMA OOHa M3 OOHOM MM ©OoJiee OO3 COoeIMHeHMS 1 MIM eTo
bapMalleBTUUECKM [IPUEMIIEMOM COJIM, TI'HMIpaTa WJIXM CoJIbBaTa SABJISeTCH
SKBUBAJIEHTHOM OpubamusurejbHo oT 0,2 npubims3uresbHo nmo 0,8 Mo
coenmHeHusda 1. B HeKOTOPHX BapuaHTax OCYIMeCTBJIeHMA OoJjlee UeM OIIHa
13 OoIOHOM wuIM OoJjlee @OO3 coelIMHeHMsa 1 wWiIM eTro dapMalleBTHUUeCKU

HpMeMHeMOﬁ CcoJin, I'mopaTa WJIM COJIBBaTa ABJIAETCA SKBMBAJIEHTHOM
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npubim3uTesHO oT 0,2 npmubims3uTedbHO no 0,8 M coenmHeHumsa 1.

B HeKOTOPHX BRapMaHTax OCYIeCTBJIeHUS Kaxdoas M3 OIHOWM WU
BoJjiee 1mo3 coelMHeHMA 1 MM ero OGapMalleBTUMUYEeCKM [IpUeMJIEMOM COJIH,
TuopaTa WIM COJIbBaTa fABJIAETCS SKBUBAJIEHTHOM NPUOJIM3UTENIBHO IO
0,25 Mr coenmHeHusa 1. B HEeKOTOPEHX BapMaHTax OCYWLEeCTBJIEHUS IIO
MeHBIIEM Mepe OOHa M3 OOHOM wuiIu 0oJiee 1003 CoeluMHeHuda 1 MM eTro
bapmalleBTHMUECKM I[IPUEeMJIEMOM COJIM, TIMApaTa WJIM CoJibBaTa fABJSeTCH
SKBUBAJIEHTHOM  NPUOIMU3UTEJILHO IO 0,25 wMr COeIVHEeHU I 1. B
HEeKOTOPHX BapMaHTax OCYMeCTRBJIEHMS OIHa M3 OOHOM uiau O0oJjiee 1003
coenMHeHMs 1 WM eTo OGapMaleBTUUECKM [OIPMEMIIEeMOM COJIM, TuipaTa
WM COJIbBaTa, ABJAETCHS 5BKBMBAJEHTHOM NOpubiamauTesbHO no 0,25 Mo
coeIMHeHMA 1. B HeKOTOPHX BapMaHTax OCYIMeCTBJIeHMA O0oJjiee UeM OIHa
13 OonoHOM wmiaM ©OoJlee 1O3 coeOMHeHMs 1 wmiIM ero odapMalleBTUUECKU
IpUeMJIeMO¥ COJIM, THuIpaTa WIXM CcoJibBaTa ABJISeTCsS SKBUBAJIEHTHOM
npubam3nuTesabHo 0o 0,25 M coenmHeHusa 1.

B HeKOTOPHX BapMaHTax OCymMeCTBJIEHMS Kaxnasg W3 OIHOM WU
BoJjiee o3 coeluHeHMa 1 uiIM ero dapMalleBTUUeCKM IIPpUeMJIEMOM COJIH,
TuIpaTa WM COJIbBaTa fABJIAeTCS SKBUBAJIEHTHOM NpUOJIM3UTEJIEHO OT
0,3 npubmuzauresgbHo no 0,8 M coenuMHeHra 1. B HEKOTOPHX BapMaHTax
OCymecCcTBJIEHMS IIO0 MeHbller Mepe oOgHa M3 OIOHOM wmiaum 0oJiee 103
coenuHeHMsa 1 WIM eTo OdapMalleBTHUECKM [IpMeMJIeMOM COJIM, TuipaTa
WM COJIbBaTa  ABJIAETCA BKBUBAJEHTHOM HOpubiamsuTesJbrHO oT 0,3
npubiansuTebHO no 0,8 MDY coeluMHeHMsa 1. B HeKOTOPHX BapMaHTax
OCymecCcTBJIeHMS OIHa Wu3 OIHOM wuiIM OoJjiee O3 COoeaMHeHus 1 MIM eTo
bapmalleBTHMUECKM TIPUEMJIEMOM COJIM, TUAOpaTa WJIM COJIbBaTa MABJISeTCH
SKBUBAJIEHTHOM OpubamusurejbHo oT 0,3 npubimusuresbHo nmo 0,8 Mo
coeIMHeHMsa 1. B HeKOTOPHX BapMaHTax OCYyIeCTBJIeHUsa OoJiee 4YeM OIHa
13 OIOHOW wmIM 0o0Jiee @003 COeaMHeHMs 1 wMIM eTo OdapMalleBTHUUECKU
IpueMIeMOM COJIM, THuIpaTa WIM COJIbBaTa fABJAETCS 5SKBMBaJIeHTHOU
npubiamns3uTedsHo oT 0,3 npubims3muTenbHOo no 0,8 M coenmHeHusa 1.

B HeKOTOPHX BapMaHTax OCYmeCTBJIeHUA Kaxdoas W3 OIHOW WU
BoJjiee 1mo3 coelMHeHMsA 1 MM ero OGapMalleBTUUYECKM I[IpUeMJIEMOM COJIH,
TuopaTa WIM COJIbBaTa ABJAETCS SKBUBAJIEHTHOW NOPUOIM3UTENIBHO IO
0,35 Mr coenmHeHusa 1. B HEeKOTOPHX BapMaHTax OCYWMEeCTBJIEHUS IO
MeHBIIEM Mepe OOHa M3 OOHOM miaM 0oJiee 1003 CcoeluMHeHUd 1 MM eTo

@apmaueBTquCKm HpMeMHeMOIZ COJIVL, I'mMmopaTa WM COJIBBaTa ABJIAE€TCA
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SKBUBAJIEHTHOM  OPpUOIMU3UTEJILHO bife) 0,35 w™Mr COeIVMHEeHU I 1. B
HeKOTOPHX BapMaHTax OCYMeCTRBJIEHMS OJIHa M3 OOHOM wuiaM O0oJiee 103
coenMHeHMs 1 WM eT0o OoapMaleBTHUUECKM [IPMEeMIIeMOM COJIM, TuipaTa
MM COJIbBaTa ABJAeTCS SDKBMBaJIEHTHOM NOpubamsauTesbHO no 0,35 Mo
coeIMHeHMsa 1. B HeKOTOPHX BapMaHTax OCylMleCTBJIeHMsa OoJiee UYeM OIHa
13 OIOHOM wmiIm 0oJiee @OO3 COeOMHeHMs 1 wMiIM eTo OdapMalleBTHUUECKU
IprMeMJIeMOM COJIM, TITHuIpaTa WIXM CoJibBaTa ABJIAETCS 5SKBMBaAJIeHTHOU
Opubamus3nuTeJibHO 0o 0,35 MI' coenuHeHuda 1.

B HeKOTOPHX BapMaHTax OCYUeCTBJIeHUS Kaxdas W3 OIHOW WU
BoJjiee 1no3 coeluMHeHuA 1 mam ero OdapMaleBTUUECKM IPUeMIIEMOM COJIH,
TumopaTa WM COJIbBaTa ABJIAETCS SKBUBAJIEHTHOM NPUOJIM3UTEIBHO IO
0,5 M1 coemuHeHusa 1. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS II0
MeHbIIeM Mepe OOHa M3 OIHOM wuiIu ©0o0Jiee HOO3 CoeOMHeHMsa 1 WM ero
bapMalleBTHMUeCKM OpMeMJIeMO¥ COJIM, TIuOpaTa WJIM COJIbBaTa SABJISAETCH
SKBUBAJIEHTHOM NpubiansmuTesbHO mo0 0,5 M coemmHeHus 1. B HEeKOTOPHX
BapraHTax OCYmeCTBJIeHMS OIHa M3 OIOHOM uiu OoJjiee 103 coelmHeHusa 1
Wi ero dapMaleBTUUeCKM [IPMEMIIEMOM COJIM, IHuIpaTa WIM CcoJibBaTa
ABJIAeTCHA DKBUBAJEHTHOM NOpubiamsmuTesbHO mo 0,5 M coemuHeHusa 1. B
HEeKOTOPHX BapMaHTax OoCymecTBJIeHMsa O0oJiee uYeM OJIHa M3 OOHOM WM
BoJsiee 1mo3 coeluMHeHMsa 1 MM ero OdapMalleBTUMUECKM I[IpUeMJIeMOM COJIH,
TugpaTa WM COJIbBaTa ABJAETCS BKBUBAJIEHTHOM NOPUOIM3UTENIBHO IO
0,5 M coemmHeHus 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHUS Kaxdoasd M3 OIHOW WU
BoJsiee 1mo3 coeluMHeHMsa 1 MM ero OdapMalleBTUUECKM I[IpUeMJIeEMOM COJIH,
rMopaTa WIM COoJibBaTa HaxXOOUTCH B KOJMUeCTBe, 5BKBUBaJIeHTHOM 0,5
MI' coenmHeHmsa 1; ¥ CcTaHOapTHad »Oo03a CcoeluHeHMd 1 uWiInM ero
bapMalleBTHMUECKM TMIPUEMIIEMOM COJIM, TIHuIpaTa WJIM COJIbBaTa HaxXOOUTCH
B KOJMUECTBE, D»KBMBAJIEHTHOM 1 MI' coeIMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYHMeCTBJIeHMSA [0 MeHBbIeM Mepe OIHa M3 OOHOM MM OoJiee
0o3 coelIvHeHMa 1 wWIM ero dpapMaleBTHUUECKM I[IpMeMJIeMOV  COJIM,
rMopaTa WM CoJibBaTa HaxXOOUTCHA B KOJMUeCTBe, 5BKBUBaJIeHTHOM 0,5
MI' coenmHeHusa 1; M CcTaHOapTHad »Oo3a CcoelIuMHeHMd 1 wiInM ero
bapMalleBTHMUECKNM TMIPUEMIIEMOM COJIM, TIHuIpaTa WJIM COJIbBaTa HaXOOUTCH
B KOJMUECTBE, D»KBMBAJIEHTHOM 1 MI' coeIuMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYMeCTRJeHMS OOHa M3 OOHOM WMiIM 0oJlee 03 coelMHeHUsa 1

mwin eTo (l)apMaU,eBTMT{eCKM HpMeMHeMOIZ CcoJin, I'mopaTa WJIM COJIBEBaTa
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HaxOoIUTCS B KOJIMUeCTBe, DKBUBajleHTHOM 0,5 Mr coemuHeHus 1; u
CTaHDapTHas »Oo3a CcoearHeHMs 1 MM eTro dapMalleBTUUECKU [IpHeMIIeMOMN
CoJIM, IHMOpaTa WM COJibBaTa HaAXOOUTCHA B KOJIMUEeCTBe, SKBUBAJIEHTHOM
1 Mr coemuHeHMsa 1. B HeKOTOPEHX BapMaHTax OCYIEeCTBJIeHMA OoJiee UeM
OHa M3 OIOHOM MM 0OoJiee IOO3 COeIMHEeHMA 1 WM eTro dapMalleBTUUECKU
IpUeMIIeMOM COJIM, THuIpaTa WIM CoJibBaTa HaxXOIUTCS B KOJMUECTBE,
BSKBUBaJIeHTHOM 0,5 MI' coelmMHeHMA 1; M CTaHOapTHasa 0O03a COeIMHEHUHA
1 mim ero QapMaleBTUUECKM IIPUEMJIEMOM COJIM, IMApaTa WJIM CcoJibBaTa
HaxXOOUTCHA B KOJMUECTBe, SKBMBAJIEHTHOM 1 MI' coenuHeHMA 1.

B HEeKOTOPHX BRapMaHTax OCYUeCTBJIeHUS KaxXdas W3 OIOHOW WU
BoJjiee o3 coeluHeHMd 1 uiamM ero QapMalleBTUUeCKM IIPMEMIIEMOM COJIM,
rMopaTa WM CoJibBaTa HaAXOOUTCHA B KOJMUYECTBe, 5SKBMBaJleHTHOM 0,5
MI' COeIMHeHusa 1; ¥ CTaHIapTHasd Ho3a CcoenouMHeHMda 1 WM ero
bapMalleBTHMUECKM IIPUEeMJIEMOVM COJIM, TIHIpaTa WIM COJIbBaTa HaxXOIUTCH
B KOJMUeCTBe, DKBMBaAJIEHTHOM 2 MI' coenuMHeHrs 1. B HeKOTOPHX
BapMaHTax OCyIeCTBJIEHMA I[I0 MeHbIEeM Mepe OIHa M3 OOHOM wmin OoJiee
003 CcoeOMHeHMsa 1 wiIM ero dapMaleBTUUeCKM [IpMeMJIeMOM  COJIH,
TMOpaTa WM COJIbBaTa HaxXOOUTCH B KOJMYECTBEe, 5BKBMBaJleHTHOM 0,5
MI' coenmHeHusa 1; ¥ CTaHOapTHasd »O03a CoeIMHeHMa 1 WM €ero
bapMmalleBTHMUECKNM [IPUEMJIEMOM COJIM, TIHMIpaTa WM COJIbBaTa HaxXOOUTCH
B KOJMUYECTBe, DKBMBaJIeHTHOM 2 MI' coeauHeHrs 1. B HeKOTOPHX
BapMaHTax OCYWeCTBJIeHMs OIHa M3 OIOHOM muiu OoJiee IO3 coelMHeHusa 1
WIM eTo odapMalleBTHUECKM [IpMeMJIeMOM COJIM, TuipaTa WIM CcoJibBaTa
HaxoIUTCSA B KOJIUUECTBe, DKBUBajleHTHOM 0,5 M- coemuHeHus 1; u
CTaHmapTHas »Oo3a coeauHeHMsa 1 mIM eTro dapMalleBTUUECKU IpHeMIIeMON
CoJIM, IMAOpaTa WIM COJibBaTa HaxXOOUTCH B KOJMUEeCTBe, SKBUBAJIEHTHOM
2 MI' coenuHeHusa 1. B HeKOTOPHX BapMaHTax OCYIMEeCTBJIeHUsa 0OoJiee UeM
OoHa M3 OIHOM MM 0oJiee IOO3 COeIMHEeHMSa 1 MM eT'o dapMalleBTUUECKU
IpueMIeMOM COJIM, TuipaTa WIM CoJIbBaTa HaxXOIUTCS B KOJIUUECTBE,
SKBUBaJIeHTHOM 0,5 MI' coeluvHeHMA 1; M CTaHOapTHas OO03a COeIVMHEHUHA
1 mim ero dapMaleBTUUECKM IIPUEMJIEMOM COJIM, THApaTa WIM CoJibBaTa
HaxXOOUTCHA B KOJIMUEeCTBe, DKBMBAJIEHTHOM 2 MI' COelVHeHud 1.

B HeKOTOPHX BapMaHTax OCYNeCTBJIeHUS KaxdIas W3 OIHOW WU
BoJlee o3 coeIMHeHMA 1 uiIM ero dapMalleBTUUeCKM IIPpMeMIIeMOM COJM,
rMopaTa WM COJibBaTa HaxXOOUTCHA B KOJMUeCTBe, BSKBMBaJleHTHOM O, 35

MT COeIMHeHNMA 1; n CTaHIOapTHaA Jo3a COeIMHEeHNA 1 I eTro
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bapMalleBTUUECKM MIpHeMJIeMOM COJIM, THuIpaTa WM COJIbBaTa HaxXOOUTCH
B KOJMUEeCTBe, SKBMBaJIeHTHOM 1 MI' coeaMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYMeCcTBJIeHUS 10 MeHbIelM Mepe OOHa M3 OIOHOM uiIm Oojee
0o3 coeluMHeHMsa 1 wWiIM ero dapMalleBTHUYECKM I[IpMeMJIIeMOV  COJIM,
TMOpaTa WMIM COJIbBaTa HaxXOOMTCSA B KOJIMUeCcTBe, »SKBMBaJieHTHoM 0,35
MI' coemuMHeHuMsa 1; ¥ CTaHIapTHasd »Jo3a coeIMHeHMsa 1 WM ero
bapMalleBTUUECKM MIpMEeMJIEMOM COJIM, THUApaTa WM COJIbBaTa HaXOOUTCH
B KOJMUECTBe, SKBMBaJIeHTHOM 1 MI' coeaMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYIMeCTBJIeHUSI OOHa M3 OOHOM uiau 0OoJee 103 coelduHeHMa 1
UM ero QapMalleBTMYEeCKM I[IpMeMJIeMOM COJIM, I'MIpaTa WM CcoJibBaTa
HaxXoIMUTCSa B KOJUUEeCTBe, 5SKBUBaJieHTHOM 0,35 MI coemmHeHusa 1; u
CTaHOapTHasd Io3a COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIPMeMIIEMOM
CoJiM, THUAOpaTa MJIM COJIbBaTa HAXOOUTCH B KOJIMUECTBe, SKBMBAJEHTHOM
1 Mr coemmHeHMs 1. B HEKOTOPHX BapMaHTax OCYMECTBJIeHMSA Oojiee UeM
OOoHa M3 OOHOM muIM OoJiee HO3 coeauHeHMA 1 MIM eTro dapMalleBTUUEeCKU
nprueMIeMoM CoJM, TIuipaTa WIM CcoJbBaTa HaxXOIUTCS B KOJIUUECTBE,
SKBUBAJIEHTHOM 0,35 MT COeIVHEHU A 1; u CTaHIapTHa4d nosa
coemMHeHMs 1 mMIM ero QapMalleBTHUECKM IIpUMeMJIeMOM CcoJiM, TIuipaTa
WM  CcoJIbBaTa  HaxoOMUTCS B  KOJUUECTBE, SKBMBAJIEHTHOM 1 MDD
coenmHeHusa 1.

B HeKOTOPHX BapMaHTax OCYmeCTBJIeHMS Kaxoasd M3 OIHOM WU
BoJjiee mo3 coeIMHeHMsa 1 miaM ero ¢apMalleBTUUEeCKM IIpUueMJIeMOM COJIM,
TUOpaTa MJIM CcoJIbBaTa HaxXOOMUTCS B KOJMUeCcTBe, »SKBMBaJieHTHoM 0,35
MI' coemoMHeHMsa 1; ¥ CcTaHIapTHasa »Jo3a coelIuMHeHMsa 1 WM ero
bapMalleBTUUECKM IIpHeMJIeMOM COJIM, THuIpaTa WM COJIbBaTa HaxXOOUTCH
B KOJMUYECTBe, SKBMBaJIEHTHOM 2 MI' CcoeaMHeHMsS 1. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHUS 10 MeHbIlel Mepe oOIoHa M3 OIOHOM uiIm O0ojee
0o3 coelvHeHMsa 1 wIM ero dpapMaleBTHUUECKM I[IpMeMJIeMOV  COJIM,
TUOpaTa MIM CcoJIbBaTa HaxXOOMTCS B KOJMUeCcTBe, 5SKBMBaJieHTHoM 0, 35
MI' coeIMHeHMsa 1; ¥ CcTaHIapTHasd »Jo3a coeIMHeHMsa 1 WM ero
bapMalleBTUUECKM IIpHeMJIeMOM COJIM, THuIpaTa WM COJIbBaTa HaxXOOUTCH
B KOJMUEeCTBe, SKBMBaJEHTHOM 2 MI' CcoeaMHeHMsS 1. B HeKOTOPHX
BapuaHTax OCYIeCTBJIeHMS OoOHa M3 omoHOM muiau ©OoJee IO03 coelIuHeHMI 1
UIM ero oQapMalleBTHUeCKM [IpMeMIJIeMOM COJM, I'MIpaTa WM CcoJibBaTa
HaxXoIMTCS B KOJMUeCTBe, SKBMBaJieHTHOM 0,35 Mr coemmHeHusa 1; u

CTaHIOapTHaAd IToO3a COeIVMHEeHMA 1 mam ero (]_)apMaH,eBTI/IquKM HpMeMHeMOIZ
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CoJIM, TuUIpaTa WM COJIbBaTa HaxXOOUTCS B KOJUUECTBE, SKBUBAJIEHTHOM
2 MI' coenuHeHusa 1. B HEeKOTOPHX BapMaHTax OCYIMeCTBJIeHUsa OoJjiee UeM
ooHa M3 OomOHOW WM 0OoJiee IH03 coelIMHeHMA 1 MIM ero dapMalleBTUUECKU
IpueMJIeMOM COJIM, TIHIpaTa WJIM COJIbBAaTa HaAXOOUTCHA B KOJMUECTBE,
SKBMBAJIEHTHOM 0,35 MT COeIMHEeHNUS 1; u CTaHODapTHasAd omo3a
coeIMHeHUsa 1 WMIM ero QapMalleBTHUEeCKM I[IpUeMIIeMOM CcoJM, TIuIpaTa
WY  COJIbBaTa  HaxXxOoOUTCHd B KOJIMUECTBE, DKBMBAJIEHTHOM 2 MDD
coenuHeHusg 1.

B HeKOTOPHX BapuaHTax OCYmMEeCTBJeHMSa KaxXoasd M3 OIHOM WM
BoJjiee mo3 coelMHeHMA 1 miaM ero OQapMalleBTUUECKM IIPpMeMJIEMOM COJIM,
rMgpaTa WM COoJibBaTa HaxXOOUTCS B KOJMUECTBe, 5SKBUBaJleHTHoM 0,25
MI' CoenoMHeHMsda 1; ¥ CTaHOapTHasd »Do3a coeluHeHMd 1 MM ero
bapMalleBTHUECKM I[IPUEMJIEMOM COJIM, I'HMIpaTa WJIM COJIbBaTa HaXOOUTCHI
B KOJMUECTEe, 5SKBMBAJEHTHOM 1 MI' coeaMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYHeCTBJIeHMS 10 MeHbIel Mepe OoIHa M3 OOHOM wmiam OoJiee
003 coeIMHeHMsa 1 wWiIM eTro odapMalleBTUUECKM IIpUeMJIeMOM  COJIM,
rMOpaTa WM COJIbBaTa HaxXOOUTCHA B KOJIMUEeCTBe, »SKBMBaJieHTHOM 0,25
MI' coenmmMHeHuMsa 1; ¥ CTaHOapTHasd »OO03a COeIMHeHMa 1 WM €ero
bapMaleBTUUECKM IIpHMeMJIeMOM COJIM, TuapaTa WM CoOJIbBaTa HaxXOOUTCSH
B KOJMUECTBEe, D»KBMBAJIEHTHOM 1 MI' coeIuMHeHMs 1. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHMSI OIOHa M3 OmOHOM MM ©OoJee I0O3 coelIuHeHUS 1
UM ero QapMalleBTHUeCKM I[IpMeMJIeMOM COJM, I'MIpaTa WM CcoJibBaTa
HaxXxoIMTCsS B KOJMUEeCTBe, b5SKBMBaJleHTHOM 0,25 MI' coemmHeHMa 1; U
CTaHOapTHasd IJo3a COoeIMHeHMsS 1 MM ero dapMalleBTUUECKM IIPpMeMJIeMOM
CoJM, TUIpaTa WM COJIbBaTa HaxXOOUTCH B KOJUUECTBE, SKBUBAJEHTHOM
1 Mr coemuHeHMss 1. B HeKOTOpPEHX BapMaHTax OCYWeCTBJIEHMA OoJiee UeM
ooHa M3 OomOHOW WM 0oJiee IHo3 coelIMHeHMsa 1 MJIM ero dapMalleBTUUECKU
IpueMJIeMOM COJIM, TI'HuIpaTa WM CoOJIbBaTa HaAXOOMUTCS B KOJMUECTBE,
SKBMBAJIEHTHOM 0,25 MT COeOMHEeHNS 1; u CTaHOapTHasd oo3a
coemvHeHnusa 1 wWIM ero QapMalleBTHUECKM I[IpUeMJIeMOM CcoJM, TIuIpaTa
WM  COJIbBaTa  HaxXOOUTCH B KOJIMUECTBE, SKBMBAJIEHTHOM 1 MDD
coenuHeHusa 1.

B HeKOTOPHX BapMaHTax OCYmeCcTBJeHMS Kaxoasd M3 OIHOM WM
BoJjiee mo3 coelMHeHMA 1 MIM eTro ¢QapMalleBTUUEeCKM IIpMeMJIeMOM COJIM,
TMpaTa WJIM CoJibBaTa HaxXOOUTCS B KOJMUEeCTBe, B»KBUBaJieHTHoM 0,25

MT COeIMHeHNMA 1; n CTaHIOapTHaA Jo3a COeIMHEeHNA 1 I eTro
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bapMalleBTUUECKM MIpHeMJIeMOM COJIM, THuIpaTa WM COJIbBaTa HaxXOOUTCH
B KOJMUeCTBe, SKBMBaJIEHTHOM 2 MI' CcoeaMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYMeCcTBJIeHUS 10 MeHbIelM Mepe OOHa M3 OIOHOM uiIm Oojee
0o3 coeluMHeHMsa 1 wWiIM ero dapMalleBTHUYECKM I[IpMeMJIIeMOV  COJIM,
TMOpaTa WMIM COJIbBaTa HaxXOOMTCSA B KOJIMUeCTBe, »SKBMBaJieHTHoM 0,25
MI' coemuMHeHuMsa 1; ¥ CTaHIapTHasd »Jo3a coeIMHeHMsa 1 WM ero
bapMalleBTUUECKM MIpMEeMJIEMOM COJIM, THUApaTa WM COJIbBaTa HaXOOUTCH
B KOJMUECTBe, SKBMBAJEHTHOM 2 MI' CcoeaMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYIMeCTBJIeHUSI OOHa M3 OOHOM uiau 0OoJee 103 coelduHeHMa 1
UM ero QapMalleBTMYEeCKM I[IpMeMJIeMOM COJIM, I'MIpaTa WM CcoJibBaTa
HaxXoIUTCSa B KOJUUEeCTBe, 5SKBUBaJieHTHOM 0,25 Mr coemmHeHusa 1; u
CTaHOapTHasd Io3a COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIPMeMIIEMOM
CoJiM, THUAOpaTa MJIM COJIbBaTa HAXOOUTCH B KOJIMUECTBe, SKBMBAJEHTHOM
2 MI' coenuHeHuA 1. B HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMS 0OoJiee UeM
OOoHa M3 OOHOM muIM OoJiee HO3 coeauHeHMA 1 MIM eTro dapMalleBTUUEeCKU
nprueMIeMoM CoJM, TIuipaTa WIM CcoJbBaTa HaxXOIUTCS B KOJIUUECTBE,
SKBUBAJIEHTHOM 0,25 MT COeIVHEHU A 1; u CTaHIapTHa4d nosa
coemMHeHMs 1 mMIM ero QapMalleBTHUECKM IIpUMeMJIeMOM CcoJiM, TIuipaTa
WM  CcoJIbBaTa  HaxoOMUTCS B  KOJUUECTBE, SKBUBAJIEHTHOM 2  MT
coenmHeHusa 1.

B HeKOTOPHX BapMaHTax OCYmeCTBJIEHUS KaxOyl M3 OIHOM WU
BoJjiee mo3 coeIMHeHMsa 1 miaM ero ¢apMalleBTUUEeCKM IIpUueMJIeMOM COJIM,
TUOpaTa MJIM CoJIbBaTa BBOIOAT OIOMH Pas3 B CYTKM UHIUBUIYYMY .

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS IIePBHM I[Iepuol BpeMeHU
cocTaBJgeT He OoJlee NPUOIMBUTEJILHO IBYX HelelJb.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS IIepPBHM I[Iepuol BpeMeHU
cocTaBygeT He 0OoJee npubimsurTesbHO 10 CcyTok, cCcocTaBJsgeT He 0DoJiee
OpubIM3nUTeJIbHO OOHOW  HeImeJu, cocTaBJgeT OpUOIUBUTEJILHO OIOHY
HeIeJlo MJIXM COCTaBJIgeT 5 CYTOK.

B HeKOTOPHX BapMaHTax OCYIeCTBJIEHMS IIepPBHM I[Iepuol BpeMeHU
cocTaBJgeT He OoJiee npubiamamTeJibHO 10 CyTOK.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS IIePBHM I[Iepuol BpeMeHU
cocTaBJgeT He OoJiee NPUOIUBUTEJILHO OINHOM HeOeJIu.

B HeKOTOPHX BapMaHTax OCYIeCTBJIEHMSA IIePBHM [Iepuol BpeMeHU
cocTaBJgeT NpPpUOIMBUTEJILHO OIHY HeIeJo.

B HeKOTOPEX BapMaHTaxXx OCYmeCTBJICHMA HepBBIIZ Ieprmon BpeMeHN
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cocTaBJIigeT 5 CYTOK.

B HeKOTOPHX BapMaHTax OCYMeCTBJIEHMS IIepPBHM [Iepuoll BpeMeHU
COCTaBJIAET He MeHee IO MeHbIeM Mepe 10 CyToOK.

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHUS IIEPBHM [Iepuoll BpPeMeHU
COCTAaBJIAET He MeHee IO MeHBIel Mepe 7 CYTOK.

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHUS IIEPBHIM [Iepuoll BpeMeHU
COCTaBJIAET He MeHee IO MeHBIIel Mepe 5 CYTOK.

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHUS II€PBHM [Iepuol BpPeMeHU
COCTAaBJIAET He MeHee IO MeHBIIel Mepe 3 CYTOK.

B HeKOTOpPHX BapMaHTax OCYHNEeCTBJIEHUS II€PBHIM [IepuOol BpPeMeHU
BKJIOUAET COBOKYIIHOCTL IIONIIEPUONOB.

B HeKOTOPHX BapMaHTax OCYHNEeCTBJIEHUS II€PBHIM [Iepuol BpeMeHU
BKJIOUAET I[OBa [OoOIepuoma. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHNA
IIepBHI IIePMOI BPEeMeHM BKJIOUaeT TpM IOoIOlepMoma. B HEKOTOPHX
BapMaHTax OCYHMEeCTBJIeHMS KaXOHlM W3 I[IOoNOIepMrona IIpelcTaBiigeT codoln
Takyn Ke I[IPOOOJKMTEJIbHOCTL  BpeMeHM. B HEeKOTOPHX BapMaHTax
OCYWEeCTBJIEHMA OOMH U3 IIOAIEPUONOB ABAJIETCA OJMHHee, UYeM Ipyrue
IIOIOIIEPMOIH . B HEeKOTOPEIX BapMaHTax OCYIeCTBJIEHNA
IPONOJIKMTEJILHOCTE KaXOOoI'o M3 IMOOINEPMOINOBR pa3JjiMdaceTCs.

B  HeKOTOPEHX BapMaHTax  OCYMEeCTBJIEHUA  IIePBHM  [IOIANEPUOn
BpeMeHM COCTaBRJAeT 1 CyTKM. B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUSA
IIepBHM I[ONNEPMOO BpeMeHM COCTaBJIgeT 2 CYTOK. B  HEeKOTOPHX
BapMaHTax OCYMEeCTRBJIeHVSA I[epPBHM I[IOANEepUOl BpPeMeHM COCTaBJISeT IO
MeHBIIe Mepe 3 CYTOK. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS IIepBHEU
IIOOIIepMOl, BpeMeHM COCTaBJgeT 3 CYTOK. B HEKOTOPHX BapMaHTax
OCymeCTBJIEHUSA TIE€PBHM IOANEPMON BpPeMeHM COCTaBJISAeT IO MeHbIen
Mepe 4 CyToOkK. B HEKOTOPHX BapMaHTax OCYMECTBJIEHUS IIepPBHEU
[IOOIIepMOl, BpeMeHM cocTabJgeT 4 CyTOK. B HeKOTOPHX BapMaHTax
OCymeCTBJIEHUSA IIepPBEM IIOANEPMOI BpPeMeHM CcocTaBasgeT 5 cCcyTok. B
HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHMA IIepBEM [OOANEPMOI  BpPEeMeHU
COCTaBJIAeT 6 CYTOK. B HeKOTOPHX BapuaHTax OCYMeCTBJIEHUS IIepBHEU
IIOANEepPMOSI  BPEeMeHM COCTaBJIAeT TI[IO MeHblle Mepe 7 CyTok. B
HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHMA IepBHEM [OOANEPMOI  BpPEeMeHU
cocTaBJgeT 7 CYTOK. B HeKOTOPHX BapuaHTax OCYMeCTBJIEHUS IIepPBHEU
IOANEepPMOTI BpPEeMeHM COCTaBRJIgAeT IO MeHbmem Mepe 10 cyTok. B

HeKOTOPEIX BapMMaHTaxXx OCyImeCTBJIECHNA HepBBHZ Imnoagrieprnon BpeMeHNI
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cocTaBJygaeT 10 CcyToOK.

B HEKOTOPHIX BapMaHTax OCyIleCTBJIEHUS BTOpPOM MIOANnepmron
BPEMEHM COCTAaBJIAeT 1 CYTKM. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUSA
BTOpPO¥ IMOAONepuoI BpPeMeHM CcoCcTaBJIgeT 2 CYTOK. B  HeKOTOPHX
BapMaHTax OCYIMeCTBJIeHUS BTOPOM TOOINEPMOO BpPeMeHM COCTaBJIAeT IIO
MeHbIleM Mepe 3 CYTOK. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS BTOPOM
[IOOIIePMO BPEMEHM COCTaBJISeT 3 CYTOK. B HeKOTOPHX BapMaHTax
OCYMeCTBJIEHMA BTOPOM IIOAINEPMON BPpeMeHM COCTaBJIgeT II0 MeHblen
Mepe 4 CYTOK. B HeKOTOPHX BapMaHTax OCYHMeCTBJIeHUS BTOpPOMU
[IOOIIepMo BPeMeHM cocTaBJgeT 4 CyTOK. B HeKOTOPHX BapMaHTax
OCYyMeCTBJIEHMSA BTOPOM TIOANEPMON BpPEeMeHM CcOoCTaBJjisgeT 5 CcyTok. B
HEeKOTOPHX BapuaHTax OCYIEeCTBJIEHMS BTOPOM IOIAIEPMOI  BpeMeHU’
cocTaBJIfgeT 6 CYTOK. B HEKOTOPHX BapMaHTax OCYHNeCTBJIEHMS BTOPOM
Ioanepmron BpPeMeHM COCTaBJIgeT IO MeHbIle Mepe 7 CYTOK. B
HEeKOTOPHX  BapMaHTax OCYIeCTBJIEHMS BTOPOM IOANEepPMOI  BpeMeHU
cocTaBJfgeT 7 CYTOK. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHMS BTOPOMU
IIOANepMon BpPEeMeHM COoCTaBJIgeT II0 MeHbmen wMepe 10 cyTok. B
HeKOTOPHX BapMaHTax OCYIeCTRBJIEHMS BTOPOM IOINepPMOI  BpeMeHU
cocTaBjgeT 10 cyTok.

B HEKOTOPEIX BapMaHTax OCyIEeCTBJIEHUS TpeTUM IIOoOnepmron
BpEeMeHM COCTaBJIgseT 1 CYTKM. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUSA
TpeTuy TIOONEepPMOOI BPEMeHM CcOoCcTaBJisgseT 2 CYTOK. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHUI TPpeTuM IIOONepMOnI BPeMeHM COoCTaBJIgeT IIO
MeHbIllel Mepe 3 CYTOK. B HEKOTOPHX BapMaHTax OCYMEeCTBIJIEHUSI TpeTuUM
[IOOIIepron BPEeMeHM COCTaBJISeT 3 CYTOK. B HeKOTOPHX BapMaHTax
OCYMeCTRBJIEHMA TpeTUM IIOAINepMOl BpeMeHM COCTaBJIsgeT II0 MeHblen
Mepe 4 CYTOK. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHUI TpeTuMn
[IOOIIepMron BpeMeHM cocTaBJsgeT 4 CyToOK. B HeKOTOPHX BapMaHTax
OCYMeCTRBJIEHMI TpeTulM IIOONepMOond BpeMeHM cocTaBjsgeT 5 cyTok. B
HEeKOTOPHX BapuaHTax OCyIeCcTBJeHMS TpeTuy [OOoIOIepMOol  BpeMeHU’
cocTaBJgeT 6 CYTOK. B HEKOTOPHX BapMaHTax OCYHNeCTBJIEHMS TpeTUn
Ionnepron BpeMeHM CcocTaBJdgeT IO MeHbIleM Mepe 7 CYTOK. B
HEeKOTOPHX BapuaHTax OCyIecTBJIeHMS TpeTuy [OOIOIepMolI  BpeMeHU’
cocTaBJageT 7 CYTOK. B HEKOTOPHX BapMaHTax OCYHNEeCTBJIEHMS TpeTuUn
Ionnepron BpeMeHM CcocTaBJgeT IIo MeHbmel Mepe 10 cyTok. B

HeKOTOPEIX BapMMaHTaxXx OCyImeCTBJIECHNA TpeTMIZ Imnoagrieprnon BpeMeHNI
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cocTaBJygaeT 10 CcyToOK.

B HEKOTOPHIX BapMaHTax OCyIleCTBJIEHUS [IepPBHEMN MIOANnepmron
cocTaBJageT 3 CYTOK, M BTOPOM IOAIepuol cocTarjseT 4 CyTok. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMS I[IePBHM IIOANEepMOn cocTaBJgeT 4
CYTOK, ¥ BTOPOM IIOIOINEepMOI COCTaBJgeT 3 CYTOK. B HEeKOTOPHX
BapMaHTax OCYyMeCTBJIeHUS IIePBHM IMIOOIEPUMON COCTaBJigeT 7 CYTOK, U
BTOPOM MOAIEPMOI COCTAaBJIAEeT / CYTOK.

B HEKOTOPHIX BapraHTax OCymEeCTBJIEHUA [IePBHEMN [IOOnepmnon
cocTaBJIgeT 3 CYTOK, M coemuHeHuMe 1 wmim ero odapMalleBTUUeCKU
IpMeMiIeMyl COJIb, IMIOpaT WJIM COJIbBaT BBOOAT BO BpeMsa IIepBOTO
monrepmrona B KOJMUeCTBe, DSKBUBajieHTHoOM 0,25 M1 coenmHeHusa 1. B
HEKOTOPHX BapMaHTax OCYMeCTBJIEHMS I[IePBHM I[IOAIEPMON CocTaBJIgeT 3
CYTOK, M coenouHeHMe 1 MM ero OQapMalleBTHUUYEeCKU IIPpUeEMIIEMYI COJIb,
rMopaT WM COJIbBaT BBOOAT BO BpeMd IIepBOTO IIOOIepMOoma B
KOJIMUECTEBe, BKBMBaJiIeHTHOM 0,35 M- coemmMHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYMeCTBJIEHMSA IIepPBHM IIOANEPMOI COoCTaBJisgeT 3 CYTOK U
coeIMHeHMEe 1 WM eTo QapMaleBTHUUYECKM IIpMeMJIEMy COJIb, IHUAOPaAT WK
COJILEBAT BBOIOAT BO BpeMsa IIepBOTO IOANepuola B  KOJUUECTBE,
sKBUBaJieHTHOM 0,5 M© coemmHeHmMsa 1. B HEKOTOPEX BapMaHTax
OCYMEeCTRBJIEHUA IIEePBHM IIOOINEPMOI COCTAaBJIsSeT 3 CYTOK UM coelMHeHMue 1
Wi ero papMalleBTHMUEeCKM IIpHeMIeMyl COJiIb, TUIpaT WJIM COJIBBAT
BBOOAT BO BpeMs IIepBOI0 IMOAIeproOa B KOJIMUeCTBe, SKBUBaJIEHTHOM 1
MI' coeIMHeHUs 1.

B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHU S TIePBHEM MIOONnepmron
cocTraBjageT 4 CyYTOK, UM coeauMHeHMe 1 wWiIM ero OQapMalleBTUUECKU
opreMiIeMyl COJIb, TI'MOIpaT WJIM COJIbBBaAaT BBOIAT BO BpeMsa IIepBOTO
monrneprona B KOJMUECTBe, DSKBMBaJleHTHoOM 0,25 M coemmHeHumsa 1. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMI IIePBHM IIOAOIepMOnd cocTaBigeT 4
CYyTOK, W coenMHeHre 1 wmiIM ero OQapMalleBTUUECKU I[IpUeMJIEMYI COJIb,
TMpaT WM COJbBAaT BBOIOAT BO BpeMd I[IepBOTO IOAOIepHoma B
KOJIMYeCcTBe, BKBUBaJIeHTHoM 0,35 Mr coelamHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYMeCTBJIeHUS IIepPBHM IMIOOIEePMOn cCcocTarjsgeT 4 CYTOK, U
coenmHeHre 1 MM eTro dapMaleBTUUECKM IIPUEMIIEMYK COJIb, I'HMIOPAT WK
CoJIBEBAT BBOIAT BO BpeMsa I[IepBOTO TIOAOINepMoma B  KOJMUECTBE,
sKBUBaJieHTHoM 0,5 ™Mr coemmHeHmsa 1. B HEeKOTOPEX BapMaHTax

OCymeCTBJIECHMA HepBBIﬁ rmogrepmon cocTaBJIdeT 4 CYTOK, WM COeIMHEeHUNe
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1 miam ero QapMalleBTUUECKM I[IPUMEMIIEMYK COJIb, IMIpaT WJIM COJIBBAT
BBOOAT BO BPeMs IIepBOTO IOAINEPMOTa B KOJIMUECTBe, DSKBUBAJEHTHOM 1
MI' coeIuMHeHUs 1.

B HEKOTOPHIX BapMaHTax OCyIleCTBJIEHUS [IepPBHEMN MIOAepmron
cocTaBJgeT 7 CYTOK, M CcoeauHeHMe 1 wWiIM ero OdapMalleBTUUECKHU
IpMEMIIEMYK COJIb, TIMIOpaT WJIM COJIbBAaT BBOOAT BO BpeMsa IIepBOTO
nmonrepmrona B KOJMUYECTBEe, DSKBMBajieHTHOM 0,25 M coenmHeHmsa 1. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS I[IePBHM IIOAINEepMOn cocTaBJgeT 7/
CYTOK, W coenuHeHre 1 wmiIu ero OQapMalleBTUUECKU IIpUeMJIEMYI COJIb,
rMgpaT WM COJIbBaT BBOOAT BO BpeMd IIepBOTO IIOAOIepMOoma B
KOJIMYeCcTBe, BKBUBaJieHTHOM 0,35 Mr coeigmHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYMEeCTRBJIEHUS II€PBHM IIOAIEPUON COCTaBJigeT 7 CYTOK, U
coeIMHeHMVe 1 WM eTo (QapMalleBTHMUYeCKM OpMeMJIeMyl COJIb, ITHUAPAT WK
coJIbBaT BBOIOAT BO BpeMsda IIepBOTO IIOOIepMOoZa B  KOJMUUECTBE,
skBMBaJieHTHoM 0,5 M coemuHeHus 1. B HEeKOTOpPEHX BapMaHTax
OCymMEeCTBJIEHUS IIepPBHM IIOANEPMOI COCTaBJIdgeT 7 CYTOK, U COeIMHeHHue
1 mim ero ¢apMaleBTHUUECKM IOIpMEeMIIEMYyK COJIb, TIMOPAT WJIM COJIEBAT
BBOIOAT BO BpEeMs IIepBOT'O IMOAINepMOona B KOJMUECTEBE, DSKBMBAJIEHTHOM 1
MI' coeIuHeHuUs 1.

B HEKOTOPEIX BapMaHTax OCYyIEeCTBJIEHU S BTOPOM IIOoOnepmron
cocTaBJgeT 3 CYTOK, UM coemuMHeHMe 1 wWiIM ero QapMalleBTUUYEeCKU
opreMiIieMyl COJIb, TI'MOIpaT WJIM COJIBBaAaT BBOIOAT BO BpeMsa BTOPOTO
monrnepmona B KOJMUeCTBe, DSKBMBajJleHTHoOM 0,25 M coemmHeHusa 1. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMSI BTOPOM IOIIepMOnI cocTaBJgeT 3
CYTOK, W coenOMHeHMe 1 MM ero OQapMalleBTUUECKM I[IpUeMJIEMYI COJIb,
TMIpaT WJIM COJbBAT BBOOAT BO BpeMa BTOpPOTO IIOOIepHoma B
KOJIM4YeCcTBe, BKBUBaJIeHTHoM 0,35 Mr coelmHeHrMsa 1. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHMS BTOPOM IMIOAOIEPMOn COCTarJjigeT 3 CYTOK, U
coenmMHeHMe 1 MM eTro dapMaleBTUUECKM IIPUEeMIIEMYK COJIb, I'MOPpAT WK
CoJIbBAT BBOIOAT BO BpeMsa BTOPOT'O IOAONepHoma B  KOJMUECTBE,
sKBUBaJieHTHoM 0,5 ™Mr coemmHeHmMsa 1. B HEeKOTOPEX BapMaHTax
OCYMeCTRBJIEHMA BTOPOM IIOANEePpMOI COCTaBJIdgeT 3 CYTOK, M COoeIMHeHUe
1 mmm ero QapMalleBTUUECKM I[IPUMEMIIEMYK COJIb, IMIpaT WJIM COJIbBAT
BBOOAT BO BPEeMsa BTOPOTIO IOAIEPMOTa B KOJIMUECTBe, SKBUBAJEHTHOM 1
MI' coeIuHeHUs 1.

B HeKOTOPEIX BapMmaHTaxXx OoOCymeCTBJIECHMA BTOpOIZ rnoaglrieprnon



42

cocTaByugeT 4 CyTOK, ¥ CcoeauMHeHMe 1 wWIM ero GQapMalleBTUUECKHU
NIpMeMJIEMyK COJIb, TIMIOIpaT WJIM COJIbBaAaT BBOIAT BO BpPeMsa BTOPOTO
nmonrepmrona B KOJMUYECTBEe, DSKBMBaJleHTHOM 0,25 M coenmHenusa 1. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMS BTOPOM IMOAOINepMOn cocTaBJgeT 4
CYTOK, W CoenuHeHre 1 wmiIM ero OQapMalleBTUUECKU IIPUEMIIEMYK COJIb,
rMgpaT WM COJIbBaAT BRBOOAT BO BpeMd BTOPOT'O IIOAOIEepMOma B
KOJIMYeCTBe, BKBUBaJIeHTHOM 0,35 Mr coelamHeHMsa 1. B HeKOTOPHX
BapMaHTax OCYyMeCTBJIEHMS BTOPOM IMOAOIEPMOn cCcocTabjsgeT 4 CYyTOK, U
coenuHeHre 1 waM ero dapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'HUIOPpaAT WK
CoJIbBAT BBOIOAT BO BpeMsa BTOPOI'O IIOAOIepMODa B  KOJMUECTBE,
sKBUBaJieHTHOM 0,5 M© coenmHeHusa 1. B HEKOTOPEX BapMaHTax
OCYMeCTBJIEHMSA BTOPOM IIOAINEPMOn cCcocTaBJgeT 4 CYyTOK, U COeIMHEeHUE
1 miam ero ¢apMaleBTHUUECKM OpMeMJIeEMyl COJIb, TUAOPAT WJIM COJILBAT
BBOIOAT BO BpPEeMS BTOPOTO IMOAINEepMOOa B KOJMUECTRBE, DSKBMBAJIEHTHOM 1
MI' coeImMHeHus 1.

B HEKOTOPEIX BapraHTax OCYIEeCTRBJIEHUA BTOPOM IoOnepmnon
cocTaBJgeT 7 CYTOK, WM coenmuHeHme 1 wmiIm ero dapMaleBTUUECKU
opreMyIeMyl COJIb, TIMIOIpaT WM COJIbBaT BBOOAT BO BpeMAa BTOPOIO
monrneprona B KOJMUeCcTBe, DSKBMBajJleHTHOM 0,25 M coemmHeHus 1. B
HEeKOTOPHX BapMaHTax OCYIeCTBJIEHMS BTOPOM IOIIepMOnI cocTaBJgeT 7
CYTOK, WM coeIMHeHMe 1 MM ero OQapMalleBTHMUECKM IIpUeMJIEMYID COJIb,
TMIpaT WJIM COJbBAaT BBOOAT BO BpeMa BTOpPOTO IOOIepHoma B
KOJIM4YecTBe, BKBUBaJIeHTHoM 0,35 Mr coeimHeHrMsa 1. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHMS BTOPOM IMOOIEPMODI COCTarJisgeT 7 CYTOK, U
coenmHeHMe 1 MM eTro dapMaleBTUUECKM IIPpMEeMIIEMYK COJIb, I'MOPAT WK
coJIbBaAT BBOIOAT BO BpeMsa BTOPOT'O IOOINeproma B  KOJMUECTBE,
sKBUBaJieHTHOoM 0,5 Mr coemmHeHmMsa 1. B HEeKOTOPEX BapMaHTax
OCYMeCTRBJIEHMA BTOPOM IIOANEepMOn CcocTaBJgeT 7 CYTOK, U COoeIMHeHUe
1 mam ero QapMalleBTUUECKM I[IPUMEMIIEMYK COJIb, IMIpaT WJIM COJIbBAT
BBOOAT BO BPeMsa BTOPOTO IOAINEPHODa B KOJMUECTBe, SKBUBAJEHTHOM 1
MI' coeIvHeHUs 1.

B HEKOTOPHIX BapMaHTax OCyIMeCTBJIEHUS TpeTun MIOANnepmron
cocTaBJgeT 3 CYTOK, UM CcoeauMHeHMe 1 wWiIM ero QapMalleBTUUECKU
IpMeMJIEMyK COJIb, TIMIpaT WJIM COJIbBAT BBOIAT BO BpeMa TPeTbETO
nmonrnepmrona B KOJMUYECTBEe, D3KBMBaJleHTHOM 0,25 M1 coenmHenumsa 1. B

HeKOTOPEX BapMaHTaX OCYmMeCTBJICHMA TpeTMf;I Iogrieprmon CoOCTaBJIAeT 3
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CYTOK, W CoOenMHeHMre 1 wmiIM ero OQapMalleBTUUECKU I[IPUEMIIEMYK COJIb,
TMpaT WM COJibBaAaT BBOIOAT BO BpeMsa TpPeThbeTo IOoANepMona B
KOJIMYeCcTBe, BKBUBaJIeHTHOM 0,35 Mr coelamHeHrMsa 1. B HeKOTOPHX
BapMaHTax OCYymMeCcTBJeHUS TpeTuM IOOIepuOon CcocTabJjigeT 3 CYTOK, U
coenmHeHre 1 MM ero QapMalleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIBBAT BBOOAT BO BpeMsa TpPeTbero IOoAIepuola B KOJMUYECTBE,
sKBUBaJieHTHoM 0,5 ™Mr coenmHeHusa 1. B HEKOTOPEX BapMaHTax
OCYMeCTBJIEHMA TPeTUM IIOAINepMOl COoCTaBJIdgeT 3 CYTOK, M COeIMHeHUe
1 mimm ero ¢apMalleBTUUECKM IIPUMEMIIEMYK COJIb, I'MIOpaT WJIM COJIbEBAT
BBOOAT BO BpPeMd TPeTbero IoAllepuolla B KOJIUMUECTBEe, 5SKBUBAJIEHTHOM
1 mMr coemmHeHuUs 1.

B HEKOTOPEHIX BapraHTax OCYyIEeCTBJIEHUA TpeTUn [IoOrnepmon
cocraBJageT 4 CyToOkK, WM coemuMHeHme 1 wmImM ero dapMaleBTUUECKU
opreMiIeMyl COJIb, IMIOpaT WM COJIbBaT BBOIOAT BO BpeMsa TpeThbeIo
nonrnepmona B KOJMUECTEBe, 5SKBUBajieHTHoM 0,25 Mr coemmuHeHus 1. B
HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS TpeTuM IMIOOIepuoln cocTarjsgeT 4
CYTOK, M coenOuHeHue 1 wMIM ero OQapMalleBTUUeCKU IIPUEMIIEMYK COJIb,
TMOpaT WJIM @ COJIbBAT BBOIOAT BO BpeMda TPEeTLEro IoAllepuona B
KoJIMuecTBe, BKBUBaJIeHTHoM 0,35 Mr coeigumHeHuMsa 1. B HeKOTOPHX
BapMaHTax OCYIeCTRBJIEHUS TpeTuM IIOOIepuon cocTarjsgeT 4 CYTOK, U
coenmHeHMe 1 MM ero dapMaleBTHUUECKM IpHMeMIeMyl COJIb, I'MOpaT WK
coJIbBAT BBOOAT BO BpeMsa TpeTbero IMoAlepuola B KOJMUECTBE,
sKBUBaJieHTHOM 0,5 M© coemmHeHmMs 1. B HEKOTOPHX BapMaHTax
OCYMeCTRBJIEHMI TPpeTUM IIoAINepMon cocTaBJdeT 4 CyTOK, U COeIMHeHUe
1 mam ero @QapMalleBTUMUECKM I[IPpUMEMIIEMYyK COJIb, I'MIpaT WJIM COJIbBAT
BBOOAT BO BpeMa TPeTbETrOo IMOoANepuolla B KOJMUECTBe, BSKBUBAJEHTHOM
1 Mr coemuHeHus 1.

B HEKOTOPHIX BapMaHTax OCymeCTBJIEHNS TpeTun MIOOnepmron
cocTaBJageT 7 CYTOK, M CcoeauMHeHMe 1 wWIM ero GQapMalleBTUUECKU
IpreMJIeMyl COJIb, TIMIOIpaT WJIM COJIbBAT BBOIOAT BO BpeMaS TPeTbETO
monrneprona B KOJMUECTBEe, 3KBMBaJleHTHOM 0,25 M coenmHenus 1. B
HeKOTOPHX BapraHTax ocymecTrJieHusa third subperiod is 7 cyTok, u
coenmHeHre 1 MM eTro dapMaleBTUUECKM IIPUEMIIEMYK COJIb, I'HMIOPAT WK
CoJIBEBAT BBOIOAT BO BpeMsa TPEeTbero IOoANepMola B  KOJMUECTBE,
sKBMBaJleHTHOM 0,35 ™Mr coenmHeHmMsa 1. B HEeKOTOPHX BapMaHTax

OCymeCTRBJIECHMA TpeTI/HZ Imogrepmon cocTaBJIdeT 7 CYTOK, ¥ COelIMHeHNte
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1 miam ero QapMalleBTUUECKM I[IPUMEMIIEMYK COJIb, IMIpaT WJIM COJIBBAT
BBOIOAT BO BpPeMS TPETHLETO IMOAINepuolla B KOJMUECTBe, BSKBUMBAJEHTHOM
0,5 Mr coemmHeHmus 1. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS TpPeTUuMn
[IOLIIepHnOoLn COCTaBJIIET 7 CYTOK, " COenMHEHNEe 1 VI ero
bapMalleBTUUECKM [IPUMEMIIEMYK COJIb, IHMIpaT WJIM COJIbBBAT BBOIAT BO
BpeMsad TPeThbeIro IIOAIepMoIda B KOJMUECTBe, DSKBMBAJIEHTHOM 1 MT
coenuHeHusg 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMA IIePBHM BPEeMeHHOW IIepMrol
BKJIOUAEeT HOBa I[OANepuona; IepBHM IIOOMNEepMOO COCTaBJsgseT 3 CYTOK;
coenuHeHue 1 waM ero dapMalleBTUUECKU IIPUEMIIEMYI COJIb, I'MOpaAT WK
CoJIbBAT BBOIOAT BO BpeMsda IIepBOTO IIOAOIepMoDa B  KOJIMUECTBE,
SKBUBaJieHTHOM 0,25 Mr coemmMHeHMsa 1; BTOPOM MIOIOMNEPMOI COCTaBJIAET
4 CcyTOK; U coeIMHeHMe 1 miIM ero dapMalleBTUUECKM IpUeMIeMyld COJIb,
rMopaT WM COJIbBaT BBOOAT BO BpeMd BTOPOTO IIOOIepHOoma B
KOJIMYECTEE, DKBUBAJIEHTHOM 1 MI' coeOuMHeHMs 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS IIePBHM BPEMEeHHOM I1epMon
BRJIOUAET IBa IoAlepuona; IepBHM IIOAINEepHOn COCTaBJsgeT 3 CYTOK;
coeIMHEeHMVEe 1 WM eTo QapMalleBTHMUYECKM IIpMeMJIEMy COJIb, ITHUAOPAT WK
coJIbBaT BBOIAT BO BpeMsa I[IepBOTO IHOoOIeproma B KOJMUECTBE,
SKBUBaJIeHTHOM 0,35 MI coemuHeHMs 1; BTOPOM IIOIANEPMOI COCTaBJIAET
4 CyTOK; M coeIMHeHMVe 1 MIM ero ¢QpapMalleBTHUUEeCKM IpUeMJIEMYI COJIb,
TMIpaT WJIM COJbBAaT BBOOAT BO BpeMa BTOpPOTO IOOIepHoma B
KOJIMUeCTBe, »KBMBAJIEHTHOM 1 MI' coeluHeHMS 1.

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHUS IIePBHM BPEeMeHHOW IIepuol
BKJIOUAET HOBa I[OONepuoma; IepPBHM IIOONEePMOO COCTaBJisgeT 3 CYTOK;
coenmHeHMe 1 MM eTro dapMaleBTUUECKM IIPMEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT BBOIAT BO BpeMsa I[IepBOTO TIOAOINeproOa B KOJMUECTBE,
SKBUBaJleHTHOM 0,5 MI' coemmHeHMsa 1; BTOPOM IOOINEPMON cocTaBJgeT 4
CYTOK; W coenMHeHre 1 wmiIM ero OQapMalleBTUUECKM I[IpUeMJIEMYI COJIb,
TMpaT WM COJIbBAT BBOIOAT BO BpeMa BTOpPOTO IIOAOIepHOoma B
KOJIMYeCTBEe, D»KBMBAJIEHTHOM 1 MI' CcoelMHeHMS 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMS IIePBHM BPeMeHHOW IIeproln
BKJIOUAET HOBa I[OONepuoma; IepBHM IIOOINEepMOO CcocTaBjisgeT 4 CYyTOoK;
coenmHeHre 1 MM eTro QapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOpAT WK
COoJIBEAT BBOIOAT BO BpeMsa IIepBOTO TOAOINepModa B  KOJMUECTBE,

SKBUBaJeHTHOM 0,25 Mr coemmHeHMsa 1; BTOpPOM IIOIONEepPMOI COCTaBJIAeT
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3 CYTOK; M COelIMHeHMre 1 MiIM ero QapMalleBTUUYECKM IIPUEMIIEMYI COJIb,
TMgpaT WM COJIbBaAT BBOIOAT BO BpeMd BTOPOTO IOAOIepMOoma B
KOJIMUECTBE, D»KBMBAJIEHTHOM 1 MI' COelIMHeHMS 1.

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMA IIePBHM BPeMeHHOW IIepMuoln
BKJIOUAEeT HOBa I[IOANepuonda; IepBHM IIOONEepMOnO CcocTaBjseT 4 CyTOoOK;
coenmHeHre 1 waIM ero ¢apMalleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIBBAT BBOIOAT BO BpeMsa IIepBOTO IIOAIepMOoma B  KOJMUECTBE,
sKBUBaJeHTHOM 0,35 Mr coemmHeHMsa 1; BTOPOM MIOIANEPMOI COCTaBJIAeT
3 CYTOK; M CcoelMHeHMe 1 WmiIM ero ¢apMalleBTUUECKU IIPpUEeMIIEMYI COJIb,
rMgpaT MM COJIbBaT BBOOAT BO BpeMd BTOPOI'O IIOAOIepHMOma B
KOJIMUECTBE, DSDKBMBAJIEHTHOM 1 MI' coelMHeHUS 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS IIePBHM BPEMEeHHOM I1epUon
BRJIOUAET IBa IOoAlepuona; IepBHM IIOAMNepHOn CcocTaBJseT 4 CYyTOK;
coeIMHeHMVe 1 WM eTo (QapMalleBTHMUYECKM IpMeMJIeEMyl COJIb, ITHUAPAT WK
coJIbBaT BBOIOAT BO BpeMda IIepBOTO IIOOIepMOoZa B  KOJMUECTBE,
sKBUBaJleHTHOM 0,5 MI' coemuHeHMs 1; BTOPOM IMOIANepHON COoCTaBJsgeT 3
CYTOK; M coenuHeHMe 1 wMIM ero OQapMalleBTUUeCKU IIPpUEMIIEMYK COJIb,
rMopaT WM COoJIbBaT BBOIOAT BO BpeMd BTOPOITO IOOIepMODa B
KOJIMUeCcTBe, D2KBMBAJIEHTHOM 1 MI' coeluHeHMS 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS IIePBHM BPEeMEeHHOWV IIepuol
BRJIOUAET HOBa I[OONepuoma; IepPBHM IIOONEePMOO COCTaBJigseT 7 CYTOK;
coenmHeHMe 1 MM eTro QpapMaleBTUUECKM IIpHMeMIIeMyl COJIb, I'MOpaT WK
coJIbBAT BBOIOAT BO BpeMsa I[IepBOTO TIOOIeproma B  KOJMUECTBE,
SKBUBaJleHTHOM 0,25 MI coemuHeHMs 1; BTOpPOM IIOAINEePMOI COCTaBJIAeT
7 CYTOK; M coelMHeHMVe 1 MIM ero QpapMalleBTUUECKM IIpUeMJIEMYI COJIb,
TMIpaT WJIM COJbBAT BBOOAT BO BpeMa BTOpPOTO IIOOIepHoma B
KOJIMYeCTBEe, D»KBMBAJIEHTHOM 1 MI' coelMHeHMS 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMS IIePBHM BPeMeHHOW IIepuoln
BKJIOUAET HOBa I[OONepuoma; IepBHM IIOOINEepMOO COCTaBjsgseT 7 CYTOK;
coenmHeHre 1 MM ero ¢apMaleBTUUECKM IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT BBOIOAT BO BpeMsa I[IepBOTO TIIOAONeproOa B  KOJMUECTBE,
sKBUBaJeHTHOM 0,35 MIr coemmuHeHMsa 1; BTOpPOM IIOIANEepPMOI COCTaBJAeT
7 CYTOK; M CoelIMHeHMe 1 MiIM ero ¢QpapMalleBTUUYECKM IIPpUeMJIEMYI COJIb,
TMIpaT WM COJIbBAT BBOOAT BO BpeMd BTOpPOTO IOAOIepHOoma B
KOJIMUECTBE, D»KBMBAJIEHTHOM 1 MI' CcOoelIMHeHMS 1.

B HeKOTOPEX BaplMaHTaxXx OCYmMeCTBJICHMA HepBBIﬁ BpeMeHHOﬁ Inepnrnon
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BKJIOUAET HOBa I[OONepuoma; IepBHM IIOONEepMOO COCTaBJjsgseT 7 CYTOK;
coeIvHeHVe 1 WM eT0o (papMalleBTHUECKM IpHeMJIeMyl COJIb, THUIpaT WK
coJIbBaT BBOOAT BO BpeMda IIepBOTO IMOANepuoda B  KOJIMUECTBe,
sKBUBaJeHTHOM 0,5 MI' coemmMHeHMsa 1; BTOPOM IOAINEPMOO cocTaBJIgeT 7/
CYTOK; M coenuHeHMe 1 MM ero OQapMalleBTHUECKM IIpMeMJIEMyI COJib,
TMOpaT MJIM COJIbBAT BBOOAT BO BpeMsa BTOPOTO IOANepHoma B
KOJIMYEeCTRBEe, D2KBUBAJIEHTHOM 1 MI' coeamHeHMs 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMA IIePBHM BPEeMeHHOW IIepMrol
BKJIOUAET TpU I[OANepuoma; IepBHM IIOONEepMOOd COCTaBJsgeT 3 CYTOK;
coeIMHeHMVe 1 WM eTo (QapMalleBTHMUeCKM IpMeMJIeMyl COJIb, THUAPaT WK
coJIbBaT BBOOAT BO BpeMda IIepBOTO IOANepuoda B  KOJIMUECTBe,
SKBUBaJieHTHOM 0,25 Mr coemmMHeHMsa 1; BTOPOM MIOIOMNEPMOI COCTaBJIAET
4 CyTOK; coeluMHeHMe 1 MM eTro OQapMalleBTUUECKM I[IpMeMIeMyld COJib,
TMOpaT MM COJIbBAT BBOOAT BO BpeMsa BTOPOIO IOHONepHoma B
KoJIMuecTBe, DKBUBajJieHTHOM 0,35 MI' coenuHeHMs 1; TpeTu¥ IOOIEPUOIN
cocTaBJgeT 7 CYTOK; WM coemuHeHme 1 wmiIm ero dapMaleBTUUECKU
OpueMIIeMyl COJIb, I'MIpaT WJIM COJIbBAT BBOOAT BO BpeMi TpPeTbeTro
nonnepmona B KOJMUECTBe, 5»KBUBaJieHTHoM 0,5 M coemmHeHUs 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS IIePBHM BPEeMEeHHOWV I1epuol
BRJIOUAET TPpM I[IOONepuOona; IepPBHM IIOONEePMOI COCTaBJigseT 3 CYTOK;
coeIMHeHVe 1 WM eT'o (papMalleBTHUUECKM IpHeMJIeMyld COJIb, TUIpaT WK
coJIbBaAT BBOIOAT BO BpeMsa IIepBOTO IOONepuoma B KOJIMUECTBe,
SKBUBaJleHTHOM 0,25 M coemuHeHMsS 1; BTOPOM IIOIANEePMOI COCTaBJIAeT
4 CcyToOK; coeIuHeHMe 1 mIM eTro ¢QapMalleBTUUECKM IIpUMeMIIeMyld COoJib,
TUMOpaT MJIM COJIbBAT BBOIOAT BO BpeMs BTOPOTO IOONepHoma B
KoJIMuecTBe, DSKBUBajleHTHoM 0,5 M coemuHeHMsa 1; TpeTu¥ HOIOIePUOI
cocTaBJageT 7 CYTOK; U coemIMHeHMe 1 wmiImM ero dapMalleBTUUECKU
opueMIeMyl COJIb, I'MIPpaT WJIM COJIbEBAT BBOOAT BO BpeMsS TpPeThLero
monneprola B KOJMUECTBE, SKBUBAJEHTHOM 1 MI' coenmHeHUs 1.

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMS IIePBHM BPeMeHHOW IIepuoln
BKJIOUAET TpU [OONepuomda; IepBHM IIOOINEepMOO COCTaBJisgeT 3 CYTOK;
coemuHeHVe 1 WM eT'0 (papMalleBTHUECKM IpHeMJIeMyld COJIb, THUIpaT WK
coJibBaT BBOIOAT BO BpeMda IIepBOTO IOANepuoda B KOJIMUECTBe,
SKBUBaJeHTHOM 0,35 Mr coemmuHeHMsa 1; BTOPOM IIOIONepPMOI COCTaBJAeT
4 CcyToOK; coeIuHeHMe 1 MIM eTo OQapMalleBTUUEeCKM IIpMeMIeMyld CoJib,

'mopaT MJin COJIBBAT BBOIOAT BO BpeMA BTOPOTIO Irnoagrieprnoiia B
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KoJIMUecTBe, DSKBMBajleHTHoM 0,5 M coemmMHeHMsa 1; TpeTu¥ OOIOIePUOI
cocTaBJgeT 7 CYTOK; M CcoeauMHeHMe 1 wWIM ero OQapMalleBTUUECKHU
NIpUMEMIIEMYK COJIb, TIMIApaT WJIM COJIbBAT BBOIAT BO BpeMsa TPeTbETO
nonrepmrona B KOJMUECTBe, BKBUMBAJEHTHOM 1 MI' COemMHeHMs 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMA IIePBHM BPeMeHHOW IIepMroln
BKJIIOUAET TpU I[OANepuomda; IepBHM IMIOONEepMOnO cocTaBjsgeT 4 CyToOK;
coenmHeHre 1 MM ero dapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT BBOIOAT BO BpeMsda IIepBOTO IIOAIepMOoOa B  KOJIMUECTBE,
SKBUBaJieHTHOM 0,25 Mr coemmHeHMsa 1; BTOpPOM IIOIAMNEPMOI COCTaBJIAeT
3 CYTOK; coelMHeHMe 1 MM ero OQapMalleBTUUECKU IIpUeMIIEMYI COJIb,
rMgpaT MM COJIbBaAaT BRBOOAT BO BpeMd BTOPOIT'O IIOAIepMOma B
KOJIMUEeCTRBe, DSKBUBajJleHTHoOM 0,35 MI' coelmMHeHMSA 1; TpeTUM HOIOIEPUOL
cocTaBJgeT 7 CYTOK; WM coemuHeHme 1 wmiImM ero dapMaleBTUUECKU
opreMiIeMyl COJIb, IMIOpaT WM COJIbBaT BBOIOAT BO BpeMsa TpeThbeIo
nonrneprona B KOJMYECTBEe, SKBUBaJIeHTHOM 0,5 MI coenuHeHmsa 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS IIePBHM BPEMEeHHOM I1epMon
BRJIOUAET TpPM TIOoIlepuona; IepBHM IIOAINepHOn CcocTaBJsgeT 4 CYyTOK;
coeIMHEeHMVEe 1 WM eTo QapMalleBTHMUYECKM IIpMeMJIEMy COJIb, ITHUAOPAT WK
coJIbBaT BBOIAT BO BpeMsa I[IepBOTO IHOoOIeproma B KOJMUECTBE,
SKBUBaJIeHTHOM 0,25 MI coemuHeHMsS 1; BTOPOM IIOIANEPMOI COCTaBJIAET
3 CyTOK; coeIMHeHMre 1 wmiIM ero ¢QapMalleBTUUEeCKM IIpUueMJIeEMYI COJIb,
TMIpaT WJIM COJbBAaT BBOOAT BO BpeMa BTOpPOTO IOOIepHoma B
KoJIMUeCcTBe, DSKBUBajileHTHoM 0,5 MI' coemuHeHUus 1; TpeTu¥ HOIOIEePUOI
cocTaBJageT 7 CYTOK; UM coeauMHeHMe 1 wWiIM ero OQapMalleBTUUECKU
opreMJIeMyl COJIb, TI'MIpaT WJIM COJIbBAT BBOIOAT BO BpeMa TPeTbeTo
nonrneprona B KOJMUECTBe, BKBUMBAJEHTHOM 1 MI' coemMHeHUsS 1.

B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMS IIePBHM BPeMeHHOW IIepuoln
BKJIOUAET TpU I[NOONepuoma; IepBHM IIOOINEepMOO CcocTaBjisgeT 4 CYyTOK;
coenmMHeHMe 1 MM eTro dapMaleBTUUECKM IIPUEeMIIEMYK COJIb, I'MOPpAT WK
CoJIbBAT BBOIAT BO BpeMsa I[IepBOTO TIOAOINeproOa B  KOJMUECTBE,
sKBUBaJeHTHOM 0,35 M coemmuHeHMsa 1; BTOPOM IMIOIANEepPMOI COCTaBJAeT
3 CYTOK; coelMHeHMVe 1 MM ero ¢QapMalleBTUUYECKM I[IPpUeMJIEMYK COJIb,
TMIpaT WM COJIbBAT BBOOAT BO BpeMd BTOpPOTO IOAOIepHOoma B
KoJIMUecTBe, DSKBUBajleHTHoM 0,5 M coemuHeHMsa 1; TpeTu¥ OOIOIePUOI
cocTaBJgeT 7 CYTOK; M CcoeauMHeHMe 1 wWIM ero QapMalleBTUUECKHU

InprneMiieMyrn COJIb, I'mopaT™ WJIM COJIEBaT BBOIOAT BO BpeMA TpeTbeI'o
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nonrnepmrona B KOJMUECTBe, BKBMBAJEHTHOM 1 MI' COemMHeHUs 1.

B HeKOTOPHX BapMaHTax OCYIeCTBJIeHMA IIePBHM BPeMeHHOW IIepuoln
BKJIOUAET TpU I[IOAONepuomda; IepBHM IIOONEepMOO COCTaBJjsgseT 7 CYTOK;
coenmHeHre 1 maIM ero ¢apMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIBBAT BBOIOAT BO BpeMsa IIepBOTO IIOAOINepMOoOa B  KOJMUYECTBE,
SKBUBaJeHTHOM 0,25 Mr coemmHeHMsa 1; BTOPOM IIOIONEpPMOI COCTaBJIAeT
7 CYTOK; cCcoelMHeHMVe 1 MM ero OQapMalleBTUUYECKM IIPUEMIIEMYK COJIb,
rMgpaT WM COJIbBaAaT BBOOAT BO BpeMd BTOPOT'O IIOAOIepMOoma B
KOJIMUYeCcTBe, DSkKBUBajieHTHoOM 0,35 MI coelmMHeHMSa 1; TpeTuUM HOIOIEPUOI
cocTaBjgeT 7/ CYTOK; M coemuHeHuMe 1 wmim ero odapMalleBTUUeCKU
opreMiIeMyl COJIb, TIHMIOpaT WM COJIbBAT BBOIOAT BO BpeMsa TpPeTbeIo
nonrepmuona B KOJMUEeCTBe, 5BKBUBaJieHTHoM 0,5 MI' coemmHeHMsa 1.

B HeKOTOPHX BapraHTax OCYIEeCTBJIEHUS IIePBHM BPEMEeHHOM I1epMon
BRJIOUAET TpPM IOoIlepuona; IepBHM IIOANepHOn CcocTaBJseT 7 CYTOK;
coeIMHeHMVe 1 WM eTo (QapMalleBTHUUYEeCKM IpMeMJIeMyl COJIb, ITHUAOPAT WK
coJIbBaT BBOIOAT BO BpeMda IIepBOTO IIOOIepMoZa B  KOJIMUECTBE,
sKBUBaJleHTHOM 0,25 Mr coemmuHeHmMsa 1; BTOPOM IIOIONEPHON COCTaBJISAET
7 CcyTOK; coenMHeHMe 1 wmIu ero ¢QapMaleBTUUECKM IIpMeMIIeMyl COJIb,
TMIpaT WM COJIbBAT BBOOAT BO BpeMsa BTOpPOTO IHOoOIepuoma B
KoJIMUeCcTBe, DSKBUBajleHTHoM 0,5 MI' coemuHeHMs 1; TpeTu¥ MIOIOIEePUOI
cocTaBJageT 7 CYTOK; UM coemuMHeHMe 1 wWiIM ero QapMalleBTUUEeCKU
opreMiIeMyl COJIb, TI'MOIpaT WJIM COJIbBAT BBOIOAT BO BpeMa TpPeThbeIo
monrneprona B KOJMUECTBe, BKBUMBAJEHTHOM 1 MI' coemMHeHMS 1.

B HeKOTOPHIX BapMaHTax OCYIEeCTBJIEHUS IIePBHM BPEeMeHHOW IIepuol
BKJIOUAET TpU I[OONepuoma; IepBHM IIOONEePMOO COoCTaBJisgeT 7 CYTOK;
coenmHeHMe 1 MM eTro dapMaleBTUUECKM IIPMEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT BBOIAT BO BpeMsa I[IepBOTO TIOAOINeproOa B KOJMUECTBE,
sKBUBaJieHTHOM 0,35 M coemuHeHMsa 1; BTOPOM IIOIANePMOI COCTaBJIAeT
7 CYTOK; coelVMHeHMe 1 MM ero ¢QapMalleBTUUYECKM I[IpUeMJIEMYK COJIb,
TMpaT WM COJIbBAT BBOIOAT BO BpeMa BTOpPOTO IIOAOIepHOoma B
KoJIMuecTBe, DSKBUBajleHTHoM 0,5 M coemuHeHusa 1; TpeTu¥ HOIOIePUOI
cocTaBJgeT 7 CYTOK; M CcoeauMHeHMe 1 wWIM ero QapMalleBTUUECKU
IpMeMJIeEMyK COJIb, TIMIApaT WJIM COJIbBAT BBOIAT BO BpeMa TPEeTbLETO
nmonrneprona B KOJMUECTBe, BKBUMBAJEHTHOM 1 MI' COemMHeHMs 1.

B HekKOTOPEHIX BapMaHTax OCYmMEeCTBJeHMS COeIMHeHMe 1 WJIM eTo

(l)apMaU,eBTMT{eCKM IIprmeMIeMy COJIb, ropaT MJIin COoJiBEBaT BBOIOAT
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[IepopalitHO .

B HekKOTOpPEHIX EBapMaHTax OCYIMEeCTBJIEHMS COeIMHeHMe 1 WM eTo
bapMalleBTUUECKM IIpMeMIIeMasd COJIb, IMIPaT WJIM COJIBBAT QOPMYJIHPYIT
B BHUIe KalCyJH WIn TabJeTKH, IoOXOomAmey OJa IIepopallbHOTO
BBeIeHHue.

B HeKOTOpPHX EBapMaHTax OCYIEeCTBJIeHUd COeIMHeHMe 1 WM eTro
bapMalleBTUUECKM IIpMeMJIeMas COJIb, I'MIOpaT WM COJIbBBAT IIPencTaBJISgEeT
cobom coermMHeHMVe 1 MM eTro papMalleBTUUECKM IIpMeMIIeMyld COJIb.

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIeHUA COeOMHeHMe 1 WM eTro
bapMalleBTUUECKM IIpUeMJIeMas COJIb, I'MOpaT WJIM COJIbBaT, BHOpaH U3:

- coeIomHeHUe 1;

- KaJIbLIMeBOM COJIM COeIMHEeHMuSa 1; U

L-apTMHMHOBOM COJM coeluHeHusd 1.

B HeKOTOPHX BapuaHTax OCyMeCTBJIEHUS CoeOMHeHNe 1 WM ero
bapMalleBTHMUeCKM IIpUeMIIeMas COJIb, IMAIpaT WM COJIbBaT MIPeICTaBJISeT
coboy L-apI'MHMHOBYI COJIb coenuHeHMs 1.

B HeKOTOPHX BapuaHTax OCyMeCTBJIEHUS COeOMHeHMNe 1 WM ero
bapmalleBTHMUECKM IIpMeMieMas COJIb, THUIAPAaT MJIM COJIbBAT HaXOIUTCS B
Be3BOIHOM, HeCOoJILBaTUPOBAHHOM KPpUCTaJlINUYeCcKOoM bopwme L-
APTMHMHOBOM COJIM CcoenmHeHus 1.

B HEeKOTOPHX BapMaHTaxX OCYMeCTBJIEHUS COeIVHeHVe 1 WJIM eTo
bapMalleBTMUECKNY  IIpreMJIeMas COJIb, TUIPaT WJIM  HAXOIUTCH B
B8e3BONHOM, HECOJLBATUPOBAHHOM KPUCTAJJIMUECKOV OGopMe COoeIVHEeHMUS
1.

B HEKOTOPHX BapraHTax OCYIMEeCTBJIEHUS WHIVMBUAYYM HealeKBaTHO
pearmpoBall, YTpauuBalJl peakliuio WJIM He IIepeHOCUJI IO MeHbIeM Mepe

OOHO CpPencTs, BHOpaHHOE M3 IIepOopalibHEX  bS-aMMHOCaJIMUMJIaTOE,

KOPTUKOCTEPOUIOB, WMMYyHOCYIIPECCOPHEX CPelCTB, aHTaroHucToB TNFo
Y aHTAaTOHUCTOBR MHTeTPprHA.

B HEKOTOPHX BapraHTax OCYMeCTBJIEHUS Yy WHIMBUIYYMa BHSBIIAINU
B TeueHMe IIpellecTByLIeTro IIeprola IPOAOJIXMTEJILHOCTRI 3 Mecdlla
HealleKBATHY peaklMo, YTpaTy peakKUMio WIM HEeNepPeHOCHMMOCTE IIO
MeHBLIIeW Mepe OOHOTO CpellCTBa, BHOPAHHOTO U3 IepopalIbHHEX 5-

aMrMHOCaJIMIMJIiaToB, KOPTHMKOCTEepOMIoB, VIMMYHOCYIIPECCOPHEX CpencCTsB,

AHTATOHUCTOB TNEFo " AHTAT'OHUCTOB MHTEeTPUHA . B HEKOTOPHX
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BapMaHTax OCYIleCTRBJIEHU I N4 VHIOIVMBUOYYMa BEIABJIAJIN B TeueHue
[IpeluecTByKRIer O epuona IIPOOOJIKUTEJIEHOCTEIO 6 MeCcAdlleR
HealleKBaTHYKD peaklUuwon, yTpaTy peaklMion WIM HeIIepeHOCUMMOCTE IIO
MeHbIle Mepe OIOHOTO CpPenOcTBa, BHOPaHHOTO M3 IIepopaJibHEX 5-
aMMHOCAJMUIMIIATOB, KOPTUKOCTEPOUIOOB, UMMMYHOCYIIPECCOPHEX CPpeICcTsB,
AHTaTOHMCTOB TNFo u AHTaTrOHMCTOB MHTEeTPUHA . B HEKOTOPHX
BapraHTax OCYIleCTBJIEHN I N4 VHIOIVMBUOYYMa BEIABJIAIIN B TeueHue
[IpelecTBYKIeT O epuona INIPOOOJIXUTEJIEHOCTEIO 9 MecAdlleR
HealleKBaTHYID peakluio, yTpaTy peakUMion WIKM HeIepeHOCUMMOCTE IIO
MeHBIIeM Mepe OIOHOTO CpPpencTBa, BHOPaHHOTO M3 IIepOopaJibHHEX 5-
aMMHOCAJIMUIMIIATOB, KOPTUKOCTEPOUIOB, UMMMYHOCYIIPECCOPHEX CPeInCcTB,
aHTarOHMUCTOB TNFo n AHTar'OHMUCTOB MHTeTpPMHAa . B HEeKOTOPHX
BapraHTax OCYyIleCTRJIEHUA N4 MHIOIVBUIOYYyMa BEIABJIAIIN B TeueHue
OpenmecTRYyKRMero Ieprona MOPONOJIXKMTEJILHOCTRI 1 TOX HealdeKBaTHY
peaklMio, YyTpaTy peakKluMio WJIM HeNepeHOCUMMOCTL I[IO MeHblleM Mepe

OOHOIT'O CpelCTBa, BH@paHHOPO 3 TI1epOpaJIbHEX 5-aMMHOCAJIULUNMIIATOB,

KOPTUKOCTEPOULOB, MMMYHOCYIIPECCOPHEIX CpencTB, aHTaroHucTtoB TNFo
M aHTATr'OHMCTOB MHTEI'PMHa. B HEKOTOPHX BapMaHTax OCYIIECTBJIEHUS VY
MHINBUOYYMa BHIABJIAJIN B TeueHue rpenuecTBYKIETO repuona
IPOOOJIXKUTEJIEHOCTEID 2 ToIa HealeKBaTHYK peakKLubn, yTpaTy peakluio
MM HeIepeHOCUMMOCTEL II0 MeHblel Mepe OOHOTO CPencTBa, BHOPaHHOTO
nus3 repopaJlibHEIX 5-aMMHOCAaJIMUIMIIATOR, KOPTUKOCTEPOULOB,
MMMYHOCYIIPECCOPHEIX CPencTs, aHTaroHmucTor TNFO M aHTArrOHUCTOB
MHTeTrpMHa. B HEeKOTOPHX BapMaHTax OCyIeCTBJIeHUA Y MHIOIUBUIYYMAa
BHABJIAJIM B TeUeHMe IMIPedmeCTBYKIMEero IIeprola NIPOOOJIKUTEJILHOCTRI 3
JeT HealeKBaTHYKR peaklUuMio, YyTpaTy peakKlUMn WM HEeIepeHOCUMMOCTHE II0
MeHbllel Mepe OOHOTO CPenOcTBa, BHOPaAaHHOTO U3 IIepopalJibHEX 5-
aMMHOCAJMUIMIIATOB, KOPTUKOCTEPOUIOOB, UMMMYHOCYIIPECCOPHEX CpeIncTs,
AHTAT'OHUCTOB TNFo n AHTAT'OHMUCTOB MHTEeTPUHA . B HEKOTOPHX
BapMaHTax OCYyIeCTBJIEHU S N MHIOIVNBUOYYMa BHISABJISAJIN B TeueHne
IpedIecTBYKIETo IIepuola NPOOOJIKUTEIBEHOCTE 4 JIeT HealeKBaTHYD
peakuuio, YTpaTy peakluuio WIM HelepeHOCUMMOCTEL I[IO MeHbIel Mepe
OOHOTO CpencTBa, BHOPaAHHOTO W3 IIepPOpPalIbHEIX b5—-aMMHOCAaJMIIMIIATOB,
KOPTUKOCTEPOUIOB, MMMYyHOCYIIPECCOPHEIX CpencTB, aHTaroHucToB TNFo

M aHTar'OHMCTORBR WMHTEI'DMHA. B HeKOTOPEIX BapMaHTaX OCYmMeCTBIJICHMA VY
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VMHIVNBUOYYMa BHIABJIAJIN B TeueHUe npenmecTBYRIETO nepuona
IPOOOJIKUTEJILHOCTBID 5 JIeT HealeKBaTHYK pPeakKlMo, VYTpaTy peaKlMo
WM HelNepeHOCHMMOCTL IIO0 MeHBIEeM Mepe OIHOTO CpeICTBa, BHOPaHHOTO
ns lepopaJlibHEX S5-aMMHOCaIMUMUIIaTOB, KOPTUKOCTEPOULOB,
VMMYyHOCYIIPECCOPHEIX CpPencTB, aHTaroHucToB TNFo ¥ aHTaAaT'OHMCTOB
MHTeTIpPrHA .

B HeKOTOpHX BapMaHTax OCYIMEeCTBJIeHUS MHIOVWBUOYYMY  TakXe
BBOOAT TepalleBTUUECKY 03y IIepOopalibHOT'O coelrHeHMd L5-ASA.

B HeKOTOpHX BapMaHTax OCYIMEeCTBJIeHUS MHIOVWBUOYYMY  TakxXe
BBOOAT TepalleBTUUECKYI 0o3y nepopaljibHOM KOPTUKOCTEPOUIOHOM
TepalMM. B HEeKOTOPHX BapMaHTax OCYIMECTBJIEHMA KOPTUKOCTEPOUXD
IpencraBjsgeT cobol TINpeIHM3O0H, HalpuMep, OpelHM30H B mHo3e <20
MT'/CYTKM WJIM SKBUBAJIEHTHHM CTEepoMI. B HEKOTOPHEIX BapuaHTax

OCYyImeCTBJIECHNA KOpTHUKOCTepOonng IIpencCTapJjideT cobon OyIoe30HUI,

HanpyMep, B no3e <9 MI'/CYTKM MJIU SKBUBAJIEHTHHEM CTEpPOUI.

B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS WHAOVMBUIYYMY  TaKxXe
BBOOAT TepaleBTUUECKYID O3y MMMYyHOCYIIPEeCCHUPYIero cpelcTBa. B
HEeKOTOPHX BapraHTax OCYIEeCTBJIEHMS MHIOMBUIYYMY  Takke  BBOOAT
TepaleBTUUYECKYIO 0o3Yy asaTHUOoNPUHA . B HEeKOTOPHX BapMuaHTax
OCVYIIECTRJIEHUS MHIMBUIOYYMY Takke BBOOAT TepaleBTUUECKYD O3y 6-
MepKalToIypKrHa .

B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUMI MHIOMBUIYYMY  TakKxe
BBOOAT TepaleBTUUECKYD HO3Y IIPpOoBMOTMKa. B HEKOTOPHX BapMaHTax
OCYIIECTRJIEHNS MHIUMBMOYYMY TakXe BBOOAT TepaleBTUUECKYD OO3Y
Culturelle. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS MWHIUBUIYYMY
TaKXe BBOOAT TepaleBTHUUECKYI HOO3Y Saccharomyces boulardii.

B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS MHIOMBUIYYMY  TakKxe
BBOOAT TepaleBTUUYECKYD TO3Y  IPOTHUBOIMAPEMHOTO CcpeICcTBa. B
HEKOTOPHX BapraHTax OCYIEeCTBJIEHMS MHIOMBUIYYMY TakKke  BBOOAT
TepaleBTUUYECKYIO o3y JonepaMm1ia . B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHMS MHIOUMBMIOYYMY TakKXe BBOOAT TepaleBTUUECKYD OO3Y
IMPEeHOKCHIIaTa C aTPOIIMHOM.

BRUIO TIOKa3aHO, UYTO aTOHUCTH pellenTopa S1P, ofJjajanmue
aKTMBHOCTLI aTOHMCTa B OTHOWEHMM pellenTopa S1P;, OHCTPO H

O@paTMMO VMHOYLINMPYRT J'H/IM(]_)OHGHMIO (Taxkxe ob0O3BHaAUYaeMyKw KaK CHMXeHMEe
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uycia JuMOoOUMTOB B IHepubepuueckon kpoBum (PLL); Hale et al.,
Bioorg. Med. Chem. Lett., 14:3351-3355, 2004). 35T0 MOpPOABIAEeTCH
KaK KJMHMUECKM IIPpUIOIOHAasA MUMMYyHOCYIIPEeCCUs BCJIeOCTBME CeKBeCcTpaluM
T- ¥ B-KJeTOK BO BTOPMYHOM JMMOOMIHOM TKaHM (ImuMboy3Jax U
IeVepOBHX OJAmKax) ¥, TakuMmM o0pa30M, 3a MCKIKUEeHMEeM YUYaCTKOB
BOCIIaJIeHMSa W TpaHCILIaHTaToB opraHoB (Rosen et al., Immunol.
Rev., 195:160-177, 2003; Schwab et al., Nature Immunol., 8:1295-
1301, 2007) . [TojmarawT, uTO Takafg CcekBecTpaluua  JUMOOLIUTOER,
HallpUMep, B JauMboy3IIax ABJIAETCHA CJIeOCTBMEM  COIIYTCTBYKILEIO
BHI3EIBAEMOT'O al'OHMCTOM QYHKLMOHAJILHOT'O aHTal'OHKM3Ma pelentTopa S1P;
Ha T-xJjeTKM (IpM KOTOPOM CIOCOBOHOCTH S1P MOOMIM30BaTH BHXON T-
KJIETOK U3 JUMOOY3JIOB HABJILETCS IIOHMWXEHHOM) M YCTOMUMBOIO aTl'OHM3MA
peuenTtopa S1P; Ha SHOOTeJ MM JMUMOOY3JIOB (Takol kak OapbepHas
OyHKUMSA, OPOTMBOCTOAMANA TpaHCMUTIpaUMD JUMOOLUMTOB, yBeJIUUMBaAeTCHd)
(Matloubian et al., Nature, 427:355-360, 2004; Baumruker et al.,
Expert Opin. Investig. Drugs, 16:283-289, 2007). OnyBJmMKoOBaHO,
YTO OOHOTO aloHM3Ma pelenTopa S1Pl  mocTaTOUYHO IJIA  IIOJIyUYeHUA
CekBecTpalum JIMMPOLIMTOB (Sanna et al., J. Biol. Chemnm.,
279:13839-13848, 2004), wm uYTo BTO HOpoMcxoauT ©Oe3 HapylleHus
VMMYHHEIX OTBETOB Ha CUCTeMHyl MuHbOekuuio (Brinkmann et al.,
Transplantation, 72:764-769, 2001; Brinkmann et al., Transplant.
Proc., 33:530-531, 2001).

TakoM arOHM3M SHOOTEJMAJILHEX pelenTopoB S1P1 wurpaer 0O6oJee
BHPAXEHHYI POJIE B CONEMCTBMM TMOIOOepXaHMsa LIeJIOCTHOCTM COCYIOB,
uTo [IOOTBEPXOAETCSA paboTon C y4yacTuM  pelelnTopa S1P1 B
1IeJJOCTHOCTM KalMJIJIAPOB B KOXe U JIeTKoM MemeM (Sanna et al., Nat.
Chem. Biol., 2:434-441, 2000) . IJeJIJoOCTHOCTE COCYIOB MOXeT
HapyllaTbCsa B pe3yJibTaTe BOCIAJMTEJIBHEX IIPOLeCCOB, HalpuMep, Kak
MOXeT MNPOMCXOOWTL B pes3yJIbTaTe CelcHuca, OOMMPHOM TpPaBMH U
XUPYPTUUECKOW olepalluMy, TakyuM o6pa30oM, UYTO OPUBOIUT K OCTPOMY
[IOBPEeXOEeHNID JIeTKMX WM pPecCIVNpaTOpHOMYy OUCTPeCC—-CUHIpOMY (Johan

Groeneveld, Vascul. Pharmacol., 39:247-256, 2003).

WImoc Tpa TUBHEM aTOHUCT pelenTopa S1p, oBJamanmui
ATOHMCTUUECKON AKTUMBHOCTLIO B OTHOIMEHUN pelenTopa S1Pq,
npencraejgaeT codom FTY720 (puHTOJIMMOD) , MMMYHOCYIIpeCCHUpyrIlee

CpeICTBO, KOTOpOe IMIPOoIJIO KIMHMUeCKMe MCIOETaHusa (Martini et al.,
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Expert Opin. Investig. Drugs, 16:505-518, 2007) w HelaBHO
TIOJIYUMJIIO onmobpeHune FDA oJid JleueHnd MHIOINBUIYYMOB C
PELUIVBYPYRIVMMM GOopMaMM pacCesaHHOTO CkJjepos3a (MS) 51njid CHWXKeHUS
YAaCTOTH KJMHUUECKUX OOOCTPpeHMM ¥ IJiA 3aMelJleHMsa HaKOIJIeHUS
drsmMUueckoM Hemeecnoco®HocTu. FTY720 meMcTByeT KakK IIPOJIEKapCcTBO,
koTopoe oGochopunmpyeTcsa Iin vivo; GochopuUIMPOBAHHOE IIPOM3BOLOHOE
opencraByggeT coBoM aroHMCT pelentopor S1P;, S1P3, S1P, m S1Ps (HO
He peuentopa S1P,;) (Chiba, Pharmacology & Therapeutics, 108:308-
319, 2005) . Bruio nokasaHoO, uyro FTY720 OGriIcTpOo UM  0O0paTUMO
MHOyuupyeT JumbponeHuio (Hale et al., Bioorg. Med. Chem. Lett.,
14:3351-3355, 2004). 3270 NPOABJIAETCHA KaK KIMHUUYECKM IIPUTOIHAA
MMMYHOCYIIpeCcCusa  BCJeOCTBUe  CcekKBecTpauuu T- u  B-KJEeTOK BO
BTOPUYHON JIMMOOMIHOM TKaHM (JuMboysJlax U IelepOoBHX OJgmkax) u,
TaKMM oBpasoM, 3a VCKJIOUEHMEM Yy4acCTKOB BOCIIaJIEHU A u
TpaHCIJIaHTaToB opraHoB (Rosen et al., Immunol. Rev., 195:160-
177, 2003; Schwab et al., Nature Immunol., 8:1295-1301, 2007).

B KIMHMUECKMX MCHOHTaHuUAx FTY720 B3HBaJl HeOJaTOIPUATHOE
ABJIEHME (HallpyMep, BpPEeMeHHyl OeCCHMMIITOMHYI OpaluKapIuio), KoTopas
MOXeT OHTb 00yCJIOBJIeHa ero aroHuM3MoM pelentopa S1P; (Budde et
al., J. Am. Soc. Nephrol., 13:1073-1083, 2002; Sanna et al., J.
Biol. Chem., 279:13839-13848, 2004; Ogawa et al., BBRC, 361:621-
628, 2007).

OnyBJIMKOBAaHO, yTo FTY720 oBJjlamaeT TepaleBTUUeCKOM
5bbeKTMBHOCTBID IO  MeHBIIeM  Mepe: Ha  MOIOeJu ayTOVMMYHHOTO
MMOKapIMTa Ha KpHCax ¥ MOIeJM OCTPOTO BMPYCHOTO MMOKapOMTa Ha
mpmax (Kiyabayashi et al., J. Cardiovasc. Pharmacol., 35:410-
416, 2000; Miyamoto et al., J. Am. Coll. Cardiol., 37:1713-1718,
2001); MOmeJiax BOCHaJIUTEJIbBHOT'O 3aboJieBaHMA KMIIeUHMKa aH Melax,
BKJIOUAS KOJUTH (Mizushima et al., Inflamm. Bowel Dis., 10:182-
192, 2004; Deguchi et al., Oncology Reports, 16:699-703, 2006;
Fujii et al., Am. J. Physiol. Gastrointest. Liver Physiol.,
291:G267-G274, 2006; Daniel et al., J. Immunol., 178:2458-24¢68,
2007); wmMoOmesM IIPOTPEeCCUPYRIEer0 Me3aHI'MaJIbHOT'O IpOoJIMGepaTHBHOI'O
TJIoMepyJioHedpMTa Ha Kpocax (Martini et al., Am. J. Physiol. Renal
Physiol., 292:F1761-F1770, 2007) ; MO IO e acTMHL Ha MBIIaX,

OpennojlaranT, YTOo OHa OOYCJIOBJIeHA IIPEeMMYyIIeCTBEHHO PelelTOpOM S1P;
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Ha OCHOBaHMM paboTEH C MCIOJBE30BaHMeM al'OHUCTa pellenropa S1P;
SEW2871 (Idzko et al., J. Clin. Invest., 116:2935-2944, 2006);
MOIOeJM BOCHalleHMSA HOHEXAaTeJIbHHX OYyTelM M MHOYKUIUM TUIepPPeaKTUBHOCTHU
BpoHxXOB Ha MemMax (Sawicka et al., J. Immunol., 171;6206-6214,
2003); MOIeJM aTOoIMUeCKOTO IepmMaTMTa Ha Memax (Kohno et al.,
Biol. Pharm. Bull., 27:1392-1396, 2004); w™Momelu IIOBpexIeHUS,
BHI3EIBAEMOTO  MIleMMeN-penepdy3muen, Ha  MBIIax (Kaudel et al.,
Transplant. Proc., 39:499-502, 2007); w™MoIeJM CHUCTEMHOM KpacCHOM
BOJIUAHKM Ha wMbmax (SLE) (Okazaki et al., J. Rheumatol., 29:707-
716, 2002; Herzinger et al., Am. J. Clin. Dermatol., 8:329-336,
2007); MOmesyigxX pPeBMaTOMIOHOTO apTpuTa Ha Kpecax (Matsuura et al.,
Int. J. Immunopharmacol., 22:323-331, 2000; Matsuura et al.,
Inflamm. Res., 49:404-410, 2000); MomeJM ayTOMMMYHHOTO YBeMTa Ha
Kpricax (Kurose et al., Exp. Eye Res., 70:7-15, 2000); wmomemnax
nvabera I Tuna Ha Memax (Fu et al., Transplantation, 73:1425-
1430, 2002; Maki et al., Transplantation, 74:1684-1686, 2002;
Yang et al., Clinical Immunology, 107:30-35, 2003; Maki et al.,
Transplantation, 79:1051-1055, 2005); wMomeJsaxX aTepoCKJepo3a Ha
vemax (Nofer et al., Circulation, 115:501-508, 2007; Keul et
al., Arterioscler. Thromb. Vasc. Biol., 27:607-613, 2007) ;
MO eJn BOCIaJIUTeJIbHOM peaxkumnun TOJIOBHOTO MO3Ta ocJje
TpaBMaTUUECKOTO IMOBpPEeXOeHMS TOJOBHOTO MoOo3Ta (TBI) Ha KpHCax
(Zhang et al., J. Cell. Mol. Med., 11:307-314, 2007); u MomeJyax
TpaHCIIJIaHTalMOHHOM umeMmMye CcKom BoJie3HU cepnua u peakxkuun
"TpaHCIlaHTaT nOpoTus xo34amHa" (GVHD) Ha wemax (Hwang et al.,
Circulation, 100:1322-1329, 1999; Taylor et al., Blood,
110:3480-3488, 2007) . PesyJIbTaTH in vitro I[IO3BOJILIT

NPenIIoJIOXUTE , uTo FTY720 MOXET oBJylamaTh TepaleBTUYECKOM

50beKTUBHOCTLI0 B OTHOMEHUM CBS3AHHEX C [B-aMMJIOMIOM BOCHAJIMTEJIbHEX
3aboJieBaHuM, BkJOUag 0OoJje3Hb AnblrelMepa (Kaneider et al., FASEB
J., 18:309-311, 2004). OnybimkoraHo, uTo KRP-203, S1P aroHmuUcCT
peuLenTopa, ofJlamalmUi aTOHUCTUUECKOW aKTHMBHOCTBI ON  pPelLenTop
S1Pq, obJjlamaeT TepalleBTUUeCKOM 30PEeKTUBHOCTEB Ha MO e
ayTOMMMYHHOTO MMOKapIMTa Ha kpeHcax (Ogawa et al., BBRC, 361:621-

628, 2007). C wuncHnoJbp30BaHMEM aTl'OHMUCTa pelenrtopa S1P; SEW2871,
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rokasaHo, gTo aTr'OHM3M SHIOOTEeJIMaJIbHEX peLenTopoB S1Py
npenoTBpalaeT IPOBOCHIAJIUTEJIEHEE B3aVMONeVCTBUA
MOHOIMTOB/BHOOTENIMSA B COCYOMCTOM BSHOOTenIMM Ipu nguabere 1 Tumna
(Whetzel et al., Circ. Res., 99:731-739, 2006) m BamMmamnT
COCYIOIMCTVIO CUCTeMY oT OIIOCPEeIOBaHHOTO TNFEo B3aMMOIEVCTBUA
MOHOUMTEL/ sHOnoTesmit  (Bolick et al., Arterioscler. Thromb. Vasc.
Biol., 25:976-981, 2005).

Kpowme TOTO, onyBJIMKOBAHO, UTo FTY720 obJjlamaeT
TepalleBTUUeCKON 50beKTUMBHOCTLIO opu SKCIIEPUMEHTAJIEHOM
ayTOMMMYHHOM 5HIedasoMuennTe (EAE) Yy KpHC M MBIIEM, Ha MOLEJMU
paccedHHOTO CKJlepos3a uYejgoBeka (Brinkmann et al., J. Biol. Chem.,
277:21453-21457, 2002; Fujino et al., J. Pharmacol. Exp. Ther.,
305:70-77, 2003; Webb et al., J. Neuroimmunol., 153:108-121,
2004; Rausch et al., J. Magn. Reson. Imaging, 20:16-24, 2004;
Kataoka et al., Cellular & Molecular Immunology, 2:439-448,
2005; Brinkmann et al., Pharmacology & Therapeutics, 115:84-105,
2007; Baumruker et al., Expert Opin. Investig. Drugs, 16:283-
289, 2007; Balatoni et al., Brain Research Bulletin, 74:307-316,
2007) . Kpome TOTO, OBLIIO BHEIABJIEHO, yTo FTY720 oBJjlamaeT
TepaleBTUUeCKOM 5OOeKTUMBHOCTLID B OTHOMEHUM pacCesaHHOTO CKJepo3a
B KJMHUUECKMX MCIBTAHMAX. B KIMHUUECKUX UCHOHTaHMAX 11  dasw
PeLMOVBYPYRIE-PEMUTTUPYIMETO PaCCEeSHHOTO CKJlepo3a OBJIO BHABJEHO,
gTo FTY720 CHMUXaeT UM CJIO ouaros, OeTeKTUPYEMEBIX
MarHUTOPEe30HAHCHOM BMU3YyaJM3allen (MRI), " AKTUBHOCTDL
KIVMHMUECKOTO IMNPOABJEeHUsS 3abojleBaHMA Yy MHIMBUIYYMOB C paccesHHBM
ckJepo3oMm (Kappos et al., N. Engl. J. Med., 355:1124-1140, 2006;
Martini et al., Expert Opin. Investig. Drugs,, 16:505-518, 2007;
Zzhang et al., Mini-Reviews in Medicinal Chemistry, 7:845-850,
2007; Brinkmann, Pharmacology & Therapeutics, 115:84-105, 2007).
Knuunueckmue wmccjJemoBaHusa 111 pasu FTY720 Ha MHOIMBUIOYYMax C
PELUIVBUPYRIME-PEMUTTUPYOMMM pPacCesHHBEM CKJIEPO30M  ONyOJMKOBAaHH
(Brinkmann, Pharmacology & Therapeutics, 115:84-105, 2007;
Baumruker et al., Expert. Opin. Investig. Drugs,, 16:283-289,
2007; Dev et al., Pharmacology and Therapeutics, 117:77-93,
2008) .
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Takxe OonyoBJIMKOBAHO, uyTo FTY720 of6jagaeT OPOTUBOBUPYCHOMU
AKTMBHOCTBK. KOHKpPETHHE IaHHEE OBUIM TIIPelOCTaBJIEHH B OTHOIMEHUU
MOIEeJIM BUPYC JMMPaAaTHUUECKOTO XOpMOMeHMHIMTa (LCMV) Ha MeINax, IDIe
MEIIEW MHOUUIMPOBAJM NITaMMOM Armstrong wmiIM KJoHOM 13 mTamMMa LCMV
(Premenko-Lanier et al., Nature, 454, 894, 2008).

Bruio ony6amkopaHo, dYuTo FTY720 HapymaeT MUTIPaUMD TeHIPWUTHBIX
KJIETOK, MHOMUMPOBAHHHX Francisella tularensis, B MeIMaCTUHAJLHBIM
JmMbpoy e, TaKMM oBpasz3oM, yMEHbIIa g ero faKkTepualJibHYI
KoJIoOHMBauuin. Francisella tularensis accoumMmMpoBaHa C TyJsSpeMmuen,
SI3BEeHHO—XeJIe3UCTOU MHbeKLUEN, pecnupaToOpHOM MHbeKLMEN n
3abosieBaHueM OpwomHOTO THda (E. Bar-Haim et al., PLoS Pathogens,
4(11): el000211, published 21 November 2008;
info:doi/10.1371/journal.ppat.1000211, 2008).

Taxxe HemaBHO OBLIIO Ony6JIMKOBAHO, uTo KpaTKOBpeMeHHad
BHICOKafd moza FTY720 OHCTPO YyMeHbllaeT MHOMIBLTPATH B IJla3ax IIpu
DKCIIEPUMEHTAJIEHOM ayTOMMMYHHOM YBEOPeTUHUTe. B ciydae BBeIeHUA
Ha pPaHHMX CTalIusax BocHajieHusa T1Jia3 FTY720 OvpCTpPO OpeloTBpallaeT
[IOBPEeXIeHre CeTUuaTKM. DBeJIO OonoyoOJMKOBaHO, dYTOo FTY720 He TOJIBKO
OpenoTBpamaeT MHOMILTPALUNMIO OpIlaHOB-MMIIEHEM, a TaKXe YMeHbIaeT
cymecTBRymyl MHOMIBTpauuio (Raveney et al., Arch. Ophthalmol.,
126 (10), 1390, 2008).

Ony®JMKOBaHO, UTO JeueHue FTY720 ocjadisgeT UMHIYLUUMPOBAHHEM
OBAPUBKTOMMEN OCTEOIIOPO3 VY MHIIEeM I[IyTeM CHMXeHMS uUMcia 3PeJIhx
OCTEeOKJIaCTORB, [IPUKPEIIJIeHHEIX K MIOBEPXHOCTHU KoCcTeM. IaHHHE
IIOOTBEPXIAT, uTo S1P pPeryJIMpoBall MUTPaLMOHHOE IoBenOeHue
IpedmeCcTBEeHHUKOB OCTEOKJIACTOB, IMHAMMUHO PpPelyJupysa MHUHepaJlbHBM
romMeocTas (Ishii et al., Nature, advance online publication, 8
February 2009, doi:10,1038/nature07713).

AToHMBM pelenTopa S1P; ObUI CBS3aH C IIOBHBIEHHOM BHXMBAEMOCTLIO
KJIETOK-TIPEMECTBEHHVKNY  OJIMTI'OEHIOPOILNTOB. BEDKMBaeMOCTE  KJIETOK-—
NIpelneCcTBEHHUKOB OJIMTOOEHIPOLUUTOBR ABJIAETCH HeoOXOOMMEIM
KOMIIOHEHTOM IIpollecCca peMuelMHM3aluu. CUumMTamnT, UYTO PeMUMeJIMHU3ALUN
YY4aCTKOB nopaxeHms npu paccesaHHOM CKJIepO3e CIIoCcOoOCTBYET
BOCCTAHOBJIEHMIO IIOCJIe KJIMHUUECKMX peluuauBoB (Miron et al., Ann.
Neurol., 63:61-71, 2008; Coelho et al., J. Pharmacol. Exp.
Ther., 323:626-635, 2007; Dev et al., Pharmacology and
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Therapeutics, 117:77-93, 2008) . Taxxe OBLIO rIoKasaHo, Le)
peuentop S1P; wurpaeT poJib B MHOYUMPOBAHHOM (QaKTOpPOM poOcCTa
TPOMOOLIUTOR (PDGF) MUTOTEeHe3e KJIETOK-IIPpe e CTBEHHMKOB
onuromeHOpouuToR (Jung et al., Glia, 55:1656-1667, 2007).

Taxkxe oONnyOGJIMKOBaAHO, 4YTO al'OHM3M pelentopa S1P; omnocpenyer
MUTPpaUMl HEWPOHAJIBHEIX CTRBOJIOBEIX KJIETOK B IIOpaXeHHHe 0OO0JIaCTHU
LIeHTPaJlbHOM HepBHOM cucTemel (IHC), BrJoOUasg MOIeJb IIOBpPeXIeHUS
CIIMHHOTO MO3Ta Ha kphcax (Kimura et al., Stem Cells, 25:115-124,
2007) .

AToHM3M pelentopa S1P;  OBJI  BORJIEUEeH B MHIUOMPOBAaHUE
oposinpepalnt KepaTUHOLMTOB (Sauer et al., J. Biol. Chen.,
279:38471-38479, 2004), UTO CoOIJlacyeTcsa C CcoofmeHMAaMM O TOM, UTO
S1P wuHrMOUpyeT HOpoJinbepaluio KepaTuHouMToR (Kim et al., Cell
Signal, 16:89-95, 2004) . Twunepnpoaubpepalus KepaTHMHOLUUTOB Ha
BXOEe B BOJIOCAHYK QOJUIMKYJIYy, KOTOpas MOXeT 3aTeM CTaHOBUTLCHA
3aBJI0KMPOBAHHOM, n acCoUUMpPOBaHHOe BOCIIaJIeHuE ABJIATCA
CYIIECTEBEHHEMNM IIaTOTeHeTUUeCKMMM OGakTopamu akHe (Koreck et al.,
Dermatology, 206:96-105, 2003; Webster, Cutis, 76(2 Suppl):4-7,
2005) .

Bruio onyoOJIMKOBAHO, yTo FTY720 obBJjagaeT TepaleBTUUeCKOM
50beKTUMBHOCTLID IIPM MHIMOMPOBAHUM [IaTOJIOTMUECKOTO aHIMoTeHes3a,
TaKOT'O KakK aHTMOTeHe3, KOTOPHM MOXeT I[IPOUCXOIUTHL IIPU pPa3BUTUU
onyxoJu. IlojaraiT, YTO MHIUOUPOBaHMe aHTMOoTeHesa FTY720 BRJIOUAET
aroHmusMm peuenrtopa S1P; (0o et al., J. Biol. Chem., 282,;9082-9089,
2007; Schmid et al., J. Cell Biochem., 101:259-270, 2007).
Ony®JanMKoBaHoO, uTo FTY720 ob6jamaeT TepaleBTUUECKOM 20OeKTUMBHOCTLIO
B OTHOMEHUM MHIUOUPOBAHUA IIE€PBUUHOTO M MeTacTaTUUIeCcKOTO pocTa
ONIYXOJIM Ha MOIOeJM MeJlaHOME Ha Memax (LaMontagne et al., Cancer
Res., 66:221-231, 2006). Bouio onydbJmMkKoBaHO, uTo FTY720 ob6jgamaeT
TepalleBTUUeCKON 2bbeKTUMBHOCTL Ha MO eJin MeTacTaTUUeCKON
[IeUeHOUHOKJIETOUHOM KapUMHOMH Ha Mbemax (Lee et al., Clin. Cancer
Res., 11:84588466, 2005).

Bruio onyOIIMKOBaHO, UWTO IlepopalibHOe BeeleHue FTY720 wMeImam
50OeKTUEBHO OJIOKUPOBAJIO OTIOCPeOBaHHYID VEGF NIPOHULIAEMOCTE
COCYHOOB, BaXHHM MpOlleCC, CBA3aHHHM C aHTMOTEeHe30M, BOCIAaJIEeHUMeM U

IIaTOJIOTMUYEe CKVYIMM COCTOAHMAMM, TakK KakK CelICuC, T'MIIOKCHMA W POCT
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coympoHoM onyxoymmm (T Sanchez et al., J. Biol. Chem., 278(47),
47281-47290, 2003).

IMKJIOCIIOPUH A n FK506 (MHTMOMTOPH KaJIbLUMHeBPMHA)
OpencTaBJIgT CcoBOoM JIeKapCTBEeHHHE CpelcTBa, MCIOJb3yeMHe JIA
NIPpOPMIIaKTUKM OTTOPXEHMS  TPAHCIUIAHTUMPYEMEIX OpPTaHOB. XOTHA  OHM
ABJIARTCA 5DOPEeKTUBHEIMM B 3aMeIJIeHMM WJIM I[IOHaBJIEHMM OTTOPXEHUS
TPpaHCIJIaHTaTa, M3BECTHO, uTo KJIACCUUYECKME  MMMyHOCYyIIpeccopa,
TakKMe KaK LIUKIOCIOpUH A m FK506, BEBHEHBaT TIKeJBEe HeXeJlaTeJlbHEe
nobouHue 5bbekTH, BKJOUAS HEeDPOTOKCUUHOCTL, HEWPOTOKCUUHOCTL, [-
KJIETOUHYIO TOKCUUYHOCTb n KeJIY DOUHO — KU e UHHIM OMCKOMbOPT.
CymecTByeT HEeyIOBJIETBOPEHHAad NoTPeBHOCTh B oBiacT
TPaHCIJIaHTaluM  Opl'aHOB  MMMyHOCylpeccopa ©06e3 Takux  I[IOOOUHEHX
20dekTOB, KOTOPHM ABJSeTCS 5SOOEeKTUBHHM B KaueCTBe MOHOTepaluu
WY B KOMOMHaALMU C KJAaCCUUYECKMM MMMYyHOCYIIPEeCCOPOM OJISA IIOHaBJIEHUS
MUTpaluun, HalpuMep, pearvpyommux B aJlJIOaHTUI'eHOM T-KJIeTOK B
TPaHCILJIaHTUPOBaAHHYI TKaHb, TaKMM oBpasoM, YIOJIMHA A CPOK
BEIKMBAEMOCTM TpaHCILJIaHTaTa.

Breuio [IOKas3aHo, uTo FTY720 obJjlamaeT TepaleBTUUeCKOM
20PeKTUMBHOCTLID IIPM OTTOPXEHUM TPaHCIJIaHTaTa Kak IIpM MOHOTepaluu,
Tak u nopu CUHEepPIHUUYEeCKOMN KOMOMHAaLUN c KJIaCCHUUYECKMM
VMMYHOCYIIPECCOPOM, BKJIUAad LIMUKJOCHOpMH A, FK506 m RAD (MHIMOMTOP
mTOR) . Bruio rIoKasaHo, yTo, B oTJIMume oT KJIaCCUUEeCKUX
MMMYyHOCYIIPECCOPOER LMKJIOCIOpMHa A, FK506 m RAD, FTY720 of0Jjlamaer
20PeKTUMBHOCTD B OTHOMEHUN YIOJIVMHEeHN S Ccpoka BEIKMBAEMOCTMU
TpaHcIJIaHTaTa 06e3 MHOYKUMKM Oofmel MVMMyHOCYIIpecCuM, U I[oJarawnT,
uTo 2TO paszianune B oelcTBUN JIeKapCTBEHHOTO cpencTrBa
COOTBETCTBYEeT CHUHepIU3My, HabjomaeMoMy OJg kKoMOmHauuy (Brinkmann
et al., Transplant Proc., 33:530-531, 2001; Brinkmann et al.,
Transplantation, 72:764-769, 2001).

Bruto ONIyBJIMKOBAaHO, uTo aTOHU3M pelLenTopa oBbiamaeT
TepaleBTHUUeCKOW 520PeKTHMBHOCTLIO B  OTHOWEHMM YIJMHEeHMSI  CpoKa
BEIKMBAEMOCTM aJIJIOTPAaHCILJIaHTaTa Ha MOIEeJIAX aJJIOTPaHCIJIaHTaTa KOXMU
Ha MBMax ¥ Kpeocax (Lima et al., Transplant Proc., 36:1015-1017,
2004; Yan et al., Bioorg. & Med. Chem. Lett., 16:3679-3683,

2006) . Bmjo onydauMkoBaHo, uYTo FTY720 ofjagaeT TepaleBTUUECKOM
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50PeKTUBHOCTLIO B OTHOIIEHUN YVIJIVHEeHU S Ccpoka BEDKMBAEMOCTHU
aJlJIOTPaHCILJIaHTaTa Ha MoIeJM aJlJIoTpaHCIJIaHTaTa cepllla Ha KpHcax
(Suzuki et al., Transpl. Immunol., 4:252-255, 1996) .bruio
ony®JIMKOBaHO, uTo FTY720 pmelcTBYyeT CHUHEPIMUECKM C LUUKJIOCIOPMHOM
A, VYIOIIVWHAS CPOK BEXMBAEMOCTM aJIJIOTPAaHCIJIaHTaTa KOXM Y  KPHC
(Yanagawa et al., J. Immunol., 160:5493-5499, 1998), @neMcTByeT
CUHEepTHMUYeCKM C LIMKJocHnopmHoM A u c FKb506, YVIJVHASA  CPOK
BHKMBAEMOCTHM  aJIJIOTPAaHCIJIaHTaTa cepnla Yy  KpPHC, “ Oe’icTByeT
CUHEPTHMUYECKM C LMKJIOCIOPMHOM A, YIJVHSAS CPOK  BEXMBAEMOCTHU
aJIJIOTPAaHCILJIaHTAaT [IOUKMU N4 cobaxk u CPOK BEDKMBAEMOCTHU
aJlJIOTPaHCILJIaHTaTa I[IoukM Yy o06e3bsgH  (Chiba et al., Cell Mol.
Biol., 3:11-19, 2006). Bmuio onybamkoBaHo, uTo KRP-203, aTOHUCT
pelenTopa S1Pp obJjiamaeT TepaleBTUUYeCKOM 20PeKTMBHOCTBIO B
OTHOIIEHUM YOJMHEHMSA CpOKa BEXMBAeMOCTM  aJIJIOTPAaHCILJIaHTaTa Ha
MOOENM aJIJIOTPaHCIJIaHTaTa KOXM Ha KpHCaxX M KaK MOHOTepaluM, TaK U
CUHEepTHUUYeCKOM KOMOMHAaLUM C LMKJIOCIIOPMHOM A Ha MOOEJIN

aJlJIoTpaHCcIlJlaHTaTa cepllla Ha Kpecax (Shimizu et al., Circulation,

111:222-229, 2005) . Takxe OBLIIO onyOJIMKOBAHO, UTo KRP-203
oBJlamaeT TepalleBTUUeCKOM 20OEKTUBHOCTELIO B KOMOMHaUUM C
MUKOPEHOJIATOM MOdeTMIIOM (MMF'; [IpOJIeKapCTBOM, ojig KOTOPOTO

AKTMBHEIM MeTaboJIMTOM SABJISEeTCHd MUKOQEHOJIOBaASA KMUCJIOTa, MWHIUOUTOP
OMOCHMHTEe3a IIYPMHOB) B OTHOWEHUM VYIJMHEHUS CpPOKa BBKMBAEMOCTU
aJJIOTPaHCIlJlaHTaTa Ha MOIeJiM aJlJIoOTpaHCIJlaHTaTa IIOUKM Ha KpHCax U
MOIeJ M aJIJIOTpaHCIJlaHTaTa cepllla Ha Kpecax (Suzuki et al., J.
Heart Lung Transplant, 25:302-209, 2006; Fujishiro et al., J.
Heart Lung Transplant, 25:825-833, 2006). OnyOGJamMKOBaHO, UTO
aroHMUCT peuenTopa S1P;, AUY954, B koMOMHALMM C CyOTepaleBTHUUECKOM
oo30M RADOO1 (cepTUKaH/3BEPOJIUMYC, MHTUOUTOP mTOR) MOXeT
YIJIMHATE CPOK BEXMBAEMOCTM aJJIOTPaHCIIaHTaT Ccephlia KpeCH (Pan et
al., Chemistry & Biology, 13:1227-1234, 20006) . BrIJIO
Oy OJIMKOBAHO, YTO Ha MOINeJIM aJUIOTPaHCIJIaHTaTa TOHKOI'O KUIEeUHMKA
Ha KpeHcax FTY720 gpeWcTByeT CHHEPTMUECKM C LMKJIOCIOPMHOM A,
YIOJVMHASA CPOK BEXMBAEMOCTM aJIJIOTPaHCIJIaHTaTa TOHKOI'O KUIIeUHMKAa
(Sakagawa et al., Transpl. Immunol., 13:161-168, 2004). Bruo
onny®JIMKOBaHO, uTo FTY720 ob6jamaeT TepaleBTUUECKOM 20OeKTUMBHOCTLIO

Ha Mo eJIin OCTPOBKOBOI'O TPaHCIlJIaHTaTa Ha  MbIlaXx (Fu et al.,
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Transplantation, 73:1425-1430, 2002; Liu et al., Microsurgery,
27:300-304; 2007) M B MCCJeOOBaHUM C MCIOJIbE30BaHMEM OCTPOBKOBEIX
KJIETOK deJloBeKa IJiAd IONOTBEPXIOEHMSA OTCYTCBUA HeOJIalolIpUATHOTO
BO3OEMCTBMA Ha OQYyHKUIUIO OCTPOBKOBHX KJIETOK UYejioBeka (Truong et
al., American Journal of Transplantation, 7:2031-2038, 2007).

BreuIO OnyOJIMKOBAHO, yTOo FTY720 YMeHEBIIaeT HOLIMILIETITUBHOE
IOBeIeHMEe Ha MOIEJM  HeVpolaTHUdyeCKoM 00K IHOpM  [IOBPeXIeHUU
OTHeJIbLHOT'O Hepka, KOTOpOe He 3aBUCUT OT CHMHTe3a I[IpOoCTalJlaHOMHOB
(O. Costu et al., Journal of Cellular and Molecular Medicine
12(3), 995-1004, 2008).

Beuto ony®OiamkoBaHo, 4YTo FTY720 HapymaeT MHUMIMALMID KOHTAKTHOMN
TUIIePUYYBCTBUTEJILHOCTU (CHS) MEBIIEN . AnanTUBHEM IIepeHocC
VMMYyHV3UPOBAHHEX  KJeTOokK JuMboy3Jja OT  MBIIEN, obpabaTHBaeMbIX
FTY720 BO BpeMa paz3el CeHCcuUbuUImMszaluu, ABJIAJICA  [IPaKTUUECKU
HeCnocoOHEM MHIOYLMPOBaTE oTBeT CHS y peumnmenToB (D. Nakashima
et al., J. Investigative Dermatology (128(12), 2833-2841, 2008).

OnyOJmMKOBaHO, UuTo IpOodUIIaKTUUIECKOE nepopa’jibH BBeleHue
FTY720 (1 w™MD/KI', TpM Ppa3a B HeOeso) IIOJHOCTRID IIpeloTBpalalio
Pa3BUTHE BKCIEPUMEHTAJILHOM ayTOMMMYHHOM TsXeJIoM MuacTeHuu (EAMG)
y wMemel C57BL/6 (T. Kohono et al., Biological & Pharmaceutical
Bulletin, 28(4), 736-739, 2005).

B omHOM M3 BapMaHTOB OCYIECTBJIEHMSA HacTodllee U300peTeHNre
OTHOCUTCS K COeIOMHEeHMAM, KOTOPHE MABJIAITCI alOHUCTaMM pelelnTopa
S1P,, oblamanmyMM CeJIEKTMBHOCTBI B OTHOmMEeHMM pelenTopa S1P;. C
MCIIOJIE30BaHMeM KOMOMHE3OHHOT'O XMMUUECKOI'O IIOoOXoha C MellaMu C
OTCYTCTBMEM pellenTopa S1P, Sanna et al. onmucanu, UYTO YCTOMUMBYIO
fpalIkapOui MHIOYLUUPOBAJIM HeCeJIEeKTUBHEIMM al'OHMCTaMu pellenTopa S1P
Yy MBIIEV OMKOTO THIla, HO OHAa OTCYTCTBOBAaja y Memel S1P3;-/-, Torma
KakK CeJIeKTUMBHEM aToHucCT S1P; He BH3HBaJ Opalukapiuvio. TaKuM
obpaszoM, I[IOOTBepXOawnT, dYTo pelentop S1P3, a He peunenrtop Sl1Pq,
oByciapjuBaJl OpaIMKapInio (Sanna et al., J. Biol. Chem.,
279:13839-13848, 2004). TaxkumMm o60pas3oM, al'OHMUCT pelenropa S1P;
CEeJIEKTUBHHY B OTHOUIEHUM IIO0 MeHbIlel Mepe pellentopa S1P; obilamaer
IperMylleCTBOM I[1O CPaBHEeHUI C CYLNeCTBYKRIVMM B HaCTOdllee BpeMd
BUIOaMM TepalluM B CJIeOCTBUEe YBEeJIMUEHHOI'O TepalleBTUYeCKOI'0 OKHa

HapAamoy C J'IquHeIZ IIePeHOCHMMOCTEIO IIpn BEICOKUMX Jo3ax m, TaKVM
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obpasoM, YyJyudlleHHOV 50OeKTMBHOCTL B KauecTBe Tepaluu. HacTosmee
nz3obpeTeHMe OTHOCUTCH K CcoenuMHeHmo 1 (M ero o¢apMalleBTUUYECKHU
IPpUMEMIIEMEIM  COJISAM, TMopaTaM M CcOoJibBaTam) , KOTOpOoe  ABJISAETCH
aroHMCTOM pelenTopa S1P; M He BHB3HBaAEeT WMJIM 10 CYINECTBY He B3HBaEeT
pamukapIny Yy CaMIOB KpeC Sprague-Dawley® (cm. W02010/011316,
npumMep 9) .

Uccrnenopanue 1 @Qase coeIMHeHMsa 1 [OPpOBOOMJIM C ONHOKpPATHHM
nosupoBaHuem 0,1 wmr, 0,35 mr, 1 Mr, 3 Mr m 5 Mr. CoemmHeHMe 1
BBOIMJIM B BuUIe L—-apI'MHMHOBOM COJIM. BoJje HuU3KkMe nos3el oT 0,1 MI' Oo
3 MI' XOpPOWIO IIePeHOCUJIMCh MHIOUBUAYYMaMM TOJIBKO C He3HauMTeJIbHBMA
HeOJlaT onpua THEMM ABJIEHUAMU, e) KOTOPHEX coobmanm, HamboJiee
pPacrnpoCTpaHeHHEMY  CpelX  KOTOPHX  ABJIAJIUCH T'OJIOBHAa 4 B0JIb u
KOHTAaKTHHM oepMaTUT . 3aBuUCHUMOE oT IOO3BH CHWXEeHUe YaCTOTH
CepIeuHHX COKpalleHra Habjaomaau g Bcex po3 >0,35 MI', OOHAKO He
coofmaJiock © HeOJaToNPUATHHX SABJIEHMAX, CBA3aHHHX C OpaIukapanewn
npu noszax HIIXe, ueM nosa 5 MI'. OrpaHMuMBawIMe oosy
HeBOJIaTONPUATHEE ABJIeHMA HaOmomaiau IIpu »nose 5 Mr, 1me 3 (50%)
VHIVBUOYYMa MCHOHTHBaIM 4 AE OpaIMKapIuM C aTPUOBEHTPUKYJISPHOM
(AV) Byjiokamom IIepBOW WMJIM BTOPOM CTelleHM, UYTO MNIPUMBOIOMIIO K
IpeKpalleHMK IIOBHINEHMSA OO3E. MakKcuMaJlbHasd IIepeHoCuMas Jo3a B
MCCJIeIOBaHMM COCTaBJidaJla 3 MI'. B mMcclIeOoBaHMM He oTMedaju Iubesn
WM Cepbe3HHX HeBJIaTONPUSATHHEX SBJICHUM.

He OBJIO OpYyI'MX KJIMHUMUECKM 3HAUMMEBEIX IOaHHHX O He0e30MlaCHOCTU
B OTHOmMEHMM OCHOBHHEX IIOKa3aTelJleM XulHeOdedTeJlbHoCTM, OKI', TecToB
OYyHKIMM  JIETKUX, OQTaJIbMOCKOIIUMY MM KJIMHUYUECKHMX Jilab®opaTOoOpPHHX
TECTOB 3a MCKJIUEHMEM OXUIOAEMHX (apMakoJOTUUEeCKUux 5HOOeKTOBR Ha
KOJIMUYEeCTBO JMMOOLUTOR B IIepudpepuUuecKoM KpoBU. Jo3upoBaHMe IIpU 3

" 5 MT VMHOYyIMpOBaJIo CHIMXeHNe UyYBCTBUTEJIEHOCTHU K Tose B

afbCoOJIITHOM KOJIMUEeCTRe B-kJjIeTOK, T-KJIETOK, NK KJIIETOK
nepudpeprUuecKromn KPOBU u BCeX TMIOIOIOIYJIALINMN T-KJIEeTOK, 3a
MCKJIIOUEeHNEM KJIETOK TEM. OBmee KOJIMUECTBO JIMMPOLIUTOR
nepubepuueckor kKpoBu  (PBRL) CHMXaJIOCE dYepes 2-4 dYaca IOCJe

OJO3SMPOBaAaHMA, JOCTHTI'ad CaMOI'O HM3KOI'O YPOBHA B dYac 8, KOTOpBIIZ
COXpaHAJICA B TeUeHNe 24 4YacoB C BOCCTAHOBJIEHMEM JO MCXOIHOTO

YPOBHA B TeueHMe Tnociaenywomux 4 cyTok. KommuecTBa PBL CHMXaJIMCh
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Ha ~40% m ~55% npM YypOBHAX IOo3UpoBaHUAa 3 MI' u 5 Mr'. Kilerxkm TEM He
BKCIPECCUPYIT CCR7 M MOTYT PeLUpPKYJIMPOBaThH He3aBUCKMO oT
BKCIPpeCcCun peLenTopa S1P. TaxkmMm obpasoM, 5TU pPesyIbLTaTE
corJjlacywnrcd C OXM T aeMbIMM bapMaroIOVMHaMMUe CKVMA sbbexrTamMu
ATOHUCTOB pelenTtopa S1P B IOOKJIMHMUECKMX MCCJIeOOBaHUAX U Yy JIOOEeN
(Gergely et al., Br J Pharmacol 167(5):1035-1047, 2012; Brossard
et al., Br J Clin Pharmacol 2013 Apr 18. doi:10,1111/bcp.12129.
[Epub ahead of print] PubMed PMID: 23594176, u Kovarik et al., J
Clin Pharmacol 44 (5) :532-537, 2004.)

ATOHUCTH pelenTopa S1P; ABJIGOTCH NPUTIOOHEIMU OJIS JIeUeHUHd WIIU
NpodUIIakKTUKM COCTOSAHMM, T IOe LeJlecOoOOpas3HEM ABJIAeTCH IoOaBJIeHUe
UMMy HHOM CUCTEMEl  WJIHU aTOHU3M  pelelTopa S1P, TaKMUX Kak
3afoJieBaHMa U HapylleHMs, OIOCPeOOBAaHHEM JUMbOUMTaMM, OTTOPXeHUE
TpaHCIJIaHTaTa, ayTOUMMYHHEIE 3abo0JleBaHUA 7 HapylueHus,
BOCIIAJIMTEJIbHEIE 3a00JIeBaHMA UM HapylleHud, W COCTOHAHMA, B OCHOBE
KOTOPEIX JIeXUT OedeKT LEeJIOCTHOCTM COCYINOB, MM KOTOPHEE OTHOCATCH
K TakoOMy aHIMOT'eHe3y, KOTOPHM MOXEeT SABJIATLCSA IIaTOJIOTUUECKUM.

B omHOM M3 BapMaHTOB OCYIECTBJIEHMSA HacTodlee U300peTeHue
OTHOCHUTCSA K COEeIOMHEeHMAM, KOTOPHE MABJIAITCA alOHUCTaMM pelelnTopa
S1P;, ofJjlajapmyMM XOPOomMMM OBmMMMM (U3UUECKUMM CBOMCTBAMU M BUIAMU
BUOJIOTUUECKOM aKTUMBHOCTM U objamawnmuMy 200eKTMBHOCTL, KOTOpasd IO
CymecTBY  ABJISAETCS IO  MeHBIeM  Mepe AKTUMBHOCTBI  COeOMHEeHUM
NpeluecTBYKRILer0  YPOBHSA TexXHMKM C aKTMBHOCTBI B OTHOIEHUN
peuenTtopa S1P;.

ArToHUCTH pelenTopa S1P; 4BJIATCSA NPUIOIOHEMM IJIS JIeUeHUS WU
OpodUIakKTUKM COCTOSHMM, TIOe LejlecooOpas3sHEM SABJISeTCH IMIoOaBJIeHUe
VIMMYHHOM CUCTEMEl  WJINU arOHU3M  pelenropa S1p4, TakMM  Kak
3ab0JIeBaHMAg M HapylleHUsd, OIOCpelOoBaHHEEe JIMMOOUUTaMM, OTTOPXeHUe
TpaHCIJlaHTaTa, ayTOUMMYHHEIE 3a00JIeBaHUA u HapylmeHus,
BOCIIaJIUTEJIEHEIe 3ab0JleBaHMag UM HapylleHUusd (HanmpuMep, OCTPHE WU
XPOHUUECKME BOCHaJIMTEJIbHEE COCTOSHUA), 3JI0KadeCTBEHHAasa OIIyXOJib,
M COCTOSHUM, B OCHOBE KOTOPHX JIeXUT IebeKT I1eJJOCTHOCTM COCYIOB,
MM KOTOPHM CBA3AHH C TaKMM aHTMOTeHe30M, KOTOPHM MOXeT SABJIATLCH
[IaToOJIOTMUEeCKMM (HallpuMep, KaK MOXeT IIPOMCXOOUTE IIPpM BOCIIaJIeHUM,

PasBmUTUMA OITYyXOJIM u aTepOCKHepOBG) . Takue COCTOAHMA, roe



63

eJjiecoofpa3HuM ABJISETCS IIOHAaBJIEHME MMMYHHOM CHCTEMH WMJIM aTl'OHM3M
peuenTtopa S1P,, BxmouanT 3afoJieBaHMSa ¥ HAPYIEeHUSI, OIOCPeIOBaHHHE
JIMMOOLIMTaMUA ; cCoCTOgHUA, B OCHOBE KOTOPEIX JIEXUT nedpexT
II&JIOCTHOCTM  COCYHOB; ayTOMMMYHHEE  3a00JIeBaHMA UM  HapPpyMeHUd;
BOCIIAJIMTEJIbHEEe 3afoJieBaHMA UM HapymeHMs  (HAIpUMEep, OCTpPHe U
XPOHUUECKME BOCHAJMTEJIbHEE COCTOSHMSA); OCTPOe WMIM XPOHMUECKOe
OTTOPXEHME TPAHCIJIAHTATOB KJIETOK,; TKaHeM WIM COJMIHOTO OopIraHa;
ApTPUT, BKJIOUAS IICOPHMATUYECKUM AapPTPUT UM PEeBMATOMIHHIN apTPUT;
nuaber, BrJIoUas guaber I TUa; IeMHMeJIMHM3UpybIee 3adojileBaHue,
BRJIOUAS PaCCesHHHM CKJIepOo3; IIOBPexIeHMe IMIpM uIeMuu-pernepdysumn,
BRJIOUAS IIOBPEeXIeHMe IIpM UIleMuM-penepdy3my IIOUKM U Ccepnula;
BOCIlaJIUTeJIbHOe 3abojieBaHMe KOXM, BKJIOUAas I[Icopras, aTolIuMuecCKuUn
oepMaTuUT UM akKHe; TuleplpojudepaTuBHoe 3aboJieBaHMe KOXM, BKJIIOUAS
akHe; BOCHaJUTeJIbHOe 3aboJieBaHMe KUIeUHMKa, BKJIOUas 0OoJIe3Hb
KpoHa ¥ SA3BEeHHHN KOJMT; CHUCTEMHYI KpPAacCHYK BOJIUAHKY; acTMy;
YBEUT,; MUOKAPIOUT; aJJIepIHuil; aTepOoCKJIepo3; BOCIaJieHrMe TOJIOBHOTO
MO3Ta, BrJUasd O0oJesHb AJblLTedMepa, ¥ BOCIAJIUTEJILHYID pPeakKLuo
TOJIOBHOTO MOB3Ta IIocJe TPpaBMaTUUECKOTO IIOBPEXIeHMSI T'OJIOBHOTO
MO3Ta; AaHKMJIOBUPYIRIMM CIOHOMIJIUT; 3adojleBaHMe LeHTPaJIbHOM HepBHOMU
CHUCTeMEl, BKJOUas IOBpeXIeHMe CIMHHOTO MO3Ta WK lLepedpalibHBI
MHOAPKT; [IAaTOJIOTHMUECKMIM aHTMOTeHe3, BKJoUas TaKoM, KOTOPHIM MOXeT
IPOMCXOOMUTL IIPM POCTe IIePBMUHOM U MeTacTaTUUeCKOM  OIIyxXOJIU;
PEeBMAaTOMIHEY apTpUT,; IMabeTUUeCKyln pPeTMHONATHS, aTepoCKJIepOos;
3JIOKAUECTBEHHYID OIIYXOJIb; XpOoHMUecKoe 3afoJjieBaHMe JIeTKMX; OCTpoe
IIOBPEXIeHNE JEeTKUX ; OCTPEIM pecnmpaTOPHEM OVCTPEeCC—CUHIOPOM;
cerncuc M T.o. KpomMe TOTO, ATOHMCTH pelenropa S1P; ABJIA0OTCH
OPUTOOHEMM OJIS JIeUeHMS MUKPOOHHX MHOEeKUUNM ¥ BUPYCHHX MHOeKIIUNA
nin 3aboJieBaHUM.

B HeKOTOPHX BapMaHTax OCYIIECTBJIEHMI CBA3aHHOE C pPeLelTOpOM

comHro3MH-1-bochaTa nomTuna 1 (S1Py) HapylleHMe  BHOpPaHO US3:
3ab0JIeBaHn A W HapylleHNsd, OTIOCPENOBAHHOTO JIMMPOLMUTaMM,
ayTOMMMYHHOTO 3aboJIeBaHMUA VI HapylmeHus, BOCTIIaJIMTEJILHOTO
3ab0JIeBaHn A W HapyleHNsd, AHKWJIO 3UPYKIMET O CIIOHIWJINTA,

OMIMapHOTO LMppOo3a IIedeHM, 3JI0KaueCTBEHHOM OIyxoJM, I[Icopuasa,
[ICOPMATUUECKOTO apTpuTa, peBMaTOMIHOTO apTpuTa, Ooje3uHu KpoHa,

OTTOPXEHNA TPaHCIIJIaHTaTa, paccedHHOTIO CRJIepO3a, CUCTEeMHOM
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KpaCHOﬁ BOJIYaHKNI, BOCIIQJIMTEJIBHOTI'O 3aboJieBaHuUA KUMIMIe4YHVKa ,

A3IBEeHHOT'O KOJIMTa, onabera 1 Twula, PMHepTOHquCKOﬁ He@pOHaTMM,

TJIOMEPYJIIOCKJIepO3a, IIOBPEeXIeHUd IIPpU UleMUM-pernepdysur Muokapla U
aKHe.
B HeKOTOPHX BapraHTax OCyMeCTBJIeHUS CBA3aHHOE C pelelTopoM

S1P; HapylmeHMe MpelncTaBjgeT cobor 3abojieBaHMe WM HapylleHue,

OloCpenoBaHHOe JIMMpOLIMTaMM .

B HeKOTOpPHX BapMaHTax OCYMEeCTBJIEHMA CBA3aHHOE C PeLelTOpOM
S1P, HapylmeHMe BHOpPaHO M3 MUKPOOHOM MHOeKUMM WM 3aboJiIeBaHUSa U
BUPYCHOM MHbekUUM MU 3aboJjieBaHUA.

B HeKOTOpPHIX BapMaHTax OCYMEeCTBJIEHMA CBA3aHHOE C PeLelTOpOM

S1P; HapylleHVe TIpencTaBjsgseT cobor ayToMMMyHHOoe 3aboJieBaHue WK

HapylueHue .

S1P, HapymeHMe IIPenCTaBJISEeT

B HeKOTOpPEHX BapMaHTax

HapylueHue .

S1P,

S1p,

S1p,

S1p,

S1p,

S1P;

S1P;

S1Ps

S1P;

S1P;

B HEeKOTOPHX BapMaHTax
HapylmeHre IIpelCcTaBJIdAeT
B HeKOTOPEX BapMaHTaXx
HapylieHMre IIpeIlCcTaBJIdAeT
B HeKOTOPEX BapMaHTaXx
HapylieHMre IIpeIlcTaBJIdAeT
B HeKOTOPEX BapMaHTaXx
HapylieHMre IIpelcTaBJIAeT
B HeKOTOPEX BapMaHTaXx
HapylieHre IIpelCcTaBJIAeT
B HeKOTOPEX BapMaHTaXx
HapylieHre IIpelCcTaBJIAEeT
B HeKOTOPEX BapMaHTaXx
HapylieHMre IIpelCcTaBJIAEeT
B HeKOTOPEX BapMaHTaXx
HapylieHMre IIpelCcTaBJIAEeT
B HeKOTOPEX BapMaHTaXx
HapylieHMre IIpelCcTaBJIAEeT
B HeKOTOPEX BapMaHTaXx

HapylieHMre IIpelCcTaBJIAeT

OCymeCTBJIEHMA CBA3aHHOe C pelellITOPOM

coboM BoOCHaluTeJIbHOe 3aboJieBaHMre WU

OCYWECTBJIEHUSA CBS3aHHOE C PelLelTopoM
CcoBOM AaHKMUIJIOBUPYMMUM CIOHIUIIUT .
OCYIMECTBJIEHMA CBS3aHHOE C PellelToOpOoM
cobol OUIMapPHHM LUPPO3 IIeueHN’.
OCYIMECTBJIEHMA CBS3aHHOE C PellelToOpOoM
CcoBOM 3JIOKAUECTBEHHYI OITYXOJIb .
OCYIMEeCTBJIEHMA CBS3aHHOE C PelelTopoM
cobom Tmcopuas.

OCYIMEeCTBJIEHMA CBS3aHHOE C pPellelTopoM
coBoM MCcopUaTUUYeCKU apTPUT.
OCYIMEeCTBJIEHUA CBS3aHHOE C pPellelTopoM
coBoV pPeBMaTOUIHHM apTPUT.
OCYIMEeCTBJIEHUA CBS3aHHOE C pPellelTopoM
cobon BosesHb KpoHa.

OCYIMEeCTBJIEHUA CBS3aHHOE C pPellelTopoM
coBo¥V OTTOpPXeHMe TpaHCIJIaHTaTa.
OCYIMEeCTBJIEHUA CBS3aHHOE C pPellelTopoM
coBoM paccCesHHHM CKJIepO3.
OCYIMEeCTBJIEHUA CBS3aHHOE C pPellelTopoM

coBoM CUCTEeMHYH KPacHY BOJIUAHKY .
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B HeKOTOpPEHX BapMaHTax OCYWeCTBJIEHUS CBA3aHHOE C pPelelTOpOM
S1P, HapylmeHMe TIpencTaBIsgeT CcoO0¥ BOCHaJMTeJIbHOe 3aboJieBaHUE
KkumeuyHuka (IBD) .

B HeKOTOpPEHX BapMaHTax OCYWeCTBJIEHUS CBA3aHHOE C pPelLelTOpOoM
S1P, HapylleHMe MOpeACTaBJIAeT COO00OM SA3BeHHEM KOJUT. B HEeKOTOPHX
BapMaHTax OCYIeCTBJIEHUA CBA3aHHOe C peleldTopoM S1P; HapylleHue
nopeIcTaBJIgeT CoOOM HA3BEHHOTO KOJIMTa C aKTUBHOCTBK OT YyMEpPeHHOU
0O TAXeJIOM. B HEeKOTOPHX BapMaHTax OCYmeCTBJIeHMSA CBA3aHHOe C
pelenTopoM S1P; HapymeHMe IOIpPeacTaBJIgeT CcoOoM HA3BEHHHM KOJUT C
YMEPEHHOM  aKTMBHOCTLIO. B  HeKOTOpHX BapMaHTax OCYIeCTBJIeHUA
CBA3aHHOe C pellenTopoM S1P; HapylleHMe OpencTaBJIgeT CcoOOM S3BeHHHM
KOJIUT C TAXKEJIOV aKTMBHOCTBIO. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS
CBA3aHHOe C pelenTopoM S1P; HapylmeHMe IIpelcTaBJigeT coBOoM S3BeHHBM
KOJIMUT C aKTMBHOCTBID OT JIeTKOM OO YyMepeHHOM. B  HEeKOTOPHX
BapMaHTax OCYyWeCTBJIEHUSA CBA3aHHOe C pelenTopoM S1P; HapylleHUe
IpelcTaBJigeT COOOM SA3BEHHHM KOJUT C JIETKOM aKTUBHOCTLI.

B HEeKOTOPEX BapMaHTax OCYIEeCTBJIEHUA CBA3aHHOE C pPeLelTOpOM
S1P; HapylleHMe IIpencTaBJigeT cobol nmmuabetr I Tula.

B HEKOTOpPEHX BapMaHTax OCYIeCTBJIEHMS CBSA3aHHOE C pPeLelToOpOM
S1P; HapymeHMe OpelcTaBJgeT Cco00¥ TUIEePTOHMUECKYK HedpolaTHo.

B HEKOTOpPEHX BapMaHTax OCYUWeCTBJIEHUS CBSA3aHHOE C pPeLelTOpOM
S1P; HapymeHMe OpelcTaBJgeT Ccof0o¥ TJIOMEpPYJIOCKJIEpO3.

B HEeKOTOpPEX BapMaHTax OCYWeCTBJIEHUS CBSA3aHHOE C pPelLelToOpOM
S1P; HapylleHMe IIpelcTaBJigeT cobo¥ MoBpexIeHMVe IIpY  UIeMUU-—
penepdysun MHMorKapna.

B HEeKOTOpPEHX BapMaHTax OCYWeCTBJIEHUS CBSA3aHHOE C pPelelTOpOoM
S1P, HapymeHMe HOpelcTaBJIgeT CcoOO¥M akKHe.

Taxkxe IpeZoCcTaBJIeHO MucHoJib30BaHMe (R)-2-(7- (4-UMKJIIOIIEHTUII-
3- (TpudTopmMeTmI) BeH3MIIOKCHU) —1,2, 3,4~
TeTpalMIPOLUMKIIONeHTa [b] MHOOoJI-3-1JI) YKCYCHOM’ KM CJIO TH (coenmMHeHUA
1) i ero bdapMaleBTUUECKM [IpMeMJIeMOV  COJIH, rMopaTa WIu
coJibBaTa, KaK OIMCaHO B HacTofAlleM OIMCaHuM, B IIPOMU3BOLCTBE
JIEKAPCTEBEHHOT'O CpelcTBa NOJA JIedeHMS CBA3aHHOT'O C pPelelTopoM
comHTrOo3MH-1-pochaTa 1 nomTHUIa (S1P,) HapymeHWUd, Toe JleueHue
BRJIOUAET Ha3HaueHUe U/ U BBelleHUE HyXIaKnlleMyCH B 25TOM

VHIVIBUIOYYMY CTaHHapTHOﬁ IO 3EI COeIIMHeHMA 1 I eTro
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bapMalleBTUYECKHA npuemIIeMom coJm, TuIgpaTa VI coJibBaTa B
KOJIMYECTBE, DKBUBAJEHTHOM MNPpUOIM3UTEJIBHO OT 1,5 HOpUOIM3UTEIBHO
oo 2,5 Mr coeigmHeHuMsa 1.

Taxkxe TMpenoCTaBJIEHO MCIIOJIb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKM IIpUEeMIJIeMOM  COJIU, TMopaTa WM @ COoJIbBarTa, Kak
OIIMCaHO B HaCTOAMEM OIMCaHMM, B I[IPOU3BOACTBE JIEKAPCTBEHHOTO
CpelCTBa OJIA JIedeHMSa CBHA3aHHOTO C pPeLEeNToOpoM COMHIO3UMH-1l-dochaTa
1 momTuna (S1P;) HapylmeHMS, T'Oe JIeUeHMe BKJIOUAeT Has3HaueHMe u/UIn
BBeleHMe MUHIMBUIOYYMY OIOHOM wWaM O0oJiee I0O3 COeOMHeHMSa 1 WMIM eTo
bapMalleBTUUECKM I[IPMEeMIIeMOV COJIM, TIHuIpaTa WMJIM COJIbBaTa, Kaxdas U3
KOTOPEIX ABJIAeTCA MeHblle CTaHOapTHOM HO3H, B TeUueHMe IIepPBOTO
Ieproma BPEeMeHM, a 3aTeM Hal3HaueHMe /MM BBeIdeHMe HYXIalleMyCsd
B  S2TOM MHIMBUAOYYMY CTaHIAPTHOM HOO3H COeIMHeHMS 1 WM eTro
bapMalleBTUUECKHA npreMiIeMomn coJm, runpaTa VI coJibBaTa B
KOJIMUYECTEE, BKBMBAJEHTHOM MNpUOIM3UTENIBHO OT 1,5 OpubiamM3uTesIbHO
oo 2,5 M coeguMHeHMS 1.

TakXxe IpedoCTaBJIEHO MCIOJIL30BaHMe COeOMHeHMAa 1 WIM ero
bapMalleBTUUECKU npreMiIeMomn coJu, rugpaTa VI coJibBaTa B
IIPOMBBOIACTBE JIeKapCTBEHHOT'O CpencTBa OJs JedeHMS CBSI3aHHOTO C
peuenTopoM comMHIO3MH-1-dpochaTa 1 mnomtuna (S1P;) HapymeHuUsa, IOe
JleueHMre BKJOUaeT Has3HaueHMe U/MIM BBeOeHMe HyXIallleMycd B STOM
MHIVBUOYYMY CTaHIapTHOM IOO3E COeOMHEeHUSA 1 VIV ero
bapMalleBTUUYECKHU IpuemIIeMom coJu, rugpaTa VI coJIbBaTa B
KOJIMYeCTBe, BKBUBAJEHTHOM NOpubin3uTesbHOo oOT 0,5 OpubIM3UTEIBHO
oo 2,5 M coeluMHeHMsa 1, T'Ie MWHIVMBMIYYM HealeKBaTHO pearupoBall,
yTpauMBaJl pPeaKLMio WM CcTpalall HelepeHOCHMMOCTLI II0 MeHLIeM Mepe

OODHOIT'O CpencCTea, BH@paHHOPO 3 TIIepOpallbHEX 5-aMMHOCaJMIINIIaTOB,

KOPTUKOCTEPOUIOOB, WMMYHOCYIIPECCOPHEX CPEeICTB, aHTaroHMCTOoB TNFa
¥ aHTaT'OHMCTOB MHTETPMHA.

Taxkxe TMIpeloCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKM  IpUeMIeMOM coJm, TMIpaTa @ MIn coJbBaTa, B
[IPOMBBOIACTBE JIEKAPCTBEHHOTO CpPencTBa MOJS JeUeHMS CBSI3aHHOTO C
peluenTopoM CcOMHTO3MH-1-dpochaTa 1 mnomTuna (S1Py) HapymeHuUs, TIOe
JleUyeHMe BKJUaAeT HasHaueHre U/WIM BBeIeHMe HyXIallleMycd B 5STOM

VHIVIBUIOYYMY omHOM WM BoJlee o3, KaXoad M3 KOTOPEX ABJIAETCHA
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MeHblle CTaHOapTHOM MHOO3H, B TeueHMe I[IepBOTO IIepMola BpeMeHM, a
3aTeM HaszHaueHMre W/MJIM BBeleHMe HyXIaoleMyCS B DTOM MHIOUBUIYYMY
CTaHOAPTHOM IO3H COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VIV coJibBaTa B KOJIMUECTBE, DKBMBAaJIEHTHOM
npubIn3nuTeEHO oT 0,5 npubamMsmTesIbHO OO 2,5 MI' COeIMHeHMA 1, THOe
VHIOIMBUOYYM HeaIleKBaTHO pearvMpoBall, yTpauMBaJl pPeakKUMK WM CcTpalall
HelepeHOCHMMOCTRID II0 MeHbIleM Mepe OOHOTO CpelcTBa, BHOpPaHHOTO U3
repopaJlibk HEX 5-aMMHOCaIMUIMIIaTOR, KOPTUKOCTEPOULOR,
VMMYHOCYIIPECCOPHEX CpPelCTB, aHTaroHucTorB TNFO ¥ aHTaIl'OHUCTOB
VHTeT'pPMHa .

Takxe IpeloCTaBJIEHO MCIIOJIb30BaHMEe CcoeIMHeHMsa 1 WM ero
bapMalleBTUUECKHA npreMiIeMomn coJm, runopaTa VI coJibBaTa B
IIPOUBBOLCTBE JIEKAPCTBEHHOT'O CpencTBa MOJA JeUeHMda CBI3aHHOTO C
peluenTopoM couHTO3MH-1-pochaTa 1 nomrtuna (S1P;) HapymeHUs, TIe
JleueHMe BKJIOUYaeT Ha3HaueHMe U/WIM BBeleHMe HyXIaonleMyCs B STOM
VHIMBUAOYYMY B COCTOSAHMM HaTOMakK CTaHIapPTHOM MHO3H CcoelIMHeHusS 1
Wi ero ¢apMalleBTUUECKM IIpMeMJIeMOM COJIM, I'MIpaTa WM CoJibBaTa B
KOJIMUeCTBe, BSBKBUBaJIEHTHOM Opubiu3uTesbHO oOT 0,5 OpubiInM3uUTeJIBHO
oo 2,5 Mr coeigmHeHus 1.

Takxe IOpeIoCTaBJIeHO MCIOJb30BaHMEe coeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKHU nIpuemIIeMom coJu, rugpaTa VI coJIbBaTa B
IIPOMBBOIOCTBE JIeKapCTBEHHOT'O CpencTBa OJs JedeHMS CBI3aHHOTO C
pelenTopoM coOMHTO3MH-1-dpochaTa 1 mnomtuna (S1P;) HapymeHuUs, IOe
JleueHKre BKJOUaeT HasHaueHMe U/UIM BBeOeHMe HyXIalleMycd B STOM
VHIVBUOYYMY B COCTOSHMM HaTOmakK OOHOW MM O0o0Jlee 03, Kaxias U3
KOTOPEIX ABJAeTCS MeHblle CcTaHOapTHOW HO3H, B TeueHMe IIepBOTO
Ieproma BpPeMeHM, a 3aTeM Has3HaueHMe U/UIM BBeIdeHMe HYXIalleMyCsd
B BTOM MWHIVMBMIYYMY B COCTOSAHMM  HaToMakK CTaHOapTHOM  OO3H
coemIvHeHusa 1 wWIM ero QapMalleBTHUECKM I[IpUeMJIeMOM CcoJiM, TIuipaTa
WV COJIbBaTa B KOJUUECTBE, BKBUMBAJIEHTHOM MOpubim3mTesbHOo oT 0,5
OPpUOIJIU3BUTEJIELHO OO 2,5 MI' coeOIMHeHMA 1.

Taxkxe MpeloCTaBJIEHO MCIIOJBb30BaHME COeIVMHeHMsa 1 WM eTo
bapMalleBTUUECKM IIpUeMIIeMOM  COJIM, TMIpaTa WM COJIbBaTa, KakK
ONIMCaHO B HaCTOAMEM OINMCaHMM, B I[IPOM3BOIACTBE JIEKAPCTBEHHOTO

cCpelCTBa IOJIAd JIedeHMA CBASAHHOI'O C pelellITOPpOM chomHTO3MH-1—-dochaTa
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1 nonmTuna (S1Pq) HapyleHus, BEIOpaHHOTO ™3: 3aboJjieBaHUAa WU
HapylmeHus, OTIOCPEeIOBaHHOTO JIMMOOLIUTaMI, ayTOMMMYHHOTO

3aboJieraHuAa 2NNz HapyleHn4g, BOCIIAQJIMTEJIEHOT'O 3aboJieBaHuUA I

HapylieHn4d, AHKWMJIO3VPpYKIeIro CIIOHIMJINTa, GMﬂMapHOPO omppos3a
IIedyeHu, 3JI0KauyeCTBEeHHOM OIlyXOoJin, Icopmasa, IICopnaTrnueCKOoIo
aprpepmTta, preBMaTOVMIHOI'O aprpmnTa, OoJie3HU KpoHa, OTTOPXEHNA

TPaHCIIJIaHTaTa, PacCCeSaHHOI'O CKJIepOo3a, CUCTEMHOM KpaCHOMW BOJIUaHKM,
BOCIIAJIMTEJILHOTO 3afoJjileBaHMa KUIIEUHMKA, A3BEHHOT'O KOJIMTa, IOuadeTa
I TUIa, TUIIEePTOHUUYECKON HedpomnaTuu, TJIOMEPYJIOCKIIepO3a,
[IOBPEeXOEeHNA IIpM MJIeMUM-pelnepdysur MrMokKapoa UM akKHe, I'Ie JedeHMe
BRJIOUAET Ha3HaueHUe /U BBeeHMe HyXOaKnlleMyCd B 5TOM
VHIVBULOYYMY CTaHOapTHOM IO 3L COeIVHEHN I 1 NI ero
bapMalLleBTUUECKU IpreMIIeMoM CoJIH, rMopaTa WK coJibBaTa B
KOJIMUECTBE, HSKBUBAJEHTHOM MIPUOJIM3UTEJIEHO OT 1,5 NOpubIM3UTEJIBEHO
no 2,5 Mr coemuHeHusa 1, KakK OIMCAHO B HaCTOAMEM OIMUCAHUM.

Takke IMNpenocTaBJIEHO MCIOJIb30BaHMe coeluHeHuda 1 wmiam  ero
bapMalleBTHMUeCKM [IPUEeMJIEMOM COJM, TIMOpaTa WJIM CcoJibBaTa, Kak
ONMCaHO B HaCTOfAIleM OIMCaHuM, B IIPOM3BOICTBE JIEKAPCTBEHHOTO
cpencrTea OJd JeUYeHMA CBA3aHHOTO C pelelTopoM couHTozMH-1-docharTa
1 nopmTuna (S1P;) HapymeHus, BHOpaHHOT'O u3: 3aboJieBaHUA WU
HapylleHUd, OIIOCPelOBaHHOTO JIMMOOLUTaMH, ayTOMMMYHHOT'O

3aboJIeBaHuUA 2NNz HapyleHMn4g, BOCIIaQJIMTEJIBHOTI'O 3aboJieBaHuUA MJIN

HapymeHns, AHKWJIIO 3UPYIIEeT O CIOHIUIJIUTA, BUIMapHOTO umppos3a
neyeHu, 3JI0OKAUECTBEHHOM OIIYyXOJIU, copuasa, IICOPMATUYECKOTO
apTpuTa, PEBMATOUIHOTO  apTpHUTa, BoJyiesumu  KpoHa, OTTOpPXeHUE

TPaHCIJIaHTaTa, PacCCesaHHOTO CKJIepo3a, CHMCTEMHOM KpPaCHOW BOJIYAHKU,
BOCHAIUTEJILHOTO 3abojleBaHMa KUIeUuHMKa, S3BEHHOTO KoJIUTa, IOuadeTa
I THUIa, TUIIEPTOHUYECKOM HebponaTuu, TJIOMEPYJIOCKJIIEPO3a,
IOBpEeXOeHNS IIPpU UIeMUM-pelepdy3um MMoKapma M akHe, IT'IOe JeueHUe
BKJIOUAET Ha3HaueHMe U/UJIM BBeIeHMe MHIMBUIYYMY COeOuHeHuS 1 uiau
ero GdapMalleBTUUECKM I[IPVEMJIIEMOM COJIM, IMIpaTa WY COJIbBaTa, OIHOU
win 0OoJlee @Hmo3, Kaxmad U3 KOTOPHX ABJISETCHS MeHblle CTaHOapTHOM
OO3H, B TeUeHMe IIepPBOTO IIeprola BPEeMeHM, a 3aTeM Ha3HaueHUe
U/WUIM BBeleHMe HyXIaomeMyCS B STOM MHIMBUOYYMY CTaHIAPTHOM HOSH
coemmMHenusa 1 WM eTo dapMalleBTUUECKM IMIpMUeMJIeMOM COJIM, THuIpaTa

i CoJikaTa B KOJIMYUEeCTBe, OSKBHMBaJIEHTHOM HpM@ﬂMSMTeﬂbHO oT 1,5
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OpUOJIU3UTEJILHO OO 2,5 MI' coelIMHeHMA 1.

Takxe TMpenoCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKM IIpUEeMJIeMOM  COJIM, TMipaTa WM COoJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM OIMCaHMM, B I[IPOM3BOACTBE JIEKAPCTBEHHOTO
CpelCTBa IJiA JieueHMd 3aboJIeBaHMA WJIM HapyYIeHUS, OINOCPEeIOoBaHHOTIO
IMboLMTaMM, TIOe JleueHMe BKJOUaAeT Has3HaueHMe U/UJIM BBeIeHMe
HyXJawnmeMyCa B 5STOM MVHIOVMBUAOYYMY CTAaHOAPTHOM HOO3H coelIVHeHusa 1
UM ero dapMalleBTUUECKM IIpMeMJIeMOM COJIM, TIHuIpaTa WM COJIbBaTa B
KOJIMUECTBE, DKBUBAJEHTHOM IMIPUOIM3UTEJIEHO OT 1,5 HOpUOIMU3UTEIIBHO
oo 2,5 MI' coemMHeHMsa 1, KaK OIIMCaAHO B HacCTOAIleEM OIIMCaHUMU.

Takxe IOpeloCTaBJIEHO MCIIOJb30BaHMEe CcoeIMHeHMsa 1 WM ero
bapMalleBTUUECKHM IIPUEMJIEMOM  COJIU, rugpaTa  WIM @ CcoJibBaTa, Kak
OIIMCaHO B HaCToOdlleM OIMCaHMM, B IIPOM3BOLCTBE JIEKAPCTBEHHOTO
CpeloCTBa IOJIA JieueHUd 3ab0JieBaHMA WM HapylUleHUs, OIOCPeOOoBaHHOTO
JuMbouMTaMM, TIOe JeueHMe BKJOUAeT Ha3HaueHMe U/UIM BBelIeHUe
VHIOUBUOYYMY OIHOM VI BoJiee oos CoenMHEeHus 1 VI ero
bapMmalleBTHMUECKM OpMeMIJIeMOM COJM, I'HMIpaTa WJIM COJIbBaTa, Kaxnoasa U3
KOTOPHIX ABJAeTCHA MeHbIle CTaHIapTHOM HOO3H, B TeueHMe IIepBOTO
Ieproma BpPeMeHM, a 3aTeM HasHaueHMe /MWK BBeIdeHMe HyXIalleMyCcsd
B 5TOM MHOIMBMIYYMY CTAHOAPTHOM HOO3H COEeOMHEeHMS 1 WMJIM eTo
bapmMalleBTUUECKU npuemIIeMom coJu, rugpaTa VI coJibBaTa B
KOJIMUeCTBe, BSKBUBAJEHTHOM NOpUOIM3UTEJIBHO OT 1,5 OpubIM3UTEIBHO
oo 2,5 Mr coeigmHeHus 1.

Taxkxe MIpeloCTaBJIEHO MCIOJb30BaHME CcoeIMHeHMa 1 wWiIM eTo
bapMalleBTUUECKM IIpHUeMIIeMOM  COJIU, TMipaTa WJIM COJIbBaTa, KakK
OIIMCaHO B HaCTOAMEeM OINMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
cpeIncTBa IOJA JeUeHMsa MMKPOOHOM MHOekUMM MM 3adojieBaHUA U
BUPYCHOM VHQEeKIINM VI 3aboJieBaHUA, Toe JedueHme BKJIOUaET
HasHaueHre U/MIXM BBeleHMe HYXIalIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUOIN3UTENIBEHO OT 1,5 npubamMamTesIbHO IO 2,5 MI' coeIMHeHMA 1, Kak
OTIMCaHO B HaCTOAMEM OIMCaHUM.

Taxkxe OpeloCTaBJIEHO MCIIOJbB30BaHME COeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKM IIpUeMIIeMOM  COJIU, TMIpaTa WM COoJIbBarTa, KakK

OIIMCaHO B HacCcToAIeM OIIMCaHNN, B IIPOMSBOOCTEBE JIEKRapCTBEHHOTI'O
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cpeIcTBa IOJA JeueHMa MUKPOOHOM MHOekUMM MM 3abdojieBaHUA U
BUPYCHOM VHQEeKIINN VIV 3aboJieBaHMA, e JieueHme BKJIOUAET
HasHaueHre ¥/MIM BBeIeHMe MHIMBUIYYMY ONHOM MM 0Oojiee HOS3
coeIMHeHMsa 1 WMIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOVM CcoJM, TIuIpaTa
MM COJIbBaTa, KaxXIad M3 KOTOPHX SABJSeTCSd MeHblle CTaHOapTHOM
OO3E, B TeUeHMe IIepBOTO IIepuola BpPEMeHM, a 3aTeM Ha3HaueHUe
U/WMaY BBeleHMe HyXIaomeMyCS B STOM MHIMBUIOYYMY CTaHIAPTHOM HTOSH
coeIMHeHUsa 1 WMIM ero QapMalleBTHUEeCKM I[IpUeMIIeMOM CcOoJM, TIuipaTa
WM COJIbBaTa B KOJMUUECTBE, BKBMBAJIEHTHOM IIpuOIM3UTeJIbHO oT 1,5
OPpUOJIU3UTEJIEHO OO 2,5 MI' coeOMHeHMda 1.

Takxe IOpeloCTaBJIEHO MCIIOJb30BaHMEe CcoeIMHeHMsa 1 WM ero
bapMalleBTUUECKHM IIPUEMJIEMOM  COJIU, rugpaTa  WIM @ CcoJibBaTa, Kak
OIIMCaHO B HaCToOdlleM OIMCaHMM, B IIPOM3BOLCTBE JIEKAPCTBEHHOTO
cpenocTBa IOJg JIeUueHMI ayTOMMMYyHHOT'O 3afoJieBaHUA WM HapylleHMd,
Toe JleueHMe BKJIOUAeT Has3HaueHMe U/WIM BBeleHMe HyXIaoleMyCs B
STOM  MHIOUBUOYYMY CTaHOApPTHOM  OO3H  COeOMHEeHUS 1 VI ero
bapMalleBTUUECKHA npreMiIeMomn coJm, rumpaTa VI coJibBaTa B
KOJIMUECTEE, DKBMBAJIEHTHOM MNIPpUOIM3UTENIBHO OT 1,5 OpubamM3uTesIbHO
oo 2,5 MI' coemmMHeHMs 1, KaK OINMCAHO B HaCTOAMEM OIMCaHUM.

Takxe MIpeIoCTaBJIeHO MCIOJb30BaHMEe coeIMHeHMsa 1 wWiIuM eTo
bapMalleBTUUECKM IIpHUeMIJIeMOM  COJIU, rMipaTa WJIM COJIbBaTa, Kak
OIIMCaHO B HaCTOAmMeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
cpeIcTBa nOJg JIeUueHMd ayTOMMMYyHHOT'O 3afoJieBaHMA WM HapyleHUd,
TOe JleueHMe BKJIOUAeT Ha3HaueHMe M/WIM BBeIeHMe MHIUBUIYYMY OIOHOM
uiam ©6oJlee HO3 coeoMHeHMs 1 WM eTro dapMalleBTUUECKM IpUeMIIeMOM
coJM, TITuUOpaTa WM CoJibBaTa, KaxXIad W3 KOTOPHX ABJAeTCH MeHbIe
CTaHOAPTHOM MHO3H, B TeueHMe IIepBOTO IIepuoIda BpeMeHM, a 3aTeM
HasHaueHre U/MIM BBeleHMe HYXIaloIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUBIMN3UTENIEHO OT 1,5 mpubIM3UTENIBHO OO 2,5 MI' coenmHeHusa 1.

Taxkxe TMpenoCTaBJIEHO MCIIOJb30BaHME COoeIMHeHMsa 1 wWIM eTo
bapMalleBTUUECKHM IIpUeMIIeMOM  COJIM, TMIpaTa WM COJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM OINMCaHMM, B I[IPOM3BOIACTBE JIEKAPCTBEHHOTO
CpelCTBa IJA JIEUEHMS BOCHaJIMTEJNBRHOTO 3aboJieBaHMA WM HapylleHUe,

r'oe JiedeHMe BRJIIUaeT Ha3SHaUeHNe M/I/I.J'H/I BBellcHVe HyXIaKnmeMyCAd B
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5TOM  MHAOMBUOYYMY  CTaHOAapPTHOM  HOO3H  COeOMHEHUS 1 wmm ero
bapMalleBTHUUECKM  IPpUEMIIeMOM’ coiu, TUugpaTa WK coJbBaTa B
KOJIMUECTBE, SKBUBAJIEHTHOM NIpUOIM3UTEJEHO OT 1,5 NOpubIM3UTesIBHO
no 2,5 Mr coemuHeHusa 1, KakK ONMCAHO B HACTOSAMEM ONMCAHUMU.

TakXxe IpeOOCTaBJIEHO MCIOJbL30BaHMe COeOMHeHMsa 1 WMJIM eTro
bapmMalleBTHMUECKM [IPUEMJIEMOM COJIM, TIuIpaTa WIM COJIbBaTa, Kak
OINMCaHO B HacCTodmeM ONMCaHuM, B [IPOM3BONCTBE JIEKAPCTBEHHOTO
cpencTBa nIJd JiedeHUS BOCIaJIMTEJILHOTO 3afojieBaHMA WM HapylleHHue,
THoe JledyeHMe BRJOUAET Ha3HaAUeHUe WU/WUJIM BBeleHMe WHIOUBUIYYMY OIHOM
i 0oJlee HO3 COeOMHeHMsa 1 WM ero GapMalleBTUUYEeCKU I[IpMeMIIeMOoM
coJiv, TITuIpaTa WIM CcoJibBaTa, KaxXnas M3 KOTOPHX SABJSAeTCS MeHbIe
CTaHOapTHOM HO3E, B TeueHMe IIepBOTO Ieprola BpeMeHM, a 3aTeM
HasHaueHMe ¥/MIM BBeIeHMe HyXIalmeMyCcd B STOM MHIUBUIYYMY
CTaHIapTHOM HNO3H coedVHeHMA 1 wiaM ero dapMalleBTUUECKU IpMeMJIeMOM
coJu, ruopaTa NI coJibBaTa B KOJIMUECTBE, 5KBUBAJIEHTHOM
OPpUBIM3UTEJIBHO OT 1,5 nNpubinM3muTesJJbHO OO 2,5 MDY coeluMHeHUd 1.

TakXxe IIpeZOCTaBJIEHO MCIOJbE30BaHMe CcoeOMHeHMda 1 wuiIm ero
bapMalleBTHMUeCKM [IPUEeMJIEMOM COJM, TIMOpaTa WIM CcoJibBaTa, Kak
OINMCaHO B HacCToAmeM OINMCaHuM, B [IPOM3BOINCTBE JIEeKapCTBEHHOTO
cpencTBa @OJsA JledeHMS aHKWUJIO3UPYKIMEeITOo CIHOHOMIMTAa, TIOe JeueHue
BRJIOUAET HaszHaueHNre U/ U BBeIeHUe HyXIallleMy C S B 5TOM
VHIUBUOYYMY CTaHOapTHOM O3 coenuHeHUS 1 WJIIN ero
bapmalleBTHMUECKM  IpUeMIIeMOM’ coiu, TUugpaTa WM coJibBaTa B
KOJIMUEeCTBEe, BKBUBAJEHTHOM MNIpUOIM3UTEJEHO OT 1,5 NOpubin3muTesbHO
no 2,5 Mr coemuHeHusa 1, KakK ONMCAHO B HACTOSAMEM OMNMUCAHUN.

TakXxe MOpeOOCTaBJIEHO MCIOJL30BaHMe CcoeOMHeHrs 1 MIM eTo
bapmalleBTHMUECKM TIPUEMJIEMOW COJIM, TIHuIpaTa WIM COJIbBaTa, Kak
ONMCaHO B HacCToAmeM OINMCaHuM, B [OIPOM3BOINCTEBE JIEKAPCTBEHHOTO
cpencTBa nOJA JIeUueHUMS aHKWUJIO3UPYKMEeTO CHOHOMIIUTAa, TOe JeueHUue
BKJIOUAET Ha3HaAUeHMe U/UIM BBeleHMe WHIVMBUIYYMY OIOHOM UM ©OoJee
0o3 coelIvHeHMsa 1 wWIM ero dpapMalleBTHUECKM I[IpUMeMJIeMOV  COJIM,
TuopaTa WM~ COJIbBaTa, Kaxnmasgs U3 KOTOPHX  ABJISETCS  MeHbIe
CTaHOapTHOW MHO3H, B TeuUueHMe I[IepBOTO Ieprola BpPeMeHM, a 3aTeM
Ha3HauveHVe U/UIM BBeleHMVe  HyXIaomeMyCs B 5STOM MVHIUBUIYYMY
CTaHOapTHOW HOO3H CoeaMHeHMs 1 mIM eTro dapMalleBTUUYECKU [IpUeMIIeMOMN

CoJIn, r'mopaTa 2NNz COJIEBaTa B ROJIMYeCTBEe, SKBMBaAJIEHTHOM
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OpUBIN3UTENIEHO OT 1,5 mpuMbIM3UTENBEHO OO 2,5 MI' coenmMHeHusa 1.

Takxe TMpenoCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKM IIpUEeMJIeMOM  COJIM, TMipaTa WM COoJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM OIMCaHMM, B I[IPOM3BOACTBE JIEKAPCTBEHHOTO
CpenCcTBa IJA JedeHrd OWJIMapHOTO LMppo3a IIedeHu, I'Oe JIeUeHue
BKJIIOUAET HazHadueHNe n/niam BBeIeHMe HYyXOamnleMy C S B 2TOM
VHIVBUOYYMY CTaHOapTHOM OO 3H cCOoeIVIHEHU A 1 WM ero
bapMalleBTUUECKHA npueMIIeMom coJu, rugpaTa VI coJibBaTa B
KOJIMUECTBE, DKBUBAJEHTHOM IMIPUOIM3UTEJIEHO OT 1,5 HOpUOIMU3UTEIIBHO
oo 2,5 MI' coeIMHeHMsa 1, KakK OIMCAHO B HaCTOAMEeM OIMCAaHUM.

Takxe IOpeloCTaBJIEHO MCIIOJb30BaHMEe CcoeIMHeHMsa 1 WM ero
bapMalleBTUUECKHM IIPUEMJIEMOM  COJIU, rugpaTa  WIM @ CcoJibBaTa, Kak
OIIMCaHO B HaCToOdlleM OIMCaHMM, B IIPOM3BOLCTBE JIEKAPCTBEHHOTO
cCpenocTBa OJIA JeueHMd OUJIMapHOTO LMppo3a IleueHM, TI'IOe JIeueHue
BKJIOUaeT HasHaueHMe U/MWiIM BBeOeHMe MWHIMBUIYYMY OOHOM WM 0OoJee
003 coeIMHeHMsa 1 wWiIM eTro odapMalleBTUUECKM IIpUeMJIeMOM  COJIM,
rMopaTa WIM  CcoJibBara, Kaxmasg M3 KOTOPHX  ABJIAEeTCH  MeHblle
CTAaHOAPTHOM MHO3H, B TeueHMe IIepBOTO Iepuoma BpeMeHM, a 3aTeM
HasHaueHMe M/WiIM BBeleHMe HyXIallleMycd B 5STOM MWHIUBUIYYMY
CTAaHOAPTHOM IOBH COeOIMHEHUS 1 MIM ero dpapMalleBTUUECKM IIpMeMJIeMOM
coJu, rMopaTa VI coJIbBaTa B KOoJIMUecTBe, SKBUBAJIEHTHOM
OpUBIM3UTEIBEHO OT 1,5 mpubiamM3uTeIbHO OO 2,5 MI' coenmHeHusa 1.

Taxkxe MOpeloCTaBJIEHO MCIOJBb30BaHMEe CcoeIMHeHMSa 1 wWiIM eTo
bapMalleBTUUECKM IIpHUEeMIIeMOM  COJIU, rMipaTa WJIM COJIbBaTa, KakK
ONIMCaHO B HaCTOAMeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
cpeIcTBa OJ4 JedeHMsS  3JI0KAaUeCTBEHHOM  OIIYyXOJIM, Toe JeueHue
BKJIIOUAET HazHadveHNe n/nim BBeIeHUe HYyXOaKnleMy C g B 2TOM
MHIVBUOYYMY CTaHOapTHOM OO 3H coeIVHEeHU S 1 AN ero
bapMalleBTUUYECKHU nIpueMIIeMom coJu, TMIgpaTa VI coJibBaTa B
KOJIMYEeCTBEe, DSDKBUBAJEHTHOM NPpUOIM3UTEJBHO OT 1,5 HOpuOIM3UTEIBHO
oo 2,5 MI' coeIMHeHMsa 1, Kak OIMCAHO B HaCTOAMEeM OIMCAaHUM.

Taxkxe TMpenoCTaBJIEHO MCIIOJb30BaHME COoeIMHeHMsa 1 wWIM eTo
bapMalleBTUUECKHM IIpUeMIIeMOM  COJIM, TMIpaTa WM COJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM OINMCaHMM, B I[IPOM3BOIACTBE JIEKAPCTBEHHOTO
CpeICcTBa OJ4 JedeHMsa  3JI0KAaUeCTBEHHOM  OIIYyXOJIU, Toe JeueHue

BKJIKUWaeT Ha3Ha4YeHVe I/I/I/IJ'H/I BBellc€HNVEe VHIMBHIOYYMY omHOM wmJaM 0OoJiee
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0o3 coelvHeHMa 1 wWIM ero dpapMalleBTHUUYECKM I[IpMeMJIIeMOV  COJIM,
TMgpaTa  WIM  COJIbBaTa, KaxXaasd M3 KOTOPHX  ABJSETCS  MeHbIe
CTaHOAPTHOM MHOO3H, B TeueHMe IIepBOTO IIepuomda BpeMeHM, a 3aTeM
HasHaueHre U/MJIM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMIIeMOM
cou, rMopaTa VI coJibBaTa B KOJIMUECTBE, DKBMBAaJIEHTHOM
OPpUOIIU3UTENEHO OT 1,5 HNpuMbIM3UTENEHO OO 2,5 MI' coenuMHeHusa 1.

Takxe IIpenoCTaBJIEHO MCIIOJIB30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKHM IIPUEMIIEMOM  COJIM, rMgpaTa  WIM  CcoJibBaTa, Kak
OIIMCaHO B HaCTOMlleM OIMCaHMM, B IIPOMU3BOLACTBE JIEKAPCTBEHHOTIO
CpenoCcTBa OJ4 JedeHMsa Iicopuasa, IIOe JIeueHMe BKJUaeT Ha3HaueHue
u/Mar BBeleHMe HyXIaomeMyCsS B STOM MHIMBUMOYYMY CTAHIOAPTHOM HOOSH
coenuHeHMsa 1 WIM eT0 OoapMalleBTHUUECKM IIpHMeMJIeMOM COJM, TuipaTa
MM COJIbBaTa B KOJUUYECTBE, DSKBUBAJIEHTHOM OpubIM3uTeJsHO oT 1,5
Opubamu3uTeJJbHO OO 2,5 MI' coemMHeHMs 1, KakK OIMCAHO B HaCTOAIEM
OIIMCaHUN .

TakXxe IpedoCTaBJIEHO MCIOJIL30BaHMe COeOMHeHMAa 1 WIM ero
bapMalleBTUUECKM IIpHUeMJIeMOM  COJIU, rMmgpaTa  MWIM @ CcoJibBaTa, Kak
OIIMCaHO B HacToAmeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
CpeICcTBa @OJa JedeHMs IIcopMaszsa, I'IOe JieueHMe BKJIOUaeT Ha3HaueHue
U/ WM BBeOeHMe MHIOMBUIOYYMY OIOHOM WM OoJjlee HO3 CoeluMHeHMd 1 uiu
ero (QapMalleBTHUECKM IIpMeMJIeMOM  COJIH, rMipaTa WIM COJIbBaTa,
Kaxgas M3 KOTOPHX ABJIIeTCsS MeHbIle CTaHOapTHOM MHOO3H, B TeueHUe
IIepBOTO Iepuola BPpeMeHM, a 3aTeM Ha3HaueHre U/MjiM BBeleHUe
HyXJawnmeMyCcsa B 5STOM MVHIMBUOAYYMY CTAaHOAPTHOM HO3H coeluHeHMS 1
WiIM ero dapMalleBTUUECKM IIpMeMJIeMOM CoJIM, IuIpaTa WM CcoJibBaTa B
KOJIMYEeCTBEe, DSDKBUBAJEHTHOM NOpUOIM3UTEJIBHO OT 1,5 HOpuOIM3UTEIBHO
oo 2,5 Mr coemmHeHus 1.

Taxkxe TMpeloCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKM IIpUeMIIeMOM  COJIM, TMIpaTa WM COJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM ONMCaHMM, B T[IPOM3BOIACTBE JIEKAPCTBEHHOTO
CpencTBa HOJd JIEUEeHMSI J[ICOPMAaTHUUYECKOTO apTpuTa, Toe JIedeHMe
BKJIOUaEeT Has3HaueHUe n/ BBEeIIeHUe HYXIaKnleMy C g B 2TOM
MHIVBUOYYMY CTaHOapTHOM IO 3E COEenMHEHUSA 1 VI ero
bapMalleBTUYECKHA npuemIeMon coJm, TugpaTa VI coJibBaTa B

KROJIMUYeCTBe, SKBMBaJIEHTHOM HpM@J’[MBMTeJ’IBHO or 1 7 5 HpM@J’IMSMTeﬂbHO
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oo 2,5 Mr coemmHeHusa 1, KaK ONMCAHO B HaCTOAmEeM OIMCaHUM.

Takxe TMpenoCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKM IIpUEeMJIeMOM  COJIM, TMipaTa WM COoJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM OIMCaHMM, B I[IPOM3BOACTBE JIEKAPCTBEHHOTO
CpencTBa nOJd JIEUeHMS I[ICOPMaAaTUUYECKOT'O apTpuTa, Toe JiedeHue
BKJIOUAET Hal3HaueHMe U/UIM BBeOeHMe MHIMBUIYYMY OOHOM MM OoJiee
003 coeIuMHeHMA 1 wiIM eTo GapMalleBTUUYeCKM I[IPUEeMJIEMOM  COJIK,
rMgpaTa WIM @ COoJIbBarTa, Kaxioas M3 KOTOPHX  ABJIAeTCS  MeHblle
CTaHOAPTHOM MOO3H, B TeueHMe IIepBOTO Iepuomda BpeMeHM, a 3aTeM
HasHauveHre U/MJIM BBeleHMe HYXIaoIeMycsd B STOM MHIUBUIYYMY
CTaHOAPTHOM IOBH COEeOMHEeHMS 1 MM ero dapMalleBTUUECKM IIPMEeMIIEMOM
comnu, rMopaTa NI coJibBaTa B KOJIMUEeCTBe, SKBUBAJIEHTHOM
Opubamus3nuTesibHO OoT 1,5 npmbiams3mTelbHO OO 2,5 MI' coenmHeHmsa 1.

TakXxe IpPedoCTaBJIEHO MCIOJIL30BaHMe COeOMHeHMAa 1 WM ero
bapmMalleBTHUECKM I[IPUEeMJIEMOM  COJIM, rMgpaTa WM CcoJibBaTa, Kak
OIIMCaHO B HaCTOodAlleM OIMCaHMM, B I[IPOM3BOLCTBE JIEKAPCTBEHHOTO
CpenoCcTBa OJg JIEUEHUSI PeBMaTOUMIOHOTO apTpuTa, I'IOe JieUueHMe BKJIOUaeT
Ha3HaueHMe U/MJIM BBeIeHMe HyXIaomeMyCcs B 5TOM MWHIUBUIYYMY
CTAaHOAPTHOM IOBH COeOIMHEeHUS 1 MM ero dapMalleBTUUECKM IIPMeMJIeMOM
coJu, rMopaTa VI coJibBaTa B KOJIMUeCcTBe, SKBUBAJIEHTHOM
OpUOIN3UTEJIEHO OT 1,5 npubamamTesibHO OO 2,5 MI' coeIuMHeHMS 1, Kak
ONIMCaHO B HaCTOAMEeM OIMCaHWUM.

Taxkxe MOpeloCTaBJIEHO MCIOJBb30BaHMEe CcoeIMHeHMSa 1 wWiIM eTo
bapMalleBTUUECKM IIpHUEeMIIeMOM  COJIU, rMipaTa WJIM COJIbBaTa, KakK
ONIMCaHO B HaCTOAMeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
CpelCcTBa nIJd JIEUEeHMS PeBMAaTOMIOHOTO apTpuTa, I'Ie JedeHMe BKJIKUAET
HasHaueHre U/MUIM BBeIeHMe MHIMBUIYYMY ONHOM MM 0ojiee HO3
coemuHeHusa 1 wWIM ero QapMalleBTHUECKM I[IpUeMJIeMOM CcoJiM, TIuipaTa
MM COJIbBaTa, KaxXoasg M3 KOTOPHX SMABJSeTCSd MeHblle CTaHOapTHOM
OO3E, B TeUeHMe IIepBOTO IIepuola BpPEeMeHM, a 3aTeM Ha3HaudeHNe
U/WUIM BBeleHMe HyXIaomeMyCS B STOM MHIMBUOYYMY CTaHIAPTHOM HOSH
coemIvHeHusa 1 wMIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOM CcOoJM, TIuIpaTa
MM CoJIbBaTa B KOJUUECTBE, DSKBUBAJIEHTHOM OpudamM3uTeJsLHO oT 1,5
OpUOJIU3UTEJILHO OO 2,5 MI' coelIMHeHMHA 1.

Takxe TIpenoCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 WM eTo

@apMaHeBTMT{eCKVI HpMeMHeMOﬁ coJi1, I'mopaTa I CoOJIBEBaATa, KakK
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ONIMCaHO B HaCTOAMEM OINMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
cpencTtea IOJ4 JledyeHusa ©oJe3Hu  KpoHa, TOe JIedeHMe  BKJKUYaeT
HasHauveHre U/MJIM BBeleHMe HYXKIaOIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IOBH COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, DKBMBAaJIEHTHOM
NPpUOINU3UTENEHO OT 1,5 NpubiamMsmMTesIbHO OO 2,5 MI' coelMHeHMd 1, Kak
OIIMCaHO B HaCTOAMEM OIMCaHUMN.

Takxe IIpenoCTaBJIEHO MCIIOJIB30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKHM IIPUEMIIEMOM  COJIM, rMgpaTa  WIM  CcoJibBaTa, Kak
OIIMCaHO B HaCTOMlleM OIMCaHMM, B IIPOMU3BOLACTBE JIEKAPCTBEHHOTIO
cpencrTtea OJid JledeHusa  ©OoJjge3HM  KpoHa, Toe JIedeHMe  BKJIOUaeT
HasHauveHre ¥/MIM BBeleHMe MHIMBUIYYMY OHOHOW wMIM 0Oojiee HO3
coenuHeHMsa 1 WIM eT0 OoapMalleBTHUUECKM IIpHMeMJIeMOM COJM, TuipaTa
WM CoJIbBaTa, KaxIasd M3 KOTOPHX ABJISETCS MeHbIle CTaHIOapTHOM
OO3E, B TeueHMe IIepBOTO IlepMrola BpPeMeHM, a 3aTeM Ha3HaueHUe
U/UIM BBeIeHMe HYXIaoleMyCcsS B STOM MHIMBUAYYMY CTaHIAPTHOM IIOS3H
coenuHeHMsa 1 WM eT0 OdapMalleBTHUUECKM [IpMeMJIeMOM COJM, TuipaTa
WY CoJIbBaTa B KOJMUECTBE, 5BKBUMBaJEHTHOM OpubiauM3uTeJbHO oT 1,5
OpubIU3UTEeJIbHO 0O 2,5 MI' coenmMHeHUuda 1.

Takxe MIpeIoCTaBJIeHO MCIOJb30BaHMEe coeIMHeHMsa 1 wWiIuM eTo
bapMalleBTUUECKM IIpHUeMIJIeMOM  COJIU, rMipaTa WJIM COJIbBaTa, Kak
OIIMCaHO B HaCTOAmMeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
cCpencTBa OJIA JedeHMS OTTOpPXeHMS TpaHCIlJlaHTaTa, Toe JledeHUe
BKJIOUAET Ha3HaueHUe n/ BBeIeHNe HYXIaKnIeMy C S B 2TOM
VHIOUBUOYYMY CTaHOapTHOM IO3E COeOMHEeHUSA 1 WIIN ero
bapMalleBTUUYECKHU npuemIeMom coJu, rugpaTa VI coJibBaTa B
KOJIMYEeCTBEe, DSDKBUBAJEHTHOM NOpUOIM3UTEJIBHO OT 1,5 HOpuOIM3UTEIBHO
oo 2,5 MI' coemmMHeHMsa 1, KaK OINIMCAHO B HACTOAMEM OIMCaHUM.

Taxkxe TMpeloCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKM IIpUeMIIeMOM  COJIM, TMIpaTa WM COJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM ONMCaHMM, B T[IPOM3BOIACTBE JIEKAPCTBEHHOTO
cpencTBa IOJIA JedeHMSa OTTOPXeHMS TpaHCIJlaHTaTa, Toe JIledeHUe
BKJIOUAET HasHaueHMe U/UIM BBeOeHMe MHIMBUIYYMY OOHOM WM OoJiee
0o3 coelIvHeHMsa 1 wIM ero dpapMalleBTHUECKM I[IpUMeMJIIeMO¥  COJIM,
TMgpaTa  WIM  COJIbBaTa, KaxXaasd M3 KOTOPHX  ABJISETCS  MeHbIe

CTaH,HapTHOIZ IJO3EI, B TedeHNre IIepBOI'O IIepMrOolla BpeMeHMN, a 3aTeM
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HasHaueHre U/MJIXM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VIV coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUOIN3UTENIEHO OT 1,5 HNpuMbIM3UTENBEHO OO 2,5 MI' coenmMHeHusa 1.

Takxe TMIpeIoCTaBJIEHO MCIIOJb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKHM IIpUEeMIJIEeMOM  COJIU, TMipaTa  WIM  CcOoJIbBaTa, Kak
OIIMCaHO B HaCTOAMlEM OIMCaHMM, B IIPOU3BOACTBE JIEKAPCTBEHHOTO
CpelCTBa OJA JIeUeHUS pacCedHHOT'O CKJepo3a, I'Ie JeueHMe BKJIKUAEeT
HasHauveHre U/MJIM BBeleHMe HYXIaoIeMyCcsd B STOM MHIUBUIYYMY
CTaHOAPTHOM IOBH COeOMHEeHMS 1 MM ero dapMalleBTUUECKM IIPMEeMIIEMOM
conu, rmMopaTa NI coJibBaTa B KOJIMUECTBE, DKBMBAaJIEHTHOM
OPpUOIIU3UTEJIEHO OT 1,5 NpubimMsmTesIbHO OO 2,5 MI' coelMHeHMdA 1, Kak
OIIMCaHO B HacCTOAlleM OIUCaHUM.

TakXxe IpPedoCTaBJIEHO MCIOJIL30BaHMe COeOMHeHMAa 1 WM ero
bapmMalleBTHUECKM I[IPUEeMJIEMOM  COJIM, rMgpaTa WM CcoJibBaTa, Kak
OIIMCaHO B HaCTOodAlleM OIMCaHMM, B I[IPOM3BOLCTBE JIEKAPCTBEHHOTO
CpeldCTBa OJA JIeUeHUA pacCedHHOTO CKJIepo3a, I'Ie JeueHMe BKJIOUaeT
HasHauveHre U/MUIM BBeIeHMe MHIMBUIYYMY ONOHOM uMIM 0Oojiee O3
coemMHeHus 1 wMIM ero QapMalleBTHUECKM IIpUMeMJIeMOM CcoJiM, TI'uipaTa
MM CoJibBaTa, Kaxoas M3 KOTOPHX SABJISeTCS MeHblle CTaHIapTHOM
OO3E, B TeueHMe IIepBOTO IIepMuMoIa BpPeMeHM, a 3aTeM Ha3HaueHNe
U/WUIM BBeleHMe HyXIaoleMyCsS B STOM MHIMBUIOYYMY CTaHIAPTHOM HOSH
coeIMHeHus 1 wMIM eTo QapMalleBTHMUECKM I[IpUeMJIeMOM CcoJiM, TIuipaTa
WM COJIbBaTa B KOJUUECTBE, 5BKBUMBAJIEHTHOM OpubIM3MTeJIbHO oT 1,5
OpUubJIU3UTEJILHO OO 2,5 MI' coenmHeHMA 1.

Taxkxe TIIpeIoCTaBJIEHO MCIIOJb30BaHME CcoeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKM IIpUEeMIIeMOM  COJIU, TMipaTa WM COJIbBaTa, KakK
OIIMCaHO B HaCTOAMEM OINMCaHMM, B [IPOM3BOIACTBE JIEKAPCTBEHHOTO
cCpeIcTBa IJIA JeUYeHMS CUCTEeMHOM KpacHOM BOJUaHKM, TOe JieueHUe
BKJIOUaEeT Has3HaueHUe n/ BBEeIIeHUe HYXIaKnleMy C S B 2TOM
VHIOIUBUOYYMY CTaHOapTHOM IO 3E COenMHEHUSA 1 VI ero
bapMalleBTUUYECKHU npueMIeMon coJm, TuIgpaTa VI coJibBaTa B
KOJIMYEeCTBE, DKBUBAJEHTHOM NPpUOIM3UTEJIBHO OT 1,5 HOpubOIM3UTEIBHO
oo 2,5 MI' coemmMHeHMsa 1, KaK OINIMCAHO B HACTOAMEM OIMCaHWM.

Takxe TIpenoCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 WM eTo

@apMaHeBTMT{eCKVI HpMeMHeMOﬁ coJi1, I'mopaTa I CoOJIBEBaATa, KakK
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ONIMCaHO B HaCTOAMEM OINMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
CpeICcTBa IJA JeUueHMS CUCTEeMHOM KpacCHOWM BOJUaHKM, TIOe JieueHUe
BKJIOUAET HasHaueHMe U/UMIM BBeOeHMe MHIMBUIYYMY OOHOM MM OoJiee
0o3 coeluMHeHMsa 1 wWiIM ero dapMalleBTHUYECKM I[IpMeMJIIeMOV  COJIM,
rMgpaTa WIM @ COJIbBaTa, Kaxaas M3 KOTOPHX  ABJISETCS  MEHbIe
CTaHOApPTHOM MHO3H, B TeueHMe IIepBOTO IepuoIda BpeMeHM, a 3aTeM
HasHauveHre U/MJIM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COEeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMIIeMOM
CoJH, ruopaTa W coJibBaTa B KOJIMUECTBE, DKBMBAaJIEHTHOM
OPpUOIU3UTEJIEHO OT 1,5 NpubIM3MUTEeNIbHO 0O 2,5 MI' coenmMHeHusa 1.

TaxkXe IIpenoCTaBJIEHO MCIIOJIbB30BaHMeEe COeOMHeHMA 1 WM ero
bapMalleBTUUECKHM IIPUEMJIEMOM  COJIU, rMopaTa WM CcOoJibBaTa, —Kak
OIIMCaHO B HaCToOdlleM OIMCaHMM, B IIPOM3BOLCTBE JIEKAPCTBEHHOTO
CpeICTBa IJIA JIeUeHMA BOCIAaJIMTEJIBHOTO 3abojieBaHMAa KUIIeUHMKa, IIOe
JleueHMe BKJIOUYaeT Ha3HaueHMe U/WIM BBeleHMe HyXIaoleMyCsS B STOM
VHOIUBUOYYMY CTaHOapTHOM IO3EL COeOVHEeHUA 1 VI ero
bapMalleBTUUECKHA npreMiIeMomn coJm, rumpaTa NI coJibBaTa B
KOJIMUECTEE, DKBMBAJIEHTHOM MNIPpUOIM3UTENIBHO OT 1,5 OpubamM3uTesIbHO
oo 2,5 MI' coemmMHeHMs 1, KaK OINMCAHO B HaCTOAMEM OIMCaHUM.

TakXxe IpedoCTaBJIEHO MCIOJIE30BaHMe COeOMHeHMsa 1 WM ero
bapMalleBTUUECKM IIpHeMJIeMOM COJIM, TuUIOpaTa WIM CcoJibBaTa, Kak
OIIMCaHO B HaCTOAmMeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
CpeICTBa IJIA JIedeHMS BOCIaJIMTEeJIbHOTO 3aboJjleBaHUsa KUIIeUHVKa, IIOe
JleueHMre BKJIOUAeT HasHaueHMe U/UWIM BBeOeHMe MHIMBUIYYMY ONHOM WJIU
BoJsiee 1mo3 coeluMHeHMsa 1 MM ero OdapMalleBTUMUYECKM I[IpUeMJIEMOM COJIH,
rMgpaTa  WMIM ~ COJIbBaTa, KaxXoasd M3 KOTOPHX  ABJISETCS  MeHble
CTaHOAPTHOM MHO3H, B TeueHMe IIepBOTO IIepuoIda BpeMeHM, a 3aTeM
HasHaueHre U/MIM BBeleHMe HYXIaloIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
CoJn, ruoparTa W coJibBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUBIMN3UTENIEHO OT 1,5 mpubIM3UTENIBHO OO 2,5 MI' coenmHeHusa 1.

TaxkXxe IIpeloCTaBJIEHO WCIIOJIB30BaHMe COeOMHeHMsa 1 WM ero
bapMalleBTUUECKM IIpHeMJIeMOM COJIM, TIuUOpaTa WIM CcoJibBaTa, Kak
ONIMCaHO B HaCTOAMEM OINMCaHMM, B I[IPOM3BOIACTBE JIEKAPCTBEHHOTO
CpeICTBa IJA JedeHUs A3BEHHOI'O KOoJiMTa, I'Ie JiedeHMe BKJOUYaeT

HasHadeHNe I/I/I/IJ'H/I BBeIcHIEe HyXIDaprmeMy CAd B STOM VMHIVIBVUIOYYMY



78

CTaHOAPTHOM IO3HE COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMIIeMOM
cou, rMopaTa VIV coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
NpUOIN3UTENIEHO OT 1,5 npubamMamTesIbHO IO 2,5 MI' coeIMHeHMdA 1, Kak
ONIMCaHO B HACTOAMEM OIMCaHWUMN.

Takxe TMIpeIoCTaBJIEHO MCIIOJb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKHM IIpUEeMIJIEeMOM  COJIU, TMipaTa  WIM  CcOoJIbBaTa, Kak
OIIMCaHO B HaCTOAMlEM OIMCaHMM, B IIPOU3BOACTBE JIEKAPCTBEHHOTO
CpencTBa IOJIAd JiedeHMHd SA3BEHHOT'O KOJMTa, I'IOe JeUeHMe BKJIKUaeT
HasHaueHre ¥/MIM BBeleHMe MHIMBUIYYMY ONHOW MM 0Oojiee HO3
coeIMHeHMSa 1 WMIM eTro QapMalleBTHUeCKM I[IpUeMIIeMOM COoJM, TIuIpaTa
WM COJIbBaTa, KaxXIasd M3 KOTOPHX MABJIAeTCAd MeHblle CTaHOapTHOM
OO3BE, B TeueHUe IIepBOTO Ilepuola BpPeMeHM, a 3aTeM Ha3HaueHUe
U/UiIM BBeIOeHMe HYyXIaoleMyCcsS B STOM MHIMBUAYYMY CTAaHIAPTHOM IIOS3H
coenuHeHMsa 1 WM eT0 OdapMalleBTHUUECKM I[IpHMeMJIeMOM COJM, TuipaTa
MM COJIbBaTa B KOJUUYECTBE, DSKBUBAJIEHTHOM IpubIM3uTeJsHO oT 1,5
NpUBIM3UTEJIBHO 00 2,5 MI' coemuHeHusa 1.

TakXxe IpedoCTaBJIEHO MCIOJIL30BaHMe COeOMHeHMAa 1 WIM ero
bapmalleBTHUECKM  IpMeMIIeMOW coJu, rugpaTa  WJIM @ CcoJibBarTa, B
IIPOMBBOIOCTBE JIEKAPCTBEHHOTO CpPpencTBa OJg JIeUeHUS BOCIaJMUMTEeJILEHOTO
3aboJieBaHMg KUIIeUHMKa, ITOe JeueHMe BKJoUaeT HasHaueHre u/Uiun
BBeIeHMe HyXIaleMycs B STOM MHOIMBMIYYMY CTAaHIOAPTHOM  IOS3H
coemIMHeHus 1 wMIM eTro QapMalleBTHUECKM IIpMeMJIeMOM CcoJiM, TIHuipaTa
WM COJIbBaTa B KOJUUECTBE, BKBUMBaAJIEHTHOM Opubiam3uTesibHO oT 0,5
OpUubJIU3UTEJILHO OO 2,5 MI' coelmMHeHUdA 1.

Taxkxe TIIpeIoCTaBJIeHO MCIOJb30BaHME CcoeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKM  IIpMeMIIeMOM coJu, TMipaTa WM COoJIbBaTa, B
[IPOM3BOIOCTBE JIEKAPCTBEHHOTO CpPeICcTBa IJd JI€UEeHUS BOCIaJUTEJIBEHOTO
3aboJieBaHMad KUIeUHMKa, ITOe JeueHMe BKJoUaeT HasHaueHre U/Uiu
BBeleHMe HyXIaoleMycsa B 2TOM MVHIMBUIOAYYMY OIHOM MiIu ©oJiee mHO3,
Kaxias M3 KOTOPHX ABJIIeTCsS MeHblle CTaHOapTHOM MHOO3H, B TeueHUe
IIepBOTO Iepuola BPeMeHM, a 3aTeM Ha3HaueHue U/MIM BBeleHUe
HyXJawnmeMyCsa B 5STOM MVHIVMBUAOAYYMY CTAaHOAPTHOM HOO3H coelIuHeHMa 1
WIM ero dapMalleBTUUECKM IIpMeMJIeMOM CoJiM, IuIpaTa WM CcoJIbBaTa B
KOJIMYEeCTBEe, DBKBUBAJEHTHOM Npubin3uTesbHO oOT 0,5 OpubIM3UTEIBHO
oo 2,5 Mr coemmHeHuMs 1.

Tarkxe IIpenogoCcTaBJIEHO VCIIOJIE3OBaHNMe COeIlllMHEeHI A 1 I eTro
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bapMalleBTUUECKHM  IIpUeMIeMOM coJm, TMgpaTa @ WIn coJbBaTa, B
[IPOM3BOACTBE  JIEKAPCTBEHHOTO CpencTBa IOJA JedeHUMd  S3BEHHOTO
KOJIMTa C aKTMBHOCTBIO OT YMEepeHHOM OO TaKeJIoW, TOe JedeHue
BKJIIOUAET HazHadueHNe n/niam BBeIeHue HyXIaKnleMy C S B 2TOM
VHIVBUOYYMY CTaHOapTHOM OO 3H coeIVIHEHU A 1 VI ero
bapMalleBTUUYECKHA IpueMIIeMom coJmu, rugpaTa VI coJibBaTa B
KOJIMUECTBE, DKBUBAJEHTHOM NpUOIM3UTEeJIEHO OT 0,5 OpubIM3UTEJIBHO
oo 2,5 M coeigmHeHmsa 1.

Takxe IpenoCTaBJIEHO MCIIOJIb30BaHME CcoeIMHeHMsa 1 WM eTo
bapMalleBTUUECKM  IPMEeMIeMOM coJu, rugpaTa  WiIn coJibBaTa, B
[IPOUBBOLCTBE  JIEKAPCTBEHHOTO CpencTrBa OJA JIledeHUHd  SA3BEHHOTO
KOJIMTa C aKTMBHOCTBI OT YMEPeHHOM OO TaKeJIoW, TOe JeueHUue
BKJIOUAET Hal3HaueHNue n/ BBelleHUE HYyXIaKnleMy C S B 3TOM
VHIMBUOYYMY OOHOM MM 0OoJlee mOO3, Kaxnoas M3 KOTOPHX HABJSETCSA
MeHblle CTaHOapTHOW MHOO3H, B TeueHMe IIePBOTO IIepuoda BpPeMeHM, a
3aTeM HasHaueHMre M/WIM BBeleHMe HyXIaoleMyCsS B STOM MHIOUBUIYYMY
CTaHOApPTHOM IOO3H CcoeaMHeHusa 1 uIM eTro dapMalleBTUUECKU IpHeMIIeMOM
coJu, rMopaTa NI coJibBaTa B KOJIMUECTRBE, SKBUBAJIEHTHOM
npubian3uTebHO oT 0,5 mpubiamM3muTesIbHO mo 2,5 MI' coenmHeHusa 1.

Takxe MIpeIoCTaBJIeHO MCIOJb30BaHMEe coeIMHeHMsa 1 wWiIuM eTo
bapMalleBTUUECKM IIpHUeMIJIeMOM  COJIU, rMipaTa WJIM COJIbBaTa, Kak
OIIMCaHO B HaCTOAmMeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
cpencTBa IOJA JiedyeHuda 1muabeTra 1 Tuoa, TOe JIeUeHMe BKJIKOUAET
HasHaueHMe M/WiIM BBeleHMe HyXIallleMycd B STOM MWHIUBUIYYMY
CTaHOAPTHOM IOB3H COeOIMHEeHMS 1 MM ero dapMalleBTUUECKM IIPpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUeCcTBe, SKBUBAJIEHTHOM
OpUBIN3UTENIEHO OT 1,5 npubamMamTesJIbHO IO 2,5 MI' coegMHeHMA 1, Kak
OINIMCAaHO B HacCToOAmeM OIMCaHMM.

Taxkxe TMpeloCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKM IIpUeMIIeMOM  COJIM, TMipaTa WM COJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM ONMCaHMM, B T[IPOM3BOIACTBE JIEKAPCTBEHHOTO
cpencTBa IJda JiedyeHuda 1mmabeTra 1 Tuna, THOe JIEUEHMEe BKJIKUAET
HasHaueHMe U/MJIM BBeOeHMe MHIOMBUIYYMY OIHOM MM 0OoJjiee O3
coemIuHeHusa 1 wWIM ero QapMalleBTHUEeCKM I[IpuUeMJIeMOM CcOoJM, TI'uIipaTa
MM COJIbBaTa, KaxXIasd M3 KOTOPHX SABJSeTCSd MeHblle CTaHOapTHOM

IJO3EI, B TedeHNMe IIepBOI'O IIeprolda BpPpeMeHN, a 3aTeM HasHadeHHte
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U/WUIM BBeleHMe HyXIaomeMyCsS B STOM MHIMBUOYYMY CTaHIAPTHOM HOSH
coeIMHeHMsa 1 WMIM ero QapMalleBTHUeCKM I[IpUeMIIeMOM CcOoJM, TIuipaTa
WM COJIbBaTa B KOJUUECTBE, BKBMBAJEHTHOM MNIpuOIM3UTeJIbHO oOoT 1,5
OPpUOJIU3UTEJIEHO OO 2,5 MI' coelImMHeHMA 1.

Takxe TMIpeIoCTaBJIEHO MCIIOJb30BaHME COeIMHeHMsa 1 WM eTo
bapMalleBTUUECKHM IIpUEeMIJIEeMOM  COJIU, TMipaTa  WIM  CcOoJIbBaTa, Kak
OIIMCaHO B HaCTOAMlEM OIMCaHMM, B IIPOU3BOACTBE JIEKAPCTBEHHOTO
CpeICcTBa IJA JieueHMS TUIEPTOHMUEeCKOM HedppomaTumu, TOe JedeHUe
BKJIOUAET HaszHaueHUe u/ BBeIeHNE HYXIaKleMy C S B 2TOM
VHOUBULOYYMY CTaHOapTHOM IO3EL COeOuHEeHUsA 1 VI ero
bapMalleBTUUECKHA npueMIIeMom coJm, runopaTa VI coJibBaTa B
KOJIMUYECTRBE, BKBMBAJEHTHOM MNpUOIM3UTENBbHO OT 1,5 OpubiamM3uTesIbHO
oo 2,5 Mr coemmHeHMsa 1, KaK ONMCAHO B HaCTOAmEM OIMCAHUM.

TakXxe IpPedoCTaBJIEHO MCIOJIL30BaHMe COeOMHeHMAa 1 WM ero
bapmMalleBTHUECKM I[IPUEeMJIEMOM  COJIM, rMgpaTa WM CcoJibBaTa, Kak
OIIMCaHO B HaCTOodAlleM OIMCaHMM, B I[IPOM3BOLCTBE JIEKAPCTBEHHOTO
cpencTBa mOJsa JledeHMS TUIEPTOHMUECKOM HedpponaTuyu, TOe JeueHHUe
BKJIOUAET Ha3HaueHMe U/UIM BBeleHMe WHIMBUIYYMY OIOHOM UM ©OoJee
no3 coeIMHeHMsa 1 wiImM ero dapMaleBTHUUYECKM IIpPpUeMJIeMO¥  COJIM,
rMgpaTa  WMIJIM @ COJIbBaTa, KaXmasgd M3 KOTOPHX  ABJSETCS  MeHble
CTaHIOAPTHOM MHO3H, B TeueHMe IIepBOTO Iepuomda BpeMeHM, a 3aTeM
HasHaueHre U/MIXM BBeleHMe HyXIalleMycd B STOM MHIUBUIOYYMY
CTaHOAPTHOM IO3H COeOIMHEeHUS 1 MM eTro dapMalleBTUUECKM IIPpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAJIEHTHOM
OpUBIM3UTENIEHO OT 1,5 mpubiImM3mUTebHO OO 2,5 MI' coenmHeHusa 1.

Taxkxe TIIpeIoCTaBJIEHO MCIIOJb30BaHME CcoeIMHeHMsa 1 wWiIM eTo
bapMalleBTUUECKM IIpUEeMIIeMOM  COJIU, TMipaTa WM COJIbBaTa, KakK
OIIMCaHO B HaCTOAMEM OINMCaHMM, B [IPOM3BOIACTBE JIEKAPCTBEHHOTO
CpelCcTBa nIOJd JedeHMsa TJIOMEPYJIOCKJIEpO3a, I'Ie JedueHMe BKJIKOUAEeT
HasHaueHre U/MIXM BBeleHMe HYyXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBaJIEHTHOM
NpUBIN3UTENIEHO OT 1,5 npubamMamTesIbHO IO 2,5 MI' coelIMHeHMA 1, Kak
OTIMCaHO B HACTOAMEM OIMCaHUMN.

Takxe TIpenoCTaBJIEHO MCIIOJBb30BaHME COeIMHeHMsa 1 WM eTo

@apMaHeBTMT{eCKVI HpMeMHeMOﬁ coJi1, I'mopaTa I CoOJIBEBaATa, KakK
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ONIMCaHO B HaCTOAMEM OINMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
CpelCTBa &IJd JedeHMsa TJIOMEPYJIOCKJIEpO3a, IJe JeueHMe BKJIKUAET
HasHaueHre ¥/MIM BBeIeHMe MHIMBUIYYMY ONHOM MM 0Oojiee HOS3
coeIMHeHMsa 1 WMIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOVM CcoJM, TIuIpaTa
MM COJIbBaTa, KaxXIad M3 KOTOPHX SABJSeTCSd MeHblle CTaHOapTHOM
OO3E, B TeUeHMe IIepBOTO IIepuola BpPEMeHM, a 3aTeM Ha3HaueHUe
U/WMaY BBeleHMe HyXIaomeMyCS B STOM MHIMBUIOYYMY CTaHIAPTHOM HTOSH
coeIMHeHUsa 1 WMIM ero QapMalleBTHUEeCKM I[IpUeMIIeMOM CcOoJM, TIuipaTa
WM COJIbBaTa B KOJMUUECTBE, BKBMBAJIEHTHOM IIpuOIM3UTeJIbHO oT 1,5
OPpUOJIU3UTEJIEHO OO 2,5 MI' coeOMHeHMda 1.

Takxe IOpeloCTaBJIEHO MCIIOJb30BaHMEe CcoeIMHeHMsa 1 WM ero
bapMalleBTUUECKHM IIPUEMJIEMOM  COJIU, rugpaTa  WIM @ CcoJibBaTa, Kak
OIIMCaHO B HaCToOdlleM OIMCaHMM, B IIPOM3BOLCTBE JIEKAPCTBEHHOTO
CpeldCTBa OJIA JIeUeHMA IIOBpeXIeHUd IIpU MIeMUr-pellepdy3nunu MruokKapna,
Toe JleueHMe BKJIOUAeT Has3HaueHMe U/WIM BBeleHMe HyXIaoleMyCs B
STOM  MHIOUBUOYYMY CTaHOapTHOM IOO3H COeOuHEeHusAa 1 VI ero
bapMalleBTUUECKHA npreMiIeMomn coJm, rumpaTa VI coJibBaTa B
KOJIMUECTEE, DKBMBAJIEHTHOM MNIPpUOIM3UTENIBHO OT 1,5 OpubamM3uTesIbHO
oo 2,5 MI' coemmMHeHMs 1, KaK OINMCAHO B HaCTOAMEM OIMCaHUM.

Takxe MIpeIoCTaBJIeHO MCIOJb30BaHMEe coeIMHeHMsa 1 wWiIuM eTo
bapMalleBTUUECKM IIpHUeMIJIeMOM  COJIU, rMipaTa WJIM COJIbBaTa, Kak
OIIMCaHO B HaCTOAmMeM OIMCaHMM, B IIPOM3BOIACTBE JIEKAPCTBEHHOTO
CpelCTBa OJA JedeHUMS IOBPeXIeHUHA IIPpU MIeMUV-pernepdy3um MuokKapna,
TOe JleueHMe BKJIOUAeT Ha3HaueHMe M/WIM BBeIeHMe MHIUBUIYYMY OIOHOM
uiam ©6oJlee HO3 coeoMHeHMs 1 WM eTro dapMalleBTUUECKM IpUeMIIeMOM
coJM, TITuUOpaTa WM CoJibBaTa, KaxXIad W3 KOTOPHX ABJAeTCH MeHbIe
CTaHOAPTHOM MHO3H, B TeueHMe IIepBOTO IIepuoIda BpeMeHM, a 3aTeM
HasHaueHre U/MIM BBeleHMe HYXIaloIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUBIMN3UTENIEHO OT 1,5 mpubIM3UTENIBHO OO 2,5 MI' coenmHeHusa 1.

Taxkxe TMpenoCTaBJIEHO MCIIOJb30BaHME COoeIMHeHMsa 1 wWIM eTo
bapMalleBTUUECKHM IIpUeMIIeMOM  COJIM, TMIpaTa WM COJIbBaTa, Kak
ONIMCaHO B HaCTOAMEM OINMCaHMM, B I[IPOM3BOIACTBE JIEKAPCTBEHHOTO
CpeICTBa IJI4 JiedeHMd aKHe, TIOe JieUeHMe BKJIOUaeT Has3HaueHMue u/UJIHU

BBeIcHIe HyXOarmeMy CAd B STOM VMHIVBVIOYYMY CTaH,JIapTHOIZ IJO3EI
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coenuHeHMs 1 WM eT0o OGapMalleBTUUECKM [IPpMEeMIIeMOM COJIM, TuipaTa
WM COJiIbBaTa B KOJUUYECTBE, DKBUBAJIEHTHOM IpUOIM3UTeJJbHO oT 1,5
NpUOIN3UTENIEHO 0O 2,5 MI' COoenOMHeHMS 1, KakK OIMCAaHO B HACTOAIEM
ONMCaHUN.

TaxkXke IIpeldOCTaBJIEHO MUCIIOJIE30BaHMe COeOMHeHMAa 1 WM ero
bapmMalleBTHMUECKM [IPUEMJIEMOM COJIM, TIuIpaTa WIM COJIbBaTa, Kak
ONIMCAaHO B HaCTOdlleM OIMCaHuM, B [IPOMU3BOILCTEBE JIEKAPCTBEHHOTO
cpencTBa IJiA JIeUueHMS akKHe, TIe JledeHMe BKJIOUAET HaszHaueHMe u/Wiu
BBeIeHMe MHIUBUIYYMY OIOHOM WM OoJiee 03 CcoeIMHeHMsa 1 MM €To
bapmMalleBTHMUECKM IpMeMJIEMOM COJIM, IHKIpaTa WIXM COJibBaTa, KaxXnoas U3
KOTOPEIX ABJIAeTCA MeHblle CTaHOapTHOM HO3H, B TeUueHMe IIepPBOTO
neproma BpeMeHM, a 3aTeM Ha3HaueHue U/WUJIM BBeleHMe HyXIaoleMyCs
B  S2TOM MHIMBUAOYYMY CTaHIAPTHOM HOO3H COeIMHeHMS 1 WM eTro
bapMalLleBTUUECKU IpreMJIeMoM CoJIH, rmuopaTa NI coJibBaTa B
KOJIMUEeCTBE, HSKBUBAJEHTHOM IPUOJIM3UTEJIEHO OT 1,5 NOpuOIM3UTEJIBEHO
oo 2,5 M coeguMHeHMS 1.

TakXke I[IPelOoCTaBJIeHO COeOMHEeHMEe, KOTOpoe IpencTaBJjigeT coboM
coeIMHEeHMVEe 1 WM eTo QapMalleBTHMUYECKM IIpMeMJIEMy COJIb, ITHUAOPAT WK
CcoJIbBaT, KaK OIMCaHO B HaCTOAmeM ONMCaHMM, OJS [OIPpMMeHeHUS B
crnocobe JledeHMS CBSA3aAHHOTO C PeledNTopoM CcouHTo3MH-1-dochaTa 1
nomrTumna (S1P,) HapylmeHMS, IOe JeueHMe BKJOUaAeT Has3HaueHMe u/Win
BBeIeHMe  HyXIaleMycs B 5STOM MHOIMBMIYYMY CTAaHIOAPTHOM  IOS3H
coenuHeHMsa 1 WM eTo ObapMalleBTHUUECKM [IpMeMJIeMOM COJIM, TuipaTa
WM COJIbBaTa B KOJUUYECTBE, DKBUBAJIEHTHOM IpuOIM3UTeJJsHO oT 1,5
OpUubJIU3UTEJILHO OO 2,5 MI' coenmHeHMA 1.

TakXxe TpPeNoCTaBJIeHO COeIMHeHUe, KOTOpoe IpencTaBjigeT cobomn
CoeIMHeHMe 1 WM eI'0 QapMaleBTHUUYeCKM IIpHeMJIEMy® COJIb, IMUAOPaT WK
COJIBBAT, KaK OIMCaHO B HaACTOAMeM OIMCaHMM, OJS [OIPpMMeHeHUS B
crmocobe JledeHMA CBA3aAaHHOTO C PeUeNTopoM CcouMHTOo3MH-1-dochaTa 1
nomtuna (S1P;) HapymeHMS, TOe JeueHMe BKJOUaAeT HasHaueHMe U/UiIn
BBeIeHMe MHIMBUIYYMY OIHOW MM OoJiee 03 CcoeOuHeHMsa 1 WIM €T0
bapMalleBTHMUECK)M OpPpMeMIJIeMOM COJIM, THIpaTa WIXM COJIbBaTa, KaXnas U3
KOTOPEIX ABJAeTCda MeHblle CcTaHOapTHOWM ©HO3H, B TeueHMe IIepBOTO
neproma BpPeMeHM, a 3aTeM Ha3HauveHue U/WIYM BBeIeHMe HyXIanleMyCs
B 5TOM MHIOIMBMIYYMY CTaHOapPTHOM HOO3H COeOIMHeHMS 1 WMIM eTo

(]_)apMaLLeBTMT{eCKM HpMeMHeMOIZ coJi1, I'mopaTa I CoJIBBaTa B
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KOJIMYECTBE, DKBUBAJEHTHOM MNPpUOIM3UTEJIBHO OT 1,5 HOpuOIM3UTEIBHO
oo 2,5 Mr coeigmHeHMsa 1.

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjgeT cobon
(R)=2-(7- (4-UMKJIOTIEHTWUII- 3~ (TpudTOpPMe TIUII) OeH3mjIokcH) -1, 2, 3, 4-
TeTpalrMIpOLUMKJIIONEeHTAa [ b] MHIOJ-3-1JI) YKCYCHY KUCJIOTY (coemmHeHMe
1) mim ero o¢QapMaleBTUUECKU IIPUEMIIEMYK COJIb, IMIpaT WJIM COJIBEBAT
oJig IpuUMeHeHUsS B crnocobe  JledyeHMS CBSA3aHHOT'O C  PELENTOPOM
comHrOosMH-1-dpochaTa 1 nomTHUIIa (S1P,) HapymeHUsd, Toe JledueHue
BKJIOUAET HaszHaueHUe u/ BBeIeHNE HYXIaKleMy C S B 2TOM
VHIVBUOYYMY CTaHOapTHOM IO3EL COeOuHEeHUsA 1 VI ero
bapMalleBTUUECKHA npueMIIeMom coJm, runopaTa VI coJibBaTa B
KOJIMUEeCTBEe, DKBUBAJEHTHOM IIpUOINU3UTEeJIEHO oOT 0,5 OpubIIMU3UTEJIBEHO
oo 2,5 M coemmMHeHMsa 1, T'IOe MHIMBUIYYM HeaIleKBaTHO peaTlupoBaJl,
yTpauMBaJl peaklMio WIM CcTpalall HelepeHOCHMMOCTBIO II0 MeHbIlel Mepe
OOHOTO CpeICTBa, BHOPaHHOTO M3 IIepopalJIbHHX 5S—-aMMHOCAJIULNMIIATOB,
KOPTUKOCTEPOULOB, UWMMYHOCYIIPECCOPHEX CpPenCcTB, aHTaroHucToB TNFa
¥ aHTaT'OHMCTOB MHTeTIPMHA.

Takxe TIpemoCTaBJIEHO COeIMHEeHMe, KOTopoe IpelcTaBJjisgeT cobon
(R)=2- (7- (4-UMKJIOTIEHTUII- 3— (TpudTOopMeTUII) OeH3mjIokcu) -1, 2, 3, 4-
TeTparMOpOoLUMKJIIONeHTa [ b] MHOOJNI-3-1JI) YKCYCHYIO KMCJIOTY (coenmHeHMe
1) mam ero oQapMaleBTHUUECKM IIpUMeMJIEMYI COJIb, I'MIpaT WJIM COJIbBAT
OJId IOpuMeHeHUS B crnocobe JledyeHMSA CBSA3aHHOTO C  PELelToOpOM
comHro3MH-1-pochaTa 1 nomTuna (S1P,) HapymeHWUH, Toe JIeueHue
BKJIOUAET Ha3HaueHUe n/ BBeIeHNe HYXIaKnIeMy C S B 2TOM
MHIVBUOYYMY OOHOM wmIM O0oJlee HOO3, Kaxmas M3 KOTOPHX SABJSETCH
MeHblle CTaHOapTHOM MHOO3H, B TeueHMe IIepBOTO IIepMola BpPeMeHM, a
3aTeM HasHaueHMre W/MJIM BBeleHMe HyXIaoleMyCsS B DTOM MHIOUBUIYYMY
CTaHOAPTHOM IOBH COeOIMHEeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, 2KBMBaJIEHTHOM
npubims3uTesHO oT 0,5 npubamsmTesbHO OO 2,5 MI' coeIMHeHMAa 1, THOe
VHIOIMBUOYYM HealeKBaTHO pearMpoBall, yTpauMBaJl pPeakUMin WIM CcTpalall
HellepeHOCUMMOCTRID II0 MeHblleM Mepe OOHOT'O CpelcTBa, BHOpaHHOTO U3
IepopaJibk HEX 5-aMMHOCaIMIIMIIaTOR, KOPTUKOCTEPOUIOR,
VMMYHOCYIIPECCOPHHEX CpPelCTB, aHTaroHucToB TNFo M aHTaT'OHUCTOB

VMHTEeTI'PMHa.
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Takxe TIMIpeloCTaBJIEeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjigeT cobon
(R)=2-(7- (4-uUMKJIOTIEHTWUII- 3~ (TpudTOPpMeTUII) OeH3mJIokCcH) -1, 2, 3, 4-
TeTpalrMOapOLUMKJIIONeHTa [ b] MHOOJ-3-1JI) YKCYCHY KUCJIOTY (coemmHeHMe
1) mim ero ¢QapMalleBTUUYECKM I[IPUMEMIIEMYK COJIb, I'MIpaT WM COJIEBAT,
oJIig IpUMeHeHUsS B crnocobe JledyeHMS CBSA3aHHOT'O C  PELENTOPOM
comHTrOo3MH-1-dpochaTa 1 nomTuUIIa (S1P,) HapymeHUsd, Toe JIledeHue
BKJIOUAET Hasz3HaueHue n/ BBeIeHNE HYXIaKIeMy C A B 2TOM
VHIVBUOYYMY B COCTOSHMM HaTOmMaK CTaHOapTHOM M»OO3H coenuHeHuUs 1
UM ero dapMalleBTUUECKM IIpMEeMJIEMOM COJIM, TIuIpaTa WM COJIbBaTa B
KOJIMUECTBE, DKBUBAJEHTHOM NIpUOINU3UTEJIEHO OT 0,5 OpubIMU3UTEJIBEHO
oo 2,5 M coeauMHeHusa 1.

Takxe TIpeIOoCTaBJIEHO COeOMHeHMe, KOTOopoe IIpelcTaBJgeT cobon
(R) =2- (7= (4-umkJjoneHTmJi-3- (TpudTopMeTn) OeH3mokcu) -1, 2, 3, 4-
TeTpalUIPOLUMKIIONeHTa [ b] MHOOJ~3-1JI) YKCYCHYIO KMCJIOTY (coemuHeHUe
1) wim ero oOdapMalleBTUUECKM IIPUMEMIIEMYK COJIb, TMAOPAT WM COJIEBAT
OJig I[IpUMeHeHUsa B CcIocofe JleueHMSI CBA3aHHOTO C  pPeLelTOpOoM
comHrozmH-1-docdara 1 nomTuna (S1P,) HapymeHMsa, T IOe JiedeHUe
BKJIOUAET HaszHaueHNe u/ U BBeIeHUE HYyXIOaKlleMy C g B 2TOM
VHIVBUOYYMY B COCTOSHMM HaTOmlaK OOHOW MM O0o0Jlee O3, Kaxias U3
KOTOPEIX ABJISeTCS MeHblle CTaHOapTHOW HO3H, B TeueHMe IIepBOTO
eproma BpPeMeHM, a 3aTeM HasHaueHMe /MM BBedeHMe HyXIalleMyCsd
B S2TOM MHIMBUIOAYVYMY B COCTOSAHUM  HaToMak CTaHOapTHOM  OO3H
coeIMHeHus 1 wMIM eTo QapMalleBTHMUECKM I[IpUeMJIeMOM CcoJiM, TIuipaTa
WM COJIbBaTa B KOJUUECTBE, 5BKBUMBaAJIEHTHOM Opubim3mTesbHO oT 0,5
OpUubJIU3UTEJILHO OO 2,5 MI' coenmHeHMA 1.

Takxe TIIpeIoCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon
(R)-2- (7- (4-uUMKJIOTIEHTUII- 3~ (TpudTOpMeTUII) OeH3mJIokcH) -1, 2, 3, 4-
TeTpalrMOpOUMKJIIONeHTa [ b] MHOOJ-3-1JI) YKCYCHY KUCJIOTY (coenmmHeHMe
1) mam ero odapMaleBTHUUECKM IIPHUEeMIIEMyK COJIb, I'HUApaT ¥ COJBLBAT,
KakK OIMCaHO B HaACTOAMNEeM OIMCaHMM, IOJSA [IpMMeHeHMs B crocobe

JIeUeHUsS CBSA3aHHOTO C PelUeNTopoM COMHIO3MH-1-dpochaTa 1 mnomTuria

(S1Pq) HapymeHrsi, BHOpPaAaHHOTO M3: 3afojleBaHMUAg WJIM HapyleHUS
OIIOCPEeNOBAHHOTO JIVMOOLVTaMM, ayYTOUMMYHHOTO 3abojyieBaHUAg W
HapymeHns, BOCHAJIMUTEJILHOTO 3aboJjieBaHmg W HapyIMeHns,
AHKMJIO 3UPYIIMET O CIIOHOMJIUTA, BUIMAPHOTO HMppPo3a neyeHu,

3JI0KayvyeCTBeHHOM OITyXOJIn, Iicopmasa, IICoOpMaTrndYeCKOIo aprpmTta,



85

PEBMATOMIHOTO apTpUTa, OoJIe3HM KpoHa, OTTOPXeHMS TpaHCcIJlaHTaTa,
paccesHHOTO CKJIepO3a, CUCTEeMHOM KpacHOM BOJIYAHKHU,
BOCHAIUTEJILHOTO 3afojieBaHMa KUIIeUHMKa, S3BeHHOTO KOJMUT, IOuadeTa
I TuIa, TUIIEPTOHUUECKOM HebpomnaTuu, TJIOMEPYJIOCKJIIEPO3a,
IIOBpEeXIeHNa IIpM UIeMUM-pelepdy3uM MMoKapma M akHe, TIOe JeUueHUe
BKJIIOUAET HasHaueHure n/ BBeleHMue HyXIanleMy C S B 2TOM
UHIUBULYYMY CTaHIapTHOM IO'3E CoeIMHEeHUS 1 W ero
bapMalleBTUUECKNM  IIPpMeMJIeMOM  COJIu, TMOpaTa WIM  COJIbBaTa @ B
KOJIMUECTBE, SKBUBAJEHTHOM MNPUOIMUIUTEJBEHO OT 1,5 nOpudamM3mMTesIbHO
no 2,5 Mr coemuHenusa 1, Kak ONMCAHO B HACTOAMEM OMNMCAHUMU.

Takxe IMpeOoCTaBJIeHO COeIMHeHMe, KOTopoe IpelcTaBjgeT cobon
coemmHenMe 1 MM ero OQapMaleBTHUUECKM OIpUeMIeMyl COJIb, ITHUIPAT WJIMU
COJILBAT, Kak OIMCAaHO B HaACTOAmEM ONMCAaHUM, MOJIS [IPpUMMEHEeHMS B

criocobe JledyeHMSA CBSA3aHHOTO C pPelenTopoM couHrosmH-1-dpocdaTa 1

rogTuIla (S1Py) HapylleHu g BHOPaHHOTO us: 3abojieBaHMnAg WJIN
HapylmeHUd, OIIOCPEelOBaAHHOTO JIMMOLIUTaMM, Ay TOMMMYHHOTO
3aboJleRaHMag WIM  HapyleHud, BOCHaJIMTEJILHOTO  3aboJjieBaHMsa MM
HapymeHus, AHKMJIO 3UPYIIET O CIOHOMJINTA, OMIIMapPHOTO uuppo3a
[IeyeHu, 3JIOKAUYECTBEHHOM OIIYyXOJIN, rncopuasa, IICOPUATUUYECKOTO
aprpemTa, pPeBMaTOMIHOTI'O aprpmuTa, BHoJIe3HU KpOHa, OTTOPXEeHNMA

TpaHCIJIaHTaTa, PacCesHHOTO CKJIepo3a, CHUCTEeMHOM KpaCHOM BOJYaHKH,
BOCHAJIMTEJIEHOTO 3aboJjleBaHMsa KUIIEUHMKa, SA3BEHHOI'O KOJIMTa, IOuadbeTa
I THIAa, TUIePTOHUUYECKOM HedpponaTuu, TJIOMEpPYJIOCKJIEPO3a,
[IOBPEeXNeHUsa IIpM MJIeMUM-pelepdy3un MuokKaplda UM akKHe, TI'Ie JedeHUe
BKJIOUAET Ha3HaueHMe U/UIM BBeleHMe WHIVMBUIYYMY OIOHOM WM ©OoJee
0o3 coeluHeHMsa 1 wiIM ero dpapMaleBTHUUECKM IIpUMeMJIeMOV  COJIM,
rMopaTa WM coJibBaTa, Kaxlas M3 KOTOPHEX  ABJSETCHA  MeHble
CTaHOapTHOW MHOO3H, B TeueHMe I[IepBOTO Ieprola BpPeMeHM, a 3aTeM
Ha3HaueHVe U/UIM BBeleHMVe  HyXIanmeMyCcs B 5STOM MVHIUBUIYYMY
CTaHOapTHOW HOO3H CcoeaVHeHMs 1 mMIM eTro dapMalleBTUUECKU [IpUeMIIeMON
CcoJn, ruopara W coJibBaTa B KOJIMYEeCTEE, SKBUBAJIEHTHOM
OpUOJIU3UTEJIEHO OT 1,5 NpubIM3MTeIbHO 0O 2,5 MI' coenuHeHus 1.
TakXxe TMpPeNoCTaBJIeHO COeIMHeHUe, KOTOpoe IMpeAcTaBiigeT cobomn
coeIMHeHMe 1 WM eI'0 QapMaleBTHUUYeCKM IIpHUeMJIeMyl COJIb, IMOPaT WK
coJibBaT, KaK OIMCaHO B HacCTOdAlleM OIMCaHuM, IOJIA I[IpUMeHeHUs B

criocobe JIeYeHNA 3aboJiIeraHusa 2NN HapyleHnAd, OIIOCPelIOBaHHOT'O
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JuMbolLMTaMM, TOe JledeHMe BKJIoUaeT HasHaueHMe U/MiIM BBeIeHUE
HyXJawnmeMyCsa B 5STOM MVHIVMBUAOAYYMY CTAaHOAPTHOM IOO3H coelIVHeHusa 1
UIM ero dapMaleBTUUECKM IIpMeMJIeMOM COJIM, TIuIpaTa WM CcOoJIbBaTa B
KOJIMUeCTBe, DSKBMBAJEHTHOM OpuUOIM3UTeabHO OoT 1,5 OpubimM3nuTesIbHO
oo 2,5 MI' coeIMHeHMsS 1, KaK OIMCAHO B HaCTOSAMeM OIMCaHUM.

Takxe TIIpeloCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjfgeT cobon
coemIMHeHVe 1 WM eTo (papMalleBTHUeCKM IpHeMJIeMyl COJIb, THUIPpaT WK
coJIbBaT, KaK OIMCaHO B HacToAleM OIMCaHuM, -OJIS [IpUMeHeHUS B
criocobe  JieueHusa  3aboJieBaHMA WM HapyleHud, OIIOCPEeIOBaHHOTO
JvMboLMTaMM, TOe JleueHMe BKJIOUaeT Has3HaueHMe U/WUIM BBeIeHMre
VHIVBUOYYMY omHOM W BoJiee oos COeIVMHEeHN I 1 W ero
bapMalleBTUUECKM IIPMEMIIEMOV COJIM, TIHuIOIpaTa WMJIM COJIbBaTa, Kaxdas U3
KOTOPEIX ABJIAeTCS MeHblle CTaHIapTHOM MHOO3H, B TeueHMe IIepBOTO
neproma BpeMeHM, a 3aTeM Ha3HaueHue U/WUJIM BBeleHMe HyxXIaoleMyCs
B STOM MHIMBUAOYYMY CTaHIAPTHOM HO3H COeIMHeHMS 1 WM eTro
bapMalleBTHUUECKHU npreMiIeMomn coJu, ropaTa VI coJibBaTa B
KOJIMUYECTEE, DKBMBAJIEHTHOM MNIPpUOIM3UTENBHO OT 1,5 OpubiamM3uTesIbHO
oo 2,5 M coeigmHeHus 1.

Takxe TIpemoCcTaBJIEHO COeIMHeHMe, KOTopoe IpelcTaBJjsgeT cobon
coemIuHeHMVe 1 WM eT0o dapMaleBTHUUECKM IIpHeMJIeMyl COJIb, TUIpaT WK
coJIbBaT, KaK OIMCaHO B HaCTOAglleM OIMCAaHWM, IOJIS I[IpUMeHeHUS B
criocobe JieyeHMS MUKPOOHOM MHOekKUIUM WM 3aboJieBaHUSI U BUPYCHOM
MHbeKUIMM WM 3abojieBaHMA, IIOe JleUeHMe BKJIOUaeT HasHaueHre u/Wiu
BBelIeHMe HyXIaleMycs B 5STOM MHOIMBMIYYMY CTAaHOAPTHOM  IOS3H
coemIMHeHus 1 wMIM eTro QapMalleBTHMUECKM IIpUeMJIeMOM CcoJM, TIuipaTa
MM CoJIbBaTa B KOJUUECTBE, DSKBUBAJIEHTHOM OpuOIM3UTeJbEHO oT 1,5
OpubaImM3uTeJIbHO OO 2,5 MI' coemuHeHMs 1, Kak OIMCAHO B HaCTOMAIeM
OIIMCAaHUN .

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon
coemIvHeHVe 1 WM eT'0 (papMalleBTHUECKM IpHeMJIeMyld COJIb, TUIpaT WK
coJIbBaT, KaK OoIMCcaHO B HacToO4gleM OIMCaHuM, OJIS [IpUMeHeHUS B
criocobe JieyeHMS MUKPOOHOM MHbekUIMM MM 3abojieBaHUA U BUPYCHOM
nHbekUIMM wiIn 3sabojeBaHMa, I'IOe JeUueHMe BKJIOUaeT Has3HaueHue U/Win
BBeleHMe MHIMBUIYYMY OIHOM WMIM ©OoJiee 103 coeIuHeHMs 1 WMIM eTo
bapMalleBTUUECKM I[IPMEeMJIIeMOW COJIM, IHuIpaTa WM COoJIbBaTa, KaxIias U3

KOTOPHEX ABJIAeTCA MeHbIle CTaHﬂapTHOIZ IJO3EI, B TedeHN e I1epBOIO
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neproma BpPeMeHM, a 3aTeM Ha3HauveHue W/WIY BBeIeHMe HyXIanleMyCs
B BTOM MHIMBUAYYMY CTaHOAPTHOM HO3H COeIMHeHMSA 1 WMIM €eTo
bapMalLleBTUUECKU IpreMIIeMoMn COJIH, rMopaTa VI coJibBaTa B
KOJIMYECTBe, DKBUBAJIEHTHOM IPUOIMU3UTEJIEHO OT 1,5 HOpubiImM3nuTesIbHO
oo 2,5 M coeigmHeHusa 1.

TakXxe TIIpPeOoCTaBJIEHO COeIMHeHMe, KOTOpoe IpencTaBJiigeT coboun
coeIMHeHMe 1 MM eI'0 dapMaleBTHUUYECKM IIpHeMIIeMyl COJIb, IMUOPaT WK
coJibBaT, KaK OIIMCaHO B HacCTOodlleM OIMCaHuM, IOJA [IPpUMeHeHUd B
criocobe JleueHMA ayTOMMMYHHOTO 3abojieBaHMA WM HapylleHusa, IToe
JleueHMe BKJIOUAEeT Ha3HaueHMe W/WIM BBeleHMe HyXIaoleMyCs B 5STOM
VHIVBULOYYMY CTaHOapTHOM IO 3L COeIVHEHN A 1 I ero
bapMalLleBTUUECKU IprueMIIeMOMn CoJIH, rMopaTa W coJibBaTa B
KOJIMUEeCTBE, HSKBUBAJIEHTHOM MIPUOJIM3UTEJIEHO OT 1,5 NOpuOIM3UTEJIBHO
no 2,5 Mr coemuHeHMsa 1, KakK OINMCAHO B HaCTOAMEM OIMUCAaHUMU.

Takxe IMIPeloCTaBJIeHO COeOMHEeHMe, KOTOpoe IpencTaBJjigeT coboM
coenuHeHMre 1 uiau ero QapMaleBTUUeCKM OpMeMIIeMyld COJIb, IuIpaT WU
coJsibBaT, KaK ONMCaHO B HacTodlleM OIMCaHuM, OJA [OIPpUMeHeHUuda B
criocoBe JledeHMA ayTOMMMYHHOTIO 3afoJieBaHMAa WM HapylleHud, IIe
JleueHMe BKJIOUAeT Ha3HaueHMe U/WJIM BBeleHMe VHIUBUIYYMY OINHOM WJIU
BoJsiee 1mo3 coeluMHeHMsa 1 MM ero OdapMalleBTUMUECKM I[IpUeMJIeMOM COJIH,
rMopaTa WM coJibBaTa, Kaxlas M3 KOTOPHEX SABJSETCHA  MeHble
CTaHOapTHOM MHO3H, B TeueHMe I[IepBOTIO Ieprola BpeMeHM, a 3aTeM
Ha3HaueHMe U/UJIM BBeIeHMe HyXJaoleMyCs B 5STOM MVHIUBUIYYMY
CTaHOaAapTHOM HOO3H CcoedMHeHMsa 1 MM eTro dapMalleBTUUECKU IpHeMIIeMON
coJn, ruoparTa W coJibBaTa B KOJIMUECTEE, SKBUBAJIEHTHOM
OpUbIU3UTEeJIEHO OoT 1,5 nNpubiM3smMTesIbHO OO 2,5 MI' coenuHeHus 1.

TakXxe TMpPeNoCTaBJIEeHO COeIMHeHUe, KOTOpoe IMpencTaBjigeT cobomn
coeIMHeHMe 1 WM eI'0 QapMaleBTHUUYeCKM IIpHeMJIEMyK COJIb, IMOPaT WU
coJieBaT, KakK OIMCaHO B HaCTOdlleM OIMCaHuM, IJIA I[IpUMeHeHUs B
criocobe JledeHMS BOCIAJIMTEJILHOTO 3aboJleBaHMa WM HapylleHre, I'e
JleueHMVe BKJIOUAET Ha3HaAUeHUe U/WIM BBeleHMe HyXIawnleMyCs B 3TOM
VHIVBULOYYMY CTaHOapTHOM IO 3EL COeIVHEHNS 1 VI ero
bapMalLleBTUUECKHU IpreMIIeMoMn COoJIH, rmMopaTa VI coJibBaTa B
KOJIMYECTBEe, DKBMBAJIEHTHOM IPUOIMU3UTEJIEHO OT 1,5 HOpubiu3nuTeJIEHO
0o 2,5 M coemuHeHMsa 1, KaK OIMCAHO B HaCTOAlleM OIMCaHUM.

Taxkxe IIpeDOCTaBJIEHO COeIMHeHMe, KOTOpOe IIpencTaBJideT cobom
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coenmHeHre 1 MM eTro QapMalleBTUUECKM IIPUEMIIEMYK COJIb, I'MOPAT WK
COJIBBAT, KaK OIMCaHO B HACTOAMEM OIMCaHMM, MOJS [IPMMeHeHUSd B
crmocobe JIeueHUS BOCHAJIMTEJIbHOTO 3afoJieBaHMAd WM HapylleHre, TITIe
JleueHMre BKJIOUAET Has3HaueHMe U/UIM BBeIOeHMe MHIMBUIYYMY ONHOM WJIM
BoJjiee nmo3 coelMHeHMA 1 MIM eTro OQapMalleBTUMUEeCKM IIpMeMJIeMOM COJIM,
rMgpaTa  WIM @ COJIbBaTa, KaxXmas M3 KOTOPHX  ABJISETCS  MEHbIe
CTaHOAPTHOM MOO3H, B TeueHMe IIepBOTO IIepuoIda BpeMeHM, a 3aTeM
HasHaueHre U/MJIM BBeleHMe HYXIaoIeMycsd B STOM MHIUBUIYYMY
CTaHOAPTHOM IOBH COEeOMHEeHMS 1 MM ero dapMalleBTUUECKM IIpMeMIIeMOM
CoJH, ruopaTa NI coJibBaTa B KOJIMUECTBE, DKBMBAaJIEHTHOM
OpUOJIU3UTEJIEHO OT 1,5 NpuMOIM3UTEeNIEHO 0O 2,5 MI' coenmMHeHusa 1.

TakXe TI[IpeOoCTaBJIEHO COeIMHeHMe, KOTOpoe IIpencTaBliseT cobou
coeIMHeHMVe 1 WM eTo (QapMalleBTHMUYeCKM OpMeMJIeMyl COJIb, ITHUAPAT WK
CcoJIbBaT, KaK OIMCaHO B HaCTOLdlleM OIMCaHMM, -OJA [OIpMMeHeHUSA B
criocobe JIeUeHMA AaHKWIIOBMPYKIEro CIOHOMIMTAa, IOe JIeUueHMe BKJoYaeT
Ha3HaueHMe U/MJIM BBeleHMe HyXIaomeMyCs B 5TOM MVHIUBUIYYMY
CTaHOApPTHOM IOO3H CcoeaMHeHusa 1 uIM eTro dapMalleBTUUECKU IpHeMIIeMOM
coJn, ruopaTa W coJibBaTa B KOJIMUeCTBE, DKBUBAJIEHTHOM
OpUbIM3UTEeJIEHO OoT 1,5 npubamzmTesibHO OO 2,5 MI' coegMHeHMSa 1, Kak
ONIMCaHO B HacCTOAMeM OIMCaHWUM.

Takxe TIpedoCTaBJIeHO CoOeIMHeHue, KOTOopoe IMpeacTaBjigeT cobomn
coenmHeHMe 1 MM eTro QpapMaleBTUUECKM IIpHMeMIIeMyl COJIb, I'MOpaT WK
CoJIbBAT, KaK OINMCaHO B HaCTOAlNeM OIMCaHMUM, OJS [OIPpMMeHeHUS B
criocobe JIeUueHMs aHKWIIO3UPYKIETO CIOHOMIMUTA, I'Oe JIedeHMe BKJIYaeT
HasHaueHre U/MUIM BBeIeHMe MHIMBUIYYMY ONHOM MM 0ojiee HO3
coeIMHeHus 1 wWIM eTro QapMalleBTHUECKM I[IpUeMJIeMOM CcoJiM, TIuipaTa
MM CoJibBaTa, KaxXoasg M3 KOTOPHX MABJSeTCS MeHblle CTaHOapTHOM
OO3E, B TeUueHMe I[IepBOTO IIepuMola BpPEeMeHM, a 3aTeM Ha3HaueHNe
U/WUIM BBeleHUe HyXIaomeMyCS B STOM MHIMBUMOYYMY CTAaHIAPTHOM HOSH
coemvHeHnusa 1 wWIM ero QapMalleBTHUECKM I[IpUeMJIeMOM CcoJM, TIuIpaTa
WM COJIbBaTa B KOJUUECTBE, BKBUMBAJEHTHOM MOpubIM3MTeJIbHO oT 1,5
OpUBIN3UTENIBEHO OO 2,5 MI' coenuMHeHUusa 1.

TakXxe TMpPeNoCTaBJIeHO COeIMHeHUe, KOTOpoe IMpeAcTaBiigeT cobomn
coenmHeHre 1 MM eTro QapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOpAT WK
COJIBBAT, KaK OIMCaHO B HACTOAlMEeM OIMCaHMM, MOJS [OIPMMeHeHUSd B

criocobe JieueHUd GMJ'H/IapHOI‘O nmMpposa IIedeHMr, TI'oe JIedeHlMe BERJIUaeT
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HasHaueHre U/MJIXM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VIV coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUOIN3UTENIEHO OT 1,5 npubamMamTesIbHO IO 2,5 MI' coeIMHeHMdA 1, Kak
OIIMCaHO B HACTOAMEM OIMCaHUMN.

Takxe TIIpeloCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjfgeT cobon
coenmHeHre 1 MM ero dapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT, KaK OIMCaHO B HaCTOLlleM OIMCaHMM, -OJS [IPpMMeHeHUSd B
criocobe JedueHMA OMIMapHOTO LUppo3a IIedeHM, I'Ie JeueHMe BKJIKUaeT
HasHauveHre ¥/MIM BBeleHMe MHIMBUIYYMY ONHOW wMIM 0Oojiee HO3
coeIMHeHMA 1 WMIM ero QapMalleBTHUYeCKM I[IpUeMIIeMOM COJIM, TIuipaTa
WM COJIbBaTa, KaxXIasd M3 KOTOPHX MABJIAeTCAd MeHblle CTaHOapTHOM
OO3E, B TeueHMe IIepBOTO Ilepuola BpPeMeHM, a 3aTeM Ha3HaueHUe
U/UIM BBeIeHMe HYyXIaoleMyCsS B STOM MHIMBUAYYMY CTAaHIAPTHOM IIOS3H
coenuHeHMsa 1 WIM eT0 OdapMalleBTHUUECKM I[IpHMeMJIeMOM COJM, TuipaTa
WM COJIbBaTa B KOJUUYECTBE, DSKBUBAJIEHTHOM OpubIM3uTessHO oT 1,5
OpubaInu3nUTeJIbHO 0O 2,5 M coelmMHeHMSA 1.

Takxe TIpemoCcTaBJIEHO COeIMHeHMe, KOTopoe IpelcTaBjsgeT cobon
coenmHeHMe 1 MM eTro QpapMaleBTHUUECKM IpHMeMIIeMyl COJIb, I'MAIpaT WK
CoJIbBaT, KaK OIMCaHO B HaCTOAlNeM OIMCaHMM, OJS [OIPpMMeHeHUS B
criocobe JleueHMS 3JIOKAUECTBEHHOM ONYyXOJM, I'Ie JieueHMe BKJIOUaeT
HasHaueHre U/MIXM BBeleHMe HyXIalleMycd B STOM MHIUBUIOYYMY
CTaHOAPTHOM IO3H COeOIMHEeHUS 1 MM eTro dapMalleBTUUECKM IIPpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAJIEHTHOM
OpUBIMU3UTEIEHO OT 1,5 npubamMamTesIbHO OO 2,5 MI' coeIuMHeHMA 1, Kak
ONIMCaHO B HaCTOAMEeM OIMCaHUM.

Takxe TIIpeloCTaBJIEeHO COeIMHeHMe, KOTopoe IMIpelcTaBJsgeT cobon
coenmMHeHMe 1, wWIM OGapMalleBTUUEeCKM IIpuUeMJIeMas COJb, I'HAIpaT, WU
COJIBBAT thereof, Kak OIIMCaHO B HacTO4mMeM  OINMCaHWM, oJs
opuMeHeHUS B crnocobe JledeHMSa  3JIOKAUeCTBEHHOM  OIIYXOJH, roe
JleueHMe BKJIOUAET HasHaueHMe U/UIM BBeOeHMe MHIMBUIYYMY ONHOM WJIM
BoJjiee mo3 coeluMHeHMA 1 wiaM ero o¢apMalleBTUUECKM IIpueMJIeMOM COJIM,
TMgpaTa  WIM  COJIbBaTa, KaXIasd M3 KOTOPHX  HABJSETCS  MeHbIe
CTaHOAPTHOM MHO3H, B TeueHMe IIepBOTO IepuoIda BpeMeHM, a 3aTeM
HasHaueHre U/MIM BBeleHMe HYXIaoIeMycd B 2 STOM MHIUBUIYYMY

CTaHHapTHOﬁ OO3H COoeOMHeHusa 1 MM eTro (]_)apMaH,eBTquCKM HpMeMHeMOﬁ
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cou, rMopaTa VIV coJIbBaTa B KOJIMUECTBE, SKBMBaJIEHTHOM
OpUOINU3UTENIEHO OT 1,5 mpubIM3UTENBEHO OO0 2,5 MI' coenmMHeHusa 1.

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjgeT cobon
coenmHeHre 1 maIM ero ¢apMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
COJIBBAT, KaK OIMCaHO B HaACTOAlEeM OIMCaHMM, OJS [IPMMeHeHUSd B
criocofe JIeUeHMsA IIcopHrasa, TIe JIeueHMe BKJOUAeT Has3HaueHMre W/UIHU
BBeleHMe HyXIaKoleMycs B 5STOM MHOIMBMIYYMY CTAaHOAPTHOM  IO3H
coeIMHeHUsa 1 WMIM ero QapMalleBTHUEeCKM I[IpUeMIIeMOM CcOoJM, TIuipaTa
WM COJIbBaTa B KOJMUUECTBE, BKBMBAJIEHTHOM IIpuOIM3UTeJIbHO oT 1,5
OPpUOIIU3UTEJIEHO 0O 2,5 MI' COeOMHeHMS 1, KakK OIMCaHO B HaACTOLIEM
OIIMCaHUN .

Takxe TIpeIOoCTaBJIEHO COeOMHeHMe, KOTOopoe IIpelcTaBJgeT cobon
coeIMHeHMVe 1 WM eTo (QapMalleBTHMUYeCKM OpMeMJIeMyl COJIb, ITHUAPAT WK
CcoJIbBaT, KaK OIMCaHO B HaCTOLdlleM OIMCaHMM, -OJA [OIpMMeHeHUSA B
criocobe JleueHMsA IIcopuasa, TIIe JeueHMe BKJOUaeT Ha3HaueHue u/Miu
BBeIOeHMe MHIMBUIYYMY OIHOM MM ©OoJiee 103 coeIMHeHMsa 1 WJIM eTo
bapMmalleBTHMUECKM OpMeMIJIeMOM COJM, I'HMIpaTa WJIM COJIbBaTa, Kaxnoasa U3
KOTOPHIX ABJAeTCHA MeHbIle CTaHIapTHOM HOO3H, B TeueHMe IIepBOTO
Ieproma BpPeMeHM, a 3aTeM HasHaueHMe /MWK BBeIdeHMe HyXIalleMyCcsd
B 5TOM MHOIMBMIYYMY CTAHOAPTHOM HOO3H COEeOMHEeHMS 1 WMJIM eTo
bapmMalleBTUUECKU npuemIIeMom coJu, rugpaTa VI coJibBaTa B
KOJIMUeCTBe, BSKBUBAJEHTHOM NOpUOIM3UTEJIBHO OT 1,5 OpubIM3UTEIBHO
oo 2,5 Mr coeigmHeHus 1.

Takxe TIIpeIoCTaBJIEeHO COeIMHeHMe, KOTopoe IMIpelcTaBJisgeT cobon
coenmHeHMe 1 MM eTro dapMaleBTUUECKM IIPpMEeMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT, KaK OIMCaHO B HaCTOAlMeM OIMCaHMM, -OJS [OIPpMMeHeHUS B
crmocobe JledyeHMA IICOPMATUMUECKOTO apTpuTa, I'IOe JedeHMe BKJIOUAEeT
HasHaueHre U/MIM BBeleHMe HYXIaloIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUBIN3UTENIEHO OT 1,5 npubamamTesibHO IO 2,5 MI' coeIMHeHMA 1, Kak
OTIMCaHO B HACTOAMEM OIMCaHUMN.

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon
coenmHeHre 1 MM eTro QapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOpAT WK
COJIBBAT, KaK OIMCaHO B HACTOAlMEeM OIMCaHMM, MOJS [OIPMMeHeHUSd B

criocobe JieuyeHUd IIcopmaTmyeCKoIro apTpuTa, I'oDe JIedeHle BKJI4YaeT
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Ha3HauveHVe U/WIY BBeleHMe WHIOMBUIYYMY OIOHOW wWIM OoJjiee IIO3
coenMHeHMs 1 WM eT0o OoapMaleBTHUUECKM [IPMEMIIeMOM COJIM, TuipaTa
WM CoJibBaTa, Kaxias M3 KOTOPHX fABJIAETCS MeHbIle CTaHOapTHOM
I0O3E, B TedUeHMe IIepBOI'0 IIeprola BpeMeHM, a 3aTeM Has3HadeHMe
U/UIY BBeOeHMe HYXIaoleMyCs B STOM MHIVMBUAYYMY CTaHIAPTHOM IIO3H
coenMHeHMs 1 WM eT0o OGoapMaleBTUUECKM [IPMEMIIEMOM COJIM, THuIpaTa
WM COJibBaTa B KOJUUYECTBE, DKBUBAJIEHTHOM IpUOIM3UTeJbHO oT 1,5
OPpUOJIUBUTEJIEHO OO 2,5 MI' coelImMHeHMdA 1.

TakXe TI[IpPeOoCTaBJIEHO COeIMHeHHUe, KOTOpoe IIpencTaBJjigeT cobomn
coeIMHeHMre 1 uiM eIro ¢gapMaleBTHUUYECKM IIpMeMIIeMyl COJIb, IHUIOPaT WK
CoJIbBaT, KakK OIMCaHO B HacCTodlleM ONMCaHUM, NIOJIs I[IPUMeHEHUS B
criocobe JIeUueHMA PeBMaTOMIOHOTO apTpuTa, I'Ie JedUeHMe BKJYaeT
HasHaueHMe ¥/MIM BBeIeHMe HyXIalmeMyCcd B STOM MHIUBUIYYMY
CTaHIapTHOM HNO3H coedVHeHMA 1 wiaM ero dapMalleBTUUECKU IpMeMJIeMOM
CoJH, rMuopaTa W coJibBaTa B KOJIMYeCTBe, 5KBUBAJIEHTHOM
Opubamus3uTesJbHO OoT 1,5 npubamM3uTesJIbHO OO 2,5 MI' coelMHeHMsa 1, Kak
ONIMCAaHO B HaCTOAlleM ONMCaHWUM.

Takxe TIpedoCTaBJIeHO CoOeIMHeHMe, KOTOopoe IMpencTaBjigeT cobomn
coeIMHeHMEe 1 WM eTo QapMaleBTHUUYeCKM IIpMeMJIEMy COJIb, IHUAOPAT WK
COJIbBAT, KakK OIMCaHO B HaCTOMAMEeM ONMCaHWM, »OJS I[IPpUMeHeHUS B
criocobe JIeUeHMHA PeBMaTOMIOHOTO apTpuTa, I'Ie JeUeHMe BKJoYaeT
Ha3HaueHMe U/WIY BBeleHMe WHIOMBUIYYMY OIOHOMW MM 0OoJjlee IIO3
coenuHeHMsa 1 WM eTo ObapMalleBTHUUECKM [IpMeMJIeMOM COJIM, TuipaTa
WM COoJIbBaTa, KaxIasd M3 KOTOPHX HABJAETCS MeHbIle CTaHOapTHOM
I0O3E, B TeuUeHMe IIepBOT'0 IIeprola BpeMeHM, a 3aTeM Has3HaudeHUe
U/UIY BBeIOeHMe HYXIalIeMyCsS B STOM MHIVMBUAYYMY CTaHIAPTHOM IIO3H
coenuHeHMsa 1 WIM eT0o OdapMalleBTHUUECKM [IpMEeMJIeMOM COJIM, TuipaTa
WM COJIbBaTa B KOJUUYECTBE, DKBUBAJIEHTHOM IpUOIM3UTeJJsHO oT 1,5
OpUBIN3UTENBEHO OO 2,5 MI' coenuMHeHMsa 1.

TakXxe TMpPeNoCTaBJIeHO COeIMHeHUe, KOTOpoe IMpeAcTaBjigeT cobomn
coeIMHeHMe 1 WM eI'0 QapMaleBTUUYeCKM IIpHUeMJIeMyl COJIb, IMOPaT WK
COJIbBAT, KakK OIMCaHO B HaCTOAMeM ONMCAaHWM, »IOJIS T[IPUMeHEeHUS B
criocobe JieueHusa OoJie3HM KpoHa, TI'Ie JledeHMe BKJOUaAEeT Ha3HaueHUe
U/UIY BBeOeHMEe HYXIalMeMyCs B STOM MHIVBUAYYMY CTaHIAPTHOM IIO3H
coenuHeHMsa 1 WIM eT0o OGoapMalleBTHUUECKM [IPpMEeMIIeMOM COJIM, TuipaTa

i CoJikaTa B KOJIMYUEeCTBe, OSKBHMBaJIEHTHOM HpM@J’IMSMTeﬂbHO oT 1,5
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OpUOIN3UTENIBEHO 0O 2,5 MI' CcoelOMHeHMSA 1, KakK OIMCAaHO B HACTOAINEM
OTIMCaHWMU .

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjgeT cobon
coenmHeHre 1 maIM ero ¢apMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
COJIBBAT, KaK OIMCaHO B HaACTOAlEeM OIMCaHMM, OJS [IPMMeHeHUSd B
criocobe JeueHuda OoJie3HM KpoHa, TIe JIeUeHMe BKJIIUYaeT Ha3HaueHue
U/ WY BBeOeHMe MHIOIMBMAOYYMY OIOHOM WMIM OoJjlee HO3 COeIMHeHMd 1 uiu
ero (QapMalleBTHMUYECKM I[IpMeMJIeMOM  COJIN, rMgpaTa  WMIM  COoJIbBaTa,
Kaxias M3 KOTOPHX ABJAeTCS MeHbIle CTaHOapTHOM MHOO3H, B TeueHUe
IIepBOTO Iepruola BPeMeHM, a 3aTeM Ha3HaueHue U/MIM BBelIeHUe
HyXDawnmeMyCad B 5STOM MVHIOVMBUAOYYMY CTAaHOAPTHOM HOO3H CcoelIMHeHusa 1
WM ero dapMalleBTUUYECKM IIPpMEeMJIEMOM COJIM, IHuIpaTa WM COJIbBaTa B
KOJIMUECTREE, BKBMBAJEHTHOM NpUOIM3UTENbHO OT 1,5 OpubamM3uTesIbHO
oo 2,5 M coeguMHeHMUs 1.

Takxe TIIpedoCTaBJIeHO CoOeIMHeHMe, KOTOopoe IMpencTaBjigeT cobomn
coeIMHeHMe 1 WM eTo (QapMalleBTHMUYECKM IpMeMJIeEMyl COJIb, ITHUAOPAT WK
coJIbBaT, KaK OIMCaHO B HaCTOdlleM OIMCaHMM, OJA [OIpMMeHeHUSA B
criocobe JleueHUA OTTOPXEHMA TpaHCIJlaHTaTa, I'Oe JIeueHMe BKJIoUaeT
HasHaueHre WU/MiIM BBeleHMe HyXJallleMycd B STOM MHIUBUIOYYMY
CTAaHOAPTHOM IOBH COeOIMHEHUS 1 MIM ero dpapMalleBTUUECKM IIpMeMJIeMOM
coJu, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUBIMU3UTEIEHO OT 1,5 npubamMamTesIbHO OO 2,5 MI' coeIMHeHMSA 1, Kak
ONIMCaHO B HaCTOAMEeM OIMCaHWUM.

Takxe TIIpeIoCTaBJIEeHO COeIMHeHMe, KOTopoe IMIpelcTaBJisgeT cobon
coenmHeHMe 1 MM eTro dapMaleBTUUECKM IIPpMEeMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT, KaK OIMCaHO B HaCTOAlMeM OIMCaHMM, -OJS [OIPpMMeHeHUS B
crmocobe JIeueHMS OTTOPXEeHMS TpaHCIJlaHTaTa, I'Ie JIedeHre BKJIKUAaeT
HasHaueHre U/MUIM BBeIeHMe MHIMBUIYYMY ONHOM MM 0ojiee HO3
coemIuHeHnusa 1 wWIM ero QapMalleBTHUECKM I[IpUeMJIeMOM CcoJM, TIuipaTa
MM COJIbBaTa, KaxXoasd M3 KOTOPHX SABJSeTCSd MeHblle CTaHOapTHOM
IOO3E, B TeUeHMe I[epBOTO IIepMuolla BpPEeEMeHM, a 3aTeM Ha3HaueHNe
U/WUIM BBeleHMe HyXIaomeMyCsS B STOM MHIOIMBUOYYMY CTAaHIAPTHOM HOSH
coemIvHeHusa 1 wWIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOM CcoJM, TIuIpaTa
WY COJIbBaTa B KOJUUECTBE, BKBMBAJEHTHOM MOpubIM3MTeJIbHO oOoT 1,5
OpUOJIU3UTEJILHO OO 2,5 MI' coelmMHeHMA 1.

Taxkxe IIpeDOCTaBJIEHO COeIMHeHMe, KOTOpOe IIpencTaBJideT cobom
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coenmHeHre 1 MM eTro QapMalleBTUUECKM IIPUEMIIEMYK COJIb, I'MOPAT WK
COJIBBAT, KaK OIMCaHO B HACTOAMEM OIMCaHMM, MOJS [IPMMeHeHUSd B
crmocobe JIeueHMSsS pPacCesgHHOTO CKJIepo3a, TOe JIEUEeHMe BKJKUYaeT
HasHaueHre U/MJIM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMIIeMOM
cou, rMopaTa VI coJibBaTa B KOJIMUECTBE, DKBMBAaJIEHTHOM
OPpUOIU3UTENEHO OT 1,5 NpubiamMsmMTesIbHO OO 2,5 MI' coelMHeHMdA 1, Kak
OIIMCaHO B HACTOAINEM OIMUCaHUMN.

Takxe TIpeloCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjfgeT cobon
coenuHeHue 1 waM ero dapMalleBTUUECKU IIPUEMIIEMYI COJIb, I'MOpaAT WK
CoJIbBaT, KaK OIMCaHO B HaCTO{lleM OIMCaHMM, -OJA [IpMMeHeHUSd B
criocobe JleueHUSA pPacCesHHOT'O CKJIepo3a, TOe JledeHue BKJIKOUaeT
Ha3HaueHMe U/WUIM BBeleHMe UWHOMBUIYYMY OOHOM wuIM 0OoJjiee IOS3
coenuHeHMsa 1 WM eT0 OdapMalleBTHUUECKM I[IpHMeMJIeMOM COJM, TuipaTa
WM CoJIbBaTa, KaxIasd M3 KOTOPHX ABJISETCS MeHbIle CTaHOapTHOM
OO3E, B TeueHUe IIepBOTO IlepMrolda BpeMeHM, a 3aTeM Ha3HaueHUe
U/UIM BBeIeHMe HYXIaoleMyCcsS B STOM MHIMBUAYYMY CTAaHIAPTHOM IIOS3H
coenuHeHMsa 1 WIM eT0o OdapMalleBTHUUECKM [IpMeMJIeMOM COJIM, TuipaTa
WM CoOJIbBaTa B KOJMUECTBE, 5BKBUBaAJIEHTHOM OpubaM3uTeJIbHO oT 1,5
OpubIu3nUTeJIbHO OO 2,5 MI' coenmMHeHuda 1.

Takxe TIpeIoCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjisgeT cobon
coenmHeHMe 1 MM eTro QpapMaleBTUUECKM IIpHMeMIIeMyl COJIb, I'MOpaT WK
CoJIbBAT, KaK OINMCaHO B HaCTOAlNeM OIMCaHMUM, OJS [OIPpMMeHeHUS B
criocobe JleueHMS CHUCTEMHOM KPacCHOM BOJIUAHKM, TIe JleueHMe BKJIOUaeT
HasHaueHre U/MIM BBeleHMe HYyXIaoleMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOIMHEeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUBIM3UTENIEHO OT 1,5 npubamamTesibHO IO 2,5 MI' coeIMHeHMd 1, Kak
ONIMCaHO B HaCTOAMEM OIMCAaHUMN.

Takxe TIIpeIoCTaBJIEeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon
coenmMHeHMe 1 MM eTro dapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
COJIBBAT, KaK OIMCaHO B HaACTOAMEeM OIMCaHMM, OJS [OIPpMMeHeHUSd B
criocobe JleueHMS CHCTEMHOM KPpacCHOM BOJIUAHKM, TIe JleueHMe BKJIOUaeT
HasHaueHre U/MUIM BBeleHMe MHIMBUIYYMY ONHOM MM 0ojiee O3
coemIMHeHMsa 1 wWIM eTro QapMalleBTHUEeCKM I[IpUeMIIeMOM CcOoJM, TIuipaTa

12Nz COJIiBBaTa, KaxXioad "3 KOTOPEX ABJIA€TCA MeHBIIe CTaHHapTHOﬁ
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OO3E, B TeUeHMe IIepBOTO IIepuolla BpPEMeHM, a 3aTeM Ha3HaueHMe
U/WUIM BBeleHMe HyXIaomeMyCS B STOM MHIMBUIOYYMY CTaHIAPTHOM HOSH
coeIMHeHMsa 1 wMIM eTro QapMalleBTHUEeCKM I[IpUeMIIeMOM CcOoJM, TIuipaTa
WM COJIbBaTa B KOJUUECTBE, BKBMBAJEHTHOM MOIpuOIM3UTeJIbHO oOoT 1,5
OPpUOJIU3UTEJIEHO OO 2,5 MI' coelImMHeHMdA 1.

Takxe TIIpeloCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjfgeT cobon
coenmHeHre 1 MM ero dapMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT, KaK OIMCaHO B HaCTOLlleM OIMCaHMM, -OJS [IPpMMeHeHUSd B
criocobe  JIeUeHMSI  BOCHAJIMTEJNILHOTO  3aboJleBaHMAd  KUIIEUHMKAE, roe
JleueHMre BKJIOUAeT Hal3HaueHMe U/UJIM BBeIOeHMe HYXIaoleMycs B STOM
VHOUBULOYYMY CTaHOapTHOM IO3EL COeOuHEeHUsA 1 VI ero
bapMalleBTUUECKHA IpueMIIeMOM coJm, runopaTa VI coJibBaTa B
KOJIMUECTREE, BKBMBAJEHTHOM NpUOIM3UTENbHO OT 1,5 OpubamM3uTesIbHO
oo 2,5 Mr coemmHeHMs 1, KaK ONMCAHO B HaCTOAmEM OIMCAaHUM.

Takxe TIIpedoCTaBJIeHO CoOeIMHeHMe, KOTOopoe IMpencTaBjigeT cobomn
coeIMHeHMe 1 WM eTo (QapMalleBTHMUYECKM IpMeMJIeEMyl COJIb, ITHUAOPAT WK
coJIbBaT, KaK OIMCaHO B HaCTOdlleM OIMCaHMM, OJA [OIpMMeHeHUSA B
criocobe  JIeUeHMd  BOCHAIMTEJILHOTO  3abojieBaHMd  KUIEeUHUKAE, roe
JleueHMre BKJIOUaeT HasHaueHMe U/MWIM BBeOeHMe MHIMBUIYYMY ONHOM WJIM
BoJjlee nmo3 coelMHeHMsa 1 miaM ero ¢apMalleBTUUECKM IIpueMJIeMOM COJIU,
rMgpaTa  WMJIM  COJIbBBaTa, KaxXmasgd M3 KOTOPHX  ABJSEeTCS  MeHble
CTaHOAPTHOM MHO3H, B TeueHMe IIepBOTO Iepuomda BpeMeHM, a 3aTeM
HasHaueHre U/MIM BBeleHMe HYyXIalIeMycd B STOM MHIUBUIOYYMY
CTaHOAPTHOM IO3H COeOIMHEeHMS 1 MM ero dapMalleBTUUECKM IIPpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAaJIEHTHOM
OpUBIM3UTENIBEHO OT 1,5 mpubiamM3uTebHO OO 2,5 MI' coenmHeHusa 1.

Takxe TIIpeloCTaBJIEeHO COeIMHeHMe, KOTopoe IMIpelcTaBJsgeT cobon
coenmHeHMe 1 MM eTro dapMaleBTUUECKM IIPUEMIIEMYK COJIb, I'MOPAT WK
COoJIbBAT, KaK OIMCaHO B HaACTOAMeM OIMCaHMM, OJS [OIPpMMeHeHUSd B
criocobe JIeUueHM s A3BEHHOTO KOJINTAa, Toe JieueHme BKJIOUaEeT
HasHaueHre U/MIXM BBeleHMe HYXIaoIeMycd B STOM MHIUBUIYYMY
CTaHOAPTHOM IO3H COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, TMopaTa VIV coJIbBaTa B KOJIMUECTBE, SKBMBaJIEHTHOM
OpUOIN3UTENIEHO OT 1,5 npubamMamMTesJIbHO IO 2,5 MI' coelIMHeHMA 1, Kak
OTIMCaHO B HACTOAMEM OIMCaHWUMN.

Taxkxe IIpeDOCTaBJIEHO COeIMHeHMe, KOTOpOe IIpencTaBJideT cobom
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coeIMHeHMe 1 WM eI'0 QapMaleBTHUUYeCKU IIpHUeMIIeMyl COJIb, IMUOPaT WK
coJibBaT, KaK OIMCaHO B HacCTOdAlleM OIMCaHuM, OJIA [IpUMeHeHUs B
criocobe JleueHmsa A3BEHHOTO KOJIUTA, roe JleueHue BKJIOUAET
Ha3HauveHMe U/WJIYM BBeleHMe WHOMBUIYYMY OOHOW wmIM OoJjlee IIO3
coenMHeHMs 1 WM eT0o OoapMaleBTHUUECKM [IPMEMIIeMOM COJIM, TuipaTa
WM CoJibBaTa, Kaxdas M3 KOTOPHX ABJIAETCS MeHbIle CTaHOapTHOM
0O3E, B TedUeHMe IIepBOT'0 IIeprola BpPeMeHM, a 3aTeM Has3HadeHMe
U/ BBeOeHMe HYXIaoleMyCs B STOM MHIVMBUAYYMY CTaHIAPTHOM IIOS3H
coenMHeHMs 1 WM eTo OGapMaleBTUUECKM [OIPMEMIIeMOM COJIM, TuipaTa
WM COJibBaTa B KOJUUYUECTBE, DKBUBAJIEHTHOM IpUOIM3UTeJbHO oT 1,5
OPpUOJIUBUTEJIEHO OO 2,5 MI' coenIMHeHMda 1.

TakXe TI[IpeOoCTaBJIEHO COeIMHeHMe, KOTOpoe IIpencTaBliseT cobou
coenuHeHMre 1 uaM ero OGapMaleBTUUeCKM OpMeMIIeMyld COJIb, IHuIpaT WU
coJibBaT, 0JId [OPUMEeHeHMAa B ClIoocofe JIeUeHMA  BOCHIAJMTEJBHOTO
zabojieBaHMd KMIEeUHMKa, TIe JeueHMe BKJoUaeT Ha3HaueHre U/Wiu
BEelleHMe HyXIallleMyCcs B 5STOM MHIMBUIYYMY CTaHOAPTHOM  OO3H
coemmHeHusa 1 wmiM ero dapMalleBTUUeCKM IIPUEMIIEMOM COJIM, IHUIpaTa
WY CoJIbBaTa B KOJMUECTBE, 5BKBUBaJIeHTHOM OpubiausuTesbHO oT 0,5
OpubIU3UTEeJIbHO 0O 2,5 MI' coenmMHeHUuda 1.

Takxe TIIpedoCTaBJIeHO CoOeIMHeHue, KOTOopoe IMpeacTaBjigeT cobomn
coeIMHeEHMVEe 1 WM €TI0 QapMaleBTHUUYeCKM IIpMeMJIEMY COJIb, IHUAOPAT WK
coJibBaT, 0JI9 [OpUMEeHeHMs B crocofe JIeUeHMs  BOCHAaJIMTEJIBHOTO
zaboJleBaHMAa KUIMIeUHMKa, TIOe JeueHMe BKJIOUAeT Ha3HaueHue u/MiIu
BBeIeHMe HyXIaoleMycsa B STOM MWHAOMBUIYYMY OINHOM wuiIu ©OoJjiee 103,
Kaxmasg M3 KOTOPHX HABJIAETCS MeHblle CTaHOapTHOM HO3HE, B TeUueHUE
[IepBOTO I[epuolla BPEeMeHM, a BaTeM Hal3HaueHue U/WIM BBeleHMe
HyXIaoleMycsd B DTOM MHIMBUAOYYMY CTaHOAPTHOM HO3H COoelIMHeHus 1
UIM ero ¢apMalleBTUUECKM I[IPMEeMJIEMOM COJIM, TIHuIpaTa WJIM CoJibBaTa B
KOJIMYECTBE, DKBMBAJIEHTHOM NIpUOIMU3UTeEHO OT 0,5 Opubimu3nuTelIbHO
oo 2,5 MI' coeIMHEHMS.

TakXxe TpPeNoCTaBJIeHO COeIMHeHHUe, KOTOpoe IMpeAcTaBjigeT cobomn
coeIMHeHMe 1 WM eI'0 QapMaleBTHUUYeCKM IIpHUeMJIeMy® COJIb, IMUOPaT WK
coJibBaT, OJd I[IpUMeHeHUs B ClIocofe JiedeHUS SA3BEHHOI'O KOJIMTa C
AKTMBHOCTBI OT YMEPEeHHOW OO TAXeJIOW, THOe JiedeHMe BKJIUAET
Ha3HaueHVe U/UIM BBeleHMVe  HyXIanmeMyCs B 5STOM MVHIUBUIYYMY

CTaHHapTHOﬁ OO3H COoeOMHeHusa 1 MM eTro (]_)apMaH,eBTquCKM HpMeMHeMOﬁ
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cou, rMopaTa VIV coJIbBaTa B KOJIMUecTBe, SKBMBAJIEHTHOM
npubIn3nuTesHO oT 0,5 mpubIM3UTEeNBEHO OO0 2,5 MI' coenmMHeHusa 1.

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjgeT cobon
coenmHeHre 1 maIM ero ¢apMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT, IJIA IIPMMeHeHMSa B crnocobe JedeHMd SA3BEHHOTO KOJMUTa C
AKTMBHOCTBIO OT YMEpPeHHOM OO TSXeJIoNn, TOe JIEUYeHMe BKJIKUAET
HasHaueHMe U/MUIM BBeIeHMe HyXIallleMycd B STOM MHIMBUMOYYMY OIHOM
uiam ©6oJiee 103, KaXmad M3 KOTOPHX ABJISEeTCS MeHblIle CTaHOapTHOM
OO3E, B TeUueHMe IIepBOTO Ilepuola BpPEMeHM, a 3aTeM Ha3HaueHUe
U/MaY BBeleHMe HyXIaomeMyCsS B STOM MHIMBUOYYMY CTaAHOAPTHOM HOOSH
coeIMHeHMA 1 WMIM ero QapMalleBTHUYeCKM I[IpUeMIIeMOM COJIM, TIuipaTa
WM CoJiIbBaTa B KOJUUECTBEe, 5BKBMBAJIEHTHOM IIpubimsmuTeJibHO oT 0,5
Opubamu3nuTeJIbHO OO0 2,5 MI' coeIMHEHMS.

Takxe TIpedoCTaBJIeHO COeIMHeHMe, KOTopoe IMIpencTaBjisgseT cobomn
coeIMHeHMVe 1 WM eTo (QapMalleBTHUUYEeCKM IpMeMJIeMyl COJIb, ITHUAOPAT WK
CoJIbBaT, KaK OIMCaHO B HaCTOMdlleM OIMCaHMM, OJA [OIpMMeHeHUA B
criocobe JieueHmMda nuabera I TuUlla, TIOe JeUeHMe BKJOUaeT Ha3HaueHUue
U/WUaM BBeleHMe HyXIaoleMyCsS B STOM MHIMBUOYYMY CTaHIOAPTHOM HOSH
coemMHeHus 1 wMIM ero QapMalleBTHUECKM IIpUMeMJIeMOM CcoJiM, TI'uipaTa
WM CoOJIbBaTa B KOJMUECTBE, 5BKBUBaAJEHTHOM OpubiM3uTeJIbHO oT 1,5
OpUBIM3UTEJIEHO OO0 2,5 MI' coelIMHeHMA 1, KakK OIMCAHO B HACTOAIMEM
OIIMCAHUM .

Takxe TIIpeIoCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJisgeT cobon
coenmMHeHMe 1 MM eTro dapMaleBTUUECKM IPpHUEeMIIeEMYK COJIb, I'MOPAT WK
COoJIbBAT, KaK OIMCaHO B HaCTOAlMeM OIMCaHMM, OJS [OIPpMMeHeHUS B
crnocobe JiedueHusa nuabera 1 TuIa, TOe JedeHMe BKJKOUAeT Ha3HaAUeHUe
U/MIM BBeICHMEe MHIMBUIOYYMY OINHOM WM OoJiee OO3 coelduMHeHusa 1 wiu
ero (QpapMalleBTHUECKM [IpueMJIeMOM  COoJu, TMgpaTa WMIM  COJIbBaTa,
Kaxias M3 KOTOPHX ABJIeTCsS MeHblIle CTaHOapTHOM MHOO3H, B TeueHUe
IepBOTO Iepuola BPeMeHM, a 3aTeM Ha3HaueHue U/MIM BBeleHUe
HyXJawnmeMyCca B 5STOM MVHIVMBUOAYYMY CTaHOAPTHOM HOO3H coeluHeHMS 1
WM ero dapMalleBTUUECKM IIpMeMJIeMOM CoJiM, TIuIpaTa WM CcoJIbBaTa B
KOJIMYEeCTBE, DKBUBAJEHTHOM NPpUOIM3UTEJIBHO OT 1,5 HOpubOIM3UTEIBHO
oo 2,5 Mr coeigmHeHuMsa 1.

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon

coenuHeHre 1 WM €To (]_)apMaLLeBTMT{eCKM InprneMjieMyn COJIb, TI'MIOpaT WJIN
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COJIBBAT, KaK OINMCaHO B HACTOAMEeM OIMCaHMM, MOJS [OIPMMeHeHUSd B
criocobe JieuyeHMsa TUIIEPTOHMUECKOV HedppomnaTuy, TiIe JiedeHMe BKJOUaeT
HasHaueHMe U/WIM BBeleHMe HyXgallleMycd B 5STOM MWHIUBUIYYMY
CTaHOAPTHOM IOBH COeOIMHeHMS 1 MM ero dapMalleBTUUECKM IIpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUuecTBe, SKBUBAJIEHTHOM
NPpUOINU3UTENEHO OT 1,5 NpubiamMsmMTesIbHO OO 2,5 MI' coelMHeHMd 1, Kak
OINIMCAHO B HaCTOANEeM OINMCaHUM.

Taxxe TIIpeloCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjgeT cobon
coenMHeHre 1, WM a U ero o¢apMaleBTUUECKM [IpMeMJIeMas CoOJib,
rMgpaT MM COJIbBaT, KakK OIMCaHO B HacCToOdlleM ONuMcaHuu, OJd
OpuMeHeHUsa B crIocofe JiedeHMA TUIEPTOHMUECKOM HedpponaTum, TITIOe
JledeHMe BKJIOUAeT Ha3HaueHMe U/WIM BBeIeHMe MHIVMBUIYYMY ONHOM WJIM
BoJjiee o3 coeIMHeHMsa 1 MM ero ¢dapMalleBTUUECKM IIpMeMJIeMOM COJIH,
rMgpaTa WM coJibBarTa, Kaxmas M3 KOTOPHX  ABJISEeTCS  MeHblle
CTaHOaAapTHOM MHOO3H, B TeueHMe IIepBOTIO Ieprola BpeMeHM, a 3aTeM
HasHaueHre WU/MiIM BBeleHMe HyXJallleMycd B STOM MHIUBUIYYMY
CTaHOApPTHOM IOO3H CcoeaMHeHusa 1 uIM eTro dapMalleBTUUECKU IpHeMIIeMOM
coJu, rMopaTa NI coJibBaTa B KOJIMUECTRBE, SKBUBAJIEHTHOM
OpUbIM3UTEeJIEHO OoT 1,5 mpubiam3muTesIbHO Oo 2,5 MI' coenmHeHusa 1.

Takxe TIpemoCTaBJIEHO COeIMHeHMe, KOTopoe IIpelcTaBJjsgeT cobon
coenmHeHMe 1 MM ero dapMaleBTHUUECKM IpHMeMIeMyl COJIb, I'MOpaT WK
CoJIbBAT, KaK OINMCaHO B HaCTOAMeM OIMCaHMM, OJS [OIPpMMeHeHUS B
crocobe JeueHM s TJIOMEPYJIOCKIIEPO3a, roe JeueHMe BKJIOUaET
HasHaueHMe M/WiIM BBeleHMe HyXIallleMycd B STOM MWHIUBUIYYMY
CTaHOAPTHOM IOB3H COeOIMHEeHMS 1 MM ero dapMalleBTUUECKM IIPpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUeCcTBe, SKBUBAJIEHTHOM
OpUBIN3UTENIEHO OT 1,5 npubamMamTesJIbHO IO 2,5 MI' coegMHeHMA 1, Kak
OINIMCAaHO B HacCToOAmeM OIMCaHMM.

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon
coenmHeHre 1 MM ero ¢apMaleBTUUECKM IIPUEMIIEMYK COJIb, I'MOPAT WK
COJIBBAT, KaK OIMCaHO B HaACTOAlMEeM OIMCaHMM, OJS [OIPpMMeHeHUSd B
criocobe JIeUueHM TJIOMEPYJIOCKIIEPO34a, Tae JieueHme BKJIOUaEeT
HasHaueHMe U/MJIM BBeOeHMe MHIOMBUIYYMY OIHOM MM 0OoJjiee O3
coemIuHeHusa 1 wWIM ero QapMalleBTHUEeCKM I[IpuUeMJIeMOM CcOoJM, TI'uIipaTa
MM COJIbBaTa, KaxXIasd M3 KOTOPHX SABJSeTCSd MeHblle CTaHOapTHOM

IJO3EI, B TedeHNMe IIepBOI'O IIeprolda BpPpeMeHN, a 3aTeM HasHadeHHte
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U/WUIM BBeleHMe HyXIaomeMyCsS B STOM MHIMBUOYYMY CTaHIAPTHOM HOSH
coeIMHeHMsa 1 WMIM ero QapMalleBTHUeCKM I[IpUeMIIeMOM CcOoJM, TIuipaTa
WM COJIbBaTa B KOJUUECTBE, BKBMBAJEHTHOM MNIpuOIM3UTeJIbHO oOoT 1,5
OPpUOJIU3UTEJIEHO OO 2,5 MI' coelImMHeHMA 1.

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJigeT cobon
coenmHeHre 1 waIM ero ¢apMalleBTUUECKU IIPUEMIIEMYK COJIb, I'MOPAT WK
CoJIbBAT, KaK OIMCaHO B HaCTOLlleM OIMCaHMM, MOJS [OIPpMMeHeHUSd B
criocobe JIeUeHMSd TIOBPEXIEeHMS IIPpM MIeMUU-pelepdys3un Muokaplha, IIe
JleueHMre BKJOUAeT Hal3HaueHMe U/UJIM BBeIOeHMe HYXIaoleMycs B STOM
VHOUBULOYYMY CTaHOapTHOM IO3EL COeOuHEeHUsA 1 VI ero
bapMalleBTUUECKHA npueMIIeMom coJm, runopaTa VI coJibBaTa B
KOJIMUYECTRBE, BKBMBAJEHTHOM MNpUOIM3UTENBbHO OT 1,5 OpubiamM3uTesIbHO
oo 2,5 Mr coemmHeHMsa 1, KaK ONMCAHO B HaCTOAmEM OIMCAHUM.

Takxe TIpedoCTaBJIeHO COeIMHeHMe, KOTopoe IMIpencTaBjisgseT cobomn
coeIMHeHMVe 1 WM eTo (QapMalleBTHUUYEeCKM IpMeMJIeMyl COJIb, ITHUAOPAT WK
CoJIbBaT, KaK OIMCaHO B HaCTOMdlleM OIMCaHMM, OJA [OIpMMeHeHUA B
criocobe JieueHMd I[IOBPEeXIeHMA IIpM MiIeMUU-pelepdysunr Muokapha, I'he
JleueHMe BKJIOUAeT Ha3HaueHMe U/WJIM BBeleHMe VHIUBUIYYMY OIHOM WUJIU
BoJjlee nmo3 coelMHeHMsa 1 miaM ero ¢apMalleBTUUEeCKM IIpUueMJIeMOM COJIU,
rMgpaTa  WMIJIM @ COJIbBaTa, KaXmasgd M3 KOTOPHX  ABJSETCS  MeHble
CTaHIOAPTHOM MHO3H, B TeueHMe IIepBOTO Iepuomda BpeMeHM, a 3aTeM
HasHaueHre U/MIXM BBeleHMe HyXIalleMycd B STOM MHIUBUIOYYMY
CTaHOAPTHOM IO3H COeOIMHEeHUS 1 MM eTro dapMalleBTUUECKM IIPpMeMJIeMOM
cou, rMopaTa VI coJIbBaTa B KOJIMUECTBE, SKBMBAJIEHTHOM
OpUBIM3UTENIEHO OT 1,5 mpubiImM3mUTebHO OO 2,5 MI' coenmHeHusa 1.

Takxe TIIpeIoCTaBJIEHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon
coenmHeHMe 1 MM eTro ¢apMaleBTUUECKM IIPUEMIIEMYK COJIb, I'MOPAT WK
COJIBBAT, KaK OIMCaHO B HaACTOAMeM OIMCaHMM, OJS [OIPpMMeHeHUS B
criocofe JleyeHMS akHe, TIe JeudueHMe BKJOUAeT Has3HaueHMre U/UIu
BBeleHMe HyXIaloleMycs B 5STOM MHOIMBMIYYMY CTAaHOAPTHOM  IOS3H
coemIvHeHusa 1 wWIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOM CcoJM, TIuIpaTa
WM COJIbBaTa B KOJUUECTBE, BKBMBAJEHTHOM MOpubIM3MTeJIbHO oT 1,5
OpUOIN3UTENIEHO 0O 2,5 MI' coelOMHeHMA 1, KaK OIMCAHO B HACTOAIMEM
OTIMCAaHUMN .

Takxe TIIpeloCTaBJIeHO COeIMHeHMe, KOTopoe IMIpelcTaBJjsgeT cobon

coenuHeHre 1 WM €To (]_)apMaLLeBTMT{eCKM InprneMjieMyn COJIb, TI'MIOpaT WJIN
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COJIBBAT, KaK OINMCaHO B HACTOAMEeM OIMCaHMM, MOJS [OIPMMeHeHUSd B
criocofe JleueHMS akHe, TIe JeueHMe BKJOUAeT Has3HaueHMre W/UIHu
BBeldeHMe MHIMBUIYYMY OIHOM WMIM ©OoJiee 103 coemIuMHeHMsS 1 WMIM eTro
bapMalleBTUUECKM I[IPMEeMJIIeMOWV COJIM, IHuIpaTa WMJIM COoJIbBaTa, Kaxdas U3
KOTOPEIX ABJIAeTCA MeHblle CTaHOapTHOWM HO3H, B TeueHMe IIepBOTO
Ieproma BpPeMeHM, a 3aTeM HalHaueHMe /UM BBeIdeHMe HYXIalleMyCsd
B 5TOM MHAOMBMIYYMY CTaHOapPTHOM HOO3HE COeOIMHeHMS 1 WIM eTo
bapMalleBTUUECKHA npueMIIeMom coJu, rugpaTa VI coJibBaTa B
KOJIMUECTBE, DKBUBAJEHTHOM IMIPUOIM3UTEJIEHO OT 1,5 HOpUOIMU3UTEIIBHO
oo 2,5 M coeiguHeHusa 1.

Takxe TIpeloCTaBJIeHH OQapMalleBTUUeCKMe KOMIIO3UILMM, ComepXallue

CTaHIOapTHYI O3y COelIMHEeHMA 1 min ero @apMaHeBTquCKM InprneMiIeMyo

COJIb, ropatT VI COJIBEEBAaT u HeoOsa3aTeJIbHO OIIVH I BoJiee
@apMaHeBTquCKM IIpreMIJIEMEIX HOCHUTeEJIN . Taxxe IIpeIOoCTaBJIEHE
@apMaueBTqucxme KoMIIo3mMumm, copgepxammne TIEPBUUYHYIO O3y

coenuHeHMsa 1 WIM eT0 OdapMalleBTHUUECKM IIpMeMJIeMOM COJM, TuipaTa
WM CcoJibBaTa, HeoBsa3aTellbHO OIMH wiIM 0OoJjiee dapMalleBTHUUECKU
IpreMJIeMEIX HocuTeJeM. HocuTesb (M) MOOJDKHH @ ABJATHCS "mpueMiieMsmMu"
B TOM CMBICJIE, UTO SABJLITCS COBMECTHMEIMM C IPYIVMMU MHIPeIMeHTaMM
cocTaBa M He ABJATCS OCOOEHHO BPEeOHHEMM IJIS €TI0 SKCUMIIMEHTA.

B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIeHMS CcoedIMHeHMe 1 WM eTo
bapMalleBTHUECKHM OpHMeMIeMyld COJIb, IHUIpaT WX COJIbBaT BBOOAT B
BUIEe HEeOUMIEeHHOTO WJIM UMCTOTO XMMHUUECKOTO COeIOMHEHMS, HalpuMmep,
B BMIE IIOPOIMKa B JIEKAPCTBEHHOM QOopMe B BHUIE KAIICYJIH.

B HEKOTOPHX BapMaHTaxX OCYIeCTBJIeHMS COoedIMHeHMe 1 WM eTo
bapMalleBTHUECKM IIPMUEeMIEMYK COJIb, IMIPAT WIM COJIBBAT (QOPMYJIMPYIOT
B BHuIe (dapMaleBTHMUECKOM KOMIO3MLMM, OOIOJHUTEJBHO CcoIepXalen
onvH miau OGoJiee dapMalleBTUUECKM TIPHEeMIIEMEIX HOCUTeJIeN.

dPapMalleBTHUUECKME KOMIIOBUIUIMY MOXHO IIOJIyUaTh JIHOOBM II0IXOI MMM
criocoBowMm, Kak IIpaBuiIo, OOHOPOIHEIM IIepeMellMBAaHMEM aKTMBHOTI'O
coennHeHMUs (1) c XMUIKOCT IMU WIM  MEJIKOIOMCIIEP CHEMM TBEepPOEMU
HOCHUTEJIAMU, WJIM U TeM U IPYI'MM B HeOOXOIMMEX COOTHOWEHMSIX, a
3aTeM IPpUM HeOOXOOVMMOCTHM OGopMMPYySd IIOJIydaeMyl CMechb B XeJlaeMou
dopme.

B TabileTkaxXx ¥ KalcyJlax JId I[IepopalIbHOTO BBEeIOeHUSI MOXHO

VICIIOJIBE30BAThb O@merMHHTHe SKCIMUIIMEHTEI, Tarme Kakr CBA3BIBaKIVe
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cpelcTBa, HaTroJHUTeJIN, npUeMJIeMHEe  CpeICcTBa IOJIS CcMauyMBaHu4,
CMa30YHEE CcpelcTBa Jg TableTUpOoBaHMA U Ie3MHTeTpPaHTH. Xuikue
nperapaTe IJIS [IepOopalIbHOT'O BBeOeHMSI MOT'YT HaxXOIUTHECS B QopMe
PACTBOPOB, BMYJIBCUM, BOIHHX WJIM MACJSHEX CYCIIEH3MM U CHPOIIOB.
AJIbTEPHATHBHO, IIepopalibHHEe IIPpelapaTH MOTYT HAaxXOOUTLCS B dopMme
CYXOTO IIOPOMKAa, KOTOPHIM MOXHO BOCCTAHABJMBATE BOOOM WM IPYITHUM
INOOXOOAMMM XUIKMM HOCUTEeJIeM IIepel MCIOoJIb30BaHreM. K  XMIKUM
nIpenapaTaM MOXHO I00aBJIATbH MNOMNOJHUTEJILHEE »o0aBKM, TakKue Kak
CyClHeHIupyKIYe CpencTBa WM  5BMYyJbLTaTOpPH, HEeBOIHHE  HOCUTEJ U
(BrJIOUAA IMUIMEBRHE Macja), KOHCEPBAHTH U BKYCOBHE apoMaTU3UPYIIMe
BemMecTBa, M KpacuTesu. llapeHTepallbHEE JIeKapCTBeHHBE GOPME MOXHO
IoJlyyaTh pPacTBOPEHMEM COeIMHeHMsa IO M300peTeHuId B [HOOXONAlleM
XMIOIKOM HOCUTeJle U CTepuusauuel OmJIbTpOBaHMEeM pacTBoOpa IIepern
3aroJIHEHMEM WM 3alledaTHBaHMEeM HoOxondmero GJjakoHa WM aMIIyJIH.
[IpuBegeHH TOJILKO HECKOJIEKO IIPUMMEPOB MHOIMX I[IOOXONANMX CIOCOOOB,
XOPpOIIO MBBECTHEIX B IaHHOM oO0JIacTU IIOJIydeHMs JIeKapCTBEHHHX GopM.

CoenuHeHU4, OIMCHEBaeMHEe B HacToAmeM  OIMCaHUU, MOXXHO
bopmysMpoBaTh B dQapMalleBTUMUECKMe KOMIIO3ULMM C MCIOJb30BaHUEM
TexXHUK, XOPOIO MN3BECTHHX crienmaJiMcTaM B HOaHHOU ofjacTu.
Iogxomdamme bapMmaleBTHUUECKH IpreMJIEMEIE HOCUTEJIN, Hapany c
HOCHTEJIAM, YKa3aHHBEMM B HaCTOAIleM OIMCAaHMM, WM3BECTHH B HTaHHOM
obJjiacTH; Hampumep, cM. Remington, The Science and Practice of
Pharmacy, 20%® Edition, 2000, Lippincott Williams & Wilkins,
(Editors: Gennaro et al.)

dapMalleBTUUECKME COCTaBH BKJOUAIT COCTABH, [HOOXOOAMME IIJIA
IepopalIbHOTO, PeKTaJLHOTO, Ha3aJbHOTO, MECTHOTO (BrJIOUA A
BykkaJlbHOe ¥ CYOJIMHTBaJIbHOE), BarMHAJLHOTO WM IIapeHTepalJbHOTO
(BKJIIOUAS BHYTPUMHIIEUHOMV, IIOOKOXHOE ¥ BHYTPMBEHHOE) BBeIOeHWUSI, WK
B bopwme, mogxonAameyr  OJIid BBeOeHUS  IIOCPEeIOCTBOM  MHIAJISLUM,
MHCY I SLIMM NI IoOCpenCcTBOM TpaHCIepMaJbHOTO TLJIaCTHPA .
TpaHCcepMalbHEE IIJIACTHPKY pPacHpelelIdoT JIeKapCTBEeHHOe CPellCTBO IIPHU
KOHTPOJIMPYEMOY CKOPOCTH, HIPeloCTaBJIAA JIeKapCTBEHHOE CPelCcTBO IIJId
BCacCHBaHMsa 52OOeKTHMBHEM o0pas3oM IIPpM  MMHMMAJILHOM  pPa3pylleHUM
JIeKapCTBEHHOTO CpelacTBa. Kak TIMIpaBUIIO, TpaHCcOepMalJlbHEE ILJIaCTHPU
BRJIDUAT HEIPOHMIIAEMB SallMTHEIL CJIOM, OOHO UYYyBCTBMTEJILHOE K

ODaBJIeHMID aITl'e3MBHOE CpeICTBO U yIOaJlgeMelM  3allMTHBEN cJIoM  C
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BEICBOOOXIAKMeY MOLJIOXKOM. CHelUMaJlMCTy B HaHHOM ofbjacTu OyoyT
IIOHATHO " OUEeBUIOHE TEeXHUKN, nooxonAamme o4 IPOU3BOOCTBA
XKeJJaeMoro B3OOeKTUMBHOTO TPaHCOEePpMaJIbHOTO IIJIACTEPA B 3aBUCUMOCTHU
OT noTpebHOCTEM CIeuuaucTa.

CoeIMHeHUsA 1o N300peTeHUD COBMECTHO C OOenpPMH A TEMA
alBOBAHTOM, HOCUTeJIeM WM pasfaBUTeJleM, TakuM o0pasoM, MOXHO
[IOMelaTh B bopme bapmMalleBTHUUECKUX CcoCTaBoOB M UX e OVHULI

JO3SMPOBaAaHMA, W B TakKoM @opme X MOXHO IIPVMMEHATE B BHMIE TBEPIOEIX

BelleCTB, TaKMX Kak TabJIe TKU 12807} 3allOJIHEHHEE KallCyJIH, MJin
KMOKOCTHM, TaKre KakK pacCcTBOPH, CYyCIIeH3UlM, SMYyJIbCHUN, SJIMKCHPEIL,
reJjin, MJinm RallCyJIHL, 3allOJIHEHHEIE M, BCe IJIA IIepopallbHOT'O

IpMMeHeHUsa,; B GopMe CyIIIO3UTOPUEB IJId PEeKTaJIbHOT'O BBEINEeHUI WM B
bopMe CTepUJILHBEIX MHBELUUPYEMHX PaCTBOPOB OJA I[IapeHTepallbHOT'O
(BrJIIOUA A IIOOKOXHOE) VICIIOJIE 30BaHUe . Takue bapMalleBTHUUECKHME
KOMIIOBULIUY M MX CTaHOapTHEE JieKapCTBeHHEEe OQOPME MOT'YT COLOEepPXaThb
OOBIIEeNIPUHATEE VHITpeOIVNeHTH B OBWENPMH A THX COOTHOIEHUAX C
OOIOJIHUTEJIEHEMY  aKTUBHEIMU COEOMHEHUAMU WJIM KOMIIOHEHTaMU MM ©e3
HUX, W Takue CTaHIapTHHE JieKapCTBeHHEEe OGQOPME MOTYT COIepXaThb
Jwboe nonxondmee 5SOOEKTUBHOE KOJUMUECTBO AaAKTHUBHOT'O MHIPelIMeHTa B
COOTBETCTBMM C IMpenlojlaraeMbM OMalla30HaM CYTOUHOT'O IO3UMPOBAHMA,
KOTOPHEM HeOoOXOIMMO IIPUMMEHSTH.

I8 nepopallbHOTO BBeOeHMA OQapMalleBTUMUECKMeEe KOMIIO3MIMA MOTYT
HaxoouTkCA B (QopMe, HaOpuMep, TabJIeTKM, KallCyJkl, CYCIeH3US WIn

KNMOKOCTNM . @apMaHeBTquCKyD KOMITIOSMIIMIO TIIPedlIOUTUTEJIEHO IIOJIydaKT B

bopMe eIMHMUE OO3MPOBAHUHA, comepxamell KOHKPETHOEe KOJIMUEeCTBO
aKTMBHOTO MHTPpeOreHTa. [IpyMe PR TaKMUx enMHNILI OOBUPOBAHUSI
OpencTaBJIgioT coOoM  KalcyJiel, TabJleTKM, IOPOMKM, TPaHYJE WK

CYCIIeH3UM C OOmeNpHHSTHEMM JofOaBKaMy, TakKMM KaK JlaKTo3a, MaHHUT,
KYKYPY3HEIM KpaxMmaJl WM KapTobeJIbHEM KpaxXMmaljl; CO CBSA3HBalIUMA
CpencTBaMM, TaKMMM KakK KPHUCTaJJIMUeckKas LeJJlojio3a, [IPOM3BOIOHEE
LeJUIJIOBH, TyMMMapabuk, KYKYPYS3HBIM KpaxMaJl WX XeJIJaTUHHE,; C
OEe3UHTETPUPYIIUMU CPencTBaMKM, TakKuMMM KaK KYKYyPy3HBEM KpaxMmall,
KapTobeJIbHEM KpaxMaJl WM KapOOoKCUMMeTMJILeJJInJIo3a HaTpus, W CO
CMa30UHEIMMU CpeIOcTBaMM, TaKMMM KakK TajlbK MWJIM CcTeapaT MaTHHUS.
AKTUBHEIN MHITPeIMeHT TakKXe MOXHO BBOIUTL IIOCPEOCTBOM MWHLEKIUU B

BUIOe KOMIIO 3LV, roe, HaliprMep, B KadeCTBe IIoagxonmdmeIro
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bapMalLeBTUUECKHU IpUeMIIEMOTO HOCUTeEJIA MOXHO MCIIOJIE30BaTh
dMBMOJIOTHUUECKU PAaCTBOP, IeKCTPpOo3y WMIM BOIY.

IOnsa noJydyeHUa OoapMalleBTHUUECKMX KOMIIO3ULIUM W3 COeOMHEeHMWM IIO
HacTodmeMy M300peTeHUK MNOOXOOAMUN  (QapMalleBTUUECKU IIPUEeMIIEMEIN
HOCUTEJIb MOXeT ABJATLCA TBEepObM, KUOKMM WM CMeCb TOI'O U
opyroro. IllpenapaTH TBepZoM (QOPMH BKJIOUYAKLT [IOPOWKM, TabJIeTKH,
OWJIJIM, OO0JIaTKM, KalCYJIE, CYIIO3UTOPUMM UM OUCIepIMpyeMEEe I'PaHyJIH.
TBepOEM HOCUTEJIE MOXeT I[IpeAOCTaBJIATbL CcoboM omoHO wuiam  OoJiee
BelleCTE, KOTOPEE TakXe MOTYyT HOeMCTBOBaTb Kak pas3baBuUTesH,
apoMaTU3aTOPEH, COJIIOOUIIN3aTOPH, CMa30UHEe cpencTea,
CyCIeHIupyKmue cpencrsa, CBA3BBaKIME CPenCcTBa, KOHCEPBAHTH,
Oe3MHTeIpUpylMe TabJIeTKy CpencTBa WM MHKAICYJMPpYHIMe BellecTBa.

B 1nopomkax HOCHUTEeJL I[IpPeOCTaBJgeT CcoBoM MeJIKOOUCIEPCHOEe
TBEepOooe BelleCTBO, KOTOPOe HaXOOUTCHA B CMeCU C MeJIKOOUCIIEPCHBM
AKTMBHEIM KOMIIOHEHTOM.

B TabjieTkax AaKTUBHHM KOMIIOHEHT CMeMMBAalT C HOCHUTEJIEM,
ofJjamammyM HeOOXOOMMOM CBSABHBAaKLIEM CIOCOOHOCTLI, B IIOAXOIAMUX
COOTHOWEHUAX UM YIUIOTHALT LO XejlaeMoM QOpMEl M pasMepa.

[lopomkm M TabJeTKyM MOTYT COOEepXaThb pPasHOe IIPOLeHTHOEe
comepxaHue aKTVMBHOTO COeIOMHEHUS . XapaKTepHoe KOJIMUECTEO B
[IOopolmKe WM TabJeTke MOXeT cocTabBJjaATek oT 0,5 OpubIM3UTEIBHO IO
90 NpPOLEeHTOB AaKTHMBHOI'O cCcoeOMHeHMsa. OOHAKO CIeluaJlMCTy WM3BEeCTHO,
KOoT'la HeOOXOOMMEMM ABJIATCSA KOJMYUeCTBa BHe DTOIO Oualla3oHe.
llogxondamue HOCUTENM OJIS IIOPOWKOB M TabjleTOK BKJIOUAKLT KapOOHAT
MarHus, cCcTeapaT Mal'HMHA, TaJlbkK, caxap, JaKTo3y, I[IeKTUH, IeKCTPUH,
KpaxmMmall, XeJlaTuH, TparakaHT, Me TUJILLEJIIIIIIO 3Y,
KapBOoKCUMEe TUIILEJIIIIIO3Y HaTpHua, JEeTKOIJIaBKMM BOCK, MacJo KakKao u
T.10. TepmuH "moOpenapaT" BrIOUaAET COCTaB aKTUBHOI'O COeOUHEHUS C
MHKAIICYJIMPYIYM  BelleCTBOM B  BUIOEe  HOCUTeJIH, obecreunBanIero
KalncyJyjy, B KOTOPOM aKTUBHEM KOMIIOHEHT C HOCHUTeJIeM MM 0e3 HeTro,
OKpYXeH HOCUTEeJIeM, KOTOPHM, TakuM o0pasoM, HABJIAETCHS CBSA3aHHEM C
HMM. AHAJIOTMYHO, BKJIOUAT OOJIaTKM M TabJleTKM-JIeODeHLE. B KauecTie
TBepOHX  QOpM, IIOOXOOANUX  IJISL  I[IepopalIbHOT'O  BBEeOEHMHA  MOXHO
MCIIOJIE30BaTE TabJleTKM, I[IOPOWKM, KaIlCyJikl, MMM, O0o0JlaTKu U
TabJleTKM-JIeOeHIE .

HJId TIOJIyuyeHUd CYIITIOSHUTOPHMERB JIeTKOILJIaBKUM BOCK, TakoM Kak
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CMeCE IUIMLIePpMIOB XMPHEX KMCJIOT WMJIM MacJIO KaKaO, CHaudaljJla IIJIaBAT U

OIOHOPOIHO OVCIIEPTIMPYRT B HeM AKTVBHEM KOMIIOHEHT (HaanMep,
HepeMGMMBaHMeM). 3aTeM pacIUIaBJIEHHYI I'OMOT'€HHYID CMeChb IlIepeJiMBaklT
B @opMH InogxooAmeInro pasmMepa, OCTaBJIAKT OCTEIBATBb m, TaKVM

ofpasoM, YTBepXIaoT.

CocTaBH, nooxomdmme  OJS  BaI'MHaJLHOTO  BBemOeHUd, MOXHO
IpenocTaBJIATE B BUIe IIeccapreB, TaMIOHOB, KpeMoB, TeJjel, IacT,
IIeHH MM CIpeeB, COoIepXamlMuxX B IOMIOJIHEeHMEe K aKTHMBHOMY MHIPEeIUeHTY

TarrMe HOCHUTeJIM, KOTOPEIe, KaK M3IBECTHO B OaHHOM’ obijacTu, ABJILARTCA

IMIOOXOOAMVIMHN .
HpenapaTH KUIOKOM @OpMH BRJIKYAKT PacTBOPH, CYCIIEH3VIM n
SMYyJIbECUN, HallpriMep, BOOY jZnpnZs PacTBOPE BOOa—TIPOIIMIIEHTVJIMKOJIE .

HanpuMmep, HapeHTepaJibHEE MVHBEKIMOHHEE XUIKME [IpelapaTH  MOXHO
bopMyIMpOBaThH B BULE PacTBOPOB B BOIOHOM pacrTBope
INOJIMATUJIEHTJIMKOJIA. VHBeluMpyeMele IIpellapaTh, HalpuMMep, CTepUJIbHEE
MHBELVPYEMEIE BOOHHE WMJIM MaCJISHBEE CYCIeH3UM MOXHO (QOpMYyJIMPOBATH B
COOTBETCTEMM C M3BECTHHEIM YPOBHEM TexXHMKM C  MCIOJIbL30BaHMUEM
INOAXOOAMMX OUCHEePpTUPYRIMX CPelCTB WIM CpencTBa OJS CMauMBaHUA U
CYCIEHIUPYIMMUX CcpelcTB. CTepUJIbHEM MHBLELUMPYEMHM IIperapaT Takxe
MOXeT IMIpelCcTaBJIAThL CcO0O0M CTEePMJILHEM MVHBELUUPYEMEI PacTBOP WM
CYCIIeH3UI B HETOKCHMUHOM IapeHTepalJilbHO IMIpMeMJIieMOM pasfaBuUTese WU
pacTBOopUTeJie, HaAIPMMEP, B BMUIe pacTBop B 1,3-0OyTaHamuoje. Cpenu
IpUeMJIEMBEIX HOCUTEJIe U pPacTBOPUTENM, KOTOPHE MOXHO IIPVMMEHSITH,
IpencTaBJIgT CcoOoM BOOY, PACTBOP PuHTepa M U30TOHUUECKMUM PacTBOP
xJopuia HaTpusa. KpoMe ToT0O, CTepuJIbHBEE XUPHHE MacJja OOmMelIpUHITO
IPUMEHSIT B KaueCTBe PaCTBOPUTEJIS WIM CYCIeHOIMpyomel cpenbl. s
STOM LeJIM MOXHO I[IPUMMeHATL Jiodoe MATKOe XUMPHOEe MacJo, BRJIOUAM
CUHTEeTHUYEeCKMe MOHO- WM IUIJMLepuIb. KpoMe ToOTO, B [IOJYUYEHUU
VMHBEKIMOHHEIX IIpellapaToB HaxXOOAT IIpMMeHeHMe XMPHHEe KUCJIOTH, TaKue
KakK OJIEeMHOBasd KMUCJIOTa.

TakuM o06pas30oM, COeOMHEeHMSI [0 HacCTodlleMy M300peTeHUI MOXHO

@OpMYHMpOBaTb IOJId IIapeHTepPaJIEHOT'O BBellcHNMA (HaanMep,
IIOCpelICTBOM VHBEKINM, HalipriMep, BOJIICHOM VMHBEKINN MJIn
HerepHBHOﬁ MH@ySMM) n MOXHO IIpenoCTaBJIATE B CTaHHapTHOﬁ

ﬂeKapCTBeHHOﬁ @opMe B aMIlyJlaXx, InpeilpaprTeJIBEHO HaIIOJIHEHHEIX

mripniiax, MH@ySMM HeBOJIBMOTO obreMa nJin B KOHTeﬁHean
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MHOTOKPATHOM HO3H C n»oBaBJIgeMBEIM KOHCepPBaHTOM. ~OdapMalleBTHUECKME
KOMIIO3ULIMM MOTYT I[IPMHMMATE Takue (QOPME, KaK CYCIeH3UM, PacCTBOPEH
WIM SMYJIBCHUM B MACJSHEX WJIM BOIOHEX HOCUTEJISX M MOTYT COIOEPXaTh
BCIIOMOT aTeJIbHEE cpencrTea, Takue Kak CcycrneHIupyomm1e,
CTabUIM3UPpYyIMe W/MUIM IOUCIepTUpyllMe CcpelcTBa. AJLTepHATUBHO,
AKTUBHEIM MHIPEOMEHT MOXeT HaxXOOMTCI B ¢opMe IIoOpomKa, II0JIydaeMOoM
BHIOEJIEHMEM B ACElTHUUYECKMX YCJIOBMSAX CTEePUJIBHOTO TBEPIOI'O BelleCTBa

12Nz ﬂMO@MHMBaHMeﬁ ns pacTeopa IJIA BOCCTaHOBJIEHUA IO OXOo O AMYVIM

HOCHUTEeJIEM, HallprMep, CTepMHbHOﬁ, aHMpOPeHHOﬁ BOIOM rnepen
VMCIIOJIESOBaHVEM.
BonHrle COCTaBHI, Inooxogdamre IJIA IIepopallbHOT'O INIPrMMEeHEHNM A,

MOXHO IIOJIYUYaTh pPacTBOPEeHMEeM WM CYCIeHIMPOBAHMEM  aKTHMBHOTO
KOMIIOHEHTAa B BOIlE u no®aBJIeHVMEeM  IIOIOXOISIUX Kpacurejen,
BKYCOapoOMaTHUeCKUX no6aBoOK, CTadUIM3UPYINX CpeICTB n
3aTyCTUTEJIEN I10 XeJIaHMO.

BonHEIE CYCIEeH3UM, IIOAXOINAMMe IJId IIepopalJIbHOTO IIPpVMeHeHUSd,
MOXHO IoJIyyaThb IUCIEPTUPOBAHMEM  MEJIKOOWCIIEPCHOTO AKTUBHOTO
KOMIIOHEHTa B BOIEe C BA3KMM BeEMEeCTBOM, TaKMM KakK I[IPUPOIHBEE WU
CUHTeTHUUeCKUe KaMenu, CMOJIHL, Me TIUJIIL e IO 3a,
KapOOKCUMEeTUIILEJIJIoJIO3a  HaTpMa MWIM  OpyTMe  XOPpOollo  M3BeCTHHE
CyCIeHIUpYyIe cpencTBa.

Takxe BKJIIOU S HEI npenapaTs TBEpPION dbopma, KOTOPEIE
npenHasHaueHH 0J1g npeobpasoBaHMU HelocpeacTBEeHHO nepen
IpUMMeHeHreM B OpelapaTh XUOKOM GOpME IJIA IIepopalJibHOTO BBeIeHMe.
TakMe XUIKMe (QOPME BKJIOUAIT PaCTBOPH, CYCIEH3UM ¥ SMYyJILCUM. DTHU
openapaTe MOTYT COIepXaThk B HOOMNOJIHEeHMEe K aKTUMBHOMY KOMIIOHEHTY,
KpacuTeyx, BKycoapoMaTUueckue mHoOaBKM, CTadlMIU3aTOPH, OydepH,
UCKYCCTBEHHEE u IPUPOOHEE IOOCJIaCTUTEJIN, OUCIIePCaHTH,
3aTyCTUTEJIM, COJIOOUIIM3aTOPH M T.II.

IJI9 MeCTHOTO BBeIeHUA B SIUIEPMUC COSOMHEHMS II0 M300peTeHUn
MOXHO (QOPMYJIMPOBATL B BUIE Mas3el, KpeMOB MM JIOCLOHOB MJIM B BUIE
TpaHCOepPMalbHOTO IIJIaCTHPS .

Mas3M ¥ KpeMn MOXHO, HaIpuMep, OGOpMyJIMPOBATEL C BOIHOM WJIM
MacJISHOM OCHOBOM ¢ pobaBJjleHMeM IIOOXOINAMero 3aryCTUTeJIS W/UIn
TejleodpasynluX CPeOcTB. JIOCLOHE MOXHO (QOPMYJIMPOBATL C BOOHOM WJIM

MacJISHOM OCHOBOﬁ, M B OCHOBHOM OHM TakKXe coIepXaT OIMH WJIN DoJiee
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SMyJIbTaTOPORB, CTabuIM3aTopOB, IUCIIEP TUPYIMMUX cpencrs,
CYCIEeHIUPYIMX CPeNCTB, Bal'yCTUTeJIeV WM KpacuTeJen.

CocTaBh, MNOOXOOAMME IJIS MEeCTHOTO BBeIOeHMS B IIOJIOCTU pPOTa,
BKJIOUAT  TabJeTKV-JIeOeHIIH, comepxamye  aKTMBHOE  CpPeICTBO B
apoOMaTMU3MPOBAHHON OCHOBe, KaK IIpaBMJIO, caxapose U TyMMrapabuke
WM  TpaTrakaHTe; [HacTWJIKY, COIepXamye aKTUBHEYM MHITPEeOUMEeHT B
MHEPTHOY OCHOBE, TaKOoM KaK XeJlaTUH ¥ IUVIMIEPMH WIM Ccaxapos3a, u
TyMMuapadtuk; M OINOJIJAaCKMBATENM IJIA IIOJIOCTM  pTa, CcolepXamue
AKTUBHEM MHTPEOMEHT B INOAXONAMEM XMIKOM HOCUTEeJIE.

PacTBOPH WM CYCIEH3UM HaHOCAT HEeINOCPeICTBEeHHO Ha II0JIOCThH
HOCa OBIenIPUH I TEIMM/ criocobamu, Hanpumep, C  MCIOJIb30BaHMUEM
KaleJIbHUIE, [UIeTKM MM cropesd. COCTaBhH MOXHO IIPenoCTaBJIATL B
JIEKapPCTBEHHHX GopMax ONHOKPATHOM HO3H WMJIYM MHOTOKPATHHX »IO3. B
rocjiegHeM CJiydae  KalleJIbHUIE MM [IUIeTKM MOTYyT ofecleuMBaTh
MHIOINBUIYYMY  BBeIleHUe NOIXOOAmeTo, npenonpenejeHHoTo oBbemMa
pacTBOpa WM CyCIeH3uM. B cJiydae cIOpes, STO MOIOHO IIOJy4YaTh,
HalpyMep, I[IOCPeICTBOM IO3UPYKIETO pacHBIAnIero Hacoca CIpesd.

BBeneHue B TIIEIX AT eJIb HEle Iy Tu Takxe MOXHO oJy4daThb
[IOCPEOCTBOM aspPO30JIbHOTO COCTaBa, B KOTOPOM AKTUBHHIN MHIPEIMEeHT
npeIoCcTaBJIgoT B yIIakoBKe o InaBJIeHVEM c IO X O I AMYM
NpPOMNeJJIEHTOM. ECIM COeIMHEHMS I[I0 HacTodmeMy MW300peTeHuio W
bapmMmalieBTMUECKME  KOMIIO3ULMM, CoIepxamue UX, BBOIAT B  BUIE
aspos3oJier (HalpyMep, HaBaJIbHEIX aspo30Jiel IIOCPelCTBOM MWHTAJALNUU) ,
3TO MOXHO NPOBOONTE, HaIprMep, C  UCHOJIL30BAaHMEM  CIIpes,
PacCHBIIMTEJIA, PAaCIBIMTEeJIS C HaCcoCOoM, YCTPOWMCTBa IJIS WHTalSluu,
NO3UPYKIMEeTro MHTAaJsTopa WIM MHTaldaTopa IOJd CYXOoTo  I[IOPOoIKa.
dapMalleBTUUEeCKYe OGOPMEl MJId BBEeIeHMSI COEeIOUMHEHUM II0 HaCTOAleMYy
N300pPEeTeHVI0 B BUIE aspo30JIS MOXHO I[IOJIyYaTh CrIoocof®amMyu, XOpOolo
U3BECTHHEMMY CIelMaJliCTaM B OaHHOM o6JjlacTM. PacTBOPH WMIIM OUCIIEPCUN
COenUHEeHUM TII0O HacTofmeMy UW300peTeHri WIM WX OdapMalleBTHUYeCKU
npremieMyi COJIb, COJILBAT, THUIPAT WJIM IIPOM3BOINHOE B BOIE, CMeCSaX
BOOA/COUPT WM MNOOAXOOAMUX OMU3MOJOTUUECKUX pPacTBOpax, HalpuMep,
MOXHO MPUMEHATH C MCIOJIL30BaHVEM OOMENPUHATHX »To0aBOK (HAIPUMEP,
OEeH3UIOBOTO crvpTa I TPy TUX TOIX O AMMX KOHCEPBaHTOB) ,
YCUIUTEeJIen BCaCHBaHUA TIJIS YBeJIUYeHV S OMOOOCTYIIHOCTH,

CONOOUIMBAaTOPOB, IUCIEPCAHTOB M IOPYITMX, WM TIIpUM HeOoOXOOVMOCTU



106

OBWENPUHSATEIX NPONIEJIJIEHTOB (HanmpuMep, IMOKCHIa yIJlepona, CFC,
TakKMUx Kak, ouxJjiopoudTopMeTaH, TpUXJIOPpOTOPMETAH,
ouxJjioprerpadTopaTad M T.II.). A3PO30JIb MOXET IIOOXOLANUM CIIOCOOOM
Takxe comepXaThb [IOBEPXHOCTHO—aAKTUBHOE BelleCTBO, Takoe Kak
JeunTrH. Jo3y JIeKapCTBEHHOT'O CpelcTBa MOXHO pelyJMpoBaTbk C
IIOMOIIBID LO3UpyKIelo KjallaHa.

B cocTarax, IOIpelHa3HaUeHHHX IJig BBeNeHMSa B OHXaTeJILHEE
IyTH, BKJIOUaAA MHTpaHa3aJIbHEE COCTaBH, COeIMHEHNHA, KaK IIpaBWIIo,
MMeT HeOOJIBIIOM pas3Mep dYacTHull, HalpuMep, Oopsaika 10 MMKPOH WK
MeHee. TakoM pasMep UYacCTMUI MOXHO IIOJIydaThk CpeOCTBaMM, WM3BECTHEMU
B IaHHOM ofOJjacTH, HallpuMep, IIOCPEenNCTBOM MMKPOHM3ALUMA. [Ipu
KeJIaHMM  MOXHO I[IPUMMEHATHL COCTaBB, amalTUpOoBaHHEE OJ4 OaHHOTO
OJIUTEJIbHOTO BECBOOOXIOEHMA aKTMBHOI'O MHIPENMEeHTa.

AJIbTEPHATMBHO AaKTUBHEM MHIPEeOMEHTH MOXHO IIpedOoCTaBJIATL B
bopmMe CyxoTo IOpolKa (HalpMMep, CMeCHM IOPOIKOB COeOMHEHUS B
[IOOXOLAlleM IIOPOMKOBOM OCHOBaHMM, TakKOM Kak JlaKTo3a, KpaxuaJl,

IIPOM3BOIOHEIE KpaXMaljla, TakKMe KaK THMIPOKCUIIPOIIMIIMETMIILICJIJIINIIO3a U’

MNOJIMBUHUIIIMPPOJIMOOH (PVP)) . IloOXOoOAmMM CIOCOOOM IMOPOIOK—HOCUTEIL
obpasyeT TeJlb B IIOJIOCTM Hoca. IIOPOmMKOBYID  KOMIIO3MUMIO  MOXHO
IIpengoCTaBJIATb B CTaH,JIapTHOIZ J’IeKapCTBeHHOIZ CbOpMe (Hanpmmep,

KarcyJjax, KapTpuIXax) TaKKMxX KakK XeJJaTUH UM OJMUCTEpPHHEE YIIaKOBKU,
M3 KOTOPHX I[IOPOMOK MOXHO BBOIWTH IIOCPELCTBOM MHIAJATOPA.

dapMalleBTUUECKME  IIpellapaTH  [OPeOloUTUTEJIEHO  HaXOOATCS B
CTaHOaAapTHHX JIeKapCTBeHHEX OdopMax. B  Tako¥  dopme, nopenapartT
pasnesieH Ha CTaHOAapTHHEE OO3EH, CoIepXalle IIOOXONAMMEe KOJIUMYeCTBa
aKTMBHOI'O KOMIIOHeHTa. CTaHOapTHas JekapCTBeHHad o¢GopMa MOXeT
npelICcTaBJIATL CcoBOM YIaKOBaHHEM IpelapaT, I'Ie YyHaKoBKa COOEPXUT
OVUCKPEeTHHEEe KOJIMUeCTBa IlpellapaTa, TaKMe KaK yIaKOBaHHEEe TabJleTKU,
KallCyJibl M IIOPOWKM BO OQJlaKOoHaxX WM aMilyJjax. Takxe, cCcTaHIapTHad
JlekapCcTBeHHasaA GQopMa MOXeT IIPelCTaBJiAThk CcoDOOM KalcyJy, TabjleTky,
oBbnaTky WM TabJleTKy-JleeHell, MWJIM OHa MOXeT IpelCTaBJIATE COOON
IoOxXonAmee KOJIMUECTRBO JIOOOM M3 2TUX YIaKOBaHHEX GOPM.

B HEeKOTOpPEHX BapMaHTax OCYWEeCTBJIEHMA KOMIIOSULUM IPeOCTaBJISRT
cobor TabJIeTKM MM KalCyJH IJIS [NepopalJIbHOTO BBEIEHUS.

B HEeKOTOpPEHX BapMaHTax OCYIEeCTBJIEHMA KOMIIOSULUM IPeOCTaBJISRT

coboM XUIOKOCTU IJIS BHYTPMBEHHOI'O BBEeIcHNMA.



107

HexoToOpHEe BapMaHTH OCYIIECTBJIEHMA HacCToAmeTo U300peTeHUud
BRJIOU AT Crioco®  IMOJIYUeHMS  dpapMalleBTUMUeCKOM  KOMIO3MLMWM  IOJIA
"KOMOMHMPOBAHHOM Tepalumu", BKIOUAKIENX CMelMBaHMe II0 MeHbIIeM Mepe
OOHOTO coeIMHeHUs B COOTBETCTBUU c JIIOOBIMM BapuaHTaMu
OCYIIECTBJIEHUS COeIMHeHMUd, OIMCHBAEeMBEIMM B HaCTOdmeM OINMCaHuM,
COBMECTHO II0 MeHBbIIeM Mepe C OIOHMM, WM3BEeCTHHEM OpapMalleBTHUUeCKUM
CpeICTBOM, KaK OINMCaHO B HACTOAmMEeM OINMCaHUM, U odapMalleBTHUUeCKH
IpUEeMJIEMEIM HOCUTEJIEM.

CilemyeT OTMETHUTH, YyToO KOTIZa AaTOHMUCTH  pelenTopa S1P;
UCIIOJIE3YIOT B KauecTBe AaKTUBHHX MHITPEOMEeHTOB B (dapMalleBTUUeCKHUX
KOMIIO3UILIMAX, OHM He IMpedHa3HaueHH OJIS MCIOJb30BAHUS TOJILKO VY
Jone, a Takxe ¥ @y < IOPYIrMxX He IOpMHaOJeXamero  YeJIOBeKYy
MJIeKONIUTAKMMUX . PaKTUUECKM, IIOCJeIHMe NOCTWMXEeHMS B 00JIaCTM OXPaHH
3IO0POBL A XVIBOTHEIX , YCTaHaBJIMBAT KakxKom baxTop clyenyer
paccMaTpMBATL IJIA  MCIIOJIBL30BaHMA AaKTHMBHEIX CPeICTB, TaKMX Kak

ATOHMCTH pellernTopa S1P;, g JIeUeHMS CBA3aAHHOTO C pelentopom S1P;

3aboJIeBaHMAg WM HapylleHMSa Y  XMBOTHHX-KOMIIAHBOHOB (HanpuMep,
Komek, cobak M T.O.) ¥ Yy IOOMamHeI'o0 CKoOTa (HalopuMep, KOpPOB,
Kypuil, pHO M T.O.). CIHelUrajJMCTH B IOaHHOM o0B6JlacTM JIeTKO IIOHMMAIT

IPUTOOHOCTE TAaKUX COeOMHEeHUMV B TakuX YCJOBUSIX.

Taxkxe npermocTaBJieHa yIakoBKa oJis nonbopa OO 3E oJs
oBecnieueHusa CcoOOJOIEHMSA CXeMH JedeHMSa C M3MeHeHMeM OO3UPOBKU
JIeKapCTBEeHHOTO IIpelapaT B TeUueHMe I[epuola BPpeMeHM IOJIS JIeUeHUd
CBA3aHHOTO C pelenTopoM couHTo3MH-1-pochaTa 1 mnomtumna (S1P;)
HapylmeHusa, T'Ie JIeKapCTBEHHHM IIpelapaT OpelcTaBjsgeT cobom (R)-2-
(7- (4-UMKJIOTIEHTUII- 3— (TpudTOopMeTUII) OeH3mJIokcHu) -1, 2, 3, 4-
TeTparMOIpOUMKIIONeHTa [ b] MHOOJ-3-MJI) YKCYCHY KUCJIOTY (coenmmHeHMe
1) miam ero QapMalleBTMUECKM [IPMEMIIEMYK COJIb, I'HMIpaT WM COJIEBAT,
Toe ylIakKoBKa COINEPXUT :

— IIepBOe KOJUUECTBO CYTOUHHX eIMHMUHEX I03 G(apMalleBTHUUeCKOM
KOMIIOBULIMM, CcoIepXalel HauvaJlbHYylD »OO3y CcoeaMHeHMsa 1 wWIM  ero
bapMalleBTUUECKM [IpMeMJIeMOM COJIM, IMIpaTa WJIXM COJIbBaTa, HaxXOOUTCH
B KOJMUECTBe, 3KBMBAJIEHTHOM MNpUOIM3UTEJIBHO IO 1 MI' WMJIM MeHee
coemuHeHusa 1, u

- BTOpPOE KOJUUECTBO CYTOUHHX eIMHMUHEX I03 GdapMalleBTUUeCKOM

KOMITO 3N, conepxameﬁ CTaHIapTHYI® 103y COeIVMHEHNMA 1 wmam ero
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bapMalleBTUUECKM [IpMeMJIEMOM COJIM, IMIpaTa WMJIM COJIbBaTa, HaxXOOUTCH
B KOJIMUECTBE, DKBUBAJEHTHOM IMNIPUOIM3UTEJIBHO OT 1,5 OpUMOIM3UTEIBHO
oo 2,5 Mr coeigmHeHuMsa 1.

Taxkxe npernocTaBJIieHa yIaKoBKa oIS nonbopa OO 3H oJis
oBecrnieueHrsa COOJIOIEHMA CXeMH JIedeHMa C M3MeHeHUMeM OO3UPOBKMU
JIEKapPCTBEHHOT'O IIpelapaT B TeUeHMe I[epuolla BPEeMeHM IJIAd JIeUeHUSH
BOCIIAJUTEJIEHOTO 3aboJieBaHMUA KUIIEYHMKA , roe JIeKapCTBEeHHHM
npenapart npencrTaejdgaeT coboun (R)=2-(7- (4-UMKJIOTIEHTUII- 3~
(TpudpTOopMeTUII) DEeH3UIIOKCHK) -1, 2, 3, 4-TeTpal'MOPOLUMKJIONEeHTa [ b] MHOOJI—
3-WJI) YKCYCHYID KUCJIOTY (coeluHeHre 1) wmiM ero o¢apMalleBTUUYECKHA
IpMeMIeMyK COJIb, I'MIOpaT WMJIM COJIbBaT, I'Ie yllaKoBKa COIEPXUT:

- IIepBOe KOJMUECTBO CYTOUHHX EeIOMHMYUHEX 03 G(apMalleBTUUeCKOM
KOMIIO3UILINYM, CoIepxalel HauvaJlbHYD 03y CcoeIMHeHMs 1 mMIM ero
bapMalleBTHUECKM OpMEeMJIeMOM COJIM, TuIpaTa WMJIM COJIbBaTa, HaXOOUTCH
B KOJIMUECTBe, DKBMBAJIEHTHOM OpubIM3uTesbHO no 0,5 MI MM MeHee
coenuHeHusa 1, u

- BTOpPOEe KOJMUECTBO CYTOUHHX EeIMHUUHHX 103 bapMalleBTUUeCKOM
KOMIIO3UILIMYM, CoIepXalel CTaHOapTHYD 03y COoeIMHeHMS 1 WIM eTo
bapMaleBTUUECKM MIPMeMJIEMOM COJIM, IuIpaTa WM CcOoJIbBaTa, HaxXOOUTCH
B KOJIMUECTBE, BSKBUBAJEHTHOM NPUOIM3UTEJIbEHO OoT 1,0 OpubiInM3UTesIBHO
oo 2,0 M coelgmHeHUus 1.

Takxe IIpemocTaBJieH Habop, comepxamyi YIAKOBKY moJga nomndopa
OO3H, Kak OIIMCaHO B HaCcTOAmEeM ONIMCaHUH, u VHCTPYKINWMA,
yKa3uBawlmme, uTo JIeKapCTBEeHHbM npenapartT cJenyer BBOIOMUTH
VHOMBUOYYMY, HYyXIaoMeMycd B JIedeHMM CBSA3aHHOTO C pPelLelTopoM
comHrozmH-1-pochaTta 1 nomrumna (S1P,) HapymeHUS.

Taxkxe TIMpeloCcTaBJIeH CIOCOO JedeHMHd HapylleHusd, CBSA3aHHOTO C
pelenTopoM CcoMHTO3MH-1-dochaTa 1 nomTuUa (S1Pq), BKJIIOY A0
npenocTaBJIeHUE Habopa, Kak OTIMCaHO B HacCTOAmeM OTIMCaHUN
HYXIaKIEeMyCsS B 3TOM MHIVWBUIYYMY .

IoTIOJIHMTEeJIbHEE  BapMAaHTHE OCYIMEeCTBJIEHMSA  BKJKOYAKRT BapMaHTH
OCYIIECTRBJIEHV A, OIMCAHHHE B CJEOYIRIMX HWXKEe IIpUMepax, KOTOPHE He
cJenyeT MCTOJIKOBEBATE KaK OTpPaHMUMBaAKIME KaKMM-JIMOO oOpasoM.

[IPVME PEI

[IPUMEP 1

CocTaBH, cocTrodmre nus TBepPIOEIX KeJIaTMHOBEIX RalicyJI C
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HeMeIlJIeHHBEIM BEICBOOOXIEHMEM, cComepXalnx L—apPMHMHOByD COJIb

coenmHeHusa 1, nojydaJM Tak, KaK IIpencTaBJieHO B Tabjauie 1.

Tatmmua 1
CocraB
0
, 1 MO ,35 M | ,5 MO MT MT
L-aprMHMHOBaS CoJIb coenmHeHus 1 0
(Mr/kamncyJsa) ,14 ,48 , 69 ,38 ,76
6 {
Macca NycToM KaIlCyJbl (MI') *
8,0 1,0 1,0 1,0 1,0
Obmas nejyieBasa Macca KallCyJIb 6 [
(MD) ** 8,14 1,48 1,69 2,38 |3,76

*TlpubansuTesbHasga Macca. Ha OCHOBAHUM ONMCAHMS KaIlCyJIH

**TeopeTnueckasa oOmasd Macca, pacCuuTeBaeMas OOBeIMHEHUEM
Macc B3aloJIHEeHHOM M IIYyCTOM KallCyJl BMecTe

CocTaBhe ILJ1aledo, CoCToOAlMe M3 TBEePIHX XKeJJATUMHOBHX KarllcyJl,
comepXamrx MUKPOKPUCTAJIMUECKYD LeJUInJIo3Y, Takxe IIoJydaJu Tak,

Kak IIpuBeIeHO B Tabjule 2.

Tabauia 2
Inal naued lnauebo
ebo oyas | o oJis 0,35l mgns 0,5 wmrp, 1
0,1 Mmr MT' M 1 MDD MI', U 2 MT
MyKpOKpUCTaJIMUue cKa s
LeJIJIJIo3a - Avicel PH102 0,0 0,0 1,0*
(Mr/kancysna) *
Macca OyCcTOM KalCyJH (MI')
38,0 61,0 61,0
* *
Obmas LeJjgeBas Macca
38,0 61,0 62,0
KalcyJbel (M) (MID) ***

*[lpubnsmuTebHas Macca +15%
*F[Mpubans3nuTresibHaag Macca. Ha OCHOBaHMM OIMCaHMA KallCyJIB
***TeopeTuueckada of0mas Macca, pPacCuMTHEHBaeMas OOBEeIMHEHMEM

MaCC 32alloJIHEHHOM U IIYCTOM KaIllCyJl BMecTe

[IPMMEP 2
[TpOBOONIIN PaHOIOMM3MPOBAHHOE IBOMHOE cJernoe tanefo-
KOHTPOJIUPYEeMoe MCccJienoBaHue [IOCJIeIOBaTEeJILHO HapacCTaKnmlux

MHOT'OKPaTHEX O3 IOJId OLIEHKM Be30macHOCTH, IIepPeHOCMMOCTH u

@apMaRIHGAHeTMKM :L—apPMHMHOBOﬁ[ COJIN COeIIMHeHIMA 1, BBOOMMOM
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3OOPOBEIM B3POCJIEM MHIMBUIOYYMaM. 3TO MCCJeOOBaHMe ILJIaHUPOBAJIM OJid

OLlEHKM fes30macHOCTH, IIepeHOoCMMOCTH, @apMaKOKMHeTMKM n

@apMaKOHMHaMMKM L—apPMHMHOBOﬁ CoJIM coelIVHeHUsa 1.

B Tabmmuax 3 m 4 HWXe I[IPeOoCTaBJIEHO KpaTKoe OlMcaHMe

nemorpa@mquKmx IO AaHHBEIX I10 T'pyIirie JIeUeHNA n BoJiee HOHpO@HHﬁ

aHaJIu3 MONYyJIAUUM OJIS OLleHKM O0e30IacCHOCTH.

Tabamuia 3

[Inauebo

0,7 Mmr

1,35 Mo

2,0 MT

0,35 wmr,

2,0 MT

0,5 wr,

3,0 Mr

KommuecTrO
MHOMBUIOYYMOB
nocJe

PaHIOMNM3alMM

10

10

10

10

10

10

oo

KomnmuecTBO (
MHIMBUOYYMOB B
ONYJISALUM oJyis
Oll€HKM

fesonacHoCcTH?

10
(100,0%)

10
(100,0%)

10
(100,0%

10
(100, 0%)

10
(100, 0%)

10
(100, 0%)

KommuecTBRO (%)
MHIVBULYYMOB,
KOTOpPHE SBaBeplniin

uccyengoBpaHue?

10
(100, 0%)

10
(100, 0%)

(90,0%)

10
(100, 0%)

10
(100,0%)

10
(100,0%)

KonmuecTBO (%)
MHOVBUIOYYMOB,
OOCPOUHO

MCKJIIOUEeHHBIX ns

nuccjJenoBaHmusa?

0 (0,0%)

0 (0,0%)

(10,0%)

0 (0,0%)

0 (0,0%)

(0,0%)

OT3HIB
MHOOPMMPOBAHHOT'O

corJiacma

(100,0%
)

aKoJsmmMuecTBO

VHIVBUOYYMOB

B T'pyIilie B

KaXIooM

cToJsblue

MCIIOJIE3YyEeTCA B KadeCTBe 3HaMeHaTeJld OJIA IIPOLIeHTHEX BEUMCJICHUM .

Tabmuua 4

0,35 mMr, (0,5 wmr,
Oemorpaduueckue [lnauebo | 0,7 mr| 1,35 mMr|2,0 MT

2,0 mr| 3,0 MT
OaHHHEe (N=10) (N=10) (N=10) (N=10)

(N=10) (N=10)
BospacT (romm)
N 10 10 10 10 10 10
CpenHee 3HauveHue | 35, 6 34,2 31,4 30,1 32,8 29,0
(SD) (7,4) (8,8) (9,0) (7,0) (6,0) (7,2)
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MenmaHa 36,0 35,0 29,5 26,5 33,5 27,0
MM HMMAaJIb HEIN -

21-45 18-44 19-45 21-44 22-41 20-41
MaKCUMaJIb HbIM
CcvV 20,8% 25,6% 28,7% 23,2% 18,2% 24,7%
BospacTHas rpynmna

1 2 2 1 1 3
18-24

(10,0%) (20,0%) (20,0%) (10, 0%) (10, 0%) (30,0%)

3 2 5 6 5 4
25-34

(30,0%) (20,0%) (50,0%) (60,0%) (50, 0%) (40,0%)

) ) 3 3 4 3
35-45

(60,0%) (60,0%) (30,0%) (30,0%) (40,0%) (30,0%)
Paca

8 7 8 7 6 3
Besaga

(80,0%) (70,0%) (80,0%) (70,0%) (60,0%) (30,0%)
YepHas minu | 2 3 1 3 4 5
AdppoamMepmKaHCKaS (20,0%) (30,0%) (10,0%) (30,0%) (40,0%) (50, 0%)

0 0 1 0
AsyarTckasa 0 (0,0%) |0 (0,0%)

(0,0%) (0,0%) (10,0%) (0,0%)
AMEPUKAHCKUM MHIEEL]
NI npencraepureis | 0 0 0 0 2

0 (0,0%)

KOpeHHOTO HaceseHusa| (0,0%) (0,0%) (0,0%) (0,0%) (20,0%)
AJISCKU
3THMUYeCKas NPMHAOJIEXHOCTDb
McnaHel, muam | 6 3 5 5 3 5
JlaTMHOaMepMKaHel] (60,0%) (30,0%) (50,0%) (50,0%) (30,0%) (50,0%)
He MCcIiaHel mnm | 4 7 5 5 7 5
JlaTMHOaMepMKaHell (40,0%) (70,0%) (50,0%) (50,0%) (70,0%) (50,0%)
Ilon

2 5 3 4 5 4
MyXCKOM

(20, 0%) (50,0%) (30,0%) (40, 0%) (50, 0%) (40,0%)

8 5 7 6 5 6
KeHCcKUM

(80,0%) (50,0%) (70,0%) (60,0%) (50, 0%) (60,0%)
Macca (kT)
N 10 10 10 10 10 10
CpenHee 3HaueHue | 75,7 79,6 73,9 74,4 78,2 79,1
(SD) (8,7) (14,2) (12,9) (17,3) (12,1) (9,4)
MenmaHa 76,3 82,7 73,2 73,1 76,2 79,8
MyHMMAaJIbHa g -164,3- 54,5- 54,7~ 51,6~ 62,4- 67,0~
MaKcuMaJibHasg 88,7 97,8 95,3 98,1 96,9 98,14
CcvV 11,5% 17,9% 17,5% 23,2% 15,5% 11,9%
PocT (cwMm)
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N 10 10 10 10 10 10

CpenHee 3HauveHue | 160, 6 166,0 165,14 166, 0 169, 2 169,0

(SD) (10, 6) (8,4) (9,0) (12,2) (9,0) (6,4)

MenmaHa 161,0 165,3 162,0 165,38 168, 3 168,5

MM HMMAJIb HEIN - 1145, 0- 156, 0- 157, 0- 150, 0- 156, 0- 154, 5-

MaKCUMaJIb HbIM 180,5 179,0 183, 0 186,5 185, 0 176,5

cv 6,6% 5,0% 5,5% 7,3% 5,3% 3,8%

BMI (xr/M2)

N 10 10 10 10 10 10

CpenHee 3HauveHue | 29,5 28,9 26,9 27,0 27,2 27,7

(SD) (3,8) (4,5) (3,1) (5,8) (2,1) (2,2)

MenuaHa 29,9 29,8 27,3 26,0 27,4 27,9

MM HMMAJIb HBIM -123,8- 21,5- 21,8- 19, 1- 24,1~ 23,5~

MakKCUMaJIb HbIM 34,1 33,8 30,8 40,1 30,5 31,6

cv 12,7% 15,6% 11,453 21,6% 7,7% 8,0%

B xoropte 1 gmosuporasu 0,7 MI' (OIyTeM BBeOeHMS OBYX COCTaBOB

0,35 Mr) B TeueHme 21 cCyTok. B koropTe 2 pmo3upoBaiu 1,35 wMrD

(nyrTeM BBeneHusa cocTaBa 0,35 M m cocraBa 1 wMI)

CyTok. B koroptTe

koropTe 4 mozuporasm 0,35 MI' B TeueHue 7 CYTOK,

TeueHMe 14 CYyTOK.
a BarTeM 3,0 wMT

TeueHMe 14 CyTOK.

3 posuporam 2,0 M B TedueHue 21

[TpoBOOMIIM CJeOyIMe HMXKe OILleHKM O6e30IacHOCTH:

OCMOTPEI c
(BrOXUMHUECKUN

aHaJM3 MouM),

IOVCTaHLMOHHOE M3MepeHme (BKT B 12 OTBeIeHMIx) , SKT"
obecrieueHus 0Oe30IIacHOCTH, TeCTUPpOBaHMe QYHKUUM JIeTKUX (PFT),
DIJIeKTPpodopes CHBOPOTOUHHX OeJIKOB (SPEP) ®m wmMMyHOBJIeKTpodopes
CHBOpPOTKM (IEP), M pmokJjan O HeOJIaTONPUATHHX SABJIEHMAX.

L-apI'MHMHOBAA COJIb COeIMHeHMsa 1 4BJ4Jlach IIepeHOCHMOM Ha
BCeX YPOBHAX OO3UMpPOBaHUA. HamboJuiee JyacTo BCTpeUanmmecsd
HeOJIaTolIpUaTHEE ABJIEHUSA BKJIOUAJIN KOHTAaKTHBIMN IepMaTUT
JIEMKOIIeHMIo, C TOoCcJeOyllyM 3allopoM, OMapeey, TOMHOTOW U OOJIb B
XMBOTe . HabjomaeMel KOHTAKTHBEM IepMaTUT COOTBETCTBYeT TOMy, UTO,
Kak TI[IpaBWio, HabJoganT OPpUM  MCIOJL30BaAHMM  JIMIIKOM  JIEHTH

[IpOBOOHUKOB OKI',

odTaJILEMOCKOIIMEN,

aHaJlns3

VMCIIOJIB3YEeMEIX B MCCIJIIeJOBaAHUNM,

moxasaTeJM XUMBHEHHO BaXHHX OYHKIIMHA,

1 He BCTpedUalJiCA

B TeueHue 21
CYTOK.
a zareM 2,0 MI B
B xoropte 5 pmozsupoBasn 0,5 B TeueHMe 7 CYTOK,

(myTeM BBReIeHMS COCTakRa 1 MI' M cCcocTaBRa 2 MI)

MeIMIMHCKME
KIIMMHNY e CKMe ﬂaéopaTopHHe TeCTEI
CEIBOPOTKIU, aHaJins3 CBEPTEIBaHIMA KPpOBM

HellpepHBHOE
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dalme B TpPYyIllle JIedYeHMA. BoJibmias 4YacTb He@ﬂaPOHpMHTHHX IBJIeHUMN

ABJIAJIAChL JeTko¥. He HabGmomaiu OIPYITHUX KIIMHMYECKNM 3HAUMMBEIX npo@neM

Be30IaCHOCTM B OTHOMEHUM IoKaszaTeJell XM3HEeHHO BaXHHX OYyHKIUIMA,

SKI', PFT, 0OTalbMOCKOIUM WM KIMHUUeCKUX JIaBOpaTOPHEX TeCTOB. Hu
OIOUNH nus VHIOVMBUOYYMOB He npexkpaTui IOOCPOUYHO uccijegoBaHue
BCJIEOCTBME HeOIaTroIpMATHOTO MABJIeHUA. BO BpeMda MCCJIeIOBaHMA He

npoucxonm SAE wmim rubesb.

He BLEIABJIAJIN oJorkanmy cepnua BTOpPOM CTelleHN. Y Tpex
VHIVBUOYYMOB pasBuBajiach HOBAa4d (He NIPUCYTCTBYOIAA oo
OO3UPOBaAHMSA) aTPUMOBEHTPUKYJIAPHad OJiokama 1 creneHM: 1 MHIOIMBUIYYM

B TIpymne mjaanedo, 1 MHIMBUAOAYYM B TPyINe 2 MI' U 1 MVHIUBUIYYM B

rpynne 0,5, 3 MmMr. OOMH MHOMBUAOYYM (mosza 1,35 wMI)

(NCS)

rmMeJI YMEPEeHHO

aHOMaJIbEHEIe BOCIIPOM3BOIVIMEIE pres3syJsiIeTaTEl TecCTa GYHKUMM JIETKUX

(FEV1 Hmxe 80%, FVC) mocjie OO3MPOBAaHUA.

IBa MHOMBUAOYYMEL MMEJM  YMEPEHHO aHOMAaJILHHY  He3HauMMBEe
KJIVMHUYECKM TeCTH OQYHKLIMM IIeUeHM I[OoCJie JIeUeHUH (IMOBHIIEHHEIE
ajlaHMHaMMHOTpaHcbepasy (ALT) um acHnapraTaMuMHOTpaHchepaszy (AST)<2x

BHIle TIpaHuuUs HopMa (ULN)): 1 w#MHOIMBUOYYM B Tpylne 2 M- u 1

VHOMBUOYYM B TpYIIle IOBBmMeHMS nos3el oT 0,5 mo 3 Mmr.

HpM OCMOTpPe He BEIABJIAJIN KIIMHNY e CKIM SHA4YVMOTI'O M3SMeHeHNA

OTHOCHUTEJIBHO MCXOIOHOI'O YPOBHA B pe3yJiETaTaXx O@TaﬂbMOCKOHMM. Ha

durype 1 mpemcTaBJIeHO HabJoIaeMoe KOJMUeCTBO JmMpoumTon (103/mi)

B IONYJISUMM @OJIS OlleHkM Oes3olacHoCTM. Ha o¢urype 2 OpencTaBJIEHO

HabJaooaeMoe KOJMUEeCTBO HelTpoomsos (103/MiI) B [OONYJNSUUM  IOJIA

oleHky Oes30IacHOCTM. B Tabimie 5 MNpuBemeHO KpaTKoe OIMCaHue

IIpoueHTa M3MeHeHMA OT MCXOOHOI'O YPOBHA Ha CYTKHM 21 ﬂMM@OHMTOB

(103/M11) : DOOYJIALMA IJIS OLleHKM 6e30lIaCHOCTH.

Tabauua 5
VI CXOIHBI [lpoueHT W3MeHeHMS OT MCXOIHOTO
[TapamMeTp Ha seueHun
YPOBEHDb YPOBHHA
CpenHee CpenHee CpenHee
JleueHue N 3HaueHMue 3HaueHMe 3HaUeHue MenmaHa | MMH, Makc
(SD) (SD) (SE)
or -17,39
[lnauebo 1011,81 (0,44) 1,86 (0,31) 5,08 (4,24) 7,67
no 23,08
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-41,03 or -55,56
0,7 Mmr 1011,82 (0,46) 1,06 (0,28) -40,37
(3,19) mo —-23,08
-53,43 or -68,75
1,35 Mr 9 2,03 (0,83) 0,89 (0,32) -51,85
(4,74) no—-30,77
-68,81 or -80,00
2,0 MT 1012,05 (0,61) 0,62 (0,18) -69,44
(2,060) no -55,56
0,35, 2,0 -67,34 or -77,27
1011,93 (0,45) 0,62 (0,18) -67,54
MT (2,13) no -57,14
0,5, 3,0 -66,16 or -85,19
1011,90 (0,60) 0,62 (0,25) -65,02
MT (3,40) no —-53,85
[lpuMeuaHme: JVCXOOHBIM YPOBEHb IIPencTaBysayl cofol [nocjenHee U3MEepeHue o
IIEPBOM IOSH.

B Ta@J'H/[LI,e 9 IIpmBenIeHOo KpaTKoe OIIMCaHMe M3MeHeHWMA oT
MCXOOHOTIT'O YPOBHA MVHVIMaJIBEHOTI'O SHaAUYECcHUMA IIOCJIe OJO3SVMPOBaAaHMA (OT
cyrok 1 @mo cyTok 28) YaCTOTH CepHOeuHHX COKpalleHMs (BPM) :
NONyJIALUMA OJS OlleHku OeszomnacHocTM. CM., Takxe ourypy 3.

Tabmauua 6

M cXoOHBIT
[lapameTp Ha JseueHun Change from JMcXOOHENI YypPOBEHBb
YPOBEHDb
CpenHee CpenHee CpenHee
JleueHue N 3HaueHMue 3HaueHMue B3HaAUeHue MenmaHa | MuH, Max
(SD) (SD) (SE)
MuHMMaJIbHOE SHaueHMe IIocJle IOo3MpoBaHMS (oT cCcyTokK 1 »mo cyTok 28) uYacTOTH
cepleuHE®X CcoOKpalleHus (BPM)
or -17,00
[Inauebo 10161,20 (9,73) 56,50 (5,99) |-4,70 (2,17) |-2,00
oo 4,00
or -12,00
0,7 Mmr 10159,70 (3,89) 54,20 (4,05) |-5,50 (0,95) |-5,00
no —-1,00
or -18,00
1,35 MmT 10]160,60 (6,62) 54,40 (4,09) |-6,20 (1,91) |-5,00
mo 3,00
or -16,00
2,0 MT 10159,30 (4,72) 51,00 (4,78) |-8,30 (1,40) |-7,50
no -3,00
0,35, 2,0 62,60 -10, 60 or -35,00
10 52,00 (4,74) -7,00
MT (12,14) (3,51) mo 3,00
0151 310 oT —14,00
10161,10 (3,93) 53,80 (4,73) |-7,30 (1,33) |-6,50
MT oo —-2,00
[IpuMeuaHme: VCXOOHED YPOBEHL ONpenelsaaM KakK MMHMMYM SHadeHUM Iepen
OOBMPOBaHMEM.

B Taém/me 7 IIpmMBEeIIeHO KpaTKoOe OIIMCaHMe MB3MeHeHUN oT

MCXOOHOT'O YPOBHA MVHVMaJIBEHOTI'O 3HaUeHWMA IoJIda Ineprona TIToCJie
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Oo3MpoBaHMa (OoT CyToKk 1 @»OO CyToOkK 28) cucToJIMdeckoro BP (Mm
pT.CT.): [IOIIYJIALUMSA IOJIS OlLleHKM O0e30IIaCHOCTHU.

Tabauua 7

VI CXOIHBIM Ha
[lapameTp VIsMeHeHMe OT MCXOINHOT'O YPOBHSA
YPOBEHb JIeUyeHUn
CpenHee CpenHee CpenHee
JleueHue N 3HaueHue 3HauyeHue 3HaUeHue MenmaHa | MMH, Makc
(SD) (SD) (SE)
MuHMMaJIbHOEe S3HaudeHMe OJd [epuona Iocje IOo3MpoBaHMSA (0T CyToK 1 OO CYTOK
28) cucrommuueckoro BP (MM pT.CT.)
104,90 95,40 oT -23,00
[lnauebo 10 -9,50 (1,75) -8,00
(4,84) (6,19) no -3,00
105,80 96,10 oT -16,00
0,7 mMmr 10 -9,70 (1,57) -9,50
(8,24) (7,72) no —-1,00
109,00 100,10 oT -22,00
1,35 mMr 10 -8,90 (2,79) -8,00
(10, 62) (8,99) oo 3,00
100,60 90,80 oT -18,00
2,0 Mrm 10 -9,80 (1,50) -9,00
(8,18) (8,73) no —-4,00
0,35, 2,0 107,30 94,30 -13,00 oT -28,00
10 -13,00
MI (8,60) (12,50) (3,03) mo 0,00
0,5, 3,0 101,00 93,20 oT -18,00
10 -7,80 (2,30) -5,00
MI (12,00) (8,606) mo 5,00
[IpuMeuyaHme: MCXOIOHHNM YPOBEHb ONPEelesyiaiy KakK MMHMMAJIbHEE SHAUeHUS [O
OO3BUPOBaHUSA.

B Taém/me 8 IIpMBeIOeHO KpaTKoOe OIIMCaHMre MB3MEeHeHUN oT
MCXOOHOTIT'O YPOBHA MVHVMaJIBHOTI'O SHaUeHMA IoJidg Ineprona TIIoCJie
OO3MPOBaHMA (OoT cCcyTok 1 mo cyTok 28) pgumacToJmMueckoro BP  (Mm
pT.CT.): [IOIIYJIALUMA IOJIS OlLleHKM O0e30IIaCHOCTHU.

Tabauia 8

NcxonoH Ha VIzsMeHeHNe oT MCXOOHOTO
[TapamMeTp
B YPOBEHb JIeueHUn YPOBHHA
CpenHee CpenHee CpenHee
JleueHue N 3HaueHMue 3HaueHMue 3HaUeHue MenmaHa | MMH, Makc
(SD) (SD) (SE)

MuHMMaJIbHOE SHaueHue OJjsd Inepruona IIocJjie IOO3MPOBAaHUA

(or cyTok 1 @mo CyTOK

28) mmacrosmueckoro BP (MM pT.cT.)

or -13,00
Inauedo 10]158,50 (4,97) 52,20 (4,71) |-6,30 (1,44) |-5,50

mo 1,00

or -16,00
0,7 mp 10]162,10 (8,84) 56,00 (8,31) |-6,10 (1,92) |-6,00

oo 2,00
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-11,00 mo
1,35 Mr 10]158,90 (7,96) |53,70 (4,03) |-5,20 (1,93) |-7,50
6,00
-11,20 or -21,00
2,0 MT 10]156,50 (5,62) |45,30 (7,42) -9,00
(1,88) no —4,00
0,35, 2,0 or -19,00
10]158,70 (6,48) |50,80 (5,65) |-7,90 (2,00) |-6,00
MT no —-1,00
0,5, 3,0 or -13,00
10]56,50 (6,77) |50,20 (4,21) |-6,30 (1,89) |-7,00
MT oo 3,00
[lpuMeuyaHme: JVCXOIHED YPOBEHL OIpeneNsanM Ka MMHMMAJIbHOE  3BHauyeHue OO
OOBUPOBAHUS

B Tabumuue 9 TIOpMBeOeHO KpaTKoe OIMCaHMe  WM3MEeHEHUM OT
MCXOOHOTO YPOBHHA MaKCUMaJILHOT'O 3HaueHuMsd [JIg I[Iepuoma IIocJie
oos3upoBaHuga (oT cyTok 1 @mo cyTok 23) QTc (MS): nomnynaumsa IOJid

OLleHKM 0e30IaCHOCTH.

Tabiauia 9
Nexonueni | Ha
[TapameTp VIzsMeHeHMe OT MCXOOHOTO YPOBHSA
YPOBEHb JIeUeHUM
CpenHee CpenHee CpenHee
JleueHnue N 3HaUeHMe | 3HaueHMue | 3HaueHue MenmaHa MmH, Makc
(SD) (SD) (SE)

MakcuMaJibHOe 3HaueHue IJid Inepmuona IIoCJie IOO3BMPOBaHMA (O’I‘ CYTOK 1 mo CYTOK

23) QTc (MS)

416,70 416,10 -0,60 or -11,00
[Inauebo 10 -2,50

(10,40) (14,79) (3,39) oo 24,00

414,80 418,40 3,60 or -8,00
0,7 Mrp 10 3,50

(15,90) (16,56) (2,20) oo 16,00

415,40 423,060 8,20 or -5,00
1,35 Mr 10 6,00

(14,65) (16,14) (3,10) oo 25,00

417,20 421,20 4,00 or -8,00
2,0 MT 10 4,50

(6,51) (10,61) (2,53) oo 13,00

411,20 411,10 -0,10 or -19,00
0,35, 2,0 Mr 10 0,50

(19,10) (19,88) (3,24) oo 17,00

419,50 425,10 5,060 or -5,00
0,5, 3,0 Mr 10 5,00

(15, 34) (13,90) (2,18) oo 15,00

HpMMeanme : MCXO,HHBHZ YPOBEHDb olipeneJidasyy KakK MaKCYMaJIbHbIe 3HadeHMA IO

OO3BMPOBaHNA.

B 3aKJIKUeHNM, KIIMHMYEeCKOEe VCIIEITaHNMe IEeEMOHCTPHPOBAJIO
I00303aBVCHUMEBI 9®®GKT Ha CHIMXeHNe HMM@OHMTOB C MaKCVIMaJlb HEIM
9@@@KTOM IIpm 1nose 2 MT. L—apPMHMHOBaH COJIbL coenmMHeHMS 1 ABJIAJIACh

XOopomo HepeHOCMMOﬁ IoJIA BCeX TeCTHUPpYEeMEX IO3.
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Ipyrue VMCIIOJIE3OBaHMA PaCKPEITEX CIIOCODOB CTaHyT IIOHATHEL
ClienmaJimcTaM B OaHHOM oBjlacTM Ha OCHOBaHIMM B dnrciie Inpouero

0630pa OTOI'C IIaTeHTHOI'O IOOKRYMEHTa.
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$OPMYJIA MBOEPETEHNA

1. Crnocof6 JleueHMs CBA3aHHOTO C pPeLelTOopOM COMHTO3UH-1-
bochbaTra 1 nomrtmuma (S1P,) HapymeHMS, BKJIOUYAKINWY Has3HadeHMe U/UJIU
BBeleHMe HyXIaoleMyCcs B 2TOM MHIMBUIYYMY CTaHOapTHOM Ho3H (R)-2-
(7= (4-UMKJIOTIEHTWII- 3~ (TpudTOPMeTUII) OeH3MJIokCcKu) -1, 2, 3, 4-
TeTparuIPOLUMKIIONEeHTa [b] MHOOJI-3-1JI) YKCYCHOM KM CJIO TH (coenuHeHU A
1) mam ero dapMalleBTHUECKM IIPpMEeMIIEMOM COJIM, ITHUIpaTa WMJIM COJIbBaTa
B KOJIMUECTBE, SKBUBAJIEHTHOM oT NPUOIUBUTEJIEHO 1,5 oo
OPUOIJIUBUTEJIEHO 2,5 MI' coeIMHeHMdA 1.

2. [TpuMeHeHVE (R)=-2-(7- (4-UMKJIOIEHTUJI- 3—
(TpudpTOopMeTUII) DEeH3UIIOKCHK) =1, 2, 3, 4-TeTpallMOPOLUMUKJIIONeHTa [b ] MHOoJI—
3-MJI) YKCYCHOM KMCJIOTH (CcoeIMHeHMSa 1) wMIM ero OdapMalleBTUUYeCKU
npreMiIeMomn cou, rMoparTa VI coJibBaTa B [IPOUBBOLCTBE
JIeKapCTBEHHOTO CpelcTBa OJd JiedeHMHd CBA3aHHOTO C pPeLelTopoM
comuHrosmH-1-pochaTra 1 nomTuIa (S1P,) HapymeHHUsd, Toe JleueHue

BRJIOUaeT HasHadYeHNre U/ U BBeIcHNME HyXOarnmeMy CAd B STOM

VHIOUBUOYYMY CTAaHIAPTHOM OB coenVHeHus 1 NI ero
bapMalleBTUUECKM  IIPpHeMIIeMOMN coJu, TUmpaTa < MWJIM  COoJIbBaTa B
KOJIMUEeCTBE, SKBUBAaJIEHTHOM oT OPUBIIM3UTEIILEHO 1,5 oo

OpubIU3UTEeJIEHO 2,5 MI' coelImMHeHuS 1.

3. CoemuHeHUEe, KOTOpoOe IpencTaBJgeT cobom (R)=-2-(7-(4-
UMKJIONIeHTUJI-3— (TpudTopMeTm1) OeH3myokcu) -1, 2, 3, 4-
TeTpalrMOIpPOUMKJIIONeHTa [ b] MHOOJ-3-1JI) YKCYCHYIO KUCJIOTY (coenmHeHMe
1) mam ero o¢papMaleBTHUUECKM IIPpUeMJIEMYI COJIb, I'MIpaT WMJIM COJIbBAT
oJId IOpuUMeHeHUS B crnocobe JledyeHMSA CBS3aHHOTO C  PELUelTOpOM
comHrOo3MH-1-pochaTa 1 nomTuUnIa (S1P,) HapymeHUHd, Toe JleueHue

BKJIKDUaeT Ha3HadeHVe M/MHM BBellcHIE HyXIOaprmeMyCA B STOM

VHIVIBUIOYYMY CTaHHapTHOﬁ IO 3EI COeIIMHeHINA 1 I eTro
@apMaHeBTquCKM HpMeMﬂeMOﬁ coJi1, I'mopaTa I CoOJIBEBaTa B
ROJIMYUeCTBEe, SKBMBaAJIEHTHOM oT HpMGHMSMTeHbHO 1,5 o

OPpUOJIUBUTEJIEHO 2,5 MI' coelvHeHUA 1.

4. VYmnakoeka IJAa nontopa HO3E IOJ4 OOeClHeueHMA COOJIeHUA
pexnMa M3MeHEeHMsa HOO3H JIEKapCTBEeHHOI'O IIpellapaTa B TedeHUe
leprolla BpeMeHU OJIS JIedeHUs CBSA3aHHOT'O C pPelelTOopOM COUHI'O3MH—-1-
bochara 1 mnomrtunma (S1Py) HapymeHMs, T'Ie JIeKapCTBEeHHHEM I[Ipelapar

npencraejgaeT cobom (R)=-2-(7- (4-UIMKJIOIEHTUJI- 3—
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(TpudpTOopMeTMII) DeH3UIIOKCHK) -1, 2, 3, - TeTpalMOAPOLUMKJIIONEeHTa [ b] MHOOJI—
3-MJI) YKCYCHYK KUCJOTY (coelmHeHre 1) wmiIM ero o¢QapMalleBTUUYEeCKHU
IPpUMEMIIEMYK COJIb, TMIOPAaT WMJIM COJIBBAT, I'e yIIaKOoBKa COIEPXWUT:

— IIepBOe KOJMUECTBO CYTOUHHX EeIMHMUHHEX 03 dapMalleBTUUeCKOM
KOMIIOBULIMM, ComOepXxamel oOHy wuiIM 0oJlee O3 coenuHeHMI 1 WM eTo
bapMalleBTUUECKHM IIpUEeMIJIEeMOM  COJIU, TMipaTa  WIM  CcOoJIbBaTa, roe
Kaxmasa IO03a HaxXOOUTCS B KOJMUECTBEe, 5SKBMBAJIEHTHOM IPUOIIM3UTEIJIBHO
oo 1 M MM MeHee coelIMHeHMAa 1, u

- BTOpPOE KOJMUECTBO CYTOUHHX EeIMHMUHEX 03 GdapMalleBTUUeCKOM
KOMIIOBULIMM, CoOIepXalel CTaHIapTHYI OO3y COeOMHeHMsa 1 WMIM eTo
bapMalleBTUUECKM I[IPMEMJIEMOM COJIM, I'MIpaTa MJIM COJIbBaTa, HaxXOOUTCH
B KOJIMUECTRBE, DKBUBAJIEHTHOM NPUOIMU3UTEJIEHO OT 1,5 OpubiamM3uTesIbHO
oo 2,5 M coeguHeHMUs 1.

5. HabGop, coiepxamuy YIaAaKOBKY IJig nonmdopa mOO3H IO II. 4, wu
VHCTPYKLUNUU, YKasHBawiue, YTO JIEKAPCTBEHHHM IperapaT cJjenyeT
BBOIUTHL VHINBUOYYMY, HYXIOaKleMy C S B  JIeUEeHUU CBA3aHHOTO C
peluenTopoM cOuUHITO3MH-1-dpochaTra 1 nomTuna (S1P,) HapymeHHUA.

6. Crnocob® JeueHMSa CBA3aHHOTO C PpPeLeNTopoM COMHTO3MH-1-
bochdara 1 mnomruna (S1P,) HapymeHMs, BKJIOUAKIUY IpedoCcTaBJIeHUe
Habopa Mo . 5 HyXDawnlmeMyCsd B 2TOM MHIMBUIYYMY .

7. Crooco® JledeHMS BOCHAJIMTEJILHOTO 3abojieBaHMSA KUIIeUHMKAE,
BRJIOUAMMMY  Hal3HaueHM e U/ M BBeIeHue HYXIOaKIeMy C S B 2TOM
MHINBUIYYMY CTaHIapTHOM IOO3H (R)=-2-(7- (4-UMKJIOIIEHTUJI- 3~
(TpudTOopMeTHII) ODeH3UIIOKCHK) -1, 2, 3, 4-TeTpalMOPOLUMKJIONEeHTa [b] MHOoJI-
3-1JI) YKCYCHOM KMCJIOTH (CcoemuMHeHMs 1) wuIM ero dapMalleBTHUUeCKU
IpueMIIeMom coJu, rMopaTa VI coJibBaTa B KOJIMUECTBE,
SKBMBAJIEHTHOM OT npubiam3uredsHo 0,5 @mo #OpubiamM3uUTeIbHO 2,5 MT
coenuHeHusa 1.

8. [TpuMeHeHVEe (R)=2-(7- (4-UMKJIOIIEHTUJI- 3—
(TpudpTOopMeTMII) DEeH3UIIOKCHK) -1, 2, 3, 4-TeTpal'MOPOUMKJIIONEeHTa [b] MHOoJI-
3-1JI) YKCYCHOM KMCJIOTH (coeIMHeHMsa 1) wWIM ero dapMalleBTHUUeCKU
IpueMIIeMom coJu, TMOpaTa VI coJibBaTa B IPOU3BOIACTRE
JIEKapCTBEHHOTO CpeacTBa IJS JIEUeHUS BOCIaJMTEeJIbHOTO 3aboJleBaHMuAa
KMIIeUHMKaA, TOe JleyeHMe BKJIOUAeT Ha3HaueHMe U/UJIM BBeIeHUe
HyXJawnmeMyCsa B 5STOM MVHIVMBUAOAYYMY CTAaHOAPTHOM HOO3H coelIuHeHMS 1

mJjim ero @apmaueBqueCKm HpMeMHeMOIZ coJim, TIrmapaTa WM CoOJiIbBBaTa B
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KOJIMYECTBE, SKBVBAJIEHTHOM oT NIPUBIU3UTEIIEHO 0,5 bife)
OPUOJIUBUTEJIEHO 2,5 MI' coenvHeHMA 1.

9. CoenmHeHue, KOTOpoe IpencTaBJgeT coboun (R)=-2-(7-(4-
UMKJIOTIEeHTUII-3— (TpudTopMeTHII) OeH3MIIokCcHu) -1, 2, 3, 4-
TeTpalrMIpOLUMKJIIONEeHTAa [ b] MHIOJ-3-1JI) YKCYCHY KUCJIOTY (coemmHeHMe
1) miam ero o¢papMaleBTUUECKU IIPUEMIIEMYK COJIb, I'MIpaT WJIM COJIBBAT
OJIg TIPpMMeHeHMsa B crnocobe JiedeHMS BOCHAaJIMTEJIBHOTO 3aboJjieBaHuA
KUIIEUHUKA , TOe JIeyeHMe BKJIOUAeT Ha3HaueHMe U/UJIM BBeIeHUe
HyXJawnmeMyCad B 5TOM MVHIOVMBUAOYYMY CTAaHOAPTHOM HOO3H CcoelIVHeHusa 1
WM ero dapMalleBTUUECKM IIPMEeMJIEMOM COJIM, TIHuIpaTa WM COJIbBaTa B
KOJIMUECTBE, SKBUBAJIEHTHOM oT NPUOIUBUTEJIEHO 0,5 oo
OPpUBJIM3UTEJIBHO 2,5 MI' coelMHeHuUsa 1.

10. Cnoco® mo n. 7, OpMMeHeHue TIIo II. 8 WIM COoeOMHeHHue IIO
on. 9, 7r©Ooe BoOCHaJUTeJIbHOe 3aboJjieBaHMe KHUIIeUHMKa [IPpeldCTaRBJISET
coboy S3BEHHHNM KOJIUT.

11. Cnoco® mo n. 7, IpMMeHeHre TIIo II. 8 WMIM COoeOMHeHHue IIO
on. 9, 7r©Oe BOCHaJUTeJIbHOe 3aboJjileBaHMe KHUIIeUHMKa [IPeldCTaRBJISET
coBoM SA3BEHHHM KOJUT C aKTUBHOCTBI OT YMEPEeHHOM OO TIXKeJIOM.

12. Cnoco6 JiedeHUs CBA3aAHHOTO C PeLEeNTOpPOM COMHITO3UH-1-
bochbaTra 1 nomrmumoa (S1P,) HapymeHMS, BKIOUaALINM HasHadeHue U/UIIU
BBelIeHMe HyXIaoleMyCcs B STOM MHIMBUIYYMY CTaHOAPTHOM Ho3H (R)-2-
(7- (4-UIMKJIOTIEHTUII- 3— (TpudTOopMeTUII) ODeH3ujIokcu) -1, 2, 3, 4-
TeTpalMOPOLUMKIIONEeHTa [b] MHOOJI-3-1JI) YKCYCHOM’ KM CJIO TH (coenmMHeHM A
1) mim ero dapMalleBTHUECKM IPpMEeMIIEeMOM COJIM, IHuIpaTa MM CcoJibBaTa
B KOJIMYEeCTBE, SKBMBAaJIEHTHOM oT NPUBIM3UTEIIEHO 0,5 oo
OpUBIMU3UTENBEHO 2,5 MI' coenmMHeHMsa 1, T'Ie MHIMBUIYYM HeaIeKBaTHO
pearrpoBall, yTpauuBaJl peaKUu©n WIM CTpalall HelepeHOCHMMOCTBI IIO
MeHbIlel Mepe OOHOTO CPenOcTBa, BHOPaAaHHOTO M3 IIepopalJibHEX 5-

aMrHOCaJIMIMJIaToB, KOPTHMKOCTEepOMIoB, VIMMYHOCYIIPECCOPHEX CpencCTB,

aHTaroHucTor TNFO ¥ aHTAr'OHMCTOB MHTEI'PMHA.

13. [lprMeHeHME (R)—2-(7- (4-LMKJIOIIEHTWII- 3~
(TepudTOopMeTMII) ODeH3UIIOKCHU) -1, 2, 3, A-TeTpal'MOAPOUMKJIIONEeHTa [b] MHOoJI-
3-1JI) YKCYCHOM KMCJIOTH (coeIMHeHMsa 1) wWIM ero dapMalleBTUUeCKU
IpueMIeMOM coJu, TMopaTa VI coJibBaTa B [IPOU3BOIACTRE

JIEKAapPCTBEHHOTI'O cpencCTBa IOJId JIeUeHNA CBA3AHHOTIO C pelnellITOPpOM
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comHrOo3MH-1-pochaTa 1 nomTUIa (S1P,) HapymeHWUd, Toe JledueHue

BKJIODUaeT Ha3Ha4deHVe M/MHM BBellceHIEe HyXOaprmeMy CAd B STOM

VHIVIBUIOYYMY CTaHHapTHOﬁ IO 3EI COeIIMHeHIMA 1 I eTro
@apMaHeBTquCKM HpMeMﬂeMOﬁ coJi, I'mopaTa I CoJIbBaTa B
KROJIMUeCTBe, SKBMBaJIEHTHOM oT HpM@HMBMTeHbHO 0,5 o

npubams3uTresibHO 2,5 MI' coenmmHeHusa 1, TI'Ie MHIOMBUIOYYM HeaIeKBaTHO
pearvpopall, yTpauduBalJl peaKUui© WIM CcTpalall HeIepeHOCHMMOCTBI IIO
MeHbIeM Mepe OIOHOTO CpencTBa, BHOPaHHOTO M3 IIepopalJibHHEX 5-
aMMHOCAaJIMUMIIATOB, KOPTUKOCTEPOUIOB, WMMYHOCYIIPECCOPHHX CpPenCcTB,
aHTaroHucTor TNFO ¥ aHTATU'OHMCTOB MHTEeI'PMHA.

14. CoenMHeHMe, KOTOpoOe IpenacTaBjigeT cobom (R)-2-(7-(4-
LHMKJIONeHTUJI-3- (TpudTopMeTH1) OeHsmiokcu) -1, 2, 3, 4—
TeTpalUOPOLUMKIIONeHTa [ b] MHOOJ-3-1JI) YKCYCHYIO KMCJIOTY (coemuHeHUe
1) mwim ero oOdapMalleBTUMUECKM IIPMEMIEMYK COJIb, THMAOPAT WJIM COJIEBAT
OJIg IIpUMeHeHUusa B clIocofe JleueHMSI CBA3aHHOTO C  pPeLelToOpOoM
comHrozmMH-1-pochaTa 1 nomTunIa (S1P,) HapymeHUsd, Toe JleueHue

BRJIOUaeT HasHadYeHNre U/ U BBeIcHNME HyXIOarnmeMy CAd B STOM

UHIUBULYYMY CTaHDapTHOM OB coenMHeHud 1 W ero
bapMalleBTHUUECKH IpreMIeMo coJn, rumpaTa  MiIu coJyibBaTa B
KOJIMYEeCTBe, SKBUBAJIEHTHOM oT OPUBIN3UTEIILEHO 0,5 bife)

OpuBIU3KTEeJIbHO 2,5 MI' coeOuMHeHMs 1, I'Ie MHIOIMBUOYYM HeadeKBaTHO
pearuMpoBRall, YyTpPauMBaJl peaKlLMio WJIM CTpalall HelepeHOCUMMOCTBIO IIO
MeHBIIeM Mepe OIOHOTO CpeICTBa, BHOPAHHOTO M3 IIepopallbHHX b5b-

aMrHoOCaJIMiumJiaToB, KOPTHUKOCTEepOMIoB, VIMMYHOCYIIPEeCCOPHEIX CpencCTB,

aHTaroHucToes TNFa ¥ aHTAr'OHMCTOB MHTEeI'PMHA.

15. Cnoco® JieyeHMA CBS3aHHOTO C PeUenNTopoM COMHTO3MH-1-
bochbaTra 1 nomrtmumoa (S1P,) HapylmeHMS, BKIIOUYaAKINWI HasHadeHMe U/UIIU
BBeleHMe HyXIOalleMyCcs B 2TOM MHIMBUIOYYMY B COCTOSHMM HaTOmak
CTaHOapTHOM OO3H (R)=-2-(7- (4-uUMKJIOTIEHTUII- 3—
(TpudTOopMeTMII) DeH3UIIOKCHU) -1, 2, 3, A-TeTpal'MOPOLUMKJIIONEeHTa [b] MHOoJI-
3-1JI) YKCYCHOM KMCJIOTH (coeIMHeHMsa 1) wWIM ero dapMalleBTHUUeCKU
IpueMIIeMom coJu, TMopaTa VI coJibBaTa B KOJIMYECTBE,
SKBMBAJIEHTHOM OT npubiam3uTredsHo 0,5 nmo #OpmubimM3uTebHO 2,5 MDD
coenuHeHusa 1.

lo. [MpuMeHeHVEe (R)=-2-(7- (4-1IMKJIOIEHTUJI- 3—
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(TpudpTOopMeTMII) ODeH3UIIOKCHK) -1, 2, 3, A-TeTpal'MOAPOUMKJIIONEeHTa [b] MHOoJI—
3-1JI) YKCYCHOM KMCJIOTH (coeIMHeHMsa 1) wWIM ero OdapMalleBTUUeCKU
IpueMIIeMoOm coJu, TMopaTa VI coJibBaTa B MIPOU3BOIACTRBE
JIEKApPCTBEHHOTO CpelCcTBa IJISg JeueHMd CBSA3aHHOTO C pPelLelTopoM
comHTrOo3MH-1-pochaTa 1 nomTuUIla (S1P,) HapymeHUsd, Toe JIledeHue
BKJIOUAET Hasz3HaueHUe n/ BBeIeHNE HYXIAKIeMY C S B 2TOM
VHIVBUOYYMY B COCTOSAHMM HaTOomaK CTaHOapTHOWM M»OO3H coenuHeHuUs 1
UM ero dapMalleBTUUECKM IIpMeMJIeMOM COJIM, TIHuIpaTa WM COJIbBaTa B
KOJIMUECTBE, SKBMBAJIEHTHOM oT NPUOIUBUTEJIEHO 0,5 oo
OPUOJIUBUTEJIEHO 2,5 MI' coenMHeHMda 1.

17. CoenouHeHMe, KOTOpoOe IpencTaBjgeT cobom (R)-2-(7-(4-
LUMKJIONeHTUJI-3- (TpudTopMe 1) OeHsmokcu) -1, 2, 3, 4—
TeTpalUIPOLUMKIIONeHTa [ b] MHOOJ-3-1JI) YKCYCHYIO KMCJIOTY (coemmHeHUe
1) mwim ero odapMalleBTUMUECKM IIPUMEMIEMYK COJIb, THMAOPAT WJIM COJIEBAT
OJIg IIpUMeHeHUusa B clIocofe JleueHMSI CBA3aHHOTO C  pPeLelTOpOM
comHrozmH-1-dpocdara 1 nomTuna (S1P,) HapymeHMsa, TITIOe JiedeHUe
BKJIOUAET HaszHaueHUe u/ U BBeIeHUE HYyXIOaKlleMy C A B 2TOM
MHIMBUAYYMY B COCTOSHMM HaTOMakK CTaHIapTHOM MHOO3H CcoelMHeHusS 1
UM ero dapMaleBTUUECKM IIpHeMJIeMOM COoJIM, IHuIpaTa WM CcoJIbBaTa B
KOJIMUeCTBEe, SKBMBAJIEHTHOM oT NPUBIMBUTEJILEHO 0,5 oo
OpubIU3UTEeJIEHO 2,5 MI' coelmMHeHUa 1.

18. Cnoco®6 mno smobomy m3 mnm. 7, 10-12 m 15, IpMMeHeHMe TII0
JioboMmMy M= nmn. 8, 10, 11, 13 m 16 mIM coeIMHeHMe II0 JiodoMy M3 IIII.
9, 10, 11, 14 wm 17, Tme cCcTaHIapTHad OO3a HaAXOOMUTCSA B KOJIMUECTBE,
SKBUBAJIEHTHOM 1 MI' coemMHeHmUs 1.

19. Cnoco6 no Jjgobomy w3 nm. 1, 6, 7, 10-12, 15 u 15,
IprMMeHeHMe 1o Jwobomy m3 nn. 2, 8, 10, 11, 13 m 16, coeIMHeHMEe IIO
Jgobomy m3 nmo. 3, 9, 10, 11, 14 m 17, yhnakoBKa mIJ4 nondopa OO3H
no n. 4 wmiam HabGop no n. 5, I'Ie cCcTaHOapTHasd J03a HaxXOOUTCHd B
KOJIMYeCTBE, D»KBMBAJIEHTHOM 2 MI' COelIMHeHMuS 1.

20. Cnoco® no mobomy w3 nono. 1, 6, 7, 10-12, 15, 18 m 19,
npMMeHeHMe 1o Jwobomy w3 nnn. 2, 8, 10, 11, 13, 16, 18 m 19,
coeIMHeHMe 1o Jobomy m3 mnono. 3, 9, 10, 11, 14 m 17-19, vyIoakKoBKa
0Jjdg nonbopa nos3w o . 4 win 19 wim Habop no n. 5 wim 19, rome
JieueHue IOOIOJIHUTEJIBHO BKJIOUAET Ha3HaueHNe n/nnm BBeIeHMe

MHIVBUOYYMY omHOM VI BoJiee oos COoeIMHEeHU I 1 MM ero
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bapMalleBTUUECKM I[IPpMeMJIeMOWV COJIM, IHuIpaTa WMJIM CoJibBaTa, Kaxdas U3
KOTOPEIX ABJAeTCA MeHblle CTaHOapTHOWM HO3H, B TeueHMe IIepBOTO
nepuona BpPEMEeHM IO HasHaveHMsd UM/WiIM  BBeOeHUd  UHIUBUIYYMY
coeIMHeHMsa 1 WMIM ero QapMalleBTHUEeCKM I[IpUeMJIeMOVM CcoJM, TIuIpaTa
MM CoOJIbBaTa B CTaHIAPTHOM OO3e.

21. Cnoco6 mo n. 6 wmim 20, npruMeHeHre 1o . 20, coelIMHeHMEe
nmo n. 20, ymakoBKa moJjsa nomnbopa no3w o . 4, 19 mimm 20 miam Hadop
no n. 5, 19 wmmm 20, 1©Oe KOJIMUECTBO COeIMHeHMa 1 WM eTro
bapMalleBTUUECKM T[IPMEMIIEMOM COJIM, TIHUIpaTa WMJIM COJIbBaTa B KaxXxIou
13 OOHOM MM 0DoJjiee O0O3 ABJISETCHS OIMHAKOBHM.

22. Cnoco6 mo n. 6 wmiau 20, npruMeHeHMre 1o . 20, coelMHeHME
nmo n. 20, ymakoBkKa mjsa nombopa Oo3H o . 4, 19 miam 20 mam Hadop
mo n. 5, 19 mim 20, IOIe KOJMUECTBO coeIuMHeHMs 1, T'Ie Kaxoas U3
omHOM wmaM ©OoJiee »OO3 IpencTaBJjseT Ccofo¥ KOJMUECTBO, INOCTATOUHOE
OJIS MHIOYKLUMM CHWXEHMS Ppa3gpaXuMMOCTM cephla, M er'o BBOOAT C
YacTOTOM, KOTOopas MNOOIepXMBaeT CHIMXeHMEe pPa3dpaXuMMOCTM cepnla moo
Tex IIOop, IIOKa He I[IPOUCXOIUT OOIOJHUTEJIBHOTO Pe3KOT0 CHUWXEeHUSA
YAaCTOTH CepPHeUHHX COKpalleHUM .

23. Cnoco6 mo mn. 6 wmiam 20, npuMeHeHre 1o n. 20, coeIVHeHNEe
nmo n. 20, ymoakoBKa mOJsa nombopa Oo3H o mo. 4, 19 mimm 20 mam Hadop
mo n. 5, 19 miam 20, TOe Kaxzmasg M3 OIHOM WM ©OoJiee O3 ABJISeTCH
OT TNPpUBIU3UTEJIEHO 2 pas3 0O [IpUOIM3UTEJIBEHO 8 pa3 MeHbIe UeM
CTaHIDapTHadA @Oo3a, OT INPpUOIM3UTEJSIEHO 3 pas OO0 OPpUOIMU3UTEJBHO 7/
pas MeHBIle UeM CTaHIapTHad Oo3a, OpubiIn3uTesIbHO B 4 pasa MeHbIe
UyeM CTaHIOapTHasd »0o3a WIM OpUOIM3UTEJIEHO B 6 pa3 MeHblle UeM
CTaHIDapTHasa IOO3a.

24. Crnioco® mo n. 6 mim 20, OpmuMeHeHMe 1o . 20, coelIVHeHMEe
nmo n. 20, yoakoBKa noJgsa nonbopa Oo3H o . 4, 19 mmm 20 miam Hadop
nmo . 5, 19 mim 20, rme Kaxmad M3 OOHOM MM 0OoJiee IO3 COeIMHEHUS
1 mwIm ero odpapMalleBTUUECKM IIpMeMIIeMOV CcoJM, TIHuIpaTa MM CcoJibBaTa
ABJISETCA SKBUBAJEHTHOM OT OpubdamsuTebHo 0,1 Do OpubIM3UTEJILHO 1
MI' coemuHeHUsa 1, oT npubim3urenbHo 0,3 no npubiam3urensHo 0,8 MDD
COeIVMHEeHN A 1, OPpUOIIN3UTEJIEHO 0,35 MI COeOVHEHUSA 1, MJIN
npubausnuresibHO 0,5 MI' coenvHeHUdA 1.

25. Cnoco6 mo n. 6 wmim 20, npruMeHeHre 1o . 20, coelIVMHeHMe

nmo n. 20, ymakoBKa moJgsa noanbopa Oo3H o . 4, 19 mimm 20 miam Hadop
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no n. 5, 19 mam 20, roe:

- Kaxmad 3 OoIHOM wuIM OoJjlee @OO3 cCcoemuMHeHMs 1 wWIM ero
bapMalleBTUUECKM MIpHeMJIeMOM COJIM, THuIpaTa WM COJIbBaTa HaxXOOUTCH
B KOJMUEeCTBe, 32KBUBaJIeHTHOM 0,5 MI' coelIuMHeHUA 1; U

- CTaHapTHad -Oo3a COoeIMHeHMsa 1 WMWiK ero dapMaleBTUUECKHU
IpuUeMIIeMOM COJIM, TIHIpaTa WJIM CoOJIbBaTa HAXOOUTCHA B KOJMUECTBE,
SKBMBAJIEHTHOM 1 MI' coemmMHeHuUs 1.

26. Crnoco® mno n. 6 wm 20, nOpuMeHeHMe 110 . 20, coelMHeHME
nmo n. 20, ymakoBKa moJjsa nomnbopa no3w o . 4, 19 mim 20 miam Hadbop
no on. 5, 19 mam 20, rge:

- KaxXmad u3 OIHOM wmIm 0OoJjlee HO3 CoemuMHeHMs 1 wWIM ero
bapMalleBTUUECKM MIPMEMJIEMOM COJIM, TIHMApaTa WM COJIbBaTa HaXOOUTCH
B KOJIMUecTBe, 5»kBMBaJieHTHOM 0,35 Mr coemmHeHusa 1; u

- CTaHIapTHad »O03a CoeIMHEeHMA 1 wMiIu ero dapMalleBTUUECKU
nprueMJIeMoM CoOJM, TuipaTa WIM CcoJibBaTa HaxXOIUTCS B KOJIMUECTBE,
SKBMBaJIeHTHOM 1 MI' coeluMHeHMS 1.

27. Cmnoco®6 mno mn. 6 wiamu 20, IpUMeHeHN e nmo o. 20,
coenmHeHMe 1o n. 20, yIakoBKa mOJa nombopa Oo3H o . 4, 19 wim
20 mam Habop mo . 5, 19 mam 20, rghe:

- Kaxmas M3 OIHOM wmIM 0OoJlee @HOO3 CoemuMHeHMs 1 MM ero
bapMalleBTUUECKM IIpHMeMJIeMOM COJIM, TuapaTa WM COJIbBaTa HaxXOOUTCSH
B KOJMUeCcTBe, DSKBUBaJIeHTHoM 0,5 MI' coeiIMHeHUs 1; u

- CTaHIapTHad »Oo3a CcoeIMHeHMsa 1 WMIM ero dapMalleBTUUECKHU
opueMJIeMOM CcoOJIM, TI'uIpaTa WJIM CoJIbBaTa HaAXOOMUTCS B KOJMUECTBE,
SKBUMBAJIEHTHOM 2 MI' CoeOMHeHmus 1.

28. Cnoco® mo n. 6 mimm 20, nOpmuMeHeHMe 1o . 20, coelIVMHeHNEe
nmo n. 20, yIoakoBKa moJsa nomnbopa Oo3H o . 4, 19 mmm 20 mam Hadop
no o. 5, 19 mam 20, roe:

- Kaxmad M3 OIHOM wuMIM OoJjlee @OO3 cCcoeduMHeHMs 1 wWIM ero
bapMalleBTUUECKM IIpHeMJIeMOM COJIM, THuIpaTa WIM COJIbBaTa HaxXOOUTCH
B KOJMUeCcTBe, 2KBUBaJIeHTHOM 0,35 MIr coemuHeHMs 1; u

- CTaHIapTHad -OO3a COeIMHeHMAa 1 WIM ero dapMalleBTUUeCKHU
IpueMJIeMOM COJIM, TI'HuIpaTa WM CoOJIbBaTa HaAXOOMUTCS B KOJMUECTBE,
SKBUBAJIEHTHOM 2 MI' CoeOMHeHmUs 1.

29. Cnoco6 mo n. 6 wmim 20, npruMeHeHre 1o . 20, coelIVMHeHMe

nmo n. 20, ymakoBKa moJgsa noanbopa Oo3H o . 4, 19 mimm 20 miam Hadop
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mo . 5, 19 mium 20, rOe KaxOoyon M3 OOHOM MIM OoJiee O3 COeIMHEHUS
1 mim ero dapMalleBTUUECKM IIPUEMJIEMOM COJIM, TIMApaTa WJIM COoJibBaTa
BBOIOAT MHIVMBUIOYYMY OIMH pPa3 B CYTKM.

30. Crnoco® mo Jjgodbomy m3 nmn. 20-29, NIpMMeHeHMe TII0 JIOoOMYy U3
nn. 20-29, coemmHeHMe 1o Jmodomy wm3 nmn. 20-29, yIakKkoBKa IOJ4
nontopa HOBHE 10 JwbomMy M3 . 20-29 wmiam Habop o JjwodoMy M3 IIIl.
20-29, roe IIepPBEMU [IeproOn BpeMeH!U COCTaBJIgET He foJiee
npubimsureasHo 10  cyToxk, cocTaBJigeT He 0OoJjiee NIPpUOIUBUTEITLHO
ONHOM Heneju, COCTaBJIAET NpUBJIM3UTEJILHO OOHY  HeOeJlIlo WU
cocTaBJigeT 5 CYTOK.

31. Cnoco6 mo Jjgobomy wus nmo. 1, 6, 7, 10 mo 12, 15 m 18-30,
opuMeHeHue rno Jjwobomy w3 nom. 2, 8, 10, 11, 13, 16 wmu 18-30,
coenomMHeHMe 1o Jodomy mus3 nmn. 3, 9 mo 11, 14 m 17-30, ymnakoBka nOJjsa
nonbopa HO3E IO JioOoMy M3 . 4 m 19-30 wmiam Habop IO JioboMy M3
non. 5 wm 19-30, ©rOme CTaHOApTHYL HOO3Y COeIMHEeHMAa 1 WMIM eTro
bapMalleBTHUUECKM [IPUEMIIEMOM COJIM, TIMOpaTa WM COJIbBaTa BBOOAT
VHIVBUAOYYMY OIVMH pa3 B CYTKM.

32. Cnoco6 mo Jsmwobomy m3 nm. 1, 6, 7, 10 mo 12, 15 m 18-31,
nprMMeHeHMe 1o Jwodbomy w3 non. 2, 8, 10, 11, 13, 16 wm 18-31,
coeIMHeHMe 1o JioboMy M3 nmn. 3, 9 mo 11, 14 m 17-31, yrnaxkoBKa OJs
nonbopa HDO3H IO JoboMy u3 . 4 m 19-31 wmiam Hab®op 0o JmoboMy U3
no. 5 m 19-31, DTOe JedeHMe OOMNOJHUTEJIBHO BKJIOUAET MOHUTOPUHT
He®JIaTONPUATHEIX SBJIEHMY BO BpeMsS BBeIeHMS COoeOMHeHUMsS 1 WM eTro
bapMmalleBTHUUECKU npreMIeMon coiu, TUuOpaTa WJIIU coJbBaTa u
HeoBdA3aTeJIbHO TIIpepHBaHMe WM I[IpeKpalleHVe BBeleHMS CcoeOuHeHus 1
WUIM eTo dpapMalleBTHUUECKM IpMeMIIeMOM COJIM, THuIpaTa MJIM CoJibBaTa.

33. Cnoco6 mo smobomy m3 nmo. 1, 6, 7, 10 mo 12, 15 m 18-32,
npMMeHeHMe 1o Jwobdbomy w3 non. 2, 8, 10, 11, 13, 16 wm 18-32,
coeIMHeHMe TIo JiwboMy M3 nmn. 3, 9 mo 11, 14 m 17-32, yhoakoBKa IOJA
nondopa HO3H IO JwoboMy M3 . 4 m 19-32 wmiu Habop o JOoMy U3
nn. 5 m 19-32, DTOe JedyeHMe IOMNOJHUTEJIBHO BKJUYAET MOHUTOPUHT
YacTOTH CeplIeuHHX COoKpalleHVMs BO BpeMsa BBeleHUS, MOHUTOPUHT
OYHKLUMM JIETKMX BO BpeMsa BBeldeHUS WIM MOHUTOPMHI QYHKLUUM IIeUeHU
BO BpeMd BBeIeHMUA.

34. Cnoco6 mo swobomy m3 nmo. 1, 6, 7, 10 mo 12, 15 m 18-33,

npruMeHeHre no Jmwbomy w©m3 on. 2, 8, 10, 11, 13, 16 m 18-33,
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coeIMHeHMe TIo JiwboMy M3 nmn. 3, 9 mo 11, 14 m 17-33, yIoakKoBKa IOJA
nondopa HO3H IO JoboMy M3 orn. 4 m 19-33 wmium Habop O JOoMy U3
Iirl. 5 m 19-33, Toe CoeauHeHue 1 wWIM ero (QapMalleBTUUECKU
IpreMIeMyl COJIb, ITHIpaT MM COJIbBAT BBOIAT II€pPOpPaJIbHO.

35. Cnoco6 mno mgowbomy m3 nmo. 1, 6, 7, 10 mo 12, 15 m 18-34,
npUMeHeHre no Jmwbomy w©u3 onn. 2, 8, 10, 11, 13, 16 m 18-34,
coeIMHeHMe 1o JiwbomMy M3 nmn. 3, 9 mo 11, 14 m 17-34, yrnaxkoBKa IOJA
nondopa HDO3H IO JmoboMy M3 nrn. 4 m 19-34 wium Habop O JoOoOMy U3
Iirl. 5 m 19-34, Iroe coenuHeHuMe 1 wiIM ero QapMalleBTUUeCKU
IprueMiIeMyl COJIb, IHuIpaT WM COJILBAT, COCTAaRJIAT B BUIEe KallCyJIH
i TabJeTKM, NOOXOOAMEN IOJIS IepOopallIbHOT'O BBeNeHUd.

36. Cnoco® mo Jjgwobomy m=3 nm. 1, 6, 7, 10 mo 12, 15 m 18-35,
opuMeHeHue 1o Jjwobomy w3 nm. 2, 8, 10, 11, 13, 16 wm 18-35,
coenIMHeHMe 1o JwodomMy m3 nmn. 3, 9 mo 11, 14 m 17-35, ymnaxkoBka nOoJjsa
nonbopa HO3E IO JioOOMy M3 . 4 m 19-35 wmiam Habop IO JboMy M3
III. 5 m 19-35, Toe coenuHeHme 1 wmiIM ero dapMalleBTUUECKU
npueMieMas COJib, I'MIpaT WM COJIbBAT BHOpPaH U3:

- coenuHeHua 1;

- KaJIbLIMEeBOM COJIM coeIuHeHus 1; u

- L-apTMHMHOBOM COJIM coenuHeHUs 1.

37. Cnoco6 mo Jswobomy m3 nmo. 1, 6, 7, 10 mo 12, 15 m 18-35,
nprMMeHeHMe 1o Jwodbomy w3 nono. 2, 8, 10, 11, 13, 16 wm 18-35,
coeIMHeHMe 1o JiwoboMy M3 nmn. 3, 9 mo 11, 14 m 17-35, yrnaxkoBKa OJs
nonbopa HO3H IO JoboMy u3 . 4 m 19-35 wmiam Habop 0o JmobOoMy U3
Iirl. 5 m 19-35, Iroe CcoeauMHeHuMe 1 wmIM ero (QapMalleBTUUECKU
npueMieMas COJIb, THUIAIpaT WIM COJIbEBAT IOpelcTaBJjgeT cobon L-
APTUHMHOBYIK COJIb coeIOMHeHus 1.

38. Cnoco6 mo sgwobomy w3 nmo. 1, 6, 7, 10 mo 12, 15 m 18-35,
npMMeHeHMe 1o Jwobdbomy w3 non. 2, 8, 10, 11, 13, 16 wm 18-35,
coeIMHeHMe TIo JiwoboMy M3 nmn. 3, 9 mo 11, 14 m 17-35, yrmoaxkoBKa IOJs
nondopa HO3H IO JwoboMy M3 . 4 m 19-35 wmium Habop o JOoMy U3
Iirl. 5 m 19-35, Toe CoeauHeHuMe 1 wmIM ero (QapMalleBTUUECKU
npueMieMas COJIb, THUIAIpaAT WM COJIEBAT HaxOoIUTCSa B 0e3BOIHOU
HeCOJILBATUPOBAHHOM  KpUCTaJIIMUeCKOoM  dopMe  L-apTMHMHOBOW  COJIU
coemmuHeHusa 1.

39. Cnoco6 mno mobomy m3 nmo. 1, 6, 7, 10 mo 12, 15 m 18-35,
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npMMeHeHVe 1o Jgwobomy w3 non. 2, 8, 10, 11, 13, 16 wm 18-35,
coeIMHeHMe TIo JiwboMy uM3 nno. 3, 9 mo 11, 14 m 17-35, yhoakoBKa OJA
nondopa HDO3H IO JoboMy M3 orn. 4 m 19-35 wmium Habop o JOoMy U3
Iirl. 5 m 19-35, Toe CoeauHeHue 1 wmIM ero (QapMalleBTUUECKU
npmemiieMas CoOJib, TUMOpaT WIM COJIbBAT HaxXoIUTCcAd B 0e3BOIHOMU
HeCoJIbBATUMPOBAHHOM KpMUCTaJIIMUuecKon ¢opmMme coenmHeHms 1.

40. Croocof JiedeHMsa CBA3aHHOTO C PeLelNTopoM COMHIO3MH-1-
bochbaTra 1 mnomrmuma (S1P,) HapymeHMS, BKJIOUYAKINWIY Ha3HadeHMe U/UJIU
BBelIeHMe HyXIaKoleMyCs B 2TOM MHIMBUIYYMY CTaHOapTHOM nHO3H (R)-2-
(7= (4-UMKJIOTIEHTWUII- 3~ (TpudTOpMe TIII) OeH3uJIokCcHu) -1, 2, 3, 4-
TeTparuIPOLUMKIIONEeHTa [b] MHOOJI-3-1JI) YKCYCHOM KM CJIO TH (coenuHeHU A
1) mam ero dapMalleBTHUUECKM IIPpMEeMJIEMOM COJIM, IHuIpaTa WMJIM COJIbBaTa
B KOJIMUECTRBE, 5SKBUBAJIEHTHOM MNPUOIM3UTENIBRHO OO 2,0 MI' COeIMHEHUHA
1.

41. [lprMeHeHUEe (R)=-2-(7- (4-UMKJIIOIEHTUIJI- 3—
(TpudTopMeTHII) OeH3MIIOKCHU) -1, 2, 3, 4—-TeTparMOPOLUMKJIIONeHTa [b] MHIoJI-
3-UJI) YKCYCHOM KMCJIOTH (coeamHeHMs 1) wWiIM ero dapMalleBTHUUECKU
IpuemMIIeMOom cou, rMoparTa VI coJibBaTa B IPOUBBOLCTBE
JIeKapCTBEeHHOTO CpelCTBa OJg JeueHMsa CBA3aHHOTO C pPelLelTopoM
comHrozmMH-1-pochaTa 1 nomTuUna (S1P,) HapymeHUH, Toe JIeueHue
BKJIOUAET Has3HaueHUe n/ BBeIeHNe HYXIOaKnleMy C S B 2TOM
VHIVBUOYYMY CTaHIapTHOM IOO3E COeOMHEeHUSA 1 VIV ero
bapMalleBTUUYECKHU IpuemIIeMom coJu, rugpaTa VI coJIbBaTa B
KOJIMYeCTBe, »KBMBAJIEHTHOM NpUOIMN3UTeJIbHO Oo 2,0 MI' coelauHeHusa 1.

42 . CoenomHeHHUe, KOTOpoe IIpencTaBJjsgeT codor (R)-2-(7-(4-
UMKJIOTIeHTUJI-3— (TpudTopMeTm1) OeH3myokcu) -1, 2, 3, 4-
TeTparMOIpOUMKIIONeHTa [ b] MHOOJ-3-MJI) YKCYCHY KUCJIOTY (coenmmHeHMe
1) mam ero oOpapMaleBTUUECKM IIPpUeMJIEMYK COJIb, IMIpaT WJIM COJbBAT
oJIg IOpuUMeHeHUS B crnocoBe JledyeHMSA CBS3aHHOTO C  PELUENTOPOM
comHTrOo3MH-1-pochaTa 1 nomTUIa (S1P,) HapymeHWUd, Toe JleueHue
BKJIOUAEeT Ha3HaueHUe n/nnm BBEeIIeHUe HYXIaKnIeMy C S B 2TOM
VHIVBUOYYMY CTaHIOapTHOM IO3E COEeOMHEHUSA 1 VI ero
bapMalleBTUUYECKHU npueMIeMom coJm, TUgpaTa VI coJibBaTa B
KOJIMYECTBE, B»KBMBAJIEHTHOM NPpUOIM3UTEJIBHO OO 2,0 MI' coenmHeHusa 1.

43. Cnoco®6 mno Jgwbomy w3 nomo. 1, e, 12, 15 m 18-40,

NIpMMeHeHMe 1o Jwbomy m3 nmn. 2, 13, 16, 18-39 m 41, coeIMHeHMEe TIIO
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Jobomy wm3 mn. 3, 14, 17-39 m 42, ynakoBka mojasa nonmbopa HOO3H II0
Jobomy m3 nn. 4 m 19-39 wmam HabGop no JgwboMy m3 mnm. 5 m 19-39,
TIe CTaHOapTHYKR »Oo3a BBOOAT MHAOVMBUIYYMY Ha BCeM [OPOTIXeHUU
JIeUeHNA.

44, Cnoco®6 mno Jgobomy w3 nomo. 1, o, 12, 15 um 18-40,
NIpMMeHeHMre 110 Jwbomy m3 nmn. 2, 13, 16, 18-39 m 41, coelIMHeHMEe IIO
Jobomy w3 nn. 3, 14, 17-39 um 42, ynakoBka mojasa nonbopa HOO3H II0
JobomMy 3 nmn. 4 m 19-39 wmam HabGop no JwboMy M3 . 5 m 19-39,
TIoe JIeyeHMe TIIPUBOOUT K  CHWXKEHMI KOJIMUYeCTBa JMMOOUMTOB VY
VMHIVBUAOYYMa IIO MeHbliey Mepe Ha 40%.

45, Cnoco6 mno Jjgowbomy wu3 nno. 1, 6, 12, 15, 18-40, 43 u 44,
opuMeHeHue 1o Jwbomy w3 non. 2, 13, 16, 18-39, 41, 43 wu 44,
coenomMHeHMe 1o Jwbomy w3 nmo. 3, 14, 17-39 m 42-44, yrnakoBKa OJ4a
nonbopa nose o Jmwdbomy m3 nn. 4, 19-39, 43 m 44 wam Habop IO

JgodoMy m3 nmo. 5, 19-39, 43 wu 44, 1TOe CBA3aHHOE C PeLelITOpOM

comHrozmH-1-pochbaTa nomTuma 1 (S1P1) HapylleHue  BHOpaHO U3:
3aboJjieBaHuAa NI HapylleHUs, OIIOCPENOBAHHOTO JIMMOOLUTaMH,
ayTOUMMYHHOTO 3aboJjieBaHuAa VI HapylleH s, BOCHAJIMTEJIEHOTO
3abojieBaHUA WK HapymeHus, AHKMJIO 3UPYIIET O CIIOHOWJINTA,

BUIMapHOTO LMPpPO3a IeueHM, 3JI0OKaueCTBEHHOM OIIyxXoJM, IIcopuasa,
[ICopMaTUUYeCcKOoT0 apTpUTa, PeBMaTOMIHOTO apTpuTa, ©OoJge3Hu KpoHa,
OTTOPXEHMSA TPpaHCIJIaHTaTa, paccesaHHOTO CkJIepo3a, CUCTEeMHOM
KpacHOM BOJIUAHKMN, BOCHIAJUTEJBEHOTO 3aboJIeBaHUA KUIIeUYHUKaA ,
A3BEHHOTO KoJMuTa, 1nuabera I Tura, ITUISPTOHMUECKOW HebpomaTuwu,
TJIOMEPYJIOCKJIEPO3a, I[IOBPEeXIeHMS I[IPpM MWMIeMUM-pernepdy3ur Mrokapla U
axKHe.

46. Cnoco®6 mno Jsmobomy m3 nmo. 1, 6, 12, 15, 18-40, 43 u 44,
nIpMMeHeHMe 1o JwoboMmy w3 nmn. 2, 13, 16, 18-39, 41, 43 wu 44,
coeguMHeHMe 1o Jmwbomy m3 nn. 3, 14, 17-39 um 42-44, vynakoBKa OJA
nonopa nHO3H o JwboMy wm3 nn. 4, 19-39, 43 m 44 wmiam Habop 11O
Jobomy w3 nmn. 5, 19-39, 43 wm 44, 1TOe CBS3aHHOE C pPeLelNTopoM
comHTO3MH-1-pochaTa [IoOTHUIIa 1 (S1Pq) HapylleHue BEIOpaHO U3
MUKPOOHOV MHOeKUrM WiInu 3abojleBaHMA UM BUPYCHOM MHOEKUUM WK
3aboJIeBaHuAg.

47. Cnoco®6 mno Jsgobomy wm3 nno. 1, 6, 12, 15, 18-40, 43 u 44,

npMMeHeHMe 1o Jgwobomy w3 nmo. 2, 13, 16, 18-39, 41, 43 wu 44,
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coemguMHeHMe 1o Jmwbomy m3 nn. 3, 14, 17-39 m 42-44, ynakoBKa »OJA
nontopa n[O3H 10 JwboMy wm3 nn. 4, 19-39, 43 m 44 wmim Hadbop 110
Jobomy m3 nmn. 5, 19-39, 43 wm 44, TOe CBS3aHHOE C pPeLelNTopoM
couHrozmH-1-pochdaTa nmomTumna 1 (S1P;) HapymeHHMe INpPeOCcTaBJsgeT cobon
AHKWJIOBUPYKMUN CIHOHOWUJIUT .

48. Cnoco6 mno Jjgobomy wm3 nono. 1, 6, 12, 15, 18-40, 43 u 44,
npUMeHeHre no Jgwodbomy wm3 nom. 2, 13, 16, 18-39, 41, 43 u 44,
coemgMHeHMe 1o Jwbomy wu3 nn. 3, 14, 17-39 m 42-44, ynakoBKa OJ4
nonbopa nHO3E 10 JwboMy w3 nmn. 4, 19-39, 43 m 44 wuiam Habop 110
JobomMy us3 nmn. 5, 19-39, 43 wm 44, 1TOe CBA3aHHOE C pPeLelTopoOM
couHrozmH-1-pochaTa nmomrtumna 1 (S1P;) HapylmeHHMe NPenCTaBJsgeT cobon
OUIIMapHE LUPPO3 IIeUeHU.

49, Cnoco®6 no Jjgobomy w3 nm. 1, 6, 12, 15, 18-40, 43 u 44,
opuMeHeHue 1o Jwbomy w3 non. 2, 13, 16, 18-39, 41, 43 wu 44,
coenoMHeHMe 1o Jwobomy m3 nmo. 3, 14, 17-39 m 42-44, yrnakoBKa OJ4a
nonbopa o3 o Jimwbomy wm3 mn. 4, 19-39, 43 m 44 wmam Habop IO
JgodtoMy m3 nmo. 5, 19-39, 43 wum 44, TOe CBA3aHHOE C PeLEeITOpOM
couHrozuH-1l-pochara nomrtuna 1 (S1P;) HapymeHMe IIpPenOcTaBJIgeT cobon
copuas.

50. Cnoco6 mno smobomy w3 nn. 1, 6, 12, 15, 18-40, 43 u 44,
nIprMMeHeHMe 1o Jwobomy w3 nmo. 2, 13, 16, 18-39, 41, 43 wu 44,
coelIMHeHMe 1o Jmwobomy m3 nmn. 3, 14, 17-39 um 42-44, ynakoBKa OJA
nonbopa nHoO3H o Jwdbomy wm3 nn. 4, 19-39, 43 m 44 wmiam Hadbop IO
Jobomy w3 nmn. b5, 19-39, 43 wm 44, 1TOe CBsS3aHHOe C pPeLelTopoM
coumHrosmuH-1-pochara nomrtumna 1 (S1P,) HapylmeHMe NIPeOCTaBJIsSeT cobon
IcopuaTruUecK apTpuUT.

51. Cnoco®6 mno mobomy wm3 nmo. 1, 6, 12, 15, 18-40, 43 u 44,
nIpMMeHeHMe 1o JwoboMmy w3 nmn. 2, 13, 16, 18-39, 41, 43 wu 44,
coeguMHeHMe 1o Jmwbomy m3 nn. 3, 14, 17-39 um 42-44, vynakoBKa OJA
nontopa nHO3H 1o JwbomMy wm3 nn. 4, 19-39, 43 m 44 wmiam Hadbop IO
Jobomy w3 nmn. 5, 19-39, 43 wm 44, 1TOe CBS3aHHOE C pPeLelNTopoM
couHrozmuH-1-bpochaTa nomrtumna 1 (S1P;) HapymeHMe IpPeOCTaBJsgeT cobon
PEBMaTOUIOHHY apTPUT.

52. Cnoco6 mno mobomy wm3 nono. 1, 6, 12, 15, 18-40, 43 u 44,
npMMeHeHMe 1o Jgwobomy w3 nmo. 2, 13, 16, 18-39, 41, 43 wu 44,

coemguMHeHMe 1o Jmwbomy m3 nn. 3, 14, 17-39 m 42-44, vynakoBKa OJA



130

nmontopa nHO3H 0 JwboMy wm3 nn. 4, 19-39, 43 m 44 wmim Habop 110
Jobomy w3 nn. 5, 19-39, 43 wm 44, TOe CBS3aHHOE C pPeLelTopoM
couHrozmH-1-dpochaTa nmomrTumna 1 (S1P;) HapymeHHMe NpPeOCTaBJsgeT cobon
BosesHs KpoHa.

53. Cnoco6 mno mgowbomy wn3 nno. 1, 6, 12, 15, 18-40, 43 u 44,
nIpMMeHeHMe 1o JwoboMy w3 nmo. 2, 13, 16, 18-39, 41, 43 wu 44,
coemguMHeHMe 1o Jwbomy m3 nn. 3, 14, 17-39 m 42-44, ynakoBKa OJA
nontopa nHO3H 0 JwboMy wm3 nn. 4, 19-39, 43 m 44 wuim Habop 110
JobomMy ms3 nmn. 5, 19-39, 43 wm 44, T1TOe CBSA3aHHOE C pPeLelNTopoM
couHrozmH-1-pochdaTa nmomrTumna 1 (S1P;) HapymeHHMe NPeOCTaBJsgeT cobon
paccesdHHHM CKJIepOo3.

54. Cnoco6 mno Jjgowbomy wu3 nno. 1, 6, 12, 15, 18-40, 43 u 44,
opuMeHeHue 1o JwboMmy w3 non. 2, 13, 16, 18-39, 41, 43 wu 44,
coenomMHeHMe 1o Jwobomy m3 nmo. 3, 14, 17-39 m 42-44, yrnakoBKa OJ4a
nonbopa nOose o Jimwdbomy wm3 mnn. 4, 19-39, 43 m 44 wmam Habop IO
JgoboMy m3 nmo. 5, 19-39, 43 wu 44, TOe CBA3aHHOE C PeLEeITOpOM
cbhmuurosmuu-1-pochara nomTuna 1 (S1P,) HapymeHMe IOIpelcTaBJIgeT cobomn
CHUCTEMHY KpPacCHY BOJUaHKY.

55. Cnoco6 mno mobomy w3 nn. 1, 6, 12, 15, 18-40, 43 u 44,
nIpMMeHeHMe 1o Jwodbomy w3 nmo. 2, 13, 16, 18-39, 41, 43 wu 44,
coeIMHeHMe 1o Jmwobomy m3 nmn. 3, 14, 17-39 u 42-44, ynakoBKa OJd
nonbopa nHoO3H Mo Jwdbomy wm3 nn. 4, 19-39, 43 m 44 wmiam Hadbop IO
Jobomy w3 nmn. b5, 19-39, 43 wm 44, Tme CBsS3aHHOe C pPeLelTopoM
couHrozsmH-1-bpochara nomrTuna 1 (S1P;) HapymeHUe IPeOCTaBJIsgIeT cobon
BOCIIAJIMTeJIbHOe 3afoJieBaHMe KUIEeUHMKA.

56. Cnoco®6 mno mobomy wm3 nmo. 1, 6, 12, 15, 18-40, 43 u 44,
npruMeHeHre no Jgmodbomy wm3 non. 2, 13, 16, 18-39, 41, 43 u 44,
coemguMHeHMe 1o Jmwbomy m3 nn. 3, 14, 17-39 um 42-44, ynakoBKa OJA
nontopa nHO3H o JwdbomMy wm3 nn. 4, 19-39, 43 m 44 wmiam Hadbop IO
Jobomy w3 nmn. 5, 19-39, 43 wm 44, TOe CBS3aHHOE C pPeLelTopoM
couHrozmH-1-pochaTa nmomrTumna 1 (S1P;) HapymeHMe IPeOCTaBJIsgeT cobon
S3BEeHHEM KOJIUT.

57. Cnoco6 mno mobomy wm3 nono. 1, 6, 12, 15, 18-40, 43 u 44,
nprMMeHeHMe 1o JgwoboMy w3 nmn. 2, 13, 16, 18-39, 41, 43 wu 44,
coemguMHeHMe 1o Jmwbomy m3 nn. 3, 14, 17-39 um 42-44, ynakoBKa OJA

nonopa nHO3E 10 JwboMy wm3 nn. 4, 19-39, 43 m 44 wmim Habop IO
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Jobomy w3 nn. 5, 19-39, 43 wm 44, T1TOe CBS3aHHOE C pPeLelTopoM
couHrozsmH-1-dpochaTa nmomrTumna 1 (S1P;) HapymeHHMe IIpPeOCTaBJsgeT cobon
SA3BEeHHEM KOJMUT C aKTHMBHOCTBI OT YMEPEHHOWM IO TSXKeJION.

58. Cnoco6 mno mgobomy wm3 nono. 1, 6, 12, 15, 18-40, 43 u 44,
npMMeHeHMe 1o JwoboMy w3 nmo. 2, 13, 16, 18-39, 41, 43 wu 44,
coemgMHeHMe 1o Jwbomy wm3 nn. 3, 14, 17-39 m 42-44, ynakoBKa IOJA
nontopa nHO3H 10 JwboMy wm3 nn. 4, 19-39, 43 m 44 wuiam Habop 110
JobomMy u3 nmn. 5, 19-39, 43 wm 44, TOe CBSA3aHHOE C pPeLelTopoM
couHrozmH-1-pochaTa nmomrTmumna 1 (S1P;) HapymeHHUe NpPenOCTaBJIsgeT cobon
aKHe.
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