202292419 Al

(19) EBpa3unckoe 21 202292419 13 A1l
naTeHTHOEe
Be4OMCTBO
(12) ONMMUCAHME U30BPETEHUSA K EBPASUICKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 31/415 (2006.01)
2022.11.15 AGIK 31/44 (2006.01)
AGIK 31/519 (2006.01)
(22) Bara nopaum saseim AG61P 19/04 (2006.01)
2017.06.08 AG61P 3/00 (2006.01)
CO7D 213/30 (2006.01)
CO07D 231/12 (2006.01)
CO7D 487/04 (2006.01)
(54) CHOCObbBI JIEYHEHUA TETEPOTOIMNYECKOMN OCCUOPUKAIINN
(31) 62/347,381 (72) Wsobpetatens:
(32) 2016.06.08 Hec:kapaunc Knapucca (CA), I'poran
(33) US Jouna Poii, [Ihkmen Txxedpdppu Hu,
(62) 201892497; 2017.06.08 Xapuert Mapk (US)
(71)  3ansurens: (74) nNpeacrasutens:
KJEMEHTHA ®APMACBIOTHKAJI3 pea i
MHK. (CA) dxepmaksin P.B., Yrpiomos B.M.,
: I'm3aryiaauna E.M., CtpokoBa O.B.,
I'm3arynnun H1.®., KocTomenkosa
M.IO. (RU)
(57) B naHHOM M300peTeHMM TPENATalOTCs CXEMbl BBEJICHHS M (apMalleBTHYECKHE — COCTABbI

JUIL  TIEpOPAIFHOTO  BBEACHWS NajoBapoTeHa. [locpecTBOM TPEUIOKEHHBIX CXEM  BBEICHUS
MOXXHO YMEHBIIHUTh T'€TEPOTONHYECKYI0 OCCH(MKAINIO, YMEHBIINTh KOJIMYECTBO IMPHCTYIOB W/HIIH
CHU3UTh TSDKECTh IIPUCTYIIOB Y CYOBEKTOB, CTpaJalOllUX Iporpeccupyronieil occuduuupyromei
¢ubpoaucuIazuei.

IV  61v76CC0C



CMNOCOBLI NIEYEHUA FETEPOTONMUYECKOW OCCUDUKALINK

POAOCTBEHHDIE 3AABKU
[aHHas 3asaBka cornacHo [loroBopy 0 NaTeHTHOW KOOMEpauumn 3aABAAETCA NPUOPUTET NO 3aABKE
Ha nateHT CLLUA Ne 62/347381, nogaHHoun 8 nioHa 2016 roga, KOTOpas BKIOYEHA B AAHHOE ONMCaHue

nocpeacTtBOM CCbIJIKM B MOJTHOM obbeme.

YPOBEHb TEXHUKU

Y HEeKOTOpbIX NauUUEHTOB C nporpeccupytowei occucpuuyupytowen cudpoaucnnasuein (MOD)
HabnaaeTca NOpPa)KEHUE MbILLL, CYXOXUIMA W/MNU CBA3OK, HANPUMEP, OTEK MATKMX TKAHEN U HEKPO3
MbILLL, CONPOBOXAAKOLWEECA [MaBHbIM 00pa3oM BHE3anHbIM BO3HUKHOBEHUEM CUMMOTOMOB. 3TH
CMOHTAHHBIE NOPAXEHUS MBbILLL, CYXOXUIMIA U/UNN CBA3OK, @ TAKKe NOBPEXAEHUA, KOTOPbIE BO3HMKAKOT B
pesynbTate TpaBMbl, MOIYT MPUBECTU K reTEPOTOMMYECKOW OCCUPUKALUM M MOTyT COMPOBOXKAATHCA
HecTepnuMon OONbID U OrpaHUyYMBaTh (PYHKLUMOHAMNbHLIE BO3MOXHOCTU YENOBEKA, MMEOLLEro Takoe
nopaxeHue. B HacTosee BpeMsa He CyLIEeCTBYET 0400PEHHbIX CNOCOOOB NEYEHUA NOPAXKEHUA MbILLLL,
CYXOXMNUIA n/mMnn CBA30K y CcyObektoB € [10®P, KOTOpbIE NpPeaoTBPaLLAOT FeTEPOTONUYECKYIO

occudukaumio.

CYWHOCTb N3OBPETEHUA

B naHHOM u3o6peTeHun npeanaraoTca CXeMbl BBEAEHUA 403 U (papMaLeBTUYECKUE COCTaBbl ANA
nepopansLHOro BBEAEHUA NanoBapoTeEHa.

B npanHoM usobpeteHun npeanaraercs cnocob yMeHbLUEHUA reTepoTONUYECKON occuduKkaumm y
cybbekta C nporpeccupytoweri occucpuuupytower  cdubpoamcnnasumein (Takke M3BECTHOM  Kak
nporpeccupyowmin - occupuympyrowmin - Mmo3nT, 3abonesaHue, XxapaKkTepU3yloLEecs NOpaxeHUeM
MbILLIEYHON TKAHU), XapaKTepu3yoLwencs nepuoaom Nokos U nepuoaom 060CTpeHUst, Npu 3TOM yKa3aHHbIi
cnoco6 BknoyaeT: (i) B TeYeHue nepuoga nokos - exeqHeBHOE BBeAEeHME CyObEKTY nanoBapoTeHa unu
ero papmaueBTUHECKM NPUEMNEMON COnun B kKonuyvectse 3 £ 2 Mmr u (i) B TeueHue nepunoga o6ocTpeHus -
eXxeHeBHOE BBeAEHUE CYOBLEKTY KONMMYECTBA, B 2 - 6 pa3 NpEeBbILAIOLIErO KONMUYECTBO, BBOAUMOE
€XXeHEeBHO B TEYEHUE Nepuoaa nokos. B KOHKPETHbIX BapuaHTax OCyLLECTBNEHUA JAHHOTO U3006peTeHus
B TeyeHume nepuoaa oOOBOCTpeHUs nanoBapoTeH unu ero papmaueBTUYECKM NPUEMNEMYIO COJb
M3Ha4yanbHO BBOAAT B €XXEAHEBHOW HArpy3o4yHoOW [o03e, npesbiwawwen B 3,5 - 6 pa3 KONU4YECTBO,
BBOAMMOE €XEJHEBHO B TEYEHWe nepuoaa noKosA, C MNOCNEeAyLMM BBEAEHUEM EXEAHEBHON
noaaepKkuarLLen 403bl, NPEBbILLAIWEN B 2 - 3 pa3a KONMYECTBO, BBOAUMOE €XEAHEBHO B TEYEHUE
nepuoga nokos. Hanpumep, koNM4ecTBo, BBOAUMOE B TEYEHUE NEPMOAa NOKOA, MOXKET cocTaBnaTb 3 £ 0,5
Mr B [1€Hb, 8 KONMYECTBO, BBOAUMOE B TEUEHUE Nepuoga 0OOCTPEHUA, MOXKET BKIOYATb €XEAHEBHYHO
Harpy3o4Hyto o3y 12,5 £ 1,0 Mr B A€Hb U €XeAHEBHYIO0 nogaepxusaroLlyo o3y 6,0 + 1,0 mr B A€Hb.

HeobGsasaTenbHo, aNns 3TOW CXeMbl BBEAEHUA BeC cybbekTa coctasnsaeTt ot 20 go 40 kr. B gpyrom npumepe,



KONMMYeCTBO, BBOAUMOE B TEYEHME NEPUOAA NOKOSA, MOXKET COCTABNATL 4 + 0,5 Mr B A€Hb, @ KONMMYECTBO,
BBOAMMOE B T€YEHUE nepnoga 060CTPEHNSA, MOXKET BKNIOYATL EXXEAHEBHYIO HArpy304Hy0 o3y 15+ 1,0 mr
B AE€Hb U €XXeQHEBHYI0 noaaepxkmsaroLwwyo o3y 7,5 + 1,0 mr B geHb. Heo6a3atenbHo, 4nsA 310N CXEMbI
BBEAEeHUA BeCc cybbekTa cocrtaensiet o1 40 go 60 kr. B ewe ogHOM npumepe, KONMYECTBO, BBOAUMOE B
TeyeHue nepuoaa nokosi, MOXeT cocTaBnAaTb 5 + 0,5 Mr B AeHb, a KONIMYECTBO, BBOAUMOE B TEYEHUE
nepuoaa 060CTPEHUS, MOXKET BKIHOYATb €XXeAHEBHYI0 HAarpy304Hyo 403y 20 £ 1,0 Mr B A€Hb U €XXeHEBHYIO
noaaepxusatoLlyto gosy 10 £ 1,0 mr B geHb. Heobs3aTenbHO, ANA 3TOW CXeMbl BBEAEHUA BeC cybbekTa
coctaBnseT 6Gonbwe yem 60 kr. B HeKOTOpbIX BapuaHTax OCYLUECTBJIEHUS AAHHOIO u3006peTeHus,
KONMM4eCcTBO, BBOAUMOE B TEYEHUE NEpMoaa nNokos, coctasnsAeT 2 + 0,5 MrB geHb, a KONUYECTBO, BBOAUMOE
B TeyeHue nepuoaa 0OOCTPEHMSA COAEPKUT eXeAHEBHYI Harpy3o4Hyio o3y 10 = 1,0 Mr B g€Hb U
exxeaHEBHYI0 noaaepxxusatowyto 4o3y 5 + 1,0 Mr B geHb. HeobazaTensbHo, ANs 3TON CXEMbl BBEAEHUS BEC
cybbekta coctaBnsaer MeHbwe yem 20 kr. B nioboM M3 BbILLEYKA3AHHbIX CNOCOOOB EXEAHEBHYIO
Harpy3o4Hyo 403y BBOAAT B Te4eHue nepuoga ot 20 go 40 gHewn (Hanpumep, 24 + 4 gHA, 28 £ 4 aHA, 32 +
4 nHs, 36 + 4 gHa unu 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39 unu 40
ZHen). B KOHKPEeTHbIX BApUAHTaxX OCYLLECTBIIEHUA AaHHOTO M300PETEHNA EXXEAHEBHYIO MOAAE PXKUBAIOLLYIO
003y BBOAAT NO MEHbLUEW MEPE B TEYEHUE NEpUoda BpemMeHun oT 14 o 84 aHen (Hanpumep, 21 £ 7 gHen,
28 + 14 gHen, 42 + 14 pHen, 63 £ 14 aHen, 72 + 12 aHewn unu 52, 53, 54, 55, 56, 57, 58, 58, 60 unu 84
AHS). HeobGssarenbHO, no wucrevyeHun 84 pHel BBEAEHUE EXEAHEBHOW NOAAEpP>KUBAIOLWEN [A03bl
npoaosKatoT ewe 28 gHen (1.€. B o6wen cnoxkHocTu 112 gHen), ecnu CyGbeKkT NpoaoIKaeT UCMbITLIBATD
CUMNTOMbI NPUCTYNA UNKU NPUCTYNOB, UMK NPOAOIKAKT BBEAEHME NOAAEPXKMBAIOLWEN A03bl 40 TEX NOP,
noka CUMNTOMbI NPUCTYNOB UNKU NPUCTYNa HE ocnaberoT UK He NPEKPaTATCA. B KOHKPETHBIX BapmaHTax
OCYLLECTBNEHUA [AaHHOro u3obpetreHna no wucteveHun 112 aHen BBEAEHUE  EXKEOHEBHOM
noaaepKuBatoLLeli 403bl NPOAOIKAIOT B TEYEHUE AONONHUTENbHbLIX 28 AHEN (T. €. B 00Lel CNOXHOCTK
140 pHent), ecnu CcyObEKT NPOAOMKAET UCMbITbIBATL CUMMATOMbI NPUCTYNOB WUNM NPUCTYNa, unu
NpoAoOIKAIOT BBEAEHUE NOAAEPXKUBAIOLLEN A03bl A0 TEX NOP, NOKA CUMNTOMbI MPUCTYNOB UM NPUCTYyna
He ocnabeloT unM He npekpaTATcA. B HEKOTOpbIX BapuaHTax OCYLIECTBIIEHUA AAHHOIO U306peTeHus
€XXeHEBHYIO HAarpy304Hyto o3y 20 Mr BBOAAT B TeYeHne 28 gHEN, exKeAHEBHYIO NOAAEPXKMBAIOLLYYIO 403y
10 Mr BBOAAT B TeyeHue 56 gHein, a Konu4ecTBo, BBOAUMOE B TEYEHUE Nepuoga nokos, COCTaBnaeT 5
Mr/aeHb. B HEKOTOPBLIX BapMaHTax OCyLUECTBNEHUA AAHHOTO N30OPETEHUA EXXEAHEBHYIO HArPY304HYIO 103y
15 Mr BBOAAT B TeYeHUe 28 AHEN, EXXEAHEBHYIO NO44EPXKMBatoLLy0 403y 10 Mr BBOAAT B TEYEHUE 56 gHEMN,
a KONMYyecTBO, BBOAMMOE B TEYEHWE NEepuoaa MNOKOSl, COCTaBnsAeT 5 mr/aeHb. Kak TONbKO nepuoj
060CTpEHNsA KynupyeTecs, CYOBLEKT MOXKET BEPHYTLCH K CXEME BBEAEHUSA, NPUMEHAEMOI B NEPUOAE NOKOS,
¢ 6onee HU3KUM YPOBHEM [03.

B ogHOM BapuaHTe OCYLUECTBMEHUSA, AAHHOE KU30OpETEHME OTHOCMTCH K CNoCO0Yy CHUXEHUA
reTepoTonuYeCKoit occudukaymm y cybbekra ¢ nporpeccupytowei occundpuyunpyowen pubpoaucnnasmen,
XapakTepu3ywLenca nepuogamu nokosa um 06OCTpPEHUsi, Npu 3TOM YyKasaHHbln cnocob Bknwo4aeT: (i)

BeegeHue 3,0 +/- 2,0 mr/aeHb nanoBapoTeHa unu ero papmMaueBTUHECKN NPUEMEMON CONU, B TEYEHNE



nepuogos nokosA, u (i) BBeaeHune konuyectBa wMexgy 10 Mr/geHb nanoBapoTeHa UM €ro
dapmaueBTMyeckn npuemnemon conu u 20 Mr/geHb nanosapoTeHa unu ero apmayeBTUHECKU
npueMnemoii conu B TedeHune 84 - 140 gHen nocne Havana nepuoga ob60CTpeHus.

B oaHOM BapuaHTe OCYLUECTBMEHUS, AAHHOE U300peTeHue OTHOCUTCH K Cnocoby CHUXEHUS
reTepoTonuYecKkoii occudukaumm y cydbbekra c nporpeccupytoLleit occudpuuupytollen ombpoaucnnasuei,
XapakTepusyLLenca nepuogamu rnokos m 060CTpeHUsi, Npu 3TOM YKasaHHbli cnocob Bknwo4aeT: (i)
BBEAEHUE 5 MI/A€Hb NanoBapoTEHA uUnmn ero papmaueBTUYECKM NPUEMNEMON CONMU B TEYEHUE NEPUOLOB
nokos, u (iiy BBegeHne 20 mr/geHb nanoBapoTeHa unu e€ro apmaueBTUHECKM NMPUEMIIEMON CONU B
TeueHue 28 gHen, ¢ nocnegywwmmMm seegeHnem 10 Mr/aeHb nanoBapoTeHa unu ero papmaueBTUHECKM
npueMnemMoli conm B TedeHune 56 gHein nocne Ha4vana nepuoga 060CcTpeHuns. B 40NONHUTENLHOM BapuaHTe
OCYLLECTBINEHUSA, JAHHOE M300peTEHNE OTHOCUTCA K CNOCOBY CHUXEHUSA reTepOTONUYECKON occupukaLm
y cybbekta ¢ nporpeccupylowlen occuduumpyower  dubpogucnnasmen, xapakTepusyloLencs
nepuogamMu NOKOsi M nepuogamu 060CTPEHUS, NpU 3TOM yKasaHHbIl cnocob BkntovaeT: (i) BBegeHue 5
MI/AEeHb NanoBapoTEHa UK €ro papmaleBTUHECKM NPMEMNEMON COMU B TEYEHUE NEPUOZOB NOKOA, U (i)
BBegeHue 20 Mr/geHb nanoBapoTeHa unu ero papmayeBTUYECKU NPUEMAEMON CONKN B TEYEHUE 28 AHEN,
¢ nocrneayowmum seeegeHmem 10 Mr/geHb nanosapoTeHa unu ero papmayeBTMYECKU NPUEMAEMON CONK B
TeyeHue 84 pgHen nocne Hadana nepuoga o6ocTpeHua. B ewe ogHOM AONONMHMTENLHOM BapuaHTe
OCYLLECTBINEHUSA, JAHHOE M300pETEHNE OTHOCUTCA K CNOCOOY CHUXEHUA reTepOTONUYECKON occuukamm
y cybbekta C nporpeccupyowlen occuduumpyowen dubpoaucnnasmen, xapakTepusyroLencs
nepuogamMu NOKOS M nepuogamu 06O0CTPEHUSA, NPU 3TOM yKa3aHHbI cnocob BkntovaeT: (i) BBegeHue 5
Mr/0EeHb NanoBapoTeHa UNun ero papmaleBTMHECKU NPMEMNIEMON CONMN B TEYEHUE NEPUOJOB NOKOA, U (ii)
BeegeHue 20 Mr/geHb nanoBapoTeHa unu ero papmayesTUYeCcku NPUEMNEMON CoNn B TeYEHUe 28 aHEN,
¢ nocnegywowmm BeegeHnem 10 Mr/geHb nanoBapoTeHa unm ero papmaueBTU4ECKM NPUEMNEMON COMKN B
TeyeHue 112 gHen nocne Ha4yana nepumoaa 060CTpPeHUS.

B paHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUeHUS reTepoTONUYECKON occudmKkaumm y
cybbekTa ¢ nporpeccupytoweii occuduuupyrowen ubpoaucnnasmen, XxapakTepusyowenca nepuoaom
MoKOsA U NepMoaoM 06OCTPEHUSA, MPU ITOM YKa3aHHbI cnocob B Te4eHue nepmoga 060CTPEHUA BKIOYAET:
() BBEeageHue CcyOBEKTY HArpy3oqHoOW A03bl B KonuyectBe OoT 9 A0 21 Mr nanoBapoTEHA UMM €ro
dhapmMaLeBTMYECKM NPUEMIIEMON CONU €XEQHEBHO B TEYEHWE NEepBOro nepumoga BpemMeHu u (i) nocne
nepBOro NeEpMoAa BPEMEHU, EXXEHEBHOE BBeAEHUE CYOBLEKTY NOAAEPXKMBAIOLLEN A03bl, COCTABNAILIEN
oT 40% po 60% konuyecTBa, BBOAUMOIO B HArpy3o4yHoOi 403€. B HEKOTOPLIX BApMaHTaxX OCYLLECTBIEHUA
AAHHOTO M300pPTEHMA HArpy3odHaa gosa coctasnseTt 12,5 £ 1,0 Mr B A€Hb, a nNogAep:KuBawoLan 4o3a
cocraenseTt 6,0 £ 1,0 mr B aeHb. HeobasatenwHo, Bec cybbekTa cocrtaesnaet ot 20 go 40 kr. B apyrux
BapuaHTax OCYLECTBIIEHUA AAHHOrO M30OPTEHUA HArpy3odHas gosa cocraenaeT 15 = 1,0 Mr B geHb, a
noagaep:kusawLwlas gosa cocrasnseT 7,5 = 1,0 mr B aeHb. Heo6a3atensHo, BEC cybbekTa COCTaBNAET OT
40 po 60 kr. B HekoTOpbIX BapuaHTax OCYLWECTBMEHMA [AAHHOr0 u300pTeHus, cnocob no n.39,

OTNMYAIOLWMINCA TEM, YTO HArpy3oyHasa gosa coctasnget 20 £ 1,0 mr B AeHb, a NO4AEPXKMBAOLWAA 403a



cocraenseTt 10 £ 1,0 mr B geHb. HeobaA3aTenwHo, BeC cybbekTa cocrtaBnsaeT 6onblue yem 60 kr. B nio6om
U3 BbllEyKa3aHHbIX CMOCOO0B HArpy3ouHyl0 [03y BBOAAT B TedeHue nepuoga ot 20 go 40 pgHen
(Hanpumep, 24 + 4 gHA, 28 + 4 aHAa, 32 £ 4 aHAa, 36 £ 4 gHa unu 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30,
31, 32, 33, 34, 35, 36, 37, 38, 39 unu 40 gHen). B KOHKPETHbIX BapMaHTax OCYLUECTBNEHUA AAHHOMO
n3o06peTeHns Nogaep>KMBatoLLYIO 403y BBOAAT NO MEHbLUEN Mepe B TeYeHMe nepuoga BpemMenmn ot 14 oo
84 nHen (Hanpumep, 21 £ 7 gHen, 28 + 14 aHen, 42 + 14 gHen, 63 £ 14 gHen, 72 £ 12 gHen unun 52, 53, 54,
55,56, 57, 58, 58, 60 unu 84 aHaA).). Heobsa3aTensHO, No ucTeueHnmn 84 aHel BBeAeHME noaaep>xuBatoLei
[03bl npogomkatoT ewe 28 aHen (T.e. B obwen cnoxHoctn 112 gHen), ecnu cyObekT npoaormkaet
UCMbITBIBATH CUMNTOMbI MPUCTYNA UK NMPUCTYNOB, MU NPOAOIKAIOT BBEAEHUE NOAAEPXKUBAIOLLEN A03bI
[0 Tex nop, noka CUMNTOMbI NPUCTYNOB UMK NPUCTYNA HE OCNABEeIoT UNKn HE NPEKPATATCA. B KOHKPETHBIX
BapuaHTax OCYLIECTBNEHUA AAHHOIO0 U300peTeHuUst No uctedeHun 112 gHEen BBEAEHUE EKEAHEBHOM
noaaepkKuBaioLLle 403bl NPOAOKAOT B TEYEHNE AONONHUTENbHLIX 28 AHEN (T. €. B 00WEN CNOXHOCTU
140 paHen), ecnu CyObEKT NpPOAOMKAET WCMbLITbIBATbL CUMMNTOMbI MPUCTYNa WUNU MNPUCTYNOB, WK
NpoAOIKAKT BBEAEHUE NOAAEPXKUBAIOLLENH A03bI A0 TEX NOP, NOKA CUMNTOMbI MPUCTYNOB MMM NPUCTYNa
He ocrnaberoT Unu He NPeKpPaTAaTCs.

B naHHoM wu3obpeTeHun npepgnaraerca cnoco® CHUXEHUSI TAXKECTU MPUCTYNOB MMM NpUCTyna
CUMNTOMOB Yy CyObEKTA C nporpeccupytoLlein occuduympytowein pubpogucnnasnen, xapakrepuayowencs
nepnuoaoM NOKOSA 1 Nepuoaom 060CTPEHUSA, NpU 3TOM yKa3aHHbI cnocob BknoyaeT: (i) B Te4eHue nepuoga
MOKOSA - €XX€AHEBHOE BBEAEHNE CYObEKTY NanoBapoTEHa unu ero papMauesTUYECKU NPUEMMEMONE CONK B
konuyecTtse 3 2 Mr u (ii) B Te4eHue nepnoga o60CTPEHUSA - exxeHEBHOE BBEAEHUE CyObEKTY KONUYeCTBa,
B 2 - 6 pa3 NpeBbILLAIOLLETO KONUYECTBO, BBOAMMOE EXXEAHEBHO B TEYEHME NEPUOAA NOKOA. B KOHKPETHBIX
BapuaHTax OCyLECTBNEHUA AAHHOro n306peTeHns B TedeHne nepmoaa o60CTpEeHNA NanoBapoTEH Unu ero
hapMaueBTUHECKM MPUEMNEMYIO COMb WU3HAYANbLHO BBOAAT B €XEAHEBHOW HArpy3o4yHOW [03e,
npesbiwarmwen B 3,5 - 6 pa3 KONMYECTBO, BBOAUMOE EXEAHEBHO B TEYEHUE nepuoga Mokos, C
nocneaywwmmMm BBEAEHUEM €XEQHEBHOW nNoaAepKMBAIOLWEN A03bl, NpeBbllawwen B 2 - 3 pasa
KONMMYeCTBO, BBOAUMOE €XeAHEBHO B TeYEHME nepuoga nokos. Hanpumep, KONUYECTBO, BBOAMMOE B
TeYeHue nepuoaa Mnokosi, MOXeT cocTaBnAaTe 3 + 0,5 Mr B A€Hb, a KONIMYECTBO, BBOAUMOE B TEYEHUE
nepuoga OOOCTPEHMSA, MOXET BKMIOYATb EXEAHEBHYIO HArpy3oudHylo aosy 12,5 = 1,0 mMr B AeHb U
exxeaHEBHYI0 nogaep:xusatowyio o3y 6,0 £ 1,0 mr B aeHb. HeobsA3aTenbHO, ANs 3TOW CXEMbl BBEAEHUSA
Bec cybbekTa coctasnset oT 20 go 40 kr. B gpyrom npumepe, KONMYECTBO, BBOAUMOE B TEYEHUE Nepuoaa
MOKOS, MOXET COCTaBnATb 4 + 0,5 Mr B A€Hb, a KONMMYECTBO, BBOAMMOE B TEYEHUE nepuoaa o6oCcTpeHus,
MOXKET BKJIHOYATb €XXEAHEBHYIO HArpy304yHy 403y 15 £ 1,0 Mr B A€Hb 1 €XXEQHEBHYIO NOAAEPKUBAIOLLYIO
[o3y 7,5 £ 1,0 mr B aeHb. Heobsa3aTtenwHO, AnA 3T0W CXeMbl BBEAEHUA BeC cybbekTa coctasnsaeT oT 40 go
60 kr. B ewe ogHOM npumMepe, KONUMYECTBO, BBOAUMOE B TEYEHUE NEPUOAA MOKOSA, MOXKET COCTaBNATb 5 *
0,5 Mr B A€Hb, a KONUYECTBO, BBOAUMOE B TEYEHME Nepuoaa 060CTPEHUSA, MOXKET BKITIOYATh EXEHEBHYIO
Harpy3o4Hyto go3y 20 £ 1,0 Mr B A€Hb 1 exegHEBHYO nogaepxusarwowyo o3y 10 £ 1,0 Mr B AeHb.

Heob6sasarenbHo, Ans 370N CXeMbl BBEAEHMA BEC cybbekTa coctaBnsaeT 6onbie yem 60 Kkr. B HEKOTOPLIX



BapuaHTax OCYLUECTBNEHUA AAHHOIO U3006peTEeHns, KONMYeCcTso, BBOAMMOE B TEYEHUE Nepnuoaa Mnokos,
coctasnfeT 2 + 0,5 Mr B A€Hb, @ KONUYECTBO, BBOAUMOE B TE€YEHUE nepuoga O0OOCTPEHMA COAEPXKUT
€XeHEBHYI0 Harpy304Hyto Ao3y 10 £ 1,0 Mr B 4€Hb 1 €XEOHEBHYIO Nogaep>kuBatowyto Ao3y 5 £ 1,0 mr s
AeHb. Heobsi3aTenbHO, Ana 3TOM CXeMbl BBEAEHUA BeC CyObekTa coctaBnsieT MeHbLue yem 20 kr. B niobom
U3 BbILLEYKA3aHHbIX CMOCOOOB €XeAHEBHYIO HArpy304HYIO [03y BBOAAT B TeyeHue nepuoga ot 20 o 40
aHen (Hanpumep, 24 + 4 aHA, 28 + 4 gHA, 32 = 4 aHA unu 36 £ 4 gHA). B KOHKPETHbIX BapuaHTax
OCYLLECTBIIEHUSA 4AHHOTO M30OpPETEHMUA €XXeQHEBHYIO NOAAEPKUBAIOLLYIO 403y BBOAAT MO MEHbLUEN MEpPE
B TeYeHune nepmoga spemenn ot 14 o 84 gHen (Hanpumep, 21 = 7 aHen, 28 + 14 gHen, 42 + 14 gHen, 63
* 14 pgHen, unun 72 £ 12 pgHen). HeobasaTtenbHo, Nno uctedyeHun 84 aOHEW BBEAEHUE EXEOAHEBHOM
noaaep:kKuBaroLLelt 403bl NPOAOIKAIOT elle 28 aHen, ecnu CyObEKT NPOAOIKAET UCMLITLIBATL CUMNTOMbI
npuctyna unuM NpuUCTynoB, UMM NPOAOIKAIOT BBEAEHUE NOAAEPXKMBAIOLLEN [03bl A0 TE€X MOP, MOKa
CUMNTOMbI NMPUCTYMOB WNM MPUCTYNa He 0ocnabeloT UMM He npekpaTATcA. B KOHKPETHbIX BapuaHTax
OCYLLECTBNIEHUA CNOCO6a KONMYECTBO MPUCTYNOB y CyObEKTa YMEHbLUAETCA, UMM YacToTa NPUCTYNOB Y
cybbekTa ymeHbLuaeTca. Kak Tonbko nepuos 060CTPEHUA KYNUPYETCH, CYOBEKT MOXET BEPHYTHCA K CXEME
BBEAEHUA, NPUMEHAEMON B NEPUOAE NOKOA, C 6ONee HU3KUM YPOBHEM [ 03.

B ogHOM BapuaHTe OCYLUECTBMEHUS, AAHHOE KU30OPETEHME OTHOCUMTCH K CnoCco0Yy CHUXKEHUA
NpUCTYNnoOB WNM npucTyna CUMNTOMOB Yy cybbekTta C nporpeccupyowen occuuympyrowei
dubpogucnnasmen, xapakTepusyoLenCcsa nepmogamMmm nokoa 1 060CTPEHUA, NPU 9TOM yKa3aHHbI CNocob
BkntoyaerT: (i) BBegeHue 3,0 +/- 2,0 mr/aeHb nanosapoTeHa unu ero papMaueBTUYECKM NPUEMAEMON CONU
B TE€YEeHue nepuoaos nokos, u (i) BBegeHne konuyectsa Mmexay 10 Mr/geHb nanosapoTeHa Unu €ro
dapmaueBTMyeckn npuemnemon conu u 20 Mr/geHb nanosapoTeHa uUnu ero apmayeBTUHECKU

npueMnemoii conu B Tedenune 84 - 140 gHen nocne Havana nepuoga o60CTpeHus.

o

B paHHOM un300peTeHun npeanaraetcA cnocob CHUXEHUA 4acTOTbl NPUCTYNOB y cybbekTa
nporpeccupytowen occucpuuympytowweri ubpoaucnnasmeii, xapakTepusyroLwenca nepuogomMm nOKOs K

nepuoaoM 0OOCTPEHUs, NpU ITOM YyKa3aHHbIli cnocob BknwodaeT: () B TedeHue nepuoga noKos

exxegHeBHOE BBeAeHue cyObekTy nanoBapoTeHa unu ero apMaueBTUHECKM NpUemMnemMoli Conu B
konuyecTtse 3 2 Mr u (ii) B Te4eHUe nepuoaa 060CTpEHUS - exxeaHEBHOE BBEAEHUE CyObEeKTY KONUYeCTBa,
B 2 - 6 pa3 NpeBbILLAIOLLETO KONMUYECTBO, BBOAMMOE EXXEAHEBHO B TEYEHME NEPUOAA MOKOA. B KOHKPETHBIX
BapuaHTax OCYLLUECTBNIEHUSA JAHHOr0 U300peTeHUs, B TeUeHne nepuoga 060CTpeHUs NanoBapoTEH MMM
ero ¢apMaueBTUYECKM NPUEMIIEMYIO COMb W3HAYaNbHO BBOAAT B E€XEAHEBHOW HArpy304yHOW A03€,
npesblwarowen 8 3,5 - 6 pas KOAMYECTBO, BBOAMMOE EXEAHEBHO B TEYEHME MNepuoga MoKos, C
nocneaywwmumM BBEAEHUEM €XEQHEBHOW NOAAEPKMBAKOLWEN A03bl, NpeBbllwawwen B 2 - 3 pasa
KONMMYeCTBO, BBOAUMOE €XEJHEBHO B TEUYEHME nepuoaa nokos. Hanpumep, KONUYECTBO, BBOAMMOE B
TEYEHUe nepuoaa Mokosi, MOXET cocTaBnaTe 3 + 0,5 Mr B A€Hb, a KONUYECTBO, BBOAUMOE B TEYEHUE
nepuoga OOOCTPEHMSA, MOXET BKIIOYATb EXEAHEBHYIO HArpy3oudHylo ao3y 12,5 = 1,0 mr B AeHb U
eXeOHEBHYIO nogaep:kusatowyio o3y 6,0 = 1,0 mr B geHb. HeobA3aTenbHO, ANs 3TOW CXEMbl BBEAEHUSA

BecC cybbekTa coctasnset oT 20 go 40 kr. B gpyrom npumepe, KONMYeCTBO, BBOAUMOE B TEYEHUE Nepuoga



MOKOS, MOXET COCTaBnATb 4 + 0,5 Mr B A€Hb, 8 KONMMYECTBO, BBOAMMOE B TEYEHME nNepuoaa o6oCcTpeHus,
MOXET BKIOYATb €XEAHEBHYIO HArpy3o4Hyt 403y 15 £ 1,0 Mr B A€Hb 1 €XXEAHEBHYIO NOAAEPKUBAIOLLYIO
[o3y 7,5 £ 1,0 mr B aeHb. HeobGa3aTtenbHo, AnA 3T0W CXeMbl BBEAEHUA BEC cyObekTa coctasnsaeT oT 40 go
60 kr. B ewe ogHOM npumepe, KONMYECTBO, BBOAUMOE B TEYEHME NEPUOAA NOKOA, MOXKET COCTaBnATbL 5 *
0,5 Mr B A€Hb, a KONMYECTBO, BBOAUMOE B TEYEHME Nepuoaa 060CTPEHUSA, MOXKET BKIIOYATb €XKEAHEBHYIO
Harpy3o4Hyto go3y 20 £ 1,0 Mr B A€Hb u exegHEBHYO nogaepxusawowyo o3y 10 + 1,0 Mr B A€Hb.
Heob6sa3aTenbHO, Ans 3TOW CXeMbl BBeAeHUA BeC cybbekra coctaBnseTt 6onbie Yem 60 kr. B HekOTOpbIX
BapuaHTax OCYLUECTBIIEHMA JAHHOrO M306peTeHuns, KONMYeCcTB0, BBOAMMOE B TEYEHUE NEPMOAA MOKOS,
coctasnset 2 = 0,5 Mr B A€Hb, a KONUYECTBO, BBOAUMOE B TE€YEHUE nMepuoaa 0BOCTPEHMSA COAEPXKUT
€XXeHEBHYIO HAarpy304Hyto Ao3y 10 £ 1,0 Mr B €Hb M €XEAHEBHYIO NOAAEpKuBatoLWyo 403y 5 £ 1,0 mr s
AeHb. Heobsa3aTenbHO, ANSA 3TON CXeMbl BBEAEHUA BEC CyObEKTA COCTABNAET MeHbLUe Yem 20 kr. B niob6om
U3 BbllEyKa3aHHbIX CNOCOO0OB €XXeAHEBHYIO HArpy3o4Hy0 403y BBOAAT B Te4eHUe nepuoga ot 20 oo 40
aHen (Hanpumep, 24 + 4 gHA, 28 + 4 gHA, 32 + 4 gHA unu 36 £ 4 gHA). B KOHKPETHbIX BapuaHTax
OCYLLECTBINEHUA JAHHOTO M300PETEHUS EXXeQHEBHYIO NOAAEPXKUBAIOLLYIO A03Y BBOAAT MO MEHbLUEN MEPE
B TeueHue nepuoga spemenn ot 14 o 84 gHen (Hanpumep, 21 = 7 gHen, 28 + 14 gHen, 42 + 14 gHen, 63
* 14 pgHen, unun 72 + 12 pgHen). HeobasatenbHo, no ucreyeHun 84 OHEW BBEAEHUE EXEOHEBHOM
noaaep:KuBaoLLen 403bl NPOAOCIKAIOT elle 28 agHen, ecnu CyObEKT NPOAOIKAET UCMLITLIBATL CUMNTOMbI
npuctyna unu NpuUCTYNnoOB, UMM NPOAOIMKAOT BBEAEHUE NOAAEPXKMBAIOLLEN [03bl A0 TE€X MOP, MOKa
CUMNTOMbI MPUCTYNMOB WM MPUCTYNa He ocnabeloT WM He npekpaTATca. B KOHKPETHbIX BapuaHTax
OCYLLECTBNEHUA cnocoba, KONUYECTBO MPUCTYNOB Yy CyOBLEKTA YMEHbLUIAETCH, UMM 4acToTa NpPUCTYNoB y
cybbekTa ymeHbLuaeTca. Kak Tonsko nepuos 060CTPEHUA KYyNUPYEeTCa, CyOBEKT MOXET BEPHYTLCA K CXEME
BBEAEHUA, NPUMEHAEMON B NEPUOAE NOKOSA, C 6ONee HU3KUM YPOBHEM [03.

B naHHoM u3obpeTeHun npegnaraerca cnocod yMEeHbLUIEHUS TETEPOTONUYECKON occudukaumm y
cybbekTa ¢ nporpeccupytoweii occudpuumpytowet pubpogucnnasnen, xapakTepusyoLencs nepuosom
NOKOS1 U NepuoaomM 000CTPEHUSA, NPU 3TOM YKa3aHHbI cnocob BknovaeT: (i) B Te4eHue nepuoaa nokos -
exxeaHeBHOe BBeAeHUe CyObEeKTy nepBoro konuyectsa umHrubutopa curHanuura BMP u (i) B TeueHue
nepuoga obBOCTPEHUA - e€XeAHEBHOe BBeAeHue CyObekTy Konuuyectsa, B 2 - 6 pa3 NpeBbILLAOLLErO
KONMMYECTBO, BBOAUMOE E€XXEAHEBHO B TEYEHME Nepnoaa nokosi. B KOHKPETHbIX BapuaHTax OCyLLUECTBNEHUS
[JaHHOro U300peTeHus, B Te4eHue nepuoaa 060CTPEHNA MHIMOUTOpP curHanuira BMP usnavanbHo BBOAAT
B €XEeAHEBHON HArpy3o4HOW [03€, npeBbiwanwen B 3,5 - 6 pas KonM4YecTso, BBOAMMOE €XEQHEBHO B
TEYEeHUe nepuoja MoKoA, C MOCNEAYIOLUM BBEAEHUEM €XEAHEBHOW MOAAEpPXKUBAIOLLENH [A03bl,
npeBbILLAIWEN B 2 - 3 pa3a KONMMYECTBO, BBOAUMOE €XXEAHEBHO B TEYEHUE Nepuoaa nokos. B HEKOTOpPLIX
BapuaHTax OCYLUECTBNEHUSA UHIMOuTOp curHanuHra BMP npeactaBnser cOGOWMHIMOUTOP aKTUBMH-
peuenToponoaobHo kuHasbl 2 (ALK2). B yactHocTu, nHrimbutop ALK2-kuHaswl npeacrasnsaet cobor LDN-
193189 (4- (6- (4- (nunepasun-1-un) pennn) nupasono [1,5-a] nupumnanH-3-un) xuHonon), LDN-212854
(5- [6- [4- (1-nunepa3uHun) peHnn] nupasono [1,5-a] nupumMnanH-3-un] xuHonuHy, gopcomopduH (6- [4- [2

- (1-nunepuaunuun) atokcu] penun] -3- (4-nupuauuun) nupasono [1,5- a J-nupumnaunn), K02288 (3 - [(6-



aMuUHO-5- (3,4,5-TpumeTtokcnudperHun) -3-nupngunun] geron), DMH-1 (4- [6- [4- (1-MeTunaTtokcu) enun]
nupasono [1,5- a | nupuMnaunH-3-un] xuHonuu), unu ML-347 (5- [6- (4-meTokcmdpeHun) nupason [1,5-a]
MUPUMUANH-3-UN] -XUHOIOH).

B naHHoM u3obpeTeHun npegnaraerca cnocod yMEeHbLUEHUS TETEPOTONUYECKON occudukaumm y
cybbekTa ¢ nporpeccupytoweii occudpmumpytowet pubpogucnnasnen, xapakrepusyoLencs nepuosom
MOKOS1 U NepuoaomM 000CTPEHUSA, NPU 3TOM YKa3aHHbI cnocob BknoYaeT: (i) B Te4eHue nepuoaa nokos -
exxegHeBHOE BBeAeHue CcyObekTy nanoBapoTeHa unu ero apMaueBTUHECKM NpUemMnemMoli Conu B
konudectee 5 Mr u (i) B TeyeHne nepuoaa o0OOCTpeHUA - exegHeBHOe BBeaeHue cybbekty 20 mr
nanosapoteHa unu ero apMaueBTMYECKM NPUEMIIEMON CONMKU B TeyeHue 28 AHEen C NocnegyrLimm
exeaHeBHbIM BBeAeHUeM cybbekTy 10 Mr nanoBapoTeHa unu ero papMaueBTUHECKN NPUEMIIEMON CONU
B TEYEHUE NO MeHbluen mepe 56 gHel. HeobA3aTenbHO, No uctedeHnn 56 aHeln exeqHeBHOE BBEAEHUE
Ao3bl 10 Mr npogonKkatot ewe 28 gHen (1.€. B 00LLEN CNOXKHOCTU 84 aOHA), ecnu CyObEKT NpoaomkaeT
UCMBITBIBATH CUMNTOMbI NPUCTYNA UK MPUCTYNOB, UMM NPOAOMKAKT BBEAEHUE A03bl 10 Mr 4O Tex nop,
noka CUMNTOMbI MPUCTYNOB UMK NPUCTYNA HE ocrnabeloT Unu He NpekpaTATCA. B HEKOTOPbLIX BapuaHTax
OCYLLECTBNEHUS OAHHOr0 U300peTeHus, No ucredeHun 84 aHen exxegHeBHOe BBeAeHue A03bl 10 mr
npoaosKaloT ewe 28 gHen (1.€. B o6wen cnoxkHocTu 112 gHen), ecnu CyGbEeKT NPOAOIKaeT UCMbITLIBATDL
CUMNTOMbI NPUCTYNA UM NPUCTYNOB, UNU MPOAOIMKAIOT BBEAEHUE A03bI 10 Mr 40 TEX NOP, NOKA CUMMTOMBbI
NPUCTYNOB UMM NPUCTYNAa HE 0CnaberT uNKu He NPeKkpPaTAaTCsA. B KOHKPETHBIX BapMaHTax OCYLLECTBIEHUA
AAHHOTO U3006peTeHus, no ucteveHnn 112 gHen exeqHeBHoOe BBegeHue ao3bl 10 Mr npogosmkatoT ewe 28
aHen (1.e. B obuien cnoxHoctu 140 gHen), ecnm CyGbEKT NPOAOIIKAET UCNLITHIBATL CUMNTOMbI NPUCTYNAa
UnuM NPUCTYNoOB, UNU NPOAOIKAKT BBEAEHUE A03bl 10 Mr 4O TEX NOp, NOKa CUMNTOMbI NPUCTYNOB UMK
npucTyna He ocnaberoT Unu He NPEKPaTATCA.

B naHHoM u3obpeTeHun npegnaraerca cnocod yMEeHbLUIEHUS TETEPOTONUYECKON occudukaumm y
cybbekTa ¢ nporpeccupytoweii occudpuumpytowet pubpogucnnasnen, xapakTepusyoLencs nepuosom
NOKOS1 U nepuoaom obocTpeHust, npudeM Bec cybbekra coctaBnsieT oT 10 40 20 Kr, Npu 3TOM yKa3aHHHbI
cnoco6 BknoyaeT: (i) B TeYeHue nepuoga nokos - exeqHeBHOE BBeAEeHME CyObEKTY nanoBapoTeHa unu
ero chapMaueBTUYECKM NpuemnemMon conu B konudectee 2,5 Mr u (ii) B TeueHne nepuoga o60CTpeHuUs -
exxeaHeBHOe BBeaeHue cybbekty 10 Mr nanoBapoTteHa unu ero papmaueBTUHECKU NPUEMNEMO CONK B
TeyeHue 28 AOHeN C NocneaylolwnM exXeaHEBHbIM BBeaeHMEM CyObekTy 5 Mr nanoBapoTeHa unu ero
hapMaueBTUYECKN NMPUEMIIEMON CONMM B TEYEHME NO MeHblewW Mepe 56 aHen. HeobsizatenbHo, no
ucteyeHun 56 aOHel exegHEBHOE BBeAeHME A03bl 5 Mr npogomkawT ewe 28 agHen (1.e. B oOwien
CNOXHOCTM 84 fHA), ecnu CyOBEKT NPOoAOMKAET UCMNBITLIBATL CUMMTOMbI NPUCTYNA UMM NPUCTYNOB, UK
NpoAOIKAKT BBEAEHUE A03bl 5 Mr 40 TEX NOP, NOKA CUMNTOMBI MPUCTYNOB UMM NpUCTyna He ocnaberT
UM HE NPeKPaTATCA. B HEKOTOPBLIX BAPUAHTAX OCYLLECTBNEHUA JAHHOTO U30OPETEHUSA, NO UCTeHeHuu 84
[OHEel exXxegHeBHOE BBEAEHUE A03bl 5 Mr npoaomkaioT ewe 28 gHen (1.€. B 00LWEN CNOXHOCTM 112 aHER),
ecnu Cy6LEKT NPOAOIPKAET UCMBITLIBATE CUMNTOMBI NPUCTYNA UM NPUCTYNOB, UM NPOAOIKAIOT BBEAEHUE

A03bl 5 Mr 10 Tex nop, Noka CUMNTOMbI MPUCTYMOB UNU NpUCTyna He ocnabelT unu He npekpaTaTcs. B



KOHKPETHbIX BapuMaHTax OCYLUECTBSIEHUA AAHHOIO U300peTeHnsa, no uctevyeHun 112 gHEn exegHeBHOE
BBEAEHUE A03bl 5 Mr npoaomKawT ewe 28 aHein (1.e. B obweir cnoxkHoctn 140 gHen), ecnu CcyObekT
NPoAO0IKAET UCMbITLIBATL CUMNTOMbI MPUCTYNA UKW NPUCTYNOB, UMK NPOAOIKAIOT BBEAEHUE A03bI S Mr 40
Tex nop, NoKa CUMNTOMbI MPUCTYNOB UMM NPUCTYNA HE OCNAbeoT UMK HE NPEKPaTATCA.

B paHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUeHUsI reTepoTONUYECKOl occudumKkaumm y
cybbekta ¢ nporpeccupytoweii occuduuupyrowen gubpoancnnasmen, xapakTepusyowenca nepuoaom
NOKOS1 U Nepuoaom obocTpeHust, npudeM Bec cybbekra coctasnseT oT 20 40 40 Kr, npu 3TOM yKa3aHHbI
cnoco6 BknoyaeT: (i) B TeYeHue nepuoga nokosi - exxeqHEBHOE BBeAEHUE CyObEKTY nanoBapoTeHa unu
ero dpapmaueBTUYECKN NPUEMNEMON COnn B konmyectBe 3 Mmr u (i) B TeyeHne nepuoga o60CTpEHUNA -
exxeaHeBHOe BBeAeHUe cybbekTy 12,5 Mr nanosapoTeHa unu ero papmaueBTUHECKN NPUEMIEMON CONKU B
TeyeHue 28 AOHEW C NOCneaylolnM eXeaHEBHbIM BBeAeHMEM CyObEekTy 6 Mr nanoBapoTeHa Unu ero
hapMaueBTU4ECKN NMPUEMIIEMON CONMM B TEYEHUE NO MeHblueW Mepe 56 aHeln. HeobszatenbHo, no
ucteyeHun 56 aOHel exegHEBHOE BBeAEeHME A03bl 6 Mr npoaospkalT ewe 28 agHen (1.e. B oOwien
CNOXHOCTM 84 fHA), ecnu CyOBEKT NPOoAOMKAET UCMNBITLIBATL CUMMTOMbI NPUCTYNA UMM NPUCTYNOB, UK
NpoAOIKAKT BBEAEHUE A03bl 6 Mr 40 TEX NOP, NOKA CUMNTOMBI MPUCTYNOB UMM NpUCTyna He ocnabeT
UNM HE NPeKPaTATCA. B HEKOTOPBLIX BAPUAHTAX OCYLLECTBNEHUA JAHHOTO U30OPETEHUSA, NO UCTeHeHun 84
[OHEel exXegHeBHOE BBEAEHUE A03bl 6 Mr NPOAOIKAKOT ele 28 gHel (T.€. B 00LWWEN CNOXHOCTM 112 aHER),
ecnu Cy6bEKT NPOAOIPKAET UCMBITLIBATE CUMNTOMbI NPUCTYNA MM NPUCTYNOB, UM NPOAOIXAIOT BBEAEHUE
[03bl 6 Mr 40 TEX NOp, NOKa CUMNTOMbI MPUCTYNOB UMW NPUCTyNa He ocnabewT unu He npekpartaTca. B
KOHKPETHbIX BapuMaHTax OCYLUECTBSIEHUA AAHHOIO U300peTeHusa, no ucteveHun 112 gHEn exegHEBHOE
BBEAEHUE A03bl 6 Mr npoaomKawT ewe 28 aHein (1.e. B obwein cnoxkHoctn 140 gHen), ecnu CcyObekT
NpOAO0IKAET UCMbITLIBATH CUMMNTOMbI MPUCTYNA UKW NPUCTYNOB, UNU NPOAOIKAIOT BBEAEHUE A03bI 6 Mr 40
Tex nNop, NoKa CUMNTOMbI MPUCTYNOB UM NPUCTYNA HE OCNAbeIoT UMK HE NPEKPaTATCA.

B naHHoM u3obpeTeHun npegnaraerca cnocod yMeHbLUEHUS rETEPOTONUYECKON occudukaumm y
cybbekTa ¢ nporpeccupytoweii occuduuupyrowen gubpoaucnnasmenn, XxapakTepusyowenca nepuoaom
NOKOS1 U Nepuoaom ob60CTpeHust, npudeM Bec cybbekra coctaBnsieT oT 40 4o 60 Kr, Npu 3TOM yKa3aHHbIi
cnoco6 BknoyaeT: (i) B TeYeHue nepuoaa nokos - exxeqHEBHOE BBeAEHME CyObEKTY nanoBapoTeHa unu
ero dpapmaueBTUYECKN NMPUEMIIEMON CONMKM B Konm4yecTBe 4 mr u (i) B TeyeHne nepuoga o60CTpEHUNA -
exxeaHeBHOe BBeaeHue cyObekTy 15 Mr nanosapoteHa unu ero papmaueBTUHECKM NPUEMNEMO CONKU B
TeyeHue 28 gHEN C NoCneayloLlWwmM exeaHEBHbLIM BBEAEHUEM CYObEKTY 7,5 Mr manoBapoTeHa uUnm ero
apMaueBTU4ECKN NMPUEMIIEMON CONMM B TE€YEHME MO MeHblen Mepe 56 aHen. HeobsizatenbHo, no
ucteyeHun 56 gHen exegHeBHOE BBeAeHWE A03bl 7,5 Mr npoporkaloT ewe 28 gHen (T.€. B obwen
CNOXHOCTM 84 fHA), ecnu CyOBEKT NPOoAOMKAET UCNLITLIBATL CUMMTOMbI NPUCTYNA UMM NPUCTYNOB, UK
NpoAOIKAKOT BBEAEHME A03bl 7,5 MI 40 TEX NOP, NOKa CUMNTOMbI NPUCTYNOB UMW NPUCTYNa He ocnabetT
UM HE NPeKPaTATCA. B HEKOTOPbLIX BAPUAHTAX OCYLLECTBNEHUA JAHHOTO U30OPETEHUSA, NO UCTeveHuu 84
[OHEel exxeAHEBHOE BBEAEHUE A03bl 7,5 Mr NpoaosmKaloT ewle 28 gHen (1.e. B 00Wen CNoxXHOCTH 112 gHen),

ecnu Cy6'beKT npoAaoJKaET UCNbITbIBATHL CUMNTOMBI NPUCTYNA NN NpUCTynos, UK NpoaoJKakT BBEAEHUE



[403bl 7,5 Mr 40 TE€X NOpP, NOKA CUMNTOMbI MPUCTYNOB MU NPUCTYNAa HE ocnabetoT unu He npekparartca. B
KOHKPETHbIX BapMaHTax OCYLUECTBMIEHUA AAHHOIO U300peTeHusa, no uctevyeHun 112 gHEn exegHEBHOE
BBEAEHUe J03bl 7,5 Mr npogomkatoT ewe 28 gHen (1.€. B obwen cnoxHoctn 140 gHen), ecnu cyObekT
NpoAO0IHKAET UCMBLITbIBATH CUMNTOMbI MPUCTYNA UNKU MPUCTYNOB, UNKU NPOAOIKAIOT BBEAEHUE A03bl 7,5 Mr
[0 TeX nop, Noka CUMNTOMbI NPUCTYNOB USIM NPUCTYNA He 0cNabetoT UMK He NPEeKPaTATCS.

B paHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUeHUS reTepoTONUYECKON occudumKkaumm y
cybbekTa ¢ nporpeccupytoweii occuduuupyrowen gubpoaucnnasnen, XxapakTepusyoLenca nepuoaom
noKos u nepuoaom 060CTpeHus, npuyem Bec cybbekta coctaBnaet 60 kr u 6onee, Nnpu 3TOM yKa3aHHbIN
cnoco6 Bkno4yaeT: (i) B TeYeHUe nepuoaa nokos - exxeqHEBHOE BBeAEHUE CyOBbEKTY nanoBapoTeHa unu
ero dpapmaueBTU4ECKM NMPUEMIIEMON CONMKM B konuyecTtBe 5 mr u (i) B Te4yeHne nepuoga o60CTpeEHUA -
exxeaHeBHOe BBeaeHue cybbekty 20 Mr nanoBapoTeHa unu ero papmaueBTUHECKU NPUEMIEMONR CONKU B
TeyeHue 28 OHEW € nocneayllmM exegHeBHbIM BBegeHuem cybvekty 10 Mr nanoBapoTeHa MM ero
hapmMaueBTU4ECKN NMPUEMIIEMON CONMM B TEYEHME NO MeHblen Mepe 56 aHen. HeobszatenbHo, no
ucteyeHun 56 paHen exeaHeBHOe BBedeHUe A03bl 10 Mr npopormKkatoTr ewe 28 aHen (1.e. B oOwen
CNOXHOCTM 84 fHA), ecnu CyOBEKT NPoAOMKAET UCMNBITLIBATL CUMMTOMbI NPUCTYNA UMM NPUCTYNOB, UK
npoaoIKaT BBEAEHME A03bl 10 Mr 4O T€X NOP, NOKA CUMNTOMbI NPUCTYNOB UMK NPUCTYNa He ocnaberoT
UM HE NPeKPaTATCA. B HEKOTOPbLIX BAPMAHTAX OCYLLECTBNEHUA JAHHOTO U30OPETEHUSA, MO UCTe4eHuu 84
[AHel exxeqHeBHOE BBeAEHUE A03bl 10 Mr npogosKkatoT ewe 28 aHeii (1.€. B o6wen cnoxxHoctun 112 gHen),
ecnu Cy6bEKT NPOAOIPKAET UCNLITLIBATE CUMNTOMbI NPUCTYNA UKW NPUCTYNOB, UM NPOAOIXAOT BBEAEHUE
403bl 10 Mr 40 TE€X NOp, NOKa CUMNTOMbI NPUCTYNOB UNKU NPUCTyNa He ocnabeloT unu He npekparaTca. B
KOHKPETHbIX BapMaHTax OCYLUECTBSIEHUA AAHHOrO0 U300peTeHusa, no uctevyeHun 112 gHEn exegHeBHOE
BBeaeHue aosbl 10 mMr npogomkatot ewe 28 aHen (T.e. B o6wen cnoxHoctn 140 gHen), ecnu cyObekT
NpoAO0IKAET UCMbITLIBATL CUMNTOMBI NPUCTYNA UKW NPUCTYNOB, UMW NPOAOMXAT BBEAEHME A03bl 10 Mr
[0 TEX NOP, NOKA CUMNTOMbI NPUCTYNOB UMM NPUCTYNa He ocnabetoT MnNu He NPekpaTATCs.

B paHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUeHUS reTepoTONUYECKON occudmKkaumm y
cybbekTa ¢ nporpeccupytoweii occuduuupyrowen ubpoaucnnasmen, XxapakTepusyowenca nepuoaom
NOKOS1 U Nepuoaom 000CTPEHUSA, NPU 3TOM yKa3aHHbIA cnocob BknoYaeT: (i) B TeYeHUe nepuoaa nokos -
exxegHeBHOE BBeAeHMe CcyObekTy nanoBapoTeHa unu ero apMaueBTUHECKM NpUeMneMol COonu B
konudyectse 4 Mr u (i) B TedeHne nepuoga 00OOCTpeHUA - exegHeBHOe BBeaeHue cybbekty 15 wmr
nanosapoteHa unu ero apMaueBTMYECKM NPUEMIIEMON CONKU B TeyeHue 28 AHEen C NoCnegyrLimm
eXXeaHEBHbIM BBeAeHMEM CyObEKTY 7,5 Mr nanosapoTeHa unu ero papmaueBTUHECKA NPUEMIIEMOI COMNU
B TEYEHUE NO MeHbLUen mepe 56 gHel. HeobA3aTenbHO, No ucteyeHnn 56 aHeln exxeqHEeBHOE BBEAEHUE
[o3bl 7,5 Mr npogoskatT ewe 28 gHen (T.e. B o6Lel CNoXKHOCTU 84 aHA), ecnu CyObLEKT NpoaormKaeT
UCMBITBIBATH CUMATOMBI NPUCTYNAa MU NPUCTYNOB, UMW NPOAOMKAIOT BBEAEHME A03bl 7,5 Mr A0 TEX Nop,
noka CUMNTOMbI MPUCTYNOB UMK NPUCTYNA HE ocrnabeloT unu He NpekpaTATCA. B HEKOTOPbLIX BapuaHTax
OCYLLECTBNEHUS AAHHOr0 M306peTeHns, Nno uctevyeHun 84 gHen exegHeBHOE BBeAeHue Ao03bl 7,5 mr

npoaosKatoT ewe 28 gHen (1.€. B o6wen cnoxkHocTtu 112 gHen), ecnu CyGbeKT NPpoaO0IKaeT UCMbITLIBATD



CUMNTOMbI NPUCTYNA UNU MPUCTYNOB, UNU NPOAOIKAIOT BBEAEHUE A03bl 7,5 M 10 TEX NOP, MOKA CUMNTOMBbI
NPUCTYNOB UMM NPUCTYNAa HEe 0CnaberT UNKu He NPeKkpPaTAaTCA. B KOHKPETHLIX BApMAHTAX OCYLLECTBIEHUA
AAHHOTo U3o0peTeHus, Nno uctedenun 112 gHen exxegHeBHOe BBEAEHNE A03bl 7,5 Mr NpoaomKaoT ewwe 28
AHen (T.e. B o6wei cnoxdoctu 140 aHen), ecnu cybbEKT NPOAOMKAET UCMbITbIBATL CUMNTOMbI NPUCTYNA
UnM NPUCTYNOB, UMM NPOAOSKAOT BBEAEHUE A03bl 7,5 Mr 40 TeX MOp, NOKa CUMNTOMbI NPUCTYMNOB WS
npucTtyna He ocnabetoT unm He NPeKpaTATCS.

B paHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUEHUS reTepoTONUYECKON OCCMdumKaumm y
cybbekTa ¢ nporpeccupytoweii occucuuupyrowenn gubpoaucnnasmenn, XxapakTepusyoLwenca nepuoaom
NOKOS U Nepuoaom ob6oCcTpeHust, npudeM Bec cybbekra coctasnseT oT 10 4o 20 Kr, Npu 3TOM yKa3aHHbI
cnoco6 BkmoyaeT: (i) B TeYeHUe nepuoaa nokos - exXxeqHEBHOE BBeAEHUE CyDOBbEKTY nanoBapoTeHa unu
ero dpapmaueBTUYECKN NMPUEMNEMON CONMKM B KonmyecTtBe 1 mr u (i) B TeyeHne nepuoga o60CTpEHUNA -
exeaHeBHOEe BBegeHne cybbekTy 7,5 Mr nanoBapoTeHa unum ero papmaueBTUHECKM NPUEMIIEMOI CONU B
TeyeHue 28 OHEW C NOCneaylolwnM eXeaHEBHbIM BBeAeHMEM CyOBLEKTY 3 Mr nanoBapoTeHa Unu ero
hapMaueBTUYECKN NMPUEMIIEMON CONMM B TEYEHME MO MeHblewW Mepe 56 aHen. HeobszatenbHo, no
ucteyeHun 56 aOHel exegHEBHOE BBeAEHME A03bl 3 Mr npogoskalT ewe 28 agHen (1.e. B oOwien
CNOXHOCTM 84 fHA), ecnu CyOBEKT NPOAOMKAET UCMNLITLIBATL CUMMTOMbI NPUCTYNA UNKM NPUCTYNOB, UK
NpoAOIKAKT BBEAEHUE A03bl 3 Mr 40 TEX NOP, NOKA CUMNTOMBI MPUCTYNOB UMM NpUCTYna He ocnaberT
UNM HE NPeKPaTATCA. B HEKOTOPbLIX BApUAHTAaX OCYLLECTBNEHUA 4AHHOTO U30OPETEHUSA, NO UCTe4eHun 84
OHEN exXxegHeBHOE BBEAEHUE A03bl 3 MI NPOAOIKAKOT elle 28 gHel (T.€. B 00LWWEN CNOXHOCTM 112 aHENR),
ecnu Cy6bEKT NPOAOIDKAET UCMLITLIBATL CUMNTOMbI NPUCTYNA MKW NPUCTYNOB, UM NPOAOIXAOT BBEAEHUE
[403bl 3 Mr 40 TEX NOp, NOKa CUMNTOMbI MPUCTYNOB UMW NPUCTyNa He ocnabelT unu He npekparTaTca. B
KOHKPETHbIX BapMaHTax OCYLUECTBMIEHUA AAHHOIO U300OpeTeHusa, no ucteyeHun 112 gHEn exegHEBHOE
BBEAEHME A03bl 3 MI NpPoAosKaloT ewe 28 aHen (T.e. B oOwein cnoxHoctu 140 aHen), ecnu cyObekT
NPoAO0IKAET UCMbITLIBATL CUMNTOMbI MPUCTYNA UKW NPUCTYNOB, UNU NPOAOIKAIOT BBEAEHUE A03bI 3 M A0
Tex nop, Noka CUMNTOMbI MPUCTYNOB NN NPUCTYNA HE 0CNaberoT MM He NPpekpaTATCS.

B paHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUeHUS reTepoTONUYECKON occudumKaumm y
cybbekTa ¢ nporpeccupytoweii occuduuupyrowenn gubpoaucnnasmenn, XxapakTepusyowenca nepuoaom
NOKOS U Nepuoaom obocTpeHusi, npudeM Bec cybbekta coctasnsieT oT 20 40 40 Kr, npu 3TOM yKa3aHHHbI
cnoco6 BknoyaeT: (i) B TeYeHUe nepuoaa nokos - exeqHEBHOE BBeAEHUE CyDOBbEKTY nanoBapoTeHa unu
ero chapMaueBTUHECKM NpUEMNEMON conmn B konu4vectee 2,5 Mr u (ii) B Te4yeHne nepuoga o60CTpeHuUs -
exxeaHeBHOe BBeaeHue cybbekty 10 Mr nanoBapoTeHa unu ero papmayeBTUHECKU NPUEMIEMONR CONU B
TeyeHue 28 AOHEW C NOCneaylolwnM eXeaHEBHbIM BBeaeHMEM CyObEekTy 5 Mr nanoBapoTeHa unu ero
apMaueBTU4ECKN NPUEMIIEMON CONMM B TEYEHUE NO MeHblleW Mmepe 56 aHeln. HeobssatenbHo, no
ucteyeHun 56 aOHel exegHEBHOE BBeAEeHME A03bl 5 Mr npogomkawT ewe 28 agHen (1.e. B oOwien
CNOXHOCTM 84 fHA), ecnu CyOBEKT NPOoAOMKAET UCMNLITLIBATL CUMMTOMbI NPUCTYNA UNKM NPUCTYNOB, UK
NpoAOIKAKT BBEAEHUE A03bl 5 Mr 40 TEX NOP, NOKA CUMNTOMBI MPUCTYNOB UMM NpUCTyna He ocnabeT

UNM He NpekpaTATcs. B HEKOTOPLIX BApUAHTAX OCYLLECTBIEHUs] 4aHHOTro U306peTeHus, No uctedeHun 84
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OHEN exXxegqHeBHOE BBEAEHUE A03bl 5 Mr npoaomKkatoT ewe 28 gHen (T.€. B 00LWEN CNOXHOCTM 112 aHENR),
ecnu Cy6bEeKT NPOAOIPKAET UCMLITLIBATL CUMNTOMBI NPUCTYNA MKW NPUCTYNOB, UMM NPOAOMXAOT BBEAEHUE
[03bl 5 Mr 40 TEX NOp, NOKa CUMNTOMbI MPUCTYNOB UMW NPUCTyNa He ocnabelT unu He npekpaTaTca. B
KOHKPETHbIX BapuaHTax OCYLLECTBNEHUA AAHHOrO0 u3obpeTeHus, no uctedeHum 112 gHen exeaHeBHOE
BBEAEHME A03bl 5 Mr npogomKkalT ewe 28 gHen (T.e. B o6wei cnoxHoctu 140 aHen), ecnu cyObekT
NpOAO0IKAET UCMbITLIBATH CUMMNTOMbI MPUCTYNAa MU NPUCTYNOB, UK NPOAOIKAIOT BBEAEHUE A03bI 5 Mr 40
TexX nop, NoKa CUMNTOMbI MPUCTYNOB NN NPUCTYNA HE 0CNaberoT MK HE NPeKPaTATCS.

B paHHOM n3obpeTeHun npeanaraercs cnocod yMeHbLUEHUS reTepoTONUYECKONH OCCudumKaumm y
cybbekTa ¢ nporpeccupytower occucuuupyrowen gubpoancnnasmenn, XxapakTepusyoLwenca nepuoaom
NOKOS U NepUoaomM ob6oCTpeHust, npudeM Bec cybbekta coctaBnseT oT 40 4o 60 Kr, npu 3TOM yKa3aHHbI
cnoco6 BkmoyaeT: (i) B TeYeHUe nepuoaa nokos - exXxeqHEBHOE BBeAEHUE CyDOBbEKTY nanoBapoTeHa unu
ero dpapmaueBTUYECKM NMPUEMNIEMON CONMKM B KonmyecTtBe 3 Mr u (i) B TeyeHne nepuoga o60CTpeEHUNA -
exeaHeBHOe BBeAeHUe cybbekTy 12,5 Mr nanosapoTeHa unu ero papmaueBTUHECKM NPUEMEMON CONK B
TeyeHue 28 OHEW C NOCneaylolwnM eXeaHEBHbIM BBeAEeHMEM CyObEekTy 6 Mr nanoBapoTeHa Unu ero
hapMaueBTUYECKN MPUEMIIEMON CONMM B TEYEHME NO MeHbleW Mepe 56 aHen. HeobszatenbHo, no
ncTeyeHun 56 gHen exxeqHeBHOE BBEAEHUE NOAAEPXKMBAIOLEN A03bl NPOAOKaOT ewe 28 aHen (T1.€. B
obuer cnoXXHoctu 84 aHA), ecnu cyObeKT NPOAO0IKAET UCNbITBIBATL CUMNTOMbI MPUCTYNA UM NMPUCTYNOB,
UM NPOAOIKAIT BBEAEHME A03bl 6 Mr 40 TEX NOP, MOKA CUMNTOMBI MPUCTYNOB UINU NPUCTYNa He ocnabetoT
UNM He NpekpaTATCcAa. B HEKOTOPbLIX BApMaHTaX OCYLLECTBNEHNA 4AHHOTO U30OPETEHUA, NO UCTe4eHun 84
OHeN exXxegHeBHOE BBEAEHUE A03bl 6 Mr NpoAoIKaKOT ele 28 gHel (T.€. B 00LWEN CNOXHOCTM 112 aHENR),
ecnu Cy6bEKT NPOAOIPKAET UCNLITLIBATL CUMNTOMbI NPUCTYNA MKW NPUCTYNOB, UM NPOAOXAOT BBEAEHUE
[03bl 6 Mr 40 TEX NOp, NOKa CUMNTOMbI MPUCTYNOB UMW NPUCTyNa He ocnabelT unu He npekpartaTca. B
KOHKPETHbIX BapuaHTax OCYLLECTBNEHUSA AAHHOr0 n3obpeTeHus, no uctedeHum 112 gHen exeaHeBHOeE
BBEAEHME A03bl 6 Mr NnpogomKkalT ewe 28 gHen (T.e. B oOwei cnoxHoctu 140 aHen), ecnu cyObekT
NpOAOIKAET UCMbITLIBATH CUMMNTOMbI MPUCTYNA UKW NPUCTYNOB, UK NPOAOIKAIOT BBEAEHUE A03bI 6 M A0
TeX nop, NoKka CUMNTOMbI MPUCTYNOB NN NPUCTYNA HE 0CNaberoT MM HE NPeKpaTATCS.

B naHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUeHUS reTepoTONUYECKON OCCMdumKaumm y
cybbekta ¢ nporpeccupytowei occucuuupyrowen ubpoaucnnasmen, XxapakTepusyoLwenca nepuoaom
NoKos 1 nepuoaom 060CTpeHus, npuyem Bec cybbekta coctaBnaeT 60 kr u 6onee, Nnpu 3TOM yKa3aHHbIN
cnoco6 BknoyaeT: (i) B TeYeHUe nepuoaa nokos - exeqHEBHOE BBeAEHME CyObeKkTy nanoBapoTeHa unm
ero dhapmaueBTUYECKU NMPUEMIIEMON CONMKM B KOnm4yecTBe 4 Mr u (i) B TeyeHne nepuoga o60CTpEHUNA -
exxeaHeBHOe BBeAeHue cyObekTy 15 Mr nanosapoTteHa unu ero papmaueBTUHECKU NPUEMIEMONR CONU B
TeyeHue 28 gHEN C NOCneayloLlWnM exXeaHEBHLIM BBEAEHUEM CYObEKTY 7,5 Mr manoBapoTeHa unm ero
hapMaueBTUYECKN NMPUEMIIEMON CONMM B TEYEHME MO MeHblewW Mepe 56 aHen. HeobszatenbHo, no
ucteyeHun 56 gHen exeaHeBHOE BBeAEHWE A03bl 7,5 Mr npopormkalT ewe 28 gHen (T.€. B obwen
CNOXHOCTM 84 fHA), ecnu CyOBEKT NPOAOMKAET UCMNBITLIBATL CUMMTOMbI NPUCTYNA UMM NPUCTYNOB, UK

NPOAOIKAOT BBEAEHME A03bl 7,5 Mr 10 TEX NOP, NOKa CUMNTOMbI MPUCTYNOB UMK NPUCTYNa He ocnabetot
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UNM He nNpekpaTATca. B HEKOTOPbLIX BaApMaHTax OCYLLECTBNEHNA 4AHHOTO U306PETEHUA, N0 UcTeveHun 84
OHEN exxeAHEeBHOE BBEAEHUE A03bl 7,5 Mr NpoaomKkatoT ewwe 28 gHen (1.e. B 06Wwen CnoxxHocTu 112 gHen),
ecnu CyGbEeKT NPOAOIPKAET UCMLITLIBATL CUMNTOMBI NPUCTYNA MKW NPUCTYNOB, UMM NPOAOMXAOT BBEAEHUE
[03bl 7,5 Mr 40 Tex Nop, Noka CUMNTOMbI MPUCTYNOB UNKU NPUCTYNa He ocnabeloT unu He npekparATcsa. B
KOHKPETHbIX BapMaHTax OCYLLECTBIIEHUA AAHHOMO0 M3obpeTeHus, No ucteyeHum 112 gHen exeaHeBHOE
BBEeAEHUe A03bl 7,5 Mr npogomkaoT ewe 28 aHel (1.e. B obuwei crnoxHoctn 140 gHen), ecnu cyObekT
NpoAOIKAET UCTLITBIBATL CUMMNTOMbI MPUCTYNA UNU NMPUCTYNOB, UK NPOAOIKAIOT BBEAEHUE A03bl 7,5 Mr
[0 TeX nop, Noka CUMNTOMbI NPUCTYNOB USIM NPUCTYNA He ocnabetoT UK He NPEeKPaTATCA.

B naHHOM u3obpeTeHun npeanaraercs cnocob yMeHbLUEHUS reTepoTONUYECKONH OCCMduKaumm y
cybbekta ¢ nporpeccupytowein occucuuupyrowen gubpogucnnasmenn, XxapakTepusyoLwenca nepuoaom
MOKOS U Nepuoaom 000CTPEHUA, NPU 3TOM YKa3aHHbIA cnocob BkMoYaeT: (i) B TEYEHUE nepuoaa nokos -
exxefHeBHOE BBeAeHMe CyObekTy nanoBapoTeéHa unu ero apMaueBTUHECKUM NpuemMnemMoi Conu B
konudectee 5 Mr u (i) B TeyeHne nepuoga 006OCTpeHUA - exegHeBHOe BBeaeHue cybbekty 10 mr
nanosapoTeHa unu ero papmayeBTUYECKM NPUEMNEMON CONMKU B TEYEHUE NO MEHbLUEN Mepe 56 AHEW.
Heob6sa3aTtenbHO, N0 UcTeyeHun 56 gHen exeaHeBHOE BBeaeHMe a03bl 10 Mr npoaosmKalT ewe 28 aHen
(t.e. B o6Lwwel cnoxHoctn 84 aHA), ecnn CyObEKT NPoOAOIKAET UCMbITbIBATL CUMMNTOMBI MPUCTYNa UK
NPUCTYNOB, UM NPOAOMXAIOT BBEAEHUE A03bl 10 Mr 40 TEX NOP, NOKa CUMNTOMbI NPUCTYNOB UMW NPUCTYNA
He ocnabeloT unn He NpekpaTATCA. B HEKOTOPbIX BapMaHTax OCYLLUECTBIIEHUA AAHHOIO M300peTEeHUs, no
ucreyeHun 84 paHen exeaHeBHOe BBedeHUE A03bl 10 Mr npoporkatoT ewe 28 aHen (1.e. B oOwen
cnoxHoctun 112 gHen), ecnu CyGbEKT NPO4OKAET UCMbITbIBATL CUMNTOMbI MPUCTYNA MM NPUCTYNOB, UK
npoaomKalT BBEAEHME A03bl 10 Mr 4O T€X NOp, NOKa CUMNTOMbI NPUCTYNOB UMK NPUCTYNa He ocnaberoT
UNK He NpPeKpaTATCA. B KOHKPETHbLIX BApMaHTaxX OCYLLIECTBNEHUSA AAHHOIO U300peTeHus, no uctedenum 112
[AHen exxeaHeBHoe BBeaeHue ao3bl 10 Mr npogomkatoT ewe 28 gHen (1.e. B obwen cnoxdHoctu 140 aHewn),
ecnu cybbekT NPoAOMKAET UCMbITbIBATL CUMMTOMBI NPUCTYNA MU NPUCTYNOB, UMM NPOAOITXKAIOT BBEAEHNE
£403bl 10 Mr 40 TEX NOP, NOKa CUMNTOMbI MPUCTYNOB UMM NPUCTYNA He OCnabetoT UM He NPeKpaTATCA.

B paHHOM n3obpeTeHun npeanaraercs cnocob yMeHbLUeHUS reTepoTONUYECKON occudumKaumm y
cybbekTa ¢ nporpeccupytoweii occuduuupyrowenn gubpoaucnnasmenn, XxapakTepusyowenca nepuoaom
MOKOS U NepuoaomM 000CTPEHUSA, NPU 3TOM YKa3aHHbI cnocob BknovaeT: (i) B TE4EHUe nepuoaa nokos -
exxegHeBHOE BBeAeHMe CyObekTy nanoBapoTeHa unu ero apMaueBTUHECKM NpUemMnemMoi Conu B
konudectee 5 Mr u (i) B TeyeHne nepuoga 006OCTpeHUA - exegHeBHOe BBeaeHue cybbekty 15 wmr
nanosapoteHa unu ero apMaueBTMYECKM NPUEMIIEMON CONKU B TeyeHue 28 AHEen C NocnegyrLlmm
eXxeaHEeBHbIM BBeAEHUEM cyObekTy 10 Mr nanoBapoTeHa unu ero papMaueBTUHECKN NPUEMIIEMON CONU
B TEYEHUE NO MeHbLUen mepe 56 gHel. Heobsa3aTenbHO, No ucteyeHnn 56 aHeln exegHeBHOE BBEAEHUE
[o3bl 10 Mr npogonkatot ewe 28 gHen (1.€. B 00LWEN CNOXKHOCTU 84 OHSA), ecnu CyOBbEKT NpoaomKaeT
UCMBITBIBATH CUMNTOMbI NPUCTYNA UMK MPUCTYNOB, UMM NPOAOMKAKT BBEAEHUE A03bl 10 Mr 4O Tex nop,
noka CUMNTOMbI MPUCTYNOB UMK NPUCTYNA HE ocrnabeloT Unu He NpekpaTATCA. B HEKOTOPbLIX BapuaHTax

OCYLLECTBNEHUS OAHHOr0 U300peTeHus, no ucredeHun 84 aHen exxegHeBHOE BBeAeHue A03bl 10 mr
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npoaosmKatoT ewe 28 gHen (1.€. B o06wein cnoxkHocTtu 112 gHen), ecnu CyGbeKkT NpoaoImKaeT UCMbITLIBATD
CUMNTOMbI NPUCTYNA UMW NPUCTYNOB, UK NPOAOIKAIOT BBEAEHUE A03bI 10 Mr 40O TEX NOP, NOKA CUMMNTOMBbI
NPUCTYNOB UMK NPUCTYNAa He o0cnaberT unu He NPeKkpaTAaATCA. B KOHKPETHLIX BapMaHTaX OCYLLECTBIEHUA
[aHHOro u3obpeTeHust, Nno uctedeHun 112 gHen exxegHeBHoOe BBeaeHUe 103bl 10 Mr npogomkatot ewe 28
AHen (T.e. B o6weli cnoxdoctu 140 aHen), ecnn CybbEKT NPOAOMKAET UCMbITbIBATL CUMMNTOMbI NPUCTYNA
UnM NPUCTYNOB, UNU NPOAOIKAIOT BBeAeHuUe A03bl 10 Mr 4O Tex nop, Noka CUMNTOMbI NPUCTYNOB UK
npucTyna He ocnabetoT unm He NPekpaTATCS.

B paHHOM n3obpeTeHun npeanaraercs cnocod yMeHbLUEHUS reTepoTONUYECKONH OCCudumKaumm y
cybbekTa ¢ nporpeccupytower occucuuupyrowen gubpoancnnasmenn, XxapakTepusyoLwenca nepuoaom
NOKOS U Nepuoaom 000CTPEHUA, NPU 3TOM YKa3aHHbI cnocob BkoYaeT: (i) B TEYEHUE Nepuoaa NoKos -
exxefHeBHOE BBeAeHMe CyObekTy nanoBapoTeHa unu ero apMaueBTUHECKM NpUemMnemMoi Conu B
konuyectee 5 Mr u (i) B TeyeHne nepuoga 00OCTpeHUA - exegHeBHOe BBeaeHue cybbekty 10 mr
nanosapoteHa unu ero apMaueBTMYECKM NPUEMIIEMON CONMKU B TeyeHue 28 AHEen C NocnegyrLimm
exeaHeBHbIM BBeAEeHUEM cyObekTy 10 Mr nanoBapoTeHa unu ero papMaueBTUHECKN NPUEMIIEMON CONU
B TEYEHUE NO MeHbLUen mepe 56 gHel. HeobA3aTenbHO, NOo ucTeyeHnn 56 aHeln exxeqHeBHOE BBEAEHUE
Ao3bl 10 Mr npogonkatot ewe 28 gHen (1.€. B 06LWen CNoxXXHOCTU 84 OHSA), ecnu CyOBbEKT NpPoaoKaeT
UCMBITBIBATH CUMNTOMbI NPUCTYNA UK MPUCTYNOB, UMM NPOAOMKAKT BBEAEHUE A03bl 10 Mr 4O Tex nop,
noka CUMNTOMbI MPUCTYNOB UMK NPUCTYNa HE ocrnabeloT unu He NpekpaTATCA. B HEKOTOPbLIX BapmaHTax
OCYLLECTBNEHUS OAHHOr0 U300peTeHus, no ucredeHun 84 aHen exxegHeBHOE BBeAeHue A03bl 10 mr
npoaosmKatoT ewe 28 gHen (1.e. B o06wen cnoxkHocTu 112 gHen), ecnu CyGbeKT NpoaO0IKaeT UCMbITLIBATD
CUMNTOMbI NPUCTYNA UMM NPUCTYNOB, UK NPOAOIKAIOT BBEAEHUE A03bI 10 Mr 4O TEX NOP, NOKA CUMMNTOMBbI
NPUCTYNOB UMK NPUCTYNAa He 0CcnaberoT UNKu He NPeKkpPaTATCA. B KOHKPETHLIX BapMAHTaX OCYLLECTBNEHUA
[aHHOro n3obpeTeHust, No uctedeHun 112 gHen exxegHeBHoOe BBeaeHue 103bl 10 Mr npogomkatoT ewe 28
AHen (T.e. B o6wel cnoxdoctu 140 aHen), ecnn CybbEKT NPOAOMKAET UCMbITbIBATL CUMMNTOMbI NPUCTYNA
UnM NPUCTYNOB, UNU NPOAOIKAIOT BBeaeHuUe A03bl 10 Mr 4O Tex nop, Noka CUMNTOMbI NPUCTYNOB UK
npucTtyna He ocnabetoT unm He NPekpaTATCS.

B nio6om K3 BbilleyKkasaHHbIX CNOCO60B CYOBLEKT MOXKET ObiTb B3POCHbIM. B anbTepHaTUBHOM
BapuaHTe CyObekT MOXKeT ObiTb pEOEHKOM UK NOAPOCTKOM, KOTOPLIN He aocTur 90% 3penocTn CKeNneTHOM
CUCTEMBI.

B no6om u3 Bbileyka3aHHbIX CNOCOB0B, CNOCOD MOXET AOMOSHUTENBHO BKMOYaTh BBEAEHMWE
CyObEKTY aHTUTUCTAMUHHOIO areHTa (HanpuMep, MECTHO UMM CUCTEMHO).

B no60M 13 BbILLIEYKA3aHHbIX CNOCOOOB, CNOCOO MOXET AOMOMHUTENbBHO BKIIOYATH HAHECEHUE HA
KOy CyObeKTa CMAryaloLLero areHTa.

B no6om u3 BbilEyKa3aHHbIX CNOCOO0B, CNOCO6 MOXET AOMONHUTENBHO BKMHOYaThb BBEAEHMWE
CyObEeKTY KOPTUKOCTEPOUIHOrO areHTa (HanpuMep, MECTHO UIN CUCTEMHO).

B AaHHOM KOHTEKCTE TEPMUH «reTepoTonuyeckasn occuukayma» unmn «FO» 0THOCUTCA K HANUYUIO

KOCTM B MAMKMX TKaHAX, B KOTOPbIX KOCTb 0ObIMHO OTcyTCTBYeT. 'O moxeT GbiTb 06ycrnoBneHa
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nporpeccupytowen occudpuumpyowen cubpogucnnasmein, pegkum reHeTUHYECKMM naToNornyeckum
COCTOSIHUEM.

B OAHHOM KOHTEKCTE TEPMUH «YMEHbLUEHWE YacTOTbl MPUCTYNOB» OTHOCUTCA K YMEHbLUEHUIO
KONMYECTBA UMM YacTOTbl MPUCTYNOB y CYOBLEKTOB, MOABEPralLUUXCA MEYEHUIO NanoBapoOTEHOM, C
NPMMEHEHMEM CcnocobO0B, OMUCAHHLIX B AAHHOM [JOKYMEHTE, NO CpaBHEHUID C cyObekTamu, He
nonyyatwLwmUMn fieyeHmne.

B naHHOM KOHTEKCTE TEPMMUH «MEPUO MOKOSi» OTHOCUTCA K NepuoaaM BPEMEHU, B TEYEHUE
KOTOpbIX Y cybbekTa ¢ NOD He HabnogaeTcsa nepuog 060CTpPeHuUs.

B faHHOM KOHTEKCTE TEPMUH «nepnuos 060CTPEHNA» OTHOCUTCA K NEPMOAAM BPEMEHU, B TEYEHUE
KOTOpbIX Ccybbekt ¢ MO wucnbiITbiBAET NPUCTYN WNAM  NOABEPraeTcA PUCKY rETEPOTONUYECKON
occuukaLmm, UHILUUPOBAHHOMY NPUCTYNOM MU XUPYPIUHECKUM BMELLIATENBCTBOM.

B [aHHOM KOHTEKCTE TEPMUH «CHUXKEHUE TSKECTU MPUCTYNOB» OTHOCUTCA K CpeaHeMy
YMEHBLUEHUIO UHTEHCUBHOCTM OAHOr0 unu 6OMbLUEro KONUYEeCTBa CMMMNTOMOB MPUCTYNa y CyOBLEKTOB,
NOABEPralLLMXCA NEYEHUIO NanoBapoOTEHOM, C MNPUMEHEHMEM CnocoOOB, OMUCAHHBIX B AAHHOM
[OKyMEHTE, M0 CPABHEHUIO C CYOBLEKTAMMU, HE NONYYAIOLLUMU NEYEHUE.

B [AHHOM KOHTEKCTE TEPMUH «YMEHbLUEHUE TeTepOTONUYECKON OCCUUKALMUU» OTHOCUTCA K
CpeAHEMY YMEHbBLUEHUIO KONMYecTBa CPOPMUPOBAHHON KOCTU MMM KONMUYECTBA Y4YaCTKOB, HA KOTOPbIX
POpMUPYETCA KOCTb, B MATKMX TKAHAX CyOBEKTOB, NOABEPraloOWUXCHA MEYEHUI0 NanoBapoTEHOM, C
NPUMMEHEHMEM CNOCOOOB, OMUCAHHLIX B AAHHOM [JOKYMEHTE, NO CPaBHEHUI C CyObekTamu, He
NONyYaKLLUMN NeYEHnEe.

B OaHHOM KOHTEKCTE TEPMWUH «MPUCTYN» OTHOCUTCA K CMMNTOMAaM, CBA3AHHbBIM C MECTHbIM
BOCNAN€HMEM Ha aHaTOMMYECKOM y4yacTke, rae HaduHaeT popmuposatbca MO. B cybbekto ¢ MO®
MECTHBII MPUCTYN XapakTepu3yeTca 0TeKoM, 60Mbi0, IPUTEMON, KapoM, CKOBAHHOCTbIO U OrPaHUYEHUEM
AnanasoHa ABUXEHUSA, YTO NpeALIecTBYET ABHOMY (DOPMUPOBAHUIO KOCTU. Takoe MEeCTHOe BOCnaneHue u
HayanbHblE CTaAMKU NOPaXXeHUsi MOryT ObITb aCCOLUMPOBAHBLI C HANIMMUEM U HAKOMNEHUEM BPOXKAEHHbIX
UMMYHHBIX KIETOK, BKJOYash Ty4YHble KIETKW, KOTOpble, Kak CYHMTAETCH, MrpalT BaXKHYH poOJib B
MHOYUMPOBAHUM U MHMUMMPOBaAHUKM npouecca chopmupoBanua [O. Kak cneacreue, CyL|eCTBYOLLMIA
CTaHZapT nedeHus naumeHtoB ¢ [MOD BkNW4YAEeT HA3HAYEHME CUCTEMHbIX KOPTUKOCTEPOMAOB MO
ucreyeHuio He Gonee yeM 24 4yacoB NOCME HAYana NpuCTyna, Npu 3TOM NeYEeHne NPOAOIKAIOT B TEYEHUE
HECKONbKUX AHEN, YTOObI YMEHBLUUTL UHTEHCMBHOCTbL BOCNAneHus u 60nu. OaHaKko KOPTUKOCTEPOUAbI, KAK
ObINO0 NPOAEMOHCTUPUPOBAHO, HE B NOMHOW Mepe npeaoTepawat MO. MNpuCTynbl 4acTo BbI3BaHLI
TpaBMOM U MOTYT BKIIOYATb, HAMPUMEP, NPUCTYMbI NOCNE ONEPaTUBHOr0 BMELLATENbLCTBA, NPOBOAUMOrO C
LUENbI0 UCCEYEHUA KOCTM U3 MATKMX TKaHeh y cybbekra ¢ MOP. Cnocobbl, ONUCaHHbIE B AAHHOM

AOKYMEHTE, MOTYT ObITb NPUTOAHLI ANSA NeYeHust nayueHTos ¢ MO® nocne onepaTMBHOrO BMELIATENLCTBA.
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OMNMNCAHUE TFPA®UNYECKUX MATEPUANOB

Ha &ur. 1 npeacrasneHa aguarpamma, OTpakawwasa nocrneacTteuss NPUCTYNOB B ABOMHOM
3acnenneHHom uccnegoBanum ¢ yvactnem 40 cybbekToB.

Ha éur. 2 npeacraBneHa guarpamma, oTpaxaiowlaa nocneacTsus NPUCTYNOB B OTKPbITOM
uccnegoBaHumn ¢ yqyactuem 27 cyObEKTOB.

Ha our. 3A u 3B npeactaBneHbl rpadmku, AEMOHCTPUPYIOLUME cpaBHeHUe obbema HOBOI
reTepoTonuyeckon occudpmkaymm npu (i) aNU30AUYECKOM fevyeHun nayueHTtoB ¢ MOP (1. e., neyeHun
TONbKO B nepuoabl 060cTpeHus u (i) Npu NPUMEHEHUN CXEM NEYEHMA N0 AaHHOMY U300 PETEHUIO, KOTOPbLIE
BKJIIOYAIOT NEYEHUE B TEYEHUE Kak nepuoaa nokos, Tak U nepuoaa ob6ocTpeHus. MaymeHTbl B rpynne
«Mnaue6o/be3 neveHua» nonyyanu TabneTky ¢ caxapHbiM HANONMHUTENEM UMM HEYEro He nonyyanu (28
naumeHnToB). MauuenTsl B rpynne «PVO Tonbko nepnog 060cTpeHunsa» nonyyanu nu6o 20 mr nanosapoTeHa
(PVO) exxegHeBHO B TeueHue 28 gHewn ¢ nocnegyowmmn 10 mr PVO exxeqHeBHO B TeueHue 56 gHen (47
nauunentos) nnu 10 mr PVO exegHeBHO B TeyeHune 14 gHen ¢ nocnegyowmmu 5 mr PVO exeaHeBHO B
TeyeHue 28 pgHen (9 nauyueHTtos). MMauyuenTbl B rpynne «PVO nepuoa nokos/nepuog 06OCTPEHUS»
exxegHeBHO nony4vanu 5 mr PVO B TeyeHune nepuoga nokoa u 20 mr PVO exxegHEBHO B TeyeHue 28 gHeun
(HarpysoyHas gosa N0O), c nocneagyowmumu 10 mr PVO exxegHeBHO B TedeHue 56 aHen (nogaep>kmsarnoLas
fosa lNO) nocne BO3HUKHOBEHMA CUMNTOMOB MpUCTyna, T. €. Hayana nepuoaa oboctpeHua (10
nauueHTos). Ha dur. 3A npuBeaeHbl pesynbTatbl Tpex rpynn ¢ Asyma goszamum «PVO Tonbko nepuoj
obocTpeHusi», a Ha dur. 3B npuBeaeHbl pesynbTaTbl BBEAEHUA AByX 403 «PVO TOnbKO nepuog
060CTpeHus», B BuAe OTAENbHbIX cTonbuoB. Ha our. 3B npogemMOHCTpMpOBAHO, 4YTO YyABOEHME
KONMM4YecTBa NanoBapoTEHA, BBOAMMOIO TONbKO B TEYEHUE nepruoaoB o60CTPEHUA, okasano HebonbLioe
BNMAHWEe Ha 0O6beM HOBOW reTepoTonuyeckon occucpukauum (1. e. 2,672 mm® npotus 2,216 mm3).
HanpoTtuB, KONMMYECTBO HOBOW FETEPOTONMYECKON OCCU(PUKALUM PE3KO YMEHbLUANOCh, KOraa neyeHue
BKJIIOYAN0 BBEAEHMUE NanoBapoTEHA B TEYEHNE KAk Nepuoaa nokos, Tak U nepuoga oboctpeHus (1. e. 212

MMm3).

NnoaAPOBHOE OMUCAHUE CYLLHOCTU M3OBPETEHUA

B naHHOM n306peTeHun npeanaraoTca CxeMbl BBEAEHUA 403 U papMaLeBTUHECKME COCTaBbl ANA
nepopanbLHOro BBEAEHUS NanoBapoTeHa. [10CpeaCcTBOM yKa3aHHbIX CXEM BBEAEHUS MOXHO YMEHbLUMTb
reTepoTONUYECKYH 0CCUUKALUNIO, YMEHBLUNTL KONMMYECTBO MPUCTYNOB U/UNU CHU3UTb TAXXECTh NPUCTYNOB
y cybbekToB, CTpajawwmx nporpeccupytowein occucpuuympytowen dubpoaucnnasuein. bonee paHHue
KMUHUYECKUE UCCMEAOBAHUA OTHOCUTENBHO neyennsa pubpogncnnasmm ¢ NPUMEHEHUEM NAnNoOBapoOTEHA
Obinu paspaboTaHbl C Lenbio 06ecneyeHna HEOTNOXHOW Tepanuu B T€4eHMe nepuoaoB 060CTpPEHUsA C
npeanonoxeHuem: (i) 4to OPMUPOBAHUE HOBOW KOCTHOW TKaHM B 3HAYUTENLHOW cTeneHu Oyaer
NPOUCXOANTL Cpa3y e nocne npuctyna; (i) YTo neyeHne, HaYMHaLWeeca B npegenax 7 gHen nocne
Hayana npucrtyna Oyaetr AOCTaTOYHbIM ANA YMEHbLUEHUS WM NPeaoTBPALLEHUA TeTepPOTONUYECKON

occudmkauymu; u (jiiiy 4To neyeHue, orpaHuyeHHoe nepuogamu He 6onee 6 Heaenb, OyaeT AOCTATOYHLIM
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ANA NpegoTBpaLLEeHUs reTepoTONUYECKoN occudukauuu. JoBoabl B NONb3Y HA3HAYEHUA NEYEHUA npu
npucTynax OCHOBAHbl HA TOM HabnwogeHun, 4yto [MOD aBNAETCA XPOHMYECKUM 3a0ONEBAHUEM,
XapaKkTepu3syLwmuMcs anu3ogamu oOCTPbIX NPUCTYNOB, KOTOPLIE NPUBOAAT K (DOPMUPOBAHUIO HOBLIX O4aroB
reTepoTonuYeckon occudukauum m npOrpecCUBHOMY CHUXKEHUIO TpyaocnocobHocTu. Yepeaysicb C
nepuogamMmm akTMBHbIX NPUCTYNOB (T.€. nepuogamu 060CTPEHUSA), CYLLECTBYIOT UHTEPBAaNbl PA3HON ASNUHbI
KaXKyLLLlerocs OTCYTCTBUSA 000CTpeHusi 3aboneBaHusi, B TEYEHUE KOTOPbIX KMMHUYECKME CUMNTOMbI HE
NPOSABMAOTCA, U HE U3BECTHO, MPOUCXOAUT N (POPMUPOBAHME KOCTHON TKAHU UIIN HET.

OTu uccnegoBaHUss AEMOHCTPUPYIOT, YTO HAyano rfeyvyeHus B npeaenax 7 AHEen nocne
BO3HUKHOBEHUA npuctyna MOXeT OblTb CNULIKOM MO3AHUM, 4TOObl CyLIECTBEHHO YMEHbLUUTH
reTepoTONUYECKYD 0CCU(PUKALMIO, MOCKOMbKY MPOLEcC (POPMUPOBAHUA KOCTU MOXET HAYMHATHCA A0
pacno3HaBaHUs CAMNTOMOB NpuUcTyna. Kpome Toro, pe3ynbTaTbl 3TOr0 UCCNEA0BAHUA NPEANONAraT, YTo
MOXeT noTpeboBaTbCA ANUTENBHOE neveHue AnA obecnevyeHus nonyyeHus CyObEeKTOM nonb3bl OT
neyeHuss NanoBapoTEHOM B MOMEHT Hayana npouecca (GOpMUPOBAHUA KOCTU, BO BPEMS U NOCne
BO3HWKHOBEHUA npuctyna. HakoHeu, pesynbTaThl 9TOr0  WUCCNEAOBAHUA AEMOHCTPUPYIOT, YTO
KpaTKOCPOYHOE neyeHue (T. €. NEeYEHMe, OrpPaHUYEHHOEe 6-HeAenbHbIM NepuoaoM) MOXET ObiTb
HEAOCTATOYHbIM, MOCKOMbKY Y HEKOTOPLIX NALWEHTOB YYaCTKM HOBOW reTepoTONMUMYECKON OCCUMdMKaLmm
NOABNANUCL Yepes 6 Heaenb (HO HE HAOMAaNMCh B TEYEHUE NEPUOAA NIEYEHUS).

HakoHeu, Mbl He Habnioganu HeOMaronpusaTHOrO BO3AEWCTBUA HA MNNACTUHKY pPOCTa, 4TO
NOATBEPXKAANOCH PEHTTEHOrPaMMaMM KOMEHA U KUCTU/3aNACTbA Y AETEN, NONyYaoLwmMX KpaTkOCPOYHOE 6-
HEAEenbHOE NEYEHUE; U3 YEro MOXHO CAENaTb BbIBOA, YTO Bonee NpoAomKUTENBHOE NEYEHUE y AeTEN
MOXET ObITb OCYLLECTBUMbIM.

JdaHHoe usobpeTeHne MoXeT ONTUMU3IMPoBaThL 6onee paHHUE NPOTOKOSbI IEYEHUA NOCPEACTBOM
(i) obecneyeHns BBeaeHuUsi NanoBapoTeHa B TEYEHUE NPOAOIIKUTENBLHOIO TEPMUHA (T.€. €XKeAHEBHO) BO
BpEMS NepuogoB NOKos; (i) NOBbILLIEHNE YPOBHA 403bl BO BPEMSA NEPMOAOB 060CTPEHMSA NOCE NPUCTYNOB;
u (iii) ypenuueHue TepmuHa BBEAEHUA 403 BO BPEMS NEPUOA0B 060CTPEHUS C LIENbI0 YMEHbLLEHUS NO34HO
BO3HMKAIOLLEN HOBOM reTepoTonuyeckon occudukaymmn . NMpUMMEHEHUE NeYeHna exXegHEBHO B NEpPUOabl
nokosi (Hanpumep, 5 Mr B AeHb), ¢ 6051ee MHTEHCUBHLIM NEYEHUEM BO BpPeMS NMPUCTYNOB (Hanpumep,
BBeaeHue 6onee Bbicokon Ao03bl 20 unu 10 Mr exxegHeBHO, B TeuveHue 84, 112 wunu 140 gHen nocne
BO3HUKHOBEHUA NpucTyna), MoxeT obecneunTb BO3AEWCTBUE NANOBAPOTEHA HA MPOTSXKEHUM BCETO

3ab60neBaHNUA U MOXKET yNy4yLwnTb 3PPEKTUBHOCTL NeYeHus naymeHToB ¢ MO,

I. Mporpeccupyrowan occudpuumnpyrowan onopogucnnasua (MOP)
MpeacraBneHHble B AAHHOM M300pPETEHUMM CXEMbl BBEAEHUA NanoBapoOTEHa YMEHbLUAKT
NOpa)eHUEe MbILL, M TeTepoTONUYECKYlD occudukauuio y cybvekta ¢ MNOP. anoBapoTeH (Takxke

HasbiBaembii 4 - [(1E) -2- [5,6,7,8-teTparuapo-5,5,8,8-tetpameTun-3- (1H-nupason-1-unmetun) -2-
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HadpTanmHun] -aTun] 6eH30HaA KUCNOTa) ABNAETCA CENEKTUBHLIM aroHUCToM peuentopa ramma (RARY)
PETUHOEBON KUCNOTbI, UMEIOLLIMM CTPYKTYPY:

N/\
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B HEKOTOpLIX BapnaHTax OCyLLUECTBNEHUA 4AHHOIO 306 peTeHna NanoBapoTeH BBOAAT CyObekTy ¢ NOP B
COOTBETCTBMU CO CXEMaMMW BBEAEHUS, ONMUCAHHLIMM B AAHHOM AOKymeHTe. [MO® npeacrtasnseT cobon
peakoe,  CuUNMbHO  MHBanuausupyowee  3abonesaHue,  xapaktepusymwowieeca  60Ne3HEHHbIMM
NOBTOPAOLMMACA 3NMU304aMU BO3HWUKHOBEHUA OTEKOB MATKMX TKAHEN (NPUCTYNbl)) M aHOMAanbHOW
retepotonuyeckon occudukauyunen (FO) B MbILLAX, CYXOXKUNMAX M CBA3KAX. CUMATOMbI MPUCTYNOB, UX
nNporpeccupoBaHne u Yactota y nauueHtoB ¢ MOl nogpo6Ho onucaHel (Hanpumep, Pignolo, RJ et al. J.
Bone Miner. Res. 31, 650-656 (2016)).

B HEKOTOPbLIX BapUaHTax OCYLLECTBNEHUA AAHHOTO U300PETEHUA NOPAXKEHUA BO3HUKAIOT B PAHHEM
JETCTBE U MPUBOAAT K NPOrpeCcCUPYOLLMM aHKUno3aMm OonbluMX CyCTaBOB C MOCNEAYIOLWEN MOTEPEN
ABuKeHusA. MNporHo3 3abonesaHns HeOGNAronpuMATHLIA CO CPeAHEN NPOAOIIKUTENLHOCTLIO XKU3HU 40 nerT.
MpuunHon MO ABnsaeTcA akTuBUpYlOWAa MyTauus B peuentope Tuna | mopdoreHetuyeckoro 6enka
koctn (BMP) unu peuentope 1A aktusuHa (ACVR1), Takke M3BECTHOM Kak peuentop Tuna 1 akTUBMH-
nogo6HON knHasbl 2 (ALK2). BonblUMHCTBO nayueHToB ¢ NO® UMEIT OAHY M TY KEe TOYEYHYIO MyTauuio,
R206H, Ha3biBaemyto knaccuyeckon ana MO®, xota y okono 3% nauyueHToB OTMEYAITCA APYyrMe MyTauuu
B O4HOM M TOM e reHe. PacnpoCTpaHEeHHOCTb OLEHUBAETCA NPUMEPHO HA ypPOBHE 1 U3 2 MUMNMOHOB
UHAMBUAYYMOB 6e3 Kakux-nubo reorpaduyeckux, 3THUYECKUX, PaCOBbIX WAW TFEHAEPHbLIX OTIUYUMNA.
leTepoTonuueckasa occudukauus SABMAAETCA INU3OAUHECKUM U KYMYNATUBHBIM  MATOJNIOrMYECKUM
COCTOSIHUEM, ANALUMMCA HA MPOTSXKEHUM BCEW XXWU3HU, B PE3yNbTaTe KOTOPOr0 CErMEHTbI, MMacTUHbI U
MONMOCKN AOMONMHUTENBHOW KOCTU (POPMUPYIOTCA MO BCEMY TENY U NPOXOAAT YEPE3 CYCTaBbl, MOCTENEHHO
OrpaHUynBasA ABUXKEHUA. M3BECTHO, YTO ObICTPO PACTYLUME KOCTHbIE LUMOPbLI BLICTYNAIOT YEpPE3 KOXY,
Bbi3biBaA 60Nb U PUCK MHPUUUPOBAHUA. AcuMmeTpuyHas O B rpyaHOW KNEeTKe U nocneaylowuii
KOHTpanarepanbHbiii POCT MOXET NPUBECTU K ObICTPOMY NMPOrpeccupoBaHuio AedopManum N03BOHOYHUKA
U BbI3BATb CUHAPOM TOPAKANbHOW HEAOCTATOYHOCTM. AHKWUMO3bl BUCOYHO-HUXKHEYENOCTHLIX CYCTaBOB
NPUBOAAT K TAXKENOMY Kapuecy 3y60B 1 HEJOCTATOMHOMY MUTAHUIO.

Kak onucano B lNMpumepe 3, HanU4Me HeKpo3a Mblll, OOHAPYKXEHHOr0 C MOMOLLLIO METOAOB
BU3yanu3aumMu, MOXET YKa3blBaTb HA MNOBLIWEHHbLIA pUCK popmupoBaHua O. Kpome TOro, Hanuuyue
3HAYUTENBHOTO HEKPO03a MbIlL Y HEKOTOPbIX MauWMeHTOB, HabmAaeMoro € MOMOLLLID METOA0B

BU3yanusauunun, BbINOJIHEHHbLIX B T€4YE€HUE 7 OHEn nocne BO3HUKHOBEHUA CUMMTOMOB npucrtyna, gaet
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OCHOBAHMWA NPEANONOXUTb, YTO MPOLECC, KOTOPbIA B KOHEYHOM MTOrE NPMBEAET K POPMUPOBAHUIO HOBOTO
yuyactka 'O, MOXET HayaTbCA A0 TOro, KOrga CTaHeT U3BECTHO O MOSABMEHUU KNUHUYECKMX CUMNTOMOB.
Ucxoaa 3 aTux HabnogeHuin, B HEKOTOPbIX BAPUAHTAX OCYLLUECTBMEHUA AAHHOTO U30OPETEHUSA MOXET
oKkasatbCA nonesHbiM obecneuuTb BBEAEHUE [03 B OTCYTCTBUE nNpuctyna, 4Tobbl obecneunTb
BO34E€MCTBUE NANOBAPOTEHA B HAYase pa3sBUTUA nNpoLecca u 40 NOABNEHUA KIIMHUYECKMX CUMMNTOMOB.

B HEKOTOpbIX BapMaHTax OCYLLIECTBIEHUS AAHHOTO M30OPETEHNA NEPMOAbI AKTUBHOCTU NMPUCTYNOB
YepeaylTCs C MHTepBanamu pasHo ANIMHbI 04EBUAHOTO OTCYTCTBUA 060CTpeHusa 3aboneBanus 63 ABHbIX
KMUHUYECKUX CUMNTOMOB.

Y nauuenta ¢ MO retepotonuyeckas occudpukayua (FO) moxeT ObiTb USMEPEHA C MOMOLLLIO
pa3snuyHbIX METOAO0B, U3BECTHbIX B AAHHOW 06MAacTuM TEXHWUKU, BKMOYAA, HO HE OrPaHUYUBAasACH UMMH,
Budyanusauuio nyteMm KT-CKaHMPOBAHUA C MPUMEHEHUEM HU3KUX [03, MAarHUTHO-PE3OHAHCHYHO
Tomorpadputo  (MPT) u peHTreHonornyeckyo Budyanusauuio. OAHUM U3  KAUHUYECKU 3HAYUMbIX
nokasartenent 'O npu MO aBnAeTca AONSA NPUCTYNOB y nauueHTta 6e3 HoBon O, KONUYECTBO NPUCTYNOB
unu nepnoaos 060CTPEHUSA, UCMBITEIBAEMbIX MALUEHTOM B TEYEHME ONPEAENEHHOr0 Nepuoaa BPEMEHHMU,

KOTOpbIE HE NPUBOAAT K (POPMUPOBAHMIO HOBLIX YY4ACTKOB reTEPOTONNYECKON OCCUUKALIMU.

Il. dapmaueBTUYECKAA KOMMNO3ULIMA U COCTaB

Ona BBegeHus CyObLEKTY nanoBapoTeH MOXeT ObiTb npeacrtaBneH B (PapMaueBTUYECKM
npMeMnemMbixX KOMNO3nMumuax. OTu GapmMaLeBTUYECKU NPUEMIIEMbIE KOMNO3MLMK BKITIOYAKOT NanoBapoTEH
U oauMH unu GonbLlee KONMUYECTBO (papmMaueBTUYECKM MPUEMIEMbIX HOCUTENENW M BCMOMAaraTenbHbIX
BeLecTs. PapMaueBTMHECKUE KOMNO3ULIUM MOTYT ObITb COCTABMNEHbI ANA BBEAEHUA B TBEPAOW UMK XKUAKON
dopme.

ManoBapoTEH MOXXHO BBOAUTL B HEWTpanbHow chopme (T. €. B popme cBOGOAHOrO OCHOBAHUSA MU
LUBUTTEPUOHHOW HelTpanbHON dopmbl). HeobAzaTenbHO nanoBapoTeEH MOXHO BBOAUTL B BUAE
dapmMaueBTUHECKN NPUEMIEMON COMM, TaKOW Kak HETOKCUYHbIE KWCNOTHO-aAAUTUBHbLIE CONMM UMK
KOMMNNEKCbl METAnNnoB, KOTOPble OObIMHO MNPUMEHAITCA B (papMaleBTUHECKOW MPOMbILLIIEHHOCTH.
Mpumepbl KUCMOTHO-aAAUTUBHBLIX CONEW, KOTOPbIE MOTYT MNPUMEHATLCA B cnocobax no AaHHOMY
1306peTEHUIO, BKIIOYAKOT OPraHUYECKUE KUCTOThI, TAKME KaK YKCYCHasA, MONOYHAas, NnamoBasi, ManemHoBas,
nUMOHHasA, sAbnoyHas, ackopbuHoBasi, sHTapHas, OeH30iHas, nanbMUMTUHOBAasA, cybepuHoBas,
CanuuunoBasi, BUHHAA, METAHCYNb(OHOBASA, TONMYONCYNb(POHOBAA UNU TPUPTOPYKCYCHASA KUCNOTA UMK
TOMy NoA06HOE; NONUMEPHBIE KUCMOThI, TAKUE Kak AyOMnbHAsA KMCNoTa, kapboKCUMETUNLUENNON03a unu
TOMy nofoGHOE; W HEOPraHMYecKyld KUCMOTy, Takyld Kak XJIOpMCTOBOAOPOAHASA  KUCMOTA,
OpPOMUCTOBOAOPOAHAA KUCNOTA, (POCHOPHASA KUCNOTA U CEPHASA KUCNOTA UMK TOMY nogo6Hoe. Komnnekcsl
METannoB, KOTOPbIE MOMYT NPUMEHATLCA B Cnocobax no AaHHOMY M300pETEHMIO, BKMOYAKT, cpeau
NpOYero, KanbLuii, LIMHK U XXEMEe30.

B HekoTOpbIX BapuaHTax OCYLIECTBMEHUA AAHHOrO wu3obpeTeHus dapMaueBTUYECKas

KOMNO3ULMsI, BKIOYAIOLWAs NanoBapoTeH, COCTaBfieHa AN NepopanbHOro BBeAEHUsl. B HeKoTopbix
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BapuaHTax OCYyLLECTBMEHUA AAHHOIO u3obpeTeHnsa hapMaLeBTMYECKAasA KOMMNO3ULMA COCTABIEHA MYTEM
o6beaMHEHUs ManoBapoTeHa C OAHUM unu OONbLUUM KONMMYECTBOM (PapMauEeBTUYECKN MPUEMNEMBIX
HOCUTENEN U BCNOMAaraTenbHbIX BELWECTB. Takue HOCMTENN U BCNOMAaraTenbHbIE BELECTBA NO3BONAIOT
COCTaBNATH (PapMaLEeBTUYECKYIO KOMNO3ULMIO B BuAe TabneTok, Nunionb, Apaxe, Kancyn, >XUAKOCTEN,
renev, CUponoB, B3BECEW U CYCNEeH3nin ANna nepopanbHOro npuema cybbekToMm.

B HEKOTOPbLIX BapUaHTax OCYLLIECTBEHUS 4aHHOMO n306peTeHuns papmaueBTUHECKME KOMNO3NL MK
ANs NepopanbHOro NPUMEHEHUSA NOJy4aloT NyTEM CMELUMBAHUA NanoBapoTeHa U 04HOro unu 6onbLiero
konuyecTsa papMaLeBTMHECKM MPUEMNIEMbIX HOCUTENEN U BCnOMaraTenbHbIX BewecTB. [purogHbie
HOCUTENU U BCNOMAaraTesibHble BELIECTBA BKMIOYAIOT, HO HE OFPaHUYMBAIOTCA UMM, HAMOMHUTENM, TaKue
Kak caxapa, BKIO4as nakTo3y, caxapo3y, MaHHuMT unu copbuT; npenapartbl LENNION03bl, TaKMe Kak,
HanpuMeEp, KYKYPY3HbI Kpaxman, NWEHUYHbIA Kpaxmarn, PUCOBbIA Kpaxman, KapTodenbHbii Kpaxman,
KENAaTHH, TparakaHToBas Kamefnp, METUNLENMINo3a, rMAPOKCUNPONUIMETUILENION03a,
HaTpuikapbokcuMmeTunuennonosa wu/unu nonuBuHunnupponuaoH (MBI). B HeKoTOpbIX BapuaHTax
OCYLLECTBNIEHUA AAHHOTO0 M300pPETEeHUs TaKyld CMEeCb HeobA3aTeNnbHO U3MENbYAT U HeobA3aTENnbHO
4006aBnNA0T AONONHUTENbHBIE BELWECTBA. B HEKOTOPLIX BAPUAHTAX OCYLLECTBINIEHUS JAHHOTO M306peTeHus
hapMaueBTUYECKME KOMNO3ULUKM (POPMUPYIOT ANSA MONyyYeHuss TabneTok unu gpaxe. B HeKkoTopbIxX
BapUaHTax OCYLLUECTBNEHUA AAHHOro n3obpeTeHua Jo06aBNAIOT AE3UHTErPUPYIOLLME are€HTbl (Hanpumep,
NONepeYHo CLUMTBIA MOMMBUHUNNUPPONUAOH, arap UMW anbrMHOBYIO KUCNOTY UMW €€ COMb, TaKyl Kak
anbrMHaT HaTpus).

Korpga nanoBapoTeH BBOAAT MepopanbHo, (hapMaueBTMHecKas KOMMNO3uuusa, cogepxalias
NanoBapoTEH, MOXET HAXOAUTLCA B €AMHUYHOW NEKAPCTBEHHOW (popMe (HanpuMep, XXUAKOW unu TBepaoun
€0UHUYHOW nekapcTBeHHON dpopmMe). KoHUueHTpaumusa u/munu KonmyecTso nanoBapoTeHa B COCTaBE MOryT
BapbMpoOBAaTLCA B 3aBMCUMOCTU, HANPUMEP, OT A03bl NAN0BapoOTEHA, BBOAMMOIO B OPraHu3M, U 4acToThl

BBEAEHUS.

lll. Tepanua n oo3bI

ManoBapoTeH MOXHO BBOAUTL CyObekTy ¢ NMO® He3aBMCUMO OT TOrO, UCMbLITLIBAET NN CYObEeKT
npuctyn. Hanpumep, BB€AEHME [03 B NEpUO] BHE NpucCTyna (T. €. BBEJEHME NanoBapoTeHa BO BPeEMS
nepuoaoB NOKOsA) MOXET 06ecneunts CyGbEKTY BO3AENCTBME NAanOBapoTEHa, KOrga HA4YMHAEeTCA NPoLEecc
pa3BuUTUA NPUCTYNa, U A0 MOABMEHUA KNMUHUYECKUX CUMNTOMOB. B HEKOTOPBIX BapUaHTax OCyLLECTBNEHUSA
JAHHOro U306peTeHns NanoBapoOTEH MOXHO BBOAUTL CybbekTy € MOD B TeYEHME NPOAOIKUTENBHOIO
TepMUHA (HanpuMep, NPOAOMMKUTENBHOE EXEAHEBHOE NEYEHME BO BPEMSA NEPUOAOB MOKOS M NEPUOSOB
obocTpeHns). B HEKOTOPbIX BApMaHTaxX OCYLUECTBNEHUA AAHHOr0 U300pETEeHUs NanoBapOTEH MOXHO
BBOAUTL CyObekTy ¢ NOP B TeUeHUe NpoAOIBKUTENLHOrO TEPMMHA (HanpuUMep, NMPOAOIKUTENBHOE
€XeJHEBHOE NeYeHne BO BPEMSA NEPMOJ0B NOKOA U MEPUOA0B 000CTPEHUSA), M 103y NANOBAPOTEHA MOXHO

MOBbLILIATL BO BPEMSI MPUCTYNOB (HANPUMEP, HEOTNIOXKHOE €XeAHEBHOE NeYeHue BO BPeMsi MepuoaoB
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060CTpeHUs, unm BO BPEMA Nepuoaa nocne Havana nepuoga oboctpeHusa ot 84 aHei ao 112 unu 140
OHEN, B TEYEHUE KOTOPOro CyLECTBYET PUCK AaNbHENLLEN reTePOTONMYECKON OcCuukayum).

KoHey nepuoga o00OCTpEHUSs XapakTEPU3YETCA CHMXKEHUEM pUCKA TETEPOTONMUYECKOM
occuUKaLmMmn B HEKOTOPBIX Cryyasx yepes 84 aHA nocne Havana neyeHus B nepuos o60CTpeHus, T. €.
yepes 84 pHA nocne nOsIBNEHMA CUMNTOMOB NpuUCTyna. ECnu nayuMeHT MCNbITbIBAET MNOCTOAHHbIE
CUMNTOMbI MPUCTYNA, NeYeHune B nepmog 060CTPEHUA MOXET OblTb NPOANIEH, HANPUMEP, eLle Ha 28 AHel
unu 56 aHen. B TeuyeHne nepuoga 006OCTpPEHUss CyOBEKT MOXKET nonyqartb neveHume 6onee BbICOKUMU
CYTOYHbIMU [03aMKU NanoBapoTeHa (T.€. HArpy304yHbIMKM 403aMKU U/uUnu nogaepxuearowmumu gosamu). B
KOHUEe nepuoaa 060CTPEHUA CyOBEKT MOXET BEPHYTLCA K NEYEHUIO C BONEe HU3KMMU CYTOYHBIMM A03aMK
nanoBapoTeHa, BBOAMMBIX BO BpeMsA NepuoaoB nokosA. OnpeaeneHne TOr0 MOMEHTA, KOraa cnyayer
OCYLLECTBNATb NEPEXOA OT A03, Ha3HAYaeMbIX Npu 060CTPEHUHU, K A03aM, HA3HAYAEMbIX B MEPUOA NOKOS,
T. €. B KOHUE nepuoaa OOOCTPEHUS, 3aBUCUT OT U MOXKET ONpPeAenATbCA CUMNTOMAMU, KOTOPbIE
UCMBbITEIBAET CYOBLEKT, MpU 3TOM 3TO OnNpeAeneHue MOXeT ObiTb CAENaHO NpPU KOHCYNbTauuuu €O
cneumanucToMm, obecneynmBarLLUM MeAMLUHCKOE oOCcny>uBaHue cybbekTa, unu camum nayueHTom. B
COOTBETCTBUM CO CXEMAMU BBEAEHUA MO AAHHOMY U30OPETEHNIO, CYOBEKT MOXET BEPHYTLCA HA YPOBEHDb
[03bl, HA3Ha4Yaembl Npu 060CTPEHUM, NMOCNE TOr0, KaK CyOBEKT HE UCMbITLIBAN CUMNTOMOB NMPUCTYNa B
TEYEeHMe N0 MEHbLUEN Mepe 2 Heaenb, 3 Hedenb, 4 Heaenb unu 5 Hegenb Noapaa.

B HeKkoTOpbIX BapuaHTax OCYLIECTBIIEHUSA [AHHOT0 M300peTeHus 5 Mr exeaHeBHO BBOAAT
cy6bEeKTy BO BpeMsi nepnoaoB nokosi, 20 Mr exkeHEBHO BBOAAT B TeYEHUE 28 AHEN nocne Havana nepuoaa
060CTpeHus, ¢ nocneayowmm seegeHmemM 10 mr exxeiHEBHO B TeYeHUe 56 aHel u BO3BpaLEHUEM K 403€
5 Mr B A€Hb, €cnu nauuMeHT OonblUe HE UCMBLITLIBAET HUKAKUX CUMMNTOMOB npuctyna. HeobsasaTtensHo,
neyeHue ¢ npuMmeHeHnem 10 Mr B 4€Hb MOXKET ObITb NPOANEHO HA AONONHUTENBHBLIE 28 AHEN unu 56 gHen,
€CNN NauMeHT NO-NPEXHEMY UCNbITLIBAET CUMNTOMBI NPUCTYNA (T. €. COXpaHAETCA nepuos 060CTpeHus).

CxeMbl BBEA€HUA NanoBapoTeHa No JaHHOMY M300pEeTEHUIO BKNIOYAIOT BBeAEHUE 60nee BbICOKON
[03bl B KAYECTBE HArpy3o4HoONn, nocne Hayana ¢asbl 060CTpeHus, Hanpumep, 20 Mr/aeHb B TeueHne 28
OHENn, C nocneayLwmmMm BBE4EHMEM NOAAEPXKMBAIOLLEN A03bl, Hanpumep, 10 Mr/aeHb B Te4eHune 56 gHeli u
BBeaeHue 6onee HU3KON A03bl BO BPEMS NEPUOAOB NOKOS, HanpuMep, 5 mr/aeHb. Harpy3ouHbie go3bl Ans
B3POCNbIX ANS NPUMEHEHUA B CXEmax NeYeHusi N0 AaHHOMY u3obpeTeHuto coctaensaoT oT 15 go 20
Mr/0,€Hb U MOTYT KOPPEKTUPOBATHLCA B 3aBUCUMOCTHU OT BECA MALMEHTA UM NEPEHOCUMOCTM NAaNoBapoTEHA
nayueHTom. MoaaepxusaroLme A03bl ANS B3POCALIX ANA MPUMEHEHUA B CXEMAX NEYEHUNA MO AAHHOMY
n3obpeTeHuto coctaenaot ot 7,5 oo 10 Mr/aeHb U MOryT KOPPEKTUPOBAaTLCSA B 3aBMCMMOCTU OT Beca
nauueHTa unm NepeHoCMMOCTM NanoBapoTEHa NALUUEHTOM.

B HEKOTOpPbIX BApUaHTaxX OCYLLECTBNEHUA AaHHOr0 M306peTeHmnsa nanoBapoTeEH COBMECTHO BBOAAT
€ 0AHUM unu 60NbLLIMM KONUYECTBOM APYrUX (papMaLiEBTUYECKUX ar€HTOB, BKITOYAs, HO HE OFPaHUYUBAACH
UMM, TTIHOKOKOPTUKOUABI ANSA KOHTPONSA CUMNTOMOB NPUCTYNA, HECTEPOUHBLIE NMPOTUBOBOCNANUTENBHbIE
npenapartbl, UHTMOUTOPBI LUKIMOOKCUTE€HAa3bl-2, UHIMOWUTOPLI NEAKOTPUEHa U CTabunu3aTtopbl TYYHbIX

KneTok, ammHobucdgocoHatel u umatuHuba mesunar (cum. Briggs et al., Expert Opinion on Orphan Drugs
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3:1137-1154 (2015) and Kaplan et al., Clin Proc Intl Clin Consort FOP 4:1 — 100 (2011)). B HekoTOpbIX
BapuaHTax OCYLUECTBNEHUA AAHHOr0 KU300peTeHusas TakoW OAUH unn Bonbliee KONMUYECTBO Apyrux
hapMaLEeBTUHECKUX areHTOB NpeaHa3Ha4vYeHbl ANa NeYeHus Toro »e 3abonesaHna unu NnaTtonoruyeckoro
COCTOSIHUMS, YTO U NanoBapoTEH. B HEKOTOPLIX BapuaHTax OCYLLECTBNEHUSA 4AHHOTO N300pETEHUA TaKoW
OAUH nnn Borbllee KONMMYECTBO APYrMx papMaLeBTMYECKUX areHTOB NpegHasHayvyeHbl ANA NEYEHUA He
TOro 3aboneBaHuUs MM NATONOrMYECKOrO COCTOSHMA, Y4TO nanoBapoTeH. B HekoTopbix BapuaHTax
OCYLLECTBIIEHUSA [AAHHOr0 M300peTeHuss OAuH unm Oonbllee KONMMYECTBO Apyrux dapmMaueBTUYHECKMX
areHTOB npeAHasHauyeHbl ANA NEYEeHUa HexenatenbHoro addpekta nanosapoteHa. B HekoTopbIx
BapuaHTax OCYLUECTBNEHUA JAHHOTO N306pEeTEeHMA NanoBapoTEH U OAMH UMM BOMbLLEE KONUYECTBO APYIUX
dapmMaLeBTUYECKNX areHTOB BBOAAT OAHOBPEMEHHO. B HEKOTOPBLIX BAPMAHTAX OCYLLECTBNEHUS AAHHOTO
n306peTeHns NnanoBapoTEH U OAMH Unu 6onbLIEe KONUYECTBO APYrux hapMaLeBTUHECKUX areHTOB BBOAAT
B pa3Hoe BpeMs. B HEKOTOPbIX BapUaHTax OCYLLECTBMNEHUA JAHHOTO U300PETEHUs NanoBapoOTEeH U OAUH
unu 60onbLIee KONMUYECTBO APYrux papMaLeBTUHECKUX areHTOB rOTOBAT BMECTE B OJHON KOMMO3uuuu. B
HEKOTOPbIX BapuaHTax OCYLIECTBNEHUA AAHHOr0 M300peTeHuss nanoBapoTeH W OAWH unu Bonbliee
KONMMYECTBO APYrux papmMaLeBTUHECKMX areHTOB rOTOBAT OTAENbHO.

Kak npaBuno, nanoBapoTeH BBOAAT B €AUHUYHOW A03UPOBAHHON pOpMe (Hanpumep, TabneTku,
Kancynsl 1 T. 4.). B HEKOTOPbLIX BApMAHTAX OCYLLECTBNEHUA 4AaHHOIO U306pETEHNA NAaNnOBapOTEH BBOAAT B
fo3e, BblOpaHHoi u3 1,5 mr, 2 mr, 2,5 wmr, 3 mr, 4 mr, 5 mr, 6 mr, 7,5 mr, 10 mr, 12,5 mr, 15 mr unu 20 mr.

B HekoTOopbIX BapuaHTax OCYLIECTBNEHMSA OAHHOIO M300pPETEeHUss [03y MOXHO BBOAUTL C
UHTEPBanamu B npegenax ot 6onee oaHOro pasa B A€Hb (Hanpumep, ABa pa3a B A€Hb UMM TPu pa3a B

[leHb) 10 OHOTO pa3a B A€Hb 40 TEX Nop, Noka 3T0 He06X0AUMO ANsA NoAAEPXKAHUS enaeMoro addekTa.

NPUMEPbI
Mpumep 1 - Ucxoabl NPUCTYNOB

JleyeHune Ha3Ha4yanoCb NO NOBOAY LLUECTLAECATU CEMM NPUCTYNOB: 40 - C ABONHBLIM 3aCNENJIEHHbIM
HaszHa4yeHnem npenapata (10 cybbekToB nonyyanu nnaue6o, 9 cybbekToB nony4anu nanoBapoTeH no 5
Ml OAWH pa3 B A€Hb B TEYEHUE 2 HeAenb, 3aTeM - 2,5 Mr oguH pas B A€Hb B T€YeHUE 4 Heaenb, n 21
cy6bEKT nonyyan nanoBapoTeH B Ao3e 10 Mr o4uH pa3 B A€Hb B Te4eHune 2 Hedenb, 3aTeM - 5 Mr oamnH pas
B A€Hb B TeYEHUNE 4 Heaenb); u 27 cyGbEKTOB He3acnenneHHo nonyyanu nanosapoTeH. LLectbaecar oanH
U3 3TUX 67 NPUCTYNOB UMEET AOCTYNHbIE PE3yNbTaTbl BU3yanu3auuu, OCyLLECTBIIEHHOW NOCNE UCXOAHOI0
ypoBHa (npu KT-CkaHupoBaHuM C HU3KOW A[0301). [lonyyeHHble pe3ynbTaTtbl COOTBETCTBYHIOLLUX
uccneagoBaHuii 0606LWeHbl HA Pur. 1 un 2.

Hosble yyacTtku MO HaGnoganuce npu 14 u3 61 npuctyna, 4ecATb - B ABOMHOM 3aCNENSIEHHOM
UccneaoBaHUM U YEThIPE - B OTKPLITOM MWCCREAOBAHMM NPOANEHUA Tepanuu. BONbLIMHCTBO 3TMX

npuctynos (10 n3 14) npusogmnnu K OpMUPOBAHUIO HOBbIX Y4aCTKOB 'O B KOHLE 6-HEAENbHOro NeYeHns
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(JeHb 42), a yeTblpe npuctyna NpuMBOAMNM K HOBbIM ydacTkam [O B KOHUe 6-HeaenbLHOro nepuoaa

Habnogenusa (JeHb 84).

Mpumep 2 - Cxema BBeAEHUA NanoBapoTeHa AnA KOropTbl B3POCsibIX NaLUeHTOB

Koropta B3poCnbiX NauyMeHTOB BKMKOYAET nuu, AOCTUMLMX MO MeHbwen mepe 90% 3penoctu
CKENEeTHOW CUCTEMbI HE3aBUCUMO OT Bo3pacta. MHAMBMAYYMbI B KOTOPTE B3POCNbIX NALMEHTOB MOyyasnm
nanoBapoTeH (HEWTpanbHy opmy) N0 5 Mr OAuMH pa3 B AE€Hb B KA4eCTBE JIEYEHUS BHE npuctyna
(Hanpumep, B nepuoabl, KOraa CUMNTOMBI NPUCTYNa OTCYTCTBOBanu). 3Ta Cxema BBeAEHUA
rapaHTupoBana, 4to cybbekTbl NoABEpranMch BO3AEUCTBMIO NanoBapoTeHa B Hayane pasBuTus npouecca
O, 40 NOABNEHUA KNMUHUYECKUX CUMATOMOB.

MHauBnayymel B KOropTe B3pOCHbIX MAUUEHTOB, Y KOTOPbLIX Habmoaanca npucTtyn, nonyyanu
NOBLILLUEHHYIO 403y nanosapoTteHa no 20 Mr oguH pa3 B AeHb B TeveHue 28 gHew, 3atem - 10 mr oguH pa3s
B AE€Hb B TE€YEHME MO MeHbLuelh mepe 56 aHen (B oOLUEen CNOXHOCTM 3 mecAua nedeHusn). JleyeHue
npoanesanu ¢ 4-HeAenbHbIM MHKPEMEHTOM, €CNIU NPUCTYN NPOAOMKANCA B KOHLE NEPBOHAYANbHbIX 3-X
mecsAues. Korga npuctyn KynupoBsancs, CyObekTsl BO3BPALLANUCH K A03€ nNpenapaTa, Ha3Ha4yaemoli BHE
npuctyna - 5 mMr. Takoe nieyeHne nonyynnu gecartb MHAMBMAYYMoB (nevenune «PVO nepuog nokos/nepmog
obocTpeHus»: 5 mr PVO exeaHeBHO B TeueHue nepuoga nokost u 20 mr PVO exeaHeBHO B TeyeHue 28
aHen (HarpysoyHas gosa No), a 3atem - 10 mr PVO exeqHeBHO B TeveHue 56 gHen (nogaepusatoLlas
posa [10) nocne BO3HMKHOBEHUS CUMATOMOB npuctyna). Wcxoabl cpaBHMBanNuM Mexagy Temu
WHAWBUAYYMAMMU, KOTOPbIE nonyyanu TabneTku ¢ caxapHbiM HAMOMHUTENEM UMK HE MOMy4anu NeYeHus
(«nnauebo/6e3 neveHus», 28 nauueHTOB), a TAKKE UHAMBUAYYMAMU, KOTOpble nonyyanu nubo 20 mr
nanosapoteHa (PVO) exxeaHeBHO B TeyeHue 28 aHen, 3atem - 10 mr PVO exxegHEeBHO B TeyeHue 56 gHeun
(47 naumenToB) unu 10 mr PVO B Teyenune 14 gHen ¢ nocnegytowmmmn 5 mr PVO B TeueHue 28 gnen (9
nauueHToB) B Te4eHue nepuoga oboctpeHus (1. e. rpynna «PVO Tonbko nepuos o60CTpeHns» Ha dur.
3A).

OueHky HoBol O B o6nactu npuctyna OCYLECTBASANU C NOMOLLBIO PEHTreHAUArHOCTUKMU, Npu
aToM KT-Bu3yanusauuio ¢ HeOOMbLUMMU A03aMU MPUMEHANU ANA BTOPUYHOW OLIEHKU U30OpaKeHUi.
WHTepnpeTaumus peEHTreHOrpaMM M KOMMLIOTEPHOW TOMOrpadouu BKMOYAna OLEHKY OTCYTCTBUSA WM
Hanu4usa HoBow MO B 06nacTu NnpUCTyna NO CPAaBHEHUIO C UCXOAHbIM U300paXkeHUueM n 06 bEMOM HOBOW
O, ecnu nocnegHAsA NpUCYTCTBYET. BbiNONHEHME KAk PEHTreHOBCKMX, Tak u KT-ckaHUpoBaHuii obnactu
npuctyna no3sonuno BbibpaTb Haubonee nogxoaAwmin cnocob oueHku O, okasbiBasi COAEUCTBUE B
pa3paboTke nocneayllmx uccneaosaHuin. Ons ob6ecneyeHusa COrmacoBaHHOCTU M CTaHAAPTM3aUUK,
1306pa>keHUs OLIEHUBANM HA HanUyue unu oTcyTcTene MO C NPUMEHEHNEM JBYX HE3aBUCUMBIX NPOLIEAYP,
06€e 13 KOTOpbIX ObINU OCNENNEHbI OTHOCUTENBLHO MH(OPMALMKU O TPYNNe C HA3HAYEHHbIM NneyYeHneM. B
npouecce NEePBUYHOIO CUUTLIBAHWUA, [ABA BPAYa-pEHTrEHONOra, CNeunanu3upyloLlwuxcd Ha ONOpHO-
ABUraTe€NbHOM annapaTe, He3aBUCUMO Apyr OT Apyra, CPaBHMBANM WUCXOAHbIE U NOCT-UCXOAHBIE

n306pakeHns B paMKax 0g4HOro MeToaa BU3yanusauum.
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O6bem HoBoW retepotonuyeckoi occucpukauum (FO), 1.e. 'O, KOTOpPAs BO3HMKNA B TEYEHME
nepuoaa o60CTpeHus, oueHusanu Yepes 12 Hegenb NOCNEe Hayana NeYeHuns Ans rpynnbl NeYeHUs « TONbKO
nepuog 060CTpeHusa» u vyepes 12 Hegenb nocne Hayana npuema Harpy3odHon aosbl MO 20 Mmr/geHb B
rpynne neyenus «Mepuog nokosi/nepmog 060CTpeEHUA». TN AAHHbIE CBUAETENLCTBYIOT O TOM, YTO CXEMA
neyenun «lMepuoa nokos/nepuon 00OCTPEHUSA» AONONMHUTENLHO NPENATCTBYET (POPMUPOBAHMIO HOBOM
kocTu nocne npuctynoB. Mo cpaBHeHuto ¢ rpynnoit «lMnaue6o/6e3 neveHusi», y nauMeHToB B rpynne
«Tonbko nepuoa 060CTPEHUA» OTMEYanu CHUXKEeHUe cpegHux nokasarenen obpasosaHus o6beMa KOCTU
(HoBas O) Ha 75%, a y nayneHToB B rpynne «lepuoa nokos/nepnon 06 0CTPEHUSI» OTMEYaNu CHUXKEHUE
cpeaHux nokasatenen obpasoBaHusa o6bema koctu (HoBaa MO) Ha 97% (cm. dur. 3A n 3B). OTu gaHHbIE
TaKke [AEMOHCTPUPYIOT, 4YTO CxeMmbl nedveHus «Mepuog nokosi/nepuos O6GOCTPEHUA» NO LAHHOMY
M300pEeTEHNIO 3HAYUTENBHO CHUXKAIKOT CPeaHue nokasatenu obpasosaHua obbvema koctu (Hoeasa O) no
CPaBHEHUIO CO CXeMOW neyveHus «Tonbko nepuos o6oCcTpeHusa» (T. €. TONbBKO ANSA NEYEHUA NPUCTYNOB Y

CyOBbEKTOB).

Mpumep 3 - Cxema BBeAEeHUA NaNOBapoOTeHa ANA KOropTbl AeTeH

KoropTa geten BknyaeT UHAMBUAYYMOB MONoOxe 18 neT, kotopble He gocTurnn 90% CKeneTHowu
3pENoCTH, YTO ONMPEeAEenseTcs C NMOMOLLBI0 PEHTrEHOrpaMM KUCTW/3anAcTbA. VIHAMBUAYYMBI U3 KOTOPTbI
AeTen, y KOTOpbIX HabngaeTca NpuMCcTyn, NONy4aroT nNanoBapoTeH (HenTpanbHyo dopMy) B gose 20 mr
OOWH pa3 B AE€Hb (MMM 3KBUBANEHTHYIO MO BECY 3KBMBAJSIEHTHYIO A03y, Kak nokasaHo B Tabnuue 1) B
TeyeHue 28 gHen, 3aTtem - 10 Mr oauH pas B A€Hb (MM IKBUBANEHTHYIO 403y C NONPAaBKOW Ha BEC, Kak
nokasaHo B Tabnuue 1) B Te4EHME NO MEHbLUEN Mepe 56 aHel (B 06Len CNOXHOCTM 3 MecsALa NEYEHUs).
JleueHne MoxeT ObITb NPOANEHO C 4-HEAENbHBIM UHKPEMEHTOM, €CNU NPUCTYN MPOAOIMKAETCA B KOHUE
nepeoHayanbHbIX 3-X Mecsues. B gononHeHue k neYyeHnto nocne BO3HMKHOBEHUA CUMNTOMOB NPUCTYNa,
T. €. B Te4eHMe nepuoaa o60CTpeHns, 4eTN MOTYT NONyYaTb NEYEHUE ANUTENBHOE BPEMS C NPUMEHEHUEM
[o3bl 2,5-5 Mr nanosepoTteHa oAguH pa3 B A€Hb B TEYEHME nepuoga nokosa (T. €., Korga nayueHT He
UCMbITLIBAET CUMNTOMbI MPUCTYN USIU HE UCMBITLIBAET CUMNTOMbI MPUCTYN B TEYEHUE MO MEHbLUEN MeEpe

nocnegHux, HanpuMmep, 2 Heaenb, 4 Hegenb, 6 Hedenb, 8 Hegenb unu 84 aHen).

Tabnuua 1. YpoBHM 403 C NONPAaBKON HA BEC ANSA NALMEHTOB-AETEN

(ao 18 net n npu 3penocTu ckeneTHon cuctemsl < g0 90%)

pynna no Becy (< 90% | ExegHeBHan ExenHeBHan ExenHeBHasa no3a B
3penocTu CKeneTHOW | Harpy3o4YHasa [03a B | noagepXuBalowan nepuoa nokos (M)
CUCTEMbI) nepuog obGoctpeHuna | gosaNno

(No)
O110 oo < 20 kr 10 mr 5wmr 2,5wmr
OT1 20 no < 40 kr 12,5 Mr 6 mr 3wmr
OT140 go < 60 kr 15 mr 7.5 mr 4 mr
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2 60 kr 20 mr 10 mr 5wmr

Mpumep 4 - PesynbTaTbl OTHOCUTENBLHO 6€30MACHOCTH

Ob6Lwasn YyacToTa HeXenaTenbHbIX ABMEHWIA B ABOWHOM 3aCNenfeHHOM UCCNEeL0BaHUN, ONUCAHHOM
B MNpumepe 1, coctaBuna 97,1% (33 u3 34 cyObekToB C UMEOWMMUCA AaHHbIMU O 6€30nacHOCTU) C
[0303aBUCUMBbIM BO3pacTaHUEM B rpynnax fiedeHus. Habnwoganucb TaKke 40303aBUCUMbIE NOBbLILLEHUS
YacTOTbl U TAXKECTU PETUHOUA-ACCOLMMPOBAHHBIX HEXENaTeNbHbIX ABNEHMA. BONbLIMHCTBO peTUHOMA-
acCOLUMPOBAHHBIX HEXENaTENbHbIX ABMEHUI OblNKU TSHXKENbIMW UM yMEpPEeHHbIMM. Hanbonee uvacto
PErUCTPMPYEMBIMU HEXENATENbHLIMU ABIEHUAMMN B LENOM ObINKN: CyxoCTb KOxu (58,8%) u cyxoctb ryd
(32,4%). Mo 31O NPUYMHE [03Y HE CHUXKANN U NIEYEHNE HE NpeKkpaLanu.

PesynbtaTthl ObINM aHANOMMYHLIMU B OTKPLITOM WUCCReaoBaHuu (onucaHHom B lpumepe 1), B
KOTOPOM 00LLasA YacToTa HexenaTtenbHbIX ABNeHnin coctasuna 92,3% (12 us 13 cybbvektos). Coobanoch
0 Hanuuuun pPETUHOUA-ACCOLMUUPOBAHHBIX HEXKENATemNbHbIX ABMNEHUA Y BCEX CyOBLEKTOB, Mpu 3TOM
OONMbLUMHCTBO K3 HUX Obin nerkumu (69,2%) no Tsxectu. Hambonee vacto perncrpupyembimMu
HeXXenaTenbHbIMU ABNEHUAMU B LENOM Obinn: CyxoCTb KOXu (69,2%) u 3ya (61,5%). Mo aton npuymnHe

D03y HE CHWXKanu U NieYeHne He npekpaLiany.

Mpumep 5 - OueHka NacTUHKKM pocTa

OueHuBanu BNMAHUE NanoBapoTEHA HA NNMACTUHKY pocTa. ExxeaHEBHOE BBEAEHME Nan0BapoOTEHA
obycnasnuBano perpecc aHomanuii NNacTUHOK TMCTONOrMYECKOro POCTa U COKPALLAno TpybyaTbie KOCTH,
yTo Habnoganu y mbiwen Prrx1-R206H. B aToii Mogenu ruCToNOrMYeCKUil aHanu3 BbIABUIT 3HAYUTENBHOE
YMEHbLUEHUE BbLICOTbI MMNEPTPOPUIECKON 30HBI NNACTUHKM POCTa, KOTOpPas B OCHOBHOM OTBEYaeT 3a
yanuHeHue TpybuaTtoli kocTu. BBeaeHue nanoBapoTeHa TOPMO3MNO POCT TpybuaTbiX KOCTEN W
NPaKTUYECKU HOPMANU3UPOBANO OPraHnU3auuio NNAacTUHKU POCTA U OTNOXEHNE MampuKea y Mblliein Prrx1-
R206H . 311 pe3ynbTaThl CBUAETENLCTBYOT O NPOTUBOMONOXHbIX ahpeKkTax nanoBapoTEHA HA NITACTUHKY
pocta B HOpManbHbiX U MyTaHTHbIX (ACVR1 R206H) knetkax u TkaHax. HexxenatenbHble 3pekTbl
NanoBapoTEHa y MbILLEN AUKOTO TUNA KOHTPACTUPYIOT C NONOXUTENbHLIMU 3ddpekTamu, HabnogaembiMm

y Mbiwen FOP.

Mpumep 6 - AnbTepHaTUBHbIE CXeMbl BBEOEHUA

OnA MHAMBUAYYMOB, MWCMbITLIBAOLWMX NPOOGMAemMbl C NEPEeHOCUMOCTbIO, MOXET MNPUMEHATHLCS
anbLTepHaTUBHAA AE€3CKanayMoHHaA CXeMa BBEAEHUA, KaK ykazaHo B Tabnuuyax 2 un 3. YpoBeHb A03bl B
nepuog nokosa (M) BBOAAT ANMTENbHO B TEYEHME MNEepuoga NOKOA (HanpuMmep, KOrga nNauuMeHT He
UCMBITLIBAET NPUCTYNOB, UNU UHAWBUAYYMAM, KOTOPLIE HE UCMbLITHIBANU CUMNTOMOB NMPUCTYNA B TEYEHUE
Nno MeHbLUEW Mepe 4 Heaenb noapsaa). YpoBeHb A03bl B nepuog o6octpeHusn (MO) BBOAAT B TEYEHUE
nepuoga obocTtpeHusn. Harpysounyio go3y B nepuog o6octpeHus (MO) BBoaaT B TeyeHue 20-40 gHen

(Hanpumep, ot 21 go 30 gHen unu 28 AHe) nocne BO3HMKHOBEHMA npucTyna (Hanpumep, B npeaenax 7
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AHEN nocne TOro, Kak y nayueHta nosiBusica oauH unu 6onbliee KONU4ecTBO CUMMTOMOB MPUCTYNa).

YpoBeHb nogaepxkueawwen 4ossl MO BBOAAT cpa3y nocne Harpy3oyHoun o3el O B TeyeHne nepuoaa,

COCTaBJIAIOLWEr0 N0 MEHbLIEH Mepe 56 OAHEW, Npu 3TOM YKa3aHHbLIN MEepMo MOXET YBENIMYMBATLCA C

UHKPEMEHTOM B 4 Hegenu, Hanpumep, Ha 4, 8 unu 12 Heagenb, U cocTaBnATb Gonblue Yem 56 aHen, ecnu

CMMNTOMbI NPUCTYNA Y NaUWUEHTA COXPAHAIOTCA A0 MOMEHTA KYNMMPOBAHMA CUMNTOMOB NPUCTYNa.

Tabnuua 2. YpoBHU 403 ANA B3POCIbIX NALUEHTOB

Ho3a 0ns e3pocnbix 3

Fpynna B3pocnbix no | ExxegHeBHanA ExeaHeBHaA Jo3a B nepuog nokosA
Becy (> 18 unu < 18 ¢ | Harpy3o4yHasa gos3a B | NnoadepXxusarolas (nmny
> 90% 3penoctu | nepuon o6ocTpeHusa | pnosa Mo

ckeneTtHom cuctembl) | (MO)

CmandapmHas  0o03a | 20 mr 10 mr 5 mr
01151 83POCILIX

LHeackanayuoHHas 15 mr 10 mr 5wmr
Ho3za 0ns e3pocrbix 1

HeackanayuoHHas 10 mr 10 mr 5wmr
Jo3a 0ns 83pocsnbix 2

HeackanauuoHHas 15 mr 7.5 wvr 4 Mr

Tabnuua 3: Cxembl BBE4EHUA 403 ANA AETEN C nonpaBKkoi Ha BeC (40 18 neT n npu 3penocTu CKENETHON

cuctembl < 00 90%)

Fpynna no Becy (< | ExegHeBHas ExepHeBHan ExeoHeBHaa po3a B
90% 3penocTu | Harpy3oYHasa pgo3a B | noagepXxuBalolasn nepuog nokos (M)
CKeneTHOM cucTembl) | nepuog obGocTpeHua | nosa Mo
(no)
Om 10 0o < 20 ke
10 mr 5wmr 2,5mMr
Cxema
Or 10 pgo <20 «r
[eackanaunoHHas 7,5 Mr 3wmr 1 mr
cxema
Om 20 0o < 40 ke
12,5 mr 6 Mr 3 wmr
Cxema
Or 20 go < 40 «r
[eackanaunoHHas 10 mr 5 wMr 2,5wmr
cxema
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Om 40 0o < 60 ke

Cxema 15 mr 7.5 Mr 4 Mr
Or 40 po < 60 «kr

HeackanaumoHHas 12,5 mr 6 mr 3 wmr
cxema

2 60 ke Cxema 20 mr 10 mr 5wmr
260 Kr

[eackanaunoHHas 15 mr 7,5 Mr 4 Mr
cxema

Apyrvue BapuaHTbl OCyWleCTBNEHUA JaHHOTO U300peTeHus

HecmoTtpst Ha TO, 4TO AaHHoe wu3obpeTeHue ObINIO ONMCAHO B CBSI3U C €r0 KOHKPETHbIMU
BapuMaHTaMu €ro OCyLUEeCTBNIEHUS, crieayeT MOHMMAaTb, YTO OHO MOXET MNOABEPraTbCA AalbHEeRLInM
MoauduKauusam, n 3To NPUMEHEHNE NpeaHas3HayYeHo AN MOKPbITUA NMOOLIX USMEHEHWIA, UCNONb30BAHUN
UnM agantauuii No AaHHOMY M30OpeTeHuto, creays, B OONLLUMHCTBE Cry4aeB, NMPUHLMNAM AAHHOFO
U300pETEHNA, U BKIIOYEHME TAKUX OTCTYMSIEHUA OT JAHHOFO OMUCAHWUA OTHOCUTCA K W3BECTHOW WM
00bIYHON NPaKTUKE B AAHHOW 061aCTU TEXHUKU, K KOTOPOI OTHOCUTCH AaHHOE n3obpeTeHne, n MOXKET ObITb
NPUMEHEHO K OCHOBHbIM NPU3HAKAM, U3NOKEHHBLIM BbILLE.

Bce nybnukauuu, naTeHTbl M NATEHTHbIE 3aABKM BKMIOYEHbl B AAHHOE OMWCaHWEe NOCPeaCTBOM
CCbIJIKU B MOJIHOM OOBbEME B TOW K€ CTENEHU, KaK ecnun Obl Kaxaas oTaenbHasa nyonukaums, naTeHT unm
naTeHTHas 3asBka OblMM CNEeLuuanbHO U KOHKPETHO YKa3aHbl, KaK BKIIOYEHHbIE MOCPEACTBOM CCbISIKU B

nonHom obbeme.

[Jpyrue BapuaHTbl OCYLLECTBNEHUSI AAHHOro n3obpeTeHnsi NpuBeaeHsl B cneayowein dopmyne

n3obpeTeHus.
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®OPMY/IA UBOBPETEHUA

1. Cnoco® yMEHbLUEHUS TrEeTEPOTONUYECKON OccudUKaumMm y YenoBeka ¢
nporpeccupytowern  occuduumpytoen  cmbpoaucnnasmein, npu STOM  yKasaHHbIi  cnocob
BKIIIOMAET B TEYEHUE NEPMOAA, KOraa CyObeKT He NCNbITLIBAET NO KpaHen Mepe 0AHOro CMMNToMa
npuctyna, exeaHEBHOE nepopanbHoe BBeAeHWe CcyObekTy nanoBapoTeHa WU €ro
dapmMaueBTUYECKN NpUEMMEMON conun B konnyectse 20 Mr B TeveHune 28 aHen, n nocne 28 gHen
nepopanbHOe eXeAHEBHOE BBeAEHME CyObLEKTy nanoBapoTeHa unu ero dapMaueBTUYECKU

npuemMnemon conu B konudectee 10 Mr B TedeHWe nepuoaa no kparHen mepe 56 gHen.

2. Cnoco6 no n. 1, B KOTOpOM Bec cybbekT coctaBndaet 60 kr unu 6onee.



e/l

Qwur. 1

40 cybbeKTOB BKNIOYEHO

39 cyb6beKTOB C JaHHLIMM
42 nHA

35 CyOBEKTOB C JaHHbIMK
84 nHn

32 cybbekTa 6e3 HoBbIX
ovaros [0

7 cy6beKTOB C HOBbIMU
ovyaramm [O

25 cy6bekToB 6€3 HOBbIX
ovaros [0

10 cy6beKTOB C HOBBIMM
ovaramun [0




€/c

Qwr. 2

27 nponeyeHHbIX
NPUCTYNOB

22 npuctynac
AaHHbIMK 42 OHA

18 npncTynos ¢
AaHHbIMK 84 oHA

19 npuctynos 6e3
HoBbIX o4varos [O

3 NpUCTYyNa ¢ HOBbIMM
ovaramun [O

14 npuctynos 6e3
HoBbIX o4varos [O

4 NpUCcTyna C HOBbIMM
ovaramn [O




e/e

Qur. 3A

18,000 10,731 mm®
16,000

14,00

06bem (Mm>) HoBo# O
2

2,599 mm®

4,000
! 212 mm>

Mnauebo/ PVO PVO
6e3 neveHnn Tonbko neprog lMepuop nokon/
oboctpeHua  [epuoa obocTpenuna

110731

O6bem (Mmm>) HoBOI O

PVO

Mnauebo/ PVO

bezneverms  Tonwkonepuop Mepuopnokoa/  Tonbko nepuoa
ofoctpenns Mepuon oboctpenua

10/5 mr obocTpenus 2010 mr
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