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2420-581211EA/061
CIIOCOBBI JIEYEHUS WJIN MPEJOTBPAIIIEHHAA COIMHAJIBHON MBIIIEYHOM
ATPOOUUN

IlepekpecTHas CChLIKA HA POACTBEHHYIO 3asBKY

B naHHOM 3asBKe HCHpAIINBAETCS NMPUOPUTET IO NMPEABAPUTEIbHON 3asiBKE HA IATEHT
CHIA. Ne 62/876360, momanHo# 19 mons 2019 r., comepkaHHMs KOTOPOW BKIIFOYEHBI B
HACTOSLIUI TOKYMEHT MOCPENCTBOM CCbUIKM BO BCEH UX IOJHOTE.

0Q06aCTh TEXHUKHU

JlaHHO€ pacKpbITHE B OOIIEM OTHOCHTCS K Croco0aMm JIeYeHHs W TPEAOTBPALICHUS
CTIMHAJIBHOM MbIIeUHOH aTpoduu 1 3 (PEKTUBHBIM PeKUMAM TO3UPOBAHHS.

YpoBeHb TEXHUKU

CrniuHanbHast MBILLIEYHAs] arpodust (CMA) SIBIIIETCS T€HETUYECKUM,
HellpofiereHepaTUBHBIM ~ HapyILIEHUEM, 4YTO XapaKTepU3yeTcs MoTepeld CHHHHOMO3TOBBIX
MOTOPHBIX HEHPOHOB B TNEpPEAHEM pOre CHUHHOIO MO3ra, 4YTO TPHUBOAUT K aTpoduu
NPOM3BOJIBHBIX MBI KOHEeYHOCTeW u TynoBuma. CMA mnpencraBisier coboil ayTOCOMHO-
perieccuBHOEe 3a0oJieBaHWE C pPAaHHUM Ha4aJoM u ¢ 4actoroi ot 8,5 mo 10,3 wal00000
KUBOPOXKIEHHBIX, 5TO HauOoJee pacnpOCTpaHEHHAas MOHOTEHETHYEeCKasi MPUINHA CMEPTHOCTH
MJIaJIeHIIeB U OCHOBHas npuuuHa ferckoil cmeptHocTu B CIIA. EctectBenHoe Teuenue CMA
BKJIIOYaeT 4 TJaBHBIX NPU3HAHHBIX (PEHOTHIIA, KOTOpPbIE 3aBUCAT OT BO3pacTa Hadajga |
IOCTUTHYTBHIX JBUTATeNbHBIX criocobHocre. CMA 1 Tuna (HawyaBIIasicss BO MIIAJICHYECTBE
CMA) sBisiercst HamOosiee Tspkenol (OpPMON C HadajioM OT POKACHHS WIM B Mpeneiax 6
MecCsIIIeB, 1 OOBIYHO MPUBOIUT K cMeptH B TeueHue 2 jneT. [etn co CMA I tuna HecrocOOHBI
cunerb U xoautb. CMA ¢ nmo3gHuM HadajaoM MoxeT ObiTh pazneneHa Ha CMA Il tuna u 111
tuna. CMA 1II Tuna (nposiBisiemast B Bo3pacte OT 6 10 18 MecsleB) sSBISETCS NPOMEXYTOUHON
¢dopMoii, M MaIMeHThl CIOCOOHBI CUIETh, HO HE MOTYT CTOSITh WJIM XOAMTb. Y MAIUEHTOB CO
CMA 1II tuna obOwraHO paszBuBaeTcss CMA mocne 18 MecsieB, 1 OHH CIOCOOHBI CHIETH W
XOIHUTb, HO MOTYT CTAHOBHUTBCS OOJiee TSKENIbIMU U Bee OoJiee HeeecnoCOOHbIMU. Y MalMeHTOB
¢ npuobperenHoit CMA unu CMA 1V Ttuna Hadano 3a00jieBaHUsT BOSHUKAET mociyie 18 jer, u y
HHUX OOBIYHASI OJKUIaeMast MPOIAOKUTEbHOCTD JKU3HU.

Mounekysipaoit ocHoBori CMA  sBnsiercss moTeps O0eMX KONHMEM TIeHa BbIKUBAHUS
aBUratenbHbIx HEHpoHOB 1 (SMNI1), koTopblii kopupyer O€JOK, 4YTO SBISETCS YaCThEO
MyJIBTHOEIIKOBOrO KOMIUIEKCA, KOTOPBIH, KakK cuuTaercs, y4dactByer B Omorenese MsPHII u
peunkiuare. IToutn uaentnusbii red, SMN2, cymiecTByer B AYIUIMLUPOBAHHOW OOJNAcTH Ha
xpomocoMme 5q13 u MonyJHpyeT TsDKeCTh 3a00JeBaHus. DKCIpeccHs HopMaiabHOro reHa SMN1
NPUBOIUT UCKIIOYUTENBHO K 3KCIPECCHU OeNKa BBIKMBAEMOCTH MOTOHeHpoHOB (SMN). Xots
SMNI1 u SMN2 065afar0T MOTEHIHMAIOM KOJUPOBATh OJUH U TOT ke Oenok, SMN2 comepkut
TPAHCIALIMOHHO MOJYAIYK) MYyTalUI0 B TOJOXEHMM +6 »BK30Ha 7, 4YTO MNPUBOAUT K
He3(P(PEeKTUBHOMY BKJIIOUEHHIO »JK30Ha 7 B TpaHckpunrax SMN2. Takum oOpasom,
npeobnanaromas Gopma SMN2 mpexncrasiisier coOOH YCEUEHHYIO BEPCHIO, OTCYTCTBYHOIIHIA

9K30H 7, KOTOPBIH sBNsieTcs HecTabunbHbIM 1 HeakTuBHbIM (Cartegni and Krainer, Nat. Genet.,



30:377-384 (2002)). Oxcnpeccust reHa SMN2 npusoaut k npudnusutenpHo 10-20% Genka SMN
u 80-90% wnecrabunpHOro/HepyHkumonanpHoro Oemka SMNdelta7. bemok SMN wurpaet
OOIIeNpPU3HAHHYIO pPOJIb B COOpPKE CIUIAHCOCOMBI U MOXKET TaKKe OINOCPENOBaTb MHUTPALUIO
MPHK B akCOH 1 HEpBHOE OKOHYaHUE HEUPOHOB.

VY monedt ectb nepeMeHHoe uncyio konuii reHa SMN2 (ot 0 no 8 komwuit). Yucno xonwmii
SMN2 u mojyueHHOEe KOJHYEeCTBO MOsHOpasMepHoro Oemka SMN, 4TO 3KCIpecCHpPOBaHBI Y
nanuentos co CMA, koppenupyer ¢ TspkecTbro 3a0oneBanus CMA, u, Takum odpazom, SMN2
SIBJISIETCST KJIFOYEBBIM MOIU(DUKATOPOM (hEHOTHIIA 3a00JIEBAHUS.

AHTHCMBICTIOBAsI TEXHOJNOTUSl SIBIAETCS S((EKTUBHBIM CPEACTBOM Ui MOAYJISILUN
SKCIPECUH OAHOrO i Oojiee KOHKPETHBIX T'eHHBIX MPOAYKTOB, BKJIKOYas ajJbTEPHATHBHBIC
CIUIAiCHPOBAaHHBIE  TPONYKTBI, U  SIBJSIETCS  YHUKAJIbHO TNPUMEHHMMOH BO  MHOIHX
TEPANEeBTHUECKUX, IHATHOCTHYECKHX M HCCIEIOBATENbCKUX Lessax. [IpuHIun, nexamuid B
OCHOBE AHTHCMBICIIOBOH TEXHOJIOTHH, 3aKJIIOYAETCS B TOM, UYTO AHTHCMBICIOBOE COCIUHEHHE,
KOTOpOe THUOPUAMZHPYETCS AO LEJIEBOH HYKJIEHHOBOW KHCJIOTBI, MOAYJIHUPYET AKTUBHOCTH
SKCIPECCHUH TE€HOB, TaKW€ KaK TPAHCKPUILMS, CIUIAHCHHI WM TPAHCISALMS ONHHM U3
HEKOTOPOTO KOJMYECTBA AHTHCMBICIOBBIX MeXaHW3MOB. CriernMIHOCTh MOCIEA0BATEIbHOCTH
AHTHUCMBICIIOBBIX COEMHEHWH JeNlaeT WX YPEe3BbIYAMHO TPUBJIEKATEIbHBIMA B KaueCTBE
UHCTPYMEHTOB JUIsI MPOBEPKH MUIICHEH M (YHKIMOHAJIW3ALMH T'€HOB, a TAK)KE B KAaueCTBE
TEPANEeBTHUECKUX CPEICTB [JIsl CEJEKTHMBHOTO MOAYJHPOBAHUS 3KCIPECHH T€HOB, YTO
BOBJIeueHbl B 3abosneBanue. OmpeneneHHblE AHTUCMBICIOBBIE COCOUHEHHUs, KOTOpPBIE
xomriemenTapHbel npe-MPHK SMN2, usBectHbl n3 oOnactu texHuku. Cm., Hanpumep, WO
2007/002390.

SPINRAZA® npencrasnser coboii aHTHCMBICIIOBOE coemuHenue, onoopenHoe B CIIIA,
EBpone u apyrux crpaHax u pernoHax mupa i jgedeHus CMA y nereil 1 B3pOCIHIbIX MaLIUEHTOB
B pexoMeHayemon nosupoBke 12 wmr. Ilpum omobpennoit mosuposke 12 mr SPINRAZA®
oOnamaer ycroiuuBbiM mpoduieM Oe30macHOCTH | 00JamaeT MPemsIOKEHHON OrpOMHOM
NoJIb30¥ aJist mareHToB co CMA. B KOHTEKCTEe Ba)KHOCTH PAHHETO BMEIIATEIbCTBA, OCOOEHHO Y
MAaLKUEHTOB ¢ Haumbosee TsokenbiMu Gopmamu CMA, 3asBuUTENnb cumtan, 4to Oojee ObicTpoe
JIOCTHKEHHE M TOfiepikaHue Oojiee BHICOKMX KoHuenTpaimii SPINRAZA® y mauueHToB CO
CMA 065110 OBI IOJIE3HBIM.

CyiuHocTb u300pereHust

JlaHHas 3asiBKa OTHOCHTCSI K cmocoOam jeuenus wiu npenorspamenns CMA. JlanHoe
PACKPBITHE OMHCHIBAET PEIKUMBI TO3UPOBAHUS JJIsl AaHTUCMBICTIOBBIX COSMHEHNUH, OMMCAHHBIX B
JaHHOM HW300pPETeHUH, KOTOpblE OBICTPO MAOCTHUTAOT M MOAAEPKUBAIOT OoOJiee BBICOKHE
KOHLIEHTPALMN AaHTHUCMBICIIOBOTO coenuHeHns y mnanueHToB co CMA (o OTHOLIEHHIO K
onobpenHomy pexumy aosuposaHus SPINRAZA®) u, Takum 06pa3oM, [OMNOJHUTEIHLHO
yCUIUBAOT 3 (HEKTUBHOCTD JICUCHUSI.

B ongHOM acriexkTe maHHOE PACKPBITUE OTHOCHTCS K CHOCOOY JIEYEHHs CIIMHAIBHOM
mbliedHoi arpodun (CMA) y Hykaaromerocsi B 3ToM cyobekra-uenoBeka. Croco0 BKIHOUAET

BBCIACHHC cy6LeKTy-qen0BeKy 10 MEHbIIEH MEpPE ABYX HACBIMAKOMHNUX AO03 aHTUCMBICJIOBOI'O



COEAMHEHMS], XapaKTEPU3YIOLIErOCs CIEAYIOLIENH CTPYKTYPOI:
o}

H3C\ﬁL
NH 0
HO. l /&O Hsc\fLNH

N
o
? R NH,
Hs—P=0 0N~y o rR O

5 | e
o N0 HS—P=0 7 ONH
° NSO

NH ©

? R ’

i o R
o N © HS—P=0
— o
0 R
HS—P=0
0

o_ N
OH R
o R
HS—P=0
0_§ R = OCH,CH,OCH;

WIH €ro coju. BBeneHWe NPOBONMIM HMHTPATEKAJIbHONH WHBEKIUEH (Hampumep,

UHTpATEKAIbHONW OOJIOCHON MHBEKIMEN), W OHO BKJIIOYAET BBEACHUE INEPBON HACHILIIAIOIIEH

A03bl aHTUCMBICJIOBOI'O COCAMHCHUA WK €ro COJIH, OIMMCAHHBIX B JAHHOM 1/13o6peTeH1/m, KOTOpas



SABJISIETCS HKBHUBAJEHTHOW NpUOMU3UTENbHO 50 MI' aHTHCMBICIOBOTO COEIWHEHHs, U BTOPOU
HACBILAIOIIEH 03bl AHTUCMBICJIOBOIO COCAWHEHUs WM €ro COJM, ONUCAHHBIX B JAHHOM
n300peTEeHNH, KOTOpasi SIBJSIETCS SKBMBAJEHTHOW NPHOIM3UTENBHO 50 MI' aHTHCMBICIOBOTO
COCUHEHMs, BBOOUMOW uepe3 mnpubnusurespHo 10-20  cyrok  (Hampumep, dyepes
npubamsutensHo 10-18 cyTok, yepe3 npubiauzurenbHo 12-16 cyTok wiu uepe3 npudIH3HTENbHO
14 cyTok) moce BBeeHUs EPBON HACHIIIAIOIIEH JO3bI.

B npyrom acnekre packpbITHE OIMCBIBAET CIOCOO TMOBBIMIEHUS YPOBHEH reHa
BbDKHBAHUS JBUTATEJIbHBIX HEHPOHOB-2 (SMN2) MaTpuuHOil pPUOOHYKICHMHOBOW KHCJIOTHI
(MPHK), conepskareii 5k30H 7, y cyObeKTa-4eJloBeKa ¢ MyTallUSIMU B XPOMOCOME 5(, KOTOpbIE
cBsizanbl ¢ geduiurom Oenka SMN. Crnoco® BkIOYaeT BBeJAEHHE CyOBEKTY-4eJIOBEKY IO
MEHBIIEH Mepe IBYX HACBIIAKIINX 03 aHTHCMBICIOBOIO COEAMHEHUS, XapPaKTEPU3YIOLIErocs

CIEAYIOUIEN CTPYKTYPOIL:
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WIH €ro coju. BBeneHWe TPOBONMIN HMHTPATEKAJIbHONH WHBEKIUEH (Hampumep,

UHTPATEKAJIbHONW OOJIOCHON MHBEKIMEN), W OHO BKJIIOYAET BBEACHHE IEPBON HACHILIAIOIIEH
JI03bI AaHTUCMBICIIOBOT'O COEIMHEHHSI MJIM €TI0 COJIM, ONTMCAHHBIX B JAHHOM H300peTeHHNH, KOTOpast

SIBJIIETCSl HKBHUBAJIEHTHOW MPUOMU3UTETBHO 50 MI' aHTHCMBICIOBOTO COEAMHEHMS, M BTOPOU



HACBIIAIOIIENH J03bl AHTHUCMBICJIOBOIO COEIMHEHUS WJIM €ro COJH, ONMCAHHBIX B JaHHOM
n300peTEeHNH, KOTOpasi SIBJISIETCS SKBHMBAJEHTHOW NPHUOIM3UTENBHO 50 MI' aHTHCMBICIOBOTO
COEAMHEHUs, BBOAMMOW depe3 mnpuOmmsurenbHo 10-20  cytok  (Hampumep, uepes
npubnusutensHo 10-18 cyTok, yepes npubauznutenpHo 12-16 cyTok WM yepe3 NpUOIM3UTENBHO
14 cyTok) moce BBeeH s EPBON HACBIIIAIOIIEH JO3bI.

B HEKOTOPBIX Ciyyasx BBIIEYKA3aHHBIE CIIOCOOBI JOMOJHNUTENBHO BKIIFOUAIOT BBEICHHE
CyOBEKTY-4eJIOBEKY HMHTPATEKaJbHOH HHBEKIMEHl (Hanpumep, HMHTpPATEKaJIbHOW OOMOCHON
UHBEKIMel) IO MeHbIel Mepe ONHOHN MOANEP KUBAIOIIEH 103blI, I/ie M0 MeHbIIeH Mepe OfHa
NOAJIePKUBAIOIIAST 103 SIBJIIETCSI SKBUBAJICHTHOW MPUOIU3UTENBHO 28 MI' aHTHCMBICIOBOTO
COETUHEHMUSI.

B HEKOTOpBIX Clydasix BBILICYKA3aHHBIE CITOCOOBI JOMOJHUTEIBHO BKJIIOYAIOT BBEIEHHE
CyOBEKTy-4eNIOBeKY MHTPATEKAJIbHON WHbEKIWEH (HampuMmep, HHTPATEKaIbHOH OOJFOCHOM
UHBEKLHNEHN) MOAIePKUBAOLINX 103 AHTHCMBICJIOBOTO COSAMHEHUS WIIH €r0 COJIH, ONMCAHHBIX B
JAaHHOM UW300peTEeHUH, HauyuHas dYepe3 MNpUOMU3UTEbHO 3-6 MecseB (Hampumep, dyepes
npUOIU3UTENBHO 4-5 MeCsLEB; WU Yepe3 MPUOIM3UTENbHO 4 Mecsla) NOCie BBEACHUST BTOPOIl
HACBHIIAIOIIEH 103bl, U TOCJE 3TOr0 C MPOAODKEHHEM OIWH pa3 depe3 MpUOIU3UTENbHO 3-6
MecsLeB (HampuMmep, 4epe3 NPUONU3UTENBPHO 4-5 MecsleB;, WM 4Yepe3 NPHOIM3HTENbHO 4
MecsLa), MPU 3TOM KaKAas IMOAJEPIKUBAOLIAs 1034 SKBHBAJEHTHA NPHUOIM3UTENBHO 28 Mr
AHTHCMBICIIOBOTO COEIMHEHMSI.

B HEKOTOpPBIX cydasix BTOPYIO HACBILIAIONIYIO 103y BBOAMIIN NPUOIU3UTENBHO uepes 14
CYTOK TOCJI€ BBEAEHUs MEPBOM HACBHILAOUIEH A03bl. B  HEKOTOPBIX Ciydasx BTOPYIO
HACBILIAIOIIYIO 03y BBOAWIM Yepe3 14 cyTOk nociie BBEIeHHs IEPBOU HACHIAIOLIEH 1035

B ompeneneHHbIX Ciy4yasx BbIIIEyKa3aHHbIE CIIOCOOBI JOMOJHHUTEIbHO BKJIKOYAIOT
BBEIEHHE CYOBEKTy-ueJIOBeKY HWHTPATeKAJIbHOH HHBEKIMEH (Hanmpumep, WHTPATeKaJIbHON
OONIOCHOHN HMHBEKIHEH) TPeThell HAChIAroIed A03bl AaHTHCMBICJIOBOTO COEIMHEHHs WM €ro
COJIH, OMTUCAHHBIX B JAHHOM H300pETEeHUH, KOTOPAasl SBJSIETCS SKBUBAJIEHTHON MPHUOIH3UTEIBHO
50 Mr aHTHCMBICJIOBOTO COEQUHEHHs, BBOAMMOH dYepe3 mnpubmmsutrensHo 10-20 cyTok
(Hampumep, udepe3 npudmmsurenabHo 10-18 cytok, uepes mpubmusutenbHo 12-16 cyTok WM
yepe3 NpUOIM3UTENbHO 14 CyTOK) MOCie BBENEeHUs BTOPOW HACBIMIAOIICH JTO3bI, U OJHOW WJIH
Oosee MONAEPIKUBAIOIINX 1103 AHTUCMBICIOBOTO COEAMHEHHUs] WJIM €ro COJIM, ONHCAHHBIX B
JAHHOM W300peTEeHUH, HauyuHash dYepe3 MNpUOMU3UTEbHO 3-6 MecsneB (Hampumep, dYepes
NpUOIU3UTENBHO 4-5 MECSIIEB; MK Yepe3 MPUONN3UTENbHO 4 MecsIa) Moclie BBEACHUS TPEThel
HACBIIAIOIIEH 03bI, U TIOCTE 3TOrO ¢ MPOJOJLKEHHEM OIHMH Pa3 MPUOIHU3UTENBHO KaXble 3-6
MecsieB (Hampumep, NpUOIU3UTETIBHO 4-5 MECSIEB; WU MPUOITH3UTENHLHO 4 Mecsla), P STOM
KaXasi TMONIEepPKUBAOIIAs 1032 3KBHUBAJICHTHA NPUOIM3UTENbHO 28 MI aHTHCMBICIOBOTO
coenHEeHUsl. B HEKOTOPBIX CIydasx BTOPYH HACBIAKOLIYI 703y BBOAMIIHM NMPHOIH3UTEIBHO
yepe3 14 cyTok mocie BBEAEHMs MEPBOHM HACBILIAIOIIEH A03bl, a TPETHIO HACHIIAIOIIYIO 103y
BBOIWJIM TPUOIM3UTENBbHO depe3l4 CyTOK mocne BBEAEHHs BTOPOW Hachlmaromed no3bl. B
OTIpeNleNIEHHBIX CIy4asx BTOPYIO HACBHIILAIOIYIO O3y BBOAUIU dYepe3 14 cyTOok mocie BBEACHMUs

NEPBON HACBIAIOLIEH 03bl, & TPETHK HACBHILAIOLIYI 103y BBOAWIM uepe3 14 cyTok mocne



BBEJICHUs BTOPOM HACBIAKIIEH AO3BI.

B ompeneneHHBIX Ciydasx BhIIIEyKa3aHHbIE CIIOCOOBI JOMOJHHUTEIBHO BKIIKOYAIOT
BBEICHHE CYOBEKTY-UeJIOBEKY HHTPAaTeKaJbHON WHbEKUMEH (HampuMep, HHTPAaTeKaJbHOM
OOJFOCHOW HMHBEKIMEeH) TPeThel HACHINAIMEH H03bl AHTHCMBICIIOBOTO COCOUHEHHs] WM €ro
COJIM, OTIMCAHHBIX B JAHHOM M300pETEHHH, KOTOpasl SBJIAETCS SKBHUBAJCHTHON MPUOIH3UTENBHO
50 Mr aHTHUCMBICIIOBOTO COCIMHEHHs, BBOAMMOW dYepe3 mnpuOmmsutensHo 10-20 cyTok
(Hampumep, uepe3 npudmmsuresbHo 10-18 cyTok, uepes mpubnusutenbHo 12-16 cyToK WM
yepe3 NpUONM3UTENbHO 14 CyTOK) TOC/Ee BBENEHHs BTOPOWM HACHIIAMOIIEH T03bI, YETBEPTOM
HACBIAIOIIENH J03bl AHTHUCMBICJIOBOIO COEIWHEHUS WM €ro COJH, ONHCAHHBIX B JaHHOM
n300peTeHNH, KOTOpasi SIBJISIETCS SKBHBAJCHTHOW NPUOIM3UTEIBHO S50 MI' aHTHCMBICIOBOTO
COEMHEHUs, BBOAMMOW uepe3 mnpubOmmsurenbHo 10-20 cytok (Hampumep, uepes
npubnusuTensHo 10-18 cyTok, yepe3 npubausutenpHo 12-16 cyTok Wim yepe3 MpHOIH3HTEIBHO
14 cyToK) mocye BBeeHUs TPEThel HACBIIIAIIEH TO3bI, U OMHOMN Mn O0JIee MOIIe P KUBAFOIIUX
7103 aHTUCMBICJIOBOTO COEIMHEHHSI MJTH €r0 COJIM, ONMMCAHHBIX B JAHHOM M300pETEHHH, HAUUHAS
yepe3 MpHUOJIM3UTENBHO 3-6 MecsueB (HampuMmep, depe3 NMPHONMM3HTENbHO 4-5 MecsueB; HIn
yepe3 NMPUOTU3UTENBHO 4 Mecsla) MOcje BBEACHUS YETBEPTONW HACHIINAIOLIEH MO3bI, U MOCHe
3TOrO € TMPOAOUKEHHEM OAWH pa3 NPUOJUSUTENbHO Kaxable 3-6 MecsaueB (Hampumep,
npubnu3uTeNnbHO 4-5 MecsleB;, WIM NPUOIM3UTENBHO 4 Mecsila), NpU OSTOM  Kaxkjas
NOA/IEPKUBAIOINAS 1032 SKBUBAJIEHTHA NMPHUOIM3UTENBHO 28 MI' aHTUCMBICIIOBOTO COCIMHEHUS.
B HEKOTOpBIX cydasx BTOPYIO HACHIINAOMIYIO 103y BBOAWIM NPUOIU3UTENBHO uepe3 14 cyTok
Nocjae BBENEHUs MEePBOM HACBHIAOLIEH [O03bl, TPETbIO HACHILAKOLIYIO 03y BBOAWUIH
npuOIU3UTENBbHO Yepe3 14 CyTOK mocie BBEIEHUs BTOPOHM HACHIINAIOIIEH 03B, a YETBEPTYIO
HACBILIAIOIIYIO 703y BBOAWIM MPHOJU3UTENHHO uepe3 14 CyTOK mocie BBEOEHHs TPETheil
HACBIIAIOIIEN 103bl. B Apyrux ciyuasx BTOPYH HACBILIAIOLIYIO AO3Y BBOAMIU 4yepes3 14 cyTok
NOCJIe BBEAEHUS MEPBON HACBHIIMAKOLIEH A03bl, TPETHIO HACBHIIAIOIIYIO 103y BBOAMWIU 4epe3 14
CYTOK IOCJI€ BBEJIEHUSI BTOPON HACBILIAIOLIEH 103bl, @ YeTBEPTYIO HACHILAKOIIYIO 103y BBOIWIH
yepe3 14 CyTok mocje BBEACHUsI TPEThE HAChIIIAKOLIEH 1035

B npyrom acnekte packpbiTe npemiaraer crnocod nedeHuss CMA y HyKIaromerocs: B
3TOM cyObekTa-uenoBeka. Crocod BKIIIOYAET BBEACHHE CYOBEKTY-YEJOBEKY aHTHUCMBICIOBOTO

COEAMHEHHS], XapaKTEPU3YIOLIErOCs CIEAYIOUIENH CTPYKTYPOil:
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wn ero conn. CyOpeKkTy-uenoBeKy, KOTOpOro JISUMIH, paHee BBOAIIIN ONHY WU Oosee
7103 aHTHCMBICIIOBOTO COEIMHEHHSI FJTH €T0 COJIM, ONMCAHHBIX B JAHHOM H300PETEHHH, IIPH 3TOM
omgHa wiu Oojee paHee BBEIEHHBIX 03 OBUIM SKBHBAJEHTHbI NPUOIM3UTENBHO 12 Mr
aHTUCMBICIOBOTO  coeauHeHHs.  Cmoco® — BKJIIOWAET  BBEAEGHUE  CYyOBEKTY-UelIOBEKY
UHTPATEKAJIbHOH  WHBEKUMEH  (HampuMep, HHTPATEKaJIbHOM  OONIOCHOW  MHBEKIHMEN)
HACBHIAIOIIEH /03bl AHTHUCMBICIOBOIO COEAMHEHUs] HIIM €ro COJIM, ONHMCAHHBIX B JAHHOM

nU300peTeHn:, KOTOpasi SIBJISIETCS] SKBUBAJICHTHOM NpUONM3UTENbHO 50 MI' aHTHCMBICIOBOTO



COEAMHEHUs, BBOIMMOW uepe3 mnpuOmmsutenbHo 3-6  MecsueB (Hampumep, uepes
npuOIMBUTENIbHO 4-5 MecsneB, WiIu 4epe3 NPUOMU3UTENbHO 4 Mecsila) IOCNe BBEACHHS
NOCJIeTHEH paHee BBEIEHHOW J03bI, SKBUBAJIEHTHON MPUOIU3UTENBHO 12 MI' aHTHCMBICIOBOTO
COEMHEHUS], 1 OMHON MK OoJiee MOANEP>KUBAIOIINX 103 AHTUCMBICIIOBOIO COEUHEHUS UIIH €r0
COJIM, ONHCAHHBIX B JAHHOM M300pEeTeHHMH, HAYMHAs 4epe3 NPUONUSHTENbHO 3-0 MecsieB
(Hanpumep, yepe3 NPUOTH3UTENBHO 4-5 MecALEeB; WK Yepe3 NPUOIN3UTENBHO 4 Mecsila) moce
BBEJICHHs] HACBILIAIOLIEH A03bI, U TOCHE 3TOr0 ¢ NMPOAODKEHHEM OIWH pa3 NPUOIH3HTENbHO
Kaxaple 3-6 MecsueB (Hampumep, NMPHOIM3UTENbHO 4-5 MecsueB; WM NPUOJH3UTEIbHO 4
MecsLa), MPU 3TOM KakAas MONJEPKUBAOLIAs 034 SKBHBAJICHTHA NPHUOJIM3UTENBHO 28 Mr
AHTUCMBICIIOBOTO COEIMHEHUS.

B npyrom acriekte packpbITHE OMHChIBaeT croco0 mopbimeHus: ypoHeit SMN2 MPHK,
cofeprKaliei 5K30H 7, y CyOBeKTa-4esI0BeKa ¢ MyTaLUsIMHU B XPOMOCOME 5S¢, KOTOPBIE CBSI3aHBI C
nepuunTom Genka SMN. Criocod BkitOUaeT BBeNEHHE CYOBEKTY-YEJIOBEKY AHTHCMBICIOBOTO

COEAMHEHHS], XapaKTEPU3ZYIOLIErOCs CIEAYIOUIENH CTPYKTYPOIl:
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win  ero comu. CyObekTy-4enoBeKy paHee BBOOWIM OAHY Wi Oojee 103
AHTHUCMBICIIOBOTO COEIMHEHHUS WM €ro COJIM, ONMCAHHBIX B JAHHOM H300pPETEHUH, NPU 3TOM
ogHa wiu Oojee paHee BBEIEHHBIX 03 ObUIM SKBHBAJEHTHbI NPUOIM3UTENBHO 12 Mr

aHTUCMBICIOBOrO  coeauHeHus.  Cmoco® — BKJIIOYAET  BBEACGHUE  CYOBEKTY-UelIOBEKY
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UHTPATEKAbHOW  WHBEKUMEH (HampuMep, WHTPATEKaJIbHOM  OONIOCHOW  MHBEKIHMEH)
HACBIIAIOIIENH J03bl AHTHUCMBICJIOBOIO COEIMHEHUS WJIM €ro COJH, ONMCAHHBIX B JaHHOM
n300peTEeHNH, KOTOpasi SIBJSIETCS SKBMBAJEHTHOW NPHOIM3UTENBHO 50 MI' aHTHCMBICIOBOTO
COEAMHEHUs, BBOIMMOW uepe3 mnpubmmsutenbHo 3-6  MecsueB (Hampumep, uepes
npuOIM3UTENPHO 4-5 MecsleB; MW uepe3 NPHONIM3UTENbHO 4 Mecsila) IOoCie BBEICHUS
HIOCJIe/IHeH paHee BBEINEHHOH M03bl, SKBHBAJEHTHOIN NMPHUONU3UTENBHO 12 MI' aHTUCMBICIOBOTO
COEIMHEHUs], ¥ OTHOM MK OoJiee MOANEePKUBAOIINX 103 AHTUCMBICIIOBOTO COSAMHEHHS WIIN €T0
COJIM, OIMHUCAHHBIX B JaHHOM HU300pEeTEeHUH, HauyuHas 4depe3 NPHUOIM3HTEIBHO 3-6 MecsleB
(HampuMmep, yepe3 NPUOTH3UTENBHO 4-5 MECsIeB; WK Yepe3 NPUOIH3UTENbHO 4 Mecsia) mocie
BBE/ICHHUS] HACBHIAIOMIECH J03bl, M TOCJE 3TOr0 ¢ MPOAOJIKEHUEM OIUH pa3 MPHOIH3HTEIBHO
Kaxnaple 3-6 MecsueB (Hampumep, NMPHONIM3UTENbHO 4-5 MecsueB; WM NPUOIM3UTENIbHO 4
MecsLa), MPU 3TOM KaKAas IMONIEPIKUBAIOLIAS 1034 SKBHBAJICHTHA NPHUOJM3UTENBHO 28 Mr
AHTHCMBICIIOBOTO COEIMHEHMSI.

B npyrom acmekte mpencTaBiieH Crnoco0 JIEYeHUs CIHHAJIBHON MBIIIEYHOH aTpoduu
(CMA) y nyxpnarorerocst B 3ToM cyObekra-denopeka. Crocod BKIIOYAEeT BBEICHUE CyOBEKTY-

YeJIOBEKY aHTHCMBICJIOBOTO COEIMHEHHS, XapaKTEePU3YIOLIErocs Cleayollel CTpyKTypoit:
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win  ero comu. CyObekTy-4enoBeKy paHee BBOOWIM OAHY Wi Oojee 103
AHTHUCMBICIIOBOTO COEIMHEHHUS WM €ro COJIM, ONMCAHHBIX B JAHHOM H300pPETEHUH, NPU 3TOM
ogHa wiu Oojee paHee BBEIEHHBIX 03 ObUIM SKBHBAJEHTHbI NPUOIM3UTENBHO 12 Mr

aHTUCMBICIOBOrO  coeauHeHus.  Cmoco® — BKJIIOYAET  BBEACGHUE  CYOBEKTY-UelIOBEKY
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UHTPATEKAJIbHON HMHBEKIMEeH (HarpuMep, HWHTPATeKaJbHOW OONMOCHOM WHBEKIMEH): MepBOi
HACBIIAIOIIENH J03bl AHTHUCMBICJIOBOIO COEIMHEHUS WJIM €ro COJH, ONMCAHHBIX B JaHHOM
nU300peTeHNH, KOTOpasi SIBJSIETCS SKBMBAJEHTHOW NPHUOIM3UTENBHO 28 MI' aHTHCMBICIOBOTO
COEAMHEHUs, BBOIMMOW uepe3 mnpubmmsutenbHo 3-6  MecsueB (Hampumep, uepes
npuOIM3UTENPHO 4-5 MecsleB; MW uepe3 NPHONIM3UTENbHO 4 Mecsila) IOoCie BBEICHUS
HIOCJIe/IHeH paHee BBEINEHHOH M03bl, SKBHBAJEHTHOIN NMPHUONU3UTENBHO 12 MI' aHTUCMBICIOBOTO
COCUHEHMs], BTOPOM HACBHILAKOMENH A03bl AHTUCMBICIOBOIO COEIWHEHUS WM €ro COJiy,
OINHCAHHBIX B TAHHOM M300pPETEHUH, KOTOPAS SIBJISIETCS] SKBUBAJICHTHON MPUOIM3UTEIBHO SO Mr
AHTHUCMBICJIIOBOTO COENUHEHHsI, BBOAMMOI uepe3 NpUOMU3UTENbHO 3-6 MecsueB (Hampumep,
gyepe3 MpHONIH3HTENbHO 4-5 MeCslLeB, WIH Yepe3 NMPUOTU3UTENbHO 4 Mecsla) Mocjie BBEACHUS
NepPBOM HACHIMAIOIIEH JO3bl, U OAHON WM 0OJee MOANEPKUBAIOIINX 103 AHTHCMBICIOBOTO
COEAMHEHUs] WJIM €ro COJH, ONHCAHHBIX B JAaHHOM HM300pETeHHWH, HAa4uyuHAs uepes
npubIU3UTENBEHO 3-0 MecsleB (Hampumep, depe3 NpUOIM3HTENbHO 4-5 Mecsues;, wid uepes
npuOIM3UTENBHO 4 MecsiIa) MOoCje BBENEHHS BTOPOW HACBHIAKOIIEH MO3bI, W IMOCIE 3TOTO C
NPOJOJKEHUEM OIMH Pa3 MPUOIU3UTENBHO Kaxkable 3-6 MecsueB (Hanpumep, MpHOIH3HTEIBHO
4-5 wmecsmeB, Wik NPUONU3UTENBPHO 4 Mecsma), MpU 3TOM Kaxnas MOANSPKHBAIOINAS 1034
SKBHUBAJICHTHA NMPUOJIM3UTEIBHO 28 MI' aHTHCMBICJIOBOTO COETMHEHHSI.

B npyrom acmekrte B pacKpBITUU MPENCTaBIIEH CIIOCOO MOBBIIIEHUs ypoBHeH SMN2
MPHK, conepxaineii 5k30H 7, y cyObeKTa-4eyloBeKa ¢ MyTalUsSIMU B XPOMOCOME S5(, KOTOpbIE
cesizanbl ¢ gepuumurom Oemka SMN. Cnoco® BkIOUAaeT BBEOEHHE CYOBEKTY-UEJIOBEKY

AHTHCMBICJIOBOTO COEAMHEHMS], XapaKTePU3YIOILErocs CAeAYIOLIeN CTPYKTyPOH:
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win  ero comu. CyObekTy-4enoBeKy paHee BBOOWIM OAHY Wi Oojee 103
AHTHUCMBICIIOBOTO COEIMHEHHUS WM €ro COJIM, ONMCAHHBIX B JAHHOM H300pPETEHUH, NPU 3TOM
ogHa wiu Oojee paHee BBEIEHHBIX 03 ObUIM SKBHBAJEHTHbI NPUOIM3UTENBHO 12 Mr

aHTUCMBICIOBOrO  coeauHeHus.  Cmoco® — BKJIIOYAET  BBEACGHUE  CYOBEKTY-UelIOBEKY
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UHTPATEKAJIbHON HMHBEKIMEeH (HarpuMep, HWHTPATeKaJbHOW OONMOCHOM WHBEKIMEH): MepBOi
HACBIIAIOIIENH J03bl AHTHUCMBICJIOBOIO COEIMHEHUS WJIM €ro COJH, ONMCAHHBIX B JaHHOM
nU300peTeHNH, KOTOpasi SIBJSIETCS SKBMBAJEHTHOW NPHUOIM3UTENBHO 28 MI' aHTHCMBICIOBOTO
COEAMHEHUs, BBOIMMOW uepe3 mnpubmmsutenbHo 3-6  MecsueB (Hampumep, uepes
npuOIM3UTENPHO 4-5 MecsleB; MW uepe3 NPHONIM3UTENbHO 4 Mecsila) IOoCie BBEICHUS
HIOCJIe/IHeH paHee BBEINEHHOH M03bl, SKBHBAJEHTHOIN NMPHUONU3UTENBHO 12 MI' aHTUCMBICIOBOTO
COCUHEHMs], BTOPOM HACBHILAKOMENH A03bl AHTUCMBICIOBOIO COEIWHEHUS WM €ro COJiy,
OINHCAHHBIX B TAHHOM M300pPETEHUH, KOTOPAS SIBJISIETCS] SKBUBAJICHTHON MPUOIM3UTEIBHO SO Mr
AHTHUCMBICJIIOBOTO COENUHEHHsI, BBOAMMOI uepe3 NpUOMU3UTENbHO 3-6 MecsueB (Hampumep,
gyepe3 MpHONIH3HTENbHO 4-5 MeCslLeB, WIH Yepe3 NMPUOTU3UTENbHO 4 Mecsla) Mocjie BBEACHUS
NepPBOM HACHIMAIOIIEH JO3bl, U OAHON WM 0OJee MOANEPKUBAIOIINX 103 AHTHCMBICIOBOTO
COEAMHEHUs] WJIM €ro COJH, ONHCAHHBIX B JAaHHOM HM300pETeHHWH, HAa4uyuHAs uepes
npubIU3UTENBEHO 3-0 MecsleB (Hampumep, depe3 NpUOIM3HTENbHO 4-5 Mecsues;, wid uepes
npuOIM3UTENBHO 4 MecsiIa) MOoCje BBENEHHS BTOPOW HACBHIAKOIIEH MO3bI, W IMOCIE 3TOTO C
NPOJOJKEHUEM OIMH Pa3 MPUOIU3UTENBHO Kaxkable 3-6 MecsueB (Hanpumep, MpHOIH3HTEIBHO
4-5 wmecsmeB, Wik NPUONU3UTENBPHO 4 Mecsma), MpU 3TOM Kaxnas MOANSPKHBAIOINAS 1034
SKBHUBAJICHTHA NMPUOJIM3UTEIBHO 28 MI' aHTHCMBICJIOBOTO COETMHEHHSI.

B HEKOTOpBIX ciyuasix CyObEKTy-4eJIOBEKY paHee BBOIWIM IO MEHBbIIEH Mepe 4YeThIpe
(mammpumep, 4, 5, 6, 7, 8, 9, 10), o MeHbIIel Mepe MATh, 10 MEHbIIEH Mepe MEeCTh, IO MEHBIIEH
Mepe CEeMb, N0 MEHbLIEH MEPE BOCEMb, IO MEHBIIEH Mepe IEBATh WM [0 MEHbLIEH Mepe NeCATh
7103 aHTHCMBICIIOBOTO COEIMHEHHSI HJTH €T0 COJIM, ONMMCAHHBIX B JAHHOM H300PETEHHH, IIPU 3TOM
KaXkasi U3 1O MEHbIIEH Mepe YeThIpeX, MAATH, IIEeCTH, CEMHU, BOCbMU, EBATU WU JECATU paHee
BBEJICHHBIX /103 ObLIa 5KBHBAJEHTHA MPUOIU3UTENBHO 12 MI' aHTUCMBICIOBOTO COSIHEHHSI.

B HEKOTOpPBIX Cily4asix U3 BCEX YKa3aHHBIX crIocO00B y cyObekTa-uenoBeka CMA I tuna;
CMA II tuna; CMA III tuna; ninu CMA IV tuna. B apyrux ciaydasx cyObeKT-4eIoBeK sIBISETCS
npencuMnToMabM st CMA.

B HEKOTOpBIX Cilydasix CyObEKTy-4eJIOBEKY BBOIWJIM AHTHUCMBICIOBOE COCIUHEHUE WJIH
€ro COJib, ONHCAHHbIE B JAHHOM H300PETeHUH, C MPUMEHEHHEeM WIJIbI JJIsl CIUHAJIBbHON
AHECTE3UH.

B HekoTOpbIX cydasix aHTUCMBICIIOBOE COEMHEHNE UITU €0 COJIb, ONMCAHHbIE B JAHHOM
u300peTeHNH, BBOAWIN B 00beMe uHbeKIuU 5,0 ML

B HekoTOpbIX cydasix aHTUCMBICIIOBOE COEMHEHNE UITU €0 COJIb, ONMCAHHbIE B JAHHOM
u3obpereHnn, pacrBopsuii B (ocdarHo-conesom Oydepe (P@CB). B npyrux cnyyasix
AHTHUCMBICIIOBOE COEAMHEHHUE WIIM €r0 COJIb, ONMMCAHHBIE B JAHHOM H300PETEHHH, PACTBOPSUIU B
UCKYCCTBEHHON CITMHHOMO3TOBOM skuakocT (HCMXK).

B omnpeneneHHbIX Cilydasix COJNbIO AHTHUCMBICIOBOIO COEIMHEHUS SIBJIETCS HATpUEBas
COJIb.

B onHOM ciywyae conb aHTHCMBICJIOBOIO COEIMHEHUS XapaKTepHU3yeTcs CleAyrouiei

CTPYKTYPOU:
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B  HexoTopbIX

u300peTeHnn, Crocod  IOMOJHUTENBHO CTalMI0  OTpEeAeNIeHUs

HelipopuiamenTta y cyObekTa-dyesoBeka Iiepel W/ WIM T[0Cjie Havaja JICYSHHsI.

JAHHOM
YPOBHSA

YpoBHU

HelipopuiIaMeHTa MOTYT ObITh HCIIOJB30BAaHBI, HANPUMeEp, IJIsl ONpPENeNeHHs, pearupyer Ju
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CyOBeKT, KOTOPOMY BBEJIM AHTHCMBICIOBOE COCAMHEHHE WM €r0 COJIb, ONMCAHHbBIE B JAHHOM
n300peTeHNH, Ha JIEUE€HHE U OIpe[eNieHHe COOTBETCTBYIOIIUX JOMOJIHUTENbHBIX CIOCOOO0B
JeueHus CyObeKTa.

B oxgHOM BapmaHTe OCylIeCTBJIEHHUs CIIOco0 BKJIOUaeT (1) M3MepeHHe NepBOro ypPOBHs
HelipoduiaMeHTa B NepBOM OHONOrndeckoM obpasue, MOJyuYeHHOM OT CyObeKTa-uesioBeKa
nepen HadajioM JiedeHus; (ii) BBEOCHHME AHTUCMBICIOBOTO COEJUHEHHUS WM €ro COJIH,
OMHCAHHBIX B JAHHOM H300peTeHHH, CyOBEKTY-4eJI0BEKY MO JIOOOMY U3 CIIOCOOOB, OMHCAHHBIX
B JaHHOM wu3o0pereHuu, u (iii) uU3MepeHUe ypOBHS HeipoduiamMeHTa B MOCIEAYIOLIEM
(HampuMep, BTOpPOM) OHOJOrHUECKOM OOpasle, MOJYYEHHOM OT CyOBeKTa-4esioBeKa IMOoCie
BBEJICHUs 110 MEHbIIEH Mepe OJHON HACBIIAOIIENH O3bI

B onHOM BapuaHTe OCYIIECTBIIEHUS CMOCOO BKJOYaeT (1) M3MEpPEeHHe MEPBOrO YPOBHSI
HelipodunameHTa B mepBOM OHMONIOTHYECKOM o00paslie, MOJYYEHHOM OT CyOBeKTa-uesioBeKa
nepes HadajoMm JiedeHus, (il) BBEJEHHE AaHTHUCMBICIOBOIO COEIUHEHUS WJIH €ro COJIH,
OINMMCAHHBIX B JAHHOM H300peTeHHH, CyOBEKTY-UEJIOBEKY IO JIOOOMY U3 CIIOCOOOB, ONMMCAHHBIX
B JaHHOM wu3o0pereHuu, W (iil) W3MepeHHe YpPOBHS HelpoduiamMeHTa B MOCIEAYIOLIEM
(HampuMep, BTOPOM) OHOJOTHUECKOM OOpasle, MOJYYEHHOM OT CyOBEeKTa-4elloBEeKa IOCie
BBE/ICHHUS BCEX HACBILIAIOIINX J103.

B onHOM BapuaHTe OCYIIECTBIIEHHUSI CIIOCOO BKJIFOYaeT (1) M3MEpPEeHHe MEePBOrO YPOBHSI
HelipodunamenTa B mepBOM OuosorndeckoM obpaslie, MOJYYeHHOM OT CyOBeKTa-ueloBeKa
nepes HadajgoMm JiedeHus, (i1) BBEOEHHE AHTHUCMBICIOBOIO COEIUHEHHUS WJIH €ro COJH,
OINHCAHHBIX B JAHHOM H300peTeHHH, CyOBEKTY-4eJIOBEKY MO JIOOOMY U3 CIIOCOOOB, ONMMCAHHBIX
B JaHHOM wu3o0pereHuu; u (ili) uU3MepeHUEe YpOBHS HelpoduIaMeHTa B MOCIEIYIOIIEeM
(Hanpumep, BTOpOoM) OumoJOrM4YeckoM oOpasle, MONIYyYEeHHOM OT CyOBeKTa-ueloBeKka MOCIe
BBEICHUSI BCEX HACHIMAIOIMX 103 U IO MEHblIeH Mepe OIHOW MOAAEP KUBAIOIIEH a03bI
AHTUCMBICIIOBOTO COSIMHEHUSI MIIH €r0 COJM, ONMCAHHBIX B JAHHOM M300peTeHHH.

B onHOM mpuMepe nocnenyromuil (Hampumep, BTOPOH) ypoBeHb HeHpodHIaMeHTa HIKE,
4yeM MepBbIi YPOBEHb HelipodriamenTta (HanpuMep, BTOPOil ypoBeHb HelipodiiaMeHTa CHIKEH
no MeHbinel Mepe Ha 50% 1O CpaBHEHHWIO C MEPBbIM YPOBHEM HelpoduIaMeHTa), U Crocod
NOTOJHUTENBHO BKJIIOYAE€T BBENCHWE WM JPYroll HaChILAKOLIEH [03bl, WU JAPyron
NOA/ICPKUBAIOIIEH TO3bI, Kak[as OMHUCAaHA B JaHHOM H300PETEHHH, MPHU COOTBETCTBYIOIIUX
UHTEPBaJIaX JO3UPOBAHUS, KaK OMMCAHO B JAHHOM H300PETEHUH.

B nmpyrom mpumepe mnocienyrouuii (HampuMmep, BTOPOH) ypOBEHb HeHpoduIaMeHTa
PaBEH WM BBIIIE, YEM MEPBBIH YPOBEHb HEHPOQHIAMEHTa, U CIIOCO0 AOMOJHUTEIBHO BKIFOUAET
BBE/ICHHE JIOTIOJIHUTENbHBIX /103 aHTHCMBICIOBOTO COSIUHEHHs WIIM €ro COJIM, KaK OIHCAaHO B
IaHHOM H300peTeHnH, CyOBeKTYy-4eJIOBEKYy, NPHU 3TOM Kakaas M3 JOMOJHUTENbHBIX /03
AHTHUCMBICIIOBOTO COEIMHEHUs] WJIM €r0 COJIM HAXOMUTCSl B YBEIMYEHHOM KOJINYECTBE W/WIIH C
COKpAILLEHHBIM HHTEPBAJIOM AO3UPOBAHUS 10 CPABHEHUIO C MOCJIEIHEN 1030H, BBEICHHOU Nepea
U3MEPEeHHEM IMOCJIEAYIOEro (HanmpuMep, BTOPOro) ypOBHS HeHpoduiaMeHTa.

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS HeHpOPHUIAMEHT TpencTaBisieT CcoOoM

TshKenyro nenb Heifipodpunamenta (NF-H, nanpumep, pNF-H), cpenHiow0/mpoMeKyTOUHYIO Lenb
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(NF-M) mnu nerkyro uens (NF-L).

B HEKOTOpbIX BapHAHTAaX OCYLIECTBJCHHs, NEPBbIM U BTOPbIM OHOJOTMYECKUMH
o0pa3Lamu sIBISIFOTCS KPOBb, ChIBOPOTKA, TIa3Ma WIH CIIMHHOMO3IOBast JKUIKOCTb.

TepmuH «IpUOIU3UTENBHO» B KOHTEKCTE KOJIMYECTBA, HAIPUMED, MPHOIU3UTEIBHO X M
o3Havaer +/- 10%, Takum oOpa3oM, «rpuOIM3uTeIbHO S0 Mr» OXBaThIBaeT OT 45 Mr 10 55 Mr.
Tepmun «mpuOIM3UTENBHO» B KOHTEKCTe X CYTOK O3Hadaer +/-3 CyTOK, TakuM 0Opaszom,
«mpubamurenbHo 10 cyrok» oxpatbiBaeT oT 7 a0 13 cyrok. TepmMuH «mpuOTU3UTENBHO» B
KOHTeKcTe X MecCseB O3Ha4yaeT +/- 1 Hemesst, TAKUM 00pa3oM, «IIPUOTU3UTENBHO 4 MECSLEB)
OXBAaTBIBAET 33 HEIEJIIO JI0 U MOC/e OTMETKH 4 MecsIa.

Ecnu He yka3zaHO WMHOE, BCE yMOTpeOsisieMble B HACTOALIEM JIOKYMEHTE TEXHHUYECKHE W
Hay4YHbIE TEPMHUHBI HMEIOT TO K€ 3HAYCHUE, KOTOPOE, KaK MPABUIIO, MOAPA3YMEBAETCS CPeIHIM
CMIELHAIICTOM B JAHHOW OOJIACTH TEXHUKH, K KOTOPOW OTHOCHTCSI JaHHOE H300peTeHHe.
Hecmotpst Ha TO, 4TO CIIOCOOBI M MaTePHAJIbI, AHAJOIMYHbIE UM SKBUBAJEHTHbBIE TEM, KOTOPbIE
OIMHCAaHbI B JAHHOM JIOKYMEHTE, MOKHO MPUMEHSITh Ha TPAKTHKE WM TMPH UCIIBITAHUU JAHHOTO
M300peTeHusi, WUTIOCTPATHBHbIE CIOCOOBI M MaTepHajbl OMHCaHbl Hibke. Bcee myOsimkanumy,
3asBKU HA MATEHThI, MATEHTHI U JPYTHe CChUIKH, YIIOMSHYThIE B JAHHOM JOKYMEHTE, TIOJIHOCTHIO
BKJIFOUYEHBI B JAaHHBIN JOKYMEHT MOCPEACTBOM CChUIKH. B cilyuae mpoTuBOpeuHs AaHHAasH 3asiBKa,
BKJIIOYAIOLIAsl onpenesieHus, OyaeT UMeTh NPerMYLIECTBEHHYIO0 crity. Marepuaibl, criocoObl U
NpUMEpbl  SIBJIIIOTCSL  MCKJIIOYMTENbHO WJUIFOCTPATUBHBIMM W HE MpPeIHA3HA4YeHbl ObITh
OrPaHUYHMBAIOIIUMH.

Jlpyrue mpu3HAKM W TpPEeHMyLIecTBAa JAaHHOTO H300peTeHHs OyAyT OYeBUIHBI U3
CJIEYIOIIEro MOAPOOHOTO OMUCAHUS U U3 (POPMYJIbI H300peTeHHSI.

Kpatkoe onmcaHnue l"Da(bI/ILIeCKI/IX MaTEpHUaJIOB

Hadur. 1 nokazano coornomenue Mexay CMIK Cocr. 1 CHOP-INTEND (u3meneHue 1o
CPaBHEHHUIO C MCXOAHBIM ypoBHeM) ¢ ¢uxcupoBaHHbiM EO n Emax (E= s¢dexTuBHOCTS).
[lynktupHasi (IUIMHHAs), CIUIOMIHAS W NyHKTHpHAs (Ooyiee KOpOTKas) JIMHHS TPEICTABISIET
nporuosupoBanHoe cootHomienne PK/PD, eciu Emax 3aduxcupoano mpu 10, 25, u 40,
COOTBeTCTBeHHO. JlaHHbIe HaOmrOAeHUs pasfensin Ha ocHoBe 10 kBaHTuiei 3Hauenuit CMIK
Cocr. . IlycThIe M 3aNIOJHEHHBIE KPYTH TPEACTABISIIOT CpeiHee HaOMo1aeMoe U MPOTHO3UPyEeMOoe
nsMeHeHue B CHOP-INTEND no cpaBHEHHIO C UCXOIHBIM YPOBHEM, COOTBETCTBEHHO.

IHonpoGHoe onucanue

JlaHHO€ pPAaCKpBITHE OTHOCHTCS K crocoOam JiedeHHs wiu npenorspamieHust CMA ¢
npuMeHeHneM 3(PQPEKTHBHBIX PEKUMOB AO3UPOBAHHS AHTHCMBICIOBOTO COEIWHEHHs WU €ro
COJM, K&Kl OMHCaH B JaHHOM n300peTeHn. CriocoObl MPUMEHUMBI Ul JICUSHHs W/HIN
npenotspatieHuss CMA y nereit ¥ B3pOCbIX MallUEHTOB.

[Mammenter co CMA (tun I, IL, III, IV 1 npeacuMnToMHbIE) MOTYT AOCTHraTh OOJBLIETO
yIY4IIEHUS JBUTATENbHOM (PYHKIMHM M OCHOBHBIX OTAalOB pa3BUTHUS MOTOPHKH IIpU
AHTHCMBICIIOBOM 3KCIO3ULIMU JIEKAPCTBEHHOTO CPEACTBA, 4YTO BBILIE, 4Y€M KOHLIEHTpALUH,
JNOCTUTHYTBIE MTPU TeKyIIeM pexxume no3upoanusi SPINRAZA®.

AHTHUCMBICJIOBBIE COETUHEHUS
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UnnrocTpaTUBHOE  AHTUCMBICIOBOE COSOUHEHWE JJisi NPUMEHEHUs B  JaHHOM
n300peTeHun uMeeT MOCJIEI0BATEIbHOCTD HYKJIEHHOBBIX OCHOBaHHIA:
TCACTTTCATAATGCTGG (SEQ ID NO: 1), rae kaxaplii HyKJI€03UJ UMEET MOAU(PHUKALIHIO
2’-O-(2-merokcmatun)  (MOE), kaxnmas  MeXHYKJIEO3UAHAs CBA3b  OJUTOHYKJIEOTHIA
npenacrasisier coboit  HochopoTHOATHYIO CBsA3b, W Kaxablii “C” B MOCIEAOBATENbHOCTH
HPENCTaBIsIET COOOH S-METHUIILIUTO3HH.

@opma cBOOOIHOIN KHCIIOTHI TAKOTO AHTHCMBICIIOBOTO COEIUHEHUs! (TaKKe Ha3bIBAETCS

HYCHHEPCEH) NOKa3aHa HIDKE:



o + N
HS—P=0 N NH N
o ¢ fi °

NH,

|
HS—P=0
R = OCH2CH200H3

B HEKOTOPBIX ClIydasX HCHOJBb30BaJIl COJIb TAaKOTO AHTUCMBICJIOBOTO COCAUMHCHUSA

(marmpumep, papMareBTUYECKU MPUEMIIEMYIO COJIb). B HEKOTOPBIX Cydasix COJIb MOXKET OBbITh
HATPUEBOH (TaK)ke Ha3bIBACTCS HYCHHEPCEH HATPHs WIM HYCHHEPCEHOBAsl HATPUEBas COJb). B

APYTUX CIy4asiX COJb MOXKET ObITh KaJTUEBOH.
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HJ’IJ’IIOCTpaTI/IBHaﬂ COJIb TAKOI'O aHTHUCMBICJIOBOT'O COCANMHCHUA MMOKa3aHa HUXKE!

o}
HaC
® [ NH o)
HaC
HO. o N0 3\fL/’\L_|
o N0
? R NH;
Na*~§—p=0"C I\N o R o
© o N0 Na*~§—P=0 ° [ NH
© o NTT0
o R NH,
t-g—p= N
Na sgo «ﬁ o R NH,
o NN Na*~5—P=0 MOy
iy |
0 R NHz ko?/N ©
HsC
Na*~S—P=0 SN
@ \f\ O R NHz

0 R
.o |
Na S—FI’=O
0
0
ch\fLNH
o N © NH,
R

+ - _l_
Na” S lT’—O
6

AHTHUCMBICIIOBOE COEAMHEHNE TPENCTaBIsieT cO00i HyCHHEPCEeH, a ero HaTpHueBasi COJb

R = OCH2C HzoCH3

IpencTaBisieT coOOH HyCHHEpPCeH HATpUsl WM HYCHHEPCEHOBYIO HATPUEBYIO conb. 2,40 mr
HYCUHEPCEHa 3KBHUBAJIEHTHBbI 2,53 MI HYCHMHEPCEHOBOM HAaTpueBOW cosu. Jlo3a HyCHUHEpCeHa
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HaTpWsi, KOTOpas OSKBHBaJeHTHA 50 Mr HycuHepceHa, paBHa 52,71 Mr HyCHHEPCEHOBOU
HaTpueBoil conu. Jlo3a HycHHEpCEeHa HAaTpUsl, KOTOpasi SKBUBAJIEHTHA 28 MI' HyCUHEPCEHA, PaBHa
29,52 Mr HyCHMHEpPCEHOBON HAaTPUEBOM conu. Jl03a HyCMHEpPCEHA HATpUsl, KOTOpasi SKBUBAJIEHTHA
12 Mr HycuHepceHa, pasHa 12,65 MI HyCUHEPCEHOBOW HATPUEBOM COJIU.

AHTHUCMBICIIOBOE COETMHEHNE I €r0 COJIb MOT'YT OBITH IOJIy4eHBbI B BUAE PacTBOPA IJIs
UHBEKLH UHTPATEKAJIbHBIM BBEICHUEM.

AHTUCMBICTIOBBIE COEAMHEHUS, OIMCAHHBbIE B JAaHHOM H300pETeHNH, MOTYT OBITh
UCTIOJIb30BAHbI JJIs JIedeHus: win npenorspameHns CMA y HyKIaroIierocss B 3ToM cyObekTa-
yenoBeka. B HexoTophix cinydasx CMA npencrasisier coboit CMA I tuna. B apyrux ciydasx
CMA npencrassier coboii CMA 11 tuna. B onpenenennbix cny4asx CMA npencraisier coOoit
CMA 1II tuna. B Hekortopeix ciydasx CMA mnpencrasisier codoit CMA IV tuma. B ngpyrux
ClTydasix CyObEeKT-4€JIOBEK SIBJISIETCS] MPEeICUMITOMHBIM 11t CMA.

dapmaneBTHUECKHE KOMITO3UIINH

JlaHHO€ pacKpBITHE TaKXe OTHOCUTCS K (PapMalleBTUYECKUM  KOMITO3ULHSM,
CoZiepKaLM aHTHCMBICIIOBOE COCIUHEHUE I €ro COJIb, ONMCAHHBIE B JAHHOM H300pETeHHH.
B onpenenenHbIx ciaydasx Takue (papManeBTHUYECKHE KOMITO3ULUH BKJIIOYAIOT HJIM COCTOST U3
CTEpUJIBHOTO COJIEBOTO PacTBOpPa U AHTHUCMBICIOBOIO COEMHEHUS] WIN €ro colu. B HeKoTophIX
ciy4asx Takue (papManeBTHUECKHE KOMITO3UIUH MPEACTABILIIOT CO00H crepuibHbIe, OydepHble,
M30TOHMYECKHE pPacTBOPbl. B HEKOTOPBIX ciydasx QapMaleBTUYECKHE KOMITO3HIMU He
cojiepKaT KOHCEPBAHTOB.

AHTHUCMBICTIOBbIE CO€IMHEHHS WM MX COJIM, ONUCAHHbIE B JAHHOM H300pETeHUH, MOTYT
ObITb cMemaHel ¢ (apMaleBTUYECKH MPUEMJIEMBIMH AaKTUBHBIMM W/WIM HUHEPTHBIMU
BEIECTBAMU IS MOJyYeHHs (apMaLeBTHUECKUX KOMITO3ULIMHA MM cocTaBoB. Komnosunun u
criocoObI cOCTaBIeH!sI (hapMaALEBTUYECKUX KOMITO3ULIUH 3aBUCAT OT psiia KPUTEPUEB, BKJIOYAs,
HO HE OrpaHUYMBAsCh HMMH, CIIOCOO BBEINEHUS, CTENEHb TSDKECTH 3a00JE€BaHMsI WIH 03y,
KOTOPYIO HEOOXOAMMO BBECTH.

AHTHCMBICTIOBbIE COEAMHEHUS] WM WX COJAb MOTYT OBbITb HCIOJIb30BAaHBI B
(apMareBTHYECKHX KOMITO3ULHSIX MyTeM KOMOWHHPOBAHUS TAKHX COEIUHEHHH C MOAXOASIIAM
(apManieBTHYECKH TPHEMJIEMBIM pa30aBUTEIEM WM HOCHUTENEM. B omnpeneseHHbIX Clydasx
(apmanieBTHYECKH TIpUEMIIEMBIN pa30aBUTENb MpencTasisier coboit GocdarHo-coneBoit Oydep
(®CBh). B omnpeneneHHbIX BapUAHTAX OCYMIECTBICHUs (PapMaleBTHISCKH MPUEMIIEMBbIH
pa3baBuTeNb MpeACTaBiIsIeT COOOH NCKYCCTBEHHYIO CIIMHHOMO3TOBYIO KHAKOCTh (HCMIK).

B onpenenenHeix BapuaHTax ocyuiectBieHus coctaB MCMIK  xapakrepusyercs
3HauenueM pH 7,2. 3nauenne pH KOMIO3ULIMK MOKET OBbITh JOBEIEHO, €CI HEOOXOAUMO, TPU
MOMOIIU XJIOPUCTOBOJOPOJHOM KHUCIOTHI UM TMAPOKCHAA HATpUs B TE€UEHHE COCTaBlieHUs. B
HEKOTOPBIX CIy4asx (papmaneBTHYeCKass KOMITO3ULUS BKJIIOYAET AHTHCMBICIOBOE COEIMHEHUE
WIH €ro coib (HampuMmep, HATPUEBYIO COJIb), ONHMCAHHbIE B JAaHHOM H300peTeHHH, B
KOHLEeHTpauuu npubmmsutensHo 10,0 mr/min. B onpeneneHHbIX ciydasix (apMarieBTHIECKas
KOMITO3UILIMSI BKJIFOYAET AHTUCMBICIOBOE COEJUHEHHUE WM €ro Cojib (Hampumep, HATPUEBYIO

COJIb), ONMHCAHHbIE B JaHHOM H300peTeHHHu, B koHUeHTpauuu 10,0 mr/mu. B gpyrux ciyuasx
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dapmanieBTHYECKasT KOMIIO3HMIMS BKJIFOYAE€T AHTHUCMBICIOBOE COCAMHEHHE WIH €ro Cojlb
(HampuMep, HATPUEBYIO COJb), ONHCAHHbIE B JAaHHOM W300pPETEHHH, B KOHLEHTPALUH
npubnu3uTeNnpHO 5,6 Mr/mil. B HEKOTOpBIX ciydasx (papmaneBTHUECKass KOMIIO3ULNS BKIIOYAET
AHTHUCMBICIIOBOE COEIMHEHNE HITH €T0 COJIb (HAIpUMep, HATPUEBYIO COJIb), OTIUCAHHBIE B JAHHOM
n300peTeHny, B KOHLEHTpaimu 5,6 Mr/mi. B omnpeneneHHbIX ciydasx ¢apMaleBTUYeCKast
KOMITO3UIMSI BKJIIOYAET AHTUCMBICIOBOE COEJUHEHHUE WM €ro Cojib (Harmpumep, HAaTPUEBYIO
COJIb), OMHMCAHHBIC B JAHHOM H300peTeHHH, B KOHUEeHTpauuu oT 3,6 mr/mu go 10,0 mr/mu. B
APYTUX CIy4dasx (papMaleBTHUYECKass KOMITO3ULHS BKJIIOYAET aHTUCMBICIIOBOE COCTUHEHUE WU
€ro cosib (HampuMep, HATPUEBYIO COJIb), OMMMCAHHBIE B TAHHOM H300PETEeHHH, B KOHLICHTPALIUH
ot 4,8 mr/mu 1o 10,0 mr/min. Emne B gpyrux ciy4asix papmaneBTHUeCKas KOMIIO3ULUS BKITFOUAET
AHTHUCMBICIIOBOE COCTMHEHUE HITH €r0 COJIb (HAIPUMEp, HATPUEBYIO COJIb), OMMUCAHHBIE B TAHHOM
u300peTeHnH, B KOHIEHTpauu oT 5,6 mr/mi 1o 10,0 mr/mit.

B HexoTOpBIX cityyasix (papmaneBTHUECKass KOMITO3ULHS BKJIIOYAET MPHOIU3UTEIBHO SO
MI' aHTUCMBICJIOBOTO COEIMHEHHsI WJIM €r0 COJH (HampuMep, HaTPHEBYIO COJIb), ONMCAHHBIX B
TaHHOM M300peTeHnd. B HEKOTOpBIX ciydasx gapmMarieBTUdecKast KOMIIO3UIHS BKIFOYaeT SO Mr
AHTHUCMBICIIOBOTO COEIMHEHHs HJIM €ro CONMu (HampuMep, HaTPUEBYIO COJIb), OMHCAHHBIX B
OaHHOM wu300pereHun. B gapyrux ciydasx ¢apManeBTHUECKass KOMIIO3HMLHUS BKIFOYAET
npuOIU3UTENBHO 28 MI' aHTUCMBICIIOBOTO COEIMHEHHsI WM €ro CONU (HampuMmep, HATPHEBYIO
COJIb), ONHCAHHBIX B JAHHOM H300peTeHHH. B HEKOTOpBIX ciydasx ¢apmareBTHIECKas
KOMITO3ULIMST BKJIFOYAeT 28 Mr aHTHUCMBICIOBOIO COCAMHEHHUS WM €ro coiu (Hampumep,
HATPUEBYIO COJb), OINHCAHHBIX B JAaHHOM u300peTreHMH. B  HEKOTOpBIX  ciyuasx
dapmaneBruyeckass komno3uuus cocrasieHa B @Cb unmu uCMK. B omnpeneneHHbIx ciydasx
dapmarieBTUYECKast KOMIIO3HULIMS COCTABIJIEHA /I HHTPATEKAIbHOIO BBEICHUS.

B omHOM ciyyae maHHOE PAaCKPBITHE OTHOCHTCS K (hapMaleBTHYECKOH KOMITO3ULIMH,
cogepkameil 50 Mr aHTHCMBICIOBOTO COEAUHEHMs] WINW €ro COJHU, PACKPBITBIX B JaHHOM
u3o0OpereHnn, B 5 mu oObeMa papMarieBTHIECKOro BCIOMOTaTeIbHOTO BEINeCTBa (Hampumep,
uCMX, ®CBb), TakuMm 00pa30M KOHILIEHTPAIMS aHTHCMBICIIOBOTO COEOUHEHHs cocTamisier 10
mr/mii. B onpemeneHHbIX ciydasix (papmauneBTHYECKas KOMIO3HMLIUS —COCTAaBJIEHA IS
WUHTPATEKAJIbHOTO BBEIEHUS (HANpUMep, HHTPaTeKalbHasl OOMIOCHAS MHBEKIIHS).

B npyrom ciyudae maHHOE pacKpbITHE OTHOCHTCSA K (papMaleBTUYECKOH KOMIIO3MIIUH,
coaepkamiel 28 Mr aHTHUCMBICJIOBOTO COEAWMHEHHS WU €ro COJM, PACKPBITBIX B JAAHHOM
u3o0pereHny, B 5 mi oObeMa papMarieBTHIECKOr0 BCIOMOTaTEeNIbHOTO BEINeCTBa (Hampumep,
uCMX, ®CBb), Takum 00pa30oM KOHLIEHTpPALUS AHTHCMBICJIOBOTO COSAMHEHHs COCTaBJISET 5,0
mr/mi. B onpemeneHHbIX ciyudasx —(papmaumeBTHYECKas KOMIIO3HMLIMS —COCTAaBJICHA IS
MHTPATEKAJIBHOTO BBEEHUS (HANpUMep, HHTpaTeKalbHasl OOMOCHAS HHBEKIIHSA).

®dapMalieBTUUECKHE  KOMIIO3ULUH, COMAEp)Kallli€ aHTUCMBICIOBbIE  COEAMHEHUS,
OXBATBIBAIOT JIFOOBIE (PapMaLIEBTHUECKH MPUEMJIEMbIE COJIH, CIIOKHBIE 3(UPHI I COJMH TAKHUX
CNOKHBIX  3¢upoB. COOTBETCTBEHHO, HANPUMEpP, PACKPbITHE TaKKe OTHOCHTCA K
dapMalieBTUYECKH TNPUEMJIEMBIM COJIIM AHTHUCMBICIOBBIX COCAMHEHUH, IPOJIEKAPCTBAM,

(I)apMaI_IeBTI/ILIeCKI/I NpUEMJIEMbIM COJIAM TaKUX IMPOJCKApCTB U APYTHM OHMO’KBHBAJIEHTAM.
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HOI[XOI[HH_II/IG (l)apMaI_[eBTI/ILIeCKI/I NPUEMJIEMBIC COJIM BKJIFOYArOT, HO HE OrpaHUYUBAACH HUMHU,
COJIM HATPH U KaJIUA.

CnocoObl 1eueHus

B naHHOM packpbITUM OMMCaH CHOCOO JIeUEHWs] WM TPENOTBPAILEHHs CIIMHAIbHOM
mbleuHol arpodun (CMA) y cyObekra-uenoseka. B onnom ciyuae CMA npencrasisier coOoi
CMA I tuna. B ngpyrom ciyuae CMA npeacrasnsier co6oit CMA II tTuna. B eme ogHOoM ciyvae
CMA mnpencrasnsier coboit CMA III Tuna. B npyrom cnygyae CMA mnpencrasnsier co6oit CMA
IV tuna. B onpeneneHHbIX ciy4asix CyObeKT-ueIoBeK SBIsIeTCs mpeacuMnToMubiM 1iist CMA.

JIaHHO€ PACKPBITHE TaKXKe OTHOCHTCS K CrOcO0y YBENIMYEHMs BKIFOYEHHUS 5K30HA 7 B
SMN2 TpaHCKpHNTaxX MaTPUUHOW puOOHYyKJIenHOBOH kucioTel (MPHK) u mpoapyumpoBanuio
nojiHOpasMepHoro Oenka SMN y  cyObekTa-dyenoBeka, Yy KOTOpOro motepsi obeux
(dyHKUHMOHATBHBIX KOmHid reHa SMINT.

Takke omucan cnoco0 yBeNIMYEHMs BKIIOYEHHS 3K30Ha 7 B TpaHcKpuntax SMN2
MaTpuuHOW puOoHykienHoBOH kuciotrel (MPHK) y cyObekra-dyenoBeka ¢ MyTalUsiMH B I'eHE
SMN1, uro nmpuBoAMT K PyHKUHOHATBHOMY Aeduunty 6emka SMN.

Kpome Toro, maHHoe pacKpbITHE€ OTHOCUTCS K CnocoOy NoBblLeHHs ypoBHed SMN2
MPHK, conep:xkarieit 5x30H 7, y cyObekTa-4esioBeka ¢ MyTalUsIMHA B XPOMOCOME S5(, UTO CBSI3aHO
¢ wmn npuBonut K aepuuuty Oenka SMN. CyObekT-ueIoBEK MOXKET HMETb AEJNEIHIO
TOMO3UT'OTHOTO T€HAa, 3aMEIIeHHE UITH OBbITh CJIOKHBIM T'€TePO3UTOTHBIM.

CriocoObl  BKJIFOYAIOT  BBENEHHE HYXKIAIOLIEMyCs B OTOM  CyOBEKTY-4eJIOBEKY
AHTHUCMBICIIOBOTO COE€AMHEHUs], OMMMCAHHOTO B JAHHOM M300pPETeHUH, UM €r0 CONu (Hampumep,
HaTpueBoit conn). CyObeKT-uenoBeK MOXKET ObITh B3POCIIBIM HIIH PEOEHKOM.

B opHOM cnydae CyObeKTy-ueJOBeKY BBOAWIM 03y AHTHUCMBICIOBOTO COEIUHEHUS,
npuMmeHumoro ans jedenuss CMA, wnu ero (apMauneBTHUECKH NPUEMIIEMYIO COJb IyTeM
WHBEKIIMA B MHTPATEKAJIbHOE NPOCTPAHCTBO CyOBEeKTa-uenoBeka. MHTpaTekaabHOE BBEICHHE
MOKeT OBITh BBIMOJHEHO MPU MOMOIIH TOSICHUYHOW MYHKLIMH (T. €., CHUHHOMO3TOBasl MyHKLIHS ).
BBenenne MokeT ObITh BBIMOJHEHO MPU MOMOIIM OOJMIOCHOH WHBEKUMH. B omHOM criydae
BBE/ICHUE TPOBOAMIIN MHTPATEKAIbHOW OOJIFOCHON MHBEKIHEH.

B oxgHOM cilyyae aHTHCMBICIIOBOE COCIMHEHHE, KOTOPOE BBOAMIN CyOBEKTY-UEJIOBEKY,
BKJIFOYAET UJIM COCTOUT U3 MOCIIEN0BATENbHOCTH HYKJIEHHOBBIX OCHOBaHUMH, U3JI0KEHHBIX B SEQ
ID NO:1, rme kaxkmas MEKHYKJICO3WIHAS CBSI3b OJIMTOHYKJIEOTHAA TNPEACTABISET COOOM
bochopoTHOaTHYIO CBSI3b, KAJKIBIM HYKIICO3HU]I OJUTOHYKIIEOTH A MpeacTaBisieT codoit 2°-MOE
HyKJIeo3u 1 Kaxablid C mpeacTaBisier cOOOH S-METHIILMTO3UH.

B omnpeneneHHBbIX ciaydasx NMEpBYIO A03Y aHTUCMBICIOBOIO COEAMHEHHUs WM €ro COly,
ONMHMCAHHBIX B JAaHHOM H300pPETEHUH, BBOAMJIM, €CIH CYObEKTy MeHee OnHOW Hexenu. B
OTIpeNieNIEHHBIX CIIydasix MEPBYIO A03Y aHTUCMBICIOBOIO COEAMHEHUs] I €r0 COJIH, ONMUCAHHBIX
B JAHHOM H300pETEeHHH, BBOAMIIH, €CIH CyOBEKTYy MEHee OJHOro mecsiua. B ompeneneHHBIX
cllydasX MEpPBYIO 103y aHTHUCMBICIOBOIO COEIUHEHUS WM €ro COJM, OMUCAHHBIX B JTAHHOM
n300peTeHNH, BBOAMIIH, €CIM CYOBEKTYy MeHee 3 MecsleB. B ompeneneHHbIX CIydasx HEepBYIO

AO03y AHTHUCMBICJIOBOIO COCAMHCHHSA WU €ro COJIM, OIMCAHHBIX B JdHHOM I/I306peTeHI/II/I,
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BBOJIWJIH, €CJIN CYOBEKTY MEHee M PaBHO O MecsleB. B onpeneneHHbIX Ciaydasx MepBYO 103y
AHTHUCMBICIIOBOTO COEIUHEHMs WJIM €ro COJIM, ONMHCAHHBIX B JAHHOM HM300pETeHHH, BBOIWIIH,
ecnn cyOpekTy Oonee 6 mecsneB. B ompeneneHHBIX Ciydasx NEPBYIO 103y aHTHCMBICIOBOTO
COEMHEHUs WJIH €T0 COJIM, ONMCAHHBIX B JAHHOM M300pETEHNH, BBOIUIIH, €CIIU CYOBEKTY MEHee
OJIHOrO roja. B ompeneneHHBIX caydasx MEPBYH O3y aHTHUCMBICIOBOIO COSAWUHEHMsI WU €r0
COJNM, ONMCAHHBIX B IaHHOM H300pPETEHHM, BBOAWIHM, €CIU CyObekTy MeHee 2 yer. B
OTIPENENIeHHBIX CIIy4asixX NEePBYIO A03Y aHTUCMBICIOBOIO COEAUHEHUs WU €r0 COJIH, ONUCAHHBIX
B JaHHOM H300pETeHUH, BBOAWMIH, €ClH CyOBeKTy MeHee 15 yer. B ompeneneHHbIX Ciydasx
NIEPBYIO 103y aHTUCMBICIIOBOTO COCAMHEHHUS WJIH €r0 COJIH, OMMCAHHBIX B JAHHOM H300pETeHHUH,
BBOIWIM, e€ciu CyObekry Oosee 15 yer. B ompeneneHHbIX Cly4dasx MEPBYIO 103y
AHTHUCMBICJIOBOTO COEIUHEHHsI WJIM €ro COJIM, ONMHCAHHBIX B JAHHOM HM300pETeHWH, BBOIMWIIH,
ecmn cyObekry or 1 nmo meHee uem 18 yer. B onpeneneHHbIX Cly4asix IMEpBYK 03y
AHTHUCMBICJIOBOTO COEIUHEHHsI WM €ro COJIM, ONMHCAHHBIX B JAHHOM HM300pPETeHHH, BBOIWIIH,
eciu cyobekty 18 et umm Oonee.

B onpeneneHHbIX ciydasx CyObeKT-ueloBeK umeeT uuciao konuit SMN2 1. B npyrux
ciy4asx CyOBeKT-4enoBek umeer uyucio komuii SMN2 2. B HEKOTOpBIX ciydasx CyOBeKT-
genoBek nMeet yrcio konuit SMN2 3. B npyrux ciydasx cyOBeKT-ueoBeK UMEET YUCIO KO
SMN2 4. B onpefesieHHbIX ClIydasx CyOBEKT-4eIOBeK HMeeT Yuciio Kormuid SMN2 5.

B HekoTOpBIX Cydasix aHTUCMBICIOBBIE COEIUHEHUS WM UX COJIM, ONMCAHHbIE B JAHHOM
n300peTEeHNH, BBOAMIN B BU/I€ MHTPATEKAJIbHOW OOJMIOCHON MHBEKIMH. B HEKOTOpBIX cirydasx
AHTHCMBICJIOBBIE COSMHEHUS WIIH UX COJIM, ONTUCAHHBIE B TAHHOM M300PETEHNH, BBOAUIH ITyTEM
OJJHOKPATHOHN MHTpaTeKalbHOH OOMIOCHOMN MoMOapHON NMyHKIMU. B onpeneneHHBIX BapuaHTax
OCYILIECTBIICHHUSI 00bEM HHTPATEKAJIbHOM OOIFOCHON TFOMOApHOH MyHKLIUU COCTABIISIET 5 MII.

PesxyM 103MpOBaHUS

B naHHOM pacKpeITUM ONHUCAHBI YBEJIUYEHHBbIE WJIM BbICOKOAO3UPOBAHHBIE DPEKUMBbI
AHTHCMBICJIOBBIX COSIMHEHUN WJIM MX COJIeH, OMMUCAHHBIX B JAHHOM M300pETEHUH, IS JICUSHHSI
wi npenorspamenuss CMA. B HEKOTOpPBIX Cllydasix 703a aHTUCMBICIIOBOTO COSAMHEHUS WJIH
ero conu (HampuMmep, HATPUEBOUM COJIM), UCIOJIb3YEeMOW ISl JIEYSHHs] WJIM TPeIOTBPALICHHUSI
CMA, sxBuBasieHTHa Ooyiee yem 12 Mr m MeHee 4yeM Wid paBHa 50 Mr aHTHCMBICIIOBOTO
COUHEHMs, OMHCAHHOTO B JaHHOM u300peTeHMH. B omnpeneneHHbIX Cay4asx 1032
AHTHCMBICJIOBOTO COEAMHEHHUSI WM €ro COJU (HApUMep, HATPUEBOUW COJIM), MCIIOJIb3YEeMOU st
neueHus: iy npenorspamnernss CMA, skBUBaJieHTHA TPHOIM3UTENBHO 13, mpubmusutenbHo 14,
npubnusutensHo 15, mpubmmsurensro 16, npuOnmsurensHo 17, npubmusutensHo 18,

npubnusutensHo 19, nmpubmmsurensro 20, npubmmsurensHo 21, npubmusutensHO 22

2

npubnusutensHo 23, npubmmsurensHO 24, npubnmusurenbHO 25, mpubmusuTeNnsHO 26

2 2 2

npubnusutensHo 27, mnpubmmsurensHo 28, mnpubmmsurenbHo 29, mpubmusutensHO 30

2 2 2

npubnusutensHo 31, npubmmsurensHo 32, mnpubnmusurenbHo 33, npubmusuTensHO 34

2 2 2

npubnusutensHo 35, npubmmsurensHo 36, mnpuOnmsurensHO 37, npuUONM3UTENBHO 38,

npubnusutensHo 39, npubmmsurensHo 40, npuOmmsurensHo 41, npubmusuTensHO 42,

npubnusutensHo 43, npubmusurensHo 44, npubnusurenbHo 45, npubnuzuTensHO 46

2
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npubnusutensHo 47, npubnusutensHo 48, mpubnusurtensHo 49 winm npubnusuTenpHo S0 Mr
AHTHUCMBICIIOBOTO COEAMHEHUs], OMMCAHHOTO B JAHHOM H300peTeHuH. B npyrux ciydasx nosa
AHTHUCMBICIIOBOTO COEIMHEHHUS WM €ro CONU (HarpuMep, HaTPUEBOI COJIN), UCTIONb3YeMOH IS
neueHus: wiu npenotepauienuss CMA, skBuBanentHa 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23,
24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49
wii 50 Mr aHTHUCMBICIOBOTO COEAMHEHMs, OIMCAHHOTO B JaHHOM u3o0perenun. B
OIpe/IeJICHHBIX BAPUAHTAX OCYIIECTBICHUs A03y BBOAWIM (HAIIpUMeEp, WHTPATEKAJIbHO) B
oobeme 5 mi (Hampumep, UCMXK wnn @CB). B HeKOTOPBIX Ciydasx H03y BBOIUIHM OOJFOCHOM
UHbeKIMel. B oMHOM cliyyae 103y BBOIMIIN HHTPATEKATbHON OOJFOCHONW UHBEKIUEH.

B HEKOTOpBIX Ciydasx HYXKJAOLIEMYCs B 93TOM CYOBEKTy-4YeJIOBEKY BBOIWIIH
AHTHUCMBICJIOBOE COEIMHEHHE WM €ro COJjb, ONMUCAHHbIE B JAHHOM HM300pETeHHH, B J03€,
SKBUBAJICHTHOW 18-50 Mr aHTHCMBICIOBOrO coequHeHuss B oObeMe n0o3bl 5 M. B nmpyrux
CNy4asix HY)KTAOIIEMYyCs B 3TOM CYOBEKTY-4eJIOBEKY BBOAMIIN AHTHCMBICIOBOE COCAMHEHHUE
WIA €ro COJib, ONMUCAaHHBbIE B JAaHHOM H300pETeHUH, B 103€, OSKBUBAJICHTHOW 24-50 wmr
AHTHUCMBICIIOBOTO COETMHEHHs B 00beMe T03bl 5 Mil. B onpeneneHHbIX clydasix Hy KAALEeMyCs
B 5TOM CYOBEKTY-4eJIOBEKY BBOIWIH AaHTHCMBICIOBOE COSAMHEHUE WUJIH €r0 COJb, ONHICAHHBIC B
JAaHHOM UW300peTeHWH, B J03€, SKBHBAJIEHTHOW 28-50 MI aHTHUCMBICIOBOTO COCAMHECHHS B
o0bemMe 10361 5 MII. B emme onHOM ciiydae HyKIAroIIeMycs B 5TOM CyOBbeKTy-4eJIOBEKY BBOAMIIH
AHTHUCMBICIIOBOE COEIMHEHHE WM €ro COJjb, ONUCAHHbIE B JAHHOM M300pETeHHH, B M03€,
SKBUBAJEHTHONW 50 MI' aHTHCMBICIOBOTO COEIUHEHHMs B oObeMe 1036l 5 M. B HekoTOopbIx
CJIy4asix 03y aHTHCMBICIIOBOTO COEIMHEHHS NI €r0 COJIM, ONMCAHHBIX B JAHHOM H300peTeHHH,
BBOIMIN OOMIOCHOM MHBEKIMEH. B onHOM ciydae 103y aHTHCMBICJIOBOTO COEUHEHHS WM €ro
COJIY, ONTUCAHHBIX B TAHHOM M300pPETEeHUH, BBOIWIN HHTPATEKAIbHON OONOCHON MHBEKLHel. B
ONpPEEICHHBIX CIy4asiX aHTUCMBICIOBOE COCIMHEHHE WIHU €ro COJjb, ONHUCAHHBIE B JAHHOM
u3obperennu, BBoamwiu B MCMXK unu ©CB.

PexxM 103MpOBaHUS MOXKET BKJIKOYATh BBeACHUE (HANpUMeEp, HMHTPATEKAIBbHO)
CyOBEeKTy-4eNIOBEeKy 10 MeHbLIeH Mepe AByX (Harmpumep, 2, 3, 4, 5), mpuONIU3UTENBHO ABYX HIIU
IBYX HACBHIMAOLINX 103 AHTUCMBICJIOBOIO COSIMHEHHs] WM €ro COJMU (Hampumep, HaTPUEBOH
COJIM), OINHCAHHBIX B JAaHHOM H300PETEHHH, KOTOPbIE HCIONb30BAIA JUI JICUCHHS WIIH
npenotBpamenuss CMA, 5SKBUBaJIEHTHBIX NpUOMU3UTENbHO S0 Mr  aHTHCMBICIOBOTO
COEIMHEHMs], a 3aTeM MOAAEPKUBAIOIIUX 103 AHTUCMBICIOBOIO COEAUHEHUs WIH €ro COJH
(HarmpuMep, HATPUEBOH COJIH), OMMUCAHHBIX B JTAHHOM HU300pETEHUH, UCTIOIB3YEMBIX JUIS JICUEHHSI
win  npenorepameHnst CMA, SKBHBAJIEHTHBIX MNPHONM3UTENBHO 28 MI aHTHCMBICIOBOTO
COeNMHEHMs. B HEKOTOpBIX Ciy4asX Kakjas W3 HACBILAKIIUX A03 3KBUBajeHTHa 50 Mr
AHTHUCMBICIIOBOTO COEAMHEHUs], OMMUCAHHOTO B JIAHHOM M300peTeHnu. B HEKOTOpBIX ciydasx
Kaxaass W3 MNOAAEPKMBAIOLIMX A03 OKBUBAJIEHTHA 28 MI aHTUCMBICIOBOIO COENMHEHMUS,
OMHMCAHHOTO B JAHHOM M300peTeHHnH. B HEKOTOPBIX Cilydasx HACBHIIANONINE O3Bl BBOIWIN C
uaTepBasioM oT 10 1o 20 cyTok (Hampumep, ¢ uHTEpBasoM oT 10 1o 18 cyToK, ¢ HHTEpPBAJIOM OT
12 no 16 cyTtok B [Be Helenu), a MOANEPXKUBAIOIINE 03I BBOIWIM 4epe3 3-0 MecsleB

(Harmpumep, 4-5 Mecsma WM NpUOTHU3UTENBHO 4 MeCsIa) Mocie TOCIeIHeH HAChIIAOMm e 103bI
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U Kaxaple 3-6 mecsueB noToM. B HEKOTOPBIX CllydasiX BBOAWIM [BE€ HAChILAOLIUE A03bL B
HEKOTOPBIX Cy4asx BBOAWUJIM TP Hachlaromue A03bl. Ellle B Apyrux ciayvasx BBOJUIIM YEThIPE
HACBILIAIOIIKE 103bl. B OnpeneneHHbIX ciayvasX HaChILAOIINE A03bI BBOAUIN C UHTEPBAJIOM OT
10 no 18 cyTok, a moanep:KUBArOLIME N03bl BBOAWIU uepe3 3-6 MECsLEB IMOCJe IMOCIEIHEH
HACBILIAIOIIENH 03Bl U uepe3 3-0 MecsAleB NOTOM. B HEKOTOpBIX Cly4asiX HACBIAIOIINE O3bI
BBOAWJIM C MHTepBaJIOM OT 12 mo 16 cyTok, a moaaep:KUBaIOIIME NO3bl BBOAWIN depe3 3-6
MECSILIEB TIOCIIE MOCTEIHEH HACKIAOIIEH 103kl U uepe3 3-6 mecsAues noToM. B apyrux ciydasx
HACBIIIAIOIINE 03Bl BBOAMIU ¢ HHTepBajoM oT 10 no 20 cyTok (Hampumep, pa3 B 1B HEAENH), a
NOJEPKUBAIOLIME O3Bl BBOAUIN 4epe3 3-6 MeCsLEB MOCe MOCAeAHEN HACHILAKIIEH 03I U
yepe3 3-6 MecsAleB NOTOM. B omnpeneneHHBIX CiaydasX HACBILAKOIINE [103bl BBOAWIU C
UHTEPBAJIOM 14 cyTOK, a moaaep:KUBArOLKe O3bI BBOAWIN Yepe3 3-6 MecsLeB N0ocie NoCaeaHen
HACBIIAOIIEH J03bI U uepe3 3-6 MecsleB MOTOM. B HEKOTOPBIX Clydasix MOANEP KUBAOIIYIO(HE)
no3y(bl) BBOOMIIM depe3 4-5 MecsueB mociie MOCHeNHeH HachIaromed 103bl U uepe3 4-5
MeCsSIIeB MOTOM. B HEKOTOpBhIX ClyYasix noaaep:kuBaromyo(ne) a03y(bl) BBOIUIH
npuOIU3UTENPHO Yepe3 4 Mecsla MOcie MOochenHel HachIaromed A03bl U MPHOIM3UTEIBHO
yepes 4 mMecsia moToM. B HEKOTOPBIX CiTydasix MOAep KuBaromyo(ue) n1o3y(bl) BBOIWIN Yepes3
4 mecsua mocie MOCHeAHEH HACBILAIIEeH 103kl U 4epe3 4 mecsua notoM. B HEKOTOpBIX
ClIy4asix BBOAWIM IO MEHbBIIEH Mepe Be, M0 MEHbLIEH Mepe TPH, [0 MEHBIIEH Mepe YEeThIpe, MO
MEHBIIEH Mepe IATh, [0 MEHbIIEH Mepe LIECTh, [0 MEHbIICH Mepe CeMb, IO MEHbIIEH Mepe
BOCEMb, IO MEHBIIEH Mepe AEeBAThb, MO MeHblerd Mepe 10, mo Menbwer mepe 11 unm mno
MeHbLIEH Mepe 12 noaaepKkuBaroLImux 103.

B oxgHOM npuMepe Hy>XAaroLEMyCsl B 3TOM CYOBEKTY-UEI0BEKY BBOJMIN HACBIIIAOLIYIO
703y AHTHCMBICIOBOIO COEOUHEHHs, H300pPaK€HHOrO HWXKE, WIM €ro coiuu (Hampumep,

HAaTPHUEBOH COJHN):
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B /103€, SKBHBAJEHTHOH npuOmmsurenbHo 50 mr (Hampumep, SO Mr) aHTHCMBICIOBOTO

coeMHEeHUsl. B HEKOTOPBIX Cllydasix HyKIAIOLIEMyCsl B ’TOM CYyObEKTY-4eJIOBEKY BBOIUIIH IBE
HACBIIAKOIINE 103bI AHTUCMBICIIOBOTO COEMHEHHs WIH €ro coyu (Harpumep HaTPHEBOH conn),

OMUCAHHBIX B JAHHOM u300pereHuu, ¢ uaTepBasiom 10-20, 10-18, 12-16 wnu npuOIM3UTENBHO
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14 cyTok, rne Kakaas U3 HaCBINAOLINX 103 SKBUBAJIEHTHA Npubmu3uTensHo S0 Mr (Hanpumep,
50 Mr) aHTHUCMBICIOBOIO COEOMHEHUs. B HEKOTOPBIX CilydasX HYXIAIOIIEMyCs B O3TOM
CyOBEKTy-4eJIOBeKY BBOJWJIM JIBE€ HACBIIIAIONINE O3Bl AHTHCMBICIOBOTO COCIMHEHUS WM €ro
cosu (HarmpuMep HATPUEBOH COJM), ONMHUCAHHBIX B JaHHOM H300peTeHHH, C HHTepBaJoM 14
CYTOK, IZe KaXAas M3 ABYX HACBHIMAIOMINX 03 JKBUBAJEHTHa NpuOIm3urensHo 50 wmr
(Hanpumep, S0 Mr) aHTHCMBICIOBOTO COEOMHEHHs. B HEKOTOpBIX Ciydasx Hy)XKOAOIEeMycs B
3TOM CyOBEKTY-UeJIOBEKy BBOJIMIM J[B€ HACHIAIOINNE JO3bI AHTUCMBICIOBOIO COSAMHEHHS WIIH
ero cosii (HarmpuMmep HaTPUEBOM COJIM), OMTMCAHHBIX B JAHHOM M300pETEHHUH, pa3 B JBE HEIEJIH,
rJe Kakaas M3 JBYX HACBIIAIOLINX 03 SKBUBAJEHTHA MpuOnmsutesnsHo S0 mr (Hampumep, SO
MTI') aHTHUCMBICJIOBOTO COENMHEHWs. B OZHOM cilydae HYXXIAKLWEeMycsi B 3TOM CyOBEKTy-
YeJIOBEKY BBOAMJIM B 1 CyTKM MEPBYIO HACBILAKOIIYI 103y aHTUCMBICIOBOIO COEJUHEHUs WIN
ero coiu (HampUMep HATPHUEBOH COJIM), OIMUCAHHBIX B JaHHOM H300peTeHHH, B J03€,
SKBHUBAJICHTHYIO0 Npubmu3utensHo S0 mr (Hampumep, SO Mr) aHTHCMBICIIOBOTO COCOHHEHUS, U
BTOPYK) HACBIIIAKOLIYK) 103y AHTUCMBICIOBOIO COEAMHEHUs WM €ro COJIM, OINUCAHHBIX B
JaHHOM M300peTeHnH, Ha 15 CyTKH, S3KBUBAJICHTHYIO pHOIM3uTeNbHO SO Mr (Hanpumep, SO mr)
AHTHUCMBICIIOBOTO COEAMHEHHUs. B HEKOTOPBIX Cllydasix CYOBEKTy-4YeJIOBEKY IOMOJHHUTEIBHO
BBOJWJIM IO MEHBIIEH Mepe OAHY MOAAECPKUBAKOLIYIO NO3Y AHTHCMBICJIOBOIO COCIVHEHUS WU
€ro COJIM, OTNIMCAHHBIX B JAHHOM H300PETeHUH, TAe MOANEPKUBAIOINYIO 103y BBOAWIN Yepe3 3-6
MecsieB, 4-5 MecsleB WM uepe3 NPUONU3HTENIbHO 4 Mecsia IOCie BBEOEHUS BTOPOM
HACBIAKOIIEH 103bl. B HEKOTOPBIX Cllydasx CyObEeKTy-4eJIOBEKY JOMOIHUTEIbHO BBOAUIH OIHY
win OoJiee OTIONHUTENBHBIX MOAAEPKUBAIOIINX 103 AHTUCMBICIOBOIO COEIUHEHUs U €ro
COJIM, OMHCAHHBIX B JAaHHOM wH300peTeHHH, uepe3 3-0 MecsueB, 4-5 Mecsla WM yepes
npuOIM3UTENPHO 4 Mecslia Mocie BBEACHUS MEePBOH MOAAEP KUBAIOIIEH NO3bl. B HEKOTOpBIX
Clly4asix CyOBEKTYy-4eJOBeKYy MOMOJIHUTEIbHO BBONWIM OAHY WM Oojiee OMOJHUTENBbHBIX
MNOJAEPKUBAOIIUX 103 AHTHUCMBICIIOBOIO COCIMHEHHUs] WJIM €r0 COJIH, ONUCAaHHBIX B JAHHOM
u3o0peTeHnHn, yepes 4 MecsLa mocie BBEICHUS TIePBOH MOAAESPKUBAIOLICH 03I

B gpyrom nmpumepe HyXKAAOMEMyCs B 3TOM CyOBEKTY-4€JIOBEKY BBOJIWJIH

HaChIAOIIYI 03y COJIM aHTHCMBICIIOBOI'O COCAUHCHUS, I/1306pa>KeHHOFO HHXKE:
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B /103€, SKBHBAJEHTHOH npuOmmsurenbHo S0 mr (Hampumep, SO Mr) aHTHCMBICIOBOTO
coeMHeHUsl. B HEKOTOPBIX Cllydasx Hy»KIAKOLIEMyCsl B ’TOM CYyObEKTy-4eJIOBEKY BBOIUIIH IBE
HACBIAOIMKEe 03Bl cou ¢ uHTepBajoM 10-20, 10-18, 12-16 wnmu npubnuszurensHo 14 CyToK,

r7e Kaxkaas M3 HaChIIAIUX A03 3KBHUBAJIEHTHA npudnnsutenpbHo 50 mr (Hampumep, 50 wmr)
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AHTHUCMBICIIOBOTO COEAMHEHUs. B HEKOTOpBIX Clydasx HYXKOAIOIIEMyCs B 3TOM CyObEKTy-
YEJIOBEKY BBOJIMJIU JBE HACBILIAKOLINE AO3bI COJIM AHTUCMBICIOBOIO COEAUHEHUS] C UHTEPBAJIOM
14 cytok, rme kaxnmas W3 ABYX HACBIIIAIOIINX 103 3KBHBAJIEHTHA NPUOMM3UTENBHO S50 Mr
(narmpumep, 50 Mr) aHTHCMBICIOBOTO COEIMHEHMs. B HEKOTOpBIX Clydasx Hy KIAKOLIEMyCs B
3TOM CyOBEKTY-4eJIOBEKY BBOIMIIN IBE HACBILIAIOIINE JO3bI COJIM AHTHCMBICIIOBOTO COETUHEHUSI
pa3 B IB€ HEIENH, TIe KaXXKaast U3 IBYX HACBIIAIOIINX 03 9KBUBAJIEHTHA MPUOIM3UTENBHO 50 Mr
(Hampumep, 50 Mr) aHTHUCMBICIOBOTO COENMHEHMs. B OJHOM ciiydae HYKIAFOIIEMYCsS B 3TOM
CyOBEKTy-4eJIOBeKY BBOIWIM B | CYTKHM MEPBYIO HACBILIAIOIIYIO 03y COJIH AHTHCMBICIOBOTO
COEMHEHUs] B 03¢, OKBUBAJCHTHYI mpubOmusutenbHo S50 wmr (Hampumep, S50 wr)
AHTUCMBICIIOBOTO COEIMHEHUs, M BTOPYH) HACBILAIOIIYI0 03y COJHM AHTUCMBICIOBOTO
coenuHeHUs Ha 15 cyTku, 3KBUBaJeHTHYH mnpudmmsurensHo 50 mr (Hampumep, S50 wr)
AHTHUCMBICIIOBOTO COEAMHEHUs. B HEKOTOPBIX Cllydasix CyOBEKTy-4YeJIOBEKY JIOMOJHHTEIBHO
BBOJWJIM IO MEHBLIEH Mepe ONHY MOAAEPKUBAIOLIYIO A03Y COJIM aHTHCMBICIOBOIO COCIUHEHMUS,
rie TNOAJEPKUBAIOIIYI0O JA03y BBOAWIM 4Yepe3 3-6 MecsueB, 4-5 Mecsua WIM 4Yepes
npuOIU3UTENBHO 4 MecsIa IMocie BBEICHUS] BTOPOH HAChIArOIIel 103bl. B HEKOTOPBIX Cityuasx
CyOBEKTy-4eNIOBeKY  JOIMOJIHUTENbHO BBOAWIM OOHY WM  OOJjiee  JTOTIOJHUTENbHBIX
MNOJEP>KUBAOLINX A03 COJIM AaHTUCMBICIOBOIO COEIUHEHUs Yepes 3-6 MecsLes, 4-5 mecsana uim
gyepe3 NpUOTU3UTENBHO 4 MecsLa TOCIe BBEACHNS IEPBOH MONAEPIKUBAOLIEH HO3bI.

B omHOM acmekte HyXKOarmoIeMycs B 3TOM CyOBekTy-denoBeky (Hampumep, co CMA
(;mroboro tuma ot I go IV) mnm mpeacuMNTOMHOMY) BBOAMJIM TNMEPBYKO HACBIIIAIOIIYIO A03Y
AHTHUCMBICIIOBOTO COEIMHEHUS HIIM €r0 COJIM, ONHCAHHBIX B IaHHOM H300peTeHHH, B 1 CyTKHU B
7103€, 3KBUBAJIEHTHOH npuOmm3urenabHo 50 Mr (Hanpumep, SO M) aHTUCMBICIIOBOTO COETUHEHNS,
BTOPYI0 HACBIAKOLIYK 103y AHTUCMBICJIOBOIO COEAMHEHHUS] WM €ro COJIM, OINUCAHHBIX B
JIaHHOM HM300peTeHHH, MPUOJU3UTENBHO Ha 15 CyTKH B 103€, SKBUBAJEHTHON NMPHOINU3UTEIBHO
50 mr (wampumep, SO Mr) aHTHCMBICJIOBOTO COCAWHEHHUS, MEPBYIO MOANEPKUBAOIIYIO O3y
AHTUCMBICIIOBOTO COCIWHEHUS] WJIM €ro COJIM, OIHCAHHBIX B JaHHOM H300pETeHHUH,
npuOIU3UTENbHO Ha 135 CyTKH B 103€, SKBUBAJICHTHON MpUOIM3UTENbHO 28 Mr (Hampumep, 28
MT') aHTUCMBICJIOBOTO COEIMHEHMsI, H OIHY HJIM 0OOJiee JOMOIHUTENbHBIX MOAASPKUBAIOLINX 103
AHTUCMBICIIOBOTO COCOWHEHUS WJIM €ro COJIM, ONHCAHHBIX B JaHHOM H300peTeHHUH,
npubnusuTensHo 4epe3 120 CyTOK TOcCie MEpBOH NOAACPKUBAIOIIEH HO3BI B JI03€,
SKBHUBAJICHTHOW MPUOIM3UTENbHO 28 Mr (Hampumep, 28 Mr) aHTUCMBICIOBOTO COEIUHEHHs. B
OITHOM CJIy4ae HY’KAAIIIEMyCsl B 3TOM CyOBbeKkTy-uenoBeky (Hampumep, co CMA (irroboro tumna
ot I no IV) wnm npencuMnToOMHOMY) BBOAMIIM MEPBYIO HACBHIMAOIIYIO O3y AHTHCMBICIOBOTO
COEAMHEHUs] WJIM €ro COJH, ONHCAHHbIX B JaHHOM u300pereHHMH, B 1 CyTKHM B J03€,
SKBUBAJEHTHOW S50 Mr aHTUCMBICJIOBOIO COCIMHEHHUs, BTOPYK) HACBIIAKIIYID 103y
AHTHUCMBICIIOBOTO COEIMHEHUS WIIK €T0 COJIU, ONMCAHHBIX B JAHHOM M300peTeHny, Ha 15 cyTku B
703€, SKBUBAJIEHTHON 50 MI' aHTUCMBICIIOBOTO COEAMHEHUs], MEPBYI0 MOAAECPKUBAIOLIYIO O3y
AHTHUCMBICIIOBOTO COEMHEHHsI WM €r0 COJM, ONMUCAHHBIX B JTaHHOM HM300pETeHHMHU, Ha JIFOOBIE
134-140 cyTku B 103€, SKBUBAJIEHTHON 28 MI' aHTHCMBICJIOBOTO CO€AMHEHUs], U OJHY WM Oonee

AOMOJIHUTECJIIbHBIX TMOAACPKUBAIOIIUX O3 AHTUCMBICIOBOIO COCAUHCHUA WK €T0 COJIH,
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OMUCAHHBIX B JAHHOM H300peTeHnH, depe3 253 -259 cyTok mocje MmepBO MOIAep KUBAIOLICH
J03bl B 7103€, SKBUBAJEHTHON 28 MI' aHTHCMBICJIOBOIO CO€AUHEHUs. B HEKOTOpBIX BapuaHTax

OCYILIECTBIICHHUS aHTI/ICMbICJ'IOBOG COeIMHEHHE XaPAKTEPH3YeTCs CIeyIoLIel CTPYKTY PO
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AHTUCMBICJIOBOT'O  COCAHMHCHUA

B HekoTOprIX BapuaHTax OCYLIECTBJIEHHUS COJb
XapaKTEePU3yeTCsl CIEAYIOLENH CTPYKTYPOH:
o}
HsC NH o
HO | A HsC
o N © * NH
LA
o N7TO
O R NH;
Na+'S—ﬁ’=OH3C SN o R o
° o_ N0 Na*~$—P=0 3\fLNH
© o N0
0 N NH,
= N
N N7 Na*~S—P=0 H3C\f*N
o)

|
Na* _S—ﬁ’=0
0—§ R = OCH,CH,OCHj3
B npyrom acmekte maHHOE pacKpbITHE OTHOCUTCS K pexXuMy mondopa HO3bI IS

HY>KIAIOIIerocss B 3TOM CyObekTa-uenoBeka. Pexkum monbopa (TPOMEKYTOUHBIN) MO3BOJISIET
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3¢ PEeKTUBHO NEpPEeBOIUTH CYOBEKTOB MO OAOOPEHHOMY peXuMmy 12 Mr aHTHCMBICIOBOTO
COEMHEHUs] WM €ro COJIM, ONMHCAHHBIX B JAHHOM H300pETEHHH, HA PEKUM, YTO IO3BOJISET
yBennmuuTh Bo3aeincTeue HCMOK. B onHOM ciydae pexxum mon0opa A03bI BKIIFOUAET BBEIECHUE
CyOBeKTy, KOTOPOMY paHee BBOAWJIM AHTUCMBICIOBOE COEAMHEHUE WM €r0 COJIb, OMHCAHHBIE B
JaHHOM HW300peTeHHH, B J03€, OKBUBAJIEHTHOW 12 Mr aHTHCMBICIOBOTO COEIUHEHUS,
HACBIIIAKOIIEH 103bl AHTUCMBICIOBOIO COEIMHEHUS! MM €ro COJIM, M300pPa’keHHBIX B JAHHOM
M300peTeHNH, >KBUBAJCHTHOH NpHONM3UTENbHO S50 Mr aHTHUCMBICIOBOTO COEAMHEHHs. B
HEKOTOPBIX ~ CIy4asXx HACBIIIAIOIAs J03a TMpeacTaBiser coboi  ogHy  OONOCHYIO
MHTPATEKAJIbHYI0 UHBEKLUIO. B HEKOTOpBIX ciayyasx 50 Mr HacelaroLen 1036l BBOAWIN Yepes3
YeThIpe MeCsla MOCJe MOCIEOHErO0 BBENCHUs 12 MI aHTHUCMBICIOBOIO COEIMHEHHS WIH €ro
COJIM, OTMCAHHBIX B JaHHOM M300peTeHur. B HEKOTOpBIX ciydasx SO Mr A03bI BBOAWIH IOCI]IE
12 mMr no3sl ¢ nocnenyriueil 7o30M 28 mr. B ompeaeneHHbIX Ciaydasx OAHY WM HECKOJIbKO
MNOJEPKUBAKOIINX 103 AHTUCMBICIOBOIO COEAVHEHUS WIM €ro COJM, ONUCAHHBIX B JAHHOHN
300peTeHNH, BBOIWIN CYOBEKTY B 703€, SKBUBAJIEHTHOH 28 MI' aHTHCMBICIIOBOTO COCIMHEHUS,
HayMHasi TPUOIM3UTENBHO Yepe3 4 MecsLa MMOCie HAChINAIIel 103bl. B HEKOTOPBIX Clydasx y
cyOpekTa Oblla MO MEHbIIEH Mepe OfHA, IO MEHbIIeH Mepe JBe, MO MEHBbIIEeH Mepe TPH, IO
MEHBIIEH Mepe 4YeThIpe, MO MEHbLIEH Mepe MAThb WIM OJHA, ABE, TPH, YEThIPE WIH MSTb A03
AHTHUCMBICIIOBOTO COCOMHEHMSI WJIM €ro COJIM, ONHCAHHBIX B JaHHOM H300peTeHuH,
SKBUBAJICHTHBIX MPUONM3UTENPHO 12 MI' aHTHCMBICIOBOTO COEOUHEHHUs Iepel IMOJyYeHHEeM
HACBILIAOIIEH N03bl. B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHHUS AHTHCMBICIOBOE COCIUHECHHE

XapaKTEPU3YETCs CICAYIOLIEN CTPYKTYPOIL:
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CIEAYOUIEN CTPYKTYPOIL:

HEKOTOPBIX  CJIydasix COJIb AHTHUCMBICIIOBOTO COEAMHEHUS XapaKTePHU3YEeTCs
0
H
= NH o)
HO | /& H-C
o N © * NH
LA
o N0
O R NH;
a*~s—p=0"C~ 2y 0O R O
o o L HsC
o N 0 Na S—IIDZO | NH
© o_ N"To
o NH,
_p= N
o NN Na* ~S—-P=0 H3C\f*N
O N0
NH, o)
| ll?—l C
Na*~S—P=0 ° <N
iy | o R NH,
o Na* ~S—P=0 </N N

|
Na* ‘s—F|>=o
0—§ R = OCH,CH,OCHj3

OIMMCAHHBIC B JaHHOM I/1306peTeHI/II/I,

OOBIYHO TMpenCcTaBleHbl B OO0BEME

J1o3b1,

npubmmutensHo 5,0 M. B ogHoM ciyuae ob6bem mo3bl cocraBisier 5,0 mu. B HEKOTOpBIX
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cnyyasx pasbasurenem siBiusercss @Ch. B npyrux ciydasx paszbasurenem sisisiercs nCMK. B
ONPENENIEHHBIX ~CIIy4asX HACHINAIOIIAs J03a TMpPENCTaBleHa Yy CyOBeKTa-uejoBeka B
koHIeHTpauu 10,0 Mr/mii. B HEKOTOPBIX Ciydasx MOANEP KUBAIOINAsl 1032 MPEACTaBIeHA Y
cyOBeKTa-ueoBeKa B KOHLIEHTPALHH 5,6 MI/MIL

Jlo3bl OOBIMHO BBOIWJIM WHTPATEKAIbHO, HAmNpHMep, JIOMOanpHOW myHKuue. Jo3bl
OOBIYHO BBOAWIM B BHJE MHTPATEKAJIbHOH MHBEKINHU (HANPUMEpP, UHTPATEKAIbHOH OOIIOCHOM
UHBEKIHEH).

buomapkepsbl

buomapkepst CMA ¢ AMAarHOCTHYECKUM, MPOTHOCTHYECKUM, NPOTHOZUPYIOLUINM |
(bapMakOIMHAMHYECKMM 3HAUYE€HUEM TMOJIE3HbI Il OOJierdeHusi BbIOOpa BpPEMEHH Hadvaia
JICYSHHUs, ONPEACNICHNUsI OTBETa Ha BMELIATEIbCTBO, ONpeneseHus: dpdeKxra JeUeHUs U OLEHKH
JOJTOCPOYHBIX Pe3yJbTaTOB. Takue OMOMapKepbl BKIOUAIOT '€HETHYECKHE, STTHIeHETUIECKUE,
NPOTEOMHBIE, 3JEKTPOPHUIUOJIOTHYECKHE U OTOOpakaromue Mepbl. B HaHHOM pPacKpBITHUH
ONMUCAHO TPUMEHEHHE TaKuX OUOMAapKepoB uisi oOOJierdeHusi OOHAPYIKEHUS COCTOSHUM
3a0oneBaHNsl IO CPABHEHHMIO CO 370pPOBOH momyssinuel, obecredeHus: HHPOpPMALUU O
BEPOSITHBIX TOCJEACTBUAX ISl 30POBBs, Pa3BUTHU 3a00JNEBaHUS WM PUCKA TOBTOPEHUS,
oOneruennst crpatudukanuyu (EHOTHIMUYECKON TSIKECTH, BBIIBIEHHS BEPOSATHBIX OTBETOB Ha
JIeYeHNE U TIOMYJISILUYU MALUEHTOB, MOATBEPKICHUs] OTBETAa Ha TEPANUIO W/UIN HAOFOACHUS 3a
TepaneBTHUECKON 3PPEKTUBHOCTHIO.

B onHOM BapuaHTe OCYIIECTBICHHS] ONOMAapKEPOM SIBIISIETCS HEHPOPHIAMEHTHBINH OEIOK.
HefipodunameHTsl sBISIIOTCS NpeoONafarollUM IIMTOCKENETHBIM 3JIEMEHTOM B HEHpOHaxX W
UrpaloT POJIb HE TOJBKO B NMPUAAHUM MEXAaHHYECKOW CTaOMIIBHOCTH, a TAKXKE B OINpPENEICHUH
aKCOHHOTrO MaciuTtaba. YenoBeueckne HEHPOPUIAMEHTBI COCTABICHBI U3 TpeX ONKOBBIX
cyOpenuunL, Jerkoid wemu Hedpodpmnamenta (NF-L), cpennei/mpoMexyTouHOH Lenu
Helipodunamenta (NF-M) u Tskenoi nenu Hetipodunamenta (NF-H). Takue Oenku uMeroT Ty
ke 0a30ByH0 apXHTEKTypy, YTO U JApPYyrue OeJNKOBble CYObEOMHULIBI MPOMEKYTOYHBIX
¢unamenros. HefipodunaMeHTbl HEPBHOW CHUCTEMbI MJIEKOIHTAIOLINX TAKXKE CONEpKaT Oeslok
UHTEPHEKCHH, M HelpoduiaMeHTel nepudepuvdeckoil HEPBHOH CHCTEMBI TaKKe MOTYT
comepkath Oenok mnepudepun. Takum o00pa3oM, B KOHTEKCTE MAHHOTO JOKYMEHTa IO
«HehpodmiameHTHBIM Oenkom» mnoapasymeBaercs NF-H, NF-M, NF-L, uHTepHEKCHH WiIH
nepudepur. buomapkep CMA moxer ObiTh ogHUM MU Heckoimbkumu u3 NF-H, NF-M, NF-L,
UHTEPHEKCHHOM H niepudepuHoM. B HekoTOphIX ciyyasx Ouomapkep SMA npencrasnsieT coOoit
dochopunuposannyro NF-H (pNF-H). B onpenenennsix cnyuasix dSuomapkepom CMA siBsieTcst
dochopunmposannbiii NF-L.

B xnuHudeckux ucnbITaHUsAX HycuHepceHa co CMA tunamu 1, 2 1 npeaucMITOMHBIMU
miraneHnamu, pNf-H B mnmasme muddepenmupyer uaauBuayymos co CMA 0T 300pOBBIX
KOHTpoJel. Hauwano nedeHMs HyCHHEPCEHOM OBUIO CBSI3aHO C OBICTPBIM CHUJKEHHEM C
nocnenyrouei cradunmmzanueit pNf-H Ha ypoBHsIX, OMU3KUX K YPOBHSIM 310POBBIX KOHTPOJICH.
Takum obOpasom, oneHka ypoBHell Heiipodunamenta (Hampumep, pNf-H w/uma NfL), mosxer

OBITh TOJIE3HBIM 6140MapKep0M J0 WIH B TCUCHUC JICUCHUA.
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YpoBHH HelipopuiramMeHTa MOTyT ObITh UCIIOJIb30BAHbI I ONPENENIEHHs TOTO, OTBEYAET
i cyObeKT (HampuMep, 4YeJOBeK), KOTOPOMY BBOAMJIM AHTHCMBICIIOBOE COCOMHEHHE WJTH €ro
COJIb, OITUCAHHBIE B JAHHOM M300pETeHNH, Ha JIEUeHHE. ITO MOXKET ObITh OLEHEHO MOJyYEHUEM
NepBOro OHOJOrHUecKoro odpasia OT CyOBbeKTa 10 U BTOPOro OMOJOrH4eckoro odpasia mnocie
BBEJICHHSI JIeUeHHsI CYOBEKTY U M3MepeHus ypoBHs Helpodunamenrta (Hanpumep, NF-H, NF-M
wiu NF-L) B Takux oOpaszuax. B oqHOM ciiydae ypoBeHb HelpoduiaMeHTa MpeacTaBisieT coOoit
yposeHb pNF-H.

B ompeneneHHbIX Ciyuyasix mepBblid Ononorndeckuii odpasen win 00pas3ipl MOTYT ObITh
coOpaHbl OT cyObekTa (Hampumep, 4ejioBeka) B JI000e BpeMs Mepen JCUeHueM, Harpumep, 3a
HEJIENIO J10, 32 HECKOJIBKO JHEH 110, 32 AeHb 10, HECKOJBKO YacOB JI0, 3a Yac 0 WIH MEHEe, YeM
32 4Yac IO BBEIEHHUs AHTHCMBICIOBOTO COCAMHEHHUS WJIM €ro COJIHM, OIMHCAHHBIX B JTaHHOM
u3obperennn. [TonoOHbIM 006pa3om, BTOpoit Ononornueckuii oopasen min o0pasLbl MOTYT OBITH
coOpanbl OT cyOBekTa B JI000€ BpeMsl ITOCIIe BBEICHHS JICUSHHs, HATIPIMeEpP, MEHee, YeM 4yepes
9ac Iocie, 4Yepe3 dYac IOcie, 4Yepe3 HECKOJbKO YacoB IMOCHe, Yepe3 CYTKH IOclie, 4depes
HECKOJIBKO IHEH TOCie, Yepe3 HEAeNI0 TOCie, Yepe3 HECKOJNbKO HEeNb MOCie, Yepe3 MecCsI]
nocJie, 4epes aBa MecsIa Mocie, Yepe3 TPU Mecsla Mociie, Yepe3 YeThIpe Mecsa Mocie, Yepes
IISITh MECSILIEB IOCJE, Yepe3 6 MecslUeB IMOocie, dyepe3 7 MeCsLEeB MOCie WM 4epe3 8 MecsLeB
IOCJIe BBEACHUS AHTHUCMBICIOBOTO COEOWHEHUS WM €ro COJM, ONHCAHHBIX B JaHHOM
m3oOperennn. CHIDKEHHE YpOBHsS HeHpoduiamMeHTa IMOCie Havdala JIeYeHUs YKas3bIBaeT Ha
3¢ eKTUBHOCTB JleueHus. B Takux ciyyasx moka3aHo MPOIOJDKEHHE Kypca JieueHHs (HanpuMmep,
BBE/ICHUE JOIOJHUTENbHBIX 103 AHTHUCMBICIOBOIO COEIUHEHHs B TOM K€ HJIM MEHbIIEM
KOJIMYECTBE, YTO U TMOCHENHSAS [103a, BBENEHHAss [0 W3MEpPEHHs BTOPOrO YPOBHI
HelipounamMeHTa, U ¢ TaKUM K€ UM YBEJIWYEHHbIM UHTEPBAJIOM JA03UPOBAHUS IO CPABHEHUIO C
HOCNIeIHeH  [1030#, BBEAGHHOH MO0 W3MEPEeHUs BTOPOrO YpOBHSA  HelpoduiaMeHTa).
HeBo3MOXKHOCTb CHMIKEHHSI YPOBHsI HEHpo(HIaMeHTa Mocie Havaja JIeUeHUs: CBUAETEIbCTBYET
0 HEOOXOAMMOCTH M3MEHEHHs JO3bl W/WJIM MHTEPBaja TO3UPOBAHUS MPH JICYCHUU (Hampumep,
BBEICHUE JIOTIOJIHUTENIbHBIX 103 AHTHUCMBICIIOBOTO COCAMHEHHUS B TMOBBIIIEHHOM KOJIMYECTBE
W/ ¢ Oonee KOPOTKUM HMHTEPBAJOM JO3MPOBAHUS MO CPABHEHHIO C MOCHENHEH I030H,
BBEJCHHOW 1O U3MEPEeHUs BTOPOrO YpOBHS HelpoduiaameHTa) wium 00 OTCYTCTBHH
s¢dexTuBHOCTH JieueHus. B mocnenHeMm ciydae MOKET OBbITh MPEUIOKEHO IPeKpallieHne
JICYSHHUs, ¥ CIEOYeT pacCMaTPHUBATh MPUMEHEHNE IPyroi Tepanuu i BUAoB Tepamui CMA.

YposeHb HelipoprnameHTa MoxeT ObITh onleHeH n3meperneMm PHK wn ypoBHeit Oenka.
B Hexoropwix cnydasx omnpenemsuin ypoBeHb pNF-H. Konuenrpamms sedipodumameHTHOTO
Oenka iy OENKOB, MPEACTABIIOINX HHTEPEC, MOXKET ObITh U3MEPEHa C MPUMEHEHHEM JIF0O0Tro
crioco0a, W3BECTHOTO M3 OOJNACTH TEXHUKH, TAaKOr0 KaK WMMMYHOJIOTHYECKUN aHaJH3.
HeorpanuuuBaromme npuMepbl TaKUX CHOCOOOB BKIFOUAOT MMMYHO(MEPMEHTHBINH aHAJN3,
PaIMONMMYHOAHAJIN3, XEMUITFOMUHECLEHTHBIH NTMMYyHOAHAJIN3, 3JIEKTPOXEMILTFOMUHECIIEHTHBIN
WMMYHOAHAJIN3, JIATEKCHBIN TYpOUIUMETPUIECKUI HMMYyHOAHAaJIH3, JIATEKCHBIN
(doromMeTpuIeCKII UMMYHOAHAIN3, UMMYHO-XpOMaTorpaduIecKuii aHaJIN3 1 BECTEPH OJOTTHHT.

B OMNpPEACJICHHBIX BapHaHTaxX OCYLICCTBJICHUA OAaHHOI'O 1/1306peTeH1/1${, KOHIOCHTPALUIO
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NPECTABISIIOIIEr0 HHTEpeC OesKa MiIH OEJIKOB U3MEPSIIOT C MOMOIIBI0 MacC-CIIEKTPOMETPHH.

B onpenenennsx ciy4asx ypoBeHb Helpodunamenta (nanpumep, pNF-H) B mepsom
ouosnornueckom obpasie Beitre 300 nr/mu, Boime 400 rir/mor, Bbime S00 mr/mi, Bbime 600 mr/mi,
Bbiie 700 mr/mut, Boime 800 mr/mi, Beime 900 nir/mi, Beime 1000 nr/mu, Bbime 1500 mr/mo,
Bbimie 2000 nr/mun, Beime 3000 nr/mu, Bbime 4000 nr/mn wim Beime 5000 nr/mu. B
OTpE/IeJICHHBIX BapHAHTAX OCYINECTBJICHUS YPOBEHb HEHpPO(pUIaMEHTa, HW3MEPEHHBbIH B
nocieayomemM (HanpuMep, BTOpoM) OHOJIOrHYeckoM 00paslie, HIKe YPOBHs HEHpO(HIaMeHTa,
U3MEPEHHOr0 B MEPBOM OHONOTrHUeCKOM oOpasie. B HEKOTOPBIX BapHaHTAaX OCYINECTBIICHUS
ypPOBEHb HEeHpOodHIaMeHTa, H3MEPEHHBIN B TOCIEAYIOLIEM (HarpuMep, BTOPOM) OHOJOrHYECKOM
oOpasie, mokasbiBaeT Oosiee, yem 30% (Hanpumep, Oonee, yem 31%, 35%, 40%, 45%, 50%,
55%, 60%, 65%, 70%, 80%, 85%, 90% wumu 95%) CHWXKEeHHs 1O CPABHEHHIO C YPOBHEM
HelipoduiaMeHTa, U3MEPEHHBIM B IIEPBOM OHOJIOrHYeCKOM oOpasiie.

B npyrom BapmanTe ocymectBieHus oumomapkep CMA sBisieTcss ONHUM U3 TaKHX,
koTopsie onrcanbl B W0O2011/032109.

B npyrom BapmanTe ocymectBieHus oumomapkep CMA sBisieTcss ONHUM U3 TaKHX,
koTopsbie onrcanbl B W02019197954.

B npyrom BapmanTe ocymectBieHus oumomapkep CMA sBisieTcss ONHUM U3 TaKHX,
koTopsie onrcanbl B W0O2019/122125.

B npyrom BapmanTe ocymectBieHus oumomapkep CMA sBisieTcss ONHUM U3 TaKHX,
koTopsie onrcanbl B W02019/147960.

B eme ogHOM BapuaHnTte ocyiectsieHus ouomapkep CMA siBisieTcss moObIM OTHUM WJIH
6onee u3 COMP, DPP4, SPP1, CLEC3B, VTN u AHSG.

B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUs KOMOWHAIMIO(MH) 0000 U3 OHOMapKepOB,
00Cy>KIaeMbIX BbIIIE, aHATU3UPOBAIH U3 00pa3ia CyObekTa (HarmpuMep, 4eI0BeKa).

HaGoper

B 1aHHOM pPacKpBITHH TaKke OMUCAHbl HAOOPBI JJIsl JICUSHHs] CITMHAIBHON MBIIIEYHON
aTpouu, BKIFOYAIOLINE AHTHCMBICIOBOE COSNMHEHHE WJIM €r0 COJb (HAmpuMep, HATPUEBYIO
COJIb), ONHCAHHBIE B JAHHOM H300peTeHMH. B HEKOTOpBIX ciydasix HAOOp BKIIIOYAET IO
MEHbLIEH Mepe OfHY (PapMaLeBTUYECKYI0 KOMITO3HUIIHMIO, KOTOPas COAEPIKUT MPHOIH3UTEIBHO
50 Mr aHTHCMBICJIOBOTO CO€AMHEHUS WM €r0 COJU (HampuMep, HaTPHEBOH COJIH), ONMCAHHBIX B
JAaHHOM HM300pETEeHHH, U 1O MEHbIIEH Mepe ONHY (papMaleBTHYECKYI0 KOMITO3UIIMIO, KOTOpast
COAEPIKUT MPHUOIM3UTENBHO 28 MI' aHTHCMBICJIOBOTO COEAMHEHHUS WM €ro coiu (Hampumep,
HATPHUEBOH COJIM), OMMMCAHHBIX B JAHHOM H300peTeHHH. B HEKOTOPBIX Cilyyasix HaOOp BKIFOUAET
Mo MeHbIIeH Mepe OnaHy (apMaleBTHUECKYI0 KOMIIO3HMIHIO, KOTopas comepkut S50 wmr
AHTHUCMBICIIOBOTO COEIMHEHHsI WM €ro coiu (Hampumep, HAaTPUEBOW COJIM), ONHCAHHBIX B
JAHHOM HM300peTEeHHH, U 10 MEHbIIEH Mepe ONHY (papMaleBTHYECKYI0 KOMITO3UIIMIO, KOTOpast
COIEPKUT 28 MI' aHTHUCMBICIIOBOTO COEIMHEHUS] MM €ro CONU (HarpuMep, HaATPUEBOW COJH),
ONMHMCAHHbIX B JaHHOM u300pereHmu. B  HekoTOpeIX ciaydasx HabOp  BKIFOYAET
(dapMaleBTUYECKYI0  KOMIIO3WIUIO,  KOTOpas  ComepkuT  mpubmusutensHo S50  wmr

AHTHUCMBICIIOBOTO COEIMHEHHs] WM €ro coiu (Hampumep, HaTPUEBOW COJIM), ONUCAHHBIX B
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OaHHOM u300pereHnn. B HekoTOphIX ciy4asx HaOOp BKIOUaeT (HapMaLEeBTHUECKYIO
KOMITO3ULIMIO, KOTOpass comepXuT S50 Mr aHTHUCMBICIOBOIO COCAMHEHHUs WM €ro COJH
(HampuMep, HATPUEBOM COJIM), ONMCAHHBIX B JJAHHOM M300pereHuu. B npyrux ciyuasx naOop
BKJIIOYaeT (hapMaLeBTHUECKYI0 KOMIIO3ULIMIO, KOTOpas COAEPKUT MNPUONM3UTENbHO 28 Mr
AHTHUCMBICIIOBOTO COEIMHEHHs] WM €ro coiu (Hampumep, HAaTPUEBOW COJIM), ONUCAHHBIX B
AaHHOM u3o0pereHnu. B HEKOTOpeIX ciy4asx Habop BKIOYaeT (apMaleBTHUECKYIO
KOMITO3ULIMIO, KOTOpas COAEPKUT 28 MI' aHTUCMBICIOBOIO COEAWHEHHUs WJIM €ro CoOJH
(HampuMep, HATPUEBOM COJIM), OMHMCAHHBIX B JAHHOM M300peTeHHMH. B HEKOTOPBIX Ciyuasx
dapmaneBrryeckast komrnosuius coctasieHa B @Ch winn uCMK. B HekoTOpBIX cityyasix Habop
BKJIFOYAET AHTHCMBICIOBOE COEAMHEHUE WJIM €ro cosib (Hampumep, HATPUEBYIO COJIb),
ONHUCaHHbIE B JaHHOM m300pereHnu, pasdasneHabie B 5 M1 @Ch i uCMXX. B HekoTOphIX
cily4dasix HaOOp BKIIFOUAET aHTHCMBICIOBOE COEAMHEHHE WM €ro COJib (HampHuMep, HATPUEBYIO
COJIb), ONTMCAHHbIE B JAHHOM M300peTeHuH, B KOHIeHTpauuu 10 mMr/mi. B HEKOTOPBIX ciydasx
Ha0Op BKJIIOYAET AHTHCMBICIOBOE COEAMHEHHE WIIM €r0 COJIb (HAmpuMep, HAaTPUEBYIO COJIb),
ONHMCaHHbIE B JAHHOM HM300pETeHHH, B KOHLEHTpauuu 5,6 Mr/mi B ompeneneHHbIX ciydasx
Ha0op BKJIFOYAaeT (hapMaLEBTUUECKYI0 KOMIIO3ULIMIO, COCTABJICHHYIO Ul HHTPATEKAJIbHOIO
BBEICHUS. B HEKOTOphIX ciydasx HaOop BKIOHYaeT (papMaleBTUUECKYI0 KOMIIO3ULIUIO,
COCTaBJICHHYIO TSI HHTPATEKAJIbHOMN OOIOCHON MHBEKIIHH.

B onHoM ciyuae HaOOp MOXKET coaepKaTh JUODITU30BAHHYIO (POPMY aHTHCMBICIIOBOTO
COCIMHEHUs] WK €ro COJM (HampuMmep, HATPUEBOH COJIM), OMMCAHHBIX B JAHHOM H300peTeHHH,
o0beM pasbasurens (Hampumep, oT S5 no 10 mu) (Hanpumep, ®Cb, nCMX), mmpun nms
UHBEKLUHU W/ UIH HHCTPYKIMH MO PUMEHEHHUIO.

B opHOM ciydae Ha0Op MOXKET coOAep)kaTh MO MEHbIIeH Mepe OauH (JIAKOH s
ONHOKPATHOM  103bl, comepxamuii S M1 (apMalEeBTHYECKOW  KOMIIO3ULUH,  T/e
bapmaneBTHYECKAs KOMITIO3UIHSA BKJIIOYaeT SO MI' aHTHCMBICJIIOBOTO COEIMHEHHUS WIIN €r0 COJIH,
ONMHUCAHHBIX B JAHHOM HM300pETeHMH, TaKMM OOpa30M, YTO KOHLEHTPALMs AHTHCMBICIOBOTO
coequHeHHs BO (hJlakOHe IJIsl OMHOKPATHOM 03kl paBHa 10 Mr/mut.

B ongHOoM ciyuae HaOop MOKET comepkaTb MO MEHbLIEH Mepe OAWH (IAKOH IS
ONHOKPATHOM  103bl, comepxamuii S M1 (apMalEeBTHYECKOW  KOMIIO3ULMH,  TJe
(apmMarieBTHYECKasT KOMITO3ULUS BKJIOYAET 28 MI' aHTUCMBICJIOBOTO COEIMHEHHS HITH €r0 COJIH,
OMHCAHHBIX B JAHHOM HM300pETeHHMH, TaKMM OOpa3oM, UTO KOHLEHTPAIMs AHTHCMBICIOBOTO
coeMHEeHUs1 BO (pIakoHE IUIsi OJHOKPATHOM H03bI paBHa 5,6 Mr/mi. B HEKOTOpBIX ciyuasx
Ha0Op, KaK OMHCAHO B JAHHOM H300PETEHHH, JOMOJHUTEIBHO BKJIFOYAET IITPHILL JIsI HHbEKLIUH
W/VTH MHCTPYKLMH JUIs1 TPUMEHEHHUS.

B omHoMm ciydae Habop Moxker comepskaTh (1) MO MEHbIIEeH Mepe OAMH (PIAKOH st
ONHOKPATHOM  103bl, comepxamuii S5 M (papMaleBTHUECKOW  KOMIIO3ULMH,  T7e
bapmanieBTHYECKasT KOMITO3ULUS BKJIFOYaeT SO MI' aHTUCMBICIIOBOTO COEIMHEHHS HITH €r0 COJIH,
ONHMCAHHBIX B JAHHOM M300pETeHHMH, TaKUM OOpa3oM, UTO KOHLEHTPALUs AHTHCMBICIOBOTO
coenHeHus BO (hJIakOHe JUIsl OMHOKPATHON 103bI paBHa 10 Mr/mur; u (i1) Mo MeHbLIeH Mepe OuH

(baakoH IJIsI OOHOKPATHOM HO3BI, comepkammii 5 mi (apManeBTHYeCKONW KOMITO3UIUH, e
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(papmaLieBTHYECKAsT KOMITO3ULIHS BKJIOYAET 28 MI' aHTHCMBICIIOBOTO COSIMHEHHUS WIIH €r0 COJIH,
ONHCAHHBIX B JAHHOM HM300peTeHHH, TAaKUM OOpa3oM, YTO KOHLEHTPAIMs AHTHUCMBICIOBOIO
coeMHEeHUs] BO (pakoHe Il OJHOKPATHOM A03bl paBHa 5,6 mMr/mi. B HeEKOTOpBIX ciyuasx
Ha0Oop, KaK OMUCAHO B JAHHOM H300PETEHUH, TOMOJHHUTENBHO BKIIFOYAST INMPUL] AJIST HHBEKLHU
W/ WM UHCTPYKLUUHU JUTS IPUMEHEHHS.

Crenyrouiye HUXe MPUMEPBl NMPEACTABJIEHbl AJIs Jydllell HILUTIOCTPALMU 3asiBJIEHHOTO
M300peTeHnst 1 HUKOMM 00pa3oM HE HHTEPIPETUPYIOTCS KaK OrpaHMYUBAIONINE 00BEM JaHHOTO
u3oOpereHus. B Toil Mepe, B KakOil YIOMHUHAIOTCS KOHKPETHbIE MaTEepPHAJbl, 3TO EIaeTCs
UCKJIFOYUTENIPHO B LEJSIX WUIFOCTPALMM W HE MpPeJHAa3HAYEHO MJIsi OrPaHUYEHHs] JaHHOTO
u3o0perenust. CrienuaucT B JaHHOH OOJIACTH MOXKET pa3padoTaTh 3KBUBAJIEHTHBIE CPENCTBA
WIK peareHTbl 0e3 OCYIIEeCTBIEHHUS MOTEeHLMada H300peTeHuss U 0e3 OTKJIOHEHUs OT o0bema
JAHHOTO U300pETEHMSI.

IIpumepsl
IIpumep 1: PK/PD anaau3nl nOOyJasiUH ¢ HYCHHEPCEHOM

B kIMHMYECKHX UCCIENOBaHMAX HycuHepceHa y cyObekToB co CMA  cyObexThl,
NOJTy4YaBIIHUe JIEYSHUE IO WK BCKOpe nocie nosiBierus cumntTomMa CMA U IMarHOCTHKH, UMEJTH
Jy4LINE Pe3yJbTaThl, YeM CYOBEKTHI C OoJiee IUTUTEIbHON MPOJOJDKUTENBHOCTBIO 3a00IeBaHUS
BO BpeMsi Hauaja JeueHus. llpu wuccrnenoBanmu Havasmieiics Bo wuaaeHdectee CMA
OONBIIMHCTBO CMepTeH Cpeau MOABEPrHYTHIX JICYEHHIO HYCHHEPCEHOM  MJIaJeHLIEB
NPOUCXOIWIIO B TMEpBble 2 MeCslia HMCCISNOBAHUS 1O 3aBEPIICHUS PEKUMa C HACBIAKOIIEH
7030 W JOCTH)KEHHUs] PABHOBECHBIX KOHLIEHTpALMi HYCHHEpPCEHA. Y4YMThIBasg ObICTpOe
yxyamenue, ceazaHHoe co CMA 1 Tuma, m BaXXHOCTb paHHEro Jje4deHus Oonee ObIcTpoe
AOCTHXKEHHe Ooiee BBICOKMX KOHIIEHTpAIMH HYCHMHEPCEHA MOXKET JOMOJHUTENIBHO yCHIIMBATD
5pPeKTUBHOCT  HyCHHEpPCeHa M  MPEAOTBpaIlaTb WM  JOMOJHHUTEIbHO  CMSIr4aTh
nporpeccupoBanue 3a0osneBaHuss y mnamueHToB co CMA. PesynbraTel  HCClIemnOBaHUS
HauaBiueiicss Bo mianeHuectBe CMA Hapsimy ¢ pesyJbTrataMH IUIane00-KOHTPOIUPYEMOTO
uccienoBanus y CyObekTOB ¢ mo3mHuM HadanioM CMA cnocoOCTBOBaiu OOJbIIEH MOJB3E,
NPEIOCTABISIEMON JTOCTH)KEHHEM TEpPArieBTHUECKONH KOHLIEHTPALMK paHbLIE B TEUCHHE
3a00NeBaHUs, TIOCKOJIBKY CYOBEKThI B 000MX MCCIEAOBAHUSIX, Y KOTOPBIX Obla O0Jee KOPOTKast
JUTUTEIbHOCTH 3a00JIeBaHUS BO BPeMsl PErUCTPALIMU U3YUYESHHUS], MMEJH JIy4Iline Pe3yIbTaThl, 4eM
CyOBEKTHI ¢ OoJiee MIUTEBHON MPOAOIKUTETFHOCTHIO 300 IeBaHuS.

TIpumep 2: OTHOMIEHHE BO3AEHCTBHE-0TBET

B Teuenme mnporpaMMbl KIMHMYECKOTO pPa3BUTHsI C HYCHHEPCEHOM MNPOBOIWIU
MOMCKOBBI aHAIU3 BO3ICHCTBHE-OTBET C NPUMEHEHHWEM JaHHbIX 11 14 CcyOBeKToB C
HauaBlueiicss Bo MiaaeHdectBe CMA, koTopble MOJIy4YMJIM HyCUHepCceH. Pe3ynbTraThl Takoro
aHaJIu3a TMOKA3bIBAIM CTAaTUCTUYECKH 3HAYUMYIO IOJIOXKUTEIBHYIO KOPPEJSILMI MEXIY
Bo3zelicTBreM HycuHepceHa Ha CMOK u nBuratenpHoi ¢yHkumen. HaGmonanm 3aBucumyo ot
J03bI TEH/ICHIMIO B JOCTIKEHHH ABUTATEbHOTO Pa3BUTHUS V¥ CYOBEKTOB, PH 3TOM YJIyULICHHE
HACTYMajo paHblle U Obuio OoNee 3HAYUTENbHBIM y CyOBEKTOB, KOTOpBIE MONydmwid 12 mr

HacChIalOMUX 03 MO CPABHCHUIO C Cy6”beKTaMI/I, KOTOPbIC TTOJYYINIIN 6 MI' HACBHIIAFOIIHUX 03
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Ha 1, 15 u 85 cytku. Bee cyOpekThI monyyanu noanepskuBaromme 103b1 12 Mr kaxzasle 4 Mecsa
nocie 85 cyrok. PasnmeneHne KpuBBIX OTKIMKA Ha 2 TPYNIbI HAYald NMPUOIM3UTENBHO Ha 29
CYTKHU M CTAHOBUJIOCH LIMPE B TEUEHNE HCCIIEOBAHMUS.

bonbuiee ynyuineHue B ABUTaTeNbHOM (PyHKIMHM Takoke HAOMIOAAIN y CyOBEKTOB C
HauaBlieiicss BO wuageHuectBe CMA, koropele mogydanu Oonee yactele A03bl (12 Mmr
HaChIAIMuUX 103 Ha 1, 15, 29 u 64 cyTku u 12 Mr noanep:KuBarIIuX 103 KaKable 4 Mecsa).

B uccnenoBaHMsAX U3y4UeHMs] B3aUMOCBSI3M MEXKAy BO3IEHCTBHEM HYCHHEpPCEHA U
KJIMHUYECKHM OTBETOM HCTIOJIb30BAIU JAHHBIE OT CYOBEKTOB C HA4aBLICHCS BO MJIAJEHUECTBE
CMA (cyObekThl B Bo3pacTe <6 MecCsIeB NP JUATHOCTUKE MM Ha4ajie CUMIITTOMOB). AHAJIU3bI
NPOBOAMIIN UL XaPAKTEPUCTUKH KOJMUUeCTBeHHOro otHomeHus PK/PD nns HycuHepcena u
OTNpENeNICHUs, CBS3aHO JIM 0ojiee BBICOKOE BO3JEHCTBHE HYCHHEpPCEHa C IOMOJHHUTEIbHON
3¢ eKTUBHOCTBIO B IONMYJSIIUK ¢ HavyaBiuekcst Bo mianeruectse CMA. B 1ienom, BeISICHHIIOCH,
yro otHomeHnne PK/PD wmexny nabmomaemoini CMIK Coer u kpurepueMm 3¢ QeKTHBHOCTH
naBuratenbHOW QyHKuuu (u3MeHeHne ot ucxomaHoro ypoBHs B CHOP-INTEND) BeiTekano u3
otHoueHuss Emax (®urypa 1).

IIpoexun moxenu mnpexgnonaranyd, 49ro UCMIXK Coer. 23 Hr/mMn pocturaer 90%
MaKCHMaJIbHOTO HaOJIFOaeMOro OTBETa. JTa YCTAHOBJICHHAS KOHLEHTPALWsl MPUOIU3UTENBHO B
2 paza Beime, yeM Habmomaemass CMOK Coer. (~10 HIr/mir), KOTOpast JOCTUTHYTA B PABHOBECHOM
COCTOSTHUU C YTBEPKACHHBIM PEXXUMOM O3UPOBaHUS 12 Mr. DTH pe3ysbTaThl MOKA3bIBAKOT, YTO
nosbiieHHOe Bo3aericTere Ha LIHC (1o 20 Hr/mut) MOKeT naBaTh KIMHUYECKYIO 3P PEeKTUBHOCTD
BBILIIE YPOBHEH, HAOMOAAEMbIX MPHU KJIWHUYECKUX HUCCICOBAHUSX, MPOBOJUMBIX B HACTOSIIEE
Bpems. Kpome TOro, 310 0OoONee BBICOKOE KIMHHYECKOE BO3JIEHCTBHE IOATBEPKAAIH
CYIIECTBYIOIIEH KIMHHYECKOH 0€30MacHOCTBIO U EPEHOCUMOCTBIO, HAOMIOIaeMbIX MPH JPYTHX
uccnenoBanusx (MakcumanbHoe cpenee 3Hauenue [SD] CMXK Coer, 31,3 [24,8] Hr/mi), a Takxke
JAOKJIMHUYECKMMHU pPe3yJbTaTaMu Oe30MacHOCTH Y NPHUMATOB, HE OTHOCSIIMXCS K YeJIOBEKY
(maHHBIE HE TIOKA3aHbI).

Onucannoe Boime cootHomenue PK/PD B OCHOBHOM ObLIO MOKa3aHO Yy MOMYJISIUHU C
HauaBiueiicss Bo wmiaaeHdectBe CMA mM3-32 OrpaHHYEHHBIX JAHHBIX M 0oJjiee HU3KOro
BO3JIEHCTBHSI  JICKAPCTBEHHOTO CPENCTBA W3 MEHEe YacTOro peXuMa JO3HPOBAHUS,
UCTIOJIB3YEMOT0 Y MOMYJSIUU C MO3IHUM HadajoMm (~4,77 Hr/mu Ha 273 CyTKU HCCIEIOBaHUS).
Tem He MeHee, y CyOBeKTOB ¢ mo3gHUM HadaioM CMA, KOTOpbIe TOJIyYaldd yTBEPKIESHHBIN
(Oonee 4acThIil) peskuM AO3UpOBaHUs, ObutM TOMOOHBIE 3HA4YeHUs KoHUeHTpauuu CMXK Cocr,
(~10 ar/mn Ha 302 cyTkH), 4TO U y CyOBEKTOB C HavaslIelcs BO mianeHuectse CMA npu Tom
xe uccnenosannu (10,7 ar/mn Ha 302 cytkum). OXHMOaeTcs, YTO MOJIOKUTENBHOE OTHOLICHHE
PK/PD, nabnmrogaemoe y cyOBpekTOB ¢ HavaBIuelcs Bo muageHuectse CMA, Oyner OnHHAKOBBIM
anss tunoB CMA # BO3PacTHBIX TPYI MALUEHTOB, HWMEIOIINX AHAJOTHYHBIA MEXaHH3M
3a0oneBaHNsl M EHCTBHUE JIEKAPCTBEHHOTO CPENCTBA. DTO MOATBEPKAAIOCH MPEIBAPUTENbHBIM
aHAJTM30M U3 JPYIrOro HCCIENOBAHUS, KOTOPBIM ITOKA3bIBaJl IOJOXHUTEIBHYIO KOPPEISILIHIO
mMexxny CMIK Coer. W OOIIMMM TOKa3aTeIsIMU JABUTaTENIbHOTO Pa3BUTHS Yy CYOBEKTOB C

HauaBlIeiiCs BO MJaJ€HYECTBE WIM C MO31HUM HadansoM CMA, koropble momydanu 12 mr
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HYCHHEPCEHa B BU/I€ 4 HACBILIAIOIUX 103 C MOCIEYIOIUMH MTOANEPKIBAIOIIUME 103aMH 12 Mr
Kaxple 4 Mecsina (1aHHbIE HE TIOKA3aHbl).

Ipumep 3: OnTUMH3ANMSA HACLIIIAIOIIEH 1035l

Nmurtanuu PK npoBoauiy ¢ b0 BBIIBICHHS HACBHILAKOLINX PEXUMOB JO3UPOBAHUS,
KOTOpBIe OynyT Mosy4aTh 3aJaHHOE OoJjiee CHIIbHOE BO3AEHCTBHE JIEKAPCTBEHHOTO CPENCTBA
(yBenuuenue mpuOIM3UTENBHO B 2 pasa) Oosee ObICTpO ¢ MeHbIMMH UHTpaTekambHbiMU (IT)
no3amu. Takue UMUTALMU MPOBOAMIIN KaK JJIs1 MOMYJIALIMN ¢ HaYaBIIECHCA BO MJIAIEHYECTBE, TaK
u ¢ no3nHuM HadanoM CMA mocne 2 jer jiedeHus:, U OHU OCHOBBIBAJIMCH Ha MOMYJISILIMOHHOM
mozaenu PK, pa3paboTaHHOI C JaHHBIMH OT MALIMEHTOB B BO3pacTe oT <6 mecsues a0 18 jer ¢
HauaBlIeiics BO MiafieHuecTBe, ¢ no3aHuM HayanoM CMA wmnu ¢ npencuntoMubiMu. [lockonbky
npeapiayliee MOJAENIUPOBAHHE YKa3bIBaJO HA TO, YTO 4YacTOTa JO3UPOBaHUS B TedeHue 4
MeCSLIEB HAWIyYIIUM oOOpa3oM moxanepxkuBana KoHueHTpamuo CMXK, nocTurayryro B
PaBHOBECHOM COCTOSIHMM, HE MPOBOUIIH OLEHKY MOJep KUBAIOIIeN YaCTOThl JO3UPOBAHMUSL.

C mpumenennem 20 Hr/min B kauectBe KIMHUIECKOH CMIK Cocr. 1IENIE€BOM KOHIIEHTPALIUU
u nporHosupyembix npoduneir CMIK PK u3 24 mr HycuHepceHa (4 HachIIAKOIINE J03bI C
NOCJIEAYIOUIMMH TTOAJIEPKUBAIOIIMMHI 03aMH Kakable 4 Mecslia) B KaueCTBE KOHTPOJIBHOTO
pekuMa JO3MPOBAaHHUSA, MNPOBOAWIM HUMHUTALMU AN OLEHKU JIONOJHHUTENbHBIX CLIEHAPUEB
NO3UpOBaHusl ¢ OOJiee BHICOKMMH J03aMH U MOHIMKEHHOW YacTOTOW Hachlmaromei mo3bl. Kak
OTMEYEHO BbILIE, MAOMOJHUTENBHYI0 OLEHKY MOJAEpKAHUS YacTOThbl JO3UPOBAHUS HE
NPOBOJAMIY, TaK Kak Mpelblaylliee MOAETUPOBAHUE IOKA3bIBAJIO, YTO 4AacTOTa AO3UPOBAHMS
KaXiple 4 Mecslia HarmIy4InuM o0pa3oM noanepskusana konuentrpanuo CMIK, nocturayryio B
paBHOBeCHOM coctosiHuu. lIpennonaras aunennocte PK, umuranuu PK nposogunu kak s
NOMYJIALIMK ¢ HA4aBIIENCS BO MJIAJICHUECTBE, Tak U ¢ no3gHuM HadanoM CMA nocne 2 net
JeYeHUs] ¢ TNpUMeHeHHeM nonyssiunoHHon moxpemn PK, paspaboTaHHON OT maumeHToB B
BO3pacTe OT <6 MecsAues 10 18 ner. UTo kacaeTcss KOHTPOJIBHOTO peXXUMa AO3UPOBAHUS, U 28 MT,
BBOIMMBbIE KaK 3 Hachlmaromue 103bl (pa3 B ABe Hexenu), u 50 Mr, BBOOUMBIE Kak 2
HACBILIAIOIIKE 03Bl (pa3 B IBE HEENH), KAKAasi COMPOBOXKAAIACH MOANEPKUBAIOIUMU JT03aMH
28 mr kaxaesle 4 Mecsaua, uaeHtuguuupoBanmu s goctikeHus Tpedyemoit CMIK Cocr.
(mpubmusurensHo 20 Hr/mut) ObICTpee B KOHIE TNEPUONA HACBIAKOIIEH 1q03bl. 28 Mr
HYCHHEPCEHa, BBEIEHHOTO B BU/I€ 3 HACBILIAOIIUX 103 (Pa3 B IBE HENENN), UMENIH CPABHUMYIO
NPOTHO3UPYEMYI0 MakcHMajbHYIO KOHHeHTpauuto CMX (Cmax) mno OTHOWEHHIO K
KOHTPOJIBHOMY PEXHUMY 03UPOBAHUs, MOCKOJBKY PEXUM N03UpOBaHus Mo 50 MI HEOXKHUIaHHO
NPeBOCXOAWI NporHozupyeMyro Cmax OT KOHTPOJbHOrO pekuma nosupoanus. [Iposoguiu
UCCIIeIOBaHUsI O€30MaCHOCTH HE SIBJSIFOIIETOCS YEJOBEKOM NPHMATa, MPU KOTOPBIX OLIEHUBAIN
6e3omacHOCTh Kak 28, Tak u 50 Mr, U OHU TOATBEPKAATN IPUMEHEHHE TAKUX J103.

IIpumep 4: LiirocTpaTHBHBIE PEKHUMbI J03HPOBAHUSA

IlepByr0 HachIIAIOLIYIO 103y HYCUHEPCEHA HATPUs CIEAyeT BBOAUTH B A03€, KOTOpas
SKBHUBaJIEHTHA 50 MI HYCUHEPCEHA,
Bropyro HachIIarImy0 103y HYCMHEPCEHAa HATPHUs CIEeAyeT BBOAUTH B 103€, KOTOpas

5KBHUBaJeHTHA 50 MI HyCUHEpCEHa, I7le BTOPYH0 HAChIIAIOIIYIO AO3Y ClelyeT BBOAUTL dyepes 10-
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20 cyrok; 10-18 cyrok; 12-16 cyrok;, mnu 14 cyTok mocie BBEAEHUs MEPBOM HACHIAKOLIEH
JO3BI,

Heo0s3aTenpbHO, TpeThst W/WiM 4YeTBEpTas HACBHINAIOINAS /1032 HYCHHEPCEHA HATPUs
HAXOOUTCS B J03€, KOoTopas OHKBHUBajeHTa S50 Mr HyCHHEPCEHA, IJe TPEeThIO/4ETBEPTYIO
HACBIIAIOIIYO 03y cieayeT BBoauThb dyepe3 10-20 cyrtok; 10-18 cytok; 12-16 cyrok; unu 14
CYTOK I10CJI€ BBE€JI€HUSI BTOPOU WJIM TPEThEN HACBILIAIOLIEN AO3BI,

Onny nnu OoJee MOANECPIKUBAIOIINX 103 HYCHHEPCEHA HATPUsI CIEAYET BBOAMUTH B J103€,
KOTOpasi SKBUBAJIEHTA 28 MI' HyCHHEPCEHA, € OAHY WM HECKOJbKO MOANEP KUBAIOIIUX A03
ClieZlyeT BBOAUTh, HAYMHAS Yepe3 MPUOIU3UTENBHO 3-6 MecsLeB; yepes 4-5 Mecsua; uiu uepes 4
Mecsilla IOCJI€ BBEIEHUs KOHEYHOW HACBIMAIOUIEN A03bl M C MNPOAOKEHHUEM OIUH pa3
NpUOU3UTENBHO KaXIble 3-6 MecsieB, 4-5 Mecsiia Witk 4 Mecsiia mocie.

O6vem no3bl: 5 Mt

Pazbasurens: u”CMXK wiu PBS

Beenenue: MuTparekanbHasi O0MOCHAS] HHBEKLIUS

IIpumep 5: NiirocTpaTHBHBLIN PEKHM A03UPOBAHUS

HNnnrocTpaTUBHBIN YCUIIEHHBINA WJIH BBICOKOAO3UPOBAHHBIN PEKHUM JIJIs1 aHTUCMBICJIOBBIX
COEAMHEHUI WM WX COJH, ONHCAHHBIX B JAaHHOM W300pETeHHMH, [IJIs1 TNPUMEHEHHUS Y
HYXKIAIOIHUXCST B 3TOM CcyObekToB-monelt (nanpumep, CcyOBEKTOB C HayaBIIEHCS BO
mnaneHuectse CMA, HauvaBiuelics nos:ke CMA, Hauasiieiics BO B3pocioM Bospacte CMA,
npencuMnToMHbIX Uit CMA), npeacTaBieH HIbKe:

Haceiarommas 1o3a: 10o3a HyCUHEpCEHa HaTPUs, YTO SKBUBaJEHTHA 50 MI' HyCUHEPCEHa,
BBOAUMAas Ha 1 u 15 cyTky,

IlopnepxuBaromasl n03a: A03y HYCHHEPCEHAa HATpHs, YTO OKBUBAJIEHTHAa 28 Mr
HYCHUHEPCEHA, CleyeT BBOAUTb, HauuHAas C 4 MeECsLeB IOCIe BTOPOH HACBHILAKOLICH N03bI U
KaXkJiple 4 MecsLa nocie.

OO6bem no3bl: 5 Mt

Hocwurens: uCMXK nnu ©Ch

Beenenue: uTparekanbHast OOMOCHAST HHBEKLIUS

TIpumep 6: Pexxum noadoopa 103 (IPOMeRYTOUYHBIH)

Bo3smokHBIe pekuMmbl ToaOOpa  A03 TakXKe OLEHWBaJM C mnpuMeHeHunem PK
MOJICJIMPOBAHUS W UMHUTAIMKA [ uaeHTuduKanuu mnporecca 3(P(EeKTHBHOrO Mepexoaa
CYyOBEKTOB YK€ C YTBEPKIEHHBIM PEKUMOM JO3MpOBaHUS 12 Mr HycuHepceHa. Llempro Takux
OLIEHOK siBNIsieTcs yBenuueHue Bo3aeicTsuss CMOK y 3Tux cyOBEKTOB Ha LieJIeBble KOHIIEHTPALUN
(mpubnm3urensHo 20 HI/MIT), TOTYYEHHbIE TOBBIIIEHHBIM HITH BBICOKOAO3UPOBAHHBIM PEKHMOM.

Nmuranusamu PK oneHuBanu pasiudHble pPEeKUMBI JO3UPOBAHUS C LIEJBK ONpPENe/ICHUs
cxeMbl Tombopa, KOTopas He TpeOyeT MONOJHHUTEIBHOTO MEPHONa HACBHIAMEH 036
(momnepKMBaeT TMOANEPKUBAIOIINN HMHTEPBAJ AO3UPOBAHUS JUIMTENBHOCTBIO 4 Mecsla) |
nocturaer 6osuee BbICOKOH 1eneBO Cocr. OBICTpee O3 yBeTUUeHHs pucKa Il AlHeHToB. Bee
UMHTALIH IPOBOANIIM C pUMeHeHueM yiy4dueHHoi PK monenn nonynsauuu. Pexxumsl nogbopa

7103 UMUTHPOBAJIM nocie 1 ropa nedeHus: 0OOAPEHHBIM PEKUMOM AO3UPOBAHUS HYCUHEPCEHA C
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12 wmr, xotopsiii BKrOuan 4 Haceimaromme no3bl 12 mr (1, 15, 29 u 64 cytku) u 2
NOAIEPKUBAIOIINE JTO3bl, KOTOPBIE BBOAMIMN Kaxble 4 Mecsana nocie. Bee pesxumsl mondopa
703 JOJDKHBI CIENOBAaTh 4-MECSYHOH YacTOTe [03UPOBAHMSA, YTOOBI COOTBETCTBOBATH 4-
MECSIYHON MOAAEPKUBAIOLIEN 4acTOTe JO3UPOBAHUA C YTBEPKACHHBIM PEKUMOM AO3UPOBAHUS
12 wmr.

NnnrocTpaTUBHBIA pexuM noadopa 103 (KOTopslil MokeT yBennauThb Bosaeiicterne CMK
y cyObekTa Ha 3aJaHHble KOHLEHTpPAUMU MpuOMu3uTeNbHo 20 HI/MJI) AJisE aHTHCMBICIOBBIX
COEMHEHUH, ONMMCAHHBIX B JAHHOM M300peTeHNH (HarpuMep, HyCUHEPCeHa WIIH €ro HaTPUEeBOM
COJIM), JJISl IPUMEHEHHsI Y HY>KAAIOIUXCS B 3TOM CYOBbEKTOB-TIOAEH (Hanpumep, CyOBEKTOB C
HavaBiieicss Bo muageHdectBe CMA, HauaBmedics noske CMA, HauaBIIEHCS BO B3pPOCJIOM
Bo3pacte CMA, npencumnromubsix st CMA), KOTOpBIM paHee BBOIAWIM 12 MI HYCHHEPCEHa,
NIPECTaBJIeH HUXKE:

Hacpimaromas no3za: A03y HYCHHEpPCEHAa HaTpus, KOTopass SKBUBaJeHTa S50 wr
HYCHHEPCEHa, CJIelyeT BBOAUTh B 1 CyTKHU;

IMonnepxuBaromass a03a: A03y HYCHHEpPCEHA HATpUsi, KOTOpas OSKBUBAJIECHTA 28 Mr
HYCHHEPCEHa, CleAyeT BBOJAWTb, HAUMHasl 4epe3 ueThblpe Mecsla I0C/e HAChILAoLEN A03bl U
cJielyeT BBOAUTh Kak/Ible YEThIPE MeCsLa TOTOM.

O6vem no3bl: 5 Mt

Hocwurens: uCMX nnu ©Cb

Beenenue: MuTparekanbHasi 00FOCHAST HHBEKLIUS

Ilpumep 7: /Ipyrue pe:xumMbl nmoaoopa

Peotcum 1

UYepes deTbipe MecsLia OCe NOCAEAHEeN A03bl HyCUHEPCEHA HATPUs, SKBUBAJIEHTHOM 12
MI HYCHUHEPCEHA, NALUEHTy CJIEeAYeT BBOAMUTH HACBHILANOIIYI0 A03y HYCHUHEPCEHa HaTpus,
5KBUBAJIECHTHYIO 50 MI HyCUHEPCEHA; U

Onny wiu OoJjiee MOANEPKUBAKOIIMX 103 HYCHHEPCEHA HATPHs, SKBHBAJIEHTHBIX 28 Mr
HYCHHEPCEHa, CJIeNyeT BBOAUTDH MPUOIU3UTENBHO Pa3 B KAXK/IbIe YEThIPE MECSIIa MOCIIE STOTO.

O6vem no3bl: 5 Mt

Hocwurens: uCMX nnu ©Ch

Beenenne: MHTpaTekanibHast OOMFOCHAST MHBEKIIHS

Peoscum 2

UYepes veTbipe MecsLa NOCHe NOCIEAHEN 103bl HYCUHEPCEeHA HATPUsl, SKBUBAJIEHTHON 12
MI' HyCUHEPCEHA, MALUEHTy CIeAYET BBOAUTD MEPBYIO0 HACHIAIOUIYIO JO3Yy, SKBUBAJEHTHYIO 28
MI HyCHHEpCEHa; U

Bropyro Hacelmamouiyrd A03y HYCHHEpCEHa HaTpus, OSKBUBaJeHTHYHO S50 wmr
HYCHUHEPCEHa, CJIeNyeT BBOAWTb NPUOIM3UTENBHO Yepe3 UeThIpe Mecslla IOChe MepBOi
HACBIIAOMIEH T03bI;,

Onny wnu Oonee MOANEPKUBAIOIINX 03 HYCHHEPCEHA HATPUs, SKBHBAJEHTHBIX 28 mr
HYCHUHEPCEHa, CIIeNyeT BBOAUTDH NPUOIU3UTENBHO KaXKIble YEThIPE MECSIIA MOCIIE STOTO.

O0BeM 1036l 5 Mt
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Hocurens: uCMX unu ©Cb
Beenenue: MuTparekanbHasi 00FOCHAST HHBEKLIUS

Jlpyrue BapuaHTbl OCYIIECTBICHUS

XOTsl acmeKkThl JaHHOTO H300peTeHus OBbLIM ONMUCAaHbl BMECTE C €ro IOoAPOOHBIM
OMUCAaHUEM, BBIIIENPUBEEHHOE OMNHCAHHE TPEeAHA3HAYeHO I WUIIOCTPALUU, a He I
OrpaHuYeHUs 00beMa JaAaHHOTO H300pEeTeHMs, KOTOPBIN OINpenensercss 00beMOM MpuIaraeMoil
bopmynbl m300peTenus. Jlpyriue acmekThbl, MPEeHMyINecTBA U MOTU(PHUKAIIMUA BXOAAT B O00bEM

cnenyromei Gopmyisl H300peTEHHS.



$OPMYJIA U3OBPETEHUA

1. HaGop, cozepxamul ©QapMaleBTUUIECKYK KOMIIO3ULND,

AHTUCMEICJIOBOE COellVHeHNMe, NVMeKlee CJeOYRIYID CTPYKTYPY
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NG ero COJIb, roe @apmaueBqueCKaH KOMITO3MIINA COOEePXNT
AHTUMCMEICJIOBOE CoelIMHeHMEe WJIN eTro COJIb B KOJIMYeCTBEe, KOTOpOoe
SKBMBAJIEHTHO 28 MI' aHTUCMHCJIOBOTO COEIOMHEHMS.
2. HaGop, comepxamuil odQapMalleBTUUECKYD KOMIIO3UIIMID, COIOepXallylo

aHTIVMCMEICJIOBOE COeIMHEHNE,

VMemee CJIeOYKIYKR CTPYKTYPY.
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I eTro COJIb, Ioe @apMaHeBTquCKaH KOMIIO3MIIMA COOEPXNT

aHTIVMCMEICJIOBOE COeIMHEeHMe WJIM €eI'0 COJIb B KOJIMUEeCTBEe, KOTOopoe

SKBUBaAJIEHTHO 50 MI' aHTMCMBEICJIOBOTO COEOMHEHMH.

3. HaGop mno JjmwboMy M3 M. 1-2, THe Habop ComoepXuT G(QJIaKoH OJiAd

OIDHOKPAaTHOM HO3H, coIepXamui 5 M dapMalleBTUUECKOM KOMIIO3UILIUN.

4. HaGop no JjmwboMy M3 . 1-3, Toe oapMalleBTHMUYeCKas KOMIIO3UIMA

comepxuT QochaTHO-CcoOJIeBOM Oydep.

5. Habop no JgwdbomMy 3 nmn. 1-3, I'me odapmMalleBTUUeCKas KOMIIO3ULMA

COIOEPXNT MCKYCCTBEHHYK CIIMHHOMO3TOBYK XMIKOCTE.

6. HaGop mno Jjgobomy mu3 . 1-5, Tme dapMmaleBTHMUecKasd KOMIOSULMA

COCTaBJIeHa IOJIA MHTpaTeKaJIEHOI'O BBEIOEHMA.

7. Habop no gwdbomy m3 nmn. 1-5, Tme dapmalleBTUMUeCKas KOMIIO3ULMA

cocTaBJIeHa IJIS MHTpaTeKaJIbHOM OOJIIOCHOM MHBEKIIUU.



8. Habop no JgwoboMy u3 nmn. 1-7, T'me dapmMalleBTUMUeCKas KOMIIO3ULMA

COIOEPXT COJIB aHTMCMEICJIOBOI'O CO€eIVMHEHMA.

9. Habop 1o . 8, Toe COJIb AHTVCMEICJIOBOT'O coeIMHeHUS

InpeacTaBjideT cobon HaTpreByl COJIb.

10. Habop mno n. 9, rOe COJIbB aHTUCMECJIOBOTO COeIVMHEeHUS UMeeT

CIleOyoyn CTPYKTYPY :
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R = OCH,CH,0CH,

11. HaBop no Jjgobomy u3 nmn. 1-10, IOOODOJHUTENLHO BKJIIOUARMMUM MIIPUIL

OJIA VHBEeKINMI.

12. Habop, coiepxamul HNepBY dapMalleBTUUECKY KOMIIO3UIIMID ¥ BTOPYIO
bapMalleBTUUECKYI KOMIIO3UIIUIO, Kaxias us KOTOPHX CONEPXUT

AHTUCMEICJIOBOE COelNVMHEeHNMe, MMeKlee CJIeOYIYyIn CTPYKTYDPY:



R = OCH,CH,0CH;

Vjim ero CcoJib, rroe IiepBaAd @apmaueBTquCKaH KOMIIOBMIIMA COIOEPXUT
AHTVMCMEICJIOBOE COeIIMHEeHNe WJIN eTro COJIb B KOJIMYeCTBEe, KOTOpOe
SKBMBaJIEHTHO 28 MT AHTVICMEICJIOBOT'O CoeIMHeHMnAd, n roe BTOpaAa
@apmaueBqueCKaH KOMIIOSMIIMA COIOEPXUT aHTIVMCMEICJIOBOE COeIMHEHMEe WMJIIN
€I'o0 COJIBE B KOJIMUeCTBe, KOTOpOe SKBMBAJIEHTHO 50 MI' aHTMCMEICJIOBOTO

COoeIIMHeHNMA.

13. Habop mno mn. 12, rme Habop comepxXuT (1) nepBEM QJIakKoH OJg
ODHOKPATHOM  IO3H, comepxamuy 5 M TIepBOM  dapMalleBTUUECKOM
KOMIIO3MIUIMM M aHTUCMEICIIOBOE COelVHeHMe WM eT'0 COJIb B KOJUUeCTBe,
KOTOpOoe BKBUBAJEHTHO 28 MI' aHTHMCMHCJIOBOTO coenuHeHus, wu (ii)
BTOpOM (QJIaKOH [OJI4 OOHOKPaTHOM IO3H, CcoIepXamui 5 MI BTOpOM
bapMalleBTMUECKOM KOMIIOBMUIUM UM AaHTUCMBICJIIOBOE COeIMHeHMe WU eTo
COJIb B KOJMUECTBE, KOTOpoe BKBMBaJIeHTHO 50 MI' aHTUCMECIIOBOTO

COelMHEHNA.

14. Habop mo jmwbomy u3 . 12-13, roe dapMalleBTUUeCKad KOMIO3UIUA

comepxuT QpocoaTHO-CcoJIeBOM Oydep (OCE).
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15. Habop mo jgobomy u3 nOmn. 12-13, roe dpapmMalleBTUMUECKas KOMIIO3UIIMA

COOEepPXUT MCKYCCTBEHHYK CIMHHOMO3TOBYK XUAKOCTL (MCMX) .

16. Habop no JgwboMy m3 nOmn. 12-15, ©DOe aHTUMCMEICJIOBOE COelMHeHMEe
MM eTOo COJIb BO BTOPOM dapMalleBTUMUeCKOM KOMIIO3UIMM HaxXOOATCS B

KOHIeHTpaluvu 10 Mmr/MII.

17. Habop no JgwboMy m3 nmn. 12-15, TOoe aHTUCMHBICIOBOE COeIMHeHNE
WM eTO0 COJIb B IIePOBOM (apMaleBTUUECKOM KOMIIOSUINMM HAXOOSTCS B

KOHLIeHTpalumumu 5,6 MI/MIiI.

18. Habop mo jgobomy m3 nmn. 12-17, roe dpapmMalleBTUUECKaAs KOMIIO3UIIMA

COCTaBJIeHa IJIAd MHTpaTeKaJIEHOI'O BBEIOEHMA.

19. Habop mo jgobomy m3 nmn. 12-17, roe dapmMalleBTUMUeCKas KOMIIO3UIIMA

cocTaBJIeHa IJIS MHTpaTeKaJIbHOM OOJIIOCHOM MHBEeKIIUU.

20. Habop mo jgobomy m3 nmn. 12-19, rme dapmalleBTUUEeCKas KOMIIO3UIIMA

COOEPXUMT COJIBE aHTMCMEICJIOBOI'O CO€IVMHEHMA.

21. Habop 1o 1. 20, Toe COJIb AaHTHUCMECJOBOTO COeIVHeHMSA

InmpencTaBJIdeT cobon HaTpreBy COJIb.

22. Habop no n. 21, THme COJb AaHTUCMHCIIOBOTO COEOUHEHUS UMeeT

CIIeOYRIYn CTPYKTYPY :



HaC | " o HC \fk NH
HO A H:C &

R = OCH,CH;0CH;

23. HaGop no mgwboMy M3 M. 12-22, OONOJHUTEJBHO BKIIUAKLINIA

MIIprL, OJIA MHBeKIVM n/nnm VMHCTPYKIOVIM OJIA IIPVMMEeHEHNMA.

24 . [lpuMeHeHME AHTUCMEICJIOBOT'O COeIllVMHEeHNA, Mepmero CJIe YOIy

CTPYKTYPY :



R = OCH,CH;0CH;

VJiMm ero CoOoJIM B IIPpOM3BOOCTBEe JIEKaApCTBEHHOI'O CpeldCTkBa MHOJIA JI€UeHUA

CIMHAJILHOM MEIIEUHOM aTpodum (CMA) y cydbekTa-uesloBeKa,

I'oDe aHTUCMEICJIOBOEe COeIMHeHUe Tpe@yeTCH IJId BBeIOeHMA MHTpaTeKaJ’IbHOIZ
MHBEKLMEN CyOBeKTy-dueJIOBEKY IIO MeHBIIeMn Mepe B IOIBYX HaCHIaKIMX

oo3ax, TIrage TIIOo MeHbIen Mepe IOIBe HacCHIMaKmMe ITO3Bl BKJIIIOWAKT @

(1) IIEPBYKW HaCHIMAKIyKn OO3Y aHTUMCMEICIJIIOBOI'O COeIMHEHMA MJIM €I'O COJIM,

KOoTopad SKEBUMBaJIEHTHAa 50 MI' aHTMCMEICJIOBOT'O COeIMHEHUHA; U

(id) BTOPYID HacChHawmyn »JO3Y aHTUCMBICJIOBOI'O COeIMHeHMA UWJIM eI'o
COJIM, KOTOpad SKBHMBAJIEHTHAa 50 MI' aHTUCMHCJIOBOT'O COEeIOMHEeHMSd, OJIA

BBeneHusa uepes 10-20 mHell mocJjie [IepBOM HacCHmMamlel ITO3H.

25. [lpuMeHeHME AHTUCMEICJIOBOT'O COeIVMHEeHNMA, Mepmero CJIe YOIy

CTPYKTYDPY .
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UM eTo COJIM B IPOM3BOICTBE JIEKAPCTBEHHOT'O CpelCcTBa OJg IOBHIIEHMUS
YPOBHEM MaTPUUHOM PUOOHYKJIEMHOBOM KMCJOTH (MPHK) T'eHa BEXMBaHUSA
OBUTATEJIbHHX HeMpoHoB-2 (SMN2), comepxamel SK30H 7, y cybbekTa-
yeJIoBeKa C MyTalMaMM B XpoMocoMe 5g, KOTOpHEe CBS3aHH C IedulmUToM

OeJika SMN,

I'Te aHTUCMEICJIOBOE COeIMHEeEHIMe TpeéyeTc,q IOJIA BBEeIOEHIMA MHTpaTeKaJ’IbHOIZ
UHBeKLUeN CyDBEeKTY-UeJIOBEeKY IIO MeHbIIen Mepe B IOIBYX HacCHIIakKlMXx

oo3sax, Trage TIIOo MeHbIen Mepe IBe HacCHhHMaKmMe ITO3El BKJIIOWYAT @

(i) II€ePBYK HaCHIAKMyn O3y aHTVMCMEICIJIOBOT'O CO€IMHEHWMA MJIM €I'O COJIN,

KOTOpad BSKBHMBaJIEHTHa 50 MI aHTMUCMEBICJIOBOT'O COEeIMHEeHUS; U

(ll) BTOPYK HaCHIMAKIYKRD ITO3Y AaHTUMCMECIJIIOBOI'O COeIVMHEeHMA WJIM eI'O
COJIM, KOTOpaA DSKBUMBAJIEHTHa 50 MI' aHTMCMEICJIOBOTO coeImMHeHMrM4a, IJIA

BBeleHMsa depes 10-20 mHel [OCJe [IepPBOM HAaCHIAKUIEeY IO3H.

26. IlpuMeHeHMe IO . 24 mim 25, IDONOJHMTEJEHO BKJIOUAKMMI BBeleHUE

CyDBEeKTY-UeJIOBEKY MHTpaTeKaJ’IbHOVI MHBEeKLIMEeN II0 MeHbIen Mepe OnHOM



nonnepmMBammeﬁ IOJO3EI, IIPVM S5TOM IIO MeHbIeM Mepe OOHa IIoOOOepPXMBEakllad

O003a D2KBUBAJIEHTHa 28 MI' aHTHMCMECJOBOTO COEeIMHEeHMS.

27. llpuMeHeHMe no . 24 wuiau 25, TIOe NOPUMMEeHEHME IOOIOJIHUTEJILEHO
BKJIOUAET BBeIeHUe CyOBeKTy-deJIOBeKy MHTpaTeKaJlbHOM MHBeKLIUel
IIOOOEPXKMUBAKINX OO3 aHTUCMBICJIOBOTO COEOIMHEHMA MM €I'0 COJIM, HaduHaA
yepes OpuOIM3MTeJbHO 4 Mecsdlla II0CJe BBeleHUA BTOPOM Hachmaolmen
OO3H M IIOCJIe BTOTO C IIPOHNOJIKEHMEeM OIMH pas NPUOIMU3MTEJILHO KaXIbe
4 mMecHdla, IpU 5TOM KaxIad NOOIePXMBapMasg IOo3a SKBMUBAJIEHTHa 28 MDD

AHTVCMEBEICJIOBOT'O COeIMHeHMA.

28. IllpuMeHeHMe 1o . 24 wuiau 25, TIOe OPMMEeHEHME IOOIOJIHUTEJILEHO
BKRJIOUAeT BBeleHMe CyObeKTy-ueJIOBeKY MHTPpaTeKaJIbHOM UHBEeKLUueu
NOOIePXUBAaKIMX OO03 aHTMCMBICJIOBOTO COeIMHEeHMS MM e€T'0 COJIM, HauMHasd
yepes3 4 Mecdlla [IOCJe BBeIeHMS BTOPOM HaCHmMallel ODO3H M IIOCJe 3TOTO
C TI[pomoJpkeHMeM OIMH pas3 Kaxine 4 Mecdla, OpYM STOM Kaxinas

IIommepXxXmMBamnimad go3a SKEBIMBaJIEHTHa 28 MI' aHTMCMBEICJIOBOTO COEeOMHEHM.

29. IlpuMeHeHMVe 1[I0 JIOOMY W3 III. 24-28, THe BTOPYK HaCHIAKIY

JTO3Y BBOOAT UeEpes3 14 cyTok mnocJjie BBeIOEeHUSA HepBOﬁ HacCHIMalmer OO3H.

30. IIpuMeHeHNKEe AHTUCMEICJIOBOT'O COeIVMHEeHNMA, Mepmero CJIe YOIy

CTPYKTYPY
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VJiMm ero CoOoJIM B IIPpOM3BOOCTBEe JIEKaApCTBEHHOI'O CpeldCTkBa MHOJIA JI€UeHUA

CIMHAJILHOM MEIIEUHOM aTpodum (CMA) y cydbekTa-uesloBeKa,

Ioe CyOBEeKTY-UeJIOBEKY IIpelBapMTEJIEHO BBOIMIIM OIHY WJIIN BoJjiee HO3
AHTVMCMEICJIOBOTI'O COoelIMHeEHNMA TNJIN eTro CoJIn, roe OIoHa Vi BoJiee
IIpeilBapMUTEJIEHO BBEeIOEHHEX O3 OBJIM SKBMBAJIEHTH 12 MI' aHTUCMBECJIOBOTO
COellMHEeHNA, roe JIeKapPpCTBEeHHOe CpeIlCTBO TpeéyeTc,q IOJI4 BBeIOeHIMA

MHTpaTeKaJ’IBHOIZ MHBEKLMeN CyOBEeKTy-ueJIOBEKY U COOEPXNT :

(i) HaCHIMaKMyn »OO3Y aHTHMCMEICJIOBOI'O COeIMHEeHNA WJIM €TI0 coJin,
KOTOpad SKBMBaJIEHTHa 50 MI' aHTUCMEICJIOBOTO COeIVHEeHWUs, OJIS BBeOeHUud
uepes NPpUOIIM3UTEJIEHO 4 MecHdlla I[IOCJIe IIOCJIeIHeN IIpeIBapmUTEJIEHO

BBeIeHHOM IOO3H, SKBUBAJIEHTHOV 12 MI' aHTHMCMECJIOBOTO COEeIMHEHUS; U

(ii) nommepxuBawmMUe OOBEH AHTUCMEICJIOBOTO COEIMHEHUS WM €TI0 COJIHU,
HaurHasg uUepes OpUOIUIUTEJLHO 4 Mecdlla I[ocJie BBeleHMS Hachmalmen

OJO3EI M IIOCJIe 2TOI'OC C IIPpOoIOOoJIXKeHMeM OIMH pas3 KaXIEe 4 Mecdua, ITIOe
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Kaxnmad IIogoepXlrpBaKlad »JoO03a OJSKBHMBaJIEHTHa 28 MT AHTVICMEICJIOBOT'O

COeIVM HeHN1A .
31. IIpMMeHeHMe aHTHUCMEBICJIOBOTO COEeOMHEHUS, MUMelmero CcJlelylIyl
CTPYKTYDY .
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R = OCH,CH,OCH34

UM eTo COJIM B IPOM3BOICTBE JIEKAPCTBEHHOT'O CpelCcTBa OJg IOBHIIEHMUS
YPOBHEM MaTPUUHOM PUOOHYKJIEMHOBOM KMCJOTH (MPHK) T'eHa BEXMBaHUSA
OBUTATEJIbHHX HeMpoHoB-2 (SMN2), comepxamel SK30H 7, y cybbekTa-
yeJIoBeKa C MyTalMaMM B XpoMocoMe 5g, KOTOpHEe CBSA3aHH C IedulimUToM

OeJika SMN,

Ime CyOBeKTY—UeJIOBEKY npeaBapmMTeJIbHO BBEOIOMIIM OIHY WJIM OoJiee o3
AHTVICMEICJIOBOTI'O COeIIMHEeHNA TUJIN ero COJIM, roe OIOoHa IZnng BoJiee
IIpenBapmUTeJIbHO BBeIOeHHEX O3 OLIM SKBMBAJIEHTH 12 MI' aHTUCMECJIOBOTO
COeIMHeHNA, roe JIeKapCTBEHHOEe CpeICTBO Tpe@yeTCH IOJId BBeIOeHIMA

MHTpaTeKaﬂbHOﬁ VMHBeKLIMen CYDOBEKTY—UeJIOBEKY U COOEPXNT @

(1) HacCHIMaKmyn »OO3Y aHTHMCMEICJIOBOI'O COeIMHEeHNA WJIM €TI0 coJI,

KOTOpaAd SKBMBaJIEHTHa 50 MI' aHTUCMEICJIOBOTO COeIVHEeHUs, OJIS BBeOeHMud
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yepes IPUOINSUTEIIBHO 4 Mecdlla ocye BBeICHUSA rnocJyienHem
InpeaBapmMTeJIBEHO BBeﬂeHHOﬁ ITO3EI, SKBMBaﬂeHTHOﬁ 12 MI' aHTHMCMEBICJIOBOTO

COoeIMHeHA,; U

(ii) nommepxmMBammye OO3H AHTUCMEICJIOBOTO COEeOMHEHUS WM €TI0 COJIHU,
HauMHag uYepes NpUOIM3UTEJLHO 4 Mecdlla I[IOoCcJle BBeleHMS HacHmawmen
OO3H U TIIOCJIEe BTOTO C IMIPOIOJIKEeHMeM OIMH pas3 Kaxiee 4 Mecsua, TIe
Kaxmas I[DonmepXuBammas »o3a SBKBUBAJEHTHa 28 MI' aHTHUCMBCJIOBOTO

COellMHEHNA.

32. IlpuMeHeHUe infe) . 30 N 31, e CYDBEKTY-UeJIOBEKY
NpelBapUTeJIbHO BBOOMJIM IO MeHbIlel Mepe OIHY, II0 MeHbIleM Mepe IBe,
10 MeHbIeM Mepe TpM, I[I0 MeHbIleM Mepe YeTHpe, I[I0 MeHbIleM Mepe OATh
Wi OOHY, IBe, TPpU, UYeTHpe WIM OATh OO3 aHTUCMECJIOBOTO COEeNMHEHUHA
WIM eTro CoJM, T'Ie KaxXxdasd M3 IOIpeldBapuUTelIbHO BBeIeHHEX Oo3 OnlJla

PKBMBaJIeHTHa 12 MI' aHTHUCMHECJIOBOTO COEeOMHEHMS.

33. IlpuMeHeHMe 10 JwdoMy wm3 nmn. 30-32, T©Oe HacHmawmas Jo3a
AHTUCMHICJIOBOT'O COeIOMHEeHUS WM eTro CoJu TpebyeTcs IJiS BBeleHUS
yepe3 4 Mecdlla IIOCJe BBeIeHUA IoclegHelM IpelBapUTelJIbHO BBEIeHHOM

IOJO3EI, SKBMBAJIEHTHOM 12 MI' aHTMCMEICJIOBOTO COeIMHeHMA.

34. IlpuMeHeHMe IO JoboMy mu3 nn. 30-33, IOe HOOOepXMBawIMe LO3H
AHTUCMEICJIOBOTO COeIOMHEeHMA WIM eTro COJIM TpedylTcsa OJisS BBeOeHUSA
HaurHasd depes3 4 Mecslla IIOCJe BBeleHMd HaCHMAKIEM OO3H U IIOCJe 3TOoTO0

C TIPOOOJIXeHNVeM OIMH pa3 KaXIEIe 4 Mecsla.

35. IlpuMeHeHMVe 1o Jwobomy u3 nOmna. 30-34, 1TOme CcyOLeKTy-ueJlIoOBeKy
npelBapUTeJIbHO BBOOMJIM II0 MeHbIIeM Mepe IISTb I03 aHTUCMBICJIOBOTO
CoeIMHEeHMS WMJIM eTo COJM, T'Ie Kaxdas Mu3 I[I0 MeHbIleM Mepe TIIATh
nIpenBapuTesILHO BBEIOEHHHX oo3 OBlIIa SKBMBAJIeHTHAa 12 MT

AHTVCMEBEICJIOBOT'O COeIMHeHMA.
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36. IlpuMeHeHMe 10 JOoOMy m3 nn. 30-34, 1He CyOBEKTYy-UeJIOBEKY
npelBapUTEeIbHO BBOOMIM IO MeHbIlel Mepe uUeThHpe OO3H aHTUCMBICJIOBOTO
CoeaMHeHUd WM eTo COJIM, TI'Ie KaxXlasd M3 [0 MEHBIEN Mepe UeTHpexX
npelBapUTeJIbHO BBeIeHHBIX oo3 BrlIa SKBUBAJIEHTHA 12 MT

AHTVCMEBEICJIOBOT'O COeIMHEeEHMA.

37. IlpuMeHeHMe 1o Jwobomy wu3 nmn. 30-34, 1Tme CyOBeKTy-uUeJlIoOBeKy
IpenpapUTesSIbHO BBOOUIIM UYeTHPEe NO3H aHTUCMHCIIOBOTO COeIVMHEeHUS WU
ero CcoJgmM, I'Ie Kaxiad W3 I[IpelBapUTeJIbHO BBeIeHHHX 103 OBJla

SKBUBAJIEHTHa 12 MI' aHTMCMECJOBOTO COeIVHEHMU.

38. IlpuMeHeHMe 10 JOOMy mM3 nn. 30-34, 1He CyOBEKTYy-UeJIOBEKY
npelBapUTEeIbHO BBOAOMIM OIHY IO3Y AaHTHMCMBCIIOBOTO COeIVMHEHUS MM eTo
COJIM, THOe NOpeldBapUTEJIbHO BBeleHHad IOo3a OvJla BKBMBaJeHTHa 12 MDD

AHTVCMBICJIOBOT'O COeIMHEeHMA.

39. IlpuMeHeHMe 10 JodOoMy M3 nOn. 24-38, rme y cydObeKTa-ueJloBeKa

mMeeTCHA:

(1) HauvaBmascga BO MlaleHuecTBe CMA (CMA I Twum) ;

(ii) CMA c no3pgHMM HauaJjioM (CMA II Tun miam CMA III TMI); WIM

(iii) npmobperenHas CMA (CMA IV Twum) .

40. IlpuMeHeHMe 10 Jmwdbomy wm3 1mn. 24-38, 7Tnoe CyOBeKT-uUeJIoBEK

ABJIAEeTCA NPEeICUMMIITOMHEM IO CMA.

41. IlpuMeHeHMe 10 Jwobomy wu3 nmn. 24-40, 1Tme CyOBeKTy-UeJlIOBeKy
BBOOAT aHTUCMEICJIOBOE COeOMHEeHUe WM €TI0 COJIb C IIPUMEHEHMEeM WIJIH

IOJIS CIOMHAJILHOM aHecTe3sUM.

42 . IlpuMeHeHVe 10 JiwOOMy M3 TIII. 24-41, IIe AaHTUCMEBEICJIOBOE

coeOMHeHNe MJIM eI'0 COJIb BBOIAT B MHBEKIMOHHOM OOBEMEe 5,0 MJT .
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43. IlpuMeHeHMe ©Ho . 42, TOe aHTUCMECJIOBOE COeIMHEHMEe MM €TI0

COJIb pacTeopaRT B dochaTHO-coJeBOM Oydepe (OCE) .

44, IlpyMeHeHMe IO II. 42, TOe aHTUCMECJIOBOe COeIMHEHMEe MM €TI0

COJIb PAacCTBOPAKT B MCKYCCTBEHHOM CIIMHHOMOBTOBOM XUIKOCTM (MCMX) .

45, IlpmMeHeHMe O JoboMy mu3 nn. 24-44, THoe COJIb aHTUCMBEICJIOBOTIO

COeIIMHeHNA TIIpelCcTaBJIdeT cobom HaTpMeBYI COJIb.

46. IllpyMeHeHMe 10 Jwdomy m3 nn. 24-44, Cojyib  aHTUCMBEICJIOBOIO

COeIMHEeHNA VMeeT CJIeIYIIYK CTPYKTYPY:
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47. IlpMeHeHMe aHTHMCMHCJIOBOIO COeOMHEHMd, MMEKImeIo CJeOYIYIO

CTPYKTYPY :
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MM €T0o COJM nOJIA JedyeHMs CIOMHaJbHOM MBIIeUHOM aTpodum (CMA) vy

cyBLekTa-uejyioBekKa,

roe AHTIVICMEICJIOBOE COeIIMHeHIe BBOIOAT MHTpaTeKaHBHOTZ MHBEeKLIMeN
CYOBEKTY-UeJIOBEKY IIO MeHbIIeM Mepe B IOIBYX HacCHamlMxX »Jgo3aXx, I'ge IIOo

MeHbIIen Mepe IOIBe HacCHIMakIMe ITO3bBl BKIIIOWAKT

(1) IIEPBYKW HaCHIMAKIyKn OO3Y aHTUMCMEICIJIIOBOI'O COeIMHEHMA MJIM €I'O COJIM,

KOoTopad SKEBUMBaJIEHTHAa 50 MI' aHTMCMEICJIOBOT'O COeIMHEHUHA; U

(id) BTOPYID HacChHawmyn »JO3Y aHTUCMBICJIOBOI'O COeIMHeHMA UWJIM eI'o
coJin, KoTopa4d SKBUBaAJICHTHAa 50 MT AHTVCMBICJIOBOT'O COeIIVMHEeHNA,

BBeleHHYI uepes3 10-20 OHeM Mocjie BBeleHMs IIepBOY HacCHImAaKMeM DO3H.

48, [lpuMeHeHME AHTUCMEICJIOBOT'O COeIVMHEeHNMA, Mepmero CJIe YOIy

CTPYKTYDPY .
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WM eTro COJIM IOJId IIOBHIIEHUS YPOBHEM MaTPUUHOM PUBOHYKIIEMHOBOM
KMCJIOTH (MPHK) TeHa BEXXMBAHMSA IOBUTAaTEJIbHEX HeMpoHOB-2 (SMN2),
comepXxalmey 5SK30H 7, Yy CcyObeKTa-ueJIoBeKa C MyTalMaMM B XpPOMOCOME

5J, KOTOpHEe CBA3aHH C mepuumToM Oejika SMN,

roe AHTUCMEICJIOBOE COoeIIMHeHIe BBOIOAT MHTpaTeKaJIbHOﬁ MHBEeKLIMeNn
CyOBEeKTYy—UeJIOBEKY IIO MeHbIeM Mepe B IOIBYX HacCHammMxX ngo3aXx, I'ge IIOo

MeHbIIen Mepe IOIBe HacCHIMaKMMe ITO3Bl BKIIIOWAKT

(1) IIEPBYK HaCHIMAKIyKn OO3Y aHTMCMECIJIOBOI'O COeIMHEHMA MJIM €I'O COJINM,

KOTOpaAd BSKBHMBaJIEHTHa 50 MI' aHTMCMEICJIOBOT'O COeIMHEHUSA; U

(idi) BTOPYID HacCHawmyrn JO3Y aHTUCMBICJIOBOI'O COeIMHeHMA UWJIM eI'o
coJin, KoTopa4d SKBUBaAJICHTHAa 50 MT AHTVCMBICJIOBOT'O COeIIVMHeHNMA,

BBeleHHY uepe3 10-20 OHeM Mocjie BBeleHMsS IIepBOY HacCHMmMAaKmeM DO3H.

49, IlpuMeHeHMe IO II. 47 mim 48, IDONOJHMTEJIEHO BKJIOUAKIMI BBeleHUE

Cy@"beKTy—quOBeKy MHTpaTeKaHBHOﬁ I/[H'T::eK]_U/[eﬁ 10 MeHbIIeM Mepe O,JIHOIZ
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nonnepmMBammeﬁ IOJO3EI, IIPVM S5TOM IIO MeHbIeM Mepe OOHa IIoOOOepPXMBEakllad

O003a D2KBUBAJIEHTHa 28 MI' aHTHMCMECJOBOTO COEeIMHEeHMS.

50. IlpmMeHeHMe no n. 47 wmiam 48, THe IOPMMEHEHMe IOIOJIHUTEJBHO
BKJIOUAET BBeIeHUe CyOBeKTy-deJIOBeKy MHTpaTeKaJlbHOM MHBeKLIUel
IIOOOEPXKMUBAKINX OO3 aHTUCMBICJIOBOTO COEOIMHEHMA MM €I'0 COJIM, HaduHaA
yepes OpuOIM3MTeJbHO 4 Mecsdlla II0CJe BBeleHUA BTOPOM Hachmaolmen
OO3H M IIOCJIe BTOTO C IIPOHNOJIKEHMEeM OIMH pas NPUOIMU3MTEJILHO KaXIbe
4 mMecHdla, IpU 5TOM KaxIad NOOIePXMBapMasg IOo3a SKBMUBAJIEHTHa 28 MDD

AHTVCMEBEICJIOBOT'O COeIMHeHMA.

51. IlpuMeHeHMe no . 47 wmiam 48, THe OPMMEHEHMe IOIOJIHUTEJBHO
BKRJIOUAeT BBeleHMe CyObeKTy-ueJIOBeKY MHTPpaTeKaJIbHOM UHBEeKLUueu
NOOIePXUBAaKIMX OO03 aHTMCMBICJIOBOTO COeIMHEeHMS MM e€T'0 COJIM, HauMHasd
yepes3 4 Mecdlla [IOCJe BBeIeHMS BTOPOM HaCHmMallel ODO3H M IIOCJe 3TOTO
C TI[pomoJpkeHMeM OIMH pas3 Kaxine 4 Mecdla, OpYM STOM Kaxinas

IIommepXxXmMBamnimad go3a SKEBIMBaJIEHTHa 28 MI' aHTMCMBEICJIOBOTO COEeOMHEHM.

52. IlpuMeHeHMe 110 JooOoMy M3 mmn. 47-51, T'Ie BTOPYK HaCHIAKIIYK 03y

BBOOAT uepe3 14 CYTOK IIOCJIe BBeIEeHWUS IIePBOM HACHIAWLMIEN IOS3H.

53. IIpuMeHeHNKEe AHTUCMEICJIOBOT'O COeIVMHEeHNMA, Mepmero CJIe YOIy

CTPYKTYPY

17



0. NTTo ‘“:H\NH o , NH,
o
° o l N’I\o HS—F|’=o H°C\fLNH o N
k 7 o A
NH, HS— P o
o _ N

R = OCH,CH,OCH3
WM eTo COJIM NOJIS JeueHUS CIOMHaJLHOM MeIIeuHOM aTpooum (CMA) v

cyObBeKTa-ueJioBeKa,

roe CyOBeKTYy-UeJIOBeKYy IIpedIBapUTEJIEHO BBOIOWMIIMM OIHY WJIM BoJjiee Hos
AHTVMCMBICJIOBOTI'O coelMHeHMrMAd W €eTro CcoJin, roe onHa wiau 6BoJiee
IIpelIBapMUTEJIEHO BBEIOE€HHEX O3 OBUIM SKBMBAJIEHTH 12 MI' aHTUCMECJIOBOTO
COeIIVMHeEHNA, roe IIPVMMeHEeEHVIe BRJIOUaeT BBell€HNe MHTpaTeKaHbHOﬁ

VHBEeKUMell CYyOBReKTYy-ueJIOBeKY :

(i) HaCHIIanmer OO3EH AHTVICMBEICJIOBOTI'O COeIMHeHNA MJin eTro COJINL,
KOTOpaAd OSKBMBaJIEHTHa 50 MI' aHTUCMECJIOBOTO CoelMHeHMnA, BBEeIOEeHHOM
gepes HpMGHMBMTeHBHO 4 MecCcHAdlla 1o CJIie BBeIcHNA HOCHeHHeﬁ
IIpeaBapmMTeJIBEHO BBEIOEHHOM’ IOO3EI, SKBUBAJIEHTHOM 12 MI' aHTMCMEBICJIOBOTO

CoeIlMMHeHVA,; U

(ii) nommepXMUBALMMX O3 AHTUCMECIJIOBOIO COEOMHEHUS WJIM €TI0 COJIHU,
HauMHag uyepe3 OpUOIM3UTEJLHO 4 Mecdlla I[IOocJle BBeleHMs HacHmawomen

IOO3EI M IIOCJIEe 32TOI'0 C IIpOoIOOoJIXeHMeM OIMH pa3 KaXIEe 4 mMecsua, TIOe
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Kaxnmad IIogoepXlrpBaKlad »JoO03a OJSKBHMBaJIEHTHa 28 MT AHTVICMEICJIOBOT'O

COeIVM HeHN1A .
54, HpmmeHeHme AHTVICMBEICJIOBOTI'O COoelVHeHMA, VIMemeI'O CJIe IYIIYIO
CTPYKTYPY :
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WM eTro COJM IOJIg IIOBHIIEHUS YPOBHEM MaTPUUHOM PUBOHYKIIEMHOBOM
KMCJIOTH (MPHK) TeHa BBEXXMBAHMA IBUTATEJIbHEX HeMpOHOB-2 (SMN2),
comepXamel BSK30H 7, y cyOBbeKTa-deJlJoBeKa C MyTallMaMM B XPOMOCOMe

5J, KOTOpHEe CBA3aHH C OepuumToM Oejika SMN,

Ioe CyOBEeKTY-UeJIOBEKY IIpeIBapMTEJIEHO BBOIOMIIM OIOHY WJIM BoJjiee Hmo3
AHTVMCMEICJIOBOTI'O CoeIMHeHMd WM eIo CcoJin, roe onoHa wiau 6BoJiee
IIpeilBapMTEJIEHO BBEeIOE€HHEX O3 OBUIM SKBMBAJIEHTH 12 MI' aHTUCMBECJIOBOT'O
COeIIVMHeHNA, roe IIPVMMEeHEeEHNe BRJIOUaeT BBell€HNe MHTpaTeKaJ’IbHOﬁ

VHBeKUMell CYyOBReKTYy-ueJIOBeKY :

(1) HacHmapmelr HOS3HE AaHTMUCMECJOBOTO COeIOMHEeHMS WIM ero COJIU,

KOTOpaAd OSKBMBaJIEHTHa 50 MI' aHTUCMEICJIOBOTO CcCoelMHeHMnA, BBe,JIeHHOﬁ
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yepes IPUOINSUTEIIBHO 4 Mecdlla ocye BBeICHUSA rnocJyienHem
InpeaBapmMTeJIBEHO BBeﬂeHHOﬁ ITO3EI, SKBMBaﬂeHTHOﬁ 12 MI' aHTHMCMEBICJIOBOTO

COoeIMHeHA,; U

(ii) nommepXMUBaLMMX O3 AHTUCMECIJIOBOTO COEIMHEHUS WM €TI0 COJIHU,
HauMHag uYepes NpUOIM3UTEJLHO 4 Mecdlla I[IOoCcJle BBeleHMS HacHmawmen
OO3H U TIIOCJIEe BTOTO C IMIPOIOJIKEeHMeM OIMH pas3 Kaxiee 4 Mecsua, TIe
Kaxmas I[DonmepXuBammas »o3a SBKBUBAJEHTHa 28 MI' aHTHUCMBCJIOBOTO

COellMHEHNA.

55. IlpuMeHeHUe infe) . 53 N 54, e CYDBEKTY-UeJIOBEKY
NpelBapUTeJIbHO BBOOMJIM IO MeHbIlel Mepe OIHY, II0 MeHbIleM Mepe IBe,
10 MeHbIeM Mepe TpM, I[I0 MeHbIleM Mepe YeTHpe, I[I0 MeHbIleM Mepe OATh
Wi OOHY, IBe, TPpU, UYeTHpe WIM OATh OO3 aHTUCMECJIOBOTO COEeNMHEHUHA
WIM eTro CoJM, T'Ie KaxXxdasd M3 IOIpeldBapuUTelIbHO BBeIeHHEX Oo3 OnlJla

PKBMBaJIeHTHa 12 MI' aHTHUCMHECJIOBOTO COEeOMHEHMS.

56. IlpuMeHeHMe 10 JwdoMy m3 nmn. 53-55, 1©Ome HacHmawmas Jo3a
AHTUCMHBICJIOBOTO COEIMHEHMS MJIM €70 COJIM BBOIAT uepes 4 Mecslla Mocie
BBeIeHMd IocJieIHeM NpelBapUTeJIbHO BBeIeHHOM IO3H, SKBMBAJIEHTHOM 12

MI' aHTUMCMBEICJIOBOT'O COeIVHEHMA.

57. IlpuMeHeHMe 1o JoboMy M3 or. 53-56, IHme HoOOepXMBawlMe LO3H
AHTUCMEICJIOBOTO COeIMHEeHMS WM €70 COJIM BBOIOAT, HauuHas depes 4
MecHla IIOCJie BBeleHMs HacCHIawlel HOO3H U IIOCJe BTOTO C NPOILOJIKEeHMEM

OOMH pa3 kaxngee 4 MecHdla.

58. IIlpuMeHeHMNe 1o Jwbomy M3 Ora. 53-57, 1Tme cCcyOLeKTy-ueJlIoOBeKy
npelBapUTeJIbHO BBOOMJIM II0 MeHbIIeM Mepe IISTb I03 aHTUCMBICJIOBOTO
CoeIMHEeHMS WMJIM eTo COJM, T'Ie Kaxdas Mu3 I[I0 MeHbIleM Mepe TIIATh
nIpenBapuTesILHO BBEIOEHHHX oo3 OBlIIa SKBMBAJIeHTHAa 12 MT

AHTVCMEBEICJIOBOT'O COeIMHeHMA.

20



59. IlpuMeHeHMe 10 JiOOMYy M3 nOmn. 53-57, 1Hme CyOBEKTYy-UeJIOBEKY
npelBapUTEeIbHO BBOOMIM IO MeHbIlel Mepe uUeThHpe OO3H aHTUCMBICJIOBOTO
CoeaMHeHUd WM eTo COJIM, TI'Ie KaxXlasd M3 [0 MEHBIEN Mepe UeTHpexX
npelBapUTeJIbHO BBeIeHHBIX oo3 BrlIa SKBUBAJIEHTHA 12 MT

AHTVCMEBEICJIOBOT'O COeIMHEeEHMA.

60. IlpuMeHeHUe 10 JwodOoMy M3 . 53-57, TIOe CyOBeKTy-ueJIoBeKY
IpenpapUTesSIbHO BBOOUIIM UYeTHPEe NO3H aHTUCMHCIIOBOTO COeIVMHEeHUS WU
ero CcoJgmM, I'Ie Kaxiad W3 I[IpelBapUTeJIbHO BBeIeHHHX 103 OBJla

SKBUBAJIEHTHa 12 MI' aHTMCMECJOBOTO COeIVHEHMU.

61l. IlpuMmeHeHUe 1o JwOoOMy M3 HOI. 53-57, rTne Cy0OBeKTy-deJIOBeKYy
npelBapUTEeIbHO BBOAOMIM OIHY IO3Y AaHTHMCMBCIIOBOTO COeIVMHEHUS MM eTo
COJIM, THOe NOpeldBapUTEJIbHO BBeleHHad IOo3a OvJla BKBMBaJeHTHa 12 MDD

AHTVCMBICJIOBOT'O COeIMHEeHMA.

62. IllpuMeHeHMe 1o JiwdoMy M3 nmn. 47-61, rme y cybbekTa-deJloBeKa

VMeeTCs:
(1) HauaBmasca BO MIageHuecTBe CMA (CMA I Twum);

(ii) CMA c no3pgHMM HauaJjioM (CMA II Tun miam CMA III TMI); WIM
(iii) npmobperenHas CMA (CMA IV Twum) .

63. IlpuMeHeHMe 1o JiwdoMy m3 nn. 47-61, 1Tme CcyOBeKT-UeJIOBeK

ABJIAEeTCA NPEeICUMMIITOMHEM IO CMA.

64. IllpuMeHeHUe 10 JodoMy wu3 mnn. 47-63, TIOe CyOBeKTy-ueJIoBeKY
BBOOAT aHTUCMEICJIOBOE COeOMHEeHUe WM €TI0 COJIb C IIPUMEHEHMEeM WIJIH

IOJIS CIOMHAJILHOM aHecTe3sUM.

65. IllpuMeHeHUe T1I0 JOOOMY M3 I, 47-064, IIe AaHTUCMEBEICJIOBOE

coeOMHeHNe MJIM eI'0 COJIb BBOIAT B MHBEKIMOHHOM OOBEMEe 5,0 MJT .
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66. IlpuMeHeHMe IO II. 65, I'le aAHTUCMHCIJIOBOE COEOMHEeHUEe WM eTIo

COJIb pacTeopaRT B dochaTHO-coJeBOM Oydepe (OCE) .

67. IlpuMeHeHMe 1O II. 65, I'le AHTUCMHECIJIOBOE COEOMHEeHMEe WM eTIo

COJIb PAacCTBOPAKT B MCKYCCTBEHHOM CIIMHHOMOBTOBOM XUIKOCTM (MCMX) .

68. IlpuMmeHeHuMe 1o Jmwobomy umz3 nmo. 47-67, Ioe COJIb aHTUCMEICJIOBOTIO

COeIIMHeHNA TIIpelCcTaBJIdeT cobom HaTpMeBYI COJIb.

69. IlpuMmeHeHMe 10 JiwoboMy w3 . 47-67, COJIb aHTUCMEICJIOBOIO

COeIMHEeHNS uMeeT CJIe OYIOUY 0 CTPYKTYPY :

NH
HO /k ; o]
oL N"To :o: N NH,
i N NH,
? ':'ac : Na*S’—IL=O N N
Na's =p=0 N ) { |
o
N
° o N’ko NaS—P o :o: ,
" Na*s—P o
o R 2
L) N NBS—P o]
Na's'—P=0 N
|
5 <1y
o N N Na’s—P [ )
1
Na's' —P=0
° R e 9 HC °
! HC Na*s—P o °
Na*s"—P=0 ? N NH
]
° NT o "
o NaS—P o N °
1
N /J Na‘'s =P=0
o |
1
o R

z

¢

R = OCH,CH,0CH;
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