COOTBETCTE '1~"!ET _ZE'_I‘i. li:_ [NEFTHOMY OTYETY

ot 12.02_2026 M= 2551

OBILASI XAPAKTEPUCTHKA JIEKAPCTBEHHOTO fPENAPATA- = 1020)

V  JlaHHBIA  JICKAPCTBEHHBIM  Mpenapar MNOMICKHUT  JONOJHUTEIBHOMY  MOHHMTOPHUHIY.
DTO TO3BOJUT OBICTPO BBISIBUTH HOBYIO WH(pOpManuio mo Oe3omacHOCTH. Mbl oOpamaemcs K
CICIUAINCTAM CUCTEMBI 3JIPABOOXPAHEHHS C TPOCHhOOW coo0marh O JFOOBIX IMOA03PEBAEMBIX
HEXXEJIaTeNbHBIX peakuusx. [Topsmok cooOmeHus 0 HeXeNnaTeIbHBIX PEaKIMAX IPEACTABICH B

paznene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

YITOMUPHUC, 300 mr/3 My, KOHIIEHTPAT JIJIs1 IPUTOTOBJICHHS pacTBOpa i HHQY3UH.

YITOMMUPHUC, 1100 mr/11 mi1, KOHIIEHTPAT AJI IPUTOTOBJICHUS PacTBOPa JIsl HHPY3HA.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JleiicTBytOIIEE BEMIECTBO: paByIM3ymad™.

YITOMUWPHUC, 300 mr/3 mil, KOHIIEHTPAT Ui OPUTOTOBJIEHHS pacTBOpa JULst HHDY3UI

Kaxxapiit M1 koHuienTpara coaepkut 100 mMr paBynusymada.

Kaxnpiii daxon copepxut 300 Mr paBynu3ymada.

BemecrBa, Hanuuue KOTOPBIX HANO YYUTBHIBATh B COCTaBE JICKAPCTBEHHOI'O IIperapara: HaTpui

4,6 mr (cMm. paznen 4.4).

YJITOMUMWPHUC, 1100 mr/11 mu1, KOHIIEHTPAT Ul IIPUTOTOBJIIEHUS pacTBOPA Uil HHDY3UH

Kaxxnprit Mt koHrieHTpara coaepxut 100 mr paBynnzymaoa.

Kaxnprit dpiaxon conepxut 1100 mMr paBynuzymada.

BCH_IGCTBa, HAJIMYUEC KOTOPBIX HAAO0 YYHUTHIBATHL B COCTABC JICKAPCTBCHHOI'O IIpCIiapara: HanPIfI

16,8 mr (cM. pazzaen 4.4).

*[TosrydeHO € MCHOJIB30BaHUEM KJIETOK SMYHUKOB KuTaiickoro xomsiuka (CHO) [mo TexHomorum

pexkomOunantao JIHK].

ITonHbIit MEpCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IPUBEACH B pa3Jciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

KoHueHnTpar A npuroToBieHus pacTBopa sl HHPY3Hil.

HpospaqHaﬂ WK onaJICCHUPYIOIasa, OT CBETJI0-KCJITOr0 0 KEJITOBATOI'O IIBETA Y KUAKOCTb.
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4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHusl K IPUMEHEHHIO

ITapokcu3smMasibHass HoyHas remMornoounypus (ITHI)

[Ipenmapar YJITOMHWPUC mnokazaH s JIUEHUS B3POCIBIX M MAIMEHTOB JETCKOIO0 BO3pacTa
¢ maccoil rena He MmeHee 10 xr ¢ [THI™:
® [AI[MEHTOB C T€MOJU30M C KIMHUYECKUMU CUMIITOMAaMHU, CBUIETEIbCTBYIOIIMMH O BHICOKOM
AKTUBHOCTH 3a00JICBAHHUS;
® [alMEHTOB, Y KOTOPHIX HAOJIIOIAETCS KIMHUYECKH CTAOMIBLHOE COCTOSHUE TOCIE JICUCHUS

IKYJIHM3yMaOOM B TEUCHHE HE MeHee 6 MpeIIecTBYIOIMX MecseB (cM. pa3aen 5.1).

ATHIINYHBIE reMoIUTHKO-ypemuueckuii cuaapom (al'YC)

[Ipenapar YIITOMUWPUC mnoxazan st Je4eHHs] MalMEHTOB C Maccod Tena He meHee 10 kr
c al'VC, koropeie paHee HE MOMydYald WHTHOUTOPHI KOMIUIEMEHTA WU MOJyYald 3KyJIu3ymad
B TEUEHHUE HE MeHee 3 MecsleB C MOATBEPKICHHBIM OTBETOM Ha JIEUYEHUE HKYIU3yMaOOM

(cm. pazpen 5.1).

I'enepanusoBanHas muacteHus rpasuc (rMI)

[Ipenapar VYJITOMHUPUC nokazan ans Je4eHUs B3poOcibIX naumeHtoB ¢ rMIT wu

C TIOJIOKHUTEIIbHBIM PE3YJIbTATOM TE€CTA Ha aHTUTENA K alleTUIIXOJIMHOBBIM perienitopam (AXP).

3aboiieBanns cuekrpa ontukonespomuennTa (3COHM)

[Ipenapar VYJITOMHUPUC nokazan pns jedeHuss B3pocibix nanueHToB ¢ 3COHM  u

C MOJIOKUTENIHBIM PE3yJIbTaTOM TeCTa Ha aHTUTENA K akBanopuHy-4 (AQP4).
4.2. Pesxum 103MpOBaHNs U cNIOCO0 MPUMEHEeHUs!

PaB}’HI/IS}/Ma6 JOJDKCH Ha3HadaTbCd BpadyoM, HWMCIOIIHMM OIIBIT JICHCHHUA [IMAllMCHTOB

o

reMaToJIOIrn4YCCKUMU HapyUuICHUAMU, 3a00JIeBaHUSIMU IIOYCK, HeﬁpOMBImeqHBIMH n

HeﬁpOBOCHaHHTeHLHLIMH 336OJ'ICB21HI/I$[MI/I, " NPpUMCHATHCS IO Ha6J'IIOI[eHI/IeM TAaKOro Bpaya.

PexxuMm n03upoBaHus

Bspocnvie nayuenmor ¢ INHI, al'VY'C, eMT" unu 3COHM

PexomeH0BaHHBIM pPEKUM JO3UPOBAHUS COCTOMT W3 HArpy304YHOM [J03bl C MOCIEAYIOIINM
MIPUMEHEHUEM TMperapaTa B MOAJIEPKUBAIOIIUX J03aX, BBOJUMBIX MOCPEICTBOM BHYTPUBEHHOM
uH(py3uu. BeiOop 1036l nmpenapara 3aBUCUT OT Macchl Tella MalleHTa, Kak MoKa3aHo B Tabmuie 1.
B3pocnbiv manmerTam (> 18 1eT) moanep KuBaromIye 036l Tpernapara CIeIyeT BBOJUTHh KaXKIbIe
8 Henenb, MPU ATOM IEpBas MOACPKUBAIONIAS /1032 BBOJAUTCS uyepe3 2 HEIENH MOcCe BBEICHUS
Harpy304Hoil 103bl. ['paduk BBemeHUs mpemnaparta MO3BOJSIET B PEAKUX CIIydasxX OTKIOHATHCA Ha
+ 7 gHE# OT 3arIaHuPOBAHHOM JaThl MH(DY3UH (32 UCKIFOUCHUEM TIEPBOM MOEPKUBAIOIIEH 10361

paByin3yMabda), HO MOCIEAYIOIYIO 103y ClIeyeT BBOAUTH COTJIACHO UCXOJHOMY IpaduKy.

2
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[ManmeHTaM, NepeBeIEHHBIM C TEPAIMH JKYIIN3yMaOOM-Ha-Feparo-paBy i3y MadoM; HAFPY3OHIYIO
7103y paBysmM3yMada cieayeT BBOIUTH Yepe3 2 HelleIu Mocie MmocleaHe nudy3uu dKynu3ymada, a
3aTeM BBOJAMTH MOJJEPKUBAIOLIME J03bl Kaxaple 8 Henenb. llepBas monnepkuBaromias 1o3a

BBOJUTCA 4CPE3 2 HEACIH I10CJIC BBCACHUA Harpy3qu017I J03bI, KaK IIOKa3aHO B Ta6J'II/IHC 1.

Tabauna 1. Peskum no3upoBanusi paBy/iu3dymada B 3aBHCHMOCTH OT MAacChl TeJla Y B3POCJIbIX

NMAUEeHTOB ¢ Maccoi Tejia He meHee 40 Kkr

JInana3zoH Macchl Tejaa Harpy3ounas HomnepxxuBaromas IlepuoauyHocTh
(kr) Ja03a (Mr) no3a (mr)! BBeIeHUs

>40 mo <60 2400 3000 Kaxnpie 8 Henenb

> 60 1o < 100 2700 3300 Kaxnwie 8 nenens

>100 3000 3600 Kaxnbie 8 nenmenpb

I[epBast nogaep:xuBaroLas 103a pernapara BBOAUTCA Yepe3 2 HeJeIH IOocIe BBEACHHUs Harpy304HOil 103BI.

Jononnumenvnoe 6sedenue npenapama nocie naasmMoooOMena, niazmapepesa uiu 6HympueeHHO20
88e0eHUsl UMMYHO2N00VIUHA

beuto mMOKaszaHo, 4TO MIa3Moo0MeH, Tuia3mMadepe3 U BHYTPUBEHHOE BBEICHUE MMMYHOIJIOOYITHMHA
CHIDKAIOT CHIBOPOTOYHBIC KOHIICHTpAIMK paBysn3ymada. B ciydae mmazmooOMmeHa, miazmadepesa
WIA BHYTPUBEHHOT'O BBEICHHUS WMMYHOIJIOOYJIMHA TPeOYyeTCsl BBEICHHUE OMOJIHUTECIBLHON JI03bI

paBynu3zyMaba (Tabnuna 2).

Tadnauua 2. JlonoHATEIbHAS /1032 paByJIM3yMada mocjie mia3MooomMeHna, miasmadepesa mim

BHYTPHUBEHHOI'O BBC/ICHUSA I/IMMyHOFJI()ﬁyJII/IHa

JlomosiHHTEILHAS 103a
JdonmosiHuTeILHAS 103a
N (mr) nocJie
Hocaeausist 103a (Mr) mocJie KaxI0i
Jnana3zon Macchl 3aBepllIeHus UK
paByJmu3ymada npoueaypsl
Tesia (Kr) BHYTPHBEHHOI' 0
(mr) MJ1a3M000OMEeHa UJIH
BBe/IeHUS
miasmadepesa
HMMYHOIJIO0YJIMHA
2400 1200
> 40 o <60 600
3000 1500
2700 1500
> 60 1o <100 600
3300 1800
3000 1500
> 100 600
3600 1800
B Teuenue 4 yacoB nmocnie B teuenue 4 yacos
. Ka)KJJOU MpOoLeyphl TOCJIe 3aBEpIICHUS
Bpems BBeleHHs 10TIOJTHUTEIbHOM
1a3MO000MeHa UITN LMKJIa BHYTPUBEHHOTO
A03bl paByJau3ymada
miazmadepesa BBEACHUS
MMMYHOTIJIOOYJIMHA

[THT sBnsercss XpoHMYEeCKUM 3a00jeBaHUEM, W JICYCHHE pPaByJIN3ymMaOOM pPEKOMEHIyeTCs Ha
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MPUMEHEHHS paByln3ymada (cMm. pasznen 4.4).

I[Ipu al'YC gnedenwe paBynu3ymMaOOM JUIsi YCTPAaHEHHS TMPOSBICHUNA TPOMOOTHYECKOM
Mukpoanruonatuu (TMA) 70KHO MPOI0IKATECS HAa MPOTSHKEHUU He MeHee 6 Mecs1eB, I0CIIe YeTo
IIPOJOJDKUTEIBHOCTD JICUEHNSI HEOOXOAUMO ONPEAEIATh ISl KaX/10ro ManueHTa UHIAWBUIYAIBHO.
[TarmenTam ¢ BBICOKMM puckoM peunauBa TMA 1o oLeHke jedaniero Bpaya (Ui o KIMHUYECKUM
MMOKa3aHUsIM) MOXKET ITOTPeOOBATHCS IITUTEIbHAS Tepanus (cM. pasnen 4.4).

Y mnamuentoB ¢ tMIT unmu 3COHM neuenue paByinn3ymMaOoM H3y4alioCch TOJBKO Ha (oOHE
JUTUTEJIbHOTO MMPUMEHEHHUs npernapata (cM. pasaen 4.4).

[Ipumenenne paBynm3ymaba He W3ydanoch y manueHToB ¢ TMIT kmacca V mo kiaccupukanuu

Awmepukanckoro ¢onaa muacteHuu rpaBuc (MGFA).

Oco0Oble T'PYIIIBI ITAITWMEHTOB

THayuenmur nodicunozo eo3pacma

[Marmentam ¢ [THI, al'YC, t™MI" unu 3COHM B Bo3pacte > 65 neT KOppeKIus 1035l HE TpeOyeTcs.
JlokaszarenbCcTBa, yKa3blBalOL[MEe Ha  HEOOXOAUMOCTh  KAaKUX-TMOO  CIEUUAIBHBIX  Mep
IPEJOCTOPONKHOCTH IpPH JICYEHUH NAllMEHTOB MOXKWJIOTO BO3pacTa, OTCYTCTBYIOT, XOTS OIIBIT
npuMeHeHHs paByiu3ymada y noxwisix nanueHToB ¢ [THI, al'YC unu 3COHM B kimHHYECKHX

HCCIICOOBaHUAX OIrpaHUYCH.

Ilayuenmol ¢ Hapyuenuem ynKyuu novex

[TaruenTam ¢ HapyuieHreM (pyHKIIMU TOYEK KOPPEKIIHs 103kl He TpeOyercs (cM. pa3aen 5.2).

Iayuenmoi ¢ napyuieHuem GyHKyuy nevenu
O¢ddexTuBHOCTH U 6€30MACHOCTH paByIM3yMalda y MAalMEHTOB C HapylIeHWeM (PyHKIIMU IeYeHU He
U3y4YalIuCh; OJIHAKO, HAa OCHOBaHMM (PAPMAKOKMHETHYECKHUX JIaHHBIX IMPEAINOJIaraercsi, uTo

ManueHTaM C HapyIICHUEM (I)YHI(I_[I/II/I MEYCHN KOPPEKIHUA JO3bI HE Tpe6yeTC${.

eTH

Pexum nosuposanus nns nereit ¢ [THI n al'VC ¢ maccoii Tena > 40 Kr He OTIMYaeTCsl OT pexXuMa
J03UpOBaHus Juid B3pocibix (Tabmuma 1). Jlo3bl mpemapara B 3aBUCMMOCTH OT MacChl Tea,
a TaKKe NEPHOJUYHOCTh BBEJCHUS Iperapara IMalMeHTaM JETCKOrO BO3pacTa C Maccou Tesa
ot > 10 kr 1o < 40 kr npuBeeHbI B Tabue 3.

[TanenTam, NepeBeACHHBIM C TEpauy HKyJIU3yMadoM Ha Tepanuio paByIu3yMadboM, Harpy304HyIO
7103y paByinu3ymaba cielyeT BBOAMTH yepe3 2 Hellesln Mocie HocieqHed nHQy3un 3Kyau3ymada.
3aTemM cleqyeT BBOJIWUTH MOJJCPKUBAIOIINE JO03bI B COOTBETCTBUHM C PEKHMOM JO3UPOBAHMS B
3aBHCHMOCTH OT Macchl Tella, Kak Mmokazano B Tabnuie 3. [lepBas moaaepkuBaroias 103a BBOAUTCS

qcpe3 2 HEACIN ITOCIIC BBCACHUA Harpy3qu0171 JO03bI.

Tabmmpa 3. Pexum no3upoBaHusi paByjmu3ymMada B 3aBHCHMOCTH OT MacChl Tejaa s

nauueHToB aerckoro Bozpacta ¢ [IHI" nau al'YC ¢ maccoii Tes1a menee 40 kr
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Jluana3oH Macchl Tes1a Harpy3ounas Hoaaepxunsarontas———Heprnoxnunoers
(kr) ao03a (Mr) mo3a (mr)! BBeJICHUSA
>10 1o <20 600 600 Kaxnpie 4 Henenun
>20 1m0 <30 900 2100 Kaxnpie 8 Henenb
>30 mo <40 1200 2700 Kaxnpie 8 Henenb

[epBas moamepxuBaromas 103a IpenapaTa BBOIUTCS Yepe3 2 HeeIH MOC/Ie BBEJCHHUS Harpy309HOM JO3BI.

JlaHHbIE, MOATBEPXKIAIOIINE O€30MacHOCTh M APPEKTUBHOCTh NMPUMEHEHHS paByiuzymada y
MalKUeHTOB ¢ Maccol tena meHee 10 kr, orpanudensl. Mmeromuecs Ha CeroAHSIIHUMN JE€Hb IaHHbIC
MIPUBEJEHBI B pa3jene 4.8, 0JHAKO HEBO3MOXHO JaTh PEKOMEHAALMH 110 PEKUMY JO3UPOBAHUS IS
MalUEeHTOB ¢ Maccol Tena Mmenee 10 kr.

[Ipumenenue paByauszymada y nauueHToB jaerckoro Bospacra ¢ IIHI' ¢ maccoii Tena menee 30 kxr He
u3ydanoch. Pexxum no3upoBaHus paByju3ymada y MallMEHTOB JETCKOTO BO3pacTa ¢ Maccou Teina
MeHee 30 KI OCHOBaH Ha pPEXHUME JO3UPOBAHMS Yy IMAUMUEHTOB JAeTckoro Bo3pacta ¢ al'yYC,
C yderoM JaHHbIX (hapmakokuHeTuku/papmakoaunamMuk y mnamueHtoB ¢ al'YC wu IIHI,
[I0JIy4aBIIUX PaByJInU3yMao.

[Ipumenenue paBynauszymada y nauueHToB jerckoro Bo3pacra ¢ rMI" u 3COHM He nsyuanocs.

Cnocob IIPUMCHCHU A

Tonbko A1 BHYTPUBEHHOI'O HH(PY3MOHHOTO BBE/ICHUS.

JlaHHBIN JIGKAPCTBEHHBINA MpermapaT HEOOXOAUMO BBOAWUTH depe3 puimbTp 0,2 MKM U HE CleayeT
BBOJIUTH IIyTEM CTPYHHOI0 UM OOJIFOCHOIO BHYTPUBEHHOT'O BBEICHUS.

[Ipenapatr YIITOMUPUC, koHLIEHTpAT AJisl MPUTOTOBIICHUS pacTBOpa A UH(Y3HiA, TpeICcTaBIeH
BO (akoHax mo 3 M 1 11 mi (100 Mr/mut) U MOIEKUT pa3BEICHHUIO 0 KOHEUYHOW KOHIIEHTPAIUU
50 mr/mn. Ilocne pasBenenuss npenapar YJITOMUPUC BBomaT mocpeacTBOM BHYTPUBEHHOMN
MHQY3UM C HCIOJIb30BAaHMEM MINPHUIIEBOIO Hacoca WIM HH(QY3HOHHOIO Hacoca B TEYEHHUE
MUHHMaJIbHOTO nepuoja spemenu ot 0,17 1o 1,3 gaca (ot 10 10 75 MUHYT) B 3aBUCIMOCTH OT MaccChl

Tena (M. TaOnuIlel 4 U S Janee 1mo TeKCTy).

Tab6auuna 4. [IponoxureabHocTh BBegenus npenapara YJITOMUPUC

JAunana3on maccesl | Harpysou- MuHuMasabHast Monnepxu- MuHuMaabHas

Tesaa (kr)? Hasl 1032 NPOJOJIKUTE I b- BaKOIIAst NMPOJOJIKUTE I b-
(mr) HOCTh a03a (Mr) HOCTh

HH(}Y3UOHHOTO HH(}Y3UOHHOTO

BBeJleHUS, BBe/JlCHUS,

MUHYTHI (4achl) MUHYTHI (4achl)
or > 10 g0 < 20° 600 45 (0,8) 600 45 (0,8)
ot > 20 j0 < 30° 900 35(0,6) 2100 75 (1,3)
ot > 30 y10 < 40° 1200 31(0,5) 2700 65 (1,1)
ot > 40 o <60 2400 45 (0,8) 3000 55(0,9)
or > 60 1o <100 2700 35(0,6) 3300 40 (0,7)
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JAunanason maccel | Harpysou- MunumanbHags—+Hogaepxu=——Munumaasnan
Tenaa (kr)? Hasi 103a NPOAOLKUTEJIb- BalOLIAsA NPOAOJLKHTEJIb-
(Mr) HOCTh Ja03a (Mr) HOCThb
HH(Y3MOHHOIO HH(Y3MOHHOIO
BBe/IeHNS, BBe/IeHNS,
MUHYTHI (4achl) MUHYTHI (4aChl)
> 100 3000 25(0,4) 3600 30(0,5)

Macca Tera Ha MOMEHT JICUCHUS.

Tonpko s nmpumeneHust mo mokasanwsiM [THI n al'YC.

Tabauua 5. IlpogoKUTEILHOCTH BBeIeHHUS JONOJHUTEIbHBIX 103 npenapata YITOMUPUC

MuHuMajbHasA NPOI0JLKUTEIbHOCTD
JInana3zoH macchbl
JonmosnuTteabHast 103a (mr)° UH(}Y3HMOHHOTO BBeIEHHU,
Tesa (kr)?
MHHYTHI (4achl)

600 15 (0,25)
oT > 40 1o < 60 1200 25(0,42)
1500 30 (0,50)
600 12 (0,20)
ot > 60 1o < 100 1500 22 (0,36)
1800 25(0,42)
600 10 (0,17)
> 100 1500 15 (0,25)
1800 17 (0,28)

a Macca Tema Ha MOMEHT JICUCHHS.

6 Cwm. Tabunity 2 ju1s BBIOOpA JIOTIOTHUTEIBHON 10361 paByJIn3yMaa.

WHucTpykuuu 1o pa3BeeHUIo JIEKapCTBEHHOTO Mpemnapara nepes BBeACHHEM CM. B pasjene 6.6.
4.3. [IporuBonoKa3zanusi

['Mnep4yyBCTBUTENBHOCT, K paBylu3yMaOdy WM K JI0OOMY M3 BCIIOMOTaTENbHBIX BEIIECTB,
IIEPEUUCIICHHBIX B paszaene 6.1.

[TanenTsl ¢ MHQEKIMeN, BbI3BaHHON Neisseria meningitidis, He pa3pelnBIIeiics K MOMEHTY Hadana
nedyeHus (cm. paznaen 4.4).

[TanmeHTHl, KOTOpbIE B HACTOsIlEE BpeMs HE BaKLMHUPOBAaHbI MPOTUB UHGekuuu Neisseria
meningitidis, 3a WCKIIOYEHHWEM CIIydyaeB, KOTJa OHM IOJIyYalOT MPO(QUIAKTUYECKOE JIEYCHHE

COOTBETCTBYIOLIMMH aHTHOMOTUKAMH B T€UEHUE 2 HEJeINb T0CiIe BaKIMHAIMY (cM. pasnen 4.4).
4.4. OcoOble yka3aHHUs U Mepbl NPEI0CTOPOKHOCTH IIPH IPUMEHECHUH

OTCIIeXNUBAEMOCTD
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COOTBETCTBYET 3KCTIEPTHOMY OTUETY

HHH yﬂqueHH’I OTCHG)KHBaeMOCTH 6HOHOqueCKI/IX JJUL\LLPULDULLIIDIA VPVAULD llﬂ\)DuII}I\a Xl IIULVI\/P

CepuH NMPUMEHSIEMOT0 JIEKAPCTBEHHOT'O CPEJCTBA CIEAYET YeTKO (PUKCUPOBATH.

Cepbe3Hasi MEHUHTOKOKKOBAsI MH(EKIINS

W3-3a mexaHu3ma JeicTBHs paByJiu3ymMadba €ro NpUMEHEHHE IMOBBIIIAET BOCIPUUMYHBOCTD
MalMeHTOB K MEHUHTOKOKKOBOM uHbekuu/cencucy (Neisseria meningitidis). MoXeT BOZHUKHYTh
MEHUHTOKOKKOBasi MH(EKIINS, BBI3BaHHAs BO30yauTeNeM JIF000H cepoorndeckoit rpymibl. C mennio
CHIDKEHHMsSI pHCKa MH(QEKIMU BCE MAIUEHTHl JOJDKHBI OBITh  BAaKIMHUPOBAHBI  IMPOTHB
MEHUHTOKOKKOBOW WHGEKUHU, MO KpailHeil Mepe, 3a JBe HeAeNU J0 Hayajga JIeYeHUS
paByJIn3yMaboOM, €CIIM TOJIbKO PUCK OTCPOYKHM Hayaja JICUYEHHUS paByIu3ymMaOboM He MpEeBbIIIAeT
pUCKa pa3BUTHS MEHHHTOKOKKOBOH wuH(pekuuu. [lanueHTsl, KOTOpble HAYMHAIOT JICYEHUE
paByIM3yMaboM MeHee YeM dYepe3 2 HeJelu I0Cie BaKIMHAUN TMPOTUB MEHHHTOKOKKOBOM
MH()EKINH, TOJDKHBI MONyYaTh MPOPUIAKTHUECKOE JICUeHHE COOTBETCTBYIOLIUMHI aHTUOHMOTUKAMU,
MOKa C MOMEHTAa BaKLMHALMU He mpouaer 2 Hemenu. s mpoduIakTUKU MEHMHTOKOKKOBOM
WHGEKIMH, BBI3BAaHHOKW HauOojiee paclpOCTPaHEHHBIMH ITATOTEHHBIMH  CEPOJIOTUYECKUMU
rpynmnamu, peKOMEHIYIOTCsl BAKIIMHBI IPOTUB ceposiorndyeckux rpynn A, C, Y, W135 u B, eciiu onn
noctynHbl. [lanueHTsl JOMMKHBI OBITH BaKIMHUPOBAHBI WM PEBAKIMHHUPOBAHBI COTJIACHO
JEHCTBYIOIIMM HAIlMOHATBHBIM PEKOMEHJAIMSAM MO BakuuHauuu. llpu mepeBoje manueHTa c
JeUeHHs HKYJIN3yMaOoM Jiedamiue Bpaud JOJDKHBI YOeIUThCS B TOM, YTO BaKIMHAIMSA IPOTHUB
MEHHHTOKOKKOBOM WH(EKIIMHA TPOBOAMTCS B COOTBETCTBHH C JCHCTBYIOIIMMH HAIMOHAIBHBIMU
PEKOMEHIAlMSIMU MO BaKI[MHAIIMH.

Jlis  mpenoTBpallieHusl Pa3BUTUS MEHMHTOKOKKOBOM WH(EKIHMHM BaKIHUHAIMU MOXKET OBbITh
HezmocTaTouHo. Crenyer yuYuThIBaTh O(UIIMATbHBIE PEKOMEHJAIMN 10 HaJIKaIIeMy IPUMEHEHUIO
aHTHOaKkTepuanbHbIX  cpeAcTB. CooOmanocs 0 chaydasx Cepbe3HOM  MEHHMHIOKOKKOBOM
MH(EKIMK/CeTnchca y MalieHTOB, MMOJyYaBIIuX JedeHne paByauzymadoM. Coobuanock o ciyyasx
Cephe3HOW MEHUMHTOKOKKOBOM WH(EKIMH/CENICUCa € BO3MOXKHBIM CMEPTEIbHBIM HCXOJIOM Y
MAIMeHTOB, TOJYYaBIIUX JIEYCHWE JAPYTUMH HWHTUOMTOpAMH TEPMHUHAIBHBIX KOMITOHEHTOB
komruieMenTa. Criemyer HaONrO#aTh 3a BCEMH TMAlMEHTaMH Ha MPEIMET BBISBICHUS DPaHHUX
MPU3HAKOB MEHUHTOKOKKOBOM HMH(peKUMu wiM cercuca. [Ipm momo3peHuu Ha BO3HUKHOBEHHE
MHOQEKIMM  CIIeAyeT HEMEJUIEHHO OLIEHUTh COCTOSHHME TMaleHTa M HayaTh JIEYeHHE
COOTBETCTBYIOIMMH aHTHOMOTHKaMHU. [lanimeHToB cremxyet nponH(pOpMHUPOBaTH 00 ITUX MPU3HAKAX
U CHMIITOMaxX, a TaKKe NEHCTBHSX, KOTOpBIE CIEAYeT MPEeIIpUHSATH, YTOOBI HE3aMEeMTUTEIHHO
00paTUThCS 32 MEIUIMHCKON momollbio. Jleyamue Bpaud JOJDKHBI HPEAOCTABIATH MallMEHTaM

PYKOBOACTBO IJIA MAUCHTOB U KAPpTOYKY MAIUCHTA (CM. I/IH(bOpMaI_II/IIO B HI/ICTKC-BKJ'IaI[LII_HC).

NmmyHnuzanums

[lepen Havamom Tepanuu paByIM3yMaOOM MallMeHTaM PEKOMEHIYETCs MPOBECTH MMMYHHU3AIUIO B
COOTBETCTBHUU C JEHUCTBYIOLIMMHU PEKOMEHIALUSAMU 10 UMMYHU3ALUH.

Bakiuuanuss MOXET BbI3BAaTh JIONOJHUTEIBHYIO AKTHUBALMIO KOMIUIEMEHTa. B pesynbrare y
MalMeHTOB C KOMIUIEMEHT-OTIOCPEIOBAaHHBIMU 3a00JICBAaHUSIMA MOYKET BO3HUKHYTH YCHUJICHUE

MPpU3HAKOB W CHMIITOMOB HX OCHOBHOI'O 3a00JIeBaHUs. CJ'IC,[[OBE[TCJILHO, CJICAYyCT TINATCIbHO
7



ot 12 Ne 2551

(MO :.-IE;LF'EIHTEJ_II:HC CTb 0020}

COOTBETCTBYET 3KCTIEPTHOMY OTUETY

KOHTpOHHpOBaTL CHMHTOMLI 3a60HeBaHI/IH y HauHeHT(}B HCCJL\/ PUL\ULVIUIIAUDHIIJIUII Dul\hli}l“u}{}l.

[TarmenTel Mianme 18 yeT AOKHBI OBITh BAaKIMHUPOBAHBI MPOTHB WHQEKIMH, BBI3BAHHOU
Haemophilus influenzae, 1 THEBMOKOKKOBOW WH(EKIHU, U JOIDKHBI CTPOrO MPUICPKUBATHCS
pEeKOMEHIalMii HAalMOHAJIBHOTO KajieHAapsh NpOo(UIAKTUYECKUX HPUBHBOK MJII MX BO3PACTHOU

TPYIIIBL.

HDO‘-II/IC T'CHCPAJIM30BaAHHBIC I/IH(beKI_[I/II/I

Jleyenue paBynu3ymMaOboM cieayeT MPOBOAMTH C OCTOPOKHOCTHIO y MAIMEHTOB C AKTUBHBIMU
reHepaIM30BaHHBIMU ~ MHpEKIusMU. PaBynn3yma® OJOKHpYeT aKTHBAllMIO TEPMHUHAIBbHBIX
KOMITIOHCHTOB ~ KOMIUIEMEHTA; CJICIOBAaTeIbHO, Yy TMAalMEHTOB MOXET OBITh TOBBIIICHA
BOCIIPUUMYHUBOCTh K WH(EKIHUSIM, OCOOEHHO HH(EKIUSM, BBI3BAaHHBIM BHIaMu Neisseria H
MHKAICYJIUPOBaHHBIMU OakTepusmMu. Coo0IIanoch 0 cepbe3HbIX MH(EKIUAX, BHI3BAHHBIX BUAAMHU
Neisseria (nomuMo Neisseria meningitidis), BKJIIOYas JAHUCCEMUHHUPOBAHHBIE TOHOKOKKOBBIC
MHEKIUH.

[TanuenTam cienyeT NpeAoCTaBiIATh PYKOBOJACTBO JUIsl IALMEHTOB C LEJIBI0 IOBBIIIEHUS HX
OCBEJIOMJICGHHOCTH O BO3MOJKHBIX TSDKEJBIX HMH(MEKIHIX, a TaKkKe UX NPHU3HAKaX U CHMIITOMAX.

Jleuamnum BpadyaM CJIeayeT pCKOMCHAOBATH MMAlIUCHTAM HpO(bI/IJ'IaKTI/IKy rOHOpPCH.

Nudy3noHHBIE peaKIIUU

[TpumeHenne paByar3ymMada MOXKET MIPUBECTH K BOSHUKHOBEHHIO MH(Y3MOHHBIX PEAKIHA, a TAaKKe
AJUIEPTUYECKUX PpeakUuil MM peakluil T'MIepuyBCTBUTENIBHOCTU (BKJItOYas aHadwmiakcuio). B
KJIMHUYECKUX MCCIIEOBAHUAX UH(PY3UOHHbIE peakuun Habmonanuck yacto (1,9 %). Otu sBienus,
KOTOpBIE OBUIH OT JIETKOH JI0 CpeTHEH CTETeHH TSHKECTH U SIBIISINCH TPEXOASIIUMHE, BKIIOYAIH 00JIb
B HMJ)KHEH 4acTU CIHHBI, O0Jb B KUBOTE, MBIIICYHBIE CIIa3Mbl, PE3KOE CHUKEHHE apTEepHAILHOTO
JaBJICHUs], TOBBIIMIEHUE apTEPUATbHOTO [aBJIEHUS, MBbIIIEYHAS PUTUIHOCTb, IUCKOMGOPT B
KOHEYHOCTSIX, THUIEPYYBCTBUTEIBHOCTh K IIpenapary (aulepruiyeckylo peakltio), TUCTEB3HIO
(HepUATHBIA TPUBKYC BO PTY) M COHJIMBOCTh. /laHHBIE peakuuu He TpeOoBaiM MpeKpalieHus

JIeUEHHsI paByIM3yMaOoM.

IIpekparenne Tepannu v nammedaToB ¢ ITHI®

Ecmn mammentst ¢ IIHDT mpekpamaror Tepanuio paBydn3ymMaOoM, HMX CIEIYeT TIIATEIbHO
KOHTPOJIMPOBATh HA IIPEIMET MOSBIICHUS IPU3HAKOB U CUMIITOMOB CEPbE3HOTO BHYTPUCOCYIUCTOTO
reMOJIn3a, OIpEeesIIeMOro Mo MOBBIIIEHUIO aKTUBHOCTU JakTarieruaporenassl (JIIAI) Bmecte ¢
BHE3aITHbIM YMeHbIIIeHHEM pa3Mepa kinoHa [THI™ unu cHukeHneM KOHIEHTpaluy reMorioornHa, nin
[0 BO30OHOBJIEHUIO TAKUX CUMITOMOB, KaK yTOMIIIEMOCTb, T'€MOITIOOUHYpHUs, 00Jb B KUBOTE,
OJIBIIIIKA, CEPhE3HbIE HEKeJIaTeNbHbIE COCYIUCThIEC SIBICHUS (BKIIOYas Tpom0o03), Aucdarus HUiIu
SpeKTUIbHAs TUCHYHKIUSA. Beex manueHToB, JOCPOYHO MPEKPATHBILUX TEPAHIO PaByIn3yMadboMm,
ClIelyeT KOHTPOJMPOBATh B TEUEHNUE HE MEHEE 16 HEAenb ¢ LENbI0 BBISIBICHUS IEMOJIN3A U APYTUX
peakuuii. Ecnu mocne mpekpamieHusi Tepanud MOSBISIOTCS NMPU3HAKKM U CHMIITOMBI T'€MOJIH3a,
BKJItOUasi noBblieHue aktuBHocTH JIJII', crieyer oneHUTh HEOOXOAMMOCTh BO3OOHOBIIEHUS Tepariu

paByIM3yMadboM.
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IIpekparenne Tepannu v narueTon ¢ al YC

Crnenuduueckue JaHHBIE IO NPEKPAICHUIO Tepanmuu  paByJIM3yMaOOM  OTCYTCTBYIOT.

B 1oiarocpoyHoM NpoCNEeKTUBHOM HaOIIOAATENIBHOM HCCIIEIOBAaHUM JIOCPOYHOE MPEKpaLIeHHE

JIeYCHUSI MHTUOUTOPOM KOMIIOHEHTa KomIuieMeHTa S5 (C5) (9kynn3ymMadoM) MPUBEIIO K YBETUYCHHIO

gacToThl peuuanBoB TMA B 13,5 pa3 u BBISIBIIIO TEHICHIHMIO K CHIKCHHIO (DYHKIMU TOYEK IO

CPaBHEHHIO C AIIMEHTaMHU, KOTOPbIE MPOAOIDKAIN JICUCHHUE.

Ecnu nanueHTsl JOKHBI IPEKPATUTh TEPAIIUIO PaByIM3yMaboM, UX CIe1yeT OCTOSHHO TIATEIbHO

KOHTPOJIMPOBATh HA IpeAMET Ipu3HakoB U cumMntoMoB TMA. TeM He MeHee, KOHTPOJIb MOXKET OBbITh

HE/I0CTaTOYHBIM JIJIsl IPOTHO3UPOBAHUS MITH MPEIYTIPEKIACHUS TSOKENbIX ocaoxHeHnid TMA.

Ocnoxunernns TMA mocne mpekpamieHus JIeYeHUsT MOTYT OBITh BBISIBJICHBI, €CIM HaOII0NAI0TCS

KaKHe-JIM00 U3 MepeUnCIIEHHbIX HUXKE IPU3HAKOB!

J 110 MEHBIIIEH Mepe, 2 pe3yJibTaTa Ja00paTOPHBIX UCCIIEA0BAHUHN HAOII0IAl0TCS OHOBPEMEHHO:
CHMIKEHHE KOJIMUECTBa TPOMOOLIMTOB Ha 25 Y% uiu 6osiee o CpaBHEHUIO C HCXOJHBIM YPOBHEM
WIA ¢ HauOOJBIIUM 3apEerMCTPUPOBAHHBIM 3HAUEHHUEM B XOJ€ TEpaluu paBysn3ymMaOoM;
MOBBILLIEHUE KOHIIEHTpAllMM KpPEaTUHUHA B CHIBOPOTKE Ha 25 % wmnu 0oJiee IO CpaBHEHUIO C
MCXOJHBIM YPOBHEM HIIM C HAUMEHBIINM 3apETUCTPUPOBAHHBIM 3HAUYEHUEM B XOJI€ TepaIliH
paByaM3yMaboM; WM noBslieHne akTUBHOCTH JIJII' B chiBopoTke Ha 25 % win Oosee 1o
CPAaBHEHMIO C MCXOJJHOM aKTUBHOCTBIO WJIM C HAMMEHBIINUM 3apETUCTPUPOBAHHBIM 3HAUEHUEM
B XOJI€ TEpaNUy PaByJIN3yMaOOM (pe3yIbTaThl IOJKHBI OBITh MOITBEPKICHBI ITPH MOBTOPHOM
HCCIIEIOBaHUM yepe3 28 Hel)
WIN

J mo60# u3 creayommx cuMntoMoB TMA: n3MeHeHHe NCUXUYECKOTO CTaTyca, CYyJOPOXKHbIE
IPUCTYIIBI UM JIpYTHe BHENOYeuHble nmposiBieHuss TMA, BKIIO4as HapyIIEHUs] CO CTOPOHBI
CepACYHO-COCYTUCTON CUCTEMBI, TEPUKApIUT, CHMITOMBI CO CTOPOHBI JKEIyJIOYHO-
KHIIEYHOTO TPAKTa/AUapero Wi TpoMO03.

Ecnu ocnoxuennst TMA BO3HMKIIM ITOCIIE IPEKPAIlIEHUs TepaK paByIM3yMadoM, cleAyeT OLICHUTh

HEOO0XO/IMMOCTh BO300HOBJICHMSI TEpaluu paByIM3yMaOoM, HadMHas C Harpy304Hoil 1036l U

IpojioJIKast B IOJIep KUBarolel 1o3e (cM. paznen 4.2).

IIpekpailieHre Tepanuu v naimesToB ¢ tMIT

rMI"  sBnsercs XpOHHYECKMM 3a00J€BaHMEM, IIOITOMY T[OCJIE€ MPEKpalleHUs Tepanuu
paByIM3yMabOM MaIMEeHThI, Y KOTOPbIX HaOJofancs OnaronpuaTHbeId 3deKT Tepanuu, ITOJIKHbBI
HaXOJUTBhCS TMOJ HAOJIOJEHUEM [UIl CBOEBPEMEHHOI'O BBISBICHHUS CHMIITOMOB OCHOBHOTO
3a0oneBanus. Eciau mocnie mpekpaiieHus Tepanuu paByian3dymMadoMm cumMnToMbl TMIT mosBisitoTcs

CHOBA, CJICIyeT PaCCMOTPETh BO30OHOBJICHHE TEPAITUHU PABYJIN3yMaOOM.

Ipekpaiieaue Tepannu v naumestos ¢ 3COHM

3COHM sBasercss XpOHHMYECKUM 3a00JI€BaHMEM, IMIOITOMY IIOCIE TPEKpalleHUus Tepanuu
paByIM3yMabOM MAIUEHThI, Y KOTOPhIX HaOJoancs OnaronpuaTHelid 3dekt Tepanuu, TOJIKHBI

HaxOJIUTHCS TOJT HAOJIFOJCHUEM JIJII CBOEBPEMEHHOTO BBISBJICHHUST cuMIToMOB pennnuBa 3COHM.

9
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ECHH II0CJIC HperaIlICHI/IH TCpaHI/II/I paBYHI/I?)YMaG M=CHMITOMBT J\/ULLLV/I HOABTAHOTECH \/LJUDLI’

CIIeJTyeT pacCMOTPETh BO30OHOBJICHUE TEPAIUU PaByIM3yMaOOM.

O0vyyaroIme Marepualibl

Bce Bpaun, koTopble MOI'YT Ha3HayaTh paByIM3yMad, JOJKHBI YOSIUTHCS, YTO OHU O3HAKOMUIIUCH C
PYKOBOJICTBOM Il Bpaya [0 TNPUMEHEHHUIO 3TOro mnpemnapara. llanueHTsl AOIKHBI OBITH
MPOMHCTPYKTUPOBAHBI O HEOOXOIUMOCTH HEMEIJICHHOTO OOpalIeHUs 3a MEIUIIMHCKON MOMOIIBIO
IIpY BO3HUKHOBEHHUU y HUX T'OJOBHOM OOJIM B COYETAHMU C TOIIHOTOW WJIM PBOTOH, JTMXOPAIKH,
rOJIOBHOW 0OJIM B COYETAHUU C JIMXOPAIKON M/UIM CO CKOBAaHHOCTBIO B OOJIACTH IIEH, JIUXOPAIKU B
COYETaHUH C ChINbIO, CIIyTAHHOCTU CO3HaHM, OOJU B MBILIIAX B COYETAHUU C TPUIIIIONOA00HBIMU
CUMIITOMaMHU WJIM TOBBIIIEHHON YyBCTBUTEJIBHOCTU IJIa3 K CBETY, TaK KaK YKa3aHHbIE IPU3HAKU

MOTYT CBUACTCIILCTBOBATH O MEHHUHTOKOKKOBOM I/IH(I)CKLII/II/I.

BcnomMorarenbHbIe BENIECTBA

IIpenapam YJIITOMUPUC, 300 me/3 mn, KonHyeHmpam 05 NpUcomosiienuss pacmeopa 0. uHQy3utl
JlaHHBIN mpenapar coiaepKuT MeHee | mmoib (23 Mr) HaTpus Bo (uakoHe mpemnapara 00beMOM
3 MJ1, TO €CTh, IO CYTH, HE COAECPKUT HATPUSI.

[Tocne pasenenus 0,9 % pacTBOpoM HATpHs XJIOpHAA IJi UHBEKIUI JEKapCTBEHHBIA Mpernapar
conepxkut 0,18 r Harpus B 72 MJ pacTBOpa B MakKCHUMaJIbHOW J103€, YTO 3KBUBaJIEHTHO 9,1 %
pexomeHnioBaHHOM Beemupnoit Opranuzauueii 3apaBooxpanenus (BO3) MakcuManbHOM CyTOUHOM

7103bl 2 T HaTpUs AJI B3pPOCIIOrO YeIOBEeKa.

Ilpenapam YJIITOMHUPHUC, 1100 me/11 mn, xonyenmpam O NpucoOmosieHuss pacmeopa OJisl
ungysuii

JlanHbIil npenapaTt coiep:kut MeHee 1 mmonb (23 mr) HaTpus Bo (iakoHe mpemnapara 00beMOM
11 mu1, TO €CTh, 1O CYTH, HE COAEPKUT HATPHA.

ITocne passenenus 0,9 % pacTBOpoM HaTpusl XJIOpHUJA JUIsl MHBEKLUUHI JIEKAPCTBEHHBIN INpenapar
cogepxkut 0,18 r Hatpus B 72 MI pacTBOpa B MAaKCHUMAaJIbHOH /03€, 4TO 3KBHBaJEHTHO 9,1 %

pexomeHnnoBaHHOM BO3 MakcuManbHON CyTOYHOM /10361 2 T HATPHS 1711 B3POCIIOTO YEJIOBEKA.

4.5. BzaumojeiicTBue ¢ IPYriMH JIeKapCTBEHHBIMU NpenapaTaMu U Apyrue BU/AbI

B3aNMO/IeHCTBUA

HccnenoBanus Mo U3y4E€HUIO B3aUMOJEHCTBUS HE TPOBOAWIINCE.

OnnoBpemenHoe mnpumenenue tnpenapata YJITOMUPUC ¢ wunrnOutropamu HEOHATAIBHBIX
Fc-penentopoB (FcRn) mMoxkeT mpuBOANTh K CHUYKEHUIO CUCTEMHOTO JEHCTBUS B d(PHEKTUBHOCTH
npenapara. Heo0XoauMo TIIAaTeNbHO KOHTPOJMPOBATH MAlMEHTOB Ha MpPEeaMeT MPU3HAKOB
cHIkeHus 3¢ pextuBHOCTH npenapara YJITOMUPUC.

PekoMenpanuu Juist  ciiydaeB MpPUMEHEHMs TIpenapara OJHOBPEMEHHO C IJIa3MOOOMEHOM,

1azMadepe3oM U BHYTPUBEHHBIM BBEICHHEM HMMYHOIIIOOYJIMHA IIPUBEACHHI B pazene 4.2.
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CEPTHOMY OTUETY

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALMS

>KCHH_[I/IHLI C ACTOPOAHBIM MMOTCHIIMAJIIOM

Bo BpeMs TEpAlMU U B TCUCHHUEC IMOCIICAYOIIUX 8 MCCALCB IIOCIIC TCPAIIUHK JKCHIIMHAM JE€TOPOAHOTO

BO3pacTa CICAYCT UCII0JIb30BATH 3(1)(1)CKTI/IBHBIC MCTOJbI KOHTpAaLCIIINH.

bepemeHHOCTD
Knuanueckue qaHHble 0 MPUMEHEHUH paByin3yMada OepeMeHHBIMU KEHIIMHAMH OTCYTCTBYIOT.

JIOKITMHUYECKHE TOKCUKOJIOTHYECKHE UCCIeI0BaHMs BIMSHUS paBysin3ymMalda Ha perpoayKTHBHYIO
¢byHkuuoo He mnpoBoawiaMch (cMm. paszznen 5.3). MccnenoBaHMs TOKCHMYECKOIO BO3AEHCTBHUS Ha
PENpOaYKTUBHYIO ()YHKIIHIO OBLIH IPOBEICHBI y MBIIIEH C MCIIOJIb30BaHUEM MBIIIMHON CyppOTraTHON
monekynsl BB5.1, B KkoTopeIx Oblla mpoBeneHa OIEHKa BIUsSHUA OnokupoBanus C5 Ha
penpoayKkTuBHyr0  cucreMy. Crneunduyeckux TOKCHYeCKMX 3(G(GEKTOB B OTHOIIEHUH
PEeNnpOIyKTUBHOM CUCTEMBI, CBSI3aHHBIX C MCIIBITYEMbIM BELECTBOM, B JAHHBIX HCCIEIOBaHUAX HE
Obu10 00Hapyx)eHo. M3BecTHO, uTo yenoBeueckuit ummyHornooymuH G (IgG) cnocoOeH mpoHUKaTh
yepe3 IUIAICHTApHbBI Oapbep 4eloBeKa W, TaKMM 00pa3oM, paByIu3ymMad MOTEHIMAIHLHO MOXKET
BbI3bIBaTh UHIMOMPOBAaHUE TEPMHUHAIBHBIX KOMIIOHEHTOB KOMIUIEMEHTA B IUPKYJIUPYIOLIEH KPOBU
1o/a.

JIaHHBIX TOKJIMHUYECKUX UCCIIEOBAaHUM HEIOCTATOUHO AJIsl OLIEHKH TOKCHYECKOTO BO3/IEUCTBUS HA
penponyKTUBHYIO QYyHKIHUIO (CM. paznen 5.3).

IIpumeHenue paBynu3ymada y OepeMEHHBIX >KEHIIMH MOXET ObITh PACCMOTPEHO IOCHE OLIEHKU

COOTHOILIICHUA pHCK/HOJIL?»&.

JlakTarms
HewusBecTHo, BhIIEISETCS JIU paByIM3yMad ¢ TPYIHBIM MOJIOKOM. B TOKITMHUYECKUX UCCIIEOBAHUAX

TOKCHYECKOTO BO3JCUCTBUS Ha PENPOAYKTUBHYIO (DYHKIIHIO, IPOBEICHHBIX Y MBIIIEH C MBIIINHON
cypporatHoii Mmojekyiaoi BBS5.1, He BbIiBIE€HO HeXenaTenbHbIX 3(PQEKTOB y JAeTeHbIIIeH B
pe3yabTaTe NOTPeOICHH MOJIOKA OT MTOJIyYUBIIMX MIPENapar CaMokK.

Puck ans rpyJHbIX AeTel He MOXKeT ObITh UCKITIOYEH.

[Tockonbky OONbIIOE KOJMYECTBO JIEKAPCTBEHHBIX IMpENapaToB W  MMMYHOINIOOYJIHHOB
CEeKpeTUpyeTcss B TIPYJHOE MOJIOKO, M BCIEACTBHE BO3MOYKHOCTH DPAa3BUTHUS CEPbE3HBIX
HEXENATeNIbHBIX PEaKIUil y TPYAHBIX JETed, IPyJHOE BCKAPMIIMBAHHE CIEAYyET NPEKpPaTUTh Ha

nepuon JICUCHUA paBy.]'II/I3YMa6OM U B TCUCHHE 8§ MCECALICB ITOCJIC JICUCHHUA.

DepTHIbHOCTD

JIOKTMHUYECKHE HMCCIIeIOBaHMsI BO3ACHCTBHUS paByn3ymMaba Ha PENPOAYKTHBHYIO (YHKIMIO HE
MIPOBOJIMIINCE.

B noxnuHMYecKHX HCCIeIOBaHUAX TOKCHYECKOIO BO3CHCTBUS HA PENPOAYKTUBHYIO (YHKIHIO,
IIPOBEJIEHHBIX Y MBILIEH C MBIIIMHON CypporaTHoil MojeKysioii BBS.1, He BBIIBIIEHO HEXXENATENbHbIX

3¢ PeKTOB B OTHOIMIEHUH PENMPOTYKTUBHON CHUCTEMBI Y MOTYUYUBIINX TPETMapaT CaMOK HJIH CaMIIOB.
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4.7. BuusiHMe Ha CHOCOOHOCTH YNPAaBJIATH Tpa

MEXaHU3IMaMHU

[Ipemapar YJITOMUPUC He oka3piBaeT WJIM OKa3bIBACT HE3HAYUTEIBbHOE BO3JICHCTBHE Ha

CIIOCOOHOCTH YIPABJIATh TPAHCIIOPTHBIMH CPEACTBAMH U PabOTATh C MEXaHU3MaMH.
4.8. HexxennaTebHbIEe peakuu

Pesrome mpoduiist 0e300acHOCTH

HaunOonee yacTeiMU HeXellaTeNbHBIMU JICKAPCTBEHHBIMHM PEAKLUAMU (KaTEropus 4acTOThl — OYEHb
4acTO) BO BCEX KIMHUYECKUX MCCIEIOBAHUAX SBISIIOTCA TOJIOBHAs 00Jb, MH(EKIMHU BEPXHUX
IBIXaTENbHBIX MyTeH, Ha30(papuUHTUT, Auapesi, MUPEKCUs, TOIIHOTA, apTpaIrHs, OOJb B CIUHE,
YTOMJIIEMOCTh, 00JIb B KUBOTE, HH(EKIIHSI MOYEBBIBOSIINX MyTEH U roJoBoKpykenue. Hanbomnee
CEPbE3HBIMU HEXKEIATECIIbHBIMUA PEAKLUAMU Y MALMEHTOB B KIIMHUYECKUX UCCIIEIOBAHUAX SBIISIOTCA

MEHUHTOKOKKOBasi UH(EKITNS 1 MEHUHTOKOKKOBBIH cercuc (cM. pasaen 4.4).

TabnuaHoe PE3IOME HEXKEIIAaTSIbHBIX PeaKIIHi

B Tabnuue 6 mnpuBeneHbl HEXeENIaTENbHBbIC pEaKIMU, HAOMIOAABIIMECS B XOJAE IPOBEACHHS
al'YC, t™I', 3COHM u B

MNOCTPEruCTPalOHHOM IICPUOJIC. HexenarensHble pCaKuu NICPCUYHUCIICHBI 110 CUCTCMHO-OPIraHHbIM

KIIMHUYCCKHX I/ICCJ'IG,I[OBaHI/Iﬁ C Yy4YaCTUCM IAIUCHTOB C HHF,

KJIaccaM MEIULIMHCKOIO CJI0Bapsi HOPMaTUBHO-NIpaBoBoi JiesTenbHocTH (MedDRA) u o vacrore ¢
MCTIOJIB30BAHUEM CIIENYIOIINX KPUTEPUEB €€ OICHKH: o4eHb dacTo (> 1/10), wacto (> 1/100, HO
< 1/10), mewacto (> 1/1000, vHo < 1/100), peako (> 1/10000, Ho < 1/1000), ouens peaxo (< 1/10000)
M 4acTOTa HEM3BECTHA (Ha OCHOBAaHMM HMMEIOLIMXCS JAHHBIX OLCHUTh HEBO3MOXKHO). B kaxmoi

rpynIe 4aCcTOThbl HEXKECIATCIbHBIC PCAKIIMU TPCACTABJICHBI B ITOPAAKE Y6BIBaHI/I$I CCPHLE3HOCTH.

Taﬁ.lmua 6. HexkemaTeabHble P€akui, OTMCYCHHBLIC B KIHHUICCKUX HCCICI0BAHUAX U IIPHA

MNOCTPEruCTpaiuOHHOM MPUMECHECHUHN

COOTBETCTBYET 3KCTIEPTHOMY OTUETY

CucremMHO-OpranHbIi Ou4enb yacto Yacro Heuacro (= 1/1000,

kiaacc MedDRA =1/10) (=1/100, o < 1/10) Ho < 1/100)

Nudexnunu u uaBazun | Undexuus MeHHUHIOKOKKOBast
MOYEBBIBOSIIINX uHpeKIus,
nyTeit?, JIMCCEMUHUPO-
MHGDEKIMS BEpXHUX BaHHas
JIbIXaTeNbHBIX MyTEH, TOHOKOKKOBast
Ha30(apuHTUT uHbeKIus’

Hapymenus co ['unepuyBcTBUTENb- | AHauIaKTHUECKAs

CTOPOHBI HMMYHHO¥ HOCTB® peaknus’

CHUCTEMBI

Hapymenus co ['onoBokpysxeHue,

CTOPOHBI HEPBHOM rojioBHasi 00Jb,

CHCTEeMBbI
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.02.2026 N= 2551
(MOCNEOQBATENEHOCTE 00207
CucreMHO-OpraHHbIi Od4enb yacto ————Yaero——Hewaero-1/1000;
kjacc MedDRA (=1/10) (=1/100, Ho < 1/10) HO < 1/100)
Hapymenus co Muapesi, TomHOTA, PBora, qucnencus
CTOPOHBI KeJTYA0YHO- 00J1b B )KUBOTE

KHIICYHOI'0 TPAKTA

Hapymenus co Kpanusauna, culns,
CTOPOHBI KOXKHU H 3y

NMOAKOKHBIX TKaHeH

Hapymenus co bosb B cinne, Muasrus,
CTOPOHBI MbILLIEYHOH, apTpairus MBIIIEYHBIE CIa3Mbl
KOCTHOW 1

COCIHHUTEILHON TKAHU

OO0mue HapylIeHUs U ITupekcus, I'punmonogo6Hoe
peakuum B MecTe YTOMJISIEMOCTD 3aboJieBaHue, 03HOO,
BBeJEHUS aCTCHUSA

TpaBmbl, Peakmus, cBs3anHas
HHTOKCHKAIIMH U ¢ undysuei

OCJO0KHCHUS npoueayp

YacTtoTa pacCuuTaHa 1o pe3ysibTaraM MOCTPETUCTPAIIMOHHOTO IPUMEHCHHS.

MEHHHIOKOKKOBasE HWH(EKIUsT BKIOYACT IMPEAIOYTHTENbHBIC TEPMUHBI: MEHHHTOKOKKOBash HWH(EKIus,
MEHHUHTOKOKKOBBIH CENCHC, MEHMHIOKOKKOBBI MEHHHTUT U MEHUHTO3HIIE(ATIHT.

JlucceMuHHpOBaHHAsE TOHOKOKKOBas HMH(MEKIMsA SBISETCA TPYNIOBBIM TEPMHHOM, KOTOPBIH BKJIIOYACT
MPEANOYTUTEIbHBIC TEPMHUHBL: JHUCCEMUHUPOBAHHASI TOHOKOKKOBasI HH(EKIUS ¥ TOHOKOKKOBAsI HH(EKIHSL.
WHdekuuss MOYEBBIBOJSIINX ITyTEH SIBISASTCS TPYIIIOBHIM TEPMHHOM, KOTOPBIA BKIIIOYAET MPEANOUYTUTEIbHbIC
TEPMUHBI: MH(EKIUS MOUYCBBIBOISIIUX IMMyTeH, OakTepuaibHas HH(EKIMS MOYEBBIBOISIIUX IyTeH, WHPCSKIUSI
MOUYEBBIBOSAIIMX MMyTeH, BRI3BAHHAS YHTEPOKOKKAMHU, WHPEKIIUS MOUCBBIBOISIINX ITyTCH, BRI3BAHHAS KUILICUHOM
nanoukoi (Escherichia coli).

I'unepuyBCTBUTENLHOCTh BKIIFOYAET MPEMOYTHTEILHBIE TEPMHUHBI: JICKAPCTBEHHAS] THIIEPYYyBCTBUTEIBHOCTD (C

yCTaHOBJ’IeHHOfI HpH‘IHHHO-CJ’IeI{CTBeHHOﬁ CBHSBIO) 1 TUTICPUYYBCTBUTCIIBHOCTD.

Onucanue OTACIBHBIX HECXCIIATCIbHBIX DeaKHI/II\/’I

Menuneoxkokkosas uHgexyus/cencuc

B kimHMuYecKuX HCCleoBaHUAX HauOoJjiee Cepbe3HOM HEeXelaTeNbHOW peaklued Ha mpenapar
YIITOMUPUC siBnsnack MEHUHTOKOKKOBAst MH(MEKIUs, KoTopast Habmonanack Hewacto (0,7 %).
BaknuHanuss CHMXKaeT, HO HE YCTpaHseT pPHUCK pa3BUTUS MEHUHTOKOKKOBOW HH(MEKIIHH.
B ximHuyeckux uccinenoBanusx y 3 u3 261 B3pocnoro nmanuenta ¢ IIHIT pasBunmch cepbe3Hble
MEHHMHTOKOKKOBBIE WH(M)EKITUU/CETICUC BO BPEMSs JICUEHHUS PaByJIU3yMaOoOM; Bce 3 MalueHTa ObLIN
BaKIIMHUpOBaHbl. Bece 3 marueHTa BhI3ZOPOBENH MPH MPOAOHKEHUHU JIeUeHUs paByiu3zymadom. B
HCCIIEI0OBaHNM, NMpoBeneHHOM ¢ yuactueM nereit ¢ I[IHI, y 13 mauueHnToB, nomydyaBmmMX Jie4eHHE
paByIM3yMaboM, He ObUIO BBISBICHO CIy4aeB MEHHMHIOKOKKOBOH MH(pekuuu. B uccnenoBanusx,
MpoBeJeHHBIX ¢ ydactueM mnanueHtoB ¢ al'YC, y 89 mnanueHToB, NOJIy4yaBIIMX JIEYCHHE

paByIn3yMaboM, He OBLJIO BBISBIEHO CIydyaeB MEHMHIOKOKKOBOW MH(exuuu. CM. pasaen 4.4 s
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 12.02.2026 Nz 2551

(MOCNEODBATENBHOCTS 00207

nojlyyeHus uHPOpMAUU O MPOPUIAKTUKE U JICHSHHH—HOAO3peBacMoit—MeHHHFOKOKKOBOH
uHEKIMH. Y MalueHToB, MOTy4YaBIINX PaByIM3yMad, MEHUHTOKOKKOBBIE HH(EKINH MPOSBIISIINCH
B BHUJIE MEHMHIOKOKKOBOro cercuca. [lanueHToB cienyer npouH()OpMUPOBaTb OTHOCHTEIBHO
IIPU3HAKOB M CHUMIITOMOB MEHMHI'OKOKKOBOM CENTHLEMHH M PEKOMEHIOBaTh HE3aMENJIUTEIBHO

00paTUThCS 32 METUITMTHCKOM MOMOIITBIO.

Hmmynozennocmeo

Jledyenue n00bIM TepaneBTUYECKUM OEJIKOM MOXKET BbI3BaTh MMMYHHBIHM OTBET. B ncciaenoBanusix c
ydactreM B3pocibix manueHToB ¢ [THIT (N=488), manuentoB ¢ al' YC (N=89), mauuenTo ¢ tMI’
(N=86) u maunuentoB ¢ 3COHM (N=58) coobmanocs Toipko 0 2 (0,28 %) ciiy4yasx MOsBICHUS
aHTHTE K JIEKAPCTBEHHOMY Ipernapaty Ha poHe Tepanuu paByinu3ymadom (y 1 B3pociioro manueHnra
c ITHI" u 1 B3pocnoro naruenta ¢ al'YC). [losiBieHre aHTUTEN K JIEKAPCTBEHHOMY IIpernapary ObLIo
TPaH3UTOPHBIM, HX TUTP ObUI HHU3KUM, W KOPPEISIUH C KIMHUYECKHMM OTBETOM WM

HEXKECJIAaTCIIbHBIMU ABJICHUAMHN HE OTMCUYCHO.
€T

IIHT

VY nereii ¢ [THI" (B Bo3pacte ot 9 10 17 71eT), BKIIOYEHHBIX B UCCIEAOBAHUE C yUACTHEM MAIIUEHTOB
nerckoro Bo3pacta ¢ ITHI' (uccnenoBanne ALXN1210-PNH-304), npoduis 6e3omacHOCTH ObLI
aHAJIOTHYHBIM TaKOBOMY Y B3pocibix nmanueHToB ¢ [THI. Haubonee vacteivu (y > 20 % mamueHToB)
HEXeNaTelIbHbIMA PEaKIUsIMHU, 3aperHCTPUPOBAHHBIMM II0 MTOTY MCCIEIOBAaHUS Yy MallUEHTOB

netrckoro Bo3pacra ¢ [THI, 6butr 601b B )KMBOTE, Ha30(papHHTUT, TOIIHOTA, TOJIOBHAS 00JIb.

al’VC

VY marnueHToB JIeTCKOro Bo3pacTa ¢ ycTaHoBIeHHBIM quarHo3om al 'Y C (B Bo3pacte ot 10 mecsiieB 10
18 gmet), BkmoyeHHbIX B uccienoBanue ALXNI1210-aHUS-312, npoduns 6e3omacHocTr
paByM3yMaba Obl aHATOIMYHBIM TAKOBOMY Y B3POCIIBIX MAllMEHTOB C YCTAaHOBJIEHHBIM TUArHO30M
al'VC. Ilpodunn Ge30macHOCTH B pa3IMYHBIX BO3PACTHBIX MNOJATrPYyNNax MAalMEHTOB JETCKOTIO
BO3pacTa OKA3aJUCh aHAJOTMYHBIMU. J[aHHBIE MO O€30MacHOCTM y MNAIMEHTOB Miajuie 2 JeT
orpanuueHsl 4 mnanuentamu. Haumbonee uvacteiMu (y =20 % nDamuMeHTOB) HEKeNaTENIbHBIMU
peakuusMHy, 3aperucTpUpOBaHHBIMU y THAIlMEHTOB JeTckoro Bo3pacta ¢ al'YC, Obuid mupekcus,
pBOTa, auapes, rojoBHas 00Jb, HA30(QapUHTUT, UH(EKIUS BEPXHUX JAbIXaTeNIbHBIX IMyTeH, 00Jb B

KHUBOTC.

eMI’

[Ipumenenue paByau3zymada y MalyueHToB JIeTCKOTo Bo3pacta ¢ TMI He u3y4anoch.

3COHM

[Tpumenenue paBynnzymada y nanueHToB jeTckoro Bozpacta ¢ 3COHM He uzyuanock.

COO6IJ_ICHI/IC 0 MOA03PEBACMBIX HEXKECIATCIbHBIX PCAKITHMAX

BaxHo coo0mare O TOJO3PEBAaEMbIX HEKEJIATENbHBIX pPEAaKIMAX IMOCIE€ PErucTpanuu

JIEKapCTBEHHOI'0 IIperapara C LeJbl0 OO0ecreueHus: HEeNpPepbIBHOIO MOHUTOPHHIA COOTHOIICHUS

«T10JIb3a — PUCK»  JICKApPCTBEHHOTO IMpenapara. MeIuIuHCKUM pabOTHUKaM pPEKOMEHIyeTCs
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.02 2026 N2 2551
o0

(MOCNEOOBATENLHOCTL 0020)

coo0mIaTh O JIOOBIX MMOI03PEBAEMBIX HEXKENIAaTEeIIbHbIX-PeakHix-teKapeTBeHoro-Hpenapata-4epes
HAllMOHAJIbHBIE CHUCTEMBbl COOOILIEHUS O HEXKEIATENbHbIX pEeakUusiX TOCYJapcTB — UJIEHOB

EBpa3HﬁCKOFO 9KOHOMHUYECKOI'0 COr03a.

Poccutickas ®@edepayus

denepanbHas ciyx0a Mo Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanzop)
Anpec: 109012, r. Mocksa, CiiaBsiHCKasl IUI0IIa1b, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnektpoHHas nmoura: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru

Pecnyonuxa Kasaxcman

PI'TT na IIXB «HanuoHanbHBIM LEHTP 3KCHEPTU3bl JICKAPCTBEHHBIX CPEIACTB M MEIULIMHCKHX
m3nenuin»  Komurera MemummHCKOro #  (papMameBTHYECKOTO  KOHTposiss  MUHHCTEpCTBA
3npaBooxpanenus PecnyOnuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonsip, yi. A. Mmanosa, 13, BL[ «Hypcayner 2»

Tenedon: +7 7172 235 135

OnexrponHas noura: farm@dari.kz

Caiit: https://www.ndda.kz
4.9. [lepeno3upoBka

CHUMIITOMBI

K HacrosimeMy MOMEHTY O Cilydasix epeJO3UPOBKH HE COOOIIAIOCH.

Jleuenue
B cnyuae nepeno3upoBKH ciaeAyeT HEMEIEHHO NMPEKPaTUTh BBEJACHUE MpernapaTa U MPUCTAIBHO

Ha6J'IIOI[aTI:> 3a COCTOAHHUCM ITallMCHTA.

5. DPAPMAKOJIOTHYECKUE CBOMCTBA
5.1. ®apmakoaMHaAMHYeCKHe CBOCTBA

dapMakoTeparneBTUYecKas TpyIia: UMMYHOIETPECCAHThI; HHTUOUTOPHI KOMILJIEMEHTA.
Kox ATX: L04AJO02.

MexaHn3M OeicTBUs

PaBynuszymalb mpencrasisier coboit monokioHambHoe aHTHTeno (MAT) IgGauk, Kotopoe
cneunpuyecku cBs3biBaeTcs ¢ Oenkom C5 KoMIJIeMEHTa, MOJABIAs TakuUM o00pa3oM €ero
pacieruienue 1o C5a (mpoBocnanuTenbHbIi aHagmiatokcuH) 1 CSb (MHULIMupyromas cyobeMHIIIA
MeMOpaHoarakyomniero komruiekca komriementa (MAC wm  C5b-9)), uw mpemorBpamiaer
obpazoBanue C5b-9 u, kak crneacreue, oopazoBanne MAC. PaBynu3ymad coxpaHseT aKTHBALUIO

PpaHHHUX KOMIIOHCHTOB KOMIIJIEMCHTA, KOTOPHIC HCO6XO,[[I/IMBI AJI1 OIICOHU3allu MUKPOOPTaHNU3MOB U
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COOTBETCTBYET 3KCTIEPTHOMY OTUETY

KIIMPEHCAa UMMYHHBIX KOMIUIEKCOB.
VY manuentoB ¢ TMI' paByian3ymMad MHIHOMpPYET TEPMUHAIBHYIO aKTHBALMIO KOMIUIEMEHTAa, TEM
caMbIM TnpenoTBpauias HakorieHne MAC B HEpBHO-MBIIIEYHOM COEIMHEHMHM M HapyleHHE
nepeaayy HEPBHO-MBIIIEYHOTO BO30YKICHHUS.

VY nauuentoB ¢ 3COHM paBynu3ymMad HHIHOUpPYET TEPMUHAIBHYIO aKTHBALUIO KOMIJIEMEHTA, TEM
cambIM mpefoTBpaias odpazoBanne MAC u CS5a-3aBucrMO€ BOCHATICHHUE, a TaKXKEe OTPaHUYUBAS

HEKPO3 aCTPpOUUTOB U MOBPEKIACHHUE OKPYKAIOIUX T'IMAJIBHBIX KJICTOK U HeﬁpOHOB.

dapmarkonmaamuueckue 3O GHEKTHI

Kak y B3pocCiIbIX IaliMEHTOB U NalMeHTOB AeTCKoro Bospacra ¢ IIHI, panee He moimydaBmux gpeyeHue
MHTUOUTOPAaMHU KOMILJIEMEHTA, TaK M y MOJTYYaBIIMX HKYJIU3yMald B KIMHMYECKHX HCCIEIOBAHHIX
3 ¢a3bl, HAOMIO1AIOCh HE3aMEeUIUTENNbHOE, TIOJHOE U yCTOMUMBOE MHrMOupoBaHue cBooogHoro C5
B CbIBOpOTKE (KOHUeHTpauus < 0,5 MKI/MJI) K KOHIly MEpBOro HH(Y3MOHHOIO BBEICHUS
paByH3yMada, KOTOPOE COXPAHSUIOCh Ha MPOTSHKEHUU BCEro 26-HENENbHOTO MepHoa JICYCHUs y
BCeX ManreHToB. HezameanmuTenbHOe 1 MoJIHOE HHrHOUpoBaHue cBo0oHOTO C5 B CBIBOPOTKE KPOBU
TaKXe HaOJII0JaJIOCh Y B3POCIIbIX MAI[MEHTOB M MAllMeHTOB JeTcKoro Bo3pacra ¢ al'YC, y B3pocibIx
naruenTos ¢ TMI, y B3pocibix nanuenToB ¢ 3COHM k koHIly epBoro MH(GpY3MOHHOTO BBEICHUS U
Ha IIPOTSKEHUM BCETO NIEPBUYHOIO NIEPHOJIA JICUCHHUS.

Habnroganack 3aBUCHMOCTb CTENEHH M TNPOJODKUTENBHOCTH (hapMaKOJAWMHAMHYECKOTO OTBETA Y
nanueHToB ¢ [THI, al'YC, rMI" unu 3COHM ot skcno3uiinu paByiuzyMada. Y poBHU CBOOOJHOTO
C5 < 0,5 MKI/MJ1 KOppenupoBalld ¢ MaKCUMaJIbHBIM KOHTPOJIEM BHYTPUCOCYIUCTOTO IeMOJIM3a U

IIOJIHBIM I/IHFI/I6I/Ip0BaHI/ICM TCPMUHAJIbHBIX KOMIIOHCHTOB KOMILJICMCHTA.

Kinanueckas 3bdhekTUBHOCTL U 0€30IIaCHOCTD

IIHTI

bezonacHocts U 3¢ dexkTuBHOCTE paBynuzymada y B3pocibix nanuentoB ¢ [THIT omenuBanu B

2 OTKPBITBIX PaHIOMHU3UPOBAHHBIX KOHTPOJIMPYEMbIX HCCIENOBaHUAX 3 (a3bl C aKTUBHBIM

IIpenapaToM CpaBHEHMS:

o UCCIIEJOBAaHNE C ydacTHeM B3pociblx nanueHToB ¢ [IHI', Hukorna panee He mosyyaBIIMX
JedyeHne nHrubutopamu komriemenTa (uccnenosanne ALXN1210-PNH-301);

o UCCIIEJOBAHME C YydacTheM B3pociblx mnanueHToB ¢ [IHI, mnomyuyaBmmx nedeHue
AKYJIN3YyMaOOM, B KIIMHUYECKU CTAOUILHOM COCTOSTHUU 1OCIIE JICUEHUS JaHHBIM IIpenapaToM
B TeUCHHE, KaK MUHUMYM, 6 peecTBoBaBnX Mecsies (uccnegoBanne ALXN1210-PNH-
302).

PaBynu3ymal mpuMeHsIICS B COOTBETCTBUU C PEKOMEHIALMSAMU IO 1I03UPOBAHUIO, U3JI0KEHHBIMU B

pasnene 4.2 (4 nndy3nOHHBIX BBEICHUS paByin3yma0a B TeueHue 26 HeIeTb ), TOTa KaK dKyJIu3yMa0

BBOJIMJIM COTJIACHO OJJOOPEHHOMY peXuMy no3upoBaHus: 600 Mr mpemapata KakIyl0 HEIENo B

TeyeHue nepsbix 4 Henenb 1 900 mr kaxele 2 Henenu (15 nH(QY3MOHHBIX BBEACHUN B TEUEHHE

26 Henemn).

[TarueHTH! OBUIM BaKUMHUPOBAHBI MPOTHB MEHMHTOKOKKOBOM MH(EKIMH Mepea UId Ha MOMEHT

HaydaJia JICUCHUA paBan/IByMa6OM niIn 3Ky.]'[H3yMa6OM, HJIU MoJIy4alin HpO(I)I/IJ'IaKTI/I‘-IeCKOC JICYHCHHUC
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ot 12 Ne 2551

(MO :.-IE;LF'EIHTEJ_II:HC CTb 0020}

COOTBETCTBYET 3KCTIEPTHOMY OTUETY

COOTBETCTBYIOIIUMHU aHTHOUOTHKAMU B TCUCHUE 2 HEieTb-HoeTe-Bak AT

3HAUMMBIX Pa3WYUil B JeMOrpaUuecKux WM HCXOJHBIX XapaKTePUCTHKAX MEXIy TpyIamMu
JICUEHHUS PaBYIU3yMaOOM WM 3KYJIM3yMaOOM HE OTMEUYEHO HU B OJHOM U3 UcCieqoBaHui 3 (a3bl.
Anamue3 TpaHcy3uil 3a npeAmecTBoBaBIIMe 12 MecsieB OblI CXOIHBIM MEXKY IPYIaMU JICUSHUS

paByIM3yMabOM M 9KYJIN3yMaOOM B KaXIOM U3 UCCIIEAOBaHUH 3 (a3bl.

HUccnedosanue ¢ yuacmuem _e3pociavlx _nayueumos ¢ IIHI, panee He nonyuasuiux JjedeHue

uHcubuUmopamu Komnaemenma (uccreoosanue ALXNI1210-PNH-301)

HCCJ’ICI{OBaHI/Ie C Yy4dYaCTHEM IIaUCHTOB, paHEC HE IIOJyYaBIIUX JICUCHUC I/IHFI/I6I/ITOpaMI/I

KOMILIEMEHTA, MPEICTABIISIIO coboit 26-HenenbpHOe MHOTOLIEHTPOBOE OTKPBITOE
PaHIOMU3UPOBAHHOE KOHTPOJIUPYEMOE C AKTUBHBIM IIPETIapaToOM CPaBHEHUS UCCIe0BaHKE 3 (a3bl
C ydacTHeM 246 NalMeHTOB, KOTOpble A0 BKIIOYEHHS] B HCCIEIOBaHME HE IOJy4alld JIeYEHUE
MHTUOMTOpaMU KOMILJIEMEHTA, C MOCIEAYIOIIMM JOJITOCPOYHBIM JIONOJHUTEIbHBIM IEPUOJIOM, B
KOTOPOM BC€ MAIMEHTHI OTYYald JICYEHUE PaBYIU3yMaOOM.

Y COOTBETCTBOBABIINX KPUTEPHUSAM yUaCTHS B JAHHOM HCCIICOBaHUH TAIIMEHTOB JIOJDKHA OblIa OBITh
IIPOIEMOHCTPUPOBAHA BBICOKAs aKTHMBHOCTb 3a00Je€BaHus, ompejaenseMas Kak akTUBHOCTH JIJII
>1,5 x Bepxuss rpanuna Hopmbl (BI'H) npu ckpununre, a taxke Hamuuue 1 umm Oonee u3
CIIEAYIONIMX TPHU3HAKOB WJIM CHMIITOMOB, cBs3aHHBIX ¢ [THI', B TeueHme 3 MecseB CKpUHHHTA:
YTOMIJIIEMOCTh, T€MOTJIOOMHYpHUs, OOJb B JKMBOTE, OJBIINIKA, aHemus (remorinoomH < 10 r/mm),
HaJINYME B aHAMHE3€ CEPhE3HBIX HEXKENATENbHBIX SBJICHUN CO CTOPOHBI COCY/I0B (BKJItOYast TPOMO03),
aucharust UaM SpeKTUiIbHAs AUCHYHKIMS; UK NTepeIMBaHUe SPUTPOLIUTAPHOM Macchl B aHAMHE3€ B
ceasu ¢ ITHI'.

bonee 80 % mnamueHToB B 00eux rIpynmnax JIEYEHHUsS IEPEHECIN T'eMOTpaHC(]y3ui0 B TEUYEHHE
12 MmecsueB A0 BKJIIOYEHHs B HccieqoBaHue. Y Oojblleil 4acTH MalMeHTOB HCCIeayeMon
MOMYJIALUH, KOTOpPBIE paHee He MOJIydald HHIMOUTOPbI KOMITJIEMEHTA, OblIT BEIPa)KEHHBIN T'eMOJTU3;
y 86,2 % BKIIIOUCHHBIX B UCCIIEOBAaHUE MAIIMEHTOB ObLy1a MOBbIIeHHAs akTUBHOCTH JIJ[T" > 3 x BI'H,
KOTOpas sBJSETCSA NPSAMBIM [TOKa3aTeJIeM BHyTpUcoCyucToro remonusa mpu [THI.

B tabnuue 7 npencTaBieHbl HCXOAHbIE XapaKTEPUCTUKU BKJIIOUEHHBIX B UCCIICOBAHHE MAllMEHTOB
c [IHT', panee He moTy4YaBIINX JICYCHNE HHTHONTOPAaMHU KOMIUIEMEHTA; TIPH ATOM SIBHbIE KIIMHUYECKH

SHAYMMBIC pa3jIndunsa MCXKAY I'pylIaMu JICYCHUA OTCYTCTBOBAJIN.

Taéamnna 7. UcxoaHble XapaKTepHCTHKH B MCCIEI0BAHUM € y4acTHEM NAalHeHTOB, paHee He

NMOJIy4aBIINX HHTHOMTOPHI KoMIuIeMeHTa (ucciaenopanne ALXN1210-PNH-301)

Iloka3zarenn CraTucruyeckue PaBynusyma0 IKyJImn3ymad
JaHHbIC (N=125) (N=121)
Bo3spacr (1eT) Ha MOMEHT Cpennee 37,9 (14,90) 39,6 (16,65)
ycTaHoBJIeHUs quarnosa [THI srauenue (CO)
Mennana 34,0 36,5
MMH., MaKc. 15, 81 13, 82
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 12.02.2026 N2 2551
(NOCNENQBATENLHOCTL 0020)
IMoka3arennb Crarucruveckn Pasymmsymaé————Ixyausymabd
JaHHbIE (N=125) (N=121)
Bo3spacr (1eT) Ha MOMEHT Cpennee 44,8 (15,16) 46,2 (16,24)
BBITIOJIHCHUS TIEPBOM UH(DY3UH 3Hauenue (CO)
B UCCJIEJOBAHUU Meanana 43,0 45,0
MHH., MaKcC. 18, 83 18, 86
o (n, %) Myx. 65 (52,0) 69 (57,0)
Ken. 60 (48,0) 52 (43,0)
AxtuBHoCTh JIJII" 10 neuenus Cpennee 1633,5 (778,75) 1578,3 (727,06)

3nHauenue (CO)

Menuana 1513,5 1445,0
KonuuecTBo namueHTos, n (%) 103 (82,4) 100 (82,6)
MepPEeHeCHINX MepeTuBaHue
3PUTPOLUTAPHON MACChI B
TeueHue 12 Mecsies 10
BBEJICHUS IEPBOM 03Bl
KonunuectBo equuuIl Oobiee 925 861
SPUTPOLIUTAPHON MACCHI, KOJIMYECTBO
MepesuTor B TeueHue 12 Cpennee 9,0 (7,74) 8,6 (7,90)
MECSIICB /10 BBEICHHUS TIEPBOI 3Hauenue (CO)
JIO3EI Meanana 6,0 6,0
OO6mmit pazmep kinona I[THI™ B Menaunana 33,6 342
IPUTPOIUTAX
OO6uwmii pasmep kinona [THI™ B Menunana 93,8 92,4
TPaHyJIOIUTAX
[TarueHTHI € MOOBIMH n (%) 121 (96,8) 120 (99,2)
npossnenusmu ITHT! 10
TTOJTyICHUS
MH(OPMHUPOBAHHOTO COTJIACHS
Anemus 103 (82,4) 105 (86,8)
'ematypus unm 81 (64,8) 75 (62,0)
reMOTJIOONHYPHS
ArmacTuyeckasi aHeMus 41 (32,8) 38 (31,4)
[loyeuHas HETOCTATOYHOCTh 19 (15,2) 11(9,1)
MuenoauciiacTHYeCKuii 7 (5,6) 6 (5,0)
CUHIPOM
OcnoxHeHust 0epeMEHHOCTH 3(12,4) 4(3,3)
[Ipoune? 27 (21,6) 13 (10,7)

Ha ocHoBanmu ncropuu 60ye3Hu.

«IIpoure» B COOTBETCTBUH C YKa3aHHEM B WHANBUAYAIbHONW PETUCTPAIIMOHHOM KapTe BKIIIOYAIN TPOMOOIUTOIICHHIO,
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COOTBETCTBYET SKCTNEPTHOMY OTHETY

oT 12.02_2026 N2 2551

(NOCNENOBATENEHOCTE 0020)

XpoHUYeCcKyto 6oJie3Hb mouek (XbII) 1 MaHIHUTONICHHIO, 2 TAKKe-PAA-APYEI%-3a00/IeBa i

JIByMsI paBHO3HAUYHBIMU MEPBUYHBIMA KOHEYHBIMHU TOYKAMHU SIBJISUIMCH BO3MOXHOCTH H30€XkKaTh
NepeIMBaHU KPOBH U T€MOJIM3, KOTOPBIM HEMOCPEICTBEHHO OILICHUBAICS MO HOpMaJlM3aluu
aktuBHOCTH JIJII" (akTuBHOCTH JIJII" < 1 x BI'H; BI'H mnsa JIAI coctaBnser 246 En/m). OcHOBHBIMU
BTOPUYHBIMA KOHEYHBIMM TOYKAMH SIBJISUIMCH IMPOLIEHTHOE u3MeHeHue akTuBHoctu JIJIIT ot
MCXOJHOTO 3HAYEHUS, U3MEHEHHE KauecTBa JKU3HU (OMPOCHUK (PYHKIIMOHAIBHON OLIEHKU TEparuu
xpoHudeckoro 3aboneBanust — yromisiemocts (FACIT-Fatigue)), 1011 alMEeHTOB € MPOPHIBHBIM
TeMOJIM30M U JI0JIsl TAIIEHTOB CO CTAaOMIIM3UPOBAHHBIM YPOBHEM IeMOTJIOOMHA.

PaBynu3ymal He ycTynan sKynu3ymMaly 1o 00euM MepBUYHBIM KOHEYHBIM TOYKAM — BO3MOKHOCTH
n30exarb TEpeTUuBaHUS JPUTPOLMUTAPHOM Macchl B COOTBETCTBUM C PEKOMEHAAIMSIMH,
MPEeAYCMOTPEHHBIMH MMPOTOKOJIOM, U HOpMasu3aiuu aktuBHocTH JIJII" ¢ 29 no 183 nens, a Taxxke mo

BCEM 4 KJIIOUEBBIM BTOPUYHBIM KOHEYHBIM TOUKaM (PUCYHOK 1).

Pucynok 1. AHaiIu3 nepBUYHBLIX U BTOPHYHBIX KOHEYHBIX TOYEK — MOJIHASI BHIOOpPKaA I
a”Haau3a (uccje0BaHHe ¢ y4acTHeM NAIMEeHTOB, HUKOI/IA paHee He MOJYYaBUIUX JedeHHe

HHTHOMTOpaMu KomiuieMeHTa) (ucciaenobanne ALXN1210-PNH-301)

PaBynnsyma6 Oxynmsymad Pasunua (95 % JIN)
(N=125) (N=121)

736 66.1 6.8(4.7,18.1)

[ ]

BosmosxHOCTb H30€KATH A
nepenuBanuii kposu (%)

-20 -10 0 10 20
OTHOLICHHE IAHCOB
JIAT — HopMasm3anus (95 % ON)
AKTHBHOCTH A & 53.6 494 1.19(0.80, 1.77)
(OTHOLIIEHHE LIAHCOB)
0 0.5 1 1.5 2
Pasuuna (95 % W)
JIII" — n3MeHeHNe aKTUBHOCTH
0T MCXOAHOTO YpoBHs (%) A b -76.8 -76.0 08(-386,52)
Wsmenenus B FACIT-Fatigue A —_—— 71 6.4 07(-12,26)
IIpopeiBHO#i remommns (%) A — 4.0 10.7 6.7(-02,142)
Cralunusanus ypoHs A A 4 68.0 645 29(-88,146)
remoryiobuna (%)
-20 -10 0 10 20
B nose3y sxyamsymaba B nouib3y paByinsymada

IIpumeuanue:

UYepHbIi TPEYroJbHUK yKa3bIBaeT Ha MpeZesbl He MeHbIueil 3((EeKTUBHOCTH, Cepble TOYKH YKa3blBAIOT Ha TOUEHHBIE
OLICHKU.

CokpauieHust:

JIATI" — nmakratneruaporenasa, JIW — nosepurensHblit nHTepBai, FACIT — onpocHuK GyHKIMOHATBHOM OIIEHKH Teparnun

XPOHHUYECKOI'O 3a00JIEBaHMSL.
B zaxkmounTtenpHBIM  aHanmM3 A(PGEKTUBHOCTH OBUTA BKIIOYEHBI JAHHBIE BCEX MAI[MEHTOB,
MPUHUMABIIIUX Y4YacTHE B HCCICIOBAHUU W KOT/IA-TUOO TMOYYaBIIUX JICYCHHE PaBYIHM3yMaOOM

(N=244), npu MeauaHe NOPOJOJDKUTEIBLHOCTH JedeHus: 1423 gHsA. 3aKIOYUTENbHBIA aHaIu3

MMpOACMOHCTPHUPOBAJ CTOMKOE YIYHYIICHUC KIIMHUYCCKUX MMPHU3HAKOB U CUMIITOMOB IIHI.

HUccneoosanue ¢ yuacmuem gzpocavix nayuenmos ¢ IIHI, panee nonyuasuwiux neyenue IKyauzymabom
(uccnedosanue ALXNI1210-PNH-302)

HccnegoBaHue ¢ Y4aCcTUCM MALUCHTOB, PaHEC MOJIyYaBIINX JICUCHUC BKYJ'II/I3YM3.6OM, MMpEaACTaBJIAIIO
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COOTBETCTBYET SKCTNEPTHOMY OTHETY

coOoil 26-HeleNnbHOE MHOTOLIGHTPOBOE OTKPHITOE

aKTHBHBIM [IpernapaToM CpPaBHEHHUS UCCIIEI0BaHUE 3 dassl c

y4acTUeM

195 manmentoB ¢ [THI" B knmuaM4ecku crabunsaom coctostauu (JIIAIT < 1,5 x BI'H) nocne nedenust
JKyJNIM3yMaOOM B TEYEHHE, KaK MUHUMYM, 6 MpPEIUIECTBOBABIINX MECALEB, C IOCIEIYIOIINM
JIOJICOCPOYHBIM JIOTIOHUTEIBHBIM TEPUOJIOM, B KOTOPOM BCE€ NAIMEHTHI MOJy4YalId JIeUCHUE
paByIM3yMaOoOM.

Anamue3 [THI' Obul cXOAHBIM MEXAY TpyIIaMy JIEYEHHs] PaByJIU3yMaOOM M HKYJIU3yMaOOM.
Anamue3 TpaHcdy3uil 3a npezmecTByronye 12 MecsueB OblT CXOHBIM MEXKY TPYNIaMU JICYCHUS
paBynu3yMaOboM U JIKynu3ymabom, u Oonee 87 % MaIMEHTOB B O0CHWX TpyMmax HE MOTydaid
nepenuBaHre KPOBH B TeUeHHE 12 MeCsIIeB 10 BKIFOYCHUS B UcciieqoBanne. CpeaHuil o0mmii pasmep
kiona [THI B saputpouunTax coctasui 60,05 %, cpenuuii ooumii pazmep kinona [THI™ B rpanynonurax
coctaBmui 83,30 %, a cpenuuii oommii pasmep kiona I[THI™ B moronmTax cocraBun 85,86 %.

B Tabnune 8 mnpexncraBieHsl MCXonHble XapakrepucTuku nanueHToB c¢ I[THI', BkmroueHHBIX B
HCCIIEIOBAHUE C Y4YacTHEM NAIMEeHTOB, paHee MOJyYaBIIMX JIEYEHUE JKYJIM3yMaOboM; MPU ITOM

SIBHBIC KIIMHUYCCKHU 3HAYUMBIC PA3JINYUA MCXKAY I'PyIIIIaMHU JICUCHUA OTCYTCTBOBAJIU.

Ta6auna 8. McxoaHble XapaKTepUCTHKH B HCCJIEJOBAHHU C y4YacTHeM MAlMEHTOB, paHee

NOJIy4aBUINX JiedeHHe dKyJan3ymaoom (ucciaegopanue ALXN1210-PNH-302)

IHoka3aTennb CraTtucruyeckue PaByauszyma6 IKyausymad
JAAHHbIE (N=97) (N=98)
BospacT (1eT) Ha MOMEHT Cpennee 34,1 (14,41) 36,8 (14,14)
yctaHoBieHus nuartosa [THI 3Hauenue (CO)
Menunana 32,0 35,0
MHH., MaKcC. 6,73 11,74
BospacT (1eT) Ha MOMEHT Cpennee 46,6 (14,41) 48,8 (13,97)
BBINOJIHEHUS NTepBoi MHDY3Un 3Hayenue (CO)
B MCCJIEIOBAHUHA Mennana 45,0 49.0
MHH., MaKc. 18, 79 23,77
IToxn (n, %) Myx. 50 (51,5) 48 (49,0)
Ken. 47 (48,5) 50 (51,0)
AxtuBHocTh JI/II" n0 neuenus Cpennee 228,0 (48,71) 235,2 (49,71)
3rHauenue (CO)
MennaHa 224.0 234,0
KonndecTBo nmanueHTos, n (%) 13 (13.,4) 12 (12,2)
MIEPEHECIINX TepeTUBaHUE
SPUTPOLUTAPHOU
MAacChl/IIeTTbHOM KPOBU B
TeueHue 12 mecsieB 10
BBEJICHUS TIEPBOM J103bI
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COOTBETCTBYET 3KI
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oT 12.02_2026 N2 2551

(MOCNEOQBATENEHOCTE 00207

CINEPTHOMY OTUETY

IHoka3aTennb CraTtucruyeckue Pasymmsymaé————Ixymsymab
JaHHbIE (N=97) (N=98)
KomnmaecTBo equHuIy Oomee 103 50
SPUTPOLIUTAPHON KOJIMYECTBO
MacChl/1IeTbHON KPOBH, Cpennee 7,9 (8,78) 4,2 (3,83)
NepeauToN B TeueHue 12 3HaueHue (CO)
MECSIEB 10 BBEJACHUS IEPBOM Menuana 4,0 2,5
J103bl
[TarueHTs! € MIOOBIMU n (%) 90 (92,8) 96 (98,0)
MPOSIBIICHUSIMU ITHT! no
MOJTyICHUS
MH(OPMHUPOBAHHOTO COTJIACHS
Anemus 64 (66,0) 67 (68.,4)
['emarypus unm 47 (48,5) 48 (49,0)
reMOTIIO0NHYpHUs
ArmacTryeckasi aHeMUs 34 (35,1) 39 (39,8)
[TouyeuHast HETOCTATOYHOCTh 11(11,3) 7(7,1)
MuenoaucmiiacTuYecKuit 33,1) 6 (6,1)
CUHJIPOM
OcnoxxHeHust 4(4,1) 9(9,2)
OCpEeMEHHOCTH
[Ipoune’ 14 (14,4) 14 14,3)

1  Ha ocHOBaHHMHU UCTOPUH OOJIC3HH.
2 Kareropus «I[Ipoune» BKiItOYaeT HEHTPONEHUIO, HapylIeHHEe (DYHKLIUH MOYEK, TPOMOOIMTOIIEHUIO, & TAKXKe Pl
JIpyrux 3a00aeBaHUi.
[TepBuYHOI KOHEYHOM TOYKOW SABISJICS TE€MOJIM3, OLICHEHHBIM MO MPOUECHTHOMY HW3MEHEHUIO
akTuBHOCTH JI/II" OT ncXomHOro 3HaueHus. BropuuHas KOHEUHas TOUKa BKIIFOYaIa OO [TallUEHTOB
C TpOpbIBHBIM remonu3zoM, kauectBo ku3HM (FACIT-Fatigue), B03MOXHOCTH U30€KaTh
MepeTMBaHUs KPOBU U JIOJIO MAIIMEHTOB CO CTAOMIM3UPOBAHHBIM YPOBHEM T'€MOTJIOOMHA.
PaBynu3yma0 He ycTynan 3Kynu3ymMaly 1Mo nepBUYHON KOHEYHON TOYKE — MPOIICHTHOMY H3MEHEHUIO
aktuBHocTH JIJII" oT ncxonHoro 3HaueHus A0 183 aHs, a Takke 1Mo BCeM 4 KIHOYEBBIM BTOPUYHBIM

KOHEUYHBIM TOYKaM (PUCYHOK 2).

PI/IC)’HOK 2. AHayu3 MNEPBUYHLIX U BTOPUYHBIX KOHCYHBIX TOYEK — IMOJTHasA BblﬁOpKa AJIs

aHaju3a (uccjie0BaHue ¢ y4acTHEeM NANMEeHTOB, PaHee NMOJYYaBIIUX JeUeHue IKYJIU3yMmadoom)
(uccnenoBanne ALXN1210-PNH-302)
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COOTBETCTBYET SKCTNEPTHOMY OTHETY

oT 12.02_2026 N2 2551

(NMOCNEOOBATENEHOCTE 0020)

Pasyni3yma6 Oxyausymad _Paskuua (95 % M)
(N=97) (N=98)
JIAT — u3MeHeHUe OT HCXOHOrO A L 3 08 84 92(-04,18.8)
ypoeast (%)
TIpopsiBHOI remou3 (%) A & 0 51 51(-89,19.0)
Usmenenns B FACIT-Fatigue A 0 20 0.5 15(-02,3.2)
Bo3MokHOCTB H30€KaTh A & are6 827 5.5 (-4.3,15.7)
nepenuBaHnii Kposu (%) . ‘
Crabunusaums yposHs A & 763 755 14(-10.4,13.3)
remoriobuna (%) ‘
-20 -10 0 10 20
B nosis3y 3Kyausymaéa B no.b3y paByausymaba
[Ipumeuanue:

YepHblil TPEYrOMbHUK yKa3bIBACT HA MpECibl He MeHbIeH 3()(EKTUBHOCTH, Cepble TOYKU YKa3bIBAIOT HA TOYCUHBIC
OLICHKH.
CokparieHust:

JIAT — nakrataeruaporenasa, AW — noBeputeabHbIN HHTEPBAIL.

B 3akmrounTenbHBI  aHAM3 A(PQGEKTUBHOCTH OBUIM BKJIIOYCHBI JaHHBIC BCEX IMAI[UECHTOB,
MPUHUMABIINX YYaCTUE B HCCIICIOBAHUM M KOTJA-JIMOO IMOJIyYaBIIUX JICUCHUE PaBYJIM3yMaOOM
(N=192), npu menuaHe NPOAOIDKUTEIBHOCTH JeueHus 968 mHeil. 3akiIouuTeNbHBIA aHAu3
MOATBEPAMII, YTO OTBETHl Ha JICYCHHE pPaByIU3yMaOOM, HAONIOAABIIMECS B MEPUOJ TEPBUYHOM
otieHKHU (110 183 mHs), COXpaHsIIUCh HA MPOTSHKEHUM BCETO MCCIEIOBAHMS, JEMOHCTPUPYS CTOMKHIA

KOHTPOJIb 3a00JI€BaHUS.

al’'yC

HUccneoosanue ¢ yuacmuem gspocavix nauuenmos ¢ al YC (uccnedosanue ALXNI1210-aHUS-311)

HccnenoBanre ¢ yd4acTHeM B3pOCIBIX MAIMEHTOB MPEICTABISUIO OO0 MHOTOLIEHTPOBOE
uccrnenpoBanue 3 (haspl, MPOBOAMBIIEECS B OJJHON IPYTINE C YIACTHEM IMAIMEHTOB C ITOITBEPKACHHBIM
a'VC, xoTopble 10 BKJIIOUYEHUS B UCCIEIOBaHHE HE MOJy4yald JIEYeHHEe WHIHOMTOpaMu
KOMIUIEMEHTa, M Yy KOTOpbIX Obuta mnonrBepxaeHHas TMA. HMccienoBaHue cocTosIo U3
26-HeOeNnpHOTO TIepHoJa TEPBOHAYAILHOW OLEHKH, W TMAlUeHThl MOTJIA BKJIIOYAThCS B
JOTIOTHUTEIBHBIN MEPHOJT POJIOJKUTEIBHOCTHIO 10 4,5 JIeT.

B o0meii cnoxHOCTH, B McceI0BaHNne ObUIM BKIIIOUEHBI 58 ManueHToB ¢ noaTBepxaeHHbIM al YC.
Kpurepun BKiIIOUEHMS B UCCIEAOBAaHME HE JIOMYCKAIM K YYacTUIO MalueHToB ¢ TMA
n3-32 TPOMOOTHYECKOH TPOMOOIMTONIEHHYECKOW MypPHyphl MM TEMOJUTHKO-YPEMHUYECKOTO
cuHapoma, cBszaHHoro c lllwra-rokcun mponyuupyromieit Escherichia coli (STEC-I'YC).
2 nmaruenTa ObUTM UCKIIIOYEHbI U3 TOJIHOM BEIOOPKH JJIS aHaJIM3a U3-3a MOATBEPKASHHOTO JMarHo3a
STEC-T'YC. V 93 % nanueHToB UCXOJHO ObUIM BHEMOYEYHBIE MPU3HAKU (CO CTOPOHBI CEPIACUHO-
COCYIUCTOM CHCTEMBI, IbIXaTEIbHON CHCTEMBI, LIEHTPAJIbHOM HEPBHOW CHCTEMBI, XEIyJI04YHO-
KHIIEYHOTO TPaKTa, KOKH, CKEIETHBIX MBIIII) Wi cumMnToMbl al YC. Ha MOMEHT BKIFOUEHUS B

uccinenoanue 72,2 % manuentoB (N=39) umenu 5 cranuto XBII.
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COOTBETCTBYET SKCTNEPTHOMY OTHETY

ot 12.02.2026 N= 2551

(MOCNEOOBATEN I:-H'gl CTb 0020)

B Ttabnune 9 mnpencraBieHbl neMorpaduyeckue H—HexoAHbie—XapaKFepHeTHicH—56—B3poebix
MAIMEHTOB, BKIIIOUEHHBIX B uccienoBanue ALXNI1210-aHUS-311, cocraBuBIIKX MOIHYIO BEIOOPKY

JJIs1 aHaJIn3a.

Taoauna 9. UcxogHble XapaKTePUCTUKH B MCCJIEIOBAHUN C YYACTHEM B3POCJIbIX NALMEHTOB
(uccaengoBanue ALXN1210-aHUS-311)

IMoka3artensn CraTucTuyeckue PaByau3yma6
JaHHbIE (N=56)
Bo3spact Ha MOMeEHT TiepBOTO Cpennee 42,2 (14,98)
nH(]Y3MOHHOTO BBEACHUS (JIEeT) 3Hauenue (CO)
MUH.; MaKc. 19,5; 76,6

ITon

Myx. n (%) 19 (33,9)
Paca' n (%)

Mounronounanas 15 (26,8)

EBponeounnas 29 (51,8)

Hewussectno/IIpouee 12 (21,4)
[IpeamecTByromue JI€YEHUIO n (%) 52(92,9)

BHCIIOYCYHBIC IPHU3HAKHU UJIW CUMIITOMBI

al'VC co cTopoHBI:

CepneuHo-cOCyAMCTON CUCTEMBI 39 (69,6)
JIpIXaTeabHON CUCTEMBI 25 (44,6)
LlenTpanbHO HEPBHOW CUCTEMBI 29 (51,8)
XKeny10uHO-KHUILIEYHOTO TPaKTa 35(62,5)
Koxu 17 (30,4)
CkeneTHO MyCKynaTypbl 13 (23,2)
TpancrutanTamus B aHaMHe3€ n (%) 8(14,3)
[TanimeHTKHM TIOCIIE POJIOB n (%) 8(14,3)
TpomGouuts (10°/1) n 56
(nopma: 130-400 x 10%/x1) Cpennee 118,52 (86,440)
3nauenue (CO)
Meanana 95,25
(MHH.; MakKc.) (18; 473)
I'emorno6uH (T/1) n 56
(mopma: 115-160 r/n (xkenmunsr), 130- Cpennee 86,26 (14,866)
175 r/a (My>K4UHBI)) 3nauenue (CO)
Menanana 85,00
(MHH.; Makc.) (60,5; 140)

23



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.02.2026 N2 2551

(NOCNEAQBATENEHOCTE Q0201

AxtuHocTh JI/II" (En/m) B cBIBOpOTKE 1 56
(mopma: 120-246 En/m) Cpennee 702,38 (557,959)
3Hauenue (CO)
Meanana 508,00
(MHH.; MaKc.) (229,5; 3249)
pCK® (mn/mun/1,73 m?) n (%) 55
(Hopma: = 60 mn/mun/1,73 M?) Cpennee 15,86 (14,815)
3Hauenwue (CO)
Meanana 10,00
(MHH.; MaKc.) (4; 80)
[TannenTsl HA AMAIHA3E n (%) 29 (51,8)

ITpumeuanue: MPOLEHTHOE COOTHOIIEHNE OCHOBAHO HA O0IIEM KOJIMYIECTBE MAMCHTOB.

! TTanmeHTHI MOTJIM OTMETHTE MPHHAIIEKHOCTD K HECKOJIBKUM PacaM.

CokpartieHust:

al'YC — aTunu4HEI reMoTuTHKO-ypeMudeckuii cuaapom, pCK® — pacdeTHas cKOpPOCTh KIIyOOUKOBOW (pHIBTpaIliH,
JIAT" — makTataeruaporeHasa, Makc. — MakKCUMaJIbHOE 3Hau€HHE, MUH. — MUHUMaibHOe 3HaueHue, CO — craHmapTHOe

OTKJIOHCHUC.

[TepBu4HOI KOHEYHON TOUKOM OBUT TOJMHBINA 0TBET TMA B X071€ 26-HeIeTBHOTO NIEPHOAa ISPBHYHOM
OLIGHKH, O Y€M CBHJIETEIbCTBOBAJIM HOPMAJM3allds T'€MAaTOJIOITMYECKUX MapamMeTpoB (KOJIMYECTBO
TpomMOouTOB > 150 X 10°/n1 n axtuBHOCcTh JIJAI <246 En/n) m monoxxurenbHas JMHAMHKA
KOHIIEHTPAIlU KpeaTHHUHA B CBIBOPOTKE > 25 % OT MCXOHOTO 3HAUYCHHUS. [[aliMeHThI JOKHBI ObLIH
COOTBETCTBOBATh KAXKJAOMY KPUTEPHIO MOJHOTO oTBeTa TMA 1O ABYM OTACIBHBIM OIICHKAM,
MOJIyYeHHBIM C HWHTEpBaioM He MeHee 4 Hexenb (28 nHel), U JMHOOOMY MPOMEKYTOUHOMY
HU3MEPEHHUIO.

[Tonnsiii orBer TMA nabmogancs y 30 u3z 56 nmauuenToB (53,6 %) B xone 26-HeAeIbHOTO MIEpUoIa

MEepPBUYHON OLIEHKH, KaK MMoKa3aHo B Tabmure 10.

Tab6anna 10. IToxnsiii orBer TMA 1 KOMIOHEHTHI OJHOT0 oTBeTa TMA
AHaJIN3 B X0/1¢ 26-He1eJIbHOT0 epuoaa nepBu4yHoM oneHku (ucciaenopanne ALXN1210-aHUS-
311)

Oomee IManueHTHI
KOJINYECTBO n o1 NalHeHTOB, OTBETUBIIMX HA
aeuenue (95 % AN)!
ITonuerit orBer TMA 56 30 0,536 (0,396, 0,675)
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oT .||'_.'\.'|'_ FAREFAs

(MOCNEOQBATENEHOCTE 00207
Oo0mmee Hauuenrnoi
KOJIHYECTBO n JloJisi malueHTOB, OTBETUBIIIHNX HA

aeyenue (95 % JAN)!

KoMITOHEHTHBI ITOJTHOTO

orBeta TMA
Hopmanu3anus 56 47 0,839 (0,734, 0,944)
KOJINYeCTBa TPOMOOILIUTOB
Hopmanmuzanus 56 43 0,768 (0,648, 0,887)
aktuBHocTH JIJII
ITonoxurenbHast 56 33 0,589 (0,452, 0,727)

JTMHAMUKA YPOBHS
KpEeaTUHHHA B CBIBOPOTKE
> 25 % OT HCXOIHOTO
YPOBHS

Hopmanuzanus 56 41 0,732 (0,607, 0,857)

IréeMaTOJIOIrn4CCKNX

napaMeTpoB

' 959% nOBepUTENbHBIE HMHTEPBANLI U JOAM OBUIM OCHOBAaHBI HAa METOJAE ACHUMIITOTHYECKON TIayCcCOBCKOMN

amMmpoOKCHMAIINH C TIOTPABKON HA HEMPEPBIBHOCTb.
CokpartnieHust:

JU — noeputenbubiit uatepBai, JIJII' — nakrarnerunporenasa, TMA — tpoMOoTHUECKass MUKPOAHTHOTIATHSI.

B Teuyenue MOMONHUTENHHOTO MEPHOJA UCCIEAOBaHUs MOJHBINH OoTBeT TMA ObUI MOATBEPKACH Y
6 manmenToB (Ha 169, 302, 401, 407, 1247, 1359 nuu), B pe3ynbTaTe uero moiaHeii orBeT TMA Obu1
JIOCTUTHYT y 36 u3 56 maumentoB (64,3 %; 95 % AU: 50,8 %, 77,7 %) Ha maty 3aBeplieHUS
uccnenoBanus. KonudecTBO TAIlMEHTOB, y KOTOPHIX HAONIOAANCS OTBET IO OTJEIbHBIM
KOMIIOHEHTaM, yBenuuuioch 10 48 mamuentoB (85,7 %; 95% HAU: 75,7 %; 95,8 %) c
HOpMasH3alueil Komu4ecTBa TpoMOOIUTOB, 10 49 manuenToB (87,5 %; 95 % AU: 77,9 %; 97,1 %)
¢ HopMmanuzauuen aktuBHocTH JIJAT' u mo 37 mamuentoB (66,1 %; 95 % [AU: 52,8 %; 79,4 %) c
yiayurieHueM QyHKIIMH MTOYeK.

Menuana BpeMeHu 110 J0CTHKeHus moaHoro oreta TMA coctaswmia 86 nueit (ot 7 no 1359 nueit).
[Tocne Hayana mnpuMeHEHHS paByluzymaba HaOMIOJANOCh OBICTPOE YBEIMYEHHE CPEIHEro
KOIIMYECTBA TPOMOOIMTOB ¢ MoBbimenneM ¢ 118,52 x 10°/1 Ha ucxomuoM yposHe 10 243,54 x 10°/n
Ha 8 JIeHb M COXPaHsIOCh Bhime 227 X 10°/11 mpu Beex MOCeyIOIMX BU3UTAX B EPHOJ] HEPBUYHOIM
orneHku (26 uexenpb). [lomoOHBIM 00pa3om cpemHee 3HaueHue akTUBHOCTH JI/IIT cHM3MIOCH OT
HCXOJIHOTO YPOBHSI B TEUEHHE MEPBBIX 2 MECSILEB JICUCHUS] U TOAJIEPKUBAIOCHh HA MPOTSHKECHUHU
nepuo/ia NepBUYHON OIeHKH (26 Henenb). DyHKIMS oYek, onpenensemMas no nokaszaremo pCKO,
yay4dmmiach K 15 gHIO B Meproj MEpBUYHON OIIEHKHM M OCTaBalach CTAOMJIBHOW 1O OKOHYAHUS
HCCIIEIOBaHMUSI.

VY Gonee ueMm 2/3 nanuenTtos (26/36) c noarBepxaeHHoi XbII 4 wnu 5 craann Ha KICXOJHOM YPOBHE,

HaOmronanmm ynyuieHnue Ha 1 wim 6onee craguto XbII Ha 743 nenb nccnenoanus. [lonoxurenpHas
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nuHamuka craauii XbII npomomxanacek 11l MHOTUX AHHCHTOB (19, 30) -HOCHC AOCTHIKSHH HOFHOFO
orBera TMA B Xxo1€e 26-HENENbHOIO NEpUOia IEPBUYHON OLIEHKHU. 18 M3 25 manueHToB, KOTOPHIM
oTpe0OoBaJICs AUAIN3 HA MOMEHT BKJIFOUEHMSI B UCCIIEI0BAHKE, CMOIJIM IIPEKPATUTh JUAIU3 K KOHILY
UCCIIEIOBaHMSL, U elle 2 NallMeHTa CMOTJIN IIPEeKPaTUTh AUAIN3 B TEUEHHUE JTOMOIHUTEIBHOTO IEPUOAA
HCCIIEIOBaHUS.

[TaneHTHl OTMEUalM yIy4IIeHHWE MOKa3aTejeld KadecTBa JKU3HU 10 CPAaBHEHHIO C HCXOJHBIM
YPOBHEM, KOTOpPOE€ COXPaHSIOCh A0 KOHIIA MCCIENOBaHUS (CpeAHee 3HAYeHHE YIIyUIIeHUs 10
onpocuuky FACIT-Fatigue u onpocauky mo 3m0poBbio (EQ-5D-3L)).

B Tabnuue 11 060061meHs! pe3ynbraTsl OlleHKH Y3QPeKTUBHOCTH B uccienoBanu ALXN1210-aHUS-

311 1o BTOPUYHBIM KOHEUHBIM TOUKAM.

Taoauna 11. Pe3yjibTaTbl BTOPUYHBIX KOHEYHBIX TOYEK 3P PeKTUBHOCTH 1JIA 26-HeaeJIbHOI0

nepuoaa nepBu4HOM onenku B uccjaenosanum ALXN1210-aHUS-311

IMoka3arennb Hccaenoanue ALXN1210-aHUS-311
(N=56)
I'emaronornyeckue napaMeTpsl Ipu AbGcomtoTHOe 3HaueHue | l3MeHeHue oT UCXOAHOTO
TMA, 183 nenp (n=48) ypoBHs (n=48)
Tpom6ouuts (10°/11)
Cpennee 3nauenue (CO) 237,96 (73,528) 114,79 (105,568)
Mennana 232,00 125,00
AxtusHocts JIJII" (En/m) B ceiBOpOTKE
Cpennee 3nauenue (CO) 194,46 (58,099) -519,83 (572,467)
Mennana 176,50 -310,75

[ToBbIlIEHNE YPOBHS reMOTI00MHA
> 20 1/11 OT UCXOTHOTO YPOBHS C
MOATBEPKIAIOIIUM PE3YIBTATOM B XOJE
MepUoJia MEPBUYHON OLIEHKH

n/m 40/56

nons (95 % JIN)! 0,714 (0,587, 0,842)
CaBUT OT UICXOJHOTO YPOBHS CTaANHU
XBII za 183 nens

ITonoxurenapHas I[I/IHaMI/IKaz

n/m 32/47

nons (95 % JU)! 0,681 (0,529, 0,809)
nyﬂmeHI/Ie3

n/m 2/13

nons (95 % JU)! 0,154 (0,019, 0,454)
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IMoka3zaTeanb Heeaenopanme ALXNI210-aHUS-311
(N=56)
pCK® (Mn/mun/1,73 M%), 183 nenp AbGcomntoTHOe 3HaueHue | l3MeHeHue OT MCXOAHOTO
(n=48) ypoBHs (n=47)
Cpennee 3nauenue (CO) 51,83 (39,162) 34,80 (35,454)
Menunana 40,00 29,00

IIpumeuanue:
N — KOJMYECTBO MALNEHTOB C JOCTYNHBIMH JAHHBIMHU 151 KOHKPETHOH OIIEHKH, COBEPIIMBIINX BU3UT B IeHb 183.

m — KOJIMYECTBO MAUEHTOB, COOTBETCTBYIOIINX ONPEACICHHOMY KPUTEPHIO.

Cragua XBI1 wmaccudunupyercs Ha ocHoBanmu ctammii XBII HammonamsHoro Ilouewnoro ®onpma. 5 craams
paccMaTpuBaeTcs Kak Hauxyjllas KaTeropusi, Toraa Kak 1 cragus paccMaTpuBaeTcs Kak HawiIydllas KaTeTropHsl.
VcxonHBI ypoBeHb MOJYYCH HAa OCHOBAHMH IMoOcienHero noctymHoro 3HadeHns pCK® mepen HagamoM JiedeHHS.
[MonoxxuTenbHas/oTpUNATENbHAS TUHAMIKA: B cpaBHEeHHH co craguelt XbII Ha ncxonHOM ypoBHe.

! 95 % JI1 ocHOBaHBI Ha TOYHBIX JOBEPUTENIBHBIX MIpe/esax ¢ UCIoab30BaHneM MeToa Kitonmepa-ITupcona.

2 3a uckimroueHneM mnanueHToB ¢ 1 craameit XBIl Ha MCXOQHOM ypOBHE, IOCKOJIBKY y HUX HE MOXET OBITh

YITy4IICHUS.
3a uckiaroueHneM manueHToB ¢ 5 cramueit XBII Ha HCXOOHOM YpOBHE, MOCKONBKY Y HHX HE MOXET OBITh
yXyAUICHUS.

CokpanieHust:

pCK® — pacuerHas ckopocth kiryboukoBod ¢mnbrpanuu, JIAI — makrarmeruaporenasa, TMA — TpomOoTHdeckas

MHUKpOaHI'onaTus.

3akmrounTebHbIA aHau3 3((EKTUBHOCTH Yy BCEX MAIlMEHTOB, MOJYYaBIIUX paByJIU3yMad co
cpeaHed MpoJOKUTENbHOCThIO JiedeHuss 130,36 Henmenb B HCCIEIOBAHWH, IMOJITBEPIMII
JIOJITCOCPOYHBIA OTBET Ha JieueHUue (KOHTPoJib TMA) M KIMHUYECKYIO MOJIb3Y 3a CUET YIydIlleHUS

(GYHKIUHY MOYEK M CHUYKEHUS! TOTPEOHOCTH B TUAIIN3E.
eTH
ITHI"

HUccnedosanue ¢ yuacmuem _nayuenmog _demckoz2o _gospacma ¢ IIHI" (uccredosanue
ALXNI210-PNH-304)

HccnegoBanue 0C30IMaCHOCTH U B(b(beKTI/IBHOCTI/I paBYJ'II/I3YMa6a C YHYaCTUCM IMALUCHTOB ACTCKOTO

Bo3pacta (ALXN1210-PNH-304) npeacrapisiio co00ii MHOTOIIEHTPOBOE OTKPBITOE MCCIIETOBAHHE
3 (a3s1, mpoBeaennoe y netreit ¢ [THI, panee moiy4aBmIMX Je4YeHHE SKYJIU3yMaOOM M paHee He
MOJTy9aBITUX HHTHOUTOPHI KOMIJIEMEHTA.

CornacHo pe3yiapTaTaM IMPOMEXYTOUHOTO aHaIW3a, B OOIIeH CIOXXHOCTU 13 manMeHTOB JIETCKOTro
Bo3pacta ¢ [IHI" 3aBepurmim nedeHue paByln3ymMaOboM B TE€UEHHE MEpUOa MEPBUYHON OICHKU
(26 nenenn) uccnenoBanuss ALXN1210-PNH-304. 5 u3 13 manueHTOB paHee He MOTydalu JeueHue
MHTHOUTOPOM KOMILIEMEHTa, a 8 MalUueHTOB MOJIyYaly JeueHUe HKYJIU3yMaOoM 0 BKIIOYEHHS B
HCCIIEIOBAHMUE.

BonpmnHCTBO MalMeHToB ObLIM B Bo3pacte OT 12 nmo 17 jer Ha MOMEHT BBITIONHEHUS MEpPBOM

uH(py3un (cpenHuit Bo3pact 14,4 roxa), npu stom 2 manueHTta Obutn muaame 12 ger (11 ner u
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9 ner). 8 w3 13 mamueHTOB ObUIM KEHCKOTO TOJA. “Epeansi-HexoaHas-Macea—rera—cocrapiiia

56 kr (auamazon ot 37 no 72 xr). B Tabnune 12 npencraBieHsl aHaMHe3 3a00ICBaHMS U UCXOTHBIC

XapaKTEPUCTHKHU NeANATPUIECKUX
ALXN1210-PNH-304.

IMaIUuECHTOB,

BKJIIFOUCHHBIX B HCCICIOBAaHUC

Tabdauna 12. AnamHe3 3a00/1eBaHMSI M HCXOJHbIE XaPAKTEPUCTUKU NAUMEHTOB JAETCKOI0

Bo3pacTa (1oJIHas BHIOOPKA /1JIs1 AHAJIM3A)

Iloxa3arenn ITanmeHTHI, ITanueHTDI,
HHUKOI/IA He noJiy4yaBiiue
NnoJiy4yaBiuiue JieyeHmne
JieyeHue IKYJIU3yMadom
HHTHOUTOPOM (N=8)
KOMILIEMEHTAa
(N=5)
OO6mwmit pazmep kinona [THI B spurporurax (%) (N=4) (N=06)

Menauana (MUH., Makc.)

40,05 (6.9, 68,1)

71,15 (21,2, 85,4)

O6muii pazmep kinona [THI" B rpanynouuTax (%)

Menuana (MUH., MaKc.)

78,30 (36,8, 99,0)

91,60 (20,3, 97,6)

KomnuectBo MMagUCHTOB, IICPCHCCIIUX

NepeTMBaHUE SPUTPOLUTAPHON MACCHI/IIETHHON 2 (40,0) 2 (25,0)
KpOBU B TeueHue 12 MecsIieB 10 BBEACHUS
niepBoi 10351, 1 (%)
KonuuectBo nepenrBanuii 3puTPOLIUTAPHOI
Macchl/LIeTIbHONW KPOBH B TeueHHE 12 MecsleB 10
BBEJCHUS IEPBOM JO3bI
O011ee KOIUYECTBO 10 2
Menuana (MUH., Makc.) 5,0 (4, 6) 1,0(1, 1)
KonnuecTBo equHUI] 3pUTPOIUTAPHOM
MAaccChl/LIeTIbHONW KPOBH, NEPEUTON B TeueHue 12
MECSIIEB JI0 BBEJCHUS TICPBOH 03B
O011ee KOIUYECTBO 14 2
Menuana (MUH., Makc.) 7,0 (3, 11) 2,0(2,2)
[MTaruenTs! ¢ moObiMu nposiienusmu [THI mo 5(100) 8 (100)
MOJTyYeHUsT HHPOPMHUPOBAHHOTO COTJIACHS
Anemus 2 (40,0) 5(62,5)
['emaTypus WM reMorjaoOuHypuUs 2 (40,0) 5(62,5)
AmntacTuyeckas aHeMHs 3 (60,0) 1(12,5)
[ToueyHast HEIOCTAaTOYHOCTD 2 (40,0) 2 (25,0)
[poune’ 0 1(12,5)

AxtuBHocTh JIJII" n0 nevenust (En/m)
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Iloka3aTenn ——HammeHTst;——aneHTsL;
HHUKOT/IA He noJiy4yaBuiue
noJiy4yaBiiue JieueHue
JieyeHue IKYJIU3YyMaOoOM
HHTHOUTOPOM (N=8)
KOMILJIEMEHTA
(N=5)
Menuana (MUH., MaKc.) 588,50 (444, 251,50 (140,5, 487)
2269,7)

Hpyrue cocrosiams, cs3annble ¢ [THI, Opumn oTMedeHBI Kak «MH(GAPKTHI TOYEK M CENe3eHKI» U KMHOKECTBEHHBIC
MOPAXKEHUSI, CBA3aHHBIC C YMOOIIMICCKUM MPOIIECCOM.

[IpuMevaHue: MPOLICHTHBIC BEIMYHUHBI OCHOBAHBI HAa O0IIIEM KOJIUYECTBE MAIUCHTOB B KaXKI0i Koropre.

CokpanieHust:

JIAI' — naxkraTaeruaporeHasa, MakC. — MaKCHUMalbHOE 3HAYEHUE, MHUH. — MHUHUManbHOe 3HayeHue, IIHD —

NapoKCu3MajibHast HOUHas remM OFJ'IO6I/IHypI/I$1.

B 3aBucMMOCTH OT Macchl Teja MAlMeHThl MOMyYalld Harpy304HYI0 103y paByiu3ymada B 1 JieHb,
3aTeM MOJEP>KUBAIOIIYIO 103y B 15 neHb u anee Kaxkaple 8 Hellenb s NallieHTOB ¢ MacCou Telna
> 20 Kr uiay OJMH pa3 Kaxiable 4 Heaenu )il MalueHToB ¢ Maccol Tena < 20 kxr. JJisi manueHTos,
HaXOJSAIIMXCS Ha Tepaluy SKyJIU3yMaOOM U BKIIIOUEHHBIX B UCCIIEJJOBaHME, INIAHUPOBAIIOCH, UTO |
JIEHb MCCIIEAYEMOM Tepanuy HACTYIIUT Yepe3 2 HEJENN M0CIe BBEICHUS NAUEHTY MOCIEIHEN J103bl
AKyIHU3yMaba.

Pexxum nosupoBaHus paByin3ymaba, OCHOBaHHBIH Ha Macce Tena, oOecredrBall HEMEAJICHHOE,
MOJTHOE M YCTOMYMBOE HHTMOWPOBAHWE TEPMHUHAIBHBIX KOMIIOHEHTOB CHCTEMBI KOMILJIEMEHTA B
Te4eHHEe 26-HeJeNbHOIO Meproja NepBUYHON OLEHKH, HE3aBUCHMO OT MPEALIECTBYIOIIErO ONbITa
npuMeHeHus 3kynu3ymada. [Tocne Havyana geueHus paByaIn3yMaboM paBHOBECHBIE TEPAIIEBTUYECKUE
KOHIIEHTPAIIUU paByln3yMada B CHIBOPOTKE KPOBHU ObLIN TIOCTUTHYTHI Cpa3y MOcie BBEICHUS MEPBO
JI03bl U COXPAHSJINCh B T€UEHHE 26-HeIeIbHOro Mepruo/ia NepBUYHON OLIEHKH B 00eux Koroprax. B
HCCIIETOBAaHUH HE OBLIO CTy4YaeB MPOPBHIBHOTO T€MOJIN3a, U HU Yy OJHOTO MAIlMEHTa MOCIe UCXOTHOM
OLIGHKH KOHIeHTpauuss cBobomHoro C5 wHe mnpesbimana 0,5 mxr/min. CpenHee MpOIEHTHOE
n3mMeHeHne akTuBHOCTH JIJII' 1o cpaBHEHHIO ¢ MCXOJHBIM 3HaYeHHEeM cocTaBuio -47,91 % B 183
JIeHb B KOTOpPTE MAIMEHTOB, paHee HE MOJy4YaBIIMX HMHIMOUTOpPHl KOMIUIEMEHTAa, U OCTaBajoCh
CTaOUJIBHBIM B KOTOPTE MAI[MEHTOB, MOJIYYaBIIUX dKYJIU3yMad, B TeUeHHE 26-HeIeIbHOro mepruoia
nepBu4HOM oteHku. 60 % (3/5) manueHToB, paHee HE MOJIYYaBIIMX MHTUOUTOPHI KOMILIEMEHTA, U
75 % (6/8) mareHTOB, MOMYyYaBIINX dKYIU3YyMa0, JOCTUTIIN CTAOMIN3AaIlMN YPOBHS Te€MOTIO0MHA K
26 Henene Je4eHUs, COOTBETCTBEHHO. B03MOXXHOCTH H30exaTh MepeluBaHUs KpOBU ObLIa
nocturnyta 'y 84,6 % (11/13) nanueHToB B TeueHue 26-HeIeIbHOTO NMePHOAa NEPBUYHOMN OIICHKH.

PesynbraTsl onieHKH 3()(peKTHBHOCTH MpeacTaBiIeHbl B Tabauie 13.

Taboauua 13. Pe3yabTaTsl oueHKH 3G (PeKTUBHOCTH B HCC/IEIOBAHNUM C YYACTHEM NAIUEHTOB

aerckoro Bospacra ¢ ITHI' (ALXN1210-PNH-304) — 26-Heae/ibHbIN NepHO NEPBUYHON OLIEHKH
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Koneunast Touka PaByausyma6 Pasyausyma6
(paHee He (mepeBoj ¢ J1e4eHHUs APYTUM
MoJIy4yaBiiue npenaparom, N=8)

Jeyenue, N=5)

AxtuHOCTh JIJII" — mporieHTHOE
M3MEHEHUE TI0 CPAaBHEHUIO C
HCXOJIHBIM YPOBHEM
Cpennee 3nauenue (CO) -47,91 (52,716) 4,65 (44,702)
N36eranue nepenuBaHus KpOBU
[IpouentHoe coaepxkanue (95 % | 60,0 (14,66, 94,73) 100,0 (63,06, 100,00)
AAN)

Crabwiuzanus ypoBHs

reMorjioonHa
[IpouentHoe coaepxkanue (95 % | 60,0 (14,66, 94,73) 75 (34,91, 96,81)
AN)

[TpopsiBHO# Temonu3 (%) 0 0

Cokpamenus: JIAT — nakrataeruaporeHasa.

Jlonrocpounsle pe3ysbTaThl 3PGEKTUBHOCTH HA MOMEHT OKOHYaHMS HMCCIEJOBAaHUS NPHU MeJuaHe
MIPOJOJKUTENBHOCTH JieueHUs 915 nHel moATBepANIN YCTOMUMBBIN OTBET HA JIEUEHUE Y NAL[UEHTOB

nerckoro Bo3pacta ¢ [THT'.

OcCHOBEBIBasICH Ha OpeaACTaBJICHHLIX TaHHBIX UCCIICIOBAaHUsI, 9(1)(1)6KTI/IBHOCTB paBmeayMa6a y ,HCTeﬁ

c [THT', mo-Buaumomy, ananoruuHa 3ppexTuBHOCTH, HAOII0JaeMOl y B3pocibIx nanueHToB ¢ [THI.

al’'VC

[Ipumenenue paBynn3ymada y MalueHToOB AETCKOro Bo3pacta i jedenus al' Y C noarsepxaaercs
JaHHBIMU OJTHOTO KJIMHHUYECKOTO MCCIEeIOBaHUS C YYaCTHEM MallMeHTOB JIETCKOrO BO3pacTa (BCEro
Obu1 BKIItOUeH 31 manueHT ¢ noarsepxkaeHHbIM al Y C; 28 nanneHToB B Bo3pacte oT 10 Mecsies 110

17 neT ObUTM BKITFOUEHBI B TIOJIHYIO BBIOOPKY VISl aHAJIU34).

HUccredosanue ¢ yuacmuem nauuenmos oemcko2o gospacma (ucciedosarue ALXNI1210-aHUS-312)

JlaHHOE TenuaTpu4ecKoe HCCle0BaHUE NPEACTaBIsUI0 co00i 26-HeleabHOE MHOTOLIEHTPOBOE
pocToe uccienoBanue 3 ¢a3pl, KOTOPOE NPOBOJMIOCH C YYaCTHEM MAIUEHTOB JAETCKOTO BO3pacTa.
[Tocne 26-HenenbHOro mnepuoia MEPBUYHOM OLEHKM MNAlMEHTaM pa3pellanoch y4yacTBOBAaTh B
JOTIOJIHATEIBHOM IIEPHOJIE UCCIIEIOBAHMS, TTMTEIBHOCTBIO 10 4,5 JIeT.

Bcero B uccnenoBanue OblT BKIIOYEHO 24 nanyeHTa ¢ noaATBepkaeHHbM al Y C 1 ¢ ToATBEpKACHHON
TMA, paHee HUKOTJa HE NOJY4YaBLIMX JIeYeHHE SKyIu3ymaOom, 20 U3 3TUX MAIUEHTOB ObUIH
BKJIFOUEHBI B MTOJIHYIO BBIOOPKY Ui aHanu3a. Kpurepuu BKIIOUEHUS HCKITIOYaIK nanueHToB ¢ TMA
u3-3a TpoMOoTHUecKoi TpoMmOouuTonennuecko mypmypsl 1 STEC-I'YC. 4 nmanuenra mnosyduiu
OJTHOKPATHYIO J03y WJIM 2 J103bl, HO 3aTe€M IPEKPaTUJIM JIeYeHUEe M ObLTH MCKIIIOYEHBI U3 MOJTHON

BLI60pKH JIJI1 aHalln3a, IMOCKOJIbKY HX COOTBETCTBHUEC KPHUTCPHUAM BKIIIOYCHHA B HCCICAOBAHNEC HE
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ObUT0 ToaTBEpKAeHO. CpenHuii BO3pacT Ha MOMEHT
HCXOMHasg Macca Teina cocraBmia 21,2 Kr, OOJBIIMHCTBO IAIIMEHTOB OTHOCHINCH K HMCXOIHOMN
Kareropud Maccel Tena oT > 10 go <20kr. Y OonpmmucTtBa mnauueHtoB (70,0 %) Obuin
MPEIUIECTBYIONIME JICYCHUIO MCXOAHbIE BHEMOYEUHblE MPHU3HAKU (CO CTOPOHBI CEpACUHO-
COCYIUCTOM, ABIXaTEJIbHOM CHUCTEM, LEHTPAJIbHOW HEPBHOW CHUCTEMBI, KEIyI0OYHO-KHUIIEYHOIO
TpaKTa, KOXHU, CKeJeTHbIX MbII) uin cumntomel al' YC. V 35,0 % (N=7) nmauueHToB HCXOJHO
gaOmronaimace XbBI1 5 craguu.

B o6mieii cnoxxHOCTH, B MCClIeIoBaHNEe ObLTH BKIIFOUEHBI 10 marueHToB ¢ moaTeepkaeHabM al YC u
C YCTaHOBJICHHBIMU TuUarHo3oM TMA, KoTopbie ObUIM TIEpEBEICHBI ¢ Tepalvy dKyIn3ymMaboMm Ha
TEpanui0 paByIU3yMa0oM. Y TMAalNKMEHTOB JOJDKEH ObUT HAOMIOIAThCS KIMHUYECKHUH OTBET Ha
IKyau3yMad 10 BKiIrodeHHUs B uccienoBanue (t.e. JIII' < 1,5 x BI'H u komuuecTBO TpOMOOIIMTOB
> 150000/mKn, a Takke pCK® > 30 ma/mun/1,73 m?). CremoBaTenbHO, HeT HMHGMOPMAIMH O
MIPUMECHCHHUU PaByIu3yMaba y MarueHToB, pepakTePHBIX K JICUCHUIO IKYJIH3yMaOOM.

B Ttabnune 14 mnpeactaBieHbl HCXOJHBIE XapAaKTEPUCTUKU TAIMEHTOB JETCKOTO BO3pacTa,

BKJIIOUEHHEBIX B HcclnemoBanne ALXN1210-aHUS-312.

Taoauna 14. Jlemorpadguyeckue u UCXOAHbIEe XapaKTepucTUKH B ucciaeaoannu ALXN1210-
aHUS-312

IMoka3artenn CraTHCTHYECKHUE PaByau3yma6 PaByau3yma6
JaHHbIE (panee He (mepeBoj ¢
noJIy4yaBIIue JIeYeHHsI IPYTUM
Jedenue, N=20) npenaparom,
N=10)
Bo3spacThas kateropus Ha n (%)
MOMEHT TepPBOr0 UH(PY3HOHHOTO
BBeJleHus (JIeT)
Ot poxaeHus 10 < 2 jet 4 (20,0) 1 (10,0)
oT 2 10 < 6 ner 9 (45,0) 1 (10,0)
ot 6 10 < 12 ner 5(25,0) 1(10,0)
ot 12 no < 18 ner 2(10,0) 7 (70,0)
[Ton n (%)
Myx. 8 (40,0) 9 (90,0)
Paca' n (%)
AMepUKaHCKHe UHACHUIIBI UITH 1(5,0) 0
KOPCHHBIE JKATEH AJISICKA
A3suatsl
Herpounnas paca unmu 5(25,0) 4 (40,0)
adpoaMepUKaHIIbI 3 (15,0) 1(10,0)
EBponeonnnas paca
HewussectHo 11 (55,0) 5(50,0)
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ot 12.02.2026 N2 2551
(MOCNEOQBATENEHOCTE 00207
IMoka3areanb CraTtucruyeckue Pasymnsymaé——Pasyrusymab
JTaHHbIE (panee He (nmepeBoj ¢
noJjy4asuiue JIeYeHusl APyrum
JeyeHue, N=20) npenapaTom,
N=10)
1 (5,0) 0
[IpeamecTByrome J€YECHUIO n (%) 14 (70,0) 1 (10,0)
BHEIIOYCYHBIC IPU3HAKYU WIIN
cumnTombl al'YC co CTOpPOHBI:
Cepneuno-cocyaucTon 9 (45,0) 1 (10,0)
CUCTEMBI
JpIxaTeabHOM CUCTEMBI 1(5,0) 0
I[MHC 7 (35,0) 0
Kenyno4HO-KHIIIEUHOTO 12 (60,0)
TpakTa
Koxu 10 (50,0) 0
CkeneTHON MyCKynaTypbl 1(5,0) 0
TpancruianTanus B aHaMHe3€e n (%) 1(5,0) 1 (10,0)
Tpom6ouuts (10°/11) Cpennee 71,70 (49,317) 287,90 (74,596)
(gopma: 229-533 x 10%/n) 3nauenue (CO)
MennaHna 64,00 281,75
(MHH.; MaKc.) (14; 224) (207; 415,5)

I'emornoGun (1/11)
(mopma: 107-131 r/m)

Cpennee
3xHauenue (CO)

74,93 (17,177)

131,50 (11,311)

HWCXOJHOM yPOBHE

MennaHna 74,25 132,0
(MHH.; MaKc.) (32; 106) (114,5; 148)
AxtuBHocts JIII" (En/m) Cpennee 2141,21 219,40 (56,850)
(mopma: 165-395 En/m) 3xHauenue (CO) (1275,264)
MennaHna 1799,00 206,5
(MHH.; MaKc.) (772; 4985) (138,5; 356)
pCK® (mn/mun/1,73 m?) Cpennee 27,5 (22,10) 104,90 (29,545)
(gopma: = 60 mu/muH / 1,73 M?) sgauenue (CO)
Mennana 22,0 99,75
(MHH.; MaKc.) (10; 84) (54; 136,5)
HeoOxoaumocTs nranu3a Ha n (%) 7 (35,0) 0

HpI/IMC‘{aHI/ICZ IPOUEHTHOEC COOTHOIIEHUE OCHOBAHO Ha 06IIICM KOJIMYCCTBEC IMAallMCHTOB.

1
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 12.02.2026 N° 2551
(NOCNEOOBATENEHOCTL 0020)

Coxkparmienns: al' YC — aTHIMHYHBIA TEMOJTUTHKO-YPEMHUYECKUH CHHAPOoM—pEKD-—pacuerHas—cropocTh—ii00ukoBoii

(bHHLTpaHI/II/I, .HI[F — JIJaKTaTACTruAporeHasa, MakCc. — MakCMMaJbHOC€ 3HAYCHNUEC, MUH. — MUHUMAJIbHOC 3HAYCHHC, CO -

CTaHAapTHOC OTKJIOHCHUE.

[TepBu4HOI KOHEYHON TOUKOM ObLT TOTHBINA 0TBET TMA B X07€ 26-HeAeTHHOTO NIEPHOAA IEPBUIHOM
OIICHKH, O Y€M CBHJICTEIHCTBOBAIN HOPMAJIM3AIUS T€MAaTOJIOTHUECKUX MapaMeTpoB (KOJIUIECTBO
TpoMOOLIUTOB > 150 X 10°1 m axtuBHOcTh JIJIT <246 En/n) m monoxuTtenpHas JUHAMHKA
KOHIIEHTPAIlMU KPEaTHUHWHA B CHIBOPOTKE > 25 % OT MCXOJHOTO ypOBHS y MAIMCHTOB, paHee HE
MOJIyYaBIIUX JICYCHHE OJKylnu3ymMaOoM. [lalMeHThl MOJDKHBI OBUIM COOTBETCTBOBATH KaXKIOMY
KpuTeputo nojaHoro orseta TMA 1o IByM OTIEIbHBIM OI[EHKaM, MOJYyYEHHBIM C MHTEPBAIOM HeE
MeHee 4 Heenb (28 qHel), v 1I000My TPOMEKYTOUHOMY H3MEPEHUIO.

B xozme 26-HenenbHOTrO meproAa NEpBUYHON OIEHKHM MOdHbIM oTBeT TMA Habmogancs y 15 u3

20 nmauuenToB (75,0 %), paHee He MOJTyyaBIIMX JICUEHUE, KaK MMOKa3aHo B Tabnuue 15.

Taoauua 15. IHoanniid otBeTr TMA M KOMNOHEHTHI MOJHOIr0 oTtBeTa TMA. AHAJIN3 JAHHBIX
NalUMEeHTOB, paHee He MOJYYABIIMX JieYeHHe IKYJIU3yMadoM, 1Jisi 26-HeleIbHOTO Nepuoaa

nepBu4HOi oueHkn (ucciaenopanne ALXN1210-aHUS-312)

Oo0mee ITanueHThI

KOJIH4€CTBO n JloJ151 NAIHEHTOB,
OTBETHBIIHX HA
aeqenue (95 % JAN)!
ITonusmii otBer TMA 20 15 0,750 (0,509; 0,913)

KommiouenTs! monuoro orsera TMA

Hopmanuzanus koaudecTBa TpOMOOIIUTOB 20 19 0,950 (0,751; 0,999)
Hopmanusanus akrusaoctu JIAT 20 18 0,900 (0,683; 0,988)
[TonoxxurenpHas TUHAMUKA KOHIIEHTPAIUH 20 16 0,800 (0,563; 0,943)

KpeaTHHHHA B CBIBOPOTKE > 25 % OT

HCXOIHOTO YPOBHS

Hopmanusanus remaTosiornyeckux 20 18 0,900 (0,683; 0,988)

apaMeTpoB

[Ipumeuanue:

! 95 % noBEpUTENBLHBIE HHTEPBANIBI AJI JOJIHM TALUEHTOB OBLIM OCHOBAHBI HA METOJE ACHMMIITOTHYECKOH IayCCOBCKOM
anmpOKCHUMAIIUH C TIOTPABKOW HA HEMPEPHIBHOCTb.

CokpauieHust:

JW — noeputenbubiit uaTepBai, JIJII' — naktarneruaporenasa, TMA — tpoMOoTHYECKass MUKPOAHTHOTIATHSI.

B xozxe nepuona nepBUUHON OLleHKU MONHBIA 0TBeT TMA OBII TOCTUTHYT MPU MeIUaHe BPEMEHU
30 mueii (ot 15 g0 99 nmeit). Bee marueHTsl ¢ momHBIM 0TBeTOM TMA COXpaHHIM €ro B TeUEHHUE
BCET0 MEPHO/ia MEPBUYHON OIEHKH C MOCIEAYIONIEH MOJ0KUTETbHON TUHAMUKOW (PYHKIIUU TTOYEK.
VYBenuueHue cpeHero KoJimyecTsa TPOMOOIIMTOB HA0JII0/1a10Ch BCKOPE MOCIIe Havyalla IPUMEHEHUS
paBynusymaba ¢  noBelmeHmeM ¢ 71,70 x 101  Ha  HCXOZHOM  ypOBHE  JIO
302,41 x10°/n1 Ha 8 neHb 1 coxpansnock Bbine 304 x 10°/1 npu Beex MOCIeqyOMHUX BU3UTAX MOCTIE

22 nHs B IepUOJ NEPBUYHON OLleHKH (26 Henenb).
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[Tonuerit otBeTr TMA OblT OTMEUEH Yy 3 MAIMEHTOB B-AOHOFHHTEASHBHI-HepHOA-HeeAeAOBaHA(Y
2 manuenToB Ha 295 nenb u'y 1 manuenta Ha 351 neHb), B pe3ysbTaTe 4ero noiHbli orBeT TMA Obu1
nocturHyT y 18 u3 20 nmarmenToB aerckoro Bo3pacta (90,0 %; 95 % JAU: 68,3 %; 98,8 %) Ha MOMEHT
okoHuYaHUs uccinenoBanus. OTBET OTAENbHBIX KOMIIOHEHTOB yBeiauuuics y 19 u3 20 (95,0 %; 95 %
HU: 75,1 %; 99,9 %) nanumeHTOB 1O KaxIOMYy I[apamMeTpy: HOpMalid3alus KOJIMYecTBa
TpoMOOIMTOB, HopMau3anus akTuBHOCTH JIJII" 1 monoxuTenbHas qTuHaMuKa GYHKITUN TTOYeK y 18
u3 20 (90,0 %; 95 % JAU: 68,3 %, 98,8 %) mauuentoB. YiayumeHue cpeanero nokaszarens pCKO,
OTMEUYEHHOE K 26-i1 Hellelne, COXPAHUIOCh JO OKOHYAHUS UCCIIEIOBaHUs.

Bce 7 manmeHTOB, KOTOpBIM TpeOOBAJCS AWAIW3 MPH BKIIOYCHHH B HCCICIOBAaHUE, CMOTIIU
MPEKPATUTh AUAIN3; 6 U3 HUX CAENANU 3TO yKe K 36 HI0. B X0/1€ eyeHuss Hu 0JJHOMY MalUEeHTY HE
ObUT HAyaT WJIM MOBTOPHO Ha3HayeH Auanu3. Ha OCHOBaHWMU NOCTYNHBIX HMCXOJHBIX TAHHBIX U
JTAHHBIX Ha Henxelto 52 uccnenoBanus (neHb 351) y 16 manueHToB HAOMIOAAIOCH YIyYIIEHUE CTaANN
XBII o cpaBHEHHIO C UCXOJHBIM YPOBHEM, U HA MOMEHT OKOHYAHUSI UCCJICIOBAHMS Y TAIMEHTOB
COXPAHSIOCH YJIYUYIIEHUE WA OTCYTCTBOBANIO U3MeHeHUE B ctaausax XbII.

[TarueHTH! Takke cooOmany 00 yJIydllleHUH KauyecTBa dKU3HHU, CBSI3aHHOTO CO 3J0POBbEM, KOTOPOE
U3MepsIoch ¢ Tomoribio menuarpuueckoro ompocHuka FACIT. B rtabmume 16 06001eHs!

Pe3yJIbTaThl BTOPHYHBIX TOUYCK 3P PeKTUBHOCTH B HiccaenoBanuu ALXN1210-aHUS-312.

Tabaunna 16. Pe3yibTaThl BTOPMYHBIX KOHEYHBIX TOYeK 3¢ (eKTHBHOCTH 1Jis1 26-HeeJIbHOr0

nepuoaa NepBUYHOM oueHkH AJs ucciaenoBanusa ALXN1210-aHUS-312

IToxka3zarTenan HccnenoBanne ALXN1210-aHUS-312
(N=20)
I'emarosniornueckue mnapamerpsl npu | AOCOIIOTHOE 3HAUECHUE N3menenue oT HCXOAHOTO
TMA, 183 nenb (n=17) ypoBHs (n=17)
Tpom6ouuts (10°/1)
Cpennee 3nauenue (CO) 304,94 (75,711) 245,59 (91,827)
Menuana 318,00 247,00
AxtusHocts  JIAI'  (En/m) B
CBIBOPOTKE
Cpennee 3nauenue (CO) 262,41 (59,995) -2044,13 (1328,059)
Mennana 247,00 -1851,50

[ToBbllIeHNEe ypOBHS TeMOIJIOOMHA
>20T1/1 OT HCXOJHOTO YpPOBHS C
MOATBEPKIAIOIIUM  PE3yJIbTaTOM B
X0J1€ MEPHO/Ia EPBUYHOMN OLIEHKH

n/m 17/20

nons (95 % JN)! 0,850 (0,621; 0,968)
CaBur oT MCXOJHOTO YpOBHS CTaIuH
XBII, 183 nenn

ITonmoxxutenpbHas TUHAMUKA

2
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nons (95 % JAN)!

IMoka3zarennb Uceraenopanme ALXNI210-aHUS-312
(N=20)
n/m 15/17
Jons (95 % JAN)! 0,882 (0,636; 0,985)
nyz[meHI/Ie3
n/m 0/11

0,000 (0,000; 0,285)

pCK® (mn/mun/1,73 M%), nenb 183 AOCOIIOTHOE 3HAYCHUE N3menenne ot HCXOAHOTO
(n=17) ypoBHs (n=17)
Cpennee 3nauenue (CO) 108,5 (56,87) 85,4 (54,33)
Menunana 108,0 80,00
IIpumeuanue:

N — KONMYECTBO MAI[EHTOB C JOCTYHBIMH JAHHBIMU A7l KOHKPETHOM OLIEHKH, COBEPIIMBIIUX BU3UT B 183 1€Hb.

m — KOJIMYECTBO MAUEHTOB, COOTBETCTBYIOIUX ONPEAEIEHHOMY KPUTEPHIO.

Craaus XBII kinaccudpunupyercst Ha ocHoBanuu craauii XbI1 Hanmonaneroro I[Toueunoro ®ouma. 1 craaus cuutaeTcs
HawIydlllell KaTeropueil, Torga Kak 5 crajgusl CUMTaeTCsl Hauxynaued kareropueil. cXonHbI ypoBEHb MOJY4YEH HA
OCHOBaHMH mocienHero pgocrynHoro 3HaueHus pCK® mnepen HawanoMm nedeHus. IlomoxkurenbHas AMHAMHKA
OLICHMBAJIACh B CPABHEHMHU ¢ ucxonHou cranued XbII Ha UCXOAHOM YpPOBHE.

! 95 % noBepurensHble nHTEpBaNbl (95 % JIM) OcHOBaHBI HA CYIIECTBYIOIIMX IOBEPUTEIBHBIX MpEAenax ¢

ucnoib3oBaHueM Metona Knonnepa-ITupcona.

3a uckimroueHueM nauenTos ¢ 1 ctagueit XbII Ha HCXOTHOM ypOBHE, TOCKONBKY Y HUX HE MOKET OBITh yITyYIIEHUS.
3a wuckirroueHHeM manueHToB ¢ 5 cragmeid XbBIl Ha MCXOIHOM ypOBHE, IIOCKONBKY y HHX HE MOXKET OBITh
YXyALICHHUS.

CokpartnieHust:

pCK® — pacuetHas ckopocth kiryboukoBod ¢wmibrpanuu, JIAT — makrarmermaporenasa, TMA — TpomOoTHdeckas

MUKPpOAHI'OaTHs.

VY manueHToB, paHee MOJYYaBIIUX JIEYEHUE SKYJIN3yMaOoM, MepeBeleHHBIX Ha paByJIM3yMaol,
COXpaHsUICS KOHTPOJb 3a00JIEBaHUS, O YEM CBUJETEIbCTBOBAIN CTAOWIIBHBIE I'€MAaTOJOTHYECKUE
napaMeTpsl U napaMeTpbl GyHKIUH 10Y€eK, 0€3 3aMETHOTO BIMSHUS Ha O€30MaCHOCTbD.

OtmeueHa cxonHas 3¢ ¢eKTUBHOCTh paBynu3ymaba npu jedeHu al YC y manueHTOB JETCKOTrO
BO3pacTa U y B3pOCIIbIX ITALIUEHTOB.

Jlonrocpounble pe3yabTaThl 3QPEKTUBHOCTH HA MOMEHT OKOHYAHUS HCCIIEIOBaHUS MPU MeUaHe
npojoukuTensHocTy edenus 130,60 Hepenb MOATBEPANIN CTOMKUI OTBET Ha JieueHue (KOHTPOJIb
TMA, ynydmieHne ¢QYHKIMM TOYEK W CHHXKEHHE HEOOXOJMMOCTH IPOBEACHUS AMaIHn3a) Y

MalKUeHToB JieTckoro Bo3pacra ¢ al' YC.

eMTI’

OddekTuBHOCT, M 0€30MaCHOCTh paByiM3yMada y B3pOCHbIX ManueHToB ¢ TMI' oleHuBaiiv B
PaHIOMU3UPOBAHHOM,  JBOMHOM  CJIENIOM,  IUIAIE00-KOHTPOJIUPYEMOM,  MHOTOIIEHTPOBOM
uccnenoBannu 3 ¢assl (ALXN1210-MG-306) 11 moATBEp»KAE€HUS NpeuMyIIecTBa Tepanuu B
cpaBHeHHH C IUIane6o. [lammeHTh, NMpUHMMAaBIIME YyYacTHE B ITOM HCCIEIOBAaHUH, OBUIA
pangomu3upoBanbl 1:1 s momydenwss b0 paBynm3ymaba, Ju0o 1anedo B TEUCHUE

26-HCI[CJ'ILHOFO PAHAOMHU3UPOBAHHOI'O KOHTPOJJIHUPYEMOT'O IICpUoa. Brnocnencreuu MMalfMCHTOB,
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y4acTBOBABIIUX B JIAaHHOM HCCJIEAOBAHUH, BKIIOUNAH-B—HEPHOA~AOHOFHHTEHAHOPO—OTKPBITOFO
JICYCHUsI, BO BPEMsI KOTOPOTO BCE MAIMEHTHI MOMyYaId PaByIn3ymMao.

[Tanmentsl ¢ TMI, AWMarHOCTUpPOBaHHOW HE MeHee 4YeM 3a 6 MecsleB J0 Hadaia Habopa, C
MOJIOKUTEILHBIM CEPOJIOTMYECKUM TECTOM Ha aHTHUTeNa K alleTUIXOJIUHOBBIM penentopam (AXP),
knace II-IV mo kinmHuueckoil knaccudukanmum Amepukanckoro ¢onga muacrenuu (MGFA) u
COXPAHSIONIYIOCS COBOKYITHOCTh CHMIITOMOB, O Y€M CBHJICTEIIBCTBYET OOIIasi OIEHKA MO IIKaJe
MMOBCETHEBHOM aAKTHMBHOCTH TMAalMeHTOB ¢ Mwuactenmer rpasuc (MG-ADL) > 6, Obuin
PaHIOMHU3UPOBAHBI B TPYIITy NoJy4eHHs paByansymada (N=86) wim miane6o (N=89). [laruenTam,
MOJTy9aBIIUM UMMYHOCYTIPECCUBHYIO TepaIuio (KOPTUKOCTEPOUIBI, a3aTHONPHUH, IUKIO(oCcChamMuI,
[UKIIOCTIOPHH, METOTpeKcaTr, MukodeHoiata MOGMETHI WM TaKpOJIUMYyC) OBLJIO pa3pemeHo
MIPOJOJIKATh JICUEHHE BO BpEMs BCErO MEPHOia UCCIIET0BaHUS.

Kpome Toro, HeoTyioxkHast Tepanus (B TOM 4YMCJIE BBICOKas J103a kKopTtukoctepouaos, [1O/T1D numm
BBUI') Obina paspeuieHa, eciaud y HalMeHTa HaOI0Jajgoch KIMHUYECKOE YXYIIIEHHE, Kak
OIIpEENIEHO MTPOTOKOJIOM HCCIIEI0BAHUS.

Bcero 162 namuenta (92,6 %) 3aBepuriim 26-HelenbHBIA paHIOMU3HUPOBAHHBIA KOHTPOIUPYEMBIN
nepuon uccineaoBanuss ALXNI1210-MG-306. B Ttabmume 17 npeacTtaBieHbl HUCXOJIHBIE

XapaKTCPUCTHUKHU IMALTUCHTOB obenx rpyIiIL.

Tab6aunna 17. UcxoaHble XapaKTepuCTHKHU NanueHToB B uccjaenosanun ALXN1210-MG-306

Iloxka3zarennb CraTtucruyeckue IInane6o PaBynu3ymad
JaHHbIE (N=89) (N =86)
IHon
Myx. n (%) 44 (49,4) 42 (48,8)
Ken. 45 (50,6) 44 (51,2)
Bo3pact Ha MOMEHT TIEPBOTO Cpennee 53,3 58,0
MH(Y3UOHHOTO BBEJICHUS (JIET) snauenue (CO) (16,05) (13,82)
(MHH., MaKc.) (20, 82) (19, 79)
[Mponomxurensrocts MI ¢ Cpennee 10,0 9.8
MOMEHTa TOCTAaHOBKHU JTUarHo3a snauenue (CO) (8,90) (9,68)
(romprn) (MHH., MaKc.) (0,5; 36,1) (0,5; 39,5)
Mennana 7,6 5,7
Hcxonnas onenka MG-ADL Cpennee 8,9 9.1
snauenue (CO) (2,30) (2,62)
(MHH., MaKc.) (6,0; 15,0) (6,0; 24,0)
Mennana 9,0 9,0
HcxomHas KoIMYeCTBEHHAS Cpennee 14,5 14,8
OLICHKA IO IIKaJe TSHKECTH snauenue (CO) (5,26) (5,21)
KJIIMHUYECKUX MPOSIBICHUI (MUH., MaKc.) (2,0; 27,0) (6,0; 39,0)
muacteHuu (QMQG) Mennana 14,0 15,0
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IToka3arTenn

CTaTHCTHYECK]

JAHHBbIC

Tlnanedo |
(N =89)

——Papymnsymabd
(N =86)

Hcexonnas kiaaccupuxanus
MGFA

Kiacc II (nmerkas ciaboctb)
Kinacc III (ymepenHas ciabocth)

Knacc IV (Tspkenas cnabocth)

n (%)

39 (44)
45 (51)

5 (6)

39 (45)
41 (48)

6 (7)

[Tpenpinymiee npoBeeHue
MHTYOAluu C MOMEHTA
MOCTAHOBKH JHarHo3a
(MGFA, xnacc V)

n (%)

9 (10,1)

8 (9,3)

KonnuecTBo nmanueHToB ¢ paHee
IIEPEHECEHHBIM KpU30M I1pu MI'

C MOMCHTA ITOCTAaHOBKH JHarHo3a

n (%)

17 (19,1)

21 (24,4)

Yucs10 cTaOWIbHBIX Tepanuii
HMMYHO/IENIPpecCAHTAMM HA
MOMEHT BKJIIOYEHHS B
HccJie0BaHue

0

1

>2

n (%)

8 (9,0)
34 (38,2)
47 (52,8)

10 (11,6)
40 (46,5)
36 (41,9)

KonndecTBo mManueHToB,
MOJTy4YaBIIUX CTAOUIIBHYIO
TEepanu KOPTUKOCTEPOUIAMHU
Ha MOMEHT BKJIFOUCHHS B

HUCCICIOBAHUC

n (%)

65 (73,0)

56 (65,1)

KonndecTBo mManueHToB,
MOJTyYaBIINX UHYIO CTAOUIIBHYIO
Tepanuto
MMMYHOJCTIPECCAHTAMH Ha
MOMEHT BKJIIOUYECHUS B

HUCCICIOBAHUC

n (%)

63 (70,8)

56 (65,1)

IIpumeuanue:
1

Wndopmanus o mpensigymem kpmse mpu MIT Oputa cobpaHa Kak 49acTh MEIWIIMHCKOTO aHaMHE3a M HE

OIICHMBAJIACh B COOTBETCTBUU C OINPECACIICHUEM IIPOTOKOJIa KIMHUYICCKOI'O UCCIICIOBAHUS.

MeTOTpeKcaT, MUKOo(eHoIaTa MOGETHIT WIIH TAKPOIUMYC.

MI/IKO(I)CHOJ'IaTa MO(I)GTI/IJ'I HJIKA TaKpOJIUMYC.

CokparieHust:
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H \Vi

MakC. — MAaKCUMaJIbHOC 3HAYCHUEC, MUH. — MUHHUMAJIbHOC 3HAYCHNE:

MIOBCEIHEBHOW aKTUBHOCTH MAIMEHTOB ¢ MuacTeHunel rpasuc; MGFA — Amepukanckuii poHn Muactennu rpasuc; QMG
— IIKaJa KOJIMYECTBEHHOM OIEHKH TXKECTU KIMHUYECKUX MNposABIeHUN MuacteHuu rpasuc; CO — craHmapTHOE

OTKJIOHCHHE.

[TepBUYHOI KOHEYHOM TOYKOHN OBLIIO H3MEHEHHE 001IeH onleHKH 1o mkaie MG-ADL ot ucxogHoro
YPOBHS J10 Heieu 26 (BalMAMpOBaHHAs OLIEHKA PE3YJIbTATOB JICUEHHUsI HA OCHOBE OIIPOCa MaI[MeHTOB,
BKIIIOUAIONIAs M3MEPEHHE COOTBETCTBYIOIIUX (PYHKIIMOHATBHBIX AKTHBHOCTEH, HAPYIICHHBIX Y
nanueHToB ¢ TMI).

BropuuHbie KOHEUHbIE TOUKH, TAaKXKE OI[CHUBAIOIINE U3MEHEHHUS OT UCXOJHOTO YPOBHS 0 HEAETU
26, BKIIOYAJIM W3MEHEHHE B OOIIEM IMOKa3aTese IO INKaJle KOJIMYECTBEHHOW OIICHKH TSKECTH
KIIMHUYECKUX TMpOsiBIeHUd MmuacteHuu rpaBuc (QMG; BanmaupoBaHHas BpadeOHas OIEHKA
MBIIIEYHOH cllabocTu y nanueHToB ¢ TMI'), 10110 MalMeHTOoB C yIy4IIeHUsIMU Kak MUHUMYM Ha 5 U
3 6amna B o0mux oneHkax mo QMG u MG-ADL, cOOTBETCTBEHHO, a TaK)Ke M3MEHEHUS B OLICHKAX
KauecTBa >KU3HHU.

PaBynu3yma0d mokaszan CTaTHCTUYECKHM 3HAYMMOE HM3MEHEHHE TIEePBUYHONM KOHEYHOM TOUKH,
u3MeHeHnue B obmei onenke mo MG-ADL oT uCXOAHOTO ypOBHA 0 26 HENENH MO CPABHEHUIO C
iamne6o. Pe3ynbTaThl IEPBHYHBIX M BTOPUYHBIX KOHEYHBIX TOYCK MPUBEACHBI B TabmuIe 18.

Ha ¢one npumenenus paBynuzymada Obl1 OTMEUEH OBICTPBIN KIMHUYECKUI OTBET COTIIACHO O0IIeH
ouenke MG-ADL yxe Ha nepBoit Henene (p=0,0265) uccnenoBaHus U 0OCTaBaJCs YCTOMYUBBIM Ha
npoTsokeHun 26 Henenb. O¢G(GEeKTUBHOCTh paByian3ymaba, B LeJoM, Oblla CXOIHOM B 3apaHee
OmpeNeleHHbIX  moAarpymmax  (moi, BO3pacT, Macca Tejla, PEruoH, HCIOJIb30BaHUE

MMMYHOCYTIPECCHBHOM TE€paruy Ha UCXOJHOM YPOBHE U KJIIMHUYEcKas Kiaccudpukamys mo MGFA).

Tab6anna 18. Pe3yabTaThl NepBUYHBIX 1 BTOPHYHBIX KOHEYHBIX TO4YeK 3¢ peKkTuBHOCTH

Koneunbie Ilnanedo | PaByamsymad | Cratucrtudec- | dpdexr p-3HaYeHue
TOYKH (N=89) (N=86) KHe Tepanuu | (UCIOJIb30BaHHE
3¢ pexTuB- Cpennee Cpennee nokasareJsjiu 95 % Mo/1eH
HOCTH Ha 3HAYEeHMe 3HAYEeHMEe s AN) CMeEIIAHHBIX
Henene 26 MHK MHK (SEM) CpaBHEHUHA 3¢ pexToB 1i1n
(SEM) NMOBTOPHBIX
U3MepeHH i)
MG-ADL -1,4 (0,37) -3,1 (0,38) Paznnna -1,6 0,0009
U3MEHEHHI (-2,6;
OTHOCHTECJILHO -0,7)
UCXOJHOTO
3HAYCHUS
QMG -0,8 (0,45) -2,8 (0,46) Paznnna -2,0 0,0009
U3MEHEHHUI (-3,2;
OTHOCHUTEJIEHO -0,8)
MCXOJHOTO
3HAYCHUS
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Koneunsie Ilnanedo | PaByamsymad | Crarwermaee—SPpdert——Pp=3SHadeHire
TOYKH (N=89) (N=86) KHe Tepanuu | (UCIOJIb30BaHHE
3¢ dexTHB- Cpeanee Cpennee NoKasarTeJju 95 % MoOJeJ U
HOCTH HA 3HAYeHHe 3HAYEeHHe JJIst JAN) CMeIIaHHbIX
Hezene 26 MHK MHK (SEM) CPaBHEHUA 3¢ PexToB 115
(SEM) NMOBTOPHBIX
H3MepeHu i)
Yaydiienue 11,3 %* 30,0 %* OtHomeHue 3,4 (1,4; 0,0052
MoKa3aTesst BEPOSATHOCTEH 7,8)
QMG KakK
MUHUMYM Ha
5 GamioB
MG-QoL15r -1,6 (0,70) -3,3(0,71) Pasnuma -1,7 0,0636
H3MCHCHHI (-3,4;
OTHOCHUTEIIHO 0,1)
UCXOIHOTO
3HAYCHUS
Neuro-QoL- -4,8 (1,87) -7,0 (1,92) Paznuna -2,2 0,3734™
fatigue W3MEHEHHUH (-6,9;
OTHOCHTEIILHO 2,6)
UCXOIHOTO
3HAYCHUS
VYayuimenue 34,1 %" 56,7 %" OTHolIEHHE 2,5 (1,3; 0,0049""
IoKa3aTes BEPOSITHOCTEN 4,8)
MG-ADL xkak
MUHAMYM Ha
3 6anna
IIpumeuanue:

*

B CKOPPEKTUPOBAHHOM IMPOUCHTHOM BBIPAXKCHUU JJIA KAXKI0I'0 BapyuaHTa JICUCHUA.

sk

p-3HaYCHHUs.

CokpauieHust:

Viyamenune nokaszareneit OMG kak MEHUMYM Ha 5 6amioB 1 MG-ADL kak MuHIMYM Ha 3 Oaia mpencTaBleHBI

Koneunas Touka (I)OpMaJ'ILHO HC MIPOBEPATIaCh Ha CTATUCTUYCCKYHO 3HAYMMOCTL; NPEACTABJICHbBI HOMHWHAJIbHBLIC

JU — nosepurensuelii uarepsan; MHK — meton HauMensmux kBagpatoB; MG-ADL — mikana oleHKH HOBCEIHEBHOM
aKTUBHOCTH TMAIMEHTOB ¢ MuacteHuen rpasuc; MG-QoL15r — MoaudumpoBanHas IIKalla ONCHKH Ka4eCTBa XU3HHU Y
MalMeHTOB ¢ MUACTEHUEH TpaBuc, cocTosmas u3 15 mynkros; Neuro-QoL-fatigue — mkana OIeHKH KauecTBa JKU3HU U
YTOMJISIEMOCTH y MALlUEHTOB C HEBPOJIOTHYECKUMU HapyuieHusaMu; QMG — mikaia KOJIMYECTBEHHOW OLICHKHU TSKECTH

KIIMHUYECKUX HpOfIBJ’IeHI/Iﬁ MHACTCHUU I'PABUC; SEM — CTaHAapTHad OIHI/I6Ka CpCAHErO 3HAYCHUS.
Jlo7st KTMHUYECKUX OTBETOB C 00JIee BEHICOKMMHE TOPOTaMu 3HaueHui (> 4-, 5-, 6-, 7- unu §-0annpHoe

yinyumenue no MG-ADL u > 6-, 7-, 8-, 9- unu 10-6amibHoe yinydmenue no QMG) Obuta cTabuipHO

BBIIIIE JJIs paByJu3ymMa0a 1o cpaBHEHUIO C TU1aneoo.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

V NanuMeHToB, MOJNYYaBIIMX PaBYJIM3yMal, YiyulleHns—HabmoAamnes—Ho—BeeM—H3MepACMBIM
it ’ Yy paBy Yy , Yy [ P
napamerpam mkansl MG-ADL, a Taxke 1o mapameTpy JABIXKEHHS TJa3HBIX 070K, OyibOapHBIM

GyHKIHSAM ¥ TapaMeTpy KoHeuHocTel mkansl OMG.

JIpyrue pe3yisrarsl 3 HEKTUBHOCTH

B unenom, 25,6 % nanueHTOB, MOMyYaBIIMX paByiau3ymald, JOCTUIVIM MHUHHUMAJIbHOTO YPOBHS
MposiBJICHUSI 3a00J€BaHUs B COOTBETCTBUM C IOCT-MHTEPBEHUUOHHBIM cTatycoM MGFA Ha
26 Henese Mo cpaBHEHUIO ¢ 9,9 % manyeHToB, MOJIyYaBIIMX MJ1a1e0o0.

B Ttabaune 19 mpencraBieHbl NaHHBIE TAIUEHTOB C YXYIIICHHUEM KIWHUYECKHX CHUMIITOMOB H
MalUEeHTOB, KOTOPBIM MOTpPEOOBaJIACh HEOTJIONKHAs Tepanusi B TeUeHUE 26-HEeIeNbHOTO

PaHI0MU3UPOBAHHOIO KOHTPOJIMPYEMOT'O IIEPUO/A.

Taoauna 19. Yxyamenne KIMHUYECKUX CHMIITOMOB M HEOTJIOKHAsI Tepanus (HCCIed0BaHue
ALXN1210-MG-306)

IlepemennbIii Crartucruyeckue Inauedo PaByanzymao

noKa3zarteJib JaHHbIE (N=89) (N=86)

OO111ee KOIUYECTBO
MAaLUEHTOB C YXYIIEHUEM n (%) 15 (16,9) 8(9,3)

KIIMHUYECKNX CUMIITOMOB

OO1m1ee KOJINYECTBO
MAIMEHTOB, KOTOPHIM n (%) 14 (15,7) 8(9,3)

notpedoBagach

HCOTJIOXKHAasA Tepal’[l/lﬂa

HeotnoxHas Tepanus BKIIOYana IpIMEHEHHE KOPTUKOCTEPOUIOB B BRICOKHX J103aX, IIa3Mo00MeH/mnasMadepes

WJIM BHYTPUBCHHOC BBCACHUC I/IMMyHOFJ'IO6yJ'II/IHa.

Jlonrocpounsble pe3yabTaThl 2 HEKTHBHOCTH

VY manueHToB, KOTOpbIE W3HAYAIBHO MOJY4YalId paByIH3ymMad B TEPHOJ PaHIOMH3UPOBAHHOTO
KOHTPOJIUPYEMOTO JICYCHUS u MPOJIOJKAIIN MoJIy4yaTh paBynu3ymab
no 164 Henmenu mnepuoAa JOMOJHUTEIBHOTO OTKPBITOTO JICUEHUS, HAONIOAaCs YCTOWYUBBINA
TepaneBTUYecKuil 3Q(HEKT Mo BceM KOHEUHbIM ToukaMm, BkiItodas MG-ADL u OMG (pucyHok 3). ¥V
MalUeHTOB, KOTOpPhIE  HW3HAYAJNBHO  MOJy4Yald  Iianedo B 26-HEACHbHBIA  TEPUOJ
PaHIOMU3UPOBAHHOTO KOHTPOJIUPYEMOTO JICYCHHS] U Hadalld TEPANUI0 paByIu3ymMaboM B MEPUOJ
JIOTIOTHUTEIBHOTO OTKPBITOTO JIeUeHUs, HaOIr0qacst ObICTPBIN M YCTOWYUBBINM OTBET HA TEPAIUIO IO

BCEM KOHEUHBIM ToukaMm, BKIto4ast MG-ADL u OMG (pucyHnox 3).

Pucynok 3. U3menenue B 001ux omnenkax no mkajiam MG-ADL (A) u QMG (B) ot ucxoanoro
YPOBHSI B IePHO/A PAHIOMH3MPOBAHHOI0 KOHTPOJIMPYEMOro JieueHus 10 Heaenau 164 (cpeanee
3Hauenue u 95 % JIN) B uccaenosannu ALXN1210-MG-306
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Ilepnon paHIOMH3HPOBAHHOIO Tepuon monommmrehblore. . |[ECOEATENEHCOCTE 00200

KOHTPOJIMPYEMOI'O JICUCHUS OTKPLITOTO JICUCHUS

W3smenenue obuen
onenku mo MG-ADL no
CPpaBHEHHIO C UCXOAHBIM

YPOBHEM
MG-ADL Total Score

W3smenenue obuen
onenku mo QMG mo
yYpOBHEM

QMG Total Score

CPaBHEHHIO C UCXOAHBIM

T T T T
B 7 on 1 | M 52 0 [ ™ ® @ 100 108 18 124 =) 148 04
Wasaks

Henenun PaByni3ymad [Tnane6o

[Ipumeuanue: rpaduk PaHIOMU3UPOBAHHOTO KOHTPOJHUPYEMOTO JIEYEHUS BKJIFOUAET JaHHbIE
175 naunenToB. OTKpBITOE JIEUEHUE B paMKax McCle0BaHus BKitoyano 161 nauueHra.

CokpartieHust:

AN — noepurenbHblii nHTEpBaT; MG-ADL — mikana OLEHKH MOBCEIHEBHON aKTMBHOCTH MALMEHTOB C MHUACTEHHUEH

rpasuc; QMG — mkana KOJIM4eCTBEHHOH OIIEHKH TSDKECTH KIIMHUYIECKHUX MPOSBICHUN MHACTEHUU TPABHC.

Tepanusg UMMYHOAEIIPECCAHTAMU

B nepuos nONONMHUTENBHOIO OTKPBITOTO JIEYEHHS B PaMKaX MCCIEAOBAHUS JI€YalUe Bpaul UMENH
BO3MOXXHOCTh ~ KOPPEKTHpOBaTh TEpamui0 HMMMYyHoJempeccaHTamMu. B koHne nepuoga
JIOTIOJIHUTENBHOTO  OTKPBITOTO JIeYeHHs (MelWaHa BpEeMEHM JIEYeHHUs paByiau3ymaboMm B
PaHIOMU3UPOBAHHBIA KOHTPOJIMPYEMBIH M OTKPBITHIA mepuoabl coctaBuina 759 nueit) 30,1 %
MAIMEHTOB COKPATHIIN CBOIO €KEAHEBHYIO 103y Te€panuu KopTUKocTepouaamu u 12,4 % nanueHToB
MPEKpaTUIN TEpanuio KOpTHUKOcTepouaMu. Hambonee yacToil NMPUYMHOM H3MEHEHUs peXHMa

Tepanuyu KOPTUKOCTEPOUaMH ObLIO yiIyyllleHHe cuMOToMOB MI™ ipy jieueHuu paByin3ymMadoMm.

3COHM

D¢ dextuBHOCTE W 0€30MaCHOCTh paByiM3ymMadba y B3pochbsix nammeHToB ¢ 3COHM u ¢
MOJIOKUTETIbHBIM TECTOM Ha aHTUTena K akBanopuHy-4 (AQP4) oueHuBamuch B OTKPBITOM
MHOTOIEeHTpOoBOM HccienoBanud ALXN1210-NMO-307 B cpaBHEHHUH ¢ BHEITHEH IPYIION Tu1aedo
u3 uccnenosanusi ECU-NMO-301, koTopoe 3aKiIr0o4anoch B OLIEHKE NMPUMEHEHUS HKyIu3ymada y
narueHToB ¢ 3COHM B cpaBHeHuU ¢ muaneoo.

[TarmenTsl, npuHuMaBmuMe ywyactue B wucciaeaoBanud ALXNI210-NMO-307, mnomyyanu

paBy.]'II/ISy'Ma6 BHYTPHUBCHHO B OCHOBHOH nepuoa JCUCHUA, KOTOpBIfI 3aKaH4YMUBaJICA, KOTI'Ja
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MOCJICIHUM BKJIIOYEHHBIM B UCCIEAOBAHUE MALIMCHT 3aBepHiHt pop_n HpeKkpaTHit yqacnfé Ro-HEeReTH
52, 4TO COOTBETCTBYET MEIMAHE NPOJOJDKUTEIBHOCTH JieueHus 73,5 Hegenu (MuHumym 13,7,
MakcumyMm 117,7 wenenu). [lanueHTsl, 3aBEpIIMBIINEG OCHOBHOM TEPHOJ] JICUECHHUS, UMEIU IPaBO
MIPOJOJKUTh YYacTHE B JOJITOCPOYHOM paciIMpeHHOH (pa3e ucciiejoBaHus, B TEYEHHE KOTOPOH Bce
MAIUEHTHI IPOAOJIKAIH IMOTyYaTh PaByIn3yMad Ha MPOTHKEHUH 2 JIET.

B wuccnenoBanun ALXNI1210-NMO-307 npunsnu yuyactue 58 B3pOCHBIX IALUEHTOB C
noATBepkIeHHbIM quario3oM 3COHM, y KOTOphIX OBLT MOJIOKUTEIIBHBIN CEPOTOTUUECKHUIN TECT Ha
anturena npotuB AQP4, ne menee 1 penuauBa B TeueHue 12 mecAieB, TPEAIIECTBYIOMIMX BU3UTY
CKPUHHHTOBOTO 00cienoBanus, u He Oosiee 7 0aUIOB MO PACHIMPEHHOM MIKane OICHKU CTENEHU
nnBanuau3anuu (EDSS). TlanuenTsl, paHee mojydaBIIME TEpanui0 MMMYHOJEIPECCAHTaAMH, HE
ObUTM pPEKOMEHJOBaHbl K BKIIOUEHHUIO B uccienoBaHue. OnHaKo ManueHTaMm ObUIO pa3penieHo
MPOJOIKUTH Tepanuio 10 106 Hepenu ucciieqoBaHus NPy YCIOBUU CTAaOUIBHOM MO Iep KUBaOIIen
TEpaIy UCIOIh3yEeMBIMU UMMYHOJICTIPECCAaHTAMHK (KOPTUKOCTEPOUIBI, a3aTHONPUH, MUKO(PEHOIAT
ModeTwi1, Takpoiumyc). Ha sTom 3rtame nedanipe Bpaud MMETH BO3MOXKHOCTh KOPPEKTHPOBATH
Tepanuio UMMyHoenpeccantamMu. Kpome Toro, HeoTnoxkHas Tepanus (B TOM 4HCIIe BBICOKas /1032
koptukoctepousoB, [IO/II® wmun BBUI') Obia pasperiena, ecnu y HalleHTa Ha0I01a10Ch
KIIMHUYECKOE YXYIIICHHE.

B oOme#t cnoxkHocTr 56 marueHToB (96,6 %) 3aBepIIMiIN OCHOBHOW TEPHOJ JICYCHUS B PaMKax
uccaenoBanuss  ALXNI1210-NMO-307.  Jlemorpaduueckue  JaHHbIE  IMAIMEHTOB  ObUIH
cOamaHCHpOBaHBI 1O 2 TpynnaM JeueHus, BKIoYas Bo3pacT (Meauana 46,0 et mis paByauzymada
1o cpaBHeHMIO ¢ 44,0 romamu Uit TpyIIsI 11ane6o), moi (89,7 % *KeHIIUH B TpyIe paByIn3yMada
110 cpaBHEHUIO ¢ 89,4 % *eHIIMH B rpyne 1maanedo) 1 Bo3pacT Hayalla KIMHUYECKUX MPOSIBICHUN
3COHM (meamana 42,5 ropa, B AuanazoHe oT 16 mo 73 ner, Ansd rpynmnsl paByiau3ymadba Mo
cpaBHeHHUIO ¢ Menuanoit 38,0 ner, B auanaszone ot 12 no 73 ner, mist rpynmsl wiane6o). cxoaasie
XapaKTEePUCTHKUA 3a00JeBaHUsI B 00EMX TpyINMax OXBaThIBAJIM TMAlMEHTOB C HWHBAJIUIAHOCTHIO,

XapakTepHoi /g nomyJssiuu manuentoB ¢ 3COHM B nenom (tabnuna 20).

Tabmmna 20. Jannble U3 ucTOpHMil 00Je3HHM NANMEHTOB M MCXOAHbIC XapPaKTEPHCTHKH
3a0osieBanusa B rpynne ucciaenoBaHusi ALXN1210-NMO-307 u cpaBHMTeJIbHOW rpymnmne
mianedo ECU-NMO-301

ECU-NMO-301 ALXN1210-NMO-
CratucTuyeckue
IlepemMeHHBIN IOKA3aTEIb IInane6o 307 PaBysmm3zyma0
JAaHHbIE
(N=47) (N=58)
Bo3spacT ot MmomeHTa Cpennee
6,60 (6,59) 5,19 (6,38)
YCTaHOBJICHUS JUArHO3a 3Hauenue (CO)
3COHM no nepBoit nHpy3Un Menuana 3,76 1,96
B UCCIIEIOBaHUU
MUH., MaKcC. 0,51; 29,10 0,19; 24,49
(;tet)
3gauenne ARR B Teuenue 24 Cpennee
2,07 (1,04) 1,87 (1,59)
MECSLEB, MPEIIECTBYIOLINX 3Havyenue (CO)
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EECE6-NMO-361 AEXNI210-NMO
. Crarucruyeckue
IlepemenHbIi MOKa3aTENb naunedo 307 PaByan3zymao
JaHHbIE
(N=47) (N=58)
BU3HUTY CKPUHHUHTOBOT'O Menuana 1,92 1,44
00caem0BaHns MHH., MaKc. 1,0; 6,4 0,5;6,9
Ucxonnsiit ypoBens HAI Cpennee
P P 2.1 (1,40) 1,2 (1.42)
3nHauenue (CO)
Meanana 2,0 1,0
MHH., MaKcC. 0;6 0;7
Wcxonueiit ypoBens EDSS Cpenuee
P P 426 (1,51) 3,30 (1,58)
3nHauenue (CO)
Meanana 4,00 3,25
MHH., MaKc. 1,0; 6,5 0,0;7,0
UYucno nmanueHToB, paHee
MOJIy4aBUIMX TEPAIHUIO n (%) 20 (42,6) 21 (36,2)
puTyKCMMaOoM
Ywuciro manueHToB,
MOJTy4aBIIUX TOJIBKO
CTaOUJIbHYIO TEepaIHio
n (%) 11(23,4) 11 (19,0)
KOPTHKOCTEPOUIaMH HA
MOMCHT BKJIFOUCHUS B
UCCIIEIOBaHHE
Uucno manueHToB, He
MOJTy4aBIINX TEPATTHIO
MMMYHOJCTIPECCAHTAMH Ha n (%) 13 (27,7) 31(53.4)
MOMEHT BKJIFOUEHUS B
HcCIe0BaHNE
CokpauieHust:

ARR — cpeaneronoBas yactota peunauBoB; EDSS — pacmmpeHHas mikana OUEHKHM CTEHNEHH HHBAJIWIU3ALUU;
HAI — unaexc moaBmKHOCTH Xay3epa; MakC. — MaKCUMyM; MHH. — MUHUMYM; CO — cTaHAapTHOE OTKJIOHEHHE.

IlepBuyHoit koHeuHOW Toukoil uccienoBanuss ALXN1210-NMO-307 6but0 Bpemst 10 Pa3BUTHS
MIEPBOT0 PELU]IMBA, TOJATBEPKIAECHHOTO B XO/I€ UCCIIEIOBAHUS HE3aBUCUMOM SKCIIEPTHOM KOMHUCCHEH.
Otnomenne puckoB (95 % noseputenbHbid uHTEpBaN [[A]) nns paBynuzymada mo CpaBHEHUIO C
mnare6o cocrasmio 0,014 (0,000; 0,103), 9To COOTBETCTBYET CHUKEHHUIO PHCKa pennanBa Ha 98,6 %
(p <0,0001). B xone uccnenoBanus y NalMeHTOB, MOMYYaBIINX pPaByIU3yMad, He ObLIN BBISBICHBI
Clly4yau MOATBEPKICHHBIX PELUAMBOB MPU MEANAHE MPOJAOHKUTENBHOCTHU JIeUeHUsl 73 Hellenu, YTo
MPEACTABISIET COOOM CTAaTUCTHYECKH 3HAYUMYIO Pa3HUILy MEXIy TpylnmamMu paByiau3zymada u
manedo BO BPEMEHH JI0 Pa3BUTHS MEPBOTO peruanuBa B xoze uccienosanus (p < 0,0001). ¥V 100 %

ManuCHTOB, MOJIyYaBHIUX paBynH3yMa6, peUUINBbBI OTCYTCTBOBAJIM Ha IMPOTAKCHUU 48 HEACIID,
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TOrJa Kak BO BHEIIHEH rpymnme mianebo — y 63,2 Y%o—nanmenron—Bee—nanHeHT s, —HoOTyIaBHie
paBysn3yMad, He UMEIM PELUIUBOB Ha 72 HeelIe UCCIEJOBAaHMUS.

VY nauueHTOB, NOJIYYaBLIMX TEPAlUI0 pPaBYJIN3ymMaOOM, HaOIIOAAIOCh CTOMKOE YIydlIeHHE IO
CPAaBHEHMIO C IMAI[MEHTaMH B IpylIe Ijanedo BO BPEMEHHM O Pa3BUTHUsS MEPBOTO BHISIBIEHHOIO
penuaMBa B XOJA€ WCCICAOBAaHUS IO BCEM BBIICICHHBIM MOJTpYMIaM: AeMorpaduyeckue
[IOKa3aTeNy, MOHOTEpamus paByiau3ymMaOoM 0e3  HCIOJIb30BaHUS ~ HMMMYHOJCIPECCAHTOB,
IIPUMEHEHHE MOHOTEpaluyu CTepOMJaMM, a3aTHOIpPHUHA, MHKO(peHonara Modermna, roboe
IIPUMEHEHHE UMMYHO/ICIIPECCAHTOB, IPUMEHEHHE PUTYKCUMada 3a TOJ JO CKPUHUHTA.

B urtoroBom anammse 3¢ ¢extuBHOCTH Npu Meauane Habmoxenus 170,29 Henmenu y ManUeHTOB,
MOJTyYaBIIUX PaByJn3ymMal, HE HAOIIOAAIOCh MOATBEPKACHHBIX PELUMBOB HAa MPOTSHKEHUH BCETO

nepuoja UCCaeI0BaHus 10 €ro OKOHYaHUS (PUCYHOK 4).

Pucynok 4. Ouenka BbIKMBaeMocTH 1o Meroay Kammana-Maiiepa nmo BpeMeHH 10 IepBOro
BbIsIBJIEHHOTO penuauBa B ucciaegoBanun ALXN1210-NMO-307 u cpaBHUTEJbHOW rpymie
miianedo uccaenopanus ECU-NMO-301
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g 8 — 4 :
g 5 632% A +
= ' D
= = | 2% e
E a % ‘ 51.9%
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é 0.2 4 Tony 113 MALEHTOR Ge3 PEMER
48 menena (95 % JIN) (1, 2):
——— IMnaue6o 0.632 (0.468, 0.758) P-3nauenne norpanrosoro kputepus (3): < 0,0001
———  PaBymisymat 1.000 (1.000, 1.000) Orxromenne puckos (95 % JW) (4, 5): 0,014 (0,000; 0,103)
0.0+
T T T T t T f T t T T
0 12 24 36 48 60 72 84 96 108 7

KonMHecTBO MalMEeHTOB B IpyMNe pHCKa BpemenHol nepuos uccie0Banus (Heaesu)

Tlnaue6o 47 38 30 24 21 16 13 10 9 6

PaBynusymad 58 57 57 57 57 47 33 17 & 2

IIpumeuanue: naHHBIC TPYHIHI IUIaie0o0 OblTH cobpansl B pamkax ucciepoBanns ECU-NMO-301. JlaHHbIe NalleHTOB,

Y KOTOPBIX HE OBLTO TIOATBEPKIACHHOTO PEIMINBA B XOJI¢ HCCIEIOBAHN, OBUIH IIEH3YPHUPOBAHEI HA OoJice paHHIOI U3

JIBYX JIaT: 1aTa 3aBEPIICHHS UCCIICTOBaHHS WK 35-1 IeHB MOCIIe POITycKa 036l TH00 3aep KK BBEICHHS JO3KI OoJice

4yeM Ha 35 gHeill B cBa3u ¢ mangemueit COVID-19.

(1) Ha ocHoBe MeTona mpenena npoaykra Karmnana-Maiiepa.

(2) Ha ocHOBe TOTONHATENHHOTO JIOTApU(PMUIECKOTO TPeoOpa3oBaHus.

(3) Ha ocHOBe TOTPaHTOBOTO KPUTEPHSL.

(4) Ha ocHoBe Monenu TPOMOPIMOHANIBHBIX pUCKOB Kokca ¢ mompaBkoit Depra, ecau B TpyMIe JICUSHHs] He
Ha0JII01aTI0Ch PELUINBOB.

(5) J[oBepurenbHbIii MHTEpBal Banbia Wiy JOBEepUTENIBHBIE NTPEIEIIbl BEPOSTHOCTH ITPOQUIIS, €CIIM B TPYIIIE JICUESHHS
HE HabJII01aI0Ch PEIUINBOB.

Coxkparmienne: I — noBepuTenbHBIH HHTEPBAJ.
VY nainueHToB, MOJydYaBIIMX paByln3yMad, cpeaHerojnoBas dactoTa peuuanBoB (ARR) B xoxe
UCCIIeIOBaHMs OblIa CTaTHCTUYECKH 3HaunMo Huxke, ueM ARR, paBnas 0,25 (1 peumnuB Ha 4

narueHTo-roga) (p < 0,0001) (tra6numa 21). Yacrota cpaBaenus 0,25 Oblia BEIOpaHa B KauecTBE

MMOTEHIIMATBFHOTO 3HAYEHHS, KOTOPOE MOKET BO3HHUKHYTH B momyJsiuu manueaToB ¢ 3COHM. K
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OKOHYaHHIO UCCIEA0BAHHUS MIOATBEPKICHHAS B XO/I€ HECHCAOBAHIT ARR (95-% H)cocraBuna -0,00

(HIT, 0,019) y nanueHToB, MOJIy4aBIIMX JICUEHUE PaBYJIM3yMaOOM, C YYETOM JOIMOJTHUTEIBHOTO

Mepuo/1a HaOII0ICHUS U3 TOJITOCPOYHOTO 3Tarna pacimpernsoro uccienoBanus (p < 0,0001).

Taoiuma 21. YcTraHoBJIeHHAsi CpPeJAHEro0Basi 4acrora PpeluJIuBOB B HCCJIEI0BAHUM

ALXN1210-NMO-307 B nepBUYHBbIi IIePUOJ JICYCHUS

. CraTtucruyeckue PaByin3zymat
IlepeMeHHbIii MOKa3aTENb
JaHHbIE (N=58)
OO611ee ynCiI0 PEIUINBOB Cymma 0
Oo6111ee 4yncIo NaUeHTo-JIEeT B IEPUO N 84.01
HCCIe0BaHUs
CooTtHotieHue 0
HeckoppektupoBannast ARR? 95 % U H/IT; 0,044
p-3Ha4YeHUE <0,0001
CooTHolieHue 0
CxoppextupoBannas ARR® 95 % JIN H/IT, H/TT
p-3HaueHue H/TT
IIpumeuanue:

a

Bepx#nss rpanuna 95 % noBepuTenbHOrO0 MHTEpBAia C UCIOIb30BAHUEM TOYHBIX METOJIOB pacueTa OCHOBAHA Ha
XM-KBaJpaT paclpeieiicHud ¢ 1 CTEeNeHbIO CBOOOJBI, Pa3le/ICHHBIM Ha IMAlMCHTO-TOMbI, HUXKHSS TpaHUIA
JIOBEpUTENHPHOTO HMHTEpBaja HE oOmpeneieHa s OTCyTcTBUS peuuanBoB (0). p-3HaueHHE OCHOBAHO Ha
pacupenenenuu [lyaccona ¢ yaerom oTcyTcTBUS peruauBoB (0) ¥ MarueHTo-JIeT.

Ha ocHoBe perpeccun Ilyaccona, ocHoBaHHOW Ha 3HadeHMH ARR B TeueHue 24 mecsieB, MpeIiecTBYIOMINX
BU3UTY CKPUHHHIOBOTO OOCHENOBaHHs;, p-3HAYCHHUE OTPAKaeT 3HAYMMOCTh pa3HHLl cooTHomeHus 0,25
PEeIHMIUBOB/ IAIMECHT-JIET. Pe3yIbTaThl MOJIENI He MOTIIH OBITH OIICHEHBI, KOT/Ia YaCTOTa PEIUANBOB paBHsIACH 0.
CokpauieHust:

ARR — romoBas yactota peuuauBos; JI — noseputensHbiii unTepBan;, H/I1 — He npuMeHHMO.

Cpenu manueHTOB, MOJYYaIOUIUX paByJu3yMald, 3HAYUTENIbHO peXe HaONI0Aanoch KIMHUYECKH
3HaYMMO€ YXYALICHHE MOJIBUKHOCTH 110 MHJCKCY X0b0bI Xay3epa Mo CPaBHEHUIO C MAllUeHTaMHU B
rpymre mianebo (otHomenue puckoB [95 % U] p-3nauenme: 0,155 [0,031, 0,771] p=0,0228])
(Tabnuua 22). B nepBuuHbIi nepuos Je4eHrs KIMHUYECKH 3HAaUMMO€ YXY/IIIIEHHE 110 CPaBHEHUIO €
UCXO/HBIM ypoBHeM nokazarens HAI 6buto 3apeructpupoBano y 2 (3,4 %) manueHToB B rpymnie

paByiau3ymaba u'y 11 (23,4 %) nanueHToB B rpymne miareoo.

OT HMCXOTHOTO YpOBHS /10 OKOHYAHHS HCCIIEOBAaHUS y OomnpMHCTBAa mnanueHToB (94,8 %) He
HAOJIOAANIOCh KIIMHUYECKH 3HAYMMOTO YXY/IICHUS (YHKIMOHAIBHOTO cTaTyca W (DU3HYECKOH

WHBaIUIHOCTH 1o mkaiae HAIL

Jlpyrue BTOpPUYHBIE KOHEUHBIE TOYKH, XOTS M HE SBIIOIIMECS CTATUCTUYECKH 3HAYUMBIMH,
OTpakaJli NPEUMYIIECTBO Tepaluy paByJn3ymMaboM Ha OCHOBaHMU HHJAeKca EBpormeiickoro

ONPOCHMKA JUI OLIEHKM KadecTBa >ku3HU 1o 5 mokazarensm (EQ-5D) (p=0,0567), BusyanbHOI
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ananoropoii mkamel EQ-5D VAS (moMuHaIbHOS—3HaueHHe—p=0;0297)—1—onerxn—EDSS

(HomuHanbHOE 3HaueHue p=0,0588).

Taoauna 22. U3menenue nokazareaeii HAIL, EQ-5D, EQ-5D VAS u EDSS oTHocHTeIbHO
HCXOJHOI0 YPOBHS B KOHIIE IEPBUYHOIO0 Neproaa jJedyenus B ucciaenosanuu ALXN1210-NMO-
307 u cpaBHuTeNbHON rpynnsl mianedo ucciaegopanuss ECU-NMO-301

HN3MmeHenue
nokasareJjie
OTHOCHTEJIbHO
ECU-NMO- ALXN1210-
HCXOJAHOTO
Crarucruyeckue 301 NMO-307
YPOBHSI /10 p-3HAUYeHue
JaHHbBIE ITnameodo PaByaunzymad
OKOHYAHMS
(N=47) (N=58)
NepBUYHOTO
nepuoaa JieyeHus
Ilepemennas
be3 knmuanueckn
3HAYUMOTO 36 (76,6) 56 (96,6)
HAI YXYALICHUS 0,0228
Kimmanueckn
3HAYMMOE YXY/IILICHUE 11 (23,4) 234
Cpennee 3HaueHME + -0,043 0,005
CO (0,2115) (0,1522)
EQ-5D 0,0567
Menuana 0 0
MHH., MaKc. -0,67; 0,41 -0,33; 0,50
Cpennee 3HaueHue + 0,6 (16,39) 2,6 (14,07)
CcO
EQ-5D VAS 0,0297%
Meanana 0 0,5
MHH., MaKc. -28; 40 -45; 40
be3 xnmmaMUECKn
3HAYMUMOTO 36 (76,6) 52 (89,7)
EDSS YXYIUIEHUS 0,0588?
Kinnangeckn
3HAYMMOE YXYIIICHUE 11 (23,4) 6 (10,3)

[Ipumedanue: nias KOHTpoOJs omuOOK | TuUma MpUMEHsUIach 3aKpbiTas MPOIEaypa TECTHPOBAHWS, €CIM TEpPBUYHAS
KOHEYHasl TOYKa ObliIa CTATUCTUIECKU 3HAYMMOH U B MOJIB3Yy paByJIM3yMada, BTOPUIHbIE KOHEUHBIE TOUKH OIEHUBAIHCH
B PaH)XMPOBAHHOM IOPSIIKE, HAUMHAS CO CPEAHEr0JJOBOM YaCTOTHI PELUANBOB, 32 KOTOPOU CIENYIOT BbIILIEyKa3aHHBIE
KOHEYHBIE TOYKH B TIOPSAKE, MPEACTABICHHOM B TaOJIHIIE.

2 TIpencraBiieHbl HOMUHAJIbHBIE P-3HAUYCHHUS.

CoxkparieHus:

ARR — rogoBas yactota peuunuBoB; EDSS — pacmupennas mkana creneHu nHBanuauzauun; EQ-5D — EBponeiickuit
OTIPOCHUK JJISl OLIEHKM KadecTBa )XM3HM 10 5 nokazarensim; HAI — nnaexc moaBmxHOCTH Xay3epa; Makc. — MaKCUMYM;

MuH. — MuEEMYM; CO — cTaHIapTHOE OTKIOHEHHE; VAS — Bu3yalibHas aHAJIOTOBAs IIKaja.
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[To cpaBHEHHIO C MALMEHTAMU, TTOMYYABIIUMHU TUI1AIIC60;-y-FHaHHSHTOB; - HOFyHaBHI-PaByH3yMao;
Ha0I10/1a710Ch CHIXKEHUE TOI0BOM YaCTOTHI TOCIIUTAIM3AIINH, CBSI3aHHBIX C PEIUANBAMHE, O KOTOPBIX
coobmamm Bpauu (0,00 mpotus 0,34 mnsa miane6o, p < 0,0001), u neyeHUs OCTPHIX PELHUIUBOB
(BeICOKHE 7103bI TIepopanbHBIX cTeponaoB: 0,00) mo cpasHenuto ¢ 0,13, p=0,0005; BHyTpHBEHHOE
BBeneHue MeTmipeaan3oiona: 0,00 mo cpaBaenuto ¢ 0,47 s mare6o, p < 0,0001; u mmazmadepes:
0,01 o cpaBuenwuto ¢ 0,21 ans miame6o, p=0,0002).

JlomomHuTebHO cpear 27 TMAlMeHTOB, TMOJy4YaBIIMX HUMMYyHocyrpeccuBHyto Tepanuio (IST) Ha
UCXOIHOM ypoBHE, Y 17 (63 %) manuenToB 0b110 3a()MKCUPOBAHO CHMXKEHHUE 03Bl JIM OTMEHA IO
MeHbIllel Mepe omHoro kommoneHta IST B 000 MOMEHT BpeMEHHM B XOJ€ JICUCHHUS

paByIM3yMaOoOM.

5.2. ®DapmMakoOKHHETHYECKHE CBOCTBA

AOGcopOumst
[TockonbKy paByJIM3yMad BBOJIUTCS TOCPEACTBOM BHYTPHBEHHON HH(Y3HH, a iekapcTBeHHAs (hopma

MIPEJICTaBIsIeT COO0M pacTBOpP, CUMTACTCS, YTO OMOJOCTYITHOCTH Mpenapara Mmocjie BHYTPHBEHHOTO
BBeaeHuUs coctaBisieT 100 %. Bpems mocTukeHuss MakCUMaabHOM HAOJIOMaeMON KOHIICHTPAIUH
(tmax) OKMJAeTCd K KOHIY HMH()Y3HMOHHOTO BBEIEHHUS WJIM BCKOpE Mocie Hero. PaBHOBecHbIe

TCPANICBTUYCCKUC KOHICHTPAMU ITperiapaTa JOCTUT'aOTCA MMOCJIC BBEACHU A HepBOﬁ J03bI.

Pacnopenenenne

Pacuernbiit cpennuit  (crangaptHoe otkioHenue (CO)) 1meHTpanbHBIE 00BEM U 00BEM
pacmpezieNieHus: B paBHOBECHOM COCTOSIHHH Y B3pOCibIX narueHToB u y aeteit ¢ [IHI unu al'YC, u

y B3pocabix nanuentoB ¢ TMI” nian 3COHM npencrasiens! B Tabmuie 23.

buorpaucdopmaris

O)I(I/I,Z[aCTCH, 4qTo paByJ’II/I3YMa6, KaK MOHOKJIOHAJIbHOC aHTUTCIIO IgG, 6y,I[CT MeTa6OHI/I3I/IpOBaTBCH
TEM XKC 06pa30M, qTO0 U JApyTHUC OHSHAOI'CHHBIC IgG (pacmermeHI/Ie Ha MajJbI€ IICIOTHAbLI U
AMHUHOKHUCIIOTEI TTOCPEACTBOM KaTa0OJIMYECKOTO HYTI/I) N TOAJC)KHUT BBIBCACHHIO aHaJIOI'MYHBIM
O6p330M. PaBy.]'II/I3yMa6 COACPIKUT aMHUHOKUCIIOTBI TOJIBKO €CTCCTBCHHOI'O MPOUCXOXKIACHUSA U HE

HMMEET U3BECTHBIX aKTUBHBIX METa0O0IUTOB.

DIUMUHALNS
Cpennnii (CO) TepMUHAJIBHBIN NEpUOJA TOJIYBBIBEACHUS U KIMPEHC paByiau3ymalda y B3pOCIHbIX
nauuenTtoB ¢ [THI, a Takxke y B3pocibix nanueHToB u aeren ¢ al'yY C u B3pocibix nanueHToB ¢ tMI

wi 3COHM npezcrasiens! B Tabmauie 23.

Tabauna 23. PacuerHblii cpeanuii o0bem, mapaMeTpsl pacnpejaeleHusi, MeradoausMa H

BbIBeJICHUS NPU IPUMEHEHNH paByJau3ymada

B3pocJbie B3pocJibie B3pocabie B3poc.bie
NALHEHThI U NAUHEHTHI U NAlUEeHTHI ¢ NANMEHTHI €
aetu ¢ ITHI' aeru ¢ al'YC ™I 3COHM
Pacuernbrit  cpemaHmit B3pocbie: B3pocsie: 3,42 (0,756) 2,91(0,571)
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B3pocabie B3pocaste———Bspoeasie———DB3pociasie
NAaUUEeHTbI U NAUUEeHTbI U MALMEHTHI ¢ MAUUEHTHI C
netru ¢ ITHI neru ¢c al'YC ™I 3COHM
LHEHTPAIbHBIA  00BbEM 3,44 (0,65) 3,25 (0,61)
(CO) () Heru: Heru:
2,87 (0,60) 1,14 (0,51)
Cpenuuit 00BeM
pacrpeneneHus B
5,30 (0,9) 5,22 (1,85) 5,74 (1,16) 4,77 (0,819)
PaBHOBECHOM
cocrosinuu (CO) (1)
Cpennuii  KOHEUHBIH
IIEPUOI
49,6 (9,1) 51,8 (16,2) 56,6 (8,36) 64,3 (11,0)
nonyBeiBeieHus: (CO)
(cyTkn)
Cpenunuii KJIIMPEHC
0,08 (0,022) 0,08 (0,04) 0,08 (0,02) 0,05 (0,016)
(CO) (n/cyTkn)
Cokpamenus: al'YC — aTunuuHbli  T€MONMTUKO-ypemMuueckuil cunapoMm, IIHI'— mnapokcuaMmanbHass HOYHAs

remornobunypusi, rMI' — reHepanu3oBanHas wmuacteHus rpaBuc, CO — cranmaptHoe otkioneHue, 3COHM —

3a00IeBaHUs CIIEKTpa ONITUKOHCBPOMHUECIINTA.

JInHeHHOCTh (HEINMHEHHOCTS)

B wuccnemoBaHHBIX JMana3oHax 03 U peKuMax TCpalnu paBmesyMa6 MMPpOACMOHCTPHUPOBAJI

MMPpONMOPHUOHATIBHYIO 103€ U HHHeﬁHym 110 BPpCMCHHA (I)apMaKOKI/IHeTI/IKy.

Oco0BbIe TPYIIIBI TTAIMEHTOB

Macca mena

Macca tena sBISE€TCS KIMHUYECKH 3HauMMou koBapuarod y namuento ¢ IIHI, aI'VC, ™I u
3COHM, mnpuBozsmeil K CHUKEHUIO SKCMO3MINUN Yy MallMEeHTOB ¢ OoJblIel Maccoil Tena. Pexum
JO3WPOBAHUS, PACCUUTAHHBIN UCXO/IS U3 MAacChl TeJa, MPUBEIEH B pazjaene 4.2, Tabmuusl 1, 2 u 3.
@dopmalibHbIE UCCIIEIOBaHMS BIUSHHUS I0JIa, pachl, Bo3pacTa (MOXHIJION BO3pacT), HapylIEHUs
(YHKINU TTEYeHU U NToYeK Ha (apMaKOKMHETHKY paByIu3yMada He MPOBOAWINCE. TeM He MeHee, Ha
OCHOBAHUHU OLIEHKU MOIMYJSIUOHHONW (DapMaKOKMHETHKH HE BBIBIECHO BIUSHHE I10JIa, BO3pacTa,
pacsl U pyHKIMU MEYEHHU WK MOYEK Ha MapaMeTpsl (papMakOKMHETUKU paByIn3yMada y 370pOBBIX
T0OpPOBOJIBIIEB, TPUHUMABIIIUX YYaCTHE B UCCIIEIOBAHUSX, a Takke y nanuenTtos ¢ [THT, al'VC, tMI'
i 3COHM, u, Kak pe3ynbTaT, KOppeKLus 1035l HE TpeOyeTcs.

dapmMakOKMHETHKA paBylIn3yMaba Oblia HCCIeJ0BaHa y MAllMEHTOB ¢ KOMIUIEMEHT-0IOCPE0BaHHON
TMA pa3HOro BO3pacTa U C Pa3JIUYHOW CTENEHbI) IMOYEYHOM HEAOCTATOYHOCTH, BKIIHOYAs
MAlUEeHTOB, MOJIy4aBIIMX Juanu3. Pa3nuuuil (papMakOKMHETHYECKUX I1apaMeTpoB B JaHHBIX

noArpyniax, BKIIro4asa maifueHTOB C HpOTCHHypHCﬁ, HC OTMCUYCHO.

48




COOTBETCTBYET 3KI
ot 12.02.2026 Nz 2551

(NMOCNEOOBATENEHOCTE 0020)

CEPTHOMY OTUETY

5.3. laHHble JOKJIUHUYECKO 0e30IacCHOCTH

HccnenoBanusi TOKCHYECKOTO BO3ICHCTBHS paByln3yMada Ha PENpOAYKTHBHYIO (YHKIUIO Y
KUBOTHBIX HE IMPOBOJMINCH, HO OBUIM MPOBEIACHBI y MbIIIEH C MBIIIMHBIM CYpPPOraTHBIM
WHTUOMTOPHBIM aHTHUTENIOM K KomruieMeHTy, BBS5.1. SIBHbIX 3¢ (deKkToB, CBSI3aHHBIX C BBEICHHUEM
mpemapaTta, WIM HEXKeIaTeNIbHBIX 3(PQPEKTOB B HUCCICIOBAHMIX TOKCHYECKOTO BO3JCUCTBUS
MBIIIMHOTO CYPPOTaTHOTO aHTHUTENA HA PEMPOIYKTUBHYIO CUCTEMY Y MbIIIel He oOHapyxkeHo. [Ipu
BO3JICHICTBUM aHTUTENAa HAa OEpEeMEHHYI0O CaMKy BO BpeMs OpraHoreHe3a HaOJIIOJaUCh 2 cliydas
JUCIUIA3UM CETYATKU M | ciydaid mynouHo# rpebku Ha 230 ocoOelt u3 MOoTOMCTBA, POKICHHOTO OT
CaMOK, TIOJBEPKEHHBIX Ooyiee BBICOKOW J03¢ aHTuUTena (MpuOIM3UTENILHO B 4 pa3a BhIIIE
MaKCUMaJIbHOW PEKOMEHyeMOW /J03bl paBynu3ymala JUIisi 4eloBeKa, CpaBHEHHE IpPU pacueTe Ha
Maccy Tena); TeEM He MEHee, BO3JICHCTBUE He MPHUBENIO K YBEJIMYEHUIO CIydyaeB MOy IJ10/a Win
CMEpPTH HOBOPOXKIACHHOT'O TOTOMCTBA.

HccnepoBanusi Ha )KUBOTHBIX C IIEJIBIO OIICHKA F€HOTOKCUYHOCTH U KAHIEPOTEHHOTO MOTEHI[AIa
paByH3yMada HE POBOAMIIHCE.

JIOKIIMHUYEeCKUE TaHHbIE HE BBISIBUIIU 0COOOT0 PUCKA Ui YelIOBeKa Ha OCHOBAaHUH JTOKIMHHUYECKHUX

MCCIEA0BAHUI Y MBIIIEH C UCIIOIB30BAaHUEM MBILIMHON CypporatHoi MmoiiekyJisl BBS.1.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeuenb BcnoMoOraTe/ibHbIX BelIECTB

Harpus quruapodocdar
Junatpus rugpodocdat
L-aprunnn

Caxapo3sa

[TomucopOat 80

Bonaa ai1st uHbeKIni
6.2. HecoBMecTHMOCTH

B cBs3u ¢ OTCYTCTBHUEM HNAaHHBIX HCCIIeA0BAHUM COBMECTUMOCTH JAHHBIN HeKapCTBeHHLIﬁ npemnapar
HE CJICAYCT CMCHINBATL C APYTHUMHU JICKAPCTBCHHBIMU IIPCIIapaTaMHU.

Jlist pa3BefieHus1 CienyeT UCIOJIb30BaTh TOJIBKO pacTBOp Hatpus xiopuaa 0,9 % st HHbEKIUH.
6.3. Cpok rogHocTH (CpOK XpaHeHwusl)

Hesckpuimuuii gpraxon

18 Mmecses.

Ilpucomoenennwiii pacmeop
[IpuroToBIEHHBII PACTBOP CIEIYET UCIOIH30BATh HEMEUICHHO TIOCIIE pa3BeACHU. XUMHUYECKas U

¢u3nyeckas cTaOMIBHOCTh pa3BEACHHOrO Mpernapara MOATBEepXkKAeHa npu Temnepatype 2—8 °C B
49



ot 12 Ne 2551

(MO :.-IE;LF'EIHTEJ_II:HC CTb 0020}
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Te4eHHe 0 24 4acoB, IPU KOMHAaTHOW TEMIIEPATYpE BFeueHHe-Ao-4-4acos:
6.4. OcoOble MepbI IPEOCTOPOKHOCTH NIPH XPAHEHHH

XpaHUTh B 3alIMIIEHHOM OT CBETa MecTe, Ipu Temneparype 2—8 °C.
He 3amopaxuBars.

VYcioBus XxpaHeHHs Ipernapara 1ociie pa3BeJeHHs CM. B oApasene 6.6 HacTosALIero pasaena.
6.5. XapakTep u cofep:kaHue yIaKOBKH

YITOMUWPHUC, 300 mr/3 mil, KOHIIEHTPAT Ul OPUTOTOBJIEHNS pacTBOpa JULst HHGY3UH

ITo 3 mut B creknsiHABIC urakoHbl (TUIT ) BMecTUMOCTRIO 60,5 MJI, 3aKpBITHIE PE3UHOBOM MPOOKOMA
u3 OyTHIa, 00>KaToi CBEpXy aJTIOMHHHMEBBIM KOJIIAYKOM C IJIACTUKOBOW KPBIIKON («puir-odpd»).

Ilo 1 (bHaKOHy C JIUCTKOM-BKJIAJABIIIICM B KapTOHHOﬁ IMa4Ke C KOHTPOJIEM IICPBOIr'0 BCKPBITHA.

YJITOMUMWPHUC, 1100 mr/11 mu1, KOHLIEHTPAT Ul IIPUTOTOBJIEHUS PacTBOPA Uil HHDY3UH

ITo 11 mn B crexusinubIe prakons! (Tut [) BMecTuMocThio 13,541 Mi1, 3aKpBITHIE PE3MHOBOW MTPOOKOH
u3 OyTHIa, 00’KaToi CBEpXy aTFOMHHHEBBIM KOJIITAYKOM C IJIACTUKOBOW KPBIIKON («putr-odpd»).

Ilo 1 (bHaKOHy C JIUCTKOM-BKJIAJABIIIICM B KapTOHHOﬁ IMa4KC C KOHTPOJIEM IICPBOI'0O BCKPBITHUA.

6.6. OcoOble MepbI NPEAOCTOPOKHOCTH NMPH YTHIN3ANHUN HCHOJb30BAHHOIO JIEKAPCTBEHHOIO
npenapara MM OTXO0J0B, MOJYYEHHBIX MOC/Je NMPUMEHEHHsI JeKAPCTBEHHOr0 Mpenapara, u

Apyrue MAHMIYJISILMH € IPenapaTomM

®nakon npenapara YJITOMUPUC npenna3zHaueH TOIbKO 411 OJHOKPATHOTO IPUMEHEHHUS.

Tpebyercs pa3BeaeHHe 10 KOHEYHON KOHIIEHTpauu 50 mMr/mi.

Crnenyet cobito1aTh aCENTUYECKUE YCIOBHUSL.
[IpuroroBnenue pactBopa ist UHQY3UH:

1. KoaunuecTBo (py1akoHOB /7151 pa3BeACHUs ONPEEIIAI0T HA OCHOBAaHUM MacChl Tella MalueHTa u
Ha3HA4eHHOW J103bl, CM. paznen 4.2.

2. Jlo pa3BeneHus mpenapat Bo (pyiakoHe CleAyeT OLIEHUTh BU3YyalbHO; KOHLIEHTPAT HE T0JIKEH
coJiep’KaTh BUAMMBIEC YaCTULIBI MM ocafok. He ucnonp3yiiTe npenapar npu oOHapyKEHUU
BHUJMMBIX YaCTHUL] WJIK OCAJKA.

3. PaccuuTanHbIi 00beM mpenapaTta U3BJIEKAIOT U3 COOTBETCTBYIOLIETO KOJINYECTBA (PJIAKOHOB
U pa3BOJAT B makeTe Uil nHpy3un pactBopoM Hatpus xiopuaa 0,9 % nns uabekuuid. Cm.
CIpaBOYHbIE TAOJIHUIBI [0 MPUMEHEHUIO INpernapaTta jaajee Mo Tekcry. llpemapar ciemyet
CMEINBATh OCTOPOXHO. He BCTpsXxuBaTh.

[Tocne pa3BeneHust KOHEUHAss KOHIIEHTPALUS pacTBOpa st MHPY3uid coctaBiseT S0 Mr/mir.

5. TIpuroToBiieHHBIH pacTBOp CIEAYyET BBOAUTH HE3aMEIIUTENIbHO MOCIE IPUTOTOBICHHUS, TPU
HEOOXOMMOCTH XpaHEHHUs cleqyeT XpaHuTh npu Temneparype 2—-8 °C. Ilpu xpaHeHuu
IIPUTOTOBJIEHHOTO pacTBopa npu Temmeparype 2-8 °C, mepen BBENEHHUEM pacTBOP

HCO6XOI[I/IMO JIOBECTH 10 KOMHATHOM TEMIICPATYPhL. Henp3s BBOAUTH npemnapar ¢ NoMOIbrO
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BHYTPUBEHHOTO CTPYHHOTO MJIM OOJFOCHOTO Bl
nHy3nn ykazaHa B Tabmunax 4 u 5. MH(py3ur0 He0OX0IUMO BBIMOIHATE Yepe3 (QUIbTpP C
pasmepom mop 0,2 mxm. Ilocne BBenenus npemapara YJITOMUPUC Bcro nHOY3HOHHYIO
JMHUIO ciiexyeT npoMseITh 0,9 % pacTBOpoM HaATpHsl XJIOpUIA AJI1 UHBEKIUH.

6. Ecnu npenapaT He UCIIOJIb3YETCS HEITOCPEACTBEHHO M1OCIIE PAa3BEACHUS, BPEMS XPaHEHUSI TPU
temriepatype 2—8 °C He [IOJDKHO MpeBblarh 24 4acoB wid 4 4YacoB MpU KOMHATHOM

TEeMIIEpaType ¢ Y4eTOM IJIaHUPYyEeMON MPOAOHKUTEIBHOCTH UHY3HUH.

Taoiuna 24. CopaBoyHasi Ta0JMIa 10 BBEJEHMIO HAIPY304YHOM [03bl Mpenapara
YIATOMUPUC

JAuana3on maccel | Harpy3zounas O0bem O6beMm pacTtBopa | OOmuii 00bemM
Tesa (Kr)? J03a (Mr) npenapara HATpus XJIOpUIa (mJ1)
YITOMUPUC (mJ1) puist
(mu1) pasBenenus’®
ot > 10 go < 20° 600 6 6 12
ot > 20 o < 30° 900 9 9 18
ot > 30 no < 40° 1200 12 12 24
ot > 40 1o < 60 2400 24 24 48
ot > 60 mo < 100 2700 27 27 54
> 100 3000 30 30 60

a Macca Tena Ha MOMEHT JICUCHHS.
6 Ipenapar YITOMUPUC cnenyer pasBoauts pacTBOpoM HaTpus xjopuna 0,9 % nns HHbEKIHH.

B Tonbko ans npuMmenenus no nokazauusim [THT u al'YC.

Tadnmua 25. CnpaBouHasi Ta0JWIa N0 BBEIEHUI0 MOMIEP:KHBAIOIIMX /103 Npemnapara
YITOMUPUC

Juana3on maccol | Ilognepxusaro O0bem O0bem O0mmii 00bem
Tesa (Kr)? masi 103a (Mr) | JeKapCTBEHHOI0 pacTBopa (M)
npemnapara HaTpus
YIATOMUPUC xJopujaa (M)
(mun) IS
pasBenenus’®
ot > 10 no < 20° 600 6 6 12
ot > 20 no < 30° 2100 21 21 42
ot > 30 no <40° 2700 27 27 54
ot > 40 1o <60 3000 30 30 60
oT > 60 1o <100 3300 33 33 66
>100 3600 36 36 72
a Macca Teira Ha MOMEHT JICUEHUS.
o IIpenapar YITOMUPUC cnenyet pa3Boauts pacTBopoM Hatpus xaopuna 0,9 % ams uHbeKIuii.
B Tonbko ans npuMenenus no nokazaausim [THT u al'YC.
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Tabdauma 26. CnpaBouHass Ta0JuuIa N0 BBedCHIHO—AOHOAHUTEABHOI—A03BI—HpeRapara——
YITOMUPUC

JAunana3on JdonmosHuTEIbHAS Oo0bem O0bem pactBopa | O0mmit 00beM
Macchl TeJia mo03a (Mr) npenapara HATpHs XJopuaa (mu1)
(kr)? YITOMUPUC (1) pas
(mur) pasBenenus’®

ot > 40 no <60 600 6 6 12
1200 12 12 24
1500 15 15 30
ot > 60 o 600 6 6 12
<100 1500 15 15 30
1800 18 18 36
> 100 600 6 6 12
1500 15 15 30
1800 18 18 36

Macca Tema Ha MOMEHT JICUCHHS.

IIpenapat YIITOMUPUC caenyeT pa3Boauth pacTBopoM Hatpust xiopuna 0,9 % myisa uHbeKiuii.
Hewncnonb30BaHHBIN JIEKQpCTBEHHBIM MpenapaTr CJlAeAyeT YTHUIM3HUPOBaTh B COOTBETCTBUU C
MCCTHBIMHA Tpe6OBaHI/I5{MI/I.

7. IEPZKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUS

®pannus
Anexcuon Opon CAC, 103-105, pro Anatons ®panc, 92300 Jlepamnya-Ileppe, @panuus
Alexion Europe SAS, 103-105, rue Anatole France, 92300 Levallois-Perret, France

OnexktpoHHas noyra: alexion.france@alexion.com
7.1. IlpencraBureib AepsKaTess peruHCTPALMOHHOIO YAOCTOBEPEHHS

IIperen3uu norpeduTene HanpaBIATh 110 AAPECY:

Poccuiickas ®@edepayus

00O «Actpa3eneka @apmMacbIOTUKAI3)»

123112, r. Mockaa, 1-it KpacHorBapaeiickuii mpoesn, a. 21, ctp. 1, atax 30, komnHartst 13 u 14
Ten.: +7 495 799 56 99

®axc: +7 495 799 56 98

OnektponHas moura: Safety.Russia@astrazeneca.com

ProductQuality.ru@astrazeneca.com

Pecnybnuxa Kazaxcman
[TpencraButensctBO 3AK «Actpa3eneka H0-Keit Jlumuremy
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II_II_I"IE.J. E JTENBEHOCTE 0020)
Pecny6nuka Kazaxcran, r. Anmatst, 050000, yn. Kynaesa;-#a—77-ohue-104

Ten.: +7 727232 14 15

OnektpoHHas nmoura: adverse.events.kz@astrazeneca.com

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

JITI-Ne(001862)-(PT-RU)

9. KATEI'OPUA OTITYCKA JIEKAPCTBEHHOTI'O IIPEITAPATA

JlexapcTBeHHBIH MpenapaT OTHOCUTCS K KATETOPUU OTITYCKA IO PELETITY.

10. YCTAHOBJIEHME ITIOCTPETUCTPAIIMOHHBIX MEP

Oo6mas xapaktepuctuka jJekapcTBeHHoro npemnapara YJITOMUPUC nocrynHa B eMHOM peecTpe
3apETUCTPUPOBAHHBIX JICKAPCTBCHHBIX CPEICTB Ha WHGOPMAIMOHHOM TopTajie EBpa3suiickoro

SKOHOMMHYCCKOI'O COrO3a.
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