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MHWHUCTEPCTBO 3IPABOOXPAHEHUS POCCHIACKRON GEAEPALIIU
_ HHCTPYKLIMS
0 MEJALWBCKOMY NPUMEHEHMIO JEKAPCTBEHHOI'O IIPEIIAPATA
AKTEMPA®

PerncTpanuoHHkIii HoMep
JICP-003012/09

Toproboe HauMeHOBaHHE
Axtempa®

MBPK,EI,'YHapOI[HOG HENMATEHTOBAHHOC NJIH PYININHPOBOYHOE HAHMEHOBRHHC

Tomunuzymad

JexapcTBeHuan ¢gopMa

KonnenTtpar ans npuroToBneHus pacTeopa InA HHy3uit

Cocras

1 M1 npenapara comepKHUT:

Oeticmeyiowjee gewyecmeo: Touumzymad — 20 Mr;

écnomozamenshvie sewjecmea: nomucopbar 80 — 0.5 mr, caxaposa — 50.0 Mr, HaTpus
rugpodocdara Dogexaruapar — q.s., HaTpus quruapodocdara guruapat — q.s., Boja Wi
HMHBEKIHHA — (.S.

Onucanuie

Hpospaqnaz HIIN OIIAJIECIIHPYIONIAA OecuBeTHas MIIH CBETIIO-JKEIITOrO IBETA JKHAKOCTE.

(I)apmalconpanenmqecxan rpyomoa

AuTHTENA MOHOKIIOHANBHBIE

Kog ATX
L04ACO7




—

_/

COOTBETCTBYET 3

(PapMaKoJI0rHIecKHe CBOHCTBA (Bxopawwmit M3 N24241630

Dapmakoounamixa

Mexanuzm Oelicmeus

Tonumu3symab — pekoOMOHHAHTHOE T'YMaHH3UPOBAHHOE MOHOKIIOHATTBHOE aHTHATENIO K
4eJI0BeHecKOMY penentopy ueTepneiikuna-6 (MJI-6) u3 nogxiacca umMyHornobymuaos [gG.
Tonunusymab ca3EIBa€TCA M MOAABIAET KAk paCTBOPHMEIE, Tak M MembpanHEle perentops! UJI-6
(sIL-6R m mIL-6R). NJI-6 sBnsieTcst MHOTOGYHKIHOHANBHBIM ITATOKHHOM, BEIpabaTsIBacMBIM
PA3HYHBIMH THIIAMH KJIETOK, H YYaCTBYET B IIAPaKPHHHOH PeryisiHy, CHCTEMHBIX
(bH3HONOTHIECKHX H HAaTONOTAIECKHX NIPONECcCaX, TAKUX KaK CTUMYJIALUS cexkpernu Ig,
aKTHBALMA T-KIETOK, CTAMYJIALUS BbIpaboTku 6enKoB ocTpoii (has3sl B MeYeHH H CTHMYILAIIIS
reMonoa3a. MJI-6 BoRIIeueH B naToreHes pasiMuHbIX 3a00JeBaHMi, B TOM YHCIE BOCIANHTENSHBIX
3a0oneBaHmi, OCTEONOPO3a B HOBOOOPA30BAHMI.

Henp3s HCKINIOYHTE BEPOATHOCTS OTPUIIATENEHOTO BO3AEHCTBHS TONMIN3yMaba Ha
IPOTHBOOIIYXONEBYIO H IPOTHBOMH(EKIHOHHYIO 3alMUTY Opranu3Ma. Pos HHrHOHpoBaHMA
penenrtopa UJI-6 B pa3sBHTHE OIyXONeii HEH3BECTHA.

Y manmenToB ¢ kopoHaBApycHOM HHpekmueit (COVID-19, COronaVIrus Disease 2019),
HOJYy4aBIIHX TOUHIN3yMal B no3e 8 MI/Kr ofHOKpaTHO, CHIKEeHWE ToKasarels C-peakTHBHOTO
Oenxa (CPB) no HopMansHBIX 3HauYeHHI HabMIOAANOCh YiKe Ha 7 NEHb.

Knunuuecxan agphexmugnocme npu peemamoudrom apmpume (PA)

OS¢ dexTuBHOCTS penapara y HAllMEHTOB, IIONYYABIIHX TOLMIA3YMal Kak B MOHOTEpANHH, TaK K
B KOMOHHAIIMH ¢ METOTPEKCATOM HIH Ga3HCHBIME IPOTHBOBOCHIATHTEEHEIMH IpelapaTaMu
(BIIBII), He 3aBHceNa OT HATHYAS MM OTCYTCTBHA PEBMATOMIHOTO (paKTOpa, BO3pacTa, [oa,
PacoBOH NPHHAIUIEKHOCTH, YA IPEAIIECTBYIOIMX KYPCOB JICUEHHS WA CTAXHH 3a00IeBaHHA.
Ortser Ha Tepanuio BO3HHKA 6BICTPO (Ve Ha BTOPOi HeAene), B JaabHERIIEM YCHIIHBAIICH U
coxpassics Oonee 3 ner.

¥ nauueHToB, MOJy4aBOIHX TOMMIH3YMab B o3¢ 8 MI/KT, CYIECTBEHHO CHHXXAETCA HHIEKC
aKTHBHOCTH 3abosepanns no mxane DAS28 no cpaBHEHHIO ¢ TATAEHTAMY, MONYYaBITHEMU
nnanebo + BIIBIIL. Yucno nanuenToB, gocTurmmx kiumudeckoif pemucenu (DAS28 <2.6) na 24
Hefiene, 65010 3HAYATENEHO O0TBIIE B TPYIINE Tepamuy Tonpmasymatom (27.5-33.6%) mo
CPaBHEHHIO ¢ KOHTpobHo# rpynnoii (0.8-12.1%). K 52 Hezmene Tepamus 9ucliio NalHEHTOR,
nocturmux DAS28 <2.6, ysenuumBaercs 1o 47% no cpaBHeHHIO ¢ 33% Ha 24 Henene Tepanum.
Xopomwmit HiTH YAOBICTBOPHTENBHEIH oTBeT 10 KpuTepiaM EULAR orMmeuancs vamie y
MAIHEHTOB, nonyr'iaBme TOLMIH3YMa0, ueMm Imonydapmux miamedo + BIIBIL.

Yepes 2 roxa tepanu Tonmmsymabom/MT y 14% manuenToB HaOmOAaNCs 3HAYHTENBHBTA

xnuaayeckuit o1BeT (AKP 70 (xputepnu Amepukanckoit Komrerun Peemaronoros, AKP)
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COXpaHsJICA Ha NMPOTsHKeHHH 24 Hezlenb U Goteg). (Bxopswmi M3 N=4241630)

Peumeenonocuveckas oyenka

V 83% nanueHToB, MOJIyYaBIIMX Tepanuo Tountmzymadom/MT B Teuenue roaa, He
3apErHCTPUPOBAHO MPOTPECCHPOBAHUA JECTPYKIIHH CYCTABOB (H3MEHEHHE CYMMapHOro HHIEKca
[1lapna paBHO HYJIIO HJIH MEHEE) I10 CpaBHEHHIO ¢ 67% MaiueHToB, nojxyyaBumx mianedo/MT.
JlaHHBIH pe3y/IbTaT COXPAHSIICs Ha MPOTHKeHHH 2 et Tepanuu. Y 93% nanueHTos
OTCYTCTBOBAJIO MPOrPECCHPOBAHUE JECTPYKIHH CycTaBoB Mesxy 52 u 104 HeaensiMu TeparnuH.

Iokazamenu kayecmsa Jcuznu

YV nanueHToB, NOJIyYaBIIMX TOLHIM3YMal B J03e 8 MI/Kr (MOHOTEpanus HiIH B COUYETAHUH C
BIIBII), no cpaBuenuto ¢ remu, k1o nomydan MT/bBIIBII, nabmonanock KIHHHYECKH 3HAYUMOE
yayuinenue GpyHkiHoHanbHoi aktusHocTH (no uuaekcy HAQ-DI), cumxenne yromiasieMocTH (1o
mKaie GYHKIHOHATBHOH OLIEHKH TepauH XPOHHUECKHX 3a00/1eBaHHH 110 10KA3aTEeN0
yromasiemoctd FACIT-Fatigue), a Takxke yiydlienue Kak nokasareneii (pu3n4eckoro, Tak 1
ToKasaresieil MCHXHYECKOro 3/10poBbs Mo onpocHuky SF-36.

ﬂaéopamopn ble nokasame.iu

[Tocne BBeieHUs TOUUIM3yMaba MPOUCXOAUT OBICTPOE CHHIKEHHE CPEeIHUX 3HAYCHU
octpocdazossix nokasareneii, CPb, COD, ceiBopoTouHoro amunonia A u pudbpuHoreHa,
CHIJKEHHE YHC/Ia TPOMOOIHTOR B NpeJieax HOpMaJIbHBIX 3HAYEHHIT, @ TAKXKEe YBEITHYCHHE
remorj00uHa, KoTopoe B HauOoIbIIeH cTeneHd HabII0/1a10Ch Y MAIMEHTOB ¢ XPOHHYECKOH
aHemuen, csizanHoil ¢ PA.

Knunuueckas s¢pghexmuenocme y nayuenmos ¢ pannum peemamoudnvim apmpumom (pPA), panee
He nonyyaswuiux mepanuio MT

[pu npuMeHeHHH TolMIM3ymala B MOHOTEpAIKK B 03¢ 8 MI/Kr U TouMIM3yMata B 1o3e 4 uiau 8
MI/KT Kak/ible 4 Hesenu B komOunanmu ¢ MT unzexc aktuBHOCTH 3a001eBanus 1o mkaine DAS28
CYIIECTBEHHO CHHIKAETCS B IPYIINAX, MOJy4aBIIMX TOLMIN3YyMa0 B 103¢ 8 MI/KT, IO CpaBHEHHIO €
nanueHTamMu, nojydasmuMu Monotepanuo MT. Uncno nanueHToB, TOCTHITIHX KIMHHYECKOH
pemuccun (DAS28 <2.6) Ha 24 Henene, 3HAUMTENLHO OOJIbIIE B TPYIINAX, TOTYYaBIIHX
torunizymat (38.7-44.8%), no cpaBHenuto ¢ rpynnoi Mmonotepanuu MT (15%). K 52 nenene
YHCII0 NalueHToB, focTurimux DAS28 <2.6 B rpynmnax Tepaniu TOLHIM3YMaOOM, YBETHYHBACTCH
110 39.4-49% no cpaHenuio ¢ 19.5% B rpynne monoteparuu MT. Uncno nauueHToB, JOCTUITIIHX
otBeta AKP 20, 50, 70, Tak)e CyLIECTBEHHO BBIIIE B IPyMIax Tepaniy Tounmsymadom (70.2-
74.5%: 47.6-56.9%:; 30.1-38.6% Ha 24 negene u 63-67.2%:; 49.3-55.9%; 36-43.1% na 52 nenene,

COOTBETCTBEHHO) 110 CPABHEHHUIO ¢ rpymnnoi MoroTeparun MT (65.2%; 43.2%; 25.4% na 24

Henene v 57.1%; 40.8%; 28.9% na 52 Henene, COOTBETCTBEHHO).
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Peumezenonozuyeckasn OYEHKdA

OTCyTCTBHE MporpecCHpoBaHUs JECTPYKIMH CYCTaBOB (M3MEHEHAe cyMMapHOro nuzekca Ilapmna
PaBHO HYJIIO HIIH MeHee) HabmopaeTcs y 82-83% naruenToB, monyyaBImux TonunzymMab B nose
8 MI/KT B KadecTBe MOHOTEPAIMH Wi B KomGuHamuu ¢ MT, o cpaBHeHHIO ¢ 73% MalMenToB B
rpynne MoHoTepanuu MT.

Horazamenu xavecmea JicusHu

KJIMHHYeCKH 3HAaMHMOe YIydIleHHe ) YHKIHOHANBHOM akTHBHOCTH 1o HHaekcy HAQ-DI
Habrofaercs y MaleHTOB, IOIy4YaBIIMX TOUMIH3YMad B 03¢ 8 MI/KT B Ka4eCTBE MOHOTEpanut
K koMbuHanuy ¢ MT, no cpasHEeHHIO ¢ TEMM, KTO ITonydan MoHoTepamuio MT.

IIpu MonoTepanuu ToruI3yMaboM (B Joze 8 MI/KT BHYTPHBEHHO KX IbIE 4 HEAETH Y IIallHEHTOB
¢ PA, c renepenocumoctsio MT umn npm HenenecootpazHoctu npogomienus tepanna MT (B
TOM YHCIIE NIPH HeaJleKBaTHOM OTBeTe Ha Tepanuio MT)) nabmonanocs Gojee BolpakeHHOE
CTaTHCTHYECKH 3HaYMMOe CHH KeHHe aKkTHBHOCTH 3a0oeBanus no mkane DAS28 mo cpaBReHHI0
¢ MOHOTepanueii agamiMymaboM (B o3e 40 Mr moakoKHO Kaxaste 2 Hepenn). Konuiectso
[IAIIUEHTOB, OTBETUBIIKX Ha Tepanuio ¢ nokazareasMu DAS28 <2.6 u DAS28 <3.2, 6110 Gonplne
IIpH TEpauy TOIMIN3yMaboM, 4eM IpH Tepanuy aganamymadoM (39.9% npotus 10.5% u 51.5%
npotuB 19.8%, cootBercTBeHHO). OTBeTE AKP 20, 50, 70 Habmonamucs y 65%, 47.2%, 32.5%
[AIIHEHTOB, IIOJYYaBIIAX TOLUHIN3YMa0, 1o cpasHeHHIO ¢ 49.4%, 27.8%, 17.9% nanueHTOB,
HOMYYaBINHX afamuMymMas.

Knunuyecxasn sghpexmusnocms npu nOAUAPMUKYAIPHOM 108EHUTLHOM UOUONAIMUYECKOM
apmpume (nfOHA)

Otserst AKP 30, 50, 70, 90 ObutH nonyyens y 89.4%, 83.0%, 62.2% u 26.1% nauueHToB,
cooTBeTcTBEHHO. [omnd naruentos ¢ otBeToM AKP 30, 50, 70 na 40 nexene tepanun
OTHOCHTEJIEHO ToKa3aTe el Ha Havyano Tepanuy coctasuna 74.4%, 73.2% u 64.6%,
COOTBETCTBEHHO.

Knunuueckan aghghexmusrocmo npu cucmeMHoM 108HUTBHOM UOUONGMUYECKOM apMpUme
(clOHA)

SddexrrBHOCTS TOMHIM3YMaba Juta nedenns akrasHoro cFOUA usyqanace B 12-nenensaoM
PaHIOMA3HPOBAHHOM, JBOMHOM CJIETIOM IUIANe00 KOHTPOIMPYEMOM IISPHOJE HCCIEAOBAHHA C 2
IapajiielbHBIMUA rpynmami. Ha 12 Hesene xond nanueHToB, focTurmmx oteeta AKP 30, 50, 70,
90 nmpu FOHA, Taxxe OpUta OONBINE B IPYIITE TEPANHH TOMIM3YMadoM, YeM B rpymnie mnanedo:
90.7% nporus 24.3%, 85.3% nporus 10.8%, 70.7% nporus 8.1%, 37.3% npotus 5.4%,
cooTBeTcTBERHO (p<0.0001). OTBET Ha TEPANKIO COXPAHSICA H B OTKPHITOM PaclIHPEHHOM

IIEPHOAE HCCIIEAOBAHHA.
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Y 85% marnueHTOB, MMEBIIMX HCXOAHO JMXOPAJKY, Yepe3 12 HeJiensb Tepauu TOLHIN3yMaboM
NEX0panxa OTCYTICTBOBaNA IO cpaBHeHHIO ¢ 21% marenToB, momyg9apmux mianebo (p<0.0001).
Kpome Toro, y 64% namueHToB, HMEBIIHX CHITh HCXOJHO, Tepe3 12 Helenb Tepanun
TOLIJIN3YMaboM CHIIb OTCYTCTBOBAJNA IT0 cpaBHEHH!O ¢ 11% nanueHToB, NOMTyyaBIHX nnanebo
(p=0.0008).

Habmopanocs 3Ha9UMOE CHEMKEHHe HHTEHCHBHOCTH OONIEBOTO CHHAPOMA B TPYIINE TEPAIHH
TOIMIH3yMaboM 110 cpaBHEHHIO ¢ Itaneto Ha 12 Hepene, CKOppeKTHPOBAHHOE CpENHES
H3MEHEHHE OLEHKH 00N o BU3yalibHOM aHanoropoii mrane (BAIIT) mocne 12 wepens Teparmuu
Tonuau3ymMabom cootBercTBoBalo 41 myHKTY (0T 0 0 100 nynkToR) Mo ¢cpaBHEHMIO ¢ | TYHKTOM
Y HalHeHToB, noiy4asmux ranebo (p<0.0001). CucremHsle 3 heKTH COXPaHAIHCH K B
IPOAOIKAIOMEMCS OTKPEITOM PaCIIHPEHHOM IIEPHOJIE HCCIEAOBaHMS.

CHuoicenue 003vl 2NIQKOKOPMUKOCMEPOUIOS

¥ 8 u3 31 nanuenTa B rpynne 1wianebo 1 y 48 u3 70 manueHToB B IpyIine TOMHIA3yMa0a,
MOJYYaBIIMX [NIFOKOKOPTHKOCTEPOU B! HexonHo, Habmogancs orBeT AKP 70 npu KOMA Ba 6 nmx
8 Hegene, YTO MO3BONTAIIO CHA3UTE 103y NIIOKOKOPTHKOCTEPOHAOB. [IpH 3TOM 24% [AIEEHTOB B
rpymnne Tonmtusymada 1 3% NaruenToB B rpymie muanebo CMOTIH CHU3HTE 03y
TIIIOKOKOPTHKOCTEPOHIOB Kax MUHUMYM Ha 20% 6e3 [oCeqyomero CHHXeHHs YaCTOTHI OTBETA
no kputepusm AKP 30 npu JOMA nnu Bo3HUKHOBEHHA CUCTEMHEBIX posiBneHu k 12 Hepene
(p=0.028). CHibxxeHHE O3B! IMIOKOKOPTHKOCTEPOUAOB IIPOAOIKHIIOCE, TIPH 3ToM 44 TallHeHTa He
MOJIy4alli IMIOKOKOPTHKOCTEPORIE! Ha 44 Hegene, 1 oTBeTsl AKP He H3MeHsmucy.

Ioxasamenu kavecmsa HCU3Hu

Ha 12 nenene nons nanueHTOB B IPyIe TOMUNIN3yMada, IeMOHCTPHPYIOIIHX MUHAMAIBHOE
KJIIMHHYECKH 3HaYUMoe yIydlIeHHe nokasatens no onpocauky CHAQ-DI (onpenenernnoro kax
CHI)KEHHE HHIMBUIYAIBHOTO obmtero 6anna ga >0.13), Opi1a 3HaUMTENBHO BEIIE, Y€M JOJIS
NanHeHTOoB B Ipymne mnanebo — 77% npotas 19%, cootBerctBerHo (p<0.0001). OTBETHI
COXPaHJIACE U B IIPOJIOIDKAIONIEMCS OTKPBITOM PacIIMpeHHOM NEPHOJE HCCICIOBAHHS.

Jlabopamopnvie noxazamenu

HcxomHo y 67% namueHTOB B3 IPYINBI TONMIM3yMaba cojepkaHne reMoryiobnna Obu1o HIKe
HOpMAIBHOro Auanazona. ¥ 80% H3 5THx mauueHToB Ha 12 Hepene HabMoaoch yBEIHICHHE
reMONIO0OHHA B [Ipeieflax HOPMaJIbHOTO AHana3oHa II0 CPAaBHEHHIO ¢ 7%0 MAllHEHTOR B IPYIIIE
wraue6o (p<0.0001). ¥ 88% nanueHTOB U3 rpynisl TonrIH3yMaba, HMEBIINX HCXOIHO
CHKEHHOE COZIepKaHHe reMoro0HHa, ero ypoBeHb yBelndmiIcs Ha >10 1/n x 6 mexene, B rpymnime
wraie6o 9acToTa NoBLIIEHMs cocTaBmia 3% (p<0.0001).

Jlons NAlKEeRTOR, MMEBIUHX HCXOAHO TPOMGOLIHUTO3 H Y KOTOPBIX Ha 12 Hezee HabIoaanoch
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HOPMAJIBHOE YHCIIO TPOMBOLHMTOB, GhLTA BEIIIE(B IPYIIe ToIM#AYMAGA Tlo (pasiteinio ¢

rpynno# mianebo — 90% npotus 4% (p<0.0001).
[Nocne BBeAeHus TonrMM3yMaba IpoRCXoqaNo ObICTPOE CHIKCHHE CPSOHHX 3HAYCHHUIM
ocrpotazonrix nokasareneif; CPB, CO3 # cBBOPOTOYHOTO aMHIIOHAA A.

Knunuuecxan s¢hgpexmuenocms npu COVID-19

Heenedosanue coemecmruoil vuccreoogamensckoii cpynnvt RECOVERY (pandomuszuposannas

oyerxa mepanuu no nogady COVID-19) y zochumaiuzuposanblx 8200CAbIX RAYNEHMOE C

ouaznozom COVID-19

Hccnenosanne RECOVERY mnpencrasnano coboit kpynmHoMacmTabHoe, paHOMH3HPOBAHHOE,

KOHTPONMPYEMOE, OTKPEITOE, MHOTOIIEHTPOBOE IIIaTHOPMEHHOE HCCIIEOBAHHE, IPOBEICHHOE B

Benuxobputanuu 1d oneHkd 3¢ ¢eKTHRHOCTH M O€3011aCHOCTH NOTEHI[MAIBHEIX BAPUAHTOB

TEpaIKH y TOCIUTAIM3HPOBAHHEIX B3POCIEIX TIAIMEHTOR ¢ TAXeNoH dopmoit COVID-19. Bee

" TIALMEHTEI, TOAXOSIINE IS BKIIIOUEHUS B UCCIIGHOBAHNE, TOMYIAIH CTAHAAPTHYIO TEPAIHIO H
IPONIH HaYalbHYIO (OCHOBHYIO) paHAOMH3AIMIO, [TallHeHTE], TOAXOMSILME I BKIIOYEHHS B
HCCIIeNOBaHe, UMETH IO03PEBAEMYIO HA OCHOBAHUH KIIMHUYECKHX IIPH3HAKOR HIIH
T1200paTOpHO NOATBEPXKACHHYIO HHpeKIH0 SARS-CoV-2 1 He MMeIN MeIUIHHCKHEX
IPOTHBONOKAa3aHHH K NPUMEHEHNMIO MOOO0r0 ¥3 pacCMaTpHBaEMEIX B HCCIIEJOBAHKH BHIOB
TepalHy. [JanueHTs! ¢ KIMHHYECKMMH OATBEPHICHHSAMY IPOTPECCHPYIONIei HHbeKIH
COVID-19 (onpenenseMbIMU KaK YPOBEHE caTypalllH KpoBH xuciaopoaoM (Sp02) <92% npu
JBIXaHAW aTMOC(EPHBIM BO3yXOM WIIH IOIyUYeHHE TEPAIIMH KHCIOPOAOM, a Takxke yposeHs CPB
>75Mr/1T) MOTIIH TPOHTH BTOPYIO PAaHJOMH3ALHIO B IPYIIIEL, HONyYaBIIHE TG0 TOMMIU3YMad
BHYTPHBEHHO, TH00 TONBEKO CTAHAAPTHYIO TEPAIIHIO.
Anamu3sl 3¢¢eKTUBHOCTH OB IPOBEACHE] B IIONMYJISIHA B COOTBETCTBHH C HA3HAYEHHBIM

. nedeHneM (intent-to-treat, ITT), xoTopast BKinogyana B ceGs 4116 panaOMH3HPOBAHHEIX
nanueHToB: 2022 nanueHTa OBUTH paHOMH3APOBAHEL B TPYIIY, IOMYYABIIYIO TOMHIN3yMab +
CTaHIAPTHYIO Tepanuio, 2094 manuenTa — B IrpymiLy, MOIy4aBIIYIO TONBKO CTAaHAAPTHYIO
Tepamuio. Mexonnsie nemorpaduyeckne XxapakTepUCTHKH B xépamepncmxn 3aboneBaHys
nonynsouy ITT Obun Hapnexanum obpasoM cHanaHCHpOBAHE! MEXTY IPYIIIaMK TCPANHH.
Cpenuuit Bo3pacT ygJacTHHKOB cocTarnan 63.6 rofa (craunaptHoe oTkioHenune [COJ: 13.6 roga).
BONBEMMHCTRO IaUXeHTOB OLUIN MY CKOro noua (67%) 1 OTHOCHIHCEH K €BPONEONIHON pace
(76%). Mennana (muanazon) 3Havenuit yposus CPB cocransana 143 mr/n (75-982). Ha
ncxomuoM yposHeE 0.2% (N=9) nmanueHTOB HE NOTYYaIH AOIONHATEILHBIA KHCIOPOX, 45%
NAHEHTOB TpeboBanack HUZKOMIOTOYHAS KHCIOPONHAs Tepanus, 41% nanueHTos TpeboBanach
BBICOKOIIOTOUHAS KUCIopoAHad Tepanud 4 14% namuenToB TpeboBaiach HHBa3HBHASL

vcKyccTBeHHas BenTUnAnus Jerkux (MBJI); 82% nanueHTOB mOTy4ann CHCTEMHBIE
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IIOKOKOPTHKOCTepouasl, HanGoree YacTEIME ¢onyTcTBYOMHMNE 3a60hean vt 6o

caxapHBIil quabeT (28.4%), 3aboneBanue cepaua (22.6%) u xpoHudeckas 00JIe3Hb JIETKHAX
(23.3%).

[epeHaHBIM ITOKA3aTENEM HCX0aa OBUIO BpEMs IO MOMEHTA CMEPTH B NIEPHOA A0 aHA 28.
OTHOIEeHHE PUCKOB, NEMOHCTPUPYIOIIEE CPaBHEHHE IPYIIIEL, TOMy4aBIIeH Tonumm3yMab +
CTaHAAPTHYIO TEPAIHMIO, C TPYIIIOH, OIyJaBIIeil TONEKO CTAHAAPTHYIO TEpanuio, coctasuno 0.85
(95% JIU: ot 0.76 no 0.94), cratnctivuecku 3HauuMelit pesynsrtat (p=0.0028). Pacuetnoie
MOKa3aTelH BEPOATHOCTH CMEPTH Ko IHIO 28 coctasuny 30.7% u 34.9% B rpynnax, noxyJaBuimx
TOIUI3YMab H TONBKO CTaHAAPTHYIO TEPAIHIO, COOTBETCTBEHHO. PacyeTHas pa3HOCTh PHCKOB
cocrarmina -4.1% (95% IH: ot -7.0 1o -1.3%), yTO cornacyercs ¢ pe3ynbTaTaMH MEPBHEYHOTO
aHanu3a. OTHOIIEHHE PUCKOR B 3apaHee ONpeNeNIeHHOi OATpyIe NallHEeHTOB, IOy IaBIINX
CHCTEMHBIE MNIIOKOKOPTHKOCTEPOH B! Ha HCXOHOM ypoBHE, cocrasiano 0.79 (95% IH: ot 0.70
1o 0.89), a B 3apaHee onpe/iesIeHHO MOATPYIIIE NalAEHTOB, He IONYIaBIIHX CHCTEMHEIE
IIIOKOKOPTHKOCTEPOU Bl HAa HCXOHOM YPOBHE, OTHOIIEHHE pUCKOB cocTaBmio 1.16 (95% IH: ot
0.91 no 1.48).

Menuana BpeMeHH [0 BBIIUCKY U3 CTALMOHApa cocTaBisura 19 AHeill B rpymie, monyJaBmett
TOIMIM3YMal + cTaHTApTHYIO Tepamuio, 1 >28 nHeil B rpymme, moxyYaBuIeif CTaHAAPTHYIO
tepanuio (oTHoLreHHe puckoB [95% U] = 1.22 [ot 1.12 mo 1.33]).

Cpem nameHToB, KOTOPEIM He TpeOopanack HHBasuBHaA MBJI Ha ncxoqHOM ypoBHE, HOIA
NallMeHTOB, Y KOTOPEIX NOABHIach NoTpebHOCTH B MIBJI Mnu HacTynuna cMepTh KO AHIO 28,
cocrasisna 35% (619/1754) B rpynme, momyyasueif TOMMIA3YMab + CTAaHIAPTHYIO TEPAITHIO, H
42% (754/1800) B rpymnre, nony4aplieii TOMLKO CTAHAAPTHYIO TEPAMHIO (OTHOIIEHUE PHCKOB
[95% OH] = 0.84 [oT 0.77 mo 0.92] p<0.0001).

Heenedosanue ML42528 (EMPACTA)

HUccneposanne MI1.42528 npencrasnsno coboii rnobansHoe paHZoMI3NPOBaHHOE, ABOHHOE
crenoe, mranebo-KOHTpONMpyeMoe, MEHOTOLeHTpoBoe HeenenoBanue 111 ¢asel mo orneHke
sthdexTHBHOCTH 1 6e30IaCHOCTH IPHMEHEHHS TOLMIN3yMaba JUIL BHYTPHBEHHOTO BBEICHUS B
KOMOHMHAOMH CO CTaHIapTHOH Tepanuel y roCIHTAIM3HPOBAHHEBIX B3POCHABIX NALMEHTOB C
IIHeBMOHHeH, acconuuporanHoit ¢ COVID-19, e naxonsanmxcs ga MIBJI. [Ins BKIIOYEHHA B
HcclleloBaHKe [TOIXOIUNM HallMeHTEl B BO3pacTe, o MeHbInell Mepe, 18 neT, uMeBIIie
uHpexmmio SARS-CoV-2, mogTBep X IeHHYIO IIONOKHUTENBHBIM PE3YJIBTATOM TECTA METOJIOM
MoJTUMepa3Hoi LIeMHOHK peakiuy ¢ o0paTHOM Tpanckpuntasoil (OT-IILIP), uMeBIIHe MHEBMOHHIO,
IIO,I[TBep)K.IIeHH}’IO:_' Pe3yIBTATAMH PEHTTEHOJIOTHYECKOTO HCCIIEROBaHUS, B YpoBeHs SpO2 <94%
IIpY IBIXQHHAH aTMIOC(bepHBIM Bo3ayXoM. CTaHOapTHAd TepalHs MOIJa BKIIOYATh B ce0s

IIPOTHBOBHPYCHYIO TEPAITHIO, IPEMECHCHHE CHCTEMHBIX INIICKOKOPTHKOCTEPOHAOB B HU3KHX 033X
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COOTBETCTBYET SKCNEPTHOMY OTYETY
or 28.08.2023 N= 16548
H TOJUIEPKHBAKONLYIO Tepanuio. [TarmenTs! Gbifin pangomusHpomasiH éoriotidime i1

TPYIIBL, MOTyYaBIIHE OJHY HHOY3UIO ToLMIM3ymMaba B 103e 8 MI/Kr, Py MaKCHMAaIBHOH J103€
800 mr, 1ubo nuanedo. Eciu KIMHHYECKHE NIPU3HAKH HIIH CUMIITOMBI YXY/IIIATHCH HIIH He
yIy4IIaauch, MOrja ObITh BBe/IeHA O/IHA JAOMOJIHUTEIbHAS HHDY3us TolHIM3ymMada ui mianebo
1o cienoi cxeme yepes 8-24 yaca noclie nNpoBeeHus nepBoi HHQY3HH.

M3 389 nauueHToB, KOTOpBIE OBLUIH PaHI0MH3HPOBaHbI, aHATH3bI 3P(PEKTHBHOCTH OBLTH
IIPOBeJIEHbI B MOJIM(DUITMPOBAHHOM MOMYJIAIHA B COOTBETCTBHH C HA3HAYEHHBIM JIEUEHHEM
(modified intent-to-treat, mITT), koTopas Bktoyana B cebs ManMeHTOB, MOJYYHBIINX THOO0E
KOJTMYECTBO MCCIIEYEMOro JeKapcTBEHHOTO npenapata (249 nanuueHToB B rpynie Touuansymada;
128 nmaumenTos B rpynne niaanedo). Mexoansie gemorpaduyeckue XapakTepuCTHKH H
XapakTepUCTHKH 3a00s1eBaHus ObUIH B 11e10M cOamanCHpOBaHbI MEKAY TpynnamMu tepanuu. B
nonyasiud mITT (n=377) Ha MOMEHT paHOMH3alMK MeHaHa Bo3pacTa cocTasisiia 57 ner
(mmanazon: ot 20 o 95); 59.2% nauueHToB ObLTH MYXCKOTO 1mosa, 56% nanueHToB HMETH
HCIIAaHCKOE WJIHM TaTHHOAMEPUKAHCKOE dTHHUYECKOE IporcxoxaeHue, 52.8% nauneHToB
NpHHAIENKAH K eBporneonHoi pace, 20.4% nanuenToB ObUTH aMePUKAHCKHMH
MHeHIIaMH/TIpe/ICTaBUTE/IAMH KOPEHHOT0 HaceaeHus Ansick, 15.1% naunenToB ObUTH
NpeICTABUTEISIMH HErPOHIHO# packl/adpoamepukaniiaMu U 1.6% manueHToB ObLUTH
NpeCTaBuTENAMH MOHTI0J10MAHOH packl. Ha nexoanom yporae 35 (9.3%) nanueHToB He
[OJTYYaIH JONOJIHUTEIBHBIN KHCI0po/I, 242 (64.2%) namnentam TpeboBanach HH3KOMOTOYHAS
kucnopoanas tepanus 1 100 (26.5%) nanuentam tpeboBatack BHICOKOTIOTOUHAS KHCIOPOIHAS
Tepanus. Mejnana BpeMeHH ¢ MOMEHTA BOZHUKHOBEHHSI CHMIITOMOB coctarisia 8.0 qusa. Ha
HCXOJHOM YPOBHE B 00€HX Ipynnax Tepanu B COBOKYMHOCTH 72.7% NalMeHTOB MOJydald
CHCTEMHBIE [JIIOKOKOPTHKOCTEPOU B! H 47.7% NManMeHToB NOIy4YaaIn peMAeCHBHP. 3HAUCHHS
meauansl (quanason) ypous CPb u eppuruna coctaisiim, coorBercTBeHHO, 136.10 mr/n (2.5-
3776.0) n 1.4 nmone/ma (0.03-122.3). HanGosee 4acTBIMH CONMYTCTBYIOMIMMH 3200 1€BAaHUSIMH
ObuTH apTepuanbHas runeprensus (48.3%), caxapusiii quader (40.6%), runepaunuaemus (27.6%)
1 oxkupenue (24.4%).

[lepBrunoii KOHEUHOMN TOYKOMH OLeHKH P dekTHBHOCTH ObUIA COBOKYITHAS OIS ALMEHTOB, Y
KOTOpBIX nosBuIack notpedrocts B UBJI unn nactynuna emepts ko auio 28. Jlns nauueHTos,
KOTOPBIE NOJTyYaId TOLHIH3YMa0, Ha0/IH01a/10Ch CTATHCTHYECKH 3HAYUMOE YIYYIIEHHE B
OTHOILEHHH BpPeMEHH /10 nporpeccupoBanus 10 MBJI uau cMepTH B cpaBHEHHH ¢ NAllHEHTaMH,
KOTOpBIE MoJTyyany riamnedo (3Hadenue p s gorpanrosoro kputepus = 0.0360; OP [95% JIU] =
0.56 [o1 0.33 10 0.97]). CoBokymnHas 101 NALMEHTOB, Y KOTOPBIX MOABHJIACH NOTPEOHOCTH B

WBJI nium Hactynuiaa cMepth Ko JHIO 28 (olleHKa ¢ Henoab3oBaHuem Meto 1a Kannana-Meiiepa),
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coctasuia 12.0% (95% JIVL: ot 8.52 1o 16.86%) B rpynme, fofyaaniéi Tomm

(95% IH: ot 13.34 no 27.36%) B rpyne, iony4asmeii miane6o.

Memuana BpeMeHH J(O BEITHCKH U3 CTaHOHapa MO0 «TOTOBHOCTH K BEITUCKE) 3a IIEPHOX IO JHA
28 cocTapisiia 6.0 THg B rpymie, Honydapmeif Tonnmzymad, 1 7.5 AHA B IpyIIe, HOTyJaBniei
mwrane6o (otHOmeHue prckoB = 1.16 [95% JTU: ot 0.91 mo 1.48]).

IMokasarens cMepTHOCTH Ha AeHb 28 coctarisun 10.4% B rpymnne, norydasime Tourmsymad, B
cpaeHeHuH ¢ 8.6% B rpynme, nonyqasmeii mnane6o (B3BelreHHad pazHuna (rpymnma
TOUNK3yMada — rpyma mnanebo): 2.0% [95% U: ot -5.2 mo 7.8%]). Iloxazatens cmMepTHOCTH
Ha JeHb 60 (peTpocneKTHBHEIH aHami3) cocTapuan 11.2% B rpynne, momyqasmeii Torpnuzymad, B
cpasaenuH ¢ 10.9% B rpynne, monydasmei nnarne6o (B3BemeHHas pasHua (rpynmna
Tomuu3ymaba — rpynmna mnauebo): 0.5% [95% JU: ot -6.9 mo 6.8%]).

Heenedoearnue WA42380 (COVACTA)

Hccneposanne WA42380 npencrasisno coboit rmobansHoe paHIOMH3HPOBaHHOE, IBOIHOE
clienoe, miane6o-KOHTpoIMpyemMoe, MHOroIeHTpoBoe uccnenopanue III dassl mo onerxe

3¢ heKTHBHOCTH U O€30I1aCHOCTH NPUMEHeHHs TOHIA3YMaba /it BHYTPHBEHHOIO BBEICHUA B
KOMOHHAIMH CO CTaH[APTHOM Tepanueii y B3pOCiEIX MAalHeHTOB, TOCIUTATH3HPOBAHHEIX ¢
TOKENOH MHeBMoHeH, acconuuposantoil ¢ COVID-19. [lnsd BrnoyeHss B HCCIeAOBaHHE
IIOAXOJHITH [TAIIHEHTHI B BO3pacTe, o MeHbIeH Mepe, 18 ner, umepmne undexnuo SARS-CoV-
2, TOATBEPKICHHYIO IIOJOKHUTENBHEIM pe3ynbTaToM Tecta MeToaoM OT-IIIP, umepmme
ITHEBMOHHIO, TOATBEPKACHAYIO pe3yNIbTaTaMH PEHTIEHOIOTHYECKOTO HCCIIEAOBaHHAS, 1
nokasartens SpO2 <93% npu AbIXaHHH aTMOC(EPHBIM BO3AYXOM, JIHOO OTHOILIEHHUE
[apIHANbHOIO AaBICHAS KHCIOPOAA B apTepHATBHOM KPOBH K (PaKIMH KHCIOPOIa BO
BABIXaeMoM Bo3ayxe 300 MM pr. cT. HnE MeHee. CTaHAapTHAS TEpPAIIKs MOIVIA BKIIOYATh B ce0s
IIPOTHBOBHPYCHYIO TEPAIIHIO, IPHMEHEHHE TIOKOKOPTHKOCTEPOMIOB B HH3KUX J03aX,
[IpEMEHEHHE PEKOHBAIECUIEHTHOMN IUIa3MEBl ¥ IPYTYIO NOIEPKHBAOIIYIO TEPAHIO. [launeHTs!
OBINM paHIOMH3UPOBAHEL B COOTHOIICHHH 2:1 B IPYNIBL, IOXYYaBIIHe OOHY HHQY3HIO
TOMHIM3yMata B o3¢ 8 MI/KT, MpH MakcHManbHOMH Hose 800 Mr, mibo mianebo. Ecmm
KIMHUYECKHE MPH3HAKH HIH CHMIITOMBI YXYAIIAIACH MM He YIy9Ianuch, MOIia OBITs BBEICHA
OJlHa NOIONHATEIEHAT HHGY3uA ToImm3yMaba uiH mranebo mo cienoit cxeme, uepes 8-24 yaca
TI0CJIe TIPOBENCHHUA NIEPBOH HH(Y3HH.

W3 452 nauneHTOB, XOTOPHIE OBUTH PAHAOMH3MPOBAHEI, aHAMH3H 3 (heKTHBHOCTH ORUTH
npoBeneHsl B monynsuuy mITT, koTopad Bno4ana B ce0f ManHeHToB, MONYYHBIUMX Moboe
KOJIMYECTBO MCCIIEAYEMOTO JIEKapCTBEHHOrO Ipenapara (294 manueHTa B rpynine TOMMIH3yMaba;
144 nanuenta B rpynne mnane6o). Mexomansie nemorpaguyeckue XapaKTepHCTHKY U

XapaKTepUCTHKH 3aboneBaHus OBUIH B LIeNOM cOaTaHCHPOBaHbl MEXY IpyniaMu Tepanud. s
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nonymaned mITT B nenom (n=438) na MomeHT pannomnaaﬁéﬁf"ﬁeﬁrﬂdﬁa'ﬁgsbééﬁ;éégi:aBma 62

roga (iuanasoH: 22-96, npu stoM 44.3% mauuenToB OBIA B Bo3pacte 65 et Wi crapie);
69.9% nanueHTOB OBUIH MYIKCKOTO IToa, 32.2% nanneHToB OBLIH HCIIAHCKOTO MITH
NaTHHOAMEPUKAHCKOr0 STHHYECKOr0 IIPOHCXOXIeH S, 57.5% nalreHToB IPHHAIIEKATH K
€BpoNeOnaHol pace, 15.1% nanuenToB OFUM NpeacTaBUTEIMHA Herpon,uﬁoﬁ
pacer/adpoaMepukannamu 1 8.7% nanuenTos G5UTH NpeACTABUTENIMH MOHTIOJOHAHOM pacsr. Ha
HCXOMHOM ypoBHE 3.4% NauueHTOB HE MOyYalH TOIOIHATEIBHEH KHCIopol, 27.9% nauneHToB
HOy9aTy HH3KOIIOTOYHYIO KACIOPOAHYIO Tepamuio, 30.4% nanueHTOB HaXOJUIHCE Ha
neuHBa3usHo# W BJI mmi noryyany BEICOKONOTOYHYIO KHCIOPOAHYIO Tepamuo 1 38.4%
HAI[ACHTOB HAXOMMIHCh HAa HHBa3suBHOH MIBJI. Mennana BpeMeHH ¢ MOMEHTa BOSHHKHOBEHHA
cuMnToMoB cocTaBiana 11.0 gueit. Ha acxommom yporHe B 00eux rpynax Tepamnny B
COBOKYITHOCTH 22.4% NMallHeHTOB NOIY4alH CHCTEMHbIE MIIOKOKOPTHKOCTEPORALL H 5.7%
[ALMEHTOB MOTy4any peMAeCHBHp. 3HaueHns Meuansl (TuanazoH) yposus MJI-6, CPb u
¢eppUTHHA COCTABILUIH, COOTBETCTBEHHO, 85.8 Hr/n (3.1-4020), 155.15 mr/n (1.1-499.6) 1 2.20
mmonb/Ma (0.0-75.3). Haunbonee 4acTBIME COMYTCTBYIOMHUMH 3a00JICBAHMAMH ObIIH
aprepuanbHas ranepreHsus (62.1%), caxapupii quader (38.1%), HapyeHNS cO CTOPOHEI
cepAedHo-cocyaucToi cucteMsl (28.1%) u oxupenne (20.5%).

HeprruHo#i KoHewHOH TOUKOH A OLleHKH 3(heKTHBHOCTH GBI KITHHUYECKHI CTATYC B AeHb 28,
OLICHHBAEMBIil ¢ HCIIONB30BaHHEM IIOPSAIKOBO}t MIKANSI CO CIEAYIOMAMH 7 KaTerOpHAMH:

1. Bpmucan 13 cTanHoHapa (U060 «rOTOB K BEITHCKEY, ITO ONPEHENAeTCd KaK JOCTHKEHAS
HOpPMaJILHOH TEMIIEpaTyphl TeNIa M YacTOTH! ABIXaHHA, a TaKXkKe cTaOHIBHOrO YPOBHA CaTypallii
KPOBH KHCJIOPOZIOM IIPH ABIXaHWH aTMOC(EPHEIM BO3LYXOM HITH IIPH HCIIONB30BAHAK <2 1T
JIOTIOJTHHUTENLHOTO KHCIOPOZAA);

2. B obmeit manare (UK «TOTOB K MEpeBOY B 0OIMyIo manary»), 6e3 noTpeGHOCTH B
JOTIOJHATENIBHOM KHCIIOPOIIE;

3. B ofb1meit nanate (MM «rOTOB K IEPEBOAY B 0DIIYIO NANATY»), TPeOyeTCs AOMOIHUTENBHBIH
KHCIIOPOX;

4. B OTACNEHUH HHTCHCHBHON Tepanuy UM B obmelt manare, Tpebyercs HeMHBa3UBHAS
BEHTHIISANUA JIETKUX UITH BRICOKOIIOTOUHAS KACIOPOAHAS TEpanus;

5. B OTHENeHHH HHTEHCHBHOH Tepanuu, TpebyeTes naTyOamusa wmm UBJT;

6. B OTAENEHNH HHTEHCHBHOMN Teparni, TpebyeTces sKkcTpakopnopankHas MeMOpaHHas
oxcureHauus wiy MBJI 1 qononHATEN HAS OLAEPXKKA OPraHoB (HAapuMep, IPHMEHEHHE
Ba30NPECCOPHBIX IPENapaToB, 3aMECTATEBHAY OYCYHAs TEPAIHs);

7. cMepTh.
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[Ipu cpaBHeHMH IPYMNIIBL, MOJy4YaBIICH TOHINEYMa0, ¢ rpy HeH ey abneH HAN B0, ne Gbuto

BBISIBJICHO CTATHCTHYECKH 3HAYUMOTO Pa3/IHyus B pacnpe/ie/ieHHH OIIEHOK KJIMHMYECKOro craTyca
10 TOPA/IKOBOH IIKane ¢ 7 KareropussMH B JieHb 28. Menana Kkateropuy KIMHHYECKOTO cTaryca B
nenb 28 Obu1a kateropus 1.0 B rpynne, nonyyasmei Torumsymad, u 2.0 B rpynne, noxyyasiiei
ianebo (orHomenue mancos (OL) 1.19 [95% JIU: 0.81, 1.76]).

Meinana BpeMEHH JI0 BBIITMUCKH M3 CTAllHOHApa TMO0 «rOTOBHOCTH K BBIITHCKE» 3a MEPHOJ JIO JAHSA
28 cocrasnsuia 20 nHeit B rpynne, noay4asmei Tonuinzymad, u 28 nHeil B rpynne, noyyaBmiei
rianebo (oTHomenue puckos = 1.35 [95% JIU: ot 1.02 no 1.79]).

IToka3zatens cMepTHOCTH Ha JAeHb 28 coctaBisn 19.7% B rpynmne, noayyasiuei Tonuam3ymao, B
cpasuennu ¢ 19.4% B rpynne, nonyyasiieit niuanedo (B3BenmeHnas paHuua (rpynma
Toumm3symaba — rpynna mianebo): 0.3% [95% JIU: ot -7.6 no 8.2]. [Toka3zarens cMepTHOCTH Ha
neHb 60 cocrasnsut 24.5% B rpynie, nosnyyasiieii Touuauzymad, B cpapuenu ¢ 25.0% B rpymie,
nosryuasiuei nianedo (B3pemeHHas pazHuna (rpynna roumnauzyMabda — rpynna miame6o): -0.5%
[95% JIU: ot -9.1 no 8.0]).

Heceneoosanue WA42511 (REMDACTA)

Hccnenopanne WA42511 npeacrasinsiio coboii riobalibHoe paHIOMH3HPOBAHHOE, IBOHHOE
cienoe, rianedo-KOHTpoIMpyeMoe, MHOrolieHTpoBoe uccieaosanue 1 ¢asel, npoBegennoe ¢
LeJIBIO OLEHKH 2 deKTHBHOCTH 1 Oe3011aCHOCTH TPUMEHEHHS TOLMIN3yMaba U1 BHYTPHBEHHOIO
BBE/IEHHS B KOMOHHALMH C peM/ICCHBHPOM B CPABHEHHH C COOTBETCTBYIOIIMM I1a1edo B
KOMOMHAILMH C PEM/ICCHBHPOM, Y FOCITHUTATH3HPOBAHHBIX B3POC/BIX MAMEHTOB C TAXKEOH
nHeBMOHHEH, acconuupoBanHoii ¢ COVID-19. JIns BKIIOYeHHS B HCCII@I0BAHUE T10/1XO0IHITH
MalMeHThl B BO3pacTe, N0 MeHbIneH mepe, 12 ner ¢ noarsep:kaeHHoi HHpekuneii SARS-CoV-2,
BKJIIOYas [10JI0KHTENBHBIH pe3y/ibTaT TecTa MeTO10M nojumepasHoi uennoi peakuus (I1LP), u
ITHEBMOHHEH, MO/ITBEPK/IACHHONH pe3yIbTaTaMH PEHTICHOJIOTHYECKOT0 HCCIIEI0BAHUS, KOTOPBIM
TpeGoBascs JONOJIHUTENBHBIH KHCIOPO/ B KOJHYECTBE >6 JI/MUH JUIS NOJYIEP)KaHUs YPOBHSI

Sp02 >93%. ITaunenTs! OLUTH PaHOMH3HPOBAHBI B COOTHOMIEHHH 2:1 B rpyMIIb, NOTYYaBIIKE 110
crenoit cxeme 60 TorMaH3ymMab + peMaecHBHp, JIHO0 COOTBETCTBYOMIEE Muiatebo +
pemaecusup. Mcenenyemyio Tepanuio NpuMeHsIM B KOMOHHAIIMYU CO CTAHAPTHOH Tepanuei B
COOTBETCTBHU C JIOKAILHBIMH PYKOBO/ICTBAMH (HAIpHUMED, [IFOKOKOPTHKOCTEPOHIBI,
nojyiepikuBalomas repamus). [laienTsl, pacnpe/ie/ieHHbIe B TPYIY JIe4eHHs KOMOHHALHEH
TOLMIH3YMal + pemIeCHBHP, MOJYYHIIH OXHY HHDY3HIO TolMIu3ymaba B 103¢ 8 MI/Kr, npH
MakcuManbHO# 103e 800 Mr, a manuenTsl, pacnpe/ie/IieHHbIe B IPYIITY JiedeHHs KoMOHHalHeH
mianedo + peMIecHBHUp, MONYYHIN oHy HH(Yy3uI0 manebo. B obenx rpynnax B ciyyasx, eciu

KIITHHHYECKHE MPU3HAKH HJTH CHMIITOMBI YXYAIIAIHCE HJIA HE YIy4YlIajluCh, MOTJia OBITH BBEICHA
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0/IHA JOTONHUTENbHAS HE(Y3Hs TOUMTH3YMatq MK Iiare6o Ho'Eetibir cretd, depes 8-24 uaca

T0CJIe IPOBEAEHUS NIepBoil HHOY3UH.

M3 649 nanueHTOB, KOTOphIe OBUIH PAHJIOMH3MPOBAaHEI, aHATH3B! 3 dekTHBHOCTH GhUIH
npopegens! B nomyisaud mITT, koTopas BKimodaia B cefs NalMeHTOB, IOMY4HBIIAX M0boe
KOJIMYECTRO TOIMIH3yMaba/mnaneto (430 TauHeHTOB B IPYIIIE JeUeHUs KOMOHHAaLMeH
TOAIN3YMad + pemaecuBap; 210 nauueHToB B rpynmne JedyeHUs koMOMHamue# mranedo +
pemzecHsup). Micxomnsle neMorpaduieckie XapakTepUCTHKH U XapakTepUCTHKH 3a00/1eBaHus
OBUIH B LesIoM c0anaHcHpOBaHHBEIMI MEXAY IpynnamMu Tepannu. s nomynauun mITT B nemom

(n=640) Ha MOMEHT paHIOMH3AIHH MeJInaHa Bo3pacra coctasisina 60 ner (auamaszon: ot 20 1o 93

net, npu 31oM 38.3% nanmenToB ObUH B Bo3pacTe 65 ner unu crapine); 63.3% nanueHToB OBUIH
MyXCKoro mona, 51.6% nanuenToB ObUTH UCHIAHCKOTO HITH JIATHHOAMEPHKAHCKOI'O THHYECKOrO
NPOHCXOXXAECHHA, 67% manueHToB NPHHANIEKAIHN K eBponeougHoi pace, 10.9% nanyenTos ObUiH
IpeAcTaBHTENAMHA HETpOHHOi pacsl/adpoaMepHKaHaMe B 3.4% nanreHToR O51TH
NpeCTABHTENAMU MOHIOJIONIHOH packl. Ha nexonHoM ypoRHE 6.6% NanMesToB 10IyYany
HH3KOIIOTOYHYIO KHUCIOPOIHYIO Tepanuio, 79.8% nalueHToB HaX0MMmkCh Ha HenHBasuBHOI FIBJI
HJIH [OJTy9asI BBICOKONOTOYHYIO KHCIOPOXHYIO Tepanuio u 13.6% nanueHTOR HaXOMMIMCE Ha
unsasusHOit VIBJI. Mennana BpeMeHH ¢ MOMEHTA BO3HHKHOBEHHS CHMIITOMOB COCTABIILIA 8
nHeit. Ha ncxonHoMm ypoBHe GONBIIMHCTEO NAIMEHTOR IIOIYYATH TIFOKOKOPTHKOCTEPOHIEL
(84.2% Bo Bcex rpynnax TepandH B COBOKYIIHOCTH). 3HaYeHHs MeIHaHb! (uarnaszon) yposus CPB

1 ¢epputaHa coctaBind 98.20 mr/n (1.3-418.3) u 2.13 nmorns/mn (0.1-30.8), cooTBeTcTBEHHO.

Hanbornee 3acTEIMH COIMYTCTBYIOIIAMH 3200JIeBAaHHAMH OBUIM apTepHANLHAS THIIEPTEH3HS
(61.7%), caxapnsni nuaber (39.5%) u oxupenue (27%).

I[lepBu4Hoil KOHEeUHOM TOUKOM I oeHKH 3 eKTHBHOCTH OLUIO BpeM4 ¢ Mome;{Ta
PaHIOMH3AIKH JO BBIIHCKH H3 CTAMOHApA THOO «TOTOBHOCTH K BBITHCKE» 3a IepHox 1o AHs 28.
He 651710 BBIABIEHO CTATHCTHYECKH 3HAYUMOM PasHHUIIE! MEXKIY TPYIINaMH TEpANKH B OTHOUIEHHH
BPEMEHH JI0 BBITMCKH M3 CTallHOHapa IH60 «TOTOBHOCTH K BRITHCKE 3a IICPHOJ 0 AHs 28
(otHomenKe puckos: 0.965 [95% [IU: ot 0.78 mo 1.19]) unn BpeMeHn 0 Hadala HCIOJIL30BAHASL
HWBJI umu cmepty 3a nepuon Ao aus 28 (otHomenue prckos: 0.980 [95% JIU: ot 0.72 no 1.34]).
Iloxa3sarens cMepTHOCTH Ha JieHb 28 cocrasnsn 18.1% B rpymme, nomyyasmeit Tonunmazymad, B
cpaBHeHun ¢ 19.5% B rpynme, nomy4apmieit miane6o (B3BemeHHas pa3sHUIa (rpynma
ToluIM3yMaba — rpynmna miranebo): -1.3% [95% JU: ot -7.8 mo 5.2%)]). [lokasarens cMepTHOCTH
Ha aeHb 60 cocTaBmsut 22.6% B rpymme, moxy4yasmeit TonUm3yMab, B cpaBHeHHH ¢ 25.7% B
rpynne, nonydasmei manedo (B3BellleHHas pasHuua (rpynna Tomunsymada — rpynna mianebo);
-3.0% [95% OH: ot -10.1 mo 4%]).
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Memaananusz no pesyiomamam uccnedo8anuil ECOVERY!EMPACTA thédtedéddind)

ML42528), COVACTA (uccaedosanue WA42380) u REMDACTA (uccaredosanue WA42511) onn

nayueHmoes, ROAyYaswux mepanuto CUCMeMHbIMU 2NOKOKOPMUKOCMEPOUOAMU HA UCXOOHOM

VposHe

Meraananu3 Ha ypoBHE HccleloBaHUN ObLT IPOBEJICH 110 pe3yabTaTtaM 3 uccie/10BaHuH
xommanuu Pom 1 uccnenoBanuss RECOVERY. [l kaxkoro uccieaoBanus Obuia BBeIeHA
OIIEHKA OTHOIIEHHs PHCKOB JUISl BPEMEHH 10 MOMEHTA CMEPTH 3a NEePHOJL J10 JIHA 28 B moArpymie
MalHEeHTOB, IMOJIYYaBIINX CHCTEMHBIE KOPTHKOCTEPOM/Ibl HA HCXOIHOM YPOBHE (TOLHIH3YMa0:
597 nauuenToB, H mianedo: 313 naiueHTOB U3 Hcclie0BaHHH KoMnanuu Pour; Tonuau3ymad:
1664 nauuenTta, u crangapraas tepanus: 1721 nauunent u3z uccaepopanus RECOVERY).
KoMOunupoBaHHbIii moka3aresib OTHOMICHHS PHCKOB YKa3bIBAJI Ha TO, YTO Teparus
TouMausymadbom (n=2261) npuBoausa K OTHOCHTEILHOMY YMeHbIIeHHIO Ha 19% pucka cMepTH 3a
nepuoa a0 aus 28 (otHomenue puckos = 0.81; 95% JIU: 0.72, 0.90; p=0.0002) B cpaBHEHUH €O
CTaHIapTHO# Tepanueit (n=2034).

Pucynok 1. MeTtaananus BpeMeHH 10 MOMEHTA CMEPTH 3a Nepuo A0 aHsA 28 B cyOnonysiuu

MAUEHTOB, MOJYYaBIIHX KOPTHKOCTEPOHIBI HA HCXOJIHOM YPOBHE.

Hcenenosanne  Beero CT T3 Vv B none3y OTtHomenue
n  Cmyyan cMepti n Cayuan TL3 CT puckos [95% JIH]
(%) cmeptH (%)
WA42380 97 41 12 (29.3%) 56 14 (25.0%) 6.38 i 0.86 [0.40, 1.87]
ML42528 274 91 10 (11.0%) 183 23 (12.6%) 6.94 1.14 [0.54, 2.40]
WA42511 539 181 39 (21.5%) 358 69 (19.3%) 24.66 0.89 [0.60, 1.33]
RECOVERY 3385 1721 600 (34.9%) 1664  482(29.0%)  266.46 - 0.79 [0.70, 0.89]
O0beAnHeHHbIe Pe3yIbTaThE (MOJEIb ¢ PHUKCHPOBAHHBIMMU HeKTamu, IHaYEHHE P = - 0.81[0.72, 0.90]
0.0002) i
[eteporennocts: (Q = 1.2388, df =3, p=0.7437; I’ = 0.0000%, H*=0.4129) I { T ]
05 1 1.5 2

Hab:monaemsiit uexoa

OtHowenue puckoB Kokea s ucenenosanuit komnanuu Pou. Jlorpanrossiii nokasarens O-E s weesnenosanus
RECOVERY, B kotopom 3HaueHne OP Obin0 Beruncneno nytem npunstus In(OP) paubiM (O-E)/V npu HopMmaibHO#
aucnepenu 1/V,

Monzens ¢ pukcupoBaHHbBIMHU 3P dexTamu, B koTopyto In(OP) Obut BKIIOYEH B KauecTBe 0TBeTa U V — B KauecTse
BECOB /LA OLUEHKH 00be1nHeHHOTO YdekTa.

CT = cranpaprhas tepanus, TL3 = Tounnnzymad

Hcrounnk nanueix komnanuu Pou:

root/clinical_studies/R04877533/share/pool COVID19/prod/outdata_vad

Kuunuveckan sgpghexmusnocms npu cunopome 6vic60b60xucoenus yumoxunos (CBL])

DddexTuBHOCTL Tpenapata AkTempa® B kauectse Tepanuu CBLI oneHnBaIn B peTPOCIEKTHBHOM

aHalM3e JaHHBIX KIIMHAYECKUX MCC/IeJOBAaHUI IpenapaTtoB T-xnerox ¢ XUMEPHBIMH
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anturennsMu penenTopami (CAR), a IMeRHO [rrcarennexnelifiéi # dkcikatrareia-
HUIoneitiena, KOTophble TPHMEHSIIHCE I JIeYeHHs reMaToIOrHMeCKHX HOBOOOpa3oBaHHH.
OneHnBaeMbIe MALMEHTS! MOMYYIH Tolrn3yMad B fo3e 8 Mr/kr (12 MI/KT y manueHToB ¢
Maccoif Tena <30 kr) B KoMOHHAIMK C BEICOKOI 1030# IIFOKOKOPTHKOCTEPOU OB Wi Oe3 Hee B
KauecTBe Tepaliy TKENOro WK xu3Heyrpoxkaronero CBII; B aHann3 O5U1 BKINIOYEH TONBKO
nepBsiit amuson CBILIL Honynﬁuna I7Is OLIeHKH 3(1deKTHBHOCTH B IPYIIIE THCAreHIeKeiiena
BKJIIouana 28 Myx4mnH ¥ 23 xeHIMHE! (Bcero 51 mauuenT), MeAuaHa Bo3pacTa cocrasuna 17 ner
(mmanazon: 3-68 ner). Memuana Bpemenu ot Hagana CBIL o BBegecHus nepBoi KO3H
Tolmm3yMaba cocrasuna 3 qus (xuanasoH: 0-18 nueit). Paspemenue CBI] onpenensanocs kak
OTCYTCTBHE JIMXOPAKA ¥ HE0OXOAUMOCTH IIPEMEHEHHS Ba30IPECCOPOB, KAK MUHUMYM, B
TeueHue 24 yacos. IlanueHTOB CYUTANM OTBETHBIIMMH Ha Tepammo, eciau CBI paspemaics B
TedeHHe 14 gueil nocne BBeAeHMs nepBoit HEGY3HH Tonrm3ymaba, eciu IoTpeboBaltochk He
‘) Gonee, geM 2 HEGby3uHu npenapara Akrempa®, H B citydae, ecli He IOTPeGOBANOCH IPUMEHEHUS
KaKuX-TH60 JPYTUX IPEnapaTos, 3a UCKIIOIEHHEM npenapara Axrempa® m
TTIOKOKOPTHKOCTeporIoB. ¥ 39 nanuenTos (76.5%; 95% JIU: 62.5%-87.2%) GBUT AOCTHIHYT
oTBeT. B He3aBHCHMoO# rpynme akcukaOTareHa munofeiinena, BKIIOYaBmei 15 nanueHTon
(mranazon: 9-75 net) ¢ CBLI, y 53% nanuerToB OBUI JOCTUTHYT OTBET.
Loraunuueckue Oannvie bezonackocmu
Kanyepozennocms: ucenenoBaHus M0 H3YIEHHIO KAHIIEPOTeHHOCTH TOUMNIH3YMaba He
npoBoAuanck. ViMeromuecs JOKIMHAYECKHE JAHHEIE JEMOHCTPHPYIOT BRI IUICHOTPOIIHOrO
HII-6 B nporpeccHpoBaHHe 3M0KaYeCTBEHHBIX HOBOOOPA30BaHMI H YCTOHYHBOCTE K ANONTO3Y
TIPH pa3THYHBIX (opMax paxa. DTH JaHHBIC HE NPE/IOJaraoT, IT0 JICYeHHE TOMHIH3YMalboM
OPHBOMUT K CYIIECTBEHHOMY PHCKY Pa3sBHTHS H IIPOIPECCHPOBAHKA paKa.

- Mymazennocme: CTanAapTHEIE FTEHOTOKCHYECKHE TECTRI KaK B IIPOKapHOTHYCCKHX, TaK A B

IYKAPDHOTHYUECKHX KIIETKax OBLTH OTPHIIATCIIBHBIMHA.

Bausnue na pepmunronocme. HMCHOIMACCI NOKJIHHHYECCKHE JaHHBIC HE IIPCATIONaraloT BIHAHNAA

aHAIOroB ToMMM3yMaba Ha GepTHnbHOCTE. B HCCNEA0BAHKIX HO H3YYEHHIO XPOHHIECKOH

TOKCHYHOCTH Y SBAHCKHX MaKaK H Y CaMOK HJIM caMI0B MuIme# ¢ Hegocrarounoctsio UJI-6
OTPHIATENILHOTO BIMAHAA TOLMIN3YMaba Ha SHAOKPHHHEIE HJIH PelIPOAYKTHBHBIE OPTaHbl HE
00HapyKeHO.

Tepamozennocms. ne 06Hapy}KeHo HIPAMOIC HIIH OIIOCPENOBAHHOIO Hebnar ONPHATHOI'C BIINAHUA

Ha 6EpEMEHHOCTh HITH BHYTPUYTPOOHOE pa3BHTHE TIPY BHYTPHBEHHOM BBeIeHHH TONHIM3yMaba
SBRHCKUM MaKaKaM Ha DaHHHX CPOKaX TeCTallHOHHOIO IIEPHO/IA.
IIpouee: oTMEYaNIOCh HE3HAYUTENBHOE YBEIMYEHHE CIIy4YaeB CIIOHTAHHOrO BBIKHABIIIA/

BHYTpHYTpOOHO# rHOenH mioja npy BEICOKOM YPOBHE CUCTEMHOTO KyMYNIATHBHOTO BO3ACHCTBUA
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(6osee geM B 100 pa3 IPeBBIIIAIONEro TAKOBOE Y YenoBeka) AP sBeéuny 1036 S0MI/kr/cyTxu

COOTBETCTBYET ZKCNEPTHOMY OTYETY

B CpPaBHEHMH C nnéueﬁo HJIH MEHBIIMM YPOBHEM BBOAHUMEIX 1103. YacToTa BEIKHABINA OBLIA B
Ipeenax HCTOPHYECKOTO KOHTPOIIA Jilst IBAHCKHMX MaKak, COJCPHAIIAXCA B HEBOJIE; OTAEIBHEIE
CITyYaH BEIKHIBIIIA/BHYTPHYTPOOHOI rHOENN He IeMOHCTPHPOBANH KaKOH-THO0 B3aBMOCBA3H
MEXIY JAaHHBEIMH ABJICHUAMH H 0304 UK IPOAC/DKATENILHOCTHIO BBEAEHH TONMIH3YMaba.
Hecmotps Ha to, uro WJI-6, mo-BuaumMoMy, He HTpaeT pellaromed poid B pasBHTHH M08 HITH
HMMYHOJIOTHYECKOM PEryIIALIMA CHCTEMBI MATh-IUTON, B3aHMOCBA3E 3THX ABICHHMI C BBEICHHEM
TOMMIH3YMaba He MOXKET OBITH HCKITIOYEHA.

Habmonanack 3KCKpeLus MBIIMHOTO aHAIOra TOIMIA3yMa0a B MOJIOKO JTaKTHPYEOIIEX MBINICH.
[IprMeHeH e MBIITHHOTO aHAJIOTa TOITMITH3YMaba He OKa3bIBall0 TOKCHYHOrO JEHCTBHS Ha
IOBEHHIILHEIX MbIeH. B wacTHOCTH, He Habmonanock HapymeHud pocTa CKeneTa, HMMYHHOH
(YHKITHHA U TIOIIOBOIO Pa3BHTHA.

Dapmaxkoxkunemuxa

PapmaxoxkuHeTuka (OK) Tonunnsymaba xapakTepu3yeTcs HENMHEHHBIM BEIBECACHHEM,
IPeJICTABILIIONIM KOMOHHAINIIO INHEHHOTO KIMPERca H BEIBEACHI o Muxasnnc-MeHTeH.
Hemnaelnas yacTe BRIBeAEHHS TOIIM3yMaba npnad;:m K Bonee 9eM 10303aBHCHMOMY
YBEJIMUYEHHIO SKCOo3uIuy. PapMakoKHHeTHIeCKHe TapaMeTphl TOIHIM3YMaba He MEHIOTCS ©
TeyeHHueM BpeMeHH. Tak Kak oOmuii KIMpeHe 3aBUCHT OT KOHIEHTPAIMH TOIHIH3yMaba B
CEIBOPOTKE, IEPHO/I MONYBEIBeeHus (t1/2) TOMIA3YyMaba TakkKe ABJseTCA 3aBHCHMEIM OT €10
KOHIIEHTPALUK ¥ MOXKET OBITh pacCUMTaH TOIBKO IIPH HATHYHH 3HAYCHUS CBIBOPOTOTHOM
xounentpauun, [Tonymsmuonnsni @K anamus, nporeneHHbI! BO BeeX MONMYIAUMAX NALHEHTOB, He
BEIIBHI CBA3H MEKTY KXKYITHMCS KARPEHCOM H HaAHIMEM aHTHTEI K TOUUIH3yMaly.

Pesgmamouousiii apmpum

@K ronunmmaymada comocTaBUMa Y 3T0POBEIX JOOPOBOIBIEB H MAHEHTOB ¢ PA.,
Ta6muna 1. [Tporroszupyemsie cpenune GK nmapamerps! (+ ctaHnapTHOE oTKNoHeHHE, CO)

TOLMIM3YMala P PaBHOBECHOM COCTOSHUH y IANHSHTOB ¢ PA.

IMapamerp Tonuanzymada 4 mMr/kr 8 Mr/kr
1 pa3 B uerbipe HemeaH 1 pa3 B 4eTBIpe HENETH
MakcuMansHas KOHIEHTpalUL 83.8+£23.1 182 +50.4

(Cmnax), MKT/MIT

MunnManbHas KOHIEHTpaus 05+1.5 15.9+13.1

(Crrough), MKT/MN

Cpemusst koHIeHTpaus (Crmean), 17.8+6.1 56.6+19.3
MKT/MJIT
KymynarusHast Cmax 1.01 1.09
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Kymynarusras Crough 2.62  \CxOOALA N3 TS0
KymynarusHast Cmean M 1.09 1.32

IUTOIAAE 10] KPUBOH

«xoHIeHTpanua-Bpemsa» (AUCz)*

* 1-Ha NPOTANEHHH 4 HEZIeNb

IIpu BEICOKMX 3HAHEHMSX KOHIIEHTpAIHH TONHIH3yMaba B CEIBOPOTKE TMHEHHBI KIHpeHe
npeobnanaeT Hay OOIUM KIMPEHCOM TOLMNKU3yMaba, 1 KOHEUHBIH IIEPHO IIOTyBbIBEACHUS
cocTaBieT NpUOIN3UTeNsHO 21.5 nHel (Ha OCHOBE NPHOMM3UTENEHEIX IIapaMETPOB HOMYIIAILHA
IAllHEHTOR). B To BpeMs Kak mociie BHYTpHBEHHOTO BBeACHHA (B/B) Cmax JO303aBHCHMO
YEEJIMUHBACTCH MEXKIY Ho3aMu 4 MI/KI U 8 MI/Kr Kakaple 4 Heflenu, 6oiee YeM J0303aBHCHMOE

yBenugenue Habmonanock A Cmean H Cirongh. B paBHOBecHOM cocTostHIM 3HAYEHHA Crean U

Cirougn 6501 B 3.2 1 32 pa3za BEIUE IIPH IpHMEHECHUH TONMIM3YyMada B 103€ 8 MI/KT II0 CpaBHEHHIO

¢ I030# 4 MI/KT, COOTBETCTBEHHO.

Koaddummentsr Hakorenns AUC 1 Cyax TOCSIE MHOTOKPATHOTO IPAMEHEHHS TONUIM3yMada B
no3ax 4 Mr/kr u 8 MI/Kr kaxuele 4 HefelTn ObUIH HIDKe, YeM Ko3(dHIHeHTh HakoITeHHS Cirough
(2.62 1 2.47), bnarogaps y49acTHIO HEHHEHHOTO KIHpeHca IpH 6onee HU3KUX KOHICHTPAIMAX
TOLHNMKH3YMala.

Bonee 90% pasrosecnoro coctosHus np# Crmax AOCTHTaeTCA HOCIE NEPBOH B/B HHDY3HH; 90%
paBHoBecHOe cocTosHue NpH AUCT H Crpean ZOCTHraeTCd 1OCIE NEPBOit H TpeThell B/B HHDY3HH
TOIMIIA3YMaba B 1o3e 4 MI/Kr B 8 MI/xr, cOOTBETCTBEHHO; NpROm3uTensHo 90% paBHOBECHOE
cocTostHUE IPH Cirgugh JOCTHTAETCA IIOCIIE YSTBEPTOH B/B HH(Y3HH TOLHII3yMada.

Macca Tena sipisercs 3HauMMBIM (axropoM, BaustomuM Ha OK tonunusymaba. [1pu B/B
HH(}Y3HH, pacCUMTAHHOM B MI' Ha KT MacChl Tela, Y MallMeHTa ¢ Maccoit Tena =100 kr oxunaercs
GoJlee BRICOKad CpeIHIA SKCIIO3ULIAA B PABHOBECHOM COCTOSHHH II0 CPABHEHHIO CO CPEIHEM
3HAYeHHeM B MOMYJIALHH NalHeHToB. TakuM 00pazoM, He PeKOMEHTYETCS YBEIMIEHHE O3Bl
npenapata pime 800 Mr Ha oHY HE(Y3HIO ¥ NAHEHTOB ¢ Maccoii Tena >100 kr (cM. pasaen
«Cnoco® NpHMeHEHHS H JO3bI»).

Horuapmuryiaaputil eenuIbRblll HOHORAMUYECcKuil apmpum

ITocne BHYTpHBEHHOIO NpUMeHERN IpHOIH3UTENBHO 90% paBHOBECHOE COCTOSTHHE JOCTHIAeTCA

K IBeHaIUAaToH Hexesne IpH BBeAeHHUH B fno3e 10 Mr/kr (Macca Tena <30 xr) 4 X HIECTHAAATOH
HeJieNe PN BBEACHUH B 03¢ 8 Mr/kr (Macca tena >30 kr).
Tabnuua 2. [Tporgosupyemsle cpeaune ®K mapamerpsl (+ cranaapTEOe oTKIOHEHHE, CO)

TOLMIH3YMada IIpu paBHOBECHOM COCTOSHHMH Yy manuenTos ¢ mEOUA.

Hapamerp Touuauzymada 8 mr/kr 10 mr/xr




ot 28.08.2023 N= 16542

1 pas|p veTnipe Heaeam | 1 pad B 4CTHIPS HexeH
(macca Tena >30 xr) (Macca Tena <30 kxr)

MakcuManbHas KOHIIEHTpaLusl 183 +£42.3 168 £24.8
{Cmax), MKI/MII
MuHuManpHas KOHLCHTpaLUs 6.55+7.93 1.47+2.44
(Cirough), MKT/MIT
Cpenusa koHneETpauds (Cuean), 42.2+13.4 31.6+7.84
MKT/MI
Kymynsrurras Crax 1.04 1.01
Kymynstusaas Ciough 222 1.43
KymymstuBaast Cuean HITH 1.16 1.05
ILIoINaapb IO KpHBOH
«KoHIeHTpanus-speMa» (AUCT*

* T-Ha NPOTAXEHHN 4 Hegensb

Cucmenmubtil 106eHWIbHLIN UOUONAMUYECKUTE ADMPUM

[Tocne BHYTpHBEHHOTO IPUMEHEHHS TIPHOMM3ATENbHO 90% paBHOBECHOE COCTOAHHE JOCTHraeTcs
K BOCBMOI{ Heflene NpH BBeJEeHHH B Jio3e 12 Mr/xr u 8 Mr/kr 1 pas B 2 Hepeny.
Tabmuna 3. Ilporaozupyemsie cpenaue OK napamerpr! (+ crangaptHoe oTkinoHenue, CO)

TOI.IPUIH3YM&6& TIPH PaBHOBCCHOM COCTOAHHH Y ITATHCHTOB C clOHA.

IMapameTtp TomIHzyMaba 8 Mr/kr 10 mr/kr
1 pa3 B ABe HegeaH 1 pa3 B xBe HeeaIH
(Macca Tema >30 kr) (macea Tena <30 kr)
MaxcuManbHas KOHIEHTpaLHs 256 £ 60.8 274 £ 63.8

(Crmax), MKT/MIT

MuHUMaNEHAs KOHIEHTpaIHs 69.7+29.1 68.4 + 30.0

(Cirough), MKI/MIL

Cpennsa xounenTpaui (Cmean), 119 £36.0 123 £36.0
MKT/MIT

Kymymarupaast Cmax 1.42 1.37
Kymynaruras Crrough 3.20 341
KyMynarupras Cpean HIIH 2.01 1.95

monmags Imom KpHBOﬁ

«koHUeHTpanua-epemsa» (AUCT)*

* 7-Ha NpOT/AXKEHHH 2 HEeNelD
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(Bxogmwmid M3 N24241630)

OK napameTrps! TOIHIH3yMada y NallMEHTOB B BO3pacTe 10 2-X neT Obutn conoctaBuMbl ¢ GK
napaMeTpamMH y MalHeHTOB cTapie 2-X JieT ¢ Maccol Tena <30 Kr npH BHYTPHBEHHOM
NpUMEHEHHH TolMIn3ymaba (B 103 12 MI/Kr Kaaple 2 Hele/H).

COVID-19

MdapmakokHHETHKY TolMIM3ymMada y B3pocibix naumentos ¢ COVID-19 onenuBanu B
uccnenoBanusix WA42380 (COVACTA) u CA42481 (MARIPOSA) nocpenctBoM
HONYJIAMOHHOTO (papMaKOKHHETHUECKOI0 aHaIn3a, B KOTOpbIH ObU10 BKIHOYeHO 380 B3pocibIX
naiueHToB. [laienTs! NoTyyaay OJJHy WM JIBe BHYTPHBEHHBIC HH(Y3HH TolWH3ymaba B 03¢ 8
MI/KI', KOTOpBIC BBOIMIIH C HHTEPBAJIOM, KAK MUHHMYM, 8 4acoB.

Tabnuua 4. Pacuetnsie cpeanne (+CO) papMakoOKHHETHUECKHE TapaMeTphl 110Ce

BHYTPHBEHHOTO BBEJICHHS TOlMIM3yMaba B 103e 8 MI/KT.

IMapameTp papmMakoKHHETHKH 8 mr/kr
ToUHIH3YMaba Ojna no3a JiBe 10351
Cmax (MKr/M11) | 154 (34.9) 296 (64.7)
Crem28 (MKI/MuT) 0.934 (1.93) 8.94 (8.5)

B xozae nonynsauuoHHOro papMakoOKHHETHYECKOTr0 aHalli3a Macca Teja | TAKecTh 3aboieBaHus
ObLIH OlIpe/ie/ieHbl KaK 3HaYUMble KOBAPUATHI, KOTOPBIE OKA3BIBAIOT BIHSHHE HA
¢papmakokuHeTHKy Tonuausymada. [lpu pexxume no3upoBanuns Tomniuzymada 8 Mr/kr u
MakcHMaTbHOM 1030i 800 Mr B paMKax OT/e/1bHOI Kateropuu nopsiakoBoit mkans (IT1L) o
CPaBHEHHIO C MMAIHEHTaMH CO cpejHei Maccoii Tena 80 Kr y manueHToB ¢ Maccoii Tena Menee 60
Kr oKcno3uus 6suta Ha 20% Hike. DKCNo3uIKs Y MalMeHToB ¢ Maccoi Tena 6onee 100 kr
HAXO/IHIACh B TOM K€ JHANa30He YKCIO3HIINIL, YTO U Y MAIMEHTOB CO cpeiHel Maccoi Tena 80
Kkr. Jlns naumenta ¢ maccoii Tena 80 Kr 9KCMO3UIMS CHHUKAIACH C YBEJIMYEHHEM TAKECTH
3abosieBanus, Ul Kaxa0# nocneayromieit kareropuu [, sKkCrio3uims COOTBETCTBEHHO
cHiKanack Ha 13%.

Pacnpeodenenue

[Tocne BHYTPUBEHHOTO BBECHHS TOIMIM3YyMal npeTepreBaeT AByX(azHoe BbIBEICHHE H3
CHCTEMHOI'0 KPOBOTOKA. ¥ mauueHToB ¢ PA o0beM pacrnipezie/ieHHs B IEHTPAIbHOH Kamepe
coctaBisAeT 3.5 11, B nepudepudeckoii kamepe — 2.9 11, a 00beM pacnpesiesieHHs B PABHOBECHOM
COCTOSTHHH cocTaBiseT 6.4 1.

V neteii ¢ nFOMA o6bem pacnpe/ienieHus B HeHTpaIbHOH kamepe coctasiseT 1.98 i1, B

nepudepuyeckoi kamepe — 2.1 1, a o0beM pacrpe/ie/ieH|s B pPaBHOBECHOM COCTOSHHH COCTaBJIAET
4.08 1.
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V nmereit ¢ cKOUA o6seM pacnpenenieHHs B HEHTPATbHOM xamepEcoetasrer 187 178"

nepudepuyeckoil kamepe — 2.14 11, a 06peM pacnpeneneHUs B paBHOBECHOM COCTOSHUK
coctasiser 4.01 1,

¥ m3pocnsx naueHToB ¢ COVID-19 0065eM pacnpenencHrs B IEHTPaIbHOH KaMepe COCTaBsieT
4.52 11, B nepudepuyeckoil xkamepe — 4.23, TakuM obpazoM, 06beM paclpefeNeHIs COCTABILAET
8.75 m.

Buigedenue

O6muit KIMpeHe Tonnin3yMada 3aBHCHT OT KOHLEHTpalliH K IpeAcTaBnseT coboi cymmy
ARHEHHOro ¥ HefMHeiHoro Kupenca. JIunensrif xupenc cocrasnsger 12.5 MII/4 y TalMeHTOB ¢
PA, 5.8 mn/qa y meteit ¢ mIOWA u 5.7 mn/u y meteit c clOVIA. Henngeiinblit KIupeHc, 3aBUCSIIMI
OT KOHIIEHTPAUMH, HMeeT Haubolibllee 3HaYeHHE IPH HA3KHX KOHIEHTPaWNAX TOHIH3yMaba.
ITpu Gonee BHICOKHMX KOHIEHTpaLMAX TONMIH3yMaba npeobnafaeT IMHEHHBINH KIHPEHC B CBI3H C
HACHIIEHAEM ITyTH HelMMHeHHOro 1npeHca. Tak xak o0muii KIHpeHE 3aBHCUT OT CHIBOPOTOTHOMH
KOHIIEHTpallMH TONHIH3yMala, HeproX NoyBeBeaAeHuA (t12) ToImmzyMaba Taioke sBseTCs
3aBACHMBIM OT €r0 KOHIIEHTPAIHH H MOXKET OBITh pacCHMTaH TONBKO IPH HATHYHH 3HAUCHHUA
ChIBOPOTOYHOM KOHIEHTPALHH.

ITpu PA 3aBrcHMEI OT KOHIERTpALIMY KaXyIuiics t1, A TOIUmM3yMata B paBHOBECHOM
COCTOSIHUY B JIo3e 4 MI/KT OZMH pa3 B 4 HefleNH cocTapiieT Ao 11 xHel, a nng Torumizymaba B
Jo3e 8 Mr/kr onuH pa3 B 4 Hepenu — Ao 13 grei. [IpH BEICOKHX 3HAYEHUAX KORLIEHTPAIIHH
TOIMIH3yMaba B CHIBOPOTKE NHHEHHEL KIHpene Ipeobnafaer Hax o6muM KITHPEHCOM
ToLMIH3yMaba, 1 KOHEUHBlH 112 cocTaBiseT npubnuzutensro 21.5 nHell (Ha ocHoBe
NpUOTH3HTENHHEIX IApAMETPOB IOMYJLLMHA AlUeHTOB).

V pereit c nfOUA >¢dexTuBHBL t12 TOnUIR3YMaba B paBHOBECHOM COCTOSHHH (MEXITY
BBEJICHUAMH B JI03¢ 8 MI/KT JUId fieTeit ¢ Maccoit Tena >30 kr unu B go3e 10 Mr/kr s aereid ¢
Maccoit Tena <30 KT B pABHOBECHOM COCTOSHHMH) COCTaBIAeT 10 17 HHeH.

V nereit ¢ cFOMA a¢dexTHRHEDA t12 TOMMIH3YyMaba B paBHOBECHOM COCTOSHHH {(MEXKIY
BBefieHHAMH B 03e 8 Mr/kr ¥ 12 Mr/kr) coctaBnseT o 16 nHei.

¥V B3pocnsix nauneHToB ¢ COVID-19 CEIBOPOTOUHEIE KOHIEHTpalny ObUIH HIDKE Ipefena
KOJIMYECTBEHHOTO OTPEENIeHUA [I0 IPOMIECTBUH 35 nHeit (B cpefHeM) [TOCHIE BBEACHUS OAHOH
nH(y3uH TonmmmsyMatba B fo3e 8 mr/xr. CpeaHuit MMHEHHBIA KIIMPEHE B MOMYJHOHHOM
dhapMaKOKXHHETHIECKOM aHAIH3e cOoCTaBmI 17.6 Mil/u y manueHToB ¢ kateropueit 3 ITI (T 3 —
IAIHEHTEL, KOTOPBIM TpeGyeTcs NoANepKUBAIOIIAS TEPAITUS KHCIIOPOAOM) Ha UCXOMHOM YPOBHE,
22.5 mn/q y mauueHToB ¢ kareropueit 4 [T (anueHTs!, KOTOPEIM TpedyeTcs BHICOKOIIOTOYHAA
KHCJIOPOHAS Tepallks WiId HENHBAa3UBHAS BEHTHJIALMS JIETKHX) Ha UCXOXHOM YpOBHE, 29 Mi/9 'y

nanuentoB ¢ kareropueii 5 [N (manpenTs:, koTopsiM Tpedyercs UBJI) Ha HCXOHHOM YPOBHE, 35
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MJI/9 y manueHToB ¢ kareropuedt 6 I1II1 (manueHTs!, KOTOPBIM 1PE6Y¢T6s SRCTpakopHopanpHas

memOpaunas oxcureHanud (SKMO) mwmu UBJI n mononHuTensHas DOAAepKKa OpraHoB) Ha
HCXOJHOM YpOBHE.

Dapmakoxunemuxa y 0cobsix zpynn HaAyUeHmoe

Ilayuenmol ¢ neuenoyHol HEOOCMAMOYHOCMBIO

DapMakOKMHETHKA TOIMIM3YMaba y MalueHTOB ¢ IEYeHOYHOH HEOCTATOYHOCTEIO HE H3Y4allach.
ITayuenmer ¢ noveynolf HedOCMAMOYHOCMbBIO

CnenyanbHEIX HCCNEAOBaHAH y NAMEHTOB € IOYSYHOM HeI0CTaTOTHOCTEIO He IIPOBOTHIIOCE, Y
OOJBIMHCTB2 TALHEHTOB ¢ PA, yITEHHBIX B IOIYIAUMOHHOM (apMakOKHHETHYECKOM aHAIH3E,
Obina HOpMaJIBHaSI' (QYHKIHSA IOYEK MK HapynleHAe QyHKIHH IOYeK JIETKOH CTENEeHH THKECTH
(pacyeTHBIH KIHpeHe KpeaTHHKUHA 10 Gopmyiie Kokpodra-I'orra), xoTopoe Re BIMSIIO Ha
(bapmaxomﬂemxy Tonuau3ymada. Koppexuuu 10351 Tommmmzymaba aiieHTaM ¢ HapyImeHHeM
(YHKIHH ITOYEK JIETKOH CTENIEHH TAXKECTH He TpedyeTcs.

Hon, paca, noxcunoii eozpacm

IonmynauuoHHBI1 (hapMaKOKMHETHIECKUI aHAH3 Y B3POCIIBIX TTAUHEHTOB ¢ PA mokasan, 4to
BO3pACT, I10JI M paca He BIHSIOT Ha (papMakOKHHETHKY Touumu3ymata. Koppeximu 10351

Tonumu3ymaba He Tpebyerca.

IToxazanus

Pesmamouonuiii apmpum

PeBMaTOMIHEIH apTPUT €O CpeHeil MM BEICOKOH CTENEHBIO aKTHBHOCTH Y B3POCIBIX KaK B BHIE
MOHOTEpAIIHH, TaK ¥ B KOMOHHAIMH ¢ MeToTpexcaToM (MT) u/umu ¢ npyrumu GasucHEIMH
IIPOTHBOBOCTIAITMTENBHBIMH IpenapaTtamu (BIIBII), B ToM quciie A1 TOPMOKEHHS
PEHTTEHOJIOTHYECKH JOKa3aHHOM JeCTPYKIHH CYCTABOB.

Honruapmurxynaprulii 106eHUTbHBIN UCHORaMUYECKUll apmpum

AXTHBHEIH NOIHAPTHKYIAPHBIA IOBEHHIBHBIN HAMONIATHYECKHI apTPHT Y NIAIIUEHTOB. B BO3pacTe
2 5eT B cTapiie Kak B BHAE MOHOTEpPAITHH, TaK ¥ B KoMOHHanuu ¢ MT.

Cucmemuuotii 108eHUNbHLIN HOUORAMUYECKUTI apmpum

AKTHBHEIH CHCTEMHEIA IOBEHANBHBIH MIHONATHYECKHI apTPUT Y MallUERTOB B BO3pacTe 2 JIET K
cTapllle KaK B BHJe MOHOTEpalHH, TaK H B KoMOMHanuu ¢ MT.

COVID-19

Jleuenue HOBOI KOpoHaBHpycHOH uHGpekun (COVID-19) y rocnuTanu3upoBaHHEIX B3POCTIEIX
IIAIHEHTOB, HOIYYalONUX CHCTEMHEIE IIIOKOKOPTHKOCTEPHOEI, KOTOPEM TpebyeTcs
HO/IEPIKUBAIOLIAS TEPAMUA KHCAOPOIOM HIIH HCKyCCTBEHHAS BEHTHIISAIHS JIETKHX,

Curnopom 8b1c80600ICOEHUS YUMOKUNHOE
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TskeIBIi HITH KU3HeYTPOKAIOMAI CHIIPOM BhIcBOGOIeHIE RRTOKHEOR; Hintyil

npenaparamMi T-KJIETOK ¢ XMMEPHEIMU aHTHTeHHBIMH pettenitopamu (CAR), y B3pocibix

NaIHueHTOB.

HpoTtusonokazanus

T HepuyBCTBHTENEHOCTE K TOIMIN3YMa0y, moboMy KOMIOHEHTY IIperapaTa B aHaMHe3e.
AxtusHble HHQEKIHOHHBIE 3a00NeBanus (B T. 4. TyOepkynes), 3a nckmodennem COVID-19.
JleTcKHit BO3pacT A0 2 NeT AN NalHeHTOR ¢ MONHAPTUKY/ISPHEIM IOBEHIIIBHBIM HAHONATHIECKHM
APTPUTOM M CHCTEMHEIM FOBEHHJIFHBIM HAHONATHYECKHM apTPATOM.

Herckuit BospacT A0 18 sier 1ig nanueRToR ¢ peBMaTOUIHEIM apTPHTOM.

KomOunanmus ¢ uaruburopamu GHO-anbda niu npuMeHeHre B TedeHHe | Mecdlla nocie JedeHus
anTH-OHO antuTenamu.

Hetckuit Bo3pacT 1o 18 ner ans manueHToB ¢ HOBOIH KOpoHaBHpycHo# mHpexuuei (COVID-19)
(DaBHBIE OTCYTCTBYIOT).

[ToBbimIeHHE aKTHBHOCTH «II€4€HOYHEIX» (hepMenrToB B 210 pa3 ot BI'H (BepxH:s rpanuna
HOpMEL); a0comoTHoe grcno HeitTpodunon (AUH) <1 x 10%/1; wucio TpomBomuTon <50 x

10% /M1 (COVID-19).

Hetckuii BozpacT 10 18 JIeT A4 NMalMeHTOB ¢ CHHAPOMOM BEICBOOOXKACHUA IHTOKUHOB.

C 0cTOpPOKHOCTBID

PenuuBHpyoNMe WM XpOHHUECKHE HHGEKITHH B aHAMHE3€E, a TAKXKE COIYTCTBYIOIHE
3aboneBanys (HanpuMep, TUBEPTHKYJINT, CaxapHbI# THaleT 1 MHTepCTHIHANEHOE 3a00/eBaHNe
JNIETKHX), Ipe/IpacIIoNaraonIie K pa3sBUTHIO HH(exmuii.

SI3BeHHOE NopakeHHe OPraHoB KelyAouHo-KumeuHoro Tpakta (OKKT) una quBepTHKYIIHT B
aHaMHese.

AxTHBHOe 3a00IIcBaHIE [ICYCHH HIIH IeYEHOYHAs HEIOCTATOTHOCTD.

[Toxazarenn amanuHamuHoTpanchepassl (AJIT) wu acnapratamuuoTpaHchepassl (ACT),
npepenuaromue BI'H 6onee gem B 1.5 paza.

Vposens TpomGonuTos Hrske 100 x 103/Mior.

IIpuMeHeHAe BO BpeMs fepeMeHHOCTH H B IIEPHO IPYAHOI0 BCKAPMIIHBAHMS
Bepemenrnocme

Be3onacHOCTh ¥ 3(¢EKTABHOCTE NPUMEHEHHS NpenapaTa AxTeMpa® npd GepeMeHHOCTH H3YIEHET
HejocTaTouno. Mccnenosanus y o6e3bsH ne 00Hapy KM JucMOphoreHeTHYeCKoro NoTeHnyana

npenapata Akrempa®. O[HaKo NpH BBEICHHH TIPENAPaTa B BRICOKHX JI03aX OGHApYKeH
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HOBBIMIEHHETH PHCK CIIOHTAHHOrO BEIKUABLIIA/ y'rpHy'rpOGiéi‘fPfﬁG‘éziﬁ. "3 Haketnie Hatkol

HHpOpMALKK 114 JIOAEH He u3BecTHO (cM. paszgen «PapMakooruyeckue cBoiicTBay, MOapasnel

«DapMaKoIUHAMUKAY).
He cnenyer npaMeHATbh TOUAIN3YMad RO BpeMs OepeMeHHOCTH, 33 HCKIIOUEHUEM TeX Clydaes,
KOTla HMEeTC OUeBHIHAS KIHHUYECKas HeOOX0qUMOCTb.

Ilepuoo zpyonozo ecxapmausanus

HewuspecTro, BEIBOAMTCSA JH TIpenapaT AxTempa® ¢ IpyIHBIM MOIOKOM Y UenoBexa. HecmoTps Ha

BeyeneHAe 3HAoreHHbIX [gG B rpyAHoe MONOKO, cHcTeMHAs aGcop6Ius npernapaTa py rpyAaHOM

BCKApMITHBAHMH MaJIOBEPOATHA B CBS3U ¢ OBICTPOi IPOTEONUTHYECKOH Nerpananueit Takux
0enKoB B CHCTEME MUILIECBAPEHHS.

Ilpr NpUHATHY pellleHHs O MPOOIDKEHHH/TIPePhIBAHMH KOPMIICHHA TPY/IBIO HIIH
IIPOAOIDKEHHH/OTMEHE TEPATHK TOUMIH3yMaboM cllefyeT IPHHUMATh BO BHAMAHHE IIOJIB3Y OT

TPYAHOI'C BCKADMIITMBAHNA I peﬁeHKa H ITIONB3Y OT IIPOHOJDKEHHA TEPAIINA I MaTCpPH.

Cnocod npuMeHeHHS H A03BI

Jleuenue KOMIKHEI Ha3HAYATE MENHIMHCKHE CIICIUANCTHI, HMEIONIHE OMBIT B [IOCTAHOBKE
IuarHo3a u tepanuu PA, COVID-19, cFOMA, nfOMA u CBII,

IIpenapat npefHa3HAYeH OIS BBEACHHS Kak B aMOyNaTOPHO-IIOMHKIMHHYECKUX, TaK U B
CTAlIHOHAPHBIX YCIIOBUAX.

Cmandapmuulil pexcum 003UpOSaHUA

Peemamoudnuviii apmpum

PexomenmyeMas no3a cocraBisier 8 Mr/kr macchl Tena | pa3 B 4eTHIpe HeZlelH.

He pexomennyercs ysenu4eHue 0351 cBeme 800 Mr Ha olHy HH(Y3HIO IaleHTaM ¢ Maccoit
tena Bemme 100 xr (cM. pazmen «PapMakolorudecKue CBOHCTEAY, IOApaz e
«DapMaKOKHHETUKAY).

Pexomenoayuu no xopperyty 003vl HpU U3IMEHeHUU 1abopamopHelx nokazameneti (cM. paszoen

«Ocobuvie yrazanuiy)

e [loBpnmeHRE AKTHBHOCTH (IIEUCHOYUHEIX) li)epMeHTOB

3HaueHHe [OKa3aTeNns Koppekuus neuenus

ITpespnuenue BI'H B Ipu Heo6XoMUMOCTH IPOBECTH KOPPEKIHIO AO3BI OXHOBPEMEHHO
>1-3 paza raznadaemoro MT/BIIBII.

Ilpm ycToi#YABOM NOBHIMNEHHH aKTHBHOCTH TPAaHCAMHHA3 B 3TOM
IMaTna3oHe CHU3UTD J03Y Npenapara AkTemMpa® no 4 MI/Kr HIH

IpepBaTk JeUeHAe MpenapaTtoM N0 HOpMaTH3alkH IIoKa3aTeneH
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AJIT unu ACT.

B0306GHOBHTE NeYeHHe penapaToM B o3e 4 MI/Kr win 8 MI/Kr B

COOTBETCTBHH C KJIHHHYECKOH HeOOX0MMMOCTEIO.

[Ipeppumenne BI'H B
>3-5 pa3
(moATBEPMACHHOE TIPH
IIOBTOPHOM
ACCHIEIOBAHMH, CM.,
pasgen «Ocobrie

YKa3aHHA»)

IpepBaTh Nevenue npenapaToM AkTeMpa® 1o CHIKEHHS
IoKasaTtes JO YPOBHA MeHee 4eM B 3 pa3sa npepblmaromero BI'H;
Jayee CIeOBAThL pEKOMEeHJaiusM st npeseimenus BI'H B >1-3
paza.

TIpexpatuTts nedenue npenapartom Axrempa® npr ycroiuusom

TIIOBEIIEHHH TIOKa3aTens, npessimatomeM BI'H Gonee gem B 3 paza.

[Ipessunienne BI'H

Gonee ueM B 5 pas

IIpexparurs NeueHre npenaparoM Axrempa®.

e Huskoe AUH

TanuenTtam, paee He TOTy4aBOIMM NeYeHHe IpenapaToM AxTeMpa®, He pexoMeHmyeTcs

HAYMHATE IPHMEHEHHE Ipenapara npH nokasarene AUH mnke 2 x 10%/1.

3HaueHHe OKa3aTEeN

(umerno kaeTox X10%1)

Koppexuus neyenns

AYH >1

Ho3y He H3MEHSTS.

AYH 0.5-1 TIpeprath Ne4eHAe MpenapaToM AxTempa®.
Ipu yBenuaenmn nokazatens g0 >1 x 10%/1 Bo3o6GHOBHTE JeueHye
IIpenapaToM B J103€ 4 MI/KT M YBEJIHYHTH JI03Y 0 8 MI/KT B
COOTBETCTBHH € KJIIMHUYECKOH HeoOX0IHMOCTHIO.

AYH <0.5 IpexpaTuts neueHue npenapaToM AxreMpa®,

¢ Huskoe yucio Tp0M60HHTOB

3uadenye moKazarens

(4ucHo KIeTox X

Koppexuus neueHns

103 /mxc)
50-100 TlpepBars nederne npenapatoM AkTempa®.
ITpu yBenuaeruE nokasatens >100 x 10°/Mx1 BO30GHOBHTE
JiedeHHe [IPENapaToM B A03€e 4 MI/KI H yBEIMHIUTE JO3Y AC 8 MI/KT B
COOTBETCTBHH C KIMHUYECKOH HE0OX0AUMOCTBIO.
<50 IIpexpaTuth Neuenye npenapaToM Axrempa®.
COVID-19
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Pexomenayemas no3a g jevenus COVID-19 cocTasiser B MP/RT B ma%hﬂékpa’ﬁ{(}_ﬁ

BHyTpUBeHHOM HH(Y3uu B TedeHHe 60 MEHYT y IIalIHEHTOB, NOTYYAOMMX CHCTEMHBIE
TITFOKOKOPTUKOCTEPORIIBI M KOTOPBIM TPeSyeTcs IMOJIEPMBAIOLIAN TePali KHCIOPOAOM HIH
WBJI (cM. pasnen «PapMakoIOrH4ecKHe CBOHCTBAY).

Ecnu KHHUYeCKHe NPHU3HAKY HTH CHMIITOMBI YXYAIIAIOTCS. WM He YIY4INAIoTCs IIOC/e BBEACHUA
OMHOM HHGbY3HH, MOKHO BBECTH JOMONEUTENBHYIO HEbY3HIO TpenapaTa AkTeMpa® B fo3e 8
MI/KT Yepe3, Kak MHHAMYM, 8 4acoB Iocie nepBoi nadyzun.

He pexomennyercs yBenudeHHe 10351 cBhIe 800 Mr Ha ofHy HH(QY3HIO IIAIIMEHTaM C Maccoi
tena bonee 100 kr (cM. pasaen «PapMaKOIOrHUYeCKHe CBOHCTBAY, ITOAPA3ICII
«PapMaKOKHHETHKAY).

IIpivenenne mpenapaTa AxTempa® He pexoMerayercs namuentam ¢ COVID-19, y koTopsix

Habmopaercs ;moboe U3 CHeXYIOMHX OTKIOHeHU! B Ta00paTOPHEIX TIOKa3aTeNsX.

Tum nmaboparoproro 3HaveHue abopaTopHOro HeiicTBue
HCCeN0BaHUuA IIOKa3aTes
«[leuenounre» depmentsr | >10 x B['H [Ipumenenne npenapara
AYH <1 % 10%n AxTtempa® He pexoMeRIyeTCA.
UHco TpOMOOIUTOB <50 x 10*/mxcn
CBI]

B Bupe BHyTpHBeHHOH HHOY3AH B TedeHHE 60 MHHYT B J103€ 8 MIVKT y B3pOCHIBIX NAlEHTOB C
maccoii Tena >30 kr. IIpenapar Axtempa® MoXeT IpUMEHATHCS KAk B MOHOTEPAIIHH, TaK H B
KOMOHHAIMH C INIIOKOKOPTHKOCTEPOUIAMHU.

Ecnmu xnuHuvecKre IPU3HAKK HIIH CHMITOMBI HE YIYUIIAOTCA I0Ce BBENEHUS IePBOit HHGY3HH,
MOXKHO BBECTH JI0 3 HONOJHUTEIBHBIX HHQY3ui. HHTepBan Mexny nocieoBaTeJbHEIMA JO3aMH
JOJDKEH COCTABIATS, KAK MUHAMYM, 8 4acos.

He pexomennyercsa yBenugenue n0351 ceime 800 M Ha oHY HHDY3HIO.

V nanpeRToB ¢ TSKENbIM M ku3HeyrpoxkatomuyM CBII yacto oTMevaroTes IUTONIEHUS MM
rmoesimenre akTHBHOCTH AJIT wm ACT B cBA3H co 3/10KauyecTBEHHBIM HOBOOOPa30BaHACM,
[peAmecTBYIOmel mporABoIUMponuTapHoi xuMuoTepanuyn umm CBI.

Ocobste zpynnut nayuennos

Letn

cfOHA

PexoMeHnayemas /103a y HAnMEHTOB CTapIe 2 IET COCTABIAET § MI/KT OAUH pa3 B 2 HEJETH ¥
MalHeHTOB ¢ Maccoit Tena >30 kr umi 12 Mr/kr o uH pa3 B 2 HEASHH ¥ IIAIIHEHTOR ¢ Maccoil Tena

<30 xr. o3y cneayeT pacCHHTHIBATE HCXO/A M3 MAcchl TeNa IMalHeHTa IPH KaXI0M BBeICHRH
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Tasla

npenapaTa. VIaMeHeHUe H035! JOJUKHO GbITh 0CHOBAHO TONBKO A CodBETCTRy bitien HaMenenun

MacChl Tella [IaHeHTa ¢ TCICHHEM BpEMCHH.

BesomacHocTb 1 3(¢EeKTHBHOCTL BHYTPHBEHHOIO BBEAEHHS npenapara Axtempa® y jereil B

BO3pacTe A0 2 JIET He YCTAHOBJICHEIL.

V nanunentos ¢ clOUA pexoMeHayercs npepbIBaHUe Tepalliy TOLHIN3YMaOOM IIPH H3MEHEHUAX

B naﬁopa'ropﬂmx IIOKa3zaTelAX, IPHBCICHHLIX B TabJIANAxX HHXeE. Hpn HEOOXOIMMOCTH CIICIYET

W3MEHHTEH J03Y OJHOBpPEMEHHO Ha3Hadaemoro MT W/l APYyruX COMYTCTBYIONMX IIPEnapaToB

NIH NPEKPaATHTh UX NPHUEM, a TRKKE IIPEPBATh BBCIACHHC Toummsymaﬁa IO OLEHKH KITHHHYECKOH

cHTyauuH. PeneBre o npekpanleHHH TePaHA TOLRIH3yMaboM IPH BO3HHKHOBEHHA H3MCHCHHN

B naﬁopaToprm TIOKa3aTeNaX JOJKHO OCHOBBIBATHCA Ha MEOMIHHCKON OIEHKE COCTOSHHS

KOHKPETHOI0O NalHCeHTa, IOCKOJIBKY CYMIECTBYECT MHOKECTBO COIIYTCTBYIOIHX SaSOJICBaHPIﬁ,

KOTOpBIE MOT'YT OKa3bIBAaTh BIMsAHHE HA nabopaTopHEle IToKa3aTeny nmpu clOHUA.

e JloBpnncHHE aKTHBHOCTH «IICYCHOUHEBIX) (bepMeHTOB

3nayeHne noKazarens

Koppeximis neyenns

IIpesemuenne BI'H B

>1-3 paza

IIpr HEOGXOMUMOCTH IPOBECTH KOPPEKIHIO JO3EI OXHOBPEMEHHO
Haznayaemoro MT.

IIpu ycToiMMBOM MOBHIICHAA aKTHBHOCTH TPaHCAMHHA3 B 3TOM
JIMara3oHe IpepBaTh JISYeHHE NIPEnapaToM 10 HOPMalH3alHH
nokasareneit AJIT /ACT.

Hpessinenne BI'H

B >3-5 pa3

[Ipn HeoOxomAMOCTH IPOBECTH KOPPEKLIMEQ JO3E] OAHOBPEMEHHO
HazHauaemoro MT.

[IpepBaTh neuenue npenapaToM AKTeMpa® 10 CHIDKCHHA TTOKa3aTelLs
JI0 YPOBHS MeHee 4eM B 3 pasa npepsnuaroniero BI'H; nanee

CIIeN0BaTh peKOMeHAan|aM Juis npessmenusa BI'H B >1-3 paza.

[Ipessmmenue BI'H

Oonee gyeM B 5 pa3

IpekpaTHTh IeYeHUe npenaparoM Axrempa®.

Pemenye o IpekpameH:y Tepanuu npenapatoM Axtempa® npu
cIOMA nipu BO3HUKHOBEHMH U3MEHEHHH B JaBOpaTOPHBIX
NOKa3aTelLiX A0DKHO OCHOBEIBATHCA HA METUIIMHCKOH OLEHKE

COCTOAHNA KOHKPCTHOIO NAITHEHTa.

° Husxoe AUH

3HayeHUe nOKa3aTens

(umeno xreTox X 10%1m)

Koppexmus neqenns

AYH >1

Jlo3y He H3MEHATE.
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AYH 0.5-1 [lpepBath seyenne fipenaparom AkF&Nipa® V5 [i=4241630)

I1pu yBemuenuu nokasarens 10 >1 x 10°/1 Bo306HOBUTS JTeueHue

npenapatoM AkTempa®.

AYH <0.5 IIpexparuTh edeHne npenapatom Aktempa®.

Pemenne o npeKpamenuy Tepanuy npenaparom Aktempa® npu
clOHUA B ciiydyae BOSHHKHOBEHHS H3MEHEHHI B 1a00paTOpHBIX
MOKa3aTessax J0KHO OCHOBBIBATLCSA HA MEIHIIMHCKOMH OLIEHKE

COCTOAHHA KOHKPETHOI'O NalMueHTa.

e  Huskoe unciio TPOMOOLIMTOB

3Ha4yeHHe nokasaTens Koppexuus nevyenns
(4MCIIO KIIETOK X

10%/mxc)

50-100 [Ipn HeoOXOAMMOCTH MPOBECTH KOPPEKILIHIO 10361 OTHOBPEMEHHO
HaszHayaemoro MT.

[IpepBars jieuenne npenaparom Axrempa®.

[1pu yBenuuenun nokasarens >100 x 10°/Mki1 Bo306HOBHTS JeueHue

npenapatoM Axtempa®.

<50 [pekpaTuTh Teuenue npenapaToM Axtempa®.

Pelienye o npekpameHun Tepanuu npenapatom Axrempa® mpu
clOWA B ciryuae BO3HMKHOBEHHS H3MEHEHHIT B 1a00paTOPHBIX
roKasaresisax J0JDKHO OCHOBBIBATHCS HA MEAMIMHCKOMN OLIEHKE

COCTOAHUA KOHKPETHOI'O MNalMCHTA.

KiuHuYeckHX JaHHBIX HEJ0CTATOYHO, YTOOBI OIIEHUTH BIMAHHE CHIKEHHS 11036l TOLHIN3yMaba y
narueHToB ¢ cFOMA, y koTopbIxX HabmogaHCh U3MEHEHHs B Ta00paTOPHBIX MOKa3aTelsix.
Wnmeronuecs 1aHHbIE CBHAETEIBCTBYIOT O TOM, YTO KIIMHHYECKOE YIIy4llleHHe HaOIro1aeTcs B
TedeHHe 6 HeJleb OC/Ie Hayasla JedeHus npenapatom Aktempa®. B cirydae, eciii y naumeHTa He
HaOmo/aeTcs yay4leHus B Te4eHHe JTaHHOTO NIepHOIa BpeMeHH, 1e/1eco00pa3HoCTh
IPOIOJIKEHHSI TEPAITHH JI0/KHA OBITh TIIATETLHO MIEPECMOTPEHA.

ntOHA

Pexomenjtyemas 103a y nMalHeHTOB cTapiue 2 JeT COCTaBIAeT 8 MI/KI OJIMH pa3 B 4 HeJleH Y
nanueHToB ¢ Macco tena 230 kr uiam 10 Mr/Kr o/1MH pa3 B 4 HeIe/ M y NalMEeHTOB ¢ Maccol Tena

<30 kr. 1103}’ CJIEYET pacCUHTBIBATh HCXO/I4 W3 MacCChl T€J1a MalHEHTA MMPH Ka*X/10M BBEJICHHH
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npenapata. M3MeHeHHe D035 OIDKHO GBITH OCHOBAHO Tonmc%’ifa—‘éob'[‘ne'rc'rﬁ‘yﬂnu €M H3MEHEHHH

MacCHI Tela [alMeHTa ¢ TEYEHHEM BPEMEHH.
BezomacHocTs H 5 eKTHBHOCTS BRYTPHBEHHOTO BBEICHHS npenapara AkTempa® y feTeit B
BO3pacTe N0 2 JIeT He YCTaHOB/EHBL.

V nanuenTos ¢ nIOWA pekoMeHIyercs IpephIBaHKe TePalHH TONHIA3YMaOOM IIPH H3MEHEHUAX
B 1aDOpaTOpHLIX MOKa3aTellAX, IPABECACHHEIX B Tabminax Huske. [Ipu HeoOxooumocTu cnenyer
H3MEHHTH 03y OAHOBpeMeHHO HazHadaemoro MT u/mmi Apyrux comyTCTBYIONMX IPEAPaTOB
HIIH [IPEKPaTHTh HX IIPHEM, a TAloKe IpepBaTh BReACHHE TONWIN3yMaba 10 OLEeHKH KITHHHYECKOIH
CHTyauHH. ITOCKONBKY CYIECTBYeT MHOXKECTBO COIYTCTBYIONTHX 3a00NeBaH, KOTOPBIE MOTYT
OKa3bIBaTh BIAAHUE Ha TabopaTopHble nokasateny npu nfOWA, pemeHne 0 IpexpameHny
TepaliH TONMIHIYMaloM B ClIydae BOSHHKHOBEHH U3MEHEHHUH B TabopaTOPHEIX IOKA3ATENAX

JOIDKHO OCHOBBIBATRCS Ha MEIHLHECKOH OIEHKE COCTOAHNA KOHKDPETHOIO MalHCHTA.

* TToBbIIIEHHE aKTHBHOCTH II€YEHOTHBIX» (PePMEHTOB

3HaueHHe NOKa3aTeNs Koppexims negenns

Ipesrimenne BI'H B [Ipr HeoOX0AHMOCTH IIPOBECTH KOPPEKIHIO O3Bl OAHOBPEMEHHO
>1-3 pasza HasHauaemoro MT.
IIpu ycroiiunBOM NOBBINIEHHH aKTHBHOCTH TPAHCAMHHEA3 B 3TOM

JHANa3oHe IpepBaTh JedeHHe MpenapaToM J0 HopMalTH3aluH

nokazareneit AJIT/ACT.
IIpespmenne BI'H IIpu HeoGxoAUMOCTH IIPOBECTH KOPPEKITHIO TO3BI OXHOBPEMEHHO
B >3-5 paz HaszHayaemoro MT.

Ipepsars neverne npenapatoM Akrempa® 10 CHUKEHUS ITOKa3aTeNs
JIO0 YpOBHA MeHee yeM B 3 pa3za npeprimaromero BI'H; ganee

CIeOBaTh peKOMEHAANMaM Juis npessmuenns BI'H B >1-3 pasa.

Ipepsmienne BI'H TIpexpaTuTh NeveHue npemnapatoM AkTemMpa”.

6 5 P Axrempa®
oxree 9eM B 5 pa3 eIIIEHHE O MpeKpameHHH TepalliH penapaToM AKTeMpa® IIpH

mlOHA B citywae BO3HHKHOBEHHA H3MeHEHHI B 1ab0paTOpPHEIX

TIOKA3aTeNAX AOIKHO OCHOBHIBATRECA Ha MEAUIIMHCKOH OLIEHKE

COCTOAHHA KOHKPCTHOTO ITAITMCHTA.

] Husxoe AUH

3HaueHHe ImoKa3arens Koppexuus eueHus

(ameno xieTok x 10%/m)

AUH >1 Jlo3y He H3MEHATD.




COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 28.08.2023 N= 16542

AYH 0.5-1 [IpepBats nevenue fpenaparom. Rikqepy™ N3 TE323T630]

[1pu yBennyennu nokasarens a0 >1 x 10%/1 Bo306HOBHTE NeueHHE

npenapatom Axkrempa”.

AYH <0.5 [pekpaTuTh Teuenue npenapatom Aktempa®.

Pemenyie o npekpamesny Tepanuy npernaparoM Aktempa® npu
ntOUA B ciydae BOZHUKHOBEHHS W3MEHEHHH B J1Ta0OPATOPHBIX
MoKa3aTessixX J10KHO OCHOBBIBATLCS HA MEIMIIMHCKOM OlIEHKE

COCTOAAHHA KOHKPETHOI'O INallHCHTA.

e  Hu3skoe uncino TpoMOOIMTOB

3HaveHue rmoxasares Koppexkuus neqeHus
(4HCIIO KIETOK X

10°/mx1)

50-100 [Ipn HeoOX0AUMOCTH NPOBECTH KOPPEKIIHIO 103bI OJIHOBPEMEHHO
HazHayaemoro MT.

[pepsars neuenue npenaparom Aktempa®.

[Tpu yBenuuennn nokaszarens >100 x 10°/Mk1 BO306GHOBHTE JleueHHe

npenaparoM AkTempa”.

<50 [IpexpaTuth nedyenue npernapatom Axtempa®.

Pelierue o npekpaiieHuu Tepanuy npenaparoM Aktempa® npu
nfOUA B crydae BO3HHKHOBEHHS H3MEHEHHIT B J1a00paTOPHBIX
NoKasaTe/sx J0JKHO OCHOBBIBATHCA HA MEJMIIMHCKOM OllEHKe

COCTOsIHHA KOHKPETHOI'O IalMeHTa.

Bo3MOKHOCTD CHHIKEHHUS 10361 TOLMIN3YMa0a B CBA3H ¢ BOSHUKHOBEHHEM U3MEHEHH B
1ab0paTOpHBIX MOKa3aTe/ax y nauueHToB ¢ nFOUA He u3ydanace.

Mmeronecs naHHbIE CBUACTEILCTBYIOT O TOM, YTO KJIIMHHYECKOE YiIydIleHHe HaboaaeTcs B
TeueHne 12 Hejesb MoCie Hayana jeyeHus npenaparom Akrempa”®. IlenecooGpasHocTs
IIPO/IOJKEHHS TEPAIHH A0KHA OBITh TINATEILHO NEPECMOTPEHA, €CIIH Y NallHeHTa He
Hab/mo1aeTcs yIydlnIeHus B TeHeHHE JAHHOTO MePHO/Ia BPEMEHH.

Hayuenmot nosxcunoeo 6o3pacma

Koppekunu /10361 y naliueHTOB MOKKIOT0 Bo3pacta (>65 ner) He TpebyeTcs.

Iayuenmut ¢ napywenuem GyHKyuu novex

Koppekiuu 10351 y NalHEHTOB ¢ HApPYIEHHEM (YHKIMH MOYEK JIETKOM CTENeHHU THKECTH He
TpedyeTcs (cM. paszgen «DapMakoIornyecKue CBOHCTBay, nojapasiel « DapMakoKHHETHKA Y

0COOBIX rpyI nanueHToB»). [IpuMenenne Tonumzymaba y manueHToB ¢ YMEPEHHBIM H
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TSOKENBIM HapymIeHueM (PYHKIHH TOYeK He H3YHaIoch (CM. pas}ateﬂ fdﬁﬁapmaﬂmb{ﬁqeeme

cBoiicTBaY, moxpasaen «PapMaKoKHHETHKA Y OCOOBIX IPYIII IIAMECHTOBY).

Hayueumv: ¢ napywenuem Qynxyuy nevenu

BeszonacHocTs ¥ 5)(EKTHBHOCTS TONMIN3YMaba y AalUeHTOB ¢ HapyIeHHeM QYHKIMH Ne9eHH
HE H3YJaIUCh.

Crocod npumenenun

[locne pa3seeneHus npernapart Axrempa® nanmentam ¢ PA, cIOHA, nfOUA, COVID-19 u CBL]
CIEAyeT BBOAUTH B BUAIE BHYTpHUBeHHOH HEGY3HE B TedeHme | daca.

Hayuenmvr ¢ PA, cFOHA, nFOHA, COVID-19 u CBI] ¢ maccoii mena 230 ke

IIpemapar Axtempa® cnenyer passecty 10 06bema 100 MII CTEPHIBHBIM AIIMPOTEHHBIM
pacTropoM HaTpus xopuna 9 mr/mi (0.9%) ¢ coOmoneHreM IIpaBHiI aCENTUKH.

WHCTpYKINHE 10 pa3sBEACHHIO ISKApCTBEHHOTO IIpenapara nepe]] BBeICHHEM IIPSICTABICHE] HHXKE.
Hayuenmur ¢ cFOHA, nfOHA ¢ maccoii mena <30 ke

INpenapar Axtempa® ciemyer passecTs o 06seMa 50 MII CTEPHIEHBIM aIMPOT€HHBIM PACTBOPOM
Harpus xnopuaa 9 mr/mi (0.9%) ¢ cobmogeHHeM IpaBHI aCEIITHKH.

HHcTpyKiy 110 pasBeieHUIO JTeKapCTBEHHOIO IIpenapaTa nepej] BBeleHHeM IIPEeACTABICHEI HIKE.
[Ipy mosiBNeHH y MalHeHTa NIPU3HAKOB M CHMITOMOB HH()Y3HOHHOH peaki(iy cIenyeT
YMEHBIIUTH CKOPOCTh HH(Y3UH UAH MIPEKpaTUTh BBeNICHNE NIpenapaTa i HEMEeUIEHHO Ha3HAYHTD
COOTBETCTBYIONIHE NpelapaThl/IOAACPKUBAIONTYIO Tepanuio (cM. pasnel «Ocobble yKazaHHIy).
Hpuzomoenenue pacmeopa KeKapcmeeHno20 npenapama

Tpemapar Axrempa® momKeH BBOIHTECS MEARIMECKUM ITepcoHanoM. IIpenapar npeaHasHaueH
IU1s BBEIEHUS Kak B aMOyJIaTOPHO-TIONUKIMHIYECKHX, TAK H B CTAIIMOHAPHBIX YCIOBHAX.
IIpenapam Axmempa® ¢ nexapcmeentoii hopme O3 GHYMPUBEHHOZ0 66COCHUR HE
RpeOHazHayen 012 ROOKOXCHO20 68ederua!

INonroroBka mpenapara K BBEACHHIO JOJDKHA NPOBOJUTHCS B ACENTHUECKUX YCITOBHAX.

Ilepen BEemeHUEM HEOOXOIAMO OCMOTPETH IPHTOTOBICHHBIH PacTBOP Ha MPEAMET OTCYTCTBHSA
TIOCTOPOHHHX YACTHI] MITH H3MEHEHHS OKPACKH.

Crenyer BBOJIUTE TONBKO IIPO3PaYHbIH HITH ONANECIHPYIOIUMH OSCIIBETHEIH MM CBETIO-XKEITEIH
pacTBop 6e3 BUIUMEIX IIOCTOPOHHUX YACTHIL.

ClieZyeT HCIIONb30BATh CTEPUIBHYIO HIVIY M IIIPHIT IS OPHTOTORIISHNS pacTBopa Ui HH(y3mii
npenapara Axtempa®.

Hayuenmor ¢ PA, CBI] u COVID-19

1. PaccunraTh KOIMYECTBO NIpeNapaTa, HeoOX0IMMOe IS BBEISH S IalueHTy (13 pacdera 0.4 M

Ha 1 Kr MaccH Tena (0.4 ma/xr)).

29



COOTBETCTBYET ZKCNEPTHOMY OTYETY
ot 28.08.2023 N= 16548
2. B acenTu4ecKHuX yCJIOBHAX M3 HH(Y3HOHHOIP (rakoHa (HAxeEnwohepxkaterd 10001 0.9%

pacTBOpa HaTPHs XJIOPH/IA (PacTBOP J0MKEH OBITh CTEPHIILHBIM U alIMPOTEHHBIM), 0TOOpATh
OJIHOPA30BBIM CTEPHIIBHBIM LINpHIEM KoauyecTBo (0.9% pacTBopa HaTpUs XJIOPH/A, pABHOE
PacCUMTAHHOMY /ISl BBEJICHHS KOMUECTBY npenapata Axrempa®.

3. Jlpyrum 0/JHOpPa30BBIM CTEPHILHBIM IIIPHIIEM B aCENITHUECKHX YCIOBHSIX U3 (1akoHa ¢
npenapatoM AkTempa® 0ToGpaTh paCCYMTAHHOE KOJIMYECTBO MPENapara u BBECTH €ro B
uH(y3nonHbIH (rakol (maket) ¢ 0.9% pacTBopoM HaTpUs XJIOPUA; B pe3ybTaTe 00beM
IPHTOTOBICHHOTO PacTBOpa A0KeH ObITh paBHBIM 100 M1

4. Jlns nepeMelIMBaHus aKKypaTHO NMEepeBepHYTH (IakoH (MaKeT) BO u3dexaHue
neHooOpazoBaHHs.

HDlLWEHEHue V RAYUEHMO8 0emCKo20 803pacma

Hayueumor ¢ nFOHA, cFOHA ¢ maccoii mena >30 ke

1. PaccunTarh KOJIMYECTBO MpenapaTa, HeoOX0AUMOe /Ui BBEJICHUS narueHTy (u3 pacuera 0.4 M
Ha 1 xr maccel Tena (0.4 Mi/kr)).

2. B acentiueckux ycnoBusax u3 uHy3uoHHOro drakoHa (makera), cogepxamtero 100 mm 0.9%
pacTBOpa HaTpUs XJIOpUIA (PaCTBOP J0/KEH OLITH CTEPHIILHBIM H aTUPOTeHHBIM ), 0TOOpaTh
OJJHOPa30BbIM CTEPUIILHBIM HITIpUIieM KoiaudecTBO 0.9% pacTBopa HaTpHs XJIOpPUIa, paBHOE
paccUMTaHHOMY JUIsl BBEJICHHS KOJTMYECTBY Tpenapara Akrempa®.

3. JIpyruM OIHOPa30BLIM CTEPHJIBHBIM IIIIPHIIEM B aCENITHYECKHX YCIOBHAX U3 (prakoHa ¢
npenaparoM AktemMpa® 0TOGpaTh paCCUMTAHHOE KOIMUYECTBO MpEIapaTa i BBECTH €ro B
uH}y3uoHHbIH (iakoH (naket) ¢ 0.9% pacTBOpOM HaTpHs XJIOpH/IA; B pe3yIbTare 00beM
MIPUTOTOBJICHHOTO PAcTBOpA JI0/KeH ObITh paBHBM 100 M.

4. JIns nepeMenIMBaHus aKKypaTHO NMepeBepHYTH (prrakoH (makeT) Bo uzdexanue
EHOO0Opa30BaHUsL.

IHayueumor ¢ nfOHA ¢ maccoti meaa <30 ke

1. PaccumtaTh KOJMYECTBO Mpenapara, HeoOXoJuMoe sl BBeAeHUs manueHTy (u3 pacyera 0.5 mu
Ha 1 kr maccel Tena (0.5 Ma/kr)).

2. B acenTuueckux ycnoBusx u3 uHdpysnornoro ¢akona (makera), coaepskamtero 50 mu 0.9%
pacTBOpa HATPHUS XJIOpH/a (PacTBOP JA0IKEH OBITh CTEPHIIBHBIM U aTHPOr€HHBIM), 0TOOpaTh
OJTHOPA30BbIM CTEPHIIBHBIM MIpuIieM koardecTBo 0.9% pacTBOpa HATpuUs XJI0pHIA, PABHOE
KOJIMYECTBY, PACCUHTAHHOMY /I BBEJICHHS mpenapara AkTempa”.

3. lpyruM 0HOPA30BLIM CTEPHIIBHEIM IIIIPUIIEM B aCENITHYECKHUX YCIOBUAX U3 (prakoHa ¢
npenaparoM AxtemMpa® 0ToGpaTh paccUMTAHHOE KOJIHUYECTBO IIPENapaTa i BBECTH €ro B
uH(pY3HOoHHBIH (1akoH (makeT) ¢ 0.9% pacTBOpOM HATPHS XJIOPUA; B pe3yJibTare 00beM

IPHATOTOBJICHHOI'O pacTBOpa JOJIKEH OBITH PaBHBIM 50 M.

30



COOTBETCTB!

100

4. IIna nepeMenIMBaHUA aKKypPATHO NepeBepHyTh GIaKOH (néktﬁ:} B¢/ Hbﬁema[mrb- 03U

nexnoo0pazoBaHusL.

Hayuenmu ¢ cFOHA ¢ maccoii mena <30 xz

1. PaccunTaTh KOJTHYECTBO Ipenapara, HeoOXoauMoe JUIst BReIeHH NalueHTy (A3 pacdera 0.6 M
Ha 1 xr Maccs! Tena (0.6 Mi/xr)).

2. B acenTHYecKHX YCIOBHAX K3 HH(GY3HOHHOrO (hakoHa (makeTa), conepxkamero S0 ma 0.9%
PacTBOpa HaTpus XNnopuaa (pacTBop MOJDKeH OBITE CTePHILHBIM U allHPOTeHHBIM), 0TOOpaTh
OJIHOPa30BbIM CTEPHIIBHBIM IINPHIIEM KomuuecTBo 0.9% pacTBopa HaTpHA XJIOPHIA, PABHOE
PAacCUMTAHHOMY JUTS BBEJIERHs KONMIECTBY IpenapaTa Axtempa®.

3. JpyruM OHOPA30BEIM CTEPHIBHEIM IMIIPHIIEM B aCETITHIECKUX YCIOBUAX H3 (hIAKOHA C
npenaparom Axrempa® 0To6paTh pacCTHTAHHOE KONHYECTBO TIPENapaTa i BBECTH €T0 B
HH(Y3HOHHBIN hnaxoH (makeT) ¢ 0.9% pacTBOpOM HaTpHA XJIOPHIA; B pe3yasTaTe 00BeM
IPHTOTOBIEHHOIO pacTBopa JA0KeH ObITh paBHBIM 50 MiL.

4., JIna nepeMenMBaHAs aKKypaTHO [IepeBepHYTh (uIakoH (maker) Bo U3bexaHue
TIeHO0Opa3OBaHH.

Ipenapar AkTempa® npe/lHasHAaYeH TONBKO A OXHOKPATHOTO IIPHMEHEHH.

IIpasuna xpanenus npUzoMOBIENHO20 paACMBOPa

TIprroToRNeH LI MEQY3HOHHARNL pacTBOp NpenapaTta AkTeMpa® QH3MYECKH H XMMHYECKH
crabuneH B 0.9% pacTBOpe HaTpus XyopHja B TeueHre 24 1 npH Temneparype 30 °C.

C MHKpOOHOJIOTHYECKOH TOYKH 3PEHUS IPATOTOBIEHHEIH PacTROP AODKeH ObITh HCIOB30BaH
HEeMEJUICHHO.

Ecinu npenapatr #He MCIONB3yeTCs cpa3y, TO BPEMs H YCIIOBHs XPAHEHHS IPUTOTOBIEHHOFO
pacTBOpa SBIISIOTC OTBETCTBEHHOCTRIO [IOJIB30BATENA H He NOJIKHEI NIPEBEIIATE 24 9 NpH
temmneparype ot 2 °C mo 8 °C (XpaHuTh B XOIOANUIEHHKE) B TOJBKO B TOM CIy4ae, eclH
IIPHTOTOBJICHHE PaCTBOPA IIPOBOJUIOCH B KOHTPOIHPYEMBIX M BATHAHPYEMBIX aCEeNTHYECKUX
YCIIOBHSIX.

Hucmpyxyus no yHUYMOIICEHUIO HEUCNOTL30BAKHO20 NPENApama, a MAKICe NO UCIEYEHUY CPOKA
200HOCMU

Ilomapganue nexapcTBEHHEIX MPENapaToB B OKPYKAIOIIYIO cpey JOJKHO OBITE CBEAEHO K
MuHEMYMY. He crexyer yrunusmpoBaTh penapar ¢ MOMOIIBIO CTOTHEIX BOZ| HITH BMECTE C
OBITOBEIMH oTXoqaMH. [To Bo3MOXKHOCTH HEOOXOMHMO HCIIONB30BATE CIEIMANBHbIE CHCTEMBI IS

YTHUIM3allHH JIEKAPCTBECHHBIX IIDETIApaToOB.

Ilo0ounoe aeitcTBue

Pestome nmpoduis 6e300acHOCTH |
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ot 28.08.2023 No 16548 .

Han6olee 9acTo OTMEUABIIMMACS HeXKeNATelsNEMA peaKIuBMi (HaGonamichy >5%

[ALHEHTOB, TIOJTYYaBIIHX TOMIM3yMal B BHie MOHOTepalliy MK B komOuHanuu ¢ BIIBIT ma
neyenns PA, clOHA u nFOWA) 6bumi uH(pEKINH BepXHUX JLIXaTeNbHBIX yTeH, Ha30(apHHIHT,
ToJI0BHAs OO, aﬁTepHanLHaa THIEPTEeH3ns U ToBbunenne akTuBHOCTAH AJIT.

Haubonee cepbe3HbIMH HEXCHATEIBHBIMH PeakIuaME GBUTH cephe3HbIe HHGEKIMH, OCTI0KHEHHS
JUBEPTHKYJINTA M PEaKIUH TAEPIyBCTBATEIFHOCTH.

Hawubornee yacTo 0TMEUABIIMMHCSA HEXKENATEIbHBIME PEAKITHAMHE (HaOMOTaIHCh ¥ >5%
IALMEHTOB, IOIYYABIIKX TOMMIH3yMal aus neyeHns COVID-19) ObutH NOBBIMICHHE aKTHBHOCTH
«IIEYCHOYHBIX) TPaHCaMHHa3, 3a110p H WH(EKIAA MOYCBBIBOIAINMX IIyTEH.

HesxesnaTenbHEIe PEAKIUH, BRIIBICHHEIC B XOA€ KITMHIYECKAX HCCIENOBaHUH /MM IIpH
TIOCTPETHCTPANMOHHOM IIPAMEHEHNH TIpenapaTa AKTeMpa® Ha OCHOBAHHH CIIOHTAHHBIX
COOBIIEH I, CITy4aeB, OIMMCAHHBIX B TMTEPATYPHEIX UCTOUHUKAX, H CIydaeB, HaDIIOZaeMEIX B
pamKax IporpaMM HEMHTEPBEHIMOHHBIX UCCIIe0BaHH, IPEACTaBIeHH B Ta0munax 5 1 6 B
COOTBETCTBHU C CHCTEMHO-OPraHHOi KiaccH(puKannei MEAUIMHCKOTO CIOBaps A HOPMAaTHBHO-
npaBoBoii aestensHocTd MedDRA. JTist onucanust 9acTOTH! pa3sBUTUA HEXKENATEIbHEIX peaKIui
HCIIONL3YIOTCS CASTYIONIHE KaTeTOpHH: 0UeHb JacTo (=1/10); gacto (=1/100, o <1/10), ReyacTo
(>1/1000, no <1/100), peaxo (=1/10 000, Ho <1/1 000), ouens pemaxo (<1/10 000). B kaxgoii
rpynme (110 YaCTOTe BOZHHKHOBEHHS) HEXKENATEIbHEIE PEaKIIuH TIPe/ICTABIEHE! B HOPSIKE
YOBIBAHHA CTEIICHHA X CEPHE3HOCTH.

PA

IIpoduns 6e3onacHocTH TonmIM3yMada 65Ul H3ydeH B 4 mnanebo-KOHTPOTHPYeMBIX
ueenenopanmax (uccnenopanud I, II1, IV u V), 1 koHTpoImMpyeMOM HCCISTOBAHUH C
pumenenreM MT (uccnenosanne [) 1 B Xofe pacIIMpeHHBIX IEPHOJOB K JaHHBIM
ucclefoBaHuaM (cM. pasgen «Dapmakonorugeckue cBOKCTBaY).

JBoitHoi#i cnenoif KOHTPOMUPYEMBIH TIEPHOT HCCIIEIOBAHMA COCTABMI 6 MECALEB B YETHIPEX
ucenenopannsx (Hecnexosanus I, I, IV 1 V) 1 o 2 net B 0MHOM HecleJOBaHAR (MCCIIEIOBAHKE
I1). B 1BOMHEIX ClENBIX KOHTPONUPYEMBIX HCCIENOBaHUAX 774 MalMeHTa MoXydand TONMIM3yMat
B J03€ 4 MI/KT B XoMOuHanuy ¢ MT, 1870 mamuenTos nomydam Tonunsymat B 03¢ 8 MI/Kkr B
xomOunauun ¢ MT wm gpyruma BIIBIT 1 288 manpeHToB HoIydany Touuma3yMalb B gose 8
MI/KT B KQ9eCTBE MOHOTEPAIIHH.

Tomynsuus MaueHToB ¢ MIMTENBHOH 3KCIIO3MIMeH pernapara BIIIOYAST BCeX NalHeHTOB,
KOTOpEIe nonyqun:n 110 MeHbIIe Mepe OHY A03Y TOImMIM3yMada BO BpeMs ABOHHOIO CIENOro
KOHTPOJNMPYEMOTO IIEPUOA HIIK BO BpeMs OTKPBITOrO pacurHpeHHoro neproaa. Mz 4009

NanHeRTOR B AaHHOHN monynauuu 3577 mauueHToB IONyYany TEPanuio B TEHEHHE 10 MEHbLIESH
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COOTBETCTBYET SKCNEPT
ot 28.08.2023 N= 16

Mepe 6 Mecsnes, 3296 MallHeHTOB — B TEHEHH§ 110 Mennmeﬁﬁi‘éﬁé eifHoro-Tuxa; 2806 aupenTon

EPTHOMY OTUYETY

TIOJTYYaTH TEPAIUIO B TeYCHUE 10 MeHbINeH Mepe 2 et 1 1222 manuenTa — B TeUEHHE 3 JIET.
Tabmuna 5. Ilepedenb HeJKENATENBHBIX beaxunﬁ, HabIoaBIINXCA Y IAIHEHTOR ¢ PA,
IONYUaBIIHX TOMKIH3YMal B KauecTBe MOHOTEPAIIHH UK B KomMOuHaunn ¢ MT unm npyruMu
BIIBII B meprton npoBeneHus ABOHHOIO CIENIOr0 KOHTPOJINPYEMOTO HCCIIEMOBAHUS HIH IIPH

IIOCTPErHCTPANTHOHHOM ITDUMEHCHHH.

CneremHo- Karteropun 1acToThbl Pa3BHTHA HEKEJIATETBHBIX peaKkimii,
opraHHas IpeJCcTABACHHBIX ¢ HCNIOIL30BAHHEM TEPMUHOB
KIaccHpuranus NPEeANoYTHTENLHOIO0 YIOTPpeOIeHHS
Ovuens 1acTo Yacto Heuacro Peaxo
Hudexuun u PHQEKIHA BOCTIAJIEHHE JABEPTUKYIIUT
HHBa3HH BEPXHHX MOIKOXKHOH
. IOBIXaTeNbHBIX | KIETIATKH,
nyrei MNHEBMOHH S,
TIPOCTOM reprec
IIOJOCTH pPTa,
OIIOACEIBAIOITHIA
mumatt (Herpes
zoster)
Hapymenus co JIEHKOTICHHUS,
CTOpPOHEI KPOBH H HeHTponeHns,
maM@aTHIecKoi THI0GHOPHHOTEH
. CHCTEMEI eMus
" Hapymienus co aHa¢umakcus (c
CTOPOHBI HMMYHHOIH JIeTalbHBIM
CHCTEMEI ncxomonm) >3
OBIOKpHHHEIE THIIOTUPEO3
HapyIEeHHs
HapymeHnus THIIEpPXOJIecTe THIEPTPHTIIHIL
MeTabomu3Ma H puHemMus* epuIeMus
[IHTaHUA
Hapymenns co rONOBHAs GO,
CTOpPOHEI HEPBHOIH TOJIOBOKPYKEHHE
CHCTEMEL
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ot 28.08.2023 N2 16548
Hapymerus co . KOHBJOHKTHBHT | X0AALA N3 T=f2aT620)
CTOpPOHEL opraHa'
3peHns
Hapymenus co MIOBBIIEHHE
CTOPOHEI COCYAOB apTepHaILHOTO
IaBIEeHUs

Hapymenus co
CTOPOHBH!
JBIXaTeILHOM
CHCTEMBL, OPTaHOB

TPYAHOM KIETKH H

Kanieiib, OObIIIKa

CpellOCTEHNS

XKenynouso- 00JIb B KUBOTE, CTOMATHT, A3Ba

KHIICYHBIE A3REHHBIH KelyAKa

HApyIIeHusA CToMamT,

TaCTPHUT

Hapymenus co JIeKapCTBEHHOE

CTOPOHEI IIEYCHH ¥ | TIOpakeHHe

e TIEBBIBOIAINX [ICYEHH,

nyTei TEIaTHT,
KENTYXa
Ouens peaxo:
OEeYEHOYHAS
HEJIOCTATOYHOCT
b

Hapymenus co CBIllb, 3y, CHHAPOM

CTOPOHBI KOXH H KPAIMBHHALA CruBenca-

TIO/IKOMHEIX TKaHeH Ixoucona’®

Hapymrenus co HehponuTHas

CTOPOHBI I104YEK H

MOYEBHIBOIANIMX

nyreit |

3
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 28.08.2023 N= 16542

O6mHe HapymeHus nepulpeprraeckuif x0AAWMIA N3 N=241630)
H PEaKIilHH B MeCTe OTEK, peaKiuu
BBE/ICHHS THIIEPYYBCTBHTE
bHOCTH
JlaGoparopHubie 1 IIOBBIIIIEHUE
HHCTPYMEHTaJIbHBIE AKTHBHOCTH
NaHHbIE «IIeYEHOYHBIX »
TpaHcaMHHa3,
yBeJIH4YEHHE
Macchl Tena,
TNOBBIIEHHE
obmiero
OunupyOuna*

*BxmoveHsl MOBBILIEHHA YPOBHEH, coOpaHHBIe B paMKaX PYTHHHOIO MOHHTOPHHTa TabopaTOpHBIX nokaszaTeneii (cM.
TEKCT HUXKeE).

'Cwm. paznen «[IpoTHBONOKA3aAHHS Y.

2Cw. paszen «Ocobble yKazaHus».

3JlanHas HexkenatesibHas peakuus ObL1a BhIABIEHA PH MOCTPErHCTPALIMOHHOM MPHMEHEHHH, HO He Hab.To1anach B
KOHTPOJIHPYEMbIX KIHHHYECKHX HcenenoBaHuaX. Kateropus yactoTel Obia paccyuTaHa HCXO/IA M3 BEpXHEH rpaHuLbl
95% noBepHTENLHOrO HHTEPBANA, BbIYHCIEHHOI0 HA OCHOBAHHH 0OLIEro KOJIHYeCTBA NALMEHTOB, NOJYYaBIIHX
TOLMAN3YMA0 B KIMHHYECKUX MCCTEI0BAHMAX.

Hugherxyuu

B 6-MecAaYHbIX KOHTPOJIMPYEMBIX HCCIIEI0BAHUAX YACTOTA BOSHHKHOBEHU BceX HHQEKIMHA cpeau
MalMeHTOB, MOoMyYaBIuX Toumu3ymad B 1o3e 8 mr/kr + BIIBII, coctaBuna 127 asneuuii Ha 100
MAaKHEHTO-JIET 110 cpaBHeHHIO ¢ 112 apnenusmMu Ha 100 nanueHTo-J1€T B rpyIie MalueHToB,
noayvasiux mianedo + BIIBIL. B nonyasuun naiMeHToB ¢ JUTHTEILHON SKCIO3HIIHEH TTpenapaTa
o6111as 4acTOTa BO3HHKHOBEeHHs MH(eKmii Ha GoHe Tepamun nmpenapatom Aktempa® cocTaBuaa
108 siBnennit Ha 100 nanueHTO-1€T IKCIO3HIIHH.

B 6-MecsSYHBIX KOHTPOIMPYEMBIX KJIMHHYECKHX HCCIIEIOBAHMAX YACTOTa BOZHHKHOBEHHUS
cepbe3HbIX HHPEKIHH Cpe/In MallMeHTOB, MOJy4aBMX Tomuuzymadb B 1o3e 8 mr/kr + BIIBII,
coctaBuia 5.3 aBienus Ha 100 nanueHTo-1€T IKCNOZUIUH O cpaBHeHH!IO ¢ 3.9 aBnenns Ha 100
MAIHEHTO-JIET HKCIIO3MIIHH B IPYIINeE NMalHeHTOR, noayyasmux naanedo + bIIBIL B
HCCIeZIOBAHUH MOHOTEPANHH YacTOTa BOSHHKHOBEHHS cephe3HbIX HHpeKIuii cocTaBuia 3.6
seieHus Ha 100 manueHTo-1eT IKCMO3UIHH B IPYIINE MALHEHTOB, MOJIY4aBIIMX TOLMIN3YyMal, H
1.5 aBnenus Ha 100 nauneHTO-N€T IKCIOZHLNH B IPYNIe NanHeHToB, nomyyasmmx MT.

B nomynsmnuu nanueHToB ¢ JUTMTENIBHOM IKCo3uIMell npenapaTa odmas 4acToTa BO3HUKHOBEHHSA

cepbe3HbIX HH(peKuuil (OaKTepHalbHbIX, BAPYCHBIX U rPHOKOBBIX) cocTaBuia 4.7 ssienus Ha 100
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MALMERTO-eT Kcro3uu. Cephesnnle HEGEKIH, HeKOTOPHEAF KOTOPEX BEIT ¢ TreTaNEHEIM

HCXOJIOM, BKJIIOYAIIH aKTHBHEN TyGepKyIIes B IEroqHol MK BHENEroyHoM hopMe, MHBA3HBHbIE
JeroyHsie HHGEKUHH, BKITIOYasd KaHIUI03, aCTIEPTHIUIES, KOKIMIHOHTOMHKO3 ¥ ITHEBMOLMCTHYIO
IHEBMOHUIO, THEBMOHMIO, BOCIIAICHHE MIOAKOXKHOI KIIeTJaTkH, ONOACHIBAONIMIA Jimmaii (herpes
zoster), racTPO3HTEPHT, ANBEPTHKYIIAT, CENICUC M OaKTepHanbHbIt apTpuT. Coobmanocs o
CILy4asxX BO3HUKHOBEHMS ONIIOPTYHHCTHYECKUX HHDEKITHii,

Humepcmuyuanvnoe 3aboneganue neziux

Hapymenue GyHKIMH JIETKHX MOXET ITOBEICUTE PUCK pa3BuTha uHGexwmit. [Ipu
IIOCTPETHCTPAIMONHOM NIPUMEHEHHH Tipeliapara ObUTH MONyd9eHbl COOOIIEHUS O PAa3BUTHH
HHTEPCTHLHAIBHOTO 3a00/IEBAHMS JIETKUX (BKIIOYAs THEBMOHMT U (PHOPO3 JIETKHX); HEKOTOPBIE
H3 5THX CITy4aeB IIPUBEIH K JIETAIEHOMY HCXOAY.

Heppopayua JKKT

Ha nporsaxennn 6-MecA9HEIX KOHTPOJIHPYEMBIX KIMHHYECKHX HCCIENOBaHMi o6Inat 4acToTa
BO3HHKHOBEHUs ABICHHH, cBA3aHHLIX ¢ nepdopauueii XKKT, coctapuna 0.26 ssnenus Ha 100
HALMEHTO-IIET Y NAIIHSHTOB, TIONYYaBIIHX TePAUIO TOIMH3yMaboM. B monynsauun mauneHTos ¢
JUTATENHHOM SKCIO3uIMeH IpenapaTa obmas yacToTa BO3HHKHOBEHHS ABJICHHH, CBA3aHHEIX C
nepdopauneit XXKT, cocrasuna 0.28 senenus Ha 100 nanuenro-ner. Cnyyau nepgopamn XK T
y DaIMeHTOB, IONy4aBIIuX TOLKIH3YMal, B OCHOBHOM, KaK OTMEYalOCh, OBUTH IPEJICTABICHE! B
BHJIE OCJIOXHEHHA IHBEPTHKYIIHTA, BKTIOYas TeHEPANTH30BaHHbIHA THOMHEIM IEPUTOHHT,
nepdopamnuio HiskaUX otaenos JKKT, csum u abenecc.

Hudghysuonnwie pearyuu

B 6-MecA4YHbIX KOHTPOIHPYEMBIX UCCIIEHOBAHUAX HEXKeaTeIbHBIE SBICHHS, CBA3aHHbIE C
nE(Y3uAMU (OTHENBHEIE SBICHNS, BOSHHEKIIAE BO BpeMs HH(]Y3HH MM B TeyeHHe 24 9acoB Nocie
MH(Y3HUH), oTMEYATHCE ¥ 6.9% NauMeHTOR B IPYIIIE, IONydYaBmIeH ToMum3yMat B fo3e 8 MI/kr +
BIIBII, n y 5.1% nanuenToR B rpy1mne, rony4yasmei miane6o + BIIBIT. Ssneaus, Bo3HAKIIHE BO
BpeMA HH(QY3MH, IPEHMYIIECTBEHHO MPEACTARISUIN COOOM SIU30/(bI IIOBLILEHHS aPTEPHATLHOTO
JTaBJICH¥A; ABIICHHA, BOSHUKIIKE B TeUCHHE 24 YaCOB NOCIe 3aBepNICHUs. HHOY3HH, NIPeICTABISIITH
co6oii royIoBHYI0 GOJIb B PEaKUHH CO CTOPOHEI KOXH (Chillb, KPAIIMBHHITA). DTH PEAKIHH HE
TIPHBOAYIM K OrpAHHYEHUIO TEPAIIHH.

YacToTa BO3HUKHOBEHM aHAa(UIIAKTUICCKUX PEaKIHit (KOTOpEIe HAOIIONAIHCEH B 06meiH
cnoxxHocTH y 8 3 4009 manuenToz, 0.2%) ObuU1a B HECKONBKO pa3 BEINE B MPYIINE, IOIyYaBIIEH
Ipenapat B Ao3¢ 4 MI/KT, B CPaBHEHHH C IPYIIIOH, MOTyYaBIIEi Ipenapar B 03e 8 MI/kT.
Knunnyeckn 3Ha‘:IHMI>Ie PEaKIMH THIEPIYBCTBHTENBHOCTH, CB3aHHbIE C BBEACHHEM
TOLWIKN3YMaba H NoTpeOoBaBIIKe [peKpameHus TePAlli, OTMEYANKCH B 06IIeH cIoxHOCTH ¥ 56

u3 4009 nanuenton (1.4%), moTyYaBIIEX TONMIH3YMal B X0/ KOHTPOIHPYEMBIX K OTKPITHIX
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KIMHIYECKUX UCCIEN0BaHMi. JJaHHbIe peakiiny HaG Mo aTHEH, KaR Hpasmo) B recpiot Mexy
BTOpO#i ¥ ISITOM HﬁdJysHei‘{ Tonmmuymaba (M. pasnen «Ocobble ykazaHus»). [Ipu
HIOCTPETHCTPAlMOHHOM IIPHMEHEHIH TOLHIH3YMaba OTMEUaNICh CiTydal aHaHIaKCHH C
JeTalbHBIM MCXOAoM (cM. pasfen «Ocobble yKasaHusy).

Hmmynozennocme

B o6meit cnoxrocTH y 2876 nmanueHToB OBUIM MPOBEACHE! AHANM3EI HA aHTHTENA K
TONMI3yMaly B paMKax 6-MecsSuHBIX KOHTPOIHPYeMBIX KIIHHHYecKnX uceneaopanuit. M3 46
nanueHToB (1.6%) ¢ aHTHTENaMH K TOLHIN3yMaly B 6 cllyJadx oTMEYanach 3Hauyumas
JIeKapCTBEHHAS PEAKIHs THIEPIYBCTBUTENBHOCTH, IPHBEIIAs B 5 CliydasX K IPeKpaleHHIo
neyenus. Y 30 namuentos (1.1%) BepaboTanuck HEHTpAIM3YIOMME aHTHTENA.

Omxnonenus noxazameneti 06uje20 AHAIU3A KPOGU -
Hetimpogune

B 6-Mecs4HEIX KOHTPOIMHPYEMEIX HCCIeOBAaHHUAX ABICHUSA CHHXXEHUS Yvciia HelTpoduor 1o
yposns muxe 1 x 10%/1 otMeuanucs y 3.4% nmanueHToB, MONyJaBIIAX TOMHIH3YMal B 1o3e §
mr/kr + BIIBII, B cpaBrennn ¢ <0.1% maupeHTOB, MoyyaBmux mianebo + BIIBIL. IlpuMepHo y
TIONOBHHE! naruenToB camkenne AUH mmxe 1 X 10°/1 Bosaukmo B npenenax 8 nemens mocne
Hauana Tepamuy. O CHIKEHMH 9Hcia HelTpoduios Hmxe 0.5 x 10°/1 coobmanocs y 0.3%
NaeHTOB, MONyJYaBIIHX TonWH3yMad B o3e 8 Mr/xr + BIIBIIL. Coobmanocs o caydasx
HH(EKIHi, COMPOBOXIABIINXCA HeHTpOIeHHEH.

Bo BpeMs nBOWHOTO CIIENOro KOHTPOJIHPYEMOTO IEPHOAA H IIPH JUTATENLHOH SKCIIOZHITHE
XapaKTep ¥ 9acTOTa BOSHUKHOBEHHS SIBJICHUH, CBA3aHHEIX C YMEHBIIIEHAEM [TOKa3aTeNs
HeliTpoHIIOB, OCTABAMCEH TAKMMH JKE, KAK U B 6-MECSIHBIX KOHTPOJIMPYEMEIX KITHHHYESCKHX
HCCIIEROBAHUAX.

Tpomboyumet

B 6-MecaYHBIX KOHTPOIMPYEMBIX HCCIETOBAHHAX ABJICHUS CHIDKEHHS YUCIa TPOMOOIMTOR 10
ypoBus groke 100 % 10%/mxor oT™Medamuch y 1.7% NalneRToB, NOTyYaBIIMX TONRIN3YMa6 B 1o3e 8
mr/xr + BIIBII, B cpapHenns ¢ <1% manueHToB, mony4aBmux mianebdo + BIIBIIL. Otu snerns
CHIKCHHA YPOBHA TPOMOOLUTOB HE COINPOBOXKIAINCH Pa3BUTHEM SMHM30JI0B KPOBOTEUCHHIA.
Bo BpeMs ABOMHOTIO CIIENOro KOHTPOIKPYEMOIO IIEPHOIA M IPH ITHTENBHOM IKCIIO3HIIAK
XapaKTep H 9acTOTa BOSHHKHOBEHHS SABJICHHH, CBS3aHHBIX C YMEHBIIEHHEM UHCIIa TPOMOOIHTOB,
OCTAaBAIHCH TAKUMH K€, Kak ¥ B 6-MECIHBIX KOHTPOIHPYEMBIX KIMHHYECKUX HCCIENOBaHMUSIX.
ITpu mocTper#CTpalmOHHOM IPUMEHEHHH B O4YeHb PeJIKAX CIIydasx coobmanochk 06 anuzoaax
TaHUATONIEHHH.

Hogbluenue axmugHOCHY «NEHEHOYHBIX) MPAHCAMURA3
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 28.08.2023 N2 16548 .
B x0/1e 6-MeCSYHBIX KOHTPOIMpPYEMBIX Hec/endBanmi HabiGHE R P toprdd RoBbmenue

nokasareneit AJIT/ACT seime 3 x BI'H y 2.1% nauueHToB, mojy4aBmimMx Toumwm3ymad B 1o3e 8

mr/kr, B cpaBHeHHH ¢ 4.9% nanueHToB, noaydaBmmx MT, u y 6.5% nauuenTtos, noayyaBmmx
touuau3ymad B 1o3e 8 mr/kr + BIIBII, B cpaBHenuu ¢ 1.5% nanmenTos, noiy4aBmux miamnedo +
BIIBIIL. IlpucoenuHenne kK MOHOTEpPAHH TOLHIN3YMAOOM Ipernaparos, 00J1aarInX
MOTEeHIHAIBHBIM IeNaToTOKCUYECKUM aeicTBHeM (Hanpumep, MT), IpuBOIHIIO K YBEIIHYEHHIO
YacTOTHI CJIyYaeB MOBBIIICHHS aKTHBHOCTH TpaHcamuHas. [Tobimenne nokasareneit AJIT/ACT
Oosee yeM B 5 pa3 otHocuTensHO BI'H nHabmoaanocs y 0.7% nauneHToB, MoxydaBIinx
MOHOTEPAINHIO TOLHIH3yMaboM, H y 1.4% nauuenTos, noaydaBmux rounauzymad + bIIBII; B
OOJIBIIHHCTBE U3 ATHX CIy4aeB Teparus TOLHIH3yMaOboM Oblia OTMEHEHa.

B Tedenue ABOIHOIO CIENOro KOHTPOIUPYEMOTO IMIepHo/I1a HCCIIe/IOBAHMUS YacTOTa CIy4aeB
IIOBBIIIEHHS YPOBHS HerpsiMoro 6unupyOuHa Beime BI'H, onennBaeMbIX B paMKax pyTHHHOIO
MOHHMTOPHHTA TabOpaTOPHBIX MOKazaTesel, coctasuna 6.2% y manueHToB, Moay4aBIIux
tounmiymad B 1o3e 8 mr/kr + BIIBIL Y 5.8% nauuentos nHabio1anock MoBelleHHE YPOBHS
HerpaMoro Ounupybuna B quanasone ot >1 1o 2 x BI'H, ay 0.4% - >2 x BI'H.

Bo BpeMsi IBOHHOIO CJIENOr0 KOHTPOJIMPYEMOTO NMEPHOA H MTPH JUTHTEIBHON KCIIO3HIIHH
XapakTep M 4acToTa BOZHUKHOBEHUS ABJICHHH, CBA3aHHBIX C MOBBLIILICHHEM aKTHBHOCTH
AJIT/ACT, ocTraBanuch TAKUMH e, KaK H B 6-MECSUHBIX KOHTPOJIHPYEMBIX KITHHHYECKHX
HCCIIeI0BaHHUAX.

Hoxazamenu 1unuonoeo oomenda

B xoz1e 6-MeCsaYHBIX KOHTPOJIUPYEMBIX HCCIIEOBAHHH YacTo co00MIanNoch O MOBBIIIEHUH
noKasaresiel JIMIMHIHOro 0OMeHa, TakKuX Kak 0OIIMi XOJIeCTEPHH, TPHIIIHIIEPH/IBI, JTHIIONPOTEHHBI
au3koit riotHoctu (JINTHIT) w/wnn nunonporenns: Beicokoit miuotnoctu (JITIBII). Ipu pytuaHOM
MOHHMTOPHHTE JIaDOPaTOPHBIX MoKa3aTesed mpuMepHo y 24% nanueHToB, MOTy4aBIInX penapar
Axtempa® B paMKax MpoBeIeHHs KIMHUYECKUX HCCIe0BaHHMI, HabI01aoch cToiikoe
MOBBIIIEHHE YPOBHS 0011ero xonecrepuna >6.2 Mmosib/i, a'y 15% - croiikoe noBeIeHHe YPOBHS
JITTHIT no >4.1 mmons/n. [ToBeimenue, HaO0/1aBIIeeCcs B OKa3aTeIAX JTUMTHIHOTO 0OMeHa,
pearupoBaso Ha JieUeHHE THIOTHITHAEMAYECKHMH [IpernapaTaMH.

Bo Bpems 1BOHHOTO CIEMOro KOHTPOJIMPYEMOTO MEPUOA H IIPH JUTHTEIBHON 3KCIIO3HIIHH
XapakTep M 4acTOTa BO3HMKHOBEHUs ABJICHHH, CBA3AHHBIX C MOBbIILICHHEM MTOKa3aTeei,
XapaKTEePH3YIOUIHMX JTHITHAHBIH 00MEeH, OCTABATHCH TAKHMH JKe, KaK H B 6-MeCAYHBIX
KOHTPOJIHPYEMBIX KIMHUYECKHX HCCIIeIOBAHUSAX.

3nokawecmeennvle HO800OPA306aHUA

KnuHHYecKHX TaHHBIX HEAOCTATOYHO UTS OLEHKH MOTEHIIHATBHOMN YacTOThl BOSHHKHOBEHHS

3/710Ka4eCTBEHHBIX HOBOOOPa30BaHMIl [OCIe MPHMEHeHHS TolmIH3yMaba. Onenka 101rocpoYHoH
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0e30I1aCHOCTH TEPAMNH TPOAOIKACTCSL. (Bxopswmid M3 N=4241630

Kooscnvie peaxyuu

Ipu mocTperneTpalnOHHOM IIPAMEHEHAH B pEIKIX CIyYasX cOoDMAanock 00 3MA30AaX CUHApOMa
Crueenca-JIxoHCOHa.

COVID-19

Ouenka Ge3onacHoCTH IpEMeHeH A npenapara Akrempa® y nanuentos ¢ COVID-19 65uia
OCHOBaHA Ha pe3ynbTaTax, MOIyUeHHBIX B 3 paHAOMHA3NPOBAHHEIX ABOMHBIX CIENBIX IUIanebo-
KOHTPOJMpPYEMEIX HcelenoBanusx (nccnenopanns ML42528, WA42380 m WA42511).

B ofmeii cioxxHOCTH 974 ManmenTa MONYYMIIA TEPANHIo IpenapatoM Aktempa® B pamkax
TPOBeeHHs JaHHEIX Hccenoranmit. COHop JAaHHEIX 10 HE30MACHOCTH B paMKaX IIPOBENCHHUS
uccnenosanis RECOVERY OBUT orpaHHYeH U 3[6Ch He NIPEACTABICH,

Crienyrolpe HeXelaTeNBHEIe PeaKIuH, IIePEIHCICHHBIE B COOTBETCTBHH C CHCTEMHO-OpraHHOi
KnaccH(uKanueii MEIMIMHCKOTO CIIOBaps I HOpMaTHBHO-TIpaBoBoii pesremsroctd MedDRA B
Tabnuue 6, OBUIH OTHECEHB! K COOBITHAM, KOTOpBIe HadJHoJauCh He MeHee yeM y 3% IalueHTos,
IIOyY4BINHX TEPANHIO npenapaToM AxteMpa®, u game, 4eM y HaIMEHATOR, IIOTYYaBIIHX IIanedo,
B 00BeIMHEHHOM TONYIIAH TallHEHTOB UM OlleHKH 0e301acHOCTH IPAMEHEHHS Ipenapara B
paMKax IpoBeNeHUA KIMHIYecKuX nccneposannii ML42528, WA42380 u WA42511.

Tabnuna 6. [lepeuenns HexeNaTeIBHEIX PEAKITNiL', BEITBICHHBIX B 00HEIMHEHHOM TIONyIANMY 1A
OLEHKH 6€30TACHOCTH B PaMKax IPOBCACHHA KITHMHMUCCKHX HCCIeIoBaHui penapaTta Akrempa®

y HAIlHEHTOB COVID-192.

CHceTeMHO-0praHALIiH Ovenn yacTo Yacro

KJ1ace

Wndexiun n nHBazuu HH(EKIN MOUEBEIBOAAIIAX
nyte#

Hapymenus metabomasma THIOKAIHEMHA
H IIMTAHAA
[Teuxuueckue HapymeHus TPEBOKHOCTD, OECCOHHHIIA
Hapyutenus co cTOpoHEI MOBKIIUEHKE apTEepPHAIILHOTO
COCYIOB JaBJICHUS
KemynouHo-KUIEIHEIE 3arnop, Auaped, TOIHOTA
HapyIeHHs
Hapymenus co cTopoHBI MIOBBHINICHHE AKTHBHOCTH
ICYCHH ¥ JKSTYEBEIBOIAIIMX «IIEYEHOYHBIX)» TPAHCAMHHA3
nyTeH ‘

lna[IHEHTI:I YUHTBHIBAIOTCA OHH pa3 B Kaunoit KaTEropHH HEIABMCHMO OT KOJIHMECTBA peakuﬂﬁ.
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bezomacHocTh TonpmrsyMaba npy ero npuMeReHun B xavectse tepanu CBII onenuBany B
PETPOCIIEKTHBHOM aHANN3e NAHHEIX KIMHHYECKUX HCCIEIOBaHHIl, B KOTOPEIX 51 manueHt
noJrydan Torunnzymat B noze 8 mr/kr (12 Mr/kr y manueHToB ¢ Maccoi Tena <30 kr) B
KOMOMHAIFH ¢ BBICOKOM 1030i TMIIOKOKOPTHKOCTEPOUIOB MK O€3 Hee AN TePalnH TAKENIOoTo
uin xusHeyrpoxaromero CBII, naxynuposannoro npenaparavu T-kietok ¢ CAR. B cpenrem
BBOZIHJIACH OJHA 032 TOMMIK3yMaba (nuanason 1-4 10351).

Onwucanye OTIEIBHBIX HEMENATENbHBIX DeaKIIHii

Hugpexyuu

B o6bennHEeHHONH TOMYNIAIHH MAlEeHTOB JUI OLIEHKH 0e30IacHOCTH B XOJIe IIPOBEACHHS
uccaenoBanuii ML42528, WA42380 1 WA42511 vacToTta coOBITHI, CBA3aHHBIX C
HH(EeKIHIMH/cephe3HBIME MHPEKITUSIME, ObUIa cOaancHpoBana MexTy manuerTramu ¢ COVID-
19, nonygasmume Tormwmaymad (30.3%/18.6%, n = 974) u mnauebo (32.1%/22.8%, n = 483).
Tpodrns GesonacHocTy, HabMOIAeMELA Ha HCXOAHOM YPOBHE B TPYIIIE, NOTYIaBIIeH TeUeHHe
CHCTEMHEIMH TIHOKOKOPTUKOCTEPOHAaMH, COOTBETCTBOBAN NIPOGHITO 6e3011aCHOCTH IPHMEHEHUS
Tonwm3ymMada B o0IIel IONyIAIAH, IpeACTaBIeHHOMY B Tabmune 6. B nanxoit noarpynne
HH(EKUY U cepbe3nble HHbeKIuE Hadmonaimch v 27.8% u 18.1% nanuenTos, nNoxyqaBnux
TOIWM3yMad BHyTpuBeHHO, 1 ¥ 30.5% u 22.9% nanuenToB, moxy4yasImmx nnanebo,
COOTBETCTBEHHO,

Hsmenenun nabopamopuvix noxkazamenei

YacTtoTa m3MeHeHHAi, HaOMOaeMEBIX B TaOOpaTOPHEIX TTOKA3aTeNX, OblIa B [IENIOM CXOIHOM
mexay nanuenTamu ¢ COVID-19, nomyauBmuMy BHYTPABEHHO OJHY MM ABE AO3BI Ipenapara
Axtempa®, o cpaBHEHMIO ¢ TEMH, KTO IIOIYHAl IIIane6o B paHIOMHE3EPOBAHHEIX JBOMHBIX
CIIENBIX IIanebo-KOHTPOMUPYEMEIX HCCIEIOBAaHNX, 38 PeAKAM NCKIIoucHIeM. CHIKEHUE THcia
TpoMOOIMTOB U HeHTpoduIOB, a Taxxke nopbimicHUe akTHBHOCTH AJIT u ACT vame
Habmoaanock y ManieHToR, NONyYaBIIHX npenapa'f Axrempa®, o cpasrenmo ¢ mane6o (oM.
paszensl «Crioco0 npuMeHeHus B J0351» B «Ocobble yKa3aHHIY).

clOHA u nfOHA

[Ipoduns Ge30nacHOCTH MPUMEHEHHS TOMIH3YMaba B IOMYJLIHK feTe 0606meH HIxKe B
pasnenax, kacaromuxcs NIOUA u cfOMA. B nenom, HexellaTeNbHEIE PEAKIIMHE Y ITAITHEHTOB C
nfOMA u clOMA 651mu CXO0KH 110 THITY C TEMH, KOTOpBIe HaOOAAIHCE ¥ AITHEHTOB ¢ PA; cM.
pasnen «[loGounoe geitcTBHE» BhINIE.

HexenarensHble peakiiun y nauueHToB ¢ NKOUA u cFOHA, nony9Jarmux TOMHIA3yMa0,
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KnaccuuKanued MEUUMHCKOTO CHOBaps A1 HOpMaTHBHO-IIpaBOBo# nesrenbEocT MedDRA.

Jhist orIMcaHuA JaCTOTEL PA3BUTHS HEXKENATeBHEIX PeakIiil HCIIONB3YIOTCS CIeAYIONIHE

KaTeropuu: o4eHs dacto (>1/10); uacro (>1/100, o <1/10) u megacto (=1/1000, Ho <1/100).

Ta6muua 7. [lepeueHs HeXeNaTENbHBIX peaKuuii, HabmoaapmuExca y namueHToB ¢ ctOVA nnn

nlOWA, monyyaBmux TONMIM3yMad B KadecTBe MOHOTepaiy M B komOuHanuu ¢ MT.

Cureremno- Tepmun YacToTa BOSHHKHOBEHHSA
OPraHHBIHA KNACC | HPEANOYTHTEILHOIO Quens YJacrto Heuacro
yioTpeb.1eHHs 9acTo
| Nndexunm 1 vHBa3HH
— HHDEKIMH BEPXHHX nfOHA,
IbIXaTEIbHBIX IIyTeH clOMA
Ha30(apHHTHT nlOUA,
clONA
Hapymenus co cTOpOHBI HEpPBHOH CHCTEMBI
roJIoBHast 00Ib nfOA clOMA
KenmynodHo-KHIICIHBIE HAPYIICHHA
TOIIHOTA nlOUA
mapest nmOUA,
clOHNA
O6mie HapyLIIeHHs U PeaKkii B MECTE BBEIEHHS
HEQY3HOHHEIE nlOUA!,
peakium clONA?
JlaGopaTopHbIe 1 HHCTPYMEHTAILHEIC JAHHEIC
MIOBEIIIEHHE nfOHA
aKTHBHOCTH
«IEYCHOYHBIX »
TpaHcaMUHa3
CHIKEHHE YHClia clOHA nlfONA
HeiiTpodunon
CHHXEHHE YHCIIa clOA nlOUA
' TPOMBOIUTOB
MIOBBIIEHHE YPOBHA clOHA nfOHA
XOJIeCTEpHHA
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: COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 28.08.2023 N= 16548
IMndy3nonHbe peaknuy y nanuerTos ¢ nIOUA Brmosdiu ronosHyto 6o, fonmoty i nobbinédidaprépranstoro
JAB/IEHHA, HO HE OTPAHAYHBAIHCH MMH.
Y udy3HOHHEbIE peaky y naiuenTon ¢ cEOHA BKAIOYANH CHIIb, KPANUBHHILY, THAPEIO, JACKOM(OPT B JIIUIACTPHH,

ApTPAITHKY ¥ TOIOBHYIO GONb, HO HE OTPAHHYIHBANHCE MMH.

nlOHA

[Tpoduns 6e3omacHoCTH Ipenapara Axrtempa® B/B pu nFOMA 65t n3yden y 188 nanmenTos B
Bo3pacte ot 2 1o 17 net. O6mmas MpoAoIDKHUTENFHOCTE BO3AEHCTBHA [Iperapara Ha NalieHTOB
cocraeuia 184.4 manuento-ner. YacroTa pa3sRUTHA HeXeNaTENRHEIX peakluil y MallMeRTOB ¢
mtOHA npencrasnena B Tabnune 7. TUNBL HexenaTeNbHBIX Peakuit, HA0MOAARIIUXCS Y
nanuenToB ¢ NIOMA, ObUTH aHATOTHYHEI TEM, KOTOpPEE HAaOMIOAAINCH Y TATHEHTOB ¢ PA u
clOMA (cM. paznen «IloboqHoe neficTBHe» Bbime). [0 cpaBHEHUIO ¢ MOMyNAIHEl B3POCIBIX
nanueHToB ¢ PA B monmysuuu nanueHToB ¢ MHOHMA yanie perucTpupoBalluch TaKHE ABACHUS, KaK
Ha3o(hapHHTHT, TOJI0BHAA O0JIb, TOIHOTA M CHHKEHHE Jicia Hefirpodunos. Cryday IOBEIIICHASL
YPOBHSI XOJIECTEPHHA B HONYIAIMY manueHToB ¢ NIOMA oTMevanich pexe, 4eM B IOIYIIAIIHE
B3pOCHHIX NANHEHTOB ¢ PA.

Hughexyuu

YacToTa BO3HAKHOBEHH: HHOEKINH B NONYIAIMH BCEX NAMEHTOB, IIOJYYABIIHX TOIHIH3YMa0,
cocraBuna 163.7 asnerus Ha 100 manuenTto-ner. Haubonee gacto perucTpupyeMbIMHI SBICHUAMEH
ObUH Ha30(apHHIHT 1 HHQEKIMH BEPXHUX JbIXaTeLHEIX IyTel. UacToTa BOSHHKHOBEHHS
Cepbe3HBIX HH(DEKIMI ObUTa YHCICHHO BEILIE Y MAITHEHTOB ¢ Maccoif Tena <30 Kr, MoMy4aBIIHX
Tonumaymad B nose 10 mr/xr (12.2 aenaenus Ha 100 nmamuesTo-Ner), B CpaBHEHAH ¢ TAIHEHTaMH
¢ Maccoii Tena >30 Kr, noiy4aBiuMy Torumuaymat B go3e 8 mr/kr (4.0 senenns Ha 100
nanueHTo-Net). Yactora Bo3sHAKHOBEHHS HH(EKIUiA, KOTOPHIe IPHBENH K IPEPEIBAHUIO TEpallly,
TakoKe OBlIa YKCIICHHO BBINE CPe IIAIMEHTOB ¢ Maccoi Tena <30 Kr, momyJaBmInX
tomumu3ymad B goze 10 mr/kr (21.4%), B CpaRHEHHH C MANMEHTaMH ¢ Maccoii Tena >30 kT,
HONYYaBIIUMY TOMHIA3YMa0 B nose 8 Mr/kr (7.6%).

Hugbyzuonnwie peaxyuu

V nanuerTtoB ¢ nIOWA uady3HOHHBIE peaky ONpeaelsioT, KAK BCE SIBJICHH, DA3BUBIIHECS BO
BpeMs HH}Y3HH HITH B TeueHHe 24 JacoB TocHe HH(py3uH. B MONy saneEn BeeX NalueHToB,
OJTy9JaBIIMX Tonrmu3yMab, y 11 nanuenTos (5.9%) pazpunuch HHGY3HOHHBIE PEAKITUH BO BPEMS
nH(py3uH, a y 38 nauuerTos (20.2%) naHHOE ABICHUE PA3BHIIOCE B TeYeHHE 24 9acoB Iocie
nHpyzun. Hanbonee yacTEIMU SBISHAAMH, Pa3BUBIIHMMHACA BO BpeMs HH(y3un, OBLTH ronoBHas
6011b, TOIHOTA B THITIOTEH3HUA, a Hauboee YacTHIMHU SIBTEHUAMY, PA3BHBIIAMHCS B TedeHHE 24
9acoB nocie HHQY3HH, OBLUTH TONOBOKPYKEHHE M THIOTSH3UA. B enoM, HexeTaTeIbHbIe

peaknuy, HabOAaBIIMECS BO BpeMd HH(DY3HH BN B TeuyeHHe 24 4acoB roclie Hee, ObUIH
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
3 08.2023 Ne 16548

CXOIHBIMHA TI0 XapakTepy ¢ HeXEeATeIbHBIMI PeakInIMHy, HA0I6aBMMECcH Y HaRefToB ¢ PA

u clOUA (cm. pasnen «IloGounoe nelicTrHe» BENIE).

O KITMHAYECKH 3HAYHMBIX PEaKIUsAX THNEPIYBCTBATEIFHOCTH, CBA3aHHBIX ¢ TOIUIH3YMaOoM H
TpeSylomux [IpeKpallesys leueHus, He coodmanock.

Humyrozennocms

Y 0HOrO NalMeHTa U3 Py, NONydaBIIeH ronuimsymad B froze 10 MI/xr, ¢ Maccoii Tena <30
KT, OBUI IIOJNTy4eH MOJIOKUTENBHBIN pe3yNbTaT aHalA3a Ha aHTHTeNa kK Tonunuszymaly, 6e3
Pa3BHTHS peaklU{ THIEPIYBCTBHTEILHOCTH; BIIOCIEACTBHH 3TOT MAUEAT OBUL HCKIIOUEH 13
HCCIeROBAHUS.

Heiimpogunw

B X0/l PYTHHHOI'0 MOHHTOPHHTA JIAG0PATOPHBIX IIOKA3aTeNei B HOMYJISAIHHA BCEX NAIKEHTOB,
TIOy4aBIIEX TOLHIN3YMab, CHIKEHHE HCiIa HelTpodHIoB 1o ypoBHs Hmke 1 x 10%/1
HaOmoxanock y 3.7% NanueHToB.

Tpomboyumut

B xo1¢ pyTHHHOrO MOHMTOPHHTA JIAGOPATOPHBIX NIOKa3aTeNeit B IOMYJIANHA BCEX MAllUeHTOB,
TIOJIy4aBUINX TOLMIA3YMa0, y 1% manueHTOB HaOMOIAIOCE CHIDKEHHE YHca TPOMOOIHTOB J0
ypoBHa <50 % 10°/MKJI, KOTOpOE HE COIPOBOXKIANOCH PA3BUTHEM IIH30/I0B KPOBOTEUEHHIL.
Hogviuienue axmueHocmu «neYEHOYHbIXY MPAHCAMUHAZ

B xozxe pyTHHHOIO MOHHTOPHHTA JIAOOPATOPHEIX IIOKa3aTeleH B IOy IALAN BCEX [TAlHEHTOB,
MOMYUABIINX TOLMIN3YyMal, ABIEHUS, CBiI3aHHbE ¢ noBbeHHeM akTuBHOCTH AJIT nnu ACT no
yporHs >3 x BI'H, rabmopamucs y 3.7% u <1% nanneHToB, COOTBETCTBEHHO.

Hoxazamenu nunudnozo obmena

B xozne pyTHHHOrO MOHUTOpPHHTA 1a00OPaTOPHEIX IIOKa3aTeleil, BEIIOMHAEMOIo B paMKax
TIpOBEIEHHUs UCCICAORAHUA TpenapaTa Aktempa® B/B (uccnenosanue WA19977), y 3.4% u 10.4%
TareHToB Habmoaanock nossmienne JITTHII mo yposHs >130 Mr/on 1 oS1ero xonecTepusa J1o
ypoBHs >200 Mr/on B moOoit BpeMeHHO#R TOYKE B X0/€ T€PAIIHH, BEIOTHIEMOl B paMKax
HCCIIEHOBAHH, COOTBETCTBEHHO, 110 CPaBHEHHIO C HCXOIHEIM YPOBHEM.

cfOHA

TIpodws 6e3omacHocTH penapara Axtempa® B/B npu cFOMA 6511 u3yder y 112 manuenTos B
Bozpacre oT 2 1o 17 ner. B 12-HenensHo#M ABOIHOI clier1oit KOHTPOIHPYEMOH HYacTH
HCCICAOBAHMSA 75 MAMEHTOB IONY9ai Tepanuio TonmmayMadoM (8§ Mr/kr uimu 12 Mr/kr B
3aBHCHMOCTH OT MacChl Tena). [To mpomecTeru 12 Hemenb WM B MOMEHT IISpeXo/ia Ha TEPaIHio
npenapatoM AkTeMpa® H3-32 yXY/IICHHS TCUCHHS 3a00IIeBARMS TAIHEHTE! IOTYYHIIH JICYCHHE B
paMKax OTKDBITOTO PACIIMPEHHOIO IIEPHOMA UCCIEIOBAHH.

B nenom, HeXenaTenbHbE peaxiuy y nauesToB ¢ cHOUA 6sUtH CXOXKH 110 THITY C TEMH,
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C SKCMEPTHOMY OTYETY
23 M= 16548

KOTOpEIe Habmomanucs y nanueHToB ¢ PA (eum.|pazmen «TTobo46e -,&ei’rcmhéwﬁnné} Wacrota

pa3BUTHA HEeNATebHEIX peaxumii y manmuentoB ¢ clOUA npencrasnena B Tabmuue 7. [To
CPABHEHHIO ¢ IIONYJIAUHEH B3pOCTbIX IamuenTos ¢ PA, y manuentos ¢ cFOUA yame
HabmroNaMch Ha3o()apHHTHT, CHIDKEHHE YHClIa HEHTPO(HIOB, IIOBHIIICHHE AKTHBHOCTH
«TIe4eHOYHEIX ) TpaHcaMuHa3 i guapest. CITy4yan MOBBILICHHAS YPOBHS XONECTEPHHA B IOIYJISIIAHR
nanueHToB ¢ clOMA oTMeuanuch peke, 4eM B TIOMYIILIHHA B3pOCIBIX NalyueHToB ¢ PA.
Hucperxyuu

B 12-HemensHO# KOHTpOMUpyeMoil dase HccnegoBaHus YacTOTa BO3HAKHOBEHHUS BCeX HH(EKIHI
B IPYIIIE NAMUEHTOB, HOMyIaBmuX npenapar Axrempa® B/B, cocrasuia 344.7 ciydad Ha 100
nanpenTo-ner u 287.0 cmygaq Ha 100 naruenTo-1€T B TPy MaTASHTOB, IOMyYaBIIMX Ianebo.
B xoze oTkpEITOrO pacmupeRHEOro meprojia ucciiepoBanus (zacts I1) obmas gactoTa
BO3HHKHOBEHHMS MHGbEKITUI ocTatack CXOAHOH u cocTapuna 306.6 ciygas Ha 100 nauuenTo-aer.
B 12-mepensHO KOHTPONUPYEMO# daze HCCIeTOBAHNS YACTOTA BOZHUKHOBEHHS CePhE3HEIX
HHGEKIHH B IPYIIIEe TANMEeHTOB, HOJIY4aBIIEX BHYTPHBEHHO npenapar Axtempa®, cocraumna 11.5
ciydas Ha 100 nmaruenTo-ier. Uepes ofHH rofl B X0[e OTKPHITOTO PaclIHpPEHHOTO IIEpHoa
HCCNeNoBaHus 00mIas 9acToTa BO3HHKHOBEHHS CEPRe3HEX HHMEKIUi ocTanach cTabuIbHOM A
coctaBuna 11.3 ciiydas Ha 100 nanuenrto-ner. Cepbesubie HHGEKIUH OBUTH CXOIHEIMH C
cepbe3HbIMH HH(pEKIHIMH, HaOTIOZaBITHMICS ¥ IIaIUEeHTOB ¢ PA, NOIONHATENBHO OTMEHATHCE
CIIyMau BETPAHOMH OCIBI H OTHTA CPEIHETO yXa.

Hudhysuounvie peaxyuu

HH(}y3HOBHEE peaKlliu ONpeerioT, KaK BCe ABICHUS, PA3BUBIIHECA BO BpeMsA HH(Y3HH HIIK B
TeueHHe 24 gacoB nocne Hee, B 12-AenensHOM KOHTpoIHpyeMoit (base HecneoBaHus y 4%
HDaIHEHTOB M3 IPYIIEL, IOMyJIaBIUeH TOMHIA3YMal, OTMEYATHCE BICHHUS, IPOH30MICIIINE BO
Bpemi nHpy3un. OnHO ABNeHHE (AaHTHOHERPOTHYECKHIT OTEK) OBUIO OIEHEHO KaK CEephe3HOe H
KU3HEYTPOKAIOIIee, H NAlMeHT ObUI HCKIIOYEH U3 MCCIEAOBAHMS.

B 12-mepensHOl KOHTponApyeMoii hase HeenenoBadnd y 16% DallMeHToB U3 IPYIIIEL,
nony4yaBmeit Touuan3yMat, v y 5.4% maiieHToB M3 IPYIIILL, ONMyYaBIIcit manedo,
NH(Y3HOHHAs peakIlus pa3BHiack B TeueHue 24 yacoB nocie undy3un. B rpynne, mojxydasmeit
TOIWIH3YMal, SBIEHHS BKIIFOYATH ChIIlb, KPAIHBHHAINY, JHAPEI0, JXCKOM(OPT B SMUTaCTpHH,
apTPAaNTHIO U TOJIOBHYIO 60k (HO He OrpaHu4uBasics UMH). OIHO U3 3THX ABJIEHAH (KpalMBHUIIA)
OBIIO OLEHEHO KaK Cephe3HOE.

KimHudecky 3HaUMMBIE PEAKIHE TNICPIYBCTBATEIEHOCTH, CBSI3aHHEIC C BBEICHAEM
TOIHIH3YMada H I:IOTpEBGOBaBIIIHG TpeKpalleH s Tepanuy, orMedanucs y 1 u3 112 nanmenTos
(<1%), monyvaBIIHMX TOIMIIN3YMa0 B X0Je KOHTPOIMPYEMOTO HCCIIEMOBAHMS, BKIIOUAs OTKPHITOE

KIIHHHYECKOC HCCIeJOBaHHE,
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COOTBETCTBYET 3

Humynozennocme [Bxopmwwit M3 N24241630

¥V Becex 112 manueHTOB Ha HCXOTHOM YPOBHE OBII IPOBE/ICH aHANIM3 HAa aHTHUTENA K
TONMIH3YMa0y. ¥V IBYX NaHeHTOB OBUIM OOHAPYKEHBI aHTHTENA K TOLMIA3YMa0y, IIpH 5TOM ¥
OJIHOTO M3 STHX MAMUEeHTOB pa3BUJIAch pPeaKIUs IHIICPUYBCTBETENBHOCTH, KOTOpas IPHUBEIa K
IPEKpameHUIo Tepanuu. YacToTa 00pa3oBaHus aHTUTEN K TOIMIN3YMaOy MOXET ObITh
HeJOOLICHEHA H3-3a BIIMAHUS TOLIIA3YMaba Ha pe3ybTaThl aHann3a u 6onee BRICOKOH
KOHIIEHTpAIIHH TIpenapara, Ha0mogaeMoH y ieTell o CpaBHEHHIO ¢O B3POCIBIMH.

Hedimpogunot

B xoze pyTHHHOTO MOHUTOPHHATA 1a00paTOPHEIX ToKa3aTeleH, BEIIONHIEMOr0 B paMKax
12-HeneNnsHOM KOHTpONMUpPYeMoii (hashl HCCIIENOBAHMS, CHEKEHHE THCIA HeHTpoHIIOB 10 YpOBHS
amxe 1 x 10°/1 Habmonanocs y 7% DAlMEHTOB U3 IPYIIIB], TOMyYaBIieil Touuim3yMab; B Iy,
TIoJTy4aBIIei 1anedo, Takoro CHIDKEHUI He HabIIonanock.

B x0Jle OTKPBITOr0 pacuIAPEHHOTO MIEPHOMA HCCISNOBAaHUS YMEHEBIIEHHE YHcna HeHTpoduros jo
yposus Emke 1 x 10°/1 Habmonanock y 15% NauneHTOB A3 TPYNIEL, TOTYYABIEH TOLUIU3YMAs.
Tpomboyumut

B xone pyTdHHOTO MOBHTOPHHTA Ta00PaTOPHEIX MoKa3aTesel, BENIOTHAEMOTO B paMKax
12-HemenbHOM| KOHTpomMpyeMoit (hazpl HecneoBanus, ¥ 3% ManueHToB U3 IPYIIIL], NOTyYaBIieii
mwiane6o, 1 'y 1% IanueHToB U3 CPYIIIEL, MOMy9aBliel TOImM3yMad, HabIroAan0ch CHEKEHHE
yrclia TPOMGOIHTOB 40 ypoBHs <100 % 10°/m.

B XoJte OTKpPBITOTO pacIIUpeHHOIo IIeprojia HcceNoBaHus y 3% nalueHToB U3 IPYIIIEL,
IoJjly4aBiei TonnmizyMat, Habmoaanocs CHIKeHHe JHcia TPOMOOIMTOB 10 ypoBHA Hike 100 x
10°/MK11, KOTOpOE HE CONMPOBOMIANOCH PA3BUTHEM JITH30/I0B KPOBOTEYSHHUH,

Hogviuenue akmusHOCMU «REYEHOYHBIXY MPAHCAMUHA3

B xoae pyTHHHOTO MOHHTOpPHHT2 1a00PaTOPHEIX MOKa3aTeNneH, BRIIOTHIEMOIO B paMKax
12-HeenbHOI KOHTpOHpyeMoii (assl HecllefoBaHHS, ABJIEHH, CBA3AHHBIE ¢ NOBBILIEHACM
axturocTH AJIT umu ACT mo yposus >3 x BI'H, Habmogamcs y 5% 1 3% manueHToB
COOTBETCTBEHHO B TPYIIIe, MoNyyaBieil Torunin3ymad, u y 0% nauueHToB B TPyIIIE,
Tmoydasirei mnane6o.

B xoae OTKPEITOrO pacllMpeHHOTO Ieproia HCCIEIOBAHNAS SBIICHHS, CBA3AHHLIE C IOBLIICHHEM
axtuBHOCTH AJIT wnu ACT mo ypopua >3 x BI'H, nabirozamice y 12% u 4% nanuestos
COOTBETCTBEHHO B IPYIIIE, IIONyJYaBIIeil TOHIN3yMad.

Hmmynoenobynun, G

Vposens IgG cHmKaeTca Bo BpeMs Tepanud. CHIKEHHE A0 HIKHEH MpaHUIE] HOPMEI OBLIO
OTMEYEHO Y 15 nauueHToR B OLPEIEIICHHBIH MOMEHT HCCIENOBAHHUS.

Hoxazamenu nunuonoz0 0bMmena
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

oT 28 08.2023 M= 16548

Tasla

B xone pyTMHHOI'O MOHHTOPHHTA 1ab0opaTopH noxasatedeH BHOAeMOro's pamxax

12-senensHoil KOHTpOIMpPYyeMoil dazr! Hecaenopanus (Heenenopanne WA18221),y 13.4% u
33.3% nauueHTOB Habmopanock nopeienue JIITHIT no ypoprs >130 Mr/ut 1 ob1nero
XoJlecTepHHa 10 YpoBHS >200 Mr/an B 000l BpeMeHHOH TOYKe B X0/Ie TEpaIlHH, BEIUTOIHASMOI B
pamMKax UCCIEOBaHHA, COOTBETCTBEHHO, II0 CPABHEHHIO ¢ HCXOAHBIM YPOBHEM.

B xozie OTKpEITOrO pacIIAPEHHOTO NepHoda Heenegopanua (Heeeaoranue WA18221)y 13.2% u
27.7% nauuentor Habmoaanocs nopsimenue JIITHIT no yposrs >130 Mr/on u o6mero
xonecTeprHa 1o yposHs >200 Mr/nn B moboit BpeMeHHO#H TOUKe B X0/ TEPANHH, BEITONHAEMOI B

paMKax HCCIIEN0BAaHNA, COOTBETCTBEHHO,

Ilepeno3upoBka

JlocTynHsle JAHHEIE O IEPENo3UPOBKE Npenapata Axktempa® orpanmueHb B ofEoM crydae
HellpeAHAMEPEHHOH IepeNo3HpOoBKY Ipenapara B jo3e 40 MI/Kr y nanuenTa ¢ MHOXECTBEHHOMH
MHEIOMOH HEXENATENbHBIX PeakLuii He otMedeHo. He oTMewanoch Taxxe cepbe3HBIX
HEXeNaTeTbHBIX peakiii y 3J0pOBEIX JOOPORONLIER, KOTOPEIE IIONYIANH ONHOKPATHO IIpenapaT

Axtempa® B 103¢ 710 28 MI/KT, X0TA HAGIOAANACH HEHTPONCHH, TPeGYIOas CHIKEHHS 103BL

BaaumopelcTBHe ¢ IPYTHMH JIEKAPCTBEHHLIMH CPeIcTBAME

Hecenenopanusa B3auMoaedcTBUi OBUIH IIPOBENEHE! TONBKO Y B3POCIEIX IAI[HEHTOB,
OnuoBpeMeHHOE OJHOKpaTHOE BBeAcHHe ToMIH3yMaba B o3¢ 10 mr/kr u MT B qoze 10-25 Mr
OIHH pa3 B HEHEIO He OKA3hIBANIO KIMHAYECKH 3HAYHMOIO BIIMSHAS Ha SKcno3unuio MT.
[TonmynsnuoHHEIe (apMakOKWHETHIECKHE aHATH3E! He BRIABHIIH KaKoro-minbo Bo3aeicTeua MT,
HECTEPOHAHLIX IIPOTHBOBOCIANINTENBHEIX IPENApaToOB HilH ITIIOKOKOPTHKOCTEPOHIOB Ha KIIHPEHC
TomMIN3yMala.

IKcIpeccHs «neveHouHbx» GpepmentoB cucteMsl CYP450 nopasngerca nox AeicTBHEM
IIUTOKHHOB, TakuX Kak UJI-6, koTopEle CTHMYIHMPYIOT XPOHHIECKOE BOCHIANIEHHE. TaKiuM
o6pa3oM, IpH NPOBEAECHHUH TEPaIlKK CPEICTBAMH, HHTHOHPYIOIIHMH JeficTBHE IATOKHHOB
(manpumep, TonrmHzyMab), sxcnpeccus n3odepmenTor CYP450 moxer ObITH HapyIIeHa.

B uccnefoBanusx in vitro, NpoBENEHHBIX Ha KYJIBTYpe [€IATOLHTOB Hel0oBeKa, OBUIO II0Ka3aHo,
yro MJI-6 Be3siBaer canxenne sxcnpeccuu pepmentor CYP1A2, CYP2C9, CYP2C19 u |
CYP3A4. IIpumeHeHue ToMIH3yMaba HOpMATH3YeT DKCIPECCHIO 3THX (JePMEHTOB.

B uccnenosanun y nauuenToB ¢ PA xoHneHTpauns cumeacraraHa (CYP3A4) duepes 1 Heaemo
TI0CJIe OJHOKPaTHOI'O BBEACHHU TOIMIM3yMaba cHuxanack Ha 57%, T.e. Oblna HEMHOTO

TIOBBIIIEHHOX MJIM aHANOrHYHOH TAKOBOH ¥ 3J0POBBIX JOOPOROIIBIIEB.
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B nHagase wiM npu 3aBepiieHHH Kypca TeparniH Touuﬂnsyméaﬁﬁtfﬁ}é'ﬁfbiﬂ@aﬂﬂgfaﬁ%?

ManyueHTaMH, IIOJIYy4YarolHMH JIEKAPCTBEHHEIE CPE/ICTBA B HHIUBHAYAIIBHO HOHOﬁpaHHbIX J03ax, 1

Kotopsie Metabom3upytotes nocpeactoM hepmentoB CYP450 3A4, 1A2 umu 2C9 (manpumep,
METHJITIPETHU3O0JIOH, JA€KCAMETa30H (C BO3MOKHOCTBIO Pa3BUTHs CHHIPOMA OTMEHBI
ITIIOKOKOPTHKOCTEPOH/IOB, MpeIHA3HAYeHHEIX [UIS IPHeMa BHYTPh), aTOPBACTATHH, OJI0KATOPEHI
KaJIbIHEBBIX KaHAJIOB, TeO()WLTHH, Bap(apuH, GeHTTpoKyMOH, HGeHUTOUH, IUKIOCIIOPHH HIIHK
OeH301Ma3eNMHbI), HOCKOIBKY JUIS MOIEPKAHUS TepaneBTHIecKoro 3 dexra MoKeT
HOTpeOOBaTHCS YBEIHYEHHE HX JIO3BI.

VauThIBas ATHTENBHBIN IEPHO/I TOTYBbIBeAeHHS (t12) TolHIM3yMaba, ero JeicTBHe Ha
akTHBHOCTE (hepMeHTOB CYP450 MOKET COXpaHATHCS B TEUEHHE HECKOJIBKUX HE/IENb 110CTIe

IIpEKpameHusa TCpalum.

Oco0ble ykazanns

B MeauuuHCKOH JOKYMEHTALMH MAllMEeHTa CIIElyeT YKa3blBaTh TOProBOE€ HAUMEHOBAHHE
npenapara (Aktempa®) H HOMEp CEpHH.

PA, nFOHA u cFOHA

Hudgherxyuu

V TanMeHTOB, TONYYAOIIHX HMMYHOCYIPECCAHTHI (B TOM 4Hcie mpernapar Aktempa®),
OTMEYATHCh CEPhE3HbIE CITy4al BO3HUKHOBEHUS HH(EKIMH, HEKOTOPBIE H3 HUX CONPOBOXK/IAIHCE
neTanbHBIM UCX0JIoM (cM. paszen «IloGounoe neiictBue). He cneayer HaunHaTh jleueHHEe
npenapaToM AkTempa® MalueHTaM ¢ aAKTHBHBIMH HH(EKIHMIME (CM. pasen
«ITpotuBonokasanus»). Beenenue npenaparta Aktempa® 10KHO GBITH MPHOCTAHOBJIEHO B
clTydae Pa3BHTHSl y NAIMEHTA CEphe3HOH HHGEKIIMH, J0 MOMEHTA B3STUS HHDEKIIHHU 1101
KOHTPOJIb (M. paszaen «[TobGouHoe neiicTBre»). MeIHIMHCKHM pabOTHHKAM cleayeT coOmoaarh
OCTOPOIKHOCTB TIPH PACCMOTPEHHH BOMPOCA O TIPUMEHEHHH npernapata AkTeMpa® y MalkeHToB ¢
PELHIHBUPYIOLIUMHE HIIH XPOHHYECKAMH HHOEKIMAMH B aHAMHE3€, a TaK)Ke C COMYTCTBYIOIMMH
3a00JIeBaHUAMH (HAIIPUMED, IUBEPTHKYIUTOM, CaXapHbIM THA0ETOM M MHTEPCTHIHAILHEIM
3a00I€BaHUEM JIETKHX ), TPEIPACIIONATAIONIHX K PA3BUTHIO HH(EKIIHA.

CrneayeT nposiBIIsATH 0CO0YIO OCTOPOIKHOCTD C 1I€/IbK0 CBOEBPEMEHHOTO BBISBICHHS! CEPbE3HBIX
uH(EKIHH y NalHeHToB, [0JIyYarolIuX Tepanuo OM0IOTHYeCKUMH TperapaTaMH, IOCKOJIbKY
NPU3HAKH U CUMITTOMBI OCTPOTO BOCTIANIEHHS] MOTYT OBITH CTEPTHI B CBS3H C MOAABIICHHEM
peakuuu octpoit pasel. CrieryeT yUUTBIBATEH BIUSHUE TOIMIH3yMaba Ha ypoeeHb CPb, unciio
HEHTPO(DHIOB M HA IIPH3HAKH M CHMIITOMBI pa3BUTHA HH(EKIMH npu obcnen0BaHHHM NALMEHTa Ha

MpeaMET BO3MOXKHOTO pa3BHTHS HHQJGKLIHH.
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Heo6x0aMMO IPORHCTPYKTHPOBATE NAIHERTOH (BKIIOUas NOTeR paniero sodpacta & SFOUA mwm

nlOHA, xoToprle He Bcerzia criocoOHEI OIIKCATh CUMIITOMBI) M POAUTENEiH/ONeKyHOB NAIllUeHTOR C
cOHUA umu nfOHA o HeMeaneHHOM 00palmeHuH K Bpady IpH JI0OBIX CUMIITOMAX,
CBHIETENECTRYIOMNX O IMOABIEHHAH HHQEKIHUH, ¢ UeNnblo obeclieyeHns ObICTPOoi AHATHOCTHKH U
Ha3sHaYEeHUs HEOOXOTMMOTO JIEICHHSL.

Tybepxynes

Kax 1 npyn Ha3HaueHHH JpYTHX OHOIOrHMYECKHX IIPENapaToB, lepel] HayanoM Teparnuy
npenapatom Aktempa® nanmments ¢ PA, cFOHA 1 nFOMA fomkHEL IpolTH 06cenoBaHHe Ha
NaTeHTHBIH TyOepkynes. [lauuenTs], y KOTOphIX OBLI BEIIBJICH JIATCHTHRI TyOEpKyne3, JOIDKHEL
HPOHTH CTaHAPTHEIH KYpC aHTHMHKOOAKTEpHANEHOM Tepauy mepel HadaaoM JICUSHHS
npenaparoM Axtempa®. Jlewamemy Bpady cleayeT IOMHHTB O PUCKE HONYyYeHUs
TOKHOOTPHLIATENBHEIX PE3yNbTATOB TYOEPKYIHHOBOH KOXHOI IpoOk! U KBaHTU(HEPOHOBOrO
TECTA, 0COOEEHO Y MAIUEHTOB € TSOKEIBIMHA 3a60TIeBaHAAMH HIIH OCIa0lIeHHEIM HMMYHHTETOM.
[TanueHTH! JOTKHBI OBITH IPOHHCTPYKTHPOBAHEI 0 HEOOXOAMMOCTH 0OPATHTHCA K Bpavy, eClid
IIPH3HAKH/CUMITOMEI (HallpUMep, CTOHKHMIT Kames, HCTOIEHHE/CHIDKEHIE MAcCHl TeNa,
cyGhebpriabHas TeMneparypa), yKa3hBaloIlRe Ha TYDepKyIe3Hyio HH(EKIMIO, BO3HUKAKT BO
BpeMs HIIH TI0CIIe TepalHy npenapatom Axtempa®.

Peaxmusayus eupycrvix ungpexyuii

Beutn onmucanb! ciiydad peakTHBAUMHM BHPYCHOR HH(DeKIHH (HalpuMep, BUPYCHOTO TenaTTa B)
IIPH IPUMEHEHHH OHOJIOTHYECKHX IIpenapaToB Ay edeHus P A, IlainuenTs:, HMeBmye
IIOJIOMHUTENbHEII pe3y/bTaT IIPY CKPHHUHTOBOM 00CIEIOBaHHH Ha TeNaTHT, He BKIIOYAIIHCE B
KAHHUYECKHE HCCeIOBaHNA TOLMIH3yMaba.

Ocnrodicrenus ougepmuxyiuma

O cnyqasx nepdopaluiu JUBEPTUKYIA, KaK OCIOXHEHUS AUBEPTUKYIUTA IIPH IPUMEHEHHH
npenapata AxTempa® y nanuentos ¢ PA, coobmanock Heuacto (cM. paszen «[ToGoumoe
neitcTerey). CneayeT co6MmoaaTs OCTOPOKHOCTS IPH IIPAMEHEHHH npenapaTa Axrempa® y
NAIHEHTOB ¢ A3BeHHBIM NopaskenneM opraHoB JKKT wnu [uBepTHKYIHTOM B aHAMHE3E.
[TanueHTH! ¢ CHMIOTOMaMH, BO3MOXKHO YKa3BIBAIOMUMH Ha OCIIOXKHEHHS JUBEPTHKYTHTA, TAKUMHU
Kak 60Np B )KHBOTE, KDOBOTEUEHHE W/ HeOOBACHUMEIE M3MEEEHHUS B YaCTOTE M XapaKTepe
CTyNa, CONPOBOXKAAIONIMECS ITOBEIIIEHHEM TeMITepaTyphl TeNa, JOJKHEL OFITH HEMEITICHHO
00cNeIoBaHEI ¢ IIEIBIO PAHHETO BEIABIECHHUSA THBEPTHKYIHUTA, KOTOPBIH MOXET OBITh CBA3aH C
nepdopanueit XXKT.

Peaxyuu zunepuyscmeumenvrocmu

[Ipu uudysuu npenapara Axrempa® HaGMONAIHCE CEpPEE3HBIE PEAKIUH THIIEPYYBCTBUTENBHOCTH

(cM. paspen «[loGounoe neilicTBHeY). Takue peakMy MOTYT OBITH Oolee TKENBIMA H



COOTBETCTBYET 3IKCNEPTHOMY QTYETY
ot 28.08.2023 N2 16548 .
TIOTEHLHATILHO JIETANLHBIMH Y TALHEHTOB, Y KOropbix HaG G Eofen plakmit-4241620)

THTEPYYBCTBUTEIBHOCTH BO BpeMs MPEIILIECTBYIOMNX HHDY3UH, 1axe eClld OHYU [0J1y4allu
IpeMeIMKAIIHIO CTEPOHIaMH H aHTHTMCTAMHHHBIMH NpenapataMu. J{omKHO ObITh
npelyCMOTPEHO HaIH4ie HeoOX01MMoro 000pyI0BaHHs ¥ NEPCOHANA JUTS OKA3aHUs IKCTPEHHOI
MIOMOIIH B C/Ty4ae pa3BUTHs aHaHIAKTHYECKOH peakimi BO BPeMsl Tepariy IpenapaTom
Axrempa®. [1py BO3HHKHOBEHHHN aHADUIAKTHYECKOH Peakiil Wik APYroii cephe3Hol peakiuu
THIIEPYYBCTBUTEIBHOCTH/Cepbe3HOH HH(PY3HOHHON peakiluy, BBEJICHHE Npernapara Axtempa®
ClIe/IyeT HeMe/UIGHHO TIPEKPAaTHTh, TIPH 9TOM Tepanus npenapatoM Axrempa® 10mkHa GbITh
OTMEHEHa.

Axmusnoie 3a60.1€6aHUA NEYEHU U NEYEHOYHAA HEOOCMAMOYHOCb

Tepanus npenaparom Aktempa®, ocobenno oaHoBpeMenHo ¢ MT, MokeT ObITh aCCOMUPOBAHA ¢
TIOBBIIEHHEM aKTHBHOCTH «TEYCHOYHBIX» TPAHCAMHUHA3, IOITOMY ClIe/IyeT MPOSBIATh
OCTOPOJKHOCTbH ITPH Ha3HAYECHHH TepalMy MALHEHTaM ¢ aKTHBHBIM 3a00/1€BaHHEM N€YEHH HIIH
NeYeHOYHOH HEI0CTaTOYHOCTBIO (cM. paszessl «Crnocol npumeHneHns 1 103b1» U «Ilobounoe
JNEHCTBHEY).

I'enamomoxkcuunocme

[1pu neuennn npenapatom Aktempa® 4acTo HabTHOANOCH NIPEXOIAIee WM MepPHOIHYEcKOe
JIETKOE H YMEPEHHOE MOBBIILICHHE AKTHBHOCTH «I1€4E€HOYHBIX)» TPAaHCAMHHA3 (CM. pasaen
«ITobounoe neficTBue»). YacTora BOZHHKHOBEHHS TAKOTO [OBBIIEHHS BO3pacTaa pu
npUMeHeHHuH npenapata AkteMpa® COBMECTHO ¢ MpenapatamMH, 061aJaloNMMHU T0TEHIHATLHO

rernaToTokcuueckum seiicterem (Hanpumep, MT). Tlpu Hanmuuuu KIMHHYECKHX MOKa3aHUH

CJIEIyeT pacCMOTPETh BO3ZMOKHOCTD BBINOIHEHHS APYrHX (YHKIHOHAIBHBIX EYEHOYHBIX 11po0,
BKIIIOYAs OLIEHKY YPOBHS OuaupyOuHa.

Ipu npuMeHeHuH npenapata AkTeMpa® Habmoa10Ch CEPhE3HOE JIEKAPCTBEHHOE MOPAKEHHE
MIEUEHH, BKIIFOYAs OCTPYIO NEYEHOUYHYIO HEJ0CTATOYHOCTh, FeIIaTHT H KENTYXY (CM. pa3aen
«ITobounoe nefictBue»). Cepbe3Hble MOpaKeHUs MEYEHH OTMEYAIHCH B HHTEPBAIE OT 2 HEJeb
110 >5 neT mocsie Hayana Tepanuu npenapatoM Aktempa®. Coobmanock o cayyasx pa3BHTHS
NEYEHOYHOM HEeI0CTAaTOYHOCTH, KOTOPbIE MPHBEIH K TpaHCIUIAHTAllMK neveHH. [lanuentam
CJIe/lyeT PEKOMEHA0BATh HEME/UIEHHO 00PAaTUTLCS 3a MEIMIUHCKON OMOLIBIO IIPH MOSBIEHUH
MIPH3HAKOB ¥ CHMIITOMOB IOPAKEHUS [TEYCHH.

Crenyet cobmroiaTh OCTOPOKHOCTB MPH PEILICHHH BOIIPOCa O Havyajle Tepaliy IpernapaToM
Axtempa® y nanmenTos ¢ nokazarensmu AJIT uin ACT, npessunatonmvu BI'H Gosnee yem B 1.5
pasa. Tepanus npenaparom AkTempa® He pekomertyercs npu nokasarensx AJIT wim ACT,

npesbimaommx BI'H 6onee yem B 5 pa3 y mauuentos ¢ PA, nFOUA u clOHA.
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V nauueHToB ¢ Pz’:&, nlOMA u clOUA crenyer korTponupobais ATIVACT kA 4-8 menens
Ha IPOTHKEHHH NCPBLIX 6 MECANEB [I0CIE Hayala TEPalllH, a B JaJbHEeHmeM - Kaxzsie 12
Hefe)b. PEKOMEH AN TI0 LO3MPOBAHHIO, BKITOUAS OTMEHY Ipenapara AKTeMpa® B 3aBHCHMOCTH
OT aKTHBHOCTH TPaHCAMHHA3, IIPeICTARNIEHEI B pazaene «Crnocod npuMeHerus U 1035I». CiexyeT
TIPEKPAaTHTE edeHne npenapartom AxTempa® npu nossmernu nokasareneit AJIT wm ACT B 3-5
pas seite BI'H, moaTsepxIeHHOM NOBTOPHEIM aHATH30M.

Omrnonenus noxasameneti 0buezo ananusa Kpoey

ITocne neuenus TouumsymMaboM B fo3e 8 Mr/kr B komOuHanuu ¢ MT Habimomanock cHHKEHHE
mcia HeiTpoduiroB # TpoMGouTOB (cM. pasgen «IloGounoe neiicTere»). MoxeT 65ITh
MIOBHIIIEH PHCK PA3BUTHS HEHTPOIICHHH Y IALMEHTOB, KOTOPHIC paHEe MOLyYaIH JISUeHHE
a"taroanctoM OHO.

ITamuenTaM, panee He TOMY9aBIINM JeUeHAe mpenapatoM AkTeMpa®, He pexoMeHIyeTcs
HaumHaTh nedenne ¢ AUH menee 2 x 10°/1. Cresyer IposBIATE OCTOPOXHOCTE IPH
PacCMOTPEHHH BOIPOCA O Hauane JeueHHs mpenapaToM AxteMpa® y NAllMEHTOB ¢ HU3KHM
YpOBHeM TPOMOOIIHTOB (T. €. ¢ ypoBHeM TpoMGonmTos Hike 100 x 10°*/min). V nanmenTos ¢ PA,
clOUA u nOUA, ¢ AUH <0,5 x 10%/n nmm mwmenom tpomGoumTos <50 x 10%/Mxn nposomkats
NeueHne He peKOMEHIyeTCH.

Tsoxenas HeHTPONICHUSA MOXKET ObIThH CBA3aHa C IOBBIIICHHBIM PHCKOM PA3BUTHS CEPBE3HBIX
HHbeKIwit, XOTA SO HACTOSAMIEr0 BPEMEHH B KIIMHMYECKUX MCCIeIOBARMAX Tpenapara Axtempa®
He GBUIO BEIBIICHO YETKOH CBA3H MEXIY CHHKCHUEM YHCIA HEHTPOUIOB M BO3HHKHOBEHHEM
CePHE3HBIX HH(EKITHIL.

¥ nmanmenToB ¢ PA cnefyeT KOHTPOJIHpOBATh MOKa3aTell HelTpodHIIoB H TPOMOOLATOR B
neprox ¢ 4 110 8 HeEIO NoCHe Hayalla TEPANKK U B JAUIBHEHINIEM B COOTBETCTBHH CO.
CTaHJapTaMH KIMHAYECKOH IpakTHKH. PeKOMEeH I 110 KOPPEKIIHY JI035] B 3aBHCHMOCTH OT
AUYH u ypoBH: TpoMOOIIUTOB NpecTaBieHk! B pasjene «Crocob IpUMEeHEeHUs U A036D».

¥ namuenToB ¢ clOMA 1 nfOUA nokazatenms HCHTpO(HIIOB H TPOMOOLHTOB CISAYET
KOHTPOJIMPOBATE B JCHb NIPOBEACHUS 2 HH(Y3HH, a B JalbHeleM B COOTBETCTBHH CO
cTaHAapTaMH KIHHAYECKOH MpakTHiH (cM. pazmen «Crocob NpuMeReHHs H N035bI»).
Hokazamenu nunudnozo obmena

V nanmmeHTOB, TONYYaBIIAX TOLHIM3yMad, Habmoaanock NOBBIIEHAE MoKazaTenell THIMHIHOTO
obmeHa, Bmodas o6muit xonectepus, JITTHIL, JITIBII u tpurminepuns: (cM. pasaen «[lodounoe
neicTBuey). ¥ 601‘15m14ncma MalHEeHTOB HHAEKC aTePOreHHOCTH He NOBEINIAJCS, 4 NOBLIILIECHAE
KOHIIEHTpaIuu o6muiero xonecrepuda 3¢ GekTHBHO KOPPUTHPOBATIOCH THIIONTHIHIEMHAYECKHMHE

IpenapaTamMH.
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ITpu PA, nfOUA u cfOUA cnenyer oueHuBath j10Ka3aresm iHifRGFeFS 00Mdiraly ibmHéTOB B

nepHo/ ¢ 4 1o 8 Hezlelmo M0c/e Hayala TeparyH Mpernaparom Axtempa®. Ipu Beienuu
IALMEHTOB CJIEJIYET PYKOBOICTBOBATHCS JIOKAJIBHBIMU PEKOMEH/IALHAMH 110 JIEYCHHIO
THIEPJIHITHIEMHUH.

Hapywenusi co cmoponsl HepEeHoll cucmemol

Bpauu JIOJDKHBI TIPOSIBIIATH 0CO0YI0 OCTOPOKHOCTD C LE/IBLK PAHHETO BHISABJICHHUS CHMIITOMOB,
BO3MOYKHO YKa3bIBAIONIMX Ha Je0I0T IeMHETHHU3UPYIOIUX 3a00/1€BaHHI NEHTPAIBLHON HEPBHOU
cuctemsi (L{HC). B HacTosmee BpeMs BusHHeE npenapara Aktempa® Ha pa3sBuTHe
nemuemrHu3Hpyrommx 3abonesanuii [{HC He n3BectHoO.

3nokauecmeennvie HOB00OPaA3O6aAHUA

V nanueHTos ¢ PA noBblllieH pUCK Pa3BHTHS 37I0KAUY€CTBEHHBIX HOBOOOPA30BaHMUI.
HNMMYyHOMO/Ty THPYIOIIHE JIeKapCTBEHHBIE MTPenapaThl MOTYT MOBBILIATE PHCK Pa3BUTHS
3JI0KaQ4YeCTBEHHBIX HOBOOOpA30BaHUM.

Humynuzayus

He ciienyer npoBOAMTE HMMYHH3ALKIO KHBBIMH H KMUBBIMH 0CTa0€HHBIMH BaKIHHAMH
OJHOBPEMEHHO ¢ Tepanuei npenapatoM Aktempa”, MOCKONbKY KIMHAYECKas Ge301acHOCTh

o J00HOT0 COYETaHHS HE YCTAaHOBJICHA. B paH10MH3HPOBAHHOM OTKPBITOM HCCIICIOBAHHH Y
B3POCIIBIX TAIMEHTOR ¢ PA, momyyaBmux Tepanmio npernapatom Aktempa® u MT, oTser Ha 23-
BJICHTHYIO ITHEBMOKOKKOBYIO MOJIMCAXaPH/IHYIO BAKIIMHY H CTONOHAYHBIH aHATOKCHH OBL
COMOCTABHM ¢ TAKOBBIM Y IMAIMEHTOB, MOTydaromux MoHoTepanuio MT. Beem nanuentam,
ocobenno nauenTaM ¢ cFOMA u nfOMA, pexoMen1yeTcs NpOHTH BaKIMHALIMIO B COOTBETCTBHH
¢ HALMOHAITBHBIM KaJIeHIapeM PHBUBOK JI0 Hauasa Jedenus npenapatom Akrempa®. Creayer
co6IIo1aTh HHTEPBAT (B COOTBETCTBHH € JEHCTBYIONMMH HAllHOHATLHBIM KalleHIapeM IPHBHBOK)
Yy IMAMEHTOB, MOTYyYalOIUX TEPANUI0 HMMYHOCYIIPECCHBHBIMH IIpErapaTaMH, MEXKITy
MMMYHH3AIHeii KIBBIMA BAKIIHHAMH H HAYAIOM TepanuH npenapatom Axtempa®.

Puck pazsumus cepoeuno-cocyoucmuix 3aboneeanuil

V nanuentos ¢ PA uMeeTcs MOBBIIEHHBIH PHCK Pa3BHTHS CeP/IeUHO-COCYAUCTRIX 3a00IeBaHuid,
1o3ToMy (PaKTOpsl pUCKa (HAPUMED, TTOBBIIICHHE APTEPHAIBHOTO JAB/ICHHUS, THIEPIIUITHIEMHES )
JIOJDKHBI KOHTPOJIHPOBATLCS B pAMKaxX CTaHIapPTHOTO JICYEHHS.

Kombunayus ¢ anmazonucmamu @HO

OmbIT npuMenenns npenapara Aktempa® ¢ anraronucramu ®HO wim apyrumu GHOTOrHYSCKHMHE
npenaparam Juist jiedeHus naieHToB ¢ PA, clFOMA wmn nfOUA otcyterByer. He
PEKOMEH/yeTcs MPUMEHATH npenapat AkTempa® ¢ JIpyrUMH GHOIOTHYECKMMHE MPeTapaTaMHy.

Cooepocanue nampus
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Jlannbiit npenapar coaepxut 1.17 Mmons (nu|26.55 Mr) naTpasaLtepectete fid MdkduMmansayo

o3y 1200 mr. Heo6x0MM0 yYHTHIBATE MAllHEHTaM, HAXOAAMIMMCS Ha JIUETE C OrpaHHYeHHEeM

nocTyrieHns: HaTpusi. JlaHHbIH TeKkapcTBeHHbIH npenapar B Jo3ax MeHee 1025 mr coaepxkur

MeHee | MMoJIb HaTpus (23 Mr), T. €. IPAKTHYECKH «HE COACPHKHUT HATPHI».

COVID-19

ITpu HoBO# KoponaBupycHoii uadekiuu COVID-19 npenapar Axtempa® cieyeT NpUMEHSTD B

YCJIOBHAX CTAllMOHApa.

¢ DddexTuBHOCTL NpUMeHeHus npenapata Aktempa® He GbLTa YCTAHOBJIEHA IPH JIEYEHHH
narmeHToB ¢ COVID-19, y xotopsix He ObL1 noBeieH ypoBeHb CPb (cM. paszzen
«®apMakoIoruuecKue CBOMHCTBaY).

e Ilpenapar Axtempa® He no/mkeH HazHayaThes nanuentam ¢ COVID-19, ve momydarommm
CHCTEMHBIE TTFOKOKOPTHKOCTEPOU/IBI, ITOCKOJIBKY B ATOH MOATPYIINE HElb3s HCKITIOUUTh
yBEIHYEHUE YPOBHSA CMEPTHOCTH (cM. pa3zen «PapMakoIorHyeckue CBOHCTBaY).

Hughexyuu

IManmentam ¢ COVID-19 He cieayer Ha3HauaTh npenapar AKTeMpa®, eciii y HHX HMeeTcsl Kakasi-

00 Apyras COMyTCTBYIOLIAs TsKeast akTuBHas HH(eKuua. MeuuuHCKuM paboTHHKAaM

cleIyeT coGMoaTh OCTOPOKHOCTD TIPH IPHMEHEHHH TIpenapaTa AKTeMpa® y HaHEeHTOB ¢

PELMIMBHPYIOMIUMH WM XPOHHYECKUMH HHGEKIUAMU B aHAMHe3€, a TAKXKe MPH COMYTCTBYIOIIUX

3abosieBaHusAX (HapuMep, MpH IUBEPTHKYIIHTE, caxapHoM Juadere U HHTEPCTUITHATIBHOM

3a00JIeBaHUH JIETKUX ), TIPE/IPAcIIOaralonMx K pa3sBHTHIO HHPEKITHH.

I'enamomorxcuunocmo

VY rocnuranuzupoBanHbix namueHToB ¢ COVID-19 Moxet ObiTh noBbinieHa akTuBHOCTL AJIT wim

ACT. TlonuopranHas HEAOCTATOYHOCTE C MOPAKEHUEM [TEYEHH MTPHU3HaHA OCII0KHEHHEM TKEI0H

¢opmer COVID-19. Tlpu npuHATHH penieHus O IPUMEHEHHH TOLHIH3yMaba cieayer

cOanaHCHpOBaTh MOTEHUMATBHYIO MOIB3Y, noydaemyto ot neuerus COVID-19, ¢

MOTEHIHATBHBIM PHCKOM HEOTJIONKHO#H Tepanuu TorpmsymadoM. ¥V nauuentos ¢ COVID-19 ¢

noeinerrneM aktuBHOCcTH AJIT wim ACT, npessimatomieit BI'H Gonee uem B 10 pas,

npuMeHenHe npenapata Axtempa® He pekomenayercs. ¥ nanuentos ¢ COVID-19 crenyer

MoHHTOpHpoBaTh aKTHBHOCTE AJIT/ACT B cOOTBETCTBHY ¢ TeKYyILEH CTAHAAPTHOH KIMHHYECKOH

[IPAKTUKOH.

OmknoHeHust nokazameneit oougeco aHaiusa Kpoei

V narmentos ¢ COVID-19 ¢ AUH <1 x 10%/1 um uncaom TpomGormros <50 x 10°/mx: nedenne

He pekomenayetcs. [Tokaszarenu HeHTpodHIOB U TPOMOOIMTOB ClIEyET MOHHTOPHPOBATH B

COOTBETCTBHH C TEKYILEH CTaHIapTHOM KIMHUYECKOH npakTHKoH (cM. pa3aen «Crnocod

NPUMCHCHHS U J03bI ))).
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Cundpom axmueayuu makpogazos y nayuenmos ¢ cFOHA

Cunapom aKmBaﬁHH Makpo}haroB SBISAETCS CEPHE3HBIM KUZHEYIPOKAIONIUM COCTOSHHEM,
KOTOPOE MOKET pa3sBUThCA y nanueHToB ¢ CIOMA. B xiMHHYeCKHX HCCIIEIOBAHHAX IPHMEHEHHE
TOIHIM3yMa0a ¥ Ial[HeHTOB B TIEpHOX BO3HHKHOBEHHS CHHAPOMA aKTHBAIMH Makpodaros He

H3y4aloCh,

Bausnane Ha cnocobHOCTH YOPABIATH TPAHCIIOPTHLIME CPENCTBAMH, MEXaHH3MaMH
HccneroBanus o 3ydeHHIO BIMSHUS IperapaTa Ha ClIOcOOHOCTS YIIPaBIATh TPaHCIIOPTHEIMA
CPEACTBaMH ¥ MEXaHH3MaMH He IIPOROUINCE, ONHAKO, YUHTHIBAS TOT (aKT, YTO IPH TEPATHH
npenaparom Axtempa® gacTo HabNFOAANOCH TOMOBOKPYKEHHE, TAITHEHTAM, HCIEITHIBAIOIIMM
JAHHYIO HeXelaTelIbHYIO PeaKIHIo, CIeNyeT PEKOMEHIOBATh He YIPABIATH TPAHCIIOPTHBIMHE

CpeacTBaMH H MCXaHA3IMaMH 10 TCX IIOP, IIOKA I'OJIOBOKPYKCHAC HE IIPCKPAaTHTCA.

Popma BeIycKa

KOHIIEHTpaT A/ IPATOTOBIEHHS PAcTBOPa Uit HH(y3uit 20 Mr/mi

ITo 4 M (80 mr/4 mur), 10 mar (200 Mr/10 mor) wmm 20 ma (400 Mr/20 Mn) nmpenapara Bo (QIaKOHEL,
H3rOTORJICHHEIE H3 OECI[BETHOTO CTEKNIA (THAponuTHYecKuil kiace 1 ED), yximopennme
KPHIMIKOH 3 OYTHIKaydyKa, 00KaTble ATIOMIHUEBEIMU KOIMAYKAMY K 33aKPbITHIE
ILIACTMACCOBLIMU KPBIIIKAMH; IIBET KOJIMA4YKa ¥ KPHIIUKH COOTBETCTRYET [IBETY, KOTOPHIM
BEIZENeHa NO3NPOBKA IperapaTa Ha STHKeTKe (riakona U Ha nadke. 1 ¢urakoH BMeCTe ©
HHCTPYKIHEH 110 IPUMEHESHHIO IIOMEINAOT B KAPTOHHYIO Ta4YKy ¢ KAPTOHHBIMHU BIIAABIIIAMH
(meperopoikamMu) BHyTpH.

C nenpto KOHTPOIA MEPBOTO BCKPEITAA Ha NTAYKy HAHOCHTCS 3allATHAas rojorpaduaeckas
HaKIeHKa.

Vnaxosxa na OAO «@apmcmanoapm-YghaBHTA»: 1 dpnakoH noMemaroT B INIACTHKOBEIH ITOIOH
HJIM B KaPTOHHBIH BKIAABIN, KOTOPBIH BMECTE C HHCTPYKIHEH IT0 MEIMIIHHCKOMY ITPHMEHEHHIO
IIOMEMAIOT B NaYKy U3 KAPTOHA HMIIOPTHOLO.

C LENBI0 KOHTPOIIA TIEPBOTO BCKPEITHA Ha NAYKY HAKJIEHBAIOT CAMOKIIEAIINECS KPYTIIBIE CTHKEPE]

C HAIINCEBIO «KOHTPOJE BCKPBITHA.

Yenopua XpaHeHHsA
XpanuTs npu TeMueparype 2-8 °C B 3amuImMeHHoM OT CBETa MECTE.
He 3amopaxmBaTth.

XpaHUTE B HELOCTYIIHOM JJIA JeTeil MecTe.



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 28.08.2023 N2 16548
(Bxopswmia M3 N24241630)

Cpok rogHocTH

2 roga 6 mecsnes. He NPUMEHATD 110 UCTCYCHHUH CPOKa I'OAHOCTH.

YeaoBust otnyeka

OTnycKaroT 10 perenty.

Baajenen perucTpanuoHHOI0 yA0CTOBepEeHHA
®. Xodpdmanu-JIs Pour JIta., HIseiinapus
F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4070 Basel, Switzerland

IIpousBoaurenn
Yyrait ®apma Manydextypunr Ko. Jlta., Snonus
Chugai Pharma Manufacturing Co. Ltd, 16-3, Kiyohara Kogyodanchi, Utsunomiya city, Tochigi,

Japan

Opranusanus, NPHHAMAK AN PETEH3HH NOTPeduTe s

IIpemen3suu nompebumeneit nanpaeiame 6 komnanuio AO «Pow-Mockea» no adpecy:
107031, Poccus, r. Mocksa, TpyOHas riomans, 1. 2, nomenienue 1, stax 1, komHara 42
Tel. (495) 229 29 99, dakc (495) 229 79 99

wiu yepe3s hopmy obpammuoil ceazu Ha caiime:

www.roche.ru

B cnyuae ynaxosxu na OAO «@apmemanoapm-YgaBHTA» npemensuu nompebumenet

HAnpasIams no aopecy:

450077, Poccus, Peciy6mnka bamkoproctan, r. Yda, yi. Xynaitbepauna, 1. 28
ten./akc (347) 272 92 85

www.pharmstd.ru

rHcTpauuyu 1 odecnevenus kadecrsa JIC
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