COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 01.11.2025 N= 27457

(MOCNEQOBATENEHOCTE 0004)

OBIIAA XAPAKTEPUCTHUKA JIEKAPETBEHHOTO HPEHAPATA

V JlekapcTBeHHBIN IpenapaT MOJJIEKUT JONOJIHUTEIBHOMY MOHUTOPUHIY. OTO IO3BOJUT
OBICTPO BBISIBUTH HOBYIO MH(OpMaLHUIO MO Oe3omacHOCTH. Mbl oOpamaemMcs K pabOTHHKaM
CHCTEMBI 3[JpaBOOXPAHEHHUS € TPOCEOOH COOOIIATH O JIFOOBIX MOA03PEBAEMbIX HEKEIATEIbHBIX
peakiusix. [Topstok cooOIIeHus: 0 HeXeNaTeNbHBIX PEaKIUIX MPEeACTaBleH B pazjaene 4.8.

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

KommnapeiiT, 20 Mr/mit, KOHIIEHTpAT JJI IPUTOTOBIICHUS PACTBOPA JIsl HHDY3UM.

2. KAUECTBEHHBIN U KOJTMYECTBEHHBINA COCTAB
JleiicTBytollee BEeCTBO: TOUMIN3yMa0™.

B 1 mn1 koHneHTpara cogepxurcs 20 Mr TorpIn3zymaoa.

B kaxxnom ¢iakone B 4 M1 KoHLIEHTpaTta coaepxkurcs 80 Mr tommimzymada

B kaxxnom ¢nakone B 10 ma koH1ieHTpaTa coaepxutcs 200 mr Tonunuzymada.
B xaxzaom diiakone B 20 mut koHIIeHTpaTa coaepkutcs 400 Mr Tonnmzymaoa.

BerecTBa, HaaM4uHe KOTOPHIX HA/IO YYUTHIBATH B COCTaBE JICKAPCTBEHHOT'O Tperapara: HaTpHid:
(cMm. pasnen 4.4).

*Tommmm3ymad — 3TO TyMaHH3HMPOBAaHHOE MOHOKJIOHAJIBHOE AHTUTENIO K YEIOBEYECKOMY
peuenTopy unrepiaeiikuna-6 (MJI-6) u3 noxknacca ummyHornoOynuHoB IgG1, mpousBenaeHHoe
B KynbType Kietok CHO no texnonorun pekom6unantHoi JJHK.

ITomHpIit MEPCUCHb BCIIOMOI'aTCIIbHLIX BCIICCTB IPUBCACH B pa3JiciiC 6.1.

3. JEKAPCTBEHHAS ®OPMA

KoHueHTpat 17151 IpUroToBIEHUS pacTBOpa A1 HHPY3U.

[Tpo3paunast uam onanecuupyromas OeclBETHas U CIIETKa JKEITOBATOTO IIBETa KUIKOCTb.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3zaHusl K NPUMEHEHHIO

Pesmaronpnsiii aprput (PA)

IIpenapar KoMrutapeiT noka3zaH K TpUMEHEHUIO Y B3POCIBIX C PEBMATOUIHBIM apTPUTOM CO
CpeIHel WM BHICOKOM CTENEeHbI0 aKTUBHOCTH Y B3pOCIBIX KaK B BUIE MOHOTEpaIluu, Tak U B
koMOMHamuu ¢ MmerotpekcaromM (MT) w/unm ¢ apyrumu  60J€3Hb-MOIUDULIHUPYIOLTUMU
anTupeBMatuyeckumu mnpenapatamu  (BMAPII), B ToM wuucie s TOPMOXKEHHS
PEHTTEHOJIOTUYECKH TI0Ka3aHHOM AECTPYKIIMH CYyCTaBOB.

[MommapTHKYIAPHBINA I0BEHUIBHBINA nanonatuueckul aprput (mMEOA)

[Ipenapar KommnmapelTt nmokasza K NPUMMEHEHHUIO Y MAIMEHTOB BO3pacTe OT 2 JIET U CTaplle C
AKTHBHBIM TOJMAPTUKYJSIPHBIM FOBEHUJIBHBIM HMJIHONATUYECKUM apTPUTOM Kak B BHUJE
MOHOTEpaIuu, Tak 1 B komOuHauuu ¢ MT.
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CHUCcTeEMHBIN I0BEHWIbHBIA MIHOMATUYECKUN ap1T

[Ipenapar KommurapelT mokasza K MPpUMEHEHHIO Y TAIIMEHTOB BO3pACTe OT 2 JIET M CTapIIe C
AKTHBHBIM CHCTEMHBIM IOBCHWJIBHBIM HIMOMATHYECKUM apTPUTOM KakK B BHJE MOHOTEpAIuH,
Tak U B KoMOuHamuu ¢ MT.

COVID-19

[Ipenapar KomrutapedT moka3a K NPUMEHEHHIO Y TOCIHUTAIM3UPOBAHHBIX B3POCIBIX
MalMeHTOB ¢ HOBOW KopoHaBupycHOW mHpekuueir (COVID-19), momydaromux CHCTEMHBIE
[IIIOKOKOPTUKOCTEPUO/IbI, KOTOPBIM TpeOyeTcs MOoAAepKUBAIOLIasi Tepanusi KUCIOPOJA0M WU
MCKYCCTBEHHAs] BeHTUJISLIUS JIETKUX.

CunapoM BbeicBOOOXkaeHus nuTokuuoB (CBII)

[Ipemapar KommnapeWT moka3a K TPUMEHEHUIO Y B3POCHBIX C TSKEIbIM WU
JKUZHEYTPOKAIOUIMM  CHHIPOMOM  BBICBOOOKICHHSI ~ IIMTOKWHOB,  HMHIYLIHPOBAHHBIM
npenapatamu T-KJIETOK ¢ XUMEepHbIMH aHTUTeHHbIMH perientopamu (CAR).

4.2. PexxuMm 103MpoOBaHNs U C1IOCO0 NPUMEHEHUs!

Jleuenune mnpenapatom KoMmIutapeHT IODKHBI Ha3HAYaTh MEIUIIMHCKUE CIHEIUAINACTBI,
MUMEIOIINE OMBIT B TOCTAHOBKE quarno3a u repanuu PA, ctOMA, ntOMA, COVID-19 u CBII.

PexxuM J103upoBanus

Pesvamouonwiii apmpum

Pexomenryemas 103a cOCTaBIsET 8 MI/KI Macchl Tena 1 pa3 B 4eTbIpe HEETH.
He pexomenayercs yBenuuenue 10361 cBbiiie 800 Mr Ha 0JIHY HH(]Y3HIO MAIUEHTaM C MacCoil
tena Bbime 100 kr (cm. pasaen 5.1).

PCKOMCHI[aI_[I/II/I MO0 KOPPEKIUH O3Bl IPHU U3SMCHCHUUN J'Ia60paTOpHLIX IoKa3arejiei (CM. pa3acit
4.4.).

. [ToBbIlIeHNE AKTUBHOCTH «II€UEHOYHBIX» (PEPMEHTOB
3HauyeHHe MOKa3aTesst Koppexuus jgedenns
[IpeBsimenne BI'H* I[Ipy  HEOOXOAMMOCTH  TPOBECTH  KOPPEKIHIO O3B
B >1-3 paza oJIHOBpeMeHHO HazHauaemoro MT/BMAPII.

[Ipn ycToiuMBOM MOBBIIIEHUH aKTUBHOCTH TpaHCAMHUHa3 B
9TOM JMana3oHe CHU3UTH 103y npenapara Kommnapelt no 4
MI/KT WJTU TIpEpBaTh JeUeHUE MPernapaToM 10 HOpMaan3aluu
nokaszarenel  amaHmHamuHOTpaHcgepassl  (AJIT)  wmm
acniapratamuHoTpancdepassl (ACT).

BozoOHoBuTth nedenue mpemapatom KommmapedT B moze 4
MI/KT WIH 8 MI/KI B COOTBETCTBUU C KJIMHHYECKOMN

HE00XO0AUMOCTHIO.
IIpesbienne BI'H IIpepBate neuenue npenaparom Komruiapelt 10 CHUXKEHUS
B >3-5 pa3 MoKazaressi 10 YpOBHSI MEHEe 4eM B 3 pa3a MPEBBIIIAIOIIETO
(moaTBEpPKIAECHHOE MPU BI'H;

IIOBTOPHOM HCCICIOBAHNH, | najee cieoBaTh peKOMEHAAIMIM s peBbiieHust BI'H B
cM. pazzien 4.4.) >1-3 pa3a (cMm. BbIIIE).
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Mpexpatnts  revienie | Hpenipatos - KoMiapert - Hpit

YCTOMYMBOM MOBBILIEHUHN MOKa3aTens, npespimaromeM BI'H
Oosiee yem B 3 pasza

IIpesbnuenne BI'H [Ipexparuts neyenue npenaparom Kommapenr.
Oosiee yem B 5 pa3

*BI'H — BepXHsis TpaHuUIIa HOPMBI

. Huskoe abcomtotHoe uncno nerirpodunos (AUH)

[TaruenTam, paHee He MOTYYaBIIUM JICUCHUE MTPEMapaToOM TOIMIN3YyMada, He PEKOMEH 1yeTCs
HAYMHATH IPHMEHEHHNE IpernapaTa npu nokaszarerae AUH mmke 2x10%/1.

3HaueHHe MOKA3ATEIs Koppexuus j1e4enus
(auciio kaerok x10%.)

AYH >1 J103y HE U3MEHSITD.

AYH 0,5-1 [IpepBarts neuenue npenaparoM Komrmapenr.

Ipu yBenmdenun mokazartens a0 >1x10%m Bo30GHOBUTEH
JIeUYeHHE MPErapaToM B 103¢ 4 MI/KT U YBEITUYUTH J03Y 110 8
MI/KI' B COOTBETCTBUH € KJIMHUYECKOH HEOOXOJUMOCTHIO.

AYH <0,5 [IpexpaTuth neuenue npemnaparom Komriapenr.
o Huzkoe gncno TpomMOOIMTOB
3HayeHMe MOKa3aTess Koppexuus jgeuenns

(amcio kierok x103/mMKur)

50-100 [IpepBatp neuenue npenapatom Komrapeir.

Ipu  yBenmuenunm  mokasatens g0  >100x10%/mxn
BO300HOBUTH JIEUYEHME IIpernaparoM B jao3e 4 MI/KT U
YBEIIMYHTH JI03Y IO 8 MI/KT B COOTBETCTBUU C KIMHUYECKOM
HE00XO0IMMOCTHIO.

<50 [Ipexparuth neyenue npenaparom Kommapenr.

COVID-19

Pexomenayemas nosza mis nederuss COVID-19 cocrabisier 8 MI/KT B BHZIE€ OJHOKPATHOM
BHYTpUBEHHON HH(Qy3un B TeueHne 60 MUHYT y NAIMEHTOB, MOJIYYarOUIMX CHCTEMHbIE
[JIFOKOKOPTUKOCTEPOUIBI U KOTOPBIM TpeOyeTcs MOIepKUBAOIIas Tepanusi KUCIOPOI0M WIH
WBJI (cm. paznmen 5.1).

Ecnu knuHWYeckue NpU3HAKM WM CHUMIITOMBI YXYALIAIOTCS WJIM HE YIy4IIaroTcsl MOcie
MPOBEJEHUS OAHOW WH(GY3UH, MOKHO TMPOBECTH JOMOJHHUTEIbHYI0O HH(Y3UI0 MpernapaTa
Kommutape#T B 103e 8 MI/KT uepe3, Kak MUHUMYM, 8 4acoB IOcJie epBoi HHPY3UH.

He pekomenayercs yBenuueHue 1036l cBbiiie 800 Mr Ha oJiHY HH(]Y3HIO MMAllUEHTaM C Maccoil
tena 6osee 100 kr (cm. paznen 5.2).

ITpumenenue npenapara Kommnapeit He pekomenayercs nanuentam ¢ COVID-19, y koTopeix
Habro1aeTcst 1000€e U3 CIeIyIOIUX OTKIIOHEHUH B 1a00paTOPHBIX MOKA3aTeNsX.
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JlabopaTopHbIii 3HauyeHue 1a0OPAFOPHOrO———JlelicTBHE
NnoKa3areJb nokKa3areJisi

«[Teuenounsie» pepmentsl | >10xBI'H [Ipumenenue rpernapara
Kommapent HE

AYH <1x10%n P
PEKOMEHAYETCSL.

Ywuciio TpoMOOIIMTOB <50%10%/mKn

Cunopom 8v1c80002COeHUSA YUMOKUHOB

B Buze BHyTprBeHHOM nHY3UH B TedyeHrne 60 MUHYT B J103€ 8 MI/KT y B3pOCIBIX MMAIUEHTOB C
Mmaccoii tena >30 kr. [Ipenapar KoMminapeldT MoKeT IPUMEHSTHCS KaK B MOHOTEpAuy, TaK U
B KOMOMHAIIUU C TJIIOKOKOPTUKOCTEPOUIaMHU.

Ecin KIMHUYECKHE NPU3HAKM WM CHUMITOMBI HE YJIYy4YIIAIOTCS IIOCIE BBEICHHS INEPBON
UHPY3UHM, MOXXHO TIPOBECTH e€mie J0 3 JONOJHHUTENbHbIX HHQY3Wi. MHTepBam MexIy
MOCJIEI0BATENbHBIMU J103aMHU JOJDKEH COCTABIIATh, KAK MUHUMYM, 8 YacoB.

He pexomenayercs yBenunuenue 1036l cBbiiie 800 Mr Ha oJHY HUH(Y3HUIO.

VY manmeHToB ¢ TSDKENbIM WK ku3HeyrpoxatomuM CBL yacto oTMedaroTcs 1UTONCHUS UITH
nosbitieHre akTUBHOCTU AJIT mnu ACT B cBSI3U €O 3JI0Ka4eCTBEHHBIM HOBOOOpa30BaHUEM,
npeiecTByrolel npotuBoauMbonuTapHon xumuortepanuu wiu CBLI.

Oco0nIe I'pYIIIBI IAIIMCHTOB

HGI/{MEHmbl nooJKIcus1020 eo3pacma

Koppekiuu 10351 y MOXXUJIBIX TAIMEHTOB (=65 neT) He TpebyeTcs.

HCII/;MEHmbl C NoYeqHou HedoCmamo4HoCmbIO

Koppekuun 10361 y MalMEHTOB ¢ MOYEYHOW HEJOCTATOYHOCTBIO JIETKOW CTEMEHH TSKECTH HE
Tpebyercsa. [IpuMeHnenne Ttouunuzymada y MalMeHTOB C YMEPEHHOW W TSKEIOW MOYEHHOU
HEJIOCTaTOYHOCTBIO HE U3Yy4aJoCh.

HCZI/;MEHmbl C neyeHoYHoU HedoCMAamo4yHoCMbIO

besomacHocth W 3(Q(QEeKTUBHOCTh TOUWIM3yMaba Yy TAIlMEHTOB C  IEYEHOYHOM
HEI0CTaTOYHOCTBIO HE U3y4allach.

CTH

clOnA

PexomenmyemMas 103a y allUEHTOB CcTapiie 2 JET COCTaBIsAET 8§ MI/KT OJIMH pa3 B 2 HENEIH Y
MalUeHTOB ¢ Maccoi Tena >30 Kkr wiu 12 MI/Kr ofuH pa3 B 2 HEAEIU y MAIlMEHTOB ¢ MacCOu
tena <30 kr. J[o3y cieayeT pacCuMThIBaTh MCXOJS M3 MacChl Tela MalMeHTa MPU KaxkJIoOM
BBEJICHUU TpenapaTa. MisMeHeHue 10361 JOHKHO OBITh OCHOBAHO TOJIEKO Ha COOTBETCTBYIOIIIEM
M3MEHEHUU MAcCChl TeJla MAlMEeHTa C TEYEHHUEM BPEMEHH.

be3onacHocTh 1 3 heKTUBHOCTH BHYTPUBEHHOTO BBEJICHHUS TOIMIIN3yMa0a y AeTei B BO3pacTe
JI0 2 JIET HE YCTAHOBJICHBI.

VY mnanuentoB ¢ cHOMA pexkomeHayeTcs TpepbIBaHWE Tepaluyd TOIMIM3yMaboM Mpu
U3MEHEHHUAX B JA0OpAaTOpHBIX TIOKa3aTeNsX, NPUBEIEHHBIX B Tabmuuax Huxke. [lpu
HEOOXOUMOCTHU CJIeyeT U3MEHUTh /103y OJHOBpeMeHHO HazHauaemoro MT w/mnm npyrux
COIMYTCTBYIOIIMX TPENapaToB WM MPEKpPaTUTh MX MpUEM, a Takke IpepBaTh BBEICHHE
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o 1000 OB A HOCTS D004
TOHI/IJ‘II/IByMa6a 10 OIICHKH KJIHMHUYECKOU CHUTyallMH. @]I[CH]/E"]U‘ ﬁﬁpg@gﬁém]_feﬁan "
TOLII/IJIH3yMa60M IIpU BO3HUKHOBEHHM HW3MEHEHUM Ha60paT0prII7I IOKa3aTelled JTOJKHO

COOTBETCTBYET ZKCNEPTHOMY OTUETY

OCHOBBIBAThCs Ha MGI[PII.IPIHCKOﬁ OLCHKC COCTOSAHUSA KOHKPCTHOI'O IMAlIMCHTA, ITOCKOJIBKY

CYIIIECTBYET MHOXECTBO COMYTCTBYIOIINX 3a00JICBaHMI, KOTOPBIE MOTYT OKa3bIBaTh BIUSHUE
Ha JlabopaTopHbie oka3atenu pu ctOUA.

° IToBbIMIEHNE aKTUBHOCTH «II€YCHOYHBIX) (I)epMeHTOB

3HauyeHHne MoOKa3aTeJs

Koppekuus jsieuenust

0osee yem B 5 pas

[IpeBpimienne BI'H I[Ipy  HEOOXOAMMOCTH  MPOBECTH  KOPPEKIHIO  JI03bI

B >1-3 paza OJIHOBPEMEHHO HazHauaeMoro MT.
[Ipu ycTOWYMBOM MOBBIIICHUH aKTUBHOCTH TPaHCAMHHA3 B
5TOM JMala3oHe IpepBaTh JIEYEHUE MPENapaToM 0
Hopmanu3anun nokaszareneir AJIT /ACT.

[Ipespiienne BI'H [Ipy  HEOOXOMMMOCTH  TIPOBECTH  KOPPEKIUIO  JIO3BI

B >3-5 pa3 OJTHOBpPEMEHHO HazHauaeMoro MT.
[IpepBaTh neyenue npenapatoM KoMrapelT 10 CHUXKEHUs
II0Ka3arens 10 YPOBHs MeHee YeM B 3 pa3a MPEBBILIAIOLIET0
BI'H; nanee cienoBaTh peKOMEHAALMAM ISl MPEBBIICHUS
BT'H B >1-3 pa3a.

IIpeBbimenne BI'H [IpexpaTuth neueHue npenaparom KomMruiapenr.

Pemenue o npekpaieHuu Tepanuu npenapatom Kommuapeir
npu clOMA 1npu  BO3HMKHOBEHMM  W3MEHEHUH B
7a00paTOPHBIX MOKAa3aTeNsAX JODKHO OCHOBBIBATbCA Ha
MEAMIIMHCKON OIIEHKE COCTOSIHUS KOHKPETHOTO MalMeHTa.

. Hwuskoe abcomotHOe uncio HenTpodmios (AYH)
3HaueHMe MOKa3aTess KoppeKins Teqentst
(umcao kaerok x10%u) PP
AYH >1 J103y HE U3MEHSITD.
AYH 0,5-1 [IpepBarts nedyenue npenaparoM Kommmapenr.
Ipu yBenmuenwn mokasartens g0 >1x10%m Bo30GHOBHUTEH
nedyeHue npenaparom Komrmapeur.
AYH <0,5 [IpexpaTuth neuenue npenaparom Komrumapenr.
Pemenne o0  mpekpalieHMHM ~— Tepanuu  IpernapaTtom
KommapenT npu cFOUA npu BOZBHUKHOBEHUH U3MEHEHU B
a00paTOpHBIX TOKa3aTeNsX JOJDKHO OCHOBBIBATHCA Ha
MEIUIUHCKOMN OLIEHKE COCTOSIHUSA KOHKPETHOIO MAlMEHTA.
o Huzkoe uuciio TpoM601MTOB

3HayeHue MoKa3aress
(uucao kaerok x10%/mx)

Koppexuus jgeuyenns

50-100

I[Ipy  HEOOXOIMMOCTH  TMPOBECTH O35l

OJHOBPEMEHHO Ha3zHauyaemoro MT.

KOPPEKITUIO

IIpepBatk neuenue npenaparom Kommuapenr.
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[Ipu yBenmyeHuu nokazarersi 100x10% ik Bo3o0HOBUTE

neudeHue npenaparom Kommiapeur.

<50 [IpexpaTuth neuenue npenaparom Komrmapenr.

Pemenne o0  mpekpaumieHMM ~— Tepanud  MpenapaTtom
KommapeiT npu clFOUA npu BOZBHUKHOBEHUH U3MEHEHU B
mabOpaTOpHBIX IOKAa3aTeNsiX JOJDKHO OCHOBBIBATHCA Ha
MEJUILIUHCKOMN OLIEHKE COCTOSHUS KOHKPETHOIO MAlMEeHTA.

KnuHu4ecknx JaHHBIX HEAOCTAaTOYHO, YTOOBI OILEHUTh BIUSHUE CHI)KCHUS JIO3bI
tommmzymata y manueHtoB ¢ ctOUA, y KOTOpbIX HAOIIOAATMCh U3MEHEHUS B JTA0OPATOPHBIX
nokasaressix. MiMeronecsi TaHHbIe CBUICTEIBCTBYIOT O TOM, YTO KIMHUYECKOE YIIYYIlICHUE
HaOJIr0/1aeTCsl B TEUEHUE 6 HEJelb Mociie Havauia JeueHs mpenapatoM Komruiapeit. B ciryuae,
€ClIM y TallMeHTa HE HAONIONAeTCs YIYYIICHHWs B TCUCHHUE JaHHOTO IEPHOJa BPEMCHH,
1eJIecO00Pa3HOCTh MPOJIODKEHUS TEPANUU JIOJKHA OBITh TIIATEIBHO MEPECMOTPEHA.

nftOHA

PexoMenayemasi 103a y malMeHTOB cTapiie 2 JeT COCTaBiIseT 8 MI/KT OAMH pa3 B 4 HeAenu y
nanueHToB ¢ Macco tena >30 kr win 10 Mr/kr oguH pa3 B 4 HellelnH y MalMeHTOB ¢ Maccoit
tena <30 kr. Jo3y cienyeT paccuMTHIBATh UCXOJS M3 MacChl Tela MalUeHTa MPU KauJaoM
BBEJICHUU IpenapaTa. Mi3MeHeHune 1036l JOIKHO ObITh OCHOBAHO TOJILKO Ha COOTBETCTBYIOIIEM
M3MEHEHUU MACChI TeJla MAIMEHTa C TCYCHHEM BPEMEHH.

be3zonacHocTh 1 3 PpekTUBHOCTH BHYTPUBEHHOTO BBEICHU Mpenapata KoMmnapelT y nereil B
BO3pacTe A0 2 JIET HE YCTaHOBJICHBI.

Y naumentoB ¢ nlOUA pekoMeHayeTcss TpepbIBaHUE Tepanuu TOLMIU3yMaOoM IpU
U3MEHEHMAX JIabOpaTOpHBIX IOKaszaresed, MNpUBEAEHHBIX B Tabmuuax Huwxke. [lpu
HEOOXOIMMOCTH CJelyeT U3MEHUTh J103y OJHOBpPEMEHHO Ha3Hauaemoro MT w/mnm apyrux
COIYTCTBYIOIIMX IPENAapaTOB WM INPEKPaTUTh MX IPHUEM, a TaKXKe IPEpBAaTh BBEIACHHE
ToLMIM3yMaba O OIEHKH KIMHUYeCKOH curyauuu. ITockonbKy CyliecTByeT MHOKECTBO
COITYTCTBYIOIMX 3a00JIeBaHUM, KOTOpblE MOTYT OKa3blBaThb BIMSHHE Ha J1abOpaTOpHBIE
nokazarenu npu nfOUA, pemenue o NpEeKpalieHUH TEpanuu TOLMIN3yMaOOM B Cilydae
BO3HUKHOBEHUS M3MEHEHMH J1abOopaTOpPHBIX IOKa3zaTejaed JOKHO OCHOBBIBAaTbCS Ha
MEAMIMHCKON OLIEHKE COCTOSIHUS KOHKPETHOIO Mal[MeHTa.

. [ToBbllIeHNE aKTUBHOCTH «II€YEHOUHBIX» (PEPMEHTOB
3HauyeHMe MoKa3aTess Koppexuus jgeyenns
[IpeBbimienne BI'H I[Ipy  HEOOXOIMMOCTH  TMPOBECTH  KOPPEKIHIO  JI03BI
B >1-3 paza OJIHOBPEMEHHO HazHayaeMoro MT.

IIpn ycTON4YMBOM MOBBIIIEHUMH aKTUBHOCTH TPaHCAMHUHAa3 B
9TOM JMana3oHe IpepBaTh JIEYEHHE IpenapaToM J0
HopMmanu3aiun nokazateneit AJIT /ACT.

[Ipesbimienne BI'H I[Ipy  HEOOXOIMMOCTH  TMPOBECTH  KOPPEKIHIO  JI03BI
B >3-5 pa3 OJIHOBpEMEHHO Ha3Hadyaemoro MT.

IIpepBate neuenue npenaparom Komruiapelt 10 CHUXKEHUS
MOKa3aTeNsl O YPOBHS MEHEE YeM B 3 pa3a MPEBBIIIAIOIIETO
BI'H; nanee cnenoBath peKOMEHIALMSAM I MPEBBILICHUS
BI'H B >1-3 pa3za.
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(HOCREQOBATEREHOCTE 0004)
HPCBBIHIGHI/IG BI'H HperaTI/ITB JIcUeHue nphns\psm*nm n;ﬁnnappl;ﬁ'r I .
Oomee yem B 5 pa3 Pemienne 0  mOpekpalleHHMH — TEpallMM  IIPErapaTom

Kommnapeit npu nfOMA npu BOZHUKHOBEHUM H3MEHEHUI
7a0OpaTOpHBIX TIOKa3aTenel MJOJKHO OCHOBBIBATHCS Ha
MEIUIIMHCKON OIIEHKE COCTOSIHUSI KOHKPETHOTO MalueHTa.

. Huzkoe abcomoTHoe uncio HeiTpoduoB (AUYH)
3HayeHHe MOKA3aTENs Koppekuus jeuyenus
(amesno kiaerok x10%m)
AYH >1 J103y HE U3MEHSITH.
AYH 0,5-1 [IpepBarts neuenue npenaparoM Kommmapenr.

Ipu yBenmuenun mokasartens a0 >1x10%m Bo30GHOBUTEH
JieueHue npenapatrom KoMruiapeur.

AYH <0,5 [IpexpaTuth neuenue npenaparom Komrutapenr.

Pemienue 0  mpekpaiieHUM — TepaluM  IPErnapaTom
Kommapeit npu cOMA npu BO3HUKHOBEHUM W3MEHEHUU
71a00paTOpHBIX IOKa3aTeleil JOJKHO OCHOBBIBATHCA Ha
MEIUIIMHCKON OIICHKE COCTOSHUSI KOHKPETHOTO MaIueHTa.

o Huskoe uncio TpOM6OI_II/ITOB

3HayeHHMe MOKa3aTess Koppexuus jgedenns
(amciio kierok x103/mKur)

50-100 I[Ipy  HEOOXOAMMOCTH  TPOBECTH  KOPPEKIHIO O3B
OJIHOBpPEMEHHO HazHadyaemoro MT.

[IpepBatp neuenne npenapatom Kommumapenr.

Ipu yBenmdenuu mokasatens >100x10° /MK BO306HOBHUTE
neueHue npenaparom Kommmapeir.

<50 [Ipexparuth neyenue npenaparom Kommmapenr.

Pemenne o0  mpekpamieHuM ~— TepaluM  TPErnapaToMm
Kommapeit npu clOMA npu BO3HUKHOBEHUM W3MEHEHUU
71a00paTOpHBIX TOKa3aTelael JOKHO OCHOBBIBATHCA Ha
MEIUIUHCKOMN OLIEHKE COCTOSIHUSA KOHKPETHOIO MAlUEHTA.

B03MOXXHOCTh CHMKEHHUS 103l TOIMIN3yMaba B CBSI3M C BO3HUKHOBEHMEM M3MEHEHUIl B
71a00paTOpHBIX NOKa3aTenax y nauueHToB ¢ mKOMA He nzydanace.

I/IMGIOHH/IGCSI AaHHBIC CBUACTCIIBCTBYIOT O TOM, YTO KIIMHUYCCKOC YJIIYUIICHUC Ha6J'IIOlIaeTC$I B
TeucHue 12 HECACIIb IMOCIIC Ha4daJla JICUCHUA MPCIlapaTOM KOMHJ’I&pCfIT. HCJ’ICCOO6pa3HOCTL
MMpOAOJDKCHUA TCpaIlluu JOJI’KHA OBITH THIATCIIBHO HEPECMOTPCHA, CCIIM Yy IMAllMCHTA HC
Ha6moz[aeTc;1 YIIYUHICHUA B TCUCHUC JAHHOI'O IICPUOJa BPEMCHHU.

Crooco0 nmpuMeHeHus

[Tocne pasBenenus npemapat Kommnapeiit naruentam ¢ PA, ctOUA, nfOUA, COVID-19 u
CBII cnenyet BBOOUTH B BUJIE BHYTPUBEHHOM HH(Yy31H B TeueHue | yaca.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Ipenapar Kommapeit crnenyer pasBectd 10 odobemMa 100 Ml CTEpHIIBHBIM amMpPOTeHHBIM
pactBopoM HaTpus xiuopunaa 9 mr/mi (0,9%) ¢ cobmoeHrneM npaBuil aCeNTHKU.

WHCTpYKIIMHU 1O pa3BEACHUIO JIGKAPCTBEHHOTO Tpernapara rnepel BBEICHUEM MPEICTABICHBI B
paznene 6.6.
Tayuenumwr ¢ cFOUMA u nFOUA ¢ maccoi mena <30 ke

[Tpemapar KommmapedT crneayer pasBectd A0 oObema 50 MIJI CTEPUIBHBIM alUPOTCHHBIM
pactBopoM HaTpus xyiopuaa 9 mr/mi (0,9%) ¢ cobmoaeHrneM MpaBuil aCENTHKH.

[Ipy mosiBleHMM y NHalMEHTa NPU3HAKOB M CHUMOTOMOB HMH(Y3MOHHOM peakiuu ciexyer
YMEHBIIUTh CKOPOCTh WHQY3MHM WM TPEKPAaTHUTh BBEACHUE IIpernapara W HEeMEJIEHHO
HAa3HAYMTh COOTBETCTBYIOIINE MPETIAPaTh/TIOIICPIKUBAIOIYI0 Tepamnuio (cM. paszaen 4.4.).

WHCTpyKIIMU 10 pa3BEACHUIO JIEKApPCTBEHHOTO Mperapara rnepej BBeACHHEM MPECTaBICHbI B
pazaeine 6.6.

4.3 IIlpoTuBONOKAa3aHUsA

— T'unepuyBCTBUTENBHOCTH K TOLMIN3YMaOy U K JTI0OOMY M3 BCIIOMOTaTeNbHBIX BEIIECTB,
MEePEUYNCIICHHBIX B pazzaene 6.1.

— AxrtuBHbIe HH(pEKIHOHHBIE 3a00neBanus (B T.4. TyOepKyne3), 3a uckiouenuem COVID-
19.

— Komb6unanus ¢ uaruburopamu ®HO-anbda nnm npuMeHeHue B TeueHue | Mecdia mnocie
nedenus anTu-OHO anTHTENAMU.

— IloBbllIeHNE aKTUBHOCTH «I1€4€HOUHBIX» (hepmeHToB B >10 pa3 ot BI'H (BepxHsis rpanuna
HOpPMBI); abcomoTHOE uucno He#Tpodumo (AUH) <1x10%m; €mcno TpomGoOIMTOB
<50x10%/mxn (COVID-19).

—  Herckuii Bo3pact 1o 18 net mist mareHToB ¢ PA.
—  Herckuii Bo3pact 110 2 jet ais nanuentoB ¢ nlOUA u ctOUA.
—  Herckuii Bo3pacTt 1o 18 net mist maunentoB ¢ COVID-19 (naHHbIE OTCYTCTBYIOT).

—  [Herckuii Bo3pact o 18 ner qns nanuentos ¢ CBLI.
4.4. OcoOble yka3aHMsl M1 Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

[IpocaexnBaeMoCTh

Jnis  ynydmieHHs  TpOCIEKHMBAEMOCTH  OMOJOIMYECKMX —JIEKapCTBEHHBIX — IpenapaToB
HEOOXO/MMO TOYHO JIOKyMEHTHpoBaTh HamMmeHoBaHue (KomruiapedT) u Homep cepuu
IIPUMEHSEMOT0 TIperapara.

C 0CTOPO’KHOCTBLIO

PenmnuBupytomue Ui XpoHWYeCKHe HMH(MEKIMH B aHaMHE3e, a TaKKe COMYTCTBYIOIIHE
3a0oneBaHusa  (HampuMep, MAMBEPTUKYIHUT, caxapHbIi JauabeT M UHTEPCTULHAIBHOE
3a00JIeBaHNE JIETKHUX ), IPEIPACIOIAralone K Pa3BUTHIO HHPEKITUHA.

SI3BeHHOE TTOpakeHHE OpraHoB kenyaouHo-kumeyHoro tpakra (KKT) wnu nuBepTukyauT B
aHamHese.
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[ToxazaTenn ananmHamuHoTpancdepasbl (AJIT) wnmm acnmapraramuHotpanchepassr (ACT),
npesbimaromre BI'H 6onee yem B 1,5 pasa.

Yposensb TpoMGormToB Huke 100x10% /M.

PA., nlO1A u clOUA

Hnghexyuu

VY nmanueHToB, MOTYYaONINX UMMYHOCYIIPECCAHTHI (B TOM YHUCIIe TOUMIN3yMal), OTMEYaIUCh
CepbE3HBbIC CIIy4al BO3HHKHOBEHHSI HH(MEKIMI, HEKOTOpPhIE W3 HHUX COIMPOBOXKIAIUCH
neTanbHbIM ucxonoM (cM. pasmen 4.8.). He cnemyer HaywHATH JI€UGHHE IIpErapaToMm
KomrmapeiT nmanuenTam ¢ akTUBHBIMU HHpeKIusIMu (cM. paszzaen 4.3.). BBenenue npemnapara
KommiapelT M0KHO OBITh NMPHOCTAHOBJIICHO B CIIydae Pa3BUTHS Y MAalMEHTa CEphe3HOU
WH(]EKIMH, 10 MOMEHTA B3ATHS MHOEKIUU 10 KOHTPoib (cM. pazzaen 4.8.). MeauuuHCKuM
pabOTHUKAM cleyeT COOI0IaTh OCTOPOIKHOCTh IIPH PACCMOTPEHHUH BOIIPOCA O MPUMEHEHUH
npemapara KoMruiapet y malueHToB ¢ peuIMBUPYIOMUMH WU XPOHHYSCKUMU HH(PEKITUIMU
B aHAMHE3€, a TaK)Ke C COIMYTCTBYIOIIMMHU 3a00JICBaHHUSIME (HApUMEp, JUBEPTUKYIUTOM,
CaxapHbIM JUa0ETOM M WHTEPCTUIIUAIBHBIM 3a00JICBAaHHEM JICTKHX ), MPEAPACIONATAIOIINX K
pa3BUTHIO HHDEKINH.

Crenyer nposBIsAT 0OCOOYIO OCTOPOKHOCTB € LI€JIbI0 CBOEBPEMEHHOTO BBISBIICHHSI CEPbE3HBIX
UHQEKIUA Y TaIMeHTOB, MOMYYaroIIuX TeParuio OHOJOTHYECKUMHE TpenapaTaMu, OCKOJIBKY
NPU3HAKW M CUMIOTOMBI OCTPOTO BOCHAJIIEHHS MOTYT OBITh CTEPTHI B CBSI3U C IO/ABJIEHUEM
peakuuu octpoi ¢aspl. CreayeT YYUTHIBaTh BIMSHHME TolMiauzymaba Ha ypoBeHb C-
peaktuBHOro Oenka (CPB), umcino HEWTpO(DHUIOB M HAa NMPU3HAKA U CHUMIITOMBI Pa3BUTHUS
UHGEKIMi mpyu 00cIeJ0BaHUM MAIIMEHTa Ha IPEMET BO3MOXHOIO pa3BUTHS MH(EKIINH.

Heo0OxonrnMo npouHCTpYKTHPOBaTh NAIIUEHTOB (BKJIOYast AeTei paHnHero Bo3pacta ¢ ctOMA
nmn ntOUA, xoTopeie HE Bcerja CIoCOOHBI OMUCATh CHUMITOMBI) U POIUTENICH/OMEKYHOB
naiueHToB ¢ clOMA wmu nlOUA o HemenneHHOM oOpalleHMH K Bpaudy MpU JHOOBIX
CHUMIITOMAX, CBUETEIbCTBYIOIUX O MOSBICHUHM MH(PEKIUH, C LeNbi0 o0ecreyeHus ObICTpoil
JMarHOCTUKU M Ha3HAUYEHUSI HEOOXOJMMOTO JICUEHUSI.

Tybepxynes

Kak v npu HazHayeHHM APYrUx OMOJIOTMYECKUX IpernapaToB, IEpe] HayaloM Tepanuu
npenapatoM Kommiapeit natmentst ¢ PA, cFOUA u nfOMA nomxHbl IpoiTH 00cienoBaHue
Ha JIATeHTHBIA TyOepkyse3. [lanueHTsl, y KOTOPBIX OBUT BBISBIEH JIATEHTHBIA TYOEpKyJes,
JIOJDKHBI TIPOWTH CTaHIAPTHBIA Kypc aHTUMHKOOAKTEpUAIbHOM Tepamuu Iepesl HavyajaoM
nedenus npenaparom KommnapeiT. Jledamemy Bpauy ciieyeT IOMHUTh O PUCKE TMOJTYyYEHUS
JIO’)KHOOTPULIATEIBHBIX PE3yNbTaTOB TYOEPKYINHOBON KOXKHOW MPOOBI M KBAaHTU()EPOHOBOTO
TeCTa, 0COOCHHO y MAI[MEHTOB C TSHKEJBIMU 3a00JI€BaHUSMU UK 0CIA0JIEHHBIM UMMYHHUTETOM.

[TarueHTH! TOJKHBI OBITH MPOMHCTPYKTHPOBAHBI O HEOOXOAMMOCTH O0paTUTHCS K Bpady, €Clu
MPU3HAKW/CUMIITOMBI (HampuMep, CTOMKWN Kalllellb, HCTOIICHUE/CHUKEHHE MacChl Tena,
cyOdeOpunpHas Temmeparypa), ykKasblBalomue Ha TyOepKyne3Hylo HH(EKIIHIO, BOSHUKAIOT
BOBpEMSI UJIU TIOCJIE Tepanuu npenaparom KoMruiapenr.
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Peaxmusayus eupycuvix ungexyuii

bbun onucaHbl ciiy4an peakTHBAIlMM BUPYCHOM MH(MEKIUU (HarnpuMmep, BUPYCHOIO TenaTuTa
B) npu npumeHenun Ouonornyeckux npenapatoB ais sedeHus PA. Ilauuentsl, nuMeniiue
MOJIOKUTEIBHBIN PE3yIbTAT IPU CKPUHUHIOBOM OOCIIEIOBAaHUH HA T'eMaTUT, HE BKIIOYAJIUCH B
KIIMHUYECKHE UCCIeI0BaHuUs TOUMIN3yMaa.

OcnootcHenus ousepmuKyiuma

O cnyuasx nepdopanyl TUBEPTHUKYJA, KaK OCIOXHEHHS AUBEPTUKYIUTA MPU HMPUMEHEHUU
Toruiandymaba y manueHtoB ¢ PA, coobmanock Hedacto (cM. pasmen 4.8.). Cnemyer
coOJroAaTh OCTOPOKHOCTh IPH TMpUMEHEHUHM mpenapara KomiuiapedT y HalueHToB ¢
A3BEHHBIM ITopakeHreM opratoB JKKT wim TuBepTUKYINTOM B aHaMHE3E.

[TarMeHThl ¢ CUMNITOMAaMH, BO3MOXXHO YKa3bIBAIOIIMMH Ha OCIOKHCHHUS TUBEPTHKYJIHTA,
TAaKUMHU KaK OOJIb B KHBOTE, KPOBOTCUCHUE W/WIM HEOOBSCHUMBIC U3MEHCHHUS B 4acTOTE U
XapakTepe CTYJa, COMPOBOXKIAIOIIMECS TOBBINICHHEM TEMIIEpaTyphl Teja, TOJDKHBI ObITh
HEME/JICHHO OOCJIeIOBAaHBI C IEIbI0 PAHHETO BBISBICHUS TUBEPTHKYJIUTA, KOTOPBIA MOXKET
ObITh cBsi3aH ¢ niepdopammeii XKKT.

PQCZKL{HH cunepuyyscmeumelbHocmu

[Tpu uHby3un Toumnuzymada HaOIIOJANNUCh CEPhE3HBIE PEAKIMH THIEPUYYBCTBUTEIBHOCTH
(cMm. paznen 4.8.). Takue peakiiuu MOTYT OBITH 00JI€€ TSDKETBIMH U TOTCHIIMATHHO JICTATBHBIMU
y TMAalueHTOB, Y KOTOPBIX HaOIIOJAUCh PEaKIUH TUIEPUYBCTBUTEIBHOCTH BO BpeMs
OpelIIecTBylonmMx  WHQY3uH,  Jake  ecnmd  OHM  [OJNydaJld — IPEeMEIUKALHUIo
TJIIOKOKOPTUKOCTEPOUAaMH M AQHTHTUCTaMUHHBIMH  Tpenaparamu. JIoIKHO — OBITH
IPEIyCMOTPEHO HajlMuyhe HeoOXOAMMOTo O00OpylOBaHMS W TepcoHala s OKa3aHus
HKCTPEHHON TOMOIIM B Clydae pa3BUTHs aHa(UIAKTUYECKON PeaKkLUu BO BpeMs Teparuu
npernapatoM Kommnapedt. [Ipu BO3HMKHOBEHHH aHA()HUIAKTUYECKON pEaKIMHU WU JPYroit
Cepbe3HOM Peaklu TUIepuUyBCTBUTEIbHOCTH/CEPbE3HON MH(Y3MOHHONW pEaKluu, BBEJCHHE
npenapata Kommuiapeit crneayer HeMEUIEHHO MPEKPaTUTh, MIPH 3TOM TEparus Mpernaparom
KommunapeiT noskHa ObITh OTMEHEHA.

Axmusnbvie 3a001e6aHUsL NEYeHU U NeYeHOYHAs HeOOCMAMOYHOCHb

Tepanus mnpenaparom KommmapeldT, oco6eHHO omHOBpeMeHHO ¢ MT, Moxker ObITh
acCOIIMUPOBAHA C MOBBIIIEHUEM AKTUBHOCTH «I€YEHOUYHBIX» TPAHCAMUHA3, IOATOMY CIEAYET
MMPOABJIIATE OCTOPOKHOCTH IMPU HA3HAYCHUHW TCPANNU MAlUCHTaAM C aKTUBHBIM 3a00JIEBaHUEM
MICUEHH WM MTEYEHOYHON HEIOCTATOYHOCTHIO (CM. pasaeisl 4.2. u 4.8.).

T'enamomoxcuunocmo

[Tpu neyennu ToumIM3yMaboM 4acTo HaOII01AI0Ch MPEXOASIIee U IEPUOANYECKOE JIETKOE
U YMEPEHHOE TMOBBIIICHHE AKTUBHOCTH <«IICUCHOYHBIX» TpaHcamuHa3 (cMm. paszen 4.8.).
YacroTa BOBHMKHOBEHHSI TAaKOT'O TOBBIIIEHUS BO3pacTajia MpU MPUMEHEHUH TolMiIu3zymada
OJIHOBPEMEHHO C IIpemapaTamu, OOJaJalolMMU TMOTEHIUAIbHO TIeNaTOTOKCUYECKUM
neiictuem (Hampumep, MT). Ilpyu Hanuuuu KIMHUYECKUX MOKa3aHUM clieyeT paccMOTPETh
BO3MOYKHOCTH BBIMTOJIHEHUS JIPYTUX (PYHKUIMOHAIBHBIX MEYEHOUYHBIX MPOO, BKIOYAsl OLIEHKY
YpPOBHsI OMIIMpyOUHA.

[Ipy npumeHeHHM ToIMIM3yMaba HAOIIOAIOCh CEPhE3HOE JIEKAPCTBEHHOE IOpaKEHUE
MEUYEHHU, BKIIIOYas OCTPYIO NMEYEHOYHYI0O HEIOCTAaTOYHOCTh, TeMAaTUT U KENTYyXy (CM. paznen
4.8.). Cepbe3Hble TOPAKCHHSI TICUCHU OTMEUAINCh B MHTEpPBAJE OT 2 HEACHb 0 >S5 JeT mocie
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“MEPTHOMY OTYETY

HEAOCTAaTOYHOCTH, KOTOPBIC IIPUBCIM K TPAHCINIAHTAIHUU IICHYCHMU. HaI_II/IeHTaM cIeayer
PCKOMCHAOBAaTL HEMCIAJICHHO O6paTI/ITBC$I 3a MCHHHHHCKOﬁ MNOMOIIbIO IIPpU IIOSABJICHUU
IMPU3HAKOB U CUMIITOMOB ITOPAKCHUA IICUCHU.

Crnenyer coOuolaTh OCTOPOXKHOCTb IPU PELIEHUU BONpOCa O Hayaje Teparuu IpenapaToM
KommnapeiiT y nanrentos ¢ nokazatesnsiMu AJIT wim ACT, npessimaromumu BI'H 6o1ee uem
B 1,5 pa3a. Tepanus npenapatom KommuiapeiT He pekomenyercs npu nokasarensx AJIT uiu
ACT, npessimatonux BI'H 6onee uem B 5 pa3 y manmentoB ¢ PA, nfOUA u ctOUA.

VY mammentoB ¢ PA, mfOUA u clOUA cnenyer xontponupoBate AJIT/ACT kaxasie 4-8
HEJIENb Ha MIPOTSKEHUH NIEPBBIX 6 MECSIIEB MOCTIE Havajia Teparii, a B TAJIbHEHIIIEM - KaXK]IbIe
12 Henens. PexomeHnanuu 1o J03MPOBAaHUIO, BKIIOYas OTMEHy Ipenapara KommuiapeiT B
3aBUCHMOCTH OT aKTHBHOCTH TPaHCAMUHA3, PEJCTABICHBI B pa3nene «Pexxum n03upoBaHus U
crioco0 mpuMmeHeHus». Creayer MNpekpaTtuTh JiedeHue mpenaparom Kommiapedt mnpu
noBbliienny nokasareneid AJIT unu ACT B 3-5 pa3 Beiie BI'H, noaTBep:x1eHHOM HOBTOPHBIM
aHaJIN30M.

Omxnonenus nokazameneil 06W€20 anaausa Kkposu

[Tocrne nevyeHus Tonuan3ymMadom B 103¢€ 8 MI/kr B komOuHanmu ¢ MT Ha0t01a10Ch CHIDKEHUE
quciia HeUTpoPUIIoB U TpoMOOLUTOB (CM. pasen 4.8.). MoeT ObITh MOBBIIIEH PUCK PA3BUTHUS
HEUTPONEHUH Y MAIIMEHTOB, KOTOPhIE paHee Mnotyvanu jeyeHue antaronucrom ®HO.

[TaneHTamM, paHee He MOJIyYaBIIMM JIeYeHHE IpenapaToM KoMIiapeuT, He peKOMEHAYyeTCs
HaunHaTh neuenne ¢ AUH wmemee 2x10%m. CremyeT NposBIATH OCTOPOKHOCTH HPHU
paccMOTpEeHHMH BOIpOca O Hayaje JiedeHus npenaparom KommiuapelT y nalueHToB ¢ HU3KUM
YPOBHEM TPOMOOIHUTOB (T. €. ¢ ypoBHEM TpoMbormToB Hike 100x10%/MKn). V manmenToB ¢
PA, clOUA u nlOUA, ¢ AYH <0,5x10%n1 wiam umciom TPOMOOIIUTOB <50x10%/mKn
IPOI0JIKATh JIEUCHHE HE PEKOMEH1yeTCsl.

Tspxenass HEHTPOIIEHUST MOXKET OBITh CBSI3aHA C MOBBIIICHHBIM PHCKOM Pa3BUTHS CEPbE3HBIX
UHQEKIHA, XOTs 10 HACTOSAIIEr0 BpeMEHH B KIIMHUYECKUX MCCIIEeI0OBAHUAX TOLMIN3yMaba He
ObUIO BBISBJICHO YETKOM CBS3M MEX]Y CHH)KEHHEM 4HuClia HEUTPO(UIOB U BOSHUKHOBEHHEM
Cepbe3HBIX MH(EKINH.

V¥ nauuentoB ¢ PA crienyer KOHTpoiMpoBaTh NOKa3aTeld HEUTPOPHUIOB U TPOMOOIUTOB B
nepuosl ¢ 4 mo § HEeAeNIo IMOocie Hayaja Tepanud U B JajbHEWIIEeM B COOTBETCTBUU CO
CTaHJapTaMM KJIMHUYECKON MPaKTHUKU. PeKoMeHJauu mo KOppEeKIKH 1035l B 3aBUCUMOCTH OT
AYH 1 ypoBHs TpOMOOIIMTOB MpeACTaBIEHBI B pa3nene 4.2.

VYV mamumentoB ¢ clOMA u nlOMA mnokaszarenn HEUTpODUIOB M TPOMOOIMTOB CIEAyeT
KOHTPOJIMPOBATh B JCHb MpoOBeneHUs 2 WHQY3UH, a B JajbHEHIIEeM B COOTBETCTBUU CO
CTaHJapTaMH KIIMHUYECKOW MPAaKTUKU (cM. pasnen 4.2.).

THoxazamenu aunuonozo obmena

Y manuMeHToB, TOJNYYaBIIMX TOIMIN3yMad, HAOIIOIAI0Ch TMIOBBIIICHHE TOKa3aTeNen
TUNUAHOTO oOMeHa, Bkmtouast obuuit xonecrepus, JIITHIL, JITIBIT u Tpurmunepuast (cwm.
paznen 4.8.). Y OOJBIIMHCTBA TAIMEHTOB HHIEKC AaTEPOrCHHOCTH HE TIOBBIIIAJNCS, a
MOBBIIIICHHE  KOHICHTpAIMU  00mero xosiectepuHa 3(PPEKTUBHO  KOPPUTHPOBAIOCH
TUTIOJIUNIHUIEMUYECKUMU TIpernapaTaMu.
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CMEPTHOMY OTUETY

B niepuoA ¢ 4 1o 8 HeJelno nociie Hadaina tepanuu npenaparoM Kommutapeitr. Ilpu Benenun
ManucHTOB CJICAYCT PYKOBOACTBOBATLCA JIOKAJIBbHBIMHU PCKOMCHAAIIUAMH 110 JICUHCHHUIO
TUIICPJIMITU ACMHUU.

Hapywenus co cmoponul nepénoti cucmemvl

Bpaun 10KHBI TPOSIBIIATE 0COOYI0 OCTOPOIKHOCTD C IEIbI0 PAHHETO BBISIBJICHUS CHMIITOMOB,
BO3MOXXHO YKa3bIBAIOIIUX Ha JEOI0T JAEMHUETMHU3UPYIOMUX 3a00JIeBaHUN I[IEHTPAILHON
HepBHo cuctemsl (LIHC). B HacTostiiee Bpems BinusHue npenapara KommiapeiT Ha pa3sutue
nemuenrHusupyromux 3adonesanuii [IHC He u3BecTHO.

3nokauecmeennvle HO800OPaA306aHUS
V¥ nanueHToB ¢ PA NOBBIIIEH PUCK pa3BUTHS 3110KaYECTBEHHBIX HOBOOOPA30BaHUM.

I/IMMYHOMOI[yJ'II/Ip}IIOH_[I/IC JICKApCTBCHHBIC Iperaparbl MOI'YT IIOBBIIIATL PUCK PA3BUTHUA
3J10Ka4YCCTBCHHBIX HOBOO6paSOBaHHﬁ.

Hmmynuzayusa

He cnenyer mpoBOAWTh MMMYHHM3ALMIO >KUBBIMU U KMBBIMH OCJIa0JICHHBIMH BaKIMHAMU
OJIHOBPEMEHHO ¢ Tepanuei npenapatoM KoMiuiapeit, nockoiabKy KIMHUYECKas 0€301acHOCTb
0J00HOI0 COYETaHHsI HE YCTAHOBJICHA. B paHIOMM3MPOBAaHHOM OTKPBITOM HCCIIEIOBAHUH Y
B3pOCJIBIX MAIMEHTOB ¢ PA, mosryyaBImIMX TEpaIuio npemnaparom touuianzymadoom u MT, oTer
Ha 23-BaJICHTHYIO THEBMOKOKKOBYIO IOJIMCAXapUAHYIO BaKIIMHY U CTOJOHSIYHbIN aHaTOKCUH
OBLI COMOCTaBUM C TaKOBBIM Yy MAalMEHTOB, Mojdy4aromux MoHorepanuio MT. Bcecem
nanuenTam, ocooeHHo nanuentam ¢ ctOMA u nfOUA, pekoMenayeTcst MpoUTH BaKIIMHAIIUIO
B COOTBETCTBUU C HALlMOHAIBHBIM KaJICHAApeM MPUBUBOK [0 Hayalla JICUCHHUs IpernapaToM
Kommnapeiit. Cnemyer coOnronaTh HHTEpBal (B COOTBETCTBUUM C  JIEHCTBYIOUIMMHU
HAallMOHAJIbHBIM ~ KaJieHJapeM NpPUBHUBOK) Yy  MAalMEHTOB, MOJYYalOIUX  TEparuio
MMMYHOCYIIDECCUBHBIMU IIp€NapaTaMy, MEXJIy HMMYHHU3alUeld >XUBBIMM BaKLUUHAMU U
Ha4aJIOM Tepanuu npenapatom KomMmmapenr.

Puck pazsumus cepoeuno-cocyoucmoix 3a60.1e6anuii

Y namuentoB ¢ PA wumeeTcss MOBBINIEHHBIH PHUCK pPa3BUTHS CEPICUHO-COCYAUCTHIX
3a00JIeBaHUM, TOATOMY (aKTOPhI pHUCKa (HapuUMep, MOBBIICHUE apTePHATLHOTO JaBJICHUS,
TUTEPIUMHIIEMUs) JOJKHBI KOHTPOJIUPOBATHCS B paMKaX CTaHAAPTHOTO JICUSHUSI.
Kombunayus ¢ anmazonucmamu ®@HO

Oneir npumenenuss npenapara Kommimapeidt c¢ anraronucramu PHO wnmm  npyrumu
OMoNornYeckMMH TpenapaTamMu Ui JjedeHus mnanueHtoB ¢ PA, clOMA wmm nlOMA
OTCYTCTBYET.

He pexomenayercs mnpuMmeHsaTh mnpenapar KommiapeHT ¢ ApyruMH OHOJOTHYECKMMHU
npenaparamm.

COVID-19

[Ipu ©HOBOW kopoHaBupycHor wuHpexknuu COVID-19 mnpemapar KommmapeiT cruemyet
IMPUMCHATH B YCIIOBUAX CTAllMOHApPA.

D¢ beKTUBHOCTh TPUMEHEHUS TOIMIN3yMaba He OblIa yCTaHOBJIEHA TIPH JICUCHUH MAIlEHTOB
¢ COVID-19, y koTopsix He ObL1 noBbIIIcH ypoBeHb CPB (cm. pasmen 5.1.).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

CUCTEMHBIE TJIIOKOKOPTUKOCTEPOUbl, MOCKOJIbKY B 3TOH MOATPYIIIE HENb3sl HUCKIIOUUTH
yBEJIMYCHUE YPOBHS cMepTHOCTH (cM. paszzen 5.1.).

Hugpexyuu

[Tatmentam ¢ COVID-19 He crnenyer HazHadath npenapat KomiapelT, eciid y HUX UMeeTcst
Kakasg-mu0o Jpyras COIYTCTBYIOINAs TsDKeslas axkTHBHAA WHQeKnus. MeIumHCKIM
pabOTHUKAM CleZyeT COOI0aTh OCTOPOXKHOCTD MTPH MPUMEHEHHH npenapara KommmapenT y
MAIUEHTOB C PELUIUBUPYIOIIIMH WU XPOHUYCCKUMU HHPEKIIUSIMHU B aHAMHE3€, a TAKXKE MPU
COITYTCTBYIOIIMX 3a00JieBaHUAX (HANpPUMEp, MPH JUBEPTUKYIUTE, CaxapHOM JuadeTre u
MHTEPCTUIIMATBHOM 3a00JI€BaHUH JIETKUX ), IPEIPACOIaraloluX K pa3BUTHIO HHPEKINH.

I'enamomoxcuunocmo

VY rocnutanm3upoBaHHbIX anueHToB ¢ COVID-19 moxeT ObITh MOBBIIIeHa aKTUBHOCTE AJIT
wi ACT. [lonnopranHasi HEAOCTATOYHOCTh C MOPAKEHUEM MEYEHH IIPU3HAHA OCJIOKHEHUEM
Tsoxenoi popmel COVID-19. [pu npuHsITHH pEeLIeHU 0 TPUMEHEHHH TOIMIU3ymMala cieayer
cOanaHcupoBaTh IMOTEHLUANbHYIO MOJB3Yy, Hodydaemyro ot JedeHus COVID-19, c¢
MOTEHIIMaIbHBIM PUCKOM HEOTJIOKHOU Tepanuu Touunuzymadbom. Y namuentos ¢ COVID-19
¢ noBeimieHueM akTuBHOCTH AJIT wnmu ACT, mpessimatomieit BI'H 6onee wem B 10 pas,
npuMeHenue npenapara Komiuiapei He pexkomenayercs. ¥ nauuenroB ¢ COVID-19 cnenyer
MoHuTopupoBath akTUBHOCTH AJIT/ACT B COOTBETCTBMM C TEKylIled CTaHIApTHOU
KJIINHAYECKOW ITPAKTUKOM.

Omxnonenus noxkazameietl 061/1/;620 anaiuza Kkposu

V mamuentos ¢ COVID-19 ¢ AUH <1x10%1 umu unciom Tpom6omuTos <50x 103/ MK nevenne
npenaparoM Kommmapedt He pexomenayercs. [lokazatenn HEUTpOPHIOB U TPOMOOIIMTOB
cle1yeT MOHUTOPHUPOBATh B COOTBETCTBUU € TEKYLIEH CTaHAAPTHON KIIMHUYECKON MTPAKTUKOU
(cMm. pazgen 4.2.).

BcrnomorarennHble BellecTBa

Haunnbiii mpenapar coxepxkut 1,17 mmons (unum 26,55 Mr) Hatpus B IiepecyeTe Ha
MakcuMaibHyto 103y 1200 mMr. Heo6xoaumo ydnuThIBaTh NAl[MeHTaM, HaXOAIIMMCS Ha IUeTe
C OrpaHMYEHHMEM MOCTYIUIEHUs HaTpus. JlaHHBINA JeKapCTBEHHBIM MpernapaT B J03aX MEHee
1025 mr cogepxuT MeHee 1 MMoub HaTpus (23 MT), T. €. IPAaKTHUECKU «HE COACPKUT HATPUID».

CTH

Cunopom akmusayuu makpogaeos y nayuenmos ¢ clOHUA

CHHJIIpOM aKTHBAaIlMH MakKpo(aroB SBIIIETCS CEPhE3HBIM JKU3HEYTPOXKAIOIIAM COCTOSHHUEM,
KOTOPOE MOXKET pa3BuThcsd y manueHToB ¢ CIOMA. B KiIMHWYECKMX HCCIETOBAHUSIX
MPUMEHEHHE TOLMIN3yMalda y MAaIeHTOB B TMEPUOJI BO3HUKHOBEHUS CHHIPOMAa aKTUBAIIUU
MakpodaroB He U3y4aloCh.

4.5. BzaumopeiicTBue ¢ IPYrHMH JIEKAPCTBEHHBIMH NpenapaTaMu U Apyrue BUAbI
B3aMMOJEHCTBHUA

HccnenoBanusi MEXJIEKapCTBEHHBIX B3aUMOJCHCTBUI ObUIM MPOBENEHBI TOJIBKO Y B3POCIHBIX
MalHUEHTOB.
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MI' O/IUH pa3 B HCACIIO HC OKa3bIBAJIO KIIMHUYCCKHU 3HAYUMOTI'O BJIIMAHUSA HA 3KCITO3UITHUIO MT.

[TonynauroHHbBIN (papMaKOKMHETUYECKHI aHAIN3 HE BBISBUJ KaKOTro-1u00 Bo3aercTus MT,
HECTEPOUIHBIX MPOTUBOBOCHIAIUTENBHBIX MPENapaToB WIH TIIOKOKOPTUKOCTEPOUIOB Ha
KIIMPEeHC Touuau3zymaoa.

DKCIpeccusi «Ie4eHOYHBIX» ¢GepmeHToB cucteMbl CYPsso momamisieTcs moa JelcTBHEM
IUTOKMHOB, Takux kak WMJI-6, kOoTOpble CTUMYIHMPYIOT XpPOHHUYECKOe BocmayieHue. Takum
o0pa3oM, Mpu MPOBEIECHUU TEpanuu CPeACTBAMH, UHTUOMPYIOIIMMU JEUCTBHUE LIUTOKHHOB
(manpumep, Tommm3aymad), sxcrpeccus nzopepmenToB CYPssg MokeT ObITH HapyIIICHA.

B uccnenoBanusx in Vitro, mpoBeCHHBIX HA KYJIbTYPE IeNaTOMTOB YeI0BeKa, ObLIO IIOKa3aHo,
uro NJI-6 Be3bIBaeT cumkenue sxcnpeccun hepmeHToB CYP1a2, CYP2co, CYP2c1o 1 CYP3aa.
[TpumeHeHne ToIn3yMada HOpMAITM3YeT IKCIPEeCcChIo 3TUX (epMeHTOB. B mccnenoBanuu y
nanueHToB ¢ PA koHueHTpanus cumBacTatuHa (Metaboiusupyercs uzopepmentom CYPsas)
yepes | Hezento mocie 0JHOKPATHOTO BBEACHHSI TOIMIIN3yMaba cHIkanack Ha 57%, T.e. Oblia
HEMHOTO MOBBIIIEHHOM WM aHAaJOTHYHON TaKOBOH Y 3/IOPOBBIX JOOPOBOIIBIIEB.

B nauane wmiam mpu 3aBeplIEHHH Kypca TepaluH TOIMIN3YMaOOM CIeAyeT HaOoIaTh 3a
MAIUCHTAMH, TOJYJaOIIMMH JICKAPCTBEHHBIC CPEJCTBA B HMHIWBHIYAILHO IMOJI0OPAHHBIX
n03ax, ¥ KoTopble MeTabonusupytorcs nocpeactsoM pepmeHToB CYPsas, CYP1a2 umm CYPaco
(HampuMep, METWIINPEIHU3O0NOH, JIeKcaMeTa3oH (C BO3MOXKHOCTHIO pa3BUTHs CHHIpPOMA
OTMEHBI TITFOKOKOPTUKOCTEPOUIOB, MPEIHA3HAYCHHBIX Ui MPHUEMa BHYTPb), aTOPBACTaTHH,
OJIOKaTOphl KaNbIMEBBIX KaHAIOB, TeoduuinH, BapdapuH, (HEHIIPOKYMOH, (EHHUTOUH,
[MUKIIOCTIOPUH WJIM OEH30JMa3eNHbI), TOCKOJIBKY JUIS TIOJCPXKAHUS TEPAeBTHUECKOTO
s dexTa MoKeT MoTpedOBATHCS YBEIIUUEHUE UX JI035I.

YuuTeiBas ATUTENbHBIN TMEPHOJ TMONYBBIBeNCHUS (t12) TolmnmmM3ymaba, €ro JeidcTBUE Ha
akTUBHOCTH (pepmMeHTOB CYPss50 MOXKET COXpaHATHCSA B T€UCHHE HECKOJIBKHX HeEJNelb MOCIe
MpEeKpaIIeHUs] TEPATTHH.

4.6 ®epTUIBLHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepemenHoCcTh

bezonacHocTh M 3QPEKTUBHOCTh NPUMEHEHUs TOLMIN3yMaba Mpu OepeMEHHOCTH H3Y4YeHbI
HenoctaToyHo. MccnenoBanuss y o00€3bsH HE OOHApYXKWIH AMCMOP(HOreHEeTHYECKOTro
noTeHuuaiza Touuauzymada. OIHako NMpU BBEICHUU Mpernapara B BHICOKUX 033X BBISBIISJICS
MOBBILICHHBIH PHUCK CIIOHTAHHOTO BBIKWJBIIIA/BHYTPUYTPOOHOW TuOenu mioaa. 3HaueHue
JaHHOM nH(GOpMAIIMHK IS JIIOCH He M3BECTHO (CM. pasaen 5.1).

He CICAYCT NIPUMCHATDH TOI_II/IJ'II/ISYM8.6 BO BpEMA 6CpCMCHHOCTI/I, 3a UCKIIFOYCHUEM TCX CIIy4acB,
Koraga nMECTCA OUCBUIHAA KIIMHUYCCKaA HeO6XO,Z[I/IMOCTB.

Jlakranus

HeuszBecTHO, BBIBOAUTCA JIM TOLMIN3YMad C TPyIHBIM MOJIOKOM Yy uenoBeka. Hecmorps Ha
BbIJIeJIeHUE SHAOTeHHBIX [gG B TpyaHOoe MOJIOKO, cucTeMHas abcopOuusi mpemapara npu
IPyIHOM BCKapMJIMBAaHUU MaJIOBEPOSTHA B CBSI3U C OBICTPOI MPOTEOIUTUYECKOM erpatalie
TakuX OEJIKOB B CUCTEME NMUIIIEBAPEHUS peOeHKA.

[lpy m[pUHATHM pelmieHHs O MNPOJODKEHUH/TIPEPhIBAHUN  KOPMIICHHS TPYAbIO WIH
IPOIOJDKEHUN/OTMEHE TEPANTUU TOLUIN3yMaboM cieyeT IPUHUMATh BO BHUMAHHUE MOJIb3Y OT
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TPYIHOTO BCKapMJTMBAHMS I peOCHKA U TIOJIb3Y_OT npd){gx_lli&&;guﬁbﬁggppﬁﬁﬂa¥€bﬁ 04)

4.7 BausiHue Ha cIOCOOHOCTH YNIPABJIATH TPAHCIOPTHBIMH CPeICTBAMHU M padoTaTh ¢
MeXaHUu3MaMH

HccnenoBanust 1O HW3YyYEHHIO BIMAHUS TONMIM3yMaba Ha CIOCOOHOCTb YNIPaBIATH
TPAHCHOPTHBIMH CPEJCTBAMHU M MEXaHU3MaMH He MPOBOAWINCh. OTHAKO, YUUTHIBAs TOT (aKT,
4TO MpPHU TEpanuu TOIMIM3yMaOOM dYacTo HAOIIOAAIOCh TOJOBOKPYXKEHHE, MaIMEeHTaM,
VCIBITBIBAIOUIMM JAHHYIO HEKENATEIbHYIO PEAKIUIO, CIENYET PEKOMEHI0BATh HE YIIPaBIIATH
TPAHCIIOPTHBIMU CPEICTBAMM M MEXaHM3MaMH 10 TeX IIOp, IIOKa TOJIOBOKPYKEHHE HE
IIPEKPATUTCS.

4.8 HexxesaTeibHbIE peaKkmum

Pesrome mpoduiisg 6e300acHOCTH

Haubonee yacTto oTMeuYaBIIMMUCS HEXeNaTeNbHBIMH peakuusmu (Habmoganuck y >5%
MAIMEHTOB, MOJIYYaBIIUX TOIMIN3YMal B BUAe MOHOTepanuu v B komOuHarmu ¢ BIIBIT mis
neuenuss PA, clOMA u nlOUA) Obutn uH(EKIMM BEPXHUX [IBIXaTENbHBIX IyTeH,
Ha30(apUHTUT, TOJI0OBHAs 00JIb, apTepHalibHas TUIEPTEH3U U TOBbIIeHne akTuBHOCTH AJIT.

Haubonee CCPLC3HBIMH  HCKCJIATCIIbHBIMU  pPCaKIUAMU ObLIH CCPbLC3HLIC I/IH(beKI_II/II/I,
OCJIOKHCHUS TUBCPTUKYIINTA U PCAKIIUN T'HIICPUYYBCTBUTCIILHOCTHU.

Haubonee 4vacto oTMEHaBIIMMUCS HEXKEJIATEIbHBIMU peakiusiMu (HaOmogammch y >5%
MalMeHTOB, TOJy4YaBMMX Tormiauzymad mis jgedenuss COVID-19) Obun  moBbiieHUE
AKTUBHOCTH «TI€YEHOYHBIX)» TpPaHCAMHHA3, 3a1I0p U MH(EKINS MOYEBBIBOSIINX MyTEH.

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

HexenarenbHble peaxiiy, BBISIBICHHBIE B XOJ€ KIMHHUYECKUX HCCIICAOBAHUA W/WIH TIPU
MOCTPETUCTPAIMOHHOM TPUMEHEHUH TIpernapara TOUWIn3yMad Ha OCHOBAaHHMU CIOHTaHHBIX
COOOLIeHUH, ClTy4aeB, ONMMCAHHBIX B IUTEPATYPHBIX HCTOUHUKAX, U CIy4aeB, HAOII0AaEMBIX B
paMKax IporpaMM HEMHTEPBEHILMOHHBIX MCCIEIOBAHUH, MpescTaBieHbl B Tabimuuax 1 u 2 B
COOTBETCTBUM C CHCTEMHO-OPraHHOM Kiaccu(UKalue MEeTUIMHCKOTO cloBaps s
HOpPMAaTUBHO-NIpaBoBoi nestensHOocTH MedDRA. [lns  onucaHuss 49acToThl pPa3BUTHUSA
He)KeaTeJIbHBIX PeaKIUil UCIIONb3YI0TCA CeyIolIe KaTeropuu: oueHb yacto (=1/10); gactro
(>1/100, wo <1/10), mewacto (>1/1000, HO <1/100), penxo (=1/10 000, Ho <1/1 000), oueHp
peaxo (<1/10 000). B xaxmoii rpyrrie (1o 4acToTe BOZHUKHOBEHUS) HEXKEJIaTeTbHbBIE PEaKITuN
NPEJICTaBJICHBI B MOPSIKE YOBIBAHHSI CTETICHN UX CEPhE3HOCTH.

Pesvamouonwiii apmpum

[Ipoduns Oe3zonmacHoCcTH TOUMIM3yMaba Obul HW3ydeH B 4 TU1ane00-KOHTPOJIUPYEMBIX
uccinenoBanusx (uccnemosanus I, III, IV u V), 1 koHTponmupyemMoMm wHccienoOBaHUU C
npumenenueM MT (uccnenoBanue 1) U B XO0Je pacIIMPEHHBIX MEPHUOJOB K JAHHBIM
UCCIIEIOBaHMSIM (CM. paznien «DapMakoIorHueckie CBONCTBAY).

JIBOWHOM clenoi KOHTPOJIUPYEMBII MEPUOJ] UCCIIEIOBAHUS COCTAaBUI 6 MECSIEB B YETHIPEX
uccienoBanusax (uccinemoBanus I, III, IV u V) m g0 2 mer B OAHOM WCCIIEIOBaHUU
(uccnemoBanue II). B mBOMHBIX ClEMbIX KOHTPOJUPYEMBIX HCCICIOBAHUAX 774 TalneHTa
noydasid Tommm3ymad B go3e 4 mr/kr B komOuHarmu ¢ MT, 1870 mamueHTOB momydaiu
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MT nkl vk BB 1288 Thrtutitoh

MOJTyYaJTd TOIMIIN3YMal B J103€ 8 MI/KT' B KAUeCTBE MOHOTEPAIITHH.

HOHYJ'ISII_[I/IH IMIallMCHTOB C ,Z[J'IHTCJIBHOﬁ SKCHOSHHHeﬁ Impemnapara BKIIOYACT BCEX MAIMECHTOB,

KOTOpPBIE MOJIYYUIIH 110 MEHBIIECH Mepe OAHY 103y TOLMIN3yMada BO BpeMsl IBOIHOIO CIIETOro
KOHTPOJUPYEMOTO TEepuoAa WJIM BO BpPeMsl OTKPBITOro pacimpeHHoro nepuoga. M3 4009

NAUEHTOB B JaHHOM nomnyiauuy 3577 MalueHTOoB M0JIy4aal TEPANNIO B TEUEHUE [10 MEHbILIEH
Mepe 6 mecsues, 3296 nanuMeHToB — B TEYEHHME IO MEHbIIEH Mepe ofHoro roxaa, 2806

MAlMEeHTOB MOJy4Yaldd TEparnuio B TEYCHUE MO MeHblIed mepe 2 jeT u 1222 nanuenta — B

TEUYEHHUE 3 JeT.

Tabmuna 1. IlepeueHb HEXeENATENBHBIX pEAKIUN, HAOMIOAABIIMXCS Y MalUEHTOB C PA,
HOJIYYaBIINX TOLMIN3YMa0 B KayecTBE MOHOTEpaNnuy Win B komOuHauuu ¢ MT unu npyrumu
BIIBII B nepuon nmpoBeAeHNs IBOMHOIO CIENOr0 KOHTPOIMPYEMOTO MCCIIEIOBAHUS HUIIU IIPH
IOCTPETUCTPALIMOHHOM IIPUMEHEHUH

C YacToTa pa3BUTHS HEKeJATEJIbHBIX peaknuii
0;:::}“:3;'“3& Ouenb 9acTo Yacro Heuacto >1/1000,] Pemico (>1/10000,
>1/10 >1/100, no <1/10 Ho <1/100 Ho <1/1 000)
Unghexyuu u uneazuu |[MHPEKIUU BOCHAJICHUE JIUBEPTUKYITHT
BEPXHUX MOJIKOKHOU
JIBIXATENBHBIX |KIIETYATKH,
nmyTei [IHEBMOHHUS, IPOCTOI
reprec IOJIOCTH PTa,
OMNOSCHIBAIOIINN
numait (Herpes zoster)
Hapywenust co JICHKOTICHHUS,
CMOPOHBL KPOSU U HEUTPOTICHHUS,
umpamuueckou runoGuOpUHOTEHEMHS
cucmemol
Hapywenust co aHa(UITaKCHsI (c
CMOPOHbBL UMMYHHOU JICTAJIbHBIM
cucmemol ucxogom)-23
DHOOKpUHHbIE TUIIOTHPEO03
HapyweHus
Hapywenus TUIIEPXOJIECTE TUIEPTPUTIIULICPU
Mmemaboausma u puHeMus* JIEMHS
NUMAaHUs
Hapywenus co rOJIOBHAS 00J1b,
CMOPOHbL HEPBHOL TOJIOBOKPYIKEHHE
cucmemvl
Hapywenus co KOHBIOHKTHUBUT
CMOpOHbL Opeana
3peHust
Hapywenus co MIOBBIIICHNE
CMOPOHbL COCYO08 apTepHaibHOTO
JIABJICHUS
Hapywenus co KallleNb, OJIBIIIKA
CMOpOHbL
OvbixamenvHou
cucmembvl, Op2aHo8
2PYOHOU KIemKU U
cpedocmeniist
JKenyoouno- 00JI1 B JKMBOTE, CTOMATHT, sI3Ba
Kulleunvie SI3BEHHBIN CTOMATHUT, |KEIyIKa
HapyweHus racTpuT
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Hapywenus co [TOCAEA0 E"';'TEEQ'R;E;{:BEI%{Q(; 04

CMOPOHYL Neyenu U MOpa’keHHe

JHCENUEBbIBOOAUUX MEYEHH, TeraTur,

nymeti JKENTyXa.
Ouenb penKo:
NeYeHOYHAs
HEJ0CTaTOYHOCTb

Hapywenus co ChIIlb, 3y4, Cunapom

CMOPOHbBL KOJCU U KpanuBHUILIA CruseHca-

NOOKOJNCHBIX MKAHEL JlxoHcoHa®

Hapywenus co HeppoIuTHA3

CMOPOHbBL NOYEK U

MOUe8bI8OO0AWUX

nymeti

Obwue napyuwenus u nepuepuIecKuii 0TeK

peakyuu @ mecme peaxkuuu

66edeHUs TUIIEPYYBCTBUTEIBHOC

TH

JlabopamopHnvie u MOBBIIIICHHE

UHCIMPYMEHMANbHbIE aKTUBHOCTHU

OaHHble «TIEYCHOYHBIX)

TpaHCaMHHa3,

YBEJTMYCHUE MACChI
Tesa, TOBBIIICHUE
o0rmiero omMpyonHa

*BKIIIOYECHBI IOBBILICHHS YPOBHEH, COOpaHHbIE B paMKaxX PyTHHHOIO MOHUTOPHHTA JJa0OpaTOpHbIX MMOKa3aTeleit
(cM. TeKCT HIXKE).

1Cm. pasmen 4.3.
2Cm. pasnen 4.4.
3[lanHas HexenaTeNbHAas peaKkLys OblIa BhIABJIEHA IPU IIOCTPErMCTPALIMOHHOM IIPUMEHEHHH, HO He HAaOII01a1ach
B KOHTPOJIHMPYEMbIX KIMHMYECKUX HCCNEN0BaHUAX. KaTeropus 4acToThl OblIa PACCUMTAHA MCXOMS U3 BepXHeil

T'paHULbI 95% JOBCPUTCIIBHOTO HMHTEPBAJia, BbBIYUCJICHHOI'O HAa OCHOBAHHU 06HI€FO KOJIMYECTBA ITAIIUCHTOB,
MoJIy4daBIINX TOL[I/IJ'II/I3yMa6 B KIIMHUYCCKUX UCCICOAOBAHUAX.

COVID-19

Ornenka 0€30IMacHOCTH MPUMEHEHHS Tolmnzymaoa y nanueHToB ¢ COVID-19 6p1ma ocHoBaHa
Ha pe3yJbTarax 3 paHJOMHU3UPOBAHHBIX JBOMHBIX CJEMBIX IUIAE00-KOHTPOIUPYEMBIX
uccinenoBanuit (uccienoBanust ML42528, WA42380 u WA42511), B KOTOpBIX Tepamnuio B
oOmieit croxxkHoctu monyuymnn 974 nanuenta. COop AaHHBIX MO O€30MAaCHOCTH B paMKax
nposeaenus uccienoBanuss RECOVERY Obut orpannden u 371eCh HE TIPEICTABIICH.

Crenyroniye HeEXeNaTelbHbIE PEaKIUM, TEPEYUCICHHBIE B COOTBETCTBHH C CHCTEMHO-
OpraHHoOM  Kjiaccuukanuer  MEeIUIIMHCKOro  CcjloBaps s  HOPMAaTHBHO-IIPaBOBOM
nesitenbHOCTH MedDRA B Tabnuiie 2, ObITH OTHECEHBI K COOBITHSIM, KOTOPBIE HAOIIOJAINCh
HEe MeHee uyeM y 3% MamueHTOB, MOJyYaBIIUX TEPANUI0 TOIMWIN3yMaOOM, W Halle, 4eM Yy
MAIMEHTOB, MOJYYaBIIMX IIaNed0, B OObCIUHEHHON MOMYJSIUU MAIUEHTOB ISl OICHKU
0e30MacHOCTH MPUMEHEHHUs Tperapara B paMKax MPOBEACHUS KIMHUYECKUX HMCCIeIOBaHUMN
ML42528, WA42380 u WA42511.
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Tabmuna 2. [lepeyeHp HEKENATETBHBIX PEAKIU L BLIHBM;&EB‘]G%@&HM% I;Ig_ { sllul'r}lh

JUIsl OLICHKH O€30MacHOCTH B paMKax IHPOBEICHMsS KIMHUYECKHX HCCIIEJIOBaHHWI Ipenapara
tounan3ymad y nauenros COVID-19

CI/ICTeMHO-OpFaHHLIﬁ KJI1acc

Yacro =>1/100, no <1/10

WNndexunu v nHBazuu

MH(EKINS MOYEBBIBOISIINX MTyTEH

Hapymienust merabonusma u nutanust

TUIIOKAJIMCMUA

[lcuxuueckue HapylLICHUS

TPCBOXHOCTD, 6€CCOHHI/II_[3

Hapy1enust co cTopoHbI cOCy10B

MOBBINICHUEC apTCPUAIBHOTO JaBJICHUA

XKenynouHo-KuIlIeUHbIE HAPYILICHUS

3a1op, Adapes, TOIHOTa

KEIIYCBBIBOOAIITUX HYTef/'I

HapymeHHﬂ CO CTOPOHBI IICYCHU H

MOBBIIIICHUE
TpaHCaMHHAa3

AKTUBHOCTH

(IICYCHOYHBIX»

lHaI_II/IeHTLI YYHUTBIBAKOTCA OAWH pPa3 B Ka)i(,].'[OfI KaTeropun HE3aBUCUMO OT KOJIMYICCTBA pCaKHI/Iﬁ.

2BKiIIOYEHBI PEAKILIMH, O KOTOPBIX COOOIIANOCH B UccienoBanusax WA42511, WA42380 u ML42528.

ctOUA u nFOUA

B nenom, HexxenarenbHbie peakiyn y naiueHToB ¢ mtOMA u cFOMA Obiii cX0H 1O TUITY ©
TEMH, KOTOpbIe HaOJII0JalIuCh y naueHToB ¢ PA; cM. pasznen 4.8. Bolie.

Hexenarenbupie peakuun y mamueHtoB ¢ mlOMA u clOUA, momydaBmmx TOmMIH3ymao,
NEPeYNCICHbl B Ta0muie 3 W TPEACTaBICHbBI B COOTBETCTBHH C CHCTEMHO-OPTaHHOM
KJIaccu(uKanuer MEIWIUHCKOTO CIIoBapsi JUIS HOPMAaTHBHO-TIPABOBOM  JESATEIBHOCTH
MedDRA. Jlns onucaHusi 4acTOTHl Pa3BUTHUSI HEKENATENIbHBIX PEAKIHUH MCIOIb3YIOTCA
CIeyIOIINe KaTeropuu: oueHb yacto (>1/10); wacto (>1/100, HO <1/10) 1 Hewacto (>1/1000,
Ho <1/100).

Tabmuna 3. [TepedeHpb HekeIaTeILHBIX PEAKIIHA, HaOMI0qaBIHIXCs y manueHToB ¢ clOVA nmmn
ntOMA, nonyyaBmmx Tonuan3ymad B KaueCTBE MOHOTEpAIuu WK B KomOuHamu ¢ MT

CucremMHo- . Yacrora BO3HUKHOBEHUS
“ IIpeanoyruTeabHbIH
OpraHHbII Tepmnn (PT) Ouensb Yacro Heuacro
KJIacc yacto >1/10 | >1/100, vo <1/10 | >1/1000, Ho <1/100
Wudexkunn n naBaznm
WHpEKIUN BepxHux | mMONA,
JIBIXaTEJIbHBIX yTEeH clONA
Ha30(hapUHIUT mtOUA,
clONA
HapyuieHnus co cTOpoHbI HEPBHON CUCTEMBI
| ronosuas 6oib | nfOUA | clOUA
JKemymodHO-KUTIIETHBIEC HAPYIIICHIS
TOIIHOTA nlfOUA
quapest nlONA,
clONA
OO6mIre HapyIIeHNUs U PEaKIIiH B MECTE BBEJICHUS
MH(Y3UOHHBIE PeaKIH nfOUA,
clOMA?
JlaGopaTopHbIe M HHCTPYMEHTAJIbHBIE TaHHBIC
TTOBBIIIICHHE aKTUBHOCTH nlONA
IIEYCHOYHBIX)
TpaHCaMUHAa3
CHIDKEHHE grcna | clOUA nlONA
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HEHTPODIIOB (MOCAEQOBATENEROC T 00l
CHIDKCHHE qucia clONA nfONA
TPOMOOITUTOB

MOBBILLICHHUE YPOBHS clONA ntONA
XOJIECTepUHA

'Mndysuonnsle peakuuu y nauuenToB ¢ nIOWMA BKIHOYadd TONOBHYIO 00Jb, TOIIHOTY M IOBBILICHHE
apTepuanIbHOTO JAaBICHHUS, HO HE OrPaHUYMBAIUCH HMH.

2MudysuoHHble peakuuu y namueHtoB ¢ cFOMA BKIIOYamu chilb, KPaNMBHMILY, AUApeEr0, IUCKOMQOpPT B
SMHUTACTPHUH, APTPAITHIO U TOJIOBHYIO 00JIb, HO HE OTPAaHUYNBAINCH HMHU.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKI_[I/If/'I

Peevamouonwiii apmpum

Ungpexyuu

B 6-MecsuHBIX KOHTPOJIMPYEMBIX HCCIICAOBAHUSIX YAaCTOTa BOSHHUKHOBEHUS BCeX MH(EKIHMN
CpeIy TMAalMeHTOB, TMOJMy4YaBIIMX ToImim3ymMad B go3e 8 wr/kr + BIIBII, cocraBmima 127
apineHud Ha 100 manumeHTo-71eT 1o cpaBHeHuto ¢ 112 sgBnenusimu Ha 100 maunueHrto-ier B
rpynme nanueHToB, nouy4dasmux ianedo + BIIBIIL. B nonynauuy nanueHToB ¢ JUIUTEIbHON
9KCIIO3UIIMEN Tpernapara o0mias 4acToTa BO3HUKHOBEHHUS WHGekuuid Ha (oHe Tepanuu
Torumzymabom cocraBuina 108 senenuit Ha 100 manueHTo-IeT SKCIO3UIIHH.

B 6-MecsuyHBIX KOHTPOJIMPYEMBIX KIMHUYECKHUX HCCIEIOBAaHUSAX 4YaCTOTa BO3HUKHOBEHUS
CEPbE3HBIX HH(PEKIUI Cpe/In MalMEeHTOB, MOJyYaBIIUX TOMMIN3yMab B o3¢ 8 mr/kr + BIIBII,
cocraBuia 5,3 sBieHus Ha 100 manueHTo-JIeT HKCIO3UIMHN MO CPAaBHEHMIO C 3,9 sBIEHUS Ha
100 mamueHTo-JIeT SKCIO3UIMK B TpYIIeE MAalUeHTOB, nosydyaBmux mianebo + BIIBII. B
UCCIIEIOBAHMM MOHOTEpAMM YacTOTa BOZHUKHOBEHHUS CEPbE3HBbIX MH(EKIHi coctaBuia 3,6
sBneHus Ha 100 manueHTo-aeT SKCMO3ULUH B IPYIIIE MallueHTOB, MOJIyYaBIIUX TOLMIN3yMao,
u 1,5 sBnenus Ha 100 manueHTO-1eT SKCIO3UIUH B IPYIIIE NallMeHToB, noiay4yaBmmx MT.

B nomynsuuu manueHToB € JIMTEIBHOM SKCMO3UIMEN mpemapara oOmias 4YacToTa
BO3HUKHOBEHUS Cephe3HbIX MH(DEKLNH (0aKTepuabHbIX, BAPYCHBIX M TPUOKOBBIX) COCTaBHIIA
4,7 apnenus Ha 100 manumeHto-ner skcno3uuuu. Cepbe3Hble UHQEKIMHM, HEKOTOpbIE W3
KOTOpBIX OBUIM C JIETaJbHBIM MCXOJOM, BKJIIOYAIU aKTHBHBIA TYOEpKyse3 B JIETOYHON WIIU
BHEJIETOYHOH (hopMe, MHBA3UBHBIE JIETOYHbIE MH(EKIMH, BKIIIOYas KaHAW03, aclepruiuies,
KOKIIMIMOUJIOMUKO3 U MTHEBMOILMCTHYIO ITHEBMOHUIO, THEBMOHHIO, BOCTIAJICHHE MOIKOXKHON
KJIETYATKH, OMOsIChIBatoIuii intiail (Nerpes zoster), racTpodIHTEPUT, TUBEPTUKYIIHUT, CETICHC U
OaxTepuanbHblii apTpuT. Coo0manock O cllydasX BO3HUKHOBEHHUS ONMOPTYHUCTHUECKUX
UHQEKIHH.

HUnmepcmuyuanvroe 3abonesanue 1eKux

Hapymienne ¢yHKIMM JIETKMX MOXET TOBBICUTh pHUCK pa3BuTus uHpexkuuid. I[lpu
MOCTPETUCTPAIIMOHHOM TPHUMEHEHUHW Ipernapara ObUTH IMOJTYYCHBI COOOIICHHS O Pa3BUTHH
WHTEPCTUIIMAIBHOTO 3a00NIeBaHUs JIETKUX (BKJIIOYas IMHEBMOHUT W (UOpPO3 JIETKHX);
HEKOTOPBIC U3 ITHX CIIY4aeB MPUBEIH K JIETAITHLHOMY UCXOY.

Ileppopavuus JKKT

B XO0O€ KOHTPOJHUPYEMBIX KIIMHUYCCKUX I/ICCJ'Ie,Z[OBaHI/Iﬁ 06]1_[3}[ qacToTa BO3HHMKHOBCHUS

sBNICHUH, cBsi3aHHBIX ¢ nepdopanueii XKKT, cocraBuna 0,26 apnenust Ha 100 marueHTo-1er y
MaIMEHTOB, MOJIYYaBIIMX TEPAHIO TOLMIN3YMaOOM Ha IPOTsDKEHUH 6 MecsleB. B monymsiiun
NAIMEHTOB C JUIMTENBHOM 3KCIIO3UIMEN Mpenapara o0I1as 4acTOTa BOSHUKHOBEHHUS SIBJICHHIH,
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nepdopanun XKXKT y manueHToB, MorydaBmuX TOMHIN3yMad, B OCHOBHOM, KaK OTMEYaIOCh,
OBLIM TIPEJICTABIECHbI B BHJIE OCJIOXHEHMH JMBEPTHKYJIWTA, BKIIOYAs IEHEPAIM30BaHHbBIN
THOMHBIN MEPUTOHMT, epdopannto HIkHUX otaenoB JKKT, ceumr u abeecc.

HHd)Vé’MOHHble peaxkyuu

B 6-MecsYHBIX KOHTPOIHMPYEMBIX KIMHUYECKHX HCCIEIOBAHMAX HEKETATEIbHbIC SBICHHUS,
CBsi3aHHBIE ¢ MH(]Y3UsAMU (OTACTbHBIC IBJICHHS, BOSHUKILINE BO BpeMs HH(PY3UU UIIH B TCUCHUE
24 yacoB mocie HMH(Y3UH), OTMEYATIHCh y 6,9% ManueHToB B TIpyMIe, I[MOJydaBIIeH
tounan3ymad B goze 8 wmr/kr + BIIBIL, u y 5,1% mnamueHtoB B rpymie, MOJXydaBUICH
miane6o + BIIBII.  SIBnenus, BO3HUKIIME BO BpeMs HWH(DY3WH, MPEUMYIIECTBEHHO
IPEeCTaBIsUIN cO00 SIM30/1bl MOBBILICHHSI APTEPUATBHOTO JaBJICHUS; BJICHHS, BOSHUKILUE B
TedyeHue 24 4acoB mocie 3aBepUIeHUs MH(QY3UH, MPEACTaBIAIN COOOW TOJOBHYIO OONIb U
PEaKIMU CO CTOPOHBI KOXKH (ChIIlb, KPalMBHULIA). DTU peaKLMK He IPUBOIMIN K OTPAHUYECHUIO
TEpaIuu.

YacToTa BO3HMKHOBEHUsS aHA(UIAKTMUYECKUX peakUMi (KOTOopble HaOJIOJaIUCh B OOLIeH
cioxxHoctu y 8 u3 4009 nanuenrtos, 0,2%) 6bU1a B HECKOJIBKO Pa3 BhILIE B TPYIIIE, MOTy4aBLIeH
npemnapar B J103€ 4 MI/KT, B CPaBHEHUH C TPYIIION, MOTyYaBLIel mpenapar B 103€ 8 MI/KT.

Knunudeckn 3HauMMble peaklUWUd THIEPUYBCTBUTEIHHOCTH, CBS3aHHBIE C BBEICHUEM
TolMIM3yMada u moTpeOoBaBIINe IPEKPAILICHUS TEPATUU, OTMEUAINCh B O0IIEH CIIOKHOCTH Y
56 u3z 4009 manuentoB (1,4%), momydaBIIUX TOHMMIM3YMad B XOJ€ KOHTPOJIHUPYEMBIX U
OTKPBITHIX KJIMHUYECKUX HCclieoBaHMi. [laHHBIE peakiuu HaOI0JalInch, Kak MpaBUIIO, B
HIepHOJ MEKIY BTOPOM | MATOM MHQY3uUei Tormn3ymada (cm. pasaen 4.4.).

HpI/I MOCTPETUCTPAINOHHOM ITPUMCHCHUHN TOI_II/IJ'II/I3YM8.68. OTMCHAJIUCH ClIydaun aHa(I)I/IJ'IaKCI/II/I C
JICTAJIbHBIM UCXOJ0M.

HMMVHOZ@HHOCWZb

B oOmeit cnoxunoctd y 2876 manuMeHTOB OBLIM IPOBEIEHBl aHANW3bl Ha aHTUTENa K
TOLMIN3YyMaOy B paMKax 6-MECSUHBIX KOHTPOJIMPYEMBIX KIMHUYECKHX UccienoBaHui. U3 46
nanvenToB (1,6%) ¢ aHTUTEeNnamMu K ToUMIM3yMaOy B 6 cilyyasX OTMeyaslach 3Ha4MMasi
JIEKapCTBEHHAs PEAKIUs TMIEPYYBCTBUTEIBHOCTH, IPUBEAIIASA B 5 CiIy4yasX K IPEKPaLICHUIO
neuenus. Y 30 naruenTos (1,1%) BeipaboTanuch HEUTpalIU3ylOIUe aHTUTENA.

Hszmenenus Jza6opamopr1x noxaszamejeu

e Heiitpodusl

B 6-MecayHBIX KOHTPOIMPYEMBIX HCCIEIOBAHUAX CHIDKEHUE YHCIa HEUTPOPHUIOB A0 YPOBHS
ke 1x10%n1 oTmewamock y 3,4% TAIMeHTOB, MONYYaBIIMX TOIMIM3yMab B jo3e 8
mr/kr + BMAPII, B cpaBuennn c¢ <0,1% mnanuentoB, momy4aBmux miaieb6o + BMAPII
[IpuMepHO y MONoBHHE! ManuenToB cHivkenne AUH ke 1x10%n BosHukio B mpenemax 8
Helenb MocTe Hadaga Teparmuu. O CHWKEHWH dhcria HeidTpodunos mHmke 0,5x10%m
coobmanock y 0,3% mnamueHToB, MoNydaBIIUX TOIM3ymMad B goze 8 wmr/kr + BMAPIL
Coob1manock o ciydasx HHPEKIHA, COMPOBOKAABIINXCS HEUTPOIIEHUEH.

Bo Bpemsi IBOMHOrO CJEMOro KOHTPOJUPYEMOIO MEPUOAA M MPHU UIUTEIBHON SKCIO3UIIMHU
XapakTep M YacToTa BO3HMKHOBEHHMsS SIBJICHUM, CBS3aHHBIX C YMEHBUICHHEM 4YHCIa
HENTPOUIIOB, OCTABAIMCH TAKUMH K€, KaK U B 6-MECSAYHBIX KOHTPOIUPYEMbIX KIMHHUECKUX
UCCIIEI0OBAHUSX.
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(MOCNEQOBATENEHOCTE 0004)

e  TpomOoumThI

B xonme 6-MecsYHBIX KOHTPOJIMPYEMBIX HCCICIOBAHUN CHM)KEHHE YHCIa TPOMOOLUTOB JI0
ypoBust Hike 100x10%/ MK ormeuamuck y 1,7% MaluenToB, IOMyYaBIIMX TOLMIN3YMad B 03¢
8 wmr/kr + BIIBII, B cpaBHenun c¢ <1% maunueHtoB, momyuaBmmx miane6o + BIIBIL. Otu
SBJICHUS CHMXKEHMsS YPOBHSA TPOMOOLMTOB HE COMNPOBOXIAINCH Pa3BUTHUEM 3IH3070B
KPOBOTCUCHUH.

Bo Bpems IBOMHOro c€iemnoro KOHTPOJIMPYEMOIO Mepuoja U HpU JIUTEIbHON SKCIO3ULUU
XapakTep M YacTOTa BO3HUKHOBEHHUS SIBIICHMH, CBS3aHHBIX C YMEHBIIEHHUEM YHCIIA
TPOMOOIIMTOB, OCTABAIUCH TAKUMH K€, KaK U B 6-MECSYHBIX KOHTPOJIUPYEMbIX KIMHUYECKUX
UCCIIEIOBAaHMUAX. [IpH MOCTPETUCTPAlIMOHHOM TPUMEHEHHH B OUYEHb PEAKHX CIydasx
coo01manock 00 3MU30/]aX NAaHIUTOICHUN.

° IToBbIMEHEe aKTUBHOCTH «II€YCHOYHBIX) TpaHCaMHWHa3

B xone 6-MecsauHBIX KOHTPOJUPYEMBIX HCCIEAOBaHUN HAOMIOAATIOCh TPAH3UTOPHOE
noeimenne mnokazareneir AJIT/ACT Bemme 3xBI'H y 2,1% mnamnueHTOB, MOTY4aBIIMX
Tommm3ymMabd B no3e 8 Mr/kr, B cpaBHeHuu ¢ 4,9% manuentoB, nmonydaBmmx MT, u y 6,5%
MAIUEHTOB, TMOJYYaBIIMX ToImm3ymMad B goze 8 wmr/kr + BIIBII, B cpaBuenun c¢ 1,5%
MalMEeHTOB, nonyyaBmmx  mmare6o + BIIBIIL. [IpucoenquueHnne K  MOHOTEpaANUU
TOLMIIN3YMabOM MpernaparoB, 00J1aJal0NNX TOTEHIIUATBHBIM IeNaTOTOKCUYECKUM JIEHCTBUEM
(manpumep, MT), mpuBOIMIO K YBEIWYEHHIO YaCTOTHI CIIy4aeB IOBBIMICHUS AKTUBHOCTH
TpancamuHas. [loBeimenue nokazareneit AJIT/ACT 6Gonee uem B 5 pa3 otHocurensHo BI'H
HaOmoganock y 0,7% NanyeHToB, MOJYYaBIIMX MOHOTEPANHIO TolmiInsymadom, u 'y 1,4%
NAUEeHTOB, Noiy4yaBmuXx Touuauzymad + BIIBII; B GonabImIMHCTBE M3 3TUX CIy4aeB Tepamnus
TOLIMJIN3YMaOOM Obl1a OTMEHEHA.

B TeyeHue NBOMHOTO CENOro KOHTPOJIMPYEMOTO MEpUOJa MCCIENIOBaHMS YacTOTa CIIydaeB
TIOBBIIIIEHUS YPOBHSI HepsiMmoro OunupyOuHa Beimie BI'H, olieHMBaeMbIX B paMKax pyTHHHOTO
MOHUTOpPUHTA JIa0OPAaTOPHBIX TIOKa3aTeneu, coctaBuia 6,2% Yy MAaMEHTOB, MOJIYYaBIINX
tormnzymad B 1o3e 8 mr/kr + BIIBIL. ¥V 5,8% nanuenToB Hab101a710Ch TOBBIIIEHUE YPOBHS
HEenpsiIMOTo OMIIMpyOuHa B quana3oHe ot >1 no 2xBI'H, a 'y 0,4% - >2xBI'H.

Bo BpeMs IBOMHOTO CIENOro KOHTPOJIMPYEMOrO MEpPUOAa W TMPHU JJIUTEIbHOW SKCIO3HIUU
XapakTep M 4YacTOTa BO3HMKHOBEHUs SIBJICHHMH, CBSI3aHHBIX C IIOBBIIICHHEM AaKTHUBHOCTH
AJIT/ACT, ocraBanuch TakMMH K€, KaKk U B 6-MECAYHBIX KOHTPOJIHUPYEMBIX KIMHHUYECKHX
HCCIIE0BAHUSAX.

e [Jloka3aTenu JTUOUIHOTO OOMEHA

B xozme 6-MecsYHBIX KOHTPOJUPYEMBIX HCCIIEIOBAHMM YacTO COOOIIATIOCH O TOBBIIICHUH
nokasareie JunmuaHoro oOMeHa, TakKuX Kak OOHIMM XOJecTepuH, TPUTIULEPUIBL,
aunornporenHbl HU3KkoM MmiotHoctu (JIITHII) w/mnu numonpoTerHB! BBICOKOW TIUIOTHOCTH
(JITIBII). Ilpu pyTMHHOM MOHHUTOPHMHIE J1a0OpaTOPHBIX IMOKa3zareneil mnpumepHo y 24%
MaIMEeHTOB, MOJTYYaBUIMX TOIMIN3YMad B paMKax MPOBEACHUS KIMHHUUECKUX HCCIIEeIOBaHUH,
HaOJII01aJ7I0Ch CTOMKOE IMOBBIIIEHUE YPOBHS OOIIEro xonectepuHa >6,2 mmoin/i, a 'y 15% -
croiikoe nossiienue yposHs JIITHIT go >4,1 MmMons/n. I1oBblieHHBIE YPOBHU MOKa3aTese
JUMHAJHOTO OOMEHA CHWKAJIUCh Ha (DOHE JIEUEHUs THITOJIMITNIEMUYECKUMHU NIperapaTaMu.

Bo Bpemsi IBOMHOrO CJEMOro KOHTPOJIMPYEMOrO MEpUoAa U MPHU JIIUTEIBHOW SKCIO3UIMU
XapakTep M 4YacTOTa BO3HMKHOBCHMS SIBICHHMM, CBSI3aHHBIX C IIOBBIINICHHEM IIOKa3aTele
JUMHAJHOTO OOMEHa, OCTaBaJUCh TaKUMHU XK€, KaK U B O-MECAYHBIX KOHTPOJIUPYEMBIX
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KIMHHUYCCKHX UCCIICAOBAHUIX.

3noxauecmeennvle H06006D6130661HM}Z

Knnanaeckux JaHHBbIX HEJOCTATOYHO IJIsI OLCHKHU HOTCHHH&HBHOﬁ H4aCTOThl BOBHUKHOBCHHUA
3JIOKQYCCTBCHHBIX HOBOO6p330BaHI/II‘/'I I10CJIC IIPUMEHCHUA TOHI/IJ'II/I3YMa6a. OHeHKa
,I[OJ'II"OCpO‘IHOﬁ 0e30macHOCTH TEpaAIIUU IIPOJOIKACTCA.

Koorchble peakyuu

[Ipu mocTperucTpallMOHHOM TPUMEHEHHMH B PEIKHX CIIydasx cooOmanoch 00 3Mu301ax
cunapoma CtuBeHca-J[>koHCOHa.

CBL]

bezonacHocTh Tonmnuzymaba mpu ero npuMeHeHuu B kKadectBe Tepanuu CBIL] onenuBanu B
PETPOCTIIEKTUBHOM aHAlM3€ JTaHHBIX KIMHUYECKHX MCCIEeIOBAaHUM, B KOTOpPHIX 51 manueHt
nosyyan tormmin3dymad B go3e 8 mr/kr (12 mr/kr y mamueHtoB ¢ Maccoi tema <30 kr) B
KOMOHMHAIIMH C BBICOKOH /103011 MTIOKOKOPTUKOCTEPOUIOB M O€3 Hee JJIsl TEPAIHH TSKEIO0T0
win xusHeyrpokaromero CBL, muaynupoBanHoro mnpenapatamu T-kiaerok ¢ CAR. B
CpeIHeM BBOJMIIACH OJHA J103a TONMIM3yMada (nuamna3oH 1-4 mo3sr).

Hudpexyuu

B o0beauHeHHON MOMyNALMU MAIMEHTOB AJIS OLIGHKM O€30MacHOCTU B XOJ€ IMPOBEICHUS
nccinenoanuii ML42528, WA42380 u WA42511 gacrora CcOOBITHH, CBSI3aHHBIX C
UHQEKIUSIMI/CEPbe3HBIMI  UH(MEKIMAMHU, Obla cOalaHCHpOBaHA MEXIY NalMEeHTaMH C
COVID-19, nonyuasmmmu Tonumuzymad (30,3%/18,6%, n = 974) u mane6o (32,1%/22,8%,
n = 483).

[Tpodune OGe3omacHOCTH, HaONIOAAEMBbI Ha MCXOJHOM YPOBHE B TpyIIeE, MOJIydaBIIei
JIeYEHUE CUCTEMHBIMU TTIFOKOKOPTHUKOCTEPOUIaMH, COOTBETCTBOBAN POouiI0 0€30MacCHOCTH
NpUMEHEeHHS TOIMIn3ymMada B 00IIel monyisiiuu, IpeAcTaBIeHHOMY B Tabmuie 2. B nanHoi
noArpynne WHQEKIu U cepbe3nble nHpekuuu Hadmonamcs y 27,8% u 18,1% nauueHTos,
MOJIYYaBIIMX TONMIN3yMad BHYTpuBEHHO, U y 30,5% u 22,9% mnanueHToB, MOJIyYaBIINX
1ane6o0, COOTBETCTBEHHO.

Hzmenenus ﬂa6opam0prlx noxazamereu

Yacrora n3MeHeHUH, HaOII0JaeMbIX B JJaAOOPATOPHBIX MOKa3aTeNlsiX, Obula B IIEJIOM CXOJHOMN
Mexay nanpeHramu ¢ COVID-19, nomydyMBmIMMM BHYTPUBEHHO OJHY WM JIBE JO3bI
ToUMIM3yMaba, MO CPaBHEHHIO C TeMM, KTO NOJy4ad Ijanedo B PaHIOMU3MPOBAHHBIX
JIBOMHBIX CJIENIBIX IUIAIE00-KOHTPOJIUPYEMbIX HCCIIEAOBAHUAX, 33 PEIKUM HCKIIOUYEHUEM.
CHuxeHue 4uciaa TPOMOOIUMTOB U HEUTPO(UIIOB, a Takxke MoBbleHHe akTuBHOCTU AJIT n
ACT yarie HabII0AaI0Ch y TAIIMEHTOB, MOMYYaBIIUX MPenapaTr TOMMIN3yMa0, 10 CPaBHEHUIO
¢ marne6o (cm. pasaenst 4.2. u 4.4.).

nfOHA

[Tpodpwmie GezonacHocTu mpemnapara torminzymad B/B mpu mFOUA Obin m3yden y 188
MAIMEHTOB B Bo3pacTe oT 2 1o 17 met. O01mas npoIoKUTENbHOCTh BO3JICHCTBHS TIpemapaTa
Ha MaiueHToB coctaBuia 184,4 nmanuenTo-ner. YacToTa pa3BUTHS HEXKEJIATEIIbHBIX PEAKIUN Y
nanpentoB ¢ mHOMA mpencrtaBineHa B Ttabmuie 3. Tumbl HEXeTaTENbHBIX PEAKIUH,
HaOmoaBmmxcs y nanueHtoB ¢ NFOUA, OblIM aHamOTHYHBI TEM, KOTOPblEe HAOIIOJAINUCh Y
nanuenToB ¢ PA u ctOUA (cm. pazaen 4.8. Boimie). [1o cpaBHEHHIO ¢ TIOMYJISAIIAEH B3POCITBIX
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nanueHToB ¢ PA B nomymnsiuuu nanuenToB ¢ nFQUA qauiglb%rrﬂggﬂrp EEMJEQKII?ICT&BHEILI%S{,

“MEPTHOMY OTYETY

KaK Ha30(apuHTUT, TOJOBHAsI 0OJb, TOIIHOTA M CHWXCHHE 4dHcia HedTpoduioB. Ciaydan
MOBBIIIICHUS YPOBHS XOJIECTEPHHA B MOMYJISIIAK ManueHToB ¢ MKOMA oTMedanuce pexe, 4emMm
B TIOMYJISIIIAH B3POCIIBIX MAalueHTOB ¢ PA.

HUngpexyuu

YactoTa BO3HUKHOBEHHS WHQEKIMA B TOMYIAIHA BCEX TAIMCHTOB, TOTyYaBIIMX
tommm3ymabd, cocraBmwia 163,7 sBuenus ©Ha 100 mnamuenTto-nmer. Hawmbomee dwacto
PETUCTPUPYEMBIMU SIBJICHUSMH OBUTH HA30(apUHTUT U WH(MEKINH BEPXHHUX JIBIXaTEIbHBIX
nyTeid. YacToTa BOSHUKHOBEHHSI CEPhE3HBIX MH(PEKIINH OblJIa YUCIICHHO BBIIIC Y MAIUEHTOB C
Maccoit Tena <30 kr, mosy4aBmux Tommwianzymad B goze 10 mr/kr (12,2 sBiaeHust na 100
MAIMEHTO-JIET), B CPaBHEHMHU C MalUMeHTaMH ¢ Maccoil Tema >30 Kr, MOJy4aBUIUMHU
tormnzymad B no3e 8 mr/kr (4,0 sBienus Ha 100 mauuenrto-yer). Yactora BOSHUKHOBEHUS
WH(]EKIUHA, KOTOpPBIC MPUBEIN K MPEPHIBAHUIO TEPAITUH, TAK)Ke ObLJIa YMCICHHO BBIIIC CPEIH
NAaIMEeHTOB ¢ Maccoi Tena <30 Kr, moJay4aBmuX Tommauzymad B moze 10 mr/kr (21,4%), B
CPaBHCHHH C TIAIMEHTAMH ¢ Maccoi Tena >30 Kr, MoJIy9aBIIuMU TONHIU3yMal B 03¢ 8 MI/Kr
(7,6%).

HHd)}BuOHHble peaxkyuu

VY nanuenToB ¢ nfOUA nH(}Y3HOHHBIE peaKkUy ONPEEINISAIOT, KaK BCE SBICHUS, PA3BUBIIUECS
BO BpeMs HHPY3UU WK B TeueHue 24 4acoB nocie nHdy3un. B monyssinum Bcex ManueHToB,
MOJyYaBIIUX TOIMIN3yMad, y 11 manuentoB (5,9%) pa3Buinchk WH(Y3UOHHBIE PEAKIIMH BO
Bpems nHpy3uu, a y 38 nanuentos (20,2%) naHHoe siBI€HHE pa3BUIOCHh B TeueHUE 24 4acoB
nocie uHpy3uu. Hanbosee 4acTbIMU SIBIEHUSMH, Pa3BUBIIUMUCS BO BpeMsl MH(DY3UH, ObUIH
rojioBHas 00Jjib, TOIIHOTA U TUIIOTEH3Us, @ HauboJiee YacThIMU SBJICHUSMHU, Pa3BUBIINMUCS B
TeyeHue 24 yacoB mocie HH(Y3uu, ObUTM TOJOBOKPYXEHHME W TUIOTEeH3usd. B 1enom,
HE)KeJaTeNbHbIe peakluy, HaOIro1aBIIMecs: BO BpeMs HHY3UH WU B TedeHHe 24 4acoB MoCIIe
Hee, ObUTM CXOIHBIMH IO XapaKTepy C HEKeNaTeJbHbIMU peakUsMH, HaOII0IaBIIMMUCS Y
narueHToB ¢ PA u cfOUA (cMm. paznen 4.8. Beire).

O KIMHMYECKH 3HAYMMBIX PEAKLHUAX TUIIEPUYBCTBUTEILHOCTH, CBI3aHHBIX C TOLMIN3yMaOOM
U TpeOyIOIUX MPEKPaIIEeHHs JICUeHUs], He COO0IIaI0Ch.

HMMVHOZ@HHOCWZb

VY opHOro ManMeHTa W3 TpyNIbl, Mojgy4yaBiel Tonuaudymad B n1o3e 10 mr/kr, ¢ Maccoit Tena
<30 kr, OB [TOJTyYEH MOJIOKUTENBHBIN pe3y/bTaT aHAJIN3a Ha aHTUTENa K TOIMIN3yMaly, 6e3
Pa3BUTHSL peaKMK TUIEPUYBCTBUTEIBHOCTH; BIOCIEACTBUN ITOT MAIIMEHT ObUT HCKIIIOUEH U3
UCCIJIEJOBAHMS.

Hszmenenus ﬂa6opamopubzx noxaszameieu

e Heiitpoduisl

B xozie pyTHHHOTO MOHUTOPHHTA 1a00paTOPHBIX TTOKAa3aTeNel B MOMYIISIIIMK BCEX MAI[IEHTOB,
TONYYaBIINX TOIMIM3YMad, CHIDKEHHME YHCia HEHTpO(MIOoB 10 ypoBHA Hmke 1x10%m
HaOmoganock y 3,7% manueHToB.

e  TpoMOOIUTHI

B xone pyTHHHOrO MOHUTOpPHHTA Ja00paTOPHBIX MOKa3aTelel B MOMYJISIMH BCEX MAIlEHTOB,
NOJYYaBIINX TOUMIN3YMa0, y 1% manueHToB HaOMI0JAl0Ch CHIKEHHE YHciaa TPOMOOIUTOB
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7110 ypoBHS <50%10%/MKJI1, KOTOpOE He COMPOBOMIATOCH ﬁﬂ'ﬁ%ﬂ@@&ﬁaﬂ@ﬂ %b%o?e_t'lelﬁllrl ]

° IToBbIIEHNE aKTUBHOCTH «II€UYCHOYHBIX) TpaHCaMHUHa3

B xoie pyTHHHOTO MOHUTOPHUHTA JIAOOPATOPHBIX TTOKA3aTeNIel B IMOMYJISIIMN BCEX MAI[UEHTOB,
MOJTYYaBIINX TOIMIN3YMaO, SIBJICHUS, CBSI3aHHbIE ¢ moBbiieHHneM akTUBHOCTH AJIT wim ACT
1o yposHs >3xBI'H, nabmonanucs y 3,7% u <1% nanueHToB, COOTBETCTBEHHO.

L4 IlokazaTenu TUIUIHOTO oOMeHa

B xome pyTMHHOrO MOHHUTOpPMHTra JIa0OPAaTOPHBIX IOKa3zaTeled B paMKax KIMHUYECKOTO
UCCIICIOBAaHUS. BHYTPMBEHHOI'O IMPHUMEHEHHs Tolmiaudymada (uccienoBanue WA19977) y
3,4% u 10,4% nanuenToB HaOmoaanock noseimenne JITTHIIT qo yposHs >130 mr/mn u obriero
xojecrepuHa 10 ypoBHsS >200 wmr/am B 000K BpPEMEHHOH TOYKE B XOJ€ TEparuw,
BBINIOJIHSEMO B paMKaxX HCCIIEAOBAaHMs, COOTBETCTBEHHO, MO CPAaBHEHHUIO C HCXOJHBIM
YPOBHEM.

clOHA

[Tpodpwmie Ge3onacHocT mpenapara Touwmmsymad B/B mpu clOMA Obur u3yuen y 112
MalKMeHTOB B Bo3pacte oT 2 o 17 ner. B 12-HenenbHO#M ABOMHON CIEMOM KOHTPOJIUPYEMOM
YacTH MCCIIEOBAaHUS 75 MAIMEHTOB IMOJyYald TEPANuio TOIMIM3ymMadoM (8 mr/kr wumm 12
MI/KT B 3aBUCUMOCTHU OT Macchl Tena). [lo npomectBuu 12 Heaenp WM B MOMEHT Iepexo/ia Ha
TEpanuio TOLWIN3YyMaOOM H3-3a YXYIIICHUS TeueHHs 3a00JieBaHMs MalUEHTHI MOJYyYUIIN
JIeYCHHE B PaMKaxX OTKPHITOI'0 pacIIMPEHHOr0 NEpUoJia UCCIEJOBAHUS.

B uenom, HexenarenbHble peakuuu y nanueHToB ¢ cFOMA ObLIM CXO0XU 1O TUIY C TEMHU,
KOTOpble HaOmojanuch y mnanueHToB ¢ PA (cM. paszgen 4.8. Bbime). Yacrora pa3BuTHs
HE)XeNaTeNbHbIX peakiuii y nauneHToB ¢ cFOMA npencrasnena B Tabnuie 3. [1o cpaBHeHMIO ¢
HonyJsued B3pociblx mnanueHToB ¢ PA, y manumentoB ¢ clOMA wame HaOnromanuch
Ha30()apUHTUT, CHI)KEHHE YHuClla HEHUTpO(UIIOB, MOBBIINIEHHE AKTUBHOCTH <«II€YEHOYHBIX)
TpaHcamMuHa3 1 auapes. Ciydau MOBBIIICHNS YPOBHS XOJIECTEPUHA B MOIYJISIIUH MTAITHEHTOB C
clOMA oTmeuanuch pexe, 4eM B MOMYJISIUU B3pOCIBIX NallMeHToB ¢ PA.

Ungpexyuu

B 12-HenenvHON KOHTponupyeMoil (a3e ucciemoBaHHs 4acTOTa BO3HUKHOBEHHUS BCEX
MH(pEKUNH B TpyIIe MalueHToB, MOMyYyaBUINX TOLMIN3YyMab B/B, cocTaBuia 344,7 ciydas Ha
100 matuenTo-net u 287,0 cnyyas Ha 100 manueHTo-eT B Irpynne NarueHTOB, MOTyYaBIIuX
miane6o. B xoe oTKpBITOTO pacuimpeHHoro nepruoaa uccienoBanus (dacts II) obmas vacrota
BO3HUKHOBEHUS MHGEKIUN ocTanachk cxoqHou u coctaBmia 306,6 ciydas Ha 100 nmanuenrto-
JeT.

B 12-nenenbHON KOHTpoMMpyeMmon (a3e mcciaeaoBaHUsl YaCTOTa BOSHUKHOBEHHS CEPhE3HBIX
uHpEeKuUd B TpyIIe MalWeHTOB, MOJIY4YaBIIMX BHYTPHUBEHHO IIpernapaTr TOLUWIN3yMao,
cocraBmna 11,5 cmywas na 100 nanumenrto-ymer. Yepe3 OOuMH o B XOAE OTKPBITOTO
paclIMpeHHOro Mepuo/ia UCCaeI0BaHus 00111asi YaCTOTa BOSHUKHOBEHUSI CEPbE3HbIX MHPEKINT
ocraynachk cTabmibHOM 1 coctaBuia 11,3 cnyyas Ha 100 manuento-net. Cepbe3Hble HHPEKIHH
ObUIM CXOAHBIMH C CEphe3HBIMH HHQEKIUSIMH, HaONIONABUIMMHUCA Yy MAUEHTOB c PA,
JIOTIOJTHUTEIBHO OTMEUYAINCH CIydau BETPSHOM OCIBI U OTUTA CPEIHETO yXa.

HHd)VS’I/lOHHble peakyuu

Wu(y3noHHBIE pEaKIiy OMPENEIIIOT, KaK BCE SIBICHUS, Pa3BUBIIHECS BO BpeMs HHPY3UU UITU
B TeueHne 24 4acoB nociie Hee. B 12-HenenbHON KoHTpoupyemoit dase uccnenoBanus y 4%
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MAlMEeHTOB U3 TPYIIIBI, TOTyYaBIIeH TOMMIN3YyMa0, OTM'eQéSIIﬁt;LEﬂ%;&{'f/I;Er%ﬁé‘—o'mgﬁﬁné'%b

BpeMs nHy3uu. OHO sBIeHHE (AHTHOHEBPOTHUECKUI OTEK) OBLJIO OLIEHEHO KaK CEPbe3HOe U
KHU3HEYTPOXKAIOIIEe, U MAllUEeHT ObUI HCKIIIOUEH U3 UCCIIEJOBAHMUS.

B 12-nHenenbHOll KOHTponupyemoil Qasze uccinenoBanus y 16% mnanueHTOB W3 TPYIIIIbI,
nosyyaBlieil touwnuzymad, u y 5,4% manuMeHTOB W3 TPYIIbI, MoJydaBineil ranedo,
uH(Y3UOHHAS peaklus pa3Buiach B TeueHue 24 yacoB mocie uHPYy3un. B rpyme,
MOJTy4YaBIIeH TOMMIN3YMa0, SIBJICHHS BKIIIOUAIH ChIllb, KPAUBHHUILY, AHAPEIO, TUCKOMGMOPT B
SIUTACTPHUH, APTPAITHIO M TOJOBHYIO 00Jbh (HO HE orpaHmuyuBasch umu). OIHO W3 3TUX
SBJICHU (KparmuBHUIIA) OBLIO OLIEHEHO KaK CEPhe3HOE.

KivuHuueckn 3HaYuMbIEe pPEAKIMU TUNEPUYBCTBUTEIIBHOCTH, CBSI3aHHBIE C BBEJICHUEM
TOIMIIM3yMaba U MOTPeOOBABIINE IPEKPAICHHS TepaNTuH, OTMeYanuch y 1 u3 112 manueHToB
(<1%), momydaBmMX TOUMIM3YyMad B XOJ€ KOHTPOJIMPYEMOTO HCCIEHOBAHUS, BKIIOUYAs
OTKPBITOE KIIMHUYECKOE UCCIIEOBAHNUE.

HMMVHOZ@HHOCWZb

VYV Beex 112 nanueHTOB Ha HCXOJHOM YpOBHE ObUI IMPOBEAEH aHAIM3 Ha aHTUTENa K
TOLMIIN3YMaly. ¥V ABYX NAIllMEHTOB ObLIM OOHAPYKEHbI aHTUTENA K TOLMWIN3YMaldy, IPU 3TOM
y OJJHOTO M3 3THUX NAI[MEHTOB Pa3BUJIACh PEAKIIMsI TUIIEPUYBCTBUTEIBLHOCTH, KOTOpas IpHUBEIIa
K NpeKpaleHuo Tepanuu. Yactora oOpa3oBaHUs aHTUTEN K TOLMIN3yMal0y MOXKET ObITh
HEJIOOLEHeHa M3-3a BIMSHUS TOLMIM3ymMaba Ha pe3yiabTaThl aHaiuu3a U Oojiee BBICOKOH
KOHIIGHTPALUH NIperapara, HabJIoJaeMoil y IeTel o CPaBHEHUIO CO B3POCIIBIMU.

Hzmenenus Jla60pam0prlx noxaszameJeu

e Heiitpoduisl

B xol1e pyTHHHOTO MOHUTOPHHIA Ja0OPaTOPHBIX MMOKa3aTelNel, BHIOIHIAEMOTo B paMkax 12-
He/leNbHON KOHTPOJIUPYEMOii (ha3bl nccie 0BaHMsl, CHUYKEHHE YNCIIa HEUTPO(DUIIOB 10 YPOBHS
mwke 1x10%n mabmonanocs y 7% HalMeHTOB U3 TPYINIBI, MOJTydaBIIeH TONMIN3yMal; B
rpyIiie, moJIy4aBIiei miamnedo, TAaKoro CHUKEHUST He HaOJII0AaJI0Ch.

B xoze OTKpBITOro paciuMpeHHOro neprojia ucCciieI0BaHus YMEHbIICHHE YnciIa HelTpoduios
no yposHs Hmwxe 1x10%1 mabmomanoch y 15% HalMeHTOB M3 TPYMIBI, MOJTydaBIIei
TOLMIN3YMaO.

e  TpoMOOIUTHI

B xone pyTHHHOTO MOHUTOpPUHTA JaOOPATOPHBIX MOKa3aTeNeH, BEITOTHIEMOro B paMKax 12-
HEJENBHON KOHTPOJIHpyeMoi ¢a3bl uccaenoBanus, y 3% MalueHToB U3 TPYIIIbI, TOTyJaBIIeH
iane6o, u'y 1% manueHToB U3 TPYIIbI, MOJIy4aBIIeH TOIMIN3YyMa0, HaOM01aT0Ch CHIDKEHUE
YpIcIIa TPOMOOIUTOB 710 YpoBHS <100x10%/ MKt

B Xoze OTKpBITOro pacmMpeHHOro mepuoia HccienoBaHus y 3% MalUeHTOB U3 TPYIIIIBL,
nojy4aBieil Toruinzymad, Ha0I0JaI0Ch CHUKEHHUE YHCIa TPOMOOIIMTOB 0 YPOBHS HUXKE
100 x 10%/mMK11, KOTOPOE HE COMPOBOKAANOCH PA3BUTHEM JITH300B KPOBOTEUEHHUI.

o IToBeITIIEHNE aKTUBHOCTH «II€YSHOYHBIX) TpaHCaMHWHa3

B xoze pyTHHHOrO MOHUTOpPHUHTA Ja0OpPATOPHBIX MMOKa3aTesNei, BHITOIHAEMOT0 B paMkax 12-
HQHGHBHOﬁ KOHTpOHpreMOﬁ (pa.SBI HUCCIICAOBaHUA, ABJIICHHUSA, CBA3AaHHBIC C ITOBBIINICHUCM
aktuBHOCTH AJIT mmu ACT nmo yposusi >3xBI'H, mabmomamuck y 5% u 3% manueHTOB
COOTBETCTBEHHO B TpyImme, mnoiydaBmieil tormmwin3dymad, u y 0% mnanueHToB B TpyIIe,
MoJTyJaBIiei miameoo.
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nosbimeHneM aktuBHOocTH AJIT unn ACT no yposus >3xBI'H, nabmonamuce y 12% u 4%
NAlMEHTOB COOTBETCTBEHHO B IPYIIIE, OTyYaBIIeii TONMIN3yMa0.

e UNmmynornobymun G

VYposens IgG cumxkaercs Bo Bpemst Tepanuu. CHUKEHUE 10 HUKHEH TPaHUIBI HOPMBI OBLIO
OTMEUEHO y 15 manueHToB B OIPEIETICHHBIII MOMEHT MCCIIEJOBAHHUS.

e Iloka3aTenu IMIUAHOTO OOMEHa

B xone pyTMHHOr0 MOHUTOpPUHIA Ja0OPATOPHBIX MOKa3aTeNeH, BBIIOIHAEMOro B pamKax 12-
HEJCNBbHON KOHTpoIMpyeMoi ¢asbl uccienoanus (uccnemoBanue WA18221), y 13,4% u
33,3% mnauuenTtoB Habmoxanock nosbimenue JIITHIT no yposus >130 mr/am u obmero
xojecrepuHa 10 ypoBHsS >200 mr/anm B 000 BpEMEHHOH TOYKE B XOJ€ TEpaIuw,
BBINIOJIHSEMON B paMKaxX HCCIIEAOBAaHMs, COOTBETCTBEHHO, MO CPAaBHEHHUIO C HCXOJHBIM
YPOBHEM.

B Xome OTKpBITOTO pacmMpeHHOro Inepuojaa ucciefoBaHusi (ucciemnoBanne WA18221) y
13,2% u 27,7% manuentoB Habmoanock noseimenue JINTHIT mo yposas >130 mr/mt u obmiero
xojecrepuHa 10 ypoBHS >200 wmr/mm B m000H BpPEMEHHOH TOYKE B XOJE TEparuw,
BBINOJIHSAEMOW B paMKaX HUCCIICAOBAHUS, COOTBETCTBEHHO.

CTHu

ctOUA u nFOUA

[Tpoduns Ge30macHOCTH TPUMEHEHHUS TOIWIN3yMada B MOIMYJISIIMU J€Te 0000IIEH BHIIIE B
paznenax, kacatoumxcst nFOMA u clOUA.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo cooOmars 0 NOJO3peBacMbIX HEXKENATEIbHBIX PEAKLMIX IOCHE PErucTpaniu
JIEKapCTBEHHOI'0 Ipernapara, C ILeJbl0 00eCnedyeHHs HENpepbIBHOTO MOHMTOPHUHIA
COOTHOILIEHUS «I10JIb3a — PUCK». MEIUIIMHCKUM paOOTHHKAM PEKOMEHJyeTCsl coo0IaTh o
JTOOBIX TOAO03pPEBAEMBIX HEXENaTeNbHBIX PEAKIMAX JIEKapCTBEHHOTO IIpernapara yepes
HallMOHAJIbHBIE CHCTEMBI COOOILEHHUS O HEXeNaTeIbHBIX pPeakIHsX rocylapcTB — WICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®@eoepayus

®denepanibHas ciryx0a 1Mo Ha30py B cepe 31paBOOXpaHEHUS

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomaip, 1. 4, ctp. 1

Ten.: +7 (800) 550-99-03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

wim npr@roszdarvnadzor.gov.ru

Caiit B nHbOpMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»!
http://www.roszdravnadzor.gov.ru

Pecnyonuxa benapyco

VII «lleHTp 3KCnepTU3 U UCOBITAHUHN B 3JPaBOOXPAHCHU)
Anpec: 220037, r. Munck, nep. Toapumieckuii, 2a

Temn.: +375 17 242-00-29

®axc.: +375 17 242-00-29
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OnekrponHas mouta: rcpl@rceth.by (MOCHELOBATENBHOCTL 0004)

CMEPTHOMY OTUETY

Caiit B mHQOpPMaLIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «HTepuer»: http://www.rceth.by

Pecnybnuxa Apmenus

«lleHTp sKCHIEPTU3BI JIEKAPCTB U MEIUIIMHCKUX TexHoorui» I'HKO

Anpec: 0051, r. Epesan, nip. Komuraca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DnekTponHas noyra: info@ampra.am, vigilance@pharm.am

Caiit B mH()OpPMALIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «MHTepuer»: http://www.pharm.am

Kuipevizckaa Pecnybauka

JlenapTamMeHT JIEKapCTBEHHBIX CPEACTB U MEAULIMHCKUX U3JeIUi Ipy MuUHKUCTEPCTBE
3npaBooxpaneHust Keipreizckoit PecrryOnuku

Anpec: 720044, r. bumkex, yi. 3-a Jlunus, 25

Tenedon: 0800-800-26-26, + 996 (312) 21-92-78

Onekrponnas moura: pharm@dlsmi.kg

CaiiT B HH(OpMAILIMOHHO-TEJIEKOMMYHUKALMOHHON ceT «HTepHeT»:
http://dIsmi.ka/ru/registration/

Pecnybnuxa Kazaxcman

PI'TI na ITXB «HauuoHaJIbHBIN LHEHTP IKCIEPTHU3bI JIEKAPCTBEHHBIX CPEACTB U MEIULIMHCKUX
u3nenuiny Komurera MeAMIIMHCKOTO U (hapMaIleBTUYECKOr0 KOHTPOJIsi MUHHCTEpCTBA
3apaBooxpanenust Pecnybnuku Kazaxcran

Anpec: 010000, r. Acrana, paiion balikoHslp, yi. A. maHoBa, 13

Tenedon: +7 (7172) 235 135

OnekTpoHHas mouta: farm@dari.kz

Caiit B nH()OpPMAIIHOHHO-TEIEKOMMYHUKAIIMOHHO# cetn «HTepHeT»: http://www.ndda.kz

4.9. llepeno3npoBka

JlocTynHble JaHHBIE O MEPENO3UPOBKE TOLMIN3yMada orpaHuueHsl. B onHoM ciyuae
HENpeJHAMEPEHHON TNepeNo3upoBKH mpenapara B jgo3e 40 MI/Kr y manuMeHTa
MHO>XECTBEHHON MHMEIOMOM HEXKEJIaTeIbHbIX peakuuid He oTMeueHo. He oTmedanocs Takxke
CephEe3HBIX HEXKEJATeNbHbIX PEaKIUi Yy 3I0pOBBIX J1OOPOBOJIBILEB, KOTOpPbIE MOIYyYaIH
OJTHOKPATHO Ipernapar TOLMIN3yMad B 103€ 70 28 MI/KT, XOTs Ha0I01anach HeHTporeHus,
TpeOyrolIast CHI)KEHUS J103Bl.

5. PAPMAKOJIOTHYECKUE CBOHUCTBA

5.1 ®apmakoguHaMHUYeCKUe CBOMCTBA

®dapMakoTepaneBTUYECKas TPYIIa: IMMYHOIEIIPECCAHThI, UHTUOUTOPHI HHTEPIICHKHUHA.
Kox ATX: LO4ACO7.

KommnapeiT siBnsiercss 6noaHanorom (6Momo100HBIM JIEKAPCTBEHHBIM TTPENapaToM).

MexaHu3M IeHCTBUS

TOI_[I/IJ'II/I3yMa6 - pCKOMGHHaHTHOC F'YMaHU3UPOBAHHOC MOHOKJIOHAJIbHOC AaHTUTCIIO K

27



COOTBETCTBYET 3KI
ot 01 11:2'_|'-._-:5 Mz 27457 B
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CMEPTHOMY OTUETY

Tonunuzymal CBSI3bIBACTCS M MOJABISAET KaK PACTBOPHMEBIC, TAK M MEMOpaHHbIE PEeLENTOPHI
NJI-6 (SIL-6R u mIL-6R). WJI-6 sBusiercs MHOTOQYHKIIMOHAIBHBIM ITUTOKHHOM,
BbIpa0aThIBAEMBIM PA3IUYHBIMUA THIIAMU KJIETOK, U y4acTBYET B MApaKpUHHOH peEryIsiu,
CHUCTEMHBIX (PU3HONOTHYECKUX M MATOJIOTMYECKHX IPOLECccax, TAKUX KaK CTUMYIIALHUS
cekpennu Ig, akTuBarust T-KJICTOK, CTUMYJISILIMS BEIPAOOTKH OEIKOB OCTPOH (a3bl B IEUCHH U
CcTUMYJISIIUs remornodsa. 1JI-6 BoBieyeH B maToreHe3 pa3auyHbIX 3a00JI€BaHHM, B TOM YHCIIE
BOCHAJIUTEIBHBIX 3a00J1€BaHMI, OCTEOIIOPO3a U HOBOOOPA30BaHHI.

Henp3s WMCKIIOYATH BEPOATHOCTh OTPHUIATEIILHOTO BO3JCHCTBUS TOIMIM3yMaba Ha
MIPOTUBOOITYXOJIEBYIO U MPOTUBOMH(EKIIMOHHYIO 3alIUTy opranusma. Posp mHruGmupoBanus
peuentopa NJI-6 B pa3BUTHUM OITyX0JI€l HEU3BECTHA.

V¥ narmentoB ¢ COVID-19 npu BHyTpUBEHHOM BBEICHUH OJTHOM JT03BI TOIMIN3yMada 8 Mr/Kr
cHkeHue nokasarenst CPb 10 HopManbHbIX 3HaU€HUN HAOII0JAJI0Ch YKE Ha 7-1 1eHb.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Pesmamouonwiii apmpum

D¢ dexkTuBHOCTH Mpenapara y MaueHToB, MOTYYaBIINX TONWIN3YyMa0 Kak B MOHOTEpAIHH, TaK
¥ B KOMOMHAIIMH C METOTPEKCATOM WJIH Oa3MCHBIMU IIPOTUBOBOCIIAIUTEIbHBIMHU TpenapaTaMu
(BIIBII), e 3aBucena OT HATUYMSI UM OTCYTCTBUSI pEBMATOUIHOTO (haKkTOpa, BO3pacra, moJja,
pacoBOl MPUHANJEKHOCTH, 4YHMCIA NPEAIIESCTBYIOIIMX KYpPCOB JIEUEHUS WM CTaguu
3a0oneBanus. OTBET Ha TEPAIUIO BO3HUKAI ObICTPO (YK€ Ha BTOPOM HeJelne), B JanbHeHIeM
YCUJIMBAJICS U COXpaHsiiics Oosee 3 jer.

VY manueHToB, NOTy4YaBIIMX TOUUIN3yMal B J03€ 8§ MI/KT, CYIIECTBEHHO CHUXXAETCS WHIACKC
AKTUBHOCTH 3a0ojeBaHus mo mkaine DASpg 1Mo cpaBHEHUIO ¢ MAIlMEHTaMHM, MOJYyYaBIIUMU
riane6o + BIIBII. Yucno manueHToB, qocturmmx KinHuueckoi pemuccuu (DAS2g <2,6) Ha
24 nenene, ObIJIO 3HAUYUTENHHO OOJIBIIE B TPYIIE Tepanuu TolmIuzymadom (27,5-33,6%) no
CpaBHEHMIO ¢ KOHTponbHOU rpymnmnoit (0,8-12,1%). K 52 Henene Tepanuu 4ucio NalyeHToB,
nocturmux DASgg <2,6, yBenuuubaetcs 110 47% mno cpaBHeHUto ¢ 33% Ha 24 Henemne Tepanuu.

Xopommii WM yIOBIETBOPUTENBHBIN OTBeT 1o KputepusM EULAR ormewancs wame y
NalMEeHTOB, MOMYYaBIIUX TOLMIN3yMad, yeM nonydaBunx mianebo + BIIBII. Yepes 2 roaxa
tepanuu ToruauzymMaboM/MT y 14% nauneHToB HaOIrOAAICS 3HAYUTENbHBINA KIMHUYECKUN
orBeT (AKP7o (xpurepun Amepukanckoir Kosmermu Pemaronoro, AKP) coxpansics Ha
MpoTsDKeHUH 24 Helenb u onee).

Peumeenonocuueckasn oyenka

VYV 83% mnanueHToB, MOJYYaBIIUX Tepanuio Touuausymabom/MT B TeueHue ronpa, He
3apErUCTPUPOBAHO MPOrPECCUPOBAHUS JIECTPYKIMH CYCTaBOB (M3MEHEHHE CYMMAapHOTO
unpaekca lllapna paBHO Hy/mIO WM MEHee) MO CPaBHEHUIO ¢ 67% MalUEeHTOB, MOIY4aBIIMX
wiane6o/MT. JlaHHBIA pe3ynbTaT coXpaHsycs Ha MPOTsbKeHUU 2 jeT Tepanud. Y 93%
MTAllHEHTOB OTCYTCTBOBAJIO IPOrPECCHPOBAHUE NECTPYKIMH CycTaBoB Mexay 52 m 104
HEZENsIMU TEPaInU.

Toxazamenu kauecmea HCU3HU

VY manueHToB, MOTyYaBIIUX TOIMIIN3YMa0 B 03¢ 8 MI/KT (MOHOTEpanus WM B COYSTAHUU C
BIIBII), mo cpaBHenuto ¢ Temu, kto nmoaydan MT/BIIBII, HaG101a10Ch KITHHUYECKH 3HAYMMOE
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yiydiieHne GyHKIUOHATLHON aKTUBHOCTH (110 HHHGKCVI:ﬂRé'EP%I%Eﬁi)I% %M-FI;IIGI{/K% h

COOTBETCTBYET ZKCNEPTHOMY OTUETY

(mo mxane (GpyHKIMOHAIBHON OLIEHKM Tepamuu XpPOHHUYECKUX 3a00JIeBaHUH IO MOKa3aTesro
yromisiemoctd FACIT-Fatigue), a Takxe ynydnieHHe Kak MmokasaTeneil ¢pusmueckoro, Tak u
MOKa3aTeNel MCUXUYECKOTO 37J0POBhs IO onpocHUKY SF-36.

ﬂa60pam0prle nokaszamenu

[Tocne BBemeHus TouwiIM3ymMada MPOUCXOAUT OBICTPOE CHIKCHHME CPEIHUX 3HAYCHHN
octpoda3oBsix mokazareneii, C-peaktuBHOro 6enka, COD, CBIBOPOTOYHOrO aMujouga A u
¢ubpuHOTrEeHa, CHI)KEHUE YKcia TPOMOOIIUTOB B Mpejeiax HOPMaJIbHBIX 3HAUEHUI, a TaKkKe
YBEIMYECHUE T'eMOTJI00MHA, KOTOpOoe B HauOOJbIIEH cTeNeHW HaONI0Aanoch y MAlUeHTOB C
XPOHUYECKOU aHEMUEH, CBsi3aHHOM ¢ PA.

Knunuueckas sgppexmusnocms y nayuenmos ¢ pannum pesmamoudtvim apmpumom (pPA),
panee He noayuasguiux mepanuio MT

[Tpu nmpumeHeHHH TONMIN3yMaba B MOHOTEPAINUU B J03€¢ 8§ MI/KT W ToUMiIu3ymada B jo3e 4
nim 8 Mr/Kr kaxaeie 4 Henaenn B KomOuHaruu ¢ MT MHIEKC akTHBHOCTH 3a00JI€BaHUS 110
mikane DAS2g cyliecTBEHHO CHUYKAETCSI B TPYIINAX, MOTyYaBIIMX TOLMIN3YMal B 103€ 8 MI/KT,
[0 CpaBHEHHWIO C MalMeHTaMH, Moily4daBIIMMH MoHoTepanuio MT. Yucno nanueHros,
JOCTUTIINX KinHU4Yeckoil pemuccuu (DAS2g <2,6) Ha 24 Henene, 3HaYUTENbHO OOJNbIIE B
rpymmnax, nmoxydaBmux Toummsymad (38,7—44,8%), mo cpaBHEHHIO C TPYIIOH MOHOTEPATHH
MT (15%). K 52 nenene uucio mauueHToB, nocturmux DASzg <2,6 B rpymnmax Tepanuu
Tounan3ymadom, ysemnuusaercs 10 39,4-49% no cpaBaenuto ¢ 19,5% B rpymnme MOHOTEpanuu
MT. Yucno nmauuentoB, gocturiux otBera AKP20, AKPso, AKP70, Takoke CylecTBEHHO BBIIIE
B rpynmnax Tepanuu trouunuzymadom (70,2-74,5%; 47,6-56,9%; 30,1-38,6% na 24 nenene u 63-
67,2%; 49,3-55,9%; 36-43,1% Ha 52 Henene, COOTBETCTBEHHO) MO CPaBHEHUIO C TPYIIOI
monotepanuu MT (65,2%; 43,2%; 25,4% na 24 nenene u 57,1%; 40,8%:; 28,9% na 52 Henene,
COOTBETCTBEHHO).

Penmeenonocuueckas OYEHKA

OTcyTcTBHE TPOTrpPECCUPOBAHMS JECTPYKLUU CYCTaBOB (M3MEHEHHE CYMMAapHOIO HMHJEKCa
[Mapnma paBHO HyIIO Wi MeHee) Habmomaercss y 82-83% manueHTOB, MOTYYaBIIUX
ToUMAM3ymMad B Jj03e 8§ MI/KI B KadyecTBe MOHOTEpanmuu Wi B KoMOMHaumu ¢ MT, mo
CcpaBHEHHUIO ¢ 73% nanueHToB B rpynne MoHorepanuu MT.

Hoxazamenu kauecmea ocu3ny

Knuanyeckn 3HaumMMmoe yiydileHHe (YHKIMOHAJbHOW akTUBHOCTH 1o uHAaekcy HAQ-DI
HaOJroaeTcsl y MalMeHTOB, MOJYYaBIIMX TOLMIM3yMad B J03¢ 8 MI/KI B KayecTBe
MOHOTEpanuu win komouHauu ¢ MT, Mo cpaBHEHHIO ¢ TEMH, KTO MOJIy4al MOHOTEPAIUIO
MT.

[Ipu MoHOTepamuu ToHHIM3yMaboM (B 03¢ 8 MI/KT BHYTPHUBEHHO KaxKIble 4 HeJenu y
naiueHToB ¢ PA, ¢ HenmepenocumocThio MT unu mpu HenenecooOpa3HOCTH MPOIOIDKEHUS
tepanuu MT (B TOM uKcie mpu HeaJeKBaTHOM OTBeTe Ha Tepanuto MT)) HaGmroaanocs Oornee
BBIpa)KeHHOG CTaTUCTUYCCKU 3HAYNMOC CHUXKCHUEC aKTUBHOCTHU 3360J’IeBaHI/I${ 110 IOKaJIe DASZS
110 CPaBHEHHIO ¢ MOHOTEpanuen aganumMyMadoM (B 1o3e 40 MT MOIKOKHO Kaxable 2 HEIeIn).

KonmuecTBo manueHToB, OTBETUBIINX Ha Teparuto ¢ mokazatemssMu DASzg <2,6 1 DAS2g <3,2
ObuTO OOJIBIIE TPU TEpanuu TOLMIN3YMaOOM, YeM IpH Tepanuu aganumymadom (39,9% B
cpasuenuu ¢ 10,5% u 51,5% B cpaBHeHuu ¢ 19,8%, coorBercTBeHHO). OTBeTHI AKP20, AKPs50,
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AKP7o maGmonamics y 65%, 47,2%, 32,5% |marmentOl: mOmvaastiine 1oy, 1o

cpaBaeHHIO ¢ 49,4%, 27,8%, 17,9% nanueHTOB, MOTy4aBIINX agaiuMymao.
Knunuyeckas s¢hpgpexmusnocms npu COVID-19

HUccneoosanue coemecmuou uccneoosamenvckou 2pynnol RECOVERY (panoomuszuposannas

ouenka mepanuu no nogody COVID-19) v cocnumanuzuposannvix 63pocivlx NAUUEHMOE C
ouazrozom COVID-19

Uccnenosanne RECOVERY npezcrapisino co6oii kKpymHOMacIITabHOE, paHI0MU3HPOBAHHOE,

KOHTPOJHPYEMOE, OTKPBITOE, MHOTOIICHTPOBOE IIaT(OPMEHHOE UCCIIEIOBAHUE, TPOBEACHHOE
B BenukoOputanuu i onieHKH 3P PEeKTUBHOCTH M O€30MAaCHOCTH MOTEHIMAILHBIX BAPUAHTOB
Tepanuy y TOCIUTATU3UPOBAHHBIX B3POCIBIX MAMEHTOB ¢ Tshkenon hopmoit COVID-19. Bee
MAlUKEHTHI, TOAXOASAIINE JIs1 BKIIFOUECHUS B UCCIEAOBaHUE, MOyl CTAHAAPTHYIO TEPAIUIO
U MPOIILIH HAYaJbHYI0 (OCHOBHYIO) paHaoMu3anuio. [laruenTsl, moaxoasduiie Juist BKIIIOUEHUS
B MHCCIIEJOBAaHUE, MMEIU IMOJO03PEBAEMYI0 Ha OCHOBAaHUM KIMHUYECKUX IPU3HAKOB WIH
naboparopHo moarBepkaeHHy0 uHpekmuio SARS-COV-2 uw He WMenu MeIMIMHCKUX
IPOTUBONOKA3aHUI K MPUMEHEHUIO JII0O0ro U3 paccMaTpUBaeMbIX B HCCIEIOBAHUU BUOB
tepanuu. [lanMeHTsl ¢ KIMHUYECKUMH TMOATBEPKICHUSAMH MPOTPECCUPYIONMIeH HH(GEKIUN
COVID-19 (onpenensieMbIMH KaK ypOBEHb caTypauu KpoBu Kuciopoaom (SpO2) <92% mpu
JBIXaHUM aTMOC(EPHBIM BO31YXOM HIIU MOJy4YEHHE TEPanuu KUCIOPOJIOM, a TAKKE YPOBEHb
CPb >75mr/n) MoOrnu mNOpoWTH BTOPYIO pPaHAOMHU3ALMIO B TPYIIbI, MOJydaBHIHEe OO
TOIMJIN3YMa® BHYTPUBEHHO, JINOO TOJIBKO CTAHIAPTHYIO TEPAIIUIO.

Ananuzsl 9QpeKTUBHOCTH OBUTH MPOBEICHBI B MOMYJISIIMN B COOTBETCTBUU C Ha3HAYEHHBIM
neuenuem (intent-to-treat, ITT), koropas Brimodana B ceOst 4116 paHIOMH3HPOBAHHBIX
narueHToB: 2022 manueHTa ObUTM  PaHOOMHM3UPOBAaHBI B  TPYNNy, MOTy4YaBIIYIO
TOIMIN3YMab + cTaHAapTHYIO Tepanuio, 2094 mamueHTa — B TPYNMy, MOTYYaBIIYIO TOJIBKO
CTaHAapTHYI0 Tepanuio. Vcxomusie gemorpaduyueckue XapakTepUCTUKH U XapaKTePUCTHKHU
3a0oneBanus nomymsuuu [TT Obiim Hammexamum oOpa3oM cOalaHCUPOBAHBI MEXKIY
TpyHIamMu TepParvH.

Cpennuii Bo3pacT y4yaCTHHKOB cocTaBisin 63,6 rona (crangaptHoe otkioHeHue [COJ: 13,6
rofia). BonbIIMHCTBO MalMEHTOB OBLTH MYXCKOTO 1moa (67%) 1 OTHOCHIINCH K €BPOTIEOUTHON
pace (76%). Meaunana (nquana3oH) 3nauenuil ypoBHs CPb coctaBmsna 143 mr/n (75-982). Ha
ucxomuoMm ypoBHe 0,2% (N=9) manueHToB HE MONyYaId JOMOIHUTENBHBIA Kucaopoa, 45%
MaUMEHTOB TpeboBaIach HU3KOMOTOYHAs KUCIOpoIHas Tepanusl, 4 1% nanueHToB TpeboBaiach
BBICOKOIIOTOYHAsI KHCIopojgHas Tepamust W 14% mamueHToB TpeOoBajach WHBa3WBHAS
uckyccrBeHHast BeHTwsinus Jjerkux (MBJI); 82% namueHToB mnody4yain CHCTEMHBIE
TIIFOKOKOPTUKOCTepouabl. Hanbonee dYacThIMM COMYTCTBYIOIIMMH 3a00JI€BaHUSIMH  OBLITH
caxapHbiii quaber (28,4%), 3aboneBanne cepaua (22,6%) m xpoHuueckas 00J€3Hb JETKHX
(23,3%).

[lepBuuHBIM MOKa3aTeIeM HCXOJa OBLJIO BpeMs J0 MOMEHTa CMEpPTH B Mepuoj a0 AHS 28.
OTHoOIIIEHUE PUCKOB, JEMOHCTPHUPYIOIIEEe CpPaBHEHHUE TPYIIIbI, MOTYYaBIIeH TOIMIN3YMaO
+CTaHIapTHYIO TePAIHIo, C TPYIIION, MOMyJaBIIei TOIBKO CTAHIAPTHYIO TEPANUIO, COCTABHIIO
0,85 (95% U: ot 0,76 o 0,94), craructruecku 3Ha4MMbIi pe3ynbraT (p=0,0028). PacuetHsie
MOKa3aTeJIl BEPOATHOCTU cMepTu Ko nHio 28 coctaBuian 30,7% u 34,9% B rpynnax,
MOJIyYaBUIMX TOIMJIN3YMad U TOJIBKO CTaHAAPTHYIO TEpanuio, COOTBETCTBEHHO. PacueTHas
pa3HoCcTh pHCKOB cocTtaBuina -4,1% (95% IAU: or -7,0 go -1,3%), uro cormacyerca ¢
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(DOCHNEOOBATE HOWC TR 0004
pe3yJibTaTaMu NEPBUYHOTO aHaau3a. OTHOILLICHUE PUCKOB g 3ap'ﬂfe‘g orrbez[a‘[elﬁHc;Hﬂom-pynné

NannucHTOB, HOJIy‘-IaBH_II/IX CHUCTCMHBIC I‘JHOKOKOpTI/IKOCTGpOI/II[bI Ha HUCXOIHOM ypOBHe,
cocraBisuio 0,79 (95% HAU: or 0,70 mo 0,89), a B 3apaHee OmpeneeHHON MOATrpyIMIe
nanuceHTOB, HE HOHy‘-IElBLHHX CUCTCMHBIC I‘JIIOKOKOpTI/IKOCTCpOI/II[bI Ha HCXOAHOM ypOBHe,
OTHoOIIIeHHUEe pUckoB coctaBuio 1,16 (95% AU: ot 0,91 no 1,48).

Menuana BpeMeHU /10 BBIMMCKU U3 CTallMOHapa cocTaBisuia 19 gHelt B rpyre, moixy4aBiieit
TOUMIM3yMal + CTaHJAPTHYIO Tepanuio, U >28 nHell B Tpymie, MOIXy4aBlIed CTaHIapTHYIO
Tepanuto (oTHoueHue puckoB [95% U] = 1,22 [or 1,12 no 1,33]).

Cpenu mauueHToB, KOTOpsIM He TpeboBanachk nHBasuBHas MIBJI Ha ucxonHoM ypoBHe, 1075
NAIMEHTOB, Y KOTOPBIX MOSBMIIACH MOTpeOHOCTh B MIBJI mim HacTynuia cMepTh KO JHIO 28,
cocraBisiia 35% (619/1754) B rpynne, nonydaBiieid TONUIN3yMad + CTaHAAPTHYIO TEPAIHIO,

1 42% (754/1800) B rpymre, morydaBIieii TOJBKO CTAHAAPTHYIO TEPAMHIO (OTHOIIICHNUE PUCKOB
[95% 1AW] = 0,84 [oT 0,77 mo 0,92] p <0.0001).

Hccnedosanue ML4A2528 (EMPACTA)

UccnenoBanne ML42528 npencraBisiiio coboi 1odanbHOE paHAOMH3UPOBAHHOE, ABOMHOE

cienoe, Ianedo-KOHTpoIMpyemMoe, MHoroneHTpoBoe uccieaoanue Il ¢a3er mo onenke
3P PEKTUBHOCTH M OE€30MACHOCTH MPUMEHEHUS TOUMIN3yMada JUisi BHYTPUBEHHOTO BBEJCHHS
B KOMOMHAIIMM CO CTaHJAPTHOM Tepanmueil y TOCIUTAIM3UPOBAHHBIX B3POCIBIX MAIIUEHTOB C
nHeBMOHUEH, accouunpoBanHoit ¢ COVID-19, ne naxonsmuxcsa Ha MUBJI. Jlns BkitoueHus B
WCCJIEIOBAaHKNE TMOAXOAWIN MAllMeHThl B BO3pacTe, MO MeEHbIIeH Mepe, 18 ner, nmMeBiiue
uHdpeko SARS-CoV-2, noaTBepKIeHHYIO MOJO0KHUTEIbHBIM PE3yIbTaTOM TECTa METOJJOM
MOJIMMEpa3sHOW LenHOW peakuuu ¢ oOpatHoil TpaHckpunrazoi (OT-IILIP), umesmiue
THEBMOHUIO, TOJTBEPKICHHYIO pe3ylbTaTaMHd PEHTTEHOJIOTHYECKOTO WCCIEeOBAHUsSA, W
ypoBeHb SpO2 <94% mnpu apixaHuM aTMOCPEpHBIM Bo3ayxoM. CTaHAapTHas Tepamnus Moria
BKIIIOYaTh B ce0S  MPOTHBOBUPYCHYIO  TEpanuio,  MPUMEHEHHE  CHUCTEMHBIX
TIIFOKOKOPTUKOCTEPOUIOB B HU3KHX J103aX M MOJJICPKUBAONIYI0 Tepanuio. [larnuenTsr Opumm
pPaHIOMHU3MPOBAaHBl B COOTHOIIEHMH 2:1 B Tpynmsl, MOJy4aBIIME OJAHY HMH(Y3HUIO
TonuIM3ymaba B o3¢ 8 MI/Kr, mpu MakcuMmanbHOW moze 800 mr, mubo mmane6o. Ecnu
KJIMHUYECKHE TPU3HAKA MM CUMITOMBI YXYALIAINCh, WIA HE YIYy4IIAJIUCh, MOTJIa OBITh
BBEJICHA OJIHA JIOTMIOJIHUTENIbHAS HH(DY3Hs TOLMIN3YyMa0a Ui TU1anedo 1o CIenoi cxeme yepes
8-24 gaca mocie nMpoBeAeHUS IEPBO HHDY3HUH.

N3 389 maumeHTOB, KOTOpble OBUTM pPaHIOMHU3UMPOBAHBI, aHAIU3bl 3()(HEKTUBHOCTH ObUIH
IpOBEIEHBl B MOAU(DUIMPOBAHHOHN MOMYJISLUU B COOTBETCTBUU C HA3HAYCHHBIM JICUYCHHEM
(modified intent-to-treat, mITT), koTopas BkiIto4ana B ce0sl MaMEHTOB, TTOJYYHBIINX JFO00E
KOJIMYECTBO HCCIIElyeMOIo JIEKapCTBEHHOro mnpenapara (249 mnanueHTOB B Tpymme
tormimzymatda; 128 mnanumenTtoB B rpymnme miane6o). Mcxoanele aemorpadudeckue
XapaKTePUCTUKH U XapPaKTEPUCTUKH 3a00JIeBaHMs OBLIM B 1IEJIOM COATTAHCUPOBAHBI MEXITY
rpynnamu tepanuu. B monymauuu mITT (n=377) Ha MOMEHT paHAOMHU3ALMM MeAHaHa
BO3pacTta cocTanisiia 57 net (nuana3oH: ot 20 10 95); 59.2% nanueHToB ObLITN MY>KCKOTO M0,
56% nanueHTOB MMENH HUCIAHCKOE WM JIATHHOAMEPUKAHCKOE 3THUUYECKOE IPOUCXOKICHUE,
52,8% manMeHTOB NpUHAMISKAIM K eBponeouaHoi pace, 20,4% mnamueHToB ObUIH
aMEpUKAaHCKUMH HHJCHIIaMU/TIPEACTaBUTENSIMH KOPEHHOTO HaceneHus Ausicku, 15,1%
MAlMEHTOB ObUIM TMPEACTaBUTENSIMU HETpOUAHON packl/appoamepukanuamu u 1,6%
MAIMEHTOB OBUIN MPEICTaBUTENSIMU MOHTOJOUIHON packl. Ha ucxognom yposue 35 (9,3%)
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HU3KONOTOYHAss KucimoponHas tepamus u 100 (26,5%) mnanuentam TpeboBanach
BBICOKOIIOTOYHAsI KHCJIOPOAHAs Tepamus. MenuaHa BpEMEHM C MOMEHTa BO3HUKHOBEHUS
cuMnTomMoB coctaBisia 8,0 aus. Ha umcxogHomM ypoBHE B 00eMx Tpynmax Tepamnuu B
COBOKYITHOCTH 72,7% mNalMeHTOB NOJy4Yald CUCTEMHBIE TNIIOKOKOpTHUKOCTepou bl U 47,7%
MAIMEHTOB MOJIyYallu peMAecuBUp. 3HaUeHus MeIuansbl (1uanazoH) yposus CPb u ¢pepputuna
COCTaBIISIM, COOTBETCTBeHHO, 136,10 mr/m (2,5-3776,0) u 1,4 nmons/min (0,03-122,3).
Haubonee yacTbIMi CONYTCTBYIOIIMMH 3a00JIEBAaHUAMU ObUIM apTepUalibHas THIIEPTEH3US
(48,3%), caxapublii nuabder (40,6%), runepnunuaemus (27,6%) u oxupenue (24,4%).
[TepBruHOI1 KOHEYHOM TOUKON OILIEHKHU 3(PPEKTUBHOCTU ObLiIa COBOKYITHAS J10JIS MTAllUEHTOB, Y
KOTOPBIX MOsBHIIACH MOTpeOHOCTh B IBJI mitnt Hactynmina cMepTh Ko aHio 28. J[71s marueHToB,
KOTOpBIE TMOJy4Yald TOLMIN3yMad, HAOMIOJANOCh CTATUCTUYECKH 3HAUMMOE YIIYYIlECHHE B
OTHONICHUU BPEMEHHU 10 TporpeccupoBanus 10 UBJI unu cMepTu B cpaBHEHUU € MAllMEHTaMU,
KOTOpbIE Monydyanu Tuianebo (3HaueHue p uist jgorpanroBoro kpurepus = 0,0360; OP [95%
U] = 0,56 [or 0,33 mo 0,97]). CoBokymHasi 10Jis TAlMEHTOB, Y KOTOPBIX MOSBUJIACH
notrpedHocts B UBJI unu Hactynuiaa cMepTh Ko JHIO 28 (OLIEHKA C UCIIOJIb30BAHUEM METOAA
Kannana-Meiiepa), coctaBuna 12,0% (95% JAU: ot 8,52 no 16,86%) B rpynne, nosydasiieit
toruuizymao, u 19,3% (95% IAU: ot 13,34 no 27,36%) B rpymre, moaydaBiiei miamneoo.
MennaHa BpeMEeHH JI0 BBIMCKH U3 CTAI[OHApa MO0 «TOTOBHOCTH K BBIITUCKE) 33 MEPUOJ JI0

mHs 28 cocraBisuia 6,0 qHS B TpyIme, MOJydaBIied Tommwiuzymad, w 7,5 OHS B TpyIIIe,
nostyvasiieit rianedo (otnomenue puckos = 1,16 [95% JAU: ot 0,91 no 1,48]).

[Toxazarenb cMepTHOCTH Ha AeHb 28 cocTaisul 10,4% B rpynne, noiay4aBiiei TOIMIN3YMao,
B CpaBHeHMH c 8,6% B rpymme, mnoiyyaBiield miane0o (B3BElIEHHas pasHuua (rpymnmna
toruiandymaba — rpynna miane6o): 2,0% [95% AU: ot -5,2 mo 7,8%]). Ilokazarens
CMEpPTHOCTH Ha JieHb 60 (peTpocneKTUBHBIN aHan3) cocTaisul 11,2% B rpymmne, nosyyasiieit
Toruian3ymao, B cpaBHenuu ¢ 10,9% B rpymme, nonydasiieit mianedo (B3BEIICHHAs pa3HUIA
(rpynmna Toumnmuzymada — rpymnmna miane6o): 0,5% [95% AU: ot -6,9 no 6,8%]).

Hccneoosanue WA42380 (COVACTA)

UccnenoBanne WA42380 npezacrasisigo coboi riao0anbHOE paHAOMU3UPOBAHHOE, JBOMHOE

cienoe, Ianedo-KOHTpoIMpyeMoe, MHOrorneHTpoBoe uccienoBanue Il ¢as3el mo orenke
3¢ (heKTUBHOCTH U 0€30MacHOCTH MPUMEHEHHS TOIMIN3yMaba il BHYTPHUBEHHOTO BBEICHUS
B KOMOMHAIIUU CO CTaHJIAPTHOM Tepamueil y B3pOCHbIX MAIUEHTOB, TOCITUTATU3UPOBAHHBIX C
TSDKEJION IHEBMOHMEHN, accouuupoBanHoi ¢ COVID-19. [Ins BkiatoYeHMsI B MCCIEAOBAHUE
MOJIXOIMIIMA TAIMEHTH B BO3pacTe, o MeHbIe mepe, 18 net, numeBmue uadpekiuo SARS-
CoV-2, moATBepACHHYIO TIOJIOKUTEIBHBIM pe3yiibTaToM Tecta MetogoM OT-IIP, nmeBmue
MMHEBMOHHMIO, TOJTBEPKIACHHYIO pe3yJIbTaTaMHd PEHTTCHOJIOTHYECKOTO WCCIICIOBAHUS, W
nokazarenb SpO2 <93% mnpu AbIXaHUHM aTMOChEpPHBIM BO3AYyXOM, JHOO OTHOIIEHUE
MapIuaIbHOTO JIABJICHUs KHUCIOPOJa B apTEePHAIBHOW KPOBH K (GpakiUM KHCIOPOJa BO
BIbIxaeMoM Bo3ayxe 300 M pT. cT. unu MeHee. CTaHAapTHAS TEpanus MOTJIa BKIIOYATh B Ce0s
MPOTUBOBUPYCHYIO TEPANUIO, NPUMEHEHHE TIIOKOKOPTUKOCTEPOUIOB B HU3KUX [1032X,
MIPUMEHEHNE PEKOHBAJIECLIEHTHOM I1J1a3Mbl M APYTYIO MOJEPKUBAIOLTYIO0 Tepanuto. [larueHTs
OBUTM PaHJAOMU3HUPOBAHBI B COOTHOIICHWH 2:1 B TpyNIbl, MOMy4YaBIINE OAHY HH(Y3HIO
ToruiaM3ymMaba B 703€ 8 MI/Kr, mpu MakcuMmaiabHOW mo3ze 800 mr, nubo mmare6o. Eciam
KJIMHUYECKHE TMPU3HAKU WM CHUMIITOMBI YXYAIIAIUCh WM HE YIy4dllaluch, MoOrja ObITbh
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BBEJ/ICHA OJTHA IOMIOJIHUTENbHAS HHD Y31 TounnllsyMa6a'i/D1|P[| HE&QG(EHOT%(H/T'CIXJ@L{% 3

8-24 yaca nocie mpoBeACHUs IEPBOM HHPY3UH.

W3 452 mauueHToB, KOTOpbIe OBLIM PaHIOMHU3UMPOBAHBI, aHAIU3bl 3((HEKTUBHOCTU OBLIN
npoBeneHsl B nomyssiiuu mITT, koTopas Bkitodana B ceOs MallMEHTOB, MOJYYUBIIUX J1H000€
KOJIMYECTBO MCCIEAYEeMOTo JeKapCTBEHHOro Ipemapata (294 maunueHta B rpymnmne
rommmsymaba; 144 mamuenta B rpymme 1otane6o). McexomHele aemorpaduyeckue
XapaKTePUCTUKU M XapPaKTEPUCTUKH 3200JIeBaHUS OBbLTU B IEJIOM COATaHCHPOBAHBI MEXKIY
rpynnamu Tepanuu. ng nonymsuuu mITT B nenom (n=438) Ha MOMEHT paHAOMHU3ALUU
MeaMaHa Bo3pacTa cocTaBiisiia 62 roja (auanason: 22-96, npu atom 44,3% nauueHToB ObLIN
B Bo3pacTe 65 net wnu crapiue); 69,9% nanueHToB ObUIM MY>KCKOTro moja, 32,2% mnaiueHToB
ObLIM HMCHAHCKOTO WJIM JIAaTMHOAMEPUKAHCKOTO ATHHYECKOTO MPOUCXOXIAeHHs, 57,5%
MAIMEHTOB MIPUHA/IJICKATN K €BPONeonIHOM pace, 15,1% mnarueHToB ObLIN MpeACTaBUTEIIMU
HErpouIHOM pacel/adpoamepukaHiiaMu U 8,7% malMeHTOB ObUIM TMpEACTaBUTEISIMU
MOHTOJIOMIHOM packl. Ha ncxonnom yposae 3.4% manueHToB HE TOJIy4aiu JOTOTHUTEIBHBIN
KHUCIIOpoa, 27,9% mnanueHToB MOJydadd HU3KOMOTOYHYIO KHUCIOpOAHYIO Tepamnuio, 30,4%
MAalMEHTOB HAaxXOAWINCh Ha HeuHBasuBHOW WBJI wim mnojdydain BBICOKONOTOYHYIO
KHCIIOpOoHYI0 Tepanuio U 38,4% mnanueHToB Haxoawiuch Ha uHBazuBHOW MBJI. Menunana
BPEMEHH C MOMEHTA BO3HUKHOBEHUS CUMIITOMOB cocTaBisiia 11,0 nueit. Ha nucxonnom ypoBHe
B 00eux Tpymmax Tepanuu B COBOKYMHOCTH 22,4% MalueHTOB MOIy4Yald CHUCTEMHBIE
TIIFOKOKOPTUKOCTEPOUAbl U 5,7% NalMeHTOB MOJy4Yald PEeMJIeCUBUP. 3HAUCHHUS MeEIHaHbI
(mnanazoH) ypoBus UJI-6, CPb u ¢eppuruna cocrapnsiim, cooTBeTCTBEHHO, 85,8 Hr/m (3,1-
4020), 155,15 wmr/m (1,1-499,6) u 2,20 mmome/mi (0,0-75,3). Hawmbonee dwacteimMu
COIYTCTBYIOIIMMHU 3a00JIeBaHUSAMHU OBLIM apTepuanbHas rumnepreHsus (62,1%), caxapHblil
nuabet (38,1%), HapymieHHss CO CTOPOHBI CEpAEYHO-cocynucTor cucrembl (28,1%) u
oxupenue (20,5%).

[TepBrUHOI KOHEUHOU TOUKOU TSI OleHKU 3 (HEKTUBHOCTH ObLT KIIMHUYECKUH CTaTyC B JICHb
28, OLIEHUBAaEMBIH € UCIIOJIB30BaHUEM MOPSAKOBON MIKAJIBI CO CIEAYIOINUMHU 7 KaTerOpUsIMU:

1.  BbmmMcaH U3 cTanoHapa (MO0 «rOTOB K BBIMHMCKE», YTO ONpEeNseTcs Kak JOCTHKEHUE
HOpPMaJIbHOW TeMIlepaTyphl Tejla U YacTOThl ABIXAHUS, a TaKKe CTaOMJIBHOTO YPOBHS
caTypalii KpOBU KHCIIOPOJIOM IpPH JIbIXaHMHM aTMOC(EpPHBIM BO3AYXOM WJIH MpU
MCIIOJIb30BaHUU <2 J1 IOMOJHUTEIBLHOTO KUCIOPOAA);

2. B o0mel majare (MM «TOTOB K TEPEBOIY B OOINIyIO Tanary»), 0e3 MOTpeOHOCTH B
JIOTIOJTHUTEIIbHOM KHCIIOPOJIE;

3. B oOmeil mnamate (WIM «rOTOB K TIEpEeBONYy B OOIIyl0 Tamaty»), Tpedyercs
JIOTIOTHUTEIbHBIA KUCIIOPOLL;

4. B OT/EJEHUWU MHTEHCUBHOM Tepanmuu WM B oOwIel manaTe, TpeOyeTcs HEMHBa3MBHas
BEHTUJISILIMSL JIETKUX MJIM BBICOKOIIOTOYHAsS KUCIOPOHAs Tepanus;

5. B OTHEJEHUHU MHTEHCUBHOMH Tepanuu, Tpedyercs uutydauus wi UBJI;

6. B OTICNCHWM WHTEHCHBHOH Tepamuu, TpeOyeTcsl dKCTpakopropaibHas MeMOpaHHas
okcureHanus wm VBJI u pomomHWTENnbHAas TOANEpKKAa OPTraHOB (HAmpuUmep,
IIPUMEHEHNE Ba30IIPECCOPHBIX MPENapaToB, 3aMECTUTEIbHASI TIOYEYHAs Tepamnus);

7.  CMepThb.

[Ipu cpaBHEHWU TPYNIBI, MOTyYaBIIeH TOIMIM3yMa0, ¢ TPYIIION, TOJydaBIIel mianebo, He
OBLJIO BBISIBJIEHO CTAaTUCTHMUECKM 3HAYMMOIO pa3JIMyUsl B  paclpeiesieHUH  OLEHOK
KJIMHUYECKOr0 cTaTyca MO MOPSAKOBOM IIKaje ¢ 7 KaTeropusiMa B AeHb 28. Menuana
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

tounan3ymad, u 2,0 B rpymre, noigy4asiuei mianedo (ornomenue mancos (OL) 1,19 [95%
J: 0,81, 1,76]).

Mennana BpeMEeHH 10 BBIHCKH U3 CTAI[OHApa JIU0O0 «TOTOBHOCTH K BBIITUCKE) 33 MEPUOJ JI0
nHs 28 cocraBimsuia 20 nHEH B rpymme, NMOJTy4aBIIeH TONMIN3yMad, u 28 aHed B rpymrne,
nosryyaBuieil miane6o (otHomenue puckos = 1,35 [95% IAU: ot 1,02 no 1,79]).

[TokazaTenb cMEpPTHOCTH Ha JieHb 28 cocTaBisul 19,7% B rpyiie, noixy4yaBiinei TOUIN3ymMao,
B cpaBHeHuM ¢ 19,4% B rpymnme, moiyvaBmieil ruiane®o (B3BelmIeHHas paszHUIA (rpymma
Tommmzymaba — rpynmna miaie6o): 0,3% [95% JU: ot -7,6 mo 8,2]. [Tokazarens cMepTHOCTH
Ha JeHb 60 cocraBisin 24,5% B rpyiiie, noiay4yaBiield Touuan3zymad, B cpaBuenuu ¢ 25,0% B
rpynmne, mojy4aBiied ruiane6o (B3BelleHHas pas3Huna (rpymnma Touuiauzymaba — Tpyrmma
wiane6o): -0,5% [95% AU: ot -9,1 no 8,0]).

HUccneoosanue WA42511 (REMDACTA)

HccnenoBanne WA42511 npencraBisiio cobol Ti100abHOE paHIOMU3UPOBAHHOE, IBOMHOE
cIernoe, miamnedo-KOHTPOoINpyeMoe, MHOTOLIeHTpoBoe uccienoanue 111 gasbl, mpoBeneHHoe ¢
HeNbl0  OHeHKH dS(PQPEeKTUBHOCTH U 0€30MacHOCTH NPUMEHEHUs ToluwiIn3ymada Juis
BHYTPUBEHHOTO BBE/ICHUS B KOMOMHAIIUU C PEMIECUBUPOM B CPABHEHHUH C COOTBETCTBYIOLINM

1anedo B KOMOMHALMK C PEMIECUBUPOM, Y TOCIUTAIN3UPOBAHHBIX B3POCIBIX MAIlUEHTOB C
TSKEJIONM NMHEBMOHMEH, accouuupoBaHHod ¢ COVID-19. [Ins BkiatodeHMsI B MCCIIEAOBAaHUE
MIOJIXO/IMJIH TTAIIEHTHI B BO3pACTe, 10 MEHBIIEeH Mepe, 12 JeT ¢ moaTBepKIeHHONH HH(EKIHen
SARS-CoV-2, BkiIt04ast MOJOKHUTEIBHBIN PE3yabTaT TECTA METOIOM IOJIMMEPA3HOU HETHON
peakuuu (I1L[P), m mHeBMOHHWEH, MOATBEPKICHHON pe3ylbTaTaMH PEHTTE€HOJIOTHYECKOTO
UCCIIEI0BaHMsl, KOTOPBIM TPeOOBAJICS JOMOTHUTEIbHBIN KUCIOPO/I B KOIMYECTBE >6 JI/MUH IS
noanepkanus ypoBHs SpO2 >93%. [larueHTs! OBLTH PaHAOMU3UPOBAHBI B COOTHOIICHUH 2: 1
B TpYHNIbl, MOJIy4yaBIIME€ IO CJIENOM cxeme Jubo ToUmIn3ymad + peMaecuBup, Jubo
COOTBETCTBYyMOIIlee IuIanebo + pemaecuBup. Mccnenyemyro Tepamuio IMPUMEHSUIM B
KOMOMHAIIUM CO CTaHIApTHOM Tepanueld B COOTBETCTBUM C JOKAJIbHBIMH PYKOBOACTBAMH
(Hampumep,  TJIIOKOKOPTUKOCTEpOWAIbl,  MOAJAep)KuBaromias  tepanus).  Ilamuentsi,
pacnpeesieHHble B TPYIITY JIEYCHUS] KOMOMHAIMEeW TOUMIN3yMad + peMIeCuBUp, MOTyYUIH
0/IHYy MH(]Y3HIO TOIMIM3yMabda B 103€ 8 MI/KT, TP MakCUMabHOM 103¢ 800 MTr, a aIrMeHTHI,
pacripesielieHHbIe B IPYIIIY JeUeHUs] KOMOMHAIMeH ianedo + peMaecuBup, MOTY4YUiIn OJIHY
uH}y3uro mianeto. B o6enx rpynmnax B cirydasx, eciau KIMHUYeCKHe NPU3HAKU WM CUMIITOMBI
YXYIIAJUCh WM HE YIy4IIAIWCh, MOIJIa OBITh BBEJEHA OJHA JOMOJIHUTENbHAs MH(Y3us
TouMaM3ymMabda mim miamnebo mo cienou cxeme, yepe3 8—24 vaca mocie nNpoBeJeHHs NepBOi
uHpYy3UH.

N3 649 mauueHTOB, KOTOpble OBUIM pPaHIOMHU3MPOBAHBI, aHAJIU3bl 3()(HEKTUBHOCTH ObUIN
nposeneHsl B nonynsun mITT, koTopast Bkirodana B ceds MalleHTOB, MOJYYUBIIUX JII000€
KOJINYECTBO Tolmauzymada/minanedo (430 mamueHTOB B Tpymnme JIeUeHUs KoMOWHarmen
Tomn3ymad + pemaecusup; 210 manueHTOB B Tpymie JiedeHHs KOMOHMHaIuen Iuianedo
+pemnecuBup). McxomHble aeMorpaduuecKue  XapaKTEPUCTHKH W XapPaKTEPUCTHUKH
3a00s1eBaHus OBLIM B 1IEJIOM cOaJIaHCUPOBAHHBIMU MEX 1y IPYIIIaMy Tepanuu. st nonyssinuu
mITT B menom (n=640) Ha MOMEHT paHAOMM3AIIMU MeAuaHa Bo3pacTa cocraBisia 60 jeT
(mmamazon: ot 20 1o 93 net, mpu 3ToM 38,3% nanueHToB ObUTK B BO3pacTe 65 JIeT Uik CTaplIie);
63,3% manueHToB ObUIM MYXKCKOro momna, 51,6% manueHToB OBUIM HCMAHCKOTO WIIH
JATHHOAMEPUKAHCKOTO ATHUYECKOTO MPOUCXOXKACHUs, 67% NaIlMEeHTOB NpUHAUIekKATU K
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eBporieouHod  pace, 10,9%  manueHTOB 61;1)11/1':“'%gﬁ%ﬁ%e]EwﬁH'::ﬁ:e-lr_ﬁ'c)';/lfﬁgl%f'l

pacel/adpoamepukaniiaMu u 3,4% MaMEHTOB ObUIM MPEACTABUTEISIMU MOHTOJIOUIHON PaCh.
Ha ucxonnom ypoBHe 6,6% ManneHTOB MOTyYaid HU3KOMOTOUYHYIO KUCIOPOIHYIO TEpaIlnio,
79,8% mnanueHToB HaxoAWiIUCh Ha HenHBasuBHOW VMBJI miau mosyyanu BBICOKOIIOTOYHYIO
KHUCIOpoHYyto Tepanuto U 13,6% mnamnuentoB Haxoaunuch Ha umHBasuBHoW MBJI. Menuana
BPEMEHH C MOMEHTa BO3HUKHOBEHHUS CUMITOMOB cocTaBisuia 8 nHeil. Ha ucxoqHom ypoBHe
OOJBIIMHCTBO MAIMEHTOB MOJIyYaldd TIOKOKOpTUKOcTepouasl (84,2% BO Bcex TIpymmax
TEepanuu B COBOKYMHOCTH). 3HaueHUs MeauaHbl (nuana3zoH) ypoBHs CPb u deppurtuna
coctaBsu 98,20 mr/i (1,3-418,3) u 2,13 nmons/ma (0,1-30,8), coorBercTBerHHO. Hanbomee
YaCTHIMH COMYTCTBYIOIIMMHE 3a00JIeBaHUSMHU ObUTH apTepuasibHas rurepter3us (61,7%),
caxapHslif 1uadet (39,5%) u oxupenue (27%).

[lepBruHOl KOHEYHOW TOYKOM 171 OUEHKU APGPEKTUBHOCTH OBLIO BpeMs C MOMEHTa
paHIOMU3alIMK 0 BBIMMUCKH U3 CTAllMOHAPA JINOO «TOTOBHOCTH K BBIIKUCKE» 3 MEPUOJ 10 JHS
28. He OBLIO BBISBICHO CTATUCTHUYCCKH 3HAYMMOUN DPA3HUIBI MEXIY TPYIIIAMH TEPAIVH B
OTHOIICHUH BPEMEHU JI0 BBIMMCKU U3 CTAIIMOHApPa JIUOO «TOTOBHOCTHU K BBITIHCKE» 32 MEPHOJT
1o nusa 28 (orHomenue puckos: 0,965 [95% U: ot 0,78 no 1,19]) unu BpemeHu 10 Havasga
ucnonb3zoBanus UBJI unu cmeptu 3a nepuoy 1o ans 28 (otHomenue puckos: 0,980 [95% JIU:
or 0,72 mo 1,34]).

[TokazaTenb cMepTHOCTH Ha JieHb 28 coctaBisul 18,1% B rpyrre, noixy4yaBiiei TOUIN3ymMao,
B cpaBHeHuu ¢ 19,5% B rpymnme, monydaBiiei Turane0o (B3BEIICHHAs pasHHIA (Tpyrmma
Toruiandymaba — rpymmna miane6o): -1,3% [95% HAU: ot -7,8 mo 5,2%]). Ilokazarens
CMEpPTHOCTH Ha JieHb 60 cocTasisin 22,6% B rpymnie, noiay4abiieil TOIUIN3yMad, B CpaBHEHUN
¢ 25,7% B rpynne, mony4aBiieil miamne0o (B3BelIeHHAas pa3HMIA (Tpynna TOIMIN3yMada —
rpymnmna mianeto): -3,0% [95% JAU: ot -10,1 no 4%]).

Memaananuz no pezyromamam ucciedosanuit. RECOVERY, EMPACTA (uccredosarnue
ML42528), COVACTA (uccredosanue WA42380) u REMDACTA (uccredosanue WA42511)
0I5l NAUUEeHMO8, NOJAVYABUUX MEPAnuio CUCMEMHbIMU _2IIOKOKOPMUKOCMEPOUOAMU _HA
UCXO0OHOM YPOBHE

Meraananu3 Ha ypOBHE HCCJIENOBaHUI ObUI MPOBEIEH IO pe3ynbTaraM 3 HcClel0BaHUI

komnanuu Pomr 1 uccnenoBanuss RECOVERY. lns kaxmaoro mcciemnoBanus Oblla BBEJICHA
OLICHKA OTHOILUEHHUS PUCKOB I BPEMEHM IO MOMEHTa CMEPTU 3a IEpHUOA OO0 OHSA 28 B
NOArPYNIE MAlMEHTOB, MOJYYaBIIUX CHUCTEMHBIE KOPTUKOCTEPOHMABI HA UCXOAHOM YpPOBHE
(Tormnm3ymab: 597 mauueHToB, u mianebo: 313 nanueHToB U3 UcclieA0BaHUM KomMmanuu Porr;
Tounan3ymad: 1664 manueHta, W cTaHgapTHas Tepanus: 1721 mamueHT W3 HCCIeIOBaHUSA
RECOVERY).

KomOuHMpoBaHHBIM TMOKa3aTenb OTHOLICHHS PHUCKOB YKa3blBal Ha TO, YTO TEpamus
tounaudymabom (N=2261) npuBoaniIa K OTHOCUTEIBHOMY YMEHbIIEHHIO Ha 19% pucka
cMmepTH 3a nepuoA a0 aHs 28 (otHomenue puckos = 0,81; 95% JIU: 0,72, 0,90; p=0,0002) B
CPaBHEHHUH CO CTaHAapTHOU Tepamnueii (N=2034).

Pucynok 1. Metaanann3 BpeMeHU 10 MOMEHTA CMEPTH 3a MEPUOJI 10 JHS 28 B CyONONMyJIALNN
MAlAEHTOB, II0JIy4aBIINX KOPTUKOCTEPOUIbI HA UCXOJHOM YPOBHE.

HUccnenosanue |Becero |n CT n TL3 \% B nmons3y OTtHo1eHue
ciay4yau ciy4yau puckoB [95% U]
cmept (%) cmept (%) I3 CT

35



COOTBETCTBYET 3KCTMEPTHOMY OTYETY
oT 01.11.2025 N2 27457

(AOCHERCBATENBHDC To 0004

WA42380 97 41 12 (29,3%) |56 14 (25,0%) 16,38 : 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 10,70, 0,89]

OOBpenvHEHHBIE Pe3yNbTAaThl (MOIENH C (HUKCHPOBAHHBIMU A(PQEeKTaMHu, 0,81 10,72, 0,90]

3Hauenue p =0,0002) bl

Iereporennocts: (Q = 1,2388, df = 3, p = 0,7437; 12 = 0,0000%, H? = |

0,4129) 05 1 152

OtHomenne puckoB Kokca s uccnepoBanuit kommanum Pomr. Jlorpanroseiii mokazarens O-E s
uccnenoBanusi RECOVERY, B kotopom 3nauenne OP 6b110 Beruucieno nyteM npunatus In(OP) pasasiM (O-
E)/V npu HopmanbHO# aucnepcuu 1/V.

Monens ¢ pukcupoBaHHEIMEU 3 dekramu, B koTopyro In(OP) 611 BKITFOUEH B KadecTBE OTBETAa M V — B Ka4eCTBE
BECOB ]I OLICHKH 00beAMHEHHOTO 3 ekTa.

CT = cranpaptHas tepanus, TL[3 = Tormmnmuzymad

HcrouHuk naHHBIX KOMIaHuu Pomr:

root/clinical_studies/R04877533/share/pool_COVID19/prod/outdata_vad

CBI]

OddextuBHOCTh mpemapaTa TomwmM3yMad B kadectBe Ttepanuu CBIl onenuBaim B
PETPOCIIEKTUBHOM aHAJM3€ JNAHHBIX KIMHUYECKHX HCCIEIOBAHUN mpemnapaTtoB T-KIETOK ¢
XUMEpPHbIMU aHTUTeHHbIMH peuentopamMu (CAR), a WMeHHO TuUcareHiexiennena u
aKkcukaOTareHa IwIoNeiliena, KOTOpble NPUMEHSUIUCh JJIS JIEYEHUs T'eMaTOJOTHMYECKUX
HOBOOOpa3zoBaHuil. [TanmeHTsI moayvanu Toumnmusymad B go3e 8 Mr/kr (12 Mr/kr y naiueHToB
¢ Maccolt Tena <30 Kr) B KOMOMHAIIMY C BBICOKOM 70301 TITIOKOKOPTHUKOCTEPOUJIOB MK 0e3
Hee B KauecTBE Tepaluu TSKEIoro UM xusHeyrpoxaromero CBLI; B aHanu3 OblT BKIIIOYEH
tosibko mepBbii snu3zox CBILI. [lomynsuus nns oueHkd 3(QQGEKTUBHOCTH B TpyIIe
TUCAreHJeKeena pxmoydana 28 MyX4uH U 23 KeHIIUHbI (Bcero 51 manueHT), MeanaHa
Bo3pacrta coctaBwia 17 net (amanason: 3-68 ner). Menuana Bpemenu ot Hayana CBIL] no
BBEJICHHUS TTEPBOM /10361 TOLMIIM3YyMa0a coctaBmiia 3 qus (nuana3oH: 0-18 mgueit). Paspemienue
CBIl ompenensnoch Kak OTCYTCTBUE JIMXOpPaJKM M HEOOXOAMMOCTH IPUMEHEHHS
BA30MPECCOPOB, KAK MUHUMYM, B TeueHue 24 yacoB. [laliMeHTOB cuuTany OTBETUBIIUMH Ha
tepanuto, ecan CBIL paspemancs B Teuenue 14 nHeil mocie BBeAeHMs NEpBOMl MHDY3UH
Touuan3ymada, eciiu norpedoBasioch He Ooiee, ueM 2 UHPY3UU TOLMIM3yMaba, U B CIIydae,
€CITi He MOTPeOOBAIIOCH NMPUMEHEHHS KaKUX-THOO JPYTUX IMPernaparoB, 3a HCKIIOYCHUEM
mpernapara TOIIn3yMada U TIIIOKOKOpTUKOCcTeponioB. Y 39 manuentoB (76.5%; 95% JIU:
62.5%-87.2%) ObLT TOCTUTHYT OTBET. B He3aBHCHUMON TpyIie akcuKadTareHa IIoseiiena,
BKJTFOYaBIIei 15 maruenTtoB (nuama3on: 9-75 ner) ¢ CBII, y 53% manueHToB ObUT TOCTUTHYT
OTBET.

CTH

Knunuyeckas sghghexmusnocmo npu nfOUA

OtBetret AKP3o, AKPso, AKP70, AKPgo Obt mmostyuensr y 89,4%, 83,0%, 62,2% u 26,1%
MaIyeHToB, cCOOTBeTCTBeHHO. Jloisa marnenToB ¢ otBeToM AKP3o, AKPso, AKP7oHa 40 Henene
Tepanuu OTHOCUTENIBHO MOKa3aTesield Ha Havano Tepanuu coctaBuna 74,4%, 73,2% u 64,6%,
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(MOCNEQOBATENEHOCTE 0004)

COOTBETCTBCHHO.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Knunuyeckas sghghpexmusnocmo npu cFOHUA

D¢ heKTUBHOCTh TOIMIM3yMada s JedeHus: aktuBHOro clOMA n3yuanacek B 12-HeneabHOM
PaHIOMHU3UPOBAHHOM, IBOWHOM CJICTIOM ILIaIie00 KOHTPOJIUPYEMOM IIEPHOJIEC UCCIEAOBAHUS C
2 mapauienbHbiMU Tpynnamu. Ha 12 Henmene monst manueHntoB, pocturmux orBeta AKP3o,
AKPso, AKP70, AKPgo mpu FOUA, Takxke Obuta OOJIBIIIE B TPYIINE TEPAHH TOIMIH3YMaOOM,
yem B rpynne miane6o: 90,7% B cpaBuenuu ¢ 24,3%; 85,3% B cpaBuenuu ¢ 10,8%; 70,7% B
cpaBuenuu ¢ 8,1%; 37,3% B cpaBHenuu c 5,4%, coorBerctBeHHo (p <0,0001). OtBer Ha
TEPaIuI0 COXPAHSIICA U B OTKPBITOM PACHIUPEHHOM MEPUO/IE UCCIICTOBAHUSA.

Cucmemnvie 3¢hhexmol

VY 85% manneHToB, UMEBIINX UCXOIHO JIMXOPAIKY, uepe3 12 Hepenb Tepaniy TOMIN3yMadoM
JMXOpaJKa OTCYTCTBOBajJa IO CpaBHEHUIO C¢ 21% mnanuMeHToB, MmosiydyaBlIMX Iuianedo (p
<0,0001). Kpome Toro, y 64% naiueHToB, UMEBIINX CHIITb UCXOJIHO, yepe3 12 Hepenb Tepanuu
TOIMJIN3YMabOM ChIIb OTCYTCTBOBaja MO cpaBHeHHIO ¢ 11% manueHToB, MOMyYaBIIUX
miane6o (p=0,0008).

Habmomanock 3HaunMo€ CHIKEHHE WHTEHCUBHOCTH OOJIEBOTO CHHJIIpPOMA B TPYIIIE TEPaIuu
TOIMIN3YyMaObOM M0 CpaBHEHHIO ¢ Ianebdo Ha 12 Hemene. CKOPpEKTUPOBAHHOE CpeaHEe
W3MEHEHHE OIICHKM O00JM Mo Bu3yaibHOW aHajoroBod mikaie (BAIIl) mocie 12 Henmenb
Tepanuu

tormianzymabom cootBerctBoBasio 41 myHkTy (oT 0 10 100 myHKTOB) MO cpaBHEHHIO C 1
NYHKTOM Yy TAalueHToB, mnoiy4yaBmwmx Iutanebo (p <0,0001). Cucremubie 3¢ ¢deKTs
COXPaHSUIUCh U B IMIPOAOIIKAIOIIEMCS] OTKPBITOM PACIIMPEHHOM IEPUO/IE UCCIIeI0BAHMUS.

Cruoicenue 003bi ZJZIOKOKOHmuKOCWleDOZ/laOG

VYV 8 u3 31 mauuenTa B rpynne mianedo u y 48 uz 70 mauMeHToB B rpymnmne TOUMUIM3yMada,
MOJTYYaBIINX TIOKOKOPTUKOCTEPOU I UCX0IHO, Habmonancst otBeT AKP7o mpu FOUA Ha 6
wiu 8§ Henene, 4To MO3BOJWIO CHU3UThH 03y TIIIIOKOKOpTHKOocTepouaos. IIpu stom 24%
NalMEeHTOB B IpyIe Touuan3yMmada u 3% mannueHToB B TPYIIIE M1alned0 CMOTIIM CHUZUTH 103y
[JIFOKOKOPTUKOCTEPOUI0OB Kak MHUHMUMYM Ha 20% 0e3 MOCeqyIomero CHUKEHHsI 4acTOThI
orsera 1o kpurepusiMm AKPzo npu FOMA mny BO3HUKHOBEHUSI CUCTEMHBIX MPOSABIECHUN K 12
Henene (p=0,028). CHuxeHne 1035l MIIOKOKOPTUKOCTEPOUIO0B MPOIOJIKHUIIOCH, TIPU 3ToM 44
MalydeHTa He TOoJydald TJIIOKOKOpTUKocTepouabl Ha 44 Hemenme, u otBethl AKP He
W3MEHSITUCH.

Hoxazamenu kayecmea dcu3Hu

Ha 12 Henene mons manMeHTOB B TPYIIE TOUUIN3yMa0a, TEMOHCTPUPYIONIUX MUHUMAIIbHOE
KJIIMHUYECKH 3HAYUMOe yirydineHue nokasarens no onpocHuky CHAQ-DI (onpenenennoro kax
CHIDKEHUE UHANBUIYabHOTO o0mero 6amna Ha >0,13), Obuta 3HAUUTENBHO BBIIIE, Y€M JIOJIS
nanueHToB B rpymme mianebo — 77% B cpaBHenun ¢ 19%, coorBerctBenno (p <0,0001).
OTBETBI COXPAaHSJIUCh W B TPOAODKAIOIIEMCS OTKPBITOM PACIIUPEHHOM  IEPHOJIE
HCCIICTIOBAHMSI.

ﬂa6opam0pﬂb1e nokaszamenu

HcxonHo y 67% nanueHToB U3 IPYyMIbl TOHWIN3yMala cojepKaHue reMorio0nHa OblTo HUXKe
HOpMasIbHOTO auanasoHa. ¥ 80% u3 3Tux marueHToB Ha 12 Hesene HaOI0anoch yBEIHUYCHHE
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reMorja00uHa B MpeeIax HOPMaIbHOrO AUana3oHa 1o CH;H{:EI;%Q"C' %T&HEQ-*T&)BTE_'I‘H)VIIII e

wiane6o (p<0,0001). ¥ 88% mnammeHTOB W3 TpyNIbl TOIMWIN3YyMada, MMEBIIUX HCXOJIHO
CHI)KCHHOE COJIep’KaHue TeMOrIOOMHA, ero ypoBeHb yBenmuwics Ha >10 /1 k 6 Henene, B
rpymre miane0o yactota nosbiieHus cocrasuia 3% (p <0,0001).

JloJis malMeHToB, HMEBIIMX HCXOTIHO TPOMOOIIMTO3 U Y KOTOPBIX Ha 12 Hexesne HaOII0AaI0Ch
HOPMAJIBHOE YMCIIO TPOMOOIMTOB, ObLIA BBIIC B TPYIE TOLHMIM3yMala 10 CPaBHEHHIO C
rpymnmo# mianedo — 90% B cpaBuenuu ¢ 4% (p <0,0001).

[Tocne BBeaeHuss Touuauzymada MPOUCXOAMIIO OBICTPOE CHUXKEHUE CpEIHUX 3HaueHUM
octpodazoBsix nmokasareinei: C-peaktuBHOro 6enka, COD U CBIBOPOTOYHOTO aMuiionia A.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

dapMaKOKHHETHKA mperapara XapaKTepU3yeTcs HEJTMHCWHBIM BEIBE/ICHHECM,
MIPEICTABIISIFOIIIMM KOMOWHAITMIO JTMHCWHOTO KIMPEHCa U BhIBEICHUS 110 Muxasnuc-MeHTeH.
Henuneiinas 4acTh BBIBEICHUS TOLMIM3yMala MPUBOAHMT K Ooyiee YeM 10303aBUCHMOMY
YBEJIIMUEHUIO IKCITO3UITMU. DapMaKOKMHETHYIECKIE ITapaMETPhl TOIMIN3yMa0a He MEHSIOTCS
C TCUCHHEM BpeMeHH. Tak Kak OOIIMH KIMPEHC 3aBUCUT OT KOHIICHTPALUHU TOIMIIN3ymMala B
CBIBOPOTKE, TIEPHO/T MTOJTYBBIBEICHHUS (t1/2) TOMMIN3YMa0a TakxKe SBJIACTCS 3aBUCUMBIM OT €T0
KOHIICHTPAIlM! U MOXET OBbITh PAacCUUTAH TOJBKO MPU HAJIUYUU 3HAYCHHS CHIBOPOTOYHOM
KoHIeHTpanuu. [lonymsiimonubii ®K  aHanu3, npoBeIeHHBIH BO BCEX MOIMYISAIUSIX
MAIMEHTOB, HE BBIIBWJI CBS3M MEXKIY KKYIIUMCS KIMPEHCOM WM HAIUYHEM aHTHTEN K
TOIMIIN3YyMaO0y.

PeBMaTOUAHEIN apTPUT

OK tornunuzymaba conocTaBuMa y 3J0pOBbIX JOOPOBOJIBLIEB U MALUEHTOB ¢ PA.

Tabmuua 4. IIpornosupyemsie cpenuue ®K nmapamerps! (+ crangaptHoe oTkioHeHHe, CO)
TOLMJIN3YyMa0ba MpU paBHOBECHOM COCTOSTHUM y AlIUEHTOB ¢ PA

Mapamer 4 mMr/kr 8 mr/kr
P P 1 pa3 B 4 Hegean 1 pa3 B 4 Henean

MaxkcumanbHast KOHIICHTpPAIIHS, 23.8 + 23.1 182 + 50.4
(Cmax), MKT/MIT ’ ’ ’
MunHuManbpHas KOHIICHTpAIIHS, 05415 159+ 13.1
(Ctrough), MKT/MIT ’ ’ ’ ’
Cpenusisi  koHueHTparyst  (Crmean), 178461 56.6+ 193
MKT/MJT ’ ' ’ ’
KymynsituBHas Cmax 1,01 1,09
KymynsituBHast Cirough 2,62 2,47
KymynsatuBHast Cmean WM IUIOIIA/1B
moJg  KPUBOM  «KOHIIEHTpALMs- 1,09 1,32
Bpemsi» (AUC,)*

*T—Ha MPOTAKCHUU 4 HCICIIb

[Tpy BBICOKMX 3HAUEHUSX KOHIICHTPALMHU TOLMIM3yMaba B CHIBOPOTKE JMHEHHBIA KIMPEHC
npeoOiagaeT Haj OOIMM KIMPEHCOM TOLMIIM3yMala, U KOHEUHBIH MEepHO/ MOJTyBBIBEACHUS
coctaBiseT npubmmsuTensHo 21,5 nHell (Ha OCHOBE NPUOTU3UTENBHBIX IapaMeTPOB

38



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 01.11.2025 N= 27457

MONYJISIUA TaeHToB). B To Bpemst kak 1iocie BI&%EME;J&EEH&E(E%Q @F}m{x

JI0303aBUCUMO YBEITUIMBACTCSI MEXTY J103aMU 4 MT/KT U 8 MI/KT Kaxble 4 Helenu, OoJiee 4emM
no303aBucuMoe yBenudeHne HaOmonanoch i Cmean U Cirough. B paBHOBECHOM cocTOSHUM
3HaueHUS Cmean B Cirough Ob1TH B 3, 1 32 pa3za BblIIIIe IPU MPUMEHEHUH TOIMIH3yMada B 03¢ 8
MT/KT TIO CPaBHEHHIO C 70301 4 MI/KT, COOTBETCTBEHHO.

Koadpurmentst HakomieHUus AUC u Cmax TOCTIE MHOTOKPATHOTO TPUMEHEHUS TOIMIH3yMata
B 103aX 4 MI/KT ¥ § MI/KT Kaxable 4 Hepenn ObUIM HUXKE, YeM KOA(P(PHUIIMEHTH HAKOTUICHHS
Ctrough (2,62 u 2,47), Gnaromapsi yd4acTHIO HEIMHEWHOTO KIMpPEHCAa MpU Oojee HHU3KUX
KOHIICHTPALUIX TOLMIN3yMala.

Bonee 90% paBHoBecHOTO cocTOsiHUS TPU Cmax JJOCTUTAETCs TOCe epBoii B/B HHQy3uu; 90%
paBHOBecHOE cocTosiHUE ITPU AUC: 1 Cmean JOCTUTAETCS IIOCIIE IEPBOM U TPEThEH B/B MHDY3HH
TOIIIIN3YMa0a B 103€ 4 MI/KT B 8 MI/KT, COOTBETCTBEHHO; MpUOIM3uTeIbHO 90% paBHOBECHOE
cocrosire pH Cirough TOCTUTAETCS TOCIIE YETBEPTON B/B MH(Y3UH TOLMIN3yMa0a.

Macca Tena siBIsieTcs 3HaYMMBIM (akTopoMm, BiustommM Ha @K Toumnmmsymaba. [Ipu B/B
WH(Y3UH, PACCUNTAHHOH B MT Ha KT MacChl Tejla, y naueHTa ¢ maccoi tena >100 kr oxxugaercs
0oJsiee BbICOKasl Cpe/iHAs HKCIO3ULUS B PABHOBECHOM COCTOSIHUU IO CPAaBHEHHUIO CO CPETHUM
3HAYCHHUEM B TOMYJISIMH ManueHToB. TakuM 00pa3oM, He pEKOMEHIYETCsl yBEITMUYEHUE JT03bI
npemnaparta Boiiie 800 Mr Ha oJIHY MH(Y3HIO y MAlIUEHTOB ¢ Maccoi Tena >100 kr (cM. pazaen
«Pexum n03upoBaHus U CrIOcO0 IPUMEHEHUSAY).

INonnapTUKYIAPHBINA FOBEHUIBbHBIA MINONATHYSCKUH apTPUT

[Tocne BHYTPUBEHHOrO MpUMEHEHUs npuomu3uTeabHo 90% paBHOBECHOE COCTOSTHUE
JIOCTUTaeTcs K JIBeHaAAaTON Hezese npu BBeaeHUH B fo3e 10 mr/kr (macca tena <30 Kr) u K
HIECTHAIIATOM HeJele pU BBeIEHUH B J]03€ 8 MI/KT (Macca Tena >30 Kr).

Ta6muma 5. [Ipornosupyemsbie cpeanue OK mapamerpsr (= crangaptHoe otkionenue, CO)
TOIMIIM3yMaba MpH paBHOBECHOM COCTOSIHUU y TarueHToB ¢ NFOUA

8 mMr/kr 10 mr/kr
IMapameTrp Toumanzymada 1 pa3 B 4 Hegean 1 pa3 B 4 Henean
(macca Tesa >30 Kr) (macca Tesa <30 Kr)
MaxkcuManbHasi KOHIIEHTPALIUS 1834423 168 + 24.8
(Cmax), MKT/MT
MunuManbHas KOHIEHTpAIUs 6.55 + 7.3 1,47 + 2,44
(Ctrough), MKT/MIT
Cpenusist konteHTpaust (Cmean), 024134 31,6 +7.84
MKT/MJI
KymynsituBHast Cmax 1,04 1,01
KymynsituBHas Cirough 2,22 1,43
KymynsatuBHast Cmean WM TUIOIIAb
MO0/ KPUBOM «KOHILIEHTpalUs- 1,16 1,05
Bpemsi» (AUC,)*

*T—Ha MPOTAKCHUU 4 HCICIIb

CHucTeMHBIN I0BEHWILHBIA HIMONATHYECKUNA apTPUT
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[Tociie BHYTPUBEHHOTO NPUMEHEHUS an6nH3HTenL%':':§a‘§)J'% BHoBetROE “dottosntte

JIOCTUTAETCS K BOCBMOM HeJlelne Mpu BBEACHUH B 03¢ 12 Mr/kr u 8 Mr/kr 1 pa3 B 2 HelenH.

Ta6muma 6. [Iporaosupyembie cpeanue ®K mapamerpsl (= crangaptHoe oTkioHeHHEe, CO)
TOIMIIN3yMaba MpY paBHOBECHOM COCTOSTHUU Y MariueHToB ¢ ctOUA

8 Mr/kr 10 mr/kr
ITapameTp TouaIu3zymada 1 pa3 B 2 Henesn 1 pa3 B 2 Henesu
(macca Tesa >30 kr) (macca Tesa <30 Kr)
MakcumanbHass KOHUEHTPaLUs 256 + 60.8 274+ 638
(Cmax), MKT/mit
MuHuManbHast KOHIIEHTPALIHS 69.7+29.1 68.4 + 30,0
(Ctrough), MKI/MJI
MKI/MII
KymynsituBHas Cmax 1,42 1,37
Kymynstusnas Cirough 3,20 3,41
KymynsatuBHast Cmean WM TIOIIAH
IOJT KPUBOH «KOHIICHTPAIINS- 2,01 1,95
Bpems» (AUC,)*

*T — Ha IPOTSHKCHUU 4 HEJICTb

O®K napameTpsl TolMIM3yMada y HallMeHTOB B BO3pAcTe A0 2-X JeT ObUIM conocTaBuMbl ¢ PK
napaMeTpamMM y MalMeHTOB cTapiie 2-X JIeT ¢ Maccoil Tena <30 Kr mpu BHYTPUBEHHOM
OpUMEHEeHHUH Tolnzymada (B 1o3e 12 MI/KT Kakple 2 HeJlenH).

COVID-19

dapMaKOKMHETHKY TOIMM3ymMadba y B3pocibsix mnarueHToB ¢ COVID-19 onenuBamu B
uccnenoBanmsix WA42380 (COVACTA) u CA42481 (MARIPOSA) mnocpenctBom
MOMYJSIIIMOHHOTO  (hapMaKOKMHETHYECKOrO aHalu3a, B KOTOpBIA ObUlo BKIOYeHO 380
B3pOCIIbIX MalMeHTOB. [lanueHTsl Monydanu OAHY WM JABE BHYTPUBEHHbIE WHQY3UU
ToIMIM3yMaba B 103€ 8 MI/KT, KOTOpbIE BBOJWIM C MHTEPBAJIOM, KAK MUHUMYM, 8 4acOB.

Tabnmuna 7. Pacuetnsie cpegnue (+CO) ¢dapMaKkOKHHETHYECKHE MMapaMeTphl TOCTe
BHYTPUBEHHOTO BBEACHHSI TOIIMIIN3yMada B 103€ 8 MI/KT

8 Mr/kr
ITapamerp
Opana g03a JIBe 1035l
MakcumanbHas KOHIICHTPALUs
(Cmax), MKT/Ma 154 (34,9) 296 (64,7)
Konnenrpanus Ha 28 1eHb (Crem28), 0,034 (1,93) 5,04 (8.5)
MKI/MII ' ' , )

B xome mnomynsauuoHHOro (apMakKOKMHETHMUECKOTO aHajiu3a Macca Tela U TSKECTb
3a00s1eBaHUs ObUIN OINIPEJIENIEHbl KaK 3HAYMMbIE KOBAPHATHI, KOTOPHIE OKA3bIBAIOT BIUSHHUE HA
(dapMakokuHeTUKY Tolmiuzymaba. [Ipu pexxume a03MpOBaHMS TOIMIU3ymMadba 8§ MI/KT U
MakcuMaibHOU 10301 800 Mr B paMkax OTAENbHOM Kareropuu nopsaxoBod mkansl (I1LI) mo
CpPaBHEHHUIO C MAIMEHTAaMHU CO CpeAHell Maccoil Tena 80 Kr y MalMeHTOB ¢ Maccol Tejla MEHee
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60 kr 3xcro3uims 6buia Ha 20% Hike. DKCIO3ULUS YV Hd%ﬁTl@%%@é@nggﬂ%bgéé 106 %r

COOTBETCTBYET ZKCNEPTHOMY OTUETY

HAaXOJIUJIACh B TOM K€ JUAINa30HEe IKCIIO3UIINI, YTO U Y MAIMEHTOB CO cpeiHel Maccoii Tena 80
kr. Jlig manuenta ¢ Maccod Tena 80 Kr SKCMO3UIIMS CHHXKANACh C YBEJIMYEHHEM TSHKECTH
3a0osneBaHus, M Kaxaou mnocnenyromei kareropuu I, skcro3uiivs cOOTBETCTBEHHO
cHmxkanach Ha 13%.

Pacopenenenue

[Tocne BHYTPUBEHHOTO BBEJCHMS TOLMIM3yMal mpeTepreBaeT AByX(a3HOEe BBIBEIECHUE U3
CHCTEMHOT'0 KPOBOTOKA. Y TALMEHTOB C PEBMATOHMJHBIM apTPUTOM LEHTPAIbHBIA 00BEM
pacmpezeneHus cocTaBisier 3,5 11, nepudepudeckuii 00beM pacipeesieHus cocTasisier 2,9 i,
a 00beM pacrpe/ie]IiCHUs B yCTOWYMBOM COCTOSIHUM COCTaBIseT 6,4 1.

V nereii c nfOUA neHTpansHbiii 00beM pactipeneneHus cocraiser 1,98 i, mepudepudeckuii
00BeM pacrpeneneHus coctaisier 2,1 1, a 00beM pacnpeiesieHus: B yCTOHYMBOM COCTOSIHUN
coctaBisieT 4,08 1.

V neteii c cFOMA nenTpanbHbIii 006eM pactpeaeneHus coctasisieT 1,87 i1, mepudepudeckuit
00beM pactpeseneHus coctapiset 2,14 i1, a 00beM pacnpeiesieHus B YCTOMYHBOM COCTOSTHUT
coctasisieT 4,01 .

VY B3pocnbix mamueHToB ¢ COVID-19 o0bem pacmpeneneHus B LIEHTPaIbHON Kamepe
cocrapisieT 4,52 11, B nepudepuaeckoit kamepe — 4,23, Takum 00pa3omM, 00beM pactpeieIieHuUs
cocTaBisieT 8,75 1.

OIUMUHAINS

OO0umwmii kupeHc TounIu3ymada 3aBUCUT OT KOHIEHTPALUMU U MPECTaBIseT COO0H CyMMy
JUHEHMHOr0 M HENMHEWHOro KiupeHca. JIMHeHHBI KiaupeHc coctaBiser 12,5 mu/a y
narueHToB ¢ PA, 5,8 mn/u y nereit ¢ mfOUA u 5,7 mn/a y nereii ¢ ctOMA. Henuneitasiii
KIIMPEHC, 3aBUCSIIMKA OT KOHIEHTpAlMh, HMEET HauOoJbllee 3HAU€HHWE IPU HU3KHUX
KOHIEeHTpauusax Touunuzymada. I[lpu Oosiee BBICOKMX KOHIIEHTpALUSX TOLUMIM3yMada
npeobiiaaeT TMHEHHBIN KIUPEHC B CBSA3U C HACBIIEHUEM ITyTH HEJMHEHOro KiupeHnca. Tax
Kak OOMMH KJIMPEHC 3aBUCUT OT CHIBOPOTOYHOW KOHLIEHTPALMHM TOLMIN3yMala, Mepuos
NOJyBbIBeNIeHU (t1/2) TOUMIM3yMaba TakXkKe SBISETCS 3aBUCHMBIM OT €ro KOHIIEHTPALUU U
MOYET OBITh PACCUUTAH TOJBKO MPU HAIMYUU 3HAUEHUS CHIBOPOTOYHON KOHLIEHTPALIUH.

[Tpu PA 3aBuCHMBIN OT KOHLEHTPALMK KaXYIIUNCS t1/2 A TOLIMIN3yMaba B paBHOBECHOM
COCTOSIHUU B J103€ 4 MI/KI OJTUH pa3 B 4 HeZlenu cocTanisier A0 11 aHel, a ans ronunuszymada
B J103€¢ 8 MI/KT 0JiuH pa3 B 4 Hepenu — 10 13 quei. Ilpu BBICOKMX 3HAUEHHUAX KOHIIEHTPAILIUH
ToUMIM3yMaba B CHIBOPOTKE JMHEWHBIA KIUpPEHC MpeoliajgaeT Haja OOIUM KIHMPEHCOM
TouMaM3ymMaba, M KOHEUYHBIH ti12 cocTaBisier npuOiau3uTenbHo 21,5 nHelt (Ha OcHOBE
NPUOIU3UTENBHBIX TAPAMETPOB MOMYJISIUU TAllUEHTOB).

VY nereit ¢ nFOUA »>¢dexTuBHbIi ti2 TOIMIN3yMada B paBHOBECHOM COCTOSIHUU (MEXIy
BBEICHUAMU B J03€ 8 MI/KT JUId AeTeil ¢ Maccoi tena >30 xr uinn B go3e 10 Mr/kr 1 gereit
¢ maccol Tena <30 Kr B paBHOBECHOM COCTOSIHUHN) COCTaBIISIET 10 17 qHEH.

VY nereit ¢ ckOMA >¢dexTuBHbIN t12 TouMaM3ymMmada B PaBHOBECHOM COCTOSIHUU (MEXIY
BBCJICHHSAMU B J103¢ 8 MI/KT U 12 MI/KT) coCTaBiseT 10 16 qHEi.

VY B3pocnbix narueHToB ¢ COVID-19 chiBopoTOYHBIC KOHIICHTPAIMK OBLIM HUXE Tpeesia
KOJIMYECTBEHHOTO OIPEIeTICHHUS TI0 MPOIIECTBUH 35 AHEH (B cpeiHEM) TTOCIIE BBEICHUS OJTHOM
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CMEPTHOMY OTUETY

(dhapMaKOKMHETHYECKOM aHau3e cocTaBui 17,6 Mi/a y marueHToB ¢ kateropueii 3 TTHI (ITIT
3 — MaIMeHThl, KOTOPBIM TpeOyeTCs MOAASPKUBAIOIIAS TEPANUs KUCIOPOIOM) Ha UCXOAHOM
ypoBHe, 22,5 mu/u y nanuentoB ¢ kareropueid 4 I (mamueHTHI, KOTOPBIM TpeOyeTcs
BBICOKOIIOTOYHAsI KHUCJIOPOJHAsl Tepamusi WM HEUHBA3MBHAs BEHTWIALMS JIETKUX) Ha
HUCXOJIHOM YpoBHe, 29 Mi/4 y manueHtoB ¢ kareropuedt 5 [l (mamwieHTBI, KOTOPHIM
tpedyercs MBJI) Ha ncxomuoM ypoBHe, 35 Mi1/4 y marueHToB ¢ kateropueit 6 I (manueHTsl,
KOTOPBIM TpeOyeTcst IKcTpakopropaibHas MeMOpanHas okcureHarus (3KMO) unu UBJI u
JOTIOTHUTENIbHAS MOJIEPKKA OPTaHOB) Ha UCXOJHOM YPOBHE.

(DaDMaKOKI/IHeTI/IKa Yy 0CO0BIX T'pVYIIII ITAITMCHTOB

HduueHWlbl C NeYeHOYHOU HeOOCMamoO4YHOCbIO

CDapMaKOKI/IHeTI/IKa TOI_II/IJ'II/I3YM8.63 Yy MNanuceHTOB C MIEYEHOYHOM HEOOCTATOYHOCTBhIO HE
HU3ydaJiacChb.

HduueHWlbl C NOYEYHOU HeOOCMAmoOYHOCbIO

CrienanpHbIX UCCIEI0OBaHUN Y HAIIMEHTOB C IOYEYHON HEOCTATOUHOCTBIO HE IPOBOANIIOCH.
VY OonbIIMHCTBA MAIMEHTOB C PA, y4TEHHBIX B MOMYJISIHMOHHOM (DapMaKOKHHETHYECKOM
aHanM3e, Obula HOpMaybHas (QYHKIMSA I[MOYEK MM HapylleHHe (YHKUUHM II0YEK JIETKON
CTETIEHU TSKECTH, KOTOPOE HE BIHUIO Ha (papMaKOKMHETHUKY Tommiau3dymada. Koppekuun
JI03BI TOIMITH3yMa0a MarueHTaM ¢ HapylIeHHeM (YHKITHH TOYEK JISTKOHM CTETICHH TSDKECTH He
TpeOyercs.

pyaue ocobwvie epynnvl nayuenmos

[TonmynsioOHHBIN (papMaKOKMHETUYECKHUI aHaIu3 y B3pOCIIbIX ManueHToB ¢ PA noka3zani, 4yTo
BO3pacT, MOJI U paca He BIUAIOT Ha (apMaKOKHMHETHKY Touuiauzymada. Koppexkuuu no3si
ToIMIN3ymMaba He TpedyeTcs.

dapmakokuneTrka npemnapara KoMmmiapeut

ConocraBumocts mpenaparoB Kommumapeit u pedepentHoro mnpenapata Aktempa (.
Xoppmann-JIs Pomr Jlta., HIseiinapus) mo mapamerpaM (apMakOKMHETHKH H3ydeHa B
uccienoBannu TZS-HVL-I (1 da3za) ¢ yuactuem 46 310pOBBIX JOOPOBOJBIEB, MOTYIHBIITNX
OJIHOKpaTHOE BHYTPHUBEHHOE BBeJleHHE Ipernaparta B jgo3e 8 Mr/kr. IlpoBeaeHHbIN aHanu3
MoKaszall, 9TO TPaHMIBI paccYuTaHHBIX JBycTopoHHUX 90% JIW mpemaparoB GNR-087 u

AxTtempa 110 BceM ocHOBHBIM DK -mmapamerpam (AUCo, AUCo.-.,, Cmax) TIOTHOCTBIO HAXOAUTCS

B JiMamma3oHe npu3HaHus skBuBaieHTHocTH 80,00—-125,00%.

VYuurtsiBas TaHHBIE TUTEPATYPHI, CBUAECTEILCTBYIOIINE O 3aBUCUMOCTH (DapMaKOKMHETHYECKIX
napaMeTpoB TOLMIM3yMaba OT Macchl Teja, ObUT MPOBEIEH B KayecTBE BCIOMOTaTEIbHOIO
ananm3 OK-napamerpos npenapatoB GNR-087 u AkreMpa Ha OCHOBaHMM HOPMaJIN30BaHHBIX
[0 YKa3aHHOMY [I0Ka3aTell0 3HAuY€HUN KOHIIEHTpAluu Ipernapara € LEIbI0 OLEHKU
YYBCTBUTEJILHOCTH MOJIYYEHHBIX PE3YyIbTATOB.

[TpoBenenuslii ananu3 mokasain, uto mo ocHoBHbIM ®K-napamerpam (AUCo+t, AUCo-, Cmax)
Ha OCHOBaHUHM HOPMAaJM30BAHHBIX [0 Macce Tejla 3HAUYCHWH KOHICHTpAIMU JJIsl TIPErapaToB
GNR-087 u Axrtempa rpanunsl 90% [l momHOCTBIO HAXOIATCS B JOMYCTHMBIX Mpeaenax
80,00-125,00% npu3HaHMS YKBUBAJICHTHOCTH.
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6. PAPMAIEBTUUECKHUE CBOMCTBA (MOCTIEQOBATENEHOCTS 0004

6.1. IlepeyeHb BCIOMOraTe/ibHbBIX BelIECTB

nosncopoat 80

caxaposa

muHaTpus ruapodocdara rogexaruapar
HaTpus quruapodocdara qUruapaT

BOJA JUIS HHBLEKIIUH.

6.2. HecoBMecTHUMOCTL

I[aHHBIfI HeKapCTBeHHBIﬁ npemnapar HE CJICAYyCT CMCIIMBATHL C APYrUMHU JICKAPCTBCHHBIMU
npenaparamu, 3a UCKJIKOUYCHUEM YIIOMAHYTBIX B pa3aciic 6.6.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

2 roga 6 mec.

ITpuroToBJIeHHBINA PaCTBOP

[TpurotoBneHHBI HHPY3MOHHBINA pacTBOp mnpenapara Kommnapelt pu3nyecku U XUMUYECKU
ctabunen B 0,9% pacTtBope HaTtpus xjopuaa B Tedenue 24 4 npu temnepatype 30 °C.

C MI/IKpO6I/IOHOFI/I‘leCKOﬁ TOYKHU 3PpCHUA HpI/II‘OTOBHeHHHﬁ pacTBOp JOJIKCH OBITH MCHOJIL30BaH
HEMCIJICHHO.

Ecnu mpemnapar He HCIONBb3yeTcsl cpaszy, TO BpEMS M YCIOBHSI XpPaHEHUS MPUTOTOBIEHHOIO
pacTBopa SBIJIAIOTCSI OTBETCTBEHHOCTBIO IOJIH30BATENsl U HE JOJDKHBI MPEBBILIATh 24 4 IpH
temneparype oT 2°C no 8 °C (XpaHUTh B XOJOJWJIBHHUKE) U TOJBKO B TOM Cilyd4ae, €Ciu
IIPUTOTOBJIEHUE PACTBOPA NMPOBOJWIOCH B KOHTPOJIUPYEMBIX U BAIMAUPYEMBIX aCENITUUECKUX
YCIIOBUSX.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NPH XPAHCHUHU

XpaHuTh npu Temieparype ot 2 10 8 °C B OpuruHanbHOM yrmakoBKe (Iauke KapTOHHON) s
3alUTHI OT cBeTa. He 3aMopakuBaTh.

VYcnoBus XpaHeHUs: IPUTOTOBIEHHOTO PAacTBOPA CM. B paszedie 6.3.

6.5. Xapakrep u cofepkaHue NEPBUYHOH YIIAKOBKH

ITo 4 mu (80 mr/4 mu),mmo 10 mut (200 mr/10 mor) umu o 20 M (400 mr/20 mit) Bo (iakoHBI U3
OecIBETHOTO cTeKJIa | THAPONIUTHYECKOTO Klacca, YKYIOPEHHbIE TPOOKaMu OpOMOYTHIIOBEIMU
¢ O0KaTKOW KOJITAYKaMU aTFOMUHHEBO-TIJIACTHKOBBIMU C KOHTPOJIEM TIEPBOTO BCKphITHSA. Ha
OOKOBYIO TOBEPXHOCTD KOJIMIAYKOB JIOITYCKAETCSI HAHECEHNUE HOMEpa CePHH «HH-0aITK».

1 ¢pnakoH ¢ mpenaparomM BMECTE C JUCTKOM-BKIJIJIBIIIEM - B MTAYKe U3 KapToHa. /|11 KOHTpOs
MEPBOr0 BCKPBITHSI KJIaNlaHbl MaYKu (PUKCUPYIOT STUKETKAMU CaMOKJIESIIUMUCS.

6.6 OcoOble Mepbl TNPEIOCTOPOKHOCTH MNPH YHHUYTOXKEHMH HCHOJIb30BAHHOIO
JIEKAPCTBEHHOr0 Mpenapata WIH OTX0A0B, TMOJYYEHHbIX MOCJde TNPUMEHEeHHSs
JIEKAPCTBEHHOI0 Mpenapara, u pyrue MaHUuMyJIsIiUU ¢ MPenapaTom

Becp ocraBmmMNCSA JIEKapCTBEHHBIM Ipemapar M  OTXOAbl CJIEAYeT YHUYTOXUTb B
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YCTaHOBJIECHHOM MOPSIKE.

“MEPTHOMY OTYETY

[IpuroToBaeHNE pacTBOpA JEKAPCTBEHHOIO IIperapara

Ipenapar KoMiuiapedT B JiekapcTBeHHON ¢opme 1 BHYTPHMBEHHOI0 BBeJeHHSI He
NnpeIHa3HAYeH s NOKO0KHOI0 BBeAeHus!

HOIIFOTOBKa Inpemnapara K BBEACHUIO JOJIKHA TPOBOAUTHCA B ACCIITUYCCKUX YCIIOBUAX.

[Tepen BBereHnEM HEOOXOIMMO OCMOTPETH IPUTOTOBICHHBIN PACTBOP HA IPEAMET OTCYTCTBHUS
IIOCTOPOHHUX YaCTHULl MU U3MEHEHHUS OKPACKHU.

CrnenyeT BBOJIUTH TOJBKO MPO3PAYHBIM WM ONAICCHUPYIOUIMI OECIBETHBIA WM CBETJIO-
JKENTBII pacTBOp 6€3 BUAUMBIX TIOCTOPOHHUX YACTHII.

Crenyer uCHONb30BaTh CTEPUIIBHYIO WIJIy W IUNPHUIL JJI IPUTOTOBJICHHS PacTBOpA IS
uH(y3ui npenapara Kommiapeir.

Kaxnpiii (h1akoH npeaHa3Ha4eH TOIBKO Il OJHOKPATHOTO MCITOJIb30BAHMS.

Ilayuenmur ¢ PA, CBL] u COVID-19

1. Paccumtarh KOIMYECTBO Npemnapara, HEOOXOAMMOe MJsi BBEACHHUS MAIHEeHTy (U3
pacuera 0,4 mut Ha 1 xr maccel Tena (0,4 Mi/kr)).

2. B acenTudeckux ycIIOBUSAX U3 HHPY3HOHHOTO (hiakoHa (makeTa), coaepxkamero 100 mi
0,9% pacrBopa HaTpus xjopuaa (pacTBOp JOJDKEH OBITh CTEPHIBHBIM |
anMpOreHHbIM), OTOOpPaTh OJHOPA30BBIM CTEPUIIbHBIM HinpuueM kojaudecTBo 0,9%
pacTBOpa HaTpus XJOpHJA, PaBHOE PACCUUTAHHOMY JUIs BBEICHMUS KOJINYECTBY
npenaparta Kommiapeir.

3. [lpyrum oJHOPa30BbIM CTEPUIIBHBIM IIIIPULIEM B ACENTHUECKUX YCIOBHX U3 (prakoHa
¢ npenapatoM KomrmiapeldT oToOpaTs paccunTaHHOE KOJMYECTBO Mpernapara U BBECTH
ero B uH(y3uoHHbIH (rakoH (maket) ¢ 0,9% pacTBOpOM HaTpus XJIOPHA; B pe3yJIbTaTe
00BEM MPUTOTOBJIEHHOTO PacTBOPa JOJHKEH ObITh paBHBIM 100 M.

4. Jlns mnepeMelIuBaHUS aKKypaTHO IepeBepHYTh (akoH (maker) Bo H30eKaHUE
NeHO00pa30BaHus.

Tayuenmwr ¢ nFOUA u cFOUA ¢ maccoii mena >30 ke

1. Paccunrarh KOIMYECTBO Ipemnapara, HEOOXOAUMOE [UIsi BBEJIEHHUS MalUEHTy (U3
pacuera 0,4 M Ha 1 kr maccel Tena (0,4 MIT/KT)).

2. B acenTudeckux ycJIOBUAX U3 HHPY3HOHHOTO (prrakoHa (TlakeTa), cogepxariero 100 v
0,9% pactBopa HaTpus XJjopuzaa (pacTBOp JOJDKEH OBITh CTEpUIIBHBIM U
anMpPOTeHHBIM), OTOOpPaTh OJHOPA30BBIM CTEPUIIBHBIM HimpuieM koiudectBo 0,9%
pacTBOpa HaTpus XJOpHJAA, PaBHOE PACCUUTAHHOMY JUIS BBEJCHHUS KOJINYECTBY
npenaparta Komrutapeir.

3. pyrum oJHOPa30BBIM CTEPUIIHHBIM IITIPUIIEM B ACENTHYECKUX YCIOBUAX U3 (IakoHa
¢ npenaparoM KomrapeldT oTo6paTh paccuuTaHHOE KOJIMYECTBO Mpernapara U BBECTH
ero B uH(y3uoHHbIH (rakoH (maket) ¢ 0,9% pacTBOpOM HaTpus XJIOPHIA; B pe3yIbTaTe
00BEM MPUTOTOBJIEHHOTO PacTBOPA JOHKEH OBbITh paBHBIM 100 mi1.

4. Jlna mnepeMelIrMBaHUS aKKypaTHO TIEpeBepHYTh (uakoH (maker) Bo wu30exaHue
NEHOO0Pa30BaHMUsL.

Tayuenmur ¢ nfFOUA ¢ maccoit mena <30 ke

1. Paccumtarh KOJWMYECTBO IIpemapara, HEOOXOAMMOE JJis BBEICHUS NaIUMeHTy (U3
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pacuera 0,5 mi Ha 1 kr maccel Tena (0,5 MI/KT)).

2. B acentuyeckux ycinoBusix U3 nH(GY3HMOHHOTO (uiakoHa (makera), coaepskamiero 50 mi
0,9% pactBopa Hartpus xjopuaa (pacTBOp JOKEH OBITh CTEPWIBHBIM U
AIUPOTreHHbIM), OTOOpaTh OJHOPA30BBIM CTEPUIIBHBIM IIIpHUIEM KoiaudecTBO 0.9%
pacTBOpa HaTpusi XJIOPUAA, PABHOE KOJMYECTBY, PACCUUTAHHOMY MJIsSi BBEICHHS
npenapara Komruiapenr.

3. Jlpyrum oJHOPa30BbIM CTEPUIIbHBIM IIIPULIEM B ACENTHUECKUX YCIOBUAX U3 (IakoHA
¢ npenapatoM KommiapeldT oToOpaTh paccuuTaHHOE KOJUYECTBO IIpenapara u BBECTH
ero B UH(Qy3noHHbIH (iakoH (makeT) ¢ 0,9% pacTBOpOM HaTpus XJIOPUAA; B PE3yJIbTATe
00BbEM IPUTOTOBICHHOT'O PACTBOPA AOJKEH OBITH paBHBIM 50 MII.

4. Jlna mepeMelrBaHUS aKKypaTHO TIEpeBepHYTh (¢uiakoH (maker) Bo wu30exaHue
NIeHO00pa30BaHuUs.

Tayuenmut ¢ cFOUA ¢ maccoti mena <30 ke

1. Paccuurarh KoOJMYECTBO Ipemnapara, HEOOXOJUMOE JUIsl BBEJIEHUS MalUEHTy (U3
pacuera 0,6 mut Ha 1 xr Maccel Tena (0,6 MII/KT)).

2. B acentunyeckux ycinoBusix U3 nH(GY3HMOHHOTO (uiakoHa (makera), cogepskamniero 50 mu
0,9% pactBopa Hartpus xjopuaa (pacTBOp JOJKEH OBITh CTEPWIBHBIM U
anMpOreHHbIM), OTOOpPaTh OJHOPA30BBIM CTEPUJIbHBIM wimpuiieM KoiaudecTBo 0,9%
pacTBOpa HaTpus XJOpHJA, PaBHOE PACCUUTAHHOMY JUIs BBEICHMUS KOJINYECTBY
npenaparta Komruiapeir.

3. [pyrum oJHOPa30BbIM CTEPUIBHBIM IIIPULIEM B ACENTHUECKUX YCIOBUAX U3 (IakoHa
¢ npenapatoM KomriapeiT 0ToOpaTh paccCunTaHHOE KOJMYECTBO Mperapara u BBECTH
ero B uH(y3uoHHbIH (rakoH (maket) ¢ 0,9% pacTBOpoM HaTpus XJIOPHIA; B pe3yJIbTaTe
00BEM MPUTOTOBJICHHOT'O PacTBOPa AOHKEH OBITH PaBHBIM 50 MIL

4. Jlns mnepeMelIuBaHUS aKKypaTHO TepeBepHYTh (akoH (makeTr) BO H30exaHUe
NeHO00pa30BaHus.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S

Poccuiickas ®enepanus

AO «I'EHEPUYM»,

601125, Bmagumupckas o6iu., paiion Ilerymmuckuii, n. Bombrunckuii, ym. 3aBojackas,
cTp. 273,

Ten. +7 (49243) 72-5-20, 72-5-14.

7.1. IlpeacraBuTe/Ib AEpKATENS PETHCTPALIMOHHOIO YA0CTOBEPEHUA

[Mperen3un norpedUTENEH HAIPABIATH 110 aAPECY:

B Poccuiickont Penepannm

Poccuiickas @enepanus

AO (I'EHEPUYM»

601125, Brnamgumupckas o6is., paiion Ilerymmuuckuii, . Bombrunckwii, yia. 3aBojckas,
cTp. 273,

Tein. +7 (49243) 72-5-20, 72-5-14.

Azpec >IeKTpOHHOM MOYTHI: generium@agenerium.ru
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B PecniyOimmke bexapych

Poccuiickas @enepanus

AO «I'EHEPYM»

601125, Brnamgumupckass o0is., paiion IlerymmumHckuii, n. Bombrunckwii, yia. 3aBojckas,
cTp. 273,

ten. 8-820-007-33338.

Azipec 3IeKTpOHHOM MOYTHI: generium@generium.ru

B PecniyOiinke ApMenus

PecniyOiinka ApmeHust

00O «Apro-®apm»

r. Epesan, yn. Cyanyksaa 13/9

Ten. +374 (10) 744080, +374 (77) 489875

Anpec snekTponHO# nouThl: info@argopharm.am

B KbIpreisckoi Pecnyoinke

Poccniickas @enepanys

AO «'EHEPUYM»

601125, Bnagumupckast 00:1., paiion [lerymmnckuid, n. Boneruackui, yi. 3aBojckas, ctTp. 273
Ten. +80033322274

AJIpec 3IeKTPOHHOM MOYTHL: generium@agenerium.ru

B PGCHV6J'H/IKC Kazaxcran

Pecniy6nuka Kazaxcran

TOO «KaparanauHckuii (papMalieBTHUECKUA KOMILIEKC)
100009, r. Kaparanna, yn. ['azanuesa, ctp. 16
Ten./dpaxc: +7 (7212) 437002

Ten. +7 (7212) 908042

Anpec snexTpoHHO# ouThl: Kphk@kphk.kz

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPHUS OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEHHBIN NpenapaT OTHOCUTCS K KATETOPUU OTITYCKa IO PELENTY.
OOmast  xapakTepuCTHKa JIEKapCTBEHHOro mpenapara KowmmiapeHT aAocTynHa Ha

WH(OPMAIIMOHHOM TopTaie EBpa3miickoro 3KOHOMHYECKOTO CO¥03a B HH(OPMAIMOHHO-
KOMMYHUKaIMoHHOU cetn «MHTepHEeT» http://eec.eaunion.org/.
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