COOTBETCTBYET 3KCNEPTHOMY OTYETY

oT 26.03.2024 Nz 5872

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFOTIPERAPATA 1702

1. HAUMEHOBAHME JIEKAPCTBEHHOTI O ITPEITAPATA
Kocenyro, 10 Mr, kancybl

Kocenyro, 25 mr, kancybl

2. KAUECTBEHHBIN U KOJTUYECTBEHHBIN COCTAB
JlelicTBy1o111€€ BEIIECTBO: CETYMETHHHO.

Kocenyro, 10 Mr, xancyabl

Kaxnas xancyna cogepxur 10 mr cemymerinHuOa (B BUae THIpOCyIbdara).

Kocenyro, 25 Mr, KancyJisl

Kaxxnas xancymna cogepkut 25 Mr cenymeTuHuOa (B BUe TUApocyibdara).

[TonHbIN TepevYeHb BCIOMOTATEIBHBIX BEIIECTB MTPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancysr.

Kocenyro, 10 Mr, kanncyisl

Trepnas xamncymna pasMepa 4, oT 0eJIoro 10 modTy Oeoro 1Bera ¢ 000AKOM M Haanmuchio «SEL
10», HaHECEHHOW YePHBIMU YCPHUIIAMHU.

Cogepx’umoe Karcyibl IpeCTaBIsieT co00i BOCKOOOpa3HyIo Maccy OoT 6e1oro 10 mo4YTH 0er1oro
IBETA.

Kocenyro, 25 Mr, KancyJisl

Teepaas karcyna pazmepa 4, romy0oro nsera ¢ 00o1koM 1 Haanucelo «SEL 25y, HanecenHoi
YEepPHBIMHU YEPHUIIAMHU.
ConepkruMoe KarcyJibl IPeACTaBISIET CO00 BOCKOOOpa3HYIO Maccy OT OeJoro J0 MoYTH OesIoro

IIBETA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusl K NPUMEHEHHIO

IIpenapar Kocemyro B kauecTBe MOHOTEpAINlMM ITOKA3aH sl JICYEHHUS] CHMIITOMAaTHYECKHX,
HeonepabenbHbIX MIeKcupopMHbIX Helipopudbpom (ITH) y marmeHToB 1eTCKOro Bo3pacTta oT 3 et

¥ crapie ¢ Heiipopuodpomarozom 1 tuna (HP1) (cm. pazaen 5).
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(NOCNEQCBATENEHOCTE 0002)

4.2. Pe:kuM 103MPOBAHUA U CIIOCO0 MPUMEHEHU s

Tepanuto cienyeT Ha3HAYaTh 1101 KOHTPOJIEM Bpada, MMEIOIIETO OIbIT B IMarHOCTUKE U JICUEHUHU
NanueHToB ¢ HelpopuOpomarozom 1 tuna (HD1) ¢ cuMmnromaTnueckuMu, HeonepadeIbHBIMU
mieKkcuGopMHBIMU HeHpohudpomamu.

PexxuM 1o3upoBaHus

Pexomenryemas n03a mpenapata Kocemyro cocraiser 25 Mr/m? miolagy IOBEPXHOCTH Teja
(TITIT) nBa pa3a B CyTKH (MIPUOTUUTENBHO Kaxabie 12 1), 1uist mpuemMa BHYTPb.

Jlo3y HoAOMparoT MHIMBHAyanbHO Ha ocHoBe INIT (Mr/mM?) M OKpYIJIAIOT 10 ONmKaifreit
JOCTHDKUMOM 10361 5 Mr miau 10 mr (1o MakCUMalibHOW OIHOKpaTHOM m03b1 50 wmr). Jlus
MOJTy4eHHUs HEOOXOAMMOM 1036 MOKHO KOMOWHUPOBATH Karcyiel pernapara Kocemyro pasHoi
n03upoBKH (Tabnuma 1).

Ta6auna 1. Pekomenayemasi 103a B 3aBUCHMOCTH OT IJIOLA/IM TTOBEPXHOCTH TeJia

Ilnomans noBepxnoctu teqaa (IIIIT)* | Pekomenayemas 103a
0,55-0,69 m? 20 mr ytpom u 10 Mr Beuepom
0,70-0,89 m? 20 mr 1Ba pasza B CyTKU
0,90-1,09 m? 25 Mr 1Ba pasa B CyTKU
1,10-1,29 m? 30 mr aBa pasa B CyTKU
1,30-1,49 m? 35 Mr aBa pasa B CyTKHU
1,50-1,69 m? 40 Mmr 11Ba pa3a B CyTKH
1,70-1,89 m? 45 Mr 1Ba pa3a B CyTKH
> 1,90 M2 50 Mr n1Ba pasa B CyTKH

A Pexomenayemas no3a s manueHtoB ¢ [T menee 0,55 M2 He OIlpelIeIIeHa.

Tepanuto npenaparom Kocenyro cienayer npoaoinkaTh, Moka HaOM01aeTcs KIMHUYEeCKast MoJb3a
w a0 nporpeccuposanus ITH, mnam passBuTus HempuemsieMOW TOKCHMYHOCTH. JlaHHBIE O
NalUEeHTax crapiie 18 JeT orpaHuyeHsl, MOITOMY NPONOJDKEHUE TEPANUU NPU JTOCTHKEHUU
B3pOCJIOr0 BO3pAcTa JOJKHO OCHOBBIBATHCS HA OLIEHKE BPAuOM COOTHOIICHHMS I10JIb3bl U PHCKOB
y KOHKpeTHoro mnanuenra. OpHako Hadano Tepanuu npenapatoM Kocemyro y B3pocibix

MAIMEHTOB HEIeIeco00pas3Ho.
IIponyck do3vl
[Mpu npomycke npuema npenapara Kocenyro 103y ciienyet IpuHSTh TOJIBKO B TOM Cliy4ae, iy

A0 CICAYIOMICTO 3allJIaHUPOBAHHOTO ITpUcMa IpcriapaTta OCTaJIO0Ch Ooiee 6 u.

Peoma
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NpUHUMATh HE clieayeT. llamuenTy criexyer NmpoJOJDKUTH MpPUEM Mpernapara B CIEIyOUN

3aIUIAHUPOBAHHBIN IIPUEM.

Koppexyus 0ozv

B 3aBucHMOCTH OT WHIMBUAYaIbHOW IEPEHOCUMOCTH M O€30MacHOCTH Ipernapara MOXKET
noTpedOBaThCs MPHUOCTAHOBKA TEPAMHM W/WIH CHUKCHHE J03bl, WIU TMPEKpaIleHue Tepanuu
cenyMmeTuHHOOM (cM. pasaesl 4.4 u 4.8).

PexomMeHanmm mo CHUKEHUIO JT03bI TIPUBEACHBI B TaOIHIIE 2, IPH 3TOM MOKET MOTpeOoBaThCs
pasjesieHrue CyTOYHOM 1036l Ha JBa MPUEMa ¢ Pa3HOU TO3UPOBKON WIIH MTPUEM OJIMH pa3 B CYTKH.

Taﬁ.lmua 2. PexoMeHganMy 10 CHUKEHHUIO 103bI npenaparta npu HekeJIaTC/IbHBIX PEaAaKIUAX

ITnomann HayaanHas 103a IlepBoe cHM:KeHHE Bropoe canxkenne
MOBEPXHOCTH npenapara 0351 0351
tena (IIIT) Koceayro? (Mr/no3a) (mMr/po3a)°
(mr/nBa pa3a B YT1po Beuep YT1po Beuep
CYTKH)
20 Mr yTpoM U
0,55-0,69 m? 10 10 10 Mr oivH pa3 B CyTKH
10 mr Beuepom
0,70-0,89 m? 20 20 10 10 10
0,90-1,09 m? 25 25 10 10 10
1,10-1,29 m? 30 25 20 20 10
1,30-1,49 m? 35 25 25 25 10
1,50-1,69 m? 40 30 30 25 20
1,70-1,89 m? 45 35 30 25 20
> 1,90 m? 50 35 35 25 25

Ha ocnoge I1IIT, kak yka3aHo B Tabnure 2.
[TpexkpaTuTh Tepanuio y NalMeHTOB, Y KOTOPBIX HAOII0IAaeTCs HENepPEeHOCUMOCTh IpenapaTa

Kocenyro nocne AByX CHUKEHUU TO3bI.

PexoMeHanum no W3MEHEHHWIO J03bl MPU Pa3BUTUU HEXKENATENbHBIX PEaKIMH, CBSI3aHHBIX C
PUMEHEHHEM JIaHHOTO JIEKAPCTBEHHOTO Mperapara, puBeieHs! B Tadnuie 3.
Tabnmuna 3. PekomMeHganuu 1O M3MEHEHHMIO J03bl Ipenapara NpPH HeKeJaTeJbHbIX

peaKIusix

CreneHnb TSAKECTH IO Pelcomem]am/m M0 UIBMECHCHMUIO 103bI

CTCAE*
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Crenent, TskecTH 10 Pecomen i 116 w5aen et 1o3s1 = 0007
CTCAE*
Crenenb 1 WIH 2 | [Iponomkars Tepanmuid W KOHTPOJUPOBATH COCTOSIHUE MO
(mepenocumas — | KJINHUYECKUM TOKa3aHUSIM.

KOHTPOJMPYETCS ¢ IOMOLIBIO

MO/IEPKUBAIOIICH Tepanuu)

Crenens 2 (Henepenocumas | [IppocTaHOBHUTH Tepamnuio 10 yMEHBIICHNUS TOKCHYHOCTH 110 O
— HE KOHTPOJMpYeTCs C |HMiau | CTeNneHW, CHHU3WTh J03y Ha OIMH YPOBEHb IIpH
MOMOIIBIO TOJICPKUBAIOIICH | BO3OOHOBJICHHH Tepanuu (CM. TaduiLy 2).

Tepanuy) WK cTeneHb 3

Crenenn 4 [TprocTaHOBHUTH TEPAIUIO 0 YMEHBIICHUS TOKCHYHOCTH 10 0
wii | cTeneHu, CHU3UTh [03y Ha OJMH YPOBEHb IIpU
BO300HOBICHNH Tepanuu (cMm. Tabmuiyy 2). Paccmorperts

HE0OXO0JUMOCTD MTPEKPAILEHUS TEPAIIUH.

*O01IMe TEPMUHOJIOTHYECKHE KPUTEPUHU HexenaTeabHbix sBieHuid (Common Terminology

Criteria for Adverse Events (CTCAE))

Pexomenoayuu no usmeneHuro 003bl Npenapama npu CHUNCEHHOU GPaKyuu 8vlopoca 1e6020
acenyoourka (PBJDK)

B cnyuasx 6eccumnTomHoro camkenuss @BJDK Ha > 10 mpomeHTHBIX MyHKTOB OT MCXOJHOTO
3HAYeHUs U HWKE YCTAaHOBJIEHHOM HmkHeW rpanunsl HopMmbel (HI'H) Tepanuto cemymerrnHnOOM
clieflyeT MPUOCTAaHOBHUTh JI0 pa3pelieHus sBiaeHus. [Ipy BO30OHOBIEHHMH Teparuu 03y
CelyMeTHHHOA ClielyeT CHU3UTh Ha OJIMH YPOBEHD (CM. Ta0uILy 2).

VYV namuentoB ¢ cumnroMatuyeckuMm cHwkennem OBJIDK wnm cHmwxennem OBJIK 3 umm 4
CTETIEHU TSDKECTH CIelyeT MpeKpaTUTh IPUMEHEHHE CeTyMEeTHHHOa M He3aMeIIUTEIbHO

o0patuThes K Kapauonory (cMm. paszen 4.4).

Pexomenoayuu no uzmenenuro 0o3vl npenapama npu nposIeHUuU MOKCUYHOCMU CO CHOPOHbI
opeaHa 3peHust

VY nanumeHToB € JUarHOCTUPOBAHHOM OTCIOMKOM NMIMEHTHOTO JIMTEINS CETYAaTKH WIN
LHEHTPaJbHOW CEpPO3HON peTHHONaTHed CO CHI)KEHHEM OCTPOThl 3PEHUS  TEeparuio
CEJIyMETHHHOOM CJIe/lyeT MPUOCTAHOBUTH JI0 Pa3peIICHUs SIBJICHUS; IPU BO30OHOBIIEHUH TEPANTUN
703y CeIyMEeTHHHOa cJelyeT CHU3UTh Ha OJUH YypoBeHb (cM. Tabmuumy 2). B cmyuae

AUArHOCTUPOBAHUA Y MMAUCHTA OTCIIOMKH IMUITMEHTHOI'O AIMTENIMS CeTYaTKU MU HeHTpaHLHOﬁ

4
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CEpO3HON PETHHONMATHH 63 CHIKEHHS. OCTPOTI 3pEHN (St hmntordebioe ‘obeenbsdnme

CleyeT MNpPOBOAWUTh KaxJple 3 HeIenu A0 paspelieHus sBiueHus. Eciu y mnaunueHra
JMarHOCTUPOBAHA OKKITIO3UsI BEHBI CETYATKHU, TEPAITHIO CETYMETHHUOOM CIIeyeT IPEKPaTHTh (CM.

paznen 4.4).

Koppexyus 00361 npu 00Ho8pemennom npumeHnenuu ¢ uneubumopamu uzopepmenma CYP3A4 unu
CYP2C19

He pexomenayercst ofHOBpeMEHHOE TPUMEHEHHE C MOLTHBIMU WJIM YMEPEHHBIMH HHTMOUTOpaMU
nzoepmenra CYP3A4 wm CYP2C19, cienyer paccMOTpPEeTh BO3MOXKHOCTh aJIbTEPHATHBHOU
Tepanuu. B ciiydae HEOOXOAMMOCTH OJJHOBPEMEHHOTO MPUMEHEHUS MOIIHOTO WM YMEPEHHOTO
unruouropa nzopepmenta CYP3 A4 unu CYP2C19 pexomenayeTcs clieAyIoliee CHUKEHHUE 1035l
npenapata Kocenyro: eciy mauyeHT B HacTosIIee BpeMs IPHHUMAET 25 MI/M? 1Ba pa3a B CyTKH,
703y CHMXKAIOT 70 20 MI/M? 1Ba pa3a B CYTKH; €CIIM MAIMEHT B HACTOAIIEE BPEMs IPHHAMAET
20 mr/M? 1Ba pasa B CyTKH, 103y CHIIKAIOT 710 15 Mr/M? 11Ba pasa B cyTku (cM. Tabauiy 4 u paszen
4.5).

Ta6auna 4. Pexomenayemasi 103a 1Jis1 10CTHKEHHUS YPOBHS 103bI 20 mr/m? uau 15 mr/m? aa

pa3a B CyTKH

Iomans 20 mr/m? 1Ba pa3a B CyTKH 15 Mr/mM? aBa pa3a B CyTKH
MOBEPXHOCTH (Mr/mo3a) (Mr/mo3a)

TeJIa YT1po Beuep YT1po ‘ Beuep
0,55-0,69 m? 10 10 10 Mr oziuH pa3 B CyTKH
0,70-0,89 m? 20 10 10 10
0,90-1,09 m? 20 20 20 10
1,10-1,29 m? 25 25 25 10
1,30-1,49 m? 30 25 25 20
1,50-1,69 m? 35 30 25 25
1,70-1,89 m? 35 35 30 25

> 1,90 m? 40 40 30 30

Oco0ble TPVIIILI TAIMEHTOB

layuenmul ¢ napywenuem ynKyuu novex
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Ha ocHOBaHMYM TaHHBIX KIMHUYECKUX HUCCICTOBAHUI naﬁﬂ%;&g;%?ﬁgm%yﬁﬁﬂdﬁ-'ﬁéqw

JIETKOW, CPEIHEN U TSKEJIOW CTENEHH TSKECTH, a TAaK)KE MAlHUEHTaM ¢ TEPMUHAJIBHOM CTaJUEN
MOYCYHOW HEIOCTATOYHOCTH KOPPEKITUS J103bI HE TpeOyeTcs (cM. pa3aen 5.2).

Tayuenmoi ¢ HapyweHnuem Qyukyuu nevexu

Ha ocHOBaHMM JaHHBIX KIMHMYECKUX HCCIICIOBaHUI MNalMeHTaM C HapyuleHHeM (yHKIUU
MIEYCHHU JIETKON CTENCHH TSKECTU KOPPEKIUHS 03kl HE TpeOyeTcs. Y MalueHTOB ¢ HapyIIEHUEM
(GYHKIIUYM TICUYEHU CPETHEH CTEMEHU TSHKECTH HAvalbHYIO JI03y Mperapara cielyeT CHU3UTH 10
20 mr/m? TIIIT nBa pasa B cyrku (cM. Tabmuumy 4). Ilpumenenume npemapata Kocemyro
MIPOTUBOMNOKA3aHO Y MAlIMEHTOB C HapyllIeHNeM (DYHKIUU [TEYSHH TSHKEJION CTeTeH! (CM. pa3/iesibl
4.3 ub5.2).

OmHuveckas nPpUHAOIeHCHOCHb

Y B3poCHbIX T0OPOBOJBIEB a3MATCKOTO MPOUCXOXKACHUS OTMEYaaach MOBBIIICHHAS CHCTEMHAas
9KCIIO3UIIUS, OAHAKO MIPU TOMpaBKe Ha MaccCy Tesla HaOIIoAaeTCs 3HAYUTENbHOE COBIA/IEHUE CO
3HAUCHUSMH IKCITO3UIUH Y TOOPOBOJIBIEB-eBpOIicon10B. He TpeOyercs crienuanbHON KOPPEKIUU
HAYaJLHOW JIO3BI y TAIMEHTOB JIETCKOTO BO3pacTa a3uaTCKOTO IMPOUCXOXICHHS, OJHAKO 3ITU
MAIUEHTHI TOJDKHBI HAXOAUTHCS MO TPUCTAIBHBIM METUIIUHCKUM HAOTIOICHUEM /IJISl BHISIBIICHUS

HE)KENaTeNIbHBIX SBIECHU (cM. paszaen 5.2).
eTH
bezonacHocte U 3ddexTHBHOCTH mpenapara Kocemyro y agereit B Bo3pacte 10 3 JIeT He

ycTaHOBJIEHbI. J[aHHBIE OTCYTCTBYIOT (cM. paszen 4.3).

Criocob nmpuMeHeHu s

ITpenmapar Kocenyro mnpenHasHaueH Ui npuema BHYTpb. Ilpemapar cieayeT npuHUMAaTh
HATOINAK, MMUIIY ¥ HAMUTKY (32 UCKJIIOYEHUEM BOJIb) HE CIIEAYyeT yHoTpeOnaTh B TeUeHue 2 4 10
npueMa mpenapara u B TedueHue 1 1 nocie (cM. pasnenst 4.5 u 5.2).

Kamcynbl crnegyer mporiaTeiBaTh LIETMKOM, 3amuBas Bojaod. Kamcynbel He pa3keBbIBaThb, HE
pacTBOPATh U HE OTKPBIBATh, IMOCKOJBKY 3TO MOXET YXYALIUTh BBICBOOOKIEHME Ipernapara u
HOBIUATH HA a0copOLUIo ceTyMeTHHHOA.

[Ipenapat Kocenyro He cieqyeT NpUMEHSTH y MallMEHTOB, KOTOPbIE HE MOTYT WM HE XOTAT
IPOIJIaThIBaTh Karicyny neaukoM. Ilepen HadaaoM Tepanuu HEOOXOJUMO OLEHUTh CIIOCOOHOCTh
HalMeHTa MPOrJIOTUTh Karcyny. OXunaercs, 4To JUIs MPOryaThIBAaHUs KarCyJibl CElyMEeTHHHOA

6y,Z[CT AOCTATOYHO CTAaHAAPTHOI'O crocoba IMpOorjIaTbIBaHUs JICKAPCTBCHHOTI'O IIpCIiapara.
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VYV manueHToB ¢ 3aTPyJAHEHHEM MPOTJIaThIBAHUM Kancyﬁgll%;ie—&gfg';Biaiczglg%ﬁcgﬁﬂé%ﬁbcn

00palIeHus K COOTBETCTBYIONIEMY MEAULIMHCKOMY PaOOTHUKY, HAIIPUMED, K JIAPHUHTOJIOTY, YTOOBI

YCTAaHOBUTH IMMOAXOAAINE MCTOAbI, IPUMCHUMBIC K KOHKPCTHOMY ITAlITUCHTY.

4.3. [IpoTuBONOKA3aAHUS

['MrepyyBCTBUTENFHOCTh K CEIyMETHHHOY WM K JIOOOMY M3 BCIIOMOTaTENbHBIX BEILIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

Hapymienne GpyHKImu nedeHu Tspkesoi creneHu (cm. pasnuenst 4.2 u 5.2).

bepemeHHOCTD.

Jerckuit Bo3pact 10 3 et (6e30macHoCTh U 3()(HEKTHBHOCTh HE YCTAaHOBIICHBI).

4.4. OcoOble ykazaHus U Mepbl PeI0CTOPOKHOCTH IIPH NPUMEHECHUH

Cumxenue ®BJDK

beccumntomMHOe CHIDKEHHE (pakuuu BbIOpoca OBUIO 3aperHCTpUpoBaHo y 22 % NalMeHTOB
JIETCKOTO BO3pacTa B XOJI€ OCHOBHOIO KJIMHHYECKOIO HCCIIENOBaHUA. MeauaHa BpPEMEHH 10
pa3BuUTUA SBJICHHUM cocTaBuia 226 nHel. HeOoublioe 4McIo CEpbEe3HBIX CIy4YaeB CHIDKEHUS
OBJIK, CB3aHHOTO C MPUMEHEHUEM CeIyMEeTHHHOA, OBLIO 3aperuCTPUPOBAHO Y IMAlMEHTOB
JIETCKOT'O0 BO3pAacTa, KOTOPHIE yYaCTBOBAJIM B MPOrPaMME PACIIMPEHHOTO JO0CTymna (CM. paszjael
4.8).

[TarueHTHl AETCKOTO BO3pacTa ¢ HapylleHHEeM (YHKIIMH JIEBOTO JKEIyJ0YKa B aHaMHE3€ WIIU
ucxonHbIM 3HaueHneM ®BJDK, nuxe ycranosnennod HI'H, He uccnenoBanuce. ®BJIXK crnenyer
OIICHUTH METOIOM 3XOKapArorpaduu 10 Hayalia Teparvu JIJIsl ONpeieNICHUs HCXOAHOTO 3HAYEHUS.
[lepen HagasioM Tepanuu CETYMETMHHOOM 3HaueHUE (PpakiMy BbIOpOCa y MAIUEHTOB JOHKHO
ObITH BbIlIe ycTaHoBIeHHOM HI'H.

Bo Bpems tepanuu @BJDK crenyer orneHHBaTh NPUOTU3UTENBHO KaX/Ible 3 Mecslla WIN Yallle,
NpU HAIWYUK KIWHWYeCKUX mokazanuid. CHmwkenne OBJDK MOXHO KOHTpOJIHUpPOBATH
MOCPEJICTBOM MPUOCTAHOBKH TEPAINK, CHUKEHUS JTO3bI WU MIPEKpaIeHusl Tepanuu (CM. pasien

4.2).

HDOHBJ'IGHI/ISI TOKCHUYHOCTH CO CTOPOHBI OpraHa 3pCHUA

CrnenyeTr peKOMEHI0BaTh MAllMEHTaM COOOIIATh O JIFOOBIX HOBBIX HApYLICHUSX 3peHus. SBieHus
B BHJI€ HEUYETKOCTH 3pEHHs OBbLIM OTMEUYEHBl y MAllMEHTOB JIETCKOTO BO3pacTa, MOJYyYaBIIUX
cenymeTuHHO. EnuHuYHbBIE cydan OTCIIOMKM MUTMEHTHOTO SIUTENUs CeTYATKH, [EHTPaTbHON

C€p03HOI>i PETHHONIATUN W OKKJIKO3HMKW BCHBI CECTYATKHM OTMCYAIMCH Y B3POCJBLIX ITAIIUCHTOB C

7
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KOMOWHAIIUM C APYTUMH MPOTHBOOITYXOJEBBIMU CPEACTBAMH, a TAaKXKE y OJHOIO MalMeHTa
JETCKOTO BO3pacTa ¢ MWJIOIUTAPHON acTPOIMTOMON MPU MOHOTEPANUU CEIyMETHHHOOM (CM.
paszzaen 4.8).

B cooTBeTcTBUM C KIMHUYECKOW MPAKTUKOW PEKOMEHAYETCS] MPOBOAUTH O(TaIbMOJIOTHYECKOE
oOcieoBaHUE 10 HAyYala TEpaud W TPU TOMYyYEeHUU HHPOPMAIMM OT IMAIMEHTAa O HOBBIX
HAapyUIEHUAX 3pEHUs. Y MAalMEHTOB C JUArHOCTUPOBAHHOM OTCIOMKOW MUIMEHTHOTO AIUTEIINS
CeTYAaTKU WJIM LEHTPAJbHOM Cepo3HOM peTuHOmaTtueld Oe3 CHUKEHUS OCTPOTHI 3pEHUS
odTanpMosioruyeckoe o0ciaeloBaHUE CIEeyeT MPOBOAUTH KaXKIble 3 HENEeNH 0 pa3pelieHus
ABJI€HUA. B cilyyae AMarHoOCTUpPOBaHHS OTCIOMKM MUTMEHTHOTO SMUTEIUS CETYATKU WU
[EHTPATBHON CEPO3HON PETUHOIATUY C HAPYIICHHEM OCTPOTHI 3PCHHUSI, TEPATTHIO CETYMETUHUOOM
Clle/yeT MPUOCTAaHOBUTD, & IPH BO30OHOBICHUH TEPAIUH 7103y CIIEAYET CHU3UTH (CM. pa3zaen 4.2).
Ecniu y mammeHTta AMAarHOCTUPOBAHA OKKJIIO3MSI BEHBI CETYATKH, TEPaIUIi0 CEIyMETHHHOOM

CIIE/TyeT MOJIHOCTBIO MPEKPATUTh (CM. paszen 4.2).

OTKIOHEHUS J'Ia6ODaTODHBIX IoKa3arejiei (bVHKHPIPI IICYCHU

[Tpu mpuMeHeHUU CeTyMeTHHHOAa MOTYT OTMEYaThCs OTKJIOHEHHUs JaOOpaTOpHBIX MOKa3aTesel
byHknuu medenu, B dactHoctd moBeinieHue aktuBHocTH ACT u AJIT (cm. pasmen 4.8).
JlaboparopHble nOKa3zaTenu (QYHKIUM NEYEHU CJIEAYyeT ONpeAeNsaTh [0 Haudajga Teparuu
CEIyMETHHHOOM U HE pexe OJHOI0 pa3a B MECsIl B TEUCHUE MEPBLIX 6 MECSAIEB Teparuu, U 3aTeM
— MO0 KIMHUYECKUM MoKa3aHusM. OTKIOHEHHs JabOpaTOpHBIX MOKaszarened (pyHKIUU TeYeHU
clenyeT KOHTPOJUPOBATh TOCPEJACTBOM TNPHOCTAHOBKH TEpalliu, CHUXXEHUS JO03bl WU

npeKpaleHus Tepanuu (cM. Tadbauily 2 B pasuene 4.2).

Hapy1iieHns co CTOpOHBI KOYKHM 1 MOAKOKHOW KJIETYATKH

KoxHast cpImb (BKIIIOYAss MaKyJO-TAMyJIe3HYIO CHIITb M aKHE()OPMHYIO CBHINb), TAPOHHUXUS U
M3MEHEHHS COCTOSHUS BOJIOC OYSHB YaCTO OTMEUAINCh B OCHOBHOM KIIMHUYECKOM HCCIIeIOBAaHUN
(cM. pasmen 4.8). Ilyctyne3Has cCblllb, U3MEHEHHE LIBETa BOJIOC M CYXOCThb KOXHM 4alle
HaOroamKch y Aereilt miajmiero Bo3pacta (B Bozpacte 3—11 ser), a akHeopMHasi ChINb Yale

HaOJIro1aNIach y AETEH MOCTIyOepTaTHOTO Bo3pacTa (B Bozpacte 12—16 mer).

JlomOTHUTENLHBIN IIpUeM BUTamMmuia E

[TaumenTam CJICAYyCT pCKOMCHAOBATH HC IPUHUMATh BUTAMUH E nonoaHuTensHO.



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
26 032024 Ne 5877

oT '._I.l.a.- AL L

Kancynsl npenapara Kocenyro o 10 Mr coneprkar 32 i’ Bt et 6 Eﬁ%ﬁéﬁ&&?&%%ﬁoro

BellecTBa aibda-Tokodepona mMakporosna cykuumHara (ButamuH E mommstunenrimmkons 1000
CYKIIMHAT), a Kamcyisl mo 25 mr conepxar 36 mr ButammHa E B Buae anbda-tokodepona
Makporojia cykuuHara (ButamuH E mommdtunenriukons 1000 cykuunart). Beicokue 10361
BuTaMuHa E MOryT yBelIMYuTh PHUCK KpPOBOTEUEHHIHl y MAIMEHTOB, MPUHUMAIOIINX
AQHTUKOATYJISIHTBl ~WJIM  AQHTUTPOMOOIMTApHBIE CpeAcTBa  (Hampumep, BappapuH  WIK
alleTWICAIUINUIIOBAas ~ KUcioTa).  KOHTpONb  aHTHKOAryJSHTHOM  TepamuH,  BKIOYas
MEXIyHapOJAHOE HOPMAIM30BAHHOE OTHOIICHHWE WJIM MPOTPOMOMHOBOE BpeMs, CIEAyeT
IPOBOAUTH Oo0Jiee YacTo A TOro, 4ToObI OIMpeneanuTb HEOOXOAMMOCTh KOPPEKLUUHU I03bI

AQHTHKOATYJISIHTA MJIH aHTUTPOMOOIIUTAPHOTO cpeicTBa (cM. paszen 4.5).

Puck ynyiibs

CenymeTuHHO BhIITycKaeTcss B (pOpME Karcylsl, KOTOpble HEOOXOAMMO HPOrIaThiBaTh LETHUKOM.
Hekoropseie manneHnTsl, 0cOOEHHO J1eTH Miajauie 6 JeT, MOT'yT ObITh ITO/ABEPKEHBI PUCKY YAYILIbS
[P [POIJIaThIBAHUM KAaIICYJIbl B CBA3M C OCOOCHHOCTSIMU PA3BUTHS, aHATOMUU WJIU IICUXHUKU.
[TosTOMy ceryMeTHHUO HE ClieAyeT NPUMEHSTh y NallMeHTOB, KOTOPhIE HE MOTYT UM HE XOTST

IPOTJIATHIBATh KATCYJIbI IIETUKOM (CM. paszen 4.2).

)KCHHII/IHI)I PECIIPOAYKTHUBHOT'O BO3pacTa

HpenapaT KOCCJIyFO HC PCKOMCHAYCTCA IJKCHIIWMHAM PCHPOAYKTHBHOTO BO3pacCTd, HC

UCIIOJIB3YOIIMM CPEICTBA KOHTpalenuu (cM. paszaen 4.6).

4.5. B3anMojeilicTBMe C JAPYrHMH JIEKAPCTBEHHbIMHM TMpenapaTramMu W JApyrue BH/bI
B3aNMOIeHCTBHUA

HccnenoBanus B3aMMOJEHCTBUI MIPOBOJMINCH TOIBKO Y 3I0POBBIX B3POCIBIX JOOPOBOJIBIIEB (B
BO3pacte > 18 ner).

JlelicTBYIONME BEIIECTRA, CIIOCOOHBIE TOBBICUTD KOHIICHTpAanuo CGJ'IVMGTI/IHI/I63 B IJ1a3sMe

[Ipy coBMEeCTHOM NPHUMEHEHHH C MOIIHBIM HMHruOuTOopoM unzodpepmenta CYP3A4 (200 mr
UTPaKOHAa30Ja JBa pa3a B CyTKH B TeueHHE 4 JHel ) 3J0pOBBIMU B3pOCIBIMU J0OPOBOIbLIAMHU Cmax
cenmymetuHuOa moBkimanack Ha 19 % (90% JIU 4, 35), a AUC — na 49 % (90 % U 40, 59).

[Tpy coBMECTHOM NpPHUMEHEHUH ¢ MOIIHBIM HHruOUTOpoM m3odepmenta CYP2C19/ymepeHHBIM
unruouropom uzodepmenta CYP3A4 (200 mr ¢irykoHa3051a OJUH pa3 B CyTKH B TeUeHUE 4 THE )
3I0POBBIMH B3pOCIIBIMU 100OpoBosbLaMH Cmax ceymMeTnHIOa yBeanmurBaiack Ha 26 % (90 % AN

10, 43), a AUC — 1a 53 % (90 % JIU 44, 63).
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mzopepmenta CYP3A4) wumm  ¢uryokcermHa  (MOIIHBIA — MHTHOUTOP  M30(EpPMEHTOB
CYP2C19/CYP2D6) mpuBener k yBenudenuto AUC cenymernHHOa NPUOIU3UTEIBLHO Ha
3040 %, a Cmax — npumepHo Ha 20 %.

Cnenyer wu3beraTb COBMECTHOTO NPUMEHEHHS C JIEKAPCTBEHHBIMU CpEACTBAMU, KOTOpHIE
SBIISIOTCSL MOIIHBIMUH MHTHOMTOpamu m3opepmenta CYP3A4 (manpumep, KIapUTPOMHULIMH,
rpedndpyToBeIii COK, KeTokoHazosn s mnpuema BHYTps) unun CYP2C19  (mampumep,
tuksonuauH). Crienyer u3berarb COBMECTHOIO MPUMEHEHUS C JIEKapCTBEHHBIMH CPEACTBAMU,
KOTOpBIC SIBJISIOTCS yMEpeHHbIMU HHTHOMTOpamu u3odpepmenta CYP3A4 (manmpumep,
sputrpoMutivH U gurykonazon) u CYP2C19 (manpumep, omenpaszonn).

B ciydae, ecin n36exarb JaHHOW KOMOMHAIIMK HEBO3MOXKHO, CIIEAYET MPOBOJUTH TIIATEIbHOE
HaOJI0/IeHUE 32 MAlUEHTaMU ISl BBISIBIICHUS BO3MOKHBIX HEXKeJIaTeNbHBIX SBJICHUM U CHU3UTh

703y cenyMeTHHnO0a (cM. pasznen 4.2 u tabawuity 4).

JlelcTBYIONME BEIIECTRA, CIIOCOOHBIC CHU3HTh KOHICHTpAIIMUIO CGJIVMCTI/IHI/I63, B 1J1a3M¢e

[Ipy coBMeCTHOM MPUMEHEHMH C MOIIHBIM HHAyKTOpoM u3opepmenta CYP3A4 (600 mr
pudammnuiMHa B CyTKH B TeueHue 8 aHeH) Cmax cemymeTnHIOa cCHIKazach Ha 26 % (90 % JIU -
17,-34),a AUC —na 51 % (90 % AU -47, -54).

Crnenmyer m3berarb COBMECTHOTO NPUMEHEHHUS MOIIHBIX HHIYKTOpoB m3opepmenta CYP3A4
(Hanpumep, GpeHuTOoNH, prudaMIUIUH, KapOaMa3eluH, IpernapaThl 3B€PO00s MPOABIPABICHHOTO)

WIN yMEpEeHHBIX MHAYKTOpoB n3ohepmenta CYP3A4 ¢ npenapatom Kocemnyro.

HeﬁCTBVIOHIHe BE€IICCTBA, HA KOHICHTPAIIUIO KOTOPBIX B IJIA3ME MOXXET IMMOBJINATH CCJ'IVMCTI/IHI/I6

In vitro ceaymerunu6 sBisercss uHruOuTopoMm OAT3. Hemb3s HCKIOYUTH BO3MOKHOCTh
KIMHUYECKH 3HAYUMOTO BIMSHHS Ha (PapMaKOKMHETUKY OJHOBPEMEHHO MPUHUMAEMBIX
cyocrparoB OAT3 (manpumep, MeToTpekcar u gpypocemun) (cM. paszaen 5.2).
Anbda-Trokodepona Makporosa cyknuHaT (BuTamuH E mommdtunenrimkonbs 1000 cykuuHar)
SBJISIETCST HHTHOUTOpOM P-gp in Vitro, u BepOSITHOCTh KJIMHUYECKH 3HAYMMBIX JIEKAPCTBEHHBIX
B3aMMOJIecTBUIl ¢ cyOcTparamu P-gp (Hampumep, OUTOKCHMH WM (QekcopeHaIuH) Heb3s
HUCKIIHOYUTH.

Bnusaue CeJ'IYMeTI/IHI/I6a Ha OKCHO3HOUIO MNCPOPAJTBbHBIX KOHTPAUCITUBHBIX CPEACTB HE
OlleHUBANOCh. [lodTOMY IKEHIIMHAM, TPUMEHSIONUM TOPMOHAIBHBIE KOHTPAICNITUBHbBIE
CpEICTBa, CIEIyeT PEKOMEHIOBAaTh HCIOJIb30BaHUE MAOIMOIHUTEIBHOTO OapbepHOTO METOoIa

KOHTparenuu (cM. paszaen 4.6).
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PactBopenue kamncyn cenymerunuOa He 3aBucut oT pH. IIpenapar Kocemyro 6e3 xakux-mu6o
OTpaHMYEHUN MOXKHO IPUHUMATh OJHOBPEMEHHO CO CpeAcTBamu, peryiupyromumu pH
KEIyA0YHOro coKa (T.e. antaroHuctamu H2-perientopoB 1 HHruOUTOpaMH IPOTOHHOM MOMIIBI),

3a HCKJTFOYEHUEM OMETpa30Jia, KOTOPbIH siBisieTcs HHruouTopom nzopepmenta CYP2C19.

Buramun E

Kancynsr npenapara Kocenyro conepsxat ButamuH E B BHJie BcrioMoraTellbHOTO BellecTBa alib(da-
Toko(deposa Makporosia cykiuaara (Buramut E mommatunenrimkons 1000 cykiunat). B cBsizu ¢
4eM TaIMeHTaM CJIeAyeT W30erarh JOMOJHUTEILHOTO MpuemMa ButamuHa E, a y ManueHTos,
NPUHUMAIOIINX  AHTHKOATYJSHTBI ~ WJIM  AHTUTPOMOOIUTApHBIE  CPEACTBA,  KOHTPOIb

AQHTHUKOATYJIIHTHOM Teparnuu HeoOX0AUMO MPOBOIUTH Yalile (cM. pasaen 4.4).

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JIAKTALMSA

)KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHGHHI/Iﬂ Y MY>KYMH N )KGHHII/IH)

KenmpHaMm penpoyKTUBHOTO BO3pacTa cliefyeT Hu30eraThb HACTYIUICHHS OepeMEHHOCTH BO
Bpems Tepanuu npenaparom Kocenyro. Ilepen Hauamom Tepanuu xKeHIIMHAM PEMPOAYKTHUBHOTO
BO3pacTa peKOMEH]IyeTCs BBIIIOJHUTh TECT HA OEPEMEHHOCTD.

[TaruenTamM My»CKOTO M EHCKOro 1oJja (pernpoJyKTUBHOTO BO3pacTa) CIEAYET HCII0JIb30BaTh
3¢ pexTUBHYIO KOHTpAlENINIO BO BpeMs Tepanuu npenaparoM Kocenyro u B TeueHHe HE MEHEe
1 Henmenu mocne 3aBeplieHHs Tepanuu. He HCKIIIOYEHO, YTO CETyMETHMHHO MOMKET CHUXKaTh
3¢(EeKTUBHOCTh  MEPOPANbHBIX  KOHTPALIEITUBHBIX  CPEACTB, IO3TOMY  IKCHILHHAM,
UCIOJIB3YIOIIMM TOPMOHAJIbHBIE KOHTpPALENITUBHBIE CpPEICTBA, CJIEAYeT pPEKOMEH/I0BaTh

JIOTIOJTHUTEITLHO UCIIOJIb30BaTh OaphepHBIN METOJ KOHTpaleniuu (cM. paszaen 4.5).

bepemeHHOCTD

JlaHHblEe O IPUMEHEHUHU CEeTyMETUHNOA y OepeMEeHHbIX JKEHIIUH OTCYTCTBYIOT. MccnenoBanus y
KUBOTHBIX TOKa3aJlM HaJIW4YMe PEeNpoJyKTHMBHOM TOKCHYHOCTH, BKJIIOYas 3MOpHOQETAIbHYIO
CMEPTbh, CTPYKTYpPHBIE IMOPOKM pAa3BUTHS M CHMWXEHHME Maccel Iuiofa. [Ipemapar Kocemyro
IMPOTHUBOIIOKA3aH B IEPHOJ 6epeMeHHOCTI/I U HC PCKOMCHIOBAH XCHIIWHAM PCHIPOIAYKTHBHOI'O
BO3pacTa, He UCTONIB3YIOIIUM CPeACTBA KOHTpaneniuu (cM. pazaenst 4.3 u 4.4).

B cnyuae nHactynieHus OEpeMEHHOCTH Y MAIMEHTKH WM Yy JKEHIIMHBI, KOTOpas SBISETCS
NapTHEPOM TAalMEeHTa MYXKCKOro IIojla, NpuHHMaromero npenapar Kocenyro, ee ciemyer

poruH(GOPMUPOBATH O MOTEHIMAIBHOM BpeJe JUIs III0/1a.
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JlakTamus

HeusBecTHo, BbIAEISIETCA JIM CEIYMETHHMO MM €ro MeTabOoNUThl B TPYAHOE MOJIOKO.
CenyMeTHHHO M €r0 aKTUBHBIA METa0OIUT BBIJCISIOTCS B MOJIOKO JIAKTUPYIOIIMX MbIIel. Puck
Ui peOeHKa, MOJIyYarollero rpyAHOe BCKAPMIIMBAHUE, HEJNb3sl UCKIIOYUTh, 103TOMY CIEIyeT

MPEKPaTUTh TPYIHOE BCKapMIIMBAaHUE B MepHo]I Tepanuu npenaparoM Kocenyro.

DdepTUabHOCTD

Jannsle o BnusiHuu npemnapara Kocenyro Ha GpepTuibHOCT 4eI0BEKa OTCYTCTBYIOT.
CenymeTnHu0 He BIMsI Ha (EPTUIBLHOCTh M CIOCOOHOCTH K CIApPUBAHHUIO Y CaMIIOB U CaMOK

MBILIEH, XOTS y CAMOK MBIIIEH HaOII0JaI0Ch CHIDKEHHE BBDKUBAEMOCTH SMOPHOHOB.

4.7. Bausinde HAa CHOCOOHOCTH YNPABJSATH TPAHCHOPTHHIMHU CPeICTBAMH H padoTaTh ¢
MeXaHU3MaMH

[Ipenapar Kocenyro MoxxeT oka3piBaTh HE3HAUUTEILHOE BIMSHUE HA CIIOCOOHOCTH K YIIPaBICHHUIO
TPaHCIIOPTHBIMU CPEACTBAMU U paboTaTh C MeXxaHW3MaMu. Bo Bpems Tepanuu ceaxyMeTHHUOOM
€000111a710Ch 00 YTOMIIIEMOCTH, ACTEHUU U HapYLICHUSIX 3PEHUS, U IIPH HATMYUH 3TUX CUMIITOMOB
MAIUEHTHI JJOJHKHBI COOTI0AATh OCTOPOKHOCTD IPU YIPABIECHUU TPAHCIIOPTHBIMH CPEACTBAMH U

paboTte ¢ MexaHHU3MaMH.

4.8. HexkennaTeibHbIE peakunu

Pesrome mpoduis 6e3onacHOCTH

[Tpoduns 6e30macHOCTH MOHOTEPATNHU CETYMETUHHOOM y TIAITMEHTOB JETCKOTO Bo3pacta ¢ HD1
¢ HeonepabenbHbIMU [TH OB ycTaHOBIIEH MO JAAHHBIM OLEHKH OOBEAMHEHHOMN MOMYJISIUU IS
aHanu3a 6e30MacHOCTH, COCTOSIIEH U3 74 MalMeHToB AeTckoro Bospacta (20-30 mr/m? 1Ba pasa
B CYTKHM). ODTOT IyJ MAalMEHTOB JETCKOro Bo3pacTa BKIouan S50 manueHToB B cTpare 1
nccnenosanus 11 ¢passr SPRINT, monmydyaBmux cenyMeTHHHO B 03€ 25 MI/M? 1Ba pa3a B CyTKH
(Habop MaHHBIX OCHOBHOTO HCCIIeIOBaHUS), U 24 marueHTa B uccienoBanuu 1 ¢aszer SPRINT,
TIONy4aBIIKMX ceMyMeTHHHG B 103¢ 0T 20 10 30 Mr/mM? 1Ba pasa B CyTKH (MCCIIeJ0BaHHUE 110 I0160pY
no3b1). KimmHMYecKH 3HAYMMBIX paznuuuii mpoduis Oe30macHOCTH B uccienoBaHuu [ a3l
SPRINT u crpare 1 uccnenoBanus Il ¢a3sr SPRINT He Obuto BbIsiBIEHO. laHHBINA npoduib
0€30MacHOCTH TakXke OblT TOATBEPX AEH OOBEAUHEHHBIMH JaHHBIMH 110 0€30IMacHOCTH
7 WCClieOBaHUM, CIIOHCUPYEMbIX KOMIaHueW AcTpa3eHeka, y B3pOCIbIX MAalMEHTOB C
pa3IMYHBIMH TUIMIAMU omyXxoniei (N=347), KoTopble MoNydanu CeTyMEeTHHUO B J103e OT 75 10

100 mr 1Ba pasa B CyTKH.
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Tepanuu CEeTyMETUHHOOM cocTaBmwia 28 wmecsieB (auanazoH: oTr <1 go 71 wmecsma), 23 %
MAIUEHTOB TEPAIUI0 CEIYMETHHHOOM MONydalid B TeueHHe > 48 mecsreB. Y TalWCHTOB B
Bo3pacte > 2 10 11 net (N=45) yacToTa TaKUX HEKEIATSIHHBIX PEAKIINH, KaK THII0AIbOyMUHEMUS,
CYXOCTb KOXH, JHMXOpPaJKa U HM3MEHEHHE LIBETa BOJOC, OblIa BBILNIE TAKOBOW Yy MAalMEHTOB B
Bo3pacte oT 12 10 18 jer (N=29).

B myne mamuenToB neTckoro Bospacra (N=74, BKIOYaomeM Ha0op AaHHBIX 50 mManueHToB U3
crpatbl 1 ocHoBHOrO mccnenoBanus 11 ¢paser SPRINT u 24 manueHTOB M3 MOIACPKUBAIOIIETO
ucciaenoBanus | ¢a3er SPRINT) nambosee vacThiMM HEXENATEIbHBIMU PEAKIHUSIMHU JIHOOOH
CTEeMNeHU TshkecTH (dactoTa > 45 %) obutn pBota (82 %), cbinb (80 %), MOBBIIEHHE aKTUBHOCTH
kpeatuHpochokunassl B kKpoBu (76 %), muapes (77 %), romnoTa (73 %), aCTCHUYECKHE SBICHUS
(59 %), cyxocth koxku (58 %), muxopamka (57 %), akuHepopmHas cbinb (54 %),
runoanboymunemus (50 %), moBbIlIEHHE aKTUBHOCTU acmapraTamuHoTpancdepassl (50 %) u
naponuxus (45 %). [IprocTaHOBKA TEPAITMU U CHIDKEHHUE JI03bI M3-3a PA3BUTHS HEXeEIaTeIbHBIX
ABJIEHUN OblIM 3apeructpupoBanbl y 78 % u 32 % mnauueHToB cooTBeTcTBeHHO. Hanbonee
YaCcTHIMH HAOIIOAABIIUMUCS HEXKENATEIbHBIMU PEAKIIUSIMU, TPUBOJUBIINMH K H3MEHEHHIO 03I
cesyMeTHHHOA (MPUOCTAHOBKE TEPANUU UM CHIDKEHUIO J103b1), ObLTH pBOTA (26 %), MapoHUXUs
(16 %), muapes (15 %) u tomnoTa (11 %). Y 12 % maiueHToB Tepanus Oblia MpeKpalieHa u3-3a
pa3BUTHS HEXKeNaTeNbHBIX sBiIeHUH. Co0OOMANIOCh O pPa3BUTUU CICAYIONINX CEPhE3HBIX
HEeKenaTelnbHbIX peakiuit: auapes (3 %), anemus (3 %), auxopaaka (3 %), MOBBIIICHHE
AaKTUBHOCTH KpeaTuH(ochokrnHaszbl B KpoBU (3 %), MOBBIIEHHNE KOHIIEHTPAIIMU KpeaTUHUHA B

kpoBu (1 %).

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINN

B tabnune 5 npencraBieHbl HeXelaTelbHbIE PEAaKLUH, BbISIBICHHbIE B MOMYJSIUH MallMEHTOB
nerckoro Bo3zpacta ¢ H®1 ¢ HeonepabenbHbiMu [IH U y B3pocCibIX ManMeHTOB (CM. CHOCKY K
tabmuie 5). YacToTa ompeneneHa Ha OCHOBAHUHM ITyJia JIAHHBIX MAIMEHTOB JIETCKOTO BO3pacTa
(n=74), Bkirouaroniero Habop AaHHBIX 50 MANMEHTOB U3 CTpaThl | OCHOBHOIO HCCIEIOBAHUS
Il pazer SPRINT u 24 nanuentoB M3 mozanepxkuBatomiero ucciemoBanus I ¢aszsr SPRINT.
HexenarenbHbIe JIEeKapCTBEHHBIE PEAKIIMU CTPYMITAPOBAHBI MO CHUCTEMHO-OPTaHHBIM KIIaccaM
MedDRA. BHyTpu Kaxgoro Kiacca NMPeINOYTHTEIbHBIE TEPMHUHBI TEPEUUCIICHBI B IOPSIIKE
yObIBaHMS YacTOTBl M 3aTeM B TOpsJIKE YOBIBaHUS Cepbe3HOCTH. YacToTa BO3HUKHOBEHHS
HE)KeNIaTeNbHBIX peakIyii MpeaCcTaBiIeHa B CIeAyIollel rpajauu: oueHb yacto (= 1/10), yacto

(> 1/100, 1o < 1/10), Hewacto ( > 1/1000, Ho < 1/100), peaxo (> 1/10000, o < 1/1000), oueHs
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peako (< 1/10000) m yacroTa HEW3BECTHA

HEBO3MOJKHO), BKJIFOUasi OT/ICIbHBIEC COOOIICHHUS.

MY OTYETY

e centARCHERRATE AP HOE T 00RRhr

Taﬁ.lmua 5. HexenarTejbHbIE JJEKAPCTBCHHBIC pPE€aKIUU, OTMECYCHHbLIEC B IIYyJl€ AAaHHBIX

MAIHEHTOB JeTCKOro Bo3pacTta (ocHoBHoe ucciaegoanue |1 ¢paspi SPRINT, crpara 1 (n=50),

u nojaep:xxuBamwuee ucciaenosanue I ¢paspl SPRINT (n=24)), a Tak:ke B APYyrux U3BeCTHbIX

KJIMHHYECKUX HCCIeI0BAHUSX Y B3POCJbIX manuenTon (N=347)3

CucTeMHO-OpraHHbII
KJIacC B COOTBETCTBUH
¢ MedDRA

TepmuH B
COOTBETCTBHUH C
MedDRA

OO0mast yacrora
(peakumnu Bcex

cTeneHel TAKecTH
no CTCAE)

Iy manuenToB
JeTCKOro Bo3pacra
c H®1*4
(n=74)

Yacrora peakuuii
3 creneHu
THAXKECTH U BbIIIe
no CTCAE?

Iy manuenToB
JEeTCKOro
Bo3pacra ¢ H®14
(n=74)

Hapyenust co cTopoHsI

oprasa 3peHust

HeueTkocThb 3peHI/I$I1

Yacto (9 %)

OrTciolika
IIMTMCHTHOT' O
SIIUTENHS CETYATKH/
LEHTpaIbHAas
cepo3Has

peTI/IHOI'I.':lTI/Ifls’5

Heuacro (0,6 %)

OKKITIO3US BEHBI

Heuacro (0,3 %)

ceryaTku>®

Hapymuienus co cToponsl | Onpiika® Yacro (5 %) -

JBIXaTEJIbHOM CHCTEMBI,

OpPraHOB I'PyAHOU

KJIETKU M CPEAOCTECHHS

YKenynouno-kumeynsie | Potal Ouenb yacto (82 %) | Yacro (8 %)

HapyIICHUSI

24 Tuapes® Ouensb yacto (77 %) | Ouens yacto (15 %)

TomrHoTa? Ouenb yacto (73 %) | Yacro (1 %)
Cromatut! Ouens gacto (38 %) | Yacro (1 %)
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CucreMHO-OpraHHbII
KJIACC B COOTBETCTBUH
¢ MedDRA

TepMmuH B

Olblizist (aictoTa | o YaCToTa pearmii

COOTBETCTBUH €
MedDRA

(peakuum Bcex
cTeneHed TAKeCTH
no CTCAE)

IIyn manueHToB
AETCKOro Bo3pacra
¢ Ho1*
(n=74)

3 creneHu
THAXKECTH U BbILIE
no CTCAE?

IIyn manueHToB
AETCKOro
Bo3pacra ¢ H®1*
(n=74)

CyxocTb BO pry’

Yacro (5 %)

Hapymenust co ctoponbl
KOKU U TTOJIKOKHBIX

TKaHel

Coip®

Ouenb gacto (80 %)

Yacro (5 %)

CyxoCTb KOXH

Ouenb yacto (58 %)

AxuedopMHas chIrb

Ouenp vacto (54 %)

Yacto (3 %)

[aporuxus!

Ouenb vacto (45 %)

Yacro (9 %)

N3menenus

COCTOSTHMS BOJIOCH

Ouenb vacto (39 %)

OO6mue HapylIeHus AcTteHnueckue Ouenb vacto (59 %) | -
SABJICHUS®
Jluxopaika Ouenpb vacto (57 %) | Yacro (8 %)
[Mepudepuueckmii Ouenb vacto (12 %) | -
oTek’
Ortex nuna’ Yacto (7%) -
JlaGopaTopHbIe 1 [ToBbiieHUE Ouenb gacto (76 %) | Yacro (9 %)

MHCTPYMEHTAJIbHBIC

JaHHBIC

axtusHoctu KOK B

KpoBu!
['umoansOymunemust | Ouensb yacto (50 %) | -
[ToBbieHwE Ouenb vacto (50 %) | Yacto (1 %)

axtusHoctu ACT
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CHCTeMHO-0pPraHHbIIH Tepmun B dﬁ%}hﬂﬁt‘ﬁ'&*ﬁ-mr H;'I'jik'l*'(;f*a:ﬁ%a%-hﬁ
KJI1ACC B COOTBETCTBHH COOTBETCTBHH C (peakuuu Bcex 3 crenenu
¢ MedDRA MedDRA cTeneHed TAKECTH | THAKECTH U BbIIe
no CTCAE) no CTCAE?
Iy nauueHToB Iy nauueHToB
JI€TCKOro Bo3pacra JEeTCKOro
¢ Ho1* Bo3pacra ¢ H®1*
(n=74) (n=74)
CHmxKeHne Ouenb yacto (45 %) | Yacro (3 %)
KOHIIEHTPAIlU!
remMorioouHa’
[ToBbIIeHUE Ouenp vacto (36 %) | Yacro (3 %)

axtuBHoctu AJIT

[ToBbIIeHNE Ouenp vacto (28 %) | Yacro (1 %)
KOHIIEHTPAIIUH

Kp€aTHHHWHA B KPOBU

Cuwmwxkenune ¢pakiuu | Ouens vacto (23 %) | Yacro (1 %)

BEIOpOCal

[ToBbI1IEHNE Ouenpb vacto (16 %) | -

apTepHaAILHOTO

HaBHeHHﬂ5

Cornacio Bepcun 4.03 oOmMX TEPMUHOJOTMYECKHX KPUTEPUEB HEKENIATENbHBIX SBICHUMN
(CTCAE) HaunoHasibHOTO MHCTUTYTa OHKOJIOTHH.

K®K - «kpearundochokunaza; ACT —  acmaprarammHorpancdepasza;, AJIT —
aJaHUHAMUHOTpaHcdepasa.

1Cwm. noapazaen «Onucanue oTAeTbHBIX HeXKEIaTeIbHBIX PEAKIIA.

2 Bce peakuuu Obimu 3 crenmenu Taxectd o CTCAE, 3a HCKIIOUEHHEM OJHOTO CIydas
noseimieHUs: akTMBHOCTH K@K B kpoBu 4 crenenu tspkectu no CTCAE um ogHoro ciydas
MOBBILICHNS KOHIIEHTpalMM KpeaTnHuHa B KpoBu 4 crenenu Tsokectu o CTCAE. JleranpHbIx
UCXOJIOB HE OBLIO.

% HexenaTenbHble JIe€KApCTBEHHBIE PEAKIHH, BBIABICHHBIE B JPYIUX KIMHHYECKHX
HCCJIEIOBAHMSIX Y B3POCIbIX NAaUeHTOB (N=347) ¢ pa3au4HbIMHU TUIIAMU OITyXOJIeH, TOTyYaBIINX
Tepanuio cemymeTuHuOOM (75 Mr aBa pa3a B cyTkH). JlaHHBIE HEXeNaTeIbHbIC JIEKAPCTBEHHBIC
peaxkuy He OTMEYaIHNCh B OMYJISIIIMY MAllMeHTOB JeTckoro Bo3pacta ¢ HO1 ¢ HeonepaOenbHBIMU
ITH.

* [IpoleHT B ImyJIe JaHHBIX MAIHEHTOB JETCKOro BospacTa (N=74) ¢ OKpyTiIeHHeM 0 GIusKaiIIero
JECSTUYHOTO YHCIIa.
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COOTBETCTBYET 3KCINEPTHI
ot 26.03.2024 N= 58

e i e
> HexenaTenbHble JEKapCTBEHHbIE pEAaKIUH Ha oéﬂ%éanlﬁr]'rﬁyﬁﬁﬁ%édhﬁmehé%mhmx

JMY OTUETY

MPEIMOYTUTEBHBIX TEPMHHOB:
AcCTeHHYECKHE SBJICHUS: aCTEHUS, YTOMIISIEMOCTb.
LlentpanpHast cepo3Hass pPETUHONATHUS/OTCIOWKA NUTMEHTHOTO SIUTENIUS CETYaTKU:
OTCJIOIKA MUTMEHTHOTO AMUTENNS CETYATKH B MaKyJIIPHOH 00J1aCTH, XOPUOPETUHOTIATHS.
OppIKa: oJpIIIKa MPU PU3UUECKON HArpy3Ke, OJIBIIIKA, OJIBIIIKA B COCTOSTHUH ITOKOS.
OTek nuIa: OTeK JHIa, TePHOPOUTATLHBINA OTEK.
CHW)XEHUE  KOHIICHTpAIIMM TIeMOIJIOOMHA: aHEeMHs, CHHKCHHE KOHIICHTpPAIUH
reMoryioouHa.
V3MeHeHHs COCTOSIHUS BOJIOC: AJIOTIELINs, H3MEHEHHUE 1IBETa BOJIOC.
[loBpllIeHNEe apTEpUATbHOTO JABJICHUS: IOBBIIICHHE AapTEPHAIBHOTO  JIaBJICHUS,
apTepuanbHas TUIIEPTECH3US.
[epudepuyeckuii oTek: nepudepruuecKuii 0TeK, OTeK.
Coimib (akHeGOpMHas): aKHE(HOPMHBIN IEPMATHT.
Coinb: akHeDOpPMHBINA JepMaTUT, MaKyJO-Maiyjie3Hasl Chlllb, IMaIyJie3Hasl ChIllb, ChIIb,
APUTEMATO3HAS ChIlb, MaKyJIE3HAs ChIIb.
OKKITI03Us1 BEHBI CETYATKHU: HAPYILICHHE CO CTOPOHBI COCYIOB CETYaTKU, OKKIIIO3USI BEHbI
CeTYaTKH, TPOMOO3 BEHBI CETYATKH.

Onucanue OTACIBHBIX HCXCIIATCIbHBIX DeaKIII/Iﬁ

Cuuorcenue @BJDK

B crpare 1 uccnenoBanus Il ¢paser SPRINT camxenne ®@BJDK (mpeanodTuTenbHbI TEPMUH:
cHIXeHue Gppakuuu BeiOpoca) 0110 3apeructpupoBano y 11 (22 %) nanueHTos; Bce cirydan Obuin
2 CTENEHU TAKECTH, OECCUMITOMHBIMU U HE MPUBOJIWIM K MPEPHIBAHUIO TEPANUU, CHUKECHUIO
JI03bI WK Tpekpaiiennto tepanuu. M3 11 nmamuenToB 6 manueHTOB BOCCTAaHOBWIIHMCH, a JJIA 5
NalMeHTOB MCX0/ He coobmancsa. Mennana Bpemenu Jo nepBoro cHmxkenus ®BJDK cocrasuna
226 nHeil (MenuaHa MPOJOKUTENBHOCTH COCTaBUia 78 JTHEH). BoIbIIMHCTBO HeXKenaTelbHbIX
peakuuit B Bune cHrkeHnss ®BJDK peructpupoBanuch Kak CHUKEHHE OTHOCUTEIIBHO HCXOJHOTO
3HaueHus (cHmkeHue Ha > 10 %), HO cunTaNnoCh, YTO JaHHOE 3HAYEHHE OCTaBaJIOCh B Ipeenax
HopMBel. [Tanmentsr ¢ ®BJDK, Huxke ycranosnennoi HI'H, npu ncxoaHo# o1ieHKe He BKIIOYAINCh
B OCHOBHOE€ HccienoBaHue. Kpome Toro, y manmeHTOB IETCKOTO BO3pacTa, MPUHUMAaBIIMX
ydacTue B MPOrpaMMe PacUIMPEHHOr0 JOCTYIa, ObLJIO 3apErUCTPUPOBAHO 2 CEPhE3HBIX Clyyas
camkennss ®BJDK, csa3anHoOro ¢ mpuMmeHeHueM cenymeruHu6a. MHdopmainys B OTHOLIEHUU

BejieHus nanreHToB npu cHwkennn O@BJDK npusenena B pasaenax 4.2 u 4.4.

IIposenenus moxcuuHOCmu co CMOPOHbLL OP2AHA 3PEHUs
B crpate 1 uccnenoBanus Il pazer SPRINT HexxenatenbHbie peakiinu B BUJIE HEYETKOCTH 3PCHUS
1 1 2 creneHu TsKeCTH ObLTH 3aperucTpupoBanbl y 4 (8 %) manuenTtos. [IpuocranoBka Tepanuu

HOTpC6OBaJ'IaCB 2 nanueHtaM. Bce HexxenaTeabHbIe PCaKu KyInMupoBaJINCh 0e3 CHIKCHUS J0O3bI.
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Nudopmariys B OTHOIIIEHUW BEACHUS MAIIMEHTAB MPU H'(JEQ)E‘H%EI%‘I—TJ?&%E b Bﬁﬂrhe'ﬁéha B

paznenax 4.2 u 4.4.

Kpome TOro, B McCClIEeOBaHWMU y MALMEHTOB JETCKOTO BO3pacTa (C BHEUIHMM HCTOYHHKOM
CIIOHCOPCKOW TOJAEPKKM) Y OJHOTO IalMEeHTa, MOJYYaBIIer0 MOHOTEPAIUIO CElyMETHHHOOM
(25 mr/M? fmBa paza B CyTKM) MO MOBOAY MMIOLMTAPHOH ACTPOLMTOMBI C BOBJICUECHHEM
3pUTENBHOTO IYTH, OB 3aPETUCTPUPOBAH SAMHUYHBIN CITydail OTCIOWKH MTUTMEHTHOTO YIUTEIHUS

cetyatku (cM. pazzensl 4.2 u 4.4).

Tlaponuxus

B crpare 1 uccnenoBanus I ¢passr SPRINT naponuxus Obiia 3apeructpupoBana y 23 (46 %)
NAIMEHTOB, MEMaHa BPEMEHHU JI0 NIEPBOrO Cillyyas pa3BUTHUsI HEXKEIATEJIbHOM peakluH B BUJE
MAapOHMXHWU MAaKCUMaJIbHOM CTENEeHM TsSKecTH coctaBuna 306 nHeld, a MeauaHa
IPOJIOJDKUTEIBHOCTH HEXeNaTelIbHbIX sIBJIEHU coctaBuia 96 paHed. bonpmmHCTBO 3THX
HE)KeJIaTeJIbHbIX pPeakuil OblIn 1 win 2 CTeNeHu TSHKECTU M KYIUMPOBAIUCH MOAIEP KUBAOIIEN
WIA CHUMIITOMAaTHYECKOW Tepanmuei W/winM M3MEHEHHWEM 03Bl mpenapata. SIBjaeHus 3 cTeneHu
TSOKECTU U BBILIE 3aperucTpupoBaHbl y 3 (6 %) mauueHToB. M3-3a pa3BUTHUS NAapOHUXHU Yy 7
nanueHToB (y 3 malMeHTOB MaKCUMallbHasl CTEIIeHb TSDKECTH HeXelaTeIbHON peakiuu obu1a 3, y
4 DanMeHTOB MAaKCHUMallbHas CTENEHb TSHKECTH HEXKEeJIaTeNbHOM peakuuu Obuia 2) Tepamnus
celryMeTHHHOOM ObliIa MPUOCTAHOBJICHA, IIPU ATOM Y 3 M3 HHUX Tepanwus Obljla MPHOCTAaHOBJICHA C
HOCJIEIYIOIUM CHH)KEHHEM JI03bl Ipernapara (2 manueHTaM MoTpeboBajloch BTOPOE CHHXKEHHE

n03b1). Y 1 (2 %) nauueHTa siBJeHHEe IPUBENO K MPEKPALICHNUIO TEPATHH.

losviwenue akmusnocmu KOK 6 kposu

B crtpare 1 uccnemoanus Il ¢aser SPRINT HexenarenbHble peakiiuu B BUJE MOBBIIICHUS
aktuBHOCTH K®K B kpoBHM oT™Meuanuch y 76 % nanueHToB. MeauaHa BpeMeHHU J10 IEPBOTO cIydast
noBbimenns aktTuBHOCTH KDOK MakcuMannbHO# cTeneHu TsokecTH coctaBuia 106 guen, a Mmeaquana
MPOJIOJDKUTENIFHOCTH  HEXKENATeNbHBIX — peakiuil  cocrtaBmwia 126  nHed.  BosbIIMHCTBO
HEeKeNaTeNbHbIX peakiuuil Oblu | UK 2 CTeNeHH TSHXKECTH U pa3peliainch 0e3 N3MEeHEHUs 03bl
cenymeTnHHOa. Peakiyu 3 cTeneHu TSXKECTH U BBINIE 3aperucTpupoBanbl y 3 (6 %) manueHToB.
HexenarenbHast peakius 4 CTETICHHU TSHKECTH MPUBENIa K MPUOCTAHOBKE TEPAITAHU C TIOCIIETYFOIITUM

CHWDKEHHEM JI03bI Tperapara.

HpO}Z@ﬂeHu}Z MOKCUYHOCMU CO CMOPOHbL ofceﬂyc)ouHo-Kumequeo mpakma
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B crpate 1 uccnenosanus Il ¢gazer SPRINT najiGosee ﬁ%éﬂ%&%ﬁ&%ﬁﬁ "p]e_a'-krin'ﬂ'lvllh co

OMY OTUETY

=

CTOPOHBI JKEITyI0YHO-KHUIIIEYHOro TpakTa Obuin pBota (41 mnamment, 82 %; wmemuana
MPOJIOJDKUTENBHOCTH — 3 1THA), auapes (35 nanuenTtos, 70 %; MeauaHa Mpo10KUTEIbHOCTH — O
nHel), TomHoTa (33 manuenTa, 66 %; MeauaHa MpoIOJDKUTENILHOCTH — 16 qHel) u ctomatut (25
nanueHToB, 50 %, MeauaHa poI0JDKUTEILHOCTH — 12 aHei). bonbmHcTBO M3 HUX ObUIH 1 Win
2 CcTeneH! TSHKECTH M He TpeOOBaIM MTPUOCTAHOBKYU TEPATTUU HITU CHIDKECHUS JIO3BI.

HexenaTenbHble peakiiuu 3 CTENEHU TSHKECTH OTMEYAINCh B BUJE quaped (8 mauueHtos, 16 %),
TomHOTHI (1 manuent, 2 %) u pBoThHl (3 manueHTa, 6 %). Y 0JHOro nauyMeHTa pa3BUTUE TUApEU
MIPUBEJIO K CHIKEHUIO J103bI U MOCIIEAYIOIIEMY MTpeKpaleHuto Tepanuu. [Ipu pa3BUTHH TOIIHOTHI,

PBOTBI UJIK CTOMATHUTA CHUXKCHUC NO3bI WJIN MMPCKPALICHUC TCPAIIUXA HC HOTpe60BaHI/ICB.

IIposienenusi MOKCUMHOCMU CO CIMOPOHbBL KOICU

B crpare 1 uccnenoBanus II daser SPRINT akuedopmuas ceinb HaOmogazace y 25 (50 %)
nmanueHToB (MeIMaHa BPEeMEHH [0 Hadalia sBJICHHS cocTaBwia 13 1gHel; wMenuaHa
MPOJIOJDKUTEILHOCTH SIBJICHUST MakcuMalibHOH crenieru Tshkectr mo CTCAE cocrasmiia 60 qHeid).
BonbimHCTBO ciiy4yaeB Obuiv 1 WiM 2 CTENEHU TSHKECTH, HAOMIOJAUCh Y MOCTIYOepTaTHBIX
naneHToB (> 12 yer) u He TpeOOBAIM NPUOCTAHOBKUA TEpANMKU WM CHUKCHHUS JIO3BL
HesxxenarenbHble peakuu 3 CTETICHU TSHKECTH OBUTH 3apeTUCTPUPOBAHBI Y 4 % MalueHTOB.
Hpyrue (He axkaedopmubie) BhIchIManus Habmogamuck y 35 (70 %) manueHToB B OCHOBHOM

HCCIICOOBAHUH U ObLIH IMPEUMYIICCTBCHHO 1 um 2 cTeneHu TAKECTH.

Hsmenenus cocmosinus 6onoc

B crpare 1 uccnemoanus |l ¢aser SPRINT y 32 % mnamueHToB HaOMIOMATHCh W3MEHEHUS
COCTOSTHUSI BOJIOC (3apeTHUCTPUPOBAHBI KaK OCBETJICHHE BOJOC (MPEANOYTUTENbHBIN TEpMUH:
u3MeHeHue 1Bera Bojioc) y 11 (22 %) manueHToB U TMOpeleHHe BOJOC (MPEANMOYTHTEIbHBIN
TepMuH: anoneuus) y 12 (24 %) namuenrtoB); y 7 (14 %) mauueHTOB BO BpeMsi Tepanuu
OTMEYAJIMCh U aJIONEIHs, U U3MEHEHHE 1IBeTa BoJIoc. Bee cimydan Obut 1 cTemeHu TSKECTH U He

Tpe6OBaJ'II/I MPUOCTAHOBKHU TCPAIINU UJIN CHUKCHUA NO3bI IIpCIiapara.

COO6HI€HI/I6 O TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxmno COO6H_[aTI) 0 IOAO3PCBACMBIX HEXKEIATCIBHBIX PEAKIIUAX ITOCIIC pEruCTpallvu Iperapara €
OCIIBIO obecneueHus HCNIPECPLIBHOI'O MOHHUTOPHUHIA COOTHOMICHUSA  «I10JIb3a — PHUCK»
JICKApCTBCHHOT'O IIpCriapara. MeauiuHCKUM pa6OTHI/IKaM PCKOMCHAYCTCA COO6H_IaTB 0 JIOOBIX

MMOoA03pCBACMBIX HEXKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IpErapara 4€pe3 HAHMOHAJIBHBIC
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CHCTEMBI COOOLIEHHS O HEXKeNaTeIbHbIX PEAKIUIX 'FBEI};Z[;E&; BATEILEE ':E-Eﬁdg;l%f(oro

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

SKOHOMHUYECKOT'O COI03.
Poccniickas @enepanus

®OenepanibHas ciryx0a 1o HaJ30py B chepe 31paBOOXpaHeHUs

Anpec: 109012, r. MockBa, CriaBsiHCKas II0Iaab, 1. 4, ctp. 1.
Tenedon: +7 800 550 99 03

DnexkTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHUKAIIMOHHOM ceTH «MIHTepHeT»:

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

Pecniy6nuka Kazaxcran

PI'TI na ITXB «HauuoHaibHBINA LEHTP SKCHEPTU3BI JIEKAPCTBEHHBIX CPEJICTB U MEIUIIMHCKUX
u3nenuin» Komurera MEIUIMHCKOTO W (apMameBTHYSCKOTO KOHTpoyisi MUHHCTEpPCTBA
3apaBooxpanenust Pecnyonuku Kazaxcran

Caiit: https://www.ndda.kz

4.9. llepeno3upoBka

Crierudrueckoe JieueHUE TMEPEAO3UPOBKH OTCYTCTBYET. B ciydyae mepeno3upoBKH CIeIyeT
MMPOBOAWTDH THIATCIIBHOC H3.6JHOIICHI/IG 3a MalMCHTaMU JIA BBIABJICHUA BO3MOXHBIX ITPHU3HAKOB U
CUMITOMOB HEXEJIaTeIbHBIX PEaKIHi U, MPU HEOOXOIUMOCTH, MPOBOIUTH MOICPKUBAIOLIYIO

TEeparno ¢ COOTBECTCTBYIOIIHUM Ha6J'IIOI[eHI/IeM. HpI/I NEepCAO3UPOBKE NNAIIN3 HCB(I)(I)GKTI/IBCH.

5. PAPMAKOJIOTHYECKUE CBOMCTBA
5.1. ®apmakoaMHAMHYECKHE CBOMCTBA
®dapmakoTepaneBTUYeCKas TIpyNma: IMPOTHUBOOIYXOJIEBOE CPEICTBO — IPOTECMHKHUHA3BI

UHTHOUTOP.

Kon ATX: LO1EEO4.

MexaHN3M e CTBUS

CenyMeTHHUO — 3TO CEJIEKTUBHBIM MHTUOUTOP MUTOI€H-aKTUBUPYEMOW MPOTEUHKHHA3bl 1 U 2
tuna (MEK1/2). Cenymerunu6 Onokupyer aktuBHocTh MEK u curHanbHbli myTh
RAF-MEK-ERK. Takum o6pazom unruduposanre MEK moxert 6i1okupoBath nponudepannio u

BBDKMBAHHE OITyXOJIEBBIX KJIETOK, B KOTOPBIX aKTUBUPOBaH curHaibHbli myTh RAF-MEK-ERK.
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COOTEBETCTBYET 2KI
ot 26.03.2024 N= 58

(MOCNEOOBATENBHOC T; 0002)

Kinuanueckas 2dbdekTHBHOCTE U 0€301aCHOCTh

OMY OTUETY

D¢ dexruBHOCTH penapata Kocemyro oneHuBamy B OTKPHITOM MHOTOIIEHTPOBOM HCCIIEIOBAHUT
(SPRINT) II ¢a3sl, cTpare 1, mpoBomuBmieMCs B OAHOW Tpymme, ¢ ydactueM S50 ManueHToB
JIETCKOro  Bo3pacta ¢ Hedpodubpomarozom 1 tmma (HDP1) ¢ HeomepabenbHBIMH
mwiekcuopmMubiMu  HelipopuOpomamu  (ITH),  xapakTepu3yronmmumucs  3HAYUTEIbHBIMU
nopaxkenusimu. Heomnepabenbnass IIH omnpenensmace kak ITH, KoTOpylo Xupypruuecku
HEBO3MOKHO IOJIHOCTBIO yJalIUTh O€3 pUCKa Pa3BUTHUS 3HAUUTENBbHBIX OCIOXKHEHHUI B CBSI3U C
pOpacTaHWeM WM HEMOCPEACTBEHHOM OJM30CThI0O K JKU3HEHHO BaXKHBIM CTPYKTypam,
WHBAa3UBHOCTU WJU BbICOKOM Backymsipuzaumu [IH. U3 uccnemoBanust ObUIM HCKITIOUYEHBI
NAlUEHTBl C HAJIWYUEM CIEIYIOIIMX IPOSIBICHUNH TOKCHUYHOCTU CO CTOPOHBI OpraHa 3peHUs:
HaJIMYue LEHTPAIbHON CEPO3HOM PETHHONATHM B HACTOSIIEE BpEeMs WM B aHAMHE3€, HAIU4YUE
OKKJIFO3UHM BEHbI CETYATKU B HACTOAILEEC BpeMs WJIM B aHAMHE3€, BHYTPUIJIA3HOE JABJIECHUE
> 21 MM pr. cT. (WIM BepXHSsS TIpaHUIAa HOPMBI C TIONPAaBKOM Ha BO3pacT), IUOO
HEKOHTpOJIHpyeMas IiaykoMa. IlalpenTsl Tonydanu mpemapaT B no3e 25 wmr/m? (muomanu
nosepxHoctu Tena (IIIIT)) nBa paza B cyTku B TeueHue 28 aHel (1 mUKI Tepanmuu) Mo cxeme
HEIMPEPBIBHOIO IIpHema. Tepanuio MOpeKkpamiaid Mpu OTCYTCTBUU KIMHUYECKOM IMOJIb3bl Y
MAalMEHTa, Pa3BUTHUM HENPUEMIIEMOW TOKCHUYHOCTM WM nporpeccupoBanuun [IH, wnmm no
YCMOTPEHMIO HCCIIEA0BATENSL.

Henesbimu IIH cumrtanmuce te IIH, KOTOpBIE NPUBOAMIM K pPa3BUTHIO COOTBETCTBYIOIIMX
KIIMHUYECKHX CHMIITOMOB WM OCIOXHEHUW (mopaxkenuii, cBszaHHbix ¢ I[IH). Omenka
IPOM3BOJIMIIACH IO YAcTOT€ OOBEKTUBHOIO OTBETa HAa OCHOBE IIEHTPAIM30BAHHOTO aHAJIN3a
o0BbeMa OIyXO0JIH 10 JaHHBIM MarHuTHO-pe30HaHcHOM ToMorpaduu (MPT) cornacHo kputepusm
OIICHKM OTBeTa IpH HelpodudbpomaTose u mBanHomatosze (REINS). OTBer omyxonu orneHuBaIu
HCXOJIHO M B XOJI€ TepaIlUU Yepe3 KaK/ple 4 MUKIIA HAa IPOTSKEHUH 2 JIET, a 3aTEM Yepe3 Kaxable
6 LIUKJIIOB.

VYV manueHToB OIEHWBAIM YacTOTy OOBEKTHUBHOTO OTBETa coriiacHo ganHeiM MPT, a Taxxke
IPOBOAMIIM OILIEHKY KIMHUYECKHMX HCXOJ0B, KOTOpas BKJIIOYaja JaHHble (PYHKIMOHAIBHON
OLICHKH U OIIPOCHUKOB, ITOJIyYEHHBIX OT ITallUEHTOB.

Menuana Bo3pacrta nanueHToB coctaBuia 10,2 rona (quamason: 3,5-17,4 roxa), 60 % namueHToB
OBLIN MYXKCKOTO 1101a, 84 % — npeacTaBUTEISIMU €BPOIICOUTHON pachl.

Cpenunuii oosem neneBoit [TH Ha ucxoanom ypoBHe coctaBuin 487,5 mi (quanason: 5,6—-3820 mu).
Ces3annsle ¢ [TH nopaxenus, Habmogaemsie y > 20 % nanueHToB, BKI0YaIu 00e300pakuBaHue,
HapyIICHWE [ABUTATENbHONW (QYHKIHMH, O01b, HapylieHHe QGYHKIUH bIXaTelbHBIX ITyTeH,

HapylIeHHUE 3peHUs U HapylleHNe QYHKIIMA MOYEBOI0 My3bIps/KUILIEUHHKA.
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[TepBruuHO# KOHEUHON TOUYKOW 3P(HEKTUBHOCTH ObLIA '%EME%&%H@EB%:&E&Q(%O),

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ompezensseMasl Kak MPOIEHT MallMeHTOB C TMOJHBIM OTBETOM (Mcue3HoBeHue 1eneoi [TH) umm ¢
MOJITBEPKICHHBIM YaCTHYHBIM OTBETOM (yMeHbIeHne oowema ITH Ha > 20 %, moareepxacHHOE
IIPH TTOCIICAYIOIIEH OIIEHKE OITyXOJIH B TeUEHUE 3—6 MECSIICB), HA OCHOBAHHMH LIECHTPATN30BAHHOU
oleHKM HalMoHaIhbHOIO HMHCTUTYTAa OHKOJIOTMH. Take OLEHHWBAIach MPOJIODKUTEIBHOCTh

otBeta. Pe3ynbraThl oneHkn 3¢ PpeKTUBHOCTH TpeACTaBICHbI B TabIuIIE 6.

Tabauua 6. Pesyabrarbl ouneHku 3¢¢dextuBHoctd B ucciaenopanuu |l ¢assr SPRINT,
crpare 1
ITapamerp 3¢ pexTHBHOCTH Uccnenopanne SPRINT
(n=50)

Yacrora 00beKTHBHOT0 0TBeTa%?

Yacrora obbekTHBHOTO OTBeTa, % (95 % 33 (66 %) (51,2-78,8)

AN)

[TonHeIit oTBET 0

IToaTBepsKIeHHBIH YacTHUHBIH oTBeT, n (%) ° 33 (66 %)

HpOI[OJ'DKI/ITeJILHOCTb oTBETa

10 > 12 mecsueB, n (%) 27 (82 %)

JU — noseputenbublii untepsat; [10 — npo1oKUTENIBHOCTh OTBETA.

8 TpeboBasioch MOATBEPKIACHUE OTBETA KaK MHHHMYM uepe3 3 Mecsila Mocie TOro, Kak ObLIH
BBHITIOJTHEHBI KPUTEPUHU B OTHOIICHUU TIEPBOT'O YACTUYHOTO OTBETA.

® TTonHBIA OTBET: HCUE3HOBEHME 1IEJIEBOTO OYara MOPaKeHHs; YACTUUYHBINA OTBET: yMEHbIICHHE
obwema nieneBoit [TH Ha > 20 % mo cpaBHEHHIO C UCXOAHOU OIEHKOM.

[To pe3ynbraraM HE3aBHCUMOTO IEHTPAIU30BAHHOTO aHAJIM3a OTBETA OMYXOJH IO KPUTEPHUSIM
REINS YOO cocrasuna 44 % (95 % JH: 30,0, 58,7).

Menuana BpeMeHH A0 TMOSBJICHHs OTBeTa cocrtaBmia 7,2 mecsua (ot 3,3 mecsaueB no 1,6 mner).
Menuana BpeMeHH (MHHUMaIbHOE-MAaKCUMAIbHOE BpPEeMs) IO MaKCHUMaJIbHOTO YMEHBIIICHUS
o6bema I[TH oTHOCHTEIBFHO MCXOIHOTO YPOBHS cocTaBmiia 14,6 mecsies (ot 3,3 mecsies 10 2,7
net). Menuana [1O ¢ MoMeHTa MOsIBIEHUS OTBETA HE ObLIIa TOCTUTHYTA; HA MOMEHT MPEKpaIleHuUs
cOopa MaHHBIX MeIWaHa MepHoja TMOCIEAYIONIEro HaOmoaeHus cocTaBmia 22,1 MecsIes.
Menuana BpeMeHU OT Havajla Teparnuu J0 MporpeccupoBaHus 3a001eBaHus Ha POHE Tepanuu He

ObLIa JOCTUTHYTA.
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Ha momenT nipekparienus: coopa ganusix y 28 (56 %) néﬂﬁéﬁ@'g%bﬁﬁ%liﬁgﬁﬂgéb%ﬁéﬁhmﬁ

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

YaCTUYHBIN OTBET, y 2 (4 %) NalMeHTOB OTMEYaICs HEMOATBEP KICHHBIN YaCTUUHBIN OTBET, y 15
(30 %) mamumeHTOB OTMeuanach cTabwim3anus 3aboneBanus, a y 3 (6 %) nanueHToB —

porpeccupoBaHue 3a00IeBaHusl.

5.2. apmMaKkoKHUHeTHYeCKHUe CBOHCTBA

Ipu IpreMe mpenapara B peKOMeHIyeMoii 103e 25 Mr/m? 1Ba pa3a B CyTKHU y HAIlUEHTOB JIETCKOTO
Bo3pacta (or 3 go < 18 ner) cpeanee reomerpuueckoe (koapdunuent Bapuauuu (CV%))
MaKCUMaJIbHOW KOHIeHTpanuH B 11azMe (Cmax) coctaBmiio 731 (62 %) Hr/mi, a Tuiomaay mos
KPUBOW 3aBUCUMOCTH KOHIeHTpaiuu B mia3me oT BpemeHu (AUCo.12) mociie mpuema mnepBoi
10361 coctaBmio 2009 (35 %) Hr X u/mi. MuHMManbHast IPUOIU3UTENBHO 1,1-KpaTHas KyMyJISIHs
Ha0I0/1a1ach B PABHOBECHOM COCTOSIHHH TTOCJIE MIpHeMa IpernapaTa JiBa pa3a B CyTKH.

V NalueHToB JETCKOro BO3pacTa MM NPUMEHEHHH B J103€ 25 MI/M? KaXKyIIuiics IepopaibHbIil
KJIMpPEHC celyMeTuHnOa cocraBisier 8,8 /4, cpeaHMid KaKymuiicss o0beM pacrlpeneiicHus B
PaBHOBECHOM COCTOSIHUH — 78 JI U CPEIHUM MEPUO/ MOTYBBIBEACHHS — MPUOIU3UTEIBHO 6,2 4.
AGcopbuus

VY 310pOBBIX B3POCHBIX JT0OpPOBOJBIEB CpelHss a0CONMIOTHAs MepopalibHas OHOJOCTYIMHOCTH
cenymeTrHIOa coctaBuia 62 %.

[Tocne mprema BHYTPh CEIIYMETHHHO OBICTPO aOCOpOHMpYyeTcs, TOCTUTasi MMUKOBOU TUTa3MEHHOMN
KOHIIEHTpaluu B paBHOBeCHOM cOCcTOSIHUU (Tmax) uepe3 1-1,5 1 mocne mpuema npemnapara.
Bnusnue nuwu

B oTenbHBIX KIMHHYECKHUX MCCIIEAOBAHUSAX Y 3IOPOBBIX B3POCIBIX JIOOPOBOJIBIIEB U Y B3POCIIBIX
MAIUEHTOB C PACIIPOCTPAHCHHBIMU COJIUIHBIMU OMYXOJISIMU IPUEM CEITyMETHHUOA B 03¢ 75 Mr
U TIUIIH C BBICOKUM COJIEpKaHHEM >KUPOB MIPUBOIUI K CpeiHeMY CHIDKEHUIO0 Cmax Ha 50 % 1 62 %,
COOTBETCTBEHHO, 1O CpaBHEHHUIO ¢ mpueMoM HaTomak. Cpennee 3HaueHne AUC cenmymeTnHnOa
cHmkanmocb Ha 16 % u 19 %, COOTBETCTBEHHO, a BpeMs JOCTHMKEHHUS MaKCUMAalbHON
koHIeHTpauu (Tmax) yBenuuuBamoch npuMepro Ha 1,5-3 u (cm. paszngen 4.2).

Y 310pOBBIX B3POCIBIX T0OPOBOIBIIEB COBMECTHBIN MPUEM ceTyMeTHHHOa B 03¢ 50 MT ¥ TUIIN
C HU3KHUM COJIep>KaHUEM KHPOB MPUBOAMI K CHIDKEHUIO Cmax Ha 60 % 10 CpaBHEHHIO C IPHEMOM
Hatomak. AUC cenymernHunOa cHmkanach Ha 38 %, a Bpems JOCTIKEHHMS MaKCHUMaJIbHOW

konueHTpanuu (Tmax) yBenuauBanock npumepHo Ha 0,9 1 (cMm. pasznen 4.2).

Pacnpenenenue
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EN0BATE QST A o

Cpenuuii KaXymuics o0beM pacrpenecHus cenyMeI'iH{'ﬁG:a—l

npueme B 103¢ oT 20 Mr/mM? 10 30 Mr/mM? y IIaIMEeHTOB AETCKOTO BO3PAcTa BapbUPOBAT OT 78 J1 710
171 51, yka3biBast HA yMEpPEHHOE pacIpe/IeICHUE MpernapaTa B TKaHsIX.

In vitro cesi3piBaHKe ¢ OeKaMu TU1a3Mbl YesoBeka coctabisieT 98,4 %. CenymeTHHUO B OOJbIei
CTENEHH CBS3bIBACTCSI C albOyMHMHOM CBHIBOPOTKH KpoBu (96,1 %), uem c a-l-kuciabim

riakonporenHoM (< 35 %).

BI/IOTDaHC(bODMaHI/IH

In vitro ceaymernHuO moaBepraeTcss MeTabONINYeCKUM peakiusaM 1 (asbl, BKIHOUYash OKUCICHUE
O0okoBO# 1enu, N-IeMeTHIHpOBaHWE M MOTEPI0 OOKOBOW IeMU ¢ 0Opa3oBaHUEM aMUIHBIX U
KUCTOTHBIX MeTabonutoB. CYP3A4 sBusercs OCHOBHOM w30(OpMOI, OTBeHarome 3a
OKHUCIUTEIbHBIA MeTabonmu3m cemymerunuda, uzopepmentst CYP2C19, CYP2C9, CYP2EL u
CYP3A5 BosiieueHsl B MeTa00IM3M B MeHbIIEH crenenu. McenenoBanus in Vitro mokasesiBaror,
YTO CEIYMETHHHO TOJBEPraeTcs TaKXKe MPSMBIM METa0OJMYEeCKUM peakmusMm 2 ¢as3bl ¢
00pa3oBaHUEM TIIIOKYPOHHJIHBIX KOHBIOTATOB, TJIABHBIM 00pa3oM MpU y4acTUU (PEPMEHTOB
UGTI1A1 u UGT1A3. I'mokypoHu3aus SBJISETCS BaKHBIM IIyT€M BBIBEJCHUS METaOOIUTOB
cenymetunu6a 1 ¢assl mpu yuactuu Heckonbkux nzopopm UGT.

[locne mpuema BHYTph ‘*C-cemymernHHOa 3I0pOBBIME JOOPOBOIBIAMH MYXKCKOTO TI0NA
OOJIBIIYI0 YacTh IUPKYJHUPYIOUMIEH paJUOAKTUBHOCTA B IUIa3ME€ KpPOBHU  COCTaBIISUIU
HEU3MEHEHHBIN cenyMeTHHUO (mpubnusurensHo 40% painoakTUBHOCTH) U IPYTHE METaOOIUTHI,
B TOM 4YHCIE THIOKYpOHHJ MeTabonmuta wumumazomHnazona (M2; 22 %), riokypoHHI
cenymerunnba (M4; 7 %), N-mgecmermicenymerunund (M8; 3%) u N-mecmerminkapOoHOBas
kucinota (M11; 4 %). N-mecmerwmiicenymeTnHuO cocraBisier MeHee 10 % KOHIEHTpaIMH
cellyMeTHHHOA B TJ1a3Me YelloBeKa, MPH TOM OH MPUOIU3UTEIHHO B 3—5 pa3 aKTHBHEE UCXOAHOTO
BellecTBa, odecrieunBas mpumepHo ot 21 % 110 35 % obmieit papmakoaoruueckoi akTHBHOCTH.
Bzaumooeiicmeus

In vitro cenymerunu6 He siBnsiercs uarnouTopom m3opepmentos CYPLA2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4 u CYP2EL. In vitro ceyMeTHHHO He SBIISIETCS
uHayktopoM uzopepmentoB CYP1A2 u CYP2B6. CenymeruHHO SBISeTCS HHAYKTOPOM
uzodpepmerra CYP3A4 in vitro, oqHako KIMHAYECKH 3HAYUMOTO BIIMSHUS HE OJKUTACTCSL.

In vitro cenymerunu6 unruouposan uzodpepmentet UGTIA3, UGT1A4, UGT1A6 u UGT1A9,
OJIHAKO KJIMHIUYECKHU 3HAYUMOTO BIUSHUS HE 0XKHUIAETCS.

B3zaumooeticmsue ¢ mpancnopmusimu Oeikamu
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[To maHHBIM HCCIEIOBaHMIA IN VItr0 cexyMeTHHUO ;{BH;[EQ&%JE&%J E‘Bé}%?f&pﬁéﬁt&B'ﬁCRP

(OenoK pe3nCTEHTHOCTH paka MOJIOYHOMU kene3bl) u P-gp (P-rmukonpoTenH), oqHaKo ydacTHE B
KJIMHUYECKH 3HAYMMBIX JICKQPCTBEHHBIX B3aUMOJCHCTBUSAX MalloBeposTHO. MccnenoBanus
IN Vitro moka3pIBaOT, YTO B J103€, PEKOMEHIYyEeMOW JjIsi MAIMEHTOB JETCKOTO0 BO3pacTa,
cenmymetnHn6® He uHruoupyer BCRP, P-gp, OATPIBI1, OATP1B3, OCT2, OAT1, MATEI u
MATEZ2K. Kinnandecku 3HaunMOoe BIMSIHUE Ha (PapMaKOKHHETHUKY OJTHOBPEMEHHO ITPUHUMAEMBIX

cyoctpatoB OAT3 HEe MOXKET OBITh HCKITFOUYCHO.

DIMMUHALIUA

[Tocne oOnHOKpaTHOrO IMpHeMa BHYTPh 3J0POBBIMU B3POCIBIMU J0OpOBOJIbLIAaMH 75 ™I
cellyMeTHHHOa, MEUEHHOrO PaguOaKTHUBHBIM H30TOnoM, 59 % mpunsrtoi no3et (19 % B
HEU3MEHEHHOM BUJIE) BBIBOAWIOCH C (heKanusimMu, a 33 % npunsToi 1036l (< 1 % B HEU3MEHEHHOM

BUzE) ObUTO OOHApYKEeHO B MoUe K 9 HI0 3a00pa 00pasIioB.

IloueuyHas HETOCTATOYHOCTh

DKCIo3uIMs CeTyMeTHHHOA TpU MpHeMe BHYTPh B J03¢ 50 Mr OIEHWBAIaCh y B3POCIBIX
NAIMEeHTOB C HOpPMaNbHOW (yHKIMeH mouek (n=11) W ¢ TepMUHATBHOW CTagWel MOYEYHOH
HepocTaToyHocTH (n=12). B rpynme mnamueHTOB ¢ TEPMHUHAIBHOM CTajueld MOYEHYHON
HEJO0CTAaTOYHOCTH Habmoaanock cHkeHne Cmax Ha 16 %, a AUC — Ha 28 %, npu 3ToM (pakuus
HECBSI3aHHOTO celymeTnHr0a Obuia Ha 35 % Bolte. BeneacTBue yero COOTHOIIEHUSI HECBSA3aHHBIX
Cmax 1 AUC cocrasumm 0,97 u 1,13 B rpyIie NanyeHTOB ¢ TEPMUHAIBHON CTaIueH MOYCUHOMI
HE/I0CTaTOYHOCTH 10 CPABHEHUIO C IPYMIION MAalMEeHTOB ¢ HOpMallbHOU (PyHKIMeH noyek. bouto
ormeueHo HeOomnbioe yBenumueHne AUC (mpubnusurensHo Ha 20 %) AN COOTHOIIEHUS
N-gecMeTuIoBOro MeTaboanuTa K UCXOAHOMY BEIIECTBY B IpYyIIE MAallMEHTOB ¢ TEPMUHAIbHOU
CTaueN MOYEYHOM HENOCTATOYHOCTU II0 CPABHEHUIO C TIPYIIION NAlMEHTOB C HOPMAJIBHOU
¢dyHkuuei nouek. IToCKoIbKY SKCHO3MLUSA Y MALMEHTOB C TEPMUHAIBHON CTaaued MOYedHOH
HE/I0CTaTOYHOCTH M y TAllUEHTOB ¢ HOPMaJIbHON (yHKIMEH oYek Obl1a CX0XKell, uccie0BaHus
y TAalMeHTOB C HapylleHWeM (QYHKIUM TOYeK JIETKOW, CpelHed U TSKENIOM CTEeNeHu He
npoBoauiuck. [Ipenmnonaraercs, 4To HapylIeHHe QYHKIIMH IOYEK HE OKa)KET 3HAYMMOT'O BIUSHUS

Ha JKCITO3UIIMIO CeTyMeTHHUOa (cM. pasnen 4.2).

IIeueHOUHAS HEAOCTATOYHOCTDH

B3pocinble manueHTsl ¢ HOpMallbHOHM (pyHKIMEN neyeHu (n=8) u HapylIeHneM (YHKIHMH MeUYeHU

JerKol crerneHu Tsbkectu (kinace A mo Yaiina-I1eto, n=8) npuHuManu cexymMeTuHu6 B 1o3e 50 mr,
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MAlMCHTHI C HapyIIeHneM (DYHKITUH MIEUCHU CPSTHEH CTéHIé;IH;I:[Img"ﬁ/IH(EE% Iﬁ;}oEﬁﬁnﬁ'ﬂbm,

n=8) — B mo3e 50 Mr wiu 25 Mr, a MAIUEHTHI ¢ HApyIIeHHeM (QYHKIUH MEYCHU TSHKEION CTEICHH
(knacc C no Yaing-ITeto, N=8) — B mo3e 20 Mr. Y manueHToB ¢ HapylueHHeM (QyHKIUU NEUCHU
JIETKOM CTENEeHM TSHKECTH 3HAYCHHs OOINeH HOpMalM30BaHHOW K jo3e cenymernHub6a AUC u
HecBs3aHHOM AUC cocraBmiin coOTBETCTBEHHO 86 % 1 69 % otHOocuTensHO 3HaueHudd AUC y
T00pOBOIBIIEB ¢ HOpMaATbHOU (pyHKIIMEH nedern. Dxcno3urus (AUC) cenmymeTrnHIOa Oblia BEIIIIE
y MAIMEeHTOB C HapylIeHneM (pyHKIIUH MEYEeHU CpelHel cTerneHu TspkecTH (kmacc B mo Yaiinn-
ITp10) u TsKENOM crenenu (kiaacc C mo Yaina-I1st0); 3rauenus obmeid AUC u Hecsizanaont AUC
COCTaBMIIA COOTBETCTBEHHO 159 % u 141 % (kimacc B mo Yaiina-ITeto0) u 157% u 317% (xinacc C
no Yaiina-ITst0) OTHOCHTENBHO 3HAYCHUH Y TOOPOBOJIBIICB C HOPMATBHOU (QYHKITUEH MTEYCHH (CM.
pasnen 4.2). Y manueHToB ¢ HapylieHHeM (YHKIUU MEYSHHU THKEIOW CTereHH Habroaiach
TEHJCHIMSI K CHIDKCHUIO CTENEHU CBS3BbIBaHUA C O€lKamMH, XOTsS CBSI3bIBAaHUE C OelKaMu

ocTaBajoch Ha ypoBHe > 99 % (cm. pasaen 4.3).

DTHHYECKas OPpUHATJICKHOCTD

DKCHo3uLMsl CeTyMeTHHHOA Tocye MprueMa OJHOKPATHOW J103bl, MO-BHAUMOMY, ObLIa BBILIE Y
3JIOPOBBIX B3POCIBIX JTOOPOBOJIBIIEB SIOHIIEB, a3MAaTOB HE SIMOHCKOTO TPOMCXOXKICHUS U
WH/IMIAIICB 110 CPAaBHEHHUIO CO B3POCIBIMH JOOPOBOJIBIIAMH-EBPOIICONIAMH, OJTHAKO ITPH TTOMIPABKE
Ha maccy tena i [T nabnrogaeTcss 3HaUNTETFHOE COBIAICHUE CO 3HAYCHUSIMU YKCIIO3UIUH Y
npeCTaBUTENIEH eBPOIeOH IHOM packl (cM. pasaen 4.2).

Bspocable manmeHTs! (> 18 jer)

[TapameTpsl papMaKOKHHETHKH Y B3POCIBIX 3I0POBBIX TOOPOBOJIBIIEB M B3POCIBIX MAIIIEHTOB C
pacrpoCTpaHEHHBIMU COJIUTHBIMU OMYXOJSIMU AHAJIOTHYHBI TAKOBBIM Y MAI[UEHTOB JIE€TCKOTO
Bo3pacta (ot 3 1o < 18 ner) c HO1.

VY B3pocnbix nauneHToB Cmax 1 AUC yBenMUHMBAINCH MPONOPLUHUOHAIBHO J103€ B JAMANAa30HE OT

25 mr 10 100 mr.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHp BCIOMOraTeJIbHBIX BeIIECTB

Kocenyro, 10 mr, Karcyiasl

Anbda-Tokodepona makporosa cykuuHat (ButamuH E nmonmatunenriukons 1000 cykimHar)
Obonouka Kancynvl
I'unpomennosa

Kapparunan
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Kanus xnopun

Turana quokcu

Bock kapnayOckuit

Bozaa ouniennas

YepHnuna

Iemmak

Kpacutens xenes3a okcup uepssiii (E172)
[IponuneHraukoib

AmMoHus rugpokcun 28 %

Kocenyro, 25 mr, kancyisl

COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 2603 2024 N° 5872

(NMOCNEOOBATENEHOCTE 0002)

Anbda-Tokodepona makporoia cykuuHat (ButamuH E nonmstunenrinukons 1000 cykiuHar)

Obonouka Kancynvl

I'mnpomennosa

Kapparunan

Kanus xnopun

Twurana nuokcun

Kpacurens nnauroxkapmus (E132)
Kpacurens xenesza okeup sxentsiit (E172)
Bopa ounmiennas

Bock kapHayOckuit

Kpaxman kykypy3HbIil

Yepnuna

Kpacurens xene3a okcua kpacublil (E172)
Kpacurens xenesa okcup xentoiil (E172)
Wuaurokapmuna amoMuHueBsii jtak (E132)
Bock kaphayOckuii

[lemmax

anuepnna MOHOOJICaT

6.2. HecoBMeCcTHUMOCTD

He npumennmo.

6.3. Cpok roaHocTH (CpOK XpaHeHHSs )
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(NMOCNEOOBATENEHOCTE 0002)

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

[Tpu Temneparype He Boimre 30 °C, B opurnHagIbHOM (hJIaKOHE TSl 3alTUThI OT BJIard U CBETA.

6.5. XapakrTep u cofep:kuMoe NePBUYHON YIIAKOBKH

[To 60 xamcyn ¢ BIAaronorjioTUTENIEM, TOMELIICHHBIM B KOHTEHHED, BO (IAKOH M3 MOJUATUIICHA
Bbicokoi mioTHOCTH (IIDBII) ¢ 3aBuHuYMBaromieiics kpeimkoid w3 mnosmnponuieHa (IIIT) c
3alIUTOW OT BCKPBITHS JE€TbMHU; TOPJOBHHA (PJIaKOHA TFEPMETUYHO 3aredaTaHa JJig KOHTPOJIS
IIEPBOI'O BCKPBITHSL.

1 (hmakoH ¢ TMCTKOM-BKIIAJIBIIIEM B KAPTOHHOM MavyKe ¢ KOHTPOJIEM MEPBOTO BCKPBITHS.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPH  YHMYTOXXKEHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara Uil 0TX0/0B, NMOJYYEHHBIX NOc/e MPUMEeHeHusl penapara u
Apyrue MaAaHMIYJISIIIUM € IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPALIMOHHOI'O YOCTOBEPEHUSA
IBenus
Actpa3eneka AB, SE-151 85 Conepranbe, IlIBenus / AstraZeneca AB, SE-151 85 Sodertalje,

Sweden

7.1. Hpe}ICTaBl/ITeJIb AECpKaATE/IA PErUCTPAIIMOHHOI0 YIOCTOBECPCHHUA HA TEPPUTOPUUA Coro3a

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJATH 110 aApECy:

Poccuiickasa ®edepayus

00O Acrtpa3enexka @apMacblOTHKAN3

123112, r. Mockga, 1-it KpacHorBapaeiickuii npoesn, a. 21, ctp. 1, atax 30, komuartsl 13 u 14
Ten.: +7 (495) 799 56 99

®daxkc: +7 (495) 799 56 98

Dnextponnas nmoura: Safety.Russia@astrazeneca.com

ProductQuality.ru@astrazeneca.com

Pecnybnuka Kazaxcman

[TpencraButenbctBo 3AK «Actpa3eneka FO-Keit Jlumuten»
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Pecniy6nuka Kazaxcran, r. Anmarsi, 050000, yii. KyHaeﬁEI,';'[:.:ilﬁ,'gd;IJr:éilmn EHOCTE 0002)

Ten.: +7 727 232 14 15; +7 701 0326745
DnekTponHas noyra: adverse.events.kz@astrazeneca.com

Caiit: https://contactazmedical.astrazeneca.com

8. HOMEP PETHCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

9. IATA NMEPBUYHOM PETMCTPAIIMHA (IIOATBEPXJEHUS PETMCTPALIMU,
INEPEPETUCTPALINN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

O6ma;1 XapaKTCPHUCTHUKA JICKAPCTBCHHOI'O IIpCIiapaTa KOCCJ’IyTO AOCTYIIHA Ha I/IHq)OpMaI_II/IOHHOM
nopTajic EBpaSHﬁCKOFO 9KOHOMHYCCKOI'O COI03a B I/IHq)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOﬁ CCTHU

«uTepHeT» http://eec.eacunion.org
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