COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 25.07.2025 N2 13610

(NOCNEOOBATENBLHOCTL 0002)

NMHCTPYKLUA
1O MEJULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

ILaepudop®

PerncrpanuoHHblii HOMep:
Toprosoe HaMMeHOBaHuUe: Hnepmbop®.

Memyﬂapouﬂoe HENMATCHTOBAHHOC HAMMCHOBAHHC: HHGpI/IKca(bOp.

JlekapcTBeHnHasi popma: pacTBOp [UIsl MOAKOKHOTO BBEIACHMUS.

CocraB

1 mn pacmeopa codeporcum:

Oeticmsyowee gewecmago: mepukcadop 20 mr;

eécnomozamernvHbvle sewjecmea: Hatpus xiaopuna 4,917 mr, 1 M pacTBop HaTpus THAPOKCUIA WU

1 M pactBOp XJ0pUCTOBOAOPOAHOM KHCH0ThI 10 pH 6,8 & 0,3, Bona 1 uHbEKIM A0 1 ML

Onucanue

HpO3p3.‘lHBIfI pacTBOp OT 6eCI_IBeTHOFO J0 CBCTIO-KCITOIO IIBCTA.

dapmakoTepaneBTHYECKas IPYNIA: UMMYHOCTUMYJIATOPBI; APYTU€ UMMYHOCTUMYJISITOPBI.

Koax ATX: LO3AXI16.

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Mexanuszm oeticmeus

[Tnepuxcadop mnpencraBiser coOON MPOU3BOAHOE OWIMKIMMA U SBISIETCS CEIEKTUBHBIM
oOparumbiM aHTaroHuctom CXCR4 xemokunoBoro peuentopa. Ilnepuxcadop OGnokupyer
cesa3biBaHe CXCR4 c ero smuranaom SDF-la, daxTopoM cTpoManbHBIX KJIETOK-ld, Takxke
n3BecTHbIM kKak CXCL12. Cyuraercsi, 4TO WHIYyIIUPOBAHHBIA IIEPUKCAPOPOM JIEHKOIUTO3 U
yYBEJIMUYEHUE KOIMYECTBA HUPKYIUPYIOLUIUX T€MOTIOATHUYECKUX TPOT€HUTOPHBIX KJIETOK SIBJISIETCS
pesynpraToM HapymeHus cBszu Mexay CXCR4 u ero nurannom, KOTOPOE INPUBOAMT K
NOSIBJICHHIO B CHCTEMHOM KpPOBOTOKE KaK 3pelblX, TaK M IOJUIIOTEHTHBIX KIJIETOK.
CD34+ kneTkn, MOOUIN30BaHHBIE C MIOMOIIBIO IIEpUKcadopa, ABISIOTCA (PYyHKIMOHAIBHBIMU U

CIIOCOOHBIMU K IPUXKUBIICHUIO, C TOJITOCPOYHBIM ITOTCHIHUAJIOM BOCCTAHOBJICHUS ITOITYJIALH.
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Dapmaroounamuyeckue 3¢hgexmol

B nByx mnane6o-KOHTPOJIUPYEMbIX KIMHUYECKHX HCCIEJOBAHUAX C YYaCTHEM IMAIUCHTOB C
muMdomoii u MEHOKecTBeHHOH MueroMoii (AMD3100-3101 u AMD3100-3102 cooTBETCTBEHHO)
OIICHUBAJIOCH yBennueHue cojaepxkanus CD34+ kieTok (KIETOK/MKII) 3a 24 4 B TeUeHHUE IHS
nepen nepBeiM adepe3om (Tabmuma 1). B onenuBaembiii 24-4acoBoil mepuoj MepBas 1032
wiepukcadopa (0,24 Mr/kr macchl Tena) win mianedo BBoauiack 3a 10—11 4 1o adepesa.

Tabmuua 1. YBenmnuenue yncna CD34+ xierok B mepudeprudyeckoil KpOBH IOCIE BBEICHUS

iepukcadopa COBMECTHO € TpaHyJIOLUTAPHBIM KoJIoHUeCTUMYIHpyromuM (aktopom (I'-KCD)

Uccnenosanue [Tnepukcadop + I'-KCD [Tnane6o + I'-KCD
Menuana Cpennee (CO) Menuana Cpennee (CO)

AMD3100-3101 5,0 6,1 (5,4) 1,4 1,9 (1,5)

AMD3100-3102 4.8 6,4 (6,8) 1,7 2,4(7,3)

B wuccrnenoBanmsx (papMakoIUHAMHUKA Y 3J0POBBIX JTOOPOBOJBIEB C TMPUMEHEHUEM TOJBKO
miepukcadopa muk Moommsanuu CD34+ kiteTok HaOIr0aICs B TeUeHHE 6—9 U 1Tociie BBEACHUS
npenapata. [Ipu uccnenoBanuu papMakoJUHAMUKU Y 3I0POBBIX JOOPOBOJIBIIEB C MPUMEHEHUEM
wiepukcapopa B coderanuu ¢ [-KCD B 103e, COOTBETCTBYIOIICH CTaHIAPTHON
TepaneBTUYECKOl, ycToiunBoe moBbllieHHe ypoBHs CD34+ nabmromanoch Mexnay 4 u 18 u
nociie BBEACHHUsI Iiiepukcadopa, MUK KOHIIEHTpauuu otMevancs Mexay 10 u 14 4.

Iemu

O} dexTuBHOCTh U 0E30MACHOCTH IUIepUKcadopa OIEHUBATACH B OTKPHITOM MHOTOIIEHTPOBOM
KOHTPOJINPYEMOM KJIIMHMYECKOM HCCIEOBAaHUU TAIlMeHTOB B Bo3pacTe OoT 1 g0 18 ner ¢
TuMGOMON WM CONMHMIHBIMH  OMYXOJSMH, HWMEIONIMMH TOKa3aHus s ayTOJOTUYHON
TpancmnanTarmu. [lamuentsr (45 gereii B Bozpacte or | roma mo 18 mer) Obuim
pPaHIOMU3HUPOBAHBI B JIBE TPYIIbI B oTHOIIeHHH 2:1. [lepBas rpynna momydvana miepukcadop B
no3e 0,24 Mr/kr Maccel Tela W CTaHJApPTHYIO MOOMIIM3allMIO0, KOHTPOJIbHAs Ipylma noiydaia
TOJIBKO CTaHAApTHYI0 MoOuau3anuio. [lepBuuHbI aHanu3 mokasai, 4to y 80% marueHToB B
rpynmne, noxydJarolied riepukcadop, MPOU30IUI0 MO MEHBIIeH Mepe YIABOCHHE KOJIHYeCTBa
CD34+ B mepudepuyeckoil KpoBu, HaOI0AaeMOe 3a MEPHOJ C yTpa JHS, MPEIIIeCTBYIOIIETO
nepBomy adepesy 1m0 yrpa aHs adepesa, Mo cpaBHeHHIO ¢ 28,6% MalMeHTOB B KOHTPOJILHON
rpynne (p = 0,0019).

Menaunana 6azoBoro ypoHs CD34+ kietok B nepudepruueckoil KpoBH cOCTaBMIA 15 KIETOK/MKIT
B IpyIIIe miepukcadopa MpoTuB 35 KIETOK/MKI B KOHTPOJIBHOU Tpymie. MenuaHa yBelIUYeHUs
gucia CD34+ kieTok B nepudepudeckoil KpoBH OT 0a30BOTO YPOBHS B JIeHB adepesa cocTaBuiia

B 3,2 pa3a B rpynne miepukcadopa 1 B 1,4 paza B KOHTPOJIbHOI rpymie.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 25.07.2025 N2 13610

(NOCNEOOBATENBLHOCTL 0002)

@apmakoxuuemuka

DapMaKOKHHETUKY IIepukcadopa M3ydaad y MMAMEHTOB C JUM(POW MU MHOKECTBEHHOMN
MHUEJIOMOW C TpUMEHEHHWEeM KiInHu4decko 103l (0,24 Mr/kr Maccel Tena) IMociie
npeaaputesbHoro jedeHus [-KC® (rpaHynonuTapHbI KOJOHHUECTUMYJIHUPYIONTUN (pakTop)
(10 MKT/KT Macchl Tejla OJMH pa3 B JIEHb B T€YEHUE OT 2 110 4 JHEH, Mpu HEOOXOAMMOCTH KYpC
MPOJITIEBAIU A0 7 THEH).

Jns cpaBHeHHs (apMaKOKMHETUKU M (hapMaKOJAWHAMHKH IUIEpHKcaopa ¢ MPUMEHEHHEM J103
0,24 mr/kr maccel Tena uian 20 Mr OBUIO MPOBEJACHO MCCIIEIOBAHUE, KACAIOIIEeeCs OTIAICHHBIX
pe3yIbTaTOB y TAIMEHTOB C HEXODKKUHCKOW smmdomort (N=61, macca Tena MalMeHTOB
<70 kr), mnonmy4yaBmmx miepukcagop B ITUX jgo3ax. DukcupoBaHHas go3a 20 wMr
npojaeMoHcTpupoBaia B 1,43 pasa Oombmyro cucteMHyr dkcrnosunuio (AUCo.i04) 1O
cpaBHeHHMIO ¢ 10301 0,24 Mr/Kr macchl Tena W OOJBIIYI0 YAacTOTy OTBETa B JOCTHIKEHUU
IIEJIEBOr0 3HAYEHHMs, cocrapisomero > 5x10°CD34+ kierox/kr. Mennana BpEMEHHU 10
noctxenns > 5x10°CD34+ kneTok/kr cocTaBwia 3 JHs 1Uis 06eHX TPYMIl JedeHus, Tpoduib
0€30MacCHOCTH MEX/1y TPyIIIaMy TaKKe ObLT COTTOCTABHUM.

Abcopoyus

[Inepukcadop ObicTpO BcachlBaeTCs TMOCJIE IOAKOKHOTO  BBEIEHHUS, MaKCHUMallbHas
KoHIIEHTpaus (Cmax) JocTUraeT mpuodInM3uTeNbHO Yepe3 30-60 MuH (tmax). [locie moakokHOTO
BBeZicHUs1 Tuiepukcadopa B go3e 0,24 Mr/kr maccel Tena, KOTOPOMY MPEIIIECTBOBAIO
npensaputensHoe jeuenue [-KCD B teuenue 4 mueit nmoapsa, Cmax Iiepukcadopa B IiazMe
KPOBH M CpelIHEee 3HAuYeHHE IUIOMIAIU TOJ (apMaKOKMHETUYECKOW KpPUBOM «KOHIIEHTpAIUs-
Bpems» (AUCo.24) coctaBunu 887 + 217 ur/min u 4337 + 922 Hr-4/mMi1 COOTBETCTBEHHO.
Pacnpeoenenue

[Tnepukcadop ymepeHHO cBs3bIBaeTcs ¢ Oenkamu Tia3Mbl yenoBeka (1o 58 %). Kaxymwuiics
o0wveM pacnpenenenus miepukcadopa y mojaei cocrapuseT 0,3 /KT, 3TO yKa3bIBaeT Ha TO, YTO
npenapar B 3HAYUTEIBHOW CTEMEHU PacHpeeseTcs BO BHECOCYAUCTOM MPOCTPAHCTBE, HO HE
OTpaHUYEH UM.

Memabonusm

B uccnenoBanuu in vitro nnepukcadop He MOABEprayics METa0OIU3My B MHUKpPOCOMax MEUEHU
YeJIOBEeKa U B TMIEPBUYHBIX IreNaToIUTax yenoBeka. Takxe in vitro ObLIO MOKa3aHO, YTO Mpenapar
HE YyTHETaeT OCHOBHBbIE MeTalonu3upyronme wuzopepMmentsl muroxpoma P450 (CYPIA2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2El u CYP3A4/5). B
WCCIICIOBAHUM i1 Vitro C YENOBEUECKHMMH TeNaToluTaMH IUiepukcagop HE HWHIYLIHUPOBAI

uzopepmentsl CYP1A2, CYP2B6 wu CYP3A4. [IlonydeHHble [aHHBIE IO3BOJSIOT
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P450, nns muiepukcadopa HU3OK.

Buigeoenue

[Tnepukcadop B ocHOBHOM BbIBOIUTCS moukamu. [locnme BBeaenust miuepuxcadopa B 103€
0,24 Mr/KT Macchl Tena 3I0pPOBBIM JI0OPOBOJIBIIAM ¢ HOPMaJIbHOM (DYHKIMEH MOYeK, IPUMEPHO
70 % mnpenapara BBIBOAWJIOCH C MOYOMl B HEU3MEHEHHOM BHJE€ B TEUEHUE IIEPBBIX
24 4 nocne BBenenus. [lepuon nonyssiBenenus us miasmel (T12) cocraBnser 3-5 4. [To nanHbIM
HCCIICIOBAaHUM in Vitro ¢ mcnoab3oBaHueM kieTtouHeix mojeineir MDCKII 1 MDCKII-MDRI,
iepukcadop He ABIsSeTCs cyOCTpaTOM MIIM UHTHOUTOpOM P-rimkonpoTenHa.

Ocoovle epynnbl nayuenmos

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

VY nanueHToB ¢ Pa3NUYHONW CTENEHBbIO MOYEHYHON HEIOCTATOYHOCTH KIMPEHC Iuiepukcadopa
nocine oHOKpaTHO# 10361 (0,24 MI/KT Macchl Tena) ObLI CHIKEH; Ha0Jro1anach MOJI0KUTeNbHAs
koppensiius ¢ kimpencoM kpeatnauHa (KK). Cpennne nokazarenn AUC-24 uis miiepukcadopa,
BBOJIUMOTO CyOBEKTaM € MOYe4YHOI HeqocTaTouHOCThI0 Jerkoi (KK 51-80 mn/mun), ymepeHHOU
(KK 31-50 ma/mun) u Tsoxenor (KK < 30 mu/muH) crenenbsro, coctaBuin 5410, 6780 u
6990 Hr-u/mMia, COOTBETCTBEHHO, YTO IMPEBBIIACT 3HAYEHUE OKCIO3ULIMU Ipernapara,
HaOJII0TaeMbIe TIPH HOPMaITbHOUW QyHKImH 1modek (5070 ur-u/mi). [TodedHas HEIOCTaTOYHOCTH
He oKa3blBasia BIUSHUS Ha Cax.

Ilon

[TomyAsIIMOHHBIN aHAMU3 HE BBISBWI pa3inuuil apMaKOKHMHETUKH Iepukcadopa y MyKUUH U
JKEHIITUH.

Toorcunvie nayuenmaol

[TomyAsIIMOHHBIN aHATH3 HE BBISBUI pa3nnyuil papMakOKUHETUKH TIepuKcadopa mo Bo3pacrty.
Jemu

VY 27 nmanumeHTOB JeTcKoro Bo3pacta (ot 2 a0 18 neT) ¢ conuaHpIMU OMYXOJISIMU OIIEHHBAJIaCh
dapmakokuHeTuka tiepukcadopa B gozax 0,16, 0,24 u 0,32 mr/kr maccel tena. [locie
OJIHOKPATHOTO TIOJIKOKHOTO BBEICHHUS ISl SKCIIO3ULIMHU TUiepukcadopa y aereil Obuia moka3zaHa
Takas e, KaK y B3pOCIbIX, J030MPONOPIHOHAIBHOCTE B auana3zone ot 0,16 mo 0,24 mr/kr
Mmaccel Tena. He nabGmomanoch yBenuuenue skcno3unuu (AUCo.94) cBbie 0,24 Mr/kr macchl
Tena (B3pocias /103a), BO3pacT HE OKa3bIBaJl KIIMHUUYECKH 3HaYMMOro 3¢ ¢ekra Ha IKCIO3UIHIO.
[TapameTpsl SKCHO3WIMM Tpenapara y JeTedl ObUTM aHAJIOTHYHBI MapaMeTpaM HKCIO3UIUU Y
B3POCJIBIX.

/lannvie 0oknunuueckoil 6ezonacnocmu

HccnenoBanust KaHIIEPOr€HHOCTH ILIEpUKca(opa He MPOBOIMINCE.
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[Tnepukcadop He TMOKa3al TI€HOTOKCHYHOCTHL B ﬂ&ramlﬁtgm BATTREBE TRGE) 4a

T€HOTOKCUYHOCTb.
SDF-lo. 1 CXCR4 wurpaioT BaxHYIO poJib B pa3BUTHM SMOpHOHa U Iuiojga. bbuio
MIPOIEMOHCTPUPOBAHO, YTO IUIEpUKCA(OpP BHI3BIBACT YBEIMYECHUE PE30pOIMH, CHIDKEHUE Beca
IUI0/1a, 3aMeJJICHUE PA3BUTHUS CKeJIeTa U YBEIMUYCHHE HApYIIECHH T10/1a Y KPBIC U KPOJIMKOB.
JlaHHble, OTy4YEeHHbIE AJIs1 )KUBOTHBIX-MOJIENIEH, TaKkKe MPEAIoIaraloT MOAYJIALNI0 TeMaTono33a
J10/1a, BaCKYJISIpU3aIlMK U pa3BuTusa Mo3xeuka o BozaeicteueM SDF-1a u CXCR4. CucremHoe
BO3/ICUCTBUE MIPU OTCYTCTBUH HAOII0AaeMOro HeOJIaronpHusITHOTO BO3ICHCTBUSI Ha TepaTOreHHbIE
3¢¢dexTl Yy KpbiC M KPOJMKOB OBLIO AaHaJOTMYHOW CTENEeHW WM HIDKe, 4YTO U NpHU
TEpaneBTUUECKUX 033X y MAIMEHTOB. JTOT TEPATOrE€HHBIN IOTEHLUAN, BEPOATHO, O0YCIIOBJIECH
ero (hapmMakoTMHAMHYECKUM MEXaHU3MOM JICHCTBUSI.

B uccrnenoBanusix pacmpeneneHuss Ha KpblcaX KOHIGHTpAlUK PaJUOMEYeHOro Iepukcadopa
ObUTH OOHapy>KEHBI B TOJIOBBIX OpraHax (CEMEHHUKH, SIMYHUKH, MaTKa) 4epe3 2 HeJeNu Mociie
BBEJICHUSI OJTHOKPATHOM /03Bl WJIM 7 €XKEIHEBHBIX IMOBTOPHBIX 103 y CAMIIOB KPBIC U TOCIE
7 eXeTHEBHBIX MMOBTOPHBIX /103 Y CaMOK KpbIC. CKOPOCTh BBIBEACHHMSI U3 TKaHEH Obljla HU3KOM.
[TorennuansHOe BiusAHUE Miepukcadopa Ha GepTHILHOCTh MYKUYUH U MMOCTHATAILHOE Pa3BUTHE
HE OLEHHUBAJIOCh B JOKJIMHUYECKUX MCCIENOBAHUAX. Pe3ynbTaThl MCCIEAOBAHUM IMOAKOXKHOTO
BBEJICHUSI OJIHOKPATHOM 03Bl Tperapara Ha KpbICaX W MbIIAX IMOKa3ald, 4To Iuiepukcadop
MOKET BBI3bIBATh MPEXOJAIINE, HO TSHKEIbIE HEPBHO-MBIIICUHBIE HApYyIICHUs (HapyIICHHE
KOOPJAMHAIINH), CeaTUBHbBIE YPPEKThI (TUITOAKTUBHOCTS), OABIIIKY, JIeXKauee MOJ0KEeHHEe Ha OOKY
U (unu) MblieyHble crnasMbl. JlomomHutenbHble 3(dekTsl muepukcadopa, MociaeI0BaTEIbHO
OTMEUEHHBIC B MCCIIEOBAHUAX MOBTOPHBIX /103 HA KUBOTHBIX, BKIIOYAIU MOBBIIIEHHBIC YPOBHU
HUPKYJIUPYIOMIUX JICHKOIIMTOB M MOBBIIIEHHOE BHIBEJACHHUE KAJBIUS M MAarHUs ¢ MOYOM y KPBIC U
cobak, HEeMHOTO OoJlee BBICOKYIO MAcCy CElIe3eHKH Y KpPbIC, a TaKkKe JUAPEI0 U TaXUKapIuio y
cobak. ['mcromaronmornueckue pe3yabTaThl AKCTPAMENYIUISIPHOTO TeMaTolod3a HaOIoAalnch B
MEYCHU M CeNe3eHKe KpbIC U (uiau) cobak. ONUH WM HECKOJIBKO U3 ATHX PE3yIbTaTOB OOBIYHO
HaOJIIOIAIMCh TP CUCTEMHOM BO3JICHCTBHUU B TaKOM JK€ CTENEHH WM HEMHOTO BBIIIE, YeM
KJIMHUYECKOE BO3/ICICTBHE HA YETIOBEKA.

Pe3ynbTarel MccnenoBaHUs MO OMPENEICHUIO Mana3oHa /103 Ha HEMOJOBO3PENbIX KapIMKOBBIX
CBUHBSIX U MCCIIEIOBaHMS [0 ONPEESICHUIO IUana3oHa J03 U OKOHYATelIbHbIE MCCIEOBAHUS Ha
HEMOJIOBO3pENbIX KpbIcaX ObUIM COMOCTaBHMBI C pe3yJibTaTaMH, MOJYyYEHHBIMH JUIS B3POCIHbIX
MBIIIEH, KpbIc U cobak. [Ipenensr Bo3IeHCTBYS B HCCIEIOBAaHUN HA HETMOJIOBO3PENBIX KPbICax MpH
MakcuMalibHOU TepeHocumon ao3e (MII/I) Obun B > 18 pa3 Gombllie MO CpaBHEHHIO C CaMmoit

BBICOKOM KJIMHUYECKOW JETCKOM A030M y eTel B Bo3pacTe 10 18 jer.
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(5 MKT/MJI) B HECKOJIBKO pa3 BBIIIE MaKCHMAILHOTO CHCTEMHOIO YPOBHS BO3JCHCTBHS Ha
4eoBeKa, 001alaeT YMEPSHHON WM CUJIBHON CIOCOOHOCTBIO CBSI3BIBAHUS C PSJIOM PA3IUYHBIX
PELENTOPOB, MPEUMYIIECTBEHHO PACHOI0KEHHBIX Ha MPEACUHANTHYECKUX HEPBHBIX OKOHUYAHUSIX
B 1ieHTpanbHoi HepBHOM cucteme (IIHC) m (mmm) nepudepuyeckoit HepBHoit cuctembl (ITHC)
(xanprueBbld KaHam N-tuma, kanueBbld kaHan SKCa, rucramuHoBbii H3, aneTwixonmHOBBIHA
MyCKapuHOBBI perienitop M1 u M2, aaperepruueckuii 02B u 02C, neiiponentunaeii Y/Y1 u
riryraMmaTHble onuamMuHoBeile NMDA -penienitopsl). Kinnndeckast 3Ha4UMMOCTh 3TUX Pe3yJIbTaTOB
HEH3BECTHA.

DapMaKoIOTUYECKHUE HCCIIEAOBaHMU 0e30MacHOCTH IUiepukcadopa, BBOJMMOIO BHYTPHUBEHHO
KpbICaM, TOKAa3aJId PECHUPATOPHBIE M CEPJCUHBIC ACTPECCOPHBIC IPPEKTHI TPU CHCTEMHOM
BO3/ICUCTBUH, HECKOJIBKO MPEBBIMAIONIEM KIMHHYECKOE BO3JCHCTBHE Ha YEIIOBEKa, B TO BpeMs
KaK TMOJIKO>)KHOE BBEJICHHE BBI3BIBAJIO PECIUPATOPHBIC U CEPICUHO-COCYAUCTHIE 3(PPEKTHI TOIBKO

npu 0oJiee BBICOKUX CUCTEMHBIX YPOBHSIX.

IToxka3zaHusi K MPUMEHEHU IO

B3pocnuie

Jns  ycwieHuss MOOWIM3allMKd TEMOIO3TUYECKUX CTBOJIOBBIX KIIETOK B HepupepHIeCcKHid

KPOBOTOK C II€JIbI0 UX cOOpa M MOCIEAYIOIe ayToTpaHcIiaHTauu B komOuHaiuu ¢ ['-KCD

nanueHTam ¢ TMMQPOMOI UITH MHOKECTBEHHONW MUEIIOMOM.

Jlemu ¢ 6o3pacme om 1 00 18 nem

Jns ycuneHus MOOMIM3AlMM TE€MOINOATHYECKUX CTBOJIOBBIX KJIETOK B IepupepuyecKuit

KPOBOTOK C II€JIbI0 UX cOOpa M MOCIEAYIOIIei ayToTpaHciiaHTauu B komOouHaiuu ¢ [-KCD

JEeTSIM ¢ TUMGOMON WM COMUIHBIMU OITYXOJISIMH:

— IpU HU3KOM KOJIMYECTBE IUPKYJIHUPYIOLUIUX CTBOJIOBBIX KIJIETOK B JI€Hb, 3aIIAHUPOBAHHBIN
1utst cOopa nocie Moounuzanuu ¢ momotnbio ['-KC® (c unu 6e3 XxuMuoTepanun),

WIH

— I MalMeHTOB, KOTOPBIM paHee HE yAalloCh IMPOBECTH COOp JOCTaTOUYHOTO KOJIMYECTBA

TEMOITO3THYCCKHUX CTBOJIOBBIX KJICTOK.

IIporuBonokazanus
- TloBbllieHHAass YYBCTBUTENBHOCTh K IUIepUKcadOpy WIM JIOOBIM  BCIIOMOTATEIbHBIM
BEILIECTBAM IIpenapara;

- bepemennocts (cM. pazaen «bepeMeHHOCTh 1 TIEPHOJT TPYAHOTO BCKAPMITUBAHUS );
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- Ilepmox rtpyaHoro BckapmiMBaHUS (CM. [pa3ziecl '-&éb‘eM%LTEQ tr'ﬂ'—:bllro-glz' i‘lﬁslfl)lﬁoro

BCKAPMIIMBAHMSD).

IIpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I I'PYAHOI0 BCKAPMJIUBAHHUSA

Koumpayenyus y mysicuun u soceHuyun

JKeHHBI ¢ 1eTOPOIHBIM MOTEHIIHAIIOM BO BpeMs JICUeHUS TUIepUKcadopoM U B TCUSHUE OTHON
HEJCNU TI0CJIe TMPEKpAIleHUs Tepanmuu JODKHBI HCHOJB30BaTh A()()EKTHUBHBIE METObI
KOHTpALICTIIUH.

Kenmunam He cieyeT IIIaHUPOBATh OEPEMEHHOCTh BO BpeMsl JISUEHHUSI IIIepUKCcaPOpPOM.
MyxuuHaMm, TMONyYalOIIMM  JIe4eHHe IuiepukcadopoM, HEOOXOAMMO  HCIOJB30BaTh
3¢ (deKTUBHBIE METOIBl KOHTPALCTIIMKA BO BpEeMs JICUCHUS U B TCUCHUE OJHOW HEIENH TOoCIe
MPEKPALICHUS JICUCHHUS.

bepemennocmo

AJIEKBAaTHBIE W XOPOIIO KOHTPOJIUPYEMbIC HCCIICIOBAHMS IO NMPUMEHEHHIO IUIepuKcadopa y
OcpeMEHHBIX JKCHIIMH HE MPOBOAWINCH. VccrnemoBaHWs Ha JKMBOTHBIX IMOKA3JIM HAIMYUE
TEpPaTOreHHOro JelcTBUs mpemnapara. llanueHTt AomkeH ObITh NPOMHPOPMHUPOBAH, YTO
NpUMEHeHHe IuUiepukcadopa BO BpeMs OEpPEeMEHHOCTH MOXKET MPHUBECTH K BPOXKICHHBIM
MOPOKaM Pa3BUTHSI.

Ilepuoo epyonoco eckapmausanus

JlanHple 0 BO3MOKHOM TNPOHHKHOBEHHH IUIepuKcadopa B TPYAHOE MOJIOKO OTCYTCTBYIOT,

MMO3TOMY pHUCK UId T'PYAHOT'O pe6eHKa HE MOXET OBITh HCKIIOuUeH. Bo BpeMsA TEpalluu

npenapatom [Tnepudop® cieyer npekpaTuTh IpyIHOE BCKapMITHBAHHE.

Cnocod npuMeHeHus U 103bl
Jleuenne mnpenapaTom HnepI/IQ)op@ JIOJDKEH Ha3HadaTh M TMPOBOAWTH KBATU(DUIIMPOBAHHBIN
OHKOJIOI W/unM reMartojor. MoOwnu3anuss M adepe3 KIETOK JOKHBI TNPOBOAMTHCS B
COTPYJIHUYECTBE C OHKOI'€MAaTOJIOIMUECKUM LIEHTPOM, UMEIOIIUM JIOCTAaTOYHBIN OIBIT B JaHHON
o0nacTu, TI€ €cTb BO3MOXHOCTh HAIJIEXKALIEr0 KOHTPOJS YPOBHS TI'e€MOMOATHUYECKUX
IIPOr€HUTOPHBIX KIIETOK.
Pesicum 0o3uposanus
PexoMenaoBaHHas f03a miaepuxkcagopa coCTaBIsIeT:
g3pocvle:

e (QuxcupoBanHas no3a 20 mr/cyt wiu 0,24 Mr/Kr maccel Tena/cyT JUIsl MAllUEHTOB C

Maccom tena < 83 kr;

e 0,24 Mr/kr Macchl Tena/cyT Ul MalMeHTOB ¢ Maccoil Tena > 83 Kr.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
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(NOCNEOOBATENBLHOCTL 0002)

Odemu 6 eospacme om 1 0o 18 nem:

e 0,24 Mr/kr Maccsl Tena/cyT.
[Ipenapatr BBOAAT MOAKOXKHO 3a 6-11 u 1o Hauvama adepesa mocie mpeaBapUTEIHLHON
gyerpipexaHeBHON Tepanuu [-KC®. B KIMHHYECKUX HUCCIEIOBAHMSIX TUIEpUKCAdOp OOBIYHO

HCITOJIB30BAJICS B TeUCHHE 2-4 THEH nmoapsia (10 7 JHEW HeMpPEephIBHOTO IPUMEHEHHUS ).

JUisi pacuera HEoOXOAMMOro Ui BBEACHHS obbema mpemnapata Ilnepugop®, cuemyer
UCTIOJIB30BaTh MAcCy TeJa MalMeHTa Ha MOMEHT JICYEeHUs], KOTOpasi T0JKHA OBITh ONpezesieHa B
TedeHne | Heenu [0 BBEICHHs epBoii 10361 nperapata [lepudop®.

W3 xaxmoro ¢rmakona momyuaercst 1,2 mur pacTBopa mpenapara ¢ KoHieHTpamuei 20 mr/mi, a
00BeM, KOTOPbIH HEOOXOJMMO BBECTH MALIUEHTY, MOKHO PacCUYUTaTh HA OCHOBAHHUHM CIIEAYIOLIEH
dbopMyIbL:

0,012 * ma maccy Tena maueHTa Ha MOMEHT JIeYeHus (KT) = 1032, KOTOPYI0 He0OX0AUMO BBECTH
(vur).

B ximMHMYeCKHX HMCCIeNoBaHMAX 03a IUiepukcadopa paccUMThIBajIach Ha OCHOBAHUH MAacChI
Tela MalMeHTOB Ha MOMEHT Jie4eHHUs, cocTapisitomiei 10 175 % OT uueanbHONW Macchl Telna.
Jo3a mnepukcadopa U ero NpuMEeHEeHHe y MaIlMeHTOB, Macca Tejla KOTOPBIX COCTaBisieT Ooliee
175 % oT naeanbHOM Macchl Tella, HE UCCIIEI0BAIAaCh.

WneanpHas Macca Tela MOXKET OBITh OTpe/IeeHa C MOMOIIBIO CIEAYIOMUX GOopMyIT:

My>k4uHbI (KT):

50 + 2,3 x ([Poct (cm) % 0,394] - 60);

Kenmunsl (Kr):

45,5 + 2,3 x ([Poct (cm) x 0,394] - 60);

Ha ocHoBaHuM JaHHBIX 00 YBENTMYEHUHM SKCIO3UIMHU MPU YBETUUYEHUM MAacChl Tela 7032
npemnapara Hnepmpop® He JIOJDKHA TpeBbIaTh 40 MI B CYTKH.

Pexomenoogannvle conymcmeyrujue npenapanmol

B OCHOBHBIX KIMHHUYECKHX HCCIEIOBAHUAX IUIepukcadopa Bce mauueHTs noaydanu I'-KCD B
no3e 10 MKr/kr maccel Tena, yTpoMm, B TeueHuWe 4 1HEW mMoapsia A0 TEepPBOTO BBEICHUS
wiepukcadopa, a 3aTeM KaxJ10e yTpo 10 npoBeaeHus adepesa.

Ilpumenenue npenapamay 0codvix cpynn nayuenmog

Tayuenmoi ¢ Hapywenuem hyHKkyuu novex

[Tpu xkmupence kpeatnnuHa (KK) < 50 mi/mun no3a miepukcadopa JoKHA ObITh YMEHbIICHA
Ha TpeTh, 10 0,16 Mr/kr maccel Tena/cyt (cm. pasaen «DapmakokuHeTnkay). [lpu npumenenun

YMEHBIIEHHON Ha TPeTh J03bl IUIepuKcadopa y MAUEHTOB C HApyIMICHUSAMU (DYHKIUU TMOYEK
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o o 100 OB & HOCTR 00027
CpeoHEH U TSDKEIOU CTEINEHH OXXKUIOAETCs, YTO cncf&maﬂ%‘%&r@3gmt Hb‘en;nél'la '6'§|1,Z[GT

AQHAJIOTMYHA TOM, YTO HAOJFOIAETCs Y MAIMEHTOB C HOPMAIBHON (DYHKITUEH MTOYECK.
Kiunuueckue maHHble MO MPUMEHEHUIO CKOPPEKTUPOBAHHOM 03Bl IMpernapara OrpaHUYCHBI.
Wmeronuiicss ONBIT KIMHUYECKOTO0 MPUMEHEHMs] Iiepukcagopa HE TMO3BOJISET JaTh
peKOMeHanuii o go3upoBaHuio mpemnapara npu KK < 20 mui/mMuH, a Takke y INalMeHTOB,
HAXOJIAIIMXCS HA TeMOJIUAJIU3E.

VYuureiBasg, 4TO BO3JCICTBUE Mpenapara € YyBEIMUYEHUEM Macchl Tejla BO3pPAcTacT, [103a
mepukcadopa He 1opkHa npeBbimarh 27 mr/cyTt npu KK < 50 mi/mMuH.

KK (Mn/MuH) paccuuThIBaIoT 1o GhopmyJie:

Macca tena (kr) X (140 — Bo3pact B rogax)

My>xunnsl: KK (Ma/Mus) = ------ -
72 X CBIBOPOTOYHBIA KPEATHHHUH (MI/J11)

Kenmunst: KK (Ma/mun) = 0,85 x 3HaueHHe, pacCYUTaHHOE TI0 (hOPMYJIe IS MY KUHH.

Tlayuenmwi noowcunoco eospacma (bonee 65 nem)

VY MOXUIIBIX MAIlMEHTOB ¢ HOPMaIbHOW (DyHKIIMEH MouyeK KOppeKius 103kl He Tpedyetcs. [lpu
KK < 50 ma/mMuH pexkoMeHIyeTcss U3MEHUTh 103y Ipernapara (cM. Bbiiie nojapaszzen «llanueHTs
C HapymeHueM QYHKIOUH Mo4ek»). Cremyer y4HuThIBaTh, YTO C BO3PACTOM BEPOSTHOCTH
CHW)KCHHSI (DYHKIIUU TIOYEK YBEIUYHBACTCS, TIOITOMY Y MOXKHJIBIX MAIMEHTOB JIO3y Ipernapara
cleyeT MoaAOupPaTh C OCTOPOKHOCTBIO.

Cnocood npumenenusn

IIpenapat BBOASAT MOJKOXKHO.

Onun (dnakoH mpenapara Hnepmbop® MpeAHa3HavYeH JJI1 OJHOKPATHOTO MPUMEHEHHSI.

[lepen BBemeHueM HEOOXOAMMO OCMOTpeTh ¢umakoH. Eciaum B pacTBope MNPUCYTCTBYIOT
MEXaHWYECKHE BKIIOUCHUS WJIH ©CTh HW3MEHEHHUs I[BETa pAacTBOpPA, €ro BBOJWUTH HEJb3S.
Ipenapar [lnepudop® SBISETCS CTEPHIBHBIM IIPEAPATOM, HE COACPIKALIMM KOHCEPBAHTHL,
MO3TOMY B TIpOIlecce Habopa COACPKUMOro (JIaKOHA B IIMPHUIL JUIS TOJKOKHBIX WHBEKITUN
HE00X0AMMO COOJTIOAATh MPaBHIIa ACETITUKH.

HccnenoBanuss 1O COBMECTHMOCTH TIperapaTa Hnepmbop® C JApYyrMMHU TIpemapaTamMu He
MIPOBOIMIINCEH, IIOATOMY HE CJIEIyeT CMEIINBATh €0 ¢ JPYTHMH ITperapaTaMy B OJHOM IIIPUIIE.

[Ipenapar, ocTaBIuiics mocie BBEACHUS HEOOXOAMMOM 10361, TOHKEH ObITh YHHUTOXKEH.

IToGouHoe neiicTBUE
Jannsle mo Oe3omacHocT npuMeHeHHs Iuiepukcagopa B coyeranuu ¢ ['-KC® y nmanueHTOB ¢

auMGOMON U MHOXKECTBEHHOW MMEIOMON OBLIM MOJIy4eHbl B 2 IUIale00-KOHTPOJIUPYEMBIX
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(daza III) y 301 manmenta u 10 HEKOHTPOTUPYESMBIX HCGJ%E{IO:BQEFH{; %‘ﬁgzg%@'éh{ﬁaﬁﬁe'ﬁlrw

[TanenTs! monmyyanu jedenue miepukcadopom B gosze 0,24 MI/Kr mMacchl TENa/CyT MOIKOXKHO.
JIIMTenbHOCTh JIEYEHUS] B 3TUX HCCIENOBaHMUSAX cocTaBuiaa OT 1 10 7 AHEW HenmpepbhIBHO
(Mennana — 2 HS).

B nByx ucciaenoBanusx (daza III) ¢ yuacTneM mNanyMeHTOB C HEXOKKUHCKOW JTUMGPOMON W
MHOkecTBeHHOM  muenomoit  (AMD3100-3101 u  AMD3100-3102  cOOTBETCTBEHHO)
301 manmeHT moONy4Hs JiedueHHe KomOuHammen miepukcadopa ¢ I'-KCD wu 292 manuenra
noyumtn Tepanuio miane6o u ['-KC®. Cyrounas go3a ['-KC®D cocrabisiia 10 MKI/Kr Macchl
Tela yTpoM B TedueHue 4 AHeH moaps] 10 MepBOM MHBEKIUH Iiepukcadopa uim mianedo, a
TaKXe KaKI0e yTpo 10 mpoBeaeHus adepesa.

Hwxe mnpeacraBieHbl HeXelaTeNbHbIE PEAaKIMH, KOTOpbIE dYalle HaOMI0Jaluch B TpyIIe,
nonydaBmeil miaepukcadop u [-KCD, yem B rpynne maane6o u [-KCD. Yactora
HE)KeNaTeNIbHbIX pEeaKkIui, CBSI3aHHBIX C JIeYeHHEM, cocTaBwia > 1 % cpeau NalMeHTOB,
MOJTYYaBIIUX IJIEpUKcadop Mpu MOOMIU3AIMH TEMOIIOITHYECKUX CTBOJIOBBIX KIIETOK U adepese,
a TaKkKe TIepel XUMHOTepanuel/MuernoadlaTWBHOW  Tepamued TpuU  MOATOTOBKE K
TpaHCIUIAaHTAIUH.

HesxxenaTenbHble peakiiiy yKa3aHbl B COOTBETCTBUU C CUCTEMHO-OPTaHHBIM KJIACCOM U 4acTOTOMU
BO3HUKHOBEHHUA. YacTOTy OIpenesnsyii Ha OCHOBAHUU CIEAYIOUIUX KPUTEPUEB: OUYEHb HaACHO
(= 1/10), yacmo (= 1/100, vo < 1/10), Hewacmo (> 1/1000, Ho < 1/100), peoxo (= 1/10000, HO
< 1/1000), ouenwv peoko (< 1/10000), uacmoma neuszsecmua (HENb3sl OLUEHUTH IO UMEIOIIUMCS
JTAHHBIM).

Hwxe mnpuBeneHsl HexenareabHble peakluu, HaAOMIOJaBIIMECS B TpyMIe, IoIydarolien
wiepukcadop yaile, 4eM B Ipymne Iuianedo, CBS3aHHbIE ¢ MPUMEHEHUEM Iuiepukcadopa npu

npoBeneHun Moouamu3anuu 1 adepesa B 111 pasze nccnenopanuii.

CucremHo-
. Ouenb Yacrorta
OpPraHHbIN Yacto Heuacto
Kaace 4acTo HEM3BeCTHA
Hapywenusa co CIJICHOMETamus ™,
CMOPOHbL  KPOBU HETpaBMaTUYECKUIN
u pa3phIiB
auM@amuyeckou CeNe3eHKu ™®
cucmemul
Hapywenus  co aJIEPTHYECKUE
CMOPOHUL peakuuu,
UMMYHHOU aHa(UIAKTHYIECKUE
cucmemul peakuuu, BKIOYas
aHaUIaKTHIECKUHT
0K *
Tcuxuueckue OeccoHHMIA HEOOBIYHBIE
HapyuwieHus CHOBHJIEHUS ™,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

(ACOCAEQOBATE IEHAG TS ijili g
KOIIIMAaphI*

Hapywenus  co rojiopHass 00Jb,

CMOpPOHbL T'OJIOBOKPYKEHHUE

HepeHOU

cucmembi

JKenyoourno- nuapes, METEOopu3M, 0OJTb

Kuuieynvle TOIIIHOTa | B )KMBOTE, PBOTA,

HapyuweHus B3/IyTHE JKUBOTA,
CYyXOCTh BO PTY,
IUCcKOM(pOpT B
BIUTaCTPATILHOU
obnactu, 3amop,
JIACIIETICHS,
TUIIECTE3HS
CIIM3UCTOM
000JI0UKH
MOJIOCTH pTa

Hapywenus  co TUTICPTHIPO3,

CMOPOHbL  KOJICU pUTEeMa

U  NOOKOMCHBIX

mraneu

Hapywenus  co apTparus,

CMOpPOHbL CKEJIETHO-

MbIULEYHOT, MBbIIIeyHas 00716

cKeemnoll u

COCOUHUMEIbHOLL

MKAHU

Obwue peakuu B | yCTaJIOCTh,

HapyuieHus u | Mecte HEJIOMOTaHHE

peaxyuu 6 | BBEJICHHS

Mecme 66edeHus

* Jlo JaHHBIM TIOCTPETHUCTPALIMOHHOTO ONbITA TPUMEHEHHs Npernapara (4acToTy HeKelaTeIbHbBIX
peakiuii onpeaesuTh ObUIO HEBO3MOXKHO, TaK KaK COOOIICHHUS O HUX OBUIM IOJIyYEHBI U3 MOMYJISILIUU C
HeOHpeI[eJIeHHLIM KOJIMYECTBOM IMAaIMCHTOB, TAKXKC, KaK H BO3MO)KHy}O B3aUMOCBS3b C HpI/IMeHeHI/IeM
npenapara).

HexxenaTenbHple peakuud Yy TAalMEHTOB C JUM(OMOM U MHOXKECTBEHHOH MHEIOMOH,
MoJTy4aBIIuX Tuiepukcadop B KOHTposmpyembix uccieaoBanusx I ¢a3er 1 HeKOHTpoOIUpyEeMBIX
UCCIeI0BaHMAX, BKItouas uccienoBanue Il ¢daspl, B koTopom miepukcadop UCMOIB30BATH B
peKUMe MOHOTEpanuu JUIsi MOOMIU3AlMKd TeMOMOITHYECKHX CTBOJOBBIX KJIETOK, CXOAHBI. Y
MAIMEHTOB ¢ JUM(OMOIl U MHOKECTBEHHOW MHEIOMOI 4YacToTa HEeKeNaTelbHBIX PeakIuil He
OTJINYaJIach B 3aBUCUMOCTH OT 3a00JI€BaHMsI, BO3pACTa WM MOJIa.

Annepeuueckue peakyuu

B xnuHMYecknx uccinenoBaHusAX MeHee 4eM y 1% manueHToB HaOMIOJalvCh ajuiepruyecKue

PCaKknn, KOTOPBIC BKIIHOYAIMW OJHY WM HCECKOJIBKO CICAYIOIIHUX HEKCIATCIbHBIX peaKuHﬁ:
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KpanuBHHUIA (N=2), IEPHOPOUTANTBHBINA OTEK (NF2), onblﬁﬁcgl (ﬁlg%“rﬁﬁ&bcﬁh—'(n];?)l ﬂ%&hme

peakuuyu OBLTM JIETKOM WJIM YMEPEHHOM CTENEeHW TSHKECTH W BO3HUKAIM B TEUYCHHUE
npubar3uTebHo 30 MUH TTOCIIe BBEACHMS IUIepuKcadopa.

Hupapkm muokapoa

CornacHo KJIMHHUYECKHM HCCIENOBaHUSAM, 7 K3 679 OHKOJIOTMYECKHX NAIUEHTOB MEPEHECIU
uHpapKT MHUOKap/aa 1Mocie MOOWIM3AaLMU CTBOJIOBBIX KIJIETOK C TMOMOINBIO Tuiepukcadopa u
[-KC®. Bce cnyyan uH(papkTa MHOKapaa HaOIOJATUCh KaK MUHUMYM uepe3 14 el mocne
nocjeqHero BBeAeHUs Iepukcagopa. Kpome Toro, 1Be MNalUEeHTKH, y4acTBOBABIIME B
IporpaMMe o IPUMEHEHUIO UCCIIeAyeMOro Npenapara B MHANBUYaIbHOM MOPSAKE, IEPEHECIN
uHpapKT MHUOKap/aa 1Mocie MOOWIM3ALMU CTBOJIOBBIX KIJIETOK C TMOMOINBIO Tuiepukcadopa u
[-KC®. Onun u3 cioyyaeB nH(papKTa MHOKapAa MpoOU30MIeN 4epe3 4 JHSA MOcie MOCISIHEro
BBeZIeHUs miepukcadopa. OTcyTcTBUE BPEMEHHOM CBsI3U y 8 U3 9 manueHToB U npoduib pucka
YYaCTHHMKOB, MepeHeclnX MH(PApKT MHOKapja, HE T[O03BOJIAIOT CUYMTATh IUIEpUKcadop
HE3aBHCHUMBIM (PaKTOPOM pUCKa HH(PAPKTa MHOKAp/A Y MAMEHTOB, moxydarommx [-KCO.
Bazoeazanvnvie peakyuu

BazoBaranbHble peakuuu (OpToCTaTHYecKas TMIOTEH3US W/WIM CHHKOINE) OTMEYaJINCh MEHee
yeM y | % ydYacTHMKOB KJIMHHUYECKHUX HCCIEIOBaHMNA 10 MpPUMEHEHHIO Iulepukcadopa
(OHKOJIOTHYECKUX TAMEHTOB M 3J0POBBIX JOOPOBOJIBIIEB), NOTYYaBIIUX IUiepuKcadop B 103€
< 0,24 mr/kr maccel Tena. B OONBIIMHCTBE CiydaeB JaHHBIC PEAKIHUU HAONIOMANHNCh B TCUCHHE
1 4 mocne BBeeHUs MiIepuKcadopa.

Hapywenua co cmoponst jceny0ouHo-Kuuieunozo mpaKma

B xnnHMUYECKHX UCClIEJOBAHUSIX IO MPUMEHEHUIO MiepuKkcagopa y OHKOJIOTMUECKUX MAlMeHTOB
COOOILIEHUSI O TSDKEJIBIX HAapYLIEHUSIX CO CTOPOHBI JKENyJIO0YHO-KHIIEYHOTO TpakTa (BKJIOuas
Japero, TOIHOTY, PBOTY, OOJIM B )KUBOTE) PETUCTPUPOBAINCH PEAKO.

Iapecme3suu

[TapecTe3un yacto HaOIIOJAIOTCS Y OHKOJOTMYECKUX MAIMEHTOB IOCIE ayTOTPAaHCIUIAHTALlUU
BCJIE/ICTBUE TPOBOJMMBIX MHOTOYHMCIEHHBIX MEIUIMHCKUX mpoueayp. B  mane6o-
KOHTPOJHMPYEMBIX KIMHMUYecKuX wuccnenoBanusx III ¢as3sl yacrora mapecre3uit cocraBumia
20,6 % u 21,2 % B rpynnax miepukcagopa H mianedo, COOTBETCTBEHHO.

T'unepneiikoyumo3s

B uccnenoanusx Il ¢aspl yBennueHne KOIWYECTBA JICMKOITUTOB 3a JCHB 10 adepesa Wiu B
no6oit mens adepesa 10 100 x 10%/11 u Beime Habmoganoch y 7 % HallMEHTOB, MOTyYaBIIUX
wiepukcadop, 1y 1 % mnanmeHnToB, modydaBmux Iuiane6o. Ilpu 3ToOM OCnoOXKHEHMS WU

KIIMHUYCCKUEC MTPOSABIICHUA HeﬁKOHHTOSa OTCYTCTBOBAJIN.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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(NOCNELOBATENBHOCTE 0002)

emu

[Ipumenenne mepukcadopa B o3¢ 0,24 MI/Kr Macchl Tela H3Yy4aloCh B OTKPHITOM
MHOTOLIEHTPOBOM KOHTPOJIUPYEMOM HcciefoBaHuu ¢ ywyactueM 30 namueHTtoB. B ngaHHOM
HCCJIEIOBAaHUM HEXeNaTeJIbHble peakuuu ObUIM 3apeructpupoBanbl y 23 u3 30 (76,7 %)
NAlMEeHTOB B Tpymmne Tepanuu miepukcagopom u y 10 u3z 15 (66,7 %) nauueHtoB B
KOHTPOJILHOM T'PYIIIE.

Haubonee uvacteie HexenatenbHble peakiuu (> 10 % mnaunueHToB) B Trpynne, TpUHUMAIONIEH
mwiepukcadop, ObUTM aHEeMHs, TPOMOOLMTOIICHUS, PHUHUT, GeOpWIbHAs HEUTPONEHU,
TUI0aTbOyMUHEMUS, TUapesi, pBOTa U Juxopaaka. Hambomnee yactole HexxenaTelbHbIE peakluu
(> 10 % manueHTOB) B KOHTPOJBHOM IpymIe ObUIM: TUMOKAJIHEMUs, MMOBBIIIEHUE aKTUBHOCTH
aTaHMHAMUHOTpaHchepas3sl, GeOpUIbHAS HEUTPONICHHSI, PBOTA, TPOMOOIIUTOIICHHSI, YCTAIOCTh,
TOIIHOTA 1 aHeMus. He ObLI0 mpeKpalieHo JiedeHre MalueHTOB U3-3a HeXKENaTeIbHbIX PeaKIIHA.
B xone nanHoro BccneaoBaHus He ObUIO BBISIBJICHO HOBBIX JAHHBIX 11O O€30M1aCHOCTH.

Ilayuenmoul nojcunozo eopacma

24 % yYaCTHMKOB JBYX IUIale00-KOHTPOIMPYEMBIX KIMHHYECKUX HCCICIOBAHUN TI0
NpUMEHEHUI0 IMepukcadopa Obuln crtapme 65 neT. 3HAYMMBIX pa3iuydid MO 4YacToTe
HEXKENIATENbHBIX PEAKIMi B MOJATPYIIE MAIMEHTOB TOXHIIOTO BO3pacTa (10 CPaBHEHHIO C
nanyreHTaMu 00Jiee MOJIOIOTO BO3pacTa) He HaOJI01a10Ch.

IHocmpezucmpayuonnsvie HadAI0OCHUSA

[Ipn mocTperucTpanmoOHHOM MPHUMEHEHUH IuiepuKcadopa ObUIM OTMEYEHBI CIIyYau pPa3BUTHS
CIUICHOMETAJIMM W/WIM HETPAaBMAaTUYECKOI'O pa3pblBa CEJIE3€HKH IpPH  OJHOBPEMEHHOM
npumenenun Tiepukcapopa ¢ ['-KCD (cm. pasmen «OcoObie yKazaHUA».), YTO CIEAYyET
YUUTBIBaTh B CHUTYallMsIX, KOT/Ia TMAIMEHTHI, MoJydJaromme mieprukcadop B komOuHammu ¢ I -
KC®, npenpsBisioT kanodbl Ha O601M B JIEBOM Mojapedepbe W/WiIKM B 00JacTU JIOMATKH MU

jicya.

Ilepeno3supoBka

CnyuaeB mepeno3upoBku 3adukcupoBaHo He Obuto. C ydeToM OrpaHUYEHHBIX JAHHBIX O
NPUMEHEHUU TIperapaTa B J103€, MPEBHIIIAIINX peKoMeHA0BaHHYIO (10 0,48 MI/KT), MOXKHO
MPENOJIOKUTh, YTO YacTOTa HApYyIIEHUH CO CTOPOHBI JKETYJOYHO-KHIIEYHOTO TPaKTa,

Ba3oBarajJlbHBIX peaKHHﬁ, OpTOCTaTH‘ICCKOI)’I TUIOTEH3UU H/UJIA CHHKOIIE MOXKET YBCIINYHUBATHCA.

B3aumoaeiicTBue ¢ IpyruMu JIEKAPCTBEHHBIMH CPEACTBAMU
HccenenoBanuii Mo M3y4EHHUIO B3aUMOJEMCTBUI JAHHOTO Ipernapara He MPOBOJMIIOCH. TecTsl,

MIPOBEJICHHBIE in Vifro, TOKa3alu, 4To Iuiepukcadop He merabonusupyercs H3ohepMEeHTaMu
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UCCIICIOBAaHUAM in  Vitro, Tepukcadop He sBIsSETCS CyOCTpaToM WM HHTHOUTOPOM
P-rnukonporenHa.

Jlob6aBiienne putykcumada K «pexxumy Moomnusanuny» (ruiepukcadop u ['-KCD) B knmmHUIECKUX
MCCJIEIOBAHMSIX C YYaCTHEM IalMEHTOB C HEXOKKMHCKOW JTUMGOMOMN, HE OKA3bIBAIO BIHMSIHUS

Ha 0€30MacHOCTh MalKeHTa WK KoHueHTpanuo CD34+ kieTok.

Oco0ble ykazaHus

Mobunuzayus onyxonesvix K1emokK y nayueHmog ¢ 1eiuKo3amu

[Tnepukcadop u ['-KCD HazHagamu mpu OCTPOM MHEIOHIHOM W ILIA3MOIIUTAPHOM JIEHK03aX B
paMKax mporpaMMbl IO MIPUMEHEHHIO TIepuKcadopa B MHAUBHIyAILHOM Topsiake. [Ipu sTom B
OTJICNbHBIX CIIy4asX HaONIOAaNoCch YBEIWYEHHE YHCTIa UPKYIUPYIOIUX JIEUKEMHUYECKUX
kietok. [Inepukcadop, HazHavaeMbIil 17151 MOOMIIM3AIIMYA T€MOIIO3TUYECKUX CTBOJIOBBIX KJIETOK,
MOKET BBI3BaTh MOOMJIM3ALMIO KJIETOK OMYXOJH C MOCIEAYIONIMM MX TMOMaJaHHEM B MPOIYKT
agepe3a. Ilosromy mepukcadop HE pPEKOMEHAYETCS MPUMEHATh TPH JIEWKO3aX IS
MOOUMIIM3aIIUU TEMOMIOATHYECKHUX CTBOJIOBBIX KJIETOK U MX MOCIEAYIOLIETo 3a00pa.
TI'emamonozuueckue 3¢hghexmut

T'unepnetikoyumos

[Tnepukcadop, HazHauaemblii B codyeranuu ¢ [-KC®D, yBenuumBaeT HE TOJBKO MOIMYJISAIHIO
F€MOMO3TUYECKUX CTBOJOBBIX KJIETOK, HO M KOJWYECTBO LUPKYJIUPYIOUIUX JIEHKOUUTOB. Bo
BpeMsl TNpUMEHEHHsS I[epukcadopa cieayeT KOHTPOJIHUPOBATh KOJMUYECTBO JICHKOIIMTOB.
Crenyer TIaTeTbHO OILICHMBATh KXl Cilydail Ha3HaueHUs Iuiepukcadopa MarueHTam, y
KOTOPBIX  KOJWUYECTBO  HehTpodmioB B mepudepudeckoil  KpOBU  TMPEBBIIIAET
50000 KJIeTOK/MKIL.

Tpomboyumonenus

TpoMOoIUTOTIEHUS SIBJISETCA W3BECTHBIM OCIIOKHEHHEM adepe3a U HaOJII0AaeTCs Y TallueHTOB,
nosyvaromux riepukcadop. Yucimo TpoMOOIMTOB HEOOXOJUMO KOHTPOJUPOBATh Y BCEX
MAIMEHTOB, KOTOPBIE MOMyYaloT Iiepukcadop U KOTOPHIM MIaHUPYETCs MpoBeieHue adepesa.
Boszmooicnocms  moodunuzayuu onyxonegolx KiemoxK y NAUUEHMOE C JAUMPOMOU U
MHOMHCECMECHHOU MUENOMOU

[TocnencTBust MOTEeHIMAIBHON PEeMH(Y3UN OMTyXOJIEBBIX KJIETOK JOJIKHBIM 00pa3oM HE U3YUCHBI.
[Ipu wucnonszoBanuu mnepukcapopa B kombOuHanmu c¢ [-KCO (mans mobunmuzanuu
TEeMOIIOATHYECKUX CTBOJIOBBIX KIETOK MPH JIUM(OME UM MHOKECTBEHHOW MHEIIOME) BO3MOXKHO
BBICBOOOJKJIEHHE KJIETOK OITyXOJM W3 KOCTHOTO MO3ra M WX MOCIAEAYIOIMHA 3a00p mpu

neiikodepese. B KIMHUYECKMX HCCIAEAOBAHHUSAX C YYaCTHEM IMAIMEHTOB C HEXOKKUHCKON
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NPUMEHEHUH Tuiepukcadopa.

Annepeuueckue peakyuu

Jlerkue u cpenHell creneHu auiepruyeckue peakuuu (cM. pasgen «Ilob6ouyHoe nercTBHEY)
paspeliaiuch CIOHTAaHHO WM KyNUPOBAINCh COOTBETCTBYIOLIEH Tepanuei (Hampumep,
AQHTUTUCTaMUHHBIC TIpenapaThl, TJIIOKOKOPTUKOCTEPOHUIbI, THApATaLUs, OKCHUTCHOTEpPAIHs).
Cepbe3Hble peaklUU TUINEPYYBCTBUTEIBHOCTH, B TOM 4HCJIE aHA(UIAKTUYECKHE PEaKIHH,
HEKOTOpbIE W3 KOTOPBIX OBbUIM YTPOKAIOLIUE >KU3HU C KIMHUYECKH 3HAUYUMBIM CHI)KEHHEM
apTepHaIbHOTO JAaBJCHHUS M IIOKOM, OBUIM 3aperuCTPUpPOBAHbl y MAIMEHTOB, IMOIYYarolInX
wiepukcadop. Pekomennyercs HaOMOJeHHE TMAMEHTOB BO BpeMs W IOCIE BBEICHUS
iepukcadopa B TeueHue, no Kpaitneir mepe, 30 MUHYT HOCIIE KaXXI0TO IPUMEHEHUS Ipenapara.
[ToTeHIMaNbHBIA PUCK AIJIEPTHUYECKUX peakluid TpeOyeT cOoO0/IEHUS COOTBETCTBYIOLIUX MEp
MPEIOCTOPOKHOCTH.

Bazoeazanvnvie peakyuu

[Tocre MOIKOXKHBIX UHBEKINH TuIepuKcadopa B 103e < 0,24 MI/KT MacChl Tella OHKOJIOTHYECKUM
ManUeHTaM U 3J0pPOBBIM JOOPOBOJIbIIAM B paMKax KIMHUYECKUX HCCIIEOBAHMM OTMEYaIOCh
pa3BUTHE Ba30BarajbHBIX PEAKIHH (OPTOCTATHUECKas TMIOTEH3MUS W/WIM CHHKOIE (CM. pa3zieln
«IlobouHoe aeiicTBue»)) meHee, yueM y 1 % mnanueHToB. B CBS3M ¢ BO3MOXKHOCTBIO pa3BUTHUS
TaKUX PpeaKuil HeoOXOJUMO COONI0IaTh COOTBETCTBYIONIME MEpBI IMPEIOCTOPOKHOCTH. B
OCHOBHOM 3THU PEaKIMH Pa3BUBAIUCH B TeueHUeE 1 4 mocie npuMeHeHus miepukcadopa.
Cnnenomezanusn

B IOKITMHMYECKMX HCCIENOBAHUSAX HAOIIOAANIOCh YBEIHYeHHE a0COTIOTHOW M OTHOCHUTEIIbHOU
MacChl CEJIE3eHKH, CBS3aHHOE C OKCTPaMEAYJUIIPHBIM KPOBETBOPEHHEM, IPH ITUTEIHHOM
(2-4 Henenu) eXEAHEBHOM BBEACHUH IUlepHKcadopa KpbicaM (IOJKOKHBIE HWHBEKIMM; 1032
npenapara npeBbliiajia 103y, peKOMEHJOBaHHYIO /Ul 4eJIOBeKa, B 4 paza).

[lpr mOCTpEerucTpaMoOHHOM TPUMEHEHUH TuiepuKcadopa ObUTM OTMEYEHBI CIIy4adh pPa3BUTHS
CIUICHOMETAJIMH W/WIM HETPAaBMAaTHUECKOTO pa3pblBa CEJE3CHKH TPH OJHOBPEMEHHOM
npuMeHenun tepukcagopa ¢ I'-KCD (cm. paszgen «IloOouHoe aeiicTBHE»), UTO CcCileayeT
YUUTBIBaTh B CUTYallUsX, KOIJla MalMEHThI, MoJydarolue Iiepukcadop B KOMOMHAIMU C
[-KC®, npenssaBisroT *kaao0bl Ha 007U B JIEBOM Moapedephe W/ Wik B 00JIaCTH JIOTIATKU WA
rieya.

Konmponws nabopamopnvix nokazameneii

Y  panMeHToB, MONyYamOIIMX IUiepukcadop MW NOPOXoJAmuX  adepe3, HEOOXOIUMO

KOHTPOJHUPOBATH YUCIIO HGﬁKOHI/ITOB n TpOM6OI_[I/ITOB KpOBH.
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(NOCNEQCBATENEHOCTE 0002)

Hampuii

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Kaxxnas mo3a miepukcadopa comepkutr MeHee 1| MMonb HaTpus (23 Mr), TO €CTh MPAKTUISCKU

€TI0 HC COACPIKHUT.

Bansinne Ha cIOCOOHOCTH YNPABJIATH TPAHCIOPTHHIMHU CPeJACTBAMM, MEXaHU3MAMH
[TockonbKy y HEKOTOPBIX MAIMEHTOB HAOIIONANIOCh TOJIOBOKPYXKEHHE, yTOMIISIEMOCTh WU
Ba30OBaraJlbHble peakluu, HEOOXOAMMO COOJII0aTh OCTOPOKHOCTh IIPU  YIPABJIEHUU
TPAHCIIOPTHBIMU CPEJICTBAMU U 3aHSATUU JPYTMMHU TOTEHIUAIBHO OMACHBIMH BHJAMU
JESITEIbHOCTH.

ITpu mosiBIeHUE ONMCAHHBIX HEXKEIATEJIbHBIX SBICHUI CIIEAYeT BO3JAEPKAThCS OT BBIIOJHEHUS

YKa3aHHbIX BUIOB ACATCIBHOCTH.

®opMa BBIIIYCKA

PacTBOp 111 TOIKOKHOTO BBEACHUS, 20 MI/MIL.

[To 1,2 mn pactBopa B OeCUBETHBIA NMPO3pPAYHBIA (JIAKOH M3 CTEKIa THMa |, yKyrmopeHHBIH
PE3MHOBOM MPOOKOM, 00XKAThIM aTIOMHHUEBO-TUIACTUKOBBIM KoJimauykoM Tuna «duurm-ohdy». 1o

1 pnakony ¢ mpemnapaToM BMECTE C MHCTPYKIHEH MO0 MPUMEHEHHIO B KAPTOHHOM MayvKe.

YciaoBus XxpaHeHust
XpaHuTh 1pu Temmeparype He Boie 25 °C B OpUrHHaJIbHON yIIaKOBKE.

XpaHI/ITB B HCAOCTYITHOM JJIsA JIETeH MecTe.

Cpoxk rognocTu
2 roxa.

He ucnonp3oBath Nocjiae HCTEUCHUS CpOKa roaAHOCTH.

YcaoBust ornycka

OTnyckaroT 1o penenty.

IIpousBoaurens/PacoBmUK/Y MaKOBIIHK
Xemepo Jlaoc JTumumeo, Huousn
Aodpec mecma npouzsoocmea: YOuutr - VI, yu. Ne 410 u 411, TCUUK, Dopmymdiima CO3,

[Tonenannu Bumnamk, xaguepna Mannaan, paiton MaxaOyOnarap, Tenanrana, 509301, Unnus
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 25.07.2025 N= 18610

(MOCNEODBATENBEHOCTE 0002)

Pacopmuk/ YIIakoBIHK

000 «MAKHU3-DAPMA», Poccus

Aodpec mecma npouzseoocmea: 109029, r. MockBa, ABTOMOOWIIBHEIH 1Tpoe3, A. 6, cTp. 4

HaumeHoBaHue M ajapec OPUAMYECKOr0 JIMIa, HAa HMS KOTOPOro BbIJIAHO
perucTpanuoOHHOe YI0CTOBEpEeHHUe:

Xerepo Jla6c Jlumurten, Unaust

Anpec: «Xerepo Kopmopeiity, 7-2-A2, Unnactpuan Ocrelitc, Canar Harap, Xaigapabam —
500018, Temanrana, Muausa

Opranun3anusi, NPUHAMAIONIAS TPETEH3UM:

MOCKOBCKOE MPEICTABUTEIHLCTBO KOMITaHUH «XeTepo Jlaoc Jlumureny (Muaus):
Anpec: 109029, r. MockBa, ABTOMOOMIBHBIN MTPOE3, 1. 6, CTp. 5

Ten./daxc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@heterodrugs.com
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