COOTEBETCTBYET 2KI

ot 20.07.2025 N= 1031

OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFOTIPERAPATA 1002

CMNEPTHOMY OTUETY

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA

ITnepuxcadop [k, 20 Mr/mi, pacTBOp JIs TOAKOKHOTO BBEJCHUS.

2. KAUECTBEHHbBIN U KOJTUUYECTBEHHBII COCTAB

JleiicTBytolIee BEMEeCTBO: TuiepuKcadop.

Kaxxapiit Mt pactBopa comepxut 20 mr ruiepukcadopa.

Kaxxnprit dnakon 1,2 M cogepkut 24 Mr miepukcadopa.

BcrnomorarenbHble BeliecTBa, HaJIM4KWe KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: HaTpuid (cM. pazzaen 4.4.).

[TonHbIi epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJICH B pasnene 6.1.

3. JIEKAPCTBEHHASA ®OPMA
PacTBOp 1)1 OIKOKHOTO BBEIEHUS.

[Tpo3paunblii O€CLBETHBIN UK CBETIIO-XKEITOIO 1[BETa pacTBOP.

4. KJIMHUYECKUE JAHHBIE

4.1. Tloka3zaHusi K MPUMEHEHHUIO

B3pociibie

Jlist ycuneHust MOOMITH3AIIH TeMOITOITHISCKUX CTBOJIOBBIX KJIICTOK B ITepH(EPUICCKII KPOBOTOK
C 1eNbI0 WX cOOopa M MOCIEAYIONIeH ayTOTPAaHCIIAHTAlMA B KOMOMHAIIMK C TPaHYJIOLUTAPHBIM
KonoHuectTumynupyromum dakropom (I'-KCD) manuentam ¢ muMpoMoi UM MHOKECTBEHHON
MHEIIOMOM.

Jletu B Bo3pacte ot 1 1o 18 jer

JIist ycueHust MOOMITH3AIIH TeMOTIOITHIECKUX CTBOJIOBBIX KJICTOK B ITepH(EepUIeCKIil KPOBOTOK
C 1enpl0 uX cOopa W moclenyomlel ayrorpanciuiantanuu B komOuHaiuu ¢ ['-KCD gersm ¢
TUMGOMON WK COMUIHBIMU OMYXOJISIMHU:
® [IpPU HU3KOM KOJMYECTBE [UPKYIUPYIOIIUX CTBOJIOBBIX KIETOK B JI€Hb, 3alJIAHUPOBAHHBIN
1utst cOopa mocie Moounuzanuu ¢ momotnbio ['-KC® (c unu 6e3 XuMuoTeparnun),
WIn
e IS MAIIMEHTOB, KOTOPHIM paHee He YAaloCh MPOBECTH COOP TOCTATOYHOTO KOIMYECTBA
FEMOITOITUYECKUX CTBOJOBBIX KJIETOK.
4.2. Pe:kuM 103UPOBAHNS M CIIOCO0 MPUMEHEHUSI
Jleuenue npenaparom [Tnepukcadop [[x momkeH Ha3HAYATh U MPOBOIUTH KBATH(PUITMPOBAHHBIN
OHKOJIOT W/Wiu reMartoiior. MoOunm3anuss u adepe3 KIETOK JOJKHBI TMPOBOIUTHCS B

COTPYIHUYECTBE C OHKOT€MATOJOTMYECKUM IIEHTPOM, UMEIOIIUM JOCTATOYHBIN OMBIT B TAHHOU
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o0JIacTH, TJE€ €CThb BO3MOXHOCTb HaJJIEHKALIETO ':%ﬁl%;'::%&%g biEiohenTHHedknx

IIPOT€HUTOPHBIX KJIETOK.

PexxuM J103upoBaHusd

Bspocnvie:
e 20 wmr B cyTkH (puxcupoBanHas qo3a) uiau 0,24 MI/Kr Maccel TeJa B CyTKHU JUIsl AI[HEHTOB

¢ Maccol tena < 83 kT;
e 0,24 mr/kr macchl Tena B CyTKH JIJIS TAIIMEHTOB ¢ Maccoi Tenma > 83 Kr.

Jletu B Bo3pacte oT 1 1o 18 net:

e (0,24 Mr/Kr Macchl Tena B CyTKH.
[Ipenapar BBOAAT TOAKOXXKHO 3a 6-11 W g0 Havana adepeza moOCiIEe IPEABAPUTEIbHON
yereipexaHeBHON Tepanuu [-KC®. B kIMHMYECKUX HUCCIEIOBAHUAX TUIEpUKCAdOp OOBIYHO
MCIIOJIb30BAJICS B TeueHue 2—4 nHel noapsj (10 7 JHel HeNpepbIBHOTO IPUMEHEHUS).
Jns pacdyera HeoOxoauMoro Juis BBeAeHHs oObema mpemnapara l[lmepuxcadop Ik crnemyer
MCIIOJIb30BaTh MacCy Teja MalleHTa Ha MOMEHT JIeYeHHsI, KOTopasi JOJIKHA OBITh OIpeeicHa B
TedeHue | Hemenu 10 BBeICHUS NiepBoi 10361 penapara [nepukcadop k.
W3 xaxmoro rakoHa momydaercst 1,2 Ml pacTBopa npenapara ¢ KoHueHTpamued 20 mr/mi, a
00BeM, KOTOPBIH HEOOXOMMO BBECTH MALUEHTY, MOKHO PacCUYUTAaTh HA OCHOBAHHH CIEAYIOUICH
bopMyIbI:

e 0,012 x macca Tena maiyeHTa Ha MOMEHT JiedeHHs (KI) = /1032, KOTOPYIO HEOOXOAUMO

BBECTH (MJ1)

B xnmmHMYecKuX nccaeaoBaHugX 103a miiepukcadopa pacCuuThIBaIaCh HA OCHOBAaHUHU MAcChl TeJla
MaIMeHTOB HAa MOMEHT JIeUeHHUs, cocTaBisronieir mo 175% ot maeanpHOl Maccel Tena. [[o3a
iepukcadopa u ero npruMeHeHne Yy MalueHTOB, Macca Tejla KOTOPhIX cocTaBisiet 6omuee 175% ot
UJeanbHOM Macchl TeNa, HE UCCIEA0BANIACH.
NneanpHas Macca Tena MOXKET OBITh ONpejiesieHa ¢ TOMOIIBIO CICAYIOMINX (GopMyIT:

e wmyxuuHbI (kr): 50 + 2,3 x ([pocT (cm) x 0,394] — 60);

e keHiuHbI (KT): 45,5 + 2,3 x([poct (cMm) % 0,394] — 60).
Ha ocHoBanum naHHBIX 00 YBETWYEHUW OKCIO3UIMU TIPU YBEJIMUYEHHH MAacChl Tejla 03a
npenapara [Inepukcadop Ik He moipKHA TipeBbImaTh 40 MT B CYTKH.

Pexomenoosannvie conymcecmeyruiue npenapanibl

B OCHOBHBIX KJIMHMYECKHMX HCCIENOBaHMAX Iuiepukcadopa Bce nmanueHTs nomydyanu ['-KCO B
no3e 10 MKr/kr macchl Tena yTpoM B TeueHue 4 JAHEW MOApPS 1O IEPBOrO BBEIEHUS
iepukcadopa, a 3aTeM Kaxa0e yTpo 10 IpoBeAeHus adepesa.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmoi ¢ Hapywenuem hyHkyuu novex
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ITpu xmpence kpeatnanaa (KK) < 50 mn/mun fo3a nnebﬂ&étﬂgpg'%%ﬁg%'fjfg %Eﬁ%ﬁi&h Ha

TpeTh, 10 0,16 Mr/kr Maccel Tena/cyT (cM. pazaen 5.2.). [Ipu npruMeHeHnn YMEHbIICHHOM Ha TPETh
J103bI IJIepuKcadopa y HalueHTOB ¢ HapyIEeHUSIMH (YHKIIUHU ITOYEK CPEAHEH U TSKEION CTeNeHH
O’KHJACTCsl, UTO CUCTEMHAs SKCIO3UIIM Ipernapara Oy/eT aHaJoru4Ha TOH, 4To HaOJto1aeTcs y
MAIMEHTOB C HOPMAJIbHON (PYHKIIMEH MOYeK.

Knunnueckue naHHbBIE IO NMPUMEHEHMIO CKOPPEKTUPOBAHHOW 03Bl IIpernapaTa OrpaHUYEHBI.
Hmeromuiicss ONBIT KIMHUYECKOTO NpPHUMEHEHHMS Iulepukcadopa HE TMO3BOJSET OaTh
peKoMeHanuii mo go3upoBaHuio mpemnapara npu KK < 20 mur/muH, a Takke y TMallUCHTOB,
HAXOJSIIUXCS Ha TEMOIUAIH3E.

VYuurbiBasg, 4TO BO3JEHCTBUE Ipernapara C YBEIMUYEHHMEM MAacChl Tela BO3PACTAeT, /1032
iepukcadopa He qoimkHa npeBbimath 27 mr B cyTkd npu KK < 50 mu/muH.

KK (Ma/MuH) paccuuThIBatOT 1Mo GpopMmyIie:

MyX4YUHBIL:

Macca Tesia (kr) X (140 - Bo3pacT B rofiax)

KK (mn/MunH) = =
72 X CbIBOPOTOYHBIA KpeaTUHUH (MT/ A1)

Kenmmnst: KK (Ma/mun) = 0,85 X 3HaueHue, paccyuTaHHOE MO (HopMyIie Ui MY>KUUH.
Tayuenmwi noowcunoco 6ospacma (bonee 65 nem)

VY NOXWIJIBIX MAMEHTOB ¢ HOPMAaIbHOH (hyHKIMEH modek Koppekuus 10351 He Tpedyercs. [Tpu KK
< 50 mu/MHH peKOMEHAyeTCs U3MEHHTDH /103y Ipernapara (cM. Bblile noapasaen «llamueHtsr ¢
HapylieHueM (GpyHkuuu nouex»). CiemayeT yyuThiBaTh, YTO C BO3PACTOM BEPOSTHOCTH CHUYKEHUS
(GYHKIMU TOYEK YBEIWYMBACTCS, MOITOMY Yy TOXKHJIBIX MAIMEHTOB J03y Mpenapara CleayeT
0I0UPATh C OCTOPOKHOCTBIO.

Crooco0 rmpuMeHeHus

[Ipemapat BBOJSAT MOJIKOMKHO.
Onmun dnakon npenapara [lnepukcadop Jx npegHazHadeH st OMHOKPATHOTO MPUMEHEHHS.
[lepen BBemeHMEM HEOOXOIUMO OCMOTpPETh (QuiakoH. Ecimm B pacTBOpe NPUCYTCTBYIOT
MEXaHUYECKHE BKIIOUCHHSI UM €CTh M3MEHEHUS 1IBETa PacTBOPA, €ro BBOAUTH Henb3s. [Ipenapar
[Tnepukcadop Jx sSBIsIETCS CTEPUIIBHBIM MpPENapaToM, He COAEepPKAIIUM KOHCEPBAHTHI, TOITOMY
B TIporiecce Habopa colepKuMoro (rakoHa B IITPHUIL JJIS TTOAKOKHBIX WHBEKIUH HEOOXO0IMMO
cOOJTI0/1aTh MpaBUJIa ACETITUKH.
4.3. IlpoTuBONMOKa3aHMA

e [ umepuyBCTBUTENHLHOCTH K TUIEpHKCA(OPyY WK K TFOOOMY U3 BCTIOMOTATEITbHBIX BEIIECTB,

IIEPEYUCIICHHBIX B paszaene 6.1.
e bepemenHocTh (cM. pasnen 4.6.).

e [lepuon rpyaHoro BckapmiauBanus (CM. pazzaen 4.6.).
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4.4,  Ocolble yKa3aHUsi U MePbI MPEI0CTO )KHOCTM:;I'}I%'HIG ety 2 OCTE 0002)

Mobunu3anus OIYXOJEBBIX KIETOK V MAIMEHTOB C JICHKO3aMHU

[Tnepukcadop u ['-KCD HazHagamm mpu OCTPOM MHEIOWIHOM M IUIA3MOIIUTAPHOM JIEWKO3axX B
paMKax IporpaMmbl IO MPUMEHEHUIO HUCCIEAYEMOro Ipenapara B MHAUBUAYAJIBHOM MOPSIKE.
[Ipy »TOM B OTHAENBHBIX Cily4asX HAOIIOJAIOCh YBEIMYEHUE YHCIA LUPKYJIUPYIOIIUX
neiikemudeckux kietok. [lnepukcadop, HazHAYaeMbI AT MOOWIIM3AIMH TEMOTOATUYECKHIX
CTBOJIOBBIX KJICTOK, MOXKET BBI3BATh MOOWIM3AIMIO KJIETOK OIYXOJH C TOCICAYIONINM HX
nomnajgaHueM B MpoaykT adepesa. [loaromy mepukcadop He peKOMEHAYyeTCs MPUMEHSTh MPU
JeiKo3ax sl MOOMIIM3ALUK TeMOMO3TUYECKUX CTBOJIOBBIX KJIETOK U UX MOCIIEIYIOIEro 3adopa.

I'emaronornueckue 3¢ exTol

T'unepnetikoyumos

[Tnepukcadop, HazHauaemblii B koMOuHamu ¢ ['-KC®, yBenuumBaeT HE TOJBKO MOMYJISIUIO
TEeMOIIOATUYECKUX CTBOJOBBIX KIIETOK, HO M KOJUYECTBO MHUPKYIHPYIOIIMX JIEUKOUUTOB. Bo
BpeMsl PUMEHEHUS TuIeprKcadopa clieyeT KOHTPOJIUPOBATh KOJMYECTBO JISHKOIUTOB. ClieayeT
THIATEIIFHO OICHWBATh KaXKIbIA Cydail Ha3HAueHUs Iuiepukcadopa MarueHTaM, y KOTOPBIX
KOJMYECTBO HEUTPOUIIOB B niepudeprdeckoit kposu npesbimaeT S0000 KIeTOK/MKII.
Tpomboyumonenus

TpoMOOIUTOIICHUS SBIISETCS W3BECTHBIM OCIIOKHEHHEM adepe3a W HAO0aeTCsl Y MAIMCHTOB,
noJyJamux rmiepukcagop. Yuciao TpoMOOIHMTOB HEOOXOIMMO KOHTPOJIMPOBATH Y BCEX
MAIMEHTOB, KOTOPBIE MONYYaloT IuiepuKcadop U KOTOPBIM IJIAHUPYETCs TpoBeeHuE adepesa.

B03M0XHOCTE MOOMIIM3ALIMH OIMYXOJICBBIX KJICTOK Y MAIIMCHTOB C J'II/IMd)OMOfI 1 MHOKE€CTBEHHOM

MUEIOMOU

[TocnencTBust MOTEHIIMAILHONW PEUH(Y3HH OITYXOJIEBBIX KJIETOK JOJDKHBIM 00pa3oM HE U3yUCHBI.
[Ipu wucnonwp3zoBanun r1epukcapopa B KomOuHamuu ¢ [-KCO (g mobunmzauuu
TreMOMOATHYECKUX CTBOJIOBBIX KJIETOK HpH JUM(OME MM MHOXKECTBEHHONH MHUEIOME) BO3MOKHO
BBICBOOOXKJICHHE KIIETOK OITyXOJIM M3 KOCTHOTO MO3ra W WX MOCIenyrmuil 3abop mnpu
neiikodepese. B KIMHWYECKHX HCCIEOBAHUSAX C yJYacTHEM IMAIUEHTOB C HEXO/KKWHCKOU
auM(OMON U MHOKECTBEHHON MHUEIOMOI He HaOJI0Aa7I0Ch MOOMIM3ALUY KIIETOK OIyXOJIH MpU
IpUMEHEeHHH Tuiepukcagdopa.

AJIeprudyeckue peakimu

Jlerkue u cpemHel CTETIEHN aJIEPTUYECKHe peakiuu (cM. pasnen 4.8.) pa3penanuch ClIOHTaHHO
WM KYNUPOBAIUCh COOTBETCTBYIOIIEH Tepanued (Hampumep, aHTUTHMCTAMUHHBIE IMpenaparsl,
TTFOKOKOPTUKOCTEPOUIBI, ruapaTanus, OKCUT€HOTEepanus). CepbesHbie peakiuu
TUIICPYYBCTBUTCIBHOCTU, B TOM YHCJIC aHa(l)I/IJ'IaKTI/I‘IeCKI/Ie pC€aKknuu, HEKOTOPBIC U3 KOTOPBIX

ObLIU YIpoOXKarmue KU3HU C KIMHUYCCKHU 3HAYMMBIM CHMIKCHUCEM apTCPpHUATIBHOI0 AAaBJICHUA U
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IIOKOM, OBUIM 3aperuCTPUpPOBAHbl y MAIUEHTOB, HOHyﬁ%&&%&%ﬁﬁgé@EﬁI:PCIO'_MéHIII[‘y:'éTCSI

HaOJroIeHNe MAIMeHTOB BO BpeMs M IOCIE BBEJACHMS Iuiepukcadopa B TeueHHe, MO KpaiHen
Mmepe, 30 MUHYT 110CJIe KayK0ro IpUMEHEHU npenapara. IloTeHnuanbHbIi pUCK aJUIEPrUYECKUX
peakuuii TpedyeT coOII0IeHUs] COOTBETCTBYIOIIUX MEP MPEIOCTOPOKHOCTH.

BazoBarajipHble peaKIIuu

[Tocne moKOXHBIX UHBEKIHNH TuIepuKcadopa B 103e < 0,24 MI/KT MaccChl Tella OHKOJIOTUYECKUM
MalUeHTaM U 3JI0pPOBBIM JOOPOBOJIBIIAM B paMKax KIMHUYECKUX HCCIICOBAHHMIA OTMEYAIOCh
pa3BUTHE Ba30BarajbHBIX PEAKIMH (OPTOCTATHUECKas TMIOTEH3MUS W/WIM CHUHKOIE (CM. pa3zel
4.8.)) menee, ueM y 1% mnanueHToB. B CBSI3M C BO3MOXKHOCTBIO DPa3BUTHS TaKUX peaKLUl
HE00X0IMMO COOJTI0aTh COOTBETCTBYIOIIUE MEPHI TPEIOCTOPOKHOCTH. B OCHOBHOM 3TH peakiuu
pa3BHUBAIUCH B TeUEHUE | U MOCiie MPUMEHEHHUS Iiepukcadopa.

CieHoMeraiansg

B pokivMHUYecKuX MCCeNOoBaHUIX HAOMIOJANOCh YBEIHMYEHHUE aOCONMIOTHOM M OTHOCHTEIHHOU
Macchl CEJIE3€HKH, CBSI3aHHOE C AKCTpaMelyJUISIPHBIM KPOBETBOPEHUEM, MPH JIUTENbHOM (2-4
HEJIeNN ) ©KETHEBHOM BBEICHUU IIepruKcadopa KppicaM (IT0IKOKHBIC HHBEKIIHH, 1032 Ipernapara
IpeBbIIala 103y, PEKOMEHIOBAHHYIO JIJIsl UEeJIOBEKa, B 4 pa3a).

[Ipu mocTperucTpalioOHHOM MPUMEHEHHH IUiepukcadopa ObLIM OTMEUEHBI CIy4au Pa3BUTHUS
CIUICHOMETAJINN W/WIA HETPaBMATHYECKOTO pa3pbiBa CEJIE3€HKH TIPU OJHOBPEMECHHOM
npuMmenennn mieprukcagopa ¢ [-KCD (cm. pasgen 4.8.), 94To ciieayeT YIUTHIBATh B CHTYAIIHSIX,
KOr'Jla MalMeHThl, ofyvatonue miepukcadpop B komOuHaimu ¢ ['-KCO, npeapsaBisitoT xKanoobl
Ha 601 B JIeBOM Mo/ipedephe 1/Min B 00JaCTH JIONIATKU WJIH TJIeYa.

KouTpois 1a00paTOpHBIX MMOKAa3aTeIeH

Y marueHToB, MOJIy4aronux miepukcadop u mpoxoasmux adepes, Heo0X0IMMO KOHTPOITUPOBATH
YHCIO JIEHKOIIMTOB U TPOMOOITUTOB KPOBH.

BcnoMorarenbHEIE BEIIECTBA

Kaxnas nosza miepukcadopa conepxut mesee | mMmonp Hatpus (23 Mr), To €cTh 1O CyTH He
COJICPKUT HATPH.

45. B3zauMmopeiicTBHe ¢ JAPYrHMM JIEKAPDCTBEHHBIMHM IpenaparaMM W JApyrue BHIbI
B3aMMO/JEHCTBHUA

HccenenoBanuil M0 M3y4EHHIO B3aUMOJEWCTBUI JAHHOTO Ipernapara He MPOBOJMIIOCH. TecTsl,
NpOBEJCHHBIC IN VItro, mokaszanu, uTo Imiepukcadop He Meraboiu3upyercs: u3odepMeHTaMu
nutoxpoma P450, a Takke He MNOJaBIsET M HE YCWIMBAET HX AaKTUBHOCTb. CoriacHo
uccieqoBaHuAM N Vitro, miepukcadop He sBIsSETCs CyOCTpaToM WM WHruOuropom P-

[JIMKONIPOTEHHA.
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00aBJICHHUC PUTYKCHUMAOA K «PCKUMY MOOMIIUFAITNN ) . _l;I‘ Ig 'ﬁ i .—:E; J'H/IIF PI‘:I;KI/IX
06 PHTYKCHMaGa K «PEKIMy MG (HAeprrcadop i [FKEDY EdminmHed

HCCIICAOBAHUAX C YHACTUCM ITALITUCHTOB C HCXOH)KKHHCKOﬁ JII/IM(i)OMOI\/JI, HE OKa3bIBAaJIO BJIIUAHUA HA
0e30MmacHOCTh ManueHTa win KoHrerrpamuio CD34+ kierok.
4.6. DepTHIBLHOCTD, 0€PEMEHHOCTb U JIAKTALMS

KoHTpauenuus y My>K4YWH W SKSHIITUH

JKeHIMHBI ¢ TETOPOAHBIM MMOTEHIIMAIOM BO BpEMS JISUEHUS TUIEPHKCa(hOpoM U B TEUEHUE OJHOM
HEleNM T1I0Clie NpPEKpalleHHs] Tepanuud JOJDKHBI HCIONB30BaTh 3()(EKTHBHBIE METOJIbI
KOHTpALENIUH.

XenmuHam He cienyeT IIaHUPOBaTh OEPEMEHHOCTb BO BpEMsI JICUEHUS IIEPUKCa(OPOM.
My>x4nHaM, TOTYYaroIIUM JIeueHue rmIepuKcapopom, He0OOXOAUMO UCIOIB30BATh Y(PPEKTUBHBIC
METO/Ibl KOHTpALENIIMA BO BPEMsI JIEYEHHS] U B TEUEHUE OJHOW HEJENU IOCcie IpeKpaleHus
JICYCHHUS.

bepeMeHHOCTD

AJIeKBaTHBIE W XOPOIIO KOHTPOJMPYEMBIE HCCIEIOBAHUS MO MPUMEHEHHIO Iuiepukcadiopa y
OepeMEeHHBIX JKEHIIMH HE MpOBOAWINCH. VccinenoBaHus Ha JKUBOTHBIX MOKAa3ad Halu4yue
TEpaTOreHHOro JelcTBus mnpenapara. IlanueHt pomkeH ObITh NPOMH(OPMHUPOBAH, 4YTO
IpUMeHeHHe Ieprukcadopa Bo BpeMsi 06peMEHHOCTH MOXKET IPUBECTH K BPOXKAEHHBIM IIOPOKaM
pa3BUTHUSL.

Jlakranys

JlaHHbIE O BO3MOXXHOM IPOHUKHOBEHMHU IUIepHKcadopa B IpPyJHOE MOJOKO OTCYTCTBYIOT,
MIO3TOMY PUCK JUIS TPYAHOT0 peOeHKa He MOKET ObITh UCKIIIOUEH. Bo Bpems Tepanuu mpenapaTom
[Tnepukcadop Ik cnenyer npekpaTUTh IPyAHOE BCKApMIIMBAHUE.

4.7. Bausinue Ha CNOCOOHOCTH YNPAaBJATH TPAHCIOPTHBIMM CpPeJACTBAMH U padoTarth ¢
MeXaHU3MaMH.

[TockonbKy y HEKOTOPBIX MAIMEHTOB HAOJIOJAUCh TOJIOBOKPYKEHHE, YTOMIISIEMOCTb WIIU
Ba30OBaraJibHble peaklUud, HEOO0XOAUMO COOJII0/IaTh OCTOPOXKHOCTh IPHU  YIPABJICHUU
TPAHCIIOPTHBIMU CPEACTBAMU U pabOTe C MEXAHU3MaMH.

ITpyu nosiBNEHUM ONMCAHHBIX HEXKENATEIbHBIX PEAKLUN CIIEIyeT BO3JEP/KAThCSA OT BBIITOJIHEHUS
YKa3aHHBIX BUJIOB JI€ATEIBHOCTH.

4.8. He:xennaTesbHbIC peaKIIUN

Pesrome mpoduminsg 6e30mmacHOCTH

JlanHble o 6e3omacHOCTH MpUMeHeHHs miepukcadopa B coyeranuu ¢ ['-KC® y manueHTos c
auM(OMONH U MHOKECTBEHHOM MMEIOMOW OBbLIM TOJy4eHbl B 2 IIane00-KOHTPOIUPYEMbIX
uccienoanusx (daza III) y 301 mauuenta u 10 HekoHTpoIMpyeMbIX HcchenaoBanusx (¢asza II) y

242 nanuenTtoB. [lanineHTs! osy4anu gedeHue mieprukcadopom B 1o3e 0,24 Mr/Kr Macchl Tena B
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CYTKH TIOJIKOKHO. [[TMTENbHOCT JICUEHUS B DTHX Hccﬁgz'r_t')gﬂgr;v'; %‘6&%’5' ";ﬁ: E:ﬁg:&;ﬂHeﬁ

HENPEpBIBHO (MeauaHa - 2 1Hs).

B aByx mccnemoBanusx (¢aza III) ¢ ydacTeM NAMEHTOB C HEXOHKKUHCKON JTHUMQPOMON U
MHOkecTBeHHOH Muenomoit (AMD3100-3101 u AMD3100-3102 cootBercTBenHo) 301 manueHt
MOJTY4HJI JieueHne koMOuHanumen miepukcadopa ¢ ['-KCD u 292 nanueHTa mosyqdrsia Teparnuio
wiane6o u '-KC®. Cyrounas noza I'-KC® cocrasnsna 10 MKI/Kr Macchbl Tella yTpoM B TECUCHHE
4 nHEW monpsa A0 MEepBOM MHBEKINH Iuiepukcadopa win mianedo, a Takke KaxIoe yTpo JI0
npoBeieHus adepesa.

Huxe mnpencraBieHbl HeXenaTeldbHbIE pEaKlMM, KOTOpblE Yalle HaOIoJanuch B TPYIIIE,
nonyuasiieit repukcadop u [-KCD, uem B rpymnme mnanedo u ['-KC®. Yacrora HexxenaTenbHbIX
peakuuii, CBA3aHHBIX C JI€YEHHEM, cocTaBwia > 1 % cpeau mNanueHTOoB, MOJIYy4aBIIMX
wiepukcadop, nmpu MOOMITU3ALMU TEMOIOATHUYECKUX CTBOJIOBBIX KIETOK U adepese, a Takke
nepes XUMoTeparuein/MuenoabIsTUBHOM Tepanuei Mpyu MoAroTOBKE K TPAHCIUIAHTAIIUH.

[Tpu McnoIb30BaHUY XUMHUOTEPAITHH/A0JISIIUN B paMKaX MOJATOTOBKY K TPAHCIUIAHTAIIUHN HE OBLIO
OTMEUEHO 3HAUYMMOI pa3HMIIbI B YAaCTOTE HEXKEIATEJbHBIX PEAKLUI MEXIy rpylIaMu JIEUEHUS
yepe3 12 mecsueB nocie TpaHCIUIaHTaluN

TabanuHoe pE3IOME HEXKENATSIbLHBIX PeaKIUH

HexenaTtenbHble peakiiuy yKka3aHbl B COOTBETCTBUM C CUCTEMHO-OPTaHHBIM KJIACCOM M YaCTOTOM
BO3HUKHOBEHHUsI. YacToTy ompenesnsuii Ha OCHOBAaHWU CIEAYIOIIMX KPUTEPUEB: OYEHb YaCTO
(>1/10), gacro (>1/100, no <1/10), Hewacro (>1/1000, Ho <1/100), peaxo (>1/10 000, ro <1/1000),
oueHb peako (<1/10 000), yactota HensBeCcTHA (TI0 UMEIOIIMUMCS JAHHBIM OLIEHUTh HEBO3MOYKHO).
Hwxe npuBeneHsl HexeNnaTeIbHbIE PEAKIMU, HAOIIOIABIINECS B TPYIIe iepukcadopa varie,
yeM B Tpymne Ianedo, CBsA3aHHBIE C TPUMEHEHHWEM TIuiepukcadopa MpU MPOBEACHUH

Mobwin3anuu u agepesa B |1 pase uccnegopanmii.

CucremHo- Yacrora
. OueHb YacTo Yacro Heuacto
OpraHHbIii Kj1acc HEeH3BeCTHA
Hapywenus co CIJIEHOMETaIus™,
CMOPOHbL KPOBU U HETPaBMAaTUYCCKUI
JTuMpamuueckol pa3phIB ceneseHku™®
cucmembl
Hapywenus co AJJICPTUYeCKUe PEaKIUH,
CMOpOHbI aHa(UITAKTHYECKUE
UMMYHHOU peakiuy, BKJIIOYas
cucmemvl aHa(UITAKTUYICCKHI
mox*
Tcuxuueckue OeccoHHHMIIA HEOOBIYHBIE
HapyueHus CHOBHUJICHUS ™,
HOYHBIE KOIIMaphl™

Hapywenus co rojioBHast  0o0Jb,
CMOPOHbL HEPBHOU TOJIOBOKPYKEHHE
cucmemvl
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Kenyoourno- nuapes, METEOpHU3M, OPIIb TMATTEAUBATEITERAUL To UUUL)

Kuueunwie TOIIHOTA B JKHBOTE, PBOTAa,

HapyuweHus B3JIyTHE JKHUBOTA,
CyXOCTh BO PTY,
mackomdopt B
3MUracTpaIbHON
obnactu, 3amnop,
JIACTIETICHS,
THIIECTE3HS
CIIM3UCTOMN
000JI0UKH
IIOJIOCTH PTa

Hapywenus co THIIEPTHIPO3,

CMOPOHBL KOJICU U spuTemMa

NOOKONCHBIX

mKaueti

Hapywenus co apTpairus,

CMOpOHbL CKEJIETHO-

MbLUEYHOL, MBIIIeYHas 60JIb

cKkenemnou u

COCOUHUMEIbHOL

MKaHu

Obwue peaxiumn B|yCTaJNOCTh,

HapyuileHus. u|Mecre HEIOMOTaHue

peaxyuu 6 mecme | BBEICHUS

66e0eHs

* [lo maHHBIM TOCTPETUCTPAIIMOHHOTO OTIBITa TPUMEHEHMSI TIperapara (JacToTy HeKeIaTeIbHBIX PeaKIIHii
OIIpECACINTD OBLIO HCBO3MOJXXHO, TaK Kak C006H_IGHI/I$I 0 HHUX ObUIH IMOJY4YE€HbI M3 MOy C
HECONPEACICHHBIM KOJHUYCCTBOM MAIMEHTOB, TAaKXKE€, KaK U BO3MOXHYIO B3aMMOCBS3b C NMPUMEHCHUEM
mperapara).

HesxenarenbHble peakiiuy y NalMeHToB ¢ TMM(POMON U MHOKECTBEHHON MUEIIOMOI, MOTy4aBIINX
mwiepukcadgop B KoHTposmpyembix uccinefoBanusix Il ¢a3er uw  HeKOHTpoIHMpyeMBbIX
UCCIIEIOBaHMIX, BKiItouas uccinenoanue |l ¢assl, B koTopoMm muiepukcadop HCIOJIB30BATU B
pe’)KUMe MOHOTEpanuu JUisi MOOWJIM3ALUN T'€MOIOATHYECKHX CTBOJIOBBIX KJIETOK, CXOAHBI. Y
NAalMEeHTOB ¢ JTUM(POMOM M MHOXXECTBEHHOH MHEIOMOM 4YacTOTa HEXeNaTeNbHbIX peakuuil He
OTJIMYaJIach B 3aBUCUMOCTH OT 3a00JIeBaHUsI, BO3pacTa WM I0JIa.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKIII/Iﬁ

Annepeuueckue peaxyuu

B ximHuyeckux uccienoBaHusAX MeHee yeM y 1% manueHToB HaOJr0AaIMCh ajiepruueckue
peaKkiuyu, KOTOpble BKJIOYAINW OJHY WM HECKOJIBKO CIEAYIOUIMX HEXeNaTeNbHbIX peaKlni:
KpanuBHULA (N=2), nepuopOuTanbHbii oTek (N=2), onpimika (N=1) wiu runokcus (N=1). lanusie
peakuuyu OBbTM JIETKOM WJIM YMEpPEHHOH CTEeMeHHM TSHKECTH M BO3HMKAIM B TEUYCHUE

npubimsuTensHo 30 MUH 1ocie BBEJCHU TuiepuKcadopa.
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(NOCNEQCBATENEHOCTE 0002)

Hngpapxm muoxapoa

CornacHo KJIMHUYECKHM HCCIEIOBaHUsAM, 7 U3 679 OHKOJIOTMYECKHUX NAIlMEHTOB MEPEHECIU
UHpaApKT MUOKap/a TMOCciIe MOOMIIM3AIMK CTBOJIOBBIX KJIETOK € MOMOIIbBIO miepukcadopa u I'-
KC®. Bce cnyuan mHpapkra MuUOKapAa HaOMIOJAINCh KaK MUHUMYM uepe3 14 mHel mocie
nocieAHero BBeleHus Iuiepukcadopa. Kpome Toro, nBe NalMEeHTKH, Yy4YacTBOBABILKE B
IIporpaMMe 1o PUMEHEHHIO UCCIIEAYEMOrO Npenapara B MHAUBUAYAIbHOM MOPSAKE, IEPEHECTIN
UHpapKT MUOKap/a TMOociIe MOOWIM3AIMK CTBOJIOBBIX KJIETOK C MOMOINBIO miepukcadopa u I'-
KC®. Onun u3 cinydaeB mH(papkra MHOKapJa MPOM30IIes 4epe3 4 IHSA IMOCie TOCISTHETO
BBeJIeHUS Iiepukcadopa. OTCYyTCTBUE BPEMEHHOM CBs3U y 8 U3 9 mauueHToB U Npoduiis pucka
YYaCTHHUKOB, TNeEpeHecnX HWH(MAPKT MHOKapja, HE TMO3BOJIIIOT CYHMTATh IIEpHKcadop
HE3aBHCHUMBIM (PaKTOPOM pUCKa HH(PAPKTa MHOKap/Aa Y MalueHToB, noxyqarmux [ -KCO.
BaszosazanvHule peaxyuu
BasoBaranbHble peakuuu (OpTOCTaTUYECKasi TUIIOTEH3US U/UITU CUHKOIIE) OTMEUYAINCh MEHEE YEM
y 1 % y4yacTHHKOB KJIMHUYECKHUX MCCJICIOBAaHUM 10 TPUMEHEHHUI0 Iuiepukcadopa
(OHKOJIOTHYECKUX TMAlMEHTOB M 3J0POBBIX JOOPOBOJIBIIEB), NOTYYaBIIUX IUiepuKcadop B 103€
< 0,24 mr/kr maccel Tena. B 601bIIMHCTBE cllydaeB JaHHbIE PeaKIuu HaOII01aIiCh B TeueHue 1 4
nociie BBeAeHHUsI miepuxcadopa.
Hapywenus co cmoponvl d1ceny0oyno-Kumeuno2o mpaxkma
B xIMHUYECKUX MCCIEOBAHUAXK 110 IPUMEHEHHUIO IIepuKcadopa y OHKOJIOTHYECKUX MAI[EHTOB
COOOILIEHUSI O TSDKEJBIX HApYIICHHUSIX CO CTOPOHBI KENyJI0YHO-KUIIEYHOTO TpakTa (BKIOouas
JUaper0, TOITHOTY, PBOTY, OOJIM B )KUBOTE) PETUCTPUPOBATUCH PEIKO.
Ilapecme3uu
[Tapecre3un yacto HaOIIOJAIOTCS Y OHKOJOTMYECKUX MAIMEHTOB IOC]IE ayTOTPAHCIUIAHTAlUU
BCJIC/ICTBUE TPOBOJMMBIX MHOTOYHCIEHHBIX MEIUIMHCKUX TMpouedayp. B  mmame6o-
KOHTPOJIMPYEeMbIX KTuHIU4eckux uccnenaoBanusx |1l ¢assl uactora mapecresunii coctaBuia 20,6 %
u 21,2 % B rpynnax miepukcadopa u mianedo COOTBETCTBEHHO.
T'unepneuxoyumo3s
B uccnenoanusx Il ¢a3bl yBennueHue KomudecTBa JIEUKOLMUTOB 3a JeHb A0 adepe3a Wi B
nroboit nens adepesa go 100 x 10%n u Bee HabGMIONAN0CH y 7 % MAIMEHTOB, MONYYaBIINX
miepukcadop, u y 1 % mnamueHToB, moiydaBmmx rane6o. [Ipu 3TOM oOcCioXHEHUS WIN
KIIMHUYECKHE MPOSIBIICHHUS JIEUKOLIMTO3a OTCYTCTBOBAIH.

eTH
[Ipumenenue tepukcadgopa B moze 0,24 Mr/Kr Maccel Tena H3y4alloCh B  OTKPHITOM
MHOTOIEHTPOBOM KOHTPOJIUPYEMOM HcclienoBaHun ¢ ydactuem 30 manueHTtoB. B nmaHHOM

MCCJIEIOBAaHUH HEKeJaTeNbHbIe peakliuy OblTn 3apeructpupoBansl y 23 u3 30 (76,7%) nanneHToB
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B rpynne tepanuu riepukcadopom u'y 10 uz |15 (66,7%§'ﬁaﬁ%gﬁg%h%ﬁiﬂ_®ﬂ :Hi'r;/ﬁne.

Haubonee uvacteie HEexkenarenbHbie peakuuu (> 10 % mamueHTOB) B TpyIiie, MPHHUMAOIICH
wiepukcadop, ObUTM aHEeMHsS, TPOMOOLMTONCHHUS, PUHHUT, (eOpuiIbHAs HEUTPONCHHUS,
TUI0aTbOYMUHEMHUS, TUapesi, pBOTa U Juxopaaka. Hambomnee yactoie HexxenaTellbHbIE peakluu
(> 10 % manueHTOB) B KOHTPOJILHOM TpyIe ObLIM: THIOKAIUEMHS, MMOBBINICHUE aKTHBHOCTH
aTaHMHaMUHOTpaHchepas3sl, GeOpuIbHAsT HEHTPONIECHUS, PBOTA, TPOMOOIIMTONIEHUS, YCTAIOCTh,
TOLITHOTA M aHeMusi. He ObUIO IpekpalieHo JeyeHne NaleHTOB H3-3a HeXKENATeIbHBIX PEaKIuii.
B xojne nanHOrO MccneaoBaHus He ObUIO BBISIBJICHO HOBBIX JAHHBIX 110 O€30MaCHOCTH.

IlanMeHTH OKUIIOr0 BO3pacTa

24 % ydYaCTHMKOB JBYX IUIale00-KOHTPOIHUPYEMBIX KIMHHUYECKUX HCCIEIOBAaHUNA IO
OpUMEHEeHHI0 Tuiepukcadopa Obun crapme 65 ner. 3HAuYMMBIX pa3iiyMid MO YacToTe
HEXKENNATeNIbHBIX peakluid B MOArpYIIe NAlMEeHTOB IOXHJIOrO0 BO3pacTa (110 CPaBHEHHIO C
nalnueHTamMu 6osee MOJI0JJ0ro BO3pacTa) He HabI04anoch.

COOGHIGHI/IG 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmare 0 TOM03PEBACMBIX HEXKEIATEIbHBIX PEAKIUAX TIOCJIEe PETUCTPALNN
JIEKapCTBEHHOT'O Tpernapara ¢ 1ebl0 00ecredeHrs HEMPEePbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«I0Nb3a — PHUCK» JICKAPCTBEHHOTO Mpemnapara. MeauIuHCKUM pabOTHUKAM PEKOMEHIYeTcs
CO00IIaTh O JIFOOBIX TO03PEBACMBIX HEXKEIIATEIIBbHBIX PEAKIUAX JICKApPCTBEHHOTO Ipernapara
4yepe3 HAMOHAIBHBIC CHCTEMBI COOOIICHHS O HEXKEIATeNbHBIX PEAKIMAX TOCYIapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOT0 CO03a.

Poccuiickas ®edepayus

109012, MockBa, CnaBsiHCKas IJ101ab, 1. 4, cTp. 1

®denepanbHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs

Ten.: +7 800 550-99-03

Anpec 11, moutsl: pharm@roszdravnadzor.gov.ru

Be0 caiit: www.roszdravnadzor.qov.ru

4.9. Ilepemno3upoBka

Cny4aeB mnepeqo3upoBKH 3apUKCUpOBaHO He Obl10o. C ydyeToM OrpaHHMYEHHBIX JaHHBIX O
IpUMEHEHHH TpenapaTa B 103€, IPeBbIIIarolel pekoMeH10BaHHyo (10 0,48 MI/Kr Macchl Tena),
MOXHO IIPCANOJIOXUTh, YTO 4YaCTOTa HapymeHHﬁ CO CTOPOHBI XKEITYAOUHO-KUIIICYHOI'O TpaKTa,

Ba3zoBarajJlbHBbIX peaKuHﬁ, OpTOCTaTI/ILIeCKOﬁ THIOTEH3UN U/WIIA CHHKOIIE MOXKET YBCINYNBATHCA.

5. ®APMAKOJIOT'NTYECKHUE CBOMCTBA
5.1. ®apmakoauHAMHYECKHE CBOIICTBA
dapMakoTepareBTHYECKas TPYINa; IMMYHOCTUMYJITUPYIOIIEE CPEACTBO.

Kon ATX: LO3AX16.
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(NMOCNEOOBATENEHOCTE 0002)

MexaHu3M IeHCTBUS

[Tnepukcadop mnpenacrarmsier coOOW MPOW3BOJAHOE OWIMKIMMA W SBISETCS CEIEKTHBHBIM
obOparumbiM antaroHuctom CXCR4 xemokuHOBOro penenropa. llnepukcadop Omokupyer
cesa3piBanne CXCR4 c ero jurangom SDF-la, ¢dakTopoMm CTpoMajabHBIX KJIETOK-lo, Takxke
n3BecTHbIM kKak CXCLI12. Cumrtaercs, 4TO WHIYIIUPOBAHHBIA IUIEPUKCAPOPOM JICHKOIIUTO3 U
YBEJIUYCHUE KOJIUYECTBA HUPKYIUPYIOIIUX T€MOIOITUYECKUX MPOTEHUTOPHBIX KIIETOK SIBISIETCS
pesynbTaToM HapyuieHus cBs3u Mexay CXCR4 u ero jnmrasjgoMm, KOTOpPO€ HPHUBOJUT K
MOSIBJICHUIO B CHCTEMHOM KPOBOTOKE KaK 3pEJIbIX, TaK U MOJIUIOTEHTHBIX KieTok. CD34+ kietku,
MOOWJIN30BaHHbIE C MMOMOIIBIO TuIepuKcadopa, SBISIOTCS (PYHKIIMOHAIBHBIMU U CIIOCOOHBIMH K
MPUKUBJICHUIO, C JOJATOCPOUHBIM MOTEHIIMAIOM BOCCTAHOBJICHUS MOMYISLIAN.

dapmakoauaamuyeckue d3PHeKTol

B nByx miane0o-KOHTPOIUPYEMBIX KIMHUYECKUX HCCIEAOBAHUSX C y4acTHEM MalMeHTOB C
muMdomMon u MHOkecTBeHHOH Mueraomor (AMD3100-3101 mw AMD3100-3102 coOTBETCTBEHHO)
OLICHUBAJIOCH yBenmueHue copepxkanus CD34+ kieTok (KIEeTOK/MKI) 3a 24 4, B TEYCHHE ITHS
nepen nepBeiM adepezom (Tabmmma 1). B onenuBaemblii 24-4acoBodl mepuoja mepBas 1032
miepukcadopa (0,24 Mr/kr Maccel Tea) win mianebdo BBoamiiack 3a 10-11 9 1o adepesa.

Tabmuna 1. YBenuuenue uyucna CD34+ kietok B nepudepuyeckoil KpoBU IMOCIE BBEICHUS

miepukcadopa coBmectHo ¢ [-KCD

Uccnenoanue [Tnepukcadop + I'-KCD [Tnane6o + I'-KCD

Menuana Cpennee (CO) Menuana Cpennee (CO)
AMD3100-3101 50 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 uccnenoBanusix ¢apmMakoJIMHAMHUKH Y 3/I0POBBIX J0OpPOBOJIBLIEB C MPUMEHEHHEM TOJIBKO
wiepukcadopa muk Mmoomnmmszaruu CD34+ kietok HabmogaICS B TeUeHUE 6-9 U Mocie BBeIeHUs
npenapara. [Ipu uccrnenoBanuu GpapMakoAMHAMUKH Y 37J0POBBIX TOOPOBOJIBIEB C TIPUMEHEHUEM
miepukcadopa B couetanuu ¢ ['-KC® B no3e, cOOTBETCTBYIOIIEN CTaHAPTHOM TEpareBTUYECKOMH,
ycroitunBoe moBbIIeHHE YpoBHA CD34+ mabmiomanocs B TeueHue 4-18 4 mocrie BBeACHUS
iepukcadopa, MUK KOHIEHTpauu otMedancs Mexay 10 u 14 u.

CTHu

O¢ddexTuBHOCTE M G€30MaCHOCTh IMIepuKcadopa OILEeHHBATIACh B OTKPHITOM MHOTOLEHTPOBOM
KOHTPOJINPYEMOM KJIMHMYECKOM HCCIEAOBAaHUM MallMEHTOB B Bo3pacte oT | mo 18 m;er ¢
JIHM(?I)OMOI)’I WX COJUMAHBIMHU OIIYXOJSMH, HUMCIOIIMMH IIOKAa3aHUA JJIA aYTOHOFHQHOﬁ
TpaHciutanTauuu. [lamuenTs (45 neteii B Bozpacte ot 1 rona 10 18 siet) 6bu1n paH1I0MU3HPOBAHBI

B JIBE IpyIIbl B oTHomeHuH 2: 1. [lepBas rpynna nonyuana niaepukcadop B 1o3e 0,24 Mr/kr maccol
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Tela W CTaHJAPTHYI0 MOOWJIM3AIUIO, KOHTPOJIbHAS r%&jﬁ%%gﬂlﬁt%'gﬁthﬁhym

MoOunm3anuio. [lepBuunHblii aHanmu3 mokasan, 4to y 80% manueHToB B TPyIIe, MOTy4aroniei
iepukcadop, MPoU30ILIo IO MEHbIIEH Mepe yaBoeHue konmdectBa CD34+ B nmepudepuueckoi
KpOBH, HaOII0AaeMOe 3a MEePHO/ C yTpa AHs, MPEALIECTBYIOIIEro nepBomMy adepesy 10 yrpa JHs
acdepesa, 1o cpaBHeHUIO ¢ 28,6% ManueHToB B KOHTpoJabHOM rpymme (p = 0,0019).

Menuana 6azoBoro ypoBHs CD34+ kineTok B nepudepruyecKoil KpoBU cocTaBuia 15 KIeTOK/MKIT
B IpyIe miepukcadopa npotus 35 KIETOK/MKI B KOHTPOJIbHOM rpymre. Menuana yBelandeHUs
gyrcna CD34+ kierok B nepudepuueckoil KpoBu 0T 0230BOTO YPOBHSI B IeHb aepesa coctaBuia
B 3,2 pasa B rpymnre miepuxcadopa u B 1,4 paza B KOHTPOJIBHOM IpyTiIie.

52. ®apMakoKHHeTHYECKHE CBOMCTBA

®apMaKOKMHETUKY IUiepukcadopa H3ydald y MAUUEHTOB ¢ JUM(OMOW M MHOKECTBEHHOMN
MHUEJIOMOW C TNpUMEHEHHEeM KinmHu4deckor m03bl (0,24 Mr/Kr Maccel Tema) TOcie
npensaputensHoro jgedeHus ['-KC® (10 mkr/kr maccel Tena 1 pa3 B CyTKH B TeueHHE OT 2 110 4
JHEH, TPH HEOOXOAUMOCTH KYPC MPOTIEBAIH 10 7 THEH).

Jns cpaBHeHus (papMaKOKUHETUKU M (PapMakOAMHAMHKH IJIepukcadopa ¢ MpUMEHEHUEM 103
0,24 mr/kr maccel Tena wik 20 Mr OBUIO TIPOBEICHO MCCIICIOBAHUE, Kacaromieecs OTAAICHHBIX
PE3yIaBTATOB Y MALIMEHTOB C HEXOKKUHCKOM uMdomoii (n=61, macca tena nanuentoB < 70 xr),
MoJTyyaBIINX Iuiepukcadop B 3Tux n03ax. GukcupoBaHHas n03a 20 Mr mpoJAeMOHCTPUPOBAJa B
1,43 paza Gonburyto cucteMuyro skcno3unuio (AUCO0-10 1) nmo cpaBHeHuto ¢ 1030it 0,24 mr/kr
Macchl Tejaa U OOJIBLIYI0 YAacTOTY OTBETA B JIOCTM)KEHUHU 1I€JIEBOTO 3HAYEHUS, COCTABIISIOILEIO
> 5 x 106 CD34+ kierok/kr. Menuana BpeMeHH 110 AocTxkeHus > 5 x 106 CD34+ kieTok/kr
coctaBuna 3 qHS AN 00eux TPy JeueHus, Npoduib 0€30MaCHOCTH MEXIY TPYIIaMHU TaKxkKe
OBLT COMTOCTABUM.

AOcopOuus

[Tnepukcadop 6BICTPO BCAChIBAETCS MOCTIE MOAKOKHOTO BBEICHHSI, MAKCUMAaJIbHASI KOHIICHTPAIUs
(Cmax) mocturaer npubmusuteabHo ueped 30-60 mMuH (fmax). ITocime MOAKOKHOTO BBEACHHS
wiepukcadopa B go3e 0,24 MI/Kr Macchl Tena, KOTOPOMY MPEAIIECTBOBAIO MPEABAPUTETHHOE
nedeHue ['-KC® B teuenue 4 nuelt noapsin, Cmax miuepuxcadopa B Iiaa3Me KpOBU U Cpe/HEE
3HAYCHHE ILIOMIAIU 0] (hapMaKOKUHETHUYSCKOW KpuBOM «KoHIEeHTpanus — BpeMs» (AUC,-.)
coctaBunu 887 £ 217 ur/mn u 4337 £+ 922 Hr-4/MJ COOTBETCTBEHHO.

Pacnpenenenue

[Tnepukcadop ymepeHHO CBs3bIBaeTCS ¢ Oenkamu ma3mbl denoBeka (10 58%). Kaxkymuiics
00beM pacnpeneneHus miepukcadopa y aoaen coctasiseT 0,3 J/Kr; 3TO yKa3bIBaeT Ha TO, YTO
mpemnapaTr B 3HAYUTENBHOW CTETEHU pacIpelessieTcsi BO BHECOCYTUCTOM MPOCTPAHCTBE, HO HE

OI'paHHUYCH UM.
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(NOCNEQCBATENEHOCTE 0002)

Bbuorpancdhopmarimsg

B wuccnenoBanuu in Vitro miepukcadop He moaBeprajics MeTabOJU3My B MHKPOCOMaXx MEYCHU
YeJI0BEKa U B MEPBUYHBIX TEMATOIMTAX YenoBeka. Takke in VItro ObLI0 MokKa3aHo, 4To mpemnapar
HE YrHETaeT OCHOBHBIC MeTabonusupytomue wu3zopepmentsl uroxpoma P450 (CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2El u CYP3A4/5). B
UcclieIoBaHuH IN VItro ¢ remaronuTaMu 4esioBeKa iepukcadop He HHIYIHPOBAT H30(EPMEHThI
CYP1A2, CYP2B6 u CYP3A4. IlonydyeHHble JaHHBIE I1O3BOJSIOT MNPEANOIOKUTH, YTO
MOTEHIIMA JICKAPCTBEHHBIX B3aWMOJICUCTBUI, OMOCpEeAOBaHHbIX cucteMord P450, mus
iepukcadopa HU3O0K.

DJIMMHUHALMS

[Tnepukcadop B OCHOBHOM BBHIBOAMTCS mouykamu. [locie BBemeHus rmiepukcadopa B 103e
0,24 mr/kr Maccel Tena 3J0pOBBIM JOOPOBOJIBIIAM C HOpPMaJbHOW (PYHKIMEH MOYeK, MPUMEPHO
70% mnpenapara BBIBOAWIOCH C MOYOW B HEM3MEHEHHOM BHJE B T€UEHHE MEPBBIX 24 4 mocie
BBeZieHusA. llepmon momyBeiBenenus w3 1miasmel (T1/2) cocraBmser 3-5 u. Ilo maHHBIM
HcclIeIoBaHuil N VItro ¢ ucnons3oBanueM kiaetounslx Moxeneii MDCKII u MDCKII-MDR1,
wiepukcadop He ABIsSETCs cyOCTpaTOM MIIM UHTHOUTOpOM P-rimkonpoTenHa.

Oco0nIe T'pYIIIBI NAIIMCHTOB

THayuenmoi ¢ Hapywenuem hyHKyuu novex

Y ManueHTOoB ¢ Pa3IMYHON CTETICHBIO TIOYSYHOH HEOCTATOYHOCTH KIIMPEHC TUIeprKcadopa rmocie

omHOKpaTtHOM 10361 (0,24 Mr/Kr maccel Tena) ObLT CHIDKCH, HaONIOJaIach IOJIOKHUTEIbHAsS

koppesius ¢ knupencom kpeatuHuHa (KK). Cpeagnue nokazatenu AUCo-24 1st miepukcadopa,

BBOJMMOI0 CyOBEKTaM ¢ OYe4YHOH HenocTaTouHOCThIO jerkoi (KK 51-80 mu/mun), ymepeHHOM

(KK 31-50 ma/mun) n tsoxenoit (KK < 30 mn/mun) crenensto, coctaBuiun 5410, 6780 u

6990 Hru/MJI COOTBETCTBEHHO, YTO MPEBHINIAET 3HAYCHHE IKCIIO3UINH TIperiapara, Ha0Io1aeMble

npu HopManibHOU ¢GyHKIMH nouek (5070 ur-u/mm). [loyeuHass HeOCTATOYHOCTh HE OKa3bIBalia

BaustHUS Ha Crmax.

Llon

[TomyAsIIMOHHBIN aHANMKU3 HE BBISBWI pa3inuuii apMakOKHMHETUKH TlepuKcadopa y MyKUHH U

JKEHIIHH.

Toorcunvie nayuenmaol

[TonmynAMOHHBIN aHATW3 HE BBISBUJ Pa3Inunil papMaKOKWHETUKH TuiepruKcadopa 1mo BO3pacTy.
eTH

¥V 27 nanueHToB AeTCKOro Bo3pacta (0T 2 10 18 5er) ¢ CONMAHBIMU OMYyXOJISIMU OLIEHHBAJIACh

dbapmakokuHeTka tuiepukcadopa B go3ax 0,16, 0,24 u 0,32 wmr/kr maccel Tema. Ilocme

OJIHOKPATHOT'O TIOJIKOKHOT'O BBEICHUS JUIsl OKCIIO3ULIMU TUieprKcadopa y aerell Obula moka3zaHa
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TakKas ke, Kak y B3pOCIIbIX, T030TPOMOPIIMOHATIEHOCTh B'%ﬁ%%%@‘@?%’b;%]_ﬁ/%r'fw:dccm

tena. He nabmromanock yBenuuenue skcrnosunuu (AUCo.oy) cBbime 0,24 MI/Kr Maccel Tena
(B3pociast m03a), BO3pacT HE OKa3bIBAI KIMHHYECKHM 3HAYUMOTO 3P (eKTa Ha IKCHO3HIIHIO.
[TapameTpsl SKCHO3MIMM Tpernapara y JeTeil ObLIM aHaJOTHYHbI MapaMerpaM HKCIO3UIUU Y
B3POCIIBIX.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MaCHOCTH

HccnenoBanust KaHIEPOTEHHOCTH IJIepuKcadopa He MPOBOIMIIUCE.

[Inepukcadop He moOKa3zadl TEHOTOKCMYHOCTb B JIOCTATOYHOM KOJHYECTBE TECTOB Ha
T€HOTOKCUYHOCTD.

SDF-la. u CXCR4 wurpaioT BaXHYIO pOJb B pa3BUTUM OSMOpHoHAa u 1uiona. bbuto
IPOIEMOHCTPUPOBAHO, YTO TUIEPUKCAa(Op BBI3BIBACT YBEIMYCHHE PE30pOIMH, CHH)KEHUE Beca
10712, 3aMEeJIJICHHE Pa3BUTHUS CKEJIeTa U yBeJMYCHHE HapYIICHHUH 1710/1a Y KPBIC U KPOJIUKOB.
JlanHble, MOTy4YeHHbIE [ )KUBOTHBIX-MOJIENICH, TAK)KE MPEINOoNIaraloT MOAYIISIUIO TeMaTomod3a
MJI0/1a, BACKYyJApU3aIlMd W pa3BUTUsA Mo3keuka mon BozaedctBuem SDF-la u CXCRA4.
CuctemMHO€ BO3JIEUCTBHE MPU OTCYTCTBUHM HAOII0Ja€MOT0 HEOJAronpusTHOTO BO3JEHCTBUS Ha
TepaToreHHbie A3PPEKTHl Y KPbIC U KPOJIUKOB ObUIO aHAIIOTMYHOM CTETIEHU UM HUXKE, YTO U MPU
TEpaneBTUYECKUX J103aX y MalMEeHTOB. DTOT TEPATOr€HHbIN MOTEHIHAN, BEPOSTHO, O0YCIOBICH
ero ¢papMakoJMHAMUYECKUM MEXaHU3MOM JIEHCTBUS.

B uccnenoBanuax pacnpeneneHuss Ha Kpblcax KOHIIEHTpALMM PaJUOMEUYEHOro Iuiepukcagopa
ObLIM OOHApPYKEHBI B MOJIOBBIX OpraHax (CEeMEHHUKH, SIMUHUKU, MaTKa) 4yepe3 2 HelleaH Mocie
BBE/ICHMS OJHOKPATHOW J03bl WIHM 7 €XKEIHEBHBIX MOBTOPHBIX J03 Yy CaMIIOB KpbIC U mocie 7
€KeJIHEBHBIX TOBTOPHBIX /103 Y caMOK KpbIc. CKOPOCTh BbIBEICHUS U3 TKaHEW Oblia HU3KOM.
[ToreHunanbHOE BIUsSHUE TUIepHKcadopa Ha (EepTUILHOCTh MY)KUMH U MOCTHATAIbHOE Pa3BUTHE
HE OLEHMBAJIOCh B JIOKJIMHUYECKHX MCCIIEOBAaHUAX. Pe3ynpTaThl MCCIENOBAHUM MOJKOKHOTO
BBEJICHUSI OJHOKPATHOW 03Bl Mpernapara Ha KpbhICax W MBIIIAX TOKa3alH, 4To Iuiepuxcadop
MOXXET BBI3BIBATh MPEXOJANINE, HO TsDKENIbIE HEPBHO-MBIIICYHBIE HApYIICHUS (HapylieHue
KOOpJMHAIINN), ceAaTUBHBIE A3 (HEKTHI (TUITOAKTUBHOCTD ), OJBILIKY, JIeXkKauee MoJI0KEeHHE Ha O0KY
U (unu) MbleyHsle cnasMbl. JlomonHutensHbie 3¢ GdekTsl miepukcadopa, MociaeI0BaTeIbHO
OTMEUYEHHBIE B UCCIIEAOBAHUAX MTOBTOPHBIX 703 HA KUBOTHBIX, BKJIIOUAJIU MMOBHIIIIEHHBIE YPOBHU
MUAPKYJIHPYIONUX JEHKOIIUTOB M TTOBBIIIEHHOE BBHIBEJICHNE KAJIBIIMS U MarHUsl C MOUYOH y KPBIC U
co0ak, HEMHOTo 0o0Jjiee BBICOKYIO MAacCy CeJIe3€HKH y KpbIC, a TaKXKe JUaper0 U TaXUKapJIuio y
cobak. I'mcTonaTonoruyeckue pe3yabTaThl HKCTpaMeNyJUIIPHOIO reMaTornod3a HabIoaaIiuch B
NIEYEHH U celle3eHKe KpbIC U (MiaH) cobak. OJUH WIM HECKOJIBKO U3 ITHX pE3yJbTaTOB OOBIYHO
HAOJIOJATMCh TPU CHUCTEMHOM BO3JCMCTBUM B TaKOH € CTENEHM WM HEMHOTO BBIIIE, YeM

KIMHHYECKOC BOSﬂeﬁCTBHe Ha 4€JIOBCKA.
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Pe3ynbTaThl HCCIENOBAHMS 110 ONPENECICHUIO ana3oﬂ@£5;-;[§%'gi§)ﬁgg&bﬁf%&TK_a[;JL;i/'I:I'c-B'BLIX

CBHUHbBSIX U UCCIIEOBAHUS MO ONPEACIICHHUIO TMara3oHa 03 U OKOHYATEIbHbIE UCCIEA0OBAHUS HA
HETOJIOBO3PENBIX KPbICax ObUTM COMOCTaBHMBI C pE3yIbTaTaMH, MOJYyYCHHBIMH JISI B3POCIBIX
MBIIIEH, KpbIc U cobak. [Ipenesnbl Bo3aeiicTBYS B HCCIIEOBAHUY Ha HEMOJIOBO3PEIBIX KpbICax MpU
MakcuMabHOW niepeHocumoin no3e (MIIJI) Obut B > 18 pa3 Oonbliie MO CpaBHEHUIO C CaMOM
BBICOKOM KJIMHUYECKOM JAETCKOM 10301 y JieTei B Bo3pacte 10 18 Jer.

CKpUHHHT OOIICH aKTHBHOCTH pelienTopa in VIitro mokasai, 4to riepukcadop B KOHIEHTPAIMN
(5 MKr/mi) B HECKOJIbKO pa3 BbIIIE MAaKCUMAJIbHOIO CHCTEMHOTO YpPOBHSI BO3JCWUCTBUSA Ha
YyelioBeKa, 00J1aJaeT YMEPEHHON WU CUJIbHOW CIIOCOOHOCTBIO CBSI3BIBAHUS C PAIOM Pa3IHMUHBIX
PELEnTOPOB, MPEUMYIIECTBEHHO PACIIOIO0KEHHBIX HA IPEICUHANITHYECKUX HEPBHBIX OKOHYAHMSIX
B neHtpanbHoii HepBHOH cucteme (LIHC) u (nnm) nepudepuyeckoii HepsHoit cuctemsl (ITHC)
(xanprueBbld kaHan N-tuna, kanueBbld kaHan SKCa, rucraMuHOBBIM Ha, aneTHiIxoJMHOBBIN
MyCKapHUHOBBIN perientop M1 u Mz, aapeneprudeckuit a2B u 02C, neiponentunusii Y/Y1 u
riytamatHble nonnamuHoBsle NMDA -penienitopst). Kinmauueckast 3Ha4MMOCTh 3TUX PE3YyIbTaTOB
HEU3BECTHA.

®apMakoJIOrH4ecKre HccienoBaHus 0e30MacHOCTH Iiepukcadopa, BBOAUMOTO BHYTPHUBEHHO
KpbICaM, TMOKa3ajl PECHUpATOpPHbIE M CepiAeuUHbIe JernpeccopHble dPQPEKTh MPU CHUCTEMHOM
BO3/ICIICTBUH, HECKOJIBKO MPEBBIIIAIONIEM KIMHUYECKOE BO3/IECHCTBHE HA YEJIOBEKA, B TO BPEMsI
KaK IMOJIKO)KHOE BBEJICHHE BBI3BIBAJIO PECITUPATOPHBIC M CEPIICTHO-COCYAUCTHIC IPPEKTHI TOIBKO

IIpu 0oJiee BBICOKMX CHCTEMHBIX YPOBHAIX.

6. ®APMAIIEBTUUYECKHE CBOVMCTBA

6.1. TIlepeyeHb BCIOMOraTeJIbHBIX BELECTB

Harpus xnopun

1,0 M pactBop XJIOPUCTOBOIOPOAHOM KUCIOTHI (10 pH 6,0-7,5)

1,0 M pactBop Hatpus ruapokcua (1o pH 6,0-7,5)

Bona st mabeKmmin

6.2. HecoBmecTUMOCTH

HccnenoBanust MO COBMECTHUMOCTHU IUiepuKcadopa ¢ JIpyrMMHU IpernaparaMyd He MPOBOAMIIKCS,
MO3TOMY HE CIIelyeT CMEIINBAaTh €ro C IPYTMMH MpenapaTaMu B OJJHOM IIIPHULIE.
6.3. Cpok roaHoctu (CpoK XpaHeHHs)

3 rona.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh NpH TemnepaType He Boie 25 °C.

6.5. XapakTep u cojep:kaHHe MEPBUYHOI YTAKOBKH

ITo 1,2 mn pactBOopa B OeciBeTHBIH Mpo3pauHblil (akoH W3 cTekia Tumna I, yKynopeHHbII
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npoOKOli, OOXaTblii  aJTFOMUHHMEBO-IIIACTUK(BLIM Kb radkont -~ Erﬁﬁgﬂb@ﬁﬂmté' %! Ha

QIIOMUHUEBOM KOJIMIAUKE JOMYCKAETCs HATMYME TEKCTOBOM MapKUpPOBKH «Jodasy.

ITo 1 ¢pnaxony ¢ mpenapaToM BMeCTE C UHCTPYKIMEH IO TPUMEHEHUIO B KAPTOHHOM MayKe.

6.6. Oco0ble Mepbl MNPeJOCTOPOKHOCTH MNPH  YHUYTOKEHHH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOr0  Ipenapara MWJIH  OTX0JA0B, MOJYYEHHbIX IOCJe NpPUMEHEHUs
JIEKApPCTBEHHOI'0 Npenapara, 1 Apyrue MaHMIyJIsiLMHU ¢ penapaTomM

[Tpemapar, ocTaBIIniCS MOCIIE BBEACHHSI HEOOXOMUMOM 10361, TOJKEH OBITh YHUYTOXKEH.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanus

000 «/Ixxomac Dxkcionm»

140200, Poccus, MockoBckasi 0o0i1., Bockpecenckuit p-on, r. BockpeceHck, yin. MockoBckasi,
1. 45Mm, oduc 4.

Tenedon: 8 (499) 503-01-92

E-mail: info@jodas.ru

7.1. IlpeacraBuTe b AePKATES PETHCTPAIHOHHOTO YA0CTOBEPEHU S

IIpereH3uu HOTDC6I/IT6J'I€I71 HaITpaBJIATh 11O aAPECy.

Poccuiickas @enepanus

000 «/Ixxomac Dxcrionm»

140200, Poccusi, MockoBckasi 0011, BockpeceHcknii p-oH, T. BockpeceHck, yin. MockoBckas,
1. 45M, oduc 4.

Tenedon: 8 (499) 503-01-92

E-mail: info@jodas.ru

8. HOMEP PETUCTPALHUOHHOI'O YAOCTOBEPEHUA

9. TATA NEPBUYHON PETUCTPALIMUA (IIOATBEPXJIEHUS PETMCTPAIIUMN,
INEPEPETUCTPALIMN)

JlaTa nepBUYHON PErUCTPaALINHN:

10. JATA TIEPECMOTPA TEKCTA
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O6mas XapakTEpPUCTUKA JIEKAPCTBEHHOTO penapafgl Dﬁjﬁ%@égﬁnhﬁc Qx-gé’r';lﬂﬁg ! Ha

UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO CO03a B HH(POPMALMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.
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