NHCTPYKIUA
IO MEJUIIUHCKOMY NPUMEHEHUIO JJEKAPCTBEHHOI'O IIPEITAPATA

Hpuren®

PerucrpanuoHHbIi HOMeEP:
Toprosoe nanmenoBanue: Upurten®
MeKIyHApO/IHOE HeNATEHTOBAHHOE HJIH IPYNIIHPOBOYHOE HAUMEHOBaHNe: HPUHOTCKAH

JlekapcTBeHHas (popMa: KOHIICHTPAT sl IPUTOTOBIICHUSI pacTBOpa st HH(DY3Hit

Cocras
B 1 mu1 KOHIIEHTpaTa COAEPIKUTCA:

eticmsyrowee gewgecmao:

HpunoTtekaHa ruipoxJIopua TPUruapar, 21,73 mr
B [IepecyYeTe Ha UPUHOTEKAHA TUAPOXIOPUL 20 mMr

Bcnomoeamenvuvie eewecmea.

JI-copouTon 45 mr

MojiouHast KHCJIOTa 0,9 mr

Hatpus runpoxcun no pH 3,5

Bonma miist uHLeKIuin no 1 mn
Onucanune

[Ipo3paunas sxenToBaras KUAKOCTb.

dapmakoTepaneBTHYecKasi  IPyNna:  MPOTHBOOIYXOJIEBBIE  CPEICTBA;  AIKAJIOHIBI

PacTUTEIHOTO IPOUCXOXKACHUS U IPYTHe PUPOIHBIC BEIECTBA; HHTHOUTOPHI TONIOW30Mepasbl |

Kon ATX: LO1CEO2

dapmMakoJIornyecKne CBoiicTBa
Dapmakoounamuka

Mexannsm geiicTBus

[penapatr Mputen®, KOHLEHTpaT .js NPMIOTOBIEHHS pacTBopa s WMHQY3Hi, sABJseTCS
IIPOTUBOOITYXOJIEBBIM CPEJICTBOM, IIPEJICTABUTENIEM KJlacCa UHTUOUTOPOB TOMOM30MeEpPa3hl 1.
HpuHoTekana ruapoxiopuja TPUTHAPAT — 3TO MPOU3BOJHOE KaMMNTOTEUHHA. KaMITOTEUHBI

B3aUMOJICHCTBYIOT crenu(uyecku ¢ TomomzomepasamMu [, KOTOpble OcCHalisIoT TOPCHOHHOE



HanpspkeHue B JIHK mnyrem BHeceHHMS OJHONLENOYEYHBIX Pa3pbIBOB C MOCIEIYIOMINM
BOCCTaHOBJICHHEM. VIpHHOTeKaHa THAPOXIIOPUAA TPUTHAPAT U €ro aKTUBHBINA MeTabomuT SN-38
CBS3BIBAIOTCS C KoMmIulekcoM Tomouzomepaza | — JIHK u mpemorBpaimiaioT MOBTOpPHOE
JUTUPOBAHME 3TUX OJTHOLENOYEUYHBIX pa3pbIiBOB. COBPEMEHHBIE UCCIIEIOBAHNS TOKA3BIBAIOT, YTO
HUTOTOKCUYHOCTh HMPHUHOTEKAaHAa TUIPOXJIOpUIA TpUTHApaTa OOYCIOBIIEHA MOBPEXKICHUEM
neyxuenodeynot JJHK, Bo3zHuKarommM B IipoIiecce ee CUHTEe3a P B3auMOACHCTBHH (DEPMEHTOB
PEIUTUKAIK ¢ TPOMHBIM KOMILIEKCOM, 00pa30BaHHbIM 101 AeicTBHeM Toron3omepassl I, JIHK u
00 MPUHOTEKaHa THAPOXJIopua Tpuruapara, 1160 SN-38. KieTku MIeKONHUTAIOIINX HE MOTYT
3¢ (peKTUBHO BOCCTaHABIMBATH ATH JIBYLIEIIOYEUHbIE PA3PHIBHI.

HUpuHoTekana ruApoxJiopuaa TPUTHAPAT BBICTYNMAET B KAdyeCTBE BOJOPACTBOPUMOIO
npeaecTBeHHnKa aunoduinsHoro mMetabomura SN-38, kotopsiii mpumepno B 1000 pa3 Gosee
3¢ pexTUBHO, YeM UPUHOTEKAaHA TUAPOXIOPU] TPUTUIPAT, YTHETAET aKTUBHOCTH TOIIOU30MEPAa3bl
I, BbIIENEHHOW W3 KJIETOK OIMyXOJed 4YernoBeKa W Tpbhl3yHOB. OJHAKO TOYHBIX JAaHHBIX O
Bo3aeiictBuM SN-38 Ha aKTMBHOCTb MpPHUHOTEKaHa TIHIpoxyopuaa Tpuruapara Her. Kax
UPUHOTEKaHA THIPOXJIOPHUIA TPUTHIAPAT, Tak U SN-38 CcyIIecTBYIOT B aKTUBHOH (hopMe JIaKTOHA
U B HEaKTUBHOM (hopMe aHHOHA TUAPOKCUKHUCIOTHL. CaBur pH B KUCITyI0 CTOPOHY CITOCOOCTBYET
00pa3oBaHMIO JAKTOHA, TOT/Aa Kak OoJjiee IIeNOYHas cpefa OJarompusTCTBYET O0Opa30BaHUIO
AQHUOHA THJIPOKCUKHUCIIOTHI.

BBenenune umpuHOTEKaHa THAPOXJIOpULIA TPUTHIpATA JIEMOHCTPUPOBAIO MPOTUBOOIYXOJIEBOE
NeiiCTBHE Ha 3JI0KaYECTBEHHbIE O0pa3oBaHWs (XapaKTepHBbIE /JIsi TPBI3YHOB) y MbIIIEH H
KCEHOTPAHCIUIaHTAThl KAPLIMHOMBI YEJIOBEKA PA3JINYHBIX TUCTOJIOTMYECKUX THUIIOB.

HNpuHoTekaHa THAPOXJIOpHUIA TPUTHIAPAT  SBISETCS  HEKOHKYPEHTHBIM  WHTHOHUTOPOM
alETHIIXOJUHACTEPa3bl, U €r0 IPUMEHEHHUE COITPOBOXKIAETCS XOJIMHEPTUUECKUM CUHIPOMOM (CM.
pasnen « [TobouHoe peicTBHEY).

Knnandeckue uccueoBaHus

[IpuMeHenre HMpPUHOTEKAHA TUAPOXJIOPUAA TPUTHApPATa U3Y4YAIOCh B  KIMHUYECKUX
UCCIIEIOBAaHUSIX B KOMOMHAIMU ¢ (GTOPYPALMIOM U KaJbIHs (HOJTUHATOM B KaueCTBE TEparHu
NEepBOM JIMHUU TPU METACTaTUYECKOM KOJIOPEKTAJIbHOM pake M B BHUIE MOHOTEpAIHH,
npuMeHseMord B ciiydae HEd(PGPEKTHBHOCTH Tepanuud TepBod nuHuU. [lpu mnpumMeHeHun
MPUHOTEKaHA THAPOXJIOPHUIa TPUTHAPATA B BUJI€ MOHOTEPANUHN M3y4alld CXEMbl MPUMEHEHUS |
pa3 B Hezemto U 1 pa3 B 3 Henenu. Ilpu npuMeHeHNH UPUHOTEKaHA TUAPOXIIOPUAA TPUTHIpATa B
BUJIE KOMOMHUPOBAHHOM Tepanuy H3ydyald CXEeMbl MpUMEHEeHHs | pa3 B HEAeNI0 U KaxkIble 2
Henenu. [lanuenTh! ¢ mokasareneM O0IIero COCTOsTHUS 3 Ui 4, COTJIacHO KpuTepusiMm BecemupHoii
opranuzaiuu 31apaBooxpaneHust (BO3), B KIMHMYECKHX HCCICIOBAHUAX HE Y4aCTBOBAIH (CM.

Tabmuiy 1).



Ta6muma 1. Hkama BO3 nist orieHKH 0011IeT0 COCTOSHUS 3I0POBBS

IMoka3areanb no mkajae BO3

o0mero

COCTOSIHUS

310pPOBbS

0 [TarueHT MOJIHOCTHIO AKTHUBEH M CHOCOOEH BBIMOJHATH BCE 3agauu 0Oe3
OTpaHHYEHUH, KaK U JI0 3a00ICBaHMSI.

1 [ManmenT orpanudyeH B (U3MYECKOH NEATENBHOCTH, HO CIIOCOOEH
MEPEIBUTATHCS U BBITIONHSATEH Pa0OTY JIETKOTO WU CHSYETO XapaKTepa.

2 [TarueHT cocoOeH K MepeIBUKEHUIO U IOJTHOMY caM000CTy>KUBaHHUIO, HO HE
CIOoCcOOEH BBIMOJIHATH JII00YI0 padory; 6omee 50 % BpemeHH OOIpCTBOBAHUS
MPOBOJUT B BEPTUKAIHHOM IOJIOKEHUU.

3 [TaniueHT crmocoOeH UL K OTPaHUYEHHOMY CaMOOOCITYKUBaHHIO, Oojiee
50 % BpeMeHu OOPCTBOBAHUS MTPOBOIUT JICKA UITH CHJIS.

4 [TonHass wHBamUAM3aIMsA; HE MOXET OCYIIECTBISATH CaMOOOCTY>KHWBaHUE;
MOJIHOCTHIO MPUKOBAH K KPOBATH UJIH CTYIIY.

Kombunuposannas mepanus nepeoii IuHuU Memacmamuyecko2o KoiopeKmaibHO20 paKd

J/IBa paHAOMH3UPOBAHHBIX OTKPBITBIX KOHTPOJIHUPYEMBIX MEXKIYHAPOIHBIX KIMHUYECKUX
uccienoanus ¢gaszel [II 060cHOBBIBAIOT MpUMEHEHUE UPUHOTEKaHa THAPOXIIOpUAA TPUTHUIPATA B
KauecTBE TepaIluy MepBOU JIMHUU Yy AIMEHTOB C METACTAaTUYECKUM PAKOM TOJICTON WM TPSIMO

KUAIIKU. PeXUMBI T0O3UPOBAaHUS B 3TUX UCCIIEIOBAaHUSAX 000011IeHbI B Tabm1Ie 2.

Tabmmma 2. PexxuMbl 103UpOBaHUS B HCCIICIOBAHUAX IO OIIEHKE TePaIlUK MEPBON JTHHUHN

MCTACTATUYCCKOI'0 KOJIOPEKTAJIIBHOI'O paKa

I'pynna | BemecrBo Pexum A03UPOBAHHUA B | Pesxxum A03MPOBAHUA B
ucciaenoBanmnu 1 HCCJIeIOBAHNH 2
A Npunorekana | 125 mr/m? vpuHoTekaHa | He mpumenumo.

TUAPOXJIOPUA | THAPOXJOpPUAA B BUIE B/B
nH(}y3un B TeueHune 90 MUHYT.
Jleuenne npoBoaunocs 1 pa3 B
HEJENI0 B TEUEHHUE YEThIpEeX
HeJelb C  BO30OHOBICHUEM

Kypca B IeHb 43.




I'pynna | BemecrBo Pexum A03UPOBAHHA B | Pesxum A03MPOBAHUA B
uccjaenosanmnu 1 HCCJIeIOBAHNH 2
B1 Wpunorekana | 125 Mr/m? upuHorekasa | 80 Mr/m? MPUHOTEKaHa
TUAPOXJIOPHUA | TUAPOXJOpPHAAa B BUAE B/B | TMAPOXJIOpUI B  BUAE B/B
KaJIbIUS nH(}y3un B TedeHue 90 MuHYT ¢ | nHPY3un B TeueHne 90 MUHYT
dbonuHAT MOCTEAYIOIIUM BBegenreM | moc 500 Mr/M?  Kamblms
dropypatmn | 20 Mr/m? kaneius donuHaTa B | GOTMHATA B BUJE B/B MHDY3HH B
BUJIE B/B OONIIOCHON WHBEKIUH, | TCUCHHUE  JBYyX  4YacoB c
a 3areM 500 Mr/m? pTopypanuia | mocueayomuM BBEJICHUEM
B Buae B/B  OomocHoii | 2300 mr/m*> ¢ropypanuna B
WHBEKIUH. BUJE B/B MHPY3UH B TEUCHUE
24 gacos.
Jleuenne npoBoaunock 1 pa3 B | Jleuenne npoBoamiiock 1 pas B
HEIeN0 B TEYEHUE YeThIpeX | Helell0 B TEYEHHE IIEeCTH
Henelab C  BO300HOBIJIEHHEM | HENEIb C  BO300OHOBIIEHHEM
nedeHuss B AcHb 43 (pexuM | nedeHus B JeHb S50 (pexum
3anbTHa)?. AIO).
B2 Hpunorexkana | He npumenumo. 180 Mr/M? UPUHOTEKaHa
TUAPOXIIOPHU]T TUAPOXJIOpPHAa B BUIE B/B
KaJIbIUS nH(py3un B TeueHue 90 MUHYT B
donunar nensb 1, a gepes 1 gac 200 mr/m?
dbropyparuin Kanplus (onrHaTa B BHJE B/B
nH(Y3UU B TEUCHHUE IBYX YacOB
C TMOCIEAYIOIUM BBEICHHEM
400 mr/m* ¢ropypamuna B Bue
B/B 00IOCHOM MHBEKIUU U 600
Mr/M> hTopypamuna B BUE B/B
uH}Y3UH B TeueHHe 22 4acoB B
mau 1 u 2.
Jleyenue npoBOIUIOCH KaXIble
nBe  Hemenw  (peKUM e
['pamona)?.
Cl Kanpuusa 20 mr/m? xanbius ¢ponunata B | 500 Mr/m? Kanblus (pojiuHATA B
dbonmuHaT BHU/IE B/B OOJIFOCHOM UHBEKIIUY C | BUI€ B/B MH(DY3UH B TeueHUE
dTopypanuin | HOCIEAYIOUTIM BBEJICHUEM | JIBYX 4aCOB C NOCJIEIYIONICH B/B

425 mr/m? hTopypanuia B BujE
B/B OOJIFOCHON MHBEKIINH.
Jleyenue MPOBOJUIIOCH B
TEUeHWEe S5 JHeW mnoapsg ¢
MMOBTOPEHHUEM B JIEHb 29 (pexum
«KJIMHUKK Mayo») ?.

uHpy3uei 2600 mr/m?
dropyparmia B TEUYCHHE
24 gacos.

Brenenne npemnapara

OCYHICCTBIAIOCh CXKCHCIACIIEHO
B TCUYCHUC ICCTH HCIACIb C

BO300HOBJIEHHEM B JeHL 50
(pexum AIO)?.




I'pynna | BemecrBo Pexum A03UPOBAHHA B | Pesxum A03MPOBAHUA B

ucciaenoBanmnu 1 HCCJIeIOBAHNH 2
C2 Kanpuus He npumenumo. 200 mr/m* Kanabius (QOIMHAT B
dbonmHAT BHUJI¢ B/B MH(QY3MH B TEUEHUE
dbropyparuin JIBYX 4acOB C TMOCTIEAYIOIICH B/B
OOJIFOCHOM UHBEKIIHEN

400 mr/m*> ¢ropyparmna u B/B
uH}py3uen 600 Mr/m?
¢Topypaumna B TeueHue 22
yacoB B AHU | u 2.

JleueHne MpoBOIUIIOCH KAXK/IbIE
aBe  Hemenw  (pexuMm e
['pamona)?.

® Ha ocHOBaHMH PEXHMOB JIO3UPOBaHUS 3albTIa, «KIUHUKK Mayo», ne ['pamona m Accormanuu
MEAMIIMHCKOM oHKoIorun Hemerkoro onkonornyeckoro oomectra (Association of Medical Oncology of
the German Cancer Society — AIO).

Jis mpoUIaKTUKU W/WIM JIEYEHUS CHUMIITOMOB, BO3HHUKIIMX IIOCIIE Kypca JEYeHHs, B 000uX
UCCIIEIOBAaHMSIX MAIleHTaM Ha3HAYaJIMCh COMYTCTBYIOIINE JICKAPCTBECHHBIE CPEACTBA, TAKUE KaK
IPOTUBOPBOTHBIE CPEJCTBA, aTPONMH M Jjonepamuia. B uccienoBanum 2, ecium OTCpOUYCHHAs
nuapes coxpassuiach Oosiee 24 4acoB, HECMOTps. Ha IIPUEM JIONEpaMHIa, Ha3HA4aJCs
npopMIaKTHIECKUN 7-THEBHBIN KypC aHTUOMOTHKAMU (PTOPXUHOIOHOBOTO psijia. Y MalMeHToB, y
KOTOPBIX JAMapes coXpaHsiach 6ojee 24 4acoB, HECMOTPS Ha IPUEM JIOTIEPAMUAA, UITH Y KOTOPBIX
B JIONIOJIHEHME K JAMapee pa3BUBANACh JHMXOpajKa, ObLIO HAdaTo Jie4eHUEe (TOPXUHOJIOHOM
nepopanbHo. Taxke JsiedeHHe (QTOPXMHOJIOHOM MEPOPATBHO MPOBOJWIOCH Yy HAalMEHTOB, Y
KOTOpBIX abCOMOTHOE KojudecTBO Heittpodunos (AKH) cocrapmsno < 0,5 x 10%/1, naxe mpu
OTCYTCTBUM JIUXOPAIAKU WU Juaped. [lalMeHTbl Takke MoIydalnd aHTHOMOTHUKOTEPAIuio
BHYTPHBEHHO, €CIM y HUX HaOJIofanach CTOMKas auapes WIM JUXOpajaka, WM pa3BUBajach
KHIIEYHAasi HEIPOXOAUMOCTb.

B o0oux wuccienoBaHUSX KOMOWHUpPOBaHHas Tepamusi HPUHOTEKaHAa THUAPOXJIOpUIA
TPUTHAPATOM/PTOPYPALIIIOM/KAIbLUS (POTMHATOM MPUBOJAMIA K 3HAYUTEIBHOMY YIYUIICHHIO
YPOBHSI OOBEKTUBHOTO OTBETA OIyXOJH, BPEeMEHHU N0 mporpeccupoBanus omyxoym (BI) u
BBDKMBAEMOCTH TI0 CPAaBHEHHUIO C MOHOTepamueil (ropypanmmom/kambius (GoamHaTOM. OTH
pa3nuuus B BBDKUBAEMOCTH HAOJIIOJAIMCh HECMOTPS Ha MCIIOJIb30BAaHUE TEPAITUU BTOPON JTMHUHU
1I0CJIE 3aBEPILEHUS UCCIIEJOBAHUS, BKIIIOUAs PEXKUMBI, COJIepKaIFie UPUHOTEKAH, Y MAIlHeHTOB B
KOHTPOJIbHOM rpymnme. XapakTepUCTHKH IALMEHTOB U OCHOBHBIE PE3yJIbTaThl OLEHKH

3¢ PeKTUBHOCTH MIPECTABICHBI B TAOIHIIE 3.



Tab6muma 3. KomOuHupoBaHHas Tepanwus MepBOi JTUHUH METACTATHYECKOTO KOJIOPEKTAITHHOTO

paka. Pe3ynbTaThl UCCIEA0BAHUS

HUccaenosanme 1

| HccaenoBanme 2

Jdemorpaduueckne Hpunorexana | ®@ropypoanmnn/ | Upunorekana | HpuHotexkana | ®topypanmi/
XapaKTEePUCTHKHU H ruapoxaopu/ KaJabIUs rUApoxJopua | rugpoxjopun/ KaJIbIus
NpUMeHeHHne ¢propypannn/ ¢oaunar ¢ropypanmn/ ¢oaunar
npenapara KaJbIUs KaJbIUs
donunar donunar
Komnuuectso 231 226 226 198 187
MAICHTOB
Kenckuit/mysxckon 34/65 45/54 35/64 33/67 47/53
mox (%)
MennaHHBIH BO3pacT B 62 (25-85) 61 (19-85) 61 (30-87) 62 (27-75) 59 (24-75)
rojax (auamasoH)
Oo01ee cocrosiHIe
(%)°
0 39 41 46 51 51
1 46 45 46 42 41
2 15 13 8 7 8
Menvana nepBUYHON
omyxomu (%)
TOJICTasi KULIKa 81 85 84 55 65
npsiMasi KUIIKa 17 14 15 45 35
MenuanHoe Bpems ¢
MOMEHTA IMOCTAaHOBKH
JUarHo3a 1o
paHAOMU3ALNU 1,9 1,7 1,8 4,5 2,7
(MecsIBI, Tuama3oH) (0-161) (0-203) (0,1-185) (0-88) (0-104)
[IpenwmecTByromas
aJbIOBaHTHASI TCPATTHUS
¢dropypaumiom (%)
Her 89 92 90 74 76
Ha 11 8 10 26 24
Mennannas
MIPOJIOJKUTEILHOCTh 5,5 4.1 3,9 5,6 4,5
nedeHust (MECSIIBI)
Mennannas
OTHOCHTEIIbHAs
HHTCHCUBHOCTh
no3uposanus (%)
WPUHOTEKAH 72 - 75 87 -
(dbropypanun 71 86 - 86 93




Hccnenosanue 1 | HccnenoBanue 2

Jemorpaduueckne Hpunnorexkana | ®dropypoanmnn/ | UpuHorekana | HpuHoTtekana | ®dtopypanmni/
XapPaKTEePUCTUKHU U rujapoxjaopua/ KaJbUus THAPOXJIOpUA | THApoXJopuy/ KaJbIUs
NpUMeHeHHne ¢propypammn/ doaunar ¢propypammn/ doaunar
npenapara KaJabIUs KaJablLUs

¢oaunar ¢oaunar
PesyabTaThl oueHKkHU 3¢ ekTUBHOCTH
[HoarBepxaeHHas 39 21 18 35 22
4acTOTa 00BEKTHBHOTO [33-46] [16-27] [13-24] [28-42] [16-29]
oTBeTa omyxoiu ° (%)
[95 % AU]
MenuanHoe BpeMs 10 7,0 43 42 6,7 4.4
MIPOTPECCHPOBAHUS [5,4-8,0] [3,74,6] [3,9-5,0] [5,7-8,0] [3,2-5,5]
orryxoiu (Mecsiusl) [95
% AN
Menuana 14,8 12,6 12,0 17,4 14,1
BBIKMBAEMOCTHU [12,3-17,1] [11,1-14,6] [11,3-13,5] [15,2-20,2] [12,6-17,4]
(Mecss)
[95 % U]

& Cwm. Tabmumy 1.
° TMoxTBep:xaeHa Yepes > 4—6 Helenb I0CIIe HOMYYeHHs IEPBOro MOATBEPKACHU 00BEKTUBHOTO OTBETA.

[Tokazarenn 4YacTOoThl OTBETa W BPEMEHHU JO NPOrPECCHUPOBAHUS OIMyXOJIH BO BCEX
nemMorpauueckux MOArpynnax M MOArpYyMIax, CBA3aHHBIX C 3a0ojieBaHUEM (TI0 KaTeropusM
BO3PACTa, 10JI1a, STHUYECKOT0 MPOUCXOXKICHHS, OOIIETO COCTOSHUS, CTENEHH TTOPAYKEHHUSI OPraHOB
paKom, BpeMst OT ITIOCTAaHOBKH JMAarHO3a 3JI0Ka4e€CTBEHHOT0 HOBOOOPA30BaHMsL, IPEIIIECTBYOIIEH
aJbIOBAaHTHON Tepamuu M OTKJIOHEHHS Ja0OpaTOpHBIX IMOKa3aTejeil OT HOPMbI Ha MCXOAHOM
YpOBHE) AEMOHCTPUPOBAJIN YIIyUIlIEHHE B HCCIIEA0BAHUAX KOMOMHUPOBAHHOW Tepaniy Ha OCHOBE
UPUHOTEKaHa TUAPOXJIOPUAA TPUTHIIPATA TTI0 CPABHEHUIO € PTOPYPALMIOM/KAIBLUS (POTHHATOM.
B o0oux wuccrnenoBanusx ucnosb3oBaics ONPOCHUK OIEHKH KayecTBa >KU3HU EBporenckoit
OpraHu3aIy 1Mo ucciaeaoBaHuio W JyedeHnto paka (European Organisation of Research and
Treatment of Cancer Quality of Life Questionnaire — EORTC QLQ-C30). HecmoTpsi Ha
OTCYTCTBHE CTAaTUCTUYECKHMX JO0KA3aTEIbCTB TOr0, YTO MEXIYy KOMOMHHPOBAHHOW Tepamuen
UPUHOTEKaHA  THAPOXJIOpHAA  TPUTHApaToM/(TOopypaunioM/Kanblus  (QOIMHATOM |
dbropyparminom/kaneitus (OJIMHATOM B BHJE MOHOTEpanmuu HAOMIOMAIUCh CYIIECTBEHHBIC
pa3nuyuus B OTHOLIEHUM yiydieHus: kadectBa ku3Hu (KOXK), onucarenbHble JaHHBIE yKa3bIBaIU
Ha OOLIYIO TEHCHLIUIO B 10Jb3Y yiyumienus KK mim Menee BbIpaKeHHOTO YXY/IIEHUS B TIOJIb3Y

KOMOWHUPOBAHHOM TEparuy Ha OCHOBE HPUHOTEKAaHA TUAPOXJIOPUIA TPUTHAPATA.



Mounomepanusi  npu  peyuousupyrowem — UlU  NPOSPeccupyromemM  MemacmamuiecKkom

KOJIOPpEeKmMAaslbHOM pakKe nocjie Kypca jle4eHusl Ha OCHoB6e quopypauwza

Cxema npuMenenus | pa3 B HENEIIO

Bo Bcex Tpex MHOTOLIEHTPOBBIX OTKPBITHIX HccleaoBaHusax (asbl II, KoTopble TPOBOAUIUCH
B CIIA u ¢ yuactueM B obmel cioxHoctr 304 ManyMeHToB, UCIOIb30BAUCh TTOBTOPHBIC
LUKJIBl JICUEHUsI UPUHOTEKaHa TUIPOXJOpUaa TpuruaparoMm 1 pa3 B Heaento B TeueHue 4
HEJEeNb TMOAPAN C TOCIEAYIOUIUM IEepPEepPhIBOM JJIUTEIBHOCTBIO JBE HENEIU. OTH
UCCIIeIOBaHMs ObLIM pa3paboTaHbl JJIsi OLEHKHU YacTOThl OTBETA OMYXOJU M TOKCUYHOCTH
MPUHOTEKaHA TMAPOXJIOpUAA TPUTHIpaTa y TAIMEHTOB C METACTATUYECKUM KOJIOPEKTaIbHBIM
pakoM, pEUUJIMBUPOBABIIMM WJIM MIPOTrPECCHUPOBABIIMM  TOCIE  MNPEILIECCTBYIOLIEH
XUMHUOTEpanuu Ha OCHOBe (ropypaumia. HadanpHbie 03B UPHHOTEKAHA THAPOXJIOPHIA
TpUrujparta B 3TUX HccienoBaHusax coctasisiun 100, 125 wim 150 Mr/m?, MpU 3TOM J103a
150 Mr/m? mI0X0 NepeHoCHIach N3-3a HEMPHEMIIEMO BBICOKOH YaCTOTHI OTCPOUEHHOH Juapen
u (heOpupHOM HelTpoieHnn 4 CTEeNeHH TshKecTU. Pe3ynbTaThl HCCIeI0OBaHUI IPUBEICHBI B

Tabimmue 4.

Ta6muma 4. Knuanueckue nccnenoanus ¢assl I co cxemoii mpuMeHenus 1 pa3 B HEZEIo

HcciaenoBanue
A B c? c?

KomuuecTBo mamnueHToB 48 90 64 102
Jloza (Mr/m?*/uen. x 4) 1258 125 125 100
[IpenmectBytomas Tepanus Gropypauniaom (%)

Jns nedenus 81,3 65,5 73,4 67,7

METaCTaTHYECKOTO

3a00JIeBaHUS

< 6 MecsIIeB I0CIIE 14,6 6,7 26,6 27,5

aJbIOBAaHTHOW TE€paNNK

> 6 MecSIIeB IT0CIIe 2,1 15,6 0,0 2,0

aJbIOBAaHTHOW TE€paruu

Knaccudukanus HensBecTHa 2,1 12,2 0,0 2,9
[Ipon0mKUTENBHOCTD JICUSHUS 5.4 3,5 3.9 3,3
(MeuaHHas, MECSIIbI)
Meanangast OTHOCUTEIILHAS 74 67 73 81
MHTEHCUBHOCTH 71035l (%)°
YacTtoTta 00HEKTHBHOI'O OTBETA 20,8 13,3 14,1 8,8
(%)"[95 % U] [9,3-32,3] [6,3-20.,4] [5,5-22,6] [3,3-14,3]
Bpewms o otBera 2,6 1,5 2,8 2,8
(MemuaHHOE, MECSIIBI)
JnutenbHOCTH OTBETA 6,4 59 5,6 6,4
(MenraHHas1, MECSIIBI)




BrepxkuBaeMocTh 10,4 8,1 10,7 93
(MeuaHHas, MECSIIbI)

@ TleppoHauanbHas no3a B uccnenosanuu C cocrabmsna 125 mr/m%, Ho Obbia cHwkeHa 10 100 mr/m2,
MOCKOJIbKY TOKCHYHOCTD MPH HAYaIbHOM 103€ CUNUTAIACH OONBIIIEH, YeM B MPEIbLIYIIHX UCCICIOBAHUSAX.
Pe3ynbTathl Ui ABYX HAYAIBHBIX 7103 aHATH3UPOBATH OTACIBHO.

® JleBsTh mamu@enTOB moaydanu 150 Mr/m? B KauecTBe Ha9abHOM 1036l 2 nanuenTa (22,2 %) OTBETHIIN Ha
TEpanuio UPUHOTEKAHA THIAPOXIOPUIA TPUTHIPATOM.

® OTHOCUTEbHAS MHTCHCHBHOCTH JI03bI JIUISi MPUHOTEKAHA THUAPOXJIOpHIA TPHUTHIpATa HA OCHOBAHUH
3aIUIAHUPOBAHHON MHTEHCHBHOCTH 10361 100, 83,3 u 66,7 Mr/M?/He., 9TO COOTBETCTBYET HAYAILHBIM
no3am 150, 125 u 100 Mr/m?, COOTBETCTBEHHO.

" BB1TO TIOSTYYeHO 2 TTOJTHBIX OTBETA U 38 YaCTUYHBIX.

N3 304 nanueHToB, MOTyYaBIINX JICUCHUE B HCCIICIOBAHUSX (a3bl 2, YaCTOTa OTBETA HA TEPATTHIO
UPUHOTEKaHA THAPOXJIOPHIA TPUTUIPATOM ObLTA aHAJIOTUYHON y MYXKYHH M JKCHIIUH U CPelu
MAIMEeHTOB B Bo3pacTe mutamie 65 ner. Yactora Takke OblIa CXOJHOW y MAIMEHTOB C PakoM
TOJICTOM KHIIKWA WA PAKOM MPSIMOM KHIIKH, @ TAKKE Yy MAIMEHTOB C OJHOM M HECKOJIbKHUMU
METaCTaTUYECKUMH OMYXOJISIMH. Y TAIMEHTOB C IMOKazaTeneMm oOmiero cocrosiuus O mo mkanie
BO3 uacrora orBera coctaBuna 18,5 %, u 8,2 % — y nanueHToB ¢ oka3aTesieM 00IIEero COCTOSHUS
1 wm 2.

Ha wactoTy oTBeTa mpu NPUMEHEHWH WPUHOTEKaHA TUIPOXJIOPUIA TPUTHIpATAa HE BIHSIIA
MOKa3aTeJIM OTBETa HAa TMPEINISCTBYIONIYI0 TEpanmui0 Ha OCHOBE (Topyparuia Mo IOBOIY
METacTaTU4ecKoro 3aboseBaHus. [lallMeHTHI, KOTOpPBIE paHEe MONydadd OOJyYCHHE OpPraHOB
MaJIOrO Ta3a, TAKXKE OTBEYAJM Ha TEPAlUI0 HWPUHOTEKAHA TUIPOXIOPUAA TPUTHAPATOM
MPUOJIM3UTENHHO C TaKOM JK€ YacTOTOM, KaK M TAIMEHTHhI, KOTOPBhIC pPaHbIIIEC HE MOIydalld
obydeHue.

B menom B OMOpHBIX MCCIENOBAaHUAX CTAaOWUIbHOE 3a0osieBaHUE OBLJIO 3apETUCTPUPOBAHO Y
148 (48,7 %) u3 304 mauueHTOB B BBIOOPKE «IALMEHTHI, KOTOPHIM HAa3HAYEHO JICYCHUE» U Y
145 (55,6 %) w3 261 mnamueHTOB B BBHIOOPKE «IAIMEHTHI, TPHUTOAHBIC IJIs OLEHKW». B
COOTBETCTBUU C pe3yJiibTaTaMu uccienoBanus C crabmibHOE 3a00€BaHUE BO BPEMs Teparuu
PETHCTPUPOBATH Y HECKOJBKO OOJIBIIEH MPOIIEHTHOH T0JIM MAI[UEHTOB, MOTYYaBIINX HAYaTbHYIO

no3y 125 mr/m? (53,4 %; 103/193), uem HauansHyto 103y 100 Mr/m? (39,2 %; 40/102).

Cxema npuMeneHus 1 pa3 B 3 Hegenu

Br110 TpOBEIEHO 1Ba MHOTOIICHTPOBBIX PaHIOMHU3UPOBaHHBIX HccienoBanus ¢assl 111 co cxemoit
npuMeHeHus | pa3 B 3 Helenu y MAlEeHTOB C METAaCTaTUYECKUM KOJIOPEKTAJIbHBIM PAKOM,
PELMIMBUPOBABIINM MM IMPOrPECCUPOBABUIMM Tocie Tepanuu ¢ropypauuiaoMm (n = 535).
Bropyto nuHMIO Tepanuu MpUHOTEKAaHA TUIPOXJIOPUIA TPUTHAPATOM CPABHUBAIM C HAMITYyUlIeH
MO/JICPKUBAIOIICH Teparnueil B OJJHOM HMCCIIEIOBAHMHM W C WH()Y3MOHHOU Tepanue Ha OCHOBE

dbTopyparuia BO BTOPOM HUcciieoBaHuu. [IepBUYHONM KOHEUHOM TOYKON B 000MX MCCIICTOBAHUSIX
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ObL1a BBKMBAEMOCTb. Takxke OlleHUBAIMCh MOKA3aTeIN KIMHUYECKON MOJIb3bI M KaueCTBa KU3HU.
Hauanphas m03a cocraBisna 350 mr/m> u BBOAMIACH BHYTPUBEHHO B TedeHue 90 MHHYT 10
JOCTH>KEHUST MaKCUManbHOM o0mier 10361 700 Mr. J{ns manmeHToB B Bo3pacte 70 JIeT U cTapiie u
IUIA IIALIMEHTOB C IIOKasarejieM oO0mero cocrosHusa 2 mo miane BO3 HavanmpHas mosa ObLIa
cHmkeHa 10 300 Mr/m%. B kadecTBe MO IEpKUBAOIIEH TepATMU TPUMEHSIINCH IPOTUBOPBOTHBIE
CpeACTBa, aTPOIMH U JONEpaMUJI, IPH ATOM OTCPOUCHHAs Juapesi coxpaHsiiack Oonee 24 yacoB
HECMOTpPSL Ha TO, YTO JIOMEpaMHJl COMPOBOXKIAIM 7-IHEBHBIM KypCcOM aHTHOMOTHKA
(TOPXHUHOIOHOBOTO Psifa.

bruio nponeMoHCTpUPOBAaHO 3HAUUTENBHOE MPEUMYIIECTBO B BBKUBAEMOCTH MPHU MPUMEHEHUN
MPUHOTEKAaHA TUJPOXJIOpUJA TPUTHApaTa MO CPAaBHEHHIO C HaWIyylled MOAJEp/KUBAIOIIEN
Tepanue win nHpy3MOHHOU Tepanueil Ha ocHoBe ¢Topypaumita. C mONpaBKONH Ha MCXOIHbIC
MOKa3aTeIM TAIMEHTOB (HampuMmep, oOIee COCTOSHUE) BBIKMBAEMOCTb CpPEIW IAIMEHTOB,
MOJTy4aBIIUX HPUHOTEKAaHA THIPOXJIOPU]IAa TPUTHIPAT, OCTaBaJach 3HAUUTEIHLHO OOJIBIICH, YeM B
KOHTpoNbHBIX nomyssinusax (p = 0,001 B uccnenoBanuu 1 u p = 0,017 B uccnempoBanuu 2).
[TokazaTenu KIMHUYECKOW MOJB3BI B MCCIEAOBAaHUM 1, ompezaenseMble MO BBDKUBAEMOCTH 0e3
00JI1 1 BBIKMBAEMOCTH 0€3 CHI)KEHUSI MacChl Tella, ObUIM 3HAYUTENIBHO OOJNBIIUMU Y MAITUEHTOB,
MOJTyYaBIIUX UPUHOTEKAHA THAPOXJIOPHAA TPUTHAPAT, YUEM Yy MALMEHTOB B TPYIIE HaWTyyllen
noanepxuBatoieit Tepanuu (p = 0,01 u p = 0,05 coorBeTcTBEHHO). Pe3ynbTaThl MpeACTaBICHBI B

Tabauue 5.

Ta6muma 5. Knuanueckue uccnenoanus ¢assr [1I co cxemoii npumenenuns 1 pa3 B 3 Heaenu

HccaenoBanue 1 HccnenoBanue 2
Hpunorekana Hannyumas Hpunorexkana | dropypanuia?
THAPOXJIOPHAA | TOAdepKUBAOMIAsi | THAPOXJIOPHUAA
TPUTHAPAT Tepanus TPUTHAPAT
KonnuecTBo manueHTOB 189 90 127 129
IIpenmectByromas
Tepanus
¢dropyparmmom (%)
Jns neyenus 70 63 58 68
METacTaTHYCCKOIO
3a00JIeBaHUS
< 3/6 mecsueB 27 36 38 23
rnocie
a’bIOBAaHTHOU
Tepanuu °
> 3/6 MecsIeB 3 0 5 9
rmocJie
aJTbIOBAHTHOM
Tepanuu °
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[IpoIoKUTETLHOCTD 4,6 — 4.4 3,7
nevueHus (CpeaHsis, [4,2-5,0] [3,8-5,0] [3,34,1]
mecsisl) [95 % AN]

Menuannas 94 — 95 81-99
OTHOCHTEIbHAS

MHTEHCHUBHOCTH 03I

(%)”

BroxnBaemMocThb 9,2 6,5 10,8 8,5
(MenuaHHas!, MECSIIbI) [8,4-10,7] [5,0-7,6] [9,5-12,8] [7,7-10,5]
[95 % U]

1-neTHsas 36,2 13,8 448 32,4
BBDKUBaeMOCTh (%) [95 [29,3—43,1] [6,7-20,9] [36,2—53.,4] [24,3—40,5]
% U]

BrrxnBaemMocTs 0e3 — — 4.2 2.9
MPOTPECCUPOBAHMUS [3,8—-4,8] [2,6-3,7]
(MenuaHa, MECSIIBI)

[95 % U]

BrpkuBaeMocTs 03 5,9 4,1 8,1 7,0
CHMIITOMOB (M€/IMaHa, [3,8—7,6] [2,2—6,9] [6,1-10,7] [4,4-8,7]
mecstsl) [95 % AN]

BrokuBaemocTs Oe3 6,9 2,0 10,3 8,5
Oonu (Mennana, [5,8-8.,4] [1,8-5,1] [7,8—%%] [6,2-10,2]
MECSIIIBI)

[95 % U]

Menauana 5,7 33 6,4 5,1
BBEDKHBAEMOCTH 0€3 [4,3-6,6] [1,9-3,7] [5,2-7,6] [4,2—6,2]
yXyALIeHUs 001Iero

cocrostaus (%)

[95 % U]

Bpewmst 1o cHIKeHAS 6,4 4.2 8,9 7,4
Maccel Terna > 5 % [5,5-7,6] [3,4-5,1] [6,7-12,3] [4,7-11,6]
(Menuana, MecsIpl) [95

% U]

* Mcnionp30Baii OJTHY U3 CIEIYIOIIUX CXEM Teparuu (TOPYPaIIIOM:

(1) Kambuus ¢pomunar B moze 200 mr/mM> B/B B TedeHue 2 uacos, 3areM (ropypaumn 400 mr/m> B/B
G0JIOCHO, 3aTeM (Topypalmi B 103e 600 Mr/mM? B BUJIc HENPEPLIBHOMN B/B MH(Y3HUH B TeUCHHE 22 4acOB B
nau 1 1 2 xaxaple 2 HeJen .

(ii) ®ropypammn B moze 250-300 Mr/mM*/cyTKM B BHJE JUIMTEIBHON HENpEpHIBHON B/B MH(Y3UH IO
TIPOSIBJICHUS TOKCUYIHOCTH.

(iii) ®ropypaumn B 103€ 2,6-3 r/M?/CyTKHU B/B B TeueHHE 24 YaCOB KaXkIyI0 HEIEIIO B TEUEHHE 6 HETIEb
¢ kanpus (GoamuaToM B 103¢ 20-500 Mr/m%/cyTkr win 6e3 Kanblus (ONMHATA B/B KaKIYIO HEIEIIO B
TEUYCHHE 6 HEACb C 2-HE/ICIbHBIM MEPEPHIBOM MEXTY ITUKIAMH.

® McenenoBanue 1 < 6 MecsieB; uccieqoBanue 2 < 3 MecsIeB.

® OtHOcHUTENbHAsI HWHTEHCHUBHOCTH 03Bl HPHHOTEKAHA THAPOXJIOpWIA TPUTHUApaTa HA OCHOBAHHHU
3aIUIAHUPOBAHHOM HMHTEHCUBHOCTH 103bI 116,7 Mr/M*/Henento. HTEHCHUBHOCTDH J103BI Yy TALHEHTOB,
MOTy4aBIINX (GTOPYPALMI B HCCIEIOBAHIH 2, BAPHHUPOBAIACH B 3aBUCUMOCTH OT THIIA PEKUMA.

** HeBO3MOXKHO pacCUUTaTh M3-32 HEOOJBIIIOTO pa3Mepa BEIOOPKH.

11



B nByx wuccnemoBanusx ¢aszer Il kadecTBO JKM3HM OLCGHMBAIM C ITOMOIINBIO OIPOCHUKA
EBpomeiickoii opranm3amuu mo wuccienoBanuto u jeudeHuto paka (EORTC QLQ-C30). B
uccienoBanny | moka3aTenb OOIIEero KayecTBa XKU3HU ObUT 3HAYUTEIHHO BBINIEC y MAI[UEHTOB,
MOJyYaBIIUX HMPUHOTEKaHA TUIPOXJIOpUIA TPUTHUAPAT, YE€M Y TMalUEHTOB, TMOJyYaBIIMX
HaWIy4lIyro noaaepxusatoryto Tepanuio (p = 0,0013). B uccienoBanuu 2 nokasaTtenu o0IIero
Ka4yeCcTBa KU3HU ObLUTM aHAJOTUYHBIMH y TIAIIMEHTOB, MOJIYYaBIINX UPUHOTEKAHA THAPOXIOPHUIA
TpPUTHAPAT WK GTOPYpaLMI B BUAC HHPY3HH.

Jpyeue uccneoosanus

SImoHCKOE OTKpBITOE HEKOHTpoJupyemoe wucciemoBanue ¢aspl Il ¢ ydacTueM manmueHTOB ¢
HEMEJIKOKJIETOUYHBIM PaKOM JIETKOTO BKJIIOYANO B 00miei cioxkHoctu 153 marmuenta. B atom
UCCIICIOBAaHUM TTHEBMOHUT ObUI 3apeructpupoBat y 6,2 % (9/146) nanuentoB. OQUH MalUeHT
yMep OT MHTEPCTUIMAILHOTO MHEBMOHUTA. VprHOTEKaHa TUApOXIIopuaa TPUTHAPAT BBOIUIH B
no3e 100 mr/m? BHyTpuBeHHO 1 pa3 B Hefemo. Koppekims 103561 TPOM3BOANIACE B COOTBETCTBUH
C TOKCHYHOCTBIO, a JICYCHHE MPOOJIKAIN JIO0 MPOrPEeCCUPOBaHUs 3a00JIEBaAHUS WU TIOSBIICHUS
HEMPHUEMJIEMOTO YPOBHS TOKCUYHOCTH (KaXIbIH MAIMEHT JIOJDKEH OBLT MOTYYHTh HE MEHEE TPEeX
7103).

Dapmakokunemuxa

AbGcopbuus
B pexomenyeMoM auamnasoHe 103 50350 mr/m> AUC upuHOTeKaHa M'HAPOXJIOpHIa TPHIUIpaTa

JUHENHO yBenuuuBaeTcs ¢ yeenuueHueM J03bl; AUC SN-38 yBenuumBaeTcs MeHee, 4eM

IPONOPLHUOHATIBHO 103¢. MakcuMalibHble KOHIIEHTPAIIMH aKTUBHOTO MeTaboauTa SN-38 00bIYHO

HaOmromaroTcss B TedeHue 1 daca mocne OKOHYaHUS 90-MHUHYTHOM HMHQY3UM HMPHHOTEKaHA

TUAPOXJIOPHUIA TPUTUAPATA.

®apMaKOKMHETUUYECKUE ITApaMETPbl UPUHOTEKaHa ruapoxiaopuaa tpuruapara u SN-38 nocine 90-
. 2

MUHYTHOH uHOY3uH B 1o3ax 125 u 340 wmr/mM”, ompeneneHHBIX B JBYX KIMHHYECKUX

HCCIICAOBAHUAX Y TAUCHTOB C COJIMIHBIMUA OITYXOJISAMU, 0606H_[6HI>I B Ta6n1/1ue 6.

Tabmuia 6. Pestome cpennux (£ cTaHAApTHOE OTKJIOHEHHE) (DapMaKOKHHETHYECKUX TTapaMeTPOB

HMpUHOTEKaHa THIpoxyiopyuaa Tpuruapara u SN-38 y NaiueHTOB ¢ COJUAHBIMU OMyXOJISIMU

HpuHoTeKkaHa rUAPOXJIOPHIA TPUTHAPAT SN-38
Ho3a Crnax AUCo—24 T Varea CL Crnax AUCo—24 Tz
(mr/m?) | (ar/mu) | (ur X a/ma) | (9) (w/m?) | (/a/m?) | (ar/ma) | (ar < g/mia) | (9)
125 1660 10 200 5,8° 110 13,3 26,3 229 10,4*
(n=64) + 797 + 3270 +0,7 + 48,5 + 6,01 +11,9 + 108 + 3,1
340 3392 20 604 11,7° 234 13,9 56,0 474 21,00
(n=06) + 874 + 6027 +1,0 + 69,6 +4,00 + 28,2 + 245 +43

Cmax — MaKCHMaJIbHAs KOHICHTpAIUs B IJIa3ME KPOBH,
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AUCy-24 — momaap o hapMakKOKUHETHISCKON KPUBOUM 3aBUCHMOCTH KOHIICHTpAIIMH Tperapara B
ma3Me KpoBH OT BpeMEHU ¢ MOMeHTa BpemeHu 0 1o 24 yacoB mociie OKOHYaHusI 90-MUHYTHOMH
uHby3UH;

T1/2 — TEepMUHAIIEHBINA MTEPUOJT TTOTYBBIBEICHHS,

Varea — 00BEM pacTpeieNieHHsI BO BpeMs TEPMUHAIBHOMN (pa3bl BEIBEICHNUS;

CL — o0muit cCUCTeMHBIN KITUPEHC.

* O0Opa3upl m1a3Mbl, COOpaHHbIEe B TeUeHKE 24 4acoB mocjie oKoH4YaHus 90-MUHYTHOH HH(Y3HH.

® OGpa3ukl WI1a3Mbl, COOpaHHEIE B TedeHre 48 yacoB nocie okoHuanus 90-muHyTHOM HH(Y3un. W3-3a
0oJee TUTETHLHOTO TIEproJa cOOpa JaHHBIX 3TH 3HAYCHHS 00CCIICUUBAIOT 0OJiee TOUYHOE OTPaKCHHE
TEPMHHAJIHHOTO TIEPHO/Ia TIOTYBBIBEACHNS UPUHOTEKaHA THIPOXJIopraa Tpuruapara u SN-38.

UccnemoBanust in  vitro TOKAa3bIBAIOT, 4YTO HPUHOTEKaHa THAPOXJIOPHIA TPUTHIPAT
JEMOHCTPHUPYET YMEPEHHOE CBsI3bIBaHUE ¢ Oenkamu mia3Mbl KpoBH (30—68 % ces3biBaHms). SN-
38 B BBICOKOH CTEIMEHU CBS3bIBACTCS C O€lIKaMU IJIa3Mbl KPOBU 4esoBeKa (mpuMepHo Ha 95 %).
OCHOBHBIM O€NKOM TIUIa3Mbl, C KOTOPHIM TPEUMYIIECTBEHHO CBSA3BIBACTCA HWPHUHOTEKAaHA
ruzpoxiopuaa Tpuruapat u SN-38, sBisercs anbOyMUH.

Pacnpenenenue

[Tocne BHyTpuUBEHHON WH(QY3UM HPUHOTEKAaHAa THAPOXJIOPHAA TPUTHApATa y YeloBeKa C
Pa3IUYHBIMU  3JIOKQYECTBEHHBIMH  HOBOOOpPA30BaHUSMU  KOHILIEHTpPAlUM  HPUHOTEKaHa
TUAPOXJIOpUAA TPUTHApaTa B IUIa3ME CHUIKAIOTCS MYJIBTHUIKCIIOHEHIUAIBHO CO CPEIHUM
TEPMHUHAIBHBIM [IEPHOJOM IOJIYBBIBEAEHUS 0K0JI0 6—12 yacoB. CpeaHMil TEPMUHAIBHBIA IEPUOJ
MOJTyBBIBe/IeHUsT akTHBHOTO Metabonmuta SN-38 cocraBnser 10-20 gacoB. B uccnenoBanum, B
KOTOPOM MpPHHOTEKaHa THAPOXJOPUIA TPUTHAPAT BBOAMIM B f03ax 100—750 mr/mM> myTem
BHYTPUBEHHOU WH(QY3uu B TeueHWe 30 MUHYT KaXIble TPU HEIENH, TEPMHHAIBHBIA TEPUOT
MOJIYBBIBEJICHUS U3 IIa3Mbl cocTaBiisl 14,2 yaca + 7,7 yaca juisi UpUHOTEKaHA THAPOXJIOPUAA
tpuruapara u 13,8 yaca + 1,4 yaca s SN-38.

Buorpancdhopmarims

[TonHOE pacmpenieneHre UpUHOTEKaHa THAPOXIIOpUAa TPUTHIPAT B OpraHU3Me YeI0BeKa J0 KOHIIa
He wu3yuyeHo. VpuHOTekaHa TIMAPOXJIOpPUAA TPUTHAPAT IOABEPracTCsl HHTEHCUBHOMY
METa0OIMYECKOMY MpPeoOpa30BaHUIO PA3IUYHBIMU (DEPMEHTHBIMU CHCTEMaMH, B TOM YHUCIIE
acTepazaMu ¢ 0o0Opa3oBaHHWEM aKTUBHOro Merabommta SN-38 u omocpeoBaHHOMY YPHAWH
mudochar-rmokyponmi-tpancdepazoir 1A1  (YITIAl) rmokyponupoBanuto SN-38 ¢
o0pa3oBaHMEM HEAKTUBHOTO TIIIOKYpoHHAHOTO MeTabomura SN-38G. Merabonudeckoe
npeoOpa3oBaHUEe MPUHOTEKAaHA THIPOXJIOpPHAA TPUTHApATa MPOUCXOAUT MPEHMYIIECTBEHHO B
MEYEHU.

HpuHoTekaH Tak)Ke MOXKET IMOJBEPraTrhbCs OKUCIUTEILHOMY METaboIH3My, OMOCPEI0BAaHHOMY
CYP3A4, no HeckonbkuX (PapMaKOIOTMUECKH HEAKTHBHBIX MPOIYKTOB OKHUCJICHHUS, OJUH U3

KOTOPBIX MOXET THJIPOJIM30BAaThCSl KapOOKCHIIICTEpa3oi ¢  BbICBOOOXAeHHeM SN-38.
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HNpunotekan okucisiercs uzopepmeatom 3A4 mutoxpoma P450 (CYP3A4) ¢ o6pa3zoBanreM AByX
OTHOCUTEIIbHO HEaKTHBHBIX  MeTabonmutoB, APC (7-3tmi-10-[4-N-(5-aMuHOTIECHTaHOBAS
KHCJIO0TA)- | -MUIepuInHO |-KapOOHMIIOKCUKAaMIITOTEIMHA) ¥ BTOPOCTENeHHOro Metabonura, NPC
(7-51rn-10-(4-amuHO- 1 -TUNIEpUANHO) ) KAPOOHMIIOKCUKAMIITOTEITHA.

OJIMMUHALNA

Pacnpenenenue upuHOTEKaHa TUIPOXJIOPUA TPUTHAPATA B OpPraHU3ME YEJIOBEKAa 10 KOHLA HE
u3yueHo. B uccrienoBaHusX ¢ ydyacTHEeM MAlMEHTOB C Pa3JIMYHBIMU BUJAMU PaKa BHIBEJCHUE
MPUHOTEKaHa TUAPOXJIOPUIA TPUTHIpaTa C MOUOM cocTaBiisuio 11-20 % oT BBEIEHHOM 103bI, AJIsI
SN-38 cocraBmsiimo < 1 %, u it rmokypoHugHoro Merabommra SN-38 cocrtaBisiiio 3 %.
CoBOKyIHOE BBIBEJICHUE HUpPHHOTEKaHA u ero MeTabomutoB (SN-38 u TIIOKYPOHHIHOTO
merabonuta SN-38) ¢ xenupl0o M MOUYOW B TedeHHe 48 4YacoB Mocje MpHeMa HPHUHOTEKaHa
TUAPOXJIOpPUAA TPUTHApaTa Yy ABYX MAllMEHTOB BapbHpPOBAIOCH MPUONM3UTENBHO OT 25 %
(100 mr/m?) 10 50 % (300 mr/m?).

Oco0ble rpyInel NALKUEHTOB

Jluya noswcunozo eospacma

B nccnenoBanusx, B KOTOPhIX MPUHOTEKAaHA THAPOXJIOPUA TPUTHAPAT BBOJWIM €XKEHENEIBHO,
TEPMHUHAIBHBIN IEPUOJ, ITOJIyBbIBEICHUS HPUHOTEKaHa TUAPOXIIOPUAA TPUrHApaTa cocTasisia 6,0
4acoB y NAI[MEHTOB B Bo3pacTe 65 JIeT u cTapiie U 5,5 4acoB y MAlMEHTOB B BO3pacTe A0 65 JerT.
HopmanuzoBannas no no3e AUCo—4 st SN-38 y nanueHToB B Bo3pacTe He MeHee 65 neT Obuia
Ha 11 % BbIIE, YeM y MalMEeHTOB B Bo3pacTe 10 65 yer. KuHeTnyeckue JaHHBIE MO CXEME
IIPUMEHEHHU | pa3 B TpU HEJENH y MOXKWIBIX AUEHTOB OTCYTCTBYIOT. MIcX01s U3 KIIMHUYECKON
TOKCHYHOCTH, HaOJII0JJaeMOM IIPH 3TOM peKUMeE JO3UPOBAHUS, Y MAIIMEHTOB B BO3pacTte 65 JieT u
CTapIlle PEKOMEHJyeTCsS NPUMEHSTHh Oojiee HU3KYI0 HaudalbHylo 103y (cMm. pazzmen «Crocod
IPUMEHEHHUS U 103b1»).

Ileuenounas nedocmamoyHocmy

BnusHue TSDKENOM TEYEHOYHOM HEJIOCTaTOYHOCTH Ha (apMaKOKMHETHYECKHE CBOMCTBA
UPUHOTEKaHa TUAPOXJIOpUIA TPUTHIPATA H €0 METa0OIUTOB O(QUIIHATIEHO HEe n3ydanock. Cpeau
MAIUEHTOB C METACTaTUYECKUM KOJIOPEKTAJIbHBIM PAKOM U U3BECTHBIM OITyXOJIEBBIM IIOPAKEHUEM
nedeHu (OonbIIMHCTBO nanueHToB) 3HaueHuss AUC npuHOTEKaHa TUAPOXJIOpUIA TPUTHIpATA U
SN-38 ObLITH HECKOJIBKO BBIIIE, YeM 3HAUEHUS Y NMAIUEHTOB 0€3 METAaCTa30B B IIEYEHB (CM. pa3aen
«Oco0ble yKazaHHs»).

VY nanueHToB ¢ HapylleHneM (QYHKIMHU [IeYeHU KIMPEeHC MPUHOTEKaHa THAPOXJIOpUa TpUTuapaTa
CHIDKAETCs, B TO BpeMsl KaK OTHOCUTEIbHAs KOHIIEHTpAIMs aKTHBHOTO Merabosmta SN-38
yBenuuuBaeTcs. Bennmuuna 3THX 3(p(PeKkToB mpormopruoHanbHa CTENEHH HapymeHus (QyHKINH

MIEUEHH, YTO OIPEEIIATIOCH OBBIIICHHEM KOHIICHTPALUHU 00I1ero ounupyOnHa u TpaHCaMHUHA3 B
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CBIBOPOTKE KpOBH (cM. pazaen «Crocod npruMeHEHUS U J035D»).

Iloueunasn nedocmamoyrocmy

BnusHue Hanmuuyus TMOYEYHOH HEJOCTAaTOYHOCTH Ha  (apMaKOKMHETUKY HMPUHOTEKaHa
THJIPOXJIOPH/Ia TPUTHIPATa HE OLEHHBAIIOCH.

dapMaKOKMHETHKA OPU KOMOMHUPOBAHHON TepAITHH

B ximmHndeckom wuccrnenoBannu (a3pl | ¢ KOMOMHUPOBAaHHBIM TPHUMEHEHHEM HPUHOTEKaHA
TUAPOXJIOPHUAA TpUruapaTa, Gropypanuia u Kaablus GoauHaTta y 26 MaIleHTOB C COJMIHBIMU
OMyXOJSIMH  paclpefiefieHue HpPUHOTeKaHa TUIPOXJIOpUIA TpPUTHApaTa CYLIECTBEHHO He
u3MeHsoch. OIHAaKO MpU BBEACHUM UPUHOTEKaHA THIPOXJIOPHIA TPUTHIPATA C MOCIEAYIOIUM
BBeJieHUEM (propypanmia u Kanbius Gonmraara 3Ha9eHUS Cmax 1 AUCo 24 aKTUBHOTO MeTaboIHTa
SN-38 Obutn cHikeHbl (Ha 14 % u 8 % COOTBETCTBEHHO) MO CPABHEHUIO CO 3HAYCHMSMH,
perucTpupyeMbIMd TpHU BBEIECHUU HUPUHOTEKaHA TUAPOXJIOpUAA TPUTHIApaTa B KayecTBe
MoHoOTepanuu. PopmaibHbIE UCCIIEIOBAHMS JIEKAPCTBEHHOTO B3AMMOACHCTBHUS i1 VIVO WM in Vitro
JUTSL OIIEHKU BITUSTHUSL UPUHOTEKAHA THIPOXJIOpUIA TPUTHIpATA HA pacipeenenue Gropypaimia
U KaJbIus OoIuHATA HE TIPOBOIUIUCE.

/lannvie 0oknunuueckoil Gezonacnocmu

I'eHOTOKCHYHOCTD

HpunoTrekaHa ruipoXaopuaa TPUTHAPAT OKa3blBajl KJIACTOI€HHOE AEUCTBUE KaK in Vitro (KIETKH
SIMYHUKA KUTalCKOIO XOMSYKa), TaK U in vivo (MUKpPOSIAEPHBIA TECT Ha Mblax). MpuHoTtekaHa
rugpoxsiopuaa Tpuruapat 1 SN-38 He MPOAEMOHCTPUPOBAIIA MYTareHHOCTh B TE€CTE DJWMca in
Vitro.

Kanneporenuocts

Jlonrocpo4Hble UCCIEOBAaHUSI KAHIIEPOTEHHOCTH MPUHOTEKaHA THAPOXJIOPUAA TPUTHIpATa He
npoBoawINCh. OHAKO KpbICaM BHYTPUBEHHO BBOJMIIM HPUHOTEKAHA TUAPOXJIOPUAA TPUTHIPAT B
no3ax 2 mr/kr wim 25 mr/kr 1 pa3 B Hepemto B Teuenue 13 nHexens (AUC npumepno B 1,3 paza
BBHINIE 3HAYEHHH y MALMEHTOB, MOYYaBIIMX HpemapaT B fo3ze 125 mr/m?), a 3ateM jgaBaiu
BOCCTAaHOBUTHCS B TedeHue 91 Hemenu. B aTux ycnoBusx HaOmonanach 3Ha4MMasi JIMHEHHAs
TEHJEHIMs [ 4YacTOThl BO3HMKHOBEHHMS KOMOMHHMPOBAHHBIX CTPOMAJbHBIX IIOJIMIIOB
9H/IOMETPHSI pora MaTKU M CTPOMAJIbHBIX CapKOM 3HJOMETPUS B 3aBUCMOCTH OT J03bI.

FI/IHGD‘-IVB CTBUTCJIbHOCTD

B KIMHMYECKMX UCCIENOBaHMAX AaHTUTEHHOCTh HMPUHOTEKaHa HE Halmoxanack, HO B
HCCJIEJOBAHMSIX MMACCUBHOM KOXHOW aHa(pUIIaKCUM y MOPCKHX CBHMHOK M KPOJHUKOB, & TaKKe B
UCCJIEIOBAHMSX AaKTUBHOM CHCTEMHOM aHaWIakKCMM Yy MOPCKUX CBHHOK Habmoganach
AHTUTEHHOCTh HMPUHOTEKaHA THUIAPOXJIOpUIA TpuUruapata. B 3TUX wucneiTaHusx oba Buua

KHUBOTHBIX BI:Ipa6aTI>IBaJ'II/I AHTUTCJIa K HWPHUHOTCKAHA THUAPOXJIOpHIa TpUTUApATy, H OBLIO
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3apETUCTPUPOBAHO HECKOJBKO CIIy4aeB CMEPTH MOPCKHX CBHUHOK, CEHCUOWIM3MPOBAHHBIX K
MPUHOTEKaHA THAPOXJIOPUJIa TPUTHUIPATY.

bepemeHHOCTD

BHyTpuBeHHOE BBeIeHHE UPUHOTEKaHa TMAPOXJIOPHIa TPUTHIpATa B 103€ 6 MI/KI/CYTKU KpbhIcaM
(AUC mpumepno B 0,2 pa3za BBIII€ COOTBETCTBYIOIIUX 3HAYCHHWH Yy IMAIIMEHTOB, MOJYYaBIINX
npenapar B g03e 125 Mr/mM?) U Kposnukam (OKOJO TONOBHHBI PEKOMEHIYEMOH ekeHeaenbHOi
HAyaIbHOM 03Bl JUIA 4YeJOBeKa M3 pacueTa B MI/M’) B TIEpHOJ OpraHoreHesa sBIseTCs
SMOPHUOTOKCHUYHBIM, YTO XapaKTEPU3yeTCs IMOBBIIMIEHHOW MOCTHUMILIAHTAIMOHHON THOeNnbio U
CHIKEHUEM KOJMYECTBA >KMBBIX II00B. MpHHOTEKaHa THIPOXJIOpUIA TPUTHAPAT OKA3bIBAI
TEpaTOreHHOE JICHCTBHE y KPbIC B J103aX, npeBbimaromux 1,2 mr/kr/cytku (AUC npumepno 1/40
OT COOTBETCTBYIOIIUX 3HAYEHM y MAllMEHTOB, MOJYYaBIIMX Mpemapar B go3e 125 mr/m?), u'y
KpOoMKOB B 1103¢ 6,0 MI/kr/cyTku. TepatoreHHOE NEMCTBHE BKIIIOYAJIO PA3jIUYHBIC BHEIIHHE,
BHCLIEPAJIbHBIE U CKEJIETHBIE aHOMAJINH.

JlakTanus

VY KpbIC paJlOaKTUBHOCTh IOSIBUIACH B MOJIOKE B TE€YEHHE 5 MMHYT IOCJIE€ BHYTPHUBEHHOI'O
BBEJICHHS] MEYEHHOTO paIMOaKTUBHBIM U30TONIOM UPUHOTEKaHa TUAPOXIJIOPHUIA TPUTUAPATA, U €TI0
KOHIICHTpAIlis YBEIWYWBajach 10 65 pa3 depe3 4 dyaca mociie BBEJAEHUS (OTHOCHUTEIIBHO
KOHIEHTpalui B IUIa3Me). bblIo moka3aHO, YTO HMPHUHOTEKAaHA TUAPOXJIOPUAA TPUTHUAPAT
HapyIaeT CocoOHOCTh K O0YUYSHMIO U BBI3BIBACT 33AEPKKY TOCTHATAILHOTO PA3BUTHUS Y KPBIC.

DepTUILHOCTE

[Tocne BHYTPUBEHHOTO BBEACHUS MPUHOTEKAaHA THIPOXJIOpUJIA TPUTHIpATa KpbicaM B J03aX 0
6 MI/KT/CYTKH 3HAa4MMBIX HEXENATEeNbHBIX SIBICHUA B OTHOIICHHH (EPTUIHHOCTH U OOIIei
penponyKTHBHON (PyHKIUM He Habironanoch. [locie MHOTOKPAaTHOTO €XEIHEBHOTO BBEIEHUS
UPUHOTEKaHa TUAPOXJIOpUAA TpUTrHapaTa Haboganach aTpopusi MYKCKUX PENpOTyKTUBHBIX
OpraHoOB Kak y TpbI3yHOB npu 03¢ 20 mr/kr (3HaueHne AUC npuOiImM3uTeIbHO paBHO 3HAYCHHUIO
y TalMEeHTOB, HOJIyYaBIIMX HpenapaT B jgo3e 125 mr/mM? B Helemo), Tak U y cobaKk Mpu J03e
0,4 mr/kxr (3Hauenne AUC npumepro Ha 1/15 OT 3HaUeHUs y MAIMEHTOB, MOJyYaBIINX Mpernapar

B 103¢ 125 Mr/mM? B Hezemo).

Iloxka3zaHus K NIPUMEHEHHIO

[penapar Wpuren®

MOKa3aH MJjid JICUCHUA MAlMCHTOB C MCCTHO-PACTIPOCTPAHCHHBIM WJIA
METaCTaTUYECKUM PaKOM 000I0YHOM U MPSMOMN KUIIIKH:
— B KOMOWHanmuu ¢ QTOpypamwioM H Kaiablidsg (GOJIMHATOM Yy IMAIMEHTOB, paHee HE

MOJIy4aBIINX XUMUOTECPAIINIO,
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— B MOHOTEpanmuu y IMalUEeHTOB C MPOTrPecCUpPOBaHHEM OOJE3HU TMOCIIE MPOBEACHUS

CTaHJIApPTHOW MPOTHUBOOITYXO0JIEBOI TEPANUU.

IIporuBonoka3anus

— IloBblleHHAst YyBCTBUTEIBHOCTh K MPUHOTEKAHY WIN APYTUM KOMIIOHEHTaM Ipernapara

— XpoHHWYECKHe BOCMATUTEIbHBIC 3a00JIeBaHUsI KUIICYHUKA W/UITU HAPYIICHUS KUIICYHON
IPOXOIUMOCTH

— BrIpaxkeHHOE yrHEeTEHHE KOCTHOMO3TOBOT'O KPOBETBOPEHUS

— Konuenrpanus 6unupyOuHa B CHIBOPOTKE KPOBH, IpeBbImIaromas Ooyee yeMm B 3 pasza
BEPXHIOIO TPAHUILY HOPMBI

— OO0mee cocrossHue TarueHToB, oneHuBaeMoe no mkaine ECOG (Eastern Cooperative
Oncology Group) >2

— OJHOBpeMEHHOE IPUMEHEHUE C BAKIIMHOM JKEITOM JIMXOPaIKU

— bBepemeHHOCTD U TIepHOJ] TPYAHOTO BCKAPMIIMBAHUS

— Jlerckwuii Bo3pact (IaHHbIE 110 0€30MacHOCTH U 3P (PEKTUBHOCTH Y I€TEH OTCYTCTBYIOT)

C 0CTOPOKHOCTHIO
— JlyueBas Tepanus (B aHaMHe3€) Ha 00JIaCTh OPIOIIHOM MMOJOCTH WM Ta3a (BBICOKUI pUCK
Pa3BUTHSI MUEJIOCYTIPECCUN)
— Jlefikouuro3
— TlamueHTsl )KEHCKOTO 1oJIa (TIOBHIIMIASTCS PUCK PA3BUTHS TUAPEH)
— Tloueunast HEJOCTATOYHOCTH (JAHHBIE IO OE30MACHOCTH OTCYTCTBYIOT)
— T'unoonemus
— IloBbIIICHHBI PUCK BEHO3HBIX TPOMOOIMOOINYECKUX OCIIOKHEHUH

— Iloxwuoit Bo3pact

IIpumeHeHnne npu 0epeMEHHOCTH M B IEPHOJ IPYAHOI0 BCKAPMJIMBAHUS

IIpumenenue npu bepemenrHocmu

HpuHoTekaH MOXXET NPUBOAUTH K MOBPEXKICHHIO IUIONA NPU NMPUMEHEHHH y OepeMEHHBIX.
AJNIEKBATHBIX XOPOLIO KOHTPOJIMPYEMBIX HCCIEJOBaHUM INPUMEHEHHMsS] HPUHOTEKaHa Y
OepeMeHHBIX He MpoBOAWIOCH. [lameHTkamM AeTOpOAHOrO BoO3pacTa CJleAyeT HCKIIOUUTH
Hanuyue 6epeMeHHOCTH 10 Hayaa IpuMeHeHus upuHoTekaHa. CineayeT nzoerate 6€peMeHHOCTH,
€CJIM OJIUH U3 NapTHEPOB IPUHUMAET UPUHOTEKAH.

[TaneHTKaM J1€TOPOJHOTO BO3pacTa PEKOMEHJIYETCS HCIOJIb30BaTh BBICOKO3((eKTUBHbIE
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METO/Ibl KOHTPAIICTIIIMK BO BpEeMsI TEpAy U B TeYCHUE 6 MECSIICB MOCIC 3aBEPIICHUSI JICUCHHUSI,
13-3a NOTEHIMAIBHOTO T€HOTOKCUYECKOTO ICUCTBUSI MPUHOTEKAHA.

My>K4rHaM, YbM TAPTHEPIIM CIIOCOOHBI K JETOPOXKICHHIO, PEKOMEHIYETCS HCIIOIb30BaTh
3 peKTUBHBIE METOABl KOHTpPAIECHIIMM BO BpEeMs TEpalmuud M B TEYCHUE 3 MECSIEB IOCIHE
3aBEPILCHUS JICYCHUS N3-3a TIOTCHIIMAIIBHOTO T€HOTOKCHYECKOTO JACHCTBUS HPUHOTEKAHA.
Ipumenenue 6 nepuoo epyoHo2o 6CKApMIUBAHUSL

I[OCTYHHBIG JAHHBIC OFpaHI/I‘-IeHBI n HO.Hy‘-IeHBI oT OI[HOﬁ ITaIIMCHTKHU. YPOBHI/I I/IpI/IHOTGKaHa uero
akTUBHOTO Merabonuta SN-38 OBLTM W3MEPEHBl B TPYIHOM MOJIOKE OJHON TAIlMEeHTKH.
Bo3zaeiicTBue Ha HOBOPOXKIEHHBIX JCTEH/MIIaICHIIEB HEU3BECTHO. 3-3a BOBMOKHBIX CEPhE3HBIX
HCXKCJIATCIIbHBIX peaKI_II/Iﬁ y ,Z[@Tefl, HaxXogAIIuxXCcss Ha I‘py,Z[HOM BCKapMJII/IBaHI/II/I, peKOMeHI[yeTCH

IIPEKPATUTh I'PYAHOE BCKaPMIIMBAHUE BO BPEMS IPUMEHEHUs UPUHOTEKAHA.

Cnoco0d npuMeHeHHs M 103bI
[Ipenapar npenHazHaueH TOJIBKO ISl B3POCIBIX.

® MNPpUMCHACTCA KakK B BHJAC MOHOTCpallMu, TaK U B KOM6I/IHaI_[I/II/I C

IIpenapar HWpuren
dTopypaumioM u QonuHarom kanbuus. [Ipu BbiOOpe H03bI M peXHMMa BBEICHHUS CIEAyeT
obpamarbcs K crenuanbHol autepatype. Ilpenapar Mputen® BBOAUTCS B BUE BHYTPUBEHHOM
UH(Y3UH TPOJIOIDKUTEIBHOCTHIO HEe MeHee 30 MuHyT u He 6osee 90 MUHYT.

B pexume mMonotepanuu npenapat Mpuren® npumensercs B 1o3e 125 mr/m?> moBepxHOCTH Tejla

eXEHEICIIbHO B TeueHue 4 Henenb B Buae 90-MUHYTHON BHYTPHUBEHHON MH(Y3UU C TIEPEPHIBOM B
2 Hezeny, a Taoke 350 Mr/mM’ B BHJIE YacOBO BHYTPUBEHHON MH(DY3UH KaXKIble 3 HENIEH.

B cocraBe KOMOMHUPOBaHHON XMMHOTEpanuu ¢ (HTOpypanuioM M Kaiblus (HOJIMHATOM 1032

¥ cocTaBJIsieT Py exKeHeIeTbHOM BBeICHUU — 125 MI/M?, I BBEICHUHU ITyTeM

npenapara Upuren
nponokuTensHol uHMY3un 1 paz B 2 mHemenu — 180 mr/m?. JI03b M pEeXUM BBEACHHS
dbropyparuia u KanbIius GoJIMHATA TOPOOHO OMKMCAHBI B CIICIIUATILHOM JINTEpaType.

[pu mo6oii U3 TpPeIOKEHHBIX CXeM HpUMeHeHMs mpernapata Mputen® Tepammio criemyer
IpOJOIDKATh J0 TeX IOp, MOKa OTMEYaeTcs OTBET Ha JICUeHHEe WIM He HaOIrolaeTcs pocra
onyxonu. CrenyeT NOCTOSHHO KOHTPOJIMPOBaTh COCTOSIHME TMAUMEHTa MpU PA3BUTHH
TOKCHUYHOCTH, KOTOpas HE KYyNHPYEeTCs CHUKEHHWEM [03bl Ipernapara W MOIACPKUBAIOIICH
Tepanuen.

PexoMenganmu 1o MO,Z[I/Id)I/IKaHI/II/I J03bI

B pexuMe MOHOTEpaNnuM CHUKEHHE HAuaibHOM 103bI mpemapata Mpurten® ot 125 mr/m? 1o
100 mr/m? m ot 350 mr/m? no 300 Mr/mM2, a TaKKe CHIKEHHUE 10361 0T 125 mr/m? 1o 100 mr/m? u ot
180 mr/m? 10 150 mMr/m? B pesxuMe KOMOMHUPOBAHHON TEPauM MOKET OBITh PEKOMEHI0BAHO Yy

NAIMEHTOB B Bo3pacTte 65 JIeT U cTapiiie, IpU NPEIIIECTBYIOIEH AKCTEHCUBHOM JIy4eBOM Tepanuy,
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IpHU TIOKa3aTene OOIIET0 COCTOSHHS MAalMeHTa, PaBHOTO 2, NP TOBBIIEHHON KOHIIEHTpPAaIUU
OunpyOnHa B KPOBH, TIPU COMYTCTBYIOIIEM paKe ey IKa.

® B KOMOMHAIIMH C KATIEUTA0OHHOM y MalMEeHTOB B BO3pAcCTe

IIpu npumenenun npenapara Mpuren
65 mer W crapiue, cielyeT CHH3UTh 103y KameruTabusa 1o 800 mr/m> 2 pasa B CyTKH B
COOTBETCTBUHM C MHCTPYKIMEH MO MPUMEHEHUIO KareuutadbuHa. Taxke cienyer oOpaTuThes K
PEKOMEHAALUSAM 10 IPUMEHEHHUIO KarneuuTabuHa B KOMOMHUPOBAaHHON TEpanuy B CHEIHATIBHOMN
JaUTEparype.

Beenenne mnpenapara Wputen® He ciedyer HpOBOAMTHL 10 TeX MHOp, MOKA KOIMYECTBO
HeUTpomIOB B nepudepruueckoit KpoBu He IPeBBICUT 1500 KIETOK/MKII KpOBH, U TIOKa HE OyayT
MOJTHOCTBIO KYITMPOBAHbI TAKHE OCIOKHEHUS, KaK TOIIHOTA, PBOTA M 0COOEHHO auapes. Beenenue
npemnapara 10 pa3peneHus Bcex moOOUHBIX SBJICHUN MOKHO OTJIOKUTH Ha 1-2 Henenu. B cinyyae,
ecyii Ha (poHe JIeyeHHs pa3BUBACTCS BBIPAXKEHHOE YTHETEHHE KOCTHO-MO3TOBOI'O KPOBETBOPEHUS
(komuectBO HeWTpodumoB Menee S00/MKII KPOBH W/MIIM KOJHMYECTBO JICHKOIIMTOB MEHEE
1000/mx1 KpoBH, W/min koinuyecTBo TpomboruToB MeHee 100000/Mki1 kpoBH) miu hedpuinbHas
HelTpornenus (konmuectBo HelTpoduinos 1000/MKI KpOBH U MEHEE B COYETAaHUH C TOBBIIICHUEM
temriepatypbl Tena 6omee 38 °C), win UHPEKIIMOHHBIE OCIOKHEHHUS, WIH TSDKeTask Auapes, Uiu
Jpyras. Heremarojorudeckass TOKCUYHOCTh 3—4 cTemeHu, MOCIenylolue 03bl Mpernapara

® 1 Ipu HeO6XOAUMOCTH (QTOPypaLKIa CleAyeT CHU3UTH Ha 15-20 %.

Hpuren
I[Ipu  mosiBIeHMHM  OOBEKTHBHBIX  IPH3HAKOB  INPOIPECCHPOBAHUS  3JI0KAYECTBEHHOTO
HOBOOOPA30BaHUS WM DPA3BUTHUUM HEKOHTPOJIMPYEMOM TOKCHYHOCTH TEPalMIO IpernapaTrom
Uputen® ciemyer NpekpaTuTh.

ITarmeHThI ¢ HapyImEeHUEM d)VHKUI/II/I IICYCHU

[Tpu xoHUEHTpaIK OMIHPYOHHA B CHIBOPOTKE KPOBH, IIPEBBIIIAIOIIEH BEPXHIOIO IPAHUILY HOPMBI
He Oosiee ueM B 1,5 pa3a, B CBSI3M C TIOBBIIICHHBIM PUCKOM Pa3BUTHS BHIPAKECHHOW HEHUTPOIICHUN
cleqyeT TUIAaTeNbHO KOHTPOJMPOBATh IIOKa3aTeld KpOBU Yy mamueHta. [lpu moBbleHun
KOHILIGHTpaluy OunupyOouna Gonee ueM B 3 pasa, Neuenue npenapatom Hputen® cnemyer

IPEKPaTUTh.

ITanmeHTHl ¢ HapyIIeHHEM d)VHKHI/II/I IMOYCK

Jannbie o 6e3omacHOCTH U 3P (HEKTUBHOCTH OTCYTCTBYIOT. [Ipemapat Heo0X01UMO IPUMEHSITH C
OCTOPOXKHOCTHIO. [Ipenapar He peKkOMeHIyeTcs MayeHTam, MOJIyYaroIuM TeMOIUAIHN3.

IlanueuTsl ITOXKWJIOT0 BO3pacTa

Kakue-mn60 0coOeHHOCTH MPUMEHEHUs HUPUHOTEKaHa y MOXKMIIBIX JIIoJeH OTCYTCTBYIOT. 103y
npernapara B KaKJOM KOHKPETHOM cilyyae CleyeT Moa0upaTh ¢ OCTOPOKHOCThIO. Heo0xoamumo
TIIATEIBHO KOHTPOJUPOBATH COCTOSIHME MALMEHTOB B BO3pacTe 65 JeT U cTapiie B CBS3U C

MIOBBIILICHHBIM PUCKOM Pa3BUTHS PAHHEW IMApEU y TaHHOU I'PYIIIbI IALIMEHTOB.
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[larueHThl CO CHIKEHHOMN akTUBHOCTERIO Y 1D -rmokyponosuwiarpancdepassl 1A1 (YITIAL)

[ManmenTs! ¢ Bapuantamu YI' TIA1 *28 unu *6 (0cOOEHHO TOMO3UTOTHBIC) UMEIOT MTOBBIIICHHBII
PHUCK BO3HUKHOBEHUSI TOOOYHBIX 3PPEKTOB, TAKMX KaK HEUTPOTICHHS U Arapesi. ¥ TOMO3UTOTHBIX
MAIMEHTOB CJIEIYeT PAaCCMOTPETh BOZMOXKHOCTh CHIDKCHHSI HA4albHOH 1036l HPUHOTEKAHA (CM.
pasnen «Ocobbie ykazanus»). Kpome Toro, *28 u *6 roM0O3UroTHBIC ¥ TETEPO3UTOTHBIC TTAITUEHTHI
JOJKHBI HAXOAWTHCS MO TIIATEILHBIM HAOIIOJCHHEM Ha MpEeAMeT HAIWYWs HEHTPONEHUH U
muaped. st JaHHOW MOMyJISIUY MAllUeHTOB HET YETKUX PEKOMEHIAIUI 110 KOPPEKIMH 036l U
YMEHBIICHWE JO3bl TMpemapara CleQyeT TPOBOJUTh Ha OCHOBAaHWU WHAWBUIYaTbHOU
NIEPEHOCUMOCTH JICUCHHUSI.

HMHCcTpYKIIMS 10 OPUTOTOBICHUIO PACTBODA Uil HHDY3UN

[Ipenapar mpenHa3Ha4eH TOJBKO A OAHOKPATHOTO NMPUMEHEHHs Y OJHOro MmanueHta. Bce
OCTaTKH Ipenapara moJyiexar yTHIU3aIHH.

PactBop npenapara Uputen® 10/5KeH FOTOBUTBCS B aCENTUYECKUX YCIOBUSIX.

DakoH cleayeT OCMOTPETh Ha MPeIMET MOBPEXKICHUH U BUIUMBIX IPU3HAKOB yTeuek. B ciyuae
OOHapy’KeHUsI TOBPEXKICHUS HEBCKPBITYIO YIAaKOBKY CIKUTAIOT.

[TpoBepnTe comepxumoe (prakoHa Ha HATMYME MEXaHUUYECKUX BKIIIOUEHUHN U IIOBTOPUTE OCMOTP,
KOrjJla JICKapCTBEHHBIM Tpemapar otOupaercs u3 (uakona B mmmpwui. [lpu oOHapyxeHUn
MEXaHMYECKHUX BKJIIOUECHUHN HE UCIIOJIb3YyHTE COAEPKUMOE.

Heo6xoanMoe komu4ecTBo npemnapara cienyer pazoasuthb B 250 mi 5 % pacTBopa JeKCTPO3bI UM
0,9 % pactBopa HaTpus XJOpuJa M IepeMeniaTb MOJYYEHHBIH PAcTBOpP IYTEM BpaILLEHUs
dnakoHa.

B pactBop ans undysuii qpyrue npenapatsl 100aBIATH He clieyeT. JlekapcTBEHHBIE MpenapaThl
JUTSL TIAPSHTEPAIIBHOTO BBEACHHS CIEAYET BH3yallbHO IMPOBEPATh HA HAIMYME MEXaHUYECKUX
BKJIIOUEHUH U U3MEHEHHUE I[BETa Nepe]] BBEIEHUEM BCAKHI pa3, KOorja 3TO MO3BOJIAIOT PacTBOp U
¢brakoH.

3anpemiaeTcs 3aMOpakMBaTh cMecH mpenapara MputeH®, KOHIEHTpAaT s IPUTOTOBJICHUS
pacTBopa A HH(Y3Ui, MOCKOJIBKY 3TO MOXET MPUBECTH K OCAKACHHUIO Mperapara.

Mephbl IPeA0CTOPOKHOCTH IIPU 0OPAIICHUH ¢ JIeKAapPCTBEHHBIM IPEenapaToM

Jlanee nepednciieHbl pEeKOMEHIAlUHU 110 3alUTHBIM MepaM, CBSI3aHHbIE C TOKCUUECKOH MPUPOI0ii
3TOrO BELIECTBA.

«  Ilepconan gomKeH NPOUTH 00yUYEeHHE MPABUIIBHBIM METOIaM OOpAIICHHUS C IPEapaToM.

»  bepemennsie coTpyIHUIIBI HE AOKHBI pabOTaTh C TaHHBIM MIPENapaTOM.

«  Ilepconan, paboTaromuii ¢ mpemapatom Mputen®, KOHIIEHTpAT JUTs IPUTOTOBJIEHUS PACTBOPA
st MHQY3UH, OIDKEH HOCHTH 3allUTHYIO OJCKAY: 3allUTHBIE OYKH, paboumii XamaT u

OIHOPA30BBIC NICPUYATKHU, U MACKY.
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« Cremyer OTBECTHM OIPENEIECHHYIO TEPPUTOPHUIO JJsl  BBINOJHEHHUS  PacTBOPEHUS
(MpenmoYTHTEIHHO O] CHCTEMOM JIOKATU3AIMH C TJAaMUHAPHBIM IIOTOKOM). Pabouast moBepXHOCTh
JIOJKHA OBITH 3alIMIIEHa 0THOPA30BOM (PHIBTPOBAIEHONW OyMaroif ¢ miacTMaccoBOM OCHOBOIA.

« Bce marepuanbl, UCHOJIB30BaHHbBIE U1 BBEICHUS M OYUCTKU (B TOM 4YHCIE IEPUYATKH),
ClIeZlyeT BbIOpachIBaTh B MAKETHI 7151 cOOpa OTXOJJ0B BEICOKOM CTENEHU PUCKA JUIsl CKUTaHUS ITPU
BBICOKMX TEMIIEpaTypax.

« Mecro mponuBa WJIM yTEUKH MpenapaTta cieayer oOpaboTaTh pa3z0aBIe€HHBIM PAacTBOPOM
TUIIOXJIOpHUTA HAaTpus (HocTynHoro 1 % Xxiopa), npeArnoyTUTENbHO 3aMaulBaHNEM, a 3aTEM BOJIOI.
« Bce marepuansl ans yOOpkH cieqyeT yTUIM3HPOBATh B COOTBETCTBUU C IPUBEACHHBIMU
paHee HHCTPYKIUSAMHU.

»  Ilpu cmyyaliHOM MOINIAJaHUH IIpeTapara B I1a3a WIK Ha KOXKY, IIOPaKEHHBIN y4acTOK CIEAyeT
HeMeUIeHHO 00paboTats. [Ipy nonaganuy B rinasa cieyeT IPOMBITh MX OOMIbHBIM KOJIMYECTBOM
BOJIbI, TTPH KOHTAKTE C KOXKEH MOpaXEHHBIN Y4aCTOK MOKHO 00paboTaTh BOJIOH, BOJIOHN C MBIJIOM,
WIN PacTBOPOM OMKapOOHaTa HATPHs; 3aTEM CIIeAyeT 0OpaTUTHCS 32 METUIIMHCKOM TOMOIIBIO.
Bech ocraBmmiics nekapCcTBEHHBIN MpenapaT U OTXObI CIEAyeT YHUYTOXKHUTD B YCTAHOBICHHOM
HOPSIZIKE.

Pactsop npenapara Mputen® omkeH ObITh HCTIONB30BaH CPasy e MOCIIE Pa3BeICHHS.

Ecnu pasBeneHue BBIMOIHEHO C COOJIOACHWEM TMPABWII ACENTUKH (HAmpuMep, B yCTAaHOBKE

® MOJKET OBITH MCIIOIL30BAaH B

JAMUHAPHOTO BO3YIIHOIO MOTOKA), pacTBop npenapara Uputen
TeyeHue 12 yacoB (BKJIOYast Bpemsi HHY3UHN) B ClIydae XpaHEHUs PU KOMHATHOU TeMIeparype
U B TeyeHHe 24 4YacoB IMociie BCKPBHITHS (IakoHA C KOHIIGHTPAaTOM IMpH XpaHEHUH Mpu

temneparype 2—-8 °C.

ITodouyHOE nelcTBHE

B Tabnuue npencraBieHsl HeXxenaTeabHbIE PEAKIIMU 10 CUCTEMHO-OPraHHbIM KJIaccaM U 4acTOoTe.
BHyTpy KaXIOH 4YacTOTHOM TIpPYIIIBI HEXEJATEIbHBIE PEAKLUU pPaCIOaraloTcs B IOPSAIKE
yObIBaHUS BBIpAKEHHOCTH. YacToTa pa3BUTHs OINpeneseTcs: Kak: oueHb dacto (>1/10), gacto
(>1/100, HO <1/10), HEwacto (>1/1 000, Ho <1/100), peaxo (>1/10 000, Ho <1/1 000), oueHb penko

(<1/10 000), yacToTa HEM3BECTHA (HAa OCHOBAaHUHU UMEIOIINUXCS JaHHBIX OIIEHUTH HEBO3MOIKHO).

Ta@zuua Heofceﬂameﬂbnblxpeakuuﬁ npu npumeHeHuu UpuHomeKana 6 xavecmee Monomepanuu

CucremHo- Ouennb Yacto Heuacto Peaxo Ouennb YacrtoTa
OpPraHHBIH KJacc 94acTo peaKko HEN3BECTHA
Nudexnun n MHpEKIH CeTICHC
HWHBA3HH
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CucremMHoO- Ouenn Yacto Heuacto Penxo Ouenb Yacrtora
OPraHHBIH KJIACC  [4aCTO penxo HEN3BECTHA
Jlo6pokauecTBeH- CHHIPOM
HBIE, 3JI0KAYECT- n3uca
BEHHBIC U OITyXO0JIA
HEYTOYHCHHBIC
HOBOOOpPa30BaHUs
(BKITIO9AsT KUCTHI U
TIOJIATIBI)
Hapywenus co HEWTpore-
CTOPOHBI KPOBH H HUS,
UM (paTHIeCKON JICUKOTICHUSI-
CHUCTEMBI aHeMHs,
TpOMOOTIH-
TOTICHUS
Hapymenust co aHadax-
CTOPOHBI UMMYHHOI TUYECKUIN
CHUCTEMBI IIOK,
aHaaK-
TOHTHBIC
peaxkmn
Hapywenus TUIOKaJIne-
MeTabonm3Ma u MU,
MTUTAHUSA THUIIOMarHue-
MU,
THUITIOHATPH-
eMus,
CHIDKCHHE
Macchl Tena,
neruapara-
1y,
THITOBOJICMHUSI
Hapymenus co OCTpBIi HEIPOU3-
CTOPOHBI HEPBHOW  [XOJIMHEPTH- BOJIbHBIC
CHCTEMBI YeCKHH MBIIIICYHBIE
CHHIPOM ToIepruBa-
HUS TN
CyIIopory,
mapecTe3ud,
HapyIICHHE
MOXO/JTKH,
CITYTaHHOCTDb
CO3HaHus,
rOJIOBHAS
00JIb,
MIPEXOISIINE
HApYIICHUS
pedn
Hapymenus co THUITIOTOHIS, CepaedHo-
CTOPOHBI Cepra HEI0CTaTOY- COCYANCTHIE
HOCTb paccTpoiicTBa,
KpOBOOOpa- 607b B
LLECHUS o0xactu
rpynHOH
KJICTKH,
00OMOpoUHBIE
COCTOSIHUS
Hapymenust co CTCHOKapIHs,
CTOPOHBI COCYJIOB Tpom003
apTepuii,
WHCYJIBT,
HapYIICHHUS
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CucremHo-
OpraHHBIH KJace

Ouennb
4acTo

Yacrto

HeuacTto

Penko

OueHn
penko

Yacrora
HEeHN3BEeCTHA

MO3rOBOTO
KpOBOOOpa-
[CHUS,
TpomboduTe-
6uT riryOoKnX
BEH HIDKHHUX
KOHEYHOCTEH,
TPOMOOIM-
Oomms
COCYJI0B
HUDKHUX
KOHEYHOCTEH,
OCTaHOBKa
cepaua,
uHpapkT
MHOKapa,
HIIIEMHUST
cepleyHon
MBIIIIIIB,
HapyIICHUEe
KpoBOOOpa-
[ICHUS B
nepudepu-
YECKHX
cocynax,
TPOMOOIM-
6omus
JIETOYHOM
aprepuu,
BHE3aITHAs
CMEpTh,
TpomboduTe-
owur,
COCYJJUCTBIE
HApYIICHUS

Hapymenus co
CTOPOHBI
BIXaTeIbHOM
CUCTEMBI, OPTaHOB
IpyIHON KJIETKU U
CpemoCTeHUS

OJIBIIIIKA,
JIETOYHbIC
HHPUIBTPA-
ThI, PUHUT

Kenynouno-
KHIICYHBIE
HapyIICHH

TOLIHOTA,
pBOTAa,
nuapest, 001
B )KMBOTE

3aropbl

[CeBIOMEM-
OpaHO3HBIH
KOJIUT,
KHIICYHAS
HEIPOXO/IH1-
MOCTb,
KpPOBOTECUC-
HUS U3
JKEITy TOYHO-
KHUIIICYHOTI'O
TpaKTa,
nepdoparust
KHIICYHUKA

AQHOPEKCHS,
MYKO3HTHI,
KaHIHI03
JKeITy I0YHO-
KHIIEYHOTO
TpaKTa, HKOTa

Hapywenus co
CTOPOHBI IIEYECHU U
KETICBBIBOISIITNX
nyTen

TTOBBIIICHUEC
AKTUBHOCTHU
aMuJIa3bl 1
JINTIA3bI
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CucremMHoO- Ouenn Yacto Heuacto Penxo Ouenb Yacrtora
OPraHHBIH KJIACC  [4aCTO peaxo HEeM3BeCTHA
Hapymenust co anonenus KOXKHAs
CTOPOHBI KOXKHU U CBIIIb,
ITOJTKO’KHBIX TKaHEH KO>KHBIC
TPOSIBICHUS
Hapymenust co HapyIICHHE UH(EKIIU
CTOPOHBI TIOYCK U GbyHKIIH MOUYETIOIOBOM
MOYEBBIBOISIITIX TIOYeK, CUCTEMBI
yTen pa3BUTHE
oCTpoi
MOYEYHOU
HEI0CTaTOY-
HOCTH
OOmue HapyIIeHHsT  |JTIXOpajIKa 007D,
U PEaKI[U B MECTE MECTHbIE
BBEJICHHS peaKImu
JlabopaTopHsic u TPaH3UTOP-
HHCTPYMCHTAJIbHBIC HOE TMOBBIIIE-
JTAaHHBIC HUE
AKTUBHOCTH
TpaHCaMHHA3
, IEITOYHOM
dhocdarassr
raMMariryTa
MHIJITPaHC-
(hepa3ssl,
KOHIICHTpA-
V205
OounmpyOunna,
KpeaTHHUHA
W a30Ta
MOYCBHHEI B
CBIBOPOTKE
KpPOBHU

Ta@zuua Heofce/lameslbHblX peam;uﬁ, BO3HUKAWUx npu npuMerHenuu upuHomeKkaHa 6 cocmaee

KOMOUHUPOBAHHOU mepanuu

CucremHo- Ouenb Yacro Heuacro Penxo Ouenb Yacrora
OpraHHbIi 4acTo peakxo HeH3BeCTHA
KJIacc

Wndexnum u UHpEKIIH

WHBA3HUU

Hapymienus co HelTporie-  |peOpribpHAsS

CTOPOHBI KPOBH | HHS, HeHTpome-

u aHeMus, HUSA

JuMGpaTHIECKON | TpOoMOOIH-

CUCTEMBI TOTICHHS

Hapymenus co peakuu
CTOPOHBI TUIEPYyBCTBHU-
UMMYHHOU TEJIbHOCTHU
CUCTEMBI

Hapymenus co OCTpBIN

CTOPOHBI XOJIMHEPT H-

HEPBHOU YeCKUn

CUCTEMBI CUHJIPOM
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CucremHo- Ouenb Yacro Heuacto Peaxo Ouenb YacrtoTta

OpraHHbIi 4acTo peakxo HeH3BeCTHA

KJIacc

Hapymenus co uemus/

CTOPOHBI cepAara nHpapKT
MHOKap/a

Hapymenuns co TpomM603/

CTOPOHBI TpoMO03MO0-

COCY/IOB st

Kenynouno- TOIIHOTA,

KHIIIEYHEIC pBOTA,

HapyIICHHS uapes

OO6mme TUXOpajKa

HapyIICHUS U

peakiuu B MeCTe

BBEJICHUS

Taéﬂuua Heofceﬂameﬂbnblxpeakuuﬁ, BbISI6/IEHHbLX 6 nocmpezucmpauuouﬂbzﬁ I’lépMO()

CucremHo- Ouennb Yacro Heuacto Penxo Ouennb Yacrora
opraHHbIii 4acTo peaxo HeH3BeCTHA
KJ1ace
WNndexnum u OakTepHabHbIE,
WHBa3UH TPUOKOBBIC U
BUPYCHBIC
UH(EKIUN
Ilepeno3upoBka
CuMITOMBI

VYV denmoBeka mpu OJHOKpaTHOM mpueme 103 1o 750 MI/M? HEKeNaTeabHbIe SBICHUS OBLIH
AQHAJIOTMYHBI TAaKOBBIM, 3apPETMCTPUPOBAHHBIM NPU PEKOMEHIYEMBIX PEXKHUMAaX JIO3UPOBAHMS.
Coobmanoch 0 mepero3supoBKE B cCIydasx MPUMEHEHHs /103, NPUOIU3UTENFHO B JBa pasa
HMPEBBIIAIOIINX PEKOMEHAYEMYIO TEPAIEBTUYECKYIO J03Y, YTO MOXKET IMPUBECTU K JIETAILHOMY
ucxony. Hanbonee 3HAUMMBIME HEXETATEIbHBIMH SBJICHUSMU OBUIM TsDKEash HEHTPOIICHHS U
TsDKeJIast Auapest.

Jleuenue

AHTI/II[OT HpI/I nepezlompom(e I/IpI/IHOTeKaHa mz[poxnopm[a TpI/II‘I/I,Z[paTa HCHU3BCCTCH.
Pexomenayercs mopaepka QyHKIIMN ObIXaTEILHON M CepJeYHO-cOCyInucTon cucteM. Crnemyer
MIPOBOJIUTh MAaKCUMAJIbHOE TOICPIKUBAIOIICE JICUCHHUE JJI TIPEIOTBPAIICHUS 00C3BOKUBAHUSI B

CBSI3U C TMapeeii U AJis JIeYeHus JII0ObIX NH(EKIIMOHHBIX OCI0KHEHUH.

B3aumopneiicTBHe ¢ APYTrUMH J1eKAPCTBEHHBIMH CPeACTBAMH
Tak kak MpUHOTEKaH 00JIaAaeT aHTUXOJIMHACTEPA3HOM AKTUBHOCTHIO, BOSMOXKHO YBEIMYEHUE

MPpOAOJIKUTCIILHOCTHU HGI\/'IpOMI:II_He‘IHOI‘;I 6)101<a;[51 npu COBMCCTHOM IPUMCHCHHU C COJIIMH
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CYKCaMETOHUS M aHTarOHUCTUYECKOE B3aMMOJICHCTBHE B OTHOLICHUH HEHPOMBIILIEYHON OJIOKaIbI
P COYETAaHUU C HEJETOMSPU3YIOIIUMU MUOPEITAKCAHTAMH.

[Ipn coBMecTHOM MPUMEHEHHH WPUHOTEKAHA C MHEIOCYIIPECCUBHBIMU JIEKAPCTBEHHBIMU
CpeIcTBaMU M JIyUYeBOM Tepanuel ycyryOsseTcss TOKCHYECKOE JEHCTBHE Ha KOCTHBIA MO3T
(JIeriKoTIeHUSs, TPOMOOIIMTOIICHHMS ).

[Ipn coBMEeCTHOM NTPHUMEHEHHWHM HPUHOTEKAaHA C TIIFOKOKOPTUKOCTEPOUJIHBIMU TIperapaTaMmu
(HampuMep, € JEKCaMETa30HOM) IOBBIIIAECTCS PUCK Pa3BUTHUS TUIEPIIIMKEMHUH (OCOOCHHO Y
MAl[MEHTOB C CaxapHbIM [HMAa0ETOM WJIM CO CHU)XEHHOM TOJEPAaHTHOCTHIO K TIIIIOKO3€) U
TUM(OIIUTOTICHHUH.

[Ipy CcOBMECTHOM TpPUMEHEHWH HPUHOTEKAHA C JAUYPETHKAMH MOXKET YCyTyOIsAThCs
NETUpaTans, BO3HHUKAIONIAs BCIEACTBHE auaped U pBOTh.. COBMECTHOE MPUMEHEHHE
CIIa0UTENbHBIX MpenapartoB Ha (OHE Tepanmuu UPUHOTEKAHOM MOXKET YCYTyOJsTh YacTOTy HIIU
TSKECTh TUAPEH.

CoBMeCTHBIN MpUEM HWPUHOTEKAHA M MPOXJIOPIEpPa3HHA TOBBIIIAET BEPOSTHOCTH IMPOSIBICHUS
MPU3HAKOB aKaTU3UU.

[Tpu coBMECTHOM MPUMEHEHUU UPUHOTEKAHA C IpenapaTaMu pacTUTEILHOTO MPOUCXOKICHUS Ha
OCHOBE 3Bep000s TpoAbIpsIBICHHOTO (Hypericum perforatum), a Takke ¢ IPOTUBOCYAOPOKHBIMU
npenapatamMu — HHIykTopamu u3zodepmenta CYP3A (kapbamazenun, ¢enoOapOutan wu
(eHUTOMH) — KOHLEHTpalus B IUIa3Me akTUBHOTro MeTtabonmuta SN-38 cHmkaercs. Cruemyer
OLICHUTHh BO3MOXXHOCTh TIpH€Ma MPOTHUBOCYIOPOXKHBIX MIPENapaToB, HE HWHAYLUPYIOLUINX
n30(epMEHTHI, WIH TEepexoJ Ha HUX KaK MUHUMYM 3a OJIHY HEAENI0 /10 Haydaja Teparuu
UPUHOTEKAHOM Y TAIMEHTOB, HYXIAOIIUXCS B JICYCHUH IMPOTHBOCYIOPOKHBIMU TIperapaTaMu.
3Bepo0O0ii MPOIBIPSBICHHBI HE CIEAyeT MPUHUMATh OJHOBPEMEHHO C HPHUHOTEKAHOM, €ro
clelyeT OTMEHUTh KaK MUHHUMYM 3a OJIHY HEJIENIO 10 Hayaia Tepanui HPUHOTEKAHOM.
HNpunotexkan n akTuBHBIA MeTabonuT SN-38 MeTaboIM3upyIOTCS MOCPEACTBOM H30(epMeHTa
CYP3A4 u YI'TIA1l. OnHOoBpeMEeHHOE MPUMEHEHHE HPUHOTEKaHa U HHTMOUTOPOB N30(epMeHTa
CYP3A4 wmumu VYITIAl MoXeT NPUBOAUTH K TOBBIIICHHIO CHCTEMHON OSKCIIO3HUIIUU
MPUHOTEKaHAa M aKTHUBHOTO Metabomuta SN-38. DTO ciieqyeT MpUHUMATh BO BHUMaHWE TPU
NPUMEHEHUN UPUHOTEKaHa C TAKUMHU NpenapaTaMu.

[Ipu coBMECTHOM MPUMEHEHUM WPHUHOTEKAaHA C aTa3aHABUPOM, MHTHOUTOPOM H30(epMEHTOB
CYP3A4 u YI'T1Al, a Takxke ¢ KETOKOHA30JI0M MOKET BbI3BaTh MOBBIILIEHNE KOHLIEHTPALIUU B
r1a3Me KpOBU aKTUBHOTO MeTabonnuTa SN-38. 3T0 He0OXOAMMO YUUTHIBATh ITPU OJHOBPEMEHHOM
npueMe yKa3zaHHBIX mpenapaToB. CienyeT MpeKpaTUTh MpHEeM KETOKOHA30ja Kak MUHUMYM 3a
OIHy HENEeNI0 J0 Havajla Tepamud W HE TNPUHUMATh KETOKOHA30J B TEUCHUE Teparuu

HPUHOTCKAHOM.
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HpunHoTekaH He cleAyeT CMEIUBaTh C IPYTUMH MpenaparaMu B 0OJTHOM (JiakoHe.

BBenenue >kuBOM WM OcnaOJIeHHOW BAaKIUHBI IMAlMEHTAM, MPOXOJAIIUM KypC JICUeHUs
IPOTHBOOITYXOJIEBBIMU CPEICTBAMH, BKIIOYasi UPUHOTEKAH, MOXKET NMPHUBECTU K CEPHE3HBIM HIIH
daranpabiM nHpeknusIM. Heobxoaumo m3beraTs BaKIMHAIIMK JKWBOW BAaKIIMHOW y TAIUEHTOB,
MOJTyYalolUX MPUHOTEKaH. YOHUTas WM WHAKTUBUPOBAHHAsS BaKIMHA MOXET OBITh BBEACHA,
OJTHAKO OTBET Ha TAaKyIO BaKIIMHY MOXKET ObITh Oca0JIeH.

[Ipu onHOBpEeMEHHOM NpPUMEHEHMHM HpUHOTEKaHa W OeBanmu3ymaba He OBLIO OTMEYEHO
3HAYUTEIILHOTO BIUSHUS OeBann3ymada Ha (papMaKOKMHETHKY MPUHOTEKAaHA W €ro MeTadoJuTa
SN-38. Tem He MeHee, 3TO HE HCKIIIOYACT MOBBIIICHNE B3aUMHOM TOKCHIHOCTH.
Bzaumooeiicmsus, xapakmepHule 015 8cex npomMuGoOONyxoiegvix npenapamos

VY DamMeHToB C OMYXOJEBBIMH 3a00JIEBaHUSMH TPUMEHEHUE AHTHUKOAryJISIHTOB SIBIISICTCS
OOBIYHOM MPAKTUKOW B CBSI3M C MOBBIIIEHHBIM PUCKOM Pa3BUTH TPOMOOTHYECKUX sBJICHUU. B
clly4ae, €cClM MOKa3aHO INpPUMEHEHHE aHTaroHucToB BUTamuHa K, ciegyer Oonee wacto
KOHTpOJIMpoBaTh 3HaueHus: MexayHapogHoro HopmamuszoBanHoro OthHomenus (MHO). Oto
CBSI3aHO C TEM, YTO JaHHas TPYIIa IpenapaToB 00Ja1aeT y3KUM TepareBTUIeCKUM HHIEKCOM, a
Takkeé B CBSI3M C BBICOKON BHYTPUUHAWBHUIYaNbHOM BapuabENbHOCTHIO CIIOCOOHOCTH K
TpOMOOOOpPa30BaHNI0O KPOBH U BO3MOKHOCTBIO B3aUMOJICHCTBUSL MEXIY NEpOPaTbHBIMU
AHTUKOATyJITHTaMH U TpenaparaMu IPpOTUBOOITYXO0JIEBON Tepanuu.

Oonoepemennoe npumeHerue NPOMUBONOKA3AHO:

—  BaKIMHA KEJITON JTUXOPAJIKH: PUCK Pa3BUTHUS CHCTEMHON peaKkIMy Ha BaKIIMHbI, B TOM YHCIIE
C JICTaJIBLHBIM HCXOOM.

Oonoepemennoe npumeHenue He peKOMeHOYemcs:

— KHBBIE OcjabJeHHbIe BaKIHMHBI (KpOME BAaKLMHBI XKEJNTON JIMXOPAAKH): PUCK Pa3BUTHUS
CHUCTEMHBIX 3a00JIeBaHU, BO3MOXKHO C JIETaJbHBIM HMCXOAOM (Hampumep, WHOEKITU).
Takoif puCK MOBBIIIACTCS Y MALMEHTOB, HNMMYHUTET KOTOPBIX YXe OclabjIeH OCHOBHBIM
3a0oyieBaHreM. Y TakKuX MAalMEHTOB CJIEAyeT MPUMEHSTh WHAKTHBUPOBAHHBIC BAKIIUHBI
(Hanpumep, IPOTUB NOJUOMUEIIUTA);

— (eHUTOUH: PUCK OOOCTPEHHS CYyIOpOT B CBS3H CO CHIDKCHHEM abcopOuuu (eHHTOMHA B
KEIyJOYHO-KUIIEUHOM  TpakTe Ha  (oHE  OJHOBPEMEHHOIO  TNPUMEHEHUs ¢
MIPOTUBOOITYXOJIEBBIMU MpPENapaTaMy UM MOBBIIIEHHBIN PUCK YBEIHMUEHUS TOKCUYHOCTH Ha
¢done Gosiee aKTUBHOTO METAa00IM3Ma B TICUCHH, MHAYIIMPOBAHHOTO (DEHUTOMHOM.

Cnedyem npumensims ¢ 0OCMOPOHCHOCIBIO.!

— IUKJIOCIOPUH,  TaKpOJIUMYC: 3HaYUTeNlbHAas  HMMYHOCYIIpECCHS  C  PHCKOM

muMdonponupepannu.

Her undopmaruu, 94To HpHHOTEKAH MOABEP)KEH BIUSHUIO IIETyKCUMada Il Ha00O0pOT.
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Oco0ble ykazanus

Jleuenne  mnpemapatom  Mputen®  [OMKHO — IPOBOAMTBCSA B CIEHMATH3HPOBAHHBIX
XUMHOTEPANEeBTUUECKUX OTACNEHUSAX I0J HaOJI0JIEHHEM Bpaya, MMEIOIIEro OMbIT padoThl ¢
IIPOTUBOOITYXOJIEBBIMU IIPEeNapaTaMH.

Y HanueHToB, Tomydaromux mnpernapar Wputen®, HeoOXOIUMO eXeHeedbHO OlIEHHBATh
pa3BepHYTHIl KIMHUYECKUH aHalu3 KpOBHM U CIeAuTh 3a ¢yHKuueil mnedenu. J[luapes,
BO3HHUKAIOIIAsl KaK CIEACTBUE LIMTOTOKCHYECKOIo JEHCTBUS MpenapaTa (OTCpOYEHHas auapes),
0OBIYHO OTMEYaeTCss He paHee yeM depe3 24 uaca mocie BBeleHHs npenapaTta Mputen® (y
OOJIBIIMHCTBA MAIIMEHTOB B cpeiHeM uepe3 5 aueit). [Ipu nosBieHun nepBoro 3MM30/1a KUKOTOo
CTyJ1a HE0OXOAUMO Ha3HaYCHHE OOMIIBHOTO MUTHS, COAEPIKAIIETO AIEKTPOIUTHI, U HEMEJIEHHOE
IIPOBEICHUE NMPOTUBOANAPEUHON TEPANMH, BKIOYAIOLIEH IPUEM JIONEPAMHUAA B BBICOKHX J03aX
(4 Mr B TIepBBIN TIPUEM U 3aT€M MO 2 MT KaXKIble 2 4aca). DTy TEepaIuio MpO0JDKAIOT €Ille He
MEHee 4eM B TeueHHe 12 yacoB MOcie MOCIEeIHEro 3MU30/a KHUJIKOTO CTyla, HO He Oojee deM
48 yacoB u3-3a BO3MOXHOCTM pa3BUTHsS TIape3a TOHKOrO KHIIEYHMKA. Eciau 1nuapesd
paciueHuBaeTcsl Kak Tspkenas (O6ojee 6 SMHM300B KHUAKOTO CTyJda B TEYEHHE CYTOK WIIH
BbIpaXCHHBIE TEHE3MBbI), a TAKXKE €CJIM OHA CONPOBOXKIAETCSI PBOTOM WM JIMXOPAIKOM, MallUeHT
JOJDKEH OBITh  CPOYHO TOCIUTAIM3UPOBAH IS  TPOBENEHHUS KOMIUIEKCHOTO JICUEHUS,
BKJTIOYAIOIIETO BBEJICHUE AHTUOMOTHKOB LIMPOKOTO CHEKTpa jeicTBus. Ilpu ymepeHHON wim
c1a0OBBIPAXKEHHON auapee (MeHee 6 SMU30/0B KHUAKOTO CTyJia B TEUEHHUE CYTOK U yMEpPEHHbIE
TEHEe3Mbl), KOTOpasi He KyIUpyeTcsl B TeueHue MepBbiX 48 yacoB, HEOOXOIUMO HayaTh MPHEM
QHTUOMOTUKOB HIMPOKOTO CIIEKTpa ACUCTBUS BHYTPb, MpPHU ITOM MAIMEHTA PEKOMEHIYETCS
rocrnuTanu3upoBatb. IIpy OJHOBpEMEHHOM BO3HMKHOBEHMHM JHAped M BBIPAKEHHOU
HEUTPONEHUH (KOJUYECTBO JIeHKOMTOB MeHee S00/MKJI KpOBH) B IOTIOJTHEHUE K aHTHUIUAPECHHON
Tepanuu ¢ Npo(UIAKTUUECKON 1IeNbI0 BHYTPh HAa3HAUYAIOTCS aHTUOMOTHUKH IIMPOKOTO CHEKTpa
neiictBusi. Jlonepamua He cieyeT Ha3HavyaTh NPO(UIAKTHYECKH, B TOM YHCIE MAIEHTaM, Y
KOTOPBIX JMapes 0TMEYanach BO BpeMs IpebIayIIuX BBeeHuil penapata Mputen®.

[TarmenTa HeoOX0QUMO 3apaHee MPeryNpeUuTh O BO3MOXHOCTU Pa3BUTHSI Y HETO OTCPOUYCHHOMN
nuapeu. IlanyeHTs! TOMKHBI cpa3y MHQOPMHUPOBATH CBOETO Bpada O BO3HUKHOBEHUU JUAPEH U
HEMEJIEHHO HayaTh COOTBETCTBYIOIIIEE JIEUECHUE.

IIpn HeangekBaTHOM JIEUEHUU [UAPEU MOXET Pa3BUTHCA COCTOSIHME, YIPOXKAIOIEe >KU3HU
MalnyeHTa, 0COOEHHO, €CII Juapes pa3Buiach Ha (hOHE HEHTPOIICHUH.

Y mnanuentoB ¢ GeOpuibHONM HeWTpomeHuel (temmeparypa Tena >38 °C M KOJUYECTBO

HeliTpopmnoB <1000 KIETOK/MKI) IOMKHO OBITh O€30TiaraTelbHO HAYaTO BBEICHUE

AQHTHUOMOTUKOB IIMPOKOTO CIEKTPa IEHCTBHS B YCIOBUAX CTAI[OHAPA.
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[Ipy pa3BUTUU OCTPOTO XOJUMHEPTrUYECKOrO0 CHUHAPOMA, NpPU3HAKAMHU pPa3BUTHA KOTOPOTO
SIBJISIIOTCS TIOSIBJICHWE PAaHHEW Juaper U COBOKYMHOCTH TaKUX CHUMIITOMOB, KaK MOTIMBOCTD,
cracTHuYecKkre OOJM B JKHMBOTE, CIE30TCUEHHE, MUO3 U TIOBBIIICHHOE CIIOHOOTIEICHUE, TPHU
OTCYTCTBHM MPOTUBOIOKA3aHUH MOKa3aHO Ha3zHadyeHue 0,25 Mr arponuHa MoAakokHO. Criemayer
co0roAaTh OCTOPOKHOCTh MPHU MPUMEHEHUH Mpernapara y MalueHTOB ¢ OPOHXHAIBbHOM acTMOM.
VY nanueHToB C yKa3aHUSIMHU Ha Pa3BUTHE OCTPOTO XOJMHEPIHUUECKOro CHHIpPOMA B aHAMHE3E, B
TOM 4Hcle U B TKeloi (opme, mepen HasHaueHMeM npenapata MputeH® pekoMeHI0BaHO
npoUIaKTHYECKOe BBEICHUE aTPONHHA.

Iepen KaapIM LUKIOM Tepanuu mpenapatom Hputen® pekoMmeHmyercss NpodHIaKTUYECKOE
Ha3HAa4YCHHE MPOTHBOPBOTHHIX MpenaparoB. X HEoOX0AMMO NMPUHUMATH B JIEHH MPOBEICHUS
Tepanuu Kak MUHUMYM 32 30 MUHYT /10 BBEICHHS] UPUHOTEKaHa. Takxe cieayeT pacCMOTPETh
BOIIPOC O HEOOXOIMMOCTH TpUeMa MPOTHUBOPBOTHBIX MpENapatoB B JalbHEWIIEM IO
notpebHocTH. [aneHToB, y KOTOpbIX Ha (hOHE OTCPOUYCHHOMN TMapeu pa3BUBAETCs PBOTA, CIIEAYET
HEME/JICHHO TOCHUTAIIM3UPOBATh 1JIsi COOTBETCTBYIOIIETO JICUCHHUS.

Tak kak nexapcTBeHHasl (popma mpemnapara B Ka4eCTBE BCIIOMOTATEILHOTO BEIIECTBA COJEPIKUT
J-copbuton, mnpemapar Mputen® Henb3s NPUMEHATh Yy MAIMEHTOB C HACIEACTBEHHOM
HETMEePEHOCUMOCTHIO (DPYKTO3HI.

Ha ¢one npumMeHeHNs MPUHOTEKaHA OTMEYAITH MOBBIIICHUE KOHIICHTPAIIUN KpEaTHHIHA B IIa3Me
KpOBHU, a TaKXe a30Ta MOYEBUHBI KPOBHU. TakKe OTMEYaIM PEAKUE CIIydau OCTPOM IOYEYHOU
HenocTaroyHOCTH.  JlaHHble 2((deKThl 00BIYHO MOXXKHO OOBSICHUTH HMHGEKITMOHHBIMU
OCJIO)KHEHUSMH, a TaK)Ke JeruapaTalieil, BBI3BaHHOM TOITHOTOM, pBOTOM miu auapeeit. Kpome
TOT0, OTMEYaJIH PAa3BUTHE HEAOCTATOYHOCTH (DYHKIIUU MOYEK MPU CHHAPOME JTU3UCA OMTYyXOJIH.
Hpyroit cnenuduueckuii nonumopdusm reHa YI'TIA1 (KoTopblii CHMKAaeT aKTUBHOCTH ITOTO
dbepmMeHTa) — 3TO MHUCCEHC MyTanus, u3BecTHas kak BapuanT YI'T1A1l *6. ITaumentsr c
BapuantaMu YI'T1A1l *28 wunmu *6 (0COOEHHO TOMO3HWTOTHBIE) WMEIOT IIOBBIIIICHHBIM PHUCK
BO3HUKHOBEHHUS MOOOYHBIX A(P(}EKTOB, TaKMX KaK HEUTPOINEHHUS W auapes. Y TOMO3UTOTHBIX
MAlUEHTOB CIEAYET PaCCMOTPETh BO3MOKHOCTh CHMUKEHUS HAayaJIbHOM J103bI UPUHOTEKaHa (CM.
pasmen «Cnoco0 mnpumeHeHus u A03b»). Kpome Ttoro, *28 wumm *6 romMO3WUTOTHBIE |
TeTepO3UTOTHBIEC MAMEHTHl JOHKHBI HAXOAUTHCS MOJ TIIATEIbHBIM HAOJIOIEHUEM Ha MpeaMeT
HaJIM4Yus HEUTPOIIEHUH U 1uapen. Jist JaHHOW NOMYJIALUMY MAMEHTOB HET YETKUX PEKOMEHTALH
M0 KOPPEKIMH J103bl M YMEHBIIEHHE J103bl Mperapara cCleIyeT MNPOBOAUTH HAa OCHOBAHUU
UHAUBUAYAIbHON MEPEHOCUMOCTH JIeUeHUs. B 1ensiX BbISABICHUS MallMEHTOB C MOBBILICHHBIM
PUCKOM HEUTPOIICHHH W Juaper MOXKeT ObITh mojiesHo reHotunupoanue YI'T1Al. Bonee
noipoOHo, reHotunupoBanue YI T1A1 *28 moxeT ObITh MOJE3HBIM ISl KaBKa3IleB, ahpuKaHIICB

u naruHoamepukanneB, YI'TIAl *6 nmns xwureneit Bocrounoit Asum, U KOMOMHHPOBAHHOE
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VI'TIA1 *28 u *6 nns KATaWIeB W STOHIIEB, IMOCKOJbKY MMEHHO B ITHUX MOMYJISIHSAX ITH
BapHaHTHI 00JIee PACTIPOCTPAHEHBI.

B nepuos neuenus npenaparom Hpuren®

HE ClIe/lyeT IPUHUMATh IIpenapaThl Ha OCHOBE 3Bepo0ost
nponbipsiBiieHHOTO (Hypericum perforatum) (HEOOXOIUMO OTMEHHTh KaK MUHHMYM 3a OIHY
HEIeNI0 10 Havaja Tepalmud HMPUHOTEKAHOM), MPOTHBOAHIICITUYCCKHE MpPErapaThl
(kapbamazenuH, ¢eHobapOuTan M (QEHUTOMH), aTa3aHaBUP M KETOKOHa307 (HEoOXOoauMo
OTMEHUTh KaK MHUHHMYM 3a OJHY HEAETI0 J0 Hauajga Tepanud WPHHOTEKAHOM), KOTOpBIC
U3MEHSIOT KIIMPEHC HPUHOTEKAHA.

Bo Bpems nedenus npenapatoM Uputen® u, o kxpaiiHeil Mepe, B Te4eHHEe TPeX MecsALEB MOCe
MPEKPAIIECHUS TePATTUH JIOJDKHBI TPUMEHSITHCS HaJIS)KHBIE METOABI KOHTPAICIIIUH.

IIpu NpUroTOBIEHUH pacTBopa npenapara Uputen®

U OOpaIlleHUH C TpermapaToM, TaK ke Kak U
MIPH UCIOJIb30BaHUU APYTHX MMPOTHBOOITYXOJIEBBIX CPEACTB, CICIYET COOII0IaTh OCTOPOKHOCTD.
Heob6xoammo moap30BaThCs epuyaTKaMu, MaCKOM M OUYKaMH.

®

[Ipu nmomaganuu pactBopa npenapata Mputen® uian HH(Y3MOHHOTO pacTBOpa Ha KOXKY cpasy ke

TpoMoiiTe ee Bojoi ¢ MbuloM. Ilpu momaganuu npenapata Mputen® wmiu ero pacTsopa Ha
CIIM3UCTHIE 000JIOYKH HEMEIJIEHHO TIPOMOKTE UX BOJIOM.

Bce marepuansl, nCnosib30BaHHbIE I IPUTOTOBJICHUS PacTBOpa U ISl €T0 BBEACHUS, TOJIKHBI
OBITh MOJBEPrHYTHl YTWJIM3ALUU B COOTBETCTBUH CO CTAHJIAPTHOW MPOLEAYPOH YTHIU3ALMH
IIUTOTOKCUYECKHX MpenapaToB, IPUHATON B JTaHHOM CTal[lOHApe.

Bcnomozamenvhvle geujecmea

JlaHHBII JeKapCTBEHHBIN mpernapaT coaepkut J[-copourton (cm. pasaen «Coctay). J-copobuton
SBIISICTCS UCTOUHUKOM (ppykTO3b1. [TaninenTaM ¢ Hacne1CTBEHHON HEMEPEHOCUMOCTBIO (PPYKTO3bI
(HFI) Henp3s Ha3HAuaTh TaHHBIN JIEKApCTBEHHBIHN penapat 0e3 kpaitneir HeoOxoaumoctu. [lepen
Ha3HAYCHHEM JIaHHOTO JIEKAPCTBEHHOTO MpernapaTa Heo0X0IuMo coOpaTh MOAPOOHBI aHAMHE3 B

OTHOIIEHUH CUMIITOMOB HAaCJIEJICTBEHHOW HEMEPEHOCUMOCTH (GPYKTO3HI Y KaXKA0Tr0 MalieHTa.

[Ipenapat conepkuT HaTpuil (B BUJE HATpUs TMAPOKCHIA), 1UTsl Koppekiuu pH.

Bunsinne Ha cIOCOOHOCTH YHPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MEXaHU3MaMU

Bnusinue upruHoTeKkaHa Ha CIOCOOHOCTH YNPaBJISTh TPAHCIOPTHBIMU CPEACTBAMH U paboTaTh ¢
MeXaHM3MaMH He OLIEHUBAJIOCh. TeM He MeHee, MalUEHTOB HEOOXOAMMO MpPEaYyNpeauTh O
BO3MOXKHOCTH TIOSIBJICHUSI TOJIOBOKPY>KCHHSI WJIM 3pPUTEIBHBIX PACCTPOMCTB, KOTOpPBIE
pa3BHBalOTCS B TeueHHe 24 4YacoB MOCJIE BBEIACHHUS HPUHOTEKaHAa M PEKOMEHAOBATH MPHU
BO3HUKHOBEHUH JJAHHBIX CHMIITOMOB BO3/IEPKAThCA OT YIIPABIECHUS TPAHCIIOPTHBIMU CPEICTBAMU

U paboTHI C MEXaHU3MaMHU.
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®opMma BBIILYCKA

Konnenrpar ans npurotosienus pactBopa st uadysuit 20 mr/mia (40 mr/2 mi, 100 mr/S mo,
150 mr/7,5 mur, 230 mr/11,5 mi, 300 mr/15 mon).

ITo 2 mm, 5 M, 7,5 mur, 11,5 vt unmu 15 M Bo ¢u1akoHBI TEMHOTO CTeKJIa | THAPOIUTHYECKOTO
KJlacca, TEPMETUYHO YKYNOPEHHbIE PE3MHOBBIMU MPOOKaMU C BHYTPEHHHUM HHEPTHBIM
(GTOpIONMMEPHBIM MOKPHITHEM, C OOKATKOM aIIOMO-TIJIACTUKOBBIMU KOJITTAYKAMHU.

1 ¢nakoH ¢ WHCTPYKIMEH MO MPUMEHEHHUIO TMOMEMIAIOT B MayKy W3 KapTOHA WIM TaykKy ¢
MEePEeropoIKaMH WU CeUaIbHBIMU THE3aMH U3 KapTOHA.

ITo 5 unmu 10 pmakoHOB ¢ UHCTPYKITMEH MO MPUMEHEHHIO TIOMEIIAIOT B TIAYKy C MEPEropoaKaMu
WJIU CHEIUaTbHBIMU THE3/IaMU U3 KapTOHA.

ITo 50, 85, 100 ¢makoHOB ¢ paBHBIM KOJMYECTBOM MHCTPYKLIMU MO MPUMEHEHHUIO TTOMEIIAIOT B

KOpOOKY M3 KapToHa (ISl CTAIllHOHAPOB).

Cpok rogHocTu
3 rona.

He IMPUMCEHATH 11O UCTCUYCHUHU CpOKa 'OAHOCTH.

YciaoBust XxpaHeHUs
B 3amumienHom ot cBera Mecte pH Temneparype He Boiie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

YcaoBus ornycka

OTnyckaroT Mo peLenty.

IIpousBoauTenn
000 «BEPOD®APM)»

Aodpec _npoussoocmea: Poccus, 601125, Brnagumupckas o6, IlerymmHckuii —paiioH,

noc. Bonbrunckuid, yi. 3aBojackas, BiaaeHue 120.

Ten./pakc: (4922) 37-98-28.

Baanesien perucTpaumoHHOro yaocropepennsi/Opranuzanus, (pUMHIMAIOIIAS TPETEH3UH OT
norpeoduTesiei

000 «BEPODAPM»

FOpuouueckuti _adpec: Poccust, 601125, Bnagumupckas o6mn., IlerymmHckuii —paiioH,

noc. Bonbrunckuii, yn. 3aBoackasi, Biaaenue 120.
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Adpec npunamus npemensuu: Poccusi, 115088, r. Mocksa, 2-ii KOxxHOmOpTOBBIN TIpOe3a, 1. 18,

cTp. 9, aTax 2.
Ten: +7 (495) 797-57-37
dakc: +7 (495) 792-53-28

E-mail: info@veropharm.ru

https://veropharm.ru
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