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1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Wpunortekan, 20 Mr/mi1, KOHIEHTPAT JJIsl IPUTOTOBJICHUS PacTBOPA Ui HHPY3UH.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JelicTByrolee BENIECTBO: HUPUHOTEKAH.

Kaxxapiit Mt koHLeHTparta coaepkut 20 Mr upuHOTeKaHa THAPOXJIOpUIA TPUTHIPATA.

Kaxapiii ¢makon 06beMoM 2 mit coniepkut 40 M HpUHOTEKAaHA THAPOXJIOPHIA TPUTHIpATA.
Kaxnapiii hmakon oo6beMom 5 mut conepkut 100 Mr upruHOTEKaHA THAPOXIIOPUIA TPUTHIPATA.
Kaxapiii ¢pakon oobeMom 7,5 Mt coaepkut 150 Mr uppHOTEKaHa THIPOXJIOPUIA TPUTHIpATA.
Kaxxnprit ¢pakon oosemom 11,5 mit cogepxut 230 Mr ipruHOTEKaHa THAPOXJIOPUIA TPUTHAPATA.
Kaxnapiii pakon oobeMom 15 mit cogepxut 300 Mr mpuHOTEKaHA THAPOXJIOPHUIA TPUTHAPATA.
BcnomoratenbHbie BelllecTBa, HATUYME KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: copouTos, HaTpui (cM. pazzaen 4.4).

ITonnbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

KoHneHTpar ans npuroToBI€HUs pacTBOpa s HH(PY3HA.
[Tpo3payHblii OT CBETJIO-KEATOTO WJIM CBETJIO-3€JIEHOBATO-XKEJITOr0 IBETa 10 >KEJITOro WU

JKCJITOrO € 3CJICHOBATBIM OTTCHKOM IBE€TAa PaCTBOP.

4. KIMHNYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

[Tpenapatr MpuHOoTEKaH MOKa3aH Ul JIEUEHHUS NALMEHTOB C MECTHO-PACIPOCTPAHEHHBIM WJIN
METacTaTUYECKUM paKkoM 000/I0YHON U MPSMON KUIIIKH;

- B KOMOMHaLuu ¢ GTOpypaluioM U Kaiublus (GOJIMHATOM Yy MAllMEHTOB, paHee HE MOJIy4YaBIIMX
XUMHOTEPAIHNIO;

- B MOHOTEpANMH Yy MallMeHTOB € IPOTrpeccupoBaHNeM OOJIE3HU TOCIIE MPOBEICHUS CTaHIapTHON

HpOTHBOOHYXOHeBOﬁ TCpaInu.

4.2. Pe:kuM 103UPOBAHNS M CIIOCO0 MPUMEHEHUSI
IIpenapar npegHa3Ha4YeH TOJIBKO IS B3POCIIBIX.

HpenapaT I/IpI/IHOTCKaH MNPUMCHACTCA KakK B BHJIAC MOHOTCpAIIMHU, TaAK H B KOM6I/IHaI_[I/II/I C
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oOpamiarbes K CelranbHOM JTuTeparype.

PexxuM 103upoBaHus

B pexcume monomepanuu nipenapar MpuHoTekan npuMensercs B 103e 125 mMr/M? HOBepXHOCTH
Tela eXeHeneapbHo B TeueHue 4 Heaenb B Buie 90-MUHYTHOW BHYTPUBEHHOW HHQY3UU C
TepepeIBOM B 2 Helenu, a Takke 350 Mr/mM? B BHJIE YacOBOW BHYTPHBEHHOH MH(BY3HH KaKIble
3 Hejen.

B cocmaee komobunuposannoii xumuomepanuu ¢ GTopypanuioM U Kaibliusg (HOIMHATOM 7032
npenapata VpHHOTEKaH COCTaBIAET NMPH eKeHEAeNbHOM BBeleHHH 125 Mr/m?%, mpH BBeIeHHH
yTeM TpOAoIKUTeNbHON uHdy3uu 1 pa3 B 2 Hemenu - 180 mr/m2. JI03bl M PEXKUM BBEICHHUS
¢dTopypanmia u Kb GoarHaTa MOAPOOHO OMMCAHBI B CIICIIMATILHON JINTEpaType.

[Tpu nr060¥ U3 MPEANOKEHHBIX CXeM MpPUMEHEHHs Mpernapata VpuHOTEKaH Tepamuio clieayeT
MPOJOKATh A0 TeX MOp, MOKa OTMEYaeTcs OTBET Ha JIeUeHUE WU He HaOIoJaeTcs pocra
omyxonmu. CreayeTr TOCTOSHHO KOHTPOJUPOBATH COCTOSIHUE TAllMeHTa TPU  Pa3BUTHH
TOKCHYHOCTH, KOTOpas HE KYNUPYETCS CHIDKEHHEM J03bl Mperapara W IOIAepKUBAOIICH
Teparuei.

Pexomenoayuu no moouguxayuu 003wt

B peskuMe MOHOTEpANuy CHIKEHHE HAaualbHOH 10361 penapata Mpunotekan ot 125 mr/m? 110
100 mr/m? 1 ot 350 mr/m? 1o 300 mMr/m?, a Takke cHiKeHHe 10361 0T 125 mr/m? 1o 100 mr/m? u ot
180 mr/m? 1o 150 Mr/m? B pexuMe KOMOMHUPOBAHHON TEPANMK MOXKET OBITh PEKOMEHIOBAHO Yy
NalMEeHTOB B BO3pacTe 65 JieT u cTapiiie, MpU NpeaIIecTBYONEH SKCTEHCUBHON JTy4eBON Teparui,
IpY TIOKa3aresie OOMIer0 COCTOSIHHS TAIMEeHTa, PaBHOTO 2, TPW TOBBIICHHONW KOHIIEHTPAIHH
OmnpyOrHa B KpOBH, IIPU COITYTCTBYIOIEM PAKE JKEITYIKA.

[Tpu npumeHenun npenapata MpuHOTeKaH B KOMOMHAIMM C KalleUTaOMHOM Y MallME€HTOB B
BO3pacTe 65 €T u cTaple, cieayeT CHU3MTh 103y Kanenutabuna 1o 800 Mr/m? 18a pasa B CyTKH,
B COOTBETCTBHH C MHCTPYKIIMEH MO MPUMEHEHHIO KanenuTadnHa. Takxke cieayeT oOpaTuThes K
PEKOMEHIANNSM 10 IPUMEHEHHUIO KarnennTabnHa B KOMOMHUPOBAHHON TEpanmuy B CHEIHATBLHON
JauTeparype.

BBenenue mnpemnapara VpuHOoTekaH He cieqyeT MPOBOAUTh O TeX MOp, MOKAa KOJIUYECTBO
HEeWTpopuIOB B epudepuueckoit kpou He npeBbickT 1500 ki1eToK/MKIT KpOBH, U TIOKa HE OyIyT
MIOJTHOCTHIO KYITMPOBAHBI TAKME OCIIOKHEHUS, KaK TOITHOTA, PBOTA M 0COOEHHO nnapesi. Beenenne
npernapara JIo pa3pelieHus Bcex MoOOUHBIX SIBIEHUI MOKHO OTJIOKUTH Ha 1-2 Henenu. B cinydae
ecli Ha (pOHE JIeYeHUs Pa3BUBAETCS BBIPAKEHHOE YTHETEHHE KOCTHO-MO3TOBOI'O KPOBETBOPEHHUS
(xommuectBo HewTpohmnoB MmeHee 500/MKIT KpoBH W/HIKM KOJWYECTBO JICHKOIIMTOB MEHEE

1 000/mkn kpoBu, w/uau KosmdecTBo TpomOonuToB Menee 100000/mkn) wim ¢eOpuibHast
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Hewrpornenust (konmdyectBo HerTpodmmo 1 000/mk W ke RO Rk il opaittHuem

temrneparypsl Tena 6onee 38 °C), winm MHOEKIMOHHBIC OCIOXKHCHUS, WIN TsDKENas Tuapes, Win
JIpyras HETreMaTOJOTHYecKass TOKCHYHOCTh 3-4 CTeMeHW, MOCIEAYIONUe 03Bl Mperapara
HpunoTekaH u mpu He0OX0auMOoCTH (propyparuia ciaeayet cHu3uTh Ha 15-20 %. [1pu nosiBnenun
OOBCKTHBHBIX TPU3HAKOB IPOrPECCUPOBAHUS  3JIOKAYECTBEHHOTO HOBOOOPA30BaHUS WM
pa3BUTUM HEKOHTPOIUPYEMOW TOKCUYHOCTH TEpamuio mpenaparoM VpUHOTEKaH Clexyer
MPEKPATUTD.

Oco0nlie I'pYHOIIbI TAMEHTOB

Tayuenmsi noscunozo 6ospacma

Kakne-mub6o ocoOeHHOCTH mNpHMeHeHHs mpenapara puHoTekaH y TOXHIBIX JIIOJCH

orcyTcTBYIOT. Jl03y mpemapara B KaXIOM KOHKPETHOM CJyd4ae CIEAyeT TMOAOUpaTh C

OCTOPOXKHOCTHI0. HeoOX0IMMoO THIATENIBHO KOHTPOJIUPOBATh COCTOSIHUE MAlMEHTOB B BO3pacTe

65 5eT U cTapiuie B CBSA3M C MOBBIIICHHBIM PUCKOM Pa3BUTHS PaHHEU AMApeH y JaHHOW TPYIIIbI

MAIUCHTOB.

THayuenmoi ¢ Hapywenuem yHKyuu novex

Jannsle o 6e3omnacHocTd U 3 hekTUBHOCTH OTCYTCTBYIOT. [Ipenapat He0OX0AMMO MPUMEHSTS C

OCTOPOXKHOCTRIO. [IpenapaT He pekoOMeH IyeTcs MalrueHTaM, MOTy4aloIluM TeMOIHAaln3.

THayuenmoi ¢ HapywieHuem yHKYuU neveHu

[Tpu KOHIICHTpAIUH OMIIMPYOHHA B CBIBOPOTKE KPOBH, ITPEBBIMIAIOIICH BEPXHIOIO IPAHUILY HOPMBI

He Oosiee, ueM B 1,5 pasa, B CBsI3U C MOBBIIICHHBIM PUCKOM Pa3BUTHS BBIPAXKEHHON HEUTPOIIEHUN

clenyeT THIATeNbHO KOHTPOJIMPOBATh IOKa3aTedd KpOBH Yy mamueHta. [Ipu moBbIIeHUN

KOHIIEHTpanuu OninupyOnHa Oosnee yeMm B 3 pasa, JieueHHe NpernapaTtoM VpWHOTEKaH ciieayer

MIPEKPATUTD.

Tlayuenmui co chudcennou akmusrocmoro YI'TI1AI

[Manuents! ¢ Bapuantamu YT T1A1*28 unu *6 (0cOOEHHO TOMO3MTOTHBIE) HMEIOT MOBBIIICHHBIN

PHUCK BO3HUKHOBEHUS TTOOOYHBIX dPPEKTOB, TAKHX KaK HEUTPOTICHUS U Arapesi. ¥ TOMO3UTOTHBIX

MAIUEHTOB CJIEAYET PACCMOTPETh BO3MOXKHOCTH CHIDKCHHUS HAYallbHOW JI03bI MPUHOTEKAHA

(cm. pasgen 4.4). Kpome Toro, *28 u *6 roMO3MroTHBIC U T€TEPO3UTOTHBIEC MAIUEHTHI JOJIKHBI

HAXOJHUTHCS MO THIATENFHBIM HaOMIOICHUEM Ha MPeMET HaJu4us HeUTponeH!: u quapeu. Jls

JTAHHOW TTOMYJISAIIUN MMAllMEHTOB HET YeTKUX PEKOMEH/IAINN 110 KOPPEKIIMH J03bl U YMEHBIIICHUE

JIO3BI TIperapaTa cieayeT MPOBOJIUTh Ha OCHOBAaHUY HMHIUBUyaTbHOU MMEPECHOCUMOCTH JICUCHUSI.
eTH

bezomacHocth u addhexkTuBHOCTS Npenapata MpuHoTekaH y aeteit B Bozpacte ot 0 qo 18 et He

YCTaHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.

Criocob nmpuMeHeHu s
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menee 30 munyT u He 601ee 90 MUHYT.
HNudopmanus mo pabore ¢ LUUTOTOKCHUSCKHMMH IMpenaparamu IpUBelIcHa B paszeie 6.6.
WHCTPYKIMHU 110 TPUTOTOBJICHHIO JICKAPCTBEHHOT'O Iperiapara nepe IPHMEHEHHEM CM. B pasziesie

6.6.

4.3. IIpoTuBONOKA3AHUS

® TUINEPUYBCTBUTEIBHOCTh K HUPUHOTEKAHY WJIM K JIIOOOMY U3 BCIIOMOTaTENIbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pazzaene 6.1;

® XpPOHHMYECKHE BOCHAJIUTENbHbIE 3a00JIEBaHUS KHUIIEUYHUKA W/WIM HaAPYIICHHUS KUIIECYHON
IPOXOUMOCTH;

® BBHIPAKCHHOE YTHETEHHE KOCTHOMO3TOBOTO KPOBETBOPEHUS;

® KOHIIEHTpaIus OMIMpyOrHa B CHIBOPOTKE KPOBH, MPEBLIIIatoNIas 6ojiee 4eM B 3 pa3a BEpXHIOK0
TPaHUIly HOPMBI;

e oOIIee cocTosiHUE ManueHToB, orennBaemoe 1o mkane ECOG (Eastern Cooperative Oncology
Group) > 2;

® OJIHOBPEMEHHOE MPUMEHEHHE C KUBBIMU aTTEHYUPOBAHHBIMH BaKIIMHAMHU (CM. pazjnen 4.5);

® COBMECTHOE MPUMEHEHHE ¢ MpernapaTaMu 3Bepo0os MPOabIpsBICHHOTO (cM. pa3zen 4.5);

e 0OepeMEHHOCTh U NEPUOJ IPYAHOIO BCKapMIIMBAHMUSL.

4.4. OcoOble ykazaHMsl M1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEeHUH

HpuHoTekaH HEOOXOAUMO MPUMEHSTH TOJBKO B CHEUAIU3HUPOBAHHBIX XMMOTEPANEBTUUECKUX
OTJENEHUsX MO0J HaONI0JEHHEeM Bpada, MMEIOLIEro OINbIT paboThl ¢ HPOTHBOOINYXOJEBBIMU
npernaparamm.

VYuutsiBas XxapakTep M YaCTOTY HEXKENAaTeIbHBIX PEaKLMi, B CICAYIOIIMX CIydasX WPUHOTEKaH
clelyeT Ha3HayaThb TOJIBKO TOCJE OLIEHKH COOTHOUIEHMSI OKUIAEMOM IOJIb3bl U BO3MOKHBIX
TEparneBTUYECKUX PUCKOB:

— Y MalUEHTOB C (PAKTOPOM pUCKa, OCOOEHHO ¢ (PYHKIMOHAIBHBIM cTaTycoM BO3 paBHbIM 2;

— B PEIKUX CIIydasix, KOrJa NpeACTaBIsIeTCs MAIOBEPOSITHBIM, YTO MAllUEHTHI CTaHYT COOII0IATh
PEKOMEH/IallMU 110 YCTPAaHEHHUIO HEXeJIaTeNbHbIX peaklHuil (He0OXO0AUMOCTh B HEMEUICHHOM U
JUIUTETIbHOM JIEYEHHH JHaped B COYETAaHUH C BBICOKMM MOTPEOJEHHEM KHJIKOCTU B Hadale
OTCpOYeHHOW numapeu). [Jis TakuxX NallMEHTOB PEKOMEHIYeTCs TIIaTeJIbHOe HaOIIoJCHUE B
YCIIOBUSX CTallMOHAPA.

[Tpu ncnonb30BaHUM UPUHOTEKAHA B KAU€CTBE MOHOTEPAIINH, KaK IPABUIIO, UCIOJIB3YETCs cXemMa

MpUMEHEHUS «KaxXable 3 Hemenny. Tem He MeHee, BO3MOKHA CXeMa €KEHEIETFHOTO JO3UPOBAHUS

4
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TE€M, Yy KOI'O CYILECTBYET BBICOKUH PHCK DPAa3BUTHS TSDKEJIOW HEHUTponeHUH (CM. paszgen ).
Omcpouennas ouapes

[TanMeHTh! 10JIKHBI OBITH OCBEJOMJIEHBI O PUCKE Pa3BUTHS OTCPOUECHHOM 1napeu, KOTopast MOXKET
pa3BUTHCA uepe3 24 yaca 1ociie BBeJeHHUsI MpPUHOTEKaHa U B JII000€e BpeMsl [0 CIEeYIOIEro HUKJIa.
[Tpu MOHOTEpanuu cperHee BpeMs 10 MOSBIEHUS MIEPBOro KUJIKOI0O CTyJa IPUXOAUIOCH Ha S5-I
JIEHb 110CJIE BBEJICHUS UpUHOTEKaHa. [lalmeHTh! JOKHBI CPOYHO COOOIIUTH CBOEMY JIEHAIlEMY
Bpauy 0 BO3HUKHOBEHUH JAHHOM HEXeaTeJIbHON Peakliuu U Cpa3y ’Ke HadaTh COOTBETCTBYIOILYIO
Tepanuto. [lanmeHTaMu ¢ MOBBIIEHHBIM PUCKOM BO3HUKHOBEHHUS JAMAPEU SBISIOTCS MALMEHTHI,
KOTOpBIE paHee MPOXOAMIN KypC Jy4eBOW Tepamuu B OONACTH KMBOTA/Ta3a, MALUEHTHI C
JCUKOIMTO30M Ha MCXOIHOM YPOBHE, MAIMEHTHI, UMEIOMKE (PYHKIMOHAIBHBIA CcTaTyc >2 U
KEeHIUHBI. [Ipy OTCYTCTBUM NMPaBUIBHOIO JIEYEHUS Auapes MOXKET ObITh OracHa Ul KHU3HH,
0COOEHHO €ClIU Y MallMeHTa OJIHOBPEMEHHO NPUCYTCTBYET HEHUTpOIIEHUS.

[Ipy mepBOM BO3HMKHOBEHMM MHUAKOTO CTyJa NAIMEHT JOJDKEH HayaTh NPUHUMATh OOJbIINE
00BbEMBbl HAIMUTKOB, COAEPXKALIUX AJIEKTPOJIUTHI, U HEMEUICHHO HauyaTh COOTBETCTBYIOLIYIO
npoTUBOAMApelHyt0 Tepanuto. IlpoTuBoaMapeliHyto Tepanuio Ha3HA4alT B OTHEJICHHUM, IJe
BBOJIMJIM MpUHOTEKaH. [Tociie BBIMUCKH U3 OOIBHULIBI ALIMEHTHI TOJKHBI IOTYYUTh Ha3HAYEHHbIE
Ipenaparsl, KOTOpble OHU MOTYT MCIOJIb30BaTh IPU AHapee, Kak TOJbKO oHa HauHeTcs. Kpome
TOTO, OHH JOJDKHBI POUH(OPMHUPOBATH CBOETO JICUAIEro Bpada UM OTJENICHHE, T BBOIUICS
UPUHOTEKAaH, O MOSIBJICHUH U BPEMEHH IOSIBIIEHUs 1uapeu. B HacTosIee BpeMs peKoMeHayemMoe
IPOTUBOAMAPEHHOE JIEYEHUE COCTOUT M3 BBICOKMX 103 Jlonepamujia (4 Mr B HEpBbIi NpHeM, a
3aTeM 2 MT Kax/ple 2 yaca). ITO JIeUeHHE CIIeyeT IPOoA0KaTh 0€3 KOPPEKTUPOBOK B TeueHue 12
4acoB MOCJI€ MOCIEIHEro KUAKOro cryna. Hu B koeM ciyyae Henb3sl MPUHUMATh JOMEpaMU
6osee 48 yacoB MOAPA] B JaHHBIX J03aX H3-3a PUCKA PA3BUTHUS NapaIUTHYECKOM KHIIEUHOU
HENPOXOAUMOCTH, UM MeHee 12 gacos.

B nononnenue x aHTUAMAPEHHOMY JICUEHHUIO CJIENYET NMPOBOJIUTH MPO(UIAKTUUECKOE JICUEHUE
AHTUOMOTHKOM IIIMPOKOTO CIEKTpa JCUCTBUS, KOT/Aa JOuapesi CBsi3aHa C TsOKeNIon (opmoid
HeHTpOneHnH (KonudecTBo HenTpodunos < 500/mmd).

B nononHeHue K JeyeHHIO aHTMOMOTUKAMHU PEKOMEHAYETCs TOCIUTANIM3ALUS JUIsl KOHTPOJIS
JUapeu B CIEIYIOIINX CIydasx:

- napesi CONpPOBOXKAAETCS BBICOKOW TEMITEpaTypOH;

- TshKenast quapest (Tpe0yeTcsi BHRyTpUBEHHOE BBEIEHUE KHUIKOCTEH);

- nuapes, coxpansmwomascs 6osee 48 yacoB mocie Hayajga MpuUeMa BBICOKHX 103 JONepaMHa.
Jlomepamun He cienyeT Ha3HayaTh B MNPOQPMIAKTHUYECKUX IENsAX MalleHTaM, KOTOphIe

HCIBITBIBAJIM OTCPOUYCHHYIO JUAPCIO IIPU NPEABIAYIINX NUKIIaX TCparnu.
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MOCJIEYIOUIUX UKJIaX (CM. pazzaen 4.2).

I'emamonocus

Bo BpeMms jieueHus HPUHOTEKAaHOM PEKOMEHYETCsl €XKEeHEENIbHbBIN pa3BepHYThIN KIMHUYECKUIN
aHanu3 KpoBu. [lalMeHThl MOJKHBI OBITH OCBEIOMIIEHBI O PUCKE Pa3BUTHSA HEUTPONEHUH U
3HaYCHUU TOBBIICHUS Temreparypel. deOpunbHyro HelTponeHnuto (temneparypa >38°C u
KOIUYECTBO HeHTpoduioB < 1000 kmeTok/MM®) cielayeT CpPOYHO IEUMTh B OOJBHMIIE C
Ha3HAYCHHEM BHYTPUBEHHBIX AHTHOMOTHKOB IIUPOKOTO CIEKTpa NeHCTBUS. Y MAalMEeHTOB,
KOTOPBIE HCIBITHIBAIM TSDKEJbIE IeMaTOJOTUYECKUE SIBICHUS, MPHU IOCIEIYIOIEM BBEICHUU
PEKOMEH/IyeTCsl CHUKEHUE J103bI Ipenapara (cM. pazaen 4.2).

Cy1iecTByeT MOBBIMICHHBIH PUCK Pa3BUTHS HH(EKIMI W TeMaTOJIOTUYECKOW TOKCHYHOCTH Y
MAIUEHTOB C TsKeNol hopmoit quapeu. Y MalMeHToB ¢ TshKenoi (opMoil Juapen HeoOX0AUMO
BBITIOJTHUTD MOJIHBIN aHAJIN3 KPOBH.

Ileuenounas neoocmamounocmuo

OyHKIMOHATBHBIC MPOOBI TIEYCHU JIOJDKHBI OBITH BBIITOJIHCHBI TIEPE]l HAYAJIOM JICYCHUS U TTePe]T
KQXKIBIM ITUKIIOM.

E>xeHenenbHBIN TONHBIA aHadu3 KPOBU ClIEAyeT MPOBOJAUTH Yy OONBHBIX CO 3HAYCHUSMU
omwmpyomnHa B 1,5-3 pasa Belllie BEpXHETO Mpejiesia HOPMAIBHOTO JHara30Ha, TaKk Kak CHIDKCHUE
KJIMpEHCa HPHUHOTEKaHa Yy OSTUX TMAIMeHTOB CBSI3aHO C YBEIMYCHHUEM pHUCKA DPa3BUTHUSA
reMaTOTOKCUYHOCTH. B OTHOIIEHHMM MalMeHTOB ¢ ypoBHeM OminpyOuHa, 6ojee yem B 3 pasa
MPEBBIIIAIOIIMM BEPXHHI MpeeT HOPMAILHOTO Inarna3oHa cM. paszaen 4.3.

Towmnoma u pgoma

[TpodunakTudeckoe JeueHre MPOTHBOPBOTHBIMU TIpeTapaTaMu PEKOMEHTYETCs Mepe]] KK IbIM
NPUMEHEHHEM HUpPHHOTEeKaHa. TOIIHOTa W PBOTa BCTpeyaroTcs 4vacto. [lanmeHToB ¢ pBOTOM,
CBSI3aHHOM C OTCPOUEHHOW Auapeeit, TpeOyeTcs ToCHUTATM3UPOBATh IS JICUEHUS KaK MOXKHO
owICcTpee.

Ocmpulii XonuHepeuueckuil CUHHOPOM

[Tpu pa3BUTUHN OCTPOTO XOIHMHEPTHUECKOTO CUHApOMA (OTIpeAeeTCS KaK paHHss [uapes U Takue
CUMITOMBI, KaK TOTIUBOCTb, CIACTUYECKUE OO B JKUBOTE, CIFOHOTEYCHHE U CY>KEHUE 3pavKa)
ciemnyeT BBOAWTH arpormmHa cyiabdar (0,25 Mr MOaKOoXHO), €CM OTCYTCTBYIOT KIMHHUYECKHE
NPOTHBONIOKA3aHUs (CM. pazzen 4.8). DTH CHMITOMBI MOTYT HAOJIOAATHCS BO BPEMsI MIIM BCKOpE
nociie MHQY3UH HPUHOTEKAHA, MPEANOaraeTcs, YTO OHU CBSA3aHBl C AHTHXOJHUHAICTEPA3HOU
AKTUBHOCTBIO CXOJHOTO COEAMHEHUS UPUHOTEKaHA U, KaK OKHUIAeTcs, OyAyT dalle BOSHHKATh
npu OoJiee BBICOKHX J03ax HpuHOTeKaHa. CremayeT coOI0aTh OCTOPOXKHOCThH TMPHU JICUCHUHU

O0JBHBIX acCTMOM. Y MalMeHTOB, KOTOPBIE UCIBITHIBAIM OCTPbIM M TSXKENbIN XOIMHEPTUYECKUI
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NpUMEHEHHE aTPOoInHA cyab(aTa.

3abonesanus ovixamenbHbiX nymeti

WNutepcTunmanbHas 00Jie3Hb JIETKUX € MaHU(ecTaluueil JIerouHbIMU MHQUIbTpAaTaMU HEYacTo
pasBUBaeTCA BO BpeMsl JIEUEHUs HUPHHOTEKaHOM. VHTepcTuimanbHas O0JIe3Hb JIETKUX MOXKET
NPUBECTH K CMEPTEIbHOMY HCcX01y. DaKkTOphl prUCKa, KOTOPBIE MOTYT OBITh CBSI3aHBI C Pa3BUTHEM
MHTEPCTULMAIBHOW OOJIE3HU JIETKUX, BKIIOYAIOT B CE0S1 MCIOIB30BAHNE TOKCUYHBIX JUIS JIETKUX
IpenaparoB, Jy4eBOM Tepanuu M KOJOHHecTUMYynupyroumx ¢(akropos. Cieayer BecTu
TIIATEJIbHOE HAOJIOJEHHE 3a NalMeHTaMH ¢ (akTopaMH pHCKa 1O W BO BpeMs Tepanuu
UPUHOTEKAHOM JIJIi CBOEBPEMEHHOTO OOHAPYKEHHS PECTIUPATOPHBIX CUMIITOMOB.
Oxempasazayus

XoTd WpPUHOTEKaH He 00JaJaeT KOXKHO-HApbhIBHBIM JIEHCTBHEM, ClleAyeT CcoOJoaaTh
OCTOpPOKHOCTh BO M30€KaHHE S5KCTpaBa3allud U IPOBEPSATh MECTO HMH(QY3UM Ha Haaudue
IpU3HAKOB BocnajieHus. IIlpy BO3HMKHOBEHUHM SKCTpaBa3allUd PEKOMEHIYETCS NPOMBIBAHUE
MeCTa BBEICHUS U IPUKIIAJbIBAHUE JIb/IA.

Tayuenmor nodxcunozo eospacma

B cBs3u ¢ Gonbluell 4acToTOi CHMKEHHMsI OMOJIOTMYECKUX (YHKIMH, B YACTHOCTH (PYHKLUHU
MIE€YEHH, 110100 103bl MPUHOTEKAHA MTOKHUIIBIM [AllUEHTaM CJIEAYET IPOBOJAUTH C OCTOPOKHOCTHIO
(cm. paznen 4.2).

Xponuueckoe eocnanumenvHoe 3ab60nesanue KUUEUHUKA U/UTU KUWEUYHAS HenpoxXoouMoCmb
[TanmenTam He cienyeT Ha3HA4aTh UPUHOTEKAH JI0 Pa3pelleHns] KUIIEUHOW HePOXOIUMOCTH (CM.
pasnen 4.3).

Tayuenmul ¢ napywenusamu hyHKyuu nouex

Ha ¢one npumeHeHMs MpUHOTEKaHAa OTMEYAETCs TMOBBILIEHHE KOHLEHTpAllMM KpEeaTMHHHA B
CBIBOPOTKE, a TAaK)K€ a30Ta U MOYEBMHBI B KpOBH. Taxke OTMEYaNM PENKHUE CIIydal OCTPOH
MOYEYHON HEOCTaTOYHOCTH. JlaHHbIE 3P(PEKThl 0OBIYHO MOKHO OOBSICHUTH MH(PEKIHNOHHBIMU
OCJIOXKHEHUSIMH, a TaK)Ke JAeTUpaTaluel, BBI3BAaHHON TOIIHOTOM, pBOTOM Min auapeei. Kpome
TOTO, OTMEYAJIHN PAa3BUTHE HEJOCTATOYHOCTH (DYHKIUM MOYEK MPH CHUHIAPOME JIM3UCA OMYXOJH.
Jlyuesas mepanus

[TanineHTHI, KOTOpBIE paHee MOJydadd JIYYeBYIO TEpamuio OOJacTH Ta3a/OprONTHOM IOJIOCTH,
MOJIBEPTalOTCsl MOBBILIEHHOMY PHCKY pPa3BUTUSL MHeNocynpeccun Ha (OHE Teparuu
UPUHOTEKaHOM. Bpaun 10KHBI OBITH OCTOPOXKHBI ITPH JICYSHUH MTALUEHTOB C MPEANIECTBYIOIINUM
OOIIMPHBIM 00TyyeHneM (Harpumep, >25% o001ydeHHOr0 KOCTHOTO MO3Ta U B TeUeHUe 6 HeJleNb

JI0 Hayvajia JICUCHHs] UPUHOTEKaHOM). B 3aBHCHMMOCTH OT BHIOPAHHOM CXEMBI JICUEHUS ISl ATOU



COOTBETCTBYET ZKCNEPTHOMY OTUETY

oT 23.12.2025 N= 31950

TPYIIIIBI TAIIUEHTOB MOTYT OBITh TPUMEHEHBI 0CQOBIC pexwgﬁnlﬁ%&ﬁggﬂbﬂ;ér ;6:5,1';1'1;5'1;'&1{14;1

(cm. pazzen 4.2).

3abonesanus cepoya

Wuremust Muokap/a HaOJIk0JaJIach MPH JICYUCHUH HPHHOTEKAHOM MPEHMYILECTBEHHO Y MMAIlUCHTOB
C CONYTCTBYIOLIMMH OOJIC3HSIMH CEP/LA, IPYTUMHU U3BECTHBIMH (PAKTOPAMU PUCKa ISl Pa3BUTHUS
0oJie3HM ceplla WK Ipeabayiiei xumuorepanuei (M. pazzaen 4.8). CienoBarenbHO, MAMEHTbH
C U3BECTHBIMU (pakTOpamMH pHCKA IODKHBI HAXOJUTHCS IOJ TIIATEIbHBIM KOHTPOJEM, U
HEOOXOMMO MPUHUMATh MEPhl M0 MUHHUMH3AIMH BCEX JAPYrHX (AaKTOPOB pHCKa (HAmpumep,
KypeHHE, THUIIEPTECH3US ¥ TUIICPIIATTUICMUSI ).

Cocyoucmule nHapyweHus

WpuHOTEKaH PEIKO BBI3BIBAJ TPOMOOIMOOIUYECKHE OCIOKHEHHS (TpOMOOIMOOIHS JETOYHOU
apTepud, BEHO3HBIH TPOMOO3 W aprepuajbHas TPoMOOIMOONHs) Yy MAlUEHTOB C
MHOXECTBEHHBIMU (PAaKTOPAMHU PUCKA, TOMHUMO HOBOOOPA30BaHHI.

Tlayuenmvi co CHUNCEHHOU AKMUBHOCMbIO Ypuounougocpamentokyponurimpancgepasor 141
(VITIAI)

[TaruenTsl ¢ Bapuantamu YI'T1A1*28 unu *6 (0cOOEHHO TOMO3UTOTHBIE) UMEIOT MOBBIICHHBIN
PHUCK BO3HUKHOBEHUS MOOOYHBIX (D (PEKTOB, TAKUX KaK HEUTPOIIEHUS U [uapes. Y TOMO3UTOTHBIX
MAIMEHTOB CIIEAYeT PaCCMOTPETh BO3MOXKHOCTh CHWIKCHHS HAYAIBHOM J03bI HPHHOTEKAaHA (CM.
paznen 4.2). Kpome toro, YI'TIA1*28 uinu *6 TOMO3ZHTOTHBIE M T€TEPO3UTOTHHIC MAIIMCHTHI
JIOJDKHBI HAXOJAUTHCS MO TIIATEIBHBIM HAOIIOJACHUEM Ha NPEAMET HAIWYHUS HEHTPOIICHUH U
TUApEH.

Jiss maHHOW TOMYJSAIUK TAIUEHTOB HET YETKUX PEKOMEHIAIHWA 10 KOPPEKIHU 03B, U
YMEHBIICHHWE JIO3bl IIperapara CleAyeT TMPOBOAWTh HA OCHOBAHWU WHAWBHIYAITBHOU
MEPEHOCUMOCTH JICUeHHUS. B 11es1X BBISIBICHHUS MAIIMEHTOB C MOBBIIIEHHBIM PUCKOM HEUTPOTIEHUN
U IMaper MOXeT OBITh MoJie3Ho TreHoTunupoBanne YI T1ATL.

BcnomMorarennHble BelecTBa

Copoumon

[Tpenapat HWpunotekan conepxutr copobuton. [lamuentam ¢ peako BcTpedarouiencs
HACJIE/ICTBEHHON HEMIEPEeHOCUMOCTBIO (DPYKTO3BI HE CIIeyeT MPUHUMATH 3TOT IIpernapar.
Hampuui

Jlannslit mpenapaT coepkuT MeHee 1 Mmosb (23 mr) HaTpusi B 1 MIL, TO €CTh IO CYTH HE COJAEPKUT

HaTpHsL.
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HDOTI/IBOHOKaSaHO OJHOBPEMCHHOC IMPUMECHCHHUEC

—3BepoOoii: B HEOOIBIIIOM (hapMaKOKHHETHYECKOM HCCIICIOBAaHUH (N=5), B KOTOPOM UPUHOTEKaH
B 03¢ 350 Mr/m? npumensn BMecTe ¢ 900 Mr 3Bepo6os (3Bepo6oii ITpoAbIpABICHHEIH, Hypericum
perforatum), HaOm0OaMOCh CHM)KEHHE IUIA3MEHHON KOHIIGHTpAIlMM aKTHBHOTO MeTabosiuTa
upuHoTekana, SN-38, Ha 42%. Tak kak 3BepoOOi CHUXKACT IJIa3MEHHYI0 KOHIIeHTparuio SN-38,
OJTHOBPEMEHHOE MTPUMEHEHHE 3Bep000sI 1 HPHHOTEKaHa HE PEKOMEHI0BAHO.

— JKuBbIe aTTEeHYMpPOBAaHHBIC BaKIMHBI (HAIIPUMED, BAKIMHA MIPOTHB KEITOW JIMXOPAIKH): PHCK
reHepaTM30BaHHON PEAKIIMU Ha BaKIIMHY, BO3MOXKHO CO CMEPTEIIbHBIM UCX0A0M. OTHOBpEMEHHOE
MIPUMEHEHHE TPOTUBOMOKA3aHO BO BPEMsI JICUCHUSI UPUHOTEKAHOM M B T€UEHUE 6 MECSIIEB TIOCTIE
IpeKpaIleHus] XUMUOTepanui. MOryT BBOJUTHCS yYOUThIE WIIM WHAKTHBHPOBAHHBIC BaKIIWHBI,
OJTHAKO OTBET Ha TAaKWE BAKI[MHBI MOXKET ObITh CHIIKEH.

OnHOBpEMEHHOE TIPUMEHEHNE HE peKoMeHayercs (eMm. pasnein 4.4)

OnHOBpEeMEHHOE NPUMEHEHUE HWPUHOTEKaHA C CWIBHBIMA HHTHOWTOpPAMH WJIM HHIYKTOPaMHU
nutoxpoma P450 3A4 (CYP3A4) MoxeT U3MEHUTh MeTab0IM3M HPUHOTEKaHa, TOITOMY CIIeyeT
n30eraTh TAaKOro B3auMOACHCTBUA (CM. pazzaei 4.4):

Jlexapcmeennvie npenapamol, cunoho unoyyupyiouue CYP3A4 u/unu UGTIAI

(manpumep, pudamnuuH, kKapOamazenuH, (eHoOapOuTan, (CHUTOMH WM analyTaMHI).
Heckonpko uccinepoBaHuii IOKa3ald, 4YTO OJHOBPEMEHHBIM IpHUEM NPOTUBOCYIOPOKHBIX
npenaparos, sBistromuxcs uHaykropamu CYP3A (nampumep, kapOamazenusa, ¢peHobapoOuTana
wii (EeHUTOMHA), TPUBOIUT K CHIDKEHHIO BO3JACHCTBHsS wHpuHOTeKaHa, SN-38 u SN-38
[JIIOKYpOHMJIAa M CHUWXKEHMIO  (papmakoauHamuueckux  d¢pdexrtoB. JlelicTBue  Takux
IPOTUBOCYJOPOKHBIX IIPENapaToB ObUIO OTPAXKEHO YMEHbIIEHHEM Iutommaan noja kpusoi (AUC)
SN-38 u SN-38 rmokyponuna Ha 50% wunu Oonee. B nmomonHeHne k MHAYKIUU (PepMEHTOB
nutoxpoMa P450 3A, moBbllieHHE TIIIOKYPOHMPOBAHUS U YBEJIIMYEHUE IKCKPELUU C KETUbIO
MOYKET UTPATh POJIb B CHIDKEHUH BO3IEHCTBUS MPUHOTEKAaHA U €r0 METaOOJINTOB.

Cunvnvie uneuoumopvr CYP3A4 (Hanpumep, KETOKOHA30J, HTPaKOHA30JI, BOPHKOHA30I,
[03aKOHA30JI, WHTUOMTOpPHI NpOTea3, KIAPUTPOMHUIMH, DSPUTPOMUIMH, TEIUTPOMHUIIMH):
HCCIIEIOBAaHHE TT0KAa3aJi0, YTO COBMECTHOE NMPUMEHEHHE KETOKOHA30J1a IPUBENIO K YMEHBIIIEHUIO
AUC APC (nmpousBogHOe aMHMHONIEHTaHOBOM KHCIOTHI) Ha 87% u yBennuenuto AUC SN-38 na
109%, 110 cpaBHEHUIO ¢ MOHOTEpAIINEN UPUHOTEKAHOM.

Hueubumopvr UGTIAI (Hanipumep, aTa3aHaBUpP, KETOKOHA30J1, peropadeHnd): puck yBeaTudeHus
cucteMHoro BoszfedcTBusi SN-38, akTUBHOTO MeTabojiuWTa HMpWHOTEeKaHa. Bpauam crnemyet

IIPUHATH 3TO BO BHUMAHHUEC, €CIIN KOM6I/IHaHI/I$I YKa3aHHBIX IIpEapaToB HEU30eKHA.
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TOKCUYHOCTHU UPUHOTCKAaHa B CBA3U CO CHUXKCHUCM MeTaboa13Ma HUPHUHOTCKAaHa.

CJICZ[VCT NPUMCHATH C OCTOPOXHOCTBIO

Anmazonucmol sumamuna K: WCIONb30BaHHE AHTHUKOAryJSHTOB PAaCIHpPOCTPAHEHO B CBS3U C
YBEJIMUEHUEM pHCKa TpoMOO0Opa3oBaHUSI IPHU OIyXOJEBBIX 3a0oneBaHusx. Eciu manueHTy
MOKA3aHbl AHTUKOATYJISIHTHI — aHTAaroHMCThl BuUTamuHa K, TpeOyercs yBETWYCHHE YacTOTHI
KOHTpoJig 3HaueHus: Mexaynapoanoro Hopmanuzuposannoro Otnomenus (MHO) B cBsi3u ¢ ux
Y3KUM  TEpaleBTUYECKUM  HMHJAEKCOM,  BBICOKOM  WHIMBUAYAIbHOH  H3MEHUYHMBOCTHIO
CBEpPTHIBAEMOCTH KpPOBH M  BO3MOXKHOCTBIO  B3aUMOJICHCTBUSL MEXIY IepOpalbHBIMU
AHTUKOATYJISIHTAMH U MpenapaTaMu IPOTUBOOIYX0JIEBOM XUMUOTEPAITUH.

CJICZ[VCT IIPUHATH BO BHUMAHHC IIPHU COHVTCTBVIOH.[QI;'I TCpalluu

Hmmyrnooenpeccarnmul (TUKJIOCTIOPUH, TAKPOJIMMYC): 3HAYUTEIbHAS UMMYHOCYTIPECCHS C PUCKOM
muMmdornposmdepanum.

Hepeno-mviueunvie 610kamopul. HElb3si UCKIIOYUTD B3aUMOJICHCTBHE MEXTy HPUHOTEKAHOM H
HEPBHO-MBIIIEYHBIMU OJloKaTopamu. Tak Kak HMPUHOTEKAH 00JaJaeT aHTHXOJMHACTCPA3HON
AKTUBHOCTBIO, TpernapaThl C aHTUXOJIMHACTEPA3HOH aKTUBHOCTHIO MOTYT MpoieBaTh dddekt
0JIOKATOPOB HEPBHO-MBIIICYHOW TEpeayrl CYKCAMETOHHS;, W BO3MOXHO AHTAaroOHU3UPYOIIEe
JEHCTBUE B OTHOIIICHUY HEPBHO-MBIIIICYHOU OJIOKA Bl HEJCTIONAPHU3YIONIUX MPEIapaToB.

Jlpyrue B3auMoOaeCTBUSL

S-¢pmopypayun/ponunam  xkanreyus.  OAHOBPEMEHHOE BBEJIEHHE C HPUHOTEKAaHOM B
KOMOMHHUPOBAHHOM Tepanuu He U3MEHseT (papMaKOKUHETUKY HPUHOTEKaHA.

besayuzyma6b: pe3ynpraThl CHELUAIBHOTO HCCIEAOBAaHUS B3aUMOJAEHCTBUS IpenapaToB HE
MOKa3aJM CYIIECTBEHHOIO BIMsIHMS OeBanu3ymaba Ha (papMaKOKMHETHKY WPUHOTEKaHa U €ro
akTuBHOro Merabonura SN-38. TeM He MeHee, 3TO HE UCKIIOYAECT YBETUYEHUS TOKCUYHOCTHU
BCJIEJICTBHE (hapMaKOJIOTHYECKUX CBOMCTB.

Llemykcumab: HET NOKa3aTeNbCTB TOrO, YTO HA MPOoGuiIb OE30MaCHOCTH MPUHOTEKaHA BIIMSET
HEeTYKCUMa0 MM HAa00OpOT.

Ilpomueoonyxonesvie cpedcmea (8knouas Ayyumosun 8 Kauyecmee npoaeKapcmea -
@mopypayuna): HexenateabHble 3pPEKTHl UPUHOTEKaHA, TAaKUE KaK MHEJIOCYNpPEecCUs, MOT'YT
yCYTyONsThCA JAPYTUMH  TPOTHBOOITYXOJIEBBIMU IpETapaTaMyi, HWMEIOIUMH  aHAJTOTUYHBINA

npoduib HekenaTeIbHbIX 3PHEKTOB.

4.6. ®epTUIBHOCTDH, 0€PEMEHHOCTD H JIAKTALUS

>KeHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHeHHI/Iﬂ Y MY)XYHH U )KCHHII/IH)

ITammerTKaM ACTOPOJHOIO BO3pacTa CICAYCT HCKIIOYHUTHL HAJIUYUC 6epeMeHHOCTI/I J0 HayaJia

10
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NPUHUMAET UPUHOTEKaH.
[TanmeHTKaM JIETOPOAHOTO BO3pacTa PEKOMEHIYETCSl HCIOJIb30BaTh BBICOKOI((EKTUBHBIC
METO/Ibl KOHTpALIENLUU BO BPEMS TEpallMK U B TeUeHHE 6 MECSILEB MOCIIE 3aBEPIICHUS JICUCHHUS,
U3-3a [OTEHLUAIBHOTO FeHOTOKCUYECKOI 0 IeHCTBUS HPUHOTEKAHA.

MyX4nHaMm, YbM TAPTHEPIIM CIOCOOHBI K JETOPOXKIACHUIO, PEKOMEHAYETCS HCIOJIb30BaTh
3 PEeKTUBHBIE METOABI KOHTPALENIHUU BO BpeMsl Tepaluu M B TEUYEHHUE 3 MECALEB IOCIe
3aBEpILICHMS JICUSHMs, N3-3a OTEHIIMAIBHOTO FT€HOTOKCUYECKOT 0 IEHCTBHUS UPUHOTEKAHA.
bepeMeHHOCTB

AJICKBaTHBIX ~XOpOLIO KOHTPOJIHMPYEMBIX HCCICAOBAHUI MPUMEHEHHS HWpPUHOTEKaHa Yy
OepeMEeHHBIX HE MPOBOIMIOCH. VIpUHOTEKaH MOXET NMPUBOIUTH K MOBPEXKICHHIO IUIOAA IPH
npuMeHeHHH y 6epeMeHHBIX (M. paszen 5.3).

JlakTanuys

JlocTynHbIe TaHHBIE OTPAHUYCHBI U ITOJIYYEHBI OT OJHOM MAIIMEHTKU. Y POBHU HPUHOTEKAHA U €TO
akTuBHOTO MetaboanTa SN-38 ObuM U3MEPEHBI B TPYIHOM MOJIOKE OJTHOM MAallMeHTKH.
Bo3zaeiicTBrue Ha HOBOPOXKACHHBIX JIeTeil/MIaIeHIIEB HEU3BECTHO. [13-32 BO3BMOXKHBIX CEPhE3HBIX
HE)KEJIaTeNIbHBIX peaKkUi y NeTel, HaXOsIUXCs Ha TPYAHOM BCKapMJIMBaHUM, PEKOMEHIYEeTCs

HPEKPATUTh TPYAHOE BCKAPMIIMBAHUE BO BpeMsl IPUMEHEHUs HpUHOTeKaHa (cM. pasnen 5.3).

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMHM M padoTarh ¢
MeXaHHU3MaMH

BnusiHue uprHOTEKaHa Ha CIIOCOOHOCTH YNPaBIATh TPAHCHOPTHBIMU CPEACTBAMHU M pabOTaTh C
MEeXaHM3MaMH HE€ OLEHUBAJIOCh. TeM He MeHee, NAIMeHTOB HEOO0XOAMMO MNpeAynpeluTh O
BO3MOKHOCTH IOSIBJIEHUS TOJIOBOKPY)KEHHUSI MJIM 3PUTENIBHBIX PacCTpPOICTB B TeueHHe 24 yacoB
IOCJIE BBEJICHUS HMPUHOTEKAHA M PEKOMEHIOBATH NPU BO3HMKHOBEHHH JIAHHBIX CHMIITOMOB

BO3JICPIKATHCA OT yIIPaBJICHUSA TPAHCIIOPTHBIMU CPEACTBAMU U pa60TI>I C MEXaHU3MaMHU.

4.8. Hexkenare/jibHbIE peakKUUU

Tabauunoe DPE3IOME HEXKENATEIbHBIX PEAKIINN

Yactora moOOYHBIX peakiuii MpUBEeHA B BUJIE CIENYIOMIEH Tpaganuu: ovens yacmo (> 1/10);
yacmo (> 1/100, vo < 1/10); newacmo (> 1/1000, no < 1/100); peoxo (> 1/10 000, vo < 1/1000);
ouenw peoko (< 1/10 000); uacmoma neuzéecmua (Ha OCHOBAaHHHM MMEIOIIUXCS JAHHBIX OLICHUTD

HEBO3MOJKHO).

11



Tabnuya HedcenamenbHvlX peakyutl npu NPUMeH

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 23.12 2025 N= 31950

erut uphotea -6k ahEenie Sionlomep .

CucTeMHO-OpraHHbIf Ouens yacto Yacro Penxo Yacrora
KJ1acc (=>1/10) (>1/100, Ho < (>1/10 000, HO < HensBecTHa (Ha
1/10) 1/1000) OCHOBaHUU
UMEIOLTNXCA
JTAHHBIX OIEHUTH
HEBO3MOJKHO)
WNudexunn v naBazun nHpEKIH Cercuc
JloGpokayecTBeHHBbIE, CUHAPOM  JIM3HCA
3JI0KaUY€CTBEHHbIE u OMyXOJIn
HEYTOYHEHHbIE
HOBOOOpa30BaHUS
(BKIOYask ~ KUCTBI U
T10JIUIIBI)
Hapyiienust co cTopoHbl | HEHTpOIEHHUS,
KpOBH U TUM(ATUYECKON | IeHKOMEeHuS,
CUCTEMBI aHemus,
TPOMOOLIUTONICHUS
Hapymienust co ctopoHbt aHa(UITAKTUICCKHMA
MMMYHHOUN CHCTEMBbI IIOK,
aHa(UITAKTOUTHBIC
peakuuu
Hapymienus TUTIOKAJTUEMUS,
MeTabonu3Ma U MUTaHus TUTIOMarHueMus,
TUTIOHATPHEMHSI,
CHI)KCHHE  MAacChl
Tena,
JeruapaTanus,
TUTIOBOJIEMHUSI
Hapymienust co cTopoHBbI | OCTpbIit HEIPOU3BOJIbHBIC
HEPBHOU CUCTEMBI XOJIMHEPTUYECKU MBIIICYHBIE
CUHIPOM MOJIEPTUBAHUS WIIH
CyJIOpOTH,
NapecTe3uu,
HapylieHue
MOXOJIKH,
CITyTaHHOCTH
CO3HaHU,
TrOJI0OBHAS 001,
NpeXOasAIe
HapYIIEHUs PEUH
Hapymienust co ctopoHsl TUIIOTOHUS, CeplIeyHO-
cepaua HEJIOCTATOYHOCTh | COCYAHCTHIC
KpOBOOOpAIIIEHHsI | pacCTpOICTBa,
6onp B oOnacTu
IPYAHOM  KIIETKH,
00MOpOYHbIE
COCTOSIHMSI
Hapymenust co ctoponst CTEHOKapAus,

COCYJIOB

TpoMOO3 apTepHii,
HWHCYJIBT,

12
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MO3TOBOTO
KpPOBOOOpAIICHHUS,
TpoMOODIeOUT
TITyOOKHX BEH
HU3KHX
KOHEYHOCTEH,
TpOMOOIMOOITHS
COCY/IOB  HWKHHUX
KOHEYHOCTEH,
OCTaHOBKa cep.ua,
uHpapkT
MHUOKap/1a, UIIeMHUS
cepAe4YHOI
MBIIIIIBI,
HapylIeHue
KpOBOOOpaIieHus: B
nepupepuIecKux
cocyaax,
TPOMOOIMOOITHS
JIETOYHOM apTepuu,
BHE3aITHAsI CMEPTh,

TpoMOODIIEeOUT,
COCYIUCTBIE
HapyLICHHUs
Hapymenust co cTropoHsl OJIBIILIKA, JIETOYHBIE
JIBIXaTEJIbHOM  CHCTEMBI, UHQUIBTPATHL,
OpPraHOB IPYAHOMN KIIETKH PUHUT
U CPENOCTEHUS
Hapymienust co CTOpOHBI | TOIIHOTa,  PBOTA, | 3aIIOPbI NICEBIOMEMOPAHO3 | aHOPEKCHS,
KEIyI0YHO-KUIIEYHOTO | 1uapes, Oonu B HBIN KOJIUT, | MyKO3UTHI,
TpakTa KHUBOTE KHILEYHAS KaHJIU103
HEMPOXOJUMOCTb, | JKEITYJOYHO-
KPOBOTEUEHHMS] U3 | KUIIEUYHOI'O TPAKTa,
KEITYOYHO- UKOTa
KHILEYHOIO TPaKTa,
niepdoparius
KHMIIECYHHUKA
Hapymenust co cTopoHsl MOBBILLICHHUE
NIEYECHU U aKTUBHOCTH
KEJTYEBBIBOSAIINX yTeH aMuJIa3bl U JIMIA3bl
Hapymenust co cTopoHBI | anonenus KOXHast CBIIIb,
KOXH U  TOJKOXHBIX KOXHbIE
TKaHe! IIPOSIBJICHUS
Hapymennst co ctopoHbl HapylIeHHE nHpexuu
MIOYEK U (GyHKIMH — TIOYEK, | MOYENOJIOBOM
MOYEBBIBOIAIINX yTEH pa3BUTHE  OCTPOM | CUCTEMBI
IIOYEYHOHU
HEJ0CTaTOYHOCTHU
OOue HapylleHUs U | JIUXOpajKa 6011b, MECTHBIE
peakuuu B MecTe peakuuu
BBEJICHUS
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KpOBU

TIOBBIIIICHUE
AKTUBHOCTH
TpaHCaMHHA3,
LIEJI0YHOU
docdarassl,
raMMariIyTaMuI
TpaHchepassbl,
KOHIIEHTPAIIUN
OownpyouHa,
KpeaTHHUHA W
a30Ta MOYCBHHBI
B CBIBOPOTKE

Ta@zuua HeofcelamelbHblX peam;m?, B6O3HUKAWUX npU npUMEeHeHuu UpuHomeKana 6 cocmaee

KOMOUHUPOBAHHOU mepanuu

CucreMHO-OpraHHBIN KIacc Ouenb yacTo Yacro YacroTa Heus3BecTHa (Ha
(= 1/10) (>1/100, 5H0 < 1/10) | OCHOBaHWHM HMECIOIIUXCS
JAHHBIX OLEHUTH
HEBO3MOKHO)
Nudexunn u nHBa3uu uHpeKmn
Hapymenust co  cTOpoHBI | HEUTpOIEHUS, bebpunbHas
KpoBU U JUM(pATUICCKOU | aHEeMus, HEUTPOIICHUS
CHCTEMBbI TPOMOOLIUTONICHUS
Hapymenust co  cTOpOHBI peakuuu
MMMYHHOW CHCTEMBbI TUIEePYYBCTBUTEIHHOCTH
Hapymenust co  cTOpOHBI OCTPBII
HEPBHOW CHUCTEMBI XOJMHEePTUYECKHA
CUHJIPOM

Hapymenuss co  cTOpoHBI uIeMus/MHpapKT
cepaua MHOKap/ia
Hapymenusst co  cTOpOHBI TpoMO03/TpoMO03IMOOTHS
COCYJIOB
Hapymenust co  CTOpOHBI | TOIIHOTa,  PBOTA,
KEITYTOTHO-KHAIIIETHOT O apest
TpakTa
OO6mme HapyIeHus u JTUXOopaaKa
peaxiuy B MECTE BBEICHUS

Ta@mua HedHceIamelbHblxX peakuuﬁ, 6blAI6/IEHHbIX 6 nOCWlp@ZMCWlpdb]uOHHbZIZ nepuod:

OueHb
4acTo
(>1/10)

CucremMHO-
OpraHHBIN Kiacc

Heuacto
(> 1/1000,
HO < 1/100)

Yacrto
(>1/100,
HO < 1/10)

Penxo
(>1/10 000,
HO < 1/1000)

OueHnb penko
(< 1/10 000)

Yacrora
HEu3BecTHa (Ha
OCHOBaHUU
UMEIOIIUXCS
JAHHBIX
OILICHUTH
HEBO3MOJKHO).

14
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Nudexum u (MOCAEAPEATENSHOL] aal.:lic:l"l-ellllllaﬂbHHe

WHBa3u1 rpUOKOBBIE |
BUPYCHBIC
nHbeKmn

COOGH.ICHI/IC 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

Baxno coo0mare 0 MOJ03peBaeMbIX HEXKENaTeNbHBIX pEeaKIUsAX I0Clie pPETUCTpaluu
JIEKapCTBEHHOT'0 Tperapara ¢ 1elbio 00ecrnevyeHrs HeMPephbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«oNb3a — PHUCK» JICKAPCTBEHHOTO mpernapara. MeIuIMHCKUM pabOTHUKAM pPEKOMEHIYETCS
€o00IIaTh O JIFOOBIX TMOI03PEBACMBIX HEKEIATEIBHBIX PEAKIUAX JEKApPCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHHS O HEXKEIATeNbHBIX PEaKIHSIX IOCyIapCTB — YJICHOB
EBpa3uiickoro 3kOHOMH4ECKOro CO03a.

Poccniickas @enepanus

®depnepanbHas ciyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

109012, r. Mocksa, CnaBsiHCcKas 1iomans, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

DnekTponHas moyra: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

Caiit B UH(POPMAIIMOHHO-TEIIEKOMMYHUKAITUOHHON CeTH «HTEpHETY:!

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

4.9. llepeno3npoBka

CHMIITOMBI

V uenoBeKka TpH OJHOKPATHOM MHpueMe 103 10 750 Mr/m? HeenaTelbHbIE SBICHHSA OBLIH
AQHAJIOTMYHBI TAKOBBIM, 33apETHCTPUPOBAHHBIM IMPU PEKOMEHIYEMBIX pEXUMaX J03WPOBAHUS.
Coo0maioch 0 Tepeno3upoBKe B ClydasX MPHUMEHEHHUs J103, NMPUOJU3UTEIBHO B JBa pasa
MPEBBIIAOIINX PEKOMEHYEMYIO TePaleBTUICCKYIO JT03Y, YTO MOXKET MPUBECTH K JICTAITBHOMY
ucxony. Haubonee 3HAaUMMBIMU HEXENAaTEIbHBIMU SIBJICHUSIMH OBLIM TsDKENas HEHUTPONEHHS U
TsDKENas auapes.

JleueHme

AHTUIOT TIpH TEPEJIO3UPOBKE HWPHHOTEKAHAa THUAPOXJIOpUIA TPUTHIpPATa HEHU3BECTCH.
Pexomennyercs moaaepkka (GYHKIIUU JBIXaTeIbHONW U CepJedHO-coCcyaucToi cucreM. Cremyer
MPOBOANTH MAaKCUMAJILHOE TIOJIICPIKUBAIOIIEE JICUSHUE AJIs MPEAOTBPAIleHUsT 00e3BOKUBAHUS B

CBSI3U C IMApeel U JUTsl JISUEHUS JTFOOBIX WH(PEKITMOHHBIX OCIIOKHEHUH.
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5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTUUYECKass IPYIINa: MPOTHBOOIYXO0JIEBBIC CPEICTBA; AIKAJIOUIBI PACTUTEIHLHOTO
MIPOUCXOXKICHUS U APYTUE IPUPOTHBIC BEIIECTBA; HHTUOUTOPHI TOTOM30Mepaskl [.

Koxg ATX: LO1CEO2

MexaHu3M IeHCTBUS

HpunorekaH, KOHIIEHTpAaT [Jsi NPUTOTOBJICHUS pacTBopa i HUHOY3HWH, sBiIseTcs
IPOTHBOOITYXOJIEBBIM CPEICTBOM, MTPEICTABUTENIEM KiIacca MHT'MOUTOPOB TOITOM30MEpasHl I.
HpuHoTekaHa TUApPOXJIOpHAAa TPUTHIAPAT — 3TO MPOM3BOAHOE KammrToTenunHa. KammnrorenuHs
B3aMMOJICHCTBYIOT crienuduuecku ¢ Tomousomepasamu [, KOTOpble OCIa0ISIIOT TOPCHOHHOE
HanpsokeHue B JIHK mnyrem BHeceHHMS OJHOLIETIOYEYHBIX Pa3pblBOB C  MOCIEIYIOLIUM
BOCCTaHOBJIeHHEM. VprHOTEKaHa THAPOXJIOPUAA TPUTUAPAT U €ro aKTUBHBIA MeTtaboimut SN-38
CBS3BIBAIOTCS € KoMIUiekcom Tomom3omepaza [ - JIHK wu mnpemorBpamaror mnOBTOPHOE
JUTUPOBAHME 3TUX OJIHOLENOYEUYHBIX pa3pbIlBOB. COBPEMEHHBIE HCCIIEJOBAHUS IOKA3bIBAIOT, YTO
[MUTOTOKCUYHOCTh HMPUHOTEKaHa TUAPOXJIOpUIA TPUTHIpATa OOYCIOBICHA TOBPEKICHUEM
neyxuenoueyHoit [JHK, Bo3HuKarommm B riporiecce ee CHHTE3a IMPH B3auMOJEHCTBUU (DEPMEHTOB
peTUTUKAIMK ¢ TPOMHBIM KOMILIEKCOM, 00pa30BaHHBIM 101 AeiicTBUEM Toron3omepassl I, JJHK u
100 MPUHOTEKAHA THUIPOXJIOpUIa TpUuruapara, imdo SN-38. KineTku MiaeKonuTaommux He MOTyT
3¢ (peKTUBHO BOCCTAaHABIMBATH ATH JIBYLIETIOYEUHbIE PAa3PBIBHI.

HWpunoTexkaHa THAPOXJOpUIA TPUTHUIpPAT BBICTYNAET B KayeCTBE BOJOPACTBOPUMOIO
npeanecTBeHHnKa aunoduiasHoro Merabosmra SN-38, xotopsrii mpumepro B 1000 pa3 Goiee
3¢ (HEeKTUBHO, UeM UPUHOTEKaHa TUAPOXIOPU] TPUTUAPAT, YTHETAET AKTUBHOCTH TOTIOM30MEPa3bl
I, BbIAECTIEHHON M3 KJIETOK OIYyXOJieH 4eaoBeKa M IpbI3yHOB. OJIHAKO TOYHBIX JAHHBIX O
Bo3zercTBMM SN-38 Ha aKTHUBHOCTH HPUHOTEKaHa TUJpoxjopuaa Tpuruapara HeT. Kak
MPUHOTEKaHa FMAPOXJIOpHIa TPUTUAPAT, Tak U SN-38 CylIecTBYIOT B aKTUBHOW (popMe JTaKTOHA
U B HEaKTUBHOM (hopMe aHMOHA TUAPOKCUKUCIOTHL. Caur pH B KHcIyt0 CTOPOHY CIOCOOCTBYET
00pa30BaHUIO JIAaKTOHA, TOT/Ia Kak OoJiee IieoyHas cpefa OJaronpusTCTBYeT O0Opa3oBaHUIO
AQHMOHA THJIPOKCUKHCIIOTHI.

BBenenue upuHOTEKaHa TUAPOXJIOpUAA TPUTHApPATA JIEMOHCTPUPOBAJIO IMPOTHUBOOITYXOJIEBOE
JefiCTBHE Ha 3JI0KaYeCTBEHHbIE 00pa3oBaHUs (XapaKTepHbIE /JJs TPBI3YHOB) y MbIIIEH U
KCEHOTPaHCIUJIaHTaThl KAPLIMHOMBI YEJIOBEKA PA3JIMYHBIX TUCTOJOTMUECKUX THUIIOB.

HpuHoTekaHa TUAPOXJIOpUIA TPUTHAPAT  SBISETCS  HEKOHKYPEHTHBIM  HHTHOHTOPOM
AlETUIIXOJUHACTEPa3bl, U €ro MPUMEHEHHUE COIMPOBOXKAAETCS XOJUHEPTUYECKHUM CHHAPOMOM
(cm. paznen 4.8).

Kannunueckue HCCJIeJ0BaHUA
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[IpumeHneHne HWPUHOTEKAHA THAPOXJIOPH]IA TpI/IrH':)ﬂ)I;%'—l E%;&hﬁggg Hﬂ':' :

WCCJICIOBAHMSIX B KOMOWHAIMK C (PTOPYpalMiIoM U Kalblids (OIUHATOM B KAueCTBE TEparuu
NEepBOM JIMHUM TPU METACTATUUYECKOM KOJIOPEKTAIHbHOM pake HU B BUJIE MOHOTEpAIluu,
IpUMEHsSeMON B ciy4yae Hed(P(EKTUBHOCTH Tepanuu MepBoil juHuu. llpu npumeHeHumn
UPUHOTEKaHA THIPOXJIOpUJA TPUTHApATa B BUIEC MOHOTEpPANUU H3y4Yajdd CXEMbl MPUMEHEHUs
1 pa3 B Henemio u 1 pa3 B 3 negenu. [lpu npuMeHeHUH UPUHOTEKaHa THAPOXIIOPUIA TPUTHAPATA
B BUJIC KOMOMHHMPOBAHHOW TEparuy M3y4ald CXEMbl MPUMEHEHUs | pa3 B HENENI0 U KaXKIbIe
2 uenenu. IlamueHtsl ¢ mokaszareneM oOIIEro COCTOSHUS 3 wid 4, COracHO KPHUTEPHUsIM
Bcemupnoii opranuzarnuu  3apaBooxpaHeHuss (BO3), B KIMHUYECKHUX MCCIICIOBAHUIX HE
ydacTBoBaiH (cM. Tabmuity 1).

Ta6auna 1. Hxana BO3 st oneHkn o011ero cocTositHus 310pOBbs

Iloka3zarear o0mero | mo mkajge BO3
COCTOSIHMSI 310POBbSI

0 [TariMeHT MOJTHOCTHEO AKTHBEH M CHOCOOEH BBIMOJIHATH BCE 3a]la4d
0e3 orpaHWYeHH, KaKk 1 J10 3a00JICBaHMUSI.

1 [TarmeHT orpaHuyeH B (DU3HUYECKOW NEATEIHLHOCTH, HO CIIOCOOCH
MIEPEIBUTAThCSI M BBINIOJHATH PabOTy JIETKOTO WM CHUISYETO
XapakTepa.

2 [TarueHT  COCOOCH K TEPEABMKCHHIO U TIOJTHOMY

€aMOOOCITYKUBAaHUIO, HO HE CIIOCOOEH BBIMOJIHATH JI00YI0 paboTy;
6onee 50 % BpemMeHH OOJPCTBOBAHUS MPOBOJUT B BEPTUKAIBLHOM

MIOJIOXKCHHU.

3 [TareHT crocoOeH JIMIIb K OrpaHHYEHHOMY CaMOOOCITY)KHBaHUIO,
6omnee 50 % BpeMeHu 00APCTBOBAHMS MPOBOUT JIEKA WIH CHJIS.

4 [Tonnas WHBaJINIU3AIIHS; HE MOKET OCYIIECTBIISATh

caMoO0OCTy>KMBaHUE; TTOJIHOCTHIO MPUKOBAH K KPOBATH WM CTYITY.

Komounupoeannas mepanusa nepeoii 1uHUU MeMACMamu4ecKko20 K0J10peKmaibHo20 paKa

JIBa paHAOMU3HMPOBAHHBIX OTKPBITBIX KOHTPOJIUPYEMBIX MEXAYHAPOJIHBIX KIMHUYECKUX
uccienoanus gassl |11 060cHOBBIBAIOT MpUMEHEHNE UPUHOTEKaHa TUAPOXIIOPUAA TPUTHIPATA B
KaueCTBE Tepanuy NEPBOM JIMHUU Yy ALIMEHTOB ¢ METACTATUYECKUM PAKOM TOJICTOM WM MPSIMON

KUIIKU. PeXnuMBI AO3UPOBAHUS B 3TUX UCCICHOBAHUAX 0606H_IGHLI B Ta6J'II/ILIe 2.

Taﬁ.lmua 2. Pe:xkumbl A03UPOBAaHUS B HCCICI0BAHUAX IO OLEHKE TEpaluu HepBOﬁ JIMHUU

METACTATHYCCKOI'0 KOJOPEKTAJbHOT0 paKa

I'pynna BemecrBo Pexum no3uposanus B Pexum n03upoBaHus B
uccjaenopanuu 1 HCCJICIOBAHNH 2

A Hpunotekana 125 mr/m? wpuHOTeKkaHa | He mpuMeHHMO.
TUAPOXJIOPH]L THJIPOXJIOPHU/IA B BUJIE B/B
uHQY3Uu B TEUYCHHE
90 MuHyT.

JleueHne  npoBOAMIIOCH
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YeThIpeX  HeAeldb  C
BO300HOBJICHHEM Kypca B
JeHb 43.

80 MI/M?

B1 HpuHorexkana 125 Mr/m? upuHOTEKaHa UPUHOTEKaHa
THJIPOXJIOPU]L TMJIPOXJIOPHUJIA B BUJE B/B | TMAPOXJIOPUI B BHIE B/B
Kanplug QonuHar | ”HPY3un B TeueHHe | uHGY3UH B TeueHne 90 MUHYT
dbTopyparui 90 MHHYT c|mmoc 500 wmr/m? Kanbmus

MOCIIEAYIOLIUM ¢donuHara B BUJe B/B MHPY3UU
BeenerneM 20  wmr/mM2 | B TeueHwme JIByX 4YacoB C
Kanplug  (onuHaTa B | MOCIEAYIOMIUM BBEJICHHEM
BUie B/B  OomocHoil | 2300 Mr/mM? ¢ropypammia B
WHBCKIIMU, a  3aTeM | BUAC B/B UH(QY3UU B TCUCHHE
500 mr/m? ¢ropyparnmina | 24 yacos.

B BuJe B/B OomtocHoil | Jleuenune mpoBoamiocsk 1 pas B
UHBEKLINH. HEeJleNn0 B TEYEHHE LIECTH
Jleuenne  MPOBOAWJIOCH | HENENb C  BO30OHOBJICHHEM
1 pa3 B Hezelto B TeueHue | JeueHus: B JieHb S50 (pexum
yetbipex  Hemenb ¢ | AIO)?

BO300HOBJICHHEM

JICUCHHUSI B JICHb

43 (pexum 3anbtiia)’.

B2 HpuHorexana He npumennmo 180  mr/M’  upuHOTEKaHa
THJIPOXJIOPHU]L THJIpOXJIOpUia B BHJE B/B
Kadplusg  (QOIMHAT uH}y3uu B TeueHne 90 MUHYT B
bTopyparun neHb 1, a gepes 1 yac 200 mr/m?

Kanpuus (onrHaTa B BUZAC B/B
UH(Y3UHU B TEYEHHE JIBYX YaCOB
C TOCIEAYIOIIMM BBEJICHHEM
400 mr/m? pTopypanuna B BUE
B/B OOJIOCHOH HHBEKIUHA U
600 mr/M? ropypaiuna B BUe
B/B uH(QY3un B  TeuyeHHE
22 yacosB B 1HHU | u 2. Jleuenue
MPOBOJIMIIOCH ~ KaXIble  JIBE
Heaenu (pexxum ne ['pamona)?

C1 Kanpuusa ¢onunar | 20 Mr/M? kanbims | 500 Mr/m? kanbims (GoauHATa B

bTopypanun donuHata B BUIE B/B | BUJAE B/B MH(Y3UU B TEUCHHE

OOMIOCHOW HHBEKIIMUA C | IBYX YacOB C IMOCIEIYIOIeH
MOCIIEAYIOLIUM B/B  uHOby3ueit 2600 Mmr/m?
BBefieHHMeM 425 wMr/m? | dropypanmna B TedeHHe
¢dTopypaumia B Buzie B/B | 24 4acos.
OO0IFOCHOM WHBEKIIHH. Beenenmne mpemnapara
JleueHnne MPOBOAMIOCH B | OCYIIECTBISUIOCH €KEHENETbHO
TE€UEHHE 5 THeW MOAPSA C | B TEYEHUE IIECTH HENeNlb C
MOBTOPEHHEM B  JIeHb | BO3OOHOBIEHHEM B  JICHb
29 (pexum «xiuHUKH | 50 (pexxum AIO)?.
Mayo»)®.

C2 Kanpiust  gonunar | He mpumenumo 200 Mr/m? Kambius GONMHAT B

bTopypauun

BUJie B/B MH(]Y3UU B TeUueHHE
JIBYX YacoB C MOCIEaYyIOUIeH
B/B  OONIOCHOH  MHBEKIHEH
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nHdy3uein 600 MT/M?
dropypanmiia B TEUYCHHE
22 yacoB B nHu 1 u 2.

JleueHne npoBOAMIIOCH KAK/IbIE
nBe  Henmenu  (peXHM e
I'pamona)a

"Ha ocHOBaHUU PEKUMOB JJO3UPOBaHUS 3albTIa, «KIUHUKU Mayoy, ne ['/pamona u Accoruanuu

MEIUIMHCKON OHKoorud Hemerkoro onkojormueckoro obrmrectsa (Association of Medical

Oncology of the German Cancer Society — AlO)

Jns npounakTUKu W/WIM JI€YEHUsS CUMIOTOMOB, BO3SHHMKIIMX TOCJE Kypca JI€YeHHs, B 000HX
MCCJIEIOBAHMSIX MAllMeHTaM Ha3HAYalICh COMYTCTBYIOIINE JICKAPCTBEHHBIE CPEACTBA, TAKUE KaK
MIPOTUBOPBOTHBIC CPEJCTBA, aTPOIMH M JomepamMua. B uWccieqoBaHuH 2, €CId OTCPOUYCHHAsS
auapesi coxpaHsuiach Oosiee 24 YacoB, HECMOTpsT Ha TIpUEM JIoTepaMujia, Ha3zHadaJcs
npoUIaKTUYECKHI 7-THEBHBIA KypC aHTUOMOTUKAMH (PTOPXMHOJIOHOBOTO psiia. Y MAIlEeHTOB, Y
KOTOPBIX JIhapesi coxpaHsiiack 6osee 24 yacoB, HECMOTPS HAa IPUEM JIONIEPAMUIA, UITH Y KOTOPBIX
B JIONIOJIHEHWE K JHMapee pa3BUBANACh JIMXOPaJKa, ObLJIO HAYaTO JIeYeHHE (TOPXHUHOJIOHOM
nepopaibHO. Takke JiedeHne (PTOPXUHOIOHOM NEPOPATHLHO IMPOBOIWIOCH Y TAIMCHTOB, Y
KOTOPBIX abcommoTHoe KonndecTBo HedTpoduaoB (AKH) cocramsuio < 0,5 x 109/1, maxe npu
OTCYTCTBUM JIUXOPAJAKU WM Juaped. [lanueHTsl Takke NOdy4dalld aHTUOMOTHUKOTEPAIUIO
BHYTPUBEHHO, €CIIM y HUX HAONIOAAach CTOWKAs AWapes WM JIMXOPaJKa, WIH pPa3BHUBAIACH
KHIIIEYHAS. HETIPOXOIMMOCTh B 000MX MCCiIeIoOBaHUSIX KOMOMHUPOBAHHAS TepaIis HPUHOTEKaHA
TUAPOXJIOPHUAA TPUTHAPATOM/PTOPYPAIHIOM/KaTIbIUS (OTUHATOM MIPUBOIUIA K 3HAUUTEIBHOMY
YIYYIIEHUIO YPOBHS OOBEKTHUBHOTO OTBETA OMYXOJH, BPEMEHHU J0 MPOTPECCUPOBAHUS OMYXOJIU
(BAIT) u BBDKMBAEMOCTH TIO CPABHEHHUIO C MOHOTEpanuei GTropyparioM/Kainbiius (GoIuHaATOM.
OTH paznuuus B BBDKHBACMOCTH HAOJFOMATNCh HECMOTPSI Ha HMCIIOJIB30BAHUE TEPAIUU BTOPOM
JUHUK TIOCTIC 3aBEPIICHHS] WCCIICOBAHMS, BKJIIOYAs PEKUMBI, COICpXKAIIHEe HPUHOTEKAH, Y

MNalfMCHTOB B KOHTpOJ’ILHOI\/’I TpymiIie. XapaKTepI/ICTI/IKI/I ManMCHTOB U OCHOBHBIC PE3YJIbTAThI

OIIEHKH 3(PPEKTUBHOCTHU MIPE/ICTaBICHBI B TaOIHIIE 3.

Ta6muma 3. KoMmOuHupoBaHHas Tepanusi TMepBO JIMHMM  MeTACTATHYECKOI0
KOJIOPEKTAJBHOr0 paka. Pe3yjbTaThl HCCI€10BAHUSA
HccnenoBanue 1 HccaenoBanue 2
JHemorpaduueckue Upunorexana | @ropypaums/ | Upunorekana | Upunorekana | dropypanmn
XapaKTEpUCTUKU U | TUAPOXJIOPUA | KaJIbLIHS THJIPOXJIOPHU]T | TUAPOXJIOPU] | /KanbLus
MIPUMEHEHNE ®Topypammit/ | GpoauHAT /dTopypanun | dhonuHAT
npernapara KaJIbLUs /KabIHS
donuHaT ¢donuHaT
KonuuectBo 231 226 226 198 187
NAIMEHTOB
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Kenckuit/myxckoi
ot (%)

34/65

45/54

BRI

BATEPRHOCT

=053

MenuaHHBIM BO3pacT
B roJiax (JMama3oH)

62 (25 — 85)

61 (19 — 85)

61 (30— 87)

62 (27 — 75)

59 (24— 75)

OO01iee cocTosIHUE
(%)
0
1
2

39
46
15

41
45
13

46
46

o1
42

51
41

Menanana
IIEPBUYHOU OITyXOJIH
(%)

TOJICTAs] KUIIKA
npsiMasi KUIIKa

81
17

85
14

84
15

55
45

65
35

MenunanHoe Bpems ¢
MOMEHTA
ITOCTAHOBKH
JIHarLosa Ji (o)
paHIOMU3AIHN
(Mecs1bI, TUara3oH)

1,9
(0 — 161))

1,7
(0 — 203))

18
(0,1 — 185))

4,5
(0-88))

2,7
(0-104))

[IpenmecrByromas
aJbIOBaHTHAs
Teparnus
bropyparmnom (%)
Her

Ha

89
11

92

90
10

74
26

76
24

MennanHas
IIPOJOJKUTEIBLHOCTD
JedeHus (Mecsiibl)

5,5

4,1

3,9

5,6

4,5

Memuannas
OTHOCUTEIbHAA
WHTEHCUBHOCTD
no3upoBanus (%)
Hpunotekan

dbropyparn

72
71

86

75

87
86

93

PesynbTats! oueHkH 3¢ hekTHBHOCTH

[MoaTBepkaeHHAS
4acToTa
00BEKTUBHOI'O
oTBeTa  OmyXxomu®
(%) [95 % IU]

39
[33 - 46]

21
[16 - 27]

18
[13 - 24]

35
[28 - 42]

22
[16 - 29]

MenunanHoe Bpems
10
MPOrPeCCUPOBaHUS
onyxoiu (Mecslibl)
[95 % U]

7,0
[5,4-8,0]

4,3
[3,7—4,6]

42
[3,9-5,0]

6,7
[5,7-8,0]

4.4
[3,2 - 5,5]

Menuana
BEDKHBAEMOCTU

(mecsbn) [95 % U]

148
[12,3-17,1]

12,6
[11,1 - 14,6]

12,0
[11,3 - 13,5]

17,4
[15,2 - 20,2]

14,1
[12,6 — 17,4]

4 Cwm. Tabmumy 1.

0 HO,Z[TBCp)KI[eHa qcpe3 > 4-6 HCACIIb MTOCJIC IMMOJIYYCHUA IIEPBOT0 MOATBCPKACHUSA 00BEKTHBHOIO
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L L

OTBETA.

[Tokazarenn dYacTOThl OTBETa W BPEMEHU JIO TPOTPECCHPOBAHUS OIMYXOJIW BO BCEX
nemMorpaduueckux MOATpyNHax W MOATPYIax, CBA3aHHBIX ¢ 3a0ojeBaHHEM (110 KAaTErOpUsSM
BO3pAacTa, 1oJia, STHUYECKOro MPOUCX0XKIEHUS, OOLIEr0 COCTOSTHUS, CTETIEHH TOPAKEHUS OPTaHOB
paKoMm, BpeMs OT MOCTAHOBKH JUArHo3a 3JI0Ka4eCTBEHHOI0 HOBOOOPa30BaHMUs, MPEAIIECTBYIOIIEH
aIbIOBAaHTHOW TEpamvH M OTKJIOHEHHS J1a00paTOPHBIX IMOKa3aTeleil OT HOPMBI HA MCXOJHOM
YPOBHE) IEMOHCTPUPOBAIIN YIIYUILIEHUE B HCCIIETOBAHUIX KOMOMHIUPOBAHHOW Tepariii Ha OCHOBE
MPUHOTEKaHa TUIPOXJIOpUIA TPUTHAPATA 0 CPABHEHHIO C PTOPYPALHIIOM/KaIbIHs (OTUHATOM.
B o0oux uccnemoBaHusx ucnonb3oBaics ONMPOCHHUK OLEHKW KadecTBa XU3HHM EBponeiickoi
OpraHM3aIy 10 HccleaoBaHuio U JedeHuro paka (European Organisation of Research and
Treatment of Cancer Quality of Life Questionnaire — EORTC QLQ-C30). Hecmorpst Ha
OTCYTCTBHE CTAaTUCTUYECKHX [I0KA3aTeJIbCTB TOrO, YTO MEXAY KOMOMHHMpPOBAHHOW Tepamuen
UpUHOTEKaHA  TUAPOXJIOpHAa  Tpuruapatom/dropypanuinom/Kanbiis  (QOJHHATOM |
bTopypatmnom/kanpius  (GoJMHATOM B BHJIEC MOHOTEpANHMHU HAOIOJAINCh CYIIECTBEHHBIC
pa3iuuus B OTHOIICHUH yiaydiieHus kadectBa xxu3nu (KXK), onucarenbHblie TaHHBIC YKa3bIBAIH
Ha O0IIYI0 TEHJEHIIHNIO B 1ob3y yayutnenust KK unu meHee BbIpaKEHHOTO YXYIIICHHS B MOJIb3Y
KOMOMHHMPOBAHHOW TEpaNuy HAa OCHOBE MPUHOTEKAaHA THAPOXJIOPHIA TPUTHAPATA.
MoHoTepanus TNpu peHUIUBHPYIOIIEM WJIH MPOrpecCHPYOIIeM MeTaCTATHYeCKOM
KOJIOPEKTAJILHOM paKe MocJjie Kypca JedyeHusl Ha 0CHOBe ()Topypanuia

Cxema npuMeHeHus 1 pa3 B HEIETIO

Bo Bcex Tpex MHOTOLEHTPOBBIX OTKPBITHIX HccieaoBaHusAX (asbl II, KoTopble MPOBOAMIUCH B
CIIA u c ygactueM B oOuiei cioxHocty 304 manueHToB, UCHOIb30BAINCH TOBTOPHBIE ITUKIIBI
JIeYEHUs1 MPUHOTEKaHa THIPOXJIOpUIA TPUTHIpaToM | pa3 B HEZEINIo B TeUeHHE 4 Hesleb MOAPsT
C TMOCIENYIOIUM IePEepbIBOM JIUTEIBHOCTHIO JIBE€ HEAENM. OTH HCCIeloBaHUsA ObLTH
pa3paboTaHbl JUIsl OLIEHKH YaCTOThl OTBETA OIMYXOJIM M TOKCUYHOCTH HPUHOTEKaHa THAPOXJIOpUAA
TPUTKUJpPATA Y MALUEHTOB C METACTATUYECKUM KOJIOPEKTaJIbHBIM PAKOM, PELIMIMBUPOBABIINM WU
IPOrPECCUPOBABIIUM II0CJIE€ TMPEIIIECTBYIOUIEH XUMHOTEpanuu Ha OCHOBE (Topypaiuia.
HauanpHble 10361 MPUHOTEKAHA TUAPOXJIOpUAA TPUTHIPATA B ATUX MCCIEAOBAHUAX COCTaBIISUIN
100, 125 umu 150 mr/m?, ipu 5ToMm go3a 150 MI/M? MI0X0 TepeHOCHIAch U3-3a HEMPUEMIEMO
BBICOKOM 4acTOThl OTCPOUYEHHOMU Juapen U peOpriIbHON HEUTPOIIEHNH 4 CTENeHH TSKECTH.
PesynbpTaThl HccnenoBaHuii MpUBEEHBI B Ta0IUIIE 4.

Tabnuna 4. Knuanueckue uccnenoanus $assl | co cxemoii npumenenust 1 pa3 B HeJelnto

HccnegoBanue
A B c? c?
KonnyecTBO manueHToB 48 90 64 102
Jlo3a (Mr/m%/Heq. x 4) 125° 125 125 100
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I[MpemmectByromast Tepanus Gropyparuiom (9 W TP T T VO
st JICYEHUSA 81,3 65,5 73,4 67,7
METaCTaTUYCCKOTO

3a00/1eBaHus

< 6 MECSLIEB [ocie 14,6 6,7 26,6 27,5
aIbIOBAaHTHOM Teparuu

> 6 MECSILIEB ocJie 2,1 15,6 0,0 2,0
aIbIOBAaHTHOM Teparuu

Krnaccudukanus HeusBecTHa 2,1 12,2 0,0 2,9
[IponomKUTENBHOCTD 54 3,5 3,9 3,3
JICUCHUS (MeauanHasi,

MECSIIbI)

MenuanHas OTHOCHUTEILHAS 74 67 73 81
WHTEHCHUBHOCTH 110361 (%)°

Yacrora 00BEKTUBHOTO 20,8 13,3 14,1 8,8
orBeta (%)" [95 % JAU] [9,3—32,3] [6,3 —20,4] [5,5-22,6] | [3,3—14,3]
Bpewms bi (o) oTBeTa 2,6 1,5 2,8 2,8
(MenaHHOE, MECSIIbI)

JIIUTEeIbHOCTD OTBETAa 6,4 5,9 5,6 6,4
(MenuMaHHasi, MECSILIbI)

BepkuBaemocTh (MennaHHasl, 10,4 8,1 10,7 9,3
MeCSIIbI)

‘TlepBoHayanbHas 1032 B uccuegoBannu C coctaBisuia 125 Mr/m%, HO Oblna CHMKEHA JI0
100 Mr/m?, TOCKONEKY TOKCHYHOCTh HpH HAYalbHOH 03¢ CUMTanach OOMNbIIEH, deM B
MPEABIYIINX UCCIeN0BaHMIX. Pe3ynbTaThl 17151 ABYX HaYaIbHBIX 703 aHAIM3UPOBAIH OTACIIBHO.
®JleBsATH MalUEHTOB Tonydanu 150 MI/M? B KadyecTBEe HAYalbHOH 103bI; 2 mamuenta (22,2 %)
OTBETHJIM Ha TEPAIUIO MPUHOTEKAHA THAPOXJIOPUIA TPUTHAPATOM.

*OTHOCHUTENIbHAsT WHTEHCUBHOCTHh JO03bI I MPUHOTEKaHa THUAPOXJIOPHAA TpHUTHUIpaTa Ha
OCHOBaHWM 3aIJIaHUPOBAHHOW WHTEHCHMBHOCTH 036l 100, 83,3 u 66,7 Mr/M?/Hed., 9TO
COOTBETCTBYET HauaibHbIM 103aM 150, 125 u 100 MI/M?, COOTBETCTBEHHO.

"BBLI0 NOTy4€eHO 2 MOIHBIX OTBETA U 38 YaCTUYHBIX.

N3 304 nanueHToB, MOTyYaBIINX JICUEHUE B UCCIIEIOBAHUAX (a3bl 2, 4aCTOTa OTBETA HA TEPAITHIO
WPUHOTEKaHA TUAPOXJIOPUAA TPUTHUIPATOM Oblla aHAJTOTHYHOM Yy MYXXYHH W JKEHIIUH U CPeIu
MAIMEHTOB B Bo3pacTe muiafmie 65 jer. YactoTa Takke Oblla CXOTHOM Yy MAllMEHTOB C PaKOM
TOJICTOM KHILIKH WA PaKOM IPSMOM KUIIKH, @ TaKXE Y MAlMEHTOB C OJIHOM M HECKOJIbKUMHU
METaCTaTUYECKUMH OMyXOJISIMU. Y TIAlIMEHTOB C TOKa3zareyeM oOIero coctosiHus 0 mo mkaie
BO3 uacrora otBera cocraBmia 18,5 %, u 8,2 % — y mamueHTOB ¢ TOKaszareieM OOIIETro
coctostaus 1 umm 2.

Ha uacroty oTBeTa mpu NPUMEHEHWHM HMPUHOTEKAHA TUJIPOXJIOpUIA TPUTHApATA HE BIMSUIIA
MOKa3aTeJIM OTBETA Ha MPEIIISCTBYIONIYI0 TEpamuio Ha OCHOBe (ropypaiuia 1o TOBOIY
MeTacTaTudeckoro 3abosneBanus. [lanmeHTHI, KOTOphIE paHee MoJydaaud OOJydeHHEe OpraHoOB

MaJIOIr0 Ta3a, TaKXE OTBCHAJIM Ha TEpallui0 HWPUHOTCKAHA THAPOXJIOpUAA TPUTHAPATOM
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obmyuyeHwue.

B menom B OMOpHBIX HMCCIENOBAHUAX CTAOMIbHOE 3a0osieBaHUE OBLIO 3apETUCTPUPOBAHO Y
148 (48,7 %) u3 304 manueHTOB B BBHIOOPKE «ITAIMCHTHI, KOTOPHIM HA3HAYEHO JICUYCHHE» U Y
145 (55,6 %) wu3 261 manueHTOB B BBIOOPKE <IIAIMEHTHI, MPHUTOJHBIC I OLEHKH». B
COOTBETCTBUU C pe3yiabTaTamu uccienoBanus C craOmibHOE 3a00JCBaHHE BO BpEeMs Teparvu
PETUCTPUPOBAIH Yy HECKOJIBKO OOJIBIIEH MPOIIEHTHOW JTOJU MAIIMEHTOB, MMOTYYaBIINX HAYATbHYIO
no3y 125 mr/m? (53,4 %; 103/193), yem HauanbHyI0 103y 100 Mr/m? (39,2 %; 40/102).

Cxema nnpuMenenus 1 pa3 B 3 Henenu

Bru1o mpoBeeHo 1Ba MHOTOIIEHTPOBBIX paHIOMH3HPOBAHHBIX nccienoBanus ¢assl 111 co cxemoi
npuMeHeHusd 1 pa3 B 3 Hejenu y MalKMEHTOB C METACTaTUYECKUM KOJIOPEKTaJIbHBIM PAKOM,
PELUIUBUPOBABIIMM WJIM IPOTPECCHPOBABIIMM Tocie Tepamuu (ropypauunom (n = 535).
Bropyro nuHUIO Tepanuu UpUHOTEKaHa FUAPOXJIOpPHUIA TPUTUAPATOM CPaBHUBAIN C HAWITy4dLIEH
MOJIJICP)KUBAIOIIEH Tepanueld B OJHOM HCCIICIOBAaHUU U ¢ MH(PY3MOHHOW Tepanueid Ha OCHOBE
¢dTopypanmia BO BTOpOM UcciieoBaHud. [IepBHUHOI KOHEUHOW TOYKOH B 000UX HCCIICIOBAHUIX
ObLy1a BBDKUBAEMOCTh. Takke OlleHUBAMCH MMOKa3aTeIN KIMHUYECKON MOJIb3bl U KaUueCTBa KU3HU.
HauansHast 103a coctaBisama 350 Mr/m? u BBOAMIACH BHYTPHBEHHO B TedeHHe 90 MHHYT 0
JOCTHXKEHUSI MaKCUMaJIbHOM 001eit 10361 700 mr. g nanueHToB B Bozpacte 70 JeT u crapiie u
JUIS TIAIMEHTOB C TIOKasaTesieM oO0Imero cocrossHus 2 mo mkane BO3 HauvanpHas mo3a ObLia
cHmKeHa 10 300 mr/m2. B kadecTBe MoaIepKUBAIONIEi Teparuy MPUMEHSINCH TIPOTHBOPBOTHEIE
CpeZCTBa, aTPONMH U JONepaMHJ, IIPH 3TOM OTCPOUYEHHAs JHapesi coxpaHsuiack Ooinee 24 yacoB
HECMOTpS. Ha TO, YTO JIONEpaMHJl COINPOBOXAAIU 7-AHEBHBIM KypCOM aHTHOMOTHKA
(TOPXHHOIOHOBOTO psifa.

bbu10 pOIEMOHCTPUPOBAHO 3HAYUTENBHOE NIPEUMYIIECTBO B BBDKMBAEMOCTH IIPU IPUMEHEHNUN
VUPUHOTEKAaHA THUIPOXJIOpUJA TpPUTHApaTa II0 CPAaBHEHHIO C HaWIydllled MOAAEPKUBAOLIEH
Tepanuel win MHQY3MOHHOW Tepanueil Ha ocHoBe ¢ropypanmia. C MonpaBKol Ha MCXOIHBIE
MOKa3aTelu MalMeHTOB (Hampumep, oOlee COCTOSHUE) BBDKMBAEMOCTb CpEIH MAalleHTOB,
NOJyYaBIINX UPUHOTEKaHA THAPOXJIOPUAA TPUTHIPAT, OCTABAIACh 3HAUUTENILHO OOIbIICH, YeM B
KOHTpoJbHbIX nomynsinusx (p = 0,001 B uccnenoanuu 1 u p = 0,017 B uccnenoanuum 2).
[Toxazarenu KJIMHUYECKOW MOJb3bl B MCCIEIOBAHUU 1, ompenenseMble M0 BbDKUBAaEMOCTU 0Oe3
00JI1 ¥ BEDKMBAEMOCTH 0€3 CHHKEHUS MaCcChl Tella, ObLTH 3HAYUTETHFHO OOJBIIMMH Y TTAIUEHTOB,
MOJIyYaBIIMX MUPUHOTEKAaHA TMIPOXJIOPHIA TPUTHAPAT, YEM Yy MALMEHTOB B IPYIIE HaMIydlIei
noaaepxuBatoieit repanuu (p = 0,01 u p = 0,05 coorBeTcTBEHHO). Pe3ynbTaTsl MpeACTaBICHbI B

Tadymue 5.

23



COOTBETCTBYET ZKCNEPTHOMY OTUETY
oT 23.12.2025 N= 31950

(NOCNEOOBATENEHOCTE 0001)

Tabmuua 5. Knunnueckue uccnenosanus ¢assl Il co cxemoii npumenenus 1 pas B 3 Henenu

HUccaenoBanme 1

HccaenoBanue 2

(MenuaHHa, MECSIIbl)

Npunorexkana | Hamnmyumas Upunorexkana | @ropyparmr®
THJIPOXJIOPHIA | TOICPXKUBAIOIIAS | THIPOXJIOPHIA
TPUTHUPAT Tepanus TPUTHUIPAT
Komnuuectso 189 90 127 129
[MaI[MCHTOB
[IpenmectByromas tepanus gropypauuiaom (%)
st JIeYeHUs 70 63 58 68
METACTaTHYECKOTO
3a00JIeBaHUS
< 3/6 Mecs1EeB I10Cie 27 36 38 23
aJIbIOBAaHTHOM
Tepanuu’
> 3/6 MecsLEeB I0cie 3 0 5 9
aqbIOBAHTHOU
Tepanuu®
[IponomKUTENBHOCTD 4.6 -- 4.4 3,7
aedeHus  (cpemHsis,
mecsitbl) [95 % JIA] [4,2-5,0] [3,8—5,0] [3,3-4,1]
Menuannas 94 - 95 81-99
OTHOCHUTEJIbHAS
MHTEHCUBHOCTD JI03bI
(%)°
BreoxuBaemocThb 9,2 6,5 10,8 8,5
(MenuaHHasi, [8,4 —10,7] [5,0-7,6] [9,5-12,8] [7,7-10,5]
MECSIIbI)
[95 % JIU]
I-nerasas 36,2 13,8 44 8 324
BBDKHBAEMOCTh (%0) [29,3 —43,1] [6,7 —20,9] [36,2 — 53,4] [24,3 — 40,5]
[95 % U]
BrepxuBaemocts  0€3 -- -- 4.2 2,9
MPOTPECCUPOBAHUS [3,8 —4,8] [2,6 —3,7]
(MenuaHHa, MECSIIbI)
[95 % JIN]
BepkuBaemocts  0e3 5,9 41 8,1 7,0
CHUMIITOMOB [3,8-7,6] [2,2-6,9] [6,1-10,7] [4,4-8,7]
(MenuaHHa, MECSIIbI)
[95 % JII]
BepkuBaemocts  0e3 6,9 2,0 10,3 8,5
oo (MenuaHHa, [5,8 —8,4] [1,8-5,1] [7,8 - **] [6,2 -10,2]
Mmecsbl) [95 % JIA]
Mennanna 5,7 3,3 6,4 51
BEDKMBAEMOCTH  0€3 [4,3-6,6] [1,9-3,7] [5,2 - 7,6] [4,2-6,2]
YXYALIEHUs: OOIIero
cocrostus (%) [95 %
AN]
Bpemst 1o cHmxeHus 6,4 4,2 8,9 7,4
Maccel Tenma > 5 % [5,5-7,6] [3,4-51] [6,7—12,3] [4,7 - 11,6]
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‘ [95 % JIN] ‘ ‘ i |I_I--.1 I[EQJESTE] ||:-r-||'i_lli- TS OO |

? Ucronp30Balid OJIHY U3 CASAYIOIINX CXEM Teparmuu GTOPYpaIHIOM:

) Kanpumst ponuuar B mo3e 200 Mr/m? B/B B TeueHue 2 4acoB, 3aTeM propyparmi 400 mr/m? B/B
6omocHo, 3aTeM (ropypanui B g03e 600 Mr/mM? B BUIe HENPEpHIBHON B/B MH(Y3HH B TeueHUE
22 4yacoB B AHM 1 U 2 Kax/ble 2 HEAETH.

) dropyparmn B 1o3e 250-300 Mr/M%/CyTKH B BUE JINTEIBHON HENPEPHIBHON B/B MHBY3HH 10
MPOSIBIICHUS] TOKCUYHOCTH.

() dropyparmn B m103e 2,6-3 r/M?/cyTKn B/B B TeueHHe 24 4acoB KaIyl0 HEIEII0 B TCUCHHE
6 Hejenb ¢ Kanblusa (GonuHaToM B 03¢ 20—500 Mr/m?/cyTku mnm 6e3 Kajiblms (oiuHaTa B/B
KaXKIYIO HEJIEI0 B TeUeHHe 6 Hellelb ¢ 2-HeIeIbHBIM IepepPbIBOM MEKY LIUKJIAMHU.

® UccnenoBanue 1 < 6 mecsiies; uccienoBanue 2 < 3 MecsIies.

® OTHOCUTENIbHAsA UHTEHCUBHOCTD J103bl UPUHOTEKAHA TUPOXJIOPUIA TPUTHAPATa HA OCHOBAaHUU
3aMIaHMPOBAHHONW WHTEHCHBHOCTH 10361 116,7 wmr/m?/Hesmento. VIHTEHCHBHOCTH O3Bl Y
MAIMEHTOB, MOJIy4aBIIUX (GTOPYpAIIII B UCCIIEOBAHUHU 2, BAPHUPOBAIACH B 3aBUCUMOCTH OT THIIA
peKUMa.

** HeBO3MOXHO paccuuTaTh M3-3a HEOOJIBIIOTO pa3Mepa BHIOOPKH.

B nByx wuccnenoBanusx ¢aspl Il kayecTBO KU3HM OLEHUBAIM C IIOMOILIBIO OINPOCHHUKA
EBporneiickoii opranuzanuu mo wucciepoBanuto u yedenutro paka (EORTC QLQ-C30). B
uccienoBanuu | mokaszaTenb OOIIero KayecTBa *KU3HU ObLT 3HAUMTENHHO BBIIIEC y MAIIMEHTOB,
[OJIyYaBUIMX MPUHOTEKaHa TUIPOXJIOpUIA TPUTUAPAT, YE€M Y MAlUEHTOB, MOJIYy4YaBIIUX
HaWIy4lIyio nojaepxusatomryto tepanuto (p = 0,0013). B uccnenoBanuu 2 nokazatenu o01ero
Ka4yecTBa H3HU ObUIM aHAJIOTUYHBIMU Y MAIMEHTOB, MOJIyYaBIINX UPUHOTEKAaHA I'MJIPOXIIOPHIA
TpUrHApaT Wi GTOpypauui B Buje HHPY3HH.

pyaue uccnedosanus

SnoHcKoe OTKpBITOE HEKOHTpoJupyemoe uccieaoBanue (asel Il ¢ yyactmeM mnanueHToB C
HEMEJIKOKJIETOUHBIM PaKOM JIETKOro BKJIOYaNo B oOmieil cioxxkHoctu 153 maumenra. B atom
UCCIICIOBAaHUM TTHEBMOHUT ObUI 3aperucTpupoBad y 6,2 % (9/146) nauuenToB. OAMH MaIMEHT
yMep OT MHTEPCTULUAILHOTO MTHEBMOHMTA. VIpMHOTEKaHa TUAPOXJIOPUAA TPUTUIPAT BBOAUIU B
no3e 100 mr/m? BHyTpuBeHHO 1 pas B Henemo. KoppeKius 10351 IPOM3BOAMIACH B COOTBETCTBHH
C TOKCHUYHOCTBIO, a JICUeHHE MPOJOHKAIU 0 MPOrpecCUpOBaHUs 3a00JI€BaHUs WM TOSBICHUS

HCIIPUCMIIEMOT'O YPOBHA TOKCUYHOCTU (Ka)K,Z[BIfI MalMCHT OOJDKCH OBLI MOJIYYHUTb HC MCHCC TPCX

J103).

5.2. ®apmakoKMHeTHYECKHE CBOMCTBA

AOGcopbuus
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B pexomenryemoM auamnasoHe 103 50-350 mr/mMZ AUC ﬁ%éﬁ%%ﬁ;@h%hg fﬁ;ll;g;:ﬁaTa

COOTBETCTBYET ZKCNEPTHOMY OTUETY

auHeWHO yBenuuuBaeTcs ¢ ysenumueHuem no3bl; AUC SN-38 yBenmumBaercst Mmenee, 4em
IPONOPLHUOHATIBHO 103€. MakcuMallbHbIe KOHIIEHTpAIlK akTuBHOro MeTabonuta SN-38 00b14HO
HaOmogaroTcss B TedeHne 1 vaca mocie okoH4YaHust 90-MuHYTHOW WHQY3UM HPUHOTEKAaHA
THIPOXJIOPU/IA TPUTHIPATA.

dapMaKOKHHETHYECKHE TapaMeTpsl UpUHOTEKaHa ruapoxiopuna tpuruapara u SN-38 mocie
90-muHyTHOH MH(Y3MH B no3ax 125 m 340 mr/m?, ompeneneHHBIX B JBYX KIMHHYECKHX

MCCJICIOBAHMAX Y TIAIIMEHTOB C COJIMIHBIMU OITYXOJISIMH, 000OIIEHBI B Ta0IHUIIE 6.

Tabmuua 6. Pesrome cpeqHux (+ craHAapTHOE OTKIOHEHKE) (PapMaKOKHHETHYECKUX IMapaMeTpoB

UpUHOTEKaHa ruapoxyuopuaa Tpuruapara u SN-38 y manueHToB ¢ CONUIHBIMEI OMYXOJISIMU

HpuHoTekaHa ruApoXJIOpHuia TPUTHIPAT SN-38
Jo3za Crmax AUCo-24 ti (“I) Varea CL Crmax AUCo-24 Tt (‘I)

(Mr/m%) | (ur/mi) (ur x u/mi) (1/m2) (n/a/m?) (ar/mm) | (ar*u/mon)
125 1660+£797 | 10 200+£3270 | 5,8*+0,7 | 110+48,5 | 13,3+6,01 | 26,3+11,9 | 229+108 | 10,4%+3,1
(n=64)
340 3392+874 | 20 604+6027 | 11,7°+1,0 | 234+69,6 | 13,9+4,00 | 56,0£28,2 | 474+245 | 21,0°+4,3
(n=6)

Cmax — MakcUMalbHasi KOHIICHTPALUS B IUIa3Me KPOBH;

AUCo 24 — miomans mnoj (apMaKOKMHETHUECKOW KpPUBOM 3aBUCHMOCTH KOHIIEHTpAIMH

npenapara B Iia3Me KpoBU OT BpeMeHU ¢ MoMeHTa BpemeHu ( 10 24 yacoB mociie OKOHYaHUs
90-MuHyTHOU UH(Y3UU;

t1/2 — TepMUHAJIBHBII IEPUO] MIOTYBBIBEACHMUS,

Varea — 00bEM pacnpesiesieHns BO BpeMsl TEPMUHAIBHOM (ha3bl BHIBEICHUS;

CL — o0mmii cucTeMHBIN KITUPEHC.

? O6pa31bl 1a3Mbl, COOpaHHbIE B TedeHHEe 24 4acoB mociie OkoHYaHus 90-MUHYTHOM HHDYy3UN.
® O6pasusl MIa3Mbl, coOpaHHbIe B TedeHHe 48 vacos mocine oKOHYaHHS 90-MUHYTHOM HHBY3HH.
N3-3a Oonee JUIMTENBHOTO Nepuojia cOopa JaHHBIX ATH 3HAUYEHUS 0OecrednBaroT 0ojiee TOUHOE
OTpakCHHE TEPMUHAIBHOIO MIEPUO/IA TIOJYBBIBEICHUS HPUHOTEKAaHA THAPOXJIOpUIA TPUTrHApaTa
u SN-38.
HccnenoBanuss in VItr0 mNoOKa3pIBalOT, YTO HWPUHOTEKAHA TUAPOXJIOPHIA TPHUTHIPAT
JEMOHCTPHUPYET yMEpPEHHOE CBS3bIBaHHE ¢ Oenkamu 1ia3Mbl KpoBu (30—-68 % cBs3bIBaHUSA).
SN-38 B BBICOKOI CTENEHU CBS3BIBAETCS ¢ OETKaMHU IJIa3Mbl KPOBHM YeJOBEKa (IPUMEpPHO Ha
95 %). OCHOBHBIM O€JIKOM IJIa3Mbl, C KOTOPBIM MPEUMYIIECTBEHHO CBSA3BIBAETCS MPUHOTEKaHA
ruapoxyopuaa Tpuruapat u SN-38, saBisieTcst aTbOyMUH.

Pacrpenenenue
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[Tocne BHyTpHBEeHHOW WH(Y3MM HWPUHOTEKAHA FHHD&Q};&BI}EJJI%FLE%Q '::x'; thén'(n'x'e "a C

pa3IMYHBIMH  3JI0KQYeCTBEHHBIMH  HOBOOOpA30BaHUSAMH  KOHIEHTPAllMM  HWPUHOTEKaHA
TUAPOXJIOpUAA TPUTUApATa B IUIa3ME€ CHUXKAIOTCS MYJBTUIKCIOHEHIIMAIBHO CO CpPEIHUM
TEPMHUHAIBHBIM IIEPHUOJIOM MOJYBbIBEICHUS 0KOJI0 6—12 yacoB. CpeiHUI TEPMUHAIIBHBINA EPUO]T
MOJTYBBIBEZIeHNsT akTUBHOTO Metabonuta SN-38 cocraBnser 10-20 gacoB. B uccienoBanuu, B
KOTOPOM MPHMHOTEKAaHA THAPOXJIOpHAA TPUTHMApPAT BBOAMIM B fo3ax 100-750 mr/m? myrem
BHYTPUBEHHOU WHOY3UM B TedcHHe 30 MUHYT KaXIble TPU HEACIH, TCPMUHATBHBIA MEPHO
MOJTYBBIBEJICHUS U3 IJIa3Mbl cocTaBisul 14,2 yaca + 7,7 yaca il MpUHOTEKAaHa THUAPOXJIOpHUAA
tpuruapara u 13,8 gaca £+ 1,4 gaca nis SN-38.

Buorpancdopmarus

[TostHOE pacnpeienieHre UPUHOTEKAHA THAPOXIIOPUAA TPUTUIPAT B OPIaHU3ME UEJIOBEKa /10 KOHIA
He wu3ydeHo. VpuHOTekaHa TUAPOXJIOpUAA TPUTUAPAT IMOJBEPraercs HMHTEHCUBHOMY
MeTa0O0IMYECKOMY NpeoOpa30BaHUIO PA3IUYHBIMU (DEPMEHTHBIMU CHCTEMaMM, B TOM YHUCIIE
scTepazaMu ¢ oOpa3oBaHMEM aKTHBHOro Merabonura SN-38 U omnocpeoBaHHOMY YPUJIUH
mudocdar-rmokypormin-tpancdepazoii. 1Al (YI'TIALl) rmokyponupoBanuio SN-38 ¢
o0pa3oBaHMEM HEAKTUBHOI'O IUIIOKYpoHHIHOro Merabomuta SN-38G. Meraboiauueckoe
npeoOpa3oBaHUEe MPUHOTEKAaHA I'MIPOXJIOpPHAA TPUTHApaTa MPOUCXOAUT MPEUMYILIECTBEHHO B
MIEYEHHU.

HpuHOTEeKaH Takke MOXKET IOJBEPraTbCsi OKUCIUTEILHOMY META00JIM3MY, OIOCPEIOBAaHHOMY
CYP3A4, no HeckosibKUX (DapMaKOIOIMYECKH HEAKTHBHBIX NPOJYKTOB OKHCIIEHUS, OJUH U3
KOTOPBIX MOXET THJPOJIM30BaThcsd KapOOKCHIIICTEpa3od ¢  BbicBOOOXkaeHHMeM SN-38.
Hpunorekan okucusercs nzopepmentoM 3A4 mutoxpoma P450 (CYP3A4) c oOpazoBanuem AByx
OTHOCHUTEIBHO HEakTHBHBIX MerabomutoB, APC  (7-31un-10-[4-N-(5-amuHoneHTaHOBAs
KHCII0Ta)-1-nunepuInHo |-KapOOHMIIOKCUKAaMIITOTELIMHA) U BTOpOCTeNeHHoro Mmetabonura, NPC
(7-5tin-10-(4-amuHo-1-unepuMHO)) KapOOHUITIOKCHKAMITOTEINHA.

OJIUMUHAINS

Pacnipenenenue uprHOTeKaHa TMIPOXJIOpPHUJIA TPUTHApPATa B OPraHU3ME 4YeloBeKa J0 KOHIIA He
U3y4eHO. B MccnenoBaHusX ¢ ydacTHEM IMALMEHTOB C Pa3jIMYHBIMM BHJAMHU paKa BBIBEIECHUE
UPUHOTEKaHa TUIPOXJIOpHUIa TPUTHApaTa ¢ Mouoit coctasiisio 11-20 % oT BBeeHHOH 03B, IS
SN-38 cocraBmsuio < 1 %, w s TmokypoHugHOro meradbonmuta SN-38 cocraBisio 3 %.
CoBoKkynHOE BbIBEJEHHE HUpPHUHOTEKaHa U ero MmerabonutoB (SN-38 U TIIOKYPOHUIHOIO
metabonutra SN-38) ¢ kequbl0o M MOUYOM B TedeHHe 48 4YacoB Iocje MpHeMa HPHHOTEKaHa
THJIPOXJIOpUIa TPUTHApATa y JABYX MAIlMEHTOB BapbHPOBAJIOCH MPUOIM3UTENBHO OT 25 %
(100 mr/m?) 10 50 % (300 mr/m?).

JInia moKujioro Bo3pacra
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B nccnenoBanusx, B KOTOPBIX HPUHOTEKAHA rm,upoxnoﬂ%::fagr%ggﬁgégﬁﬁfﬁ ':-B;CE}%-I:[FB'JI'ILHO,

TEPMUHAJIBHBIN MEPUOJ MOTYBBIBEACHUS MPUHOTEKAHA THAPOXJIOPUJIA TPUTHUAPATA COCTABIISLI
6,0 yacoB y maieHTOB B BO3pacte 65 JIeT W cTapiie U 5,5 4acoB y MAalMEHTOB B BO3pAcTe J0
65 nmer. HopmanuzoBannas mo go3e AUC0-24 mis SN-38 y manueHToB B BO3pacTe HE MEHEe
65 net Oba Ha 11 % BBIIIE, YeM Yy MAIMEHTOB B Bo3pacTe 70 65 ner. Kunernueckue naHHbIE 110
cxemMe mpuMeHeHusi 1 pa3 B TpU HENENU Yy MOXKWIBIX IMAlMEHTOB OTCYTCTBYIOT. Mcxons u3
KJIMHUYECKOW TOKCUYHOCTH, HAOJII0JaeMOM IMPU 3TOM PEXHUME JI03UPOBAHUs, Yy MALMEHTOB B
Bo3pacTte 65 JeT W cTrapiie PEeKOMEHIYETCS NPUMEHATh 0oJiee HHM3KYI HAYaJbHYIO 103y
(cm. paznen 4.2).

IIeueHouHas HEAOCTATOYHOCTD

BrnusHue TSOKENmoW TMEYCHOYHOW HEIOCTAaTOYHOCTH Ha (PapMaKOKMHETUYECKHE CBONCTBA
UPUHOTEKaHa TUAPOXJIOPUAA TPUTHIPATA U €0 METa00IUTOB O(QUIMATIBLHO He n3ydanock. Cpenn
HAlMEHTOB C METACTaTUYECKUM KOJIOPEKTAIbHBIM PAKOM U H3BECTHBIM OITYXOJIEBBIM ITOPAKEHUEM
nedyeHu (OonbMHCTBO nanueHToB) 3HadeHust AUC npuHOTEKaHa THIPOXJIOpUIa TPUTHIpaTa u
SN-38 6buIH HECKOJIBKO BBIIIE, YEM 3HAYEHHS y IAllMCHTOB 0€3 METAacTa30B B II€YEHb (CM. pa3zen
4.4).

VY nanueHToB ¢ HapylleHueM (GYHKINHU [IeYeHU KJIMPEHC UPUHOTEKaHa THAPOXJIOpUAa TPUTHApaTa
CHIDKAeTCsS, B TO BpeMs KaK OTHOCHTEJIbHAs KOHICHTpalus akTUBHOro Mmertabomurta SN-38
yBenuunBaeTcs. BenmunHa 3THX 3¢ (PeKkToB mporopimoHanbHa CTENIEHH HapymeHHus (QyHKIHH
IIEUEHH, YTO OIPEEIISIIOCH MOBBIIIEHUEM KOHIIEHTPAlMH 001ero OmimMpyorHa U TpaHCaMuHa3 B
CBIBOPOTKE KpOBH (CM. paznen 4.2).

IToyeyHas HETOCTATOYHOCTD

Bausane Hamumuums 1mOYEUYHON HEAOCTAaTOYHOCTH  Ha q)apMaKOKI/IHeTI/IKy HPHUHOTCKaHa
TUAPOXJIOpHUAa TpUruJapara HE OLICHUBAJIOCh.

DdapMaKOKMHETHUKA IPHU KOM6HHHDOBaHHOﬁ TCpalnu

B xnmuaM4eckom wuccnenoBanuu ¢a3pl | ¢ KOMOMHHUPOBAaHHBIM TNPUMEHEHHEM HMPUHOTEKAHA
TUAPOXJIOpHUAA TpUuruapara, propypaimia (propypannia) u Kanpius GojuHaTa y 26 marueHToB
C COJNUAHBIMM ONYXOJSIMM  paclpeielieHHe HWPUHOTEKaHa TUJPOXJOpUJa TpUTHApaTa
CYILIECTBEHHO HE U3MEHsU10Ch. OHAKO MpU BBEICHUN UPUHOTEKAaHA THAPOXIIOpUIa TPUTHIpATa C
MoCJIeNyIONUM BBeeHneM (Gropypanmia u kambius (onuHata 3HAYCHUS Cmax U1 AUCo-24
akTuBHOTO MeTabonuTa SN-38 Ob1mu cHMXeHBI (Ha 14 % u 8 % COOTBETCTBEHHO) IO CPAaBHEHHIO
CO 3HAYCHHUSMHU, PETUCTPUPYEMBIMHU TIPH BBEACHUH HPUHOTEKaHA TUIPOXJIOpUIA TPUTHApATA B
KadecTBe MOHOTepanuu. DopMaibHbIC UCCIIEIOBAHUS JICKAPCTBCHHOTO B3aMMOICHCTBHS IN VIVO
WiId N VItro Uit OlIEHKH BIIMSHUS MPUHOTEKAHA THIPOXJIOPH/IA TPUTHApPATa Ha paclpeeieHne

dTopypanmia u Kajabius GoaruHaTa He IPOBOAUIIKCH.

28



(CMEPTHOMY OTUETY

025 N2 31950

L L

COOTEBETCTEYET .
oT 23.12

(NOCNEOOBATENEHOCTE 0001)

5.3. JlaHHbIe JOKJIUHUYECKOH 0€30MacHOCTH

' eHOTOKCHUYHOCTH

HpuHoTekaHa TupoXJIopu/a TPUTHAPAT OKa3bIBAJI KJIACTOTCHHOE JACHCTBUE Kak IN VItro (kiaeTku
SUYHUKA KHTAHCKOTO XOMSYKa), TaK M iN VIVO (MUKPOSIIEpHBIN TeCT Ha Mblnax). MpuHoTekaHa
rugpoxyopuaa tpuruapaT U SN-38 He MpOJEMOHCTPUPOBAIM MYTAar€éHHOCTh B TeCTe JWmMca
in vitro.

KaHneporeHHoCTh

JloirocpoyHble MCCIeOBaHMs KaHIIEPOreHHOCTH MPUHOTEKaHa THIPOXJIOpUAA TPUTHIpaTa HE
npoBoawIHch. OTHAKO KppICaM BHYTPUBEHHO BBOJMIIM HPUHOTEKAaHa THPOXJIOPHIA TPUTHAPAT B
no3ax 2 mr/kr wim 25 mr/kr 1 pa3 B Heaemo B Teuenue 13 nenens (AUC npumepno B 1,3 pasa
BBHIIE 3HAYEHHH y TAlMEHTOB, MOJIyYaBLIMX IIpemapaT B no3e 125 mr/m?), a 3ateM jgaBaiu
BOCCTaHOBUThCS B TeueHue 91 Henmenmu. B aTux ycioBusx HaOmoganack 3HauMMas JIMHEWHas
TEHACHUUS JUIS 4YacTOThl BO3HMKHOBEHUS KOMOWHHPOBAaHHBIX CTPOMAIBHBIX IOJIMIIOB
SHAOMCTPHA pora MaTKu U CTPOMAJIBHBIX CAPKOM SHAOMCTPHA B 3aBUCUMOCTH OT J103BbI.

FI/IHGDIIVBCTBI/ITCJH)HOCTI)

B xinuMHMYECKMX MCCIENOBAaHUAX AHTUICHHOCTh Ipenapara MpuHOTEkaH, KOHLEHTpAT A
IPUTOTOBJICHUS pacTBOpa Ais MHQY3UH, He HaOyoJanach, HO B HCCIEAOBAHMIX [AaCCUBHOMN
KO)KHOM aHa(UMIAKCUM Y MOPCKUX CBHHOK M KPOJIMKOB, a TAK)KE B HMCCIIEOBAHUSX AKTUBHOM
CHUCTEMHOW aHapWIAKCHU y MOPCKHX CBHHOK HaOIII0Jalach AHTUTEHHOCTh HPHHOTEKAaHA
THJIPOXJIOpHUIa TpUryApara. B 3Tux ucnelTaHusIX 00a BU1a )KUBOTHBIX BbIpa0aThIBAIU aHTUTENA K
UPUHOTEKaHa T'MIPOXJIOPHIA TPUTHIIPATY, U OBLJIO 3apErUCTPUPOBAHO HECKOJIBKO CITy4aeB CMEPTH
MOPCKHUX CBUHOK, CEHCUOMJIM3UPOBAHHBIX K MPUHOTEKAHA TUAPOXJIOPHIA TPUTUAPATY.
bepemeHHOCTD

BHyTpuBeHHOE BBeZIeHHE MPUHOTEKaHa THAPOXJIOpUIa TPUTHIpATa B J103€ 6 MI/KI/CYTKH KpblcaM
(AUC mpumepno B 0,2 pa3a BblllIE COOTBETCTBYIOIIMX 3HAYCHWH y MAIMEHTOB, MOJYyYaBIIUX
npemapar B g03e 125 Mr/m?) m kpomukaMm (OKOJIO TOMOBHHBEI PEKOMEHIYEMOH eKeHeleTbHOM
HAYadbHOM O3Bl JUIS 4YeJOBEKA M3 pacueTa B MI/M?) B IIEPHOJ OPraHOTeHe3a SBISETCS
AMOPHOTOKCUYHBIM, YTO XapaKTE€pPHU3yeTCs MOBBIIIEHHOW MOCTUMILIAHTALMOHHOW T'MOENbl0 U
CHI)KCHMEM KOJIMYECTBA JKUBBIX IIOAOB. MpHHOTEKaHa THApOXJOpUAa TPUTHUIAPAT OKa3bIBall
TEpaTOreHHOEe JIeUCTBUE Y KPBIC B J03aX, npesblmaromux 1,2 mr/kr/cytku (AUC npumepno 1/40
OT COOTBETCTBYIONIUX 3HAYEHMH y TIAIMEHTOB, TONYYaBIIMX Mpenapar B mo3e 125 mMr/m?), u'y
KpOJHKOB B 703¢ 6,0 mr/kr/cytku. TeparoreHHoe AeHCTBHE BKIIOYAIO pa3iMyHbIe BHEUIHHE,

BUCHCPAJIBHBIC U CKCJICTHBIC aHOMAJINU

JlakTarms
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TI0C OBL HOCTH 0001
VY KpbIC paMOAKTUBHOCTH MOSBWJIACh B MOJIQKE B TC"-QH’I/I‘E'-lg%PI VTTEEMEJ BHJI-TDPIlBe'I-i]I—'{OFO

BBCACHHA MCUCHHOI'O PAAWUOAKTUBHBIM U30TOINNOM UPUHOTCKAHA TUAPOXIIOpHU A TpUruapara, u €ro
KOHLIEHTpalusl yBeJIWYuBanach 10 65 pa3 uyepe3 4 dyaca 1ocie BBEAECHUS (OTHOCUTEIBHO
KOHLIEHTpAaLMi B IU1a3Me). Bputo moOka3aHO, YTO MPUHOTEKaHA THAPOXJIOPHIA TPUTHUIpAT
HapyIIaeT CHOCOOHOCTh K OOYYEHHIO U BBI3BIBACT 33€PKKY MOCTHATAIILHOTO Pa3BUTHUS Y KPBIC.

DdepTUabHOCTD

[Tocnie BHYTpMBEHHOTO BBEIECHUS MPUHOTEKAaHA THAPOXJIOpUIA TPUTHIpATa KpblcaM B J03ax 10
6 MI/KI/CYTKM 3HQUMMBIX HEXKENATEeJbHBIX SBJIEHUN B OTHOIICHWU (EPTUIBLHOCTU U OOIUIei
pPenpoAyKTUBHON (GYHKIMK HE HaOmonanock. Ilocie MHOrOKpaTHOroO €XeIHEBHOT'O BBEIICHUS
UPUHOTEKaHA THIPOXJIOpHAA TPHUTHApaTa HaONoanach aTpogus MYKCKHX PEMpOTyKTHBHBIX
OpraHoB Kak y rpbi3yHoB npu jo03e 20 mr/kr (3Hauenne AUC npubIu3uTensHO PaBHO 3HAYEHUIO
y TAIMEHTOB, MOJNyYaBIIMX IpenapaT B o3¢ 125 Mr/mM? B Hememo), Tak U y cobak MpH J03e
0,4 mr/kr (3Hauenue AUC npumepno Ha 1/15 oT 3Ha4YeHHsl y TAI[UEHTOB, MOJy4aBUINX Mpenapar

B 03¢ 125 Mr/M% B Henenmo).

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Copbuton

Mounoynas Kuciora

Hatpus rugpoxcun, pacrsop 1M (ans xoppexunu pH)

X110poBOIOpOIHAS KUCIIOTA, pacTBOp 1M (s koppekiuu pH)

Bona i nebeknui

6.2. HecoBmecTUMOCTD

JlanHbIll JIeKapCTBEHHBIN IpenapaT HE CJeAyeT CMEIIMBAaTh C APYTUMHU JIEKapCTBEHHBIMU
IpenapaTami, 3a HCKJIIOUYEHUEM YIIOMSHYTBIX B paszene 6.6.

6.3. Cpok romHocTH (CPOK XpaHEHHs)

3 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuThb Npu TeMiepaType He Boie 25 °C.

6.5. XapakTep u cofepkaHue NEPBUYHOH YIIAKOBKH

ITo 2 M, 5 M, 7,5 M, 11,5 M unm 15 mut mpeniapaTa Bo pJ1akoH U3 MPO3pavyHOTO CBETO3AMUTHOTO
HEUTpaJbHOrO CTEKJAa MEPBOr0 THAPOIUTUYECKOTO Kilacca BMECTHUMOCTh 10 19 mi, QuakoH
YKYIOPUBAIOT NPOOKOH pe3rHOBOM M3 CHHTETHYECKOro OyTWioBOoro kaydyka. @rakoH,
YKYIOPEHHBIH MPOOKOH PEe3MHOBOM, 00KMMAIOT KOJIAYKOM AaJIOMHHHUEBBIM, C IJIACTUKOBOU

KPBILIKON Miin 6e3 Hee.
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Ha ¢akoHbI HAKJIEUBAIOT STUKETKY.

ITo 1 ¢pmakoHy MoMenIaoT B KOHTYPHYIO TYCHKOBYIO YIIAaKOBKY U3 IUICHKH MTOJTUBUHIIXIIOPHIHOM.
| KOHTYpHYIO SUEMKOBYIO YIIaKOBKY BMECTE ¢ MHCTPYKLIMEW IO MEAMIIMHCKOMY IPUMEHEHHUIO
(JIMCTOK-BKJIQIBIIT ) IOMEIIAIOT B KAPTOHHYIO YIIAKOBKY (TTAYKYy).

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TMPH YHUYTOKEHHMH HMCIOJIb30BAHHOIO
JICKAPCTBEHHOI0  Npenapara WJIM OTXOA0B, TMOJYYEHHBIX IOcjde NPHMEHEeHHus:
JICKApPCTBEHHOI'0 Mpenapara u Apyrue MaHUILyJSIUM C IPenapaToM

Mephl IPEea0CTOPOKHOCTH IIPH MPUTOTOBJICHUY M BBSJICHUM IIpernapara

Kak u B city4ae ¢ ApyruMHU NOTEHIIUAIBEHO TOKCUYHBIMU IIPOTUBOOITYX 0JIEBBIMU JIEKAPCTBEHHBIMU
CpeACTBaMu, PH OOpaIlEHUH U PUTOTOBICHUH PACTBOPOB M3 KOHLIEHTpATA JJIsl PUTOTOBJICHUS
pactBopa s wHGpY3uil HpuHOTEKaH CcleAyeT MPOSIBIATh OCTOPOKHOCTh. PekoMeHmyercs
UCIIOJB30BaTh IepyaTku. lIpm KOHTakTe KOHLEHTpaTa A INPUTOTOBICHHS pacTBOpa UL
uHQy3ui puHOTEeKaH ¢ KOKel, HEeMEUIEHHO U THIATeIbHO IPOMONTE KOKY BOJIOH ¢ MbuIoM. IIpu
KOHTAaKT€ KOHLEHTpATa JiIsl IPUTOTOBIEHUS pacTBopa [uist uH(Yy3uil VpruHoTekaH co clIM3UCTON
000JI04KOM, TIIATEIBHO IPOMOMTE CIAU3UCTYIO BOJOH.

[Tpenapat MpuHoTekaH, KOHUEHTpAT JUIsl HPUTOTOBJIEHUS pacTBOpa JUIsl MHPY3UH, HE COEPKUT
aHTHCENTHYECKUX cpelcTB. [Ipenapar npeaHasHadyeH TOJIBKO ISl OHOKPATHOIO NPUMEHEHUS Y
OJIHOrO NanueHTa. Bee ocratku npenapara noainexar yTUiIn3alyH.

Hncmpykyusi no npueomoeienuio pacmeopa 071 UHQy3uu

@DJ1aKkoH cllelyeT OCMOTPETh Ha IIPEIMET IMOBPEKIEHUN Y BUJUMBIX IIPU3HAKOB yTedek. B ciayuae
OoOHapy KeHHsI MOBPEXKIEHUS HEBCKPBITYIO YIIAKOBKY YTHIIM3UPYIOT B YCTAHOBJIEHHOM HOPSIJIKE.
[TpoBepbTe copepxumoe (prakoHa Ha HATMYME MEXaHUUECKUX BKIIIOUEHHUH U IOBTOPUTE OCMOTP,
KOIJa JIEKapCTBEHHBIH mpenapar orOupaercs u3 (uakoHa B mmpull. [Ipu oOHapyxkeHUU
MEXAHUUYECKUX BKIOYEHUH HE UCIIOIBb3YUTE COEPIKUMOE.

Ilepen wundysmeit npemapar MpuHOTEKaH, KOHIEHTpAT Ui HPUTOTOBICHMS pacTBOpa Jis
uH(y3ul, HeoOxoaumo passectu. [Ipemapar MpuHoTekaH, KOHUEHTpAT AJil NPUTOTOBIICHUS
pactBopa misi uH(DY3ui, ciueayer pasBecTH S5 % pacTBOPOM TIIOKO3BI JIJISI WHBEKIIMMA
(mpenmoututensHo) wiu 0,9 % pacTBOpoM HaTpus XJOopuia AN UHBEKIMHA 10 KOHEYHOMH
KOHIIeHTpauuu B nuanasone 0,12-2,8 mr/mn. B pactBop mis uHby3uil npyrue npenapaTsl
n00aBATh HE cienyeT. JlekapcTBEHHBbIE MpenapaThl JJis HapeHTEPaJTbHOTO BBEIEHUS CIIETYeT
BU3YaJbHO MPOBEPSITh HAa HAJUYME MEXAHWYECKUX BKIIIOUEHUH M U3MEHEHHE IIBEeTa Mepen
BBEJICHUEM BCSIKHI pa3, KOT/ia 3TO MO3BOJIAIOT PaCTBOP U (hIaKOH.

3anpemiaercs 3aMOpakuBaTh CMECH Ipernapata VpuHOTEKaH, KOHLIEHTPAT AJs PUTOTOBIICHUS

pacTBopa 1t HHQY3UIA, TOCKOIBKY 3TO MOXKET MPUBECTH K OCAXKJICHUIO TIperapara.
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Mephbl IPeA0CTOPOKHOCTH IIPU OOPAIICHUHN ¢ J¢KAPCT BC%E&M‘?I%Q&&BWI‘E@T bHOCTE 0001 !

Janee nepeyncieHsl peKOMEHJAUH 10 3alUTHBIM MepaM, CBA3aHHbIE C TOKCUYECKON IIPUPOIOU

JTOr0 BEUIECTBA.

» Ilepconan nomkeH NpolTH 00ydYeHHE TIPABUIIBHBIM METOIaM OOPAICHUS C IPETIapaToM.

» bepeMeHHBIC COTPYIHUIIBI HE TOJDKHBI paboTaTh C JAHHBIM IIPETIapaToOM.

» Ilepconan, paboTtaromuii ¢ mpenapatom VpuHOTEKaH, KOHIIGHTPAT JIsi MPUTOTOBIICHHS
pacTBopa JUIst UHQY3HH, JOIDKEH HOCUTH 3aIIUTHYIO OJICKAY: 3aIUTHBIC OUKH, Pa0OYHii Xamat
Y OJIHOPA30BbIE NIEPUATKH, U MACKY.

» Cnemyer OTBECTH  ONPEACICHHYK)  TCPPUTOPHIO  JUIS  BBIMOJIHEHUS  PACTBOPCHHS
(MpennoYTHTENBHO TOJ CHUCTEMOH JIOKAJIM3allMi C JIAMHHAPHBIM IOTOKOM). Pabouas
MOBEPXHOCTh JIOJDKHA OBITh 3aIlMIICHAa OJHOPa30BOM (MIBTPOBANbHOM Oymaroir ¢
IJIACTMACCOBOI OCHOBOM.

» Bce marepuasbl, HCIIOIb30BAHHBIC JIJISl BBEJICHHS U OYUCTKH (B TOM YHUCIIE MIEPUATKH ), CIEAYET
BbIOpachlBaTh B MakKeThl JUIsl cOOpa OTXOAOB BBICOKOW CTENEHU PHUCKA JJIs CKUTAHUS INPU
BBICOKHMX TEMIIEpaTypax.

» Mecto mpoivBa WM YTEUKH Iperapara clieayer oOpaboraTh pa30aBIIEHHBIM PAacTBOPOM
runoxjopura Hatpus (moctynHoro 1 % xiiopa), NpennoyTUTENbHO 3aMaulBaHUEM, a 3aTEM
BOJIOM.

» Bce marepuais! 11 yOOpKH ClieAyeT YTHIM3HPOBATH B COOTBETCTBUU C TIPUBEIACHHBIMU paHee
MHCTPYKUUSMH.

» Ilpu cny4yaiiHOM MONaJaHNM TIperapaTa B IJla3a MM Ha KOXKY, IOPAKEHHBIH YU4acTOK CIIeTyeT
HeMeaJeHHo o0paborath. I[lpum mnomagaHuu B r1a3a cieAyeT NPOMBITh HX OOMJIBHBIM
KOJIMYECTBOM BOJIbI, IPU KOHTAKTE C KOXKEH MOpaKeHHBIH y4acTOK MOXKHO 00paboTaTh BOJOH,
BOJIOM C MBIJIOM, WM DPAacTBOpoM OukapOOHaTa HaTpusi; 3aTeM ClelyeT OOpaTHUThbCS 3a
MEIULUHCKON IIOMOLIBIO.

Bechb ocraBiumiics ekapCTBEHHBIN penapaT U OTXO/bI CIEYEeT YHUUYTOXXKUTh B YCTAHOBJIEHHOM

TOPSIZIKE.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S

Poccus

00O «O30H Menuka»

445043, Camapckas obmnacts, r.0. Toasstta, TEP. O3 IIIIT, MI'CTP. 3-1, 3nanue 11, ctpoenue

1, xom. 37.
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7.1. IlpeacraBuTeIb AepsKaTeNs PEriCTPAMGHHOIO v%%gﬂ%;ﬁ'ﬁ TEMEHOCTE 0001)

[Iperen3un notpedUTENEi HaPABIIATD IO A/IPECY:

Poccus

000 «O30H Dapm»

445043, Camapckas 00:71., 1.0. Tonbsttu, Tep. O3 IIIIT, maructpans 3-4, 31. 11, cTp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru

8. HOMEP PET'HCTPAIIMOHHOTI' O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETMCTPAIIMM (MMOATBEPKIEHUSA
PETACTPAIIAU, TEPEPETVCTPALIAN)

Jlata nepBoii perucTpaiuu:

10. JATA IEPECMOTPA TEKCTA

OO0m1as xapakTepucTHKa JIEKApCTBEHHOTO TpernapaTta MpuHoTekaHn H0CTymHa B €IMHOM PeecTpe
3apETUCTPUPOBAHHBIX JICKAPCTBEHHBIX CpenacTB EBpa3milckoro SKOHOMHUYECKOTO COK03a W Ha
opUITATEHOM caite YIOJTHOMOYEHHOT'O opraHa (axcnepTHOM OpraHU3aLINH )

https://Ik.regmed.ru/Register/EAEU_SmPC.
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