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Crapasi pejakuusi

Hosas peaakuus

®APMAKOJIOTHYECKHUE CBOMICTBA

DapMakoOuHamuKa

Mexanuszm oeticmeust

[ManuTyMyMab mpescTaBiser co0ol PEKOMOMHAHTHOE YeIOBEYECKOe

MonoKIoHaNbHOE anTaTeno (IgG2), obnajatomee BHICOKOH ahGuHHOCTHIO

®APMAKOJIOTMYECKHE CBOMICTBA

DapmarkoouHamuka

Mexanusm Oeticmeus

[lanuTyMymMa® TpeacTaBiseT COOOH pPEKOMOMHAHTHOE HENOBEYECKOe

MoHOKToHaTBHOE anTHTeno (IgG2), obnanatomee BHICOKOH ahGUHHOCTBIO
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Crapas peaakuust

HoBas penaknus

d CHEIM(HUYHOCTBIO K pelenTopaM OSHHTEIHAIBHOro (axropa pocra
(EGFR).
[JIMKONIPOTEHH M3 CeMEeHCTBa PenenTopoB TUPO3MHKKHA3 | THIa, KoTOpoe
Bmouaer Ttakke EGFR (HERI1/c-ErbB-1), HER2, HER3 u HERA4.

YyesioBeKa Penentop EGF — 510 TpaHcMeMOpaHHBIi

Penentop EGF ctumyupyer pocT HOPMAIBHBIX SIUTEIUATBHBIX KIIETOK,
BIJIIOYAs! KJIETKH KOXKH M BOJIOCSHBIX (DOJUIMKYJIOB, U SKCIIPECCUPYETCS Ha
Pa3IMYHBIX THIAX OITyXOJIEBBIX KIETOK.

[TannTymyma®b  CBSI3bIBA€TCS C  JIMTAH[A-CBSI3BIBAIOIIMM  JJOMEHOM
peuentopa EGF wu wunrubupyer mnpouecc ayropochopuarpoBaHus,
KOTOPBIH HHAYIUPYETCS BCEMH U3BECTHBIMM JMIraHaaMu penentopa EGF.
Cpsi3biBaHue maHuTymMymaba c¢ penentopom EGF  mpuBomur K
WHTEPHAIM3ALMU PEIENTOpa, WHIMOMPOBAHHUIO IPOLECCOB KJIETOYHOTO
pocTa, HHIYKIMH allonTo3a U YMEHBIICHHUIO NPOIYKI[MH HHTepIIeHKHHA-8
U (aKToOpa pocTa IHIOTEIHS COCYIOB.

I'enst KRAS (roMonor BHpPYCHOTO OHKOT€Ha KpPBICHHOM CapKOMBI
Kupcrena 2) u NRAS (romonor HeHpoOIacTOMBI BHPYCHOTO OHKOTCHA
RAS) otHOCATCA K ceMeHcTBY OHKOreHoB RAS. I'enst KRAS u NRAS
6eoK,

HeOobIIoi  ryano3uHTpHpOCHAT-CBI3bIBAIOIHI

KRAS wu  NRAS

KOJUPYIOT

KOTOpBIH y4acTBYeT B TPAHCAYKIMH CHUTHAJA.

AKTUBHUPYETCST pPa3jIMYHbIMU CUTHAJIAMH, B TOM YHCIIE U OT peuentopa

u CHCIII/I(DI/I‘{HOCTB}O K penenropaM SHIUTEIMaIbHOTO (ba.KTopa pocra

genoeka (EGFR). Pementop EGF - 5310 TpancMeMOpaHHbIH
TJIMKONIPOTEHH M3 CEeMEHCTBa PelenTopoOB THPO3HHKHHA3 | THIa, KoTopoe
Bkmouaer takke EGFR (HER1/c-ErbB-1), HER2, HER3 u HERA4.
Penenrop EGF crumysmpyeTr pocT HOpMaIbHBIX SMHTEIHAIBHBIX KIETOK,
BKJIFOYAs KJIETKH KOXKH U BOJIOCSHBIX (DOJUITMKYIIOB, U 3KCIIPECCHPYETCS Ha
Pa3IMYHBIX THIIAX OIYXOJIEBBIX KIETOK.

ITanuTymMymMab  CBS3BIBA€TCS C  JIMTAHA-CBSI3BIBAIONIAM  JOMEHOM
penentopa EGF m wuHrubupyer mnpouecc ayrodpochopruiupoBanus,
KOTOPBIH MHIYIMPYETCs BCEMH H3BECTHBIMH Jiuranaamu perentopa EGF.
Ces3piBanne maHuTymMymaba c¢ peuentopom EGF  npuBogut K
MHTEPHAIU3ALHMH PELENTOpa, MHTHOMPOBAHHIO MHPOIECCOB KIIETOYHOIO
pocTa, MHIYKIUH allonTo3a X YMEHBIICHHIO IPOIYKIHH HHTepIIeHKuHA-8
U (akTopa pocta SHIOTENUS COCYIOB.

I'ensl  KRAS (romMonor BHPYCHOTO OHKOTGHa KPBICHHOM CapKOMBI
Kupcrena 2) u NRAS (romonor HefpoOIacTOMbl BUPYCHOTO OHKOTEHA
RAS) otHOcsTCs K ceMeiicTBY OHKOreHOB RAS. I'enbl KRAS u NRAS
HEOOJIBIION

ryaHo3uHTpH(POChAT-CBI3BIBAIOIHNN  GelIoK,

KRAS wu NRAS

KOJUPYIOT

KOTOPBIM yd4acTBYeT B TPaHCAYKIMH CHrHaja.

AKTHBHPYETCS PA3JIMYHBIMH CUTHAJIAMH, B TOM YMCJIE U OT penenrtopa
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Crapas pepakuus

HoBasi penakunus

EGF, u B cBOIO o4epelib, CTHMYJIUPYET CHHTE3 JIPYTHX BHYTPHKICTOYHBIX

0eJNIKOB, BOBJICYCHHBIX B IPOLECCHl KIECTOYHOH  mposmepanu,
BBDKHBAEMOCTH M QHTHOT€HE3a.

AKTUBHPYIOIIHE MYTAllid T'eHOB RAS 9acTo MPOUCXOIIT B PA3JIMYHBIX
OIYXOJIEBBIX KJIETKAaX YeJIOBeKa M HIPAIOT OINpPEAENICHHYIO POJb, KakK B

TIPOLECCE OHKOI'€HE3a, TaK U B IPOTPECCHHU OITyXOJIH.

Dapmaroounamuieckue >¢pghexmol

UccnenoBanus in vitro W in Vivo Ha JXUBOTHBIX IIOKa3aJid, YTO
MaHUTyMyMa0 MHTHOHPYET POCT ¥ BBDKHBAEMOCTH OITyXOJIEBBIX KIETOK,
skcnpeccupoBaBumx EGFR. He nabmonanoch HpoOTHBOOIMYXOJIEBOMH
aKTUBHOCTH MAHUTyMyMa0a B SKCIEPHMEHTaX C KCEHOTPAHCILIAHTATaMH
omyxoyiell uenoBeka, He odkcmpeccupoBaBmmuMH EGFR. Jlo6Gasnenue
naHuTyMymaba K JIyd9eBOM, XMMHO- WJIM JPYroil TapreTHOH TepanuH B
HCCNIENIOBAHUSX ~ HA  OJKABOTHBIX  NPHUBOMIIO K YCHJICHHIO
NPOTHBOOITYX0JIEBOrO 3 deKTa o CpaBHEHHIO C TONBKO JIy4eBOH, XHMHO-
WM TapreTHO! Tepanuen.

Koxubie peakiuu (B TOM 4YHCIE NMPOSBICHHUS HAa HOITAX) OTMEYAIUCh Y
MAIMEHTOB, TIOyYaBIINX Hpenapar BekTHOMKC WM JpyrHe HHIUOHTOPBI

EGFR, H, Kak H3BECTHO, ACCOIHHPOBaHbI C (hapMaKoOIOrHYEeCKUMH

EGF, u B cBOIO 04epe/b, CTHMYJIHPYET CHHTE3 APYTHUX BHYTPHKIETOYHBIX

0enKoB, BOBJEYEHHBIX B MPOIECCHl  KJIETOYHOH mnponudeparyy,
BBDKHBAGMOCTH U aHTHOTECHE3a.

AKTHBUPYIOIIHE MyTalli TeHOB RAS 4acTo NMpPOUCXOMAT B Pa3IMYHBIX
OIYXOJIEBBIX KJIETKaX 4YeJIOBEeKa W HIPAIOT OIPEIENICHHYIO POjb, KaK B

IIPOLIECCE OHKOI'€HE3a, TAK U B [IPOIrPECCHU OITYXOJIH.

Dapmakoounamuieckue 3hgexmot

UccnenoBanust in vitro W in vivo Ha >XKHBOTHBIX IIOKa3ajM, dYTO
NaHUTYMyMa0 HHTHOMpYET POCT M BBDKHBAEMOCTBH OIMYXOJIEBBIX KJIETOK,
skcnpeccupoBaBmux EGFR. He Habmonanoch npoTHBOOIYXOJIEBOH
AQKTHBHOCTH NAaHUTYyMyMada B HKCIEPHMEHTAaX C KCEHOTPAHCIUIAHTATAMH
omyxoniel dyenoBeka, He oskcnpeccupoBaBmumu EGFR. Jlo6aBienue
naHuTymMymaba K JIydeBOH, XUMMO- WIM JPyrod TapreTHOH Tepanuu B
HCCJIENIOBAHHUSAX  HA  JKUBOTHBIX  HPHBOJHIO K  YCHJCHHIO
MIPOTHBOOITYX0JIEBOTO 3 (heKTa 10 CPAaBHEHHUIO C TOJIBKO JTy4eBOH, XHMHO-
WM TapreTHOM Tepanueii.

Kosxuble peakiuy (B TOM YHCIE NPOSIBICHHS HA HOTTIX) OTMEYAIHUCH Y
MAIMeHTOB, MOJYYaBIIHX MpernapaT BekTHOMKC WM Jpyrue HHrHOUTOPBI

EGFR, wu, kaK W3BECTHO, acCOLMUPOBaHBI C (hapMaKOIOTHIECKHIMHU
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Crapas peaakuus

Hosas penakuns

sdpdekramu Tepamuu (cM. pasgens! «Crocod MPUMEHEHHWsS W J03BI» H

«ITo6o4HOE NeiicTBHEY).

Hmmynoeennocmo

Kak #u Bce TepameBTHYeCKHE IIPOTEHHBI, NAHMUTYMyMab o6ianaer
NOTEHIMATFHOH HMMMYHOI€HHOCTBIO. [IpOAyKIuio HedTpaau3yromumx
aHTHTE] K HNAaHUTyMyMaly OLCHHMBAIM C IOMOIIBIO JBYX Ppas3IHYHBIX
CKPUHMHTOBBIX CHCTEM HMMYHOAQHAIIM3a JUIS ONpeJeieHHs CBSI3aHHBIX
AQHTHUTEJ K HaHTUMYMaly.

[ManuenTaM, ybs CHIBOPOTKA OKa3bIBATACh ITOJIOKHUTEIBHON HA HAIMYHE
aHTUTEN B JHOOOM CKPHHHHTOBOM HMMYHOAQHAJH3€, IPOBOJMIICS TaKkKe

Guonoruyeckuii Tect in Vvitro mns OOHApYXEHHs HENTpaIHM3yIONHX

AHTUTECII.

B xadecTBe MOHOTEpANHH:

. BeIABIAEMOCTD HEHTPATH3YIONIUX aAHTHTEN (32 HCKIIOUYEHHEM
CllyyaeB BBISBJICHUSI aHTHTEN 0 BBEACHHUS IperiapaTa U BPEMEHHO
HOJIOKHUTENBHBIX) cocTaBsuia < 1%.

. Ilpy cpaBHeHMM ¢ DalUWEHTaMH, Yy KOTOPHIX aHTUTENA He

BLIpa6aTI>IBaJ'IHCb, B3aUMOCBS3b MEXK/1y HAJIMYUEM HBﬁTpaJIPByIOIIIHX

spdexramu Tepanmun (cM. paspensl «Croco® NPUMEHEHHS M JO3BI» U

«ITobouHoE neicTBHEY).

Hmmynozennocmeo

Kak wu Bce TepameBTHYECKHE IIPOTEHHBI, MNaHUTYyMymab o6nagaer
MOTEHIHAILHOH HMMMYHOI'€HHOCTBIO. [IpOAyKIHIO aHTH-AHUTYMyMaO
AHTHUTE]I OLIEHUBAJIH C IOMOIIBIO IBYX PA3IMYHBIX CKPHHHHIOBBIX CHCTEM
UMMYHOAHAJIH3a [UIS ONpEENEHUs CBA3BIBAIOMNX aHTH-AHATyMyMa®
antuten (MDA - uMMyHO(EpMEHTHBIH aHaIW3, KOTOPBIA MO3BOJSET
ONPENENMTh  BBICOKOAQDHHHBIE  aHTHTENa, M  OWOCEHCOPHBIN
HMMYHOQHaIIU3, O3BOJIAIONIMI ONPE/IeTUTh BBICOKO- H HH3KOa(GUHHbIE
antutena). IlampenTamM, ubs CHIBOPOTKA OKa3bIBAIACH MOJIOKUTENLHON B
mobOM M3 IBYX TECTOB CKPHHHHIOBOIO HMMYHOAHAIM3a, HPOBOIMIICS
TaKXkKe OMONOTHYECKHI TECT in Vitro [t OOHAPYIKEHUs HEHTPATH3YIOMINX

AHTHUTEII.

B xauectBe MOHOTEpANHu:
° BBISIBISIEeMOCTD CBSI3BIBAIOIIMX AHTHTEL (38 HCKIIIOYEHUEM CIIy4acB
BBIABIICHHSI aQHTHTC]I [0 BBEACHHWs IIperiapata H BPEMEHHO

MOJIOXKHUTENBHBIX) cocTaBisia < 1%, Kak OBUIO YCTaHOBIEHO C
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Crapas pegaxkuus

Hogasi pexaknus

aHTHTENl K NaHUTYMyMaly W H3MEHECHHSIMH (hapMaKOKHHETHYECKHX
napaMeTpoB, >(QdeKTHBHOCTH # Ge30IacHOCTH Mpemnapara He
OTMEYeHa.

B xomMOuHan#My ¢ peKMMaMH XUMUOTEPAITHH HA OCHOBE HPMHOTEKAHA HJIH

OKCATHILIATHHA:

° BbIABIIEMOCTh HEHTPATH3YIOMMX aHTHTEN (38 MCKIIOYEHHEM
CllyyaeB BBIABJICHHS aHTHTEN J0 BBEICHHUS Iperapara H BPEMEHHO
MOJIOXKUTEIBHBIX ) cocTaBsina < 1%.

° He Obuto 0OHapyXe€HO HHMKAKMX JOKa3aTeJbCTB H3MEHEHHS
npoduas 6e30MacHOCTH C HMOJIOKHUTENbHBIM PE3yJIbTATOM TeCTa Ha

aHTUTENA K TaHUTYMyMaoy.

Dapmakoxkunemuka

[Tpu npumenennn npenapara BekTHOHKC B KauecTBE MOHOTEPAIUH WITH B
KOMOWHAIIMM C XHMHOTepanuel (apMakOKMHETHKA IIpernapara HOCHT
HEJIMHEHHbIH XapakTep.

Ilocne opHOKpaTHOrO BBeJEHHS IAHUTYMymaba B BHIE |-4acoBoit
(AUC)

uHGY3UM IUIOmMAAb IOX KPUBOH «KOHIEHTpALMA-BPEMS»

BO3pacTajia B GobIneit CTCeNCHH, HYE€M OTO XapakTepHO IIpU

JI0301PONIOPIIMOHAILHON  3aBUcuMocTH, a kimpeHc (CL) mpemapara

nomoIpio ananuza MDA MeronoM KHCIOTHOM AMCCOLMALMM, H
3,8%, Kak OBLIO YCTAHOBIECHO C MOMOIIBIO HMMYHOJOTHYECKOTO
ananm3a Biacore;

° BrisBsieMOCTs  HEHTpalM3yromMx aHTuTel (32 HCKIIOYECHHEM
CIy4aeB BBISBICHHUS QHTUTEN JI0 BBEJCHHUS IIpernapara U BPEMEHHO
MOJIOXKHTENIBHBIX) cocTariisiia < 1%;

° HpPI CpaBHCHHH C IIAlHEHTaMH, Yy KOTOpPBIX AaHTHUTEAa He

MEXITy

naHnTymyMaG AHTUTCII W HU3MCHCHUSIMH ¢>apmaxoxnnemqecm

BbIpa0ATHIBAIINCh,  B3aHMOCBS3b HaJIMYHEM  aHTH-
napameTpoB, 3(GEeKTHBHOCTH H Ge30macHOCTH TpemapaTta He
OTMeUeHa.

B xomOuHanuy ¢ peXxxumMaMy XMMHOTEpAIA Ha OCHOBE HPUHOTEKAHA HITH

OKCAJTMILIATHHA:

@ BBISBISEMOCTD CBA3BIBAIONIMX AHTHTEIN (32 UCKIIOYEHHEM CIIydYacB
BBISBJICHUS] aHTHTEN 10 BBEACHHUS Mperapara) coctasisiia 1%, kak
OBIIO YCTAHOBIIEHO C MOMOLIBIO aHanu3a MDA MeTO0M KHCIOTHOM
jucconuanuu, ¥ < 1%, Kak OBUIO YCTAaHOBJIEHO C HOMOMIBIO
HMMMYHOJIOTHYECKOT0 aHanmm3a Biacore;

L4 BrisBnsiemocts HeﬁTp&JIHSyIOIHHX AHTHUTEN (33 UCKIIIOYCHHUEM

CJIy4acB BBISIBJICHUSI aHTUTEJI 1O BBEIACHUSA npenapaTa) cocTaBJisiia
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Crapas penakuus

HoBas penakuus

camkaics ¢ 30,6 mo 4,6 mi/cyT/kr mpu yBenuuyeHHH o3l oT 0,75 no
9 mr/kr. OJHaKO NpH BBEIECHWH MaHMUTyMymaba B Ji03aX CBBIIIE 2 MI/KT
xapaktep yBenumueHus AUC Obul OIOM30K K J1030HPONOPIHOHATBHON
3aBHCHMOCTH.

[Ipu coOmoneHnH peKOMEHJOBAaHHOTO PEXHMMa JIO3HPOBAHHUS (é mr/kr 1
pa3 B 2 Helenu B Buje 1-4acoBoil HH(Y3HH) PaBHOBECHAS KOHIICHTpPALHS
HaHATyMyMa0a JOCTUraeTCs K TPEeTbel HH(Y3UH PH CPEIHHX 3HAYCHUSIX
MaKCHMalbHOM (+ crangaprHoe oTKIoOHeHHe [SD]) M MuHUMaIbHOU
koHueHrpanuii 213 + 59 u 39 £+ 14 mxr/mi, coorBercrBenHo. CpenHee
1306 +

sHagenne (+ SD) AUCO-t um xumpeHca OBUIM paBHBI

374 mxrecyt/™Mmn 4,9 + 1,4 mu/kr/cyr, cootBercTBeHHO. Ilepuon
HOJIYBBIBEJICHHUSI IIperiapata COCTaBHJ INPHOIM3HTENBHO 7,5 CYTOK
(pasbpoc: ot 3,6 1o 10,9 cyTok).

BBUT BBINOJIHEH MHOMYJISIMOHHBINA aHAIH3 (apMaKOKHHETHKH C IENbIO
OLICHKH HNOTEHIUAIBHOTO BIMSHHS OTJENBbHBIX KOBapHaT Ha IapameTphbl
(hapMaKOKWHETHKH MNaHUTymMymaba. PesynbraTel ero mokasamd, 4TO
Bo3pact (B auanazone 21-88 ser), moi, paca, QyHKIHMS [IEYEHH U TOYEK,
MPUMEHEHHE COIIyTCTBYIOIMX XHMHOTEPANEBTHYECKHX IIPEnapaToB U
WHTEHCHBHOCTh OKpammBanus wmeMOpan EGFR (1+, 2+, 3+) B

OIYXOJIEBBIX KJIICTKax HC OKa3bIBarOT SIBHOT'O BIIUSHUST Ha

<1%;

° He Obuto 0OHApyXeHO HHKAKUX OKA3aTeldbCTB U3MCEHCHHUS
npoduis  Ge30aCHOCTH Y  TAIMEHTOB C  IOJOXKUTEIBHBIM
pe3yJIbTaToOM TecTa Ha aHTHTeNa K Ipenapary Bextuoukc.

Omnpenenenne 0Opa3OBaHHS AHTHTEN 3aBHCHT OT YyBCTBHUTCIBHOCTH U

CIENU(PUIHOCTH UCTIONB3YEMOro MeToza. Ha mooxuTenbHblil pe3yabrar

IO OIPEJICICHUIO aHTUTE MOTYT OKa3aTh BIMSHUE pa3IudHbIe HaKTOpPBI,

BKJIIOYAsk METOJI MPOBEICHMSI aHAIM3a, METOIMKY OTOOpa M MOJrOTOBKY

o0pa3ioB, Bpems 3a00pa IpoO, MPHEM COITyTCTBYIOIIUX JIEKAPCTBEHHBIX

[penapaToB M XapaKTep OCHOBHOTIO 3a0OJICBaHWS, IIO9TOMY CpaBHEHHE

YacTOThl BO3HMKHOBEHHS AHTUTEN] K JPYTMM [pernaparaM MOXeT

IIPUBOJUTH K HEIOCTOBEPHBIM PE3YyJIbTaTaM.

DapmakokuHemuKka

IIpu npumenenun npenapata BekTHOMKC B KauecTBE MOHOTEpAIIHH WK B
KOMOMHAIMKH ¢ XUMHOTepamueidl (apMakOKHHETHKa mpernapara HOCHT
HEJIMHEHHBIN XapakTep.

Ilocne omHOKpaTrHOro BBeieHMs HaHUTyMymaba B Bujge 1-4acoBoit
uHY3MH TUIOmAAb  TOX (AUC)

KPUBOH  «KOHIICHTpALHs-BPEMS»

BO3pactajla B OonbIneit CTCIICHH, HYE€M OTO XapakTC€pHO IIpH

EUVI3v94 RU v Revised 01

6

029060-60/0%LL00-dDIf



g86LECE

Crapas pegakuusi

HoBas pepaknus

(hapMaKOKUHETHKY ITaHUTYyMyMaoa.
HccnenoBanuii  hapMakOKHHETHKH HaHHTyMymaba y IIAlMEHTOB C

HapymeHueM (QyHKIHI OYeK WIH IeYeHH He IIPOBOMIIOC.

JI030IPOIIOPIHOHANBHOM 3aBucHMocTH, a kmmpeHe (CL) manutymymaba
camxaicst ¢ 30,6 1o 4,6 mi/cyr/kr npu yBenwdeHuH 103bl ot 0,75 1o
9 mr/kr. OfHaKo TIpH BBEIAECHHH NMaHMUTyMymaba B J103aX CBbIIIE 2 MI/KT
xapaktep yBenuueHus AUC Opur OIM30K K 1030HPONOPIMOHAIBHON
3aBUCHMOCTH.

IIpu cobimoneHnH pPeKOMEHJOBAHHOTO pPeXHMa JO3HpOBaHus (6 MI/Kr
lpas3 B 2 wHemenmu B Buae 1-4acoBoii uH(DY3WH) paBHOBECHas
KOHIIGHTpAIMs HaHUTyMyMmaba IOCTUraeTcsi K TpeTbell HMH(QY3HH IIpH
CPEIHUX 3HAYCHUSAX MAKCUMAaIbHOH (+ crannaptHoe oTkiioHeHue [SD]) u
MHUHUMaIbHOW KoHHeHTpaimi 213 £+ 59 wuw 39 = 14 mxr/mi,
cootBercTBeHHO. Cpemnee 3HadeHue (+ SD) AUCo-t u wimpeHca ObuH
paBubl 1306 + 374 mxrecyt/mn u 4,9 £ 1,4 MI/Kr/cyT, COOTBETCTBEHHO.
Ilepuon momyBBIBeCHHS IIpeniapaTa COCTABIII PUOIU3UTENBHO 7,5 CyTOK
(pasbpoc: ot 3,6 10 10,9 cyTok).

BbU1 BBINONHEH NOMYJISIMOHHBIN aHalM3 (PapMAKOKHHETHKH C LEJIbIO
OLICHKH NOTEHIUATFHOIO BIIMSHHS OTACIBbHBIX KOBapHaT Ha NapamMeTpsl
(apmakokuHeTHKH naHUTyMymaba. Pesynbrarhl ero mokasaiM, YTO
Bo3pacT (B nuanazone 21-88 ner), moin, paca, QyHKIHUS IEYECHU H MOYEK,
NIPUMEHEHHE COIYTCTBYIOIMX XHMUOTEPANECBTHYECKUX IPENapaToB H

WHTEHCHUBHOCTh OKpammBanus wMemOpan EGFR (1+, 2+, 3+) B
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Crapas peaakuus

HoBas pepaknus

OIIYXOJIEBBIX KJICTKax HE OKa3bIBaIOT SABHOI'O BJIMAHUA Ha

(apMakOKHHETHKY AaHUTyMyMaba.
Wccnenosanuii  (apMaKkOKHHETHKH MaHATymMyMaba y IAIlMEHTOB C

HapyIieHHeM (QYHKIHi TOYeK UM IeYCHH He IIPOBOIUIIOCE.

NMPOTUBOIIOKA3AHUS

° IManueHTHl € aHAMHE30M TSDKEIBIX WM YIPOXKAIOIMX JKU3HU
peakiyii TUMepuyBCTBUTEIBHOCTH K JIOOOMY H3 KOMIIOHEHTOB
npernapara;,

° [ManueHTsl ¢ WHTEPCTUIHAIBHBIM HHEBMOHUTOM HIH (udposzom
nerkux (cm. paszaen «OcoOble yka3aHuUsn»);

. Kom6uHnarms npenapara BekTHOMKC ¢ OKCATHIIIATHH-COAEPKAIMM
PEXMMOM XHMHOTEpAIMH MPOTHBOIOKa3aHa nmanuentam ¢ MKPP u
MyTanusMi B reHax RAS nmu nanupentam ¢ MKPP ¢ HeyrouHeHHBIM
crarycoM MyTanmii B reHax RAS (cM. paznen «OcoOble yKka3aHHsI»);

. [TarmenTsl C TIOYEYHOM W TEYEHOYHOH HEIOCTaTOYHOCTHIO
(3 dexTrHBHOCTD U 6€30ACHOCTH MPHMEHEHHS HE YCTAHOBJICHBI);

. Jlerckuit Bospact 10 18 ser (3¢dexTuBHOCTE M O€30IIACHOCTH

NPUMCHCHHUA HE YCTAHOBJICHBI; CM. pa3Jieil «Cmocob NPUMCHEHUS U

JI03BIY);

MNMPOTUBOIIOKA3AHUS

° [TanpieHTH ¢ aHaMHE30M TSDKEIBIX MM YTPOXKAIOMUX JKM3HU
peakIuii THIepYyBCTBUTEIBHOCTH K J€HCTBYIOIEMY BEIECTBY HIIM
mobomy u3 BCIIOMOTATENIbHBIX BEILECTB mpenapara,
nepeuricieHHbix B paszgene «CocraB» (cMm. paszgen «OcoOble
yKa3aHHs»);

. TanuenTsl ¢ WHTEPCTHIHATIBHBIM ITHEBMOHUTOM WM (pudpo3om
sierkux (cM. paznen «OcoOble yka3aHHs»);

° Kombunanus mpenapara BekTHOMKC ¢ OKCATMILIATHH-COEPIKAIIUM
PEeXHMOM XHMHOTEPANHU MPOTHBONOKa3aHa naruentam ¢ MKPP u
MyTalusMH B reHax RAS wiu nauuentam ¢ MKPP ¢ HeyrogHeHHBIM
cTaTycoM MyTaiuii B reHax RAS (cM. paszen «Ocobble yKa3zaHuUs»);

° [lareHTH! € TOYEYHOHM W TMEYEHOYHOM HENOCTaTOYHOCTHIO

(3¢ dexTHBHOCTD U OE30ACHOCTh TPHMEHEHUS HE YCTAHOBJICHBI);

° JHerckuii Bo3pact 10 18 ner (3¢dexTuBHOCTE U 0€30MACHOCTH
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Crapas pexaxkuus

Hosasi penaxknus

. bepemeHHOCTH %4 HIepHOJ IPYIHOTO BCKAapMJIMBaHUS
(3¢ dexTHBHOCTE M GE30MACHOCTH MPHMEHEHHs HE YCTAHOBIEHBI,
cM. paszien «IIpumeHeHne npu 6epPeMEHHOCTH H B IEPHOJ IPYHOTO

BCKapMJIUBAHHS»).

NIPUMEHEHUs HEe YCTaHOBIEHBI; CM. paszes «Crnocod npuMeHeHHs |
JIO3B1»);
. bepemennocth u TIEPUOJT TPyIHOTO BCKapMJIMBAHHSI
(3bdextuBHOCTH M 0€30MACHOCTH NMPUMEHEHHS] HE YCTAHOBIICHBI,
cMm. pazzen «[IpumeHenue npu GepeMEHHOCTH U B IEPHOJT TPYAHOTO

BCKapMJIUBAHUY).

CIIOCOBb NIPUMEHEHHUS U 103bI
Tepanuio npenaparoM BekTuOukc HEOOXOAUMO NPOBOJMTH IO
KOHTPOJIEM Bpada, UMEIOIIEr0 OIBIT HPOBEIEHHUS NPOTHBOOIYXOJIEBOIO
nedenus. Ilepen HavanoM Tepanuu npenapatoM BekTubukc HE0OX0aHMO
noarBepkaeHue reia RAS muxoro tuna (KRAS u NRAS). MyTtaunoHHBIH
CTaTyCc reHa JOJDKeH ObITh ompenesieH abopaTophei, HMEIOIe OIbIT
COOTBETCTBYIOIHMX HCCIEIOBAHUN, C MCIIOIb30BAHUEM BaJIHMPOBAHHBIX
MeTouK oOHapyxenus Mytauuit KRAS (B sx30Hax 2, 3 u 4) u NRAS (B

9K30HaxX 2, 3 u 4).

Pesicum oo3uposanua
Pexomennyemas 03a mpenapara BekTuOHKC coctaBiseT 6 MI/KT MacCh

Tena u BBogurcs 1 pa3 B 2 menmenu. Ilepen wmudyswueit npemapar

CIIOCOBb NTPUMEHEHMUS 1 10361
Tepanuio mnpemaparomM BexkTuOukc HeEOOXOIMMO IPOBOJUTH MO
KOHTpPOJIEM Bpaya, MMEIOIIEr0 OMBIT MPOBEICHHS IPOTHBOOIMYXOJIEBOTO
neuyenust. [lepen Havaom Tepanuu npenapatoM BekTHOMKe HEOOX0AUMO
noaTBepXkaeHue reHa RAS nuxoro tana (KRAS u NRAS). MyranuoHHBbIH
CTaTyc reHa JOJDKeH OBITh ompeleneH Jiaboparopuei, UMErOIeH OIBIT
COOTBETCTBYIOIUX HCCIIEOBAHHMN, ¢ UCIOIB30BAHUEM BaJIUIHPOBAHHBIX

MeToauK OOHapykeHust MyTtaiuid KRAS (B sk30oHax 2, 3 u 4) u NRAS (B

9K30Hax 2, 3 u 4).

Pesicum 0o3uposanus
Pexomennyemast no3a npenapara BekTHOMKC cocTaBisieT 6 MI/KT Macchl

Tena ¥ BBoauTCs | pa3 B 2 Hezenu.
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Crapas pepakuus

Hosas pepakuus

Bektubukc Heobxomumo passectd B 9 mr/mit (0,9 %) pactBope Harpus
XJIOpHJIA JUIsl HHBEKIUHN 10 MOJIy4eHUs] KOHIeHTpauu He 6osiee 10 mr/mi
(MHCTPYKIMH 110 IIPUTOTOBJICHUIO HH(QY3HOHHOTO PacTBOpa NPHUBEIEHBI B

paszgene «Ocobble Mepsl NPENOCTOPOXHOCTH MPH NPHUMEHEHHH H

[lpy pasBuTHM TsKENbIX (>3 CTENeHH) AEpPMATONOTHYECKHX PEaKIUi

MOXET TOTPeOOBATECA  CIEAYIONMI pPEeXUM  MOAM(HKAMH 03Bl

npenapata Bektubuxc:

THITH3AL[HN ).
y ALY BosnnkHoBenne | Baenenne Pesyabrar Koppexuus 10361
[lpu pasBuThu TsKENBIX (>3 CTENECHH) NEPMATONOTHYECKHX pPEaKIMit KOXKHBIX npenapara
CHMITOMOB: BexTuoukc
MOXeT NOoTpeboBaThesl MOJMGHKAIKUS J03bl Ipernapara BektuOukc (cm. >3 crenenn’
paszien «OcoGble yKasaHus). IMepsbiii cinyyaii | Ormena 1 uin CHuxenue Bo3zo6HoBnenue
BO3HMKHOBEHHS 2 no3 HMHTEHCHBHOCTH uHOY3HH B 103€,
peakuuu (<3 COCTaBJIAIOIECH
1 5 . CTENEHH) 100% ot
[pumenenue y omoenbHbiX NONYIAYUL NAYUEHMOS TlepBOHAYATHHO
besonacHocTh 1 3 dekTHBHOCTE NpenapaTa BeKTHOMKC He OLEHHBAINCH A03b1
Vnydmenus ve Ipexpamenne
y HalHUEHTOB C TIOYEYHON MJIU NeYSHOYHON HEJ0CTATOYHOCTHIO. HACTYTIHIIO
OTCYTCTBYIOT ~ K/IMHMYECKHE JIaHHBIC, MO3BOJMIOIHME 06OCHOBatp | | BTOPOH ciytait | Otvena 1w Cawketine BosoGroere
BO3HUKHOBEHHUS 2 no3 HWHTEHCHBHOCTH HHOY3HH B 103€,
HeoOX0IMMOCTh KOPPEKIIMH J03bI [PENnapaTa B MOKUIOM BO3PACTE. peaximu (< 3 cocTaBsoNIed
N CTEMneHu) 80% ot
MepBOHAYaIbHOH
Koorcnvie peaxyuu u peakyuu co cmoponsl MIKUX mxanetl A03bl
ViyunieHus He Ipexpamenue
ITpy pa3BuTUM y NanMeHTa KOXHBIX peakiuil creneHd 3 wim Golee HACTYIIHIIO
soipaxkeHHol cTenend (CTCAE Bepcum 4.0) wiM pacueHEHHBIX Kak
HENEPEHOCUMBIE PEKOMEHJYeTCsl CIEAYIOIHA DPEKUM MOIApUKAIH
JI03bI TIpenapara:
10
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Crapas perakuus

Hosas penaxkuus

Bo3unkHoBenue | Bpenenmne Pesyabrar PeryanpoBka
KOJKHBIX npenapara J103B1
CHMIITOMOB: BexTnouke
> crenenn 3!
Ilepssrii caygait | Otmena 1 wmm CHuxeHne Bo3o6HoBeHHE
BO3HHKHOBEHHUS 2 no3 HMHTEHCUBHOCTH | uH(]y3uu B 103€,
peaknuu (<3 COCTaBJISIOIIEH
CTEIICHHM) 100% ot
TIepBOHAYATBHOH
JI03bI
Viyuymenus ve | Ilpexpamenue
HACTYIHJIO
Bropoii ciayuait | Otmena 1 nimm CHuxenue Boszo6HoBeHHE
BO3HUKHOBEHHSI 2 no3 WHTEHCHBHOCTH | UH(QY3UH B 103€,
peakuuu (< 3 COCTaBJISIONIEH
CTETICHH) 80% ot
TepBOHAYAIbHOH
JI03BI
Vnyumenust He | Ilpekpamenue
HACTYIHIIO
Tperwuii ciayuait | Ormena 1 uau CHmxeHue Bo3o6HoBeHne
BO3HHUKHOBEHHUS 2 o3 WHTEHCUBHOCTH | WH(}Y3uH B 103€,
peaknuu (<3 COCTaBIISIFOIIEH
CTETICHH) 60% ot
NIepBOHAYATBHON
JI03BI
Viyumenus e | Ilpekpamenue

HaCTYyIIHJIO

Tpernii cnyqai | Ormena 1 win CHmxeHue BozoGHoBnenue
BO3HHUKHOBEHHUS 2 nos WHTEHCHBHOCTH uHy3um B 103€,
peakuuu (<3 cocTasJsolei

CTETNEeHH) 60% ot
TepBOHAYAJIbHOM
J103bl
Viydmenus He ITpexpamenue
HACTYINHJIO
UYeTBepThii Ipekpanienue - -
cay4an
BO3HUKHOBEHHS

! Peakuuu 3 CTENEHH ¥ BBILIE CYMTAIOTCS TSDKEIBIMA WIH )KH3HEYTPOXKAIOMIHEMU

Ilpumenenue y omoenvHelX NONYIAYUL NAYUEHMOE

besomacHocTh H 3G (eKTUBHOCT IpenapaTa BeKTHOHKC He OLlEHUBAIUCH
y HAIUEHTOB C IOYCYHOMH HITH I€YCHOYHOH HEI0CTaTOYHOCTBIO.
OTCyTCTBYIOT = KIMHHYECKHUE 000CHOBaTh

JAHHBIC, ITO3BOJIAIOIINAC

HE0OXOIMMOCTh KOPPEKIMH 03Bl ITpe€napara B MOXKUJIOM BO3pacTe.

Jemu

OmnbIT IpEMeHeHHUs npenapaTa BekTuouke y gereit OTcyTeTByeT.

Chnocob esederun

BektuOukc HeoOX0IMMO BBOJMTH B BHJIE BHYTPUBEHHON HH(Y3UH C
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OnsIT npuMeHeHus npenapara BexTuOukc y nereit orcyTcTByeT.

Cnocob éeedenun

IIpenapar BextuOuxc cieayer BBOIUTH B BUE BHYTPUBEHHOH HHDY3HH ¢
nomomipio  HHOY3HOHHOrO Hacoca B Hepudepuyeckuii 30HA HIH
MOCTOSIHHBIN KaTeTep uepe3 BCTPOSHHBIH (GuibTp ¢ pazmepom sueek 0,2
wim 0,22 MKM ¢ HH3KOW CTENEHBIO CBS3BIBAHHS  OEIIKOB.
PekoMeH10BaHHAs JUTATENBHOCTh HUH(Y3HU COCTABISET MPUOIHZUTENHHO
60 munyt. Ecnu neppas uHQY3Hs IEPEHOCHTCS XOPOIMIO, MOCIEIYIOIIHE
UHQY3UH MOTYT MPOU3BOIAUTHCS B Tedenue 30-60 muHyT. J[muTensHOCT
BBeJIeHHs Tpenapara B 1o3ax cBbine 1000 Mr Jo/DKHAa COCTaBISTH
npubu3uTeabHo 90 MUHYT (MHCTPYKIMH IO OOpaIleHHIO MPHBEICHBI B
pazaene «OcoOble Mepbl INPEAOCTOPOKHOCTH IPH HPUMEHEHHH U

YTHIIU3AIAN ).

-
N
~ Crapas pexakuust Hosas pexaknus
o ‘IeTBeprlﬁ [Ipexpamenue - - NIOMOIIBIO HHY3HOHHOTO Hacoca.
ciryyai
B03HI/leI-1:OBeHI/I$I ITepen mnposenenmeM wuH(y3um npenapar BextuOukc pomkeH ObITH
' Peakmuu 3 cTemeHM W BBIE CUMTAIOTCA TSDKENBIMH HJIM | PAa3BEEH CICIMAIMCTOM 3apaBooxpanenus B 9 mr/mi (0,9%) pactBope
KU3HEYTPOXKAIOIIHMH HaTPHA XJIOPUJA [UIS HHBEKIUH B aCENITHYCCKHUX YCIOBHSX 10 MOTyYEeHUS
KOHEYHOM KoHIeHTpauu# He Gosee 10 mr/mi. He BeTpsixMBaTh WM HE
Jlemu B30anThIBaTh CHIBHO (hirakoH. PrakoH ¢ npenaparoM Bektubuxc ciemyer

BU3Y&IbHO OLCHHTH Iepel INPUMEHEHHeM. PacTBop IODKeH OBITh
GeCLBETHBIM H MOXKET COJePKaTh MOIYIIPO3pavHble Wik Oelblie aMmopdHbIe
OeNKOBBIE YacTHLBI (KOTOpble yAalsioTcs (UIbTpoM HHQPY3HOHHOU
cucteMmel). He crmenyer BBomuTh mpemapar BektuOukce, ommcanue

KOTOpPOTO ~ OTJIMYAaeTcss OT MpPUBEJEHHOro Bbime. [lpy  momoru
TUNOJEPMaIBHOM HIibl pasmepa 21G mimu MeHblne U3 ¢uakoHa ¢
npenapaToM 3abupaercst He0OX0AUMOE KOJIMYECTBO npenapaTta Bextuouke
JUIsl TIOYy4YEHHs J103bI 6 MI/KI, KOTOpPOE 3aTreM pacTBOPSIOT B 0O0IeM
odoveme 100mn. He wucnons3oBath Oe3bIrOJIBHBIE MPUCTIOCOOTICHUS
(HanpuMep, NepexoTHUKH Ui (HJIaKOHOB) JUIS M3BJICYEHHs Ipenapara u3
¢nakona. KoHeuyHass KOHIIEHTpamusi HE JOJDKHA TpeBbIIATh 10 mMr/mir.
Jlo3s! Beime, gem 1000 mr criiexyer pactBoputsh B 150 Mt 9 mr/mit (0,9%)
pacTBOpa HaTpHs XJopujaa st uHbekumit. IToimyueHHbIl pa3BeieHHBIH

PacTBOp HEOOXOJUMO IepeMeIlaTh OCTOPOXKHBIM IEPEeBOPAYUBAHUEM, HE
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i Crapas pegakuus Hosas peapakuusi

u;)lo M Tociie BBEIGHHMs Tpernapara BexTHOMKC, HH(Y3MOHHYIO CHCTEMY | BCTPSXHMBAT.

CDyeo6XOMMMO MPOMBITH PACTBOPOM HATpHs XJOpHIa, utoObl n3bexars | He Ha6MOIAIOCh HECOBMECTHMOCTH MEXJy npenapatoM Bektubuxc u

CMEIIMBAaHUs Tpenapata BekTHOMKC C  ApYrMMH  JICKapCTBEHHBIMU
npenapaTamMi WK PACTBOPAMH JUIs BHYTPUBCHHOTO BBEICHHS.

B ciiyuae BO3HUKHOBEHHUs HH(Y3HOHHBIX Peakiuii MOKeT NoTpeGoBaThCs
CHIKeHHe CKopocTH uH(y3un npenapata BekruOukc (cM. pasaen
«Oco0ble yKa3aHHs).

Ipenapat BekTu6ukc He JODKEH BBOIUTHCS CTPYHHO MM OOJOCHO.
MHCTPYKIMH 10 pa3sBEJCHHIO Tpernapara [epe]l ero BBEJICHHEM

npusenieHsl B pasgene «Ocobbie  MepBl  MPEIOCTOPOKHOCTH  NPH

NPUMCHECHUHU H yTHIH3AIWN ».

9mr/Mn (0,9%) pacTBOPOM HATpHsl XJIOpHAA VIl MHBCKIME B
HHDY3HOHHBIX MAKeTaX U3 [OJMBHHAIXIIOPH/IA WK TOHOoNepuHA.
Ipenapar BexTubukc ciexyer BBOAMTH B HepUEPHUCCKHI 30HI WM
NOCTOSHHBII KaTeTep depe3 BCTPOeHHbIH GuibTp ¢ pasmepom nop 0,2 win
0,22 MKM C HH3KOH CTEIEHbIO CBSI3bIBaHMs OenkoB. PekoMeHIOBaHHAS
JUMTETbHOCT HHY3MH cocTaBisieT npuOmmsuTensHo 60 muHyT. Ecim
nepsasi HHQY3US NEPEHOCHTCS XOPOIIO, MOCIENYIOIHe HHPY3HH MOTYT
NpoM3BOIUTECS B TeueHue 30-60 MuHYT. JUIATEIBHOCTh BBEICHHA
npenapara B 103ax cpime 1000 Mr 10/DKHA COCTaBIATh MPUOITU3UTEIEHO
90 MuHYT (MHCTPYKIHH IO OOpAlICHMIO MPUBEJICHBI B IOJpa3fence
«Oco6bIe MEPHI IPEIOCTOPOKHOCTH [PH IIPUMEHEHHY H yTHIA3ALHH»).
Jlo u mocne BBeleHus npenapara BextnOukce, WHQY3HOHHYIO CHCTEMY
HEOOXOMMMO HPOMBITH PACTBOPOM HATPHs XJIOpHZA, 4TOOBI H3Gexarh
CMEIIMBaHMs mpenapara BeKTHOMKC ¢ JpyrdMH JICKapCTBEHHBIMH
npenaparamy WM pacTBOPAMH JIjisi BHYTPHBEHHOI'O BBEICHHUS.

B ciryuae BO3HHKHOBEHHS HH(Y3HOHHBIX PEaKIluii MOXKET HOTPeOOBaThCS
CHIKEHHEe cKOopocTH uH(y3uum npernapata BexTuOumke (cM. paszen

«Oco0ble yKka3aHus»).
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Crapas peqakuus

Hosasi pepaxkuus

Ipenapar BexTnOHKC He TOIDKEH BBOIUTHCS CTPYHHO MM GOJIFOCHO.

MMOBOYHOE JIENCTBUE

00630p npoguna 6e3onacnocmu npenapama

CornacHo pesysibTaTaM aHajM3a JaHHBIX Bcex maiueHToB ¢ MKPP,
MPUHUMABIINX y4YacTHE B KIMHUYECKHX HCCIIC/IOBAHUSAX M IOJIYYaBIIHX
npenapar BexTuOuKC B pexXuMe MOHOTEpanuH H B KOMOHHAIMH ¢
xuMuoTepanueii (n=2224) Hambonee YACTHIMH HEXXEJIATEIbHBIMU
peakIuaMu ObLTH KOXKHBIE PeaKIlHu, HaOJIIoJaBIIHeCs IPHOIM3UTEIIHHO B
94% caydaeB. OTH peakuud OOYCIOBIEHBI (HapMaKOJOTHYECKUMHE
CBOWCTBaMH mpenapaTa BeKkTHOMKC W OOBIYHO HMEIOT JIETKYIO WM
CPEJIHIOIO CTEeNEeHb TSHKECTH; TOJIBKO B 23% cilydaeB epMaToIOrHYecKHe
peaknMH HOCAT TSsDKENbli XapakTep (CTENeHb TSHKECTH 3, MO
kinaccupukanuu NCI-CTC) u < 1% xusHeyrpoxaromue (CTenens 4 mo
NCI-CTC). MenunuHuckue Mepsl B CIydae KOXHBIX PEaKIHif, BKIIOYas
pPEeKOMEHJAllUK 110 KOPPEKIMH [A03bl, HpHBeNeHBI B paszene «Ocobbie
yKa3aHHUs».

HauGonee yacTbIMM HEXeNaTeIbHBIMH PEAKIHAMH, BO3HUKABIIHMH Y >
20% mnanMeHToB, OBLIH PACCTPOMCTBA JKEIYJOYHO-KHIIEYHOTO TpaKTa
[nmapes (46%), Tommota (39%), peota (26%), 3amop (23%) u Goib B

xuBoTe (23%)]; obume peakiuu [noBblmeHHas yTtomisieMocTh (35%),

IMOBOYHOE JIEUCTBUE

0630p npogpuna be3onacnocmu npenapama

CorynacHO pe3ynbTaTaM aHalH3a JaHHBIX Bcex manuedToB ¢ MKPP,
NPUHAMABIINX yYacTHE B KJIMHUYECKHX HCCIICOBAHHUIX W MOTYyYaBLIMX
npenapatr BekTHOMKC B pexuMe MOHOTEpanud W B KOMOWHAIMH C
xuMuoTepanueit (n=2224) Haubolice YaCTHIMH HEXeJIATEIbHBIMU
peaknusMi OBbUTH KOXKHBIE PEaKI[iy, HabJII01aBIIrecs MPUOIU3UTENBHO B
94% ciydaeB. OTH peakuuu OOYCIOBIEHBI (hapMaKOJOTHIECKAMHU
cBOicTBaMH mpenapara BekTHOMKC W OOBIMHO MMEIOT JIETKYIO WA
CPEJIHIOIO CTENIEHb TSHKECTH; TOJIBKO B 23% CilydaeB JepMaToIOrHYecKue
peakMM HOCAT TSDKENbI Xapaktep (CTENeHb TSKECTH 3, IO
kinaccupuxammu NCI-CTC) u < 1% xwusHeyrpoxatomue (crenesp 4 1o
NCI-CTC). Memununckue Mepsl B ClIydae KOXKHBIX PEakIuil, BKIIOYas
PEKOMEHJIAIMK [0 KOPPEKIHUH O3Bl NMpUBeneHsl B pasiene «Ocobbie
YKa3aHHUSI».

HaunGonee yacTbIMM HEKETATENbHBIMH PEAKIHUSAMH, BO3HUKABIIAMH Y
>20% mnarnueHToB, OBUIH PAcCTPONCTBA JKEIYOYHO-KUIIEYHOTO TPAKTa
[nmapes (46%), TommuoTa (39%), pBota (26%), 3anop (23%) u G6oab B

xuBoTe (23%)]; obmue peakiuu [MOBBIIICHHAS yTomisieMocTs (35%),
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Crapas pexakuus

Hosas penaknus

nupekcust (21%)]; HapymeHus oOMeHa BEINECTB M ITUTAHUS [CHUIKEHHE
ammeruta (30%)]; uHdexuumu W wunBazsuu [mapommxus (20%)]; u
NaToJIOTHs KOXHM M IOAKOXKHOM TKaHU [chmb (47%), axaedOpMHBIN

aepmatut (39%), 3yn (36%), spurema (33%) u cyxocts koxu (21%)].

Ilepeuens nescenamenvHvix peakyui

Hexenarensuble peakiyu, HaOmonasimkecs y mnauueHToB ¢ MKPP,
NOJTyYaBIIUX NAaHATYMYMaO B Ka4yeCTBE MOHOTEPAIMH WM B KOMOMHALMH
¢ XHMHOTEpaNue B KIMHUYECKUX HCCleNoBaHUAX (n =2224), a Takxe B
CIIOHTAHHBIX COOOIIECHMAX, NIpUBeeHbI HIke. HexenarenpHbie 3 deKTs

TIPEACTABJICHBI 110 CTCIICHHU y61>113a}mﬂ CEPbE3HOCTH.

nupekcus (21%)]; HapynieHus 0OMEHa BEINECTB M MHUTAHHUS [CHIDKEHHE
armerura (30%)]; uHdpexmum u wuHBa3uM [maponuxus (20%)]; u
[aToJIOTUsl KOXKM M INOAKOXKHOH TKauu [cbinb (47%), axHe(pOpMHBIH

nepmatut (39%), 3yn (36%), sputema (33%) u cyxocts kKoxu (21%)].

Tabnuunsiit nepeuens HedHceIAMENbHBIX PEAKUUT

HexenarenpHple peakuun, HabmonaBmmecs y manuedtoB ¢ MKPP,
NOJIy4YaBIIMX NAHUTYMyMalb B Ka4yeCcTBE MOHOTEPAITHH HIIH B KOMOMHAIIAA
C XHMHOTEpaNien B KIMHUYECKUX HCCIeoBaHusaX (n = 2224), a Takxe B
CIIOHTaHHBIX COOOINEHMAX, NPUBENEHBI HIDKe. Hexenarenpusie 3G deKTs

IIPEACTABJICHBI 110 CTCIICHU y61>ma}ms{ CEPLE3HOCTH.

HesxesraTebHbIE peakiuu
Kaace cacrem Ouenb yacTo Yacro Heuacro
OpraHoB no (=1/10) (=>1/100 - < 1/10) (=1/1000 -
KJIaccHpHKANH <1/100)
u MedDRA

Hexenare/ibHble peakiuu
Kuace cucrem Ouenb yacTo Yacro Heuacro
OpraHoB no (=1/10) (> 1/100 - < 1/10) (= 1/1000 -
KJIaccHpHKanu <1/100)
u MedDRA
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Crapas pexakuust

HoBas pepakuus

Hndexunn u Koustonkrus | Koxnble Beicbimanus | MHekuus rnasa, Hudexuyn 1 Konstonkrue | Koxxusie Boichimanus | MHdekuus rnasa,
WHBa3UU ur MyCTyJNIe3HBIE, HHOEeKIMs Beka MHBa3HH UT yCTYJIe3HBIE, HHpEKIMs Beka
IMaponuxus' BOCHIaIeHHe [apouuxus' BOCHAJICHHE
MOAKOKHOM MOIKOXKHOM
KneTyaTku', KiieryaTku',
PRSI uHbpeKuus
MOYEBBIBOSAIINX MOYEBBIBOSLINX
myTeH, nyTeu,
¢domnukynur, (ommkyur,
JIOKaJIM30BaHHAas JIOKaIW30BaHHAS
uHpeKIus HHpEKLUs
Hapymwenus co | Anemus Jletikonenus Hapymenusi co | Anemus Jlelixonenus
CTOPOHBI KPOBH CTOPOHBI KPOBH
u u
numbaTHieckoi numbaTHIecKon
CHCTEMBI CHCTEMBI
Hapymenus co I'unepuyBcTBUTENBH | AHa(UIAKTHYECK Hapymenwus co I'unepyyBcTBUTENBH | AHadHIAKTHYECK
CTOPOHBI ocTh! as peakuus’ CTOPOHBI octs! as peakuus’
HWMMYHHOH HMMMYHHOM
CHCTEMBI CHCTEMBI
Hapymenus co | 'nnokanuemu | I'vnokanbuuemus, Hapymwenus co | lunokxanuemu | I'inokansuuemus,
CTOPOHBI A, JIeTH/IpaTaIys, CTOPOHBI o, JleTHAipaTaLus,
obmena TUIIOMAarHieM | FMMepriuKeMus, obmeHa TUIIOMarHueM | TUMepriukeMHus,
BEILECTB U s, runodocharemus BEILECTB 1 s, runodocharemus
MUTaHUS CHIDKEHHE MIMTaHUS CHHJKEHHE
anmneTura anmneTHTa
[Ncuxuveckne becconnuua TpeBoxHOCTD Icuxnueckue becconnuna TpeBoxHOCTH
HapyIIEHUs HapyLIeHHs
Hapymenus co T'onosHast 601b, Hapymenus co I'onosnas 6oib,
CTOPOHBI rOJIOBOKPY/KEHHE CTOPOHBI rOJIOBOKPYKEHHE
HEepBHOM HEpBHOMH
CHCTeMbI CHCTEMbI
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CTapaﬂ peaakuus

HoBasi pepakuus

Hapymenus co bredapur, S13BeHHBIH Hapymenwus co Baedapur, S13BeHHbIN
CTOPOHBI OpraHa POCT pecHuL, kepatut ¥, CTOPOHBI OpraHa POCT pecHuL, kepatut' 4,
3peHus yCHIIeHHE Keparurt', 3pEeHUst yCHIIEHHE KepaTur',
ClIe30TeYEHHUS, pasapaxeHue ClIe30TeUeHHs, paspaxeHHe
TUMIepeMust 1J1a3a, BeKa TUNepeMus Iiiasa, BeKa
CYXOCTb IJ1a3, CyXOCTb IJ1a3,
3yA rias, 3yJ ras,
pa3paKeHue riasa paspakeHue riasa
Kapauonoruuec Taxukapaus L{nano3 Kapauonoruuec Taxukapaus nanos
KHE HapylIeHHs KH€ HapyLICHHs]
Hapymenus co Tpom603 rimy6okux Hapymenus co Tpom603 rirydokux
CTOPOHBI BEH, CTOPOHBI BEH,
COCYUCTOM TUNOTEH3HH, COCY/IUCTOMH TUIIOTEH3HS,
CHCTEMBbI TUTIEPTEH3HA, CHCTEMBI TUTePTeH3H s,
TUIepeMHs THIepeMHus
Pecnparopusie | JlucnHoa, TpombosmbGonus Hnrepcrvimanby Pecniuparophbie | JlucnHos, TpomboamGonus HHrepcTvLHanbH
, TOpaKaJIbHbIe U | Kallellb JIETOYHOH apTepuH, ast GonesHb , TOpaKaJIbHbIe H | Kalllellb JIErOYHOM apTepHH, as GonesHn
MEHACTHHAIBH HOCOBOE nerkux’, MEeANACTHHAJIbH HOCOBOE JIerkux’,
ble HapyLIeHHUs KPOBOTEUEHHE 6ponxocnasm, bI€ HAPYIIEHUS KPOBOTEUEHHE 6ponxocnasm,
CyXOCTh CyXOCTh
CIM3UCTOM CIIM3HUCTOM
060o0uKH obonouku
TMOJIOCTH HOca TIOJIOCTH HOCa
Hapywenus co | Jlnapes', PexranpHoe OOBeTpeHHOCTh Hapywenus co | Jlnapes', PexranbHoe OO6BeTpeHHOCTD
CTOPOHBI TOIHOTA, KPOBOTEUEHHE, ry6, CTOPOHBI TOLIHOTA, KPOBOTEYEHHE, ryo,
TMUILEBAPUTENIBH | PBOTA, CyXOCTb BO PTY, CyXocTh ry6 TMHILEBAPUTENbH | PBOTA, CyXOCTb BO PTY, CyXocTb Iry6
Ol CHCTEMBI 6omu B JIUCTIETICHS, O# CHCTEMBI 6onu B JIUCTIETNCHS,
JKHUBOTE, a(TO3HBIE SA3BBI, JKHBOTE, ayTo3HbIE SA3BBI,
CTOMATHT, Xeiur, CTOMATHT, XEWITHT,
3anop racTpossodareanabHa 3arnop ractpossocgareanbHa
s pedmrokcHast s pedpIrokcHas
6os1e3Hb OoJsie3Hb
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Crapas pegakuus

Hogas pepaxknus

Hapymienus co
CTOPOHBI KOKH
M NOJKOXKHOH
KieTyaTku'

AxHe(HOPMHBI
# epmarwur,
KOJKHAsl Chillb,
IpuTeMa,
KOXHBIH 3y11,
CYXOCTb
KOJKH,
TPEILHHBI
KOJKH,

aKHe,
anoneuus

SI3Ba KOXKH,
3KChOIHALIUK KOXKH,
9Kc(hOIHATHBHbIE
KOXKHBIE BBICBITIAHMS,
JIepMATHT,
TaIyJie3HbIe KOXKHbIE
BBICBITIAHMS,
3y/SILIME KOXKHBIE
BBICBINIAHHS,
IpPUTEMATO3HbIE
KOXKHBIE BBICBHITIAHHMS,
reHepaI30BaHHbIE
KOXKHBIE BBICBHITIAHMS,
MaKyJIe3HbIe KOXKHBIC
BBICHITIAHHS,
MaKyJIOTaIyJie3HbIe
KOXKHBIE BBICHITIAHHUS,
MOBPEXKIACHHS KOXKH,
KOXKHAast
TOKCHYHOCTb,

KOPKH,

THMEPTPUXO3,
OHMXOKJIA3Hs,
HapyllIeHHe CO
CTOPOHBI HOT'TEH,

Tokcuueckuit
SMHUAEPMaTbHbIH
Hekponus?,
CHH/IPOM
CruBeHca-
JxoHcoHa®,
HEKPO3 KOXKH",
AHTHOHEBPOTHYEC
Kuii otek’,
THPCYTH3M,
BPOCILIHH HOTOTb,
OHHXOJIN3

Hapymenus co
CTOPOHBI KOXKH
M NOAKOXKHOM
KjieTyaTku’

AxHedOpMHbI
W ilepMarur,
KOJKHas ChlMb,
JpHTEMA,
KOXKHBIH 3y]1,
CyXOCTh
KOXH,
TPELMHBI
KOXH,

aKHe,
ajonewus

SI3Ba KOXH,
3KChOTHALIMHI KOKH,
skchonuaTuBHbIE
KOXKHBI€ BBICHITTAHU,
JIepMaTHT,
namnyJie3Hble KOXHbIe
BBICHITIAHMU,
3y/SIIHE KOXKHbBIE
BBICHITIAHMUS,
IPUTEMATO3HBIE
KOXKHbI€ BBICHITIAHHS,
reHepaIu30BaHHbIE
KOXKHBI€ BBICHITAHMS,
MaKyJie3Hble KOXKHbIE
BBICHIMTAHHUS,
MaKyJonarnyJe3Hble
KOXKHBI€ BBICHITIAHH,
MOBPEXKIACHUS KOXKH,
KOXHast
TOKCHYHOCTb,

KOPKH,

TUNEePTPUXO03,
OHHMXOKJIa3Ms,
HapyieHHe CO
CTOPOHBI HOT'TEH,

THIEPrUapO3, THIEPrHapo3,
CHH/IPOM JIaJIOHHO- CHH/IPOM JIaZIOHHO-
MOJAOLIBEHHOM MOJIOLIBEHHOM
SPUTPOU3ECTE3UU SPUTPOU3ECTEIUH

Toxcudeckuit
SMHUAePMAIIbHbIH
Hekponus®,
CHHJIPOM
CruBeHca-
JhxoHcoHa®,
HEKpO3 KOdH',
AHTHOHEBPOTHYEC
Kuit otek’,
TUPCYTH3M,
BPOCILIHI HOTrOTb,
OHMXOJIH3
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Crapas pegakuus

Hosas pexaxkuus

Hapymenus co

Bons B cniuHe

Bonu B KOHEYHOCTH

Hapymenus co

Bonb B criune

Bonu B KOHEYHOCTH

CTOPOHBI CTOPOHBI
KOCTHO- KOCTHO-
MBbIILIEYHOH MBbILIEYHOH
CHCTEMBI U CHCTEMBI U
COEIMHUTEIEHO COeJUHUTENIEHO
¥ TKaH! W TKaHu
Cucremnble VYromasemoct | bonu B rpyaHoii CucremHble Yromnsemoct | bonu B rpynHoi
HapyIIeHHs U b, KJIETKe, HapyLIeHHs 1 b, KJIeTKe,
OCJIOJKHEHHS B MIUPEKCHA, 6ob, OCJIOKHEHHUS B TIHPEKCHS, 6o,
MecTe BBEJICHHS | aCTeHHs, 03HOO MECTe BBEICHHs | aCTEeHHMs, 03HO0
BOCMAIEHHE BOCTIAJICHHE
CIIU3UCTHIX, CIIU3UCTBIX,
nepudepuyec nepudepudec
KHe OTEKH KHE OTeKH
TpaBmsl, Hnody3uonnas TpaBmsl, Hudy3uonnas
OTpaBJICHHUA U peakums' OTpaBJeHUs U peakuus’
OCJIO)KHEHHUSI OCJIO)KHEHHUSI
npoueayp npoueayp
H3meneHus CHwxkeHue CHwxenue H3meHenus CHuxeHue CHmxeHne
pe3yJIbTaToB Macchl Tena KOHLIGHTPALHH pesysibTaToB Macchl Tena KOHLICHTPALUH
J1a60PaTOPHBIX MarHus B KpOBH n1abopaTopHBIX MarHusi B KpOBH
u u
UHCTPYMEHTaJIb HHCTPYMEHTAIIb
HBIX HbIX
McCIeJ0BaHUI MCCJIeI0BAaHUH

! Cwm. pasjen «OnucaHue OTAENbHbIX HEXeNaTeNbHbIX Peakiuii.

2Cwm. pasaen «Ocobbie yKazauus» (MHbY3HOHHbIE PEAKLIH).

3 Cwm. pazaen «Ocobbie yka3aHus» (OCTOKHEHHS CO CTOPOHBI JIETKHX).

* SI3BeHHBIl KepaTHT, HEKPO3 KOXH, cMHApoM CTHBeHCa-J[KOHCOHA H TOKCHYECKHii

SMHUIAEPMANIbHBIH HEKPONM3 SBISAIOTCS HEKENaTelbHbIMH PEAKUUAMH NaHUTyMyMmala,

! Cm. nozpasien «OnucaHue OTAENbHBIX HEKENATENbHBIX PEaKIHii».

2Cwm. pasgen «Ocobble ykasaHus» (MH(Y3HOHHbIE PEaKIuH).

3 Cwm. paszen «Ocobble yka3aHus» (OCNOKHEHHS CO CTOPOHBI JIETKHX).

4 SI3BeHHBIH KepaTMT, HEKpPO3 KOXH, cHHIPOM CThBeHCa-J[KOHCOHA M TOKCHYECKHI

3l'll/lllepMa.IIbell7[ HEKPOJIH3 SBJIAIOTCA HEXKENATCIbHbIMU peaKkUUsIMHU naHmymymaGa,
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Crapas pegakuus

Hosas penaxkuus

OTMEYaBIIMMHCS B MpPOLECCE €ro NPUMEHEHHs MOCie perncTpauru. MakcumanbHas
4acTOTa ITHX HEKeEJATeIbHbIX PeaKluii OLEHUBAIACh HA OCHOBE BEPXHel rpanHuipi 95 %
JIOBEPUTEIBHOrO HHTEpBala Ul TOYEYHOH OLEHKM C Y4eTOM peKOMeHIaLuii
PeryisTOPHbIX OPraHOB [UIS OLEHKH 4acTOThI HEKENATeIbHbIX PeaKiyii B CHOHTAHHBIX
coo0umenusx. MakcuMaibHOE 3HaY€HHE YacTOThI, PACCYMTAHHOE HA OCHOBE BEpXHeif
rpanuibl 95 % NOBEPUTENLHOrO MHTEpBaia Ui TOYEYHOM OLEHKH, cocTaBwio 3/2244
(0,13 %).

ITpodpune GesomacHocTH mpenapata BekTHOMKC B KOMOMHAIMM C
XHMHOTEpaHeH COoryiacyercs ¢ 3aperuCTPHPOBAHHBIMU HEKeENATEIbHBIMU
peakuusaMH npenapara BekTHOMKC (MCIONB3yeMOro B MOHOTEpAlMH) H
MPOSIBJICHUSIMH TOKCHYHOCTH Hosbix

(doHoBOM XUMHOTEpAITHH.

NPOSBIEHAH TOKCHYHOCTH HMJIM  yCyryOJieHHsl paHee H3BECTHBIX
NPOSIBIEHUH TOKCHYHOCTH IIOMHUMO OXH/AEMbIX a/UIMTHBHBIX 3Q(eKTOB
He Habmonanock. KoxHble peakiMu COOTBETCTBOBAIM HauboJsiee 4acTo
OTMEYABIIMMCS HEKENATeIbHBIM PEaKIUsIM Yy IalHeHTOB, MOIy4YaBIIHX

KOMOMHAIIMK €  XHMHOTEpanuei.

MaHUTYyMymal, B Jpyramu
HPOSIBICHUSIMH TOKCHYHOCTH, OTMEYABIIMMUCS ¢ OOJBINENH 9acTOTON Ho
CPaBHEHHUIO C HCIOJIB30BaHHEM IIperapara B MOHOTEpAIWH, SBIISIHCH
TMIOOMarHUeMHsi, JHapes U CTOMaTHT. DTH HPOSBICHUS TOKCHYHOCTH

HEYACTO IPHBOJAWIIH K JOCPOYHOMY 3aBEPLICHUIO TE€palUH IIpernapaTtoM

OTMEYaBIIMMHUCA B MPOLECCE €ro NMPUMEHEHMs IOC]e PerncTpauuu. MakcumaibHas
4acTOTa ATUX HEKeNaTebHbIX PeaKluii OLEHNBANACh HA OCHOBE BEepXHeil rpaHuibl 95%
JIOBEPUTEJIbHOTO ~MHTEpBaga /Ul TOYEYHOM OLEHKH C Y4eTOM peKOMEeHJaluii
PETYJIATOPHBIX OPraHOB Ul OLEHKM YaCTOThI HEXEJATEIbHbIX PEaKLuii B CIIOHTAHHBIX
coo0uenusaX. MakcuManbHOE 3Ha4€HHWe HacCTOTHI, PACCYMTAHHOE HA OCHOBE BEPXHEi
rpaHuibl 95% NOBEPUTENLHOrO MHTEpBaa /Ui TOYEYHOH OLEHKHM, cocTaBwio 3/2224
(mnn 0,13%).

IMpodune GesomacHocTH mpemapara BeKTHOMKC B KOMOMHAIIMH C
XHMHOTEpanuel corjacyercs ¢ 3aperuCTPHPOBAHHBIMA HEXeETIATEIbHBIMH
peakuusiMu npenapara BekTuOukc (HCIOIB3yeMOr0 B MOHOTEPAIHH) U
IpOSIBICHUSAMH  (OHOBO#M HoBbix

TOKCHUYHOCTH XHMHUOTEPAIIUH.

OpOABICHHH  TOKCHYHOCTH HJIM  yCyryOJIeHHS paHee W3BECTHBIX
NPOSIBJIEHHH TOKCHYHOCTH MOMHMO OXKHAAEMBIX aIUTUBHBIX 3P(EeKTOB
He Habmozmamoch. KoXxHble peakium cOOTBETCTBOBaIM Hambojee 4acTo
OTMEYaBIIMMCSl HEXKENIATENBHBIM PEaKIHsM y NAMEHTOB, MOJIyYaBIIMX
naHuTymMymab, B Jpyramu

IPOSABICHUSAMU TOKCUYHOCTH, OTMCYABIIUMHUCS C OoJblIel YacToToM 1o

KOMOMHAIMM C  XHMHOTEpAITHEi.
CPaBHEHHIO C HCHOJIb30BaHHEM IIpelapara B MOHOTEPAIHH, SBISUIUCEH
TMIOMarHUEeMHs], JUapes W CTOMATUT. DTH TPOSBIEHHS TOKCHYHOCTH

HEYaCcTO NPHBOAHINA K AOCPOYHOMY 3aBEPILICHUIO TEpANHUU IpenaparoM
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Crapas peaakuusi

Hogas pexakunus

BekTHOHKC HIIH XHMHOTEPAIHH.

Onucanue omoenbHyIX HEHCEIAMENbHBIX PEaKUUil

Hapywenusi co cmoponul nuwyeeapumenbHotl cucmemovl

B GonbumHCTBE cliydaeB Auapest UMela JEerKyl0 WIH YMEPEHHYIO CTeleHb
TspkecTH. Coo0Ianoch 0 TKENBbIX CIydasx Juaped (creneHb 3 u 4 1o
NCI-CTC) y 2% naunueHTOB, NPHHHMABIIUX Mpenapar BexTuOHKc B
KauecTBe MOHOTepanuy, U y 16% NanueHToB, NPUHAMABIIAX Mpernapar
BexTubukc B KOMOHHAIMK ¢ XUMUOTEpAITHEi.

Coo0manock 0 pa3BUTHU OCTPOI IMOYEYHOH HEIOCTATOYHOCTH Ha (OHE
JMapen TSDKENIoW crterneHH U o0e3BokuBaHus (cM. paszgen «OcoObie

yKa3zaHus»).

Hngpyzuonnvie peaxyuu

Bo Bcex KIMHHYECKHMX HCCICHOBAaHUSIX MOHO- M KOMOHHHPOBAHHOMN
tepamud MKPP (n=2224) peaknum Ha uH}Y3uio (pa3BUBAMOIIMecs B
TedeHHe 24 4 ¢ MOMEHTa IIEpBOIO  BBEJCHHUS  IIperapara),
CHMIITOMaMHF/IPU3HAKAMH KOTOPBIX MOTJIH SIBISTHCS 03HOO, MOBBIIECHHE
TeMIepaTyphbl Tela HMIM AUCITHOd, OTMEYAINCh NPUOIH3HTENBHO y 5%

NAlMEHTOB, NOJIyYaBIIMX npenapar Bekrubukc, u3 xoTophix 1% ObuiH

BekTtubOukc i XUMHOTEPAITHHA.

Onucanue 0mMoOenbHbIX HEHCETAMENbHBIX PEAKYUL

Hapywenus co cmoponvl nuuyesapumesbHoU Cucmembl

B GosbIIMHCTBE CiTydaeB Juapesi uMelia JIETKYIO WIH YMEPEHHYIO CTeleHb
TspKkecTH. Coo0Imanocs 0 THKENBIX CllydasX Juaped (CTeneHs 3 u 4 1o
NCI-CTC) y 2% nanmeHTOB, NpUHHMaBIIHX Ipenapar BekTtuOukc B
Ka4yecTBE MOHOTepanuu, U y 16% NalnueHToB, NMPUHAMABIIHX Ipernapar
BexTuOuKc B KOMOMHAIMM C XUMHOTEPANUEH.

Co00Imanocs 0 pa3sBHUTHH OCTPOH MOYEYHOW HETOCTATOYHOCTH Ha (oHe
JIMaped TsDKeNoW creneHH M oOe3BoxkuBaHHs (cM. paszzen «OcoObie

YKa3aHHs»).

Hughysuonnvie peaxyuu

Bo Bcex KIMHHYECKMX MCCIEOBAHUSX MOHO- M KOMOMHHMPOBaHHOM
Tepanun MKPP (n=2224) peakiuu Ha uHOY3HIO (pa3BUBarOIuecs B
TeuyeHne 24 YacoB C MOMEHTa II€pBOrO BBEAEHMs IIpenapara),
CHMIITOMaMH/TIPU3HAKAMU KOTOPBIX MOTJIH SIBISITHCS 03HOO, MOBBIIICHHE
TeMIlepaTypbl Telda WIH JUCIHO3, OTMEYAIUCh NpHOMH3UTENbHO Yy 5%

MAIMEHTOB, MOJy4YaBIIMX mpenapat Bektubukc, u3 kotopbix 1% Obuin
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Crapas pepakuus Hosas pepaxuus
Tsoxenbvu (3 u 4 crenienu NCI-CTC). Tsokensivu (3 u 4 crenenu NCI-CTC).
Coo0IIaioch O pPa3BHTHH ciydas JIETAIBHOrO aHruoHeBporuueckoro | CooOmanock O cilydae pa3BHTHS JIETAJBHOIO AHTHOHEBPOTHYECKOTO
oTeka y TamdeHTa C  PeHUJUBHPYIOIIMM  METACTaTHYECKMM | OTeKa Yy  TAlMEeHTa C  PELHUIAMBHPYIOIIMM  METacTaTHYECKHM

IUIOCKOKJIETOYHBIM PAaKOM TOJIOBBI M IIEH, JIEYEHOro IIpenapaTom
Bextubukc. ParaqbHOe OCIOKHEHHE DPa3BUJIOCH IIPH BO30OHOBICHHH

Tepanuu Tocie OpeaIeCTBYIOIIETO SIU30/1a pasBUTHUA

AHT'HOHEBPOTHYECKOI'0 OTEKa. O6e peaknuu 3aqucnponam>1 CITyCTs

Oonee 24 yacoB ToOcHe BBEAEHUS npemapara (CM.  paszieisl

«ITporuBonokazanusi» #u  «OcoOble  ykazauusi»). O  peaknusax
THIEPYYBCTBHTEILHOCTH, Pa3BUBINHUXCS Oojee yeM yepes 24 yaca mocie
uHQY3HH, TAKKe cO00IMAIoCh U B IIOCT-MAapKETHHIOBBIA IEPHOI.

JlaHHBIC KJIMHUYECKOTO BEACHUS DPEakIuil Ha MH(Y3MIO NpPUBEICHBI B

paznene «Ocobble yKa3aHHsI».

Hapywienusi co cmopoHbl KOJCU U NOOKOIICHO JICUPOBOT KIIeMYAMKU
KoxHas cbinb, HauOOJIee 9acTo JIOKATH30BaHHAS HA JIUIE, BEPXHEH YacTu

I‘pyI[HOﬁ KICTKH H CIIMHE, OIHAKO B HEKOTOPBIX ciydasix

pacopocTpaHsiiaCb W Ha KOHCYHOCTH. Kak cnenctBue  TsDKETBIX
JACPMaTOJIOTHICCKUX peammﬁ OTMEYAJIi TAKXXE Pa3BUTHE I/IH(I)CKIII/IOHHLD(

OCJIO)KHEHUM, TaKHX Kak Cercuc, B PeAKHUX Cliy4dasiX C JICTaJlbHbIM

[UIOCKOKJIETOYHBIM PAaKOM TOJIOBBI W IIEH, JIEYEHOTO IpernapaToM
Bekrubuke. ®araipHOe OCIOKHEHHE Pa3BHIOCH IPU BO30OHOBICHUH
Tepanuu nocje [pe/IIIEeCTBYIOIETO SMM30/1a pa3BUTHS
aHrHOHEeBpOTHYeCKOro oreka. O0e peaknuu 3a)UKCHPOBAHBI CIIYCTS
Gonee 24

((HpOTI/IBOHOKaSaHI/IH » "

YacoB IIOCJI€ BBEIACHHSA  IIpenapara (CM . pa3aeibl

«Ocobble  ykazaHusi»). O  peaknusx
THIIEPYYBCTBUTEIBHOCTH, pPa3BUBLINXCS Ooliee yeM yepe3 24 yaca rocie
uH}Yy3HuH, TaKKe COOOMANTOCH U B MOCTPETHCTPALMOHHBIN IEPHO/.

JlaHHBIE KIMHHYECKOTO BEACHUsS PeakiWii Ha HH(Y3HIO NPHBEICHBI B

pasznene «Ocobble yKa3aHUA».

Hapyuwienus co cmoponvl KoJIcU U NOOKONHCHO-ICUPOBOTL KIeMYamKu
KoxHast cbinb, HanOOIee YacTo JTOKAIH30BaHHAs Ha JIUIE, BEPXHEH YacTH

I‘pyﬂHOﬁ KIICTKHA u CIIMHC, OJIHaKoO B HEKOTOPBIX ciy4dasax

pacnpocTpansiaCb W Ha KOHEYHOCTH. Kak crnemctBue TsOKEIBIX
JACPMaTOJIOTUIYECKUX peaKunﬁ OTMEYalli TaK¥XE€ pa3sBUTHE HH(l)eKIIHOHHLIX

OCJIOKHEHHM, TaKMX KaK CEICUC, B pPEeAKHUX ciy4dasaX C JI€TaJbHbIM
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Crapas pepakuust

Hosas peaakuus

HCXOJOM, BOCHAJIEHHE TOJKOKHOM KIETYaTKH H MECTHBIe abclecchl,
Tpebyomue XUPYPradeckoro BMeNIaTeNIbCcTBa B IpeHupoBanus. Meuana
BPEMEHH JI0 Pa3BHTHS HEPBBIX NPOSBICHUH JIEPMATOTOTHYECKUX PEAKIINH
cocrauna 10 gHel, a MeanaHa BPEMEHH 10 UX Pa3peIleHHs ¢ MOMEHTa
NoCyIe/IHero BBeIeH s npenapara Bektnbukc — 31 nens.
[TapoHUXHAIbHOE  BOCHAJICHHE  COMPOBOXKIANOCH  TPHITYXJIOCTBIO
JlaTepallbHBIX HOITEBBIX BAJIMKOB NAJIBIEB PYK M HOT.

JlepMatosiornyeckue peakiud (BKIIOYas BO3JEHCTBHE HA HOITH),
HaO/IOJaBLIMECs y MALMEHTOB, MOJYYaBIIMX INpenapatr BekTnOukc wiam
EGFR,

(apmaxoornueckuMu 3pdekTaMu JaHHBIX NPENapaToB.

ZpyTHe HMHTHOUTOPEI SIBJISTFOTCSI H3BECTHBIMH
Bo Bcex KIMHMYECKHX HMCCIIEIOBAHHUSX KOXKHBIC PEaKIHU HaOIIoNaIuch
NpUOIM3ATENBHO Y 94% MalMeHTOoB, MOy4aBIIuX npenapar BekTuoukc B
KayecTBE MOHOTEpAIIMU WM B KOMOMHAIMH ¢ XUMHOTepanueii (n = 2224).
B OCHOBHOM 3TO OBUIM CHIIb W YTPEBHIHBIH IEpPMaTUT IOYTH BCET/a
JIETKOTO HJIM YMEpEHHOro xapakrtepa. O TKENBIX KOKHBIX PEaKIHUIX
(cremens 3 1o NCI-CTC) coobmanock y 32% mDanueHToB, a o
JKU3HEYTpOKAOWKMX KOoXHBIX peakmusx (crenedb 4 no NCI-CTC) - y
< 1% nanueHToB, IPUHUMABINKX Ipernapar BektuOukc B KoMOHHANUK €

xumuoTepanueid (n=1172). YV mnanueHToB, NOJy4aBIIMX Ipenapar

HCXOJIOM, BOCIAICHHE IMOAKOXKHOM KJIETYaTKH M MECTHbIE a0CIecChl,
TpebyIolHe XMPyPruyeckoro BMemarebCTBa U IpeHHpoBanus. Memana
BPEMEHH [I0 Pa3BHTHSI IIEPBHIX MPOSABICHUI I€PMATONOTHYECKHX PEaKIHh
cocraBmia 10 1Hel, a MeMaHa BPEMEHH 0 MX Pa3pelieHHsi C MOMEHTa
mocJieHero BBejieHns npenapara Bextuoukc — 31 nens.
TlapoHHXHATPHOE  BOCIHAICHHE  COINPOBOXKIATIOCH  HPHITYXJIOCTBIO
JIaTepaIbHBIX HOTTEBBIX BAIMKOB AIBLEB PYK U HOT.

JlepMarosiorudeckie peakiud (BKJIIOYAsk BO3JCHCTBHE HA HOITH),
HaOJIIOaBIIMECs Yy TMAUMEHTOB, MOJYYaBIIAX Hpernapar BekTnOukc wmm
Jipyrue HHTHOUTOPBI EGFR, SIBIISTFOTCS H3BECTHBIMHA
(apmaxonornyeckumu 3G PexTaMu JaHHBIX IPENaparToB.

Bo BCex KIMHMYECKHX MCCIIEIOBAHMSAX KOXHBIE PEaKIMM HaOIIOaluch
npuGIU3UTENBHO Yy 94% MaEeHToB, NOIy4YaBIINX Npenapar BektnOukc B
KayeCcTBE MOHOTEPAIMY HJIH B KOMOMHAIWK ¢ XUMHOTepanueii (n = 2224).
B OCHOBHOM 5TO OBUIH CBHIIb W YIPEBHIHBIA JIEPMATHT NOYTH BCETZa
JIEFKOTO HJIA YMEPEHHOro XapakTepa. O TSKENBIX KOXHBIX PEaKLHUsIX
(crenterr 3 mo NCI-CTC) coobmanock y 23% mnanueHtoB, a o
JKU3HEYTPOXKAIOUMX KOXKHBIX peakimusax (crenenb 4 no NCI-CTC) - y
< 1% manuenToB. VY TNANMEHTOB, MOJNYYaBIIMX Ipenapar BekTuOHKC,

PEruCTPUPOBATIACH JKU3HEYIPOXKAIOMUE W JICTAIBHBIC I/IH(i)eKHIrIOHHBIe
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RBeKTUONKC, PErHCTPHPOBAIKCH IKUZHEYTPOXKAIOIME M  JIETAIBHBIE
WHQ)eKuHOHHLIe OCJIO)KHEHHMS, BKJIIOYABIINE HEKPOTH3UPYIOIHH (aciuut
u cencuc (cM. paszaen «Ocobble yKazaHus»).

JlaHHBIE KJIMHMYECKOTO BEICHHUS JEPMATOIOIHYECKUX PEaKIyii, BKIIOYas
PEKOMEHIAlluH 110 H3MEHEHHUIO 103bl, cM. paszien «Oco0ble yKazaHus».

B mocT-MapKeTHHIOBBIH HEpHOJ NPHMEHEHHs COOOLIANOCh O PEIKHX
CllydasX pa3sBHTHSI HEKPO30B KOXH, cuHApoma Crusenca-/[KoHCOHA u
«OcoOble

TOKCHYECKOI'0 JSHHUACPMAIIBHOTO HEKPOJIHU3a (CM. pasznen

YKa3aHUA»).

Oghmanvmonozuueckas mokcuuHoCms

Hecepbesnble cimyuan keparura ortmevyamuch y 0,3% manueHTtos,
NPUHAMABIIMX Y4YacTHE B KIMHHYECKHX MCCIEIOBAaHUAX. B MmocT-
MapKETUHIOBBIH IEPHOJ NPHMEHEHHS PENKO COOOINaIoch O CEePhE3HBIX
clIydyasX KepaTHTOB M S3BEHHBIX KepaTUToB (cM. pasjen «Ocobbie

yKa3aHHA»).

/Jpyzue ocobsie nonyiayuu
He nabmonanoch pasnuumii B GesomacHocTH H 3(¢eKTUBHOCTH Y

MAMEHTOB MOXMIIOrO Bo3pacTta (= 65 1er), HoJIyd4aBIINX MOHOTEPAIHIO

OCJIOKHEHHs], BKIIOYABLINE HEKPOTHUUPYIOIMHA (aCUUUT U CEncuc (cM.
paznen «Ocobbie yKazaHus»).

JlanHbIE KIMHAYECKOTO BEACHHS JAePMATOIOTHIECKHX PEaKIMii, BKIIOYAs
PEKOMEHJalluH 110 M3MEHEHHIO J03bl, NpHBeeHBI B paszenie «Ocobbie
yKa3aHUsI».

B mocTperucTpanvoHHBIH IIEPHO NPUMEHEHHSI COOOIIATIOCh O PEIKHX

Cilydasx pasBHTHS HEKPO30B KO, cuHapoma CruBeHca-/[PKOHCOHA M

TOKCHYECKOrO  SMUIEPMAbHOrO Hekpoymsza (cM. pasgen  «OcobOble
yYKa3zaHus»).

Ogmanvmonocuueckas MmoKCUMHOCMb

Hecepwpesnble ciyyam keparura ortmedamics y 0,3% DanueHTOB,

NPUHMMABIIMX ~ YYacTHE B  KIMHHYECKUX  MCCJIENOBaHHAX. B
MOCTPErMCTPAlMOHHBIH TIEPHOJ] HPHMEHCHHS PEIKO COoobImanock o
CEephE3HBIX CIIyvasX KEpaTHTOB M S3BEHHBIX KEPAaTHTOB (CM. pasiel

«OcoOble yKa3aHusi»).

Jpyzue ocobvie nonynayuu
He wabmonanoce pasnuumii B GesomacHocTH u S(dexTHBHOCTH Yy

MAIUEHTOB TIOXKHUIIOTO BO3pacTa (> 65 JeT), MoTydaBIIHX MOHOTEPAIUIO
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~openaparoM BextuOukc. OnHako ObUIO 3apeTHCTPHPOBAHO YBETHYCHHE
éﬂcna Cepbe3HBIX HEXENATEeJIbHBIX PEaKIMi y MOXHJIBIX MAlHeHTOB,
MOJIyYaBIIUX TEparnuio mpenaparoM Bektubukc B KoMOMHamum c
pexumamu xumuorepanuu FOLFIRI (45% no cpaBaenuio ¢ 32%) wiu
FOLFOX (52% no cpaBreHHIO ¢ 37%), IO CPAaBHEHHIO C MOIYYaBIINMHU
TOJIBKO XHMHOTepanuio (cM. paszen «Ocobbie ykasanus»). Hambomee
YAaCTHIMH CEPhE3HBIMM HEXENATEIbHBIMU SBICHUSIMH ObLTM IHapest y
[Al[ACHTOB, IOJYYaBIIMX Ipemapar BekTuOukc B KOMOMHAmuH C
pexumamu FOLFOX wm FOLFIRI, nermaparamms u TpoMO03MO0IHs
JIETOYHOM apTepuH - y MalHeHTOB, IOIyYaBIINX Ipenapar BexTuOukc B

komOunaruu ¢ pexxumoM FOLFIRI.

Her Z[aHHBIX, Kacaroluxcsi 0e30IacHOCTH NPUMEHCHHUs [penapara

BekTrOuKC manueHTaMu ¢ MOYEYHOH U NEYEHOYHOH HEJI0CTAaTOYHOCTHIO.

npenapatoM Bextubuke. OqHako ObUIO 3aperMCTPUPOBAHO yBEIHYECHHE
YHClIa CEePbe3HBIX HEKENaTeNbHBIX pPeaklui Yy HOXWIBIX TNalMeHTOB,
[OJIyYaBIIAX TEpaluio IpernapatoM Bektubukc B KoMOMHAmuM C
pexumamu xumuortepanuu FOLFIRI (45% no cpaBaenuio ¢ 32%) wiu
FOLFOX (52% mo cpaBuenuto ¢ 37%), 10 CpaBHEHHUIO C MOJTy4aBIIUMHA
TOJbKO XumuoTepanuio (cM. pasmen «OcoOble ykazanusi»). HaubGonee
YACTHIMH CEPbE3HBIMU HEXENATeIbHBIMU SIBJICHUSMU ObUIM JHuapes y
MAlMEeHTOB, MOJydYaBIIMX mpernapar Bektubukc B KoMOMHamuM C
pexumamu FOLFOX wim FOLFIRI, nermaparamus u TpoM603MO0IHs
JIETOYHOM apTepHy - y NMalHeHTOB, IIOJIyYaBIINX IpenapaTr Bextubukc B

komOuHaruu ¢ pexkumom FOLFIRIL

Her [naHHBIX, KacaroluXcCs 06e30macHOCTH NPpUMECHEHHUS MOpenapara

BexkTHOMKC nmar@eHTaMu ¢ IOY€YHOM ¥ MIEYeHOYHON HEIOCTATOUHOCTBIO.

B3AUMOJEMCTBUE C JIPYTUMHU JIEKAPCTBEHHBIMU
MPEITAPATAMMU

JlaHHble HCCIENOBaHHS O B3aHMOICHCTBUM Ipenapara BekTuOukc u
HWPUHOTEKaHa y MKPP

MManrueHTOB C IOKa3aIu, qTO

€ro aKTUBHOI'O

(I)apMal(OKI/IHeTI/I'-ICCKMe cBolicTBa UPUHOTECKaHa H

B3AUMOJEMCTBUE C [JPYIHMH JIEKAPCTBEHHBIMU
MPENNAPATAMMU

JlaHHBIC HCCIEOBaHHMS O B3aHMOJCHCTBHM mpenapara BexTuOukc u
HPUHOTEKaHA y MKPP

MManuCHTOB C ImoKasajiu, 4910

q)apMaKOKPIHeTPI‘ICCKI/IC CBOMCTBA HUPUHOTEKaHa H €ro AakKTHUBHOI'O
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Hogas pexaxuus

merabomuta, SN-38, He MEHSIOTCS NpPU OJHOBPEMEHHOM BBEICHUH
npenaparoB. Pe3ysibTaTbl HEPEeKPEeCTHOrO CPABHUTEILHOTO MCCIIEI0BAHUS
MOKa3ajiM, 4YTO CXEeMbl, BKIoYaromue B cebs upunorekan (IFL wom
FOLFIRI), we

naHuTYyMymaoa.

BIMAIOT Ha  (papMaKOKMHETHYECKHEe  CBOWCTBA
He pexomenjayercs coueTaHHOe Ha3HAYCHHE Mperapara BekTuOuKc ¢

pexumoMm  xumuoTepanud IFL  wmm  pexuMaMu  XMMHOTepamnuu,
BKmoyaronuMu  6eBaruzymad. Ilpu  HasHaueHwn nanuTymymaba B
koMOunaumu ¢ IFL, HaOmopanachk BbICOKas 4acToTa BO3HHKHOBEHMS
quaped TsKenod cremeHM (cM. paszmen «OcoOble  ykazaHus») H
yBEJIMYMBANACh 4YacTOTa TOKCHYHOCTH M JICTAIBHBIX HCXOJIOB IIPH
HA3HAYCHUH NaHUTYyMyMaba B KOMOMHAIUH C PEKHMOM XHMHOTEpAIIHH,
BK/IIOUaBIIel 6eBaiu3ymab (cM. pazaen «OcoOble yKa3aHus»).

KomOunanus npenapara BektHOMKe ¢ XHMHOTepanueidl Ha OCHOBE
OKCalMIUIaTHHA IIPOTHBONOKa3aHa mnanueHtaM ¢ MKPP u myrauumsmu
RAS, a Taxxe nmanuentam ¢ MKPP ¢ HemsBectHbM cratycom RAS. B
KJIMHHYECKOM HCC/IE/IOBAaHUH y NALMEHTOB ¢ MyTalusMu RAS B omyxosy,
KOTOpbIC

nojyyand naHuTyMymab u  xummorepanuio FOLFOX,

OTMEYAJIOCh  YKOPOYEHHE  BBDKHMBACMOCTH 0e3 IpOrpeCcCupoOBaHusg

3aboJieBanHus 1 00IIeil BDKUBaeMOCTH (cM. paszen «Ocobble yKa3anus ).

Mmerabonurta, SN-38, He MEHSIOTCS 0HpPH OJHOBPEMEHHOM BBEIECHHHU
npenapaToB. Pe3ynbTaThl IepeKpecTHOTO CPaBHUTEILHOTO UCCIIE0BAHHMS
MOKa3alli, 4YTO CXEMbI, BKmodatomue B ceOs upunorekan (IFL wim
FOLFIRI), me Bmmsfi0T Ha (apMaKoKMHETHYECKHE  CBOMCTBA
naHuTyMymaoa.

BextnOukc He JO/DKEH Ha3HA4YaThCs B KOMOMHAUMM C  PEXKHMOM
xumuoTepanuu IFL mmm pexumamMu XHMHOTEpanuH, BKIIOYAIOIIAMHU
Gepam3ymab. Ilpn HasHaueHun mamuTymymaba B komOumanuu ¢ IFL,
HalOo/1anach BBICOKAs YaCTOTA BOSHUKHOBEHHS JUAPEH TSDKENION CTENEHH
(M. paszen «Ocobble yKa3aHUsI») H yBEIHYHBAIACH YACTOTA TOKCHYHOCTH
U JIETAIbHBIX MCXOJI0B IPH HA3HAYCHHH MaHHTyMyMaba B KOMOWHALMH C
PEeXKMMOM XMMHOTEpaliy, BKIIOYaBIIeH OeBarm3ymab (cM. pasnen
«Oco0Oble yKa3aHHA).

KomOunanus npenapata BekTHOMKC ¢ XHMHMOTepanmueli Ha OCHOBE
OKCaJIMIJIaTHHA TPOTHBONOKa3aHa manuentaM ¢ MKPP u wmyramusimu
RAS, a taxxe manumentam ¢ MKPP ¢ HemssectHeM crarycom RAS. B
KIIMHUYECKOM HCCIIEIOBAHMH Y MALMEHTOB C MyTalUsIMU RAS B Omyxouu,
KOTOpBIC  IOJIy4Yalu

naHuTyMymMmab u xumuorepamuioo FOLFOX,

OTMEYAJIOCh  YKOPOYC€HHUEC  BBDKHBACMOCTH 0e3 IIPOrpeCcCupoOBaHusl

3a6osieBanus ¥ oOmieil BEDKHBaeMOCTH (cM. paszen «Ocobble yKazaHus»).
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Dapmayesmuyeckas HeCOEMeCMUMOCnb
JlaHHbIi npenapar He CleyeT MPUMEHATH C APYTMMH JICKapCTBEHHBIMU

CpeACTBaMH, KpoMme YKa3aHHbIX B paszaene «Ocobbie MEPLI

TIPEIOCTOPOKHOCTH MPH NPUMEHECHUH W YTHIIU3AIUN Y.

@apMaueemuqecxaﬂ HeCOBMeCmuMocmo
I[aHHBIf;I npenapaTr He CJIeyeT MPUMEHATH C APYTHMHA JICKapCTBEHHBIMH

CpelcTBaMH, KpoMe YKasaHHBIX B moapasuene «OcoOble  Mephl

MPEeIOCTOPOKHOCTH NIPH TPUMCHCHUHN U YTUIIA3ALAN .

OCOBBIE YKA3AHMUS

Heoicenamenvrulre peaxkyuu co CmopoHbl MACKUX mranel u Kodcu

addexr,

xapakTepHbiil 11 uHruouTopos EGFR, perucrpupoBaiicst IpakTHYECKH Y

JlepMaronoruyeckue  peakimu - (hapMaKoJOrHYeCKHi

BceX mNanueHtoB (mpubmmsurensHO 94%), MOMydYaBHIMX —Ipernapar
Tsoxenbie COrJIacCHO

NCI-CTC)

Bexrubuxc. KOXHBIE peakimuu (3 cTeneHu

KaccuuKauu orMedauch Yy 32 %  DalMEHTOB,
xKu3Heyrpoxaroutue koxusie peakiun (4 crenenu NCI-CTC) —y <1%
[AIMEHTOB, NPMHMMABIIMX Tpenapar BekTuOukc B KOMOMHAIMH C
xumuoTepanueit (n = 1172) (em. paszen «ITobouroe neHcTBHEY).

B KIMHMYECKHMX MCCJIEIOBAHUSAX IIOCJIE Pa3BUTHA TKEJBIX KOXHBIX
peakimii (B TOM 4MCIE CTOMATHTa) HMEITH MECTO HH(MEKUHOHHbIC
OCIIOXHEHHs, B TOM 4YHMCJIE CEICHC W HEKpOTH3MpyIommi dacuuur,

KOTOpbIE B pEAKHMX Cay4dasxX IIPpUBOIHIHN K CMEpTH, a TaKXe K

OCOBBIE YKA3AHUS

Omcnedicusaemocmo

C 1enbio yIydIleHUs: OTCICKUBACMOCTH OHOIOTHYECKUX JIKapCTBEHHbIX
NpenaparoB ClIeAyeT TOYHO 3alMChiBaTh Ha3BaHWE M HOMEp Cepuu

BBOJAMMOTIO IIpe€napara.

Heoicenamenvible peakyui co CMOPOHbL MASKUX MKAHEU U KOJCU
(bapmaxosoruecKui

addexr,

xapaktepHslii st uHruéuTopoB EGFR, perncTpupyroTest MpakTHYECKH y

JlepMartoOrHyecKie  PEaKnud -
BCeX NalueHToB (npubimsuTeabHo 94%), mMoNydYaromux —mpenapar
peakiuu (3 cTeneHu

23%

Tsoxenvie COTIJIaCHO
NCI-CTC)

Ju3Heyrpoxaomue koxusie peakuun (4 crenenn NCI-CTC) —y <1%

BexTuobukc. KOYKHBIE

KJ'IaCCHq)I/IKaIII/II/l OTMEYATUCh y IIaIUEHTOB,

TIaIUeHTOB, TIpUHUMAaBIINX mnpenapar BexTnbukc B KayeCTBC
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obpazoBanuio abcreccoB, TPeOOBABIIMX BCKPHITHA H JIPEHHPOBAHHUS.
[TauneHTsl, ¥ KOTOPBIX OTMEYAIHCH TSDKENBIE KOXKHBIE DPEaKIMH MM

MNPOSIBJICHUSI TOKCUYHOCTH CO  CTOPOHBI ~ MATKHX TKaHEeH, b0

JIEMOHCTPHPOBABIIIHE YCYTyOJICHHE JAHHBIX Peakiuil Ha (OHE Tepanuu
npenaparoM BekTHOHKC, JOJDKHBI HAOMIOAATHCS HA MPEIMET Pa3BHTHSA
BOCHAIMTEbHBIX HWIH HH(EKIHMOHHBIX MOCIEeICTBUH (B TOM YHCIe
BOCIIAJIEHHE TOJKOXHOW KIETYATKH M HEKpOTH3Hpyromero dacuuura), a
NPY HAIMYHAHA COOTBETCTBYIOIINX KIMHUYECKHX MOKA3aHHM J10DKHA OBITH
Hayata  COOTBETCTBYHOLIAs

Tepanus.  JKM3HEYrpoOXKaIOIUMH M

JICTAJIbHBIMHA I/IH(I)CKI.IHOHHLIMH OCJIOXKHCHUAMHU SBJISLTACH

HEKPOTH3UPYIOMUH  (AacCHMHUT M  Cenchc, KOTOphle OTMEYaTuCh Y

[AIHeHTOB, OJIyYaBInkX npenapat BexTubuke.
Penkue ciayyan cuHapomMa CruBeHca-/DKOHCOHA M TOKCHUYECKOTO
SNUAEPMATHHOTO HEKPOJIM3a OTMEYAINCh Yy IAlMeHTOB B  IIOCT-

MapKE€THHI'OBOM TIEpUOJE, [IPAHAMABIIHAX mnmpemnapar BexTuOukc.

BpemeHHasi OTMEHA WM OTMEHa Ipenapara BeKTHOHKC NpH pa3BHTHH

KOXHOH TOKCUYHOCTH i TOKCHUYIHOCTH MATKUX TKaHeH

ACCOUMUPOBAIUCH C Pa3BUTHEM TSDKCIBIX MIH JKH3HCYIPOXKAIOMHUX

MOHOTEpAIMU ¥ B KOMOWHAIMH ¢ XUMHOTepanne (n = 2224) (cM. paszaen
«I[ToGounoe neiicTBue»). Ilpu pa3sBUTHH y HalMEeHTa KOXXHBIX pPEaKIUi
creienn 3 (OOmme  TEPMUHOJIOTHYECKHE  KPUTEPHH  OIECHKH
nexenarenpubix seieanii CTCAE, Bepcus 4.0) uim Oosee BeIpaXXEHHOU
CTeleHH, MO0 PaclieHeHHBIX KaK HEEPEeHOCHMBIE, CM. PEKOMEH/IAllMu 110
MoauduKanyuu 10361 B pazuene «Crocod npuMeHeHus U JI03b1».

B KIMHUYECKHX HCCIIEIOBAHUSX II0CIE PA3BUTHUSA TSDKEIBIX KOXHBIX
peakuuii (B TOM 4YHCiIE CTOMATHTa) HMEIH MeECTO HH(EKIHOHHBIE
OCNOXKHEHHS, B TOM 4HCI€ CENCHC W HEKPOTH3HpYyolmii dacuuur,
KOTOpble B pEIKHX CIydasX MPUBOAWIH K CMEpPTH, a TaKke K
00pa3oBaHui0 abCIeccoB, TPeOOBABIIMX BCKPBHITHS M JPEHHPOBAHUSL.
TlanuenTel, Y KOTOPBIX OTMEYAIHMCh TSDKEIIBbIE KOXKHBIE PEaKIMH WU
NPOSBICHHS TOKCHYHOCTH CO CTOPOHBI MSTKHX TKaHeH, jmbo
JIEMOHCTPHPOBABIINE yCYTyOIeHHe NaHHBIX peakiuii Ha (oHe Tepanmuu
npenapatoM BekTHOMKC, TODKHBI HAOMIOAAThCS HA HPEIMET Pa3BUTHs
BOCHIIATMTEIHBIX HIH WH(EKIHOHHBIX IIOCNEICTBHH (B TOM dHCIe
BOCTIAJIEHHE MOJKOXKHOM KJIETYaTKd W HEKPOTHU3HpYIolero daciuura), a

IIPpU HATMYUUA COOTBETCTBYIOIMHUX KIIMHHYICCKUX MOKa3aHWH JOJDKHA OBITH

BOCIHAIUTECIIBHBIX UJIA I/IH(i)CKI.[HOHHI:IX OCJIO’)KHEHUH. Ha4yara COOTBETCTBYIOLIAA TEpanus. )I(H?:Heyl'pO)KaIOIIII/IMH u
Jleuenune JIEPMaTOJIOTHYCCKUX pealcunﬁ JIOJDKHO OBITh OCHOBAaHO Ha | JIETaJbHbIMUA HHQ)CKHIIIOHHLIMH OCJIOXKHCHUAMHA ABJISIJIACH
28
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TSDKECTH MPOSBJICHHH M MOXET BKIIOYaTh B ce0sl  YBIAXHSIOIIUE,
COJIHIIE3aIUTHBIE CpejcTBa (ConmHue3aumTHb (uistp > 15 UVA u
UVB), a Takxke KpeMmbl ¢ TIIIOKOKOPTHKOCTepouzamu (He Bbime 1%
TMAPOKOPTH30HA) Ul NpPUMEHEHHs HA INOPKEHHBIX YdYacTKax W/Hiu
nepopaibHble  AHTHOMOTHKM. Takke mManmMeHTaM ¢ [pU3HAKaMH
CBIITH/IEPMATOJIOTHYECKONH TOKCHYHOCTH PEKOMEHIYETCS HCIOJIb30BaTh
COJIHIIE3AIUTHBIE CPECTBA U T'OJIOBHbIE YOOPHI, OTPaHUYHUTD IPEOLIBAHHE
Ha COJIHIIE, IOCKOJIbKY COJIHEYHbIH CBET MOXET YCHJIUTh Jo0bIe
BO3MOJKHBIEC KOXKHBIC PEaKIUH.

[MpodunakTuyeckuit  yXox 3a KOXeM, BKIIOYAlOIUi B  cebs
YBJIKHSIOINE, COTHIIE3AMUTHBIC CPECTBA (COTHIE3AMTHBIA GUIBTp >

15 UVA u UVB), kpema ¢ IIIOKOKOpTHKOCTepouaamu (He Bbime 1%

THAPOKOPTH30HAa) W IlepopajbHble  aHTHOWMOTHKH  (Hampumep,
JNOKCHUIMKINH), MOTYT  OBITh  HCHONB30BAHBI Ui  KOPPEKIUH
JIepMaToJOTHYeCKUX  peakuuii.  IlarueHtam  cieqyer  HaHOCHTH

YBIQXKHSIONINE, COJHIIE3AIUTHBIE CPEJICTBA HA JIUIIO, PYKH, HOTH, €O,
CIUHY W TPyAb KaKI0€ YTPO, @ Ha HOYb HAHOCHTH KPEM, COIEpIKaIuit
ITIOKOKOPTHKOCTEPOUI, HA JIMIO, PYKH, HOTH, I, COHHY U IPyAb BO

BpeMs IMIPOBEACHUA JICUCHUS.

HEKPOTH3UPYIOUMH (acIMAT H CENCHC, KOTOphlE OTMEYalHCh Y

MAlMeHTOB, IOJyYaBIIMX npenapar Bexrubukc. Penkue ciyuan
cunapoma CruBenca-/[PKOHCOHa M TOKCHYECKOTO SIMHIEPMAIBLHOIO
HEKPOJIM3a OTMEYAJIHCh Y MAl[HEHTOB B IOCTPETUCTPALIOHHOM NEPHOJE,
NpPUHUMAaBIIMX mpenapaT BektuOukc. Bpemennas ormena wim
MpeKpalieHne MPUMEHEHUs mpernapata BexkTnOukC HEoOXOIMMBI IpPH
Pa3BHTHH KOXKHOM TOKCHYHOCTH HIM TOKCHYHOCTH MSTKHX TKaHEH,
ACCOIMHPOBAHHBIX C PA3BHTHEM TSDKENIBIX HIM IKU3HEYTPOXKAIOIIHUX
BOCHAJIUTEBHBIX WM HHOEKIUOHHBIX OCIIOKHEHUIA.

Jledenne ¥ BeJEHHE NEPMATOJIOTHYECKMX pEAKIHH JOMKHO OBITh
OCHOBaHO Ha TSDKECTH IPOSBICHWH M MOXET BKIOYaTh B ceds
YBIIQXHSIIOIIHE, CONHIE3AIUTHBIC CPE/ICTBA (COMHIIE3AUTHBIN HIBTP >
15 UVA u UVB), a Takxe Kpembl ¢ NIIOKOKOPTHKOCTEPOHIaMH (HE BBIIIE
1% rupoKOPTH30HA) /s IPUMEHEHUS Ha NOPKEHHBIX Y4acTKaX /WU
nepopaibHble  AaHTUOMOTHKM  (HampuMep, JOKCHIMKIMH).  Taioke
MAlMeHTaM ¢ IMPU3HAKaMHU CBIIH/JEPMATONIOIHYECKO TOKCHYHOCTH
PEKOMEH/TyeTCsl MCIOJIb30BaTh COJMHIE3ANIMTHBIE CPEJCTBA M T'OJOBHEIE
yOOpBI, OrpaHHYUTE MPeOBIBAHKE HA COJIHIIE, ITOCKOJIBKY COJIHEYHBIN CBET
MOXET YCHIHUTB JIFOOBIC BO3MOYKHBIE KOXKHBIEC PEaKIIUH.

[TarmenTaM MoOXKeT OBITH PEKOMEHI0OBAHO HAHOCUTH YBIIAXKXHSAIOIIUEC,

EUvV93v94 RU v Revised 01

29

029060-60/0%LL00-dOIf



86L¢CT1

e

Crapas pegakuus

Hosas pepaxknus

Ocnooicnenus co CMOPOHbL 1€2KUX

[NanwenTsl ¢ HamM4YMeM B aHAMHE3e MM HMEIOUHME [PU3HAKH
MHTEPCTUIMAIBHOTO NTHEBMOHHUTA WM (HUOPO3a JIETKUX MCKIIOYAINCH U3
KIMHAYECKUX HccieoBanui. Clydad HHTePCTHIMAIBHBIX 3a00jieBaHMit
JIETKHX C JIETAIbHBIMH HCXOJAMH U 0€3, BO3HHUKAIH, IPEUMYLIIECTBEHHO, B
ANOHCKOH monynsimy. [lo3ToMy HpH OCTPOM BO3HHKHOBEHHM HIIH
YXYIUIEHWM JIETOYHBIX CHMIITOMOB JICYEHHE IpernaparoM BekTubukc
JOJDKHO OBITH TIPHOCTAHOBICHO M HE3aMe/UIHTENbHO HA4YaTO H3ydeHUe
BO3HUKIIUX ~ CHUMNOTOMOB. Ilpu  OOHapyXeHHH HHTEPCTHLIHAIBHBIX
3abo/eBaHuil IETKUX MpenapaT BeKTHOHKC clietyeT BpEMEHHO OTMEHHUTE U
HA3HAYUTh  COOTBETCTBYIOIE  JieYeHHe. Y  MalUeHTOB ¢
HHTEPCTULHAILHBIM ITHEBMOHHTOM HJIH JIETOYHBIM (pHOPO30M B aHAMHE3E
HEOOXOMMO OIEHHTh OTHOLICHHE BEPOSATHON IOJIb3bl HPUMEHEHHS

Iperapara K pucKy OCJIO)KHEHUH cO CTOPOHBI JIETKHX.

Hapywenus 600no-21ekmponumunozo bananca

Y  HEKOTOpBIX IAlMEHTOB OTMEYAIOCh MPOTPECCHBHOE CHUXKEHHE
CBIBOPOTOYHBIX KOHLUEHTPAllM MarHus, INPUBOJMBINEE K TKEION
(crenens 4) runomarauemMud. Heo6XomuM HepHOJHYECKHH MOHUTOPHHT

COCTOSIHUSI TIAIMEHTOB HA TMPEJAMET pa3BUTHS THIIOMAarHUEMHHA WU

COJIHIIC3AIIMTHRIE CPE/ICTBA HA JIMIO, PYKH, HOTH, IIE€I0, CIIMHY U rpyas

KaXx0¢e yTpo, a Ha HOYb HaAHOCHUTH

TTIIOKOKOPTHKOCTEPOHU /I, Ha JIMIO, PYKH, HOTH, WICHO, CIIMHY M I'PYyAb BO

KpeM,  coJepKaimui

BpEMs IIPOBECACHUS JICUCHUS.

Ocnooicnenust co CMOPOHDBL IeCKUX

[Mamuents ¢ HanmuyueM B aHaMHE3e WIIM  HMMEIONHE TIPH3HAKH
UHTEPCTULHAILHOIO ITHEBMOHHUTA WM (HHOPO3a JIETKUX HCKIIOYATNCh H3
KIMHAYECKUX HccnenoBanuii. Cilydad WHTEPCTHIHMAIBHBIX 3a00JIeBaHHM
JIETKHX C JICTAILHBIMA HCXO/IAMH H 0€3, BO3HUKAIH, IPEUMYILIECTBEHHO, B
SIOHCKOH  nomyysuuu. Ilo3TOMy NpH OCTPOM BO3HHKHOBEHHM WIIH
YXYALICHWH JIETOYHBIX CHUMIITOMOB JICYCHHE IIpenapatoM BekTuGHkc
JIOJDKHO OBITH NPHOCTAHOBJICHO M HE3aMC/UIMTENHHO HAYaTo W3ydeHHE
BO3HUKIIMX ~ CHUMNTOMOB. [Ipu  oOHapyXeHuM HHTEPCTULIHATBHBIX
3a00JIeBaHuH JIETKUX Hperapar BekTHOUKC ciie/lyeT BpeMEHHO OTMEHHTH 1
HAa3HAYUTb  COOTBETCTBYIOIEE  JieYeHWe. Y  HAUEHTOB ¢
MHTEPCTUIHATBHBIM THEBMOHHTOM MIIH JIETOYHBIM (PUOPO30M B aHAMHE3E
HEOOXO/MMO  ONEHUTh OTHOIICHHE BEPOSTHOH MOJIBb3Bl NPUMEHEHHS

npenapara K pucKy OCJIOXXHEHUH CO CTOPOHBI JICTKHX.
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Crapas pepakuust

HoBasi pepakuus

COIYTCTBYIOIIEH MMIOKAIBIHEMHUH IIEPE]] HAYaIOM JIEYEHHUS IIPENapaToM
BektrOuke, ¥ mocie JedeHHs 10 8 Helelb Iocie ero OKOHYaHUs (CM.
paszzen «llo6ounoe neictBue»). Ilpy HEOOXOAMMOCTH, PEKOMEH/I0BAH
IpHEM IIPENapaToB MarHys.

Taroke oT™MedaIuch HapylleHHs OajaHca JApyruX 3JI€KTPOIHTOB, BKIIOYas
THIOKAIHEMHIO. PeKOMEeHIyeTcs MOHMTOPDMHI M COOTBETCTBYIOIIMH

aJIeKBaTHBIN TIPAUEM JJaHHBIX 3JIEKTPOJIUTOB.

Hugpyzuonnwvie peaxyuu
B KIMHHYECKHX HCCIICIOBAHUSX MOHOTEpanud U KOMOMHHPOBAHHOM
teparur MKPP (n = 2224), undy3uoHHble peakiuu (BO3HHKABIIHE B
TeyeHre 24 uacoB mocie HHQY3HHM) OTMEYAIUCh HpUMEpHO y 5%
MAlMEHTOB, MOJTyYaBOIMX mpernapar BexTuOukc, w3 KoTopsix 1% Obum
Tsokensivu (crereb 3 u 4 no NCI-CTC).

B 10CT-MapKEeTHHIOBBIX HCCIIEIOBAaHUSAX COOOINANIOCH O CEepPhE3HBIX
WHQY3MOHHBIX ~ pPEaKUUsX, BKIIOYAs PpEIKHE IOCT-MApPKETUHIOBbIE
co00IIeH s O JIETATbHBIX HCXO/aX. B ciyuae BO3HHKHOBEHHMs TSDKENON
WM JKH3HEYTPOKAIOIIel peaknuu B Iporecce UHQY3Uu M B Joboe
BpeMsi [OClie ee 3aBepIICHUs

[HanpuMmep, ©pH BO3HHKHOBEHHH

6p0oncr1a3Ma, AQHT'MOHEBPOTHUYECKOI'0 OTE€KA, THIIOTCH3UH, l'IOTpe6HOCTPl

Hapywenus 600H0-21ekmponummno2o baranca

Y HEKOTOpBIX MalMEHTOB OTMEYalOCh HPOrPECCHBHOE CHM)KEHHE
CBIBOPOTOYHBIX ~KOHIEHTpALlMii Maruusi, NPHBOJMBIIEE K TDKEIOH
(crenenb 4) runoMaraueMuu. HeoOXoauM nepHoIuYecKuii MOHUTOPUHT
COCTOSIHUSI TIAIIMEHTOB Ha IpPEeJMET pa3BHTHA THIOMArHUEMHH U
COIYTCTBYIOIICH TUMOKATBIHEMHHN TI€Pe/l Ha4alIoM JICUSHHs IpernapaToM
BexTuOukc, ¥ nocie jgedeHus 10 8 Helenb Iocie ero OKOHYaHHUsS (CM.
paznen «lloGounoe neiictBue»). Ilpu HEOOXOAMMOCTH pPEKOMEHIOBAH
[IPUEM IIPENapaToB MarHusl.

Taioke oTMeyaIMch HapyleHus OagaHca APYTHX 3JIEKTPOJIHTOB, BKIIOYAS
THIIOKATUEMHIO. PEeKOMEHIyeTcss MOHMTOPHHI H  COOTBETCTBYIOHIMH

aJIeKBaTHBIN IPAEM JTaHHBIX DJICKTPOJIMTOB.

Hughysuonnvie peaxyuu

B KIMHHYECKHX HCCIECJOBAHUSIX MOHOTEpAiM W KOMOWHHPOBAHHOU
tepartud MKPP (n = 2224), uH]y3HOHHBIE peaknuud, B TOM YHCIIE
TsDKeNble MH(Y3HOHHbIE peakiiy (BO3HHKABIIWE B TeueHHe 24 4YacoB
nocyie WH(Y3UH), OTMEYANHCh y HAIMEHTOB, MOJY4YaBUIMX Ipernapar
Bexktubukc (crenens 3 u 4 o NCI-CTC).

B NOCTPETUCTPALTHOHHBIX HCCIIENOBAHUAX €000Imanocy o CEPBE3HBIX
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Crapasi perakuusi

Hosas penakuns

B [TApEHTEPAIbHON Teparnuy Win anaduiakcuu|, HeoOX0IHMO IOTHOCTHIO
OTMeHHTH Tpenapar Bektubukc (cm. pasgensi «IIpoTuBomokasanus» u
«IToGouHOE neiicTBUEY).

VY nanueHToB C JNErKUMH WM yMepeHHbMH (cTeneHb 1 U 2 mo CTCAE
Bepcud 4.0) HHOY3HOHHBIMU PEAKIUAMHU CICAYeT YMEHBIIHTH CKOPOCTH
uHQY3uH B TedeHHWe Bceil uHQYy3uMH. PexomeHIyercs COXpaHSATH
CHIDKEHHYIO CKOPOCTb HH(Y3HH B X0/I€ BCEX MOCIIEAYIOMHX HHY3Ui.
Coo0Imanoch 0 peaknusX THIEPYyBCTBUTEIBHOCTH, BO3HUKABIIHUX OoJiee
yeM depe3 24 yaca nocie uHQY3UH, BKIIOYAs aHTHOHEBPOTHUECKUH OTEK
CO CMEPTEJILHBIM HCXO0JIOM, Pa3BUBIIHICS Ooiee yeM depe3 24 vaca rmociie
uHby3un. Creyer npeaynpenTh MalHeHTOB O BO3MOXHOCTH TO3/IHEr0
pa3BUTHSI DPEaKIMH M HPOMHCTPYKTHPOBAaTH OOpamarbcsi K CBOEMY

JjeJameMy Bpady B ClIyda€ BO3HHUKHOBCHHS CHMIITOMOB pE€aKUUA

THIICPYYBCTBUTCIIBHOCTH.

Ocmpas nouyeynas HedOCMamoyHOCMy

Octpasi moueyHass HeJJOCTATOYHOCTh OTMEYEHA y MAIMEHTOB C TSHKEIOH
nuapeei Hu JleruzipaTanuei. TTamenTs! JIOJIKHBI OBITH
IPOUHCTPYKTHPOBAHbI O HEOOXOJMMOCTH HEMEIJIEHHO OOpaTHThCS 3a

MEJIUIIUHCKON TTOMOIIBIO IIpU pasBUTHH TSKEIIOU Jvapeu.

HHQY3HOHHBIX pEAKIMAX, BKIIOYAs pEIKHE NOCTPETHCTPANHOHHBIC
COOOIIEHNs O JETATBHBIX HCXO/ax. B ciiyyae BOSHHKHOBEHHS TSDKENIOH
WM KU3HEYTPOXKAIOIIEH Peakuu B mpolecce MHY3uH Wi B Jroboe
BpeMsi IOCIE€ €€ 3aBeplleHHs [HalpuMep, I[PH BO3HHUKHOBEHHH
OpoHxocna3Ma, aHTHOHEBPOTHYECKOTO OTEKa, THIIOTEH3HH, HOTPEOHOCTH
B  IapeHTepaIbHOM HEO0OX0AUMO

Tepanu¥ WIA  aHa(UIaKCHH],

MOJHOCTBIO ~ OTMEHHMTH  mpemapar  Bektubukce  (cM.  pasjgensl
«IIporuBonokazanusi» u «I1lobo4noe neiicTBue»).

VY nanueHToB ¢ yerkumu Wi ymepeHHbiMd (cteneHb 1 u 2 mo CTCAE
Bepcud 4.0) MHGY3HOHHBIMH PEaKLUsIMU CIISTyeT YMEHBIIHTh CKOPOCTh
UHQY3HMH Ha TPOTSHKEHHH Beeil HHOY3HH. PeKoMeHIyeTcss COXpaHsTh
CHIDKEHHYIO CKOPOCTh HH(Y3UH B X0/I€ BCEX MOCIEYIOMHUX HHDY3Hid.
Co00mmanocy 0 peakisx IHIepuyBCTBUTEIFHOCTH, BOSHUKABUIAX Ooiee
4yeM uepe3 24 yaca nocie HHOY3HH, BKIIOYas aHTHOHEBPOTHYECKHIM OTEK
CO CMEpTENIBLHBIM HCXOJIOM, Pa3BHUBIIHICS Ooee 4eM depe3 24 gaca mociie
uHy3un. Crenyer npexylnpeauTh NalHeHTOB O BO3MOXKHOCTH MO3IHETO
Pa3BUTHS peaKUUM W HPOMHCTPYKTHUPOBATh OOpamarbcsi K CBOEMY
JeyalmeMy Bpady B Cilydac BO3HHKHOBCHHS CHMIITOMOB pEaKI[HH

TUIIEPYYBCTBUTECIIBHOCTH.
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Crapas pegakuus

Hosas pepaxkuust

IIpenapam Bexmubukc 6 KomOunayuu ¢ Xumuomepanueu HA OCHOGE
upunomexana, gmopypayuna 6onOCHO U Kanbyus Porunama (peicum
IFL)

V nNanMeHToB, MOJIyYaBUIMX IpernaparT BekTHOHKC B KOMOHMHAIMH ¢
pexumom IFL [GonrocHoe BBeaenue ¢propypanuia (500 Mr/M%), KaybIus
(omnarta (20 mr/m?) u upuHOTeKaHa (125 Mr/m?%)], OTMeYanach BhICOKas
yacToTa TsKenoi nuapeu (cM. pasaen «Ilo6ounoe netictBuey). ITosTomy
cieyer u3beraTb MCIONB30BaHUS MpenapaTta BekTnOuke B KoMOMHAIMH
¢ pexumom IFL (cm. «BzaumoneiictBue ¢

paszmen JPYTHME

JIEKapCTBEHHBIMH TIPETapaTaMm»).

IIpenapam Bexmubuxc 6 kombunayuu ¢ b6esayusymabom u pesxcumamu
Xumuomepanuu
B paMkax paHZOMH3HPOBAaHHOIO,

OTKPBITOI'O,  MHOI'OLIEHTPOBOI'O

WCCIeNOBaHMA, B KOTOpoe Obuto BKmoweHO 1053  manumeHTa,
npousBoMiIach oneHka sdgexruBHOCTH Oepanmsymaba ¢ pexUMamMu
XHMHOTEpAllUM Ha OCHOBE OKCAIMIUIATHHA MM HMPUHOTEKaHa B
KOMOHMHAIMY ¢ TpenapatoM BekTHOHKC Win 6e3 HEero B KaueCTBe MEPBOH

JIMHUM TEPaANUU METACTaTHYECKOrO KOJIOPEKTAILHOIO paKa. V nmanueHToB,

Ocmpas noveunas HedOCMamo4HoCmb

Octpast moyeyHasi HeJJOCTaTOYHOCTh OTMEYEHA y IAIMEHTOB C TSDKENOH
Japeei u JIeTuipaTauei. IlamuenTs JIOJDKHBI OBITH
[POMHCTPYKTUPOBAHBL O HEOOXOAMMOCTH HEMEUIEHHO OOpaTHThCs 32

MEIMIIMHCKOM ITOMOIIBIO IIpH pa3sBUTHH TSKEIION JUapeu.

Ilpenapam Bexmubuxc 8 KoMOuHayuu ¢ Xumuomepanuei HA OCHOGE
upunomexana, gpmopypayuna GONOCHO U Kanbyus porunama (pescum
IFL)

V NandeHToB, MOJYYaBIIMX [pernapar BeKTHOWKC B KOMOMHAIMH ¢
pexumom IFL [GomocHoe BBenenue dropyparuna (500 Mr/M%), Kasblus
¢omnara (20 Mr/m?) u upunoTeKana (125 Mr/M%)], OTMeUanach BHICOKAs
4acToTa TsKesol auapen (oM. pasaen «IloGounoe neiictBuey). ITosTomy
cieayer u3beraTh MCNONIb30BaHus Ipernapara BeKTHOMKC B KOMOMHAIMH
¢ pexumom IFL (cm. «B3aumonelictBue ¢

pazzen JPYyTUMHA

JICKapCTBEHHBIMHU IIpENapaTaMu »).

Ilpenapam Bexmubuxc 6 kombunayuu ¢ 6eeayusymabom u pexcumamu
Xumuomepanuu

V [anMeHToB, MOJYYaBIIMX Ipenapar BekruOukc B KOMOMHAIMU C
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Crapasi penakuusi

Hogas penaknus

MOJIy4aBIIUX npernapar BexktuOukc B komMOuHanuu ¢ GeBanmsymaboMm u

XHMHOTEpanuedf, OTMEYaJoch  YKOPOYEHHE  BBDKHBAEMOCTH  0e3
NPOrPECCHPOBaHMs 3a00JICBaHUSI W TOBBIIICHHE YACTOTHI JIETAIBHBIX
ucxonoB. Kpome Toro, B rpymmax Tepanud npernapatoM BekTHOHKC B
koMOuHaiu ¢ OeBanu3ymMaboM ¥ XHMHOTEpamMedl  OTMedaaoch
MOBBIIIEHHE YacTOThl TPOMOOIMOOIIMH JIErOYHOW apTepuu, HHQEKIHii
(IPEUMYIIECTBEHHO KOXHBIX), IHapeH, OSJIEKTPOJIMTHBIX HapYIICHHUH,
TOIIHOTBI, PBOTHI M  Jeruaparanuu. JIOMONHUTENbHBIA  aHAIN3
3()deKTHBHOCTH B 3aBUCHMOCTH OT cTaryca KRAS He BBIBHII TIOATPYII
HAIMEHTOB, KOTOpPBIE IOTy4aud OBl IMOJb3y OT KOMOHMHAIIMH Hpernapara
Bextubukc ¢ OCHOBE

XHMHOTCpaIIPICﬁ Ha OKCaJIMIUIaTUHA  HJIH

WpUHOTeKaHAa © OeBai3dymabom. bputa oTMeueHa TeHIEHUIHS K
YXYIUICHAIO BBDKHBAGMOCTH IPH NIPUMEHEHUH Ipernapara BektuOukc y
nanueHToB ¢ KRAS nukoro tMna B KoMOuHaimu ¢ GeBanusymaboM u
OKCAJTHMIUTATHHOM, U aHAJIOTWYHAS TCHJICHIUS y MAMEHTOB, MMOJIyYaBIINX
npenapat BextuOukc B koMOHHanuu ¢ 6eBanu3ymMaboM U HPHHOTEKAHOM,
BHE 3aBHCHMOCTH OT MyTanuoHHOro cratyca KRAS. ITosromy mpemapar
BexTuOukc He DOJDKEH NPUMEHSTHCS B KOMOHHAIMH C XHMHOTEpAIHei,

BKJIIOYaromen Oepanmsymad (cM. paszuen «BzaummoneiicTBue ¢ apyramMu

JIEKapCTBEHHBIMH IIperiapaTaMuy).

OeBanu3ymMaboM M XHMHOTepamueidl, OTMEJaloch  yKOpO4YeHHE
BBDKHBAaGMOCTH 0€3 NpOrpecCHpOBaHMs 3a00JICBaHHsI W IOBBIIICHHE
YacTOTHl JIETAIBHBIX HcXonoB. Kpome Toro, B rpymmax Tepamuu

npenaparoM  BektuOukc B komOuHammu ¢ OeBamusymabom u
XHMHOTEpanueil OoTMEeYasoch MOBBINIEHHE YaCTOTHI TPOMO0IMOOIHU
JIErO4YHOHM aprepud, HHGEKIMH (IPEUMYIIECTBEHHO KOXHBIX), IHApEH,
JNIEKTPOIUTHBIX ~HAPYIICHWH, TOMIHOTHL, PBOTHI M JETHAPATAIHH.
IMpenapar BexTuOukc He NODKEH NPUMEHSTHCS B KOMOWHAIMH C
XHMHOTEpanuei, BKJIFOYAIOIIEH

GeBanuzymad (cMm. paszznen

«B3aumozielicTBHE ¢ IPYTHMH JIEKapCTBEHHBIMH IIPETIapaTaMm»).

Ilpenapam Bexmubuxc 6 komOunayuu ¢ Xumuomepanuei HA OCHOBE
oxcanunaramuna y nayuenmoe ¢ MmKPP u mymayusmu RAS, a maxowce ¢
HeymouHenHblM cmamycom RAS

Kombunamus npenapata BekTtHOMKC ¢ XuMHOTEepamuell Ha OCHOBE
OKCaNIMIUIATHHA IIPOTHBOIOKa3aHa mnamueHtaM ¢ MKPP u wmyrtamwsmu
RAS, a Taoke manuentaMm ¢ MKPP ¢ HeyTOUHEHHBIM CTaTycOM MyTanuii
reHoB RAS (cm. pasznen «[IpoTuBonokazanus»).

Ot™meuanoch BBDKHBaeMoOCTH  Oe3

COKparieHne IPOrPECCHPOBAHUS

3aboneBanust (BBII) u oOmeii BoDKHBaemoctd (OB) y maimentoB ¢
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Crapasi pepakuusi

HoBas penaxuusi

IIpenapam Bexmubukc 6 kombunayuu ¢ Xumuomepanuei HA OCHOGE
okcanunaamuna y nayuenmos ¢ mMKPP u mymayusimu RAS, a maxoice ¢
Heymounennvim cmamycom RAS

KomOunarus mnpenapara BektuOukc ¢ XuMHOTepanueil Ha OCHOBE
OKCAJIMIIJIATHHA IpOTHBONOKa3aHa mnanueHtaM ¢ MKPP u myranmsmm
RAS, a Taoke nmarmenTam ¢ MKPP ¢ HeyTO4HEHHBIM cTaTycoM MyTammi
reHoB RAS (cM. paszen «IIpoTHBOMOKa3aHHSY).

B nepBuynom anammse wuccienoBanus (n= 1183 mnammenrta; 656
nanueHToB ¢ KRAS nuxoro tuma (B 5k30He 2) u 440 mnamueHTOB C
mytamusMie - KRAS) no onenke s¢dexTuBHOCTH maHUTyMymaba B
KoMOHMHaIMH ¢ XumuoTepanued B pexume FOLFOX (undysuonnoe
BBeJICHHE (TOopypanmwia, Kaablus (GONMHATA M OKCAIUILIATHHA) IO
cpaBaenuto ¢ FOLFOX B nepBoit smauu tepanuun MKPP, ormeuanock
COKpallleHue BbDKMBAEMOCTH 0e3 mporpeccupoBanus 3abomneBanusi (BBIT)
u obmeit BeDKHBaeMocTH (OB) y namumenTtoB ¢ MyranusiMu KRAS B
OIyXOJIH, IOJIy4aBIIMX HaHMUTyMymad B koMOunHamuu ¢ FOLFOX (n =
221) 1o cpaBHEHMIO C HalHMeHTaMM, noiydaBummu Toibko FOLFOX
(n=219).

B OpeABapUTEIIPHO  3AIUIJAHUPOBAHHOM  PETPOCIICKTUBHOM  aHAJIU3C

MytauusMa  KRAS (B 2k30He 2) B ONYXOMH H JIONOJHHTEIBHBIMH
MyTanusaMu RAS (KRAS [B sx30Hax 3 u 4] unmn NRAS [B sx30Hax 2, 3, 4]),
[OJIlyYaBUIMX aHHTYMyMal B KOMOHMHAIMH ¢ UHQY3HOHHBIM PEKHMOM,
cozepkamuM  GTopyparmi, Kamblus (GONMHAT W OKCAIUIUIATHH
(FOLFOX) 1o cpaBHEHHIO C MAl[HEHTaMH, [MOJYYaBIIUMH TOJIBKO
FOLFOX.

OneHka MyTaMOHHOTO cTaryca RAS 1OMKHA OmIpenensaTses ¢
HCIOJIb30BAHMEM BATHIMPOBAHHOIO METOZA B JTabOpAaTOpHH, MMEIOIIEH
OINBIT BBHINOJHEHHUS TNOJOOHBIX HcciemoBanuii (cM. pasmen «Cnoco6
NPUMEHEHUs W J03bI»). Ecmu mnpemapar BexkTHOukc  m0ipKeH
UCIIOJIb30BaThCsd B KoMOMHammu ¢ pexumoMm FOLFOX, pexomenmyercs
OIpeJie/iecHHe MYTAIllMOHHOTO CTaryca B JIaOOpaTOpHH, NPUHHUMAIOMIEH
y4acTHe B IIPOrpaMMe BHEIIHEro 00ecreueH s KauecTBa OEHKH cTaryca
RAS, mibo pmukuit THI JOJDKeH OBITh MOATBEPKAEH pe3yIbTaTaMH

JIBYKpPaTHOI'O aHa/IA3a.

Ogmanvmonozuyeckas mokcuyHocmo
B penxux ciyyasx B Imponecce HOCTPETHCTPAIMOHHOTO IPUMEHEHHS
mpenapara OTMEYAIMCh CEpbe3HBbIE CIIydad KepaTHTa W SI3BEHHOIO

KepaTuTta. Haunemm, Y KOTOPBIX OTMEYAOTCS IPU3HAKU U CHUMIITOMBI,
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nanHbIX 641 w3 656 nmamwentoB ¢ aukuM THIOM KRAS (B oKk30He 2) B
omyxonu, OB WEHTHQHUIMPOBAHBI JIONIOJTHUTEbHBIE MyTalud RAS
(KRAS [B 5x30Hax 3 u 4] wim NRAS [B sx30Hax 2, 3, 4]) y 16 % (n = 108)
naruentoB. Cokpamenue BBIT u OB nabmozanocs y nanuentos ¢ MKPP
M MYTAaHTHBIM THIOM T€HOB RAS, mojiyyalommux maHATyMyma®b B
komOunaimu ¢ FOLFOX (n = 51) mo cpaBHeHHIO C MOHOTepamuei
FOLFOX (n = 57).

OneHka MyTalMOHHOrO craryca RAS fomKHa OmpelersThest C
HCIIOJIB30BAHMEM BAlIMIMPOBAHHOTO METOZAa B 1a00OpaTOpuM, HMEOIIEH
ONBIT BBINOJNHEHHS MNONOOHBIX wmccienoBanuit (cM. paszgen «Cmoco6
npuMeHeHMss W J03b1»). Ecnmm  npemapatr  BexrtuOuke  0IDKeH
HCIoNb30BaThes B KomOunaruu ¢ pexnmoM FOLFOX, pexomenayercs
ompesieieHAe MYTAUMOHHOrO CTaryca B 1abOpaTOpud, MPHHUMAKOMIEH
ydacTHe B IPOrpamMme BHEIIHEro o0ecleyeHHs KauecTBa OLCHKH CTaTyca
RAS, mu60 [MKMA THI JODKEH OBITh TOATBEPXKIEH pe3yJibTaTaMu

JIBYKPaTHOTO aHAJIH3a.

Ogmanemonozuieckas moKCU4HOCMb
B penkux ciaydasx B HpOIECCe IOCT-MApKETHHIOBOTO NPHMEHEHMS

npemnapara OTMEUYaIUCh CEpPbE3HBIC ClIydan Keparuta H A3BEHHOIO

CBHJIETEJILCTBYIOIIAE O HAIMYMH KEpPaTHTa, B TOM YUCIE OCTPhIC HIH
ycyrybsiomuecs: BOCIATHTEIbHbIE H3MEHECHHs [Jla3a, CIE30TCYCHHE,
CBETOOOS3Hb, CHIDKEHHE UETKOCTH 3pEHHs, OONM B IJasy W/WiH
MOKpacHeHHs I71a3a, MO/DKHBI OBITh HEME/UIEHHO HAlPaBICHBI K
o(ranemorIory.

Ilpy TOATBEpXJIEHHM JHATHO3a A3BEHHOTO  KepaTuTa  Teparuio
npenapaToM BeKTHOMKC HEOOXOAMMO BPEMEHHO MM  IOJHOCTBIO
npekpatdTh. IIpd [OCTAaHOBKE JHMarHo3a KepaTuta HEOOXOHMO
TIIATEIFHO COOTHECTH MOJIB3Y U PUCKH NPOJIOJKEHHS TEPAIIHH.

IMpenapar BekTHOHKC NODKEH HCIOJB30BAaThCS C OCTOPOXKHOCTBIO Y
[MAIMEHTOB, MMEBIINX B AHAMHE3€ KEpAaTHT, S3BEHHBIH KepaTHT WA
BBIPOKEHHYIO CYXOCTh Iiasa. VIcmob30BaHME KOHTAKTHBIX JIMH3 TaKXke

SIBIIACTCA (1)aJ(T0p0M PHCKa pa3BUTHs KEpATUTA U WU3BSI3BIICHUMN.

Iayuenmui ¢ noxasamenem obwezo cocmosmus 2 no wxare ECOG,
nonyuasuiux npenapam Bekmubukc 6 kombunayuu ¢ xumuomepanue

Jlna manumentoB ¢ MKPP, uMeonmx nokasarenb 2 MO LIKaie ECOG,
PEKOMEH/IYETCs. [POBEJCHHE OIEHKH COOTHOLIEHHS TOJb3a-PHCK JI0
KOMOWHAIMKA C

Hayajla TIpUMCHCHHA Ipenapara Bektubukc B

xumHuoTepanueil. ¥V manuentoB co crarycom ECOG 2 He BBISABICHO
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kepatuta. [[alMeHThl, y KOTOPBIX OTMEYAIOTCs IPH3HAKH M CUMITOMBI,
CBHICTENILCTBYIONIHE O HAIWYMU KEpaTHTa, B TOM YHCJIE OCTphIe HIIH
yCyryOusiiomecs:: BOCIANTHTENIbHBIC H3MEHEHHs TIJ1a3a, CIE30TEUCHHE,
CBETOOOSI3Hb,

CHH)KCHHUE YCTKOCTH 3pCHUS, Oomu B riasy W/unu

MOKPacHEHUs. TIJa3a, JODKHBI OBITh HEMEJICHHO HampaBIeHbl K
o(ranemornory.

Ilpy TOATBEPXKACHHM IHArHO3a S3BEHHOIO  KEpaTHTa  TEPAIHIO
npenaparoM BeKTHOMKC HEOOXOIMMO BPEMEHHO MWJIM  IOJHOCTBIO
npekpaTuth. IIpM  HOCTaHOBKE [HArHo3a KepaTuTa HEOOXOAHUMO
TIIATETHFHO COOTHECTH MOJIB3Y X PUCKU IPONODKEHHS TEPaIUH.

[penapar BekTHOMKC MOMKEH HCIONB30BATBCS C OCTOPOKHOCTBIO Y
NMalMEeHTOB, MMEBHIMX B aHAMHE3€ KEPATHT, S3BEHHBIH KEpaTHT WM
BBIPOKEHHYIO CYXOCTh I7a3a. VICIonb30BaHHE KOHTAKTHBIX JIMH3 TAaKXKE

SBIIACTCA d)al(TOpOM PHUCKa pa3BUTHA K€paTUTA U HU3BSA3BICHUN.

Ilayuenmor ¢ nokaszamenem obwezo cocmosnus 2 no wxare ECOG,
noxyuaswux npenapam Bekmubukc 6 Kombunayuu ¢ xumuomepanuet

Jlns nmanuentoB ¢ MKPP, umerommx mokasarens 2 no mxaine ECOG,
PEKOMEHIyeTCsl TPOBEICHHE OLEHKH COOTHOIIEHHs II0Jb3a-PUCK JIO
Hayajga IPUMEHEHHs

npenapara BektuOukc B KoMOMHaIMM C

TIOJIOKMTEJIIbHOE COOTHOIICHUE 110JIb3a-PHUCK.

Toowcunvie nayuenmor

Paznuunii GesomacHoct wiH 3¢dekTuBHOCTH npenapara BexTubukc B
MOHOTEpAalMK Yy MAlUeHTOB MOXHIOro Bo3pacta (=65 7eT) He
HaOmoaanock. OIHAKO OTMEYAIOCh yBEIHYEHHE KOJIHMYECTBA CEPhE3HBIX
HEXeJIaTeIbHBIX PeaKUi Y MOXKIIBIX MAlMEeHTOB, HOIy4aBIIUX IIpenapar
Bekrubukc B kombunanun ¢ xumuorepanueii FOLFIRI wmm FOLFOX, no
CPaBHEHHIO C IPHMEHEHHEM TOJIBKO PeXUMOB XUMHOTEPAIHH (CM. pasael

«ITobouHOE neficTBHEY).

IIpedynpesicoeHue 0 6CHOMO2AMENILHBIX 8EULECMEAX
JlaHHBI Tpenapar coAepXKuT 3,45 Mr HaTpHs B 1 MJI, 9TO COOTBETCTBYET
0,017%

oT pekoMmeHjgoBaHHOrO BO3 MakCHMaIbHOTO CyTOYHOTO

IIOTpCGJICHI/lﬂ HaTpHUs AJIs1 B3pOCJIOro Y€JI0BEKa, COCTABJIAIOIIETO 21

Ocobbie mMepbl nPedoCmMOpPOICHOCIU NPU NPUMEHEHUU U YMUIUAYUU
Paszseoennviit pacmeop
Bexktubukc He  COIEPXKHUT

aHTHMHKpOGHLIX KOHCEPBAHTOB  HJIH

GaKTepHOCTaTPI‘ICCKHX ar¢HTOB. Hpenapa'r JIOJDKEH OBITh HCIOJIb30BaH
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xumuoTepanueii. Y mnanueHToB co crarycom ECOG 2 He BBISBICHO

TIOJIOXKHUTEIIBHOEC COOTHOLICHUE MOJIb3a-pPUCK.

IHoorcunvie nayuenmol

Pazmuumii GezomacHocTH MM 3(¢EKTHBHOCTH Ipenapata BektHOukc B
MOHOTEpAnui y TAIMeHTOB MOXHJIOro Bo3pacta (=65 ier) He
Haboanochk. OTHAKO OTMEYANIOCh YBEJIHUEHHE KOJIMYECTBA CEPhE3HBIX
HE)KeJIaTeTbHBIX SBJICHHH Y MOXUIIBIX NAIMEHTOB, MOTy4YaBHINX Ipenapat
Bexru6ukc B komOunanuu ¢ xumuorepanueir FOLFIRI wim FOLFOX, nmo

CPaBHCHUIO C IPUMEHEHHUEM TOJIBKO PEXUMOB XUMHOTCPAITHH (CM. pasaein

HEMOCPEACTBEHHO IIOCJIE€  pa3sBEACHHA. Ecmu npenapar HE ObLT

HKCII0JIB30BaH nocie T10JIb30BAaTECIIb HECET

cpasy

OTBCTCTBCHHOCTb 3a BpEMs M YCJIOBHA €r0 XpaHEHHUS 0 CICAYIOLIEro

pa3BeiCHUs,

BBeneHUs (He Oonee 24 wacoB mpum Ttemmeparype 2°C — 8°C). He

3aMOPAXHUBATH Qa3BegeHHLI]71 pacTBoOp.

Ilpenmapar BexkTHOMKC mpeaHasHa4eH TOJBKO JUIS  OJHOKPATHOTO
HCIIOJIB30BaHHSI.

@JakoH M OCTABIIMICS B HEM pacTBOP JIGKApCTBEHHOTrO Iperapara
HEOOXO/MMO YTHIIH3HPOBATH T10CJIE O{HOKPATHOTO IPUMEHEHHS.

Bech HEHCNOIB30BaHHBIA OCTATOK npenapara U pacXoIHbIC MaTCpHAIbI

«IToGounoe neiicTBHE»). JOJDKHBI ~ yTHIM3HPOBAaTbCS B COOTBETCTBUM C  HaJICXKAIIUMH
TpeOOBaHHSIMHU.
Ipouue mepovl npedocmopodicHocmu
Jlanubni npenapar coxepxut 0,150 MMosib HaTpust (4TO COOTBETCTBYET
3,45 Mr matpusi) B 1 MJI KOHIEHTpaTa. OTO HEOOXOAWUMO YYHTBHIBATh Y
MAI[AeHTOB, MOJNYYAloIUX JAHETy C KOHTPOJIMPYEMBIM COAEPKAHHUEM
HATpHs.
Paszeeoennviii pacmeop
[Tpenapar BexTHOHKC HE COAEPXKUT aHTUMHUKPOOHBIX KOHCEPBAHTOB MU
38
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GaKTCpHOCTaTI/I‘{eCKI/IX ar¢HTOB. HpenapaT JIOJDKEH OBITh HCIIOJIB30BaH
HETIOCPEJACTBEHHO  ITIOCJIE€  Pa3sBEJICHHSA. Ecim npenapar HE ObLT
HMCIIOJIB30BaH Cpasy Tocie pa3BeaCHUA, T10JIb30BaTECIIb HECET
OTBETCTBCHHOCTDb 3a BPEMs MU YCIIOBUS €r0 XpaHCHHS 10 CJICAYIOIIETro

BeesieHust (He Oonee 24 4 mpu Ttemmeparype or 2°C gmo 8°C). He

3aMOpPaXXUBATh Q&BCQCHHHﬁ pacTBOp.

Ocobble Mepbl RPedOCMOPOIHCHOCMU NPU RPUMEHEHUU U YMUAUZAUUN

Ipenapar BexkTHOnMKc npeAHa3sHAYeH TOJNBKO JUIL  OJHOKPAaTHOIO
HCIONb30BaHus. [lepen mpoBeneHHEM HHQY3HU IpenapaTl pa3BOIUTCS
crienranicToM 3apaBooxpanenus B 9 mr/mi (0,9%) pacrBope HatpHs

xJjopuja Ui MHBEKIUNA B aCENTHYECKUX YCIIOBHSAX. He BcTpsIXuBaTh Win

He B30anThBaTh CHIBHO (uakoH. ®nakoH ¢ mpenapartom BexruOukc
clielyeT BU3yallbHO OIICHHTH Hepe]l IPUMEHeHHeM. PacTBop 0/pkeH OBbITh
GeCIBETHBIM H MOKET COJEPIKATh MOJIYIIPO3pauHbIe WK Oerble aMOophHbIe
OeNKOBbIE YACTHIBI (KOTOpbIe YOAISIOTCS (UIBTPOM HH(Y3HOHHOU
cucrembl). He criexyer BBOIMTH npenapar BexTuOukc, ommcaHue
KOTOPOrO ~ OTJIHMYAETCss OT INpHUBEAeHHOro Bemme. [lpum  moMorwm
IUNOJIepMaNbHO Wbl pasMepa 21G miaM MeHbme u3 (rakoHa c

npenaparoM 3abupaercst HeoOX0MMOe KOJIHMYeCTBO Ipenapara Bektubukc
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JUIA TIOTIYy4YCHHA 0351 6MI‘/KI‘, KOTOpO€ 3aT€M pacTBOPSAIOT B obmem
P

obbeme 100 ma. He wucmomnb3oBaTh Ge3bIrONbHBIE PHCTIOCOOIEHHS
(Hampumep, TIepexOIHUKH Ul (pITaKOHOB) JUIsl H3BJICUEHHs [Iperapara u3
¢nakona. KoHeuHas KOHLEHTpamusi He IOJDKHA MpeBbINaTh 10 Mr/mi.
Hosbl Beime, yem 1000 mMr cnexyer pactBoputs B 150 Mt 9 mr/mi (0,9%)
pacTBopa HaTpusi XJopuia i uHBeKnud (cMm. pasgen  «Cnocob
NPUMEHEHHs ®  JI03bD»). [loMydeHHBIH pacTBOp IEepeMENIUBAIOT
OCTOPOKHBIM NIepEBOpaYHBaHUEM (IIaKOHA, HE BCTPSIXHUBATH.

@rakoH M OCTaBIIMICA B HEM pacTBOP JIEKapCTBEHHOIO IIperapaTa
HEOOXOMMMO YTHIIM3HPOBATH MOCIIE OXHOKPATHOTO IIPUMEHEHHSI.

He nabmonianoch HECOBMECTHMOCTH MEXIy mpenaparoM BekrtuOukc u
9mr/mMn  (0,9%) pacTBopoM HATpHs XJIOpHAA JUI MHBEKIHMH B
HH(Y3HOHHBIX TAKeTaX U3 NOJMBHHIIIXJIOPH/IA W TIOJIHOJIe(rHA.

Bech Hencnonp30BaHHBIM OCTaTOK HpenapaTta H PacXoJHbIE MaTepHAaIbI
JIOJDKHBl ~ YTHJIM3UPOBATECS B COOTBETCTBHM C  HAUIEKAIIMMM

TpeOOBaHUSAMH.

BJIUSTHUE HA CIIOCOBHOCTb YHPABJISITh
TPAHCIIOPTHBIMH CPEICTBAMU, MEXAHU3MAMU

B CJIyda€ pasBUTHA HEXKEIATCIIbHBIX peaKum‘fI CO CTOpPOHBI OpraHoB

BJIMSIHUE HA CIIOCOBHOCTH YIIPABJIATH

TPAHCIIOPTHBIMH CPEJICTBAMH, MEXAHU3MAMMUA

BekxTuOHKC MOXXET OKa3bIBaTh BIMSHHE HA CIIOCOOHOCTD YHOpaBJIATh
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3peHHs] W/WIM CHIDKEHHS CIIOCOOHOCTH K KOHIEHTPAIlWH BHUMAHHSA H
OBICTPOTHI PEAKIWH, MAlHEeHTaM pPEeKOMEHIYeTCsl BO3/EPXKaThCsi OT
YIpaBJIeHHs. TPAHCIIOPTHBIMH CPEJICTBAMH HJIM PAabOTBI CO CIIOMKHBIM

o0opynoBaHHEM 10 Pa3pelICHUS YKa3aHHBIX HEXKETATeNbHBIX peaKuui

TPaHCIIOPTHBIMH CPEICTBAMH H Ha paboTy ¢ MexaHH3MaMH. B cirydae
Pa3BHUTHSI HEXXEJATEIBHBIX PEaKIUii CO CTOPOHBI OPraHOB 3PEHUS /UK
CHH)KCHHSI CIOCOOHOCTH K KOHI[EHTPAIWY BHUMAHHS U GBICTPOTHI

peaKnuy, manueHTaM pEKOMEHAYETCs BO3ACPKATHCA OT YIIPABICHUS

npernapara. TPaHCIIOPTHBIMH CPEACTBAMH HIIH PabOTHI CO CIIOXKHBIM 000pYy/JOBaHHEM
10 pa3perneHus yKa3aHHbBIX HeXellaTeIbHbIX Peakiiii mpenapara.
YCJIOBUS XPAHEHUS YCJIOBUSI XPAHEHUSI

XpauuTb npu remmneparype 2°C — 8°C.
He 3amopaxuBarts.
XpaHUTh B OPHTHHAIBHOM YITAKOBKE JUIS 3AIUTHI OT CBETA.

XpaHUTH B HEJIOCTYITHOM JUIsl JieTeii mecte!

Xpauuth npu Temneparype ot 2 °C o 8 °C.
He 3amopaxuBatsb.
XpaHUTH B OPUTHHAIBHOM YIIAKOBKE JUIS 3ALIUTHI OT CBETA.

XpaHHUTb B HEJJOCTYITHOM JUIs JieTeil Mecte!

MMPOU3BOJUTEJIb
Awmmxer EBpona b.B.
Musepsym 7061

4817 ZK bpena

Hunepnannsl

VYnaxoano: OO0 «Jlobponek», 115446, MockBa, KonomeHckuii mpoe3,

MMPOU3BOJUTEJIb

Ilpoussooumenv  comogou  nexapcmeennoi  gopmer  /  Dacosuyux
(nepeuunas ynaxkoexka)

AmpkeH Manbrodakdaypusr Jlnmures,

Poyn 31, Km 24.6, Jxankoc, Ilyspro-Puxo, 00777, CoenuHeHHble

ITaTel AMEpHKH.

EUV93v94 RU v Revised 01

41

029060-60/0%LL00-dDIL(



86LETL

©

Crapas perakuus

Hogasi peaakuus

13A.

Ynakoswux (6mopuunas (nompebumenvckas) ynakosxa) / Beinyckarowjuti
KOHMPpONb Kavecmea

Awmmxen Epona B.B.,

Munepsym 7061, NL-4817 ZK Bpena, Hunepnanasi wimn

Ammxen TexHonomku (Aipmuan) Aummmurten Komnann,

Iotrepu Poyx, Jlan JIsiipu, I'paderso y6mun, Upnanus uim

000 «Jlo6ponex», Poccus,

115446, r. MockBa, Konomenckuii npoesn, a. 13A.

MeHeKep OT/eNa PeryISTOPHBIX OTHOLICHHM
000 «Ammxen»

M3 PO

JKCHEPTHLIM OTHET ’
rmaﬁCTLWl'm.ntm IS TAHHOM
BEPCHM JIOKYMEHTA
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