NHCcTpyKuma K npenapaTty HekcaBap 200Mr Nell?2

Y3HaTb LEeHY >>>

CocTtaB u popMa BbiNnyckKa

TabneTku, NOKPbITbIE NAEHOYHON 060104KOM KPaCHOro UBeTa, Kpyr/ble, ABOSIKOBbIMNYKJble, C
OOHOW CTOPOHbI TabneTkn BbigaBAEH /IOrOTUMN KOMOaHUK, C Apyron - umudpa \"200\".

1 TabneTka cooepXuUT akTUBHOE BeLlecTBO: copadeHnba To3mnaT 274 Mr, 4TO COOTBETCTBYET
conepxaHuto copageHnba 200 mr.

BcriomorartesibHble BeleCcTBa: Uessiin03a MUKPOKpUcTandyeckas - 16 Mr, kpockapmesnsosa
HaTpua - 36.4 mr, runpomennosa 5 cP - 10.2 Mr, marHusa cteapart - 2.55 Mr, HaTpua
naypuncynbdat - 1.7 Mr.

CocTtaB 0bos104kmn: runpomennosa 15 cP - 6 mr, makporon 3350 - 2 Mr, TuTaHa anokcupg - 1.73 wmr,
»Kesesa OKCuAa KpacHbin - 0.27 mr.

dapmMaKkonormyeckoe neumcreme

MpoTusoonyxonesbin npenapaT. CopadeHnb ABnseTca MysibTUKUHA3HLIM UHINOUTOPOM.
YMeHbLlIaeT npoaudepanunio onyxosesbiX KNeTok in vitro.

MNMoka3aHo, 4To copadeHnd NnogaBasaeT MHOMOYMNC/IEHHbIE BHYTPUKIETOYHbIe KMHa3bl (C-CRAF,
BRAF n myTaHTHYt0 BRAF) 1 KnHa3bl, pacrnosioXXeHHble Ha nosepxHocTu kneTku (KIT, FLT-3, RET,
VEGFR-1, VEGFR-2, VEGFR-3 n PDGFR-B). MonaratoT, 4TO HEKOTOpble U3 3TUX KNHa3
3a4eNCTBOBaHbl B CUMHAJIbHbIX CUCTEMaxX OMyXoJieBOW KNEeTKU, B NpoLeccax aHrmoreHesa u
anonTo3a. CopadeHunb nogasnaseT poCT ONyX0sn NPU Ne4YeHOHYHO-KJIeTOYHOM paKe 1 NoYeyHo-
KJeTOYHOM pake, onddepeHUNpoBaHHOM pake LWWNTOBUAHON XKefe3bl y YesioBeKa.

dPapMaKOKMHETHUKa

BcacbiBaHue

MNMocne npuema npenapaTta BHYTPb CPeAHAS OTHOCMTEeNbHasa BMoaoCTYyNHOCTb cocTaBnseT 38-49%.
Cmax copageHunba B nasMe 4OCTUraeTCs NPUMEPHO Yepe3 3 4 Nocsie npuema BHyTpb. Mpwu
npueme BMecCTe C NMULLEN C YMEPEHHbIM Coaep >XaHMeM xunpa bnoaoCcTynHoCTb copadeHmnba
NpubAn3nTeNbHO COOTBETCTBYET BMOJOCTYNHOCTU NpW NpneMe HaTowak. lNMpu nprueme c Nuwen ¢
BbICOKMM COAep XaHneM xunpa bmoaoCTynHOCTb CHUXXaeTcs NnpnbansntenbHo Ha 29% B

CpaBHEHUN C NMPMEeMOM TMpernapaTa HaTollakK.

Mpwv Ha3Ha4YeHUW NpenapaTa BHYTPb B A03ax, npesbiwaowmnx 400 Mr 2 pasa/cyT, cpefHue Cmax "
AUC yBenn41BaloTCa He NPonopuUmoHasbHO.


https://krasnodar.lux-farma.com/nexavar

PacnipeneneHune

Mpuem NoBTOPHbLIX 003 copadeHnba B TeyeHne 7 AHEN NpMBOAUA K 2.5-7-KpaTHOMY yBENYEHUNIO
HaKomMJeHnsa No CpaBHEHWUIO C MPUEeMOM OLHOKPATHOW [03bl.

Css copaeHnba B NnasmMe KpoBM JOCTUNAOTCA B Te4eHmne 7 CyT, OTHOLIeHne Cmax K Cmin

COCTaBNsdeT MeHee 2.

dapMaKOKNHETNKY copadeHnba B paBHOBECHOM COCTOSHUM B Ao03e 400 Mr 2 pa3a/cyT npu
npueme BHYTPb N3yYanun y 60SIbHbIX PaKOM LLUNTOBUAHOW Xene3bl, Ne4eHOYHO-KJ1eTOYHbIM PAaKOM
N NOYEYHO-KJIETOYHbIM pakoM. Hanbonee BbICOKY 3KCMO3MNLMI0 OTMeYann y 60sIbHbIX pakoM
LWMTOBNOHOM Xenesbl, X0TA BapnabenbHOCTb 3KCNO3nummn bbina BbICOKOW 18 BCEX BUAOB
onyxonen. KnnHmndeckasa 3Ha4nmocTtb 6osnblien AUC y 60NbHbIX pakoM LWNTOBNOHON Xese3bl He
yCTaHOB/EHa.

Cs3biBaHMe ¢ 6enkamm nnasmol Kposu - 99.5%.
MeTaboan3m v BbiBeaeHue

MeTabonnism copadeHmnba ocyeCcTBASETCS, FNaBHbIM 06pa3oM, B Ne4eHn NyTeM OKUCIEHNS,
onocpenoBaHHOro nsogepmeHToM CYP3A4, a Takxe nNyTeM rioKYypPoOHUPOBaHNS,
onocpepnosaHHoro UGT1A9.

KoHbtoraTtbl copacheHnba moryT pacwennatbcs B XXKT 6narogaps akTUBHOCTU BakTepuasibHOM
rOKYPOHMAA3bl, 4TO No3BonseT peabcopbnpoBaTbCa HEKOHBIOTMPOBAHHOMY aKTUBHOMY
BewecTBy. OQHOBpEMEHHOe NpYMeHeHne HeoOMULMHa BO34eNCTBYET Ha 3TOT npouecc, yMeHbLuas
cpenHtoto brnogocTynHocTb copadpeHmnba ao 54%.

Mpn AOCTUXKEHNN PAaBHOBECHOI0 COCTOAHUSA Ha copadeHnd npuxogntca npubnmsntensHo 70-
85%. NpeHTndunumnposaHo 8 metabonmtos copadeHmnba, 5 s HUX oOHapy>xeHo B Nja3me.
OCHOBHOW UMPKYAMpYOLWMA B Naa3Me metabonmt copadeHmnba - nupmnanH N-okcmpg obnagaet in
Vitro akTUBHOCTbIO, CXOAHOW C aKTUBHOCTbIO copadeHnba, n coctansaeT npubnmsmtensHo 9-16%.

MNMocne npuema BHYTpPb copadeHmnba B fo3ze 100 Mr B TevyeHne 14 gHen BbiBOANTCA 96% OT
BBEOEHHON [03bl, 77% BbIBOANTCA Yepe3 KMweyHUK, 19% - ¢ Mo4or B popMe roKYPOHUA0B.
HensmeHeHHbIn copadeHund, B konmyectee 51% oT Ha3HaYeHHON O03bl, ONpenenseTcs B Kase.

T1/2 copadeHunba coctaBnaeT NpmbansnTenbHo 25-48 u.

PapMaKOKNHETUKAE B 0CObbIX KJANMHNYECKNX cJiydasx

AHanun3 gemorpauyeckmnx AaHHbIX CBUAETENbLCTBYET O TOM, YTO KOppeKLMn A03bl NpenapaTa B
3aBUCMMOCTW OT BO3pacTa WUJu rnosa He TpebyeTcs.

[aHHble Mo hapMakKoKMHETUKE NpenapaTa y AeTel OTCYTCTBYIOT.

dapMaKoOKNHETNKY copadeHnba nayyanm nocsie Ha3HavYeHUs npenapaTa B OAHOKPAaTHOM Ao3e
400 Mr y 601bHbIX C HOpMasibHOW PYHKLMEN NOoYeK N Y BONbHbBIX C MOYEYHOW HEAOCTAaTOYHOCThIO
nerkon (KK 50-80 mn/mun), cpeaHen (KK ot 30 0o < 50 ma/muH) n taxxenon (KK < 30 ma/MuH)
CTeneHu, He HYXAaloWnNXCca B Ananmnie. BamaHne HapylweHnsa QyHKLMK MOYeK Ha



hapMaKoKnHeTuKy copadeHmnba He obHapyxeHo. 119 nauneHToB C N04e4YHOW HeJ4OCTAaTOYHOCThIO
NIerkomn, cpeaHemn n Ta)Xesion CTENeHn, He HY>XAaloLWMXca B remogmnannse, HeobxoammMocTb B
CHUXXEHUN O003bl OTCYTCTBYET.

CopadeHunb BbiBOONTCS, rNaBHbIM 06pa3om, nevyeHblo. Y 60/1bHbIX NeYeHOYHO-KIEeTOYHbIM PakoM C
nerkon (knacc A no wkane Yannpg-feto) nnm cpenHeTsaKenon (knacc B no wkane HYanng-foto)
CTeneHblo MoYe4YHOM HeaO0CTaTOYHOCTH, hapMaKOKNHETUYECKMe NapamMeTpbl copadeHnba bbin
TakKuUM Xe, KakK Y B60JIbHbIX C HOPMaJibHOW PpyHKUMeN nedyeHn. PapMakoKMHeTUKa copadeHunba y
nauneHToB 6e3 Ne4YeHOYHO-KJETOYHOr0 paka C ierkon (knacc A no knaccugpumkaumm Yanna-reto)
nnn cpepgHeTsaxenon (knacc B no knaccndpmkaunm Yanna-feto) cteneHblo Ne4eHO4YHO N
He[oCTaTOYHOCTM Bblla CXOAHOW C (hapMaKOKUHETMKON copadeHmnba y 300poBbIX noaen. Y
©0JIbHBIX C TAXKE/I0N CTeneHblo Ne4YyeHo4YHor HepgocTaTovYHOCTU (Kiacc C no wkane Yanng-loto)
hapMaKokKnHeTnKa copadeHnba He nsy4yeHa.

Noka3aHua npenapaTta HekcaBap

® MeTacCTaTUYECKNN MOYEYHO-KNETOYHbIN pakK;

® NEeYEeHOYHO-KNEeTOYHbIN pakK;

®* MeCTHO-PacnpPOCTPaHEHHbIN NN MeTacTaTUYeCKUn gndhepeHLNpPoOBaHHbIN pak
LWMTOBNOHOWM Xene3bl, Pe3UCTEHTHbLIN K pagnoaKTUBHOMY noay.

Pe>xuMm po3upoBaHUA

PekomeHaoyeMas cyTo4Has no3a npenapaTta HekcaBap coctaBnseT 800 mr (4 Tab. no 200 mr).
CyTo4Hyl0 003y Ha3HavaloT B 2 npmeMa (2 Tab. 2 pasa/cyT), imbo B NpoMeXXyTKax Mexay
npueMamun nuwiun, nmbo BMecTe C NULLEN, coaepxallen HU3KOE UM YMEPEHHOE KOJIMYeCTBO
Xunpa. TabneTku nporaaTbiBalOT, 3anNMBas CTakaHOM BOAbI.

JleyeHne NponoJHKaT 00 TeX MNop, NoKa COXpaHAeTCs KInHn4Yeckasa 3pPeKTUBHOCTb NnpenaparTa
NN 00 NOSBJIEHNS €ro HEMPUEMIEMOIrO0 TOKCUYECKOro AenCcTBuUA.

Pa3BuTMeE BO3MOXXHbIX HeXeslaTeslbHbIX JIEKAPCTBEHHbIX peaKLl,VII7I MOXXET I'IOTpe6OBaTb
BpeMEHHOro npekKkpaweHns n/nnn yMeHbLUEeHNA A03bl NpenapaTa HeKcaBap.

CHu>XeHune ao3bl V4 00/IbHbIX MEeTaCTaTUYECKMM MOYEYHO-KNIETOYHbIM pPakKoM 1 ne4eHo4Ho-
KNeTo4YHbIM pakKoM

Mpn HeobxoamMMocCTK f03a NpenapaTa HekcaBap MoxXeT 6biTb CHUXXeHa 0 400 Mr 1 pas/cyT nan
00 400 Mr yepes AOeHb.

Tabaunua 1. PekomeHaaumm rio CHUXEHUIO 403kl ripernapata HekcaBap rnpuv pa3BUTNM KOXKHOM
TOKCUYHOCTU

PekoMeHZaumn rno KOppekLuum 403 npenapaTa

3Nn304bl KOXKHOWM TOKCUYHOCTN
HekcaBap
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cTeng

Hhobon no cyety

JleyeHune npenapaToM Hekcasap NpoAo/»KalT Ha hoHe
MeCTHOW CMMNTOMaTU4YeCcKon Tepanuu.

KOXHPU
TOKCUYHOCTU:
gHeMeHue,
g3egresns JledyeHne npenapaTtom HekcaBap NpoaosiXKatloT Ha PoHe
HB> 7 . .
Raw;#—glv@jmon MeCTHON CMMMTOMaTn4eckoun Tepanun. B cnyvae
OTCYTCTBUSA YNIYyULLEHNA B Te4eHne 7 OHEeN - CM. HNXKe.
B8REAURBESHHAA Y ym
9phTERGT
apuTgMa
NMprnocTaHOBUTL Tepanuio npenapaTtoMm HekcaBap 4o
Bféirocts Tex Nop, NoKa KOXXHas TOKCUYHOCTb He KynupyeTcs
ALYSHEWAS TCTBME YMEHbLUEHUS

AAGK]
Ronoll
flafon
¥8Mpqg

MEOETABHOCTU KOXKHOMN
| @MNTOMaTUKKN B TedeHne 7 fHeiR nnu
12X nnm 3-1m ann3on

BOXaaloLWinecs

B8ALKBaX

NN ee Bblpa>XeHHOCTb He CHM3UTCA 0 1-i cTeneHun
TOKCUYHOCTW.

Mpw BO306HOBIEHNN Tepanun CHU3NTb A03Yy
npenapaTta Hekcasap 0o 400 mr/cyT 1 pas/cyT nnm go
400 Mr yepes OeHb.

Rk nn
el

Eﬁﬂmmou

Hfickq

MdopTa,

Tepanuto npenapaToM HekcaBap crefyeT npekpaTuTb.

RBTFESLTBYOT
BPPYM BT
ABPRRIRHVo
dRIVEIEro

nauneHTa
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lMpnocTaHOBUTL Tepanuio npenapaTtom Hekcasap oo
cTengHb

. Tex Nnop, NokKa KoXXHasi TOKCMYHOCTb He KynunpyeTcs

KOXXHDU .

WU ee BblPa’XeHHOCTb He CHMU3NTCSA A0 1- CTeneHun
TOKCUYHQCTU: _

1-n nnun 2-n annsonbl TOKCUYHOCTMW.

Bna>kHas

Mpwv Bo306HOBNAEHNN TEPANUN CHU3UTL A03Y
JecKkgamaums,

npenapaTa Hekcaeap go 400 mr 1 pa3s/cyT unm go 400
N3bA3BEHNS,

Ml Yyepes AeHb.
BONObIPW,
BblpaXKEHHAA
6onb

o Tepanuio npenapatoM HekcaBap c/iefyeT NpPekKpaTuThb.

B 3-i1 snu3on, p p p p ay peKp
napowax
nnn

nop,o&E'g'%KeH”e L03bl Yy 60J1bHbIX AN depeHLMPOBaHHBIM PAaKOM LLUTOBMUAHON Xenesbl

HoraXI"Ipl/l HeobXxoaAMMOCTU CHUXXEHNS O03bl NpenapaTa HekcaBap oo 600 mr/cyT npenapaT Ha3HavaloT

Bb'paﬁ%gi%\'ﬁ:w (2 Tab. u 1 Tab. c HTepBanOM 12 4).
anckomaopT,

He [lpn HeobxoamMocCTn A03a nNpenapaTa HekcaBap MoXXeT 6bITb AOMONHUTENbHO CHMKeHa ao 400
no3somrfoutvid Tab. 2 pasa/cyT) unm o 200 mr 1 pas/cyT. lNocne yMeHbLUEHNS BbIPa>XeHHOCTN
nauvetergenaTesibHbIX peakuni, 3a NCKJIIDYEHNEM FreMaToIorn4yecknx, Ao3a npenapaTta Hekcasap
BbINOMOMBT ObITb YBENNYEHA.

cBOU
npo mgggwmngHﬁ%KomeHgyeMble Ho3bl npenapata Hekcaap 415 60/1bHbIX C AngdepeHUNPOBaHHbIM

0 UTOBUAHOW XKeJie3bl, KOTOPbIM ThebyeTcs CHUXeHue 403bl
06513 HEH A A p peby A

nnn

06CNY¥YBBIkan no3a npenapaTa

KpaTHOCTb npunemMa
ceb1 | Hekcasap P P

lMepBoe
CHUXXEBD@ MI
403bl

2 Tab. n 1 Ttab. c MHTepBasnom npmemMa 12 4 (Ha nepBbIn NpnemM
MOXKEeT npuxoanTtbca nobasa n3 aTnx gos)

Btopae
P 400 mr rno 1 tab. 2 pa3a/cyT
CHUXEHUE

J03bl

TpeThe
P 200 mMr no 1 tab. 1 pa3/cyT
CHUXXEHMNE

A03bl
Tabaunua 3. PekoMeHAaUnmy rno CHUXXKEHWIO A03bl fpenapaTta HekcaBap rnpuv pa3BuTnm KOXHOM
TOKCUYHOCTU

Ann3oabl KOXXHON TOKCUYHOCTU | PekoMeHaauunm no Koppekuumn ao3 npenapata HekcaBap*
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JleyeHune npenapaToM Hekcasap NpoAo/IKalT Ha hoHe

ctengdhobonm no cyety . B
. MEeCTHOW CMMNTOMaTUYEeCKON Tepanuu.
KOXHPU
TOKCUYHOCTU:
9HEMEHNE,
EA384Te315 Jled4eHne Npopo/mHKarT C UCMNOJSIb30BaAaHUEM CHUXXEHHON O03bI
H ’
RaREHS3VS npenapaTta Hekcasap 600 mr/cyT (400 mr n 200 Mr ¢
<M MHTEepBaaoM 12 4) n C NpMMEHEHNEM MECTHOW
PEREATE AR
opGYHRGT CUMMNTOMATMYECKON Tepanun. B cnyyvae oTCcyTCTBUSA
SpuTeMa yy4leHNs B Te4eHne 7 gHen CM. HUxXe.
YP¥4HocTs
ne
zigﬁ‘% arBMe VMe . MpuocTaHOBMTL TEpanuio NpenapaTom HekcaBap A0 Tex nop,
OpTe@rBMe YMEeHbLUEHUNS

Ronoll

L AHTEHCNBHOCTU KOXXHOM

NMOoKa KOXXHafd TOKCNYHOCTb He KynmnpyeTcd nnm ee
BblIPpa>XeHHOCTb He CHN3NTCA A0 1- cTeneHn TOKCUYHOCTH.

[AOHEMMOTOMATUKN B Te4eHune 7

’ . . Mpwn BO306HOBEHMN Tepanun CHU3NTb 403y NpenapaTa
ESHpqaIR A1 fetisPT30A HekcaBap (cM. Tabnuuy 2).
BBARKBaX
A nu
BRENAHRS e MpuocTaHOBMTL Tepanuio NnpenapaTom HekcaBap A0 Tex nop,
Hhickgmaopra, MoKa KOXXHasi TOKCMYHOCTb He KynupyeTca nnm ee
RBTEHen® fl(l)/l-'éo,u BbIPA>XEHHOCTb HE CHU3NTCA A0 1-1 CTeneHn TOKCUYHOCTMN.
HPB%W%T Mpv BO306HOBNEHMN TEpANUM CHU3UTb A03Y NpenapaTa
%E'K'/Eﬁf?:%% HekcaBap (cM. Tabnnuy 2).
RN Cro
nauveHTa

4-n 3nn3o0n Tepanuio npenapaToMm HekcaBap cnenyeTt NpekpaTuTb.
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MprocTaHOBUTL Tepanuio npernapaTtomMm HekcaBap 40 Tex nop,

cTendHb

N MOKa KOXKHasi TOKCUYHOCTb He KYMMpyeTcs unm ee
KOXHDU _ .

1-7 sanu3on BbIPAXXEHHOCTb HE CHU3UTCS A0 1-i CTeneHn TOKCMYHOCTMU.
TOKCHYHOCTY:

Mpu BO306HOBNEHUN TEPaNUK CHU3UTL 403y NpenapaTa
BiaXKHas
HekcaBap (nepBoe CHMXXeHMe 003bl CM. Tabaunuy 2).

neckgamaums,
N3bsABITEHNS,
BONARIPY, MpuocTaHOBMTL Tepanuio npenapaTom HekcaBap [0 Tex nop,
BbIpaKEHHas MOKa KOXKHas TOKCMYHOCTb He KyrnupyeTcs Unn ee
601k | 551 snmson BbIPAXXEHHOCTb HE CHU3UTCS A0 1-i CTerneHn TOKCMYHOCTMU.
B Mpu BO306HOBNEHUN TEpPaNUM CHU3UTL 403y NpenapaTa
Nafohisnx HekcaBap (MepBoe CHUXeHMe 403bl CM. TabaunLy 2).
uan
nogounsax
HOrax, Tepanuio npenapatoMm HekcaBap csiefyeT NOJIHOCTbIO
BblpaK&HHRMN30 4 npekpaTuTb.
anckamdaopT,
He

* ~ o
no3Bon§E)”Lﬂ'vf?eTequ”e 28 oHen Tepanuu npenapaTtoMm HekcaBap B CHUXKEHHOW [03€e KOXKHas
naundiPKFHHOCT He MpeBbICnT 1 cTeneHb, BO3MOXHO yBennyeHne f03bl NpenapaTa Hekcasap Ha
Bbino Mkt AO30BbIN YPOBEHb MO CPABHEHUIO C YMEHbLUEHHON A030.

CcBOM
OTpencHble rpynnbl NauneHToB

npogeccrnoHasibHble

06a3abe®WTACHOCTb M 3PHEKTUBHOCTL MPUMEHEHUA NpenapaTa HekcaBap y AeTel He yCTaHOBJIEHa.

nnn
OGCHMP&QIILLLMVI 003bl B 3aBNCNMOCTU OT BO3pacCTa (CTapLLIe 65 neT), mona nnm mMacchbl Tena He

cebs TpebyeTcs.

Y mauneHToB C HapyweHnem yHKLMM neveHn knaccos A n B no wkane Yanng-eto koppekunmn
[03bl NpenapaTa He TpebyeTca. JledeHne npenapaToM HekcaBap NauneHTOB C HapyLleHneM
dhyHKLMKM NnevyeHU knacca C no wkane Yannpg-fsto He nsy4eHo.

MauneHTaM C MOYEeYHON HEQOCTATOYHOCTbIO JIEFKOW, CPeEQHEN N TAXKENOoN cTeneHun (6e3
remoamnanmnia) He TpebyeTcs CHUXXeHUs [03bl NpenapaTa HekcaBap. NpuMeHeHne npenapaTa
HekcaBap y NauMeHTOB, HAXOAALLMNXCS Ha reMoanannie, He N3y4eHo.

Y NayMeHToB C PUCKOM BO3HUKHOBEHWUS HapyLUeHUs QYHKLUNN noYek Heobxoanmo
MOHUTOPMPOBATb BOAHO-3/IEKTPOINTHLIN BanaHC.

MobouHoOe pencreue



MNepeyncneHHble HUXKe HeXXxenaTeslbHble IBNIeHUS, OTMEYeHHble Npu NpMMeHeHnn HekcaBapa B
X04e KJIMHNYECKMUX NCCNeaoBaHUM NN Ha OCHOBE AaHHbIX MOCTMAPKETUHIOBOr0 NPUMEHEHNS,
pacnpeneneHbl Mo 4acToTe BO3HUKHOBEHMS B COOTBETCTBUM CO CeayloLlen rpagaumen: o4eHb
yacTo (=1/10), yacTo (oT =1/100 no <1/10), He4vacTo (0T =1/1000 mo <1/100), pepko (oT = 1/10
000 mo < 1/1 000).

Onsa HexxenaTenbHbIX 3(EKTOB, BbIIBJIEHHbIX B NpoL,ecce NOCTMapKeTUHIoBbIX HabntogeHnn n
015 KOTOPbIX He yAaeTCA HAaLeXHO OLEHUTb YacTOTY UM YCTAaHOBUTb MPUYNHHYIO CBA3b C
npvemom npenapaTa, ykasaHo \"4acTtoTa HensBecTHa\".

B Ka)k[0 YaCTOTHOW rpynne He)xenaTeslbHble ABNIEHNS NpeACcTaB/ieHbl B NOPSAAKE YMEHbLUEHUSA
NX 3HAYMMOCTN.

CO CTOPOHbI CUCTEMbI KPOBETBOPEHMS: O4EHb HYacTO - INMPONEHUs; YacTo - NeKoneHus,
HEeNTPOoneHns, aHeMunsa, TPOMOOLIMTONEHNS.

Co CTOPOHbI CEPAEYHO-COCYANCTON CUCTEMbI; O4EHb HYaCTO - KPOBOTEYEHMSA (BKJKOYASA
KpoBoTe4dyeHns u3 XXKT*, abiIxaTeNbHbIX NyTen* n KPOBOU3SIUSAHNE B FOJIOBHOW MO3r*), noBbilleHue
All; HacTo - XpoHMYeckKasa cepaeyvyHasa HeJoCTaTOYHOCTh*, nwemMnsa Mmokapaa n/mnan NHapKT
MMokKapga*, NpuamBbl; HEYaCTo - FTMNEPTOHNYECKNIN KPpN3*; peako - yanmHeHne nHtepsana QT*.

CO CTOPOHbI AbiXaTe/IbHOW CUCTEMbI: HacCTO - puHopes, ANCHOHUSA; HEYACTO - PUHOpES, ABEHMS,
CXOAHble C UHTePCTULMNANbHbIMU 3ab0NeBaHMSAMN Nerknx* (BkaoYas NMHEBMOHUT, Jly4eBOM
MHEBMOHUT, OCTPbIA PEeCnnUpPaToOpPHbIA ANCTPECC-CUHAPOM, MHTEPCTULNAIbHAs MHEBMOHUS,
NYyNbMOHUT, BOCNaneHne nerkunx).

CO CTOPOHbI KOXKU U KOXHBbIX MPUAATKOB: 04EHb YaCcTO - CYXOCTb KOXMW, KOXKHASNA CbiMb, asioneuuns,
NlaOHHO-NOAOLWBEHHAS 3PUTPOAN3ECTE3NS, IPUTEMA, KOXKHbIN 3yA; 4acTo -
KepaToaKaHTOMa/MOCKOKJIETOYHbIN pPak KOXXWU, 3KCHOMAaTUBHbBIN epMaTUT, akHe, enyLleHne
KOXW, runepkepaTos, QOoIINKYJINT; HEYacTo - 9K3eMa, MHOro(hopMHasa 3puTemMa; 4YacToTa
Hen3BeCcTHa - BO3BPATHbIN Jly4eBOM AepMaTUT, cmHapom CTuBeHca-[)KOHCOHa,
NEeNKOUMTOKIACTUYECKNIA BAaCKYNNUT, TOKCUYECKUA 3NnaepMasibHbIA HEKPOM3*,

Co CTOPOHbI NMULLEBAPUTESILHOW CUCTEMbI: O4eHb 4YacCTo - Auapes, TOWHOTa, pBOTa, 3anop,
aHOpeKCKus; 4acTo - CTOMaTUT, CYXOCTb CJZIM3UCTON POTOBOW MNOJIOCTU, M10CCOANHNSA, UCNencus,
ancdarms, ractpoasodareasbHbll pedloKC; HEYacTOo - racTpuT, NaHKpeaTuT, NnpoboaeHue
MKKT*, noBblleHne KoOHUEeHTpaunm bunmpybumnHa (Bkao4aa )enTyxy), Xo0NeuncTuT, XONaHrnT;
penko - NeKapCTBEHHbIN renaTtuT*.

Co CTOPOHbI HEPBHOW CUCTEMBbI: HacCTo - Nnepudepmyeckas CEHCopHas HeBponaTus, AUCreB3uns;
He4vyacTo - CMHAPOM 3aaHen obpaTUMON 3HLEedanonaTnmn*,

lMcuxunyeckmne HapyLIEeHWs: YacTo - Aenpeccus.
Co CTOPOHbI OpraHa c/iyxa: 4acTo - 3BOH B yLUaX.

Co CTOPOHbI KOCTHO-MbILLIEYHON CUCTEMBbI: 04eHb 4acCTo - apTpaJzirng, 4acto - Mmajarma, Mmbille4Hble
Cna3Mbl; HaCTOTa HEU3BECTHa - pa6,u,0M|/|on|/|3, HEKPO3 HentCTun.

Co CTOPOHHbI MOYEBbLIAESINTENbHOWN CUCTEMbI: HaCcTO - NOYeYHas HeAOCTAaTOYHOCTb, NMPOTENHYPUA;



penko - HehpoTNYHECKNI CUHLPOM.

Co CTOPOHbI penpPoayKTUBHOU (PYHKLMM: HaCTo - SpEKTUIIbHAA OANCHYHKLUS; HEYACTO -
rMHEKOMacTuS.

CO CTOPOHbI 3HAOKPUHHOM CUCTEMBI: HaCcTO - FTUNOTUPEO3; HEYACTO - FMMNepTUPeOs.

CO CTOPOHbI UMMYHHOWV CUCTEMbI: HEHACTO - aHaMNaKTUYeCKNEe peakLnmn, peakLum NoBbILLEHHON
4YyBCTBUTENbHOCTU (BKJIOYASA KOXKHbIE peakumn U KpannBHMLY); YacToTa HEM3BECTHA -
AHIMMOHEBPOTUYECKUIA OTEK.

JlabopaTopHble rnokasaTesin: 04eHb 4acTo - runogochateMuns, yBesmyeHne akTUBHOCTI NnMa3bl U
aMunnasbl; HacTo - TPAH3UTOPHOE NOBbLILLIEHNE aKTUBHOCTU TpaHcamunHas (ANT, ACT),
rmnokKasabumemMmns, runoKkaameMns, rmnoHaTpmMeMmns; HevacTo - gerngpaTtaumsa, rmnoHaTpuemMms,
TPaH3UTOPHOE NOBbILLEHNE aKTUBHOCTU LLID, OTK/IOHEHNE OT HOPMAaJIbHOIO YPOBHS 3HAYEHUN
MHO n npoTpombuHa.

lMpoy4me: o4eHb 4acTo - NOBbILLIEHHAA YTOMASAEMOCTb, 601€BOV CUHAPOM Pa3JIMYHON NOKaan3aLmm
(B T.4. 60s1b B poTOBOW NonocTtun, 6osb B XXNBOTe, 60216 B 06/1aCTN ONyX0onn, ronoBHas 60b),
CHMXXEHNe Macchbl Tena, MHEeKLUMN, NoBbILLEHEe TeMMepaTypbl TeNa; YacTo - aCTeHuUs,
rpunnonoobHbIn CMHAPOM, BOCNasleHne CAam3ncTbix ob6onoyek.

* - HebnaronpuaTHbIE peakuMn MOryT MMeTb YrpoyKaloLme XN3HWM NOCNeCTBUS NN NTeTallbHbIN
ncxod. Takune aBneHns nponcxoamam nmbo HevacTo, MBO pexxe YemM HevacTo.

B KNMHMYECKNX nccnenoBaHmsax y NaUnMeHToB ¢ A depeHUMpoBaHHbIM PaKOM LLINTOBUOHOWN
»Kesiesbl 3aMeTHO Yalle Habaannch 1aJoHHO-NMOAOLWBEHHAS 3pPUTPOAN3ECcTe3Ns, Anapes,
asioneuuns, CHUXKeHne Macchbl Tena, NoBbilLIEHWe TeMrnepaTypbl Tena, rmrnokanbLumnemMuns,
KepaToaKaHTOMa/MOCKOKJIETOYHbIN PaK KOXKW, YEM Y NALMEHTOB C NMNOYEYHO-KJIETOYHbLIM PAKOM U
NeYEeHOYHO-KNETOYHbIM PAKOM.

npOTMBOHOKaBaHMﬂ K TPUME@HEeHMIO

® 6epeMEHHOCTb;

® nepuopn nakTauum (rpyaHoro BCKapManBaHus);

® neTckum Bo3pacT (3¢hPeKTNBHOCTb 1 6€30MacHOCTb NPUMEHEHNSA HE YCTAHOB/EHDI);

® MoBbILLIEHHAs YYBCTBUTENbHOCTb K copadeHnby nnm Kk niobomMmy ApyromMmy KOMMoHeHTY
npenapaTa.

C O0CTOPOXXHOCTbIO CNnefyeT Ha3HayvaTb NpenapaT Npu KOXKHbIX 3a60eBaHnAX, NPy apTeprasibHOW
rMNEepPTEH3UN, NP MOBLILLEHHOW KPOBOTOYNUBOCTU UM KPOBOTEYEHMAX B aHaMHe3e, Npu
HecTabubHOM CTEHOKapPAUN, MepeHeCceHHOM UH(apPKTe M1UOKapaa, 0AHOBPEMEHHO C
NPUHOTEKAHOM U A0LIETAaKCEesIOM.

NMpuMeHeHne Npu 6epeMeHHOCTU U KOPMJIEHMU TPYAblo

NccnepnoBaHus No npuMeHeHUto copadeHnba y 6epeMeHHbIX XEHLLWH He MPOoBOAUJINCS.

CnepyeT n3beraTb HacTynieHns 6epeMeHHOCTM B Nepunos ieveHus copaceHmnbom. Bo Bpems n



Kak MUHUMYM B Te4yeHue 2 Hefenb nocse Tepanun copadpeHnbom HeobxoaAnMMO NCMOb30BaTb
HaZleXXHble MeToAbl KOHTpaLenuuu.

MKEHLLNHbI PenpoayKTUBHOI0O BO3pacTa A0/KHbI 6bITb MPOMHKMOPMUPOBAHbLI O MOTEHLMAJIbHOM
oracHocTu copadeHnba ans naona, KoTopas BKJAOYAET TepaTOreHHOCTb, Npobaembl ¢
BbI>DKMBAHMEM MJioAa U SMOPNOTOKCUYHOCTb.

HenseecTHoO, BblaenseTcs nm copadeHnd ¢ rpyaHbIM MOJIOKOM. [MOCKONIbKY MHOrme
JleKapCTBEHHbIe CpeaCTBa BbIAENATCA C FPyAHbIM MOJIOKOM U BANAHNE copadeHmnba Ha aeTen
paHHero Bo3pacTa He M3Y4YEeHO, XXEHLMHaM ciefyeT 0TKa3aTbCA OT rpyAHOr0 BCKapM/IMBaHUSA B
nepuopg nevyeHns copacdeHnbom.

B skcrnepmmeHTanbHbIX NCCIe40BaHNAX HA XXUBOTHbIX MOKa3aHa penpoayKTUBHAA TOKCMYHOCTb
copageHmnba, BKOYatoLas cnocobHOCTb AaHHOIO BeleCcTBa Bbl3blBaTb MOPOKU pa3BuTus. B
3KCNepuMMeHTaxX Ha KpbiCax MokKa3aHo, 4To copadeHnd n ero MeTabosnTbl MPOHUKAIOT Yepes
niaueHTapHbIN 6apbep. MpeanonaraeTcs, YTo copageHnd nogaBnseT aHrmoreHes y naoga. Y
)XUBOTHbIX OTMEYaeTCs BblAesieHne ¢ MoJIoKoM copadeHmnba n/mnmn ero metabonmTos.

NMpuMeHeHMe NpU HapyLeHUAX (PYHKLUMN NeYeHHU

Y 60bHbIX C HapyLweHnem QyHKLNM neveHn Knaccos A n B no knaccugpmkaymm Yanna-
Mblo KOppekuMn 0o3bl NpenapaTta He TpebyeTcs.

Ncnonb3oBaHume copadeHnba y 60bHbIX C renaTUTOM 1 HapyLlleHneM pyHKLMN neveHn knacca C
no Knaccnpukaumm Yamnpg-fsto He N3y4asnochk.

NMpuMeHeHMe Npu HapyweHnax YHKLUM novyek

Mpu nerknx nanm ymepeHHblx HapyleHusax pyHkumn novek (KK >30M/MUH) Koppekuns A03bl
copadeHunba He TpebyeTcs.

[daHHbIX N0 NpuMeHeHuto copadeHnba y 60NbHbIX C MOYEYHOW HEAOCTATOYHOCThLIO TSXKESION
cteneHn (KK<30 MA/MUH) 1y BOJIbHLIX, HAXOOAWMNXCA HA reMognanmie Het.

NMpuMmeHeHue y neTen

MpoTuBONOKasaHMe: AeTCKNU Bo3pacT (3PpeKTUBHOCTbL N 6€30NaCcHOCTb NPUMEHEHUS He
YCTaHOBJIEHbI).

an/IMEHEHVIe Y NOXKMUJbIX MalUueHTOoB

Koppekuun [03bl B 3aBUCMMOCTM OT BO3pacTa NaumeHTa (CTaplue 65 neT), nona niam Maccol Tena
He TpebyeTcs.

Ocobble yka3aHus

JleyeHne npenapaToM HekcaBap crenyeT NpPoBOAUTL NMoA HabnogeHMeM cneunanucTa,



MMELOLLLErO OMNbIT NPUMEHEHNS NPOTUBOOMYXOJEBbLIX MpenapaToB.

Bo Bpems Tepanun npenapaTtom HekcaBap He06X04MMO NepUOANYECKN KOHTPOAMPOBaTb
rnokasaTenu nepndepnveckon Kpoemn (BKOYas NeENKOLNTapHYo popmMyny n TpoMbounThl).

Hanbonee yacTbiMun HeXenaTeNbHbIMU peakumaMu npu npmeme npenapatom Hekcasap 6biaun
KOXXHble peakunmn B 061aCcTn KOHeYHOCTEN (NadOHHO-NOAOLWBEHHAA 3puTpoan3ecTe3ns) n Coilb. B
OO/IbLUMHCTBE C/ly4YaeB OHU ObiNM 1-1 N 2-1 CTENEHN TSHXKECTU N NPOABAAINCL, FNaBHbIM 0bpa3omM,
B Te4yeHune nepsbiX 6 Hepenb fnevyeHns npenapatom HekcaBap. NS ne4eHUa KOXXKHbIX TOKCUYECKNX
peaKkLuMin MOXKHO NMPUMEHATb MeCTHbIe MpenapaThl C CAMITOMaTUYEeCKUM gencTeunem. Mpun
HeobXx0AMMOCTN BPEMEHHO MpeKpallatloT JiedeHrne n/mnm n3MeHsT 403kl NpenapaTa HekcaBap
NN, B TAXKENbIX NN MOBTOPAKLWMNXCA C/IYyHaaAX KOXXHbIX peakuuinm, Tepanmio npenapaTtom
HekcaBap OTMeHSI0T.

Y nauMeHTOB, NONyYaBLUMX JiedeHne npenapaTtoMm HekcaBap, 6b1s10 3aperncTpmpoBaHo
NOBbILLEHNE YAaCTOTbl apTepuasbHON rMnepTeH3nn. ApTepmnanbHasa rmnepTeH3ns 06bIYHO HOCUIa
Nerknin N yMepeHHbIN XxapakTep, Habnganack B Havasle IevyeHns 1 nognaBasnach JIEHYEHUIO
CTaHOAPTHbLIMU @aHTUTMNEePTEH3MBHbLIMU NMpenapaTamMu. Bo BpeMs neyeHuns npenapatom HekcaBap
cnenyeT perynsapHo KOHTpoanpoBaTb ALl 1 Npy HEO6XOANMOCTM KOPPEKTUPOBATL ero
NOBbILLEHNE aHTUTUNEPTEH3NBHON Tepanuen. B ciyyasx pasBuUTUs TSXKET0N UM CTONKOWN
apTepuasibHON rMnepTeH3un U Npu NOABAEHUN TMNEePTOHNYECKMX KPU30B, HECMOTPS Ha
npoBefeHne afekBaTHOM aHTUrMNepTEeH3MBHOW Tepanuun, ciegyeT pacCMOTPeTb BOMPOC O
npeKkpaLweHnn nevyeHns npenapatom Hekcaeap.

HekcaBap MoOXXeT NpuMBECTU K YBEJIMYEHUNIO PUCKa KPOBOTEYEeHUN. Ta)Kenble KpoBOTEYeHUS
BO3HWKaOT peako. Mpun noasneHnm ntoboro kposoTeveHns, Tpebyowero MeanumMHCKOro
BMeLllaTesibCTBa, PEKOMEHAYEeTCHA PacCMOTPETL BOMPOC O NMPeKpalLeHnn eveHmns npenapaTtom
HekcaBap.

Y4ynTbiBasi NOTEHUMAbHbIA PUCK KPOBOTEYEHUS, Y NAaLMEHTOB C AN depeHLNPOBaHHbIM PAaKOM
LLINTOBUAHOW XeNe3bl Nepel Ha3Ha4YeHneM npenapaTta HekcaBap cienyeT NPoBeCcTU MECTHoe
NleyeHne onyxoneBbix MHPUALTPATOB Tpaxen, BPOHXOB 1 NuLLEeBOAA.

Mpwv coBMeCTHOM Ha3Ha4vYeHUn BapdapnHa v npenapaTta HekcaBap y HEKOTOPbIX MaLMEHTOB
OTMeYasInCb peaKkme annm3oabl KpPOBOTOUYMBOCTU Unm noBbilleHne MHO. MNMpu coBMeCcTHOM
Ha3Ha4vyeHUn BapdapuHa 1 npenapaTta Hekcasap HeobxoonMo perynsapHoe onpepeneHue
npoTpoMbmnHosoro spemeHun, MHO, KNMHNYECKNUX MPU3HAKOB KPOBOTOYMBOCTN.

B cnyyae npoBeaeHna XMpypruyecknx BMellaTesIbCTB PEKOMEHAYETCS BpeMEHHOe NMpeKpallieHne
Tepanuun npenapaTtom HekcaBap C No3numin NpegoCcToOPOXXHOCTU. KnuHnyeckne HabnoaeHms,
Kacatowmecs BO306HOB/IEHMS NpueMa npenapaTa HekcaBap nocsie XMpypruyeckmx
BMeLLaTesIbCTB, 04EHb HEMHOIMO4YUC/IEHHbI. [T03TOMY peLLeHne 0 BO30OHOBIEHUN Tepanun
npenapaToM HekcaBap nocie Xupypru4yecknx BMellaTesibCTB A0/IXKHO OCHOBbLIBATbLCS Ha
KJIMHNYECKOW OLleHKe afeKBAaTHOCTU 3a>XKMBJIEHUS PaHbl.

Mpn BO3SHUKHOBEHUWN MLLEMUN U/ NHDAPKTa MUOKapaa cnefyeT BPEMEHHO NN MOCTOSIHHO
npeKkpaTUTb Tepanuto npenapaTomMm Hekcasap.

YcTaHOBJ/IEHO, 4YTO NpuUMeHeHne npenapata Hekcasap NpuMBOAUT K YOJIMHEHUIO MHTepBasa QT/QTC



, 4TO MO>KET MOBLICUTb PUCK PAa3BUTUS XKENYA0YKOBbIX apnTMuin. CnegyeT NpUMeHATb npenapaT
HekcaBap C OCTOPOXXHOCTbIO Yy C/eayWwmnx nauneHToB C TEKYLWNM YOJMHEHNEM NHTEepBana QTc
NN C PUCKOM Pa3BUTUA TaKOro COCTOSAHUSA: C BPOXKAEHHbIM CUHAPOMOM YAJIMHEHHOIO NHTEpBana
QT; nonyyaoWwmx Tepanuio aHTPaUNKINHAMN B BbICOKON obLlen ao3e; NpMHUMatoLWmnx
onpeneneHHble aHTUapuTMn4eckmne cpeacTea Uam gpyrme nekapcTBeHHbIe npenapaThl, BegyLme
K yONVMHeHnto nHTepBana QT; a TakXe Yy NaUNEHTOB C 3/IEKTPOJIMTHLIMUN HapPYyLLEHNAMU, BKIOYas
rMMNoKaJneEMUMIO, FMNoKaabLUMEMUIO WU TUnoMarHmemuto. MNpu npumMeHeHnn npenapaTta HekcaBap
y TakuX NauneHToB cfieayeT NpoBOANTb NepUoaANYeCcKUin KOHTpoab IKI n n3MepaTb
KOHLUEHTpaLMIO SNeKTPOSINTOB (MarHnn, Kaaun, KanbLumnn).

MpoboneHne XKT BCTpeyaeTCss HEYACTO M ONUCaHO MeHee YeM Yy 1% 60/bHbIX, NoyYaBLUNX
HekcaBap. B HEKOTOpbIX Cay4Yasx 3Tu cobblTna He Bblnn CBSAI3aHbl C ONyxX0aaMun B BpLoLLHON
nosoctu. B cnyvyae npoboneHns XXKT nevyeHune npenapaToM HekcaBap ciegyeT OTMEHUTb.

HeT HMKaKnX OaHHLIX O Jle4eHnn npenapaTomMm HekcaBap NauMeHTOB C TAXKENbIM HapyLIEeHNEM
dyHKUMKM neveHun (knacc C no knaccudumkaumm Yanna-MNeto). NMockonbky copaceHnd BbIBOAUNTCS
rnaBHbIM 0O6pPa3oM NeYeHbto, Y NAUMEHTOB C TAXKENbIM HapyLleHNEM PYHKLNN MeYEHN BO3MOXKHO
yCcuneHne aencTena npenapaTa.

Mpu NpMMeHeHUN npenapaTta HekcaBap y NauMeHToB C AU depeHLNPOBAHHLIM PAKOM
LLMTOBUAHOWN »Kefne3bl PEKOMEHAYETCSH KOHTPOJIMPOBATbh KOHLEHTPALIMIO KasbLins B KPoBU. B
KNVHUYECKNX NCCeloBaHMSAX Y NAUMEHTOB C AMddepeHUMPOoBaHHbIM PAKOM LLINTOBUOHOWN
»xenesbl, 0C0BeHHO MMelLWMX FrMnonapaTMpeos B aHaMHe3e, oTMevanucs 6osiee YacTble U
TSXKesble NPOSBAEHMS FTMNOKaNbLUNEMUN, YEM Y MALMNEHTOB C NOYEYHO-KJIE€TOYHBIM U Ne4YeHOYHO-
KJIETOYHbIM PAKOM.

Y 4acTun 60nbHLIX AgnddhepeHUNPOBaHHLIM PAaKOM LWNTOBUOHON xese3bl, Mosy4YaBLUNX NevyeHne
npenapaTtoM HekcaBap B KJIMHUYECKNX UCCNenoBaHNAaX, KoHUeHTpauusa TTT npesbicunia 0.5
MEL/n. Mpn npnMmeHeHnn npenapata HekcaBap y TakKMx NauneHTOB cliefyeT KOHTPOJIMpoBaTh
KOHUeHTpauwuto TTT.

C OCTOPOXHOCTbIO Ha3HavyalT HekcaBap BMecCTe C npenapaTtaMu, KOTopble
MeTabonM3npyrTCs/BbIBOAATCS NMPENMYLLLECTBEHHO C y4yacTnem UGT1ALl (Hanpumep, UPUHOTEKAH).



B ABYX paHAOMU3NPOBaHHbIX NaLebo-KOHTPOMPYEMbIX NCCNeA0BaHUAX NPU CPAaBHEHUN
6e30nacHOCTM U 3P HEKTUBHOCTMN NPUMEHEHNSA B KAaYeCTBE NepBON NNHUN OBYXKOMMOHEHTHOWN
XUMUoTepanumnm Ha OCHOBE NpenapaToB NAaTUHbI (KapbonnaTuH/NaknMTakcen n oToesbHO
remMunTabunH/umcnnaTtmH) B KoMbuHaumm ¢ copagpeHnbom nnm 6e3 Hero y nauneHToB C No3gHen
CTaAnen HeMeNIKOKNEeTOYHOro paka nerkmux (HMPJ1) He yaanocb Nony4YnTb AaHHbIE MO YAYYLLEHUIO
obuien Bb>KMBaeMocCcTun. [laHHble No 6€30nacHOCTM B LLIeSIOM COOTBETCTBOBAJIN paHee ONMCaHHbIM
pe3synbTaTaMm. OgHako B 060mx nccnengoBaHuax B rpynne NnaymMeHToB C MJOCKOKIETOYHbIM PakoM
JNIerkoro, NoJsly4aBLUMX OBYXKOMIMOHEHTHYIO XMMUOTEpPanuio Ha OCHOBE NpenapaToB NJaTUHbI B
kKoMbuHauum ¢ copageHnbom, bbina oTMeveHa 6osee BbICOKAst CMEPTHOCTb MO CPaBHEHMIO C
rpynnown NnauMeHTOoB, MOJYyYaBLUNX TOMIbKO ABYXKOMIMOHEHTHYI0 XMMNOTEPannio Ha OCHOBE
npenapaToB NMaaTuHbl (NaknMTakcen/kapbonnaTuH: oTHoweHne puckos 1.81, 95%,
noBepuTenbHbin MHTepBan 1.19-2.74; remumntabuH/uncnnaTnH: oTHoweHne puckos 1.22, 95%,
nosepuTenbHbln MHTepBan 0.82-1.80). Onpegengwowen NPUYNHbI 3TOr0 ABJIEHNSA BbISIBIEHO HE
Obino.

Nepepno3npoBKa

B Ccnydae nepenosnpoBkm BOSMOXKHO YCUIIEHNE HEXKEJIaTEJIbHbIX ABJIEHNN, 0COBEHHO Onapen n
KO>XXHbIX peaKLu/u7|.

JleqyeHue: NpoBOAAT CUMNTOMATUYECKYIO Tepanuio. AHTUAOT K copadeHndy He n3BecTeH.

JlekapcTBeHHOe B3auMogeucTBume

NHaykTopbl CYP3A4: npenapaTbl, MHAyUupytowme akTusHocTb CYP3A4 (Hanpumep, pudamMnmumnH,
dheHnTonH, KapbamasenuH, peHobapbuTan, oekcameTa3oH U NpenapaThbl, COAEPKaLLME IKCTPAKT
TpaBbl 3Bepobos), MOryT yBennymeaTb MeTabonnsm copadeHmnba n, Takum obpasom, CHMUXKXATb €ro
KOHLUEHTpauuto B opraHusme. MNMpoaomKnTesibHbin 04HOBPEMEHHbIN NpueM copageHnba
COBMECTHO C pudamMnumunHOM NpuBoann K ymeHblleHnto AUC copaderHunba B cpegHeM Ha 37%.

NHrnbutopsl CYP3A4: KNnMHN4eckoe hapMakKOKUHETUYECKOe B3anMoaencTeme copageHmnbda c
nHrnbmnTopamum untoxpoma CYP3A4 ManoBeposATHO.

CybcTpaTtbl CYP3A4: ogHOBpPEMEHHbIN npmneM copageHnba n BappapuHa He NpmuBes K USMEHEHMIO
CpefHNX 3HaYeHnn npoTpoMmbrnHoeoro spemern n MHO no cpasHeHuto ¢ nnauebo. OgHako
pekomeHayeTcs perynspHoe onpegeneHne MHO BceM 60/1bHbIM, MOJyYaloOWMM COMEeTaHHYIO
Tepanuto BapdapnHoM n copageHnbom.

CybcTpaThl crieUynpuieckmx n3ophepMeHTOB U3 rpyrnbsl UNToxpoMa P450: oqHOBpeMEHHOoe
Ha3HavyeHVe Mnaa3oniama, oekcTpoMmeTopdaHa U oMmenpasona, asnswmnxca cybcrtpatamu
n3ogepmeHTos CYP3A4, CYP2D6 n CYP2C19 cooTBeTCTBEHHO, N 4-X HeeNbHOro Kypca
copaeHnba He NPMBOANIIO K MU3MEHEHWNIO YPOBHSA 3KCNO3ULMN NepedncsieHHbIX npenapaTos. 3TuU
HabnooeHNa cBUOETENbLCTBYO O TOM, 4TO copadheHnd He nHrMbupyeT 1 He nHAyuupyeT
n3oepmMeHThl U3 rpynnbl uuToxpoma P450. B pesynbTaTte 04HOBPEMEHHOIO NPUMEHEHNS
copadeHnba n NnaknMTakcesna MMeNo MecTo yBeSIM4YeHMe, a He CHUXXeHne skcno3mumm 6-OH-
nakanTakcena, akTUBHOro metabonmTa NnaknnTakcena, KoTopbin obpasyetca ¢ nomouwbio CYP2C8.
3TN faHHblIE CBUOETENbCTBYIOT O TOM, 4TO copadeHmnb in vivo MOXKET He ABAATLCA MHIMbTopom



CYP2CS8.

OpHoBpeMeHHOoe rnpuMmeHeHue copadeHnda n ynknodocdammaa NpnBoANI0 K HE3HAYUTENIbHOMY
CHV>KEHUIO 3KCNo3numnm umknogochammaa, 0gHaKo Npu 3ToM He Habnaanocb CHUXEHUS
cucTemMHom akcnosnumnm 4-OH-umknodochammaa, ABNAIOLWErocs akTUBHbIM MeTabomtom
umknococthammnaa, Kotopbin obpasyeTcs B OCHOBHOM € nomollbto CYP2B6. 9T faHHble
CBNOETENbCTBYIOT O TOM, 4TO copadeHmnb in vivo MOXeT He aBnaTbCca nHrnbntopom CYP2B6.

KombuHauusi ¢ aApyruMu rnpoTuBOONyXoaeBbIMU riperapatTamm: copadeHnd He okasbiBaeT
KJIMHWYECKN 3HAYMMOr0 BANAHNSA Ha papMakKOKNHETUKY reMunTabuHa, uncnnaTtuHa,
OKCaJsimnaaTuHa 1 uuknodgochpammaa.

lMaknntakcen/kapbonaaTvuH: 0QHOBPEMEHHOE NMPMMEHeHne nakanTakcena (no 225 MF/MZ) 7]
kapbonnatuHa (AUC=6) coBMecTHO C copadeHunbom (= 400 mr 2 pasa/cyT), C 3-AHEBHBLIMU
WHTepBaslaMu B Npueme copadeHnba 0o 1 nocne HadHaAYeHUs NMakanTakcena u kapbonnatuHa, He
OKa3blBaJI0 HUKAKOro CyLEeCTBEHHOr0 BNAHNS Ha (DapMakKOKMHETUKY NakanTakcena.

OpHoBpeMeHHoe NpuMeHeHne nakanTakcena (no 225 Mr/M2 1 pa3 B 3 Hegenn) n kapbonnaTuHa
(AUC=6) c copadeHunbom (no 400 mr 2 pasa/cyT 6e3 nepepbiBa B NnpumMeHeHUn copacdeHnba)
NPUBOOUIIO K YBEIMYEHUIO 3KCno3numn copadermnba Ha 35%, naknntakcena - Ha 29% n 6-OH
MPOn3BOAHOIO NMakanTakcena - Ha 50%. ®apMmakokmnHeTKa KapbonnaTuHa ocTaBanach
HEeNn3MeHHOMN.

DTV AaHHbIE MOKA3bIBAlOT, YTO HET HEOOXOAMMOCTN KOPPEKTUPOBATL AO3MPOBKY Mpwn
NPMMeHeHNN NaknnTakcena n kapbonnatnHa BMecTe ¢ copatheHnboM C 3-AHEBHbIMM
NHTepBanamu B Npmeme copadgeHunba. OctaeTcs HEM3BECTHbLIM KJIMHNYECKOe 3HaYeHne
HebOoNbLIOro yBeIMYEHUA 3KCNOo3Mumm copadeHnba 1 naknmMTakcesna npu ooHOBPEMEHHOM
npMMeHeHUn ¢ copadeHndbom 6e3 nepepbiBa B €ro NPMMeHEeHUN.

KaneuntabuH: onHOBPEMEHHOE NpUMeHeHne KaneumtabuHa (no 750-1050 Mr/M2 clnol4 gHn
yepes Kaxabih 21 aeHb) n copadeHndba (no 200 nnm 400 mr 2 pasa/cyT 6e€3 nepepbIBOB B NMPUEME)
He NPMBOANIO K CYLLLECTBEHHbLIM N3MEHEHNAM B 3KCNo3unumm copadeHnba. OgHako sKCnosnyms
KaneunTabuHa yBenn4meanocb Ha 15-50%, a akcno3numa 5-cpTopypaunna (metabonut
KaneunTtabuHa) Bo3pacTana Ha 0-52%. OcTaeTcs HEN3BECTHLIM KJIMHUYECKOE 3HAYEHME 3TOr0
HebONbLLIOro NN YMEPEHHOI0 YBEIMYEHNS B IKCMO3MLMK KaneunTabuHa n 5-pTopypaunna npu
OQHOBpPEMEHHOM NpuemMe copadeHunba.

LokcopybuLmH/mMpMHOTEKaH: OAHOBPEMEHHOEe Ha3HavYeHne copadpeHmnba n gokcopybuumHa
npuBoaunT K yBenndeHmnto AUC gokcopybuuymHa Ha 21%. Npn 0AHOBPEMEHHOM Ha3Ha4YeHUNN
copaeHnba n puHOTEKaHa, akTUBHbIN MeTabonnt KoToporo SN-38 B fanbHenwem
MeTabonmianpyertcsa ¢ yyactmem UGT1AL, oTMeyanocb yBennyeHne AUCSN-38 Ha 67-120% wm
yBenudeHne AUC npmHotTekaHa Ha 26-42%. OCTaeTca HeM3BeCTHbIM KJIMHNYeCKOoe 3HavyeHune
JaHHbIX HabooeHun.

JoueTakcen: ogHOBpeMeHHOEe NpuMeHeHne goueTakcena (no 75 wam 100 Mr/M2 O4HOKpaTHO
yepes Kaxabi 21 geHb) n npenapaTa Hekcasap (200 mr nam 400 Mr 2 pa3a/cyT co 2-ro no 19-n
0eHb B TeyeHune 21-AHEeBHOro uUnkna) ¢ 3-x QHeBHbIMU NHTEepBasiaMn 40 U NoCsie Ha3HavYeHns
joueTakcena conposoxpaeTtcsd ysenndyeHuem AUC u Cmax JoueTakcesia CoOOTBETCTBEHHO Ha 36-
80% n 16-32%. MNpun ogHOBpeMEHHOM Ha3HavYeHun copageHnba n goueTakcena cneayeTt



cobntofaTb OCTOPOXKHOCTb.

HeomuumH: opHOBpEeMeHHoe NpMeHeHne HeoMULMHa, HeCUCTEMHOro aHTubakTepuanbHOro
npenapaTa, NPUMeHAEeMOoro 415 3pagnKaumnm Xenyago4HO-KULWLEeYHOM hiopbl, BO3AENCTBYET Ha
JHTeporenaTU4eckKyto LMpKynaunto copadeHnda, NnpmBoaAsa K CHUXXEHUIO SKCMO3NLLUN
copageHunba. Y 300poBbIX 40OPOBOMLLEB, MOJYYaBLUNX B T€YEHME 5 AHEN HEOMULMH, CpeaHAs
6rnoaoCTYyNHOCTL copadeHmnba cHMXanacb A0 54%. KnnHn4yeckas 3Ha4MMOCTb 3TUX OAHHbIX HE
n3BecTHa. BansHue apyrux aHTMbnUOTUKOB HE N3y4anocCb, HO ByaeT, No BCe BEPOATHOCTH,
3aBNCEeTb OT CNOCOOHOCTN CHMXXAaTb aKTUBHOCTb MIIOKYPOHUAA3bI.

YcnoBus XpaHeHuUnA

MpenapaT cnefyeT XpaHUTb B HEAOCTYMNHOM AJ1S AeTel MecTe npu TeMnepaType He Bbiwe 25°C.

CpoOK rogpHOCTH

3 roaa.

YcnoBusa peanusauum

MpenapaT oTNyCcKaeTcs Nno peuenTy.



