MWHWUCTEPCTBO 30PABOOXPAHEHNA POCCUCKOW ®EAEPALIAN
WHCTPYKUKA
MO MEAVLIMHCKOMY NPUMEHEHWMIO NEKAPCTBEHHOTIO MPEMAPATA

BOPTE30MMWB KAHOH

PerucTpauuoHHbIi Homep: [1M-006120

ToproBoe HaumeHoBaHue npenapata: bopte3omub KaHoH

MexayHapoaHoe HenaTeHTOBaHHOe HauMeHoBaHue: 6opTesomnd

JlekapcTBeHHas hopma: nnodunuaat Ans NPUroTOBREHIUS PacTBOPA ANSt BHYTPUBEHHOMO U
NOAKOXHOTO BBEAEHNS

CoctaB

[loanposka 2,5 mr

1 dhnakoH nnodmnnsata CoaepxmT:

delicmayrowjee sewecmeo: 6optezomnd B hopMe TpeXMepPHOro BOPOKCIHA, B nepecyeTe Ha
6opTe3oMnb MoHoMep 6OPOHOBON KCTOTbI 2,5 Mr;

8CNOMO2amerbHOE 8eWEeCme0; MaHHUTON 25,0 Mr.

[oanposka 3,0 mr

1 dhnakoH nuodpmnnsaTa CopepKmT:

deticmsyrowee sewecmso: bopte3ommnb B hopme TpexmepHoro 6opokciHa, B nepecyeTe Ha
BopTe3omnb MoHomep 60poHOBOW KCTOTbI 3,0 Mr;

8cnomozameribHoe gewyecmeo: MaHuTon 30,0 Mr.

[oanposka 3,5 mMr

1 dhnakoH nnodmnnsata CopepxKmT:

delicmayrowiee seuecmso: 6opteaomnd B hopMe TpEXMEPHOrO BOPOKCIHA, B NepecyeTe Ha
BopTe3oMnb MoHoMep GOPOHOBOW KUCTOTbI 3,5 Mr;

8cnomozamesibHoe 8ewecmeo: MahHuTon 35,0 Mr.

Onucanue

Jluoghunuszam: nopucTasi WM packpoLLeHHasi nopucTast Macca 6enoro unn noutu 6enoro
Lgera.

BoccmaroeneHHbIl pacmeop: npo3payHas GecLiBeTHas KUAKoCTb.
(dapmakoTepaneBTMYeckas rpynna: npoTMBOONYXONEBOE CPEACTBO.

Kop ATX: LO1XX32

®dapmakonoruyeckme cBoicTBa

(PapmakoduHamuka

BopTe3omn6 - aTo 0BpaTUMbIA MHTMEUTOP XMMOTPUNCUH-NOJOOHON aKTMBHOCTW 26S-
npoTeacombl KMeTok MnekonuTatolx. JTa npoTeacoma npeAcTaBnseT coboit KpynHbii
GerkoBbIii KOMNIEKC, KOTOpPbIA pacluennsieT Genki, KOHbIrMpOBaHHbIE C YOUKBUTUHOM.
Y6UKBUTUH-NPOTEACOMHbIA NYTb UrPaeT KMIYEBYIO PONb B PErynsLMM BHYTPUKMIETOYHON
KOHLIEHTpaLM HekoTopbIX 6enkoB u, Takum 06pa3oM, MOAAEPKUBAET BHYTPUKNETOYHINA
romeocta3. ogaBreHne akTMBHOCTM MPOTEAcoMbl MPefOTBPALYAET 3TOT CENeKTUBHBINA
NpOTEONK3, YTO MOXET BMNATL Ha MHOTME Kackadbl peakLuil nepeaayin curHana B kneTke.
HapyLueHne mexaHuama noaaepxaHns roMeoctasa MoXeT NpUBOANTL K rubenn kneTku. In
vivo 6opTe3omn® BbI3bIBaN 3ameaneHne pocta Ofyxonu BO MHOTUX 3KCTEpUMEHTaNbHbIX
MOfensX, BKIo4as MHOXECTBEHHYIO MUENoMmy.

B akcnepumeHTax in vitro, ex vivo M Ha XMBOTHbIX Mogensx 6opte3omub ycunusan
nddepeHLMpOBKY U akTMBHOCTb 0CTE06MACcTOB U MHIMBMPOBAN (YHKLMIO OCTEOKNACTOB.
OTn acbdhekTbl HabMIAANMCh Y NALIMEHTOB C MHOXECTBEHHOI MUEMOMON C MHOXECTBEHHBIMM
oyaramm 0CTeonu3a, nonyJatoLLx Tepanmto 6opteaommbom.

PapmaKkoKuHemuka

Tpy BHYTPUBEHHOM CTPYIHOM BBeaeHMM GopTesomuba B Aosax 1,0 mr/m* n 1,3 mrim®
B0nbHbIM C MHOXECTBEHHON MUENOMOit MakcuManbHbIe KOHLEHTpaLmi Npenapara B nnasme
COCTaBMSIOT COOTBETCTBEHHO 57 1 112 Hr/mn. Mpu nocnedytowiem BBeAeHUM npenaparta
MaKCUManbHble KOHLEHTpaLWUM B Na3Me KpoBM HaxoasTcs B npeaenax 67-106 Hr/imn ans
no3bl 1,0 Mr/M* 1 89-120 Hr/mn ans fossl 1,3 mr/m’. CpeaHuit nepuos nonyBbIBeaeHNs
npenapara npu MHOrokpaTHoM BBeAeHum coctasnsiet 40-193 yaca.

lMpenapat 6GbicTpee BbLIBOAWTCA MOCNE NEPBOW [03bl MO CPABHEHMIO C MOCNEAYOLMMM
nosamu. TMocne nepsoro BeefeHns B go3ax 1,0 Mr/M’ 1 1,3 Mr/M* cpeHuit o6LuwiA KIpeHe
cocTaensieT cootBeTcTBEHHO 102 1 112 n/y, a nocne nocnepylowMx BBEAEHUA - COOTBE-
TCTBEHHO 15-32 nfy.

Mpv BBEAEHWN B [03€ 1,3 MI/M’ NOAKOXHO MW BHYTPUBEHHO BOMbHBIM C MHOKECTBEHHOM
Muenomoi obluee cUCTEMHOe BO3AECTBME NOCTe MOBTOPHOTO BBEAEHWS B TOW e 403
(AUC,,,) Obino aksmBaneHTHO Ans oboux nyteit BBeAeHUs (155 Hr*u/Mnm npu NOAKOXHOM
BBEAEHUN 1 151 Hr*y/Mn npu BHYTPMBEHHOM BBefieHWM). C, ., nocne NOLKOXHOrO BBELEHNS
(20,4 Hr/mn) Bbina Huxe, Yem mocne BHYTPUBEHHOrO BBeAeHus (223 Hr/mn). CpeaHee
reomeTpuyeckoe cootHolwenne AUC,, coctasuno 0,99, a 90 %-Hble AoBepuTembHbIE
nHTepBanb! - 80,18-122,80 %. T, coctasnsino 30 M1H Npu NOAKOXHOM BBEAEHWM 1 2 MUH NPK
BHYTPWUBEHHOM BBELEHUN.

PacnpedeneHue

Tocre 0AHOKPATHOrO MMM MHOrOKpATHOO BBEAEHMS B A03ax 1,0 Mr/M* 1 1,3 Mr/M’ cpeaHmii
obbem pacnpegenenus 6opTesommnba y NaUMEHTOB C MHOXECTBEHHOW MWenoMoN
coctaenseT 1659-3294 n (489-1884 n/m’). 310 No3BONAET NPEANONOXMTS, YTO BOPTE3OMME
MHTEHCMBHO pacnpedenseTcs B nepudepuyecknx TkaHax. Mpu KOHLEHTpaLusx
BopTtezomnba 100-1000 Hr/mn cBsi3biBaHWe npenapata ¢ Genkamu nnasmbl KpoBM
cocTaBnsieT B cpeaHeM 83 %. Ppakums bopTesomuba, cBs3aHHOMO ¢ benkamu nnasmbl, He
3aBYCHT OT KOHLIEHTpaLK.

Mema6onusm

B ycnosusix in vifro metabonuam Goptesommba NpeuMyLECTBEHHO OCYLeCTBNSeTCs
n3oepmeHTamu uutoxpoma P450 - CYP3A4, CYP2C19m CYP1A2.

Yyactue nsochepmentos CYP2D6 1 CYP2C9 B meTabonmname GopTe3ommba He3HaYNTENBHO.
OcHoBHbIM MyTem MeTabonn3ma SBnseTCs oTLenneHne aToMos 6opa ¢ 06pasoBaHinem ByX
MeTabonuToB, KOTOpble B AJanbHENLIEM rMOpOKCUIMPYIOTCS C 0Bpa3oBaHNEM HECKOMbKMX
npyrvx metabonutos. Metabonutel 6opTesomnba He MHIMBMpYLOT NpoTeacomy 26S.
BoigedeHue

[MyTn BbIBEfEHNS BopTe3oMnba y YenoBeka He U3yyanuch.

Ocobble 2pynnb nayueHmos

Bospacm, non upaca

dapmakokuHeTuka 6opTesomnba u3yyanach y AeTeil B Bospacte 0T 2 [0 16 net ¢ ocTpon
nmdoBnacTHolt nelikemueit Unu OCTPOI MUENOWAHON NeiikeMuent Mpu BHYTPUBEHHOM
BGontocHoM BBeaeHMA B ao3e 1,3 mMr/m’ 2 pasa B Heaenio. Mo AaHHbIM MOMYNALMOHHOMO
aHanu3a hapmakokMHeTUKW, BbiBefeHne BopTe3ommnba yckopsnock no Mepe yBennyeHus
nroLiaau NoBepXHOCTY Tena nauueHTa. CpeaHee 3HaueHne (koadduumeHT Bapuaumm, %)
knupeHca GopTeaommba coctasuno 7,79 (25 %) nfu/M’, paBHOBECHbI 0BbeM pacnpesene-
Hua cocTasun 834 (39 %) n/m’, a nepuoa nonysbiseaeHys - 100 (44 %) u. Mocne koppexLym
acbdhekTa nroLLaau NOBEpPXHOCTU Tena Apyrie Aemorpaduyeckue nepemeHHble (Takue kak
BO3paCT, Macca Tena W non) He okaablBani KIMHUYECKM 3HAYMMOrO BANSHUSA Ha KIMPEHC
6opTesomuba. KnupeHc Gopresomuba y AeTelt, HOPMANWU3OBaHHbIA NO Mnowanu
NOBEPXHOCTY Tena, Bbln COMOCTaBIM C TakoBbIM Y B3pOCTIbIX.

BnusHue nona v packl Ha hapmakokuHeTuky 6opTesommnba He 13y4anoc.
[NayueHmb ¢ HapyweHueM yHKUUU NeYeHU

VccnepoBanus apmakokuHeTukn 6optesomuba y oHkonoruyeckux GonbHbIX C
HapYLIEHNAMN (YHKLAM NEeYeHn NpoBOAMNMCh Ha 60 nauveHTax C pasnnyHoON CTeneHbio
TSKECTW HapYLLEHUA OyHKLAKM Neyern (cM. Tabnuuy 5) ¢ npumeHeHnem o3 6opTesommba
0,5-1,3 mr/m’. Tlerkne HapyleHns DYHKUMN NeYeHn He BIMAIOT Ha (apMaKoKMHETUKY
BopTesommnba. Y naLmMeHToB C HapyLLEHNSMI (DYHKLIM NEYEHN CPEAHEN W TSXKEMNON CTeNeH
Habniopaetcst 60 % ysenuyenne AUC (nnowiadb NoA KPUBOWM «KOHLIEHTPaLUsS-BpEMS»)
BopTesommnba No CpaBHEHMIO C MaUMeHTaMu C HOpMarbHOWM (byHKUMel nevenn. Ans
NaLWeHTOB C HapyLLEHNAMI PYHKLMM NEYEHN CPeaHeN W TAKENON CTeNeH pekoMeHayeTcs
YMeHbLUEHIe HavanbHol A03bl GopTeaomuba. TpebyeTcs BHUMaTenbHoe HabntoaeH1e Takux
naLyeHToB.

[NayueHmb c HapyweHuem yHKUUU nodex

(bapmakokuHeTvKa GopTesommba B Ao3ax 0,7-1,3 Mr/M’ BHYTPUBEHHO 2 pasa B Heaenio y
BorbHbIX C NETKMMU, CPEAHAMU UK TSHKENbIM HapYLUEHUSIMU (YHKLMM MOYeK, BKIlovast
NaLMeHToB, HaXOAALLMXCA Ha Ananuae, conoctaBiMa C hapMakokUHETUKOI npenapata y
60mbHbIX C HOpManbHOI (hyHKLMEN NOYeEK.

Moka3aHuns K npuMeHeHuIo

BopTesomn6 npeaHasHayeH ans neveHns:

-MHOXECTBEHHO! M1eNOoMbl;

-MaHTUAHOKNETOYHON NMMMEOMBI.

MpoTnBonokasanus

-NOBbILLEHHAS YyBCTBUTENBHOCTL k GopTeommnby, 6opy 1 MaHHUTONY;

-BepeMeHHOCTb 1 NePUOL; KOPMIIEHUS TPYAbIO;

-[1eTCKMiA BO3PACT (OTCYTCTBIE OMbITa NPUMEHEHNS);

-0CTpble AN dy3HbIE UHPUNLTPATUBHbIE 3a60NEBAHUS NETKNX;

-nopaxeHue nepukapaa;

-04HOBPEMEHHOE MPUMEHEHNe C CUMbHbIMW MHAYKTOpamu n3opepmeHta CYP3A
(pudbamnmumH, kapbamasenuH, heHUTonH, heHobapbuTan, 38epoboil NPOALIPABNEHHbII).

C 0CTOPOXHOCTBIO

-HapYLLEHNS PYHKLWM NEYEHN TAKENON 1 CpeaHeil CTENeHN;

-TSKenble HapyLLEeHNs YHKLM noYek;

-CY[,0POTY UMW AMUNENCUS B aHaMHe3e;

-06MOpOoKY;

-AnabeTnyeckas HeiiponaTus B aHaMHe3e;

-0AHOBPEMEHHbI MPUEM MMNOTEH3NBHBIX PENapaTos;

-06€3B0X1BaHVeE Ha (hOHE Anapev U peoTbI;

-3anop;

-PUCK Pa3BUTMS XPOHUYECKON CEPAEYHON HEAOCTATOMHOCTH;

-0[HOBPEMEHHbII NpueMm MHrMbuTOopoB mnu cybetpatoB msodepmenta CYP3A4,
O[IHOBPEMEHHbIA npuem cybeTpaTos u3odepmeHta CYP2C9, nepopanbHbIX r1MNOrMKeMi-
YeCckux npenaparos.

Cnoco6 npumeHeHms 1 Ao3bl

Mpenapat BopTe3omnb KaHoH BBOAUTCS BHYTPUBEHHO CTPYIHO B TeYeHUe 3-5 cekyHa unu
NOAKOXHO.

IMpenapat BopTeaomnb KaHOH Moka3aH TOMbKO N5 BHYTPUBEHHOTO 1 NOAKOXHOTO BBEAEHNS.
[Mpy MHTpaTekanbHoM BBeAEHUN Bbinv 3aduKeMpoBaHbl Cry4an cMepTH.

IMpy BHYTPMBEHHOM BBEAEHUM KOHLEHTPALMS pacTBopa A0MKHA cocTaBnsTb 1 mr/mn. Mpu
NOAKOXHOM BBEAEHIM KOHLIEHTpaLst pacTBopa A0MKHa COCTaBAATb 2,5 Mr/mn.
KoHLeHTpaLus pacTBopa JOmKHa paccynTbIBaTbCSA O4EHb TLYATENBHO B CBA3M C pasnnimem
KOHLIEHTpaLMi pacTopa [Nt BHYTPUBEHHOTO BBEAEHUS M pacTBOpa AN MOAKOXHOrO
BBEEHMS.

MoHomepanus
Peuudusupyrowas MHoXecmseHHas mueioMa U peuudusupyrouias MaHmuiHOKIemoYHas
numghoma

PekomeHayemas ao3a 6optesomnba cocrasnset 1,3 Mr/M’ nnoLaan NoBepxHoCTY Tena sa
pa3a B Hepento B Teuenue 2 Hepenb (aHu 1, 4, 8 u 11) ¢ nocnepytowym 10-AHEBHBIM
nepepbiBoM (aHM 12-21). Mexay BBeAeHMeM nocnenoBaTenbHbIX A03 MpenapaTa
BopTte3omnb KaHoH JOMmKHO NpoiTH He MeHee 72 4.

CTeneHb KNMHYECKOro OTBETA PEKOMEH/YeTCs OLieHNBaTb NOCre NpoBeAeHus 3 1 5 Lyuknos
neyeHus.

B cnyyae BOCTVXEHWs! MOMHOTO KMMHUYECKOTO OTBETA PEKOMEHOYETCs MpoBedeHue 2-X
[OMOMHUTENBHBIX LMKIOB NEYEHNS.

Mpu anutensHocTn neyenns Gonee 8 uuknoB GOpPTE30MMO MOXHO NMPUMEHSTb NO
CTaHAapTHOW CXeMe UMM MO CXxeMe MOAJEpKWBalOWEN Tepanuu peLuavBupyloLen
MHOXECTBEHHO!N MUEnoMbl - eXeHefenbHo B TeuyeHue 4 Hepenb (awm 1, 8, 15, 22) ¢
nocnegytoLwmmM 13-gHeBHbIM NeproAoM oTApIXa (aHu 23-35). MaumeHTam, y KOTOpbIX Tepanus
BopTe3omnbom He Aana KMMHUYECKOro OTBeTa (MpOrpeccupoBaHMe Wnu ctabunusauns
3abonesaHus nocne 2 nn 4 LKNOB, COOTBETCTBEHHO), MOXET ObITb HA3HaYeHa KOMOMHaLNS
BbICOKMX [03 AekcameTasoHa ¢ 6optesomnbom. B atom cnyyae 40 mr gekcameTasoHa
HasHauaeTcs NepopanbHo C kaxaoi 1o3oi 6opTesomnba: 20 Mr B AeHbL BBEAEHMS Npenapata
BopTesomn6 KaHod 1 20 mr B criepytolumit AeHb nocne BBEAEHUs npenapata. Takim
0bpa3som, npuem fexkcametasoHa npouseoaaTB 1,2, 4,5, 8,9, 111 12 geHb, cymmapHo 160 mr
3a3Hegenu.

Koppekuus 003b1u 80306H0BIEHUE Mepanuu

[Npy pa3BUTHM reMaToNorM4ECKo TOKCUYHOCTM 4-11 CTeneHn unn noboro Herematonoruyec-
KOro TOKcu4yeckoro addekta 3-d CTEMEHU, 33 WCKMIYEHWEM HelponaTu, NneyeHue
BopTesomnbom criefyeT NpUoCTaHoBUTb. ocne MCHE3HOBEHWUS CUMNTOMOB TOKCUYHOCTU
neveHne 60pTe30MUBOM MOXHO BO30BHOBUTB B [103€, CHIKEHHON Ha 25 % (oay 1,3 Mr/m’
cHkaroT 710 1,0 Mr/m’; 203y 1,0 Mr/m’ chukaioT 10 0,7 Mr/w’).

Tabnuya 1. PexomeHdyemoe usmeHeHue 003bI npu pasgumMuU ebi3saHHol 6opme3oMuGom
Hetponamuyeckol 60nu u/umu nepughepuyeckoll CeHCopHOU unmu 0suzamenbHOU

Heliponamuu.
TsxecTb nepudef " HeliponaTum u

A03bl M HaCTOThbl

1-9 cTeneHb (napecTeausi, cnabocTb W/unm yracaxne
pechnekcos) Ge3 6onu M yTpathbl yHKLMM

[lo3a 1 pexuM BBEiEHNS He TPEBYIOT KOpPeKLK.

CHIaNTb 03y A0 1,0 MI/M’ MM M3MEHUTb PeXMM
BBeeHs Ha 1,3 Mr/M’ 1 pa3 B Heaenio.

1-51 cTeneHb ¢ 6onbio UNK 2-51 CTENEHb (HapylueHne
(PYHKLMK, HO HE NOBCEHEBHOM aKTUBHOCTH)

2-51 cTeneHb ¢ bonbio nn 3-7 cTeneHb
(HapylLeHMe MOBCeAHEBHOI aKTUBHOCTH)

TprocTaHoBUTL NpUMeHeHKe GopTe3omnba Ao
CYE3HOBEHHS CUMNTOMOB ToKcHuHoCTH. Mocre
3TOro BO30GHOBUTH NEYEHIE, CHU3NB [03Y Npenapata
£0 0,7 MI/M* 1 yMEHbLUMB 4acTOTy BBEAEHMS

[0 OJHOTO pa3a B Heaento.

4-5 cTeneHb (CeHCOpHas HeliponaTys, NpuBOAsLLAs
K MIHBaNWAHOCTM WM [iBUraTenbHas HeiponaTis,
YIPOXaIoLLAS XNU3HI UM NPUBOARLLAS K Napaniyy)

[MpekpaTuTh NpUMeHeHne Goptesommnba.

[Mpu nosiBNEHUM CBSI3aHHON C NpUMeHeHeM GopTe3oMnbom HeliponaTiieckoii 6onm umnu
nepucdepuyeckoil CEHCOpHON HerponaTui [o3y MpenapaTa U3MEHSIT B COOTBETCTBUN C
Tabnuueit 1.

OTmeyanucb Ccry4au BO3HUKHOBEHWS BEreTaTUBHON HelpomaTui TSHKENoi CTeneHu,
NpuBOASLME K MPEKPaLLeHNo Ui MPUOCTaHOBMEHWIO Tepanuu. Y GombHbIX C TsHkemnon
Heliponatueil B aHamHe3e 6GOpPTE30MMO MOXHO MPUMEHSTb TONMbKO NOCNE TLLATENbHOM
OLIEHK COOTHOLLIEHWS pUCK/MOMb3a.

Kom6uHuposaHHasi mepanusi

MHoxecmeeHHasi MuesioMa y nauueHmos, paHee He nosyqasWwux fe4eHue, U Komopbie He
sAensomcs kaHdudamamu Ha nposedeHue mpaHcnIaHMauUU CMeosI08bIX KIEMmok
PekomeHOyemas 003a 8 KOMOUHaUUU C MenghanaHom U NPedHU30HOM

Mpenapat BopTe3oMnb KaHoH BBOAST BHYTPUBEHHO CTPYHO B TeueHue 3-5 cekyHa unu
NOAKOXHO B koMBWMHaUMKW C MendanaHoM W NpesHU3OHOM, MPUHUMAEMbIMU BHYTPb.
MpoBoasAT AeBATb 6-HefemnbHbIX LMKNOB, Kak nokasaHo B Tabmuue 2. B uuknax 1-4
BopTe3omub npumeHsitoT 2 pa3a B Hepento (aHu 1,4, 8, 11,22, 25,291 32), a B umknax 5-9 - 1
pa3BHezenio (AH1 1,8,22129).

Tabnuya 2. PexkomeHOyemas cxema 0o3uposaHus 6opmesomuba, npuMeHsemMoz0 &
KoMbuHayuu ¢ menchanaHoM u nPedHU3OHOM y NayueHmos ¢ paHee HeneyeHol
MHOXecmeeHHoU Muesiomoli

BopTte3omub 2 pasa B Hegento (uuknb 1-4)
Hepens 1 2 3 4 5 6
Boptesomu6 (1,3 Mr/M’) | geHb - - feHb [ieHb eHb | Nepuof | AeHb ieHb| AeHb fieHb | nepuop
1 4 8 N oTabixa | 22 25 29 32 | otabixa
MendanaH (9 Mr/m’) + | aeHb AeHb AeHb AeHb | - - nepuoa - - - - | nepvwoa
Mpeann3oH (60 mr/m’) 1 2 3 4 oTablxa oTAblxa
Bopr 1pa3B (umknbl 5-9)
Hepens 1 2 3 4 5 6
Bopresomu6 1,3 mr/m’ [eHb ZeHb nepuoa [eHb [ieHb nepuos
1 8 oTabixa 22 29 oTabixa
MendanaH (9 Mr/m’) + | aeHb AeHb AeHb AeHb - nepuoa - - nepuon
MpeaHnsoH (B0mrMY) | 1 2 3 4 oTAbIXa oTAbIXa

Koppekuusi 003b1 npu koMbUHUPOBaHHOU mepanuu ¢ MesighanaHoM U NPedHU30HOM

IMepes Ha4anoM HOBOTO LKA NeYeHMs:

-CopnepxaHue TpoMOOLIMTOB JOIMKHO BbiTb = 70000/MKrT;

-A6conioTHoe uncno Heiirpoconnos (AYH) = 1000/mkm;

-Herematonoruyeckasi TOKCMYHOCTb JOMKHA CHU3UTLCS A0 1 CTEMeHU Uim [0 UCXOAHOTO

YPOBHS.

Tabnuya 3. Koppexyusi 003b1npu nocredyroujux Yuknax nedeHust
ToKCHYHOCTb Kopy WNK 0TCpPOYKa A03bI
Fematonornyeckas TOKCUYHOCTb B Xope

npeablayLero uMkna:

- AnuTenbHasi HEMTPONeHUst Unn TpomboLuTONeHNs 4
CTeMeHu, Mo TPOMBOLIMTONEHMS C KPOBOTEYEHNEM

B cnepytowiem uukne aosy mendanaxa
cneayet yMeHblWITb Ha 25 %

- CopepxaHue TpomboLmTo < 30000/mkn unm
AYH < 750/mKn B AeHb BBeAEeHs GopTesomuba
(kpome aHs 1)

OtnoxuTb BBeaeHe Goptesommnba

- Heckonbko oTcpoyek BBeaeHus GopTesomuba
B OJHOM Liukre (23 pa3 npy BBeAeHWN 2 pasa
B HeJenio Unu 22 pas npu BBeAeHM 1 pa3 B Hedenio)

[lo3y bopTe3omuba cHikatoT Ha 1 cTyneHb
(¢ 1,3 mr/M’ go 1,0 mr/w’; ¢ 1,0 mr/m’ go 0,7 mr/w)

Herematonoruyeckas TokcuuHocTb 23 cTeneHn  |[MpvMeHeHne GopTesomiba OTKNaAbIBAIOT A0 CHIDKEHMS
He reMaTonoru4eckoi TOKCUYHOCT 30 1 CTeneHm unn o
1cxoaHoro ypoBHs. Mocne aTtoro nevexune Gopreaomu-
6oM MOXHO BO30GHOBUTL B [103€, CHIKEHHOM Ha 1
cTynemb (¢ 1,3 MM’ ao 1,0 mrfv ¢ 1,0 mriv’ 4o 0,7 mr/v).
[py pasBuTUN HeliponaTiyeckoil 6onm unnm nepudepy-
Yecko HeiponaTui, CBS3aHHOW C MpUMeEHeHnem
GopTe3omiba, BBEEHME 04epeaHOi A03bI OTKITAAIBAIOT|
M/MnY KOpPEKTUPYIOT A03Y, Kak onucaHo B Tabnmue 1.

[lononnuTenbHas nHgopmaLms o MendanaHe v npefH30He NPUBOANTCS B MHCTPYKLMSAX MO
MeNLMHCKOMY MPUMEHEHMIO 3TX NpenapaTos.

MHoxecmeeHHasi Mueioma y nayueHmos, paHee He nosy4aswux J1eqeHue, U Komopble
Asnisomes kaHoudamamu Ha nposedeHue mpaHcnIaHMauuU Cmeos1osbIX KITemok
PekomeHOyemas 003a

Pexomerpyemas HavanbHas Ao3a 6opTesomnba npy NpUMeHeHUM B KOMEUHALWM C APYrUMU
NeKapCTBEHHLIMY NIpenaparamin CoCTaBnseT 1,3 Mr/M’ oL@y NOBEPXHOCTY Tena Aga pasa
BHe[enio B TeyeHme 2 Hegenb (aHu 1,4, 8 1 11) ¢ nocneaytoLmm nepepbIBOM NPOAOIKATENb-
HocTbto 10-18 AHen, YTo cocTaBnsieT 1 uykn nevenms. Heobxoaumo nposecTy oT 3 A0 6 Takmx
Lmknos. Mexay BBeAeHMeM nocnefoBaTenbHbIX 403 npenapata boptesomnb KahoH fomkHO
NpONTI He MeHee 72 4.

Koppekumio [03bl Y NaLMeHTOB, KOTOPbIM MOKA3aHO NpOBeAeHWe TpaHcmnaHTaLuu
CTBOMOBBIX KNETOK, HEOBXOANMO MPOBOAUTL COTNACHO PEKOMEHAALMAM, OMUCaHHbIM B
Tabnuue 1.

YkasaHusi N0 A03MPOBaHMIO NEKapCTBEHHbIX MPenapaTos, NPUMEHsIEMbIX B KOMBMHALMK C
BopTesomMnbom, npuBeAeHbl B COOTBETCTBYIOWNX WHCTPYKLUSX MO MeAULUHCKOMY
NPUMEHEHMIO.

Peuudusupytowiast MHOXecmeeHHas Muesioma

PexomeHOyemas d03a npu npUMEHeHUU 8 KOMBUHaUUU C Ne2usiupo8aHHbIM IUNOCOMaITbHbIM
dokcopybuyuHoM

YkasaHusi no [o3e W Koppekuun [o3bl 6opTedomuba onmucaHbl Bbllle B Mofpasaene
«MoHoTepanus».

TMernnnpoBaHHbIf NMNOCOMANbHbIN JOKCOPYBULIH NpuMeHsieTcs B ao3e 30 Mr/M’ Ha 4-bilt
fieHb 3-X HedenbHOro Lukna npuema GopTesomuba B BUAe BHYTPUBEHHOW WHGDY3UM
NPOAOIKMTENBHOCTbIO 14 cpady nocne BeeeHUs GopTesomuba.

[lononHutenbHas MHGOPMALMA O NErunpoBaHHOM NMMNOCOMANbHOM AOKCOPYOMLHE
NPUBOAMTCS B MHCTPYKLIM MO MEANLIMHCKOMY MPUMEHEHMI0 JaHHOTO penaparta.
PekomeHOyemas 003a npu npuMeHeHuU 8 KombuHayuu ¢ dekcamema3zoHom

YKkasaHus no 4o3e W Koppekuun [o3bl 6opTesomuba onucaHbl Bbille B noapasaene
«MoHoTepanus».

[lekcameTa3soH npuHuMaeTcs BHyTpb B o3e 20 Mr B CyTKU B ieHb BBEAEHNS GopTesomuba 1
Ha CrieayHoLLyit 3a HAM eHb.

[lononHutenbHas WHGopMauUs o AekcameTa3oHe NPUBOAMUTCS B WHCTPYKLMW No
MeMLMHCKOMY NPUMEHEHMI0 AaHHOTO Mpenapara.

[osmopHas mepanust MHOXecmeeHHOU MUenoMb|

B cnyyae peuuaMBa y nauueHTOB, paHee OTBETUBLUIMX Ha Tepanuio BopTe3omubom
(MOHOTEpanuIo UM KOMBMHUPOBAHHYIO Tepanuio), He0BX0AMMO HaUMHATbL Tepanuto C camoi
BbICOKOM NepeHOCUMON A03bl.

YkasaHusi no [J031poBaHmio onucaHsl B noapasaene «MoHoTepanus».

PaHee HeneyeHas MaHMUUHOKemMoYHas numgoma

PekomeHOyemas 003a npu npUMeHeHUU 8 KOMbUHayuu ¢ pumykcumabom, yukmogpocghamu-
0om, OOKCOpyBULUHOM U NPEOHU30HOM

YkasaHusi no [o3e W Koppekuun [o3bl GopTe3omuba onmucaHbl Bbllle B Mofpasaene
«MoHoTepanusi». Heobxoznmo nposecTy 6 Lyuknos Tepaniv 6optesommnbom. B cnyyae, ecnu
y naLueHTa OTBET Ha Tepanuio BriepBble HabniofaeTcs BO BpeMs 6-ro Lukna, pekoMerayeTcs
NpOBECTY eLLE 2 [ONONHUTEMbHBIX LiKNa Tepanuv 6opTe3omMuGom.

B 1-bIit A€Hb Kaxmoro 3-x HeAenbHOro Liykna Tepanin 6opTe3oMMbom Heobx0aMMO BBOAUTL
crieaylolye nekapcTBeHHble npenapatbl B BUAE BHYTPUBEHHBIX UHAY3MIA: pUTyKCuMab B
nose 375 mr/M’, umknodpochamug B [ose 750 MM’ 1 aoKcopyBULMH B 03e 50 mMr/M’.
TpeaHn3oH NpuHMMaeTcs BHyTPb B A03e 100 M/’ B aHM 1, 2, 3, 4 1 5 Kaxaoro Lkna Tepanim
BopTesommbom.

Koppexyusi 003b180 8pemst mepanuu paHee HeneyeHowl MaHMUUHOKIeMOYHOU IUMGPOMbI
[Nepen Ha4anom HOBOTO LiykIa NeYeHms (kpome Lmkna 1):

-CopepxaHue TpoMboLMTOB [OMKHO BbITb > 100000/MKn 1 abCOMOTHOE YKCIO HETPODU-
nos (A4H) > 1500/mkr;

-KoHLeHTpaums remornobuta gomkHa 6biTb > 8 r/an (> 4,96 Mmonb/n);
-Herematonoruyeckasi TOKCUYHOCTb JOMKHA CHU3MTLCS A0 1 CTEMeHU Ui O UCXOAHOTO
YPOBHSA.

[Mpu pa3BuTUM reMaToNOrNYecKoil TOKCUYHOCT 3-1 CTeneHI unu Nioboro HeremaTonornyec-
Koro Tokcuyeckoro adppekta 3-it CTENeHW, 3a WCKMIOYEHWEM HelponaTuu, neveHne
BopTe3omnbom criesyeT MpUOCTaHOBUTb. YkasaHWs MO KOpPEeKUWM A03bl MpUBEAEHb B
Tabnuue4.

Tabnuya 4. Koppekyus 003bI 80
MaHMUUHOKIeMoYHoU nuMgomou
ToKCHYHOCTbL

[emaTonoruyeckas TOKCUYHOCTb:

- HeittponeHus = 3 cTeneHm ¢
NXOpafKOR UNN HeNTPONeHus 4 cTenexu
NPOLOMKUTENBHOCTLI0 Gonee 7 AHel,
coaepxaHue TpomBouyTos < 10000/mkn

epemsi mepanuu y nayueHmos C paHee HeneyeHol

pp UnK 0TCPOYKa A03bI
Tepanusi 6opTe30MUBOM [OMKHA BbITh NPUOCTAHOBMEHA HA CPOK
[I0 2X Heflenb 10 MOMEHTa, KOrfja y naLeHTa byayt
Habniopatbcs cneaytowme nokasatenu: A4H > 750/mkn,
coaepxaHue TpomboLuTos > 25000/MKn.

Ecnu nocrie npuyocTaHoBKM Tepaniu TOKCUYHOCTb He
paspeLuaeTcs A0 On1caHHbIX BbiLLE NokasaTenedt, To Tepanmio
Heo6X0aUMO NOSHOCTbIO NPEKPaTHTb.

ECnm TOKCHYHOCTb paspelLaeTcs 10 nokasaTtenei:

AYH > 750/mkn conepxaHue TpomGouwTos > 25000/mkn, To 1033
GopTeaomnba aomkHa BbiTb CHiKkeHa Ha 1 cTynews (¢ 1,3 MM’
0 1,0 mr/w’, um ¢ 1,0 mr/m’ g0 0,7 mriv’).

- CopepxaHve TpomboLuTos

< 25000/mkn nm AYH < 750/Mkn B AieHb
BBefieHns 6opTeaomuba (kpome aHs 1)
Herematonoruyeckas

TOKCUYHOCTb 2 3 CTeneHun

OtnoxwTb BBEAeHNe GopTesommba.

MpumeHeHme GopTesomnba OTKNaAbIBAIOT 40 CHIDKEHNS
HEremaTonorniecko TOKCUYHOCTY 40 2 CTENMEHM UMK HIDKE.
[Mocne aToro nevexne 6opTe3oMMBOM MOXHO BO30GHOBHTL B
1l03€, CHWXEHHOM Ha 1 cTyneHb (¢ 1,3 mr/M’ 0o 1,0 Mr/M’, unu ¢
1,0 mr/m’ 8o 0,7 Mr/w’). Mpy pa3suTm HeitponaTuyeckoi 6onm
niunu nepucbepryeckoit HeponaTuu, CBA3aHHON C NPUMEHEHNEM
BopTesomnba, BBeaEHME O4ePEIHOi [O3bI OTKMaAbIBAT Wi
KOpPEKTUPYIOT 03y, Kak onucaHo B Tabnuue 1.

ViHchopmaLmsi o pexvme A03MpoBaHus putykcumaba, Luknodocdammnaa, JokcopyouLmHa u
NpeaHW30Ha NpUBELEHa B MHCTPYKLMSIX MO MEAULIMHCKOMY MPUMEHEHMHO 3TUX MpenapaTos.
Ocobble 2pynnbi nayueHmos

[NayueHmb| ¢ HapyweHUsMU (OYHKUUU NoYeK

CreneHb HapylieHWst PyHKUMKM MOYeK He BNUsieT Ha dhapMakokuHeTuky Gopresomuba.
MoaTomy Anst GoMbHbIX C NOYEYHON HEJOCTATOMHOCTLI) KOPPEKLMK A03bl He TpebyeTcs.
TMockorbKy AnManua MOXeT CHWXaTb KOHLEHTpauuio GopTesomuba B KpoBM, TO mpenapar
CrefyeT BBOAUTH NOCHE NPOBEEHIS Auanuaa.

[NauueHmb| ¢ HapyWeHUSMU (OYHKUUU NEYEHU

Y naumeHToB C HapyLLEHNSMI (YHKLM NEYEHN NErkol CcTeneHmn He TpebyeTcs U3MeHeHus
HayarnbHoit A03bl. CrieyeT HasHauyaTb pekomeHayemyto 403y. MauyeHTam ¢ HapyLeHNsMI
(DYHKUMM MeYeHu CpedHelt U TSKEnoW CTEMeHu credyeT HasHauaTb GopTezomu® B
YMeHbLUEHHOI fo3e (cM. Tabnuuy 5).

Tabnuya 5. PexomeHdyemble usMeHeHuUs HayanbHol 003b1 6opmesomuba y nayueHmos ¢
HapyWeHUsMU GyHKUUL NeYEHU

Crenenb TaxecTn | KoHueHTpauus | AKTBHOCTL | M3MeHeHMe HauanbHoW A03bI
pyweHMi Py ACT
¢hYHKLMM NeyeHn
Nerkas <1,0xBrH >BrH He Tpebyetcs
>1,0 x- 1,5x BIH niobast He Tpebyetcs
Tpebyetcs HasHayaTb 6opTE30MMO B YMEHBLUEHHO
CpepHss >1,5x - 3x BIH niobast nose 0,7 Mr/M’ B TeyeHve nepeoro uvkna. Creayet
PaccMOTpeTb BOIMOKHOCTb YBEMMYEHNS
1036l [0 1,0 Mr/M® Unn fanbHeiiuee YMeHbLUeHWe
Tsokenas >3 x BIH niobas [03bl 40 0,5 Mr/M’ B NOCREAYIOLMX UKIaX
B 3aBUCMOCTM OT NEPEHOCUMOCTM NaLMEHTOM.

ACT =acnaptatamuHoTpaHctepasa, BI'H = BepxHsisi rpaHnLia HopMbI.

Cnoco6 npumeHeHus

BopTesomn6 sBnseTca npoTusoonyxonesbiM npenapatoM. Mpu npurotoBnexnn pacteopa 1
obpallieHun ¢ npenapatom credyeT MposiBNATb OCTOPOXHOCTb. CnepyeT cobniopatb
COOTBETCTBYIOLME MEPbI acenTukil. PekoMeHaYeTCs Monb3oBaThCs nepyaTkamu u Apyron
3aLLMTHOI 0AEXOM AN NPeAOTBPALLIEHINS KOHTaKTa C KoxXe. [penapar Hemb3s cMeLunBaTh
C [pyrMMu nekapcTBEHHbIMU CpeAcTBamu, 3a uckmiodeHnem 0,9 % pacTopa HaTpus
Xnopuaa.

[pueomosneHue pacmeopa O/l 8HyMPUEEHHO20 88edeHus

Copepxumoe ¢nakoHa pactsopsitoT B 3,5 mn 0,9 % pacTBopa HaTpus xmopupa.
KoHLieHTpaLys npuroToBneHHoro pacTBopa s BHYTPUBEHHOTO BBeAEHNS - 1,0 Mr/Mn.
[puroToBnEHHbIA pacTBop JOMKeH BbiTb MPO3payHbiM 1 BecLBeTHbIM. Mpu 0bHapyxeHun
MeXaHN4eCKUX BKIKYEHMIl Uk M3MEHEHMS LIBETa NPUrOTOBNEHHbIA pacTBOP UCMOMb30BaTh
Henba3si.

[MonyyeHHbIli pacTBOp BBOAAT MyTeM BHYTPUBEHHOM GOMIOCHOI MHBEKLM NPOACIKNTEMb-
HOCTbHO 3-5 CeKyHz Yepes neprudepuUecKUin UNn LIEHTPanbHBIA BEHO3HbIN KaTeTep, KOTOpbIN
3aTem npombiaioT 0,9 % pacTBOPOM HaTPUS XNOPKAA AN UHBEKLWIA.

[pueomosneHue pacmeopa 0111 NOOKOXH020 88edeHust

Copepxumoe ¢nakoHa pactsopsitoT B 1,4 mn 0,9 % pacTBopa HaTpus xnmopupa.
KoHLieHTpaLms npuroToBneHHoro pacTBopa Ans NOAKOXHOMO BBEAEHNS - 2,5 Mr/MA.
[puroToBnEHHbIA pacTBop JOMKeH GbiTb MPO3payHbiM 1 BecLBeTHbIM. Mpu 0bHapyxeHun
MeXaHN4eCKUX BKIKYEHMIl Uk M3MEHEHMS LIBETa NPUTrOTOBNEHHbIA pacTBOP UCMOMb30BaTh
Henba3sl.

[MonyyeHHbIA pacTBOp BBOAST MOAKOXHO B 0bnacTb Gedpa (MpaBoe unv nesoe) unn B
obnactb xuBoTa (cnpaBa unu cresa). HeobxoanuMo NOCTOSIHHO MEHSTb MECTO BBEAEHMS
npenaparta. Kaxaas nocnepywollasi MHbEKUMS AOMKHA BBOAWTLCS Ha PaccToOsHWM Kak
MUHUMYM 2,5 CM OT MecTa npedblaylieil MHbekuyun. Henb3s BBOAMTL Mpenapat B
4yBCTBUTENbHbIE 06MacTi, NOBPEX/AEHHble 06nacTin (MOKPaCHEeHMS, CUHSKM), a Takke B
obnactu, rie BBeAEHWE UMbl 3aTPyAHEHO.

B cnyyae BO3HMKHOBEHWS MECTHBIX peaKLii B 06nacTin NoaKoxXHOro BBeAeHNst GopTeaomnba
MOXHO CNONb30BaTh MEHee KOHLEHTPUPOBAHHbII PacTBOP Ans NOAKOXHOrO BBeAeHNs (1
mr/mn BMECTO 2,5 Mr/mn; Ans 3Toro copepxumoe dnakoHa pactasopstot B 3,5 mn 0,9 %
pacTBopa Xnopiaa HaTpUst) U NepeiiT Ha BHyTPUBEHHOE BBEAEHME Npenapata.

Mo6oyHoe aeicTBUE

CepbesHble HexenaTterbHble peakyun HevacTo Habniojanuch BO Bpems Tepanuu
BopTezomMnbom 1 BKMKOYANM CEPAEYHYI0 HEAOCTAaTOYHOCTb, CUHAPOM MU3Nca OMyXomu,
NEroYHyI0 TUNepTeH3nto, CUHAPOM obpaTumoil 3apHet 3HuedanonaTu, ocTpble
anddy3Hble MHUILTPATUBHBIE NeroyHble 3aboneBaHus. Kpome Toro, B peakux cryyasx
Habniopganack BeretatuBHas Heilponatus. Haubonee 4acto BO Bpems Tepanuu
BopTeaomMnbom oTMevanuch Criedylowme HexenaTenbHble peakuuu: TOWHOTA, Auapes,
3anop, pBoTa, ycTanocTb, NUPEKCUsl, TPOMBOLNTONEHNS, aHEMUSI, HENTPONeHUs,
nepudepuyeckas HeiiponaTus (B T.4. CEHCOpHas), ronoBHas 6omb, NapecTeans, CHKeHNe
anneTuTa, ofibILLKa, Cbirb, ONOSICHIBAOLLMIA reprec U MUanris.

Huxe nepeuncrieHbl HexenaTenbHble peakuum, KoTopble Bbinu paclieHeHb! kak BEposiTHO
111 BO3MOXHO CBSi3aHHbIE C NpuMeHeHnem GopTeommba.

HexenatenbHble peakuui CrpynnupoBaHbl MO CUCTEMHO-OpraHHbIM Knaccam U 4yactote
nosiBreHns. YacToTy HexenaTenbHbIX peakLuil knaccuduumpoBani cneaytoLm obpaom:
o4eHb YacTo (21/10), yacto (21/100, <1/10), HevacTo (=1/1000 1 <1/100), peaxo (=1/10000 n
<1/1000) 1 yacToTa HeM3BECTHA (HACTOTY HEBO3MOXHO OLIEHUTb MO UMEIOLLMMCS AaHHbIM). B
KaXaoW YacTOTHOM rpyrine HexenaTenbHble peakLyi NpeacTaBneHb! B MOPSAKE YMEHbLIEHWS
11X Cepbe3HOCTH.

WHehekuuu u uHgasuu

Yacmo: npocToil repnec, onosicbiBatowmii repnec (B T. 4. AWCCEMUHUPOBAHHBIA U
oghTanbmorepnec), MHeBMOHMS, rPUOKOBbIE MHEKLUN;

Heyacmo; nHdekuus; 6akTepuanbHble, BUPYCHbIE MHAEKLMK, CEncUC (B T. Y. CeNTUYECKUi
LUOK), GPOHXOMHEBMOHUSA, FepriecBMpYCHas MHGEKLIMS, reprnieTUYeckiii MEHUHTO3HLedanuT,
BakTepuemusi (B T. Y. CTadhMIIOKOKKOBAS), S4MeEHb, FPUNM, BOCManeHne NoaKOXHO-KUPOBOV
KNeT4aTku; WHAEKLUM, accoLMMpoBaHHble C MPUMEHEHWEM MeAMLMHCKUX npubopos;
MHEDEKLIM KoM, MHAEKLMM yXa, CTadhMIOKOKKOBbIE MHGIEKLIM, 3yGHbIE HEKLM;



Pedko: MeHMHTUT (B T. 4. GakTepuanbHbIi), dnwTenH-bapp-BupycHas UHdekLus,
reHNUTanbHbIA repnec, TOH3UMANT, MacTOWANT, CUHAPOM XPOHYECKOI yCTanocTy.
Hosoobpa3ogaHusi 0obpokayecmeeHHble, 310ka4eCmeeHHble U _HeonpedeseHHble (8 m. Y.
Kucmbi U_nonunb)

Pedko: 3noka4ecTBeHHbIE HOBOOBPa30BaHWS, MNa3MOLIMTaPHBIN NEko3, KapLMHOMA MOYKM,
HOBOOBPa30BaHus, rpuboBIUAHBIA MUKO3, A06POKaYECTBEHHbIE HOBOOOPA3OBAHNS.
HapyweHusi co cmopoHbI cucmembl KpO8emeopeHus U numgamuyeckol cucmemb|
OueHb YacTo: TPOMBOLMTONEHNS, HENTPONEHMS, aHEMMS;

Yacmo: nelikonenus, numdonenus;;

Heyacmo: naHuutonenus, debpunbHas HeNTPOMEHUs, Koarynonatus, nenkouuTos,
nMMdageHonaTus, reMonuTNYeckas aHemus;

Pedko: pucceMWHUPOBaHHOE BHyTpucocyauctoe ceepTbiBaHue (LBC-cuHapom),
TpoMBOLNTO3, CUHAPOM MOBbIWEHHON BSI3KOCTW KPOBM, HapyLIEHUSi CO CTOPOHbI
TpombouuTOoB, TpomBoLuUTONEHNYeCkas nypnypa, HapyLeHUs cO CTOPOHbI KPOBH,
remopparuyeckiit anates, NuM@oLUTapHas MHPUIbTPALKS.

HapyweHus co cmopoHbl UMMYHHOU cucmeMbl

Heuacmo: oTek KBuHke, runep4yBCTBUTENBHOCT;

Pedko: aHaunakTUyeckuit oK, aMunouaos, peakuun ¢ obpasoBaHMEM UMMYHHbIX
komnnekcos (Tun lll).

HapyweHus co cmopoHbI SHAOKPUHHOU cucmeMbl

Heuwacmo: cuHapom WueHko-KylumHra, runepTupeos, HapylueHne cekpeLmun aHTuanypeTi-
4ecKoro ropmMoHa;

Pedko: rMnoT1peos.

Memabonuyeckue HapyweHUst U HapyweHusi numaxus

OyeHb Yacmo: CHIKeHe anneTuTa;

Yacmo. 0be3BOXMBaHWe, runokanvemus, runoHaTpUeMusi, U3MEHeHNe KOHLieHTpaLmun
TTH0KO3bI B KPOBY, TMNOKaNbLIMEMMS, U3MEHEHIE aKTUBHOCTY (hePMEHTOB;

Hewacmo: cuHppoM nuaunca onyxonu, oTcyTcTBue NpubaBki Macchl Tena, rmrnomMarHuemms,
runodgochatemMus, runepkanuemus, runepkanbLuemns, runepHaTpuemMus, U3MeHeHne
KOHLIEHTpaL{M MOYEBOW KUCTOThI, CaxapHblil AnabeT, 3apepxka XuakocTy;

Pedko: runepmarHuemusi, auuaos, HapylleHue BOAHO-dMekTponuTHoro 6anawca,
136bITOYHOE HAKOMNEHNe XMAKOCTW, rMNOXNOpemns, TMNOBONEMUs, TMNepXnopemms,
runepcdocatemusi, HapyLLeHe 0bMeHa BELLECTB, AeULIMT BUTaMUHOB rpynnbl B, neduumt
BUTaMUHa B, noparpa, NoBbILLEHHbIA anneTHT, HenepeHOCUMOCTb anKorons.

[Ncuxudeckue HapyweHus

Yacmo: paccTpoiicTBa W HapylUeHWs HaCTPOEHUS, TPEBOXHOCTb, PaccTpoiicTBa U
HapyLLEHMs CHa;

Heyacmo: n3meHeHWs MCUXMYECKOro cTaTyca, ranniouyuHaLm, NCMXoTYeckoe paccTpo-
/ICTBO, CMyTaHHOCTb CO3HaHMS, BO3OYKAEHHOE COCTOSIHME;

Pedko: cynumaanbHble MbICIW, PaCCTPONCTBO afanTaLyi, [ENVPHIiA, CHXeHUe Mnbuao.
HapyweHus co cmopoHb! HepeHoU cucmemb!

OyeHb wacmo: HeiiponaTusi, nepucepuyeckas CEHCOpHas HeiiponaTus, Au3ecTesns,
HeBpanms;

Yacmo: geuratenbHas Helponatus, noTeps Co3HaHms (B T. 4. 0BGMOpOK), rOMOBOKPYXeEHMe,
13BpalLLieHve BKyca, BANoCTb, ronoBHas 6onb;

Heyacmo: Tpemop, nepudepnyeckas CEHCOMOTOPHas HendponaTusi, AUCKUHE3us,
HapyLLeH\e paBHOBECHS, NOTEPS NaMATH (UCKNI0Yas AeMEHLWI0), 3HLedhanonaTs, cHapoM
3aAHeit 06paTMMOi 3HLedhanonaTun, HeMPOTOKCUYHOCTL, CYAOPOrM, MocTrepneTnyeckas
HeBpanrusi, paccTpONCTBO Peyn, CUHAPOM «BeCrOoKOMHbIX HOM», MUIPEHb, UwWwMac,
HapyLLEeHe KOHL|EHTPaL1 BHUMaHWS, NaTonornyeckine pechnekcbl, napocmuns;

PedKo: BHYTPMMO3rOBOE KPOBOM3NUSHWE, BHYTPUYEPENHOE KPOBOM3NMSHME (B T. Y.
cybapaxHouaanbHoe), oTek Moara, TPaH3WUTOpHas MleMUyeckas ataka, koma, aucbanaHc
BEreTaTUBHON HEPBHOI CUCTEMbI, BEreTaTMBHas HeiponaTus, napanuy YepenHbix HepBoB,
napanuy, napes, npefo6MOpoyHOe COCTOSHUE, CUHAPOM MOpaxeHWs CTBOMa Moara,
HapyLLeHWe MO3roBOro KpoBOOBPALLEHMs, KOPELIKOBBIA CUHAPOM, NMCUXOMOTOPHast
rMNepakTBHOCTb, KOMMPECCHS CTIMHHOTO MO3ra, KOrHUTUBHbIE PacCTPOACTBA, PacCTPOACTBa
[NBVXEHWIA, pacCTPOIACTBA HEPBHOM CUCTEMBI, PAAVKYTNT, CIIIOHOTEYEHIE, TMMOTOHMS MbILLLY.
HapyweHus co cmopoHb! opeaHa 3peHusi

Yacmo: oTek rnas, HapyLUEHWs 3peHNS, KOHBIOHKTUBMT;

Heuacmo: kpoBOM3NUsHWE B rNas, MH(EKLMM Bek, BOCTIANEHWe [nas, AUNnonus, cyxocTb
rmna3, pasgpaxenue ras, 6onb B rnasax, ycuneHHoe cnesoTeyeHne, BblAENeHs U3 rmas;
Pedko: nopaxeHue poroBiLibl, 3k30TanbM, pETUHUT, CKOTOMA, NopaXeHIe rnas (B T. Y. Bek),
[faKpuoasieHuT, cBeTOB0S3Hb, (OTOMCKUS, ONTUYECKas HelponaTus, pasnuyHble CTeneHu
HapyLLEHMs 3peHus (40 CNenoTbl).

HapyweHus co cmopoHb! Op2aHa cityxa U _pasHosecus

Yacmo: BepTuro;

Heuacmo: 3B0H B yLLIaX, HAPYLUEHWE CriyXa (A0 FyX0Tbl), AMCkoMcopT B 0bracTi yxa;

Pedko: kpoBoTEYEHIE, BECTUOYNSAPHBIN HENPOHMT, NOPAXEHME yXa.

HapyweHusi co cmopoHb! cepdua

Heuwacmo: TamnoHapa cepaua, kapavonynbMoHapHbIit Lok, (hubpunnsauus cepaua (B T. .
ubpunnsaums npencepanin), cepaevHas HeAOCTaTOMHOCTb (B T. Y. JIEBOTO W MpaBoro
KENyAO0YKOB), apuTUMUS, Taxukapaus, oljylleHue cepauebuenns, cTeHokapaus,
nepukapanT (B T. Y. 9KCCYAATUBHbIA NEpUKApAWT), KapAMOMUONATHSs, XenyaoukoBas
amcyHKuns, 6pagmnkapams;

Pedko: TpeneTaHue npeacepauii, UHGapKT MUoKkapaa, aTpUOBEHTPUKYNsipHas Gnokaaa,
CEPAEYHO-COCYANCTbIE HAPYLUEHUs! (B T. Y. KAapAVOTreHHbIN LLIOK), apuTMUst Xemny[ouKkoBas
TaX1CUCTONNYECKas TUNA «MUPYaT», CTEHOKapANS HecTabunbHasi, 3abonesaHns knanaHoB
CcepALa, KopoHapHast HeJ0CTaTOYHOCTb, OCTAHOBKA CUHYCOBOTO y3na.

Hapywerus co cmopoHbl cocyducmot cucmemb!

Yacmo: noHwxKeHe apTepnanbHoro fasrneHns, OpTocTaTyeckas rMnoTeH3Ns, NoBbILLEeHNe
apTepuanbHoro jaBneHns;

Heyacmo: wHcynbT, TPoMB03 rny6okux BeH, KpoBoTeyeHue, TpombBodnebut (B T. Y.
MOBEPXHOCTHBIN), LMPKYNATOPHbIA konnanc (B T. Y. rMNOBONEMWYECKAN LIOK), nebuT,
NpUnKBI, rematoma (B T. Y. NepupeHanbHas), CHUXeH1e nepudepuyeckoro kposoobpalLje-
HUS1, BACKYNUT, rUnepemusi (B T. 4. OKynsipHast);

Pedko: ambonus nepudepnyecknx CocyaoB, Numdeaema, bnegHoCTb, apuTpomenanrus,
BasoaunaTaLys, M3MeHeH1e OKpacky BeH, BEHO3Has HEA0CTaTOYHOCTb.

Hapywerus co cmopoHb! dbixamesnibHol cucmeMbl, 2pyOHOU Knemku u cpedocmeHus
Yacmo: oppllika, HOCOBOE KPOBOTEUEHME, UHAEKLMN BEPXHIX U HWKHUX AblXaTemnbHbIX
nyTeit, kawlenb;

Heuwacmo: neroyHasi aM6onusi, nreBpanbHbIi BbINOT, OTEK NErkuX (B T. 4. OCTPbIi), EroYHoe
anbBEOMNSPHOE KPOBOM3NMAHNE, BPOHXOCNa3Mm, XpoHuyeckass o6CTPyKTMBHas GonesHb
nerkux, rMNoKCemnsl, 3anoXeHHOCTb AbIXaTeNbHbIX MyTeid, TMMOKCUS, MNEBpUT, WUKOTa,
PUHOpESt, AUCHOHISI, CBUCTSILLEE AibIXaHWE;

Pedko: fbixaTenbHas HeA0CTaTOYHOCTb, OCTPbIA PECMUPATOPHbIA AUCTPECC-CUHAPOM,
arnHo, MHEeBMOTOPAKC, aTeNekTas, NeroyHas rnepTeHans, KpoBoxapkaHbe, rMnepBeHTUNS-
Lsi, OPTOMHO3, MHEBMOHWUT, PECMMPATOPHbI ankanos, TaxunHos, pubpos nerkux,
HapyLLEHNs CO CTOPOHbI BPOHXOB, rUNOKaMHUs, MHTEpPCTULManbHoe 3aboneBaHne nerkix,
MHGUNBTPALMS Nerkux, YyBCTBO CTECHEHWS B ropre, CyXoCTb B ropre, MoBblleHHas
CeKpeLys B BEPXHIX AblxaTeNbHbIX MyTsiX, pa3apaxeHue ropna, kaluneBoii CUHAPOM BEPXHUX
AblXaTenbHbIX NyTed.

HapyweHus co cmopoHb xenydo4Ho-KkuweyHo20 mpakma (KKT)

OyeHb Yacmo: TOLLHOTa, PBOTA, ANapes, 3anop;

Yacmo: kpoBoTeyeHmne n3 KT (B T. 4. KpOBOTEUEHWE CrM3NCTON 0BonoyKM), Ancnencus,
cToMaTuT, HapyLuerue ToHyca XXKT, 6onb B 06nacTv ropna v rnotku, 6onm B 0bnactv xueota
(B T. 4. XenyAo4Ho-kuLeyHas 60mb 1 6orb B ceneseHKke), HapyLUeHUs CO CTOPOHbI POTOBOI
nonocT!, METEopUam;

Heyacmo: naHkpeaTuT (B T. 4. XPOHUYECKIN), PBOTA KPOBbIO, OTEYHOCTb ryB, 06CTpykums XKKT
(B T. Y. KMLIEYHAs HEMpOXOAMMOCTb), AMCKOMAOPT B XKMBOTE, U3bS3BMEHWUS CIU3NUCTON
060M04KM NONOCTI pTa, BHTEPUT, FaCTPUT, KPOBOTEYEHINE 13 IeCeH, racTpoasodareansHas
pedntokcHas bonesHb, KOnuT (B T. Y. NCEBAOMEMOPAHO3HBIN KOMKT), ULLEMUYECKMIA KOMNT,
BocrnaneHue cnuauctoit obonoukv XKKT, aucdaris, CUHAPOM pasfpaxKeHHOro KULEYHWKa,
HapyLeHus co cTopoHbl KT, HaneT Ha si3bike, HapyLueHre MoTopuki XKKT, HapyLueHns co
CTOPOHbI CIIIOHHbIX Xenes.

Pedko: 0CTpbIiA NAHKpPeaTT, NEPUTOHMT, OTEK S3blKa, aCLINT, 330(haruT, XelnuT, HefiepxaHne
kana, aTOHMS aHamnbHOro CuHKTEpa, pekanoma, n3bA3BneHns 1 nepdopauns xeny[ouHo-
KWLIEYHOro TpakTa, rnepTpotunst AeceH, MErakomnoH, BblAENeHUs U3 NPSMON KMLIKM,
nosiBrieHve Bongbipeit B rnotke, Gonb B rybax, NepUoAOHTUT, aHamnbHas TpelyuHa,
13MeHeHe putMa AedekaLim, IpoKTanus, HapyLLIeHus cTyna.

Hapywerus co cmopoHk! 2enamobunnuapHoli cucmemb!

Yacmo: nameHeH1e akTUBHOCTM «MEYEHOUHbIX» (HEPMEHTOB;

Heyacmo: renaToOTOKCMYHOCTb (B T. 4. NEYEHOYHbIE HAPYLUEHIS), renaTuT, XonecTas;

Pedko: nevyeHo4YHas He[0CTaTOMHOCTb, rematomeranus, cuHapom bappa-Kuapw,
LiMTOMEranoBUpYCHbIil renaTuT, NeYeHOUHOE KPOBOTEYEHME, XeNMYHOoKaMeHHas 6onesHb.
HapyweHus co cmopoHb! KOXU U noOKOXHOU Knemyamku

Yacmo: cbinb, 3yA, 3puTema, CyxoCTb KOXU;

Hewacmo: MynbTuchopMHas apuTema, KpanueHULa, OCTpbIil (peBpunbHbI HENTPODULHBIN
[Alepmaro3, Tokcuyeckas KoxHas Cbirb, TOKCUYECKUA aNMAepManbHbIil HEKPOMN3, CUHAPOM
CTuBeHca-[)XOHCOHa, AepMaTUT, U3MeHeHNe CTPYKTYpbl BONMOC, METeXusi, 9KXMMO3,
nopaxeHue Kkoxu, nyprypa, HOBOOGpa3oBaHMs Koxw, Mcopuas, rMneprippos, HouHas
NOTAMBOCTb, IPONEXHY, YrpeBas Chirb, BOMAbIPW, HAPYLLEHNE MUTMEHTALIN KOXI;

Pedko: peaKLv CO CTOPOHbI KOXM, MMM oLMTapHas HPUNbTpaLms [xeccHepa, NafoHHo-
NoAOLIBEHHAs 3PUTPOAMN3ECTE3Ns, MOAKOXHbIE KPOBOTEYEHUS, ceTyaToe nuBeno,
MHOypauus Kkoxw, manyna, peakuuu hoTouyBCTBUTENBHOCTH, cebopes, XOMoAHbIiA MoT,
NOPaXEHNs KOXI HEYTOYHEHHbIE, 3PUTPO3, S3BbI KOXI1, NOPAXKEHNE HOTTEN.

HapyweHus co cmopoHbI 0nopHo-0gueameribHo20 _annapama U coeduHUMenbHOU mkaHu
OyeHb 4acmo: KOCTHO-MblLLEYHbIe Bonu;

Yacmo: MbllLeyHble cnasmbl, 60N B KOHEYHOCTSX, CNABOCTb MbILLIL;

Hewacmo: MbllLeyHble NOAEPr1BaHus, OTEKU CYCTaBOB, apTPUT, TYrONOABIKHOCTb CYCTaBOB,
MUONaTS, OLLYLLEHNE THXECTH;

Pedko: pabaomM1onua, CMRAPOM BUCOYHO-HUKXHEYENKCTHOTO CycTasa, hcTyna, CycTaBHOM
BbINOT, 60Ib B YEMIOCTY, KOCTHBIE HAPYLLEHWS, MHGEKLIM 11 BOCMIaNeHe KOCTHO-MbILLEYHOM
11 COEAMHNTENbHON TKaHW, CUHOBMASbHbIE KUCTbI.

HapyweHus co cmopoHbl nodYek u Mo4esbigodauiux nymel

Yacmo: HapyLueHve tyHKLM noyek;

Heyacmo: ocTpas noveyHas He[OCTATOYHOCTb, XPOHMYECKas NOYeYHas HeA0CTaTOYHOCTb,
MHEKLMM MOYEBbLIBOASLLUX MyTei, xanobbl CO CTOPOHbI MOYEBLIBOASLNX NyTed,
rematypusi, 3afiepxka MOuYM, HapyLieHUe MOYEMCMyCKaHWsi, MPOTEUHYpUs, asoTemms,
Onurypus, nonnaknypus;

Pedko: pasapaxeHie Mo4eBOro ny3bips.

Hapyuwerus co cmopoHbl noioebIX 0p2aH08 U MOJI0YHOU Xestesb!

Heyacmo: BarHanbHble KpoBOTEUeHMs, 60Mb B reHUTanusX, 3peKTUnbHas ANCHYHKLMS;
Pedko: HapyLueHne GyHKLMM SUdeK, MPOCTaTUT, HapyLUeHWe (yHKLIAM MOTIOYHON Keneabl,
60me3HeHHOCTb MPUAATKOB UK, SMMANANMKT, Bonb B 06nacT Maroro Tasa, U3bsi3eneH1e
BYbBbI.

BpoxdéHHbie, cemelHble u HacnedcmeeHHbIe HapyweHus

Pedko: annaaus, Mmanbdopmatims XKKT, uxtnoa.

Obuwue paccmpolicmsa u_HapyweHus, 0bycriosneHHble cnocobom NPUMeHeHus

OyeHb Yacmo: NMpeKCHs, NOBbILLIEHHAS YTOMISEMOCTb, aCTEHNS;

Yacmo: oteku (B T. 4. nepucpepudeckue), 03Hob, 6onb, AnckomdopT;

Heyacmo: yxynlweHne obliero guanyeckoro 3f0poBbs, OTEK ML, peakuum B MecTe
BBE/IEHMSA, HAPYLLIEHNS CO CTOPOHbI CIM3NCThIX 060m0u4ek, Gonb B o6nacTv rpyau, HapyLueHne
NOXOAKM, OLLyLIEHNe XOmoAa, 3KCTpaBasaLusi, OCTIOXHEHUS OT MPUMEHEHWs kaTtetepa,
M3MEHeHre YyBCTBA Xaxabl, AMCKOMGOPT B 06nactu rpyau, oulyljeHne nU3MeHeHns
TemnepatypbiTena, 60nbB MecTe BBEEHMS;

Pedko: cMepTb (B T. Y. BHe3anHasi), NonvopraHHasi He0CTaTOYHOCTb, KPOBOTEYEHME B MECTE
BBEJIEHMSA, PbIXa, HapylleHne MpOLeccoB 3aXMBNEHUs, Bocnanenue, dnebut B mecte
BBEfieHs, 6ONE3HEHHOCTb, M3bA3BNEHNS, pPa3apaxuUTENbHOCTb, HekapananbHas 6onb B
rpyau, 6orb B MECTE BBEAIEHMS KaTETEPA, OLLIYLLEHWE NHOPOLHOTO Tena.

U3meHeHus n1abopamopHbIX _nokasamenel

Yacmo: noHWxeHne Maccbl Tena;

Heuwacmo: runep6unmpybuHemms, uameHeHue GenkoBbIx nokasaTerel, yBenuyeHne macchbl
Tena, M3MeHeHe nokasatenei kpoBi, NOBbILLEHIE KOHLIEHTpaLn C-peakTnBHOro 6enka;
Pedko: n3MeHeHWe COAepkaHWs ra3oB B KPOBM, W3MEHEHWS KapauorpamMMbl (B T. 4.
yBenuyenne 3ybua QT), u3mMeHeHne npoTPOMOBMHOBOrO BpEMEHM, MoHuxeHne pH
KEMny[oyHOro Coka, yBEnu4yeHue arperalyuit TPOMOOLWTOB, MOBbILIEHNE KOHLIEHTpaLm
TPOMOHIHa |, 0BHapyxeHe BUPYCOB 1 M3MEHEHME CEPONOTIN, UBMEHEHMS B aHANN3E MOYM.
TpasMbl, ompasnieHusi U OCIOXHEHUsi npouedyp

Heyacmo: nafeHns, KOHTy3nu;

Pedko: TpaHChY3NOHHble peakLuu, Nepenombl, PUrMOHOCTb, TPaBMbl NWLA, TpaBMbl
CYCTaBOB, 00T, Pa3pbIBbl, 60Mb BO BpeMst NpoLieAypbl, paaUaLoHHOe NopaXeHue.
Xupypaudeckue u_mepanesmu4eckue npouedypb!

Penko: akTuBaLyst Makpodharos.

[MauueHmbi ¢ MaHMUUHOKNEMOYHOU numeomol

IMokasatenu GesonacHocTv GopTesomnba y TUX NaLMeHTOB Bbink CXOAHBI C COOTBETCTBYIO-
LYMMM NOKa3aTeNsiMI Yy NaLMEHTOB C MHOXECTBEHHON MMENOMON. 3HauuTeNbHbIe pasnuyms
MeXAy ABYMS Tpynnami MauueHTOB 3akmioyanucb B TOM, 4TO TpomGouuToneHus,
HeATPONeHMs, aHeMmsi, TOLHOTA, PBOTA W MMpeKCUs valle Habniofanuch y nauueHToB ¢
MHOXECTBEHHO! MMENOMON MO CPABHEHMIO C NALMEHTAMI C MaHTUIAHOKTIETOUHOI MM OMOIL;
anepudepuyeckas HeMPONaTHs, Cbinb U 3y7 - y NALNEHTOB C MAHTUITHOKIIETOYHOM MMMAOMOIA.
Mepepo3npoBka

lMepeno3npoBka, npeBbiLLaloLas pekomeHayemyto 4oy 6onee yeM B 2 pasa, CONPOBOXAa-
nack y 60MbHbIX OCTPBIM CHIKEHWEM apTepuanbHOro AaBreHnst U TpoMBoLMTONeHmel co
CMepTenbHbIM McxogoM. Creumndunyeckuit aHTMROT Kk BopTesomnby HewssecteH. Mpu
nepeaoanpoBke CrieayeT KOHTPONMPOBATbL MOKA3aTeNM XWU3HEHHbIX (DyHKUMA 6onbHOrO 1
NPOBOANTL COOTBETCTBYIOLLYIO Tepanuio Ans MOAAEpkaHus apTepuanbHoro AaBneHns
(vHdy3noHHas Tepanus, COCyAOCYXWBaloLMe W/Mnu WHOTPONHbIE npenapatbl) 1
Temneparypbl Tena.

B3aumopencTBue ¢ ApyrMn nekapcTBEHHbIMU CPeACTBaMN

B nccnepoBanusx in vitro n nccnepoBausx in vivo 6opteaomnd nposisnsin cBoncTBa cnaboro
UHrMbuTopa nsodepmeHToB LToxpoma P450 1A2,2C9, 2C19,2D6 1 3A4.

Mexops u3 HesHaumTenbHoro Bknaza nsocepmenta CYP2D6 B meTabonuam 6optezomnba
(7 %), y nogen C HU3KOI aKTMBHOCTBIO ATOr0 N30(hEpPMEHTa HE OXWAAETCH M3MEHEHNs
obLLero pacnpefenerus npenapara.

ViccnepoBanue BRWSHUS NekapcTBEHHOrO B3aUMOLENCTBUS C CUMbHBIM WHIMBUTOPOM
n3oepmeHta CYP3A4 keTokoHa3omom Ha dhapmakokuHeTuky 6optesomuba nokasano
yBenuueHue cpegHux 3nauyeHnii AUC (nnowapb Noj KpUBOWA «KOHLEHTpaLMsi-BpEMSI»)
6opTesomuba B cpeaHeM Ha 35 %.

MoaTtomy creayeT TiatenbHo HabmiogaTh 3a GorbHBIMK, NONYYaIOWMMU OfHOBPEMEHHO
60pTE30MMO 1 CUNBHBIA MHTMBNTOP M30depmeHTa CYP3A4 (keToKOHa30M, pUTOHABHP).
B nccnenoBaHu BNUSHUS NEKapCTBEHHOTO B3aUMOAENCTBUS C CUMbHBIM MHTMEUTOPOM
n3opepmenta CYP2C19 omenpasonom Ha dapmakokuHeTuky 6opTtesomnda, He BbisBNIEHO
CyLLIECTBEHHOTO M3MEHEHNs (hapMaKOKUHETUKV NOCNEeAHErO.
VlccnenoBanue BUSHUA NEKapCTBEHHOTO B3aUMOAEGNCTBUS C PUGHaMMNLIMHOM - CUMbHBIM
nHayktopom u3ocepmenta CYP3A4 - Ha dapmakokuHeTuky Goptezomuba nokasano
CHIKeHWe cpepHux 3HadveHuit AUC (nnolapb nop KpUBOW «KOHLEHTPaLs-Bpems») Ans
6opTesomuba B cpeaHem Ha 45 %. MoaTomy He pekomerpyeTcs npuMeHsTb GopTesommd
BMeCTe C CuribHbIMK MHAykTopami CYP3A4, Tak kak ahdeKTUBHOCTb Tepanii MOXET BbITb
cHkeHa. K nHpyktopam CYP3A4 oTHocsTcs pudpamnuumH, kapbamasenuH, eHnTonH,
theHobapbuTan v 38epoboit NpoabIpsBNEHHbIN. B TOM e uccnenoBaHuy oLeH1Banm ekt
[nekcameTa3oHa - 6onee cnaboro nHayktopa CYP3A4. Vicxops U3 pesynbTaToB uccrefosa-
HWS He BbISIBNEHO CYLLECTBEHHOrO M3MeHeHus dapmakoknHeTukn 6optesomnba.
VccnepoBanue nekapcTBEHHOTO B3auMOAENCTBIS C koMBMHaLMelh Mendanak-npeaHn3oH
nokasano yeenuueHue cpefHux 3HaveHuit AUC (nnoluadb Nof KpuBOW «KOHLEHTpaLusi-
Bpems») 6GopTeaomnba Ha 17 %. 310 M3MeHeHe CHMTaeTCs KIMHUYECKI HE 3HAUYNMbIM.
Y 6onbHbIX caxapHbiM f[abeToM, nonyyaBlMX NepopanbHble MUNOrnuKeMuyeckine
npenapathbl, 3aper1cTpupoBaHbI Cry4au r1noriuKeMi 1 runeprivkeminy.
IMpu nprmeHeHnn GopTeaomnba B CoMETaHUM C NpenapaTtami, KoTopble MOTyT accoLunpo-
BaTbCs C NMepudepuyeckont HerponaTueil (Takue kak amuoAapoH, MPOTUBOBMPYCHbIE
CpeAcTBa, M30HWa3Wg, HUTPOGYPAHTOMH MMW CTaTUHbI) W Mpenapatami, CHUKAIoLWMMK
apTepwanbHoe faBreHne, crieayet cobnioaaTh 0CTOPOXHOCTb.
Ocobble ykazaHus
TNeyeHne GopTe3omnboM criefyeT NpOBOAUTHL TONBKO MoA HabnioAeHNeM Bpaya, MEIOLLEro
OMbIT NPUMEHEHNS MPOTUBOONYXONEBON XMMMOTEpanui.
Mpn HeymbllwneHHOM BBeaeHUM GopTesomuba MHTpaTekanbHO ObinK 3admKCUpOBaHbI
cnyyan cmepTu. JlekapcTBeHHbIi npenapat boptesomu6 KaHoH mokasaH Tonbko Ans
BHYTPWUBEHHOTO 1 MOAKOXHOrO BBEAEHMS. He BBOANTL MHTPaTeKanbHo.
[lo Hayana v BO BpeMs KaXaoro Lukna Tepaniu HeobxoamMo NpoBOAUTL NOMHbI aHanu3
KPOBY C MOACYETOM NEKoLMTapHON hOpMYIibl ¥ COAEPXaHIsi TPOMEOLINTOB.
TpomboyumomHusi/HelimponeHus
Tepanus 6opTe3oMMOGOM MOXET NPUBOAMTL K TPOMOOLMTOMEHWN U HEATPONEHUM.
HanmeHbLuee uncno TpomGoLmMToB 06bI4HO HabNoAAeTCs Ha 11 AeHb LKA U BOCCTaHaBNM-
BaeTCs K Hayany cneaytoLLero Lykna. Liuknosas neproanyHoCTb yMeHbLUEHS 1 YBENUYEHIS
uucna TpomBouuToB Habnioganack B XoAe KMMHUYECKUX WCCNEfOBaHUA Y NaLMeHToB C
MHOXECTBEHHON MUENOMOiA Ui MaHTUIHOKNETOYHOM nmMcoMoit. OTCYTCTBYIOT AaHHbIE,
noATBEpXAAloLLME HapacTaloLLylo TPOMEOLIMTONEHNIO UK HeTponeHnio npu niobom n3
PEXUMOB J03UpoBaHust. Mpu CHKEHUM konuyecTBa TpomboumToB <25000/Mkn Tepanuo
6opTeaomMubom criedyeT npruocTaHoBUTb. [pu BOCCTAHOBNEHMM KONYECTBa TPOMBOLUTOB
nleyenmre cneayeT NpoAOMKATL B YMEHbLUEHHbIX [403aX MPK TLIATENbHOM COMOCTaBNEHNN
BO3MOXHOI MOMb3bl W pUCKa NeYeHus. [Ins neyeHns reMatonoruieckon TOKCUYHOCTU MOXHO
NPUMEHSITb KONOHUECTUMYNUpYtoWe akTopsl, NepenuBaHue TpomboLuTapHoil 1
3pUTPOLMTapHOI Maccbl. [pn 0fHOBPEMEHHOM NpUMEHeHNN ¢ MendanaHom 1 NpeaHN3omo-
HOM, Korga konuyecto TpombouutoB < 30000/Mkn, Tepanuio npenapatoMm cneayet
NpUOCTaHOBHTH.
KenydoyHo-KuwedHble HapyweHust
C Lenbio NpeoTBPaLLEHNs TOLIHOTBI U PBOTBI PEKOMEHAYETCS NPUMEHEHIe NPOTMBOPBOT-
HbIX npenapatoB. Mpu BO3HWKHOBEHWW AWAPEU HasHa4aloT NPOTUBOAMAPENHbIE
nekapcTBeHHble cpeacTsa. [ins npeaoTBpaLLeHns U neveHns 06e3BoxvBaHns 60MbHLIM
Heobxo[MMO NpOBOANTL perapaTalMoHHyio Tepanuio W Nop[epXuBaTb BOAHO-
3neKTponuTHbIN GanaHc. CoobLyanock 0 Cryyasix pasBUTUS KULLEYHON HEMPOXOAUMOCTY
(Hevacro).
Mpoepeccupyrowasi MynbmughokanbHas nelikosHuepanonamus (MNMJ1)
06 o4eHb pefikux criyyasix passuTHs BUPYCHOM MHeKLm [koHa KaHHUHrema Hen3BecTHoM
3TMOMNOTNK, NPUBOAMBLLEN K POrPECCHPYIOLLIEN MyNbTUCOKANbHON NerkosHLedanonaTm
k cMepTH, coobLyanock y naLmeHToB, NpUHMMatoLLX GopTe3omub. MaLmeHTbl ¢ AuarHo3om
MMJT nony4ani UMMyHOCYMPECCUBHYIO Tepanuio 40 U OAHOBPEMEHHO C MPUMEHEHNEM
6optesomnba. B GonbwmHcTBe cnyyaes MMMJT Bbina guarHocTMpoBaHa B Teuenue 12
MecsiLleB C MOMeHTa BBeAeHWst nepeoit Ao3bl Bopteomuba. MauneHToB HeobxoanMO
HabnoaaTb Ha perynspHoii OCHOBE Ha MPeAMET BO3HWUKHOBEHUS MMM YXYALIEHs
HeBPONOrMYeCckUX CUMNTOMOB MM NPU3HAKOB, KOTOPbIE MOTYT CBUAETENLCTBOBATL O MMIT.
Mpy nogo3penun Ha MM nauveHTa Heo6XoAMMO HanpaBuTh K cnelyanucty B obnactu MM
1 NpeanpuHsTL COOTBETCTBYIOLWME AuarHocTuyeckue mepbl. CriesyeT npekpatutb
npumeHeHme bopTesommba B cryyae avarHocTupoaHus MM,
Mepucpepuyeckas Heliponamusi
[Mpy BO3HWKHOBEHMI HEMPONATV MPOBOAST NOAAEPXKMBAtOLLYI0 Tepanuto. OBbIYHO YacToTa
pa3BuTMS nepudepryeckoit HermponaTu AOCTUraeT Makcumyma Ha 5 uukne neyeHus
6opTesomnbom. Mpu NOSBNEHUM HOBbIX MAM YCUNEHUM UMELMUXCS CUMNTOMOB
nepudepuyecKoit HeponaTy MoXeT NoTPe6GOBATLCS CHINKEHME [O3bl M UISMEHEHNE peXxMa
BBEAEeHMs BopTe3ominba. MaLyeHTb A0MKHbI HAXOANTLCS MO MOCTOSHHBIM HabmofeHneM B
CBSI3W C BO3MOXHOCTbHO BO3HMKHOBEHWS CMMNTOMOB HEMpOnaTun (OLLYLLEHUE HOKEHWS,
rMnepecTesns, rMnecTeaus, napecTesns, oLLyLLeHre AnckomdopTa, HeBponaTuyeckas 6onb
unn cnabocTb). Yactota BO3HMKHOBEHMS HEApOnaTuM Npu NOAKOXKHOM BBEAEHUM
GopTesomuba Hike, YeM TakoBas MpW BHYTPUBEHHOM BBeAeHMM. OTMeyanuch crydau
BO3HWUKHOBEHWS BEreTaTVBHO HEelponaTiv TSXKENoii CTeneHu, IPUBOASILLME K MPEKPaLLEeHmo
M NPUOCTaHOBNEHWIO Tepanuu.
PaHHwit 1 perynsipHbIii MOHUTOPUHT Ha Han4Me CUMMTOMOB HEPONaTUN C HEBPOTOrYECKOM
OLIEHKOI [IOMKEH NPOBOAUTLCS Y MALMEHTOB, NPUHMMAtOLLMX GopTeaomnb B koMBUHaLMM C
npenapatamm, criocobHbIMM Bbi3blBaTb HelponaTtiio (Hanpumep, Tanuaomua). Mpu aTom
creayeT pacCMOTPeTb BO3MOXHOCTb COOTBETCTBYIOLLETO CHYXEHMS 403bl UMK NpekpaLLeHms
nevenms.
Cydopozu
Y 60mbHbIX C OTCYTCTBMEM CYAOPOr UMK ANUNENCW B aHAMHE3e OnnCaHbl HeYacTble Cry4au
pa3BuTUsi cyaopor. Mpu neyeHnn GorbHbIX, IMEHOLLMX Kakve-nnbo thakTopsl pucka passuTis
cypopor, TpebyeTcs 0cobas 0CTOPOXKHOCTb.
Opmocmamudyeckas 2unomeH3usi
Tepanusi 6opTe30MUOGOM 4acTO COMPOBOXAAETCS OPTOCTATUYECKOW TMMoTeH3uen. B
GonbLUMHCTBE Cryyaes oHa ObiBaeT cnabolt unn cpeHen TAXECTH 1 MoXeT HabnoaaTbes B
X0fie BCEro neveHms. Pefiko oTMeyanmch kpatkoBpeMeHHbIe NoTepy CosHaHms. Y 60nbHbIX,
MMeoLLMX B aHaMHe3e 06Mopoku, AnabeTuyeckyio HeliponaTio, MonyyatoLmx r1noTeHams-
Hble npenapatbl, a Takke y GorbHbIX ¢ 06e3BOXMBaHMEM Ha (DOHE Auapen Unn pBOThI
cnepyet cobnioaatb 0CTOPOXHOCTb. BOMbHbLIX CnesyeT NMPOWHCTPYKTUpPOBaTb O
HeobxoaumocTi obpallieHnst K Bpayy B Cryyae rONOBOKPYXEHWS, YyBCTBA «MerkocTi B
roroe» unn obmopoka. Mpu pa3BUTUN OPTOCTATUYECKON TMMOTEH3UM PeKoMeHAyeTcs
ruapaTauus, BBefleHNe rMiokOKOPTUKOCTEPOUAOB U/MAN CUMNATOMUMETUKOB; Mpu
HeobXOAMMOCTY CrieyeT CHU3UTb 103y TUNOTEH3UBHBIX PEnapaTos.
CepdeyHas HedocmamoyHoCMb
[Mpu npumeHeHnn GopTe3ommnba onncaHo passuTIE NN YCUNEHE UMEIOLLEACS XPOHNYECKON
cepAeyHol HegocTaToyHocTU. K pasBuTMIO MPU3HAKOB M CUMMTOMOB CepAEYHOM
He[0CTaTOYHOCTY MOXET Mpeapacnonaratb 3adepxka Xuakoctu. borbHble ¢ akTopamm
pucka unu ¢ 3abonesaHusMM CepaLa B aHamHe3e AOMKHbI NOABEpraThesi TLLATENbHOMY
HabntogeHmio.
[NeyeHo4Has HedocmamoyHocmb
OnucaHbl Cry4an BO3HUKHOBEHWS OCTPOM MEYEHOYHON HEAOCTATOYHOCTM Y MaLMEHTOB,
KoTopble Ha (hoHe Tepanuu GOpTE30MMBOM O[HOBPEMEHHO MPUHWUMANM B KayecTse
COMYTCTBYIOWIErO NEYeHNs Apyrue npenapatbl. Takne NpusHaki HapylieHns tyHKLuM
neyeHu, kak yBennyeHne akTMBHOCTY NEYEHOUHbIX (epMeHTOB, runepbunupybuHemms unu
renatut, 06bIYHO MPOXOAUNM NMpu OTMeHe GopTesommuba. [laHHble O COCTOSIHAM 3TUX
naLueHToB nocne Bo306HOBNEHS Tepaniv GopTe30M1BOM OrpaH4eHb!.
MauueHTam ¢ cumnTomMamm HapyLUeH!s PyHKLMM NeYeHN, crefyeT HasHayaTb 6opTesomnt B
Goree HU3KUX HaYarbHbIX [0O3aX W MPOBOAMTL MOHUTOPUHI Ha MPeAMET BO3HUKHOBEHMS
TOKCUYHOCT, TaK kak 6opTe3omMnd MeTabonmnanpyeTcsi NeyeHoUHbIMI hepMeHTamm, 1 ero
KOHLIEHTpaLs MOXET YBENUYMTLCA MPU HapyLUeHUM (yHKLMW NeYeHn CcpeaHei/Tsenon
cTeneHy (cM. paaaen «Crnocob npuMeHeHus M 403bI»).
CuHdpom 3adHell obpamumoll sHyehanonamuu
Y nauueHToB, npuHMMatowmx 6opTe3oMnd, OTMevancs CMHApOM 3afHeit obpaTumon
SHUedbanonatuu - peakoe, obpaTMMOe HEBPONOTUYECKOe HapyLeHue, KOTOpoe MOXeT
COMPOBOXAATLCS CYAOPOrami, NOBbILLEHNEM apTepuanbHoro AaBMeHns rofoBHON Bonbio,
netapriei, CyTaHHOCTbIO CO3HaHWSY, CIENoTol 1 ApYrMY BU3yarbHbIMI U HEBPOOTMYECK-
MW HapyLueHusiMu. [Insi NOATBEpXAEHWs [AuarHo3a NpOBOAMTCS MarHUTHO-pe3oHaHcHast
TOMOrpachus roioBHOro Moara. Mpu pasBuTUM CMHAPOMa obpaTUMOi 3afHei aHLedanona-
TM crepyeT npekpaTUTb npuem GopTesomuba. besonacHocTb BO30GHOBNEHMs Tepanuu
6opTe3omMubom nocre paHee BbISBNIEHHOTO CUHAPOMA 3aAHeil 0BpaTMoit sHUedanonatm
HenBecTHa.
Peakmusayus supyca Herpes zoster
Nevalwmm Bpayam cnepyet paccMOTPeTb BO3MOXHOCTb MPOBEAEHUS MPOTUBOBUPYCHON
npodunakTukM y naLueHToB, nonyvawlmx Tepanuio 6optesommbom. Y nauyneHTos,
nonyvatwwux Tepanuio Goptesomnbom, mendanaHom 1 NpeAaHU3OHOM, YacToTa
peakTuBauuu Bupyca Herpes zoster 6bina Gonblueit N0 CpaBHEHMIO C NalueHTamu,
nonyJatowymn Tepanuio mendanaHom n npeaHn3oHoM (14 % n 4 %, COOTBETCTBEHHO).
[MpoBeaeHe NPOTUBOBMPYCHON NPONNaKTUKM JOCTOBEPHO CHINKAET YacTOTy peakT1BaLim
Bupyca Herpes zoster.
HapyweHus ¢pyHKyuu neakux
B penkux cnyyasix npu npumeHeHun GopTesomuba Habniopanuch ocTpble Anuddy3Hble
MHUNbTPaTUBHbIE 3aB0NeBaHNs Nerkux HeM3BECTHON STUONMOMM, Takue Kak MHEBMOHMT,
MHTEPCTULManbHas MHEBMOHMS, NEro4Has MHMNbTPaLWs 1 CUHAPOM OCTPOI AbIXaTeNbHOM
He[0CTaTOYHOCTW. HekoTopble U3 3TUX COCTOSHWI NPUBENM K neTanbHoMy ucxogy. B cnyyae
NOSIBNIEHNSI CUMMTOMOB PACCTPOICTBA (HYHKLMM NETKUX UMK YXYALLIEHWS YXKe UMEtoLLMXCs
CUMNTOMOB HeobXoAUMO Cpa3dy e MpOBECTU AMArHOCTUKY W Ha3HauuTb nauueHTam
COOTBETCTBYIOLLEE NEYEHNE.
B KnuHWYecknx uccnefoBaHusx 2 nauueHTa (3 2-yx), MonyyaBLUMX BbICOKME A03bI
uutapabuHa (2 r/m’ B [eHb) NyTeM HenpepbiBHON MH(Y3MM B TeyeHne 24 4acos C
[JayHopybuLmMHOM 1 6opTe3oMnboM Ans peLmanBUpytoLLel OCTPON MUENOUAHON NeNkemMum,
YMepnu 0T OCTPOrO PecnupaTopHOro AUCTPEcC-CMHAPOMa B Hauane Kypca Tepaniu,
nccneaoBatne Gbino 3akoH4eHo. Takum 06pasoM, AaHHas cxema NeyeHnsi C OAHOBPEMEH-
HbIM BBEJGHIMEM BbICOKIX [103 LiuTapabuHa (2 /M’ B [ieHb) nyTeM HenpepbIBHON UHY3MM B
TeueHue 24 4acoB He PeKOMEHaYeTCs.
CuHdpom nusuca onyxonu
B cBsian C BO3MOXHBIM pa3BUTMEM TMNEPYPUKEMUM, CBSI3AHHOW C CMHAPOMOM Nu3uca
OMyXOnu, NauueHTam BO BpeMsi Tepanun PekoMeHAYeTCs OnpedensiTb KOHLEHTpaLyio
MOYEBOI KUCTOTbI M KpeaTUHIHA B CbIBOPOTKE KPOBW. [INsi NpeaoTBpaLLEeH!s runepypukeminm
pekoMeHpyeTcs 06UnbHOE MUTbE, MPU HEOBXOAUMOCTY - annonypuHON W 3alyenaymsaqne
MOUM.
IMpu npumeHeHnn 6opTesomnba y 60NbHbIX, OAHOBPEMEHHO MPUHUMAIOLLMX NepopanbHble
runornnkeMuyeckine npenaparbl, crnepyeT TWATeNbHO KOHTPOMMPOBATb KOHLIEHTpaLmio
ITHOKO3bl B KPOBM 1 MpW HEOBXOAMMOCTM NPOBECTU KOPPEKLMIO A03bI TUNOTTMKEMUYECKUX
npenaparos.
B nepuop nedenns no6oro 13 NonoBbIX MapTHEPOB PEKOMEHAYETCS MCMonb3oBaTh
Ha[ieXHble METOAbI KOHTpaLienLuy.
IMpu paboTe ¢ 6opTesommbom cnepyeT cobntogaTb obLenpUHsATLIE NpaBuna obpalleHus ¢
LiUTOTOKCUYECKMMM NpenapaTamm.
Peakyuu UMMyHOKOMNIEKCHO20 muna
Peakumn MIMMYHOKOMMNEKCHOrO TUMa, Takie Kak CbiIBOPOTOYHAs 60nesHb, nonuapTput ¢
CbiNbto, IPONMdEPaTMBHBIN rMoMepynoHedpuT Obinn 3aperncTpupoBaHsl Hevacto. Cneayet
npekpaTuTh NpuMeHeHne GopTeaomuba Npu BO3HUKHOBEHUI CEPbE3HBIX PeaKLinii.
BnusHne Ha cnocoGHOCTbL YNpaBNATL TPaHCMOPTHLIMU CPEACTBAMM, MeXaHU3MaMn
MauneHToB Heobx0AMMO NpeaynpeanTb O BO3MOXHOCTW MOSIBREHWS BO BpeMs NeyeHus
6opTesommbom ronoBokpyxeHus, o6Mopoka, 3pUTEMbHbLIX PACCTPOACTB U APYrux
HexenaTemnbHbIX SIBMEHUIA, KOTOpble MOryT MOBAWATb Ha CMOCOBHOCTb ynpaBnATh
TPaHCNOPTHbIMK CpeAcTBamMu. Mpu BO3HUKHOBEHMN 3TUX CMMMNTOMOB NaLMeHTam
peKOMeHfyeTCs BO3AepXaTbCsi OT YNpaBneHus aBTOMOBUNEM U 3aHATWIA Apyrumu
NOTEHLMaNbHO OnacHbIM1 BULAMU AesTeNbHOCTY, TpebyIoLyMM NOBbILLEHHON KOHLIEHTpa-
L1 BHUMaHWS M BbICTPOTbI NCUXOMOTOPHBIX peaKLiii.
®opma Bbinycka
Tnocbunmaat Ans NpUroToBNEHMS pacTBOPa AN BHYTPUBEHHOTO 1 NOAKOXHOTO BBEAEHNS 2,5
mr,3,0Mrn3,5wmr.
Mo 27,5 mr (2,5 mr 6opTtesomn6a); no 33,0 mr (3,0 mr Goptesommnba) unm no 38,5 mr (3,5 mr
6opTesomuba) nrocunmuaata Bo dnakoHbl GecLBETHOrO CTekna 1-ro rmgponMTIYecKoro
knacca BMECTUMOCTbIO 15 Mn, ykynopeHHble npobkamu pe3nHOBbIMM, 3akaTaHHble
Konnaykamu aniMUHUEBBIMU WAW KONMaykamu aniMUHUEBBIMU W NNACTUKOBBIMU
KpblLLKaMu, 06eCneynBaroLL M KOHTPOb NEPBOrO BCKPLITUS.
Io 1 hnakoHy BMECTe C MHCTPYKLMel No NPUMEHEHMI0 NOMELLAIoT B NauKy U3 kapToHa.
CpokrogHocTu
2ropa. He npuMeHATL N0 UCTEUEHN CPOKa FOJHOCTH.
YcnoBus xpaHeHus
Mpv TemnepaType He BbiLe 25 °C BO BTOPUYHOI YNAKOBKE (MaYKe kapTOHHOI).
XpaHuTb B HEOCTYMHOM ANs AeTe MecTe.
Ycnosus otnycka
OTnyckaloT no peLenTy.
MpoussoauTens

AO «OHOMBY, Poccus.

612711, Kuposckas 06m., OMyTHUHCKWiA paitoH, Tepputopusi BocTouHoe ropogickoe
nocenexue, TeppuTopus Aopora BoctouHblii - Pununnoeka, cTp. 3, kopn. 1.
lOpuanyeckoe nuLo, Ha UM KOTOPOTO BbIAAHO PErMCTPaLMOHHOE YAOCTOBEPEHNe
3A0 «KaHoHdapma npopakLuHy», Poccus.

141100, MockoBckas obnacrb, r. LLienkoso, yn. 3apeynas, g. 105.

Ten.: (495) 797-99-54, cakc: (495) 797-96-63 www.canonpharma.ru
WHdopmaums 06 opraHu3aumsx, B KOTOpbIe MOFYT ObITb HanpaBneHb!
npeTeH3MMn Mo KauecTBY NlekapCTBEHHOTO Npenapara
3A0 «KaHoHdapma npogakiuHy, Poccus.

141100, MockoBckast ob6nacTs, r. LLenkoso, yn. 3apeyHas, A. 105. Ten.: (495) 797-99-54,
akc: (495) 797-96-63. OnekTpoHHbIt appec: safety@canonpharma.ru
Monyyums dononHumernbHsle 0aHHbIe 0 Npenapame, HanpPagUMb NPEMEH3UI0 Ha e20
Kka4yecmeo, 6e30nacHOCMb, COOBLYUMb O HEXeameslbHbIX IEKapCMBEHHbIX PeaKuyusix
MOXHO no meneghoHy: 8 (800) 700-59-99 (6ecnnamnHas nuHus 24 yaca) unu Ha caiime
www.canonpharma.ru 8 pasdene «lonumuka e obnacmu kadecmeay -
«be3onacHocmb npenapamog».
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