MHCTPYKLIUA
no MEQULUUHCKOMY NMPUMEHEHUIO NMPENAPATA
OYOOAPT / DUODART

ToproBoe Ha3BaHue npenapara: [lyogapT COTJTACOBAHGOG |
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HeucTeyroumne Bewecrtsa: gyractepus 0,5 mr + TamcynoauHa rugpoxnopug, 0,4 mr.
BcnoMmoraTenbHble  BelWecTBa:  MOHO-AU-TAMLEPUAbI  KanpuUnoBOW/KanpuHOBOIA
kmcnotel (MAK), 6ytunrugpokcutonyon (BI'T, E 321), xenatuH, rnuuepon, TutaHa
anokenp  (E171), «kpacutenb xenesa okcup xentoit  (E172), uennionosa
MUKpOKpUCTaniMyeckasn, MeTakpunosas kucnora: atunaxkpunat cononumep (1:1) 30 %
avucnepcus, Tanbk, TPUaTUNUuTpar.

KomnoHeHTbl TBepao# Kamncynbl M3 runpomennosbl: kapparuHad (E407), kanus
xnopug, TutaHa avokeund (E171), kpacutens xxenesa okeung kpacHeolii (E172), kpacutens
xentblh (E110), runpomennosa-2910, yepHuna yepHble (Wennak, NPonUNeHrMKonb,
KpacuTernb xenesa okeug vYepHbiin (E172), kanust rugpokeug).

OMUCAHUE
Mpoponrosatble TBepAbie Kamncynbl C KOPWMHEBBLIM KOPMYCOM U OpaHXeBoit
KPbILLEYKOW, Ha KOTOPOW YepHbIMU YepHUNamu HaHeceH ko «GS 7CZ».

PAPMAKOTEPANEBTUYECKASA FrPYNNA: cpeacrtea ansa neyeHus
AOOpoKayecTBeHHOW runepnnasuy npeacraTtenbHoi xenesbl. AHTaroHWUCThbl anbda-
agpeHopeLenTopoB.
Kon ATX: GO4CA52.

"®APMAKOJIOT'MYECKUE CBOUCTBA

dapmakoguHaMmMKa

Hdyopapt npeactaenset coboit kombBuHaumio AByx hapMaLeBTUYECKUX CyBCTaHLM:
AyTactepupa, ABOWHOrO MHrMbWUTOpa So-peayktasbl U TaMCynos3vHa rMapoxXIopuaa,
aHTaroHucTa afpEeHopeLenTopoB oda W od. HaHHbie BelwecTBa o6napgaioT
B3aUMOAOMNOIHALLIMM MEXaHU3MOM [LeicTBus, Gnarofaps koTopoMmy Habniopaetcs
ObicTpOe ynyylleHne CUMNTOMOB U CKOPOCTM MOYEUCHYCKaHUs, CHWKEHWE pucka
OCTPOVi 3af4epXKn MOYM U HEOOXOAMMOCTU MPOBEAEHUS XUPYPTUYECKON onepaunu no
nosofy AoBpokayecTBEHHOW runepnasun npeactaTensHoi xenessl (AIMHK).
BDyTactepua nogaBnseT akTMBHOCTb M30hepMeHToB Sa-peaykTasbl 1-ro u 2-ro TMMOB,
KOTOpble OTBETCTBEHHbl 3a NpeBpalleHue TecTOCTepOHa B AWUTMAPOTECTOCTEPOH.
Aurngpotectoctepor ([I'T) sABnNAeTCAs OCHOBHLIM aHAPOreHOM, OTBETCTBEHHbIM 3a
poCT npeactatenbHOW Xenesbl W passutue [OMMHK. TamcynosuH nopasnseT
aKTMBHOCTb  O1a w (1d-3APEHOPELIeNTOPOB B  NagkoW  MycKyratype CTpoMbl
npeacTaTesibHOW Xenesbl 1 LWenke MoyeBoro nyswips. Okono 75% ai- peLenTopos B
NPeAcTaTenbHON Xenese OTHOCATCS K MOATUNY Q1a,

lpumereHue dymacmepuda 6 KOM6UHaYUU ¢ MamMCyno3UHOM

B AaHHYI0 MHCTPYKLMIO BKITIOYEHbI Pe3yribTaThl KMMHUYECKUX UCCef0BaHUI CBOGOAHOI
kombuHaLuun gytactepuaa u Tamcynosuta.

B xope ueTbipexneTHero MHOrOLEHTPOBOTO MEXAYHAPOAHOTO PaHAOMU3NPOBAHHOO
ABOVHOrO CNEenoro KNHNYECKOro UCCNEAOBaHWS B NapanmenbHbIX rpynnax, B KOTOpOM
y4acTBOBanu My>X4uHbl C YMEPEHHbIMU U Taxenbimn cumntomamu MK ¢ o6bemom



32048905
C \,:»;paﬂemm 1
3 I ek
npeacraTtensHomn xenessl >30 mMn u KOHueﬁnpaumeim NCA B npeperax 1,5 - 10 Hr/mn,
nsyyanocb npumeHeHue paytactepuga 0,5 mr/cytkm (n = 1623), TamcynosuHa 0,4
mr/cyTkn (n = 1611) n kombuHaumu gytactepug 0,5 mr nnoc TamcynosuH 0,4 mr (n =
1610). MNpumepHo 53% nauveHTOB paHee nony4anu Tepanuio C MNPUMEHEHUEM
MHrMBUTOPOB 5-a-pedyKTasbl UMW aHTaroHUCTOB di-agpeHopeuenTopos. [lepsuyHoi
KOHEYHOW TOYKOW B TeYeHue nepsblx 2 neT Tepanuu 6bino n3aMeHeHne cymmbl 6annos
No MeXAyHapOA4HOW LuKane oueHku npoctatudeckux cumntomoB (IPSS) (wkana us 8
NYHKTOB, ocHoBaHHasi Ha AUA-SI ¢ AONONHUTENbHBbIM BONPOCOM MO KAYECTBY XXU3HM).
BTopuyHbie KOHEYHbIE TOYKW, OLIEHMBAaBLUMECS NOCMEe 2 NeT NnevYeHus, BKNoYanu takme
nokasatenu, Kak MakcumanbHasi CKOpOCTb MoudeucnyckaHumsi (Qmax) u  obbem
npeactaTtenbHOn xenessbl. B cpaBHeHun c rpynnoi pyrtactepuga W rpynnon
TamcynosuHa pesynbtatbli B OTHOoweHuu [IPSS, nonyyeHHble B rpynne
KOMOUHMPOBAHHOW Tepanuu, Obinn 3HaYMMbIMK, HaYMHaA ¢ OTMETOK BpemeHu Mecsl 3
n Mecsay 9, coortBetcTBeHHO. PesynbTathl B OTHOWweHUM Qmax B rpynne
KOMBUHWPOBaHHON Tepanun BbinNy 3Ha4YNMbIMKU, Ha4YMHas ¢ OTMETKU BpeMeHn Mecsy 6,
B CpaBHEHUM C rpynnamMu aytacrepuaa 1 TamcynosuHa.
KombuHupoBaHHaa Tepanust gytacTepuaoM W Tamcyno3vHOM NpUBOAUT K Oornee
3HAYMMOMY YNYYLLEHUIO CUMNTOMOB, YEM TMPUMEHEHWE TOMbKO OOHOrO W3 3TUX
KOMMoHeHToB. [locne p[ABYX neT rieyeHuMs B rpynne KOMBWHWPOBaHHOW Tepanuu
Habnoganocb CTaTUCTUHECKUM 3HaYMMOE CKOPPEKTUPOBAHHOE CpefHee YhyullieHue
OLEHKM MO LLKane CUMNTOMOB, KOTOPOE COCTaBuso -6,2 6annoB 0T UCXOAHOrO.
CKOppeKkTMpoBaHHOE cpefHee YyryylueHMe CKOPOCTM MOTOKa MOYM MO CPaBHEHWUIO C
MCXOAHbIM YPOBHEM cocTaBuio 2.4 mn/cek B rpynne KOMOUHUpoBaHHOA Tepanuu; 1,9
Mi/fcek B rpynne paytactepuaa u 0,9 wmn/cek B rpynne  TamcynosuHa.
CkoppexkTupoBaHHOe cpefHee ynydlwenne uHAgekca snuawus OTDK (Bl no
CPaBHEHWIO C UCXOAHLIM YPOBHEM cocTaBuno -2.1 6annos B rpynne KOMOGUHUPOBaHHOM
Tepanwu; -1,7 6annos B rpynne aytactepuga u -1,5 6annos B rpynne TamcynosuHa.
[aHHble yny4yleHuss CKOpOCTUM NOoTOKa MOYM U uHAekca snusHus AMMTDK 6binu
CTATUCTUYECKN 3HAYUMbIMKU B rpynne KOMOWHMPOBaHHON Tepanuu, Mo CpaBHEHWIO C
rpynnaMmu MoHoTepanuu.
CHumxeHue obulero obbema npeactaTtenbHon xenesbl U 0GbemMa NepexofHON 30HbI
nocne AByX NeT fie4eHns ObiNo CTAaTUCTUHECKN 3HAYUMbIM B rpynne KOMBUHUPOBaHHON
Tepanuu, No CpaBHEHUIO C IPYNMoN MOHOTEPaNUK TaMCyNO3UHOM.
MepBrYHOI KOHEYHO TOYKOW nocne 4 net Tepanun 6biN0 BpeMsa 40 pas3sBuUTUs NepBoro
cniy4qas octpou 3agepxku moun (O3M) unu xupyprmyeckoro smeLLaTenscTsa B CBA3M C
AITDK. Tlocne 4 net Tepanun cHuwxeHue pucka O3M unu  xmpyprudeckoro
BMelwartensctea B cBaAsn ¢ [AITDK B rpynne komOGuHupoBaHHOW Tepanuu 6bino
CTaTUCTUYECKN 3HAYUMBbIM (CHMXKEHUE pucka Ha 65,8% npu 3Hadenum p < 0,001 [95%
AN 54,7% - 74,1%]) B cpaBHeHMM C pesynbLTATOM B [pynne MoHoTepanuu
TamcynosuHom.  [lokasatenm  uactoTel cnydaeB O3M M xupypruyeckoro
BMellaTenscTea B cBAsu ¢ [II'TDK 3a 4 roga B rpynne KOMOUHUPOBAHHOI Tepanuu 1 B
rpynne TamcynosuHa coctasunu 4,2% u 11,9%, cootBeTcTBeHHO (p < 0,001). Mo
CPaBHEHWIO C Trpynnon MoHoTepanuu [JyTacTepugoMm B rpynne KOMOUHUPOBaHHOM
Tepanuu puck crnydaes O3M u xupyprudeckoro BmelsaTensctsa B csasu ¢ [IMDK
cHusunca Ha 19,6% (p = 0,18 [95% AW -10,9% - 41,7%]). MokasaTtenu 4acToThl
cnyqaes O3M u xupypruvdeckoro BmellatenscTsa B cessv ¢ AIMDK 3a 4 roga B rpynne
aytactepuga cocrtasunu 5,2%.

=

BTopuuHble KOHEYHbIE TOYKK, OLIEHUBaBLLMECH Nocne 4 neT Tepanuu, BKIYanu Bpems
A0 KIIMHUYECKOro nporpeccupoBaHns (KOMOVMHUPOBAaHHLIA MoKasaTenb, BKMOYaBLLNIA
criegyloume CcocTasnaiowme: yxXyAlleHve, MoATBEPXKAEHHOE W3MEHEHWEM CyMMb
6annos no wkane IPSS Ha >4 6anna, cnydyan O3M, ceasaHHble ¢ A TDK, Heaepxakue



HI PS _COrJIAc

MUHHACTEPC

8 8 0 ‘! - 2 0 1 9 \prmaapl;?;:fxx

LY

SRR
MOuM, WHekums moudesbiBogawmx nyten (ML) v fiddeun
N3MEHEeHNe CcyMmbl 6annoB no MeXAyHapoAHOMW LiKane OUEHKM NpocTaTUyveckux
cumnTomoB (IPSS), nameHeHne MakcuMarbHOW CKOPOCTU Moueucnyckauus u obbvema
npeacrartenbHon xenesbl. PesynbTaThl wuccnegosaHna nocne 4 ner Tepanuu
npeAcTaBeHbl HUXe.

MapameTtp OTMeTKa BpeMeHuU Kombunauy | lyractepu | Tamcynos

usi a UH
O3M unn HactoTa yepes 48 mecsaues 42 52 11,9a
Xvpypruyeckoe

BMELLaTeNbCTBO B
cBasu ¢ AINMPK

(%)

Knunuueckoe 48 mecsiLes 12,6 17,8b 21,5a

nporpeccupoBaHu

e* (%)

IPSS (6annbi) [UcxogHbivi ypoBeHb] [16,6] [16,4] [16,4]
48 mMecsueB (M3MEHeHue OfT -6,3 -5,3b -3,8a
MCXOQHOFO YPOBHS)

Qmax (mn/cek)  [UcxopHbivt ypoBeHb] [10,9] [10,6] [10,7]
48 MecsueB (U3MEHEHMEe OT 2,4 2,0 0,7a
MCXOOHOIO YPOBHS)

O6bvem [cxoaHbIi ypoBeHb] [54,7] [54,6] [55,8]

npeacrarensHon 48 mecaues (% usaMeHeHus o1} -27,3 -28,0 +4 .62

bKenesb! (mn) MCXOQHOro ypoBHS)

O6bem [McxoaHbI ypoBeEHD] [27,7] [30,3] [30,5]

nepexofHoun 3o0Hbl 48 mecsaues (% usmeHeHus o1, -17.9 -26,5 +18,2a

npeacTaTenbHON |UCXOQHOIO YPOBHS)
pKenesbl (Mn)#

WHpexc Bnusiiua  [UcxoaHbiv ypoBeEHb] [5,3] [5,3] [5,3]
A TRK (Bl 48 MecsiueB (M3MEHEeHue OT -2,2 -1,8b -1,2a
(6annbl) MCXOAHOro YPOBHS)

IPSS, Bonpoc 8  [icxoaHblii ypoBeHb) [3,6] [3,6] [3,6]
(oueHka 48 mecAueB (M3MEHeHue Of -1,5 -1,3b -1,1a
COCTOSIHUSI MCXOAHOIO YPOBHS)

3[0pOBbS B

koHTekcte [ITDK)

(6annbl)

3HaueHuss nokasaTenenl Ha WCXOAHOM YPOBHE — CPeAHWEe 3HAYEHUs, 3HAYEHUs
N3MEHEHUI OT UCXOLHOTO YPOBHSA — OTKOPPEKTUPOBAHHbIE CPEAHME 3HAYEHNS.

* KnuHudeckoe nporpeccupoBaHue SBSIETCS KOMOWHMPOBAHHLIM MoKasaTenem,
BKIIOYABLUUM criefyioLume CoCTaBnsowme: yxyaleHue, NoaTBepKaeHHOe N3MEHEHNEM
cymmbl Gannos no wikane IPSS Ha >4 Ganna, cnydau O3M, CBSi3aHHblE C Armx,
Heaepxanne mouu, MM 1 noyeyHas HegoCTaTOMHOCTD.

# oueHka npoBogunack B OTAEMbHbIX WUCCregoBaTenbCckux LeHTpax  (13%
pPaHAOMU3NPOBAHHbLIX NALMEHTOB).

a. PesynbTatbl Obiniv 3Ha4MMbIMK B rpynne KoMGuHUpoBaHHoW Tepanuu (p < 0,001) B
CpaBHEHUM C rpynnown TamcynosuHa no npoiuectTeun 48 mecsaues.

b. PesynbTatbl Obinu 3HauuMbIiMK B rpynne KomMBuHUpoBaHHo Tepanuu (p < 0,001) B
CpaBHEHWUW C rpynnon gytacrepuga no npowecTsnn 48 mecsaues.
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MpumeHeHve gytactepuaa B gose 0,5 mr/cyTku nsyyanocb B cpaBHeHun ¢ nnauebo Ha
npumepe 4325 MyXXUYMH C yMepeHHbIMU 1 Tsxenbimu cumntomamu [NMDK ¢ obbemom
npeacTaTtensHon xenesbl >30 mn v ¢ koHueHTpaunen NCA B npegenax 1,5 - 10 vr/mn B
XO04e  Tpex  ABYXFOAMYHBLIX  MHOMOLEHTPOBBLIX  MEXAYHAapOAHbIX  nnauebo-
KOHTPONUPYEMbIX [ABOMWHbLIX CrenblXx NEepBUMHbIX KUccneagosaHun apdeKTUBHOCTY.
HaHHble KuHMYecKue wuccneposaHus Obinu  npoaneHbl [0 4 neTr 3a  cyer
AOMNOSTHUTENBHOIO Nepuoga OTKPLITOW Tepanuun, Npyu 3TOM BCE NALUMEHTHI, OCTaBLUNECS
B uccriefjoBaHuu, NpoaomKanu nony4vartb Ty e camyto o3y gyractepuga 0,5 wr. o
npowlecTsun 4 net u3 nepsBoHavanbHO PaHAOMU3UPOBAHHLIX NAUMEHTOB B rpynne
nnauebo wu B rpynne pgytactepupa octanock 37% u  40% ucnbITyeMbIX,
COOTBETCTBEHHO. BonbwnHCTBO (71%) 13 2340 MyX4uH B XoA4e AOMNOMHUTENBLHOMO
nepuofa OTKPbITOM Tepanuu nonyvyanu fieyeHne B TedeHne 2-x AoNONHUTENbHbIX MeT.
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Haubonee BaxHbIMKM napameTpamy KNMHUYECKON 3(PPEKTUBHOCTU OblAn: MHAEKC
CMMMTOMOB amepukaHckon ypornormdeckon accoumauum (AUA-SI), makcumanbHas
CKOpPOCTb Moveucnyckanua (Qmax), 4actota cnyyaes OCTPOI 3aOEpPXKM MOUM U
XNpypruyeckoro sBMmeLuatenscrTea B cesan ¢ [ANNK.

MakcumanbHoe 3HadeHne uHaekca AUA-SI, onpenensieMoro ¢ noMmoLLbio onpocHuKa
ANst OLUEHKM CUMNTOMOB, cBs3aHHbIX ¢ [IMPK, u3 cemu nyHkTOB, cocTtasnser 35
6annos. MicxogHoe cpeHee 3Ha4YeHWe UHAeKca CocTaBnAno npumepHo 17 6annos. o
MPOLUECTBUM LLECTU MECALIEB, OHOTO rofa v AByX NeT Tepanun ynydileHue UHaeKca B
rpynne nnauebo cocraenano 2,5, 2,5 un 2,3 6anna, COOTBETCTBEHHO, a B rpynne
pytactepuga — 3,2, 3,8 n 4,5 6anna, cooTBETCTBEHHO. Pasnuuusa mexay AByMs
rpynnamy Tepanuu Obifin CTATUCTUYECKU 3HA4YMMbIMU. YnydiweHve uHgexkca AUA-SI,
HabnioaasLleecs B TEHEHUe NepBbiX 2 NeT ABOMHONM Cenoil Tepanumn, CoOXpaHunoch Ha
NPOTSAXEHUM eLe 2 NeT B Xo4e paclUMPeHHbIX OTKPbITbIX UCCREA0BaHWIA.

Qmax (MakcumarsbHasi CKopoCmb MOYEUCTYCKaHUS)

CpeaHee 3HaveHne Qmax B KITMHWYECKNX UCCNEAOBaHUSAX HA UCXOAHOM ypOBHE 6bino
okono 10 mn/cek (HopmanbHoe 3HaveHne Qmax >15 mn/cek). Mo NpoLecTBUM OOHOTO
roaa v AByX NeT Tepanun CKOpOCTb MOYeuncnyckaHust yBenuuunace B rpynne nnaue6o
Ha 0,8 n 0,9 mn/cek, cooTBeTCTBEHHO, @ B rpynne aytactepuaa — Ha 1,7 u 2,0 mn/cex,
COOTBETCTBEHHO. Pasnuuns mexagy AByMS rpynnaMmu Tepanuu Ha oTpeske BpeMeHM ¢ 1-
ro no 24-biii Mecsay O6biNo CTAaTUCTUYECKU 3HAYUMbBIM. YBENUYEHUE MakCUManbHO
CKOpOCTW MoueucnyckaHus, Habniogaslieecs B TeyeHWe nepBbiX 2 neT ABOWHON
Cnemon Tepanuu, COXPaHWIOCh Ha MPOTSXKEHWM ewe 2 feT B XOAe PacLLMpPEHHbIX
OTKPbITbIX UCCeA0BaHUN.

Ocmpas 3adepxka moyu (O3M) u xupypauyeckoe smewamenscmeo

Mo npowecTeuy AByx neT Tepanuu yactota cnyyaes O3M B reynne nnauebo
coctasnsna 4,2%, a B rpynne aytactepupga — 1,8% (CHWXeHWe pucka Ha 57%).
HaHHoe pasnuune sBRAeTCs CTaTUCTUYECKN 3HAYMMBIM, OHO O3HAYAEeT, YTo y 42 (95%
AW 30-73) nauneHTOB neueHue [OyTacTepuaoOM Ha MPOTSXKEHUU AOBYX NeT
npepoTepallaeT oauH cnyyan O3M.

Mocne aByx neT Tepanun YacToTa CNy4yaeB XUPYPruYecKoro BMeLLaTeNbLCTBa B CBA3M C
AKX e rpynne nnaue6o coctaensina 4,1%, a B rpynne aytactepuaa - 2,2%
(cHWxeHwe pucka Ha 48%). [aHHoe pasnuuue SBRSETCH CTAaTUCTUYECKU 3HAUYUMBIM,
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OHO O3HauaeT, uyto y 51 nauuenta (95% [W--83-109) nedeHune. Oyractepuaom Ha
NPOTSXXEHNM ABYX NET No3BonseT n3bexarb OAHOrO XMPypruyeckoro BMeLlaTensCTaa.

PacripedenieHue 80/10CHO20 MOKposa

B pamkax nporpammbl KnuHudeckux uccnenosanuin ®aswi lll BnusHue gyracrepuaa Ha
pacnpegeneHue BOSMOCAHOIO MOKPOBA HE uM3yyanocb, BMecTe C TeM, NpUMEHeHue
UHrMBuTopoB 5-anbda-peaykrasbl MOXET CHU3UTL NOTEPIO BOSIOC U CNOCOBCTBOBATL UX
POCTY Y NauveHToB C 0BSIbICEHUEM MYXCKOro TUMna (MyXckas aH4pOoreHHas anoneums).

@yHKYuUs WumoeguodHoU xernesbl

Brinaune Ha QyHKUMIO LWMTOBUAHOW >Kenesbl W3y4anocb B XOA4€ FOAMYHOrO
KNMMHUYECKOro UccnefoBaHUs € yvyacTueM 340poBbix Myx4uH. [locne ogHoro ropa
Tepanuu gytactepuaom nokasarenu ypoBHst CBOOOAHOIO TMPOKCUHA HE U3MEHUNCH, B
TO e Bpemsa B cpaBHeHWn c nnauebo yposeHb TupeoTponHoro ropmona (TTI)
HesHauuTenbHo ysenuuunca (Ha 0,4 MkME/mn). OpHako, nockonbky nokasartenu
ypoBHA TTI BapbupoBanuch, Npu4em guanas3oH MeauaHHbIX 3HadeHuit yposrsa TTT (1,4
- 1,9 MkME/Mn) Haxogunca B npegenax Hopmbl (0,5 — 4,0 MkME/mMn), a nokasatenu
KOHUEHTpauun TUPOKCUHA Obifn YCTOWYMBLIMU B MNpefenax HOPMbl U CXOXUMU npu
npuMeHeHUn nnauebo u gytactepupa, ykasaHHble W3MeHeHust ypoBHs TTT 6binu
pacueHeHbl KaK KIMHUYECKM He3Ha4YuMmble. Pesynbratbl BCEX KIMHUYECKMX
nccnenoBaHuii  CBUAETENbCTBYIOT 06 OTCYTCTBUM  OTPULIATENBHOMO  BAIMSIHUS
ayractepmuaa Ha OYHKUUIO LLIUTOBUAHOW XXeneassl.

HoeoobpasosaHus epydHol xenesbi

B AOByXneTHUX KIMHUYECKUX wuccrnegoBaHusX, B Xofde KoTopbiX 3374 nauumeHTa
nonyyanu gyracrtepup, no COCTOSHUIO Ha MOMEHT nepexofa y4acTHUKOB B 2-neTHee
pacluMpeHHoe (AOMONMHUTENbBHOE) OTKPbLITOE WCCREefOBAHUE Crydau paka rpyaHou
XENesbl Yy MyX4uH Obinu OTMEYeHbl Y 2 MauueHTOB B rpynne gytactepuaa v y 1
nauyveHta B rpynne nnaueto. B knuHudeckux uccnegosanuax CombAT u REDUCE,
NPOBOAMBLLUXCA Ha MPOTSHKEHUM 4 neT, cnyyaum paka TpyaHOW Xemnesbl He Obinu
OTMeYeHbl HW B OAHOW rpynne Tepanuu, npu 3TOM BO3AENCTBUE AyTacTepuaa
coctaBuno 17489 naumeHTo-nNeT, a BO3fJelCTBUE KOMOWMHALMW TamCyrnosuHa u
aytactepuga — 5027 naumeHTo-ner.

B AByX 3nuAeMUONnorM4yeckux WCCNefoBaHWUSX TWNa Cry4ai—KOHTPOmnb, OAHO U3
koTopbIx Obinio nposefeHo B CLUA (n = 339 cnyyaes paka rpyaHou xenesbl u n = 6780
KOHTPOMbHbIX Cry4Yaes), a gpyroe B 6ase AaHHbIX 3apaBooxpaHeHust Benukobputanum
(n =398 cnyyaes paka rpyaHoi xenesbl U n = 3930 KOHTPOMbLHLIX CMy4aeB) He Gbino
NPOAEMOHCTPMPOBAHO YBENNYEHNe puUcKa PasBUTUS paka rpyaHON Xenesbl Y MyX4uH
npw npuMeHeHnn UHrMbuTopOB 5-anba-peaykrassbl (cMm. pasgen «Mepebi
MPEeAOCTOPOXHOCTMY). Pe3ynbTaTbl NEPBOro WUCCNEAOBaHWA He BbLISBUNW CBS3U C
passuTUEM paka rpyaHoW kenesbl y MYXYMH (OTHOCUTENbHBLIA puck Ans = 1 ropa
NPUMEHEeHUss 4O MOCTAHOBKU [WarHo3a paka [PyAHON >Kefie3bl N0 CPaBHEHWIO C
<1ropom npumeHenns: 0,70: 95 % QW 0,34, 1,45). Bo BTOpOM UCCrEROBaHUU
OUEHEeHHOE OTHOLLUEeHWE LLUAHCOB pa3BUTUSI paka TPYAHOW Xenesbl, CBSA3aHHOro C
NpUMeHeHneM wuHrMbuTopoB 5-anbda-pefykTasbl, NO CpaBHEHUIO C rpynnoit 6es
npumeHeHus, coctasnsano 1,08: 95 % U 0,62; 1,87).

anNVlHHO-CJ'Iep,CTBeHHaSI CBA3b MeXOy BO3HMKHOBEHMEM paka pr&HOVI xenesbl y
MYX4YUH U ONUTENbHBIM NPUMEHeHUeM aytTacTepunia He ycTaHOBIEHa.

BrniusiHue Ha My cKyro ¢hepmusibHOCMb
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uccnenoBaHuKu ¢ y4acTuemM 300poBbix gobposonbues B Bo3pacTte oT 18 go 52 net (n =
27 B rpynne pyctactepuaa; n = 23 B rpynne nnauebo), Ha npoTtsxeHun 52 Hepenb
Tepanun u 24 Hepenb nocneayloulero HabmogeHns. Yepes 52 Hepenu neveHus
cpefHue MPOLEHTHble YMEeHbLUEeHUss OT Ha4yanbHOro YpoBHA oOLlero Koruyecrtsa
cnepmaTto3ongoB, obbema cnepmbl N NOABWKHOCTA CrNepMaTo3ongos B rpynne
aytactepuga coctaBunn 23%, 26% wu 18%, COOTBETCTBEHHO, C MOMNPaBKOA Ha
N3MEeHeHNst OT HayvyasfibHOro ypoBHS B rpynne nnauebo. ViameHeHne KOHUEeHTpauuun u
mMopdonorun crnepmartos3ougos He oTMmedanocb. Yepes 24 Hemenu nocnegyroLllero
HabnogeHus cpeaHee npoLeHTHoe n3MeHernue obLyero KonMyecTsa Cnepmaro3onaos
B rpynne agyrtactepuga ocrtasarnocb Ha 23% Hwke UCXoAHOro nokasartens. B 1o Bpems
KaKk cpefHue 3Ha4veHust Bcex napameTpoB BO BCEX OTMETKax BPEMEHMW OCTaBanuch B
npeaenax HOPMbI M He COOTBETCTBOBanM 3apaHee OnpefenieHHbiM  KpuTepusm
KIMMHUYECKM CyLIECTBEHHOro W3MeHeHust (30%), y QAByX nNauUMEHTOB B rpynne
AyTactepufa vepes 52 Hellenu Tepanun KONMYECTBO CNEpMaToO30MA0B YMEHbBLUMIOCH
Bonee yem Ha 90% OT UCXOQHOTO YPOBHS, NPU 3TOM Yepes 24 Hedenu nocneayioLLero
HabnoaeHnss 6blNo OTMEYEHO YacTUYHOE BOCCTaHOBMEHME. BO3MOXHOCTb CHUXEHUS
MYXCKOMN (hePTUNBHOCTY HE MOXET ObiTb UCKNIOUYEHa.

HexenameribHble i8f1eHUsI CO CMOPOHbI cepdedHo-cocyducmoll cucmemsl

B 4-netHem uccnegosanun [AITDK ¢ npumeHenvem gytactepupga B KOMOMHaUMM C
TamcynosuHom y 4844 myxuuH (uccrniegosaHve CombAT) uactota crniyyaes,
OnUCbiBaeMbIX KOMOUMHUPOBaHHLIM TEPMUHOM "cepaeyHas HeAOCTaTOMHOCTL", B rpynne
KOMOUHMpoBaHHON Tepanuu (14/1610, 0,9%) Gbina Bbiwe, yem B oBewx rpynnax
MOHOTepanuu: agytactepug - 4/1623, 0.2%, Tamcynoaut - 10/1611, 0.6%.

B oTAenbHOM YeTbipexneTHeM KIMHUYeckoM uccnegosannu (uccrnegosarHne REDUCE)
c yyactveMm 8231 nauueHta B BO3pacTe oT 50 [0 75 neT C MONyYeHHbLIM paHee
oTpuuaTesNlbHbIM  pe3ynbTatoM OuoncuM Ha pak npefcTaTenbHoW Xenesbl U ¢
koHueHTpauven NCA Ha ncxogHom yposHe B npefenax 2,5 Hr/mn - 10,0 Hr/mn (y
MyX4uH B Bo3pacte oT 50 Ao 60 neT) u 3 Hr/mn - 10 HI/MA (Y My>X4MH B BO3pacTe
crapwe 60 neT) 4actoTa cry4aes, ONWUCHIBAEMbIX KOMBGMHUPOBAHHLIM TEPMUHOM
‘cepfiedHas HeJoCTaTOMHOCTL", B rpynne pytactepug 0,5 Mr oguH pas B CYTKN
(30/4105, 0.7%) 6bina Bbie, 4Yem B rpynne nnauebo (16/4126, 0.4%).
PeTpocnekTvBHbIN aHana pesynbTaToB AAHHOTO UCCefoBaHWUsl CBUAETENbCTBOBAN O
TOM, 4YTO 4YacToTa Crny4aes, OfnuChbiBaeMblX KOMOUHMPOBAHHLIM TEPMUHOM "cepaeyHas
HEQOCTATOYHOCTL", Yy NauMeHTOB, MONYYaBLUMX OJHOBPEMEHHO AyTacTepus U
aHTaroHnCT ai-agpeHopeuentopos (12/1152, 1.0%), 6bina Bbllwe, Yem y NauMeHTOB,
nony4aslmx Aytactepun 0es3 aHTaroHucTta ai-appeHopeuentopos (18/2953, 0.6%),
nnauebo U aHTaroHWCcT ai-agpeHopeuenTopos (1/1399, <0.1%) unu Tonebko nnaue6o
(15/2727, 0.6%).

B meta-aHanuse 12 paHOoMU3MPOBAHHBIX KITMHUHYECKUX uccneposaxun (n = 18802) ¢
KOHTpONEeM nnauebo unu npenapatom CpaBHEHWS, B KOTOPLIX OLEHWBaNu pucku
pasBuTUS  CEpAEYHO-COCYAUCTBIX  HEXenaTenbHbiX SBAEHWA MNpU  NPUMEHEHUM
AyTactepuaa (MO CPaBHEHUIO C KOHTponem), He 6bifio OBHapyXeHo CTabuibHOMo
CTaTUCTUHECKN 3HAYUMOTO YBENUYEHUSI pucka pasBUTUA CEPAEYHON HEOQO0CTaTOMHOCTM
(OP (oTHocuTenbHbIn puck) 1,05; 95 % AW 0,71; 1,57), octporo uHdapkTa MUokapAa
(OP 1,00; 95 % AW 0,77; 1,30) unu uHcynbta (OP 1,20; 95 % [N 0,88; 1,64).

Pak npedcmamenbHoU xenesbl U oryxomnu 8biCOKOU CmerneHu 3110Ka4ecmaeeHHoCmu
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B yeTblpexneTHeM KNMHUYECKOM MUCCNefoBdRWM-AR paBHEHUU C
nnauebo (nccnepnosanne REDUCE) ¢ yyactuem 8231 nauveHta B Bospacte oT 50 go
75 ner c nNoONydYeHHbIM paHee oTpuuaTenbHbiM pesynbTaTtoM 6buoncun Ha pak
npeacTaTenbHOn Xenesbl U ¢ KoHueHTpauuen NCA Ha ucxogHoM ypoBHE B npepenax
2,5 nr/mn - 10,0 Hr/mn (y MyxuuH B Bo3pacTte oT 50 go 60 net) u 3 Hr/mn - 10 Hr/mn (y
MyX4MH B Bo3pacte cTapwe 60 net) pesynbTaTthl NyHKUWOHHOW Buoncuu
(nepBoHayanbHO obsA3aTenbHOM Mo NPOTOKONY) ANS onpeaeneHnus cymmbl 6annos no
wkane [nucoHa umenucb B OTHOWeHMM 6706 naumweHToB. Pak npepcrarenbHoOM
Xenesbl B 3TOM wuccnegosaHum Obin  guarHoctMpoBaH y 1517  nauweHToB.
BonbLIMHCTBO cny4aes BbISABMASEMOro nyTem 6uorncum paka npeacratenbHon xenessl B
obeunx rpynnax Tepanuu Oblnn Crydyasmy HU3KO3NOKAYeCTBEHHbIX Onyxonen (cymma
6annos no wkane MMucoHa 5-6, 70%).
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YacTtoTta cnyyaes paka npeacTaTenbHOl Xenesbl ¢ cymmon 6annos no wkane nucoxa
8-10 B rpynne aytactepuaa (n = 29, 0,9%) 6bina Bbile, YeM B rpynne nnauebo (n = 19,
0,6%) (p = 0,15). Ha npoTsbkeHuM nepBbIX ABYX MeT Tepanuu nokasaTenu 4acToTbl
cny4yaes paka ¢ cymmon 6annos no wkane Mucona 8-10 B rpynne aytactepuaa (n =
. 17, 0,5%) vn B rpynne nnauebo (n = 18, 0,5%) Gbinu cxoxue. B TeueHne cnepayowmx

ABYX neT (rog 3 - roa 4) 4actoTa cnyyaes AWarHOCTUPOBAHHOIO paka npeacTaTenbHOMl
xenesbl ¢ cymmoit 6annos no wkane Mucona 8-10 B rpynne aytactepuaa (n = 12,
0,5%) 6bina Bblwe, Yem B rpynne nnaue6o (n = 1, <0,1%) (p = 0,0035). [aHHble o
pesynbTaTax NpMMeHeHus gytactepuga Ha npoTsxenuu Gonee 4 neT y naLUeEHToB ¢
PUCKOM pa3BUTUA paka NpeacTaTenbHON Xenesbl OTCYTCTBYOT. [POLEHT NauueHTos ¢
AVarHoCTUPOBaHHbIM PaKoM MpeacTaTernbHON Xenesbl ¢ CymMMoil GannoB No LwkKane
[mMucoHa 8-10 6bin yCTOMUMBLIM Ha NPOTAXKEHUN BCEX NEPUOLOB WUCCreaoBaHNs (rofbl
1-2, rogpl 3-4) B rpynne gytactepupa (0,5% B KaxnoMm nepuode); BMecTe C TeM, B
rpynne nnauebo NpoUeHT NauneHToB C AMarHOCTUPOBAHHLIM PakoM npeacTaTesbHoN
xKenesbl ¢ cymmon 6annos no wkane MucoHa 8-10 Ha oTpeske Bpemenu Moa 3 - Mog 4
Obin HUXe, Yem Ha oTpeske BpemeHu Mog 1 - Mog 2 (<0,1% un 0,5%, COOTBETCTBEHHO)
(cMm. pasgen «Mepbl NpegoCcTOPOXHOCTU»). Pasnuuus no nokasaTtento 4acToThl Cryyaes
paka ¢ cymmoi 6annos no wkane Mucona 7-10 (p = 0,81) oTcyTcTBOBANM.

HononHutensHoe [AByxneTHee WCCRefOBaHWE C MOCAEAYWMM HabnoaeHneM B
pamkax uccneposaHus REDUCE He BbisBUno kakux-nubo HOBLIX Chyyaes paka
npegcraTensLHon Xxenesbl ¢ nHaekcom MucoHa 8—10.

B 4-netHem uccnefosaHuu ¢ yyactem naumenTos ¢ MK (uccnegosanne CombAT),
B KOTOPOM npoBeAeHue buoncum He Gbino onpegeneHo NPOTOKONOM, a BCe AMarHosbl
paka npeacraTtenbHOW Xenesbl OCHOBbLIBANUCL HA GMOMCUM MO MOKa3aHUsM, 4YacToTa
paka c oueHkoit 8-10 6annos no wkane MMucoHa cocTaBuna B rpynnax ayracrepuaa,
TamcynosuHa v kombuxnuposaHHoi Tepanun 0.5% (n=8), 0.7 % (n=11) n 0.3% (n=>5)
COOTBETCTBEHHO.

'

HeTbipe pasnuYHbIX 3SMNUAEMUONOTUYECKUX MOMYNSLIMOHHBIX nccnenosaHusa (gBa U3
KOTOpbIX ObiNM OCHOBaHbl Ha o6Len nonynauun 174 895 yenoseka, OfQHO Ha
nonynsiuum 13 892 yenoseka n oaHO Ha monynsuum 38 058 yenosek) nokasanu, YTo
NpYMEHeHne MHMMONTOpOB S-anbga-peaykTasbl He CBSI3aHO C BO3HUKHOBEHWEM paka
NpeAcTaTenbHOW  Kenesbl  BbICOKOW CTENEHW  3/T0KAYECTBEHHOCTM, WNM  paka
npeacTatenbHOW Xenesbt, Unu ¢ 06LEeNn CMEePTHOCTLIO.

Ceasb MeXay npuMeHeHnem agyractepmaa W - BbICOKO3NOKAYECTBEHHLIM  PaKom
npeAcTaTenbHOM Xenesbl He ficHa.
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BrnusiHue Ha nonoBylo QyHKLUIO

BnusHue npenaparta [yodapT Ha nonoByl dyHkumio 6bIN0 OLEHEeHO B ABOWHOM
cnernomMm nnauebo-KOHTPONUPYEMOM UCCNefoBaHuM C yuyactTnem MyxuumH ¢ ATDK,
BEAYLUMX MOJSIOBYIO XM3Hb, (n =243 [lyopapT, n =246 nnauebo). Yepes 12 mecsues
BbiNO  OTMEYEHO cTaTucTudeckn 3Hadumoe (p <0,001) Oonee BbipaxeHHoe
yMeHblueHne (yxydweHune) 6anna no ONpOCHUKY OLEHKU CeKCyanbHOro 340pOBbS
myxumH (MSHQ) B rpynne KOMOMHMpOBaHHOW Tepanuu. YMeHbileHne 6bino
NPenMyLLECTBEHHO CBA3AHO C yxyAlwleHnem Bansa no nyHKTam OLUEHKU 38KYNnauuu u
obLuero ypoBHA YAOBNETBOPEHHOCTU, @ HE NO NYHKTAM OLEHKN dpeKunn. ITn addexTsl
HE MOBMUSANN HA OTHOLUEHWEe Y4YacCTHWKOB wuccnefnoBanust K npenapaty [yoaaprt,
YAOBNETBOPEHHOCTb KOTOPbIM Ha nNpoTshkeHun 12 MecaueB OueHuBanacb Kak
cTaTucTnyeckn sHaummo bonee Bbicokas nNo cpaBHeHuto ¢ nnauebo (p < 0,05). B aTom
nccnefoBaHUn HexenaTenbHble ABIEHUA CO CTOPOHbI MOMOBOW (DYHKUUW BO3HUKANu B
TeyeHne 12 mecsieB Tepanuu N MPUMEPHO B MNOMOBUHE Cly4YaeB paspeluunsiuch B
TeueHve 6 MecsLeB Nocre OKOHYaHus Tepanuu.

U3BecTHO, 4TO KOMOUHAUMA AyTacTepua—-TamMcynosnH U MOHOTEpanus AyTacTepuaom
BbI3bIBAOT HexenaTtenbHble 3deKkTbi CO CTOPOHbI MONMOBOW  (OYHKLMM  (CM.
pasnen «Mobo4vHoe paencrame»).

Kak 6blf10 OTMEYeHO B APYrnxX KNWHUYMECKUX wuccnenoBaHusx, Bkniovyas CombAT u
REDUCE, 4yactoTa pa3BuTusi HexenaTenbHbIX SBIEHUA CO CTOPOHbI NOMIOBOI hyHKLMUK
YMEHbLUAETCA CO BPEMEHEM NPU NPOAOIHKEHUM TEPANUN.

TamcynosuH

TamcynosunH ysenuymeaeT MakcumarbHYyl0 CKOpOCTb ModencnyckaHus. OH yMmeHbLuaeT
OOCTPYKUMIO MYTEM CHKEHWS TOHYCa rnagKon MycKynaTypbl NpeacTaTenbHON Xeness
1 YPETPLI, YTO NPUBOAMT K YIYULLEHUIO CUMMITOMOB ONOpOoXHeHUs:. OH Takke yny4iuaeTt
CUMMTOMbI HaMoMHEHUS, OIS KOTOPbIX BAXKHYIO POflb UrPpaeT HeCcTaburnbHOCTb MOYEBOro
nysblpsi. [laHHOE BAWAHME HA CUMNTOMBI OMOPOXHEHWUS U HAMOMHEHUS COXPaHAeTCs B
Te4YeHWe [ONroCpoYHON Tepanuun Uu 3HauuTENbHO OTKNagbiBaeT HeobXoQuMOCTb
onepaTWBHOro BMelLaTenbCcTBa Un KatetTepusaumu.

AHTaroHUCTLI aL1-aApEHOPELIENTOPOB MOIYT CHXKATbL apTepuarnbHoe gaBrieHue 3a cyer
CHIKeHUa obLlero nepudepnyeckoro ConpoTMBIEHUS COCYAO0B. B xoae KMMHMYECKUX
nuccneaoBaHNWn TamcynosuHa He Habnioganoch KMMHUYECKU 3HAYUMMOro CHUVDKEHUS
apTepuanbHOro faBneHus.

dapmMmakoKuHeTUKa

Bbeina  npogemoHcTpuposaHa — GuodkBMBaNEeHTHOCTb  npuema  [yoaapT  u
OAHOBPEMEHHOTO NMPUMEHEHUSA Kancyn gytactepuia u TaMcynosuHa.

WccnepoBaHue 6103KBMBaNEHTHOCTM OQHOKPATHBIX 403 NPOBOAUSOCH Kak Npu npueme
HaTowak, Tak n nocne egbl. Habnwganock 30% cHwkeHne Cmax Ana TamcynosuHa B
cocTaBe NeKapCcTBEHHOro cpefcTBa [lyoaapT npu npueme nocne efbl, No CPaBHEHUIO C
npuemom HaTtolak. MNpuem nuwm He okasbisan BnusHus Ha AUC TamcynosunHa.
BcacbieaHue

Lymacmepud

lNocne npuema ofHoKpaTHOW [03bl AyTactepuga 0,5 Mr MakcumanbHasi KOHUEHTPaLms
npenapata B CbiBOPOTKE foCTUraeTcs B TeyeHune 1-3 4. AbcontoTHas BUOJOCTYNHOCTL
cocTaBnsieT okono 60 %. buoaocTynHoCcTb AyTactepuaa He 3aBUCUT OT NpUema MuLLW.
TamcynosuH

TamcynosuH BcacbiBaeTCs B KuLLEYHUKke u obnapaet nout 100 % 6MOAOCTYNHOCTBIO.
CKopoCcTb U CTeneHb BCacCbiBaHUSi TaMCyrno3uMHa  CHWXaeTcs, ecnu npenapat
npuHumaeTcss B TedeHue 30 MuHYT nocne npuema nvwmn. OQUHAKOBLIN YPOBEHb
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BCACbIBaHUA MOXET ObiTb [OCTUTHYT, ecnu ¢ Iall WeHT.BCenba npukumacT ﬂ;/op,apT nocne
OOHOTO ¥ TOro e npuema nuwy. KOHUEHTpauuid Tamcyro3vra B nnasve
nponopuuoHanbHa Ao3e.

Mocne npuema pasoBo [O3bl TAMCYNo3uHa Mnocre efbl MUKOBblE KOHUEeHTpauuu B
nnasMe KpoBM JocTuralotcs npubnuautensHo 4epes 6 dacoB. PaBHoBecHas
KOHLEHTpauusa AocTuraeTcs Ha 5- AeHb MHOFOKpaTHOro npuema, npu aTom cpeaHsas
paBHOBecHaa KoHueHTpauus (Cmax) npubnusntenbHO Ha pABe TpeTU Bbille
KOHUEHTpauun nocne OfHOKPATHOro A03uMpoBaHMs. XOTA JaHHOe  siBfeHue
Habnoganock y NOXuWnbiX MaUUEeHTOB, MOXHO OXuaaTb TOro xe y 6onee Monoasix
nauneHToB.

Pacnpedenerue

Lymacmepud

Hytactepug obnapaer Gonbiimm obbemom pacnpepeneHuss (ot 300 go 500 n) u
BbICOKOW CTeNneHblo CBA3bIBaHUS ¢ 6enkamu nnasmebl (>99,5 %).

MNpu exepHeBHOM nNpueMe KOHUEHTpauusi gytactepua B ChiBOPOTKE gocturaet 65 %
KOHLEHTpaLuU B PaBHOBECHOM COCTOsIHUMM Yepes 1 Mecsy u npumepHo 90 % 4vepes 3
Mecaua. PaBHOBecHble KOHUEHTpauuu paytactepuaa B cbiBopoTke (Css), paBHble
npumepHo 40 Hr/mn, gocTuratTes Yepes 6 Mecaues exeaHeBHoro npuema 0,5 Mr atoro
npenapata. /3 cbiBOPOTKM B ciepmy nonagaeT npumepHo 11,5 % aytacTtepuaa.
TamcynosuH

Tamcynosun npubnuantenbHo Ha 99% cBssbiBaeTcA ¢ Genkamu nnasmbl. O6bem
pacnpeaenexus HebonbLuon (okono 0,2 n/kr).

BuompaHccgopmayus

Hymacmepud

Hytactepun  aktusHo  MetaBonuaupyetrcs in  vivo. In  vitro  pgyTactepug
MeTabonuanpyetca umtoxpomom P450 3A4 u 3A5 0o Tpex MOHOMMAPOKCUNINPOBAHHBIX
MeTabonmMToB 1 OQHOr0 AMIMAPOKCUIMPOBAHHOIO MeTabonuTa.

Mocne npuema BHYTPbL  AyTactepuaa B fJose 0,5 Mr/cyTkM [0 [OOCTUXEHUS
paBHOBeCHbIX KOHUeHTpauui, 1,0% - 154% (cpegHee 3HaueHne 5,4%) BBeAeHHOI
AO3bl AyTacTepuaa BbIAENAETCA C KanoM B HeusmeHHoM Buge. OcTanbHas 4acTb
BbiAENAETCS B Kan B BUAE YeTbipex OCHOBHbIX MeTabonutos (39%, 21%, 7% u 7% ot
Aonu BELLECTB CBS3AHHbIX C AyTacTepuaoM) U 6 BTOPUYHBIX MeTabonuToB (MeHee 5%
Kaxgbii). B Moue uenoseka 0OHapyXuBalTCs TONbKO CHEOOBble KONMMYECTBa
HenameHHoro aytactepuga (meHee 0,1% nosbl).

TamcynosuH

OHaHToMepHON GuokoHBepcumM TamcynosunHa [R(-)usomep] B S(+) nsomep y yenoseka
He MpPOWUCXOAWUT. TamCynosuH aKTUBHO MeTabonusuMpyeTcs B NEYeHV Npu MNOMOLLM
thepmeHTOB cuctemsl Lutoxpoma P450, n menee 10 % nosbl 3KCKpeTupyeTcs novykamu
B HeunsameHHoMm Buge. OpHako apMakoKUHEeTUYeCKWit npodune MeTabonuTos y
4efioBeka He ycTaHoBNeH. PesynbTaThl UCCRenoBaHnit in vitro ykasbiBaloT Ha TO, YTO B
meTabonuame TamcynosavmHa NPUHUMAIOT yyacTue cepmeHTsl CYP3A4 1 CYP2D6, a
TAKKE HE3HaYUTENbHOE yvacTue NpuHUMalT apyrue usodepmeHTtsl CYP. YrHeTeHue
aKTUBHOCTU (DEPMEHTOB, Y4aCTBYIOLLMX B NMEYESHOUHOM MeTaBonmame, MOXET NPUBECTH
K MOBBILLEHWIO KOHUEHTpaunu TamcynosuHa. Metabonutbl TamcynosuHa noaseprawTes
aKTUBHOW KOHbBIOrauuu C TrOKypoHuaamu wnu cynbdatamu nepes  aKckpeuueil
noykamu.

Bbieedenue

Lymacmepud

BoiBeaeHve gyTtactepupa sBRSETCA [0303aBUCUMbIM U MOXET ObiTb OMUCAHO Kak ABa
napannenbHbiX rpouecca 3NUMUHALMW. OLMH HacCblL@eMblii MpU  KINHUYECKU
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3HaYMMBbIX KOHLUEHTpauusAX U Of4UH HeHacbiLadh “HABKAXKOHLEHTPALMAX B
cbiBOpoTKe (MeHee 3 Hr/mn) pgyracrtepup 6blCTp0 BLIBOAWTCS C MOMOLLBI0 060MX
npoueccoB anuMmuHauuun. [locne oOfHOKpaTHOro npuveMa B fo3ax 5 Mr U MeHee
pytactepup ObiCTPO aMMMUHMPYETCS U3 opraHnusmMa W WUMeeT KOPOTKUMK nepuoj
nonysbiBeAEHUS, paBHbl 3-9 AHAM.

Mpu TepaneBTUYECKMX KOHLUEHTpaumsax Ha hoHe exefHeBHOro NPUMEHEHUs npenapara
B gose 0,5 mr/cyTkn npeobnapaet 6onee MeaneHHoe, NMMHENHOE BbiBEAEHVE, NEPUOA
nosnyBbLIBEAEHUSA COCTaBNsAeT 0Kosio 3-5 Heaernb.

TamcynosuH

TamcynosvH u ero metabonuTbl rnMaBHbIM 0OPa3oOM BLIBOASTCA MOYKaMU, MPU 3TOM
okono 9 % npenaparta BblAenseTcs B HEU3MEHHOM BUAE.

lNocne BHYTPMBEHHOrO WAW nNepopanbHOro BBEOEHUA NeKapCTBEHHOM OPMbl C
HeMeAneHHbIM BbICBOBOXAEHNEM Nepuos NOnyBbiBEAEHUS TamMCyno3vHa M3 nnasmbi
Bapbupyer oT 5 no 7 4acoB. 3a cuyeT KOHTponupyemoii ckopoctu abcopbuuv B
Kancynax c¢ MoauduUUMpOBaHHbLIM  BbICBOOOXAEHUEM Nepuos  NOJNyBbIBEAEHUA
TamCynosuHa npu npueme nocne efbl coctaBnseT okono 10 yacos, a B paBHOBECHOA
KOHUeHTpauuu — okono 13 vacos.

loxxunbsie My>X4UHbI

Lymacmepud

dapmakokuHeTuka AyTactepupa usydanach y 36 34opoBbIX MYXUYUH B Bo3pacTe oT 24
no 87 net nocne npvema ogHol Ao3bl (5 Mr) aytactepuaa. CylecTBeHHOe BNUSHUE
BO3pacTa Ha nokasaTenu 3KCno3uuuu pgytactepuaa OTCYTCTBOBAaNO, OAHAKO nepuof
nonyBbIBEAEHUS Y MYXUNH B Bo3pacTe A0 50 net Obin MeHblle. Mexay nokasatensamm
nepuoga nonyebiBEAEHUS Y NaLueHToB B Bo3pacTe oT 50 go 69 net v y naunueHTos B
Bo3pacTe cTaplue 70 neT CTaTuCTUYECKn 3HaYUMble pasnMymsa OTCYTCTBOBanMW.
TamcynosuH

lNepekpecTHoe cpaBHeHue obliein askcnosuvuum (AUC) v nepuoga nonysbiBEAEHUS
TaMCyno3nHa yKkasbiBaeT Ha TO, YTO nokasatenu apMaKkoKUHETWUKYM TaMCyro3uHa
MOTYT HE3HaUYUTENbLHO YANUHATLCA Y MOXUILIX MYXYUH, MO CPABHEHUIO C MOMOAbIMU
3pgopoBbiMu  fobposonbuaMu. CoBCTBEHHbIN KNUPEHC HE 3aBUCUMT OT CBSI3biBAHUS
TaMCyno3uHa ¢ anbda-1-K1cnbiM rIMKonpoTEMHOM, OAHAKO CHUXXKAETCS C BO3PacToOM, B
pesynbTaTe Yero obuas akcrnosuuus (AUC) TamcynosvHa Ha 40% Bblille y NauneHTos B
Bo3pacTe 55 — 75 neT, no cpaBHEHUIO C nuuamu B BospacTe 20-32 ner.

[Noye4Hass HedocmamoyHocMb

Hymacmepud

BrnusHMe noveyHol HEAOCTaTOMHOCTM Ha (DapMakOKWHETMKY [yTactepupa He
n3yyanocb. BmecTte ¢ Tem, nockonbky meHee 0,1% ot gosbl 0,5 mMr aytactepupa B
paBHOBECHOM COCTOSIHUM BbIOENSAETCA C MOYOW, KIWMHUYECKU 3HAUYMMOEe yBenvueHue
KOHUEHTpauun aytactepupa B nnasme KpOBM HE NPOrHo3upyercs (CMOTpuTe pasgen
«Cnocob npumMeHeHusi U [o3bI»).

TamcynosuH

dapMakokMHETMKa TamCyno3nHa CcpaBHMBanNack y 6 MaUWEHTOB C  MOYEYHOI
HEeJOCTaTO4YHOCTbIO Pa3NMYHON CTENEHU TAXKECTU (KNUpeHC KpeaTuruHa 10-29 u 30-69
Mn/MuH/1,73 M2) 1 y 6 300pOBBIX NUL (KMMPEHC kpeaTuHuHa > 90 Mn/MuH/1,73 M2).
HecmoTpsa Ha To, 4To Habnoaanock nsMeHeHne obLLEN KOHLEHTPALMM TamMCyrio3nHa B
nnasme BCNEeACTBME M3MEHEHUs! CBA3bIBAHUA C anbda-1-KUCnbiM rMMKONPOTEUHOM,
KOHUEHTpauusi HECBA3aHHOTO (aKTMBHOMO) TamCynosuHa, a Takke COOCTBEHHbIN
KNMPEHC, ocCTaBannCb OTHOCUTENbHO cTabunbHbiMu. Takum 0Opa3oM, nauueHTam c
NoYeYHON HedoCTaTOYHOCTbIO He TpebyeTcs Koppekuust [Oo3bl  TamcynosuHa
rugpoxnopuaa. OgHako uccrneaoBaHWin NPUMEHEHUs Tamcyno3uHa y NauueHToB ¢
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TEpPMUHArBLHON CTaavell MoYeYHON HEeAoCTaTOUHOCTEI:
Mn/MUH/1,73 M2) He NPOBOAMNOCH. m———
lMeyeHouHasi HeGOCMamo4YHOCMb
Lymacmepud
BnusHne neyvyeHouHON HeoCTaTOMHOCTM Ha dapMakoKMHEeTWKy Jytactepuaa He
usyyanocb (cmotpute pasgen «[lpoTusonokasaHusa»). Tlockonbky AyTacTepua
NPEUMYLLIECTBEHHO BbIBOAUTCA nyTem MeTabonuama, y naunMeHToB C MNeYeHOYHOU
HEeJOCTaTOUYHOCTbIO KOHUEHTpauus Jdytactepyaa B nNnasme MOXET NOoBblWATbCA U
nepuo nonyBbiBEAEHUST MOXET yBenuuuBaTbes (CM. pasgensl «Cnocodb npumeHeHus n
[o3bi» 1 pasgen «Mepbl NPefoCTOPOXKHOCTUR).
TamcynosuH
dapmakoKMHETUKa TamCynosuHa rugpoxsopvaa cpasHuBanacb y 8 nauueHtos C
yMEpEHHbIMU HapyweHuammn dyHKunn nedenun (Knacc A u B no wkane Yanng-Teio) n'y
8 nuuy ¢ HopmanbHOW yHKUMERA nedeHn. HecmoTpssi Ha To, 4TO Habnwganocb
n3MeHeHne obLUeln KOHUEeHTpauuu TaMcynosuHa B nfasMe BCrieACTBUE U3MEHEHUs
CBAA3bIBAHUA C anbga-1-kucnbiM  rMKONPOTENHOM, KOHLEHTPAUMS HECBA3aHHOIO
(aKTMBHOrO) TaMCysiO3MHa, 3HAYUTENbHO HE W3MEHANacb, WMENO MeCTO fUllb
ymepeHHoe (32%) m3ameHeHune COBCTBEHHOrO KIMpeHca HEeCBS3aHHOIO TaMCyno3uHa.
Takum o00pas3oM, nauveHTaMm C yMEpeHHbIMU HapyLUeHUAMU OYHKLUUKM NEeYeHU He
TpebyeTcsi Koppekuumn 03kl TaMCyno3nHa rugpoxnopuaa. Mccnenosanuit npuMeHeHus
TamCyno3uHa rugpoxnopuga y naumeHToB ¢ TAXENON NeYeHOYHOW HEAOCTATOUYHOCTbLIO
HE NpOoBOAMUNOChH.

IACTHAHD

(RAWpEH ,,theaw vHa < 10
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NOKA3AHUA K MPUMEHEHUIO

JNleveHne cpepHeTsKeNbIX U TAXeNbiX CMMNTOMOB A0OPOKAYeCTBEHHON runepnnasum
npencrtatensHon xenessi (AIMTDHK).

CHWxXeHme pucka OCTpoW 3afiepXXKu MOUU U NOTPEBHOCTU B XUPYPIMYECKOM NEYEHUN Y
MaUMEeEHTOB CO CPEeAHETIKENbIMU U TXENbIMN cumnToMmamu I THK.

NMPOTUBOMNOKA3AHUA

Mpenapat [lyoaapT npoTUBONOKa3aH:

- )XEHLUNHaM, AeTAM U NoApOCTKaM;

- nauueHTam C TUnepyyBCTBUTENLHOCTBIO K AyTacTepuiy, ApyrMM uHrubutopam 5-
anbtha pegykTasbl, TaMCyno3uHy  (BKNtOYas nauMeHToB € TaMCYNO3WH-
WHOYLVPOBAHHBbIM @HIMOHEBPOTUYECKUM OTEKOM), coe, apaxucy unu kK nrobomy
BCMoOMOraTenbHOMY BELEeCTBY 3TOro npenapara;

- NaumMeHTaMm, UMeoLLIMM B aHaMHEe3e OpTOCTaTUYECKYHO MNOTEH3NIO;

- NaUueHTam C TAXKEeNon Ne4YeHOYHON HeQOCTATOYHOCTHIO.

NPUMEHEHUE NMPU BEPEMEHHOCTU U NAKTALIUU

HyopapT npoTtuBonokasaH ANS NPUMEHEHWA Y XeHWWH. WccnenosBaHuii BNMSHWS
npenapata [yogapt Ha 6epemeHHOCTb, rpyfHoe BekapMnBaHue U pepTUnbHOCTb He
NPOBOAWUNOCH.

WHdopmaums, npeacraBneHHas Huxke, NOMy4YeHa B XOAe WCCNeAoBaHU OTAEMbHbIX
KOMMOHEHTOB npenaparta.

BepemMeHHOCTb

Lymacmepud

Kak n gpyrue udrubutopsi 5-anba pegykrasbl, gytractepua UHruoupyeT npespalleHme
TecTocTepoHa B AUIMOPOTECTOCTEPOH W MOXET WMHIMBMpoBaTb PasBUTME HAPYKHbIX
MONOBLIX OPraHoB Y NNoja, ecnu BO3AENCTBYET Ha XEHLUWMHY, BbiHALLMBAKOLLYIO Nioj
Myxckoro nona. Hebonblwwue konnyectsa gyractepuga Obinv BbiSIBNIEHbl B criepme
nauueHTos, nony4awiwux ayractepua. HewssectHo, OyaeT nuM uMeTb HeraTuBHoe
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BNUsSIHWE gyTacTtepua, NonasWwni B OPraHu3mM XeHLWUHBT BMELTe TO tﬂe‘pmoﬁr“mymv!mibl,
Haxogsauleroca Ha nedyeHuwn npenapatom [lyodapT, Ha nAO4 MYXCKOro nona (puck
Hauborsiee BbICOK B TeyeHue nepsblx 16 Hepenb 6epemeHHOCTH).

Kak n B cnyyae ppyrux wuHrmbutopos 5-anbcha pegykTasbl, PeKOMeHZyeTcs
Ucrnonb3oBaHUe npesepsaTuBa B cCnyyae MMeWencs unm noTeHunanbHo BO3MOXHOM
6epeMeHHOCTN napTHeEpPLUW.

HasHayeHne TamcynosuHa rugpoxnopuaa 6epeMeHHbIM caMKkaM KpbIC U KPOSIUKOB He
BbIABUIIO lOK&3aTeNnbCTB BPE4HOro BANSIHUA Ha nnof.

Jlakmauus

HeT naHHbIX O BbiAEneHun gytactepuaa unu TaMcynosuHa ¢ rpyaHbIM MOMOKOM.
PepTUNLHOCTDL

WmetoTcs cooblyenusi o BNUSHUM ayTacTepupa Ha XapaKkTepUCTUKW CrepMbl Y
300POBbIX MYXYUH (CHUXKEHWE YMCNa U NOABMXKHOCTU CNepMaTo30MaoB, YMEHbLUEHNE
obbema cnepmbl). BEpoATHOCTb CHIDKEHUSI MYXCKO DEePTUNBHOCT UCKIOUNTD
Henb3s.

BnvsHve TamcynosuHa rugpoxnopupa  Ha  KOAMYECTBO — CMNEpPMaTto3ouaoB U
(pyHKLIMOHAanNbHbIE XapaKTEPUCTUKIN CNEPMbI HE OLEHUBAOCH.

(R

.

CNnocob NPUMEHEHUA U OO3bl

Cnocob npumeHeHus

BHyTpb.

MNauveHToB crielyeT NPOMHCTPYKTUPOBATL O HEOBXOAWMOCTU MPOrNaTLIBaTh Kancyny
Lenukom npumepHo cnycts 30 MUHYT focne ogHOro U TOro e npuema nuwy. Kancynel
HE cneayeT OTKpbiBaTb WNM pas3xeBbiBaTb. KOHTAKT C cOmEepXUMbIM Kancynbi ¢
AyTacTepuzom, HaxofsLleidcs BHYTPU TBEPAOW Kancynbl, MOXeT npuBecTn K
pasgpaxeHuto crnmsucTon obonoyxku prTa v rmoTKy.

HosuposaHue

B3pocnbie Myx4uHb! (6K104as MYyXYUH NOXUI020 eo3pacma). PekomeHnayemas
Aosa npenapata [lyopapt cocrasnsietT ogHy kancyny (0,5 mr + 0,4 Mmr) oauH pas B
CYTKM.

Korna knuHuMdyeckn HeobGXxomumo, MOXHO paccMOTpeTb CMEeHy MOHOoTepanuu
TamCyfio3HOM unu gytactepuomM Ha [lyoaapT wnyM 3aMeHUTb feKapCTBEHHbIM
cpeactsom [lyonapT ofHOBPEMEHHOE Ha3HaYeHue TamcyrosvHa W gyTacTepuga anst
YNPOLUEHUS fIEYEHUS.

MNayuenms! ¢ HapyweHusamu hyHKYUU novek. Bnnsuue HapyLleHns dyHKUUN novek
Ha dapmakokuHeTuky npenapaTta [lyodapT He usyyanocb. Oxuaaetcs, uTo
KOPPEKTMpOBKa A03bl Y NaUUEHTOB C HapyLLEHWAMMU YHKLWUKM NnoYek He TpebyeTcs (cm.
pasgensl «Mepbl NPefoCTOPOXHOCTU» U «PapMaKkOKUHETUKEY).

MNayuenmsbi ¢ HapyweHusMU ¢hyHKUUU neveHu. BnusHue HapyLieHus yHKLUM
ne4YeHn Ha apmMakokMHeTUKy npenapata [yogapT He W3y4anocs. Heobxoaumo
cobnojaTte OCTOPOXHOCTL NPU  JIEYEHUM MNpenapaTom [lyopapt nauuenToB C
HapyLWEHNAMU  DYHKLUM  MEYEeHM nerkoil U yMEpeHHOW CTEMeHun TSHKEeCTW.
MpoTuBonoKasaHo HasHaYeHWe NEeKapCTBEHHOro CpeacTBa OdyonapT nauneHtam ¢
TAXKENOW NEYEHOYHOW HEQOCTATOUYHOCTLIO.

Hdemu

HAyonapT npoTusonokasaH AeTAM W nogpocTkam B Bo3pacTe Mnagwe 18 ner (cm.
pasaen «lpoTusonokasaHusay).

NOBOYHOE NEUCTBUE
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[laHHble, NpeficTaBneHHbIe HIKe, KacalTCs COBMBCTHOFO NpUMeHeHus-ayTacTepuaa U
TamMCynosvHa M nofyyYyeHbl B pesynbTaTe uYeTblpexneTHero aHanusa AaHHbIX
uccnegosatuss CombAT (KombuHauus Asogapta v TamcyrnosuHa), B XoAe KOTOPOro
MoHoTepanuto aytactepuaoM 0,5 Mr oauH pas B CyTKM Ha NPOTSKEHWM YeTblpex neT
CpaBHMBaNX C MoOHOTepanuen TamcyrnosmHom 0,4 Mr ogvH pa3 B CYTKU M C
KOMOWHMPOBaHHON Tepanuel. bBbina npoaemMoHcTpupoBaHa 6GUO3KBUBANEHTHOCTD
npuMeHeHnst npenapata [lyoaapT ¥ OOHOBPEMEHHOro NpUMEHEHWsi AyTtactepuia u
TamcyrosuHa.

Takke npeacrasneHa nHbopMaLmnsa No NPodunamM noGoUHbLIX peakLmii Ans OTAEMbHbIX
KOMMOHEHTOB (TamcCyrnosuH u gytactepus). CnegyeT OTMETUTb, YTO He BCe NOBOYHbIE
peakuuu, O KOTOopbiX cooOLjanock nNpu npueme WHAMBUAYASIbHBIX KOMMOHEHTOB,
Habnioganuck npu npueme nekapcTBEHHOro cpeacTsa [lyoaapT, ofHaKo 3TU peakuum
BKMIOYEHbI ANA UHPOPMUPOBAHUSA NeyalLmx Bpaveil.

g COTIACORAHD
] g

- 2 O 1 q | MPHACTE

i puxas

FREP

et

HaHHble  JeTbipexneTHero wuccregosaHus CombAT  nokasanu, uYTO yYacToTa
BO3HWKHOBEHUSA NMOBOYHbLIX peaKLnii, KOTOpble, MO MHEHWIO UCCMEAOBATENS, CBA3AHb! C
neyexvem, B xode nNepBOro, BTOPOro, TPETbErO W YETBEPTOro rodoB feyYeHUst
cocTaBuria COOTBETCTBEHHO 22%, 6%, 4% u 2% Ans KoMGUHMPOBaHHOW Tepanum
aytactepugom/tamcynosntom, 15%, 6%, 3% n 2% Ans MoHoTepanuu AyTactepuaoMm u
13%, 5%, 2% w 2% pna Tepanum TamcynosvHoMm. Boree Bbicokasi 4acToTa
BO3HMKHOBEHUA MNOOOYHLIX peakuuii B Xxo4e NepBOro roja nevyeHus B rpynne
KOMOWHMPOBaHHON Tepanuu Gbifla ceasaHa ¢ 6onee BbICOKOI YacTOTOM HapyLUEeHUI co
CTOPOHbI MOOBON CUCTEMBI, B YACTHOCTY, C HAapYLUEHNEM 3AKYNSLMY, HaBMmiogaemMbiM B
AaHHOW rpynne.

Huske onucaHbl noboyHble peakumu, KoTopble, N0 MHEHWIO uccneposarens, CBA3aHbl ¢
neyeHneM, o KoTopeix coobLianock ¢ 4acToTol He MeHee 1% B xoae nepsoro roga
nccneposanus CombAT, B xode KIMHUMECKUX MCCRedoBaHWiA MoHoTepanuu OAIMTDK u
uccnegosaHus REDUCE.

Kpome Toro, Hxe npefctaBneHa uHGOpMaums o noBGoYHbIX peakumnsix TamcynosuHa,
AOCTyNHast B OTKPbITbIX MCTOYHMKAX. YactoTa BO3HMKHOBEHUS MOGOYHbLIX peakuwit
MOXET yBenu4nmBeaTbCsl Npu KOMOUHUPOBaHHOMI Tepanuu.

Yactora BcTpedaemMocTv NOBGOYHBIX peakuuii B KAWHUYECKUX nuccneposaHuii: yacmo
(21/100 n <1/10), Hewacmo (21/1 000 u <1/100), pedko (=1/10 000 u <1/1 000), oveHb
pedko (<1/10 000). B pamkax kaxgoi rpynnbl no6ouHble peakuun nepevyncrneHsl B
NOPAAKE CHUXEHUS CTENEHN TAXKECTW.

CnctemHo-opraHHblil | MoBoyHble peakumu HyTactepug AyTactepun | Tamcynosux®
Kracc +TamcynosunH?
HapyweHus co | O6mopok - - Pegko
CTOPOHBI HEPBHO | [oNoBOKpYXEHMe Yacto - “[Macto
CUCTEMBI "onosHasa Gonb - - Hevacto
Hapywehus co | CepaeyHas HevacTo HeyvacTo? -
CTOPOHbl  CepAEeYHO- | HE4OCTaTOYHOCTb
COCYAUCTOW CUCTEMBI COCTaBHOM TEPMUH')
YyauyeHHoe - - Heuacto
ceppLebuerne
HapyweHus co | Oprocratuyeckasn - - Heuacto
CTOPOHbI COCYA0B rMNOTOHMS
HapyLweHus co | PuHut - - HeuvacTo
CTOPOHbI opraHos
AblXaHus, rpyaHou
KNeTkn n
cpenocTexus
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Hapyweruns co | 3anop - - ~-Hedadro
CTOPOHbI XeryaouHo- | [inapesi - - Heuacto
KALLEYHON CUCTEMBI TowHoTa - - Hevacto
PBoTa - - HeuvacTto
HapyweHus CO | AHIMIOHEBPOTNYECKUN | - - Pegko
CTOPOHbI  KOXW U | OTEK
NOAKOXHO-XXUPOBOW Cungpom CruBeHca- | - - OueHb pegko
KneTyaTku [KoHCOHa
KpanueHuua - - Hevacto
Cobinb - - HeyacTto
3ya - - HevacTo
HapyweHus co | Npuranusm - - O4eHb peako
CTOPOHbI nonosoit | UmnorteHuus® Yacto YactoP -
cucTeMbl U rpyaHou | MameHeHune Yacto YacTo® -
xenesbl (cHWxeHne) nuongo®
HapyweHue Yacto Yacro® YacTo
aakynauun®’
Hapyluenune co | Yacro YacTo® -
CTOPOHbI rpynHon
xenesbl?
Obwwme AcTeHus - - Heuacto
paccTpouncTea "
peakuun B MecTe
BBEAEHUSA

a [lytactepup + TaMmcynosuH: n3 uccrnegoesanns CombAT — yactota gaHHbIX No6OYHbIX
peakLumii CHUXKaeTCsa No Mepe fedeHunst, HaunHasa ¢ roga 1 go roga 4.

® [lyTacTepua: U3 KIMHUYECKUX UCCrenoBaHnii moHotepanuu OITDHK

¢ TamcynosuH: n3 npoduns 6esonactoctn EC gnsa Tamcynosuxa

¢ Uccneposanne REDUCE (cm. pasgen «dapmakornoryeckne cBONCTBa)

' CocTaBHOW TEpPMUH «CepAeYHas HeJOCTaTOMHOCTb» BKMOYaeT B cebsi 3acToiiHyto
CEePAEYHYI0 HELOCTaTOMHOCTb, CEpAEeqHYI0 HEefOCTaTOYHOCTb, JIEBOXENYAOYKOBYIO
HEA0CTaTO4YHOCTb, OCTPYH CEPAEYHYIO HEOCTaTOYHOCTb, KapAWOreHHbIN LLIOK, OCTPYo
NEeBOXENYAOYKOBYIO  HEJOCTAaTOMHOCTb, NPaBOXENYAOYKOBYIO  HEOOCTATOYHOCTD,
OCTPYHO MpPaBOXENYAOYKOBYID HEAOCTATOYHOCTb, >XENYLOYKOBYK HEeOOoCTaTOYHOCTD,
CepAEYHO-TIETOYHYI0 HEJOCTATOMHOCTb U AUNATALNOHHYIO KapaUMUONaTHIO.

2 BkntovaeT 60Me3HEHHOCTb U YBENUUEHNE rpyaHbIX XKenes.

3 [laHHble HeXenaTernbHble SIBMIEHUs CBA3aHbI C NPUMEHEHWEM AyTacTepuaa (B pexume
MOHOTepanuu 1 B KOMOUHAUMM C TamcyriosnHom). [locne npekpalieHus Tepanun oHu
MOIyT coxpaHutbes. Posb aytactepuaa B COXpaHEHUU 3TUX HeXenaTenbHbIX SIBNEeHW
He yCTaHOBIEHa.

A BrutovaeT CHkeHue oGbema cnepmbil.

OPYIME JAHHbLIE

B xoge «knuHudeckoro wuccneposavus REDUCE  6binu NOflyYeHbl AaHHble,
cBuAeTenbCTBYOWME O Gonee BbICOKOM, YeMm B rpynne nnaue6o, YactoTe cnyyaes paka
npeacTaTenbHON >enesbl, oueHusaslierocs 8-10 Gannamu no wkane nucowa, B
rpynne Tepanuu gytactepuaom (cMm. pasgenbl «Mepbl  NpefoCTOPOXKHOCTU» U
«®apmakoguHamukar). YTo MMEHHO NOBMUASIO Ha pe3yrbTaTbl JAHHOTO UCCMEAOBaHUS:
CBOWCTBO AyTacTepuaa ymeHbllaTb obbem npefcTaTenbHOW Xenesbl Unu dakTopsl,
CBfi3aHHble C NMPOBEAEHUEM UCCMEAOBaHUS U BMUSIOWME HA pe3ynbTaT, YCTAHOBIIEHO
He 6bino.

Cnegyouwme nobouHble peakumn Obiiv  3adukcupoBaHbl B KNUHWHECKUX
MCCneaoBaHUsiX U NOCT-MapPKETUHIOBOM HabnoAeHnn: pak rpyaHol xenesbl Y MyX4uH
(cm. pasgen «Mepbl NPeaoCTOPOXHOCTUY).
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lMocT-MapKeTUHIoBbIE AAaHHbIE:! P Feshyesns
MobouHble peakuuw, BbISBMEHHbIE B X04e MeXAYHapOaHOro
HabnogeHuss, NosiyYeHbl U3 CMOHTAHHbIX MOCT-MapKETUHIOBbLIX OTYETOB O MOBGOYHbLIX
peakuuax, No3aToOMy UCTUHHAA 4YacToTa BO3HUKHOBEHUS peakLUuii Heu3BecTHa.
Lymacmepud:

HapyLueHuss co CTOpOHbI UMMYHHOW CUCTEMBI

HactoTa HensBecTHa: annepruyeckue peakuuu, BKMIOMAs CbiMb, 3yd, KPanuBHWLLY,
NnoKanu3oBaHHbIN OTEK N aHTMOHEBPOTUYECKUIA OTEK.

HapyLLeHnsi co CTOPOHbI NCUXUKMA:

YacToTa HensBecTHa: genpeccus

HapyLueHns co CTOPOHbI KXW 1 NOAKOXHO-XUPOBOW KIeTYaTKu:

HeuacTo: anoneuus (npeumyLeCTBEHHO NOTEPA BOMOC Ha Tere), rmnepTpuxos.
HapyLieHus co cTopoHbl NONOBOM CUCTEMB! U FPYAHON Xenesbl:

YacTtota HeusBecTHa: 605b 1 OTeK audek

TamcynosuH

Mo AaHHBIM NOCT-MapKETUHTOBOrO HabnioaeHuss B xode onepauuit no nosoay
KaTapakTb! y NaLmneHToB., KOTOpble nonyyanu aHTaroHUCTbI anbcal-
aApPEHOpeLIenTopoB, BKNOYas TaMCyrnosunH, coobljanock 0 passuTun Nonnn-upuc
CWHApPOMa, PasHOBWAHOCTWU CWUHAPOMA MarneHbKoro 3payka (cm. pasgen «Mepsl
NPeaoCTOPOXKHOCTUR).

Kpome TOro, coobwanoce o cubpunnaumm npeacepavii, aputMun, TaxuKkapauu,
OAbILLKE, HOCOBOM KPOBOTEYEHMM, HEYETKOCTU 3PEHWUS, HAapYLUEHWU 3peHus,
MyNbTU(POPMHON 3puTEeMe, IKCHONMATUBHOM AepMaTUTE, HapyLUeHUn 3sKynsuum,
peTporpaZHoit 3AKYNALMM, OTCYTCTBUM 3SKYNALMM W CYXOCTU BO PTY Ha (PpoHe npuema
TamcynosuHa. HactoTta nosiBNEHNs AaHHbIX peakuuin W ponb B 3TOM TaMCyro3nHa He
MoryT 6bITb 4OCTOBEPHO ONpeaeneHbi.

pwer

NEPEQO3UPOBKA

OTCYTCTBYIOT ~[j@HHble OTHOCUTENbHO MEepefo3NPOBKM  NpenapaTom Ayopaprt.
MNprBefeHHbIE HKE AaHHbIE OTPaKAT WHAOPMALMIO, UMEIOLYICS 06 OTAEMbHbIX
KOMMOHEHTAaX.

Hymacmepud

MpumeHeHnne pasoBbIX [03 AyTacTepuga g[o 40 mr/cytr (8 80 pa3s Bble
TEpaneBTU4eCcKo A03bl) B TeYeHWe 7 AHel B UCCNeaoBaHUsX Ha AoBpOBOMbLAX He
CONpoBOXAAanoCh 3HauuTeNbHbIMW MpobnemaMn ¢ TOUKM 3peHus 6e30nacHOCTY
MPUMEHeHUs. B KNUHUYECKNX nccneaoBaHusX Npu HasHadeHun 5 mr B CYTKU B TEYEHUE
6 mecsiueB NOGOYHbLIX peakLnit MOMUMO NEPEUUCTIEHHBIX ANS TepanesTUYECKOW O03bl
(0,5 Mr B cyTKkM) HE OTMEYanocsk.

OTcyTcTBYeT creuuansHblil aHTUAOT ANS AyTacTepuaa, NO3TOMY NP NOAO3PEHUU Ha
NEPEO3NPOBKY  CNEAyeT HasHayaTb CUMNTOMATUYECKYID U MOALEPKUBAIOLLYIO
Tepanuto.

TamcynosuH

NvetoTcs coobLyens o6 ocTpoil NepenosnpoBke Tamcyno3uHa npu npueme [osbl 5
mr. Npu nepenosmpoeke TamcynosuHa Habnwoganock pa3BuTUE OCTPOWN TMMOTEH3UU
(cucTonuyeckoe aprepuanbHoe AaeneHne 70 MM pr. CT.), pBOTa U Auapes, KOTopbie
NeYNNMNCb  BO3MELIGHNEM NOTepU >KMAKOCTW, CO 3HAYUTESNbHLIM YAYYLLIEHUEM W
BbINMUCKOW NauveHTa B TOT e AeHb. B crnyyae ocTpoit runoTeHauy, passuBLUeics
BCNeAcTsne nepenosnposku, Heobxoanmo obecneunTb NOAAEPXKKY OESTENbHOCTM
cepaedHo-cocyancToir cuctembl. [MaumeHty cnepyeT npuUHATL  rOpU3OHTaNbHOE
MONOXEHWe, YTO NMOMOXET BOCCTAHOBUTL apTepuarnbHOe AaBNeHWEe W HOPManu3oBaTh
HacToTy CepAeyHblX cokpaleHun. [lpu oTcyTcTBUM 3PEeKTa MOXHO NPUMEHUTD
cpefctea, ysenuuusalolme oObEM UMPKYNUpYlOLen KpoBu, U, ecnm Heob6Xxoammo,
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CocyAocyxusalowume cpeactsa. HeobxoauMO KOHTPORMPOBATH “(IYRKUMIO Touek U
npuHuMaTe obwme nopaepxusatome Mepbl. ManoBeposiTHo, yTo auanus 6yger
apheKTBEH, Tak KaK TaMCYNoO3uH B OYEeHb BLICOKOW CTEMEHU CBS3biBAeTCA C Genkamu
nnasmb.

Ans npepynpexaenus abcopbumm y nauveHta MoxeT 6biThb Bbl3BaHa pBOTA. Mpwn
npueme OonbMX A03 npenaparta MOXET MPUMEHATHCS MPOMbIBAHWE JKenyaka C
HasHa4YeHVeM aKTUBUMPOBAHHOIO YrAs U OCMOTUYECKUX CRabuUTenbHbIX, TaKUX Kak
HaTpua cynbdar.

B3AMMOOEUCTBUE C AIPYI'MMWU NEKAPCTBEHHbIMU CPEOCTBAMU
Wccneposannit B3amopgelicTens npenapata [yogapT ¢ APYrMMM NEKapCTBEHHbIMU
CpeacTsamu He npoBoaunock. MNpuBeaeHHbIE HKke JaHHble OTpaxaloT uHdopMaLmIo,
MMEILLYIOCH 06 OTAENbHBIX KOMIMOHEHTaX.

Lymacmepud

WHopmauma o CHUXEHUM YpPOBHS npocrat-cneuuduyeckoro aHtureHa (MNCA) s
CbIBOPOTKE KPOBW B XOAEe NEYeHUs OyTacTepuaoM U peKoMEeHAauuu B OTHOLLEHWW
BbIABNEHUS paka npeAcTaTenbHoi enesbl npefctaBneHsl B pasgene «Mepbl
NPeAOCTOPOXHOCTUY.

BnusiHue dpyaux nekapcmeeHHbIx cpedcme Ha ghapmakokuHemuky dymacmepuda
AyTtactepus npeumyLLECTBEHHO BLIBOAMTCA MyTeM MeTabonuama. Wccneposanusa in-
Vitro NoKasbIBaloT, YTO KaTanusaTopamu MeTabonuama sensoTcs CYP3A4 u CYP3AS5.
OdumumanbHbIX UCCNeaoBaHWin B3aMMOOENCTBUS C MOLHbIMK uHrMBuTopamn CYP3A4
He nposogunocb. OJHaKo B MCCNEOBaHUM MOMYNALMOHHON (hapMaKOKMHETUKY
KOHUEHTpaUuu Aytactepuaa B CbiBOpOTke KpoBu Obinu B cpegHem B 1,6 — 1,8 pas
Bbille Y HEBOMbLIOrO YnCna NauueHToB, KOTOPblE OLHOBPEMEHHO nony4yanu nevexne
BEpanaMuiioM Unu AunTuasemoM (ymepeHHboie uHrnbutopsl CYP3A4 u nHrMbuTopst P-
FMUKONPOTENHA).

Mpu [ONrocpoyHOM MPUMEHEHUM AyTacTepuga B KOMGMHaUMM ¢ Apyrumu
NIEKapCTBEHHbIMU  CPEACTBaMM, KOTOpble  ABMAIOTCS  MOLUHBIMUA - UHFUBUTOPaMU
cdepmenta CYP3A4 (Hanpumep, npu npueme BHYTPb PUTOHaBWpa, WHAWHABMPA,
Hea3ofoHa, WHTPaKoHas3ona, KeTOKOHA30Ma), MOXET MOBbILIATLCS KOHUEHTpauus
AyTactepuaa B CbiBOPOTKE KpoBW. [lanbHeiiwee uHrubuposaHue 5-anbda-peaykrasbi
npy yBEJIMYEHUN 3KCnosnumum aytactepuaa manoBepositTHo. OaHako npu NOSIBNEHUM
MOBOYHLIX peakUunin MOXET pacCMaTpuBaThCH CHUXEHWE YacTOThb A031pPOBaHUA
Aytractepupa. CnepyeT OTMETUTb, 4YTO B Criyyae WHMMGUPOBAHUS aKTUBHOCTY
chepMeHTa, ANUTENbHbIR NEPUOL MONYBLIBEAEHWUS MOXET eue yBenuunTbCs, U Ans
AOCTWXEHWNSI HOBOW PaBHOBECHOW KOHLIEHTPaLuUM MOXeT noTpeboeaTthes Gonee yem 6
MecsiLieB OAHOBPEMEHHOMN Tepanuu.

BeeneHue 12 r xonectupamuHa Yepes oaMH yac nocne BBeaeHus pa3oBoW O03bl 5 Mr
AyTactepuia He okasblBano BNUAHWA Ha (hapMakoKMHETUKY gyTacTepuaa.

BnusiHue dymacmepuda Ha bapMakoKuHemuKy Opyaux nekapcmeeHHbIX cpedcmes

B HeGornbliom uccnegosaHum (n = 24) NpofoMmKNTENbHOCTLIO B 2 Heaenu ¢ ydactuem
3A0poBbIX  MyX4uH pytactepup (0,5 Mr B cCyTkM) He okasbiBan BAWSHUS Ha
(hapMaKkoKUHETUKY TaMCyno3nHa UNn TepasoanHa. B aaHHoM nccneoBaHnn Takke He
Obino BLIABNEHO NPU3HAKOB (hapMaKOAMHAMUYECKOTO B3aUMOAENCTBIS.

[lytactepua He okasblBaeT BAVAHMSA Ha (PbapmakoKMHETUKY BapdapuHa Unm AUrokCuHa.
OTO O3Ha4aeT, YTo AyTacTepui He WHrMbupyet/ WHAYUMPYET aKTUBHOCTb (hbepMeHTa
CYP2C9 wunum  nepeHocuuka P-rnukonpoTewnHa. [aHHble  nccneposaHus
B3aMMOLENCTBUS in vilro NokasbiBaloT, YTO AyTactepus He WHrMbupyert depmeHTbI
CYP1A2, CYP2D6, CYP2C9, CYP2C19 unu CYP3A4.
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Tamcynosuw :
OBHOBPEMEHHLIN NpUEeM TamMCynosvHa COBMECTHO C npenapatamu, CrocOGHbIMM
CHMXaTb  apTepuanbHoe  AaBrieHue, BKIOYMAA  aHecTeTukW,  UHrubuTopsl
cocpoauacTepasbl-5 n Apyrue aHTaroHCTbl O1-aApPeHOPELENTOPOB, MOXET NPUBOAUTD
K YCUNEHNIO runoTeH3nBHoro acdbgpekta. He cnepyet npumeHste npenapat [yonapr B
KoMOVHaLMY C APYIMMU aHTaroHUCTaMu a1-aApeHOPELIenTopoB.

OfHOBPEMEHHOE NPUMEHEHNe TaMCYo3WHA W KeTOKOHA30Ma (CUMbHbIiA UHrMbuTOp
CYP3A4) npusoauno k ysenuyenuio Cmax n AUC TamcynosuHa B 2,2 u 2,8 pasa,
COOTBETCTBEHHO. COBMECTHOE NMPUMEHEHWEe TaMCyro3WHa W MapOKCETUHA (CUMbHBbIN
uHrbutop CYP2D6) npusoguno k yeenuuennio Cmax u AUC TamcynosuHa
ruapoxnopuaa B 1,3 u 1,6 pasa, cooTBeTCTBEHHO. CXOXee yBenuyeHue B aKkcnosnumm
OXKUAAETCs y NauneHToB C MeaneHHbiM metabonusmom CYP2D6, no cpasHeHwio c
nauveHTamm C ObICTPbIM MeTabonmaMoM, NpU COBMECTHOM NpPUEME C CUITbHBIM
nHruoutopom CYP3A4. BrnusHMe COBMECTHOFO NPUMEHEHUS UHrMbuTopoe oboux
CYP3A4 n CYP2D6 1 TamcynosvHa B KIMHUYECKON npakTuke He OLEeHMBAaNoCch, 0gHaKo
CyLECTBYET BEPOSATHOCTb 3HAYUTEMNBHOMO YBENUYEHNA IKCMO3ULUM TaMCYNo3nHa (CM.
pasaen «Mepbl NPeaoCTOPOXHOCTUY).

OpnHoBpeMeHHoe NpUMEHeHUe TaMCyno3uHa ruapoxnopuga (0,4 mr) u yumeTuguHa
(400 Mr kaxgble LECTb Y4acoB B TEYEHUE LUECTU AHEN) NPUBOAMMAO K YMEHbLLEHUIO
KnupeHca (Ha 26%) u ysenuuenuio AUC tamcynosuna(Ha 44%). TpebyeTcs cobniogaThb
OCTOPOXHOCTL MNP COBMECTHOM NMpUMEHeHUn npenapara [yoaapT u uuMeTuauHa.
WcuepnbiBalolmx  UCCNefoBaHU  MEXNEKapCTBEHHOMO  B3aWMOAENHCTBMS Mexay
TaMCy/lOSUHOM U BapapvHOM He MpoBOAMMOCL. PesynbTaTbl  OrpaHUYEHHbIX
nccnefosaHuid in vitro 1 in vivo He nO3BOMAIOT CAenaTb OKOHYaTENbHbIE BLIBOAMI.
OgHako pguknodeHak v BapapuH MOTyT MOBbILATH CKOPOCTb  BbiBEAEHUA
TamcynosuHa. Cneflyet cobniogaTe OCTOPOXHOCTL MPU OAHOBPEMEHHOM MPUMEHEHUN
BapdapuHa 1 TamcynosuHa.

He Habnioganock B3anmopeiicTeuit, Korga TamcynoamH NpUHUMAascs OiHOBPEMEHHO C
aTeHOnNOoroM, 3HananpunoMm, HudeaunuHOM unu TeodunimHom. OaHOBPEMEHHOe
NpUMEHEHNe ¢ ypoCemMnaoM NpUBOAUIO K NALEHUI0 YPOBHS TaMCyno3vHa B Nrasme
KPOBW, OAHAKO MOCKONbKY YPOBHW OCTaBanucChb B NpeAenax HopMarnbHOro AuanasoHa,
KOppeKLus fo3bl He TpebyeTcs.

B ycnosusix in vitro guasenam, nponpaHonon, TpuxnopmeTusuag, XITOPMaAMWHOH,
aMUTPUNTUAKH, AWKNogeHak, rMuBeHKNamMug, CUMBACTUH He MeHsu CcBOGOaHYH
(bpakumio TamcyrnosuHa B NnasMe KpoBu uYerioBeka. TaMCYMo3uH Takke He MeHsn
cBobofHble  ppakuMm  Auvasenama,  nponpaHonona, TpuxnopmeTtuasuga wu
XnopmaguHoHa.

MEPbI NPEQOCTOPOXHOCTHU

KombuHupoBaHHas Tepanusi [OMKHa HasHavyaTbCA MOCAE TWATEMLHOTO aHanusa
COOTHOLLEHUS1 PUCK-NONb3a B CUMY MOTEHUMANbHO MOBBILEHHOrO puUcka Pas3BUTUS
MOGOYHBLIX peakumil  (BKNIoYas CEpAEYHYI0 HEAOCTATOUHOCTB), a Takke MOCne
PacCMOTPEHUsA anbTepHaTUBHbIX TEPaANEBTUYECKNX ONLMIA, BKIHOYas MOHOTEpanuy.

Pak npeacTtaTenbHoM xenesbl U ONYX0ONMU BbICOKOIH CTENEHU 3/10Ka4YeCTBEHHOCTH
B uyeTblpexnieTHeM, MHOTOLEHTPOBOM, pPaHAOMU3MPOBAHHOM, ABOMHOM Chenom
nnauebo-koHTponupyemom  uccriefoBadun REDUCE  6binio  M3yyeHo  BRUsiHUE
exXxefHeBHoro npuema gyractepuga B gose 0,5 Mr y naumeHTOB C BbICOKUM PUCKOM
PasBUTUSI paka npeacTaTtenbHOW >Kenesbl (BKNoYas MyXYuMH B BospacTte oT 50 fo
75 net ¢ koHueHTpauusamu MNCA 2,5-10 Hr/Mn v oTpuLaTeNbHLIM pe3ynsTaToM Guoncu
npeacTatencHo xenesbi 3a 6 MecsUeB [0 BKIIOYEHUS B UCCNefoBaHWE) no
CpaBHeHUto C nnauebo. PesynbTaTthl JaHHOTO UCCNEfOBaHUS BLIABUNY Gonee BbICOKYIO
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yacToTy BCTpeyYaeMOCTU paka npeacraTenbHon meﬁeww&memomﬁmé%a»&im y
MY>XUUH, npuHumasLmx gytactepun (n = 29, 0,9 %) no cpasHeHuto ¢ nnauyedo (n = 19:
0,6 %). Bzanmocsszb Mexay NMpUMeHeHuem gytactepuaa M pakom npeacraTenbHON
»enesb! ¢ nHaekcoM [nucoHa 8-10 HesicHa. Takum 06pasom, MyXXUMHbI, MPUHUMAOLLWE
npenapat [lyogapT, AOMKHbI PErynapHO npoxoauTb obcnefoBaHWe ANA  OLIEHKK
HanuMuusa paka npeacrarensHon xenesbl (CM. pasgen «dapmMakoguHammnkar).

Mpocrar-cneunduyeckun anrturen (MCA)

Onpepenexne koHueHTpauuit NMCA B CbiBOPOTKE ABNAETCS BaXHbIM KOMMOHEHTOM
npoLiecca CKpMHUHra, HanpaBneHHOro Ha BbisIBlIeHWe paka npeacTaTerbHO Xenesbl.
Mocne 6-mecsyHo Tepanuu [lyoaapT CHUXaeT CbiBOPOTOUHbIE YpoBHU NCA npumepHo
Ha 50 %.

MNauveHTam, npuHumarowmm npenapat [yogapT, AomxkeH 6biTb onpefeneH HOBbI
6asoBblii ypoeeHb TCA nocne 6 mecsueB Tepanuu, nocrie 4Yero pekoMeHayeTcs
perynspHo npoBoAvTe MOHUTOPUHT YpoBHA NCA. Nio6oe noaTBEpXAEHHOE MOBbILLEHVE
ypoBHst [ICA OTHOCUTENbHO HAUMEHbLUErO 3HAYEHWS! MPU feYeHUM npenapaTom
[yonapt moxeT cBnAeTenbCTBOBATb O Pa3BMTMW paka NpeAcTaTeNbHON XKenesbl unu
HecobrniofieHnn pexuma Tepanuu npenapatoMm [yofapT W AOMKHO MOABEPraTbCst
TWaTenbHON oLeHKe, Aaxe ecnu 31 yposHu MCA ocTaioTcs B npeaenax HopManbHbIX
3HaYeHW Yy NALMEHTOB, He MPUHUMAILLNX WHMMBUTOPLI  5a-peaykTasbi. Mpwn
WHTeprpeTauumn nokasateneit MCA y nauveHToB, NpMHUMalOLLMX AyTactepua, cneayet
ucnonb3osaTtb NpeaplayLine rokasartenu yposHsa NCA ansa cpaBHeHus.

NeveHne npenapatom [lyogapT He BIUSIET Ha WCNONb3oBaHWe ypoBHs [CA ans
AWarHOCTUKNM paka npefcTaTenbHOW >Kenesbl MNocne YCTaHOBMEHWA €ro HOBOro
NCXOAHOrO YPOBHS.

YpoeeHb obuiero MNMCA Bo3BpallaeTcs K MCXOAHOMY 3HAYEHUID B TeYeHue 6 MecsiLeB
nocne OTMeHbl feyeHus. CooTHolweHwe copepxaHus csobogHoro MCA K obuemy
OCTaeTCs MOCTOAHHLIM AaXe Ha (pOHE Tepanun NeKkapCTBEHHLIM CPeACcTBOM [lyonapT.
Ecnv ans BbisiBneHus paka npeacTatenbHOW Kenesbl Yy  MyXHWH, nony4atoLymx
AyonapT, Bpay peLumT ucnonb3oBaTth NPOLEHT coaepxaHus ceoboaHoro MCA, HUKakoii
KOPPEKLUK 3TON BENUUMHLI NPOBOANTL He TpebyeTes.

MNepen Havanom rnedexns npenapatom [lyonapT, a Takke NEpPUOAUYECKM B xoae
neyYeHnst HeobXoAMMO MPOBOAWTL NanbLEBOE PeKTanbHOE WCCMEAOBaHue, a Takke
“cnonb3oBaTe Apyrne MeToAbl UCCNeAOBaHWUs AfS BbISIBNEHUS paka npeacraTenbHo
KENesbl unu Apyrux 3abonesaHwii, KOTOpble MOTYT Bbi3BaTb CUMMTOMbI, CXOXME C
TakoBbIMU Np¥ AOOPOKAYECTBEHHON rMNepNasnum npeactaTensHOM Xenesbl.

HexenatenbHbie ABneHus co CTOPOHDLI Cep.D,E‘-IHO-COCVAVICTOﬁ CUCTeMbl

B ABYX 4-neTHUX KNMHUYECKUX WUCCMNEAoBaHWUsIX 4acToTa BO3HUKHOBEHUS cepaeyHon
HEOCTATOYHOCTU (KOMMNEKCHBIV TepMUH Ans 0603HAYeHNs TakUX SBNEHWIA, Kak
fieépBUYHan cepaeyHast HeoCTaTOYHOCTL M 3acToliHas cepAeyHas HefoCTaTOYHOCTb)
Obina Bblle cCpegu NALMEHTOB, NPUHUMAIOLMX KOMBMHALMIO ayracrepupaa u
aHTaroHucTa anbai-aApeHopeLenTopoB, [MaBHbLIM 06pa3oM, TaMCyro3uHa, uYem
Cpe€An NauueHTOB, KOTOpble He MpUHUManu AaHHylo koMBuHauuio. OpHako yacToTa
BO3HWKHOBEHWUA CepAeYHON HEeQ0CTaTOMHOCTU B 9TUX MCCIIEAOBaHUSIX Gbifla HKE BO
BCEX Tpynnax C akTUBHbIM ne4YeHnem no cpasHeHulo ¢ rpynnoit nnaue6o, u apyrve
AaHHbIE, NOCTYNHbIE ANA AyTacTepUAa U aHTaroHUCTOB anbgat-afpeHopeLenTopos, He
NOAAEPXUBAOT BbIBOA O MOBLILEHHOM pUCKe pasBUTUS  CEpAEYHO-COCYAMCTbIX
OCINOXHEeHMWiA (CM. pasaen «PapMakoguHaMuKa).

HoBoo6pasoBaHus rpyaHon xenesbl

B KNUHUYECKNX NCCneaoBaHMaX U Npy NOCTPErncTpaLnoHHOM HabmogeHm Y MYXXYUH,
NPUMEHSAIOLLINX fyTacTepup, cooblianock 0 peakux cryvasx passBuTUS paka rpyoHO
xenesbl. OfHaKoO 3NMAEMNONOrMYeckne NCCNefoBaHNs He Nokasanu yBenuyeHus pucka

AKPAHEHIH ¢
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pasBUTUA  paka rpPyaHOW >Kenesbl Yy MyX4uH '?;,'PW““‘F“":!".,‘éH;e@ , Hﬁk@ﬂgw
S-anbha-peayktasbl  (cM. pasgen «PapmakoguHamukar). . “Bpalamv -~ Slehyer

NMPOUHCTPYKTUPOBaTL MaLUEHTOB O HEOobXOoAMMOCTU cpasy Xxe coobliaTb O Mobbix
WUSMEHEHVSAX B TKaHsAX TPYAHOW JKenesbl (HanpuMep, NOSIBNEHUM Y3EeNKoB Wnu
BblAENEHNA N3 COCKOB).

MNouyeyHas HepoCcTaTOYHOCTDL

NeyeHne nayneHToB ¢ TAXENON NOYEUHO HE[OCTATOUHOCTbIO (KIMPEHC KpeaTUHUHA <
10 mn/MvH) HeoGxoAMMO NPOBOAUTL C OCTOPOXHOCTBIO, MOCKONbKY MNpUMEHeHue
npenapara y Takux nauneHToB He U3y4anocs.

F'MnoTtoHus

Opmocmamudeckas: Kak W npu nNpUMEHeHWM APYrUX  aHTArOHUCTOB Q-
aApeHopeUenTopos, npu NPUMEHEHWN TaMCyro3vHa MOXET HabMoaaTbCsl CHMKEHUE
apTeépuanbHoOro AaBneHust, B peAkux cnyvasx npusogsiiee k obMopokam. MaumeHTsl,
HauMHaoWme neveHve npenapatoMm [lyoaapT, fomkHbl ObiTb NpeaynpexaeHsl o
HEoOX0AUMOCTI CECTb UNKM NEeYb MPU NepBbIX NPU3HaKaxX OPTOCTaTUYECKOW MMOTOHUM
(ronoBokpyxeHue, cnabocTb) 10 TeX Nop, NOKa CUMATOMbI He npouayT.

Ana  Toro, 4TOGbl MUHMMWU3NPOBATL BO3MOXHOCTb pasBUTNA  OpTOCTaTUYECKOW
rUNOTOHUM, Nepea Hadanom reveHus uHrnbutopamm cdocdoanactepasbli-5 (H3-5)
MauvMeHT [omkeH ObiTb remoguMHamuyecku crabuneH Ha  Tepanuu Apyrumu
aHTaroHMcTamMu a1-aapeHoOpPEeLENTOPOB.

Cumnmomamuyeckas: Tpebyetcs cobniogaTs OCTOPOXHOCTb MpUW COBMECTHOM
NpUMeHeHnn anbda-aapeHo6oKaTopoB, BKIOYAs TaMCYMNO3UH, C nHrubutopamu ®03-
S (Hanpumep, cungeHadun, Taganadwun, BapaeHadun). AHTaroHUCTbl  Qi-
agpeHopeuenTopoB U uHrubutopbl P®O3-5 genswTCH cocyaopacLUMpsitoLLMi
CpeAcCTBamu, KOTOpble MOTYT CHMWXaTb apTepuansHoe aasneHve. OfHOBPEMEHHoe
NPUMEHEHNE NEeKapCTBEHHbIX CPeACTB U3 [aHHbIX [ABYX KIAacCoB MOrYT BbI3BATb
CMMNTOMAaTUYECKYHO TMNOTOHMIO.

dnonnu-upuc CUMHAPOM

NHTpaonepauVoHHbIii CUHOPOM aTOHUYHOI paayxku (IFIS, Bug cuHgpoma maneHbkoro
3pavka) Habmnogancs npu onepauusx no noBogy KaTapakTbl Yy HEKOTOpPbIX MauueHTos,
HaxXOAALWNXCA Ha JleYeHUU TamCyrio3MHOM WU nony4aBlUMX ero paHee. CuHApOM
ATOHUYHON PaAYXKKM MOXET NPUBECTU K YBENUYEHWIO PUCKA KONMYECTBA OCIIOMKHEHMIA
B XoAe 1 nocne onepauni. B CBA3N C 3TUM He PEKOMEHAYETCS HauMHaTb Tepanuio
npenapatom [lyoaapT y nauneHToB, KOTOPLIM 3annaHUpOBaHO npoBefieHne onepauuu
MO NoBOAY KaTapaKThbl.

MNpn nepeponepauvoHHom obcnenoeaHum O(pTanLMOXUPYpry CrneayeT YTOuHWTS,
NPUHUMAET NU nauveHT WM NpuHUMan nu padee [yoaapT, ANS BO3MOXHOCTU
NOATOTOBKA K onepauun n NpuHATUS afeKkBaTHbIX Mep MPW BO3HWUKHOBEHWM aTOHUM
PagyXKku B Xofe onepauuu.

OTmeHa TamcynosuHa 3a 1 — 2 Hefjenu Ao onepaumm no noBoAy KatapakTbl cUMTaeTcs
GnaronpuaTHoM, HO nonb3a U Nepuoa BPEMEHU OTMEHbI npenapata A0 onepauuu no
noBOAY KaTapaKTbl HE YCTaHOBSIEHb.

HerepmeTu4HOCTBL Kancynbi

HyTtactepng abcopbupyetca uepes KOXY, NO3TOMY >EHLUMHbI, AeTW W MOAPOCTKU
AOIMKHbI n3beraTh KOHTaKTA C MOBPEXAEHHBIMM kancynamu. B cnyyae koHTakTa ¢
MOBPEX/IEHHBIMU Kancynamu HeobXoANMO Cpasy NPOMbITL COOTBETCTBYIOLLMIA Y4ACTOK
KOXXWN BOAOW C MbINTIOM.

Nuruburopsl CYP3A4 n CYP2D6

OABHOBPEMEHHOE MNPUMEHEHWE TamCynosuHa C CUMbHLIMU uHrmbutopamn CYP3A4
(HaNpuUMep, KETOKOHA30/M), 1 B MEHbLLEW CTENEHU C CUNbHBIMM nHrnbutopammn CYP2D6
(Hanpumep, NapoKCeTUH) MOXET NPUBOAUTL K MOBBLILLEHMIO 3KCAO3NLAY TamcyrosvHa
(cMm. pasaen «BsaumopeiicTBue ¢ ApyruMn nekapcTBEHHLIMM cpeacteamm»). MNoatomy
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HE PEeKOMEHAYeTCA MNPUMEHATb TaMCyNno3WH Yy NauWMeHTOB, NPUHUMAIOLLIMX CUITbHbIE
uHrnbutopsl CYP3A4. CrnepfyeT C OCTOPOXHOCTbIO MPUMEHSATb TaMCYmo3uH Y
NaUueHToB, MNPUHUMAaOWKUX yMepeHHble uHrMbutopsl CYP3A4, cunbHble wunu
ymepeHHble nHrmbutopsl CYP2D6, kombuHaumio unrubutopos CYP3A4 n CYP2DS6,
Ny y NaumMeHToB ¢ MeaneHHbim metadonuamom CYP2D6.
HapyweHue ¢pyHKUMMN neyeHn
MNpumeHeHne nekapcTBeHHOro cpeactBa [yogapT y NauUMEHTOB C  MEYEHOYHOM
HeAoCTaTo4HOCTbI0 He usyvanocb. [loatomy [lyogapt cnefyeT C OCTOPOXHOCTbIO
MPUMEHATL Y NaUMUEHTOB C HapYLUEHUAMU DYHKLIMKM NeYeHU OT NErkorm 40 YMEpeHHOM
cTeneHu.
BcnomoratenbHble BewecTBa
NekapcTBeHHOe cpeacTBo coaepXuT kpacuTenb xenTbin (E110), KoOTOpblit MOXeT
Bbi3blBaTb annepruyeckme peakumu.

BIIMAHWE HA  CMOCOBHOCTb YMPABNATb ABTOMOBMUIEM WU
ABNXYLWIMMUCA MEXAHU3MAMU

He npoBogunock uccnefosaHwii, usyyaBlUMX BRvsiHMe npenapata [yodapT Ha
BOX/EHue aBToMobunsa U paboTy ¢ MexaHnaMamu.

Cnepyet WHPOPMUPOBaTb NALMEHTOB O TOM, YTO MPU NEYEHUM NEKAPCTBEHHLIM
cpefcTBoM [lyoaapT MOryT BO3HMKAaTb CUMMTOMbI, CBSI3@HHbIE C OPTOCTATUYECKO
TMNOTOHUEN, TaKNE KaK rofoBOKpYXeHMe.

®OPMA BbIMYCKA

Mo 30, 90 kancyn BO bnakoH W3 MONMU3TUNEHA BLICOKOW NAOTHOCTH, YKYMOPEHHBIA
3aBUHYMBAIOLLIE/ICST KPBILLKOW C NNacTMaccoBOl MPOKNAAKoW, C YCTPOACTBOM NpOTUB
BCKPbITUSA priakoHa aeTbMu. PnakoH cHabxeH MemBpaHoit 3 (ofbriv anioMUHUEBON,
KOTOpas ABNAETCA KOHTPOSIEM NepBOro BCKPbITUS.

Mo 1 cnakoHy BMecTe C UHCTPYKUMER MO MEAWUUMHCKOMY NPUMEHEHMIO B KapTOHHYIO
nauyky.
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ycnoBua XPAHEHUSA !
lNpu Temnepartype He sbiwe 30°C. | MIHS
XpaHuUTb B HEQOCTYNHOM 419 fiIeTEN MecTe. %
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CPOKTIOOHOCTH
2 ropa.
He ucnonb3oBatk nocne ucteueHuss cpoka roqHoCTy.

ycnoBusa OTIYCKA
Mo peuenTy.
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