CocrTaB

Oeticmsyrwuwee seuecmao: etoricoxib;
1 TabneTka comepxkut 90 M 9TOPHUKOKCUOQ;

8cnomozameibHble Beu,ecmaa: Kanblims ruapodocdaTt 6e3BOOHEIN, LIEJIII0I03a
MUKPOKPUCTAIJINYeCcKasi, HaTpUs KpOoCKapMeJljio3a, MarHUs cTeapar;

obos0uka mabaemku: Kpacutenb Omagpan® II 6enwiii 39K18305 (gmss mo3upoBku 90
MT'), BOCK KapHayOCKU;

cocmas kpacumes: Onaapan® II 6emnwii 39K18305: nakTo3a, MOHOTHUOPAT,
rurpomesyio3a; Tutana guokcup (E 171) TpuatieTuH.

JIekapcTBeHHasi popMa

TabneTKu, MMOKPHITHIE TIJIEHOYHOM 000JI0YKOM.
OcHoBHble (pu3suko-xumuyeckue ceoticmaa:

Tab6netku o 90 Mr: TabmeTku 106710KOIIOT00HOM (POPMEI, TOKPHITHEIE IIIEHOYHOM!

000J109KOI 6eJIoTo I[BeTa, C TPaBUPOBKOM <202> ¢ ogHOM cTOpoHH 1 <ARCOXIA 90>
C IpyTOHu.

dapMakKoTepaneBTHYECKasi IPymnma
HecTepounHnie IpoTHBOBOCHANUTENbHEIE TTpenapaThl. Kokcuonsl. Kog ATX M0O1A HO5.
dapMaKkogUHaAMHKA

MexaHu3M OenCTBUS

OTOPUKOKCUO SIBIISIETCS IePOopPalbHBIM CEJIeKTUBHBIM UHTHOUTOPOM
UKI00KcUreHasnl-2 (LIOI'-2) B paMKax KIMHUYECKOr0 Auara3oHa J03.

B xope knmHUYECKUX (hapMaKOJIOTMYEeCKUX UCCIIefOBaHUN JIeKapCTBEHHOE CPEeACTBO
Apkrokcusa® mo3ozaBucumo mHruobuposan LIOI-2 6e3 unrubupoanus LIOI'-1 npu
MMPpUMEHEeHUH B fo3ax A0 150 Mr B CyTKU. DTOPUKOKCUO He MHTUOUPYETCSI CUHTE3
[IPOCTarjaHOAWHOB XKeJlyaKa U He BauseT Ha QYHKIIUI0 TPOMOOIIUTOB.

LIukmookcureHasa oTBedaeT 3a oOpa30BaHue MPOCTArIaHOUHOB. MOeHTHGUIIMPOBAHO
nBe usodopmel - LIOI'-1 u LIOT-2. LIOT'-2 aBnsieTcs usodopmoii pepMeHTa,
WHOYIIUPYETCS UMITYyJIbCOM IIpOo3allajieHHsI M pacCMaTPUBAETCsI KaK OCHOBHOM (hakTop,



OTBEYAIOIINM 3a CHHTE3 ITPOCTAHOUIHLIX MeINaTOPOB 00JIM, BOCIIAJIEHUS U
nuxopagku. LIOI'-2 TakXKe 3afeliCTBOBaHa B Ipolieccax OBYIALMU, UMIIJIAaHTALlUU U
3aKpBITUS apTEPUaIbHOTO IPOTOKA, PETryIauud QYHKIIUUA ITOYEK U [IeHTPaIbHOU
HEPBHOM CUCTEMHI (MHOYKIIUS TUXOPalKHU, OllylieHrue 00, KOTHUTUBHASA QyHKIIUI).
Tak>ke MOKeT y4acTBOBATh B IIpollecce 3axkuBneHus s13B. LJOI'-2 Obin
UOeHTUUIIMPOBaH B TKAHW BOKPYT SI3BHI KENyOKa y YeloBeKa, HO 3HaueHue Oiis
3aKMBJIEHUS S3BEI HE YCTAHOBIIEHO.

Db DEeKTUBHOCTD

Y nmanuueHTOB C OCTE0APTPUTOM 3TOPUKOKCHO B o3e 60 Mr 1 pa3 B CyTKM 3HAYUTEJILHO
yIIydIllaeT COCTOSTHHE MPHU OOJISIX 1 OLIEHKY IallieHTa O COCTOSHUU 3a001eBaHUus. JTHU
MMOJIOXKUTeNbHBIE 9P(PeKTH HabII0ganuch y2Ke Ha BTOPOU AeHb JIeYeHUs U
COXpaHsINCh B TeYEHUeE Iepuoaa a0 52 Heaelnlb. B xode uccienoBaHuu C
MpuMeHeHrueM 3TOpuKoKcuOa B go3e 30 Mr 1 pa3 B cyTKu 3¢ (HEKTUBHOCTh 3TOTO
ImperapaTa IIpeBbIIaa niaiedo B TedyeHue 12 Hemenb jiedeHus (MCIIOIb30BaJIUCh
OLIEHKH, KOTOPhIE IPUMEHSJIUCH B OPYTUX UCCJIefOBaHUsIX). Bo BpeMs uccieqoBaHus
nmonbopa mo3kl 3TOPUKOKCHUO B Mo3e 60 MI' MeMOHCTPUPOBAJl 3HAYUTENIBHO 00Jiee
BEIpaXKE€HHOe yy4dlleHue, yeM B f1o3e 30 MI, OTHOCUTEJIBHO BCEX 3 OCHOBHEIX
KOHEYHBIX TOYEK I10ociie 6 Hegenb nedyeHud. [IpuMmeHenue go3sl 30 MI ipu
OCTeOoapTPUTE KUCTU HE U3y4dasioCh.

Y nanuyeHTOB C PEBMATOUIHLIM apTPUTOM 3TOPUKOKCUO B mo3e 60 mr u 90 mr 1 pa3 B
CYTKHU 3HAYUTENIbHO yJIy4Illall COCTOSTHME OTHOCUTENIbHO BhIpazkKeHHOCTHU 00N,
BOCIIAJIEeHU s, a TaKKe IIOOBUKHOCTH. B Xo1e ucciegoBaHui 1o olieHKe 103 60 Mmr u 90
MT IIOJIOKUTEJIbHBIE 3(HEKTH COXPaHSIJINCh B TeueHue 12-HemelbHOT o IIepruoaa
JledeHUs. B xome ucciieqoBaHus I10 OLleHKe N0o3bl 60 MI 110 cpaBHeHUIO ¢ go3ou 90 mr,
o0a mo3upoBaHUs 3TOpUKOKcHOa - 60 Mr 1 pa3 B cyTku u 90 mMr 1 pa3 B CyTKH - ObIIIH
6ornee adpdekTUBHE YeM mJialebo. [1o3a 90 mr Onina apdekTrBHA, yeM mo3a 60 Mr B
COOTBETCTBUU C MeTonoM Bceobineli onifeHku 60su nanueHToB (0-100 MM Bu3yanbHas
aHaJIoroBas IIKaja), CO CpegHuUM yay4dumernueM -2,71 mMm (95% [OU:

-4,98 MM, -0,45 MM).

Y nmanuueHTOB C IIPUCTYIIAMU OCTPOTO ITOOAarpUYeCcKoro apTPUTa 9TOPUKOKCUO B [03e
120 mr 1 pa3 B CyTKU B TeueHue 8 gHew oberdasn 00J1b B CycTaBax CpeoHeN u
TSI2KEJIOM CTEIIeHU U BOCHaJleHHe CPaBHEHUIO C MHAOMEeTalnHOM B mo3e 50 mr 3 pa3a B
CYTKH. YMeHbIIIeHUEe BEIpaKeHHOCTH 00511 HabmogaeTcs yxke depe3 4:00 mocre
HadaJsa JIeYeHHUs.

Y nmanueHTOB C aHKHUJIO3UPYIOUIUM CIIOHOUIIUTOM 3TOPUKOKCUO B fo3e 90 mr 1 pa3 B
CyTKHU oOecreuynBaeT 3HAUUTEIbHOE YIyUllleHre ITpu 00JI1 B ITI03BOHOYHUKE,
BOCITAJIEHUM, OTPAHUYEHUHU OBUXKEHUH, a TaKXKe ynydmaeT GYHKIMOHATbHYIO
crtocobHOoCTh. KnmHUYecKue IpenumMyniecTBa 9TOpUKOKCcuba Habsofganuch Ha BTOPOM



OeHb II0CJle Hayajla Tepalluu U XPaHUJIMCh B TeUueHUe 52-HedeIbHOr 0 Iepuoaa
JledeHUs. B Xxome BTOPOro UCCIIeOBaHUs 10 OlleHKe N03kl 60 MI 10 CpaBHEHUIO C
no3ou 90 mr, sTopukokcub B mo3e 60 Mr 1 pa3 B cyTku u 90 Mr 1 pa3 B CyTKHU
MIPOOEMOHCTPHUPOBAJ MOX0XKYI0 3¢pPHEKTUBHOCTh IO CPaBHEHUIO ¢ HanpokceHoMm 1000
MI' e2Ke[JHEBHO. Y IIallMeHTOB, He JeMOHCTPUPOBAaId afeKBaTHOI0 OTBETa IpU
IpuUMeHEeHUU A03b 60 MT e’KeTHEBHO B TeueHHe 6 Helellb, MOBBIIIIeHNEe A03kl 10 90 Mr
eXKeqHEeBHO YJIy4Illayo OlleHKYy MHTeHCUBHOCTU Oonu B cnuHe (0-100 MM Bu3yanbHas
aHAaJIOrOBas IIKajia) II0 CPaBHEHUIO C IPOOOJIZKeHUueM npuema 60 Mr exxegHEeBHO, CO
cpegHuM ynyuiuneHnuem -2,70 mm (95% [OU: -4,88 MM, -0,52 MM).

Bo BpeMs KIIMHUYECKOTO UCCJIeJOBaHUS IIOCIIeoIepallioOHHOro 3y0OHOoU 60711
9TOpUKOKCUO B fo3e 90 Mr nmpuMeHsiiica 1 pa3 B CyTKM A0 Tpex OHel. B moarpymnmne
MaleHTOB C YMePeHHOM 00/IbI0 B HaYaJIbHOM COCTOSTHUU 3TOPUKOKCHO B mo3e 90 Mmr
oOeMOHCTpupoBan obe3bonuBatoniuii apdekT, momobHbIN Takoro B ubymnpoderna 600 mr
(16,11 mpotuB 16,39; P = 0,722), u nipeBriian 3¢pdeKT napaletamosna / KogernHa 600
mr / 60 mr (11,00; P <0,001) u nimane6o (6,84; P <0,001), yTo onpenesnsioch 1m0
IIOKa3aTeJsIio IMOoJIHOTo o0jeruenusa 60onu u3-3a 6:00 (TOPARG6). KonudyecTBo
MaleHTOB, KOTOPhIe COOOIa 0 IPUMeHeHUH! ITpeIrapaToB 9KCTPEHHOT 0
o6e36omuBaHus B TedueHue 24 yacos, cocTtaBusa 40,8% B rpyrme nNpuMeHeHU
atopukokcuba 90 mr, 25,5% B rpynne npuMmeHenus uobynpodera 600 Mr Kkaxkmanie 6
4acoB u 46,7% B rpyIime npuMeHeHus napaneraMmosia / kogernHa 600 mr / 60 mr
Kaxkgble 6 4acoB II0 CpaBHEHUIO C 76,2% mallmeHTOB, IPUHUMABIINX I1j1aiie6o. B aTom
HCCIeJOBaHMM Havaslo aHaJIbre3upyollero geucTsus (ouryTuMoe objierdeHue 00n)
90 mr sTopuKoKcuOa HaOII0[aIOCh yKe yepe3 28 MUHYT IIOC/Ie IpreMa IIpenapara.

Bbe3onacHOCTH

MexpgyHapogHas uCCiefoBaTe/IbCKasa IporpaMMa AJIUTEIbHOTO IPUMEeHEeHU T
9TOpUKOKcuOa 1 gukinodeHaka nnpu aprpute (MEDAL)

I[Tporpamma MEDAL Ornlfia IPOCIIEKTUBHOE pa3paboTaHHOM MporpaMMOi
OTHOCUTENBHO PE3YIbTAaTOB 6E30IIaCHOCTH CO CTOPOHBI CEPOEYHO-COCYOUCTOMU
CHUCTEMEBI, ITOJIyYeHHBIX C 00beINHEHHBIMU JaHHBIM TPEeX PaHIOMHU3UPOBAHHBIX
OBOMHEBIX CJIEITBIX, KOHTPOIUPYEMBIX aKTUBHBIM ITPEapaTOM CPaBHEHUS
uccnenoBaHui (onwlT ucciaegoBanuit MEDAL, EDGE II u EDGE).

B nccnegosanuu MEDAL, koTopoe OBIJIO HallpaB/IeHO Ha oNpenesieHre BIUSHUS Ha
CEepOEeYHO-COCYOUCTYIO cucTteMy, ydacTBoBanu 17804 mamueHTOB C OCTE0apPTPUTOM
(OA) u 5700 - c peBMaTougHbLIM apTpuTOoM (PA), KOTOpHIE IPUMEHSIN 3TOPUKOKCHO B
mo3e 60 mr (OA) unu 90 mr (OA u PA) unu guknodeHak B go3e 150 Mr B CyTKH B
TedeHue B cpemHem 20,3 Mmecsiiia (MakKCcUMalbHO - 42,3 Mecsila, MmeauaHa - 21,3
MecsIia). B aToMm uccnegoBanum O6bIM 3a@UKCHUPOBaHBI TOJIBKO CEPhe3HbIE T0O0YHEBIE
peakIuu U npeKpallleHus IIpueMa IIpenapara BCIeACTBUe BO3HUKHOBEHUS KaKUX-TU00



MOOOYHBIX PEAKIIUH.

B xope uccneposanuui EDGE u EDGE II cpaBHUBaIU XeJyqoO4YHO-KUIIEYHYIO
IIepeHO0CUMOCTh 3TOPUKOKcHuOa u nukinodpeHaka. B uccnemopanuu EDGE ydyacTBOBamu
7111 nauuenToB ¢ OA, Tony4aBUIuX 3TOPUKOKCUO B go3e 90 mr B cyTKu (B 1,5 pa3a
BHIIIIE PEKOMEHIOBaHHOU H03kI s nedyenus OA), unu gukinodeHak B mo3e 150 Mr B
CYTKHU B TedyeHUe B cpegHeM 9,1 mecsaua (MakcumyM - 16,6 mecsia, meguaHa - 11,4
Mecsia). B uccnegoBanuu EDGE II yuacTtBoBanu 4086 namueHToB ¢ PA, mmomydaBIInx
jledyeHre DTOPUKOKCUO B go3e 90 MI B CyTKHU UJIM OUKIoheHakoM B go3e 150 mMr B
CYTKU B TeueHUe B cpegHeM 19,2 mecsana (makcumywm - 33,1 mecsinia, MmeguaHa - 24
Mecsia).

B o6begquHenHoM nporpamme MEDAL yuactBoBanu 34701 mamueHT ¢ OA u PA,
[I0JIy4YaBIIUX JIeYeHVe B TeUueHue nepuoga B cpegHeM 17,9 mecsna (MakcuMyM - 42,3
Mecslla, MenuaHa - 16,3 mecsana); npuMepHo 12800 nmamueHTOB MoJIy4daiu jiedeHue
O6ornee 24 Mecsna. Y mallMeHTOB, 3apPeruCTPUPOBAHHBIX B 3TOM IIporpaMmMme, ObIIN
pa3Hble HadaJlbHbIe (PAaKTOPHI PUCKA OJI CEPAEYHO-COCYOUCTON CUCTEMEL U
XKenynodyHo-KumeyHoro tpakTta (2KKT). ITanineHTH ¢ HeJaBHO ITIEPEHECEHHBIM
nH(papKTOM MHOKapAa, aOPTOKOPOHAPHOE IIYHTUPOBaHUE UJIM YPECKOKHOMN
KOPOHapPHOU aHTUOIIJIaCTUKU B TeUeHUEe 6 MeCslleB OO0 perucTpanuu B UCCIeqOBaHUU
OBIJIM MCKJTIOUEHHl U3 UCCIiefoBaHuA. B nccnenoBaHusax ObIJIO pa3penieHo IpUuMeHeHe
raCTPOIIPOTEKTOPHEIX IIperapaToB U alleTUJICAJIUIIMIIOBOU KUCJIOTHL B HU3KUX [103aX.

O01as 0€30IaCHOCTD

He OBLII0 CyIIIECTBEHHBIX PA3IUYNM B HAaCTOTE TPOMOOTHYECKUX CEPAEUYHO-COCYANUCTHIX
OCJIOXKHEHUM MPHU IIPUMEHEHUH 3TOPUKOKCcHOa u nukinodpeHaka. KapauopeHanbHU
moOOYHBIE PeaKITUU dallle HaOIIooaauch IIpu IPpUMeHeHU 3TOPUKOKCcuOa, 4eM
oukinodeHaka; 3TOT 3PdeKT ObIIT J0303aBUCUMBIM (ITOAPOOHO O pe3ysbTaTaxX CM.
Huxe). [Tobounbie peakiuu co cTopoHH! 2KKT u meyeHu BO3HUKAIM 3HAYUTEIILHO
yallle ITpY IIpUMEHEeHUU OuKiodpeHaKa, 4eM 3TOpUuKoKcuba. HacToTa BOSHUKHOBEHUS
mo0o4YHEBIX peakini B uccinenoBanusax EDGE u EDGE II, a Takke ITOO0OYHBIX peaKIui,
KOTOPBIE PacCMaTPUBaAJIMCh KaK CEpPhe3HEIE UJIM TaKKe, KOTOPhIE IPUBOMOST K OTMEHE
npenaparta B ucciaemoBanuu MEDAL, Obla BEIIIE TPU IPUMEHEHUN STOPUKOKCUOA,
4yeM OuKiIodpeHakKa.

Be30macHOCTh B OTHOIIEHUH CEPaeYHO-COCYOAUCTON CUCTEMEL

YacToTa IOATBEPKAEHHBIX TPOMOOTUYECKUX CEPIEYHO-COCYOUCTHIX CEPbE3HBIX
MOOOYHBIX pPeakIni (BKJIIo4Yasi peakIluyu CO CTOPOHEI cepflla, 1lepeOpoBacKyIsipHbIE
peakIiy U peakIMu CO CTOPOHBI ITepudepuiyeCcKux COCyaoB) Oblia COTTOCTaBUMOM B
9TOpUKOKCcHuOa 1 gukinodeHaka (JaHHbIE CYMMUPOBaHH B Tabnuie 1). He Gb10
CYIIIECTBEHHBIX PA3IUYUM B ITOKA3aTeJIsIX YaCTOTH TPOMOOTHYECKUX OCIOXKHEHUHN TP



MIPUMEHEHUH 3TOPUKOKCcHOa 1 guKiodpeHaka BO BCeX IIPOaHaIM3UPOBaHHBIX

IIOATPYIIIIaX, BKIIIO4Yad IIallTME€HTOB C KapPOAUOBACKYJIAPHOI'O PHUCKaA. HpI/I OTHOEeJIbHOM
PacCMOTpPEHHNHN OTHOCUTEIbHBIA PHCK BOSHUKHOBEHHA IIOOTBEPZXKIOEHHBIX CEPHE3HEBIX

TPOMOOTHUYECKHUX ITOOOYHBIX peaKIMi CO CTOPOHBI CEPIEYHO-COCYANCTON CUCTEMEI IPHU
NIPUMeHEeHUHN 3TOPUKoKcuba B mo3e 60 mr unu 90 mr nuknodeHaka B go3e 150 Mr Owin

OOVHAKOBEIM.

Tabnuma 1

[TokazaTenu IIOATBEP2KIOECHHBIX TpOM6OTI/IT-IeCKI/IX OCJIOKHEHUU CO CTOPOHEI CEPOEYHO-

COCYOUCTOM cucTeMHI (00benuHeHHas nporpaMmma MEDAL)

OcoxXHeHUusa

OTOPUKOKCUO OuknodeHak
[lopiBHAHHSA
(N=16819) (N=16483) )
MiX rpynamMu
25836 maimeHTo- 24766 manueHTo- JiKyBaHHSA
BO3pacT BO3pacT
Moxasaterns! TTokazarest OTHOCUTEIbHBIHA
PUCK
95 % OIn (95 % ON)
(95 % 1K) ° (95 % IIN)

[ToogTBepKIOeHHBIE CePhe3HbIe TPOMOOTHUYECKHE TTOO0OYHEIE PEAKIIUN CO CTOPOHEI
CepOedYHO-COCYOUCTOU CUCTEMBI

[To npoTokoity

1,24 (1,11; 1,38)

1,30 (1,17; 1,45)

0,95 (0,81;
1,11)

[To HamepeHUIO
JIEYUTHCA

1,25 (1,14; 1,36)

1,19 (1,08; 1,30)

1,05 (0,93;
1,19)

HOJITBep}KJIeHHBIe OCJIOZKHEHHd CO CTOPOHEI CepAalia

[To npoTokoy

0,71 (0,61; 0,82)

0,78 (0,68; 0,90)

0,90 (0,74;
1,10)




[To HaMepeHuio 0,99 (0,84;
0,69 (0,61; 0,78) 0,70 (0,62; 0,79)
JIe4YUTHCSA 1,17)

HOJITBep}KJIeHHBIe Hepe6p0BaCKy'HHprIe OCJIOZKHEHU A

IT

© 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
IIPOTOKOJITY
ITo
Hamepennio|0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
JIe4YUTLCS

[TogTBEepKIOEeHHBIE OCJIOXKHEHUSI CO CTOPOHLI IepUdepruIecKruX COCyooB

IT

© 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
IIPOTOKOJIY
ITo
HaMmepenuio|0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
JIEUYUTBCA

TOcnoxuenuit Ha 100 nalreHTo-Bo3pacT [IW - moBepuUTeIbHLINM UHTEPBA.
N - o011ee KOTAYECTBO MALlMEHTOB B MOMYJISIIIUU 110 IIPOTOKOJTY.

[To mpOTOKOJIy: BCE OCIIOXKHEHUS BO BpEMS UCCIIeAyeMOU Tepaluu Ulu B TedeHue 14
OHEU IIOoCJie ee IpeKpallleHus (3a UCKIIIOUEeHUEM ITallueHTOB, MPUHABIINX <75%
KCCJIeAyeMOoro Iipernapara Ui IpUHUMAaJIU HeOOCIUAXKYBaHU HECTEPOUHEIE
IIPOTHUBOBOCHAIUTENbHEIE ITpenapaThi> 10% Bcero nepuopga).

[To HaMepPeHUIO JTIEYUTHCS: BCE MOATBEPKAEHHBIE OCIIOKHEHUS OO0 OKOHYAHUS
rcciemoBanus (B T. Y. Y manueHTOB, KOTOPbIe MOTJIM MCILITATh BMEIIaTeIbCTBA, He
CBSI3aHHOT'O C MCCJIeJOBaHUEM, C TIOCJIEAYIOIIUM IIpeKpallleHueM IIpuema
rccienyeMoro npemnapara). O61iee KOIM4eCTBO PaHAOMU3UPOBAHHLIX ITAllMEeHTOB:
17412 B rpynne aTopukokcuba u 17289 B rpymiie nukinodpeHaka.

[Toka3aTenb CEPIeYHO-COCYANCTON CMEPTHOCTH, KaK M 00I1lelt CMEPTHOCTHU, ObIJ
MMOJOOHBIM B TPYIIIax JTedeHusT DTOPUKOKCUO U nuKiodeHakKa.



KapduopeHaibHble 0CA0HCHEHUS

[TpumepHo 50% manmMeHTOB, IPUHSATHIX B uccinegoBanue MEDAL, umenu Al B
aHaMHe3e Ha Ha4daJbHOM 3Tale. B 3TOM uccieqoBaHUU 4acTOTa NpeKpallleHusI
JiledeHus BCJIeACTBUE BO3HUKHOBEHUS MOOOUYHLIX peaKIui, CBSI3aHHBIX C
apTepuasibHOU TUIlepTeH3Uuel, Obljia CTaTUCTUYECKU 3HAUUTENbHO BHIIIIE B IPYIINE
MIPUMEHEHUsT 9TOPUKOKCHOa, YeM B I'pymne aukinodeHaka. HacToTa Takou moOOYHOM
peakuy, KakK 3aCTOMHas cepAaedyHasi HeJOCTaTOYHOCTS (IIpeKpalleHue npueMa
IIpenapaTa U cepbe3Hble peakKlnu), Obljla aHaJIOTMYHOM KaK IIPU ITpueMe
sTOpuKoKcuba 60 Mr, Tak u IIpu pueme gukinodpeHaka 150 Mr, ogHaKO 4acTOTa
BO3HUKHOBEHUS 3TUX PeaKIuii Obljia BHIIIIE ITPHU IIpHeMe 3TOPuKokcuba 90 Mr 1o
cpaBHeHUIO Cc nuKinodpeHakoM 150 Mr (cTaTUCTUYECKU 3HAUMMas pPa3HHUlla IIpU IIpuemMe
sTopukokcuba 90 Mr nmo cpaBHeHuio ¢ 150 mr gukinodenaka B rpymnine OA MEDAL).
YacToTa mOATBEPKAEHHBIX ITOOOYHBIX PeaKIIUi, CBI3aHHBIX C 3aCTOMHON CepOedYHOn
HeOOCTaTOYHOCTHIO (IBJIEHUS, KOTOPhIe OBIIM CEPbE3HLIMU U TPeboBaIu
TOCIIUTANIN3alIuU UJIM HEOTJIOKHOU TOMOIIM), ObllIa HE3HAYUTEIBHO BHIIIE TIPU
mpreMe 3TOPUKOKCHOA CpaBHEHUIO C ITprueMoM aukinodperHaka 150 mr, u aToT adhheKT
3aBUCEN OT [MO3bl. HacToTa IpeKpallleHus JTedeHus BCIeACTBUEe BO3HUKHOBEHU A
MOOOYHBIX PeaKlui, CBI3aHHLIX C OTeKaMHU, Obljla 3HAYHUTEJIbHO BRIIIE ITPHU ITPHUEMe
9TOPUKOKCUOa CpaBHEHUIO C MprueMoM nukinodpeHaka 150 mr, u atoT apdekT 3aBucen
OT A03HI (CTaTUCTUYECKU 3HAUMMasl pa3Hulla IIpu nmpueMe sTopukokcuba 90 Mr, HO He
9TOPUKOKCcuOa 60 Mmr).

KapoduopeHaavHble pe3yabmambl, onydeHHble B uccnenoBauusax EDGE u EDGE 11, ¢
OaHHBIMH, 0 KOTOPBIX COOOIIAIoCh B ucciaemoBanuu MEDAL.

B oTpmenbHBIX MccnemoBaHusax nporpaMmmel MEDAL aGcomioTHas 4acToTa
IIpeKpalleHus JJeueHus B I11000M rpyIre nedeHus ITopukokcud (60 mr unu 90 mr)
cTaHoBHUJa2,6% IIpuU apTepuanbHOU runepren3uu, 0ol,9% npu orekax u oo 1,1% mpu
3aCTOMHOM CepOevYHOr HeJOCTaTOYHOCTHU, IIPHU 3TOM BBICOKAS YaCTOTa OTMEHBI
npenapaTa HaOmoaanach IIpu npueMe 3Topukokcuda 90 mr, 60 mr.

Pe3yavmamul oceny0ouHo-KulweyHol nepeHocumocmu 8 npo2pamme MEDAL

3HAUYUTENbHO MEHBIIINY TIOKa3aTe/lb OTMEHEI IIperapaTa BCIeOCTBUEe BO3HUKHOBEHUS
J11000T0 KJIMHUYECKOT0 OCJIOXKHEeHUsT co cTOpoHbl 2KKT (HanpuMep OUCIIEIICUH,
abpmoMuHAaIbHOM 00H, sI3BBI) HabOIoHasics TPy MPUMeHEeHUN 9TOPUKOKCH0a, YeM
oukinodeHaka, B KaXXI0OM U3 Tpex ucciuemoBanu nporpamMmbl MEDAL. TToka3aTenu
OTMEHHI IIpenapaTa BCIeOCcTBUEe KINHNYECKUX peakiuii co cTopoHsl 2KKT #Ha 100
MaleHTOo-JIeT 3a BeCh IIePUOJ UCCIeIOBaHUs ObIIN CIeOyIonuMu: 3,23 s
aTOpuKOKcuOa u 4,96 mnsa muknodeHaka B ucciaemoBanuu MEDAL; 9,12 nns
aTopuKokcuba u 12,28 mns nukinodeHaka B uccinemoBanuu EDGE; 3,71 mns
aTOpuKokcuba u 4,81 nns nuknodeHaka B uccinemoBanuu EDGE II.



Pesyabvmamul npoepammel MEDAL 6e3onacHocmu 0a5 2KKT

OO1ue peakIiiiu CoO CTOPOHEI BepxHero otaena 2KKT Oy onpemesieHbl Kak
nepdopaliuu, a3BLl U KPOBOTEeUEeHUA. [Toarpynna obIuX peakluii CO CTOPOHEI
BepxHero otagena 2KKT, KoTophele CUYMTaNINCh OCIIOXKHEHHBIMHU, BKITIO4aia nepdopaluu,
OOCTPYKLIMM U OCJIOKHEHHBIE KPOBOTEUEHHUS MOATPYIINa OOIIMX peakKIlnil CO CTOPOHEI
BepxHero othaena 2KKT, KOoTOphle CUUTAINCh HEOCJIOXKHEHHBIMH, BKJII0OYasa
HECJIOKHBIE KPOBOTEUEHUS U HEOCJIOXKHEHHEIE SI3Bbl. 3HAUUTEJIbHO MEHBIITNN
IIOKa3aTeJIb YaCTOThI OOIIINX peaKIIuil co CTOPOHEI BepxHux otaesioB 2KKT Habmomancs
IIpY IIPUMEHEHUU 3TOPUKOKCcHOa, yeM gukiodeHaka. He ObIIIO CyIlleCTBEHHOU
Pa3HUIBI MEXKOY DTOPUKOKCUO ¥ OUKIO(GEHaKOM II0 TOKa3aTeli0 YaCTOTHI
OCJIOJKHEHHBIX peakuui. [1719 moATrpynIibl TaKUX pPeakliii, Kak KpOBOTEYEHMUE B
BepxHeM otaesne 2KKT (oO0bennHeHHBIE OCJIOXKHEHHbBIE 1 HEOCJIOXKHEHHbIE), He OBIIO
CYIIIECTBEHHOI'O OTJIMYUS MexkKAy ITOPUKOKCUO u nukKinodpeHaka. [IpeumylinecTBo
9TOpPUKOKCcUOa 1Mo BIusSHUIO Ha BepxHuuu otaesn 2KKT 1o cpaBHEHUIO C OUKI0hEeHaKOM
HU ObllIa CTaTUCTUYECKU 3HAYUMOM Y MMAllMeHTOB, OOHOBPEMEHHO IIPUHUMAIOIINX
aCOUPUWH B HU3KUX Ho3ax (mpumepHo 33% IalueHTOB).

[Tokas3aTenb yacToThl Ha 100 mmamueHTOo-7IeT HOATBEPKOEHHBIX OCITIOKHEHHBIX U
HEOCJIOKHEHHBIX KIIMHNYECKUX PeaKIIui CO CTOPOHHEI BepxHero BunguinyllIKT
(mepdopanuu, sI3BE 1 KpoBoTeueHus) cocrtarui 0,67 (95% OU 0,57, 0,77) npu
npueMe sTopukokcuba u 0,97 (95% IOH 0,85, 1,10) npu npueMe nukinopeHaka, IIpu
9TOM OTHOCHUTENbHBIM pUCK cocTaBun 0,69 (95% OU 0,57, 0,83).

BusHa4yaBCAMOKAa3HUK YaCTOTH MOATBEPKOEHHBIX PEAKIIUNM CO CTOPOHBI BEPXHET0
otrmena 2KKT y maiimeHTOB MOXKHUJIOTO BO3pacTa; Hauboblllee CHUXXEeHNEe HaOII0Iamoch
y ImalueHToB B Bo3pacTe =75 netT (1,35 [95% OH 0,94, 1,87] peakmuit Ha 100
MMaleHTOo-JIeT IIPYU IIpUueMe 3TOPUKOoKcuba cpaBHeHuio ¢ 2,78 [95% OIHU 2,14, 3,56 ]
Ipu NpuemMe OUKIIOodpeHaKa).

IToka3aTenu 4acTOTH HOATBEPXKAEHHBIX KINHUYECKUX PeaKli CO CTOPOHEI HUKHETO
otrpoena XKKT (mepdopatiyissi TOHKOM UJIM TOJICTOU KUIIKHM, OOCTPYKLUS MU
KPOBOTEeYEeHNEe) CTaTUCTUYECKH He OTJINYAJIUCh IPU IPUMEeHEeHNN 3TOPUKOKcHuba u
ouKiogeHaka.

Pe3syavmamui npoepammel MEDAL 6e3onacHocmu 015 neyeHu

9TOopUKOKCUO OBITT aCCOIIMUPOBAH C CTATUCTUYECKU 3HAUUTEIbHO MEHbIIIEN 4YaCTOTOMN
OTMEHHI IperapaTa BCIEeACTBUE BO3HUKHOBEHUS MOOOYHBIX PEeaKIUi CO CTOPOHBI
ImedyeHu, 4eM nukinodeHak. B oobeguaenHou nporpamMmme MEDAL 0,3% mmaiiueHTOB,
MMPUMEHSIBIIINX 3TOPUKOKCHUO, U 2,7% MallueHTOB, MIPUMEHSBIINX OUKI0(pEeHaK,
IMpeKpaTUIu IpUMeHeHte ITpelapaTa BCJIeICTBe BOSHUKHOBEHUS ITOOOYHEIX peaKIIni
COo CcTOpOHEHI nteyeHu. [lokazaTtesns Ha 100 nmanmueHTo-71eT cocTtaBui 0,22 mpu



IIPUMEHEHUH 3TOPUKoKcuba u 1,84 npu npuMeHeHUH AuKiIodeHaka (p-3HaueHue OBIIO
<0,001 gnsa sTopukokcuba cpaBHeHUIO ¢ nuKiIopeHakoM). OQHAKO B IporpamMme
MEDAL GOnbIITMHCTBO ITOO0OYHBIX PEAKIINM CO CTOPOHHBI ITeUeHU ObLIIUM HEeCEPbEe3HBIMMU.

ITonoaHumenvHble OaHHble no be3onacHocmu 015 cepoevyHo-cocyoucmotl cucmembl
no mpomMbomuueckum OCA0HCHEHUAM

B xopme KIMHUYECKUX MCCIIeqOBaHUM, 3a UCKIIIOYEeHUEM HCCIJIeJOBaHUU IPOrPaMMEL
MEDAL, npumepHo 3100 nmaumeHTOB ITOy4aliu 3TOPUKOKCUO B o3e = 60 MT B CYyTKHU
B TeueHue 12 Hemenb 1 gonbine. He OBIJIO 3HAYMMOM pal3Iuyus IIOKa3aTenen
MMOATBEPXKAEHHBIX CEPhE3HBIX TPOMOOTUYECKUX CEPOEYHO-COCYAUCTHIX OCJIOKHEHUN ¥
MMal¥eHTOB, IPUHUMAaBIINX 9TOPUKOKCUO B J03e = 60 Mmr, nnanebo unu apyrue HITBII
(3a uckIOYeHUeM HamnpokceHa). OQHaKO YacToTa TaKuXpeaKIuil Obljia BhIIIE Y
MMalMeHTOoB, ITOTyYaBIINX STOPUKOKCUO, TI0 CPAaBHEHUIO C TEMU, KTO IIOJIyYall
HampokceH B go3e 500 mr 2 paza B cyTKu. OTau4dre aHTUTPOMOOTHUYECKOM
aKTUBHOCTHU Mexkny HekKoTopeiMu HIIBII, uarubupytoimux [10T'-1, 1 ceneKTUBHBIMU
uHruoutopamu LIOI'-2 MoxkKeT OBITh KIMHUYECKH 3HAYNMBIM Y AllME€HTOB I'PYIIIHI
PYCKa BO3HUKHOBEHUS TPOMO0OIMOOTUYECKUX OCJIOKHEeHU. CeTeKTUBHbBIE
uHrnouTopsl LIOT'-2 cHMXKaloT 06pa30BaHE CUCTEMHOTO (U ITO9TOMY, BO3MOXKHO,
9HIOTENINAIbHOT0) MPOCTAlMKINHA 03 BIUSHUS Ha TPOMOOLIMTapHBIM TPOMOOKCaH.
Knuan4yeckoe 3HaYeHME STUX JAaHHBIX HEU3BECTHO.

ITonoaHumeavHble OaHHble no besonacHocmu 0asa 2KKT

Bo Bpems# nByx 12-HenenbHBIX OBOWHBIX CJIETIBIX S9HOOCKOINYECKUX UCCIIeJOBaHUU
KyMYJIITUBHAs 4aCcTOTa BO3HUKHOBEHUS raCTPOOYyOodeHaIbHBIX 3B Obljla 3HAUUTEJIBHO
HUXKe Yy MallieHTOB, MOJIy4YyaBIInX leueHnue ITOpuKokcub B go3e 120 Mr 1 pa3 B CyTKH,
4yeM y HNalleHTOB, I0JIy4YaBIlIuX jledyeHUe HallpoKCceHoM B no3e 500 Mr 2 pa3a B CyTKU
unu nbymnpodernom B mo3e 800 mr 3 pa3a B cyTKu. HacToTa BOBHUKHOBEHHUS sI3B OblIa
BRIIIIE TTPY IIPUMEHEHUU 3TOPUKOKCcHOa, yeM I1iaieodo.

HccaedosaHue pyHKUUU NOYEK Y NAUUEeHMO8 NONXCU/1020 803pacma

B xome paHOOMU3MPOBAaHHOTO, MBOMHOTO CJIENOTO, II1aneb0-KOHTPOJIUPYEMOT O
HMCCJIeOOBaHUS C MMapaljie/IbHEIMU T'PYIIIIaMU OLIeHUBAJIOCh BIIMsSIHUE 15-THEBHOTO
neveHuss ITopukokcud (90 mr), renekokcudbom (200 Mr 2 pa3a B CYTKH), HAaIPOKCEH
(500 Mr 2 pasa B CyTKH) U mj1alie00 Ha BLIBeIeHUE HAaTPUsI C MOYOM, apTepuasibHOe
OaBlIeHNEe U Opyrue MokasaTenu QYHKIIUU II0YeK y mauueHToB oT 60 go 85 ner,
MIPUAEePKUBAIOIINXCS OUETH ¢ cogepxkanueM conu 200 M3KB / CyT. DTOPUKOKCUD,
11eJIeEKOKCUO 1 HallpOKCEH UMeJTH MTog00HO0e BO3OEeCTBUE Ha BEIBEOEeHNE HAaTPUS C
MOYOU IpHU 2-HeOeIbHOM JIeueHUH. Bce aKTUBHEBIE IpenapaThl CPABHEHUS MOKa3alnu
MIOBBIIIIEHE OTHOCUTEJILHO IIJIalie00 CHUCTOJIMNYECKOT0 apTepPHaIbHOTO JaBIeHHUS
OJHAKO 3TOPUKOKCHUO aCCOIIMHUPOBAJICS CO CTATUCTUYECKU 3HAaYMMbLIM ITOBLIIIIEHHUEM Ha



14-%1 meHb MO CPAaBHEHUIO C 11eJIEKOKCMOOM M HAIIPOKCEHOM (CpefHee M3MeHeHue
CUCTOJIMYECKOTO IaBI€HUS 110 CPAaBHEHUIO C UCXOOHLIM YPOBHEM: 3TOPUKOKCHUO 7,7 MM
PT. CT., leJieKokcub 2,4 MM PT. CT., HAIPOKCeH 3, 6 MM PT. CT.).

®dapMaKOKHHETHKA

AGcopOirus.

9TOpUKOKCHUO XOPOIIIO BCAChIBAETCS IPU IIepopaIbHOM IIprueMe. BUogoCTyITHOCTh
coctasisieT 0K0J10 100%. [Tocne nipuema 120 Mr 1 pa3 B CYTKHU [0 OOCTUXKEHUS
PaBHOBECHOTO COCTOSTHUS MaKCHMaJllbHasi KOHILIEHTpallus B IIJla3Me KPOBHU (CpemHee
reoMeTpudeckoe 3HadeHrne Cmax = 3,6 MKr / MjI) HaOJogaeTcsa IpuMepHO yepes 1
yac (Tmax) nmocre nprueMa B3pOCIbIMU HaTomlak. CpefHee TeOMeTpUYeCKOe 3HadeHue
AUCO-24hr coctaBnsget 37,8 MKr X 4/ MjI. B paMKax KJIMHUYECKOTO JO3UPOBAHUA
(bapmMakoKMHEeTHKa 3TOPUKOKCcHOA SBJISIETCS JIMHENHOMH.

[Tpu npueme npemnaparta B fo3e 120 Mr Bo BpeMs el (IIHIla C BEICOKMM COfepKaHueM
JKHWPOB) He HaOIoOanoch BIUSHUSA Ha CTeleHb a0copOIuu 3TopuKokcrba. CKOpPOCTh
abcopOI1My MeHsJIach, YTO XapaKTepPU30BalIoCch CHUKeHueM Cmax Ha 36% u
yBeIn4YeHNEeM MaKCHUMaJbHON KOHIIEHTPAIIMM Ha 2 Yaca. Takue JaHHBIE HE
paccMaTpHUBaIOTCS KaK KIMHUYECKU 3HA4YUMbBIe. BO BpeMs KIMHUYECKUX
KCCIeI0OBaHUM 3TOPUKOKCUO IPUMEHSIIM He3aBUCUMO OT IpHeMa MUIIIH.

Pacnpepgenenue.

OTOPUKOKCUO ITpuMepHO Ha 92% cBsI3bIBaeTCs ¢ OeIKaMU MjIa3Mbl KPOBHU YeJIOBEKA C
KoHIleHTpauusamu ot 0,05 mo 5 Mkr / mj1. O6GbeM pacIipeneneHus Ipu paBHOBECHOM
coctossHuu (Vdss) coctasnsieT npuMepHo 120 1 y yenoBeka.

9TopuKOKCUO MPOHUKAET Yepe3 miialleHTapHbIM Oaphep Y KPHIC U KPOJIMKOB, a TaKXkKe
yepes3 remMaTosHIedanmyeckui 6apbep y KphIC.

MeTaboau3mMm.

9TOopUKOKCUO aKTUBHO MeTabonu3upyetcs, MeHee 1% mo3bl BRIOEISIETCS C MOYOU B
Hen3MeHeHHOM Buae. OCHOBHOU yTh MeTabonu3Ma - 3To GopMUpoOBaHUE
IPOU3BOOHOU 6'-TUAPOKCUMETHII IyTEM KaTanm3alnuu pepMeHTaMy HUTOXpoMa.
CYP3A4 cniocobGcTByeT MeTabonu3My 3TOpuKokcuba in vivo. MccnemoBanus in vitro
yka3beBaloT Ha To, uTo CYP2D6, CYP2C9, CYP1A2 u CYP2C19 Takxke MOTyT
KaTaJIu3upoBaTh OCHOBHOM MyTh MeTaboIu3Ma, HO UX KOJIUYeCTBEHHbIE
XapaKTEepPUCTUKU He U3ydaucCh in vivo.

Y uenoBeka uAeHTUGUIIMPOBAHO 5 MeTaboIuTOB. OCHOBHLIM METaOOJIUTOM SIBJISIETCS
6'-KapOOKCUIIOBOM KHUCIIOTH JepruBaT 3TOPUKOKCHOA, KOTOPHIM 0Opa3yeTcs IIpu



OaJbHeUulIen oOKcuganuu IPpOu3BOOHON 6'-TUOPOKCUMETUI. DTU OCHOBHEIE
MeTabO0IUTHL TU0O0 He MPOSIBIAIOT aKTUBHOCTH, UJIU €CTh Cl1a00aKTUBHBIMU
uaruoutopamu LIOI'-2. Hu oguH u3 9TuX MeTabonmuToB He nurudbupyercs L[OT-1.

BriBenmeHue.

[Tocne omHOKpPATHOTO BBEAEHHUS 3TOPOBEIM NOOPOBOIbIIAM 25 MI' 3TOPUKOKCHOa,
MeYeHHOro panruou3otronoM, 70% paaroaKTHBHOIO IpemnapaTa BEIBOOUTCS C MOYOH U
20% - c KayoM, TJTaBHLIM 00pa30oM B Bupae MeTabonuToB. MeHee 2% BBIBOOUTCS B
Hen3MeHEeHHOM BHUE.

BrIiBOZ 3TOpUKOKCHOa MPOUCXOOUT IIOYTHU IIOJIHOCTHIO TyTeM MeTaboIu3Ma C
[IOC/IEeOYIOIMM BEIBOJOM ITI0YKaMu. PaBHOBECHBIE KOHIIEHTPAIIUU 3TOPUKOKCHOa
OOCTUTAIOTCs yepe3 7 OHeu npu npuMeHeHUu B fo3e 120 mr 1 pa3 B CyTKHU C
IIoKa3aTejleM KyMYJIAIIUU OKOJIO 2, YTO COOTBETCTBYET IIE€PUOAY IIOJIyBEIBEOEHUS
IpUMePHO 22 yacoB. KimupeHc m1a3Mbl KPOBU I10CJIE€ BHYTPUBEHHOI'O BBEIEHUS 25 MT
npernapara CocTaBasgeT 0Koji0o 50 M1 / MUH.

OToenbHBIE TPYIIIEI ITAITMEHTOB.

ITayueHnmul nosicuno20 so3pacma. PapMakKOKMHETUKA Yy TAIlMEHTOB ITOXKUIIOTO
BO3pacTa (cTaplie 65 j1eT) aHaJlorMYHa TaKOBOU y MOJIOABIX TallUEeHTOB.

ITon. ®apMaKOKUHETHKA 3TOPUKOKCHOa aHAJIOTUYHA ¥ MYKUYUH U KEHIIUH.

Hapywenue ¢pyHKUUU neyeHu. Y mallMeHTOB C JIETKUM HapylleHueM QyHKINN IeYeHHn
(5-6 6annoB mo mkane Yaung - [1b10) Ipu IpuMEeHEeHUH 3TOPUKOKcuba B mo3e 60 mr 1
pa3 B CyTKHU cpegHuii nmokasarenb AUC npuMepHo Ha 16% Oorblile, 4eM y 300POBBIX
DoOPOBOIBIIEB IIPU TAaKOU Ke MO3UPOBKE IIpemnaparta. Y malueHTOB C YMePEHHBIM
HapyieHueM QyHKIuU nedyeHu (7-9 6ansos mo mkane Yaing - [1bi0) Ipu IpuMeHeHU!
9TOpUKOKcuOa B mo3e 60 Mr uepes3 CyTKU cpegHui nmokasatesb AUC 6bi1 nomo6eH
ITOKa3aTessl y 3HOPOBHIX MOOPOBOJIbIIEB, IPUHUMABIIIMX IIpenapar B mo3e 60 mr 1 pa3 B
CYTKHU eXeqHEeBHO IIpUMeHeHue 3TOpuKokcuba B mo3e 30 Mr 1 pa3 B CyTKU He U3ydaliu
B 9TOU rpylne nanreHToB. HeT KIMHUYeCKUX Uin papMakKOKMHETUYECKUX OaHHBIX O
MMallMeHTOB C TSAXKeJbIM HapylleHueM QyHKIuu redyeHu (=10 Gansos o mkane Yaung
- ITr10).

HapyweHue ¢pyHkuuu nouyek. PapMakKOKMHETHKA PAa30BOM MO3kI 3TOPUKOKCHOa 120 Mr
y IIallMeHTOB C YMEPEHHBIMHU U TSAXKEJIBIMU HapyLIeHUSIMU QYHKIIUU IT0YEK, a TaKXKe y
MMaleHTOB C 3a00JIeBaHUSAMU MOYEK TEPMUHATBHOU CTaOUuU, KOTOPHIM IIPOBOAST
reMoguainu3, He OT/InYaeTCs 3HaUYUTENbHBIM 00pa30M OT TaKOBOU y 3MOPOBHIX
moOpoBombIleB. [Ipu reMoauanu3e mIpenapaT NOYTH He BEIBOOUTCS (KJIMPEHC Ouaaun3a -
okoJy1o 50 M1 / MUH).



Iemu. ®apMakOKHMHETHKaA 9TOPUKOKCcUOa y fgeTel (B Bo3pacTe mo 12 meT) He
n3y4yasnach.

B xo00e uccaedosaHuli papmakokuHemuku (n = 16), IpoBegeHHOI'0 C y4aCTUEM
IOAPOCTKOB (B Bo3pacTte oT 12 go 17 neT), GapMaKOKMHETHKA y MAllUEHTOB C MaCCOU
Tena 40-60 Kr, KOTOPHIM Ha3Havaju 3TOPUKOKCHUO B mo3e 60 Mr 1 pa3 B CyTKHU, U Y
MMaleHTOB C Maccoi Tesa 6oee 60 Kr, KOTOPLIM Ha3Havasu mpenapart B mo3e 90 mr 1
pa3 B CyTKH, Oblyia ITogoOHa TAaKOBOM Yy B3POCIILIX, ITOTYYaBIIUX 9TOPUKOKCUO B Jo3e 90
Mr 1 pa3 B cyTku. be3omacHocTh 1 3(pPeKTUBHOCTL IPUMEHEHUST 9TOPUKOKCUOA OEeTIM
He YyCTaHOBJIEHHI.

IToxa3zaHnus

e CuMnTOMaTH4YeCKasa Tepalnus Ipu 0OCTeoapTPUTe, peBMaTOUAHOM apTPHUTE,
AHKMJIO3UPYIOIIEM CIOHOUINUTE, a TaKXKe MMpu 00/I1 U IpU3HaKaX BOCIIAJIEHUS,
CBSI3@aHHBIX C OCTPHIM ITOJarpu4ecKum apTpUr.

e HempoponkuTenbHOE IeUeHe YMEPEHHOU MOCIeonepalioHHON 00y,
CBSI3aHHOM CO CTOMATOJIOTUYECKUMU OIepalusiMU.

e PemreHre 0 Ha3HAYEHUM CEIEeKTUBHOTO MHrubuTopa LIOI-2 momxKHO
OCHOBHIBAThCS Ha OLIEHKE BCEX MHOWBUIOYaIbHBIX PUCKOB Yy IallUeHTa.

IIporuBONOKa3aHUA

JleKapCTBEHHOE CPenCcTBO APKOKCHUS® NPOTHBOIOKA3aH:

e TIOBBIIIEHHAS YyBCTBUTEJIPHOCTD K IEHMCTBYIOIIEMY UITH JIIOOOMY
BCIIOMOTaTEeJIbHOMY BEIIEeCTBY IIpeliapara;

e IIPY aKTUBHOU INEIITUYECKOU S3BE HUJIM aKTUBHOU XKeJIyOOYHO-KUIIIEYHOM
KPOBOTEYEHUH;

e TIaIMeHTaM, ¥ KOTOPHIX BO3HUKAI OPOHXOCHa3M, OCTPLIM PUHUT, Ha3albHbIE
[IOJIUIIEI, aHTUOHEBPOTUYECKUU OTEK, KpAIllMBHULIA UJIU OPYTUE aJlyIeprudecKue
peaxkiuu Iocie IpuMeHeHus

e alleTHJICATUIIUIIOBOM KUCOTH unu HIIBII, BKnatodas uHruoutops: LJOI-2
(IIMKJIIOOKCUTeKCaHa3a-2)

e B mepuoq 6epeMeHHOCTH U KOPMJIEHUS T'PYObIO

e TIPHU TAXKEJIBIX HAaPYIIeHUSX PyHKIIUU nedeHU (aTbOyMUH CHIBOPOTKHU KPOBU <25 T
/ 1 unu =10 6asyutoB o mkaue Yang - [1b10)

e €CJIM pacCuuTaH MIOYEeYHbIU KJIUPEHC KpeaTuHuHa <30 MJI / MUH;

e IeTSM B BOo3pacTe a0 16 neT;

e IIPU BOCIIQJIUTEJILHBEIX 3a00JIeBaHUSIX KUIITEUYHUKA;

e IIPU 3aCTOMHOU cepaeuyHou HemocTtaTouHOCTH (NYHA II-1V)



e TIAITMEHTaM C apTepPHaIbHOM TUIePTeH3uel, Y KOTOPHIX ITOKa3aTelu
apTepuasyibHOIO JaBJIeHUs IOCTOSIHHO BhIle 140/90 MM pT. CT. ¥ HEAOCTATOYHO
KOHTPOJIUPYIOTCS;

e IIPU OMArHOCTHMPOBAHHOM HIIeMUYeCKOlN 00J1e3HU cepplla, 3a001eBaHuIX
nepudepudecKux apTepuil 1 / Uiu 11epedpoBacKyIsIpHBIX 3a001eBaHUSIX.

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEeICTBAMH H IpPpyrue BHObI
B3aMMOIEeHUCTBUHA

q)apMaKO)IHHaMquCKHe B3aHMMOIOENCTBHUS

IlepopasibHble aHmuKoaz2y1saHmMbul. Y allueHTOB, COCTOSIHUE KOTOPHIX
CTaOUIM3UPOBaHHBIN IIOCTOSTHHBIM IPUMeHeHHeM BapdaprHa, IIpUueM 3TOPUKOKcuba B
mo3e 120 Mr B CyTKU COIIPOBOXKAAETCs yBelIndeHueM npuMepHo Ha 13% [1B
MeXOYHapOOHOT 0 HOpMananu30BaHHOTO oTHoIileHusa (MHO). [TosToMy y namiueHTOB,
NPUHUMAIOIIUX ITepopasibHble aHTUKOATyJITHTHI, CJIeAyeT 4acTO IPOBEPSITh
noka3aTtenu [1B MHO, oco6eHHO B IIepBLie OHU ITPUEMa 3TOPUKOKCUOA UIU ITPU
U3MEHEHUU ero OO3HL.

Huypemuku, uHzubumopuvt AII® (AII®) u aHmazoHuUCMbl peu,enmopos8 aH2uomeH3UHda
II. HTTIBII moryT ocnabmnsaTh 3pHeKT TUYPETUKOB U OIPYTrUX aHTUTUIIEPTEH3UBHBIX
npenapaToB. Y HEKOTOPHIX ITAIJMEHTOB C HapylleHUueM (PyHKIUY No4YeK (y HalueHTOB C
geruapaTalye Uian y IMOXKUJIIbIX MallieHTOB C 0cjiabeHHON PyHKIIMEeN TOY€EK)
OOHOBPEMEHHOE MpuMeHeHre NHTHOUTOpa AIT® UM aHTAarOHUCTOB PELIETITOPOB
aHruoTteHs3uHa Il u npenapaTtoB, nHTHOUpYylomux L1OI', MOXKeT IPUBOAUTD K
OanbHEUNIEeMYy YXyOUIEeHNI0 (PyHKIIUY IOY€EK, BKII4Yas OCTPYIO II0UYEYHYIO
HeJOoCTaTOYHOCTh , OOBIYHO UMeeT 0OpaTUMEIN XxapakTep. ClenyeT IOMHUTH O
BO3MOXKHOCTU TaKHX B3aMMO[EUCTBUU Y ITAllMEHTOB, IIPUMEHSIIOIINX 3TOPUKOKCHUO
OOHOBPEMEeHHO ¢ nHruoutopamu AII® mnau aHTAarOHUCTH PELEITOPOB aHTMOTEH3WHA
II. IToeaToMy Takue KOMOWHAIIMU CJIeqyeT Ha3HavyaThb C OCTOPOIKHOCTBHIO, 0COOEHHO
nangueHTaM IMOXKUJIOro Bo3pacTa. CrenyeT IPOBECTU HaAJIeXKalllylo TUapaTaluio u
paccMOTpPEeTh BOIIPOC O IPOBEAEHUU MOHUTOPUHTa PYHKIIUY II0YEK B HaUaJje
KOMOMHUPOBAHHOTO JIeYeHUsI, a TaK¥XKe C ONpeaeIeHHOM MePUOOUYHOCThIO U B
OaJIbHEeHIIIeM.

Auemuacaauyuaosasn Kucaoma. B xoge ucciegoBaHus C y4daCTUEM 3[00POBBIX
n0OpPOBOJIBIIEB B YCIIOBUSIX PABHOBECHOT'O COCTOSIHUS IIPUMEHEHUS 3TOPUKOKCcHOa B
po3e 120 mr 1 pa3 B CyTKHU He BJIUAJIO Ha aHTHUarperaiTHOW aKTUBHOCTHIO
aleTUICaIuIuIoOBOM KUCIOTH (81 Mr 1 pa3 B CyTKHU). DTOPUKOKCUO MOXKHO Ha3HadaTh
OOHOBPEMEHHO C alleTUJICAJIMLIUIIOBOM KHUCJIOTOU B A03aX, IPUMEHSAEMBIX O
npoPUITaKTUKU CEPAEYHO-COCYOUCTHIX 3a00JieBaHnl (IIpUMeHEeHNEe
aleTUJICAJINIIUIIOBOM KUCJIOTEL B HU3KUX H0o3ax). OOHAKO OOHOBPEMEHHOE IIPUMEHEHUe



HU3KUX 103 alleTUJICAIUIIMIIOBOM KHUCIIOTH U 9TOPUKOKCHUOa MOXKET YBEITUYUBATh
4aCTOTY BO3HUKHOBeHUS 13BEl 2KKT U Opyrux 0CI0XKHEHUU 10 CPAaBHEHUIO C
MOHOTepanuen 3Topukokcrub. He pekoMeHOyeTCsa OOHOBPEMEHHOE IIpUMEHEHNEe
9TOPUKOKCHUOA C alleTHUJICAJIUIIMIIOBOM KUCJIOTOM, JO3bl KOTOPOM BHIIIIE
npodunakTudeckue, a Takxke C IPYTUMU HEeCTEPOUAHBIMY ITPOTUBOBOCIANIUTEIbBHBIMU
CpencTBaMM.

IlukaocnopuH u makpoaumyc. XoTsI B3aUMOIOENCTBHE 9TOPUKOKCUDA C 9TUMHU
ImperapaTaMu He U3y4aloCh, OMHOBpeMeHHOe npuMeHeHue jo6oro HIIBII ¢
LIMKJIOCIIOPUHOM HUJIA TAKPOJIMMYCOM MOXKET YCUIUBaTh HE(PPOTOKCUYECKOE BIIMSIHUE
nocnepHux. CrneayeT KOHTPOJIUPOBATh PYHKIHIO IOYEK IIPU OOJHOBPEMEHHOM
MIPUMEHEHUHN 3TOPUKOKCHUOA C II0OBIM M3 3TUX IIPelapaToB.

(DapMaKOKI/IHeTI/IquKI/Ie B3aMMOOENCTBUS

BausiHue amopukokcuba Ha (papmakoKuHemuky Opyaux npenapamos.

JIumuti. HecTepougHble IPOTUBOBOCIAIUTENIBHBIE CPENCTBA OCNIA0ISII0T BEIBEOEeHU
JIUTUS II0YKaMU, TeM CaMBIM IIOBEHIIIAs YPOBEHD JIMTUA B IIJ1Ia3Me KpoBU. Ecnu
HeoO0XO0OUMO, IPOBOASAT TIIATeJIbHBIM KOHTPOJIb YPOBHS JIUTUS B KPOBU U
KOPPEKTUPYIOT A03y JINTUSA B TEYEHNE OOJHOBPEMEHHOI'O IIPUMEHEHUS 3TUX
IIpernapaTos, a TakKXe IIpu nIpekpalneHuun npuMmernenus HITBII.

Memompekcam. B xone OByx uccjiegoBaHUuM usydanuch apPeKkTrsl 9TOpUKOKCcuba mpu
npumeHeHuu B go3ax 60, 90 unu 120 Mr 1 pa3 B CyTKU B TeueHUe / OJHEU
nangueHTaMH, KOTOpBIe mony4danu 1 pa3 B Hefesro MeToTpeKkcaT B fo3e oT 7,5 0o 20 Mr
TP PEBMATOUOHOM apTpuTe. ATOPUKOKCUO B mo3e 60 1 90 Mr He BIUSI Ha
KOHIIEHTpAaIMIO B IlJla3Me KPOBU UM OYEYHHBIN KJIIMPEHC MeToTpeKcaTa. B ogHOM
KCCJIeOBaHUU IPU IIPUMEHEHUU 3TOPUKOKCcHOa B mo3e 120 Mr He HabII0ganoCh
BJIMSHUSA Ha KOHILIEHTPAIINIO B IIJIa3Me KPOBU U MOYEYHBIA KJIIMPEHC METOTPEKCaTa,
TOTa KakK B IPYTOM MCCJIeJOBaHUU NPHU TPUMEHEHUUN 3TOPUKOKCcHOa B mo3e 120 mr
KOHIIeHTpallisl MEeTOTPEKCcaTa B IIJla3Me KPOBHU MOBHIIIanack Ha 28%, a ITO4YeYHbIN
KJIMPEHC MeToTpeKcaTa CHuxkajscsad Ha 13%. [Ipu ogHOBpeMeHHOM Ha3Ha4YeHUuU
9TOPUKOKCHUOa U MeTOTpeKcaTa CJIeayeT IPOBOAUTh COOTBETCTBYIOIINY MOHUTOPUHT
OTHOCUTEJIBHO IIOSABJIEHUS TOKCUUYECKOI'0 BO3OEeUCTBUA MeTOoTpeKcara.

ITepopasnvHble KOHMpauenmuevl. ATOPUKOKCHUO B mo3e 60 MI IIpu OJHOBPEMEHHOM
NPUMEHEHUH C OpaJbHBIMM KOHTpPAlleIITUBAaMHU, COOepKaIUMu 35 MKT
sTUHUNSCTPaguona u 0,5-1 Mr HOp3TUHOPOHA B TedeHue 21 OHSA TPUBOOUI K
noBeieHnI0 moka3aTtensas AUCO-24hr B paBHOBECHOM COCTOSTHUU [JIS
STUHUNACTPaarona Ha 37%. 3Topukokcub B mo3e 120 Mr npu IpUMeHEHUHU C
BhHIILIEyKa3aHHBIMHU OPaJIbHBIMY KOHTpallelITUBaMU OOHOBPEMeHHO unu yepe3 12:00
MIOBBIIIAJI B paBHOBECHOM cocTossHUM 3HaueHuss AUCO-24hr stTuHunsctpaguona Ha 50-



60%. O TakOM HOBHILIEHUU KOHIIEHTPALUU 3TUHUIISCTPanuosa cienyeT IOMHUTH IIpU
BLIOOpE ITEPOPaIbHOTO KOHTPALIENITHBA C Pa3/INYHBIM COfiepKaHueM
STUHUJISCTPAANOIIa, KOTOPEIM OyAeT IPUMEHSATHCSI OOGHOBPEMEHHO C DTOPUKOKCHUO.
[ToBhIIIEeHNE SKCIIO3ULIMU STUHUIICTPAAUOJIa MOXKET YBeJIMUUBATh YaCTOTY
BO3HUKHOBEHUS MOOOYHBIX PeaKlnii, CBI3aHHBIX C IPUMEHEHUEM I1epOopaIbHbIX
KOHTPAIIEIITUBOB (HarpuMep TpoMO009MOOINY BEeH y XKEHIIWH I'PYIIILI PHUCKa).

I'opmonoszamecmumenvHas mepanus (I'3T). TIpuem 120 Mr aTopuKoKcuba c
TOPMOHO3aMeCTUTENIbHEIMY IIpeapaTaMy, BKII0Yal0T KOHBIOTUPOBAaHHEIE SCTPOTEHEI
(0,625 Mr «mipeMapuH ™ »), B TedeHHe 28 OHeU yBeJIMYHWBaeT CPeJHUM IIOKa3aTelb
AUCO-24hr B paBHOBECHOM COCTOSSHHH HEKOHBIOTUPOBAHHOTO 3CTPOHa (Ha 41%),
eKBUJIMHY (Ha 76%) u 17-B-acTtpanuona (Ha 22%). BnusgHue 003 9TOpUKOKCUOa,
PEKOMEHOOBaHHBIX O/ AnuTenbHOro npumMeHeHus (30, 60 u 90 mr), He usy4danu. [1o
CpaBHEHUIO C yBeJIn4yeHueM Jo3upoBku ¢ 0,625 go 1,25 Mr nnpu MOHOTepanuu
ImperapaToM «IpeMapuH ™ », BIUSHUE 3TOPUKOKCHOa B mo3e 120 MI B 3KCITO3UITUIO
(AUCO0-24hr) scTporeHHBX KOMIIOHEHTOB IIpenapara «IpeMapul ™ » ObIJI MEHbIIIE,
4yeM Ha NoJIoBUHY. KIIMHMYeCcKOoe 3HaYeHNEe TAaKOr'O MOBBIILIEHNW ST HEU3BECTHO, a IpUeEM
BLICOKHUX [03 IIpernapaTa «IIpeMapuH ™» OOHOBPEMEHHO C ITOPUKOKCUO He U3ydaliu.
CrnepgyeT IpuHMMATh BO BHMUMaHNE TaKOe YBEeIUYeHNEe KOHIIEHTPAIlMK 3CTPOTeHa IIpu
BBIOOPE TOPMOHAJILHOTO IIpernaparTa sl IIPUMEeHEHUSI B IePUO IIOCTMEHOIIay3kl ITPHU
OOHOBPEMEHHOM IIPUMEHEHUU C ITOPUKOKCHUD, TOCKOJILKY POCT 3KCIIO3UITUHU
S5CTPOTreHa IOBHIIIaeT PUCK BOSHUKHOBEHHUS ITOOOYHBIX PeaKIIMil IPU 3aMeCTUTEIbHOMN
TOPMOHOTEpaIunu.

ITpedHu30H / npedHu3010H. B uccieqoBaHUsIX B3aUMOIEHCTBUS 9TOPUKOKCUO He
ITPOSIBIISANT KIMHUYECKU 3HAUYMMOI'O BIUSTHUS Ha PapMaKOKUHETUKY IPeOIHu30Ha /
MIpeaHn30JI0HA.

HuezoxkcuH. TIpu npuMeHeHUU 3TOPUKOKcHOa B mo3e 120 mr 1 pa3 B CYyTKU B TeUEHUE
10 gHel 3MOpPOBHIM MOOPOBOJIbIIAaM He HaOJIIomanoch BIusHUE Ha noka3aTtenb AUCO-
24hr B paBHOBECHOM COCTOSIHMH U Ha BHIBeeHUEe OUTOKCHHa moykKaMu. Habmromamoch
yBeIn4YeHNe MoKa3aTelss MaKCUMaJIbHOU KOHIIEHTPAIluU JUTOKCHHA (MIPUMEPHO Ha
33%). Takoe MOBHIIIIEHNE, KaK IPABUJIO, HE SIBISIETCS CYILECTBEHHBIM V OOIBIINHCTBA
nanreHToB. OOHAKO cienyeT HaOJogaTh 3a COCTOSTHUEM ITAllMEeHTOB C BRICOKUM
PUCKOM TOKCUYECKOTO IeMCTBUS OUTOKCUHA IPU OOHOBPEMEHHOM Ha3HaYeHUU
9TOPUKOKCUOA U OUTOKCHHA.

Bnusinne aTopuKoKcuOa Ha mpemnapaThl, KOTOpPhle MeTab0oIu3uPYIOTCSI

cynbdoTpaHcdhepasaMu

OTOPUKOKCUO SBISIETCS HHTUOUTOPOM aKTHUBHOCTHU YeJI0BEeYEeCKOM
cynbdoTpancdepassl, B yacTHocTH SULT1E1, a Tak:Ke MOXKEeT IIOBHIIIATh
KOHIIEHTPAIINI0 STUHUIIICTPAANO0JIAa B CEIBOPOTKE KPOBHU. [IOCKOIBKY Ha CETOOHS



OaHHBIX O BJIMSIHUM MHOTOYUCJIEHHBIX CyIbdoTpaHchepas HeJOCTAaTOYHO, a
KnuHu4Yeckue 3¢pGeKTh MHOTUX IIPenapaToB 10 CUX IIOP U3yYaloTCs, 11eJiecoo0pas3Ho C
OCTOPOXKHOCTBHIO Ha3HAaYaTh 3TOPUKOKCUO OMHOBPEMEHHO C OPYTUMHU IpelrapaTaMu,
KOTOpPble MeTabOIU3UPYIOTCS TJIaBHEIM 00pa30M YeJI0BeYeCKUMHU
cynbdoTparHchepaszambl (HarrpuMep nepopasbHbIM canTb0yTaMOoJI U MUHOKCUOWI).

BnusiHMe 9TOpUKOKCcHUOa Ha IpernapaThl, KOTOPEIe MeTa00IU3UPYIOTCSI
nz3odpepmentamu CYP

[To maHHBIM MCCIeOOBaHUM in vitro, He oxkXupmaeTcs yrHeTeHue nurtoxpoma P450 (CYP)
1A2, 2C9, 2C19, 2D6, 2E1 unu 3A4. B xoge ucciemgoBaHUM C ydaCTUEM 300POBBIX
I0OPOBOJIBIIEB €XKEeITHEBHOE IIPUMEeHEeHNe 3TOPUKOKCcHOa B mo3e 120 Mr He BIUSIO Ha
aKTUBHOCTB ITeueHO4YHOTr0o CYP3A4, 4TO yCTAHOBIEHO IO SPUTPOMUILIMHOBYIO
ObIXaTEJIbHBIM TECTOM.

BnusiHre Opyrux mpemnaparoB Ha ¢apMaKOKHHETHKY 9TOPHUKOKCcHOa

OcHOBHOM yTh 0OMeHa 3Topukokcuba 3aBucut ot ¢pepmentoB CYP. CYP3A4
criocobcTByeT MeTab0IM3My 3TOPUKOKCcHOa in vivo. McciiegoBaHu in vitro yKka3slBaioT
Ha 1o, yTto CYP2D6, CYP2C9, CYP1A2 u CYP2C19 TakXe MOTYT KaTaJIUu3UpPOBaTh
OCHOBHOM ITyTh 0OMEHa 3TOPUKOKCHOa, HO UX KOMUYECTBEHHBIE XapaKTEPUCTUKHU He
U3y4aJiuCh in vivo.

KemokoHa3os1. KeToOKOHA30I ABJIIeTCS MOITHBIM UHruoutopoMm CYP3A4. Ilpu
MIPUMEHEHUU 3T0POBLIMU NoOpoBoIbilaMu B mo3e 400 Mr 1 pa3 B cyTKu B TeueHue 11
OHEeN KeTOKOHA30J1 He OKa3hkIBaJl KJIMHUYECKN 3HAaYMMOI'0 BIUSHUSA Ha
(bapMaKOKUHETHKY 3TOPUKOKCHOa B pa3oBoi mo3e 60 mr (yBenuuenue AUC Ha 43%).

BopukoHa3osa u mukoHa3osa. OgHOBpeMeHHOe IPpUMeHeHNe TepPopPabHOTO
BOPHKOHA30J1a UJIM MUKOHA30JIa B BU[Ie OPAJIbHOTO T'eJjIs [JISI MECTHOI'O ITPUMEHEHU
(morabIe THTHOUTOPEI CYP3A4) ¢ OTOpuKOKCHO BBI3BAJIO0 HEOOJIBIIIOE ITOBLIIIIEHHE
9KCIO3UIIUU 3TOPUKOKCHOA, YTO, OJJHAKO, HE CUUTAJIOCh KIIMHNYECKHU 3HAYNMBIM
COTJIACHO OMyOIMKOBAHHBIM JaHHBIM.

PugamnuuuH. OmHOBpEMEHHOE Ha3HaYeHNe 3TOPUKOKCHOa 1 pudpaMnuirnHa
(momiHOTO MHAYKTOPa pepMeHTOB CYP) mpuBOAUIIO K CHUKEHUIO KOHIIEHTPaluu
9TOPUKOKCcHOa B MJjia3Me KPOoBU Ha 65%. DTO MOKET COMMPOBOXKAATHCS ITOBTOPHBIM
MIPOSIBIEHHEM CUMIITOMOB IIPU OOHOBPEMEHHOM NPUMEHEHUHU ¢ ITOpuKOKcub. Torma
KakK TaKue JaHHbIe MOTYT YKa3bklBaTh Ha HE0OOXOOUMOCTh YBEIUUEHUS OO3bI, HE
PEKOMEHAyeTCs MPUMEHATh 3TOPUKOKCUO B f03aX, IPEBHIIIAIONIUX YKa3aHHbIe OIS
KasKJOoro IToKa3aHUs, IOCKOJIbKY He U3y4asloCh KOMOMHUPOBAHHOE IPUMEHEHNE
pudaMnuIIiHa U STOPUKOKCHOA B TaKUX 03aX.



AHmauudvl. AHTAIUOHBIE ITPeIlapaThl He OKA3hIBAIOT KIIMHUYECKHU 3HAYHNMOT0O
BIUSTHUS Ha papMaKOKUHETUKY 3TOPUKOKCHOA.

OC00EeHHOCTH MPUMEHEeHHSI

BausiHue Ha 2#ce1y00YHO-KUWeyHblll mpakm

Coo0m1anock 00 OCJIOKHEHHUSIX CO CTOPOHBI BEPXHUX OTHEJIOB KEeTyN0YHO-KUIIIEeYHOT O
TpakTa (nmepdopalyu, I3Bbl UIU KPOBOTEYEHUSI), MHOTA C JIETAJIbHBIM UCXO0M Y
MalneHTOB, IIOJyYaBIINX STOPUKOKCHUO.

C OCTOPOXKHOCTHIO ClIelyeT Ha3HavyaTh HECTEPOUOHEIE IPOTUBOBOCIIAJIUTEIILHEIE
CpenCcTBa IallMeHTaM C [IOBBIIIEHHEIM PUCKOM OCJIOXKHEHUU CO CTOPOHEL XKeJIyIOYHO-
KUIIIEYHOI'0 TpaKTa NalueHTaM IIOXKUJIOT0 Bo3pacTa, nanueHTtaM, KoTopuie
MPUMeHS0T J1o6ou apyroi HIIBII unu ameTuicaauiinioByi0 KUCIOTY OOHOBPEMEHHO,
WU TallieHTaM C XKeJIyqO4YHO-KUIIeYHBIMU 3a00JIeBaHUSIMU B aHaMHe3e, a UMEHHO
sI3BaMU U KeJIyOO4YHO KUIIIEeYHEIMU KPDOBOTEYEHUSAMU B aHaMHe3e.

Cy1iecTByeT OOTOTHUTEBHBIN PUCK Pa3BUTUS ITOOOYHBIX 3()(HEKTOB CO CTOPOHHI
KeJIyOOYHO-KHUIIEYHOT 0 TpaKTa (3KeJIyJO4YHO-KHUIIIeYHOe A3Ba UJIN OpyTrue
OCJIOKHEHHUSI CO CTOPOHEI JKETyAO0YHO-KUIIIEYHOTI 0 TPaKTa) IPHU OOJHOBPEMEHHOM
MMPUMEHEHUU 3TOPUKOKCHOA M alleTUJICATIUIIUIIOBON KUCIIOTH (HaxKe B HU3KMUX [103aX).
B xome OnuTeNnbHBIX KIIMHUYECKUX UCCIIeOBaHUM He HabJII00anioch BHIPaKeHHOM
pa3nuursg B 6€30IIaCHOCTH 10 XKEeTyI0YHO-KUIIIeYHOT0 TpaKTa IIpU NpUMeHeHU !
cenekTuBHOTO nHruoburopa LIOI'-2 + anertuncanumnunoBas KuciaoTa u HIIBIT +
aleTUICAINIIMIIOBasA KUCIIOTa.

BausiHue Ha cepOeuHo-cocyoducmyioo cucmemy

KnuHndyeckue nccieqoBaHus IIOKA3bIBAIOT, YTO IIPUMEHEHNE JTeKapCTBEHHBIX CPECTB
KJlacca CeJIeKTUBHBLIX UHTuOUTOPOB LIOI'-2 MoXkKeT OBITh CBI3aHO C PUCKOM
BO3HUKHOBEHUS TPOMOOTHUYECKHUX OCJIOKHEeHUM (0coOeHHOo nHpapKTa MUOKapaa u
MHCYJIbTa) I10 CPaBHEHUH C Ij1alle00 U HEKOTOPHIMU HECTEPOUTHBIMU
MIPOTUBOBOCIAINTENBHEIMEI CPeICTBaMU. [IOCKONMBKY PUCK CEPOEYHO-COCYOUCTRIX
OCJIOKHEHUU BO3pacCTaeT IIPU YBEIUYEHUN O03bl U AJINTEIbHOCTU IPUMEHEHUST
9TOpPUKOKCUOA, ITpemapaT cjiefyeT Ha3HadyaTh B TeUeHUe KpaTdauIllero mepuoaa
BPEMEHM U B HU3KUX 3(PPEeKTUBHBIX CYTOUYHEIX J03aX. CrnenyeT nepuogudecKu
I[TpocMmaTpuBaTh NOTPEOHOCTD ITAIIMEHTOB B CUMIITOMAaTUYeCKOM o0OierdyeHust 0011 U
peakIuio Ha 1e4eHue, 0COOEHHO B ITAllMEHTOB C OCTE0AaPTPUTOM.

[TaumeHTaM C BhIpakKeHHBIMU (paKTOpPaMU pPHUCKa Pa3BUTUSA CEPAEYHO-COCYOUCTHIX
OCJIOXKHEHUU (HallpuMep apTepuasibHas TUIEePTEeH3Us, TUMIEPJIUIIUaeMUsi, cCaXapHbI
nuabeT, KypeHre) Ha3HadaTh 3TOPUKOKCUO cliefdyeT TOJIBKO IIOCie TIIaTeIbHOU



OILIEHKHU PHCKa PAa3BUTHUA OCJIOZKHEHMHI.

CenektuBHble MHTUOUTOPE! LIOI'-2 He 3aMeHSI0T IPUMEHEHHUS alle TUJICAaTUIINIIOBON
KHUCJIOTHL AJI51 IPOPUITAKTUKN TPOMOO0IMOOTINUECKUX CEPAEUYHO-COCYAUCTHIX
3aboseBaHui, MOCKONbKY HE oKa3bIBalOT aHTUArperaHTHOTO AeicTBusA. [loaToMy He
clenyeT OTMEHSTh aHTHArperaHTHEIM IIpernaparThl.

BausaHue Ha nouKu

[ToyeuyHble IpoOCTarIaHOUHBI MOTYT UTPATh KOMIIEHCATOPHYIO POJIb B ITOANEPKaHUU
nepdys3uu noyek. [109ToMy IIpU COCTOSTHUSX, COTIPOBOXKAAIONIUXCS YXYOIIIeHUS
moye4yHou nepdy3uu, NpuMeHeHe 3TOPUKOKCHOa MOXKeT IPUBOAUT K 0CIabJIeHUI0
o0pa30BaHUS NPOCTArJIaHAWHOB U, KaK CJIeNCTBHUE, I0YEeYHOI'0 KPOBOTOKA, TeM CaMbIM
yxynauas GyHKIIUIO IT0YeK. BLICOKUI PUCK Pa3BUTHUS TaKOM peaKIUU CYIIeCTBYET B
MaIlMEeHTOB C YK€ UMEIOIIUMCS BRIpaKEeHHBIM HapylleHueM GYHKIIUY ITOYEK,
HEKOMIIEHCUPOBaHHOM CepAeYHON HEeJJOCTAaTOYHOCTRLIO UJIN IIUPPO3. B Takux
MMalneHTOoB CllefyeT KOHTPOIUPOBaTh QYHKIIUIO ITOYEK.

3adepoicka socudkocmu, omeku u apmepudibHas 2unepmeH3us

Kak u rmpu mpuMeHeHUHU OPYTUX IIpenapaToB, MHTUOUPYIOIIUX CUHTE3
IpOoCTariIaHANHOB, 3aJepPKKa JKUOAKOCTU, OTEKN U apTepHuaibHasd TUIepPTeH3Uusd
HaOJII0ganauch B IanueHToB, KOTOphIM MPUMEHSITH 9TOPUKOKCUO. Bce HecTepoumHeie
MTPOTUBOBOCHAIUTEIbHEIE CPEICTBA, BKII0Yasa 3TOPUKOKCHO, MOTYT ITPUBOIUT K
Pa3BUTHUIO UJIHU PELIUANBY 3aCTOMHOM cepAedHou HemocTaTodyHoCcTU. MHpOpMaluio o
peakKuuy B 3aBUCUMOCTH OT J03HI CM. B pa3gene «®apmMakKoIorudyecKrue CBOMCTBA.
dapmakosoruyeckue ». C OCTOPOKHOCTBIO Ha3HA4YalT MalleHTaM C CepaedyHoun
HEeI0CTAaTOYHOCThIO, HapylleHueM (PyHKIHUHU JIEBOTO KENyao4yKa UJIU apTepualbHOU
TUIepTeH3uel B aHaMHe3e, a TaKzKe MallieHTaM C 0TeKoM, KOoTopble BO3HUKIIU I10
JIIOOBIM OPYTUM ONpuumHaM. [Ipy KIMHUYECKUX ITPU3HaAKaX YXYOIIeHUs COCTOSTHUS
TaKUX IMallMEeHTOB cienyeT NpUHATE COOTBETCTBYIOLIUE MEPHI, BKJII0UasA OTMEHY
9TOPUKOKCHUOA.

9TOopUKOKCHUO, 0COOEHHO B BHICOKUX [103aX, MOXKET ITPUBOOUT K O00Jiee 4yacTou u boiee
TSKEeJIOU apTepHhaIbHOU THIIEePTEH3UY 10 CPaBHEHUM C HEKOTOPHIMU OPYTUMU
HEeCTEePOUOHBIMHU TPOTUBOBOCIIAIUTENIbHBIMEI CPEACTBAMHU U CEJIEKTUBHBIMU
uaruoutopamu LIOI'-2. TTosTomy Al cinenyeT KOHTPOJIMPOBATH OO0 Havdasa JIeYeHUus
9Topukokcub, 1 0co00e BHUMaHUE ClenyeT YOensaTh KOHTPOJIIO 3a apTeprualbHbIM
OaBJIeHHEM BO BpeMs JieueHUusA JTOPUKOKCUO. ApTepuanbHOe OaBlIieHUe CJIegyeT
KOHTPOJIMPOBATh B TeYeHUE 2 HeleJlb II0CJie Havyajla JIe4YeHUs, a 3aTEM -
nepuopuydecku. Ecnu apTepuanbHOe OaBJjieHUe CYIIeCTBEHHO IIOBHIIIAETCS, CIIenyeT
paccMOTpeTh BO3MOXKHOCTDH aJIbTEPHATUBHOIO JIEYEHUS.



BaussHue Ha ne4yeHb

[ToBeimieHre YPOBHSA anmaHnHaMuHOTpaHchepassl (AJIT) u / unu AcAT (ACT)
(mpuMmepHO B 3 unu 60Jiee pa3 10 CPaBHEHUY C BepXHEeU I'paHulledl HOPMBEI)
HaOroganoch MpuMepHo ¥ 1% malmeHTOB, y4aCTBOBABIINX B KITMHUYECKUX
HCCIeJOBaHUSAX U IPUMEeHsI U 3TOPUKOKCcuO B mo3e 30, 60 1 90 Mr B CyTKM B TeYEHUE
nepuona go 1 roga.

CnenyeT HabJI00aTh 3a COCTOSSHUEM BCEX MAIlMEeHTOB C CUMIITOMaMU HapyIIeHUs
(byHKLIMY TedeHH, a TaKKe ITallieHTOB C IIaTOJIOTUYEeCKNMHU ITO0Ka3aTensaMu QyHKIIUU
nedyeHu. [Ipu npu3Hakax HapylleHUsa QYHKINY II€eY€HU U IPU CTOUKUX
IaTOJIOTUYECKUX U3MEHEHUAX [ToKa3aTelel QyHKIUY IeYyeHH (B 3 pa3a BhILIE
BEepXHEU I'PaHUIlbl HOPMbI) STOPUKOKCUO ClIelyeT OTMEHUTD.

OO11e yKa3aHusg

Ecnu Bo BpeMs medeHUs y nalieHTa HabOnmomaeTcs yxynomnieHrue GyHKIMY 110001 13
CHUCTEM OPraHOB, YKa3aHHBIX BHIIIIE, CIeAYeT IPUHSITh COOTBETCTBYIOIINE MEPHI U
paccMOTpPeTh BOIIPOC 00 oOTMeHe 3TOpuKokcuba. CrenyeT o0ecIeuuTh
COOTBETCTBYIOIIlee MEUIIMHCKOE HAOTIOOeHre IPY IPUMEHEeHUN 3TOPUKOKCHOa
MmanmeHTaM IIOXKUJIOTO BO3pacTa U IMallueHTaM C HapylleHueM (yHKIIUY IOoYeK,
TeYeHu UJIM cepalia.

C OCTOPOKHOCTBIO CIIeyeT HauMHaTh JledeHre DTOPUKOKCUOD marueHTaM C
gerugparalmei. PeKkoMeHOyeTcs IPOBECTU PeTrUuapaTalinio 4o Havaja IIpUMeHeHU s
9TOPUKOKCHUOA.

O pa3BUTUU CEPBE3HBIX KOXKHBIX peaKlli, B HEKOTOPHIX ClIydasX C JIeTaJlbHbIM
HMCXOJIOM, B TOM 4UHCJie 9KC(HOIMAaTUBHOIO lepMaTuUTa, cCuHaApoMa CTUBEHCA -
II2KOHCOHA U TOKCUYECKUH dMHuaepMaIbHbIMN HEKPOINU3, OYeHb PeIKO CO00IaIoCh Mpu
npuMmeHenuu HITBIT 1 HEKOTOPHIX CeTeKTUBHBIX UHTruOuTOpOoB LIOI'-2 nmpu
IMOCTMapPKETUHTOBOTO HabmomeHus (cM. pa3nen «[lo6ouHble peakiuu»). CaMbIi
BBHICOKUU PUCK Pa3BUTHUSA TaKMX PeaKIUi y HallMeHTOB - B Hayajle Tepaluu, a Hadaso
WX ITPOSBJIEHUY B OONIBIIIMHCTBE CIy4YaeB - B TeYeHUe IepPBOro Mecsilia J1e4eHus.

Cepbe3HbIE peaKIUU THIIEPUYYBCTBUTENBHOCTH (HAlIpuMep, aHapUuIaKCUs U
AQHTMOHEBPOTUYECKUM OTEeK) HaOJIIOOaIuCh Y ITallieHTOB, IIPUMEHSTIOIINX 3TOPUKOKCHUO.
HekoTopsie ceneKTuBHbIe UHTUOUTOPHI 1IOI'-2 MOBHINIAIOT PUCK BO3HUKHOBEHUS
KOXKHBIX peakIlui y IMallieHTOB C aJlJIepruiecKoy peakiyel Ha JII000ro nmperapara B
aHaMHe3e. DTOPUKOKCHUO cjiefyeT OTMEHUTD IIPU MEPBHIX IPOSIBIEHUSIX CHITIM Ha KOXKeE,
CIIU3UCTHIX 000JI0UEK UJIU OPYTUX IIPU3HaKaX T'UIepPuYyBCTBUTEIBHOCTH.

HpI/I IIPUMEHEHUN STOpI/IKOKCI/I6a MOT'YT MaCKHUPOBATLCA ITPOABIIEHU A JIMXOPAOKHU U
Apyrue Inpu3HaKu BOCIIQJIMTEJIBHOT O IIPOoIleccCa.



C 0CTOPOKHOCTHIO Ha3Ha4YalOT OOHOBPEMEHHO 3TOPUKOKCUO U BapdapuH UHU APyTUe
ImepopajibHble aHTUKOATyISTHTHL.

[IpuMeHeHUME 3TOPUKOKCUOA, KaK U OPYTUX ITpenapaToB, uHrubupymomux L1OI /
CUHTE3 IIpoCTariaHguHoOB, He pekoMeHOyeTcs XKeHIIuHaM, IJIaHUPYIOIIUM
0epeMeHHOCTb.

JleKkapCTBEeHHOE CPencTBO APKOKCHs®, TaOJIeTKH, IOKPHITHIE MJIEHOYHOM 000I0UYKOH,
COMEPKUT J1aKTO3y. [lallMeHTH C PeIKOM HaCJIeICTBEHHON HEeIlepeHOCUMOCTHIO
raJ;IakTO3bI, HEOCTATOYHOCTHIO JIAKTA3bl UJIM CUHAPOMOM TJIIOKO30-TaJTaKTO3HOM!
MaJibabcopOIuy He OOJIKHBI IIPUMEHSTh 3TOT ITperapar.

9TO IeKapCTBEHHOE CPEACTBO COAEPXKUT MeHee 1 MMoIb (23 Mr) / o3y HaTpus, TO
€CTb ITPAaKTUYECKU CBOOOIHELIN OT HAaTPHUSI.

CnoCcoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIHH IIPH YIIPaBI€eHUH
AaBTOTPAHCIIOPTOM MJ/IM PabdoTe C MeXxaHU3MaMH

[TamyeHTHl, Y KOTOPBIX IIPHU IIPUMEHEHNHN STOpI/IKOKCI/I6a BO3HHUKAET I'OJIOBOKPYZKEHHUeE,
BEPTUT'O UJIK COHJIMBOCTB, HE OOJI2ZKHEI YIIPABJIIAThE aBTOTPAHCIIOPTOM U pa6OTaTI:> C
MEeXaHHM3MaMu.

IIppuMeHeHHe B MEepPHO]] 0EPEMEeHHOCTH H/IH KOPMJIEHHUSI I'PYIbIO

bepeMeHHOCTH

HeT KMMHUYECKUX JaHHBIX O IPUMEHEHUN 9TOPHUKOKCcUOa B mepuoya 6epeMeHHOCTH.
HccnemoBaHus Ha XXKUBOTHBIX PEITPOOYKTUBHOM TOKCUYHOCTHU. [ToTEHITMATLHBIN PUCK
nJisi 0epeMeHHBIX Heu3BeCTeH. [IpuMeHeHre 3TOPUKOKCHOa B TedeHUe IIOCTIeIHEr0
TpuMecTpa 6epPeMeHHOCTH, KaK U OPYTUX IperapaToB, UHrHOUPYIOIINX CUHTE3
MTPOCTAarIaHAWHOB, MOXKET ITPUBOAUTH K OTCYTCTBUIO COKPAIIleHUN MaTKU U
MMpeXAeBPEMEHHOT0 3aKPHITUS apTEPHUAIbHOT0 TPOTOKa. [IpuMeHeHre 9TOPUKOKCHUOa
IIPOTUBOIIOKA3aHo B Ilepuop 6epeMeHHOCTU. Ecnu kKeHIMHa 3a0epeMeHeria BO BpeMs
JleYyeHus, 3TOPUKOKCUO CclieiyeT OTMEHUTb.

Ilepuon KOpMJIEHUS T'PYObIO

HeusBecTHO, IPOHUKAET JIM 3TOPUKOKCUO B TPYAHOE MOJIOKO. Y KPBIC 3 TOPUKOKCUD
BBIBOOUTCS C MOJIOKOM. 2KeHIIMHEBI, KOTOPhIE TPUMEHSIOT STOPUKOKCUO, HE [OJI?KHEI
KOPMUTH I'PYIBIO.

DOepPTUIBLHOCTh




[TpuMeHeHMEe 3TOPUKOKCUOA, KaK U OPYTrux IpenapaToB, nHrubupylommux [10I-2, He
PEKOMEHAYeTCS XKeHIIMHAaM, IIJIaHUPYIOIIUM 0epeMeHHOCTb.

Cnoco0 mpuMeHeHHUsI U T03bI

JleKkapCTBEHHOE CPenCcTBO APKOKCHUSI® IPUMEHSIIOT IepopaabHo. [IpenapaT MOKHO
MIPUHMMATh He3aBUCHUMO OT IIprueMa muiu. Hauamno addekTa nmpemnapaTa HacTyIaeT
OLICTpee IIPU ImpHueMe Iepemn emoi. ITO HYKHO YUUTHEIBATh IPHU HEOOXOOUMOCTH
OBICTPOTO OCabjiIeHusI CUMIITOMOB.

[TocKONMBbKY PUCK BO3HUKHOBEHUS HapyIIEHUN CO CTOPOHBI CEPAEYHO-COCYIUCTOMN
CHUCTEMEI IIPU IPUMEHEHUHN 3TOPUKOKCHOA BO3pacTaeT NPH IIOBLIIIEHUHN OO3Hl 1
MTPOMIOIKUTEJIbHOCTHU 3KCIIO3UIINY, CIIeOyeT MPOBOAUTh KOPOTKHUE KYPCH JIeUEeHUS IPU
MMPUMEHEHUH caMbIX 9PDEeKTUBHBIX CyTOYHHIX N03. CregyeT nmepuoguiecKku
IepeoleHnBaTh NOTPEOHOCTh B 00JIETYEHUU CUMIITOMOB U OTBET Ha JIeUeHUe,
0COOEHHO y MMalleHTOB C OCTE0apPTPUTOM.

Ocmeoapmpum

Pekomenpgyemasi mo3a coctasnseT 30 Mr 1 pa3 B CyTKH. Y HEKOTOPHIX MAIlUeHTOB NIpHU
HeIOOCTaTOYHOM OcCIabJIeHur CUMIITOMOB MOBHIIIeHNWEe M03kI 1o 60 Mr 1 pa3 B CyTKHU
MOZKET IOBBICUTH 3(PPEKTUBHOCTD. [Ipu OTCYyTCTBUM yiydllleHUs 3(pdeKTa cieayeTt
pacCcMOTPETH BOIIPOC O APYTUX BO3MOXKHBIX METOHAX JIEUHEHUS.

PesmamouOHblU apmpum

Pekomenpgyemas go3a coctaBinseT 60 Mr 1 pa3 B CyTKHU. Y HEKOTOPBIX NAllUEHTOB IIPHU
HeOocTaTO4YHOM ociabIeHUuUd CUMIITOMOB MOBHIIIeHNUEe 03kl o 90 Mr 1 pa3 B CyTKHU
MOKEeT yJIy4dHiaTh TepaneBTudeckui apdexT. [Ipu HOCTUREHUUN KITMHUYECKOHN
cTabunm3aluu NaluueHTa, 1ejecoodpa3Ho CHU3UTH A03y Ao 60 Mr 1 pa3 B cyTku. [Ipu
OTCYTCTBUM yJIydllleHUs 3¢ deKTa ciegyeT pacCCMOTPETh BOIIPOC O APYTUX BO3MOKHBIX
MeTomax JTe4YeHus.

AHKun03upyrow,uti cnoHouaum

Pekomenpyemas go3a coctaBiseT 60 Mr 1 pa3 B CyTKU. Y HEKOTOPBIX NAUEHTOB IIPU
HEeOOoCTaTOYHOM OCJlabIeHUM CUMIITOMOB IOBHIIIEHME N03kl 0 90 Mr 1 pa3 B CyTKHU
MOZKEeT yIydlIaTh TepaneBTuYecKuil apdekT. [Ipu JoCTURKEHUU KIITUHUYECKOU
cTabunms3aluuu NaluueHTa, 1ejecoodpa3Ho CHU3UTH A03y Ao 60 Mr 1 pa3 B cyTku. [Ipu
OTCYTCTBUM ynyudllleHUs 3¢ PeKTa ciiefyeT paCCMOTPETH BOIPOC O OPYTUX BO3MOXKHBIX
MeTomax JIeYyeHus.

Ocmpas 601b



B cnyyae mosiBieHUs oCcTpoi 607U 3TOPUKOKCUO IIPUMEHSIOT TOJIBKO B OCTPHIN
CUMIITOMaTHU4YEeCKHUHU IIEPUOI.

Ocmpulll nodazpuveckuti apmpum

Pekomenpyemast go3a cocraBnseT 120 mr 1 pa3 B cyTku. Bo BpeMsI KIIMHUYECKUX
HMCCJIeJOBAHUM OCTPOTO IMOAAarpUuieCKOro apTpuTa 3TOPUKOKCUO MMPUMEHSIIN B
TedeHue 8 gHeH.

[TocneonepalinoHHast 60/1b, CBSI3aHHBIM CO CTOMATOJIOTUYECKUM OIlePaTUBHBLIM
BMelIllaTeIbCTBOM PekoMmeHayemasa go3a - 90 mMr 1 pa3 B CyTKU B TeYeHHE MaKCUMyM 3
oHel. [1719 HEKOTOPBIX MAllMeHTOB MOXKET ITOTPe00BaTHCS OOIOITHUTEIHHOE
IocjieonepalnoHHoe 00e300/IMBaHUE.

I103b1, MpEeBHIIIAIOIINE PEKOMEHIOBAaHHBIE /IS KaXKI0T0 MOKa3aHUs, He UMEIOT
OOTIOJTHUTENbHOM 3¢ GEKTUBHOCTU UIU He u3ydanu. [loaTomy:

e JO03a IIPU OCTEOapTPUTE He AOJIKHAa IIpeBhIIIaTh 60 MI' B CYTKHU

e 103a IPY PEBMATOUOHOM apTPUTE U aHKUJIO3UPYIOIIEM CIIOHOUIUTE He OOJIXKHa
npessiiate 90 Mr B CyTKU

e [O3a IIPU OCTPOU mogarpe He AOJIXKHa IpeBbiliaTth 120 MI B CYTKU B TEUYEHUE
MaKCHMaJIbHOT O IIepuofa jieueHusa 8 mHeun

e [I03a IPU OCTPOM O6OJIM IMOCJIE CTOMATOJIOTHYECKOTO OIIEPaTUBHOTO
BMelllaTeIbCTBa He OOIXKHA IMpeBeIaTh 90 MI B CyTKM B TEYEHUE
MaKCHMaJIbHOTO 3-0HEBHOI'O IIepuofa.

ITauyueHmbl NOJHCUI020 BO3PACMA

HeT HE0OXOOUMOCTH B KOPPEKIHXHU OO3BI OJIsd ITalTMEHTOB IIO2KMJIOT'O BO3PaAcCTa. Kak u B
ClIydae IIpuMeHeHUd JPYIuX IIperiapaToB, IIpellapaT ClieayeT Ha3Ha4adThb C
OCTOPOZKHOCTEIO ITalTMeHTaM IIO2KHJIOTO BO3pacCTa.

Hapywenue ¢pyHKUUU neueHu

HeszaBucumo 0T MOKa3aHUU NallMeHTaM C HapylleHreM (QYHKIINU IeYeHU JIeTKOU
crenenu (5-6 6annoB mo 1mKasne Yaung - [1pi0) He cegyeT mpeBbIIIaTh 03y 60 Mr 1
pa3 B CyTKH. [TanimeHTaM c HapylleHHeM (QYHKIMY ITeYeHU CPeIHEN CTEEeHU TSIXKEeCTHU
(7-9 6amnnoB mo mikasne Yawmnm - [1bi0) He3aBUCUMO OT ITOKA3aHUM He CleayeT
npessimaTh 003y 30 Mr 1 pa3 B CyTKHU.

KnuHuyeckui ONBIT IPUMEHEHUS OrpaHu4YeH, 0COOEHHO B OTHOILIEHUU MTAllIeHTOB C
HapyumeHueM QYHKIUY IIeYeHU YMEPEeHHOU CTeIlleHH, II03TOMY IIpenapar cjiefyeT
Ha3Ha4daTh C OCTOPOKHOCTHIO. OTCYTCTBYET KJIMHUYECKUY OIBIT IPUMEHEHUS
Ipenaparta ImalueHTaM C TSIXKeIbIMU HapylleHusIMu GyHKuun neyenu (=10 6ansoB 1mo



mKane Yaung - [1s10) mo3aToMy npenapaT IPOTUBOIIOKA3aH TaKUM IallieHTaM.
Hapywenue ¢pyHKUUU nouek

KoppekTupoBKa mo3bl He TpebyeTcs malueHTaM C KJIIMPeHCOM KpeaTuHuHa =30 mi /
MUH. [IppyMeHeHre 3TOPUKOKcHuOa MmaleHTaM C KJIUpeHCcoM KpeaTuHruHa <30 mi /
MUH IIPOTUBOIIOKA3aHO.

Hern
OTopuUKOKCUO MPOTHUBOIIOKA3aH AeTsaM Ao 16 jerT.
Ilepego3upoBKa

B Xome KITMHUYECKUX UCCIIeqOBaHUNM NIPUMEHEeH!sI Pa30BOM 03kl 3 TOPUKOKCHOA IO
500 Mr unm MHOTOKpATHHIUA npueM 0o 150 Mr B CyTKu B TedyeHue 21 gHA He
COBepIlaNy CyIIeCTBEHHBIX TOKCuYecKux 3¢ hekToB. CoobIIanoch 0 ocTpas
rmepeno3upoBKa ITOPUKOKCHO, XOTSI B OONBIIIMHCTBE CIIy4aeB O MOOOYHBIX PeaKIusIx
He coobOi1anock. [Tobo4yHBIE peaKIlii, KOTOpble HabOIogaanch Yalle, COOTBETCTBOBAIN
mpoduo 6€30IIaCHOCTH 3TOPUKOKCcHOa (HampuMep, peakIud CO CTOPOHEBI XKeTyoo4YHO-
KHUIIIEYHOTO TPaKTa, CO CTOPOHBI CEPAIa U MOYEK).

B cnyuae mepemo3upoBKH 11e71eCO00Pa3HO IPUHSATL OOLIYHBIX HOANePKUBAIOIITNX
MEPONPHUATHH, HaIpUMep yIoaleHrue HeaOCopOMPOBAHHOTO IIpernapaTa u3 XKelyqo4YHOo-
KHIIIEYHOTO TPaKTa, BeleHue KINHUYECKOT0 HabIIoeHusI, B ClIydae HeOOXOOUMOCTH -
IIpoBegeHNne MOAIePKHUBAIOIIEr0 JIeUeHUs.

ITopuKOKCHUO He BEIBOOUTCS MMPYU TeMOONAIN3€e; HEM3BECTHO, BLIBOJUTCS JIX ITperapart
IIPU IIPOBEIEHUH ITIEPUTOHEATbHOI' 0 AMalIi3a.

ITo6GouHBbIE peaKIuu

Be3omnacHOCTh ITPUMEHEHHUS 3TOPUKOKCHOA OIleHUBaIach B XOIOe KINHUYECKUX
HUCCIIegoBaHUU C ydyacTtueM 9295 nmamueHTOB, BKIO4Yasa 6757 MalueHTOB C
OCTE0aApPTPUTOM, PEBMATOUIHBIM apPTPUTOM, XPOHUYECKOM O0JIbI0 B HUXKHEM YacTu
CIIMHBI U1 @HKUJIO3UPYIOMIUM CIIOHOUIUTOM (mpuMepHO 600 mamueHToB C
OCTE€0apTPUTOM HUJIM PEBMATOUOHLIM apTPUTOM MOJIy4Yalu JedeHre B TedeHue 1 roma
WJIU OOJIbIIIE).

Bo BpeMs KIMHUYECKUX UCCIIeAOBaHUM IPODPUIb HEeXKelaTeIbHBIX IBJIEHUU ObLI
OOUHAKOBLIM y MAIIMEHTOB C OCTEOAPTPUTOM UIU PEBMATOUOHLIM apTPUTOM,
MMOJTy4aBIINX 9TOPUKOKCHUO B TeueHUe 1 roga uiu OoJiblie.



B xopge KIMHUYECKOTr0 UCCIIeJOBaHUs C y4aCTUEM MMallMEeHTOB C OCTPHIM
MMOarpuYeCcKoro apTpuTa 3TOPUKOKCUO HasHavanau B go3e 120 mr 1 pa3 B CyTKHU B
TeueHue 8 gHel. [Ipodunb HexkenaTeIbHBIX SIBJI€HUHN B 9TOM HCCJIeIOBAaHUM OB/ B
11eJIOM TaKHM Ke, KaK B UCCII€JOBaHUAX C y4aCTHUEM IMallMEHTOB C OCTE0AaPTPUTOM,
PeBMaTOUOHBEIM aPTPUTOM M XPOHHUYECKOM O0JIbI0 B HUXKHEW YaCTH CIIHUHBI.

B nmiporpaMmMe o1rieHKH 0€30IIaCHOCTH [OJISI CEPOeYHO-COCYOAUCTOM CUCTEMEBI IT0 TaHHLIM
TPpeX KOHTPOJIMPYEMBIX UCCJIeOBaHUM C aKTUBHBEIM IIpeliapaToM cpaBHeHus 17412
MMaleHTOB C OCTE0APTPUTOM MUJIM PEBMATOUIHLIM apTPUTOM ITOTyYalId 3TOPUKOKCHUD
(B mo3ax 60 mr unm 90 Mr) B cCpegHEM B TedeHUe NpuMepHO 18 mecsies. [laHHBIE O
6e3omacHocTu U O60Jiee mogpoOHas nHpopMalrs 00 3TOM MporpaMMe IIPeaCcTaBIeHH B
pa3gene «®apMaKOIOTUYeCKHe CBOMCTBa».

B xopme KIMHU4YEeCKUX UCCIIefOBaHUM C y4aCTUEM IIallueHTOB C OCTPBIM
ITOCJIeOIIePaIlMOHHBIM 00JIbIO ITOCJIE CTOMATOIOTUYECKUX, O0Ib-THHEKOJIOTUYECKUX
XUPYPrU4YeCKUX BMEIIaTeIbCTB, BKI0Yas 1222 nanueHTs, KOTOPhIe IIPUMEHSIN
9TOPUKOKCUO (B mo3ax 90 mr unu 120 Mr), npodunb HexKelaTeIbHLIX SIBJIEHUN OBINT B
11eJIOM TaKHUM Ke, KaK B UCCJIeJOBaHUAX 10 y4aCTUEM ITallMeHTOB C OCTE0apTPUTOM,
PEeBMaTOUOHLEIM apTPUTOM 1 XPOHHUYECKOM O0IbI0 B HUKHEHN YaCTU CIIUHHI.

O HUXKeITPUBEIEeHHBIX ITOO0YHBIX PEAKIINIX CO00IIaroch C OOJIbIIIEN YacTOTOM IpHU
MMPUMeEHEeHUH I11anebo, B X0[le KINHUYEeCKUX UCCIeIOBaHUM C yYaCTHUEM ITallMeHTOB C
OCTE0apPTPUTOM, PEBMATOUIHBIM apPTPUTOM, XPOHUYECKOM O0JIbIO B HUXKHEN YacTu
CIIMHBI UJIM aHKUJIO3UPYIOIINM CIIOHOUJIMTOM, ITOJIy4YaBIINX 3TOPUKOKCHUO B mo3e 30
mr, 60 mr unu 90 Mr B TedueHue 12 Hemenb (MccnemoBaHue 1o rmporpamme MEDAL,
KPaTKOCPOYHEIE UCCIIeMOBAHUS 110 OCTPOM 00N M IIOCTMAPKETUHTOBLIA OIIBIT).

Tabnuia 2

Kateropusa
Kmnacc cucrteMbl opraHoB |[Io604YHBEIE peaKIuu
4acCTOTHI*
aJIbBEOJIAPHEIN OCTUT 4acTo

HHeKIny 1 UTHBAa3UU

TaCTPOIHTEPUT, NUHPEKITUY BEPXHUX
g . [HegacTo
ObIXaTENbHBIX TyTeN, UHQEKIIMU MOYEBHIX ITyTEeH




Co CTOPOHBI KPOBH U

aHeMus (HpeI/IMy'H.IeCTBeHHO B pe3yJibTaTe

nuM@aTUIeCKOn KeNyOOYHO-KHUIIEYHOT 0 KPOBOTEUEHHUS), HedacTo
CHUCTEMBI JIEMKOMeHUsI, TPOMOOITUTOIIEHU ST
FI/IHGP‘IYBCTBHTGHBHOCTI::I: 5 HEe4YacCTo
Co CTOPOHBI UMMYHHOU
CHCTEMEL AQHTMOHEBPOTHUYECKUHU OTEK, aHa(pUIaKTUYEeCKHUe
/ aHadUuIaKTONOHBIE PeaKIUH, B TOM YHCIIe penKo
IIOKF
OTeKH / 3afepKKa KUITKOCTU 4acTo
PaccTtporuicTBa
MeTaboNM3Ma ¥ MUTAHUS |cyyxeHue UK yCUICHHUE allleTuTa,
HEe4YacCTo
yBeJIn4YeHNe MacCChl Tejia
TPEBOXKHOCTbD, JENPECCUus, yXyalieHue
3 HEe4YacCTo
TTcuxMYecKue YMCTBEHHOU OEeSATEJIbHOCTH, TaJUIIoNuHauns
paccTpoucTBa
CIIyTaHHOCTH CO3HaHUA f, 0ECIIOKOMUCTBO T penko
TrOJIOBOKPYZK€eHHe, ToJI0BHasA 00JIb 4acTo
Co CTOPOHBI HEPBHOU
CHCTEMBEI OucreB3usi, 6ECCOHHUIIA, ITapeCcTe3uu /
HEe4YacCTo
TUIeCTe3usi, COHJIUBOCTD
Co CTOpPOHBI OPraHOB
HEYEeTKOCTh 3PEHNSI, KOHbIOHKTUBUT HedacTo
3peHusa
Co CTOpPOHBI OPraHOB
Cclyxa ¥ BeCTHUOYISIPHOTO |IIIyM B yIIaX, TOJIOBOKPYXKeHUe HEe4YacCTo
arrapara
Co CTOpPOHEI cepAala ceppauebrueHre, apuTMus ¥ 4acTo




bubpunnsamus
Ipeacepnumu,
Taxukapou4 i,
3aCTOMHAas cepaeyHas

HEOOCTAaTOYHOCTS, HedacTo
Hecnenudpuyeckue
n3MeHeHus Ha OKIT,
cTeHOKapauda 1, uHpapKT
MHOKapmaas$
TUIIEPTEH3USA 4acTo
Co CTOPOHEBI COCYOUCTOU
CHUCTEMBEI IPUINBBE KPOBHU, HAPYILIEHUSI MO3TOBOTO
KPOBOOOUTYS, TpAaH3UTOPHAS UIIeMUYeCcKas HedacTo
aTaka, TUIEPTOHUYECKUU KPHU3 F, BaCKyIuT +
Co CTOPOHEI OPTaHOB 6porxocmasmt JacTo
ObIXaTeJIbHOMU CUCTEMEI,
TPYOHOU KJIETKU U
CpEemOCTEeHUS KallleJib, OObIIIKa, HOCOBOE KPOBOTEUYEHUE HedacTo
00JIb B JKMBOTE OHEHD
4acTo
3amop, MeTeopu3M, TaCTPUT, U3xKora /
KHCJIOTHBIM pe@IIIOKC, guapesi, UCIEeIICUs /
OuCKOMGOPT B 00JIaCTH SIIUTAaCTPHUsI, TOITHOTA, Hacto
Co CTOPOHBHI KEMYAOYHO- [PBOTA, 930(paruT, 3Bkl B POTOBOM MOJIOCTHU
KHUIIIEYHOTO0 TPaKTa
B3OyTHE XXKUBOTA, U3MEHEHUE XapaKTepa
MIepUCTaNbTUKMN KUIIEYHUKA, CYXOCTh BO PTY,
racTpoOyodeHaIbHOU SI3BbI, IEIITUYECKUE S3BHI,
HedacTo

B TOM 4HcCJie nnepdopaimsa u KpOBOTEUYEeHHE
2KKT, cuHOpoM pa3gpakKeHHOr0 KUIlIeYHUKa,
nmaHKpeaTurT £




noseinenue AJIT, noBeimernue ACT 4acTo
Co CTOpOHEI
remaToOuInapHOU rematutt penKo
CUCTEMBI
IIeYeHOYHasa HeJOCTaTOYHOCTD F, XKeJjTyxa t penkot
9KXMMO3 4acTo
OTEeK JHIla, 3y[, ChIllb, 3pUTEMaA ¥, KpanuBHUIIA T HEYaCTO
CoO CTOpPOHBI KOXKM U
IIOOKOXKHOU KJIeTYaTKU
cunapoMm CtuBeHcCa - [I2KOHCOHa ¥, TOKCUYEeCKUU
anuaepMaibHBIM HEKPOoIu3 , cCToMKas penkot
MeOVKaMeHTO3Has spurema F
Co CTOPOHEI OIIOPHO-
OBUTATEJIbHOM CUCTEMEBI |CHa3Mbl / CyIZOPOTH MHIIIL], CKEJIETHO-
. He4yacTo
1 COeQUHUTEIbHOU MbIlIIeYHasi 60JIb / CKOBAHHOCTbh
TKaHU
IPOTENHYPHUS, IIOBLIIIEHNE YPOBHS KpeaTUHHUHA
CoO CTOpPOHBEI TTIOYEK U
. B CHIBOPOTKE KPOBHM, IOYeYHas
MOYEBBLIAETUTEIbHOMU . HedacTo
HeOOoCTaTO4YHOCTh / gucPyHKLMA  (cM. "Mepsl
CHUCTEMEI )
IpPeaoCTOPOKHOCTH")
HapymeHune o6I1ero acTeHus / yCTaloCTh, TPUNNIONON00HEBIE
4acTo
COCTOSAHUSA U CUMIITOMEL
HapylIeHUs, CBI3aHHbIE
Co criocobom
pUMeHeHus 00JIb B TPYOHOM KJIETKE HedacTo
MIOBBIIIIEHNE YPOBHS a30Ta MOYEBHUHEI KPOBH,
JlabopaTopHEBIE
nosuilieHue ypoBHA KOK, runepkanuemus, He4yacTo
HCCIIeqOBaHUs

IIOBBEIINIEHNE€ YPOBHSA MOYEeBOM KHCJIOTHI




CHUXKEHUE YPOBHA
HaTPHUS B KPOBU

penKo




* KaTeropusi 4aCcTOTHI OIIpeiesIsieTcs OJIs KaXKI0ro CpoKa I0O0YHOr0 SIBJIEHUS C
4acTOTOU B 0a3e maHHLIX KJIIMHUYECKHUX MCCIeoBaHuii: oueHb 4acTo (=1 / 10); gacTto
(=1/100, <1/10); HeuacTo (=1 / 1000, <1/100); peoko (=1 /10000, <1/1000); oueHb
penko (<1/10000).

1 mobGoyHas peakiysa UOeHTUPUIIMPOBaHA B X00e IIOCTMAapPKETHHTIOBOT0 HaOMIOMeHU .
YacToTa omnpepmensanach 10 MaKCUMaJIbHOM YaCTOTOU B KIIMHAYECKUX MCCIIeJOBaHUAX
(maHHBIe COOPAHEI IT0 YTBEPXKAEHHBIM ITOKA3aHUSM U [03aMU).

T Kateropus 4acToTH "pegko" onpenesnsanack B cooTBeTCTBUH ¢ Guideline on summary
of product characteristics (SmPC) (2-i1 mepecMmoTp, ceHTs10ph 2009) Ha OCHOBaHUU
paccuuTaHHOU BepxHelu rpaHuiibl 95% moBepuUTenbHOT0 UHTEepBasna Ojs 0 ABIeHuN C
y4eTOM KOJINYeCTBa YYaCTHUKOB, IPUHUMABIINUX ITperapaT ApKOKcusa® , B aHanm3e
maHHBIX 111 ¢a3sl, 00beAMHEHHEIX 10 J03€e U IMoKa3aHusMm (n = 15470).

IS FHHep‘-IYBCTBI/ITeHBHOCTB BKJIIIOYaA€ET IIOHATHUA: aJIJIEPTUA, JIEKAaPCTBEHHAasA aJlJIEpTrudd,
JIEKapCTBEHHAA THIIE€PYYBCTBUTEJIILHOCTL, TUIIEPYYBCTBUTEJILHOCTS,
TUIIEPYYBCTBUTEJIIBHOCTE HEYTOUYHEHHAA, PeaKIUA TMII€PYYBCTBUTEJIbHOCTHU U
HEYTOYHEHHAd aJlliIepPrusi.

e [0 pe3ynbTaTaM aHanu3a OJIUTEJILHBIX, KOHTPOIUPYEMBIX C IOMOIIIBLIO i1alebo u
aKTUBHOTO ITpelapaTa CpaBHEHHUS KINHUYECKUX UCCIIeJOBAaHUM, CEJIEKTUBHEIE
uHruouTopsl LIOI'-2 ObIIM CBsSI3aHEI C YBEIMUYEHUEM PUCKa BO3HUKHOBEHMU S
CepPLEe3HBIX apTepPHUAIbHLIX TPOMOOTHYECKUX COOBITHM, BKITIOYast MHPAPKT
MHOKapaa U UHCYyJIbT. OCHOBBLIBasICh Ha MMEIOIIUXCS JaHHBIX, MaJlOBEPOSITHO, YTO
yBeNn4YeHre a0COIOTHOTO PYCKa BOSHMKHOBEHHUS TaKUX SIBI€HUU MPeBHICUT 1% B
rop (HedacTo).

[Tpu npumeHenuun HIIBII coo611asioch 0 TAaKUX CEPbE3HBIX ITOOOUYHBIX PEAKIIUIX:
He(POTOKCUYHOCTh, BKITIOUYasd MHTEPCTULIMAIbHBIA HEQPUT U HEPPOTUUYECKUU
CUHIOPOM, IO3TOMY HEJIb351 UCKJII0UATh X BO3HUKHOBEHUS IIPU IPUMEHEHUN
9TOPUKOKCHUOA.

OTyeT 0 Mogo3peBaeMbIX MTOOOYHEIX PEeaKIUSIX

BaxXHO OTYHTHIBATLCS O ITOO03PEeBaeMbIX TOOOYHBIX PeaKIIUsIX IIOC/Ie perucTpalumn
JIEKAPCTBEHHOT'O CPENCTBa. DTO IO3BOJISIET U B AajlbHENIIIEM KOHTPOIUPOBATh
COOTHOIIIEHME T10JIb3a / PUCK MIPU IIPUMEHEHUH JIeKapCTBEHHOI'O0 CPEJICTRA.
KBanuduiimpoBaHHBEIX PaOOTHUKOB B 00IaCTH 3IPAaBOOXPaHEHUs IIPOCST coo0IIaTh 000
BCEX MOI03PEBAEMBIX TTOOOYHBIX PEaAKIUIX.

CpoOK rogHOCTH



3 roga. He mpuMeHsATh IOCJIe UCTEUYEHUsI CPOKA 'OOHOCTH, YKa3aHHOT'O Ha YIIaKOBKE.
YcnoBusi xpanenusi

XpaHUTh B OpUTMHAJIbLHOM yIIaKOBKe IIpu TeMIiiepatype He Boimie 30 ° C B
HeIOOCTYIIHOM [Jisl IeTeu MecCTe.

VYnakoBka

[To 7 TabneTok B 61ucTepe, 1o 4 6/1MCcTepa B KAPTOHHOM KOPOOKe.
Kareropus ornycka

ITo penenrty.

ITpou3sBomourenn

Mepk lapn u oym B.B., Hugepnaunet / Merck Sharp & Dohme B.V., the
Netherlands.

MecTOHaxo0OXKOeHHe IIPOU3BOIHUTEJIsA M €0 aJipeC MeCTa OCyIlIeCTBIICHHUA
oesiTeJIbHOCTH

Baappmepger 39, 2031 BH Xapnewm, Hugepnaupgsl / Waarderweg 39, 2031 BN Haarlem,
the Netherlands.

HcTouHMK HHCTPYKIIHHA

HMHCTPYKIIKUS TIeKapCTBEHHOTO CPeACcTBa B3sTa U3 0PUIIMaIbHOTO HCTOYHUKA —
"'oCcymapCTBEHHOT'0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.



http://www.drlz.com.ua/

