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OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT O IPEAAPATA "

1. HAMMEHOBAHHME JIEKAPCTBEHHOI'O IIPEITAPATA

Oropukokcu0, 30 Mr, TaOIETKH, MOKPBITHIEC MJICHOYHOU 00O0IOUYKOM.
OropukokcuO, 60 Mr, TaOJIETKH, TOKPHITHIC TIIICHOUYHON 000JI0YKOH.
Oropukokcu0O, 90 mMr, TaOIETKH, MOKPBITHIEC MJICHOYHONW 00O0IOYKOM.

Otopukokcu0O, 120 mMr, TaGIETKH, TOKPBITHIE TUICHOYHON 000JI0YKOM.

2. KAUECTBEHHBIA 1 KOJIUMYECTBEHHBIN COCTAB

JleficTBytOIII€E BEIIECTBO: STOPUKOKCHO.

Oropukokcud, 30 Mr, TabIEeTKHU, TOKPHITHIE IJIEHOYHOU 000JI0YKOM

Kaxxnas TabneTtka cogepkut 30 Mr STOPUKOKCHOA.

BcnomorarenbHbie BCIICCTBA, HAJIMYUC KOTOPBIX HAJA0 YYHUTHIBATL B COCTABC JICKAPCTBCHHOI'O
npenapara: HaTpuid, JakTo3a (cM. pazaen 4.4.).

Oropukokcud, 60 Mr, TabIEeTKU, TOKPHITHIE IJIEHOYHOU 000JI0YKOM

Kaxxnas TabneTtka cogepkut 60 Mr S TOpUKOKCHOA.

BcniomorarenbHbie BCIICCTBA, HAJIMYUC KOTOPBIX HAJA0 YYHUTHIBATL B COCTABC JICKAPCTBCHHOI'O
npenapara: HaTpuid, J1akTo3a (cM. pazaen 4.4.).

Oropukokcud, 90 Mr, TabIEeTKU, TOKPHITHIE IJIEHOYHOU 000JI0YKOM

Kaxnas Tabnerka cogepxut 90 Mr 3Topukokcuoa.

BcnomorarensHble BemiecTBa, HaIWYME KOTOPBIX HAJ0 YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npernapara: HaTpHid, JJakto3a (cM. pazzen 4.4.).

Oropukokcu0d, 120 Mr, TaOIETKH, DOKPBIThIE IIEHOYHOW 000JI0UYKOM

Kaxxnas rabnerka cogepxut 120 Mr sTopukokcuoa.

BcnomorarensHble BemiecTBa, HaIWYME KOTOPBIX HAJ0 YYHTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npernapara: HaTpHid, JJakto3a (cM. paszzen 4.4.).

[TonHbIl NEepeYeHb BCIOMOTaTeIbHBIX BEIIECTB IPUBEIEH B pazzaeine 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabeTku, MOKPHITHIC MIICHOYHON 000JIOUKOH.

Oropukokcud, 30 Mr, TabIEeTKHU, TOKPHITHIE IJIEHOYHOU 000JI0YKOM

Kpyrible NBOSKOBBINYKIIbIE TaOJIETKU, MOKPBITbIE IJICHOYHOW 000J0uKkoi Oenoro I1Bera; Ha
MOTIEPEYHOM pa3zpese PO OT OENIOTOo 0 O6ETOro ¢ KENTOBATHIM OTTEHKOM I[BETA.

Otopukokcud, 60 Mr, TaOIETKH, IOKPBITHIE IJIEHOYHOW 000JI0YKOH

Kpyrnbie ABOSKOBBITYKIIbIE TaOJIETKH, MOKPHITHIE IMJICHOYHOM 00OJOYKOM royOoBaTo-3€JI€HOTO
I[BETa; Ha TIONEPEYHOM pa3pese sIpo 0T OeI0ro 10 OEI0TO ¢ HKENTOBATHIM OTTEHKOM IIBETA.

Oropukokcud, 90 Mr, TabIeTKU, IOKPHITHIE IJIEHOYHOU 000JI0YKOM

Kpyrible OBOSKOBBIMYKIIbIE TaOJETKH, MOKPHITHIE IJICHOYHOW OOOJIOUKOW 3€JIEHOTO IBETa; Ha
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Oropukokcu0d, 120 Mr, TaOIETKH, DOKPBIThIE IIEHOYHOW 000JI0UYKOM

Kpyribie TBOSIKOBBIMYKIIbIE TAaOJIETKH, MOKPHITHIE MJICHOYHOI 000JI0YKON CHHE-3€JICHOTO 1IBETa; Ha
MIONIEPEYHOM pa3pese sIpo OT OeI0ro 10 OeNoro ¢ KEATOBATHIM OTTEHKOM I[BETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3aHus K NpUMeHEHUI0

[Tpenapat DTOpUKOKCUO MOKa3aH K MPUMEHEHHIO Y B3POCIBIX U MOAPOCTKOB B Bo3pacte oT 16 jer
0 CJIEIYIOUINM MTOKa3aHUM:

o JIeYeHUEe XPOHIUECKOH 00N B HUKHEHW YaCTH CIIMHBI,

o cuMmrnromatudeckas Tepanus ocreoaptputa (OA), peBmatommHoro aptpura (PA),
AQHKUJIO3UPYIOIIETO CIOHIMINTA, OO ¥ BOCHAJICHHUS, CBI3aHHBIX C OCTPBIM MOJArpPUUYECKIM
apTpUTOM;

o KpaTKOCPOYHAs TepaIusi yMEPEHHOUN OCTPOi O0JIH MOCIe CTOMATOJIOTHYECKUX OTIEPAIIHIA,

Pemenne o Ha3HAYEHWU CENEKTHUBHOTO MHTHOMTOpa HHUKI0OKcHTreHasbl-2 (LIOI-2) momxkHO OBITh
000CHOBAHO C y4€TOM OOIIMX PUCKOB AJIsI K&KIOTO KOHKPETHOTO nanueHTa (cM. pasaensi 4.3. u4.4.).

4.2. Pe:xum 103MpPOBaHUA U CIIOCOO MPUMEHEHUsI

PexxuM mo3upoBaHus

Tak Kak pHUCK OCJIOXHEHHH CO CTOPOHBI cepaedHo-cocynuctor (CC) cucTteMbl NpU MPUMEHECHUH
ceNIeKTUBHBIX UHTUOUTOPOB [[OI'-2 MOKeT MOBHIIATHECA B 3aBUCUMOCTH OT JI03BI M TUTEITLHOCTH
Tepanuu, IOJDKEH MPUMEHATHCS MAaKCHUMaJbHO BO3MOXHBIM KOPOTKUH Kypc W HauMEHbIas
s dekTrBHas cyTodyHas no3a. HeoOxoauMo mpoBeneHHE NEPUOAMYECKON OIEHKH MOTPEOHOCTH
MalUeHTa B 00JIETYEHUH CUMIITOMOB M €T0 PEaKIIMK Ha TPOBOIMMYIO Tepanuio (cM. pasaen 4.4.).

Ocmeoapmpum (OA)
PexomennoBanHnas no3a coctapisget 30 uiau 60 Mr ouH pa3 B I€Hb.
Peevamouonviii apmpum (PA)

PexoMennoBanHast no03a coctaBigeT 60 Mr OOMH pa3 B JI€Hb. Y HEKOTOPHIX IAIIMEHTOB C
HCOOCTATOYHBIM 06JI€F‘-I€HI/I€M CUMIITOMOB HpI/IeM yBCJIPI‘IGHHOfI JO3bI 90 MI' OIUH pa3 B I€CHb MOXET
nmoBbICUTh A dexTuBHOCTh. [locie crabunm3anmuu  KIMHUYECKOTO COCTOSHHS — TAIlMeHTa
11es1ec000pa3Ho MOHU3UTH TUTPOBAHUEM 103y 10 60 MTr OAMH pa3 B ieHb. [Ipu OTCYTCTBUM yCUIIEHUS
TEPaneBTUUECKOTO JICUCTBHS CIIETYET pACCMOTPETh APYTHE BapUAHTHI JICUCHHUSI.

AHKUIO3UpYIOWULL CROHOWIUM

PexoMennoBanHast no03a coctaBigeT 60 Mr OOMH pa3 B JI€Hb. Y HEKOTOPHIX IMAIIMEHTOB C
HCOOCTATOYHBIM 06JI€F‘-I€HI/I€M CUMIITOMOB HpI/IeM yBCJIPI‘IGHHOfI JO3bI 90 MI' OIUH pa3 B IC€CHb MOXET
noBbICUTh A dexTtuBHOCTh. [locie crabunm3anmuu  KIMHUYECKOTO COCTOSHHSI — TaIlMeHTa
11e51ec000pa3Ho MOHU3UTH TUTPOBAHUEM 103y 10 60 MTr OAMH pa3 B ieHb. [Ipu OTCYTCTBUM yCUIIEHUS
TEPaAneBTUUECKOTO JICUCTBHS CIIETYET PACCMOTPETh APYTHE BapUAHTHI JICUCHHUSI.

Xpornuueckas 601b 6 HUMCHEL 4aACmU CUHbL

PexoMennyemas no3a coctapisget 60 Mr ouH pa3 B IeHb. [[poa0KUTEIBHOCTD JICUEHUS HE JOJKHA
IpeBbIIATh 12 HEEnb.
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Cocmosmus, conpogodicoarowjuecst 0Cmpoul 60110

ITpu cocTosIHUAX, COMPOBOXKIAIOIINUXCSI OCTPOH 00JIbI0, STOPUKOKCHO ClIeAyeT MPUMEHSATh TOJIBKO B
OCTPBII CUMIITOMaTU4YECKUI NIEPUOLL.

Ocmpwiti nooaspuieckutl apmpum

PexomenpoBanHas go3a cocrapiser 120 Mr ouH pa3 B JICHb.

[TponomkuTenbHOCTS IPUMEHEHHUS MpenapaTa B 103e 120 mMr coctaBisieT He Oonee 8 AHEH.
Ocmpas 6016 nocie CMoMamon0SU4ecKux Onepayuti

PexomennoBanHast po3a cocraBiser 90 Mr onuH pa3 B JeHb. [Ipu jmedeHun octpoit 601m mocie
CTOMATOJIOTHYECKUX OIEepaliil mnpemnapar DTOPUKOKCHO ClEAyeT MPUMEHSATh TOJIBKO B OCTPBIN
CUMITOMATUYECKUH MEPUOJl, OTPAHUYECHHBIN MAaKCUMAJIbHOW MPOIOJKUTEIBHOCTHIO 3 THS.

J103b1, TIPEBBIIIAOIINE PEKOMEHIOBAHHBIC IS KXKIIOro TOKAa3aHUs, TMOO HEe OONANAroT JOMOIHUATEIIHLHON
3 PEeKTUBHOCTHIO, TMOO0 HE N3YJaTHCh. TakuM 00pa3oM:

- cyrouHas ao3a npu OA He oJKHA npeBbImarh 60 mr;
- cyTtouHas ao3a npu PA He goipkHa npesbimath 90 mr;
- CyTOYHas J03a NMPU aHKWJIO3UPYIOIIEM CIOHIWINTE He AOKHA IpeBbiath 90 Mmr;

- CyTOYHAs J103a NIPH XPOHUYECKOW OOJM B HMIKHEH OOJACTH CIUHBI HE JOJHKHA MPEBBIIIATH
60 Mr, MakKcUMaJibHas MPOJOJKUTEIBHOCTD JIEYEHUSI OTPaHUYEHA MEpHOoIoM 12 Heaenb;

- CyTOYHasl J103a INPU OCTPOM IIOJArpUUYECKOM apTpUTE HE JMAOJDKHA MpeBblaTh 120 mr,
MaKCUMaJIbHas NpPOJOJLKUTCIBbHOCTD JICHCHHUA OIrpaHUYCHA IICPUOJI0M 8 I[Heﬁ;

- CyTOUYHas N103a JUIsl KymUpOBaHUs OOJIM IMOCJIE€ CTOMATOJOTHYECKHX OIepaluidl He J0JDKHA
npeBbiath 90 Mr, ¢ OrpaHMYeHUEM MAKCUMAJIBHO 3 JTHS.

Oco0ble rpynIibl MalueHTOB

JI Uuya nosoiCuI020 603pacma

Koppekiuu 10351 y MallueHTOB MOXKUIIOTO Bo3pacTa He TpebyeTcsa. Kak v npu npuMeHeHnu APyrux
JICKApCTBEHHBIX TpEnapaToB, MpU NPUMEHEHUH IIpernapara y IalueHTOB TOXHIIOTO0 BO3pacTa
clieyeT CoOMI0AaTh OCTOPOKHOCTD (CM. paznen 4.4.).

Teuenounas nedocmamourocmo

HezaBucumo OT moka3zaHus K MPUMEHEHHIO MAIlMEHTaM ¢ HapyLIIeHUSAMU (YHKUIUHU TEYSHU JIETKOU
CTeneHH TsKecTH (5—6 6ayutoB mo mikane Yaiina-I1s10) He creayer mpeBbImaTh 103y 60 Mr oauH pas
B JieHb. [lanimenTam ¢ HapymeHusMy (pyHKIIUM TIEUYEHHU CpeAHel cTeneHu TsokecTu (7-9 6annoB mo
mkane Yaitna-I1s10) He3aBUCHMO OT TTOKa3aHUs K MPUMEHEHHUIO HE CIIeyeT MpeBbImaTh 103y 30 Mr
OJIUH Pa3 B JICHb.

Pexomenayercs co0it01aTh OCTOPOKHOCTD y MALUEHTOB C HAPYIIEHUSIMH (YHKLIUY IEYEHHU CpeAHEN
CTETEHHU TSKECTH, TaK KaK KJIMHUYECKHUI ONBIT y TaHHOM IpyIIIbl IALIMEHTOB OrpaHu4eH. B cBs3u ¢
OTCYTCTBHEM KIMHUYECKOTO OMbITA Yy MALUEHTOB C TSXKEJIBIMM HapyIIEHUSMH (DYHKIUHM ME€YEHU
(>10 6annoB mo mkane Yaitna-I1pi0) mpenapaT NpOTUBONOKA3aH U TaHHOW TPYIIbI MAMEHTOB
(cm. paznmener 4.3.,4.4. 1 5.2.).

Toueunas nedocmamounocmo

Koppeknuu nmo3pr y mammeHToB ¢ kinupeHcoM kpeatnHuHa (KK) >30 mu/muH He Tpelyetcs
(cMm. paznen 5.2.). [Ipumenenue sropukokcuba y namuentoB ¢ KK <30 ma/MuH npoTHBOIIOKa3aHO
(cm. pasznmener 4.3. 1 4.4.).
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DTOPUKOKCHO MPOTHBOTIOKA3aH s IETEH U MOAPOCTKOB B Bo3pacte 110 16 et (cM. pa3aen 4.3.).

Cnocob nmpuMeHeHus

BHy’I‘pB, HE3aBHUCHUMO OT IMpHUEMaA IMUIIH, 3alluBasd HEOOJIBIITUM KOJHMYECTBOM BOJBbI.

4.3. [IporuBonoOKa3aHusl

THIIEPYYBCTBUTEIBHOCTh K 3TOPHKOKCHOY WM K JIOOOMY M3 BCIIOMOTATENbHBIX BEIIECTB,
IIEPEUNCIIEHHBIX B pazzene 6.1.;

s3BeHHasi OO0JIe3Hb KellyaKa W 12-MepCTHOM KHILKH B CTaJuU OOOCTPEHHS WJIH aKTHBHOE
KEITyT0YHO-KUIIIEUHOE KPOBOTEUEHHUE;

MOJIHOE WJTH HETIOJIHOE COYETaHne OPOHXHUAIBHOM aCTMBI, OCTPOTO PUHUTA, PEIUTUBUPYIOLIETO
MOJIMTI03a HOCA M OKOJIOHOCOBBIX Ma3yX W HEMEPEHOCHUMOCTH allEeTHIICATUIIIOBOM KUCIOTHI
WIA HENEPEHOCUMOCTH JPYTUX HECTEPOUIHBIX MPOTHBOBOCIAJIMTENBHBIX IpEnapaToB
(HIIBII) (B ToM unciie B aHaMHE3€);

OCpEeMEHHOCTD U JIAaKTaIIHs;

TSDKEJIbIC HapyIIeHUs] PYHKIIMU TIeYeHH (CHIBOPOTOYHBIA anbOyMuH <25 r/n wim >10 6amios
no mkane Yaina-I1s10);

TsDKenas nmodeyHas HenoctarouHocTh (KK <30 mn/mun);

JETCKU Bo3pact 110 16 nert;

BOCHAJIUTEIbHBIE 3200JI€BaHUS KUIIIEUHUKA,

XpoHuueckast cepaeunas HeaoctatrouHocTh ([[-1V dynakumonansueit kimacc mo NYHA);

HEKOHTpOJIUpyeMas apTepuajibHas TMIIEPTEH3Us, IPU KOTOPOIl MoKa3aTelnd apTepuanibHOIO
JaBJIeHUs CTOMKO mpeBbimaroT 140/90 MM pr.CT.;

MOJTBEPXK/ICHHAs UIIeMHUYecKass OoNe3Hb cepiua, 3abosieBaHus NepudepuyecKux apTepuii
W/U 11epedpoBacKyIIsIpHbIE 3a00IeBaHMS;

Ne(UINAT JTAKTa3bl, HEIEPEHOCUMOCTh JIAKTO3BI, TJIFOKO30-TaJIAKTO3HAsT MajThaOCOPOITHS;
MOJITBEPKICHHAS TUTICPKATHEMUST;

Iporpeccupyromnme 3a00aeBaHns MOYeK.

4.4. OcoOble yka3aHHusl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHeHUH

C 0OCTOPOKHOCTBIO

Crenyer cobm01aTh OCTOPOKHOCTD TIPU MPUMEHEHUH MIperapara y CeIyIoUUX TPy MalueHTOB:

MMALAEHTBl C MOBBIIIEHHBIM PHUCKOM pPa3BUTUS OCJIOXHEHUW CO CTOPOHBI JKEITyJOYHO-
kumeunoro tpakra (JKKT) BcmenctBue mpuema HIIBII;, mammeHTH MOXKKIOTO BO3pacta,
oHOBpeMeHHO npuHuMaromue apyrue HIIBII, B ToMm 4uciie aneTwicanuiuuioByl0 KUCIOTY
Wik nanueHThl ¢ 3aboneBanusamu JKKT B aHamHe3e, TaKMMU KaK si3B€HHas Oo0Jie3Hb U
KEITYJOUHO-KUILIEYHbIE KPOBOTECUECHUS;

MalueHThl, WUMeromme B aHamHe3e ¢akTopbl pucka CC oclioxHEHWH (Takue Kak
JTUCIUATIUACMHUSI/ TUTIEPIIUITUIEMUS, CaXapHbIi TuabeT, TUIepTeH3us, KypeHue);
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KETyJ0YKa WIM TUIEPTEH3WIO, W TAIUCHTHl C MPEANISCTBYIOIUMHA OTEKaMU W 3aJIePKKOU
JKUJKOCTH;

— MalUeHTaM C HapyMICHUSIMH (DYHKIIMH TEYEHHU JIETKOM CTeNeHHu TskecTH (5—6 OamioB 1mo
mkane Yaitna-I1st0) He cinexyer mpeBbimaTh 103y 60 Mr oauH pa3 B JeHb. [larueHTtam c
HapylmeHUsIMU (PYHKIIMU TIEYEeHU cpeHel creneHu Tshxectu (7-9 GamnoB mo mkane Yaitng-
[1pr0) HENB3s TIpeBbIIIATh 103y 30 MT OZIUH pa3 B JCHB;

— MALMEHTHI C AETUApPATALUEH;

—  TAUMEHTHl ¢ HapyHICHUSMHU (YHKIHMU TOYEK, OJHOBPEMEHHO NPUMEHSIONINE MHTUOUTOPHI
aHruoTeH3uHNpeBpamiaromero gepmenra (AIlD), nnypeTrku, aHTaroHUCTH aHruoTeH3uHa II,
0COOCHHO MOXKUJIBIE;

— manuenTsl ¢ KK <60 Mmi/mMuH;

- MAIMEHTHI C MPEIIIECTBYIONIIM 3HAUYNTEIbHBIM CHIDKEHHEM (DYHKITUH TTOYEK, ¢ 0CTIabIeHHOM
¢GbyHKIMEH TOYeK, JEeKOMIIEHCUPOBAHHON CeplIeYHON HEIO0CTATOYHOCTBIO WIIM LHUPPO30M
MEYCHH, HAXOIAIIHMECS B TPYyMIE PUCKa NpH JiuTesibHOM npuMenenun HIIBII.

Crenyer cobm0aTh OCTOPOKHOCTH MPH COIMYTCTBYIOIIEH Tepanuu CIEAYIOIIMMHU JIEKAPCTBEHHBIMU
npenaparamu:

- aHTUKOATYJISHTHI (HanpuMmep, BapdapuH);
—  aHTHarperastsl (Halpumep, alleTUICATUIUIOBAs KUCIIOTAa, KIOMHU0TPEN);
— npenaparsl, METabOIU3UpYIOIUecs CyIbpoTpancdepazamMu.

Oco0ble yKa3zaHusg

Busnue na sicenyoouno-xueunvii mpakm (JKKT)

OTMeueHBI CiIy4au OCJIOXKHEHHH co cTOpoHBI BepxHHX otnenoB KKT (mepdopamnmu, sS3BBI WiH
KpOBOTC‘ICHI/I}I), HHOT'Ja C JICTAJIbHBIM UCXOA0M, Y TAIUCHTOB, KOTOPLIC IMOJIy4Yalln 3TOpI/IKOKCI/I6.

PexomMenayercsi cobi0/1aTh OCTOPOKHOCTD IPU JICYCHUH MAIIIEHTOB C BBICOKUM PHUCKOM pPa3BUTHUSA
ocnoxkHeHuil co cropoHsl JXKT npu npumenenun HIIBII, B yacTHOCTH y NalMEHTOB IOKUIJIOIO
BO3pacTa, MAaIlMEHTOB, KOTOpble OJIHOBpeMeHHO mnpumenstor apyrue HIIBII, B Tom uwmcie
alleTWICAIMIIUIIOBYIO KUCIIOTY, a TaKXke y MmanueHToB ¢ TakuMu 3aboneBanusimu JKKT B anHamuese,
Kak si3Ba win kpoBoreuenue JKKT.

Cy1iecTByeT JOMOJHUTEIBHOE MOBBIIICHHE PUCKA PA3BUTHS HEKENATEIbHBIX SBJICHUNU CO CTOPOHBI
KKT (xkemynouHO-KUIIEYHBIC $3BBI WM JIpyrue ociokHeHuss co crtopoHsl JKKT mpu
OJTHOBPEMEHHOM TMPUMEHEHHH STOPUKOKCHOA W aleTUICAIMIUIOBON KHUCIOTHI (Jlake B HU3KHUX
no3ax). B 1onrocpoyHbIx KIMHUYECKUX UCCIIEI0BAHUSAX HEe HAOII0JaI0Ch IOCTOBEPHBIX Pa3IuiMii B
otHomeHnn OezomacHocTu s JKKT mnpu mpuMeHeHHH CeneKTHBHBIX uMHTHOMTOpoB LIOI-2 +
AlETWICATUIIMIIOBAs KUCTIOTa B cpaBHEeHHH ¢ npuMmeHenrneMm HIIBII + aneruicanuuuminoBas KUcioTa
(cm. paznen 5.1.).

Bnusnue na cepoeuno-cocyoucmyro (CC) cucmemy

Pe3ynbraTthl KIMHUYECKUX HUCCIEJOBAaHUM CBUACTEIBCTBYIOT O TOM, YTO NpPUMEHEHHUE
JIEKApCTBEHHBIX IPEMNapaToB Kilacca CENEKTUBHBIX MHTHOUTOpoB L[OI'-2 MoOXeT OBITh CBSI3aHO C
PUCKOM TPOMOOTHYECKHX sIBICHMH (0COOEHHO WMH(papKTa MHUOKApAAa U WHCYJIbTA) OTHOCUTEILHO
mnane6o u Hekoropwix HIIBIL. Ilockonbky puck pasButuss CC 3a0oneBaHUN MPU TpPHEME
TOPUKOKCHOA MOXKET YBEITMYUTHCS MPU YBETUYCHUU JO3BI U MPOJIOKUTEIHPHOCTH MPUMEHCHHS,
He0oOX0IMMO BBIOMPATh KaK MOKHO 0oyiee KOPOTKYIO MPOJOJIKUTEILHOCTh MPUMEHEHHSI U CaMYyIO
HU3KYI0 3(QPEeKTUBHYIO CyTOYHYIO 103y. HeoOxommMo mepuoanyuecKkd OICHHBATh MOTPEOHOCTH
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(cm. paznmener 4.2.,4.3.,4.8. u 5.1.).

[Tarmentam co 3HauuMbIMH (akTopamu pucka CC ocnoXHeHMH (TaKMMHM KaK THUIEPTEH3US,
TUNIEPIUINIEMUS], caxapHbI AMa0eT, KypeHHe) cileqyeT Ha3HauyaTb 3TOPUKOKCUO TOJBKO IMOCIHE
TIIATEIBHOM OLEHKH (cM. paznen S.1.).

CenextuBHble uHruOUTOpPHI 1[OI'-2 HE SABISAIOTCS 3aMEHOM AalCTHIICATUIIMIOBOM KHCIOTBHI TIPH
npodunakruke CC TpoMO0IMOOIMUECKUX 3a00JIEBaHUI BCIIEICTBUE UX HEJOCTATOYHOTO BIIUSHUS
Ha TpomboruThl. [loaTomMy He cieayeT mpekpaiiarh NPUMEHEHHE aHTHArPEraHTHBIX MpernapaToB
(cm. paznmensr 4.5. 1 5.1.).

Bnusanue na gpynxyuro nouex

Iloueuynsle mpocTarjgaHAWHBI MOTYT MrpaThb KOMIIEHCATOPHYIO pOJIb B MOJAECPKAHUM ITOYEUHOU
nepdy3uu. IlosTomy, Npu HaTMYKUK YCIOBUN, OTPULIATEIHHO BIMSIONIMX HA MOYEUHYIO nepdy3uio,
NPUMEHEHHE STOPUKOKCHOAa MOXKET BBI3BAaTh YMEHbIIEHHE OOpa3oBaHUS MPOCTArjaHIWHOB U, BO
BTOPYIO O4epe/ib, CHIKEHUE TOYEYHOT0 KPOBOTOKA, U TAKMM 00Pa30M HApyUIUTh (YHKIUIO MMOYEK.
Camplii 0OJIBIIION PUCK Pa3BUTHUS JTAHHON pEeakIMM CYHIECTBYET JJIS MAalMEHTOB CO 3HAUYUTEIbHBIM
CHIDKEHHEM (DYHKIIMU MOYeK, JeKOMIIEHCUPOBAHHON CEp/IEYHON HEAOCTATOYHOCTHIO MITH IIUPPO30M
B aHaMHe3€. Y TaKuX MalMeHTOB HEOOXOAMMO OCYIIECTBIATH KOHTPOJIb (PYHKIIUH MTOYEK.

3adeporcka srcuoxocmu, omexku u 2UnepmeH3usl

Kak u B ciyuae mpuMeHEHHs APYrux MpenapaToB, HHIHOUPYIOIUX CHUHTE3 MPOCTArJIaHAWHOB, Y
MalMEHTOB, IPUMEHSIOIIUX ITOPUKOKCUO, HAOIIONAINCH 3a/1€PKKA )KUIKOCTH, OTEK U TUIIEPTEH3HSL.

[Tpumenenne Bcex HIIBII, BkItO4as STOPUKOKCHO, MOXKET OBITH CBA3aHO C BOSHHKHOBEHHEM WIIU
pPEIMINBOM XPOHHMUYECKOW cepledHoi HepocTtarouHocTu. MHpopmanms o 3aBucumocT 3¢ dexra
STOPUKOKCHOA OT 1036l pUBeZieHa B pa3zene 5.1. Ciaenyer cobmoaaTh OCTOPOKHOCTH Y MAIIMEHTOB,
MMEIOIIUX B aHAMHE3€ CepJICUHYI0 HEI0CTaTOYHOCTh, HApyIIeHUe (PYHKIIMH JIEBOTO KEITyA0UKa HIIN
THIIEPTEH3HUIO, a TAKXKe MALMEHTaM C YK€ UMEIOIIUMUCS 0TEKaMH, BO3HUKIIUMH 1O JIF000H Apyron
npuurHe. [Ipu MosBIeHNHN KIMHUYECKUX MPHU3HAKOB YXYIIIECHHS COCTOSHHUS Y TaKUX MAI[MEHTOB
CIIEAYET MPEeIIPUHATH COOTBETCTBYIOIINE MEPHI, BKIIOYast OTMEHY STOPUKOKCHOA.

[IpumeHeHne FTOpuKOKcHOa, 0COOCHHO B BBICOKHX J103aX, MOXKET OBITh CBS3aHO C Oojiee 4acTol U
TSDKEIIOM TUIEPTeH3UEH, 4eM IpU IpuMeHeHuu HekoTopelx napyrux HIIBII u cenexTuBHBIX
naruouTopoB [1OI-2. Bo Bpems jieueHust STOPUKOKCHOOM ciieryeT oOpaTuTh 0c000€ BHUMAaHHUE Ha
KOHTpOJIb apTepuaibHOro pAaBieHus (cMm. pazgen 4.3.). AprepuanbHOE [aBIICHHE CIIEIYET
KOHTPOJMPOBATh B T€UEHHUE JBYX HEZeJb MMOCie Havajla JICYEHUS U MEePUOJUYECKH B JallbHEHIIEM.
[Ipy 3HAYUTENTHPHOM TMOBBIMICHUW aPTEPHATBLHOTO JaBICHUS HEOOXOJUMO  PacCMOTPETh
aNbTepHATUBHOE JICUCHUE.

Bnusanue na ¢gpynkyuro nevenu

B kIMHHMYECKHX HCCIIEOBAaHUAX MPOJOLKUTENBHOCTBIO 10 OJHOrO roja mnpubnusurensHo y 1 %
MAIMEeHTOB, MOIYYaBIIMX JICYeHHE ITOPUKOKCHOOM B n103ax 30, 60 u 90 Mr B cyTKu, HaOIIOAAIOCH
MOBBIIICHUE aKTUBHOCTH allaHnHamuHOTpaHchepassl (AJIT) w/mnm acmapraramMuHOoTpaHChEpasbl
(ACT) (mpubnM3UTENBLHO B TPH U O0JIee pa3 OTHOCUTEILHO BEPXHEH IPaHUIBI HOPMBI).

Crnenyer HaOMIOAATh 3a COCTOSHUEM BCEX MAIMEHTOB C CHMITOMAMH W/MIW TpPHU3HAKAMU
,Z[I/IC(l)yHKL[I/II/I INEYCHHU, a TAKXKC MMAallUCHTOB C IMAaTOJIOTHYCCKHMMHU I10KA3aTCIAMU (I)yHKI_[I/II/I nedeHu. B
cllydae MPU3HAKOB HEAOCTATOYHOCTH (PYHKIIMH MEYCHU I BBISBICHHS MOCTOSHHBIX OTKIOHCHHN
nokaszatenel (GyHKIMM medeHu (B TPU pasza BBIIIE BEPXHEro Npezesa HOPMbI) MPHUMEHEHHE
npenapaTta DTOPUKOKCHUO TOHKHO OBITH MPEKPAIICHO.
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Obwue yrazanus

MY OTYETY

Ecnu Bo Bpems jedeHus y manueHTa HaOmogaeTcst yXyauleHne QyHKIUH KaKoH-Tnbo U3 CUCTEM
OpraHoOB, YKa3aHHBIX BBILIE, CIEAYET NPEANPHUHITH COOTBETCTBYIOIINE MEPBI U PACCMOTPETH BOIIPOC
0 TIPEKpalIeHUH Tepanuu STOpuKoKcuooM. [Ipu npuMeHeHnn 3TOpUKOKCcHOa y MAalUEeHTOB MOKUIOTO
BO3pacTa W y MAIMEHTOB C HapymieHWeM (YHKIMU IMOYEK, MEUYEeHU WM cepaia HeoOXOauMo
COOTBETCTBYIOIIEE MEAUIIMHCKOE HAOIIOICHUE.

C OCTOpPOXHOCTBIO CIielyeT HaYMHATDH JICYCHHE STOPUKOKCHOOM Yy MAIMEHTOB C JAETHIpaTalfei.
Ilepen HayagOM Tepanuu STOPUKOKCHOOM PEKOMEHIyeTCs IPOBECTH PErUAPaTALIUIO.

Bo Bpems noctmapkeTuHroBoro Hadmonenus npu npumenenur HIIBIT u HEKOTOPBIX ceTeKTUBHBIX
uHruouTopoB IlOI'-2 oueHb penko cOOOIIANOCh O PA3BUTHH CEPhE3HBIX KOXXKHBIX PEaKIIUH,
HEKOTOpble U3 HUX (B TOM 4YHcie HKC(HOTUATUBHBIM AepMmatuT, cuHapoM CtuBeHca-/[koHcoHa u
TOKCHYECKHH SMUACPMAIIbHBIA HEKPOIHM3) OBLIM C JICTATIbHBIM HcxoaoM (cM. pazaen 4.8.). Puck
Pa3BUTH TaKUX PEaKkIuil y ManueHToB HauboJee BEICOK B Hauase Tepanuu, B OOIbIIMHCTBE CIyJYacB
B TedyeHHe ImepBoro wmecsauna JjedeHus. CooOmiasoch O pPa3BUTUU  CEPbE3HBIX peaKIui
TMIIEPUYBCTBUTENBHOCTU (TaKMX KaK aHauIakcus M aHTHOHEBPOTHYECKHH OTEK) y MAIEeHTOB,
MOJTy4aBIIUX dTOPUKOKCHO (cM. pasnen 4.8.). [IpuMeHeHne HEeKOTOPBIX CEICKTUBHBIX HHTHOUTOPOB
IHOI'-2 conpoBOXk/1a710Ch MOBBIILIEHHBIM PUCKOM Pa3BUTHS KOXKHBIX PEaKLUil y NAlUEHTOB C KaKOMW-
00 JIeKapCTBEHHOW ajulepruel B aHaMHe3e. DTOPUKOKCUO JOKEH ObITh OTMEHEH IMPHU MEPBOM
MOSIBIICHUM KOXHOHM CBINH, MOPAaXEHUH CIM3UCTONH OOO0JIOYKM WM JIOOOTO JIPYroro mHpH3HaKa
TUIEPYYBCTBUTEIBHOCTH.

DTOPUKOKCHO MOXKET MaCKHPOBATh JIMXOPAJKY WM pyrue MpU3HAKU BOCHAIICHUS.

Crnenyer coOmofaTe OCTOPOXKHOCTh HpU  OAHOBPEMEHHOM Ha3HAYeHHWH JSTOPUKOKcHOa ¢
Bap(apuHOM WU IPYTUMHU NEepOpAIbHBIMU aHTUKOAryassHTaMu (cM. pasaen 4.5.).

[IpumeHeHne  JTOPUKOKCMOA, KaKk ®  JPYrUX [OpernaparoB, WHTHOMPYIOUIMX  CHHTE3
I_[I/IKJIOOKCI/IFCHEI?)BI/HPOCTaI‘JIaH,Z[I/IHOB, HC PCKOMCHAYCTCA IJKCHINWMHAM, KOTOPLIC IIJIAHUPYIOT
O0epeMeHHOCTD (cM. pa3aensl 4.6. u 5.1.).

BcniomorarenpHEIC BEIIECTBA

Jlaxmosa

[TarmeHTaM ¢ peaKo BCTpeYaroleiics HacaeACTBEHHON HETIEPEeHOCUMOCTBIO TaJaKTO3bl, Ae(QHUIUTOM
JIAKTa3bl JIOTIAPEH WM TIIOKO30-TaJlaKTO3HOM MayibabcopOumel He ciemayeT MPUHUMATh 3TOT
npenapar.

Hampuii
JlaHHBIN TipenapaT coAep>KUT MeHee | MMoib (23 Mr) HaTpus Ha OJIHY TaOJIETKY, TO €CTh IO CYTH HE

COJICP>KUT HATpHSL.

4.5. BzaumogeiictTBie ¢ JAPYIrHMH JICKAPCTBEHHBIMH MpenapaTamMM MW Jpyrue BHIbI
B3aHMOJEHCTBUSA

dapmakoguHaMHUYECKOE B3aUMOAEHCTBUE

Ilepopanvhvie anmuxoazyisinmol (6apgapur)

VY TalueHToB, COCTOSIHHE KOTOPBIX CTAOMIU3MPOBAHO TPHU JIUTEIBHON Tepanuu BapdapuHOM,
pueM 3TOpuKoKkcrOa B 03¢ 120 Mr ouH pa3 B IeHb COMPOBOXKIAICS YBEIMUYCHHEM ITPUMEPHO Ha
13 % w™exayHapogHoro Hopmanu3zoBaHHOTO ortHomeHus (MHO) mpoTpoMOWHOBOTO BpEMEHH.
CrnenoBatenbHO, Y MAllMEHTOB, MOIYYAIOIIUX IepopaibHble aHTUKOATYJSHTHI, CJIEyeT TIIATEIbHO
KOHTpOJHpoBaTh mokazarenu MHO mpoTpoMOMHOBOTO BpeMEHH, B OCOOCHHOCTH B II€PBBIC
HECKOJIbKO JTHEH B HayaJse JeueHUs: STOPUKOKCUOOM WIIH MPU U3MEHEHHUH JT03bl ATOPUKOKCHOA.
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Juypemuxu, uneuoumopol AII® u anmazconucmol aneuomensuna Il

HIIBIT moryr cHmxkath 3¢GGEKT TUYpPETUKOB U APYTMX aHTUTHICPTCH3WBHBIX IpemapaTroB. Y
HEKOTOPBIX MAIMEHTOB C HAapyIIeHUeM (PYHKIIUH MOYeK (HarmpuMep, y MalueHTOB ¢ AeTHIpaTaei
WIKM y TMalMeHTOB MOXWJIOr0 BO3pacTa C HApPYIIEHHOW (QYHKIMEH MOYeK) OJHOBPEMEHHOE
npuMeHeHne naruouropa AIl® unm anraronucra anruorensuHa Il u npenapaToB, HHTHOMPYIOLTUX
LUKJIOOKCUTE€HA3y, MOXKET MPUBOJUTH K JOMOJIHUTEIHHOMY YXYIIICHUIO (DYHKIIUU MTOYEK, BKIIOYAS
BO3MOKHOE Pa3BUTHE OCTPOM MOYEUYHOH HEJOCTATOYHOCTH, KOTOpask OOBIYHO HOCHUT OOpaTUMBIN
xapakrep. ClielyeT yUuThIBaTh BO3MOKHOCTh BO3HUKHOBEHUS TAKUX B3aUMOJCHCTBUI y TAIIUEHTOB,
KOTOpBIE MPUHUMAIOT 3TOPUKOKCUO OHOBpEMEHHO ¢ MHruouropamu AIID uimm ¢ aHTaroHucTamu
anrvoten3uHa II. B cBs3u ¢ 3TUM, Takylo KOMOWHAIIMIO CIIEIyEeT Ha3HAyaTh C OCTOPOXKHOCTHIO,
0CcOOEHHO MalMeHTaM IOKWJIOro Bo3pacTa. B Hadane KOMOMHHPOBAHHOTO JICYCHHS, a TaKXKE C
ONpEIEICHHON NMEPUOJUYHOCTBIO B JaJbHEWIIEM CIEQyeT NPOBECTH aJCKBAaTHOE BOCIIOJIHEHHE
neduunTa JXUAKOCTH U PACCMOTPETH BOIIPOC MOHUTOPHUHTA (DYHKIMH MTOYEK.

Ayemuncanuyunosas kucioma

B nccnenoBanuu ¢ yuactueM 310pOBBIX JOOPOBOJIBIIEB STOPUKOKCUO B 103¢ 120 Mr oJ1uH pa3 B ACHb
B PAaBHOBECHOM COCTOSIHUM HE BJIMSJI HA aHTUTPOMOOILMTAPHYIO aKTUBHOCThH allETHUIICATHIINIOBOM
kucnotel (81 Mr omamH pa3 B JI€Hb). DTOPUKOKCHO MOXHO TPUMEHSTH OIJHOBPEMEHHO C
AIEeTUJICATUIIMIIOBON KHUCIIOTOM B J103aX, MpeAaHazHaueHHbIX s npoduinaktuku CC 3aboeBaHuiA
(HU3KHME 103bl AUETHWICATULIUIOBON KUCIOTHI). OJIHAKO OJHOBPEMEHHOE HA3HAUEHUE HU3KUX J103
aleTUJICATUIIMIIOBON KUCIIOTHI U 3TOPUKOKCHOA MOXKET MPUBECTHU K YBEIMYEHHUIO YACTOTHI I3BEHHOTO
nopaxenust JKKT u Apyrux OCIOXKHEHUH IO CpPaBHEHHIO C MPUEMOM OJHOTO ATOPUKOKCHOA.
OnHOBpeMEHHOE TPUMEHEHHE JSTOPUKOKCHOA C aleTUJICATMIIMIOBOM KHCJIOTOM B 032X,
MPEBBIIIAIONINX PEeKOMeHIoBaHHbIe s mpodwmiaktuku CC 3a0oneBaHui, a TakkKe C JPYTHMH
HIIBII ve pexomenayercs (cm. pasaenst 4.4. u 5.1.).

ll UKJTIOCNOPUH U MAKPOJIUM)YC

XoTa 3TO B3aUMOJCICTBUE C STOPUKOKCHMOOM HE M3Yy4ajoch, OJHOBPEMEHHOE HpPHUMEHEHHE
IUKJIOCTIOPHHA WM Takpoiumyca ¢ kakum-mu6o HIIBIT moxer ycmimBath He(pPOTOKCHYECKHUN
3pGEeKT MUKIOCIOPUHA WIM Takpojumyca. [Ipy 0JHOBpEMEHHOM NPUMEHEHUHM 3TOPUKOKCHOA ¢
J0OBIM U3 3THX IPEnapaToB CleAyeT KOHTPOJIUPOBATh (PYHKIUIO TTOYEK.

dapMaKOKMHETHYECKOE B3aUMOJICHCTBUE

Busrnue smopuxoxcuba Ha hapmakokuHemuxy opyeux 1eKapCmeeHHbIX NPenapamos
Jlumuii

HIIBII yMeHbIIatOT BBIBEICHHUE JIUTHUS MOYKAMHU M, CIEAOBATEIBHO, MOBBIIIAOT KOHLEHTPALUIO
JUTHUA B TU1a3Me KpoBH. [Ipu HEOOXOIMMOCTH MPOBOASIT YaCThIM KOHTPOJIb KOHIICHTPAIIUHU JINTUS B

KPOBH M KOPPEKTUPYIOT J03Y JIUTUS B Iepuo oJHoBpeMeHHOTo npuMeHenus ¢ HIIBII, a Taxkxe npu
ormene HIIBII.

Memompexcam

B 2-x uccnenoBanusx u3ydanuck 3¢ et 3Topukokcrda B no3ax 60, 90 u 120 mr, mpuMeHseMoro
OJIH pa3 B JICHb B TEUEHUE CEMH JTHEH y MAIMeHTOB, MOMYYaBIINX OJMH pa3 B HEJIEII0 METOTPEKCaT
B o3¢ ot 7,5 1o 20 mr mo nmoBoay PA. Dtopukokcud B mo3ax 60 u 90 Mr He oka3bIBaj BIUSHUS Ha
KOHIICHTPALIMIO B TUIa3M€ KPOBH WJIM MOYEYHBIN KIMPEHC METOTpeKcara. B ogHOM mccienoBaHuu
3TOPUKOKCUO B 03¢ 120 Mr He OoKasbIBajl BIMSAHUS HA KOHLIEHTpAIMIO B I1a3Me (10 MU3MEPEHUI0
AUC) nnu moveyHbld KIMPEHC METOTpeKcaTa, a B JIPYroM HMCCIEIOBAHUU ATOPUKOKCHO 120 mr
MOBBIIIAJT KOHIIEHTPALMM METOTpeKcaTa B IuiasMe Ha 28 % M CHWXKal IOYEYHBIM KIMPEHC
MmetoTpekcata Ha 13 %. IIpu onHOBpeMEHHOM Ha3HAUCHHUH MpernapaTa ITOPUKOKCUO U METOTpEKcaTa
ClieqyeT BECTH aJIeKBaTHOE HAOIIOACHME Ha NpPEeaIMET BO3MOXKHOTO TOSIBJICHHS TOKCHYECKHX
3¢ (heKkToB MeTOoTpeKcaTa.



COOTBETCTEYET 3Kl
ot 02.08

(MOCNEOCBATENEHDCTE 0001)

Ilepopanbuvie konmpayenmugol

MY OTYETY

Ortopukokcn® 60 Mr, Ha3HA4YaBIIUKCA OJHOBPEMEHHO C TEpPOpajIbHBIMH KOHTpAICIITHBAMH,
coaepxamumMu 35 MKr stTuHUIIcTpaauona (33) u ot 0,5 10 1 Mr HOpATHUHApPOHA, B TeueHue 21 aHs,
YBEIUYUBAJ PABHOBECHYIO CPEIHIOI0 T€OMETPUUECKYIO Tutomaas mo KpuBoi (AUC24 «) 1m1st 90 Ha
37 %. Otopuxkokcu6 120 Mr, Ha3HaA4YaBIIMICS C OSTUMH THEpOPAIbHBIMU KOHTpalENTHBAMU
OJTHOBPEMEHHO WJIA ¢ HHTEpBaJIoM B 12 vacoB, yBenmuuBan paBHOBeCHYI0 AUCo-24q 111 3D Ha 50—
60 %. DTo yBenuyeHHWE KOHIIEHTpauuud OO cieAyeT NPUHUMATh BO BHHUMAaHHE IPH BBIOOpPE
COOTBETCTBYIOLLIETO TEPOPATLHOTO KOHTPALENITHBA JJI TPUMEHEHUS C OSTOPUKOKCHOOM.
VYBenn4yeHne 3KCMO3MLIUU DD MOKET MOBBINIATh YAaCTOTY Pa3BUTHS HEXKENATeNbHBIX SBICHUH,
CBSI3aHHBIX C IPUMEHEHHEM MEPOPATLHBIX KOHTPALIENTUBOB (HaprUMep, BEHO3HBIX TPoMO03MO0muii
y JKEHIIVH U3 TPYIIIBI PUCKA).

Samecmumenvras copmonanvras mepanus (31°7T)

Haznauenue stopuxokcuba 120 mr ¢ npenapatamu ans 31T, comepkaluMu KOHBIOTHPOBAHHBIE
actporensl B o3¢ 0,625 mr, B TeueHue 28 AHEW, YBEJIMYMUBAIO CPEAHEE 3HAYEHUE PABHOBECHOMU
AUC-249 HEKOHBIOTHpOBaHHOTO 3CcTpoHa (41 %), skBwimHa (76 %) u 17-B-acrpagmnona (22 %).
Brustaue 103 aTopukokcn0a, peKOMEHI0BaHHBIX [T IuTenbHoro npumenenus (30, 60 u 90 mr), He
u3yqanochb. OTopukokcud 120 mr wm3mensn sxcno3unuid (AUCo24q) JAHHBIX 3CTPOTCHHBIX
KOMIIOHEHTOB MEHEE 4Y€M BJIBO€ II0 CPaBHEHHMIO C MOHOTEpANMEN MpenaparoM, COIEp KalluM
KOHBIOTMPOBAaHHBIE ACTPOTEHbI, IPU YBEIWYEHMM 1036l mnocienHero c¢ 0,625 mo 1,25 mr.
Knunnueckoe 3HaueHuE TaKUX MOBBIIICHUIH HEU3BECTHO. [IprMeHeHrne KOMOMHAIIUN ATOPUKOKCHOA
U TpenapaTta, cojepkaiiero 6ojee BHICOKHE J103bl KOHBIOTUPOBAHHBIX ACTPOI€HOB, HE M3y4alloCh.
[loBpIlIEHNE KOHIEHTPALMU 3CTPOr€HOB ClIEyeT MPUHUMaThb BO BHHUMaHUE TP BHIOOpE
TOPMOHAJIBHOTO Tpernapara Juisi IPUMEHEHUs B IEPUOJ MOCTMEHOINAy3bl IPU OJHOBPEMEHHOM
HA3HAYEHUH C 3TOPUKOKCHOOM, MOCKOIbKY YBEIMUEHUE HKCIIO3UIIUU ICTPOTEHOB MOYKET TOBBIIIATh
PHUCK pa3BUTHS HEKEATEIbHBIX SIBJICHUMN, CBA3aHHbIX ¢ 3I'T.

[peonuson/npednuszonon

B wuccrnenoBaHMsIX II€KapCTBEHHBIX B3aMMOJCHCTBUI ATOPHUKOKCHO HE OKa3bIBal KIMHUYECKH
3HAYMMOTO BJIHMSHUS Ha (hapMaKOKHMHETHKY MPEIHU30HA/TPETHU30JIOHA.

g UCOKCUH

Ortopukokcu® 120 Mr, Ha3zHauaBIIWKCS OAWH pa3 B JeHb B TeueHue 10 mHEH 310pOBBIM
noOpoBoObIIaM, HE oOKa3biBas BiusHUS Ha paBHOBeCHY0O AUCo24¢ B IJIa3M€ WU BBIBEJCHHE
JUTOKCUHA MTOYKaMHU. bplIo 0TMEYeHO yBennUueHne mokasaress MakcuMabHast KOHIEHTPAUS (Crmax)
murokcuHa (mpubmmsutensHo Ha 33 %). Takoe moBbINIEHWE, KaK TPABUIO, HE SIBISETCS
CYIIECTBEHHBIM Yy OonbIIMHCTBA mMamueHToB. OJHAKO TIPU OJHOBPEMEHHOM MPUMCHECHHH
ATOPUKOKCHOA M JUTOKCHHA CJeIyeT HaOII0JaTh 3a COCTOSHUEM MAIlMEHTOB C BBHICOKHM PHCKOM
Pa3BUTHUS TOKCUYECKOTO JECHCTBUS TUTOKCHHA.

Bnusnue 3m0pu1<01<cu6a Ha npenapameal, Mema60ﬂu3upw0muec;z cvﬂbqbompaﬂcqbepaswwu

DTOPUKOKCHO SIBISIETCS MHTHOMTOPOM cyibhoTpaHcdepasbl denoBeka, B yactHoctd SULTIEL, u
MOJKET MOBBIIIATh KOHLEHTpAMU D3 B CHIBOPOTKE KPOBU. B CBsI3U ¢ TeM, UTO B HACTOSIIEEe BPeMs
MOJTyYCHBI OrpaHMYCHHBIE TAHHBIC O BIMSHUW PA3IUYHBIX CylbdoTpaHcdepas, a UX KIMHUYECKas
3HAYMUMOCTh JUIS TPUMEHEHHMS MHOTHX MperapaTroB eIle H3Yy4aercs, LeJIecoo0pa3Ho ¢
OCTOPOXXHOCTHIO ~ Ha3HAa4YaTh  JTOPUKOKCHO  OJHOBPEMEHHO C JIPYITMMH  TIpenapaTamu,
METa0OIM3UPYIOIIMMHUCS B OCHOBHOM cylb(hoTpaHc]epaszamMu 4eJoBeKa (HarpuMep, IepopabHbINA
canpbOyTaMoJI U MUHOKCHJIHIT).

Bnusnue 3m0pu1<01<cu6a Ha npenapameal, Mema60ﬂu3upw0muec;z I/l30(.b€DM€HmaMM CYpP

Ha ocHOBaHMM pe3y/nbTaTOB HCCIENOBAHMU in Vitro HE OXKUAAETCS, YTO ATOPUKOKCUO Oyzaer
UHTuOMpoBath n30depmenTsl uToxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccnenoBanuu
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MY OTYETY

OKa3bIBAJIO BJIMSHUSA Ha akTHBHOCTH m30odepmenta CYP3A4 B medeHH, cOrjlacHO pe3yJibTaTraMm
SPUTPOMUIIMHOBOI'O ABIXATCJIIBHOTO TCCTA.

Bnusnue OI?VZ'MX npenapamos Hd (baDMaKOKuHemuKV 9m0pw<07<cu6a

OcHoBHOM 1yTh MeTabonu3Ma 3Topukokcrda 3asucut ot pepmentToB CYP. CYP3 A4, no-suaumomy,
CIOCOOCTBYET MeTaboIM3My 3TOpPHUKOKCHOA in vivo. VccnemoBanusi in vitro HarOT OCHOBaHUS
nonarate, uto CYP2D6, CYP2C9, CYP1A2 u CYP2CI19 Takxe MOryT KaTalu3upoBaTh OCHOBHOM
MyTh MeTab0JIM3Ma, HO UX KOJMUECTBEHHBIE XapaKTEPUCTHUKU i Vivo HE N3YyYaJUCh.

Kemoxonazon

Kerokonazon, sBastomuiics momHbIM uHTHOMTOpoM CYP3A4, mpu Ha3zHayeHUH 37A0POBBIM
nobpososbiiaM B ao03e 400 Mr oguH pa3 B JieHb B TedeHue 11 mHel He OKasbIBal KaKOTro-IHOO
KIIMHUYECKH 3HAYUMOTrO BIIMSHUA Ha (PapMaKOKMHETHKY OJHON J03bl ATOpUKOKcHOa 60 mr
(yBemmuenue AUC Ha 43 %).

Bopuxonaszon u muxonason

OnHOBpEeMEHHOE HAa3HAUEHUE ITOPUKOKCUOA i BOPUKOHA30JIA IEPOPATBHO WIIH MUKOHA30J1a B BHJIC
MepopagbHOTO Tensl, CUiIbHbIX WHTHOMTOPOB CYP3A4 BbI3BIBAIO HEOOJBIIOE YBEITUYCHHUE
3KCIIO3UIINHU 3T0pHKOKCH6a, KOTOPOC Ha OCHOBAHHUU OHy6JII/IKOBaHHBIX JAaHHBbIX HEC GBIHO IIPpU3HAHO
KIIMHUYECKH 3HAUHMBbIM.

Pudpamnuyun

OpHOBpeMEHHOE Ha3HAUEHUE ATOPUKOKCHOA ¢ pUGaMIUIIMHOM, MOIIIHBIM UHIYKTOPOM (DEpPMEHTOB
CYP, npuBoImiIo K CHWXEHHUIO KOHIICHTpAIMU 3TOPUKOKCHOa B 1uiazmMe KpoBH Ha 65 %. Takoe
B3aMMO/JICHICTBIE MOXKET MPUBOAUTH K PELMIUBY CHUMIITOMOB IPU OJHOBPEMEHHOM MPUMEHEHHU
TOPUKOKCHOa ¢ pudammunuHoM. XOTS OSTH JaHHBIE MOTYT YKa3bIBaTh Ha HEOOXOIUMOCThH
MOBBILIEHUS /103bl, IPUMEHEHHUE dTOPUKOKCHOA B J103aX, KOTOPbIE MPEBHIIIAIOT PEKOMEH/I0BaHHBIE
JUTSL KQXKI0TO MOKa3aHUsl, He U3y4aloch U MOATOMY HE PEKOMEHI0BaHO (CcM. pazaen 4.2.).

Anmauuowl

AHTaLII/IIIBI HEC OKa3bIBAKOT KIIMHHUYCCKHU 3HAYHMMOI'O BJIMAHHUA HA q)apMaKOKI/IHeTI/IKy 3TOpHKOKCH6a.

4.6. PepTHIBLHOCTH, 0€PEMEHHOCTDH U JIAKTALUS

bepemeHHOCTD

Knuauuecknx JaHHBIX O TMPUMEHEHUM JTOpPUKOKCHMOa B mepuoa OepeMEeHHOCTH HeT. B
MCCJICIOBAHMIX Ha )KHUBOTHBIX HAOIOATIOCH TOKCHUECKOE IEHCTBUE HA PEMPOYKTHBHYIO CUCTEMY.
[ToTeHnanpHBIi pUCK Yy JKCHIIMH B TMepuoj; OepeMEeHHOCTH HeusBecTeH. [IpuMeHeHwme
STOPUKOKCHOA, KaK M JAPYIHX MpernaparoB, MHIHOMPYIOMIMX CHHTE3 IMPOCTArTaHAMHOB, MOXET
MPUBOJIUThH K IMOJABJICHUIO COKPAIlEHUH MAaTKU U B IOCIEAHEM TpUMecTpe OepeMEeHHOCTH — K
MIPEKIECBPEMEHHOMY 3aKPBITHIO apTEPHAILHOTO MPOTOKA Y TUI0AA. DTOPUKOKCHO IPOTHBOIIOKA3aH B
nepuoa OepemeHHOCTH (cM. pazaen 4.3.). Eciu y JKEHIIMHBI B TIEPHOJ JICUCHUS HACTYIWia
OepeMEHHOCTh, ITOPHUKOKCUO HEOOXOIUMO OTMEHHTb.

Cnyyan mo4eyHOM JUCHYHKIMHM IUJI0JIA, KOTOPbIE TMPUBOAMIM K YMEHBIICHHIO 00beMa
AMHUOTHYECKOW JKHUJAKOCTH (MaJOBOJME), OBUIM 3aperucCTPUPOBaHbl y OEPEMEHHBIX IKEHIIHH,
noydaBiux HIIBIT va 20-if Henene OepeMEHHOCTH WM TT03Xe. B HEKOTOPBIX ClTydasiX 3TO MOXKET
MIPUBECTH K HEOHATAIBbHOM MoyeyHoi qucyHkiuu. Takue 3¢ (eKTsl MOTYT BO3HHKATh BCKOPE MOCIIE
Havana nedenust HIIBIIT; manoBonue yacTo 00paTuMo mociie npeKpanieHus JIeUCHHUs.

JlakTamus

HeusBecTHO BbLAENSETCS 1M ATOPHUKOKCUO C MOJOKOM Yy 4YeloBeKa. Y JIAKTHPYIOIIUX KpbIC
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MPEKPATUTh TPYAHOE BCKapMiIMBaHue (cM. pazaen 4.3.).

DepTIbHOCTD

[Ipumenenue 3Topukokcuda, Kak U JPYrux JEKapCTBEHHBIX MPEnapaTtoB, 0 KOTOPBIX U3BECTHO, UTO
onu uHruoupytot LOI'-2, He pekoMeHIyeTcsl JKEHIIMHAM, KOTOPbIE IJIaHUPYIOT O€peMEHHOCTb.

4.7. BausiHMe HAa CIHOCOOHOCTH YNPABJSATH TPAHCINOPTHBIMH CpeICTBAMH M PpadoraTrh ¢
MeXaHM3MaMU

[lanmeHThl, y KOTOpPBIX BO BpeMs NPUMEHEHHUS OSTOPUKOKCHOA OTMEYANUCh Cllydau
MIPOCTPAHCTBEHHOM J1€30PUEHTALINU, TOJIOBOKPYKEHUS UM COHJIMBOCTH, JIOJKHBI BO3/IEPKATHCS OT
yIpaBieHUs] TPAHCIIOPTHBIMU CPEICTBAMU U pabOThI C MEXaHU3MaMHU.

4.8. HexxennaTesibHbIE peaKIuu

Pesrome mpoduirst 0e301acHOCTH

be3onacHOCTh TNpPUMEHEHUS HSTOPUKOKCHOA OLEHHBANAaCh B KIMHHUYECKUX HCCICIOBAHUSAX,
BKJIIOYABIIUX 9295 ydacTHHKOB, B ToM uucie 6757 manuentoB ¢ OA, PA, XpoHnueckor 00JbI0 B
HIDKHEH 4acTH CIMHBI M aHKHJIO3UPYIOIUM CHOHAMIUTOM (mpubiusutensHo 600 manuentoB ¢ OA
win PA, nonyyanu jedeHue Ha NpOTSHKEHUU OAHOTO rojJja UK JOJIbILE).

B knuHMYECKUX MCCIeI0BaHUAX NMPO(UIh HexKeTaTeIbHBIX 3((PEKTOB ObUT CXOAHBIM Y MAIIUEHTOB C
OA umu PA, KoTOpBIe TPUHUMAIH 3TOPUKOKCHO Ha TIPOTSHKEHUH OHOTO TO/1a WITH JOJIbIIE.

B kiuMHMYEeCKOM HCCIEIOBaHUU OCTPOrO IMOJArpPUYECKOro apTpUTa MALMEHTHl MOJy4Yaau
TOPUKOKCHO B 103¢ 120 Mr oaMH pa3 B JeHb B TeUeHHE BOChbMH JHEH. [Ipoduip HexenaTenbHBIX
3¢ (}HEeKTOB B 3TOM HCCIIEIOBAaHUH OBLI B I[EJIOM TaKHM XK€, KaK U B 00BEUHEHHBIX HCCIICTOBAHMSIX
OA, PA u xpoHnueckoi 00JIM B HU)KHEN YaCTH CTIIMHBI.

B IIporpamme no onenke 6e3onacHocTH B oTHomeHnn CC cuctembl, 00001maomeil JanHble Tpex
AKTUBHO-KOHTPOJIMPYEMBIX UccienoBanuid, 17412 nmarmentor ¢ OA win PA nosy4anu 3TOpUKOKCHO
(60 wu 90 mr) B cpeanem B TeueHue 18 mecsues (cM. pasaen 5.1.).

B xnmHWYeCKHX HCCIEOBAaHUSAX OCTPOH IMOCIIEONEparMOHHON OOJH, CBS3aHHOW C MPOBEICHHEM
CTOMATOJIOTUYECKOH OIepalny, B KOTOPhIX 614 manueHToB noayvaan 3TOpUKOKcHO B 1o3e (90 mm
120 mr), nmpodwib HexenaTeNbHBIX 2P(EKTOB B ITUX HCCIECIOBAHUSX B 1IEJIOM OBUT CXOIHBIM C
npodunem B 00beqHEHHBIX UccienoBanmsx OA, PA u xpoHudeckoi 6011 B HIDKHEH 9aCTH CITHHBI.

TabnuyHOE pe3roMe HEXKETATEIbHBIX PEAKIINI

Crenyrone HeXeJaTeldbHbIE PEaKUUU ObUTM 3aperucTpUpOBaHbl C OONBLICH YacTOTOM mpu
IPUMEHEHUH Ipenaparta, 4eM IpU NPUMEHEHUHU IU1anedo, B KIMHUYECKUX HCCIIEJOBAaHUAX Y
naieHToB ¢ OA, PA, xpoHuyeckoil 00bpl0 B HMIXKHEM YacTW CHMHBI MJIM C aHKWIO3HUPYIOIIMM
CIIOH/IMJIUTOM, KOTOPBIE TPUHUMAIIH STOPUKOKCUO B 103¢€ 30 mr, 60 Mr mtk 90 MT ¢ IOBBIIIICHUEM [0
pexomeHayemMol 103sl B TeueHue 12 Henmenb, B ucciaenoBaHuax Ilporpammer MEDAL,
MPOJOJKUTEIBHOCTBIO 10 3,5 JIeT, B KPaTKOCPOYHBIX HCCIEI0BaHUAX OCTPOMl 00JM B TeUeHHE 1O
7 THEH, a TAaK)Ke B XOJ1€ TOCTMAaPKETUHIOBOI'0 IIPUMEHEHHUS.

K / T . Kareropus
JIaCC CUCTeMa/opran €PMHH HeKeIaTeJbHON peakuun
p p peaxu 4acToThbi!
aJbBEOJISIPHBIA OCTUT 4acTo
HAngpexyuu u unsasuu racTPO’HTEPUT, MHPEKINH BEPXHUX IbIXaTEIBHBIX
9 HEYacTo
nyTeH, MH()EKINN MOYEBBIBOASIIETO TPAKTa
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Kanacc cuctema/opran TepMuH HexesaTeJbHOW PEARITAN Fp——
o aHemusi (B OCHOBHOM B pe3yJIbTaTe KeIyJ0YHO-
apyuwieHus co CmopoHvl Kpogu U .
Py “nop P KHIIEYHOTO KpPOBOTEUCHHUSI), JIEWKOTICHUS, | HeyacTo
K
aumM@amuieckoli cucmemsl TPOMGOIHTONEHHS
pEaKLUK IMIEPIyBCTBUTENLHOCTH HEYacTo
Hapywenus co CMOPOHDL - b ;
- AHTUOHEBPOTHYCCKUH OTEK, aHa(UIaKTHYECKHE
UMMYHHOU CUCmembl ’ ) peIKo
aHa(WIAKTOUIHBIC PEaKI[NH, BKIIOUYAs MOK
OTEKH/3aIepIKKa KUIKOCTH 92CTO
Hapywenuss  memabonusma  u
CHIDKCHHE WM YCWJICHHE AallleTHTa, YBEIHYCHHE
numaHus Y Y HEYacTo
MAacChI TeJia
TpeBoOra, JEHpPEcCHs, HAPYIICHUS KOHIICHTPAIIUH,
raJUIoNUHALN Hewacro
Tcuxuueckue napywenus HHHall
CIIyTaHHOCTh CO3HAHMAZ, GECTIOKONCTBO? peaxo
TOJIOBOKPY>KEHHE, TOJIOBHAs 00JIb 4acTO
. | HApyIICHN BKycCa HHHIIA
Hapywenus co cmoportel nepénoit HapZCTZ3I/I§/FI/IHeCTe3I/I}I }CIEH’J'II/IBOCTI: peccom. fesacto
cucmemwl p >
6 4acToTa
BHYTPUYEPEITHOE KPOBOM3IHSIHUE
HEW3BECTHA
Hapywenus co cmoponwt opeana
HEYETKOCTh 3pCHHS, KOHBIOHKTUBUT HEYacTo
3penust
Hapywenusi co cmoponwt opeana
3BOH B yIllaX, BEPTUTO HEYacTo
cayxa u aabupunma
OIYILIIEHUE CEPALECONEHHS, apUTMUS 9acTo
hubpUIIALIUS npeacepaui, TaxXuKapaus’,
Hapywenus co cmoponwl cepoya XPOHHAYECKAS cepaedHast HEIOCTaTOYHOCTb,
HEYacTo
Hecnenudrueckue U3MCHEHUSA Ha OKT',
CTEHOKapus’, MHpAPKT MUOKapaa’®
TUTIICPTEH3US 4acTo
Hapywenus: co cmoponst cocydos | TIPUTHBBD, HapylIcHUe MO3TOBOTO
KPOBOOOpAILEHHUsA®, TPAaH3UTOPHAs HIIEMHYECKAS | HEYACTO
aTaxa, TUIIEPTOHMYECKHI KpHU3Z, BaCKyIHuT?
Hapywenus co cmoponbl | GpoHxocmazm> 4acTo
ObIXAMeNbHOU CUCEMbl, OP2AHO8
KaIlleJb, OJIBIIITKA, HOCOBOE KPOBOTCUCHHE HEYacTo

2PYOHOU KAeMKU U CPEOOCMEeHUs.

Hapywenus co CMOpOHbI
HCEYOOYHO-KUUEUHO20 MPAKINA

00JIb B )XUBOTE

O4YCHb 4acCTO

3amnop, METEOpH3M, racTpur,
u3Kora/ractpossodareanbHelii  peduiioke, auapes,
JUCTICTICHS/ TUCKOM(OPT B DIMIacTPUH, TOIIHOTA,
pBOTa, 730(aruT, S3BHI CIU3UCTOH 00OJOUYKH
HIOJIOCTH pTa

qacTo

B3AyTUE JKHUBOTA, W3MEHEHUE TNEPUCTAIBTUKU
KHIIIEYHUKA, CYXOCTh CIIM3UCTOW 0OO0IOYKH TTOIOCTH
pTa, TacTpomyofeHalbHas s3Ba, 53Ba JKEIYIKa,
BKIIIOYAsT JKENyIOYHO-KHUIIEYHbIC TepPopanuu U
KPOBOTECUCHHUS, CHUHIPOM pa3IpakeHHOTO
KHIIEYHHKA, TAHKPEATHT

HCYaCcToO
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Jacc cucremMa/opran epPMHUH HexKeJIaTe1bHoN PeaRII
p p yacToThbl
noBeimieHne  aktuBHOcTH  AJIT,  mMOBBIIIEHHE
4acTo
aktuBHOCTH ACT
Hapywenus co cmoponsi nevenu >
. renaTur penko
U JHCeNUCEbIE00AUUX Nymell
IIEYECHOYHAs HEJOCTATOYHOCTE?, JKeNTyXa’ penko’
HKXMMO3 4acTo
OTE€YHOCTh JIMI@, KOXHBIA 3y, KOXHAs CBblllb,
HEYacTo

Hapywenus co cmoponst kodcu u | sputema’, KpaluBHULA®
NOOKONCHBIX MKAHEl

cuagpom  CruseHca-J[)KoHCOHA®,  TOKCHYECKHIA
SIMACPMAIBHBI  HEKpONM3’,  (DUKCHPOBAHHAS | peiKo’
JIEKapCTBEHHAs DpUTEMA’

Hapywenus co CMOPOHDL
. . CIa3MBI/CYIOPOTH MBI,  CKEJICTHO-MBIIICUHAS
MbIUEYHOL, KOCMHOU u HEYaCTo
. 00JI/CKOBAHHOCTH
COEOUHUMENILHOT MKAHU
NPOTEHHYPUS, [OBBIIIICHUE KpeaTHHHHA B

Hapywenus co cmoponsl nouex u

. CBIBOPOTKE KPOBHU, NJECKOMIICHCHUPOBAHHAA IMOYCYHAA | HEYACTO
MOllefibl@Oa}luﬂLx nymeu

HeI[OCTaTO‘{HOCTB/ noycyHast HC,[[OCTaTOLIHOCTL2

ACTeHHMS/CI1a00CTh, I'PUIIIONOI00HBIH CHHAPOM 9acTo
Obwue napywenus u peaxyuu 8

Mecme 86e0eHuUs 00Jb B TPYAHOH KIIETKE HEYacTo

MOBBIIICHHE a30Ta MOYECBUHBI KPOBH, MOBBIIICHUE
AKTUBHOCTHU kpeaTuH(POCHOKUHA3ZEI, | HEYACTO

Jlabopamopnvie u T
TUTICPKATUEMHUSL, TIOBBIIIICHUE MOYCBON KUCIOTHI

UHCMPYMEHMATbHbLE oanmuvie

CHMIKCHHC HATPHUA B KPOBU peaKko

' Kareropust 4acToThI: yCTAHOBJEHA [T KKIOTO TEPMHHA HEXKENATENHHON PEAKIMU MO YaCTOTE BOSHUKHOBEHHS,
3aperHuCTPUPOBAHHON B 0a3e JaHHBIX KIMHUYECKHX HCCIIEAOBaHUI: odueHb yacto (=1/10), wacro (=1/100, Ho <1/10),
HevacTo (>1/1 000, HO <1/100), penxo (>1/10 000, HO <1/1 000), ouens penko (<1/10 000), yacToTa Heu3BecTHA (Ha
OCHOBaHHMHU HMEIOUIMXCS JJAaHHBIX OLEHUTHh HEBO3MOXKHO). YacToTa HexXesaTeIbHBIX Peaklnii, KOTOpbIE COOOMIAINCh
BO BpeMsI IOCTMapKETHHIOBOTO IPUMEHEHUsSI, HE MOXET OBITH ONpeJelieHa, NOCKOIbKY PEaKIMH PETHCTPUPOBAIINCH
Ha OCHOBaHHH CIIOHTaHHBIX COOOIICHHUI.

2 [lanHas HEXENATENbHAS PEAKIHS OBbLIA 3apPETMCTPHPOBAHA B XOJE MOCTMAapKETHHIOBOTO HabmrogeHus. Yactora
CcOOOmeHnH Ui Hee OICHMBACTCS Ha OCHOBAaHMM HambOoee BBICOKOW YacTOTHI, HaONIOMABIICHCS IO JaHHBIM
KITMHAYECKHIX MCCIEeI0BAaHNH, 00BeIMHEHHBIX B 3aBUCHMOCTH OT ITOKa3aHUs K MPIMEHEHHIO U YTBEP>KACHHON JTO3BI.

3YacToTHAs KaTeropus «peako» ObLIa ONpeNeNicHa B COOTBETCTBHU C PYKOBOJACTBOM (BepcHs 2, ceHTa0ps 2009 r.)
mia  Kpartkoit Xapaxrepuctuku Ilpemapata (SmPC) Ha ocHOBaHMHM pacdeTHOH BepxHed rpaHumsl 95 %
JIOBEPUTEIHHOTO MHTEpBaia At 0 COOBITHI, yYUTHIBAS KOJIMIECTBO MAIMEHTOB, TIOTYYIaBIINX STOPUKOKCHO B aHAIN3E
nanHbIx 111 ¢asbl, 00beAMHEHHBIX B 3aBUCHMOCTH OT JI03bI U MoKa3auus (n=15470).

4F HUNCPYYBCTBUTCIIBHOCTh BKIIHOYACT TCPMUHBI «AJIJICPTHUA», «JICKAPCTBCHHAA AJUTICPIUA», «KTUIICPUTYBCTBUTCIIBHOCTD
K JICKApCTBCHHOMY CPCEACTBY», «TUIICPUYBCTBUTCIIBHOCTHY, «TUINCPUYYBCTBUTCIIBHOCTH HCYTOUHCHHASI», «PCAKIUA
TUTICPUYYBCTBUTCIIbBHOCTU» U «HCCHGI_II/I(I)I/I"IGCKaH AJUICPTUs.

STlo pesyabTaraM AaHHBIX aHAIM3a JOJATOCPOYHBIX ILIALE0O-KOHTPOJIMPYEMBIX M AKTUBHO-KOHTPOJIMPYEMBIX
KIUMHHYCCKUX HUCCICIOBAHUN TMPU MPUMCHCHUU CENCKTHUBHBIX WHTHOMTOPOB 1IOI'-2 mOBBIMIAacTCS PHCK pa3BUTH
Cepbe3HBIX apTEePHUANBHBIX TPOMOOTHYECKHX SIBJICHH, BKIOYas WH(APKT MHOKapaa W HMHCYJbT. Mcxoms u3
UMEIOIINXCS TaHHBIX, MaJIOBEPOATHO, YTO aOCOIIOTHBIM PHCK Pa3BUTHS NAHHBIX SBICHUH mpeBbimaer 1 % B rof
(HedacTo).

® BHyTpHYEpETHOE KPOBOM3IMAHAE HAGIIONATIOCH Y MAIIEHTOR C JOIOIHUTENLHBIME (PAKTOPAMH PUCKA, TAKAMH KaK
THIIEPTEH3Hs1, TPOMOOIITOTICHHUS M IpHMEHEeHHEe BapdapuHa.

Crenyromnye cepbe3Hble HEXeNaTelIbHbIe PEeaKuu OBbLIM 3apETHCTPHUPOBAHBI B CBSI3U C MPUEMOM
HIIBII w He Moryr OBITh HMCKIIOYEHBI [JII AITOPUKOKCHOA: HEPPOTOKCHYHOCTH, BKIIFOYAs
MHTEPCTULUAIBHBIA HEPPUT U HEPPOTHUECKUI CHUHAPOM.
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COO6IJ.I€HI/IC O MOJ03PEBACMBIX HEKCIATC/IbHBIX PCAKIIMAX

COOTBETCTBYET ZKCNEPTHOMY OTUETY

BaxHo coo0marh O MOJO3PEBAaEMBIX HEKENATENIBHBIX pEeakIUsIX IOCJIe perucTpanuu
JICKapCTBEHHOTO Mperapara ¢ LeJblo 00ecrnedeHus] HEeNpephIBHOTO MOHHTOPHUHIA COOTHOIICHHS
«I10JIb3a—PUCK» JIEKAPCTBEHHOI0 IpenapaTa. MeaUIHUHCKUM padOTHUKAM PEKOMEHAyeTCs COO0IaTh
0 JrOOBIX TIOJO3PEBACMbIX HEXKENATENbHBIX PEaKIMAX JIEKApPCTBEHHOI'O TIperapara uepes
HallMOHAJIbHBIE CHCTEMBl COOOLICHHMSI O HEKENaTeNbHbIX pPEaKLUUsAX ToCylapcTB — 4YICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COH03a.

Poccuiickas @enepanus

denepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUS
Anpec: 109012, r. MockBa, CnaBsiHCKast TII01Iaab, 1. 4, cTp. 1
Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMaLMOHHO-TEIIEKOMMYHUKAIIMOHHON ceTH «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CHUMIOTOMBI

B kIMHWYECKHMX WCCIIEIOBAHHUSX TMPHEM JTOPHKOKCHMOAa B pa3oBoit mo3e a0 500 Mr wnm
MHOTOKpaTHBIN TTpueM 70 150 Mr/nens B TeueHnne 21 THS He BBI3BIBAM CYIIIECTBEHHBIX TOKCUYECKUX
s¢dexToB. beun monyueHsl cooOmeHusT 00 OCTPOi MEepeo3UpPOBKE 3TOPUKOKCHOOM, OJHAKO B
OOJBIITMHCTBE CIIy4yaeB O HEXKENIATeNbHBIX pEAKIUAX He coobmanock. Hambomee wyacto
HaOII0/1aeMbIe HEXKENATEeNbHBIC PEAKIIMA COOTBETCTBOBAIH MPOPUITIO OE30MMaCHOCTH ATOPHUKOKCUOA
(manpumep, Hapymenus co ctopoHsl JKKT, kapanopeHanbHbIC SBICHUS).

Jleuenue

B cniydae nepeno3upoBKu 1esecoo0pa3Ho MPUMEHSITh OOBIYHBIE MOIEP )KUBAIOIINE MEPBI, TAKHE KaK
ynaneHnue HeBcocasuierocs npemnapata u3 JXKKT, knmunudeckoe HabI0AeHNE U, TPH HEOOXOIUMOCTH,
MOIeP>KUBAIOLIAs TepaIusl.

DTOPUKOKCHO HE BHIBOJUTCS MPHU T€MOIUANIN3E, BBIBOAUTCS JI STOPUKOKCUO MPHU MEPUTOHEATHLHOM
JIUaI3€ HEU3BECTHO.

5. DPAPMAKOJIOTHYECKHE CBOMCTBA
5.1. ®apmaxkoauHaMU4YecKne CBOCTBA

dapMakoTepaneBTUYeCKass TpPyMma: MPOTHBOBOCHAIUTENbHBIE W MPOTUBOPEBMATHUYECKUE
MperapaTel; HECTCPOMJIHBIC IPOTUBOBOCIAIUTEIILHBIC W TPOTHBOPEBMATHYECKHE IPEIapaThl;
KOKCUOBI.

Kong ATX: MO1AHOS.

MexanusM aeiicteus U hapMakoauHaMmuueckue 3O GEKThI

OTOpUKOKCHO TMpU MEepOopalbHOM MpUEME B TEPANeBTUYECKUX KOHIEHTPALUAX SBISETCS
ceneKTUBHBIM HHruoutopoM LIOI-2. B ximHuYeckux (apMakoJIOrHUECKUX HCCIEIOBAHHIX
ATOPUKOKCUO 1o0303aBucuMo uHTHOMpoBan I[[OI'-2, He oxas3piBas BausHus Ha [[OI-1 mpm
NPUMEHEHUH CYTOYHOU 1103bI 10 150 Mr. DTOpUKOKCHO HE MHTHOMPYET CHHTE3 MPOCTArIaHHHOB B
CITM3UCTON 000JIOUKE KEeTyKa U HE BIUAET Ha (DYHKITUIO TPOMOOITUTOB.
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OCNEOOBATE
IluknookcureHasa oOTBEYAeT 3a 06pa30BaHI/Ie HpOCTarnaHﬁll]HoB:—l'Bli[e'neHsI

nukinookeurenassl — [[OI-1 u 1OI'-2. [OI'-2 mpencraBnsier coOoi M30(EepMEHT, KOTOPBIi
MHIAYLUPYETCS MOJ ACHCTBUEM Pa3JIMUHBIX IPOBOCHAIUTENIBHBIX MEIUATOPOB U PacCMATPUBACTCS
KaK OCHOBHOM (pepMeHT, OTBeyaroluii 3a CHHTE3 MPOCTAHOUIHBIX MEIMATOPOB OO0JIN, BOCTIAJICHUS U
muxopanku. I1{OI'-2 yuacTByeT B mponeccax OBYJISLMHM, UMIUIAHTALUU U 3aKPBITHS apTepUaIbHOTO
MPOTOKA, PETYNISAUMU (YHKIMH MOYEK M LEHTPaJbHOM HEPBHOW CHCTEMBbl (MHAYKIUS JIUXOPaJKH,
OLIYIIEHUsI 00N, KOTHUTHBHAS (DYHKIIHA), a TAKXKE MOXKET UI'PaTh OMPEICIICHHYIO POJIb B IIpoIiecce
sakuBiieHus s13B. [|OI'-2 Opla oOHapykeHa B TKAHAX, OKPYKAIOIINX SI3BBI JKEIyIKa y YeJOBeKa, HO
€C 3HAYCHUC IJId 3aKUBJICHUA AA3BbI HC YCTAHOBJICHO.

DddexTuBHOCTE

VY marmenToB ¢ OA 3TOpUKOKCUO MpU MPUMEHEHUU B 03¢ 60 Mr oJIMH pa3 B JIeHb 0OecreYnBal
JIOCTOBEpPHOE YMEHbILIEHHE OOJM M YIy4lIeHHE OIIEHKHM CBOEr0 COCTOSHHUS MallMeHTaMU. OTH
OnmaronpusTHbie 3((eKThl HAOIIOAATNCH YK€ Ha BTOPOU JCHB JICUCHUSI M COXPAHSIINCH B TCUCHUE
52 wenenb. McciemoBaHus STOpPUKOKCHOAa TpH NpuMEHeHHWH B 1o3¢ 30 Mr OauWH pa3 B JICHb
MIPOJIEMOHCTPUPOBAIH OoJyiee BBICOKYIO 3((HEKTHBHOCTh IO CPABHEHHIO C IUIAe00 B TEUYCHHE
nepuoja JIeYeHHUs NPOAOKUTEIbHOCThI0 12 Henmenb (MpU UCHOJIb30BAaHUU CXOIHBIX METOOB
OLIeHKH). B uccnenoBanuu, mpoBOIMMOM C LENbIO OMpPEAeICHHUs ONTUMAIBHON JJ03bI, STOPUKOKCHO
IpHU MPUMEHEHUHU B 03¢ 60 MI IPOJEMOHCTPUPOBAI JOCTOBEPHO 0oJiee BHIpAKEHHOE yIydllIeHHE,
4yeM B 103¢€ 30 mr, a5 Beex 3 IepBUUYHBIX KOHEUHBIX TOUEK yepe3 6 Henenb JedeHus. Jloza 30 mr He
n3yuyanach npu OA CycTaBOB KHCTEH PYK.

VY nanuentoB ¢ PA stopukokcu6 npu npumeHeHn# B 03¢ 60 u 90 Mr ouH pa3 B I€Hb 00ecrednBal
KaK [OCTOBEpHOE YyMEHbIIEHHE OO0JIM M BOCHAJIEHMs, TaK M YIydlIeHHE IOJIBMUXKHOCTH. B
MCCIICIOBAaHMSX, OLEHUBAIOLINX J03bI 3TopuKokcuba 60 u 90 mr, 3tu OnaronpusTHbie 3PHEKTHI
COXPAHSUINCh B TEYEHUE MEPHOA JIEUCHUS] IPOAOIKUTEIBHOCTBIO 12 Heenb.

Y TNanueHTOB C HAIWYHEM MPUCTYIOB OCTPOTO MOJATPUYECKOTO apTPHUTAa STOPUKOKCHO MpH
npuMeHeHnHn B Jo3¢ 120 mMr oawH pa3 B JI€Hb B TEYEHUE BCEro IMeEpHoJa JICYEHUs
MIPOIOJDKUTEIBHOCTBIO 8 THEH yMEHBIIaJ YMEPEHHYIO U CHIIbHYIO O0JIb B CyCTaBax M BOCHAJICHHE.
DddexkTuBHOCTL ObUTa cCpaBHUMA C I3(HPEKTUBHOCTHIO MHIOMETAIIMHA TIPH MPUMEHEHHUH €0 B J103€
50 Mr Tpu pa3za B JeHb. YMEHBIIIEHHE OOJIM OTMEYAIOCH YXKE Yepe3 YeThIpe yaca IMOcCie Hadana
JICUYEHUS.

VY NanueHToB ¢ aHKWIO3UPYIOIIUM CIIOHIWIMTOM 3TOPUKOKCUO TpU MPUMEHEHHH B 103¢ 90 Mr oiuH
pa3 B JeHb oOecredynBal JOCTOBEPHOE YMEHbIIECHHE OOJIM B CIHMHE, BOCHAJIEHHS, PUTHIHOCTH, a
Takxke ynydmenue GyHkiuid. Knuauueckas 3 pekTuBHOCTh 3TOpHKOKCHOa HaOMI01anach yxe Ha
BTOPOMH JIeHb JICUEHHS U COXPaHsJIaCh B TEUEHHE BCErO MEpHOJa JIEYEHUs MPOJOKUTENBHOCTBIO
52 nenenu. Bo BTOpOM HccieoBaHUM, CPAaBHUBAIOIIEM 103y ATOpHKOKcnOa 60 Mr u o3y 90 wmr,
ATOPUKOKCHO B 103¢ 60 Mr o7uH pa3 B IeHb U 90 Mr oJ1uH pa3 B IEHb IEMOHCTPUPOBAI aHATIOTUYHYIO
3¢ (eKTHBHOCTE B cCpaBHEeHUU ¢ HampokceHoM 1000 Mr ouH pas B JeHb.

B kiIMHMYECKOM HCCIeOBaHUU MO H3YYEHHIO OOJIM TMOCJE€ CTOMATOJOTMYECKUX OIepaluii
TOPUKOKCHO B j03e¢ 90 Mr HazHayanu OAWH pa3 B JCHb B TeUCHHE TpeX AHel. B moarpymme
MAIUEHTOB C YMEPEHHOU OOJIbIO MPU UCXOTHOM OIICHKE ATOPUKOKCHO TP MTPUMEHEHNH B 103¢ 90 Mr
OKa3bIBaJI TaKOH ke 00e3001mBaromuil 3 QexT, kak u udynpodex B 1o3e 600 mr (16,11 B cpaBHeHUN
¢ 16,39; P=0,722), u npeBocxoaut 1o 3pPeKTUBHOCTH KOMOWHAIIMIO TTapaneTaMojl/KOJIEHH B 103€
600 mr/60 mr (11,00; P<0,001) u mnane6o (6,84; P<0,001) cormacHo oOmieit olleHKe YMEHbBIIICHUS
6omu B Tedenwe mepBbix 6 dacoB (TOPARG6). [ons mnamueHTOB, KOTOPBHIM IMOTPEOOBAINCH
00e300MMBaoNIMe MpenapaTsl OBICTPOro NEHCTBHA B TEYCHHME MEPBBIX 24 4YacoB IoOcie Ipuema
UCCIelyeMbIX IIpenapaToB, coctaBuia 40,8 % npu npuMeHneHuu sTopukokcr6da B 103e 90 mr, 25,5 %
npu npuMeHeHuu ubynpodeHa B po3e 600 mr kaxzasle 6 yacoB u 46,7 % mnpu mpUMEHEHHU
KOMOWHAIMHK TapareraMmo/Koaeut B go3e 600 mr/60 mr kaxapie 6 4acoB 1Mo cpaBHEHUIO ¢ 76,2 % B
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MIPU IPUMEHEHUU dTOPUKOKCHOa B 03¢ 90 MT cocTaBuia 28 MUHYT MOCie IpreMa mpernapara.

besomnacHocTh

Mnoeonayuonanvras lpoepamma Oyenxu Jloneocpournoeo Haznauenuss Smopuxokcuoa u [uxioghenaxa npu
Apmpumax (MEDAL)

[Tporpamma MEDAL mnpencrapisizia co00i MpOCIIEKTUBHYIO TIPOTPaMMy OIEHKH 0€30MacHOCTH Ha
ocHoBanuu CC sBieHM 10 0ObEIMHEHHBIM JaHHBIM 3-X paHIOMHM3HPOBAHHBIX JABOMHBIX CIIETBIX
akTUBHO-KOHTpoJmpyembix ucciegoBanuii: MEDAL, EDGE II u EDGE.

Uccnenoanme MEDAL mpencraBisuio  cobod  WCCleAOBaHWE, UIMTEIBHOCTH  KOTOPOTO
ompenensiach JocTwkKeHneM kKoHeuHbix Touek (CC sBnenuit), Bkatovasmiee 17804 mamuenta ¢ OA
u 5700 marmenToB ¢ PA, nmonyuaBmmx stopukokcud B 103e 60 (OA) i 90 mr (OA u PA) unnm
mukiodenak B go3e 150 mr B aeHb B cpeaHeMm B Tedenune 20,3 mecsma (Makcumym 42,3 Mecsna,
Meauana 21,3 mecsua). B 3ToM ucciiejoBaHUM pETUCTPUPOBAIIN TOJIBKO CEPbE3HbIE HEXKETIATEIbHBIE
SIBJICHHS ¥ CJTy4au BBIOBIBAHUS U3 UCCIICIOBAHUS BCIICICTBHE JIFOOBIX HEXKENATEIHHBIX SIBJICHUM.

B wuccnepoBanuax EDGE u EDGE Il cpaBHMBaJM JK€lTyZOYHO-KHULIEYHYIO IEPEHOCUMOCTD
sTopukokcnba u gukiodenaka. HMccmemoBanme EDGE Bxmouano 7111 manmentoB ¢ OA,
MOJTy4aBIIUX ATOPUKOKCHO B 103¢ 90 Mr B ieHsb (B 1,5 pasza Gombiie 10361, pekomerayemon mpu OA)
nnu nukinodenak B qo3e 150 Mr B 1eHb B cpenHeM B TeueHue 9,1 mecsna (makcumym 16,6 mecsiia,
Meauana 11,4 mecaua). Uccnenoanue EDGE I Bxmrouano 4086 nmanmentoB ¢ PA, nmomyuyaBmmx
3TOpUKOKCHO B 03¢ 90 Mr B JeHBb WM AuKiIodeHak B 03¢ 150 Mr B JeHb B CpEeIHEM B TCUCHHE
19,2 mecsues (Makcumym 33,1 mecsia, Mmeauana 24 mecsina).

B o6benunennoii [Iporpamme MEDAL 34701 mamuent ¢ OA wim PA nonyvanu jedeHne B CpeiHEM
B TeueHue 17,9 mecsina (Makcumym 42,3 mecsia, meauana 16,3 mecsia), okono 12800 narueHToB
MOJTyJaJIH JICUeHHe B TeueHue 0osiee 24 mecsies. Y BoYeHHBIX B [Iporpammy MEDAL nanuenToB
IIPH HMCXOJHOUM OIleHKe OBLI 3aperucTpupoBaH mupokuii crekrp CC u KemyaoYHO-KUIIEYHBIX
(bakTopoB pHUcKa. bbUTH UCKITIOUEHBI MALMEHTHI C HEJJaBHO NEPEHECEHHBIM HH(AapKTOM MHOKapa, a
TaK)X€ C aOPTOKOPOHAPHBIM IIYHTUPOBAHUEM WJIM YPECKOKHBIM KOPOHAPHBIM BMEIIATEILCTBOM B
TedeHHe 6 MecsleB Iepe] BKIIOUYEHHEM B HcclefoBaHuMe. B uccienoBaHMsIX pa3perianoch
MIPUMEHATH TaCTPONPOTEKTOPHI U HU3KHUE J03bI ACIIUPUHA.

Obuwas 6ezonacnocmo

JIOCTOBEPHBIX pPa3IMYUid MEXIYy ASTOPUKOKCHMOOM U JAUKIO(PEHAKOM B OTHOIICHHH YaCTOTHI
tpomboTrnuecknx CC siBieHuil 00HapyxeHo He O0but0. KapauopeHalibHbIe HeXKeIaTeIbHbIC SIBICHHS
Oosiee yacTo HAOMIONANKCH NIPU HA3HAYCHUU STOPUKOKCHOA, YeM NpHU HazHauYeHHH AUKIo(deHaka;
naHHBIM  A(dexkT OblT  10303aBUCUMBIM  (OTACIBHBIC PE3yJbTAaThl MPEICTABICHBI HUKE).
Hexenarenbueie siBneHust co croponbl JKKT u medeHum 0CTOBEpHO dalle HaOIIOJAINCh TPU
Ha3HAYEHUH TUKIOo(eHaKa, 4eM NMpU Ha3HAYEHUHU 3TOPUKOKCHOa. HacToTa HeskeIaTeIbHbIX SBJICHUM
B uccnenoBanusax EDGE u EDGE II, a Takxe HexenarenabHbIX SIBICHUM, IPU3HAHHBIX CEPbE3HBIMU
WU TIOTPEOOBABIIMX OTMEHHI JiedueHus, B ucciaeaoBanni MEDAL Obuta Bbillie Tpu Ha3HAYCHUH
STOPUKOKCHOA, YeM MpU Ha3HAUCHHUH JUKIO(PEHAKA.

Pesynomamot oyenxu 6ezonacnocmu 6 omuowenuu cepoeurno-cocyoucmoti (CC) cucmemol

YactoTra MOATBEPkKACHHBIX Cepbe3HbIX TpomOoTHueckux CC  HexenaTelnbHBIX  SBICHUH
(BKITIOUABIIUX CEPJCUHBIE, IIepeOpPOBACKYISIPHBIC U MeprudeprudecKre COCyAUCThIC SBIICHH) ObLTa
COIOCTaBUMON MEXIYy TpyNIamH, MOJY4YaBIIUMHU STOPUKOKCHO WM JAUKIO(pEHaK (JaHHBbIC
npuBeneHbl B Tabnuie Hroke). [lo wacTtore TpoMOOTHYECKHMX SBICHUN HE OBUIO BBISBICHO
CTaTUCTMYECKH 3HAYUMBIX PA3IUUYUNA MEXKAYy OSTOPUKOKCHOOM U JUKIO(EHAKOM BO BCeX
MIPOaHATM3UPOBAHHBIX MOJTPYIaX, BKIOYas KaTETOPHH MAIMEHTOB B Auana3zoHe ucxomgnoro CC
pucka. HpI/I PacCCMOTPCHUHU 1TO OTACIBHOCTU OTHOCHUTEIbHBIN PUCK JJIS1 TOATBCPIKACHHBIX CCPHbC3HBIX
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no3e 60 nnu 90 Mr) u qukiodenaka (mpu npreme B go3e 150 mr).

Tabmuua «YacroTta noareepxkaeHHbIX TpoMOoTHueckux CC srnenuii (Ilporpamma MEDAL)»

Jukinodenak
(N=16483)
24766 manueHTo-IeT
Yacrora' (95 % JIN)

DTOPUKOKCHUO
(N=16819)
25836 mauueHTO-JIeT
Yacrora' (95 % JIN)

CpaBHEHHE MEKITY
BHJIaMU JICUCHUS

OTHOCUTENBHBINA PUCK
(95 % AN)

[Montepxnennbsie TpomboTrueckue CC cepbe3HbIe HeXKeNaTeIbHbIC SIBICHUS

[Ipu BBITOTHEHUH
TpeOOBaHMIA TPOTOKOIA

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

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

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

B 3aBucumocTu ot
HA3HAYEHHOTO JICYCHUS

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

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

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

ITonTBepkIEHHBIC CepACTHBIC

SIBJICHUA

IIpu BeIOTHEHUM
TpeOOBaHMIA TPOTOKOIA

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

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

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

B 3aBucumocTu ot

0,69 (0,61, 0,78)

0,70 (0,62, 0,79)

0,99 (0,84, 1,17)

Ha3HA4YCHHOTI'O JICUCHUA

HOI[TBGp)KI[CHHBIG uepe6pOBac1<yJ1;1pHHe SIBJICHUA

0,34 (0,28, 0,42)

IIpu BeIOTHEHUM
TpeOOBaHMIA TPOTOKOIA

0,32 (0,25, 0,40) 1,08 (0,80, 1,46)

B 3aBucumocTu ot
Ha3HA4YCHHOTI'O JICUCHUA

0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)

HOI[TBCp)KI[CHHBIG HCpI/I(l)epI/I‘lCCKI/IC COCYAUCTBIC SABJICHUA

0,20 (0,15, 0,27) 0,22 (0,17, 0,29)

[Ipu BeITOTHEHUHT
TpeOOBaHM MPOTOKOJIA

0,92 (0,63, 1,35)

B 3aBucumocTu ot
HAa3HA4YCHHOTI'O JICUCHUA

0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)

! KonmuuecTso aBnenuii Ha 100 manuento-ner; JJU=moBepuTebHbIi HATEpBAT; N=00I1ee KOIHMIECTBO IAHEHTOB,
BKJIFOUCHHBIX B TIOIMYJISIIIAIO TIAIIMSHTOB, BHITTOJIHUBITUX TPEOOBAHUS MPOTOKOJIA.

[Ipu BeIONTHEHNK TpeOOBaHMI MPOTOKOJIA — BCE SBJICHHA, pa3BUBIINECS Ha (DOHE MCCIEAYEMOI Teparuy WiIh B
TeyeHue 14 nHel ¢ MOMeHTa ee IpeKpameHus (MCKITI0UeHBI MAIeHTHI, KOTOPBIE MOIYJIrin <75 % ucciemryeMoro
mpernapara, ¥ alueHThl, IPUHAMAaBIINE He BKIIOUeHHbIe B nccenoBanne HIIBIT >10 % Bpemenn).

B 3aBHCHMOCTH OT HA3HAYECHHOTO JICUCHHUS — BCE MOATBEPXKICHHBIC SBICHUS, PA3BUBLIMECS OO OKOHYAHUS
UCCIeNOBaHMs (BKIIOYCHBI MAIMCHTHI, KOTOPBIE MOIJIM IOJABEPTaThCs HE BKJIIOYEHHBIM B HCCIICAOBAHHUC
BMEIIATENBCTBAM  [OCJI€  NpEKpalleHWs IpHeMa  HccliexyeMoro  mpemapara). OOmee  KOJHMYECTBO
PaHIOMHM3MPOBAHHBIX ManMeHToB: N=17412 s sTropukokcrba n n=17289 s nuknodeHaxa.

Kak CC cMepTHOCTB, Tak M 00IIasi CMEPTHOCTh OBUIM COIOCTABUMBI MEXIY T'PYNIaMH JICUCHHS
TOPUKOKCUOOM U JTUKIO(PEHAKOM.

Kapouopenanvuvie aenenus

[Tpubnusurensuo y 50 % mnauueHTOB, BKIIOYEHHBIX B uccienoBanne MEDAL, nmpu ucxonmnoi
OIICHKE OblJIa 3aperucTpUpOBaHA THUIEPTCH3WsS B aHaMHe3e. B 3TOM UCClIEIOBaHMM 4YacTOTa
BHIOBIBAHUSI BCIICJICTBME HEXKEIATENbHBIX SBICHUN, CBSA3aHHBIX C TUNEPTEH3HWEH, ObLIa
CTATUCTUYECKH 3HAYUMO BBIIIIE I STOPUKOKCHOA, 4eM 11 AuKIodeHaka. YacTora HexKenaTeIbHBIX
SIBIICHUH, CBS3aHHBIX C XPOHUYECKOW CEpJCYHON HEIOCTATOUYHOCTHIO (CIydau BBHIOBIBAHUS U3
HCCIEAOBAaHUS W CEpPhE3HBIC SIBJICHUS), OblIa CXOAHOW IS STOPUKOKCHMOa B 103¢ 60 Mr mu
muknodenaka B go3e 150 mr, HO Obla BBINIE ISl STOPUKOKCHOA B J03¢ 90 MT' 1O CpaBHEHHIO C
nukiioheHakoM B 03e 150 Mr (CTaTHCTHYECKH 3HAYMMO BHIIIE JJI TOPUKOKCHOa B 103¢ 90 Mr 1o
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CpaBHEHMIO ¢ aukiodeHakom B jgo3e 150 Mr B rpymie oA Mcnbntidris M D_AL)—%IaC*H) h

MOATBEP)KACHHBIX ~ HEKENATENbHBIX  SIBICHWH, CBA3aHHBIX C  XPOHHYECKOW  CEpACYHOM
HE/I0CTaTOYHOCTBIO (SBJICHMSA, KOTOpPhIE OBUIM CEPbE3HBIMH W TPUBEIU K TOCHUTAIU3ALUH WIN
MOCEIICHNIO OT/IEJICHNSI HEOTJIOKHOM IMTOMOIIH), ObUTa HE3HAYUTENFHO BBIIIE ISl ’TOPUKOKCHOA 110
CpaBHEHHIO ¢ nukiodenakoMm B go3e 150 mr, u maHHbIi 3QdexT OblT n0303aBUCHUMBIM. YacToTa
cilydaeB BBIOBIBAaHMSI M3 HCCICIOBAaHHS BCIEICTBHE HEKENATEIbHBIX SBJICHUH, CBA3aHHBIX C
OTeKaMU, ObLJIa BBIIIE JUIsI STOPUKOKCHOA [0 CPABHEHUIO C TUKIO(pEeHaKoM B 103¢ 150 Mr, 1 JaHHBINA
3¢ dexT ObUT 10303aBUCUMBIM (CTATUCTUYECKHA 3HAYMMBIH JJIs1 STOpUKOKCHOa B 103¢ 90 Mr, HO HE JJIs
ATOPUKOKCHOA B 103¢ 60 MT).

Pesynomamor oyenxu rapouopenanvuou 6ezonacnocmu 6 ucciedosanusx EDGE u EDGE I
coanacyromes ¢ pe3yiomamamu 8 ucciedosanuu MEDAL

B orpenpabix wuccnenoBanusx Ilporpammer MEDAL abGcomtoTHass yacTtoTa BBIOBIBAHUS U3
HCCIIEIOBaHMS B JIIOOOH TpyIINe JIedeHus st aTopukokcnoa (60 uimu 90 mr) cocrasisna 10 2,6 % B
CBSI3U C TUnepTeHsuei, 10 1,9 % B cBs3u ¢ orekamu u 10 1,1 % B CBSI3U C XpOHUYECKOU CEPIICUHOM
HEJOCTATOYHOCTHIO. Y MAallMEeHTOB, MPUHUMABIINX dTOPUKOKCHO B A03e 90 Mr, 4acToTa BHIOBIBAHUS
W3 MCCIICIOBAHUS ObLIa BBIIIE, YeM Y TAIAEHTOB, MPUHUMABIINX TOPUKOKCHO B 03¢ 60 MT.

Peszynomamor oyenxu sncenyoouno-kumeunot nepenocumocmu 8 Ilpoepamme MEDAL

B kaxmom u3 3-x uccnempoBanwii, Bxomsanmx B IIporpammy MEDAL, yacTtora BBIOBIBaHUS W3
WCCIICTIOBAHMSI IS TIOOOTO KIIMHUYECKOTO HeXeNaTenbHoro siBlieHus co ctoponsl JKKT (Hanpumep,
nucriernicusi, 00b B JKMBOTE, SI3BbI) ObLIa JIOCTOBEPHO HIDKE JJIA 3TOPUKOKCHOA B CPaBHEHHUH C
nuknodenakoM. YacToTa BRIOBIBAHHS U3 HCCIIETOBAHUS BCIEACTBHE HEKEIATENbHBIX KIIMHUYECKUX
seiieHuit co croponbl JKKT Ha 100 marmeHTo-JIeT 3a BeCh MEPHUO]] UCCIIEIOBaHMSI Oblia CIIEYIOIICH:
3,23 nna stopukokcuda u 4,96 g nuknodenaka B uccnenoannu MEDAL; 9,12 mis sTopukokcu6a
u 12,28 nns nuxknodenaka B uccnenopanuu EDGE; 3,71 ms sropukokcn6a u 4,81 mist nukiiodenaka
B ucciegosanuu EDGE II.

Pesynomamot oyenxu 6ezonacnocmu 6 omnowenuu JKKT 6 Ilpoepamme MEDAL

B nenom HexenarenbHble SIBJICHUS CO CTOpOHBI BepxHHUX oTnaenoB JKKT Obumn ompeneneHsl Kak
nepdoparuu, 1386l U KpoBoTeUeHUsA. OCI0KHEHHBIE HEKEJIATENIbHbIE SIBIEHUS CO CTOPOHBI BEPXHUX
oraenoB JKKT Brmouanun mnepdopanuio, HEMPOXOIUMOCTb U OCIOXHEHHOE KPOBOTEUYCHUE;
HEOCJIO)KHEHHBIE HE)KeNIaTeNIbHbIE SIBIEHUS CO CTOpOHbl BepxHHMX oTaenoB JKKT Bxmouann
HEOCJIO)KHEHHBIE KPOBOTEUEHUS U HEOCIIO)KHEHHBIE s13BbI. O0111as YacTOTa HeXKENATEbHBIX ABICHUN
co croponbl BepxHUX oTAenoB JXXKT Obuia 1oCTOBEpHO HUXKE IS STOPUKOKCHOA B CpaBHEHHUH C
aukinopeHakoM. J[OCTOBEpHBIX Pa3NuYMid MEXIy STOPUKOKCHOOM M JUKIO(PEHAKOM IO 4acToTe
OCJIOKHEHHBIX SIBJIEHUI 0OHapy>keHO He Obu10. 1 MOArpyIIbl FeMOPParuuecKiX HEXKeIaTelbHbIX
ABJIEHUHN cO cTOpoHbI BepXHUX 0T1en0B JKKT (0CI0KHEHHBIX M HEOCIOKHEHHBIX B COBOKYITHOCTH)
HEe OBLI0O OOHAPYKEHO JOCTOBEPHBIX pPa3IMYUN MEXKIY 3TOPUKOKCHOOM U JHUKIO(PEHAKOM.
[IpeumymiectBo 3TOpUKOKCcHOa B oTHomeHMHM BepxHuX otaenoB JKKT mo cpaBHeHuio c¢
JIUKJIO(PEHAKOM y NAllMEHTOB, OAHOBPEMEHHO IPMHUMAIOLINX aCIUPUH B HU3KHUX J103aX (0010 33 %
MAIMEeHTOB), HE OBUIO CTATHCTUYECKU 3HAYMMBbIM.

YacTtoTa MOATBEPKACHHBIX OCIOXKHEHHBIX U HEOCIOXKHEHHBIX KIMHUYECKUX HEeXeJIaTelbHbIX
aBineHuid co cTopoHsl BepxHuX otnenoB JKKT na 100 mammento-ier (mepdopauuu, s3BB H
kpoBoteuenust (PUB)) coctasuna 0,67 (95 % AU 0,57, 0,77) ansa stropuxokcuda u 0,97 (95 % AN
0,85, 1,10) ansa nukiodeHaka, Ha OCHOBAaHUH YeTr0 OTHOCUTENBbHBIN puck coctaBmi 0,69 (95 % AU
0,57, 0,83).

brina n3yuena yactoTa MoATBEP KACHHBIX HEXKEIATEIbHBIX SBJICHUM CO CTOPOHBI BEPXHUX OTJIETIOB
KKT y moxunbIx NMamueHTOB; MaKCUMaJIbHOE CHIDKCHHE YacTOTHI HAOMIOAAIOCH y TMAIlMEHTOB B
Bo3pacte > 75 ner (1,35 [95 % AU 0,94, 1,87] B cpaBuenuu ¢ 2,78 [95 % AU 2,14, 3,56]) sBaeHuit
Ha 100 marueHTo-JeT I STOPUKOKCcHOa U JUKI0peHaKa COOTBETCTBEHHO.

18




COOTEBETC TEH' ET 3K
o 5 e 2
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MY OTYETY

(mepdopaliss TOHKOTO WM TOJICTOTO KHIIEYHHKA, HEMPOXOAUMOCTh miu KpoBoreueHue (POB))
JOCTOBEPHO HE pa3indanach JJIs 3TOPUKOKCHOA U TUKIOdEHaKa.

Pesynomamol oyenxu 6ezonacnocmu 6 omuouenuu nevenu 6 Ilpoepamme MEDAL

DTOPUKOKCHO XapaKTepU30BaJICs CTATUCTHUECKU JTOCTOBEPHO O0Jiee HU3KOW YacTOTOM BBHIOBIBAHUS
U3 HUCCJIEIOBAHMS BCIEACTBHE HEKENATENIbHBIX SBJICHHM CO CTOPOHBI MEYEHH IO CPABHEHUIO C
muknopenakoM. B oObenunenHoit IIporpamme MEDAL 0,3 % mnauueHTOB, NOIY4aBIIMX
TOPUKOKCUO, W 2,7 % mMalMeHTOB, TMONYYaBIIUX JAUKIO(PEHAK, BBIOBUIM M3 MCCIEIOBAHUS
BCJIC/ICTBHE HEXKEJIATEIbHBIX SBJICHUN CO CTOPOHBI MedeHn. YacToTa HeKeIaTenbHBIX SBICHUN HA
100 nmarmenTo-ner cocraBmwia 0,22 mist stopukokcuba u 1,84 mins muxnodenaka (p <0,001 st
ATOPUKOKCHOA B CpaBHCHHH C JIuKIopeHakoMm). Tem He MeHee, OONBIIMHCTBO HEXKEIATEIbHBIX
SIBJICHHM co cTopoHbl ieueHu B [Iporpamme MEDAL Obuti HECEpbe3HBIMMU.

ononnumenshvie OaHHbie NO 6E30NACHOCIU, Cé513aHHble C Mpombomuyeckumu cepoeuro-cocyoucmoimu (CC)
AGIEHUAMU

B kiIuHMYecKuX UCCleNOBaHUAX, 3a HUCKIO4YeHueMm wuccienoBanuid I[Iporpammer MEDAL,
npuOmm3uTenbHo 3100 manueHToB MOMydYand 3TOPUKOKCHO B J03¢ > 60 MT B JIeHb B TEUCHHE
12 nenens wnu noneine. He Ob110 0OHAPYKEHO 3aMETHBIX PA3NUYMA B YaCTOTE MOATBEPKICHHBIX
cepbe3HbIX TpomOoTruecknx CC SBJICHHUIA Y TAIMEHTOB, TOJYYaBIIUX STOPUKOKCHO B 03¢ > 60 mT,
wiane6o umn HIIBII, He conepikamme HampokceH. Tem He MeHee, B CpAaBHEHUHU C MalMEHTaMH,
MOJTYJaBITUMHU HaIpokceH B o3¢ 500 Mr 2 pasza B JeHb, 4acCTOTa ATUX SBJICHWN ObUTAa BBINIE Y
MAIMEHTOB, TOJYYaBIIMX J3TOPUKOKCHO. Pa3HHWIIa B aHTHArperaHTHOW AaKTHBHOCTH MEXKIY
HekotopeiMu HIIBII, naru6oupyromumu 1OI'-1, u cenextuBabiMu uHTHOUTOpamMu [1OI-2 MoxkeT
MMETh KIMHUYECKOE 3HAUCHUE Yy MAlMEeHTOB W3 TPYIIBI PUCKA Pa3BUTHS TPOMOOIMOOINIECKUX
spineHnii. CenextuBHble WHTHOMTOPH [[OI-2 momaBnstoTr 00pa3oBaHWE CHUCTEMHOTO (M, Kak
CIIEICTBUE BO3MOXHO, JHAOTEIHAIBLHOTO) MPOCTAIMKINHA, HE BIHMSIS HA TPOMOOIMTAPHBIN
TpoMOokcaH. KiinHnyeckas 3Ha4MMOCTh 3TUX HAOJIOJICHHUI HE yCTaHOBJICHA.

Jlononnumenvrule danmvie no bezonacthocmu 6 omuoutenuu KKT

B 2-Xx 1BOMHBIX CIIENBIX SHIOCKONMMYECKUX HMCCIECIOBAHUAX MPOJOJLKUTEIBHOCTRIO 12 Henelnb
KYMYJISITUBHAS 9acTOTa Pa3BUTHSI TaCTPOAYO/ICHAIBHBIX 3B ObLIa 3HAUUTENBHO HIDKE y MAIUEHTOB,
MOJIyYaBIIUX 3TOPUKOKCHO B 103e 120 Mr oauH pa3 B J€Hb, Ye€M Yy MAIMEHTOB, MOJIy4aBIINX
HanpokceH B 03¢ 500 mr 1Ba pasa B 1eHb wiu uOynpoden B 1o3e 800 mr Tpu pasa B aeHb. Yacrora
Pa3BUTHSA 3B IPU HA3HAYCHUHN dTOPUKOKCHOA ObLTa BBIIIE IO CPABHEHHIO C TUIAIe0o0.

Hccnedosanue gyrkyuu nouex y NOHCUTbIX NAYUEHMOo8

B pannoMu3MpoBaHHOM JBOWHOM  CJENOM  IUIANEO0-KOHTPOJIMPYEMOM  HUCCIIEJOBaHUH B
napajyieNIbHBIX TPYIIax OLEHUBANM BO3aeicTBHE 15-mHEBHOI Tepamnuu 3TopukokcruOom (90 mr),
nenexkokcuoom (200 Mr aBa pasa B JeHb), HanpokceHoM (500 mr 1Ba pasa B JieHb) W Iianebo Ha
BbIBEJICHHE HATpPUsS MOYKaMHM, apTepUaIbHOE IAaBJICHHE W JPYrue Nokas3areiau (QYHKIHH MOYEK Y
MalKUeHTOB B Bo3pacte oT 60 10 85 yer, moyry4aBiiux paruoH ¢ coaepxanueM HaTpus 200 MIKB/CyT.
OTOPUKOKCHO, IETIEKOKCHO M HAIIPOKCEH Yepe3 2 HeslelH JIeUeHHs OKa3bIBAIM CXOJAHOE BIUSHUE HA
BBIBEJICHUE HATpHs MouykaMu. Bce akTuBHBIE mpenapaTbl CpaBHEHMsSI MPUBOAMIN K YBEIHMUEHUIO
CHCTOJIMYECKOTO  apTepHalbHOTO  JABJICHHMS OTHOCHUTENBHO IUIanedo, OJHAKO  Tepamus
STOPUKOKCHOOM MPUBOMIIA K CTATUCTUYECKH 3HAUMMOMY YBEJIMUEHUIO Ha 14-i eHb 10 CPaBHEHHUIO
C LIEJIEKOKCUOOM M HAIPOKCEHOM (CpelHee M3MEHEHHE CHCTOINYECKOTO apTepHaIbHOTO JIaBICHUS
[0 CPaBHEHMIO C MCXOJHBIM 3HAUYEHHUEM: 3TOPUKOKCHO — 7,7 MM pT. CT., LEIEKOKCHO —
2,4 MM pT. CT., HAIPOKCEH — 3,6 MM PT. CT.).
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5.2. apmakoKnHeTHYECKHE CBOWCTBA

MY OTYETY

AOGcopOrus

OTOPUKOKCHO XOpOIIO BCACBHIBACTCS NpPU IMpHEME BHYTPb. AOCOMIOTHAs OHOAOCTYMHOCTH MpHU
npueMe BHYTpb coctaBiisieT okosio 100 %. [Ipu npuMenennu rpenapara y B3pOCibIX HATOIIAK B 103€
120 Mr oauH pa3 B CyTKH J0 AOCTHXKEHHS PaBHOBECHOTO COCTOSHUS Cmax COCTaBIsIET 3,6 MKI/MIIL.
Bpewmst noctmwkenus makcumanbHor KoHIIEHTpaIuH (TCmax) B T1a3Me KpoBH — | yac mocie npuema
npemnapara. AUCo-244 coctaBisiia 37,8 Mxr-u/mi. dapMakOKMHETHKA ATOPUKOKCHOA B mpesenax
JMana3oHa TepaneBTUYECKUX 7103 HOCUT JIMHEHHBIN XapakTep.

ITpu npueme 3Topukokcuda B 103¢ 120 Mr Bo BpeMs e/1bl (€2 ¢ BBICOKUM COAEP)KaHUEM KUPOB) HE
Ha0II0a0Ch KIMHWYECKH 3HAYUMOTO BJIMSHUSA Ha cTeneHb abcopOrmu. CKopocTh abcopOrmm
U3MEHSIACh, YTO IPUBOAMIO K CHHKEHHUIO Cmax Ha 36 % 1 yBennueHnto TCmax Ha 2 yaca. JlaHHBIE
pe3yabTaThl HE CUMTAIOTCS KIMHUYECKH 3HAYMMbIMU. B KIIMHUYECKNX UCCIIE0BAaHUSIX AITOPUKOKCUO
MPUMEHSUIICS HE3aBUCHMO OT MpHEeMa TTHIIH.

Pacnopenenenue

OTOPUKOKCHO MPUOIU3UTENBHO Ha 92 % cBA3BIBacTCA ¢ OeMKaMU IJIa3Mbl KPOBH Yy Y€JIOBEKa MpHU
koHneHtpanusax 0,05-5 mxr/min. O0beM pacnpeneneHuss B PaBHOBECHOM COCTOSHHHM (Vdss) Y
YeJI0BEKa COCTaBIISIET OKoJio 120 1.

DTOpPUKOKCHO MTPOHHUKAET Yepe3 IUTAlleHTapHbIN 0apbep U reMatodHIedanmnueckuit 6aprep.

Buorpanchopmariust

OTOpUKOKCUO MHTEHCUBHO MeTabomusupyercs, < 1 % 103bl BEIBOIUTCS MOYKAaMH B HEU3MEHEHHOM
Buge. OCHOBHOH myTh Merabonmu3ama — oOpa3oBaHUE O'-TUAPOKCUMETHII TPOU3BOIHOTO,
katammsupyemoe (epmernramu CYP. CYP3A4, mno-BuauMoMy, CHOCOOCTBYET METa0OIM3MY
3TOpUKOKCUOa in vivo. WccnenoBanus in vitro ykaseiBaot, uto CYP2D6, CYP2C9, CYP1A2 u
CYP2CI19 Ttakxe MOTyT KaTaJu3HpOBaTh OCHOBHOW MyTh METa0OJIM3Ma, HO WX KOJIMYECTBECHHOE
BO3JEHUCTBUE i ViVO HE U3Yy4AIIOCh.

Y 4enoBeka WIACHTU(OUIIMPOBAHO TMATH MeETa0ONMUTOB. (OCHOBHBIM META0OJIHTOM  SIBISCTCS
6'-kapOOKCHALIETUIIITOPUKOKCHO, oOpa3yrommuiics npu JIOTIOJIHUTEITLHOM OKHCJICHUU
6'-TUAPOKCUMETHIIITOPUKOKCHOA. ODTH  OCHOBHBIE METaOONMHWTHI HE O0OJagar0T 3aMETHOM
aKTUBHOCTBIO, JIMOO SBISIFOTCS TONBKO ciaObimMu wmHTHOMTOpamu [1OI-2. Hu ommH w3 3THX
MeTabosmuToB He nHruoupyet 1{OI-1.

ONMMUHALMSA

Ilocne OOHOKPaTHOrO BHYTPUBEHHOIO BBEIEHHUS  3J0POBBIM  JO0OpPOBOJIBLIAM  MEYEHOTO
PannoaKTUBHOTO 3TOpHKOKcHOa B 103e 25 Mr 70 % pannoakTUBHOCTH OOHAPY>KUBAJIOCH B MOYE H
20 % — B Kaje, IpEeUMYILECTBEHHO B BHAe MerabonuToB. Menee 2 % oOHapyXuBajloch B
HEU3MEHEHHOM BHJIE.

BriBenenne sTopuKOKcHOa TPOWCXOAWT B OCHOBHOM ITyTEM MeETa0oJM3Ma C TMOCIEAYIOIINM
BBIBEJICHUEM YEPE3 MOUKHU.

PaBHOBECHBIC KOHIIEHTpAIIUK dTOPUKOKCHOA TTPHU eKeTHEBHOM mprieme 120 Mr mocTurarorcs yepes
CEMb CYTOK C KOO(PPUIIMECHTOM KyMYJISIIIAK OKOJIO 2, YTO COOTBETCTBYET MEPHUOJY MOTYBBIBEICHUS
0K0J0 22 yacoB. [Ina3mMeHHBIH KIMPEHC MOCJI€ BHYTPUBEHHOTO BBEAECHUA 25 MI COCTaBJSIET
npubnmsuTensHo S0 Mi/MUH.

Oco0ble T'PVYIIIBI TAITMEHTOB

JI Uuya nooiCu10co 603pacma

dapMaKOKMHETHKA Yy TMAIMEHTOB IIOXKUJIOTO Bo3pacta (65 JeT W cTapiie) COMOCTaBUMa C
(hapMaKOKUHETHUKOW Y MOJIOJIBIX.
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dapMaKOKMHETHKA STOPUKOKCHOA CXO/IHA Y MY>KUUH U JKEHIIHH.
1leuenounas nedocmamounocmo

VY manueHToB ¢ HapyMIeHUSIMHU (PYHKIIUW TIEYCHH JIETKOW CTETeHH TSHKECTH (5—6 OayioB Mo IIKajie
Yaiina-ITpr0) mprem 3TOpuKOKCHOa B 103¢ 60 MI OJIMH pa3 B CYTKH COMPOBOXKIANICS yBEINICHHEM
cpennero 3HaueHuss AUC mpuOnmsutenbHo Ha 16 % 1O cpaBHEHUIO CO 3/0POBBIMH JIMIIAMU,
MPUHUMABILKMMH TIperapaT B TOU ke J03€.

VY manMeHToB ¢ HapyHmIeHUSIMUA (PYHKITUHU TIEUYEHU CPEAHEH CTeneHu TshkecTH (7—9 6aiioB 1o mkasie
Yaiina-I1p10), mprHUMABIINX 3TOPUKOKCHO B 03¢ 60 MT uepe3 neHb, cpennee 3HaueHne AUC Ob110
TaKUM JK€, KaK Y 3JI0pPOBBIX JIUII, IPUHIMABIINX dTOPUKOKCUO 60 MT OJIMH pa3 B A€Hb. DTOPUKOKCHO
B 7103€¢ 30 MI OJJH pa3 B I€Hb HE U3Yy4aJICS B JAHHOMN HOIYJIALNH.

JlaHHbIE KIWHUYECKHX ¥ (ApMaKOKWHETHYECKUX HCCIICTAOBAHUN Yy TAIMEHTOB C TSKEIBIM
HapymeHneM ¢yHKuu neueHu (> 10 6amioB no mkane Yaiina-I1s10) 0TCyTCTBYIOT.

Toueunas nedocmamourocmeo

dapMaKOKMHETHKA OJHOKPATHOT'O MPHUMEHEHHs 3TOpUKOKCHOa B 03¢ 120 Mr y mamueHToB ¢
HapymeHUsIMH (DYHKITUH MOYEK CPETHEN U TSHKETIOW CTENEH! U TAIIMeHTOB C TEPMUHAIBHOM CTagueit
3a00JIeBaHus MMOYEK, HAXOIAIIMXCS Ha TEeMOAMAJIN3E, CYIIECTBEHHO HEe OTJIMYAIUCh OT MOKa3aTeien
y 370pOBBIX JIUIl. ['eMoananu3 He3HaYUTENbHO BIIMSJ Ha BbIBeJIEHUE (KIMPEHC AUaan3a — OKOJIO
50 mur/muH) (cM. pazaenst 4.3. u 4.4.).

CTH

dapMaKkOKMHETHKA ITOPUKOKCHOA Yy MAalMEeHTOB JETCKOro Bo3pacta (B Bo3pacTe < 12 mer) He
M3y4anach.

B dhapmakoknHeTnueckoM uccienoBanuu (n=16), mpoBOAUBIIEMCs y TTOAPOCTKOB (B Bo3pacte ot 12
no 17 ner), dhapMakoKWHETHKA Yy TMOJIPOCTKOB ¢ Maccod Tema ot 40 mo 60 kr mpu mpueme
3TOpUKOKCHOa B 03¢ 60 M OIMH pa3 B JIeHb U y MOJIPOCTKOB ¢ Maccoi Tena >60 Kr nmpu npueme
TOpUKOKcHOa B 103¢ 90 Mr oMH pa3 B JieHb Oblla aHAJIOTUYHA (PapMAKOKHMHETHKE Y B3POCIIBIX MPH
npueMe 3Topukokcuba B no3e 90 Mr oaumH pa3 B JAeHb. be3zomacHocth U 3¢ddeKTHBHOCTH
ATOPUKOKCHOA y TTAIIMEHTOB JIETCKOT'0 BO3pacTa HEe yCcTaHOBJIEeHA (CM. pasaen 4.2.).

6. DPAPMALLEBTUYECKUE CBOMCTBA
6.1. [lepeyeHb BCIOMOraTe/IbHbIX BElIECTB

Oropukokcud, 30 Mr, TabIEeTKHU, TOKPHITHIE IJIEHOYHOU 000JI0YKOM

Aopo mabnemku

Hemntonoza mukpokpucramumueckas (tum 102);
Kanbuus runpodocdart 6€3BOAHBIIH;
Kpockapmesiosa HaTpus;

IToBugon K 30;

Marnus creapar.

Obonouxa mabnemxu

I'unpomennosa (ruIpOKCUIIPONHIMETHIILEIUIION03a);

JlakT03BI MOHOTHPAT;
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TpuaueruH.

Oropukokcud, 60 Mr, TabIEeTKH, TOKPHITHIE IJIEHOYHOU 000JI0YKOM

Aopo mabnemku

Hemntonoza mukpokpucramumueckas (tum 102);

Kanbus runpodocdart 6€3BOAHBIIH;

Kpockapmennosa Hatpus;

IToBugon K 30;

Maruus creapar.

Obonouxka mabnemku

I'unpomennosa (ruIpOKCUIIPONHIMETHIILEIIIION03a);
JlakT03BI MOHOTHAPAT;

TutaHa IMOKCH]T;

Tpuauetun;

AJIOMUHUEBBIN JJaK HA OCHOBE KPACHUTEJIsI UHIUTOKaPMUH;
AJIFOMUHHMEBBIN JIAK HA OCHOBE KPACHUTENSI XUHOJIMHOBBIN KEJTHIM.

Oropukokcud, 90 Mr, TabIEeTKH, TOKPHITHIE IJIEHOYHOU 000JI0YKOM

Aopo mabnemku

Hemntonoza mukpokpucramumueckas (tum 102);
Kanbus runpodocdart 6€3BOAHBIIH;
Kpockapmennosa Hatpus;

IToBugon K 30;

Maruus creapar.

Obonouxka mabnemku

I'unpomennosa (ruIpOKCUIIPONHIMETHIILEIIIION03a);
JlakT03BI MOHOTHAPAT;

TutaHa IMOKCH]T;

Tpuauetun;

AJIOMUHUEBBIN JJaK HA OCHOBE KPAaCHUTEJIsI UHIUTOKaPMUH;
Kpacurens okcup sxene3a xKeaThli.

Oropukokcud, 120 Mr, Ta0JIeTKH, DOKPHITHIE IIEHOYHOU 000JI0YKOI

Aopo mabnemku

Hemntonoza mukpokpucramummueckas (tum 102);
Kanbrus runpodocdat 6€3BOAHBIIH;
Kpockapmeiiosa HaTpus;

IToBugon K 30;
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Maruus creapar.

Obonouxka mabnemku

I'unpomennosa (ruIpOKCUIIPOIHIMETHIILEIIIION03a);
JlakT03BI MOHOTHPAT;

TutaHa IMOKCH]T;

Tpuauetun;

Kpacurens oxcup xenesa KenThlif;

AJIFOMUHHEBBIN JIJaK HA OCHOBE KPACHUTEJS] MHIUTOKAPMHUH;

AJIOMHHHUEBBIH JaK Ha OCHOBE Kpacutens cuHuit onectsuii FCF.
6.2. HecoBmMecTHMOCTDH

He nmpumenumo.

6.3. Cpok rogHocTH (CpoK XpaHeHus )

3 rona.

6.4. OcoObie Mepbl IPETOCTOPOKHOCTH NIPH XPAHEHUH
XpaHuTh Npu TEMIepaType He Boie 25 °C.

6.5. XapaxkTep u cojep:kaHue YIIAKOBKH

ITo 7 unu 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YMAKOBKY W3 IUICHKH MOJUBUHHUIXJIOPHIHOU U
(dhonbru aMOMUHUEBOH TICYaTHON JTAKUPOBAHHOM.

Ilo 1, 2 nnn 4 KOHTypHBIE A4YEHKOBBIE YNAKOBKM BMECTE€ C WHCTPYKLHUEH IO MEIUIMHCKOMY
IIPUMEHEHHUIO JIEKAPCTBECHHOTO IIpenapaTa IOMEILAIOT B ITaYKy U3 KapTOHa.

6.6. OcoOble Mepbl MPEAOCTOPOKHOCTH NMPH YTHIM3AIUHM HCIO0Jb30BAHHOIO JIEKAPCTBEHHOT 0
npenapara WM OTXOJI0B, MOJYYeHHBIX IOcje NPUMeHeHHsl JIEKAPCTBEHHOr0 Npenapara, u
Apyrue MAHUNYJISAIUHU ¢ TPenapaTomM

Oco0Oblie TpeOOBaHUS OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

AO «DapmnpoekT»

192236, r. Cankrt-IletepOypr, yin. Coduiickas, a. 14, mut. A.
Tenedon: +7 (812) 331 93 10

DnekTpoHHas mmovra: sales@pharmproject.com

7.1. IlpencraBuTe/ib AepKaTesasl peruCTPAIIMOHHOIO YA10CTOBEPEHUsI
[IpeTen3un moTpedUTENEH HAPABIATH 110 aAPECY:

Poccuiickas @enepanns
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AO «DapmnpoekT»

192236, r. Cankrt-IletepOypr, yiu. Coduiickas, a. 14, mut. A.
Tenedon: +7 (812) 331 93 10

DnekTpoHHas moyra: sales@pharmproject.com

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUA OTITYCKA JIEKAPCTBEHHOTI' O IIPEITAPATA

JlexapcTBeHHBIH MpenapaT OTHOCUTCS K KaTErOPUH OTIYCKA: «I10 PELETITY.

OOmas xapakTepHCTHKa JIEKAPCTBEHHOI'O IIpernapara JTOPUKOKCUO OCTYIHA B €IMHOM pEEcTpe
3apErHCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpPeACTB EBpasmiickoro SKOHOMHYECKOTO COI3a M Ha
ourmanisHOM caiire YIOJIHOMOYEHHOTO oprasa (9KcTIepTHOM OpraHu3aIIH)
https://lk.regmed.ru/Register/EAEU_SmPC
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