CocrTaB

Oelicmsyrouiee seu,ecmao: TUOTPOIUS OPOMUL;

1 Kamcyna comepzKUT TUOTpOonus OpoMuaga MoOHoruapara 22,5 MKT, 4YTO COOTBETCTBYET
THOTpOIHs 18 MKT;

8cnomoezamesibHble 8ew,ecmaed: JIaKTO3bl MOHOTHUAPAT MUKPOHU3UPOBAHHEIN, JIAKTO3a
200 M.

JIekapcTBeHHasi GopmMma

[TopomIOK A1 UHTAJALMNMN, TBePHAble KallCyJIbl.

OcHoBHble (pu3uKo-xuMu4eckue ceolicmeada: TBepable KeJlaTUHOBbLIE KaIlCYJIb
pa3Mepom 3, comepaKalue OeJibli MOPOIIOK, OJIs IIPUMEHEHUS C YCTPOUCTBOM
XEHOUXEUJIIEP;

0060/104Ka Kancy.: corjlaCHO COOTBETCTBYIOIIEH IIPONU3BOICTBEHHON IIPOIEOYPHI,
CBeTJIO-3eJIeHasi, Helpo3payHas, C OTTUCKOM YEPHOTO IIBeTa C CUMBOJIOM KOMIIAQHUM /
TI 01.

dapMakoTepaneBTHYECKasi rpynmna

CpepncTBa [Jis1 leueHuss OOCTPYKTUBHEIX 3a00I€eBaHUM IbIXaTeIbHBIX IYTEH,
UHTaIsAIMOHHLIE CcpencTBa. AHTUXoNMHeprudeckue cpencrsa. Kog ATX RO3B B04.

®apMaKOOMHaAMHUKa

MexaHU3M OEHCTBUS. TI/IOTpOHI/If/i ABIIAETCA CHeHI/I(I)I/I‘-IeCKI/IM AHTUXOJIMHEPTUYECKUM

areHToOM OJIMTEJIbHOTO AeUCTBUSA. TUOTpONUN UMeeT TOJ0OHOEe POACTBO CO BCEMU
MOATHUIIaMU MyCKapUHOBEIX perenTopoB (0T M1 mo Mb5). B geIXxaTeIbHBIX Iy TIX
MHTruOMpoBaHUe M3-pellenITOPOB BEI3LIBAET pacciabieHne TIagKoli MyCKylaTyphl. B
OOKJIIMHUYECKHUX UCCIIeOOBAHUSX in Vitro u in vivo OpOHXOMPOTEKTUBHBIN 3P HEKT OBII
00303aBUCUMBIM U AUJICS 00jiee 24 4acosB.



[MTpoponxkutenbHOCTb 9deKkTa 00yCcIoBIeHa OUYeHb MeOJIEHHLIM BEICBOOOXKIEHUEM U3
M3-pelnenTopoB Iepuo nojaypaciiaga TUOTPOIIHUS 3HAYUTEIbHO OOJIbIlle, YEM B
urnpaTtponusi. Kak N-4eTBEpPTUYHBIN aHTUXOJIUHEPTUK, TUOTPONUN SABISETCS MECTHO
(OpOHX0) CENMEKTUBHBIM IIPU MHTAJISALMOHHOM IPUMEHEHNH, OH IEMOHCTPUPYET
MIPHUEMIIEMBIM TePaAaNeBTUYECKHUHM OHalla30H OO0 BHISIBJIEHUS CHUCTEMHBIX
aHTUXONMUHeprudeckux 3¢ deKkToB. [lucconuanus ¢ M2-pelenTopoB SABISIETCSA
ObICTPOM, 4yeM ¢ M3 B pyHKIIMOHAIBbHBIX UCCIIeMOBAHUAX in vitro. M3 - 6oJee
npueMieMbli (KHHETUYECKM KOHTPOJIMPYEMBIN) PELeNITOP IIOATHUIIa CEJIEKTUBHOCTH,
yeM M2. BricoKass akTUBHOCTh U Me[JIeHHas AUCCOIMalis U3 PelelITOPOB
KJIMHAYECKU KOPPEJIUPOBaIU CO 3HAYUTEJIbHOU U OJIMTENIbHON OpOHXOAUIaTaluen y
MaleHTOB C XPOHUYECKUMU OOCTPYKTUBHBIMU 3aboeBanusiMu jterkux (XOBJI).

dapmakoduHamuueckue a¢ppexmol. bpoHXomumaTamus MOCIe UHT AN TUOTPOIINS,
B IIEPBYIO OYepeb, IBISIEeTCS MEeCTHLIM 3(P(EeKTOM Ha ObhIXaTeIbHBIE ITYTH, KOTOPHIM HE
SIBJISIETCSI CHUCTEMHEBIM.

[Tpu npumeHeHuu COUPUBEL OOWH pa3 B JeHb OTMEeYaJIOCh 3HAUUTEIbHOE YIIyUIlleHue
dbyHkuMU nerkux (yBenudeHue oobeMa (OpPCUPOBAaHHOTO BHIIOXA 3a IIEPBYIO CEKYHOY
(O®B1) u popcupoBaHHOU KU3IHEHHOU €MKOCTH JieTKuX) B TeueHue 30 MUH ITOCIie
rnmepBo Oo3bl, 3¢ deKkT anuincs 24 yaca. PapMakKogUMHaAMHUYECKOe CTaOUIIbHOE
COCTOSTHHE [IOCTUTAETCS B TeYeHUe OOHOU Henesu. Y OONbIINHCTBA ITallieHTOB
OpoHXoguIaTaIlMs BOSHUKAET Ha 3-1 MeHb.

ITo pe3ynbTaTaM exXeOHEeBHBIX u3MepeHui, CIIMPUBLL 3HAYUTEJIBHO YIyYIllaeT
YTPEHHIOI U BEYEPHIOI0 MaKCUMaJIbHYI0 CKOPOCThH BBIZOXA.

Vnyumienve QyHKIUM TETKUX COXpaHseTcss 6e3 IPU3HAKOB TOJIEPAHTHOCTH.

BpoHxonunaTalus IpoaoJIzKaeTcs B TeueHue 24-9acoBOT0 MHTepPBajla JO3UPOBAHUS
110 CPaBHEHUIO C TAKOBOU ITpU IIpUMeHeHuu MJiaiebdo. ITpu 3ToM He yYUTHIBAIOCh,
Ha3Havanu CIUPUBLI YTPOM UJIM BEYEPOM.



CHI/IpI/IBbI 3HAQYHUTEJIbHO YMEHBIIIAET OOBINIKY,; YIIYUIIIEeHNA COCTOAHKUA COXPAaHAIIOCE B
Teé4YeHHne BCero riepuoga JIEYeHHUsd.

CrnupuBbl 3HAUUTENBHO YMEHbIIAeT Konu4uecTBO oboctpenuit XOBJI u yBenu4yuBaeT
BpeMs 00 HaCTYIJIEHUS [IePBOTrO TSAXKEJI0ro 000CTpeHM .

CHI/IpI/IBBI 3HAQYHUTEJIbHO YJIYUIIIaeT Ka49eCTBO 2KM3HH, KaCaeTCd 30POBhA; YVIYUIIIEHUA
COXPaHAJIOCH Ha IIPOTAZKEHHNHU BCEero IIepuoa JIEHEeHHUA.

CITMPHUBA 3HAYUTENbHO COKpPAaMlaeT KOINYECTBO I'OCIIUTAIN3UPOBAHHBIX MAIIMEHTOB C
obocTpenussmu XOBJI 1 3amepKuBaeT BpeMsi K IIePBOM TOCIUTAIU3alUN.

B nByx uccnemoBaHusax CIUPUBE 3HAYUTEJIBPHO yJIy4lllnja TOJIEPaHTHOCTD K
bu3myeckoi Harpy3ke, OrpaHUYEeHHOTr0 CUMIITOMaMu 3aboneBaHus, Ha 19,7% u
28,3%.

B nccnepgoBanuu npuMeHeHuss CupuBel 110 18 MKTr U 54 MKT (TpuzKabl 10 18 MKT) B
TeueHUue 12 nHell He BeI3Basio yanuHeHue QT-uHTepBana mo nokasartensaMm IKI'.

B gyeTnipexneTHEM HcciefqoBaHuM ¢ ydyactueM 5993 nanmeHToB CIUPUBLI
nopgepzKuBasa ynydileHus nokasartensa OOB1 B TedyeHHne Bcero nepuopa, OgHAKO, He
MEHSJIO OOLIeromoBOM IToKa3aTesb cHuxKeHust OPB1.

Bo BpeMms neuenus Ha 16% yMeHbIIancs pUCK JjieTalabHOCTH. O0Ilas yacToTa
JleTaJIbHBLIX CIydyaeB cocTaBisna 4,79 Ha 100 nmaumeHTO-NIeT B TPyIIe mjaiebo 1mo
cpaBHeHUIO ¢ 4,10 Ha 100 mauueHTO-IEeT B IPyIIe TUOTPONUS (COOTHOIIEHNE PUCKOB
(Tuotponui / mname6o) 0,84, 95% CI - 0,73; 0, 97). JleueHue TUOTPOINUS YMEHbBIIIAJIO
PHUCK ObIXaTeJIbHOM HeJoCcTaTO4YHOCTUA Ha 19% (2,09 o cpaBHeHUIO C 1,68 ciiy4dyaeB Ha
100 manueHTO-1eT, OTHOCUTEIBbHBIN PUCK (THOTpoIu / mnamne6o) - 0,81, 95% CI -
0,65; 1,00).

dapMaKOKHHETHKA



TuoTponuit aBIsIeTCs YeTBEPTUYHBIM aMMOHHEBBIM COeIUHEHUEM, YMEPEHHO
pacTBOpsieTCs: B Bome. TUOTPOIIUY IPUMEHSIOT B BUle CYXOT0 MOPOIIKa OJIs
vHrananui. Kak nmpaBuiio, Ipu UHTAJISIIMOHHOM IIPUMEeHEeHUHN O0JIbIlasi YaCTh JO3bI
BBICBOOOZKIOAEeTCs, OCeaeT B XKeJyIOYHO-KUIIIEYHOM TPaKTe U B MEHbIIIEM KOJIMYECTBE
- B JIETKUX.

Abcopbuus. TTocne MHTaISAIIMKU CYXOT0 MOPOIIKa OMOIOCTYIHOCTb cocTaBisieT 19,5%,
YTO SIBISIETCS MMPU3HAKOM BHEICOKOM OMOOOCTYITHOCTH (PPaKIMM, KOTOpPas HOCTUTAEeT
JIerKuX. BUOgOCTyITHOCTh pacTBOpPa TUOTPONUS AJIS ITePOPaibHOTO IPUMEHEeHUs
coctaBnsaeT 2-3%. MakcuMasnbHasad KOHIIEHTPAUA TUOTPONUS B II1a3Me KPOBU
OocTuraeTcs yepes3 5-7 MUH I10CJie UHTaIALuH.

[Tpu cTabUIBbHOM COCTOSHUY MaKCHUMaJbHBIM YPOBEHb TUOTPOIIKS B IJla3Me KPOBU
nanueHToB ¢ XOBJI coctaBun 12,9 rir / M1 ¥ OBICTPO CHUZKAETCS 10 MHOTOKaMePHOM
MOIenbi0. MUHUMaJIbHas KOHIIEHTPAIMS TUOTPOIIUSA B MJla3Me KPOBU IPU CTaOUIIFHOM
coctossHUU coctaBiseT 1,71 nr / min. CucTeMHOe BO3[0eNCTBUE II0CIIe UHTAISIIuN
TUOTPOINS Yepe3 YCTPOUCTBa XEHIOUXEUWJIEP 6BUT IOX0X Ha BO3/eHCTBHUE IIOCIIe
UHTaIAquu TuoTponus yepeld uHranatop PECITUMAT.

PacnpedeneHue. 72% mipemnapaTa CBSI3bIBaeTCs ¢ OeJIKaMU IJIa3MEI KpoBu. O6beM
pacrpeneneHus cocrtaBusgeT 32 1/ Kr. JIokalbHasA KOHIIEHTPALUsI B JIETKUX
HeU3BECTHa, HO, UCXOOs U3 Criocoba IpUMeHEeHUs, IOIIyCKaeTCs BbICOKas
KOHIIEHTpAallus B JIETKUX. B iccmemoBaHUAX Ha XKUBOTHHIX JOKa3aHO, YTO THOTPOIIUHU
He IPOHUKAeT Yyepe3 reMatosHIledanndeckuii 6apbep B 3HAYUTETIbHOM 00BbEME.

Memab6oausm. Ctennenb 6MOTpaHCcHOpPMAIIMY Majl, ITIOCKOIBbKY 74% IIpPOIleHTa
HEeU3MEeHEeHHOU CyOCTaHIIMU BEIBOOJUIIOCH C MOYOH ITOCJIE BBEAEHUS 3[TOPOBLIM
moOpoBomnbilaM. THOTpOIIUM Kak 3¢pup HepepMeHTaTUBHO pacliamaeTcs Oo crupTa N-
METHUJICKOIIMHA U OUTUEHUNITINKOJIEBOM KNCIIOTH, KOTOPHEIE HE CBS3LIBAIOTCS C
MYCKapHUHOBEIMU PeLeIITOPaMHU.

ITarnee 110 UCCIemOBaHUSIM in-vitro Ha MUKPOCOMAax MeYeHW U remaTonuTax TUOTPOIIUM
(<20% mo3%wI mocjie BHYTPUBEHHOTO BBEEHUST) MeTab0IU3UPyeTCs MyTEM 3aBUCUMOT0
oT nuToxpoma P450 okucCeHus U IIOCIEenyIollen IIyTaTUOHOBOY KOHBIOTalluu B
pa3nuYHbIX MeTabonuToB (a3wl II B. ITOT hepMEeHTHBIN 1ellb MOXKET ITOAaBIISIThCS



uaruoutopamu CYP450 2D6 (1 3A4), XMUHUOANHOM, KETOKOHA30JIOM U T'€CTOIEHOM.
Yka3zanubsie CYP450 2D6 u 3A4 y4yacTBYIOT B MeTabOIMYEeCKUX IIPEBPAIlleHU X,
KOTOpPBIE OTBEYAIOT 3a BBIBOJ MEHbIIIEN YaCTU AO3bl. TUOTPONIUN JaxKe B
cyIipaTepalneBTUYEeCKUX KOHIIEHTPalUusIX He UHruoupyet uutoxpom P450 1A1, 1A2,
2B6, 2C9, 2C19, 2D6, 2E1 u 3A Ha MUKpPOCOMaX II€YEHHU.

BuvigedeHue. OppeKTUBHLIN ITEPUOL II0JIypacliajja TUOTPOINS OTMeYaeTCsa B rpaHUIax
Mexkny 27 u 45 yacamMu 1mmocie npuMeHeHus y namnueHToB ¢ XOBJI. O0miuit KIupeHc
cocTtaBnan 880 M1 / MUH ITOCJIEe BBEOEeHUS MOJIOOBIM 300POBEIM BOJIOHTEepaM. [locre
BBEIIeHUSI THOTPOIIUM I'JITaBHLEIM 00pa30M BEIBOJUTCS C MOYOM B HEM3MEHEHHOM BHUIIE.
[Tocne MHrangUuM CyxyuM MOPOIIKOM BHIEeJIEHUEe C MO4Y0ou cocTaBinseT 7% (1,3 MKT) OT
HeM3MEeHEeHHOM KOJIN4YeCTBe B TeueHue 24 94acoB, OCTAaTOK He abcopbupyeTrcs
KHUIIMEeYHUKOM U BBIBOOUTCS C KQJIOM.

[ToueuHBIV KJIUPEHC TUOTPONUS IIPEBHIIIAET KJIIMPEHC KpeaTUHWHA, YTO yKa3blBaeT Ha
BhHIIeJIeHre B Mo4y. [locie MOCTOAHHOI O e2XXeqHEBHOTI O UHTaIAIIMOHHOI O IIPUMEHEHU A
y nanueHToB ¢ XOBJI dapMakKoOKUHETUYECKUYM CTaOUJIbHOE COCTOSTHUE OOCTUTANICS
yepe3 7 gHel 6e3 gasibHEeUIel KyMyJIsaIuu.

JINHEVHOCTE / HEJIMHEMHOCTh. THOTPOIINU IIPOLEMOHCTPUPOBAJI IMHEUHBIE

hapMaKOKMHETUYECKHNEe CBOMCTBA B TePAeBTUYECKOM OUAIla30HEe He3aBUCUMO OT
JIEKapCTBEHHOM (DOPMHI.

dapMakoKuHemuKa y nauueHmos Nnoxcus1020 8o3pacma. Kak u Ojist Bcex OpPyrux
JIEKapCTBEHHEBIX CPELCTB, KOTOPhIE B OCHOBHOM BBIBOOATCS C MOYOU, IPU IPUMEHEHUU
THOTPOIIXS y MAallMEeHTOB MOXKMUJIOTO BO3pacTa CHHUXKAETCS ITOYEeYHbIM KIupeHc (365 mn
/ muH y nanueHToB ¢ XOBJI B Bo3pacTe <65 neT 1mo cpaBHeHUIo ¢ 271 MJ1 / MUH y
nauueHToB ¢ XOBJI B Bo3pacTe = 65 jieT). 9TO He IPpUBEHOET K COOTBETCTBYIOLIEMY
yBenuyeHuto 3HayeHuu AUCO-6, ss unu Cmax, Ss.

dapMakoKuHemuKa y NnauueHmos8 ¢ HapyweHuAaMu (pyHKyuu noyexk. UHransamuosHOe
npuMeHeHue TuoTponusa 1 pa3 B CyTKuU y nauueHToB ¢ XOBJI B paBHOBECHOM
COCTOSIHUH C JIETKOY MOYEeYHOU HEeJOCTAaTOYHOCTHIO (KIupeHc KpeaTuHuHa 50-80 mi /
MUH) IIPUBEJIO K HE3HAUYUTEJIbHOMY pocTy 3HaueHuur AUCO-6, ss (Ha 1,8-30%) u



OJIy4YeHUS IIOX0XKHUX MOKa3aTener Cmax Mo CpaBHEHUIO C ITallMeHTaMMu C HOPMaJIbHOU
byHKUMElN ToYeK (KIupeHc KpeaTuHUuHa> 80 M1 / MUH).

Y nammenToB ¢ XOBJI co cpegHUM UM TSAXKEJIBIM HapylleHrneM QyHKINU IT04YeK
(knmupeHC KpeaTuHUHA <50 MJ1 / MUH) BBeleHUE TUOTPONUSA IPUBOOUT K YBEJIIUUYEHUIO
BOBOe 0011el skcrno3ulinu (rmokasaTteirb AUCO-4rop Beimie Ha 82%, nmoka3aTenb Cmax
BHIIIE Ha 52%) IO CpaBHEHUIO C MMallMeHTaMu C HOpMaJlbHOU QPyHKIIMEN MOoYeK, 4YTO
IOOTBEPZKOaeTCsa JaHHBIMM O KOHIIEHTPAIIUM B IIJla3Me KPOBU IIOCJIe UHTalsaIInuu
CyXOT'0 IIOPOIIIKA.

dapmakoKuHemuKa y nauueHmos ¢ HapyweHuamu pyHKuuu nedyeHu. IledeHouHas
HEeIOCTAaTOYHOCTh HE UMEET CYIlIeCTBEHHOT O BIUSHUS Ha (apMaKOKHHETHUKY
THOTPOIHUS. THOTPOIINI OCHOBHOM BBIOENISETCS IIyTEM IMOUYEUYHOM 3MIUMHUHAILINY (OO
74% y MOJIOIOBIX 3MOPOBLIX MOOPOBOJIBIIEB) U IYTEM MPOCTOT0 HepepMEeHTaTUBHOTO
pacuiengeHus 3gupa K IpogyKTaM, KOTOPhIe He CBSI3BIBAIOTCS C MYCKapPUHOBBIMU
penenTopamu.

ITauuernmut ¢ XOBJI aAnoHCKOU HAuuu.

Bo BpeMs nmepeKpeCTHOro CpaBHEHHUS CPEOHSs MaKCuMalibHasd KOHILIeHTpalus
TUOTPOIIXS B IIJTa3Me KpoBHU Yepe3 10 MUHYT I10CJie BBEeHUSA B COCTOSTHUU
paBHOBecus Obiia Ha 20 - 70% BEIIIIE Y SITTOHIIEB IO CPAaBHEHUIO C €BpOIeillaMu MocJie
WHTaJA0UW TUOTPONIMS, HO IIPU3HAKOB IIOBHIIIIEHHOM JIETaJIbHOCTU UJIM PUCKA
OCJIOZKHEHUU CO CTOPOHHBI Ceplla y AIOHCKHUX MallieHTOB 10 CPaBHEHUIO C
eBporeniaMmu He Ob1JI0. UTO KacaeTCcsl OPYruXx pac MM 9THUYECKUX T'PYIII CYIIeCTByeT
HeJO0CTaTO4YHO (papMaKOKUHETUYECKUX OTaHHBIX.

Bsaumocesasw papmakokuHemuka / papmakoouHamuka. HeT npssMou B3aUMOCBSI3U
MexXy ¢papMaKOKMHETUKON U (papMaKOOUHaMUKOH.

IToxka3aHus

IMogmepzkuBatoniasi OPOHXOIUTHYECKOe Tepanus OJjisd 00J1erYeHusi CUMIITOMOB IIPHU
XPOHUYECKOM OOCTPYKTUBHOM 3aboneBanuu nerkux (XOBJI).

IIporuBONIOKAa3aHUA



[Topouroxk gjig vHranauuy CnupruBa IPOTUBOIIOKA3aH HallieHTaM C U3BECTHOU
TUIIEePYYBCTBUTEILHOCTHIO K TUOTPOIINIO OpOMHUa, aTPOIIMHY UJIN €TI0 IPOU3BOOHBIM
(K MIPATPONUIO UM OKCUTPOIHUIO) UJIM K OPYTUM KOMIIOHEHTaM Ipelapara.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHObI
B3aUMOIEeHUCTBUH

HecmoTps Ha TO, 4TO popMasibHBIE UCCIIEN0BAHUS B3aUMONEUCTBUS C APYTUMU
JIEKapCTBEHHBIMU CPEICTBAaMM He IIPOBOAUIIUCH, TUOTPOIIUS OPOMUL IIPUMEHSITTU
COBMECTHO C APYTMMHU IIpenapaTaMu (CUMIIaTOMUMETHUKU OPOHXOOUIaTaTOPHI,
METUJIKCaHTUHBEI, IIepopasibHble U UHTaISLIMOHHEIE CTEPOUIbI, IPUMEHSIEMEIX B
neyeHun XOBJI) 6e3 KIMHUYECKUX OOKa3aTeJIbCTB B3aUMOEUCTBUS C OPYTUMU
JIeKapCTBEHHBIMU CPENCTBaAMU.

He 6b1710 yCTaHOBIEHO, YTO MCIOJIb30BAaHUE arOHUCTOB OeTa-agpeHOPelenTOPOR
OJINTEJIPHOTO MeHMCTBUS WM MHTaNISIIHOHHBEIX KOPTUKOCTEPOUIOB MEHSIET 9KCIIO3HUITHIO
THOTPOIIUS.

OpgHako Ha3HaYeHue CHI/IpI/IBbI B CO4YE€TaHHUHU C aHTUXOJIMHEPTUYECKNMU
JIEKapCTBEHHBIMHU CPEeOCTBaMM HE MCCJIegO0oBaJIOCh U, CJIegOBaTEJIbHO, HeE
PEKOMEHOYEeTCAd OJIisd TIPUMEHEHUA.

OC0o0eHHOCTH IPUMEHEHU ST

CnupuBa sIBIsieTCsI OPOHXOOMIAaTaTOPOM, KOTOPBIM Ha3HavaloT 1 pa3 B CYTKU OIS
noagepzKUBaIOIIEeN Tepalliyd U He IpeJHa3Ha4veH [OJisd IIePBOHAYaJIbHOT O JIeYeHU
OCTPHIX IIPUCTYIIOB OpOHXOCIIa3Ma.

ITocne IIpPUMEHEHUA CHI/IpI/IBBI BO3MOZXKHBIE€ PEAKITNH IT'NIIE€PYYBCTBUTEJIIBHOCTHU
HeMEeOJIEHHOI'O THUIIa.

Kak u mpyrue aHTUXONUHEPrudyecKue mpenapaTtel, CIUPUBY cliedyeT IPUMEHSITH C
OCTOPOZKHOCTHBIO MAllMeHTaM C 3aKPBITOYTOIbHOM I'ITaYKOMOM, TUIIePIIIa3uei
MIpeaCcTaTeIbHOM XKeJe3kbl UK 00CTPYKIIUeH IMeMKH MOYeBOTo Iy3bIps (cM. Pazmen
«IToGoYHBIE PEAKITUI»).



HWHTransaimoHHbIe ITpenapaThl MOTYT BHI3BIBAThL HHOYIIMPOBAHHLINA MHTATSIINEH
OpOHXOCIIa3M.

IIpenapat cnemyeT UCIOIb30BaTh C OCTOPOXKHOCTHIO TAKMM HallieHTaM: TeM, KTO
HeIOaBHO IlepeHec nHPAPKT MUOKapaa (<6 MecsieB); IuliaM C JTII000M HeyCTOMYUBOM
WJIV OITACHOM [IJIsl JKM3HU apUTMUEN WU apuUTMHUelN, KoTopas TpeboBaia
BMelllaTe/IbCTBa UJIM U3MEHEHHUS Tepalluy B IIPOIIJIOM Iofy; TOCOIUTAIUu3UPOBaHHBIM C
cepoeuyHol HegocTaTOYHOCTHIO (NYHA knacca III unu IV) B TedyeHue mmocinegHero roja.
OTu manueHTHl ObIIM UCKITIOYEHHBl U3 KJIIMHUYECKUX UCTIBITaHUU. [Ipu Takux
COCTOSTHUSIX aHTHUXOJIMHEPTUYeCKUM 3()HEKT MOKET UM HaBPEOUTh.

[TocKONMBbKY KOHIIEHTPAIIUs B IJTa3Me KPOBU THOTPOMIUS OPOMUIA BO3PACTAET y
ManUeHTOB C MIOYEeYHOU HeJOCTaTOYHOCThIO YMEPEHHOU OO TSAXKelou (KIupPeHC
KpeaTtuHuHa £ 50 mn / MuH), COUPUBEHL ClIeAyeT IPUMEHSITh TOJIBKO €CIIU OXKHuaaeMas
I0JIb3a MPEBHIIIAET ITOTEHIIMAIbHBIM PUCK. [laHHBIE KacaTeJIbHO OIIUTEIbHOT O
npuMeHeHUs1 CIIMPUBEL NallUEeHTaM C IOYEYHOU HEeJOCTaTOYHOCTHIO OTCYTCTBYIOT (CM.
Pasgen «®apMakKOKHHETHUKA»).

[TanmeHTH OJKHEI ©30eraTh NONaJaHUs IIOPOIIKA B IJla3a. ITO MOXKET IIPUBECTH K
YXyAUIEHWI0 3aKPBITOYTOJIbHOU I'JIayKOMEI, 00711 MK gUuCKoM@dopTa B ria3ax,
BPEMEHHOM HEYEeTKOCTHU 3PEeHUs, OUyllleHUe OSIBJIEHUS OpeoJia UJIU IIBETHBIX ISATEH
repeq riia3aMyu B COUETAaHUU C ITOKPAaCHEHUEM I'Jla3a B BUE TUIIEPEMUN KOHBIOHKTUBEI
WUJIU POTOBUIIHL.

[Tpu OSABJIEHUY IIE€PEYUNCITIEHHBIX CUMIITOMOB B JIIOOOM COYETaHUU CJIeAyeT, IallueHThHl
OOJIKHBI ITPEKPATUTh UCIIOJIb30BaHKE THUOTPOIUSA OpoMuaa U He Tepsisi BpeMeHU
00paTUTHCS 3a CIEeINATU3UPOBAHHON MEOUITMHCKOM ITOMOIITHIO.

CyxXoCTh BO PTYy, KOTOpasi HaOJiofgaeTcs IpU aHTUXOJIMHEPTrUYeCKOM Tepalluu, MOXKeT B
IIepCIeKTUBe OBITh CBSI3aHa C KApPUECOM.



CrnupuBy He ClleyeT HUCIIOJIb30BaTh 60Jiee OJHOI0 pa3a B [IEHb.

[IpemapaTt comepzXuUT 5,5 MI' IaKTO3bl MOHOTHApPATa B OOHOU KallCyJle.

CrnocoOHOCTH BJIMATH Ha CKOPOCTHh PEaKIIMH IIPH YIIpPpaBJIeHUH
ABTOTPAHCIOPTOM MJ/IHM PadoTe C MeXxaHHu3MaMH

HccnenoBaHue BIUSHUA Ha CIIOCOOHOCTbD YIIPABJIATH aBTOMOOMUJIEM WU OPyruMu
ME€XaHHM3MaMHM He ITPOBOOHUJIOCE. I[TossBnenue T'OJIOBOKPY2KEHHSI, T'OJIOBHOM OOJIN MJIH
HEeYEeTKOCTH 3PEHHNA MOZXKET ITOBJIMATE Ha CIIOCOOHOCTb YIIPABIIATB aBTOMOOMJIEM HJIU
OPYI'MMHU ME€XaHU3MaMUu.

IIpuMeHeHHEe B IepHOJ 0€epPEMEeHHOCTH /I KOPMJIEHHSI T'PYAbIO

bepemeHHocmb. J[laHHBIE 10 TPUMEHEHUIO TUOTPONUS OepeMeHHBIM XKEeHIITMHAM O4YeHb
orpaHWYeHH. [IOKTMHUYECKHEe UCCIIeOBAaHUS He BBISBUIHN IMPSIMOT0 MM KOCBEHHOI'O
BPEOHOT0 BO3OEMCTBUS, ACCOIMUPOBAHHOTO C PEIIPOAYKTUBHON TOKCUYHOCTHIO, ITPU
KJIMHUYECKU 3HAUYMMBIX M03aX. B KauecTBe MepHI IpeceueHus, cienyeT usberaThb
npuMeHeHus1 CIUPUBHI B TeUueHe 0epeMeHHOCTH.

KopmaeHue 2pyovio. Hen3BeCTHO, TUOTPOIIUS OPOMU ITPOHUKAET JIU B TPYIHOE
MOJIOKO. HecMOTpst Ha pe3ynbTaTh UCCIIENOBaHUM, TPOBEEHHBIX Ha T'PHI3yHAX,
KOTOPBIE ITOKA3a/Ii BHIJIEJIEHUST TUOTPOIUS OpOMHIA B IPYAHOE MOJIOKO TOJILKO Y
MaJIOT0 KOJIUYeCTBa, IPUMEeHEeHNe IIpernapaTa B IIepuol KOpMJIeHUs TPyObI0 He
PEKOMEHyeTCH.

TI/IOTpOHI/IH 6pOMI/I)I SIBJISIETCSI COEOMHEHUEM OJINTEJIbHOTO JelCTBUSI. PellieHne o ToM,
IIPOOOJIZKATh JIN / IIpeKpamaTh KOPpMJIEHNE I'PYOBI0O UJIN IIPOOOJIZKATh / IIpeKpamaTh
IIpPUMEHEHHne Cl'II/IpI/IBBI, ciaenyeTr IpHHUMATh C Y4€TOM OIE€HKH ITPENMYIITEeCTBa
TPYOHOTO BCKApPMJINBaHUA OJISA pe6eHKa H IIOJIB3EI OT TE€pPaIlluu OJIA 2KESHIITWUHEI.

@epmwleocmb. He umeer OOCTYIIHBIX KIIMHUYECKUX OAaHHBIX O BIIMAHUUN THUOTPOIINUA
Ha (I)epTI/IHbHOCTB. PGSYHBT&TLI OOKIITMHUYECKOTI'O N3YUYEeHUsA TUOTPOIIUA HEe ITOKa3aJIn
HaJIM4YKsI KaKoTro-JIu0o OTPULATEJIbBHOI'O BIIMAHUSA Ha (bepTI/IJIbHOCTB.

Crmoco0 nmpuMeHEeHUsI U T03bI



JleKkapCTBEHHOE CPeACTBO ITpeqHa3HaYeHO TOJIbKO IJI MTPUMEHEHUST UHTaIsIuOHHO.

PekomeHnnyeMas go3a COMPUBEL - 3TO UHTAJIALUA COOEPKUMOT0 OOHOU Kancysl 1 pas
B CYTKHY C IOMOIIbIO UHTAJIAIIUOHHOT O YCTPOUCTBA XEHJII/IXEI;IHEP. HUHTrangammumo
cienyeT geaTh B OOHO U TO XKe BpeMs CYTOK.

PexoMeHIOBaHHYIO 103y CJIeOyeT He IPEeBHIIaTh.

Karcynel mpegHa3HavyeHbl OJIsI IIePOPaIbHOT0 IIPUMEHeHUsT, Karcynabl CIIMPUBEI
HeJIb3s T'JIOTaThb.

HpenapaT cnenyeT HpI/IMer{TB TOJIBKO C IIOMOIIIBIO UHTAJIAITMOHHOT O YCTpOfICTBa
XEHIUXEMWUJIEP.

OcoOble TPYIIIEL

[TauyeHTaM ITOXKUJIOTO BO3pacTa NpUMeHsITh CIIUPUBY TOIBKO B PEKOMEHIOBaHHOU
BpadyoM JIO3UPOBKE.

[TammmeHTaM C IOYEYHOM HEOOCTAaTOYHOCTRIO ClIeAyeT NpuMeHsITh CIIMPUBY COT'JIaCHO
PEKOMEeHOOBaHHOM BpadyoM Ho30u. MHopmanmsa o npuMeHeHnN CIIUPUBHI allieHTaM
C IOYEYHOU HeJOCTaTOYHOCThIO YMEPEHHOH [0 TSAXKeJou (KIMpeHCc KpeaTuHuHa < 50
MJI / MUH) IIpuBeOeHa B pa3genax «OCOOeHHOCTH IPUMEHEHUSI» U
«PapMaKOKHHETHKa.

[TarimeHTaM C I€YE€HOYHOU HELOCTATOYHOCTHIO MOXKHO IPUMEHATh CIUPUBY COTJIaCHO
PEKOMEeHOOBaHHOU BpadyoM Ho3e (cMm. Pa3men «PapMakKOKUHETUKA»).

MHCTPYKIKS 110 TPUMEHEHHUIO.

Ins obecnnedyeHus: HagJiexKalllero MpUMeHEHUS IIperapaTa HeoOX0auMo
MTPOUHGOPMHUPOBATH MAlleHTa KaK UCII0Ih30BaTh UHTAISITOP.



[Tpu npuMeHeHuU npernapaTta CIIMPUBHL CJIeOyeT IPUOEPKUBATHCSI PEKOMEeHOaITun
Bpaua.

HHranssuuoHHOE YCTPOUCTBO XEHOUXEMJIEP 65110 pa3paboTaHo CIenHuanbHO OIS
Karncyn Cnupussl. Ero He ciienyeT UCIOIb30BaTh C APYTUMU JIeKapCTBEHHBIMU
CpencTBaMu.

HWHTransamuoHHOE YCTPOUCTBO XEHIUXEWJIEP MOKHO IPUMEHSThH B TeYEHUE OTHOTO
roga, Ipu YCIOBUM HCIIOJIb30BAHUS €r0 10 Ha3HAYEHUIO.

1. YToOHI OTKPBITH MBIJIE3AIMUTHRIN KOJIIA4o0K, ciienayeT HaKaTh Hda KHOIIKY OJId
PacCIIbBIJIEHUA OO0 YIIOPa B OTIIYCTUTS.

2. OTKprTI: HBIHGBaIHHTHBIfI KOJIIIQ4O0K, IIOOHAB €TI0 BBEPX. 3aTem OTKPBITH MYHIOIITYK,
IIOOHAB €TI0 BBEPX.

3. Yoanuts Kancyny CrupuBsl 13 6nucTepa (HermocpeacTBEeHHO Iepe] IpUMeHeHeM)
U pa3MEeCTHUTh ee Ha I1aTgpopMe C IeHTpaJlbHOU KaMepoHr, KaK IT0Ka3aHO Ha PUCYHKE.
HeBaxkHO, KaKOM CTOPOHOU IIOMECTUTH KallCyJly B KaMepy.

4. 3aKpI:>ITI:o MYHOIITYK ITJIOTHO OO II€JIYKad, OCTAaBUTDb ObLJIE3alIUTHBIM KOIIIavy0K
OTKPEBEITBIM.

5. IlepxkaTh XEHJII/IXEI;IJ'IEP MYHJIIITYKOM BBEPX M HaXXKaTh KHOIIKY OJIs PACHbIJIEHUS
IO yIIOopa OOWH Pa3 U OTIYCTUTH.

ITO menaer OTBEPCTHUA B o0oJI04YKe KaIICYJIbI ¥ IIO3BOJIAET IIPpeIllapaTa 0CBOOOOUTHCS
IIPpKX BOBIXaHHWH.

6. [I0OJTHOCTEIO BEIJOXHYTE.

BaxHo: He BHIOBIXaTh B MYHIIITYK B JIIOOOM ClIy4ae.



7. IlIogHATH YCTPOUCTBO XEHIOUXEWMJIEP B POT ¥ OXBATUTh MJIOTHO I'yOaMu MYHIIITYK.
IlepkaTh TOJIOBY IIPSIMO, BOOXHYTb MEIOJIEHHO U I'JTyOOKO, HO TaKUM 00pa3oM, YTOOH!
YCJIBIIIATh UJTY ITOYYyBCTBOBATh BUOpAIIMIO KaTCyJibl. BOpIXaTh MOKa JIeTKHeEe He
HAaIIOJIHATCS; IIOTOM KaK MOXKHO [OJIbIlle 3aflepKaTh ObIXaHUeEe U B TO K€ CaMOe BpeMs
BBIHYTH MYHJIITYK K30 pTa. BOCCTaAaHOBUTH ObIXaHUE.

8. OTKpPBITh MYH[IITYK CHOBa. FM3BNe4Yb UCIIOIb30BaHHYIO KaIlCyly U BEIOPOCUTS.

3aKprT]':> MYHJIIHTYK %1 HbIHe3aIIII/ITHbeI KOJITIQ4YOK [OJIsA XpaHeHI/IH YCTpOfICTBa
XEHIIUXEUJIEP.

OuwncTka ycrpoiictBa XEHIUXEMNJIEP

YUCTUTH YyCTPOUCTBO XEHIUXEWMJIEP HYXXHO OOUWH pa3 B MeCJLI.

OTKpPHBITH IIBUIE3AMUTHBIY KOJINIAYOK U MYHOIITYK. 3aT€M OTKPHITh OCHOBY, [IOOHUMANA
KHOIIKY [Jis pacublieHus. [IpOMBITh BECh MHTAISATOP TEIJIOU BOOOU OJIs yOaJleHUs
nopotika. TiaTeabHO BEICYIIUTE YCTPOUCTBO XEHIOUXEUJIEP, IIpOMOKas OCTaTOK
BOAbl OyMazkHOM candeTKoM U MpoCcylInBasi Ha BO3IyXe, OCTaBUTh IPU 3TOM
MIBUIE3alUTHEIN KOJIIIa4y0K, MYHOIITYK U OCHOBY OTKPHITEIMU. [IpocCyIliku Ha Bo3oyxe
3aHUMaIOT 24 4aca, ClIeOoBaTEeIbHO, OYMIIEHNE HYKHO Ha4YUHATh Cpa3y II0ciie
KCIIOJIb30BaHM, YTOOBI YCTPOUCTBO OBLIIO TOTOBO K CJIEAYIOIIEeMY IPUMEHEHUIO.

[Tpu HEOOXOOMMOCTHU MYHIIITYK MOXKHO OYUCTUTh CHAPYKH C ITIOMOIIBIO BJIaXKHOM, HO
He MOKpPOU TKaHMU.

PackpriTue 61ucTepa

A. OTmenuTsh MOJIOCH OGKCTEPA, PAa30pPBaB BIOOJIL ITephOopaIiu.

B. PackphITh (HEMOCpPeOCTBEHHO Ilepe UCIoib30BaHueM) no Hagnucu «CTOID».

Ecnu crmygaiiHo Obljia OTKPHITA €eIlle OOHa KarlcyJjia, TO ee CJieAyeT BHIOPOCUTD.



C. BeIHYTH Kancyy.

Karnicynel CrimpuBa copepzKaT HeOOoIbIlloe KOJTMYECTBO ITOPOIIIKa, TaKUM 00pa3oM,
KallCyJla HallOJIHEeHa JINIIb YaCTUYHO.

Hern

[IpenapaTt He IpegHa3Ha4Y€eH OJid IPUMEHEHUS Y OeTeu.

Ilepego3upoBKa

Bricokue mo3nl CHI/IpI/IBBI MOTYT IIOBJIEYb dHTUXOJIMHEPTUYIECKNe CUMIITOMEI.

OnmHaKO CUCTEMHBIE aHTUXOJIMHEepPruYeckue nmobouneie ap@PeKTr OTCYTCTBOBAJIU Y
3[OPOBHIX MOOPOBOJIBIIEB MOCJIE PA30BOM 03kl 40 340 MKI THOTPONUS OpoMHUaa.

OcTpas UHTOKCHUKAIMA IPHU IIePOPaJIbHOM NIPUMEHEHUHN KallCyJl TUOTPOIINA
MaJIOBepOsTHA M3-3a HU3KOMU IepopasibHOM OMOOOCTYITHOCTH.

ITobo4YHbIE peaKIIuu

MHoTHe U3 MepedYrcIeHHBIX TO00YHBIX 9PHEKTOB MOKHO OTHECTH K
AHTUXOIUHEPTUUYeCKUM CBoMcTBaM CIIMPUBHI.

[ToGouHBIE PeaKIUU Ha nperaparT ObIJIM onpenesieHa M0 JaHHBIM, ITOJTyYeHHbIe U3
KJIMHUYECKUX UCITBITAHUYN U CIIOHTAHHBIX COOOIIEeHUM B TeUEeHHE
MMOCJIEPETUCTPALIMOHHOTO Ilepuofa. ba3a JaHHBIX KIMHUYECKUX UCCIIeJOBaHUU
BKJII04aeT 9647 malueHTOB, ITOy4YaBIIUX TUOTPONUM B 28 11aiie00-KOHTPOIUPYEMBIX
KIMHUYECKUX UCTIBITAHUSIX B IIEPUO IedeHus OoT 4 Henesnb o 4 JerT.

YacToTa BO3HMKHOBEHMSI MOOOYHEIX PeaKInii B cooTBeTCTBHHN ¢ MedDRA:

o4deHb YacTo (= 1/10);

yacTo (= 1/100, <1/10);



HedacTo (= 1/1000, <1/100)
equHEUYHLE (= 1/10000, <1/1000);
penkue (<1/10000);

HEM3BECTHO (HeJIb3s ONpPenesIuTh II0 UMEIOIITUMCS JaHHBIM).

Co cmopoHbl 06MeHa seu,ecms:

HEN3BEeCTHO - 00e3B0OXKMUBaHUE.

Co cmopoHbL HEepB8HOU cuCmeMbl:
HeYacTo - F'OJIOBOKPY2KeHMe, TOJIOBHAas 00Jib, HAapyllleHWe BKYCOBBIX OITYIIeHUH;

equHuYHbIEe - 0ECCOHHHUIIA.

Co CmOpoHbl 0P2aHO8 3PEHUSL:
HEYaCTO - HEYETKOCTh 3PEHUS;

€IUHUYHEBIE - TTIaYKOMa, ITOBHIMIEHNE BHYTPUT'TIA3HOT'O JaBJICHU .

Co cmopoHbl cepOeyHOo-cocyoucmou cucmembl:
HeYacTo - ubpunnsanus npeacepoui

€IUHWYHEBIE - CYIIPABEHTPUKYJIAPHAA TaXUKapPONsd, TaXUKaPOUd, CepJII_Ie6I/IeHI/Ie.

Co cmopoHbl OblxameabHOU cucmeMbl, OP2aH08 2PYOHOU KAemKUu U cpedoCmeHuA:

HEeYacCTo - Kalllenb, AucHoHust, GapuHTuT;

€IJUHNYHBIE - 6p0oncna3M, HOCOBEBI€ KPOBOTE€YEHUA, IAPUHTUT, CHHYCHUT.

Co cmopoHbL 2#cenyO0UHO-KUUWeUYHO020 MpPaAKma:



YacTO - CyXOCThb BO PTY;

HEedYacTo - 3amop, ractpossodareanbHas pedaoKcHas 60Ie3Hb, KAHIUL03 POTOBOM
IIOJIOCTH U TJIOTKH

€INMHWYHEBIEC - HEIIPOXOOMMOCTDh KHIMIE€YHHNKa, BKJIIO9add ITapalIuTH4YE€CKOe
HEeIIPpOXOOHMMOCTE KUIMIEYHHWKA, JII/IC(l)al"I/IH, TUHTUBHUT, TJIOCCUT, CTOMATHUT, TOIITHOTA

HEU3BECTHO - Kapuec 3y00B.

Co cmoOpoHbl UMMYHHOU cuCmeMbl, KOXHCU U NOOKOMCHOU K/Aemuamku:
HEYacCTO - ChIIIb;

eOUHUYHEIE - AaHTUOHEBPOTUUYECKUH OTEK, THIIePUYYBCTBUTEIBHOCTE (BKITIOYAS
anepruyeckKre peakiuyu HeMeIJIeHHOTO THUIIa), 3V, KPaluBHUIIA;

HEU3BECTHO - CyXOCTb KOXKM, UHGEKIIUN KOXKHU 1 00pa30BaHUS SI3B,
aHa(puIakTUYeCKHe peaKkInu.

Co cmopoHbl ONOPHO-08U2aMEAbHOU cucmemMbl U coe0uHUMEeAbHOU MKAHU:

HENU3BECTHO - OTEK CYCTaBOB.

Co cmopoHbl MoUyesbldenumebHOU cucmembl:

HeYacCTo - 3aiepKKa MOYH, OU3YPUS

€INHWYHEIC - I/IH(l)eKI_[I/IH MOYEBBIBOOAIITNX HYTeI‘/JI.

OnucaHue OTOEeNIbHBIX M0OOYHBIX peaKI_[I/Iﬁ

B KOHTpONMupPyeMbIX KIIMHUYECKUX UCCIIeNOBaHUSIX 00BIYHO HabJIIoganach Takas
AHTUXOIUHEepPTruuecKas noboyHas peakIiins, KaK CyXOCTh BO PTYy, YTO OTMeYaslach
npumMepHo y 4% nanueHTOoB.



B 28 knmuHMYECKUX UCIILITAHUSX CYXOCTh BO PTY IIPHUBeJIa K ITPeKpallleHuio IprueMa
npenatsl B 18 u3 9647 namuenTos (0,2%).

Cpenu cepbe3HbIX MOOOYHBIX 3(HEKTOB ri1ayKoMa, 3aIrop, HEIPOXOOUMOCTh
KHMIIIeYHWKa, BKITI0Uas ITapaJIuTAYEeCKyI0 HEIPOXOOMMOCTh KUIIIeYHUKA U 3aJePXKKY
MOYH.

[Ipyrue ocobble TPYIIILL IallieHTOB

KonnuecTBO aHTUXONMHEPTUYECKUX 9(PPEKTOB MOKET YBEIMYUTHCS C BO3PACTOM.
CpoK rogHoctu

2 roma.

[Tocre 1epBOT0 BCKPHITUS II0JIOCH OJIMCTEPA MCIOIb30BaTh B TeueHue 9 mHewu.
YcinoBusi XxpaneHusi

XpaHUTH IIPU TeMIlepaType He Boille 25 ° C. 3amuuiaTh OT IIPSIMBIX COJTHEYHBIX JIy4Yen,
Telsjia ¥ MOpo3a. XpaHUTh B HEAOCTYIIHOM [JIsI IeTEeu MeCTe.

YnakoBka

ITo 10 Kamcyn ¢ MOPOILIKOM AJi MHTaJsAuui B 6/1ucTepe, Mo 3 6/11cTepa B KOMIIJIEKTE C
ycrpoiictBom XEHIUXENJIEP B KapTOHHOI KOpOOKe.

Kareropus ornycka
[To peuenty.
IIpou3Boourenb

Bepunrep Unarensxaiim ®apma I'm6X u Ko. KI', 'epmanusi/ Boehringer Ingelheim
Pharma GmbH & Co0.KG, Germany.

MecTOHaXx0XKIeHHe IIPOMU3BOOHUTEIA A €ro aapec MeCTa OCylnmieCTBIICHHAA
oesiTeJIbHOCTH

yn. Mapiu. [Ix. ITuncynckoro 5, 95-200 ITa6bsarunie, ITomnbIma.



HcTOouHMK HHCTPYKIIHHA

HNHCTPYKIIKS TeKapCTBEHHOTO CPeNCcTBa B3sTa U3 OQUIIMATIbHOTO HCTOYHUKA —
'ocymapCTBEHHOT0O peecTpa JIeKAaPCTBEHHEIX CPEeOCTB YKPAuHEL.



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

