IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

CUHIYIIAP®
(SINGULAIR®)

CKnao:
Oiroua peyosuHa: MOHTEJIYKACT;

1 TabGnmeTKa XKyBalabHa MICTUTh MOHTENTyKaCTy HaTpiio 5,2 MT (eKBiBaJleHT MOHTETYKacCTy
5 MT);

donomiocHi peyoguHu: MaHiT (E 421), 11e1101103a MiKpOKPUCTATiYHa, TiTPOKCUIIPOIIIIIIEN0N03a,
OoKcHp 3asi3a yepBoHui (E 172), HaTpito KpocKapMeio3a, apoMaTU3aToOp BUIITHEBUY, acriapTaM
(E 951), marHiio cteapar.

JIikapcbKa ¢opmMa. TabreTky KyBajbHi.

OcHosHi ¢isuko-xiMiuHi 8aacmusocmi: TabNeTKY KyBaJbHi IT0 5 MT: poXkKeBi KPYTJIi ABOOIYKIIi
tabneTku 3 BunasneHuM HanucoMm «SINGULAIR» 3 ogHoro 60Ky Ta «MSD 275» - 3 iHImIoro.

®dapmakoTepaneBTHYHaA rpyna. 3acobu s CHCTEMHOT'O 3aCTOCYBAaHHS IIPU 00CTPYKTHUBHUX
3aXBOPIOBaAHHSIX AMXaIbHUX LIISIXiB. BiioKaTopyu NEMKOTPIEHOBUX PELIEIITOPIB.

Kopm ATX R03D CO03.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

Lucreininneiikorpienu (LTC,, LTD,, LTE,) € moTykKHUMU efKO3aHOIIaMH 3alajlieHHs, 110
BUIIIAIOTHCS PI3HUMU KJIITUHAMU, y TOMY YXCIIi ONTaCUCTUMU KJIITUHAMU Ta €03UHOPiIIaMu.
L1i BaKTMBi MpOacTMaTHYHI MeiaTOPU 3B A3YIOTHCS 3 MUCTEIHIIIENKOTPIEHOBUMHU
peuentopamu (CysLT), npucyTHIMU B [UXaIbHUX IUIAXaX JIOOUHY, I BUKIMKAIOTh TaKy
peaxirito, sk OpOHXOCIa3M, CeKpellis CIu3y, IOCUIEHHS ITPOHUKHOCTI CYOUH i 30inbIIeHHS
KiTbKOCTi €03uHOMITiB.

MoHTenyKacT IIpu IepopajbHOMY 3aCTOCYBaHHI € aKTUBHOIO CIIOJIYKOI0, SIKa 3 BUCOKOIO
BUOIPKOBiCTIO i criopimHeHicTIo 3B’13yeThes 3 CysLT -penienTopamMu. 3rigHo 3 KITiHIYHUMHU
IOCTiIXKEeHHSIMH, MOHTEJIYKacT IPUrHiuyye 6porxocna3M micns inransdiil LTD, y go3i 5 mr.
bpoHxopunaTalis ClioCTepira€TbCs YIPOAOBXK 2 I'OAUH IIiC/Id II€POpPabHOTO 3aCTOCYBaHHS,



e epekT OyB afUTUBHUM 10 OpOHXOOUIIaTallil, CIpUYMHEHO] B-aroHicTamu. JIiKyBaHHS
MOHTEJIYKaCTOM IIPUTHIYYBaJIO K PaHHIO, TaK i mi3Hi0 a3y OPOHXOKOHCTPUKIIII,
CIIPUYMHEHOI aHTUTEHHOIO CTUMYJISIiEl0. MOHTETYKacCT MOPIiBHSIHO 3 Miale00 3MeHIIye
YHUCII0 €03MHO(DINIB MeprudepruHol KPOBi ¥ JOPOCUX TaIli€HTIB Ta AiTeX. Y X0l OKPeMOro
OOCHiAKEeHHS MPUXOM MOHTENIYKacTy 3HaYHO 3MEHIIIYBaB YMCII0 €03UHOMDINIB Y AUXaTbHUX
IIsxax (3a BUMipaMu MOKPOTHHHS). Y TOPOCTIKX MAIiEHTIB i giTel BiKoM Bif 2 mo 14 pokis
MOHTEJIYKaCT IOPiBHSAHO 3 Mialieb0 3MeHIIIy€e YUCI0 e03uHOPiNiB mepudepudHol KpoBi Ta
IIOKpally€e KIIIHIYHNYA KOHTPOJIb aCTMHU.

[Tig yac mocmimKeHb 3a y4acTIO JOPOCTUX MOHTEeTyKacT y mo3i 10 mr 1 pa3 Ha mo0y
TIOPiBHSHO 3 11a1eb0 MPOoIeMOHCTPYBaB 3HAYHE TOJIIMIIIeHHs IT0Ka3HWKa paHKoBoro O®B,
(3mina Big mouaTkoBoro Ha 10,4 % i 2,7 % BiATIOBigHO), PAHKOBOI IMKOBOI MIBUAKOCTI BUAUXY
(PTIIIB) (3miHa Big moyaTKoBOro Ha 24,5 n/xB i 3,3 1/XB BiiMOBIAHO) i JOCTOBipHE
3MEHIIIEHHS 3arajlbHOr0 3aCTOCYBaHHA -aroHICTIiB (3MiHa Biff I0O9aTKOBOTO Ha - 26,1 % i

- 4,6 % BigmoBinHO). ITominmenHs TOBiqOMIEHUX MAIliEHTOM IOKA3HUKIB JeHHUX i HIYHUX
CHMIITOMIB acTMH 0yJI0 OCTOBIpHO KpallliM, HiXK IIpU 3aCTOCyBaHHi marneoo.

HocnigXKeHHs 3a y4acTo JOPOCIIUX IPOAEMOHCTPYBaIu 30aTHICTh MOHTENIYKACTy
OOTIOBHIOBATH KIIiHIYHUY e(eKT iHrasgIiiHuX KOPTUKOCTEPOoITiB (3MiHa (B %) MOYaTKOBOTO
IIOKa3HMUKa AJIS iHrangiiHoro 6eKIoMeTa30Hy 3 MOHTEIYKaCTOM IIOPiBHSIHO 3
OekyiomeTa3oHOM BifmoBigHO At ODPB,: 5,43 % Ta 1,04 %; 3acToCyBaHHS B-arOHICTiB:

- 8,70 % Ta 2,64 %). ITopiBHAHO 3 iHTanALiHUM OeknoMeTa3oHOM (200 MKT 2 pa3u Ha [00y,
CIeliCepHUY MPUCTPil) MOHTEIYKACT IPOAEMOHCTPYBaB OisIbIl MIBUAILY II0YaTKOBY
BiTIOBib, X0Ua YIPOOOBK 12-THKHEBOTO OOCiIXKeHHs 6eKII0OMEeTa30H CIIPUYUHUB OiJbIil
BUpaXeHUU CepenHiil TepaneBTUYHNY e(eKT (3MiHa I0YaTKOBOTO II0OKa3HUKA [AJI
MOHTEJIYKacTy IOPiBHSHO 3 6ekyioMeTa30HOM BianoBigHo gt ODB,: 7,49 % ta 13,3 %;
3aCTOCyBaHHS B-aroHicTta: - 28,28 % Ta - 43,89 %). [IpoTe OpiBHSIHO 3 0EKJIOMETA30HOM Y
Oi/bIII0] KiJIBKOCTI MAIiEHTIB, SIKi OTPUMYBaIM JIiKyBaHHS MOHTEIYKacTOM, HOCATHyTa
noni0Ha KiTiHigHa BifmoBigb (To6To y 50 % malfieHTiB, SKi OTpUMYBasu JTiKyBaHHS
OekyioMeTa30HOM, HOCATHYTO nofinmeHHs O®B, npubnusno Ha 11 % i Ginbie MOPiBHIHO 3
II0YaTKOBUM, TOHi K V 42 % mallieHTiB, sIKi OTpUMYBaJIU JIIKyBaHHS MOHTEJIyKAaCTOM,
INOCSITHYTO TaKOl XK BifTIOBifi).

Y xopi 8-TuKHEBOT0 OOCTIIXKEeHHS 3a Y4aCTIO [iTel BiKOM Bif 6 10 14 POKiB MOHTENYKACT Y
mo3i 5 mMr 1 pa3 Ha o0y MOpiBHSAHO 3 M1alleb0 JOCTOBIpPHO MOKPAIIyBaB pecIipaToOpHY
¢dbyHKI0 (3MiHa Bifg moyaTKoBOro nmoka3uuka O®B;: 8,71 % nopiBHAHO 3 4,16 %, 3MiHa
noka3HuKa pankoBol [TIIB: 27,9 n/xB nopiBHAHO 3 17,8 71/XB) i 3HUKYBaB 4acCTOTY
3aCTOCYBaHHS B-aroHICTiB 3a MOTPe00I0 (3MiHa Bifl MOYaTKOBOTO MoKa3HWKa Ha -11,7 %
OPiBHSHO 3 8,2 %).

Y xopi 12-MicAYHOT0 HOCTIAXKEHHS MOPiBHAHHSA €(pEeKTUBHOCTI MOHTEJIyKacTy Ta
iHTanAIinHOr0 (DIIYyTUKA30HY AJI KOHTPOJIIO aCTMHU Y IiTed BiKOM Bif 6 1o 14 pokiB 3
IIEPCHUCTYI0YO0I0 aCTMOIO JIETKOTO CTYTIEHS, MOHTETYKACT BUSBIISIB He MeHIITy e(DeKTUBHICTE,
HiXK (QIyTUKa30H, moao 30inbiieHHs (Y BiICOTKOBOMY BUpPaXKeHHi) KimbKOCTi IHIB 6e3
3aCTOCYBaAHHS IIBUOKOMIIOUNX TiKaPChKUX 3aC00iB [IJIsT HEBiOKIagHOI IOIIOMOTH (ITepBHHHA
KiHIIeBa TO4YKa). Y cepegHbOMY 3a 12-MiCI4HUM Iepiof TiKyBaHHS BiICOTKOBUM IMOKA3HUK
KiTbKOCTi gHiB 0€3 3aCTOCYyBaHHS HeBifKIIagHol Teparrii 36inbuuBcs 3 61,6 o 84,0 B rpymi



MOHTeNyKacTy i 3 60,9 mo 86,7 B rpymi ¢pnyTrKa3oHy. Y Irpylax BigMiHHICTb y BiICOTKOBOMY
BHpaXXeHHi cepeHbOKBaipaTUUHOro (LS) 30inmbIeHHs KiTbKOCTI IHIB 6€3 3aCTOCyBaHHS
IIBUAKOMOIIOYMX JTIKapChKUX 3ac00iB 71 HEeBiIKIamHOI JoToMory 0yJia CTaTUCTUYHO 3HAYYIIA
(-2,8 395 % I -4,7, -0,9), ane B Mexkax 3a3gajierigb BCTaHOBIEHO]I KITiHiYHOI He MEHIIIO01
€(eKTUBHOCTI.

MoHnTenykacT i GIyTUKa30H TaKOXK ITOKpAIIyBaau KOHTPOJIb aCTMU BiTHOCHO BTOPUHHUX
3MIHHUX, 1110 OLIiHIOBAJIMCSA YIIPOJOBXK 12-MicsIYHOrO IIepiony JiKyBaHHS.

O®B, 36inpmuBcs 3 1,83 n mo 2,09 ny rpymi MoHTenykacty i 3 1,85 1 no 2,14 ny rpymi
bmyTUKa3oHy. MiXKTpymoBa BifMiHHICTh MOKa3HuKa LS BigHOCHO 36inbiierHs ODB,
cranoBuaa -0,02 i3 95 % I - 0,06, 0,02. CepenHe BimCOTKOBe 30iIbINEHHS Bifl TOYaTKOBUX
IIOKa3HUKIB HaynexxHoro O®B, cknasno 0,6 % B rpyi niKyBaHHA MOHTeNIyKacToM i 2,7 % B

rpyIi NiKyBaHHA GIyTUKa30HOM. BimMiHHICTh MOKa3HUKA LS Bif mo9aTKOBUX TIOKAa3HUKIB
HanexHoro O®B, 6yna gocroBipHa: -2,2 % 3 95 % [II -3,6, -0,7.

[Toka3HUK KiTbKOCTi [HIB i3 3acTOCyBaHHSM B-aroHicta 3uu3uBcs 3 38,0 % mo 15,4 % y rpymi
MOHTeNnyKacTy i 3 38,5 % mo 12,8 % y rpymi ¢pnytuka3ony. MiXrpynoBa BifMIiHHICTB
MOKa3HMKa LS BiTHOCHO BimCOTKA HIB i3 3aCTOCYBaHHSM P-aroHicta 6y1a focToBipHOWO: 2,7 3
95 % 01 0,9, 4,5.

[Toka3HUK KiJTbKOCTI MalliEHTIB 3 HallafoM aCTMHU (Hamaj acTMHU BU3HA4Y€HO SK Mepiof
ToTipilieHHs mepebiry acTMy, 110 BUMarae JIiKyBaHHS IepOpalbHUMU CTepoigaMy,
He3allJITaHOBAHOTO BiBiMyBaHHS JIiKaps, HeBigKIagHOI mormomoru abo rocmitamizatiii) cKiaB
32,2 % y rpyni MoHTenyKacty i 25,6 % y rpymni ¢iyTukasony; KoedimieHT po30iKHOCTI (95 %
III) mocToBipHuii: gopisxioe 1,38 (1,04, 1,84).

[Toka3HMK KiJTBKOCTI MALli€HTIB, SKi 3aCTOCOBYBa/IM CUCTEMHI (B OCHOBHOMY II€pPOpaJsIbHi)
KOPTUKOCTEPOIX B Tepion mociimkeHHs, cknaB 17,8 % y rpyni monTenykacty i 10,5 % y
rpymi GayTuKa3oHy. MiXrpynoBa BifMiHHICTh TOKa3HUKa LS Gyna mocToBipHOoio: 7,3 % 3
95 % 1I 2,9; 11,7.

ITocToBipHE 3MeHIIeHHST OPOHXO0CIAa3My, OB’ s13aHOT0 3 (Hi3uyHUM HaBaHTaxeHHSIM (BOH),
Oy710 MPOOeMOHCTPOBAHO i Yac 12-TUKHEBOT0 JOCTiAXKEeHHS y JOPOCINX (MaKCcUMaslbHe
3unxkeHHs OPB, 22,33 % mns MoHTenyKacTy mopiBHSIHO 3 32,40 % mns nnane6o; 4ac oo
BiTHOBIIEHHS B Mexax 5 % Big modaTkoBoro O®B, 44,22 xB nopiBHAHO 3 60,64 xB). Llen
e(eKT CIIocTepiraBcs ympoooBxK 12-THUKHEBOTO Iepiofy gochigxkeHHs. 3HuXKeHHI BOH
TaK0XK OyJI0 IPOAEMOHCTPOBAHO IIifl YaC KOPOTKOT0 JOCiXKEeHHS 3a Y4acTIO AiTel BiKOM Bifl
6 0o 14 pokiB (MakcumanbHe 3HUXKEeHHsT ODPB, 18,27 % mopiBHsaHO 3 26,11 %; yac go
BiTHOBIIEHHS B Mexax 5 % Big mouaTkoBoro O®B; 17,76 xB nopiBHAHO 3 27,98 xB). EQexT B
000x mocrmimkeHHsSX OYB IPOIEeMOHCTPOBaHUM B KiHIIi iHTepBaly Ipy IpUXOMi OOUH pa3 Ha
no0y.

Y marfieHTiB 3 4YT/IUBICTIO 40 aCHipUHY, SKi OTPUMYBaJIA IIOTOYHY Tepalilo iIHrangaiiHuMu
Ta/abo mepopasbHUMU KOPTUKOCTEPOIaMH, JTiKyBaHHS MOHTETYKAaCTOM ITOPiBHSHO 3
nnane0o MPU3BOAUIO OO 3HAYHOTO TIOJINIIEHHS KOHTPOJIIO0 acTMU (3MiHa T04aTKOBOT'O
noka3Huka O®B, ctanoBuTth 8,55 % npotu -1,74 % i 3mMiHa Bif TO0YAaTKOBOTO B 3HUKEHHI
3arajabHOTO 3aCTOCYBaHHS B-aroHicta -27,78 % npotu 2,09 %).



dapmakoKiHemuka.

Abcopbuis

MOHTENYKACT MIBUAKO BCMOKTYETBLCS MIiCTIS TIEPOPAIbHOTO MpuiioMy. [Ticist 3acToCyBaHHS
IOPOCTMMHU HaTile TablIeTOoK, BKPUTHX ILTiBKOBOIO 000710HKOIO, 110 10 MT, cepenHs
MaKcHMallbHa KoHHeHTpanis (C,,,,) y IIa3Mi KpoBi gocsaranacs 4epes 3 rogunu (T,,,).
CepenHst 6i0IOCTYIIHICTh TP ITePOPAIbHOMY 3aCTOCYBaHHi ckitafae 64 %. [Tpuitom
3BMYaKHOI 1i He BIIMBaB Ha OiomocTynHicTh i Ha C,,,, TpU MepopaJTbHOMY 3aCTOCYBaHH.
Beamneka i epeKTUBHICTh OyNK MiATBEPOKEHI i Yac KIiHIYHUX JOCTiAXKeHb IIpU
3aCTOCYBaHHI Tab/IeTOK, BKPUTUX IIJTIBKOBOIO 000JIOHKOI0, 10 10 MT, He3alexkHOo Bifl 4acy
IPUIOMY 1XKi.

I1st TabeToK XKyBaJbHUX 0 5 MT MoKa3HUK C,. Y MOPOCIIUX MOCITaBCS Yyepe3 2 TOIUHU
micyns mpuiiomy Hatine. CepenHs 6i0MOCTYIIHICTh TP ITePOPaIbHOMY 3aCTOCYBaHHI CKIamae
73 % i 3HUXKYETHCS 00 63 % mpu MpuiioMmi 3i CTaHAAPTHOIO 1KEIO.

Po3no0dis

[Tonag 99 % MOHTeNyKacTy 3B'sI3y€ThCS 3 OiTKaMu na3mMu KpoBi. O0’eM po3mofiny
MOHTEJTyKaCTy B CTalliOHapHiX ¢a3i B cepegHbOMY CTaHOBUTH Bif 8 mo 11 miTpis. ¥ xomi
OOCIIiAXKeHb Ha LIypax i3 3aCTOCYyBaHHAM PafioaKTUBHO MiYeHOI'0 MOHTEIYKacTy
IIPOXO/IKEHHS Yepe3 reMaToeHuedaniynui 6ap'ep 0ymo miHiManbHUM. Kpim TOTO, ¥ BCiX
IHIIMX TKaHWHAX KOHIIEHTPallil T03Ha4eHOT0 PaAioi30TonoM MaTepiany dyepe3 24 TOOUHU
IIiC/Ig MPUKAOMY 03U TaK0XK BUSABUIUCS MiHIMaIbHUMHU.

Memab6oiizm

MoHTenykKacT akTUBHO MeTa0omi3yeThes. [1ig yac moCmigKeHb i3 3aCTOCYBaHHSIM
TepaleBTHYHUX 003 KOHIIeHTpallil MeTaboJIiTiB MOHTETYKacTy y CTaI[ioHapHOMY CTaHi
IIJITa3MU KPOBI B IOPOCJIUX 1 ITAlliEHTIB QUTAYOr0 BiKy HE BU3HAYAIOTHCS.

Liutoxpom P450 2C8 € ocHOBHUM (pepMeHTOM y MeTaboi3aMi MOHTenyKacTy. Kpim Toro,
mutoxpomu CYP 3A4 i 2C9 BigirpatoTh He3HAYHY POJib y MeTab0J1i3Mi MOHTETYKaCTy, X04a
iTpakona3sorn (iuribitop CYP 3A4) He 3MmiHIOBaB papMaKOKiHETHYHI TOKA3HUKU MOHTEIYKACTY
y 3I0pOBUX NOOPOBOJIBLIB, 5IKi oTpuMyBanu 10 M MOHTEeNyKacTy Ha f0o0y. 3TifHO 3
pe3ynbTaTaMu JOCIIIAXKEHD in Vitro 3 BAKOPUCTAHHIM MIKPOCOM IEYiHKHU JIIOOUHY,
TepaleBTHYHI IJ1a3MOBi KOHI[eHTpallil MOHTETYKacTy He IPUrHigyoTh nutoxpomu P450 3A4,
2C9, 1A2, 2A6, 2C19 i 2D6. YyacTs MeTalOIIITIB ¥ TepamneBTUYHIN Oil MOHTEIYKACTY €
MiHIMaJIbHOIO.

BusedeHHs

KnipeHc MOHTENyKaCTy B IIJla3Mi KPOBi Y 3OPOBUX IOPOCINX NOOPOBOJIBIIIB V¥ CEPEOHBOMY
CTaHOBUTH 45 Mi1/xB. Ilicg mepopasbHOTO IPUKOMY MOHTEJIYKACTY, Mi4eHOT0 130TOIIOM,
86 % BUBOOUTHCA 3 KaJIOM IpOTATroM 5 fHiB i MeHIIe 0,2 % - i3 cedero. Y CyKymHOCTI 3
6i00OCTYITHICTIO MOHTEIYKACTY IPU IIePOpasbHOMY 3aCTOCYBaHHI 11el (aKT BKa3ye, 1110
MOHTEJIYKACT i 10ro MeTaboJIiTh MaiikKe IMOBHICTIO BUBOOATHCS 3 XKOBUIO.



dapMakoKiHemukKd 8 pi3HuUX 2pyn nauieHmis

I71g nauieHTiB i3 mopymeHHIM QyHKII eYiHKu 1erkoro abo cepegHbOro CTYTeHs TAKKOCTI
KOpPEKIIid 103U He noTpibHa. [JocmiaKeHHS 3a y4acTio MAI[i€HTiB 3 MOPYIIeHHIM (YHKIIil HUPOK He
npoBopunucs. OCKiTbKM MOHTEIYKACT i #0ro MeTaboTiTh BUBOOATHCS 3 KOBYI0, KOPEKIIiS MO3U TS
TIALiEHTIB 3 MOPYLIEHHSAM (QYHKIII HUPOK He BBaXKAEThCS He0OXimHOI0. [JaHUX IIPO XapaKTep
(hapMakKOKiHETUKY MOHTEIYKACTy y Malli€HTIB 3 IOPYIIEHHSAM QYHKIIi1 IeYiHKH TAKKOTO CTYIIeHS
(monap 9 OariB 3a mkasnow Yainna-I1'10) HeMae.

[Tpu npuiiomi BeNUKHUX A03 MOHTeTyKacTy (1o B 20 Ta 60 pa3iB mepeBuIllyBaiu A03Y, PEKOMEHIOBaHy
IJIST HOPOCIMX) CIIOCTepiranocs 3HKUKEHHS KOHIIeHTpallil Teodininy B mma3mi KpoBi. Lleit epekT He
CIIOCTepiraeThCs MpHu MpUoMi peKoMeHmoBaHo1 fo3u 10 Mr oguH pa3 Ha [00y.

KniniuyHi XapaKTepHUCTHKH.
Iloka3aHnHs.

4K momaTKOBe JIiKyBaHHS Mpu OpOHXia/lIbHIM acTMi y MallieHTiB 3 TePCUCTYIOY0I0 aCTMOIO Bif
JIETKOT0 10 CePEeIHbOr0 CTYIEeHs, SKa HeJOCTaTHbO KOHTPOIIOETHCS IHTaIAiNHUMU
KOPTUKOCTEPOIaMH, a TaAKOXK MPU HEJOCTAaTHbOMY KJTiHIYHOMY KOHTPOJIi aCTMHU 3a
IOTIOMOTOI0 arOHICTiB B-agpeHOopenenTopiB KOPOTKOI [il, IKi 3aCTOCOBYIOTh IIPH
HeoOXigHOCTi.

4K anbTEpPHATUBHUYU METO[ JIIKyBaHHS 3aMiCTh HU3bKUX 03 IHTaISALIMHNX KOPTUKOCTEPOIiB
[J151 TIALIIEHTIB 3 IEPCUCTYIOYO aCTMOI0 JIETKOT0 CTYIIeHs, Y IKUX He BiMidyaiu IpOoTsAroM
OCTAHHBLOTO Yacy CEepHO3HUX HalaAiB OpOHXiambHOI aCTMHU, ITI0 MOTPeOyI0Th 3aCTOCYBaHHS
IIepopabHIX KOPTUKOCTEPOIMiB, @ TAKOXK SIKi HE MOXKYTh 3aCTOCOBYBaTH iHTaNALiMHI
KOPTHUKOCTEPOiau (OuB. po3ain «Crmocib 3aCTOCYyBaHHS Ta [O3U»).

[TpodinakTrKa aCTMH, IOMiHYIOUMM KOMIIOHEHTOM SKOI € O6pPOHXOCIa3M, iHOYKOBAaHUMN
(GisYHUM HaBaHTaKEHHSM.

[TonermeHHs1 CUMIITOMIB CE30HHOT0 Ta LJIOPIYHOI0 aJeprivyHoro puHiTy. PU3UKYU BUHUKHEHHS
IICUXOHEBPOJIOTIYHOI CUMIITOMATHAKH Y MAIi€HTIB 3 aJIePriYHUM PUHITOM MOXKYTh IIePEBUILYBaTH
KOPHCTD Bif 3acTocyBaHHS CHHTYNSIp®, Tomy CUHTYNnSp® HeoOXiIHO 3aCTOCOBYBATHU B SIKOCTI
IpernapaTy pe3epBy y NallieHTiB 3 HeaJleKBaTHOIO BifITIOBiA0 a00 HEIepeHOCUMICTIO aTbTepHAaTHBHOL
Teparii.

IIpomunoka3aHHA.

[TigBuIleHa Yy TIUBICTL N0 OyIb-IKOTO 3 KOMIIOHEHTIB JTiKapChKOT0 3aco0y.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Cunrynsap® MoxHa MpU3HAYaTH Pa30M 3 iHIIUMH JIiIKapCbKUMHU 3aco0aMu, 110 3a3BUYai
3aCTOCOBYIOTHCS IJIsl TpodinakTUKU ab0 TPHUBAJIOTro JIiKyBaHHS acTMU. [Ipu JOCHifXKeHHI B3aEMOIil



MiX JTiKapChbKMMH 3aco0aMy peKOMeH[I0oBaHa KJliHiuHa j03a MOHTE/IyKacTy He MaJjia BaXK/IMBOTO
KJIiIHIYHOTO BIIJIUBY Ha apMaKOKIHETUKY TaKUX JlikapChKux 3aco0iB: Teodinin, mpegHizoH,
IIPEeHi30JI0H, TepopaIbHi KOHTPAIENTHBY (€THHINTECTPamion/HopeTUHAPOH 35/1), TepdeHanuH,
OUTOKCHH Ta BapdapuH.

Y nmauieHTiB, sSKi ogHOYacHO mpuiiManu peHobapOiTar, momla mig KPUBOI0 «KOHI[EHTPAITis - Yac»
(AUC) mnst MOHTeNyKacTy 3HUXKYyBanacs mpubmu3no Ha 40 %. OCKilTbKM MOHTEIYKacT
MeTabomizyercs 3a monomoroi CYP 3A4, 2C8 i 2C9, HeobxigHO OyTH 00epekHUM, 0COOIMBO III0H0
OiTel, K0 MOHTEJyKacT IPU3Ha4yalTh OOHOYACHO 3 iHgykTopamu CYP 3A4, 2C8 i 2C9, Hanpukian
dbenitoinoM, penobapbitTanom i pudaMminuHOM.

HocnifKeHHS in vitro moKasaiu, 1[0 MOHTENIYKacT € NoTyKHuM inribitopom CYP 2C8. I[Tpote mani
KJTIHIYHOT'0 JOCITiIXKeHHs B3a€MOil JTiIKapChKUX 3aC006iB, II0 BKIIOYAIOTh MOHTETYKACT i PO3UTIIiTA30H
(MapkepHuU# cy0CTpaT; NiKapchKuii 3acib, mo MeTabomi3yeThes 3a gornomoroo CYP 2C8), mokazanu,
110 MOHTeTyKacT He € iuribitopom CYP 2C8 in vivo. TakuM YUHOM, MOHTEIYKACT HE BIIJIUBAE
3HAYHOIO Mipoi0 Ha MeTab0i3M iKapchKux 3aco6iB, 110 MeTaboIi3yI0ThCS 3a [OIIOMOT'010 1ILOTO
bepMeHTY (HapUKIIaf MaKJliTaKCeay, PO3UTIIiTa30HY Ta penariiHiay).

[Tig wac mocmimkeHs in vitro 6yno BCTaHOBIIEHO, 1110 MOHTENyKacT € cyocTpaTom CYP 2C8 i
MeH11010 Mipoio 2C9 ta 3A4. V xopi KIiHIYHOTO [OCTiXKEHHS B3aEMO/Iil TiKapCchKUX 3ac00iB
i3 3aCTOCYBaHHAM MOHTENIyKacTy i reM¢idposumny (inriditopy CYP 2C8 i 2C9), remdpibpo3un
IIiIBUILyBaB CUCTEMHY €KCIIO3HULIiI0 MOHTEIyKacTy B 4,4 pa3a. [Ipu ogHOYacHOMY
3acTocyBaHHi 3 reMdiOpo3unom abo iHmuMYy noTyKHUMHU iHTibiTopamu CYP 2C8 Kopekitis
[03U MOHTEJYKacTy He MOTPiOHA, ajie JliKap IOBUHEH BPaX0BYBaTH IiIBUIIEHUN PU3UK
BUHUKHEHHS 0OIYHUX PeaKIli.

3a pe3yibTaTaMu OOCIIOXKEHD iN Vitro, He 04iKyeThCS BUHUKHEHHS KITIHIYHO BaXK/IMBUX
B3aEMOIi#t 3 MeHII MoTyKHUMHU iHribiTopamMu CYP 2C8 (Hanpukian 3 TPUMETOIIPUMOM).
OmgHOoYacHe 3aCTOCYBAaHHS MOHTEJNYKACTY 3 iTpaKoOHa30JI0M, cuibHUM iHTiOiTopoMm CYP 3A4,
He TTPU3BOAMIIO OO0 iCTOTHOTO IMigBUIIEHHS CUCTEMHOI €KCIIO3UIIil MOHTETyKAaCTy.

Oco6 1ueocmi 3acmocy8aHHs1.

[NauieHTiB HeoOXigHO nonepenuTH, 1m0 CUHTYIAP® OIS MepopasbHOr0 3aCTOCYBaHHS HiKOH
He 3aCTOCOBYIOThH [JId JIIKyBaHHS I'OCTPHUX HallaiB aCTMM, a TAaKOX IIPO Te, 1110 BOHU IIOBUHHI
3aBXIM MaTH Ipu cobi BigNOBimHUIM NMiKapChKUM 3acib eKCcTpeHoi gomomoru. [Ipu roctpomy
Hamafi CJlif 3aCTOCOBYBATH iHTaNsAMLiiHI B-arOHICTY KOPOTKOI fii. [TallieHTn moBUHHI
SKHaAUIIBU/LIE TPOKOHCYIBTYBATUCS 3 JIiIKapeM, SIKIIO0 BOHU MOTPe0yI0Th OinbIol KiTbKOCTi
B-aroHicTa KOpPOTKOI fii, HiXK 3a3BUYal.

He cnig mpoBomuTH Pi3Kol 3aMiHM iHTaANSAIiRHUX a0 IepopaaIbHUX KOPTUKOCTEPOITHUX IIPelapaTiB
nmikapchbKUM 3aco6oM CHUHTYISIp®.

HeMmae ganmx, gKi DiATBEPAXKYIOTh, 110 HO3y IEPOPAIbHUX KOPTUKOCTEPOIiB MOXKHA
3MEHIIUTH IIPU OJHOYACHOMY 3aCTOCYBaHHI MOHTEJIYKaCTYy.



IMoBigOMIISIOCSI PO BHHHKHEHHSI IICHXOHEBPOJIOTiYHHX peaKiiii, TaKuX sIK 3MiHa
MOBEIiHKH, Jenpecisi Ta CyiuaaIbHICTh, y Nalli€eHTiB yCix BiKOBUX rpym, sKi npuiMamu
MOHTETyKacT (muB. po3ain «[lodiuni peakinii»). IIposiBH MOXKYTh OyTH CEpPHO3HHUMH i
TPHUBATH, SIKIIO JIiIKyBaHHS He NPUIMHUTH. TOMYy 3aCTOCyBaHHSI MOHTEJIYKacCTy CIiJ
MPUINHATH, K0 BHHUKAIOTh ICUXOHEBPOJIOTiuyHi CHMIITOMH.

IManieHnTH Ta/a00 Horiasimavi MOBHHHI OyTH YBaXKHHMH 10 IICHXOHEBPOJIOTiYHHUX peaKIiH i
MOBiTOM/ISITH CBOIO JIiKapsi PO BUHUKHEHHS 3MiH y HOBeJiHIIi.

Y nooguHOKMX BUMAKAX Y MAIiEHTIB, IKi OTPUMYIOTh IPOTUACTMATHUYHI 3aC00U, B TOMY
YHUCJIi MOHTEIYKaCT, MOXKe CIIOCTepPiraTUCs CUCTeMHa e03MHOQiisg, iHKOIKU pa3oM 3
KJIIHIYHMMHU IIPOSBaMU BaCKYJIiTy, TaK 3BaHUM cuHAPOM Yapra - CTpocca, TiKyBaHHS SKOTO
IIPOBOJAXTHCS 3@ OJOTIOMOT0I0 CHCTEMHOI KOPTUKOCTEPOINHO! Teparmil. Taki BUllagKu 3a3BUYan
(ane He 3aBkau) Oynu OB’ sA3aHi 31 3MEHIIEHHIM 0034 a00 BiIMiHOI0 KOPTHKOCTEPOIAHOTO
3aco0y. IMOBipHiCTh TOTO, 1110 AHTATrOHICTU JIEUKOTPIEHOBUX PEIENITOPIiB MOXKYTh OyTH
TIOB’sI3aHi 3 MosiBOI0 cuHApoMy Yapra - CTpocca, He MOXKHa CIIPOCTYBaTH abo MiITBEPOUTH.
Jlikapi MOBKHHI IaM’ITaTU PO MOXKJIUBICTh BUHUKHEHHS Y MallieHTiB €03MHOMITTII,
BACKYJIiTHOT'O BUCHITAHHS, MTOTIPIIEHHS JIeTeHeBOI CUMIITOMATHKH, YCKIagHEeHHS 3 O0KY
cepus Ta/abo Hedpomnarii. [TaIieHTiB, y SKMX BUHUKIN TaKi CUMIITOMH, CJIiJl TOBTOPHO
O0OCTEXUTH i eperagHyTH IXHIO CXEMY JIiKyBaHHS.

JIikyBaHHSI MOHTEJIyKaCTOM He [la€ 3MOTHY NallieHTaM 3 acCIipuH3aJleXHO0K aCTMOI0 3aCTOCOBYBaTU
aCIipyH 4YM iHIIT HECTEPOIMHI IPOoTH3anasbHi 3aco0u.

Cunrynsap® MiCTUTb acrapTaM, SKWA# € AxKepesoM ¢eHinananiny. [TallieHTaM, XBOpUM Ha
beHinKeTOHYpi0, HEOOXiMHO BpaXx0oByBaTH, 110 1 XKyBasibHa TabieTKa 1o 5 MT MiCTUTh
(deHinanaHiH y KinbKoCTi, ekBiBaneHTHi# 0,842 Mr (eHinamaHiHy Ha gO3Yy.

JlikapchbKuii 3acib MicTuTh MeHIle 1 MMomb (23 Mr) HaTpito Ha TabneTKy, TOOTO IPAKTUYHO
BUIbHUM Bifl HATPIMO.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

BaeimHicmy. [locnigKeHHs Ha TBapyHaxX He IEMOHCTPYIOTh IIKigIMBOTO BILIMBY Ha BariTHICTh abo
eMOpioHanpHUI/(DeTaTbHANA PO3BUTOK.

HasiBHi gaHi 3 omy0/1iKOBaHUX IIPOCIIEKTUBHUX Ta PETPOCIIEKTUBHUX KOTOPTHUX NOCIiAKEeHb i3
3aCTOCYBaHHSIM MOHTEJIYKACTY BariTHUMU XiHKaMH, SIKi OL[iHIOIOTh 3HAUYIIi BPOAXKEH] Bafu y OiTeH,
He BCTAHOBHUJIM PU3HUKY ITOB'sI3aHOT0 3i 3aCTOCYBAHHSIM JIiKapChKOro 3aco0y. HasiBHI mocmimKeHHS
MalOTh METOOJIOTiUHI 00MeKeHHSI, BK/TI0Ualouy HeBeJITUKUY po3Mip BUOIpKU, B HeIKUX BUMaIKaX
peTpocmeKTUuBHUM 30ip HaHUX, i HECYMiCHI TPyNy MOPiBHSHHS.

Cunrynsp® cinig 3aCTOCOBYBaTH B I1ePiof BariTHOCTI JUIlle 3a SBHOI IOTPEOHU.

I'odysanHsa 2py0d0w. [locTifXKeHHS Ha IIypax NPOAeMOHCTPYBay, 10 MOHTEYKacT IPOHUKAE B
MOJI0KO. HeBiioMoO, 4Y¥ BUBOOUTHCS MOHTEJIYKACT 3 IPYIHUM MOJIOKOM Y XKiHOK.

Cunrynsip® MoxXHa 3aCTOCOBYBATH B IIepioj rofyBaHHS I'PYONI0, TiIMbKH SKIIO IIe
BBaXKa€ThCSI 0€3YMOBHO HEOOXiOgHUM.



30amHicmb eniueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

He ouikyeThCs, 110 MOHTE/IYKacCT BIJIMBAaTUMe Ha 30AaTHICTh IallileHTa KepyBaTu
aBTOTPaAHCIOPTOM abo iHIMMMHU MexXaHi3MaMu. [IpoTe [yKe PiAKO MOBiAOMIISTIOCS IIPO
COHIUBICTH a00 3aITaMOPOYEHHS.

Cnocid 3acmocyeaHHsi ma do3u.
TabmeTKu cItif pPo3:XKyBaTH Iepej KOBTAHHSIM.

[TarieHTaM 3 aCTMOIO Ta allepPriyHuM PUHITOM (CE30HHUM Ta IiJIOPiYHUM) HEO0OXigHO
npuiMaTi 1 TabneTKy XKyBanabHy 110 5 MT' 1 pa3 Ha fo0y. [ noJerimeH s CUMITOMIB
aJIeprivHoro PHHITY Yac npuiioMy IinOupaioTh iHOAUBiIyabHO.

[lns1 mikyBaHHSI aCTMU [03a AJ1s AiTel BiKOM Bif 6 10 14 pokiB CTaHOBUTH 1 XKyBalbHY
TabneTKky (5 Mr) Ha go0y, BBeuepi. CuHTynap® cip npuiiMaTty 3a 1 roguHy [0 inu abo yepes
2 rogunu micns imu. Hemae HeoOXigHOCTI B KOPEKITil mo3u [is ITi€l BiKOBOI rpymwu.

3azanvHi pexomeHOauii. TepaneBTUUHUH BILIUB JTiKapchbKoro 3aco0y CUHTYNsIp® Ha IOKa3HUKU
KOHTPOJTI0O aCTMHU HacTae ynpomoBx 1 mHs. [TamieHTaM ciiig peKoOMeHAyBaTH IIPONOBXKYBaTH
IpuUMaTH NiKapchkuil 3aci6 CUHTYsAp®, HaBiTh AKIIO JOCATHYTO KOHTPOJIIO aCTMH, a TAKOXK B
Iepiogy 3aroCTPEHHS aCTMHU.

HeMae He0oOXiTHOCTI B KOPEKIIil 031 [ MalliEHTIB 3 MOPYIIeHHSIM (QYHKIIii HUPOK abo 3
MOPYIIeHHSAMHU (PYHKIIi] IeYiHKHY Bifl TIETKOT0 10 CEPEeIHBOTO CTYIEeHs TIXKOCTi. HeMae
NaHUX BiTHOCHO MAlli€eHTiB 3 MOPYILIEHHAM (QYHKIIi1 MEeYiHKU TAKKOTO CTyIEHS TSKKOCTI.
Ilo3yBaHHA [OJI XJIOMYUKIB 1 [IBYATOK ONHAKOBE.

K anbmepHamusHull memood AiKy8aHHA 3aMiCMb HU3bKOO0308UX IH2AAAUIUHUX KOpMUKOCcmMepoioie
npu nepcucmyrouitt acmmi nee2ko20 cmyneHs. MOHTeNyKaCT He peKOMEeHOOBaHUM SK MOHOTeparis
IS TTALliEHTIB 3 IEPCUCTYIOU0I0 aCTMOI0 CEPETHBOr0 CTYNEeH. 3aCTOCYBaHHS MOHTETYKaCTy K
arbTepHATHBU HU3bKOMO30BUM iHTaJAIINHIM KOPTAKOCTEPOIaM y [AiTel 3 IepCUCTYI0Y0I0 aCTMOIO0
JIETKOTO CTYIIeHS CIIif PO3TJIAfaTy TiIbKU [ Mali€HTiB, y IKUX 3a OCTaHHiN Yac He OyI0 Cepio3HUX
HamafiB aCTMH, 110 BUMaraloTh 3aCTOCYBaHHS IIepOpalbHUX KOPTUKOCTEPOINIB, i IKi He MOXYTh
3aCTOCOBYBATH iHTaNALilHI KOPpTUKOCTEepoinu (muB. po3min «Ilokasanusa»). [lepcucryioda actMa
JIETKOTO CTYIIeHs BU3HauYeHa K BUHUKHEHHS CUMIITOMIB aCTMU 4acTiine 1 pa3y Ha TUXKOEHb, ajie
pigme 1 pa3y Ha feHb, BAHUKHEHHS HiYHMX CUMIITOMIB YacTille 2 pa3iB Ha Micsllb, ajne pipme 1 pady
Ha TUX[EeHb, HOpMaJibHa (PYHKIiS JIeTeHiB y Iepiogax Mix emnizogamMu. JKI0 JOCTaTHHOI'0 KOHTPOJIIO
aCTMU He NOCSITHYTO Yy MOJAbIIOMY (3a3BU4ail YIIPOMOBXK 1 Mics1ist) ciif BU3HAYUTH HEOOXioHICTh
IomaTKOBOI abo iHIOI MpoTU3anaabHOil Teparii, I'PYyHTYIYUCh Ha TIOCTiIOBHIM cucTeMi TiKyBaHHS
actmu. Criif nepioguyHo OLIiHIOBATU CTaH MALi€HTIB 00 KOHTPOJII0 aCTMU.

3acmocysaHHs nikapcbkozo 3acoby CuHzyaap® 3anedxcHo 8i0 iHwo20 aikysaHHa acmmu. Komu
nmikapcbKu# 3aci6 CuHTrynsap® 3acTOCOBYETHCS SK [OMATKOBA Teparis g0 iHransamiiHux
KOPTHKOCTEPOIMiB, TiKapchKuM 3aco6oM CHHTYNSp® He cllif pi3ko 3aMiHIOBATH iHTaNSIinHi
KOPTHUKOCTEPOInH (HuB. po3min «OcobIMBOCTI 3aCTOCYBAHHS»).



Limu. 3aCTOCOBYIOTH OiTSIM BiKOM Bif 6 0O

Ilepedo3yeanHns.

14 poxis.

2Kopgnoi cnenianbHOI iHdopMalii 11010 TiKyBaHHS ITepeqo3yBaHb JTiKapChKUM 3aCc000M
Cunrynsip® HeMae. Y X0[i JOCHiIKeHb XPOHIYHOl aCTMU MOHTEIyKacT IpU3HavdalIn B f03aX

no 200 Mr/go0y mOpOCIUM MalliEHTaM IMPOTATOM 22 TUXKHIB, @ Y KOPOTKOYaCHUX

nocnimxkeHHaxX - 0o 900 Mr/mo6y mpoTsAroM NpubIM3HO OOHOTO THUXKHS, IIPU 1IbOMY KITiHIYHO

BaxK/IMBi 00iYHi peakilii He BUHUKAJIH.

[Ipu mocTMapKeTUHIOBOMY 3aCTOCYBaHHI Ta Iif] YacC KIIIHIYHUX AOCIIIIXKeHb HaAX0ouJIu
TIOBiMOMJIEHHS IIPO TOCTPE Mepeao3yBaHHs JTiKapChKUM 3aco00M CuHrynsip®. Bonu
BKJTI0YaIX IPUKOM JIiIKapChKOT0 3aC00y MOPOCTUMH i [iThMU B [03aX, IO MEPEBUIIYIOThH
1000 mr (mpubnu3no 61 Mr/kr y ouTuHu BikoM 42 micsii). OTpumani KiiHiuHi i rabopaTopHi
maHi BimmoBiganu mpodino 6e3neKu y HOPOCIUX MallieHTiB i miTe#. Y 6inbuIocTi BumagkisB
nepeno3yBaHHs Mpo Mo0iYHi peakilii He moBimoMisamock. HalgacTiie crocrepiranucs
no6iuHi peakiii, 110 BifmoBimanu mpodinio 6e3meku mikapcbkoro 3acoby Cunrynsp® Ta
BKJII0YaIH: Oi/lb V 2KMBOTi, COHJIUBICTD, CIIPary, roja0oBHUM 0inb, 6/1F0BaHHS Ta ICUXOMOTOPHY

rinepakTUBHICTb.

HeBigoMo, 4u BUBOIUTHCS MOHTEIYKACT 3a JOIIOMOTOI0 IIePHUTOHEaIbHOT0 Aiasidy abo

reMofiasisy.

ITo6iuni peakuii.

MoHTenyKacT OLiHIOBaBCA IIifl Yac KIiHIYHUX JOCIiAXKeHb: TabIeTKY XKyBa/lbHi 110 5 MT

3acTocoByBaiu mpubau3no 1750 mitsam

BiKOM Bif 6 1o 14 pokiB.

Y xomi KniHiYHUX JOCTiIXKeHb HUXK4Ye3a3HaueHi MobiyHi peakirii cmoctepiranucs 4acTto (Bif
= 1/100 mo < 1/10) y nauieHTiB, Ki OTpUMYyBaH JIIKyBaHHS MOHTEJIYKaCTOM, a TaKOX 3

Oi/IbIII0I0 YACTOTOIO, HiXK Y MAalli€HTIiB, A

Ki OTpUMYyBaJsu JIiKyBaHHS I11a1e6o0.

Taomuus 1

CucreMu opraHis

TliT BikoM

Bim 6 mo 14 pokiB

(omue 8-TuxHeBe gocaimxkeHHS; n = 201)
(mBa 56-THXXHEBUX MOCIIMXKEHHs; n = 615)

[TopymenHs: 3 60Ky HEPBOBOI CUCTEMHU

TooBHUH OiNb

[Tig yac KJIiHIYHUX OOCiAXKEHb IIPU IIPOJIOHTOBAHOMY JIiKyBaHHI HEBETMKOI KiJTbKOCTI



INOPOCNUX MallieHTiB YIIPOOOBXK 2 POKIB i AiTel BiKOM Bif 6 10 14 pokiB ynpomoBx 12 micsLiB
npodinsk 6e3meKu He 3MiHIOBABCH.

ITocmmapkemuHzo8ull nepiod

[ToGiyHi peakilii, po SIKi MOBiJOMIISANIOCH Y TOCTMapKETUHTOBUM TIe€pPiof, BKa3aHO 3TiIHO 3
KJlaCaMH{ CHCTEM OpTaHiB i 3 BUKOPHCTAHHSM CIelliaIbHUX TepMiHiB y Tabnuii 2. YacTtoTa
BH3Ha4YeHa 3TIJHO JaHUX KIIIHIYHUX JOCIIIXKEeHb.

Taonuis 2

Kjtacu cucteM opraHis

[To6iuHi peakiiil

YacTtoTa*

[HdeK1il Ta iHBa3ii

[H}eKIIil BepXHiX AUXaTbHUX HUIIXiB**

[yke 4acTo

[TopymeHHS 3 60Ky CHUCTEMU
KDPOBi Ta N1iM(aTUYHOI CUCTEMHU

TeHOEeHIIis [0 MOCUIIEHHS KPOBOTOYUBOCT]

Pigko

TpoMOonuTONEHST

[lyxe pigKo

[NopyuieHHS 3 60Ky iMyHHOI
CUCTEMU

Peaxliii rinepyyTIuBOCTi, B TOMY YUCJIi
aHadimakcisg

HeuacTo

Eo3rHOo(inbHA iHQiNbTpallisa NediHKI

[lyxe pigkKo

[TopymeHHS 3 60Ky IICUXIKT

[lopyIeHHs CHY, y TOMY YHCIIi Hi4Hi
KoliMapu, 6e3COHHS, COMHaMOYJTi3M,
TPUBOXKHICTb, aKUTallis, BKJII0Yalyu
ArpecUBHY MOBEIIHKY a00 BOPOXKICTH,
mempecis, ICUXOMOTOPHA
rimepakTUBHICTD (BK/II0YAKUYN
OpaTiBIXBICTH, HECIIOKIH, TpeMop§)

HeuacTto

[TopylIeHHs yBary, NOTiplLIeHHs 1aM sTi,
THK

Pinko

[amrounHalLil, ge30pieHTallis, CyliuganbHi
IyMKH Ta MOBeIiHKa (CYiluaanbHICTB),
00CeCHBHO-KOMITYIbCUBHI PO3JIafin,
nucheMis

[lyxe pigKo

i cepemoCTiHHSA

«Oco0IMBOCTi 3aCTOCYBaHHS»), IeTeHEBA
e03nHOGITiSg

[TopyuieHHS 3 00Ky HEPBOBOI 3amaMOpOYeHHSs, MIIIBICTE, HeuacTo
CHICTEMHU apecTesig/rinecresis, CygoMu

[TopyuieHHS 3 60Ky cepls [TanbmoiTanisa Pigko
[TopymenHs 3 60Ky guxanbHoi  |HocoBa KpoBoTeda Heuacto
CHCTEMH, OPTraHiB rPyAHOL KNiTKU|CurapoM Yapra - CTpocca (muB. po3min  |dyxe pigko

renaToIEeNNoNsApHEe Ta 3MilllaHe YpaxKeHHS
MeYiHKM)

[TopyuieHHS 3 60Ky NUTYyHKOBO-  |[iapess***, mymoTa***, GmoBaHHSI*** acTo
KHIIIKOBOTO TPAKTy CyXiCTb y POTi, JUCIIENCis HeuacTto
[TopyiieHHS 3 6OKY [TimBuIlIeHHS PiBHS TpaHCaMiHa3 HacTo
remnaTobiniapHoi cucteMu cupoBaTku (AJIT, ACT)

['enaTuT (BKJIIOUAIOYU XOJIECTaTUYHE, [lyxe pigKo

[NTopyureHHS 3 OOKY MIKipH i
MiJIIKIDHUX TKaHUH

EepuTEMa

Bucum*+* HacTo
['eMaTOMa, KPOTIMB'sIHKA, CBEPOiK Heuacto
AHTIOHEeBPOTUYHUM HaOPSIK Pigko
By3nukoBa epuTeMa, MyIbTu(HOPMHA [lyXe pigKo




[TopyuieHHS 3 60KY KiCTKOBO- ApTpasnrig, Mianrig, BKiIo4dawdu M'a3081 [Hedacto
M’SI30BO1 CUCTEMH i CIIOJIyYHOI  [cyZOMU

TKaHUHU
[TopymeHnHs: 3 60Ky HUPOK Ta Enype3 y mitei Heuacto
CEYOBUBITHUX IUISIXIB

3arasbHi po3nmamu i mobiuHi [Tipekcis**+* HacTo

peakllil, BUKIHKaHi TPUAOMOM

. ACTeHisI/BTOMA, H MaraHHS$, H STK HeugacT
JTikapChKOT0 3aco0y CTEHIs1/BTOMa, HefloMara , Habp €9acTo

*JacToTa BU3HaY€Ha 3TiIHO 3 4YaCTOTOIO MOBioMIeHD y 0a3i JaHUX KITiHIYHUX OOCTioXKeHb: TyXkKe
qacTo (= 1/10), gacto (Big = 1/100 mo < 1/10), Hewacrto (Big = 1/1000 mo < 1/100), pigko (Bim

= 1/10000 mo < 1/1000), myxe pigko (< 1/10000).

**1s mobGiyHa peakliiis criocTepiranacs 3 4aCTOTOIO «AyKe YacTOo» y MallieHTiB, fKi 3aCTOCOBYBaIX
MOHTEJTYKACT, @ TAKOXK Y IallieHTiB, sIKi OTpuMyBasny manebo, i yac KIiHiYHUX JOCTigKeHb.
¥ 1 mobiuHa peakllis crocTepiragacs 3 4acTOTOIO «4acTO» Y IallieHTiB, SKi 3aCTOCOBYBaIN
MOHTEJTYKacCT, @ TAaKOXK Y IallieHTiB, SKi OTpUMyBasu Iyanebo, mif Yac KIIiHiYHAX JOCTigKeHb.
*Pigko.

Tepmin npudamuocmi. 2 POKH.

He 3acTocoByBaTH JliKapChKuU 3acib micis 3aKiHUeHHS TepMiHy IPUAATHOCTI, 3a3HaYeHOT0
Ha YIaKOBIIL.

YMoBu 30epiranHsi.
30epiraTy B OpUTiHANbHIN YIIAKOBIIi IpK TeMIepaTypi ue suire 30 °C.

30epiraTy B HEOOCTYITHOMY OJISI [iT€M MiCIIi.

VYnakoBka.

[To 14 Ttabnetok y 6micTepi. [To 2 6ricTepu y KapTOHHIN KOPOOITi.

Kareropis Bigmycky.

3a penenToM.

BupOOHHK.
Mepk lapn i Joym B.B., Higepnaupou.

Opranon XeiicT 68, bemnbris.



Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MiCIsi IPOBaIKeHHs MOro JisIbHOCTI.
Baappepser 39, 2031 BH Xaapnewm, Hinepnaupnu.

Iapyctpienapk 30, 2220, Xeuct-on-peH-bepr, Bensris.



