IHCTPYKIIA

JJISI MEAUYHOT0 32CTOCYBAHHA JiKapChKOro 3aco0y

CUHI'YJISIP®
(SINGULAIR®)
Cknao:
oitoua peuoguHa: MOHTEIYKACT;
1 Tabnerka *yBajbHa MICTUTh MOHTEIIYKacTy HaTpi0 5,2 Mr (€KBiBaJIEHT MOHTEIYKACTY 5 MT);

oonomidxcni peuosunu: MaHiT (E 421), nentono3a MiKpOKpUCTaIYHa, T1IPOKCUIPOIIIENI0I03a, OKCHT
3amiza yepBonuii (E 172), HaTpito Kpockapmenosa, apoMaTu3aTop BUILHEBUH, acniaptam (E 951), marnito
cTeapar.

Jlikapcbka ¢gopma. TabieTku xyBabHi.
Ocno6ni @izuxo-ximiuni énracmueocmi: TAOMETKU >KyBaJlbHI MO 5 MI: pOXeBl KPYIJi JABOOIYKIIi
tabnetku 3 BugasieHUM HamrcoM «SINGULAIR» 3 ognoro 60oky Ta « MSD 275» — 3 iHII0T0.

dapmakoTepaneBTHYHa rpymna. 3acoOM A CHUCTEMHOTO 3aCTOCYBAaHHS MpPH OOCTPYKTHBHHX
3aXBOPIOBAHHSIX JAUXAIbHUX IUIAXIB. BlIoKaTOpH JeMKOTPIEHOBUX PELENTOPIB.

Koxg ATX R03D CO03.

Dapmaxonoziuni énacmusocmi.
Dapmaxoounamixa.

Mucreininneiikorpienn (LTCy, LTD4, LTE4) € mnoTyxHMMH eHKO3aHOiZaMM 3alajeHHs, 10
BUJUISIFOTHCS PI3HUMHU KJIITUHAMM, Y TOMY YHUCJI1 OTTACUCTUMU KIIITHHAMU Ta eo3uHOopimamu. L1 Baxsusi
MpOacTMaTH4YHI MeJiaTopu 3B’S3yIOThCA 3 UUcTeiHULIeHiKoTpieHoBUMH peuentopamu (CysLT),
MPUCYTHIMHU B UXaJIbHUX LUIAXaX JIOAUHM, 1 BUKJIMKAIOTh TaKy peakiio, K OpoHXocna3M, ceKpeLis
CIIU3Y, IOCUJICHHS IPOHUKHOCTI CYJIMH 1 30UIbIIEHHS KIJIBKOCT1 €03UHO(1TIB.

MoHnTenykacT npu nepopaibHOMY 3aCTOCYBaHHI € aKTUBHOIO CTIONYKOIO, SIKa 3 BUCOKOIO BHOIPKOBICTIO
1 cnopigHeHicTio 3B’s3yerbest 3 CysLTi-peuentopamu. 3rilHO 3 KIIHIYHUMH JOCITIIKCHHIMH,

MOHTEIIYKacT MpurHiuye Oponxocmasm micng iHramamii LTDy4 y nmo3i 5 wr. Bponxoaunararis

CIIOCTEPITaeThCS YIPOJIOBK 2 TOIUH MICIS MEPOPATBHOTO 3aCTOCYBaHHS, 11eH epeKT OyB aTlUTUBHHUM JI0
OponxoaunaTarii, cipuduHeHoi B-aroHictamu. JlikyBaHHS MOHTEIYKAaCTOM MPHUTHIUYBAJIO SIK PAaHHIO,
Tak 1 mi3HIO (a3u OpPOHXOKOHCTPHKIII, CIPUYMHEHOI AHTUTEHHOI CTHUMYJIAIi€0. MOHTEIyKacT
MOPIBHSHO 3 I1a11e00 3MEHIITY€E YUCITO €03UHOM1TIB eprudepruaHOi KPOB1 y JOPOCIUX MAIIEHTIB Ta TITCH.
VY Xoai oKpeMoro AOCIHIIKEHHS MPUHOM MOHTEIYKACTy 3HAYHO 3MEHIIYBaB YHCIO €03MHODLTIB y
JTUXAIbHHUX NUIAXaX (32 BUMipaMu MOKPOTHHHS). Y TOPOCIMX MAIli€HTIB 1 AiTeH BikoM Bix 2 10 14 pokiB
MOHTETYKACT TOPIBHIHO 3 TuIaeb0 3MEHIIy€e YUCIIO €03WHO(UIIB nmeprudepuyHoi KpoBi Ta MOKpaIIye
KJIIHIYHUA KOHTPOJIb aCTMH.



ITix yac KOCHiPKEHB 32 yU4acTIO AOPOCINX MOHTETyKacT y 1031 10 mr 1 pa3 Ha 100y MOpiBHAHO 3 I1a1e60
IIPOIEMOHCTPYBAB 3HAYHE MOJIIIIIIEHHS ToKa3HUKa paHkoBoro O®B | (3miHa Bix noyatkoBoro Ha 10,4 %
12,7 % BiINOBIAHO), paHKOBOI MiKOBOi mBUAKOCTI BuauXy (PIIIIB) (3miHa Big mouaTkoBoro Ha 24,5 11/xB
1 3,3 11/XB BIANOBIAHO) 1 JOCTOBIPHE 3MEHILEHHS 3arajbHOr0 3aCTOCYBAHHS [-aroHICTIB (3MiHa BiJ
mo4aTkoBoro Ha — 26,1 % 1 — 4,6 % BianmoBiaHO). [TominmmeHHs MOB1IOMJICHUX TAIlIEHTOM IMOKa3HUKIB
J€HHUX 1 HIYHUX CUMIITOMIB acTMH OyJIO IOCTOBIPHO KpallllM, HI’K IPY 3aCTOCYBaHHI I1aie0o.

JIOCHiDKeHHST 32 y4YacTIO JOPOCIUX TPOJIEMOHCTPYBAIM 3[aTHICTh MOHTEIYKACTy JOMOBHIOBATH
KIMHIYHUE eeKT IHradsmiiHuX KOPTHUKOCTepoifiB (3MiHAa (B %) IOYAaTKOBOIO IOKa3HUKA JUIs
IHTISIIIHHOTO OEKIIOMETA30HY 3 MOHTEIIYKacTOM IMOPIBHSHO 3 O€KJIOMETa30HOM BianoBiaHo 11t ODB :
5,43 % Ta 1,04 %; 3acrocyBanHs B-aronictiB: — 8,70 % Ta 2,64 %). [lopiBHSHO 3 IHTANALIKHUM
6exnomerazoHoM (200 Mkr 2 pas3u Ha 100y, crieiicepHHi MPUCTPiii) MOHTEIYKACT MPOJEMOHCTPYBAB
OUTBII MIBHJIIY MOYAaTKOBY BIJAIMOBi/Ib, X0Ua YMPOAOBXK 12-TH)KHEBOTO JTOCITIIKEHHS OCKIOMETa30H
CIPUYMHUB OUIBII BUPAaXEHUH CepelHii TepaneBTUYHUN e(deKT (3MiHa MOYaTKOBOTO MOKAa3HHMKA JJIs
MOHTEJIYKAcTy HOPIBHIHO 3 OexsioMeTa3oHoM BianoBiaHo At ODB: 7,49 % Tta 13,3 %; 3acTocyBanHs f3-
aronicta: — 28,28 % ta — 43,89 %). [IpoTe nopiBHAHO 3 OEKJIOMETa30HOM y OUTBIIOT KITbKOCTI MAIlI€HTIB,
K1 OTPUMYBAJIM JIIKYBaHHS MOHTEIIYKAaCTOM, JTOCSTHYTa MOJIOHA KiiHIYHA BiANoBiAs (To6TO y 50 %
TMAIIE€HTIB, K1 OTPUMYBAJIH JIIKyBaHHS OCKIIOMETa30HOM, TOCATHYTO noJinmeHHs ODPB | mpubauzHo Ha
11 % 1 Oinbiue NMOPIBHSAHO 3 MOYATKOBHUM, TOAI K y 42 % mamieHTIB, sIKi OTpUMYBAJIM JIIKYBaHHS
MOHTEIIYKAaCTOM, TOCATHYTO TaKoi * BiIMOBIi/1).

VY xoxi 8-THKHEBOTO JOCIIPKEHHS 32 y4acTio JIITeH BIKOM Bix 6 10 14 pokiB MOHTEIIyKacT y 1031 5 Mr
1 pa3 Ha 100y MOPIBHAHO 3 TUIANEOO JOCTOBIPHO MOKpAIlyBaB pecHipaTOpHy (YHKILiO (3MiHA Bif
noyaTtkoBoro nokazuuka O®B;: 8,71 % nopiBHsHO 34,16 %, 3MiHa moka3zHuka pankosoi [1I1B: 27,9 n/xB
nmopiBHsAHO 3 17,8 1/XB) 1 3HMKYBaB YacCTOTY 3aCTOCYBaHHS [3-aroHICTIB 3a MoTpeOoro (3MiHa Bif
MOYaTKOBOTO Moka3Huka Ha —11,7 % nopiBHsHO 3 +8,2 %).

VY xoni 12-MicSYHOTO MOCHTIPKEHHS TIOPIBHSAHHS €()EKTUBHOCTI MOHTEIYKACTy Ta IHTaJSAIIHHOTO
(bIyTHUKa30HY JIUIS KOHTPOJIIO aCTMH Y JIITEH BIKOM Bifl 6 10 14 pOKIB 3 IEPCHUCTYIOYOIO aCTMOIO JICTKOTO
CTYTMEHS, MOHTEIYKACT BHSIBJISB HE MEHITY €()EeKTHUBHICTh, HIX (DIyTHKA30H, IMIOA0 301IbIICHHS (Y
B1JICOTKOBOMY BHPa)XCHHI1) KITBKOCTI JHIB 0€3 3aCTOCYBaHHS IIBUAKOAIIOYUX JIIKAPCHKUX 3aCO0IB JJIst
HEBIJIKJIQ/IHOT TOTIOMOTH (TIEpBUHHA KIHIIEBA TOYKA). Y CEpPEeIHbOMY 3a 12-MicauyHUMN Mepio JiKyBaHHS
B1JICOTKOBH MOKa3HUK KUIBKOCTI JTHIB 0€3 3aCTOCYBaHHS HEBIAKIAJHOI Tepamii 30utbmmBcs 3 61,6 10
84,0 B rpymi MoHTenyKacTy i3 60,9 1o 86,7 B rpy1i guryTuka3oHy. Y rpymnax BiIMiHHICTb Y BiJICOTKOBOMY
BUpaXEHHI cepenHbokBagpatuyHoro (LS) 30inblIeHHS KUTBKOCTI JHIB 0€3  3acTOCYBaHHS
MIBUIKOIFOUMX JIIKAPCHKUX 3aCO0IB JIJIs1 HEBIIKIIAIHOT TOMOMOTH Oyjla CTaTUCTHYHO 3Havyma (—2,8 3
95 % M1 -4,7,-0,9), ane B Mexax 3a3/1ajerijb BCTAHOBJICHOI KIIIHIYHOI He MEHIIO1 €()eKTHBHOCTI.

MoHnTenykact i (pIyTHKa30H TaKOX IMOKPAILyBaIl KOHTPOJIb &CTMH BIJIHOCHO BTOPUHHUX 3MiHHUX, IO
OIIHIOBAJIUCS YIIPOJIOBXK 12-MICSYHOTO MEPioay JTIKyBaHHS.

O®B; 36umbmuBes 3 1,83 1 10 2,09 1y rpyni moHTenykacty i3 1,85 i 1o 2,14 1y rpyni payTuKa3oHy.
MixrpynoBa BiAMiHHICTh Moka3HUKa LS BigHOCHO 30inmbiienHss O®PB| cranoBuia —0,02 1 i3 95 %
JI-0,06, 0,02. Cepenne BiIcCOTKOBE 301IBIIICHHS B/l TOYaTKOBUX MOKa3HKKIB HasieskHOro OMDB | ckiano

0,6 % B rpymi JiKyBaHHS MOHTETyKacToM 1 2,7 % B rpymi JikyBaHHA (IyTHKa30HOM. BiaMiHHICTB
noka3Huka LS Big mouaTkoBuX moka3HUKiB HajexxHoro O®B; Oyna nocroBipra: —2,2 % 3 95 % I —

3,6,—0,7.



[Toka3HUMK KITBKOCTI MHIB 13 3acTocyBaHHSM [-aronicta 3Hm3uBcs 3 38,0 % mo 15,4 % y rpymi
MoHTenyKacTy 13 38,5 % 1o 12,8 % y rpyni ¢gayTtukazony. MiKrpymnoBa BiIMiHHICTb OKa3HHUKa LS
BiJIHOCHO BiJICOTKA JTHIB i3 3aCTOCYBaHHSM [3-aroHicta Oyna poctoBipHoro: 2,7 3 95 % /11 0,9, 4,5.

[Toka3HHK KiTHKOCTI MAaIi€HTIB 3 HAMaJoM acTMH (Hamaj acTMH BHU3HAUEHO SK TEpioj MOTipIICHHS
nepebiry acTMH, II0 BUMAarae JIiKyBaHHS NEpPOpaTbHUMU CTEPOiJaMu, HEe3aIJIaHOBAHOTO BiJBiTyBaHHS
JiKapsi, HeBIIKJIaHOI JomoMoru abo rocmitaiizaiii) ckias 32,2 % y rpymi MoHTenykacty i 25,6 % y
rpymi ¢piayTHka3zoHy; koediuieHT po30ixkHOCTi (95 % [II) nocroBipuuii: nopisnioe 1,38 (1,04, 1,84).

[Toka3HMK KUIBKOCTI TMAIli€HTIB, SKI 3aCTOCOBYBAIM CHCTEMHI (B OCHOBHOMY MeE€pOpajbHi)
KOPTUKOCTEPOiM B Mepio] AociipkeHHs, ckiaB 17,8 % y rpymi Monrtenykacty 1 10,5 % y rpymi
¢nyTuka3zony. MiXrpymnoBa BiIMIHHICTb TOKa3HuKa LS Oyna noctosipHoto: 7,3 % 3 95 % JA12,9; 11,7.

JlocToBipHE 3MEHIIEHHS OpOHXOCMa3My, MOB’s3aHOrO 3 (izmuHuM HaBaHTaxeHHsM (BDH), Oymno
MPOJIEMOHCTPOBAHO Tif Yac 12-THKHEBOTO JOCTiIKEHHS y AopocinX (MakcuManbHe 3HmkeHHs ODB,

22,33 % nns MoHTemyKacTy nmopiBHSIHO 3 32,40 % st utane6o0; yac 10 BITHOBJICHHS B Mexkax 5 % Bif
nouatkoBoro O®B| 44,22 xB mnopiBHsHO 3 60,64 xB). Lleli edekr crnoctepiraBcsi ynpojuoBx 12-

THKHEBOTO Nepiony AociikeHHs. 3umkeHHs bOH Takox 0yino npoaeMoHCTPOBAHO i/l 4ac KOPOTKOTO
JOCTIPKEHHSI 32 y4acTiO JiTeld BikoM Big 6 m0 14 pokiB (MakcumanbHe 3HIKeHHS ODB| 18,27 %

MOpiBHSHO 3 26,11 %; yac 1o BigHOBICHHS B Mexax 5 % Bix moyatkoBoro O®B; 17,76 xB MOpiBHSIHO 3

27,98 xB). Edext B 060X H0CHIHKEHHAX OYB MPOJEMOHCTPOBAHUH B KiHII IHTEpBaLy TP MPUHOMi OAUH
pa3 Ha 100y.

VY mami€eHTiB 3 YyTIUBICTIO O acHipHHy, SKi OTPUMYBAIM MOTOYHY TEpaIiio IHTAJALIHHUMU Ta/abo
NEepOpPATbHUMHU KOPTHKOCTEPOiaMu, JIIKyBaHHS MOHTEITYKAaCTOM HMOPIBHIHO 3 TU1aled0 MpU3BOANIO A0
3HAYHOTO TOJIIMIIIEHHS KOHTPOJIO acTMH (3MiHa mouyaTkoBoro mnokasauka O®B; cranoButh 8,55 %

npotu —1,74 % 1 3MiHa BiJ MOYaTKOBOI'O B 3HMKEHHI 3arajJbHOro 3acTocyBaHHA B-aronicta —27,78 %
npotu 2,09 %).

Dapmaxoxinemuxa.

Abcopoyis

MoHTeyKacT MBUAKO BCMOKTYEThCS MICHsI IIEPOpaIbHOTO Mpuiiomy. [Ticist 3acTocyBaHHS JOPOCITHMU
HaTIe TabJETOK, BKPUTHX ILTIBKOBOIO 00OJOHKOIO, 0 10 Mr, cepeqHs MakCUMallbHa KOHIICHTpAIis
(Cinax) Y mnasmi kpoBi nocsiranacs uepes 3 rogunu (T, ). Cepenns 610A0CTYNHICTh IPU NEPOPATLHOMY

3acTOCyBaHHI ckianae 64 %. Ilpuitom 3BHUaitHOl i1 He BIIMBaB Ha 0iogocTynHicTh 1 HA Cpax TIpU

nepopaibHOMy 3acTocyBaHHI. besneka 1 edeKkTHBHICTH OynaM MIATBEPIKEHI IMiJ Yac KIIHIYHUX
JOCTIKEeHb TPU 3aCTOCYBaHHI TabJIETOK, BKPUTUX TUTIBKOBOKO 000JI0HKOI0, 10 10 Mr, HE3aJeKHO Bij
qacy npuiiomy xi.

J171s TabNeTOK )KyBaJIbHUX MO 5 MT MOKa3HUK Cppy5¢ Y IOPOCTUX TOCSTABCA Yepe3 2 TOAUHHU MicIs IpUioMy

Hate. Cepens 01010CTYIHICTB MTPH MEPOPATLHOMY 3aCTOCYBaHHI ckianae 73 % i 3HmKyeThCs 10 63 %
MIPY IPUHAOMI 31 CTAaHJAPTHOIO 1XKETO.

Posnooin

[Tonan 99 % MoHTemyKacTy 3B'sI3yeThCsl 3 OlnkaMu 11a3Mu KpoBi. O0’eM po3MOiTy MOHTEITYKACTy B
cTamioHapHiii (a3i B cepeqHpbOMy CTaHOBUTH Bif 8 mo 11 miTpiB. Y X0zl MOCHIKCHb Ha MIypax i3



3aCTOCYBaHHSAM DPAaJiOaKTUBHO MIYEHOTO MOHTEIYKACTy IMPOXOKEHHsS yepe3 reMaToeHuedaniyHui
Oap'ep Oyno MiHiManbHUM. KpiM Toro, y BeCiX IHIIMX TKaHMHAX KOHLEHTpAlii MO3HAYEHOTO
panioi3oTonom mMarepiaiay yepe3 24 roJUHHU Hiciis NPUHOMY 103 TaKOK BUSBUIIMCS MiHIMAJIbHUMHU.

Memabonizm

MoHnTenykacT akTUBHO MeTabomi3yeThes. Ilin yac mocnmipkeHp 13 3aCTOCYBaHHIM TEPaNeBTHYHHUX /103
KOHIIEHTpaLlli MeTaboIiTIB MOHTEIYKACTY Y CTAlllOHAPHOMY CTaHi I1a3MH KPOBi B IOPOCIUX 1 MAIlIEHTIB
JUTSYOTO BIKYy HE BU3HAYAIOTHCS.

[Mutoxpom P450 2C8 € ocHOBHUM (epMeHTOM y MeTaboui3Mi MoHTenyKacTy. KpiMm Toro, nuroxpomu
CYP 3A4 1 2C9 BinirpatoTh He3HaYHY POJIb Y METab0II1i3M1 MOHTEIIYKACTy, X04a ITpakoHa30J1 (1Hri0iTop
CYP 3A4) ne 3MiHIOBaB (papMaKOKIHETHYHI OKA3HUKHW MOHTEIYKACTY Y 3J0POBUX JOOPOBOJIBLIB, K1
orpuMmyBasii 10 Mr MoHTenmykacTy Ha 100y. 3riHO 3 pe3yJbTaTaMH JAOCHIDKEHb in Vitro 3
BUKOPUCTaHHSAM MIKPOCOM IEYiHKH JIFOJUHH, TEPANEeBTUYHI IJIa3MOB1 KOHLIEHTPAIil MOHTEIYKacTy He
MpUTHIYYIOTh IuToXpomu P450 3A4,2C9, 1A2,2A6,2C1912D6. YuacTs MeTabOMITIB y TEpANIEBTUUHIM
111 MOHTEYKACTy € MiHIMaJIbHOIO.

Buseoenns

Knipenc MoHTenykacTy B I1a3Mi KpOBi y 30POBUX JJOPOCIUX T0OPOBOJIBIIB y CEpeTHHOMY CTAHOBUTh
45 mn/xB. I1icns nepopaabHOro NpUHOMY MOHTEIIYKACTY, MIi4€HOTO 130TO1OM, 86 % BUBOIUTHCS 3 KAJIOM
npotsirom 5 axiB 1 meHme 0,2 % — 13 ceyero. Y CyKymHOCTI 3 010JJOCTYNHICTIO MOHTEIYKAcTy IpU
nepoparbHOMY 3aCTOCYBaHHI 1Iei (pakT Bka3ye, 1[0 MOHTEIYKACT 1 HOro MeTaboiTH Maiike MOBHICTIO
BUBOJATHCS 3 )KOBUIO.

DapmakoKkinemuxa 6 pi3HuxX cpyn nayieHmis

JUist mai€eHTiB 13 HOPYLISHHAM (QYHKIIT MEYiHKH JIETKOTO a00 CepeIHbOr0 CTYNEHS TSHKKOCTI KOPEKIIist
71034 He oTpiOHa. JlocmiKeHHs 3a y4acTIO MalLi€HTIB 3 MOPYIIEHHIM (YHKIIIT HUPOK HE IPOBOIMIINCS.
OCKiTbKM MOHTENTYKACT 1 HOro MeTa0OJITH BUBOIATHCSA 3 KOBUIO, KOPEKIIis 03U AJIs MAIiEHTIB 3
NOpyLIeHHsAM (DYHKIIIT HUPOK He BBaKaeTbcs HeoOXinHow. JlaHux mpo Xxapaktep (apMaKOKIHETHKH
MOHTEIIYKAcTy Yy TAalli€HTIB 3 MOPYIIEHHSIM (YHKINi ME4iHKH TSHKKOrOo CcTymneHs (moHan 9 OamiiB 3a
mkanorw Yainaa-I1'10) Hemae.

ITpu npuitoMi BeNUKUX 103 MOHTETyKacTy (1o B 20 Ta 60 pa3iB mepeBUILyBalU 103y, PEKOMEHIOBAHY
IUIL TOPOCIIMX) CIIOCTEPIranocsl 3HWKEHHSI KOHIeHTpauii Teodininy B rua3mi kpoBi. Lleit egext He
CIIOCTEpIraeThCs MpH MPUHOMI peKOMeH10BaHoi 103U 10 Mr oauH pa3 Ha 100y.

KuiniyHi XapaKTepucTHKH.

Ilokazannsa.

Sk nogaTKoBe JTiKYBaHHS P OpOHX1adbHINM aCTM1 y MALI€HTIB 3 IEPCUCTYIOYOI0 ACTMOIO BiJ JIETKOTO 10
CepeIHbOr0 CTYIEHs, sIKa HEAOCTATHRO KOHTPOIIOETHCS IHTANAIHHUMU KOPTUKOCTEPOiIaMH, a TaKOXK
IIpU HEJOCTATHbOMY KIIIHIYHOMY KOHTPOJI acTMH 3a JOMOMOTOI0 aroHICTIB [-aJpeHopenenTopiB
KOPOTKOI Aii, SIKi 3aCTOCOBYIOTh IIPU HEOOX1AHOCTI.

SIK anbTepHATUBHUI METOJ| JIKYyBaHHS 3aMIiCTh HHU3bKUX 03 IHTSILIHHUX KOPTHUKOCTEPOIMiB IS
MAIIEHTIB 3 NEPCUCTYIOYOIO ACTMOIO JIETKOTO CTYIEHS, Y IKUX HE BIIMIYaJIX MPOTATOM OCTaHHBOI'O Yacy
CepHO3HMX HamadiB OpoHXiadbHOI AacTMH, MO0 MOTPeOyIOTh 3aCTOCYBaHHS IEPOPATBHUX
KOPTUKOCTEPOIiB, a TAKOXK SIKI HE MOXYTh 3aCTOCOBYBATH 1HTAJIALIMHI KOPTUKOCTEPOI TN (IUB. PO3ILI
«Crioci6 3acToCyBaHHS Ta JO3M»).



[IpodinakTuka acTMH, JOMIHYIOUMM KOMIIOHEHTOM SIKOi € OpOHXOcma3M, 1HIYyKOBaHUH (i3WYHUM
HaBaHTAXXECHHSIM.

[TonermenHss CHUMOTOMIB CE30HHOTO Ta LIJOPIYHOTO ajepriuHoro puHITY. PHU3MKM BUHMKHEHHS
MICUXOHEBPOJIOTIYHOI CHMIITOMAaTHKH Yy TALI€HTIB 3 aJepriuHUM pPHUHITOM MOXXYTh MEpPEeBHUILYBaTH
KOpUCTh BiA 3actocyBaHHS Cunrynsap®, tomy CuHryasp® HEOOXiIHO 3aCTOCOBYBaTH B SIKOCTI
mpemnapaTy pe3epBy y MAIli€HTIB 3 HEQJEKBATHOIO BIIMOBIAI0 a00 HEMEPEHOCUMICTIO albTePHATUBHOL
Teparii.

IIpomunokaszanna.

[TigBuIieHa Yy TAUBICTH 10 OYAb-SIKOTO 3 KOMIIOHEHTIB JIIKApPCHKOTO 3aC00Y.

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uOU 63aEMO0iil.

Cunrynsap® MoXHa IPU3HAYATH Pa30M 3 IHIIUMU JTIKAPCHKUMH 3aC00aMHU, 1110 3a3BUYail 3aCTOCOBYIOTHCS
Ui IpOo(IaKTUKKU a00 TPUBAJIOro JIKyBaHHS acTMu. llpu mocmimpkeHHI B3aeMoOJil MK JIKapChbKUMHU
3aco0aMi PEKOMEHJIOBaHa KIIIHIYHA J103a MOHTENyKacTy He Majia BaXXJIMBOTO KJIIHIYHOTO BIUIMBY Ha
(bapMakOKIHETUKY TaKHX JIIKAPCHKUX 3aco0iB: Teo(iNiH, MNpenHI30H, MPEIHI30JI0H, MepopabHi
KOHTpAIIENITUBY (€THHIJIECTPai0JI/HOpeTUHAPOH 35/1), TepdeHa ut, IMroOKCHH Ta BappapuH.

V naui€eHTiB, AKi 0AHOYACHO MpuiiManu peHobapO6iTal, IIoIa i KpUBOIO «KOHIEeHTpalis —gac» (AUC)
IUIE MOHTENYKacTy 3HMXKyBanacs npuOmu3Ho Ha 40 %. OCKUIBKM MOHTEIYKacT MeTabodi3yeTcs 3a
nornomororo CYP 3A4, 2C8 i 2C9, HeobOxigHO OyTH 00Epex HUM, OCOOTUBO IIOAO MITEH, SKIIO
MOHTEJIYKacT MPU3HAYaloTh oHOYacHO 3 inaykropamu CYP 3A4, 2C8 1 2C9, nanpuknan GeHITOTHOM,
(benobapbiTanzoM 1 pupamMminuHOM.

JloCHiDKeHHS in Vvitro TIOKa3ajM, 110 MOHTeNIyKacT € noTyXHuM iHridiropom CYP 2C8. Ilpote nani
KIIIHIYHOTO JTOCJIJKSHHSI B3a€EMOIIT JTIKapChbKUX 3aC00iB, 0 BKIOYAIOTh MOHTEIYKACT 1 PO3UIIITa30H
(MapkepHuU#l cyOcTpart; JiKapchKuil 3acib, mo meradomizyeTbes 3a gornomoror CYP 2C8), moka3zainu,
110 MoHTenyKacT He € iHrioiTopom CYP 2C8 in vivo. TakuM 4NHOM, MOHTETYKACT HE BIUTUBAE 3HAYHOIO
MIpOI0 Ha MeTaboIi3M JIIKapChbKUX 3aco0iB, 110 METa0OMi3yIOThCSA 32 JOMOMOTOI0 IIOro (EepMEHTY
(HampuKJIaa NaKiIiTakcely, pO3UINIITa30Hy Ta penariiHiay).

[Tix gac gocmimkeHs in vitro 0yn0 BCTAaHOBIEHO, 110 MOHTeTyKacT € cyoctparom CYP 2C8 i meHmIow
Miporo 2C9 ta 3A4. ¥V xo/i KJIIHIYHOTO AOCTIIKEHHS B3a€MOJIT TIKapChbKUX 3ac00iB 13 3aCTOCYBaHHAM
MOHTenyKacTy 1 remdioposuny (iuriditopy CYP 2C8 i 2C9), remdiOpo3un miABUINYBAaB CUCTEMHY
eKCIO3HUIIII0 MOHTeNyKacTy B 4,4 pa3a. [Ipu oqHO9acHOMY 3acTocyBaHHI 3 reM}i0po3uiom abo iHIIUMHU
notyxHuMH 1Hri6iTopamu CYP 2C8 kopekiiist 1034 MOHTeNyKacTy He MOTpiOHa, ajne JiKap MOBHUHEH
BPaxoBYBAaTH IMiJIBUILEHUHN PU3UK BUHUKHEHHS OOIYHUX PEaKIii.

3a pe3ynpTaTaMu JOCHIJUKEHb i1 Vitro, He OYIKYETbCS BUHUKHEHHS KJIIHIYHO BaXKIMBUX B3a€EMOJIH 3
MeHII noTy>KHUMH iHri6iTopamu CYP 2C8 (nanmpukiaz 3 TpumeronpumoM). OqHOYACHE 3aCTOCYBAaHHS
MOHTEJIYKacTy 3 ITpakoHa30joM, cuibHUM iHrioiTopom CYP 3A4, He mpu3BoAWiIO A0 ICTOTHOTO
MiABHUILIEHHS CUCTEMHOI €KCITO3UIII] MOHTEITYKACTY.

Ocobueocmi 3acmocyeanns.



[TamienTiB HeoOXigHO momepenuTH, Mo CHHryIIp® Ui MepopajbHOro 3aCTOCYBaHHS HIKOJIM HE
3aCTOCOBYIOTH JJIsl JIIKyBaHHS TOCTPUX HAIaiB aCTMH, a TAKOXK PO Te, 110 BOHU IMOBUHHI 3aBX/I1 MaTu
npu cobi BIAMOBIAHMNA JIIKapChbKuil 3acid exctpeHoi pomomoru. Ilpu rocrpomy Hamami ciix
3aCTOCOBYBaTH IHTansidHI [-aroHicTd KopoTkoi nii. [lamieHTH TIOBMHHI — SIKHAWIIBHIIIE
IIPOKOHCYJIBTYBATHUCS 3 JIIKApEM, SIKIIIO0 BOHM NOTPeOYIOTh OLIbIIOT KIBKOCTI J-aroHicTa KOPOTKOI Jii,
HIX 3a3BHYail.

He cnig mpoBoauTu pi3koi 3aMiHM IHTAIAIMIAHUX a00 MEPOPATbLHUX KOPTHKOCTEPOITHUX IperapaTiB
nikapchkuM 3acoooM CHHTYISIp®.

Hemae nanux, siKi MiATBEPAXKYIOTb, 110 103y MEPOPaTbHUX KOPTUKOCTEPOiliB MOXKHA 3MEHLIUTH NpU
OJTHOYaCHOMY 3aCTOCYBAaHH1 MOHTENYKAacTy.

[ToBimomsIOCs PO BUHUKHEHHS NICMXOHEBPOJIOTTUHUX PEakKLii y JOPOCIUX, MATITKIB Ta JITeH, sKi
3actocoByt0Th CuHTYIsIp® (muB. po3ain «lloGiuni peakmii»). IlamienTn Ta nikapi MOBHUHHI OyTH
YBOXHUMH J0 TICHXOHEBPOJIOTIUHUX peakiliid. [lamientam Ta/abo mormsiadam Ciif JaTv BKa3iBKH MPO
Te, 100 BOHU MOBIAOMIISIIIM CBOTO JIiKaps y pa3i BAHUKHEHHS TaKUX peakiiil. JIlikapi HOBUHHI peTeNbHO
OLIIHIOBATH PU3UKHU Ta MepeBaru MpoJOBKEHHs 3aCTOCYBaHHSA JiKapchbKoro 3aco0y CuHrynsap®, sxino
TaKi peakilii BUHUKAIOTh.

VY NOOIMHOKMX BUMAJIKaxX Y MAlli€HTIB, SIKI OTPUMYIOTh MPOTHACTMATHUYHI 3aco0H, B TOMY YHCII
MOHTEIIYKacT, MOXKE CIIOCTEpIiraTHCs CUCTEMHA €03WHO(MIIIS, 1HKOIU Pa3oM 3 KIIHIYHUMH MPOSBAMU
BaCKyJIITy, Tak 3BaHuM cuHapoMm Yapra — Crpocca, JiKyBaHHS SKOTO MPOBOIMTHCSA 32 JOIIOMOIOIO
CHCTEMHOI KOpTHKOcTepoinHoi Tepamii. Taki Bunaaku 3a3Buvaii (ajge He 3aBxkaAu) Oy HOB’s3aHi 31
3MEHIIEHHSAM /103U a00 BiIMIHOIO KOPTHKOCTEpOinHOro 3acoly. IMOBIpHICTH TOrO, 110 aHTaroHiCTH
JEMKOTPIEHOBUX PELETITOPiB MOXKYTh OyTH MOB’s13aHi 3 MOsiBOIO cuHApoMy Yapra — CTpocca, He MOXKHa
crpocTyBaTu abo miaTBepAUTH. Jlikapi MOBUHHI aM’ATaTH PO MOXIJIMBICTh BUHUKHEHHS Y MALlI€HTIB
€03MHO( 1111, BAaCKYJITHOIO BUCHUIIAHHS, TOTIPIIEHHS JETeHEBOI CUMIITOMATUKH, YCKIaJHEHHS 3 OOKY
cepus Ta/abo Heiipomnatii. IlamieHTiB, y SKMX BUHUKIM TaKi CUMIITOMHM, CJiJl TIOBTOPHO OOCTEKHUTH 1
NEPEerITHYTH IXHIO CXeMY JIIKYBaHHS.

JlikyBaHHSI MOHTEIYKACTOM HE Jla€ 3MOTHW MAaI[ieHTaM 3 aclipHUH3aJIe)KHOI AaCTMOIO 3aCTOCOBYBATU
acIipyH YM 1HII HECTePOiIHI MPOTU3aNaIbHI 3aCO0H.

Cunrynap® MicTuTh acmapraMm, SKud € jpkepenoM (¢eHutananiny. [lamientam, XBopuM Ha
(eHinkeToHypito, He0OX1IHO BPaxOBYBaTH, 110 1 KyBajbHa TabieTKa 10 5 MI MICTUTH (eHUIANaHiH y
KUJTbKOCTI, ekBiBanieHTHiH 0,842 Mr ¢eHinanaHiHy Ha J03Y.

Jlikapcekui 3aci® MicTuTh MeHIIe 1 MMoJIb (23 Mr) HaTpiro Ha TabJIeTKY, TOOTO MPAKTUYHO BUIBHUH BiJ
HaTpiIo.

3acmocysanns y nepioo eacimmocmi abo 200y8anus 2pyooio.

Bazcimnicms. JlocmikKeHHs Ha TBapuHaX HE JIEMOHCTPYIOTh IIKIJUIMBOTO BIUIMBY Ha BariTHIiCTh a0o
eMOpioHaJIbHUI/ (peTaTbHUIA PO3BUTOK.

HasBHi naHi 3 omyOniKOBaHUX MPOCIEKTUBHUX Ta PETPOCIEKTUBHUX KOTOPTHHUX JAOCHIDKEHb 13
3aCTOCYBaHHSAM MOHTENYKAacTy BariTHUMH JKIHKaMHU, SIK1 OLIIHIOIOTh 3HAUYILI BPO/XKEHI BaJu y JiTeH, HE
BCTaHOBWJIM PU3UKY IOB'SI3aHOTO 31 3aCTOCYBAHHSAM JIIKapchKoro 3aco0y. HasiBHI JOCHIKEHHST MalOTh
METOOJNOTIYHI OOMEKEHHs, BKIIOYAIOYM HEBEIMKHA po3Mmip BUOIpKHM, B JESIKUX BHIAAKaX
PETPOCIIEKTUBHUIM 301p JaHUX, 1 HECYMICHI I'PyNH NOPiBHSAHHSL.

Cunrynsap® ciif 3acTOCOBYBATH B IEPio/] BariTHOCTI JIUILE 32 SIBHOI OTPEOH.



T'ooysanus 2pyooro. JlocnipkeHHs Ha Ilypax MpoAeMOHCTPYBAJIH, 1110 MOHTEIIYKACT IPOHUKAE B MOJIOKO.
HeBinomo, 4n BUBOUTHCS MOHTEIIYKACT 3 TPYAHUM MOJIOKOM Y JKIHOK.

Cunrysssp® MOXHa 3aCTOCOBYBAaTH B TIEPiOA TOAYBaHHS TPYAII0, TUIBKH SKIIO II€ BBa)KA€ThCS
0€3yMOBHO HEOOXITHUM.

30amuicms  enaugamu Ha WEUOKICMb peakyii npu Kepy8aHHi ABMOMPAHCNOPMOM abo IHUUMU
Mexarnizmamu.

He ouikyeThcs, 1110 MOHTENYKACT BIUIMBATUME Ha 3AAaTHICTH MallieHTa KepyBaTH aBTOTPAHCIIOPTOM abo
1HIIMMEU MexaHi3MaMu. [IpoTe myske piKo MOBIIOMIISIOCS PO COHIMBICTH a00 3aIIaMOPOUYECHHS.

Cnoci6 3acmocysannsa ma 0o3u.
TabneTku ciif po3KyBaTu Mepel KOBTaHHSIM.

[TamieHTamM 3 aCTMOIO Ta aJepriuHUM PUHITOM (CE30HHUM Ta LUIOPIYHMM) HEOOXigHO mpuiimaTtu 1
TabNeTKy XyBaJibHY MO0 5 Mr 1 pa3 Ha noOy. [ mojermeHHss CUMITOMIB ajepriyHOro pUHITY Yac
npuiioMy miIOMparoTh 1HIUBITyalbHO.

Jlnis mikyBaHHSI aCTMH 1032 JJIs JiTei BikoM BiJ 6 10 14 pokiB cTaHOBHTH | KyBaJbHY TaONeTKy (5 MT)
Ha 100y, BBeuepi. Cunrynsp® crmig npuitmaru 3a 1 roauny 1o iau abo dyepes 2 roaunu micis ign. Hemae
HEOOX1THOCTI B KOPEKIIii 103U AJIs I[i€1 BIKOBOI TPyIIH.

3acanvui pexomenoayii. TepaneBTUYHMI BIUIMB JKapchbKoro 3aco0y CuHrymsap® Ha MOKa3HUKU
KOHTPOJIIO aCTMHU HacTae ynpoJosxk 1 aus. [lamienTam ciiJi peKOMEeHyBaTH MPOAOBKYBAaTH NpUitMaTu
mikapcbkuil 3aci6 CuHTYIsIp®, HaBiTh SKIIO JOCATHYTO KOHTPOJIO acTMHM, a TaKoX B MEpioau
3aroCTPEHHs aCTMHU.

Hemae HeoOXi1HOCTI B KOPEKIIiT 03U JUTsl ALli€HTIB 3 MOPYIIEHHAM (YHKIIi HUPOK a00 3 MOpYIIEHHAMHU
(GyHKIIIT TIEYiHKH BiJ JIETKOTO J0 CEPEIHBOTO CTYHeHs TSHKKOCTI. Hemae maHuMX BiJHOCHO MAlli€HTIB 3
nopymeHHssM (QyHKII{ MEeYiHKU TSHKKOTO CTYMEHS THKKOCTI. J{o3yBaHHS AJ XJIOMYMKIB 1 JIBYATOK
OJTHAKOBE.

Ak anbmepHamusHuii Memoo 1iKY8aHHS 3AMICb HUZLKOO0308UX IHSANAYIUHUX KOPMUKOCMEPOioie npu
nepcucmyouii. acmmi neckoeo cmynens. MOHTEIyKacT HE PEKOMEHJIOBaHMN SIK MOHOTepamis s
NAIl€HTIB 3 TEepPCUCTYIOYOI aCTMOI0 CEpPEeIHBbOrO CTYIMEeHs. 3aCTOCYBaHHS MOHTEIYKACTy SIK
aJIbTEPHATHBH HU3bKOJI030BHM 1HTASAMIMHAM KOPTHKOCTEpPOilaM y IiTeH 3 MepCUCTYIOYOI0 acTMOIO
JIETKOTO CTYIIEHS CJiJl pO3IJISLIATH TUIBKU JUIs MAILE€HTIB, y SKUX 332 OCTaHHIN yac He OyJo cepio3HUX
HamaJiB acTMHM, IO BUMAararoTh 3aCTOCYBAaHHs IMEPOPATbHUX KOPTHUKOCTEPOIMiB, 1 SKI HE MOXKYTh
3aCTOCOBYBATH IHraALIHHI KOpTUKOCTepoinu (auB. po3ain «Ilokazanus»). [lepcucTyroda actma 1erkoro
CTyNeHs BU3Hau€Ha K BUHUKHEHHS CUMIITOMIB acTMHU yacTime 1 pa3y Ha THXAEHb, ane piame 1 pazy
Ha JIeHb, BUHUKHEHHS HIYHUX CHMIITOMIB YacTille 2 pa3iB Ha MicsIb, ane pifme | pa3dy Ha THKICHb,
HOpMaJibHa (DYHKIIS JIETEHIB y Mepiofax MK emizozamu. SIKIIO TOCTaTHHOIO KOHTPOJIO acCTMH HE
JOCATHYTO Yy TOJANBIIOMY (3a3BHYail yrpoJoBxk | Micslis) CliJi BUBHAYUTH HEOOXIAHICTH JOJATKOBOL
a0o0 1HIIOI MPOTH3AMNANbHOI Teparlii, IPYHTYIOUUCh Ha IMOCIIIOBHINA cucTeMi JiKyBaHHA acTMmu. Ciiifg
NEPIOANYHO OLIHIOBATH CTaH MAIi€HTIB 111010 KOHTPOJIIO ACTMH.

3acmocysanns nikapcokoco 3acody Cuneynap® 3anedxcrHo 6i0 iHwoeo nikyeanus acmmu. Komn
mikapcbkuii  3aci6  CuHTysp®  3acTOCOBYEThCS K  JIOJATKOBAa Tepamis A0  IHTaIsAlidiHUX



KOPTUKOCTEPOifiB, JiKapchbkuM 3aco0oM CuHrymsip® He cinif pi3Ko 3aMiHIOBATH IHTaJSILINHI
KOPTUKOCTEPOiau (IuB. po3ain «OCOOIMBOCTI 3aCTOCYBaHHS» ).

imu. 3acTOCOBYIOTh AITSM BIKOM Bix 6 10 14 pokiB.

Ilepedosyeanns.

Konnoi cnenianbHOi iHpOpMaLii 040 JIKyBaHHS MEpeJo3yBaHb JIKapchbkuM 3aco0oM CHHTYIsp®
HeMae. Y XOJi JTOCHIIKeHb XPOHIYHOI acTMU MOHTENyKacT Mpu3Havyanud B fo3ax a0 200 mr/moly
JOPOCITUM TAIllEHTaM MPOTATOM 22 THXKHIB, 2 Y KOPOTKOYACHUX MOCHIKeHHAX — 10 900 mr/moly
IPOTATrOM MPUOIU3HO OAHOTO THXKHS, IPU IIbOMY KIIIHIYHO BaXJIMBI MOOI4HI peakilii He BUHUKAJIH.

[Tpu mocTMapKeTHHTOBOMY 3aCTOCYBaHHI Ta IMiJ Yac KIIHIYHUX JOCIIHKEHb HAJXOAMIN TTOB1IOMIICHHS
PO TOCTpe Mepeao3yBaHHA JTiKapchKuM 3aco0oM CHHTrynssp®. BoHu BKIIOYAIU MPHUIOM JIIKapChKOTO
3aco0y JOPOCIMMH 1 JITBMH B 032X, 110 nepeBuiytoTh 1000 mMr (mpubin3Ho 61 MI/Kr y AUTHHHU BIKOM
42 micsui). OTpumani KJIiHI4HI 1 7a00paTOpHI JaHi BiAMOBAaIM PO iiaro 6€3MeKH y TOpOCIUX Nalli€eHTIB
1 niteil. Y OUIBIIOCTI BUMAKIB MEpEA0O3yBaHHs PO MOOiIuHI peakuii He moBigomisuiochk. Haituactime
criocTepiraiucs nobiuHi peakiiii, 1o BiAMOBiganu npodito 6e3neku Jikapchbkoro 3aco0y CUHrynsp®
Ta BKJIIOYANU: OUIb y JKUBOTI, COHJIUBICTb, CHpary, rojOBHUH Oinb, OJIOBAaHHS Ta MCUXOMOTOPHY
rinepakTHUBHICTb.

HeBimomo, 41 BUBOJAUTHCSI MOHTEIIYKACT 32 JOMOMOTO0 MEPUTOHEATHHOTO Aializy abo reMoianisy.

Ho6iuni peaxuii.

MoHTenyKacT OI[iHIOBaBCS ITiJ] Yac KIIHIYHUX JIOCIIIKEeHb: Ta0JIEeTKH KYBaJIbHI IO 5 MT' 3aCTOCOBYBAIH
npubsmzHo 1750 mitam BikoM Bix 6 10 14 pokis.

VY xoai KITHIYHUX JTOCHIKeHb HIDKYe3a3HayeH1 MoO14HiI peakilii cnocrepiramucs yacto (Bix > 1/100 no
< 1/10) y namieHTiB, K1 OTPUMYBAJIH JIKyBaHHS MOHTEIYKAaCTOM, a TAKOX 3 OLIBIIOI0 YACTOTOIO, HIXK Y
MAIIE€HTIB, SIKI OTPUMYBAJIH JIIKyBaHHS I1a11e00.

Tabmuns 1

Cucremu oprasis it Bikom
BiZ 6 10 14 pokiB
(omne 8-TxHEBe nocaimkeHHs; n = 201)

(Ba 56-THKHEBHX JOCHIDKEHHS; n = 615)

[Topymienns 3 00Ky HEPBOBOi CHCTEMH I"onoBuwMiA 6116

[Tin yac KIIHIYHUX JOCHIIKEHb MPU IMPOJOHITOBAHOMY JIIKYBaHHI HEBEJIMKOI KUIBKOCTI JOPOCIUX
MAIIEHTIB YIPOAOBXK 2 POKIB 1 JiTel BikoM BiJ 6 10 14 pokiB ynponoBx 12 micsuiB npodias 6e3nexku
HE 3MIHIOBaBCSl.

TIlocmmapxkemuneosuii nepioo



[ToGiuHi peaxiii, Ipo SAKi MOBIAOMIISIOCH Y MOCTMApKETUHIOBHM MepioJ], BKa3aHO 3TiJIHO 3 KJacaMu
CHCTEM OPraHiB 1 3 BUKOPUCTAHHSM CIIeLiaIbHUX TEPMiHIB y Tabmu1i 2. YacToTa BU3HAUYEHA 3T1THO JAaHUX
KIIHIYHUX JJOCIIJIKEHb.

Tabmums 2
Knacu cucrem oprauis [ToGiuni peakii Yacrora*
Iadexuii Ta iHBa3il IHdexmii BepxHiX TuXanbHUAX OUIAXiB** Jyxe dacto
[Topymenns 3 Ooky cuctemu | TeHaeHIs o nocwieHHs | Pimko
KpOBI Ta JTiM(AaTUIHOT CUCTEMH | KPOBOTOUYHUBOCTI
TpomOoruTONIEeHIS Hyxe pigko
[Topymienns 3 Ooky imyHHOI | Peakuii rimepuyrnuBocti, B Tomy uucii | Hewacto
CHUCTEMH aHadimakcis
Eo3unodinbHa iHIIBTpaIis NeYiHKU Jlyxe pinko
[TopymienHs 3 60Ky NCUXIKH [Topymenns cHy, y Tomy uuciai HiuHi | Hewacro
KOIIMapu, O€3COHHS, COMHaMOYIIi3M,
TPUBOXKHICTh, @XKHTAIls, BKIIOYAIOYH
arpecuBHY TIOBEIIHKY a00 BOPOXKICTb,
Jenpecis, MICUXOMOTOPHA
TiNepaKkTUBHICTh (BKITFOUAIOYH
IPATiBIHBICTb, HECIIOKIi, TpeMop®)
[Topymienns yBaru, noripueHss nam’sTi, | Pigko
THK
lamonunarii, ne3opieHTanis, | Jyxe piako
cyiumganpHi JyMKA Ta  TOBEIIHKA
(cyiuuaanbHICTh), 00CeCHBHO-
KOMITYJIbCHBHI PO3J1a]iu, Tuchemis
[TopymienHss 3 OOKy HEpBOBOI | 3amaMOpOYEHHs, MIISIBICTB, | HeuacTo
CUCTEMHU napecTesisi/rinecresis, Cy10MH
[Topymienns 3 60Ky cepus [TanbmiTamis Pinko
[Topymenns 3 6oky amxanbHOi | HocoBa kpoBoTeua Heuacto
cucremu,  opradiB  rpyaHoi | Cunapom Yapra — Crpocca (muB. posain | dysxke piako
KIIITKU 1 CEPEeIOCTIHHA «OcobIUBOCTI 3aCTOCYBAaHHS»), JIET€HEBA
€03UHO( LTS
[Topymenns 3 60ky nuryHkoBo- | Hiapes™**, nymora™**, GmroBanns™** Yacrto
KHIIKOBOTO TPAKTY CyXicTb y poTi, IUCTIENCIs Heuacto
ITopymenns 3 ooky | IligBumenss piBHS TpaHcamina3 | Yacto
renaroouI1apHoi cucTeMu cupoBatku (AJIT, ACT)
lematut (BKIIOWarOuM XojectaTudde, | Jyxke pimko
rernaToLeNIONIIpHE Ta 3MILIaHE YPAKCHHS
TICY1HKH )
[Topymenns 3 Ooky mkipu 1 | Bucum*** YacTto
MIIIKIPHAX TKAHUH I'ematroma, KponuB'ssHKA, CBEPOIXK Heuacto
AHT10HEeBPOTUYHHNA HAOPSIK Pinxo
BysnukoBa eputema, MynbtudopmHa | lyxe pinko
epuTemMa




[Topymennss 3 OOKy KICTKOBO- | ApTpairis, miairisg, BKiIoyarouu M's30Bi | Hewacto
M’S130BO1 CHCTEMHM 1 CIIOJIyYHOI | CyJOMHU

TKaHUHH

[Topymennss 3 Goky Hupok Ta | EHype3y niteit Heuacro
CEYOBUBIHUX NIIAXIB

3aranpHi  posnmaam 1 moOiuHi | [Tipekcis®** YacTto
peakuii, BUKIMKaHI NPUHAOMOM | AcCTeHisi/BTOMA, HeJOMaraHHs, HaOpsK Heuacro

JTIKapChKOTO 3ac00y

*YacToTa BU3HAUCHA 3T1HO 3 YaCTOTOIO IMOBIIOMJICHB Y 0a31 JaHUX KIIIHIYHUX JTOCHIIKEHb: Ay)KEe 4acTo
(> 1/10), gacro (Bim > 1/100 no < 1/10), mewacto (Big > 1/1000 go < 1/100), pinko (Big > 1/10000 mno
< 1/1000), myxe pigko (< 1/10000).

**[{s moOIYHA peakirisi criocTepiransacs 3 4acTOTOIO <JIyXe YacTO» Y TAIll€HTIB, SKI 3aCTOCOBYBAH
MOHTETYKACT, a TAKOXK Yy MAIIEHTIB, K1 OTPUMYBAIH 1U1a1ie00, M1 9ac KITHIYHUX TOCITIKCHb.

***][s moOluHa peakIlisi crocTepirajacs 3 YacTOTOK «4YacTo» Y TMAIlE€HTIB, SKI 3aCTOCOBYBAJIH
MOHTEJTYKACT, a TAKOXK y MAIIEHTIB, K1 OTPUMYBAIH 1U1a1ie00, M1 9ac KITHIYHUX TOCITIKECHb.

§Pim<o.

Tepmin npuoamnocmi. 2 poxu.

He 3acTocoByBaTH JlikapchKuii 3aci0 micist 3aKiHYEHHS TEPMiHY NPUAATHOCTI, 323HAYE€HOT0 Ha YIAaKOBII.

YMoBHu 30epiranus.
30epiraTy B OpUTriHAJIBHINA yIaKoBIIl pu TemiepaTypi He Buie 30 °C.

30epiraTy B HEJOCTYITHOMY JIJIsl JITEH MICIII.

YnakoBka.

ITo 14 Tabnerok y 6mictepi. [1o 2 Giictepu y KapTOHHIM KOpOOTIi.

Kareropis Bigmycky.

3a peuenTom.

Bupoonuk.
Mepk llapm 1 Joym Jlimiten, Benuka bpuranis.
Mepk llapm i loym b.B., Hinepnanu.

[epinr-ITnay Jlabo H.B., benbris.

Micue3HaxoakeHHs1 BAPOOHUKA Ta ajJpeca Micls MPOBAIKEeHHS HOro AislJIbHOCTI.

LWoTToH JlenH, KpamninrtoH, Hoptym6epnena NE23 3JU, Benuka BputaHis.



Baapgepser 39, 2031 BH Xaapnewm, Higepnangw.

Ingyctpienapk 30, Xencrt-on-geH-bepr, 2220, benebris.



