IHCTPYKUIA
JJIS1 MeIMYHOT0 32CTOCYBAHHS JIIKAPCHKOIO0 32C00y

CUHI'YJIAP®

(SINGULAIR®)
Cknao:
0itoua peuosuHa: MOHTEIYKAacT;
1 Tabnerka, BKpUTa ILTIBKOBOIO 00OJIOHKOIO, MICTUTh MOHTENyKacTy HaTpito 10,4 Mr (eKBiBaJIeHT MOHTEIIYKacTy
10 mr);
O0ONOMIDICHI pedoguHY: T1IPOKCUIPOIIUILENION03a, LEeN0I03a MIKpOKPUCTaJIiuHa, JJAKTO3W MOHOTIIpaT, HaTpiro
KpOCKapMeIo3a, MarHilo creapar;
obononka mabaemxuy: TiAPOKCUIIPONUIIEII0I03a, METHIT1IPOKCUIIPONUILENtoi03a, Tutany miokeua (E 171),
okcuy 3aiiza uepBonuit (E 172), okena 3aniza xostuii (E 172), Bick kapHayOCHKHIA.
Jlikapcbka ¢popma.
TabneTku, BKpUTI MTiIBKOBOIO 000JIOHKOIO.
OcnosHi @isuxo-ximiuni énacmugocmi: OexXeBi, KBaJpaTHI TAOJNETKH 13 3a0KPYIJICHHUMHU KpasMH, BKPHUTI
TUTIBKOBOIO 000JIOHKOI0, 3 ipecoBanuM HamucoM «SINGULAIR» 3 ogHoro 6oky ta «MSD 117» — 3 iHmoro.
dapmakoTepaneBTHYHA rpyna. 3aco0u Ui CHCTEMHOTO 3aCTOCYBaHHS MPHU OOCTPYKTUBHHX 3aXBOPIOBAHHSX
IUXaTbHUX NUIIXiB. BiokaTopu 1edKoTpieHOBUX pelenTopiB.
Kox ATX R03D CO03.
Dapmakonoziuni enacmueocmi.
DapmakoouHamira.
Hucreinimetikorpienn (LTCy4, LTDy4, LTE4) € moryxHuMH elKkO3aHOIZaMH 3amlajieHHs, IO BHIUIAIOTHCS

PI3HMMHU KIIITUHAMH, Y TOMY YHCII OMACHUCTHMHU KIITHHaAMH Ta eo3uHOo¢imamu. Lli BakimuBi mpoacTMaTwyHi
Mefiatopu 3B’s3YIOThCS 3 nucreiHimekorpieHoBumMEu penenrtopamu (CysLT). Pemenrop CysLT 1-ro tumy
(CysLT1)3Hax0uThCsl y AMXAITBHUX MUIAXaX JIOAWHY (BKIIOYA0UH TTIAIKOM ' A30B1 KIIITHHH TUXaThHHX IIJISXIB Ta
Makpodaru y TuxaabHUX MUIXaX), a TAKOXK Ha 1HIITUX MPO3araibHIX KIITHHAX (BKIOYAI0UN €03UHODIIHN Ta TEBHI
MienoinaHi ctoBOypoBi kiritiaK). HasBHicTh penienitopiB CysL T kopenroe 3 matodiziosiorieto acTMH Ta aeprivHOro
puHity. [Ipn actmi onocepeikoBaHi JIeHKOTpieHaMH €(PeKTH BKIIFOUAIOTh OPOHXOKOHCTPHUKIIIFO, CEKPEIIiI0 CIIN3Y,
MIPOHUKHICTB CynuH i eo3uHOd 0. [lpu anepriunomy puHiTi 6inok CysLT Bunpinserbes 3i cMU30BOi 00OJOHKH
HOCA TICJIs BIUIMBY aJlepreHy MpU PO3BUTKY peakiiil K paHHbOT'O, TaK 1 Mi3HBOTO THILY, i 1€ CYHPOBOKYETHCS
CHMITOMaMH aJIepridyHOro pPHHITY. 3TiJHO IOCHiUKeHb, iHTpaHazanbHe BBeneHHs CysLT npusBoamino 1o
HIIBUILCHHS PE3UCTEHTHOCT] IMXAJIbHUX HUISXiB HOCOBOI MOPOKHHHY Ta NOCHJICHHS CHMITOMIB 3aKJIaJ€HOCTI
HOCa.

MoHTenyKacT mpu HepopalbHOMY 3aCTOCYBaHHI € AaKTUBHOIO CIIOJYKOIO, SIKa 3 BHCOKOIO BHOIPKOBICTIO 1
cnopigaeHicTio 3B’s3yeTbes 3 CysLTi-penentopamu. 3rigHO 3 KIIHIYHUMH JOCHIDKCHHSIMH, MOHTEIYKACT
npurHiYye OponxocmnasMm micis inramsmii LTDy y 1031 5 Mr. bpoHxXoammaTalliss CrioCcTepiraeThes yIpoIoBK
2 TOJAMH MICNS NEePOPaTbHOTO 3aCTOCYBaHHs, 1iel edekT OyB aAUTUBHUAM JI0 OpOHXOIWIIATALIl, CIPUYHHEHOI -
aronictamu. JlikyBaHHSI MOHTEIYKacTOM MPHUTHIYYBajO SK PaHHIO, TaKk 1 Mi3HIO ()a3u OPOHXOKOHCTPHKIII,
CIPUYMHECHOI aHTUTCHHOIO CTUMYJIALi€r0. MOHTENYKAacT MOPIBHSHO 3 Iuiane0o 3MEHINY€E YHCIO €03UHOMLIIB
nepugeprudHoi KpOBi y JIOPOCIHX TMALIEHTIB Ta IiTe. Y X0l OKPEeMOTo JIOCITIKEHHS MPUIOM MOHTEIYKACTY
3HAYHO 3MEHIIYBAB YHCIIO €O3MHOMIIIIB Y IMXaTbHUX IIIsIXaX (32 BUMipaMH MOKPOTHHHS) 1 IeprUQepHUIHOi KPOBi
Ta MOKPAIIy€ KIIHIYHUA KOHTPOJIb ACTMH.

[lin yac nociiKeHb 32 y4acTHO JOPOCIHX MOHTENyKacT y jo3i 10 mr 1 pa3 Ha noOy MOpIBHSHO 3 IUIane0o
MPOIEMOHCTPYBAaB 3HAUHE MOJIINIIEHHS OKa3HKuKa paHkoBoro O®B| (3MiHa Bif modaTkoBoro Ha 10,4 % 12,7 %

BiJIOBI/THO), paHKOBOI MikoBO1 mBUAKOCcTI Buanxy (PIIILIB) (3mina Bixg mowyarkoBoro Ha 24,5 n/xB i 3,3 n/xB
BiJIMOBI/THO) 1 TOCTOBIpHE 3MEHIIIEHHS 3araJIbHOTO 3aCTOCYBaHHS J-aroHiCTiB (3MiHa BiJ] MoYaTKoBoro Ha —26,1 %
1 —4,6 % BigmoBigHO). [ToIMIIICHHS MOBIIOMJICHHX HAI[iEHTOM MOKA3HHMKIB ACHHUX 1 HIYHMX CUMITOMIB aCTMH
OyJI0 JOCTOBIPHO KpalluM, HiK A7 mianedo.

JlocimkeHHs 3a y4acTiO JOPOCIIUX TPOAEMOHCTPYBAIH 3J]aTHICTh MOHTEIYKACTY JIOTIOBHIOBATH KITIHIYHHHA e(PEeKT
THraIALiHHAX KOPTUKOCTEPOiaiB (3MiHa (B %) MOYATKOBOTO MOKA3HUKA IS IHTAJSIIMHOTO OEKIOMETa30HY ILTIOC


https://uk.wikipedia.org/wiki/%D0%9D%D0%BE%D1%81%D0%BE%D0%B2%D0%B0_%D0%BF%D0%BE%D1%80%D0%BE%D0%B6%D0%BD%D0%B8%D0%BD%D0%B0

MOHTEIYKACT ITOPIBHSHO 3 OeKIoMeTa30HOM BiAmoBigHO st ODB: 5,43 % Ta 1,04 %; 3acTocyBaHHs J-aroHiCTiB:

—8,70 % Ta 2,64 %). IlopiBHsHO 3 iHramsuiiinum OexiaomerazoHoM (200 Mkr 2 pasu Ha A00y, cneicepHuit
MPHUCTPiii), MOHTENYKACT IMPOJEMOHCTPYBaB OLIbII IMIBUANIY TOYATKOBY BiJMOBifb, XO4ya YMIPOIOBX 12-
THKHEBOTO JIOCII/PKEHHS OEKJIOMETA30H IPHU3BOIUB 10 OUTBII BUPAKEHOTO CEPETHHOTO TEPAIEBTUYHOTO e(EeKTy
(% 3MiHa MMOYATKOBOTO TIOKAa3HHKA JJII MOHTENYKAacTy MOPIBHAHO 3 OekiIoMeTa3oHOM BignosimHo mnst ODBi:

7,49 % Tta 13,3 %; 3actocyBanus B-aronicra: —28,28 % ta —43,89 %). [IpoTe mopiBHAHO 3 OEKIOMETAa30HOM Y
OUTBITOT KUTBKOCTI TAIIEHTIB, SKi OTPUMYBAIH JKyBaHHS MOHTEIIYKAcTOM, JOCATHYTa IOAIOHA KIiHIYHA
BimoBiAb (To0TO ¥ 50 % martieHTiB, sIKi OTPUMYBAJIH JTIKyBaHHSA O€KJIOMETa30HOM, AOCATHYTO nosinmenas ODPB
npubmu3Ho Ha 11 % i Oinblie MOpPiBHSHO 3 MOYAaTKOBHM, TOAL 5K y 42 % Tali€HTiB, SKi OTPUMYBAIH JTiKyBaHHS
MOHTEJIYKAaCTOM, JOCATHYTO TaKOi K BIAMOBIII).

Jnist OLIHKKA MOHTENYKAcTy SIK 3aco0y IUIsi CHMITOMATHYHOTO JIIKYBaHHS CE30HHOTO aJiepriyHOro PHHITY Y
MaIi€HTIB BiKOM BiJl 15 pOKiB 3 aCTMOIO Ta CYMyTHIM CE30HHHM aJepPriYHAM PUHITOM OYyIJIO0 MPOBEACHO KIIiHIYHE
JOCHI/DKEHHSL. Y IbOMY JOCIiKeHHI OyJi0 POJEMOHCTPOBAHO, L0 MOHTEIYKACT B TabJETKax MpH MpUiioMi y
no3i 10 Mr oauH pa3 Ha 100y y MOPIBHSAHHI 3 TUIale00 JEeMOHCTPYBaB CTATHCTUYHO 3HAYYIIE MOKPAIICHHS
CepeIHBOJICHHOTO MTOKA3HUKA CUMIITOMIB pUHITY. CepeiHbOICHHUH MMOKa3HUK CHUMIITOMIB PHHITY € CEpEIHBOIO
BEJIMYMHO, OTPUMAHOIO ITPH OLIHI[I HAa3aJIbHUX CUMIITOMIB Y JICHHUI Yac (CepeiHsl 3aKJIa/ICHICTh HOCa, pUHOPEs,
YXaHHS, CBEpODK y HOCi) Ta y HIUYHHUI uac (CepeiHs 3akKiaJeHiCTh Hoca MpW NpoOY/PKEHHI, TPYAHOILI TpU
3aCMHaHHI Ta 4acToTa HIYHUX NpoOyHKeHB). Y TOPIBHSHHI 13 3aCTOCYBaHHSM IU1ane0o Oyau OTpUMaHi 3HAYHO
Kpaimli pe3ysibTaTh 3arajbHOl OLIHKM JIKyBaHHS aJepriYHoro pHUHITY MalieHTamMu Ta jikapsmu. OIiHka
e(EKTUBHOCTI TAKOTO JIIKyBaHHSI IIPY aCTMI HE OyJia FOJIOBHOIO METOO I[LOTO JOCIIIPKEHHSI.

VY xoni 8-THKHEBOTO AOCIIIKEHHS 33 YUacTIO JIiTel BikoM Bif 6 10 14 pokiB MOHTENyKacT y 7031 5 mr 1 pa3 Ha
100y MOPIBHSHO 3 TIAIe00 TOCTOBIPHO MOKpAIIyBaB pecHipaTopHy (YHKIiO (3MiHa BiJ TOYaTKOBOI'O MOKa3HUKA
O®B;: 8,71 % mnopiBusHO 3 4,16 %, 3MiHa nmoka3nuka pankosoi I1IIB: 27,9 n/xB mopiBusiHO 3 17,8 1/XB) i
3HW)KYBaB 4YacTOTy 3aCTOCYBaHHS [-aroHIiCTiB 3a moTpeOoro (3MiHa BiJ MMOYaTKOBOro mokasHuka Ha —11,7 %
nopiBHsHO 3 +8,2 %).

HocToBipHe 3MeHIIEHHS OpoHXocmasMmy, MoB’s3aHOro 3 ¢i3uuHuM HaBaHTaxkeHHAM (BOH), Oyno
MPOJEMOHCTPOBAHO IMiJ] Yac 12-TH>KHEBOTO JOCIHIHKEHHS Y AOPOCInX (MakcuManbHe 3HmkeHHs ODB| 22,33 %
JUTSI MOHTEITYKAcTy MopiBHSHO 3 32,40 % st tutane0o; Jac 10 BiTHOBJIEHHS B Mexkax 5 % Big mogarkoBoro ODB|
44,22 xB nopiBHsAHO 3 60,64 xB). Lleit eexT crocTepiraBcsi ynpoaoBX 12-THKHEBOTO MEPIOAY MOCTiIKEHHS.
3amkeras bOH takox O0yo mpoaeMOHCTPOBAHO TIiJ] Yac KOPOTKOTO JAOCIIHKCHHSI 33 y9acTIO TITeH BIKOM Bif 6
1o 14 pokiB (makcumanpshe 3HmxeHHs ODB1 18,27 % nopiBasaHO 3 26,11 %; 9ac 10 BiAHOBIEHHS B MeXax 5 %
Big mouatkoBoro O®B; 17,76 xB nopiBHsHO 3 27,98 xB). Edekt B 060X nocmimKeHHIX OYB MPOAEMOHCTPOBAHUH
B KiHI[ iHTepBaly NpH NpuiioMi OAMH pa3 Ha 700y .

VY naui€eHTiB 3 4y TAMBICTIO A0 aCMipHHY, AKi OTPUMYBAIX MOTOYHY TepaMio IHraMSIHHUME Ta/a00 mepopaIbHIMHU
KOPTHUKOCTEpOifaMH, JIiIKyBaHHS MOHTEIYKacTOM IMOPIBHSHO 3 Iiane00 NpU3BOIMWIO JO 3HAYHOIO MOMIMIIEHHS
KOHTPOJIIO acTMH (3MiHa movaTkoBoro mokazHuka O®Bp cranoButh 8,55 % mpotn —1,74 % i 3miHa Big

MTOYaTKOBOTO B 3HMKEHHI 3aralbHOTO 3aCTOCYBaHHs B-aroHicta —27,78 % mpotu 2,09 %).

Dapmaxokinemuxa.

Abcopoyin

MOHTENYKACT IBUAKO BCMOKTYEThCS Micisl MepopaibHOro mpuitomy. [licist 3acTocyBaHHS JOPOCIUMH HATINE
TabJIETOK, BKPUTHX ITIBKOBOIO 000JIOHKOI0, 10 10 MT cepeHst MakcuManbHa KOHIEHTpaist (Cpax) ¥ THIa3Mi KPOBI

nocsranacs 4epes 3 roguau (Tmax). Cepenss 6i010CcTynmHICTh IPH EpOpPaTbHOMY 3aCTOCYBaHHI ckiagae 64 %.
[puiioM 3BMUaiiHOT 1K1 HE BITMBAB Ha 0i0A0CcTYNHICTH 1 HAa Cpax MU MEpPOpaIbHOMY 3acTOCyBaHHI. besneka i

eeKTUBHICTh OyNM MiATBEpDKEHI MiA yYac KIIHIYHMX AOCHIKEHb NPH 3aCTOCYBaHHI TaOJETOK, BKPHUTHUX
IUTiIBKOBOIO 000JIOHKOI0, 110 10 MI" He3aIeXHO BiJ yacy npuiomMy ixi.

Ji1st TaOJIEeTOK >KyBabHUX O 5 MT MOKa3HUK Cpyax Y IOPOCIIHX AOCATABCS Yepe3 2 TOAWHU Hicis NpuiioMy HaTIIE.
CepenHs 0i10IOCTYIHICTD MPU MIEPOPATHLHOMY 3aCTOCYBaHHI cKiagae 73 % i 3HWKyeThCs 10 63 % mpu npuiiomi
31 CTaHIAPTHOIO TKEFO.

Po3znooin



[Tonax 99 % MoHTeNyKaCTy 3B’ SI3y€ThCs 3 OlTKaMu Iu1a3Mu KpoBi. O0’ €M po3MOAiTy MOHTEIYKACTY B CTalllOHAPHIH
¢asi B cepesHbOMY CTaHOBHTS Biz 8 1o 11 miTpiB. ¥V xoai AociikeHb Ha HIypax i3 3aCTOCYBaHHSM palioaKTUBHO
Mi4eHOT0 MOHTEJIyKacTy MPOXOKEHHA Yepe3 reMaToeHnedaniuyauii 6ap'ep Oymno minimansHuM. Kpim Toro, y Beix
IHIIMX TKaHWHAaX KOHIEHTpaLil MO3HAYEHOro Pagioi30TONOM MaTepiany depe3 24 TOAMHU IiCiIs NPUHOMY 103U
TAKOX BUSIBHJIMCSA MiHIMaJIbHAMHU.

Memabonizm

MoHTenykacT akTHBHO MeTabomizyerscs. Iling dYac mOCHiKeHb 13 3aCTOCYBaHHAM TEPANEeBTUYHUX J103
KOHIIEHTpalii MeTaboIiTiB MOHTEIYKACTy y CTalliloHapHOMY CTaHi IJIa3MU KPOBi B IOPOCIIHUX 1 MALIIEHTIB AUTSIOTO
BiKYy HE BU3HAUAIOTHCS.

Hutoxpom P450 2C8 € ocHOBHUM (epMeHTOM y MeTaboui3Mi MoHTenykacTy. Kpim Toro, nutoxpomu CYP 3A4
i 2C9 BimirpaloTh He3HaYHY pOJib y MeTaboJi3Mi MOHTEIyKacTy, xoda irpakonaszon (inriditop CYP 3A4) ne
3MiHIOBaB ()apMaKOKIHETHYHI MOKa3HMKM MOHTEIYKacTy Yy 3IO0pPOBHX NOOpPOBOJBLIB, SIKi oTpuMyBainu 10 mr
MOHTeNyKacTy Ha 100y. 3TigHO 3 pe3ylbTaTaMH AOCHIKEHb in Vitro 3 BUKOPUCTAHHIM MIKPOCOM IEUYiHKH
JIIOAMHY, TEPaNleBTUYHI [UIa3MOB1 KOHLIEHTPALlii MOHTENYKACTy He IPUTHIUyIOTh LuToXpoMu P450 3A4,2C9, 1A2,
2A6,2C1912D6. YuacTb MeTabOIITIB Y TepaneBTHUHIH Jil MOHTEIYKacTy € MiHIMAJIBHOIO.

Buseoenns

KripeHnc MmoHTenykacTy B 1mj1a3mi KpOBi Y 30POBHX JOPOCIUX AJOOPOBOJIBIIB Yy CEPEAHBOMY CTAaHOBHUTD 45 MII/XB.
[Ticns mepopanbHOTo NpUOMY MOHTEIYKACTY, Mi4€HOTO 130TOIoM, 86 % BUBOIUTHCA 3 KAJIOM MPOTATOM 5 AHIB 1
menme 0,2 % — i3 cedero. Y CyKyHnHOCTI 3 010ZOCTYIHICTIO MOHTEIYKACTY MPH MEpOPAILHOMY 3aCTOCYBaHHI Liei
(axT BKa3zye, 10 MOHTEIYKACT i 1oro MeTaboJIiTH Maii’Ke MOBHICTIO BUBOAATHCS 3 KOBYIO.

Dapmaxoxinemuka 8 pisHux epyn nayicHmie

Jlnst mani€eHTiB i3 MOPYUICHHSAM (QYHKUIl MEeYiHKH JIETKOro ad0 CepelHbOro CTYMEHS TSKKOCTI KOPEKLisl A03U
He noTpiOHa. JloCHiIKeHHS 3a Y4acTIO MAali€HTiB 3 MOPYMEHHAM (QYHKUIT HUPOK He nmpoBoAuinca. OCKiTbKU
MOHTEITYKAcT 1 HOro MeTaboIiTH BUBOIATHCS 3 JKOBYIO, KOPEKIis AO3W Ul MALEHTIB 3 NOPYMIEHHIM (QYHKIIT
HUPOK HE BBaXKa€ThCsl HEOOXigHOIO. J[aHMX mpo xapakTep (apMakOKIHETHKH MOHTENIYKAcTy Yy MAali€HTiB 3
MopyIIeHHIM (QYHKIIT eYiHKK TSHKKOTO cTyneHs (moHazn 9 6anis 3a mkanoro Yaiinga — [1'10) Hemae.

[Ipu mpuiiomi BeIMKHX A03 MOHTeNyKacTy (mo B 20 ta 60 pa3iB mepeBHIIyBalu 103y, PEKOMEHAOBAaHY IS
JOPOCINX) CIIOCTEPIrajaocs 3HWKEHHs KOHLeHTpanii Teodininy B ruia3Mi KpoBi. Lleit edexTt He ciocTepiraeTsest
npy IpuiioMi pekoMeHoBaHoi no3u 10 Mr onuH pa3 Ha 100y.

Kainiyni xapakTepucTukm.

Ilokaszannsa.

Sk nomaTkoBe JIiIKyBaHHS NMpH OpOHXIaNbHI acTMi y MAli€HTIB 3 MEPCUCTYIOUOI aCTMOIO Bif JIETKOTO 0
CepEeIHBOr0 CTYIEHS, sIKa HEJOCTaTHBO KOHTPOJIIOETHCA IHTAIALIHHMMU KOPTUKOCTEPOiaMH, a TaKOX IpH
HEIOCTaTHHOMY KJIIHIYHOMY KOHTPOJIi acTMH 3a AOIOMOIOI0 aroHicTiB [-aJpeHOpeLenTopiB KOPOTKOi Aii, siKi
3aCTOCOBYIOTH IIPH HEOOXiAHOCTI. Y MAIi€HTIB 3 acTMOI0, siki npuiiMaroTe CuHrynsp®, nei JikapchKuil 3acid
TAKOK IOJIETTIIY€ CHMITOMH CE30HHOTO aJlepriyHOrO PUHITY.

[IpodinakTuky acTMH, AOMIHYIOYMM KOMIIOHEHTOM SIKOi € OpoHXocla3M, I1HOYKOBaHMH —(i3WYHUM
HaBaHTAKECHHSIM.

[lonermeHHss CHMITOMIB CE30HHOTO Ta MUJIOPIYHOTO  alepPriYHOro puHITY. PU3UKKM BUHHUKHEHHS
TICUXOHEBPOJIOTIYHOI CHMITOMATUKHY Yy MALI€HTIB 3 aJIE€PriYHUM PUHITOM MOXXYTH MEPEBUILYBaTH KOPUCTDH BiJ
3actocyBaHHs CUHTYIIp®, ToMy CHHTYIIsIp® HE0OXiHO 3aCTOCOBYBATH B SIKOCTI IIPENapaTy pe3epBy y Malli€HTIB
3 HEaICKBaTHOIO BiJIOBI 0 200 HEMEPEHOCHMICTIO AIbTEPHATUBHOI Tepaltii.

Ilpomunoxasanus.

[TizBuiena 9y TauBicTh A0 OyIb-IKOTO 3 KOMIOHEHTIB JiKapchbKoro 3aco0y. Jutsumii Bik 10 15 pokiB (1iis 1031
10 mr).

B3aemodia 3 inwumu aikapcokumu 3acodamu ma inuii 6uou 63aemooiil.

Cunarynsp® MoKHa MpHU3HAYATH Pa3oM 3 IHIIMMH JIKapChbKUMH 3ac00aMH, IO 3a3BUYAil 3aCTOCOBYIOTHCS LIS
npodinakTUKH ab0 TPUBAIOrO JIIKyBaHHA acTMH. [IpH JOCHiIKEHHI B3a€MOii MiX JIKapChKUMH 3aco0aMu
pPEKOMEHI0BaHa KIIiHIYHA 1032 MOHTEIYKACTy HE Maja Ba)KIMBOTO KJIIHIYHOTO BIUIMBY Ha (papMaKOKiHETHUKY
TaKUX  JIIKAPCBKUX  3aco0iB:  Teo(iNiH, TNPEeOHi30H, MNPEIHI30J0H, TepOopajbHi  KOHTPALENTHBU
(etuninectpanion/mopetuaapon 35/1), TepdheHa uH, AUTOKCHH Ta BappapHH.



V matieHTiB, SKi ogHOYAcHO MpuitManu ¢eHoOapOiTal, Ioma mig KpuBolo «koHueHTpauis-yacy (AUC) mns
MOHTEIyKacTy 3HIKyBanacsi npuoan3Ho Ha 40 %. OCKinbKH MOHTEJyKacT MeTabomi3yeTcs 3a nomnomorow CYP
3A4, 2C8 i1 2C9, HeoOximHO OyTH 00EPEKHUM, OCOOJIMBO IMOAO JMIiTEH, SIKIIO MOHTEIYKACT MPU3HAYAIOTH
oxHouacHo 3 innykropamu CYP 3A4, 2C8 1 2C9, nanpuknan ¢penitoinoM, pernodapOiTaaom i pudaMmiguHOM.
HJocnimkeHHs in vitro TIOKa3aid, 10 MOHTeNyKacT € noTykHuM iHriditopom CYP 2C8. [IpoTe mani KiniHIYHOTO
JOCITIPKEHHSI B3aEMO/Ii1 JTIKApCHKUX 3ac001B, 1110 BKIIOYAIOTh MOHTEIIYKACT 1 PO3UTIIITa30H (MapKepHHii cyOcTparT;
npenapar, o Meradonizyerbes 3a gqonomoroo CYP 2C8), mokaszanu, mo MoHTenyKacT He € iHribitopom CYP
2C8 in vivo. TakuM YMHOM, MOHTETYKAacT HE BIUIMBAE 3HAYHOIO MIipOI0 HAa METAa0O0i3M JiKaPChKHUX 3aC00iB, 110
MeTa0O0i3yI0TECS 3a JONOMOTOI0 IIbOT0 PEepMEHTY (HampuKJiIal MakJIiTaKcely, PO3UTIIITa30Hy Ta penariiHiny).
[Tin wac mociipKeHs in vitro 0yja0 BCTAHOBIEHO, II0 MOHTenykKacT € cyoctpatom CYP 2C8 i MeHmow Miporo
2C9 ta 3A4. Y xoni KIHIYHOTO AOCIIIKEHHS B3a€MOII1 TIKapChbKHUX 3aC00iB i3 3aCTOCYBaHHIM MOHTEIYKAcCTy i
remioposmny (inriditopy CYP 2C8 1 2C9), remdiOpo3mi1 migBHUIYBaB CUCTEMHY €KCIO3HLII0 MOHTEIIYKAacTy B
4.4 paza. [Ipu ogHOUacHOMY 3acTocyBaHHi 3 TeM(iOpo3uiaoM abo IHIMKMMHU NOTYKHUMH iHTi0iTopamMu CYP 2C8
KOpEKLisl 103 MOHTENyKacTy He MoTpiOHa, aye Jiikap MOBUHEH BPaxOBYBAaTU MiJBUILEHUNA PU3UK BUHUKHEHHS
MOOIYHUX peaKIiil.

3a pesyibTaTaMy AOCHIKEHb i1 Vitro, HE OYIKYETbCS BUHHKHEHHS KITIHIYHO Ba)KIMBHUX B3a€MOJIIN 3 MEHII
noty>kHuMH iHri0iTopamu CYP 2C8 (nanpuxnaz 3 TpumeTonpumMoM). OqHOYacHE 3aCTOCYBAaHHS MOHTEIYKACTY
3 iTpakoHa3onoM, cuiabHuM iHTiOiTopoM CYP 3A4, He mpu3BOAMIO JO ICTOTHOTO IMiJBUINCHHS CHCTEMHOL
eKCTIO3ULi MOHTEIYKacTy.

Ocobaueocmi 3acmocysanns.

[MamienTiB HeoOXinHO nonepeauTty, mo CHHTYIAP® I TepOpaIbHOTO 3aCTOCYBaHHS, HIKOJIM HE 3aCTOCOBYIOTh
JUIS JIIKyBaHHS TOCTPUX HAMaIiB aCTMH, @ TAKOXK MPO Te, [0 BOHU NOBHHHI 3aBXKJM MaTH IPHU COO1 BIAOBITHUIA
Jikapcekuil 3aci® exctpeHoi gonmomoru. [lpu roctpoMmy Hamazai ciif 3acTOCOBYBaTH IHTaJSILiKHI B-aroHicTH
KopoTkoi naii. [lamieHTH MOBMHHI SKHAWIIBHUIIIE MPOKOHCYJIBTYBAaTHCA 3 JIiKapeM, SKIIO0 BOHH MOTPeOYIOTh
OUTBILIOT KIJIBKOCTI -aroHicTa KOPOTKOI Aii, HiX 3a3BHYAI.

He cnig pi3ko 3aMiHIOBaTH MOHTEIYKAaCTOM TEpaIilo iHrAIALIHHUMHU 200 MepopatbHUMH KOPTHKOCTEPOiJHUMHU
3aco0amu.

Hemae pmanmx, ski mOTBEpAXKYIOTh, MO A03y MEPOPATbHUX KOPTHKOCTEPOiJiB MOXKHA 3MEHIIUTH IpU
OJHOYAaCHOMY 3aCTOCYBaHHI MOHTEITyKAacTYy.

[ToBimomisiiocss MPO BUHUKHEHHS IICMXOHEBPOJOTIYHHMX peakWii y JOpociuX, MiUITKIB Ta JiTed, sKi
3acTOcOBYIOTh CUHTYISIp® (muB. posnin «I[loGiuni peakuii»). [lamieHTn Ta snikapi MOBUHHI OYyTH YBaKHHUMH JI0
TICUXOHEBPOJIOTIUYHUX peakiiid. [lamienram Ta/abo pornsgayam Ciii JaTH BKa3iBKH TPO Te, MO0 BOHH
MOBiTOMJISUTH CBOTO JIiKapsl y pa3i BUHUKHEHHS TaKUX peakuii. Jlikapi HOBUHHI pETENbHO OLHIOBATH PU3UKHU Ta
nepeBary NpoJOBKEHHS 3aCTOCYBaHHs JIIKapChbKOTo 3aco0y CuHTYIsip®, SKIIO TaKi peakiii BHHUKAIOTh.

VY MOOAMHOKMX BHUMAJKaX Yy Hali€HTiB, SKi OTPUMYIOTh IPOTHACTMATHYHI 3aCO0M, B TOMY YHCIII MOHTENyKacT,
MOJKE CIIOCTEpiraTucsi CUCTeMHa €03MHOQINIA, IHKOIU Pa3oM 3 KIIHIYHUMH MPOSBAMH BACKYINITy, TaK 3BaHUUN
cuagpom Yapra — Ctpocc, JiKyBaHHS SKOTO MIPOBOJUTHCS 38 JOIOMOI0I0 CUCTEMHOI KOPTUKOCTEPOiJHOT Teparii.
Taxi BunaaKku 3a3Buyaii (aje He 3aBxKu ) OyJIu OB’ 13aHi 31 3SMEHIIICHHSIM JI03H 200 BiJIMiHOIO KOPTUKOCTEPOiTHOTO
3aco0y. IMOBIpHICTH TOrO, 110 AHTATOHICTH JIEHKOTPIEHOBHX PELENTOPIB MOXYTh OyTH IOB’s3aHi 3 MOSBOIO
cungpomy Yapra — Ctpocc, He MOKHa clipocTyBatu abo miarBepanTH. JIikapi MOBHHHI TaM’ITATH PO MOMKIIUBICTb
BUHUKHEHHSl Yy TAaLi€HTIB €03MHO(IIil, BaCKyJiTHOrO BHCHUIIaHHS, MOTIpUIEHHS JIET€HEBOI CHMITOMATHKH,
yckiaaHeHHa 3 O0Ky cepus Ta/abo Helipomartii. [lamieHTiB, y SKMX BUHHMKIM Taki CHMITOMH, CJiJ TOBTOPHO
OOCTEXHTH 1 EPErIIHYTH iXHIO CXEMY JIIKyBaHHSI.

JlikyBaHHSI MOHTEIYKAaCTOM HE JIa€ 3MOTH MAaLli€HTaM 3 acHipUH3AJIEKHOI0 aCTMOIO 3aCTOCOBYBATH aCIHipUH YU
1HILIT HeCTepOigHI MPOTH3aIaIbHI 3aco0u.

[TamieHTH 3 TaKUMH PIOKICHUMH CIAAKOBUMH 3aXBOPIOBAHHSAMH, SIK HEMEPEHOCHUMICTh TalaKTO3H, Ae(iluT
nakrasu Jlanmna abo MaabaOCopOIIisl TIFOKO3U-TAJIAKTO3H1, HE IOBHHHI 3aCTOCOBYBATH I JIikapChKuii 3acio.
Jlikapcekuii 3aci0 MicTuTh MeHIIe 1| MMoIb (23 Mr) HaTpilo Ha TabJIEeTKY, TOOTO MPaKTHUYHO BUILHUH Bifl HATPIIO.
3acmocyeanns y nepioo sazimuocmi abo 200y8aHHs 2py0oio.

Bazimuicmy. JlochmimxeHHS Ha TBapHUHAaX HE JIEMOHCTPYIOTh MIKIJUIMBOTO BIUIMBY Ha BariTHICTH a0o
eMOpioHanbHUI/(peTanbHUNA PO3BUTOK.



HasBHi naHi omyOniKOBaHMX MPOCIEKTUBHHUX Ta PETPOCHEKTHBHUX KOTOPTHUX JOCHTIHKEHB 13 3aCTOCYBaHHSIM
MOHTEITyKacTy BAariTHUMH >KIHKaMH, SIKi OL[HIOIOTH 3Ha4yIli BPOPKEHI Baau y OiTel, He BCTAHOBWIIM PH3HKY,
MOB'SI3aHOTO 13 3aCTOCYBaHHAM JIIKAPChKOTO 3aco0y. HasBHI IOCIiIKEHHST MAlOTh METOJOJOTIYHI OOMEXKEHHSI,
BKITIOYAIOYH HEBEJMKHI po3Mip BUOIpKH, B IESKMX BHUIAAKaX PETPOCHEKTUBHUM 30ip TaHMX i HECYMICHI TpyIU
MOPIBHSIHHSL.
Cunrynsp® ciif 3acTOCOBYBATH B TIEpio]] BariTHOCTI JIMIIE 32 SBHOI TOTPEOH.
Tooyeanns epyoow. JlocniikeHHS Ha HIypax MPOAEMOHCTPYBAlH, LIO0 MOHTENYKACT HPOHUKAE B MOJOKO.
HeBizomo un BUBOANUTHCSI MOHTEIIYKACT 3 TPYAHUM MOJIOKOM Y 5KiHOK.
Cunrynsp® MOKHa 3aCTOCOBYBaTH B MeEpioJ TOAYBaHHA TPYAIIO, TUIBKM SIKIIO L€ BBAXKAETHCS 0OE3YMOBHO
HEOOXITHUM.
30amuicme enaueamu Ha WEUOKICMb pearyii npu Kepy8anHi asMompancnopmom abo iHUUMU MeXAHiZMaMU.
He ouikyeThcsl, 10 MOHTENIYKACT BIUIMBATUME Ha 3/1aTHICTH MAlliEHTa KEPyBaTH aBTOTPAHCIIOPTOM ab0 iHIIMMHU
MexaHizmamu. [IpoTe qyxe piiko MoBiIOMIISIIOCS PO COHIMBICT 200 3alIaMOPOYEHHSI.
Cnoci6 3acmocysanns ma 0o3u.
Ho3za g nauieHTiB (BikoM Bix 15 pokiB) 3 acTMOIO ab0 3 acTMOIO 1 CYIyTHIM CE30HHHM aJlepriyHUM PUHITOM
cranoBuTh 10 Mr (1 Tabnerka) Ha 100y, BBeUepi. J{yist mosermeHHsi CHMIOTOMIB aJIePTiYHOTO PUHITY Yac IPUAOMY
Mi0UParOTh 1HIUBIAYaIBHO.
3acanvui pexomenoayii. TepaneBTHYHUN BILIUB JIiIKapcbKoro 3aco0y CHHTYynap® Ha NOKa3HUKH KOHTPOJIIO aCTMHU
HacTtae ynpoaoBx 1 aus. Jlikapcbkuii 3aci0 MOKHaA 3aCTOCOBYBATH HE3aJIEXKHO BiJ npuitomy Txi. [lanientam cmifg
PEKOMEHIyBaTH MPOJOBKYBAaTH NPUIMaTH Jlikapcbkuil 3acid CHHTYIsp®, HaBiTh SKIIO JOCSATHYTO KOHTPOIIO
acTMH, a TaKOX B Tepioau 3aroctpeHHst actMu. CHHTYIap® He ciiJl 3acTOCOBYBAaTH OJHOYACHO 3 JIKapChKUMHU
3aco0amu, 10 MICTATh Y CKJIaJl Jif09y PeYOBUHY MOHTENYKACT.
Hemae HeoOXigHOCTI B KOpeKWii 103M AJs MaLi€HTIB JITHHOTO BiKy, 3 HOpyIIeHHAM (yHKHII HHpPOK abo 3
MOpyIIEHHAMU (PYHKIIIT IEYiHKHU BiJl JIETKOTO JI0 CEPEIHBOTI0 CTYIEHs TSXKOCTi. Hemae naHuX BiJIHOCHO NAIli€HTIB
3 OpYILIEHHAM (QYHKILIT NEYiHKU TSHKKOTO CTYIEHS TSKKOCTI. Jlo3yBaHHS /7151 YOJIOBIKIB 1 )KIHOK OJIHAKOBE.
3acmocysannsa nikapcvkoeo 3acoby Cuneynap® 3anedicHo 8i0 iHU020 NiKY8AHHA ACMU.
Jlikapcekuii 3aci6 Cunrynssp® MokHa J0JaBaTH 10 iCHYIOYOTO Kypey JIiKyBaHHS aCTMH.
Ineansayitini kopmuxocmepoiou. Jlikapcbkuit 3aci6 CuHrynsip® MOXKHA 3aCTOCOBYBATH SIK JOAATKOBE JIIKyBaHHS
namieHTaM, y SKHX IHTQJSLIHHI KOPTUKOCTEPOiAW pa3oM 3 [-aroHiCTaMH KOPOTKOCTPOKOBOI Mii, IO
3aCTOCOBYIOTBCS IIPY HEOOXiTHOCTI, HE 3a0€3MeUyIOTh 3aI0BUTLHOTO KIIIHIYHOTO KOHTPOJIIO 3aXBOPIOBAHHSL.
Jlikapcekuit 3aci6 Cunrynssp® He MOBHHEH pi3KO 3aMiHIOBATH IHTASIMIMHI KOPTUKOCTEPOinW (IHMB. PO3ALT
«Oco0IMBOCTI 3aCTOCYBaHHSD).
Jlimu. 3acTOCOBYIOTH JIiTSIM BiKOM Bix 15 pokiB. [iTsim BikoM 10 15 pokiB citij 3aCTOCOBYBATH JIiKapchKUi 3aci0
y BUTJISIAL KYBJIBHUX TaOJIETOK.
Ilepeoo3ysanns.
Konuoi cnenianbHoi iHdopManii IoAo0 JIiKyBaHHS Mepe03yBaHb JIiKapchbkuM 3aco0oM CuHryisip® Hemae. Y xofi
JOCITIPKEHb XPOHIYHOT aCTMH MOHTETYKAcT pu3Hadaiu B 1o3ax A0 200 Mr/zo0y AopociauM mamieHTaM IpoTaroM
22 THXKHIB, a Y KOPOTKOYAaCHHUX AOCHiIKEeHHAX — 10 900 Mr/mo0y npoTsAroM NpuoIM3HO OJHOTO THXKHSI, IPH LIBOMY
KIIIHIYHO 3HauyIli moOivyHi peakwii He BUHUKAIIH.
[Ipr mOCTMapKETHHTOBOMY 3aCTOCYBaHHI Ta il Yac KIIHIYHUX AOCIHiIKEHb HAAXOIWIN TOBIIOMIICHHS PO
TOCTpe IepeAo3yBaHHs JiKapchbkuM 3acobom CuHrymsap®. BoHu BKIOYald NPUHOM JIKapChKOTO 3aco0y
JOPOCIUMH 1 JiTBbMHU B A03aX, 0 nepeBuinytoTs 1000 mr (mpubmmszno 61 MI/Kr y TUTHHHU BikoM 42 micsus).
OtpumaHi KJ1iHIYHI 1 1a0opaTopHi AaHi BiAmosinanu npodisto 6e3mnekn y JopocIuX NaieHTiB 1 JiTei. Y Oinbmocti
BUIAJIKIB TIepe103yBaHHsl Mpo nMo0ivHi peakwil He nmoBizomisuIock. HalfuacTime cnoctepiranucs modiyni peakuii,
110 BignoBiganu npodinaro 6e3meku Jikapcbkoro 3acody Cunrymsap® Ta BKIOYaiu: Oib y )KUBOTI, COHJIMBICTB,
crpary, TOJIOBHUH Oib, OJIOBaHHS Ta ICHXOMOTOPHY TilIepaKTHBHICTb.
HeBizomo uu BUBOANTHCSI MOHTENYKACT 32 JOIIOMOTOIO MIEPUTOHEATLHOTO Jiallizy abo reMoaiamisy.
Ilo6iuni peaxuyit.
MoHTEeNnyKacT OLIHIOBABCS ITiJ] YaC KJIIHIYHUX JOCII[)KCHb:

- TabJIeTKH, BKPUTI IUTIBKOBOIO 000J10HKOI0, 110 10 Mr — npubauzno y 4000 mamieHTiB 3 acCTMOIO BiKOM

Big 15 pokiB;



- TalJeTKH, BKPHUTI IIIiBKOBOIO 000I0HKOI0, 110 10 Mr — npubnmzHo y 400 mawieHTiB 3 aCTMOIO 1 CE30HHUM
aJIepriYHUM PHHITOM BiKOM Bif 15 poKiB;
- TabNeTKH XyBalbHi 10 5 Mr — npubimu3Ho y 1750 mawieHTiB 3 acTMOIO BiKOM BiJ 6 10 14 pokiB.
Y X041 KITHIYHUX JOCTiKEHb PO HIbKYe3a3HAUeHI MoOIYHI peakiii moBigomisutocs yacTo (Big > 1/100 go < 1/10)
y TAILi€HTIB, SIKi OTPUMYBAJIU JIIKYBaHHS MOHTEIYKAaCTOM, a TaKOX 3 OIIBIIOI0 YaCTOTOIO, HIXK y MAalLli€HTIB, sIKi
OTpPUMYBaJIH I1aLe0o0.

Tabmuns 1

Kracu cuctem opraHi Jopocii mamiesTs Ta
IIITH BIKOM Bix 15 pokiB
(nBa 12-TOKHEBUX JOCTIKEHHS; n=795)

Ilopymennss 3 OOKy HEpBOBOI lonoBuuii 6116
CUCTEMH
[Topymenas 3 OOKy IITyHKOBO- AOnomiHAIBHMH Oi1h

kumkoBoro Tpakty (LLIKT)

[ling wac KIHIYHUX MOCTiKEHb MPH TPOJOHTOBAHOMY JIIKYBaHHI HEBEJIMKOI KITBKOCTI JOPOCIHX TAIli€HTIB
YIPOJOBX 2 POKIB 1 AiTel BikoM Bix 6 1o 14 pokiB ynpomoBx 12 MicsIiiB mpodiias Oe3nekn He 3MiHIOBaBCS.
Hocmmapkemunzoguti nepioo

[To6iuHi peaxii, Mpo SAKi MOBIAOMIIAIOCH y MOCTMAPKETHHTOBHIA TMEPioj, BKAa3aHO 3TiTHO 3 KIACAMH CHCTEM
OpraHiB 1 3 BUKOPHUCTaHHIM CHeIialbHUX TepMiHiB y Tabmumi 2. YacToTa BCTaHOBJICHA 32 JaHUMH BiAIIOBITHIX
KINHIYHAX TOCHIIKEHb.

Taomus 2
Kiac cucrem opranis [1o6iuHi peaxirii Yacrora*
Indexkuii Ta inBa3ii [ndekuii  BepxHIX  IUXaNbHUX | AYyKE 4aCTO
uwsixis |
[opymenns 3 6oky cucremu kpoBi | Tennenis bi (o) MOCHUJICHHSI | PiAKO
Ta JiM(}paTHIHOT CHCTEMU KPOBOTOYHBOCTI
TpomOoruToNCHIS JTyKe PiIKo
IMopymennss 3 ©Ooky imyHHOI | Peakuii rimep4yTiauBOCTi, B TOMY | HEYacTo
CUCTEMH qucyi aHadinakcis
Eo3unodinsHa iHQLIBTPAIls | Jy)Ke PIIKO
MEYIHKU
[Topymmenns 3 60Ky IICUXIKH [lopymenHss cHy, y TOMY YHCII | HEYacTo
HIYHI KOIITMapH, 0e3CoHHS,
COMHaMOYITi3M, TPUBOXKHICTD,
@KUTaLlis, BKIIOYAIOUU arpecUBHY
TTOBEIIHKY abo BOPOXICTb,
TeTpecis, TICHXOMOTOpPHA
rinepaxkTUBHICTH (BKIIIOYArOUN
JIPATiBIUBICTh, HECTIOKIH, TpeMop§)
[opymiennss yBaru, TOTIpIICHHS | PiJKO
I1am’sITi, THK
TamroruHarii, ne30pieHTaIlis, | ayXe piIKko
CyIIMIambHI ITyMKH Ta ITOBEIIHKA
(cyimmmanbsHICTB), 00cecHBHO-
KOMITYJILCUBHI pO3JIau, nuchemis
Ilopymennss 3 Ooky HepBoBoi | 3amaMOpoOYeHHs, MJIIBICTB, | HEYacTO
CHUCTEMH MapecTe3is/Tinoecresis, CyJOMA
[opymenns 3 60Ky cepust [Nanpmitaris piako




IMopymennss 3 Ooky amxanbHoi | HocoBa kpoBoTeua HEYacTo
CHCTEMH, OpraHiB rpyaHoi KIiTkM i | Cunagpom Yapra — Crpocc (ouB. | myske pimko
CepeNOCTIHHS po3ain «OcobnuBocTi
3aCTOCYBaHHS), JIETeHEeBa
eo3nHODiis
Iopymenns 3 6oxy KT Jliapesit, nynora¥, Gmosannst 1acto
CyXicThb y POTi, TUCIIETICIsI HEYacTo
ITopymenns 3 Ooky | IlizBumieHHst piBHA TpaHCaMiHA3 | 4acTo
renatoOiTiapHOi CHCTEMU cupoBartku (AJIT, ACT)
I'enatut (BKITIOUAIOUN | IyKE PiaKo
XOJIeCTaTU4HEe, TeMaTOLEIIONIApHE
Ta 3MillIaHe YpaKEHHS TICTiHKN)
Ilopymennss 3 OoOKy IIKipu Bucumt 4acTo
TIMIKIPHAX TKAaHUH I'eMaToMa, KPONMB'SIHKA, CBEPOIK | HEYacTo
AHTI0HEBPOTUYHUH HAOPSIK piako
Byznmukosa eputeMa, | IyXe piIko
MyJIbTH(OPMHA epuTeMa
IMopymenHss 3 ©OOKy KICTKOBO- | ApTpairis, Miairis, BKIIOYalOYH | HEYACTO
M’SI30BOI CHUCTEMHM 1 CIOJNYy4HOI | M'sI30Bi cysoMu
TKaHUHU
[Mopymiennst 3 Ooky Hupok Ta | EHypesy miteit HEYacTo
CEYOBUBIHUX IUIAXIB
3arainbHi po3naau i no6iuHi peakuii, HipeKciﬂi 4acTo
BUKITMKAHI MPUHOMOM JIKAPCHKOTO [ A crenig/proma, HeJI0OMaraHHs, | He4acTo
3aco0y HaOpsIK
*YacToTa BU3HAYCHA 3T1THO 3 YaCTOTOIO ITOBIIOMIICHD Y 0a31 TaHWX KIIIHIYHUX JOCIIHKeHB: Tyke gacto (> 1/10),
gacto (Bim > 1/100 mo < 1/10), mewacto (Big > 1/1000 mo < 1/100), piako (Bixg > 1/10000 go < 1/1000), myxe
pinko (< 1/10000).
THpo 0 TOOIYHY pPEeakIliio MOBIAOMIIIOCS 3 YaCTOTOI0 «Iy)K€ YacTO» y TAIllEHTIB, SKI 3aCTOCOBYBAIH
MOHTEIIYKACT, a TAKOXK y TAIIIEHTIB, SIKI OTPUMYBAJIH TUIa1ie0o0, i 9ac KIIIHIYHAX JTOCTIKEHb.
ino 10 ITOOIYHY PeaKIlito MOBiOMIIIIOCH 3 YACTOTOK) «4YacTo» Y MAIli€HTIB, SKi 3aCTOCOBYBAIIM MOHTEIYKACT,
a TaKOX Y TAIlI€HTIB, SKi OTPUMYBaJIH IJ1ane0o, i1 yac KIiHIYHUX TOCIiKEHb.
§Pizu<o.

Tepmin npuoamnocmi. 3 poxu.

He 3actocoByBaTH JiKapchKHii 3aci0 miciis 3aKiHUEHHs TEpMiHYy IPUAATHOCTI, 3a3HAUYE€HOT0 Ha YIaKOBIII.
YMoBu 30epiranns.

306epiraTi B OpUTIHAIBHIA YIAKOBIII TIpH Temriepatypi He Butie 30 °C.

36epiraTé B HEIOCTYITHOMY JJIST AITSH MicCIIi.

YnakoBka.

ITo 14 Tabnetok y Oumictepi. Ilo 2 6icTepu y KapTOHHIM KOPOOIIi.

Kareropis Bigmycky.

3a perrentom.

Bupo6HuUK.

Mepk Wapn i Joym JlimiTen, Benuka BputaHis.
Mepk Wapn i Joym B.B., Hinepnangu.
WepiHr-MNnay Jla6o H.B., Benebris.



Micue3HaxomxeHHS BUpOOHMKa Ta agpeca MicusA NpoBafAXXeHHA MOro AisfIbHOCTI.
LWoTToH JlenH, KpamninrtoH, Hoptymbepnerna NE23 3JU, Benvka bBputaHis.
Baapgepser 39, 2031 bH Xaapnem, HigepnaHan.

Ingyctpienapk 30, XencT-on-geH-bepr, 2220, Benebris.



