IHCTPYKIIA

JJIsI METHIHOI'0 3aCTOCYBAHHSA IIpelapary

I'TEMOHT
(GLEMONT)

CKnao:
Oiroua peyosuHa: MOHTEJIYKaCT;

1 TabGneTka, BKpUTa IIiBKOBOIO 000JIOHKOIO0, MiCTUTh MOHTEJTYKACTy HaTPil0 eKBiBaIeHTHO
MOHTenyKacTy 10 mr;

0onoMidicHI peuyosuHuU: 11eI0I03a MiKPOKPHCTaIiYHa, TaKTO3XW MOHOTIIpaT, HaTPil0 KPOCKapMeso3a,
TiAPOKCUIIPOIIiNIEN003a, MarHito cteapat, Omaapi xKoBTUM (rinmpoMenosa,
rigpokcunporminientosno3a, Tutany giokcup (E 171), okcup 3amiza xkostuu (E 172), Bick
KapHayOChKHUii, OKCHJ 3ai3a yepBoHui (E 172)).

JIikapcbka ¢opma. TabrmeTKH, BKPHUTI IIJTiIBKOBOIO 000JIOHKOIO.

OcHogHI (isuko-ximiuHi 81acmueocmi: KPyTJIi HBOOIYKJIi TabIeTKU Oe3KeBOro KOIbOpY, BKPUTI
TITiBKOBOIO 000JIOHKOI0, 3 TpaBipyBaHHSAM «G» 3 0HOTO 60Ky Ta «392» 3 iHmmoro 00Ky.

®dapMakKoTepaneBTHYHA rpymna.

3acobu JJ1s1 CHCTEMHOI'0 3aCTOCYBAHHS IIPU 0OCTPYKTUBHUX 3aXBOPIOBAHHAX JUXAJIbHUX IIISIXIB.
BrokaTopu 1e¥KOTPi€EHOBUX PELIENTOPIB.

Kopm ATX R03D CO03.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

Hucteininneukorpienu (LTC,, LTD,, LTE,) € moTykHUMU €MKO3aHOIaMU 3allajeHHs, 110
BUOIISAIOTHCS PI3HUMHU KJTiITUHAMHU, ¥ TOMY YHCJIi OIaCUCTUMU KIIiTUHAMU Ta eo3uHodinamu. i
BaXK/IMBi IPOaCTMaTUYHi MeiaTOPH 3B’ I3YIOTHCS 3 IIUCTEIHIINIENKOTPIEHOBUMU PeLleITOpaMu
(CysLT). Peuentop CysLT 1-ro tuny (CysLT1) 3HaxomuThCA y AUXaNbHUX HUISXaX JTIOAUHI
(BKITIOYAIOYHM IJIafKOM S130Bi KIIITUHY OUXaIbHUX HUISAXIB Ta MaKpodaru y guxanbHUX MIJIIXax), a
TAKOXK Ha iHIIKX ITpo3alaJbHUX KIIiTUHAX (BK/II0Ual0Yu €03MHOQINM Ta MeBHi MienoigHi cToBOYpOBi
kinituan). HasBricTs perentopiB CysLT kopenioe 3 maTodi3ionorieio acTMu Ta ajeprivHoro puHiTy.
[Tpu acT™i onocepenKoBaHi TelKOTpieHaMu eheKTH BKITI0Yal0Th GPOHXOKOHCTPHKIIII0, CEKPEIliio
CIU3y, IPOHUKHICTh CyauH Ta eo3uHodinito. [Ipu anepriunomy puniti 6inok CysLT BuminseTscs 3i



CnM30B0i 000JIOHKY HOCA IiCJIs BIUIMBY ajlepreHy Py PO3BUTKY peakiliil K PaHHBOTO, TakK i Mi3HHOTO
TUIY, 1 I1e CYIIPOBOAXKYETHCS CUMIITOMaMU ajleprivHOro PUHITY. 3rigHO 3 KIIHIYHUMU
OOCIiAXKEeHHAMH, iHTpaHa3anbHe BBedeHHs CysLT mpu3Bogusio oo migBUILlEHHS PE3UCTEHTHOCTL
[IUXaNbHUX LIISXIB HOCOBOI IOPOXKHUHY Ta IIOCUJIEHHS CUMIITOMIB 3aKJIafleHOCTi HoCca.

MoHTenyKacT Ipu epopaabHOMY 3aCTOCYBaHHI € aKTUBHOIO CIIOJIYKOIO, sIKa 3 BUCOKOI0 BUOIPKOBICTIO
1 cnopipHeHicTIO 3B’93y€eThCcd 3 CysLT,-perentopamMu. 3rifHO 3 KJIIHIYHUMU [OCIIIKEHHAMY,
MOHTEJTYKacT IPUTHiuye OporxocnasMm micis inransiii LTD, y mo3i 5 mr. BpoHxogunaTaris
CIIOCTEPIraeThCsl YIPOLOBXK 2 TOAMH IIiC/Is IIePOPabHOT0 3aCTOCYBaHHS, el eeKT OyB afUTUBHUM
no 6poHXopMIIaTallil, CHpUYMHEeHOl B-aroHicTaMu. JIikyBaHHSI MOHTEIyKaCTOM IIPUTHIYYBao IK
PaHHIO, TaK i mi3Hi0 Pa3u OPOHXOKOHCTPUKII], CIPUYNHEHOI aHTUTE€HHOI0 CTUMYJISIIIEI0.
MoHTenyKacT MOPiBHSAHO 3 mianebo 3MeHIye KinbKiCcTh e031HOGINIB mepudepruyHoi KPoBi y
[OPOCTIUX MAlLlieHTIiB Ta AiTed. Y X04i OKpeMOoro OOCIIiaXKeHHs IPUUOM MOHTEJIyKacTy 3Ha4yHO
3MEHIIIYBaB KiJIbKiCTh €03MHOMIIIB y AUXabHUX IUIAXaX (3a BUMipaM#U MOKPOTHHHSA) i nepudeprudHol
KPOBI Ta MOKpalllye KIiHIYHNANM KOHTPOJIb aCTMU.

[Tig yac mocmimkeHb 3 y4acTi0 JOPOCIUX MOHTEeNMyKacT ¥ #o3i 10 mr 1 pa3 Ha moOy mOpiBHSHO 3
nnaiebo0 MTPOAeMOHCTPYBaB 3HAUHE IOJTINIIEeHHS MOKa3HWKa paHkoBoro O®B, (3miHa Bif
noyaTkoBoro Ha 10,4 % i 2,7 % BifmoBimHO), paHKOBOI IiKoBO1 mBUAKOCTI Bupuxy (PIIIIIB) (3miHa Big
I04YaTKOBOro Ha 24,5 n/xB i 3,3 71I/XB BiAIIOBIAHO) i 4OCTOBIPHE 3MEHILIEHHS 3arajJbHOr0 3aCTOCYBaHHS
B-aroHicTiB (3MiHa Bifg moyaTKoBOroO Ha - 26,1 % i - 4,6 % BigmoBimHO). [TominIeHHS MOBiTOMIEHUX
NallieHTOM ITOKA3HUKIB IEeHHUX i HIYHUX CUMIITOMIB acTMH OyJIO JOCTOBIPHO KpaIluM, HiXK s
mtaneoo.

HocmnigXeHHS 3 y4acTI0 JOPOCIUX IPOIEMOHCTPYBa/IN 30aTHICTE MOHTEIYKACTy HOIOBHIOBATU
KIiHiYHUYE ePeKT iHransAiiHuX KOPTUKOCTEPOIniB (3MiHa (B %) MOYATKOBOTO ITOKa3HUKA OIS
iHTamnsIiitHOro 6eKI0METa30HY ITIOC MOHTEIYKACT MOPiBHSHO 3 0EKJI0MEeTa30HOM BifllTOBIIHO OIS
O®B,: 5,43 % ta 1,04 %; 3acTocyBaHHS B-aroHicTiB: - 8,70 % Ta 2,64 %). [TopiBHAHO 3 iHTaNALIMHIM
6eknometa3onoM (200 MKT 2 pa3u Ha go0y, ClieliCepHUM IPHUCTPili), MOHTENIyKacT IPOJeMOHCTPYBaB
OiybII MIBUAITY TOYATKOBY BiIOBigb, X04a YIPOAOBXK 12-THKHEBOT'O NOCTIXKeHHs 0eKII0MeTa30H
IIPU3BOMUB [0 GibIII BUPAXKEeHOT0 CEPEIHbOT0 TePaneBTUYHOr0 edeKTy (% 3MiHa MOYaTKOBOTO
IIOKa3HUKa OJIST MOHTENTYKacCTy MOPiBHAHO 3 OeknoMeTa3oHoM BiamoBigHo oist OOB;: 7,49 % Ta

13,3 %; 3acTocyBaHHs B-aroHicTa: - 28,28 % Ta - 43,89 %). IIpoTe nopiBHAHO 3 6EKIIOMETa30HOM
y OinbIII01 KiJTbKOCTI MAIi€eHTiB, SKi OTPUMYyBaJIH TiKyBaHHS MOHTEIYKaCTOM, NOCATHYTa NonibHa
KJTiHiuHa BigmoBigs (To0TO y 50 % mallieHTiB, SKi OTpUMyBasH JIiKyBaHHS 0€KJIOMETa30HOM,
nocaruyto nominmeHHss OOB, mpubnu3Ho Ha 11 % i GinbIe IOPiBHSAHO 3 TOYAaTKOBUM, TOmi K Y 42 %
Nalli€HTiB, IKi OTPUMYyBaJIX JIiKyBaHHS MOHTEIYKacTOM, OOCSATHYTO TaKol XK BigTOBifi).

I71s1 OIIIHKM MOHTEJIYKACTy 5K 3ac00y 11 CHMITOMATUYHOTO JIIKyBaHHS CE30HHOTO aJlepPriyHoro
PUHITY y nalieHTiB BikoM Bif 15 poKiB 3 aCTMOI0 Ta CYIyTHIM CE30HHUM aJlepPriyHuM PUHITOM OyI10
IIPOBEMIEHO KITiHiYHe JOCHiIXKeHHsS. Y IbOMY JOCITigXKeHHi 6yI0 MPOIeMOHCTPOBAHO, III0 MOHTETYKaCT
y TabneTkax mpu mpuiioMi y nosi 10 mr 1 pa3 Ha no0y mopiBHSAHO 3 maiebo I1eMOHCTPYBaB
CTaTUCTUYHO 3Hayyllle IIOKpallleHHS CePeIHbOJEeHHOT0 TI0Ka3HMNKa CUMIITOMIB PUHITY.
CepenHbOIEHHUY TTOKA3HUK CUMIITOMIB PUHITY € CEPEOHbOI0 BEMUYUHOI0, OTPMMAaHOI0 IIPU OLIHII
Ha3aJIbHUX CUMIITOMIB y IeHHUM Yac (CepenHs 3aKafeHiCTh Hoca, pUHOPes, YXaHHs, CBepOixK y HOCi)
Ta y HiYHUY 4ac (cepemHs 3aKJIafieHiCTh HOca Mpu MpoOyIKeHHi, TPYIHOIII TPX 3aCUHAHHI Ta
YacToTa HiYHUX mpolyaxKeHs). [TopiBHAHO 3 3aCTOCYBaHHSM ILTalebo Oyu oTpuMaHi 3HaYHO Kpalli
pe3yibTaTH 3arajbHol OIiHKHY JIiKyBaHHS aJIeprivHOT0 PUHITY MallieHTaMu Ta jJikapsamu. OliHKa
e(eKTUBHOCTI TAaKOTO0 JTiKyBaHHI IIpX acTMi He OyJia TOJIOBHOIO METOIO IIhOT0 JOCTiIKEHHS.

Y xopni 8-TuKHEBOT0 JOCTIAXKEHHS 3 y4acTIO AiTel BikKoM Bif 6 70 14 poKiB MOHTETyKacT y [03i 5 mr 1
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pa3 Ha mo0y nopiBHSHO 3 I1alle00 JOCTOBIPHO IOKpAaIlyBaB PECIipaTOPHY (QYHKILIO (3MiHa Bif
nodaTkoBoro nokasuuka O®B,: 8,71 % nopiBugHO 3 4,16 %, 3MiHa noka3HMKa paHKoBol [TI11B:

27,9 n/xB opiBHsAHO 3 17,8 11/XB) i 3HKUKYBaB YaCTOTY 3aCTOCYBaHHS P-aroHIiCTiB 3a MoTpeboio
(3miHa Biff MOYAaTKOBOTO MOKa3HUKa Ha - 11,7 % mopiBHSAHO 3 8,2 %).

IocToBipHE 3MeHIlIeHHsI OPOHXO0CIIa3My, MOB’g13aHoro 3 ¢isnyHuM HaBaHTaxkeHHSIM (BOH), 6yno
IIPOJIEMOHCTPOBAHO IIiff 4ac 12-TUKHEBOTO AOCTiAKEHHS y HOPOCuX (MakcuManbHe 3HUKeHHS ODB,;
22,33 % mnsa MoHTenyKacTy mopiBHSIHO 3 32,40 % mns mnarebo; Yac 1o BigHOBIIEHHS Y Mexkax 5 % Bif
noyaTtkoBoro O®B, 44,22 xB nopiBHAHO 3 60,64 xB). Llet eeKT ciocTepiraBcs ynpogoBXK
12-TukHEBOTO mepiony mociimkeHHs. 3HUXKeHHS BOH Takox Oy0 MpomeMOHCTPOBAHO ITif

yac KOPOTKOTO AOCIiXKeHHS 3 y4acTIO [iTel BiKoM Bif 6 no 14 pokiB (MakcumasnbHe 3HUKeHHSI ODB,
18,27 % nopiBHSAHO 3 26,11 %; yac mo BifHOBIEHHS V¥ MexXkax 5 % Big moyatkoBoro O®B,

17,76 xB nopiBHsHO 3 27,98 xB). EdekT B 060X mOCTiAKEHHSIX OYB IPOAEMOHCTPOBAHUH Y
KiHIi iHTepBasy npu npuiiomi 1 pas Ha mo06y.

Y nmanieHTiB 3 YyTAMBICTIO IO aCHipuHY, SKi OTPUMYBaIU IOTOYHY Tepalliio iHransauidHuMu Ta/abo
nepopaJbHAMU KOPTUKOCTEPOilaMy, JTIiKyBaHHSI MOHTEIyKaCTOM IIOPiBHSHO 3 I1aie00 IMpUu3BOOUIIO0
[0 3HAYHOI'0 TOJIINIIEeHHS KOHTPOJII0 aCTMU (3MiHa 1049aTKOBOro nokasnuka O®B, craHoBUTh 8,55 %
npoTu - 1,74 % i 3MiHa Bifi MOYaTKOBOTO Y 3HUKEHHI 3arajJlbHOT0 3aCTOCYBaHHS B-aroHicta - 27,78 %
npotu 2,09 %).

dapmaxoKiHemuxka.
Abcopbuis

MoHTenyKacT MBUAKO BCMOKTYETHCS MICIIS TEPOPaIbHOro mpuiiomy. ITicns 3acTocyBaHHS
IOPOCIIUMHU HaTIie TabeToK, BKPUTHX IIiBKOBOIO 000J10HKOI0, 10 10 Mr, cepegHs MakKCUMabHa
KoHUeHTpalis (C,,,) V I1a3Mi Kposi gocsranacs yepes 3 rogunu (T,,,,). Cepents 6iomocTynHIiCTs Ipu
TIepopaIbHOMY 3aCTOCYBaHHI CTaHOBUTE 64 %. [TpuitoM 3BUYAHOI iKi He BIIMBaB Ha Oi0MOCTYIHICTD
i Ha C,,, IpU IIepopaIbHOMY 3aCTOCyBaHHi. be3neka Ta eheKTUBHICTL OyIu MiATBepAXKeHi mig 9ac
KJTIHIYHUX [OCTIiI2KEeHb IIPU 3aCTOCYBaHHi TablIeTOK, BKPUTHX IIJIiBKOBOIO 060/10HKO10, 10 MT,
He3aJIekKHO Biff Yacy IpUNoMy 1XKi.

s TabneToK XKyBaJIbHUX 0 5 MI ITOKa3HUK C,,, y IOPOCIIUX OOCATaBCS Yepes3 2 TOOUHY MicIa
npuiiomy Hatie. CepenHs 6i0IOCTYIHICT IPY IIEPOPATIBHOMY 3aCTOCYBaHHI CTaHOBUTH 73 % i
3HUKYETHCS [0 63 % mpu mpuitoMi 3i cTaHAAPTHOIO iXKelo.

Po3nodin

[Tonanm 99 % MOHTeNyKacTy 3B'sI3yeThCA 3 GimkaMu ma3mMu KpoBi. O6’€M PO3MOMiNy MOHTEIYKACTY Y
CTallioOHapHi# ¢a3i B cepegHbOMY CTaHOBUTE Bif 8 mo 11 miTpiB. Y Xomi mocmigKeHb Ha miypax i3
3aCTOCYBaHHSIM PafiOaKTUBHO Mi4E€HOT0 MOHTEIYKACTY IPOXOAKEHHS yepe3 reMaToeHLedaliyHun
Oap'ep Oyno MiHiMansHUM. KpiM TOTO, ¥ BCiX iHIINX TKAHWHAX KOHIIEHTPALllii T03HAaYeHOT0
papioizoTonoM MaTepiany yepe3 24 TOOUHM MiCIA IPUNOMY A03U TaKOXK BUSIBUINCS MiHIMalTbHUMMU.

Memaboizm

MonTenykacT akTUBHO MeTabommi3yeThcs. [1ig 4ac gocrigKeHs i3 3aCTOCYBaHHSM TepaleBTUYHUX 03
KOHIIeHTPallil MeTaboIiTiB MOHTEIYKACTY ¥ CTallilOHaPHOMY CTaHi IJla3MHU KPOBi B JOPOC/INX i
Malli€HTIB AUTAYOr0 BiKy HEe BU3HAYAKOTHCH.

LuTtoxpom P450 2C8 € ocHoBHUM (hepMeHTOM ¥ MeTaboi3Mi MOHTeTyKacTy. KpiM Toro, muTOoXpomMu



CYP3A4 i 2C9 BipirpaioTs He3HAUYHY POJIb y MeTa00/1i3Mi MOHTENIyKacCTy, X04a iTpakoHa307 (iHribiTop
CYP 3A4) He 3MiHIOBaB (papMaKOKiHETUYHI TOKa3HUKYU MOHTEIYKACTY Y 3OPOBUX JOOPOBOJIBILB, SIKi
orpuMyBanu 10 M MOHTeIyKacTy Ha 7o0y. 3rifHo 3 pe3ynbTaTaMu AOCIIXKEHb in vitro 3
BAKOPHUCTAHHSM MIKPOCOM IEYiHKU JTIIONUHY, TepPaleBTUYHI IIJTa3MOBi KOHIIEHTPAIlil MOHTE/IYKacTy He
NpurHiyyoTh nutoxpomu P450 3A4, 2C9, 1A2, 2A6, 2C19 i 2D6. YuacTb MeTaboOJIiTIB ¥
TepaneBTUYHIiN [il MOHTEIYKACTy € MiHIMaJIbHOIO.

BusedeHHs

KitipeHC MOHTEeJyKaCTYy i3 [1a3MU KPOBi y 3M0POBHX JOPOCIHX JOOPOBOJIBIIB ¥ CEPETHBOMY
CTaHOBUTH 45 Mi1/xB. ITic/s mepopaabHOT0 IPUMOMY MOHTETYKACTy, MiueHoro i3otomoM, 86 %
BUBOOUTHLCS 3 KaloM IMPOTAroM b aHiB i meHIie 0,2 % - i3 cedero. Y cykymHOCTi 3
6iOmOCTYMHICTIO MOHTENTYKACTy IIPU IIepOPabHOMY 3aCTOCYBAHHI Iie# (pakT BKa3ye, 110
MOHTENYKAaCT i itoro MeTaboIiTi MaiiKe MTOBHICTIO BUBOASITHCS 3 JKOBYIO.

dapmakoKkiHemuka y pi3HUX 2pyn nauieHmis

[l aIfieHTiB i3 OPYIIEeHHSAM (QYHKIIIl TIeYiHKY JIETKOTO i CEPEeIHBOT0 CTYTEHS TSIXKKOCTI
KOPEKIIis 103U He MOoTpiOHa. [loCmigKeHHs 3 y4acTo NAl[i€HTiB 3 TOPYIIeHHAM (QYHKIIi1
HUPOK He npoBoauiau. OCKiIbKY MOHTEJTYKACT i ©oro MeTaboJIiTh BUBOMASTHCS 3 2KOBYIO,
KOPEKIIis 103U [IJIg Nalli€eHTiB 3 MOpyIeHHIM QYHKIIII HUPOK He BBaXKa€eThCsI He0OXimHOIO.
Hanux mpo xapakTep (papMaKOKiHETUKYM MOHTEIYKaCTy Yy allieHTiB 3 MOPYLUIEHHAM (DyHKIIi1
TIEeYiHKY TSIKKOTO CTyneHs (rmoHapm 9 OaniB 3a mkasnoio Yannga - [1'10) HeMae.

[Tpu npuiioMi BeMUKUX 003 MOHTENyKacTy (110 B 20 Ta 60 pa3iB nepeBullyBaiu o3y,
PEKOMEeHI0BaHy O AOPOCINX) CIIOCTEPIraaocs 3HUKEHHS KOHIIeHTpallil Teoininy y
na3Mi KpoBi. 1leit eeKT He criocTepiraeThCsa Ipu MpUiioMi peKoMeHgoBaHol go3u 10 mr 1
pas Ha f1o0y.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

IomaTKoBe JIiKyBaHHSI OpPOHXia/JIbHOI aCTMU Y TAIli€HTIB i3 IEPCHUCTYI0Y0I0 aCTMOIO Biff IETKOTO [I0
IIOMipPHOT'O CTYIIEHS, III0 HeIOCTaTHLO KOHTPOIIOETLCS iHTaMAIMHIMU KOPTUKOCTEPOITHUMHU
IpernapaTaMy, a TAKOXK MPH HeNOCTAaTHbOMY KJIiHIYHOMY KOHTPOJIi aCTMH 3a HOIIOMOro0 B-arOHiCTiB
KOPOTKOCTPOKOBOI Aii, 1110 3aCTOCOBYIOThCS Y pa3i HeobxigHoCTi. CUMITOMATHYHE JTiIKyBaHHS
CE30HHOTO aJIepriYHOTO0 PUHITY y XBOPUX Ha OpOHXiallbHY acTMY.

[TpodinakTKa acTMH, JOMiIHYIOYMM KOMIIOHEHTOM SIKOI € OPOHXOCIa3M, iHIyKoBaHUY (Qi3UUYHUMHU
HaBaHTAXEHHSIMH.

[TonerieHHs CHMIITOMIB CE30HHOTO Ta I[IJIOPIYHOT 0 aJIepriyHoro PUHITY.

IIpomunoka3aHHA.

[TigBuieHa YyTNIUBICTE KO OyAb-SKOTO 3 KOMIIOHEHTIB npenapaty. [uTsaunii Bik 7o 15 pokiB (mng



go3u 10 mr).

B3aemodin 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

MoHTenyKacT MOXHa IpU3HavYaTH Pa3oM 3 iHIIMMU IIperapaTaMu [ajs npodinakTuku abo
TPUBAJIOTO JIIKyBaHHS aCTMU i JIiKyBaHHSA ajepriyHoro puHiTy. [Ipu gocmigkeHHI B3aeMOfil Mixk
JiKapChKUMU 3aco0aMy peKOMeH0BaHa [03a MOHTENIyKacTy He Maja 3HaYHOT0 KJIiHiYHOTO BIIJIUBY
Ha (apMaKOKiHETHKY TaKWX IIpernapaTis: Teodisnin, mpenHi30H, MIPEeOHi30JI0H, IepopasbHi
KOHTPAILENTHUBY (eTuHiNecTpagion/HopeTuHapoH 35/1), TepdheHagyH, TUTOKCUH Ta BaphapuH.

V marienTis, SKi ogHouacHo mpuiiManu peHoOapbiTarl, miolla Imig KPHBOI «KOHIIEHTPallis-4ac»
(AUC) mnst MOHTETTYKaCTy 3HUXKYBanacs mpuonu3no Ha 40 %. OCKinbKY MOHTEIYKACT
meTtabomnizyercss CYP 3A4, HeoOXxigHO OyTH 06epekHUM, 0COOIMBO LIOMI0 HiTeH, SIKIIO0
MOHTEJIYKacT Ipu3HadYaTu ogHOo4YacHO 3 ingykTopamu CYP 3 A4, Hampukian QeHiTOIHOM,
dbenobapbiTanoM i pudaMmIiluHOM.

HocnimxkeHHs in vitro moka3aiy, 10 MOHTEIYKaCT € IOTyKHuUM iHribitopom CYP 2C8. IIpoTte maHni
KJIIHIYHOTO JOCIigXKeHHs B3a€MOAil JTikapCbKuX 3aco0iB, 1110 BKJII0YaI0Th MOHTEIYKACT i
PO3UTTIiTa30H (IIpemapar, 110 MeTabomi3yeTbes 3a gornoMoro CYP 2C8), moka3samny, 1110
MOHTeINyKacT He € iHribitopom CYP 2C8 in vivo. TakuM YMHOM, MOHTEJTYKaCT He BIIJIUBa€
3HAYHOIO Mipoio Ha MeTabo0Ii3M penaparis, 1110 MeTab0/Ii3yI0TECA 3a HOIIOMOTO0I0 IIOT'0
bepMeHTY (HampuKIag MakIiTaKCely, PO3UTTiTa30Hy Ta penariiHiay).

[Tig vac mocmimXkeHs in vitro 6yn0 BCTaHOBIIEHO, 110 MOHTEeNyKacT € cybcTpaTom CYP 2C8 i MeH111010
Mmipoto 2C9 Ta 3A4. Y xofi KIiHIYHOT0 JOCTiIKEHHS B3a€MO/Iil TiKapchKuUX 3ac06iB i3 3aCTOCYBaHHSIM
MOHTeyKacTy i reMpibposuny (iuribitopy CYP2C8 i 2C9) rem¢iOpo3us migBUIlyBaB CUCTEMHY
eKCITO3UIIiI0 MOHTeNyKacTy B 4,4 pa3a. [Ipu ogHOYaCHOMY 3acToCyBaHHi 3 reM¢piopo3unom abo
inmmMu notyxxkauMHU iHTribiTopamu CYP 2C8 Kopekis ;03U MOHTENYKacTy He MOTPpiOHa, ae Jmikap
TIOBUHEH BPaXOBYBATH IIiIBUIIEHUN PU3UK BUHUKHEHHS MOOIYHUX peakiiiil.

3a pel3ynbTaTaMU [OCHIAXKEHbD in Vitro He 04iKyeThCd BUHUKHEHHS KIIIHIYHO BaK/IMBUX B3a€EMOMiN 3
MeHII NoTyKHUMH inribitopamu CYP2C8 (nanpukinap, 3 TpuMeTonpuMoM). OgHOYaCHE 3aCTOCYBaHHS
MOHTEJTYKACTy 3 iTpakoHa30510M, cuinbHUM iHTi6iTopoMm CYP 3A4, He MPHU3BOAUIIO [0 iCTOTHOTO
IiABUINEHHS CUCTEMHOI eKCIIO3HIlil MOHTETYKaCTy.

Oco06.1ueocmi 3acmocyeaHHs1.

[TarienTiB HEOOXiMHO MONIEPEOUTH, 110 [JIEMOHT He CJIifl 3aCTOCOBYBATH AJISI 3HATTS TOCTPUX
aCTMaTUYHUX HamafiB. PEKOMEHY€ETHCS MPOAOBXKYBATH JIiIKyBaHHSA 3BUYalHUMU BiATIOBITHUMU
JIiKaMU OJ151 3HATTS HamaniB. Y pasi rocTporo Hamafay CIifl 3aCTOCOBYBATH IHTaNIALINHI B-aTOHICTH
KOpOTKoOI fii. [TamieHTaM HeoOXifHO SKHaAUIIIBUAILIE IPOKOHCYIbTYBATUCS 3 JliKapeM, SKIIO iM
nmoTpiOHa OinbIlla, HiXK 3a3BUYal, KinbKiCTh iHTansAMili B-aroHiCTiB KOPOTKOI [ii.

He cnig pi3ko 3aMiHIOBaTH MOHTEYKACTOM Teparlio iHransamiiuuMu abo nepopaabHUMU
KOPTHKOCTEPOITHUMH TIperiapaTaMu.

HeMmae maHux, SKi MiATBEPAXKYIOTh, III0 NO3Y IIEePOPaIbHUX KOPTUKOCTEPOIAiB MOXKHA 3MEHIIIUTH IIPU



OOHOYaCHOMY 3aCTOCYBaHHi MOHTEJIYKACTy.

IMoBimOMJISITIOCS PO BUHUKHEHHsI ICHXOHEBPOJIOTiYHUX peakiii, TaKHuX sIK 3MiHa
MOBEiHKH, IeNnpecis Ta cyiuaaJIbHUM CTaH, Y Malli€HTiB ycix BikoBuX rpym, sKi
MPUHMaIM MOHTEJIyKacT (quB. po3ain «I1o6iuHi peakinii»). IIposiBu MOXKYyTh OyTH
|cepiio3HMMH i TPpHBAaIUMH, SIKINO JTiIKyBaHHSI He NIPUOHHATH. ToMy 3acTOCyBaHHSI
MOHTEJIYKaCTy CJIif IPUIUHHUTH, IKII0 BHHHKAIOTh ICUXOHEBPOJIOTiYHi CHMITOMH.
IManieHTH Ta/a00 HOTIsAAaYi MOBHHHI OyTH YBaKHHMH OO IICHXOHEBPOJIOTiYHUX PeaKIiH i
MOBiTOMJ/ISITH CBOrO JIiKapsi IPO BHHUKHEHHS 3MiH y IOBeTiHIIi.

Y noomMHOKUX BUTMIAAKaX Yy Malli€HTiB, SKi OTPUMYIOTh IPOTHACTMATHYHi 3aC00H, B TOMY YHCIIi
MOHTEJTYKaCT, MOXe CIIOCTepiraTucsl CUCTEMHA €03MHOMIis, iHKOIK pa30M 3 KJIiHIYHUMU IPOsIBaMU
BACKYJIiTy, Tak 3BaHUM CHHAPOM Hapr-Ctpayca (rpaHyieMaTO3HUM ajlepPTivHUy aHTiIT), TiKyBaHHS
SIKOT'O TTPOBOMMUTHCS 3a [MOMOMOT0I0 CUCTEMHOI KOPTHKOCTEPOIOHOI Teparii. Taki BUllagKy 3a3BUYan
(ane He 3aBxkau) Oy/K MMOB’g3aHi 3i 3MeHIIeHHAM a00 BigMiHOI0 Tepallii KOpTUKOCTEPOITHUMHU
npenapaTaMu. IMOBIpHICTh TOTO, III0 AaHTATOHICTH JIEMKOTPiEHOBUX PELIENITOPiB MOXKYTh OyTH
II0B’13aHi 3 1051BOX0 cuHApoMy Yapra - CTpayca, HEMOXKJIUBO aHi CIPOCTYBaTH, aHi MiATBEPOUTH,
TOMY JliKapiB HEOOXiIHO MONEePEeaUTH IIPO MOXKJIUBICTE BUHUKHEHHS y TAllieHTiB eo3uHO0Dirtii,
BACKYJIITHOT'O BUCUIIaHHS, MOTipIIaHHS JIeTeHeBOl CUMIITOMAaTUKY, YCKIafHeHHS 3 60Ky ceplieBoi
cuctemu Ta/abo Helipomnartii. [TalieHTaMm, y SKUX pO3BUBAIUCS BUILle3TaflaHi CHMIITOMHU, HEOOXiIHO
IIPOUTH TIOBTOPHE 0OCTEXKEHHS, @ CXeMYy iXHbOT0 JIIKyBaHHS CIIiff TOBTOPHO IEPETISHYTH.

JIiKyBaHHS MOHTEJIyKaCTOM He la€ MOKJIMBOCTI IIaljieHTaM 3 aCIllippHO3aJIe?KHOI0 aCTMO0
3aCTOCOBYBaTH acmipuH abo iHII HeCTepoigHi MpoTH3ananbHi IpemnapaTy.

[TamieHTaM 3 TaKMMU PiOKICHUMU CIIafKOBUMHM 3aXBOPIOBAHHSAMHU K HEIIEPEHOCUMICTh ralakTo3H,
nedinuT naktasu Jlanna a6o ManbabcopOilig TII0KO3U-TaTakKTO3u He CJIifl 3aCTOCOBYBaTH Iiek
mpemnapar.

Jlikapcekuii 3acib micTuTh MeHIe 1 MMob (23 Mr) HaTpito Ha TabeTKy, TOOTO IPaKTUYHO BiTbHUAN
Bifl HaTpilo.

3acmocyeaHHs y nepiod 8azimHocmi abo 200y8amHs 2py0oio.

Baeimuicms. JIOCTigXKeHHS Ha TBapuHaX He JEMOHCTPYIOTh MIKIgIXUBOI [il BITHOCHO BIIMBY Ha
BariTHiCTh a60 eMOpioHanbHUM/beTanbHUN PO3BUTOK.

O6MexeHa iHpopMalris 6a3u JaHUX BiTHOCHO BariTHOCTeM He BKa3ye Ha MPUYMHHO-HACIiTKOBUN
B3a€EMO3B’S130K MiX 3aCTOCYBaHHIM MOHTEJIYKacCTy i BUHUKHEHHSIM Mab(popmMalliil (TaKux gK
nedeKTH KiHI[iBOK), IIPO SKi PigKO MOBiIOMJIAIM ¥ XOfi BCECBITHBOTO IIOCTMApKETUHTOBOTO OCBIAY
3aCTOCYBaHHS.

MoHTenyKacT MOXKHa 3aCTOCOBYBATH y IEPiof BaTiTHOCTI, TUIBKU AKIIO L€ BBAXKA€EThCS
06e3yMOBHO HEOOXiTHUM.

I'o0ysaHHA 2py00t0. [ocnimKeHHS Ha Iypax IPOJeMOHCTPYBaJIH, [0 MOHTENTYKAacT TPOHUKAE Y
MOJI0KO. HeBifomMo, 4y¥ IPOHMKAE MOHTEIYKACT Y TPyIHE MOJIOKO XKiHOK.

MoHTenyKacT MOXKHa 3aCTOCOBYBATH Y II€Piof TOAyBaHHS IPYOAI0, TiTbKYU SKIIO 1Ie BBAXKAETHCS
06e3yMOBHO HEOOXiTHUM.



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

He ouikyeThbCH, 1110 MOHTEIYKAaCT BIIJIUBaTUME Ha 3[aTHICTh MalliEHTa KepyBaT! aBTOTPAHCIOPTOM
abo iHmmMu MexaHi3MaMu. [IpoTe myKe PigKo MOBiMOMIISIOCS IIPO COHIUBICTh ab0 3arIaMOpPOYEHHS.

Cnocib 3acmocyeaHHsi ma do3u.
[IpenapaT mpru3HaUYeHUM AJ1s 3aCTOCYBaHHS HOPOCINM Ta AiTAM BiKOM Bif 15 pokiB.

Ins miKyBaHHSI acTMHU ab0 aCTMHU y TIOETHAHHI i3 CE30HHUM aJIepPriyHUM PUHITOM OOPOCIIUM Ta OiTIM
BikoM Bif 15 pokiB pekoMeHoBaHa no3a cTaHOBUTH 1 Tabnetka 10 Mr 1 pa3 Ha goOy, BBeuepi. [Is
TIOJIETIIEHHSI CUMIITOMIB aJIepriYHOTO PUHITY Yac IPUHOMY CJIif mig0upaTy iHOUBiAyanbHO.

Kopurysauus [o3u [ IAI[i€HTIB JIITHLOT'O BiKYy, & TAKOXK ITAIli€HTIB 3 [I€4iHKOBOIO
HEJOCTaTHICTIO JIETKOTO i CEPEeHBOTO CTYIEHs TSXKKOCTi a00 HUPKOBOIO HEOCTATHICTIO He
noTpibHe. [laHi 11010 KOpeTryBaHHS OO3U [JIF MAI[iEHTIB 3 TAXKKUM CTYIIeHEeM IIe4iHKOBOI
He[0CTaTHOCTI BiACyTHi. [lTaHMX PO XapakTep papMaKOKIiHETUKHA MOHTENIYKacCTy y Halli€HTIiB
3 TSKKOIO IIeUiHKOBOIO HemocTaTHicTIo (Oinbitte 9 OasiB 3a mkajsow Yainga - [1'0) veMae,
TOMY PeKOMeHallil I0f0 KOperyBaHHS OO3U BifCyTHi.

Io3yBaHHA IIpeliapaTy € OGHAKOBUM [IJig IAlliEHTiB YOJIOBidOi Ta XKiHOYO01 CTaTi.

JIikysaHHA npenapamom I'1eMOHM 3a1exHCHO 8i0 IHWO020 AIKYBAHHA ACMMU.

[TpemapaT MoXkHa [IoflaBaTH [0 iCHYI0YOT0 KypCy JIiKyBaHHS TallieHTa.

IHeanayiliHi Kopmukocmepoiou. I'TeMOHT MOXHa 3aCTOCOBYBATH SIK MONATKOBE JIIKYBAHHS Yy
MAI€HTIB, Y SKUX iHTalALliiHI KOPTUKOCTEPOIAN Pa3oM 3 B-aroHiCTaMu KOPOTKOCTPOKOBOI [iil, 110
3aCTOCOBYIOTH ITpX HEOOXimHOCTi, He 3a0e3MmeuyoTh 3aJ0OBIIbHUM KITiIHIYHNUHE KOHTPOJTb

3aXBOPIOBAHHS.

[TpemapaTtoM ['TEMOHT He CIIif Pi3K0O 3aMiHIOBATH iHTaNAIliHI KOPTUKOCTEPOIAY (OUB. PO3MIil
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

Himu.

3acToCcOoByBaTH HiTSAM BiKOM Bif 15 pokis. [liTaM Bikom A0 15 poKiB Cilif 3aCTOCOBYBaTH IIpenapar y
BUTJISMI )KYyBaJIbHUX TaOJIeTOK 3 BiATIOBITHUM JO3YBAHHSIM.

Ilepedo3yeanns.

ZKopgHol crelianbHOl iHpopMallil oo TiKyBaHHS Ilepefo3yBaHb MOHTETyKaCTOM HEMa€E. Y
MOCTiAKEHHSX XPOHIYHOI aCTMU MOHTENIYKacCT IIpH3HaYasy B go3ax o 200 Mr/moby mopociuM
nalieHTaM MpOTAroM 22 TUXKHIB, a IPU KOPOTKOYAaCHUX OOCHTigKeHHIX - 70 900 Mr/moby npoTsarom
npuOIU3HO OJHOTO TUXKHS, IPU LbOMY KIiHIYHO 3Hauyll mo0iyHi peakiil 6yau BifCyTHI.



[Tpu mocTMapKETUHTOBOMY 3aCTOCYBaHHI Ta IIif] Yac KITiHIYHUX OOCTiAXXKeHb HaAXOOUIH
MIOBITOMJIEHHS IIPO TOCTPE IIepefo3yBaHHsA MOHTEIyKacTOM. BOHM BK/IIOYasy IPUOM IIpemnapaTy
MOPOCTIUMH 1 IiTbMH B [03aX, 110 nepeBuinyoTh 1000 mMr (mpubau3Ho 61 MI/KT, DUTHHA BiKOM 42
MicsiniB). OTpuMaHi KiHiuHi i mabopaTopHi maHi BimmoBiganu mpodinio 6e3meKu st JOPOCIUX
MaIlieHTiB i1 miTeH.

Y GinpInOCTi BUIafKiB ITepefo3yBaHHS Ipo nMo0iuHi peakiiil He moBigoMmsanau. HaliuacTime
cnoctepiranucs nobiuHi peakiiil, 1o Bigmosiganu npodinto 6e3neku npenapaTy [71eMOHT Ta
BKJ/TIO4asIu: Oi/ib y KUBOTi, COHIUBICTH, CIIpary, ToJIOBHUM 6ifib, 6/1I0BaHHS Ta IICUXOMOTOPHY
TinepakTHUBHICTG.

HeBimoMo, 4u BUBOIUTHCS MOHTEIIYKACT 3a [OMOMOro0 IIePUTOHEAIbHOTO Aiasidy a0o
remopianisy. JIikyBaHHS CUMIITOMaTU4YHE.

ITo6iuni peakuii.
MoHTenyKacT OLiHIOBAJIY IIifi Yac KIIHIYHUX AOCHIiAXKEHb:

TabneTKH, BKPUTI IIiBKOBOIO 000710HKOI0, 110 10 Mr - mpubnu3uo y 4000 maliieHTiB 3 aCTMOI0 BiKOM
Bim 15 poKiB;

TabNeTKH, BKPUTI IIiBKOBOIO 000710HKOI0, 110 10 Mr - mpubnu3uo y 400 naiieHTiB 3 acTMOIO i
CEe30HHUM aJIepriyHuM PUHITOM BiKOM Bif 15 pOKiB;

TabIeTKY XKyBallbHi 10 5 MT - mpu6nu3Ho y 1750 mamieHTiB 3 aCTMOI0 BiKOM Bif 6 mo 14 pokis.

Y xomi kniHiYHMX HOCTiIXKEeHb PO HUXK4Ye3a3HadeHi mobiuHi peakiril moBigomisinu vacTo (Big =1/100
no <1/10) y nauieHnTiB, SKi OTpUMYBaIu JIiKyBaHHS MOHTETYKACTOM, a TAaKOXK 3 OiJIbIIOI0 YaCTOTOIO,
HiX y MallieHTiB, SKi OTPUMYBaJIHU JiKyBaHHS I11a1e0o.

Tabmuis 1
Knacu cucteM opraHiB IlopocIi naIfieHTy,
miTy BikoM Bim 15 pokiB
(mBa 12-THXHEBUX MOCHiIXKEHHS; n=795)
3 60Ky HEPBOBOI CHUCTEMU ["onoBHUY 6iNb
3 00Ky LITYHKOBO-KUIITKOBOTO  [AGmoMiHambHUM Oinb
TPAKTY

[Tig 9ac kMiHIYHUX OOCTIAXKEHHSIX IIPU IIPOJIOHTOBaHOMY JIiKyBaHHI HEBEJIMKOI KiJIbKOCTi JOPOCIUX
TIallieHTiB YIIPOMOBXK 2 POKIB i miTel BikoM Bif 6 mo 14 pokiB ynpomgoBxk 12 micsnis, npodins 6e3neku
He 3MiHIOBaBCH.

ITocmmapkemuHezo08ul nepiod

[ToGiyHi peakiiii, mpo sIKi MOBIMOMIISANN y TIOCTMApPKETUHTOBUY Iepiofl, BKa3aHi 3TiflHO 3 KJlacaMu
CHCTeM OpraHiB i crelianbHUMU TepMiHaMu, mogaHi y Tabnumi 2. YacToTa BCTaHOBNIeHa 3a JaHUMU



BiAMOBIAHUX KIIHIYHUX MOCHIIXKEHbD.

Tabmuig 2
Krnac cucteM opraHis TepMmin mo6iyHOI peakiril actora*
[HdeKIil Ta iHBa3sil [H}eKIi]l BepXHiX AuXalbHUX NIIAXiB** |IyKe JacTo
3 60Ky cucTeMU KpOBi Ta TeHOeHIlis 0 IOCUIeHHS PigKo
miMdaTryHOI cucTeMu KPOBOTOYHUBOCTI

TpoMOOIMTONIEHIs myKe pimKo

3 00Ky iMyHHOI CUCTEMHU

Peax1il rinepyyT/INBOCTi, B TOMY YHCIIi
aHa(inakcis

HEYaCTO

pernapaTy

HaOpSIK, clipara

Eo3uHodinbHa iHQiNbTpalis nevyiHkyu |IyxkKe pigko
3 OOKY IICUXiKH [lopyllueHHS CHY, y TOMY YUCJIi HiYHI |[HEYacTo
KolrMapy, 0e3COHHS, COMHaMOyIi3M,
TPUBOXKHICTD, aXKUTallisd, BKIOYadn
arpecUBHY MOBEIIHKY ab0 BOPOXKICTB,
merpecis, ICUX0-MOTOPHA
rilepakTHUBHICTh (BKIIOYAOYN
MpaTiBNUBICTh, HECIIOKI, TPeMOPS)
[TopyllueHHSs yBaru, IOTipIIeHHs PiOKo
IaM’sITi, TUK
[amroluHAalil, [e30pieHTalig, nyxe pigko
CcyllMganbHi OyMKH Ta IIOBediHKa
(cyinupmanbHiCTh), 06CECUBHO-
KOMIIYJIbCUBHI po3j1agu, guchemis
3 00Ky HEPBOBOI CHCTEMU 3armaMOpOYeHHS, MJISIBICTD, HEeYacTo
[apecTesist/Tinecresis, CyfoMu
3 00Ky cepiist [TanbmoiTalis pigKo
3 00Ky muXalbHOI CHCTEMH, HocoBa KpoBoTeUda He4acTo
OpraHiB rPyAHOI KITiTKH i CunpnpoM Yapra-CTpocc (IUB. PO3AiN  |myxe pigko
CEepPEeoCTIHHS «OCOBIUBOCTi 3aCTOCYBAHHS»),
mereHeBa e03UHOPiNTiT
3 00Ky LIIYHKOBO-KHUIITKOBOTO [iapes§, HymoTa§, 6moBaHHAS 4acTo
TPaKTy CyxiCTbh y POTi, AUCIENCis HEeYacTo
3 60Ky remartobinmiapHoi cuctemu ([lifBuUIlleHHS PiBHS TpaHCaMiHa3 JacTo
cupoBaTku KpoBi (AJIT, ACT)
[enaTUT (BKJIIOYAIOYM XOJIeCTAaTUYHE, |myxKe pigko
rernaToLeIIsIpHe Ta 3MilllaHe
VpakKeHHs IeYiHKN)
3 00Ky WIKipH i MigMmKipHUX Bucun§ 4acTo
TKaHUH ['eMaToOMa, KPONIMB STHKA, CBEPOikK HEe4acTo
AHTiIOHeBPOTUYHMH HAOPSIK PIOKO
By3n1uKOBa epuTeMa, MyJIbTU(POPMHa |IykKe pigKo
epuTteMa
3 00Ky KiCTKOBO-M’'s130BO1 ApTpasiris, Miairis, BKIII04Yayu HEe4acTo
CHCTEMHU i CIOJIyYHOI TKAaHWUHU  [M'SI30Bi CyIOMHU
3 00Ky HUPOK Ta Ce4OBUBIIHUX [EHYpe3 y miTei HeuacTto
[1J19XIB
3arasbHi po3nmagy i mobiuHi [Tipekcia§ 4acTo
e(eKTH, CIPHYNHEH] IPUIOMOM [ACTeHisg/BTOMa, HeJOMaraHHs, HEYacTo




* JacToTa BU3HauyeHa 3TifHO 3 YaCTOTOIO IIOBioMIeHD Y 0a3i JaHUX KITiHIYHUX JOCHiXKEeHb: OyXKe
qacTo (=1/10), yacto (Bim =1/100 mo <1/10), HewacTo (Big =1/1000 mo <1/100), pigko (Big =1/10000
no <1/1000), myxe pigko (<1/10000).

** TIpo 1o mo6iuHy peakiiiio MOBiIOMIISAIM 3 HaCTOTOIO «[IyKe 4acTO» y MallieHTiB, SKi
3aCTOCOBYBa/I MOHTEJYKACT, @ TAKOXK Y MAIli€HTiB, SKi OTPUMYBaH I1alebo, Mg yac KIiHiYHuX
MOCIIiMXEeHb.

¥ [Ipo 110 mo6iYHy peakilito IOBiJOMIISAIN 3 YaCTOTOI0 «4acCTO» Yy MAIliEHTIB, IKi 3aCTOCOBYBaJU
MOHTEJTYKacCT, @ TaKOXK Y TAI[iEHTIiB, IKi OTpUMYyBaju Ianebo, mif Yac KIiHiYHUX JOCTiIKEeHb.

§ «pigKO».

Tepmin npudamHocmi.

2 POKH.

YMmoBH 30epiranssi.
30epiraTu B OpuUriHaIbHiN YIAKOBIl TPH TeMiepaTypi He Buiie 25 °C.

36epiraté B HEOOCTYIHOMY IJIST OiTEH MiCIIi.

YnakoBka.
[To 10 TabneTtox y GiicTepi, o 3 GicTepu B KapTOHHIN KOPOOLIi.

ITo 30 TabreToK y IIJTaCTUKOBOMY KOHTEMHEPI, Y KapTOHHI KOPOOIli. Y KOXKeH KOHTeHHep
pa3oM 3 TabneTKaMu BKJIaieHU MOJTiMepHUM MWIIHAD i3 BOJIOTONOrIMHaYeM (CHUIiKaressb).

Kareropis Bignycky.

3a pelemnToM.

BupoOHHUK.

I'nenmapk ®apmackiotukans JIta./Glenmark Pharmaceuticals Ltd.

Micne3HaxomKeHHsI BUPOOHHKA Ta aJipeca Miclisi IpoBaIXKeHHsI HOro Jis/IbHOCTI.
insaka Ne C-7, mpomucnoBa 30Ha Konsans, KonBanb, bapaes, 'oa - 403 513, [agis/

Plot Ne S-7, Colvale Industrial Estate, Colvale, Bardez, Goa - 403 513, India.



