VBAT'A! BACTEPEXKEHHS! JTlikapchbKuii 3aCi0 BHSB/ISIE€ MKIiI/IMBUHA BIJIMB MPH
3aCTOCYBaHHI il Yac BariTHOCTi Ta MOXKe CIPUYHHUTH CMepPTh eMOpioHa Ta/ab0
TepaTOreHHUH BIIMB Ha IIia. IIpoTHNOKa3aHM# i Yac BariTHOCTi Ta rogyBaHHs
rpyamio. Ilig yac 3acToCcyBaHHS Ta MPOTSToM 7 THIB Iicis 3aKiHUYeHHsI Tepalii cTaTeBHM
MapTHepPaM CJIi JOTPHUMYBATHCSA MaKCHMa/IbHO e()eKTHBHHUX METOIiB KOHTpalemIIii,
40JI0BiKH Mal0OTh BUKOPHCTOBYBAaTH NIpe3epPBaTHB.

IHCTPYKIIA

IJIs1 METUIHOT 0 3aCTOCYBAaHHSI JTIKapCHKOT0 3aC00y

KOBI®JIY

(COVIFLU)

Cknao:
ditoua pevosuHa: (asimipasip;
1 TabneTka, BKpUTa IUIiBKOBOIO 000JI0HKOI0, MicTUTh (aBimipasipy 200 wmr;

donomidcHi peyo8uHU: L-TiIpOKCUIIPOIINIIIeNi0Nn03a, KPOCIOBiIOH, KPEMHIIO HiOKCHU KOJOITHUH,
IIOBiOH, HATPil0 cTeapundymapar.

Ckiap miBKoBoi 060moHKY: omagpi xkoBTui 03A520072, rimpomeno3a HPMC 2910 (E 464), Tansk,
tuTany piokcup (E 171), okcup 3amisa xkoBtuil (E 172).

Jlikapcbka popMma. TabneTky, BKPUTI IIiBKOBOI 000JIOHKOIO.

OcHosHi (¢i3uko-xiMiyHi 81acmusocmi: KPyTili ABOOMYKJIi TaGJIeTKU JKOBTOTO KOJIbOPY, BKPUTI
IIJTiIBKOBOIO 00OJIOHKOIO.

dapMakoTepaneBTHYHA rpyna. [IpoTuBipycHi 3acobu npsamoi mil. IHimi npoTyuBipycHi mpemnaparT.
®aginipasip. Kog ATX JOSA X27.

®Papmako102iuHi 8 1acmueocmi.
®apmakoduHamika

[IpoTUBipyCHa aKTUBHICTE In Vitro

®daginipaBip MPOIeMOHCTPYBAB IPOTHBIPYCHY aKTUBHICTS II0M10 1a00paTOPHUX LITaMiB BipyCy rpumy
tuny A ta tuny B 3 EC;, 0,014-0,55 MKr/™miL.



EC,,1poTy Ce30HHUX BipyCiB Irpuny TUlly A Ta Tuny B, BKJtouarouu ITaMH, CTiMKi 0 afaMaHTaHy
(amaHTamWH Ta pUMaHTAgUH), 03eNbTaMiBipy abo 3aHamiBipy, ckmnas 0,03-0,94 mkr/mn i 0,09-0,83
MKT/MJI BilIIOBigHO.

EC,,mpoTu BipyciB rpumy Tumy A Ta TUIy, CTIMKHUX A0 aflaMaHTaHy, OCeJIbTaMiBipy Ta 3aHaMiBipy,
ctanoBuB 0,09-0,47 MKr/MII, i mepexpecHol CTiMKOCTi He CIIOCTepiranocs.

EC,, mpotu BipyciB rpuimy Tuany A (BKJI04aluu IITaMH, CTiMKi 0 afaMaHTaHy, 03e/IbTaMiBipy abo
3aHaMiBIpy), TaKUX K CBUHSYMYU TUN A Ta NTAIIMHUMI TUI A, BK/II0Yal4¥M BUCOKOIATOTe€HHI IITaMu
(Bxmrouaroyr H5N1 ta H7N9), cranosus 0,06-3,53 MKI/MII.

MexaHi3M mii

BBaxkaeTbcs, 110 ¢aBimipaBip MeTabomi3yeThCs B KiTHHAX [0 pubo3untpudocdaTHol popMu
(daBimipasip PT®). ®aBinipasip PT® cenektuBHo mpurHiyye PHK-nioniMepa3dy, sika 6epe y4acTb y
pemnikatii Bipycy rpumny. ®agimipasip PT® mposiBnsie pi3Hy akTuBHICTb mono [THK-nomiMepa3
monvud o, B Ta y: PaBimipaBip PT® (1000 MKMOJIBL/IT) He BUSIBIISB iHTi0yI0YOro BIIJIMBY Ha Q-
noniMepa3sy; Ha 9,1-13,5 % inridysas B-monimepa3sy Ta Ha 11,7-41,2 % inribyBaB y-momimepasy.
Iuribyioda koHIeHTpalis (IC50) dasimipaBipy PT® na PHK-nonimMepa3swu II moguau ctanosuia 905
MKMOJIb/II.

Pe3ucTeHTHICTD

He cmocrepiranocs 3MiH 4yTIUBOCTI Bipycy rpumny Tumy A mo ¢asinipaBipy i He Oyo0 BUSIBIIEHO
PE3UCTEHTHUX BipyCiB. Y KITiHIYHUX JOCHIXKEHHIX, BK/II0Yalouy MixKHaponHe pociipxkenus 111 dhaszwy,
iHdopMmaliil Ipo MosiBy pe3UCTEHTHOCTI A0 (aBimipaBipy BipyciB rpuily He OTPUMAaHO.

dapmakoKkiHemuxka.
Abcopbiiis
KoHueHmpauis 8 kposi

Y HaBeneHil TabnuUIl HUXKYe IPeACcTaBieHo papMaKOKiHETHYHI TapaMeTpH ¢aBimipaBipy, sKuit
3aCTOCOBYBaJIM IIEPOPAIbHO 8 3MOPOBUX mopociux y mo3i 1600 Mr aBivi Ha Ho0y y nepiinii JeHb,
noTiM o 600 Mr gBiui Ha o0y npoTtsarom 4 axiB (1600 Mr/600 Mr [Ba pa3u Ha [ieHb) 3 HaCTYIIHUM
OIHOKPATHUM 3aCTOCyBaHHAM 10o3u 600 Mr oguH pa3 Ha Ho0y.

Tabnuis 1
dapMaKOKiHeTHYHI TapaMeTpH (aBimipasipy

Cmax AUC Tmax
flosysarHs flens (MKr/MI1) (MKr-rog/mn)  |(rom) BE (rom)
1600 mr 2 pa3u
Ha 100y y [eHb
1 . 64,56 446,09 1,5
600 mr 2 pass [ 170 (17,2) (28,1) (0,75, 4) 48+ 11
Ha 100y y [eHb
2-5
600 mr 1 pa3

64,69 553,98 1,5
Iga no0y y oeHb |neHb 6 (24.1) (31.2) (0,75, 2) 56+ 2,3




3MiHM cepeqHbOI KOHIIEHTpallil paBimipaBipy y maa3mi KpoBi (cepeqHe + cTaHOAPTHE BiIXUIEHHS)

1600 mr/600 Mr 2 pa3u Ha go0y

Yac (rooun)

[Ticnsa 6araTopa3oBOro IepopasbHOT0 MPUHOMY 300POBUM NOOPOBOIIBIEM (aBimipaBipy NpoTATOM 7
OHIB, Y SIKOT0 BHSIBIEHO HE3HAYHY aKTUBHICTh anbaerigokcugasu (AO), po3paxyHkoBe 3HaueHHSI AUC
He3MiHEeHOT0 npenapaTry craHoBuso 1452,73 Mkr-rog/mn B 1-i gens ta 1324,09 Mxr-rog/mia Ha 7-4
NEHB.

Po3mopin

Konu 20 3m0poBUX JOPOCNIKX YOJIOBIKiB 3aCTOCOBYBAJIU ITepopasbHO (asimipasip y mo3ax 1200 mr 2
pa3u Ha JeHb IPOTAroM nepioro g, a noTiM 800 Mr 2 pa3u Ha JeHb NpoTAroMm 4 OHIB, CepenHe
reoMeTpHYHE KOHI[EHTpallil Ipenaparty B ciepMi ctaHoBuio 18,341 MKr/Mi Ha TpeTill AeHb
3actocyBaHHS npemnapaty Ta 0,053 MKr/mMn Ha ApyTruy OeHb HiCid IPUNIUHEHHS 3aCTOCYBaHHS
npemnapaty. Yepes 7 OHIB Iicis NpUNUHEHHS 3aCTOCYBaHHS IperapaTy Moro piBHi y criepmi Oynu
HUXK4Ye MeXi KinbKicHoro BusHaueHHd (0,02 MKr/mi) y BCiX y4aCHUKIB JocrnigxeHHs. CepegHe
CIIiBBITHOIIEHHS KOHIIEHTpAllil IpenapaTy y CiepMi Ta X0ro KOHIIEHTpallil y IJ1a3Mi KPOBi CTAHOBUJIO
0,53 Ha TpeTiu geHb 3aCTOCYBaHHA Ipemnapatry Ta 0,45 Ha OPYruil OeHb MiC/IA IPUIUHEHHS



3acTocyBaHHs npemnapaty. KoedilieHT 3B’s13yBaHHs 3 OinkaMu B CHPOBATIIi KPOBi cTaHOBUB 53,4-54,4
% (in vitro, uenTpudyxKHa yabTpadinbTpallis) MIpu KOHIEHTpallil mpenapaTy B Kposi 0,3-30 MKr/Mi.

MeTabojizMm

®dagimipaBip He MeTabomi3yeTbcs i3opepmenTamu cucteMu nutoxpomy P450 (CYP): Bin
MeTabo0i3yeThCs TepeBaXkHO anbaerifokcuma3on (AO) Ta 4acTKOBO MeTabomi3yeThCS N0
rigpokcunboBaHoOl hopMu KcanTuHOKcHma3u (XO). V mocmigXeHHSX i3 BUKOPUCTAHHSIM MiKpPOCOM
NeYiHKHY JIIOAVHY YTBOPEHHS TiApoKCcunIaTy cTaHoBuiO Bif 3,98 mo 47,6 mmonb/Mr Oinka/xB, Ipu
IIbOMY V 3B’SI3KY 3 MiXKiHIWBiyanbHOI BapiabenbHiCTIO 3HaYeHHST aKTUBHOCTI AO Bimpi3HsANuUCS
MakcuMyM y 12 pa3ziB. KoH'foraT riiroKypoHaTy COCTepirascs B IJIa3Mi KPOBI Ta Cedi JIIOOUHU K
MeTabosIiT, BimMiHHUY Bif TigPOKCHUIIbOBAHOI (DOPMH.

BuBengeHHS

daBimipaBip BUBOAUBCS IIepeBazkHO Y TiAPOKCUNIbOBaHIX (POpMi i3 ceyero, a TaK0K HeBeJIuKa
KIJIBKICTB IIperapaTy BUBOLUTLCS B HE3MIHEHOMY BUTJTIAAL. Y 7-0eHHOMY OOCIIIIXKEHHI 3
OaraToKpaTHUM IIepOpaJbHUM 3aCTOCYBaHHAM Y 6 3MOPOBUX IOPOCTUX OCiO CYKyImHUN KOe(illieHT
BUBE[IEHHS i3 ceyelo IpenapaTy B He3MiHeHill Ta TifipokcunboBaHii ¢popmi cranosus 0,8 % ta 53,1 %
BigmoBigHO mpOoTsATOoM 48 rofuH Iicjsg IPUIOMY OCTaHHBOI I03H.

[Tig yac (hapMaKOKiHETUYHOTO JOCHIXKEHHS, IPOBEAEHOT0 3a MexXaMu ANoHil, TOBifOMIAIOCS IPO
IiABUINIEHHS PiBHSA (aBimipaBipy B I1a3Mi KPOBi y HAlLi€HTIB 3 MOPYIIEHHAM (DYHKIII1 TEYiHKH.

KrniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.

Ins miKyBaHHS HOBUX ab0 IIOBTOPHUX MaHAEMiYHUX iHQEKIH, CHPUYNHEHUX BipyCOM I'DUILY, IIPU
SKUX JIIKyBaHHS iHIIUMU IPOTUBIPYCHUMU 3acobamu 6yno HeedheKTUBHUM ab0 HEIOCTaTHLO
e(pEeKTUBHUM.

IIpomunoka3aHHA.

- BaritricTs abo migo3pa Ha BariTHICTh: V OOCTIIXKEHHSX Ha TBAapUHAX
crocTepiranucs cMepTh eMOpioHa Ha paHHIX TepMiHaX Ta TepaToreHHi eheKkTH (TUB. PO3Minu
«0Ocob6/IMBOCTI 3aCTOCYBaHHSI» Ta «3aCTOCYBaHHS y Iepiof BariTHOCTi abo rogyBaHHS IPYAIIO»);

- Peaxii migBUIIieHO1 Yy TIUBOCTI M0 OyIb-KOTO KOMIIOHEHTY IIperaparTy B
aHeMHe3i.

B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

Jlixapcokuii 3aci6 Kosidny He MeTabomnizyeThest i3opepmenTamu cuctemu uutoxpomy P450 (CYP): Bin
MeTabo0i3yeThCs TepeBaxkHO anberifokcunason (AO) Ta 4aCcTKOBO KCaHTHHOKCUAa30:0 (X0O). ek
npemnapar iurioye AO i CYP2CS, arne He iHayKye i3opepmenTu cuctemu CYP (muB. po3min
«PapMaKOKiHETHKA»).

3anobidcHi 3axo0u npu 0OHOUACHOMY 3dCMOCYBAHHI 3 iTHWUMU AiKAPCbKUMU 3acobamu



Tabnuns 2

JlikapchKi 3aco0u, 0OgHOYACHO 3 SKMMHU (paBimmipaBip CIlifi 3aCTOCOBYBaTH 3 00€PeKHiCTIO

[Ipemapat

[lipa3uHawmin

Penarminin

Teodinin

®aMIUKIIOBIp

Cyniagak

O3HaKy, CUMITOMH Ta JIIKYBaHHSA MexaHi3M B3aeMofil Ta paKkTOpU
PU3UKY

[TinBuiyeThCs piBeHb Ce40BO1 KUCNIOTH B [locuneHHs peabcopbuil ceqoBol
KpoBi. [Ipu 3acTocyBaHHi mipa3uHaMifly B KUCJIOTA B HUPKOBUX KaHAJIbLISIX
mo3i 1,5 r omuH pa3 Ha AeHb i (aBinmipaBipy BHACTIAOK agUTUBHOTO e(EKTY.
B 103i 1200 mr/ 400 Mr iBa pa3u Ha AE€Hb
piBEHb CEYOBOI KMCIOTU B KPOBi CTAHOBUB
11,6 mr/gmn, Konu mipa3uHaMifg
3aCTOCOBYBaIu OKpeMo, i 13,9 mMr/an, Konu
mipa3uHaMif] 3aCTOCOByBalIu B KoMOiHallii 3
(asimipaBipoM.

PiBeHb penariiHiny B KpOBi MOXKe
30iNBIIyBaATHUCS, @ TAKOK MOXKYTh
BUHUKATH MOOIYHI peakiiil Ha penariHif.
PiBeHb (paBimipaBipy B KpoBi MoXke Bzaemogis 3 XO Moxe MifBUIyBaTU
30inbIIyBaTUCS, TAKOXK MOXKYTh BUHUKATH piBeHb (paBimipaBipy B KpOBi.
no0ivuHi peakuil Ha ¢asimipasip.
EdekTuBHICTH LIUX NIpenapaTiB MoXe
3HUXKYBATHUCS.

IarioyBanus CYP2C8 mipBuiiye
piBeHb pemnariHifly B KpPOBi.

Iuribysanusa AO ¢asinipaBipom Moxe
3MEHIIUTH PiBeHb aKTUBHUX (POpM
LIUX IIpelnaparTiB y KPOBi.

In vitro dagimipaBip HeoOopoTHO iHTiOyBaB AO 3ayieXKHO Bif 103U Ta Yacy Ta iHridysaB CYP2C8
3aJiexkHo Bifm mo3u. He cnocTepiranocs iHribyiouoi aktuBHOCTI oo KO i cnabkoi iHridytouoi
aktuBHOCTI BigHocHO CYP1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4. I'impokcunboBaHUM MeTabOoiT BUSBUB
cnabky inribyrouy aktuBHicTh o CYP1A2, 2C8, 2C9, 2C19, 2D6, 2E1 ta 3A4.

IapykTuBHOTrO BIUIUBY (haBinipasipy Ha CYP He cmocTepiranocs.

Tabmuig 3

Bnaue cynymuix snikapcvkKux 3acobie Ha papmakokiHemuky ¢pasinipasipy

3acib i mo3yBaHHS

Ha o0y y mHi 3 1 mo 9; moOy y meHb 6
200 Mr oguH pa3s Ha
no0y Ha genb 10

OsenbraMisip 75 Mr
nBiui Ha moOy y mHi 3 1 moOy Ha OeHsb D,
o 5; 600 Mr oguH pas
75 MT oguH pa3 Ha mobyHa no0y Ha OeHb 6
Ha JeHb 6

CymyTHi# TiKapCbKAM  H03a N Yac CriBBigHOIIIEHHS TapaMeTPiB A
(basimipasipy 3actocyBaHHs(daBinipasipy (90 % [I) (mpu
no3u 3aCTOoCyBaHHI B KOMOiHaIlii /
OKpeMo)
Cnax AUC
Teodinin 200 mr gaBiwi 600 mMr 2 pasuHa 10 meHb 6 1,33 1,27
(1,19; 1,48) (1,15; 1,40)
600 Mr oguH pas IeHb 7 1,03 1,17
Ha o0y y mHi 3 7 [0,92; 1,15] (1,04; 1,31)
mo 10
600 Mr mBiui Ha 10 n§enb 6 0,98 1,01
[0,87; 1,10] (0,91; 1,11)



Panokcugen 60 mr 1200 mr gBiwiHa 17 pgensl 1,00 1,03
Of¥H pa3 Ha mo0y y ouHi moby y meus 1, 800 (0,90; 1,10) (0,95; 1,12)
31mo3 MT [iBiui Ha mo0Oy Ha
meHsb 2, 800 mr 1 IoeHb 3 0,90 0,85
pas Ha mo0y Ha (0,81; 0,99) (0,79; 0,93)
OeHb 3
ligpanasun 5 mr ogu 1200 mr (mepma 14  pgeHsb 1 0,99 0,99
pa3 Ha moOy y ouHi 1 Ta mo3a)/400 mr (0,92; 1,006) (0,92; 1,07)
5 (opyra mo3a) y
meHb 1, 400 Mr
nBiui Ha mOOy y gHi IoeHb 5 0,96 1,04
32104, 400 mr (0,89; 1,04) (0,96; 1,12)

OJYH pa3 Ha mo0y
Ha OEeHb 5

Brnnus ¢agimipaBipy Ha apMakKOKiHETHKY CYIyTHIX JTiKapChKUX 3aC00iB

CynytHin nikapcekuit  [o3a ¢asimipaBipy N  Yac CriBBiIHOLIEHHS TapaMeTpiB OJId
3acib i mo3yBaHHS 3acTtocyBaHHS (aBimipasipy (90 % [OI) (mpu

no3u 3aCToCyBaHHI B KoMOiHaliii /
OKpeMo)
Croax AUC

Teodinin 200 mr gBiui 600 Mr gBivi Ha 10 penn 7 0,93 0,92
Ha mo0y y mHi 3 1 mo 9; moby Ha meHb 6; (0,85; 1,01) (0,87; 0,97)
oty mem 10 mamsyymiay 10 099 0,97
AODY Ha R oo (0,94; 1,04) (0,91; 1,03)
OsenbTamisip 600 mr gBiui Ha 10 meHb 6 1,10 1,14
75 Mmr aBivi Ha o0y y  moOy Ha [ieHb 5; (1,06; 1,15) (1,10; 1,18)
OHi 3 1 mo 5; 600 Mr oguH pas
75 MT ONMH pa3s Ha Ha 1o0y Ha feHb 6
no0y Ha OeHb 5
Auertaminodpen 650 mr 1200 mr gBiwi Ha 28 gens 1 1,03 1,16
OI¥H pa3 Ha moOy y oui moby y mewsb 1, 800 (0,93; 1,14) (1,08; 1,25)
l1Tab MT [IBiui Ha moOy y

OHi 3 2 o 4, 800 OEeHb 5 1,08 1,14

MI OOVH pa3 Ha (0,96; 1,22) (1,04; 1,26)

no0y Ha JeHb 5
Kombinamis 1200 mr mBiwiHa 25 menb 12 1,23 1.47
HOPETUHOPOH/ o0y y mesb 1, 800 [HopeTuHapou](1,16; 1,30) (1,42, 1,52)
eTUHiNecTpanion MT [IBiui Ha MO0y y
o 5 106y Ha JeHb 5 [HopeTuHOpoH](1,42; 1,54) (1,39; 1,47)
Penarminin 0,5 mr omuu 1200 mr nBiwina 17 1menb 13 1,28 1,52
pas Ha moOy y meHb 13 moOy y mensb 1, 800 (1,16; 1,41) (1,37; 1,68)

MT [IBidui Ha moOy y
oHi 3 2 mo 4, 800
MT OIMH pa3 Ha
no0y Ha JeHb 5



ligpanasun 5 mr ogue 1200 mr (mepma 14  pgeHsb 1 0,73 0,87
pa3 Ha moOy y ouHi 1 Ta mo3a)/400 mr (0,67; 0,81) (0,78; 0,97)
5 (opyra mo3a) y
meHb 1, 400 Mr
nBidi Ha mOOy y gHi IoeHb 5 0,79 0,91
32nm04, 400 wMr (0,71; 0,88) (0,82; 1,01)
OJYH pa3 Ha #o0y
Ha OEeHb 5

Oco6 1ueocmi 3acmocyeaHHsi.

3acmepesiceHHA

1. OckinbKu B HOCTiAKEHHSX Ha TBapUHAX CIIOCTepirajncs BUNagKy cMepTi eMOpioHa Ha paHHIX
TepMiHaX PO3BUTKY Ta TepaTOTeHHi epekTH, He CIIif 3acTocoByBaTH KoBiiy KiHKaMm i3
BCTAHOBJIEHOI0 ab0 Mig03PIOBAHO0 BATITHICTIO (AUB. PO3Minu «[IpOTUITOKA3aHHS» Ta «3aCTOCYBaHHS
y mepiop BariTHOCTI a00 rogyBaHHS T'PYAIIO»).

2. [Tpu 3acTocyBaHHi TiKapCchKOro 3acoby XKiHKaM pPelnponyKTUBHOTO BiKY Iepef T04aTKOM JTiKyBaHHS
Mae OyTH MMiATBepHAXKeHU HeraTUBHUM Pe3yNbTaT TECTY Ha BariTHiCTh. Cifl eTanbHO MOSICHUTHU
XIHKaM, IKUMU PU3UKaMU CyIPOBOAXKYETHCSA 3aCTOCYBaHHS LIbOI'0 IIpenapary, 1 HaCTiNHO
PEeKOMeHyBaTH BUKOPUCTOBYBAaTH Hale(peKTHBHIIII METOAM KOHTPALeNIlil XKiHIi Ta il mapTHePY IIifg
Yac JiKyBaHHS LIUM IIpernapaToM Ta IPOTAroM 7 OHIB IiC/IA 3aKiHYeHHS MO0 3aCTOCYBaHHA (OUB.
po3min «3acTocyBaHHS y Iepiof BariTHOCTI abo romyBaHHS TPYOA0»). AKIIO mif yac MiKyBaHHS
BUHUKAE Ii03pa Ha BariTHICTh, XKIiHIII CIIil peKOMEHIyBaTA HETalHO NPUIUHUTHU IPUKAOM IIbOTO
Iperniapary Ta IPOKOHCYJIbTYBATUACSA 3 JIiKapeM.

3. ®agimipaBip nmpoHUKaE y cuepMmy. [Ipu 3acTocyBaHHi IIpenapaTy NaliEHTaM{ Y0JI0Bi40l CTaTi Cif
[eTanbHO MOSICHUTH 1M, IKUMU PU3UKAMU CyNIPOBOAXKYETHCS JIIKYBaHHS I[UM IIpenapaTtoM, Ta
HACTiHO peKOMEeHyBaTH iM BUKOPUCTOBYBaTH Hare(eKTHBHIIII METOAM KOHTPALeIIIil i Jac
CTaTeBUX aKTiB y Nepiof JIiKyBaHHS Ta IPOTATOM 7 OHIB MiC/s HOT0 3aKiHYeHHS (40JI0OBIKM MalOTh
BUKODPUCTOBYBATHU NIpe3epBaTuBy). KpiM TOro, mamieHTaM 40J10Bid0l CTaTi CIlif IOBITOMUTH, 10 BOHU
He NTOBMHHI BCTYIIaTH B CTATE€Bi KOHTAKTH 3 BariTHUMHU XKIHKaMU (OUB. PO3AINK «3aCTOCYBaHHS Y
nepiop BariTHOCTi abo rogyBaHHs TpyAmgo» Ta «dapMaKOKiHETHKA»).

4. [lepen mo4YaTKOM JIiKyBaHHS CJIifi IeTaIbHO IMOSICHUTH iHPOpMallito Mpo e(peKTUBHICTh IpenapaTy
Ta PU3UKU (BK/IOYal04YU PU3UK BIJIMBY Ha ILIif).

5. Ilepen moyaTKOM JIiKyBaHHS IIpelapaToM CIIi[ peTEeIbHO 3BaXKUTHU HOLIIBHICTh HOTO 3aCTOCYBaHHS.
3anobiscHi 3axodu

1. KoBiny - 11e mpemapat, 3aCTOCYBaHHS SKOT'0 CJIifl PO3TJISHATH JIWIE y Padi craiaxy HoBUX abo
IIOBTOPHO BUHUKIIUX iH(DEKIIN, CIpUUYNHEHUX BipyCOM I'PUIY, IIPU SKUX iHIIII MPOTUBIPYCHI JTiKapchKi
3acobu € Hee(eKTUBHUMH ab0 HeIOCTaTHLO ePeKTUBHUMHU. [Ipu IpoOBeieHHi Teparril UM
IperapaToM CIIi[l 03HAMOMIIIOBATHCS 3 HAMCBiXKilIoI0 iHpopMalli€lo Ta Tpr3HadYaTH Mpenapar JIUIIe
BiAIIOBIZHMM IIaIli€HTaM.



2. QaBinipasip He € e()eKTUBHUM NIPOTU OaKTepiaTbHUX iHPEKITIN.
3. @agimnipaBip He IpU3HAYEHUY [JI9 3aCTOCYBaHHS OiTAM (OUB. po3ain «IIitu»).

4. He3anexXHO Bifi ciocoOy BBefleHHS ab0 TUITy IIPOTUTPUIIO3HUX BipyCHUX 3ac00iB, y MaIli€HTiB 3
iH(exKIielo, CIPUYNHEHOI0 BipycoM TpuIly, Oy/iu 3apeeCcTpoBaHi BUNIagKU aHOMAJIbHOI IIOBEIiHKY (OUB.
po3nin «ITo6iuni peakirii»). [I15 yHUKHEHHS HEIJaCHUX BUIAMiBKiB, TAaKUX SIK MMaAiHHS Yepes3
He3BUYaMHY MOBEIHKY, SIK TPEeBEHTUBHUM 3axi marieHTiB abo ixHix onikyHiB moTpi6HO
IIPOIHCTPYKTYBATH IIPO Te, IM10:

- Moxke OyTH aHOMaJIbHa MOBE[iHKa,
- KOJIY TTAIliEHTH IPOXOOSATh JIIKyBaHHS BOOMa, OMiKyHM abo iHIIm 0co0M MOBMHHI BXKUBATH

IIPEeBEeHTUBHUX 3aXO[iB I0JI0 HEIJaCHUX BUIMAKIB, TAKUX AK IMafiHHS, IPOTATOM K MiHIMyM
2 [HIB IIiC/IA IIOYATKY JIMXOMaHKHU.

TsikKi hopMu aHOMAIbHOI ITOBEMiHKH, 1110 TPU3BOIUIIN 0 HelllaCHUX BUITAAKIB IPHU MaAiHHi, YacTile
CIIOCTEepiranucs y XJIOMYMKIB MIKITBHOTO BiKy Ta HEIIOBHOIITHIX. BimoMo, 1110 TaKi CUMIITOMU 3
Oi7TbIIOI0 UMOBIPHICTIO BUSBIISIIUCS IPOTSATOM 2 [IHIB ITiC/S TOYATKY JTMXOMAHKHU.

Crnig peTenbHO CIIOCTEPiraTu 3a mallieHTaMy, i SIKIIO CIIOCTEPIraloThCst OyIb-IKi BigXUIeHHS,
JIIKYBAHHS CJIi NIPUIVHUTY Ta BXKUTYU BINIOBIGHUX 3aXOMiB.

5. [H(dex1is, cipruyrHEeHa BipycOM I'PUILY, MOXKe YCKIIagHUTUCSA OaKTepiaTbHUMU iHPeKLisMu a6o
CYIIPOBOMXKYBATUCS CUMIITOMaMH, SIKi JIETKO CIIJTyTaTH 3 TPUIONONIOHUMY CUMIITOMaMu. Y pasi
OakTepianbHOI iHGeKIIil abo migo3pu Ha 6akTepianbHy iHPEKITI0 CTi BXKUTH BiTIOBiTHUX 3aX0iB,
TaKUX SIK 3aCTOCYBaHHS aHTHOAKTepiaabHUX IIpernaparis.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BariTHicTb

[TpoTunoka3aHo 3aCTOCOBYBATH JlikapchKuit 3aci6 KoBiy kiHKaM 3 BifoMOI0 4¥ Mif03pI0BAHOIO
BariTHicTi0. B mocmigXeHHSX HA TBapUHAaX i3 piBHAMU €KCII03ullii, aHanorivHuMY ab60 HUXKYUMU 3a
KJTiHiYHY eKCITO3UIIiI0, CIIoCTepiranucs cMepTh eMOpioHa Ha paHHIX TepMiHax (y IIypiB) i TepaToreHHi
edekTu (y MaBI, MULIEH, IIyPiB i KPOJIUKIB).

T'ogyBaHHA TPYANI0

[Tpu 3acTocyBaHHi nikapcbkoro 3aco0y KoBidy xkiHkam, SKi rogyoTh I'PYALI0, CIIi IPUIUHUTI
rpynoHe BUTOmoBYBaHHS. [1if yac mocmigxeHb OyJI0 BCTAHOBJIEHO, III0 OCHOBHUM MeTaboiT
(agimipaBipy - rigpokcunboBaHa ¢opMa - IPOHUKAE y TPyAHE MOJIOKO.

OcCKinbKM B HOCITIXKEHHSIX Ha TBAPWHAX CIIOCTEPIiraaucs BUMAOKKU cMepTi eMOpioHa Ha paHHIX
TepMiHaX PO3BUTKY Ta TepaTOreHHi e(eKTH, He CIIiJl 3aCTOCOBYBaTH (aBimipasip XKiHKaM i3
BCTAHOBJIEHO0 a0o0 IiT03PI0BAHOI0 BaTiTHICTIO (OUB. po3dinu «IIpoTUIIOKA3aHHSI»).

[Tpu 3acTocyBaHHi (¢aBimipaBipy XKiHKaM PenpoayKTUBHOTO BiKy Iepef I04aTKOM JIiIKyBaHHS Mae
OyTu nmigTBEpAKEHUN HeTaTUBHUY pe3yIbTaT TECTY Ha BariTHiCTh. CJIif JeTaabHO MOSCHUTH XKiHKAM,
SIKAMU PU3UKaMHU CYIPOBOAXKYETHCS 3aCTOCYBaHHA LIbOT0 IIpernaparTy, i HacTiiHO PEKOMEHyBaTU



BUKOPUCTOBYBATHU Halle(peKTUBHIII MEeTOOU KOHTpPAIENil XKiHIli Ta 1l HapTHEPY IIif Yac NMiKyBaHHS
[[M IIperapaToM Ta IIPOTATOM 7 AHIB MiCJd 3aKiHYEeHHS MOr0 3aCTOCYBaHHSA. fAKILO Mif 4yac
JIIKyBaHHSI BUHUKAE IIif03pa Ha BariTHICTh, XKIHIIl CJIi peKOMEHAYBaTH HerauHo NPUIUHUTYA IIPUIOM
IIbOTO IIpernapaTry Ta MPOKOHCY/IbTYBAaTUCS 3 JIiIKapeM.

dasimipaBip npoHUKaE y crepMy. [Ipu 3acTOCyBaHHI IIpelapary MalliEHTaM{ Y0JI0BiYO0l CTaTi CIIif
[eTalbHO MOSICHUTHU 1M, IKUMHU PU3UKaMHU CYIIPOBOAXKYETHCS JIIKYBaHHS UM IIpenapaToM, Ta
HACTiHO peKOMEeHyBaTH BUKOPUCTOBYBaTH Hale(heKTHUBHIIli METOAM KOHTPALEIIIil Iifl Yac CTaTeBUX
aKTiB y I1epiof JTiKyBaHHS Ta IPOTArOM 7 OHIB IIiCJs 3aKiHYEHHS MOT0 3aCTOCYBaHHS (YOJIOBIKM
MalOThb BUKOPHCTOBYBATH IIpe3epBaTuBu). KpiM TOro, malieHTaMm 40JI0BiYO0l CTATi CJIif IOBiHOMUTH,

110 BOHU He MMOBUHHI BCTYNATH B CTaTeBl KOHTAKTH 3 BariTHUMHU KiHKaMu (OUB. PO3MiN
«DapMaKOKiHETHKa»).

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMamu.

BigcyTHi mani mono BuuBy (daBimipaBipy Ha 37aTHICTh KEPyBaTU TPAHCIIOPTHUMHU 3aco0aMu Ta
[IPaIflOBaTH 3 iHIMMH MeXaHi3MaMu.

Cnoci6 3acmocyeaHHs1 ma do3u.
3acToCyBaHHS IIPemnapaTy CJlif Po3MoYaT HeraHo IiC/s MOSIBU IPUIONONIOHUX CUMIITOMIB.

3arasibHUY epiofl JTiKyBaHHSI Ma€ CTAHOBUTH 5 OHIB. 3BUYaiiHa Jo03a (paBimipaBipy AT JOPOCIUX
ctaHoBUTH 110 1600 Mr (8 TabneToK) mepopaibHO ABiUi HA NO0Y Y NepIIuil eHb TiKyBaHHS, MiCs
4y0oro 3aCTOCOBYIOTH 0 600 Mr (3 TabymeTKM) mepopasbHO ABiUi Ha m006y nmpoTsaroM 4 mHiB.

Oco06nuBi TPYIY NAlliEHTIB
ITauieHmu aimHb020 BiKy (>65 pokis)

Ockinbku y miofeit miTHLOTO BiKy ¢izionoriyni ¢yHKuil yacTo 6yBal0Th 3HUKEHUMHU, 3aCTOCOBYBATH iM
KoBidny cmim 3 06epekHiCTIO, KOHTPOJIIOIYY 3arajbHUM CTaH MallieHTa.

IMauienmu dumasayvozo 8iKy (< 18 pokia)
Jlikapchkui 3acib He MpU3HAYEHUM [JIST 3aCTOCYBAHHS [iTSM.
ITopyweHHA pYHKYII neviHKu

Y malieHTiB i3 TIETKUM Ta IIOMipHUM TMOPYIIeHHIM (PyHKIII neuinku (knacu A i B 3a mkasoio
Yaiinpga-I1'10, mo 6 ocib st KOKHOTO Kjlacy) pu 3acTocyBaHHI KoBidy nepopanbHo y go3ax 1200
MT [IBiui Ha moOy IpoTsaroM nepmoro gHs, a moTiM 800 Mr ABidi Ha OOy IPOTSAroM 4 OHIB MOPIBHSHO
3i 3mopoBuMU mopociuMu Jo6poBobIaMEU 3HaueHHs C, ., Ta AUC Ha 5-i meHb Oy/TH BigmoBimHO
npu6nu3Ho B 1,6 pa3a Ta 1,7 pa3a BUIIMMU Y MAIli€HTIB i3 TerKUMU NOPYIIeHHAME QYHKII Ie4iHKA
ta B 1,4 pa3sa Ta 1,8 pa3a BUIIMMY Yy NAIli€HTIB i3 IOMipHUMU IOPYIIEHHAMY (QYHKIil I€YiHKHY.

Y maiieHTiB i3 TIXKAMHU NMOPyLIeHHAMU QyHKII neuinku (kmac C 3a mkasnoio Yannga-I1'10, 4 ocobu)
IIpU 3aCTOCyBaHHI (paBimipaBipy nepopanbHo y #03i 800 Mr [Biui Ha 0Oy IPOTSATOM MEPIIOTrO OHS, @



rmoTiM 400 Mr OBivi Ha HOOY MPOTSTOM 2 [OHIB ITOPIBHSIHO 3i 3MOPOBUMU OOPOCITUMU NOOPOBOJIBISIMU
3HavenHqa C,,, ta AUC Ha 3-it menb Oynu BigmoBigHO MpubIM3HO ¥ 2,1 Ta 6,3 pa3a BUIIKMHU.

Cumyauii, koau 3acmocyeaHHs npenapamy nompebye obepexcHocmi

Jlikapcbkuit 3acib ciipm 3 00epekHiCTI0 3aCTOCOBYBATH TalliEeHTaM i3 aKTUBHOIO II0Jarpoi abo
IIOIarpoi0 B aHaMHEe3i, a TAK0X MallieHTaM i3 TinepypukeMi€o (y TaKux MalliEeHTiB MOXe
IiIBULITUTHUCS PiBEHb CEYOBOI KMCJIOTH B KPOBi, & 0TKe, CUMITOMU MOXKYTb TOCUJIUTHUCH).

Himu.

Jlikapcekui 3aci0 He MpHU3HAYEHUH 71T 3aCTOCYBAHHS HiTSIM.

Ilepedo3yeanns.

BipcyTHi maHi mpo nepeno3yBaHHS (aBimipaBipoM.

ITo6iuni peakuii.

[To6iuni peakiii B 0cib, gki 6pany y4acTh Y OOCHINKEHHi 3aCTOCYBaHHS IIpenapaTy o TiKyBaHHS
CpUny

Y kJTiHIYHUX JOCHIAXKEHHIX, IPoBeeHux v AmoHil, Ta B MixkHapogHOoMYy fociigxenHi I1I ¢pasu
(mocmimXeHHS, II0 ITPOBOAUIIUCE i3 PIBHAMHU 003, HUXKYKUMH BiJ 3aTBEPAXKEHO1 103u) mo0ivuHi peakirii
croctepiranucs y 100 3 501 yuacHuka (19,96 %), y Kux oIfiHioBanu 6e3meKy 3aCTOCyBaHHS
npernapary (BKII04alouu BifXuIeHHS Bil HOPMU pPe3ybTaTiB 1a00opaTOpHUX aHAali3iB).

Haii6inbm momupeni mobiyHi peakilii BKIIO4aay migBUINEHHS PiBHS CEYOBOI KMCIOTH B KPOBi y 24
oci6 (4,79 %), miapeto y 24 ocib6 (4,79 %), 3MeHIIeHHS KinbKoCcTi HelTpodiniB y 9 ocib (1,80 %),
36inbinenHs piBHg ACT (rayTramaTt-okcasnoalleTaTTpaHcaMiHasu) v 9 oci6 (1,80 %), migBuilleHHS piBHS
AJIT (rmyramat-mipyBaTtTpaHcaminasu) y 8 ocib (1,60 %).

Krigiygo 3gayyini nobiudi peakirii (Ha aHaJIoriyHi JTikapceKi 3acobu

[ToBimomusinocss HUK4Ye3a3HadyeHi KIiHiYHO 3Hauyll mo0iyHi peakilii mpy 3aCTOCyBaHHI iHIINUX
IPOTUTPUIIO3HUX JIiIKapChKUX 3aco0iB. Ciify peTenbHO CIIOCTepiraT 3a CTaHOM IaIfi€HTa i B pa3i
BUSIBIIEHHS OyIb-SIKHMX PO3JIafiiB TEPAIil0 CIIiJ MPUIUHUTY Ta BXKUTH BiAIIOBIIHUX 3aXOMiB.

- [llok, anadinakcis.

- [IHeBMOHIs.

- OynpMiHAHTHUY TeNaTUT, TUCHYHKINSA NeYiHKY, KOBTSIHUIIA.

- Tokcuunuy enigepMmanbauy HeKponi3 (TEH), curgpom CriBeHca-[IKOHCOHA.

- ['ocTpe ypaxkeHHS HUPOK.



- 3MeHIIeHHS KiTbKOCTi TeUKOLUUTIB, 3MEHIIIEeHHS KiTbKOCTi HEUTPOQiniB, 3MeHIIIEHHS KiTbKOCTI

TPOMOOIIUTIB.

- HeBponoriyHi Ta ncuxiaTpryHi CUMIITOMU ([IOPYIIEHHS CBiOMOCTI, Aeipili, rajouuHaliil, MapeHHs,

CyIOMH TOIIO).

- Xo4a MpUYMHHO-HACTiIZKOBUY 3B’SI30K HE BCTAHOBIEHUH, TIOBIIOMIISITIOCS PO IICUXOHEBPOTHYHI
CHMIITOMHY, TaKi SIK aHOMaJlbHa MMOBeMAiHKa, MiC/Is 3aCTOCYBaHHS IIpernapariB IPOTH Bipycy
T'PUIY,BKJTI0YAl0uM JTikapchKkuit 3aci6 Kosidmy (muB. po3min «»Oco6IuBOCTI 3aCTOCYBaHHS»).

- lemopariyHuii KOJIiT.

IHmi mo6ivHi peakirii

fAKmo BUHUKAIOTh M00iYHI peakliil, mepenidyeHi HUXK4e, Cifl IPOBECTU CUMITOMATAYHE JTiKyBaHHS

Knac cucremu opraHis
TI'inepuymausicme
Po3zsnadu 3 6oky neviHku

Pozaadu 3 6oky
WIYHKOBO-
KUWKO08020 Mpakmy

Po3nadu 3 60Ky Kpoeai

Memaboniuni
po3aadu

Po3nadu 3 60Ky OuxaavbHoi
cucmemu

THwi po3aadu

=1%

36inpmenns piBas ACT (rmyTamat-
OKcajoalneTaTTpaHCcaMiHa3u), Ta
36inbmenns pisas AJIT (rmyramar-
mipyBaTTpaHcaMiHa3u), 36inblIeHHS

piBHsA y-I'TII (ramMmMa-
raytaminTpancdepasu)
Iiapes

(4,79 %)

3MeHIIEeHHS KiTbKOCTI HeUTPOdiiB,
3MEeHIIeHHS KiJIbKOCTi TeHKOIUTIB

306inbIeHHsT PiBHS CEY0BOi KMCIIOTH B

KpOBI
(4,79 %), 36GinmbIIeHHS PiBHS
TPUTIIIIEPULIB ¥ KPOBi

Tepmin npudamuocmi.

Tabmuig 5

Bim 0,5% m01% <0,5%

Bucunauusa

Hymnora,
OII0BaHHS,
6inb y KUBOTI

ITpucyTHICTB
TJIIOKO3H B Cedi

Ex3ema, cBepbix

30inblIeHHs PiBHS JTyKHOI
dochoTazu (JIO) y Kposi,
36inbenHs piBHs 6inipy6iny B
KpOBi

IOuckoMdopT y KUBOT],
BUpa3Ka OBaHAISITUIAIIOl
KHIIKY, HasIBHICTh He3MiHEHOI
KpOBI B KaJli, TaCTPUT
30iNbIIeHHS KiTbKOCTI
JIEMKOIIUTIB, 3MEHIIIeHHS
KiTBKOCTi PETUKYJIOIUTIB,
30iIbIIeHHS KiTbKOCTI
MOHOIIUTIB

3MeHIIEeHHS PiBHA KaJlilo B
KpOBi

BponxianpHa act™ma, 6imb y
POTOTIIOTIIi, PHHIT,
HazodapuHriT
36inbIeHHS piBHS
KpeaTHHKiHa3u
(kpeatundocdokinazu) B
KpPOBIi, IPHACYTHICTL KPOBi B
cedi, moJIiNn y MUTAaIuKaX,
MirMeHTallisl, OUCTeB3is
(mopyIneHHS CIPUUHATTS
CMaKy), CHHIIi, HEUITKICTh
30py, 6isb B 04Yax, BEPTHUTO,
Ha[IUTYHOYKOBI
€KCTPaCuCTONIN



2 POKH.

YmMmoBH 30epiranssi.
30epiraTu B opuriHaibHil yIakoBIy mpu Temnepatypi He Buie 30 °C.

36epiraté B HEOOCTYIHOMY IJISI OiTeH MicCIIi.

Kareropis Bigmycky.

3a peLemnToM.

VnaxoBka.

TabneTku, BKPUTI Mm1iBKOBOIO 060510HKOI0, 110 200 Mr; 110 34 TabneTku y Omictepi, mo 1 6mictepy B
KapTOHHiH! KOpoOITi.

BupoOHHK.

I'menmapk ®@apmackiotrkan3 JITo./Glenmark Pharmaceuticals Ltd.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca MicIsi IpoBaIXKeHHs HOro Tis/IbHOCTI.

Cemno Kimaunypa, bagmi-Hanmarapx Poyn, Texcin Baami, p-# Comnas, (X.I1.) 173 205, Iugis/Village
Kishanpura, Baddi-Nalagarh Road, Tehsil Baddi, Distt. Solan (H.P.) 173 205, India.

3asIBHHK.

TOB «TJIIT YkpaiHa».

Micue3HaxoaKeHHsI 3asiBHHKa.

49094, THiTponeTPOBChKA 0011., micTo [IHinpo, 2KOBTHEBUH paiioOH, BYJIUIS MaHIPUKIBChKA,
Oymunok 47, mitepa M-2, kopryc Ne 2, mpuminiesnss Ne 17.



