IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

KOBI®JIY

(COVIFLU)

Cknao:
ditoua peuosuHa: pasimipasip;
1 TabneTka, BKpUTa IIiBKOBOIO 000JI0OHKOI0, MiCTUTSH (aBsimipaBipy 200 mr;

donomidcHi peuoguHu: L-TIIPOKCUIIPOIMINIIEN0I03a, KPOCIIOBIAOH, KPEMHIIO JIOKCUL
KOJIOIOHUM, IIOBiIOH, HATPil0 cTeapuiadyMapar.

Cknap miBKoBo1 000moHKHU: omaapi xKoBtust 03A520072, rinpomeno3a HPMC 2910 (E 464), Tanbk,
tuTany giokcup (E 171), okcup 3anisza xostuu (E 172).

JIikapcbka ¢popma. TabneTKy, BKPUTI IIiBKOBOIO 000JI0HKOIO.

OcHosHi (pizuko-ximMiuHi 81acmugocmi: KPYTIIi IBOOMYKIIi TabIeTKKM XKOBTOT'0 KOJIbOPY, BKPUTI
TIJTiBKOBOIO 000JIOHKOIO.

dapMakoTepaneBTHYHA rpymna. [IpoTuBipycHi 3acobu mpsmoi fii. [HII npoTuBipycHi npemnapaTyu.
®asgimnipasip. Kog ATX JOSA X27.

Papmakono2iuHi e1acmusocmi.
d®apmakoOuHamika.

[IpoTUBipyCHa aKTUBHICTE N Vitro

dagimipaBip MpomeMOHCTPYBaB IPOTUBIPYCHY aKTUBHICTD IOA0 Ta00paTOPHUX IITaMiB BipyCy rpumy
tuny A ta tuny B 3 EC;, 0,014-0,55 MKr/mi.

EC;,npoTy ce30HHUX BipyCiB rpuny Tuny A ta TAny B, BKIIIOYa04y IITaMy, CTiUKI [0 afaMaHTaHy
(amaHTamWH Ta pUMaHTAOUH), 03eNbTaMiBipy abo 3aHamiBipy, ckmas 0,03-0,94 mkr/mn i 0,09-0,83
MKT/MJI BillIIOBigHO.

EC,, mpoTu BipyciB rpumy Tumy A Ta THIy, CTiiKKX 0O afaMaHTaHy, OCeJIbTaMiBipy Ta 3aHaMiBipy,
ctanoBuB 0,09-0,47 MKr/mi1, i mepexpecHol CTiMKOCTI He CIocTepiramocs.



EC,, mpotu BipyciB rpuimy Tany A (BKJI04alouu IITaMy, CTiMKi [0 afaMaHTaHy, 03e/IbTaMiBipy abo
3aHaMiBipy), TAaKMX K CBUHSUMM THUI A Ta NTALIMHUEN TUI A, BKJII0OYalO4¥ BHCOKOIIATOTE€HHI
mramu (Bkmodatoun HS5N1 ta H7N9), ctaroBus 0,06-3,53 MKr/miI.

Mexani3M mii

BBaxkaeTbcs, 110 ¢aBimipaBip MeTabomi3yeThCs B KIiTHHAX [0 pubo3untpudocdaTHol popMu
(daBimipasip PT®). ®aBinipasip PT® cenektuBHo mpurHiyye PHK-nioniMepa3dy, sika 6epe y4acTb y
pemnikatii Bipycy rpumny. ®aginmipasip PT® mposiBnsie pi3Hy akTuBHiCTb mono [JTHK-nonimMepa3
moguHy «, B Ta y: ¢asimipaBip PT® (1000 MKMOIL/1) He BUABIAB iHTiOYI0YOTO BIIJIUBY Ha Q-
nojylimepasy; Ha 9,1-13,5 % iuri6ysas B-monimepa3sy Ta Ha 11,7-41,2 % inribyBaB y-moniMepasy.
[uribyroua konnenTpanis (IC50) dasinipasipy PT® na PHK-nonimepa3su I mogunu craHoBmia 905
MKMOJIB/JI.

Pe3ucTeHTHICTE

He cnoctepiranocst 3MiH 4yTAUBOCTI Bipycy rpumy Tuny A mo dasinipaBipy i He 6y10 BUSBIEHO
PE3UCTEHTHUX BipyciB. Y KITIHIYHUX OOCHIAXKEHHIX, BKIII0Yal04YM MiKHapoaHe gociigxkeHHs I11
a3y, indopmMariiil mpo MosIBy Pe3UCTEHTHOCTI 0 (daBimipaBipy BipyCiB rpuIly He OTPUMAHO.

dapmakoKiHemuka.
A6copOiris
KoHuenmpauisa 8 Kkposi

Y HaBepeHil TabnIuUIl HUXKYe IPeACcTaBieHo papMaKOKiHETHYHI TapaMeTpu (aBimipaBipy, AKui
3aCTOCOBYBAJIU ITIEPOPaIbHO 8 3MOPOBUX mopocnux y mo3i 1600 Mr aBiui Ha mo0y y IepIlnii IeHb,
notiMm o 600 Mr aBiui Ha goOy npoTsarom 4 guie (1600 Mr/600 Mr oBa pa3u Ha AeHb) 3 HACTYITHUM
OJHOKPATHUM 3aCTOCYBaHHSM 1031 600 MT oguH pa3 Ha m00y.

Tabmuns 1
®apMakoKiHeTHUHI TapaMeTpH (aBimipaBipy

Cmax AUC Tmax
flosysanHs flexs (MKT/M) (Mkr-rom/Mn)  |(rom) RE (rom)
1600 Mr 2 pas3u
Ha 100y V IeHb
1 . 64,56 446,09 1,5
600 mr 2 pasm [ 1 (17,2) (28,1) (0,75, 4) 4811
Ha 700y V IeHb
2-5
600 mr 1 pas

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

3MiHM cepeqHbO1 KOHIIeHTpallil PaBimipaBipy y maa3mi KpoBi (cepegHe + CTaHOAPTHE BiIXUIEHHS)

1600 mr/600 Mr 2 pa3u Ha go0y



Yac (roout)

[Ticns 6araTopa3oBOro MepopasbHOT0 MPUHOMY 300POBUM NOOPOBOIIbIEM (aBimipaBipy npoTarom 7
[HIB, y IKOTO BUSIBJIEHO HE3HaYHY aKTUBHICTH anbaeriqokcuaasu (AO), po3paxyHkoBe 3HaueHHA AUC
He3MiHEeHOTO mpenapaTty craHoBuio 1452,73 mkr-rog/mn B 1-i gens ta 1324,09 Mxr-rog/mn Ha 7-4
[EHB.

Posnmopin

Konu 20 3mopoBUX HOPOCINX YOJIOBIKiB 3aCTOCOBYBa/IM IlepopabHO (¢asinipasip y go3ax 1200 mr 2
pa3u Ha [eHb IPOTAroM IepiIoro AHsA, a moTiM 800 Mr 2 pa3u Ha JeHb NPOTATroM 4 OHIB, CEpeaHE
reoMeTpUYHe KOHIIEHTPaIlil IpenapaTy B cuepMi cTaHoBuio 18,341 MKr/MI Ha TpeTid JeHb
3acTtocyBaHHs npemnapaty Ta 0,053 MKr/MiI Ha ApPYTUM OeHb Mic/d IPUIMHEHHS 3aCTOCYBaHHS
npemnapaty. Yepes 7 OHIB micis MpUNMHEHHS 3aCTOCYBAHHS MperapaTy Moro piBHi y criepmi Oynu
HUXK4Ye MeXi KinbKicHOTOo Bu3HadeHHs (0,02 MKr/MJi1) y BCiX y4aCHUKIB focnifxeHHs. CepenHe
CIIiBBiHOIIEHHS KOHIIEHTpAllil IpernapaTy y CliepMi Ta ¥0ro KOHIIEHTpallil y 1y1a3Mi KpOBi CTAHOBUJIIO
0,53 Ha TpeTiu geHb 3aCTOCYBaHHA npemnapaty Ta 0,45 Ha OpPyruii OeHb MiC/Isa NPUIUHEHHS
3acTocyBaHHS mpemnapary. KoedilieHT 3B’ 13yBaHHs 3 GiTkaMy B CUPOBATIi KPOBi cTaHOBUB 53,4-54,4
% (in vitro, ueHTpudyXKHa yabTpadinbTpallis) Ipu KOHIEHTpallil mpenapaTy B Kposi 0,3-30 MKr/Mmi.

Mertabonizm

®dagimipaBip He MeTabomi3yeTbcs i3opepmenTamu cucteMu nutoxpomy P450 (CYP): Bin



MeTabo0mi3yeThCs ITepeBaXkHO anbaerifokcuna3on0 (AO) Ta 4acTKOBO MeTaboIi3yeThCS [0
rigpokcunboBaHol opMu KcaHTuHOKcHAa3u (XO). Y mocmigKeHHSX i3 BUKOPUCTaHHSIM MiKpOCOM
NeYiHKY JIIOOWHYU YTBOPEHHS TigpPOKCUIaTy CTaHOBUIIO Bix 3,98 mo 47,6 mMmonb/Mr Oinka/xB, mpu
ITbOMY Y 3B’I3KY 3 MiXKiHIUBigyanbHOIO BapiabenbHIiCTIO 3HaUeHHs akKTUBHOCTI AO Bimpi3Hsnmucs
MakcuMyM y 12 pagiB. KoH'1oraT rioKypoHaTy CIIOCTepiraBcs B IIJIa3Mi KPOBI Ta Cedi JIIOAUHY K
MeTabosIiT, BifMiHHUY Bifi TiTPOKCHIbOBAHOI (POPMH.

BuBeneHHsa

daBimipaBip BUBOAUBCS IIepeBazkHO Y TiAPOKCUIbOBaHIX (POpMi i3 cedero, a TaK0K HeBeJIuKa
KIJIBKICTB IIperapaTy BUBOLUTLCS B HE3MIHEHOMY BUTJTIAAL. Y 7-0eHHOMY OOCIIIIXKEHHI 3
OaraToKpaTHUM IIepOpaJbHUM 3aCTOCYBaHHAM Y 6 3[MOPOBUX IOPOCTUX OCiO CYKyImHUN KOe(illieHT
BUBE[IEHHS i3 ceyelo IpenapaTy B He3MiHeHill Ta TifpoKcunboBaHii ¢popmi cranosus 0,8 % ta 53,1 %
BigmoBigHO mpOoTsATOM 48 rofuH Iicisg IPUMOMY OCTaHHBOI TO3H.

[Tig yac apMaKOKiHETUYHOTO JOCHIIXKEHHS, IPOBEAEHOT0 3a MexXaMu ANoHil, TOBiHOMIISAIOCS IPO
IiABUIIEHHS PiBHS (aBimipaBipy B I1a3Mi KPOBi y MalLi€HTIB 3 MOPYIIEHHIM (DYHKIII1 TEeYiHKH.

KniniuyHi xapaKTepHCTHKH.
Iloka3aHnHs.

Ins niKyBaHHS HOBUX ab0 IIOBTOPHUX MTaHAEMiYHUX iHQEKIH, CHPUYNHEHUX BipyCOM I'DUILY, IIPU
SKMX JIIKyBaHHS iHIIUMU IPOTUBIPYCHUMU 3acobamu O6yno HeedheKTUBHUM ab0 HEIOCTaTHLO
e(pEeKTUBHUM.

IIpomunoka3aHHA.

- BariTHicTh a0 mifo3pa Ha BaTiTHICTh: y JOCTIIXKEHHSIX Ha TBapHHAX
criocTepiranucst cMepTh eMOpioHa Ha paHHIX TEPMiHAX Ta TepaToreHHi e(peKTH (OUB. PO3Minu
«OCcobMIUBOCTI 3aCTOCYBaHHS» Ta «3aCTOCYBaHHS y I1epPiof BariTHOCTi abo rogyBaHHS IPYATI0»);

- Peaktii migBuIeHo1 4y TIUBOCTI 10 OyIb-IKOTO KOMIIOHEHTY IIpelaparTy B
aHeMHe3i.

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Jlikapcekuii 3aci6 Kosidy He MeTabomi3yeThcs i3odhepMerHTamMu cuctemu muToxpomy P450 (CYP): BiH
MeTabo0mi3yeThCs ITepeBaXkHO anbaerifokcuna3on (AO) Ta 4aCTKOBO KCaHTHHOKCHAa3010 (XO). Len
npenapar inribye AO i CYP2C8, ane He ingykye i3odhepmenTu cuctemu CYP (muB. po3min
«PapMaKOKiHEeTUKa»).

3anobixcHi 3axo0u npu 00HOYACHOMY 3ACMOCYBAHHI 3 IHWUMU AIKAPCbKUMU 3dcobamu



Tabmuiga 2

Jlikapceki 3aco6H, OMHOYACHO 3 TKUMHU ¢aBimipasip CIil 3aCTOCOBYBaTH 3 06€PEeKHICTIO

[Ipenapat O3Haku, CUMIITOMU Ta JIiIKyBaHHS

[Tipasunaming [TigBUIIyEeTHCS PiBEHL CEYOBOI KHUCIIOTHU B
KpoBi. [Ipu 3acTocyBaHHi nmipa3uHaminy B

B 103i 1200 mr/ 400 Mr iBa pa3u Ha AE€Hb
piBeHBb Ce40BOI KUCIIOTH B KPOBi CTAHOBUB

11,6 mr/gn, Konu mipasuHaMifg

3aCTOCOBYBaIu OKpeMo, i 13,9 mMr/an, Konu
mipa3uHaMif] 3aCTOCOByBalIu B KoMOiHallii 3

(asimipaBipoM.

Penarminig PiBeHb penariiHiny B KPOBi MOXe
30iNBIIyBaATHUCS, @ TAKOK MOXKYTh

BUHUKATH MOOIYHI peakiiil Ha penariHif.

Teodinin PiBeHb (paBimipaBipy B KpoBi MoXke

30iIBIIyBATHUCS, TAKOXK MOXKYTh BUHUKATH
no0ivuHi peakuil Ha ¢asimipasip.

QamiuknoBip  EdexTUBHICTH UX IpellapaTiB MoXe

. 3HUKYBaATUCH.
Cyniagak

MexaHi3M B3aeMofil Ta paKkTOpU

PU3UKY

[Tocunenusa peabcopOiiil ce4oBO1
KHUCJIOTU B HUPKOBUX KaHANbIISAX
mo3i 1,5 r omuH pa3 Ha AeHb i (aBinmipaBipy BHACTIAOK agUTUBHOTO e(EKTY.

IarioyBanus CYP2C8 migBuiiye
piBeHb pemnariHifly B KpPOBi.

Bzaemogis 3 XO MoxKe MiABUIIYBaTH
piBeHb (aBimipaBipy B KpOBi.

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

In vitro dasinipasip HeoOopoTHO iHriOyBaB AO 3ajeKHO Bifl 103U Ta Yacy Ta iHridysas CYP2C8
3aiexHO Bifm go3u. He croctepiranocs inrioyrouoi aktuBHOCTI moao KO i cimabkoi inribyrogoi
akTuBHOCTI BimHOCHO CYP1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4. l'gpokcunboBaHUN MeTabO0IiT BUSIBUB

cnabky inribyrouy aktuBHiCTh 1o CYP1A2, 2C8, 2C9, 2C19, 2D6, 2E1 ta 3A4.

IapykTrBHOTrO BIuBY (paBimipaBipy Ha CYP He cmocTtepirasnocs.

Bnaue cynymHix aikapcvKux 3acobis Ha (papmakokiHemuky ¢pasinipasipy

CynyTHil TiKapCbKAU  [03a N
3acib i mo3yBaHHSA dagimipasipy

Teodinia 200 mr gBiwi 600 mr 2 pazu Ha 10
Ha 700y y mHi 3 1 mo 9; moby y meHb 6
200 mMr oguH pa3 Ha
no0Oy Ha meHb 10 600 mMr oguH pa3
Ha 700y y [Hi 3 7
mo 10
OzenpTamisip 75 Mr 600 Mr mBiui Ha 10
nBiui Ha moOy y oui 3 1 moOy Ha meHsb 5,
1o b; 600 mMr oguH pa3
75 MT ofuH pa3 Ha moOyHa mo0y Ha neHb 6
Ha JeHb 6

Yac

no3u

IeHb 6

IeHb 7

IeHb 6

Tabmuusa 3

CHiBBigHOIIIEHHS ITapaMeTPiB OIsd
3acrocyBaHHsA(aBimipasipy (90 % [I) (mpu
3aCcToCyBaHHi B KOMOiHaIii /

OKpeMo)
Cmax

1,33

(1,19; 1,48)

1,03
[0,92; 1,15]

0,98
[0,87; 1,10]

AUC
1,27
(1,15; 1,40)

1,17
(1,04; 1,31)

1,01
(0,91; 1,11)



Panokcugen 60 mr 1200 mr gBiviHA 17
Of¥H pa3 Ha mo0y y ouHi moby y meus 1, 800
31mo3 MT [iBiui Ha mo0Oy Ha
meHsb 2, 800 mr 1
pas Ha mo0y Ha
OeHb 3

lippanasuH 5 MI OIUH
pa3 Ha mob6y y oHi 1 Ta
5

1200 mr (nepma 14
mo3a)/400 mr

(opyra mo3a) y

meub 1, 400 mr

nBiui Ha mOOy y gHi
32mo4, 400 mr

OJYH pa3 Ha mo0y

Ha OEeHb 5

oeHb 1

IeHb 3

oeHb 1

IeHb b

1,00
(0,90; 1,10)

0,90
(0,81; 0,99)

0,99
(0,92; 1,06)

0,96
(0,89; 1,04)

BrnnuB ¢asimipaBipy Ha ¢papMaKOKiHETHKY CYIYTHIX JTiKapChKUX 3aC006iB

CynyTHiil TiKapChbKUU
3acib i mo3yBaHHS

Teodinin 200 Mr gBiui
Ha o6y y mHi 3 1 o 9;
200 Mr oguH pa3s Ha
no0Oy Ha meHb 10

O3zenbTamisip

75 Mr OBidi Ha HOOYy y
nHi 3 1 mo 5;

75 MT OIMH pa3 Ha
no0y Ha OeHb 5
Anetaminoden 650 mr
OOuH pa3 Ha fo0y y gHi
lTab

Kombinaris
HOPETUHOPOH/
eTHUHIIeCTpamion

Io3a ¢agimipaBipy N

600 mr gBiui Ha 10
no0y Ha JeHb 6;

600 mMr oguH pa3

Ha o0y y [Hi 3 7

mo 10

600 mr gBiui Ha 10
no0y Ha JeHb 5;

600 mMr oguH pa3

Ha 1o0y Ha feHb 6

1200 mr gBiui Ha 28
o0y y messb 1, 800

MT [IBiui Ha MO0y y
oHi 3 2 mo 4, 800

MT OIMH Pa3 Ha

no0y Ha JeHb 5

1200 mr gBiui Ha 25
o0y y messb 1, 800

MT [IBiui Ha MO0y y

1 mr/0,035 Mr oguH pa3nHi 3 2 1o 4, 800

Ha go0y y mHi 3 1
110 5

MT OIWH pa3 Ha
no0y Ha JeHb 5

Pemnarmninig 0,5 mr ogun 1200 mr gBiwiga 17

pas Ha o6y y meHb 13

o0y y messb 1, 800
MT [IBiui Ha moOy y
oHi 3 2 mo 4, 800
MT OIMH pa3 Ha
no0y Ha JeHb 5

Yac

CriBBigHOLIEHHS MapaMeTpiB g

1,03
(0,95; 1,12)

0,85
(0,79; 0,93)

0,99

(0,92; 1,07)

1,04
(0,96; 1,12)

3acTtocyBaHHS (aBimipasipy (90 % [OI) (mpu
3aCTOCyBaHHi B KOMOiHaIlii /

o031

IeHp 7/

meHs 10

IeHb 6

oeHb 1

IeHb 5

oeHp 12

OKpeMo)
Cmax

0,93

(0,85; 1,01)

0,99
(0,94; 1,04)

1,10
(1,06; 1,15)

1,03
(0,93; 1,14)

1,08
(0,96; 1,22)

1,23

[HopeTtunapon](1,16; 1,30)

OeHn 12

1,48

[HopeTtunapon](1,42; 1,54)

oeHb 13

1,28
(1,16; 1,41)

AUC
0,92
(0,87; 0,97)

0,97
(0,91; 1,03)

1,14
(1,10; 1,18)

1,16
(1,08; 1,25)

1,14
(1,04; 1,26)

1.47
(1,42, 1,52)

1.43
(1,39; 1,47)

1,52
(1,37; 1,68)



ligpanasun 5 mr ogud 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 a00 MiZ03PI0BaHOI0 BaTriTHICTIO (AUB. po3ninu «[IpoTUNOKa3aHHI» Ta «3aCTOCYBaHHS Y
nepioft BariTHOCTi ab60 TooyBaHHS TPYIII0»).

2. TIpu 3acTocyBaHHi TiKapchKOro 3aco0y KiHKaM PempogyKTUBHOTO BiKYy Iepef] M04aTKOM JIiKyBaHHS
Mae OyTH MMiATBepAXKeHU HeraTUBHUM Pe3yNIbTaT TECTY Ha BariTHiCTh. Cifl eTanbHO MOSCHUTHU
JXKIHKaM, IKUMU PU3UKaMU CYIIPOBOAXKYETHCS 3aCTOCYBaHHS IIbOT0 IIpenapary, i HaCTiiHO
PEeKOMeHIyBaTH BUKOPUCTOBYBaTH Hale(peKTHBHIIII METOAM KOHTPALENIIil XKiHIIi Ta il mapTHEPY IIifg
Yac JiKyBaHHS LIUM IIpernapaToM Ta IPOTAroM 7 OHIB IiC/IA 3aKiHYeHHS MO0 3aCTOCYBaHHA (OUB.
po3min «3aCTOCYBaHHS Y Iepio BariTHOCTI abo TogyBaHHS TPYOI0»). SKIIO i Yac JTiKyBaHHsS
BMHUKAE Ii03pa Ha BariTHICTH, XKIiHI CJIi pEKOMEHYBaT! HeTalHO NPUIMHUTYU IIPUUOM LbOTO
npenapary Ta IPOKOHCYJIbTYBATUCS 3 JIiKapeM.

3. ®agimipaBip mpoHUKaEe y cuepMmy. [Ipu 3acToCcyBaHHi ITpenapaTy NalliEHTaMu Y0JI0BiY0l CTaTi Cciif
IEeTalIbHO MOSICHUTHU 1M, IKUMU PH3UKAMHU CYIIPOBOAXKYETHCS JIiIKYBaHHS UM IIperiapaToM, Ta
HACTiMHO PeKOMeHOYyBaTH IM BUKOPUCTOBYBaTH Halle(eKTHUBHIII METOOU KOHTpALeILil Imif yac
CTaTeBUX aKTiB y MEPIiOA JTiKyBaHHS Ta IPOTATOM 7/ OHIB IiC/IsA HOTO 3aKiHYEeHHS (Y0JIOBIKM MalOTh
BMKOPUCTOBYBATHU Ipe3epBaTuBH). KpiM Toro, maiieHTaM 40J10Bido0l CTaTi CIlif IOBiJOMUTH, 110 BOHU
He TOBUHHI BCTYIIATH B CTaTeBi KOHTAKTH 3 BaTiTHUMH XKiHKaMu (IUB. po3[inu «3aCTOCYBaHHSA Y
nepiof BariTHoCTi abo romyBaHHS IPyAOI0» Ta «PapMaKOKIHETHKA»).

4. [lepeq mo4YaTKOM JIiKyBaHHS CJIifi JeTalbHO MOSCHUTH iH(dOpMaliio Ipo edeKTUBHICTh IpemapaTy
Ta PU3UKU (BK/IYA4YU PU3UK BIJIUBY Ha IIIf).

5. Tlepeqn moyaTKOM JIiKyBaHHS IIpenapaToM CJIiff peTeJIbHO 3BaKUTHU AOLIIbHICTh KOT0 3aCTOCYBaHHS.
3anobiscHi 3axodu

1. KoBiny - 11e mpemapat, 3aCTOCyBaHHS SKOT'0 CJIifi PO3TJIsAaTH JIuille y pa3i craiaxy HOBUX abo
IIOBTOPHO BUHUKJIIUX iH(DEKIiH, CIPUUYNHEHUX BipyCOM I'PUIly, IIPU SKUX iHIII IPOTUBIPYCHI TiKapChKi
3acobu € HeeeKTUBHUMU ab0 HeJOCTaTHLO epeKTUBHUMU. [Ipu IpoBeOeHH] Tepalii UM
IIpernapaToM CJIifl 03HaOMIIOBATHUCS 3 HAUCBIXKIMIOI0 iH(pOpMaIli€io Ta Mpu3HavYaTy IpenaparT JIUIIe
BigIIOBIOHMM IIaIli€HTaM.



2. QaBinipasip He € e()eKTUBHUM NIPOTU OaKTepiaTbHUX iHPEKITIN.
3. ®aginipaBip He MPU3HAYEHUH [JIT 3aCTOCYBAHHS TiTAM (OUB. PO3min «[I1TH»).

4. HezanexHo Bif crioco6y BBefleHHS ab0 TUITYy MPOTUTPUIIO3HUX BipyCHUX 3ac00iB, y MallieHTiB 3
iH(eK1ieto, CIPUYNHEHOO BipycoM rpuy, 6y 3apeecTpoBaHi BUIIAgKH aHOMAJIbHOI IIOBEMiHKY (IUB.
po3min «ITo6iuni peakitii»). [I71g YHUKHEHHS HelllaCHUX BUIAIBKiB, TaKuX SK MMafiHHSA Yepes
He3BUYaWHY IOBEMiHKY, K IPEBEHTHBHUM 3axif NalieHTiB a0 iXHiX OMiKyHiB MOTPiOHO
IIPOIHCTPYKTYBATHU IIPO Te, IM0:

- Moxke OyTU aHOMaJIbHa IOBe[IiHKa,
- KOJIU TallieHTU IPOXOASATH JIiKyBaHHS BAOMa, OMiKyHU abo iHII 0co0M MOBUHHI BXXUBATU

IIPEBEHTUBHUX 3aXO[iB 1100 HelllaCHUX BUMAMKIB, TaKUX K MafiHHS, IPOTATOM SIK MiHIMyM 2 [HIB
IiCJIS TOYaTKY JINXOMaHKH.

Ts2kKi (oopMu aHOMAJBbHOI ITOBEMiHKH, 1110 IPU3BOAUIIN [0 HElllaCHUX BUITAAKIB IIPHU MaAiHHi, YacTille
CIIOCTepiraaucs y XJIOIMUYUKIB LIKIJIBHOTO BiKy Ta HEIIOBHOJIITHIX. BimoMo, 110 TaKi CUMIITOMU 3
Oi7bII010 UMOBIPHICTIO BUSIBIIS/IUCS IIPOTATOM 2 [HIB IIiC/IS MOYaTKy TUXOMaHKH.

Crnip peTenbHO CIIOCTEPiraTH 3a MallieHTaMH, i SIKII0 CIOCTepiraloThCsl OyOb-AKi BiGXUIEHHS,
JIIKYBaHHA CJIifi IPUNIMHUTY Ta BXKUTHU BiATIOBIMHUX 3aXO0LiB.

5. Indexiris, cnpuyrHeHa BipyCOM TPUILY, MOXKE YCKIIaOHUTUCS OaKTepianbHUMHU iHPEKIiIMU
ab0 CympoBOMXKYBATUCS CUMIITOMAMH, SIKi JIETKO CIIJTyTaTH 3 TPUIONONIOHUMY CUMIITOMAMH.
Y pasi 6akTepianbHOi iH(eKIl abo mimo3py Ha OaKTepianbHy iH(GEKIIi0 Cifl BKUTH
BiITIOBiMHUX 3aX0[IiB, TAKUX SIK 3aCTOCYBaHHS aHTUOAKTEpialbHUX MpenapariB.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00r0.
BaritHicTb

[TpoTunokasaHo 3aCTOCOBYBaTH Jlikapchkui 3aci6 KoBigy kiHKaM 3 BifoM0I0 4M MiI03PI0BAHOI0
BariTHICTIO0. B moCigKeHHSAX Ha TBapWHAX i3 PiBHIMHU €KCIIO3HIIil, aHaIOTiYHUMK a00 HUKYUMHU 3a
KJIIHIYHY €KCITO3MU1Iil0, CTIOCTepiraaucs cMepTh eMOpioHa Ha paHHIX TepMiHax (y wIypiB) i TepaToreHHi
edekTyu (y MaBI, MULIEH, IIyPiB i KPOJIUKIB).

T'ogyBaHHS TPYAOI0

[Tpu 3acTocyBaHHi nikapchkoro 3aco6y Kopidiy xkiHKam, sKi rogyioTh T'PYAOI0, CIIif TPUIUHUTH
rpynoHe BUTOmoBYBaHHS. [1im wac mocmigxkeHb 6yJI0 BCTAHOBJIEHO, III0 OCHOBHUM MeTaboiT
¢aBimipaBipy - rigpokcunboBaHa ¢popMa - IPOHUKAE Y I'PYLHE MOJIOKO.

OcKinbKu B IOCTIIXKEeHHSIX Ha TBApPUHAX CIIOCTepiraaucs BUIAAKK CMePTi eMOpioHa Ha
PaHHIX TepMiHaX PO3BUTKY Ta TepaTOreHHi epeKTH, He CIIif 3aCTOCOBYBaTH (paBimipasip
JKiHKaM i3 BCTAHOBJIEHOI0 a0 Mi03PI0BaHOI0 BariTHICTIO (OUB. po3minu «[IpOTHUIIOKA3aHHS»).

[Tpu 3acTocyBaHHi (haBimipaBipy KiHKaM PeNpOOyKTUBHOTO BiKy Ilepe[l MO4YaTKOM JTiKyBaHHS
Mae OyTH MigTBepOKeHU HeraTUBHUM Pe3yIbTaT TECTY Ha BariTHiCTh. Ciif meTanbHO



IIOSICHUTHU XKIHKaM, SKUMU PU3UKaMU CYIPOBOAXKYETHCS 3aCTOCYBaHHA I[bOTO IIpenapary, i
HACTiHO PEKOMEHIyBaTH BUKOPHUCTOBYBATH Halle(PeKTHUBHIlll METOOM KOHTPAIIEMIlil XKiHIIi Ta
1l mapTHePY Iif 9ac JiKyBaHHS I[UM IIpellapaToM Ta IPOTATOM 7 OHIB MiC/S 3aKiHYEHHS UOT0
3aCTOCYBaHHA. fAKINO Mif] Yac JIIKyBaHHS BUHUKAE [if03pa Ha BariTHICTD, XKIHI[ CIIif
PEeKOMeH[yBaTU HeravHO MIPUIUHUTY IIPUNOM LIBOT0 IIpernapaTty Ta IPOKOHCYIbTYBAaTUCS 3
JIiKapeM.

daBimipaBip IpoHUKaE y cuepmy. [Ipu 3acToCyBaHHI IIpenapary MnalieHTaMX 90JI0Bi40l1 CTaTi
CJIifi meTalbHO MOSCHUTY 1M, SKUMU PU3UKaMU CYNIPOBOAXKYETHCS JIIKYBaHHS LIUM
IpenapaToM, Ta HaCTiMHO PeKOMeHOyBaTy BUKOPUCTOBYBaTH Halle(peKTUBHIIII METOOU
KOHTPALEMIIi] Iiff YaC CTaTeBUX aKTiB y IIePiof JiKyBaHHS Ta IPOTATOM 7 OHIB MiC/IA
3aKiHYEeHHS M0ro 3aCTOCYBaHHS (Y0JIOBIKM MalOTh BUKOPUCTOBYBAaTU IIpe3epBaTuBu). KpiM
TOTO, MAI[iEHTaM YO0JI0Bi4Ol CTaTi CIIifJ TOBiHOMUTH, 1[0 BOHU He MMOBUHHI BCTYIIaTH B CTaTEBi
KOHTaKTH 3 BariTHUMM XiHKaMu (OuB. po3fin «PapMakOKiHETHKa»).

30amuicmb 8niusamu Ha weudKicmb peakuyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

BipcyTHi maHi mopmo BBy QaBinmipaBipy Ha 37aTHICTh KepyBaTH TPaHCIIOPTHUMHU 3aco0aMu Ta
IIpaloBaTy 3 IHIIKUMHA MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.
3acTocyBaHHS IIpemnapaTy Cllif Po3MoYaTh HETalHO MiCysd IOSBY I'PUIONONIOHNX CUMIITOMIB.

3arasibHUY Iepiof TiKyBaHHS Ma€ CTaHOBUTHU 5 [HIB. 3BU4YaiiHa fo03a (paBimipaBipy Ans
mopociux cTaHOBUTH o 1600 Mr (8 TabneToK) nmepopanbHO ABiYi Ha M00y y MepInui neHb
JiKyBaHHS, MiCJIS YOro 3aCTOCOBYIOTH 0 600 Mr (3 TabneTKu) nepopanbHO ABiYi Ha KO0y
IpOTAroM 4 [HiB.

Oco0nuBi rpynu NalieHTiB
ITauienmu aimHv020 8iKy (>65 pokis)

OckinbKu y MIofied MiTHHOTO BiKy (isionoriyni ¢pyHKIil 9acTo 6yBai0Th 3HUKEHUMH,
3acTocoByBaTH M KoBidy cnin 3 06epekHiCTI0, KOHTPOJIIOI0YY 3arajbHUM CTaH NallieHTa.

ITauienmu dumasayozo 8iKy (< 18 pokis)
JlikapchKuit 3acib He TpU3HAYEHUH I 3aCTOCYBAHHS HiTSM.
ITopyweHHA pYyHKYiI neviHKu

Y marifieHTiB i3 IeTKUM Ta MOMIPHUM IOPYIIeHHAM (QYHKIII nedinky (knacu A i B 3a mxkamoo
Yatinma-I1"10, mo 6 0cib mIst KOXXKHOTO KJ1acy) Ipu 3acTocyBaHHi KoBihy mepopanbHO y mo3ax
1200 mr pBivi Ha moOy mpoTsAroM nepinoro aHs, a motiM 800 Mr aBivi Ha moOy mpoTarom 4
IHIB ITOPiBHSHO 3i 3MOPOBUMHU IOPOCTUMHU H0OPOBObIsiMHU 3HadeHHs C,,, Ta AUC Ha 5-i



neHb Oynu BifmoBigHO mprOau3HO B 1,6 pasa Ta 1,7 pa3a BUIIMMU Yy MAlli€HTIB i3 TETKAMU
opyIneHHsAMYU GQyHKIII nevinku Ta B 1,4 pa3a Ta 1,8 pasa BULIMMHU y MAIiEHTIB i3 MOMipHUMHU
NOPYIIEeHHSAMY (QYHKIII] IEeYiHKHU.

Y nmarieHTiB i3 TAXKKUMU NOPyIIeHHIMU GyHKLII medinku (knac C 3a mkanoio Yannga-I1'to, 4
oco0u) Ipu 3acTOCyBaHHi (aBimipaBipy nepopanbHo y mo3i 800 Mr aBiui Ha m00y IPOTATOM
nepiuoro gHs, a notiM 400 Mr gBidi Ha OOy MPOTSATOM 2 [HIB MOPIBHSIHO 3i 3HOPOBUMHU
nopocnuMu moOpoBosnbisMy 3HaYeHHs C,,, Ta AUC Ha 3-# meHb Oynu BifTIOBIIHO
npubnusHo y 2,1 Ta 6,3 pa3a BULIUMH.

Cumyauii, koau 3acmocysaHHs npenapamy nompebye obepexcHocmi

JlikapchKuit 3acib ciig 3 00epekHICTI0 3aCTOCOBYBATH TalliEHTaM i3 aKTHBHOIO ITOIArpoIo
abo rmomarpoio B aHaMHe3i, a TaKOX TallieHTaM i3 rinepypukeMieio (y TaKUX MalliEeHTiB MOXKe
IiABUIIATUCS PiBeHb CEYOBOL KUCJIOTH B KPOBIi, @ 0TKe, CUMIITOMU MOXKYTh IIOCUJIUTHCS).

Himu.

Jlikapcekui 3acib He MpHU3HAYEHUH 71T 3aCTOCYBAHHS HiTSIM.

Ilepedo3yeanHns.

BipcyTHi maHi npo nepeno3yBaHHS (aBinipaBipoMm.

ITo6iuni peakuii.

[ToGiyHi peakiii B 0ci6, ski Opaiu y4acThb YV OOCHiIKEeHHi 3aCTOCYBAaHHS IIpenapaTty O JiKyBaHHS
TPUITY

Y kJiHIYHUX JOCHIXKEHHIX, TpoBeNeHux v AmoHil, Ta B MizkHapomHoMy pociigxenHi I1I ¢pasu
(mocmimKeHHS, 110 TPOBOAUIUCH i3 PIBHAMU 003, HUXKYUMH Bifl 3aTBEPAXKEHO]I 1031) M0oOiuHi peakiril
croctepiranucs y 100 3 501 yyacHuka (19,96 %), y sKux oIliHioBaau 0€31eKy 3aCTOCYBaHHS
npernapary (BK/II0Yalouu BioXUIeHHS Bi HOPMU pe3ybTaTiB 1ab0paTOPHUX aHali3iB).

Ha#6inbin momupeni nobiuHi peakiii BKIIOYaIy MifIBUIIIEHHS PiBHS CEYOBOI KMCJIOTH B KPOBi y 24
oci6 (4,79 %), miapeto y 24 ocib (4,79 %), 3MeHIIeHHS KimbKoCTi HerTpodiniB y 9 ocib (1,80 %),
36inbinenHs piBag ACT (rimyTramaTt-okcasnoaleTaTTpaHcaMinasu) v 9 oci6 (1,80 %), mimBuilleHHS piBHS
AJIT (rmyramat-mipyBaTtTpaHcaminasu) y 8 ocib (1,60 %).

[ToBimoMnsnocs HUXK4Ye3a3HayeHi KIiHIYHO 3HauyIi mo6iyHi peakilii Ipy 3aCTOCYBaHHI iHIIKX
IPOTUTPUIIO3HUX JIiKaPChKMX 3aco0iB. Ci1ifg peTenbHO CIIOCTepiraTé 3a CTAHOM ITallieHTa i B pasi
BUSIBJIIEHHS OyOb-KUX PO3/IafiB Teparliio CIifl MPUIUHUTY Ta BXKUTHU BiTIOBITHUX 3aXOIiB.

- [lTok, anadinaxcis.



- [IHeBMOHIs.

- OynpMiHAHTHUY TeNaTUT, TUCPYHKINSA NeYiHKY, JKOBTIHUIA.

- Tokcuunuy enigepmanbauy HeKponi3 (TEH), cunmpom CriBeHca-IKOHCOHA.
- ['ocTpe ypaXxeHHS HUPOK.

- 3MeHIIeHHS KiTbKOCTI JTIEUKOUUTIB, 3MEHIIIEeHHS KiTbKOCTI HEUTPOQiIiB, 3MEHIIIEHHS KiTbKOCTI
TPOMOOIIUTIB.

- HeBpornoriuHi Ta ncuxiaTpuyHi CUMIITOMH ([TOPYIIEHHS CBiOMOCTI, Aefipii, raiiouHallil, MapeHHs,
CyIOMH TOIIO).

- X0Ya IpUYMHHO-HACIIIOKOBUM 3B’sI30K HE BCTaHOBJIEHUH, ITIOBITOMIISANIOCS IIPO IICUXOHEBPOTUYHI
CUMIITOMHY, TaKi 9K aHOMaJIbHa [IOBE[IHKA, [1iCJIg 3aCTOCYBaHHS IIpelapaTiB IPOTHU BipyCy
T'PUIy,BKJII04Ya04y jiKapchkuil 3aci6 Kosidiy (mus. po3nin «»OcobnruBOCTI 3aCTOCYBaHHA»).

- F'emopariunuit KOJIIT.

a1 MoGivyHiI peakirii

fAKmo BUHUKAIOTh T00iYHi peakiiil, mepenidyeHi HUXKYe, CHIifl IPOBECTU CUMITOMATAYHE JTiKyBaHHS

Tabmuig 5
Knac cucremu opraHis =1% Bin 0,5% m001% <0,5%
TI'inepuymausicme Bucunazus Ex3eMa, cBepOix
Po3znadu 3 6oky neuinku  36inbmenus pisasg ACT (rnyramart- 306inplIeHHS PiBHS JTyKHOI
OKcajoareTaTTpaHcaMiHasu), Ta dbocdoTtazu (JI®) y Kpoai,
36inbmenss piBas AJIT (rmyramar- 36inbnenHs piBHsA OinipyOiny B
mipyBaTTpaHcaMiHa3u), 36iNbIIeHHS KpOBi
piBHs y-I'TII (ramMMa-
raytaminrpaschepasu)
Po3zaadu 3 6oky Hiapes Hynora, OuckomdopT y KUBOTI,
W/1YHKO08O- (4,79 %) OmI0BaHHS, BHUpa3Ka ABaHaLITUIIAIO0]
KUWK08020 Mpaxkmy 6isb y XKUBOTI KWIIKY, HasBHICTh HE3MiHEHO]
KPOBI B KaJli, TaCTPUT
Po3znadu 3 6oky xposi 3MeHIIEeHHS KiTbKOCTI HeUTPodiiB, 306inbIIeHHS KiTBKOCTi
3MEHIIeHHS KiJIbKOCTi TeHKOIUTiB JIEMKOIIUTIB, 3MEHIIIeHHS

KIiJIBKOCTI PETUKYJIOLIUTIB,
30iIbIIeHHS KiTbKOCTI
MOHOIIUTIB



Memab6oaiyni
po3saadu

Po3znadu 3 6oky duxaavHoi
cucmemu

IHwi po3aadu

306inbIIeHHST PiBHSI C€YOBOI KMCIIOTH B
KpOBi

(4,79 %), 36inmbIeHHS PiBHS
TPUTJIiLIEPUAIB Y KPOBi

Tepmin npudamuocmi.

2 POKH.

YmoBH 30epiranns.

[TpucyTHICTB
TJII0KO3H B cedi

30epiraTtu B OpuriHaabHiY yIaKOBI Ipu TeMiepaTypi He Buile 30 °C.

30epiratu B HEOOCTYIIHOMY IJISI OiTEW MiCIIi.

Kareropis Bigmycky.

3a peLenToM.

YnakosBka.

3MeHIIeHHS PiBHA KaJlilo B
KpOBI

BponxianbHa actMma, 6inb y
POTOTTIOTLIi, PUHIT,
Ha30(hapuHTIT
306inplIeHHs piBHS
KpeaTUHKiIHA3"
(kpeaTuHpOChOKiHA3M) B
KPOBi, IPUCYTHICTE KPOBi B
ceui, moJIin y MUrfanukax,
MmirMeHTallisd, IUCTeB3is
(mopyIIeHHS CIPUUHATTS
CMakKy), CUHIIi, HEYiTKiCTh
30py, 6isb B 049ax, BEPTUTO,
Ha[LIIIYHOYKOBI
€KCTPacuCTOJIN

TabmeTKH, BKPUTI IIiBKOBOIO 000710HKOI0, 10 200 Mr; o 34 TabneTku y O6micTepi, mo 1 6rmictepy B

KapTOHHIN KOpOOT1Ii.

BupoOHUK.

I'meamapk ®apmaceioTukans JIth./Glenmark Pharmaceuticals Ltd.



Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MiCIsi IPOBaIKeHHs MOro JisIbHOCTI.

Ceno Kimannypa, bagni-Hanarapx Poym, Texcin bammi, p-u Conas, (X.I1.) 173 205, Iugisa/Village
Kishanpura, Baddi-Nalagarh Road, Tehsil Baddi, Distt. Solan (H.P.) 173 205, India.

3asiBHHUK.

TOB «TJIIT Ykpaina».

Micne3HaxomXKeHHS 3asAiBHHKA.

49094, MuinponeTrposcbka 00:1., MicTo [IHinpo, 2KoBTHEBUI paiioH, Byulss MaHIpPUKiBChKa, OYIMHOK
47, nitepa M-2, kopmyc Ne 2, mpumimiesss Ne 17.



