Ckian

Oitoua peyosuHa: pasimipasip;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOI0, MiCTUTh (paBimipaBipy 200 mr;

00NOMIdHICHI pedyo8UHU: L-TimpOKCUIIPOIIiIieniono3a, KPOCIIOBiMOH, KPEMHIiI0 HiOKCHU[I
KOJIOITHUH, TIOBiIOH, HATPilo cTeapuiadyMmapar.

Cknaod naiekoeoi obosoHKu: ontagpi xkoBTui 03A520072, rinpomeno3da HPMC 2910 (E
464), tansk, TuTany giokcup (E 171), okcup 3aniza xkostuui (E 172).

JIikapcbKa ¢popmMa

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHOBHI (pi3uKo-xiMiuHi 81acmMuBOCMi: KPYTJIi ABOOMYKJI TaGIeTKU XKOBTOT'O KOJILOPY,
BKPUTI MJIIBKOBOIO 000IOHKOIO.

®dapMaKoTepalneBTHYHA Irpymna

[TpoTtuBipycHi 3acobu npsimoi fmii. [HII mpoTuBipycHi npenapaTtu. ®aBinipasip. Kopg
ATX JO5A X27.

dapMakogHHaMiKa

IIpoTuBipyCHA aKTUBHICTS in Vitro

daBimipaBip IpoaAeMOHCTPYBaB NPOTHUBIPYCHY aKTUBHICTh OO0 JITaO0PATOPHUX IITAMiB
Bipycy rpuny tuny A ta tuny B 3 EC50 0,014-0,55 mMkr/Mmi1.

EC50 npoTtu ce30HHUX BIpyCiB rpuny TUIy A Ta TUIly B, BK/Ir04aro4u IITaMu, CTiVKi IO
amaMaHTaHy (aMaHTaOWH Ta pUMaHTa[WH), 03eJIbTaMiBipy abo 3aHamiBipy, cknaB 0,03-
0,94 mkr/mni 0,09-0,83 MKr/Mi BignnoBigHO.

EC50 npoTtu BipyciB rpuny Tuny A Ta TUIY, CTIMKUX OO0 aJaMaHTaHy, OCelbTaMiBipy Ta
3aHaMiBipy, ctaHoBuB 0,09-0,47 MKr/MJI, i IepexXpeCcHOl CTIMKOCTI He CIoCTepiramsocs.

EC50 npoTtu BipyciB rpuny tuny A (BKJ/IIOYar4yu IITaMM, CTiMKI JO afjaMaHTaHYy,
o3ebTaMiBipy ab0 3aHaMiBipy), TaKUX IK CBUHSYMU TUI A Ta MTAUIUHUN TUI A,
BKJTIOUAIOYM BUCOKOIIATOTeHHi mramMu (BKio4dawnyu HS5N1 ta H7N9), ctaHOBUB
0,06-3,53 MKr/™mi.

Mexani3Mm il




BBaxkaeTncs, 110 dasinipaBip MeTaboi3yeThCs B KiIiTUHaX A0 pubo3untpudochaTHOl
dopmu (PainmipaBip PT®). ®aBinipasip PT® cenektuBHo npurHiyye PHK-mmonmimepa3sy,
sika 6epe y4acTh Yy pemiikaiiil Bipycy rpuny. ®@asimipasip PT® nposiBisie pisHy
akTuBHicTb mogo [IHK-nmomiMepa3s nmoguuu «, B Ta y: paBimipaBip PT® (1000
MKMOJIb/JI) He BUSBJISAB iHTiOyl049oro BIUIUBY Ha o-mojriMepa3y; Ha 9,1-13,5 %
inrioyBaB B-mmosriMmepasy Tta Ha 11,7-41,2 % iuribyBaB y-momiMmepa3ly. IHridyroua
KoHueHTpania (IC50) ¢gasinipasipy PT® sa PHK-nonimepaswu Il nmroguau cTaHOBUIIA
905 MKMOJIB/TI.

Pe3ucTeHTHICTD

He cnocTtepiranocs 3MiH 4yTIUBOCTI Bipycy rpumny Tuiy A mo ¢asimipasipy i He 0yJio
BUSBJIEHO PE3UCTEHTHUX BiPYCIB. Y KIIIHIYHUX OOCIIIAXKEHHAX, BKJIIIOUYAI04U
MixkHapogHe gocaigxkeHHs 111 da3u, iHdopMaliil IIpo mosIBY PE3UCTEHTHOCTI IO
(aBinmipaBipy BipyCiB rpuily He OTPHMAaHO.

®dapMaKOKiHeTHKa

AbGcopbiiis
KoHueHmpauis 8 Kposi

Y HaBeneHiM TaOnMUIll HUXKYe IIPeNCcTaBleHo (papMaKOKiHETUYHI ITapaMeTpu
(aBimipaBipy, SKM# 3aCTOCOBYBaJid IePOPaIbHO 8 3OpoBUX Aopocaux y mo3i 1600 mr
OBiui Ha moOy y mepiiui geHs, notiM o 600 Mr aBivi Ha o0y npoTsarom 4 gHiB (1600
mr/600 Mr ABa pa3u Ha [JeHb) 3 HAaCTYIIHUM OOHOKPATHUM 3aCTOCyBaHHAM Ho3u 600 mMr
onOuH pa3 Ha go0y.

Tabnuis 1. PapMakoKiHeTUYHI TapamMeTpu ¢aBinipasBipy
Cmax AUC Tmax | T1/2

[Ho3yBaHHSA HeHb
(Mkr/mn)|(MKr-roo/mir)| (ron) (rom)

1600 Mr 2 pa3u Ha mo0y y meHb 1 64,56 446,09 1,5
IHi 1-5 4,8 £ 1,1
600 Mr 2 pa3u Ha m00y y meHb 2-5 (17,2) (28,1) (0,75, 4)
64,69 553,98 1,5
600 mr 1 pa3 Ha moOy y meHb 6  |O0eHb 6 56 x2,3

(24,1) (31,2) (0,75, 2)




[Ticnss 6araTopasoBOro IIEPOPATIBHOIO IIPUHOMY 3[IOPOBUM TOOPOBOIBIIEM
(daBimipaBipy mpoTsAroM 7 OHIB, y SKOTO BUSIBJIEHO HE3HAYHY aKTHUBHICTH
anpaerinokcupasu (AO), po3paxyHkoBe 3HadeHHA AUC He3MiHEHOTO IIpernapary
ctaHoBuyio 1452,73 Mmkr-roo/Mmin B 1-i1 geHsb Tta 1324,09 MKr-rogo/mMi Ha 7-U OeHb.

Po3mnonin

Konu 20 3gopoBUx OOPOCIKUX YOJIOBIKiB 3aCTOCOBYBAJIX IIepopalbHO (haBimipasip y
no3ax 1200 mr 2 pa3u Ha OeHb IIPOTATOM IIepIiIoro AHgA, a notiM 800 Mr 2 pa3u Ha
OeHb IIPOTATOM 4 OHIB, CepeHE reOMeTpPUYHe KOHIIEHTpallil IpemapaTy B ciepmi
ctanoBuiio 18,341 MKr/mi Ha TpeTii OeHb 3acToCyBaHHA npenapaty ta 0,053 MKr/min
Ha OpyTruy OeHb IIiCJig NPUIIMHEHHS 3aCTOCYyBaHHA npenaparty. Yepe3 7 OHIB Imicis
MMPUIINHEHHS 3aCTOCYBaHHS IIperapaTy MOoTro piBHI y criepMi Oy HUXKYeE MexXKi
KinbKicHOTO Bu3HaueHH4 (0,02 MKIr/MII) y BCiX y4aCHUKIB OociigxkeHHA. CepenHe
CIIiBBiHOIIEHHS KOHIEHTPAallil ITpemapaTy y CIIepMi Ta ¥0ro KOHIIeHTpallil y IjIa3Mi
KpoBi ctanoBuso 0,53 Ha TpeTiii AeHb 3aCTOCyBaHHA npemnapaty Ta 0,45 Ha gpyrui
OeHb IIiCJId IPUNNHEHHS 3aCTOCyBaHH npenapaty. KoediieHT 3B’ 13yBaHHSA 3
O0inkaMu B cupoBaTii KpoBi craHnoBuB 53,4-54,4 % (in vitro, uenTpudyxHa
ynbTpadinbTpalis) mpu KOHIeHTpallil mpemapaTy B KpoBi 0,3-30 MKr/MiI.

MeTabomism

daBimipaBip He MeTabomni3yeThcs izopepmenTamu cuctemu mutoxpomy P450 (CYP):
BiH MeTabo0Ji3y€eThCS IepeBaxKHO anbaerigokcuna3on (AO) Ta 4aCTKOBO
MeTaboIi3yeThCs A0 TiApOKCHUIboBaHOl popMu KcaHTUHOKCHUOa3u (X0). Y
OOCIIOKEeHHSX i3 BUKOPUCTAaHHSIM MiKpPOCOM IEYiHKU JIIOOUHU YTBOPEHHS
rigpokcusnaTty ctaHoBuio Big 3,98 mo 47,6 mMoib/Mr 0iTka/XB, IIPHU IIbOMY y 3B’SI3KY 3
MiXKiHAMBiTyanbHOIO BapiaOenbHICTIO 3HaYeHH aKTUBHOCTI AO Bigpi3HsSNIUCS
MakcuMyM y 12 pasiB. KoH'loraT riioKypoHaTy CIIOCTepiraBcs B IIJla3Mi KPOBI Ta ceui
JIIOOUHY SIK MeTa0oJIiT, BIIMiHHUM Bif TiZpOKCHUIbOBaHOI GOPMHU.

BuBepgeHHs

daBimipaBip BUBOOMBCS IIepeBaKHO y IiApPOKCUIIbOBaHiM GopMi i3 cedelo, a TaKOXK
HeBeJIUKa KiJIbKICTh IIpenapaTy BUBOOUTHCSA B HE3MIHEHOMY BUTIALL. Y 7-H€HHOMY
OOCIiAXKeHHi 3 6araTOKpaTHUM IIepOpaIbHUM 3aCTOCYBaHHSAM y 6 3[IOPOBUX AOPOCIUX
ocib cykymHui KoedillieHT BUBEIeHHS i3 ceduelo ImperapaTy B He3MiHeHil Ta
rimpokcunboBaHii popmi ctanoBuB 0,8 % ta 53,1 % BigmoBigHO npoTsaroM 48 roguH
ITiCJIg IPUHMOMY OCTAaHHBOI [TO3H.

[Tlig yac (papMaKOKiHETUYHOTO OOCIIiAKEHHS, IPOBEAEHOT0 3a MexXKaMu AMoHil,
MIOBIIOMIJISIJIOCS TIPO MiABUILIEHHS PiBHA (aBimipaBipy B mj1a3Mi KPOBi y HaIli€HTIB 3
NOPYIIEeHHAM (QYHKIIil IeYiHKY.



IToxa3zaHHA

I7s1 mikyBaHHS HOBHUX a00 IMMOBTOPHUX MaHOEeMiuyHUX iHEKIiN, CIpUIYNHEHUX BipycoM
TPUITY, IIPU SIKUX JIiKyBaHHS iHIIMMU TPOTUBIPYCHUMU 3acobamu 0yJio HeeDeKTUBHUM
abo HegoCTaTHLO e(PEeKTUBHUM.

IIporunoka3aHHs

e BaritHicTh ab0 mifo3pa Ha BaTiTHICTh: y OOCHTIiOXKEHHSIX Ha TBapUHAX
CIIOCTepiranucs cMepTh eMOpioHa Ha paHHIX TepMiHax Ta TepaTOTeHHi epeKkTu
(muB. po3minu «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta «3aCTOCYBaHHS Y I1epio
BariTHOCTi abo rogyBaHHS TPYOOI0»);

e Peaxiiil migBUIlleHO1 Yy TJIMBOCTI A0 OyAb-IKOTO KOMIIOHEHTY Ipernapary B
aHeMHe3l.

B3aemogisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIII BHOH B3a€EMOIin

Jlikapcbkuii 3acid Kosiy He MeTaboi3yeThbCcst i30hepMeHTaMU CUCTEMHU LTUTOXPOMY
P450 (CYP): BiH MeTabo0i3yeThCs ITepeBaxKHO anbaeriqokcunga3on (AO) Ta 4aCTKOBO
KcaHTuHOKcHuaa3o0io0 (XO). e nmpenapart iurioye AO i CYP2CS, ane He iHOYKYE
izodepmentu cuctemu CYP (guB. po3gin «PapMaKOKiHETHUKA»).

3anobidcHi 3axo0u npu 00HOYACHOMY 3ACMOCYBAHHI 3 IHWUMU AiKApCbKuUMu 3acobamu

Tabnuusa 2. JIikapchKi 3acobu, omHOYACHO 3 SKUMU (paBimipaBip CJtim 3acTOCOBYyBaTHU 3
00epexRHICTIO

. MexaHi3M B3aemoail Ta
ITIpenapar O3HaKH, CHMIITOMM Ta JIiKyBaHHSI
¢paKkTOpH PU3HUKY

[TigBUIy€THCS PiBEHBb CEYOBOI KMCJIOTH B
Kposgi. IIpu 3acToCcyBaHHI lipa3uHaMiny B

mo3i 1,5 r oguH pa3 Ha [OeHb i
L _ [TocunenHs peabcopoOirii
¢aBimipaBipy B go3i 1200 mr/ 400 mMr gBa .
. . CeYO0BOIl KHCJIOTH B
) . | pa3u Ha OeHb piBeHb CEYOBOl KMCJIOTH B
[TipasuHamig . HUPKOBUX KaHaJIbISIX
KpoBi cTaHOBUB 11,6 Mr/mos, Konu .
) _ _ BHACJIIIOK agUTHUBHOTO
ITipa3uHaMiZl 3aCTOCOByBaid OKPEMO, i

. ) edexTy.
13,9 Mmr/gon, Konu mipa3uHaMif
3aCTOCOBYyBaJii B KoOMOiHa1lil 3
dasinipaBipomM.
PiBeHp penariiHigy B KpoBi MOXe [urioyBanus CYP2C8
Pemnarminig |30inbIIyBaTHUCS, @ TAKOXK MOXKYTh MigBUIIYE PIBEHD

BMHUMKATH MMOOiIYHI peakilil Ha penariiHif. |pelariiHigy B KpOBi.




PiBeHsb (asimipaBipy B KpoBi MOXKe

Bzaemomis 3 XO moxke

Teodimnin 30i7bIITyBATUCS, TAKOXK MOXKYTb BUHUKATH |[IiIBUILYBaTH PiBEHb
rmo6iuHi peaxiiil Ha ¢aBinipasip. (¢aBinipaBipy B KpOBi.
[urioyBauus AO
PaMUKKIIOBIP _ _ ¢aBimipaBipoM MoOxKe
EdekTuBHICTh IMX IIpenapaTiB MOXKe )
3MEHIIUTY PiBEHb aKTUBHUX
3HUXKYBATUCH. .
Cyminmax ¢opm™ 11ux npenapartis y

KPOBI.

In vitro ¢asimipasip HeoO6opoTHO iHTiIOyBaB AO 3ajIe’XHO Bif M03U Ta 4acy Ta iHTiOyBaB

CYP2C8 3anexHo Big mo3u. He crocTtepiranocs iHrioywo4doil akTuBHOCTI 1mogo KO i
cnabxkol iHribyto4doi akTuBHOCTI BimHocHO CYP1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4.
ligpokcunboBaHu# MeTabOIIIT BUSBUB c1abKy iHriOyouy akTuBHicTh 1o CYP1A2, 2C8,
2C9, 2C19, 2D6, 2E1 Ta 3A4.

IagykTuBHOTrO BIMBY (paBimipaBipy Ha CYP He cmocTepiranocs.

Tabnuusg 3. Bonmus cymyTHIX TiKapchKuX 3aco0iB Ha ¢hapMaKOKiHeTUKY ¢asimipaBipy

CraiBBigHOIIIEHHS
nmapaMeTpiB Ojist

.Cynymm., Ho3a Yac dasinipasipy (90 % II)
JTiKapChbKHUH .
6 i basini ) N |3acTrocyBaHHsi| (IIpH 3aCTOCyBaHHi B
acto t ABtHpasipy OO3H KoMOiHa1ii/okpeMo)
DO03yBaHHSI
Cmax AUC
Teo@i.ni.H 200 600 Mr 2 pasu Ha ) 1,33 1,27
MT [IBidi Ha OeHb
00 €eHb 6
o0y y mHi 3 1JI yya (1,19; 1,48) |(1,15; 1,40)
mo 9; 200 mr 10
OIOWH pa3 Ha 1.03 1.17
106y Ha IeHb 600 Mr oguH pa3 Ha NeHD 7

10

mo6y y oHi 3 7 mo 10

[0,92; 1,15] |(1,04; 1,31)




O3zenbTaMiBip
75 Mr gBidi
Ha no6y y mui 000 Mr mBidi Ha
3 1mo5: poOy Ha geHs 5, 600 0,98 1,01
’ 10 OEeHb 6
MI ORHH pas Ha [0,87; 1,10] (0,91; 1,11)
75 Mr OIMH  |1oGy Ha HEHb 6
pa3 Ha moby
Ha OeHb 6
1200 mr gBiui Ha 1,00 1,03
Panokcuden oeHsb 1
60 MT oouH H06y},’J,IeHB 1,800 (0,90; 1,10) {(0,95; 1,12)
MT OBiui Ha moOy Ha
pa3 Ha Joby y 17
] 1 oeHb 2, 800 mr 1
Hi 3
A pa3 Ha o0y Ha JeHb 0,90 0,85
o 3 3 OeHb 3
(0,81; 0,99) (0,79; 0,93)
1200 mr (mmepra 0,99 0,99
I 5 mo3a)/400 mr (gpyra neHsb 1
APATIASHE O 2a) v mews 1, 400 (0,92; 1,06) |(0,92; 1,07)
MT" OOWH pa3 .
. |Mr OBiui Ha goOyy (14
Ha moOy y oHi | .
1745 oHi 3 2 mo 4, 400 mr 096 1.04
T 7’ 7’
OIOWH pa3 Ha mo0y OeHb 5
Ha IeHb 5 (0,89; 1,04) {(0,96; 1,12)
Bnonus ¢aBinipaBipy Ha ¢papMaKOKiHETUKY CYIIyTHiX JTiKapChKHUX 3ac00iB
CoiBBigHOIIEeHHSA

CynyTHil

JMiKapChbKHUH
3acio i
IO03yBaHHSI

[Ho3a ¢daBinmipaBipy

Yac

nmapaMeTpiB O
¢dasinipasipy (90
% OI) (mpu

3dCTOCYBaHHA
JO3H

3aCTOCYBaHHIi B
KOMOiHamii /
OKpeMo)

Cmax

AUC




0,92

0,93
. oeHb 7 _
Teodinin 200 MT 600 mr meiui Ha mO6Y Ha (0,85; 1,01) (0,87;
nBiui Ha MOGY Y |nemp 6; 0,97)
oHi 31 mo 9; 200 10
Mr onuH pa3 Ha (0600 MI" OfIUH pa3 Ha noGy 0,97
no6y Ha menp 10 [y AHI 3 7 mo 10 0,99
meHs 10 (0,91
(0,94; 1,04) 1 63)'
O3enbTaMisip
75 Mr OBidi HA 600 Mr gBiui Ha HO6Y Ha 114
no0y y iHi3 1 |pens 5; 1,10 '
o 5; 10 |meHb 6 (1,10;
600 Mr omuH pa3 Ha Ho0y (1,06; 1,15) ) '18)1
75 MT' OiVH Pa3 |ga meHs 6 ’
Ha 100y Ha OeHb
5
1,16
1,03
o oeHb 1 1 08:
AmeTamirodes 1200 mr gBiui Ha moOy y (0,93; 1,14) (1,08;
650 o a3 oeHb 1, 800 Mmr gBidi Ha 1,25)
MT OOUH
AIH DS 6y y nHi 3 2 mo 4, 800 28
Ha poOy y gHi 1
MT OOVH pa3 Ha Ho0y Ha 114
Ta 5 1,08 '
OEeHb 5
IeHb D (1,04,
(0,96; 1,22) 1 ’26)'
: . 1.47
KoMmbiHalris oeHb 12 1,23
HOPETUHOPOH/ - 1,42,
. . |1200 mr pBiui Ha 100y y [opeturapor] (1,16; 1,30) |
eTHHiIecTpagion menb 1, 800 Mr 1Biui Ha 1,52)
1 Mr/0,035 MT moby y oui 3 2 mo 4, 800 |25
MT" OOMH pa3 Ha mo0y Ha 1.43
ORMIL bas Ha em & nexs 12 1,48
mo6y y muiz 1 [P (1.39
o 5 [HOpeTunmpon] |(1,42; 1,54) T

1,47)




1200 mr gBiui Ha gOOY y

Penarmninig 0,5 |menb 1, 800 Mr gBidi Ha 1,28 1,52
MT' OOUH pa3 Ha |moOy y oHi 3 2 mo 4, 800 17 |genn 13 (1,37;
noOy y meHb 13 |Mr oguH pa3 Ha go0Oy Ha (1,16; 1,41) 1.68)
IOeHb b
0,87
0,73
eHb 1
. 1200 mr (r[epI.LIa J103a)/400 a (O 67: 0 81) (0’78'
['igpana3uH 5 Mr »9 75, 0,97)
MTI (Opyra go3a) y AeHb 1, ’
OOWH pa3 Ha . .
] 400 mr gBiui Ha moOy y OHi |14
noOy y oHi 1 Ta
5 32mo4, 400 mromun 0,91
pa3 Ha moOy Ha AeHb 5 0,79
OEeHb 5 (0,82;
0,71; 0,88 AN
( ) 1,01)

Oco00/1UBOCTi 3aCTOCYBaHHSA

3acmepedtceHH

1. OckinbKU B OOCHIAXKEHHAX Ha TBapHUHaX CIIOCTepPiraauncs BUIIaAKU CMEPTIi

eMOpioHa Ha paHHiX TepMiHaxX PO3BUTKY Ta TepaTOTeHHi epeKTH, He CIif

3acTocoByBaTu KoBidy KiHKaM i3 BCTaHOBJIEHOIO abo0 ITi03pI0BaHOI0 BariTHICTIO

(muB. po3pginu «IIpoTUIIOKa3aHHA» Ta «3aCTOCyBaHHS y mepion BariTHOCTI abGo

TOOYyBaHHS TPYOOIO»).

2. Ilpu 3acTocyBaHHI TiKapCchKOTro 3aco0y XKiHKaM PenpoayKTUBHOIO BiKy Iepeq
IMOYaTKOM JIiKyBaHHSI Ma€ OyTH MiATBEePAKEHUMW HEeTaTUBHUM pe3ynbTaT TECTY Ha

BariTHicTh. CiIi meTanbHO MOSICHUTH XKiHKaM, SKUMH PU3UKaMU
CYIIPOBOIXKYETHCA 3aCTOCYBaHHSA LILOTO IIpenapary, i HaCTiMHO peKOMeHAyBaTu
BHKOPUCTOBYBATHU Halle(heKTUBHIIIl MeTOAM KOHTpPALEIIlil XKiHIIi Ta 11 HapTHEPY

[Iig 4ac JIiKyBaHHS LIUM IIperapaToM Ta IIPOTATroOM 7 OHIB ITiCJig 3aKiHYEeHHS WOTro

3acTOCyBaHHS (OUB. pO3Min «3acTOCyBaHHS Yy Iepiof BariTHOCTI ab0 romyBaHHS

rpynnio»). AKIno mif Jac JIiKkyBaHHS BUHUKAE Migo3pa Ha BariTHICTh, XKIiHII CITifg

peKOMeHOyBaTH HeralHO IMIPUNUHUTY IIPUUOM IIHOTO ITpelapaTy Ta

IIPOKOHCY/IBTYBATHUCS 3 JIIKapeM.

3. ®asBinipasip npoHUkKae y criepMmy. I[Ipu 3acTocyBaHHI IpenapaTty naljieHTaMu
40JIOBIUOl CTaTi CHIif HeTalabHO MOSICHUTHU 1M, IKUMU PU3NKAMU CyIPOBOAXKYETHCS

JIIKyBaHHS IIUM IIpenapaToM, Ta HaCTiMHO PEKOMEHAYBaTH 1M BUKOPUCTOBYBATH

HaMeeKTUBHIIII MeTOOU KOHTpPAIlEMNIlil il Yyac cTaTeBUX aKTiB y mepiof

JIIKyBaHHS Ta MPOTATrOM 7 OHIB ITiCJIA MOTO 3aKiH4YEeHHSA (YOJIOBIKM MalOTh

BHKOPUCTOBYBATH IIpe3epBaTuBU). KpiM TOro, maiieHTaM 40JIOBiUOl CTaTi CIIif




IIOBIIOMUTH, III0 BOHU HE ITOBUHHI BCTYIIaTU B CTaTEBI KOHTAKTU 3 BariTHUMU
XKiHKaMu (OUB. po3minu «3acTOCyBaHHS Y Iepiof BariTHOCTI abo romyBaHHS
rpyonoio» Ta «PapMaKOKiHETHKA»).

4. Tlepen mo4yaTKOM JIiKyBaHHS CJIi JeTajIbHO MOSICHUTHU iHPOpMaIlito IIpo
e(peKTUBHICTD IIpenapaTy Ta pU3UKHU (BK/IIOYalO4YU PU3UK BIUIMBY Ha ILTiM).

5. Tlepen mo4yaTKOM JIiKyBaHHS IperapaToM CIIif PeTeIbHO 3BaXKUTHU OOLITbHICTh
UOro 3aCTOCYBaHHSI.

3anobiscHi 3axo0u

1. KoBidny - 11e nmpemnapat, 3aCTOCyYyBaHHS SIKOTO CJIif PO3rjsggaTHy JIUIIe V pa3i
cIlajlaxy HOBUX ab0 ITOBTOPHO BUHUKIIUX iHPEKIIIN, CHPUYNHEHUX BipyCOM T'PUTTY,
TP SAKUX iHIII TPOTUBIPYCHI TiKapchKi 3aco0u € HeeeKTUBHUMU ab0
HeOoCTaTHbO epeKTUBHUMU. [Ipu nIpoBeneHHI Tepallil UM npenapaToM CIIif
O03HAVOMJIIOBATUCS 3 HAMCBIXKIMIOW iHQOpMalli€lo Ta IpU3HadYaTy npernapar JUIIe
BiAIOBIOHUM HAaIliEHTAM.

2. ®agBimipaBip He € eeKTUBHUM IIPOTH OaKTepialbHUX iHDEKITil.

©»

dagBinipaBip He NpU3HAYEHUU AJIs 3aCTOCYyBaHHSA OiTAM (OUB. po3min «liTu»).

4. HezanexHOo Bif cmoco0y BBeOeHHs ab0 TUIy TPOTUTPUIIO3HUX BipyCHUX 3aC00iB,
y mallieHTiB 3 iHQeKIli€l, CIPUYNHEHO0I0 BipycoM rpuny, 0yau 3apeecTpoBaHi
BUIIQJIKW aHOMAaJIbHOI moBemiHKM (guB. po3min «ITobiuHi peakirii»). s
VHUKHEHHS HelllaCHUX BUNAAiBKiB, TaKUX fAK IafiHHS Yyepe3 He3BUYauHYy
MMOBEiHKY, SK MPEBEHTUBHUM 3aXil MallieHTiB abo IXHiX OMiKyHiB mOTPiOHO
NPOIHCTPYKTYBaTHU PO Te, III0:

o MOoxe OyTH aHOMajbHa ITOBEMIiHKA,

o KOJIM TMalliEHTU ITPOXOMATH JIiKyBaHHS BoMa, ONiKyHH abo iHIIi ocobu
IIOBUHHI BXVBATU IPEeBEHTUBHUX 3aXOMIB IIIO0 HEaCHUX BUIIAIKIB, TAKUX
sK MafiHHS, IPOTATOM SAK MIHIMyM 2 [OHIB IIIC/IA TOYaTKy JIMXOMaHKHU.

TsxKi popMu aHOMAaILHOI MOBEMIHKHY, 1110 IPU3BOAMIN OO0 HEITaCHUX BUMAOKIB IpU
afiHHI, YyacTillle CIIOCTEPIrajlivCs y XJIOMMYUKIB IIKIJIBHOTO BiKy Ta HEIIOBHOJIITHIX.
Bigomo, 1110 Taki cuMIIToMu 3 GiIbINIOI0 MMOBIPHICTIO BUSBJIISIJIUCS ITPOTSATOM 2 OHIB
[iCJIS ITOYaTKy JINXOMaHKU.

Cnim peTenbHO CIIOCTEPIraTH 3a HalliEHTaMH, i SIKIIO CIIOCTEPIraloThCs OyOb-sKi
BIOXUJIEHHS, JIIKYBAaHHA CJIi[ IIPUIIMHUTU Ta BXKUTU BIOIOBIOHUX 3aXO0MiB.

5. IHdeK1is, cnpruYnHEeHa BipyCcoM I'PUITY, MOXKe YCKJIQAHUTHUCS OaKTepialbHUMU
iH(peKIigaMu abo CyIpoOBOOXKYBaATHUCS CUMIITOMaMH, SKi JIETKO CIIJIyTaTH 3
TPUITONOAIOHUMY CUMIITOMaMU. Y pasi 6akTepianbHOI iHdeKIIil abo mimo3pu Ha
OakTepianbHy iHGEKIII0 CITig BXKUTHY BiAMOBIMHUX 3aX0[iB, TAKUX SIK
3aCTOCyBaHHS aHTUOaKTepialbHUX Iperaparis.



3maTHiCTh BIUIMBATH HA IIBHIKICTH peakiIliili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

BigcyTHI maHi mogo BIIMBY (aBimipaBipy Ha 37aTHICTh KeEPyBaTHU TPAHCIIOPTHUMU
3acobaMu Ta IIpallfoBaTH 3 iHIIMMU MexXaHi3MaMHu.

3acTocyBaHHsA y nepioa BariTHocCTi a00 rogmyBaHHs Ipyaaio

BaritHiCcTb

[TpoTunOoKa3aHO 3aCTOCOBYBATH JIiKapchKui 3aci6 KoBidmy KiHKaM 3 BimoMO0 4u
MIimo3pI0BaHOIO BariTHiCTIO. B mocmigKeHHSIX Ha TBapWHAaX i3 PiBHIMU €KCIIO3uIlil,
aHaJIOTIYHUMH ab00 HUKYMMMU 3a KITIHIYHY €KCII03UIIil0, CIIOCTEPIraanucsa CMepPTh
eMOpioHa Ha paHHiX TepMiHax (y 1IypiB) i TepaToreHHi edpekTu (y MaBm, MUIIEH, IIypPiB
i KPOJIUKIiB).

I'ogyBaHHS T'PYOOIO

[Tpu 3acTocyBaHHi TiKapcbKoro 3aco0y KoBidiy xKiHkaM, sIKi TOOYIOTh TPYAOI0, CIIif
NPUNIMHUTY IPygHe BUTOOOByBaHHA. [1im yac mocnigkeHb Oy/10 BCTAHOBJIEHO, IO
OCHOBHUU MeTaboIiT ¢aBimipaBipy - TigpokcuiaboBaHa (opMa - IPOHUKAE Y TPyOHE
MOJIOKO.

OCKIiNbKM B JOCHIIKEHHIX Ha TBapHHaX CIIOCTepirajaucs BUIIaAKU cMepTi emOpioHa Ha
paHHIX TepMiHaxX PO3BUTKY Ta TepaTOreHHi epeKTH, He CJIil 3aCTOCOByBaTHU
(daBimipaBip kKiHKaM i3 BCTaHOBIEHOIO a00 IIiZ03pI0BAaHOI0 BATiTHICTIO (OWUB. PO3Oinu
«[TpoTUIIOKa3aHHI»).

[Tpu 3acTocyBaHHI (aBimipaBipy XKiHKaM PeNpPOOYyKTHBHOTO BiKy IIepeq Mo4aTKOM
JIiIKyBaHHS Ma€ OyTU MiATBEPOKEHUN HeraTUBHUN pe3yJibTaT TECTY Ha BariTHICTb.
Ci1ipg geTanbHO MOSICHUTHU XKIHKaM, AKMUMU PU3UKaMU CYIIPOBOOXKYETHCS 3aCTOCYBaHHS
IILOT O IIpelapary, i HaCTiMHO PeKOMEeHOyBaTH BUKOPHUCTOBYBaTH Halle(PeKTHUBHIIII
MEeTOOM KOHTpAIlenil XKiHIli Ta il mapTHePY Oif 4Yac JiKyBaHHS IIUM IpelapaToM Ta
IPOTATOM 7 OHIB MiC/Is 3aKiHYEHHS MO0 3aCTOCyBaHHA. ZKIIO Mif Yac JIiKyBaHHS
BHHUKAE Mifo3pa Ha BariTHICTH, XKIiHIIi CJIil peKOMEeHOyBaTh HeTalHO IPUIIMHUTHU
IIPUUOM IILOTO IIperapaTry Ta IIPOKOHCYJIbTYBaTUCS 3 JIIKapeM.

dagimipaBip mpoHUKae y cuepMmy. [Ipu 3acToCcyBaHHI ITpenapaTy MalliEHTaM#d 90JI0Bi401
CTaTi CJIif JeTajlbHO MOSICHUTH IM, IKUMU PU3UKaAMU CYIIPOBOAKYETHCS JIIKYBaHHS [TUM
penapaToM, Ta HaCTiMHO peKOMEeHOyBaTh BUKOPHUCTOBYBaTU Hale(peKTHUBHIIII MeTOOu
KOHTpAIlellIlil ITiff Yac cCTaTeBUX aKTiB y Nepiof JIiKyBaHHSA Ta HPOTATOM 7 OHIB HiCIA
3aKiHYeHHs WOro 3aCTOCYBaHHS (YOJIOBIKM MalOTh BUKOPUCTOBYBaTU Ipe3epBaTUBU).
Kpim Toro, maiiieHTaM 4OJI0BiUOl CTATi CIi MOBIHOMHUTH, III0 BOHU HE MOBUHHI



BCTyIaTH B CTAaTE€Bi KOHTAKTHU 3 BariTHUMM XKiHKaMu (OUB. PO3in
«PapMaKOKiHETHKA»).

Cmocid 3acTocyBaHHsI Ta 03U

3acTocyBaHHS Ipenapary Ciif po3lodyaTy HeralHo ITiCJIs MOSBU I'PUIIONOAIOHUX
CUMIITOMIB.

3aranpHUY NIEPiOf JTiKyBaHHS Ma€ CTAHOBUTM 5 OHIB. 3BMYalHa fo3a (asimipaBipy Ons
Oopociux cTaHOBUTD 10 1600 Mr (8 TabmeToK) mepopanabHO ABiYi Ha A00y y mepIui
OEeHb JIIKyBaHHS, IMiC/IST YOT0 3aCTOCOBYIOTH 1m0 600 Mr (3 TabneTKu) mepopasbHO ABidi
Ha mo0y mpoTsrom 4 OHiB.

Oco06uBi rpynu MallieHTiB

ITauienmu aimHvo20 8iKy (>65 pokKis)

OCKinbKM y nmiofen NiTHBOTO BiKy ¢izionoriuni @yHKIlil yacTo 6yBaioTh 3HUKEHUMU,
3acTtocoByBaTu iM KoBidny citig 3 06epekHiCTIO, KOHTPOJIIOIOYY 3arajlbHUN CTaH
IIalfieHTa.

IMauyienmu dumsauoeo s8iky (< 18 pokis)
JIikapcbKui 3aci® He MpU3HAYEeHUMN IOJIsT 3aCTOCYBAHHS OiTSIM.
IMopyweHHsA ¢pyHKUIT neyiHKu

Y nailieHTiB i3 1erkKkuM Ta MOMipHUM IIOPYILIEHHSIM (QYHKIII nedinku (kinacu A i B 3a
mKaJso Yaunga-I1'to0, mo 6 ocib Oyt KOKHOTO KJjlacy) Ipu 3acTocyBaHHiI KoBidmy
nmepopanbHo ¥ go3ax 1200 Mr aBidvi Ha o0y IMIPOTATOM ITepIiIoro aHsA, a moTiMm 800 Mr
OBidi Ha HOoOy IPOTATroM 4 OHIB ITIOPiBHAHO 3i 3MOPOBUMH AOPOCIUMHU AOOPOBOIBIISIMU
3HauyeHHs Cmax Ta AUC Ha 5-#1 meHb Oynu BignmoBimHo npu6mu3Ho B 1,6 paza ta 1,7
pa3a BUIIUMHU y IMAlli€HTIB i3 IETKUMM MOPYIIeHHIMM QyHKIi1 rTedinku Ta B 1,4 pa3sa
Ta 1,8 pa3a BUIIMMHU y IAIi€HTIB i3 IOMipHMMHU HOPYIIEHHAMU QYHKIIil T€YiHKH.

Y naui€eHTiB i3 TIXKKUMU MOpPyHIeHHIMU QYHKIII medinku (kimac C 3a IIKaioo
Yamnga-IT'10, 4 ocobu) mpu 3acTOCyBaHHi (aBimipaBipy nepopanbHO ¥ go3i 800 Mr
OBidi Ha moOy MPOTSTOM mepIIoro gHs, a moTiM 400 Mr aBivi Ha MO0y mPOTSTroM 2 OHIB
MMOPiBHSHO 3i 3OPOBUMHU TOPOCIUMHU TOOPOBOIBIIAMU 3HaUeHHss Cmax Ta AUC Ha 3-1
neHb Oynu BimmoBimHO mpubnau3Ho y 2,1 Ta 6,3 pa3a BUIIIUMU.

CuTyalrii, KoJIu 3aCTOCyBaHHS IIpemnapaTy noTpedye 06epekHOCTi

JlikapcbKu# 3acib ciig 3 00epeXkHiCTI0O 3aCTOCOBYBATH IalliEHTaM i3 aKTUBHOIO
nomgarpor abo momarpol B aHaMHe3i, a TaKOXK IMalliEeHTaM i3 rinepypukeMi€eio (y TaKux



MaIliEHTIB MOZKe ITiOBUIIIMTUCS PiBEHb CEY0OBOI1 KMCJIOTHU B KPOBi, @ 0TXKe, CUMIITOMU
MOZKYTb IIOCUJIUTHUCS).

itk

JlikapcbKui 3aci0b He MpU3HaA4YeHUHU OJIs1 3aCTOCYBaHHS OiTSM.
Ilepeno3yBaHHsA

BigcyTHI maHi mpo nepeno3yBaHHA (¢asimmipaBipoM.

IToOiuni peakmii

ITo6iuHi peakiil B 0ci0, Ki OpaJn y94acThb V OOCIiOKEeHHi 3aCTOCYBAaHHSA IIpenapary

OJIs JIIKYBaHHS TPUIY

Y kniHiYHUX OOCHiAXKEHHSIX, TPoBemeHuX y AMnoHil, Ta B Mi2KHapOOHOMY OOCTiAXKeHHi
IIT ba3u (mocrimxeHHS, 1110 TPOBOOUIINCE i3 PiBHSAMMU 03, HUXKYNMH Bill 3aTBEPHAKEHOI
no3u) nmobiuHi peaxkuil cioctepiranucsa y 100 3 501 yuacuuka (19,96 %), y sKux
olliHIOBasyiu 0e3IeKy 3aCTOCYBaHHS IIpenapaTy (BK/IHOYalYX BiIlXUIeHHS Big HOpMH
pe3ynbTaTiB 1abopaTOPHUX aHalli3iB).

Hai6inbIm momupeHi mobiuyHi peakilil BKIIOYallu ITigBUIIIEHHS PiBHS CEY0BOI KMCJIOTH B
KpoBi y 24 ocib (4,79 %), niapeto y 24 ocib (4,79 %), 3MeHIIeHHS KiTbKOCTi
HeuTpodiniB y 9 ocib (1,80 %), 36inpimenusa piBHsa ACT (rnyraMmart-
OKcaJloalleTaTTpaHcaMmina3u) y 9 ocib (1,80 %), migBuienus piBasg AJIT (rmyTaMmaTt-
mipyBaTTpaHcaMina3u) y 8 ocib (1,60 %).

Kiiniuno 3Hauynri mobiuHi peaxirii (Ha aHaJIOTiUHI JTiKapchKi 3acobmu)

[ToBimoMisiyiocss HUXKYe3a3HaueHi KITiHiYHO 3HauyIli no0iuHi peakilil npu
3aCTOCYBaHHI iHIIMX IPOTUTPUIIO3HUX TiKapChKUX 3aco0iB. Ciif peTenbHO
CIIOCTepiraTy 3a CTaHOM Ialli€HTa i B pa3i BUSABIEHHS OyOb-IKHUX PO3JIaliB Tepariio
CJIi IIPUNUHUTU Ta BXKUTHU BIAIIOBIOHUX 3aXOIiB.

o ITlok, aHadinakcis.
e [IHEeBMOHIs.

®ynpMiHAHTHUY renaTuT, DUCQPYHKIIA NeYiHKY, XKOBTIHULIA.

Toxkcuunuiu enigepmanbuuil Hekpoi3 (TEH), cuaapom CriBeHca-[IKOHCOHA.
l'ocTpe ypaXXeHHS HUPOK.

3MeHIIIeHHS KiJTbKOCTi JIEMKOIIUTIB, 3MEHIIEeHHS KiTbKOCTi HEUTPOQiIiB,
3MEHIIIEeHHS KiTbKOCTi TPOMOOLIUTIB.



e HeBposoriyHi Ta ncuxiaTpudHi CUMITOMHU (IOPYILIEHHS CBIIOMOCTI, OeJlipin,
rajgrolnHallil, MapeHHs, CyOOMHA TOMIO).

e X04Ya IIPUYMHHO-HACJIIAKOBUU 3B'sI30K HE BCTAHOBJIEHUU, ITOBIAOMIJISAJIOCS IIPO
IICUXOHEBPOTUYHI CUMIITOMHU, TaKi IK aHOMaJIbHa I10BEeIiHKa, [iCJIA 3aCTOCYBaHHA
ImperapaTiB IIPOTH BipyCy rpuny,BKJI04YaloyM dikapcbkui 3acid Kosidmy (ous.
po3min «»OcoOIUBOCTI 3aCTOCYBAHHS»).

e 'eMoOpariyHuu KOJIIT.

IHIII MOOiYHi peakiril

AKI110 BUHMKAIOTh ITO0iIYHI peaxiiii, mepesidyeHi HUXK4Ye, CJIif IPOBECTHU
CUMIITOMaTU4He JIIKyBaHHS

Tabnuis 5
Kinac cucreMmu Big 0,5 %
. =1% <0,5%
opraHis 710 1 %
[nepuyyTauBiCTh Bucumnanus |Ex3ema, cBepOixk

36invmenns piBas ACT

(rmyTamart-
OKcajioalleTaTTpaHCaMiHa3u), 30inbIlIeHHST PiBHS
Ta 30inbuieHHsa piBasa AJIT nykHo1 pocdoTazu
Posnanu 3 60Ky .
, (rmytamart- (JI®) y KpoBi,
TeYiHKN _ . . .
mipyBaTTpaHcaMiHa3n), 30isTbIIIeHHS PiBHSA
30inbiieHHs piBHA y-I'TII Oinmipy06iHy B KpoOBi
(ramma-

riayTaMinTpaHchepasn)

uckoMpopT y KUBOTI,

Hypora,
p 5 BHpa3Ka
o3n1agu 3 OOKy ; .
Hiapest OJIIOBAHHS, |OBAaHAMOISITUIAIIOL
IIITYHKOBO- .
o KUIIIKY, HasIBHICTD
KHUIIIKOBOTO TPaKTy (4,79 %) 6inb v ] . )
He3MiHEeHOI KPOBi B
ZKHUBOTI KaJli, TaCTPUT
30iIbIIeHHST KiIJTbKOCTI
. ) JIEUKOIIUTIB,
3MeHIIeHHs KiJIbKOCTI ) )
Posnanu 3 60Ky . o 3MEHIIEeHHS KiJIbKOCTI
. HeuTpo(diniB, 3MEHIIIEHHS i
KPOBi PETUKYIIOIIUTIB,

KiJIBKOCTIi JIEMKOIIUTIB ) ) )
30i/IbIIIeHHS KiJTbKOCTI

MOHOIIUTIB




MeTabostiuHi
po3nagu

30inbIIeHHS PiBHS CEYOBO1L
KUCJIOTU B KPOBI

(4,79 %), 30inbIlIeHHS PiBHSI
TPUTJIILIEPUAIB ¥ KPOBI

[IpucyTHICTB
T'JIFOKO3U B
ceui

3MEHIIIeHHS PiBHA
KaJIito B KPOBi

Posnanu 3 60Ky
OUXaIbHOIL
CHUCTEMHU

BpouxianbHa acTMma,
0inb y pOTOTIOTII,
PHUHIT, Ha30(papuHTIT

[H1Ti pO3MManu

30inbIlIeHHST PiBHS
KpeaTUuHKiIHa3u
(kpeaTuHpOCHOKiIHaA3M)
B KPOBi, IIPUCYTHICTH
KpPOBI B cedi, niojin y
MUTOajIuKax,
ImirMeHTallisd,
OUCreB3is (HOpYIIEeHHS
CIIPUUHSATTS CMaKy),
CHUHIIl, HEUITKICTH
30py, Oinb B o4ax,
BEPTUTO,
HagUIJIyHOYKOBI
€KCTPaCuCTOIHA

TepMiH NpHIAaTHOCTI
1 pik.

VYMoBM 30epiranas

30epiraTtu B opuTriHanbHil yIaKoBIli ITpu TeMrepaTypi He Buiie 30 °C.

30epiraTty B HeOOCTYIHOMY [OJIS OiTE€W MiCIIi.

YnakoBka

[To 34 TabneTku y 6mictepi, mo 1 6iicTepy B KapTOHHi# KOPOOIIi.

KaTeropist Biagnnycky

3a penemnTomM.




BupoOHUK
I'meamapk ®apmaceroTukani JIta./Glenmark Pharmaceuticals Ltd.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHsI
OistIbHOCTI

Ceno Kimaunnypa, bagmi-Hanarapx Poyqn, Texcin Bangi, p-u# Conas, (X.I1.) 173 205,
Iamisi/Village Kishanpura, Baddi-Nalagarh Road, Tehsil Baddi, Distt. Solan (H.P.) 173
205, India.

[Ixepeso iHCTPYyKIIil

[HCTPYKIIiio TiKapChKOro 3aco0y B3siTO 3 oQilifiHOTo mxkepesa — [lepKaBHOTO PEECTPY

JIiKapCchKUX 3ac00iB YKpaiHu.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

