Jlonartok 29

1o ITopsaKy IPOBENEHHS EKCIICPTH3H
peecTpauiifHuX MaTepiaiiB Ha JTKapChKi
3ac00H, O HOJAI0THCS Ha JIEPHKABHY
peecTparito (epepeecTpanito), a TaKoxK
eKCTIEPTH3H MaTepianiB PO BHECEHHA
3MiH 10 peecTpauiiiHiX MaTepialis
MPOTATOM il peecTpaiiHoro
IOCBIIYECHHS

(mynxt 4 posziny IV)

3BIT

npo JoKIiHiYHI NOCTIIKEeHHHA

1. HasBa nikapchKoro 3aco0y (3a HasBHOCTI
- HOMep PEECTPALiHHOr0 MOCBITIEHHS):

HOBOIIAPUH® posuns s in’exuiii no 30 000MO (300
mr)/3mo1 Ta 50 000 MO (500 mr)/5 mu, o 1 abo 5 bararo030BUX
(hraKoHiB 10 3 MJT B KapTOHHIH kopoouii; mo 1 abo 5
5araTo1030BKX ()IAKOHIB [0 5 M B KAPTOHHIH kopo6i, in bulk:
25 ¢h1akoHiB B KapTOHHIH Kopobui

1) Tun niKapepKOTo 3ac00y, 38 AKUM
npoBo/Tacs abo IUIAHYEThCA peecTpartis

MOAIBHUM BIOJIOITYHU I TIKAPCHKUA 3ACIB

3minu, mo moTpefyoTh HOBOI peecTpamii

2) poBe/CHi TOCTILKEHHS

TaK Hi AKIIO Hi, 0OIpyHTYBaTH

1. FEHokcamapus Harpilo:  TOPIBHSIBHE dapmakonoriuue
JOCIi/DKEHHS ~ aHTUTPOMOOTHYHOL aKTHBHOCTI y  Mofenl
apTepiaibHOro TPOMGO3y MULIEH, BUKIMKAHOT0 XJIOPHIOM 3aj1i3a
7. Bioananitmunmii 3pit: SH-T04-R1049 Amanis HEPTEST y
|1a3Mi JHOMHM, 1O MICTHTH €HOKCanapHHy Harpifo (TemapuH 3
HU3BKOI0 MOJICKYJIPHOIO MacoIo0)

3. 7-jeHHe JOCIIIKEHHS TOKCHYHOCTI Ha Iypax Wistar npu
[T IIKipHOMY BBEJEHHI in vivo

4. 28-neHHe TOPiBHAIBHE JOCII/UKSHHA TOKCHYHOCTI y IypiB 3 14-
IEHHUM [1€P10/10M B1JHOBICHHA IPH [imKipHOMY BBEIEHHI in vivo

2. dapmakoJoris:

1) nepsunHa papmaKoaHaMiKa

HEPTEST apani3 miazMd JIOJUHH, IO MICTUTh €HOKcanapuH

HATPIIO

JTocipKeHHs 0y10 MPOBEICHO in vitro 3 3aCTOCYBAaHHSM IlJla3MH
momuuu. Fookcanmapud Techdow Ta mpenapat [IOPiBHAHHS
TlOBEHOKC 33aCTOCOBYBATM B 4 KOHIEHTpALAX 0,3 MO/mn, 0,9
MO/ma, 1,5 MO/mi, 2,1 MO/mi.

Yac 3ropraHHs 30LIbIIyBaBCA i3 36iTBUICHHSIM KOHLEHTpAI]
eHoKcarnapyHy B JOCTIDKYBaHHX 3paskax. JI71s TeCTOBHX 3pa3KiB
Techdow 3HaueHHs uacy 3rOpTaHHA 3HAXOMIHCS B MEXKaX 53,6 -
64,6 ¢ ipu xonnenrpamii 0,3 MO/m, 90,7 -102,8 ¢ ipu 0,9 MO/mi,
109,8 -147.8 ¢ mpu 1,5 MO/mnt Ta 165,2 -187,3 ¢ mpu 2,1 MO/Mi.
Tl TeCTOBMX 3pa3KiB Mpernapary [OPIBHSAHHSA 3HAYCHHA Yacy
3ropTaHHs JIEKATH B MEKAX 51,5 - 76,0 ¢ mpu 0,3 MO/ma, 76,0 -
101,2 ¢ mpu 0,9 MO/mi, 121,6 - 136,6 mpu 1,5 MO/ mni 174,1 -
1843 ¢ mpu 2,1 MO/mn. PesynpTaTd CTaTHCTHIHOIO aHaizy
[IPOJIEMOHCTPYBAIIH, 110 HEMAE CYTTEBOI Pi3HHMII MK MPENapaTom

nopisHsHEHs JIOBEHOKC Ta EHOKCAIapHHOM Techdow 3a uwacoMm




3rOpTAaHHS, MEepeBIPeHOro 3a JIOTIOMOTO00 ananizy HEPTEST in
vitro.

[opisHsiibHE (hapMAKOJOriUuHE JTOCHiKCHHS AHTHTPOMOOTHYHO]

AKTHBHOCTI

JlocmipkeHHss TPOBOMWIM in  Vivo Ha MHIMIAX, Ha MOJEeNi
apTepiaibHOro  Tpom003y, IHIYKOBAaHOTO  XJIOPHIOM 3amisa.
Jlikapcekuii 3aci6 enoxcanapun Techdow BBOAMIM TBapUHAM
BHYTpIMHBOBEHHO B xo3ax 3 Mr/kr Ta 10 MI/KT, Tmpemnapar
nopieusuus Kinexcan® — B 1031 10 MI/KT.

YV TBapuH, SIKi OTPUMYBAIH €HOKCANAPHH Techdow i Knexcau® y
no3ax 10 mr/kr, 36epiraiach MPOXiAHICTh CYIHH NPOTATOM yCHOTO
mepiogy  CIOCTEPEKEHHSs 3 ~ MAKCHMAJIbHHM  3MEHIICHHIM
KPOBOTOKY Ha 25% y I€AKUX TBAPUH. V BciX TBapuH, AKHM BBOIHIH
dizionoriaauii po3unH (KOHTPOJIBLHA rpyna), nporarom 5-10
XBYUIMH MIC/Is i XJIOpHAY 3ajli3a PO3BHBABCs CTAOUIBHUH TpoMb 13
sMeHIenHsM  KpoBoToky moHan 90%. Cepen MHUIIEH, SKHM
BROIMJIM HU3BKY /103y €HOKCAllapuHy Techdow (3 MI/kr), y JBOX
tRapuH (23%) crocTepiraBcsi PO3BATOK crabineHoro TpomMOo3y
poTsarom 5-10 XBHIMH IIC/s 3aCTOCYBaHHS XTOPHILY 3a1iza, TOZL
9K y pelITH TBApHH HE OYJI0 BHSBICHO TpoMG03y. Sk i 09iKyBaIOC,
yei XxubHO-OMepoBaHi TBapuHu, 30epiramm NPOXiAHICTE CY/HH
mpotaroM 30-XBHIMHHOTO MEPIOJy CHOCTEPEKEHHA i3 cepenHiM
SHIKEHHSIM KPOBOTOKY MeHITe 7%.

Youa HiKua n03a enokcanapuny Techdow 3axumana 75% TBapuH
Bin iHyKuii TPOMGO3Y, HE CIIOCTEPIranocs CTaTACTAIHO 3HATY110]
pisanmi (p > 0,05) cepeaHix 3MiH KPOBOTOKY MK MWIIAMH, 5Ki
oTpumyBani exokcanapuny Techdow 3 wmr/kr abo 10 wmr/kr,
Knexcan® a6o Oy xuOuo-omeposani. Yel i Tpynu
[IPOIEMOHCTPYBAIH CTATHCTHYIHO 3HATYILY pizauuio (p < 0,05) y
CepelHiX 3MiHAx KPOBOTOKY MOPIBHSHO 3 TBAapPHHAMM, SIKI
oTpuMyBaiy (i3i0n0ri4HAN PO3UUH.

[le JjocCimipkeHHS — TPOJEMOHCTPYBAIO AHTHTPOMOOTHYHY
akTEBHiCTh eHokcamapudy Techdow na wmozeri tpombo3y. B
YMOBax IbOTO TOC/IDKCHHS HE 6yno 3HaYylHX BiJMIHHOCTEH Yy
[IpUTHIYEHH] TpoMO03y TIpH nopipusmHi enokcanapuiy Techdow Ta
npenapaty nopisusass Kiekcan®

2) BTOpHHHA (apMaKoTMHaMIKa

Jlocriukerns Oyno po3polieHo s OI[HKMA AHTHTPOMOOTHYHOIL
axTuBHOCTI eHokcamapuny Techdow rta Kiexcan® y Mozenei
TpoMO03y BHKITHKAHOIO XJIOPH/IOM 3aj1i3a y MHUIICH.

3 1i€10 METOIO COHHI apTepii 7-THKHEBUX CAMIIiB MHUIICH C57Bl/6
mijUlapany  XipypridHoMy BIUIMBY 1 BHKIHKaIA TpoMO03
HakjIaAeHHAM (iTbTPYBaJBHOrO marepy, 3MOYE€HOT0 2,5% - HEM
PO3UMHOM XJIOPHJLY 3a/1i33 MPOTATOM TPHOX XBHJIMH. JIikyBaHHS y
(I'pyma 1), Kiexcanom ® y no3i 10 mr/kr (Ipyma 2), Techdow
enokcamapuoM y mo3i 3 wmr/kr (I'pyna 3), abo Techdow
eHokcarapunom y jgo3i 10 mr/kr  (I'pyma 4) BBOJMIH
BHYTPIIIHHOBEHHO ~TIEpe]l HAHECCHHSIM  Ha COHHI  apTepii]
[POCOYEHOT0  XJIOPHAOM 3amiza  (iIBTPYyBaJIbHOTO  Hamepy.

KOHTPOJILHOK IPYIIOK0 CITyIKH/IH MOMHAIKOBOOIIEPOBAHI TBAPUHH




(I'pyna 5), y SKWX COHHi apTepii MiUIaBAIACS BILIHBY 3MOYCHOK
dizionoridsuM po3dHHOM (GITETPYBAIBEHOTO Iancpy (Ha BigMiHY
Bl 3MOYEHOro XJIOPHIOM 3ajliza GLIBTPYBAIBHOTO IAmepy).
KpOBOTiK B COHHHX apTepifX KOHTPOJIOBAIH JIO 1 POTSAIOM 30 xB
MicJis 3aCTOCYBAHHS PO3YMHY XJIOPHITY 3ai3a I OIHKH 1HTYKILi1]
aprepiansHoro TpomOy. B KiHui mepiofy CIOCTEPEKCHHA y BCIX
TBApHH GpaTH KPOB JUIA ITiITOTOBKH ILIa3MH (IIpH HEeOoOX1THOCTI JUIs
ananisy Ha antu-dakrop Ila, antu-pakrop Xa i TFPI), a uacTuHa
COHHOI apTepii, 1O MICTHTh TPOMO, IEPETHCKAIA i ¢ikcyBann B
10% HB® ju1s rictomarosorii (1pu HeoOXiIHOCTI).

[le  mocnmijukeHHS — MPOJEMOHCTPYBAJIO AHTHTPOMOOTHUYHY
axtusiicts Techdow enoxcamapuny Ta Kiexcan®y Mozl MULICH,
BUKJIMKAHUX XJIOPHIOM 3aii3a. B ymMoBax mboro JIOCITIDKEHHS HE
Gyno 3HAYYIMX BiAMIHHOCTEH Y IpUTHIYCHHI TpoMOO3y MpH
nopisusHui Techdow enokcanapusy Ta Kiekcan®.

3) dapmakororis Oe3meKH

He 3acTOCOBYETBCS

4) hapmakouHaMiuHi B3aEMOAI

He 3acTOCOBYETBCH

3. dapMaKoKiHETHKA:

1) aHaniTHYHI METOIMKH Ta 3BITH L1000 1X
BaTigaIii

Pe3y/IbTaTH CTATMCTHYHOTO AHATI3Y IPOJEMOHCTPYBAIH, IO HEMAE
CyTTeBOi PI3HMLI MiX Tpymoio 3 spaskis JleBoHoke (maprist No:
2SA03, 2SA36, 2LA95A, Sanofi-aventis) Ta rpymnoro 4 3paskiB
Techdow (No maprii: 4011CC120404, 401 1CB120503,
4011CC120601, 4011CC120602, Techdow) npu 90THPEOX piBHSAX|
kouuenTparii (0,3 MO / v, 0,9 MO / ma, 1,5 MO /M 12,1 MO
MJT) Ha 3rOpTAHHS KPOBi, MPOTECTOBAHOMY 32 J0IIOMOTO0 aHaIizy
HEPTEST in vitro.

2) BCMOKTYBaHHs

dapmaKoKiHeTHUHi BUIPOOYBAaHHS IPOBOIUIIHCE i3 3aCTOCYBaHHAM
npenapary 100 mr/mir. MakcumaibHa aKTHBHICTh aHTH(haKTopa Xa
ta anTuTpombiny (anTudaxTop Ila) BindyBacThCA Uepe3 3-5 roauH
mens  imexuii  esoxcamapumy. CepenHid  miK AKTHBHOCTI
anTudakxropa Xa cranosus 0,16 MO / mx (1,58 mxr / 1) Ta 0,38
MO / ma (3,83 mxr / mu) micas 20 mr Tta 40 Mr KJIIHIYHO
BHIIPOOYBAHUX 103 BBEICHUX miaukipHo BignosigHo. Cepenns (n=
46) miKoBa aKTUBHICTE aHTH(AKTOPA Xa CTaHOBHIIA 1,1 MO/ My
PIBHOBKHOMY CTaHi y TAli€HTIB 3 HecTablIbHOK CTEHOKAP/IEIO,
ki oTprMyBaTH | M/ KI' OiIIIKIipHO KOXKHI 12 roauu mpoTsirom 14
mis. Cepeans abcomoTHa Gi0I0CTYTHICTh €HOKCAIIApHHY micng 1,5
Mr / Kr TpU BBEIEHHI MiJUIKIpHO Ha OCHOBI AKTHBHOCTI
antndakTopa Xa CTAaHOBUThH HPUOITH3HO 100% y 3700pOBHX
cyO’€KTIB.

Bontocue BReicHHs 30 MI BHYTpIIIHBOBEHHO, Bifpasy 3a SKHM
BBOMIHA 103y 1 MI'/ KT NiAMKipHO KOXKHI 12 TOaHH, 3abe3medyBano
TogaTKOBi MikoBi piHi anTEdakropa Xa 1,16 MO / Mt (n = 16) T4
CepeHIO EKCMO3ULI0, IO BiANOBiLANA 84% piBHiB CcTaOLILHOTO
crany. CTaOWIbHHM CTAH TOCATAacThCH Ha Jpyruil I€Hb JT1KyBaHHS.

dapMakoKiHeTHKAa EHOKCAlapuHy BHABIACTHCAH NIHIAHOIO Y
peKOMEH/IOBaHHX Jlialla30Hax J03yBaHH. ITicist GaratopasoBOro
nigmkipaoro Beeaenns 40 Mr 1 pa3 na 106y Ta 1,5 mMr / xr 1 pa3 Ha

06y y 370poBuX A0OPOBOIBIIB CTIiKHMi CTAH HOCSIracThCA Ha 2




JleHb i3 cepeHiM Koe(illieHToM excrio3uii npubmusEo Ha 15%
BHIIMM, HDK TCIs OJHOPA30BOTO NpPHHOMY. PiBeHb AKTUBHOCTI
CHOKCamapuHy B  CTIAKOMY crai jgo0Ope IPOrHO3YETHCA
(hapMakKOKiHETHKOIO B ommiti posi. Ilicms  GararopasoBOro
[iUIKiPHOTO BBEICHHA 1 Mmr / xr gBigyi Ha 00y, CTIMKHMA CTaH
nocsaraeTbes 3 4-ro JIHA 13 CepetHBOI0 EKCITO3UIN€I0 TPHOIH3HO Ha)
65% BHMIOIO, HIXK ITiCIA OIHOPa30BOro MpHiAoMy, & cepe/IHi MiKOBI
ra MimiMasHi pigsi mpuGmmsso 1,2 Ta 0,52 MO / M1 Bi/IIIOBIHO.
Ha ocHOBi (papMaKkOKIHETHKH €HOKCalapHHy HATPIIO OYIKYEThCH,
o [ Pi3HMIS B PIBHOBAKHOMY cTaHl 3HAXONWTHCH B MEXKax
TEpaIeBTHYHOTO Jiana3ony.

3) po3nmoin

06'eM PO3MOAITY aKTHBHOCTI anTA(axTopa Xa CTAHOBATE OJIH3BKO
4.3 1.

4) meTab013M

FHOKcanapuH HaTpll0 B OCHOBHOMY MeTabosi3yeThes B MEUiHLI
musxom  gecyibdaunii  Ta  /  abo neromiMepm3aiii 10
HU3HKOMOJIEKYJIAPHMX BH/IB 3 3HAYHO 3HIKCHOIO 6i0JIOT14HOIO
axTUBHICTIO. HUPKOBHIA KIIPEHC aKTHBHUX ¢parmMeHTiB CTAHOBUTb
5mspko 10% Big BeemeHoi 103M, a 3arajbHa HUPKOBa eKCKperid
AKTHBHHMX 1 HeakTUBHHX (pparMenTiB-40% BiJ 103U,

5) BUBEJICHHS

[licis  BHYTPIIIHBOBEHHOIO  BBEJCHHA 3arapHUN  KIIIPEHC
cHOKcamapuny B OpraHismi CTaHOBHTDH 26 mun / xB. Ilicms
BHYTPIIIHLOBEHHOrO ~ BBEJEHHA  CHOKCANApHHY, 3 raMma-
BUITPOMIHIOBAYEM, 32 24 rouHH B cedi 0yI10 BHSABJICHO 99mTc, 40%
palioaKTHBHOCTI Ta 8-20% axTupHOCT] aHTH-(pakTopa Xa. llepion
HATIBBMBEICHHS HA OCHOBI aKTHBHOCTI anTU-(hakTopa Xa CTaHOBHB
4.5 TOIMHHE TIHCTS OJHOPA30BOI JIO3H mimkipao i mpubmmsHo 7
rojMH micias 6araropa3’oBOro BBEJICHHA. 3nauna aHTH-(pakTop Xa
AKTHBHICTH 30epiracThes y IUIasMi npu6mu3Ho 12 romuMH micis

sBeTeHHs 1034 40 MT MiIIIKIPHO OJIMH pa3 Ha JICHb.

Micas mimukipaoro BeeaeHHs C BHIMMHH wripenc (CL / F)
cHOKCANapUHy CTAHOBUTH IPUONM3HO 15 M/ XB.

6) hapMaKoKiHETHYHI B3aEMOJIIT
(moxiHi4HI)

He crocTepiraioch (apMakOKiHETHIHOI B3aeMoOJii MK
eHOKcamapuHoM  Ta TpoMGONiTHKAMK ~ TPH  OJHOYACHOMY
3aCTOCYBaHHI.

7) iHui dapmakokiHeTHuHI JIOCITKEHHS

Oco6MBl IpyNH HACETICHHS

Crarb: OueBHHAN KIipeHC Ta Amax, OTpMMAaHi Ha OCHOBI 3HAY€Hb
anTAdakTopa Xa IICIs 0JHOPa30BOro mirukiprorossenenHs (40
Mr 1a 60 Mr), Oyid TPOXH BHIIMMH Y qONOBIKiB, HIK Yy KIHOK.
JI>Kepero IeHAepHOL pi3HMI 32 LHMH IapaMeTpamMy OCTATOTHO HE
RH3HAUYEHO, OJHAK Bara Tila MOXe OyTH dakTopoM, IO CHPUAE
[IbOMY.

[epiarpuanmit:  OueBHAHHHA KrpeHc Ta Amax, OTpHMaHi 3
mokasuuKis  adThdakropa Xa micas  OJIHOPA30BOIO T4
GaraTopazoBOTO MiJMIKIPHOIO BBEICHHA Y repiaTpHYHUX Cy0'€KTIB,
Gynu GIA3BKUMH JI0 THX, IO CIIOCTEPIraTUCh Y MOTIOMHX cy0'eKTiB.
[Ticjs migmkipsoro BeeseHHs 40 MI eHOKCAnapuiy O/WH pas Ha

100y, cepeHs MIona Ha 10-i1 TeHb M KPUBOIO aKTHBHOCTI aHTH-




T

daxTopa Xa HpOTH KPHBOI Hacy (AUC) mpubnumsno Ha 15%
[IEPEBUIIYBajla CEPEIHE 3HAYCHHS AUC 1-ro aHs.

3 60Ky HUPOK: CIIOCTEPIraeThes NiHifHA 3aJEKHICTh MIXK KIIPEHCOM
nasMi Kkposi mpotd (akropy Xa Ta KITipeHCOM KpeaTHHiHy B
piBHOBXKHOMY CTaHi, IO CBIIYMTH MPO 3MCHINCHHA KIipeHcy
eHOKCAIIAPUHY HATPIIO Y NAIi€HTIB 13 3HHKEHOIO (yHKII€I0 HUPOK.
FExcrosuiig  anTudaxropa Xa, IIPE/ICTaBICHA AUC, vy
pIBHOBaXKHOMY CTaHi HE3HAYHO 3GLIBIIYETBCA MPH  HOMIPHOMY
(xnipenc kpearuiny S0-80 mn / xB) Ta nomipHoMy (KIipeHc
kpearnHiny 30-50 m / XB) TIOpYIIeHHi (QyHKUII HAPOK micnd
MOBTOPHUX migmkipaux BBefeHHs 40 Mr o/iMH pa3s Ha 1006y nosu. Y
[MamieHTiB 3 BOKKOK HHPKOBOIO HeIOCTaTHICTIO  (KJIIpeHC
kpeatuHiny <30 M / XB) AUC y piBHOBXHOMY CTaHi 3HaYHO
3GiNbLIYETHCS B CEPEAHBOMY Ha 65% TicIIs TOBTOPHUX TTiIIIKIPHAX
103 40 Mr o/14H pa3 Ha 100y

emonmianiz: B opmomy JOCHDKEHH] MIBHIKICTH BHBEICHHS
susgernacs nomioroo, ane AUC Oyma BIBiUl BHINOIO, HIK
KOHTPOJIGHA TOMYJIAIis, MiCIs OIHOPA30BOi BHYTPIIHBOBEHHOT
nosu 0,25 a6o 0,5 Mr / K.

Mewinkopa HemocTaTHicTh: JIOCTI/DKCHHS — €HOKCANapuHy ¥
HAIiEHTIB 3 IEYiHKOBOIO HEJIOCTATHICTIO HE IPOBOATHCE, i BIUIMB
e4iHKOBOI HEIOCTATHOCTI HA BIUIMB CHOKCANapuHy HEBIOMHIL.

Bara: [Ticas 6araTopa3’oBOro IiMIKIPHOTO BBEACHH 1,5 Mr / X1
oauH pa3 Ha 00y cepejHd AUC aktuBHOCTI anTrdakTopa Xaj
He3HayHO BHINA TPH  PIBHOBAXHOMY crami y 340pOBHX
0GPOBOBIIIB i3 OKHPIHHAM (IMT 30-48 xr / M2) HOPIBHSAHO 3
cy0’exTaMH KOHTPOIIO, 4Ki HE CTPAKIAIOTH OXKHPIHHAM, TOML 5K
AMaxkc He 30UIbIIy€EThCS.

Ko BRONIIM J03Y, BiIperyIpoBaHy 3 ypaxyBaHHAM Bari, micst
0IHOPa30BOT T IKIpHOT 1031 40 Mr 6yJI0 BCTAHOBJIEHO, 110 BILIAB
anTrdaxTopa Xa Ha 52% BUIIE ¥ JKIHOK i3 HI3BKOIO Baroo (<45 Kr)
ta Ha 27% y YOJIOBIKIB 3 HU3bKOIO Baroro ( <57 Kr) y HOpiBHSHHI 3
HalicHTaMH 3 HOPMAIBHOK Baroo.

4. TOKCHKOJIOTIS:

1) TOKCHUHICTB Y pasi OTHOPa30BOTO
BBE/ICHHS

OpHOpa3oBa MiIKIpHA /1033 46,4 Mr / Xr eHOKCamapuHy Oynal
eTATBHOK [T 1rypiB. CHMITOMAME TOCTPOT TOKCHYHOCTI OyJIH
ATAKCIs, 3HIKEHHS] MOTOPUKH, 33/(AIIKA, iaHo3 Ta KOMa.

2) TOKCHUHICTE Y pasi IOBTOPHHUX BBE/ICHD

7-MH JIEHHC HOCHi;!}KGHHH TOKCI/I‘IHOCTi

Jlocipkerns Oyyio IPOBEICHO in vivo Ha urypax 000X CTarei.
EHoKcamapiH HaTPil0 BBOIHIIH mikipHo B jo3ax 0, 3, 10, 30 Ta
50 Mr/KT, TPOTSroM 7 JHiB.

Vel TBApUHM BHIKHMIH IO saruanoBanoi epranasii. Ilicns 3 nuiB
BBEIEHHA He OYJI0 BHSBICHO JKOJHHX BIUIMBIB Ipenapaty Haj
CMEpPTHICTh, Macy Tina 4M 3MiHM MacH Tija, CIIOXHBaHHS K,
FeMATOJIOTIUHI Ta mapaMeTpH 3rOpTaHHs, a TAKOXK Bary OpraiB y
TRApUH, SAKi OTPUMYBAIM JO3H 3, 10 abo 30 mr/kr . BeencHHd




EHoKcalapiuH HaTpi y 703aX 10 50 Mr/Kr mpotAroM 7 JHIB HE
BIUTMBAJO, HA CMEPTHICTB, Macy Tina a60 3MiHM MacH Tila,
CII0KUBaHHA TKi a00 Bary oprasis. '

V meix cammih (age HE CaMIlB) THCIA BBCJICHHA 50 wMr/kT
crocTepirand TpaBMy B Micmi iH’eKHii y BHUIJIAAI HYEPBOHOTO
NPArIucToro marepiany B nopcatbHii minsHni Ta HAOpSK Y Micui
ii'exuil y TRApuH 060X cTareif. bararopasose BBE/ICHH npemnapary
BITMBAIO HA TOKA3HMKH TEMAToIOTi y TBapiH 000X crareil y 1
no3i. 3adikcoBaHO 3HIIKCHHS CEPe/HBOrO piBHS EPUTPOLMHTIB,
reMOrTo6iHy Ta TeMATOKPHTY, @ TAKOXK 30LIBIICHHSA CEPeHBOro
AGCOJIOTHOTO YHCIA PETHKYJIOUMTIB — Ta IIUPHHH pO3IIOALTY
eputpouuti y 060X crareil. Takox crocTepiranocs 301IbIIeH
cepeHBOr0 00'eMy KIITHH Ta CEpPeIHBOTO KOPITY CKYIAPHOTO
reMoryIoGiHy y camuilb. MikpoCKOIiYHO 3a(ikcoBaHO 301IbIICHHA
4ACTOTH AHI30IMTO3Y, MONIXpoMa3ii Ta MaKpOIHUTO3Y €PHUTPOIUTIB
y TBapMH 000X CTarei. [emarosioriugi 3MiHH Y3TOKYBalIHCh 3
03HaKaM¥ PereHepaTHBHOI aHeMii B pe3yJbTaTi KpoBOBTpaTH abo
remoiisy. Ilinsuuienns GpidpuHOreny y TBapiuH HOCHIO nerkuit abo
roMipHuit xapakTep. Lli CIIOCTEpekSHHA MiITBEP/IKYIOTE BUCHOBOK
npo Te, mo 30 MI/KT € MaKCHMalbHO MEpPeHOCHMHM piBHEM J03H
U5l €HOKCANAPUHY HATPILO.

28-MM JeHHE J0CTI/UKEHHS TOKCHKOKIHETHKY

JocmipkerHst Oyno MPOBEIECHO in vivo Ha mypax. EHOKcanapyH
Techdow BROMMIM TimKipHO y no3ax 3, 10, 30 mr/kr, mpenapar
nopisuses Knexcan® — B 1031 30 Mr/kr, npotarom 28 i,
CepeHi KOHIIEHTPAIlT CHOKCATIAPAHY Y a3mi kpopi Ha 1-# Ta 28-
i1 IeHb Mic/Is IOJACHHOIO MiAMKIPHOTO BBEICHHS iH’exwiil HATPIO
enokcanapury abo Kiexcarny® mypam AocArajid MaKCUManbHHX
KOHIEeHTpaIii mpotsaroM | TOIHHY Tic/is BBEJCHHS, 11O CBIIYATH
npo  IMBHJIKE BCMOKTYBAHHS. KonnenTpauii eHOKCANapUuHy
3HMKYBIUCH BIJIHOCHO 4acy. QOuepuHUN KIHIEBHH nepio/l
HATiBBUBE/ICHHS €HOKCANApUHy OMIHIOBATH TiTHKH B 1 mepmui
nens, B rpymi eHokcarmapuxy 30 MI/KT, TI€piojl HariBBHBEACHHA
crasosus 1,9 roauH, i AaHi CIIil po3ryIAIaTh K Homepe/iHi.
MakcuManTpia KOHLEHTpallis Ta ILIoma mig kpuBoio, OyinM
piBHO3HAYHUMH ULl TBAPHUH 060X cTaTeil y KOJKHIM TpyIii B KOXeH
N€Hb BAMIPIOBAHHSL.

PesynbTaTH TIOKA3HFKa IUIOII iz kpuBoo Ha 1-if Ta 28-it neHb
CBimuaTH MPO BiACYTHICTH BUPOOIEHHS HEeHTpasi3yrounx aHTH-
CHOKCANAPMHOBMX AHTHMTUL I Yac LIOACHHOIO HiALKIPHOTO
BBEJICHHS BCIiX 7103 CHOKCAIlapuHy Harpiro mpoTsrom 28 mHiB.
MakcaManbHa KOHIIEHTpallis Ta IUIONIA mijl KpHUBOK JUIA
eHOKCATAPHHY B [1/1a3Mi KPOBI MiCIIA iH’ exnil HATPiIO CHOKCATIAPHHY
HaTpifo Gy/M TMOPIBHSHHI 3 IUMH XK NOKa3HWKaMHU, OTPUMaHMMH
micnsi BBejeHHs Kiekcany® y IHX CaMHUX [103aX, OTpYMaHi
pesy/ibTaTH BKasyBald Ha Te, IO obujBa Npemnapartd MaroTh
Noi6HY CHCTEMHY €KCTIO3HILO.

3) FeHOTOKCHYHICTD!
invitro

Enokcanapus He OyB MyTareHHUM y TECTaX in vitro, BKIIOYAIOUN
rect Eifmca, TecT MyTallii KIITHH niMpomMH MUII _Ta TECT




XpOMOCOMHHX  abeparliif niMOIMTIB  MOAMHA  Ta  TECT
XPOMOCOMHHX abepauiil KicTKOBOTO MO3Ky in vivo.

invivo (BK/IOYArOUM JONATKOBY OUIHKY 3
TOKCHKOKIHETHKH)

He 3aCcTOCOBYETBCS

4) KaHI[EPOrCHHICTh:

He 3acTOCOBYETBCH

JOBrOCTPOKOBI JIOCTII/KSHHS

JIOBrOCTPOKOBHX JoCHijKeHs  Ha  TBapHHAX UL OIliHKH
KAHI[EPOTEHHOr0 OTEHIialy CHOKCANapiHy HE IIPOBOJTHIIOCE.

KOpOTKOCTpOKOBi JIOCITIPKCHHS
G0 JIOCIIDKEHHS Cepe/IHbOI TPHBATIOCTI

He 3acTOCOBYETBCS

10/1aTKOBI JIOCTLDKEHHS

He 3acTOCOBYETHCS

5) penpoyKTUBHA TOKCHYHICTD Ta

TOKCHYHHWH BILUTHB Ha PO3BUTOK MMOTOMCTBA:

He 3acTOCOBYETHCA

BILIME Ha (GEPTHILHICTD | PAHHIA
eMOpioHATLHUH PO3BUTOK

BeTaHoBJIEHO, 10 €HOKCAlapHH HE BIUIMBAE Ha (epTUIBHICTE T3
DPENPOTyKTHBHY 3[aTHICTh CcaMIIiB i camMoK IIypiB TIpH Jo3ax 10 20
Mr / K1 / aedp a6o 141 mr/ M2 / IeHB.

eMOPIOTOKCHIHICTD

TepaTonoriani JOCTiUKCHHA TPOBOXMIA Ha BariTHUX IIypax Ta
KpPONMKaxX y JI03aX CHOKCAmapuHy 0 30 mr / xr / poby, 1o
pinmosigae 211 mr / M2 / noBy Ta 410 mr / M2 / noBy y IIypiB Ta|
kpomukis BimmosinHo. He 6yI0 KOAHHX JIOKa3iB TEPATOTCHHHX
edeKTiB UM (heTOTOKCHYHOCTI 4epe3 EHOKCANaput.

npeHaTabHa i OCTHATATbHA TokcHuHIiCTh [He 3acTOCOBY€ETHCH

TOCTKEHHS, TIPH SKUX Mpenapat
YBOIUTHCS IIOTOMCTBY (HecTaTeBO3PIIUM
TBApUHAM ) Ta/abo OIIHIOEThCA BiJaIeHa
Tist

He 3acTOCOBYETBHCS

6) MicrieBa IepeHOCHMICTh

He 3acTocoBy€ThCH

7) 10AATKOBI OCTIDKEeHH TOKCHYHOCTI:

He 3aCTOCOBYETHCS

AHTHIEHHICTh (YTBOPEHHS aHTHTLI)

He 3acTOCOBYETHCS

iMyHOTOKCHYHICTh

He 3acTOCOBYETBCS

NOCITIKCHHS MeXaHI3MiB il

He 3acTOCOBYEThCH

rTiKapchKa 3aeXKHICTh

He 3acTOCOBYETECSH

FOKCHUHICTH MeTaboIiTIB

He 3acTOCOBY€THCS

TOKCHYHICTD JOMIIIOK

He 3acTocoBy€eThCA

1HIIe

He 3acTOCOBY€ETHCS

5 BHCHOBKH OO JIOKIiHIIHOTO
BUBYEHHS

EHOKcalapiH Mae Jani mpo Oesmeky Ta e(eKTHBHICTh, IO
nigTBEpIKY€E HOro 3acTOCYBaHH IPH HHCICHHHUX TpaBMax Ta B
meitpoxipyprii. [Ipenapar €HOKCAllapHHY Harpifo OyB BIEpIIE
pospobenuii Pona-IlyneHkoM Popepom (umHi - Canodi-ABEHTIC)
[1i/1 TOproBoro Mapkoro Lovenox abo Clexane.

Pe3ynbTaTi NOPiBHSJIBHOTO (papMaKoAHAMIYHOTO Ta
TOKCHKOKIHETHYKHOrO JOCIIUKEHHS, BCTAHOBHIM, IO IIpenapar
enokcanaput Techdow 3a mapamMeTpamMu purHiveHHs TPOMOO03y HE
MOCTYIMAEThes Nperapary mopiusHHEs  Kiexcan, a Takox Mae
nofibHy  cHCTEMY excrosuiiro.  JlocmimKeHHs  in vilro
pOIEMOHCTPY BAIX BifcyTHiCTH DisHHLI MK T[perapaToM
mopisrsHEA JIOBEHOKC Ta CHOKCANapH Techdow 3a dYacoM
3rOpTaHHSl, MEPEBIPEHOr0 32 JI0TIOMOT0K0 ananisy HEPTEST. 7-mu
JleHHe BBe/ICHHS EHOKCHIIAPUHY HATPIkO y 103aX, K1 IIEPEBUILYIOTh




30 MI/KT BHKJIHKAIO IeMATONOTIdHi 3MIHH Y JOCITITHUX TBApHH 1
migpHienHs (iOpiHoreHy, L€ CBIAYMTH MPO Te, MO Ui Jo03a €
MaKCUMAIbHO NEPEHOCUMOIO.

D8-MH JICHHE JOCII/DKEHHS TOKCHKOKIHETHKH MPOASMOHCTPYBATO
MBHIKE BCMOKTYBAHHS. Pe3yibTaTH MOKa3HHKA UTONII MiX KPUBOIO
qa 1-i Ta 28-# JeHp CB1IYaTh PO BiJICYTHICT BHPOOJICHHS
HeHTpali3ylouuX —aHTH-CHOKCAllapHHOBHX aQHTUTIN TA  9ac
LOJICHHOr0 MiMIIKIPHOTO BBENEHHs BCIX 703 CHOKCAaphHy
HaTpiro mpoTsroM 28 aHiB.

MaKCHMaTbHA KOHUEHTpalis Ta IUloma I KPHUBOWO UL
eHOKCATIAPHHY B TUIa3Mi KPOBi M il ekl HATPito eHOKCAapHHY
HaTpilo y MOPIBHAHHI 3 LHMH K TIOKa3sHUKaMH miciisi BBEACHHSA
Kiexcany® y IMX CaMHX J103aX, OTpHMMaHi pe3yJbTaTH BKa3yBall
ga Te, WO OOWABa TpenapaTtd MarOTh noi0Hy CHCTEMHY
CKCITO3UILIIO.

3rinuo 3 GaraTbma OnyOIIKOBaHMMH HayKOBHMH niTepaTypHUMH
TAHHMMH, 3aBIAKH OaraTopigHOMY 3aCTOCYBAHHIO Ji0TO ¥ BCHOMY
cBiTi 6yJI0 IOBEEHO, IO EHOKCANapHH HaTpil Ma€ BULLY KIIHITHY
e(heKTHBHICTb TOPIBHSHO 3 He()paKIiOHOBAHUM [ENAPUHOM 1 Mae
He3HAYHY TOKCHYHICTh. =~ =F

3agBHHK (BIIACHUK
peecTpariiHoro MOCBiIYCHHS)

IIpeacTaBHUK 3 peec;l%' panii TOB JICTO®APM, Vipaina
TI°EB)



Tonarok 30

ji0 [TopsiaKy MpOBEICHHs EKCICPTH3H
peecTpariiHuX MaTepiajiis Ha TiKapchbKi
3ac00M, 110 MOJAIOTHCS Ha JCPKABHY
peecTpaniio (IIepepeecTpaliio), a TAKOK
eKCIIePTH3H MaTepialliB PO BHECCHHA
3MiH [0 PEECTPAIlIHIX Marepiasis
MpOTSroM il peecTpalLiiHoro
MMOCBIAUEHHS

(myHxkt 4 posiny IV)

3BIT

npo KJaiHi4He BUNPOOYBAHHS

1. Hassa nikapcsKoro 3aco0y (3a HasBHOCTI -
HOMeEp PeECTPAIliiHOTO HIOCBiT4EHHS)

HOBOIIAPUH® po3uun juid in’ €KL 1O 30 000MO
(300 mr)/3m Ta 50 000 MO (500 mr)/5 mi, o 1 abo 5
GaraTo1030BHX (PJIAKOHIB 10 3 MJI B KapTOHHIH KOpoO1Li;
10 1 260 5 6arato1030BHX (IIAKOHIB 10 5 MII B KapTOHHIN
kopo6ri, in bulk: 25 drakoHiB B KapToHHiH KopoOI

2. 3assBHHUK

Tixenodapm JIT/L, Benuka bpuTanist

3. BupoOHHK

[Llenmxen Texnoy ®@apmaceiotukai Ko., JItn, Kurait)

4. TIposejieHi 10CTI/DKCHHA:

»TaK Hi  AKIIO Hi, 0OIPYHTYBaTH

1) T MKApCHKOTO 3aco0y, 3a AKUM
nposojunacs abo IIaHy€TbCA peecTpais

MOXIBHUM BIOJIOTTYHUIA JMKAPCBKHI 3ACIB
3Iminu, 0 NOTPedyIThH HOBOI peecTpamii

5. [loBHA Ha3Ba KJIiHIYHOTO BUMPOOYBaHHs,
KOOBAHHI HOMED KIIIHIYHOTO BUIIPOOYBaHHS

ToBHa HA3Ba KI{HIYHOrO BUIPOOYBAaHHA:

PaunioMizoBaHe, BIIKPUTE, OZIHONO30BE, 2-mepexpecHe
[IOPIBHSATIBHE TOCITIDKEHHSA (papMaKOKiHETHKH Ta
dapmakoMHaMIKH 3 JIBOMa nepiogamu Giocumiznspa
Enokcanapuny Harpito 40 Mr (Hosomapuu®™) 3
pedepeHTHHM JIKapChKUM sacobom Kiexcan® y 3710pOBIX
10GPOBONBLIB (ITiAIIKIPHE BBEJICHHS).

Ko nocaipKeHHs

No EudraCT: 2013-002864-21

Kox nmpoToKoJIy CIIOHCOpa Ne: SPh/01/2013
KBIHTA (Quinta) J{ociioKkeHHA Ne .: 411/13

6. daza KIIHIYHOTO BUTIPOOYBAHHA

daza 1

7. Tlepios IPOBEICHHS KIIIHITHOTO
BUIPOOYBAHHS

L

3 sxosTHg 2013 p. (IndpopmoBana 3roia, mijrucana
mepumM cy'eKTOM) 10 24 scopths 2013 p. (Kinenp
[ToaTBIINX 3aX0/IB)




i

8. Kpaiuu, ae mpoBOMIOCS KIIHITHE
BUIIPOOYBaHHA

Yechka Pecirybiika

9. KinbKicTb JOCTIDKY BAHHX

sarpranoBasa: 20
(axriygna: 20

10. Mera Ta BTOpHHHI I/l KJiHIYHOrO
BHITPOOYBAHHS

Mera KIiHI9HOrO BUIPOOYBaHHS:

Omninuru Biactusocti K / ®/J] Ta JIOCIITMTH
GioeKBIBATICHTHICTD JOCITIDKYBAHOTO Ta peepeHTHOTO
[Iperaparis, a TAKOK MOPIBHATH Oe3zneky Ta
nepeHOCHMICTD IX CKIIajly.

BTopHHHI I1iJ1i KJIiHIYHOTO punpoOyBanus: He
3aCTOCOBYETHCS

11. Jluzaiis KIiHIYHOTO BHIIPOOYBAHHS

PanoMizoBane, BiIKpHTE, 1a00paTOpHO-CIIME,
OJIHOLEHTPOBE, OIHOPA30BE, 2-TIEPEXPECHE TOCTIKEHHS
@K / ®]I B ymoBax HaTIIECEPALE. JlocmipKEHH
CKIAAN0Cs 3 JBOX TepioJliB JTiKyBaHH 3 nepioloM
BHBEICHHS TIPETapaTy 3 opraHizmy - 8 nuiB. Cy0'exTH
Oynu paHzoMi3oBaHi 3a MOCTiIOBHICTIO JIIKYBaHHS.

12. OcHoBHi KpuTepii BKIIOYEHHH

1) 3m0poBi HONOBIKK Ta scinku Bikom Bix 18 a0 55 pokis
€BPOTIEOTTHOI pacH. Hexypsmi a0 KOJIHIIHI KypIIi
(npuHaitMHi 3a 6 MicsUiB 10 BBEICHHS JI03H).

2) Inpexc macu tina (IMT) Bim 18,5 mo 30 kr/ M2
BKJIIOYHO.

3) Cy6’eKT IOCTYIIHHIA HPOTATOM yChOTO niepiony
BUNPOOYBAHHS Ta HAJIAB MMCBMOBY indopmoBaHy 3ro/1y.

4) Dizuanuii ormsj 6e3 ICTOTHHX BiIXHJICHbB.

5) JKuTTEBO BaK/IMBI O3HAKM Ta EKI 6Gez 3HaYHHX
Bi/IXUIIEHE.

6) Yci pesysisTaTi J1abopaToOpHOTo CKPHHIHTY B MeKax
HOpMHE 200 OLIHIOKTLCA SK He3HauyIIl JIiKapeM-
KTIHIYHAM CJILIYHM.

7) Jlo3BoJIsocs 3aCTOCY BaHHS IPOTH3AILTIAHIX 3aX0/iB
MPOTSATOM YCBOTO [EPioLy JOCITimKeHHs Y Cy0'eKTIB.

8) rpomaisiau Yexii.

13. locaipkyBaHH# JTiKapchKHH 3acib, crocid
3aCTOCYBAHHS, CHIIA /Uil

JlocimKyBaHHit IpenapaT: SHOKCaapuHy narpito 40 Mr
(HOBonapHH®)

Crioci6 3acToCyBaHHs: MiMKipHa in’exiis

Cua mii: 10000 MO / M

14. Ilpenapat MOpiBHSHHSA, 1032, croci®
3aCTOCYBAHHS, CHUIIA JIi

[TpenapaT NOPiBHAHHS: Kiexcan®

Jlo3a: oHOpasoBa j103a 40 Mr Knexcany® (1 nigukipaa
i1’ eK1is)

Crioci6 3acToCyBaHHS: MiAWKIpHA iH’ €KIis

Cuna mii: 10000 MO / mMa




15. CymyTHs Tepamnis

3rijHo 3 MPOTOKOJIOM JOCIIDKCHHS, Oy Ib-sIKi JIKapChKi
3aco0H, IO BiIIyCKAIOThCS 38 PELENTOM, HE J03BOJLATHCA
3a 28 JTHIB JI0 TIEpIIOTO J03yBaHHs. beapenenTypHi
ntikapebki 3aco6u, BiTaminu abo pOCIIHHHI Ipenapary He
O3BOJIAIIMCS 3a 2 THIKHI JI0 TIEPLIOro 03yBaHHs (10
saKiHgeHHs 24 TOAMH OCTaHHBOTO mpuifomy). Lli
0BMEKEHHS 3aCTOCOBYBAJIHCH IO KOKHOTO MEPIOy
TOCIT/KEHHS.

Vi cyb'eKTH JOTPHMYBATHUCE Li€T 3a00POHH.

15. Kpurepii oninky e)eKTHBHOCTI

BioeKBiBATEHTHICTE AOCIIPKYBAHOTO Ta peepeHTHOro
npoyKTiB oliHIOBaIK Ha 0cHOBi 90% ROBIpYMX
iHTepRaIiB JUIS JIOTAPH(PMITHO IIEPETBOPEHUX AUC (0-t)
Ta Amax mapaMeTpiB aKTHBHOCTI CHOKCAlapuHy aHTH-Xa
ra anTu-1la siKk OCHOBHI MapameTpH. BiamoBsiaHO 10
[IPOTOKOITY JIOCITi/KEHHsI 3aCTOCOBYBaIN CTAHIapTHHM
JianaszoH NpUIHATHOCTI G10eKBiBATIEHTHOCTI B 80,00%
o 125,00%. Takuit miaxia y3ro/UKy€TbCs 3 MPOSKTOM
KepiBHHIITBA OO0 €HOKCAIApHHY HATPII0, BUIAHUM
DA,

17. Kpurepii olinku Oe3nexu

He 3acT0COBY€ETHCS

18. CraTHCTUYHI METOIH

OmniHka JaHUX [IPOBOJMIIACE 3a J0TIOMOIOI0 mepeBipeHoOl
Ipoleypr 0OUHCIEHHS B IPOIPAMHOMY 3abe3nedeHHl
SAS® (Bepcis 9 .2 abo Hosima) ais Windows. Tabnuui Ta
rpadiku OMHMCOBOI CTATHCTUKM O JIH IIIrOTOBJIEH] 32
nonomoroio MS Excel.

19. JlemorpadiuHi NOKa3HAKH JIOCII Ky BaHOL
nomysuii (crarh, BiK, paca, TOLIO)

CraTb, BiK, Bara, 3pict, IMT, kypeus (Tax / Hi)

20. PesynpTati eeKTHBHOCTI

BiAmoBi/iHO 10 NPOTOKOJY HOCTI/PKEHHS, I OLIIHKH
6l0eKBiBAIEHTHOCTI BUKOPHUCTOBYBAIIUCE TAPaMETPH AUC
(0-t) Ta Amax J1si aKTHBHOCTI anTu-Xa ta anTe-Ila.
PesynbpraTy NATBEPIKYOTh, IO 90% noBipYMX
iHTepBaIiB IS CIIIBBIJHOLICHHS CEPETHBOIO
reOMETPHYHOTr0, PO3PAXOBAHOTO METOIOM HaWMEHIIHUX
KBa/paTiB OI[IHEHHUX NapameTpiB ZOCIIKYBaHOI'O Ta
pedepeHTHOTO IpEMapariB 3HAXOHIIACH y MEXaX
MpUAHATTS Gi0eKBiBAIEHTHOCTI iz 80,00 mo 125,00%.

21. PesynpraTu Oe3neku

3arajiom, KJIiHI9Hy YaCTHHY JOCTiDKEHHs OyII0 3aBEPIICHO
6e3  Oynb-SKMX CHMITOMIB, IO BIIHOCSATBCA IO
BHIIPOOOBYBAHUX [IPETAPATIB. 3arajiom, 36ip 3pa3KiB KpoBl
6yB yCHImHO 3aBepIICHHH BiAMOBiMHO JO JU3AHHY
npoTokoy. MOHITOPHHT — Oe3neKu OyB 3aBepUIECHHH
BLAMOBIAHO [0 IPOTOKONY JAOCIIUKEHHS. JlaGoparopHi
MOKa3HWKA 3HAXOJMJIMCH Y  MeEkKax KOHTPOJILHOTO
nianazoHy abo HE3HAYHO 3MIHIOBAJIMCE, i s)xo/IHE 3HAYCHHS
BMXOLy 3 NOCNI[DKEHHS HE BBaKaNocs Oe3mocepeibo

OB’ A3aHHUM i3 IPETIAPATOM.




I (Hoponapun®) ExHoKcanapyH HaTpiio 40 mr , i Knexcan®

100pe IepEHOCHIIACH Y 3A0POBHX TOGPOBOJIBIIB Y BHTJISIL
0ZIHOPA30BOT J103H, Ky BBOJMIM HATIIE. [TpoTsiroM ycsoro
Kypey JOCIi/PKEHHA HE CIIOCTEpiranocs He3HaTHHX abo
cepito3HmX MOOITHMX PeaKiii Ha MPUHOM Tpenaparis.

2. BHCHOBOK (3aK/TIOUEHHS)

V 1pOMy IOCTi/PKEHHI MATBEP/UKEHA BioeKBIBAJICHTHICTD
MK JOCTUKYBaHHM  ITIPEmapaTroM (Hopomapwus®-
enokcarmapuny Hatpito 40 wmr / 0,4 i, posudH JUid
in’exuiil) Ta pedepeHTHUM NpenapaToM (Knexcan®, 40 mr

/0,4 M1, po3uMH TS iH €KIIH, Sanofi-Aventis France).

3agBHMK (BIACHHK
peecTparifHoro ITOCBITYEHHS)

Y(mignmc). o
TNosrans SL.IO.

IIpexcTABHHUK 3 PeecTpaii TOB «ICT®APM»,YKpaina

(IL. 1. B.)



