3BIT

npo JOKMHIYHI JoC/HHKeHHs

1. Ha3ga nixapeskoro 3aco0y (3a HaSBHOCTI -
HOMEp peecTpalifHOro NocRigueHHs):

XAPTHJI® PO3, kancynu Teepai no 10 mMr/5 mr; mo 10
kancyn y 6nicrepi; no 3 Gnictepy y kapToHHill Kopobui

1) Tin tikapceKoro 3acoby, 3a AKUM
nposofuiacs abo NNaHyeThes PEECTparis

Jlikapeskuii 3acif 3 dikcosaHol0 KoMBiHalEwD

2) npoBeAEHI AOCITIHKEHHS

O rak M ui Ko ui, o6rpyHTyBATH

Jlikapebkuii 3aci6 XAPTHJI® PO3, kancynu Teepmi no
10 mr/5 mr MmicTuTh Aitodi pedyOBHHH: pPO3YBACTATHH
KaJbLlilo, IO eKBiBATIEHTHO pPO3YRACTATHHY Ta PaMiMpHII.
XAPTHJ/I® PO3 npusuauenuii ans samicHol Tepamii
aprepiansHOl rinepTeH3il y JOpOCHHX MauwieHTiB, craH
AKHMX HAIEKHMUM YHHOM KOHTPOJIOETHCH OAHOYAaCHHM
3aCTOCYBAHHAM paMilpHiIy Ta pPO3yBACTATHHY Y THX Ke
Jozax, wo i B ¢ikcosaHilt koMGinauil i y skux kpim
aprepiafnbHOl rinepreHsii TaKoXK AiarHOCTOBAHO OfHE 3
HACTYTTHUX 3aXBOPIOBAHb:

- nepBuHHa rinepxonecrepuHemis (tun Ila, B Tomy
“HCI i3 reTepo3UroTHOK cimMeHHom
rinepxonecTepHHeMicio) abo

- amimana aucninigemia (tun Ilb) abo

- rOMO3UIOTHA ciMeifHa rinepxonectepuHeMis abo

- zanobiraHHg 3HAYHUM cepUeBO-Cy AMHHIM
[OPYLUGHHSM Yy MauieHTIB, AKUM, 338 OL[IHKAMH, 3arpoXye
BMCOKMH DH3MK NEPIIOro BHIAAKY CEpLEBO-CYIHHHOIO
NOpYLUIEHHS, IK JOTIOBHEHHS J0 kOpeKUii iHIMX (paxTopis
PH3HKY.

. Ilpencraenenuit 3aseHukom npenapat XAPTHJI® PO3,

kancynu Teepai mo 10 mr/5 mr micTurs ABi TabneTiu:
TabneTky, BKPHTY MIIBKOBOIO 000NOHKOW, no 10 mr
posyeactaTuHy  (petiepeHTHHEI  nikapcekuii  zacib
KPECTOP, Tabnerku, BKpHTi ITIBKOROK 0DONOHKOLO, MO
10 mr, AstraZeneca UK Limited, BenuxoOpurania) Ta
Tabnetky no 5 Mr paminpuiy (pedepeHTHHUI NikapcbKuit
zaci6 TPHUTALIE®, tabnerku, no 5 wmr, Sanofi-Aventis
Deutschland GmbH, Himeuuuna), aki nponaroTeca y
BCLOMY CBIiTi mnpoTAroM 0araThbOX PpOKiB 1 MaioTh
BCTaHOBJIEHUH Npo(ine Gezneku Ta eeKTHBHOCTI.

Ix 6ioexsiBanenTHicTh mnpojeMoHcTpoBaHa Y  XOfi
nocnimxeni MC-0257 ra MC-0210.

EdexTuBHicTs po3yBacTaTMHy Ta paminpuny, LWo
3aCTOCOBYIOTBHCS OKPEMO, Ta e(heKTHBHICTE KOMOIHOBaHOT
Tepanii, o BKMOYae cTaTiH Ta iHribitop AIID, nobpe
BiIOMa Yy TaUieHTiB 3 apTepianbHolo rinepreHsicio Ta
rinepxonecTepHHEMiEIo.

Hokniniuli gocnimrens 3 gikcoBanolo komOinauiero 1o3
HE TIPOBOIUIINCE.

JIomoMixHI peyoBHHM Ta TX KiNbLKICThL ¥ CKIafi npenapary
HIMPOKO 3aCTOCOBYIOThCA Y TEPOpPaibHUX JIKapehbKUX
dopmax i simnosimaioTs €sponeitchkiit Qapmaxoned,
(apmakonei CILJA Tta BHyTpimHIM = cTaHZapTam.
Bpaxosyioun ix disuko-ximiuni Bnactusocri, Gionoriuui
BIIACTHBOCTI Ta BCTAHOBIIEHI AOMILIKH, MOKHA 3po0MTH
BMCHOBOK, LIO L JOMOMIXKHI PEHOBHHM HE CTaHOBNATD
CyTTeBOi 3arposH [Ina  ©Oe3nekd Ta  eheKTHBHOCTI
3aCTOCYBaHHA JaHOTO JKapchKOro 3acoly.




2. dapmakosioris:

1) nepBunHa dapmakouHamika

2) BropuHHa hapMaKkoAHHAMiKa

3) dapmakosioris Gesnexku

4) dhapmakoauHamiuHi B3aemMoil

3. ®apmakoKiHeTHKA:

1) aHAMITHYHI METOIMKHM Ta 3BITH 1100 1X
BastigaLii

2) BCMOKTYBaHHsI

3) poznojin

4) meTabostizm

5) BUBECHHS

6) papMakoKiHETHYHI B3aeMOiT (JOKIiHIUHi)

7) iH11 (hapMaKOKIHETHUHI J1OCITIDKEHHS

4. Tokcukosoris:

1) TOKCHYHICTB Y pa3i OZIHOPA30BOrO BBEIACHH

2) TOKCHYHICTB Y pa3i MOBTOPHHUX BBE/EHb

3) reHOTOKCHYHICTD:
in vitro

in vivo (BKJIIOYAI0UH 10JATKOBY OLHKY 3
TOKCHMKOKIHETHKH)

4) KaHUEPOTeHHICTB:

JTOBIOCTPOKORI TOC/iIKEHHS

KOPOTKOCTPOKOBI 10C/I1JDKEHHS
a0 10CITI/DKEHHS Cepe/IHbOT TPUBAIOCTI

J10JIaTKOB1 AOCIIKEHHS

5) penpoyKTHBHA TOKCHYHICTh T4 TOKCHYHMIA
BIUIMB HAa PO3BUTOK I10TOMCTBA!

BIUTMB Ha (PepTHILHICTL 1 paHHiid eMOpioHaIbHMH
PO3BHTOK

eMOpIOTOKCHYHICTh

IpeHarajlbHa 1 NOCTHATAJIbHA TOKCHYHICTD

10C/TIPKEHHS, TIPH SIKKX [IPenapar yBOAUThCS
MOTOMCTBY (HEeCTATEBO3PIIMM TBapHHam) Ta/abo
OLIHIOETBCS BijlajieHa ais

6) MiclieBa NepPeHOCHMICTh

7) MOAATKOBI JOCIIIKEHHS TOKCHUHOCTI:

AHTUI€HHICTb (YTBOPEHHS aHTHTIN)

IMYHOTOKCHYHICTh

TOCITIIBKEHHS MeXaHi3MiB aiT

JliKapchKa 3aeXHICTh

TOKCHYHICTh MeTabOoiTiB

TOKCHYHICTB JOMILLIOK

iHLLIE

5. BUCHOBKHM 110/10 JOKJTIHIYHOTO BUBYEHHH

3asBHHUK (BJIACHHK
peecTpaiiiiHoro
MOCBITUEHHS)
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1. Hazea nikapcekoro 3acoby (3a
HasBHOCTI - HOMEp
peecTpaLiffHOr0 TOCBi MYCHHS)

XAPTIVI® PO3, kancynu Teepai no 10 mr/5 mr; mo 10 kancyn y
Gutictepi; o 3 GnicTepH y KapTonuii xopolui

2. 3aABHUK

3AT ®apmanestuunmii sason EI'IC, Yropiuna

3. Bupobuuk

3AT ®Papmanerruunuii 3asox EI'IC, 3a agpecowo wicis
NpoBaKCHHA  AistisHocTi: 1165, ™. Bynamemrr, By
bexenndenai, 118-120, Yropmuna

3AT ®apmaitestuunmii 3asoxy EIIC, 3a anmpecoro Micus
npoBapkeHHs MisubHOCTI: 9900, Kepmeny, Bysr. MaTam Kipai,
65, Yropniuna

4. [TporeeHi NOCTiKeHHA:

T rax O Hi  sxwo Hi, o0rpysTYRaTH

1) Tn AikapcbKoro zacoby, 3a
SIKUM IIpoBouwIacs abo
[IAHYEThCS PeecTpaLis

Jikapcbkui 3aci6 3 (ikcoBaHowo kKomOiHauUieo

5. IloBHa Ha3ea KIiHIYHOTO
BHUIPOOYBAHHA, KOAOBAHMIA
HOMEp KIiHIYHOro
BUITPOOYBAHHS

PanpomizopaHe BigkpuTe 3-CTOPOHHE TiepexpecHe JAOCHiKEeHHs
GiogocrynHocTi AnMA  OUiHKHM  (ApMAKOKIHETHUHOT B3aeMOIT Mik
TabneTkamMH, BKPUTHMH TUTIBKOBOIO 0BONIOHKOK posysacTaTuHy 20 Mr
(Kpectop®) i paminpuiom 10 mr (TpuTane) npu ogHo4acHOMY BBeAEHH]
NOpIBHAHO 3 MPHHAOMOM KOMKHOTO I[Ipernapaty OkpeMmo, TWicis
OJHOpPA30BOI JO3M 30POBHM cyD’exTaM HaTILecepLe.

Kop mporokomy: 150301

6. daza KNiHIYHOTO
BHIIpOOYBaHHS

Dasal

7. Ilepion nposenenns
KITiHiYHOTO BHOPOOYBAHHSA

3 15.08.2015 no 08.09.2015

8. Kpaiuu, ue nposogmiocs
KiMiyHe BHNpoOyBanys

Kanaga

9. KinekicTs mocnimxyBaHuX

sarjiaHosana: 44
daxrauna: 42

10. MeTa Ta BTOpPHHHI Liiji
KT HIMHOTO BUNPOOYBaHHs

OCHOBHOIO METOHO IBOTO JOCHiLKEHHs OYIN0 OLHHTH TOTEHINan
thapmaxokiHeTHuHO! B3aEMOAIl MDK pO3yBACTATHHOM i pamimnpuIoM
nicns ogHo4dacHoro npuitoMy Kpectop®, TabneTkd, BKPHTI ITIBKOBOIO
obostoHkoo no 20 mr i Tputaue®, tabnetku no 10 Mr mopisasHO i3
3aCTOCYBAHHAM KOXKHOIO Mpenapaty OKpPeMO NpH OOHOPaz0BOMY
npuitoMi HaTueceple.

Hpyrowy Merolc upOro AociipkeHHs OYy/i0 BH3HAYEHHS OE3leKH Ta
NEPEHOCHMOCTI  OJIHOYACHOTO  3aCTOCYBAaHHA  PO3YBACTATUHY Ta
paMinpuTy MOPIiBHAHO 3 OKPEMHM 3aCTOCYBAaHHSAM PO3YBACTATHHY Ta
paminpuiy.

11. Jlm3afiH kmiHidHOTO
BUNpOOYBaHHA

Ile 6ymo onnouentpose, nopiBEsbHe BA, Binkpure (crine

JocnixkenHs  OloanamitmdHOi  jabopaTopii),  paHAOMi3OBRaHe,
TPUCTOPOHHE TEpeXpecHe JOCiKEHHS 3 ONHOPAa30BOIO 03010 ANs
OLiHKM  MOTeHIiany  (apMaxoKIHETHHHOI  B3aeMOZii  MDK

pO3YBAacTaTHHOM | pamiNpHiioM [Iicls OJHOYACHOTO 3ACTOCYBAHHA
Kpectop®, Tabnerku, BKpuTi IiBkoBow obonoHkow no 20 wmr i
Tpuraue® nopisHAHO {3 3aCTOCYBAHHAM KOXXHOIO MpENapaTy OKpeMo,
KOJM §oro BBOJATH OOHOpa3oBo Harwecepue. I[lepex mouarkom
nocHipKeHHs cyG’exkTH OyNM BHMAAKOBMM YHHOM PpO3MNOALUTEHI Ha
JiKyBaHHA BiOIOBIAHO IO cXeMH paHZoMizallil, cTBopeHol inVentiv.
Cy0’exta nepebyrany B KiiHiUi inVentiv npuHaiimai 3a 10 roaus go
BBECICHHS Mperapary A0 25 roidH hicis BBeAEHHS JO03H B KOKHOMY
nepiozi. Cy6'exram Oyji0 3anpoONOHOBAHO HOBEPHYTHCA IO KIiHIYHOTO




3aknagy s NOBTOPHMX EisuTis. Dazu nikyeanuHa Oynu pospinesi
nepiogamMu BUMMBAHHS IOHAliMeHLIe 28 nHiB.

12. OcHoBHi KpuTepil
BKJTIOUEHHs!

Cy6’exTn noBuHHi OyTH 310poBHMH, BikoM >18 1 <50 pokis, 3 iHmexcoM
macH tina (IMT) >18,5 i <30,0 kr/m2 i macoro Tia 250,0 kr . lpouenypu
CKPHMHIHTY BKJIIOUAJIH inthopmoBaHy 3rozy, KpHTEpPiT
BIJTIOYCHHS/BUIUTIOUEHHS, icTOpiT XBOpoOH Ta nikyBaHHs, AemorpadiuHi
Jani, BUMIpIOBaHHA Tijla, BUMIPIOBAHHA JKUTTEBO BANUIHBHX (DYHKUIiH,
enextpokapniorpamy 3 12 Biggemennsamu (EKT), disukanbue
ofcTexeHHs, CKPHHIHT cevi Ha HAPKOTHKH, TECT Ha aNKOroNb Y AHXaHHi,
TECT HA KOTHHIH Yy ceui Ta KniHiyHi nabopaTopHi JOCTiHKEHHS
(rematonoriuni, GioximMiuHi, ceponoriudi, eHAOKPHHOJIOTIYHI Ta aHai3
ceyi). VYci cyD’exkTH BIINOBIAANTM KpHTepiAM  BKJIOUEHHS Ta
BHKJIIOUEHHS, OMHUCAHMM Y [POTOKO, i Gynu BH3HAHI BiRMIORIIHHMH
IUISl YHACTI B LIbOMY JOCJTIIpKEHHI.

13. Hocnimxysanuii mikapehKuit
3aci6, crocif 3acTocyBaHH,
cuna ait

Kpectop® TabneTkH, BKpUTI 06010HKO:0, 110 20 Mr;
Howmep cepii: KS605;

(BupoGHuk: Astra Zeneca Ltd, YropuimHa)

Kpaina noxomxeHnHsa: YropiuHa

Hosysauus: 1 x 20 mr

Crnioci6 3acrocypanns: Iepopanksro

Tpuraue®, Tabnerku no 10 mMr

Howmep cepii: 3Y819;

(Bupobuuxk: Sanofi Aventis PLC, YropuuHa)
Kpaina noxomxeHHs: YropiuHa

Hozysanns: 1 x 10 mr

Cnocib 3acrocysarns: Iepopaibho

14. Tlpenapar nopiBHAHHS, 1034,
cniocif 3acTocyBaHHs, cHna ail

Kpectop® Tabnetku, BKpuTi 060m0HKOW0, 0 20 Mr;
Homep cepii: KS605;

(Bupobunk: Astra Zeneca Ltd, Yropuuna)

Kpaina noxomxenus: Yropiuna

Jlosyranua: [ x 20 mr

Cnocib zacrocyeanus: [lepopansHo

Tpuraue®, Tabnerku no 10 mr

Howmep cepii: 3Y819;

(Bupobruk: Sanofi Aventis PLC, Yropmuna)
Kpaina noxomxeHHa: YropiuxHa

Hozyeanusa: 1 x 10 Mr

Crniocib sactocysauus: [lepopansio

15. CymyTHs Teparmis

Honnoro. Jliku, w0 BigIycKalOTLCA 32 PELENTOM i Bea peuenta, Oynu
3a00pOHEH] TPOTATOM YCLOIO JIOCHI JIPKEHHSL.

16. Kpurepii oLiHku
edexruBHOCTI

®dapmakokiHeTHKa:

Jing  Beix adanizoBaHMX pevyoBMH (PO3YBAcTAaTHH, paminpun i
paminpunar): AUCO-t, AUCO-inf, Cmax, 3anumkoBa nnora, Tmax, T2
el i Kel.

17. KprTepii oniHkun 6esnexu

IMo6iuni aeuma (I151), KUTTERO BAXNUTMEI 03HAKM Ta CTAHAAPTHI KIIHIYHI
nabopaTOpPHI OLHKH.

18. CratucTuni MeToIH

(dapmakokiHeTHka:

« Jns =Bcix ananitie (po3yBacTaTHMH, paMinpun i paminpunar)
napaMeTpuuHuil aucnepcidinuii ananiz AUCO-t, AUCO-inf, Cmax, T
el i Kel; reomerpuuni nosipui intepeaymu ana AUCO-t, AUCO-inf i
Cmax; i HemapametpudHuit Tect (Wilcoxon) ana Tmax;

« @akropu B moaeni ANOVA: nocnigoBHicTb, cy6'ekT (nocnigoBHICTD),
nepiof i NikyBaHHA;

* Ln-nepersopeni mapamerpu: AUCO-t, AUCO-inf i Cmax.




Cryniss (apMakoKkiHeTHHHOT B32EMOJIIT pO3yBacTaTHHY 3 PaMIlIPHIIOM i
paminpunaToM caif 6yno oLiHUTH OMMCcOBO Ha ocHOBI 90% nosipunx
inTepraniB, po3paxoBauMX IJis Beix aHamiTie. MeTolo  IBOrO
Jocnimxends He Oyno OWIHIOBAHHA pPe3yNLTATIB BIANOBiZHO 10O
craHgaptHoi  Mmerogonorii  GioekBiBadeHTHOCTi, a  ckopime
BAKOPHCTAHHA LMX TNOKAa3HHKIB $K KepiBHHULTBA AN IHTepIpeTawii
thapmaxoxiHeTHuHOI BRaeMOZil.

HopisusnbHy GiogocTynHICTE paminpuaary chin oyno
BHKOPHUCTOBYBATH JIMIIE K JONOMbKHY indopmaniio.

beaneka:

Onuc auwme gs TS

19. lemorpadiusi MokazHUKH
MOCI KYBAHOT IOMYIALT
(cTars, BiK, paca, TOIIO)

HeranpHa craTHCTHKA AeMorpadidiux JaHux s cyS'ekTis,
BKJIIOYEHHX Y (hapMaKOKiHETHYHY MONYJILIIO

Kareropis DapMaKOKIHETHUHA. IOy IS LIS
A/B A/C
N=41 N=42
Bixk {pokig) Cepenne 35+7 35+7
3HAYEHHS
SD
Hiamazon 25-49 25-49
Meniana 35 35
Ingexc macu Cepenne 25,78+2,43 2581+2,41
Tina (kr/m?) 3HAYEHHS &
SD
Jianason 20,27 + 2994 20,27 + 29,94
Meniana 25,73 25,73
3pict (cM) Cepenne 173,24+ 6,6 173,24+ 6,5
3HAYEHHS +
SD
Hianazon 1600 — 188,5 160,0 — 188,5
Mengiana 174,0 173,35
Bara (kr) Cepenne 77,61 £ 10,46 77,70 £ 10,35
SHaYCHHA £
SD
Hianazon 55,00 — 98,10 55,00 — 98,10
Meniana 78,20 78,20

N: Kinskicts criocteperxxets; SD: CraHnapTHe BiIXUISHHS,

BMI: [nnexc macu Tina.

JlixyBanHa A = AstraZeneca Ltd, Yropuuza (Kpectop®),
posysacTuTHH 1 X 20 Mr TabIeTKH, BKPHTI ITIBKOBOIO 00CIOHKOIO, IO
3aCTOCOBYIOThCA pasoM 3 Sanofi-Aventis PLC, Yropuuna (Tpurane®),
paminpun 1x10 mr rabnerku.

JlixyrauHs B = AstraZeneca Ltd, Yropmuna (Kpectop®),
posyBacTHTHH 1 x 20 Mr TabneTks, BKPHTI IU1IBKOBOIO 0G0I0HKOIO
Jlixysanus C = Sanofi-Aventis PLC, YropumHa (Tputaue®),
paminpun 1x10 mr tabnetku

20. PezyneTaTe epeKTHBHOCTI

CniBBigHoeHHs reomerpuuduX LS-3HaueHp Ta Bignosinuuil 90%
nosipunit iureppan and Cuex Ta AUCT 3HaXomWIHMCh Y AOMYCTHMHX
mexkax sig 80,00 no 125,00%.

21. Peaynerati Gesnexu

Saranom 21 i3 44 cy6’ekTiB, AKi OTpHMANM NPHHAHMHI OIHY A03Y
mochimyBaHoro npenapaty, nosinomunu npo 46 TEAE (momynmanis
Oeznexn). Posnoain 3a rpynaMH JIKYBaHHS BHITINAAE HACTYIIHHM
yunom: 17 TEAE mnosimomumu 19,0% (n=8) i3 42 cy6’exris, ki
oTpuMyBanu nixyeanus A, sicim TEAE nosiomunu 14,6% (n=6) iz 41
cyf’ekra, aki orpumysanu NikyBasHa B, i 21 TEAE nosinomunu 38,6%
(n=17) iz 44 cy6’exris, Aki oTpumyBann Jjikysanus C. Halfuactime
nosigomnanocs npo TEAE «ronosuuit 6inb» i «Hazodapuurit, npo




KOXeH 3 AkuX mnoBigomuin 15,9% (n=7) cy0’ekTiB, fKi CTAHOBWIH
nonyJasuito Oe3nexu. .

3aranbHa KiUTeKicTh nosigomiaenux TEAE Oyna Buuioro micas
3actocyBauHsi JikyBanus A ta C, Hik sikyBanus B. Ognak He Oyso
CYTTEBMX BIJIMIHHOCTEH MK KOXKHOIO TIPYrNol JIIKYBaHHS [pH
MOpPiBHAHHI KibKOCTI cy0’ekTiB st koxkHoro Tepminy PT MedDRA®,
33 BUHATKOM «Ha30(apuHTITY». » | «COHIMBICTBY, MPO AKi MOBIIOMIISIH
e cy®'ektu nicns npudoMy npenapatiB A i C. Tum He menu, He
o4iKyBaJocs KoJHMX 1npobiem 3 6esnekoro, yci TEAE «coHnMBICTBY i
«Ha3ohapuHriT™ OyJIM Nerkoro CTyreHs THKKOCTI Ta 3HHKIM JI0 KiHLs
UBOTO KJIIHIYHOTO jociipkerHs. Ll Bapiauii y BUHHKHEHHI MOOIYHUX
edeKTiB cepea BHIB JiKyBaHHS 3a3BHYal CrOCTEPIralOThCs B LBOMY
TUINI KJIIHIYHUX BUITPOOYBaHb Yepes KOPOTKY TPUBAJIICTb AOC/IIPKEHHS,
HEBEJIMKY JOC/II/DKYBaHY TMOMYJSLiI0 Ta OJHOPa3oBy /03y, IO
BBOJIMThCA B KO3KeH nepioj. Takum 4MHOM, CrIOCTEpeyBaHy Pi3HULIO
MDXK METOJaMH JIiIKYBaHHSA MOKHA Bi/IHECTH 0 BHIMAIKOBOro eekTy Ta
BBAXKATH HE3HAYHOIO.

3 46 nosigomnenux TEAE 43 Gynu poziiHeHi sk Jerki, a Tpu — fiK
CEepe/IHbOIO CTYMNEHS THKKOCTI.

3 46 nosinomaenux TEAE 38’30k 13 Oyno BU3HAHO MOAUTUBUM, OJIHMH
— MaJIONMOBIPHUM, a 32 — He 0B’ sI3aHUMHU.

ITin yac uporo HociipKeHHs He OyJ0 MOBIAOMIIEHO MPO CMEPTETBbHI
sunaaku uM inwi CHA. B oanoro cy6’exra cnocrepiraBcs 3HauHHH
TEAE «ypaxkenus wkipu», a B iHworo — 3uaunnii TEAE «uemonit;
oJHaK ixHa Oe3neka nia yac jocnipkeHns He Oyna nia 3arposoto. ITicas
3aBEpUICHHS KJIIHIYHOT YaCTMHH JOC/II/DKeHHS pe3y/ibTaTH cy0 exTiB,
SKI 3aBEPUIMIAM TPOLEAYPH BHXOIY 3 JOCHIDKEHHS, BKIHOUAKOYH
KJIiHI4HI J1a0opaTopHi TeCTH Ta BMUMIPIOBAHHS JKUTTEBO BAYKJIMBUX
(GYHKIH, MIATBEPAMIM BIACYTHICTh 3HAYHMX 3MIH Y CTaHi 3/I0pOB’s
cyO’exTiB.

22. BUCHOBOK (3aK/IKOUEHHS)

besneka:

VYci npenapatu 1006pe nepenocuincs, 6e3 cepiosux nodiunux edexris
1 ICTOTHUX BiAMIHHOCTEH Yy nipodingx Oe3neku Mix npenaparaMu.
dapMakoKiHeTHKa:

Jlns nopiBusinusg mixk jgikyBanuam A (Crestor+Tritace) i nikyBanusm B
(tinbku Crestor), pe3ybTaTH, K NMPABHIIO, IEMOHCTPYIOTb, 110 00UBa
JIIKYBaHHS MarOTh MOPIBHSHHY WIBWAKICTH 1 CTYMiHb norauHadHs. 90%
reomerpuuni gosipui intepBasiv sk s AUC, rtak i ans Cmax
sHaxoaaThes B aianasodi Big 80,00% npo 125,00%. Takum umHOM,
pesyibTaTH, OTPUMaHi JUIi pPO3yBacTaTuHy, HE CBiAYaTbh [po
(hapMaKOKHHETHHYHY B3a€MO/Ii10 MizK 000Ma CIOTYKaMH.

Jlns nopisHsiHHA mix gikyBaHasM A (Crestor+Tritace) 1 nikyBanusam C
(tinbku Tritace), 90% reometpuuni goBipui iHtepanu sk it AUC, tak
i ng Cmax 3sHaxoasarees B aianasodi Big 80,00% no 125,00%. Oxe, ue
CBITYMTH PO Te, IO 3@ Pe3y/bTaTAMM 3aCTOCYBAHHS PaMilpuily He
crioctepiraiocs hapMakOKIHETHYHOT B3a€MOiT Mixk 000Ma CIOTyKaMH.

3asBHUK (BJIACHUK
peecTpailiifHoro
MOCBIIYEHHS)

i,

Yaba TTOPOCIJIAI (Chaba POROSZLALI)

(. 1. B.)



3BIT
Opo KiiHivee BHIpoOyBanaa Ne 1

1. Ha3ga nikapcsxoro 3acofy (3a
HafBHOCTI - HOMEP peecTpaliifHoro
TIOCBITUEHHS)

XAPTHJI® PO3, xancynu Teepsi no 10 mr/5 mr; no 10 xancyn y
6micTepi; no 3 OnicTepu y kapToHHiiH Kopobui

2. 3asBHHK

3AT Mapmauestuunnii 3asox EI'C, Yropupina

3. BupobHuk

3AT Papmanesrnunuii 3asox EI'IC, 3a agpecoro Micus
npoBapKeHHa AignsHoceti: 1165, M. Byaanemwt, By.1.
Bekeusdenni, 118-120, Yropmmnua

3AT DapmanesTuunuii 3asoa EL'IC, 3a anpecoro Micus
npoBapKeHHs aiansHocti: 9900, Kepmena, By, Maram xipaii,
635, ¥Yropmmuua

4. [Ipoeeneni mocmimxenH:

M Tak O Hi  gxwmo Hi, o6TpyHTYRaTH

1) Tun nikapcbkoro 3aco0y, 3a AKMM
nposoamnacs ado nnaHyeTbca
peecTpauis

NiKkapchKkuif 3acid 3 dikcoraHolo koMOiHAaLiED

5. TloBHa Ha3Ba KIiHIYHOTO
BHIIpOOYBaHHs, KOTOBAHUI HOMED
KIiHiMHOro BUNpoOyBaHH:

OnHONO30Be paHAOMI3OBaHE BiIKpHTE RBOCTOPOHHE IEpeXpecHe
pocnimxenHs OioexBiBaneHTHOCTI posyeacTaTHHy/paMinpury 20
mr/10 mr TBepaux kancyn (3AT ®apmaneetuunmii zasog EIIC)
nopisuane 3 Kpecrop®, 1abnerky, BKPUTI MiBKOBOIO 0GOACHKOI
mo 20 mr (Acrpa3enexka® JItn) i Tpuraue®, Tabnerku o 10 mr
(Canodi-Apenric [1JIC) y 310poBHX, Hea3iaTChKMX 4YONOBIKIB i
XipypriuHo crepujibHUX 200 [IOCTMEHONAy3aJIbHUX  KiHOK-
N0OpOBONBILB HAaTIIECEpIIE

Kop npotoxony: 2426

6. (Paza kiriHivHOrO BUNpoOYBaHHA

haza |

7. Tlepiox npoBeeHHA KNiHIYHOTO
BUITPOOYBaHHS

3 17.07.2019 no 21.08.2019

8. Kpainu, ne nposomunocs kiniHivube
BUNTPOOYBAHHA

Kanana

9. Kinekicte gocnimkysaHux

3amIAHOBaHA: 56
thaxTyyHa: 56

10. Merta Ta BTOpHHHI 1T
KJTIHi4HOTO BUNPOOYBaHHA

MeToro  1BOr0  OCHOBHOTO  JAOCHIIKEeHHA  Oyno  OUiHMTH
Oi0eKBIBAfIBHTHICTL PO3YBacTaTHHY Ta paminpwiy B Kombinamii
(ikcoBaHKX 103 posyBacratuHy/paminpuny 20 mMr/10 Mr y Teepaux
xaricytax nopisHaHo 3 Kpectop®, Tabmerku, BKpUTi NNMiBKOBOIO
obononkorw no 20 mr i Tpuraue®, tabnerkw nmo 10 wmr, ski
3aCTOCOBYBAIHCK  OJHOYACHO Yy  3MOPOBUX,  HEKYpPAIIMX,
Hea3ziaTChKMX 4omoBikiB Ta XipypriyHo cTepuasHRX  abo
NOCTMEHONAY3aNbHHX XKIHOK-/I00POBOILLIB HaTIIECEpLIE

11. du3aiin KnidivHOro
BHNPOOYBaHHSA

Ile 6yno kmo4YOBe, OJOHOpa30Be, paHAOMizoBaHe, Binkpure,
JABOMEPiOAHe, MABOMOCHIAOBHE, ABOMAa METOZAMHM JIIKyBaHHM,
OJHOLEHTPOBE  [BOCTOPOHHE  [epeXpecHe  JOCHiIKEHH,
TIpH3HAYEHEe AN OLIHKH OiOeKBIBAICHTHOCTI pO3yBaCTATHHY Ta
paminpuny 3 ¢ikcopaHol JO3H. Kombinanis
posyBacTaTHHY/paminprmy 20 Mr/10 Mr y TBepAMX Karncynax IIpoTH
Kpectop®, Tabnerky, BKpuTi maiekoBowo obononkew no 20 Mr i
Tpuraue®, tabnerky no 10 Mr, MOpH3HAYEHHX 3A0POBHM,
Hea3laTCbKMM  4onoBikam 1  XipypriuHo crepwisHuM  abo
[OCTMEHONRY3adbHHM  KIHKaM-JOOpPOBONBLAM — HATIIECEpLE.
Cy0'exTH OYNH BMIIAJKOBHM YHHOM PO3MOAiNEH] A0 OxHiel 3 ABOX
nocnigoBHocTeit fgosyBaHHsA. KoHneuTpaniic posyBacTaTHHY
BHMIPIOBAITH ¥ 3pa3kax IU1a3MH, 3ibpaHUX npoTAroM 72-roaHHHoro
iHTepBaly micng Ao3yRaHHS B KoxkHOMY nepiofi. KoHueHTpariio
paminpuny BEMIpIOBaJIH y 3paskax nna3mu, 3ibpaumx nporarom | 1-




FOAKHHOIO IHTEpBaTy IiCJIA BBEOEHHS A03H B KOXKHOMY Mepiofi.
QapmaxokiHeTH4Hi napamerpu Cmax, Tmax, AUCt, AUCinf, T1/2,
%, AUCYAUCInf Ta zamumxoea mnoma abo AUC (res%) 6ymu
ouiHeHi Ha OCHOBI piBHIE po3yBacTaTuHy Ta paMillpHiy B ILIasmi
Ang cy6’exTis, BKAIOYEHUX O CTATHCTHUHOTO AHAITI3Y.

12. OcHoBHi KpHTEpil BKITIOYEHHS

Cy0’exTH BIANOBiAaNM HACTYNIHEM  KPHTEPisM  BKJIIOYEHHS
npotarom 30 AHiB 1o BBEACHHA A03M B | mepiox:

1. 3nopoei nobpoBOMbLI, AKi He KypaTh (NprHAiMHI 6 MicALiB A0
NepuUIOr0  BReJeHHS Ipenapary), HONOBIKH  Hea3iaTChbKOro
NOXOKeHHsA™* TA xipypri4uHo CTEPUILHUM** abo
NOCTMEHOMIaY3a/ILHUM >KiHKaM ***, ikoM Bin 18 pokie.
*HeasiaTceknit — ocoba, Axa He MOXOAUTD Bif XKOJHOTO 3 KOPIHHUX
Haponis danexoro Cxoay, [Tisgenno-Cxinnol Asif uu Inniiicekoro
cyOKOHTHHEHTY, BKJIIOHalO4uH, HampHkinal, KamOomxy, Kuraii,
Ingito, Anouiro, Koperwo, Manaiiziro, [lakucraH, @ininmiHcski
octpoBH , Talnaug i B'ernam.

**Xipypriuna cTepwibHiCTE (Y4aCTKOBa/TIOBHA TricTepeKTOMis,
IBOCTOPOHHA OBapHEKTOMi, JBOCTOPOHHA
CANBIMIHrO00HOPEKTOMIS abo JBOCTOPOHHE
nepeB’ 13yBaHHA/KOAryNALis MATKOBHX Tpy0) NpoTAroM nprHadMHi
6 MicauiB [miaTBEp/KEHO MenMUHEM/ONepalifHuM 3BiTOM abo
AKINO MenuuHuitfomepaniiinuii 3eit HegocTynHuit 3a OCT™ 1 17p-
€CTPaNioNoM TECTH, AKIIO 3aCTOCOBHO].

***[locTMeHOMay3a  [pOTAroM  [IoHaliMeHme | poky
(niareepmxedo Tectamu Ha PCI i 17P-ecTpanion)

2. IMT B Mexax six 18,5 mo 30,0 xr/m2 BroTROUHO.

3. 3poposuid, Bignosizno o icropii xsopotu, EKI, nokasHHKiB
KUTTEAIANBHOCT], pe3yneTaTiB  jgabopaTopHMX aHanilie  Ta
bizuuHoro ornaay, ax BusHauero HT/cybmocnigHuKoM.

4, Cucronmiunuit aprepiansHuii THCK Mix 95-140 mMm pr. crt.
BIUTIOYHO Ta J1iacTONuHuiM aprepianbuuii THCK Mixk 55-90 MM pT. CT.
BKJIIOYHO Ta YacToTa CEPLEBHX cKOpodeHb Mk 50-100 yaapamu Ha
XBUITHHY BIUTIOWHO, KO IT1/cyOnocniauui He BBaxae iHiue.

5. Kninigui JraboparopHi MOKa3HMKH B MEXaX OCTAHHBOFO
npuiHATHOrO miamazoHy Jalopatopumx Tectie BPSI, sxmo
[IT/cyGnocminHMK He BU3HAR 1li 3HaueHHS «KU1iHIYHO HEe3HAUHHUMUY.
6. 3paTHicTh po3yMiTd Ta OyTH NMOIH(GOPMOBAHMM IIpO Xapakrep
JOCIiPKeHHs, 32 OuiHkoio nepcoHamy BPSI. 3parwicts zatu
NMUCBMOBY iHQOpMOBaHy 3rofly Iepei OTPHMAHHAM OyAb-faKoOi
npoueaypH, nos’s3aHoi 3 gocnimxenHaM. HeoOxigHo BwiTH
e(pEKTHBHO CIiNKYBaTHCA 3 IEPCOHANOM KITiHIKH.

7. MoxumBicTs rosiofyeati He MeHme [4 roavH 1 CrOXKHBaTH
CTaHJapTHI CTPaBH.

8. Totoenicte OyTH BOJOHTEpOM TpPOTAIOM YChOro mepioay
AOCHIDKEHHA T4 TIOTOBHICTH HOTPUMYBATHCA BCIX  BHMOT
DPOTOKOITY.

9. omoBunuca He poOUTH TaryioBanus ado MipcHHr OO KiHIA
HABYaHHA.

10. ITorogunucs He wepyBatu apromoOineM abo mNpawioBaTH 3
BOKKOIO TEXHIKOIO, AKWIO BiAYyBalOTH 3anaMopodeHHs abo
COHJIMBICTB [Iicns NpuioMy Ipenapary, JOKH He BifHOBHTHCS MOBHA
PO3YMOBa aKTHBHICTb.

11. Cyb'extn xiHouol cTaTi MOBMHHI BiANOBiZATM mnpHHaMMHi
OIOHOMY 3 HACTYIHOrO:

- Byt xipypriuto cTepunsHUM (TOTANbHA/MACTKOBA ricTepeKTOMid,
IBOCTOPOHHA OBapHEKTOMiS, HABOCTOPOHHS
canbMiHreoohopeKTOMis abo IBOCTOPOHHE
nepes’ 13yBaHHA/KOAry/ALlia MaTKOBUX TPyG) NpoTaroM mpHHaHMHI




6 Micauir [miATBEpKCHO MeaMYHHM/ONepaliiHuM 3BiTOM abo
AKILO MeAuYHMi/onepanifinuii BUCHOBOK He moctymuuit 3a OCT i
17B-ecTpaiosoM TecTH, SKIIO 3aCTOCOBHO].

- Ilocrmenonaysa mporarom MiHiMyM 1 poky, MiITBEpIKeHa
tectamu Ha DCT i 17P-ecpanion.

12. Yonoiky, AKi 3MOrIHM CTATH DATBKAMM, MOBHHHI NOTOJUTHCS
BHKODHCTOBYBATH MpHIMHATHI 3 MeJHYHO] TOHKH 30pY METOJH
KOHTpauenuii g yac nocnipkeHHs Ta nportaroM 30 AHiB micma
3aKiHYeHHs  JochipKkeHHA. MeauyHo  OpHiHATHI  MeToaH
KOHTpauenuii BKIIOYAIOTE BHKOPHCTAHHA  Mpe3epBaTHBA 3
IIAPTHEPKOK  JITOPOMHOrO BiKy, SKa BHKODMCTOBYE OpAJIbHi
KOHTpaLeNITHBH, TOPMOHANBHUIA NTacTHp, iMranTaT abo iH’exulilo,
BHYTPILIIHBOMATKOBY cliipans abo niadparmy 3i cnepmimuaoM. Sk
MeTOJ KOHTpalenuii MOXHa BHKOPHCTOBYBATH JIMLE IOBHY
BiZIMOBY.

Sxmo naprHepka cy0’exra sapariTaina nipg uac #oro yuvacti B
nocnijukeHHi Ta npotarom 30 QHIB micns 3aBepllIeHHS OCTAHHBOIO
npuiioMy npenapary, BiH NOBHHeH OyB HeraitHo NOBiIOMHTH IO 1ie
cnispobitaukis BPSI,

13. JocnimkyBauuii likapcbkuit
3acib, crocib aacTtocysanus, cua aiv

XAPTWI® PO3, karncynu TRepai no 20 mr/10 mr;

Homep cepil: 9605A0818;

(Bupobuuk: 3AT ®apmanestuunuii 3aeon EIIC, BupoGHuua
AinbHMUA 2, BUpoOHHYA AinbHALA 3)

Hozyeanus: 1 x 20 mr/10 mr

Cnocib 3actocyBanns: [lepopanbHo Hatiuecepue

14. TlpenapaT nopiBHAHHA, 1034,
crioci6 3acTocyBaHHdA, CHIa Ail

Kpectop® rabierky, sxpuri obononkoto, no 20 mr;
Howmep cepii: V8B1A;

(Bupobuux: Astra Zeneca GmbH, Himeyunna, €C)
Kpaina noxomxenusa: Himeuuuna, €C

Jo3syeanss: 1 x 20 Mr

Crocib 3acrocysanHs: [lepopansHo HaTinecepue

Tputaue®, Tabnetky no 10 mMr

Howmep cepil: D2357;

(Bupobuuk: Sanofi S.p.A)

Kpaina noxomxenus: Yropiuna

Jloayeausa: 1 x 10 Mr

Cnocib 3actocysanHs: [lepopansHo HaTinecepue

15. CynyTHs Tepamnis

XKozpuoro. Kpurepiasmu mna BukmodeHHs Oynu peLentypHi Ta
Ge3pelenTypHi npenapary npotarom 14 AHIB 1o NO3yBaHHS.

16. Kpurepii ouiHk# edekTHBHOCTI

BioexBiBaneHTHicTs [penapaTiB, IO OUHIOIOThCH  I[ILIAXOM
nopiBHAHEA ocHoBHx Cmax ta AUC.

17. Kpurepil oliHKH Ge3neku

Besneky ouiHIOBaNIM 3a JOMOMOIOI0 BUMIpIOBAHHS JKHTTEBO
BAXUIMBHX O3HAK, KIIHIYHUX Ja00paTOPHUX TECTIR (BIIIOYAIOYH
reMaToJIOTi0, aHani3 cedi Ta 6ioxXiMiMHMI aHali3 CHPOBATKH KPOBI),
dizvynEx orasmiB Ta noGiuHMX ABMLL, NPO fAKi [IOBiOOMITSITH
cy0’eKTH, AKi OTPHMYBAIH MEIHKaMEeHTO3He JiKyBaHHA. Kpim Toro,
TecTH Ha remornob6iH i remaTokpur OymH nposefeHi mig dac
peecrpauii B 2 nepioa,.

18. CrarucTHUHI METOIH

Ouuceri crardeTHUHI gadi (MiHiMalbHi, MaKCHManbHI, cepenHe
3HaueHHs, CTaHOAPTHE BiAXMJIEHHS Ta KoedilieHT Bapiauil) ycix
(papMakOKiHETHYHMX  MapameTpiB  OynM  HajaHi fAK  JUIA
PO3YBacTaTHMHY, TAK 1 ANA paMinpuny A8 AOCHiHKYBAaHOro |
npenapary nopiBHAHHA.

[Tapamerpu nns AUCt, AUCinf i Cmax Gynu neperBopeni nepez
aHalizoM 33  JOMOMOIOK)  HATYPANbHOTO  Jorapu(MiuHOro
neperBopeHHA. ANOVA, BKIIOYAIOYH [I0C/OBHICTE, Y0 €KTiB,




BIJIAICHUX Y NOCNIAOBHICTb, mepiof i nixyBaHHs, K (ikcoBaHi
edexrd, nporogwnd Ha In-tpancdopmoBanux panux aa AUCH,
AUCinf i Cmax i Ha HeTpaHchopMmoBanux JaHux ama Tmax, A i
T1/2. Tmax aHamizyRan¥ 3a  JONOMOrOK  JOJATKOBOIO
HenapaMmerpudHoro Tecty (kpurepito Binkokcona). 90% CI
cniBBigHOIIEHb TecT/eTalloH cepennix reoMerpuuHux mna AUCH,
AUCinf i Cmax pozpaxoByeanu Ha ocHoBi LSMEANS i
ESTIMATE ANOVA. Illo6 &BcraHOBHMTH OGi0eKBIBANEHTHICTD,
po3paxoeaui 90% CI nis cniBBiXHOLIEHHS reOMETPHYHHX CepefHix
ama AUCt i Cmax, sacHopadi Ha  JorapH@MiuHMx
TpaHC(hOPMOBAHHX JaHHX, MOBHHHI MOBHICTIO MICTHTHCA B MEXax
npuiiHsTHOre nianasony 80,00%-125,00% ana posyeactaTtuny Ta
paminpuny, BusHaueHoro EMA.

19. HemorpadiyHi noKasHHKH
IOCJTi Ky BAHOT nonynsuii (crars,
BiK, paca, ToLIO)

Hactynna Tabnuns crocyerscs 56 cy6’eKTiB, BIUTIOUEHHX JI0
Habopy pauux. byno 37 yonogikis i 19 xiHok.

Bix 3picr Bara IMT | Paca/nauio-
{poku} | oM | IV | xr | dysr HATHHICTE
Cepeane | 55 1699 | 669 | 77.8 | 171.6 | 26.9 | Jlaruuo-
3IHAYEHHS aMepHKaHChKa

Cepenne | 10 100 (39 |[11.9 |263 |25 | Esponegiana
(D)

Mepiana | 56 169.9 | 669 | 76.7 | 169.0 | 27.7 | Herpoinua

Hiama- 23-72 | 151.3- | 59.6- | 55.6- | 122.6- | 20.5- | Asiarceka
30H 194.9 [ 76.7 | 101.7 | 224.2 [ 29.9

20. PesynbTati edeKTHBHOCTI

CniesinHolueHHs reoMeTpuyHuX LS-3nauens Ta Bignosiguuii 90%
nosipunif inTepsan anA Cpax Ta AUCT 3HaXOAMITHCE Y JOIYCTHMHX
meskax Big 80,00 no 125,00%.

21. PeaynpTatn be3nexn

3aranoM 43 nerkux noGiMHWX ABHL Biguynu cy6’exTH micns
npuitomy nociijuxkysanoro npenapary XAPTHJI® PO3, kancynu
TBepAi no 20 mr/10 mr. 3aranom 27 nerkux nobivHUX ABMIL BiATyIH
cyO’exrn nicns npuiiomy npenapariB nopiemsHHa Kpecrop®,
TabneTky, BKpUTI mwiiskosoio obononkow mo 20 mr i Tpuraue®,
Tabnetkn no 10 mr. JKoguux mnobiuHMx gBHIN, OB’I3aHMX 3
KIHIYHHMH  J1abOpaTOPHUMH  [IOC/IIDKeHHAMH, CYO'eKTH He
BimuyBanu micng pmocnimkedHs. [lin uac NpoBeAcHHA LIBLOroO
JIOCNifDKEHHS He TORINOMIANOCA TMpO KOAHI cepHozni nobiuHi
edekTH.

22. BucHOBOK (3aKI1I0MEHH)

Bunpobyeanuii  npemaparT  OpOREMOHCTPYBAaB  NOPIBHIHHY
IIBHAKICTS | CTYMIHL BCMOKTYBAHHA PO3YBACTATHHY 3 [IPENApaTaMu
nopiBHaAHHA Kpectop®, TabneTkH, BKPUTI [UIIBKOROKO 00ONIOHKOID
no 20 mr i Tpurane®, tabnerku no 10 mr. Tecr/eranon (T/R)
cepeaue reomerpuune criseigHowenns (GMR) 11 posyBacTaTHHY
cTanoBunH npubnusdo 96% i 97% ans AUCt i Cmax, signosinHo,
3 Binnosiguumu 90% CI, wo MicTunMca B MexaxX NpHHHATHOTO
nmianasony 80,00% - 125,00%, Busnayenoro EMA. BunpoOysanuit
NPOAYKT MPOACMOHCTPYBAB IMOPIBHAHHY IIBMIKICTE i CTYIiHB
abcopbuil paminpuny 3 pedepeHTHHMH MPOAYKTAMH 3 CEpeaHIM
reoMeTpH4HEM cmisBigHowenHaM (GMR) tect/etanon (T/R)
npubnnzo 99% i1 101% mans AUCt i Cmax, sianosinno, 3
BiamoBigHum 3HaveHHsM 90% CI Mictateca B aianasoni
npuituatHocti EMA 80,00% - 125,00%. Takum umHoM, 6yno
npoaeMoHcTposano  OioeKBiBaNcHTHiCTH MbDK  ¢ikcoraHoO
kombinanielo posysacraruHy/paminpuny 20 mr/10 mMr y TBepaux
kancynax (mocnimxyeaumii npenapar) i Kpectop®, tabaetxw,
BKPHTI MITiBKOBOK 060oHKeH0 Mo 20 Mr Ta Tpuraue®, TabneTky no
10 mr (npenapaT NopiBHAHHA) 3A0POBHM, Hea3iaTchbKi HOJIOBIKH Ta




XipypriuHo crepuiibHi abo KiHKH-A00pOBOJIbII MICAS MEHONAay3H
HaTLiecepLe .
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