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2, KAYECTBEH U KOJIMYECTBEH ChCTAB

[azonanuo G.L. Pharma 200 mg dhurmupanu mabremxu:

Besika TabneTka cbabpika mazonannd xuapoxsiopuz, ekBuBaienTeH Ha 200 mg nasonaiuo
(pazopanib)

3a NbJIHUA CNUCHK HA MOMOLLHUTE BEILECTBA BUKTE TOUKa 6. 1.

3 JIEKAPCTBEHA ®OPMA

Ouivmupann TabenTkn (TadbneTka).

Hasonanuo G.L. Pharma 200 mg guistupanu mabiemeu.

IMpoawnrosara pososa (unmupana tabnetka ¢ BaThOHATO penedno osznauenne 200 oT egHaTa F
cTpaHa. ¢ pasmep# npudauszurento 14,3 mm x 5,7 mm.

4. KJIMHNUYHU IAHHHU
4.1 TepaneBTHYHH NMOKA3AHH

bbOpeyHo-kIeThueH KapunHoM (RCC)

lMasonann® G.L. Pharma e nokasan 1ipu Bb3pacTHM 3a JieueHHe OT ITbpBa JIMHUA HA aBAHCHpa
OBOpetto-kieThien kapunHoM (RCC) M 3a naumeHTH, KOUTO ca NOJTYYaBaJi Mpejin TOBA LNTOKUHHA
Teparnus 3a aBaHcHpano 3adonssaHe.

Capkom Ha mekuTe ThkaHu (STS)

[Mazonann® G.L. Pharma e nokasan 3a JieueHne Ha Bb3pacTHH MALMEHTH CbC CEIEKTUBHU TTOATHIIOBE
aBaHCHpAal CapkOM Ha MeKuTe ThbkaHu (STS), KOUTO ca noayvaBanu Mpean ToBa XMMHOTE

Tepanms.

Edukacnocrra n Ge3onacHoCTTa ca yCTAaHOBEHH Camo [PU OMNpeaesieHn XUCTOJIO



noaTuniore STS (BxK. Touka 5.1),

4.2 o3WpPOBKA H HAYMH HA NMPHIOKEHHE

JleuenueTo ¢ [Tazomann® G.L. Pharma tpsiGBa fa ce 3anousa caMo oT NeKap ¢ ONUT B MPUNAraHETo Ha
POTUBOPAKOBY JIEKAPCTBEHH NPOAYKTH,

Ilo3npoBKa

Bv3pacniri
TIpenopsunTtenHara 1o3a nazonannd 3a nedenne Ha RCC umnm STS e 800 mg BeqHBX IHEBHO.

Modwudruxayn na oozama

Monndukallugata Ha go3ara (HamanssBaHe WM yRenWuaBaHe) Tpsadra Ja ObJe ¢ HaManeHHA WM
yBenuueHust ot 200 mg noeTanHo B3 OCHOBA Ha WHAWBHMAYAJTHATA TOHOCHMOCT, 3a /ja C€ OBJIAAesT
HeXENaHWTe peakumi. [lozaTa Ha nazonarud Be Tpabra Aa vaasnmaea 800 mg,

[leduampuuna nonynayus

TTasonanub we TpsOBa ga ce W3MON3BA NMPH Jelia HA BH3PACT Mod 2 TOJUHW TOpagu crobpaxeHud 3a
Ge30macHOCTTa MO OTHOIIEHHE Ha pacTexka M Ppa3BUTHETO Ha opranuTe (BXk. Toukn 4.4 u 5.3).

BezonacHOCTTa H eHKacHOCTTA Ha Na30naHnb Npy Jena Ha Bb3pacT oT 2 Ao 18 roaunu Bee oLe He ca
YCTAHOBEHH.

HajiyuHuTe NoHacTOAlleM IAHHH ca ONUCAHM B TOUKH 4.8, 5.1 ¥ 5.2, HO nNpenopbKH 3a N03MPOBKATa
He MoTarT Ia 0baT JajcHu.

llayuenmu 8 cmapuecka eb3pacm

HMma orpannyen aadHM 3a ynorpedara Ha naszonaHud npu naudeHTd Ha 65 u noseve roavnx. B
npoy4yBaHud Ha Tazonanu0 npu naunenTH ¢ RCC kato uano ve ca HabmogaBaHH KJIWHWTHO 3HAYUMMA
pa3nukn B De30MacHOCTTa HA T1a30MaHud MeXIy MAUMEHTH HA BB3pacT Hal-Manko 65 TOAMHMU U TIO-
MIAnH TAUNEHTH, KJIMHWYHUAT OMMT He € YCTAHOBWA Pa3/IMKW B OTTOROPHTE MEXAy HALMEeHTH B

CTapycCka Bb3pacT H ITO-MIIAAH MMauHCHTHA, HO HE MOXKE [la C€ W3KITKIYH TT10-TOIAMAa YYBCTBUTCIHOCT TIPH
HAKOH TTAOWECHTH B CTApYECKA Bb3pact.

bvhpeuno yepescoane

Manko BepostHo ¢ 6ROpeHO yBpeXAake 1a NMA KITHHHYHO 3HaYMM eEeKT BEpXY PapMakoKNHEeTHKaTa
Ha Tla30maHud, KaTto ce wWMa MpefBHI HUCKara ObBOpeyHa ekckpennsi Ha TA30MAHWO M HEroBHTE
MeTabonmnTy (BX. Touka 5.2). [Topann ToBa He ce Hajlara KOPUrHpaHe Ha J103aTa NpU TMALHUCHTH C
KpeaTUHWHOB KIHUpBHC Haa 30 ml/min. TlpenopbuBa ¢e MOBULLEHO BHUMAHWE MPU NAUMEHTH C
KpEeaTHHHHOB KUPBHC 1o 30 mi/min, TeH KaTo NMUIMCBA OMUT ¢ NICHCHUETO ¢ MazonaHud upd Tazu
MOITy TALHS MALVEHTH,

Yeprnodpobro vepedcoane
TlpenopbkuTe 3a ARo3upaHe TIpH NAUNEHTN ¢ dYepHoApoOHO YBpekK/aHe Cce OCHOBABaT Ha
papMakoKHHETHIHH NPOyYBAHUA HA NA30MaHHD ITpH NatWeHnTH ¢ pa3iMdHa CTEeNeH Ha YepHogpobHa
puchyHxuua (k. Touka 5.2). Ha Bcuukn naunenTn TpsbBa za ce H3BBPWIAT 4EPHOAPODHM
(pyHKIIMOHATHY TECTOBE, 3a Ja ce ofipeAeitH JANW UMaT YepHOAPOOHO YBpENAaHe, MpeaV 3amoyBaHe U
o RpeMe Ha Tepanuyra ¢ nazonanud (rxk. Touka 4.4). [Tpunaraneto Wa mazonaHu® rMpu NaLMEHTH ¢
nexe HAH YMepeHO JepHOAPOOHO yBpeskJaHe TpsbBa Ja ce M3BRpLIBA C NOBULIEHO BHUMaHME M
BHAMATENHO TMpochelsBaHe Ha NoHocuMocTTa. 800 mg nazonaHn® BeAHBK QHERL
NPENOPBHUTRIHATA J03a NPU TIALUMEHTH C JIEKH OTKJIOHEHUS B CEPYMHUTE YEPHOAPO
(Aeunuparn WAM KaTte HopMmaleH OMJMpYDOWH H BCAKa CTENEH Ha TIOBHMLLE
amuHoTpaHcgepalata (ALT), nnw xato nosuenue Ha Gunupyduna (>35% aupexre {

rpadvua Ha Hopmata (ULN), Hezasucumo o1 croiiHocTta Ha ALT). Tlpenopnuba §
nazonannb ot 200 mg BeOHBXK JHEBHO TPH TALMEHTH € YMEPEHO YepHOAfK




(aednHUpPaHO KATO NORULIIaBaHe HA OunnpyGuna>1,5 no 3 x ULN, He3aBucHMo oT cTOMHOCTTa HAa ALT)
(BX. TOuKa 5.2).

ITazonanu® He ce mpenopbuea NPH NAUMEHTH C TEXKO YEPHOAPOOHO YBpexkaaHe (nedunupaHo KaTo
o6 6unnpy6un >3 x ULN, nezaBucumo ot cToifHocTTa Ha ALT).

Bukre Touka 4.4 3a ipocrespaHe Ha QyHKLUATA Ha YePHASL JP00 W IPOMSHA HA 03aTa NIPH NALMEHTH
¢ XeMaTOTOKCUYHOCT, NMPeAU3BUKAHA OT JIEKapCTBa.

HaunH Ha npunoxeHue
ITazonann® G.L. Pharma e 3a nepopanno npunoxenue. TpadBsa na ce nprema 6e3 xpaHa, Hali-Manko

€AMH Yac MpeJd WIH [Ba 4yaca chej XpaHeHe (BxK. Touxa 5.2). dunmupannute rabnerkn tpadsa ga ce
NpUEMaT LUEJTH C BOJA W Ja He CE UYTAT WITH HATPOITaraT (BXK. Touka 5.2).

4.3 IlpoTHBOMOKA3aHHA

CBpPBLXUYBCTBUTE/THOCT KbM AKTHBHOTO BEILECTBO WUITH KBM HAKOE OT MOMOTIHHTE BelllecTrA, M30pOEeHH
B TOYKAa 6.1.

4.4 CneuwanHH NpeayNpekIeHHNA ¥ PEANAZHE MEPKH NPH yHoTpe6a

YepHoapobuy edekru

Covobwasanu ca clyyan Ha YepHOLpoOHA HENOCTATBYHOCT (BKJIIOYMTENHO (aTAlTHHM) TIO BpeMe Ha
ynorpeba Ha mnasonaHu6. [lpunaraneTo Ha na3onaHu® TPH TAUMEHTH C JIEKO MIM YMEPEHO
uepHoapoOHO yBpexmaHe TpaAOBa Ja ce HW3BLPIUBA ¢ MOBHIIEHO BHUMAHME WM BHUMATEJHO
npocaeassane. 800 mg nazonadnd BeJHBX JHEBHO € MPEMOPBYMTENHATA /1034 TIPY TTALMEHTH ¢ JIEKU
MATONIOTHN B CEPYMHWTE 4YepHOApOOHM TecToBE (KAaTO HOpManeH OMIMPYOMH M BCAKa CTETNEH HA
nopumieHne Ha ALT unw kato noeuingHne ua 6unupyouna ao 1,5 x ULN, HesaBucHMMO oT cTolHOCTTA
Ha ALT). IlpenopsyBa ce HamaneHa no3a nasonauu® or 200 mg BeAHBK JHEBHO OpH NauueHTH C
YMEpeHOo 4epHoJpoOHO yRpexaaHe (NoBHITasaHe Ha OMnupy6uHa >1,5 1o 3 x ULN, HeszaBicumo OT
croiiHocTTa Ha ALT) (Bk. Touku 4.2 u 5.2). Tlazonanu6 He ce npenopbuBa MPH MAHMEHTUH C TEXKO
uepHOJpoOHO yBpeskaaHe (061 6naupyonn >3 x ULN, HezaBHCHMO 0T cToWHOCTTa Ha AL T) (BK. TOYKH
4.2 u 5.2). Excriosuuparta opn no3a or 200 mg npu Te3M NaUUEHTH € 3HAUNTENHO HaMaleHa, Makap

CHITHO MPOMEHNIMBA, KATO CTOMHOCTHTE ¢€ CUUTAT 3a HEeJOCTAaThbUHY 3a MONYHaBaHe HA KIWHWYHO
3HAYHUM €EKT.

Hpw KIHHAYHW TIPOYyYBaHWA € Mazo0mMannb ce HaGMIOdaBA TIOBHIWABAHE HA CEPYMHUTE TPaHCAMHHA3W
(ALT, acnaprar amuuorpancdepaza [AST]) u 6unupybuna (Bxk. Touka 4.8). B noseweTto ciyvan ca
cbobuleny m3onupanu nosuiuerns Ha ALT u AST, Ge3 cbibTeTBaliM TIOBHIDGHWS HAa alKA/HATA
docdaraza unn dunnpyGura. [aumeHTH Ha BB3pacT Hal 60 rOINHU MOXKE /1A Ca W3T0KEHN Ha MO-BUCOK
puck ot 1eko (>3 x ULN) go texko (>8 x ULN) nopuinasane Ha ALT. TTaniueHTHTE, KOHTO HOCAT ajlena
HLA-B*57:01, uMat mosuwieH puck oT cBbp3aHu ¢ nazonanud nosnmenus Ha ALT. YepHuogpobHara

GyHKUMA Tpg0Ba Na ce npocnesiBa Npyu BCHYKHU NALMEHTH, NONYYABAINN MA30TAaHUG, He3aBMCHMO OT
reHOTHI UK BB3pAcT (B3kK. Touka 5.1).

CepyMHH 4epHOAPOOHM TecToBe TPAORA 13 Ce W3BRBLPLIBAT TIPE/IH 3aN0YBAHE HA JICUEHHE ¢ Ma30NaHMD,
B ceAMNLUM 3, 5, 7 n 9, cnen toBa B Mecell 3 U 4, ¢ JOMBJIHUTENHN U3CNEABAHUA CAOPE] KINHHYHATE
nmokazanuA. Cnejl Tosa, cnesx Mecel: 4, TpsAOBa Aa NPOBIKAT Ja Ce ITPABAT MePHOIAYHN W3CTeIBaHW,

Buxre Tabnvna 1 3a Hacoky 3a npoMsHa Ha go3aTa NMPH TALHEHTH C W3XOAHH CTOMHOCT
OunrpyorH < LS X ULN w ASTu ALT <2 x ULN;:
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Tabamna 1

MoandpHKauHH Ha 103aT2 32 XeNATOTOKCHIHOCT, NPpeANIBHKAHA OT JEKaPCTBOTO

CtoiHOCTR Ha 4epHOAPOOHOTO

Mopudmxauns na gosara

H3C/ieIBaHE
Tosmuasane Ha Tpomemkere ¢ NazonaHud ChC CeAMHYHO INPOCISIABAHE Ha
TpaHCaMHWHA3NTE uepHOIpobHATA PyHKUNA, JOKATO TPAaHCAMWHA3UTE CE BbpHAT A0

mexay 3 u 8 x ULN

cTencH 1 My 00 W3X0JHOTO HUBO,

TToBHITIaBaHe HA

TpaHcaMUHAa3NTE A0
>8 x ULN

[lpexscHeTe npremMa Ha Na3onannd, J0KaTO TPAHCAMHHAZHTE Ce
BbpHAT A0 CTETIEH | WM N3XOAHOTO HUBO,

AKO Ce CHETE, Y€ NOTEHUMANHATA M0N33 0T NOBTOPHOTO
3aIMOYBAHE HA JIEYEHHETO ¢ Na3onann® HaJgBHULIaBa pUCcKa OT
XEMaTOTOKCHYHOCT, TOraBa MoJHOBETE NIEUYSHRETO ¢ NMazonaHud B
Hamanena fo3a ot 400 mg qHeBno » NPaBeTe CEpyMHN
YEPHOAPOOHH TECTOBE BCAKA CEAMMIIA B NPOALIIKEHUE Ha &
ceamuu, Ciel NOgHOBABAHE Ha JICYEHHETO C Na30NaHnd, ako
NMOBHIIIEHHTA HA TpaAcaMnHasznTe >3 X ULN ce nosTopAr,
TOorapa IpHEMBT Ha nasonady tpadBa fa 6bjie OKOHYATEIHO
NpeyCTaHOBEH.

[TosHizagase Ha
TPaHCAMHHA3NTE

>3 x ULN eanoBpeMeHHO ¢
MmoBHINaBaHe Ha OnnupybuHa

[IpekpaTteTe OKOHYATENRHO NEUSHHUETO C NMA30NAHHND.
[TaunenTHTe TPAGBa Aa 6bOaT HabNIOJaRaAHH A0 BPBiliaHE KLM
crened | win n3xognoto wuea. [Nazonannd e WHXUOUTOD Ha
UGTI1A1. Ipu nauenT! ¢be cHRapoM Ha XKunbep Moxe 1a ce

>2 x ULN NOSIBH Jicka, HEMpska (HEKOHIOTHpaHa) XUIepOHTHpyOHHEMIS.

[MauyenT™ camo ¢ nexa Henpsika XuneponnnpyonHeMus,
M3BECTEH WK TIpeanonaraeM CHHApOM Ha JKHnbep v nosrRImERNne
Ha ALT >3 x ULN Tps0Ba ga ce nekyBar chIjlacHO
IPENOPBKHTE, N3IOKEHN 34 U30TUpaHH nioBuineHnd Ha ALT.

Eanospemensara ynotpeda Ha masonaHud u ¢MMBacTaTHH NOBHILABA PACKa OT NoBMmaBane Ha ALT
(Bx. Touxa 4.5) u Tpg0Ba Aa ce nmpeanpueMa ¢ NOBHLIEHO BHWMaHUe ¥ BHUMATENTHO HaGmoaeHue.

XUnepToHus

B KJIHH{YHA NpOyuBaHNd ¢ nasonanu® ca HacTeRNWIN CBOMTHE Ha XWNEPTOHHS, BKNIOYNTENIHO
HOBOAWATHOCTHIUPAHY CHMNTOMATHYHY €NU30AM Ha TIOBHIISHO KPbBHO HanArane (XUNEepToHHYHA
kpu3a). KpperoTo Hanarane TpsOBa na Obae nodpe KOHTPONMPAHO Npeay 3armoyBaHe Ha MPHEMa Ha
nazonann0. auvenTute TpsbBa na 6bAAT HAGMOZABaHW 33 XHIIEPTOHUSA CKOPO CJIE] 3alouBaHe Ha
NeYeHNeTo (He noBeye o7 efiHa ceAMILa clie]] 3arouBaHe Ha NPHeMa Ha Ma3onaHud) U YecTo cliell TOBa,
32 JIa ce OCHTYPH KOHTPON Ha KpBBHOTO Halldrane. IToBUIlIeHH HHBaA Ha KPBBHO HANATaHe (CHCTOIHYHO
KPBBHO HajiAraHe =150 mmHg wnu auacronnyHo xpuBHO Hansrane >100 mmHg) ce mostsasar B
Ha4anoTe na nevenmero (npubnuantenso 40% oT ciayyauTe ca HacCTRNIMAM 10 9-Hd [ed W
npubnnznTenHo 90% ot cayuauTe ca HacTLMIW npe3 nbpeuTe 18 ceamnimn). KpbBHOTO HasnsAraHe
TPADBa [a ce TIpoceIIBa N IeKyBa He3abaBHO, KaTo e H3MMON3Ba KOMOUHAUMA QT aHTUXUNEPTEH3HRHA
TEPANWA ¥ NIPOMAHA Ha J03aTa HA TTazonaHn0 (NMpeKksCBaHE W MOBTOPHO 3aMOYBAHE MMPH HAMAsEHA 1034
Bb3 OCHOBA Ha KJIMHWYHATA NpeueHka) (Bx. Touky 4.2 1 4.8). HpuemsT Ha nazonanus Tpadsa da ce
NPEyCTAHORN, AKO MA JAHHY 33 XUNSPTOHNYHA KPH3a WV AKO XNIIEPTOHWATA € TEXKKA U NIEPCUCTHPA
BBITPEKH AHTHXUNIEPTEHINBHATA TEpaITia ¥ HaMalIABaHeTO Ha J03aTa Ha niazonaHno.

Crnnpom Ha obparuma nocTepunopHa enuedanonats (PRES)/CwuunpoM Ha obpaTMa NOCTEpUOpHA
neBroeHnedanonatus (RPLS)

Cbodmara ce 3a PRES/RPLS pbB Bpb3ka ¢ ynotpedara Ha nazonann6. PRES/RPLS Moske ha ce IposBH
¢ rnaBo0onue, XHMMEpTOHWA, IbpuoBe, NeTaprui, oObpKBaHe, CNenoTa W APYrH
HEBPOJOTHYHY HapylleHus 1 MoXe fa OpAe datanna. Ilpw MaumweHTH, passBHB
NEYEHHETO ¢ NMa3oilanud Tpsadsa OKOHYATENHO A3 ce TIpeyCTaHOBH,

Hutepctnuuanua 6enonpabdua Gonect (ILDYTnesmonut




MMa cpobiuenns 3a [LD B BpB3ka ¢ ymoTpebaTa Ha masonanu, xoato Moxe aa 061e (atanHa (BK.
Touka 4.8). IlaunenTture TpsaOBa na ce HaGmopapar 3a OenogpoGHH CHMNTOMM, MOKasaTenHH 3a
ILD/nreeMOHHT, ¥ NpAEMET Ha nasonanut TpsadBa Ja ce npekpaTi npyd NaUNenTH, passisauy [LD unu
MHEBMOHHT.,

Copaeuna gucdyHknus/Crpaeuna HEAOCTATEYHOCT

PyickoBeTe n momsute OT masonmaHWb TpadBa Ja ce oOMHUC/AT TIpeN 3alOYBaHE HA Tepamnus TpH
NMaUeHTH ChC ChUIECTBYBALA CBhPAcYHa AUChYHKUMA. bejonacHocTTa M (apMaKOKHHETHKATA Ha
Na30NaHud NpHA NaLNeHTH ¢ yMepeHa 10 TeXKa ChpleuHa HeJIOCTAThYHOCT MM TAKMBA ¢ (pakLMs Ha
M3TNacKkBaHe Ha nsaBaTa kamepa (L VEF) noa Hopmara He ca nipoyuBaHH.

[pu KIWHWYHK NpoyYBAHWA ¢ MA30OMaHNO ca HACTBITMIH CHOMTHA HA ChpAevHa IUCHYHKIUA KaTo
3aCTOWHA ChpleuHa HeaocTaTb4HOCT W moHwkeHa LVEF (Bx. Touka 4.8). B pangomMminpano
NpoyyBaHe, CpaBHABAILO mMazonaHud W cyHHUTHHHO npr RCC (VEG108844), wa nmauweHTHTE Ca
W3BLpIIBAHW W3MepBahHud Ha LVEF npw w3xogHoTo HWBO W mpu TnpocieisBaHe. MHokapaHa
nicyHkuusa ce rabmonasa npu 13% (47/362) OT allHEHTHTE B paMOTO Ha 11a30TIaHu0 B cpaBHEHHE C
[1% (42/369) oT nauMeHTHTe B PaMOTO Ha CYHHTMHUO, 3acTolina CbpIe4YHa HENOCTATLYHOCT Ce
Habmrogasa npu 0,5% oT mnanMeHTHTE BBHB BCAKO TEPANeBTHYHO paMo. 3acToMHa C¢hplAedHA
HEJIOCTATBYHOCT ¢ chobleHa npyu 3 ot 240 mamuentn (1%) npoyusaHero #a STS VEG110727 BeR
asa 1il. Hamanarane na LVEF npu nauventy, Ha xouto € u3mepera LVEF cren #3XoQHOTO HHBO
nMpyn npociieasBaHeTo, € oTkpuTo npu 11% (15/140) B pamoTo Ha nasonanud cnpamo 3% (1/39) B
paMoTo Ha nnauebo.

Puckogu thaxmopu

TpunaneceT ot 15-1e mauuenTH B paMoTo Ha nasonanu6 B npoyuyBaHero Ha STS 1B aza [1I ca nmMann
CBITBTCTBALLA XWTEPTOHHS, KOSTO MOXE da € BjIowIwIa ChpledHara IUCOYHKIHA NPH PHCKOBH
MalHeHTH Ype3 YBENWYABaHe Ha ChPACYHOTO HATOBApBaHe, 99% oT mauueHTute (243/246), BKOYeHH
B mpoyusaHeTo Ha STS BbB daza 11, Bknountento 15-te nauuenTH, ca Nony4aBand aHTPALMKIHH.
Hpeoniisa Tepanua ¢ aHTPAUMKITHH Moxe Ja 6bae puckos ¢akTop 3a chplieuHa quchyHKIHS.

Pezyamam
Yetnpuma ot 15-Te nauneHTH ca ce Bb3CTAHOBWIIH HAIILIHO (B paMKUTe Ha 5% OT W3XOOHOTO HURBO), a
5 ca ¢ BB3CTAHOBMNIN YaCTHYHO (B PAMKHTE Ha HOPMANHUTE PAHMIH, HO >5% Noa M3X0IHOTO HUBO).

Eovs nalUeHT He ce ¢ BB3CTAHOBUI, a 3a OCTAHAJIMTE 5 TAlMeHTH HAMAa HANWYHM HaHHHA 34
NpocacAsBaHe.

Osaadasane
IpexscBaHeTo Ha MpUeMa Ha Ha3oNaHXb W/MIM HAMATSBAHETO HA JIo3dTa TpsiGBa [a ce KOMOWHHpA ¢

JIEUSHNE 22 XUIMEPTOHHA (aKO € HaNHLIE, BIXKTE pasdena 3a NpeaynpekicHie 3a XUnepToHus no-rope)
MPH NMALMEHTH ChE 3HAUNTENHO HaManenne Ha LVEF, kakTo e knTWHNYHO moka3aHo.

[TauvenTrte TpsbBa ga Obar BHHMaTEHO HabMoaBany 3a KITMHWYHA NPU3HAIM WM CHMITTOMH Ha
3aCTOHA CLPAEYHA HEAOCTATLYHOCT. [Ipn nauMeHTn ¢ puck ot cbpaguHa AMcPhyHKLMS ce npenopbyba
OUSHKA MPHU W3XOJHOTO HHBO W NepHonyHa ouenka Ha LVEF,

Y apnkarane na QT nHTeppana u torsade de pointes

ITpy KaMHIYHA NPOyUBaHHA € 1a30MaHU0 ca HACTBNUIK cEOUTHA Ha yabkasake na QT ruTeppana u
torsade de pointes (Bx. Touka 4.8). [lazomanu® Tpadea ma ce W3non3ea ¢ MOBWMIEHO BHUMAaHME TIPH
MaLMENTH C aHaMHe3a 33 yabkasaHe Ha QT vuTepsana, Npy NauMeHTH, NPUEMAIA aHTHADHTMHAYHEN
CpeICTBa WIW IpYTH IEKAPCTBEHH MPOAYKTH, KOUTO Morar Ja yaskar QT wHtepsana, u
ChC CBHOTBETHO TpeAXOAHO ChpaedHO 3abonspaHe. Korato ce wanonzea nasonaHu
H3XOOHO W3MepBaHe W NMEPHOAUYHO TIPOCIIC/siBaHE HA elICKTPOKapAUOTPaMHUTE
eNeKTPONUTHTE (Hanp. KAMUNH, MarHe3uii, kanuii) B HOpMaTHH I'paHHLIM.
A prepualiHi TPOMOOTHYHH CHOUTHS




[lpH KIMHUYHK TIpOY4BaHAMA C TNasonaHn® ca HaOMIOAaBaHNW WHOAPKT HAa MHOKAP/A, MHOKADOHA
HCXEMUA, HCXEMUYEH HHCYITT M TIPEXOIHA HCXEMHUHA aTtaka (Bx. Touka 4.8). Habmogasatwu ca daranuu
chbuTni. Tasonann® TpabGBa Aa ce M3N0I3Ba C MOBHILIEHO BHUMaHHME NpPH MALMEHTH, KOUTO ca
H3JT0KEHH Ha MOBUIIEH PHCK OT TPOMOOTHYHH CBEOUTHA HTY KOUTO Ca HMATTH aHaMHe3a 3a TPOMOOTHYIHH
cuONTHA. [lazonaHHl He e mpoyHeH OpW MAUMEHTH, KOUTO ca uManu culWTue npe: npeaxoanurte 6
Mecelia. PeineHueTo 3a medende TpAGBa ga ¢¢ B3eMe Bb3 OCHOBA HAa OLUEHKATA HA CbOTHOLIEHMETO
No3a/pUCK 3a OTACNHUSA NalLWEHT.

Beno3nu tpomGoembonntnm crbutua

[lpn KNUHW4HR NpoydYBaHMA C MA30MaHu® €A HACTHLIIMAM BEHO3HH TPOMOOeMGONMYHKM CLOHTHS,
BKJIIOYHTENTHO BeAO3HA TpoMbo3a ¥ (patanHa benoapodbna embonms. Beapeku e ce HabGIONaBa KaKTo
B npoyusanud Ha RCC, Ttaka v na STS, gecrorata ¢ no-Bucoka B nonysaupsata cse STS (5%),
oTk0JikoTO ¢ RCC (2%).

TpomOoTHuHa Myukpoarr#onatid (TMA)

TMA ce ¢poOuiaBa B KIMHWYHH NPOYUYBAHWA HA MA30MaHHO KaTo MOHOTEpanus, B KOMOHHALNA c
Oewaumsymab n B koMOMHauna c TomoTekad (Bk. Touka 4.8). Tlpy nauwenTn, passuBamm TMA,
JICYEHHETO ¢ Na3oNaHnd TpAbna OKOHYATENHO Ja ce npeycTaHoBr. O0paTiMoCT Ha edekTrTe Ha TMA
e Ha0mooaBaHo Clell NpekpaTABaHe Ha nevyeHneTto. [la3onmaHub He e mnokasaH 3a ynortpeba B
KOMOMHaLUA ¢ ApYT# CpeacTBa.

XeMOparuyHH cEONTHS

[1py kARHKWYHKU DPOYUBAHMA ¢ Ma3onaHuO ca CbOOLABAHKW XE€MOparHuyHW ChOMTHA (BXK. Touka 4.8).
Hactenunm ca atandm xemoparvudu crOmutus. Flazomanud He € nNpoyueH NpH NMauueHTH, KOUTO ca
HMalli aHaMHe3a 3a XEMOMTH3a, MO3bYEH KPhBOU3ITHB HIIM KITMHHYHO 3HAYMM CTOMalIHO-4peBeH (CH)
KpbBOW3NKB 1Ipe3 nocneaHuTe 6 Meceua. Ilazonanu6 Tpabea fa ce u3mon3ea ¢ NOBMIIEHO BHUMaHHE
TIpH TIALREHTH ChC 3IHAYHUTETIEH PUCK OT KPhBOW3JINE.

ANECBDUIMH U APTEPUATIHH THCEKLIUN

Hzmonm3eaneTo Ha MHXMOUTOpH Ha MBETA Ha VEGF nmpu mauventn cve mnw Ge3s XunepToHHA MOXe Na
MOATIOMOTHE 0Dpa3yBaHeTo Ha aHEBPH3MN W/WIHN apTepHanuy Aucekunu. ITpeay 3anousane Ha ipHeMa
Ha I1a30MaHN0, TO3H PUCK TPROBA BHUMATENHO Ja CE TMPELEHH TIPK NAUNEHTH ¢ PUCKOBU (PAKTOPH KaTo
XHNEPTOHUA WA AHAMHE3a 34 aHEBPU3MH.

CromamHo-upesHr {CY) nepdopanuu » dbuctyna

ITp¥ KIHHHYHY NPOYYBAHUS C 11A30MAHUO ca HACTBITMITH ¢HOUTHA Ha CTOMAIIHO-YpeBHa Mepdopanus
witi GHcTyna (BK. Touka 4.8). HacTemmnm ca daranun nepdopaiun. TTazonanu6 Tps6Ba ga ce W3No3Ba
C NOBHIWIEHO BHUMAHHE NPH NaLUNEHTH ¢ PHCK OT CTOMAITHO~YPEBHA nepdopalus Win GUCTYIA.

3apacTBaHe Ha papu

He ca npoBexaany opuinamHy MPOyYBaHus 3a eeKTa Ha Na30NaHUG BLPXY 323/1paRgBaAHETO Ha paHl.
TbH KaTo MHXHOUTOPUTE Ha CbhAOBMA eHpoTeneH pactexeH dakrop (VEGF) Morar aa uapywar
3apacTBAHETO Ha paHW, JIEUCHHETO ¢ NasonaHnd TpaGra ga Ovae criipsHO Haii-mManko 7 AHW Nipedd
MIaHApaHa onepalys. PeiieHneTo 32 Bh300HOBABAHE HAa NpUEeMa Ha MTA3onaHub ciel onepatus Tpaosa
Aa C€ OCHOBaBa HAa KJIMHHYHA MpeLEHKa 3a aJicKBaTHO 3apacTBaHe Ha panaTa. Tlazonann® Tpab
MPEyCTAHOBH NPH MALUKHEHTH ¢ JIEXUCHEHIINA Ha paHaTa.

XUNOTUPEONIN3BEM




Ilpn KJIMHHYHH NPOYYBAHHS ¢ NA30MAHUO ca HACTBNWIHM ChOWUTHS HA XUIOTHPEOUAMIbLM (BiK. TOUKA
4.8). Ipenopwasa ce n1abopaTopHO H3MepBaHe Ha PYHKUMATA HA IHTOBMANATA XKI€3a PH HIXOTHOTO
HHBO, a TIALIMEHTATE ¢ XHIOTHPEOWAM3IBM Tpa6Ba na OBAAT JleKyBaHM CBITIACHO CTaHAAPTHATA
MEAMURHCKEA NpAKTHKA TIpeaH HAYAI0TO Ha JIEHEHHETO ¢ ma3zonaHn®. Benuxkd nmaupenty Tpadsa Aa
OBAAT HaObNrOaBaHH BHUMATEIIHO 3a TIPA3HALM U CHMNTOMH HA OUC(YHKLHUA Ha HIUTOBMIHATA XIe3a
NpH JieYeHHE C TTa30naHnAo.

J1abopaTopHUAT MOHHTOPWHT Ha (YHKLMATA Ha I[UTOBHIHATA Xji€3a TpIGBa 1a ce H3IBBLPIUBRA
NepHOINYHO 1 g C€ YNpaB/igBa CbINTACHO CTAHAAPTHATA MCIHIMHCKA ITPAKTHKA.

TlpoTenHVYpUS

B KAMHHYHKM NpoyYBaHHs ¢ nasonaHw6 ce cbobllaea 3a mporemHypis. IIpenoprusa ce aHamu3 Ha
ypyuHaTa mpH N3XOAHOTO HABO H Clie]] TOBa MEPHOINYHO 110 BpeMe Ha JiedeHHeTo U MalHeHTHTe TpsoBa
Aa ObaaT HabnoJaBaHK 3a BIOWIABAHE HA UpoTeuHypHata. [TpuemMbT Ha nazonaHwé Tpscpa na ce
MpeyCTaHOBH, 4KO NAUHMERTHT pa3Bie HedpOTHUEH CHHAPOM.

CHHApPOM HA TymMopeH nnsnc (TLS)

[losearta na TLS, sxmouurenno garanen TLS, ce cBbp3Ba ¢ ynoTpebara Ha nazonaaut (Rx. Touka 4.8).
lHaugentnre ¢ nosnwen puck o1 TLS ca Te3n ¢ 6bp30 HapacTBaluH TYMOPH, BHCOKA TYMOPHA TeXKecT,
OBOpeuHa auchyHKUns unH nexuppatamds. TTpenw 3arnovBaHe Ha NeueHHETO C Tia3onaHHG Tpsa6ea ga
Ce OOMMCIAT TIPCBAHTHBHW MEPKH, KaTO NEYEHNEe Ha BWCOKM HWUBA HA TIMKOYHA KHCEIHHA W
MHTpaBeHO3Ha xuapatauua. PuckoBuTe naumeHTH Tpsbsa na ObAaT BHUMATENHO HaOMOIaBaHU H
REKYBAHH CbIMAacHO KITWHHYHUTE TTOKa3aHNA.

[THeBMOTOpAKC

B kiMHWYHY TpOy4YBaHMA C MAa30NaHWO NpH asaHCHpal CapKkOM Ha MEKHWTEe THKaHH Ca HaCTBIMIN
CBOMTHA Ha TTHeBMOTOpakc (Bxk. Touka 4.8). [TannenTure Ha nedenne ¢ nazornann®t Tpabea ga 6GbAaT
HAONOAAaBaHN BHUMATEHO 34 MPU3HALM N CUMITTOMH Ha ITHEBMOTOPAKC.

[leguaTpuyna monynagus

Twi Karo MexaHUsMbT Ha JieHcTBME Ha Na3onaHuG MoXe CEPHO3HO Ja MOBIHMAE Ha pacTexka M
CHIPABARCTO Ha OPranuTe N0 BpeMe Ha paHHOTO NOCTHATANIHO pasBUTHE TIPH TPH3adH (BXK. To9ka 5.3),
nasonanu He TpAORa a ce TpHara Ha TIEAUaTPUYHH NALMEHTH HA BB3PAcT MOA 2 roauHH.

Hudexkuny

CroOmaBann ca ciydan Ha cepuosnu WAGEKNMK (Che wim Ge3 HeyTpPOTEHHSA), B HAKOH CTy4aM C
(atalieH H3X0xA,.

KoMOHMHaUHA ¢ IPYTH CHCTEMHM NPOTHBOPAKORY TEPAITHU

Knnnnunure npoyusBanus Ha nasonaHuG B KOMOUHAUMA C peavilia APYTH NpOTHBOPAKOBM TEPanuu
(BKJTIOYHTENIHO HAMPHUMED TIEMETPEKCEN, NanaTHHNG Wi nemOponuiymad) 6sxa npekpaTeHH paHo
OpajH OTfaceHHs 3a MOBHUISHA TOKCHWYHOCT W/HIW CMBPTHOCT M C TE3H CXEMH HE € YCTAHOBEHA
Oe3onacha u epexTnBHA KOMOHRUpana no3a.

bpemeHHOCT

IpeakaHHUYHNATE NPOYUBAHHSA P XHUBOTHH MOKA3BaT PENPOLYKTHBHA TOKCHYHOCT (BIK. Touka 5.3).
AkQ nasomanud ce W3Non3Ba NO Bpeme Ha OPeMEHHOCT MNH aKo MaUEHTKaTa 3abpeMejes ¥

nonyvasa nazomnanuy0d, NMoTeHUWaNHaTa ONMacHOCT 3a maoda Tpgbsa ma ¥ 6bae obsc e
ACTepO/IeH moTeHuWan TpsabBa Ja ObAaT MOCLBETBaHM Ha M30ArBar 3a0peMeHsBang
neveHue ¢ nazonaHnd (sxk. Touka 4.6).




BiaumonelicTens

EnHOBpeMEHHOTO NIeYeHHE Che CHTHA WHXUOuTOopH Ha CYP3 A4, P-riukonpoTtend (P-gp) WM NpoTerH
3a PE3UCTEHTHOCT KBM pak Ha rbpaarta (BCRP) tpsGea n1a ce m3barea nopaam puck oT NOBHINEHA
EKCTIO3MLHA Ha masonaHnd (BK. Toyka 4.5). Tpabea pga ce oOmHcnM M30op Ha anTepHATHBHM

CBIBTCTBALLN IEKAPCTBEHN NPOAYKTH 0e3 ¥l ¢ MHHUMAaJIeH NoTeHIRan 3a HHxnoupane Ha CYP3 A4,
P-gp nnu BCRP.

EnxoBpeMeHHOTO fiedenne ¢ HHAYKTopH Ha CYP3A4 TpabBa na ce n30sArea nmopajay puck oT HaMaleHa
EKCTIO3UUNS Ha NAa3onanud (Bxk. Touka 4.5).

HaOntoflaBauu ca cjlyyau Ha XUneprivkeMns mpu ¢ JHOBPEMERHO JIeHeHHE ¢ KETOKOHA3OI.
EnHOBPEMEHHOTO TPHUJIOXKEHHE Ha NazonaHub cbe cybeTpaTH Ha ypuAHH mudocdaT TMOKYpPOHHI
TpaHcgiepasza 1A 1 (UGTIAL) (manp. upuHOTEKaH) TpsaOBa ia ce NpeNnpUeMa ¢ NOBALIEHO BHUMAHKE,

ThbH KaTo na3onanub € naxuburop Ha UGT1A]1 (BX. TO4Ka 4.5).

COKBT OT rpeingpyT TpadBa fa ce M30ATBA MO BpeMe Ha JiedeHHne ¢ NTa3onaund (mx, Touka 4.5).

TToOMOTIIHN RelleCTRA

To3u nekapcTBEH TPORYKT ChABPKA TI0-MaNko oT 1 mmol Hatpuh (23 mg) Ha duaMmupana TabneTka,
T.€. TO 10 CBIIECTBO HE ChABLPXKA HATPHI.

4.5 BsammojeiicTBHE C APYIN JieKaPCTBEHH NPOAYKTH U APYTrH G opMH HA BIaUMOoJeiicTBHe

Edexty ua ' JeKapCTREHU NMPOIAVKTH BRDXV Na3onannt

In vitro Npoy4YRaHyg NMPEANOIAray, Y€ OKCUAATABHUAT MeTa00IM3bM Ha Na30naund B MUKPO30MHTE Ha
yepHys Apob Ha woBeka ce Meanupa ocHoeHo 0T CYP3A4, ¢ mesnauntenen npunoc va CYPIA2 n

CYP2C8. Crenosarento waxuburopute U nHaykTopuTe Ha CYP3 A4 MoraT f1a TpoMeHsT MeTabonmamMa
Ha na3onannb.

Huxubumopu na CYP3A4, P-gp, BCRP
Ha3zonanw0 e cybcrtpar 3a CYP3A4, P-gp n BCRP.

EnHoBpeMeHHOTO npuiokenne Ha na3onadut (400 mg BeaHLX AHEBHO) ChC CHUJIHMA HHXUOHUTOp Ha
CYP3A4 n P-gp xetoxoHazon (400 mg BeHEBX JHERHO) B TIPOABIDKEHNE HA 5 MOCTeAOBATENIHY JHN
BOJU CBOTBETHO 10 66% u 45% ysenuueHnune Ha cpegHata AUC 24y W Crax Ha Mazonanu6 cripsimMo
npunaraneTo Ha nasonaHud camocroatenHo (400 mg BEOHEK NHEBHO B NPONBIKEHHE HA 7 IHM).
Cpasrenns Ha (papMakOKMHETUYHHTE MapaMeTpy Ha Masonalut Cuax (AMana3oH Ha CpeyHUTE
croiiHocT! oT 27,5 mo 58,1 ug/ml) m AUCq.4 (nmanazon uHa cpesnute crofiHoctn ot 48,7 no
1040 pg*h/ml) cmen mpunoxkeHue Ha masonanut 800 mg caMocToATENHO U clej NPWIOXKEHNEe Ha
nazonahub 400 mg 1 ketokonason 400 mg (cpeana Cmax 59,2 pg/ml, cpeana AUC.24)1300 pg*h/ml)
MOKa3Ba, 4e B TPUCBHCTBHETO HA culeH CYP3A4 w P-gp wuxuburtop HamansBane Ha [no3arta Ha
rmrazonauud 400 mg 0 BEAHEX AHEBHO TIPH [MOBEUETO MALUEHTH [Ie JoBeje N0 CUCTeMHA eKCTTO3U LM,
noaodna Ha HabmoaaBaHaTa cneq npuaarane Ha 800 m g nMa3onaHnd BeJiHbK AHEBHO CAMOCTOSITEHO.
Hskon naunenTy obaye Moke Oa HMMaT cUCTEMHA eKCMO3MLUMA Ha Na30maHu®, No-roniMa oT
nabmonasaHara crielt npuwiarave Ha 800 mg nazonannb caMoCTOATENHO.

ENHOBPEMEHHOTO NpUNOKeHHE Ha Na3oflaHH® ¢ APYTHM CHAHM MHXUOGHMTOPHM OT ceMeiicTBOTO Ha
CYP3A4 (Hanp. NTpakoHa3oM, KIApUTPOMHIINH, aTa3aHABHD, WHAWHABYD, Heda3o/oH, HelpUHaBMp,

naszonaHud. CokbT OT rpelindpyT cbIbpxka wHxuoOuTop Ha CYP3A4 u Moxke cb
Ma3MEHNUTE KOHUEHTPaALUH Ha nazonaHub.




Ipunaraneto xa 1500 mg nanatuu6 (cyberpar u cnab HHXHOUTOp HAa CYP3A4 u P-gp u mouieH
naxubntop Ha BCRP) ¢ 800 mg nasonauub soan no npubmmamtento 50% 10 60% YBEJIMUCHUEC HA
cpeanata CTOAHOCT Ha AUC24) ¥ Cyuax Ha Tla30MaHuG B CpaBHEHWE C NPHIOKEHWETO Ha S00 mg
Na3onaHnt caMoCTOATENRO.
Wuxubupanero wa P-gp w/unmm BCRP oT nanatunub BEPOATHO € JOMPHHECTO 3a TIOBWLIEHATA
€KCTIO3NUMA HAa Ha30nadub.

ENHOBpEMERHOTO TPHUNOKEHNE HA na3onaHubd c WHxHOnTOp Ha CYP3A4, P-gp n BCRP kato
nanaTHWG e JOBEIE JI0 NOBHWABAHE HA TUIASMCHHTE KOHIEHTpAllUM Ha na3onasub.
ENnoBpeMEHHOTO MPHITOXkERHE ¢ MOIHM MHXHOHTODH Ha P-gp wmi BCRP Moxe cho na npomeHn
CKCIIOSNUAATA M Pa3TIDERENEHNETO Ha NAsONaHHO, BIMIOYHTENHO PasnpelencHHeTo B UCHTpPaNHATA
HepsHa cuctemMa (L[HCQ).

EnHospemennaTa ynotpe6a Ha nasonanub ¢bC CHIICH naxuorTop Ha CYP3A4 TpsidBa da ce n3bArea
{(BX. To4Kka 4.4). Ako HAMA MeNLTHCKY MPHEMITHBA AJTEPHATHBA HA CHJICH naxntntop Ha CYP3AA,
MO BpeME Ha €AHOBPEMEHHOTO NMPHUNOXKEHHE f03aTa Ha Ma3onaHud TpsbBa da ce HaManmH 1o 400 mg
nuesHo. B Takusa ciydan TpabBa Oa ce oOBpHE CHIEHMATHO BHAMAaHME HA HEXKENAHUTE NEKaPCTREHU
peakuuu U Mozke J1a ce 0OMHUCIH JOTTLITHHTETHO HaMallsBaHe Ha J103aTa, aKO Ce HA6MI0AABAT Bb3MOXHY
HEXeNaHu peakLnun, CBbP3aHu ¢ JIEKApCTBOTO.

Kombunaumsra cue cunamn unxuburopu Ha P-gp wim BCRP TpsOBa Aa ce W30ATBa WITH Ce NpenopbYBa
M300p Ha anTepHATHBEH CLITLTCTBALL JIEKAapCTBEH MpoAYKT 0€3 WIW ¢ MHHUMAJEH IOTenuuan 3a
HHXuOnpaHe Ha P-gp unn BCRP.

Huoyxmopy ua CYP3A44, P-gp, BCRP

MHaayxropn na CYP3A4 kato pudhaMuH MOTAT 1a HAMAJIAT [i/1a3MeHHTE KOHLICHTPAIIMH HA Ma3onanxo.,
ENHOBpEMEHHOTO MPUIIOKEHHE Ha NA30MAHHG ¢ MOUIHY uHaykTopn Ha P-gp wnu BCRP Mmoxke na
MPOMEHH EKCTIOSHIMATA W pasTIPE/IENICHNETO Ha Ma30TaHuG, BKIMOYHTENHO pasnpeenenneTo B L[HC.
IMpenopbusa ce H3G0Op Ha ANTEPHATHRHO CHITLTCTBALLO JEUeHNHE 63 HIN ¢ MHEHMATeH MOTEeHIHAN 32
UHIYUAPaHE HA eH3UM KIIH TPAHCIIOPTeH NPOTENH.

Edexty Ha n1asonannG BbPXy APYIH IeKapCTBEHH POIYKTH

In vitro npoyuBanna ¢ YOBeWIKH YepHOIPOGHH MHKPO30MH [10Ka3Bat, 4¢ mazonaHu® meHxuonpa CYP
€HalmuTe 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2E1. INoTeHnnanHaTa WHAYKIYR Ha 4opemkn CYP3A4
Oelle JleMOHCTpUpaHa B in vitro doBemku PXR amanms. Knunuunu (papMakoIOrH4HN POYYBAHHS,
W3nosI3Balin nasonann® 800 mg BeiHbK JHEBHO, MOKA3BAT, Ye MA30MAHKO HAMA KIMHMYHO 3HAUMM
EPEKT BHPXY (PapMaKOKHHETHKATA Ha KodeHna (Mapkeper cyGerpar Ha CYP1A2), eapdapuna
(MapkepeH cyberpat Ha CYP2C9) umn omenpasona (Mapkepen cy6etpar Ha CYP2C19) npu naupenTn
¢ pak. [Tazonann6 oy o nosrwasawre ¢ npnbausnrenso 30% Ha cpeanaTta AUC n C.x Ha MHgazonam
(MapkepeH cy6crpaT Ha CYP3A4) u niosritarane ¢ 33% 10 64% B ChOTHOILEHHETO Ha KOHUEHTPAUMHTE
Ha nexcTpoMerpodaH cnpsmo  gekctpodaH B ypHHaTa chen NMEepPOPATHO  TIPANIOKEHNE Ha
aekctpometopdan (Mapkeper cyOctpat Ha CYP2D6). EnHoBpeMenHOTO MpUNONKeHWe Ha Nazonanud
800 mg BenHbK OHEBHO W makmHTaxcen 80 mg/m2 (cyGetpar va CYP3A4 u CYP2C8) semnbxk
CCAMHUYHO BOAH A0 CPEAHO YBENHUYEHUe CbOTBETHO 0T 26% 1 31% Ha AUC u Cmax Ha MaKAHTAKCEN,

B®3 ocHoBa Ha in vitro ctoitHocTTa Ha [Cso M in vivo nna3MeHaTa CTOHHOCT Ha Cyay, METAOOIHTHTE HA
naszonanub GSK 1268992 u GSK 1268997 morar na monpuHecaT 3a HeTHUs HHXHOUTOpEH edexT Ha
nasonankbd cnpsmMo BCRP. OceeH ToBa He MoOxe Ja ce M3kmoun nuxpbupane na BCRP u P-gp or
Ma30NaHNd B CTOMAIDHO-YPEBHHS TPakT. EJHOBpPEMEHHOTO npunaraHe Ha masomanu® ¢ apyrd
nepopanuu cydctparit Ha BCRP u P-gp Tpsa6Ba Ja cTaBa ¢ MOBUILERO BHUMAHHE.

{n vitro nazonawn® WHXHOUPA YOBELIKHN OpraHHY4eH aduoHEH TPaHCHOPTHpALl Mo
(OATPIBI). He Moxe ga ce wW3kmoun, Ye NazonaHu6 Oie TOBIHs¢ Ha (papMakoKHH

cyberpatire na OATPIB1 (Hanp. cratvsm, BX. »EGEKT OT eHOBpeMenHaTa yroTpeGa
¥ CAMBAacTaTnH® mo-gosy).




INazonannG e MHXHONTOP Ha exsHMa ypuanH AudocdormokypoHosnt Tpanchepaza 1A 1 (UGTIAD) in
vifro. AKTHBHHAT MeTabonutr Ha wupwHOTekaH SN-38 e cy6Gerpat 3a OATPIBI u UGTIAL
EanoBpeMenHOTO TIpiioskeHVe Ha masomaHrlb 400 mg BemgumX JHEBHO ¢ LerykcuMab 250 mg/m? u
npuHoTekan 150 mg/m* Boay 1o npubnu3nTento 20% yBenMyeHue Ha CHCTeMHATA eKCIo3nIus Ha SN-
38. 11azonannd moxe fa UMa MO-roJAMO BIUSHHE BBPXY AWCIOZHIMATA Ha SN-38 npH naiyerT™ ¢
ronMopdrsem o UGT 1A 1#28 B cpaBHeHHe ¢ NallMeHTH ¢ anen OT JWB THIL. BLIpeKH ToBA TeHOTHITHT
UGTIA] ne BWHaru Mpeickazea edekTa Ha T1a3omaHdd BBPXY AWCHIO3HIMATA Ha SN-38.
EnHorpeMenHoTo npunarade cwc cybcrpat Ha UGTIA1 TpabBa na cTaBa ¢ MoBUIIEHO BAUMAHHE.

EdeKT OT eJHOBpeMeHHaTa yioTpeba Ha nazomanud H cHMBACTATHH

EnnospeMenHata ynorpeba Ha ma3onaHn® W CUMBACTaTHH NMOBHMINABA YECTOTATa HA MOBMLLIABAHE HA
ALT. Pesynratute OT MeTaaHanus, H3MOM3Rall OOCAMHEHHM HaHHW OT KJIMHWYHH TPOYYRAHUA C
nazonauno, nokaseart, ye ALT >3x ULN ce cwxobuiasa npu 126/895 (14%) ot natmeHTHTe, KOUTO HE
ca ynorpebsiBaiH cTaTHMHW, B cpaBHeHne ¢ 11/41 (27%) oT nauueHTNTE, KOMTO Ca MpHEMAany
€AHOBPEMEHHO CHUMBACTATUH (p = 0,038). AKO MalMeHT, nojyyasaill eJHOBPEMEHHO CHMBACTATHH,
passue nosuileHne Ha ALT, crienBaiite ykazanusaTa 3a Jo3MpoBKa Ha Ta3oNannG W pekpaTeTe mpHeMa
Ha CUMBACTaTHH (8. ToUka 4.4). B monuiHeHHe, eAHOBRpEMEHHATA YIIOTPe6a Ha TlazonaHus u gpyrd
CTaTHHN TpAOBA Aa ce MpeANpHeEMa ¢ MOBHILISHO BHUMaHHE, Thil KaTO HAMa NOCTATBYHO HAIHYHAM
JaHAH, 34 a C€ OUEHY TAXHOTO BB3ACHCTBHE BbpXy HABaTa HA ALT. He Moe a ce W3KIIIOUN BIIHSAHHE
Ha riazonanul BepXy (PapMaKOKHHETWKAaTa Ha JPYTH CTATHHW (Hamlp. aTOPBACTATHH, (JyBacTaTHH,
NpaBacTaATHH, pO3yBacTATHH).

EdekT Ha xpaHata BEpxy N1a30naHub

[Tpunokennero Ha nasonaHH® ¢ XpaHa ¢ BUCOKO WM HMCKO ChABKAHWE Ha Ma3sHMHH BOAW [0
npubausuTento 2-kpatHo ypenudeHue Ha AUC m Cpa. CremoBatenso nasonanu6® Tpsa6a aa ce
nMpuara Han-manxo | gac mpeay win 2 yaca cleg XpaHeHe,

JlexkapCTBEHH NpPOAYKTH, KOWTO nlosninapat pH Ha cToMaxa

EAHOBpPEMEHHOTO TIpUNoKeHne Ha Tazonanud ¢ e3oMenpasoll HaMalsBa GMOHAMYHOCTTA Ha

nazonann® ¢ npubnuszurtento 40% (AUC u Cpax) ® TpaAGBa na ce u3bArea e€QHOBPEMEHHOTO
MpUNoXKeHNe Ha nazonaHud c Jexapcrea, KOUTO nosullasat pH Ha cTomaxa. AXO eJHOBpeMEHHaTa
ynorpeda Ha WHXHONTOp Ha mpoToHHaTa nomna (PPI) e MenuumHckH HeoGXoaWMa, CE NpenopsYBa
Jlo3aTa Ha Tlasonaend ga ce npuema 0e3 XpaHa BeOHBX AHEBHO Bedep egHorpeMeHHo ¢ PPL Axo
€/JHOBPEMEHHOTO TpUSiOKeHHe Ha H2-peuenTopeH aHTAarOHUCT € MEJULMHCKH Heobxoaumo,
nazonanud TpadBa a ce npuema 6e3 XpaHa Hali-Manko 2 9aca npesay nny Haii-manko 10 yaca cnen nosa
ot H2-peuenTtopuus anraronnct. [lazonannd TpsaOra ga ce npunara Had-manko 1 gac npeau unu 2 yaca
cren TPHIOKEHHETO Ha KpaTKodeHcTBamM aHTHAuMgd. Ilperopekute 3a ToBa kak PPl n H2-

PEUENITOPHATE AHTATOHUCTH c€ NpUiaraT eqHOBPEMEHHO CE€ OCHOBAaBAT Ha (HIHONOTHYHH
CHLOOPpaKeHH .

4,6 DepTHIUTET, OPEMEHHOCT ¥ KEpPMeHe

bpeMennocT/KoHTpanenus IpH MBKe U OKEHH

JInncear aocrarbuHo AaHHU 3a ynortpedara Ha nasonaHu® npu GpemesHM xenn, Flpoyusannsra npu
JKWBOTHH MOKa3BaT penpodyKTHBHA TOKCHYHOCT (Bx. Touka 5.3). IToTeHUMaNHWAT pHUCK 3a XopaTa ¢
HEHN3IBECTECH.

IMTazonanunb He TpabBa aa ce npuara mo BpeMe Ha OPEMEHHOCT, OCBEH aK0 KIWHHIHOT
’KeHaTa N3UCKBA TeYeHWe ¢ Masonanub. Ako MazonaHub ce H3NON3Ba 1o BpeMe Ha Ope
marreHTkara 3adbpeMeHee, JOKaTo NoNyyasa Na3onaHud, MoTeHIHANHATa OMACHOCT
M OB/1c 00sAcCHeHa
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JKenuTe ¢ AeTeposnieH noteHunan Tpadna Jia ObAaT ChBEeTBaHU Aa H3MON3BAT afeKBaTHA KOHTpaLe N
110 BpEME Ha JICYEHHETO W NMOoHe 2 ceAMULH clie] TTOCNeIHaTa J03a NMa3omaHnd, KakTo » aa H3OATBaT
3a0peMeHsIBaHe 110 BpeMe Ha JIEYEHHE ¢ Haz0IManus.

launentnTe OT MBXKH TOJT (BKIIOYMTENHO TEIH, MPETHPIENN BA3eKTOMHS) TPAGBA 14 M3IMON3BAT
Mpe3epBaTHBU M0 BpeMe Ha TIOJIOB aKT, JOKATC MpHeMAaT Na3onaHud W Hal-Manko 2 CeOMKLH cliel
Mocje/iHaTa 103a Ma3onanud, 3a Aa N30€rHaT NOTEHLHANHA eKCTIO3HIUA Ha JIEKAPCTREHHS TIPOAYKT Ha
OpeMEHHR NapPTHLOPKHM M NapTHEOPKH ¢ PENpoAYyKTUBEH MOTEHUHAI HA JIEKAPCTBEHHS MPOAYKT.

KbpMeHe

bezonacHocTTa Npu ynoTpeda Ha nazonaHud Mo BpeMe Ha KbPMEHE HE ¢ yCTaHOBeHa. He e m3BecTHO
JlajIn na3enaHub WM HETOBNTE MeTabONUTH ce eKCKpeTHpaT B kepMata. HaMma Jannu ipH *KHBOTHH 32
CKCKpEeLMA HA Ma30TaHH0 B XUBOTMHCKOTO Misiko. He MoXe Ja ce W3KTIOYW PHCK 33 KEPMAYeTaTa.
KbpMeHnero Tpsa0Ba 1a ce peycTaHOBH 10 BpEME Ha JIeYeHHe ¢ Na3onanub.

DepTnavTeT

[TpoyuBannsTa Npu KMBOTHW NMOKa3Bar, 4e EPTHANTETLT ApH MBKETE W KEHUTE MOXke Aa Onie
MOBIUSH OT JIEUCHHUETO € Ma3onmaHnG (BxkK. Touka 5.3).

4.7 EdexTn Bbpxy cnoco0HocTTa 32 modupane u pabora ¢ MAIITMHA

Hazonann® G.L. Pharma He MoB/HMsABA WM NOBIIHABA TIpeHE6PEKUMO crIOCOBHOCTTA 3a IWoduUpate ¥
paboTta ¢ mainnrd. OT (apmakonorusTa Ha na3onaHut He MOXKe Na ce MPEABWIN HeraTHBEH edeKT
BbPXY TaKWBA A€HHOCTH. KNHHUYHUAT CTATyC Ha NaLMEHTA i TPODMIIBT Ha HEXENAHHTE PeakinM Ha
nazonaHud TpsbBa na ce HUMaT TPeABHJ, KOrato ce pasriexkaa crnocoOHOCTTa Ha TalMeHTa Ia
W3MbITHABA 3a/1aY¥, KOUTO W3HCKBAT MpeleHKa, NBUTaTeJIHH WIW KO'HUTUBHN yMmeHus. ITauweHTuTe
Tpadea na n30srBatr wodupane niu paboTa ¢ MaLIMHK, aKO CE YyBCTBAT 3aMasiHW, YMOPEHH WNH clabu.

4.8 HexeJaHH TeKAPCTBEHH PeaKIUH

O0606ienne Ha npoduna Ha He301acHOCT

OOCexyHeHH JaHHA OT OCHOBHOTO mpoyyBane Ha RCC (VEG105192, n=290), pasimHpeHoOTo NpoOyUBaHe
(VEG107769, n=71), unorebpxgaBamoro mnpoyusane d¢aza Il (VEG102616, n=225) nu
PaHAOMI3IUPAHOTO, OTKPHUTO, NapaneHO-rpynoso, HenHdepuopHo npoyueaHe ¢asa I (VEG108844,
n=557) ca otieHeHn B 0B1aTa oueHKa Ha 6€30MACHOCTTA W TOHOCMMOCTTA Ha Ma30MaHHG (061mo n=1 149)
npu naireHTV ¢ RCC (B, Towka 5.1).

OGexnHennTe JAaHHU OT OCHOBHOTO npoyysaHe Ha STS (VEG110727, n=369) u TOTRBPKAABALLOTO
npoyusare ¢asa [I (VEG20002, n=142) 6sxa oueHeHu B ofmarta oueHka Ha 6e30MacHOCTTa U

MOHOCUMOCTTa Ha Ma3oMaHnO (00wWa Nomynanys 3a oueHKa Ha 0e3onacHocTTa n=382) NMpH NMalieHTH
¢be STS (BX. Touka 5.1).

Hali-BaxknTe CeprHo3HHM HexeNaHu peakUdH, ofipejenenu B nmpoyusanusta Ha RCC wmnm STS, ca
NpeXo/lHa NCXCMHYHA aTaka, WCXEMWYEH HHCYNT, MHOKapAHa HCXEMHs, MMOKAPAEH M MO3bYeH
MHAPKT, cbpaeuHa AMChYHKUMA, cTOMAWHO-4pesHa nepdopauus n GucTyna, yAbIkagane Ha QT
unTepeana, Torsade de Pointes u 6enoapoben, cTOMALIHO-YPEREN W MO3LYEH KPBBOH3ITHE, KATO BCHUKH
HEXENaHW peakunn ce crobwasar npu <1% oT nexysanuTe nauuentd. Jpyr# BaXHW CEPHO3HH
HEKEIaHN peakUnK, OnMpeRec/ieHH B MpoyuBaHus Ha STS, BkMOYBAT BeHO3HH Tpomboe
CHONTHS, leBOKaMepHa IUC(YHKLKA ¥ THEBMOTOPAKC.

DaranHute CLOMTHA, KOMTO C€ CYUTAT 32 BL3MOXHO CBLP3aHH C MAa30OTAHHO,

4PEBEH KPbBOU3NKB, OeNoipobeH KPpBBONINAB/XEMONTH3A, HAPYLIEHA YEPHOIPOOHA
nepgopalis 1 UCXeMHYEH WHCYIIT.
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Hali-qecTnTe HeXellaHM peakUnH (BE3HMKHANH Npu Half-manko 10% oT malMeHTHTe) OT BCAKA CTEMEH
B poyuBaHusaTa Ha RCC w STS, siomousat: Auapusi, NpoMAHa HA LIBETA HA KOCATA, XUMONHTMEHTALHS
Ha Koxata, ekchonuaTueeH 00pUB, XMNEepTOHHS, rajieHe, rnaBobonue, yMOpa, aHOPEKCH:A, MOBPBLIAHE,
AVCTEY3Hs, CTOMATHT, HaMalleHo Terno, bonka, MOBNIIEHA ANlaHUH aMHHOTpaHcdepasa W TOBHIIEHA
acrapTaT aMMHoTpaHcpepasa.

HexxenaunTe nekapCTBEHN PeakUH, BCHUKY cTeneHH, chobiiern npy nauuent ¢ RCC n STS nnn no
BpEMe Ha NOCTMApPKETHHTOBUA MEPHO/], ¢a H30POEHH MO-A0MY MO CHCTEMO-0PTaHHHTE KIIaCOBE, YECTOTA
W CTEMeH Ha TexkecT o MedDRA. 3a knacndwinmpane Ha yecToTaTa ce H3MTON3BA ClieAHATA KOHBEHLMA:
MHoro 4yectH (>1/10), uectn (o1 21/100 g0 <1/10), Heuectu (oT>1/1 000 o <1/100), peaxu {oT=>1/10
000 no <1/1 000), MHoro peaxn (<1/10 000) u ¢ Hen3BecTHa YecTOTA (OT HATMYHNTE JAHHH HE MOXKE
1a ObJe HalpaBeHa OleHKA).

Kareropyunte ca onpeneneHW Bb3 OCHOBA Ha abCOMOTHHTE YECTOTH B JaHHHTE OT KIMHHUHWTE
npoyuBaHusa., [focTMapKkeTUHTOBWUTE JaHHU 3a 0e30MACHOCT W INMOHOCMMOCT BBB BCHYKH KITHHWYHH
MPOYUYRAHNA Ha Na30NaHud U OT CTIOHTAHHW AOKIIAAM ChINO ¢4 OlieHeHH, B pPaMKHTE HA BCCKH CHCTEMO-

OpTaHeH KJTac HeXKCHAHNTE PEakUHW ¢ eJHa M Cbilja YeCTOTa Ca NMPeACTABEHH B HU3XOIAL pej Ha
CEPHUO3HOCTTA.

TabauveH cnUCHK HA HEXEJIAHUTE NEKAPCTREHH PEaKLiH

Taémuua 2 Ceup3aHi € JeUeHHETO HEMKeJaHH PeakluH, cLofmenn B npoyuranns Ha RCC (n =
1149) uiim 1o BpeMe Ha NIOCTMaPKeTHHIOBUS NEPHOS

Cucremo-opranes | Yecrora | Hexenaun peakuun | Benuknu Crenen3 | Crenen 4
KJAC (BCHYKH CTerneHH n (%) n (%)
CTENEeHH) n (%)
Yectn HHdexkumnu (che unn C C C
be3 neyTponesus)t HEW3BECTHA | HEM3BECTHA | HEM3BECTHA
Hndexkunn u YeCTOTA YECTOTa YECTOTA
HHpeCcTANHA Hegectn | Mudekuns Ha Benimte | 1 (<1%) 0 0
Hudekuuosen [ (<1%) 0 0
HEPUTOHUT
Heomnnazmu — Hegect | TymMopna Gonka 1 (<1%) 1 (<1%) 0
A00pOoKaYeCTREHH,
3JI0KAYECTBEHH H
HeonpeaeaeHH (BKIL.
KHCTH H IOJHITH)
YectH TpomOonuTonenns 80 (7%) 10 (<1%) 5 (<1%)
HeyTponeHus 79 (7%) 20 (2%) 4 (<1%)
JIeBKONIEHUS 63 (5%) 5 (<1%) 0
Heuectn | [lonumureMus 6 (0,03%) ! 0
HapymeHng Ha Peqxu TpomboTHUHA C C v
KPBBTA H MUKPOAHTUONATHA HCH3BECTHA | HEW3BECTHA | HEHU3BECTHA
" JHUM$HaTa (BKITIOTHTEJTHO YeCTOTa yecToTa YeCTOTA
cHCeTeMaA TpOMOOTUYHA
TPOMOOUNATONEHHUYHA
nypnypau
XEMOJIUTHYHO-
YPEMHUYEH CUHAPOM)T
Hapymenus na Yectu XHAMOTHPEONIUZBM 83 (7%)

eHIOKpPHHHATA
CHCTEMA
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Mwuoro | Hamarnen anetur* 317 (28%) | 14 (1%) 0
YECTH |
Yectn Xunodgocdaremus 21 (2%) 7 (<1%) 0
HapymeHus Ha Hexupparauys 16 (1%) 3 (<1%) 0
MeTADOIHIMA T Heuectnn | Xunomartesnemus 10 (<1%) 0 0
XPAHEHETO C CHHApOM HA TYMOpEH | C C v
HEM3RECT | IN3NC* HEM3BECTHA | HEM3BECTHA | HEW3BECTHA
Ha 4eCcToTa YecToTa YeCTOTa
YeCTOTA
Ilcuxuunn YecTn beicnHne 30 (3%) 0 0
HAPYLUICHHHA
MHoro | Increy3us® 254 (22%) | 1 (<1%) 0
qeCTH I"maroGonue 122 (11%) | 11 (<1%) 0
YecTn 3amMagHOCT 55 (5%) 3 (<1%)  (<1%)
neTaprus 30 (3%) 3 (<1%) 0
i lapecTesus 20 (2%) 2 (<1%) 0
[Mepudepra cenzopua | 17 (1%) 0 0
HEBPOTIATHY
Hevectn | Xunoecresus 8 (<1%) 0 0
[Tpexonna ucxemuuna | 7 (<1%) 4 (<1%) 0
HapylueHns Ha aTaka
HEePBHATA CHCTEMA CBHIHBOCT 3 (<1%) 1 (<1%) 0
Llepe6poBackynapen 2 (<1%) 1 (<1%) 1 {(<1%)
MHUHJICHT
McxeMHYeH HHCYIIT 2 (<1%) 0 1 (<1%)
Penxu CuHjpom Ha obpaTthma | ¢ C C
NOCTEPAOPHA HEU3BECTHA | HEM3BECTHA | HEW3BECTHA
eHLepaNoNaTHA/CHHAPO| YECTOTA YecToTa yecToTa
M Ha o0paTtuma
MocTepHOpHA
nepxoeHuedanonatuat
Yectu 3aMBrICHO 3pEeHNE 19 (2%) 1 (<1%) 0
Hevectn | Ornensane Ha 1 (<1%) 1 (<1%) 0
Hapymenns Ha perunataf
Paskncrpane na 1 (<1%) 1 (<1%) 0
OUMNTE
peTuHaraf
[IpomsaHa B LBETA Ha 4 (<1%) 0 0
MUTTINTE
Heuectu | bpagnkapans 6 (<1%) 0 0
Crpaeunn MHdapkT Ha Muokapaa | 5 (<1%) 1 (<1%) 4 (<1%)
HapyLIeHUs Coepaeuna quchynxups’| 4 (<1%) 1 (<1%) 0
MuokapaHa NCXeMus 3 {(<1%) 1 (<1%) 0
Muoro | Xunepronus 473 (41%) | 115(10%) | (<1%)
YECCTH
HecTH I"Opeury BbIHH 16 (1%) 0 0
BeHo3HO 13 (1%) 6 (<1%) 7 (<1%)
TpoMBoeMOOoITNYHO
CLOHTHE®
Ceaosn napymenus 3adeprsaBaHe 12 (1%) 0 0
Hevectu | Xunepronnusa kpusza | 6 (<1%) 0 2 (<1%)
XeMoparns l (<1%) 0 0
Penkm AHEBPH3IMH 1 C C an
APTEPHAITHH JUCEKIHMUT| HEW3BECTHA | HEU3BECT
YeCTOTA YECTOT.
PecniupaTopHn, Yectn Enmmcraxcuc 50 (4%) 1 (<1%
TPhLAHH H auchonnd 48 (4%) 0
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MeHACTHHAJIHHA HucniHes 42 (4%) 8 (<1%) 1 (<1%)
HAPYIUIERHS XeMonTH3a 15 (1%) 1 {(<1%) 0
Heuectn | PuHopes 8 (<1%) 0 0
bemoapoben 2 (<1%) 0 0
KpPbBOW3THB
ITHeBMOTOpaKe 1 (<1%) 0 0
Peaxu HUnrepctvmuanna C C C
OenogpobHa HeU3BECTHA | HEM3BECTHA | HEW3BECTHA
Gonect/mHeBMOHHTT 4eCTOTA JECTOTA YeCTOTA
Muoro | JInapus 614 (53%) | 65 (6%) 2 (<1%)
HEeCTH I'agene 386 (34%) | 14 (1%) 0
[Tosphinane 225 (20%) | 18 (2%) 1 (<1%)
boJika B kopema® 139 (12%) | 15 (1%) 0
Hectu CToMarut 96 (8%) 4 (<1%) 0
Nucnencud 83 (7%) 2 (<1%) 0
MeTteopu3sM 43 (4%) 0 0
[Tonysane Ha kopema | 36 (3%) 2 (<1%) 0
A3BM B ycTaTa 28 (2%) 3 (<1%) 0
Cyxorta B ycTara 27 (2%) 0 0
Heuectu | ITankpeatnT 8 (<1%) 4 (<1%) 0
PexTanen kpheouznue | 8 (<1%) 2 (<1%) 0
XeMaroxe3ns 6 (<1%) 0 0
CToMaiHOo-4peBEH 4 (<1%) 2 (<1%) 0
KPLBOH3/IUB
MeneHa 4 (<1%) 1 (<1%) 0
HecTH u3xoxXaaHus 3 (<1%) 0 0
CToMaillHO-MpeBHA AuaneH KpbBOM3IUE | 2 (<1%) 0 0
Hapyuenmsi Mepdopauns na 2 (<1%) 1 (<1%) 0
HebenoTo 4epro
KspBeHe B ycTaTa 2 (<1%) 0 0
KpBBOM3UEB OT 2 (<1%) 1 (<1%) 0
FOPHUTE OTAEIH Ha
CTOMALTHO-U{e BHHSA
TPaKT
EnTepokyranna ] (<1%) 0 0
ducryia
XeMaTtemMesa 1 (<1%) 0 0
XemopounaneH 1 (<1%) 0 0
KPBHBOM3JTHE
ITepdopanys na 1 (<1%) 0 b (<1%)
nneyMma
E3odareaneH [ (<1%) 0 0
KPBBOH3JIHE
PeTponiepuToneancH | (<1%) 0 0
KPhBOW3NHB
YecTy Xunepounupybrnemns | 38 (3%) 2 (<1%) 1 (<1%)
Hapyuenwe Ha 29 (3%) 13 (1%) 2 (<1%)
yepHoApoOHaTa
| (pyHKLMS
XemaTobmanapuy XenaToTOKCHYHOCT 18 (2‘:6) 11(<1%) 2 (<1%)
N — Heuectu | JKpitennua 3 (<1%) 1 (<1%)
YBpexaaHe Ha uephna | 2 (<1%) 2 (<1%)
Apof, NpeAHIBUKAHO OT
JICKAPCTBOTO
YepHoapoOHa | (<1%) 0
HEJOCTATBYHOCTT
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Mnuoro | TlpoMsana Ha ugeTana | 404 (35%) | 1 (<1%) 0
9eCTH KOCaTa
Cunzapom Ha nanmapHo-! 206 (18%) | 39 (3%) 0
TUTa"vTapHa
CPHTPOJH3ECTEINA
Anonenus 130(11%) | O ]
O6pus 129 (11%) | 7 (<1%) 0
Yectn XUNoMUrMesTauus Ha | 52 (5%) 0 ¢
KoXKara
Cyxa koxkd 50 (4%) { 0
| Hpyputyc 29 (3%) 0 0
EprreMa 25 (2%) 0 0
HennrmenTtanug na 20 (2%) 0 0
Koxara
Hapymieuns ua Xunepxuaposa 7(1%) |0 0
womaTa H Hevectn | Yppexnanna Ha 1 (<1%) D 0
NOAKOKHATA ThKAH HOKTHTG
Jromene na koxkara 10 (<1%) 0 0
Peakuns Ha 7 (<1%) 0 0
(POTOUYBCTRBHTETHOCT
Epntemarosen obpus | 6 (<1%) 0 0
Yupexaade Ha kokata | S (<1%) 0 0
Maxynaper obpnB 4 (<1%) 0 0
O6puB ¢Be Chpbek 3 (<1%) 0 0
BesnkynapeHn obpun 3 (<1%) 0 0
I'eHepanusupan cbpbex| 2 (<1%) 1 (<1%) 0
I'enepamaznpan obpus | 2 (<1%) 0 0
Ilanynosen obpus 2 (<1%) 0 0
IlnanTapeH eputem 1 (<1%) 0 0
KoxHa a3Bat HEH3IBECTHO | HEHW3BECTHO | HEU3BECTHO
Hapymenus Ha Yectn ApTtpalrna 48 (4%) 8 (<1%) 0
MYCKYJIHO- Muanrus 35 (3%) 2 (<1%) 0
CKEJETHATA CHCTEMA MYCKYJIHW CTia3Mu 25 (2%) 0 0
H Che¢ARHATEAHATA | HedecTd | MycKyIHO-CKeNeTHa 9 (<1%) 1 (<1%) 0
THKAH Gonka
Hapywenns na 22::;0 [Tpotennaypus 135 (12%) | 32 (3%) 0
6x.0pewTe Heuectn | KpbBOusnne B 1 (<1%) 0 0
NUKOYHHTE ILTHINA
MUKOYHUTE ITHTHINA
Hapymienns Ha Hewectn | Menoparna 3 (<1%) 0 0
BLIMPOUIBOIUTE/IHA BarnHaneH xpbeonsane| 3 (<i%) 0 0
Ta CHCTEMA W MeTtpoparus 1 (<1%) 0 0
repaaTa
Mnoro | ¥Ymopa 415 (36%) | 65 (6%) 1 (<1%)
YECTH
UecTtn Bninanenne ua 86 (7%) 5 (<1%) 0
JINTaBUUNTE
Ob61uK HapyIeHus H AcTeHus 82 (7%) 20 (2%) } (<1%)
eeKTH Ha MACTOTO Otok® 72 (6%) ] (<1%)
Ha NPWIOKeHHe Bornka B o6macTTa Ha 18 (2%) 2 (<1%)
rPBIHHSA KOUI
Heuectn | Crynenun tpbnku 4 (<1%)
Yppexgane Ha I (<1%)
JIATABHIIATE
H3crennaHus Muoro | Tlosuniena anaHuH 246 (21%)
YEeCTH aMuHOoTpaHchepasza
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TToBrieHa acniapTar 211 (18%) | 51 (4%) 10 (<1%)
aMMHOTpaHcepasa
YeeTH [MToHu:kaRaHe Ha 96 (8%) 7 (<1%) 0
TENeCHOTO TECHO
YBeTHUCHHE Ha 61 (5%) 6 (<1%) 1 (<1%)
KpbBH#ASA OUNUPYyONH
TToBuLIEH kpeaTHHUH B | 55 (5%) 3 (<1%) 0
KPbBTa
ITospiena nunasza 51 (4%) 21 (2%) 7 (<1%)
Hamarnew 6poii wa Gesmure | 51 (4%) 3 (<1%) 0
KpBRHH KIeTKH ¢
[IoBULIIEHO HUBO Ha 36 (3%) 0 0
THPEOCTAMY THpalus
XOpMOH
[TopulIeHa aMmuiaza 35 (3%) 7 (<1%) 0
TTorniena rama- 31 (3%) 9 (<1%) 4 (<1%)
rIyTaMunTpancdepasa
[ToBHIIEHO KPDLBHO 15(1%) 2 (<1%) 0
HAJIAraHe
[ToBnniena ypes B 12 (1%) I (<1%) 0
KPBBTa
AHOpPMANHHK 12 (1%) 6 (<1%) 1 (<1%)
YepHOOPOOHU
()YHKLUOHATIHWA TECTOBE
Heuecth | Tlosumenn 11 (<1%) 4 (<1%) 3 (<1%)
4epHOAPOOHU eH3IUMA
HamaneHa KpbBHA 7 (<1%) 0 1 {(<1%)
3axap:
YawnkeH QT untepran| 7 (<1%) 2 (<1%) 0
Ha
eJIEKTpoOKapanorpaMara
Fosmmneny 7 (<1%) 1 (<1%) 0
TPaBRCAMWHA3N
OTKITOHEHHSA TIpH 3 (<1%) 0 0
W3cneABaHe Ha
(OYHKL¥ATA HA
IHTOBU/IHATA JKJie3a
[Tosneno anactonHo | 2 (<1%) 0 0
KpPBLBHO HanmsiraHe
[losuuieHo cucTonHo 1 (<1%) 0 0
KPLBHO HanaraHe
T Cebp3aHa ¢ NEYCHHETO HEXKeENaHa peakund, ¢h00IleHa NO BPEME HA NOCTMAPKETHHIOBHS NEPHO (CHOHTAHHK
ChOOLIEHNA 3a CTIYYaH ¥ CEPHO3HH HEKCTAHH PEAKUNM OT BCHUKY KTHHAYHH MPOYHBARAN Ha Na301aHHG).
* Cebp3ana ¢ ICUEHUETO HEXeEnana peakuus, chobLieHa caMo o BpeMe Ha oCTMApKETHHIOBHS IEpHO.
HectoTaTa He Moke aa GBAe ONpeencHa oT HanHIHUTE JaHHA
Crneanvte TEpMHHH ca KOMOMHHpaHY:
“ KopeMna Oonka, 00JIka B ropHaTa W [I0THATA 4acT Ha KopeMa
> Otok, niepudieper 0Tok, OTOK Ha OKOTO, JIOKATMIHPAH OTOK H OTOX Ha JIHLETO
© JIxcrey3ua, areyzus 1 Xunorcysns
4 Hamanen Gpoii na GeilTe KpbBHE KIETKH, HAMANCH Opoit Ha HeyTpodMnKUTE K HaManeH Opoil Ha
TIeBKOUNTHTE
® Hamane aneTUT W aHopEKCUA
" CppaeuHa qucdyHKINS, EROKaMepHa AWCHYHKLWS, ChPACYHE HEOCTATLUHOCT K PECTPHKTHE

KapAHOMUOTIATHSA
¢ Benozen tpomboembonuucH wHIMOeHT, TbNG0kKa BeHO3Ha TpoMGo3a, GenoapoGHa eMGony)
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HeyTtponenns, TpomGouuTOMEHHs W CHHAPOM Ha NANTMAPHO-~MRAHTAPHATAE EPUTPOIHCECTE3NR Ca
HabnroNaBalM O-4eCTO MPY MALMESHTH OT W3TOYHOA3UATCKY TIPON3XO],

Tabunua 3 CBBP3anM ¢ NeYeHHETO HeXKeNaHN Peakud, choulenn B npoyysanusa Ha STS (n =

382) uiIH no BpeMe HA MOCTMAPKETHHIOBHS NIEPHO

Cuctemo-opraven | Yecrora | Hexenann peakuud | Beuukh Crenen 3 Crenen 4
KJIAC (BcHUKH CTEMEHH n (%) n (%)
CcTeNneHH) n (%)
Undexnun n Hecty MHdekivs Ha seHuure | 4 (1%) 0 0
HH(pecTauHK
Heonaazmu — Muoro | Tymopna Gonka 121 (32%) | 32 (8%) 0
J00OpOKAYECTBCHN, | YECTU
3JIOKAYeCTRBEHH H
HeolIpee1eHH (BKII,
KHCTH H TT0JHNHN)
Muoro | JleBkonenusd 106 (44%) | 3 (1%) 0
YeCTH Tpombounronenus 86 (36%) 7 (3%) 2 (<1%)
HeyrponeHus 79 (33%) 10 (4%) 0
Heuectu | TpomGoTnuna 1 {(<1%) 1 (<1%) 0
Hapymenns na MWKPOaHTHONATHSA
KPLETA B AUM)PHATA (BXMOYHTEHO
cuctema’ TPOMBOTHUHA
TpOMOOIMTONTEHHYHA
nypiypan
XEMOIWTUYHO-
YPEMUYEH CHHAPOM)
Hapymenus Ha Hecru XUNOTUPECOUAU3EM 18 (5%) 0 0
CHAOKPHHHATA
CHCTEMA
Maoro | [ToHwxkarane Ha 108 (28%) ! 12 (3%) 0
YeCTH aneTmTa
Xunioanbymunemus’ | 81 (34%) 2 (<1%) 0
Hapywmenus ua Yectn Jlexunparauus 4 (1%) 2 (1%) 0
MeTaboan3IMa U Hedectd | XurioMardezneMus 1 (<1%) 0 0
XpaHeHeTo C CHHIIpOM Ha TYMOpEH | ¢ c C
HEeH3BECT | H3uc* HEHU3BECTHA | HEU3BECTHA | HEH3BECTHA
Ha 4eCcToTa YEeCTOTa HeCToTa
YyecToTa
Ncnxnunn YecTtn beschHue 5(1%) 1 (<1%) 0
HAPYIICHHSA
Muoro | Jidcreysus® 79 (21%) 0 U
YeCTH I'tasoGonne 54 (14%) 2 (<1%) 0
Yectu ITepndepna cenzopra | 30 (8%) 1 (<1%) 0
Hapyitenns Ha HEBDONATHA
HepBHATA CHCTEMA 3aMafgHOCT 15 (4%) 0 0
Heuectu | CuHnmBocT 3 (<1%) 0 0
ITapecTezns 1 (<1%) 0 0
Moabuen uHdapkr 1 (<1%) 0 1 (<1%)
HapyuieHnna Ha HecTy 3aMBIIIEHO 3peHHe 5 (42%0) 0 0
OuUTe
Hectu Cupaeu 21 (59 <19
ey’ P A0
Cohpaeunu - -
JlesokamepHa 13 (3%) 3 (<1%) ‘ _"Q_ A
HADPYIIEHN A a3 ¥
IMChHYHKUMSA EXIG : %
bpagnkapans 4 (1%) 0 3§ R
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Heuvectn | UndapkT Ha Muokapaa | 1 (<1%) 0 0
Muoro | XunepToHus 152 (40%) | 26 (7%) 0
YECTH
Yectn BeHozHO 13 (3%) 4 (1%) 5 (1%)
TpoMOoeMbonUIHO
chOHuTHE
CraoBn HapyIIeHUS ["opey RBIHK 12 (3%) 0 0
3auepaBane 4 (1%) 0 0
Hegectn | Xemoparus 2 (<1%) I (<1%) 0
Pemxn AHERPpH3MH K v C C
apTePUATTHH JUCEKIMA | HEUW3BCCTHA | HEM3BECTHA | HEH3BECTHA
YeCTOTa YeCTOTa YeCcTOTa
YectH Enucrakcuc 22 (6%) 0 0
aucGoHns 20 (5%) 0 0
HCTIHes 14 (4%) 3 (<1%) 0
Kainuna 12 (3%) 0 0
ITHeBMOTOpAKC 7 (2%) 2 (<1%) 1 (<1%)
XBbInnaHe 4 (1%) 0 0
Pecrmparopny, benogpoben 4 (1%) [ (<1%) 0
KPBbBOW3NHB
PPBARM | Heuectn | OpodapunreanHa 3 (<1%) 0 0
MeaHACTHHATHU Sortka
HApYIIeHHH bponxuanen 2 (<1%) 0 0
KPbBOU3JINB
Punoped 1 {<1%) 0 0
XeMonTusa 1 (<1%) 0 0
Penxu Huatepctrranna C v C
benogpotna HEWU3BECTHA | HEW3BECTHA | HEW3BECTHA
0oJiecT/MHEBMOHNTY 4eCTOTa yecToTa YECTOTA
MHoro Hapus 174 (46%) | 17 {(4%) 0
9€CTH I"afene 167 (44%) | 8 (2%) 0
TToBpwIane 96 (25%) 7 {2%) 0
bonka B kopema® 55 (14%) 4 (1%) 0
Cromatur 41 (11%) 1 (<1%) 0
YecTis IlogyBane Ha xopema | 16 (4%) 2 (1%) 0
 CyxoTta B ycTara 14 (4%) 0 0
Hucnencus 12 (3%) 0 0
KbpseHe B ycrara 5 (%) 0 0
MeTeopuinM 5 (1%) 0 0
AHaJieH XpbBON3IIHB 4 (1%) 0 0
Hegectd | CTOMaIIHO-HpeBeH 2 (<1%) 0 0
Cromanino-apeBHn Kp>BOVATHE
HapyilieHHs Pekranen kphouinue | 2 (<1%) 0 0
EnTepoKyTaHHA 1 {(<1%) 1 (<1%) 0
ucryna
CroMalleH KpbBouanus| | (<1%)
MengHa 2 (<1%)
Esogareanen 1 (<1%)
KPBBOH3JTHB
[lepUTOHUT I (<1%)
PeTponepuToHeanex I (<1%)
KPBHBOW3ITHNB
KpbBOU3NUB OT I (<1%)

FrOPHUTE OTAENH HA
CTOMAIIHO-YPEBHNS
TPaKT
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Hneanna nepdopaiya | 1 (<1%) 0 1 (<1%)
XenaTobuauaph Heuectn | HapymeHue Ha 2 (<1%) 0 1 (<1%)
yepHOApobHAaTa
HAPYIIEHUA
hyBKIHS
C YepHoapobHra c C C
HEHU3BECT | HeJocTaThyHOoCTY HEN3BECTHA | HEW3BECTHA | HEM3BECTHA
Ha 4ECTOTA 4eCTOTa YeCToTA
HECTOTa
Muoro | IlpomsaHa Ha useTa Ha | 93 (24%) 0 0
HYeCTH Kocara
XunomurMentauus Ha | 80 (21%) 0 0
KOXKara
Exchoanatusen obpur | 52 (14%) 2 (<1%) 0
YecTn Anoneinys 30 (8%) 0 0
YRpexaaHe Ha koxkara® | 26 (7%) 4 (1%) 0
| Cyxa koxa 21 (5%) 0 0
XUNepXuapo3a 18 (5%) 0 0
Hapymenus na YBpexaane Ha Hoktute| 13 (3%) 0 0
ronaTa ¥ MpypaTyC 11(3%) |0 0
[IOJIKOKHATA ThKAH Epntema 7 (1%) 0 3
Heuvectu | SI3Ba Ha KoXata 3 (<1%) | (<1%) 0
O0pus 1 (<1%) 0 0
IanynoseH obpne 1 (<1%) 0 0
Peaxuns Ha 1 (<1%) 0 0
(hOTOYYBCTBHTEITHOCT
Cnnapom Ha nanmapHo~ 2 (<1%) 0 0
HNadTapHa
CPHUTPOAN3ECTEIUS
Hapyiuennn Ha Hectn MyckynHo-CKeneTHa 33 (9%) 2 (<1%) 0
MYCKY./THO- onKa
CKeJeTHATA CHCTEMa Muanrus 28 (7%) 2 {<1%) 0
H CheIHHHTEIHATA Myckynu cnasmu 8 (2%) 0 0
ThKAH Heuecty | ApTpanrns 2 (<1%) 0 0
HapymeHna Ha Heuectu | Tlporennypus 2 (<1%) 0 0
OLOpenuTe U
NHKOYHHTE MhTHINA
Hapyuienns Ha Heuectn | Barnnanen xpssonsnus| 3 (<1%) 0 0
:zmpﬂmnanﬂre.rma Meroparns 1 (<1%) 0 0
CHCTEMA M IbPAATA
Mnuoro | YmMopa 178 (47%) | 34 (9%) 1 (<1%)
YECTH
06w Yeetn | Otok” 18 (5%) P (<1%) 0
bonka B obnacTra na 12 (3%) 4 (1%) 0
HApYUICHHS H
e¢heKTH Ha MACTOTO - PRAHNA KT
L p— CryZieHr TPBIKH 10 (3%) 0 0
Heuwectn | Bw3nmanenne na 1 (<1%) 0 0
nurasuunTe”
AcTenns 1 (<1%) 0
Muoro | Tlonuxkasaue Ha 86 (23%) 5 (1%)
HECTH TEJIECHOTO TErNo
UecTtH [MaTonorus npu 29 (8%) 4 (1%)
Uscaeqsanua® W3clIe/IRaHEe Ha yiliy, :
HOC H Tbpio° :
[MoBuLIEHa ANAKWA 8 (2%) 4 (1%) “ 0 (6B

aMHHOTpaHCcdepasa
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| Otknornenns B HuBata | 6 (2%) 0 0
Ha XONecTepoa
IloBuweHa acmaprar 3 (1%) 2 (<1%) 2 (<1%)
aMPHOTpaHCepasa
ITosHilleHa TaMa- 4 (1%) 0 3 (<1%)
rnyTaMunTpadcgepasa

Hedectn | YBenuvenne Ha 2 (<1%) 0 0

KPBBHHA OUIHpYOHH
Acnaprar 2(<1%) 0 2 (<1%)
aMUHOTpaHcepasa
AnanuH I (<1%) 0 [ (<1%)
aMuHOTpaHcdepasa
[TonimxkeH Opoi 1 (<1%) 0 1 (<1%)
TPOMOGLHTH
Yaemken QT untepBan| 2 (<1%) 1 (<1%) 0
Ha
eJIEKTPOKAPNKOTpaMara

T Cebp3ana c nevewneTo HexkenaHa peakuns, choGlesa no BpeMe Ha NOCTMAPKETHHIOBHA NEPHOL (CIOHTANHM
CROOUICHHA 32 Clly4ad M CEPHO3HN HEKENaHN PEAKIHA OT BCHYKH KIHHWTHA IPOYIBARHA HA MA30MIaHKb).

* Cebp3aHa ¢ Ie4eHHeTO HeXenana peakiiis, chobleHa ¢amo No BpeMe Ha NOCTMapKETHHIOBHA IEPHO.
YectoTara He Moxke aa Gnae otipeseneHa 0T HATHYHATE JaHHH

Cneguvte TEpMHHH ca KoMOuKUpany:

* KopeMmua Gonka, Gonka B TOpHaTa 4acT Ha Kopema ¥ G0JIKa B CTOMAUIHO-UPEBHHA TPaKT

® Otox, nepudiepeH 0TOK ¥ OTOK Ha KITeadyiTe

“ [lo-ronsmara 4acT OT Te3H CRyUan Ca CHHAPOM Ha NalMapHO-TUIAHTaPHA EPUTPOH3ECTE3HS

4 Besosns TpomGoemBonnYHYE CHEUTHA — BKITIOYBA TEPMUHHTE qL160KA BEHO3HA TpoMbo3a, benonpobna
emOonna u TpomMO03a

¢ Ilo-ronaMara 4acT OT Te3H CNy4aH ONHCBAT MYKO3HT

"YectoTaTa ce OcHoBaBa Ha Tabnvuu ¢ nabopatopru croiirocTi ot VEG110727 (N=240). Te ca chobmasany
KaTo HEXENAaHH PEaKIUH ITO-pA/IKO OT MICICHOBATENATE, OTKOKOTO € OCOYEHO B TabruMTe ¢ nabopatophu
CTOWHOCTH

¢ CrbuTHs Ha ChpAeUHA AUChHYHKIMSA — BKITIOYRA IeBOKaMepHa BHCYHKLINA, ChPICYHA HENOCTATEIHOCT H
PECTPHKTHBHA KAPIHOMHOTIATHS

"UecToTaTa Ce OCHOBABA HA HEXKEJIAHWTE PEAKLHH, ChOGIIEHH OT M3CNENOBATENHTE. JlaGoparopHute
MATOJIOMMH Ca CHoOLIABAHN KaTO HeskellaH! PeakLiy NO-PAIKO OT H3CAeNOBaTeNHTE, OTKOJIKOTO € IOCOYEHO B
TadnuupuTe ¢ nadopaTopHy cTolHOCTH

HeyTponenus, TpoMOOLMTONEHAS M CHHAPOM HA MANMAPHO-TIIAHTAPHATA EPHTPOANCECTEIHS ca
HalJ0/1aBaHH NO-Y€CTO MPH MALMEHTH OT H3TOYHOAZHATCKH NIPOH3XO.

ITeawarpuyna nonyaaiusg

[TpohmikT Ha Ge30NacHOCT NPH NEAUATPHYHY TALMIEHTH & NoN00eH Ha TO3W, JOKNAIRaH 34
Na3’omanyo 1py Bh3pacTHH NpH 0100penrTe T0KAa3aHNsA Bh3 OCHOBA Ha JJAHHH OT 44 NeVaTpHUHN
MAUNeHTH OT nipoyyusane Bbe Pasa I ADVLOSIS n 57 neauatpuuny naunenTH oT NpOYYBaHE RbLB
da3a [1 PZP034X2203 (Bx. Touxa 5.1),

Chobiuarane Ha NOAO3UPAHY HEXKENIAHY PEAKLIHA
CBo6LIaBAHETO HA NOJIO3UPAHH HEXKENAHN PEaKUNK Cliel| pa3peilasate 3a ynoTpeda Ha JIeKapCTBEHNS
MPOAYKT € BaXHO. ToBa MO3BOJIABA Ha MPOLB/IKK HAGNIOACHUETO Ha CROTHOWICHHETO 1107138/PHCK 33

JICKAPCTBEHHA TIPOAYKT. OT MeJUIMHCKUTE CNICIHANKCTH C€ MIUCKBA 1a ChOOLWABAT RCAKA
NOJO3WPAHA HEXENAHa PpeaKyg upeas:

M3TLITHATE IHA aTeHLNA 110 JICKApCTBaTa
yi. , Hamsau ['pyeB” Ne 8
1303 Cods
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benrapus
Ten.: +359 2 8903417
yebcaiT: www.bda.bg

4.9 Ilpenoszupane
Ho3u nazonadn® £o 2000 mg ca oUeHEHN B KIWHKYHY TPOYUBAHNSA, Y MOpa OT cTeneH 3 (orpaniyasalia
103aTa TOKCHUHOCT) U XUNEepTOHNUA OT ¢TemeH 3 ca #abniogaBanu npu | oT 3 MalMeHTH, TIpHeMally

cboTBeTHO 2000 mg ¥ 1000 mg guesHoO.

Hsva cnepyyen anTuAoT 3a Npeno3upane ¢ Masonanud u NeYeHneTo Ha npego3npane Tpsabsa aa ce
ChCTOH OT OOGLUM NOALBPIKALLH MEPKY.

5. ®APMAKOQJUOIrHYHH CBOHCTBA
5.1 (MapMaroINHAMHAYHY CBoHCTBA

DapmakoTepaneBTHUHa rpyna: AHTUHEOTUIACTHYHHM CPEACTBA, MHXHOUTOPM HA MPOTEMH KHHA3aTa,
Apyru nExHOUTopy Ha nporenH xunaszara, ATC xon: LO1EX03

MexannibsM HA nelicTRUe

Tazonanub e nepopanHo NMpunarax, MOWEH MHOTOLENeBH HHXNOUTOp HA THpo3uH kWHa3ata (TKI) na
peLeNTOPHTE Ha CbAOBHS eHgoTenieH pactexkeH daktop (VEGFR) -1, -2 1 -3, TpoMBOLMTHHSA pacTexeH
daxrop (PDGFR) ~a 1 —f, 4 peuenrtopa na ¢akropa ua crsonosure knerkh (c-KIT), che cToifHOCTH Ha
ICs0 cwoTBeTHO 10, 30, 47, 71, 84 1 74 nM. B nipeiK/ITHUYHI eKCTIEPUMEHTH MA30MAHKO, 3aBUCKUMO OT
n03aTa, MHXUONpa WHAYUMpaHoTo oT JuraHg asrodocdopunupane Ha VEGFR-2, ¢c-Kit w PDGFR-f
PELENTOPHTE B KIETKHTE. fn vivo nasonann® waxubnpa wuayuupanoro ot VEGF VEGFR-2
docopunupane B Oenurte poboBe Ha MHIIKH, aHTHONeHe3aTa B PasfIiuHy JKHUBOTHHCKH MOJIENN U
pacTexa Ha MHOKECTBO YOBEIUKH TYMOPHHM KCEROTPAHCTIIAHTATY TPV MHUIITKH.

DapMaxoreHoMnka

[Tpy apmakoreHeTHHEH MeTaaHATH3 HA JAHHH 0T 31 KIIMHHYHH [TpOYHBaHA Ha Na30NaHub, Npunarax
WJIW XaTo MOHOTEpanud, Uiy B kombuHaima ¢ apymv cpeactsa, ALT >5 x ULN (NCI CTC ctenen 3)
ce nabmonasa npu 19% ot nocurenute Ha anena HLA-B*57:01 n npu 10% oT HenocutenuTe. B To3w
Habop ot nanHun 133/2235 (6%) ot naheHTuTe Hocat ajienis HLA-B*57:01 (B:x. Touka 4.4).

KJIMHUYHE NIpOYyYBaHNA

Bvbpeyno-wremvuen xapyunom (RCC)

BeszonacHocTTa ¢ e(puxacHocTTa Ha Maszonanud mpu RCC ca oneHeHW B paHZOMUIHPAHO, KBOHHO-
CJisIno, Mnatedo-KoHTpOIMpalo MHOTOLCHTpOBO npoy4usane, [lanmentw (N = 435) ¢ gokanHo
apancnpan wuny metacraruied RCC ca paHnomusupanu aa nonysasatr nazonannd 800 mg Beanbx
OHEBHO UIH Nnatiebo. OCHOBHATA UET HaA NIPOYUYBAHETO € ONNa Ja Ce OLUEHAT W CPABHAT JBETE paMeHa
Ha JIeyeHHE 3a TIpeXuBAeMocT Oe3 mporpecus Ha 3abonsasanero (PFS), a npuHUMMHATA BTOpHdHa
kpaiiha Touka ¢ obara npexupgemoct (OS). Jlpyrute uenu ca 6unn fa ce ouesn obluusaT NPoUeHT Ha
OTroBOP M NPOABLIKUTENHOCTTA Ha OTFOBOPA.

Or o610 435 nauuenTH B TOBA IPOYYBaHe, 233 NauyeHTyH He ca IeKyRaHH, a 202 ca narueHTyl oT BTopa
NUHHA, KOUTO Ca MoJlyyaBanyt eiHa npefnuida tepanns, 6azupana Ha [L-2 unn INF-a. CTa
epexTuBHOCT (ECOQG) € cx0/1eH Mex Iy rpynuTe Ha nazonanud u nnauedo (ECOG O: 42%
ECOG 1: 58% cnpsamo 59%). Tlo-ronsMata 9acT ot DalMenTHTe ca HMAJTH HJTH Gnaro
HITH MeXANHHN (54%) nporHocTnyny akTopy o MSKCC (Memorial Sloan Ketteri }- f#
MemopuaneH oHkonornyeH ueHTep CrioyH Kerspunr)/Motzer. Bewukn man
CBCTIOK/ICTRYHA XHCTONOrHE HAN  NIPEAHMHO  CBETIOKJIETHYHA XUCTOIOTHS. T% ' " :
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N0JIOBMHATA OT BCHYKH MALMEHTH ca MMalK 3 WK NMOBeYe opraHa, 3acerHat ot 3aboJisiBaHEeTO, a Npu
MOBEYETO NMauneHTH dbenuat apod (74%) w/unm nmumduuTe BB3/M (54%) ca METACTATHYHOTO MACTO HA
3a0019BAHETO TIPU M3XOJIHOTO HUBO.

Ioo0OeH asi1 OT NMaMEHTHTE BBB BCAKO pamMo ca OWIIM HeleKyBaHU M ca JIeKYBaHHW NpeJIBApUTENTHO C
UHTOKMHHU (53% u 47% B pamoTo ¢ nasonauu®, 54% u 46% B pamoto ¢ 1wianuebo). B nmoarpynara,
JICKyBaHa ¢ IMTOKWHHM, MHO3WHCTBOTO (75%) ca nonyyaBanu jiedeHne Ha 6azata Ha HHTEP(EPOH.

ITonoben i OT MaUMEHTHTE BHB BCAKO paMo ca MMalH rnipeasaputesiHa Hedpextomus (89% u 88%
CBOTBETHO B PAMOTO Ha ra3onanud u nuauedo) u/uim npeauiHa apueTepanus (CboTBeTHO 22% u 15%
B pamMOTO Ha nasonanub u nnaue6o).

[TbpBHYHUAT aHaN3 Ha IMbpBUYHATa KpaiiHa Touka PFS ce ocHoBaBa Ha olleHKka Ha 3a60/1s5BaHeTO upes
HE3aBUCUM DPEHTICHOJIOTHYEH TMperfie]l B LfAjata wW3cle/BaHa nomynauus (HellekyBaHa W

NnpeaBapHUTeJIHO JICKYBaHa ¢ U,HTDKHHH).

Tabsuma 4 O6mm pesyararTu 3a epukacuoct npu RCC ot HeszaBucuma onenka (VEG105192)

Kpaiinu IMazonmanud [lnauedo HR (95% CI) pP-CTOHHOCT
TOYKHW/TIONMYJIaIus Ha (etTHOCTPaHHO)
NPOYYBAHETO
PFS
O0wo* ITT N =290 N = 145

Menunana (Mecenm) 9,2 4,2 0,46 (0,34, 0,62) <(,0000001
CreneH Ha oTroBop N =290 N = 145

% (95% CI) 30 (25,1, 35.6) | 3 (0.5, 6.4) ~ <(,001
HR = xoeduumenT na pucka; ITT = nuanupanu 3a siedenne; PFS = npexussemoct 6e3 nporpecus Ha
3ab0/1sBaHeTO. * - HeJleKyBaHa MOIyaluus M HOTTyIalMs, NPeIBAPHTEIHO JICKYBaHA C LIMTOKHHH

®urypa 1 Kpusa na Kanunan-Maiiep 3a npexuBsieMocT (e3 nporpecust 4pe3 He3aBHCHMA
OllEHKA 33 UAJaTa mnonyjdanus (HeJleKyBaHa TNONYJAHA W NONyJanms,
npeaBapuTeNHo JeKyBaHa ¢ untoknan) (VEG105192)
1.*0 : L 3. 1 1 i gl
——4— Pazopanib (N = 290)
Median 9.2 months
£ 88 wnedeone PIACBDO N = 145)
< Median 4.2 month
g- be 1 | Hazard Ratio = 046
g ,* ______ 95% ﬁi [Q*Mft ﬁ-w
& i:‘ | P<0.0000001
2 02 - R g T e
S & S
00 - _ h :
(¥ 5 10 15 20
Manths

X oc; Meceun, y oc; I'lpouenT 6e3 nporpecns, ITazonanuntd — (N = 290) Meaunana 9,2 meceua; I'nauedo ----

---- (N = 145) Menanana 4,2 meceua; Koedpuumenr Ha pucka = 0,46, 95% CI (0,34, 0.62), P <0,0000001




104 o, PAZOPENIY (N 2 155)
| Median 11.1 moaths
& 084 cooeon PlACEDON=T78) [
; Median 2.8 months
§ 064 Hazard Ratlo = 0.40
B 'E‘ P<0.0000001
0.4 4
_ ot
g 02+
0.0+ A
0 ) 10 15 20

X oc; Meceun, y oc; Tlpouent 6e3 nporpecus, I'lazonanno (N = 155) Meauana 11,1 meceua; I'nauebo
-=---=-- (N = 78) Mennana 2,8 meceua; Koeduuuenr na pucka = 0,40, 95% CI (0,27, 0.60), P <0,0000001

Ourypa3d Kpnea na Kamuan-Maiiep 3a npexuBsieMocT 0e3 mnporpecHsi 4pe3 He3aBHCHMA
OlEHKA HA NMpeABAPHUTEIHO JIEKYBaHATA ¢ HUTOKHHN nonyaanus (VEG105192)

1 i | | | |

—4—— Pazopanid (N =135)

Median 7.4 months
g0 et PRACEDO (N = 67)
* Median 4.2 months
g Hazard Ratio = 0.54
2 054 1 (0.45, 0.84)
£ P<0.001
=
o

oo{ P T R L AT W :
0 5 10 15 20
i

X oc; Meceun, y oc; I'lpouent 6e3 nporpecus, [Tazonanuo (N = 135) Meanana 7,4 meceua; ITnanebo ----
---= (N = 67) Mennana 4,2 meceua; Koeduunent Ha pucka = 0,54, 95% C1 (0,35, 0.84), P <0,001

3a malmeHTH, KOUTO ca OTTOBOPHIIM Ha JIEYEHUETO, CPeAHOTO Bpeme 3a otrosop ¢ 11,9 ceamuum, a
cpeaHarta MnpoAb/IKUTEIHOCT Ha oTroBopa e 58,7 cenmuum cnopen Hezasucum npersen (VEG105192).

JlanuuTe 3a cpejiHaTa obuia npexussaemMoct (OS) npu onpeaesieHus oT MpOTOKO1a OKOHYATEIEH aHAJTN3
Ha nipexussemoctra ca 22,9 mecena m 20,5 mecena [HR = 091 (95% CI: 0,71, 1,16; p = 0,224)]
COTBETHO 3a MALMEHTUTE, paHAOMU3NpaHN B paMeHaTa Ha nazonaiud u nnauebo. Pesynrarute 3a OS
ca 00EKT Ha NMOTEeHLUHANHO OTKJIOHEHHE, Thi kaTo 54% 0T nauMeHTUTE B rpynara Ha njaauedo cbulo ca
MoJIyyaBalyv Na3onaund B pasimpenaTa acT Ha TOBA MPoyyBaHe clie/] porpecupane Ha 3ab0nsBaHeTo.

[HecTaeceT M mecT NPoIeHTa OT NalMeHTUTE Ha rJaiedo ca nosyyaBain Teparus cliejl Npoy4YBaHEeTo
B cpaBHeHue ¢ 30% OT nauMeHTUTE Ha na3onaHuo.

He ca naGmogaBann cTaTHCTHYECKH PA3JIMKH MEXIY IPYIUTe 3a JieueHUe 3a rJI00aTHOTO Ka4eCTBO Ha
KkUBOT upe3s ninonssare Ha EORTC QLQ-C30 n EuroQol. EQ-5D.

B npoyuBane BBB ¢aza Il wa 225 naiMeHTH ¢ JIOKAJIHO peUMIMBHpaLl WIH METacTaTHYEH

MecelLa.

BesonacHocTTa, ehpMKacHOCTTA U KaueCTBOTO Ha )KHBOT MPU NMa30Manud cripAMo CyHUTH el .y = ¥
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B PaHJOMW3MpaHO, OTKPUTO, TapanenHo-rpynoBo HewHepuopHo Tfipoy4yBane Bb8 ¢aza Il
(VEG108844).

Bbs VEG 108844 naunentute (N = 1110) ¢ noxanno asaHcupan w/umm meractaTiuen RCC, XOHTO He
ca nollyqasainy MpeaninHa CUCTEMHa Teparmus, ca paHROMH3NPaRH Ja foNlydaBat nasonanub 800 mg
BEAHBXK AHEBHO Oe3 mpekncBaHe WA CYHHTHHHO 50 mg BeAHBXK IHEBHO B 6-CEAMWYHM UHKITH HA
Io3upaHe ¢ 4 CeIMHLIM Ha JIeUeHwe, MOCTEABAHY OT 2 CeAMMIN He3 TeqeHH e,

(cHOBHATA 11EN Ha TOBa NPOYYBaAHE ¢ 1A Ce olenn # cpaBuy PFS npu nauwenTH, NIEKYBaHH C na3onaHno,
C Te3H, JICKYBaHH C¢BC CYHUTUHNO. JlemorpadckuTe XapaKTepHCTHKH ca CXOIHM MeXIy paMeraTa Ha
nevenite. XapakTepHCTHKHTE Ha 3a60nABaHETO NPH [FbPBOHANANHATA AHATHO32 M NIPH CKPDUHHHTa €2
OanaHcupaHn MexDy paMesHaTa Ha J€4YeHWE, KaTo MOBEYETO MANWEHTH MMAaT CRETNOKIeThyeH
XUCTONIOTHYEH TUT U 3abonsaBase B ctaguit V.

VEG 108844 noctira ocHoeHaTa cH kpaitHa Touka 3a PFS 1 JAEMOBCTpHpA, Ye MazonaHud He e no-cnabo
e(heKTUBEH OT CYHHTHHUO, THHI KaTo ropHaTa rpakuna Ha 95% Cl sa KoepUUMEHTA HA PUCK € TTO-Masika
OT oTpejieieHaTa 8 MpOTOKONa Ipakkua HemndepHopHa pasznuka ot 1,25, O6wwnTe pesyatatu 3a
edukacHocT ca obobuiend B Tabnnua 5.

Tabanua S OGum pesynrarn 3a epukacnoet (VEG108844)

Iazonauud CyHHTUHHO Koedunmenr Ha prcka

Kpaiina rouxa N = 557 N =553 (95% CI)
PFS
Obwo

MenauaHa (Meceum) 8,4 9.5 1,047

(95% Ch (8,3, 10,9) (8,3, 11,0} (0,898, 1,220}
O06ma npexusBsieMocT

Menuana (Meceln) 28.3 29,1 0,915°

(95% CI) (26,0, 35,5) (25,4, 33,1) (0,786, 1,065)

HR = KoegwuumenT Ha prcka; PFS = [Mpesxupsemoct 6e3 nporpecHpane Ha 3abongBaHeTo; * P cTOWHOCT =
0,245 (2-cTpanua)

24




®urypa4 Kpusa na Kanaan-Maiiep 3a npexuBsieMoctT 0e3 nporpecusi 4ype3 He3aBHCHMA
ouneHka 3a oomarta nonyiaauusa (VEG108844)

00

0 4 8 12 16 20 24 2% 2 36 &)
Time since Rancbmisation (montts)

M3ebpuienn ca noarpynosu ananusu Ha PFS 3a 20 aemorpadcku u npordoctuunu dakropa. 95%-ust
JIOBEPUTETHN MHTEPBAJIM 3@ BCUUKM MOArpyNny BKIIOUYBAT Koe(UUMEHT Ha puck 1. B Tpute naii-manku
oT Te3n 20 NoArpynv TOYKOBATa OLEHKA Ha KoeULIMEeHTa Ha PUCK HajBuInasa 1,25; T.e. IpH nauueHTy
0e3 npeanHa Hedpekromus (n=186, HR=1,403, 95% CI (0,955, 2,061)), LDH npu U3X0IHOTO HHBO
>1,5 x ULN (n=68, HR=1,72, 95% CI (0,943, 3,139)) 1 MSKCC: nucuk puck (n=119, HR=1,472, 95%
CI1 (0,937, 2,313)).

Capxom na mexume mwvxaru (STS)

EdukacHoctra n GezonacHoctra Ha nasonaun® npu STS ca OLEHEHN B OCHOBHO PaHA0MH3MPAHO,
JBOWHO-CIIANO, M1aLe00-KOHTPOJIMPAaHO MHOTOLIEHTPOBO Npoy4sane BbB (aza [11 (VEG110727). O61o
369 naumenTu ¢ aBancupan STS ca panomMuznpanu ga nosnyyasat nazonanud 800 mg BeJHBK JHEBHO
Uy nianedo. BaxkHo e, ye caMo NnauMeHTH ChC CeJIEKTMBHM XMCTOJIOPMYHH NoATHIOBe Ha STS ca Gunm
JAOMYyCHATH Ja y4acTBaT B NPOYyYBaAHETO, Nopaau KoeTo edukacHocTra ¥ 6e3onacHOCTTa HA nasonaHud

Morar Jla ce CYUTaT 3a YCTAaHOBEHHW caMo 3a Te3un noarpynu Ha STS v nevenuneTo ¢ nazonannd tpsosa
ja ObJle OrpaHNYeHo 0 TaKWBa roartunose Ha STS.

CnenHuTe THIIOBE TYMOPH €a JIONYCTHMH:

dubpodnacThn (pudpocapkom 1pu BB3PACTHH, MUKCOGUOpPOCcApKOM, CKICPO3NpALL erUTeNOnIeH
(pubpocapkom. 3n0kavecTBeHn comuTapHn  GuOpo3HM  TymMopu), T.Hap. (HOPOXMCTHOLNTHH
(nneomopgen 3nokavecTBed Gudpozer xuctnountom [MFH], rurantoknersuen MFH, Bb3nanurenen
MFH), neifitomnocapkom, 3n0kavuecTBEHH TIIOMYCHH TYMOPH, Ha CKEJETHUTE MYCKYNH (rieoMopdeH n
ajiBeosiaper pabIOMHOCAPKOM), BacKyJlapHM (ENUTENIONJICH XEeMaHTHOEHOTEIMOM, aHIMOCAPKOM),
Heompesie/ieHn  HendepeHUnpann  (CHHOBHAICH,  CNUTENONIEH,  alBeoJlapeH  MEKOTbKaHEH,
CBETJIOKJICTBYCH, JIE3MOMIACTHYEH APeOHOKPBIJIOKNETBYCH, eKCcTpapeHaneH pabdgonjieH Tymop,
3JI0KauCCTBCH ME3EHXMUMOM, TIEPHUBACKYJIAPHU EMUTETONAHOKIIETBYHH TYMOPH, CAPKOM HA WHTHMATA),
3JI0KQUeCTBEHN TYMOPH Ha 0OBMBKaTa Ha nepudepHUTe HEPBH, HeANPEPEHIIMPAHH CAPKOMH HA MEKHTE

TbKaHW, HEYTOUHEHM no JApyr HauuH (NOS) u apyru BuaoBe capkomu (He ca Moco
HEMOAXOIAIIHN),

CrnieiHuTe TUIMOBE TYMOPH He ca I0MYCTHMH:

AJINTIOUMTEH CapKOM (BCUYKH NOABUIOBE), BCHUKH paboMHOCAPKOMH, KOUTO HE C
MIeoOMOPdHH, XOHIPOCAPKOM, OCTEOCApKOM, capkoMu Ha IOMHI/NIPUMHUTHBHU He
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Tymopn (PNET), racrpouHrecTuHanun crpomansu tymopu (GIST), aepmatodubpocapxom
npoTyOepaHe, BBE3NaNATENeH MuoduOpobnacTeH capkoM, 3UIOKaYecTBEH ME3OTENIHOM H CMeceHU
Me30/IEPMalTHI TYMOPH Ha MaTKara,

Tpabea na ce otbenexwm, ue NaUMeHTHTE ¢ aANMOLUMTEH capkoM GAXa HIKIOYEHH OT OCHOBHOTO
npoyusave BBB ¢pasa III, Te¥ KaTo B npenBapWTenHOTO mpoyuBaWe BBB (asa 11 (VEG20002)
axTneHOCTTA (PFS ma cenmuua 12), nabmonasana ¢ masonaHu® npu aguiiouyT, HE OTroBaps Ha
NPEABAPUTECITHOTO YCIOBHE 3a CTETTEH, 32 Ja MO3BOIH NO-HATATBLINHN KIHHNYHU TECTOBE.

Jpyrv kmouosd KpuUTepHM 3a HOMYCTHMOCT Ha npoyueaHeto VEG110727 6axa: XHCTOJOTHYHM
A0Ka3aTeNncTBa 3a 3n0KadecTBeH STS ¢ BHCOK MM cpeieH Kimac W mporpecus Ha 3alonsgaHeTo B
paMKKTE Ha 6 Mecella OT TePanuATa 3a MeTacTaTHYHO 3a00NsgBaHe HITH PeLlUANB B paMKHTE Ha 12 Mecelia
OT (He0)aaloBaHTHA Tepanus.

JeBeraecer i oceM npoueHTa (98%) OT NaNMEHTHTE Ca HOMYYABAH PeNH ToBa JOKCOpYyOHIMH, 70%
upocamus, a 65% OT MaLNEHTHTE ca MONyYaBaly Hafi-MaJIKO TPH WM NOBEUYE XMMUOTEPANEBTHYHM
CpeJiCcTBa, IPEIH 14 ce BKIIOUAT B MPOYYBAHETO.

HanneHnTe ca cTpatuguuypany no gaxtopure 3a 060 chetosune no C30 (WHO PS) (0 unu 1) npw
W3XOAHOTO HUBO ¥ Opod HA JIMHMKTE HA TpPEAX0AHA CUCTEMHA TEpanus 3a aBaHCHpano 3abonasane (0
ni 1 cnpamo 2+). BuB BCAKa TepaneBTHHHA TPyNa € WMANo Mairko TIo-rojIsM HPOLEHT Ha MATMEHTH ¢
2+ JMHAW Ha NIpelIecTBAllid CHCTEMHA TepartHd 2a aBaHcHpano 3abonssane (58% u 55%, cOTBETHO
33 paMEHAaTa Ha neyeHme ¢ nnanebdo M nasonanud) B cpasHenue ¢ 0 wid 1 THHAH OT NpeAlWecTBala
cucTeMHa Tepauna (ChOTBETHO 42% u 45% 3a pamenara Ha neweHne ¢ nuiauebo 4 nazomanud).
Cpennara mpoab/MkKWTENHOCT Ha TIPOCTEAsBaHe Ha nallMeHTHTe (AedWHWpAHa oOT JAaTAaTa Ha
paHaOMU3ALWA 4O AaTata Ha NOCHeAHWS KOHTaKT HIN CMBPT) € Ouna CXOoAHA W 32 IBEeTe PaMeHa Ha
nevenne (9,36 mecena 3a nnayedo [nuanazon 0,69 o 23,0 meceua] 1 10,04 Mecena 3a nazonanu6
[znanasoH ot 0,2 a0 24,3 meceual.

(OcHoBHAaTa 1en Ha NMpOyYBaHeTo € MNpexuBIeMocT Ge3 mporpecus (PFS, onereHa upes He3aBHCHM
PEHTI€HONOMNY€eH Mpernen); BTOPUYHUTE KpaiiHu TOUKHM BKMouBaT o0lya npexusseMoct (OS), obin

MPOUEHT HA OTTOBOP W NPOABINKUTENHOCT HA OTIOBOPA.

Tabanua 6 OGuwH pesyaratu 3a egukactoct npu STS oT Re3aprcuMa onenka (VEG110727)

KpaiiHn Toukn/monmynaiusi Ilazonannt6 Naauebo HR (95% CI) p-cTOfHOCT
Ha NNPOYYBAHETO (ABYCTpaHHA)
PFS
Obwpe ITT N =246 N =123
MennaHna (ceAMHULIN) 20,0 7.0 0,35 (0,26, 0,48) <0,001
JlefomMuocapkoM N =109 N =49
Menunana (ce AMHULIH) 201 8,1 0,37 (0,23, 0,60) <(,001
TToarpynu Ha cuHOBUANHUA N =125 N=13
CapKoM 17.9 4.1 0,43 (0,19, 0,98) 0,005
Menvana (ceamMuum)
N=112 N =61
[loarpynm ,,Apyru STS 20,1 4,3 0,39 (0,25, 0.60) <(,001
Meanana (ce M)
0S
Obuio ITT N =246 N =123
Menuana (Meceun) 12,6 10,7 0,87 (0,67, 1,12)
JleomHnocapkom* N =109 N =49
Menuana (mecen) 16,7 14,1 0,84 (0,56, 1,26)
[ToArpynn Ha CHHOBHAIHNS N =25 N=13
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capkom* 8.7 21,6 1,62 (0,79, 3,33) 0115
Meanana (Mecem)
N=112 N =61
[MToarpynu , Apyru STS** 10,3 9.5 0,84 (0,59, 1,21) 0,325
Memana (Mecenm)

CreneH Ha oTroBop
(CR+PR) 4(2.3,79) 0 (0,0, 3,0)
% (95% CI)
[TpoabmkurennocT Ha 38,9 (16,7, 40,0)
OTrOBOP
Menana (ceqmuim) (95%
Cl)

HR = koeduumenT Ha pucka; ITT = nnannpann 3a neuenne; PFS = npexussemoct 6e3 nporpecus Ha
3a0onaBaneTo; CR = mbsien otroBop; PR = uactiyen otrosop. OS = 061ma npexussieMocT

* Obuiara npexxuBIEMOCT 3a CLOTBETHUTE XMCTOJIOTHYHH NOArpynH Ha STS (neiioMHOCapKOM, CHHOBHANIEH
capkom u ,[pyrn™ STS) Tpsibra /1a ce ThAKyBa C NOBHILIEHO BHUMAHNE NOPaaH Majakus Gpoil NalMEHTH |
LIMPOKHTE JOBEPHTETHH HHTEPBAJIH

ITonobno nogodpenne Ha PFS Bb3 0cHOBA Ha OLIEHKHUTE HA W3C/Ie0BATETUTE € HaBIII01aBaHo B pamMoTo

Ha masonannd B cpaBHeHMe ¢ pamoTo Ha mauebo (HR B obuiata momynanms, nianupaHa 3a neyeHue:
0,39: 95% CI, 0,30 no 0,52, p <0,001).

®urypaS Kpusa na Kannan-Maiiep 3a npexussiemoct 6e3 mporpecHs npu STS 4pes
He3aBMCHMA olleHKa 3a o0maTa nonyaauus (VEG110727)

————— Pazopanib 2z
et Placebo.
§ b
1
o 1 X
) 1 i I T I
& 20 4 &l 80 100
Time since Randomisation {Weeks)
Subyects At Risk
Fazopand: 248 88 25 5 i
Placebo 123 ] i

Note: 95% confidence interval bands are shown for each treatment

He ce nabmoaaea 3Hauntenna pasnnka B OS Mexy JBeTe pamMeHa Ha JieueHHe PU OKOHYATEITHUSA
ananus Ha OS, W3BbLPUIEH clle/l HACTBITBAHETO Ha 76% (280/369) ot cuouTusita (HR 0,87, 95% CI 0,67,
1,12 p=0,236).

Ilemarpuyna nonyJjaims

llpoBenieno e npoyusane BbB dasza 1 (ADVLO815) wa nasonanu6 npu 44 neamatp
NAlMEHTH € pasiuYHN PeLUINBUPALIA WIH pedpakTepHU CONUAHN TYMOPH. OCHOBHAT
Ja ce wusclieBa MakcumanHaTta noHocuMma no3a (MTD), npoduna na 6e3onac
(hapMakoKMHETHYHHTE CBOIHCTBA Ha ma3onaHn6 npu gena. CpeaHaTta NMpoIbIKUTEN
€KCMO3uLMATa B TOBA IMpoy4BaHe € 3 mecewa (1-23 meceua).
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[TposeneHo e npoyusane BBB dasa 11 (PZP034X2203) na nasonauuG npu 57 nemgnarpudsau
MaUHEHTH ¢ peQpakTepHH CONMIRN TYMOPH, BKITIOUHTENHO pabaomuocapkoM (N=12), capxoM
Ha MEKHTE TpKanH, pa3udeH oT pabnomuocapkom (N=11), capkom na IOuur/pPNET (N=10).
(N=10), Hespobnactom (N=8) w xemnatobnactom (N=6). [TpoyuBaHeTo e ¢ MOHOTEpATWS,
HEKOHTPOJIMPAHO, OTKPUTO NPOYYBAaHE 32 OMpPeJeNsHe Ha TepaneBTHYHATA AKTHBHOCT Ha
MasonaHkO TIpH Iena ¥ IOHOWM HAa Bb3pacT ot | go <I8 roauxu. Tazomann6 ce mpumnara
eXEeAHEBHO KaTo TabneTka B f03a oT 450 mg/m?*/no3a win xato NepopanHa CycneH3Ms upH
225 mg/m?*/no3a. MakcyumanHara paspeluena JHeBHa fo3a ¢ 800 mg 3a TabneTkara n 400 mg 3a
mepopainsata cycnensnd, CpegHara npoaL/bKHTETHOCT Ha ekcnosnimaTa € 1,8 mecena (1 gen —
29 mecelia).

PesynraruTe OT ToBa Ipoy4BaHe He NMOKA3BAT HUKAKEA 3HAYAMA TPOTHBOTYMOPHAE GKTHBHOCT
IpN CBOTBETHATA NEJHATPRYHA nonynauns. Ilopagy ToBa nasonanud He ce Npenophysa 3a
ACUCHHUE HA TE3W TYMOPH NIpW NEAHATPUYHATA Nomyhaums (BX. Touxa 4.2 3a wHdopMans
OTHOCHO ynoTpefa B neanaTpuaTa).

Esponeiickata areHus no nekapcTsata OCBOGONKIABA OT 3aIbL/KEHMETO 3a peoCcTaBsHe Ha
PE3YJATATHTE OT MpOYHBAHNATA C PePEePEHTHUA NEKapCTBEH MPOJYKT, ChABPKAIL Nalonanul, BLB
BCHYKY TOATpYNH HA TelUaTPUYHATA TIOTMynallMsi 3a JeYeHWe Ha KAPUMHOM Ha 6pbpenmute W
61L0pednOTO JlereHde (c M3KMIOUeHWe Ha HedpobnactoM, HedpobnacTomaTosa, CBETIOKTETbYEH
CapKOM, Me30peHOnacTed HepoM, PeHaNEH MeyiapeH KapunHOM M pabioHaeH TYMOp Ha Oulpeka)
(BX. Touka 4.2 32 HHPOPMALINA OTHOCHO YNIOTPe6a B MeqHaATPHATA).

3.2 ®apMaKkOKHMHETHYMH CBOMCTBA

AdcopOums

Ipy nepopanro Npuiokesne HA eqUANYHA N03a oT 800 Mg nazonadud npu NalHenTH ¢hC COMMOHM
TYMODPH, MakCHManHa 1JlazsmMeHa KOHUCHTPAUNS (Cimax) OT npubnnsurenso 19 + 13 pg/ml e nonyuena
cnen cpeano 3.5 waca (avanazon 1,0-11,9 gaca) w e monyyeHa AUCp. oT npubnuznTerHo 650 +
300 pg.h/ml. Exenneren npruem na no3zata soau 1o 1,23- no 4-kpatHo yBenwueHne Ha AUC,.T.

Jluncpa nocrossno nosnwasare Ha AUC am Cogx npn Bo3n naonannd Hag 800 mg.

CHcTeMHaTa eKCIO3HIMA Ha NA30TAHUO ce YBCJIHYaBa, KOTATO Ce TpHeMa ¢ XpaHa, [TpumokenneTo Ha
Nasonannd ¢ xpaHa ¢ BUCOKO HIIM HHCKO ChABPKAHNE HAa MAIHHHM ROIH 10 NPHONU3NTENHO 2-KpPaTHO
yBenuuenre Ha AUC w Crax. CrieloBaTenso nazonanns Tpsabsa na ce Tpuiaara Ha-Manko JBa yaca
CJIE/l XpAaHEHE WM TTOHE €AHH Hac Npen XpaHeHe (BX. Touxa 4.2).

Tlpunaranero wa HaTpouwewa TaGneTka nazonanu® 400 mg nosulaBa AUCw.72y ¢ 46% B Crax
MPUOITHZUTENHO 2 METH W HAMANABA Ly C MPUOIH3ATENIHO 2 Yaca B CpaBHEHHE ¢ NPHIOKEHHETO Ha
uanata rtabnetka. Te3w pe3ynTaTHM TOKas3BaT, Ye OHOHATMYHOCTTA M CKOpOCTTa Ha abcopbuua na
NICPOPANHO NPUNOKCH Na3onanHb ce mosMiIaBaT Cield NPANOKEHHE Ha HaTpollleHa TadneTka B
CpaBHEHUE C TPHITOXKEHNE Ha lga TabneTka (BXK. Touka 4.2).

Pasripeneneuve

CBBp3BaHeTO Ha MTAT0MAHHG ¢ YOBEUIKHS MTa3MeH NMPOTEHH M Vivo € NO-TONIMO oT 99% Gez 2aBucuMocT

OT XOHUCHTpaimATa B quanasona ot 10-100 pg/ml. In vitro npoyusanys nokassar, ue nasomanut e
cybcrpar 3a P-gp 1 BCRP.

buotpanchopmarus

Pesynrtatnte or in vitro npoyuBanns NOKa3BaT, Y& MeTaboAN3MBT Ha nazonanub ce
ot CYP3A4, ¢ nesnauntenen npunoc ot CYPIA2 u CYP2CS. HeTupuTe OCHOBH
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na3onasnd npeacraBnsaBaT camMo 6% OT excno3uuMATAa B MnasMara. EAWH OT Te3W MeTaboNnTu
nuxubupa nponudiepanusta Ha VEGF-cTHMynnpaHM eRIOTENHM KIeTKH Ha YOBeNka yMOunwWkanHa
BeHa ¢ ehUKacHOCT, NogoOHA Ha TA3M Ha Nazonannd, octananute ca 10 10 20 TbTH I0-MANTKO akKTUBHH.
CnenoBaTe/iHO akTHBHOCTTA Ha NA30MaHN0 3aBUCH IIIABHO OT €KCIO3MIINGTa Ha TIa30NaHuo.

ErmuMuHNpaHe

ffazomanu6 ce enumuHUpa OGaBHO CBC cpeden nomyxusoT oT 30,9 waca cnej npunaraHe Ha
npermopeuuTenHaTa Ado3a or 800 mg. EnuMuHEpanero ¢T2Ba OCHOBHO 4pe3 (hekalmuTe, KaTto
eIMMUHNPAHETO Ypes Br0peunTe NpeacTapigpa <4% oT NpUNOXeHaTa 1034,

Creyranyy nonyJjaaumum

brbpeuno yepexcdane
PezynraTute nokasear, ue no-Manko ot 4% OT nNepopajHO APUIONKEHATa 4033 Ma3onaHud ce

EKCKpeTUpa B YypWHATA KkarTo mnasomanud W MeTabonumn. PesynratuTe OT TORYJIAHHOHHO
(papMakOKMHETHHHO MOJEIUpate (JaHHH OT TIAUKEHTH ¢ W3X0AHU cToftHocTn Ha CLCR, BApHPALIH OT
30,8 ml/min go 150 ml/min) noka3sar, Ue e MANKO BepOATHO GBOPEUHO yBpeKOaHE A3 UMA KITHHUTHO
IHAYNM e(hekT RbPXy (PapMakoKMHETHKATA HA fasonaHuG. He ce nanmara kopuripane Ha zo3ata npw
TAUHEeHTH C KpeaTHHWHOR KIMPRHC Hag 30 ml/min. Tlpenoppusa ce mNoOBHMIIEHO BHMMAHWE TIPH
HAQHEHTH C KpeaTUHHUHOB KIHPBHC Hoa 30 ml/min, TeH KaTO NUicBa ONWT ¢ NEYECHHETO ¢ 1Ta30NaHund
1PN Ta3u NonynalNsg NaluvenTH (Bx. Toyka 4.2).

Heprodpobro yepescoane

Jexo

Cpeanara craunonapia Cmax M AUC(24) HA NA30TMAHNG NPM NALMEHTH C JNEKM AHOMATHM B
YEPHO/POOHUTE NapaMeTpH (AepUBMpaHn KaTO HOpMaNieR OUANPYOKHKE W BCAKA CTeNeH Ha NOBULICHHE
Ha ALT nnw karo moemmmaBane Ha SunupyGuna 0 1,5 x ULN HezaBucuMo oF ctolHoCTTa Ha ALT }
c/iefl mpunoxeHne Ha 800 mg BeHLXK JHEBHO Cca NOJOOHN Ha MeIWaHaTa NMpH MAIHEeHTH ¢ HOPMAaTHa
yepHogpoOHa diynkums (Bx. Tabnuua 7). 800 mg nasonanub seHbK [HEBHO € penopLuITENHaTa
A03a 1Ipy HAURCHTH C JICKN NaTONOTHH B CEPYMHHTE 4epHOAPOoOHN TecToBE {BX. Tovka 4.2).

Yuepeno

MakcnuManiHo noHockmata 1o3a nasonasut (MTD) npy nauuenTy ¢ YMEpPEHO YepHOAPOOHO yBpekaaHe
(JeduHvipaHo ¥aTo noBMmaBaHe Ha OurHpy6rHa >1,5 X g0 3 X ULN He3aBHCHMO OT CTOWHOCTHTE Ha
ALT) e 200 mg semwnk nHeBHO. CpeNHHTE CTAlHOHAPHW CTOWHOCTH HA Cgx W AUC 524y cnien
npunoxenue Ha 200 mg nasonanu$ BeAWbXK JAHEBHO TNPH TALWEHTH ¢ YMEpPEHO uepHoApobHO
yspexaane ca npromuzntenHo 44% u 39% oT CHOTBETHUTE CPedHM CTOMHOCTH Clie] npuiarake Ha
800 mg BeaHbkK JHEBHO NPY MALUMERTH C HOPMANAA YepHOAPoGHa Gyuxums (ex. TaGmuiia 7).

Bb3 ocHOBAa Ha AaHnMTe 3a Ge30MACHOCT W MOHOCHMOCT, J034TA Ha NAa30MaHuG Tpabsa ga 6bae

HamaneHa 10 200 mg BeAHbK QHEBHO [PH NALHEHTH C YMEPEHO YepHORPOOHO YBpexaaHe (BX. TOUKA
4.2).

Texcko
CpelHuTe CTauMOHAPHHU CTOMHOCTH HA Cmae ¥ AUC0.24) clien npunoxenne Ha 200 mg nazonanud
BEHBXK LHEBHO TIPH MMAUMEHTH € TEXKKO YepHOApoOHO yBpeskaaHe ca npubansutento 18% u 15% ot
CBOTBCTHHTE CPEHM CTOWHOCTH cnefl npwiarane Ha 800 mg BenHLXK NHEBHO MpM NALMEHTH C
HOpMaTNHa 4epHOapoOHa dynkuns. Bb3 OCHOBA HA HamaneHaTa eKCnoSHLNS M OrpaHHuYeHNA
HepHOAPOOEH pe3epB nazonanid He Ce MPENopbYBa PH MALMERTH € TEKKO YepHOJAPOOHO yBpekaaHe
(nedunupato xaro obin Gunupy6un >3 X ULN

HE3aBNCHUMO OT HUBOTO Ha ALT) (8x. Touka 4.2).

Tabdauna 7 Cpeann $papMaKoKHHETHYHH NapaMETPH Ha A30MAHHG B CTAIHOBA
H3IMEPEHH NPH JIHIIA ¢ YePHOAPOOHO YBpekaaHe.
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Tpyna Hicaeapana | Cuu (ng/ml) AUC (0-24) IIpenopnunre
ne3a {ug x hr/ml) JIHA 71034

Hopmaana 800 mg OD 52,0 8882 800 mg OD

yepHoapobHa (17.1-85.7) (345,5-1482)

Cpeario 800 mg OD 33,5 774,2 800 mg OD
_uepHoApobHo (11,3-104,2) (214,7-2034,4)

¥Ymepeno 200 mg OD 222 256,8 200 mg OD

qepHoapoGHo (4,2-32.9) (65,7-487.7)

Texko 200 mg OD 9.4 30,6 He ce npenopbusa

YEepPHOApPOGHO (2,4-24.3) (46,9-473,2)

OD — BeIHBK JHEBHO

Heduampuyna nonyaauus

Tipu mpunarane wa masormannd 225 mg/m’ (kato nepopanna cycreHsus) np meaNaTpHYHN
MayMeHTH, (papMakokrHeTHuHRTe NapameTpl (Cmax, Tmax W AUC) ca nonobHu Ha Tesnm,
ChOOLICHH MMpedd ToBa TPH BH3PACTHH TIALUEHTH, nekysadu ¢ 800 mg nasomanmo.
Pe3ynTaTuTe He MOKA3BAT 3HAYNTENHA PA3IINKA B KITMPRHCA HA MA30MaHNG, HOPMANU3NpaH o
TEJIECHA NOBBLPXHOCT, MEKIY A€ ¥ Bb3PacTHH,

53 IHpeaxk uuauyuay JaHHH 33 Ge30MaACHOCT

TpeAknMHUYBRAT npodun Ha Ge30MacHOCT HA NMA30Nakud e oLeHeH IpY MULIKKH, [THX0BE, 3aliuu U
MahMyr#. TIpH npoywsanws ¢ TOBTapsiOM ce NO3H Mpw FPU3AYA CE TMOABABAT €(EKTH B PAITHYHH
TbKan¥ (KOCTH, 3b0H, HOKBTHW Nersa, penponyKTHBHHA OpraH#, XeMaToOIOTHYHH ThKanu, 6u0peun n
nankpeac), ceup3aHii ¢ dapmakonorusiTa Ha unxubupanero Ha VEGFR w/unu HapywaBaHeToO Ha
CHTHaTHUTE WhTHIIA HA VEGF, kato momeueto edekT, BB3HMKBALM TIPM HWBA Ha TUTa3MeHa
CKCNO3MUMS, ca o], Te3H, HablroAaBany B KiMHWKaTa, Jpyru HabMonaBaHy epeKTH BKIOYBAT 3ary6a
Ha TEMeCHO Terno, NMapust W/WN 3a00NABaHWSA, KOHTO ca GHIM WIM BTOPHYHY 110 OTHOUICHWE Ha
NOKANHNHTE CTOMAIMHO-YPEBHY CPEKTH, IPHYNHEHN OT BUCOKA NOKANHA eKCMOHIAA Ha NEKapCTBEH
MPOAYKT Ha nnraguuata (mabMyww), wian dapmakomoruyun edektn (rpusavm). IlpormdepaTianm
YEpPHOAPOOHY JIe3uN (eO3WHOMDHINY OFHHILA ¥ ancHOM) ca HabmoqaBauy JIPY JKEHCKW MHIKH NpH
€KCMO3ULMH 2,5 MBTH [I0-BUCOKH OT SKCIO3NLMATA TIPH Xopa B3 ocHoBa Ha AUC.

B npoyusanus 3a TOKCHYHOCT IPH MIagn CK3EMIINIAPH, B KOWUTO TUTBXOBE TIpeAH OTOWMBaHe ca OWITH
MO3NUpaHN OT 9-Ws ZIeH clie] paxiaaweTo no 14-wa nen cuen paXXgaHeTo, Ma3oNaHn® NpUYMHABA
CMBLPTHOCT U aHOPMAJIEH pacTesxk/y3paBane Ha opranu B GuGpennre, Genute apobose, YepHus 1pod u
CBPIETO, B N03a NPHONHINTeNHO 0, | IMBTH O-BUCOKA OT KITHHUYHATA EKCIIO3NIIMA BB3 OCHOBA Ha AUC
MPH BB3pacTHH Xopa. Koraro rmrpxoBe ciex ov6HBage ca OUITH AO3HPaHU OT 21-BHS JAeH cref
POKIAHETO A0 62-HA JEH CNEN PAXKUAHETO, TOKCHKOAOTHYHHTE HAXOXKH Ca ONOOHH HA TE3H NMPH
BL3PACTHH NIBbXOBE NpH CPABHHMH eKcno3uuny. TIpy Xopa, NennaTpuuunTe NAlMENTH ¢a MINoKeHH
Ha TIOBUIIEH PUCK OT e(eKTH BHPXY KOCTHTE H 3BOUTE B CpasHEHNE ¢ BB3PACTHUTE, ThU KaTO TE3U
MPOMEHH, BKITFOYHTETHO WHXHOMPaHe Ha pacTedxa (KbCH KPafHULH), KPEXKH KOCTH H peMojIeTHpaHe Ha
IBOUTE, ca NPHCLCTBAIM TIPH MAALH [UTbXOBE nph =10 mg/kg/nen (paBno na npubauswurenno 0,1-0,2
HETH KTHHIYHATA ekeno3niua Bh3 ocHoa Ha AUC npu Bb3pacTiu xopa) (Bk. Touka 4.4).

Penponykrnshy, depTinnm u TepaToreHny edexTy

Hokaszano e, 9e nazonanué e eM6pHOTOKCHYCH 1 TEPATOTEHCH, KOTaTo ce Mpunara Npu MsXose H 3alin
Ipu excnosnurH Hax 300 muTH no-HuCKH OT eKCTIO3NINATA npn xopa (Bw3 ocHosa Ha AUC). Edexrute
BKJIIOYBAT Hamanen GepTUINMTET NPy )KeHCKUTE, ITOBBIIEHA 3aryda npe 1 ciiel] MMIDIaHTH DAt iaT:
pe3opOuns, CMBPTHOCT Ha (heTyca, HaMaieHO TelecHo Terfio Ha moga K ¢
masipopmaunu. Hamanen 6poit corpora lutea, YBETTMUEHN KUCTH ¥ aTpodusa Ha AHY
OTOENs3aHY NP rpusatn. B npoyusare wa hepTrnuTeTa MpH MBKKN IIHX0BE He coffa@if T AG A
BbpPXY HAGPTOCBAHETO MM epTHINTETa, HO € OTOENI3aHO HAMANCHO Terlc @‘ {1
CIMAMIAAMACA C HaMaNeHNe Ha CKOPOCTTA HA MPOM3BOJCTBO Ha CIICPMATO30MIM, @;H Ot
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CrEpMaTO30MANTE U KOHUEHTPALMUTE Ha CIIEpMaTO30M AN B ENMUANANMMCA B TECTUCUTE, HAOIIONaBaHN
npu excro3nunu 0,3 MbTH €KCTIO3UILIMATA MTPH X0pa Bb3 ocHoBa Ha AUC.

['EHOTOKCUYHOCT

INazomann® He NpUYMHABA FeHETHYHH YBPEkK/IAHMSA, KOTATO € TECTBAH B TECTOBE 32 FEHOTOKCHYHOCT
(tect na Eiimc, aHanmu3 Ha Xpomo3omHara aGepaiist B imMdouuTH o1 nepudepHa KPbB IPU XOopa U
MHUKPOsI/IpEH aHaNu3 NP MIBXOBE /1 vivo). CUHTETUYEH MEeXKIAMHEH NPOAYKT IPH MPON3BOACTBOTO Ha
Ma3onannd, KOWTO ChILO NPUCHCTBA B KPAWHOTO JIEKAPCTBEHO BELIECTBO B HUCKM KOJHYECTBA, HE €
MyTarcHeH B aHain3a Ha EAMC, HO reHoTOKCHMUYEH B aHaiW3a 3a JUMQOM NPH MUIIKK W i Vivo
MUKPOSJIPpEH aHaIU3 TPH MULIKH.

KanueporenHocr

Ilpn aByroaMwnyu npoyuBaHMs 3a KaHLEPOreHHOCT ¢ Ma3onaHu® e HabonaBaH yBeJinueH Opoii
4E€PHOAPOOHH a/IcHOMH, OTOE/IA3aHN TIPH MUILKH, W JIyOJEHATHH aJIcHOKAPLIMHOMH, OTOE/IA3aHN npu
nabxose. Bb3 ocHOBa Ha cnenuyHNTE 3a rpu3aynTe NaToreHe3a M MEXaHN3bM 3a Te3W HAXOJIKH. He
CE CHHTa, Y€ NpEICTaB/IABAT MOBUILCH KAHLEPOTEHEH PUCK 3a MALMEHTH, NPHEMAII[H Na3onaHuo.

6. PAPMAIIEBTHYHHU JIAHHHU
6.1 ChnHcbLK HA NOMOLIHNTE BelecTBA

IHazonanut G.L. Pharma 200 mg duwimupanu mabremru.

ChbpueBuHa Ha tabneTtkara:

Llenynosa, mukpokpucranua (E460)
Harpues Huecten rivkonar (tum A)
[ ToBuaon K30 (E1201)

Marnesues creapar (E470b)

[Toxpurtne Ha Tabnerkara:
Xunpomenosa (E464)

Twurtanos nuokena (E171)
Makporomn 400 (E1521)
JKenesen okcua, yepsen (E172)
ITonucopGar 80 (E433)
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6.2 HecbBMeCTHMOCTH
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Henpunoxumo.

6.3 Cpok Ha rogHocTt

3 roJiuHM

6.4 Cnenuajiim yCJ10BHSl HA CbXPAHEHHE

To3u siekapcTBEH NPOAYKT HE U3UCKBA CIELMAIHH YCIIOBHS HAa CbXPaHEHHE.
6.5 Bujau cbabpkaHHE HA ONIAKOBKATA

[aszonanu6 G.L. Pharma 200 mg duimupanu madnemxu.

30, 60, cberaBra onakoBka ot 60 (2 onakosku 1o 30), 90, cberasHa onakoska ot 90 (3 onakoBkH 1o
30) punmupanu Tabnetku B npo3paynn anymurni-PVC/PE/PVDC Gauctepn.

Hasonanu6 G.L. Pharma 400 mg cjrm:_wanu maonemxu.
30, 60, cucraBHa onakoBka ot 60 (2 onakoBkH 110 30), 90, cherasHa onakoBka ot 90 (3 onakoBKH 110
30) ¢punmupanu Tabnetku B npo3paunu anyMuHui-PVC/PE/PVDC Gimcrepn.

He Bcuuky BUaoBe onakoBku Morat jia Ob/1aT nycHaTH B rnpojaxoba.
6.6 CphennaJHu npeanasHH MepPKH NPH H3XBbPJsiHe H paboTa

Hsima cnietaJiHu U3UCKBAHMUA.

7.  HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

G. L. Pharma GmbH

Schlossplatz |

8502 Lannach

ABcTpus

8. HOMEP(A) HA PASPEINEHUETO 3A YIIOTPEBA

[lazonanu® G.L. Pharma 200 mg ¢punmupanu tabsietku Perucrpauumonen Ne 20220090

[lazonann® G.L. Pharma 400 mg ¢unmupanu Tabnetku Peructpaumnoner Ne 20220091

9. JATA HA ITBPBO PABPEHIABAHE/TIOAHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspewaBane: 15.03.2022

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

01/2023
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