KPATKA XAPAKTEPUCTUKA HA IPOAYKTA /0.7, 1O />

1. UME HA JIEKAPCTBEHMUS ITPOAYKT 6 VA0S 1 2 -05- 2075

Bacranoma 250 mg mHXKeKLIMOHEH pa3TBOP B MPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA
Vastaloma 250 mg solution for injection in pre-filled syringe

& KAYECTBEH U KOJIMUECTBEH CbCTAB
Enna npeapapuTesiHO Hammb/IHEHa cripyHLOBKa oT 5 ml chabpxa 250 mg ¢ynsectpanT (fulvestrant).

[ToMOLIIHH BellecTBa ¢ U3BECTHO JiekcTBHE (Ha S ml)
Eranon 96% (ankoxon), 500 mg

bensuno ankoxon (E1519), 500 mg
ben3undensoar, 750 mg

34 MbJIHUA CITHCHLK HA NMOMOLIHHUTE BellleCTBa BUXKTE TOUKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

MHokeKLIMOHEH pa3TBOP B NMpeABapHUTEIHO HaMbJIHEHA CIIPUHLIOBKA

BucTbp, 6€31BETEH 10 BT BUCKO3EH Pa3TBOP, 06€3 BUAUMH HYACTHLIM.

4. KJIMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHS

Bacrasioma e nokas3aH:
*  KaTo MOHOTEpanus 3a JIEUEHHUE Ha ECTPOreH-peLernTop MO3MTUBEH, JIOKAJTHO aBaHCHUpaJl WIIH

METACTaTHYEH paK Ha MJIEYHATa »Jie3a MPH MOCTMEHOMNAaYy3a/IHH KEHHU:
- KOWTO MNpeau TOBa He ca OWIM nojiaraHi Ha eHAOKPHHHA Tepanus, WK
- ¢ peuMaMB Ha 3a00J1ABaHETO 10 BPEME HA WJIH Clle]l al0BaHTHA aHTHECTPOreHHa
Tepanus, WiH Npy NporpecHs Ha 3adboIsBaHETO MO BPEME HAa AaHTHECTPOr€HHA
Teparnus;

* B KOMOMHaLMs ¢ na10OUMKIHO 3a JIEYEHHUE Ha MOJIOKHUTEJIEH 32 XOPMOHAJIEH peLerTop
(HR), orpuuareneH 3a peuentop 2 Ha 4yoBelLIKUS enuaepMmalieH pacrexeH dpakrop (HER2)
JIOKAJIHO aBaHCHUpaJl HJIM METaCTaTHUYEH paK Ha MJIe4yHaTa »J1e€3a P KEHH, KOUTO NpeaH
TOBAa ca IoJly4yaBajM €HJ0KpHHHA Tepanus (Bx. To4Yka 5.1).

[Ipn npe- win nepumMeHonay3ajHi )K€eHH, KOMOMHUpaHaTa Tepanus ¢ nandouukaIud Tpsabsa na e
KOMOHWHHMpaHa ¢ arOHUCT Ha JIYTEHHHU3Upalll XOpMOH-0cBOO0 kK AaBal XxopMoH (LHRH).

4.2 Jlo3HpPOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka ~ ~—
Kenu (6xnrouumenno u 6 cmapuecka év3pacm) A“” ol :\ ,,%:, .
[IpenopbunTennara n03a € 500 mg Ha HHTEpBaIU OT €AUH MeCELl TUTKOC JOITbJIHUTETHA X /7’5*(}2&! . ~: 2
mg JABE CEJIMMLIM CJie]] MbpBaTa /J03a. E /, fﬂ. 7\
(| S | 425 0ty )
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XapaKTepUCTHKA Ha NMpoayKTa najadouUMKIIHO. N * o



[pean 3anouBaHe Ha KOMOMHMpaHa Tepanus ¢ GpyaBecTPaHT U naNbOUMKIND, H NO BpeMe Ha LaIaTa A
OPOABDKHTENHOCT, Npe-/NMEPUMEHONAY3aHHTE KeHHK TPAOBa na 6bAaT NeKyBaHH ¢ aroHKCT Ha
LHRH, B choTBeTCTBHE ¢ MECTHATA KIIMHUYHA NPAKTHKA.

CneuyanBiy nomyjaanyvn

bvbpeuno yapeocoane

He ce npenopbuBa KOPUrHpaHe Ha 103aTa NPH MaLKEHTH € jieKa 10 YMEpeHa CTereH Ha 0B0peyuHo
yBpeXaaHe (KpeaTHHHHOB KIMpBHC 2> 30 ml/Mun). besonacHocTTa H eHKACHOCTTa MY HE Ca OIICHECHH
NpH MALMEHTH ¢ TEXKA CTeneH Ha OLOpeuHo yBpexkaane (KxpeaTHHHHOB KIHPBHC < 30 ml/MHH) H
NopajaM TOBa, MPH TAKWBA MaLMEHTH Ce Mpernopbyda MOBUIICHO BHUMaHHE (BX. TouKa 4.4).

Yeproopobuo yspexcoane

He ce npenopbypa KOPUTHpaHe Ha 03aTa HPH NALMEHTH € JieKka 10 yMepeHa CTENeH Ha YepHoapobHo
yBpexaaHe. Benpexu Toea pynsectpaHT TpaOBa na ce npunara ¢ NOBHLIEHO BHUMaHHUE MPH TE3H
[ALHEHTH, Thil KaTO € BB3MOXKHA MOBHLICHA EKCMO3HLMA Ha QynBecTpanT. HaMa naHHH NpH
MALMEHTY C TEXKa CTENEH Ha YePHOAPOOHO yBpexknaHe (BXK. Touku 4.3, 4.4 u 5.2).

[leouampuuna nonyrayus

BesonacHocTtra ¥ edrKacHocTTa Ha QyNBECTPAHT MPH AcUa OT paKAaHETo a0 18 roxMHH He ca
ycraHoBeHH. Hanuynute 10 MOMeHTa JaHHM ca ONHCAHH B TOUKH 5.1 H 5.2, HO NPENOpPBKH 10
OTHOLIIEHHE Ha NO3HPOBKA He Morat aa 0baaT HanpaseHH.

HavyuH HA pHIOXKEHHE
dyneecTpanT TpAOBa 1a ce MpUiara Karo JBe NMocJACAORATEIIHH 6aBHH HHTPaAMYCKYJTHH HHIKEKLIUH OT
5 ml (1-2 MMHYTH Ha HIDKEKL{iA ), NO €/1Ha OT BCAKA CTPaHa Ha ceJalMlleTo (rnyTeanHara obaacr).

Heobx0oaMMo € BHHMaHHe MPH HIDKEKTHpaHe Ha GyNBecTpaHT B Zop3oriayTeanHara o0nacT nopaau
OMM30CTTa HA NOANEKALIHA CEAANHLLEH HEDB.

3a noapoOHK HHCTPYKLIMH 3a NpUIaraHe, BHXKTE TOUKa 6.0.

4.3 IIpoTHBONOKA3AHHSA

CBpPBXUYBCTBHTENIHOCT KbM aKTHBHOTO BELECTBO WIH HAKOE OT NTOMOLIHHUTE BELIECTBA, H3OPOEHH B
Touka 6.1.
BpemMeHHOCT H KbpMeHE (BX. TOuKa 4.6).

Texxka crened Ha 4epHOAPOOHO yBpexKIaHe (BX. TOUKH 4.4 ¥ 5.2).
4.4 Coenna/IHH npeaynpexacHHs B NIpeAna3HH MEPKH NIPH ynoTpeda

MdynsecTpadT TpAOBa Aa ce MpWiara ¢ NOBHIIEHO BHUMAaHHE NPH NaLMEeHTH ¢ Jieka 10 YMEPEHa CTENEH
Ha 4epHOAPOOHO yBpexKaaHe (BxK. Toukk 4.2, 4.3 u 5.2).

dynsecTpaHT TPAOBa Aa ce Mpunara ¢ NOBHILEHO BHUMAHHE MPH MAUMEHTH C TEXKa CTETNEH HA
6u0peuHo yBpexaane (KpeaTHRMHOB KIUPBHC < 30 ml/MuH).

[Topaan HHTpPaMYCKY/JIHHA MIbT Ha BbBEXKAaHe, QyABECTpaHT TPAOBa Aa C€ M3MON3BA C MOBHLIEHO
BHHMaHHE MPH NALMEHTH ¢ XeMOparHyHa aMares3a, TpoOMOOUMTONEHUA U NPH TE€3W Ha
aHTHUKOAryJlaHTHA TCParnHs.

YecTo NpH )KEHM ¢ HANPEOIHAN paK Ha rbpaara ce Habmoaasat Tpomboemboinynm
e HaOnioaaBaHO M NMPHM KAMHHMHH NpOyuBaHUA Ha ¢ynsecTpaHT (BX. Touka 4.8). T
B3eMe MpeABKH], KOraTo ¢e U3NKUCBA QyNBECTPAHT NPH PUCKOBH NALIMCHTH.




[Tpu nixexkTHpaHeTo Ha QyJNBECTPAHT ¢€ ChOOIABAT CHOUTHA, CBBP3aHH C MACTOTO HA HHXXEKTHpaHe,
BKJIIOMBALIH HILKAC, HEBPAITHA, HEBponaTHa 6onka u nepudepHa Hepponatus. Heobxoaumo e
MOBHIIEHO BHUMAaHKE NPH NPHWIOKEHHE Ha PYyJIBECTpaHT B AOP3OITyTeanHata odnacr nopanH
6JIM30CTTA Ha MOANEKAILINA CEAATNILEH HEPB (BXK. TOUKH 4.2 4 4.8).

Hama ALArocpodHH AaHHM 3a edexta Ha PynBecTPaHT BLpXY KocTHTe. [lopann MexaHH3Ma Ha
AeHCTBIHE HA QYJIBECTPAHT, CHLICCTBYBA NOTEHLHANIEH PHCK OT OCTEONOpO3a.

EdukacHocTra ¥ 6e3onacHocTTa Ha (ynaBeCcTpaHT (MM KaTO MOHOTEpanMs, Wik B KOMOMHALMA ¢
nanbouuxnvb) He ca NPOYYEHH NPH NALMEHTH C KPUTHYHO BHCLIEpAIHO 3a0ongBaHe.

Korato ¢ynBecTpaHT ce H3non3Ba B koMOHHauud ¢ nandoimknnb, Mons BrxkTe cbiio Kparkara
XapaKTepUCTHKA Ha NPOAYKTa Nandouukiuo.

Ioarusnsane na mecmosgeme 3a ecmpaouon, baupany Ha armumena
[Topaan cTpYKTYPHOTO NnoAodOHe Ha GyNBECTPAHT H ECTPAAHOIL, PYJIBECTPAHT MOXKE a MOBJIHUAE
TECTOBETE 33 €CTPaAHOI, 6a3upaHy Ha aHTHTENa, KaTO TE€ MOXKE Ja NMOoKaXaT (anMBeo NOBHIIEHH HUBA

Ha CCTPpAdHOI.

Emanon

To3u nekapcTBeH NpoAYKT cbabpxka S00 mg ankoxon (€TaHOI) BbB BCAKA HIDKEKLHA, KOETO €
exsHBaneHTHO Ha 100 mg/ml (10% T1./06.). KonudecTBOTO BBB BCAKA HHXKEKIIUA OT TOBA JIEKAPCTBO €
€KBHBaJIEHTHO Ha 13 m] 6upa unu 5 ml BuHO.

Jo3a ot 500 mg oT ToBa NekapcTBO (ABE CMPHHLIOBKH ), MPWIOKEHA Ha Bb3PacTHH xkeHu ¢ Terno 70 kg,
Oy nosena o u3narane Ha 14,3 mg/kg eranon, KoeTo MoxKe Aa NPHUUHY MOBULLABAHE HA
KOHLIEHTpaLMATa Ha ankoxon B kpwera (BAC) or okono 2,4 m /100 ml (Brokre IlpunoxeHue 1 kM
noknan EMA/CHM /43486/2018). 3a cpaBHeRue, 32 BL3pacTeH, KOHTO nMe yaiwa BuHO Wik 500 ml
6upa, BAC BepoatHo we Obae okono 50 mg/100 ml.

EIIHOBPGMEHHGTO NPHNOKCHHE C NEKApCTBa, ChAbPKAIlK HANPp. NPONKWJICH INTHKOJ KIIK €TaHOJ1 MOXKEe
Aa NOBCAEC N0 HATPYINBAHC Ha CTAHOJI U N1 MNpEeAN3BHKA HCXKCIIaHH etbem.

Bbenzunoe arxoxon
To3n nekapcrTBeH MPOAYKT ChAbpAKA OEHIWIOB ANKOXON KATO NMOMOLLHO BEILleCTBO, KOETO MOXKe Ja

[MPpHYHHA AJIEPIrHIHH PpCAKLHN.

[leanaTpHyHa NONYAALUA
Ynorpebara Ha GyIBECTpaHT NMPH Aena K IOHOLIH He ce MpenopbuBa, Thil KaTo 6€30MacHOCTTa H

€()UKaCHOCTTa He ca YCTAHOBEHM 3a Ta3W Ipyna nauueHTH (BxK. Tovka 5.1).

4.5 BsanmoaelicTBHe ¢ APYIR JeKAPCTBEHH MPOAYKTH H ApYrH ¢opMH Ha B3aHMoaeHcTBHE

KnunnyHo npoyusaHe 3a B3anMmoaencTeue ¢ Muaaszonam (cydcrpar Ha CYP3A4) neMOHCTpHpa, e
¢ynsecTpaHT He HHXHOHpa CYP3A4. KnHHUYHHK NpoyuysaHHA 3a B3aUMOACHCTBHE C pHDAMITHLIMH
(unayxrop Ha CYP3A4) u kerokoRazon (HHXxuOHTOp HA CYP3A4) He noka3BaT KIHHHYHO 3HAYHMA
NpOMSAHA B KNUpbHCa HA ¢ynBecTpaHT. CleJoBaTeHO He € HY)KHO KOpHIHpaHe Ha ao3arta npu

MaUMEHTH, KOHTO NMPHEMAT €AHOBPEMEHHO QyIBECTPaHT H HHXMOMTOPU unu HHOyKTOpH Ha CYP3 A4,
/ Ve ) 0“"\“:\.‘
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4.6 @eprHaHTET, OPEeMEHHOCT H KLpPMEHe

JKeHH ¢ neTepoacH NoTeHLUHAN
XeHu ¢ zereponeH noreHUMan Tpadpa Ja U3NON3BaT €PEKTHBHA KOHTPALICNILIMA MO BPEME Ha JICYECHHE

¢ Bactanoma 250 mg HHXEKLUMOHEH pPa3TBOP B NMPEABAPUTE/THO HAITh/IHEHA CITPHHUOBKA H 2 NOJANHU
cjie nociaeaHara gosa.

bpeMEeHHOCT
QyaBecTpaHT € NPOTHBOINOKA3aH Mo BpeMe Ba OpeMeHHOCT (BXK. Touka 4.3). Uma nansu, ye npu

IUTbXOBE M 3aiLiM, cel €AHOKPATHO HHTPaMYCKYJIHO TIPUIOXKEHHE, QYNBECTPAHT MHHABA MPE3
inaueHrara. [IpoyusaHHATa MPH )KHBOTHH NOKAa3BaT HAJIHYHE HA PENPOXYKTHBHA TOKCHYHOCT,
BKJIFOUHTENHO H MOBHILEHA YECTOTAa Ha PETANTHU aHOMAIIHH M CMBPTHH CITyuaH (BXK. Touka 5.3). Ako
[0 BpEME HA NMPHJIOKEHHETO Ha (yNBeCTpaHT HACTLIH OPEMEHHOCT, NauyMeHTKaTa TpaOBa ga Obae
HHPOPMHpPaHa 3a NOTCHLUHATHHUTE ONACHOCTH 3a IU10/1a U NOTEHLHAIIHUA PHCK 3a 3arybara My.

KbspMeHe

Kbpmenero TpabBa na ce npeycTaHOBH 0 BpeMe Ha nedeHue ¢ DynsecTpanT. PyaBecTpaHT ce
€KCKPETHpa B MIIAKOTO Ha JJaKTHpalM IUTbXoBe. He e H3BeCTHO Jajid Py/IBECTpaHT ce eKCKpeTHpa B
kbpMaTa. [lopaau noreHUHANa OT CEPHO3HM HEXKEJIAHN PEAKLIMH OT (PYJIBECTPAHT NPH KbpMaueTa,
ynotpebaTa My noO BpeMe Ha KbPMEHE € MPOTHBOMNOKA3aHa (BX. Touka 4.3).

DepTUNUTET
Edexrure Ha QyaBecTpaHT BbpXY (PepTIIUTETE NPH XOpPa HE €A NMPOYYBAHH.

4.7 EdexTH BhpxYy cnocobHocTTa 32 ModUHpaHe H paboTa ¢ MAIIHHNH

@ynBecTpaHT HE MOBNKABA WIH NOBAXABA HEIHAYUTEIHO CNIOCOOHOCTTA 3a WodHpaHe 1 padora ¢
MalllMHH. Bee nak, noHexe MNpH Jie4eHUe ¢ PyNBECTPAHT UMa MROTO YE€CTH CHOOLLECHHUS 33 aCTCHHS,
NaieHTUTE, KOWTO Pa3BUAT TA3U HEXKE/IaHA peaklns, TpAOBa Aa NOAXOXKIAT ¢ MOBHLIEHO BHUMAHHE
KbM 1WwodupaHeTo U paboTaTa C MAlIMHMU.

4.8 HexenaHn NeKapcTBeHH peaKiHH

PesroMe Ha npoguna 3a GezonacHocT

Monomepanus

B Ta3u TouKa € npeacraseHa HHPoOpMaLMs, OCHOBAHA HA BCHYKH HEXeJIaHH PEaKLMU OT KITMHKUHM
MPOYYBaHHA, MOCTMAPKETHHIOBH NPOYUYBAHMA H CIIOHTAHHH ChOOLUEeHUd. B cOopHUTE AaHHM 3a
QynABECTPAHT KAaTO MOHOTEpaINHs HaH-4eCTO ChOOLaBaHUTE HEXENaHHN peakuHH ca OWIH peakLMH Ha
MACTOTO Ha HHXKEKTHUpaHe, aCTEHMA, rajieHe H NoBHIIEHH YepHOApOOHH eH3uMH (AJIAT, ACAT, A®).

B Tabnuua 1, nageHuTe no-a00y KATErOopHH NO YECTOTa Ha HeXKeJIaHUTE NekapcTBeHH peakuuu (HIIP)
¢a M34YKMCIICHHW Bb3 OCHOBA Ha COOpHH aHaM3U Ha O€30MACHOCTTA IIPH I'PYIIH Ha JICUECHHE C
dynsecTpanT S00 mg B npoyuBaHUus, KOUTO cpaBHABaT gyasecTpaHT 500 mg ¢ dynpecrpanT 250 mg
[CONFIRM (npoyueane D6997C00002), FINDER 1 (npoyusane D6997C00004), FINDER 2
(npoyusane D6997C00006) u NEWEST (npoyusane D6997C00003)], nau camo ot FALCON
(npoyusade D699BC00001), koero cpasHapa @yasecTpanT 500 mg ¢ anactposon | mg. Koraro
4YeCTOTHTE OT cOOpHHA aHanu3 Ha JaHHHTe 3a OezonacHocT M oT FALCON ce paiznnyasar,
NpeACTaBeHA NO-BHCOKaTa YecToTa. [laneHure B Tabnuua | 4eCTOTH ca Bb3 OCHOBA Ha BCHUKH _
croOLICHN cBOUTHA, O3 3HaueHHe KakBa e O1a npeLieHKaTa Ha U3C/1eJ0BaTeNs 3a nput%ﬂﬁo_- o
CJIEACTBEHATa BpPb3ka. MeHaHaTa Ha NPOABMKUTENHOCT HA JIYEHUETO ¢ PynBecTpa e s
cOOpHUTE NaHHM (BKIIIOUHMTENHO MO-rope crnoMeHaTuTe npoy4panus roc FALCO
Mecena.




TabnHueH CIHCHK HA HEXKENAHUTE PEAKLIHH

H36poeHnTe nMo-101y HEeXENaHH peaKUHH ¢a KNaCHPHUMPAHHU MO Y€CTOTa U CHCTEMO-OpraHHH
knacose (COK). ['pynupaneTo no yecrora € nepMHUpaHoO Mo CAEAHATA KOHBCHLIMA: MHOTO 4€CTH (>
1/10), yectu (= 1/100 ao < 1/10), HeuectH (= 1/1 000 no < 1/100). IIpu Bcako rpynupane B
3aBUCHMOCT OT YECTOTaTa, HeXENaHHUTE ICKAPCTBEHH peaKlind ce H30poABaT B HU3XOAALL PeA MO

OTHOLICHHUEC HA TAXHATA CCPHO3HOCT.

Tabnumal  Hexenranm JieKapcTBeHR peakilHH, CHOONIABAHH NPH DANHEHTH, JIEKYBAHH C

¢y aBeCTPART KATO MOHOTEPANRSA

Hexenann pcaKkiii no CHCTEMD-GPI'HHHH KJacoB€ H 1€eCTOTa

Hﬂgpexuuu H HHcpeC‘rauHH

YecTH

_ HHq)CKHHH Ha ITHKOYHHTE ITLTHLLA

HapyuieHus Ha KpbBTa H NUM(QHAaTa
CHCTEMA

YeceH

Hamanen 6poii TpoMbouuTu®

H&EXHJBHHH Ha HM}’HH&T& CHCTEMA

MHoro 4ectH

PeakliuH Ha CBPbXYYBCTBHTENHOCT"

Heuectn AHaQWIAKTUYHH peaKLIMK
HapylueHus Ha Metabonuima H HecTtu AHopekcus®
XPaHEHETO
HapyineHns Ha HepBHAaTa CHCTEMa YecTu ' napobonne

CbI0BH HapyLUEHHSA

MHoro uectHu

l"opelun BBJIHU"

YecTH

BeHo3Ha TpomboemMbonus’

CTOMaUIHO-YpPEeBHY HapYLUCHHA

MHoro uectu

I'aneHe

YecTH

[loBpriane, nHapus

XenaroOWIHaApHH HapyLICHUS

MHoro 4ectu

[loBulneHH YepHOAPOOHH EHIUMH

| (AJIAT, ACAT, AdY

YeceTH

IloBHILUIEH GHHHEyGHH"

HeuecTH

YepHonpobHa HeaoCTaTBYHOCT™ ©,
xenatur®, nopuwasane Ha F'TTI1I ¢

HapylneHns Ha KoxXaTa H NOAKOXKHATa
ThKaH

MHoOro uectH

O6pup™

HapyineHus Ha MyCKyJTHO-CKEJleTHATa
CHCTEMAa M CheIMHHUTEIHATa ThbKaH

MHuoro yecTi

bBOJKH B CTABHTE H B

MYCKYJIHOCKEJIETHATA CUCTEMA'

| YectH bonku B repba’
HapylueHus Ha Bb3NpOH3BOANTENHATA Yectu BarunHanes KkbpBOM3IHB"
CHCTCMaA M I'bp/aTa HeuecTH BarnsaiHa KaHAHA038¢, JIEBKOpes*©

Ob1m HapyLieHus U epeKTH Ha MACTOTO
Ha MPWIOKEHHE

MHoro uectH

AcCTeHus", peakUMu Ha MACTOTO Ha
HHH(EKTHP&HBG

Yectu [lepudepna nesponaTua®, HiHac”
Heuectn KpbBOM3IMB Ha  MACTOTO  Ha
HHDKEKTHPAHE®, XEMATOM Ha MACTOTO
Ha MH)KCKTHpAaHE®, HEBpanrya™ °
2 BrmnouBa HexeNaHH JeKapCTBEHH PCaKiliy, 33 KOHTO NOPAJH HANHYHE Ha NoAexanio 3adonaBaHe He MOXKeE 1a ce

ONPEACIH C TOMHOCT CTENIEHTA, B KOATO (PYIBCCTPAHT JONPHHACS 33 PA3BHTHETO WM.

NEWEST). Hecrotara ¢ n3uncieHa nocpeACTBOM NOpHaTa rpaHuua Ha 95 % nopepurelieH u
oueHka. M3uncneH e kato 3/560 (knaero 560 ¢ 6posT nauHeHTH B roOJICMHTE KIHHUMHHY NpOY

florNana B KarcropusTa , . HeYecTH”,




d BiunoyBa: apTpanrna 1 no-paako 601kKa B MyCKy/IHO-CKE/ETHATa CHCTEMa, MHANTHA H OONIKH B

KpaHHHIIHTE.
1 KareropHaTa 3a 4ecToTa ¢ pasiniHa npu c6opumnte naunu 3a 6ezonacHocT ¥ npu FALCON,
¢ HJIP ne ¢ Habmoaarana e FALCON.

Onucanye Ha W3Gpany HEXENaHH peaKldH

BkmoueHHTE M0-1071y ONHCAHHA C€ OCHOBABAT HA AHA/IM3a Ha JaHHHUTe 3a 6e30NacHOCT, CHOTBETHO
npH 228 nalHeHTKH, KOUTO ¢a NOTYyUMIH Hall-Manko eaHa (1) ao3a ¢yneecTpaHT, ¥ npu 232
NaltHeHTKH, KOHTO ¢a MOJYyYMIH Hail-Manko eaHa (1) ao3a aHactposon, BbB ¢asa 3 Ha
npoyuBaHeto FALCON.

boaxu 6 cmasume u MycxyaHo-cxeremsama cucmema

B npoyuBanero FALCON, OpofT Ha nalHEHTKHTE, KOMTO ¢a CHOOILMIIM KaTO HEXKENaHa PpeaKius
GONIKH B CTABHTE B MYCKYJIHO-CKEJIETHATA, € CHOTBETHO 65 (31,2 %) 1 48 (24,1 %) B pamMoTO Ha
dynsecTpaHT M aHacTpo3on. Ot 65-Te NalMeHTKH B paMOTO Ha (ynBectpaHT, 40 % (26/65) ca
cBHOOLHIH 38 60JIKH B CTABHTE H MYCKYJIHO-CKEJIETHATA CHCTEMA NPE3 MEPBHUA MECELL Ha JICYEHHUETO H
66,2 % (43/65) — npe3 mupeHTE 3 Mecela Ha neueHHeTo. [launeHTKUTE He cHOOLIABAT 38 HEXEITAHH
¢rOuTHA crenel > 3 no CTCAE unu TakuBa, KOMTO Ra HalaraT HaMajiBaHe Ha Jo3aTta, PeKbCBaHe
Ha NMpHeMa WIH NPEKPAaTABAHE Ha ICYCHHUETO.

Kombunupana mepanus ¢ narboyuxiub

O6muaT npodun 3a 6e30MacHOCT Ha PyNIBECTPAHT, KOraTo CE H3MOa3Ba B KOMOHHALIMA ¢
nanbounxnnd, € B3 0cHOBA Ha AaHHUTe oT 517 nanueHTH ¢ HR-nonoxurencH, HER2-otpuuarenen
aBaHCHpaJ WIH METACTaTHYEH pPaK Ha MeYHaTa *Jie3a B paHAOMU3HpaHOTO npoyusaHe PALOMA3
(Bx. Touka 5.1). Hait-uectute (= 20 %) HexxenaHH peakliMi OT KaKBaTO M A& € CTeNeH, ChboOLIEHH NpH
NaLMeHTH, KOUTO NMoay4YasaT QyaBecTpaHT B KOMOHHALMA ¢ nanboumknud, ca HeyTponeHus,
NeBKONEHHs, UH(PEKLIHH, YMOpA, rajlcHe, aHEMHSA, CTOMATHUT, dapus, TPOMOOLIMTONECHKS U
nosprbilaHe. Hai-yecture (= 2 %) HexxelaHH peakLiMK CTENEH = 3 ca HEYTPONEHKA, NEBKONEHHS,
HH(pEeKUHH, AHEMHA, NOBHILECHH CTOHHOCTH Ha acnapTaT aMUHOTpaHcdepasa (AST),
TpOMOOLMTONEHHA U YMopa.

B Tabnuua 2 ca npeacraBeHH HexenaHuTe peaxuvu ot PALOMAS.

MeauaHaTa Ha MPOOBIKUTENHOCT Ha €KCIO3HLUMATA Ha pynBecTpaHT € 11,2 Mecela B paMOTO Ha
dynsectpant + nanbounxiinb u 4,8 meceua B pamoto Ha pynsectpaHT + mnauedo.

MennaHaTa Ha NPOABHKUTENHOCT Ha €KCIo3uLMaATa Ha nanbouuknubd B pamoro Ha ¢ynBecTpaHT +
nanbomknub e 10,8 mMecena.

Tabanua 2 Hexenann peaknny, 6a3upann Ha aaHuH oT npoyusaneto PALOMAZ (N=517)

@OyasecTpaHT + nanfonnkanbd PyasecTpaHT +
CHcTeMO-OpraHeH KJac _ _(IS=345) naanebo (N=172)
HecToTa BcHYKH BcHukH I
IpeanounTan Tepmun* cTeleHN Crenen 2> 3| o openy |CTemen=3
n (%) n (%) n (%) n (%)

Hudexnun B nHPECTALHH
Mrnoco wecmu

Mngexumu® 188 (54,5) 19(55) | 60 (34,94 ELQ: .
Hapymienns BHa KPLBTA H JAMPHATA CHCTEMA ﬁ%:“” ,f"’"_m.. 4.
Mnoco yecmu I- S




Heyrponenus® 290 (84,1) 240 (69,6) 6 (3,5) 0 _l
JleBkONeHua" 207 (60,0) 132 (38,3) 9(5,2) 1{0,6) l
AHemna” 109 (31,6) 15 (4,3) 24 (14,0) 4 (2,3) |
TpombouurroneHns® 88 (25,5) 10 (2,9) 0 0
Hevecmu
| tl)eﬁpmlia HEYTPOTNICHHA _3 (0,9) 3(0,9) _El | 0
[ Hapymienns 5a MeTaboTH3IMa H XPRHEHETO
|
Mrnozo vecmu
r |
Hamanen anerur 60 (17.4) 4 (1,2) 18 (10,5) 1 (0,6)
HapynieHns HA HEPBHATA CHCTEMA
| . - -
Hecmu
Jucreysus 27 (7,8) 0 6 (3,5) 0

Hapymienns Ha ouHTe
b

Hecmu
[ToBMiIEeHa TaKpUMaLIUA 25(7,2) 0 2(1,2) 0
3aMBIIICHO 3peHHe 24 (7,0) 3(1,7) 0
»CYX0 OKO“ 15 {(4,3) 0 3(1,7) 0
PecnnHpaTOpHH, rPpbAHE H MeJHACTHHAIHH HAPYIICRHS
Hecmu
EnHcrakcuc 25 (7,2) 0 4(2,3) I 0
— _—
CTOMAIIHO-YIPEBHA HAPYIIEHHSA
'Mnaaa yecmi I
S WS { F
['anene 124 (35,9) 2 (0,6) 53 (30,8) 1 (0,6)
Cromarutr* 104 (30,1) 3(0,9) 24 (14,0) 0
Huapus 94 (27,2) 0 35(20,3) 2(1,2)
[TospbinaHe 75 21,7) 2 (0,6) 28 (16,3) 1 (0,6)
Hapymenss HA KOKATA H MOAKOKHATA THKAH
Mnoeo wvecmu e
P s
Anoneums 67 (19,4) NA 11 ;A‘(ﬁ N A ’-E’"\
O6pus’ 63 (18,3) 3(09) | 10/(58) 43N \
= ,1‘,11‘-‘ f;_#" v hf
Hecmu B | | N 1 :,*:.;i{.,:_..n. f ~..
\ #I‘;:‘H‘ - r {ﬁ@ ;'I
\ e -.,,"-2"“"
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Muozo vecmii

152 (44,1)
47 (13,6)

54 (31,4)
10 (5,8)

[Mupekcnd

Yecmu

13 (7,6)

ACTeHHA 27 (1,8) 1(0,3)

Hicaeasanug

. — — . _ ]

Mnozo vecmu

. — 1 . . |
ITosuuieHu croitHocTH Ha AST 40 (11,6) 11 (3,2) 13 (7,6) 4 (2,3)

Yecmu

| | I
MosHmeny cTolHOCTH Ha ALT | 3067 7(2,0) 10(5,8) | 1(0,6)

ALT=anannn amusnoTpancdepaza; AST=acnaprar amuHoTpaHcdepasa; N/n=0poii naunentu; NA= He e

NPHNOKUMO

A [peanountanute TepMHHH (I1T) ca n36poeHu cermacHo MedDRA 17.1.

6 ~AHpekmy* Bkmoysa Bcuuky [1T, koHWTO ca yacT OT cHCTEMO-OpraHHHA knac ,, MHpekuuu 1
HHpecTaHH".

g ~Heytponenus“ siunousa cieanure I1T: HeyTponeHnn, HamaneH 6poit Ha HeyTpodunTe.

' ~J1eBKONeHKUA" BKmMo4Ba cneaHute [1T: nepkonenna, HaMmaneH Opo#l Ha OenuTe KPBBHH KIIETKH,

. ~AHEMIA BKoYBa cineaHuTe [1T: aHeMHA, MOHWXEH XeMOTNMOOHH, NOHHXKEH XEMATOKPHT.,

¢ » | poMGowrroneHus” sxnoysa cneauute I1T: TpoMbounToneHnd, HaMaied Opoit Ha TPOMOOLIMTHTE.

* 2CroMaTur® BkmouBa caeaHure [1T: agTo3eH CTOMATHT, XEHNUT, IMIOCHT, TTIOCOAHWHHA, A3BH B YCTaTa,
BhL3NaleHHE HA JUrapHuara, 001Kka B ycraTa, opodapuHreanes auckompopt, opodapunreanHa 6onka,
CTOMATHT.

: ,,OOpuB** Bo4Ba cneaHure [1T: oOpue, MakynonamynoieH odpus, crpbsi 0OpHB, epUTEMATO3EH
oOpHB, Nanyno3eH 0OpHB, NepMATHT, akHEHPOPMEH 1ePMAaTHT, TOKCHYCH KOXKEH OOpHB.

Onucanue Ha U30paHu HEXETAHW peaKUHH

Heymponenusn

HeyTponenus ot KakeaTo K Jia € cTeneH ce cbodbiasa npu 290 (84,1 %) nauueHTH OT NpOy4YBAHETO
PALOMA3, nomyuaBatiy ¢pynBecTpaHT B KOMOUHaLMA ¢ naJOoOLMKIHD; HeyTponeHud cTeneH 3 ce
crobarsa npu 200 (58,0 %) nauneHTH, a2 HeyTpOoneHUd cTeneH 4 ce croblara npu

40 (11,6 %) naunenTH. B paMmoTo Ha dynasecrpadT + rnauedo (n=172), HeyTponeHus OT KAKBATO U J1a
e cTeneH ce cweobmara npu 6 (3,5 %) naumwerTy;. Hama cbobuleHHs 3a HeyTponeHHs creneHd 3 H 4 B
paMoTO Ha (¢ynBecTpaHT + IUiauedo.

[Mpu nauudenTH, noayuyasaiy QynpecTpadHT B KOMOHHALHA ¢ nanbouuknub, MeauaHaTa Ha BpEMETO 10
ITLPBHA €NM30A Ha HEYTPONEHHUA OT KAKBaTo € Ja € cTeneH € 15 aHu (ananalzol: 13 — 512 aum), a
MeJHaHaTa Ha NPOABLDKHTEIHOCTTA Ha HEYTPOIICHHA cTeneH = 3 ¢ 16 1Hn. PeOpriHa HEYTPOIIEHHA ce

Crobliiapane Ha 10A03MPaHH HEXKENaHH peaKUMH
CrobuaBaneTo Ha MOAO3MPAHH HEXKENAHU PeaKLMM ciiell pa3pelliaBaHe 3a ynorpeba

NpoRyKT e BaxcHo. ToBa NO3BONABA 11 NPOABILKHM HAGMIONEHHETO Ha CHOTHOLIEHHETY I} 3., .
NEKAPCTBEHMS MPOAYKT. OT MEIULMHCKHTE CTICLIMATIHCTH C€ H3NCKBA Ja choblnapaT iy ,ﬁax



MNOAO3MpaHA HEXKENaHa peakuus upes UinenHuTeIHa areHuMs o NeKapcTBara, yi. ,Jamand ['pyes” No
8, 1303 Codns, Ten.: +359 28903417, yebeaiiT: www.bda.bg.

4.9 Hpegozupane

Cpo0bLueHH ca U30NHpaHH Cclydad Ha NMpego3HpaHe ¢ ¢pynBecTpaHT npH Xopa. Ilpu npego3upane ce
npenopbyuBa CHMIITOMATHYHO NOAXBPIKALIO JedeHue. [IpoyuBaHHsATa BbPXY XKHBOTHH NPEANOArar,
ye HAMA ApPYrH €PEeKTH OCBEH TE3H, OTHECCHH OHUPEKTHO WIH HHAMPEKTHO KbM aHTHECTPOr¢HHATA
AKTHUBHOCT [TPpH BUCOKH J03H Ha (yJIBeCTpaHT (BXK. TOUYKA 3.3).

5. GOAPMAKOJOINYHH CBONUCTEBA

5.1 @apmMakoaHHARMHYHH CBOHCTBA

dapMakoTepaneBTH4HA rpyna: EHIoKpHHHA Tepanua, AHTHecTporeHH, ATC koa: LO2BAO3

MexaHu3bM Ha JelcTBHE M dapMakOaAHHAMHUHU ¢DEKTH

DyNBECTPAHT € KOHKYPEHTEH aHTArOHHCT Ha ecTporeHoBHTe peuentopH (ER) ¢ apuHuTeT, cpaBHUM ¢
TO3M Ha ecTpaauoln. dyneecTpaHT OJI0OKHpa TPOPHYHHTE ACHCTBHA HA eCTpOreHure, 6e3 na uma
NapiHalHO aroHHCTHYHO {€CTPOreHo-noaobHo) aeiicTerHe. MeXaHM3MBT My Ha 1eiCTBHE € CBBP3aH ¢
NOHWXEHHE Ha HUBATA HAa €CTPOTrCH-PELUECITTOPHHA MPOTEHH.

KanHuuHHTE Npoy4BaHHA TP NOCTMEHONAaY3aNHHU XKEHH ¢ THPBUYEH paK Ha rkpaaTa NokKasBar, ye
¢ynBecTpaHT 3HauMTENHO MMoHxkaea EP nporenna npu EP no3uTMBRH TYMOPH, B CPABHEHHE C
nnauedo. Coino Taka, HAJTMLE € 3HAYUTEMHO NIOHWKEHUE Ha eKCIIPECUATA Ha NPOreCTePOHOBHS
PELENTOP, KOETO € B CHOTBETCTBUE C TUNCATA HA NMPHCHIIHA ECTPON¢H-arOHUCTHYHH €deKTH. Crllo
Taka, MMa JAaHHH, 4¢ ¢pynsectpanT 500 mg, NpwioxkeH NpU NaAUKUEHTH ¢ TYMOPH Ha I'bpJaTa, B
YCJIOBHATA Ha HEOAAIOBAHTHO JICYEHHE, MOTHCKA eKkcnpecusaTa Ha ER u Ha Mapkepa Ha nponudepanus
Ki67 B no-rongMa creneH, OTKOJIKOTO ¢pynBecTpaHT 250 mg.

Knunuyna epukacHoCT H 6e30NMacHOCT NPY aBaHCUPa pak Ba rbpaara

Monomepanus

Knusnuno npoyysaHe ¢aiza 3 € npuKIIOYWIO NpH 736 nocTMeHoNnay3aiHH XKeHH ¢ aBaHCHpAJl paK Ha
repaaTa, ¢ peLHAMB NO BPEME Ba WIH ¢lie] aAI0BAHTHA €HAOKPHUHHA TEpAarus WK ¢ MPOrpecHs cien
CHAOKPHHHA Tepanus 3a apaHcvpano 3abonssane. [Ipoyusanero Bnousa 423 nauMeHTH, KOWTO ¢a
HMAJIH peLMIHB WIH MPOrpecHs Mo BpeMe Ha aHTH-ecTporeHoBa tepanus (AE-noarpyna) u 313
MaLHEeHTH, KOUTO Ca HMaH PeLiIMAMB WIH NPOrpecHs To BpeMe Ha Tepanua ¢ apoMaTa3eH HHXHOHTOp
(AHU-noarpyna). IlpoyuBaHeTo cpaBHABa epuxacHocTTa B Oe3onacHocTTa Ha DyneecTpant 500 mg
(n=362) ¢ Tean Ha PynsecrpanT 250 mg (n=374). [IbpeHyHaTa KpahiHa ToYKa € [peKHBIeMoCT Oe3
nporpecus ({I1BI1), a k1oUOBMTE BTOPHYHH KpaHH TOYKH 32 €(UKACHOCT BKJIIOMBAT CTETEH Ha
obextuBrO nosnuasaHe (COII), crenen Ha xamunuHa noasa (CKII) n obuwia npexueaemoct (OI1).

Pesynratute ot npoyueanero CONFIRM no oTHollleHHe Ha e(pHKACHOCTTa ¢a pe3loMUpaHn B TabaHLa
3.




Tabauna 3

Pe3ioMe HA pe3yJITATHTE N0 OTHOMEHHE HA NLpBHYBATA Kpaiina Touks (IIBII)

KJIIOYMOBHTE BTOPHYHH KpaHHH TO4YKH 32 ePpHKacHOCT B npoyuBaneTo CONFIRM

6

lIpomennuea MeT0a Ha

Gyasecrpanr OyasecTpaHT

CpaBHenMe MexXay FPynHTe

OLIEHKS; 500 mg 250 mg (®yasecTpant S0 meg/PyanecTpanT 250 me)
TepaneBTHuUHO  (N=362) (N=374) Koepnunentr  95% CI p-
CpaBHeHHE HA CTOHHOCT
HCK ]
IIbBII Meanana no
K-M B Mecenn:
KoeDRIOAEHT
HAa PHCK
IO6110 NaHeHTH i 6,5 5,5 0,80 0,68; 0,94 0,006
-AE noarpyna (n=423) 8.6 5,8 0,76 0,62; 0,94 0,013
-AH noarpyna (n=313)* 54 4.1 0,85 0,67; 1,08 0,195
O11° Meauana no
K-M B Mecens;
KOePHUHEHT
HA PHCK
I00mo nanuenTH 26,4 22,3 0,81 0,69; 0,96 0,016"
-AE noarpyna (n=423) 30,6 239 0,79 0,63; 0,99 0,038"
-AH noarpyna (n=313)* 24,1 20,8 0,86 0,67; 1,11 0,241"Y
Elly.rme- Dyase- CpaBHeHHE MEXAY rPYNRATE
IIpomennns MeToa Ha TPAHT CTPAHT _(®yasecTpant 500 mg/®yasectpant 250 mg) |
a ODEeHKA; 500 mg 250 mg AbGcosloTHA 95 % CI
tepanesTHuno [(N=362) ((N=374) |paymkas %
CpABHEHHE
ICOIT" % naunnenTH ¢
00eKTHBEH
OTroBOp;
abconoTRA
paiaexka B %
06mo nanHenTH 13,8 14,6 -0,8 -5,8; 6,3
-AE noarpyna (n=296) 18,1 19,1 -1,0 -8,2;9,3
-AH noarpyna (n=205)" 7,3 8.3 -1,0 -5,5; 9.8
ICKIT# % NauHeHTH ¢
KII;
abconoTHA
paiinnka 8 %
100mo nanHeATH 45,6 39,6 6,0 -1,1; 13,3
-AE noarpyna (n=423) 52,4 45,1 7,3 F2,2; 16,6
-AH noarpyna (n=313)" 36,2 32,3 3,9 -6,1; 15,2

PynBecTpaHT e Moxa3aH MPH MAUHEHTH, KOHTO Ca HMAIH PELMAHB HIIH NPOTPECHA TIO BpEMe Ha __
aHTHECTpOreHoBa Tepanua. Pesyntature ot AHU-noarpyna He ca yoeAdTeNHMU.
[IpeacrasenuTe 3a OIl AaHHHA ca OT OKOHYATEIHHUTE AHATH3H 38 NPEKHBAECMOCT NMPH roT HQ@} :

HoMuBanHa p-cTofHOCT 6€3 Aa ce MpaBH YTOUHABAHE 32 Pa3IHMHMATA NPH CPaBHEHHE
MbPBOHAYAIHHTE aHANU3H 3a 001l NpekUBIEMOCT MpU roTOBHOCT 50 % M 00HOBEeHHTE aH
NPeXHUBASMOCT MPH FOTOBHOCT 75 Y.
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r COII e oueHeHa NMPH NALKUEHTHTE, NPH KOUTO € OWI0 Bh3MOXKHO Aa C€ OLEHH NOBIHABAHETO HA U3XOAHO
HHBO (T.€. NPH NMAaUMEHTHTE ¢ H3MEPHMO 3a00NABaHE HAa W3IXOAHO HHUBO: 240 NMaltHeHTH B rpynara Ha
¢ynsectpadT 500 mg n 261 nauneHTH B rpynara Ha $pynsecTpanT 250 mg).

A [aipenTy ¢ Hal-106p0 06EKTHBHO NOBIUABAHE HA ITHIIHO NMOBAHABAHE, YACTHYHO MOBIUABAHE WIN
cTabunno 3abonaBale = 24 ceAMUIM,

[TBIT: npexupseMoct 6¢3 nporpecus; COIL: crenex Ha o6ekTUBHO nosausaBaue, CKIl: creneH Ha knmuHWyHa nonaa; KII:
KauHH4Ha noasa; OIT: obwxa npexussemoct; K-M: Kannay Matiep; CI: nosepurencH udrepsan, AH: apomarasen
HuxudHTop; AE: aHTHecTporeH.

Envo panaoMu3HpaHo, ABOHHOCIANO, KOHTPOJMPAHO ¢ ABOHHO nnaneto, MHOTOLIEHTPOBO NMPOYHBaHE
¢aza 3, ¢ pyeectpanT 500 mg cnpamo asactpo3on 1 mg, € MpoBeAEHO NMPH NOCTMEHOMNAY3ATTHH JKEHH
¢ ER-nosutused W/win PgR-no3HTHBEH NOKATHO aBaHCHpaT WK METAcTaTHYEH paK Ha MieYyHaTa
%U1e34, KOMTO NPEAXOJHO He ¢a OWIH AIEKYBaHK ¢ XOpMOHanHa Tepanus. Q6o 462 naleHTKy ca
PaHAOMM3HPAHH B ChOTHOLUCHKE 1:1 Aa nomydarart nocneaosarenHo ¢pyneecrpant S00 mg unu
asactposon 1 mg.

PanpoMuzaumara e cTpaTHHLUKpaHa N0 THIIA Ha 3a0onaBaHeTo (JIOKAJTHO aBaHCHpan HIIH
METACTaTHYEH), MPEIXOAHA XMMHOTEPANMHA 34 aBaHCHpano 3abonssaHe U M3IMEPHMO 3a00ngBaHe.

[TbpBYUuHaTA KpaiHa TOYKa 32 €(HKACHOCT HA MPOYYBAHETO € OUECHEHATA OT U3CNeR0BaTENS
npexussieMoct Oe3 riporpecua (I1bI1), ouenena cxobpazHo ¢ RECIST 1.1 (Kpurepun 3a ouenka Ha
NOBJIMABAHETO NpH conuaHU TYMOPH [Response Evaluation Criteria in Solid Tumours)). Kntoyosure
BTOPHYHH TOYKH 3a ePHKAcCHOCT BIUUOUBAT 06ma nipexusaeMoct (OII) 4 crenen Ha obexruBHO
noenusasane (COI1).

[Ipy naliMeHTKHTE, BKIIOYCHH B TOBA MPOYYBAHE, MCAHAHATA HA BL3pacTTa € 63 roauHu (AuanasoH 36
no 90 roguny). INo-ronsamara yact ot nauuentkure (87,0 %) ca ¢ MeracTatuuHo 3abonsaBaHe Ha
H3xoAHO HUBO. [leraecer u net npoueHTa (55,0 %) OT NAaLMEHTKUTE ¢a ¢ BUCLICPAZIHUA METACTA3H Ha
H3XoAHO HHBO. O0wwo 17,1 % OT naupeHTKHTE Npeax0aHo ¢a NPEMHHATH XMMHOTEPANECBTHYUECH PEXKHM
3a aBaHCHpano 3abonsasaxe; 84,2 % oT mauMeHTKUTEe UMAT U3MEpHUMO 3abonsBane.

CbOTBETCTBALLHN pe3yaATaTH c¢ Habnoaaear B NO-rongMara 4acT OT NMPEeABAPUTEITHO ONPEACNCHHATE
NOArpYNH NalHeHTKH. B noarpynara nauMeHTKH, Npy KOKTO 3a00N49BaHETO € OrPaHHYEHO O
HeBHCUEpalHH MeTacTasH (n=208), koepunuueHrsT Ha puck (HR) e 0,592 (95 % CI: 0,419; 0,837) B
paMoTO Ha (byJIBECTPAHT, B CpaBHEHHE C PAMOTO Ha aHACTpo30J. B noarpynara Ha MaLHEHTKUTE C
HcLiepaiHy Meracta3m (n=254), HR e 0,993 (95 % CI: 0,740; 1,331) B pamoTO Ha QyJBECTPAHT, B
CpaBHEHME ¢ PaMOTO Ha aHacTpo30. PeayataTute 3a epukacHocT oT npoyyBaHeto FALCON ca
npeacrabeHy B Tabnuua 4 U durypa 1.

Tabnauna 4 Pe3loMe Ha pe3yJITATHTE 32 NLPBHYHATA KpaliHa To4Ka 3a epukacHocT (I1BII) u
KJAIOY0BHTE BTOPHYHH KPAaHHH TOYKH (OLleHKA HA H3CNeX0BaTeq, infent-to-treat noNyJaNHA) —

npoyuBaie FALCON

Fulvestrant Anastrozole

500 mg 1 mg

(N=230) (N=232)
IpexuBaemocT Oe3 nporpecus
bpoti cayuan Ha IIbI1 (%) 143 (62,2 %) 166 (71,6 %)-. _~
Koepunuenr HA pHCK 32 HR 0,797 (0,637 - 0,999) ® '
IIBII (95 % CI) m p-cToifinocT p=0,0486 WA TR
Meauana ua ITBII [mecenn 16,6 (13,8; 21,0) 13,8 (1205 166y
(95 % CD)] RN
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Bepostnoct 3a I1bI1

bpoi cayqyan na OIT* 67 (29,1 %) 75 (32,3 %)
Koednuuent Ha puck 3a OIl HR 0,875 (0,629 — 1,217)
(95 % CI) u p-croiinoct p=0,4277
COIT** 89 (46,1 %) 88 (44,9 %)
CHLOTHOILIEHHE HA LIAHCOBETE OR 1,074 (0,716 — 1,614)
32 COII (95 % CI) n p=0,7290
pCTOHHOCT
Meanana Ha IIIl (mecenn) 20,0 13,2
CKIl 180 (78,3 %) 172 (74,1 %)
CbOTHOIIEHHE HA IIAHCOBETE OR 1,253 (0,815 -1,932)
3a CKII (95 % CI) = p=0,3045
PCTOHHOCT

. (31 % oT NIAHHPAHOTO BpeMe HA NMpocjieasiBaHe) - HeOKOH4YaTe 1IeH aHau3 Ha OIl

- NpH NAUHEHTKH ¢ H3IMepHMO 3abo/1s1BaHe

®urypa 1 Kpusu na Kaplan-Meier 3a npexxuBsiemocT 0e3 nporpecHs (OleHKa Ha H3cJ1e10BaTe/ls,
intent-to-treat nonyaaunusa) — npoyusane FALCON

Bpeme ot panjioMuinpase (Mecei)

| Jleuenue - — Fulvestrant 500 mg (N=230) ------ Anastrozole 1 mg (N=232)
Bpoii Ha nalMeHTHTE B PHCK:
FULS00 230 187 171 150 124 110 96 31 63 44 24 11 . (0
ANASI 232 194 162 139 120 102 84 60 45 31 22 10 0 (0

JIBe KJIMHUYHH NpoyuyBaHus ¢a3za 3 ca NPUKIOYKIK NpH 0010 851 nocTMeHONnay3alHH KEHH C
aBaHCHpaJl paK Ha IrbpjJlaTa, KOMTO Ca UMAJIM PELIMIMB Ha 3a00JIIBAHETO 110 BpEME Ha WJIH Clle/
aJIlOBAaHTHA €HAOKPUHHA TEpariuA, WK MPH NMpOorpecus cjiell €eHJA0KpPHHHA Tepanus 3a HarnpeaHalo
3abonsaBaHe. Cenemaecer M ceaeM npoueHta (77 %) ot u3cneaBaHarta rnoryJaiuus ca UMajii eCTpOreH-
peuLenTop No3WTHBEH pak Ha rppaaTa. [IpoyuBanusTa cpaBHsaBaT 0€30MacHOCTTa U €(PUKACHOCTTA Ha

MECEYHOTO NnpuiiaraHe Ha gyasectpaHT 250 mg cpelly eXeIHEBHOTO NpHiaraHe Ha | AHACTPO3QJL
(apoMarta3zeH HHXUOUTOP). KaTo usio, ¢pyneectpaHT B 103a 250 mg MECEYHO € TOJIK ¢h1{£tc£‘|4’ "?‘
KOJIKOTO aHacTPO30J1, 10 OTHOLUIEHHE Ha MPEeXUBAEMOCT O€3 nporpecus, oﬁemuse;/ ]gi);sop H*Epema g \\
Ha npexuBsiBaHe. HaMa CTaTUCTUYECKHU 3HAYUMHM Pa3/IMKH MPH BCEKH OT TE3H 1~r:p:e1l P-ﬂ‘cﬂz A "‘-1_. e “x}‘:

w )
-—

{ |
I

OLIEHKa MEXIy JBETE TepaneBTHYHHU rpynu. [IbpBUyHaTa KpaitHa TOYKA € MPEKHB EIDCT 63‘31 sl | 3
nporpecus. KoOMOMHHpaHHUAT aHAJIU3 HA JIBETE MPOY4YBAaHHUA M0Ka3Ba, 4e 3360515133&!6{@3‘ s &
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nporpecypano npu 83 % or nonyyapanure GynBecTpaHT NMALUHEHTH, B cpaBHeHHE ¢ 85 % ot
NOoJy4aBajiTe aHacTPO30/1 nauneHTH. KOMOMHMpaHHAT aHAIN3 Ha JBeTe IPOYYBaHUs MOKA3Ba, Y
koe(pULUHEHTHT Ha PUCK 3a MPEAKUBAEMOCT O€3 nporpecHs npyu ¢yneectpaHt 250 mg cnpamo
aHactpozon e 0,95 (95 % CI 0,82 no 1,10). I[1pu pynsectpanT 250 mg 0OEKTHBHOTO NOBIMABAHE €
19,2 %, B cpaBHeHHe ¢ 16,5 % npu anacTposon. MeauaHaTa Ha BpeMeTo Ha NpexxuBaBaHe e 27,4
Mecella 3a JIEKyBaHWTe ¢ (QyNBECTPAHT NaUMEHTH U 27,6 Mecella 3a ICKYBAHHTE C AHACTPO3O]T
nauneHTH. KoedHUHeHTBT Ha pUCK 3a ¢yasecTpaHT 250 mg, CIpAMO aHACTPO30, IO NMoKa3aTes
BpeMe Ha npexupaBane € 1,01 (95 % C1 0,86 no 1,19).

Kombunupana mepanus ¢ narboyuxiub

Eano ¢a3za 3, MexIyHapOOHO, paHAOMH3UPAHO, JBOHHOCAANO, NapaNe/IHO-TPYNOBO, MHOMOLIEHTPORO
npoyusaHe Ha pynpectpaHT 500 mg nuoc nanbouuknub 125 mg, cnpamo pyneecrpant 500 mg mwuoc
nnanebo, e nposeaeHo npH xedu ¢ HR-nonoxkurenen, HER2-orpunarenen noxanHo aBaHcHpan pak
Ha MJICYHATA K/1e3a, HEMOoAJ1exalll Ha Pe3eKLMA WIH IbUeTepanus ¢ JeuebHa Len WiK MeTacTaTHUYEH
pak Ha MJIEYHATA >KJie3a, HE3aBHCHMO OT TEXHHUA MEHOMAaY3a/I€H CTaTyC, YHETO 3abosngBane €
Nporpecupano ciel NpeaxoaHa eHAOKPHHHA Tepanys npH (Heo)adloBaAHTHA TEparnua WK
MeTacTaTHYHO 3abonsapane.

Obu1o 521 npe-/nepH- ¥ NOCTMEHONAY3a/IHH KEHH, TIPH KOHUTO € HACTBITHIA MPOrpecus no BpeMe Ha
HJIH B paMKHTE Ha |2 Mecella OT 3aBBbPLUBAHETO HA aJI0BAHTHATA CHAOKPUHHA TEpanus, WiIH MO BpeEMe
Ha MJIM B pAMKHTE Ha 1 Mecell OT npeaxoaHa CHAOKPUHHA Tepanus 3a aBaHcHpano sabonaeaHe, ca
PaHAOMM3HPAHH B CHOTHOLLEHHE 2:1 Ha QynBecTpaHT Immoc nanbouuxknud, Win QynBeCTpaHT IIKC
rauedo, ¥ ca CTpaTHHHLHPAHH N0 JOKYMEHTYPaHa YYBCTBHTENHOCT KbM IMpeX0oAHa XOPMOHAJTHA
TEpanuia, MCHONAay3ajeH CTaTyC NpH BKIIOYBAHE B NPOYUYBAHETO (npe-/nepu- Cnpamo
MOCTMEHONAY3a/IHH) M HaJIHYKe HAa BUCLEpaTHH MeTacTasu. [Ipe-/nepumeHonay3aiHiUTe KEeHH
nomyyapaT LHRH aronucra rozepenun. IlauueHTn ¢ aBaHCHpano/MeTacTaTHUHO 3a00sBaHe,
CUMITTOMATUYHH, C BUCLIEPATTHO pa3NpOCTPpaHeHHe, HITOKEHM Ha PUCK OT KUBOTO3aCTpalllaBallM
YCNOKHEHHMA B KPATKOCPOUEH IUI2H (BKMIOYHTENHO NMALIHEHTH C MACHBHH HEKOHTPOJMPAHU U3ITHBH
[neBpanen, nepukap/eH, nepuToHeaneH], 6enoapoben numpanrut 1 Haa 50 % yeproapobHo
3acAraHe), He ¢a OTTOBApA/IH Ha YCJIOBUATA 32 BKIKOYBAHE B [IPOYYBAHETO.

[1aumesiTuTe MpoaBL/DKABAT Aa Moxyvasart Oonpe€acJIiCHOTO JICUCHHE N0 obeKTHRHA [nporpecCHuia Ha
3360HHB&HETO, BJIOLIIABAHC HA CHMITTOMUTE, HEITPHEMJIUBA TOKCHYHOCT, CMBPT WIH OTTET/IAHE HA
CHIrinacueTO, KOCTO BB3IHHKHC ITBPBO. He ce AOITYCKa KPBECTOCBAHE MOXKITY TCPANCBTHUYHHTC paMcCHa.

H3xoaunTe aeMorpacki H NpOrHOCTUMHH XaPaKTEPHCTHKH Ha MalUEHTHTE B PAMOTO Ha
dbynBecTpaHT IIKOC NandouMknud ¥ paMoTo Ha pynBecTpaHT ILKOC auebo ca cxonnn. Meaunanara
Ha Bb3pacTTa Ha NalUHEHTUTE, BKITKOYMECHHM B TOBa Npoy4BaHe, € 57 roavHn (auanason 29 — 88). Bue
BCAKO TEpANEeBTHHHO PaMO MOBEYETO OT MALMEHTHTE Ca OT eBpONeUHaTa paca, MMaT
AOKYMEHTHPAHA YYBCTBHTENHOCT KbM NPEAXOAHA XOPMOHANIHA TEPANKSA U Ca NOCTMEHONAY3AJTHH.
[Tpubnusurenno 20 % ot naumeHTHTE ca npe-/NepUMeHONay3aniHi. Bcuuki nauHeHTH ca
NoJyyaBany NpeaxoaHa CHCTEeMHA Teparnusd H MOBeUYeTO MalUEHTH BbB BCAKO TEpaneBTHYHO paMo ca
MOJY4aBaiy NPEAXOACH XHMHOTEPANEBTHYCH PEKHM 338 CBOSTA OCHOBHA AHarxo3a. [loseve ot
nosoBHHaTa (62 %) nmat pyHkunonaneH craryc (0 no ckanara Ha Mistounara koonepaTtiBHa rpyna
no oxkonorua (ECOG), 60 % umat Bucuepainyu Meractasy, a 60 % ca nosyuyapanu noseue ot |
NPEAXOAECH XOPMOHAJICH PCXKKM 3a CBOSTA OCHOBHA IMAarHo3a.

pemrenono uicneapane (Independent Central Radiology Review). BropuunuTe kp
pmouBat obekTHeeH otroeop, CKIl, obma npexxursaeMoct (OIT), 6e3onacHocT p
BJIOLLIABAHE NPHW KpaiiHa Touka fonka.
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[IpoyuBaHeTO NoCTHUra TbPBHYHATA KpaHHA TOUKa 3a yAL/DKABAHE Ha olleHeHa oT uicneaosarens I1bIl
NpH MEXKIUHHUS aHanu3, nposeaeH npu 82 % ot mnanupanwute I1BI1 cubuTHs; pesyarature
NMPeMHHABAT NpeABApUTEIHO ONpeaeneHaTa rpaHuLa Ha edukacHocT Ha Haybittle-Peto (a=0,00135),
NEMOHCTPHPaHKH CTATHCTHYECKH 3HAUUMO yabDkaBaHe Ha [1bI] W x1#HHYHO 3HAYHMM TEpaneBTHYEH
edekT. [To-akTyanHH JaHHH 3a €¢(PUKACHOCT Ca NpeAcTaBeHH B Tabixua 5.

Cnen MeauaHa Ha BpEMETO 3a npocneasBaHe 45 meceua oKOHYATeIHUAT aHau3 Ha Ol e u3snpiieH
Bb3 ocHOoBa Ha 310 cuOuTHa (60% ot panmoMu3upanuTe naunent). Habmonasa ce 6,9-meceyna
pazinka B MeanaHaTa Ha OIl B pamoTo ra nanbouuxnub wroc GyneecTpaHT cpaBHEHO ¢ rnauedo
K¢ GyABECTPAHT; TO3H PE3YJITAT HE € CTATHCTHYECKH 3HAYUM NPH NPEABAPHTEIIHO ONPEACICHOTO
HUBO Ha 3Ha4YuMocT ot 00,0235 (1-ctpanHo). B pamoTto Ha miauebo woc pyneectpant 15,5% ot
pPaHIOMH3HpAHHTE NalMeHTH nonyyasat nanboumknud u apyru CDK uaxuburopu (LMKIUH3aBUCHMHU
KHHa3HH UHXHOHTOPH) KAaTO NOCASABALI0 NCUCHHE CNel NMPOorpecHs.

Pesyntarure oT oueHeHHTE OT H3cnenoraresis gaHHM 3a [1bl1 u kpainata OIl or npoyusaHero
PALOMAZ3 ca npeacrasenu B Tabanua 5. CrorBeTHUTE KpHBH Ha Kaplan-Meier ca nokazanu Ha
Ourypu 2 n 3.

Tabauna 5 Peayarartn 32 epuxacnoct — npoydysane PALOMAZJ (onenxka Ha m3caeaoBaTeNs,
intent-to-treat nonyaanHg)

AKTYANHIHPRH AHAJIN3
(aaTa Ha 3akmouBaHe HA 6a3aTa naHnH 23 okTomBpH 2015 1)

dyasecTpanT + najabounkand ¢yasecTpanT + naanedo

(N=347) (N=174)

IpexnBaemocTt be3

nporpecus _
Meanana  [Meceud 11,2 (9,5; 12,9) 4.6 (3,5; 5,6)
(95 % CI)]
Koe(HlHeHT Ha pHCK 0,497 (0,398; 0,620), p< 0,000001
(95 % C) n

P-CTOHHOCT

Bropuaan KpaHHE TOUKH*

Ob6ekTuBen otroeop [% 26,2 (21,7; 31,2) 13,8 (9,0; 19,8)
(95 % CI)]
ObeKkTUBEH OTrOBOpP 33,7 (28,1; 39,7) 17,4 (11,5; 24,8)
(u3MepHMo 3abonsgsane) [%
(95 % Cl)]

CKII [% (95 % CI)]
Kpaiina obumza
npexupaemMoct (OI1)

(naTa Ha 3aKNI0YBaAHE HA
6a3aTa JanEH 13 anpaa
2018 r.)

bpoii cuOuTHa (Vo) 201 (57,9) 109 (62,6)
Mennana [Meceuu (95% 34,9 (28,8, 40,0) 28,0 (23,6, 34,6)

Clll _'w-.
KoeduipeHT Ha puck (95% 0,814 (0,644, 1,029)
Chr |:>-c'mith:u.‘.T1P p=0,0429*'
CKIl=ctenen va xnuHmuHa nomsa; Cl=posepurtencH uatepsan; N=0po# naunentu; OR=

Pe3ynraTuTe OT BTOPHYHHTE KpaliH¥ TOUKH ca Bb3 OCHOBA Ha NOTBLPACHH H HEMOTBBPIE
RECIST 1.1.

68,0 (62,8; 72,9) 39,7 (32,3; 47,3)
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" Be3 cTaTHCTHYECKA 3HAYHMOCT

1.
| -cTpaHHa p-CTOMHOCT OT JJOrapUTMHYHHA TECT, CTPaTH(HLIMPAH 3@ HAJIHYHE HA BUCLIEPAJIHH METacTa3H M

HYBCTBHTCJIHOCT KbM MPEAXO/HA CHAOKPDHHHA TEparlin, 1o paHa0MH3dlHA.

@urypa 2. Kpnsn Ha Kaplan-Meier 3a npexuBsieMocT 0e3 nporpecHs (OneHKa Ha H3cJie0BaTeJis,
intent-to-treat nonyjauus) — npoyusaie PALOMAZJ (nara na 3akjiiouBaHe Ha 0a3ara

naHHH 23 okTtomBpu 2015 1.)

100 nan6oumknu6+cgynsecTpanT
90 —=—=  nnauebo+dgynsecTpaHT
80 |
= 107
z 60
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=
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Bpeme (mecel)
Bpoi NauMeHTH B pUCK
PAL+FUL 347 276 245 215 189 168 137 69 38 12 2 1
PCB+FUL 174 112 83 62 51 43 29 15 11 4 1

FUL=¢ynsectpanT; PAL=nanboumknud; PCB=nnauedo.

HabmonaBaH e HamaJieH PHCK OT IPOIrpcCHs Ha 3a00/19BaHETO HJIH CMBPT B paMOTO Ha q)yJIBCCTpaHT

MJI0C NaIOOUMKING BbB BCHUKH OTJEHHU NMOArPYINH NaUKMEHTH, 1ePUHHUPAHH 1O
cTpaTH(UKALIMOHHUTE (DAKTOPH U U3XOJIHUTE XapaKTepUcTUKHU. TOBa € BUHO NpH rpe-

/nepumeHonay3anHu xeHu (HR 0,46 [95 % CI: 0,28; 0,75]) u noctMeHonay3anuu xeHu (HR 0,52 [95
% CI: 0,40; 0,66]), » naltMEHTH ¢ BUcLIEpasIHO MeTacTaTH4HO 3abongaBaHe (HR 0,50 [95 % CI: 0,38;
0,65]) u HeBUcuepanHO MeTacTaTHYHO 3a00JisBaHe (HR 0,48 [95 % CI: 0,33; 0,71]). I1oa3a cbiuo e
YCTAaHOBEHA HE3aBUCHUMO OT JIMHMMTE Ha NPEeAXO0/1Ha Tepanus B cJiy4a Ha MeTacTasH, He3aBUCUMO
nanu 0 (HR 0,59 [95 % CI: 0,37; 0,93]), 1 (HR 0,46 [95 % CI: 0,32, 0,64]), 2 (HR 0,48 [95 % CI:
0,30; 0,76]), unun > 3 nunuu (HR 0,59 [95 % CI: 0,28; 1,22)).
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Figure 3. KpuBn na Kaplan-Meier 3a o0ma npexuBsemocT (intent-to-treat monyjianus) —
npoyuBane PALOMAJ (a1aTa Ha 3ak/10uBaHe Ha 6a3arta gannn 13 anpua 2018 r.)
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36 42 48

|

148 126 17
al 43 7

1

54

nanbounknub+gynsecTpanT
nnauebo+dgynsecTpaHT

JIOMBJIIHUTESTHH U3MEPHUTEIIH 3a e(PUKACHOCT (OOEKTHBEH OTTOBOP H BPEME J10 TYMOPEH OTIOBOP),
OLIEHEHHM B MOArpynara rnauMeHTH cbC WK 6e3 BucLepaaHo 3abosisiBaHe, ca rnoka3aHu B Tabiuua 6.

Tab6anua 6 PesyaraTn 3a epHKACHOCT NPH BHCUEPAJTHO H HEBHCUEPAJIHO 3200/19BaHe OT
npoyuBanero PALOMAZJ (intent-to-treat nonyjiaumns)

Bucuepasano 3a0o.11BaHe

HeBucuepaauo 3abonsiBane

Dy aBecTpaHT DyaBeCTPAHT Dy BeCTPaAHT DyaBeCTPAHT
K¢ nJjarc niaanedo IJII0C nJjkc niaamnebo
naJJoonuKIHob (N=105) naJJoOoOuHK.JIHO (N=69)
(N=206) (N=141)
O0exTHBEH 35,0 13.3 1.3.5 14,5
oTrosop |% (28,5; 41,9) (7,5; 21,4) (8,3; 20,2) (7,2; 25,0)
(95 % CI)]
Bpeme 10 3.8 5.4 3.7 3.6
TYMOpEH (3,5;16,7) (3,5; 16,7) (1,9; 13,7) (3,4; 3,7)
OTroBOp*,
Meaunana
[Mecenn
(1mana3on)]

*Pe3ynrtaTu 3a OTTOBOP, OCHOBAHH HAa MOTBbPAEHH H HEMOTBbPAEHH OTIOBOPH.
N=0poi nauneHTH; CI=10BE€pHUTEIEH HHTEPBAJI.

CbOOILIEHUTE OT NMALMEHTUTE CUMITTOMHM Ca OLIEHEHH Ype3 U3MO0JI3BaHe Ha BLITPOCHHUKA Ha EBponeiicka
OpraHM3auLmMs 3a u3clieJBaHe M jieyeHue Ha paka (European Organization for Research and Treatment
of Cancer, EORTC) 3a kayecTBO Ha »kMBOT (quality of life questionnarie, QLQ)-C30 u HerQBus MOy

3a pak Ha MJieyHara xJ1e3a (EORTC QLQ-BR23). O6wmo 335 nauMeHTH B paMOTO Ha
MIoC NanoouuKanud U 166 NnauMeHTH B paMOTO Ha (DYJIBECTPAHT IUTHOC 1Jiauedo ca ponwmnil' 2t
BBLIIPOCHUKA HA U3XOJAHO HHBO, M MPH NMOHE €IHO MOCELIEHHUE CJIe]l H3XOAHO HHB(;f
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BpemeTo 10 BROWABAHE € NPEXBAPUTENHO OMPEAESICHO KATO BPEMETO MEXKIY H3XOAHOTO HUBO H
MbpBaTa NOABA Ha YBENUYEeHHUE > 1) TOUKN CNPAMO H3XOAHOTO HHBO B CKOPOBETE Ha CUMITTOMa boika.
JobaBaHeTo Ha nanbouuKnnd kbM QynBeCTpaHT BOAM 20 NOJA3a NO OTHOWEHHWE HA CHMITOMMTE upes

IHAYHTENHO YAb/DKABAHE HA BPEMETO A0 BIIOILABAHE HA CHMITOMA 00Jika B cpaBHeHHE C QyBecTpaHT
o< wianebo (Meanana 8,0 mecena cnpamo 2,8 meceua; HR 0,64 [95 % CI: 0,49; 0,85]; p<0,001).

Edbexmu 6vpxy nocmmenonayzannus eHOOMEMmpuym

[IpeaxnWHUYHUTE NAaHHM HE NpeanoaraT CTUMYaHpaul edekT Ha PynaBecTpaHT BLPXY
MOCTMEHONAY3a/IHU eHIOMETpHYM (BXK. Touka 5.3). JIByceaAMHUUHO NpOyYBaHE NPH 3ApaBy
MOCTMEHONAY3ATHH XEeHH N00pOBOJILM, JIeKYBaHH ¢ 20 ug eTHHUNECTPAIHON JHEBHO, NMOKA3BA, Ye
peABapHTENIHA Tepanus ¢ gynsecTpaHT 250 mg BOAH A0 3HAYHTENHO MOHKEHA CTHMYJIALIHA Ha
MOCTMEHOMAaY3aIHHA EHAOMETPHYM B CPaBHEHME C [IPeIBAPHTENIHO TPETHpaHe ¢ rauebo, yCTaHOBEHO
ype3 yATpa3ByKOBO U3MEpBaHe Ha AcOennHaTa Ha eHIOMETPHYMa.

HeoanioBaHTHOTO NeueHHE ¢ NPOABIDKHTEAHOCT N0 16 ceAMHIM, NTPH NALMEHTKH C paK Ha I'spAaTa ¢
¢ynBectpaHT 500 mg win ¢pyneectpaut 250 mg, He BOAH 0 3HAYMMH NMPOMEHH B nebennHara Ha
CHAOMETPHYMA, KOSTO MOBOPH 3a JIMIICZ Ha arOHH3bM. Hama faHHH 3a HexXeNaHH peakuMi no
OTHOLLIEHUE HA eHIOMETPUYMA, NPH NPOYYBAHUTE NMAUMEHTH ¢ pak Ha rvpaara. Hama naHHu no
OTHOLUEHHE Ha MOP(GOJIOTHATA Ha eHAOMETPHUYMa.

Ilpu nBe kpaTKOCpO4YHH npoyuBaHus (1 ¥ 12 ceaAMHULIM) PN NpeMEHONAY3aTHH MALUEHTKH C
noOpokayecTBEHO rHHEKONOrH4YHO 3abonaBaHe, MeXay rpynuTe Ha QyasBecTpaHT H 1auebo He ca
Ha0/101aBaHY 3HAYHMH PA3THKH B exorpadcku H3MepeRaTta acdenuna Ha eHIOMETPHYMA.

Epexmu evpxy xocmume

Hama asArocpoyHH KIKHAYHHE JaHHH 38 eeKkTa Ha PyBECTpaHT BBPXY KocTHTe. HeoamoBaHTHOTO
NleyeHHe C NPOAB/DKHTENHOCT A0 16 ceAMHLN, NPH NAUMEHTH ¢ PaK Ha repaara ¢ pynsecrpasdTt S00
mg wid ¢pynsectpaHT 250 mg, HE BOAN OO0 KIHHHYHO 3HAYHMH NPOMEHH B CTOMHOCTUTE Ha CEPYMHHTE
MapKepH Ha KOCTHHUSA TbPHOBBP.

[leamaTpyuusa nomyJaalus
dynpecTpaHT He € NOKa3aH 3a ynorpeda npu aAcua. EBponeickara areHUMs Mo JIEKapCcTBaTa

ocB0OOXK1aBa OT 33 TBJIKEHHUETO 3a NIPEIOCTABAHE Ha PE3Y/ITATUTE OT NPOYUBAHHUATA C QYIBECTPAHT
BbB BCHUKH NOATPYIH Ha MEAHATPHYHATA NOMyJalKs 3a paK Ha repaara (BK. To4ka 4.2 3a
MH(OpPMAaLIMA OTHOCHO NeaHaTpUYHaTa ynorpeda).

Ortkpuro npoyupaHe ¢a3za 2 npocneasea 6€30NacHOCTTa, €PHUKACHOCTTA ¥ papMaKOKMHETHKATa Ha
¢yneecTpaHT, npH 30 MOMHYETA Ha BB3pacT OT 1 a0 8 roguHH, ¢ NporpecubeH npexaespeMeHeH
nmybepreT, cBBp3aH ¢be cHHAPOM Ha McCune Albright (MAS). IleanaTpuusnTe NailHeHTH ca
nonyuaeainy 4 mg/kg MeceyHa MHTpaMyCKYyJlHa ao3a pynsecTpadT. Tora 12-MeceqHO NpoyyBaHe €
npocaeqnno Habop ot kpaliHH TOUkH Ha MAS d noKa3sea peayHHpaHe Y€CTOTaTa Ha BArMHATHO
KBPBEHE, H peAyUHPAHE CKOPOCTTa HA YBEIHYABAHE Ha8 KOCTHATA Bb3pacT. Hal-HUCKHTE a3zMeHH
KOHLUEHTpalUKH Ha PyNBECTPaHT B CTALIMOHAPHO CbCTOSHHUE FIPH ACLA B TOBA MPOYYBaHE ca
CHU3MEPHMH € TE3M NPH BHE3PacTHU (BX. Touka 5.2). HaMa HOoBH cBhoOpaxkeHns 3a 6€30nacHOCTTA,
BL3HUKHAIM B pe3yJITAT Ha TOBA MaJIKO NPOYYBRAHE, HO BCE OLIE HE Ca HATMYHH 5-TOJHIIHHTE JaHHH.

5.2 PapMakoKHEHETRYHH CBOHCTBA

AbcopbrLus
Cnen npunoxkeHue Ha abaroacicTeamuma ¢$ynBeCTpaHT KaTO KHTPAMYCKYJIHA MHDKe
¢ynsecTpaHT ce pe3opOupa DaBHO, a MAKCHMATHUTE TUTA3MEHH KOHUEHTpaUMH (C
cnen okono 5 nuu. Ipu npunoxenue Ha gpynsectpadTt 500 mg, owe npe3 nbppUA
€KCIO3HLKH, PABHH Ha HWIH OJM3KH A0 TE3H, NPH CTaI.lHDHapHD CbCTOSAHUE (CpeAH \
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CTalHOHAPHO CBCTOAHHKE, TUTa3MEHATa KOHLEHTpaLIMg Ha (PyIBECTPaHT ce NMOAAbPKA B CPABHUTENHO
TECEH AHaNa30H, ¢ NpUOMM3UTENHO A0 3-KPaTHA pa3/iMKa MEXKAY MAKCHMA/IHUTE U HAli-HUCKHUTE
koHLeHTpaluH. Cliea HHTPaMyCKYJIHO MPHIIOXKEHHE, €KCINO3HLMATA € NPHONIHIHTENHO
MpONOPLHOHANIHA Ha A03aTa B A030BUsg AWanasod ot 50 ao 500 mg.

Pa3znpeneneHue

QyaBecTpaHT UMa 6BP30 M LINPOKO pasnpeneneHue. ['oneMHuaT NpuBKRAcH 00eM Ha pa3npeieneHye
(Vdss) npy cTaumoHapHo cbeTOsHME - npubnu3urenHo 3 ao 5 Vkg, npeanonara, ye pasnpeaeneHUETO €
[NaBHO €KCTPABacKyaapHo. PYNBECTPAHT € CBBLP3Ba B ronaMa crened (99 %) ¢ mnasMeHure
NPOTEHHM. JIMNONMPOTEHHHUTE ¢ MHOrO HUCKa ITBTHOCT (VL DL), imnonpoTenHnTe ¢ HUCKA TUTBTHOCT
(LDL) n1 aunonpotredHuTe ¢ BUcoKa ITbTHOCT (HDL) ca riiaBHHTE CBBbp3BalLH KOMIIOHEHTH. He ca
NpOBEAEHH NMPOYYBAHHS 32 B3AUMOACHCTBUS Ha KOHKYPEHTHO CBBP3BaHE KbM MpoTeHHH. He ¢
ONpPEACsICHA POsTa HA CBbP3BalluA MOMOBHTE XOpMOHH ri1oOynuH (SHBG).

buotpancdopmauns

MeTab0au3MBT Ha QYNIBECTPAHT HE € YCTAHOBEH HAITIHO, HO BKIIOYBA KOMOMHALIYMH OT HAKONKO
BB3MOXKHH MbTHILE Ka OnorpancpopmMaLus, aHAJIOTrM4YHK Ha Te3d NPH €HAOTCHHUTE CTCPOUIH.
Unentnpuunpannte metabonuru (Bkmiountenno 17-kero, cyndon, 3-cyndar, 3- u 17-rnoKopoHHIHH
META0O/NKHTH) Ca WIIH NO-MANKO AKTHBHH, WIH [IPOSBABAT CXOJHA HA QYJIBECTPAHT AKTUBHOCT [IPH
AHTHECTPOTCHHHUTE MoJenu, [1poyyBaHuaTa, H3NON3BALUH NPETIAPATH OT YOBEIUKH Y€peH Apod U
peEKOMOMHAHTHH YOBEINKH €H3MMHU noKa3ear, ye CYP 3A4 ¢ eauncTreHuat P450 u3oeH3nM, BKIOueH
B OKCHAaLMATa Ha ynBecTpanT. Bee nak usrnexaa, 4e ZpyrH ITbTHLIA, KOWTO He ¢a CBbp3aHu ¢ P450,
NOMHHHPAT noBeue in vivo. In vitro panHuTe Npeanonarar, 4¢ ¢ynpectpaHT He HHXHOUpa CYP 3A4
M30€H3UMHTE.

EnuMuHHpane

®yneecTpaHT ce eNMMMUHMPA MIaBHO oA opmaTa Ha MeTalonuTH. OCHOBHMS ITBT HA EKCKPELIUs €
ype3 deueca, ¢ no-Manko ot 1 % exkckpeuns B ypuHara. OyaBECTpaHT HMa BHCOK KJIIMpPBHC, 11 £ 1,7
ml/min/kg, npeanonarai BUCOKa CTeNeH Ha YepHOAPoOHa eKCKpelna. TepMHUHANHHAT NONYKHUBOT
(t12), clien HHTPaAMYCKYJIHO NPHIIOKEHHE, CE ONIPEAEns OT CKOpOCTTa Ha abcopbuua U ce olieHsaBa Ha
50 anu.

CoetlpanHy nonyjiaauuu
Ilpn nomynauMoHeH ¢papMaKOKMHETHYEH aHalkM3 Ha JaHHH OT npoy4BaHHa ¢a3a 3 He ca YCTAHOBEHH

Pa3NHKH BbB (papMaKOKMHETUUHEHA npodun Ha QyNBECTPAHT MO OTHOLICHHE Ha Bb3pacT (AHana3oH 33
no 89 rogunn), rerno (40-127 kg) win paca.

bwvbpeuno yapeosicoane
Jlexa 1o yMepeHa CTENEH Ha HapyuieHHe Ha OnOpeuHaTa ¢yHKUUs HE MOBNHABRA (papMaKOKHHETHKATA
Ha QYJIBECTPAHT A0 KIMHHYHO 3HAYMMA CTENEH.

Yeprnoopobro yepexcoarne
QapMakOKHHETHKATa Ha (PYNBECTPAHT € OLICHEHA B KJTHHUYHO MPOYYBAHE ¢ €HOKpPATHA A03a NpPH
KEHH C JIEKa 0 YMEepeHa cTerneH Ha uepHoapobHo yepexaane (knac A n B no Child Pugh).
[lpunokeHa € HHTPAMYCKYJTHO BUCOKA J03a C KpaTKoTpaiHO BEBexaaHe. HabnionaBaHo e 1o 2,5 myH
nopuuieHue Ha AUC npH xeHH ¢ yepHoApoOHO yBpexKaaHe, B CpaBHEHHE CbC 3ApaBU 1uua. [1pu
NALUUCHTH, HA KOUTO € MPHA0XKEH PYIIBECTPAHT, MOAOOHO NOBHILICHHE Ha €KCITO3ULIMATA Ce OYAKBA /a
6bae nobpe TonepupaHo. JKeHu ¢ Texka yepHoapobHa Heaoctarb4HOCT (Knac C no Child Pugh) #e ca
OLICHABAHH.

Ileouampuuna nonyaayus
QapMaKOKHHETHKATa HA PYNBECTPAHT € OLIEHEHA B KIKHHYHO NpOYyY4BaHe, NpoBe
30 MOMHYETA C TIPOTPECHBEH TpEXAEBPEMEHEH MyOEpTET CBBP3aH CbC CHHIAPOM
(MAS) (Bx. Touka 3.1). IlennaTprunnTe NauUHMEHTH ca 6WIH Ha BL3pacT Mexay |
nosyyasaid 4 mg/kg MeceuHa HHTpaMycKyJHa no3a gynsectpant. CpeaHara reo
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(cTaHAAPTHO OTKIOHEHHE) Hak-HHCKA KOHUEHTPALMA (Chinss), B CTaUHOHAPHO CheTOAHME U AUC,;, ca
6uan ceoTBeTHO 4,2 (0,9) ng/mi u 3 680 (1 020) ng*hr/ml. Bunpekn, ye cuOpanuTe naHHM ca
OrpaHHY€HM, Hai-HUCKHTE KOHLICHTPALMHK Ha QY/BECTPAHT B CTALIMOHAPHO CBCTOSHHE NPH J€La
H3TJIEXKa €8 CbU3MEPHMH ¢ TE3H P Bb3PACTHH.

5.3 TIlpeaxk)aHHHuHH JaHHH 32 De30maCHOCT

OcTpaTa TOKCHYHOCT Ha QYJIBECTPAHT € HHCKA.

PedepeHTHHAT JIEKAPCTBEH MPOAYKT W ApyruTe $opMH Ha dysIBeCTpaHT ce noHacaT nodpe npu
'KHBOTHHCKH BHOOBE, H3MOA3BAHH MPH NMPOYUBAHUA C MHOTOKpAaTHO nipuiarane. CuMTa ce, ye
JOKATHUTE peakliMH, BKTIOYHTETHO MHO3HT M 06pa3yBaHe Ha IpaHy/IoOMU Ha HHOKEKUIHOHHOTO MACTO,
ce ABJDKAT HA HOCHTEA, HO TEXKECTTa Ha MHO3HTA NPH 3ailiM HapacTBa ¢ QpyNBECTPAHT, B CpaBHEHHE C
KOHTPONHUTe Ha PHU3NoNorHueH pas3Teop. [1pu npoyuBaHsaTa 3a TOKCHYHOCT C MHOTOKPaTHH
MHTPaMYCKYJIHH A03H Ha (PYNBECTPAHT NPH TUTBXOBE H Ky4YeTa, AHTHECTPOT€HHATa aKTUBHOCT Ha
dyABeCTpaHT € OTTOBOpHA 3a NoeeueTo edekTH, 0coOEHO BbPXY KEHCKATa PENPOLYKTHBHA CHCTEMA,
HO CBIIO H BBPXY JIPYrH YyBCTBUTEIHH Ha MOJIOBUTE XOPMOHM OPraHH M NpH ABata nona. Ilpn Hakow
Ky4eTa, cjiell AIrocpo4YHO npuiioxkeHHe (12 Mecena) B pasiiuHi ThbKaHH, € HaOMOAABAH APTCPHHT.,

[Tpy mpoyusaHHA BBPXY KYUYETa, C/ICA NEPOPANHO H HHTPABEHO3HO MPWIOXKEHHE, Ca YCTAHOBEHH
e(deKTH BBPXY CbPACYHO-ChAOBATA cucTeMa (Jicka enepalus Ha S-T cermenTa Ha EKT [mepopanno
NPUICKEHHE] U CHHYCOB apecT npH €HO Kyue [MHTpaBeHO3HO]). Te ce HabmogaBaT npu
€KCMO3ULHOHHH HHBA MO-BHCOKH, OTKOJKOTO NPH MaLUHEHTHTE (Cpax > 15 mMbTH), H BEPOATHO ca ¢
OrpaHHY€HO 3HAYECHHE 32 CHI'YPHOCTTA NMPH XOopa, NMpH NMpHJIaraHe Ha KITUHAYHA 1034,

(DYJIBEC'I'p&HT HAMA F’CHOTOKCHYCH MNMOTCHLHAI.

(dynBecTpaHT NOKa3Ba €PEKTH BbPXY PENpOdYKLMATA U eMOPHO/(PeTanHOTO pa3sBUTHE, KOMTO Ca B
CBHOTBETCTBHE C HErOBATa AHTHECTPOTCHHA AKTUBHOCT, B JO3M CXOJHH ¢ KNdHWYHAaTa. [1pu msxose,
ca HabmoaaBaHH oOpPaTHMO NOHM)KEHHE HA XKEHCKATA (PEPTHIHOCT M NPEKUBAEMOCT Ha eMOpUOHa,
AUCTOKHUA M YBEJIHYEH PHCK OT (peTalHK aHOMAIHH, BKIIOYMTERHO Ha Tap3anHaTa CTaBa. 3ailu, Ha
KOHTO € AaBaH (QYJIBECTPAHT, HE 3a0bpXKaT OpeMeHHOCTTa. 3a0ens3aHy ca YBeJIHUYEHHE Ha TErJ10TO Ha
IUIALEHTATa ¥ NOCTUMILIAHTALMOHHA 3aryba Ha deryca. UMa yRenHuyeH pHCK OT (peTanHu BapHaLvK
Np# 3aiiiy (M3MEeCTBAHE HA3al HA TAZOBHA NMPBCTEH U 27 NMpecakpalieH NpelieH).

JByroaqMIIHO MPOYYBAHE 38 OHKON€HHOCT NPH IUThX0BE {MHTPAMYCKYJTHO MPHIOKEHHE Ha
(dynBecTpaHT), NOKa3Ba yYBE/IHYEHA Y€CTOTAa Ha A0OpPOKAYECTBEHH SHUYHHKOBH IPaHy103HO—KIETHYHH
TYMOPH TIPH JKEHCKH ILTbXOBE, NPH BHcokaTa Ao3a 10 mg/murex/15 AHKM ¥ yBeIHUEHa 4ecToTa Ha
TECTHKYIHH JIAHAMIOBU TYMOPH MPH MBKKHTE. B ABYrOAHILIHO NMPOYUYBAaHE MPH MHMLUKH 34
OHKOr€HHOCT (C €xXKeAHEBHO NEePOPATHO NMPHIOKEHHNE) CE€ YCTAHOBABA MOBHUICHA YECTOTA HA
OBAPUATHH CTPOMAJTHH TYMOPH OT NMOJIOBH BbPBH (KaKTO Z00pOKA4YECTBCHH, TAKa U JNIOKAYECTBCHH),
npy no3u ot 150 n 500 mg/kg/anesHo. Ha HUBOTO, Npu KOETO HE ce YCTaHOBABA e(EeKT 3a Te3u
HaXOJIKH, HHBaTa Ha cucTeMHa excnosuuus (AUC) ca npubnusurenso 1,5 MeTH OT O4aKBaHWTE HHBA
Ha €KCIMO3HLHA MPH XOPa, NMPH XKEHCKUTE IUTbX0Be, U 0,8 MbTH NPH MBKKHTE TUIBXOBE, a MPH MULIKH
— npubauantentHo 0,8 NbTH OYAKBAHUTE HUBA HA €KCMO3HLIMA MPH XOpa, W NMPH )KEHCKHUTE, H NPH
MBXKKHTE MUILKH. MHAYKLMATA Ha TAKHBA TYMODPH CE AbJDKH Ha GapMaKoIorudHo o0yclioBeHHTe
€HAOKPHHHH NPOMEHH MO MEXaHH3Ma Ha oOpaTHaTa Bpb3Ka HA HUBaTa Ha rOHaJOTPOTIHHUT

paK Ha repaara. (
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OueHKa Ha prcka 3a okosHaTa cpeaa (ERA)

[IpoyuBaHHs 3a OLIEHKa HAa PHCKa 3a OKOHATa cpejla JEMOHCTPHPAT, Y€ QyJIBECTPAaHT MOTEHLMATHO
MOXKe Jla IPUYHUHH HeXKelaHH e()eKTH BbpXY BOAMWTE (BK. Touka 6.6).

0. ODAPMAIEBTUYHHA JAHHHA
6.1 CHHCDLK HAa NOMOIMHHATE BellieCTBA

Eranon (96%)

beusunoe ankoxon (E1519)
bensunbensoar

PuunHOBO Maciio, padhHHHpPaHO

6.2 HechLBMEeCTHMOCTH

[Ipy nunca Ha NpOy4BaHHMs 32 HECBBMECTHMOCTH, TO3M IEKapCTBEH NPOAYKT He TpAOBa Na ce CMecBa ¢
APYTH JIEKAPCTBCHH MPOAYKTH.

6.3 Cpox na rogunocr

2 rOAMHH

64 ChnensanRH YCJIOBHA HA ChXpAHEHHE

To3n nexapcTBeH NPOAYKT HE H3IUCKBA CIIELIMANTHH YCIOBHA Ha ChbXpaHEHHe.

l'lpe,unapmenﬂo HalmbJIHCHATA CIIPAHLUOBKA A4 CC ChXPaHiBa B OPHrHHANHATA ONAKOBKAa, 34 N1a CC
Nnpennasyd OT CBETIAHHA.

6.5 BuaE cbabpKAHHE HA ONAKOBKATA

C'h,ﬂ,'prKaH.IHHT NpCABAPHTC/IHO HallbIHEHATA CIIPHHUOBKAa KOMILUICKT €€ CbCTOH OT.

Enna npensapuTeIHO HAITBJHEHA CIIPHHLIOBKA OT NPO3padHo CTHKIO OT Tun | ¢ NOJUCTHPEHOBO
OyTasno u enacToMepeH cTonep Ha Oyranoro, cHabaeHa ¢ TBbpAa IIacTMacoBa Kanayka Ha
HakpaiiHHKa, chabpkaua 5 ml GynBecTpaHT pa3TBOp 32 HHXKEKLIKH,

OcurypeHa e cbio u obesonacena urna (BD SafetyGlide) 3a cheauHaBase ¢ TanOTO Ha
CIIPHHLIOBKATA.

HIH

J(Be npenBapHTENHO BAITBIHEHH CIIPHHLIOBKH OT MPO3payvHO CTHKIO OT THN | ¢ MONHCTHPEHOBO
OyTano u enacToMepeH cronep Ha 6yTanoTro, cHabieHH ¢ TBLPAM IUIaCTMACOBH Kanavku Ha
HakpaliHMKa, BCAKa chabpXKala 5 ml pyneecTpaHT pa3TBOp 38 HHIKEKLIHH.

OcHrypeHH ca cslio M ase obeszonacenn uram (BD SafetyGlide) 3a cheaunsiBane ¢ TANOTO Ha BCAKA
CTIPHHLIOBKA.

HJIH

lilecT npeaBapMTENHO HAITBIHEHH CITPUHLIOBKH OT MPO3PAYHO CTHKIO OT Tun | ¢ eH
byrano U enacroMepeH cronep Ha OyTanoTo, CHabieHH ¢ TBBPAH ILU1ACTMACOBH Ka 'ﬁc# Ha
HaKpalHHKa, BCAKa Ceabpxaliia 5 ml dynBecTpaHT pasTBOp 3a MHXKEKLIMH, e

ﬁy-l .
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Ocurypens ca cbilo M wect obe3onacenu urim (BD SafetyGlide) 3a cbeauusaBaHe ¢ T410TO Ha BCsAKa
CMPHHLIOBKA.

He BCHuUKH BHIOBE ONMAKOBKM Morar aa Obaart mycHaTd B npojaxoa.

6.6 ChnennajHH npeaANnasHH MEPKH NPH H3XBBLPJIAHE H padoTa

MHCTPYKLIMH 3a NMPUIIOKEHHUE

[IpunaraiiTe MHXXEKLMATA CMIOPE/l MECTHUTE PbKOBO/ICTBA 3a U3BbPLUBAHE HA HHTPAMYCKYJIHH
HHXEKLIMH C rojigM obem.

3ABEJIEXXKA: ITopaau 61130cTTa Ha NOAJIeXKallUs CeaIMILEH HEPB, HEOOXOAMMO € BHUMaHHE TpH
npuiarale Ha ynBecTpaHT B Jop3oriyTeanHara odnact (Bx. Touka 4.4).

BuumaHue — npeau ynorpeda He cTepun3HpaiTe ode3zonaceHarta vria (MoJKoXxHa 1ria ¢
npeanasuren ,,.BD SafetyGlide™) B aBTroksiaB. BbB BcekH €e1MH MOMEHT 10 BpeMe Ha paboTa ¢ urnara 1
MPH U3XBBPJISHETO H pbleTe TpAOBa 1a OCTaBaT 3a/1 Hes.

3a BCcsKa OT J1BETE CIPUHLIOBKH:

- M3BajseTe CTHKJIEHOTO TAJIO HA CPUHLIOBKATA OT KYTHATA W MPOBEPETE Aajlu HE € MOBPE/IEHO.

- OTtBopeTe BbHIIIHATA ONaKkoBKa Ha obe3onacenara uria (SafetyGlide).

- [Ipean npunokeHue, pa3TBOPHUTE 3a NMapeHTEPaAIHO NPHJIOKEHUE TpAOBa Ja ce oraeaar 3a
BUAMMH YAaCTHLIM U NPOMSAHA Ha LIBETA.

- JlpbKTe cnnpyHUOBKaTa H3npaseHa 3a opedpenara yact (C). C apyrarta pbpka XBaHETE Kanayero
(A) ¥ BHUMATEJIHO 'O HAKJIAaHAWTE Harpea-Ha3al, 10KaTo ce OT/AEJIH U MOXKe /1a C€ U3bpra; HE BbPTETE

(Bxk. purypa 1).

A_

B_i@
=

C_

Durypa |

- OrcTpaHeTe Kanavero (A) ¢ ABHXKEHUE NMPaBO Harope. 3a Ja 3ana3ure CTEPHUIIHOCTTA, He
JIOKOCBalTe BbpXa Ha cnpvHLOBKaTta (B) (Bx. ¢purypa 2).
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durypa 2

- 3akpenere obe3onaceHara Urja KbM HakpaiHuka Tvn ,,Jlyep-JIok™ u s 3aBbpTeTE, 10KaATO CE
3aKpeny cTabuinHo (BX. urypa 3).

- [TpoBepeTe nanm urnara e 3akjioueHa B Jlyep-KoHeKTopa, npeau /1a NPOMEHHTE BEPTHUKAITHOTO
MOJIOKEHHE Ha CIIPUHLIOBKATA.

- H3abpnaiiTe npeanasyuTes Ha vrjiata npaBo Harnpes, 3a /1a He YBpeauTe Bbpxa .

- JloOnwxkeTre CIpUHLIOBKATa /10 MACTOTO Ha MPHJIOKEHHE.

- OtcTpaHeTe npeanas|Tesis Ha UrJiara.

- H3roHere W3HLIHUA Bb3YX OT CIIPUHLIOBKATA.

Qurypa 3

- [Tpunoxkere 6aBHO HHTPAMYCKYJIHO (1-2 MUHYTH/MHXXEKLIMA) B CelaIMLIETO (riIyTeaiHaTa
obsacT). 3a ynoOCTBO Ha nMpUiaraiims UHKEKLMATa, CKOCeHaTa CTpaHa Ha Mrjlata € OpUeHTHpPaHa KbM
noctueTo (BXK. purypa 4).

. ."‘-..,- .-L’! O
i o ﬂ-"-q'l;f S n o) \
® ..?r.l.
N e :

22 e



- Cnen uHxkekTupaHe He3a0aBHO HaHeceTe yaap ¢ €/1MH NMPLCT BbPXY PaMOTO 3a NoJAnomMaraHe rnpu
aKTHBMpPaHe, 3a J1a aKTUBHpATE 3alIMTHUA MeXaHU3bM (BHXKTE DHrypa ).

3ABEJIEXXKA: AkTuBHpaiiTe ce aaney ot cede cu v apyrure. CiayluaiTre mipakBaHe U BU3YaJIHO
MOTBBP/AETE, Y€ BbLPXBT HA MIJ1aTa € HAITBbJIHO MOKPHT.

N

Qurypa 5

MU3XBBpIsHE

[IpenBapuTENHO HAIMbJIHEHUTE CIPHUHLIOBKHU Ca NMpeHa3HA4Y€HH €aMo 3a €JHOKpaTHa ynorpeda.
ToBa nekapcTBO MOXe 1a NpeACTaBasBa PUCK 3a BOAUTE. HEeW3non3BaHUAT JIEKapCTBEH NMPOAYKT HIIH
OTNaAbYHHUTE MaTePHAIU OT HEro TpsAOBa J1a ce U3XBBPJIAT B CbOTBETCTBHE C MECTHHUTE H3UCKBaHHUS
(BXK. TOYKa 5.3).

p 2 INMPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA
Zentiva k.s.

U kabelovny 130,
Dolni Mécholupy
102 37, Prague 10

Yewka PenyOnuka
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