KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

1. WME HA JEKAPCTBEHUS MPOJAYKT

dynpectpanT Tera 250 mg HHKEKUMOHEH Pa3TBOP B NPEJABAPHTETHO HAINbJIHEHA CIPUHLIOBKA
Fulvestrant Teva 250 mg solution for injection in pre-filled syringe

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Besika npeiBapuTeIHO HaMbJIHEHA cripuHLoBKa oT 5 ml cbabpxka 250 mg dyasectpanT (fulvestrant).
Bceku ml chabpika 50 mg ¢ysiBecTpaHr.

[loMOLIHK BeLIECTBA C U3BECTHO JIEHCTBHE
Besika npeiBapuTEIHO HANTbJIHEHA CIIPUHLIOBKA ChAbpaka 474 mg ankoxos1 (eTaHom), KOUTO €

ekBUBaJieHTeH Ha 94,8 mg/ml.

Bcesika npeiBapuTeNIHO Hanb/IHEHA CNPUHLIOBKA cbabpka S00 mg OEH3HI0B aJIKOXO0JI, KOHTO €
ekpuBajienTed Ha 100 mg/ml.

Bcesika npeiBapuTeIHO HaNbJIHEHA CNIPUHLIOBKA chabpka 750 mg OeH3HI0eH30aT, KOUTQ €
ekBuBajeHTeH Ha 150 mg/ml. W3MLAHUTENHA ATEHUNA NO HEK.APCTBATA

gp mka xapaﬂmm Ha npogyxmae - [punoxesue 1
3a [TLJIHUS CIMCHK HA IIOMOLLIHHTE BELLeCTBa BT TouKal6. |

3. JIEKAPCTBEHA ®OPMA 69506 130 00

MHKEKLIMOHEH Pa3TBOP B NPEBAPUTEIHO HAITbIHEHA CTIPHHIGOBRAMIE N ooooorr oo

buctbp, 6e3uBeTeH 10 KbJT BUCKO3€H pa3TBop. [Ipeau uHKeKTHpaHe pasTBOPHUTE 3a NapeHTepaIHO
NpuJIokKeHHe TpAOBa /1a ce NPOBEPSBAT BU3YAJIHO 3a HAJIMYME HA BUAMMH YaCTHLIM U NTPOMSHA Ha

[IBETA.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHA

dynsectpaHT Tesa e nokasaH:

% KaTO MOHOTEpanus 3a JICYEHHE Ha eCTPOreH-PELENTOP MO3HTHBEH JIOKAJIHO aBaHCHPAJT HITH
METacTa3upasl paKk Ha MJIEYHATA Kjie3a MPH MOCTMEHONAY3aTHH JKEHM:
- KOWTO MpE/M HE ca MPOBEXK/IATH €HAOKPUHHO JIeUeHHE HITH
- C peumraMB Ha 3a00JIIBAaHETO MO BPEME Ha WM CJI€/l a/Il0OBAHTHA TEparMs ¢ aHTHECTPOIreHEH

NMPOJAYKT WK NPH Nporpecus Ha 3adosBaHETO MO BpeME Ha aHTHECTPOTr€HHA Teparnus.

@ B KOMOMHaLMs ¢ nanOoLMKINO 3a TeyeHue Ha NoJIoKUTENIeH 3a XopmoHaseH peuenrop (HR),
OTpHULIATEIEH 3a peLenTop 2 Ha YOBeLIKHUS enuaepmaieH pactexeH pakrop (HER2) nokanno
aBaHCHpaJl HJIM MeTacTa3upall pak Ha MJIeyHaTa »Jie3a 1pHy )KeHH, KOHWTO Tpe/Iu TOBa ca

[oJly4aBajii €HJAOKPHHHA Tepanus (BxK. To4ka 5.1).

[Tpu npe- Han nepuMeHoNay3alHH JKeHH, KoMOMHUpaHaTa Tepanus ¢ naadouukaud Tpabsa na ce
KOMOMHHUpPA C arOHUCT Ha JIyTEMHU3Hpall XopMoH-ocBoOoK1aBall XopMoH (LHRH).

e
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4.2 [J0o3HpOoBKA H HAYHH HA NPHJIOKECHHE

Jo3upoBka
Kenu (exmovumenno u 6 cmapuecka 6vb3pacm)
[TpenoppunTennara gosza € 500 mg Ha UHTEPBANH OT €4HH MECEL[ IUTIOC AONKIHHUTENHA 103& OT

500 mg aABe ceaMHULIM cea MbPBOHAYAIHATA [1034.
Koraro dynBecTpaHT ce usnonssa B koMOuHauua ¢ nanbouuknnd, Moss BUXKTE CbLUO KpaTKaTa
XapaKTEPHCTHKA Ha MPOAYKTa NanOoLHKiIHo.

[Ipeau 3anouBaHe Ha NeveHHETO ¢ KOMOUHALMATA Ha QynBecTpaHT ¢ NanboUMKIHO, U NO BpeMe Ha
HeHHaTa MPOIBDKUTENHOCT, fpe-/TiepuMeHoNay3aIHHTE XEHHW TpadBa Aa ObAAT NeKyBaHU C aTOHHCT
Ha LHRH, B croTBeTCTBHE ¢ MEeCTHATA KIHHHUYHA NMPAKTHKA.

CrneuuanHy nomyaauuH
Bvbpeuno yepeowcoane

He ce npenopbuBa aganTHpaHe Ha A03aTa MIPH NaLHEHTH C JIEKO 40 YMEPEHO OBOpeUHO yBpexK1aHe
(kpeaTHHHHOB KIHPbHC >30 ml/MuH). be3onacHocTTa U e(PHKACHOCTTa HE Ca OLIEHEHH NPH NALKEHTH
¢ TexKo OLOpeuHo yBpexaaHe (KpeaTMHHHOB KIUpbHC <30 ml/MHH), nopaak KOETO INpH TAKHBA
MalHEHTH Ce MPEenopbUBAa Ja ce Mpuara ¢ NOBUIICHO BHUMaHKE (BX. TouKa 4.4).

Heproopobuo yepescoane

He ce npenopbupa aganTHpaHe Ha A03aTa MPH MaLMUEHTH C 1€KO A0 YMEPEHO YEpHOAPOOHO
yBpexaaHe. Brnpekn Tosa @yasectpanTt Tepa TpabBa na ce npunara ¢ NOBHLIEHO BHHMAHHE MPH
Te3H MALMEHTH, Thil KATO EKCNO3ZHULIMATA Ha QPYJBECTPaHT MOXE Aa ¢e nosHINU. HaMa naHHH 3a
fALMEHTH ¢ TEXKO YePHOAPOOHO yBpexKaaHe (BXK. TOUKH 4.3, 4.4. n 5.2).

IHeouampuuna nonyaayusn

besonacHocTTa M epukacHocTTa Ha DyaBecTpaHT TeBa Npu AcuUa Ha BB3PACT OT MOMEHTA Ha pakaaHe
10 18 roavnHu He ca ycraHoBeHH. ChiECTBYBALIMTE A0 MOMEHTA AaHHH €A OMHCaHU B TOUKH 5.1 U 5.2,
HC NPENOPBKH MO OTHOLLICHHE HA AO3UPOBKA HE MOraT aa ObaaT HanpaBeH!.

HayuH Ha NpuioXeHHe
dyneecTpaut Tera TpsadOsa aa ce npwiara KaTo ABe NOCAEAOBATE/IHH HIDKEKLIMH OT 5 ml upes GaeHO

HHTPaMYCKYJIHO MHXKEKTHpaHe B cefanuiusara obnact (1-2 MUHYTH Ha MHXKEKLIHA ), MO eiHa OT BCAKA
cTpaHa (rryreanHara obnacr).

H3KucKBa ce NOBHIUICHO BHUMAHHUE NPH HHKEKTHpaHe Ha DynsectpaHT Tesa B Aop3orayTeanHaTa
obJs1acT, nopaan OIH30CTTA HA MOLNIEKALHA CeNaNHLLIEH HEpPB.

3a noaApoOHH MHCTPYKLIMH 3a NMpUiaraHe BHKTe Touka 6.6.
4.3 IIpoTHBONOKA3ZAARS

CBpBbXUYBCTBUTENHOCT KbM aKTHBHOTO BELLECTBO MM HAKOE OT MOMOLUHHTE BEWECTBA, W30POEHH B
Touka 6.1.

bpeMeHHOCT M KbpMeHe (BX. Touka 4.6).

Texxko yepHoapobHo yspexknaHe (BX. TOUKH 4.4 n 5.2).

4.4 Coenuannu npeaynpexneHHs H NPeANAIEH MEPKH NpH ynorpeba

dyneectpanT TeBa TpaOBa na ce npunara ¢ NOBHLIEHO BHUMAHKE NPH NALMEHTH € JIEKO J0 YMEPEHO
yepHOoApOOHO yBpexxaaHe (Bx. TOUKH 4.2, 4.3 v 5.2).

.'.-' #‘-’a—--._-
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yBpexaaHe (KpeaTHHHHOB KIHpBHC <30 mi/MuH). s
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[Mopanu HHTPaMyCKY/THHA NbT Ha BbBexAaHe, DyneectpaHT Tesa TpsadBa Aa ce H3NO3Ba C NOBHILEHO
BHMMaHHE MPH NMALUHEHTH ¢ XEMOparniHa Anare3a, TPOMOOLIMTONEHHUS U NPH TE3H Ha
aHTHKOAry/laHTHaA Tepanu,.

YecTo npu )xeHH ¢ HANpeAHAN pak Ha rbpaaTta ce Habmozaasat TpoM60eMOOTHUHH HHUHACHTH, KOETO
e HaO/MoAaBaHo M NPH KIHHHYHH U2MATBAHHA Ha dynBecTpaHT (BX. Touka 4.8). Tosa Tpsadsa na ce
UMa MpeABUJl, Korato ce u3nucea MynsecTpaHT Tepa NMpH pUCKOBH MALHEHTH.

C HIKeKUHOHHATa opMa HA QyJIBECTPAHT ¢a CboOLWAaBaHH CHOUTHSA, CBBP3aHH C MACTOTO Ha
HIDKEKTHPaHE, BKIIOUMTETHO KILKAC, HEBPAIrHs, HeBponaTHa DoJika B nepudepHa HEBpONATHA.
H3nuckea ce nosHIIeHO BHUMaHHKE Npy UHkeKTUpaHe Ha DyneectpanT Tepa B Aop3orayreaiHara
obnacT, nopany O1H30CTTa HA NOJJIEKALUS CefantiieH HepB (BxK. TOukH 4.2 1 4.8).

Hsama aenrocpouHy naHHH 3a edekra Ha GynBecTpaHT BbpXY Koctute. [lopann Mexanuima my Ha
JEUCTBHE CHLICCTBYBA NOTECHLUMANEH PHCK OT OCTEONOPO3a.

EduxacHocTra u 6e3zonacHocTTa Ha (py/IBECTpaHT (KaKTO KATO MOHOTEpanus, Taka 1 B KOMOKrHaLus ¢
nanbounkmb) He ca NpoyueHH MPH MALUMEHTH C KPUTHUHO BHCLIEpaNHO 3a00IsBaHe.

Korato ¢ynBecTpaHT ce ¥3noa3ea B KOMOHHaUHMA ¢ NaOOLHIKITHO, MO BHXKTE CBILLO KpaTKaTa
XapaKTEPUCTHKA Ha MPOAYKTa NaJTOOLIMKITHO.

ITosruseane na mecmoseme 3a ecmpadouon, bazupanu wa awmumena

[Topaan CTPYKTYPHOTO CXOACTBO Ha (yJIBECTPAHT U €CTPaRHON, (PYJIBECTPAHT MOXKe N1a OKaxkKe
RIMAHHE BbPXY TECTOBETE 323 €CTPaAHol, 0a3upaHU Ha AaHTKTENA W MOXKe a IoBele A0 (anliuBo

[MOBHILEHU HUBA HAa ECTPAJAKOIN.

[IeauaTpuyHa Moy aums
Vnorpebata Ha @yneecTpaHT Tepa NpH Acua W IOHOLLH HE C€ NPENOPBYBA, ThH KaTO DesonacHoOCTTa U

e(pHKACHOCTTA HE Ca YCTAHOBEHH 3a Ta3H I'pyna nauqeHTH (Bx. Touka 5.1).

[ToMOILUHH BelIECTBA

Emanon 96% (anxoxon)
MankoTo KOMHYECTBO aNKOXOJI B TOBA JIEKAPCTBO HAMA /12 UMa HAKAKBH 3a0eNeXUMH eDeKTH.

benzunoa aikoxon

BeH3MNOBHAT ATKOXON MOXKE a NPELH3BHKE AllCPrHUHH PEeaKLHH.
[Nonemu o6emu Tpabra Aa ce M3MON3BAT C MOBHULIEHO BHUMAHHME M CaMO aKo € HE0OX0AHUMO, OCODEHO

MPH JIMLA ¢ YepHOAPOOHO WK OLOpEYHO yBPEKIaHe NOPAAU PHCK OT KYMYJIHpaHe H TOKCHYHOCT
(MeTabonuTHa auna03a).

4.5 BsauMoaelcTBHe ¢ APYIH JeKAPCTBeHH NPOAYKTH H IPYrH (JOpMH Ha B3aHMOJeHCTBHE

KnunuyHo npoyuBaHe 3a B3auMoaeicTere ¢ Muaasonam (cyberpar Ha CYP3A4) nemoHcTpHpa, ue
dyneectpanT He HHxHOupa CYP3A4. KnnHHYHH Npoy4BaHHs 3a B3aUMOMeCTBHE C pUPaAMNHLHH
(uaaykTop Ha CYP3A4) u kerokoHazon (MHxuburop Ha CYP3A4) He noka3BaT KIMHWYHO 3HaYHMa

NpoMsAHAa B KIHPpbLHCa Ha (ynBecTpadT. CneaoBaTeNHO HE € HY)XXHO aaanTHpaHe Ha J03aTa NpH
NaLMEeHTH, KOUTO NPHEMAT €HOBpeMEHHO (yNBeCTPaHT M MHXHOHTOpPH HNH HHOYKTOpH Ha CYP3A4.

4.6 dlep'rmm're'r, OpeMeHHOCT H KbpMeHe

=T
Xenu ¢ gerepoaeH noreHuyan / S N
JKenu ¢ aerepoaen noreHuman TpadBa Aa M3NON3BAT €PEKTUBHA KOHTPAUETILIMA N0 BpeMe er SR
neucHreto ¢ OyneecTpanT Tepa ¥ 2 roauHM Criell pHEMAa Ha NOCneaHaTa 103a. ,,,. o -"’ ';‘ BT
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bpeMeHHOCT

Mpunoxennero Ha GynpectpanT TeBa No BpeMe Ha 6pEMEHHOCT € IPOTHBONOKA3AHO (BXK. To4Ka 4.3).
Mma gaHH#M, Y€ TIpH IUTBXOBE W 3aiiliM clie] €AHOKPATHO HHTPaAMYCKYJTHO MPUIOXKEHHE QY/IBECTPAHT
MKHABa Mpe3 raueHTara. [IpoyuBaHMATa NpH KUBOTHH NMOKA3BAT HAIMYHE Ha PENPOAYKTHBHA
TOKCHYHOCT, BK/IHIOUHTEITHO M NMOBHILIEHa Y€CTOTA Ha eTanHy aHOMANHK H CMBPTHH CITY4aH (BX.
Touka 5.3). Ako no BpeMe Ha npwioxennero Ha QynpectpaHT TeBa HaCTHNH OPEMEHHOCT,
nayHeHTKaTa TpAOBa Aa 6bae HHPOPMHpaHa 3a NOTEHUHANHHTE OMACHOCTH 32 U103 H MOTEHLHAITHHA

pPUCK 3a 3arydarta my.

KbpMeHe

KnpMeHeTo TpsbBa 1a ce NpeycTaHOBH 110 BpeMe Ha JieueHue ¢ OyipectpaHT Tepa. DynBecTpaHT ce
EKCKPETHPA B MIAKOTO HA TUTbXOBE B NEPHOJ Ha nakTauua. He e 3BecTHO ganu QynsecTpaHT ce
eKCKpeTHpa B KbpMaTa. [Topaau NoTeHUMAT OT CEPHO3HH HEXEaHH PEaKLMM OT Qy/IBECTPAHT NpH
KbpMaueTa, ynorpedara My 1o BpeMe Ha KbpPMEHE € NIPOTHBOMNOKa3aHa (BXK. Touka 4.3).

Deprunurer -
Edexrute Ha OynpectpasT Tesa BbpXy QEepTHIHTETZ NIPH XOpa HE ¢a NMPOYyUBaHH.

4.7 EdexTn Bupxy cnocobnocTTa 33 ModHapaHe H paboTa ¢ MAIIAHE

dynsectpanT TeBa He NOBIHABA WIH MOBJIHABA HE3HAYHTETHO CHIOCOOHOCTTA 33 wodHpaHe W pabota
¢ MawiuHU. Bee nak, noHexe npH nedenue ¢ Myneectpant Tera HMa MHOrO 4eCTH CHOOIICHHS 32
aCTCHHSA, NALMEHTHUTE, KOMTO Pa3BHAT Ta3M HEXeJlaHa peaklus, TpaOBa na NOAXOXKIAT € NOBHIICHO
BHHMAaHHE KbM IOPHpPaHETO KU paboTaTa ¢ MallHHA.

4.8 HexeaHH JeKAPCTBEHH PEAKNHH

Pe3ioMe Ha npoduna 3a 6e30nacHOCT
Monomepanua

B Ta3u Touka € npeacraBeHa HHPOPMALHA, OCHOBAHA Ha BCHUKH HEXKEJIaHM PeaKlMK OT KIMHHYHH
NPOYUBaHHA, MOCTMAPKETHHTOBH NPOYYBaHHA U CNIOHTaAHHK CLobUICHUS. B cOopHUTe naHHM 3a
¢byNBECTPAHT KATO MOHOTEpAaNKs Hail-4eCTO CHOOLIaBAHUTE HEXXEIAHU peaKLMH ca peaKliii Ha
MACTOTO Ha HHKEKTHpaHe, aCTEHHA, raficHe H noBuieHH YepHoapobuu ensumu (AJIAT, ACAT, AD).

[TpencraBennte no-nony B Tabnuia 1 kaTeropyan no 4eCcToTa Ha HeXKEJIAHUTE JICKAPCTBEHH peaklUHK
(HJIP) ca u3uMcneny 8Bb3 OCHOBA HA cOOpPHM aHanu3H Ha 6e30MacHOCTTa NMpH MPYINH Ha JIeYeHHE C
500 mg $ynsecTpaHT OT Npoy4BaHus, kourto cpasHaBat 500 mg ¢gynsecTpanT ¢ 250 mg ynsecTpaHT
[CONFIRM (npoyusaue D6997C00002), FINDER 1 (npoyusane D6997C00004), FINDER 2
(npoyusane D6997C00006) u NEWEST (npoyusane D6997C00003)] unH oT €AMHCTBEHOTO
npoyusade FALCON (npoyusane D699BC00001), koeto cpasasasa 500 mg dynpectpant ¢ 1 mg
anactposon. Korato yectorata Mexxay c6opHus aHanu3 Ha 6e3onachoctra W FALCON ce paanuyaBa
e u3bpaHa no-Bucokata yectora. [IpencrapeHure B Tabnuua 1 4ecToTH ca Bb3 OCHOBa Ha BCHUKH
cboOLeHn crOUTHA, O€3 3HaueHHe KakBa € Ouna npeieHKaTa Ha U3cneaoBareis 3a NpHYHHHO-
CNEACTBEHaTa Bpb3Ka. MeHaHaTa Ha NPOABIKHTEAHOCT Ha nedeHHeTo ¢ 500 mg dynsecTpaHT B
cGOpHUTE JaHHH (BKJIIOUKHTENHO NO-rope cnoMeHaTute npoyusakus ioc FALCON) e buna

6,5 mecelna.

TabnryeH CNHCHK HA HEXENAHUTE peakLIHH
U3bpoeHnre no-gony HexeJaHH PeaklUy ca KIaCHPULIMPaHH MO YeCTOTa H CHCTEMO-OPraHHH

wiacose (COK). I'pynupaneTo no yectota € ACPHHHPAHO MO CIEAHATa KOHBEHLIHA: MHOTO YECTH
(>1/10), uectu (Z1/100 po < 1/10), Heuectn (=1/1 000 no <1/100). [1pn BCiako rpynHpane B

3aBHCUMOCT OT YEeCTOTATa, HEXKENAHNTE NIEKAPCTBEHH PEaKLHK ce U30poaBaT B HU3XOAAWl peano
OTHOLLIEHHE Ha TAXHATA CEPUO3HOCT. ' |
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Tabanua 1. Hexxenanu jlekapcTBeHA PEAKIHH, CHOOMABAHMN IPH NAUHEHTH, JIEKYBAHH C

¢yaBecTPpaHT KATO MOHOTEpaANH

Hexes1ann PEHRI[HH N0 CHCTEMO-OPIraHHH KJ/IACOBE H YeCTOTA

Hudexiuun 1 nHdecTalun

Yectu

Hudekiuun Ha MUKOUHUTE MBTHLIA

Hapyiienns Ha KpbBTa ¥ TMMQHATA
CHUCTEMA

Yectl

HamaneH bpoit TpombouuTy®

HapyweHus Ha B¥MyHHATa CUCTEMA

S

MHoro yectu

PeakuuH Ha CBPBXHYBCTBHTEIHOCT®

_ ] HeuectH AHadUNAKTHYHU peaKLIHH
Hapywienns Ha Metabonu3ma U - HecTu AHopekcus ®
XpaHEeHeTO

: Hapymeum Ha HEpBHaTa cHcTeMa [ Hectn ['nasobonue

Cba0BH HApYWICHHUA

MHuoro yectH

Fﬂpemn BBJIHM®

YeerHn

Benosna tpomboembonns

CTOMaLIHO-YPEBHH HAPYUIEHHS

MBoro yecTH

I'aneHe

[ YecTu

IloBpbLiaHe, Mapus

XenatoOMIMAPHHU HAPYILEHKUS

MHoro uectH

[loBuiiapaHe Ha yepHOOPOOHHUTE
eH3AMH (AJIAT, ACAT, AD)*

r'-lecm

[osuuieH Gmupyﬁ;m a

HeuectH

‘-Iepﬂo,npoﬁﬂa HEAOCTATBYHOCT &/,

XenaTHT , NOBUIIIABAHE Ha lTTl'lr

Hapywienuns Ha KoxaTa ¥ NOAKOKHATA
TbKaH

MHoro uecTHu

Obpus°®

HapyiieHns Ha MyCKYJTHO-CKENEeTHATA
CMCTEMA H CheJWHHUTETHATA ThKaH

Muoro uecTH

CTaBHa U MYCKYJIHO-CKE/ICTHA
Honka®

YecTu bonka s repba’
Hapymeuns Ha pp3npoussoaurenHara | Yectu BarvuHaaHo KbpBeHe®
CHCTEMa H I'spJaTa Heuectu BarunanHa kaHauaosa', neskopes’

O61y HapylleHUs U eeKTH Ha
MACTOTO
Ha MPUJIOXKEHUE

MHoOTro 4ecTH

ACTeHHs a, P€AKLHHA Ha MACTOTO Ha

_ MHXeKTHpaHe "
YecTH [lepudepHa HeBpOnaTua®, HiuHac®
HeuecTH KpBbBOH3AHB HA MACTOTO HA

f

HHXCKTHPAHC, XCMATOM Ha MACTOTO

Ha uHXeKTHpaHe', Heppanrua®’

Bruioyuba HexenaHu JICKAPCTBCHH PCAKLIHH, 34 KOHUTO I1I0PpaidH HAUTHYHE Ha NOAJNICAAIIIO 3abongaBaHe He MOXe

Aa Ce ONpEReH C TOUYHOCT CTENEHTA, B KOATO (OYNBECTPAHT AONPHHACA 3@ Pa3BUTHETO HM.

TepMuHBT ,,peaKiivi Ha MACTOTO Ha HIDKEKTUPAHE™ He BKNIIOYBA TEPMHHHWTE ,,KDBBOH3IIMB HA MACTOTO Ha
MH)KEKTHPaHe”, ,,XeMaTOM Ha MACTOTO Ha HHXKEKTHPaHE ', HUWHAC, HEBPAITHA H nepHdepHa HeBpOnaTHs.

Peakumnsara He ¢ HabmonasaHa npH roneMure KIHHHYHH npoy4yBaHus (CONFIRM, FINDER 1, FINDER 2,

NEWEST). YUecToTaTa € H3UMCISHA NOCPSACTBOM I'OpHATa rpaHula Ha 95% NOBEPHTENEH HHTEPBAN 34

TOYKOBa oleHKa. H3uncneH e xato 3/560 (kbaero 560 ¢ 6poAT nauMeHT B FONEMHATE KITHHHUHY

APOYYBAHHA), KOETO IONAAA B KATETOPHATA ,,HEYECTH .
¢  BKmOYBa: apTPAIrda H MO-pAAKO MYCKYJHO-CKeaeTHa Hosika, MHAIrHa H 60Nka B KpaftHHUMTe.
¢ Kareropusara 3a uecToTa ce paljinyaBa Mexay cGopuuTe ganuH 3a 6esonacuoct 1 FALCON.

f HJIP ne e uabmoaasana ss8 FALCON.
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Onucanve Ha U30paHH HeXENaHHW PEAKIIHH o e

BxnmioueHuTe no-pomy ONMKUCAHKUs ¢c€ OCHOBABAT Ha aHaIH3a Ha JaHHHTE 33 GezonacHoCT, %OTB¢TH6
npy 228 NAUMEHTKH, KOUTO ¢a NOAY4MIU Hak-Manko eana (1) no3a dyasectpaHTt, umpy [/~ .

232 nauMeHTKH, KOUTO ca NoJy4YHIH Hah-Manko eaHa (1) 103a aHacTpo30J1, BEB (a3a 3 Ha l N | et R
npoyyBaHeTo FALCON. \ o Ty
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bonxa 6 cmasume u Mycxyano-cxearemuama cucmema |

B npoyusaHeto FALCON, OpoAT Ha NauMEeHTKHTE, KOUTO ¢a ChOOLIWNY KATO HEXKENaHa peaKLus
OOJIKH B CTABMTE K MYCKYTHO-CKeJeTHaTa cHcTeMa € 65 (31,2 %) u 48 (24,1 %) cvoTBETHO 38 paMOTO
Ha ¢ynBecTpaHT W aHacTpo3on. Ot 65-Te nauneHTKH B paMoTo Ha dynsecTpaHT 40% (26/65) ca
¢chOOIIMNY 32 OONKHU B CTABHUTE M MYCKYJ/IHO-CKEIETHATA CUCTEMA NPE3 MbPBUA MECEl] Ha JIeYEHHETO H
66,2 % (43/65) — npe3 mbpBUTe 3 Mecela Ha nevyeHueTo. IlauueHTkUTe HEe CHLOOLIIABAT 3a HEXKENaHH
cbOuTns crened > 3 no CTCAE way Takuea, KOHTO Ja HATAraT NOHUMKABAHE HA /103aTa, NMPEKbhCBAHE
Ha NpUeMa WIH [PEKPaTABaHE Ha JICUCHHETO BCJEACTBHE Ha TE3U HEXeNlaHH peakLuH.

Kombunupana mepanus ¢ narboyuxiub

O6wmsaT npodun Ha 6€30MacHOCT Ha PYABECTPAHT, KOraTo C€ H3MON3Ba B KOMOMHALMA C
nanoounknnob, € 8u3 OCHOBa Ha AaHHHUTE OT 317 nauneHtH ¢ HR-nonoxurened, HER2-orpuuarenes
aBaHCHpal WIH MeTacTaTHMEH paK Ha MJICYHATA »Jie3a B paHAOMH3UpaHoTo npoyuBaHe PALOMAS3
(Bk. Touka 5.1). Haii-uectre (> 20 %) HexxenaHu peakuMH OT KaKBaTO M J1a € CTefeH, ChOOIEeHH npH
NaLHEHTH, KOUTO Nonydyapat QyaBecTpaHT B KOMOUHaUUA ¢ nanbolmkiInd, ca HEYTPOTNECHHA,
JIeBKOMNEHHs, HHPEKLIHH, YMOPa, rajieHe, aHEMHA, CTOMATHUT, AHapHR, TPOMOOUMTONEHUA U
nospbiane. Hali-uecture (> 2 %) HeskeNnaHH peakliMK CTeNeH > 3 ca HEYTPOIEHHA, JIEBKOTIEHHS,
UHEeK1IMM, aHEMHUS, [TOBHUIIIEHH CTOHHOCTH Ha acnaprat aMmMHoTpaHcdepasa (AST),
TPOMOOLIMTONEHHA H YMOpa.

B tabnuua 2 ca npeacraBeHd HexenaHuTe peakuun ot PALOMAS3J.

MennaHara Ha NPOALJDKHTENHOCT Ha eKCNO3ULIMATa Ha pynBecTpaHT € 11,2 Mecena B paMOTO Ha
¢bynsecTpaHT utoc nanbolmkiaub U 4,8 Mecelia B paMoTo Ha (pyNBECTPAHT IuTkOC Mauebo.
Mennanara Ha NPOIBb/KHTENHOCT HAa €KCAO3ULMATA Ra nanbouuknud B paMoTO Ha ¢ynBecTpaHT
runoc nanbounknud e 10,8 mecela.

Tabanna 2 Hexenann peaknuu, 0a3HpaHn Ha Aauad o1 npoyusaneTo PALOMASJ (N=517)

DE/H/4234/001/W5/032

CucTrema opran Kiaac PyaBecTpanT + PyapecTpaHT + miranebo
YecToTa naabonukaubd =172)
IlpeannounTan TepmMun" (N=345)
Berukn Crenen >3 Benuxkn Crenen >3
CTENECHRA n (%) CTENCHN n (%)
n (%) n (%)
Hudexnad a nudecTannm
Munoco vecmu
Hupekunn® 188 (54,5) 19 (5,5) 60 (34,9) 6 (3,5)
Hapymerus Ba KPLBTA H JAM$HEATA CHCTEMA
Mruozo wecmu |
_Heyrponenus 290 (84,1) 240 (69,6) 6 (3,5) 0
JleBkonexus® 207 (60,0) 132 (38,3) 9 (5,2) 1 (0,6)
AHemus® 109 (31,6) 15 (4,3) 24 (14,0) 4(2,3)
TpombouuToneHus’ 88 (25,5) 10 (2,9) 0 0
Heyecmu
@OeOpunHa HEYTPONICHHS 3 (0,9 3 (0,9)
Hapymenns Ha MeTab0o/1#3Ma B XpAHEHETO
Mnuoeo vecmu |
Hamanen anetur 60 (17,4) 4 (1,2) 18 (10,5) 1 (0,6)
Hapymenns Ha ACPBHATA CHCTEMA
Hecmu
HAucreysns 27 (1,8) 0 6 (3,5)
HapymenHs Ha OMHTE
Yecmu
[loBuiLleHA JTaKpHMALIHS 25 (1,2) 0 2(1,2)
3aMBIACHO 3pEHHE 24(7.0) 0 3(,7)
6




Cyxota B ouuTe 15 (4,3) 0 3(1,7) 0
PecnupaTopHH, rPbAHA B MeIHACTHHAIHA HAPYIICHHR
Uecmu

Enucrakcuc 25 (7,2) 0 4(2,3) 0
CToMamRO-2peBHH HAPYIICHHAS
Mnozo vecmu |
["aneHe 124 (35,9) 2 (0,6) 53 (30,8) 1 (0,6)
Cromatut® 104 (30,1) 3 (0,9) 24 (14,0) 0
Hnapus 94 (27,2) 0 35 (20,3) 2(1,2)
[lospbluiaHe 75 (21,7) 2 (0,6) 28 (16,3) 1 (0,6)
Hapymenns Ha KOXKATA H NOAKOKHATA ThHKAH
Mnozo yecmu

Aloneuus 67 (19,4) N/A 11 (6,4) N/A

OGpus" 63 (18,3) 3(0,9) 10 (3,8) 0
Yecmu

Cyxa Koxa 28 (8,1) 0 3 (1,7) 0
O6mu napyuienns H epeKTH HA MACTOTO HA NPHIOKEHHE -
Muozo vecmu

YMopa 152 (44,1) 9(2,6) 54 (31,4) 2(1,2)

ITupekcus 47 (13,6) 1(0,3) 10 (5,8) 0
Hecmu

Actenus 27(7,8) 1 (0,3) 13 (7,6) 2 (1,2)
Hicaenpanus
Mnozo uecmu

MOBHILEHH CTOAHOCTH Ha AST 40 (11,6) 11 (3,2) 13 (7,6) 4(2,3)
Yecmu

MOBHILICHMN cToOMHOCTH HA ALT 30 (8,7) 7(2,0) 10 (3,8) 1 (0,6)

ALT=ananun amudoTpancdepasa; AST=acnaprar amuHotpaHcepasa; N/n=0poi nauneHTH,

N/A=HENpHIOKHUMO.

a [TpeanounTtanure TepMuHH (I1T) ca m3bpoenn chrnacHo MedDRA 17.1.

6 ., Inpexnun” sxnrousa BcHUkY 11T, XONTO €a YacT OT CUCTEMO-OPraHHHA Kilac ~AHPEKLMH ¥ uHdecTauuu™.
s ,,HeyTponenns* pimovsa cieaunre I1T: HeyTponesus, HaManeH 6pofi Ha HeyTpopHIHTE.

c,JleskoneHus* skmoysa cneauure I1T: neskonenua, HamaineH Gpoit Ha 6enMTe KPBBHH KIIETKH.

a,,AHeMus* BkaoYyBa cneanute [1T: aHeMuA, MOHMKEH XEMOrNMOOHH, TOHHKEH XEMATOKPHT.

e ., TpoMBouuToneHus” oysa cneannte [1T: TpombounTonenuns, HaManen opofi Ha TpoMOoLUTUTE.

=, CTOMaTHT BKmouBa caeuuTe I1T: adpro3eH CTOMAaTHT, XEWIHT, TIIOCHT, TIOCOAHHNA, A3BH B yCTaTa,
Bb3NaNeHUe Ha urapuuaTta, 6onka B ycrarta, opodapuHreaneH auckoMdopt, opodapHHreanta 60sika, CTOMATHT.
1,,O6pHB* BiIOuBa cheauute [1T: oOpus, MakynonamynoseHn 0OpHB, cbpOiill 0OpHB, epUTEMATO3EH OOPHB,
namyno3cH o6pyB, AEPMATHT, akHEU(POPMEH AEPMATHT, TOKCHUEH KOXEH 00OpHB.

OnucaHue Ha W30paHK Hexenany peakiuH

Heymponenus -

NpHu nauneHTH, noayvasanu GpynaBecTpaHT B KoMbMHauma ¢ nanbouninG B npoyusanetro PALOMA3
ce chof1iaBa 3a HEYTPOMEHHs OT KaKBaTo U Aa e cteneH nipu 290 (84,1%) nauneHTH; HEYTPONEeHHS
crenien 3 ce chobiasa npu 200 (58,0%) nauueHTH, a HEYTpOnNeHHUa cTefnen 4 ce crobiuaea npu

40 (11,6%) nauseHT. B pamoto Ha ¢ynasecTpanT + wialebo (n=172), HeyTpONEeHUA OT KAaKBaTO K Ja
e cTeneH ce choOwasa npu 6 (3,5 %) nauneHTH. HaMa choblieHun 3a HEYTPOneHHs cTeneH 3 H 4 B

paMoTO Ha ¢ynBecTpaHT + nnauedo.

I[1pu nauseHTn, nonyyasaiuy (yaBecTpaHT B KoMOMHALMA ¢ nanbounkinbd, MeanaHaTa Ha BPEMeTo A0
MbLPBUA €NH30 HAa HEYTPOMEHHA OT KaKBaToO € Jia € cTenex € 15 anu (ananasoH: 13-512 axwm), a
MEAMaHaTa Ha MPOAB/LKHMTENHOCTTA Ha HEYTponieHHa crened >3 e 16 aun. PebpunHa HeyTponeHUs ce

c¢pob1aea npH 3 (0,9%) ot l’laLLHeHTHTE nosry4yasaiiy ¢ynBecTpaHT B KoMOHHalMA ¢ manboumkaygs: — =T

/"H -i"". fl"n =
M’ ‘ ;T}?f_-:‘

CroblilapaHe Ha NOAO3INPAHH HEXENAHU PEaKLINK

CbobiliaBaHETO Ha NOAO3MPaHH HeXeaHH peakLMHu cliesl pa3peLuaBaHe 3a ynorpeba Ha ne&éﬂcﬁcuﬁa O

DE/M/4234/001/WS/032




nekapcTeeHus npoAyKT. OT MEAHLIHHCKHTE CIICLMATIACTH €€ U3NCKBA na cuoblaBar Beaxa
MOAO3UPAHA HEXeNaHa peakius upe3 U3mbaHUTeHa areHUMs 110 iekapereara, yan. ,,Jlamax ['pyes”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeno3znpane

Mpu xopa ¥Ma U30NHpaHK CLOOLIEHHUS 3a NIpeao3upaHe ¢ pynsecTpanT. [Ipn HacThNBaHE HA

Npeno3HpaHe ce NpenopbLYBa CHMITOMATUYHO NOAAbLPxALO Nedenne. [IpoyuBaHnsTa BBPXY KHBOTHH

MPEANOJArar, Y€ HAMa ApYri epeKTH OCBEH TE3H OTHECEHH AHPEKTHO WIH HHIIKPEKTHO KbM
AHTHECTPOTeHHATA AKTHBHOCT MPH BHCOKH A03H Ha QyJIBECTPaHT (BX. TOUKA 3.3).

5. @®APMAKOJOIHYHHU CBOHCTBA

51 @PapmMaxkoAHHAMHYHH CBOHCTBA

dapmakoTepanesTHYHa rpyna: EnnokpuHHa Tepamns, AntHectporenu, ATC koa: LO2BAQ3

MexaHH3bM Ha JelicTaue u dapMakoguHaMUuHU edekTi

MdynBecTpaHT ¢ KOHKYPEHTEH aHTarOHHCT Ha ecTporeHoBuTe peuenTtopy (ER) ¢ aguHHTeT, CpaBHUM C

TO3W Ha ecTpaanoi. OyneectpanTt 6a0kupa TpodHUHUTE ACHCTBHA Ha eCTPOTEHHUTE, Oe3 na uMa
fapLUMalHO arOHUCTHYHO (ecTporeHonoAoOHO) AckHcTBHE., MEXaHH3IMBT My Ha ACHCTBHE € CBBP3aH ¢
NOHW)KEHHNE HAa HHBATA HA ECTPOreH-peLenTOpHYS MPOTeUH. KNHHHYHHTE Npoy4BaHUA NpH
[IOCTMEHONAY3ATHH EHH C TbPBUYEH paK HAa IbpAATa NOKa3BaT, ¢ QyABECTPAHT 3HAYHTENHO
nonwxasa EP npotenna npu EP nosuTHBHYE TyMOpH B cpasHeHHe ¢ miauedo. ChlIo Taka HauLue e
3HAYUTEITHO MOHMIKEHHE Ha EKCIIPECUSTa Ha NTPOreCTEPOHOBUSA PELENTOP, KOETO € B CbOTBETCTBHE ¢
JIMNCATA Ha MPHCHIIH ECTPOreH-arOHUCTHYHH edexth. ChIlO Taka MMA BaHHH, Y€ yBECTPAHT

500 mg, npUNOKEeH NPH NALHEHTH C TYMOPH Ha MpAaTa B YCJOBHATA HA HEOAMIOBAHTHO JICUCHHE,
noTucka excrpecuaTa Ha ER n Ha mapkepa Ha nponugepauus Ki67 B no-ronsamMa creneH, 0TKOJNKOTO
dyneecTpaHT 250 mg.

KnunuuHa epukacHocT U 6€30MaCHOCT NPH aBAHCHDPA)! PaK Ha MbPAATA

Monomepanus

KnunuuyHo npoyusaHe daza 3 € npurouHao rnpH 736 nOCTMEHONAY3a/IHH )KE€HH C aBAHCHpaJl paK Ha
I'bP/IaTa ¢ PELMAMB IO BpeMe Ha WIH C/Ie] ailOBAaHTHA EHIAOKPUHHA Tepanus, WiK ¢ Nporpecus ciel
eHAOKpHWHHA Tepanud 3a asaHcupano 3abonasaxe. [1poyuraHeTo BKMOUBA 423 NALUMEHTH, KOHTO ca
WMalTH PeUHAMB WIH NPOTPecHs No BpeMe Ha aHTHECTporeHHa Tepanud (AE-noarpyna) v

313 nauMeHTH, KOHTO Ca HMaJlH PeLIMIMB WIH NIPOrpecHs Mo BpEME Ha Teparnus ¢ apoMaTa3eH
uHxu6uTOp (AM-noarpyna). Toea npoyuBaHe cpasHsaBa edukacHOcTTa U 6e3onacHocTTa Ha 500 mg
dyneectpaHT (n=362) ¢ Te3u Ha 250 mg dynsectpanT (n=374). ITvpBriyHaTa KpakHa TOYKa €
npexcusaeMoct 6e3 nporpecus (I[1BI1), a KO4YOBHTE BTOPHYHM KpaiHH TOYKH 38 €PHUKACHOCT
BKJTIOUBAT cTeneH Ha obexkTnBHO nosausBane (COI1), creneH Ha xinnn4Ha nonsa (CKII) u oba
npexupaemoct (OI1). Peaynrature ot npoyusaneto CONFIRM no otHouleHue Ha eukacHOCTTA ca
pestoMupaHy B Tabnnua 3.

Tabnuua 3 Pearome Ha pe:iynTaTu're 0 OTHOIIC¢HHE HA NLPBAYHATA npaﬁua TouKa (I1BII) n
KJAI0Y0BHTE BTOPHYHA Kpaiinn ToukH 3a epukacHocT B npoyuysaneto CONFIRM

[MpomennnBa MeToa dOyapecTpaHT @yasecrpanTt CpaBHeHHe MeXKAY rpynuTe

HA OLIEHKA; 500 mg 250 mg (byasecTpaut S00 mg/dyasecTpanT

TePANEBTHYHO (N=362) (N=374) 250 mg) |

CpaBHEHHE Koed.- 95%Cl p-cTolinoct

HA PHCKA =T

b1l Meauana no K-M PN SRR

B MECelH; f,:ff_ T e ;

koed. Ha pHcKa | A T A
Q610 NALHEHTH 6,5 5.5 0,80 0,68; 0,3& . 0,006 ",- R R
-AE noarpyna (n=423) 8,6 5.8 0,76 0,62,09 . . 0013 . . &
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-Al noarpyna (n=313)* 5.4 4,1 0,85 0,67; 1,08 0,195

oI’ Menuana no K-M
B MeCellH;
Koed. HA PHCKA

BcydKH nauHeHTH
-AE noarpyna (n=423)

-AH noarpyna (n=313)" 26,4 22,3 0,81 0,69; 0,96 0,016¢
30,6 23,9 0,79 0,63; 0,99 0,038¢
24,1 208 - (0,86 0,67;1,11 0,241°¢
IIpomennusa MeTon Pyapecrpaut @Oyasectpant CpaBHeHHe MeXAY rpynure
HA OLEHKA; 500 mg 250 mg (bvasecTpauT S00 mg/
TePANEeBTHYHO (N=362) (N=374) dyasecTpanT 250 mg)
CpaBHEHHe AGconioTHa 95% (1
| paznuka B % |
cort* % DBAUHEHTH ¢
OI1;
~ abconwoTHa
~ pazanka B %
BeHUKH NaLHEHTH 13,8 14,6 -0.8 -5,8; 6,3
-AE noarpynza (n=296) 18,1 19,1 -1,0 -8.2;9,3
-AH poarpyna (n=205)" 7,3 8,3 -1,0 -5,5; 9.8
CKIT* % nanHeHTH
¢ KII;
abconoTHA
paziuka B %
BeuukH NamHeHTH 45,6 39.6 6,0 -1,1: 13,3
-AE noarpyna (n=423) 52,4 45,1 7,3 -2,2; 16,6
-AH noarpyna (n=313)* 36,2 32.3 3,9 -6,1; 15,2
8 Dy IBECTPAHT € NOKAa3aH NPH NALMCHTH, KOHTO €A HMATH PELMANB WITH NIPOTPECHS TI0 BPEME HA aHTHECTPOr¢HOBA
repanys. Pesyaratire ot AU-noarpyna He ca yOeAUTEHH.
b [peacrasensure 3a Of1 AaHHK ca OT OKOHYATETHHTE aHANH3H 32 NPESKHBAEMOCT NPH F'OTOBHOCT 75%.
¢ HoMunanHa p-crofiHocT 63 /ia ce NpaBy YTOYHABAHE 33 PA3/TIHYHIATA IPH CPABHEHNE MEXTY IThPBOHAYAIHNTE aHANTH3M

33 061IA NPEXUBAEMOCT NPKH roToBHOCT 50% M 0OHOBEHMTE AHATHIN 32 TIPEKUBACMOCT NPH NOTOBHOCT 75%.
d COI1 e ouieHEHa MPH MANKMEHTHTE, [TPH KOMTO € OUN0 Bb3MONKHO Ja C€ OLICHH NOBNHABAHCTO HA H3XO/IHO HUBO (T.€. NpH
NALUHEHTHTE ¢ BB3IMOKHOCT 32 KOJTHYECTBEHA OlicHKa Ha OONCCTTa Ha H3X0AHO HUBO: 240 nallMEeHTH B Ipynara Ha

dynrecTpanT 500 mg u 261 nauncHTH B rpynara Ha ¢gynsectpanT 250 mg).
¢ MauneHT ¢ Hali-106p0 OGEKTHBHO NOBANABAKE HA ITHJIHO NOBNHABAHE, YACTHYHO NOBJAMABAHE HIH CTAOHUIHO

3abonspane >24 CeIMHILH.
[EIT: npexussemoct Oe3 nporpecus; COTN: creneH Ha o6exTHBHO nornndsane; OO: obextueHo nosanasane; CKII: creneH
Ha KMIHHKWYHa noasa; KIT: kimuuyna nonsa; Ol obma npexunsaemoct; K-M: Kannan Matiep; Cl: qoseputeneH nurepsain,

AH: apomaraseH unxundurop; ALE: aHTHECTpOreH

Enxo paHaoMHU3MpPaHO, JBOHHOCATIO, KOHTPOJIMPAaHO C ABOHHO IU1aLie00, MHOTOUECHTPOBO NPOYUBaHe
daza 3 ¢ 500 mg ¢pynpecTpaHT cnpsaMo | mg aHacTpo3on € NPoBEACHO MPH NOCTMEHONAY3aIHH JKEHH
¢ ER-nosurkBen w/unn PgR-Mo3UTHBEH IOKATHO aBaHCHpan Wiy METAcTaTHYEH pak Ha MleYHaTa
UTe3a, KOMTO Npeay ToBa He ca OWIH NEKyBaHH ¢ XopMOHanHa tepanua. Oomo 462 naudeHTKH ca
PaHAOMM3HpaHH B ChoTHOWEHKe 1:1 aa nonyyasat nocaeaosareaHo Win 500 mg ¢ynpecTpaHT My
anactposon 1 mg. PannomMusaunsTa e ctpaTidUUMpaHa no THNA Ha 3a00/IABAHETO (JIOKANHO
aBaHCHPAI WIH METACTaTHYeH), MPEAXOAHA XMMHOTEPAHA 3a aBaHCHPAJO 3a00/19BAHE H H3MEPHMO,

3a0019BaHeE.

[MupBHuHaTa KpaiiHa Touka 3a e()HKACHOCT Ha 11POYUBAHETO € OLICHEHATA OT U3C/IEAOBATE/IA
npexupiemoct 6e3 nporpecus (I1BIT), oueHena cvobpasno ¢ RECIST 1.1 (Kputepuu 3a onieHka Ha
MOBJIMABAHETO NMPH conuanu TymopH [Response Evaluation Criteria in Solid Tumours]). Kmouosure
BTOPHYHH TOYKH 3a ehUKACHOCT BKIOYBAT ofLia npexuBiaemoct (OI1) H cTeneH Ha 0OEKTHBHO

nosnusaBaHe (COI).

e ——————

-

LA

Ipx naunenTKUTEe, BKIIOYEHH B TOBa NPOY4BaHe, MEIMaHATa HA BB3PacTTa € 63 roauHu (nuaﬁawﬂ 36
10 90 rogunn). Ilo-ronamara vact ot naureHTkHTe (87,0 %) ca ¢ MeTacTaTHYHO Saﬁﬂﬂﬂﬂaﬂﬁ Ra

n3xoaHo HuBo. [leraecer v ner npoueHTa (55,0 %) OT NaLMEHTKHTE ca ¢ BUCLIEPATTHH METECTHSH Ha

T
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H3xoHO HHUBO. O6mo 17,1 % oT nauMEeHTKMTE Npey TOBA Ca NPeMHHATH XHMHOTEPANeBTHUYEH
pexHM 3a aBancupano-3abonsapate; 84,2 % OT nauHeHTKUTE HMAT HIMEPHUMO 3aboNaBaKe.

CBHOTBeTCTBAIIM Pe3yATaTH c€ HabmoAaBaT B O-roJiIAMarTa 4acT OT NpeABapHTETHO ONPEACICHUTE
MOArpYNH NaukeHTKU. B noarpynara nauMeHTKH, NpH KOHTO 3ab0sABaHeTo € OFpaHHYEHO [0
HeBUclepanHH MetacTasH (n=208), koeduuneHTsT Ha puck (HR) e 0,592 (95 % CI: 0,419, 0,837) B
paMOTO Ha (YJIBECTPAHT, B CPaBHEHHE C paMOTO Ha aHAacTpo30.. B noarpynata Ha NAHEHTKHUTE ¢
BucuepanHu Metactasm (n=254), HR ¢ 0,993 (95 % CI: 0,740; 1,331) B paMoTO Ha pyNBECTPaHT, B
CpaBHEHHE ¢ PaMOTO Ha aHacTpo3oJ1. Peaynrature 3a epukacHocT ot npoyysaHeTro FALCON ca
npeacTaBeHN B Tabnuua 4 4 gurypa 1.

Tabauna 4 Pe3oMe Ra pe3yITaTHTE 32 NHPBHYHATA Kpaina Touka 3a epuxacnoct (I1BII)
. KNY0BHTE BTOPH'IHH KPAKHH TOUYKH (OLIeHKA HA H3CJICI0BATENN, infent-to-treat

nonyaanus) — npoyusane FALCON

PDyaBecTpanT AHACTPO30Ji
500 mg 1 mg
(N=230) (N=232)
IIpexuBaeMOCT 0€3 nporpecHs
bpoii caysan na IIBII (%) 143 (62,2%) 166 (71,6%)
KoedunueHT Ha pHcKa 34 HR 0,797 (0,637 — 0,999)
IIBII (95% CI) n p-cToliHOCT _p=10,0486
Megunana na IIBII[mecenn 16,6 (13,8, 21,0) 13,8 (12,0, 16,6)
(5% CD] |
bpoit ciywan na OIT* 67 (29,1%) 75 (32,3%)
KoeduiueHT Ha pHCKa 34 HR 0,875 (0,629 - 1,217)
OI1 (95% CI) u p-cTolHOCT p = 0,4277
COII** 89 (46,1%) 88 (44,9%)
CroTHOmMENRe HA INARCOBETE OR 1,074 (0,716 - 1,614)
3a COII (95% CI) u p- p=0,7290
CTOHHOCT
Meanana na I (mecenn) 20,0 13,2
CKII 180 (78,3%) 172 (74,1%)
ChLOTHOIIEHHE HA AHCOBETEe | OR 1,253 (0,815 - 1,932)
| 3a CKII (95% CI) u p- p=10,3045
CTOHHOCT |

*(31% OT NNaHKUpaHOTO BpeMe Ha MpocnelsBaHe)-HeoKoHYaTeseH aHanus Ha Oll
**[1pu NaLUEHTH C U3MEPHUMO 3a0o0s19BaHe
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®urypa 1 Kpnsu na Kanaan-Maiiep 3a npexuBsieMocT 0€3 nporpecusi (OleHKa Ha
H3cJIe10BaTeNs, intent-to-treat nonyaanns) — npoyusane FALCON

Bepostrocer 3a 11bl1
|

| T T | T T T T T T T T T T
B - 1 al -4 al -1 33 L.

Bpeme o1 panaoMH3NpaHe (MECELH)

I Tevenne Fulvestrant 500 mg (N=230) =-=-=---- Anastrozole 1 mg (N=132)
bpoil Ha NalHeHTITE B PHCK.
FULS00 230 187 171 150 124 110 96 81 63 44 24 | 2 0
ANAS] 232 194 162 139 120 102 54 60 45 31 22 10 0 0

JIBe KJIMHMYHHU Npoy4YBaHus BbB (haza 3 ca npHKIIOYKWIHN NPH 00110 851 NocTMEHONAY3aJIHH KEHM C
aBaHCHPAJl paK Ha rbp/aTa, KOUTO ¢a UMaJIU PeLMIUB Ha 3a00JIABAHETO N0 BPEME Ha WM Cliel
aJl0OBAHTHA €H/IOKPHHHA Teparius WK [PH Nporpecus cjie/l €HA0KPUHHA Teparnus 3a HarpeaHalio
3abonsBane. CenemaeceT M cezieM npoueHTa (77%) oT npoy4BaHarta noryJialuus ca UMaJiu €CTpOreH-
pELIENTOP NO3MTHBEH PaK Ha rbpjaaTa. Te3u npoyuBaHus cpaBHABaT 0€30MaCHOCTTA M €(PUKACHOCTTA
Ha MECEYHOTO Nnpuiarase Ha (yssectpaHT 250 mg cpely eKeIHEBHOTO npujiaradHe Ha 1 mg
aHacTpo3os (apomaTaszeH HHXUOHUTOP). Karo usano, ¢ysasecTpaHt B 103a 250 mg MECEYHO € TOJIKOBA
e(MKaceH, KOJIKOTO aHACTPO30.1 110 OTHOLLIEHHE Ha CBOOO/IHATA OT MPOrpecHs MpeKUBAEMOCT,
00EKTUBEH OTrOBOP U BpeMe Ha npexuBsBaHe. HaMa cTaTHCTHYECKH 3HAYUMM Pa3/IMKH MPH BCEKH OT
T€3W KpaiHW TOUYKH 3a OLICHKA MEXK/1y /IBeTE TepaneBTHYHHU rpynu. IIbpBruiHaTa KpaiiHa TO4Ka €
cBOOOHATA OT NMpOrpecus npeKuBiIeMocT. KOMOMHUpaHUAT aHaIu3 Ha JIBETE NMPOYy4YBaHUS MOKa3Ba,
ye 3abonaBaneTo e nporpecupano npu 83% ot nonyyaBaiauTe QyaBeCTPaHT NALMEHTH, B CPAaBHEHHE C
85% oT noJiyyaBaJiuTe aHacTpPO30J1 nauueHTH. KoMOMHHUpaHUAT aHan3 Ha JIBETe NMpOoyUBaHMUs
nokaspa, 4e Koe(UIMEHTHT Ha PUCK 3a CBOOOIHATA OT MPOrpeCHs NMPEKUBAEMOCT MPH (PyJIBECTPAHT
250 mg cnpsmo anactpo3on e 0,95 (95% C1 0,82 no 1,10). ITpu dynsecrpant 250 mg 00eKTHBHOTO
nosiausBaHe € 19,2% B cpaBHeHue ¢ 16,5% npu aHactpo3osn. MeanaHara Ha BpeMETO Ha MPeKHBABAHE
e 27.4 Meceua 3a JieKyBaHuTe ¢ (hyJIBECTPaHT nauMeHTH ¥ 27,6 Mecella 3a JIEKYBaHUTE ¢ aHaCTPO30.1
naureHTH. Koe(puuueHTbT Ha pUck 3a (yasecTpadT 250 mg cnpsMo aHacTpo30J1 M0 rnokasare/is
.Bpeme Ha npexxussaBane” e 1,01 (95% CI 0,86 no 1,19).

Kombunupana mepanusi ¢ Rai0Oyukiuo

(da3a 3, MeKIyHAPOAHO, PaHJAOMHU3MPAHO, JABOHHO-CIIANO, NMapaie/IHO-IPyrnoBO, MHOTOLEHTPOBO
npoyusase Ha 500 mg ¢yasectpanT nuoc 125 mg nandoumnkiud cnpsamo 500 mg pyaBecTpaHT Moc
ratedo e nposeaeHo npu xkeHu ¢ HR-nonoxurenen, HER2-orpunarenen jokajaHo aBaHCHpall pak
Ha MJIEYHATA JKJIe3a, HeTOoJUIekKalll Ha Pe3eKLIMs WK JTbueTepanus ¢ jededHa e WM ¢ MeTacTasupai
paK Ha MJIEYHATA KJie3a, HE3aBUCUMO OT TEXHHS MEHOMay3aJleH CTaTyc, YHeTo 3a00ABaHe €
[Mporpecupasio cjes NpeaxojHa eHJ0KpMHHA Teparnus Nnpyu (Heo) aIl0BaHTHA Teparus HiH
MeTacTazupasio 3adoJisBaHe.

O6u1o 521 npe-/nepu- U NOCTMEHONAY3aJIHH JKEHH, IPH KOUTO € HACThITHIIA MPOrpecHs Mo BpeMe Ha~
WK B paMKHTE Ha 12 Mecelia OT 3aBbpIIBAHETO HA a/I0OBAHTHATA €HAOKPHHHA Tepanus, WM 10 Bpeme
Ha WM B paMKKTe Ha | Mecell OT MpeX0/iHa eH0KPHHHA TEpanus 3a aBaHCHpasIo 3a00/19BaHe, ca
PaHIOMU3UPAHU B ChOTHOLLIEHHE 2:1 Ha (ynBecTpaHT Moc NaaboUMKING, WK Ha (yJIBECTPaHT |

mnoc rianebo, U ca crpaTiGULMpaHu 10 JIOKYMEHTHPaHa YyBCTBUTEIHOCT KbM IPE/IX0/1HA |
A\l &\
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XOPMOHA/IHA Tepanus, MEHOMAY3a/IeH CTaTyC NPU BIKJIIOUBAHE B NPOYYBAHETO (Npe-/nepu- CnpaMo
MOCTMEHOMAY3aA/THH) H HaliH4He Ha BUCLEpaiHH MeTacTasH. [Ipe-/nepuMeHonay3anHHTe XKeHH
nony4apaT LHRH aronucTta rozepenun. [laumeHT ¢ aBaHcHpano/mMeractaTUuHO 3adonsBaHe,
CUMITTOMATHYHH, C BUCLIEPATHO PA3IPOCTPAHEHHUE, H3TIOKEHH Ha PHCK OT 3KHMBOTO3aCTpalllaBallly
YCIIOXKHEHMS B KPATKOCPOYEH IU1aH (BKIIIOYMTEIHO MAUMEHTH ¢ MACUBHH HEKOHTPOJIHPAHH H3JTHBH
[nneBpanen, nepukapaeH, nepuroHeaneH], 6enoapoden nuMPaHruT H yepHOAPoOHO 3acaraHe Hax
50%), He ca OTTOBapANH Ha YCAOBHATA 3a BKIIOYBAHE B NPOYYBAHETO.

[laupeHTHTE NPOALJDKABAT Ja NOMY4aBaT ONpPEAEaCHOTO JieueHHEe 10 0OCKTHBHA NPOTPeCcHs Ha
3a60519BaHETO, BJIOIIABAHE Ha CUMITTOMUTE, HEMPHEM/IUBA TOKCHYHOCT, CMBPT WIH OTTEr/IAHE HA
CBIIIACHETO, KOETO Bb3HMKHE NupBO. He ce aomycka KpeCTOCBaHe MEXKAY TepaneBTHYHHTE paMeHa.

Hsxoauute aemorpadcky ¥ NPOrHOCTUYHH XapaKTEPUCTHKH Ha MAaLUEeHTHTE B pAMOTO Ha
dbynsecrpanTt e nandoounknud H paMoTo Ha PYIBECTPAHT IUHIOC MIatlebo ca cxoaun. Meauanara
Ha BB3pacTTa Ha NAalUMEHTHUTE, BKIIIOYEHH B TOBA MPOYUBAHE, € 57 roanHu (Ananason 29 — 88). Bne
BCAKO TEPANEBTHYHO PaMo NMOBEYETO OT NALMEHTHTE ca OT EBPOIEHAHATa paca, HMAT JOKYMEHTHPAHA
YYBCTBUTEITHOCT KbM MNpEAXoAHa XOPMOHAJIHA TEPANUA U Ca NOCTMEHONAY3AHH.

[Ipubausurenno 20% ot naleHTUTE ca npe-/nepuMenonaysanHyd. BcHuky naumMeHTH ca nojayvaBaiy
MpeAXOoAHa CHCTEMHA Teparnus W NMOBEYETO MNALHEHTH BbB BCAKO TEpANeBTHYHO paMo ¢a fOy4YaBaNH
MPEAXOACH XHMUOTEPaNEeBTHUEH PEXKUM 3a CBOATAE OCHOBHA fHarHo3sa. [loseue or nonosuHara (62%)
UMaT QyHKLUKBOHaNEH ctaTyc 0 no ckanara Ha M3TouHaTa koonepaTHBHA rpymna rno OHKOJOTHA
(ECOG), 60% ca ¢ BucuepanHu MeracTazm, a 60% ca nonyvaBanu nopeue ot |1 npeaxoneH
XOPMOHAJIEH PEXKHM 3a CBOATA OCHOBHA JIMArHO3a.

[IspBHYHATa KpaHHa TOYKA Ha MPOY4BAHETO € oLicHeHaTa oT Hicneaosarens [1bI1, ouenena cvrnacHo
RECIST 1.1. llogabpxkauure ananu3u Ha I1bI1 ca 6azupasn Ha HezaBHCHMA LieHTpANHA OlLIEHKa Ha
peHTreHoBo uacneapane (Independent Central Radiology Review). BropuinuTe kpaiiHu Toukn
Br0uBaT obexkruseH otrosop, CKI1, o6wa npexussemoct (OI1), 6ezonacHocT U Bpeme 10
BNOIIABAHE MPH KpaitHa Touka Oonka.

IIpoyuBaHeTO MOCTHrA MBPBHYHATA KpaiiHa TOUKA 33 YAb/DKaBaHe Ha olleHeHa oT Hicnenosarens I1BI1
MpyU MEKAMHHHA aHaIu3, nposezeH npu 82 % or mmanupanure [BI1 cvOuTHA; pesyntaTuTe
NMpeMMHABAT NpPEeABAPHTENIHO ONpelesieHaTa rpaHHLA Ha e(pnkacHocT Ha Haybittle-Peto (a=0,00135),
ACMOHCTPHPANKH CTATHCTHYECKH 3HAYHMO yAb/DkaBaHe Ha I1bI1 n kinnnuHO 3Ha4YUM TepaneBTHUEH
edexr. [lo-akTyanHu nasHn 3a epukacHoCT ca npeAcTaBeHH B Tabnuna 5.

Cnen cpeaHo BpeMe 3a npocieassade oT 45 mecena, okoH4aTenHuat asanus Ha OlI1 e 6un n3pbpieH
Bb3 0cHOBa Ha 310 cvbuthsa (60% ot panaoMusupanure nauueHTH ). Habnoaasana e 6,9-Meceuna
pa3nuka B cpeanara Oll B pamoTo Ha nanbounknud runoc ¢pynsectpaHT B cpaBHeHHE ¢ nauebo rmoc
GbYNBECTPAHT; TO3H PE3Y/TaT HE € CTATUCTHYECKH 3HAYUM TNpH NMpeNBapUTEIHO YTOYHEHO HUBO Ha
3Ha4UMOCT oT 00,0235 (eanocTpadro). B pamoto ¢ mnauedo oo dynsecrpaHT 15,5% ot
paHIOMH3UpaHHUTE NAaUKEHTH ca noaydasanu nanboummd u apyru CDK nHXHOHTOpPH KaTO
MOC/NeABALLH JIeYEHHUR Clle[l MPOrpecHsITa. |

Pesynrature ot ouecHeHara ot uacnenosarens PFS u okonuarennnre aannu or Ol oT npoyuBaHeTo
PALOMAJ3 ca npeacrasenn B Tabnuua 5. CrorseTHuTe rpaduky Ha Kaplan-Meier ca nokazanu
CBOTBETHO Ha GUrypH 2 u 3.
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Ta6auna 5 Pesyaratu 3a epukacuoct — npoyusane PALOMAZJ (Ouenka Ha u3cjieioBareis,

intent-to-treat nonyJianHs)

AKTYAJIH3HPAH aHAJIH3
(1aTa Ha 3aKJIl0YBaHe HA Oa3zaTa 1aHHH 23 - okTOMBpH 2015

I.)
@y 1BeCTPAHT IJIKOC PyaBecTpaHT IJIKOC IJ1anedo
naJoonHKIAn0 (N=174)
(N=347)

[IpexuBsiemocT Oe3
nporpecus

Meauana [meceuu (95% Cl)]

11,2(9.5; 12,9)

4,6 (3,5, 5,6)

koeumeHT Ha pucka (95%
CI) 1 p-CTOHHOCT

0,497 (0,398, 0,620), p<0,000001

Bmpn-mn lcp_aiiuu TOUKH

O6exTuen Otroeop [% (95%
CD]J

26,2 (21,7, 31,2)

13,8 (9,0, 19.,8)

Ob6ekTuBeH OTroBOp
(n3mepumo 3abonseane) [%

(95% CI)]

33,7 (28,1, 39,7)

17,4 (11,5, 24,8)

CKIT [% (95% CI)]

68,0 (62,8, 72.9)

39,7 (32,3, 47,3)

(npekbepane Ha 13.04.2018)

Kpaiina o0wa npexussemoct (OI1)

' bpoii cbOutHs (%)

201 (57,9)

109 (62,6)

Memana [meceum (95% CI)]

34,9 (28,8, 40,0)

28,0 (23,6, 34.,6)

Koeduument Ha puck (95% ClI)
U p-CTOHHOCT T

0,814 (0,644; 1,029)
p=0,04291"

CBR= knununyna nonsza; Cl= nosepurenien uutepsan;, N=0poii nauueHT; OR= 00€KTHBEH OTTOBOp
Pe3ysraTuTe OT BTOPHYHHTE KpaiiHU TOYKH C€ OCHOBABAT HA MOTBBP/JIACHH H HEMOTBBP/IEHH OTTOBOPH ChIIACHO

RECIST 1.1.
* He e cTaTUCTHYECKH 3HAYHUMO.

T EaHocTtpanHa p-ctoiitHocT oT log-rank Ttecrta, crpaTuHLMpana 1o HaTHYHETO Ha BUCLIEPAJIHK METAcTas3t 1
YYBCTBUTEJIHOCT KbM MPEIX0/HA €HIOKPHHHA Tepanus Npu paHJI0MH3alHA.

®urypa 2 Kpusu Ha npexuBsemoct 0e3 nporpecus no Kaplan-Meier (onenka Ha
H3cJie10BaTe s, intent-to-treat nonyaauns) — npoyusane PALOMAZJ (23 okromspu 2015

peKbLCBaAHE)

Beposrwoct sa LThl (%)

107

— nanGoumnKnmMo+@dynBecTpanTt
nnayebSo+dynBecTpauT

=

I

0 2

Bpom NnaumenT B prcK

PAL+FUL 347 278 245
PCB+FUL 74 112 a3

215
el

180
51

I 1

10 12 14
Bpewme (mecey)

137
20

168
43

oo
15

FUL=¢vasectpanT. PAL=narcoumumc, PCB=naaneto.
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HaGnonaBaH € HaMaJIeH pUCK OT Nnporpecus Ha 3a00JIIBAHETO WJIM CMBPT B paMOTO Ha (DyJIBECTPaHT
IUTHOC NaJOOLMKINO BB BCHUKHM OTAEJHH MOArPYIH NMALMEHTH, J1e(HHUPAHH 110
cTpaTH(UKALIMOHHUTE (DAKTOPH U MU3XOHUTE XapaKTEPUCTUKHU. TOBa € BHIHO NpH Mpe-
/nepumenonay3aiuu xeHu (HR 0,46 [95 % CI: 0,28; 0,75]) u noctmeHonay3ajinu keHu (HR 0,52

[95 % CI: 0,40; 0.66]), 1 naumeHTH ¢ BUcuepanHo metactatuyHo 3adbonasane (HR 0,50 [95 % CI:
0,38: 0.65]) v HeBucuepaaHo meracratudHo 3adosnaBaHe (HR 0,48 [95 % CI: 0,33; 0,71]). Ilon3za
ChILIO € YCTAHOBEHA HE3aBUCUMO OT JIMHUMTE Ha MNPEAX0/Ha Teparnus B Clly4yal Ha METacTasH,
He3zasucumo naau JuHuuTe ca 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]), wam = 3 (HR 0,59 [95 % CI: 0,28; 1,22]).

®urypa 3 I'papnka na Kanaan-Maiiep 3a 061ara npexuBsieMocT (intent-to-treat nonyJiaunms) -
npoyuBane PALOMAJ (npexkbcBane Ha 13 anpua 2018 r.)

100 nan6ouuknub6 + pynBecTpaHT
90 — = nnauebo+ cbyneBecTpaHT
80
70
- 60 |
a2
= 50 |
o _
S 40
-
g 30
- - |
& 20
o _
3 10
(48]
0 _
0 6 12 18 24 30 36 42 4 54
Bpeme (Meceum) 5
Bpon naumeHTH B pMUCK
PAL+FUL 347 321 286 247 209 165 148 126 17
PCB+FUL 174 155 135 115 86 68 57 43 7

FUL=¢ynsectpant; PAL=nanbounknind; PCB=nnauebdo.

JIOMbJHUTETHU MOKA3aTeNH 3a €(PUKACHOCT (0OOEKTHUBEH OTIOBOP U BPEME 10 TYMOPEH OTIOBOP),
OLICHEHM B MOArPYINHUTE NaLMEHTH ¢ WK 0e3 BucLiepaiHO 3a0oJisiBaHe, ca nokaszanu B Tabnuua 6.

Tabauna 6 Pe3yaraTu 3a epHKACHOCT NPH BHCHEPAJIHO H HEBHCIUEPAJIHO 3200 19BaHe OT
npoyuBanero PALOMAZJ (intent-to-treat nony.ianus)

Bucuepajino 3adosisBane HeBucuepaJiHo 3a60/1sBaHe
DyaBecTpanT @y 1BeCTPAHT DyaBecTpaHT Dy/BeCTPAHT
IJIK0C JI0c¢ mianedo IJIK0C JIK0C nJanedo
naJa0onuKJInoO (N=105) naJJOOHK/IND (N=69)
(N=206) (N=141)
OR 35,0 13,3 13,5 14,5
[% (95% CI)] (28,5, 41,9) (7,5, 21,4) (8,3, 20,2) (1.2, 25,0)
TTR*, 3,8 5,4 3,7 3,6
Menana (3,5, 16,/) (3,9,16,7) (1,9, 13,7) (3.4, 3,7)
[Mecenun
(anana3on)| e —

*PesyaraTu 3a OTrOBOp, OCHOBAHH HA MOTBBPAECHH H HETOTBBPAEHH OTIOBOPH.
N=0poii naumentu; Cl=nosepurenen nurepsain; OR=o00ekTuseH orrosop. I'TR=Bpeme 10 mbpBH TnyJpEH

OTroBop.
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ConoblIeHnTe OT NALMEHTHTE CHMITTOMH Ca OLUCHEHH 4YPe3 U3MON3BaHE Ha BLIIPOCHHKA Ha Esponeicka
OpraHM3ailus 3a uicieaBaHe U nevenue Ha paka (European Organization for Research and Treatment
of Cancer, EORTC) 3a xauecTBo Ha xxuBoT (quality of life questionnarie, QLQ)-C30 u Herosus Moayn
3a pak Ha Mneysara siesa (EORTC QLQ-BR23). Ob1oe 335 nauueHTd B paMOTO Ha (pyABECTPaHT
rwnoc nanbouukaud u 166 nalMeHTH B paMoTO Ha (PYNBECTPAHT ILIIOC rUtaLedo ca NOMbIHWIK
BBLIPOCHMKA HA H3XOJHO HMBO, X NPH NOHE €AHO TOCELIEHHE CIIE] H3IXOAHO HHBO.

BpeMeTo A0 BNIOLIABAHE € NPeJBAPHTEIHO ONPEACNCHO KaTO BPEMETO MEKIY H3XOJHOTO HHBO H
bpBaTa NOABa Ha yBenuueHue > 10 ToukH cpsaMo H3XOAHOTO HHBO B CKOPOBETE HAa CUMITTOMa Honka.
JTobaBsaHeTo Ha NaANOOUHKIHO KbM (QYABECTPAHT BOAUW A0 NOJI3a 10 OTHOLICHHE HA CHMIOTOMHUTE 4pe3
3HAUMTEIHO YAb/DKABAHE HA BPEMETO A0 BJIOLABAHE HA cMMITOMa D0JIKa B cpaBHEHME C QyIBECTPaHT
mmoc nnanedo (Menuauda 8,0 meceua cnpamo 2,8 mecena; HR 0,64 [95 % CI: 0,49; 0,85]; p<0,001).

Edbexmu svpxy nocmmenonayzannusn enoomempuym

[IpeaxnyHUYHUTE JaHHY HE MpEeRnoarar CTUMydpail epexT Ha QyIBECTPaHT BbPXY
MOCTMEHONAY3/IHHA CHAOMETPHYM (BXK. TouKa 5.3). JIByceAMHYHO NpOYyYBAHE NpPH 3APaBH
NMOCTMEHONAY3aHH XKeHH 100pOBOIILM, IeKyBaHH ¢ 20 ng eTHHHIECTpaaHOJl AHEBHO NOKA3BA, Y€
peaBapHUTeNIHa Tepania ¢ QyneecTpanT 250 mg BoAH IO 3HAYHTEIHO NOHHIKCHA CTHMYJTALMS Ha
NOCTMEHONAY3ATHUA EHIOMETPHYM B CPABHEHHE C MpeBAPHTEHO TPETHpaHe ¢ manebo, yCTaHOBEHO
ypes YATPa3BYKOBO H3IMEpBaHE Ha fneOennHaTa Ha eHROMETPHUYMa.

HeoaaioBaHTHOTO JIEYEHHE ¢ NPOAB/DKUTERHOCT J0 |6 ceaMUUM NpH MaLHMEHTKH ¢ paK Ha replaTta ¢
¢ynsectpanT 500 mg unu gynsectpanr 250 mg He BoAH [0 3HAYUMK NPOMEHH B AcOenrHara Ha
EHAOMETPHYMA, KOETO FOBOPH 32 JIMNCa Ha aroHn3bM. HaMa AaHHH 3a HeXenaHy peakiuu no
OTHOLICHHE HA CHAOMETPHYMA MIPH NPOYYBAHHTE NALMEHTH ¢ pak Ha repAara. Hama nasHu no
OTHOLlIEHHE Ha MOPJONOrusTa Ha EHAOMETPHYMa.

ITpu nBe xparkocpouHu npoyuBanus (1 ¥ 12 ceamMuin) npu npemMeHonaysalHi NalMEeHTKH ¢
nobpoKavecTBEHO F'MHEKONOrHURO 3abongBaHe, MEXKIy rpynure Ha ¢ynBecTpaHT U nnauedo He ca
Hab/toAaBaHKM 3HAUMMM PaIMKH B exorpadcku H3MepeHaTa acbenrHa Ba eHAOMETpUYyMa.

Edexmu svpxy xocmume

Hama abirocpodHH KIHHUYRH JaHHM 33 eexTa Ha QyaBecTpaHT BbpXY KocTuTe. HeoaroBaHTHOTO
neyeHHe ¢ MPOALJBKUTENHOCT 0 16 ceAMHLM NPH NALIKEHTH ¢ paK Ha rbpaara ¢ ¢ynsecrpadr 500 mg
Wiy pynsectpanT 250 mg He BOAHM 10 KIMHHYHO 3HAYWMH NIPOMEHH B CTOMHOCTHTE Ha CEpYMHHTE
MapKEpPH Ha KOCTHHA TbPHOBHP.

[lenquaTpuyHa nomynauus

DynBecTpaHT He € MOKa3aH 3a ynorpeba npu feua. EsponeiickaTa areHums no JiekapcTaara
ocBoOOXKIaBa OT 3aALHKEHHETO 33 NPEAOCTABAHE Ha PE3YNITATHTE OT NPOYUBAHHATA C pedepeHTHHS
JEKAPCTBEH MPOAYKT, ChAbpKall ynBeCTPAaHT BbB BCHYKY MOATPYNH Ha MEQHATPHYHATA MOITyJalus
3a paK Ha repaata (BxK. Todka 4.2 3a uHopMaLusa OTHOCHO NeHaTpHUHATa ynoTpeda).

Orkpuro, ¢a3za Il npoyuBaHe npocneassa 6€30MacHOCTTa, ePHKACHOCTTA H (PApMAaKOKHHETHKATa Ha
¢ynsecrpaHT npH 30 MoMHyYeTa Ha BB3pacT OT 1 A0 8 roauHH ¢ NporpecHBeH NpeXIeBpeMEHEH
myGeprer, CBbp3aH cbe CHHApoM HAa McCune Albright (MAS). TleauaTpuuHuTe nauyenTy ca
nojtydasaid 4 mg/kg MeceuHa HHTpamMycKynHa fo3a ¢ynsectpaHT. ToBa |12-MecevyHO npoyyBaHe €
npocieanwto Habop oT kpaiHM ToHKM Ha MAS Y noxka3sea peayluupaHe 4ecTorara Ha BarHHAITHO
KbpPBEHE M peyLHpaHe CKOPOCTTA HA YBEIHYABAHE Ha KOCTHATa BbipacT. Hall-HUCKHTE Mna3sMeHH
KOHIIEHTpaUHK Ha QyNBEeCTPaHT B CTALIMOHAPHO CHCTOAHME NPH Re1a B TOBA NPOYUBaHe ca
CbH3MEPHMH C TE€3H MpH Bb3pacTHU (BXK. TOuka 5.2). Hama HOBH cbobpaxkenna 3a 6e30nacHoOCTTA,
BH3HMKHBAJIM B PE3YNTAT HA TOBA MAJIKO NPOYYBAHE, HO BCE OLLUE HE Ca HAJIWYHH S-TOAHIIHUTE JaHHH.
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5.2 ®apMaKOKHHETHYHH CBOHCTBA

Abcopbuus

Cnea npwioKeHHe Ha AbIATOACHCTBAILMS QYIBECTPAHT KATO HHTPAMYCKYJIHA HHXKEKLH,
dyneecTpanT ce pesopbupa 6aBHO, a MAKCUMATHHTE TU1a3MEHH KOHUEHTPAUMH (Cmax) €€ AOCTHIAT
cnen okono 5 aHu. [1pu npunoxenve Ha pynasectpaHT 500 mg ome npes MbLPBUA MECEl C€ NOCTHTAT
€KCNO3ULHH, PABHH Ha WIM ONH3KHK 10 TE3H NPH CTALMOHAPHO CheToaHHME (cpeann [CV]: choTBETHO
AUC 475 [33,4%] ng aunw/m), Cmax 25,1 [35,3%] ng/ml, Cnin 16,3 [25,9%] ng/ml). Ilpu craimonapHo
ChCTOSHHE TUTA3MEHATa KOHLIEHTpaLHa Ha (PyJIBECTPAHT c€ NOAAbPKA B CPABHUTETHO TECEH AHAMA30H
¢ NPUOIM3UTENHO 20 3-KpaTHA pa3iiuKa MEXAY MAKCHMAIHHTE M Hal-HHCKHTE KOHLIEHTpaLyn. Chea
MHTPaAMYCKYJTHO [IPHIOKEHHE, eKCIO3ULMATA € NPUOIU3HTENHO NMPONOPLIHOHATIHA Ha 103aTa B
no3orua auanasoH ot 50 ao 500 mg.

PasnpeneneHue

dynsecTpanT KMa OBP30 K WIMPOKO pasnpeaencHue. [onemMuaT npuBHACH 00eM Ha pasnpeaeneHHe
(Vdss) NpH cTallKOHAPHO CHCTOAHKME - npubnusutenHo 3 1o 5 kg, npeanonara, ye pasnpeaeacHHETO €
r1aBHO eKcTpasackynapHo. DyJiBecTpaHT ce CBbP3Ba B rojisaMa creneH (99%) ¢ nnasmenure
NPOTeHHH. JIMMONPOTEUHHTE C MHOTO HHUCKa MIBLTHOCT (VLDL), nunonporennHuTe ¢ HUCKA IIBTHOCT
(LDL) 1 nunonpoTteunute ¢ Bucoka mwrsTHocT (HDL) ca rnasHuTe cBbp3Bailly KOMNOHEHTH. He ca
NpOBEACHH NPOYYBaHHA 32 B3aHMOJAEHCTBHA Ha KOHKYPEHTHO CBbP3BaHe KbM NpoTerHH. He ¢
onpejie/ieHa poiaTa Ha CBBbP3BallHA NONOBHTE XOpMOHH riobyaun (SHBG).

buotpanchopmatiug

MeTtabonuamMbT Ha (PYNBECTPAHT HE € YCTAHOREH HAITBIIHO, HO BX/IHOYBa KOMOHHALHH OT HAKOJKO
BBL3MOXKHH ITbTHILA Ha OHOTpaHcHOpMAaLIMA, AHANIOTHYHH HA T€3H NPH €HOOTeHHUTE CTEPOH/IH.
Unenrudnimpanure metabonuTtH (BKmounTento 17-kero, cyndon, 3-cyndar, 3- n 17-
FIOKYPOHHUAHK METal00NUTH) ca HITH NO-MANIKO AKTHBHH KK NPOABABAT CXO/1HA Ha (Py/IBECTPAHT
aKTUBHOCT NPH aHTHECTPOreHHUuTe MoaenH. [1poydsanuaTa, H3NOA3BAlIH NTPENAapaTH OT YOBELIKH
yepeH ApoO M peKOMOHHAHTHH YOBELIKH €H3UMU nokaseat, ue CYP3 A4 e eauncTeeHuar P450
H30€H3HM BKJIIOUEH B OKCHIALIMATA Ha (pyaBecTpaHT. Bee nak usrnexnaa, ye ApyrH mbTHINA, KOHTO HeE
ca cBbp3anu ¢ P450, noMHHHpAT noBeue in vivo. In vitro NaHHWUTE Npeanoarar, ye QyaBecTpaHT He
naxnbupa CYP 3A4 u3oeH3UMHTE.

EnuMuHMpaHe

MyNBECTPAHT ce eNNMMHBHpa rIaBHo noA gopmata Ha MeTaboauTH. OCHOBHHA LT HA €KCKPELHA €
upes detieca ¢ no-manko ot 1% exkckpeums B ypuHaTa. DysecTpaHT HMa BUCOK KIIHPBHC,

11+1,7 ml/min/kg, npeanonaraiil BUCOKA CTeNeEH Ha YepROAPOOHa exckpelns. TepMUHAMHUAT
MOMY>KHMBOT (t12) CIEA HHTPaAMYCKYJIHO FIPWIOKEHHE ce OfIpeaeNa OT CKOPOCTTa Ha abcopbiiys ¥ ce
ouLeHABa Ha S0 1HM.

CrielManHu nonyaaiiiu
[pu nonynauvoHed GpapMaKOKHHETHUEH aHANIU3 Ha NaHHH OT W3NHTBaHHA BB ¢a3za III He ca
YCTAHOBEHH Pa3iMKK BbB (apMaKOKUHETHYHHA PO Ha PYNBECTPAHT MO OTHOUICHHE HA Bb3PacT

(avanasoH 33 o 89 roaunn), terno (40-127 kg) wnu paca.

Bvbpeuno yspexcoane
Jlexo no yMepeHo HapylueHne Ha 6b0peuHarTa QyHKLMA He NOBNUABE PapMaKOKHHETHKATA HA

(bynBeCTPaHT A0 KIIMHHYHO 3HAYUMA CTEMEH.

Yeproopobuo yepedscoare

(dapMaKOKMHETHKATa Ha (PyJIBECTPAHT € OLCHEHa B KIIHHHYHO NPOYy4YBaHe ¢ €AHOKpaTHa 11034 NpH
EHH € JieKa 10 ymepeHa yepHonpobua nepoctaTb4HoCT (knac A 1 B no Child Pugh). Ifpunoxena e
HHTPAMYCKYJTHO BUCOKA 1034 C KpaTKOTpaiHo BeBexkAaHe. Habnlonasano € 10 2,5 MbTH NOBRLICHUE—
Ha AUC np# keHu ¢ 4epHOApOGHO yBpeXKaaHe B CpaBHEHHE Che 3ApaBH nia. IIpn nanueHTH, ){a e I
KOHTO € NPUIOKEH PYNBECTPaHT, NOAOOHO MOBHIICHHE Ha EKCNO3HLIMATA C€ OYaKBa Aa Opfe ﬂoﬁpe

TonepupaHo. JKeHu ¢ Texka uyepHoapobHa HeaocTaTbyHocT (kiac C no Child Pugh) ne ca uuemaﬂu "ﬁ;‘ \
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[lecuampuuna nonyrayus

DapMakOKHHETHKATA Ha QYNBECTPAHT € OLICHEHA B KITHHHYHO NPOYYBaHe, NPOBREAECHO NPH

30 MOMHuY€ETa C NIPOrPECHBEH NPEXAEBPEMEHEH MTybepTeT CBbP3aH CbC CHHAPOM Ha McCune Albright
(MAS) (Bx. Touxka 5.1). [TeauaTpruHuTe naumenTH ca 61K Ha BB3pacT MeXIy | 1 8 roauHH | ca
nofaydaeany 4 mg/kg Meceuna HHTpaMycKyJiiHa no3a ¢yneecrpant. CpeiHaTa reOMETpHYHA
(CTaHAAPTHO OTKIIOHEHHE) HAH-HHCKa KoHUeHTpawua (Cmin,ss) B crauimoHapro ceecrosHue ¥ AUCss
ca Ounu croreeTHO 4,2 (0,9) ng/ml 1 3 680 (1 020) ng*hr/ml. Bunpexy, ye cvbpanute nannw ca
OTPaHHY€HH, HAH-HHCKMTE KOHLIEHTPALIMY Ha PYNBECTPAHT B CTALIMOHAPHO CHCTOSHKE NPH Rella
H3rNexaa ca CbH3MEPHMHU C TE3U NPU BB3PACTHH.

5.3 Ilpeaxsannwvynn A’HAH 33 Ge3omacHOCT
OcTpaTa TOKCHYHOCT Ha (yJIBECTPAHT € HUCKA.

PedepeHTHHAT nexapcTBEH NPOAYKT U APYTHTE GOPMHU Ha (PYNBECTPAHT e NoHacaT n1obpe npu
’KHBOTHHCKH BHROBE, H3NOM3BAHH NPH NPOYYBAHHA C MHOTOKPATHO Npwiarave. Cuura ce, 4e
JIOK&MTHHTE PEaKUHH, BKIIIOUMTE/IHO MUO3UT W 00pa3yBaHe Ha rPaHyIOMH Ha HHXKEKLHMOHHOTO MACTO,
Ce Ob/LKAT Ha HOCHTEJIA, HO TEXKECTTa Ha MUO3HTA NPH 3aiLM HApacTBa ¢ QY/IBECTPAHT B CPABHEHHE C
KOHTPOIMTE Ha Gu3KonoruueH pasteop. [Ipy npoyusannsTa 3a TOKCHYHOCT ¢ MHOTOKPaTHH
MHTPaMyCKYJHHU 034 Ha (PyABECTPAHT NPHU ILTBXOBE H KY4eTa, AHTHECTPOreHHATA AKTHBHOCT Ha
(QyNBECTPAHT € OTTOBOPHA 3a 110Be4ETO €hEKTH, 0COOEHO BHPXY KEHCKATA PENPOAYKTHBHA CHCTEMA,
HO CBLLO H BbPXY APYTH UyBCTBATEIHH Ha NOJIOBUTE XOPMOHHM OpPraHH M npu asaTa nona. [Ipy Hakou
Ky4eTa CJiel ABIroCpodHO NpuiioxkeHHe (12 Mecena) B pa3nHyHK ThKaHU € HabNIoAaBaH apTEPHHT.

Tlpu npoyusaHus BbpPXY KyyeTa ciiel REPOPAITHO U HHTPABEHO3HO NMPHIIOKEHHE Ca yCTRHOBEHH
e(eKTH BBPXY CHPAEUHO-ChI0OBATAa cCHCTEMA (Jieka eneBauns Ha S-T cermenta Ha EKI [nepopanno
[IPUNOKEHUE] H CHHYCOB apecT Npu eOHO Kyue [MHTpaseHo3Ho]). Te ce HabmopaBaT npu
€KCMO3ULHOHAN HUBA NO-BUCOKH OTKONKOTO NpH NauHeHTUTe (Crpax > 15 MTTH) ¥ BEPOATHO ca ¢
OrpaHH4YEHO 3HAUYCHHUE 33 CHTYPHOCTTA MPH XOpa MpY NpHiaraHe Ha K1KHH4YHA A034.

DyJIBECTPAHT HAMA M’EHOTOKCHYEH NMOTEHLMA.

@DynBecTpaHT nokassa €PeKkTH BLPXY PENPORYKUHATA U eMOPHO/DETATHOTO Pa3BHTHE, KOUTO ¢a B
CHOTBETCTBHE C HETOBATA AHTHECTPON€HHA AKTHBHOCT, B A03M CXOAHM ¢ KNMHUYHATA. [1pn nisxose ca
HabmonaBaHn 00paTHMO NOHIDKEHUE Ha KEHCKATa QEPTHIHOCT M NPEXKHBAEMOCT Ha eMOpHOHa,
JUCTOKHSA H YBEJIHYMEH PUCK OT PETAIHH aHOMATHH, BKJIIOMHTENHO HA TAp3a/IHATA CTaBa. 3aiiuM, Ha
KOHTO € JaBaH (ynBECTpaHT, He 3aabpikaT GpeMeHHOCTTa. 3abend3aHy ca yBeIHYEHHE Ha TETJIOTO HA
IU1ALECHT4TA ¥ MOCTHMIVIAHTALIMOHHA 3ary0a Ha deryca. Uma yBennuyeH puck ot deransn sapuanuu
NpH 3akUH (H3MECTBaHEe HA3a{ Ha Ta30BMsA NPBLCTEH H 27 NpecakpaneH npenLieH).

JABYroAUIIIHO MPOYUBAHE 38 OHKOTE€HHOCT MPH ITBXO0BE ( HHTPAMYCKYJIHO NPHIOXKEHHE Ha
(ynBECTPaHT) NOKa3Ba yBENHUYEHA HECTOTA Ha ROOPOKaYECTBEHH AHYHHKOBH IPaHYAO3HO-KIIEThYHH
TYMOPH NpH XKEHCKH TUTBXO0BE NpH BHCOKaTa no3a 10 mg/nnbx/15 avu n yBenHueHa yecToTa Ha
TECTUKYHH JIaRAUroBu TyMOpH NpH MBXKHTE. B nByroaminHo npoyusaHe rnpH MHIIKH 3a
OHKOT€HHOCT (C €XXeAHEBHO NEPOPATHO MNPUIIOKEHME) C€ YCTAHOBABA MOBHIIEHA YECTOTA HA
OBapHaNHH CTPOMAJTHH TYMOPH OT NOJIOBH BbPBH (KakTo 100pOKavyeCTBEHH, TaKa H 3JI0KAYECTBEHH)
npu Ao3u oT 150 u 500 mg/kg/nxesto. Ha HUBO, NpH KOETO MO TE3W JaHHH HE C€ yCTaHOBABA eeKT,
HHBaTa Ha cHcTeMHa ekcnosuuus (AUC) npu roibxose ca npubansurento 1,5 meTH N0-BHCOKH OT
OYaKBAHMTE HHBA Ha €KCNO3KILIMA NPH XOpa NMpH xeHH, 1 0,8 MbTH NO-BHCOKH OT OYaKBAHHTE HHUBA Ha
€KCIIO3MLMA KAKTO NPH MbXKE, TaKa U NPH KeHU. MRAYKLKATA Ha TAKUBaA TYMODH C€ AB/DKU Ha
(papmMaKonoru4HO 00yCIOBEHHTE CHAOKPHHHY IIPOMEHH N0 MeXaHM3Ma Ha ofpaTHaTa Bpb3Ka Ha
HHBaTa Ha rOHAaJOTPONHHHUTE, ALDKALLH C€ Ha AHTUECTPOTECHHUTE MPH KUBOTHHTE C ecTpyc. ETo 3amo

Ce CMATA, Y€ TE3H HAXO/IKH HAMAT OTHOLUEHHE KbM NPUIOKEHUETO Ha PYyABECTPaHT NpH T e .
NOCTMEHONAY3aJIHH XKEHH C HANPEAHAT PaK Ha rbpPJaTa. PR S
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OlleHKa Ha pYCKa 38 OKOJHAaTa cpefa
[TpoyusaHug 3a OLICHKA HA PHCKA 3a OKOJIHATA Cpe/ia IEMOHCTPUpAT, Y€ (PyNIBECTPAHT NMOTEHIHATHO

MOXKE Jia IPHUHHH BPedHK edexTH BbPXY BOAUTE (BiK. TOUKa 6.6).

6. ®APMALEBTHYHM JAHHU

6.1 CoHcbk HA NOMOIIHHTE BeNieCTBA

Eranon (96%)

- beH3n10B aNKOXON
Benznnbenzoar

Pa¢puHUpPaHO PHUMHOBO Macyo

6.2 HecbBMeCTHMOCTH

Tpu nunca Ha MPOy4YBaHMS 33 HECHBMECTHMOCTH, TO3H JIEKAPCTBEH NPOAYKT He TpAOBa Aa ce cMecBa ¢
APYTH NEKApPCTBECHH NPOAYKTH.

6.3 Cpox na roanocr

2 rOAWHH

6.4 CnennajHH YCJIOBHS HA ChXPAHEHHE

Jla ce cpxpaHsaBa H Tpaﬂénopmpa B xnagunnuk (2 °C — 8 °C).

TemnepatypHu oTkiioHeHUA W3BLH aAvanaloHa 2 °C — 8 °C tpabsa na ca orpaHuyeny. BxnrountenHo,
TpsabBa Aa ce u3bArsa chbXpaHEHHE NMpH TEMNEPATYpH, HaaBHaBailH 25 °C, KaKTO H CbXpaHEHHE 3a
noeeye OT 4 Meceua Npu cpeiHa Temnepatypa nod 25 °C (o Han 2 °C - 8 °C). Cnen eBeHTyalIHH
TeMMEePaTypPHH OTKNIOHEHHUS, NPOAYKTHT He3abaBHO TpAOBa Aa ce BbPHE KbM NPENOPbUHTECIHUTE
YCIIOBHA Ha ChXpaHeHHe (1a ce ChXpaHABa M TPAHCNOPTHPa B XaawiHHK npu 2 °C — 8 °C).
TeMmnepaTypHHTE OTKIIOHEHHS UMAT KyMYJIaTHBEH €EKT BbPXY KaueCTBOTO Ha NPOAYKTa U 4-
MECEUHHAT NepHO He TpAOBA J1a ce HaJlBULLABA Tipe3 2-TOAMIMHHA CPOK Ha roAHOCT Ha (DyBeCTpaHT
Tena (BK. Touka 6.3). U3narane Ha npoaykTa Ha Temnepatypy noa 2 °C HAMa aa My HaBpeIy, CTHra
na He ce cuxpanasa noa —20 °C.

HPEIIBEPHTEHHO HanbJIHEHUTE CNPHHLIOBKH J1a C€ CbXpaHABAT B OPHIHHAJIHATA OMNaK0oBKa, 3d 114 CC
NpeEana3aT oT CBETIIHHA.

6.5 BuaHcLALPKAHHE HA ONAKOBKATA
ChabpKalMAT NPEABAPUTEIIHO HAITB/IHEHATA CIIPHHLIOBKA KOMIUIEKT CE€ CBCTOH OT:

Enna npo3pauHa cThKA€HA [IpeABAPUTENHO HAITBJIHEHA CIIPHMHLIOBKE OT THN | ¢ NOJAKIIPONHICHOBO
6yrano, cHabaeHo ¢ Luer-Lock koHekTop, chaspikaiia 5 ml @ynsectpant Tesa pa3taop 3a
HHIKEKLIMH. |

OcurypeHa e cbll0 ¥ ode3onaceHa uria 3a CbeAHHABAHE C TAJIOTO Ha CMIPHHLIOBKATA.

Unu

JIBe npo3pauHH CTHKAEHH NPEABAPUTEIHO HAMbJIHEHH CIIPUHLIOBKH OT THIl | ¢ NOIHNPONHAEHOBO
oyTano, cHabaeHo ¢ Luer-Lock xoHekTop, Bcska OT KOHTO cbAbpxka 5 ml Oynsectpant Tepa paa*rnop T
3a HHXKeKLMK. OCcUrypeHH ca cbilo ¥ 00e30naceHH HIVIH 3a CheIHHABAHE C TAIOTO Ha BCsKa |
CTPHHLIOBKA.

He BcHukH BHAOBE ONAKOBKKM MOTaT Aa 0bAaT MmycHaTH B npoaaxoda.
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6.6 ChneuHaJHH NpeaAna3sHH MEPKH NPH H3XBBLP/IAHE H padoTa

MHCTPYKLIMH 3a IPUIIOKEHHE

ﬂpunaraﬁTe HHIKEKLIUATA Cnopel MECTHUTEC PbKOBOJCTBA 3a HHTPAMYCKY/IHO HHIKCKTHPAHC Ha IoOJIsAM

o0eM.

3ABEJIEXXKA: [Topaau 61m30C¢TTa Ha NOAJEKAIIHA CEJAIMLLEH HEPB € HEOOXO0/IMMO MOBHIIEHO
BHMMaHKe npu npuiarade Ha @yneectpanT Tesa B gop3oriayTeanHara odsacT (BK. Touka 4.4).

[MTPEJIYITPEXJIEHUE: Ilpeaun ynorpeba HE crepunusupaiite odbe3onaceHara urjia B aBTOKJIaB.
BbB BCEKH €JMH MOMEHT 110 BpeMe Ha padoTa ¢ urjiata ¥ npyu U3XBBPJISHETO M pbleTe TpsAOBa /1a

OCTaBar 34]1 HCAH.

3a BCsIKa OT JBETE CIIPUHLIOBKH:

M3BajeTe CTHKJIEHOTO TAJIO Ha CIIPUHLIOBKATA OT
KYTHUATA U NPOBEPETE J1aJIU HE € MOBPEJIEHO.
OTBOpeTe BbHIIIHATA ONAaKkoBKa Ha ode3onaceHara
ura.

[Ipeaun npuiioKeHHE NapeHTepaIHUTE pa3sTBOPH
TpsAOBa Ja ce oryieaar 3a HaJlM4Hue Ha YacCTHIK K
POMsiHa B LIBETA.

JlpbKTe CripUHLIOBKATa U3NnpaBeHa 3a opeOpeHara
yact (C). C apyrara pbka XBaHeTe Karnaiero (A) v
BHUMATEJIHO 'O 3aBbpPTETE 00pAaTHO HA
YaCOBHUKOBATA CTPEJIKA, /IOKATO Kana4ero ce
OTKBbCHE 3a OTCTpaHsBaHe (BxK. Durypa 1).

OtcTpanere Kana4dero (A) ¢ JIBUKEHHE NpaBo Harope.

3a na 3anasute crepunnoctra, HE JJOKOCBAUTE
BbHbPXA HA CIITPUHILIOBKATA (Jlyep-Jlok) (B)

(BK. Durypa 2).

3akpenere obe3omnaceHarTa Urjla KbM HaKpanHHUKa THI
SJlyep-JIoK™ v s 3aBbpTeTe, 10KATO CE 3aKperu
cTabuIHO (BK. Purypa 3).

[IpoBepeTe nanm urnara e 3akaoyeHa B Jlyep-
KOHEKTOpA.

JloOnnkeTe cnpUHLIOBKATA /10 MACTOTO Ha
MPUI0KEHHE.

U3abpnaiiTe npeana3uTeis Ha Urjara npaBo Harpe/,
3a J1a HE YBpPEAUTE BbpXa H.
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® M3ronere U3AUILIHUA Bb3/1YX OT CIIPUHIIOBKATA. Ourypa 4
¥ [Tpunoxere 6aBHO HHTPaMYCKYJIHO (-
2 MHHYTH/MHIKEKLIMSA ) B CeJJAJIMLIETO (riyTeaiHaTa
obnacr). 3a y100CTBO Ha npuiaraliis HHXEKLHATA, s S —
CKOCEHATa CTpaHa Ha Urjara € OpueHTHpaHa KbM
noctyeTo (Bxk. Ourypa 4).

® Beanara ciie1 MHJKEKTUPAHETO C €/1IMH NPBbCT Durypa 5
HATUCHETE JIOCTYETO, 3a /J1a aKTUBHpaTe
npeanasures (Bk. durypa ).
3ABEJIEXXKA: [1pu akTHBHpaHETO HE HACOYBaMTE
uriara KkbM cede CH M KbM JIpyru xopa. M3uakanre na
yyeTe LIPAKBaHe W MOrJieAHeTe J1ajii BbPXbT Ha
Urjara € NOKpHUT HaMbJIHO.

HU3xXBBpIIsSHE
[IpenBapuTeIHO HANBJIHEHWTE CMPUHLIOBKH Ca MpeJHa3HAuYeHH camMo 3a eJIHOKpaTHa ynorpeoa.

ToBa nekapcTBO MOKE J1a Mpe/ICTaB/IsBa PUCK 3@ BOJIMTE B OKOJIHATa cpeja. HensnonsBanusat
JIEKAPCTBEH MPOAYKT WK OTIAbYHUTE MAaTePHUaId OT HEro TpsAdBa J1a ce U3XBBPJIST B ChOTBETCTBHUE C
MECTHHUTE W3UCKBaHHUA (BXK. TOYKa 5.3).

7. IMPUTEXATEJ HA PASPEHLIEHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5, 2031 GA Haarlem
Hunepnanaus

8. HOMEP(A) HA PASPEHIEHHUHETO 3A YIIOTPEBA

Per. Ne 20160121
0. JIATA HA ITBbPBO PASPEIIABAHE/ITIO/IHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBO paspewasane: 13.04.2016 r.
JlaTa Ha nocneaHo noaHoBaBaHe: 22.12.2020 r.

10. JATA HA AKTYAJIMUBUPAHE HA TEKCTA
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