MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HNME HA JJEKAPCTBEHUA ITPOAYKT

Lonsurf 15 mg/6,14 mg dbunmupanu TabaeTKu
Lonsurf 20 mg/8,19 mg dpunmupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Lonsurf 15 mg/6,14 mg ¢punMupanu TabIeTKu
Besika ¢punMupana tadiaerka coabpika 15 mg tpudurypuaus (trifluridine) u 6,14 mg Tunupanmn
(tipiracil ) (mox hopmata Ha XUAPOXJIOPU).

Tomowno gewgecmeo ¢ uzeecmuo oeticmaue
Besika pumvupana Tabnetka cpabpixka 90,735 mg makro3a MOHOXHIPAT.

Lonsurf 20 mg/8,19 mg dunmupanu tabrieTku
Besika ¢punmupana tabdiaerka coabpika 20 mg tpudurypuaus (trifluridine) u 8,19 mg tunupanmn
(tipiracil) (mox ¢opmaTa Ha XHUAPOXIOPUL).

Ilomowno eewjecmeo ¢ uzgecmuo oeticmeue
Bceska ¢punmupana tabnerka cpappika 120,980 mg akTo3a MOHOXHIPAT.

3a IBJIHUSA CITMCHK HA IIOMOIIHUTE BEIleCTBA BIHKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmvupana TabneTka (TabieTka)

Lonsurf 15 mg/6,14 mg dbunmupanu TabIeTKu

Tab6merkara e prmmupana, 0s71a, TBOWHOM3ITEKHAIA, C KpbIiia popMa, ¢ muaMeTsp 7,1 mm u
nedenuna 2,7 mm. OT eHATa cTpaHa ChC CUBO MAaCTWIIO HA Ta0JIeTKaTa € OTIeYaraHo ,,15%, a ot
Jpyrata cTpaHna -,,102“ u ,,15 mg®.

Lonsurf 20 mg/8.19 mg dbunMupanu Ta0IeTKH

TabneTkata e dhunmupana, 6Je09epBeHa, TBOMHON3ITBKHAIIA, C KpbIia Gopma, ¢ tuamMeTsp 7,6 mm u
nebenmna 3,2 mm. OT egHaTa cTpaHa ChC CHBO MacTHIIO Ha TabjeTKara € oTmedyaTano ,,20%, a ot
Jpyrarta cTpasa - ,,102%“ u ,,20 mg*.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

KOHODCKTS.IICH KapinMHOM

Lonsurf e moka3an B koMmOuHaIms ¢ 6eparu3ymab 3a JiedeHIe Ha Bb3PACTHH MAIUCHTH C
MeTacTaTuieH KoopekraieH kapiuHoM (KPK), kouTo mpenu ToBa ca IeKyBaHH C JIBE TPOTUBOPAKOBU
CXEMH, BKITFOUUTEITHO 0a3upaHu Ha (hIyOpOITMPUMHUINH, OKCATUILIATHH U UPUHOTECKAH
xumuoTepanuu, anTu-VEGF cpenctsa u antu-EGFR cpencrsa.

Lonsurf e mokaszan kaTo MOHOTepamnus 3a JIeUeHUE Ha Bb3PACTHU MAllMEHTH C METACTATUYEH
KOJIOPEKTaJIeH KapLMHOM, KOUTO MPEIy TOBA Ca JIEKYBaHU WM ca OMIIM CYETEHH 32 HETOAXOASIIH 32
JIeUCHHE C JOCTHITHUTE TePAITNH, BKIFOUUTEITHO 0a3upaHu Ha (IIyOpOIHPUMUINH, OKCATUTUIATHH U
UpHHOTEKaH xumuorepanuu, anTu-VEGF cpenctsa n antu-EGFR cpencrtsa.



Pak Ha cromaxa

Lonsurf e mokazan kaTo MOHOTEpAIIKs 3a JICUCHHE HA Bb3PACTHH MAIMCHTH C METACTATHYEH paK Ha
CTOMaxa, BKIIFOUUTEITHO aJCHOKaPIIMHOM Ha racTpoe3odareanHara Bpb3Ka, KOUTO MPEIU TOBa ca
JIEKYBaHU C Hali-MaJIKoO JBE MPEAXO0HH CUCTEMHH TEPAIIEBTHYHH CXEMH 32 HAIpeHA CTaNi Ha
bomectTa (BX. Touka 5.1).

4.2 I[03Hp0BKa 1 HAYUMH HA NMPUJTOKEHUE
Lonsurf TpH6Ba Ja C€ npeAnurcBa OT JICKApu € OIUT B IPUJIAraHCTO HAa NPOTUBOPAKOBA TCPAIIU.

AO3I/IQOBK3

[Ipenopbuntennara HayanHa qo3a Lonsurf mpu Bb3pacTHU KaTO MOHOTEPAITUS WM B KOMOUHAIIHS C
GeBaru3ymab e 35 mg/m?/no3a, npuaaraHa nepopaiHo ABa NbTH JHeBHO Ha Jlen 1-5 u na Jlen 8-12 ot
BCEKH 28-THEBEH MUK, JOKATO c€ HAOIII01aBa Mporpecus Ha 3a00IIBaHETO WIIH HEITPHUEMIIHBA
TOKCUYHOCT (BX. TOuka 4.4).

Korarto Lonsurf ce npunara B komOnHanus ¢ 6eBaruzymad 3a teuenue Ha metactarnden KPK, mo3zara
Ha OeBanm3ymab e 5 mg/kg TenecHo Terao BEAHbXK Ha ABE ceaMuI. Mols, mpoyerere mbiiHaTa

npoaykToBa nHpopManus 3a OeBanuzymao.

Jlo3ara ce u3uncisgBa criope]] TenecHara noBspxHocT (BSA) (Bx. Tabmuna 1). Jlozata He TpsiOBa na
Haasumasa 80 mg/mo3a.

IIpu mporryckane WM oTJaraHe Ha J03H MalUeHTHT He TPSAOBa Ja KOMIICHCHPA MPOITyCHATUTE TO3H.

Tab6uauua 1 - Hauanna no3a, usuuciena cnopea BSA

BSA Bpoii TadneTkn 3a 103a Oo0ma
Havaana (TenecHa Ho3a B mg (2 x 1eH) JTHEBHA
a03a MOBbPXHOCT) (2x meH) 15 mg/6,14 20 mg/8,19 no3a (mg)
(m?) g s
35 mg/m? <1,07 35 1 1 70
1,07 - 1,22 40 0 2 80
1,23 -1,37 45 3 0 90
1,38 -1,52 50 2 1 100
1,53 -1,68 55 1 2 110
1,69 - 1,83 60 0 3 120
1,84 -1,98 65 3 1 130
1,99 - 2,14 70 2 2 140
2,15-2,29 75 1 3 150
>2,30 80 0 4 160

IIpenopvuumennu kopexyuu Ha 0ozama

Kopekmus Ha mo3aTa MOXKe Ja ce HaJIOXKH OT ChOOpaXEHUS 32 MHIANBUyaTHA O€30TIacHOCT U

IIOHOCHUMOCT.

Pa3pCH_ICHI/I ca Hall-MHOTo 3 HaMasBaHUs Ha Jo3aTta JO0 MUHHUMaJIHA J03a 20 II'lg/l’l’l2 JBa II'bTU JHCBHO.

He ce no3BomsiBa YBCIMYaBaHE Ha 103aTa, CJIEA KaTo BEUC € Ouia HaMaJjieHa.




B cayuait Ha XeMaTOJOTHYHA H/HIIM HEXEMATOJIOIHUHA TOKCHYHOCT MAIMCHTUTE TPSAOBaA J1a CIa3BaT
KPUTEPUUTE 3a BPEMEHHO IPEKbCBaHE, Bb30OHOBSIBaHE U HAMaJIsIBaHE Ha J103aTa, KOUTO Ca O0SIBEHH B
Tabmmna 2, Tabauma 3 u Tabmuna 4.

Ta6auna 2 - Kpurepuu 3a BpeMeHHO NPeKbCBaHe U B300HOBSIBAHE HA 103aTa MPHU
XeMaTOJIOTHYHA TOKCHYHOCT, CBbP3aHa ¢ MUEJIOCYTIpecust

Kpurepun 3a
[Hapametsp Kputepun 3a BpeMeHHO IpeKbCBaHe Bb300HOBsIBaHE®
Heyrtpodumu <0,5x 10%1 >1,5x10%1
TpomGoruTH <50 x 10°/1 >75x 10°/1

a KpnTepm/I 3a B13306HOB§IBaHe, IMPUJIIOKECHU KbM HA4YaJIOTO Ha CJICABAINA HUKBJI 3a BCUYKHU
ManrueHTU, HE3aBUCUMO JaJIM OTTOBAPAT Ha KPUTCPUUTEC 3@ BDECMCHHO CITMPAHC, WUJIN HE.

Tabauua 3 - lIpenopbunteanu Mmoaudukanuu Ha go3ata Lonsurf B ciayuaii na
XeMATOJOTHYHHM U HEXeMATOJIOTHYHU He:KeJIaHU pPeaKkiun

Hexenana peakuust IIpenopbunTeJHH MOAH(UKAIIMH HA 103aTA
e  ®ecOpuiHa HEYTPOIEHUS e [IpexbcHETE BPEMEHHO IPHUIOKEHHETO,
e CTCAE* HeyrponeHnus 4 crenex JIOKAaTO TOKCHYHOCTTA CE OBJIAZIEE 10
(< 0,5 x 10%1) mu TpOMGOLUTOIIEHHUS] CTeneH | Wiy 10 U3X0IHOTO HUBO.

(< 25 x 10°/1), kosTO BOaM 10 3a0aBsHE
Ha HAYaJOTO Ha CIIEBAIIUS IUKBJI C
noseye ot 1 cemmuna

CTCAE* HexeMaTOJIOTHYHU PEAKITUN OT
CTETIeH 3 WK CTeNeH 4, ¢ N3KII0YCHIE Ha
raJicHe W/WIU MOBPbBIAHEe OT CTEIeH 3,
KOHTPOJIUPAHO C aHTUEMETUYHO JICUCHHE,
WJIM TUapysi, KOSITO OTroBaps Ha
AHTUAUAPUAHH JIEKAPCTBEHU IPOAYKTH

e [Ipu BH300HOBsIBaHE HA MPHIIOKECHUETO
HamajeTe HUBOTO Ha J03aTa C
5 mg/m?/n03a copsAMO IIPEIUIITHOTO
103080 HHUBO (Tabmura 4).

e HamansBaHe Ha J1o3ara € pa3perieHo J10
JOCTUTaHe Ha MUHUMAJTHA 1034
20 mg/m?/no3a 1Ba NbTH AHEBHO (WK 15
mg/m?/103a 1Ba ETH THEBHO IIPU TEXKKO
O0BOpedHO yBpEeKIaHe).

e He nmosumiaBaiiTe o3aTa, Ciael KaTo Bede €
Omta HaMaJIcHa.

* OOImM TEPMUHOJIOTUYHN KPUTEPHUH 32 HEKETIaHU CHOUTHS

Tabauna 4 - HamajsiBanus Ha n1o3ata cnopen BSA

BSA Bpoii TadneTku 3a 103a
Hamauiena (Tesrecna Hlosa s (2x nen) OO0ma qHeBHA
Ao3a HOBBPXZHOCT) (2;;(geﬂ) 15 mg/6,14 | 20 mg/8,19 no03a (mg)
(m”) mg mg
Hupo 1 na namajsiBaHe Ha 103aTa: oT 35 mg/m? 10 30 mg/m?
30 mg/m’ <1,09 30 2 0 60
1,09 - 1,24 35 1 1 70
1,25-1,39 40 0 2 80
1,40 - 1,54 45 3 0 90
1,55-1,69 50 2 1 100
1,70 - 1,94 55 1 2 110
1,95 -2,09 60 0 3 120
2,10-2,28 65 3 1 130




BSA Bpoii TadneTku 3a 103a
Hamanena (TesecHa Mlosa (2x meH) O01a THeBHA
ao3a HOBBPXZHOCT) (Z;I;geﬂ) 15 mg/6,14 | 20 mg/8,19 no3a (mg)
(m”) mg mg
>2,29 70 2 2 140
Hupo 2 Ha HaMaJsiBaHe Ha 103aTa: o 30 mg/m? 10 25 mg/m?
25 mg/m’ <1,10 252 28 1? 50°
1,10 - 1,29 30 2 0 60
1,30 - 1,49 35 1 1 70
1,50 - 1,69 40 0 2 80
1,70 - 1,89 45 3 0 90
1,90 - 2,09 50 2 1 100
2,10-2,29 55 1 2 110
>2,30 60 0 3 120
Hugo 3 na HamajsiBaHe Ha 103aTa: oT 25 mg/m? 10 20 mg/m?
20 mg/m’ <1,14 20 0 1 40
1,14 - 1,34 252 28 1? 50°
1,35-1,59 30 2 0 60
1,60 — 1,94 35 1 1 70
1,95-2,09 40 0 2 80
2,10-2,34 45 3 0 90
>2,35 50 2 1 100

2 [Tpu oOm1a qHeBHaA 103a 50 mg marueHTuTe TpsAOBa aa B3umar 1 x 20 mg/8,19 mg tabieTka
cyTpuH u 2 X 15 mg/6,14 mg TabneTku Bevep.

CrelyaiHy MOmyIalin

bvbpeuno yspeocoane

o Jlexa cmenen Ha 6vOpeuno yepesicoane (CrCl 60 0o 89 ml/min) unu ymepena cmenen na
b6vopeuno yspeacoane (CrCl 30 0o 59 mi/min)

He ce npenopbuBa KopekIys Ha HaYallHATA /1034 MPH MAIUEHTH C JIEKO 10 YMEPEHO OBOPEUHO

yBpexaane (Bk. Touku 4.4 u 5.2).

o Teoicxka cmenen Ha 6vOpeuno yepexcoane (CrCl 15 0o 29 ml/min)

IIpu narueHTH ¢ TEXKO OBOPEUHO YBPEKIaHe MPENOpbUMTENHATA HauasHa 103a € 20 mg/m? 1Ba mbTH
JHEBHO (Bk. Touka 4.4 u 5.2). Jlonmycka ce eIHOKpaTHO HaMaJlsiBaHe Ha J]03aTa O MHHUMalHa 1o3a 15
mg/m?/1103a J1Ba ITbTH JTHEBHO B 32BUCHMOCT OT MH/MBU/yaHATa GE30ACHOCT U TIOHOCUMOCT (BIK.
tabnuua 5). He ce mo3BosnsiBa nmoBuiaBane Ha 103aTa, Clie/l KaTo Bede € Ouila HamMaJieHa.

B cirydaii Ha XeMaToIoTHYHa W/WIIKM HE XeMaTOJIOTHYHA TOKCUYHOCT, TAalMEHTHUTE TPAOBa Jia cria3BaT
KPUTEPUUTE 32 IPEKbCBAHE Ha J103aTa, Bb30OHOBsIBAHE U HaMaJIsiBaHE Ha J]03aTa, IOCOYCHU B TabuIa
2, Tabnmma 3 u Tabmuia 5.

Tabéauua 5 — Hayanna q103a 1 HaMaJisiBaHe Ha 103aTa NPH NAlMEHTH € TeXKKO 0bOpedHo
YBpe:KIaHe B 3aBUCHMOCT 0T BSA



BSA Bpoii TabieTku 3a 103a Oo6ma
Hamanena (TesrecHa Aosa s (2x nen) JTHEBHA
103a NMOBBPXHOCT) ms n03a
(m?) (2X 1) | s /6,14 mg | 20 my8,19mg | (mg)
Hauauana no3a
20 mg/m’ <1,14 20 0 1 40
1,14—-1,34 252 28 12 50°
1,35-1,59 30 2 0 60
1,60 — 1,94 35 1 1 70
1,95-2,09 40 0 2 80
2,10-2,34 45 3 0 90
>2,35 50 2 1 100
Hamausiane Ha 103aTta: ot 20 mg/m? 1o 15 mg/m?
15 mg/m? <1,15 15 1 0 30
1,15-1,49 20 0 1 40
1,50 — 1,84 252 28 1? 50°
1,85-2,09 30 2 0 60
2,10-2,34 35 1 1 70
>2,35 40 0 2 80

® [Tpu obmwa qHeBHa H03a 50 mg manuenTure TpsoBa aa npuemat 1 x 20 mg/8,19 mg Tabnerka
cytpuH u 2 x 15 mg/6,14 mg tabneTku Beuep.

o Tepmunanna 6vopeuna neoocmamwvunocm (CrCl noo 15 ml/min unu usucxkeawa ouanusa)

He ce npenopwuBa aa ce mpuiara Mpu NalMeHTH ¢ TEPMUHATHA ObOpeYHa HEJI0CTaThYHOCT, ThH KaTo
JIUTICBAT JaHHU MPY TaKWBa IMAIMCHTH (BXK. TOUKa 4.4).

Yeproodpobno yspedcoane

o Jlexa cmenen nHa 4epHOOPOOHO Yy8pedcoane
He ce npenoppuBa Kopekiyst Ha HaYaJIHATa 103a IPU MALKMEHTH C JIeKa CTENEH Ha YepHOAPOOHO
yBpexIaHe (BK.Touka 5.2).

e Vmepena unu mesicka cmenen Ha 4epHoOpoOOHO YepedcoaHe

He ce npenopwusa Lonsurf ia ce nmpuiara npy NalMeHTH yMepeHa WK TeXKa CTeleH Ha
4epHOAPOOHO yBpexkaaHe Ha u3xoaHo HuBo (rpymna C u D mo kpurepunte Ha Harmonanaus
onkosornueH uHCTUTYT [National Cancer Institute, NCI] onpeneneno upe3 obui ommupyous > 1,5 x
ULN), Tbi1 kaTo ce HabII0AaBa MO-BUCOKA YECTOTA Ha XUTIEPOUINPYOHMHEMUSI CTETIeH 3 WU 4 1pu
NAalUEHTH C YMEPEHO YepHOAPOOHO YBpeKAaHe Ha M3XOIHO HUBO, MaKap Y€ TOBA CE OCHOBaBa Ha
MHOTO OTpaHWYEHH JaHHU (BXK. Touku 4.4 n 5.2).

Cmapuecka 6v3pacm

[Ipu maruieHTH Ha BB3pACT > 65 TOAWHU HE CE Hajlara KOpeKIus Ha HadaHaTta jo3a (BXK. TOUkH 4.8,
5.1u5.2).

JannauTe 3a epukacHOCTTa M OE30MMACHOCTTA TPU MANMEHTH HAJ 75 TOJUHU Ca OTpaHUYCHH.

Ileduampuuna nonynayus

Hsima croTBeTHO npuioxenue Ha Lonsurf B nennaTpuyHaTa nomysianus 3a TepaneBTUYHNTE
MOKa3aHUsI METaCTaTHUEH KOJIOPEKTAIEH KaplIMHOM M METacTaTUYeH paKk Ha CTOMAaxa.

Paca



He ce nanara kopeknus Ha HadaJlHaTa 7032 Ha 0a3ara Ha pacaTa Ha manueHTa (BX. ToukH 5.1 u 5.2).
Jannwute 3a Lonsurf npu manueHTH 4epHOKOXKH/adpoaMepUKaHIIU ca OTPAHHYCHH, HO JIUIICBAT
OMOJIOTMYHU OCHOBAHUS J]a CE€ OYaKBa HAKAKBa pa3jifKa MEX/Iy Ta3M MMOArpyIa U 00IIaTa Moy aIus.

HauuH Ha npuiioxxeHue

Lonsurf e 3a mepopanno npunoxxenne. TabneTkure TpsiOBa 1a ce mpueMar ¢ Jaria Boaa 1o 1 gac cief
3aBBpIIBaHE HAa CYTPEITHOTO H BEYEPHOTO XpaHEHE.

4.3 IIporuBomokaszaHus

CBpPBXYYBCTBUTEIHOCT KbM aKTHBHUTE BELIECTBA HJIM KbM HIKOE OT TIOMOIIHHUTE BEILECTBA,
n30poeHu B Touka 6.1.

4.4 Chenuajanu npeaynpesaeHus: U NpeAna3sHu MepKH NPU ynoTpeda

IloTnckane Ha KOCTHUS MO3BK

Lonsurfe MMPUYMHUII TOBUILICHA Y€CTOTAa HAa MUCIIOCYIIPECH A, BKIIFOUUTCIIHO aHCMUSL, HCYTPOIICHHA,
JICBKOIICHHUA U TpOM6OI_II/ITOHCHI/I$I.

TpsiOBa na ce mpaBy U3CIeBAHE HA ITbJIHATA KPhBHA KApTHUHA MPE/IH 3alI0YBaHE HA JICUCHUETO WIIN
aKo € HeoOXOIMMO J1a Ce TPOCIIeIsiBa TOKCUYHOCTTA, HO KATO MUHUMYM TIPEAH BCEKH TEPaIlleBTUYCH
ITUKBII.

JleuenneTo He TpsAOBa 1A ce 3a104Ba, aKo abCOMIOTHUAT Opoii Ha HeyTpodummte ¢ < 1,5 x10%/1, ako
OposaT Ha TpombormTUTE € < 75%10°/1 MK aKo NanMeHTHT UMa HEU3IEKYBaHA KIMHMYHO 3HAYMMA
HEXEMAaTOJIOTHYHA TOKCHYHOCT OT 3 WIIU 4 CTETICH OT MPEIXOHH JICUCHHUSI.

CroOmiaBanu ca cepruo3Hu HH(GEKIUY B pe3ynTaT Ha aedeHueto ¢ Lonsurf (Bx.Touka 4.8). Ilpensua
TOBa, Y€ MO-TOJIIMAaTa YacT OT TAX ca ChOOIIEHN B KOHTEKCTA Ha MOTHCKAHETO HA KOCTHHUS MO3BK,
CBHCTOSHUETO Ha MAIUEHTA TPsIOBA /1a CE I BHUMATEITHO U JIa CE MPEANPUEMAT OIXOSIIN MEPKH,
KaTO HaIlpUMep MpUIaraHe Mo KIMHUYHY NOKa3aHus Ha aHTHMUKPOOHU CPEACTBA U TPaHyJIOIUT-
kosionuo ctumysupail pakrop (G-CSF). [Tpu npoyusanusita RECOURSE, TAGS u SUNLIGHT
c¢boTBeTHO 9,4%, 17,3% 1 19,5% ot manuenTute B rpynara Ha Lonsurf ca monyuasanu G-CSF
NPpEAUMHO 3a TepaneBTUYHO npuioxeHue. B npoyusanero SUNLIGHT 29,3% ot nanueHTuTe B
rpynara Ha Lonsurf ¢ 6eBann3zyma6 ca nonyunau G-CSF, Bkimountento 16,3% 3a TepaneBTUIHO
MIPIIOKEHUE.

TOKCHYHOCT 110 OTHOIIICHHE Ha CTOMAITHO-YPCBHUA TPAKT

Lonsurf MMpUYMHSABA MMOBUIIIABAHC HAa YE€CTOTATAa HA CTOMAIIIHO-YPCBHA TOKCUIHOCT, BKIIFOYUTCIIHO
TaJICHC, MOBPBIAHC U JUAPUS.

[Manmenture ¢ rageHe, MOBPBIIAHE, AUAPHUS U IPYTH BUIOBE CTOMAITHO-YPEBHA TOKCHYHOCT TPAOBa
Ja ObJaT BHUMATEIIHO MPOCTEIBaHH U NP KJIMHUYHU TOKA3aHUsI TPAOBa Jja ce MPUIIoKaT
AHTHEMETUYHH, aHTUIUAPUIHN U JPYTH MEPKH, KaTO HAIIPUMEP 3aMECTUTEITHO JICUCHHE C
Te4YHOCTH/eNneKTponuTy. [Ipu HyX/1a ce npuiarat MoaudUKaIK Ha Jo3ata (oTiarane u/uim
HamassiBane) (BK. Touka 4.2).

br0Opeuno yBpexaaHe

Lonsurf He ce npenoppuBa 3a ynotpeda npyu MalUeHTy ¢ TepMHUHAIHA ObOpEeYHa HEJOCTATHYHOCT
(cpoTBeTHO KpeatuHuHOB KiupbHC [CrCl] < 15 ml/min uian Hy>KIaeIiy ce OT JUAIU3HO JICYCHHE), Thil
kato Lonsurf He e mpoy4YBaH NMpH TaKWBa MAUCHTH (BXK. TOYKA 5.2).
I'moGannara yectoTa Ha Hexenanute cpOuTHA (HC) e mogo6Ha B moarpynure ¢ HopMaina 60peuHa
dynkius (CrCl > 90 ml/min), ¢ nmexo (CrCl = 60 qo 89 ml/min) wim ¢ ymepeno (CrCl = 30 go
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59 ml/min) 60peuHo yBpexaaHe. Bornpeku ToBa yectoraTa Ha cepruo3nu, Texkkd HC u HC, nosesu
JI0 IPOMSIHA Ha JI03aTa, TI0Ka3Ba TEHICHIMsI KbM IMOBHIIABAHE C yBEIIMUaBaHE HA CTCIICHTA HA
0B0peuHoTO yBpekaaHe. B nombiiHeHNe, TP NAMEHTH C JIEKO 0 YMEPEHO ObOPEUHO YBpEKIaHE €
HaOJIroaBaHa MO-BHUCOKA EKCIIO3ULKS Ha TPUGIYPUANH U TUIIUPALUII XUAPOXIOPHU]L B CPAaBHEHHUE C
MAIIEHTUTE C HOpMaTHa 0B0peyHa (GYHKITHS U TMAITUSHTHTE ¢ JIEKO OBOpEeUHO yBpekaaHe (BXK. TOUKA
5.2).

[NanuenTu ¢ Texko 6p0peuno yspexaane (CrCl = 15 no 29 ml/min) u kopurupana HadaaHa 103a 20
mg/m? 1Ba TbTU JHEBHO UMAT MPo(HI Ha 6€30MaCHOCT ChOTBETCTBAIL Ha Mpodua Ha 6€30MacHOCT
Ha Lonsurf npu narueHTn ¢ HopMaiHa 0b0peuHa (GyHKIMS WM € JIEKO ObOPEYHO YBpEKIaHE.
Excno3unus Ha TpUQIYpUINH IPU TIX € MOJ00HA Ha Ta3u MPH NAlMEHTHTE ¢ HopMaiHa ObOpeuHa
(yHKUHS, a eKCIO3UIHATA Ha THIIMPALIIT XUAPOXJIOPH € MOBUIICHA B CPABHEHHE C MAIIUEHTHUTE C
HOpMaJIHa ObOpeyHa QYHKIHUS, C JIEKO WIIH ¢ YMEPEeHO ObOpeuHo yBpekaaHe (Bxk.Touka 4.2 u 5.2).
[NanuenTure ¢ 660pevHO yBpexkaaHe TpsOBa Aa ObJaT BHUMATEIHO HAOIIOJaBaHU MIPH JICUCHHE C
Lonsurf; manmenTTe C yMEpeHO MM TEXKO OBOpEUHO yBpekaaHe TpsiOBa ga ObaaT HaOMOAaBaHU
M0-YECTO 32 MMPOsBA Ha XEMATOJIOTUIHA TOKCHYHOCT.

YepHoapoOHO YBpeXIaHe

He ce npenopwusa Lonsurf i1a ce npuiara npy MalMeHTy ¢ U3X0IHO HUBO Ha YMEPEHA HMITH TEXKa
CTeTeH Ha YepHOoApoOHO yBpexaane (rpyna C u D mo kputepuute Ha HanmoHatHusT OHKOJIOTHYeH
uHcTuTyT [National Cancer Institute, NCI] onpeneneno upe3 oomr ounupyoun > 1,5 x ULN), Thit kato
ce HaOJII0/1aBa IMO-BUCOK YECTOTa Ha XUMIEPOMINPYyONHEMHUS CTETIeH 3 WiTH 4 TP MAIIMEHTH ¢ YMEPESHO
YEPHOAPOOHO YBpPEXKIaHE HA M3XOJHO HUBO, MaKap 4e TOBa CE OCHOBaBa HA MHOTO OTPaHUYCHU JIAHHU
(Bk. Touka 5.2).

IIporeunypus

MoHHTOpUpPAHETO Ha IPOTEUHYPHUATA C TECT-JICHTH 3a aHAJIU3 HA YPUHATA CE MPEIOphYBa MPEIn
3aII0YBAHETO U 110 BpeMe Ha JISUCHUETO (BXK.ToUKa 4.8)

HenoHocuMocCT KbM JIAKTO3a

Lonsurf ceabsprka makrosa. IlaruenTy ¢ peaku HacaeACTBEHH MPOOIEeMHU KaTo TajlakTO3Ha
HEMIOHOCHMOCT, OOIIT JTJaKTa3eH Ae(UIIUT WK TITF0K030-TallakTo3Ha ManabcopOIus He TpsOBa 1a
IpueMaT TO3H JIEKAPCTBEH MTPOTYKT.

4.5 B3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrH (JOPMH Ha B3auMoJelicTBHe

[IpoyuBanusiTa in vitro MoKa3Bar, 4e TPUPIYPUIUH, TUITUPAITUIOB XUIPOXIOPUI U 5-
[Tpudayopomernin] ypauun (FTY) He uHXHOMpAT akTUBHOCTTa HA M30(OPMHUTE HA YOBELIKHUS
muroxpoM P450 (CYP). Ouenkara in vitro nokassa, 4e TpUQIypUANH, TAIMPALIOB XUAPOXJIOPH U
FTY msamar unnyktuBeH edekt BbpXy yoBemku nzodopmu Ha CYP (Bxk. Touka 5.2).

[IpoyuBanusTa in vitro mokaspar, 4e TpuIypUaUH € CyOCTpaT Ha HyKJICO3UTHUTE TPAHCIIOPTEPH
CNT1, ENT1 u ENT2. Ilopagu ToBa € He0OX0AMMO BHUMAaHHUE TIPH MPUJIaraHe Ha JICKaPCTBECHU
MPOIYKTH, KOUTO B3aUMOJICHCTBAT C TE3U TPAHCTIOPTEpU. THUIHPAIUIIOB XUAPOXJIOPH € CyOcTpaT Ha
OCT2 u MATEI, mopaau koeTo KOHIIEHTpaIuITa My MOXe JIa ce ToBUIIH, ako Lonsurf ce mpumara
enHoBpeMenHo ¢ naxuouropu Ha OCT2 unmu MATEL.

Heo6xonnumo e BHUMaHue npu ynorpe0a Ha JISKApCTBEHH POLYKTH, KOUTO ca CyOcTpaTu Ha
YOBEIIKUTE TUMHUIUH KMHA3H, HANp. 3U10BYANH. TaKuBa JEKapCTBEHHU NMPOAYKTH, KOTaTO CE Mpuiarat
enHoBpeMeHHO ¢ Lonsurf Moske J1a ce KOHKypupar ¢ epexTopa - TpudIypuanH, 3a aKTUBHpaHEe Ype3
TUMUAMH KuHa3ute. [lopaayu ToBa npu U3MOI3BaHEe HA aHTUBUPYCHU JEKApPCTBEHHU MPOTYKTH, KOUTO ca
cyOcTpaTu Ha 4OBEIIKUTE TUMUINH KUHA3H, TPSOBa 1a ce MPOBEXJa MOHUTHPAHE 32 Bb3MOXKHO
HaMaJsiBaHE Ha €(hUKACHOCTTAa HA aHTUBUPYCHUS JIEKapCTBEH MPOIYKT, KAKTO U Aa c€ 0OMHUCIH
NpeMUHaBaHEe KbM alITepHATUBEH aHTHBUPYCEH JIGKapCTBEH MPOAYKT, KOHTO HE € cyOcTpar Ha
YOBEIIKUTE TUMHUINUH KMHA3HU, KATO HAllpUMEp JJaMHUBYIWH, AUJAHO3UH U abakaBup (BX. Touka 5.1)



He e uzBectHo manmm Lonsurf Moxxe 1a Hamanu eeKTHBHOCTTA HA XOPMOHAJTHUTE KOHTPAIICTITHBH.
ITopaau ToBa )XKEHH, KOUTO M3IOJI3BAT XOPMOHATHN KOHTPAIICTITUBH, TPSIOBA /1a M3IIOI3BAT CHITO U
OapuepeH KOHTPAICITUBEH METO/.

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ ACTCPOJACH HOTCHI_II/IaJ'I/KOHTDaLIeHHI/IH OpHu MBKE U )KCHU

[IpoyuBaHusiTa IPH KUBOTHHU ITOKA3BaT, Y€ TPUPIIYPUINH MOXKE Jia IPUUMHH YBPEXKIaHEe Ha TUI0/1a
MIpH MIpHUJIATaHe Ha XKEHHU 10 BpeMe Ha OpeMeHHOCT. XKenute TpsiOBa qa n30areaT OpaMeHHOCT Ipe3
nepuoja Ha npueM Ha Lonsurf u B mpoabinkeHUe Ha ome 6 Mecela cies| Kpast Ha Jiedenuneto. [lopaan
TOBA, )KEHUTE C JICTEPOJICH MMOTEHIMAJ TPSIOBa Jla M3MON3BaT e(hEeKTUBHA KOHTPALICHIINS 110 BpeMe Ha
npueM Ha Lonsurf u 6 Mecemna ciey cnupaHe Ha JiedeHreTo. KbM MOMEHTa He € U3BECTHO Jalu
Lonsurf moxe na Hamanu epeKTHBHOCTTa HA XOPMOHATHUTE KOHTPAIICIITUBHU CPEICTBA, TOPAIH
KOETO yroTpebaTa Ha XOpMOHAITHHM KOHTPAIENITUBY TPsIOBa 11a ce Ipujiara B IOIMbIIHEHNE ¢ OapruepeH
KOHTpPAIENTUBEH METO/I.

Mbike, Y4MUTO IAPTHHOPKH Ca C JIETEPOJICH TOTEHIHAN, TPsiOBa Ja U3Mon3BaT epeKTruBHA
KOHTpALENIHs 110 BpeMe Ha JeUeHHETO U 10 6 Mecelia ce/ Kpasi Ha JIeUeHHUETO.

Bbpemennoct
Jlunicear nannam ot ynorpebara Ha Lonsurf npu 6pemennu sxenu. Ha 6a3ara Ha MexaHU3Ma Ha

JIECTBHUE Ce M0I03Upa, Ue TPUGIIYPUINH PUYUHSIBA BPOICHU MandopMaliiy, KOrato ce rmpujara 1o
BpeMe Ha OpemeHHOCT. [IpoyuBaHusATa MPU )KUBOTHH MTOKA3BaT PEMPOAYKTUBHA TOKCHYHOCT (BK.
touka 5.3). Lonsurf He Tpsi0Ba aa ce npuiara mo BpeMe Ha OpPeMEHHOCT, OCBEH aKO KIIMHUYHOTO
CBHCTOSIHUE Ha )KeHaTa M3UCKBa JieueHue ¢ Lonsurf.

Kopmene

He e uzBectHo nanmu Lonsurf nim HeroBute MeTabOUTH ce EKCKPETUPAT B KbpMaTa. [IpoyuBaHusiTa
MIPH KUBOTHU TIOKA3BaT EKCKPELUs Ha TPUQITYPUAVH, TUITHPAIMIOB XUAPOXIOPH] 1/ITH Ha TEXHUTE
MeTabOoIUTH B MIIIKOTO (BK. Touka 5.3). He Moxke fa ce U3KIII04M PrCK 3a KbpMadeTaTa. KepMeHneTo
TpsIOBa Ja ce MPEyCTaHOBHU IO BpeMe Ha jedenue ¢ Lonsurf.

DepTUIuTeT

Jlunicat ganHM oTHOCHO edekTuTe Ha Lonsurf Bepxy eprunmrera mpu xopa. Pesynrature ot
MPOYYBaHUs MPH )KUBOTHH He TOKa3BaT eekt Ha Lonsurf BEpxy depTriuTeTa Ipyu MBKKHATE U
JKEHCKUTE KUBOTHU (BXK. ToUka 5.3). [lanenTuTe, KOUTO XKEeasT Ja 3aueHaT JeTe, TpAOBa 1a ObaaT
MOCHBETBAHU J1a IOTHPCAT PENPOAYKTHBHA KOHCYNITAIUS ¥ KPUOKOHCEPBAIHS Ha SHIIEKIETKA UK
criepMa Tpe/Iu 3aro4Bane Ha Jiedenue ¢ Lonsurf.

4.7 EdexTu BbpXy cniocodHOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

Lonsurf noenusBa B Majka cTereH criocoOHoCTTa 3a modupane u pabora ¢ mamunu. [1o Bpeme Ha
JIEYCHUETO MOJKE JIa HACTHIIAT YMOpa, 3aMaiBaHe WX OOII0 HEepa3MoIoKeHUeE (BXK. Touka 4.8).

4.8 Hexenanu JeKapCTBEHH PeaKIUHU

Kpartko onucanue Ha nmpoduira Ha 6€300aCHOCT

Haii-cepno3nute HabOII0JaBaHK HEXKEIIAHU PEAKIUH MPH MalleHTH, TTonydyaBaiu Lonsurf, ca
MOTHCKaHE Ha KOCTHHUSI MO3BK M CTOMAIITHO-UYPEBHA TOKCHYHOCT (BK. Touka 4.4).

Lonsurf kamo monomepanus

[IpopunbT Ha GezomacHocT Ha Lonsurf kato MoHOTEpanust ce ocHOBaBa Ha cOopHHTE naHHM oT 1114
NAalMEHTH C METacTaTUYEH KOJIOPEKTAJIEH WIIM CTOMAIIIEH paK B KOHTPOJIUPaHU KIMHUYHU
npoyusanus ¢asza II1.




Haii-uecture nexxenanu peaxiun (> 30%) ca neyrponenus (53% [34% > crenen 3]), ragene (31%
[1% > crenen 3]), ymopa (31% [4% > crenen 3]) u anemus (30% [11% > 3 ctenen)).

Haii-uecture HexxenaHK pcakuumn (2 2%), KOHUTO BOAAT 40 CIIMPAHC HA JICHCHUCTO, HAMAJIsIBAHC Ha
J03ara, oTjIaraHe Ha a103aTa Ujikd BpEMEHHO IIPEKBCBAHE HA IPUJIAraHeTo, Ca HEYTPOIICHUA, aHEMUA,

yMOpa, JICBKOTICHUsI, TPOMOOIIMTOIICHHSI, TUAPHS U TaJICHE. .

Lonsurf 6 kombunayus ¢ 6esayuzymad

[IpodpunbT Ha Ge3onmacHocT Ha Lonsurf B komOuHamus ¢ 6eBanu3yMad ce OCHOBaBa Ha JaHHUTE OT
246 manyeHTH C MeTaCTaTH4YCH KOJIOPEKTAJICH KapLUHOM B KOHTPOJIMPAHOTO KJIMHUYHO MTPOYYBaHE
¢asza III (SUNLIGHT).

Haii-uecture nHexxenanu peaxiuu (> 30%) ca neyrponepus (69% [48% > ctenen 3]), ymopa (35%
[3% > crenen 3]) u ragene (33% [1% > crenen 3]).

Haii-uecture Hexenanu peakiuu (> 2%), KOUTO BOJAT 10 CIIMPaHE Ha JICYEHNETO, HAMAaJIsiBaHE Ha
Jl03arta, OTiiaraHe Ha Jjo3aTa WiIH BpeMEHHO MPEKbCBaHe Ha MpuiiaraHeto, koraro Lonsurf ce u3monspa
B KOMOHMHaLUs ¢ OeBanu3yMad ca HEYTPOICHUS, yMOpPa, TPOOMOLIUTOIIEHHSL, TaeHE U aHEMHUSI.
Koraro Lonsurf ce npuiara B koMmOuHaIus ¢ 6eBanu3ymad, uecToTata Ha CIeTHUTE HeXKellaHH
PeaKiuy ce ¢ yBeJInuuia B cpaBHeHue ¢ Lonsurf, mpunarad kato MoHOTepanus: HeyTporeHus (69%
capsamo 53%), Texka HeyTponeHus (48% crpsimo 34%), TpomOouuTonenus (24% cupsimo 16%),
ctomatut (11% copsamo 6%).

Tabauia ¢hC CIUCHK HA HEXKETAHNUTE PCAKIINN

HabmronaBanuTe HexenaHu peakiiuy npu 533 1eKyBaHU MalMEeHTH C METAaCTaTHYEH KOJIOPEKTaJIeH
KapIMHOM B IU1a1ie00-KOHTpOIMpaHo KiauHudHO mpoyuBane ®asza III (RECOURSE), 335 nexyBanu
MalMeHTH C METAaCTaTHYEH PaK Ha CTOMaxa B IJIane00-KOHTPOIUPAaHO KIMHUYHO npoyuBaHe Paza [11
(TAGS), 246 nauuentn, nexkyBanu ¢ Lonsurf karo MoHoTepanus u 246 mauueHTH, JeKyBaHH C
Lonsurf B komOuHarms ¢ 6eBanmm3ymad 3a MeTacTaTHIeH KOJIOPEKTAICH KapIIMHOM B KOHTPOJIHPAHO
knuHIYHO npoyuBane ®a3za I (SUNLIGHT) ca npeacraBenu B Tabnuma 6. Te ca kinacudunupanu mo
cucremo-opranau kinacose (COK) u e n3non3Ban moaxoasmusaT TepMUH OT MeANIMHCKN PEYHUK 32
perynaropHa neitHoct (Medical Dictionary for Regulatory Activities MedDRA) 3a onncBane Ha
JlaJieHa JeKapCTBeHa peaKiys M HeHHUTE CHMIITOMH U CBBP3aHU ChCTOSHHS.

Hexxenanute peakuuu, 3a KOUTO € U3BECTHO, Y€ ce MosBsBat npu Lonsurf, mpuiaran caMoCTOSITETHO
WM ¢ OeBann3ymal, Morar Jia Bb3HHKHAT 110 BpeMe Ha JICUYCHHUE C Te3H JICKapCTBEHH MPOAYKTH B
KOMOWHAINS, TOPH aKO TE3W PEaKIMU He ca ChOOIIaBaH! B KIMHHYHHUTE H3ITUTBAHUS C
KOMOWHHpaHATa Teparusl.

Hexenanute peakiuu ca rpynypanu o 4yecrorara uMm. [ pymnure no yecrora ca neduHUpaHu
CBITIACHO CJICJHATA KOHBEHIIMSA: MHOTO YecTH (>1/10); uectr (>1/100 no <1/10), veuectu (>1/1000 g0
< 1/100); u peaxu (= 1/10 000 o < 1/1 000).

BB BCska Tpy1a 1o 4€CTOoTa HEKEJIAaHUTE PCAKIIUH Ca IMMPEACTABCHHU 110 p€Aa Ha HaMaJIIBaHC Ha
CCPUO3HOCTTA UM.

Tabauua 6 - Heskes1anu peakiium, Cb0o0IEeHU B KIMHUYHUTE NPOYYBAHUS NPH NALMEHTH,
JexkyBaHu ¢ Lonsurf

CucremMo-opraneH Kjiac

(MedDRA)? He:xenann peakunu YectoTa
MoHoTepanus KomoOunanmus ¢
OeBanmu3ymad
Wndexnun u nadpecranuu Wndexnun Ha JOTHUTE Yectn -

IUXATEIHNA IbTHIIA

HeyTtponenuuen cencuc Heuectu -
WNudexnns Ha KITHUHUTE Heuectn -
MHTHINA
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CucremMo-opraneH Kjiac

(MedDRA)? He:xenann peakunu YecToTa
MoHnoTepanus KomoOunanmus ¢
OeBanmu3ymad
Nudexnus Heuectun Yectn
WHbeknus Ha THKOYHAUTE Heuectu Heuectu
MIHTHINA
bakrepuanna nadexms Heuectu -
Undexnyun, npuuuHEeHn OT Heuectn -
Candida
KoHtoHKTHBUT Heuectu -
Xeprec 30cTep Heuectu -
I'pun Heuectn -
WNudexnnn Ha TOpHUTE Heuectu -
JIUXaTeTHA TBTUIIA
WHupeknmoseH eHTepuT Penxu -
CentuyeH 1Iok® Penxu -
I'uarusur Penxu Heuectn
Tinea pedis Penxu -
Heomnazmu — PaxoBa 6oka Heuectn -
TIOOpOKAYECTBEHH,

3JIOKaQYCCTBCHHU U

HeorpeencH: (BKII. KUCTH U

TTOJIHTIN)
Hapyienus Ha KpbBTa U Anemus MHoro yectu MHoro dyectu
nuMQHaTa CUCTEMa HeyTtponenus MHoro yectu MHoro yectu
JleBkomneHus MHoro yectu Yectn
TpomMOomuTOTICHUS MHoro yectu MHoro dyectu
®debOpuitHa HEYTPOTICHHS Uectn Heuectn
Jlnmdponenus Yectn Yectn
ITanumroneHus Heuectu Heuectn
Epurponenus Heuectn -
JleBkonuTo3a Heuectu -
MoHonuToneHus Heuectu -
Mononuro3a Heuectu -
I'panynouuroneHus Penxu -
Hapymenus Ha metabonu3ma u HamaneH anetur MHoro yectu MHoro yectu
XPaHEHETO XumoanoyMUHEMHS Yecrtu Heuectn
HexunpaTanus Heuectn -
XunepriavukeMust Heuectn Heuectn
Xunepkanuemus Heuectu -
XUMOKAILAEMHUS Heuectu -
XumnokanueMus Heuectu -
XUMOHATPUEMHUS Heuectn -
Xumnodocharemus Heuectn -
ITonarpa Penxu -
XunepHaTpueMHus Penxu -
TIcuxu4yHu HapyILICHUS TpeBoxKHOCT Heuectu -
bescpHue Heuectu -
Hapymenus Ha HepBHaTa Hucreysus Yectn Yectn
cucreMa
3amaiiBane Heuectn Yectn
I'maBobGomnme Heuectn Yectn
[Tepudepna vHeppomatus Heuectu Heuectn
ITapecTesus Heuectu Heuectn

1"




CucremMo-opraneH Kjiac

(MedDRA)? He:xenann peakunu YecToTa
MoHnoTepanus KomoOunanmus ¢
OeBanmu3ymad
Jleraprus Heuectu -
HespoTokcuuHocT Heuectu -
UyBcTBO Ha mapeHe Penxu -
Huzectesus Penku -
Xunepecre3us Penxu -
Xumoecre3ust Penxu -
Cunkon Penku -
Hapyienus Ha ounte Karapakra Penxu -
Jumnonus Penxu -
Cyxorta B ouute Penxu -
3aMbBIICHO 3peHUE Penku -
HawmaneHna 3purteniHa ocTpoTa Penxu -
Hapyuienust Ha yXoTo u CBETOBBPTEXK Heuectu -
naOupuHTa
JwuckomdopT B ymuTe Penku -
Cobpaevnn HapyIIeHUS Crenokapaus Heuectn -
Apurmus Heuectn -
TTanmuaranmu Heuectn -
Cb10BY HAPYIICHUS XunepToHus Heuectu Yectu
3aduepBsBaHe Ha JIUILIETO Heuectn -
XUMOTOHUS Heuectu -
EmMOonus Penxu -
PecniupatopHu, rpbaHu U JucnHes Yecrtu Yectu
MeIMACTUHAIHYU HapylueHus  benoapoOHa eMOous® Heuectun -
Juchonus Heuectu Heuectn
Kanumnna Heuectu -
Enucrakcuc Heuectu -
Punopes Penxu Hewectn
Opodapunreanna 60omnka Penxu -
IlneBpasieH U3IUB Penxu -

CroMantHo-4peBHU
HapYIICHUS

Huapust

TloBpbiiane

T'anene

Kopewmna 6onka
CromMatur

Koncrunauus

Uneyc
CromarrHo-4peBeH
KPBHBOU3IINB

Konut

SI3Bu B ycTata
Hapymenns B ycTHaTa KyXuHa
AGmoMUHAITHA TUCTEH3US
Br3nanenue Ha aHyca
Hucnencus
®natyneHnus

T'actput
lacrpoezodareanna
pedmykcHa 60ecT
I'mocur

Hapymeno usnpassane Ha
cTOMaxa
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MpHoro uectu

MHoro gectu
MHoro gectn
Yectn
Yectn
Yectn
Heuectn
Heuectn

Heuectn
Heuectn
Heuectn
Heuectn
Heuectn
Heuectn
Heuectn
Heuectn
Heuectn

Heuectn
Heuectu

MHoro Jectu

MHoro gecTu
MHoro gecTu
Yectn
MHoro JecTn
Yectn

Heuectn
Yectn
Yectn

Heuectn

Heuectn

Heuectn

Heuectn




CucremMo-opraneH Kjiac

(MedDRA)* Heskenanu peakumu YecToTa
MoHnoTepanus KomoOunamus ¢
OeBanu3ymad
IloBnurane Heuectu -
Hapymrenne Ha 360uTe Heuectn -
Aciat Penxu -
OcTbp maHKpeaTuT Penxu -
Cybuneyc Penku -
Jlomt mpx Penxu -
byxanen nmonun Penxu -
XeMoparuueH eHTEPOKOJIUT Penxu -
I'uHruBaIHO KbpBEHE Penxu -
Ezodarur Penxu -
3abosBaHe HA TAPOJOHTA Penxu -
IIpokTanrus Penxu -
Pedayke ractpur Penxu -
XenatoOWIMapHu HApyIIEeHUsT XUNEpOMITHPYOHHEMHUS Yectn Yectn
XenaTtoTOKCUYHOCT Heuectu -
JmmaTanus Ha KIIbYHUTE Penxu -
THTHINA
Hapymenus Ha xoxaTa 1 Anonenus Yectn Yectn
MOJIKOXKHATa ThKaH Cyxa xoxxa Yectu Yectu
Cupbex Yectn Heuectn
O6puB Yectn Heuectn
Hapyiienus Ha HOKTUTE Heuectu Heuectn
CunHIpoM Ha ImaaTMapHo- Heuectu Heuectn
IUIaHTapHa epUTPOAUCECTE3US
AkHe Heuectu -
Xunepxuaposa Heuectu -
VYprukapus Heuectu -
Mexypu Penku -
Epurem Penxu -
Peaxmuu Ha Penxu -
(hOTOUYBCTBUTEITHOCT
JIromeHe Ha Ko)karta Penku -
Hapyienus Ha MyCKyJIHO- Aprtpanrus Heuectu Yectu
CKEJIETHATa CUCTEMA U Muanrus Heuectu UecTtu
ChCAUHUTENIHATA ThKaH
MyckynHa cmabdoct Heuectu Heuectn
bonxka B kpaliHuIUTE Heuectn Heuectn
Bbonka B koctute Heuectu -
JuckoMdopT B KpaitHUITHTE Heuectu -
MyckynHM cia3Mu Heuectu -
OTOK Ha CTaBHTE Penkn -
Hapymenus Ha 660penure 1 [IpoTennypust Yectn Heuectn
MUKOYHUTE THTHUIIA
BbvOpeuna HeOCTaTHYHOCT Heuectu -
Xemarypus Heuectu -
MUuUKIMOHHY HapyLIEHUS Heuectu -
HewndexnnoseH mucTuT Penxu -
JleBkouutypust Penxu -
Hapymenus Ha MeHcTpyanHu HapyLIeHHS Penxu Heuectn

BB3NIPOU3BOAUTEIIHATA
CHUCTEMA U I'bpJaTa

OO0y HapymeHus u e)eKTH
Ha MSCTOTO Ha MPHIIOKEHUE

YnMopa
DedbprmuTeT

13

MpHoro uectu
Yectu

MHoro uectu
Heuectn




CucremMo-opraneH Kjiac

(MedDRA)? He:xenann peakunu YecToTa
MoHnoTepanus KomoOunanmus ¢
OeBanmu3ymad
JluraBu4HO BB3MATICHUE Yectu Heuectn
OO61110 HEepa3IMOIOKECHIE Yectu -
Ortox Uectn -
OO01110 BIIOIIABAaHE HA Heuectu -
(hU3MYECKOTO 3ApaBe
Bonka Heuectu Heuectn
YyBCTBO Ha MPOMEHEHA Heuectn -
TeJIeCHa TeMIiepaTypa
Kceposa Penxu -
M3cnenpanus IToHuXkeHO TeNneCHO TEeryio Uectn UecTtu

[oBumienu yepHoIpOOHU Yectn Yectn
€H3UMU
[loBumiena ankanHa ¢ocdaraza Yectn Hewectn
B KPBBTa
IloBuineHa nakraT Heuectu -
JIEXUIPOTreHas3a B KPbBTa
IToBumen C-peakTuBeH Heuectu -
MIPOTENH
TloBuiieH kpeaTUHUH B KpbBTa Heuectu -
[loBuieHa ypes B KpbBTa Heuectn -
IToHnXeH XeMaTOKpUT Heuectu -
TToBueHO MEXIYHAPOTHO Heuectu -
HOPMAJIU3UPAHO OTHOIICHHE
(INR)
VY IbIKEHO aKTUBUPAHO Penxu -
MapIHAITHO TPOMOOILIACTHHOBO
BpeMe
VYawmwxen QT uaTepBai B Penxu -
eJIeKTpOKapIuorpaMara
[TonrkeH o011 OeNTHK Penku -

a Paznuanau npeamountanu repmuau 1o MedDRA, 3a konuTo € mpueTo, 4e ca

KIIMHUYHO CXOJHH, Ca TPYIUPAHU TIOJ] €INH TEPMUH.
0. CpoO1uenu ca u pataiHu CIydau.
B. KosxHna peakius pbka-Kpak

CTapqecxa BB3pacT

[Ipu manmenTH Ha BB3pAcT 65 rONWHU WU TIOBEYe, KOUTO ca rmoirydaBanu Lonsurf kaTo MoHOTEpamnus,
YeCcTOTaTa Ha CIIEJHATE HEeXKETaH! CHOUTHS, CBhP3aHH C JICUCHHETO, € Omia 1mo-sucoka (> 5%) B
CpPaBHEHHUE C MAlMEHTHTE Ha BB3pacT nmoxa 65 roaunau: HeyTporneHus (58,9% crpsamo 48,2%), Texka
Heytponenus (41,3% crpsmo 27,9%), anemus (36,5% crpsmo 25,2%), Texxka anemus (14,1% copsmo
8,9%), namaien ametut (22,6% crpsimo 17,4%) u tpomboumTonenus (21,4% crupsimo 12,1%)

Koraro Lonsurf ce npunara B koMOuHatus ¢ 6eBanu3ymad mpy MarMeHTy Ha Bb3pacT 65 TOIMHH WK
MoBeYe, YeCTOTaTa Ha CIICJHUTE HeXXEJIaH! ChOUTHS, CBhP3aHH C JICUEHUETO, € To-BUucoka (> 5%) B
CpaBHEHUE C TMAIMEHTHTE Ha BH3pacT 1o 65 roaunu: HeyTponenwus (75,0% copsmo 65,1%), Texxka
Heytpomnenus (57,0% crpsimo 41,8%), ymopa (39,0% cnpsimo 32,2%), tpombonmTonenus (28,0%
cpsimo 20,5%) u cromatut (14,0% crpsimo 8,9%).

HNudexnmu

B xiuamaHATE 11a11¢60 KOHTpOIMpanu nmpoydsanus dasa Ill, cesp3anuTe ¢ redeHneTo nHPEKInu ca
HACTBIIBAJIH MO-YECTO MU MalUeHTH, JeKyBanu ¢ Lonsurf (5,8%), B cpaBHEHHE C Te3U, KOUTO ca
noiydvasaiu mianeoo (1,8%).
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B xIMHUYHOTO MpoyYBaHe 3a ynoTtpeda B KOMOMHAINS ¢ OeBanu3yMad, CBbP3aHUTE C JICYCHUETO
MH(EKINN ca HACTHIMIIM 110 CXO/ICH HAYMH IPH NallMeHTHTE, KOUTO ca nmpuemainu Lonsurf ¢
oeBanm3ymab (2,8%) B cpaBHEHHE C MALUEHTUTE, JIeKyBaHu camo ¢ Lonsurf (2,4%).

IIporeunypus

B ximHnYHMTE TUTane6o KoHTpoiupanu npoyusanus ¢aza IlI, mporenHypus, cCBrp3aHa ¢ JICUCHHETO,
ce e MosBsIBajia [0-4eCTo MpH ManueHTuTe, gekyBanu ¢ Lonsurf (1,8%), oTkonkoTo mpu Te3u, KOUTO
ca noy4aBanu miane6o (0,9%), kato Bcuuku ca Onimm ¢ TexkecT crened 1 mwiu 2 (BX. Touka 4.4).

B knmuHMYHOTO mpoyuBaHe 3a ynorpeba B komMOuHanus ¢ 6eBauu3ymad, enud naueHT (0,4%), KoHTo
e npueman Lonsurf ¢ 6eBannzymal, € choOIINII 32 CBBbP3aHa C JICUEHHETO MPOTEHHYPHUS CTEIEeH 2 U
HUTO €JIMH OT JIeKyBaHuTe camo ¢ Lonsurf narueHTH He € ChoOIIMIT 3a TakaBa (BK.TouKa 4.4).

JIbuerepanus

Nmaio e Manko mo-BUCOKa YeCTOTa Ha XeMAaTOJIOTUYHO CBhP3aHUTE U CBBP3aHUTE C MUCIOCYTIPECHS
HEXKEJIaHW PEaKIUK KaTo IsUT0 MPH MAIUEHTH, KOUTO NP TOBA ca OWMIIU MOJIOKEHU Ha
JTbUYeTepaIus B CpaBHEHHE C MAIMEeHTH, HeJICKYBaHU JIOTOTaBa C J'bUeTepanus B yCIOBHsATA HA
npoyuBaneTo RECOURSE (cvotBeTHO 54,6% B cpaBHeHue ¢ 49,2%), KaTo IpaBH BIICYATICHHE, Y€
(eOpuHaTa HEYTPOIICHHS € [T0-4ecTa MIPH NauueHTuTe JeKyBaHu ¢ Lonsurf, kouto ca mposenu
npeABapUTeIHa JIbUETepanys B CpaBHEHUE C TE3H, KOUTO HE ca.

B knmuHMYHOTO MpoyuBaHe 3a yrorpebda B KoMOWHaIus ¢ OeBalm3yMad He € HaOrolaBaHo
MIOBHUIIIaBaHE HA YECTOTATa HA OOIIUTE XEMAaTOJIOTUYHH U CBBP3aHUTE C MUEIIOCYIIPECHs HeXKeJIaH!
peakuuy Npy NaUeHTH, KOUTO ca MPOBEIN NpeABAPUTEIIHA JIbUYETEPAIIns, B CPABHEHHE C TAIIMEHTH,
KOHUTO HE ca POBEJIM TaKaBa, B iBeTe paMeHa Ha npoy4yBaHeTo SUNLIGHT: Lonsurf ¢ 6eBanuzymad
(73,7% cupsmo 77,4%) u narrentu camo Ha Lonsurf (64,7% crupsmo 67,7%).

HOCTMaDKeTI/IHFOB OIIUT IIPH NAIIMCHTH C HCDCBCKT36I/IIICH HanmpeaHall WK pCuuaAuBUpal
KOJIOPCKTAJICH KapIIMHOM

[Tpu manmenTn, nonyyasamu Lonsurf cnen pa3pemaBane 3a ynorpeda, ce cbo01ana 3a
WHTEPCTHUINAIIHA OeToapoOHa OoJIecT.

Cpo0liaBane Ha MOAO3UPAHU HEXKEIAHN PEaKIUU

Cp0o011aBaHETO HA MOI03UPAHU HE)KEIAHN PEaKIMU CIIE] pa3pellaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaskHO. TOBa IM03BOJIsABA Ja MPOIB/KHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPOAyKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3MCKBA J]a ChOOIaBaT BCKA
MOJTO3UpPaHa HeXKEIaHa PeaKiys Ype3 HAI[MOHAIHATA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Haii-Bucokara n03a Lonsurf, mpuioskeHa B yCIIOBHATA HAa KIMHUYHY IpoyuBanus ¢ 180 mg/m?
JTHEBHO.

HesxenannTe nekapcTBEHH peakiuy, ChOOIIAaBaHU BbB BPb3Ka C IIPEA03NPaHe ChOTBETCTBAT Ha
yCTaHOBEHUs Mo Ha OE30IacHOCT.

OCHOBHOTO OYaKBaHO YCJIOKHEHUE Ha IPEI03UPAHETO € CyIpects Ha KOCTHUS MO3bK.
Hsma n3Becten aHTHAOT 3a npeno3upane ¢ Lonsurf.
JleuenueTo Ha npeno3upaHeTo TPsOBa Ja BKIIOUBA OOMYaliHATa TeparieBTUYHA U yKperBalia

MCIUIMHCKA UHTCPBCHIHA, HACOUCHA KbM KOPCKI WA Ha MOABUINTC CC KIIMHWYHU IIPOABU U
HpO(bI/IJ'IaKTI/IKaTa Ha Bb3MOXHHU YCIIOXKHCHUS.

5. ®APMAKOJIOTUYHHU CBOMCTBA
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5.1 ®apmakoaMHAMUYHU CBOWCTBA
®dapmakoTepaneBTHUHA IpyNa: aHTUHEOIUIACTHYHHU cpeacTBa, anTuMetabonntu, ATC kox: LOIBCS59

MexaHn3bsM Ha JIEUCTBUE

Lonsurf ce cbcTOM OT aHTHHEOIUIACTHYCH HYKJICO3WICH aHAIOT Ha 0a3ara Ha TUMHWIHH —
TPUQIIYPUIUH U OT HHXUOUTOP Ha TUMUIUH (pochopunazara (TPase) — THIHPAIIUIOB XUAPOXIOPHII,
KOUTO ca B MOJIapHO choTHomieHue 1:0,5 (ternoBHo choTHOmeHue 1:0,471).

Cnen pITEHK OT pakoBUTE KJICTKH TpHDIypuanH ce hochopmwimpa OT THMUANH KMHA3aTa,
JOIIBJIHUTEHO c€ MeTabOoIN3Upa B KIIETKUTE 10 CyOCTpaT Ha Ie30KCUPHOOHYKICHHOBA KHCEINHA
(AHK) u ce BkmouBa aupektHo B JJHK, kato mo To3u HaunH npeun Ha pynkuuute Ha JJHK, ¢ mexn
MpeoTBpaTsIBaHe Ha KJIeThYHATa MPOosn(epanus.

Tpudnypuaunst 0baue ce pasrpaxaa 06p3o0 ot TPase u necHo ce Mmetabonu3upa upe3 epexTa Ha
II'bPBO NIPEMHUHABAHE IIPEe3 YEPHHS APOO ClieNl IepopalieH IpreM, KOeTo 00yciiaBs M BKIFOUBAaHETO Ha
uHxuouTop Ha TPase - THITMPAITUIIOB XUPOXIOPHUI.

[Ipu HEeKTMHUYHN TPOYUYBAHUS TPUQITYPUINH/ TUTTUPALNUIOB XHIPOXIOPUA TEMOHCTPUPA
MIPOTUBOTYMOpPHA aKTUBHOCT cpelty S-dayopoyparui (5-FU) 4yBCTBUTENIHN U PE3UCTSHTHU
KJIEThYHU JIMHUU Ha KOJIOPEKTAJICH PaK.

HuTOTOKCHYHOTO JieiicTBUE Ha TPUQITYPHINH/ THTTHPALIMIOB XUAPOXIOPH]] CPEIIY HIKOIKO YOBEIIKU
TYMOPHH KceHorpadTa MMa BUCOKa Kopenanus ¢ nHKopropupaHoto B JJHK konmyectso Ha

TpI/I(i)J'IypI/I,Z[I/IH, KOCTO IIpeArojara, 4€ ToBa € OCHOBHUAT MCXaHNU3bM Ha HeﬁCTBHe.

dapMakoAMHAMAYHU ePEKTH

Lonsurf Hsima edexTy ¢ KTMHUYHO 3HaUeHHEe BbpXY yAbnKkaBaneto Ha QT/QTc B cpaBHEHHE C
w1a1e0o0 B OTKPUTO U3NUTBAHE IPHU NMALMEHTH C HAIIPEJHAIN COJIMIHU TyMOPH.

Knnanuna edukacHocT 1 0€300aCHOCT

Memacmamuuen KoJlopekmaleH KapyurHom

Pandomusupano npoyusane ¢pasa Il na Lonsurf kamo monomepanus cnpsimo niayebo

Kmmangnara edukacHocT u 6e3omacHocT Ha Lonsurf ca olieHeHN B MEeXIyHApOIHO, PaHIOMH3HUPAHO,
JBOWHO-CIIANIO, Manebo-koHTpoaupano npoyuBae ®aza III (RECOURSE) npu nanuenTu ¢
MIPEIBAPUTEITHO JICKYBaH METaCTATHUCH KOJOPEKTAICH KapiimHoM. [IbpBryHaTa KpaliHa TOYKa 3a
eukacHocTTa € obmmaTa nmpexuseMocT (OII), a kpaltHUTEe TOYKY B TTOAKpETa Ha e(hUKacHOCTTa ca
npexussemoct 0e3 nporpecus (ITBI1) u crenen Ha 061y otrosop (CEO0).

O6m1o 800 maruenTy ca OWIM paHJIOMH3HpaHU B choTHOIIeHue 2:1 ja nomydaBat Lonsurf (N = 534)
UTIOC Haii-no0pute momabpxkammu rpwkn (BSC) nm crotBercTBanio my miamnedo (N = 266) muroc
BSC. Hosupanero na Lonsurf ce 6a3upa Ha TenecHara nmosbpxHocT (BSA) ¢ nHavanna goza 35
mg/m?/no3a. [[poy4BaHOTO JIEUEHHE € NPUIIAraHO TIEPOPAITHO JIBA IHTU IHEBHO CJIE]] CYTPELIHOTO U
BCUCPHOTO XpaHEHE B MPOABIDKEHUE Ha 5 THU CEIMHYHO C May3a 2 THHU B IPOABIDKEHHE Ha 2
ceIMUIIM, TIOCNieIBaHH OT 14 nHeBHaA may3a, KOeTo ce moBTaps npe3 4 ceqmunu. Jleyenneto e
NPOIBIDKHIIO IO TOSIBA HA MPOTpecus Ha 3a00JIIBAHETO WM HETPHEMIIMBA TOKCUYHOCT (BXK. TOUKA
4.2).

[Ipu 800 pangoMHU3MpaHy MALMEHTH, MEANAaHaTa Ha Bb3pacTTa e Ouna 63 ronunu, 61% ca Ounn Mexe,
58% ca Ounu ot eBporeniHara/0suaTa paca, 35% ca OuaM OT MOHTOJIONJHATa/a3nuaTckaTa paca u 1%
ca OWIIM YepHOKOXKH/adhpoaMepHKaHITH, KATO BCHUKH TAIlUCHTH Ha U3XOIHOTO HUBO Ca UMM OIICHKa
3a ¢ynkunonaieH cratyc (PS) mo metona Ha M3Tounara rpyna 3a ChTpyIHHYECTBO 110 OHKOJIOTHS
(Eastern Cooperative Oncology Group - ECOG) 0 unu 1. [IppBuuHara nokanu3anus Ha 0ojecTTa e
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Ko10H (62%) mn pextym (38%). Ctarycst mo KRAS e 6un nuB (49%) nnm myTanteH (51%) B
HAYaI0TO Ha Tpoy4uBaHeTo. Menuanarta Ha Oposi Ha TIPEIXOHUTE JIMHUY Ha JICYCHHE Ha
METACTaTUYHOTO 3a00JsBaHe ¢ Owa 3. BCHYKY MaIMeHTy ca MOyYHIIH JIeYeHue ¢ Oa3upaHa Ha
(hIyoponMpUMUINH, OKCATTUILIATHH U UPUHOTEKAH XUMHUOTepanus. Bcuuku ¢ H3KIFOUeHUE Ha

1 marmeHT ca noyrydaBaiiy OeBanu3ymMad ¥ BCHYKH, C U3KITIOUYEHHE Ha 2 MAIEeHTH ¢ TYMOPH OT JIUB
tun KRAS, ca nmonydaBanm manutymyma0 wim netykcumad. /IBeTe TeparneBTHYHY TPy ca
CpPaBHHMMH TI0 OTHOIICHUE Ha JeMOTrpa)CKUTE XapaKTEPUCTHKY U XapaKTEPUCTUKUTE Ha OOJIecTTa Ha
M3XO0JTHOTO HHBO.

Amnanu3st Ha OIl npu nmpoy4BaneTo, u3BbpILEH 110 Twiad Ha 72% (N = 574) ot csOuTHATa, TOKa3Ba
KJIMHAYHO BayKHA M CTAaTHUCTHYECKH 3HaYMMa I10J13a TI0 OTHOILIEHHE Ha MpexussieMoctTa npu Lonsurf
mwitoc BSC B cpaBHenue ¢ minane6o mioc BSC (croTBeTHO, KoeduiueHt Ha puck: 0,68; 95%
nmoseputeneH uarepsai U] [0,58 no 0,81]; p <0,0001) u meauana va OII 7,1 Mecena B cpaBHEHHE C
5,3 mecena; ¢ 1-roguiiHa cTeneH Ha IpeKUBsIeMOCT CbOTBETHO 26,6% u 17,6%. I1BII noka3Ba
3HAYUTEIHO MOJ00peHre py manuenTuTe, nonydaBanu Lonsurf miroc BSC (koedunuieHT Ha puck:
0,48; 95% AN [0,41 no 0,57]; p < 0,0001 (Bx. Tabnuna 7, @urypa 1 u @urypa 2).

Ta6auuna 7 — PesynTaTu 3a 6e30macHOCT 0T KIMHMYHOTO mpoyuBaHe ¢a3a III (RECOURSE) npn
NMANHEHTH ¢ MeTACTATHYEH KOJIOPEeKTaIeH KapIUHOM

Lonsurf mmoc BSC Ilnanedo naroc BSC
(N=534) (N=266)
Oo0ma npexuBsieMocT
Bpoit cmbpTHU citydan, N (%) 364 (68,2) 210 (78.,9)
Menuana Ha OIT (mecenm)* [95%
An]° 7,11[6,5; 7,8] 5,3 [4,6; 6,0]
Koeduruent nHa puck [95% U] 0,68 [0,58; 0,81]
P-croitnoct® <0,0001 (1-cTpanHO H 2-CTpaHHO)
IIpe:xxnBsiemocT Ge3 nporpecust
Bpoii Ha ciiydanTe ¢ mporpecus Uiau
cMbpT, N (%) 472 (88,4) 251 (94,4)
Menunana Ha [1BI1 (Mecenn)? [95%
AU]° 2,0 (1,9;2,1) 1,7 (1,7; 1,8)
Koeduruent nHa puck [95% U] 0,48 [0,41; 0,57]
P-croitnoct® <0,0001 (1-cTpanHO 1 2-CTpaHHO)

® mporHo3HHM cToitHOCTH M0 Kaplan-Meier

® Meromonorus Ha Brookmeyer u Crowley

® Crpatuduimpan log-rank tect (moarpymnu: cratyc mo KRAS, BpemMe 0T THarHOCTUIMPAHETO Ha
IbpBaTa MeTacTa3a, peruoH)
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®@urypa 1: Kpuu na Kaplan-Meier Ha o0mara npe;xuBsieMOCT NPHU MAIMEHTH ¢ MeTACTATHYEH
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®urypa 2: Kpusu Ha Kaplan-Meier Ha npe:xuBsieMocT 6e3 mporpecusi Npy NAlAEHTH €
MeTacTaTudeH kojopekTaiteH kapuuHoM (RECOURSE)
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Axrtyanmusupan ananu3 Ha OIl, mposenen npu 89% (N = 712) cpbutns, NOTBbpKAaBa KIMHUYHO BaKHA
¥ CTaTUCTUYECKM 3HAYMMa I0J3a IO OTHOLIeHWEe Ha mpexussemMoctta npu Lonsurf mmoc BSC B
cpaBHenue ¢ anedo mwioc BSC (koepunuent Ha puck: 0,69; 95% nosepurenen untepsai [AM1] [0,59
no 0,81]; p <0,0001) u menuana na OII 7,2 mecerna B cpaBHEHHUE ¢ 5,2 Mecella; 1-roAuIiHa CTeTeH Ha
MPEXUBSIEMOCT ChOTBETHO 27,1% u 16,6%.

[Mon3zata o ornomenue Ha OIT u [1BI1 ce HabnroaBa cTaOMITHO BB BCHUKH PEJICBAHTHU
IPEBAPUTEITHO OIPE/IENICHH TOATPYIIH, BKIIOYUTETHO MO paca, reorpad)CKu peruoH, Bb3pact (< 65;
>65), non, ¢pynkunonaneH craryc no ECOG, craryc no KRAS, BpeMe 0oT 1uarHocTHLIUpaHETO HA
bpBaTa MeTacTas3a, Opoil Ha MEeTaCTaTUYHUTE OTHMIIA U JIOKAJIM3aLus Ha IbpBUYHKUA TyMop. [lon3aTa
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oT Lonsurf 1o oTHOIIEHNE Ha IIPEXKUBIEMOCTTa €€ MOAABPIKA U ClIe ] KOPEKLHs 32 BCHUKH 3HAUUMHU
INPOTHOCTUYHM (PaKTOPH, @ UMEHHO BpeMe OT AUArHOCTHUIIMPAHETO Ha IbpBaTa METacTasa,
¢ynkunonanen cratyc no ECOG u 6poii Ha MeTacTaTHUHUTE OrHUIIA (KoeuueHT Ha puck: 0,69;
95% AU [0,58 no 0,81]).

Iectaecer u equn npoueHTa (61%, N = 485) oT BcHuky paHAOMU3NPAHA MAIIMEHTH Ca MTOJTy9aBaH
(1yopOonMpUMHINH B PaMKUTE Ha MOCJeIHaTa CH TepaleBTUYHA CXeMa Ipean paHIOMU3HUPaHe, OT
KOHTO 455 (94%) ca 6unu pedpakTepHu KbM QIyOPOTUPUMUIUH KbM ITIOCOUYEHUsI MOMEHT. Cpell Te3u
MAIMEHTH Ce MoAIbprka u nojizata npu Lonsurf mo otHorienue Ha OI1 (koedunment puck: 0,75, 95%
AN [0,59 no 0,94]).

Ocemuagecet nporienta (18%, N = 144) oT BCHYKHU paHIOMHU3UPaHH MAIIMCHTH Ca MOTyIaBaIH
peropadenn6d npeau pangomusupane. Cpel Te3u MaueHTy ce IoAabpka nonsara npu Lonsurf mo
otHomenue Ha OII (koepunment puck: 0,69, 95% AU [0,45 no 1,05]). EpextsT ce moaabprka u npu
HEJIeKyBaHU ¢ peropadeHud namueHTu (koeduuuent Ha puck: 0,69, 95% AU [0,57 no 0,83]).

CBOO (1rbJieH OTroBOp, YaCTHUEH OTIOBOP MIJIM CTAOMITHO 3a00J1sIBaHe) € OWJI CTAaTHCTUYECKH 3HAYUMO
NO-BUCOK MPH MAaIMeHTH, JeKyBanu ¢ Lonsurf (44% B cpaBHenue ¢ 16%, p < 0,0001).

Jleuenueto ¢ Lonsurf miroc BSC uma 3a pe3ynraTr cTaTHCTHYECKH 3HAYUMO yrbibkaBaHe Ha PS <2 B
cpaBHeHue ¢ mianedo miroc BSC. Meananata Ha Bpemeto a0 PS > 2 3a rpynara na Lonsurf u 3a
rpymnara Ha miane6o e ouia cboTBeTHO 5,7 Mecena u 4,0 mecena npu koepunueHT puck ot 0,66 (95%
JU: [0,56; 0,78]), p < 0,0001.

Panoomusuparno npoyusane pasa Il na Lonsurf 6 kombunayus ¢ besayusymad cnpamo Lonsurf

Knmuangnata edrkacHocT u 6e3omacHocT Ha Lonsurf B komOuHarms ¢ 6eBanm3ymad crpsmo Lonsurf
KaTO MOHOTEpAIHMs ca OLCHEHH B MEXIyHapOIHO, PAHIOMHU3UPAHO, OTKpUTO IpoyuBaHe (aza 11
(SUNLIGHT) npu nanieHT ¢ MeTacTaTi4eH KOJIOPEKTaIeH KapHOM, KOUTO MPEAH TOBa ca
JIEKyBaHH ¢ Hali-MaJIKO JABE IPEAXOJHU CUCTEMHHM TEpPaleBTUUHU CXEMU 3a HaIpeAHaNl CTaqui Ha
OoecTTa, BKIIOYUTEITHO (DIyOpPOITUPUMHUINH, HPUHOTEKaH, OKcanuIuiaTil, antu-VEGF
MOHOKJIOHATHO aHTHUTsUI0 W/nin aHTU-EGFR MOHOKIIOHAJIHO aHTUTSIIO 33 MALMEHTH C TYMOp OT IUB
tutt RAS. [TepBruHaTa KpaitHa Touka 3a erukacHoctTa € obmarta npexussemocT (OII), a ocHoBHaTa
BTOpWYHA KpaifHa TOuYKa 3a epukacHOCTTa € npexkuBiaeMoct 6e3 nporpecus (I1BIT).

00610 492 maruenTH ca Ommm pangoMu3upand (B chotHOIeHue 1:1) ma momydasar Lonsurf ¢
oesarmzymad (N = 246) nmm Lonsurf kato monoTepanms (N = 246).

[ManuenTuTe ca npueManu Lonsurf (Hauanna mo3a 35 mg/m?), mpuiara IepopaiHo ABa IITU JHEBHO
Ha Jlen 1 — 5 w Ha Jlen 8 — 12 oT Bceku 28-THEBEH IUKBII, CAMOCTOSTEIIHO MIIH B KOMOMHAIINS C
oeBaru3yma0 (5 mg/kg), npunarad HHTPaBeHO3HO Ha Beeku 2 ceamunu (Ha e 1 u 15) oT Bceku 4-
ceamuueH NUKbI. [laruenTuTe ca MpoabIDKIITN TepanusiTa JI0 T0sBa Ha MPorpecus Ha 3a00JIIBaHeTOo
WJIM HETIPUEMIIMBA TOKCUYHOCT (BK. Touka 4.2). M3non3BaneTo Ha OeBanu3ymMad KaTo MOHOTEPAITHS
HE € MTO3BOJICHO.

XapaKTepUCTUKHUTE Ha U3XOTHOTO HUBO KATO ISUTO ca OajJaHCHUpaHW MEXIY ABeTe Tpymnu. MemuanaTta
Ha Bb3pactTa ¢ 63 rogunan (nuanazoH: 20 — 90), kato 44% OT NalMEeHTUTE ca Ha BB3pacT > 65 TOAUHH,
a 12% — Ha Bp3pacT > 75 roaunu, 52% OT HalMeHTUTe ca Mbxke, u 95% ca ot Ositata paca, 46% ca
umanu onerka 3a PS mo ECOG 0, a 54% — ouenka 3a PS mo ECOG 1. IIppBuyHaTa tokanu3anus Ha
Oonecrtra e koJoH (73%) nmu pextyM (27%). O6mro 71% ot marueHTHTEe ca MManu TyMop ¢ RAS
MyTanusi. MenuaHaTa Ha POIBIDKUTEITHOCTTA Ha JICUSHHETO € 5 Mecena B rpynara Ha Lonsurf-
OeBaru3yMab u 2 Mecelia B rpynara Ha Lonsurf. Q0110 92% oT nanueHTrUTe Npean ToBa ca JICKyBaH!
C JBE MPOTUBOPAKOBH cxeMu 3a HanpeaHan ctaauil Ha KPK, 5% — ¢ egna, a 3% — ¢ moBeue OT ABe.
Bcenukuy naruieHTy npeay ToBa ca JIeKyBaHU C (PIIyopOnUpUMUANH, HPUHOTEKAH U OKCATTUILIATHH,
72% ca npexmniecTBaiio JIekyBanu ¢ anTu-VEGF MOHOKIIOHATHO aHTUTSII0, a 94% OT MaIUeHTHUTE C
TyMop oT nuB TUI RAS nipenu ToBa ca nexkyBanu ¢ aHTU-EGFR MOHOKIIOHANHO aHTUTSIIO.

Lonsurf B koMOuHarust ¢ 0eBaru3yMad BOJM 10 CTATUCTUYECKH 3HAYMMO ITOJ00pEHNE IO OTHOIIIEHUE
Ha OIT u ITIBII B cpaBHenue ¢ Lonsurf kato MoHOoTepanus (Bk. Tabnwuia 8 u durypu 3 u 4).
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Tabauna 8 — Pe3yaraTu 3a epuKAaCHOCT OT KIMHUYHOTO mpoyuBaHe (pa3za III (SUNLIGHT) npu
NANMEHTH ¢ METACTATHYEH KOJOPEKTAJIEH KAPIUHOM

Lonsurf miioc
O0eBanu3ymao Lonsurf
(N =2406) (N =246)
O01ma npexxuBseMOCT
Bpoii cmbpTHE ciyyan, N (%) 148 (60,2) 183 (74.,4)
Menuana Ha OIT (mecenm)* [95%
J° 10,8 [9,4; 11,8] 7,516,3; 8,6]

Koeduruent nHa puck [95% U]

0,61 [0,49; 0,77]

P-croiinoct®

< 0,001 (1-ctpanHo)

IIpe:xuBsieMocT 6e3 mporpecus (3a B

CCKH I/l3CJ'leIl0BaTe.Tl)

Bpoii Ha ciiydanTe ¢ mporpecus Uiau

cMbpT, N (%) 206 (83,7) 236 (95,9)
Menunana Ha [1BI1 (Mecenn)? [95%

A)° 5,6 (4,5;5,9) 24(2,1;3,2)

Koeduruent nHa puck [95% U]

0,44 [0,36; 0,54]

P-croiinoct®

< 0,001 (1-ctpanHo)

* mporHo3HHu ctoitHocTy 1o Kaplan-Meier
® Meromonorus Ha Brookmeyer u Crowley
® Crpatudunupat log-rank tecT (MOArpymnu: peruoH, BpeMe OT JUarHOCTUIUPAHETO Ha ITbpBaTa

MmeTacTasa, cratyc no RAS)
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®@urypa 3 — Kpusu Ha Kaplan-Meier Ha o01iaTa npe;kuBsieMOCT P NMAIMEHTH C MeTACTATHYEH

BeposTHocT 3a npexussemocT (%)

100 H

80

60

40

20 A

KkoJiopexTajieH kapuuHoM (SUNLIGHT)

—t— Lonsurf + 6eBarm3syma6
--=--- Lonsurf
Koedwuiment na puck ot eMmspT, 0,61 (95% U,

0,49 —0,77)
P<0,001 (1-ctpanuo)

T T T T T T T T T T T 1 1 T T T T T 1 T T
0 1 2 3 4 5 6 7 8 % W 11 12 13 14 15 1 17 18 1% 20

OII (Meceny OT paHIOMHU3HPAHETO)

Bpoii nanueHTH, U3J10)KEHN Ha PUCK

Lonsurf + Geanmsyma® 246 244 239 230 217 203 183 160 149 131 119 104 8% 69 52 37 24 13 2 0 0

Lonsurf

246 242 230 205 184 163 143 120 108 @5 85 76 63 44 24 16 10 5 2 1 0

®urypa 4 — Kpusu Ha Kaplan-Meier Ha npe:xuBsieM0cT 0e3 nmporpecusi Npu NAaHEHTH ¢

BeposrHocT ot npexuBsieMocT 6e3 nporpecus (%
P p porp

Lonsurf + 6csaumyMa@ a6 942

MeTacTaTH4deH KosiopekTajieH kapuunom (SUNLIGHT)

100 < Lonsurf + 6eBanuzymat
- Lonsurf
30 ". Koedumuent na puck ot nporpecust wim cMbpt, 0,44 (95% U,
| 0,36 —0,54)
. P <0,001 (1-cTpanuo)
60
40
20 4
0 -
T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 JLUE 12 13 14 15 16 17 18
Bpoit naumenTH, U37105KeHH Ha PUCK TIBIT (Mecenm OT paHIOMH3HPAHETO)

198 179 153 128 99 g9 70 6l 52 43 25 18 13 7 4 2 0

Lonsurf 246 236 147 109 74 56 36 29 19 12 g f 2 2 1 1 0 0 0

[on3zata no orHomenue Ha OII u [1BI1 ce HabnronaBa cTabMITHO BB BCHUKH PAaHAOMHU3UPAHH CTPATH
Y BB BCHUYKH MIPEIBAPUTEIHO OIPEIEIeHN TIOATPYTH, BKIFOYHTEIHO TI0 T0J, Bh3pacT (< 65,

> 65 rouHM), JTOKAIN3aIHs Ha TbPBUYHOTO 3a00MsIBaHe (JSICHO, JISIBO), GYHKIIMOHAIEH CTATYC I10
ECOG (0, > 1), npenmecTBaiia Xxupypruita pe3ekiuus, Opoi iokanuzanuu Ha metactas, (1 — 2,

> 3), ceoTHOICHHE HeyTpodumu/mumdonutd (NLR < 3, NLR > 3), 6poii Ha Ipe X0 HUTE CXEMH Ha
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JIeYCHIE Ha METaCTaTUIHOTO 3a00JIsIBaHE ¢ JIeKapcTBeHU NpoaykTH (1, > 2), cratyc Ha BRAF, cratyc
Ha MHKpocaTenTHa HectabmrHocT (MSI), mpenxoaHo jgedenne ¢ 6eBarn3yMad U ImocjeIBaIio
nedeHue ¢ peropadeHuo.

Memacmamuuen pak Ha cmomaxa

Knuanynara edukacHocT u OezomacHocT Ha Lonsurf ca onieHeHH B MEXIyHapOIHO, PaHIOMU3UPAHO,
JIBOMHO-CJIATIO, TUTale00-KOHTpoIpano mpoyuBane ®aza 111 (TAGS) npu nmanueHTH ¢
NpeBAPUTEITHO JIEKYBaH METACTATHUYECH PAaK HA cTOMaxa (BKJIIOYMTEIHO U aJICHOKAPIIMHOM Ha
ractpoe3oareaHaTa Bpb3Ka), KOUTO IPeIn TOBa ca OWIN JIEKyBaHU C Hail-MaJIko JBE MPEIXOIHU
CHCTEMHHM TepalleBTUYHHU CXEMH 3a HallpedHaj cTaauil Ha OoJjiecTTa, BKIIOUUTETHO ¢ Oa3upaHa Ha
(h1yopOnTMpUMHINH, TUIATHHA W WK TaKCaH, WM UPUHOTEKaH XUMHOTEPAIIHs, IJITF0C, aKo € OUII0
MOJIXOALIO, U C TApreTHA Tepamusi, HacOueHa KbM PEeLenTop 2 3a YOBEIIKU ENUACPMAJICH PACTEKEH
¢akrop (human epidermal growth factor receptor 2 — HER2). [IppBuunara kpaiiHa Touka 3a
edpukacHoct e odmara npexussiemoct (OI1), a moakpensuTe KpatHA TOYKH

3a epukacHoCT ca npexuBsiemoct 0e3 mporpecus (I1BI1), o6ma yecrora Ha otroBop (OYO), cremneH Ha
o611 otroBop (CBOO), Bpeme 1o BiomasaHe Ha pyHKIHoHanHuA cTatyc o ECOG ¢>2u
Ka4ecTBOTO Ha KUBOT. OIEHKHUTE Ha TYMOPA, ChITIACHO KPUTEPHUHTE 3a OIIEHKA Ha OTTOBOpa MpH
conuanu Tymopu (Response Evaluation Criteria in Solid Tumours — RECIST), Bepcust 1.1, ca 6miun
U3BBPIIBAHU OT U3CIIE0BATENS/MECTHHS PEHTI€HOJIOT BEJJHBK Ha 8 CeMUIIH.

00610 507 manueHTH ca OMIM paHJIOMHU3UpPaHU B choTHOIICHUE 2:1 na noaydasat Lonsurf (N = 337)
IDTIOC Haif-100puTe momabpxammy rpuwkn (BSC) umm mmane6o (N = 170) mumroc BSC. [lo3upaneTto Ha
Lonsurf ce 6a3upa Ha Tenecnara mobpxHocT (BSA) ¢ HauanHa n03a 35 mg/m*/no3a. [lpoyusanoro
JICUCHHE € MPUIIAraHo MEePOPATHO J[BA ITHTH JHEBHO CIIE/I CYTPEIIHOTO U BEYEPHOTO XpaHECHE B
NPOJBIDKCHUE HA 5 IHU CEMUYHO C T1ay3a OT 2 THY B TIPOIBIDKEHUE HA 2 CEJIMHUITH, TIOCIICIBAHH OT
14-nHeBHa nay3a, KOETO ce oBTaps npe3 4 ceamuuy. [lanuenTure ca NpoabHKaBaIn JICYEHHUETO O
MOsIBa Ha TIPOTPECHsl Ha 3200 IIBAHETO WM HEMPUEMITBA TOKCUYHOCT (BXK. TOUKa 4.2).

[Ipu 507 pangomMu3upany MalMeHTH MeJaHaTa Ha Bb3pacTTa € Ouna 63 rogunu, 73% ca 6unm Mbxe,
70% ca O6unu ot Osmara paca, 16% ca Omin OT a3uaTcKu mpou3xon u < 1% ca Ounu
YepHOKOXKU/appoaMepHUKaHIIH, KaTO BCHUKH MAIEHTH Ha U3X0JJHO HUBO Ca MMAJIH OIEHKA IO CKayaTa
3a ¢yaknuonaneH cratyc nmo ECOG (M3To4nata rpyma 3a ChTpyIHHUYECTBO 10 OHKOJIOTHs, Eastern
Cooperative Oncology Group ) 0 nnm 1. [IspBHYHOTO pakoBo 3a00JsBaHE € OWIIO paK Ha cTOMaxa
(71,0%) nnun Ha ractpoesodareanHara Bpb3ka (28,6%), wiu u neere (0,4%). Meauanata Ha Opos Ha
MIPEIXOJHUTE CXEMH Ha JICUCHUE Ha METAaCTaTUYHOTO 3a0osiBaHe ¢ Owia 3. [Toutu Bcuuku (99,8%)
NalMEHTH ca MOMYYHIIN MPEAXOIHO JieueHue ¢ Gpuyoponupumuant, 100% ca momyduau mpeaxomHo
JeyeHue ¢ miatuna, a 90,5% ca nposeny mpeaxoaHo JeueHue ¢ Takcad. [IpubnusuTenHo nonoBuHaTa
(55,4%) manpieHTH ca MOYYUITH TPEIX0THO JIEYCHUE ¢ UPUHOTEKaH, 33,3% ca moIy4miy mpeaxo1HO
neuyeHue ¢ pamyuupymad u 16,6% ca nomyunim npeaxoano neuenue ¢ HER2-raprerna tepanus.
JIBeTe TepaneBTHUHH IPYNHU Ca CPABHUMHU IO OTHOIIEHHE Ha IeMOrpadCKUTe XapaKTePUCTUKU U
XapaKTepUCTUKHUTE Ha 0OJIECTTa Ha U3XOAHOTO HHBO.

Amnanu3zst Ha Ol npu npoy4saneTo, U3BbpILEH 110 T1aH Ha 76% (N = 384) ot cvOuTHATA, TOKA3Ba, e
Lonsurf murroc BSC Boju 10 ctaTUCTUYECKH 3HaUMMO To1o0peHue 1o oTHolneHue Ha OIl B cpaBHeHHE
¢ mare6o mwitoc BSC ¢ koedunuent Ha puck (HR) 0,69 (95% U: 0,56; 0,85; 1- u 2-cTpanHuTe p-
croriHocTH ca Ommm croTBeTHO 0,0003 1 0,0006), KoeTo choTBeTCcTBa Ha 31% HaMasiBaHE Ha PUCKA OT
cMbpT B rpynara Ha Lonsurf. Meaunanara na Oll e 5,7 mecena (95% [U: 4,8; 6,2) 3a rpynara Ha
Lonsurf B cpaBHenue ¢ 3,6 mecerna (95% JAU: 3,1; 4,1) 3a manebo-rpynara; npu 1-roguiiHa CTerneH
Ha TIpeXuBIeMOCT choTBeTHO 21,2% 1 13,0%.

[1BI1 e moBuieHa 3HAYNTEITHO MPH MAIUEHTHTE, moydaBain Lonsurf murroc BSC, B cpaBHeHwme ¢
miane6o mwiroc BSC (CP 0,57; 95% AN [0,47 no 0,70]; p < 0,0001 (Bx. Tabmuna 9, @urypa 5 u
®urypa 6).
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Tadauua 9 — Pe3yaraTu 3a epuKaCHOCT OT KJIMHUYHOTO mpoyuBaHe (paza I1I (TAGS) npu
MAIMEHTH C METACTATHYEH PAaK HA CTOMAXa

Lonsurf mmoc BSC Inanedo noaroc BSC
(N=337) (N=170)

Oo0ma npexuBsieMocT
Bpoit cmbpTHU citydan, N (%) 244 (72,4) 140 (82,4)
Menunana Ha OII (Meceun)?
[95% OA1° 5,74,8; 6,2] 3,6 [3,1;4,1]
Koeduruent nHa puck [95% U] 0,69 [0,56; 0,85]
P-croitnoct® 0,0003 (1-ctpanno); 0,0006 (2-cTpanHO)
IIpe:xxnBsiemocT Ge3 nporpecust
Bpoii Ha ciiydanTe ¢ mporpecus Uiau
cMbpT, N (%) 287 (85,2) 156 (91,8)
Menunana Ha [1BI1 (Mecenn)?
[95% OA1° 2,0 [1,9; 2,3] 1,8 [1,7; 1,9]
Koeduruent nHa puck [95% U] 0,5710,47; 0,70]
P-croitnoct® <0,0001 (1-cTpanHO M 2-CTpaHHO)

® mzuucnenus no Kaplan-Meier

® Meromonorus Ha Brookmeyer u Crowley

® Crpatuduiupan log-rank tect (ctpatu: peruoH, craryc mo ECOG Ha M3XOIHO HHUBO, IIPEIU
JIeUCHHE C paMyIpyMal)

®@urypa S — Kpusn nHa Kaplan-Meier Ha o0maTa npexuBsieMOCT IPH NAIUEHTH ¢ METACTATHYEH

pak na cromaxa (TAGS)
00 = Lonsurf
BeposTn __l_lnauc60
50
OCT 3a
npexusi
emocty, | Koedwuiment na prck ot emspT, 0,69 (95% U, 0,56-0,85)

P=0,0003 (1-ctpanHo) ; p =0,0006 (2-cTpanHo)

g 9 o 11 2 13 14 15 16 17 18 19 20 21 22 23 24 25

0 1 2 3 4 5 ] 7
Meceun OT paHJOMHU3HUPAHETO

bpoii n3noxeny Ha puck:
Lonsurf
Tnaue6o

Mecenu oT DaHTOMUIUDAHETO

337 328 282 240 201 161 124 102 B0 66 51 40 31 22 16 11 9 7 s 7 4 4 4 3 1 0
170 158 131 1001 71 60 47 40 34 29 17 12 10 9 7 5 2 3 0 0 0 0 0 0 0 0
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®durypa 6 — Kpusu Ha Kaplan-Meier Ha npe:xuBsieMOCT 0e3 nmporpecusi Npu NAMEHTH ¢
MeTacTaTudeH pak Ha cromaxa (TAGS)

Lonsurf

——TOnaueco
ocr3a
HPEKUBS
80— by Koedumment Ha puck ot nporpecus umu cMupT, 0,57 (95% AU, 0,47-0,70)
€MOCT P<0,0001 (1-cTpanHO u 2-CTpaHHO)
70 -
6e3
nporpe¢’ 7]
ust (%) 30

40—

30

a.__‘_____‘_h

0 T T T T T T T T T T T T T 1
5 6 7 8 9 10 11 12 13 14
Mecewu OT paHIOMU3HPAHETO
Bpoif H310KenN Ha pHCK .
Lonsurf

Tnane6o 337 314 154 122 72 60 37 32 20 18 12 9 4 2

170 145 41 21 12 1 8 5 2 2 1 1 4 1 0

=

ITonzara mo otHomenue Ha Ol u ITBII ce HabmomaBa CTAOMIIHO BHB BCUYKH PaHIOMU3HPAHU CTPATH
U BbB BCHUUKHU IIPEABAPUTEIIHO OIIPES/ICHH OATrPYIIH, BKIFOUUTEIHO 10 101, Bb3pacT (< 65;

> 65 roguHM), eTHUYECKU Npou3xo, pyHkunonaneH cratyc no ECOG, npeaxoaHo nedeHue ¢
pamyupymad, IpeAXOAHO JieueHHe C UPUHOTEKaH, Opol Ha MPEeIXOJHUTE CXeMHU Ha jedeHue (2; 3;

> 4), mpexo/iHa racTPeKTOMUS, ITbPBUYHA JIOKATM3AIHS Ha TyMopa (CToMax; ractpoe3odareanHa
Bpb3Ka) 1 craryc mo HER2.

OOmiara yecToTa Ha OTTOBOP (II'BJIEH OTTOBOP + YAaCTUYEH OTIOBOP) He € Onila 3HAUMTETTHO 0-BUCOKa
NpY TalMeHTH, nekyBanu ¢ Lonsurf (4,5% B cpaBHenue ¢ 2,1%, p-ctoitHocT = 0,2833), HO cTOlHOCTTA
Ha COO (IrpJieH OTTOBOP WIIM YaCTUYEH OTTOBOP WIIH CTaOMITHO 3a00IIsBaHe) € OHila 3HAYUTEIIHO T0-
BHCOKA TpH ManueHTH, JekyBanu ¢ Lonsurf (44,1% B cpaBHenue ¢ 14,5%, p < 0,0001).

MennaHara Ha BpeMeTo 1o BiolaBaHe Ha pyHkiuonanaus cratyc no ECOG no croiiHoCcT > 2 e Ouiia
4,3 meceria 3a rpynara Ha Lonsurf B cpaBHeHue ¢ 2,3 Mecelia 3a rpymnata Ha 1iaie6o npu CP 0,69
(95% AU: 0,562; 0,854), p-croitHocT = 0,0005.

IleguaTpryHa IOMYJIAIHS

EBpomneiickaTta areHIus 1o JieKapcTBaTa 0CBOOOXKIaBa OT 3aAbKEHHETO 3 MPEOCTaBsIHE Ha
pesynTature oT mpoyuBaHuATa ¢ Lonsurf BbB BCHUKH MOATPYNH HA MEAMATPUYHATA TOIYJAIHS TIPH
pedpakTepeH, MeTacTaTHYCH KOJIOPEKTaJIeH KapIIMHOM U NPH pedpakTepeH METaCTaTHYEH paK Ha
cTomaxa (BX. Touka 4.2 3a HpOpMaLus OTHOCHO ynoTpeOa B MeAUaTpUsITA).

TlanmmeHTH B cTapyecka Bb3pacT

NMa orpaHnyeHu JaHHU 3a TIAIIMEHTH, JieKyBaHU ¢ Lonsurf, Ha Bb3pacT 75 rOAMHYU U MTO-BB3PACTHH:

- 87 maumentu (10%) B coopuute nannu Ha m3nutBanusita RECOURSE u TAGS, ot kouto 2
MAIMEeHTH ca Ha 85-roMIITHA BB3PACT WIH MO-Bb3pacTHU. EdekThT Ha Lonsurf BEpXy obmaTa
MIPEKUBIEMOCT € OWJI MOT00CH Ha TO3W NP MAIMEHTUTE Ha <65- U >65-TouIITHA BB3pacT.

- 58 martuentu (12%) B mpoyuBaneto SUNLIGHT ca Ha BB3pacTt 75 ronnHu u roBede, OT KOUTO

1 marueHT e Ha 85 roguau win noeeue. EdexkrsT Ha Lonsurf B komMOuHalus ¢ 6epamu3ymad mo
OTHOIIIEHUE Ha 00IIaTa MPEeXUBSIEMOCT € IMOI00CH Ha TO3U MPH MAIUEHTUTE Ha < 65- U > 65-rouinHa
BB3pacT.

5.2 ®dapmMakoKWHeTHYHH CBONCTBA

AOGcopOrus
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Cnen nepopanuo npuioxenue Ha Lonsurf ¢ [*C]-rpudnypunun Haii-manko 57% OT IPUIOKEHHUS
TpudurypuarH ce abcopbupa u camo 3% OT j03aTa ce eKCKpeThpa ¢ m3npaxaenusata. Ciies; mepopaiHo
npunoxkenne Ha Lonsurf ¢ [*C]-tunupannnos xuapoxsiopu Hail-Manko 27% OT NPUIIOKEHHUs
TUIHMPALMIOB XUAPOXIIopH ce abcopbupa u 50% ot obiara panoakTHBHA 1032 CE U3MEPBa B
M3IIPaXKHEHUATA, KOETO MpeAroiara yMepeHa CTOMaIrHO-4peBHa aOCOpOIUs Ha TUITHPAIIIIOB
XUAPOXIOPH].

Cnen ennokpatna 103a Lonsurf (35 mg/m?) nIpu mauueHTy ¢ HarpeaHaii COMUIHA TYMOPH, CPETHOTO
BpeMe JI0 JOCTUTaHEe Ha MMKOBA TJIa3MEHA KOHIIEHTPALHUS (tmax) HA TPUGITYPUIUH U TUITHPAIIIIOB
XUAPOXIIOPH]T Ca CHOTBETHO OKOJIO 2 Yaca 1 3 Jaca.

ITpu papmakokunetnunute (PK) aHanusu npu MHOTOKpaTHO npunarane Ha Lonsurf (35 mg/m?/nosa,
JIBa IBTH JHEBHO, 5 JHU CEIMHYHO C 2 THH Nay3a B MPOABIDKEHHE HA 2 CEIMULIM, TOCIEABAHN OT 14-
JTHEBHA T1ay3a, IOBTAPSHU HA BCEKH 4 ceAMUIN), IJIOMITA IO/ KPUBaTa ,,IIa3MeHa KOHIICHTPALHSITA -
BpemMe* 3a Tpudrypuaus npu Bpeme ot 0 1o nocnennara umepuma KoHueHTpanus (AUCo.jst) €
MPUOIU3UTEITHO 3 IHTH IMO-BUCOKA U MaKcuMamHaTa KOHIEHTPAIUS (Cmax) € TPUOIUZUTETHO 2 TTBTH
MO-BUCOKa clies; MHOTOKpaTHO mprtarane Ha Lonsurf (Jlen 12 Ha [{ukba 1), OTKOIKOTO cien
eaunuyHa no3a (Jen 1 na Huksn 1).

Bbnpexu ToBa He ce HaOmMOAaBa KyMyJIMpaHe Ha THIHPALMIOB XUAPOXJIOPHL, KAKTO M MO-HATATHIIHA
KyMynauus Ha TpuQaypuaus npu nocueasammre uukin (ded 12 ot Hukmu 2 u 3) oT npuiaraneto Ha
Lonsurf. Ciex muorokpatau no3u Lonsurf (35 mg/m?/n03a 1Ba IbTH JHEBHO) NPH TALUEHTH C
HalpeIHaJIU COJIHU TyMOPU CPEIHOTO BPEME 10 JOCTUIaHE Ha MTUMKOBA IUIa3MEHa KOHLIEHTpaLys
(tmax) Ha TPUGITYPUANH U TUIIUPALMIOB XHIPOXIOPU Ca CHOTBETHO OKOJIO 2 Yaca u 3 yaca.

Ipunocem na munupayunosus Xuopoxiopuo

I[Mpunaranero Ha enHokpaTHa 103a Lonsurf (35 mg/m?/no3a) nosumasa cpeanata AUCo.js HA
tpudaypuauH 37-bTH U Chax - 22-I'bTH IPU HAMaJIEHa BapHAOMITHOCT B CPAaBHEHUE ChC
CaMOCTOSTETHO puiIokeH Tpuurypuaus (35 mg/m?/no3a).

Edhexm om xpanama

Korato Lonsurf 35 mg/m? e Guit npuiioskeH Ha 14 manyeHTy ¢he COMMIHN TYMOPH CIIEN XPAHEHE ChC
CTaHIaPTH3UPAHO C BUCOK CHABPKAHUEC Ha MA3HUHHU U BUCOKOKAJIIOPUYHO MEHIO, TUIOIITA O] KpUBaTa
,» TN1a3MeHa KoHneHTpanusra - Bpeme” (AUC) Ha TpudaypuanH He ce € mpoMeHma, HO Cmax Ha
TpudurypunrH, Cmax Ha THIMpanuioB xuapoxiopun u AUC ca ce mormkum ¢ npubnuzutenHo 40% B
CpaBHEHHUE C TE3H Ha TiaaHo. B ycrmoBusTa Ha kimHUYHA n3nuTBaHus Lonsurf e npunaran mo 1 gac
CJIe]T 3aBBbPIIBAHE HA CYTPEITHOTO U BEYEPHOTO XpaHEHe (BXK. Touka 4.2).

PasnpeneneHue

CBbp3BaHeTO Ha TPUGITYPUIMH C IPOTEHHHUTE B YOBEIIKATA TIa3Ma € Hajl 96% kaTo TpudiypuIuH ce
CBBP3Ba MPEANMHO C YOBEHIKHS CepyMeH an0yMuH. CBbP3BaHETO Ha TUIHPAIMIOBUS XUAPOXIOPHI C
w1a3MeHuTe nporennu e nox 8%. Cnen exnokpaTna go3a Lonsurf (35 mg/m?) npu nmanueHTtu c
HaIpeIHAIN COJIMIHN TYMOPH NPUBUAHUAT 00eM Ha mpepasmnpenenenue (VA/F) Ha Tpudaypuaut u
TUIIUPALIUIOB XUIPOXJIopHUI € choTBeTHO 21 11 333 1.

Buorpanchopmarms

TpudnypuanHbT ce eMMMUHAPA OCHOBHO 1O MeTabonuTeH mbT Ype3 TP-azaTa, kato ce oOpaszyBa eauH
HeakTHBeH MeTabonut - FTY. AbcopObupanusT TpudaypuauH ce MeTaboIM3upa U eKCKpeTHpa B
ypuHata kato FTY u kato n3omepu Ha TpU(ITypUIHHOBHS TMIOKypoHU. OTKPUTH ca U APYTH
MEeTa0OJIUTH C TIO-MaJIKO 3HAYCHHE, S-KapOOKCHYpaIiI U S-KapOOKCH-2’ -Ae30KCUyPUINH, HO TEXHUTE
HHBA B IIa3MaTa U ypUHATa ca HUCKH WM ca CaMoO CIIeIH.

TUMUPAITUIIOBHAT XUAPOXIIOPH]L HE ce METa0OIM3Kpa B YOBEIIKA YepHOIPoOHa S9 1 B
KPHOKOHCEPBHUPAHU YOBELIKH XEMATOUUTH. THIHPALMIOBUAT XHAPOXJIOPUA € OCHOBHOTO BEILIECTBO, &
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6-XHIPOKCUMETHITYPALIITBT € OCHOBHHAT META0OJUT, ChOTBETHO B YOBEIIKUTE KPBB, YPUHA U
W3IIPaKHEHUS.

Enumunupane

Cnen mHOrokpaTHo npuiarate Ha Lonsurf npu npenopbunTenHara 103a U cXeMa, CpeIHUST
MOJYXKMBOT Ha eTUMUHHUpane (t12) Ha TpuduypuauH Ha Jled 1 ot Huksa 1 1 Ha [en 12 ot Huksa 1 ca
croTBeTHO 1,4 yaca u 2,1 gaca. CpemHUTE CTOMHOCTH HA t)2, Ha TUITMPAITIIOB Xuapoxjaopua Ha [en 1
ot I{ukben 1 uHa len 12 ot L{uksn 1 ca choTBeTHO 2,1 yaca u 2,4 gaca.

Cnen exnoxpaTna no3a Lonsurf (35 mg/m?) npy nanueHTy ¢ HaIpeaHaIu COMUIHI TYMOPU
nepopanHusT kiupbHCe (CL/F) Ha TprGIypUaInuH 1 TUIMPALMIOB XUAPOXIOpHI € ¢hoTBeTHO 10,5 I/h 1
109 l/h.

Cnen exqHoKpaTHO nepopaiHo npuiarane Ha Lonsurf ¢ [C]-tpudnypuaus ToTanHara KyMyJaTHBHA
eKCKpeIus Ha paInoakTuBHOCT € 60% ot mpuiokeHara fo3a. [lo-ronsimara gact oT Bb3CTaHOBEHATA
pPaZMoaKTUBHOCT € eTMMHUHNApaHa B ypuHaTa (55% ot mo3ara) 1o 24 gaca u eKCKpenusra B
M3IIPaXXHEHUATA U U3UIIBaHUS BB3AyX € Omna o 3% u 3a neere. Ciiesl eTHOKPATHO TIEPOPATTHO
npunarane Ha Lonsurf ¢ ["*C]-tunupanmnos Xxuapoxiopy Bb3CTAHOBEHATA PaIHOAKTHBHOCT € 77%
OT 7103aTa, KOETO ce ChCTOM OT 27% exckpenus B ypuHata U 50% eKcKpeuns B U3MpaKHEHUTA.

JInHelHOCT/HETUHENHOCT

B npoyuBane 3a ycranoBsiBade Ha jo3ara (15 1o 35 mg/m? nsa netu guesno) AUC npu Bpeme ot 0 10
10 gaca (AUCq.10) 3a Tpu¢nypuanH MoKa3Ba TEHACHIHS KbM IO-TOSIMO OT 0YaKBAaHOTO MOBHUIIICHHUE
IIpH MOKaYBaHe Ha 1o3aTa; nepopansusT kinpbHe (CL/F) obadye v npuBUIHUAT 00eM Ha
npepasmpenenenue (VA/F) Ha TpudaypuanH ca 1o NPUHIKI KOHCTaHTHH B 1030BHs HHTEpBai oT 20
10 35mg/m?. Illo ce OTHACs 10 OCTAHAIMTE EKCIIO3UIMOHHY TIAPAMETPHU Ha TPUQIYPHUIUH U
TUIHUPALMIOB XUAPOXIOPHI, U3TJISK A T€ ca JO30MPONOPLUOHATHH.

(DaDMaKOKI/IHeTI/IKa OpH CICHHATHHA IOy JTaliin

Bw3pacm, non u pacosa npunaonescHocm

Ha 6a3ara na nomynanuoned @K ananus He € yCTaHOBEH KJIMHHYHO 3HAYNM e(DEeKT, CBhP3aH C
BB3PACTTa, T0JIa WK pacoBaTa NMpUHAISKHOCT BbpXy @K Ha TPUQITypUINH HITH THITUPAIIIIOB
XUIPOXIOPHUS.

bvopeuno yspescoane

Ot 533 nanmentu B m3nurBanero RECOURSE, kounto ca mony4asanu Lonsurf, 306 (57%) mauueHTH
ca nmaiii HopManiHa 0b60peuna ¢pynkuus (CrCl > 90 ml/min), 178 (33%) manueHT ca UManu JIEKO
0b0peuno yBpexaane (CrCl 60 mo 89 ml/min), a 47 (9%) ca uMaau ymepeHo ObOpPEUHO yBpEXKIaHE
(CrCl 30 1o 59 ml/min), kaTo JUNCBAT JaHHH 3a 2-Ma NalMeHTH. [lallueHTH ¢ TeXKa CTENCH Ha
0BOpeYHO yBpeXkaaHe He ca BKIIOYBAHU B ITPOYYBAHETO.

Ha 6a3ara Ha ®K nonysnanuoHeH aHanu3 ekcrno3uiuaTa Ha Lonsurf mpu manueHTH ¢ 1eko 0b0peyHo
yBpexaane (CrCl = 60 no 89 ml/min) e cxoaHa Ha Ta3u MpU NaUKMEHTH C HOpMaiHa ObOpedHa
¢yskuus (CrCl = 90ml/min). ITo-Bucoka excnozunust Ha Lonsurf e HaGmogaBana npu yMepeHo
0b0peuno yBpexaane (CrCl = 30 no 59 ml/min). M3uucnenust CrCl npencrapisiBa 3HauuMa Ko-
Bapuata 3a CL/F u B n1BaTa KpaitHu Mozena 3a TpUQIypUInH U 32 THIHPALIOB XUAPOXIJIOPH.
Cpennure otHocuTenHu crotHoueHus: Ha AUC npu nauuenTy ¢ jeko (n=38) u ymepeno (n=16)
O0BOpevHO yBpeKJaHEe B CpaBHEHHUE C TALIMEHTH ¢ HOpMaiiHa ObOpeuHa GpyHKims (n=84) ca ChbOTBETHO
1,31 u 1,43 3a tpudnypuaus u crotBeTHO 1,34 1 1,65 32 THIUPAIIIIOB XHAPOXJIOPHI.

B crienmanno npoy4Bane e orieHeHa papMaKOKHHETHKAaTa Ha TPHQIYPUANH U HA THITAPALHT

XUIIPOXJIOPU/ ITpH OHKOOOHY ¢ HOpManHa 0b0peyna ¢pynkuus (CrCl >90 ml/min, N=12), ¢ neko

060peuno yBpexaane (CrCl =60 mo 89 ml/min, N=12), ¢ ymepeno 660peuno yBpexmane (CrCl =30

10 59 ml/min, N=11) wu c Texko 660peuno yBpexaane (CrCl =15 mo 29 ml/min, N=8). [lanuenTure
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C TeXKKO OBOPEUHO yBPEKIaHe, ca MOMYYMIM KOPHTHpaHa HadaaHa 1o3a 20 mg/m? 18a IIbTU JHEBHO
(namanena Ha 15 mg/m? 1Ba IETH JHEBHO B3 OCHOBA HAa MHIMBUYaIHATA OE30IACHOCT U
noHocumocT). EdekTsT Ha 0b0pedHoTO YBpexKIaHe ciie MOBTOPHO npwiiokeHue e 1,6 u 1,4 mptu
MOBUIIIABaHE HA 00IaTa eKCIO3UIHS Ha TPU(DIYPUINH MPU MAIUESHTH CHOTBETHO C YMEPEHO U TEKKO
0BOpEeYHO yBpEXkKIaHE B CPAaBHEHHUE C MAIIMCHTUTE ¢ HopMasiHa ObOpedHa QyHKIHUS; Cmax € OCTaHAIA
cxoxHa. ObmiaTa eKCIo3UINs Ha TUIHPAIIIT XUIPOXIOPHU/ ITPH MAITUEHTH C YMEPEHO U TEXKO
0BOpeYHO yBpeXkKAaHe Clie/] TOBTOPHO MPUIIOKESHHE € ChOTBETHO 2,3 U 4,1 MbTH MO-BUCOKA B
CpaBHEHHE C MAIMEHTHTE C HOpMalTHa ObOpedHa QYHKIHS; TOBA € CBhP3aHO C MO-TOJISIMOTO
HaMaJieHUe Ha KIHPBHCA MPU YBeNnvYaBaHe Ha Ob0peuHoTo yBpexxaane. ®K Ha Tpudurypunus u
TUTTUPALWIOB XUIPOXIIOPHU/I HE Ca MPOyYBaHU NP MAIUCHTH ¢ TepPMUHAITHA OBOpeYHa
HepocTaThYHOCT (CrCl < 15 ml/min wnu Hy)naemm ce ot nuanusa) (Bx. Touka 4.2 u 4.4).

Yeproopobno yspedcoane

Ha 6a3ara na nomynanuonen ®K ananu3 mapamerpute Ha YepHOApOoOHATA PYHKIHS, BKIFOUBAIIN
ankanna ¢ocdarasza (ALP, 36-2322 U/1), acnaprat amunotpanchepasa (AST, 11-197 U/1), ananun
amunotpancgepasa (ALT, 5-182 U/1) u 00w 6unupy6un (0,17-3,20 mg/dl) He ca craTucTHUECKH
3HaYMMU KoBapuaaTn Ha OK mapaMeTpu HUTO 32 TPUQIYPHUIUH, HUTO 32 TUIIUPALIUIOB XUIPOXIOPHUIL.
YcTaHOBEHO €, Ue CepyMHUST aln0yMUH MOBIUSBA CTATUCTHYECKH 3HAYMMO KIIPBHCA Ha
TpuIypHIHH C 0OpaTHA MPONOPUHMOHATHOCT. [Ipy HUCKH cTOHHOCTH Ha andyMuHa ot 2,2 1o 3,5 g/dl,
CBHOTBETHUTE CTOMHOCTH Ha KIMpbHCa Bapupar ot 4,2 no 3,1 I/h.

B cnenmanno npoyusane ca onenenn OK Ha TpudrypuanH ¥ THIAPALIWIOB XUAPOXIOPH]T TIPH
NAIMEHTH C KapLHOM C JIEKO 0 YMEPEHO YepHOIPOOHO yBpexaane (cboTBeTHO rpyna B umu C no
kpurepunte Ha Harmonanxus onkonornueH uHetutyT (National Cancer Institute, NCI)) u npu
MalMeHTH ¢ HopMaliHa YepHoApoOHa ¢yHkuus. Ha 6a3zaTa Ha orpaHM4eHH JaHHU ChC 3HAYMTEITHA
BapHaOMITHOCT He ca HaOJIoJaBaHM CTATUCTHYECKH 3HAUMMH Pa3lIMKU BB (PapMaKOKHHETHKATA TIPU
NalMeHTH C HOpMallHa YepHOAPoOHa (PYHKUMS CIIPSIMO MALIMEHTH C JIEKO IO YMEPEHO YEPHOAPOOHO
yBpexaane. Kakto npu tpudaypuaus, Taka 1 pyu TUIIMPALIOB XUAPOXJIOPUA HE ce HabmoaaBa
kopenaust mexay OK napamerpure u AST win/u oOmus OunupyOuH B KpbBTa. Bpemero Ha

MOy XUBOT (t12) ¥ KOCPUIUEHTHT HA KyMyJIpaHe Ha Tpu(IyprAHH U TUIIHPALWIOB XHUIPOXIIOPH] ca
CXOJIHU TIPH MAIMEHTH C YePHOAPOOHO YBpEkKAaHE B yMEPEHA CTEICH, JIEKa CTENCH M ¢ HOpMaJlHa
YepHOAPOOHA PYHKIIUS.

He e HeoOxoauMo KopurupaHe Ha HadalHaTa 7103a IpH NAlUEeHTH ¢ YMEPEHO YEPHOIPOOHO
yBpexaaHe (Bx.Touka 4.2).

T'acmpexmomus
BrmsiaueTo Ha ractpexkromusta Bbpxy @K mapamerpu He € MOTIIO J1a ObJie U3CIENBAHO MPU

nonynanuonnuss @K ananus nmopaau Mankus Opoit Ha naruenTure ¢ racrpekromus (1% ot obmms
Opoii).

IIpoyuBaHus 3a B3aMMOJICHUCTBHS in Vitro

Tpudmypunuast e cyocTpar Ha TP-a3zara, Ho He ce MeTabomu3npa upes nuroxpom P450 (CYP).
TunupamioB XuapoXIopua HE ce MeTadOM3upa B YOBEIIKAaTa YePHOAPOoOHa SO 1 B
KPUOKOHCEPBHUPAHU YOBEIIIKU XETIATOIUTH.

IIpoyuBaHusTa in vitro mokaspar, 4e TpUGIypUIUH, THITHPAIIMIOB XuApoxaopun u FTY
(HEaKTUBHUAT META0OIUT Ha TPU(IYpUIUH) He HHXUOUpaT uzciensanure nzopopmu Ha CYP
(CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 u CYP3A4/5).
OLeHKUTE in Vitro MOKa3Bar, ue TpuIypuInH, TUUpauioB xuapoxiaopua u FTY HaMat
unaynupani epext Bppxy doBemkute CYP1A2, CYP2B6 unun CYP3A4/5. 3aToBa He ce ouakBa
TpUGIAYPUINH U TUIHPALMIOB XUAPOXJIOPH 1A IPUUUHAT MU J1a IPETHPIST CTATUCTHYECKH
3HAYMMO B3aHMOJAEHCTBHUE C JIEKAPCTBEH MPOAYKT, KoeTo 1a € MeauupaHo ot CYP.

Onenkara in vitro Ha TpUQIypUANH U THIIMPALIIIOB XHAPOXJIOPUA € IPOBEACHA C U3IO0I3BaHE Ha
YOBEIIKH BITEHK U edrykcHH TpaHcnopTepH (Tpudurypunud ¢ MDR1, OATP1BI1, OATP1B3 u
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BCRP; tunupanmnos xunpoxiopun ¢ OAT1, OAT3, OCT2, MATE1, MDR1 u BCRP). Huto
TpUDIYPUIUH, HUTO TUIIUPALMIIOB XUIPOXJIOPUA HE € MHXUOUTOP MWK CyOCTpaT Ha YOBELIKUTE
BOTEHK U e()IyKCHHU TPaHCIIOPTEPH, CIIOPE MPOyUYBaHUATA i1 Vitro, ¢ u3kimoueHne Ha OCT2 u
MATEI!. Tunupanunos xuapoxyopun e uaxuourop va OCT2 u MATE] in vitro, HO B KOHLIEHTpalUH,
KOMTO €a 3HAYUTEIHO [10-BUCOKU OTKOJIKOTO YoBeUIKaTa 1a3MeHa Cmax B CTAIIMOHAPHO CHCTOSIHUE.
3aroBa € MaJKO BEPOSITHO TOM J1a IPUUMHU B3aUMOJIEUCTBHE C IPYTHU JIEKAPCTBEHU IIPOIYKTH B
npenopbyuTenHuTe A03u nopaau uaxuodupane Ha OCT2 u MATE]. TpaHcnopThT Ha THIIUPALIUIIOB
xuapoxyopun ot OCT2 1 MATE1 Moxe na ce mosnusie, korato Lonsurf ce mpuiiara eTHOBPEMEHHO ¢
uaxuoutopu Ha OCT2 u MATEL.

Bpsb3ka(un) dapMakoknHeTuka-papMakogMHAMHUKA

Eduxacnoctra u 6e3onacHoctra Ha Lonsurf mpu MetactaTiHueH KOJIOpEKTaleH KapuHOM ca
CpaBHEHH MEXIY rpyla ¢ BUCOKa €KCIIO3ULHMS (>MeAnaHa) U rpyna ¢ HUCKa eKCcIo3uuus (SMeanaHa)
Ha 0a3ara Ha Meamnanara Ha ctoiHocTuTe Ha AUC 32 Tpudumypuaua. OIl ce okaspa mo-6aaromnpustHa
B rpymnara ¢ Bucoka AUC B cpaBHeHue ¢ rpynara ¢ uucka AUC (menmnana Ha OIl croTBeTHO 9,3
copsmo 8,1 mecena). Benuku rpynu no AUC ca umanu no-100sp GyHKIHOHANIEH CTaTyC OT
IanedoTo mpe3 Leus IIepruoJl Ha npociiensaBane. YectoraTa Ha clIy4anTe HAa HEYTPOIICHHUS CTENeH >3
ca no-BucokH B rpynara ¢ Bucoka AUC Ha tpudmypunus (47,8%) B cpaBHEHHE ¢ TpymaTa C HACKa
AUC =a tpudnypuaus (30,4%).

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

Tokcu4HOCT OpHy MHOI'OKpPATHO Ipujaaradiec

TokcHKOIOTHYHATA OIEHKA Ha TPU(IYPUIH/TUITHPAIWIOB XHUIPOXIIOPH/] € HAlpaBeHa MpH IUTbXOBE,
KydeTa u MaiMyHH. nenTruduuupanute TapreTHH Opraiu ca JuM@HaTa ¥ XeMONOETHYHATA CUCTEMA,
KaKTO ¥ CTOMAILIHO-YPEBHUS TPaKT. BCHUku mpoMeHH, T.€. IEBKONEHUS, aHEMHUS, KOCTHOMO3bYHA
XUTOIUTa3Msl, aTpOUIHN IPOMEHH B TUM(POUIHUTE U XEMOIIOETUHYHUTE ThKaHH, KAKTO M B CTOMAIITHO-
YpeBHUSI TPAKT ca OMIK 00paTUMHK B pAMKHUTE Ha 9 CeIMUIIM ClIe]] CIMpaHe Ha MPUIOKEHUETO Ha
nekapcTBoTO. HabmogaBanu ca mobensBaHe, YyIUIMBOCT M MAJIOKITy3HsI Ha 3b0MTE NPH ILTHXOBE,
TPETUPAHU ¢ TPUPITYPHUIUH/TUTTHPAIUIOB XUAPOXIOPHI, KOUTO CE CUUTAT 3a crielupuInH 3a
rpHU3auuTe U HE CE OTHACAT 3a XOpaTa.

KapnuHorenesa 1 MmyrareHesa

He ca npoBexxaanu AbITOCPOYHU IPOYYBAHMS 32 OIICHKA HA KapIIMHOTCHHUS MMOTCHIINAT Ha
TPUQITYpUIVH/ TUTTMPAIUIOB XUIPOXJIOPHU/ TP )KUBOTHU. Y CTAHOBEHO €, Ye TPUQIYyPUIVH &
TEHOTOKCHYCH ITpH OaKTepHaseH TECT 32 00paTHU MYyTAaIlMH, TECT 32 XPOMO30MHH adepaIriui B
KYJITHBHPaHH KJIETKU OT O03aiHUIIM, KAKTO 1 MUKPOHYKJIEapeH TecT npu Muiku. [lopaau ToBa
Lonsurf TpsOBa ia ce TpeTrpa KaTo NOTEHIMATHO KapIIMHOTCHEH.

PenponykTuBHA TOKCHYHOCT

Pesynrature oT mpoy4YBaHUATA MPU )KUBOTHU HE TIOKa3BaT ehekT Ha TPUGITYPUINH U THITUPAITUIIOB
XUAPOXJIOPUT BbPXY PepTHIINTETA IPH MBXKKH U KEHCKH ITpXoBe. [loBumaBaneTo Ha Opos Ha
KBITUTE TeNa U OpOs HAa UMIIAHTHPAHUTE EMOPUOHH, HAOII01aBaHO MIPH KEHCKH ITHXOBE MPU
BUCOKH JI03H, HE C€ CMATAT 3a HeOnmaronpusaTHO (BXk. Touka 4.6). YcranoseHo e, ue Lonsurf
NPUYHHSABA eMOprodeTalieH JeTAIUTET U eMOpUO(eTaTHa TOKCUYHOCT IIPH OPEMEHHU ILTBXOBE,
KOraTo ce ImpuiaraT IpH 1034, TO-HUCKH OT KJIIMHNYHATa excrio3ulus. He ca nposexnanu
NPOYYBaHUS 3a NEPU-/TIOCTHATAIHA TOKCUYHOCT.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha NIOMOIIHHUTE BelIECTBA

HZ[DO Ha TabJeTKaTa
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JlakTo3a MOHOXUApPAT
Humecre, npexenaTuHU3UpaHO (IIAPESBUYHO)
CreapuHOBa KHCETUHA

D1IMOBO NOKPUTHE

Lonsurf 15 mg/6,14 mg durmupanu madremku
Xunpomenosa

Maxkporoa (8000)

TuranoB nuokcua (E171)

Marune3ueB cTeapat

Lonsurf 20 mg/8,19 mg dhurmupanu mabremxu
Xunpomenosa

Maxkporon (8000)

TuranoB muokcua (E171)

UYepseH xene3eH okcun (E172)

Marune3ueB cteapat

TleyaTHO MacTHIIO

[len nax

XKenesen oxcun, yepsen (E172)

Kenesen okcum, xbaT (E172)

TurtanoB nuokcun (E171)

Wnpnroxkapmun amymunues yak (E132)
Kapnay6cku Bocbk

Tank

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha roaHOCT

3 roauHu

6.4 Crnenuananm yca0oBHs HAa CbXpaHeHHe
To3u nexapcTBeH NPOAYKT HE U3UCKBA CIICIIUAHN YCIOBHUS 32 ChXpPaHEHHE.

6.5 Buawu chabp:KaHue HA ONAKOBKATA

Bructep ot anymMuHU/aTyMUHAH, ¢ JIAMUHAPAH CYIIATEN (KaJllMeB OKCUA), chabpxamy 10 TabneTku.
Bcesika onakoBka ceabspxa 20, 40 wnu 60 punmupanu TabieTKy.

He Bcuuku BUIOBE ONAaKOBKM MOrat Aa ObAaT IMyCHATH B IIpoaaxoa.

6.6 CrnenuajaHu npeanaHu MepKHU NP U3XBbPJIsiHe U padoTa

Ppuete TpsOBa 1a ce n3MHUBaT Cied AOMUP C TaOlIeTKHTE.

Hewnsnon3BanusT aeKapcTBEH NPOLYKT WIN OTHaIbYHUTE MaTEpPUaANI OT HETro TpsiOBa 11a ce U3XBBPIIST

B CBOTBCTCTBUEC C MCCTHUTC N3HUCKBAHHA.

7. HNPUTEXKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA
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Les Laboratoires Servier

50 rue Carnot

92284 Suresnes Cedex

®paHuus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1096/001-006

9. JIATA HA ITbPBO PASBPEIIABAHE/IMOJHOBSIBAHE HA PASPEIHLIEHUETO 3A
YINOTPEBA

[ata Ha ppBO pa3zpemaBane 3a ynorpeba: 25.04.2016 r.

Jlata Ha nocnenno noaHopsBaHe: 14.12.2020 r.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA:

IMoxpo6Ha uH(pOpMaIHs 3a TO3H JISKAPCTBEH MPOJYKT € IpeaocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIys 1o JieKapcTBaTa http://www.ema.europa.eu.
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HNPUJIOKEHHUE I1
IMPOU3BOJAUTEJIN, OTTOBOPHU 3A OCBOBOXK/IABAHE
HA ITAPTU AN

YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIIOBUA U U3BNCKBAHUSA HA PASPEIIEHUETO
3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA TPOAYKT
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A. NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTHU/U
Wme u anpec Ha MPOU3BOAUTEINS, OTTOBOPEH 32 OCBOOOXKIaBaHE Ha MapTHIU

Les Laboratoires Servier Industrie
905, route de Saran

45520 Gidy
Opanmus

Servier (Ireland) Industries Limited
Gorey Road,

Arklow,

Co. Wicklow,

Y14 E284,

Upnanaus

[leyaTtHara TMCTOBKA Ha JIEKAPCTBEHUS MMPOIYKT TPsIOBaA Ja ChABPIKAa UMETO U aapeca Ha
MIPOU3BOANTENSI, OTTOBOPEH 32 OCBOOOXTaBaHETO HA ChOTBETHATA MAPTHIA.

b. YCJI0OBUA WIN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOLYKT €€ OTITyCKa [0 OrpaHUuEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUA U U3UCKBAHUS HA PASPEIIEHUETO 3A YIIOTPEBA

o Ilepuoguunu akTyaausupanm aokiaaau 3a oezonacuoct (ITAIB)

W3uckBanusra 3a nonasane Ha [IAJIb 3a To31 1eKapCTBEH MPOYKT Ca TIOCOUYEHH B CITUCHKA C
pedepentnute natu Ha Eppornetickus cbto3 (EURD crmchk), npensuzaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIM aKTyaJIM3al[lH, ITyOJIUKYBaHU Ha €BPOIEHCKHS
yeOrmopTain 3a JeKapcTBa.

r. YCJI0BUsA NI OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOJAYKT

e [lnan 3a ynpasJjienne Ha pucka (IIYP)

[Ipurexarensat Ha pa3pemenuero 3a ynorpeda (IIPY)rpsoOBa na u3BbpiiBa u3NCKaHUTE
JICHHOCTH | ICHCTBUSA, CBbP3aHU C MPOCICIIBaHE HA JICKAPCTBEHATa 0€30MacHOCT, TOCOYCHU B
onobpenns [TYP, npeacrasen B Moy 1.8.2 Ha pa3pemeHneTo 3a ynorpeda, KakTo U IpH
BCUYKH CIIC/IBAIY ChIVIACYBaHM aKkTyann3anuu Ha [TYP.

Axtyanmusupan [TYP Tps6Ba na ce monmana:
e 10 UcKaHe Ha EBpormelickaTta areHIus Mo JeKapCcTBaTa;
® BUHArW, KOraTo CE M3MCHS CUCTeMaTa 3a YIpaBJICHUE Ha PUCKa, 0COOCHO B pe3yJiTaT Ha
MmoJTydaBaHe Ha HOBA MH(OpMAITHs, KOSTO MOXKE J1a JJOBEIE 10 3HAYMMH IPOMEHH B
CHOTHOIIIEHUETO TOJI3a/PUCK, WK CJIE]] TOCTUTAHE HA Ba)KEH eTarl (BbB BPBh3Ka C
MpOCIIe/IIBaHe Ha JIEKapCTBEHATa OE30ITACHOCT WIIH CBEX/IaHE Ha PUCKA JI0 MUHUMYM).
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MNPUJIOKEHMUE III

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA KYTHUSA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Lonsurf 15 mg/6,14 mg dpunmupanu TabaeTKu
TpUQITYPUIMH/THTHPALTAT

‘ 2. OBSBSJABAHE HA AKTUBHUTE BEHLIECTBA

Besika ¢punMupana tadiaeTka cpabpika 15 mg tpuduypunus u 6,14 mg tunupaimi (moa opMata Ha
XUIPOXIIOPUL).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIAKTO3a MOHOXUAPpAT: 3a IOBCYC I/IH(l)OpMaLII/I}I MMPpOYCTCTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

20 ¢punmupanu TabrIeTKN
40 dbunmMupaHu Ta0ICTKH
60 GunmMupanu TaAOIECTKH

‘ 5. HAYYH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

TlepopanHo npuiioxeHue
[Ipenu ynotpeba npoyerere JINCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

HuroTokcuyHO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

9. CIIEIIMAJIHU YCJIIOBUSA HA CbXPAHEHHUE
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10. CHENUWAJHHU INNPEAITA3SHU MEPKU ITPU N3XBBHPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIM OT TSX,
AKO CE U3BUCKBAT TAKHUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier
50 rue Carnot

92284 Suresnes Cedex
Opanmus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1096/001 20 film-coated tablets
EU/1/16/1096/002 40 film-coated tablets
EU/1/16/1096/003 60 film-coated tablets

13. MAPTUIAEH HOMEP

ITaptunen Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. MH®OPMAIIMS HA BPAMJIOBA A3BBYKA

Jlorcypd 15 mg/6,14 mg

| 17. YHUKAJIEH WAEHTUOPUKATOP — JIBYU3MEPEH BAPKO/1

JIByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

‘ 18. YHUKAJIEH WAEHTUPUKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Lonsurf 15 mg/6,14 mg tabieTku
TpUIYpUINH/TUITHPALIHT

‘ 2. HUME HA IIPUTEXATEJISI HA PASBPEIIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

LOT

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA KYTHUSA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Lonsurf 20 mg/8,19 mg dpunmupanu TabaeTKu
TpUQITYPUIMH/ THTHPALTAIT

‘ 2. OBSBSJABAHE HA AKTUBHUTE BEHLIECTBA

Besika ¢punmupana tadaerka cpabpika 20 mg tpudutypuaus u 8,19 mg tunuparmi (moa opMata Ha
XUIPOXIIOPUL).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIAKTO3a MOHOXUAPpAT: 3a IOBCYC I/IH(l)OpMaLII/I}I MMpOYCTCTC JIMCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

20 ¢punmupanu TabIETKH.
40 dbunMupaHu TaOJIETKH.
60 Gunmupanu TaOIETKH.

‘ 5. HAYYH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBE/KJIAHE

TlepopanHo npuiioxeHue
[Ipenu ynotpeba mpoderere TUCTOBKATa

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

HuroTokcuyHO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

9. CIIEIIMAJIHU YCJIIOBUSA HA CbXPAHEHHUE
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10. CHENUWAJHHU INNPEAITA3SHU MEPKU ITPU N3XBBHPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIM OT TSX,
AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier
50 rue Carnot

92284 Suresnes Cedex
Opanmus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1096/004 20 film-coated tablets
EU/1/16/1096/005 40 film-coated tablets
EU/1/16/1096/006 60 film-coated tablets

13. NAPTUJAEH HOMEP

[Taptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Jloucypd 20 mg/8,19 mg

| 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WAEHTUPUKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Lonsurf 20 mg/8,19 mg tabieTku
TpUIYpUINH/TUITHPALIHT

‘ 2. HUME HA IIPUTEXATEJISI HA PASBPEIIEHUETO 3A YIIOTPEBA

Les Laboratoires Servier

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

‘ 4. NAPTUJIEH HOMEP

LOT

|5.  JIPYTO
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Lonsurf 15 mg/6,14 mg ¢punmupann TadjeTKu
Lonsurf 20 mg/8,19 mg ¢punmupann TadjaeTKu
TPUQITYPUIUH/ THITAPALIAIT
(trifluridine/tipiracil)

IIpoyeTeTe BHUMATEIHO 1SAJ1aTA JIMCTOBKA, NIPEAU 1a 3all04HeTe 1a MpUeMaTe TOBa JIEKapcTBoO,

ThH KaTo T ChABbPKa BaxkHa 32 Bac nndgopmanus.

e 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXKH J1a 5 POYETETe OTHOBO.

¢ AKO mMare HSIKaKBH JOITBIHUTEIHN BBIIPOCH, TIONIMTalTe Barmws nexap nin hapmaiieBT.

e Toga sexkapcTBO € npeanucano Ju4Ho Ha Bac. He ro npeorcronBaiite Ha Apyru xopa. To Moxe na
UM HaBpEJIH, HE3aBUCUMO Y€ MPU3HAIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo Bammre.

e AKO MOJY4YUTE HIKAKBU HEXKEJIAHU JICKAPCTBEHU PeaKIiny, yBeaoMeTe Bamus nexkap uiu
(bapMaueBT. ToBa BkII0YBa M BCUYKH BB3MOKHU HEXKEJIaHU PpCaKknumn, HEONMMCAHU B Ta3U JIMCTOBKA.
BuxTe Touka 4.

KakBo chabp:xka Ta3u JUCTOBKA
Kako npencrasnsiBa Lonsurf 1 3a kakBo ce n3non3sa
Kakso Tps6Ba na 3Haere, npeau na npuemere Lonsurf
Kak na npuemare Lonsurf
Bb3MOoXXHE HEXETaHU peaKInu
Kak na cexpansBare Lonsurf
ChapprkaHre Ha ONTAKOBKATA U JIOMIBIIHUTEHA HH(DOpMAaIns

Sk~

1. Kakso npeacrasasiBa Lonsurf u 3a kakBo ce U3moya3Ba

Lonsurf e BuJ MpOTHBOPAKOBO XUMHUOTEPATIEBTUYHO CPEJICTBO, KOETO MPHHAIJIEKH KbM Tpymna
LUTOCTaTUYHH JIEKapCTBa, HAPEUCHH ,,AHTUMETAOOIUTHH JIEKapCTBa“.

Lonsurf chabpika ABe pa3iiyHi AKTUBHH BEIICCTBA: TPUGITYPUINH H THITAPALAIL.
e Tpudnaypunua cimpa pacTeka Ha PaKOBHUTE KIETKH.
e Tunmpamun ciimpa pasrpaxaaHeTo Ha TPUGIYPUIUH OT OpraHu3Ma, KOeTOo IoMara Jia ce
YIBIDKH JICHCTBUETO Ha TpU(IypHIUHA.

Lonsurf ce nznomn3sa 3a jeueHne Ha Bb3PACTHU C paKk Ha A€0EJI0TO WU MPAaBOTO YEPBO — HAPHYAH
MIOHSIKOTA ,,KOJIOpEKTaJIeH * KapLIMHOM H 3a JICYEHHE Ha paK Ha cToMaxa (BKIIOUUTEIHO paK Ha
BpB3KaTa MKy XpaHOIIPOBOJA U CTOMAxa).
e I3mon3Ba ce, KOraTo paKbT CE € Pa3pPOCTPAHWII B IPYTH YAaCTH Ha TIIOTO (METacTasm).
e l3momn3Ba ce, KOraTo APYruTe BUIOBE JICUEHUE HE Ca MOAECHCTBAIN WM KOraTo IpyruTe
BHJIOBE JIEUEHUE HE ca MOAXOoIAIIM 3a Bac.

Lonsurf moxe na Ob/e mpeamnucad B KoMOUHaIus ¢ 6eBanu3yMad. BaxkHo e 1a mpodere ChIo u
JMCTOBKaTa Ha OeBalu3yMad. AKO UMaTe HAKaKBH BBIIPOCH 3a TOBA JIEKapCTBO, onuTaiite Bamms
Jexap.

2. Kakso TpsdBa na 3HaeTe, npeau xa npuemere Lonsurf

He npuemaiite Lonsurf:

® aKo CT€ AIEPTHYHH KbM TPUDIYPUINH WK TUITUPALMI WK KbM HAKOS OT OCTAHAJIUTE ChbCTaBKH
Ha TOBa JIEKapCTBO (M30pOEHU B TOUKA 6).

He npuemaiite Lonsurf, ako ropenocoueHoTto ce oTHacs 3a Bamms ciryyait. O0bpHeTe ce kbM Bamms

JieKap, ako He CTe CUT'YPHH B Hello, pean aa npuemere Lonsurf.
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IIpenynpesxaeHusi U MpeIna3sHu MEPKH

T'oBopere ¢ Bamus nekap wiu dapmalieBt, npeau aa npuemere Lonsurf, ako:

e aKo mMare mpodeMu ¢ OBOpenuTe,

® aKo MMarte MPOoOJIEeMH C YepHHSI IPo0

OO0BpHETE ce KbM Bamus nekap wiu ¢papManeBT, ako He CTe CUTYPHH B HEIO, IPE/IN Ja IPHUEMEeTe
Lonsurf.

JlegenumeTo MoXe J1a TOBEJE 0 CIEIHNUTE HEXKEIIAHN Peakiiny (BXK. TOUKa 4):

e HamaseH Opoil onpeneneH Buj Oelr KpbBHH KIETKH (HEYTPOIICHHMS ), KOMTO Ca BayKHH 32 3aIlIUTaTa
Ha OpraHu3Ma OT OaKTepHaIHM WM rbOnuHu nHpekmu. Kato nocnenuna ot HeyTporeHusTa
MOJKE J1a Ce TOBHUIIM TeMIiepaTypaTa ((heOpuiIHa HEYTPOIICH ) U J1a Ce pa3Bue HH(EKIIUA Ha
KpBBTa (CENTHYEH IIOK)

e HamaJieH Opoil YepBEeHU KPBHBHU KIIETKH (aHEMUS)

e HamaseH Opoil TpoMOOLXTH B KPBBTa (TPOMOOLUTOIEHHUS ), KOUTO €A Ba>KHH 3a CIIMPaHE Ha
KPBBOTECUCHHE KAaTO 3aIlylIBaT KPbBOHOCHHUTE ChAOBE Upe3 00pa3yBaHe Ha ChbCUPEK Ha MACTOTO Ha
yBpeXKIaHe

® CTOMAITHO-YPEBHH MPOOIEMHU.

H3caenBanns u nperJjean

Bammst nekap me Bu HanpaBu n3cienBaHus Ha KpbBTa Npean Bceku HUKbBI ¢ Lonsurf. 3amousate
HOB IIMKBJ Ha Bceku 4 ceamui. M3cienBanusaTa ca HEOOXOAUMMH, Thil KaTo noHskora Lonsurf moxe
Jla IOBJIUAC HA KPBBHUTE Bu kieTkn.

Jeua v roHOIIN
ToBa nexkapcTBO HE € MpeAHa3HauYeHO 3a U3IOJI3BaHe IIPH Jella U IOHOIIN Ha Bh3pacT noj 18 rogunm,
THH KaTo MOXe Jia He JieiicTBa WK Aa He € 6e301acHo.

JApyru nexapcrBa u Lonsurf

Tps6Ba na kaxere Ha Bamus nexap wiu GpapmanesT, ako preMare, HACKOPO CTe IPUEMaIH WU €
BB3MOXKHO J1a IPHEMETe APYTH JieKapcTBa. ToBa BKIIIOUBA JIEKAPCTBA, KOUTO CE OTIYCKaT 0e3 perenta
1 OWJIKOBU JIEKapCTBEHU MPOJYKTH. ToBa ce mpaBu, Thit kaTto Lonsurf Moxke ja noBnusie BbpXy
HA4MHa, 10 KOMTO IeHCTBAT HAKOU JAPYTH JIEKapcTBa. 3a€THO C TOBA HAKOM JPYTH JIEKapcTBa Morar Jia
MOBJIMSIAT Ha HAUMHA Ha JeiictBue Ha Lonsurf.

[No-cnennanHo kaxere Ha Bamms nexap wim gapManesT, ako pueMare JeKapcTBa 3a JICUCHNE Ha
XMUB, kato 3uI0BYAMH, Thii KaTO 3UIOBYJIMH MOXe Ja He JefcTBAT TOJIKOBA 00pe, aKko mpuemare
Lonsurf. Koncynrupatite ce ¢ Bamms nexap ganu 1a npeMuHeTe Ha Ipyro JiekapcTBo cpemry XUB.
AKO ropernoco4eHoTo ce oTHacs 3a Bamms ciryyail (11m ako He cTe CUrypeH/a), yseaomere Bammms
nexap wi papmanesT, npeau aa npuemare Lonsurf.

BpemMeHHOCT M KbpMeHe

AKko cTe OpeMeHHa WU KbPMHUTE, CMSTATe, 4Y€ MOXKeE Jia CTe OpeMEeHHa MM TUIaHUpaTe OpeMEeHHOCT,
MoChBETBalTE ce ¢ Bamms nekap win ¢apmaieBT npeau ynorpedaTa Ha ToBa jiekapcTo. Lonsurf
MOJKE J1a YBpEIH IUI0JIa.

Axo 3abpemeneete, Bue u BamusiT nekap me TpsioBa qa pemmre ganu momsure ot Lonsurf ca mo-
TOJIEMH OT PUCKa OT YBpEeXKIaHe Ha Oe0eTo.

He xwppmere, ako mpuemate Lonsurf, T kaTo He € m3BecTHO nanu Lonsurf mpemuHaBa B KbpMara.

KonTpanenuus

He tpsa6Ba ma 3abpeMeHsiBaTe TOKaTO IpUEMaTe TOBa JiekKapcTBO. 10 MOXKe J1a HaBpeIX Ha IUIofa.
Bue u Bamwusit napTHROp TpsiOBa /1a M3MOM3BaTe CPESKTUBHU METOIU 33 KOHTPAIICTIIINS, IOKATO
mpueMaTe ToBa JekapcTBo. He TpsaOBa ma 3abpemMeHsBaTe B MPOIBIDKCHUE HA 6 Mecela cie ClIupaHe
Ha TIprieMa Ha JieKapcTBOTO. Ako Bue nim (Bamara mapTHbOpKa, ako CTe MBXK) 3a0peMeHeeTe mpe3
TOBa BpeMe, TpsiOBa He3a0aBHO Ja ce 00bpHETe KbM Bamus nekap wiu gapMaresnT.

DepTUANTET
Lonsurf moxe na 3acerne ciocooHoctTa Bu n1a umare nere. ['oBopere ¢ Bamus nekap 3a cbBeT nmpeau
3a 3all0YHeTe Ja ro nprueMare.
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lodupane u paéoTa ¢ MAIIMHH

He e uzBectHo nanmm Lonsurf mpomens cnoco6HocTTa B 3a modupane u padbora ¢ mamman. He
modupaiTe U He U3IOJI3BATe MHCTPYMEHTH M MAIllMHH, aKO MOJyYUTEe CUMIITOMH, KOUTO BIIUSSAT Ha
criocoOHOCTTa B 12 ce KOHIIEHTpUpaTe U Jia pearupare.

Lonsurf cbabpika nakTo3a
Ako sekapsT Bu e ka3zai, 4e uMare HEMOHOCHMOCT KbM HSIKOM 3axXapH, 00bpHETE ce KbM Barms
nekap vy GapmarieBT, Ipe/Iu Jia 3al0YHEeTe Jia IpUeMare ToBa JIEKapCTBo.

3. Kak na npuemare Lonsurf

Bunaru npuemaiite ToBa J1€KapcTBO TOUYHO, KaKTO By e kazan Bammsar nekap. Ao He CTe CUTYPHH B
Helo, nonurtaite Bamus nexap unu gpapmanesT.

Kosaxo na npuemare

e  Bamwusr niekap 1e onpeaenu noaxoasaara 3a Bac no3a — no3ara 3aBucu ot Baiiieto Terio u pbeT
U 1anu uMate ObOpedTHr poOIeMH.

e Lonsurf ce mpe/rara B Ba BUa TabJIETKH ¢ Pa3IMyHO KOJIMYECTBO HA AKTUBHOTO BEIIECTBO.
Bamust nexap Mmoxxe aa Bu nipennuiiie 1 OT 1Bata Buaa TabJETKH, 3a Jia CE MOJyYH MpeAnucaHaTa
Bu no3za.

e  Bamwsr jekap e Bu nmockBeTBa M0 KOJIKO TaOJICTKH Jla B3eMaTe IIPU BCEKH MTPHEM.

e Ille mpuemare no3ara 2 mbTU Ha JCH.

Kora na npuemare Lonsurf
Ile npuemate Lonsurf 10 nHu npe3 mbpBUTE 2 CEAMUIIH, a CJIC]] TOBA IlIe UMaTe 2 CEAMMIIU ay3a.
To3u 4-cenMuyeH nepuoa ce Hapuya ,,HuKbI“. KoHKpeTHaTa cxeMa Ha NpUJI0KEHUE € KaKTO Cle/IBa:
e Ceamunal
- B3eMaiiTe Jo3aTa 2 MbTH JHEBHO 3a 5 THU
- cJie]l TOBa HampaBeTe 2 JIHU Nay3a — 0e3 JIeKapCTBO
o Ceamuna 2
- B3eMaiiTe Jo3aTa 2 MbTH JHEBHO 3a 5 THU
- CJIe]l TOBA HampaBeTe 2 JIHU Nay3a — 0e3 JIEKapCTBO
o Ceamumna 3
- Be3 nekapctBo
e Ceamuna 4
- be3s nekapcTBo
Cren ToBa 1Iie 3alI0YHETE OTHAYAJIO APYT IIUKBII OT 4 CEAMHUIIN, CIIOPE]T TOCOYEHATa MO-TOpe cXeMa.

Kaxk 1a npuemate Lonsurf

o [lpuemaiiTe TOBa IEKapCTBO Mpe3 yCTaTA.

e [rpTHeTE TableTKaTa [Aja ¢ Jyaia Boja.

o Ilpuemaiite ro 1o 1 4ac ciej CyTpemHOTO U BEYEPHOTO CH XpaHEHE.
e N3muBaiiTe pblLETE CU CIEI AOMUP C TOBA JEKAPCTBO.

AKo cTe npueJivi moBeve oT HeoOxoauMaTta ao03a Lonsurf

AKo cTe mIpuenu mosede oT HeoOxoaumara go3a Lonsurf, o0bpHETE ce KbM JIeKap WM BeaHAra
otujeTe B OonHuIa. B3emere cbe cebe cu onmakoBKaTa (OMakoBKUTE) Ha BareTo iekapcTso.
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AKko cTe nponycHanu 1a npuemere Lonsurf
e AKO CTe IIpOMyCHANH /1032, yBeoMeTe Barius jiekap win gpapMmaresT.
o He B3emaiite nBoitHa 1034, 32 1a KOMIIEHCHpATE MPOIyCHATATA JI034.

AKO UMaTe HAKaKBH JTOMBIHUTEIHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MMOTUTANTE
Bammus siekap wiu papMarieBT.

4. BB3MOKHT HexkeTaHU peaKIuu

KakTo Bcuuku JICKapCTBa, 1 TOBA JICKAPCTBO MOXE Ja MPECAU3BUKA HEKECJIaHU p€aKINU, BBIIPEKU Y€ HE
BCEKH T MMOJy4aBa.

ITpu TOBa JIeKapCTBO MOXKE J]a Bh3HUKHAT CIICHUTE HEKENAHU PEaKIIUHU, KOTaTo ce mpruemMa
CaMOCTOSITETHO WJIM B KOMOMHAIUS ¢ OeBaIu3ymao:

Cepuo3HH HexKeTaH! PeaKIuu

HNudpopmupaiite He3a0aBHO Bamust nekap, ako 3a0e1eXUTe HIKOU OT CICTHUTE CEPHO3HH

HEXKEJaHU peakiny (MHOTO OT HEXKEJaHUTE PEaKIMH Ce YCTAHOBSIBAT C Ta0OpaTOPHH U3CIICBAHMUS —

HarpuMep Te3H, KOUTO Ce OTHACAT /10 Bamire KpbBHU KIIETKN):

e HeyTpomneHus (MHoeo wecmu), HeOpUITHA HEYTPOTICHUS (Yecmu) U CETITHYUEH LIOK (PeoKu).
[Ipu3HanuTe BKIIIOYBAT BTPUCAHE, BUCOKA TEMIEPATypa, U3MOTABAHE WM IPYTH MPU3HALM Ha
OakTepHa Ha WU rbOMYHA HHPEKIHs (BXK. TOUKa 2);

e aHeMus (MHO20 yecmu). [Ipru3HaLIUTE BKIIIOUBAT YyBCTBO HAa3alyX, yMOpa WK Oieaa Koxka (BUXKTe
TOYKa 2);

® MOBpBINAHE (MHO20 Yecmu) N qUAPHSL (MHO20 Yecmit), KOETO MOXKeE Aa A0Bee 10 00e3BOIHIBAHE,
aKo € B TeXKa (hopMa HIIH € YIIOPHTO;

® TEXKH CTOMAaITHO-YPEBHH MPOOIeMH: KopeMHa OoJKa (uecma), aciuT (pedKu), KOIUT (Heuecma),
OCTBp MAHKPEATHT (pedKxu), WIeycC (Heuecma) v cyouneyc (pedxu). [Ipu3HanuTe BKIOYBAT CHUITHA
CTOMaIllHa WJIM KOpeMHa 00JIKa, KOSITO MOXKE Jla € CBhP3aHa C MOBPbBIIaHe, 3aylIBaHe WK
YaCTHYHO 3aIlyIIBaHEe Ha YepBaTa, BUCOKA TEMIIEpaTypa MM MOTyBaHe Ha KOpeMa.

e TpomOomToneHus (MHo20 yvecma). [Ipu3HanMTe BKIIOYBAT HEOOMYAHO 00pa3yBaHe HA CHHUHU
(KpbBOHACSIAaHHA) WM KPBBOTCUCHHE (BHKTE TOUKa 2).

e OemompoOHa eMOoNHs (Heuecma): KPBBHU chcupeny B Oenure Apobdose. [Ipu3Hanmre BKIIOYBAT
3a7yX U 00JKa B TBpANUTE WIH B TOJHUTE KPaHHUIIH.

® UHTEpPCTHHATHA OeoapoOHa 00JIECT € ChOOIICHA P MAIUSHTH, MPUEMAIIH TOBa JICKAPCTBO.
[Ipu3HaITe BKIIOYBAT 3aTPYIHEHO ITUIIAHE, HEJOCTHUT Ha BB3/IyX C KAlUTHIA WX TIOBHIICHA
TeMIieparypa.

Hsxown oT Te3u cepro3HM HEeXKEIaH! PEeaKI|K MOTaT JIa JOBEIAT A0 CMBPT.

Jpyru HexKeJIaHH peaKIuu

Nudopmupaiite Bamms nekap, ako 3a0enexuTe HIKOH OT CIETHUTE HeXEIaHU peakuu. MHOro ot
HEKEJIAHUTE PEaKIMU C€ yCTAHOBSABAT IIPU JJAOOPATOPHU M3CIIEABAHHS — HAIIPUMED TE3H, KOUTO CE
OTHACAT A0 KPbBHUTE KJIECTKU. BamuAT ekap 1e cieny BHUMATEIHO 3a TaAKUBa HEXKEIAHU PEaKIun
4pe3 pe3yNTaTuTe OT u3cieABaHusATa Bu.

MHoro yecTu: Moske 1a 3acerHat noseue ot 1 Ha 10 nymmu:

HaMalleH aleTUT

ycellane 3a CHiIHa yMopa (U3TOIeHHE)

raJicHe

HaMmalleHHe Ha OelHuTe KPhbBHH KIICTKH, KOUTO C€ HApU4aT ,,JICBKOIIUTH  — MOXKE JIa € TIOBUIIIN
PHUCKBT OT uH(eKuus nmpu Bac

® [0AyBaHE Ha JIUTABHLUTE B yCTaTa

Yectu: morar aa 3acersar a0 1 na 10 xymm:
® Tpecka
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Kocomas

3ary0a Ha Terso

MPOMEHEH BKYC

3arneK

001110 HEPa3IMONIOKEHIES

MOHW)KEHU HMBA Ha ATOYMHHA B KPBBTA

MOBHUIIICH OMTUPYOUH B KPHBTA — MOXKE J]a MPUIMHH MOKBITIBAHE HA KOXKATA WA OYUTE
HaMaJicHUEe Ha Opos Ha OeMTe KPhBHU KJIETKH, KOUTO CE HApUYAaT ,,JTUM(OIIUTH — MOXKeE Jia ce
MOBHIIIA PUCKBT OT HH(peKIuu mpu Bac

MOJIyBaHe Ha PhIIETE, KpaKaTa I XOJUIaTa

0O0JKH WK TIPOOJIEMH B yCTHATA KYyXHHA

MOJ{yBaHe Ha JIMTABUIUTE — MOXKE J1a € BB BBTPEIIHOCTTA HA HOCA, T'HPJIOTO, OUYHTE,
BJIATJIUIIETO, OeauTe APOOOBE MU UuepBara

MTOBHIIIEHN YE€PHOIPOOHN EH3UMH

OeNTHK B ypUHaTa

00puB, CHPOEXK UK CyXOTa Ha KOXKaTa

ycellane 3a HeJOCTHT Ha Bb3IyX, MHPEKIMK Ha AUXATEIIHUTE MBTUINA WU OenuTe ApoboBe,
WH(pEKIUY B 00J1acTTa Ha TPHIHUS KOII

BUPYCHH MH(EKINU

00JIKa B CTaBUTE

3aMaiiBaHe, TJ1aBo0oJue

BHCOKO KPBBHO HAJITaHE
S3BU B ycTara
00JIKa B MyCKYyJIUTE

Heuectu: morar aa 3acersar 10 1 na 100 qymm:

HUCKO KPBBHO HAIlsITaHE

pe3yNTaTH OT KPHBHU M3CIIE/IBaHS, C KOUTO CE YCTAHOBSABAT MPOOJIEMH C KPBBOCHCHPBAHETO,
MOpajii KOUTO TO-JIECHO MOJyYaBaTe KPhBOTECUCHHS

chplieOreHe, 00JIKa B TbPANUTE

HECCTECTBEHO YCKOPSIBAHE WM 3a0aBsiHE Ha Chp/ICYHATA YECTOTA

MOBHIIICH OOl Ha OEMUTE KPBBHU KICTKH

MOBHIIICH Opoii Ha OeuTe KPhBHH KJICTKH, KOUTO CE HApUUAT MOHOIIUTH

MOBHIIICHO HUBO Ha JIAKTAT JEXUPOreHa3aTa B KPbBTa

HUCKH HUBA Ha QochaTu, HATPUH, KaTui WK KaIlui B KPHBTA

HamalieH Opoii Ha OeTUTe KPBBHH KIETKH, KOUTO C€ HAPUYAT MOHOITUTH — MOXE J[a CE MTOBHIITH
PHUCKBT OT HHDEKITUH

BHCOKa KPBBHA 3aXxap (XUMEPIIIMKEMHUsI ), TIOBUIIICHH ypesl, KPSATUHHUH U KUK B KPBBTA
pe3yATaTH OT U3CJICBAHE Ha KPBBTA, Upe3 KOUTO C€ YCTAaHOBSIBA Bh3naiicHue (rmopuiiicH C-
peaKkTHUBEH MPOTEHH)

CBETOBBPTEK

XpeMa WA KPbBOTEUYCHHE OT HOCA, MPOOJIEMH ChC CHHYCHUTE

0O0JIKH B TBPIIOTO, Ipe3raB riiac, MpodJeMH C riiaca

3auepBsBaHe, ChbPOCK Ha OUUTE, MH(OEKIIMH HA OYHUTE, CHI3AIIM OUU

00e3BOTHABAHE

MOJyBaHe Ha KOPEMa, ra30Be, JIONIO XPaHOCMUIIaHEe

BB3MAJICHNUE B IOJHATA YaCT Ha XPAHOCMHIATETHUS TPAKT

MOIyBaHe WM KPbBOTEUYCHHE B YepBaTa

Bh3MAICHUE WK MOBHIIICHA KUCETHHHOCT B CTOMAaXa MM B XpaHOIPOBOAA, pedIyKe
OOJIKH B €3UKa, TaJicHe

pa3BajicHH 30U, TPOOJIEMU ChC 3b0UTE, HH(DEKIIMKA HA BEHIIUTE

3auepBsIBaHE Ha KOXKaTa

OOJKH UK AUCKOMMOPT B PHIIETE U TOJHUTE KPAHHHUITH
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0oJKa, BKIIOUYUTETHO 00JIKa MOpaan pakOBOTO 3a00IsBaHEe

KOCTHA 00JIKa, MyCKYJIHA cIa00CT WM CHa3MH

yCEIllaHe 3a CTyA

xepnec 3octep (0osKa 1 MexypuecT oOpHB MO KOXKaTa 10 X0/1a Ha HEpBHUTE BJIAKHA, 3aCETHATH OT
BB3MAJICHUETO HA HEPB OT BUPYyCa Ha XepIiec 30CTeP)

YepHOAPOOHM HapyLICHUS

Bb3MaJICHUE WIN HHPEKIHs HA KIbYHNTE THTUIA

0BpOpeyHa HEOCTATHPYHOCT

Kalutuia, HHQEKUUs Ha CHHycUTe, HH(EKUUs Ha I'bPIOTO

MHQEKIHUI Ha THKOYHHUS MEXYP

KpPBB B ypHHATa

npobJeMu ¢ ypuHHpaHeTo (3aIpbhkKKa Ha ypHHa), 3ary0a Ha CIIOCOOHOCT 3a KOHTPOJIMpaHe Ha
YPHUHHpaHETO (M3ITyCKaHe Ha ypUHA)

HapyIICHNs B MEHCTPYaTHHUS UKD

TPEBOKHOCT

HETEe)KKH HEBPOJIOTHYHU MpoOIeMu

Ha/IUTHAT CHPOSI OOpUB, KONPUBHA TPECKA, aKHE

W3MOTSABAHE MOBEYE OT OOMYANHOTO, TPOOIEMHU C HOKTUTE

Mpo0GJIeMH ChC CHHSI WU 3aCTIHBAHETO

YYBCTBO HA M3TPBIIBAHE W ,, UTJIMUKK " B pbLIETE UM Kpakara

3ayepBsiBaHe, MOAyBaHe, O0JKa B UTAHUTE U CTHIIaNaTa Ha KpakaTa (CHHIPOMBT ,,pbKa-Kpak')

Peaxu: morar na 3acernar a0 1 na 1000 xymu:

BB3IMIAJICHUC 1 I/IHq)CKHI/Iﬂ Ha ucpBara

aTJIETUYHO CTHIAIIO - THOMYHA HH(EKIHS Ha XOAUIOTO, HHPEKITUS C TPOXKIN
HamalieH Opoii Ha OenuTe KpbBHH KIETKH, KOUTO C€ Hapu4aT IPaHyJIOLUTH — MOXKE Ja C€ ITOBUIIN
pHUCKa OT HHPEKITUN

MoTyBaHe MK OOJIKHM B CTABUTE WIIM TOJIEMUsI IPBCT HAa Kpaka

MOJTyBaHe Ha CTaBUTE

MOBUIICH HATPUI B KPBHBTA

YyBCTBO Ha MapeHe, HeMPHUATHO, 3aCHICHO WK 3ary0eHo ycellaHe 3a JIOmup
MPUTIAABK (CHHKOT)

IIpoOJIEMH ChC 3PEHUETO, KATO 3aMbIJICHO 3pEHHUE, ABOIHO BUX/1aHEe, HAMAJICHO 3pEHHUE,
KaTapakTa (rmepae)

CYXH 04U

0oJKa B yXOTO

Bb3NAJICHUE B TOPHATA YaCcT HA XPAaHOCMMJIATEHUS TPAKT

0oJKa B TOpHATa WK B JOJIHATA YacT Ha XPAaHOCMMJIATEIIHUS TPAKT
HaTpyMHBaHe Ha TEYHOCT B Oenure ApoOoBe

Jiomr IbX, HpO6JIeMI/I C BCHIIUTE, KbPBCHE OT BEHIIUTC

MOJTUTIH (M3pacThIN) B ycTaTa

BB3MAJICHUEC WK KBPBCHEC Ha YC€pBaTa

YBCIWYCH JUaMCThp Ha XIIBbYHUA KaHaJl

3ayepBeHa KOXKa, MeXypu, OefieHe Ha KoXkaTta

YyBCTBHUTEIHOCT KbM CBETIMHA

BB3MAJICHUE HA TUKOYHHS MEXYP

MIPOMEHEHH CTOMHOCTH IPH M3CJeIBaHE HA ypuHa

KPBBHHU ChCUPELH, HAIIP. B MO3bKa MJIM B Kpakara

MpoMeHU B enekTpokapanorpamara (EKT)

IIOHM>KCHU HHBA Ha OGHH/I}I OCIITHK B KpbBTa
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Cpo0maBaHe Ha HesKeJIaHU peaKIun

AKO TIOTyYUTE HAKAKBU HEXEJIaHU JIEKAPCTBCHH PEAKIIMU, YBeoMeTe Barms nekap win hapMaieBT.
ToBa BKIIFOUBa ¥ BCHYKY BH3MOKHU HEOITUCAHU B Ta3H JIMCTOBKA HEXEIIAHU PEaKIUH, HEOUCAHU B
Ta3u TUCTOBKA. MOXETe ChIIO JIa ChOOIIUTE HEXKEJIAaHW PEAKIUU JTUPEKTHO Ype3 HAIlMOHATHATA
CHCTEMA 3a ChoOIaBane, nmocoueHa B [Ipumoxenne V*.

Karo cpobmiaBaTe HexenaHu Peakiiui, MOKETE J1a IaJIeTe CBOsI IIPUHOC 3a MOJyYaBaHe Ha IIOBEUE
ruHGOpMAIUS OTHOCHO 0€30MMacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiate Lonsurf
[la ce cpxpaHsBa Ha MSCTO, HEJJOCTBITHO 32 JCLA.

He usmnosn3Baiite TOBa JIEKapCTBO CJIEI CPOKA HAa FOTHOCT, OTOE/SA3aH BbPXY KapTOHEHATA KYyTHSI WM
osucrepure cien ,,l'ongen 10:/EXP“. CpokbT Ha TOAHOCT OTTOBaps Ha MOCIIEIHUS JIEH OT MOCOYCHHMS
Mecell.

ToBa JICKaApCTBO HC M3MCKBa CICIHUAIHU YCIIOBUA Ha ChbXPaHCHUC.

He u3xBbprsiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAIIHU OTIAbIIH.
[NommTaiite Bamms papmaneBT kak qa H3XBBPISATE JEKapcTBaTa, KOMUTO BeUye He nu3noin3Bate. Te3u
MEPKH IIE CIIOMOTHAT 32 ONa3BaHe Ha OKOJHATa Cpefa.

6. C'I)Il'bp?l(al-ll/le Ha ONaKOBKaTa U JO0IIbJHUTEC/IHA HH(l)OpMaIIHﬂ

Kakso cbabp:xa Lonsurf

Lonsurf 15 mg/6,14 mg dunmupana tabnerka

e AKTUBHHTE BEIECTBA ca TpU(IypUINH U TUNHpanwi. Beska ¢uimupana TadneTka chabpxa
15 mg tpudnypuaus u 6,14 mg THIMpanKI

e Jlpyrute CbhCTaBKH ca:
e Snpo Ha TabnerkaTta — JaKTO3a MOHOXUAPAT, IPEKEIATHHU3UPAHO LAPEBUYHO HUILECTE U
CTeapuHOBa KHceanHa (BrkTe Touka 2 ,,Lonsurf chabpika nakTo3a™).
o  DuIMOBO OKpHUTHE — XUTIPOMeINo3a, Makporod (8000), TutanoB nuokeun (E171), u
MarHe3ueB creapar.
e [leyaTHO MacTWIIO — MIeJUIaK, YepBeH xene3eH okcua (E172), xunt xenesen okcup (E172),
tutaHoB auokcun (E171), manurokapmus anymuaueB nak (E132), kapHayOCKH BOCHK U TaJK.

Lonsurf 20 mg/8,19 mg ¢punmupana tabnerka
e AKTHBHHTE BEIIECTBa ca TPU(IYPUIUH U TUIUpAIWIL. Beska ¢pumupana TablieTka Chabpxka
20 mg Tpudmaypunud u 8,19 mg Tunmpan

e Jlpyrure cbCTaBKHU ca:
e Snpo Ha TabnerkaTa — JaKTO3a MOHOXUIPAT, IPEKEIATHHU3UPAHO LTAPEBUYHO HUILIECTE U
CTeapHHOBa KucenuHa (BiKTe Touka 2 ,,Lonsurf cbabprka nakrosa’).
e  DuiIMOBO NOKpUTHE — XUIPOMeIo3a, Makporod (8000), tutanoB nuokcun (E171), uepen
xkene3er okcua (E172) m Mmaraesues creapar.
e [leyaTHO MacTWIIO — IIEJUIAK, YepBeH xenezeH okcua (E172), wpat xenesen okeup (E172),
tutanoB auokcuna (E171), naagurokapmun anymuaueB Jak (E132), kapHayOCKH BOCHK M TallK.

Kak usriexaa Lonsurf u kakBo cbabpika 0NaKoBKaTa
e Lonsurf 15 mg/6,14 mg e hunmupana, 0sa, BOHHOM3IbKHANA,KPBIJIA TAOJIETKA OT eHATa
CTpaHa Ha KOSTO ChC CHBO MacCTHJIO € OTIIeYaTaHo ,,15%, a ot apyrara crpana - ,,102* u ,,15

113

mg*.
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e Lonsurf 20 mg/8,19 mg e ¢punmupana, 6iego4epBeHa, TBOMHOU3IIbKHAIA, KPBIJia TabJIeTKa OT
eaHaTa cTpaHa, Ha KOSITO ChC CHBO MacTHJIO € OoTIeyaraHo ,,20“, a ot apyrara - ,,102* 1 ,,20

113

mg®.

Bcsika onmakoBka cpabpika 20 dunmmupann tadiaetku (2 6mmcrepa mo 10 Tabietku Bcekun) wim 40
¢unmupanu tabnetku (4 Onuctepa no 10 TabneTku Beekn), uim 60 ¢punmupanu tabnaetku (6 Onuctepa

mo 10 TabneTku Bceku). Beceku 6mucTep MMa BrpajieH CyIInuTeEll.

He Bcuuku BHIOBE ONIAKOBKK MOTaT fia ObJIAT MyCHATHA B IPOAAKOA.

IMpuTexaTtes Ha pa3pelIeHHETO 3a ynoTpeda

Les Laboratoires Servier
50 rue Carnot

92284 Suresnes Cedex
DpaHuus

IIpousBoauTenn

Les Laboratoires Servier Industrie

905, route de Saran
45520 Gidy
DpaHuus

Servier (Ireland) Industries Limited

Gorey Road,
Arklow,

Co. Wicklow,
Y14 E284,
Hpnannus

3a gomBIHUTENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS

MNPEACTABUTCII HA NPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTp€6aI

Belgié/Belgique/Belgien
S.A. Servier Benelux N.V.
Tel: +32 (0)2 52943 11

Lietuva
UAB “SERVIER PHARMA”
Tel: +370 (5) 2 63 86 28

bbarapus
CepBue Menukan EOOJ]
Ten.: +359 2 921 57 00

Luxembourg/Luxemburg
S.A. Servier Benelux N.V.
Tel: +32 (0)2 52943 11

Ceska republika
Servier s.r.o.
Tel: +420 222 118 111

Magyarorszag
Servier Hungaria Kft.
Tel: +36 1 238 7799

Danmark
Servier Danmark A/S
TIf: +45 36 44 22 60

Malta
V.J. Salomone Pharma Ltd
Tel: +356 21 2201 74

Deutschland
Servier Deutschland GmbH
Tel: +49 (0)89 57095 01

Nederland
Servier Nederland Farma B.V.
Tel: +31 (0)71 5246700

Eesti
Servier Laboratories OU
Tel:+ 372 664 5040

Norge
Servier Danmark A/S
TIf: +45 36 44 22 60
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Elrada
YEPBIE EAAAY PAPMAKEYTIKH EIIE
TnA: +30 210 939 1000

Osterreich
Servier Austria GmbH
Tel: +43 (1) 524 39 99

Espaiia
Laboratorios Servier S.L.
Tel: +34 91 748 96 30

Polska
Servier Polska Sp. z o.0.
Tel: +48 (0) 22 594 90 00

France
Les Laboratoires Servier
Tel: +33 (0)1 55 72 60 00

Portugal
Servier Portugal, Lda
Tel.: +351 21 312 20 00

Hrvatska
Servier Pharma, d. o. o.
Tel.: +385 (0)1 3016 222

Romania
Servier Pharma SRL
Tel: +4 021 528 52 80

Ireland
Servier Laboratories (Ireland) Ltd.
Tel: +353 (0)1 663 8110

Slovenija
Servier Pharma d. o. o.
Tel.: +386 (0)1 563 48 11

Island

Servier Laboratories
c/o Icepharma hf
Simi: +354 540 8000

Slovenska republika
Servier Slovensko spol. s r.0.
Tel.:+421 (0) 2 5920 41 11

Italia
Servier Italia S.p.A.
Tel: +39 06 669081

Suomi/Finland
Servier Finland Oy
P. /Tel: +358 (0)9 279 80 80

Kvbmpog
C.A. Papaellinas Ltd.
TnA: +357 22741741

Sverige
Servier Sverige AB
Tel : +46 (0)8 522 508 00

Latvija
SIA Servier Latvia
Tel: +371 67502039

United Kingdom (Northern Ireland)
Servier Laboratories

(Ireland) Ltd.

Tel: +44 (0)1753 666409

I[ara Ha MOCJICAHO MpepasrjacKaaHe Ha JJUCTOBKaTa:

JApyru n3rouyHuny Ha nHGopmanus

Ho;[p06Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € MPEAOCTABCHA HA ye6caﬁTa Ha EBpOHCﬁCKaTa arCHIus

1o JIeKapceTBara: http:/www.ema.europa.eu
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