HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



' To3u nekapcTBEeH NPOAYKT MOJICKH Ha AOIIBJIHUTEIIHO HaOoeHe. ToBa 111e mo3BoJu Obp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpPMaIKs OTHOCHO Oe30nacHOCTTa. OT MEIUIIMHCKUTE CICIIMATHUCTH C&
M3HCKBA JIa ChOOIaBaT BCSIKa IMO03UpaHa HeXellaHa peakius. 3a HauMHa Ha ChOOIaBaHe Ha
HEXKEJIaHU PEaKlMK BIXKTE ToukKa 4.8.

1. HUME HA JIEKAPCTBEHUS MTPOAYKT
Lorviqua 25 mg ¢hunmupanu TabaeTKH
Lorviqua 100 mg ¢punmupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Lorviqua 25 mg dbuwimMupany Ta0IeTKU

Bcesika punmupana tabierka cpappika 25 mg nopaatuau6 (lorlatinib).

Tomowno eewjecmeo ¢ uzgecmuo oeticmeue
Bcesika punmupana tabnerka chabpka 1,58 mg makTo3a MOHOXHAPAT.

Lorvigua 100 mg duimMupany TabaeTKu

Bcesika punmupana tadnerka cpabpka 100 mg nopinatunu6 (lorlatinib).

Tomowno eewjecmeo ¢ uzgecmuo oeticmsue
Bcesika punmupana tabnerka chabpika 4,20 mg 1aKT03a MOHOXHUAPAT.

3a IBIHUA CIIMCHK HA IIOMOIIHUTE BEIIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka (TabieTka)

Lorviqua 25 mg dbwimMupany Ta0IeTKU

Kpsoria (8 mm), cBetnopo3oBa ¢punMupana TabiaeTka ¢ He3a0aBHO OCBOOOXKIaBaHe, C BINILOHATO
penedHo o3nayenwue ,,Pfizer or ennara crpana u ,,25“ u ,,LLN® ot apyrara.

Lorvigua 100 mg duimMupanu TabIeTku

Ogsanna (8,5 X 17 mm), TBMHOPO30Ba (HIMHUpaHa TabJeTKa ¢ He3a0aBHO OCBOOOXK1aBaHe, C
BUIEOHATO peneHO o3HaueHue ,,Pfizer or exnara crpana u ,,LLN 100 ot npyrara.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHHU MOKA3AHUS

Lorviqua, kaTo MOHOTeparus, € MOKa3aH 3a JICUCHHE Ha Bh3PACTHU MAIMEHTH C aBAHCUPAIT
HeApeOHOKIIEThYCH KapiuHoM Ha Oenus qpoo (NSCLC), monokuTesieH 3a KMHA3a Ha aHaIlIaCTUYCH

mumbpom (ALK), kouto npenu ToBa He ca JIeKyBaHU ¢ MHXHOUTOp Ha ALK.

Lorviqua, kaTo MOHOTepanusi, € MOKa3aH 3a JICYeH!e Ha Bb3pacTHU nanuenTH ¢ apancupan NSCLC,
nosioxkuteneH 3a ALK, urero 3a00iisBaHe € mporpecupaio Cie:



®  ajeKTUHUO WU NEPUTHHUO KaTo MbpBa JTUHUSA Ha jJedenne ¢ ALK Tupo3nHknHa3eH
naxudutop (TKI), nnu

e kpu3otuHHO u nowe ome exud ALK TKI.

4.2 Jlo3upOBKA M HAYMH HA NIPUJIOKEHHE

Jleyenuero c popiaTHHUO TPsiOBa 1a ce 3amouHe U HAaOII0JaBa OT JeKap ¢ ONHUT B yroTpedaTa Ha
MIPOTUBOPAKOBH JIEKAPCTBEHU IPOAYKTH.

OtkpuBanero Ha ALK-nonoxureneds NSCLC e Heo6xomumo 3a n300p Ha MAIUEHTUTE 3a JISYSHHUE C
JIOPJIATHHUO, THH KaTo TE ca eIMHCTBEHUTE MALMEHTH, IIPU KOUTO € T0oKa3aHa nonsa. OneHkara Ha
ALK-nonoxurennoctta npu NSCLC Tps6Ba 1a ce U3BBPILU OT Ja00paTOpuH ¢ AOKa3aH OMUT NPH
M3IOJI3BAaHETO Ha KOHKPETHATa TEXHOJIOTHS, KOSATO ce mpuitara. HermpaBuiiHOTO U3BBPIIIBAaHE HA TECTa
MOJKE J1a JOBEJIE 0 HEHAAEXKIHHU PE3YITaTH OT TeCTa.

EO3I/IQOBKa

[Ipenoppunrtennata no3a e 100 mg nopnaTHHUO, NpUEMaHH IEPOPATHO BEAHBXK JHEBHO.

Ilpoovioicumennocm na neyenuemo
JledueHnueTo ¢ opiaaTuHUO TPsIOBa Ja ce MPOABIDKH JI0 MPOrpecus Ha 3a00JIIBaHETO WITH HENPUEMITHBA
TOKCHUYHOCT.

3axvchenue na npuema uiu nponycHamu 0o3u

Ako Obzie mpomycHara go3a Lorviqua, To Ts1 TpsiOBa n1a Obie mpreTa Bb3MOXKHO Ha-CKOPO, ciiell KaTo
MAIUEHTHT CE CETH, OCBEH aKO HE 0CTAaBAT MO-MAJIKO OT 4 yaca 7|0 CJIeJBaIlara 1033, KaTo B TO3H
cllydail malMeHThT He TPsOBa Ja mpueMa nporrycHaTara jo3a. [lanuenture He TpsOBa 1a mpueMar

2 103U €THOBPEMEHHO, 32 1a KOMIIEHCHPAT MPOIyCcHaTa J03a.

Ilpomenu na oozama

[IpexbcBane Ha MpreMa WM HaMaleHUe Ha J103aTa MOXKe Jia ca HeoOXOJMMHU Bb3 OCHOBA Ha
WHIMBUIyalTHaTa 0€30IMacHOCT U TOHOCUMOCT. HuBaTa Ha HaMaleHue Ha J103aTa Ha JIOPJIaTHHUO ca
0000IICHH TTO-A0IY:

. [IspBO HamaneHre Ha J03aTa: 75 mg, MpUEeMaHu IIEPOPATHO BEIHBK JTHEBHO

. Btopo namanenue Ha no3ara: 50 mg, mpueMaHu IepoOPaTHO BEAHEK JHEBHO

HpI/IeM"bT Ha J'IOpJ'IaTI/IHI/I6 TpSI6Ba Aa CC MPCKpaTh OKOHYATCIIHO, dKO MALIUCHTHT HE MOKC Oa ITOHECEC
J03a OT 50 mg, NpuceMaHa NnepopaiHo BEAHBK JHCBHO.

HpeHOp’bKI/I 3a IPOMCHHU Ha 103aTa IIprU TOKCUYHOCT U IPpH MAIIUCHTH, pa3BUBaIllll
aTPUOBCHTPHUKYJIApEH 010K (AV), ca mpeaocTaBeHu B Taduia 1.



Ta6anna 1:

IIpenopbunTeTHU NPOMEHHU HA /103aTA HA JIOPJIATHHUO NPH He:KeJAHH PeaKuuu

Hexenana peakuus®

| Jo3upane Ha JopJaaTHHUO

XunepxoJjiecTepoaeMusi MIH XHIIEPTPUTJIHIEPHAEMHS

Jlexa xunepxoiiecteposeMus
(xomecTepos MeXIy rOpHaTa TpaHHULA Ha
Hopmara (ULN) u 300 mg/dl, unn mexay
ULN u 7,75 mmol/1)

nin

YMmepeHa XHIIepX0IecTepOIeMHUs
(xomectepon mexay 301 u 400 mg/dl wiun
Mexay 7,76 u 10,34 mmol/l)

Wi

Jlexa XMIIEPTPUTTULEPHIECMHUS
(Tpurmuuepuan mexay 150 u 300 mg/dl
wia 1,71 u 3,42 mmol/l)

WJIn

YMepeHa XUnepTpUurianuepuaeMus

(tTpurmuuepuan mexay 301 u 500 mg/dl
w 3,43 u 5,7 mmol/l)

3anovHeTe WM MPOMEHETE 3all0YHaTaTa
JIMIHIOTIOHMIKABAIIA TEPATIUSA® CHIJIACHO ChOTBETHATA
KpaTKa XapaKTepUCTHKa Ha MPOAYKTA; MPOIBIIKETE
npreMa Ha JIOPJIATHHUO TPH ChIlaTa J03a.

Texka XUIepXoaeCTEPONIEMUS
(xomectepon mexay 401 u 500 mg/dl wiun
mexay 10,35 u 12,92 mmol/l)

nin
Texxka XunepTpUrIuLepUaeMuUst

(rpurmmnepuan mexay 501 u 1 000 mg/dl
i 5,71 u 11,4 mmol/l)

3anovHeTe JIUMMHIONOHIKABAILA TEPANHA’; aKO
IIOHACTOSALLEM CE€ IIpUJIara TakaBa, IOBUILETE A03aTa
1° CBIIIACHO CHOTBETHATA KPATKa XapaKTEPUCTUKA Ha
MPOAYKTA WM IPEMUHETE KbM HOBA

JIUIUIONIOHM KaBama tepanus’. IIpoasinkeTe npueMa
Ha JIOPJATHHUO MPH ChINaTa 103a 0e3 MpeKhCBaHe.

JKuoTo3actpaiapaiia
XHUIIEPXOJICCTEPOTICMUS
(xomectepon Hax 500 mg/dl wmm Ha
12,92 mmol/l)

nin

JKuBoTo3acTtparapaiia
XUIEPTPUIIIULEPUACMUS
(rpurmuuepuan Hag 1 000 mg/dl nnm Han
11,4 mmol/l)

3amouHeTe JIMITHJOIIOHMIKaBaIa TepaHI/IH6 HIIn

TIOBMIILIETE 103aTa i° ChIIIACHO ChOTBETHATA KPATKa
XapaKTepUCTHKA Ha MPOIyKTa UIH MPEMUHETE KbM
HOBA JIMITMIOTIOHMKABAIa Tepanus’. BpemenHo
npeKpareTe mpremMa Ha JIOPJIAaTHHUO 10
BB3CTAHOBSIBAHE HA XUTIEPXOJIECTEPOIIEMUSTA U/HITH
XUTNEPTPUTIIUIEPUAEMHATA IO yMEpeHa UK JieKa
CTEIIEH.

Bb3oOHOBeTE nprieMa Ha JIOPIaTHHUO MPH ChIIaTa
J103a, KaTo MPUWIOKUTE MaKCUMaJlHa 1032
JIMIHIOTIOHMYKABAIIA TEPATIUSA® CHIJIACHO ChOTBETHATA
KpaTKa XapaKTepUCTHKa Ha MPOAYKTa.

AKO TeXKaTa XUIEePXO0JIeCTEPOIEMUsl 1/ WiIn
XUMEPTPUTIIULEPUIEMHIS CE TIOABSIT OTHOBO, BBIIPEKH
IpUIaraHeTo Ha MaKCUMallHa 103a
JIMIHIOTIOHMYKABAIIA TEPATTUA®, CHITIACHO
CHOTBETHATa KpaTKa XapaKTepUCTHKa Ha POAYKTa,
HaMaJIeTe /103aTa JOPIaTHHUO 10 IbPBO HaMaJIEHO
JI030BO HUBO.




Ta6anna 1:

IIpenopbunTeTHU NPOMEHHU HA /103aTA HA JIOPJIATHHUO NPH He:KeJAHH PeaKuuu

Hexenana peakuus®

| Jo3upane Ha JopJaaTHHUO

Edexrn Bbpxy nenrpainara HeppHa cucrema (IHHC) (Bk/0YBAT ICUXOTUYHH e(PeKTH U
NMPOMEeHH B KOTHUTUBHHUTE CMIOCOOHOCTH, HACTPOEHUETO, ICUXUYHOTO ChCTOsIHNE WJIN TOBOPA)

Crernen 2: ymepeHa
Wi

CreneH 3: TexXKa

BpemenHo nipekpareTe npruema J10 TOKCHIHOCT, T0-
HUCKa WK paBHa Ha creneH 1. Cres ToBa
BBH300HOBETE MpHeMa Ha JIOPJIATHHUO Npu

I'BPBO HAMAJICHO JJO30BO HUBO.

Crenen 4: )KI/IBOTO3aCTpaIHaBaH_[a/HOKa38Ha
€ CIICIHa MHTCPBCHIIUA

ITpekpaTeTe OKOHYATEIHO JOPIATUHHO.

IToBunIeHHe Ha JIUIIa3a/aMUJIA3a

CreneH 3: TeXKa
NI

Crenen 4: )KI/IBOTO3aCTpaIHaBaH_[a/HOKa38Ha
€ CIICIHAa MHTCPBCHIIUA

BpemenHo npekpareTe npuema Ha JOpPIaTUHUO 10
BB3CTAHOBSIBAHE HA CTOMHOCTHUTE Ha JIMTa3aTa Uil
amuiIasara o usxonHure Husa. Cies ToBa
BBH300HOBETE MpHEMa Ha JIOPJIATHHUO Npu

I'bPBO HAMAJIEHO JJO30BO HUBO.

Hurepcrunuanana 6enoapooHa 6osect (Mbb)/mnueBMOHUT

CreneH 1: neka
NI

Crenen 2: ymepeHa

BpeMeHHo npekpaTeTe nprueMa Ha JIOPIaTHHUO 10
OT3By4YaBaHE Ha CUMITOMHTE 10 M3XOJAHOTO HUBO U
oOMHucIIeTe 3a0YBaHeTO HA KOPTUKOCTEPOUIH.
Bb3oOHOBeETE MprieMa Ha JIOPIATHHUO MTPH

'BPBO HAMAJICHO J1I030BO HUBO.

[Ipekparere OKOHYATEITHO JIOPIATUHUO, aKO
WNBB/mTHEBMOHUT ce TTOSIBM OTHOBO HJTH HE OT3BYYH
6 ceIMUIH Cle]l ClIUpaHe Ha JIOPJIATHHUO U JIeUeHUe
CBC CTEPOHJIN.

CremneH 3: TeXKa
NI

Crenen 4: )KI/IBOTO3aCTpaIHaBaH_[a/HOKa38Ha
€ CIICIIHA MHTCPBCHIUA

[IpekpaTere OKOHYATENHO TpHUEMa Ha JIOPJIATHHUO.

YabmkaBade Ha PR nnTepBajia/aTpuoBeHT

uKyjaapeH (AV) 6Jok

AV 070K TbpBa CTEIEH:
ACUMITOMATHYCH

[IpoabixkeTe mpreMa pu ChIaTa 103a JOPJIaTHHUO
0e3 npexnscBane. OOMucneTe eekTure Ha
CBHII'BTCTBAIIMUTE JIEKAPCTBEHU MPOLYKTH U OLECHETE U
KOPHUTHPANTE eICKTPOIUTHHUS TUcOaiaHC, KOHTO MOXKe
na ynemku PR unTepBania. Monuropupaiite
BauMarenano EKI'/cummromure, MOTEHIINAIHO
cBBbp3aHu ¢ AV 0JIOK.

AV 0JI0K IbpBa CTETIEH:
CUMITOMaTHYEH

BpemenHo nipekpareTe nmpuemMa Ha JIOPIaTHHUO.
OoOmucneTe eheKTUTE Ha CHITHTCTBAIINATE
JIEKapCTBEHU MIPOIYKTHU U OLICHETE U KOPUTUPAMTE
€JIEKTPOJIUTHHS JUcOaIaHc, KOMTO MOXe J1a YIBIKH
PR unTepBaia. MoHuTOpUpaiTeé BHUMATEIHO
EKI'/cumniromuTe, HOTEHITMAITHO CBBP3aHU C

AV 0J10K. AKO CUMIITOMHUTE OT3BYYaT, Bb30OHOBETE
npreMa Ha JIOPJIATHHUO MPH TEPBO HAMAJICHO JI030BO
HUBO.
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Hexenana peakuus®

Jo3upane Ha JOpPJIATHHUO

AV 610K BTOpa cTerneH
ACHMIITOMaTHYEH

BpemenHo nipekpareTe mpreMa Ha JIOPIaTUHUO.
O6mucieTe eh)eKTUTE Ha ChITBTCTBAIIUTE
JIEKapCTBEHU MPOIYKTH U OLICHETE U KOPUTUPAKTE
EJIEKTPOJIUTHHSI TUCOaIaHC, KOMTO MOXeE J1a YIBIKH
PR unTepBaia. MoHUTOpUpaiTeé BHUMATEIHO
EKI'/cumritomuTe, MOTSHIIMAIHO CBBP3aHU C

AV onok. Axo cneapamata EKI™ e mokake AV 610k
OT BTOpa CTETICH, Bh30OHOBETE IpreMa Ha
JIOpAATUHUO MPHU IHPBO HAMAJICHO J030BO HUBO.

AV 010K BTOpa CTEICH
CHUMIITOMATHYCH

BpemenHo npekpareTe npuemMa Ha JIOpIaTUHUO.
OobMucrnere epeKTUTE Ha CHIIBTCTBALLUTE
JIEKapCTBEHHU MPOIYKTH U OLIEHETE M KOPUTHUpanTe
€JIEKTPOJIUTHHS JucOaIaHc, KOMTO MOXe J1a YIBIKH
PR unrepBana. Hacouere 3a kapJuOIOTMYHO
HaOII0IeHHEe 1 MOHUTOpHpaHe. AKO
CUMITTOMATHYHUSIT AV OJI0K miepcucTrupa, 0OMHCIIeTe
MOCTaBAHE Ha NEHCMENKBP. AKO CHMITOMUTE U

AV OJOKBT OT BTOpa CTEIIEH OT3BYYAT WM MAlIUEHTHT
MpeMrHe KbM acuMIToMaTudeH AV OJ0K OT mbpBa
CTerieH, Bh300HOBETE MTpHUeMa Ha JIOPJIATHHUO MpU
I'PBO HAMAJIEHO 1I030BO HUBO.

IIemen AV 0Omox

BpemenHo npekpareTe npuemMa Ha JOpIaTUHUO.
O6mucieTe eh)eKTUTE Ha ChITBTCTBAIIUTE
JIEKapCTBEHU MPOIYKTH H OLICHETE U KOPUTUpaNTe
CJIEKTPOJINTHUS AUCOATaHC, KOUTO MOXKE /12 YIBIKU
PR unTepBana. Hacouere 3a KapAuOJIOTHYHO
HabII0IeHre U MOoHUTOpHUpane. [Ipu Texku
CHUMIITOMH, CBBp3aHu ¢ AV 0JIOK, MOKeE J1a € TIOKa3aHO
MOCTaBAHETO Ha MeWCMENHKbp. AKO AV GIIOKBT HE
OT3BYYH, MOXKE J]a c€ OOMUCIIM TIOCTaBSIHETO Ha
IIOCTOSIHEH ITEHCMENKBP.

AKko ObJie mocTaBeH MeiicMelKbp, Bb30OHOBETE
npreMa Ha JIOPJIATHHUO NP ThJIHA J103a. AKO HeE €
MOCTaBEeH NEeWCMENKBP, Bb30OHOBETE MIpreMa Ha
JIOpJAATUHUO NpHU TBPBO HAMAJIEHO 1030BO HUBO, CAMO
CJe/ KaTo CUMIITOMUTE 0T3By4aT U PR uHTepBaIIBT
cTaHe no-MausK oT 200 msec.

Xunepronus

Crenen 3 (CKH, mo-BHCOKO Wiy paBHO Ha
160 mmHg, unmu JIKH, mo-Bucoko mim
paBHO Ha 100 mmHg; mokazaHna e
MEAMLMHCKA MHTEPBEHIM; IOKAa3aHO €
MOBeYe OT €IHO aHTUXUIIEPTEH3UBHO
JIEKapCTBO HJIM MO-MHTEH3WBHA Teparnus,
OTKOJIKOTO TIPE/IU TOBA)

BpemenHo npekparere mpueMa Ha JOPIaTUHUO 10
BB3CTaHOBsIBaHe /10 cTeneH 1 wim nmo-arcka (CKH mox
140 mmHg u JIKH mog 90 mmHg), ciex xoero
BBH300HOBETE JIOPJIATUHUO MPH ChINATa 103a.

AKO XHTIEPTOHUS CTETEH 3 Ce MOSIBU OTHOBO,
BpPEMEHHO MpeKpaTeTe NprueMa Ha JOPIaTHHHO 10
BB3CTAHOBSIBaHE JI0 CTENEH | MM MO-HUCKA U
BB300HOBETE IpHeMa ITpY HaMaJleHa J103a.

AKO C ONTUMAITHO MEAULIMHCKO JICYEHNE HE MOXKE Aa
ce IMOCTUTHE a/IeKBaTeH KOHTPOJI Ha XUIIEPTOHUSATA,
HpeKpaTeTe OKOHYATEIHO JIOPIATHHHO.
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Crenen 4 (;KkMBOTO3acTpalIlaBaIin BpemenHo npekpareTe npuema Ha JOPIATUHUO 10
HOCJIEULIY, I0Ka3aHa € CIIEIIHA BB3CTAHOBSIBAHE JI0 CTETEH | MM MO-HUCKA U
MHTEPBEHLUS ) BBH300HOBETE MIpreMa IpY HaMaieHa J103a Wik

MMPEKPATCTC OKOHYATCIIHO IMPUCMa Ha J'IOpJ'IaTI/IHI/I6.

AKO XHIIEpPTOHUS CTETEH 4 ce MOsIBU OTHOBO,
npeKpaTeTe OKOHYATEIIHO NpUeMa Ha JIOPJaTHHHO.

XunepriaukeMmust

Crenen 3 BpemenHo npekparere mpueMa Ha JOPIaTUHUO 10
IIOCTUT'aHE Ha aJICKBATEH KOHTPOJI Ha

NJIN XUTIEPTIUKEMHUSTA, CJIeI KOETO BH30OHOBETE

JIOpAaTUHUO NpH cleBalaTa mo-HUCKa 103a.
Crenen 4 (mepcucTupania XuneprinKeMUst

Hax 250 mg/dl BBIIpekn OonTHMaTHa AXO ¢ OIITUMAJIHO MEIULIMHCKO JICYEHHE HE MOXKE J1a

AHTUXUIICPTIIMKECMHUYIHA Tepar[pm) CC IMOCTUIHE aACKBATCH KOHTPOJI Ha
XUMEPTIINKEMUSTA, PEKPATETE OKOHUATEITHO
JIOPIATHHUO.

I[pyl"lrl HEKECJIAHH PCAKIIUU

Crenen 1: neka
OOmucrnieTe 1a He Ce POMEHS 103aTa WIK J1a Ce
NJIN HaMaJli 10 IbPBO HaMaJIeHO A030BO HUBO, B
3aBUCHUMOCT OT KJIIMHUYHUTE ITOKA3aHUS.
CreneH 2: ymepeHa

BpemenHo npekpareTe npuema Ha JOPIATUHUO 10
OT3By4YaBaHE HA CHMIITOMHTE JIO CTETICH, MTO-HICKA
[o-BucoKka Wi paBHA Ha CTETICH 3: TekKKa WM paBHA HA CTETICH 2, WIIH JI0 U3XOJHOTO HUBO.
Cren ToBa Bb300HOBETE MPHEMA Ha JIOPIATHHUO MPH
II'bPBO HAMAJIEHO J1I030BO HUBO.

Cekpamenns: [THC = nenrpanna HepsHa cuctema; CTCAE = OOmu TepMHUHONIOTHYHN KPUTEPUH 32 HEXKETIaHH

croutus; JIKH = nquacronmno kpbBHO Hansrane; EKT = enexTpokapanorpama;

HMG CoA = 3-xunpokcu-3-metuiraytapui koeHzuM A; NCI = HarronaneH OHKOJIOTUYEH HHCTUTYT;

CKH = cucronnao kpbBHO Hassirane; ULN = ropHa rpaHuiia Ha HopMara.

2 CreneHra ¢ 0a3upaHa Ha KIacupukanuute Ha OOIUTE TEPMUHOIOTUYHN KPUTSPUH 32 HEXKETAHU CHOUTHA Ha
Hannonannust onkonorndern nHCTHTYT HAa CAILL (National Cancer Institute Common Terminology Criteria for
Adverse Events, NCI CTCAE).

6 JlunumomoHmkaBaraTa Tepamus Moke 1a BKitouBa: naxuoutop Ha HMG CoA penykTa3a, HHKOTHHOBA
KHCENWHA, TPOU3BOIHHU Ha (PHOPHHOBATA KUCEIMHA WIH STHJIOBH €CTEPH HA OMeTra-3 MacTHH KHCEIHHU.

Mownu unxubumopu na yumoxpom P-450 (CYP) 344/5

EnnoBpemenHara ymorpeba Ha JIOPJIATHHUO C JIEKAPCTBEHU POYKTH, KOUTO Ca MOIIIHA HHXHOUTOPH
Ha CYP3A4/5, n mpoayKTH, ChbABPKAIIN COK OT rpedndpyT, MOXKE /1a TOBHUILH IJIa3MEHUTE
KOHIIEHTpauy Ha jJopiaatuHuO. TpsOBa na ce oOMHCIN alTepHATHBEH ChITBTCTBAIL JIEKAPCTBEH
MPOAYKT C TIO-MaTbK NoTeHnuan 3a uaxuoupane Ha CYP3A4/5 (Bx. Touka 4.5). Ako TpsiOBa n1a ce
npwiara eqHoBpeMeHHo MoiineH CYP3A4/5 unxuburop, HayaiHaTa 103a Ha jjopaaTUHuO ot 100 mg
BEJIHBK JTHEBHO TPsIOBa /1a Obe HAaMaJIeHa Ha 75 mg BeIHBXK THEBHO (Bk. Toukd 4.5 1 5.2). Axo
enHoBpeMmeHHara yrorpeba Ha moieH CYP3A4/5 naxuburtop 0b1e mpekpareHa, NpueMbT Ha
JOpIATHHUO TPsIOBa J]a MPOIBIDKH C J103aTa, N3MOJI3BaHa Mpeau 3arnouBane Ha MomHusg CYP3A4/5
WHXUOUTOP CJIe] MepHo Ha o4ucTBaHe OT 3 10 5 monyxuBota Ha MoiuHus CYP3A4/5 naxuburop.

Crenuaiasy nonyiaiu

Cmapuecka 6v3pacm (= 65 coounu)
[Mopanu orpann4yeHUTE JaHHU 32 Ta3M MOITyJAIMs He MOTaT Ja ObJaT HAllPaBEHH MPETIOPHKH 32
JO03MpaHe MpH MalMeHTUTE Ha Bb3pacT 65 1 moBeye roIuHu (BXK. TOUKa 5.2).



bvopeuno yepescoane

He e HeoOxoanMa KopeKIHs Ha jo3aTa IIPH NalieHTH ¢ HopMaiHa Ob0pevHa (pyHKIH U JIEKO 10
yMepeHo 0bOpeuHo yBpekKaaHe [a0CooTHA H3YHCICHA CKOPOCT Ha TioMepyiHa puntpaius (¢GFR):
> 30 ml/min]. [IpenopwuBa ce HamaleHa /1032 JOPIATHHUO TPH MAIUECHTH C TEKKO ObOpedHO
yBpexaane (abcomorna eGFR < 30 ml/min), Hanp. HavanHa go3a 75 mg, npueMaHna IepopaaHo
BEJHBXK JHEBHO (BXK. Touka 5.2). Hama HannyHa nHbOpMaIus 3a manueHTH Ha Ob0peyHa quanmsa.

Yeprodpobro y8pedicoane

He ce npenoppuBaT KOpeKIMHU Ha 103aTa P MALUEHTH C JIEKO YepHOAPOOHO yBpexkaane. Jlumncaa
WHpOPMAITUS 3a JOPIATUHUO TPH MAIMEHTH ¢ YMEPEHO HITH TEXKO YepHOIPpoOHO yBpexxaane. [Topaau
TOBA JIOPJATHHHUO HE ce MPENnopbYBa MPH MAMEHTH C YMEPEHO JI0 TEXKKO YEPHOAPOOHO YBpEKIaHEe
(Bk. TOUKa 5.2).

THeouampuuna nonyrayus
BezonacHocTTa 1 ehmkacHOCTTa HA JOPIATHHUO NPY NeINaTPUYHY MAIUeHTH 1o 18 romuHu He ca

YCTaHOBCHHU. JIunceat JaHHU.

Hauun Ha OPUITOKCHUEC

Lorviqua e mpeHa3HaYEH 3a MEpOpPaTHO MPHUIIOKEHHE.

[MTanmenTture TpsaOBa 1a ObIAT CHBETBAHHM Ja IIPHEMAT J103aTa JIOPJIATHHUO MPHOIM3UTEITHO 110 €THO U
CBIIIO0 BpEME BCEKH JICH ChC MK 0e3 xpaHa (BK. Touka 5.2). TabmeTkuTe TpsOBa J1a ce MOTTbIIAT SN
(He TpsOBa Aa ce IBBUAT, pa3TPOIIABAT WM Pa3JIelisaT Mpeu norirbinane). TabiaeTkure He TpsOBa 1a
Ce TOTJTBINAT, aKO ca CYYIEeHH, HaITyKaHH WU LEJOCTTa UM € HapyIleHa 110 HAKAKbB JIPYT Ha4KH.

4.3 IIporuBomoka3zaHus

CBpBXYYBCTBUTEIHOCT KbM JIOPJIATHHHUO WM KbM HAKOE OT TIOMOIIHUTE BEIECTBA, N30POCHH B
TOYKa 6.1.

Ennospemenna ynotpe6a na mouiau CYP3A4/5 unaykropu (Bx. Touku 4.4 u 4.5).
4.4 Cneuuannu npeaynpesxaeHus U NpeAna3Hy MepKH NpHU ynoTpeda

XI/IHeDJ'H/IHI/IH CMUA

Ynorpebata Ha JOPJATHHHO Ce CBHP3Ba C MOBUIIICHUS HA CEPYMHUS XOJIECTEPOJT U TPUTIULICPUINTE
(Bk. Touka 4.8). MenuaHara Ha BpeMETO OT MOsIBaTa Ha CEPHUO3HO TOBUIIIABAHE HA CEPYMHUS
XOJIECTEPOI U TPUTIHUIICPUANTE € ChoTBeTHO 104 nmuu (amamazon: 29 no 518 quu) u 120 gau
(mmamazon: 15 mo 780 muu). CepyMHUAT XOJIECTEPOT U TPUTIUIISPUANTE TPSIOBA 1a C€ MOHUTOPUPAT
MpeIy 3aII0YBaHe Ha JICUEHHE C JIOPIATHHHO, 2, 4 ¥ § CEIMUIIM CJIel 3all0YBaHe Ha JeUeHHUE C
JIOPIATUHUO Y PEJIOBHO CIIe/ TOBA. 3all0YHETE WU TIOBUIIIETE J103aTa Ha JIEKapCTBEHUTE MPOAYKTH 32
MMOHIKaBaHE Ha JIUMUIUTE, aKO € MoKa3aHo (BK. Touka 4.2).

Ed)CKTI/I BBHPXY LICHTpaJIHaTa HCpBHA CUCTEMA

HaGmonaBanu ca edextu BbpXY IieHTpaHaTa HepBHa cuctema (LIHC) npu manuenTuTe, MoydyaBaliu
JIOPJIATUHUO, BKIFOYUTEITHO TICHXOTUYHY e(DeKTH U IPOMEHU B KOTHUTHBHATA (DyHKITHIS,
HACTPOCHHETO, ICUXUIHOTO ChCTOSTHUE UM roBopa (Bxk. Touka 4.8). Moxe J1a € HeoOXxo1uma
MpOMsIHA Ha JI03aTa WK TpeKpaTsBaHe Ha ITpHeMa MPH Te3H MaIllUeHTH, TIPU KOUTO ce HalJo1aBat
edextu Bepxy LUHC (Bx. Touka 4.2).

ATpHOBEHTPUKYIApEH OIOK

Jlopnatunu6 e mpoydeH Mmpu MOIyIanus NalleHTH, OT KOATO ca U3KIIOYeHH MarueHTuTe ¢ AV 610k
BTOpAa WM TpeTa CTereH (OCBEH aKo HE € MMIUIAHTHPAH NEeHCMEHKbP) MK KaKbBTO U 1a € AV OJI0K ¢



PR unTtepsan > 220 msec. CpobmaBa ce 3a yabikaBane Ha PR untepBan u AV 610k npu
MalMEHTHTE, OTyYaBally JOpAaTHHUO (BXK. Touka 5.2). MoHHTOpHpaiiTe upe3 eneKTpoKapaIuorpama
(EKT') npeau 3ano4Bane Ha JIOPIATHUHUO M MECEYHO CJIE]] TOBA, OCOOCHO MPH MAIIMEHTHUTE ChC
3a00Js1BaHus, MPEAPA3IOIIarali KbM M0sBa Ha KIIMHIYHO 3HAYUMH ChPJIeYHN chOnTH. Moe 1a e
HeoOXoauMa MpOMSIHA Ha 103aTa PU TE€3U HalMEHTH, IPH KOUTO ce HaOJI0aBa pa3BUTHE HA

AV 0610k (Bk. TOUKa 4.2).

Hamanenue Ha JICBOKaMEpHaTa (bDaKHI/IS[ Ha U3TJIIaCKBAHC

Cro0maBa ce 3a HaMaJlieHHE Ha JieBokamepHara (paxius Ha nztiackBane (LVEF) nmpu nanuenTuy,
MOJTyYaBally JIOpIaTHHUO, KouTo mMaT orienka Ha LVEF Ha u3X01HOTO HUBO U MTOHE €/1Ha OIICHKA 32
npocieasaBane. Bb3 0CHOBa HAa HATMYHUTE NAaHHU OT KIIMHUYHU MPOYYBAHUS HE MOXKE /1a C€ ONPEEIn
MIPUYIMHHO-CIICICTBEHA BPBh3Ka MKy IIPOMEHUTE B ChPJCYHMS KOHTPAKTHIUTET U JIopiaaTHHUO. [Ipn
MAIUCHTUTE ChC ChPACUYHU PUCKOBU (PAKTOPH U TE3U ChC 3a00JISIBAHUS, KOUTO MOTaT Jla OKaKaT
BrusHue BepXy LVEF, Tpsa6Ba na ce oOMuciv cbpAeyHO MOHHTOPUPAHE, BKIIOYUTEIHO OIIEHKA Ha
LVEF Ha u3X0HOTO HMBO H IO BpeMe Ha jiedeHreTo. TpsOBa ga ce OOMHUCIN ChPASYHO
MOHUTOpHUpPaHE, BKIIOUNTENHO olleHka Ha LVEF, nmpu nanuenTure, KOUTO pa3BUAT CbOTBETHU
ChpCYHU MPU3HAIN/CUMIITOMH I10 BpEMe Ha JICUeHHeE.

IloBuIlleHKE Ha JUIIa3a U aMuia3a

HabnronaBaHo e moBuIeHUe Ha JTUMa3aTa /WK aMHuia3ara npyu NalueHTHTE, OTyYaBaliy
nopnaTuHUO (BX. Touka 4.8). Mennanara Ha BpeMETO OT MOsIBaTa Ha MIOBUILICHHE HA CEpyMHATa
numas3a v aMmuiasa e cboTBeTHO 141 quu (auanazon: 1 go 1 091 nuu) u 138 auu (nuanazon: 1 1o

1 112 gam).

Tps6Ba na ce Ma npeaBUA PUCKBT OT HAHKPEATUT MPH NALUEHTUTE, NOTyYaBally JOPIaTHHHO,
nmopaan ChIIbTCTBAIlA XUIICPTPUTITUHCPUACMUA I/I/I/IHI/I MMOTCHUIHAJICH BBTPCIICH MEXaHNU3bM.
[ManmenTuTe TpsIOBa 1a ce MOHUTOPUPAT 32 MOBUIICHUS Ha JIMIA3a M aMuJia3a Mpe;I 3aouBaHe Ha
JICUECHHUETO C JIOPJIATHHUO U PEIOBHO CJie]l TOBA, B 3aBUCHMOCT OT KIIMHUYHHUTE MTOKA3aHHS

(Bk. TOuKa 4.2).

Hurepctuimania 6enoapodHa 601eCcT/IIHEBMOHUT

HaGmromaBanu ca TEKKH WM )KUBOTO3ACTpallIaBaiy 0enoApoOHN HEKETaH! PEaKIIny,
CHhOTBETCTBAIM Ha HHTepcTUIMaHA OenoapoOHa 6onect (UBB)/maeBMonNT, ipH JTeueHME ¢
nopnatuHuO (BXk. Touka 4.8). Ilpn Bcekn manmeHT, npu KOWTO ce HabIro1aBa BioaBaHe Ha
JUXaTSIIHUTE CUMITTOMH, TIoKa3aTteaHu 3a UBb/mHeBMOHUT (Hamp. AMCITHES, KallJIMIIA U TPECKa),
TpsiOBa Jla ce HalpaBu cBOeBpeMeHHa olleHKa 3a bb/maeBmonut. Jlopnatuau6 TpsioBa fa ObJe crpsiH
W/WIHM OKOHYATEITHO MPEKpaTeH Bb3 OCHOBA HA TeXKECTTa (BXK. Touka 4.2).

XUNepTOHUS

[Ipu naumenTy, noayyasaiy JOpaaTuHUO, ce choOIIaBa XunepToHus (Bx. Touka 4.8). KppBHOTO
HaJIsITaHe TpsOBa J1a € MoJi KOHTPOJI MpeJy 3armouBane Ha opnaTuan6. KpsBHOTO Hansrane TpsiOBa na
C€ MOHUTOpPHpA clel 2 CEAMHULIM U Hall-MaJIKO BEJHBK MECEUHO CJIE]l TOBA IO BPEME Ha JICUEHHE C
nopnatuau®. Jlopnatuau6 TpadBa na 0bae BpEMEHHO NpeKpaTeH U Bb30OHOBEH IIPU HaMaleHa 103
WJIM OKOHYATENIHO MPEeKpaTeH Bbh3 OCHOBA Ha TeKecTTa (BXK. Touka 4.2).

XUNEPIINKEMUS

[Tpu nanuenTy, momyyaBaiy JOpIATUHUO, ce HaOoqaBa XUIepriinkeMust (BX. Touka 4.8).
CepyMHaTa III0K03a Ha TIaJHO TpsiOBa Aa Obe OLIEHEHA NPEeIu 3al0uBaHe Ha JIOPJIATHHUO U /1 ce
MOHUTOPHpPA NEPUOJUYHO CIIE/ TOBA B ChOTBETCTBUE C HALIMOHAIHUTE PBKOBOACTBA. JlopnaTnHnO
TpsiOBa 1a Ob/Ie BpEMEHHO MPEKpaTeH U Bb30OHOBEH MU HaMalleHa J103a WM OKOHYATETHO NMPEKpaTeH
BB3 OCHOBA Ha TeXXecTTa (BXK. Touka 4.2).



JlekapcTBEHH B3aUMOIEHCTBUS

B nipoyuBane, mpoBeieHO TpH 3/IpaBH JOOPOBOIIIH, €IHOBPEMEHHATA YIIOTpeOa Ha JIOPJIATHHUO 1
pudammun, momien CYP3A4/5 unaykrop, ce CBbp3Ba C MMOBHIICHUE HA aJlaHMH aMUHOTpaHc(epazaTa
(ALT) n acnaprat amuHotpancdepaszata (AST) 6e3 nopuieHre Ha 00U OMIMPYOUH U allKaiHa
¢docdataza (Bxk. Touka 4.5). EnnoBpemennata ynorpeba na momeH CYP3A4/5 nanykrop e
MpOTUBOMOKa3aHa (Bk. Touku 4.3 u 4.5). He ca HaO/0aBaHy KIIMHUYHO 3HAYUMH IPOMEHHU B
pes3yATaTUTE OT U3CIeIBAaHUITA Ha YePHOAPOOHATa (DYHKIMS IPH 3APpaBU JOOPOBOJILH CIIE]] IPUEM Ha
KoMOWHanus oT JopaaTuHuO u ymepenus uHaykrop Ha CYP3A4/5 momgadunmn (Bx. Touka 4.5).

Ennopemennoro npuinoxkenue Ha nopiaatuaud cbe CYP3A4/5 cybceTpaTn ¢ TeceH TeparneBTHIeH
WHJIEKC, BKJIIOYUTEIHO, HO HE caMo aj(eHTaHW, UKJIOCIIOPUH, AUXUAPOECPTOTAMHUH, €proTaMuH,
(deHTaH!II, XOPMOHAITHA KOHTPALIENITUBH, TMMO3U/I, XUHUINH, CHPOIUMYC U TAKPOJIUMYC, TPSOBa 1a
ce n30srBa, Thil KATO KOHIIEHTPAIIMATA HA TE3U JIEKAPCTBESHH MPOILYKTH MOXKeE Ja ObJic MTOHMKEHA OT
nopaaTuHuO (BX. Touka 4.5).

DeprunnreT 1 OPEMEHHOCT

[To BpeMe Ha JeUEHUETO C TOPNATUHUO U TIoHe 14 ceaMuIHM ciief ToceHaTa 103a, MAIUSeHTUTE OT
MBKKH TI0JI, KOUTO UMAT TAPTHHOPKH C JETEPOJICH MOTEHIMAN, TPSOBa Jia N3MoN3BaT e()eKTHBHA
KOHTpaIeIIHs, BKIIOUYUTETHO MPE3epBATHB, & MBKeTe ¢ OpeMEHHH apTHHOPKHU TPSIOBA Ja U3MOI3BAT
Mpe3epBaTuBY (BX. ToUKa 4.6). DepTUIUTETHT MPU MBKETE MOXKE J1a ObJie KOMITPOMETHPAH 110 BpeMe
Ha JICYCHUETO C JIOpJaTHHUO (BK. Touka 5.3). [Ipenu ieyeHHeTo MbXKeTe TPOBa J1a MOThPCAT CHBET
OTHOCHO €()eKTUBHOTO 3ara3BaHe Ha ¢epTunnureTa. JKeHuTe ¢ AeTepoicH MOTEeHIIMaNI TpsiOBa 1a ObaaT
MMOCHBETBAHU J1a M305TBaT 3a0peMeHsABaHe, IOKATO Mody4yaBaT Jopiatuaud. Heooxomaum e
BHCOKOC(EKTHBEH HEXOPMOHAIEH METOJ] Ha KOHTPAIICTIIIHS TTPH MAI[HSHTKUTE 110 BpeMe Ha JICUCHUETO
C JIOPJIATHHUO, THHU KaTO JOPIATHHUO MOXKeE Jia OBeJIE 10 Hee(PeKTHBHOCT Ha XOPMOHATHUTE
KOHTpAIeNTUBH (BXK. TOUKH 4.5 1 4.6). AKO XOPMOHATHUAT METO]T HAa KOHTPAIICTIIIUI HE MOXKe J1a ObJIe
n30ernar, ToraBa TpsiOBa Ja ce M3M0I3Ba MPEe3epPBATUB B KOMOWHAIIHS C XOPMOHAITHUS METO/I.
EdexTrBHaTa KOHTpanenus TpsOBa Aa Obje MPOIbIDKEHA MTOHE 35 THH e/l 3aBbpIIBaHE Ha
nedeHneTo (BK. Touka 4.6). He e u3BecTHO nanmu nopnaTtuHUO MOBJIHSBA )KEHCKUS (DEepTHUIIHTET.

JIakTO3HAa HETOHOCHMOCT

To3u nexkapcTBeH NPOAYKT ChIbprKa JJAKT03a KaTO IOMOIIHO BelecTBo. [lannenTuTe ¢ peakn
HaCJIEICTBEHU NPOOJIEMH HA TAJIAKTO3HA HETTOHOCUMOCT, OO JJaKTa3eH Ae(UIUT HITH
TJIIOKO030-TalakTo3Ha ManabcopOnus He TpsOBa Aa MpreMar TO3H JEKapCTBEH MPOAYKT.

Hatpuit

ToBa siekapcTBO ChIBbpKa MO-Mako oT 1 mmol Hatpuii (23 mg) Ha Tabnerka ot 25 mg wim 100 mg.
[TanmenTn Ha qUeTa ¢ HUCKO ChABPKaHUE HAa HATPHUA TpsOBa Aa ObAaT HHOOPMHUPAHH, Y€ TO3U
MPOAYKT MPAKTHUYECKU HE ChABPKA HATPHIL.

4.5 BzamMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojaelicTBHe

dapMaKOKHHETHYHHU B3aUMOJIEHCTBUS

In vitro naHHWTE MTOKA3Bart, 4e JopIaTHHUO ce MeTabomu3upa ocHoBHO upe3 CYP3A4 u ypunun
mudocdar rmroxyponuntpancdepaza (UGT)1A4, c neznauutenno ydactue Ha CYP2C8, CYP2C19,
CYP3A5 u UGT1A3.

Egexmu na nexapcmeenu npooykmu 6opxy 10piamuHuod

CYP3A4/5 unaykropu

Pudammun, cunen uaaykrop Ha CYP3A4/5, npunoxen mpu nepopaiHa n03a oT 600 mg BeIHBK
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JTHEBHO B NPOXBJDKEHUE HA 12 qHM, HaMalsiBa cpelHaTa IUIOL MO KpUBaTa KOHIIEHTpalusi-BpeMe
(AUC:inr) Ha nopaatuHu6 ¢ 85% U Ciax €bC 76% npu eauHU4YHA niepopaiHa xo3a ot 100 mg
JIOPJIATUHUO MPH 3IpaBH 100OPOBOIILIM; HaO0AaBaHu ca chio nopumieHusS Ha AST u ALT.
EnHOBpeMEHHOTO NpHIIOKEHUE Ha JIopinatuHUO ¢be critHu CYP3A4/5 unnykTopu (Hamp.
pudaMnuimH, KapdamazenuH, eH3aTyTaMUA, MUTOTaH, DEHUTOMH U XKBJIT KaHTAPHOH) MOXKE Ja
MOHWXY TNIA3MEHUTE KOHICHTPALUH Ha JIOPAAaTHHUO. ChI'BTCTBAILOTO MPUIIOKEHUE HA MOILIEH
CYP3A4/5 unaykrop ¢ nopnaTuHUO € poTHBoIoKa3ana (Bx. Touku 4.3 u 4.4). He ca HabmomaBaHu
KIMHAYHO 3HAYMMHU IIPOMEHH B PE3YJITATUTE OT U3CICABAHUATA HA YepPHOAPOOHATa (PYHKIMS CIIe]
MpUIOKEHUE HAa KOMOMHAIMA OT eIMHUYHA niepopaiHa 1o3a 100 mg nopaaTuHuO 1 yMepeHus
unaykrop Ha CYP3A4/5 momadunun (400 mg BeaHbK AHEBHO 3a 19 qHM) TpH 3paBU J0OPOBOJIIIH.
EnnoBpemenHnara ynorpeba Ha MogadMHHI HAMa KIIMHAYHO 3HAYUM e(EKT BPXY
(hapMaKOKHHETHKATa Ha JOPIATUHHO.

CYP3A4/5 uaxuburopu

Utpakonason, cuinen naxudutop Ha CYP3A4/5, npunoxen npu nepopaina go3a or 200 mg BeTHbK
JTHEBHO B POABLIDKEHUE Ha S5 qHM, HamaisiBa cpeaHata AUCinr Ha gopiatuHuO ¢ 42% 1 Crax ¢ 24%
IpY eIMHUYHA NiepopaiiHa 1o3a oT 100 mg nopnatuHu® npu 3xpaBu 1oo6poBoy. EnHoBpeMeHHOTO
npuioxeHue Ha opaaTuHu6 cbe cuimau CYP3A4/5 naxuburopu (Hanp. OouenpeBup, KOOMLIUCTAT,
WUTPAKOHA30JI, KETOKOHA30J1, [T03aKOHA30J1, TPOJICAHIOMHUIIVH, BOPHKOHA30J1, PUTOHABHP,
MapuTanpeBup B KOMOWHAIINS C PUTOHABUP ¥ OMOUTACBUD W/UIHU a3a0yBHp, U PUTOHABHP B
KOMOWHALUS C eNBUTETPABUP, HHIUHABUD, JIONMMHABUP WM TUIPAHABHUP) MOXKE Ja MOBUIIN
TUTa3MEHUTE KOHIIEHTPAIWH Ha JIopnaTHHUO. [IpoxyKkTHTe, ChIbpIKALIM TpernihpyT, CHIIO MOXKE 12
MOBHIIAT TIA3MEHNUTE KOHIICHTPAIMH Ha JOpIaTuHUO U TpsOBa nia ce n3bsrear. TpsOBa na ce
OOMHCIIH aNTEPHATUBEH €THOBPEMEHEH JIEKapCTBEH MPOAYKT C MO-MaTbK MOTCHIMAN 32 HHXHOUpaHe
Ha CYP3A4/5. Axo Tps6Ba aa ce mpuiara eqaoBpeMenHo cuiieH CYP3A4/5 uaxuburop, ce
MpernopbYBa HaMaJsIBaHE Ha J103aTa Ha JIOPJIAaTHHHO (BK. Touka 4.2).

Egexmu na nopramunub 6vpxy opyeu iekapcmeenu npooyKmu

CYP3A4/5 cybeTpartu

In vitro poy4YBaHHATA TTOKA3BaT, Y€ JIOPIATHHUO € 3aBUCUM OT BPEMETO HHXUOUTOP, KAKTO U
naaykrop Ha CYP3A4/5. Jlopnatuan6 150 mg nepopaiHo BeHBXK JHEBHO 3a 15 THH MOHMKaBa
AUCins 1 Cinax Ha eIMHUYHA NIEpOpasiHa 103a oT 2 mg MuaaszonaM (uyBctBureneH CYP3A cyberpar)
cbc cboTBETHO 61% 1 50%; cnenoBatenHo nopnatuanbd ¢ ymeped CYP3A unaykrop. Ilopagu ToBa
€THOBPEMEHHOTO NpriiokeHue Ha noprnatuHud cbc CYP3A4/5 cybcTpaTh ¢ TeceH TeparneBTHICH
WHJIEKC, BKIIIOYUTEIHO, HO HE CaMo aJ()eHTaHMJI, IUKJIOCTIOPUH, JUXHIPOCPTOTaAMHUH, €proTaMuH,
(eHTaHII1, XOPMOHAJIHA KOHTPALENTUBY, TIMMO3U, XUHUANH, CHPOIUMYC U TAKPOJIUMYC, TPsIOBa Aa
ce n30srBa, Thil KATO KOHIIEHTPAIIUATA HA T€3U JICKAPCTBECHH MPOYKTH MOXKE Ja Objie OHMKEHA OT
JIopnaTuHUO (BXK. Touka 4.4).

CYP2B6 cybcrparu

Jlopnatuau6 100 mg Beaubxk qHeBHO 32 15 quu moHWkaBa AUCins B Cimax Ha €IMHUYHA TTEPOPATHA
no3a ot 100 mg 6ynpormon (komomaupan CYP2B6 1 CYP3A4 cyberpar) cbe choTBeTHO 49,5% 1
53%. CnenoBatenHo yopiaaTuauO ¢ ci1ab uuaykrop Ha CYP2B6 u He ¢ HeoOxoquMa MpoMsiHa Ha
J103aTa, KOTaTo JIOPJIATHHUO Ce M3II0JI3Ba B KOMOMHAITHSI C JIEKAPCTBEHH MPOLYKTH, KOUTO CE
MeTabonu3upar ocHoBHO upe3 CYP2B6.

CYP2C9 cyberparu

Jlopnatuau6 100 mg Beaubxk qHeBHO 32 15 quu moHWkaBa AUCins B Cimax Ha €IMHUYHA TTEPOPATHA
no3a ot 500 mg ronbyramu (quysctBuTesieH CYP2C9 cybctpar) cbe choTBeTHO 43% 1 15%.
CnenoBatenHo jopyiatuHuO e cinad naaykrop Ha CYP2C9 u He e HeoOXoaMMa MpoMsIHA Ha J1o3aTa 3a
JIEKapCTBEHHU MPOJYKTH, KOUTO ce MeTabonuzupaT ocHoBHO upe3 CYP2CI. [Tanmenture obaue TpsiOBa
Jla c€ MOHUTOPHpPAT B CITy4yail Ha eJHOBPEMEHHO JICUCHHE C JIEKAPCTBEHH MPOIYKTH C TeCEH

11



TepaneBTHYECH UHIIEKC, KOUTO ce MeTtabonuzupat upe3 CYP2C9 (nanp. kymapuHOBU
AHTUKOATYJIaHTH).

UGT cy6cTpatu

Jlopnatuau6 100 mg Beaubxk qHeBHO 32 15 quu nmoHWkaBa AUCins B Cimax Ha €IMHUYHA TTEPOPATHA
no3a ot 500 mg aneramunoden (UGT, SULT u CYP1A2, 2A6, 2D6 u 3A4 cyGeTpar) cbC ChOTBETHO
45% u 28%. CnenoBarenno jgopaatuauo e cnad naaykrop Ha UGT u He e HeoOxoarMa poMsiHa Ha
7103aTa 3a JIEKapCTBEHH MPOAYKTH, KOUTO ce MeTabomusupar ocHoBHO upe3 UGT. [lanuenTture obaye
TpsiOBa J1a ce MOHUTOPHUPAT B CITy4ail Ha €IHOBPEMEHHO JICUCHHUE C JIEKAPCTBEHH MPOIYKTH C TECEH
TepaneBTUYCH UHICKC, KOUTO ce MeTabomm3upar upe3 UGT.

CyOcTpatn Ha P-imkonpoTeny

Jlopnatuau6 100 mg Beaubx qHeBHO 32 15 quu moHWkaBa AUCins B Cimax Ha €IMHUYHA TTEPOPATHA
no3a ot 60 mg dhexcopenanuu [ayBcTBUTENeH P-rimkornporend (P-gp) cybctpar] cbe cboTBeTHO 67%
n 63%. CieoBaTeIHO JIOPJIATHHUO € yMEpeH HHIYKTOP Ha P-gp. JIekapCTBEHH MPOIYKTH, KOUTO ca
P-gp cyOcTpartu ¢ TeceH TepaneBTHUEH HHAEKC (HANp. IMTOKCHH, 1a0UraTpaH eTeKcuiar), TpsoBa aa
ce M3I0N3BaT C OBUIIICHO BHUMaHUE B KOMOMHALIUS C JIOPIATUHHUO MOPaan BEPOSITHOCTTA 32
HaMaJIeH! TIa3MEeHH KOHIIEHTPAIIUU Ha Te3H CyOCcTpary.

In vitro ipoyuBanus 3a uaxubupane u naaykuus Ha apyru CYP ensumn

In vitro nopnatuauO UMa HUCHK TOTCHIIMAN JIa IPEAN3BUKBA JICKAPCTBECHH B3aUMOCHCTBUS Upe3
unaykuus Ha CYP1A2.

In vitro mpoy4BaHUsITA C ICKAPCTBCHU TPAHCIOPTEPH, Pa3IUYHH OT P-gp

In vitro mpoy4YBaHUsATA IOKA3BAT, Y€ JOPIATHHHO MOXeE J1a Ma MoTeHuan aa naxuoupa BCRP (B
cromarrao-upeBHUs TPakT), OATP1B1, OATP1B3, OCT1, MATEI u OAT3 B KITUHUYHO 3HAYUMU
KOHIIeHTpaIuu. JIopiaTuHuO TpsOBa J1a ce U3IMOII3Ba C MOBUIIICHO BHUMaHUE B KOMOHHAIIHS ChC
cyoctpatu Ha BCRP, OATP1B1, OATP1B3, OCT1, MATEI u OATS3, Thii KaTO HE MOTaT Jaa ce
M3KITIOYAT KIMHUYHO 3HAYMMU TIPOMEHH B TUTa3MEHATa KCIIO3HIINS Ha Te3H CyOCcTpaTy.

4.6 dDepruauTter, )PpEeMEHHOCT H KbPMEHe

Kenu ¢ JACTCPOJACH HOTeHIII/IaJI/KOHTDaHeHIH/IH OIpH MBKE U JKCHHU

YKenute ¢ getepojieH MoTeHNAaN TPsOBa Ja ObIaT CHBETBAaHU J1a M305TBAT 3a0peMeHsIBaHe, IOKATO
npremMar Jiopjaatuauo. M3uckea ce BUCOKOe(hEKTHBEH HEXOPMOHAJICH METO]T Ha KOHTPALICTIIUS TTPH
MAIUESHTKUTE 110 BPEME Ha JICUCHHUETO C JIOPJIATHHHO, ThH KaTO JIOPJATHHUO MOXKeE Jia TOBEAEC 10
Hee()eKTUBHOCT Ha XOPMOHAJTHUTE KOHTPAIeNTUBH (BK. TOUKU 4.4 11 4.5). AKO XOPMOHATHHUAT METOJ
Ha KOHTpAIIETIHs He MOXKe Ja ObJie M30erHaT, ToraBa TpsiOBa Jla ce U3II0JI3BA MPEe3ePBATUB B
KOMOMHAIIMS ¢ XOpMOHaJTHKsI MeToI. EpekTrBHATA KOHTpallenus TpsOBa 1a ObJie MPOIBIKCHA ITOHE
35 nHU cnen 3aBbPIIBAHE HA JICYCHUETO.

[To BpeMe Ha JICUESHUETO C JIOPIATUHUO U TIOHE 14 ceMUIIM Clie]] TIOCIeIHaTa 103a MAllUCHTHTE OT
MBKKH T10JI, KOUTO MMAaT NapTHLOPKHU C IETEPOJICH OTEHIHAJ, TPSOBA J1a M3M0I3BaT ePEKTHUBHA
KOHTpAIIEIIIH, BKIIFOUUTEITHO MTPEe3epBaTHB, a MbXeTe C OpeMEHHU MapTHHOPKHU TPSAOBA J1a U3MOI3BAT
Mpe3epBaTHBH.

Bpemennoct
[Ipoy4BanusTa MpU )KUBOTHH MOKa3BaT eMOpHO(ETaTHa TOKCHIHOCT (BXK. Touka 5.3). JlunicBar ganHu

0T ynoTpebara Ha JIOPIaTUHUO MPH OpeMeHHU JkeHH. JIopmaTHHUO MOJKe 3 IIPEeIU3BHKa YBPEKIAHE
Ha IJI071a, KOTaTo ce Mpuiiara Ha OpeMeHHa JKeHa.
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HOpJ’IaTI/IHI/I6 HC CC IpCTIOpbUBaA 10 BPEMC Ha 6pCMCHHOCT HWJIN TIPpU )KCHU C ACTCPOACH TOTCHIIUAT,
KOHWTO HC U3IMOJI3BAT KOHTPALCTIIIU.

Kspmene

He e u3BectHO Jalin J'IOpJ'IaTI/IHI/I6 Y HETOBHUTE METAOOJIUTH CE CKCKpCTUPAT B KbpMarta. He moxe Ja ce
H3KJIIOYU PHCK 3a HOBOpOI[eHI/ITe/K’bpMa‘IeTaTa.

Jlopnatunu6 He TpAOBa a ce mpuiara B neproja Ha KkbpMeHe. Kepmeneto TpsOBa aa ce mpekpartu mno
BpeMe Ha JICUEHHETO C JOPJIATHHHO U 3a MEepHO OT 7 IHU Clie] MOoCleqHaTa 103a.

depTuaurer

Bb3 ocHOBa Ha HEKJIMHUYHHUTE HaXOOKH I1O OTHOUICHUC Ha 6630HaCHOCTTa, (i)epTI/UII/ITeT'bT nmpu
MBIKETE MOXKE J1a Ce KOMIIPOMETHUPA OT JICYEHHETO ¢ JIopIaTuHUO (BX. Touka 5.3). He e u3BecTHO manmu
JIOPIaTHHUO TOBIUSBA )KEHCKUs pepTuuteT. [Ipenu JedeHneTo MpxeTe TpsOBa 1a MOTHPCAT ChBET
OTHOCHO e()eKTHBHOTO 3ara3BaHe Ha pepTuiurera.

4.7 EdexTn BbpXy crioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MaIIUHA

JlopnatuHu6 NoBiIHsABa B yMepeHa CTereH crocoOHoCTTa 3a modupane u padora ¢ Mamuay. TpsOBa
na ce o0pbIIa 0cCO0EHO BHUMAHUE NPH MIo(pHpaHe mwin paboTa ¢ MAIIMHU, Thi KaTO MAlMCHTHTE MOXKE
na nonydvar edexru Bbpxy HHC (Bxk. Touka 4.8).

4.8 Hexenanu JeKapcTBEHH PeaKIuH

Pesrome Ha npoduna Ha 6€301acHOCT

Haii-uecTo cpo0maBanuTe HeXeNaHN peakiuu ca xurepxonecteponemus (81,1%),
xunepTpuriuiepunaemus (67,2%), otok (55,7%), nepudepra HeBponarus (43,7%), moBUIlIaBaHEe Ha
ternoto (30,9%), koruutusHU edextr (27,7%), ymopa (27,3%), aprpanrus (23,5%), muapus (22,9%)
u edpektn BEpXy HacTpoeHueTo (21,0%).

C’LO6H_[aBa CC 3a CCPHUO3HU HCIKCIIAHU PCAKIIUU TTPU 7,4% OT MaUCHTUTEC, IMOJTyHdaBallln J'IOpJ'IaTI/IHI/I6.
Haii-uecture CCPUO3HHU HCIKCIIaHU JICKAPCTBCHU PCAKIINU Ca KOTHUTHUBHU e(l)eKTI/I 1 THCBMOHMUT.

Hamanenus Ha go3ara mopany HexXellaHu peakiuu ce Habmonasat mpu 20,0% oT manuenTure,
MoJTyyaBaniy JopaaTuauO. Haii-uecTuTe HexeNnaHu peakluy, KOUTO BOAST O HaMalleHHe Ha J03aTa,
ca OTOK 1 nepudepHa HeBponatus. OKOHYATEIHO MTPEeKpaTsIBaHe Ha JICYEHUETO, CBBP3aHO C HEXKEITaH!
peakuuu, ce HabmoaaBa npy 3,2% OT MalUeHTUTe, MoTyyaBamy Jopaatuaud. Haii-uectute
HEXKEJIaHU PeaKlni, KOUTO BOAAT 0 OKOHYATEIHO MIPEeKpaTsaBaHe, ca KOTHUTUBHU e(eKTH, nepudepHa
HEBPOIATHl, THEBMOHUT U NICUXOTUYHU €(heKTH.

TabnurueH cMChK HA HEXKEIAHUTE pPCaKII

B Tabnuua 2 ca npeacTaBeHn HEXeNaHUTE peakluu, HabIoaaBaHu pu 476 Bb3pacTHU MALUCHTH C
aBancupai NSCLC, nexyBanu ¢ nopiatuau6 100 mg BenHBK THEBHO, OT poyuBane A (N =327) u
npoyuBane CROWN (N = 149).

Hexenanute peakiuu, u30poeHu B TabuIla 2, ca IpeJCTaBeHU 1o cucteMo-opraHeH kiac (COK)

W KaTEeTOPHH T10 YeCTOTa, IepUHUPAHHU Upe3 U3IOI3BaHE Ha CIIeJHATAa KOHBEHIIHS: MHOTO YECTH

(= 1/10); wectu (> 1/100 mo <1 /10), vewectu (= 1/1 000 mo < 1/100), penku (> 1/10 000 no < 1/1 000),
MHoro peaks (< 1/10 000). IIpu Besiko rpynupane B 3aBUCUMOCT OT 4eCTOTaTa, HeXKEJTaHUTe
JIEKapCTBEHU PeaKlUy ca U30pOeHU B HU3XOAAII pe 10 OTHOIIEHHE Ha TAXHATA CEPUO3HOCT.

13



Tabdauua 2:  HexkeslaHu peakuumn

CucreMo-OpraleH Kjac U HeskeJIaHA Kareropus no yectrora Bcenuku Crenen 3-4
peaxkuus CTeleHu %
%
Hapymenus Ha KpbBTa 1 TUM(pHATA
cucTema
Anemus Mmnoro gectu 18,5 472
Hapymenus Ha MeTabonusma u
XpaHEHETO
XumnepxoaecTeponemMus® MHoro yectn 81,1 18,3
XuneprpurauuepuaemMus’ MHoro yectn 67,2 19,3
XHUMepriivKeMus Yectn 9,2 3,2
[IcnxuyHu HapyLIEHUS
EdexTtu Bbpxy HacTpoeHuero® MHoro yectn 21,0 1,5
IlcuxoTnanu edext” Yectun 6,5 0,4
IIpoMeHH B ICUXUYHOTO ChCTOSIHUE Yectu 2,0 1,7
Hapyuienus Ha HepBHaTa cucTemMa
Korautueau edextu” MHoro yecTn 27,7 2,9
[lepudepna neBponarus® MHoro yectn 43,7 2,7
I'nmaBoGoine Mpmuoro gyectu 17,9 0,6
EdexTu Bpxy rosopa™ Yectn 8,2 0,6
Hapymenns Ha ounre
Hapymenune Ha 3peHneTo’ MHoro gyectn 17,2 0,2
Cp10BU HapyIIEHUS
XHUMEePTOHUS Msoro yecTu 13,0 6,1
Pecniuparopuu, rppaHu 1
MeIMaCTUHAIHN HapyIIEeHUs
ITaeBmoHuT"” Yectu 1,9 0,6
CromalHO-4peBHU HApYyIIEHUS
Huapus MHoro uecTu 22,9 1,5
T'anene Mnoro uecTu 17,6 0,6
3amnek MHoro gyectn 17,4 0,2
Hapymenns Ha kokaTa M OJIKOXKHATA
ThKaH
O6pus” MHoro 4ectn 13,7 0,2
Hapymenus Ha 0b0penyte 1 MUKOYHUTE
MBTUIIA
IIporennypust Yectu 3,4 0,4
HapyieHnust Ha MyCKyJIHO-CKeJIeTHATa
CHCTEMA U ChEMHHUTEIHATA ThKaH
ApTtpanrus MHoro yectu 23,5 0,8
Muanrus® Muoro uecTu 19,3 0,2
OO HapyuieHus: 1 eeKTH Ha MACTOTO
Ha MPUIIOKEHNE
Otox” Mnoro uecTu 55,7 2,7
Ymopa" MHoro JecTu 27,3 1,3
N3cnenBanus
IloBumeno Terno Mmnoro gectu 30,9 10,1
IloBunrena numnasa MHoro uecTtu 12,4 6,9
IToBunrena ammiasa Mmoro yecTn 11,3 2,7
Enexrpokapauorpadcko yabrkaBaHe
Ha PR unTepnana Hewectu 0,8 0

Hexenannrte pCaknur, KOUTO NPEACTABIABAT €IHO U CHIIO MEAUITUHCKO MMOHATHUEC UIIN 3&60J’I$[B21H€, ca
rpynrupaHu 3a€JHO U Ca JOKJIaABaAHU B Ta6J'II/IHaTa IIO-TOp€ KaTo €aHa HEXKEIIaHa PEaKIIA. TepMI/IHI/ITe,
NOKJIaJABAaHU B JEHCTBUTEITHOCT B IMMPpOYYBAHUATA U BKIIIOUCHHN B CbOTBETHATA HEXKEJIaHa pCaKIIMs, Ca

MpEeACTAaBCHU B CK06I/I, KaKTO € IMOCOYCHO ITO-10.1Y.

& XunepxonecTepoieMus (BKIIOUHUTEIHO MOBUIIABaHE HAa X0JIECTEPOoJia B KPBBTA, XUIIEPXOJIECTEPOTICMHUS).
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XUnepTpUriunepuieMus (BKIIOYUTEIHO TOBUIIICHNE HAa TPUTITUIICPUINTE B KPHBTA,
XUMEPTPUTITHLIEPUICMHUS).

EdekTr BhpXy HACTPOCHHETO (BKIFOUUTEHO ad)eKTHBHO Pa3CTPOMCTBO, ad)eKTHBHA JTa0MITHOCT, arpecHs,
QXWTAIMA, THAB, TPEBOXKHOCT, OUITONISIPHO Pa3CTPONUCTBO I, MOTHCHATO HACTPOEHHE, ACTIPECHs, ICIPECHBEH
CHMIITOM, €y(OPUIHO HACTPOCHUE, Pa3APa3HUTEIHOCT, MaHHsI, IPOMEHEHO HACTPOCHHUE, YECTH IIPOMEHH B
HAaCTPOEHHUETO, TAHMYECKa aTaka, JMIYHOCTHH IPOMEHH, CTPEC).

[euxoTnynn edekT (BKITIOYUTEITHO CIyX0Ba XaTIOMUHAIMS, XaJIIOIMHALINS, 3pUTEIHA XaTFOIMHAIIU)

A KoruutuBHu edexTH (BrimounTenHo croutns ot COK ,,Hapymienus Ha HepBHaTa cucremMa’: aMHE3us,
KOTHUTHBHO HapylIeHHUE, IEMEHIHS, HapylIeHne Ha BHUMAaHUETO, HAPYIICHNE HA TAMETTa, IICHXUIHO
HapyIIeHHe; BKIo4BaT cbio ¥ croutns or COK , I[lcuxuunn Hapymenus*: negumur Ha
BHUMAaHHETO/XUIIEPAKTUBHOCT, ChCTOSIHUE Ha 00BPKAHOCT, JETUPHYM, A€30pHUCHTALNS, HapyIIeHIE Ha
yereHero). B pamkure Ha Te3u epextn Tepmunute or COK ,,Hapynienust Ha HepBHaTa cucrema™ ce
cpobmraBar no-uecto ot repmuauTe 0T COK , Ilcuxuyno HapymieHue .

[epudepna HeBponatus (BKIIOYUTEIHO yCelIaHe HAa NapeHe, TU3eCTe3rs, MpaByuKaHe, HapylleHne Ha
MOXOJIKaTa, XUIIOECTE3MsI, MOTOpHA TUCPYHKIUSA, MyCKYJIHA CIa00CT, HEBpaNITHsl, epupepHa HEBPOIIATHS,
HEBPOTOKCHYHOCT, ITapecTe3us, nepudepHa MoTopHa HEBponaTus, nepudepHa ceH30pHa HEBPOIATHS,
napann3a Ha IepoOHeaTHHsI HEPB, CEH30PHO HapyIIeHHE).

Edextu Bbpxy roBopa (auzaprpus, 3a0aBeH roBop, HapylIeHHE Ha TOBOPA).

Hapymenue Ha 3peHHeTo (BKIIOUATENHO TUIIIoNHs, porododus, pororcus, 3aMbIiIeHo0 3peHIe, HaMalleHa
3pHUTENTHA OCTPOTA, 3PUTEITHO HApYyIICHHUE, IUIaBallld MBTHHHH B CTHKJIOBHIHOTO TSUIO).

[THEeBMOHUT (BKITIOUHUTEIHO HHTEPCTHIIMAIIHA OeI0ApOOHa 60IeCT, HEMpO3pavyHOCT Ha Oenus Apoo,
ITHEBMOHHUT).

i O6puB (BKIIOYUTEIHO aKHEU(POPMEH IEPMATHT, MAKYJIO-TIAITYJI03€H OOPHB, TIPYPUTHIEH OOPHB, OGPHB).
Mpuanrus (BKIIOYHTEITHO MYCKYJTHO-CKeNIeTHa 00JIKa, MHANITHS).

OTOK (BKJIIOUMTEITHO TeHEpAIM3UPaH OTOK, OTOK, TieprudepeH 0TOK, neprudepHo MO yBaHe, OTyBaHE).
YMopa (BKIIOYUTEIHO aCTCHHUS, yMOPA).

u

K
Ja

M

Onucanue Ha I/I36DaHI/I HCXCIIaHU pCaKIINU

Xunepxonecmepoaemus/xunepmpuiuyepuoemusi

Hexenanu peakuuu ¢ MOBHUILICHUE HA CEPYMHHUSI XOJIECTEPOI WIK TPUTIMLEPUIANTE ce ChOOIIaBaT MpH
c¢boTBeTHO 81,1% 1 67,2% ot nanmentute. OT TSX JIEKH WIM YMEPEHHN HEXKEIIaHU PEaKLUU Ha
XHIIEPXOJIECTEPOTIEMHUS MU XUIIEPTPUIIINLEPUAEMEs ce HAOI0AaBaT NpH cbOTBETHO 62,8% 1 47,9%
OT maruenTuTe (BXK. Touka 4.4). Meananata Ha BpeMETO JI0 [TOsIBa KAKTO Ha XUIIEPXOJIECTEPOTIEMHS,
Taka ¥ Ha XUNEPTPUTIULIepUAeMIs € 15 muu (nuamna3oH Ha xunepxojectepoiaemus: 1 1o 784 nuu;
JATIa30H Ha XUnepTpuriauiepuaemus: 1 1o 796 nuu). Menuanata Ha IpOABIKUTSIIHOCTTa HA
XHUIIEPXOJIECTEPOIIEMUS U XUTIEPTPUIIIHLIEPHIEMUS € ChOTBETHO 451 1 427 nHuU.

Egexmu evpxy yenmpannama nepsna cucmema

Hexenanute peakiun, cebp3anu ¢ [{HC, ca rmaBao korautuBau edextn (27,7%), ehekTu BopXy
HacTpoeHueto (21,0%), edextu BbpXy rosopa (8,2%) u ncuxotndnu epext (6,5%) 1 mo npuHIUI ca
JIEKH, TIPEXO/IHU U CTIOHTAHHO OOpaTHMU TPH OTJIaraHe /WM HaMalleHne Ha Jjo3ata (BK. Touku 4.2 1
4.4). Haii-uecTusiT KOTHUTHBEH €EKT OT KaKBaTO U Jia € CTEIEeH € HapylieHne Ha namerta (11,3%), a
Hall-4ecTHTE peaKu CTeneH 3 UK 4 ca ChCTOSIHUE Ha 0OBPKAHOCT U KOTHUTUBHO Pa3CTPOUCTBO
(cvotBeTHO 1,7% 1 0,8%). Haii-uectusiT ehekT BbpXy HACTPOESHHETO OT KAKBATO U J]a € CTEIICH €
TpeBOXKHOCT (6,5%), a Hali-4eCTUTE PeaKlUy CTEIeH 3 Win 4 ca pa3ApasHUTEITHOCT U JCTIPECHS
(cvorBeTHO 0,8% 1 0,4%). Hali-uectusT ehekT BbpXy roBopa OT KaKBaTO U JIa € CTEIICH € AU3aPTPHSI
(4,0%), a Hali-ueCTUTE PEAKIMK OT CTEICH 3 Wi 4 ca qu3apTpHs, 3a0aBsHe Ha FOBOPA U HApyIICHUE
Ha rosopa (0,2% Bcsaka). Hail-uecTusT ncuxoTuueH eeKT OT KaKBAaTO U /1a € CTETCH € XaJIIOLMHALHS
(3,7%), a Hali-uecTUTE PEeaKINK CTETICH 3 WK 4 ca XaIFOIWHAIU, CTyX0Ba XaOIUHAINS U 3pUTETHA
xamonunayst (0,3% Bcska). MenuanaTta Ha BpeMETO 0 MMOsiBa HA KOTHUTUBHH eeKTH, ePeKTn
BBPXY HACTPOCHUETO, TOBOPA U TICUXOTHYHH edeKTH € choTBeTHO 109, 43,49 u 23 nuu. Menuanarta
Ha MPOABDKUTEIHOCTTA HA KOTHUTUBHUTE €(peKTH, epeKTHTE BbPXY HACTPOSHUETO, TOBOPA U
MCUXOTHYHUTE eekTH e ChoTBeTHO 223, 143, 147 u 74 nuu.

Xunepmonus

Hexenanu peakiiun Ha XUIepTOHUS ca choOIIeHu pu 13% OT manueHTHTe OT MpoyyBaHe A u
CROWN (B7461006). OT TX JeKH WX YMEPEHH! HEXKETaHU PeaKkMy Ha XUMEPTOHUS ca HACTHIININ
ipu 6,9% ot narenTuTe (BXK. Touka 4.4). MeanaHnaTta Ha BpeMETO JI0 10SBa Ha XUIIEPTOHUS €
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208 muu (muanazoHn: 1 mo 1 028 nan). MennaHnaTta Ha IPOABIKATEIIHOCTTA HA XUTIEPTOHUSATA €
219 nam.

Xunepenuxemus

Hexenanu peakiiuu Ha XHIIEPTIUKEMUS ca ChOOIIEeHHU TpH 9,2% OT ManueHTHTe OT MPOy4YBaHe A U
CROWN (B7461006). OT TX JeKH WIX YMEPEHH! HEXETaH! PEaKMy Ha XUMEPTIUKEMHUS ca
HacTBHIWIM 1pH 6,1% oT manmenture (Bx. Touka 4.4). MeaunanaTta Ha BpeMeTO JI0 T0sBa Ha
xunepriaukemus e 145 nau (muanaszon: 1 mo 1 058 nun). MeanaHnaTta Ha TPOABIKUTETHOCTTA Ha
xunepriaukemusTa e 113 ngau.

Crpo0I11aBaHe Ha IIOA03UPAHU HEKETAHU PEAKIINH

CpoOI11aBaHETO Ha MMOI03UPAaHH HEXKETTaHU PEaKI|K CJIe]] pa3peliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUsI
HPOIYKT € BayKHO. ToBa M0O3BOJIsIBA 12 MPOABIKH HAOIOICHUETO HAa ChOTHOILIICHUETO TT0JI3a/PUCK 32
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATTUCTH CE U3UCKBA JIa ChOOIIABAT BCSIKA
MOJI03MPaHa HEeXeNIaHa Peakiisl Yype3 HAMOHAIHA CUCTEMa 3a ChOOIIaBaHe, MOCOYCHA B

[Mpunoxenue V.

4.9 IIpepo3upane
JlegenuneTo Ha TIPEeIO3UPAHETO HA JICKAPCTBEHUS IIPOIYKT BKIIOUBA OOIIH TIOITBPIKAIITH MEPKH.

ITopanu no3o3zaBucumus eekt Bbpxy PR untepBana ce npenoprusa EKI” monutopupane. Hiama
AQHTHIOT HAa JIOPJIATUHHUO.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 @apmakoaMHAMUYHHU CBOHCTBA

dapMakoTepaneBTHYHA IPyIla: aHTUHEOIJIACTUYHH CPEJICTBA, MPOTEHHKNHA3HU HHXUOUTOpH, ATC
xox: LOIEDOS

MexaHU3BM Ha IEHCTBUE

Jlopnatunud e cenexktuseH, aneHosunTpudocar (ATP)-konkypenren nuxudburop na ALK u c-ros
onkored 1 (ROS1) TuposuHkuHa3a.

B HEKIMHUYHY TPOYYBaHUS JIOPIATHHUO MHXUOHUPA KaTATUTHYHATA aKTUBHOCT Ha HeMyTupana ALK
W KIMHUYHO 3HaunMu ALK MyTaHTHU KMHA31 B pEKOMOMHAHTHU €H3UMHO- U KJIEThUHOOA3UpaHH
TectoBe. JIopnaTMHUO MOKa3Ba moayepTaHa aHTUTYMOPHA aKTHBHOCT NMPH MUIIKU C TYMOPHH
KCEHOTpadTH, KOUTO EKCIIPECUPAT EXHHOAEPM MHUKPOTYOyII-acOMUpaH MPOTEHH-TT0100eH 4
(echinoderm microtubule-associated protein-like 4, EML4) ¢y3un ¢ ALK Bapuant 1 (v1),
BiimounTenHo ALK myramuure L1196M, G1269A, G1202R n I1171T. 3a aBa ot te3u ALK myTanTta
—G1202R u I11171T, e u3BecTHO, Y€ BOAAT A0 PE3UCTEHTHOCT KbM aJICKTHHUO, OpUraTHHUO,
HEpUTHHUO U Kpu30TUHUO. JlopnaTuHuO chU1o Taka MOXe Ja MPEeMHUHAaBa Npe3 KpbBHO-MO3bUHATA
Oapuepa. JlopnaTHHUO MOKa3Ba aKTUBHOCT MPH MUIIKHU ¢ opToTonuuHud EML4-ALK wnn
EML4-ALK "M no3p4nm TyMOpHH HMIUTaHTATH .

Kinnununa edbukacHOCT

Henexysan npeou mosa asancupan NSCLC, nonoxcumenen 3a ALK (npoyusane CROWN)

Eduxacnocrra Ha nopnatuau6 3a neyenue Ha nauenTd ¢ NSCLC, nonoxurenes 3a ALK, xouto
Ipe/iu TOBA HE ca IOJIy4YaBa MPeIXoJHa CHCTEMHA Tepanys 3a MeTaCTaTHYHO 3a00JIBaHE €
YCTaHOBEHA B OTKPHUTO, PAaHIOMHU3UPAHO, aKTHBHO-KOHTPOJIMNPAHO, MHOTOIICHTPOBO

npoyusane B7461006 (mpoyusane CROWN). M3uckBa ce manueHTure a ca ¢ pyHKIMOHATHO
ChCTOsIHUE ChIMTacHO M3TouHaTa KoonepaTuBHa oHKonoruyHa rpymna (Eastern Cooperative Oncology
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Group, ECOG) ot 0-2 u NSCLC, nonoxurenet 3a ALK, ciopex uaeHTHGUIMPAHOTO Upe3 TecTa
VENTANA ALK (D5F3) CDx. HeBposnoruutno cTaOUIHUTE MAIIMEHTH C JIEKyBaHH WM HEJIEKYBaHU
acumnromMarnyHu MetacTtasu B [{HC, BKIIIOUNTENTHO JENTOMEHUHT HATHU METACTa3!, ca MOIXOISIIHN 32
BKJIIOUBaHe. M3UCKBa ce MalMeHTUTeE J1a ca ChC 3aBbPIICHA JTbUeTepantsi, BKIIOUYUTEITHO
CTEPEOTAKTUYHO WM YaCTHYHO MO3BYHO OOTBYBAHE B PAMKHTE Ha 2 CEIMHULIN IPean
PaHIOMU3UPAHETO; 0OTbYBAHE Ha LENUS MO3bK B PAMKHTE Ha 4 CEIMHLIN NPEIX PaHIOMU3HUPAHETO.

[Maruenture ca pangomusupanu 1:1 na nonydaear jgopaatuau0 100 mg nepopaiHo BEAHBXK THEBHO
WM Kpu30THHUO 250 mg mepopaiHo JBa IbTH JHEBHO. PaHgoMU3MpaHeTo e cTpaTuUIupaHo mo
EeTHUYECKHU MPOU3XO0/ (a3MaTCKH CTIPSMO HEa3WaTCKH) U HAJIMYKe WM OTChCTBUE Ha MeTacTazu B LIHC
Ha U3XOAHOTO HUBO. JIeueHueTo B IBeTe paMeHa Tps0Ba Ja ce MPOABIKH JI0 IPOTrpecus Ha
3a00JIIBaHETO WIJIM HEMPUEMIIMBA TOKCHYHOCT. VI3MepuTen Ha OCHOBHHS pe3yiTar 3a e(hUKacHOCT €
npexussieMoct 0e3 nporpecust (PFS) copen onpeneneHoTo ot 3acieneH, He3aBUCUM, HEHTPATU3HUPaH
npernen (Blinded Independent Central Review, BICR) B choTBeTCTBHE € KpUTEpHH 32 OIIEHKA HA
otroBopa npu conuaau Tymopu (Response Evaluation Criteria in Solid Tumours, RECIST) Bepcust 1.1
(v1.1). JlonbJIHUTEIHUTE U3MEPUTEIIU Ha pe3yJiiTaTa 3a e)uKacHOCT ca ooOma npeskussiemocTt (OS),
PFS cnopen ouenkara Ha uzcnenonatens, PFS2 u cBpp3anuTe 1aHHM 3a OLEHKA HAa TyMOpa 4pe3
BICR, BrurounTenHo yectota Ha o0ektuBeH otroBop (ORR), mpoabmxurenHoct Ha otroBopa (DOR)
u BpeMe 10 uaTpakpanuanta nporpecus (IC-TTP). Ilpu nauuentute ¢ meracrazu B UHC Ha
M3XOJTHOTO HHUBO JOMBIHUTEITHUTE U3MEPHUTEHN Ha pe3yiTara ca YecToTa Ha MHTpaKpaHHUajeH
o6extuBeH otroBop (IC-ORR) u unTpakpanunamna npoabnkuTenHocT Ha otroBopa (IC-DOR),
BcuukuTe onpenenenue upe3 BICR.

O6m10 296 manuenTy ca paHIOMU3KMPaHU Ha JIOpnaTHHUO (n = 149) nnu kpuzotunHu6 (n = 147).
HemorpadckuTe XapakTepUCTUKU Ha 00IaTa NOMyJanys Ha IpOy4YBaHEeTO ca: MelMaHa Ha Bb3pacTTa
59 roaunu (muana3oH: ot 26 10 90 roauHun), BB3pact >65 rogunu (35%), 59% xenu, 49% ot OsiaTa
paca, 44% ot azuarcku npousxon u 0,3% gepHokoxu. Ilo-romsMara 4actT OT HAIIUCHTUTE UMAT
angeHokapuHoM (95%) u HuKora He ca ounu mymadn (59%). MecracTaszu B IEHTpaJIHATa HEPBHA
cucreMa criopen onpeaenenoro ype3 BICR ot HeBpopeHTreHon03u ca HanuuHu npu 26% (n = 78) ot
nauueHtute: ot Te3u 30 manuentu ca ¢ uaMepumu juesuu B LTHC.

Pesynrarute ot npoyuBaneto CROWN ca 0606menn B Tabnuia 3. Jlanaure 3a OS u PFS2 He ca
Z[e(bI/IHI/ITI/IBHI/I KBbM JaTarta Ha 3aKJII0YBAaHC HAa JaHHUTC.

Tabmna 3:  Pesyararu 3a o0ma epuxacHoct B npoyuBanero CROWN

JlopsaaTuHuo Kpusorunnod
IapamMeTsp 3a epuKacHOCT N=149 N =147
MenunaHa Ha NPOABJKUTETHOCTTA HA 18 15
npocJjensiBanero, mecena (95% CI)* (16, 20) (13, 18)
IIpe:xussemoct 6e3 mporpecus upe3s BICR
Bpoii Ha yuactHUIIUTE CBC cHOUTHE, N (%0) 41 (28%) 86 (59%)
[IporpecusHo 3abosBane, n (%) 32 (22%) 82 (56%)
Cwmbpr, n (%) 9 (6%) 4 (3%)
Menmana, meceru (95% CI)* NE (NE, NE) 9(8,11)
Koeuuuent Ha puck (95% CI)° 0,28 (0,19; 0,41)
p-CTOMHOCT <0,0001
O01ma npeKuBAEMOCT
Bpoii Ha yuacTtHHUIIUTE CBHC cHOUTHE, N (%) 23 (15%) 28 (19%)
Mennana, meceru (95% CI)* NE (NE, NE) NE (NE, NE)
Koedunuenr na puck (95% CI)° 0,72 (0,41; 1,25)
IIpe:xkuBsiemocT 6e3 mporpecus upe3 INV
Bpoii Ha yyacTtHHUIIUTE CBC cHOUTHE, N (%) 40 (27%) 104 (71%)
[IporpecusHo 3abomnsBane, n (%) 34 (23%) 99 (67%)
CwmapT, n (%) 6 (4%) 5 (3%)
Menuana, mecern (95% CI)? NE (NE, NE) 9(7,11)
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JlopaaTuHuo KpuzoTunubd
IapamMeTsp 3a epuKacHOCT N=149 N =147
Koedunuenr na puck (95% CI)° 0,21 (0,14; 0,31)
p-CToiiHOCT <0,0001
Oo0ma yecrora Ha otroBop BICR
O6m1a yectora Ha 0TroBOp, n (%) 113 (76%) 85 (58%)
(95% CI)* (68, 83) (49, 66)
Bpeme 10 nHTpakpaHuaiHA POrpecust
Menuana, mecery (95% CI)? NE (NE, NE) | 16,6 (11, NE)
Koeuuuent Ha puck (95% CI)° 0,07 (0,03; 0,17)
IIpoabJZKMTEJHOCT HA OTTOBOPA
Bpoii marmeHTH ¢ OTroBOp 113 85
Menuana, mecern (95% CI)? NE (NE, NE) 11 (9, 13)
HNuTpakpanunalien o611 0TTOBOP NpH
nanueHTHTe ¢ u3Mepumu Jiesuu B [THC nHa
H3XO0HOTO HHBO N=17 N=13
UecToTa Ha MHTPaKpaHHUaJIeH OTTOBOP, n (%) 14 (82%) 3 (23%)
(95% CI)® (57, 96) (5,54
UYecToTa Ha IBJCH OTTOBOP 71% 8%
[TpoABIKUTENHOCT Ha OTTOBOPA
Bpoii manuenTy ¢ oTroBop 14 3
Menuana, mecern (95% CI)? NE (NE, NE) 10 (9, 11)
HNHuTpakpanuaieH o011 OTTOBOP NP
NMAHEHTHUTE ¢ KAKBHTO H /12 € U3MEPUMU
Wi Heudmepumu Jie3uu B LIHC na
M3XO0JHOTO HUBO N =238 N =40
O6ma gyectora Ha OTTOBOP, N (%) 25 (66%) 8 (20%)
(95% CI)® (49, 80) (9,36)
UYecToTa Ha IBJCH OTTOBOP 61% 15%
[TpoAhIHKUTETHOCT HA OTTOBOPA
Bpoii manuenTy ¢ oTroBop 25 8
Menuana, mecerm (95% CI)* NE (NE, NE) 9(6,11)

Crokpamiennsi: BICR = cism, He3aBucuM, nieHTpanusupan nperien; Cl = nopeputenen natepsan; CNS = neHTpanHa
HepBHa cuctema; INV = onenka ot m3cnenoBarens; N/n = Opoit nanuent; NE = HeoneHUMO.

* p-CTOMHOCT Bb3 OCHOBA Ha 1-CTpaHeH cTpaTH()UIMpPaH JOTapUTMUYEH PAHTOB TECT.

* Bp3 ocHOBa Ha MeToa Ha Brookmeyer u Crowley.

% KoedMUuEeHTHT Ha pUCKA Bb3 OCHOBA HAa MOJIENA HA TIPOIIOPIIMOHAIIHN pUCKOBE Ha COX; IIPH MPONOPLHOHATHH
pHCKOBe, Koe(HINEeHT Ha pUCK < | TIOKa3Ba HamMaJeHUe Ha KOe(UIMEHTa Ha pUCKa B 110J13a Ha JIOPJIATUHHO.
® C u3noi3BaHe Ha TOUYHUS METOJ B3 OCHOBA Ha OMHOMHO pasmpesesicHue.
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®urypa 1. Kpusa na Kaplan-Meier 3a npexuBsieMocT 0e3 mporpecus 4pe3 3acjeneH He3aBUCHM
LHeHTpaJeH nperJex B npoyusanetro CROWN
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Cokpammennst: Cl = nosepurenen unrepsair; N/No. = Opoii Ha nalMeHTHTE.

[Tom3ara ot JieyeHUETo ¢ TOPIATHHHUO € CPABHIMO B TIOATPYITUTE HA U3XOJHUTE XapaKTEPUCTUKU Ha
MalreHTHUTE U 3a00JIIBAHETO, BKIIOYUTEIHO arueHTuTe ¢ Meractasu B IIHC Ha H3X0IHOTO HUBO
(n=38,HR =0,2, 95% CI: 0,10 — 0,43) u naruenTute 6e3 Meracrasu B IIHC Ha H3X0IHOTO HUBO
(n=111, HR = 0,32, 95% CI: 0,20 — 0,49).

Asancupan NSCLC, nonoswcumenen 3a ALK, xoumo npedu moea ca aexyeéanu ¢ unxubumop na ALK
KuHasa

Ynorpebata Ha topaaTHHUO pu JiedeHnero Ha ALK -nonoxkutenen apancupain NSCLC cnen ieuenue
c noHe enquH ALK TKI ot BTOpo nmokosieHue, € u3cieqsala B IpoydyBaHe A — MHOTOLIEHTPOBO,
npoyuBaHe ¢a3za 1/2 ¢ eqao pamo. O6mo 139 nammentn ¢ ALK-monoxurenen aBancupan NSCLC
cien neyenue ¢ none equH ALK TKI ot Bropo nokonenue, ca BKIroueHH BB (Pasza 2 Ha MPOyYBAHETO.
[TarmenTure nmoxy4aBat JOpIaTHHUO EpOpPaTHO MPH MpenopbunTenHaTa 1o3a oT 100 mg BenHBX
JTHEBHO HEMPEKBHCHATO.

[IppBuyHaTa KpaiiHa TOUKa 32 e(hUKacCHOCTTa BHB (pa3a 2 Ha MPOYYBAHETO € YeCTOTaTa Ha 0OEKTHBEH
otroBop (ORR), BkmountenHo nnatpakpanuaies (MK) ORR, ciopen He3aBUCHM LIEHTpaJIeH Mperie
(Independent Central Review, ICR) cerimacno monpudurupaante RECIST v1.1. Bropuuaure kpaitau
touku BKirouBaT DOR, mHTpakpannamHaTa mpoabbKUTeTHOCT Ha 0TroBOpa (IC- DOR), Bpeme no
otroBop Ha Tymopa (TTR) u PFS.

Hemorpadckute xapakrepucTuk Ha 139 manmentn ¢ ALK-nonoxurenen aancupan NSCLC cnen
neuenue c nmoHe equa ALK TKI ot BTopo mokonenwue ca, kakto ciensa: 56% xenu, 48% ot Osara
paca, 38% oT a3uaTcKky MPOM3XOJ U MeInaHa Ha Bh3pactTa 53 roaunu (06xBat: 29 —83 ronuHm), Kato
16% ot marpieHTHTE ca Ha BB3pacT > 65 roguan. OyHKIHOHATHOTO cheTossHue chriacHo ECOG Ha
m3xoaH0TO HUBO ¢ 0 mn 1 mpu 96% oT manmenTute. MO3b4HM METAaCTa3H ca HAJTMYHUA HA U3XOJTHOTO
HuBo 1ipu 67% ot nanmentute. Ot 139 nmaruentu 20% ca momyuniu 1 npeaxoxen ALK TKI, ¢
U3KITIIOYEeHUE Ha KpU30TUHHO, 47% ca nomyuniu 2 npeaxonun ALK TKI, a 33% ca nomyywnu 3 unu
noseue npeaxonnn ALK TKI.
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OcCHOBHHTE pe3yNTaTH 3a ehUKACHOCT OT MPOyYBaHe A ca BKIIOUEHH B TaOnuIm 4 u 5.

Taoauna 4:

OO0 pe3ysTaTu 3a e(pUKACHOCT B MPOY4YBaHe A 10 MPEIXO0AHO JieYeHne

Enun npeaxogen ALK

JABa njam nopeve npeaxoaHu

TKI? cbe nau 6e3 ALK TKI ¢bc nim 6e3
ITapameTsp 3a epukacHoCT
MpeaxoAHa XUMUOTePanus MpeaxoAHa XUMUOTePanus
(N=28) (N=111)

YecToTa Ha 06EKTHBEH OTTOBOP® 42.9% 39,6%

(95% CI) (24,5; 62,8) (30,5; 49,4)

[Ibnen orrosop, n 1 2

YacTtuyeH oTroBop, n 11 42
[IpoabmKUTENTHOCT Ha OTTOBOPA

Menauana, Mmecenu 5,6 9.9

(95% CI) (4,2; NR) (5,7, 24,4)
[IpexuBsiemoct Oe3 mporpecus

Menuana, Mmecenu 5,5 6.9

(95% CI) (2,9; 8,2) (5.4;9,5)

Corpamenns: ALK = kunaza Ha anamactuuet tumdonm; Cl = noseputesnen untepsai; ICR = HezaBucum
HeHTpasieH nperie; N/n = 6poit Ha marpentute; NR = He e mocturaara; TKI = THpO3WHKHHA3CH HHXUOHUTOP.

a

6  Cnopen ICR.

Tabdauna 5:
JedeHune

AnexTnHuO, OpUraTHHNO WK EPUTHHUO

Pe3yJsiTaT 3a MHTPAKPAHUAIHA  e(PUKACHOCT B IPOYYBAHE A 10 MPEAXOTHO

ITapamersp 32 egukacHocT

Enun npenxonen ALK
TKI? ¢be nin 0e3
NnpeaxoaHa XuMHOTepanusi

JlBa WiIM moBeve MPeIXOaHU
ALK TKI c¢be uau 6e3
NpeaX0IHA XMMHOTEPANHs

N=9) (N =48)
YecToTa Ha 06EKTUBEH OTTOBOP® 66,7% 52,1%
(95% CI) (29,9; 92,5) (37,2; 66,7)
IIenen orrosop, n 2 10
YacTuueH 0TroBop, n 4 15
[IpoabmKUTETHOCT HA
HWHTpaKpaHUAIHUS OTTOBOP
Menuana, Mmecenu NR 12,4
(95% CI) (4,1, NR) (6,0, NR)

Cokpamenns: ALK = kunasa Ha anarutactuaeH auMdom; Cl = nosepurener narepsai; ICR = HezaBucum
ueHTpaiieH nperien; N/n = 6poit Ha manuenTute; NR = He e gocturHara; TKI = Tupo3nHKnHA3eH HHXHOHUTOP.
[Tpn manueHTHTE C TOHE €HA U3MEpHMa MO3bYHA METACTa3a Ha U3XOJHOTO HUBO
AnexTrHuO, OpUraTHHNUO WK IIEPUTHHUO.

6  Cnopen ICR.

B o0mara nmomynanus 3a epukacHocT oT 139 nauuentu 56 nanuenTH umar notebpaeH upes ICR
obOekTuBeH oTroBop ¢ Meauana Ha TTR 1,4 mecena (auanason: 1,2 10 16,6 mecena). ORR 3a
MAIUeHTHTE OT a3uaTcku npousxon e 49,1% (95% CI: 35,1, 63,2) u 31,5% npu nanueHTuTe OT
Heasnarcku npousxon (95% CI: 21,1, 43,4). Ilpu 31 nauuentu ¢ norBbpaeH upe3 ICR IC obektuBen
TyMOpPEH OTTOBOp U [TOHE €Ha M3MEepPHMa MO3bUHA MEeTacTa3a Ha U3XOJHOTO HUBO MeanaHaTa Ha UK
TTR e 1,4 mecena (nuamazon: 1,2 go 16,2 mecena). IC ORR e 54,5% npu nanueHTUTe OT a3HaTCKu
mpousxon (95% CI: 32,2, 75,6) u 46,4% mipu manueHTUTe OT HEa3UaTCKU MTPOU3XO]T

(95% CI: 27,5, 66,1).

HC,I[I/IaTDI/ILIHa nonyJianusa

EBpomneiickaTa areHIys 1o JeKkapcTBaTa 0CBOOOKAaBa OT 3aIbJDKEHHETO 3a IPEIOCTaBSIHE Ha
pe3yATaTUTE OT MPOYYBAHUATA C JIOPIATUHUO BB BCHUKU MOATPYNH HA eIUaTPUYHATA ITOIYIaLlus
npu 6e10apoOeH KapUuHOM (IpeOHOKIIEThYECH U HeAPEOHOKIEThYEH KapIUHOM) (BXK. Touka 4.2 3a
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nHGOpMAaIUs OTHOCHO yIOTpeda B MeAnaTpusTa).

To3u JiekapcTBEH NPOAYKT € pa3pellieH 3a yrnoTpeda mo T. Hap. CXeMa ,,pa3peliaBaHe Mo ycaoBue .
ToBa o3Ha4aBa, 4e 3a TO3M JICKAPCTBEH MPOAYKT CE OYaKBaT JAOMBJIHUTESIIHU JTaHHU.

EBpomnelickaTa areHIus o JiekapcTBaTa Iiie U3BbPIIBA Mperie/] Ha HoBaTa HHPOPMAITHUS 33 TO3H
JICKApCTBEH MPOYKT MOHE BeAHBXK roaumHo v Ta3u KXIT choTBETHO IIie ce aKTyalTu3upa.

5.2 ®apMakoKMHETHYHM CBOHCTBA

AGcopouus

[IukoBHTE KOHIEHTPALMH HA JIOPJIATHHUO B IJIa3MaTa ce JOCTUraT Obp30 ¢ MeanaHa Ha Tmax 1,2 aca
cien enraudHa g03a ot 100 mg u 2,0 yaca cien MoHOrokpatHu 103u ot 100 mg BeAHBXK THEBHO.

Cren nepopaiHO MPHUIIOKEHUE HA TaOJIETKH JOpIaTUHUO cpeaHaTa abCoMOTHA OMOHATMYHOCT €
80,8% (90% CI: 75,7, 86,2) B cpaBHEHHE C HHTPABEHO3HO NPHIIOKECHHUE.

[IpunoxeHnueTo Ha JTOPIATHHUO € XpaHa ¢ BUCOKO ChABbPKAHUE HA Ma3HUHH U KAJIOPUH BOAU 10 5%
M0-BHCOKA EKCIIO3UIMS B CPABHEHUE ChC CHCTOSHUE HA I1agHO. JlopnatnHuO Moxe Aa ce mpujara cbe
uim 0e3 XxpaHa.

ITpu 100 mg Beaubx AHEBHO cpeaHoreoMeTpuunaTa (% koedpuureHT Ha Bapuanus [CV]) nukosa

m1a3MeHa kouueHrpaius € 577 (42) ng/ml, a AUCx e 5 650 (39) ng h/ml ipu nargeHTu ¢ pax.
Cpennoreomerpuunust (% CV) nepopanen kaupbHC € 17,7 (39) 1/h.

Pasnpenenenue

In vitro cBbp3BaHETO HA JIOPJIATUHUO C YOBCIIKH IJIA3MEHH MTPOTEHHH € 66% C yMEpEeHO CBbP3BaHE ¢
QIOYMWH WA 0L1-KUCEIT TITUKOTPOTEHH.

Buorpanchopmarug

[Ipu xopa mopiaTHHUO MPETHPIIABA OKCUANPAHE U TIIOKYPOHUPAHE KATO OCHOBHH METaOOIUTHH
I'bTHILA. [ Vitro JTaHHUTE MOKAa3Bart, ue JopJaTHHUO ce MeTaboym3upa ocHOBHO upe3 CYP3A4 u
UGT1A4, c neznauntenno yuyactue Ha CYP2CS8, CYP2C19, CYP3A5 u UGT1A3.

B mnazmata Metabonut Ha T0pIaTUHUO, C OCTAaThK Ha O€H30€Ha KHCETHHA, TOyUYeH MPU
OKCHJIATUBHO paslielIBaHe Ha aMHUTHUTE 1 apOMAaTHUTE €TEPHU BPBH3KU Ha JIOPIaTHHUO, ce HaOII0aBa
KaTo OCHOBEH MeTaboyuT, npeacranisaBail 21% oT painoakTUBHOTO BEILECTBO B LUPKYJIALHITA.
MeTabonuThT B pe3ynTaT Ha OKCHIATHBHO paslienBaHe ¢ (PapMaKoJIIOTHYHO HEAKTHBEH.

Eanmunupane

[Tna3MeHHsIT MOTYKUBOT Ha JIOPAATHHUO cie enuangHa no3a 100 mg e 23,6 gaca. V34uucieHusr
e(eKTHBEH IJIa3MEH MOIY>KUBOT Ha JOPJIATUHUO B CTAIIHOHAPHO CHCTOSHHE CIIE/ 3aBbPIIBaHE HA
aBToMHAYKIMA € 14,83 vaca. Cnen nepopanHo npuinoxenue Ha 100 mg paaMon30TONHO MapKHpaHa
1103a JopaTuHUO cpeaHo 47,7% OoT paanoakTUBHOCTTA CE Bh3CTaHOBsBA B ypuHata, a 40,9% ot
panuoakTUBHOCTTA CE BH3CTAHOBSIBA BB (perieca, KaTo 00II0TO CPEHO TOTATHO Bh3CTAaHOBSIBAHE €
88,6%.

HenpoMeHeHUAT TOpIaTHHUO € OCHOBHHUAT KOMIIOHEHT B YOBEIIKAaTa TUIa3Ma H Qeliec,
npeacTaBisBaiku cboTBETHO 44% 1 9,1% ot obmara paguoaktuBHoCT. [lo-Manko ot 1% ot
HETIPOMEHEHUS JIOPJIATHHUO ce OTKpUBA B ypUHATA.

OcBeH TOBa JIOPJIATHHUO € HHAYKTOp upe3 YoBelkus npernan-X-penentop (PXR) u yoBenikus

KOHCTUTYyTHBEH anapoctal peuentop (CAR).
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JIMHEHHOCT/HETMHENHOCT

[Ipu equanyHa go03a cucremuara ekcro3urus Ha JopaaTHHUO (AUCiy 1 Crax) C€ TTOBHUIIIABA TIO
3aBUCHUM OT J[03aTa HAYUH B paMKHTE Ha 1030B nuamnazoH ot 10 mo 200 mg. Hanwmaaure qanam 3a
no3oBus auamazoH ot 10 1o 200 mg ca ockbIHH; HE ce HaOIo1aBa 00ave OTKIIOHEHHE OT
mmHerHocTTa 38 AUCiyr U Chax ClIEN €QUHUYHA 1034.

Crnen MHOTOKPATHO TIPHIIOKEHUE BETHBK JHEBHO Crmax HA JIOPIIATUHHUO CE MOBUIIIABA
npornopuuoHanHo Ha Jo3ata, a AUC,, ce MOBUIIaBa MO-MaJIKO OT MPONOPIMOHATHO B pAMKHTE Ha
nmo30Bus auana3oH oT 10 7o 200 mg BeaHBK THEBHO.

C’LH_IO TaKa INIa3MCHUTEC CKCIIO3UIIUMK Ha J'IOpJ'IaTI/IHI/I6 B CTAllTUOHAPHO CHCTOSAHHUC Ca IIO-HUCKU OT
OYaKBaHHUTEC OT q)apMaKOKI/IHeTI/IKaTa Ha €IMHUYHA 1034, KOCTO € IIOKAa3aTCJIHO 3a BPEMEBO-3aBUCUM

ABTOMHIYKIIMOHEH €(EeKT.

YepHOpOoOHO YBpEXKIAHE

Tbit kaTo JOPIATUHUO ce METa0OIU3UPA B YSPHUS P00, YUSPHOAPOOHOTO YBPEIKIAHE BEPOSATHO IIIC
MOBHIIH TIA3MEHUTE KOHIICHTPAIIUHU Ha JTopJaaTHHUO. [Ipu npoBeneHUTe KIMHUYHU IPOYYBaHHS Ca
m3kmoueHy manueHTH ¢ AST wau ALT > 2,5 x ULN, nim, ako ce IbJDKH Ha ITOJICHKAIIo
3710KayecTBeHO 3abomsaBane, > 5,0 x ULN unu ¢ 06wy OmnmupyOun > 1,5 X ULN. Ionynanuonaure
(hapMaKOKMHETUYHU aHAJIM3U MTOKAa3BaT, Ye CKCIO3UIIMATA HA JIOPJIATHHHO HE ¢ KIMHUYHO 3HAYMMO
MMPOMEHEHa IPH MAIUEHTHTE C JIEKO YepHOAPoOHO yBpexaane (n = 50). He ce mpemopbhuBaT KOpeKuu
Ha JI03aTa IMPH MMalMeHTH C JIEKO YepHOPOOHO yBpekaaHe. JIumca nHbopMaIus 3a manueHTH ¢
YMEPEHO HJIH TEKKO YepHOPOOHO YBpEKIAAHE.

B’B6D€‘lHO YBPCKIAAHE

ITo-manko ot 1% OT mpuItoKeHaTa 103a ce OTKpHUBA KaTo HEIIPOMEHEH JIOPJIaTUHUO B ypUHATA.
[MonynanuonnuTe GpapMaKOKWHETUYHH aHAIN3H ITOKA3BaT, Ye IIa3MeHaTa eKCIIO3HIHUS B
CTAllMOHAPHO ChCTOSIHUE U CTOMHOCTUTE HA Crax HA JIOPIATUHUO Ca JEKO MOBUILEHHU C BIOLIABAHE HA
n3xoaHaTa 0b0peuHa QyHKIMs. B3 ocHOBa Ha poyuBaHe Mpu OLOPEUHO YBPEKIAHE HE CC
NpernopbyBaT KOPEKIUH Ha HaYaJHATa J03a NPH MAIMEHTH C JIEKO WM yMEPeHO ObOPEUHO yBpEeKIaHe
[eGFR, Ga3upana Ha momy4eHa upe3 popmyiara, paspadoTeHa Bb3 OCHOBA Ha IPOYYBAHETO
Moaudukanus Ha auetara npu 0s0pedna 6onect (Modification of Diet in Renal Disease Study,
MDRD) eGFR (8 ml/min/1,73 m?) x uzmMepena tenecHa nopbpxuoct/1,73 > 30 ml/min]. B tosa
npoyuBane AUCs Ha topiaTHHUO € moBueHa ¢ 41% TMpH y4acTHUIM C TEKKO OBOPEYHO yBpEkKIaHEe
(abcomorna eGFR < 30 ml/min) B cpaBHEHHE ¢ YHaCTHULIUTE C HOpMasiHa ObOpedHa GyHKIUSL
(abcomorHa eGFR > 90 ml/min). [IpenopsyBa ce HamalieHa J103a JIOPIATUHUO MIPH MAIUESHTH C TEKKO
OBOpedHO yBpekIaHe, Halp. HaYajHa 1032 75 mg MepopaiHo BEIHBXK JHEBHO (BX. Touka 4.2). Hama
HaJTMYHa HH(POPMAIHS 32 MAIMSHTH Ha ObOpeyHa Inanmsa.

Bw3pacT, 11oj1, paca, TEISCHO TErJIo U d)eHOTI/IH

[MomynanuonanTe (hapMaKOKMHETHYHH aHAW3H 1pH narmeHTn ¢ aBancupan NSCLC u 3apaBu
I0OpOBOJIIH [TOKA3BaT, Y€ HAMA KJIMHIUYHO 3HAaUNMH e(pEeKTH Ha Bb3pPacTTa, 10JIa, pacara, TeJIeCHOTO
terno 1 CYP3AS5- u CYP2C19-denoruna.

Copreuna eekTpoU3noa0rus

B mpoyusane A 2 nmanmentu (0,7%) umat abcomotHU cToiiHOoCcTH Ha QTC mHTEpBaa (KOPEeKIHs 1Mo
Fridericia) (QTcF) > 500 msec, a npu 5 nauuentu (1,8%) uma npomsina Ha QTcF ot u3xomHoTo
HUBO > 60 msec.

OcBeH ToBa e(peKTHT Ha €IMHUYHA ITepopaiHa jo3a Jopaatuauo (50 mg, 75 mg u 100 mg) cbe unm
6e3 200 mg uTpakoHa30J1 BEHBXK JHEBHO € OI[EHEH MPH KPhCTOCAHO TpoyUBaHe mpu 16 31paBu

,Z[O6pOBOJ'ILII/I. B ToBa OpOy4YBAHC HEC € Ha6H}0,Z[aBaHO YABIDKABAHC HA CPECAHUS QTC HWHTCPBAJ IIpU
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CpCaHHUTC Ha6J'IIO):[aBaHI/I KOHIOCHTpAlUU HaA J'IOpJ'IaTI/IHI/I6.

[Ipu 295 manyeHTH, KOUTO NOTyYaBaT JOPIATUHUO MpU pernopbunTenHa g03a ot 100 mg BeqHbxK
naeBHo ¥ uMat EKID uamepBanus B mpoyuBaHe A, JOpIaTHHHUO € MPOyYeH MpU MaIeHTCKa
MoIynanys, KosTo uskiatousa Te3u ¢ QTc unatepBan > 470 msec. IIpu npoyuBanara nomysamnus,
MaKCHMaJHaTa cpeJHa MPOMsHa OT H3X0JHOTO HUBO 3a PR mHTepBana e 16,4 msec (2-crpanen 90%
roper CI 19,4 msec) (Bx. Touku 4.2, 4.4 u 4.8). Ot 1s1x 7 narpenty umar uzxogaed PR > 200 msec. Ot
284 manmentu ¢ PR naTepBan < 200 msec, 14% umar yabmxaBane Ha PR nnTepBana > 200 msec cien
3aroyBaHe Ha JopaatuHuO. Y ppmkaBanero Ha PR nHTepBana Bb3HMKBA 110 3aBHCUM OT
KOHIICHTpAIMATa HaYWH. ATPUOBEHTPUKYJIapeH 0ok ce Habmronasa mpu 1,0% ot mamnueHTure.

[Ipu marueHTHTE, KOUTO Pa3BUAT YIbIDKaBaHe Ha PR mHTEpBana, Moxe a € HeoOX0ouMa MPOMsIHA Ha
nmo3ata (BX. Touka 4.2).

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

TokcHYHOCT IIpY MHOI'OKpPAaTHO IIpHJIaraHe

OcHoBHHTE HAa0JIOJaBaHU MPOSBU Ha TOKCUYHOCT Cca Bb3MaJICHUE Ha MHOXKECTBO ThKaHH (KOXa U
HEPBUKC TIPH ILTHXOBE U OeH ApoOOBe, Tpaxes, KoxKa, TMM(HU Bb3JIH W/UIIN YCTHA KYyXWHA,
BKITIOUHTEITHO MaHIOyaTa py Ky4eTa; CBbP3aHo C TIOBUIIIEHHE Ha Opost Ha OeNIMTe KPBBHHU KIIETKH,
¢ubpuHorena n/mmu riuoOyITMHATE U TOHIKEHHS Ha anOyMuHa) M MPOMEHH B MaHKpeaca (C
MOBHIIICHUS HA aMMJIa3aTa | JIMIa3aTa), XenaTooninapHara cucteMa (C OBUIIEHHS Ha
YepHOAPOOHHUTE €H3UMH ), MBXKKaTa PENpOIyKTHBHA CUCTEMa, ChPJICUHOCHI0BATA CUCTEMA,
OBOpennTe U CTOMAIIHO-YPEBHUS TPaKT, nepudepuute Hepsu 1 LTHC (moreHnman 3a KOTHUTUBHO
(YHKLMOHAIHO yBpeXJaHe) PH 1033, CKBUBAJICHTHA HA KIMHUYHATA EKCIIO3ULKS IIPH XOpa Ipu
npernopbyaHaTa JO3UPOBKa. [Ipy )UBOTHU ce HAOIIOIaBaT U MPOMEHH B KPHBHOTO HAJISTAHE H
chbpaecuHaTa yectoTa, QRS komiuiekca u PR nnTepBaia ciaen octpo npusiaraie (mpuOIH3UTEIHO
2,6 IbTH KJIMHUYHATA eKcro3uius mpu xopa npu 100 mg cnen enuanyHa 103a Ha 6a3ata Ha Crax).
Bceniku HaXoJIku B TapreTHUTE OPTaHH, C U3KIIOYCHUE Ha XUTEePIUIa3usl Ha YepHOIPOOHUS HKIThUeH
KaHaJI, ca YaCTHYHO JI0 HAIThIHO OOpaTUMH.

I'eHOTOKCHYHOCT

JlopnaTuHu® He € MyTareHeH, HO € aHEyTeHEH in Vitro u in vivo ¢ HUBO 0e3 HabmoaBaH eekT 3a
aHEYTeHHOCT NPUOIU3UTENHO 16,5 MbTH KIMHUYHATA eKcTIo3Uus pH xopa npu 100 mg Ha Ga3aTa Ha
AUC.

KapuunoreHnoct

He ca npoBexnanu mpoy4YBaHus 3a KAPIIMHOTEHHOCT TIPH JIOPJIATUHUO.

PGHDOHVKTI/IBHa TOKCHUYHOCT

Jlerenepanusi Ha CEMEHHHUTE KaHaI4eTa U/uiK aTpodus Ha TECTUCHUTE, KAKTO U SIH N IUMAaTHH
MIPOMEHU (BB3MaJICHHE W/UIIN BaKyoJauus) ce HabMoAaBaT MpH IUTbX0BE U Ky4era. B mpocrararta ce
Ha0JII01aBa MUHMMAJTHA J10 JIeKa aTpodus Ha kie3aTa pH KydeTa, IpH 71033, eKBUBAJICHTHA HA
KIMHUYHATA EKCIIO3HIIUS TIPH X0pa TPH MPETopbhuuTeTHaTa /103a). EQexTuTe BEPXy MBKKUTE
PENPOAYKTUBHH OPTaHH Ca YACTUYHO JI0 HAITBJIHO OOPAaTUMH.

B nipoyuBanus 3a emOprodeTaaHa TOKCHYHOCT, TPOBEAEHH ITPH IUIBXO0BE U 3alId, ce HabIoaaBatT
CHOTBETHO TOBHUIIICHA EMOPHONICTATHOCT U TIO-HUCKO (HETATTHO TEJSCHO TErIO M MasihOpMaIiH.
detanHuTe MOP(HOIOTUIHN AHOMATIMY BKJIFOUBAT U3BUTH KPAHHUIH, CBPHXOPOWHHU MPBCTH,
racTpoinmsa, Mmajaghopmaliys Ha ObOpeluTe, KynojooopasHa rjiaBa, BACOKO CBOAECTO HEOIIE U
pasmMpeHre Ha MO3bUHUTE BEHTPHUKYIU. Ekcrio3uiusaTa npy Hali-HUCKUTE 03U ¢ eMOpHodeTaTHn
e(eKTH NP JKUBOTHH € CKBUBAJICHTHA HA KIMHUYHATA CKCIO3UIMS Tipu xopa mpu 100 mg Ha 6a3aTta
Ha AUC.
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6. DAPMAINEBTUNYHU JAHHHA
6.1 ChnuceK HAa NIOMOIIHHUTE BelIeCTBa

Slnpo Ha Tabnerkara

MukpokpucTaiHa Henyao3a
Kanuer xuaporendocdar
Hatpues HuniecTeH ritokoiaaT
Marsne3ues creapar

DrIMOBO HOKPUTHE

Xunpomenosa

JlakT03a MOHOXUAPAT

Maxkporon

Tpuanerun

TutanoB nuokcuz (E171)

Kenesen oxcun, uepen (E172)

YKenesen okcu, yepseH (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHoCT

3 roguHU

6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHUe
To3u nexapcTBeH NPOAYKT HE U3MCKBA CIIELUANHN YCIOBHS Ha ChbXpaHEHHe.
6.5 Bwuau chabpkaHne HA ONIAKOBKATA

Bmcrepu ot OPA/Al/PVC, 3aneuaranu ¢ amyMHUHHEBO (HOIHO, chabpxkamy 10 puimMupanu TabiIeTKy.

Lorviqua 25 mg dbuwimMupany Ta0IeTKU

Bcesika omakoBka chabpxa 90 ¢punmupanu tadnetku B 9 6mucrepa.

Lorvigua 100 mg ¢uimMupany TabaeTKu

Bcesika omakoBka cpabpxa 30 punmupanu Tabnetku B 3 6nucrepa
He Bcudky BUZOBE ONTAKOBKH MOTAT J1a OBJIAT IyCHATH Ha a3apa.
6.6 CrnenuajaHu npeana3sHy MePKH NPH U3XBbPJIsIHE

Heusnon3panusr JICKApCTBCH NPOAYKT NI OTHAABYHUTC MAaTCPpUAJIN OT HCTO TpH6Ba Ja CC U3XBBbPJIIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.
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7. HOPUTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1355/002

EU/1/19/1355/003

9. JATA HA I'bPBO PASPEIIABAHE/TIOJJHOBSBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha epBO paspemasane: 06 mait 2019

[Jata Ha nocnenHno nonHoBsiBane: 4 anpun 2023 r.

10. JOATA HA AKTYAJINBUPAHE HA TEKCTA

[MonpoGHa nHpOpMAaIIKs 3a TO3M JICKAPCTBEH MPOAYKT € IpeocTaBeHa Ha yeOcaiiTa Ha
EBpomneiickara arennus mo nexapcrsara http://www.ema.europa.eu.
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HNPUJIOKEHUE 11

MNPOU3BOJUTEJI(M), OTTOBOPEH(HN) 3A
OCBOBOXKJABAHE HA ITAPTUIN

YCJIOBUA NN OTPAHUYEHUSA 3A JOCTABKA "
YIIOTPEBA

APYI'N YCJIOBUA U U3NCKBAHUSA HA PASPEIIEHUETO
3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUNYEHUSA 3A BE3OITIACHA "
E®PEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

KOHKPETHO 3AABJIKEHUE 3A U3ITBJIHEHUE HA MEPKH
CJIEJ PASPEIIIABAHE 3A YIIOTPEBA 1101 YCJIOBHUE
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A. TIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXKIABAHE HA ITAPTUIN

HmMe 1 agpec Ha IPOU3BOIUTEIS, OTTOBOPEH 32 003060>1<11aBaHe Ha IMapTuauTe

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

I'epmanus

b. YCJI0OBUA NN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOAYKT C€ OTITYCKa 10 OTPaHWYEHO JieKapcko mpeanucanue (Bx. [Ipunoxenwue I:
Kpartka xapakrepucTika Ha POAyKTa, ToUKa 4.2).

B. JAPYI'N YCJIOBUSA N U3UCKBAHUSA HA PASPEHHIEHUETO 3A YIIOTPEBA
. Ilepuoguynu akTyaJau3upanu aokjaaau 3a oezonacuoct (ITAJB)

M3uckBanmsiTa 3a nogaBane Ha [TAJIb 3a To3u IeKapcTBEH MPOAYKT ca MMOCOYCHU B WieH 9 Ha
Pernament (EC) No 507/2006. B chOTBETCTBHE C TSX, IPUTESKATEIAT HA pa3pelIeHUETO 3a
ynotpeba (ITPY) tpsoBa na monasa ITAJIb Ha Bceku 6 Mecena.

N3uckBanwusra 3a nogasane Ha ITAJIb 3a To3u 1ekapcTBEH MPOAYKT ca IOCOYEHH B CITUCHKA C
pedepentauTe natu Ha EBpomnetickus cpio3 (EURD crucsk), mpensuaen B wi. 1078, an. 7 ot
Hupextuea 2001/83/EO, 1 BEB BCHUKH CIIE/IBAIIN aKTyaIN3aI[|H, TTyOJIUKYBaHU Ha
eBpOIEHCKUs yeOnopTai 3a JeKapcTBa.

. YCJI0BUs Wi OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA IMTPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IputexaTensat Ha pasperieHuero 3a ynorpeda (IIPY) tpsaodBa na u3BbpIIBa H3UCKBAHUTE
NEWHOCTH U ACHCTBHSA, CBBP3aHHU C MPOCIEAsBaHe Ha JIEKapCTBEHaTa 0€30MaCHOCT, IIOCOUYEHH B
onobpenus [1YP, npencrasen B Moayn 1.8.2 Ha pa3penieHueTo 3a yrnorpeba, KakTo U BbB
BCHYKH CIICABAIIHN 000peHH akTyanu3anuu Ha [TYP.

Axryammsupan [1YP TpsiOBa na ce nonasa:
e 110 ucKaHe Ha EBporeiickara areHuus 1o JeKkapcTBara;
® BHHAIW, KOTaTo Ce U3MEHs CHCTEMara 3a yIpaBJIeHHEe Ha PHCKa, 0COOCHO B pe3yiTaT Ha
MoJIyyaBaHe Ha HOBa MH(OPMAITUs, KOATO MOXKE Jla IOBEJIE 10 3HAYMMHU [IPOMEHHU B
CHOTHOIIICHHUETO IOJ3a/PHUCK, WM CIIe] JOCTUIaHe Ha Ba)KEH eTall (BBbB BPBh3Ka C MPOCIIC/IIBAHE
Ha JIeKapcTBEeHaTa 0€30MacHOCT WIIM CBEXKIAHE Ha PUCKA IO MUHHMYM).
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o 3aabikeHue 3a 3aBbpPUHIBAHEC HA MEPKHU CJICA paspemiaBaHe 3a yrl0Tpe6a

B onpenenenus cpok [TPY TpsiOBa a2 M3IIBIHA CIIETHUTE MEPKH:

Onucanue Cpoxk

[loctmapkeTnHroBo npoyuBane 3a euxacHoct (PAES): 3a na ce oxapaktepusupa  [30 tonu 2025 .
MOIIBJTHUTENHO e(UKACHOCTTA Ha JIOPIATHHUO Ipu nauueHTu ¢ aBaHcupain NSCLC,
nonoxwureneH 3a ALK, kouto npeau ToBa He ca JeKyBaHU ¢ HHXuOUTOp Ha ALK,
[IPY 111e mpeaocTaBy pe3yiITaTuTe, BKIIFOYUTEIHO JaHHU 32 00I1a MPEKUBIEMOCT
(OS) na npoyusaneto ¢aza [Il CROWN (B7461006), cpaBHsBaio 10paaTHHIO
CIPSIMO KPU30THHHUO B yCIIOBHSITA Ha JISYEHUE OT TbpBa JIWHUSA. [lokiagsT ot
KIMHAYHOTO MPOYyYBaHe Iie Ob/Ie MOAaJICH J10:

A.  KOHKPETHO 3AABJ)KEHUE 3A UBIIBJJHEHUE HA MEPKHU CJIE]]
PA3BPEIIABAHE 3A YIIOTPEBA 110 YCJIOBHUE

ToBa e pazperienue 3a yrorpebda moj yciaoBue u cbriacHo wi. 14a or Permament (EO) Ne 726/2004 B
onpenaencuus cpok [IPY TpsOBa 1a U3MBIIHU CICAHUTE MEPKH:

Onucanune Cpok

3a 5a ce MOTBBPAU e(hUKACHOCTTA HA JIOPJATHHHUO MPH MAIIUCHTH C 1 HoemBpu 2024 T.
Mporpecust ciel aeKTHHNUO Win 1epuTiHUO kato mepearta ALK TKI
teparus, [IPY TpsOBa na mposene npoy4yBaHe ¢ €HO paMo, U3CIIEIBAIIO0
MAIUeHTHTE TIPU ChIUTe TakuBa ycaoBus (B7461027) u na nmogane qOKIaa
OT KJIMHUYHOTO IIPOYYBaHE JI0:

28



HPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Lorviqua 25 mg ¢unmupanu TabneTKu
JIOPJIATHHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika punmupana tabietka chappika 25 mg J0pIaTHHUO.

| 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

C’B,E[’Bp)l(a JJaKTO3a (BI/I)KTG JJMCTOBKATa 3a OOIIBJIHUTCIIHA I/IH(i)OpMaLII/IFI).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

90 punmupanu TabIETKH

| 5.  HAYMH HA IPUWIOKEHUE M ITbT(MILA) HA BbBEKJIAHE

[Ipenu ymorpebda mpoverere TMCTOBKATA.
ITepopanHo npusioxeHue

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA JIEIIA

Jla ce cpxpaHsiBa Ha MACTO, HEAOCTHITHO 34 JICTIA.

| 7. APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUSA, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'oneHn mo:

9. CIHHEIIUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEHOUWAJIHU IIPEAITA3HA MEPKWU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/19/1355/003 90 punmupaHu TaOIETKH

13. MMAPTHJIEH HOMEP

ITapT.Ne

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

Lorviqua 25 mg

| 17. YHUKAJIEH HWIEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJI ¢ BKJIIOYEH YHUKAJICH HICHTH()HUKATOD

| 18. YHUKAJIEH NWIEHTH®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Lorviqua 25 mg tabneTku
JIOPJIATHHUO

| 2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Pfizer (xato noro Ha [IPVY)

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Lorviqua 100 mg ¢punmupanu TabneTku
JIOPJIATHHUO

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEIIECTBO(A)

Bcesika punmupana tabnerka cpabpka 100 mg nopnatuauO.

| 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

C’B,E[’Bp)l(a JJaKTO3a (BI/I)KTG JJMCTOBKATa 3a OOIIBJIHUTCIIHA I/IH(i)OpMaLII/IFI).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢unmupanu TabIETKH

| 5.  HAYMH HA IPUWIOKEHUE M ITbT(MILA) HA BbBEKJIAHE

[Ipenu ymorpebda mpoverere TMCTOBKATA.
ITepopanHo npusioxeHue

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JTEIIA

Jla ce cpxpaHsiBa Ha MSCTO, HEJOCTHITHO 3a JICTIA.

| 7. APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUSA, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'oneHn mo:

9. CIHHEIIUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEHOUWAJIHU IIPEAITA3SHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/19/1355/002

13. MMAPTHJIEH HOMEP

ITapT.Ne

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIJIOBA A3BYKA

Lorviqua 100 mg

| 17. YHUKAJIEH HWIEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JByn3mepeH 0apKoJI ¢ BKIIOUEH YHUKAJICH HIACHTH()HUKATOD

| 18. YHUKAJIEH NWIEHTH®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Lorviqua 100 mg Tabnerku
JIOPJIATHHUO

| 2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Pfizer (xato noro Ha [IPVY)

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JPYIO
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b. IUCTOBKA
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JIncroBka: nuHpopManus 3a NOTpeONTEJIs

Lorviqua 25 mg ¢puamupanu tadiaeTku
Lorviqua 100 mg ¢punmMupanu TadaeTKu
nopiatuauo (lorlatinib)

vTo3H JIEKapCTBEH MPOAYKT TOJUICKH Ha AOIBIIHUTEHO HaOmoaeHre. ToBa 1ie mo3Boiu Obp30To
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIKsA OTHOCHO O0e30macHOCTTa. MOXKeTe Ja JajieTe CBOs IPUHOC KaTo
CHOOIUTE BCSIKA HEXKEJIaHaA PEaKIUs, KOSITO CTE MOJYYMIN. 3a HauMHa Ha ChOOIaBaHEe Ha HEXeJIaH!
peaKIuu BIDKTE Kpast Ha TOYKa 4.

IIpoyeTeTe BHMMATEIHO ISJIATA JIMCTOBKA, NPeN 1a 3all0YHeTe 1a MpueMaTe TOBA JIeKAPCTBO,

Thil KATO TS CbAbPka BaxkHa 3a Bac nngopmanmus.

- 3anazere Ta3u JUCTOBKA. MOXe a ce HAJOXKU Aa S MPOYETETE OTHOBO.

- AKO MMaTe HIKaKBH JOIIBIHUTEIIHYA BBIPOCH, TIonuTaiite Bamus nekap, papmaieBT win
MEIUITNHCKA cecTpa.

- ToBa nekapcTBo € npennucano 1uuHo Ha Bac. He ro mpeotcrrnBaiite Ha apyru xopa. To Moxe
Jla M HaBpeIU, HE3aBHCHMO Y€ MPU3HAINTE Ha TAXHOTO 3a00JIsBaHE ca ChIUTE KaTo Bammure.

- AKO TIOJIy4YHUTe HAKAKBH HEXKEJIaHU peakilny, yBeaomeTe Bamus siekap, GpapmarieBT niu
MEIUIUHCKA cecTpa. ToBa BKIIIOUBA U BCUUKHU Bb3MOXKHH HEXKETaHU PEaKLUK, HEOMUCAHU B
Ta3¥ JUCTOBKa. BikTe Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakgo npencrapnsaBa Lorviqua u 3a KakBO ce H3I0JI3Ba
Kakgo Tpsi0Ba ja 3Haere, npeau Ja npuemere Lorviqua

Kak na npuemate Lorviqua

BB3MOXXHHN HEXKETaHT pCaKkuumn

Kak na cexpansiBate Lorviqua

ChbabpxaHue Ha ONAKOBKATa M AOMBIHUTENIHA HH(POPMALIUS

A e

1. Kaxkso npeacraBiasBa Lorviqua u 3a KakBo ce H3110J13Ba

Kakso npeacraBassa Lorviqua

Lorviqua chabpka aKTUBHOTO BEILECTBO JIOPJIATUHHO, JIEKapCTBO, KOETO CE M3II0JI3Ba 32 JICUCHHUE Ha
BB3PACTHH C HANIPEAHAIM CTaJuH Ha GopMa Ha pak Ha Oenus ApoO, HapedeH ,,HeAPEOHOKIEThYEH
kapuuHoM Ha 6enust npo0* (HAKB/I). Lorviqua nmpuHaaieku KbM Irpyna JeKapcTBa, KOUTO IOTHCKAT
CH3UM, HapeueH KnHa3a Ha aHarutactiudeH tuMpom (ALK). Lorviqua ce mpuiara camo Ha HalMeHTH,
KOUTO UMaT npomMsHa B reHa 3a ALK, Bmxre Kak geiicrea Lorviqua no-nony.

3a kakBo ce u3nou3sa Lorviqua

Lorviqua ce u3mos3Ba 3a jJeueHHe Ha Bb3PaCTHHU C BHJI pak Ha OeauTe qpoOoBe, HapeUueH

HeapeOHoKIeThuYeH pak Ha Oemus aApod (HJKPB/I). To ce uzmonspa, ako Bammust pak Ha Oemust 1po06:

- e ,,ALK-nonoxuTteneH — ToBa 03HauaBa, ue npu Bac pakoBuTe KIETKH ca ¢ Ae(PeKT B IreHa,
oTroBapsm 3a eH3uM, HapeueH ALK (anammactiuuna numpom knHaza), BiokTe Kak aeiictBa
Lorviqua nmo-goiy u

- € aBaHCHpall.

Lorviqua moxxe 1a Bu Oblie penucaH, ako:

- MIpeid TOBa He cTe OWiy JeKyBaHu ¢ MHXuOuTOp Ha ALK, mim

- MIPeId TOBa CTE OMIIM JIEKYBaHU C JICKApCTBO, HAPEUSHO aIEKTUHUO MM LEPUTUHUO, KOUTO ca
uaxubutopu Ha ALK; nim

- MIPeId TOBa CTE OMIIM JIEKYBaHU C KPU3OTHHHO, ITOCIIEBaH OT nIpyr uHxuoOuTop Ha ALK.

Kak neiictBa Lorviqua
Lorviqua moTrcka BHJl €H3UM, HapeueH TUPO3MHKIHA3A, U OTKIIOYBA CMBPTTA Ha PAKOBUTE KIETKU
MIpH MaIMeHTuTe ¢ mpoMeHu B reHa 3a ALK. Lorviqua ce mpuiara camo npu HanueHTH, YUETO
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3a00JIIBaHE ce ABJDKU Ha IIPpOMsHA B I'CHA 3a TUPO3UHKWHA3AaTa ALK.

AKO MMaTe HSIKaKBHM BBIIPOCH 3a TOBa Kak jeiicTBa Lorviqua wiu 3aio ToBa jgekapctso Bu e
IpEeANNCAaHO, nonuTaiTe Bamnsg nexkap.

2.

KakBo TpsdBa 1a 3HaeTe, npeau na npuemete Lorviqua

He npuemaiite Lorviqua

aKo CTE aJICPTUYHU KbM JIOPJIATHHUO UM KbM HAKOS OT OCTAHAJIMTE ChCTABKU Ha TOBA
JIEKapCTBO (M30pOEHU B TOUKA ).

aKo MpUEMaTe HAKOE OT CICHUTE JICKApCTBA:

e pudamMnuiuH (M3I0JI3BAH 3a JICUCHUE Ha TyOepKy03a)

e kapOama3sernuH, peHUTOUH (M3MOI3BaHU 3a JICUCHHUE Ha CTIMJICTICHS )

e  cH3anyTaMu/ (M3MOJ3BAH 32 JICUCHUE HAa PaK Ha MPOCTATaTa)

e MHUTOTaH (M3IIOJI3BaH 3a JICUEHUE Ha PaK Ha HANOBOPEUHUTE HKIIC3H)

e  JIEKapCTBa, ChABPIKAIIM KBIT KaHTapUOH (Hypericum perforatum — OUIKOB Mpenapar)

I[IpexynpeskaeHus U nMpeanasHu MepKH
I'oBoperte ¢ Bamus nekap, npenu aa npuemere Lorviqua:

aKo MMaTe BUCOKH HUBA Ha XOJIeCTepOjia UM TPUIIIHIIEPUINTE B KPbBTa
aKO MMaTe BUCOKH HMBA B KPHBTA Ha €H3WMH, TIO3HATH KaTO aMUJIa3a WK JIUITa3a, WK
3a00JIBaHe, KaTO MAaHKPEATUT, KOSTO MOJKE J1a TIOBHIIIM HUBATa HAa TE€3U CH3UMHU

aKo MMate MPo0JIEeMH ChC ChPIIETO, BKIOYUTEIHO ChpJCUHA HEJIOCTAThUHOCT, 3a0aBeHA
ChpJEYHA YECTOTa, HJIM aKo pe3ydrarute oT enekrpokapaunorpama (EKI') mokassar, ue nma
MPOMsIHA B eJIEKTpHUYECKaTa akKTHBHOCT Ha Bareto cepiie, mo3Hara kato yabmkeH PR uHTepBan
i AV OI10k

aKo MMaTe Kallluiia, 00JIKa B I'bpIUTE, HEIOCTHUT Ha Bb3yX WM BIIOIIABAHE HA TUXATEITHUTE
CUMIITOMH HJTH HSKOTa CTe UMai 0ernoapoOHo 3a00I1BaHe, HAPEYCHO THEBMOHHT

aKO MMaTe BUCOKO KPBBHO HAJIsITaHE

aKo MMaTe BUCOKA KpbhBHA 3aXap.

AKXO HE CTe CUTYpHH, pasroBapsiTe ¢ Bamms nekap, papMareBT Wil MEJUIUHCKA CECTPa, MIPEIH /1
npuemere Lorviqua.

He3abaBHo kaxeTre Ha Barus JICKAp, aKO MOJYyUYUTC:

chpaeunu npodaemu. HesabaBHo nHbopMupaiite Bamms iekap 3a MpOMEHHU B ChplieuHaTa
yecToTa (YCKOpsIBaHE WU 3a0aBsHe), IpUMaJIsIBaHe, IPUMIAAbK, 3aMasHOCT WU HEJTOCTHUT Ha
BB3/1yX. Te3n cuMITOMHU MOXe J1a ca IPU3HAIM Ha ChpCYHM PoOIeMu. Bammmsr nexap Moxke
Jla IPOBEPH TN HAMa TpodsieMu ¢ BameTo chpiie mo Bpeme Ha neueHueto ¢ Lorviqua. Ako
pe3yaTaTUTe ca ¢ OTKIOHEHUs, BamusT exap Moxe Ja penn Aa HaMmaiu go3ata Ha Lorviqua
W 1a cripe Bamero neyenue.

npoOJIeMH C pedTa, 3aTpyAHEH TOBOP, BKIIOYHATEIHO Hepa3OupaeMa ped mwin 3a0aBeH roBop.
Bammsar JICKap MOKE€ Ja HallpaBH OOITbJIHUTCIIHNA U3CIICABAHUA 1 MOXKE Aa pCIIr Ia HaMaJInu
no3ara Ha Lorviqua mim na cnpe Bamero neyenue.

MPOMEHHM B ICUXHYHOTO CHCTOSHHE, MPOOJIEMH C HACTPOCHHETO MJIM ITaMeTTa, KaTo MPOMEHH B
HACTPOEHHUETO (BKIIOUUTEIHO JIETpectsi, €yPOpHs U YECTH MPOMEHH Ha HACTPOSHHETO),
pa3Ipa3HUTEIIHOCT, arpecusi, Bb30y/1a, TPEBOXKHOCT WM JIMIHOCTHH TIPOMEHH U SMTU30/I1 Ha
00BPKAHOCT WM 3ary0a Ha Bpb3Ka C PEaTHOCTTa, KaTo BSIpBaHE, BUKIAHE WM YyBaHE Ha HEIIa,
KOHMTO HE Ca pCaIHU. Bammsar JICKap MOKE€ a HallpaBX JOIIbJIHUTCIIHU U3CIICABAHUA U MOXKE Oa
pely Aa Hamanu go3ara Ha Lorviqua wiu na cripe Baiero neueHue.

Ooika B I'pp0a MM KOpeMa, MOXKBJITIBAHE HA KOXKaTa M 0YUTEe (KBJITCHUIA), Ta/ICHE HITH
NOBpBINaHe. Te3n CHMITOMU MOJKE Jla ca IPU3HAIM Ha MAaHKpeaTHT. Bamusr sexap Moxke 1a
HaIpaBH JOIIBIHUTEIIHN U3CIICIBAHUS M MOJXKE Jia PEILU J1a Hamaliu J103aTta Ha Lorviqua.
Kaluiuia, 00JKa B TbPANTE WIH BIIONIABAHE HA CHIICCTBYBAIH OEI0IPOOHH CHMITOMH.
Bammst niexap Moske 71a HarpaBy JOITBIHUTEIHH U3CIIeIBaHUs | 1a Bu exyBa ¢ apyru
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JIEKapCcTBa, KATO aHTHOMOTHIIM M CTEPOUAN. BamusT Jexap MoKe /1a Pelu J1a HaMalH J1o3aTa
Ha Lorviqua unu aa cripe Bamero neyenne.

- TIIaBOOOJIHS, 3aMastHOCT, 3aMBIJICHO 3peHHe, 0OJIKa B I'bPAUTE WIH 3a4yX. T€3U CHMITOMH
MOJK€ J1a ca MpU3HAIM Ha BUCOKO KPBBHO HaJIATaHEe. BammsT iekap MoXke J1a HalpaBu
JIOITBJTHATEITHU U3CIeIBaHus 1 Ja Bu nexyBa ¢ nekapcTBa 3a KOHTPOJIMpPAHe Ha KPHBHOTO
HasraHe. BammsT nekap Moke Ja pery 1a Hamanu jo3ata Lorviqua wiu na cnpe Bammero
JIeYEeHHUE.

- ycellaHe 3a CHITHA JKaX]1a, HyKJ1a OT T0-9eCTO ypUHUpPaHe OT OOMKHOBEHO, YCEIlaHe 3a CHIICH
TIaj, rajieHe, caadocT Wik ymopa, win 00bpKaHOCT. Te3n cuMIToMu MOKe Ja ca TpU3HAIY Ha
BHCOKa KpbBHA 3axap. BammsT nmekap Moke J1a HalpaBy TOMBJIHUTEITHN H3CIeABaHus U 1a Bu
JIEKyBa C JIeKapcTBa 3a KOHTPOJIUpaHe Ha KphBHATA 3axap. Bammsr jgexap Moke 1a peuu 1a
Hamanu ao3ara Lorviqua mim ia cnipe Barero nevenue.

Bammwst nexap Moxe Jia HarpaBu JOIBIHATEIIHU OIICHKH M MOJKE JIa PEIH Jla HaMalli J103aTa Ha

Lorviqua unu aa cupe Bamero neuenue, ako:

- ce MOoSABAT YepHOIpoOHN npobnemu. Mudopmupaiite Bammus nexap HezabaBHO, ako ce
YyBCTBATE IMO-U3MOPEHH OT OOMUYAHOTO, KOXKaTa 1 Osy1aTa yacT Ha ouuTe By craHar xbiTy,
ypuHaTta Bu ctane ThMHa mim kadsiBa (C UBST Ha 4ail), UMaTe raJieHe, MoBpPhIIaHe WM HaMaleH
areTHT, OOJIKa B JFICHATa YacT Ha CTOMaxa, ChpOeX WIIU MOJy4aBaTe CHHUHU O-JIECHO,
OTKOJIKOTO 00MYaiiHO. BamusT jgekap Mosxe J1a HarpaBy KPbBHH W3CIIEBAHMUS, 32 J]a TPOBEPU
yepHOApoOHaTa QyHKIIHS.

- umare Ob0peyHn npodIeMu.

Bwxkre Bb3M0KHE HeKeJIaHH peaknuu B TOYKa 4 3a roBedye HH(OpMAaIus.

Jeua u ronoumu
ToBa JICKapCTBO € IMOKa3aHO CaMoO ITPpU BE3paCTHU U HE Tp$I6Ba Jla C€ IIpuJjiara nNpu acua U FOHOIIH.

HN3caenpanus

Ille Bu ObaaT HarpaBeHU KPHBHY U3CJICABAHMUS, TIPEAM Ja 3alI0YHETE JICYCHUETO U 110 BpeMe Ha
nedeHueTo. Te ce mpassT, 3a J1a Ce MPOBEPH HUBOTO Ha XOJIECTEePOJia, TPUIIIULEPHIUTE U CH3UMUTE
aMuIIa3a WK JIMIasa B KpbBTa By, mpeau na 3amoyHeTe jJeueHueTo cu ¢ Lorviqua u peioBHO 1Mo
BpEMe Ha CaMOTO JICUYCHHE.

JApyru nexapcrBa u Lorviqua

Tps6Ba na kaxere Ha Bammus nexap, papmManeBT UM MEAUIIMHCKA CECTPa, aKO MPUEMaTe, HAaCKOpO CTe
MIpHEeMalIH WK € Bb3MOXKHO JIa IIpUeMate APyTH JIEKapCcTBa, BKIIIOYUTETHO OMIIKOBU TpenapaTy u
JIeKapcTBa, OTIycKkaHu Oe3 perenta. ToBa e Taka, Thif kaTo Lorviqua Moske 1ja oKaxe BIUSIHUE BbPXY
NEeCTBUETO HAa HAKOM APYTH JiekapcTa. ChIO Taka HAKOM JIEKapCTBA MOXKE Ja OKaXKaT BIHUSHUE
BBpXY JAeiicTBueTo Ha Lorviqua.

He tpsibBa na mpuemate Lorviqua ¢ onpenenenu nekapcrsa. Te ca u3dbpoenu B He nmpuemaiite
Lorviqua, B HauanoTo Ha TOuka 2.

[To-xonkpetHo, uHpOpMuUpaiiTe Bammus nekap, papmaneBT UM MEAUIIMHCKA CECTPa, aKO MPHEMaTe

CIICIHUTE JIeKapCTBa:

- OouenpeBup — JIEKapCTBO, U3IOJI3BAHO 3a JIeueHHe Ha xernaTut C

- OyNpONHOH — JICKApCTBO, U3MOI3BAHO 32 JICUCHNUE Ha JETIPECHs WM 3a CIUpaHe Ha
TIOTIOHOITYILIEHETO

- JUXUIPOEProTaMUH, EproTaMUH — JIEKapcTBa 3a JICUCHUE Ha MUTPEHO3HO INIaBo0OIME

- edaBupeHIl, KOOUIIUCTAT, PUTOHABUD, TAPUTANPEBUDP B KOMOMHAIMSI C PUTOHABHP H
OoMOHTACBUp W/WiH Aa3a0yBUp, KAKTO U PUTOHABUP B KOMOMHALIUS C EJIIBUTETPABUD,
WHAWHABHP, JONMHABUD WM TUIIPaHABHUP — JIEKAPCTBA, N3Moa3BanHu 3a seuenue Ha CIIMH/XVB

- KETOKOHAa30J]1, UTPaKOHA30JI, BOPUKOHA30J1, [103aKOHA30J1 — JIEKapCTBa, U3I10JI3BaHH 32 JICUCHUE
Ha rBOUYHYU HHPEKIMH, KAaKTO ¥ TPOJICAHIOMHUIIVH — JIEKAPCTBO, U3IOI3BAHO 32 JICUCHHUE Ha
OIIpeeNICHH BUAOBE OaKTepHaIHU HH(PEKINU
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- XUHHJIUH — JISKAPCTBO, U3IOJI3BAHO 32 JICYCHNE Ha HENPABUJICH ChPJICYCH PUTHM U APYTH
ChpCeYHU MpobIeMH

- MUMO3H/JI — JIEKaPCTBO, U3MOI3BAHO 32 JICUECHHE Ha TICUXUYHU TPOOIeMU

- andeHTaHuI 1 (peHTaHWI — JIeKapcTBa, U3MONI3BaHH 34 JICUCHUE Ha CHITHA O0JIKa

- IUKIIOCTIOPUH, CUPOJIMMYC M TAKPOIUMYC — JIEKapCTBa, U3IOI3BAaHY IIPH TPAHCIIIAHTUPAHETO
Ha OpTaHU 3a MPeJA0TBPATIBaHE HA OTXBBHPIISHE.

Lorviqua ¢ XxpaHa ¥ HANUTKHA
He tpsiOBa na nmuete cok ot rpedndpyT wim Aa siaere rpedndpyT, nokaro npuemare Lorviqua, Teit
KaTo Te MOKE Jia MPOMEHAT KOJMUecTBOTO Ha Lorviqua B oprann3ma Bu.

Bpemennoct, kbpMeHe U (pepTHINTET

- KonTpanenuusi — nagopmanus 3a skeHl
He tpsibBa na 3abpeMensBare, 0OKaTo MpueMare TOBa JISKapCTBO. AKO MOXKETe J]a uMare Jiena,
TpsiOBa J1a M3IM0JI3BaTE BUCOKOS(EKTHBHA KOHTpalenuus (HanpuMep IBoiHOOapuepHa
KOHTpaLEeNIys, KaTo Mpe3epBaTuB U Juadparma) o BpeMe Ha JICYEHUETO U TIOHE 5 CeIMUILIH
clies1 cnvpane Ha jedenueTo. Lorlatinib Moxe 1a Hamany e)eKTHBHOCTTA Ha XOPMOHAITHUTE
KOHTpaLEeNTHBH (HallpuMep NPOTUBO3aYaThuHHU TAOJETKH); MOPaaAX TOBA XOPMOHATHUTE
KOHTpALECNTHBH HE MOKE J1a C€ CYUTAT 38 BUCOKOC(PEKTUBHU. AKO XOPMOHAJIHATA
KOHTpAIIEIIMI He MOXKe J1a ObJie n30ernara, T TpsiOBa Ja ce U3I10J13Ba B KOMOMHAITUS C
npesepBatuB. Koncynrupaiite ce ¢ Bamms nexkap OTHOCHO IPaBUIIHUTE METOIH Ha
KOHTpauenuus 3a Bac n Bamms naptasop.

- KonTpanenuusi — uHopmanus 3a Mbixe
He tpsibBa na 3aueBare jena o Bpeme Ha jedeHueTo ¢ Lorviqua, Tl KaTo TOBa JIEKapCTBO
MOJKe J1a € BpeAHO 3a 6e0eTo. AKO ChILECTBYBa BEPOSITHOCT Aa 3a4€HETe AETe, JOKATO
npreMare ToBa JIKapCTBO, TPsIOBa J1a M3II0JI3BATE MPE3EPBATHB MO BPEME Ha JICUSHUETO U TIOHE
14 ceamuru ciieq 3aBbpIIBaHe Ha JedeHneTo. KoHncyntupaiite ce ¢ Bamms gexap 0OTHOCHO
MpaBWIHUTE METOAM Ha KOHTpauenius 3a Bac u Bamara napTHbopka.

- Bpemennocr
o He npuemaiite Lorviqua, ako cre OpeMeHHa, Thid KaTo TOBa MOXeE J]a € BPEIHO 3a 6e0eTo.
. Axo Bammsar naptHpop mosryuaBa geueHue ¢ Lorviqua, Tol TpsiOBa ja U3Moi3Ba
MIPE3EPBATUB 10 BPEME Ha JICUEHUETO U NOHE 14 ceIMUIM ciiell 3aBbpIIBaHE HA
JICYEHUETO.
) Axo 3a0pemeHeeTe, JOKaTo IpHeMaTe TOBa JIEKAPCTBO WU IIPe3 5-T€ CeAMULIU CIIe]
npreMa Ha rocjieiHaTa 103a, HezabaBHO uHpopMupaiTe Bammus nekap.
- Kbpmene

He kppMmere, noxaro npueMare ToBa JIEKApCTBO U 7 JHU CIIE] IIOCIeaHaTa 1033, T KaTo He €
M3BECTHO Ny Lorviqua Moxe Jia mpeMUHaBa B KbpMara | CJIC0BATEIHO J1a HaBPEIU Ha
oebeTo.

- DepTHauTeT
Lorviqua Mo>xe J1a OKaxxe BIHsSHUE BbPXY MBXKUS peprunurer. ['oBopere ¢ Bamus nexap 3a
3ama3BaHe Ha eprunmreTa, npenu na npueMete Lorviqua.

lodupane n paéora ¢ MAIIMHU
Tpsi6Ba na oOpbIIaTe 0COOEHO BHUMAHUE 110 BpeMe Ha modupane U padoTa ¢ MallMHH, JOKaTO
npuemare Lorviqua, mopaau epekTuTe BbpXy HCUXHYHOTO ChCTOSHHE.

Lorviqua cbabpika JakTo3a
Axko Bammsr nekap Bu e ka3an, ye umate HEITIOHOCUMOCT KbM HSKOU 3aXapH, C€ CBBPIKETE C HETO,
Hpeau 1a IpUeMeTe TOBa JIEKapCTBO.

Lorviqua cbabpika HaTpHid

ToBa sekapcTBO ChaBPKa MO-MaNKo OoT 1 mmol Hatpuii (23 mg) Ha Tabnerka oT 25 mg unu 100 mg,
T.€. MOXKE Ja ce Kaxe, 4e MPaKTHUECKH He ChAbprka HATpHUil.
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3. Kak na npuemare Lorviqua

BuHaru npuemaiite TOBa JIEKapCTBO TOYHO KakTo Bu ¢ kazan Bamust nekap, apMarieBT win

MEMIIMHCKA CeCTpa. AKO HE CTE€ CUTYPHH B HEIIO, NonuTaiTe Barus nekap, papmaieBT wim

MEIMIIMHCKA CECTpA.

- [Ipenopruntennara fn03a e enna tTabnerka 100 mg, mpreMaHa mpe3 ycraTa BeIHBK JHEBHO.

- [TpuemaiiTe n03aTa MO €HO U CHILIO BPEME BCEKH JICH.

- Mosxe 1a mpueMaTe TabJIETKUTE C XpaHa W MEXKIY XpaHeHHUATa, KaTo U30sArBare rperndpyt u
COK OT TperngpyT.

- [Torapuiaiite TabJSTKUTE LIEIHM U HE TH pa3TpOIIaBaiiTe, HE TH JbBUETE M HE TH pa3TBapsUTE.

- ITonsikora Bamusdr nekap Mose Jla Hamainu Bamata qo3a, Ja ciipe JIeUeHHETO 3a KPaTKO BpeMe
WJIH J]a CTIpe OKOHYATENTHO BameTo neueHne, ako He ce 9yBCTBaTe A00pe.

AKo MoOBBLPHETE, cjed KaTo npuemMerte Lorviqua
AKO TIOBBpHETE Clie]] KaTo prueMeTe no3ata Lorviqua, He mpuemaiite JOMbIIHUTENHA 1032, IPHEMETE
Bamara cinenpamia 1o03a mo oOM4aiiHOTO BpeMe.

AKo cTe pHuesn MoBeyve 0T HeoOxoauMara 103a Lorviqua
AKO ciy4yaiiHO pueMeTe TBBpJe MHOTO TaOJIeTKH, He3abaBHO KakeTe Ha Bamms nekap, hapmanest
WK METUIMHCKA cecTpa. Moxe Jja ce HyKAaeTe 0T MEAUIMHCKA IIOMOLI.

AKo cTe mponycHaM aa npueMere Lorviqua

KakBo Tps0Ba ia HarIpaBuTE, aKo 3a0paBUTE Ja pUeMeTe TablieTKa, 3aBUCH OT TOBA KOJKO BpeMe

ocraBa JIo ciesBaiiara Bu no3a.

- Ako cnenpamata Bu no3a e ciex 4 gaca uinm moseye, NpueMeTe MpomnycHaraTa TabjaeTka
BeJHara mom cu ciomuute. Cies ToBa mpueMere cieaBanaTta TabieTka o 00M4aiiHOTO BpeMe.

- Ako crenpainata Bu mo3a e cien mo-maiko ot 4 yaca, mporycHeTe 3a0paBeHaTa TadJIeTKa.
Cren ToBa mpueMere clie/iBaiiara TabjieTka o 00MYaifHOTO BpeMe.

He B3emaiiTe aBoiiHa 1032, 3a 1a KOMIIEHCHUpATE MPOITyCHATATa /103a.

AKo cTe cripesn npueMa Ha Lorviqua

Ot BaxxHO 3Ha4YeHHUE € Aa npuemare Lorviqua Bceku AeH, nokato Bu e kazano ot Bamms nekap. Axo
HE MOXKCTE J1a IpHUEMATE JICKaApCTBOTO KAaKTO Bue mnmpeamnucal Bammsar JICKap WJIN MUCJIUTE, Y€ BCYC HC
ce Hy»KJIaeTe OT Hero, BeiHara ropopere ¢ Bammus nekap.

AKO “MaTe HIKaKBH JIOITBIIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpeOaTa Ha TOBa JICKAPCTBO, IMOMUTANTE
Bamms nekap, ¢papmareBT WM MEAUIIUHCKA CECTPA.

4. Bb3MOKHH HeKeJTaHH pPe€aKkumuun

Kakro Bcuukmu JICKApCTBa, TOBA JICKAPCTBO MOKE J1a TPCAN3BUKA HCKCIIAHNU PCAKIUU, BBIIPCKU Y€ HC
BCCKH I' ITOJTy4aBa.

Hskou Hexxenanu PCaKIUH MOKE 1a Ca CCPUO3HU.

He3a6aBHo unpopmupaiite Bamus jgexap, ako 3a0esexuTe HAKOM OT CJAEAHUTE HeKeJTaHT

peakuuu (BrwxTe cbuio Touka 2 KakBo TpsdBa 1a 3Haere, npeau aa npuemere Lorviqua). Bammst

JIieKap MOoJke Jia MOHIKM Barara 103a, 1a crpe JIeYeHHEeTo 3a KpaTKO BpeMe HITH J1a CIpe HAITbIHO

Bamero seuenue:

- KalllJTUIIa, HEJOCTHUT Ha BB3IYyX, 00JKa B I'bPIUTE WM BIIOLIABAHE HA AUXATEIHHU MPOOIEMH

- 3abaseH mysic (50 ynapa B MUHYTa WM TIO-MaJIKO), YyBCTBO Ha yMOpa, 3aMaiiBaHe HIIN
MpUMalsiBaHe, WK 3ary0a Ha Ch3HAHHE

- 0oJsika B KopeMa, 0ojIKa B rbp0a, rajicHe, MOBPhIIaHe, ChbPOCIK WK TOXKBITABAHE HA KOXKaTa U
ounTe
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- MPOMEHH B MICUXUYHOTO ChCTOSIHUE; MPOMEHH B MIO3HABATETHATA CIIOCOOHOCT, BKIFOUUTEITHO
00BPKAHOCT, 3ary0a Ha maMeT, HaMaJieHa CIIOCOOHOCT 3a KOHI[EHTPHUPAHe; IPOMEHH Ha
HACTPOCHHETO, BKIFOUBAIIH PA3Pa3HUTETHOCT M YECTH MMPOMEHH Ha HACTPOCHHETO; MPOMEHH B
rOBOpA, BKIFOUUTEIIHO 3aTPYAHEH TOBOP, KaTo HepasOorpaema ped Wiu 3a0aBeH roBop; WK
3ary0a Ha BpbB3Ka ¢ PEATHOCTTA, KaTO BAPBaHE, BUKJAHE UITM YyBaHE HA Hellla, KOUTO He ca
peaHu.

Jpyrurte HexenaHu peakuuu npu Lorviqua Mmoxe Ja BKIIOYBAT:

MHnozo uecmu (Morart na 3acernat nosede oT 1 Ha 10 HoBeka)

- MOBHIICHUE HA XOJIECTEPOJIa M TPUTIHUIEPUINTE (MACTH B KPBBTA, KOUTO 1€ OBJAT OTKPUTH
TPY KPBBHU U3CIIC/IBAHHS)

- MoJ{yBaHe Ha KpalHHK WM Ha KOXKaTa

- MpoOJIeMHy C 0YUTE, KaTO 3aTPYJHEHO BHXKJAHE C €JHOTO WIIH JIBETE OUH, JBOHHO BHXK/IAHE MU
BIKJIAaHE HA UCKPU e OUUTE

- npobJeMu ¢ HepBUTE Ha PBLETE U KpakaTa, KaTo 00JIKa, U3TPhIIBaHE, HEOONYAaHHO ycelaHe 3a
napeHe win OOIKaHe, 3aTPYAHECHO XO/IeHE, UK TPYAHOCTH MPH OOWYaiHY e)KeTHEBHU
IEeHHOCTH, KaTO MUCaHEe

- MOBUIICHO HUBO HAa €H3UMHM, HAPEUCHH JIMIIA3a W/WIK aMHiIas3a, B KpbBTa, KOUTO 1€ ObaaT
OTKPHTH NPH KPHBHU U3CIICABAHUS

- MOHWXeH Opoii Ha YepBEeHUTE KPHBHU KIIETKH, TIO3HATO KaTO aHEMHsI, KOETO IIe ObJe OTKPHUTO
10 BpeMe Ha KPbBHU H3CIICIBAHUS

- AP

- 3areK

- 0o0JIKa B CTaBUTE

- MOBHIIABAaHE HA TETJIOTO

- riaBoOoIHe

- o0puB

- MyCKyJHa OoJka

- MOBHIIICHUE HA KPBBHOTO HaJIsITaHE

Yecmu: mo2am oa 3aceznam 0o 1 na 10 woseka
- MTOBUINIEHUE HA KPHBHATA 3aXap
- MOBHILIEHO HUBO Ha OCNTHK B ypHUHATa

Crol1aBaHe HA HeXKeJIAHU peakuuu

AKO TIOJTy4YHUTe HAKAKBH HEXEJIaHU JICKAPCTBCHU PEaKIMU, yBeaoMere Barms jgekap, papMalieBT Win
MCIUIIMHCKA CECTpa. ToBa Bx/II0YBAa BCUYKH BB3MOKHH HEOMMCAHU B Ta3H JINCTOBKA HEXKEJIaHU
peakuu. MoseTe ChIIO 1a ChOOIINTE HEXKENaH! PEaKkiy TUPEKTHO Ype3 HAlMOHAJIHATA CUCTEMa 3a
choOIaBane, mocoueHa B [puinoxkenune V. Karo chobmaBare HexelaHu pEeakiuy, MOXKETE Jia JTaJIeTe
CBOsI IPUHOC 3a MoJTy4YaBaHe Ha MoBeve HH(OopMaIis OTHOCHO 0€30T1aCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak n1a coxpansiBate Lorviqua

Ja ce chxpaHsiBa Ha MsICTO, HEOCTBITHO 32 JIela.

He m3non3Baiite TOBa JIeKapcTBO ClIe] CPOKa HA TOTHOCT, 0TOesI3aH BbpXy Onucrepa cien ,,EXP“ u
Ha KapTOHEHATa ONaKOBKa ciex ,,l oneH 10“. CpoKbT Ha TOIHOCT OTTOBAPS HA MMOCIEAHNA JEH OT
MTOCOYEHHUS MECeIl.

To3u JICKApPCTBCH NPOAYKT HC U3UCKBA CIICHHUAIIHU YCIIOBUA HAa CbXPAaHCHUC.

He u3nosnsBaiite TOBa JIeKapCTBO, aKO 3a0€NIEKUTE, Y€ OMTAKOBKATa € MOBPEAEHA WU Ce BUXK/A, Ue €
OTBapsHa.

He I/I3XBT:.13.]'I$II71TG JICKapCTBAaTa B KaHAJIU3alusATa NI B KOHTeﬁHepa 3a JOMAalIHHU OTIIaaAbI .
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Ilonmraiite Bamus q)apMaueBT KakK 1a U3XBBPJIIATE JICKAPCTBATA, KOUTO BEYC HC U3IOJI3BATC. Tes3n
MCPKHU IIC CTIOMOTHAT 3a Olla3BAHC HAa OKOJIHATa Cpcaa.

6. ChabpikaHue HA ONIAKOBKATA M JONNBJIHUTEIHA HH(pOpMaus

Kaxkso cbabp:xa Lorviqua

- AKTHBHO BEIIECTBO: JIOPJIATHHUO.
Bcesika punmupana tabnerka (tabnerka) Lorviqua 25 mg ceabpika 25 mg 10paaTUHUO.
Besika punmmupana Tabnerka (tadiaerka) Lorviqua 100 mg ceabpika 100 mg topiaaTuHUO.

- Jlpyru cbCTaBKH:
SO Ha TabJieTKaTa: MEKPOKPUCTAIHA 11eTyJ103a, KalulueB Xuaporendocdar, HaTpueB HUIIECTCH
TITIOKOJIAT, MAarHE3UeB cTeapar.
(PMIMOBO MOKPUTHE: XUIIPOMEN03a, JIAKTO32 MOHOXHUPAT, MAKPOTOJI, TPHAIIETHH, TUTAHOB
muokeun (E171), sxkene3en okenn, uyepeH (E172) u sxxenesen okcun, uepseH (E172).

Bwxre Lorviqua cpabp:xa gakro3a u Lorviqua cbabpska HaTpHid B Touka 2.

Kak usrnexna Lorviqua u KakBo ChbIbPiKa ONAKOBKATA

Lorviqua 25 mg ce npejjiara Kato KpbIjiH, CBETIIOPO30BH (PHIMUpPAHU Ta0IETKH C BAIBHOHATO
penedHo o3nauenwue ,,Pfizer or ennara crpana u ,,25“ u ,,LLN* ot apyrara.

Lorviqua 25 mg ce nipeanara B 6nuctepu 1o 10 TableTku, B OMAKOBKH, chabpxaiiy 90 TadneTku (9
onucTepa).

Lorviqua 100 mg ce mpejyiara kaTo OBaJIHH, TBMHOPO30BH (PUIMHPAHU TAOJIETKH C BATBOHATO
penedHo o3nauyenue ,,Pfizer or ennara crpana u ,,LLN 100 ot apyrara.

Lorviqua 100 mg ce npeiara B 6nuctepu 1o 10 Ta0aeTKH, B OMMAKOBKH, Chabpikaiiu 30 Ta0iIeTKu
(3 6muctepa).

He Bcuuku BUIOBE OMAKOBKH MOTAT Jla ObJIaT IIyCHATH B MIPoIaxoa.

IIpure:xkaTes1 Ha pa3pelIeHNETO 32 yHoTPeda
Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

benrus

IIponsBoauten

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

I'epmanus

3a fonbaHKUTENHA HH(GOPMALIKS OTHOCHO TOBA JICKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHUS
MpPEICTABUTEN HAa MPUTEKATEISI HA Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Luxembourg/Luxemburg Pfizer Luxembourg SARL filialas Lietuvoje
Pfizer NV/SA Tel: +370 5 251 4000

Tél/Tel: +32 (0)2 554 62 11

bnarapus Magyarorszag

[aiizep JlrokcemOypr CAPJI, Knon bearapuss  Pfizer Kft.

Ten.: +359 2 970 4333 Tel.: +36-1-488-37-00
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Ceska republika
Pfizer, spol. s r.0.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +45 44 20 11 00

Deutschland
PFIZER PHARMA GmbH
Tel: +49 (0)30 550055 51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

E\LGoa
Pfizer EAAGG A.E.
TnA: +30 210 6785800

Espaia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland

Tel: +1800 633 363 (toll free)
Tel: +44 (0)1304 616161

Island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvzpog
Pfizer EAMGG A.E. (Cyprus Branch)
TnA: +357 22817690

Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel: +371 670 35 775

Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer bv
Tel: +31 (0)800 63 34 636

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o0.0.
Tel.: +48 22 335 61 00

Portugal
Laboratoérios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 (0) 21 207 28 00

Slovenija
Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja

farmacevtske dejavnosti, Ljubljana
Tel: +386 (0)1 52 11 400

Slovenska republika

Pfizer Luxembourg SARL, organizacna zlozka

Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00

United Kingdom (Northern Ireland)
Pfizer Limited
Tel: +44 (0)1304 616161



IlaTa Ha MOCJIECAHO MpepasrjaecKaaHe Ha JUCTOBKaTa

ToBa JiekapcTBO € pa3perieHo 3a yrnorpeda 1o T. Hap. cXema ,,pa3peiniaBane noj yciosue . ToBa
O3HauaBa, ue 3a JICKapCTBOTO CE OYAKBAT JIOMBIHUTEIHU JTAaHHU.

EBpomnelickaTa areHIys o JiekapcTBaTa Iiie U3BbPIIBA Mperie] Ha HoBaTa HHPOPMAIHs 32
JICKApCTBOTO TIOHE BEJIHBXK TOAMIIIHO U Ta3H JIUCTOBKA CHOTBETHO IIE CE aKTYaIU3UPA.

JApyru n3royHuny Ha uHpopManus

[MonpoOHa nHpopMaIIKs 3a TOBA JICKAPCTBO € TIpeAoCTaBeHa Ha yeOcaiita Ha EBporietickaTa areHIus
IO JIeKapcTBara: http://www.ema.europa.eu.
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