HNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



1. HME HA JIEKAPCTBEHMUSA ITPOAYKT
[Nomamunomun Accord 1 mg TBBpAM Karcyiu
IMomanunomun Accord 2 mg TBBPAN KaICyJIu
IMomanunomua Accord 3 mg TBBPAN KaICyJIu
[Nomamunomun Accord 4 mg TBBpAM Karcyiu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Homanumomun Accord 1 mg TBEpIH KaIICyJId

Bcesika TBBpaa xancyna ceabspka 1 mg nomanuaomun (pomalidomide).

Homanumomun Accord 2 mg TBEPIH KaIICyJIA

Bcesika TBBpaa Kancyna ceabpika 2 mg nomanuaomuy (pomalidomide).

Homanumomun Accord 3 mg TBEPIH KaIICyJIN

Besika TBBpaa Karcyiia chappika 3 mg nomanuaomua (pomalidomide).

Homammmomun Accord 4 mg TBEPAN KaIICyau

Besika TBBpaa Karcyiia chappixa 4 mg nomanuaomua (pomalidomide).

3a MBJIHUS CIIUCHK Ha IIOMOIIIHUTE BCHICCTBA BHXKTC TOUYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA
TeBpaa kancysna

Homammmomun Accord 1 mg TBEpAM KaIllCyau

TBBp/a )KeTaTUHOBA KAICyJIa, C XKBJITO TSJIO U YUSPBEHO Kamnade, ¢ Haamuc ,,PLM 17 ¢ 6sut0 MacTuiio
BBPXY TSJIOTO Ha KaricynaTa. PasMep Ha karnicynata 4 (qp/pkuHa okojo 14 mm).

Pomalidomide Accord 2 mg TBEPAN KaIICYJIH

TBBpaa KeIaTHHOBA Kalcyia, ¢ OPaHKeBO TSAJIO U YePBEHO Karade, ¢ Haanuc ,,PLM 27 ¢ 6su10
MacTHJIO BBPXY TSJIOTO Ha KarcyiaTta. Pazmep Ha kancymnata 2 (IpDKHHA 0KOoJIo 18 mm).

Homammmomun Accord 3 mg TBEPAN KaIlCyau

TBBpaa KeIaTHHOBA KalCyia, ChC 3eJIEHO TSUIO M YepBEHO Kamade, ¢ Haamnuc ,,PLM 3” ¢ 6510
MacCTHIIO BBPXY TSJIOTO Ha KaricynaTa. Pasmep Ha karicynata 2 (qp/pkuHA 0kojo 18 mm).

Homanumomun Accord 4 mg TBEPIH KaIICyJIN

TBBpAa )KeTaTHHOBA Karcyia, ¢ ThBMHOCHHBO TSUIO M Y€PBEHO Karaue, ¢ Haanuc ,,PML 4” ¢ 6550
MacTHJIO BBPXY TSJIOTO Ha KamcyiaTta. Pazmep Ha kancymnata 2 (IphKHHA 0KojIo 18 mm).

4. KJIMHNYHU JAHHHA



4.1 TepaneBTUYHHU MOKA3ZAHUS

Iomanunomua Accord, B koMOMHAILIUSA ¢ OOPTE30MHO ¥ IeKCaMETa30H, € [TOKa3aH MpH JICYCHHE Ha
BB3PACTHH MAIUCHTH C MYJITUILICH MHUEJIOM, KOUTO Ca MOJIyYHIH [TOHE e/IHA MTPeIBapUTEIHA CXeMa Ha
JieueHue, BKITIOYBAIIA JICHATHIOMU/I.

[Momanunomua Accord, B KOMOMHAIIUS C IEKCAMETa30H, € I0Ka3aH NpH JICYCHHE Ha Bb3PaCTHU
MAIUEHTH C PEIUAUBHPAI U pedpakTepeH MYITHIUICH MUEIIOM, KOUTO Ca TOJYYHIIH ITOHE JIBS
MpeIBApUTEITHN CXEMH Ha JICUCHHE, BKIIOYBAINY U JICHATUAOMUI, U O0pTe30MHO, U ca oKa3an
porpecus Ha 3a00JIABaHETO NPU MOC/ICIHATA TePaITHs.

4.2 Jlo3upOBKAa M HAYMH HA NMPHJIOKEHHE

JleueHnueTo TpssOBa aa ObJie 3aII0YHATO M MTPOCIICAABAHO O HAOJIOICHUETO Ha JICKAPH C OIMT B
JICUCHUETO HA MYJTHIUICH MHUCIIOM.

[punaraneTo MpoIbIKaBa WK CE TIPOMEHS CIIOPE]] KIIMHUYHHUTE U Ta00PaTOPHUTE PE3yNTaTH (BXK.
Touka 4.4).

2031/1[ DOBKA

Homanudomuo 6 kombunayus ¢ Gopmezomud u Oexcamemasom
[IpenoppunTenHara HavYa HA 1032 MOMATUAOMU € 4 mg, MpueMaHa MePOPaTHO BEAHBK JTHEBHO B
Huu 1 1o 14 ot noBrapsiu ce 21-1HEBHU LIUKIH.

[MomamunomMup ce mpuiara B KOMOUHAIMs ¢ 60pTe30MHUO U IeKCaMeTa30H, KaKTO € ITOKa3aHo B
Tabnuna 1.

I[IpenopbunTenHaTa HaYaIHa 103a 6opTe3oMub ¢ 1,3 mg/m? HHTPABEHO3HO WM HOIKOKHO BEIHBK
JIHEBHO B qHUTE mocoueHu B Tabnuna 1. [IpenopbunTeniHaTa 103a aekcaMmeTasoH e 20 mg, mprueMaHa
MEPOPAITHO BEJHBXK JTHEBHO B JHUTE, TTocoueHHU B Tabmuma 1.

JledyeHueTo ¢ moManuaIOMHU B KOMOUHALIMS ¢ OOPTE30MHUO U AeKCaMeTa30H TPsOBa 1a ce Impujiara Jo
Mporpecus Ha 3a00JIIBaHETO WIIK JI0 Bh3HUKBAaHE HA HEMPUEMIIHBA TOKCUYHOCT.

Tabauna 1. IlpenopbunTeTHa cxeMa Ha MpUJIarate 3a NOMaJuI0MHUI B KOMOUHAIUS €
0opTe30Mud U 1eKcaMeTa30H

Huxba 1-8 JeH (ot 21-1HEBEH ITUKBIT)
1 1
1123|4567 |8|9|10(11|12|13|14|5 |16/(17| 8 |19|20
HOMa_]'H/IILOMI/II[ (4 mg) . . . . . . ° ° . . . . . .
Boprezomu6 (1,3 mg/m?) . . . .
Jlexkcametazon (20 mg) * o | o | o | e o | o
Crnen muxsiI 9 Jlen (ot 21-gHEBEH ITUKEI)
1 1
11213|4|5|6|7|8|9|10(11|12|13|14 16|17 19120
HOMaHHI{OMHI{ (4 mg) ° ° . ° ° ° . . . ° ° ° ° °
Boprezomu6 (1,3 mg/m?) . .
JlekcamerasoH (20 mg) * o | . o |

* 3a manueHTH > 75-rOquIITHA BB3pacT BIKTE ,,CTIEIHAIHH TTOMYTanu .

Ilpomana na 0o3ama uny npeKvceane Ha npuema Ha NOMAaaudOMuo
3a /12 ce 3a104He HOB [UKBJI OMAIHAOMU, OpOAT Ha HeyTpoduauTe TpsOBa na Obae > 1 x 10%/1, a
OposaT Ha TpombonuTuTe > 50 X 10%/1.




Yka3aHus 3a MPEKbCBaHE Ha IIpHieMa WIIM HaMaJIsIBaHe Ha JI03aTa MMPH HeXKeIIaH! JICKapCTBECHU
peakIy, CBbP3aHU C TTIOMATUIOMHII, ca JaneHu B Tabmuria 2, a J030BUTE HUBA Ca ONPEICICHI

Tabmuma 3 mo-moiy:

Tadoauna 2. Ykazanus 3a MMpoMsHa HA J03aTa MOMAJTHIOMUI”

ToxcuuHocT

ITpomsina Ha no3aTa

HeyTponenus*

(temmepatypa >38,5°C u ABH < 1 x 10%/1)

ABH** < 0,5 x 10°/1 niu peOpuiiHa HeyTPOIEHHS

IIpexbcHETE JICUSHUETO C IIOMATHIOMULT 32
ocTaHallaTa 4acT OT IIMKbJIa. M3cnenBsaiite
TIKK*** exxece qMAUYHO.

OG6parno nokausane Ha ABH 10 > 1 x 10%/1

IIpoabmxeTe TEYCHUETO C HOMATUIOMHU IIPU
€ITHO JT030BO HHUBO ITO-HUCKO OT MpEIUIITHATA
o3a.

3a Bceku caensani ciaf 1o < 0,5 x 10%/1

HpeK’BCHeTG JICYCHUCTO C MIOMAJITMIOMHU .

O6parro nokausane Ha ABH o > 1 x 10%/1

IIpoabimkeTe IEYCHUETO C TOMATTUIOMUT TTPH
€ITHO JTO30BO HHUBO IT0- HACKO OT MPEIUIITHATA
JIo3a.

TpoMOoHTONIEHHS
Bpoii TpomGonuty < 25 x 10%/1

IIpexbcHeTe JCUEHUETO C TOMATHAOMU], 32
ocTaHallaTa 4acT OT IIMKbJIa. M3cnenBsaiite
TIKK*** exxece sqMAYHO.

OO6patHo nmokayBaHe Ha OpOsS TPOMOOLIUTH A0
>50x 101

IIpoabmxeTe NEYCHUETO C HOMATUIOMHU IIPU
€ITHO JT030BO HHUBO ITO-HUCKO OT MpeIUIITHATA
o3a.

3a Bceku ciaenBani craf 1o < 25 x 10%/1

HpeK’BCHeTG JICYCHUCTO C MIOMAJITMIOMU .

OO6parHO TTOKaYBaHe Ha OpOst TPOMOOITUTH 10
>50x 10°/1

IIpoabmkeTe TEYCHUETO C TOMATTUIOMUT TIPH
€THO JTO30BO HHUBO ITO-HUCKO OT MpEIUIITHATA
JIo3a.

O6pus
O6puB = cTeneH 2-3

OobmMucrere mpekbCBaHe Ha MpUeMa WK
IpeKpaTsBaHe Ha JICYEHHETO C IIOMAINIOMU.

(BKJTFOUHTETTHO aHTHOEIEM, aHA(DUITaKTHIHA
peaxius, ekcoaraTuBeH Win Oy03eH 00pHB

Johnson (SJS), TokcuuHa enunepmanHa

OO6puB = cTeneH 4 Wi 00pa3yBaHe HA MEXypHU

WJIM aKO MMa ChbMHEHHWE 32 CHHIPOM Ha Stevens-

Hekposnza (TEN) unm nekapcTBeHa peakius ¢
eosnHob s U cucteMan cuMmntoMu (DRESS))

Crpere OKOHYATEITHO JICYCHUETO (BXK. TOUKA
4.4).

Jpyru
Jpyru > cTerneH 3 CBbp3aHU C TTOMATHIOMU]]
HEXXEIIAaHU CHLOUTHUS

[IpexbcHeTe JISYeHUETO ¢ TIOMaTTUIOMHU]T 33
ocTaHanara 4acT oT 1ukbia. [Ipu cnexpamus
[UKBIT IPOBIKETE IPH €THO JI030BO HUBO TIO-
HHCKO OT MpeIUIHATA 1032 (HEKEIaHOTO
crOuTHE TPSIOBA J1a € OTIIYMSIJIO WIIH JIa Ce €
o TI00OpHITO /10 < CTETeH 2, Ipeu J1a
TTOTHOBHTE TIPHJIATAHETO).

* Yka3aHusTa 32 POMSIHA Ha J03aTa B Ta3u TaOJIMIa Ca MPUIIOKUMHE 33 TOMATHIOMHU B KOMOUHAIIHS C
O6opTe30Mub U TeKcaMeTa30H U 3a TIOMaJIMJIOMUI B KOMOWHAITUS C IEKCaMeTa30H.
*B cirydaii Ha HEYTPOIIEHHUS JIEKapsT TPSAOBa a 0OMUCIIN M3MOI3BAHETO HA PACTEKHH (HaKTOPH.

** ABH — AGcomroren Opoit HeyTpodmm;
*#*[1IKK —IIpHA KpBBHA KapTHHA.




Taoauna 3. HamaasipaHe HA 103aTa MOMAJTHIOMHUT”

J1030B0 HUBO

Hepopa.lma J03a NOMaJUI0MU1

Hauanna moza 4 mg
Jlo30B0 HHBO -1 3mg
Jlo30B0 HHBO -2 2 mg
J1030B0 HMBO -3 1 mg

*HamansBaHeTo Ha J03aTa B Ta3u Ta6n1/111a € IPUJIOKHUMO 3a IMIOMAJIMAOMU/ B KOM6I/IHaIII/I${ C 60pTe30MI/I6 u
JCKCaMC€Ta30H U 3a IIOMaJIMJIOMU B KOM6I/IHE[III/IH C JCKCaMCTa30H.

AKO HeXeIaH! JICKaApCTBCHU PCAKIIMM Bb3HUKBAT CJICA HaMaJIsIBAHEC Ha J03aTa 10 1 mg, JCYCHUCTO

TpsiOBa 1a ObJe CIIPSIHO.

Mownu unxubumopu na CYPI1A2

Axo mortau naxuouTopu Ha CYP1A2 (Hanp. nunpogiokcanyH, eHOKCAIMH U (ITyBOKCAMHUH) Ce
MPWIATaT ¢IHOBPEMEHHO C TIOMAIHIOMHU/I, T03aTa MOMATUAOMU TpsiOBa aa Ob1e HamaneHa ¢ 50%

(Bx. Touku 4.5 u 5.2).

Ilpomana na 0ozama unu npekvceane Ha npuema Ha 6opme3omud
3a yka3aHHs OTHOCHO MPEKhCBAHE HA IIpUEMa WM HaMaJsiBaHE Ha J03aTa IpU HEXKEIaHU JICKapCTBEHU
peakiuu, CBbp3aHu ¢ 6opTe30Mub, TeKapuTe TpsAOBa qa ce KoHCyaTupaT ¢ Kparkara xapakrepuctuka

Ha npoaykra (KXII) 3a 6opre3omud.

HpOMﬂHCZ Ha 0o3ama unu npeKkvceaHe Ha npuema Ha oexcamemasom

Vkazanus 3a IMPEKBCBAHE Ha IIpHEMa UKW HaMaJIAIBAaHE Ha 103aTa IIPpU HEXKEIaHU p€aKIU, CBbP3aHu C
JCKCaAaMETa30H C HUCKU A03H, Ca JaJACHU B Ta6JII/ILII/I 4us mo-aoJgy. HpeK’BCBaHeTO N
MOAHOBABAHCTO HA MprUeMa obaue ca 1o PCHICHUC JICKApSA B CbOTBECTCTBUC C KPATKATA XapaKTCPHUCTUKA

Ha mipoaykra (KXII).

Tabumnna 4. Yka3anus 3a NpoMsHA Ha 103aTA JeKCAMeTA30H

ToxcuuHocT

HpOMlea Ha 103aTa

Jucnencus = crenen 1-2

IMopabpikaiiTe 103aTa U JIEKyBaTe C XUCTAMUHOBU
(H») 6mokepn nnu exBuBaneHT. Hamanere ¢ enHo
JI030BO HUBO, aKO CHMIITOMHTE TIEPCUCTHPAT.

Hucnerncus > crernex 3

IIpexbcHeTe 103ata, JOKaTO CUMITOMUTE ObIat
oenaneHu. Jlobasetre H, O610kep nnm eKBUBaICHT U
MPOABIDKETE IPU €IHO I030BO HUBO MO-HUCKO OT
IpeuIIHaTa 103a.

OTok > cTeneH 3

W3nomn3BaiiTe TUypeTHIH IPH HEOOXOIUMOCT H
HaMaJleTe 103aTa ¢ €AHO JO30BO HUBO.

OO0BpKaHOCT WK TPOMEHH B HACTPOCHHUETO
> cTereH 2

[IpexbcHeTe MpUeMa, TOKaTO CUMIITOMUTE OTIIYMSIT.
[IpoawsmkeTre MpH €THO TO30BO HUBO ITO-HUCKO OT
MIPEANIITHATA J034.

MyckynHa cnaboct > cTerneH 2

[IpexbcHeTe no3ara 10 MyckynHa ciaboct < crereH 1.
[Ipogpmxere npy €AHO 1030BO HUBO MO-HUCKO OT
[IpeUIIHATA J1034.

XUMEePTINKeMHust > CTEeTIeH 3

Hamanere no3ata c egHo J1030BO HUBO. JIekyBaiiTe ¢
WHCYJIMH WU TePOPATHUA aHTUXUIIEPTIIUKEMUYHA
CPEJCTBA, CIIOpEA Caydasl.

OCTBp MAHKPEATHT

M3karodeTe qeKkcameTa3’oH OT JeyeOHaTa cxeMa.

Jpyru cBbp3aHH ¢ IeKCaMETa30H HEXeIaH!
CcBOUTHSA > cTeElEH 3

[pekparere nmpunaraHeTo Ha JeKCaMETa30H, IOKATO
HEe)KeTaHaTa PEeaKIus OTIIYMH 10 < CTETeH 2.
IMpoasmkeTe ¢ €AHO TO30BO HUBO MO-HUCKO OT
MPeUITHATA JI03A.




AKO BB3CTaHOBSIBAHETO OT TOKCHYHHUTE PEAKITNU IPOIABIDKH TIoBeUe OT 14 mHU, ToraBa go3aTa
JIEKCaMEeTa30H e ObJIe MPOABIDKEHA C €THO I030BO HUBO MTO-HUCKO OT IPEIUITHATA 1034,

Taoauna 5. HamansiBane Ha J03aTa JeKCaAMETAa30H

Jlo30B0 HUBO

< 75-ronuiniHa Bb3pacT
Jo3za (Hukba 1-8: Inu 1,2, 4,5, 8, 9,
11, 12 o1 21-1HeBeH MHKBJI
ukba=>9: Auu 1,2, 8,9 ot 21-
JIHEBEH HHMKDbJI)

> 75-roauiniHa Bb3pact
Jo3za (Hukba 1-8: Inu 1,2, 4,5, 8, 9,
11, 12 o1 21-1HeBeH MHKBJI
ukba=>9: Aun 1,2, 8,9 ot 21-
JIHEBEH HHMKDbJI)

Hauanna mo3a 20 mg 10 mg
J1030B0 HUBO -1 12 mg 6 mg
J1030B0 HMBO -2 8 mg 4 mg

JlexcameTa3oH TpsiOBa a OBJI€ CIIPSH, KOTAaTO MAIIMCHTHT HE € B ChCTOSHUE Ja MoHece 8 mg, ako €

< 75-ronmurmHa BB3pacT, Wik 4 mg, ako € > 75-TouIIHa Bb3pacT.

B ciyuaii Ha OKOHYATENIHO CIIMpPaHEe Ha HIKOM OT KOMIIOHEHTUTE HAa cXeMaTa Ha JIeUeHHe
MIPOIBIDKABAHETO HA OCTAHATHUTE JIEKAPCTBEHU MIPOTYKTH € 110 PEIICHUE Ha JICKaps.

Tomanudomuo 6 komburayus ¢ OexcamemaszoH
[IpenopbunTenHaTa HavYaaHA J03a MOMATUAOMU € 4 mg, IpUeMaHa MePOPaTHO BEAHBK THEBHO B

Huu 1 1o 21 ot Bceku 2

8-7HEBEH 1IUKBII.

[IpenoprunTennara g03a nekcameTasoH € 40 mg, mpuemMaHa IepopaHoO BEAHEK JHEBHO B J{uu 1, 8,
15 1 22 ot BCekH 28-1HEBEH LIUKDII.

Jledenuero ¢ IIoMaJInaoMu/I B KOM6HHaLII/I$I C JCKCaMCTa30H TpSI6Ba Ja C¢ mpujara a0 mnmporpecus Ha

3a00JIIBaHETO MIIN 10 Bb3HMKBAHC Ha HEIIPUEMIIMBA TOKCUYHOCT.

Ilpomsana na dozama unu npexvceamne Ha npuemda Ha ROMAIUOOMUO

VYka3zaHus 3a MPeKbCBaHE Ha NMPUEMa WM HaMaJIIBaHEe Ha Jl03aTa MOMaJUIOMUJI BbB BPb3Ka C
HEXEJIaHU PeaKIuu ca AajieHu B Tabmuim 2 u 3.

Ilpomsana na 0ozama unu npeKvcearne Ha npuema Ha 0eKcamemasoH

VYka3zaHud 3a MpoMsHA Ha J03aTa MpU HeXKETaH! JIEKapCTBEHH PEaKIui, CBbP3aHH C IeKCaMeTa30H, ca
nanenu B Tabnuia 4. YkazaHus 3a HaMallsiBaHE Ha J103aTa MIPU HEXKETaHU PEaKINK, CBhP3aHU C
JleKcaMeTa30H, ca najaeHu B Tabnwuma 6 mo-gomy. [IpekbcBaHeTO/IOTHOBABAHETO Ha MpUeMa 0baye ca
TI0 peIIeHue JIeKapsi B ChOTBETCTBHE C akTyarHaTta KpaTka xapakTepuctrka Ha npomykra (KXII).

Taoauna 6. HamansaBaHe Ha 103aTa JeKcaMeTa30H

Jlo30B0 HUBO

< 75-roauiniHa Bb3pacT
Juu 1, 8, 15 u 22 ot Bceku 28-1HeBeH

> 75-roauiniHa Bb3pact
Juu 1, 8, 15 u 22 ot Bceku 28-1HeBeH

UKD IUKbJI
Havanna noza 40 mg 20 mg
Jlo30B0 HEBO -1 20 mg 12 mg
Jlo30B0 HHBO -2 10mg 8 mg

HCKC&MCT&SOH TpSI6Ba Ja 6’]3,[[6 CIIPsIH, KOraTO MalUCHTHT HC € B CbCTOSIHUC [1a TTIOHCCE 10 mg, ako €

< 75-roauiHa Bb3pacT, WiK § mg, ako € > 75-roAuIIHa Bb3pacT.

CrienuaiHy momyJIaIuu

Cmapuecka év3pacm

He ce namara KOpurupaHe€ Ha go3ara nmoMaJInJoMHuI.




Tomanuoomuo 6 kombunayusi c bopme30mMud u OeKcamemason
3a mareHTy > 75-roANIIHA BB3pacT HavyajlHaTa 1032 IEKCAMETa30H €:

° 3a [ukmu 1 go 8: 10 mg Bemuwx mueBHo B [au 1,2,4, 5, 8,9, 11 u 12 ot Bceku 21-mHEBEH
LHKBIL.
° 3a Hukwn 9 u cnensantu: 10 mg Bemusk nHeBHO B JaM 1, 2, 8 1 9 oT Beeku 21-THEBEH UKBIL.

Tomanuoomuo 6 kombunayus ¢ dexcamemason
3a mareHTy > 75-ToANIIHA BB3paCcT HavYalHATa J03a IEKCAaMEeTa30H €:

° 20 mg BeTHBXK AHEBHO B THU 1-BH, 8-MH, 15-TH 11 22-pr OT BCeKU 28-THEBEH ITUKBII.

Yeprodpobro yepedicoane

[MarmenTn ¢ 0611 cepymen ommupy6ous > 1,5 x ULN (ropHa rpaHuiia Ha HOpMara) ca U3KJII0OYeHH OT
KJIMHUYHUTE NIpoyuyBaHUsA. UepHOAPOOHOTO YBpEXkKAaHe MOBIUIBA YMEPEHO (DapMaKOKMHETUKATA Ha
noManuaoMuz (Bx. Touka 5.2). He e HeoOxoauMo Kopurupane Ha HadyaJlHaTa 1032 MOMAaIHIOMUA IPU
MaIMeHTH ¢ YepHOpOoOHO yBpekaane, onpeneneHo no kpurepuure Ha Child-Pugh. HezaBucumo ot
TOBA MALIMEHTUTE C YEPHOAPOOHO yBpexk1aHe TpAOBa Ja ce HabJI0AaBaT BHUMATEIHO 3a HEXKEIaHU
pEaKINK ¥ aKO € He0OX0ANMO, [a Ce MPHIIOKH HaMaJIsIBaHe Ha 7103aTa WM CIIMPAaHe HAa TIOMATHIOMHUIL.

bwvbpeuno yspescoane

He e Heo6xomuMo KopurupaHe Ha J103aTa TOMATUIOMHU/I 32 MMAUeHTHUTE ¢ ObOpedHo yBpexaane. B
JTHUTE 32 XeMOJIMAN3a MalMEHTUTE TPSIOBa J1a IPUEMaT CBOSTA /1032 TIOMATHIOMH/T CIIE]T
XeMOIaIn3aTa.

THeouampuuna nonynayus

HsMa chOTBETHO NpMIIOKEHNE Ha TOMATUAOMU TIPH Jelia Ha Bb3pacT O 1o 17 ronuHu 3a
MMOKA3aHUETO MYJITHILICH MUCIOM.

W3BbH pa3pelieHUTe MoKa3aHus MOMaIHAOMUI € IPOYYCH IIPH Jella Ha Bh3pacT oT 4 10 18 roauHu ¢
PEIUANBHPAINY WK TPOTPECUPAIIA MO3bYHHU TYMOPH, HO PE3yJTATHTE OT MPOYUYBAHUITA HE
MMO3BOJISABAT JIa CE€ 3aK/IF0YH, Y€ IOJ3UTE OT TaKapa ynorpeda IpeBb3X0xkaaT puckoBere. Haanduu kbM
MOMEHTA JaHHHM ca onucaHu B Touku 4.8, 5.1 u 5.2.

Hauun Ha OPUITOKCHHEC

[epopanHo mpunoxeHue

[Momamunomun Accord TBEpIU Kamncyau TpsAOBa Ja ce mprueMa IMepoPaTHO 10 €THO U CHIIO BpeMe
Bceku acH. Karcynmure He TpsOBa Aa ce OTBApAT, UYTIAT WK JbBYAT (BXK. ToUKa 6.6). Kancymure
TpsOBa Ja ce I'BJITAT TSN, 33 MMPEATIOUNTAHE C BOJIA, ChC WU 0e3 XpaHa. AKO HSIKOW JIeH MaIueHTHT
3a0paBu Jia mMpUeMe J103a MOMaTUAOMU/, TOW TpAOBa Jia mpueMe oOnJaiiHaTa MpeIIucana 103a Mo
cxemara Ha ciensanius aeH. [laruenTrure He TpsiOBa Aa MPOMEHST J103aTa, 3a Ja KOMICHCHPAT
MPOIyCHATa B MPEUITHUTE THU J1034.

[IpemopbuBa ce Ja ce HATHCHE caMo SIMHUAT Kpai Ha Karcynara, 3a Jia Ce U3BaJid OT OJIUCTepa, KaTo
Taka ce HaMaJsiBa PUCKBT OT 1e(hOpMHUPAHETO WK CUYITBAHETO .

4.3 IIporuBomokazanus

] bpemenHoct

e YKeHu ¢ meTepoieH MOTEHIMAN, OCBEH aKO ca CIIa3eHU BCUYKH yciioBus Ha [Iporpamara 3a
Ipeana3Bane oT OpeMeHHOCT (BX. TOUKH 4.4 1 4.6)

° [NaruenTn MBKe, KOUTO HE Ca B ChCTOSHUE JIa CJICIBAT WJIH JIa CTIa3BaT U3UCKBAHUTE MEPKH 3a
KOHTparenius (Bx. Touka 4.4)

. CBpBX4YBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT IIOMOITHHUTE BEIIECTBA,

n30poeHM B ToUKa 6.1.



4.4 CrneuuajJHu mpexynpexaeHus U MpeanasHu MepKU NpHU ynoTpeda

TepatorenHoct

[Nomanunomun He TpsAOBa Ja ce mpHeMa 110 BpeMe Ha OpEeMEHHOCT, Thil KaTo Ce 04aKkBa TEPaTOreHEH
edexT. [lomanuaomMu € CTpYKTYpHO CPOJICH € TaTUAOMU. TanuJOMHUI € U3BECTHO TEPATOTEHHO
BEILIECTBO IPH X0Opa, KOETO MPUIMHSBA TEKKH KUBOTO3ACTPAIIABAIIN BPOACHH Ae(PEKTH. Y CTAHOBEHO
e, 4e TIOMaJINIOMUJI € TepaTOTeHEeH U MPH IUTbXOBE, M IPH 3aiilii, KOTaTo ce IMpuJiara B eproja Ha
OCHOBHATa OpraHorenesa (Bxk. Touka 5.3).

VYcnosusra Ha [Iporpamara 3a npeana3Base oT OpeMEHHOCT TPsIOBa Ja ca M3ITbJIHCHN 332 BCHUKU
MaIMeHTH, OCBEH aKO MMa CUTYPHO JIOKA3aTeJICTBO, Ye MAIlMEHTKATa HSIMa JICTEPOJICH MOTEHIIHA.

Kpurepun 3a sxeru 0e3 AeTepoIeH MOTESHIIHAI

HpI/ICMa CC, UC aJICHA MAalTMCHTKA UJIU TIAPTHBOPKA Ha MANUCHT OT MBIKKHU I10JI € oe3 ACTCPOACH
IOTECHIMAJI, aKO OTTOBaps Ha IMOHEC €IUH OT CJICIHUTEC KPUTCPUU:

. Bw3pact > 50 ronuHu 1 ecTecTBeHa aMeHOpest OT > | roanHa (aMeHopes ciel] aHTUTyMOpPHa
Tepamys WiK [0 BpeMe Ha KbpMEHE He W3KJII0UBa JA€TEPOJICH OTCHIINAI)

. IIpexneBpeMeHHa oBapHuaIHa HEAOCTATHYHOCT, IOTBBP/ECHA OT CIIELHAIUCT THHEKOJIOT

° [IpenmecTBamia AByCTpaHHA CAJIIMUHTO-00()OPEKTOMUS MIIA XUCTEPEKTOMHUS

° XY renotumn, cuHapoM Ha THpHBD, areHe3Hs Ha MaTKaTa.

CoBetu

[ToManumnoMun € MpOTUBOMOKA3aH MPU XKEHU C IETEPOJICH MOTEHIIMAJ, OCBEH aKO Ca U3IIbIHCHU

BCHUYKH OT CIICTHUTE yCIOBHSA:

° Ts pa3Oupa odakBaHHS TEPATOTEHEH PHCK 3a IUI0Ja

° Ts pa3bupa He0OX0UMOCTTa OT e(heKTUBHA KOHTpAIleNIys, 0e3 MPeKbCBaHe, IOHE 4 CeMHUIIN
MpeIy HaYaIoToO Ha JIEYEHHETO, TPe3 IJI0TO BpEMEeTpacHe Ha JICYCHHETO U TTOHE 4 CeAMHIIN
CJIe]] HErOBUS Kpaid

. XKena ¢ nerepojicH OTeHIIMAI TPsIOBa Jia Clie/iBa BCHUKU ChBETH 32 e()eKTHBHA KOHTPAIICTIITHS,
JIOpH J1a € C aMeHopest

. Ts TpsiOBa a € B ChCTOSAHME /1a CIIa3Ba ePEeKTUBHU KOHTPALCTITUBHI MEPKU

. Ts e uadopmupana u pazorpa MOTESHIIMATHUTE MMOCICICTBHS OT OPEMEHHOCTTA U
HEOOXOIMMOCTTa OT He3a0aBHA MEIUIIMHCKA KOHCYJITAIH, aKO UMa PHCK OT 3a0peMeHsIBaHe

. Ts pa3Oupa Hyk7aTa Ja 3aMovHe JIEYSHHETO Bb3MOXKHO Hal-CKOPO clief] OTITYCKaHETO Ha
MOMaTHJOMUJL CJIE/l OTPULIATEIICH TECT 32 OPEMEHHOCT

. Ts pa3dbupa He0OX0AUMOCTTA U IpUEMa Jia Ce MoJyIara Ha TECTOBE 3a OPEMEHHOCT MOHE Ha
BCEKH 4 CeMHIIM, OCBEH B CIIy4yail Ha MOTBBPJICHA TyOApHA CTEPUITH3AIIUS

. Ts moTBBpKAaBa, ye pa3dbupa pUCKOBETE M HEOOXOJUMHUTE MPE/TIa3HA MEPKH, CBBP3aHH C

H3MI0J3BAHCTO HA TOMAJIUIOMMA.

[pu sxeHuTE C NETEpPOICH OTEHIMAN MPEIITUCBAIHAT JIeKap TpsOBa aa ce yoenu, ye:

° NanueHTKaTa CC IpUAbpiKa KbM YCJIOBHUATA HA HporpaMaTa 3a MpeAra3BaHe OT 6peMeHHOCT,
BKJIIOYBAIIX U IOTBBPIKACHUEC, Y€ T4 IIPOsABABA JOCTATHbYHO pa36HpaHe
° NanyueHTKaTa € IMOTBbpAnjia TOPpECIIOMCHATUTE YyCIIOBHS.

[Ipu nanmeHTH OT MBXKKH TOJ, TPUEMAaITH MTOMATUAOMU, papMaKOKUHETHYHUTE JaHHH [TOKA3BaT, 4e

MIOMaJTUAOMUJL C€ ChIbpIKa B YOBEIIKATa cliepMa 1o Bpeme Ha jedeHue. Karo npenmnasHa Mspka 1 KaTo

ce UMaT NPEeABU] CIICHUATHNUTE MOIYJIALNH C IOTEHIMAIHO YABIDKEHO BpeMe Ha eIMMUHHUPAHE, KaTo

HanpuMep YepHOAPOOHO YBpEKIaHe, BCHUKH NAlMEHTH OT MBXKH I10J1, IPUEMAIH TOMATHIOMU,

TpsiOBa 1a OTrOBAPSAT HA CICTHHUTE YCIIOBHS:

. [ManmeHTHT pazoupa ouaKkBaHUS TEPATOrCHEH PHUCK MPH TOJIOB KOHTAKT ¢ OpEeMEHHA JKeHa WIIH
KEHa C JeTePOCH MOTECHIHAI.



° Toii pa3zdbupa HEOOXOUMOCTTA OT M3TOI3BAHE HA MTPE3CPBATUB TIPH MOJIOB KOHTAKT C OpeMeHHA
JKEHA HJIU JKEHA C JICTEPOJICH MOTEHITUAI, KOSITO He Mpriiara e()eKTHBHA KOHTPAIICTIIUS, IPe3
ISJI0TO BpEMETpacHe Ha JISYeHHETO, TT0 BpeMe Ha IPEeKbCBaHe Ha MPHEeMa U B MPOIBIDKEHIE Ha
7 MTHU cliel BpEMEHHO MPEKbhCBaHE HA TIpUeMa H/WITU CTIMPaHe Ha JIeYeHHeTo. ToBa BKITOUBA
MBKe, Ha KOUTO € U3BBPIIeHA Ba3eKTOMHUS, KOUTO TPSOBA J1a U3MOI3BaT IPE3ePBATHB IIPH
CeKCyaJieH KOHTaKT ¢ OpeMeHHa jKeHa FJIH JKeHa C IETepO/IeH MOTeHIINaN, Thil KaTo CeMEHHAaTa
TEYHOCT MOXKE BCC IIaK Aa ChbAbpiKa IOMaJIUAOMHUI U B OTCHCTBUETO Ha CIIEPMATO30UIH.

] Toii pa3dupa, ye ako HapTHLOPKATa My 3a0peMeHee, JOKATO TOM MpreMa OMAaIHIOMHMIL HIIH
7 ITHU cIieN KaTo € CHpsiI J1a TIprueMa MOMalIMIOMU/L, TOU TpsiOBa He3a0aBHO J1a YBEIOMH CBOS
JISKYBAII[ JIEKap U Ue Ce MpernophyBa MapTHhOPKaTa Ja Ob/ic HACOUYCHA 3a OIICHKA U ChBET KbM
JieKap, CIEeHaTu3uPaH WIH C OMTUT B TEPATOJIOTHATA.

Kontpanenius

JKenu ¢ geTepoaeH MOTEHITHA TPSOBA /1a M3MOI3BAT MTOHE ¢IUH e(DEKTUBEH KOHTPAIICTITUBEH METO/]
noHe 4 ceaAMUIM Npein TepanusaTa, o BpeMe Ha TEpanusaTa U MoHe 4 CeAMUIIM CIIE]] TepanusaTa ¢
MOMaTUAOMUJ, U JJOPY IIPU BPEMEHHO PEKbCBAHE, OCBEH aKO MAallMEHTKATa Bb3NPUEME ITBJIHO U
MIPOTBIDKATEITHO Bh3AbpyKaHNe, TOTBHPKIABAaHO €KeMEeCEUHO. AKO MAalMeHTKAaTa He € U3II0I3Baja
e(eKTHBHA KOHTpAIICTIIUS, TS TPpIOBa 1a ObJ/le HACOYEeHA KbM METUITMHCKH CIIEITUATUCT ChC
ChOTBETHATA MOATOTOBKA 32 KOHCYJITALIMA 3a KOHTpAUEIIKs, 3a Ja CE€ 3all0YHE IPOBEKIAHETO Ha
TakaBa.

Moske 1a ce OOMUCIAT CIEIHUTE MPUMEPH 3a TIOXOASIIN KOHTPAIICIITUBHI METO/IH:

° WmmadTar

Brrpemarodna crcreMa, 0cBOOOK 1aBaIla JICBOHOPTeCTPE

Jeno ¢popma Ha MEAPOKCHUITPOTECTEPOH alleTaT

Ty06apHna cTepunm3anus

[TonoBU KOHTAKTH CaMO C MAPTHHOP, MPU KOMTO € U3BbPIIICHA BA3€KTOMHUS; BA3EKTOMUSTA
TpsOBa Ja € MOTBBPICHA C IBA OTPHUIATCITHA aHAIN3a Ha CIiepMa

° Nuxubupamy oBynanusaTa Xamiera caMo ¢ porecTepoH (T.e. Ae30TeCTpe)

He ce npenopbuBaT KOMOMHHMpAHY MIEPOPATHU KOHTPALICITUBHYU CPEICTBA IIPU MAIIMEHTKH C
MYJITUIUICH MHUEIIOM, TIPUEMAIIIH MTOMAITUIOMUJI U IEKCAMETa30H, MOPaH MOBUIIIEHUS PUCK OT
BEHO3HA TPOMOO0eMOoJIus (BXK. ChII0 TOUKa 4.5). AKO MalMeHTKAaTa IprueMa KOMOMHUPAHHU TIEPOPATHU
KOHTpAIICTITHBH, TS TPAOBA Jia MPEMUHE Ha €JMH OT e(PEKTUBHUTE METOIU, H30POEHH IMO-Tope. PHCKBT
OT BEHO3Ha TPOMOOEMOOIHS PO IbJKaBa 4-6 CEIMUILU CIIe/ IPEKpaTsBaHe Ha KOMOMHHUpaHAaTa
nepopaiiHa KoHTpanemnius. E¢ukacHocTTa Ha KOHTPAIENITHBHUTE CTEPOUIU MOXKE Jla € HaMaJIeHa IPU
€IHOBPEMEHHO JICUCHHUE C JICKCaMETa30H (BX. Touka 4.5).

HmMrutanTaTTe M BHTPEMATOYHUTE CHCTEMH, OCBOOOKIABAIIN JICBOHOPTECTPE, C€ CBBP3BAT C
MOBHIIICH PUCK OT HH(MEKIUSI TPU TIOCTABSHETO M U HEPEJJOBHO BarnHAIIHO KbpBeHe. TpsOBa ia ce
00OMUCIIH aHTHOMOTHYHA MPODUIAKTHKA 0COOEHO MPH MAI[UCHTKH C HEYTPOIICHHUSL.

He ce npenoppuBa nocTaBsiHe Ha BbTPEMATOYHH CUCTEMH, OCBOOOKIaBaIIN ME]T, TOPAIH
MOTEHIIMANHUS PUCK OT MH(EKIHA MIPH MTOCTABIHETO UM U 3ary0a Ha MEHCTpyaJlHa KPbB, KOUTO MOXE

Aa U3JI0KAaT Ha PUCK MAUCHTKHU C TCKKA HCYTPOIICHUA UJIU TCIKKaA Tp0M60LII/ITOHCHI/I}I.

TectoBe 3a OPEMEHHOCT

[Tpu xxeHUTE ¢ AETEPOACH MOTEHIUAI, ChIVIACHO MECTHATA TIPAKTHKA, MO/ JICKAPCKU KOHTPOJ TPSIOBa
Jla ce MPOBEXKIAT TECTOBE 32 OPEMEHHOCT ¢ MUHUMAJIHA 4yBCTBUTEIHOCT 25 mIU/ml, kakTto e
MTOCOYEHO MO-10Ty. ToBa M3UCKBAHE C€ OTHACS M 33 )KEHUTE C JIETEPO/IeH MOTEHIMAaJ, KOUTO CIa3BaT
ITBJIHO M TIPOABIDKUTEHO BB3AbpiKkaHue. B uaeannus ciydail TecThT 32 OpEeMEHHOCT, M3/1aBaHETO HA
penenTata u OTIYCKaHETO Ha JIEKAPCTBEHUS IIPOAYKT CE€ OCHIIECTBIBAT B €JMH U ChIII JICH.
OTHyCKaHeTO Ha MOMaJIMAOMUI Ha )KC€HU C ACTCPOACH IMMOTCHIINAI TpSIGBa Jla CTaBa B paMKUTE Ha

7 IHU ciel MPpEeAnuCcBaHeTo.



Ilpeou zanousane na neuenue

Tect 3a 6peMEHHOCT TIOJT JICKAPCKH KOHTPOJI TPSAOBA Ja ce MPOBEe MPH KOHCYITAIHATA, KOTaTo Ce
MPEIMUCBA TTOMATUOMU/T, WIIH TIpe3 3-T€ JHU MPEIy TMOCEIICHUETO PU TIPENICBAIIUS JISKap, aKo
MalMeHTKaTa € Ipuiaraia e(eKTHBHA KOHTPALICIIIUS MMOHE B ociieAuuTe 4 ceamunu. Llenrta Ha Tecta
€ J1a IOTBLPIM, Y€ MAIMeHTKAaTa He € OpeMEeHHa KbM MOMEHTA Ha 3aIll0YBaHe Ha JICYCHUETO C
MOMAJTHIOMU/I.

Ilpocneossane u kpail Ha aeuenuemo

TecT 3a GpeMEeHHOCT TOJT JIEKAPCKU KOHTPOJI TPSAOBA Jla ce TIPOBEXKIA TIOHE HAa BCEKU 4 CEIMUIIH,
BKJTFOUUTEITHO TTOHE 4 CeMUIIM CJIe] Kpas Ha JICUCHHETO, OCBEH B CIy4ail Ha IOTBbp/IcHa TyOapHa
crepriu3anms. Te3n TecToBe 32 OpEeMEHHOCT TPsIOBa Jia ce MPOBEXKAAT B JICHs Ha MPE/IICBaHe Ha
JIEKApCTBOTO WIK Mpe3 3-Te JIHU MPEIU MOCEHICHUETO MPH TPEANMCBAIIHS JIeKap.

JlOTBJIHUTETHA OpeAna3Hu MEPKHU

[Naruenture TpsOBa 1a OBAAT HHCTPYKTUPAHU MPU HUKAKBU OOCTOSTEIICTBA J1a HE J]aBaT
JISKapCTBEHUS IPOAYKT Ha JIPYTH JIUIIA U 1a BPhIIAT HEU3IOI3BAHUTE B Kpast HA JICYCHUETO KaIICyJIn
Ha cBOsI (hapMarieBT.

[Naruenture He TpsAOBA Ja MapsBaT KPHB WU CIIEpMa IO BpeMe Ha JICUSHUETO (BKII. U 110 BpeMe Ha
MPEeKbCBAHE Ha MIPHUEMA) U B MPOIBIDKEHHE Ha TIOHE 7 IHU CIIE MPEKpaTIBaHe Ha JICYEHUETO C
MTOMaTUAOMUI.

MeauIUHCKUTE CIICIMAMCTU ¥ OOJTHOTIICJAUYNTe TPSOBA J1a M3MOA3BaT PhKaBUIU 32 CTHOKPATHA
ymoTpeda, Korato paboTsT ¢ OJiMcTepa WK Karcynure. JKeHu, KOuTo ca OpeMEHHH WM TTOJJ03UpPaT, de

MoOKe Jia ca OpeMeHHH, He TpsOBa Aa padoTAT ¢ OamcTepa uin Kancyiure (Bx. Touka 6.6).

OOyYUTETHN MaTepyaan, OTpaHUYCHHS 33 IPEANUCBAHE U OTIYCKaHe

C 1en 1a ce TOMOTHE Ha MAIUSHTUTE J1a U30eTHAT EKCIO3uIus Ha (peTyca Ha TTOMaTUIOMU]I,
MIPUTEXKATEIAT Ha Pa3pellIeHneTo 3a yroTpeda Iie MpeoCTaBl Ha MEIULIMHCKUTE CIISITUAINCTH
o0yuHTeNIeH MaTepurall, MOICUIIBAII PEAYIPEKICHUATA 32 OYaKBaHATA TEPATOTCHHOCT Ha
MOMAaJTUAOMU, JaBalll ChBET 3a MpUjlaraHe Ha KOHTPAICHIHS MPeId HA4aIo0TO Ha JICYCHUETO U
HACOKH 32 HEOOXOIUMOCTTA OT MPOBEXIaHE Ha TECTOBE 3a OpeMeHHOCT. [IpeanucBamusr nexkap
TpsiOBa na nH(GOPMHpPaA MAIMEHTa 32 OUaKBaHUS TEPATOTCHEH PUCK M 332 CTPOTHUTE MPEANa3HH MEPKU
cpelry 3a0peMeHsIBaHe, KakTo ca omnpeseneHu B [Iporpamara 3a npeamna3BaHe oT OpeMEHHOCT, U J1a
JlaJie Ha MalMEeHTUTE ChOTBETHATa 00yUnTEIIHA OpoIITypa 3a ManyeHTa, KapTa Ha MalueHTa W/Wiu
€KBHUBAJICHTHO CPECTBO, ChIJIACYBaHU C HAIIMOHATHUTE KOMIICTCHTHH OpraHu. B chTpyIHUYECTBO ¢
BCUYKH HAIIMOHAJIHU KOMIICTCHTHH OPTaHM € BbBEJICHA MPOorpaMa 3a KOTPOJIMPaH A0CThII, KOSTO
BKJIFOYBA U3ITOJI3BAHETO HA KapTa Ha MalieHTa W/WIH eKBUBAJICHTHO CPEACTBO 32 KOHTPOJ Ha
MPEAMUCBAHETO M/UIIN OTIIYCKAaHETO U ChOMPAHETO Ha JIaHHH, OTHACSIIH CE J0 ITOKa3aHUETO, 3a Ja Ce
cieau ynorpedata M3BbH 0JI00pEHOTO ITOKA3aHUE Ha TEPUTOPHUATA HA CTpaHaTa. B uaeanHus ciayyait
TECTHT 32 OPEMEHHOCT, M3/IaBaHETO Ha PeIeNTaTa U OTIYCKaHETO Ha JIEKapCTBEHUS IPOAYKT TpsOBa
Jla CTaBaT B €WH U ChII JeH. OTIyCKaHeTO Ha MOMAHOMU/] Ha KESHH C IETEPOICH TTOTESHIHAI
TpsiOBa Jla CTaBa B PaMKHUTE Ha 7 JIHU CJIe]] MPEANMCBAHETO U CJIC OTPHUIIATEICH Pe3yJITaT Ha TeCT 3a
OpEeMEHHOCT MO/ JISKAaPCKH KOHTPOIL. Perienture 3a jxeHu ¢ eTepoieH MOTSHIMAI MOraT Ja ObJIaT ¢
MaKCHMaJTHA MPOABIDKATEIHOCT Ha JICUCHHETO 4 CEIMUIIN B ChOTBETCTBHE ChC CXEMUTE Ha IpUJIaraHe
3a 0J100peHUTE MOKa3aHus (BXK. TOUKa 4.2), a peLENTUTEe 32 BCUYKH JIPYTH MAIUEHTH MOTaT Jia Obat ¢
MaKCUMAaJTHA MPOABIDKUTEIHOCT Ha JICYCHUETO 12 CeaMMUIIH.

XeMaTOIOTHYHN CHOUTHS

Heytpormienus e Hali-uecTo chOOIIaBaHATa XeMATOJIOTMYHA HEeXKEIaHa JIKAPCTBEHA PEaKIvsl OT 3-Ta
Win 4-Ta CTETCH NPHU NMAIMEeHTH C PeIUanBUApall/pedpakTepeH MyJITHUILICH MUEIIOM, ClIe/IBaHa OT
aHemust 1 TpomOonuroneHus. [laruentuTe TpsOBa a ce HAOII0JaBaT 32 XeMaTOJIOTHYHH HEKEIaHH
JICKapCTBEHU PeaKIMK, 0COOEHO 3a HeyTporeHus. [lanueHTure TpssOBa 1a ObaaT MOCHBETBAHU J1a
choOIIaBar 3a GpeOpuitHu enu3ou He3abaBHO. JIekapuTe TpsAOBa qa HaOMIO1aBaT MAIMEHTHUTE 32
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MPU3HAIM HA KbPBEHE, BKIIOYUTEITHO EIMTUCTAKCUC, 0COOCHO MPH yIOTpeda Ha ChITBTCTBAIIN
JIEKapCTBEHHU MPOTYKTH, 32 KOUTO € U3BECTHO, U YBEIMIaBaT pUCKa OT KbpBEHE (BXK. ToUKa 4.8).
[IpnHATA KpHBHA KapTHHA TPSAOBA J1a CE CIICAU Ha MU3XOIHO HUBO, €KECEIMUYHO MPE3 IBPBUTE

8 cemMUITN M eXKEeMECEeUHO clie]] TOBAa. BE3MOXKHO € J1a ce HAJIOXKH IMPOMSHA Ha 103aTa (BXK. Touka 4.2).
[pu HIKOW MAMEHTH MOXKE J1a CE€ HAJIOKH MOUIHPIKAIIO JICUCHUE C KPhBHU MPOIAYKTH W/WIH
pacTe:KHU PaKTopH.

Tpom0O0eMOOINYHN CHOUTHS

[NaruenTn, noayyaBamy NOMaIHIOMUT MIIK B KOMOUHAIMS ¢ OOPTE30MUO U JIEKCAMETa30H, WU B
KOMOWHAINSA ¢ JeKCaMeTa30H, ca TOIyYHIN BEHO3HH TPOMOOEeMOOIIMYHN ChOUTHS (TIPETUMHO
I'BJIO0KA BEHO3HA TpoM003a 1 O6emoapodbHa eMOOoIHs) U apTepUATHE TPOMOOTHIHH CHLOUTHS (MHDapKT
Ha MHOKap/a 1 1iepeOpoBacKyIapeH MHIUIACHT) (BK. Touka 4.8). [lanneHTH ¢ n3BeCTHU pUCKOBU
(dakTopu 3a TpoMO0eMOOJINS — BKIIOYUTEIHO IIPE/IIecTBalia TpoM003a — TpsiOBa aa ObaaT
Ha0JII0/JaBaHU BHUMaTEIHO. TpsiOBa Ja ce mpeAnpuemMar ASHCTBHS B OIUT Ja C€ CBEIAT 10 MUHUMYM
BCUYKH U3MEHIEMH PUCKOBH (DAaKTOpH (HAIp. IMyIICHE, XUTIEPTOHUS U XUTICPIUTTHICMHUS ).
[IpenmopbYNTETHO € MAIMEHTUTE U JICKAPUTE J]a HAOJIF01aBaT 3a MPU3HAIY ¥ CUMIITOMHU Ha
TpoMOoemOoius. [laiueHTure TpssOBa 1a ObJAT HHCTPYKTUPAHH J1a THPCAT MEIUIIMHCKA ITOMOII], aKO
Pa3BUAT CUMIITOMU KaToO 3aAyX, 0OoiaKa B T'BPAUTE, ITOABA HA OTOLM 110 PBLCTE UM KpaKaTa.
[IpemoppuBa ce aHTHKOAryJIaHTHA Teparus (OCBEH aKo € MPOTUBOMNOKA3aHO) (KaTO alleTHIICATHIIAIOBA
KHCeIUHa, Bap(papuH, XeHapuH WK KIOMUIOTPeN), 0COOCHO IPHY HAIIMEHTH C JOIIbJIHUTEITHA
TPOMOOTHYHU PUCKOBH (akTopH. Pelmenune 3a 3amouBane Ha NpodUIIakTHKA TPsiOBa Jla ce B3eMe Clie]]
BHUMATEITHA OIIEHKA Ha HAJIMYHUTE PUCKOBH (DAKTOPH HA OTACIHUS MalUeHT. B KMnHNYHN
MPOYYBaHUS MAIMEHTH Ca MOTyYaBaiu MPO(UIAKTHYHO alEeTHIICATAIIMIOBA KUCEINHA WITH
aNTepHATHBHA aHTUTPOMOOTHYHA Tepanus. YnorpedaTa Ha epUTPOIIOSTUYHH CPEJICTBA BOJH JI0 PUCK
OT TPOMOOTHYHHU CHOUTHSI, BKII. TPOMOOEMOOITHS. 3aTOBa €pUTPONIOSTUIHNATE CPEACTBA, a TaKa ChILO H
JPYTH CPENICTBA, KOUTO MOTAT JIa YBEIUYAT PUCKA OT TPOMOOEMOOINYHN CHOUTHS, TPpAOBA Ja ce
nmpuiaratr ¢ MOBUIICHO BHUMAaHUE.

HaDVH_IeHI/IH Ha IMATOBHUAHATA XKJIC3a

CroOrmaBanu ca ciiydad Ha XHIIOTHpeouau3bM. [Ipenn HauanoTo Ha IEYEHHUETO ce MPEenophyuBa
ONTUMAJICH KOHTPOJI Ha ChITBTCTBAIINTE 3200 IBAHUS, BIUACIIN BbPXY (QYHKIMATA HA IIUTOBHUIHATA
xie3a. [IpermoppuBa ce mpocieasiBane Ha PYHKIHUATA HAa ITUTOBUIHATA JKJIe3a HA U3XO/IHO HUBO H B
X0J1a Ha JICYEHUETO.

HCDI/Id)eDHa HCBPOIIATHA

[TanmenTy ¢ HanMyHA nepudepHa HEBPONATHs > 2-pa CTEIEH ca U3KIIIOYEHU OT KIMHUYIHUTE
MPOYyYBaHUs C MoMauaoMuA. TpsaOBa a ce moAXoXka ¢ Hy)KHaTa MPeIna3InBOCT, KOraTo Cce
OOMUCIISI JISYEHHETO Ha TAaKKMBa MAIMEHTH C IIOMAIUIOMUI.

3HaunMa ChbpAacYHa I[I/IC(bVHKHI/IH

[TanmeHnTH ChC 3HAYMMa ChpAcYHa TUChHYHKINA (3acTOMHA ChpAeYHa HemocTaThuHOCT [NY Heart
Association knac III wm [V]; nadapkt Ha MHOKapa B paMKuTe Ha 12 Mecera ciies] 3arrouBade Ha
MPOYYBAHETO; HECTAOWITHA I HE3aJ0BOJIUTEITHO KOHTPOJIMPaHa CTEHOKAPVSI) Ca U3KITFOYCHHU OT
KIMHUYHNATE NIPOYyUYBaHus ¢ moManugoMua. CproOmiasa ce 3a CbOUTHS, CBP3aHU ChC CHPIIETO,
BKITIOYHTEITHO 3aCTONHHA ChPJICYHA HEJJOCTATHYHOCT, OET0POOEH OTOK U NPEACHPIHO MBXK/ICHE (BXK.
TouKa 4.8), TJIaBHO MPH MANMEHTH ChC CHIIECTBYBAIIO ChPACYHO 3200 IsIBaHE UM PUCKOBH (DaKTOpH
10 OTHOIIICHHE Ha ChpIeTo. TpsaOBa Ja ce MoAXokKIa ¢ Hy)KHaTa MPeaa3IuBOCT, KOTaTo ce OOMHCISI
JICYCHHUETO Ha TaKMBA MALMEHTH C TIOMAJIMIOMHM/I, BKITFOUUTEIIHO MEPUOIMUHO HAOIIIOICHHUE 3a
MIPU3HALM WIH CUMIITOMHU Ha CHOUTHS, CBBP3aHU ChC CHPIIETO.

TyMop-IU3UC CUHIIPOM

HaI_[I/ICHTI/ITe C Hali-TOJIsIM PHUCK 3a pa3BUTHUC HA TYMOP-JIM3HUC CUHAPOM Ca TE3U C BUCOK TYMOPCH
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TOBap MPEIN 3aroYBaHe Ha JICUCHUETO. Te3n marueHTH TpsaoBa ga ce HaOIogaBaT BHUMATEITHO U 1a
ce B3eMarT MOIXOISIIN MPEATIa3HN MEPKH.

BTopy mbpBUYHM 3710KaY€CTBEHHU 3a001IIBaAHUS

HpI/I ManyeHTH, MoJyvdaBaliy moMaJnuaoMu/z ce C’BO6H_IaBaT BTOpH IbPBUYHU 3JIOKAYCCTBCHU
3a00JIIBaHUS KATO HEMEIaHOMEH PaK Ha KOXaTa (B)K. TOYKa 48) HeKapI/ITC Tp}I6Ba BHUMATCIHO Aa
OLICHABAT MAIMMCHTUTE 3a HAJIMYUCTO Ha BTOPU IbPBUYHU 3JIOKAUCCTBCHU 3a00sIBaHUS npeau v 1o
BpEMC Ha JICYCHUCTO, KAaTO U3M0J3BAT CTAHAAPTCH CKPUHUHT 3a paK, U 1da Ha3HaYaBaT JICUCHUC CIIOPCA
IIOKa3aHHUECTO.

AHC[}FI/I‘{HI/I PCAKINU U TCKKH KOXKXHU PCAKITUN

Crob1maBa ce 3a aHTHOE/IeM, aHA(DMITAKTUYHA PEaKIs U TEXKKH JepPMaTOIOTHYHH PEaKIInH,
BrimountenHo SJS, TEN u DRESS, npu ynorpe6ara Ha momanuaomua (Bx. Touka 4.8). [aruenture
TpsiOBa 1a ObAAT KOHCYNTUPAHH 32 MPU3HALIMTE U CUMIITOMHUTE Ha TE3W PEaKklHy OT MPEINHCBAIINTE
JieKapu, U TpsiOBa Aa ObAAT MHCTPYKTUPAHU J1a IOTHPCAT He3a0aBHO JIEKapCKa MOMOIL, aKO Pa3BUST
Te3u cumnTomu. [loMmanmmaomuy TpsOBa J1a ce mpeyCTaHOBH MPH eKCPOIHMATHBEH I OyII03eH O0pUB
i ako uma cbMmHeHus 3a SJS, TEN wiin DRESS u He TpsiOBa 1a ce o HOBsIBa ciie]| MpeKpaTsIBaHe
TO My MOpajy Te3u peakuuy. [lanenTy ¢ aHaMHe3a 3a CepUO3HU aJIepIHYHH PEAKIIUH, CBbP3aHH C
JICYCHUC C TAITMAOMU/ WIIN JICHAJIMAOMU I, Ca USKIIFOYCHU OT KIIMHUYHUTE ITPOYyUYBAHUS. TaxknBa
ManUeHTH MOXKE 1a €Ca C IMO-BHCOK PUCK OT PEAKIUH Ha CBPBXYYBCTBUTCIIHOCT U HE Tp5[6Ba Ja
nony4asat nomanunomu. Ilpu koxen o6puB ot creneH 2-3 TpsAOBa Aa ce 0OMUCTHN IPEKbCBAaHE Ha
npreMa WK OpeKpaTsBaHe Ha JeueHHeTo ¢ noMatugoMu. [lomanunomus TpsaOBa na ce mpeKpaTH 3a
IOCTOAHHO IIPHU aHT'MOCIEM U aHa(l)I/I.HaKTI/I'-IHa pCaKknus.

3aMasHOCT U O6’BDKaHOCT

[Ipu n3non3BaHe Ha MOMAaJHIOMH/L C€ CHOOIIABa 3a 3aMassHOCT U ChCTOSIHHE HAa 00BbPKAHOCT.
[Naruenture TpssOBa 1a M30STrBaT CUTYAINH, TPU KOUTO 3aMasHOCTTA MU 0OBbPKAaHOCTTa MOTaT Ja
ObaaT poOiieM, U J1a He TIPUeMaT JIPYTH JIEKAPCTBEHH MPOIyKTH, KOUTO MOTAT JIa IPAYHHST
3aMasHOCT WJIH 00BPKAHOCT, 6€3 IBPBO J1a IOTHPCST METUIIMHCKH CHBET.

HNurepctuimanya 6enoapooHa 6onect (MBB)

WBB u cBbp3aHu CHOUTHS, BKIFOUUTEITHO CITyYau Ha THEBMOHUT, C€ HAOIIOAaBaT MU MOMATUIOMHUJI.
TpsiOBa na ce U3BHPIIY BHUMATEIHA OLICHKA HA MAIUCHTUTE C OCThD MPUCTHI HIH HEOOSICHUMO
BJIOIIIaBaHE Ha 0€JI0pOOHUTE CHMIITOMH, 32 Ja ce m3kiaoun Mbb. [Tomanmmomun TpsoBa aa ce
MPEKbCHE, JIOKATO Ce M3CIIeABAT Te3u CUMNTOMU 1 ako MIBb Ob/ie moTBbp/IeHa, TPIOBa /1a ce 3al04YHe
noaxo o iedenue. [lomanunomu TpsiOBa 1a ce OTHOBH CaMoO CJIE]T ISUIOCTHA OIICHKA Ha TTOJI3UTE
W PUCKOBETE.

YepHoapoOHHU HAPYIIEHUS

[Tpu manmeHTy, JTeKyBaHH C TOMATUIOMU, € 3a0esI3BaT 3HAUNTEITHO [TOBUIICHH HUBA Ha alTaHUH
aMuHOTpaHc(epasa u OmmupyOouH (Bk. Touka 4.8). Mima u ciryuan Ha XemaTUuT, KOUTO BOIST 1O
npekparsBaHe Ha nomanunomua. [Ipenoprusa ce penoBHO MpocieAsBaHe Ha YePHOIPOOHATA
GbyHKIMA TIpe3 IbpBHUTE 6 Mecela OT JICYSHUETO C MOMATUIOMHUJT U CJIE/T TOBA KAKTO € KIMHUIHO
MOKa3aHo.

Undeknnu

Psnko ce cho0mIaBa 3a peakTUBHpaHe Ha XEMaTUT B mpu nanueHTH, NoayJyaBaiiy TOMaTHIOMHET B
KOMOWHAIINS C JISKCAMETa30H, KOUTO MPEIU TOBa ca O HHPEKTHPAHH C BUpyca Ha XenaTtuT B
(HBV). Hskou oT Te3H ciiydan porpecupar A0 0cTpa 4epHoApoOHa HEOCTATHIHOCT, BOJICIIA 10
MPEKPATSIBAHETO HA MTOMATMIOMU. BUPYCHHUAT cTaTyC MO0 OTHOIICHME Ha XenaTuT B TpsOBa na Ob1e
YCTaHOBEH MPE/H 3aII04YBaHEe Ha JICYCHUE C MOMATUAOMU. 32 MAIUSHTH, KOUTO ca O3UTUBHU 32 HBV
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nH(EKIHs, ce MPeropbyBa KOHCYNTAIHS C JIeKap C OMUT B JeueHueTo Ha xematuT B. Tpsosa na ce
MOIXO0XK/IA MPEINa3InBO, KOTATO MOMAaTHIOMI B KOMOWHAIHS C JIEKCAaMETa30H Ce MpHiiara mpu
MAIUeHTH, KOUTO MPean ToBa ca Ounn nHpektupanu ¢ HBV, BKIIFOUNTEIIHO MalueHTH, KOUTO ca anti-
HBc¢ no3utuan, Ho HBsAg Heratusuu. Te3u naiueHTy TpsAOBa 1a ce HaOJtoaBaT BHUMATEIIHO MPe3
ISUTOTO BpEMETpacHe Ha TeparusTa 3a IpU3HaIli U CUMIITOMU Ha akTuBHa HBV nudexms.

IIporpecusna myntudokaia geskoennedanonarus (ITIMJI)

Cro0I1IeHH ca clTyyau Ha IPOTPECHBHA MYyJITU(OKAITHA JIEBKOSHIIC(ATIONATHS, BKIFOYUTEITHO C
JISTaJIeH U3XO/ IpH ynotpedara Ha noMmanugomu. 3a [IMJI ce cho0OIaBa HIKOIKO Mecena 0
HSIKOJIKO TOJMHM CJIE]T JICYCHHETO ¢ moMaauaomua. ChoOIIEeHUTE Ciaydyar ca OOMKHOBEHO MPH
MAIUEHTH, KOMTO MPUEMAaT ChIIBTCTBAIIO IEKCAMETa30H, WK ca OWJIM Ha MpEAIIeCTRalla Apyra
MMYHOCYTIPpECUBHA XUMHOTepanus. Jlekapure TpsOBa /1a IpoceAsBaT MAIUCHTUTE PEAOBHO H Ja
Bkitouat [IMJI B nudepennmanaaTa quarHo3a npy MalueHTH ¢ HOBOOTKPUTH WITH BIIOIIABAIIH CE&
HeBpOHOFI/I‘IHI/I CHUMIITOMH, KOTHUTHBHH HUJIN ITOBCICHYCCKH HpI/ISHaHI/I NI CUMIITOMHU. CTJIIIO TaKa
MAIUeHTHTE TPsOBa J1a ObJAT MOCHBETBAHU Jla MHPOPMHpPAT MapTHHOPA CU HITU JIUIATa, KOUTO CE
TpYXKaT 3a TAX, 32 JICUYSHUETO, Thil KaTO T€ MOTaT J1a 3a0eJe)KaT CUMIITOME, KOUTO TallHeHThT HEe
3a0eJIsI3Ba.

Onenkata 3a [IMJI TpsiOBa 1a ce OCHOBaBa Ha HEBPOJIOTMYHO U3CJICIBAHE, SIPCHO-MarHUTCH
pe30oHaHC Ha MO3bKa U aHAIN3 Ha rpbOHauHO-MO3buHaTa TeuHocT 3a JJHK ra JC Bupyca (JCV) upes

nonumepasHa BeprwkHa peakius (PCR) win mo3buna 6uornicus ¢ tectBade 3a JCV. OTpULaTeTHUAT

pesynrat ot PCR 3a JCV He uskimousa [IMJI. Be3MOKHO € [1a e HAJIO0KH JOIIBJIHUTEIIHO
npocIIe/siBaHe U OIIEHKA, aKO HE MOJKe J1a O'bJ/Ie MOCTaBEeHA AJITepPHATHBHA THArHO3A.

Axo nma ceMHeHns 3a [IMJ, mo-HaTaTHIIHOTO MPHIIaraHe ClIe[Ba Ja Ce MPEyCTaHOBHU, JOKATO HE Ce
mxmoun [IMJI. Ako ce morBepau [IMJI, momanumomu TpsOBa 1a ce MPEeyCTaHOBH OKOHYATEITHO.

CouabppkaHue Ha HATpUHU

To3u nekapcTBeH MPOAYKT ChABPXKA MO-Mako oT 1 mmol Hatpwuii (23 mg) Ha Karcyma, T.e. MOXe J1a
ce Kaxke, 4e MPAKTHUYECKU HE ChABPKA HATPHI.

4.5 BzamMopeiicTBHe ¢ IPYIH JeKAPCTBEHH NPOAYKTH M APyTru (pOPpMH Ha B3auMojelicTBHe

Edext Ha moManuIoMuJT BEPXY JPYTH JIEKAPCTBEHH MPOAYKTH

He ce ouakBa momanuaoMua a MpeAn3BUKa KITHHUYHO 3HAYUMU (hapMaKOKHHETHIHU
B3aUMOJICUCTBYS TIOPaAN HHXUOMpPaHe WiN HHIyKIus Ha P450 n3oeH3uM nimu mHXUOUpaHe Ha
TPaHCIIOPTEPHUTE, KOTATO Ce MpHIIara €JHOBPEMEHHO ChC CyOCTpaTH Ha T€3U €H3UMHU WIIH
Tpa"cnoptepu. [loTeHanbT 3a MoJ00HN B3aUMOICHUCTBH S, BKIIFOUUTEITHO MOTCHIIUAITHOTO BIUSIHHAC
Ha TIOMaJIHJIOMH/] BbPXY (apMaKOKHHETHKATa Ha KOMOWHUPAHU TIEpPOPATHNA KOHTPAIEITUBY, HE €
KJIMHAYHO JTOKa3aH (BXK. Touka 4.4 TepatoreHHOCT).

Ed)eKT Ha APYTH JCKAPCTBCHU MPOAYKTH BHPXY NOMATUIAOMM L

IMomanunomun ce Mmetabomusupa yactudHo upe3 CYP1A2 u CYP3A4/5. Toli e ¢bI1io ¥ cyOcTpar Ha
P-rauxonporenHa. EMHOBpeMEHHOTO NPUIIOKEHUE Ha TIOMAIMAOMH] C MOLTHUS HMHXHOUTOP Ha
CYP3A4/5 u P-gp xetokoHa3ou1 unu ¢ Motiaus uaaykrop Ha CYP3A4/5 kapbamasenuH HsIMa
KJIMHUYHO 3HAYNM e(eKT BbPXY SKCIIO3HLUATA HA TOMATUIOMU. EXHOBPEMEHHOTO NPHUIIOKEHHE Ha
Mouausa uHxuouTOop Ha CYP1A2 ¢QuryBokcamMuH ¢ moManuaoMu B IPUCHCTBUETO Ha KETOKOHA30,
yBeIMYaBa CpeAHaTa ekcrno3unus Ha nomanugoMun 1o 107% c 90% noseputenen uarepsai [91% o
124%] B cpaBHEHHUE ¢ TOMATHIOMU]T TUTIOC KETOKOHA30J1. [Ipn BTOpO mpoyvBaHe 3a OICHKA Ha
npuHoca camo Ha naxuburop Ha CYP1A2 3a npomenure B MeTabonu3mMa, €THOBPEMEHHOTO
NPUIOKEHHE caMo Ha (IyBOKCaMUH C IIOMAJIMIOMU yBEJIMYaBa CpeJHaTa eKCIo31Ius Ha
nomamuaomMun 10 125% ¢ 90% noseputenen uarepsai [98% no 157%] B cpaBHEHHE caMO C
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nomanuaoMua. Axko morHy uHxuouTopu Ha CYP1A2 (Hamp. munpodIioKcalud, EHOKCAIlMH U
(hyBOKCAaMUH) ce TpuiIaraT eJHOBPEMEHHO C MOMAUAOMU, HamalleTe to3aTta nomanuaoMus ¢ 50%.

JlexcameTa3on

EnHoBpeMEHHOTO MHOTOKPATHO IPUJIOKEHHUE Ha JO3U OT MakcuMyM 4 mg noMmanugomMun ¢ 20 mg a0
40 mg nexcameTasoH (cinab 1o ymepeH unaykrop Ha Hiakonko CYP ensuma, Briarountenno CYP3A)
Ha MaUEeHTH ¢ MYJITUIUICH MUEIIOM HsIMa eeKT BhpXY (hapMaKOKHHETHKATA Ha IOMAITUJIOMH/] B

CpaBHCHUC C IIOMATTUAOMU], ITpUJIarad CaMOCTOATCIIHO.

EdexThT Ha ekcaMeTa3oH BbpXY BapdhapuH He € u3BecTeH. [IpernopbuBa ce BHUMATEIHO Clie/ICHE Ha
KOHIIEHTpaIATa Ha Bap(dapwH 1Mo BpeMe Ha JICYSHHETO.

4.6 @epTHIANTET, OPEMEHHOCT U KbpPMeHe

KeHu ¢ geTepoeH NOTCHIINAI /KOHTDEILICHHI/ISI OpHu MBKE U ) KCHHU

JXenu ¢ nereponeH noTeHIMan TpsiOBa Ja U3MONI3BAT e()eKTUBCH KOHTPAENITHBEH METO. AKO JKEeHa,
JIEKyBaHa ¢ IOMAJIMIOMH], 3a0peMeHee, JeYeHneTo TpsiOBa Aa Obae CIPSHO U MallMeHTKaTa TpsoBa aa
Ob/Ie HACOUEHA 32 OIIEHKA U CHBET KbM JIeKap CHEIUAIHUCT WIN C OIHUT B TEPATOJIOTUATA. AKO
MapTHHOPKA Ha MBXK, JICKYBaH ¢ IOMAJINIOMU, 3a0peMeHee, ce MpernopbyuBa T4 1a ObJe HacOUYeHa 3a
OLICHKA M CHBET KbM JIEKap CHELUANNCT WIH C ONUT B TepaTojorusaTa. [lomanunomun ce cbappka B
qoBelkara crepma. Kato npeamnasna Mspka, BCHUKH MAMEHTH OT MBXXKH I10J1, TpUeMaIi
MOMAJIHIOMUI, TPSOBa J1a N3MOJI3BAT TPE3EePBATHBH NIPE3 ISUIOTO BPEMETPAcHe Ha JICUYSHUETO, 110
BpeMe Ha NMPEKbCBaHE Ha MPUEMa U B IIPOABIDKEHNE Ha 7 JIHU CIie]l IPeKpaTsBaHe Ha JICUYCHUETO, aKO
NapTHHOPKATa UM € OpEMEHHA WJIH C ACTEPOICH MOTEHIMAN U HE TIPOBEX/1a KOHTpALeTILHs (BXK.
Touku 4.3 u 4.4).

Bbpemennoct

IIpu xopa ce oyakBa TepaToreHeH edexT Ha nomanuroMua. [lomanuaomun e poTUBONOKA3aH 110
BpeMe Ha OpEMEHHOCT M NPH JKEHH C IETEPOACH MOTEHIMAJ, OCBEH KOTaTo Ca M3IIbJIHEHH BCUUKH
yCIIOBHSA 32 TIpeAmna3BaHe 0T OpeMeHHOCT (Bk. Touka 4.3 u 4.4).

Kbpmene

He e u3BecTHO Jaym moManuIoOMu ce eKCKpeTHpa B KbpMaTa. [loMamuaoMul ce OTKprBa B KbpMaTa
Ha TUTHXOBE B TIEPHOJ] HA JIAKTAIMS CIIe ] MPUJIoKEeHNEe Ha MarikaTta. [lopaan moTeHInana 3a HeXKeIaH!
JISKapCTBEHU PEaKIMK Ha MOMaIIMIOMU]I IIPH KbpMadeTa, TpSAOBa J1a ce B3eMe PeIICHHE Jalli J1a Ce
MPEKPaTH KbPMEHETO WM JIa C€ CIpe JEKAPCTBEHUS MPOIYKT, KATO C€ B3eMe MPEABU 0a3aTa OT
KBPMEHETO 3a JETETO M 1MOJI3aTa OT TeparmsTa 3a )KeHara.

depTuaurer

YcTaHOBEHO €, ye MOMAIHAOMUJI UIMa OTPULIATEIHO Bb3eHCTBUE BBPXY GEepTHIUTETA U €
TepaToreHEeH NpH )KUBOTHU. [ToManunomun npeMrHaBa npe3 IUIaleHTaTa i ce OTKpHUBA B KPbBTA Ha
II0/1a Cclie/ NpWIoKeHHe IpU OpeMeHHH 3aiiiu (BXK. Touka 5.3).

4.7 EdexTn BbpXy cioco0HOCTTA 32 mo¢upaHe n padoTa ¢ MAIIUHA

[TomanmmoMu OBJIHMSIBA B MaJIKa 0 YMEpPEHa CTETICH CIIOCOOHOCTTA 3a ImodupaHe u padora ¢
MamuHaA. Cho0IaBa ce 3a ymopa, IOHIKEHO HIBO Ha Ch3HAHNE, OOBPKAHOCT U 3aMasTHOCT TIPH
ynotpe0a Ha moMaluAOMUA. AKO ca 3aCerHATH, MAIUEHTUTE TPIOBa Aa ObJIaT MHCTPYKTUPAHHU 13 HE
mogupar, 1a He U3MON3BAT MAIIMHY U J1a HEe U3IBIHSBAT ONMACHH 3a/Ia4H, IOKATO CE JIEKYBAT C
TTOMaJTHIOMUJI.
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4.8 Hexeganu JeKapcTBeHH PeakIMU

PesroMe Ha ipoduia Ha 0€30MaACHOCT

Tomanuoomuo é kombunayusi c 6opme30mMud u OeKcamemason

Haii-yecto cpo0uiaBannTe HapyLIeHUs1 Ha KpbBTa U TuM$HaTa cuctema ca HeyTporneHus (54,0%),
tpombonmToneHus (39,9%) u anemus (32,0%). Jpyru Haii-dyecTo chOOLIaBaHN HEXKETAHN PEaKH
BKJTIOYBAT niepudepHa cenzopHa HeBpomnatus (48,2%), ymopa (38,8%), nuapus (38,1%), 3amek
(38,1%) u nepudepen otok (36,3%). Haii-uecTo choOIIaBaHUTE HEKETAHU PEAKIUU OT 3-Ta WK 4-Ta
CTEIleH ca HapyLIeH!s Ha KPbBTA U TUM(]HATa cucTeMa, BKIIOUUTETHO HeyTponieHus (47,1%),
tpombonmroneHus (28,1%) u anemus (15,1%). Haii-uecto choOmiaBanaTa cepuo3Ha HexelaHa
peakius ¢ maeBMonus (12,2%). JIpyru choOIaBaHu CEpHO3HY HEXKEJIAHU PEaKIIMU BKITFOUYBAT
nupekcust (4,3%), nadexus Ha JoaHuTe quxateanu npruima (3,6%), rpui (3,6%), 6enoapodna
embomus (3,2%), npencepaao MexaeHe (3,2%) u ocTpo 6B0peunHo yBpexaane (2,9%).

Tomanuoomuo 6 kombunayus ¢ dexcamemason

Hait-yecto cho0IIaBaHUTE HEXKENIAHW PEAKIIUH TP KIMHUYHUTE POYYBaHUS ca HAPYIICHUS Ha
KpbBTa 1 TUM(QHATA CHCTEMa, BKIIOUUTENHO aHeMus (45,7%), neytpomnenus (45,3%) u
TpombonmToneHus (27%); o0y HapyimeHust U epeKTH Ha MSICTOTO Ha MPHJIOKEHUE, BKIIIOYUTEIIHO
ymopa (28,3%), mupekcus (21%) u nepudepen orok (13%); 1 nHGeKIMA 1 HHPECTAIHY,
BKItounTeNHO THeBMOHUS (10,7%). 3a nepudepHa HEBpOMaTHsI KaTO HEXKENaHa PEaKIns ce ChoOIaBa
npu 12,3% oT manueHTHTe, 8 BEHO3HU eMOonnyHu i TpoMOotnunu csoutus (VTE) kato Hexxenanu
peakuu ce cboduasat npu 3,3% ot nanuenTure. Hail-uecto cho0L1aBaHnTe HEKENAHU PEAKLIUU OT
3-Ta Wi 4-Ta CTEIeH ca HapyIIeH!Us Ha KphBTA U TUM(QHATa cucTeMa, BKIFOUUTEITHO HEYTPOTICHHS
(41,7%), anemus (27%) u TpombonuTonenus (20,7%); nHGEKMH U HHPECTAINH, BKIIOUYUTEITHO
nHeBMOHHSA (9%); 1 001K HapyIIeHHUs U epeKTH Ha MSICTOTO Ha MPHUJIOKEHUE, BKIIOUUTETHO yMOpa
(4,7%), mupexcus (3%) u nepudepen otok (1,3%). Hali-uecto choOIIaBaHaTa cepro3Ha HEKEIaHa
peakius ¢ maeBMouus (9,3%). Jlpyru choOlaBaHu CEPHO3HU HEIKEIAHN PEaKIIUY BKIIIOYBAT
¢debpunna neyrponenus (4,0%), neyrponenus (2,0%), tpombonuronenus (1,7%) u VTE nexenanu
peakuuu (1,7%).

C’bH.IeCTByBa TCHACHI WA HCIKCIIAHUTC PCAKIUHN [1a Bb3HUKBAT MO-YCCTO IIPE3 IbPBUTC 2 OUKbJIa Ha
JICYCHHUEC C IIOMAJIMIOMU]I.

Tabnwira Ha HEXKEITAHUTE PEAKITUU

Hexxenanute peakuny, HaOI0AaBaHU TIPH TMALMEHTH, JIEKYBaHU ¢ TIOMAJTHAOMHUI B KOMOWHALUS C
00opTe30MuU0 U IeKcaMeTa30H, TOMATUAOMH B KOMOMHALNS C JEKCAMETa30H U OT
MOCTMAapKETHHIOBOTO HabmroaeHue ca n3dpoenu B Tabmuua 7 o cuctemo-oprannu kinacose (SOC) u
YEeCTOTa 3a BCUYKH HEXKEJIaHU PEAKLIUU U 33 HeXKeJIaHUTE Peakluu OT 3-Ta W 4-Ta CTEIeH.

Kareropuure 1o yectora ca feUHUpaH B CbOTBETCTBUE C AKTYATHUTE YKa3aHHs KATO: MHOTO YECTH
(=21/10), wectu (>1/100 o <1/10), mewectu (>1/1 000 no <1/100) u ¢ Hen3BecTHA YeCcTOTA (OT
HAJIMYHUTE JaHHU HE MOXKE J1a Objie HalpaBeHa OICHKA).

Taoauua 7. He:xkenanu peakuun (HJIP), cLoO1enn B KIMHUYHATE U3NUTBAHUS H OT
NMOCTMAPKETHHIOBUSI ONTUT

Kom0unupaHo Jjieuenme Homanumxomun/ Kom0unupaHo jgeyenne
Cucremo-opranes kjac/ Beuuku HJIP ot Beunuku HJIP ot
IIpennoynTan TepMHUH HJIP creneH 3-4 HJIP cremneH 3-4
Nudexunu u nndecranuu

ITneBMOHMS MHoro yectu MHoro yectu

ITaeBmonwst (OakTepuanay, | - - Msuoro gectn | Uectn

BHPYCHH B T'bOMIHU
UHQEKIMU, BKITFOYUTEITHO
OTIOPTIOHUCTHUYHH
UHGEKIINN)
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bponxur MHoro dyectu Yectu Yectu Heuectu
Wndexnus va ropaute | MHOrO uectu Yectn Yectn Yectn
JIMXATEHUA THTUIIA
Bupycna nadekmus Ha | MHOTO YecTH - - -
TOPHHUTE JUXATEIHN
THTHINA
Cencuc UecTtn UecTtn - -
CenTudeH MoK UYectn Uectn - -
HeyTtponenuuen - - Yectu Yectu
CEICHC
Konur, npuunnen ot Yectn Yectn - -
Clostridium difficile
BpoHxonHeBMOHUSA - - Yectu Yectu
Wudekuns Ha Yectu Yecrtu Yectu Yectu
JIMXATEHUTE THTHUIIA
WNudexuus va nomaute | Yectn Yectu - -
JMXaTENHU THTUIIA
benoapobna Yectn Heuectn - -
UHEKIHS
I'pun MHoro dyectu Yectu - -
bpouxuonut Yectu Yectu - -
Wudekuns Ha MHoro dyectu Yecrtu - -
MTUKOYHUTE ITTHUIIA
Hazodapunrur - - Yectn -
Xepriec 30cTep - - Yectu Heuectu
PeaktuBnpane Ha - - C Hem3BecTHA C
xematut B gectoTa* HEU3BECTHA
yectoTa*®
Heonuia3mu — 100poKavyecTBeHH, 3JI0KAYEeCTBEHH M Heonpe/aeaeHH (BKJI. KHCTH U MOJHITH)
bazanHoknerrueH Yectn Heuectu - -
KapIUHOM
bazannoknerrueH - - Heuectn Heuectu
KapIIMHOM Ha KOXaTa
CKBaMO3HOKJIEThYCH - - Heuectn Heuectu
KapIIMHOM Ha KOXaTa
Hapymiennst Ha KpbBTA M TUM(HATA CHCTEMa
Heytponenust MHoro dyectu MmHoro MHoro dyectu MmHoro
YECTH YECTH
TpomObouuToneHus MHoro yectn MHoro MHoro yectn MHoro
YECTH YECTH
JIeBKoneHust MHoro yectu Yectu MHoro yectu Yectu
Anemus MHoro yectu MHoro MHoro yectu MHoro
YECTH YECTH
debpunHa Yectn Yectn Yectn Yectn
HEYTPOTICHHUS
Jlumbonenus Yectn Yectn - -
ITarTONICHUS - - Yectu™ Yectu*
Hapyniennsi HAa HMYHHATA CHCTeMA
AHrnoesnem - - Yectu* Hewectu™
Yprukapus - - Yectu* Heuectn™
AHnadmrakTuaHa C Hem3BecTHA C - -
peakus gectoTa* HEU3BECTH
a gecrora™®
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OTXBBpISHE HA
TPaHCIUIAaHTHPaH
COJIUJICH OpPTaH

C HeusBecTHA -
yecrora*

Hapymenunsi Ha eHI0KPHHHATA CHCTEMA

XUMOTHPEOUANIBM | Hewectun* | - - -
Hapyumennst Ha MeTa00JIM3Ma U XPaHEHETO
Xunokajiuemust MHoro yectu UecTtn - -
XunepriauxeMust MHoro yectu Yectu - -
XunoMarHe3uemust UecTtn UecTtn - -
XHMOKATIUEMHUS Yectun Yectu - -
XumnodochareMus Uectn Yectn - -
XunepkanueMus Yectn Yectu Yectn Yectu
XunepkanuueMus Yectn Yectu - -
XunoHaTpuemMus - - Yectu Yectu
[ToHmXeH aneTur - - MHoro yectu Heuectu
XHurepypuKeMust - - Yectu* Yectu*
TyMoOp-1u3UC CUHAPOM | - - Heuectu™ Heuectu™*
IlcuxnyHM HapyIIeHHUs
bescpHue MHoro yectu Yectu - -
Henpecust Yectu Yectu - -
CocrosiHue Ha - - UecTtu Uectn
00BPKaHOCT
Hapyuienusi Ha HepBHaTa cUcTeMa
[Tepudepna cenzopra | MHOTO YecTH Yecrtu Yectu Heuectu
HEBpOMNaTHs
3amasiHOCT MHoro yectu Heuectu UecTtn Heuectu
Tpemop MHoro yectu Heuectu UecTtn Heuectu
CuHkon UYectn Uectn - -
[Tepudepna cenzopuno- | Yectn Yecrtu - -
MOTOpHA HEBPOMATHSI
[Tapecresus Yectn - - -
Hucreyzus Yectu - - -
[TonmxeHo HUBO Ha - - Yectn Yectu
Ch3HAHHE
Brrpeuepenen - - Yectu* Heuectu*
KPBHBOM3IINB
Mo03bUHO-CHIOB - - Hewectn* Hewectu™
WHITUJICHT
Hapymennst Ha ouuTe
Karapakra | Yectn | Yectu | - | -
Hapyumienust Ha yX0TO ¥ JJaOMpPUHTA
Bepturo | - | - | Yectu | Yectu
Chbpaeynn HapylieHust
[Ipeacepano mexaeHe | MHoro yectu Yectu Yectu* Yectu*
Copacdana - - Yectu* Yectu*
HEJAOCTaThYHOCT
Wndapkr Ha MuOKapaa | - - Yectu* Heuectu™*
ChaoBu HapylmeHust
JIp100Ka BeHO3HA Yectu Heuectn Yectu Heuectn
TpoMO03a
XunoToHust UecTtn UecTtn - -
XuneproHust Yectn Yectu - -
PecniuparopHu, rpbAHU U METUACTUHAIHYI HAPYIICHUS
Jucnues Mnoro gectu Yectu Mmnoro gectu Yectu
Kanutnna MHoro yectu - MHoro yectu Heuectu
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Benonpobna embonust | Yectn Yectu Yectu Heuectu
Enmcrakcuc - - Yectu™* Hewectu™
WnTepcTunmanya - - Yectu* Heuectu™
OemoipobHa boect
CToMalHoO-YpeBHHM HAPYIIEHHSA
Huapus MHoro dyectu Yectu MHoro dyectu Yectu
IToBpbiiane MHoro dyectu Yectu Yectu Yectu
T'agene MHoro uectu Heuectn MHoro uectu Heuectn
3anek MHoro yectu UecTtn MHoro yectu UecTtn
Kopemna 6omka MHoro dyectn Yectn - -
boinka B ropHara yact | Yectu Heuectu - -
Ha KopeMa
Cromatut UecTtn Heuectu - -
Cyxora B ycTara Uectn - - -
AboMuHaITHA Yectn Heuectn - -
JIUCTEH3US
CroManrHo-uypeBeH - - YecTtu Heuectu
KPBHBOM3IINB
XenaToOuauapHu HAPYIIeHUsA
Xunepounupyounemu | - - Heuectn Heuectu
s
Xenatur - - Heuectn™ -
HapyuieHnsi Ha K0KaTa M MOAKOKHATA ThKaH
O06pus MHoro dyectu Yectu Yectu Yectu
[Ipypuryc - - Yectn -
JlexapcTBeHa peakuus | - - C HeusBecTHa C
C €O3UHODWITUS U gectoTa™ HEU3BECTHA
CHUCTEMHHU CHMIITOMH yecToTa™
Tokcuuna - - C HeusBecTHA C
enuIepMaiHa gectoTa* HEU3BECTHA
HEKpOJIH3a gecToTa*
Cunnmpom Ha Stevens- | - - C Hem3BecTHA C
Johnson gectoTa* HEU3BECTHA
yecToTa™
Hapyuiennst Ha MYCKYJHO-CKeJI€THATA CHCTEMA U CheANHUTETHATA ThKaH
MyckynHa cmaboct MHoro dyectu Yectu - -
Bonxka B repba MHoro yectu UecTtn - -
Bbonka B kocTute UecTtn Heuectu MHoro yectu UecTtn
MycKyJIHM cia3Mu MHoro dyectu - MHoro dyectu Heuectu
Hapyumiennsi Ha 0bOpelnUTe M MMKOYHUTE MHTHINA
OcTtpo 6B0pedHo Yectu Yectn - -
YBpEKAAHE
XpouuuHo 060peuno | Uectn Yectu - -
YBpeXaaHe
3agbppkaHe Ha ypuHa Yectn Yectu Yectn Heuectn
BbrOpeuna - - Yectn Yectn
HEAOCTaThYHOCT
Hapyumiennsi Ha Bb3NPOU3BOAUTEIHATA CUCTEMA U IbpaaTa
boiika B Taza | | | Yectu | Yectu
OO0mm Hapymienusi M e)eKTH HA MACTOTO HAa MPHJIOKEHHE
YMopa MHoro yectu UecTtn MHoro yectu UecTtn
ITupexcust MHoro dyectu Yectu MHoro dyectu Yectu
[Tepudepen oTok MHoro dyectu Yectu MHoro dyectu Yectu
I'pbaHa Gonka ot Yectn Yectn - -
HECHPACUEH MPOU3XO0]
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OTtok | UYectn | Uectn | - | -

M3caenBanus
[ToBuiieHa ajgaHuH Yectu Yectu Yectu Yectu
amMuHOTpaHcdepasa
IToHmkeHo Terio Yectu Yectu - -
Hawmanen 6poit - - Yectn Yectu
HEYTpOopHIN
Hawmanen 6poii 6enn - - Yectn Yectn
KPBBHH KIIETKH
Hawmanen 6poit - - Yectn Yectu
TPOMOOIIUTH
[ToBuiieHa mukoYHa - - YecTu* Heuectn*
KHCEJIMHA B KPHBTA

HapaHsiBanusi, OTPaBSAHUS M YCJIOKHEHHS, Bb3HUKHAJIM B Pe3YJITAT HA HHTEPBEHIIUH
ITanane | Yectu | Yectu | - | -

* CpoOIIeHH TPU TTOCTMapPKETHHTOBAaTA YIoTpeoa.

Omnucanne Ha N30paHU HEXEIAHN PEAKIINHU

YecToTuTe B Ta3M TOYKA Ca OT KIMHUYHU MPOYYBAHUS MIPU MAIMEHTH, [TOJTyYaBally JICUYCHUE C
TOMATHIOMUJ] B KOMOMHAIMS Win ¢ 6opTe3omud u aexcamerazoH (Ilom+br3+]exc), wim ¢
nexcametaszoH (ITom+]lekc).

Tepamozcennocm

[MomamunoMuz € CTPYKTYPHO CPOJICH C TATUIOMUI. TaauIoOMUI € H3BECTHO TEPATOICHHO aKTHBHO
BEIIECTBO MPU X0Opa, KOSTO MPUYMHABA TSIKKH KUBOTO3ACTPAIIIABAIIY BPOICHH Ne(hEeKTU. Y CTAHOBEHO
e, 4e TIOMAUJOMU]] € TEPATOTEHEH U MPH TUTHXOBE, U MIPH 3aiIlM, KOTaTO CE MpHJIara B eproja Ha
OCHOBHATa OpraHoreHesa (Bx. Touku 4.6 1 5.3). AKo Ipu Xopa 1o BpeMe Ha OpeMEHHOCTTa ce IpreMa
MTOMAaJTUAOMUJI, CE OYaKBA TEPATOTCHEH eeKT (BXK. Touka 4.4).

Heymponenus u mpomooyumonenus

Heyrponenus p3unkBa npu He noseue oT 54,0% (ITom+b13+/ekc) ot manuenture (47,1%
(ITom+b13+/ekc) ot 3-ta unu 4-ta crenen). Heytponenusita Boau 10 IpeKpaTsiBaHe Ha MOMaTHIOMUJL
mipu 0,7% OT MaIrieHTUTE U HE YeCTO € Cepruo3Ha.

®ebpunna veyrponenus (PH) ce cpobmasa npu 3,2% (ITom+bT3+/lekc) oT namuenTure u 6,7%
(ITom+/[Iexc) ot maumenTute u € cepuosna npu 1,8% (Ilom+br3+/lexc) or manuenture u 4,0%
(ITom+/lekc) ot nmarueHTUTE (BX. TOukH 4.2 11 4.4)

TpomboruTonenus Bp3HuKBa Ipu 39,9% (Ilom+b13+/lekc) ot marmmentute u 27,0% (Ilom+ [ekc) ot
narerTute. TpoMOonuToneHusTa € ot 3-ta wim 4-ta crened npu 28,1% ([lom+br3+/lekc) ot
namuentute u 20,7% ([lom+/lexc) or mauneHTHTE, BOAU 10 NpEeKpaTsABaHe Ha MOMaTHJOMUJ IPU
0,7% (ITom+bt3+/lexc) u 0,7% (Ilom+/exc) oT manmenture u € cepuosna npu 0,7%
(ITom+b13+Mlexc) u 1,7% (Ilom+/lexc) ot manmentute (Bx. Touku 4.2 u 4.4).

HeytporieHnus 1 TpoMOOIIUTONICHUSI OOMKHOBEHO BH3HUKBAT I0-YE€CTO B PAMKHUTE HA ITEPBUTE
2 HKBJIa OT JICYCHUETO ¢ TIOMAIHIOMHK/]] B KOMOUHAIIMS WK ¢ OOPTE30MHUO U AEKCaMETa30H, HiIH C
JIeKcaMeTa30H.

HUnghexyus
Hudekuusra ¢ Hali-uecTaTa HEXeMAaTOJOTHYHA TOKCHYHOCT.

WNudexnus Bp3uukBa npu 83,1% (IMom+br3+/lekc) ot marmentute u 55,0% (ITom +/lekc) ot
narmentute (34,9% (Ilom+b13+/exc) u 24,0% (Ilom+/ekc) ot 3-ta nnm 4-ta ctenen). Madekuus Ha
TOpPHUTE JUXaTEIHH TbTHUILA U THEBMOHUS ca Hail-uecTo Bb3HUKBaluTe nHGekuun. Madekunn c
netaneH u3xox (5-ta crenen) Be3HUKBAT pu 4,0% (Ilom+b13+/lekc) ot manmentute u 2,7%
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(ITom+/exc) ot manmenTure. MadEKATE BOAAT A0 IpeKpaTsIBaHe HAa TOMaTHIOMHUL IpH 3,6%
(ITom+b13+/lexc) ot marmentute u 2,0% (Ilom+ Jlekc) ot manmeHTuTe.

Tpomboembonuunu cooumus

[MpodunakTrkara ¢ aleTUICATAIUIOBA KACENWHA (M APYTH AHTHKOATYJIAHTH MPH BUCOKOPUCKOBH
MAIUCHTH) € 3aIbJDKUTEITHA 32 BCHUKY TAIIMeHTH B KIIMHUYHATE Tipoy4BaHusl. [IpenopruBa ce
AHTHKOATyJallMOHHA Tepanus (OCBEH aKo HE € MPOTUBONOKAa3aHa) (BK. Touka 4.4).

Benosuu tpomboembonuunu croutust (VTE) Bp3nukBar npu 12,2% (Ilom+br3+ekc) u 3,3%
(ITom+/[exc) ot manmenTure (5,8 % (Pom+Btz+Dex) u 1,3% (Ilom+/lekc) ot 3-ta unu 4-Ta cTeneH).
VTE ce crobmaBar kato cepuo3uu npu 4,7% (Pom+Btz+Dex) u 1,7% (ITom+]lekc) ot nmanueHTure,
He ce ch0OIIaBaT peakiuy C JeTaleH U3X0/ OT KIMHUYHKUTE poyyBanus, a VTE ce cBbp3Bart ¢
MpeKpaTsBaHe Ha IOMaTuIoOMuUA ipu He moseye ot 2,2% (Ilom+br3+/ekc).

IHepugepna nesponamus — [lomanudomuo 6 kombunayus ¢ bopme3omud U OeKcamemason

[NaruenTu ¢ HamuvHA ieprud)epHa HEBPOMATHSI > CTENeH 2 ¢ 00JKa B paMKUTe Ha 14 1HU nipeau
PaHIOMHU3AIMSITA Ca U3KITFOUSHH OT KIIMHUYHUTE U3nuTBaHus. [lepudepHa HeBponaTus Bh3HUKBA IIPH
55,4% ot marmenture (10,8% ot 3-ta crenen; 0,7% ot 4-ta crenen). Kopurupanara cpsimMo
SKCITO3UIIMTA YECTOTA € CpaBHUMA MPU Pa3IUUUTE paMeHa Ha yiedenue. [lpubnusurenno 30% ot
MaIMEHTHTE, TONYYIITH NeprudepHa HEBPOIaTHs, UMAT aHAMHE3a 32 HEBPOIATHUS Ha H3XOTHOTO HHBO.
[lepudepnara HeBpomaTHs T0BEXIa 10 cripane Ha OopTezomud npubmusurenao npu 14,4% ot
NnauyMeHTuTe, nomManuaomMun npu 1,8% u nekcamerason mpu 1,8% oT naluueHTUTE B paMOTO HA
[Mom+bT3+/ekc u 8,9% ot nanuenture B pamoto Ha br3+/lekc.

Tepugepna nesponamus — nomManudoMuod 8 KOMOUHAYUs ¢ OeKCAMEMA30H

[TanmenTn cbe chuiecTByBalla nepudepHa HEBPONATHA > 2-pa CTENEH ca N3KIIOUEHH OT KIMHUYHUTE
npoyuBanus. [lepudepna HeBponarus Bb3urkBa pu 12,3% ot nanmenture (1,0% ot 3-Ta wim 4-ta
crenieH). He ce cho0maBar cepuo3Hu peakuy Ha nepudepHa HeBponaTus; nepudepHaTa HEBpOIaTHsI
BOJIU JI0 MIpeKpatsaBaHe Ha npuemMa npH 0,3% oT nanueHTute (BX. Touka 4.4).

Kpweousius

[Tpu ynorpebata Ha TOMaIHIOMH/] CE CHOOIIABAT XEMOPArHuHU HAPYIICHSI, 0COOCHO MPU MAIUESHTH
C PUCKOBHU (PaKTOPH KaTO €JHOBPEMEHHO MpHIIaraHu JIGKAPCTBEHH MPOJIYKTH, KOUTO yBEIHYaBaT
MPepasnoioKEeHUETO KbM KbpBeHe. XeMOparnaHUTe ChOUTHS BKIIFOUBAT CMTUCTAKCUC, BhTPEUEPEICH
KPBBOU3IIKB U CTOMAIIIHO-YPEBEH KPbBOU3IUB.

Anepeuunu peaxkyuu u medscKu KO*CHU peaKyuu

CnoO111aBa ce 3a aHruoeieM, aHaUIIaKTHIHA PEaKIUsI M TSHKKU KOYKHH PEaKIliH, BKIIIOUUTEIHO SIS,
TEN u DRESS, npu ynorpe6a na nomanunomua. [lannentu ¢ anamnesa 3a TeXXbK 00pUB, CBBP3aH C
JieYeHHe C JICHATUJOMU/I WK TaTUJOMU, HE TPSAOBa Aa MOIy4aBaT MOMaIHuIOMUL (BXK. Touka 4.4).

Ieouampuuna nonynayus

Hexenanute peakiyu, 3a KOUTO ce€ ChOOIIaBa MpH MeAUATPUYHY MAIUEHTH (Ha BB3pacT OT 4 J10
18 rouHM) ¢ PEUANBUPAIIHN WITH IPOTPECUPALA MO3BYHU TYMOPH, ChOTBETCTBAT HA N3BECTHUS
mpodui Ha 0€30MaCHOCT Ha MOMATUAOMUJ ITPH B3PACTHU HallMEeHTH (BXK. TOYKa 5.1).

C’BO6H_IaBaHe Ha Imoa03upadH HCXCIIaHU PCAKITUN

Cro0I11aBaHeTo Ha MOJI03UPAHU HEKEIIAHN PEaKIIUU CIiel] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOJYKT € BaXKHO. TOBa MO3BOJISIBA J]a MPOIBIIKK HAOIIOICHUETO Ha CHOTHOIIICHUETO T0JI3a/PUCK 32
JIEKapCTBEHHS MPOAYKT. OT MEIUIIMHCKUTE CIICITHAINCTH CE M3MCKBA J1a ChOOIIaBaT BCsKa
MOI03MPaHa HeXKeIaHa PeaKilys Ype3 HaI[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, OCOYCHA B

[Mpunoxenue V.

4.9 Ilpeno3upane
[Ipoydenu ca no3u momamumpomMua g0 S0 mg KaTo eAMHUYHA 71032 MIPH 3IpaBu 100poBoIIIH, Oe3 1a ce
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ChOOIIaBaT CEpHO3HH HEXXETIaH! PEaKIiy, CBbp3aHu ¢ nmpeno3upane. [Ipoyuenn ca go3u go 10 mg,
MpHIaraHd MHOTOKPATHO BEAHBXK THEBHO MPH MAIMEHTH C MYJITUIUIEH MUENIOM, 0e3 1a ce cho0IIaBa
3a CEpPHO3HU HEXKEIAHU PEaKIMU, CBbP3aHU C Mpeo3upane. Jlo3omumMuTrpaniata TOKCHIHOCT €
MUeNnocymnpecus. B mpoydBaHus € yCTaHOBEHO, Y€ TIOMAIMIOMH/] CE OTCTPAHSIBA Ype3 XeMOJHUaTN3a.

B cnyqaﬁ Ha OpeaAO3HUpPaHC CC MPETIOPBHUBA MOAABPIKAIILO JICUCHUC.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @apmakoaMHAMUYHHU CBOIiCTBA
®dapmakoTepaneBTHuHa rpyna: Mmynocynpecopu, Ipyru umynocymnpecopu, ATC xoa: L04AX06

MexaHU3bM Ha JIEHCTBUE

[NomanupoMua npurexana TUPEKTHA aHTUMHUEIIOMHA TYMOPHIIMIHA aKTUBHOCT, UMYHOMOTYJINPAIIIO
JeiicTBUE U MHXUOHUpa IPUHOCA Ha CTPOMAJIHUTE KIIETKH 32 pacTeXa Ha TYMOPHUTE KJIETKU Ha
MYJITHILICHUS. MUeTI0M. [10-KOHKpEeTHO MOManuaoOMua HHXHOUPA npoaudepannsaTa 1 HHIYIHpa
aronTo3aTa Ha XeMaTOIIOCTUYHU TyMOPHH KiIeTKH. OCBEH TOBa MOMAaIHIOMUA HHXUOUpa
nposindepanysTa Ha JIEHaIUI0OMUI-PE3UCTEHTHHU KIIEThYHHU JIMHUM Ha MYJITUILICHUS] MUEJIOM U UMa
CHHEPTHUYHO JIEHCTBHE C IEKCAMETa30H KaKTO MPH JICHAINIOMH/I-CCH3UTHBHH, TaKa U MPH
JIEHAJINJOMU-PE3UCTEHTHH KIETHYHH JIMHUY, 3a J1a MHYLIHpa allonNTo3a Ha TYMOPHUTE KIIETKH.
[Momanunomun 3acuiBa MeauUpanus oT T-kieTkuTe u ectectBeHute kietk youitnm (NK - Natural
Killers) umyHuTeT 1 MHXHUOUPA MPOU3BOJICTBOTO HA MPOBB3MANUTEIHN IUTOKUHY (Harp. TNF-o u IL-
6) ot mononutuTe. Ilomanuromun HHXHOUpa U aHTHOTeHe3aTa Ype3 OJIOKMpaHe Ha MUTpalusATa 1
aIXe3usTa Ha €HJOTEITHUTE KIETKH.

[TomammmoMun ce cBbp3Ba mpsiko ¢ mporenHa 1epedaon (CRBN), koiiTo e gacT ot E3 nurazen
KOMIUIEKC, BKITFOUBAIIl CBHP3BAIlUs YBpeeHa Je30kcupruoonykienHoBa kucenuna (JIHK) mporeunn 1
(damage-binding protein 1, DDB1), kynun 4 (cullin 4, CUL4) u perynarop Ha kyaunute 1 (regulator
of cullins 1, Rocl), u Moke 1a naxubupa apToyoukeuruaupanero Ha CRBN B komiuiekca. E3
yOWKBUTHH JINTA3UTE Ca OTTOBOPHHU 32 MOJUYOUKBUTHHUPAHETO HA Pa3INYHU MPOTEUHU CYyOCTpaTH U
C TSIX MOTaT OTYACTH Jia c€ OOSCHSAT IUIEHOTPOITHUTE KIEThUHU e(peKTH, HaOII0JaBaH! TIPH JICYEHUETO
C IOMaJIMAOMHUI.

In vitro, B IpUCHCTBUETO Ha MOMAJIHIOMUA, IpoTenHNUTe cyOcTpaTth Aiolos and Ikaros ca tapret 3a
yOMKBUTHHHpAHE U MOCIIEABAIIO Pa3rpaskaaHe, KOeTO BOIH JI0 MPEKH IUTOTOKCHYHU U
UMYHOMOJYJIaTOPHU e(DeKTH. [n vivo TepanusaTa ¢ HOMaIUJOMH]] BOIU O HaMaJsiBaHEe Ha HUBATa Ha
Ikaros npu manueHTUTe C peUuANBUPAI JICHATHIOMUA-PeHPAKTEPEH MYITUILICH MUEIIOM.

Kanangna egbI/IKaCHOCT 1 0€30IMacHOCT

Homanudomuo 6 xomburayus ¢ Gopme3omMud u dexcamemazom

EdukacHocTTa 1 6€30MacCHOCTTA Ha MOMAIKUAOMHU B KOMOMHAIIKA ¢ OOPTE30MHO M HUCKA 71032
nekcameta3oH ([Tom+br3+H/I-/lekc) ca cpaBHEeHN ¢ 60pPTE30MHUO U HUCKA /1032 JCKCAMETa30H
(br3+H/I-/lexc) B enHO MHOTOLICHTPOBO, paHAOMHU3UPAHO, OTKpUTO NpoyuBaHe daza Il (CC-4047-
MM-007) npu jeKyBaHU IPeAH TOBA Bb3PACTHU MAILMEHTH C MYJITUIUIEH MUEJIOM, KOUTO Beye ca
HOJIYYMJIM Hall-MaJIKO eJHa IPeaX0JHa CXeMa, BKII0YBaIla JICHAIMAOMU], U ca II0Ka3aIl Iporpecus
Ha 3a00Js1BaHETO MO BpEeMeE Ha TMOCJIeAHATa Tepanus Wi cien Hes. O0mmo 559 nanueHTH ca BKIIIOYCHU
U paHOMHU3HpaHH B mpoyuBaHeTo: 281 B pamoro Ha [lom+br3+H/I-Jlexc u 278 B pamoro Ha br3+H/I-
Hexc. 54% oT nanmMeHTHTe ca MbXe C MeJIMaHa Ha Bb3pacTTa 3a IsuiaTta Mmomyamms 68 roJuau (min,
max: 27, 89 rogunn). llpubausurenno 70% ot nmanuenture ca pedpaxrepuu Ha JeHanuaomun (71,2%
npu Hom+br3+H-Hekce; 68,7% npu br3+H-ekc). [Ipubnusurenno 40% ot nauuentute ca ¢ 1-Bu
peuraB U TPUOIH3UTENHO 73% OT MAIMEHTHTE ca MOIYYMIH OOPTE30MUO KaTO TPEIXOXKIAIIO0
JIeYEeHHUE.
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Ha manmentute B pamoro Ha [Tom+bT3+H/I[-/lekc ca npumoskern 4 mg NOMaTuAOMHUT IEPOPATHO B
Iuau 1 1o 14 ot Beekn 21-nneBen mukbi. bopresomu6 (1,3 mg/m?/n03a) e npuiaran Ha MAalUEHTUTE U
B JIBETE paMeHa Ha npoy4saHeTo B [lnu 1,4, 8 u 11 ot 21-nHeBHuUsA 1uks 3a Lukmm ot 1 10 §; u B
Huu 1 u 8 ot 21-gHeBHus nukbia 3a Hukau 9 u cnenpanm. Hucka no3a nekcameraszon (20 mg/neH

[£ 75-ronuiHa Be3pacT] win 10 mg/nen [> 75-roauiiiHa Bb3pacT]) € MpuiiaraHa Ha MalueHTUTE U B
JBeTe pameHa Ha npoyuBaHeTo B JAuu 1, 2,4, 5, 8,9, 11 u 12 ot 21-nHeBen uukbi 3a Hukmm ot 1 g0 §;
uB Juu 1, 2, 8 1 9 ot Bceku cnenpai 2 1-aHeBeH HUKBI OT L{ukba 9 Hatathk. Jlo3uTe ca HaMajleHu U
JIEYCHUETO € BPEMEHHO NMPEKHCHATO MW CIPSHO MPH HYX 4, 3a JIa C€ KOHTPOIHPa TOKCUIHOCTTA (BIXK.
Touka 4.2).

[IppBrYHaTa KpaiiHa TOUYKa 3a e(h)UKACHOCT € mpexkuBsieMocT 0e3 nmporpecus (PFS), onieHena ot
He3aBucuMm xomuter 3a oreHka Ha otroBopa (Independent Response Adjudication Committee, IRAC),
cniopen kputepunte Ha IMWG, kaTo e u3noii3BaHa MmomyianusaTa, moaiexaria Ha sedenue (ITT).
Crnen menmana Ha npocrnenaBane 15,9 mecerna meananata Ha Bpemerto Ha [1BIT e 11,20 mecena (95%
JU: 9,66; 13,73) B pamoto Ha [Tom+b13+H/I-/lekc. B pamoro nHa br3+H/I-/lekc Mmenmanara Ha
Bpemeto Ha [1BI1 e 7,1 mecena (95% JU: 5,88; 8,48).

PestomMe Ha 00ImIMTE JaHHU 32 e()UKACHOCT € MpejcTaBeHo B Tabmuia 8, kaTo e u3noi3Bana jaara Ha
3akrouBaHe Ha ganauTte 26 okromBpu 2017 . KpuBu na Kaplan-Meier 3a I1BI1 3a nomymamusra [TT

ca npeacraseHy Ha Purypa 1.

Tabauna 8. Pe3roMe Ha 001UTE TAHHU 32 e(PUKACHOCT

ITom+bT3+H/I-deke br3+H/-exc

(N =281) (N =278)
I BII (mecenu)
Menunana® Ha BpemeTo (95% 11,20 (9,66; 13,73) 7,10 (5,88; 8,48)
J)°
HR® (95% [WN), p-cToiiHocT" 0,61 (0,49; 0,77); <0,0001
ORR, n (%) 82,2% 50,0%
sCR 9(3,2) 2 (0,7)
CR 35(12,9) 9(3,2)
VGPR 104 (37,0) 40 (14,4)
PR 83 (29,95) 88 (31,7)
OR (95% JAN)", p-cToriHOCT® 5,02 (3,35; 7,52); <0,001
DoR (Mecenn)
Menauana® Ha BpeMETO ) )
(95% JTI)S 13,7 (10,94; 18,10) 10,94 (8,11; 14,78)
HR*® (95% JAN) 0,76 (0,56; 1,02)

br3 = 6oprezomu6; IU = [loBepurenen unrepsan; CR = ITsnen orroBop (Complete response); DoR = IIpoabmkUTeTHOCT Ha OTTOBOpa
(Duration of response); HR = Koeduuuent na puck (Hazard Ratio); H/-/lekc = Hucka no3a aekcamerason; OR = CpoTHOLICHHE Ha
mrancosete (Odds ratio); ORR = YecroTa Ha 061 otroBop (Overall response rate); I1bI1 = IIpexussiemoct 6e3 nporpecust; [IOM =
nomayuaomun; PR = Yactuuen otrosop (Partial Response); sCR = Ctpor menen otroBop (Stringent complete response); VGPR = MHoro
n00bp yactudeH otroBop (Very good partial response)

* MenuanaTta ce 6a3upa Ha u3uncienuero mno Kaplan-Meier.

595% JIU 3a meauaHata

* Ha 6a3ata Ha Mozien Ha CoX 3a IPONOPILIMOHAIHOCT HAa PUCKa

" p-CTOHHOCTTA Ce OCHOBaBa Ha CTPAaTU(UINPaH JOTapUTMUIHO IPeoOpa3yBaH PAHTOB TECT

* CpoTtHowIeHuero Ha maHcoBete € 3a [Tom+br3+H/I-[exc:br3+H/I-[ekc

¢ p-cToiiHocTTa ce ocHoBaBa Ha CMH Tect, cTpatuduipan no Be3pact (<=75 cupsiMo >75); 6poii NpeanIIH aHTHMHEIIOMHH cxeMH ( 1
crpsiMo >1), u bera-2 MuxpornoOymuH npu ckpuauHra (< 3,5 mg/l copsimo > 3,5 mg/l; < 5,5 mg/l cnpsamo > 5,5 mg/l).

Menunanarta Ha IpOJBIKUTEITHOCTTA Ha JIedeHUeTo e 8,8 mecena (12 neyeOHN IHMKBIa) B pAMOTO Ha
[om+b13+H/I-exc u 4,9 mecena (7 neueOHu 1uKbiIa) B pamoto Ha br3+H/I-Jekc.

IIpenumcTtBOTO MO oTHOIIEHUE Ha [1BII e mo-u3pazeHo npu NarMeHTUTe, KOUTO Ca MOTYUUIIA CaMO
¢/IHa TIpe/IIIecTBallla TepaneBTUYHA JIMHUS. [Ipy manueHTuTe, KOUTO ca moyydwin 1 nmpeamecTpaa
aHTUMHUEIIOMHA TUHUS, Mennanarta Ha BpemeTo Ha [1BI1 e 20,73 mecema (95% JU: 15,11; 27,99) B
pamoto Ha ITom+br3+H/I-Jlexc u 11,63 mecena (95% JU: 7,52; 15,74) B pamoto Ha br3+H/I-/lekc.
[Tpu nedenueto c [lom+b13+H/I-/lekc ce HabromaBa 46% Hamanenue Ha pucka (HR = 0,54; 95% J1U:
0,36; 0,82).
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®@urypa 1. IIpe:xxkuBsieMocT 0e3 nmporpecusi Ha ocHoBaTa Ha nperjen ot IRAC Ha oTroBopa
crnopen kputepuute Ha IMWG (cTpaTu(uuMpaH JOrapuTMHYHO MPeodpa3yBaH
paunros tect) (ITT nonmynanus)

10 1: IOM+BT3+HA-AEKC
: & #a 2:BT3+HI-IEKC
0.9 Cobutus: 1 =154,2 =162
’ Logrank P-croitHocT Ha = < 0,001 (nBycTpaHHO)
HR (1 cnpsamo 2) (95% CI): 0,61 (0,49; 0,77)
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PFS - Bpeme 0T paHIOMU3aIHATA (MECEIH)
Jlara Ha 3akirouBaHe Ha JaHHUTE: 26 okTOMBpHU 2017 T.

OxoHuaTeNeH aHaau3 3a ooma npexupsemMoct (OS), KaTo € U3MMoI3BaHa aTa Ha 3aKII0YBaHe Ha
nmaunauTe 13 Mait 2022 1. (MeauaHa Ha IeproIa Ha IpocieasBane 64,5 Mecera), MenraHara Ha
BpeMeTo Ha obmiara npexussieMoct (OS) ot nzuncnenusta no Kaplan-Meier e 35,6 mecena B paMoTo
Ha [Tom+b13+H/I-Zlekc u 31,6 mecena B pamoro Ha br3+H/I[-Zlekc; HR = 0,94; 95% CI: -0,77; 1,15, ¢
o6m1a yectota Ha croutHsita 70,0%. AHanu3bT Ha OS He € KOpUTHPaH, 32 J]a ce B3eMAaT MPeIBUI
MOJIyYEHUTE BIIOCIICICTBUE TEPAIIHH.

Tomanuoomuo 6 kombunayus ¢ dexcamemason

EduxacHoctra 1 6€30macHOCTTa Ha MOMATHIOMU/I B KOMOMHAIHS C IEKCAMETa30H ca OLICHEHH B €IHO
MHOTOLIEHTPOBO, PAaHIOMHU3UPAHO, OTKPHUTO MpoyuBane ¢aza III (CC-4047-MM-003), kpaeto
TOMaTHIOMUJT TUTIOC JISUCHHE ¢ HUCKa 11o3a AekcameraszoH (Ilom + HJ/I-Jlekc) ce cpaBHsABA ¢ BUCOKA
103a AeKcaMeTasoH, npuiaran camoctosrento (BJl-Zlexc), mpu B3pacTHU HNAITUSHTH C PEITUANBUPAIT
U pedpakTepeH MyJITHILICH MUEJIOM C IIPEIXOJHO JISUeHHE, KOUTO ca MOJYYHIN Hali-MaJIKo J1BE
MIPEIUIITHA JeUeOHN CXeMH, BKIIOYBAIIN KAaKTO JICHATUIOMUI, Taka 1 00pTe30MHU0, 1 ca MmoKazain
nporpecus Ha 3a00JIIBaHETO MpH Nocieanara tepanus. O0mo 455 manueHT ca OWIM BKITIOUSHH B
npoyuBaneTo: 302 B rpynara Ha [Tom + HJI-Jlekc u 153 B rpynara Ha B/I-Jlekc. MHO3HHCTBOTO OT
nareHTuTe ca ommm muxke (59%) u 6enn (79%); Mequanata Ha Bb3pacTTa 3a IsU1aTa MOIMyJIaIus €
64 ronuan (MuH, Makc.: 35, 87 ronuHM).

Ha nanmenTtute B pamoto Ha Ilom + HJI-Jlexc e npunaran 4 mg NoMaJluJOMH/] IEPOPAITHO B THU OT
1-Bu 1o 21-Bu ot Bceku 28-mHeBeH mukbi. H-/lexc (40 mg) e mpunarad BeIHBX THEBHO B JHU 1-BH,
8-mu, 15-ti m 22-pu ot 28-gHeBeH Kb, [Ipn pamoro Ha B/I-/leke, nekcameraszon (40 mg) e
MpUJIarad BeJHBK THEBHO B IHU OT 1-BU A0 4-1U, OT 9-T1 10 12-T1 11 0T 17-TU 10 20-TH OT 28-THEBEH
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nuKbIL. [laruenTn > 75-ToauiHa BB3pacT ca 3arovHaiy Jiedenue ¢ 20 mg grexcameTasoH. JledeHneTo
€ MPOBIDKUIIO JIO TIPOTPEecHs Ha 3a00JISIBAHETO.

[TppBUYHATA KpaiiHa TOUYKa 32 e(UKACHOCT € TIPEKUBAEMOCT 0e3 IPOTPECHUs CIIOPE/T KPUTEPUUTE HA
MexnyHapoaHaTa padoTHa rpyma 3a MuesioM (International Myeloma Working Group, IMWG). 3a
nomynanusara, nojexania Ha geuenne (ITT) meauanara na Bpemeto 1o [1BI1 ouenena ot HezaBucum
KOMHTET 3a oueHka Ha otroBopa (Independent Response Adjudication Committee, IRAC), na 6a3ara
Ha IMWG kpurepuute, ¢ 15,7 cenmumm (95% JAU: 13,0; 20,1) B pamoto Ha ITom + HJI-/lekc;
M3YHUCIICHATA YECTOTa Ha PEKUBIEMOCT 0e3 crouTus 3a 26 cemmuiu e 35,99% (+3,46%). B pamoto
Ha BJI-Jlexc menuanara Ha BpeMeTo a0 I1BI1 e 8,0 cenmuru (95% IAU: 7,0; 9,0); nzuucnenara
4eCcTOoTa Ha IPEXKUBsIEMOCT 0e3 chouTus 3a 26 ceamuim e 12,15% (£3,63%).

[BII e onieHeHa MpHU HAKOJIKO PEJICBAHTHH MOATPYITH: TOJI, paca, PYHKIIMOHAIHO ChCTOSHUE T10
ECOG, crpaTtudukanmonau HakTopu (BB3pacT, MOMYJaIUs ChC 3a00JIIBaHe, TPEAUIITHN
AHTHUMHEJIOMHH Tepanu [2, > 2]), moadpaHu mapaMeTpH ¢ MPOrHOCTUYHO 3HaYCHHE (M3X0HO HUBO
Ha OeTa-2 MUKpOTIIO0YIJIMH, U3XOIHN HUBA Ha AI0yMUH, ObOPEYHO YBPEKIAHE HA U3XOAHO HIUBO U
IUTOTEHETUYCH PUCK) U SKCIIO3UIHS U pe(ppaKkTEpHOCT HA MPEAUIITHN AaHTUMHUEIIOMHH TEPaITUu.
Hezasucumo ot onersiBanata noarpyna, [1bI1 B o6ty mnHIM € chBMecTHMA ¢ HabJro1aBanaTa mpu
ITT nonynanusTa 1 3a IBETE TPYIH Ha JIEYEHUE.

IIBIT e 060611eHa B Tabauma 9 3a ITT nonynauusra. Kpusara va Kaplan-Meier 3a IIBIT npu ITT
noryarnusara e aajaena Ha durypa 2.

Tadmuna 9:  Bpeme Ha mpe:kuBsieMocT 0e3 mporpecus cnopen nperJiena Ha IRAC Bb3 ocHoBa
Ha IMWG kputepuute (cTpaTU(GUIMPAH JJOTAPUTMUYHO TPeOOPa3yBaH PAHTOB
tecT (log-rank test)) (ITT nonynanus)

om + HA-[exc BI-Mdexc
(N=302) (N=153)

IIpexussemoct 6e3 nporpecus (I16IT), 302 (100,0) 153 (100,0)
N
Iensypupanu, n (%) 138 (45,7) 50 (32,7)
C nporpecusi/nountany, n (%) 164 (54,3) 103 (67,3)
Bpeme Ha pexuBsieMOCT 0€3 Tporpecus (CeIMHUIIN)
Meanana ? 15,7 8,0
JIByctpanen 95% JI1 ° [13,0; 20,1] [7,0; 9,0]
Koeduruent na puck (ITom + HJI- 0,45 10,35; 0,59]
Hexc:BJI-/lexc) nByctpanen 95% JIN°
Log-rank Tect nByctpanna P-croitnoct? < 0,001

Benexxka: I1=[{osepurenen unrepsan; IRAC=Independent Review Adjudication Committee; NE = He moxe na 6b1e
H3YHCIICHO.

2 Mennanata ce 6a3upa Ha m3unciennero no Kaplan-Meier.

® 95% MoBepUTENIeH MHTEPBAT 32 MEJMAHATA HA BPEMETO HA MPEKUBIEMOCT O€3 IPOrpecHs.

¢ Ha 6a3ara Ha mojena Cox 3a NpOIOPLUOHATHOCT Ha PUCKA, CPaBHSBAL PUCKOBUTE (YHKIMH, CBBP3aHH C IPYIHTE Ha
JieyeHne, CTpaTuUIMpanu 1mo Bu3pact (< 75 crp. > 75), momynaius cbe 3abosiBane (pedpakTepHa U Ha JICHATHIOMUI, H
Ha 6opTe3oMub cip. HepehpakTepHa U Ha ABETC AKTHBHU BEHICCTBA) U OPOil MPEIUIITHA AHTUMHUEIIOMHH TEpanuu (= 2
cop. > 2).

4 p-cTolfHOCTTA Ce OCHOBABa Ha CTPaTH(HUIMPAH JIOTAPUTMHUIHO IPEOOPa3yBaH PAHTOB TECT ChC CHIIATE (AKTOPH Ha
crparudukanus kakto u Mojena Cox mo-rope.

JaTa na 3axirouBane Ha januure: 07 cenremBpu 2012 1.
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®@urypa 2. IlIpe:xxkuBsieMocT 0e3 nmporpecusi Bb3 ocHoBa Ha nperJiena Ha IRAC na oTrroopa
cnopen IMWG kputepuute (cTpaTu(UIMPaH JOrapUTMHUYHO MPe0dpa3yBaH PaHTOB
TecT) (ITT nonmynauus)
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[IpexuBsemoct 6e3 mporpecus (CeAMHLN)

JlaTa Ha 3akmouBane Ha nanHure: 07 cenremBpu 2012 r.

OOmara npe>kMBSEMOCT € II1aBHaTa BTOPUYHA KpaifHa Touka B mpoyuBaHeTo. O0mo 226 (74,8%) ot
naruertute Ha [lom + HI-/lexc u 95 (62,1%) ot nanmenTure Ha BJ[-Jlekc ca 0wy )xvBU KbM JaTaTa
Ha 3akmrouBaHe Ha nanaute (07 cenmremBpu 2012 r.). Menuanata Ha Bpemeto Ha Ol oT u3uucienusra
o Kaplan-Meier He e qocturnara 3a [Tom + H/I-/lekc, HO ce ouakBa na Obae Hall-Manko 48 CeAMUIIH,
KOETO € Mo-HHUcKaTa rpanuna Ha 95%-uua 1. Mennanata Ha Bpemero Ha OII 3a pamoro Ha B/I-/lexc
e 34 cenmunum (95% JIU: 23,4; 39,9). UecroTara Ha nurca Ha chOuTHe 3a lromuHa e 52,6% (£ 5,72%)
3a pamoto Ha Ilom + HJI-Jlekc u 28,4% (+ 7,51%) 3a pamoto Ha B/I-Jlekc. Pasnukara B OIl mexmy
JIBETE paMeHa Ha JIeueHHe € cTaTucThudecku 3Haunma (p < 0,001).

Oomata npexxuBsemoct 3a ITT nomynatusata e 00001ena B Tadauia 10. Kpusure Ha Kaplan-Meier
3a OIl 3a ITT nomynanusita ca nagenu Ha Gurypa 3.

B®b3 ocHOBa Ha pe3ynratute 3a kpaitaure Touku 3a I1BI1 u 3a OI1, KomuteThT 32 HaOII0ACHHIE Ha
TaHHWTE, Ch3/IaJICH 3a TOBA IIPOYYBaHE, MIPENOPHYBA MIPOYIBAHETO A2 OB/IC 3aBbPIICHO U MALEHTHTE
B pamoto Ha BJI-Jlexc na ObnaT npexBbpieHu B pamoto Ha [lom + HJI-/exc.

Taboauna 10:  O6ma npe:xkusiemoct: I'TT nonmyaanus
om + HA-[exc BI-[dexc
Cratucrtuka (N=302) (N=153)
N 302 (100,0) 153 (100,0)
Lensypupanu n (%) 226 (74,8) 95 (62,1)
[Tounnanu n (%) 76 (25,2) 58 (37,9)
Bpeme Ha Menunana® NE 34,0
MIPEKHUBIAEMOCT
(cemmunn)
JByctpanen 95% AU [ 48,1, NE] [ 23,4; 39,9]
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ITom + HA-Mexc B-Iekc
CraTucTuka (N=302) (N=153)
Koegwumuent Ha puck (ITom + HJI-/lexc:B/I- 0,53[ 0,37; 0,74]
Hexkc) [aByctpanen 95% U]
Log-rank tect aBycrpanHa P-croiinoct? < 0,001

®urypa 3. Kpusu na Kaplan-Meier 3a o6mara npeskussiemoct (ITT nonynamus)
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O0611a npeXxuBIeMOCT (CEIMULIN)

Jlara Ha 3akmouBane Ha nanaute: 07 cenremBpu 2012 r.

HCI[I/IaTDI/I‘lHa omyJanusa

B oTkputo npoyuBane ¢aza 1 ¢ eHa TepaneBTHUYHA TPyIa U C YBEJIMYaBaHE Ha JI03aTa MAKCUMaTHATa
norocuma no3a (MITJ]) w/unu npenopbunTeiHaTa 103a 3a ¢asza 2 (II1D2) Ha noMaaIugoMuI IpH
HeAMaTPUYHY TTAIMEHTH € Onpe/eseHa Ha 2,6 mg/m?/neH, npuiarana nepopanso ot Jen 1 go Jen 21
Ha MoBTapsiI ce 28-AHEBEH IIUKBI.

He e nemoncTpupana ehukacHOCT B OTKPUTO MHOTOLICHTPOBO, MapajieTHOrPYyIIOBO MpoyuBaHe ¢dasza 2,
MIPOBEICHO C 52 JICKYBaHH C IIOMAJIHIOMU/ TICIMATPUIHA MTAIIMEHTH Ha BB3pacT oT 4 1o 18 roawam ¢
PEeLMINBHPALL HITH [IPOTPECUPAL BUCOKOCTEIICHEH IITHOM, MEIYMOOIAaCTOM, ECHIUMOM HIIH
nudyseH rimom Ha noHca (diffuse intrinsic pontine glioma, DIPG) ¢ mppBuYHa JOKaIus B
neHTpaiaara HepsHa cuctema (LIHC).

B npoyuBaneTo ¢aza 2 npama IManueHTH B rpylara ¢ BUCOKocTeneHeH rmoM (N=19) ca mocturHaimm
OTrOBOP CBITIACHO AC(PHUHHULIMATA 1O IPOTOKOJI; €IUHUAT OT TE3U MALUEHTH € OCTUTHAJ YaCTUYCH
otroBop (partial response, PR), a ApyrusT nanueHT € MOCTUIHAJ IBJITOCPOYHO CTAOMIM3UpaHE Ha
3aboisBaHeTo (stable disease, SD), koeTo e A0BeJIO A0 YecToTa Ha 00EKTHBEH OTroBOp (objective
response, OR) u gearocpouno SD 10,5% (95% nosepurenen unrepsan [CI]: 1,3, 33,1). Enun
MaIMEeHT B TpymnaTa ¢ eneHauMoM (N=9) e mocturHan aparocpouHo SD, KoeTo e I0Beo A0 YecToTa Ha
obektuBeH otroBop (OR) u aparocpouno SD 11,1% (95% CI: 0,3, 48,2). IIpu HuTo €auH OT
OLIEHMMHUTE MAMEeHTH B TpynaTta ¢ nudyseH rimuom Ha nonca (DIPG) (N=9) u B rpymnaTta ¢
Meaynobnactom (N=9) ne ca HabmonaBanu OR mnu pparocpouno SD. Huto enHa ot 4-Te napanenHu
TpyIH, OIICHSBAaHH B TOBA Mpoy4YBaHe (aza 2, He € MOCTUrHalla TbPBUYHATA KpaifHa TOYKa 33 YeCTOTa
Ha 00EKTUBEH OTTOBOP MIIH JBITOCPOYHO CTAOMIIM3UPAHE Ha 3a00JIIBAHETO.

OOmumar npodnin Ha 6€30MAaCHOCT Ha MOMAIHIOMUJ IPU NMEAUATPUYHU TALlMEHTH ChOTBETCTBA Ha
M3BECTHUSA HPOQHII 32 0e30MaCHOCT IpHU Bb3pacTHU. PapmakokuneTnunute (PK) mapamerpu ca
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ortieHeHu B uHTerpupan ®K ananu3s Ha npoy4uBaHusrta oT ¢asa 1 u ¢gasa 2 U € yCTaHOBEHO, ue HiIMa
CBINIECTBEHA pasiiiKa B CpaBHEHUE C HAOJIOTaBaHUTE IIPH BH3PACTHH MAMCHTH (BX. TOUKa 5.2).

5.2 @dapmMakoKHHEeTHYHH CBOIiCTBa

AOcopbuus

[MomammmomMun ce abcopOrpa, KaTo JOCTHTAa MaKCHMaTHa Tuta3MeHa KOHIEHTPAIUS (Cmax) MEXIY 2
3 yaca u MuauMyM 73% ce abcopOupa cies npueM Ha eJMHUYHA Tepopaina go3a. CucreMHaTa
excriozunus (AUC) Ha moManuIoMu ] HapacTBa IMOYTH JTUHEHHO U MTPOIIOPIIMOHATHO Ha fgo3aTa. Cien
MHOTOKPATHO MIpUJIaraHe TOMalluIOMH]] UMa Koe(UIIMEHT Ha Kymyiupane ot 27 10 31% na AUC.

EnHOBpeMEHHOTO MPUIIOKEHHE C XpaHa ¢ BUCOKO ChIbpPKaHNE HA Ma3HUHH U KAJIOPUH 3a0aBst
CKOpOCTTa Ha abcopOuys, HaMamnsIBaiiku cpefHara miazMeHa Cmax IpuOIM3UTENHO € 27%, HO UMa
MUHHMAaNEH epeKT BbpXy obliara cTeneH Ha abcopOuus ¢ mpuOIu3uTenHo 8% HaMaleHHe Ha
cpeanata AUC. CnemoBarenHo MOMaIUIOMHI MOXKE Ja ce Mpuiara 0e3 orjeq Ha IpueMa Ha XpaHa.

Paznpenenenue

[MomanuaoMua uMa cpezicH mpuBHaeH 00eM Ha pasnpeaencHue (VA/F) mexay 62 u 138 1B
CTallMOHAPHO ChcTosIHUE. [loMaMIOMHII ce paspe/ieliss B CEeMEHHATA TEYHOCT Ha 31paBH JOOPOBOJIIN
B KOHIICHTpAIMs NMPUOIU3UTETHO 67% OT I1a3MeHOTO HUBO 4 Yaca clie/ MpreM Ha J1o3aTa
(mpuOmM3uTeNHO Tmax) CIleA 4 THU €MHOKPATHO JTHEBHO NpUJIaraHe Ha j03a oT 2 mg. In vitro
CBBP3BAHETO Ha EHAHTHOMEPHUTE Ha MTOMATUIOMHUJI C IIPOTENHH B YOBEIIKATa T1a3Ma Bapupa ot 12%
10 44% w He 3aBHCH OT KOHIICHTPAIHSTA.

Buorpanchopmarnus

[MomamuaoMua € OCHOBHUST ITUPKYIIUPAI KOMIOHEHT (rpubmau3utenHo 70% ot rura3Menara
PaJAMOAKTUBHOCT) in Vivo TIPU 3[[paBH JOOPOBOJIU, KOUTO TIOydYaBaT eUHIYHA TIEPOPATHA 1032
["*C]-nmomanumomus (2 mg). Hama >10% MeTaboauTH CipsMO OCHOBHOTO ChEAMHEHHE WU OOIIOTO
PaAMOaKTUBHO BEIIECTBO B IJIa3Marta.

[IpeobagaBamuyTe METaOOIUTHHU THTUIIIA HA €KCKPETHPAHOTO PATUOAKTHBHO BEIIECTBO Ca
XUAPOKCUITUPAHE ¢ MOCIICIBAIIO TIIOKYPOHUPaHE W XUAPoJn3a. In vitro € yctanoBeHo, e CYP1A2
n CYP3A4 ca ocHoBHHTE eH3UMH, BKIItoueHH B CY P-MenunpaHoTo XUAPOKCUINpPaHE Ha
TTOMATHIOMUJI, C JOMTBITHUTEHO BTopocTeneHHo yaactue Ha CYP2C19 u CYP2D6. ITomamunomun
ChBINO € B cyOcTpar Ha P-rimkonporent in vitro. EMHOBpeMEHHOTO NPUIIOKEHHE Ha TOMATUIIOMUIT ChC
cwinus naxuourop Ha CYP3A4/5 u P-gp keTtokoHaszon wim cbe cuinHus uHAykTop Ha CYP3A4/5
KapOama3zenuH HAMa KIMHUYHO 3HAUYUM e(DeKT BbPXY €KCHO3UIMITA Ha TOMAIUAOMHU.
EnnoBpemenHoTo npuinoxenne Ha critaust nHxuouTop Ha CYP1A2 ¢iyBokcaMuH ¢ TOMaIHIOMHUT B
MPUCHCTBUETO HA KETOKOHA30JI YBEIMUYaBa CpeHaTa eKCIIo3uMA Ha noManuaoMun 1o 107% c 90%
noBeputeneH untepnan [91% no 124%] B cpaBHEeHUE ¢ TOMAIUIOMU IUTIOC KeToKOHa30:1. [Ipu BTOpO
MpoydYBaHe 3a OIleHKa Ha MpuHoca camo Ha naxuourop Ha CYP1A2 3a npomenute B MeTabonmu3ma,
€/THOBPEMEHHOTO MPUIIOKEHHE CaMO Ha (ITyBOKCAMHH C TIOMATMIOMHUJT yBEeIIMUaBa cpeHaTa
€KCIO3UIMs Ha noManuIoMun 1o 125% c 90% nosepurenen unrepsan [98% no 157%] B cpaBHEHHE
camo ¢ moManuaomus. Axo cuutad naxuouTopr Ha CYP1A2 (Hamp. nunpodIiokcalyH, €HOKCAuH 1
(IyBOKCaMUH) Ce IpuiIaraT eJHOBPEMEHHO ¢ MOMAIMAOMHUI, HaMaJleTe J1o3aTa momManuaoMua Ha 50%.
Brnpeku ge e u3BeCTHO, Y€ TIOTIOHOMYyIIEeHeTo nHAyupa nzopopma CYP1A2, npunoxenneTo Ha
MTOMAJTUAOMUL TIPH MYTIAYX HAMA KIIMHAYHO 3HAYUM €(eKT BbPXY €KCIO3UIHMATA Ha IIOMAIIUAOMU/ B
CpaBHEHHE C EKCTO3ULIMATA HAa TOMATTUIOMI, HaOI01aBaHa Ipy HEMyIIayu.

Bb3 ocHOBa Ha TaHHM i1 Vitro MOMATUAOMUJ HE € UHXHOUTOP WM HHIYKTOP Ha IUTOXPOM

P-450 nzoen3umuTe 1 He MHXUOWpA MPOYIEHUTE JIEKAPCTBEHU TpaHCTIOpTepH. KiInHIYHO 3HaYNMHU
B3aMIMOJICMCTBUS HE CE€ OYAKBAT, KOTATO MOMAJIHIOMHUL CE TPHIIara €JHOBPEMEHHO ChC CyOCTpaTH Ha
TE3U MbTHUILA.
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Enumunupane

IToManuaoMua ce eNMMUHHPA C TUIA3MEH TOTY)KUBOT C MEIaHa NMPUONIU3UTETHO 9,5 yaca npu 31paBu
JOOPOBOJIIN U TIPHOTU3UTEIHO 7,5 Yaca MpH MAIUEeHTH ¢ MYJITUILICH MuesioM. [TomanumoMun uma
cpenen oo Teneced knupbHe (CL/F) mpubnusurendo 7-10 1/gac.

Cren eqHOKPATHO MepopaiHo npuioxkenne Ha [*C] -momanugomus (2 mg) Ha 3ApaBH JOOPOBOJIIH,
npubmusutenHo 73% u 15% ot pagnoakTHBHATA 7032 CE SIIMMHHNPA CHOTBETHO Ype3 ypuHaTa u
¢erneca, kato npubdaM3uUTETHO 2% 1 8% OT paJOBBITICPOAA B 103aTa CE SITUMIHUAPA KaTo
MOMaJTUAOMUJI B ypUHATa U (ereca.

[Nomanmupomuz ce MeTaboMU3MpPa EKCTEH3UBHO MPEAN eKCKPEIHTa, KaTO MOTydYeHUTE METaOOIUTH ce
SIMMUHUPAT NPEAUMHO Ype3 ypuHata. Tpute mpeobdiagaBany MeTadonnTa B ypuHarta (00pasyBaHu
MTOCPEACTBOM XUAPOJIN3a WM XUIPOKCHUIIMPAHE C MOCIeIBAII0 TIIIOKYPOHUPAHE) MTPEeICTaBIsIBAT
cboTBEeTHO NpubOIM3UTENHO 23%, 17% 1 12% ot no3ara B ypuHara.

CYP-3aBucumuTe MeTaboNInTH NpeAcTaBiIsiBaT Npuodan3nTenHo 43% ot obiara eKCcKpeTHpaHna
paaroakTUBHOCT, nokaTo CYP-He3zaBucuMuTe XUIPOIU3HE META00IUTH TpeacTaBisaBaT 25%, a
EKCKpelusITa Ha HeMpOMeHeH oManuaomMu npeactapisiBa 10% (2% B ypunara u 8% BbB derieca).

Ionynanmonua dhapmakokurerrnka (PK)

B3 ocHoBa Ha nomynanuoneH K aHanus ¢ u3noia3BaHe Ha JBYKOMIIAPTUMEHTEH MOJIEIN, 31paBUTE
noOposonuu u naureHTute ¢ MM umat cpaBauM npuBuieH knupbHe (CL/F) u npuBuneH ueHrpanex
o6em Ha paznpeaenenue (V»/F). B nepudepaure ThkaHu HOMaNIUAOMH] ce ToeMa IpedepeHIHaTHO
OT TYMOPH C IpUBH/ICH nepudepeH KupbHC Ha pasnpenenenue (Q/F) u npusuaeH nepudeper odem
Ha pasnpeaeinenue (V3/F) cborBeTHO 3,7-BTH U 8-ITBTH O-BUCOK, OTKOJKOTO NPH 3/PaBUTE
JOOPOBOJIIIH.

IleguaTpryHa IOMYJIAIHS

Crie1 enmMHAYHA MTEPOPAITHA /1033 TIOMATHAOMHU/I [P Je1a U MJIaI{ Bh3PACTHH C PELUIUBHPALL] WITH
MPOrpeCcHpalll TbPBUYEH MO3bYEH TYMOP MeIHaHaTa Ha Tmax HACTBIIBA OT 2 /10 4 Waca cliej1 103ara u
CHOTBETCTBA Ha CPEIHOTCOMETPUYHH CTOMHOCTU Ha Cax (CV%) 74,8 (59,4%), 79,2 (51,7%) n

104 (18,3%) ng/ml, choTBeTHO NpH 10308 HuBa 1,9, 2,6 u 3,4 mg/m*. AUCo.24 1 AUC.int cIEABAT
MOOOHU TEHICHIMY ¢ 00I11a eKCIIO3UIMs B quana3ona ot okojio 700 mo 800 h-ng/ml mpu 2-Te mo-
HUCKH 71031 U 0KkoJi0 1 200 h-ng/ml npu Bucokara n1o3a. M34nuciIeHUST NOTYKUBOT € OWIT B AMANa3oHa
OT OKOJIO 5 10 7 yaca.

He ca yctaHOBEHH SICHU TEHIICHIIUH, OTHOCUMH KbM CTpaTH()UKAIHMATA 10 B3PACT U yHoTpeba Ha
crepoun npu MJIIT.

Karo smo nannute npeamnonarat, ye AUC ce nmoBuinaBa npuOIU3UTEIHO TPOTOPIIHOHATTHO Ha
yBEJIMYaBaHETO Ha J03aTa MOMAJIHUIOMUI, IOKATO MOBUIIEHHETO Ha Ciax Hal-00III0 € MO-MaJIKO OT
MPOMOPIIMOHATHOTO.

dapMaKOKMHETHKATA Ha MOMAIUIOMU CIIE]] IEPOPAIHO NPHIOKEHHE Ha 031 OT 1,9 mg/m?/nen 1o
3,4 mg/m?/nen e onpenenena npu 70 maueHTH Ha Bb3pacT oT 4 10 20 rOJMHY B MHTETPUPAH aHAIIH3
Ha npoyuBaHus ¢aza 1 u ¢aza 2 BbpXy pelUAUBUPAIIHA UK MPOTPECUPAII MOIBYHH TYMOPH B
neAnaTpuaHaTa nmonyiamnus. [Ipopuirre KOHIIEHTpaIus/BpeMe Ha TOMAIHIOMH]T CE€ OTIMCBAT J00pe C
eanokomnaptumenteH @K mozxen ¢ abcopOuys U eTMMUHUPaHE OT IbPBH MOpsAAbK. [lomanuaomun
MTOKa3Ba JIMHEHHA 1 He3aBucela oT Bpemetro @K ¢ ymepena BapuabminocT. OOHYIaifHATE CTOMHOCTH
na CL/F, V¢/F, Ka, lag time Ha momanugoMua ca cboTBeTHO 3,94 1/h, 43,0 1, 1,45 h! n 0,454 h.
TepMUHATHUIT €TUMUHALIMOHEH MOTYKUBOT Ha moManuaoMu € 7,33 yaca. C U3KIIOUCHUE Ha
IUIONITA Ha TejecHara moBspxHocT (body surface area, BSA), HuKkos OT u3ciieiBaHUTE KOBApHATH,
BKJTIOYHUTEIIHO BB3PACT U TOJ, HE oka3Ba epekT Bbpxy PK na nomanunomun. Benpeku ue BSA e
uaeHTU(UIIMpPaHa KaTo cTaTHCTHYeCcKH 3HaunMa koapuata Ha CL/F u Vc/F na nomanunomun,
BiusHHETO HA BSA BBpXy mapameTpuTe Ha €KCIO3HUIMATA HE CE CUMTA 32 KIIMHUYHO 3HAYHNMO.

Karo msmo HAMa ceiectBeHa pasnrka BB @K Ha moMamuaoMus MpH Jera U Bb3pacTHU IMalieHTH.
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Crapuecka Bb3pacT

BB3 ocHOBa Ha monynanuoHHu (PapMaKOKUHETUYHH aHAJIM3H TIPH 3JIPaBH TOOPOBOIIIU U MAIUCHTH C
MYJITHILICH MUEJIOM He ce HabJto1aBa HUKaKBO 3HAYNMO BB37eHCTBIE Ha BBh3pacTTa (19-83 roaunn)
BBPXY HEPOPATHHS KIUPHHC Ha TIOMATUIOMH/]. B KJIMHUYHYU NPOyYBaHHS HE C€ M3UCKBA KOPUTHPaHE
Ha JI03aTa MPH MAIUEHTH B CTApPUYECKa BB3PacT (> 65 TOAMHM) C KCIIO3UITUS Ha TOMATUAOMU (BK.
Touka 4.2).

B’B6D€‘-IHO YBPECKIAAHE

[MomynanuonanTe HapMaKOKMHETHYHH aHAITM3H MTOKa3BaT, 4e (apMaKOKHHETHYHUTE MapaMeTpH Ha
MOMAaJIUAOMHUJI HE CE 3acsAraT ChIIECTBEHO MPH MAlMeHTH ¢ 0BOpedHOo yBpekaaHe (neduHupano
MOCPEICTBOM KPEaTHHUHOBHSI KITUPBHHC WK U3UUCIIEHaTa CKOPOCT Ha TiioMepyJiHa puiarpauus
[eGFR]) B cpaBHeHHE ¢ nanueHTUTe ¢ HopMaiiHa 0b0peuna ¢pyHkius (CrCl > 60 ml/MunyTa).
Cpennara Hopmanuzupana excnosunus (AUC) va nomamumomun e 98,2% npu 90% noeputenexn
uHTepBan [77,4% no 120,6%] npu nanuent ¢ ymepeHo 666peuHo yepexaane (eGFR >

30 10 < 45 ml/munyTa/1,73 m?) B cpaBHEHHUE ¢ MAIMEHTUTE C HOPMaTHA ObOpeuHa QyHKIHUSL.
Cpennara sHopmanuzupana excozunusa (AUC) na nomamuaomun e 100,2% mpu 90% nosepurenen
uaTepBan [79,7% mo 127,0%) npu manmeHTH ¢ TEXKO OBOpedHO yBpEeKIaHe, KOUTO HAMAT HYKIa OT
nuanuza (CrCl < 30 wim eGFR < 30 ml/mMunyta/1,73 m?), B cpaBHEHHUE C TIALMEHTUTE C HOPMAJIHA
0n0peuna pyukmmsa. Cpennara HopMamuzupaHa excro3urust (AUC) Ha TOMaTHIOMHT C€ YBEINIaBa ¢
35,8% ¢ 90% AU [7,5% mo 70,0%] mpu marmenTy ¢ TexKo 0b0pedHo yBpekKaaHe, KOUTO UMaT HyX/1a
ot auanu3za (CrCl < 30 ml/MuHyTa, M3MCKBAIIM AMANIN32), B CPABHEHUE C ALIMEHTUTE C HOPMaJIHA
O0pOpeuna pynxnua. CpegHUTE MPOMEHHU B €KCIIO3ULIUATA HA TOMAIHIOMUJ IPU BCSKA OT TE3U IPyNu
¢ OBOpeYHO YBpEXkKIaHe He ca C BEMYUHA, KOATO J1a Hajlara KOPEeKIMY Ha J103aTa.

YepHoapoOHO YBpeXKIaHE

dapMaKOKHHETUYHUTE MTApaMETPH ca JIEKO U3MEHEHH TPH NMAIUEHTUTE ¢ YePHOJIPOOHO YBpEXKIaHEe
(nepunupano no kpurepuute Ha Child-Pugh) B cpaBHenue cbe 3apaBu noopoBonuu. CpenHara
EKCITO3UIIHS Ha TOMaIHIOMH/ ce yBennyana ¢ 51% c 90% nosepurenen unrepsan [9% no 110%] mpu
MAIMEHTH C JIEKO YepHOAPOOHO YBpEXKIaHE B CpaBHEHUE ChC 3/ipaBu JoOpoBoiy. CpenHara
EKCIIO3UIIMS Ha MOMaIuAoMuUJ ce yBenuuana ¢ 58% c 90% noseputenen untepsai [13% no 119%)]
MPY MalUEHTH C YMEPEHO YEPHOAPOOHO YBpEXkKAaHEe B CPaBHEHHE ChC 3ApaBH AoOpoBoiiy. CpenHara
EKCTIO3UIHI Ha ToMauaoMuy ce yBenudana ¢ 72% ¢ 90% noseputenes uatepsai [24% mo 138%]
MPY TALUEHTHU C TEXKO YepHOAPOOHO YBpEKAaHE B CpaBHEHHE ChC 3ApaBH JoOpoBou. CpenHute
YBEJIMUEHUS HA €KCTIO3ULMATA Ha TTOMAJIHIOMU/ IIPU BCSIKA OT TE3H IPYIHU C YBPEXKIaHe He ca OT
TakaBa BEJTMYHMHA, KOATO J1a Hajara KOPeKIUY B cXxemaTa Wi go3arta (BxK. Touka 4.2).

5.3 IlpenkJMHUYHM JAHHHU 32 0€30MACHOCT

IIpoyuBaHus 3a TOKCHYHOCT TP MHOTOKPATHO MpHIaraHe

[Tpu mrpX0BE, XPOHUYHOTO MPIIIOKEHUE Ha ToManuaomu B go3u ot 50, 250 u 1000 mg/kg/nen B
MIPOIBDKEHHE Ha 6 Mecera ce moHacs moope. He ca HaOmromaBany HeKeJIaHW HAXOIKH 10
1000 mg/kg/nen (175-kpaTHa SKCIIO3ULIMS CIIPSIMO KJIMHUYHATA 71033 OT 4 mg).

[Tpu MaiiMyHH, TOMaJIHIOMH]I € OLICHEH B IIPOYYBAHHS C MHOTOKPAaTHO IPHJIaraHe ¢
HPOIBIDKUTEIHOCT A0 9 Mecena. B Te3u nmpoyuBanus MaiiMyHHTE TIOKa3BaT MO-ToJsIMa
YyBCTBHUTEIHOCT KbM €(EKTHTE Ha IOMAIUAOMH]] OTKOJIKOTO TUIbX0BeTe. OCHOBHUTE TOKCUYHHU
edexTH, HaONI0JaBaH! IPU MAaiiMyHH, ca CBBP3aHH C XeMaTOIOeTHIHATa/TUM(OPETHKYIapHaTa
cucrema. B 9-meceunoro npoyuBane mpu Maiimynu ¢ o34 ot 0,05, 0,1 u 1 mg/kg/nen ce HabmomaBat
3a00J1€BaeMOCT U PaHHO eBTaHa3MpaHe Ha 6 KUBOTHM Npu no3ata oT 1 mg/kg/nen u ce mpunuceaT Ha
UMyHOCynpecuBHH eekTH (cTadunokokoBa HHGEKIHs, HamajieH Opoil TumdonuTy B epudepHaTa
KpPbB, XpPOHUYHO Bh3NaJICHUE HA 1e0eI0TO YePBO, XUCTOIOTHIHO JTUM(POUTHO H3UEPIIBAHE U
XHITOIIETYIAPUTET HA KOCTHUSI MO3BK) MPH BUCOKA EKCIIO3UITHS Ha moManugoMus (15-kpatHa
EKCHO3UIMS CIPSMO KJIMHUYHATA 7032 OT 4 mg). Te3n uMyHOCYNpeCHBHU e(pEeKTH BOAST A0 PAHHO
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eBTaHa3upaHe Ha 4 MaliMyHU NIOPaAX BIIOIIEHO 3APABOCIOBHO ChCTOSIHUE (BOAHUCTU M3IPAKHEHUS,
JIMIICA Ha alleTUT, HaMaJleH IPUEM Ha XpaHa U 3ary0a Ha TerJlo); XUCTOINAaTOJIOrMYHAaTa OLIEHKa Ha Te3U
KUBOTHH TIOKa3Ba XPOHUYHO Bb3NaJCHUE Ha Ae0eT0TO YePBO M BUJIO3HA aTpodusi HAa THBHKOTO YEpBO.
CradmiokokoBa nHpeKIus ce Habmro1aBa Mpu 4 MaiMyHH; 3 OT T€3H JKMBOTHU OTTOBAPST HA JICUCHHE
¢ agTHOMOTHITH, 1 ymMupa 6e3 gedenne. OCBEH TOBAa HAXOAKU, ChBMECTUMH C MUEIIOTCHHA JIEBKEMHUSI,
JOBEXIAT J0 eBTaHa3upaHe Ha | MaliMyHa; KTMHUYHUTE HAOIIOACHUS U KIIMHUYHATA aTOJIOTUS
W/WIIN U3MEHEHHATA B KOCTHUSI MO3bK, HA0JI01aBaH! MIPY TOBA KUBOTHO, Ca CbBMECTHMHU C
UMyHoCyTpecHs. MUHUMAITHA WITH JieKa Mposndepanys Ha dIIbYHUTE KaHAIU ChC CBBP3aHO
yBenmuenue Ha ALP u GGT cpio ce Habmoasar npu 1 mg/kg/nen. OuenkaTa Ha Bb3CTAaHOBHIIN C€
KUBOTHHU IIOKa3Ba, Y€ BCUYKH CBBP3aHU C JICUCHUETO HAXOAKH ca 00paTuMHu ciell § CeAMHULH OT
MpeKpaTsBaHe Ha MPUIIOKEHUETO, ¢ U3KIFOUEHIE Ha Mposndepaluara Ha BbTpeuepHOApOOHHUTE
XKII'bYHU KaHAIW, HaOfoaBaHa rpu | )KMBOTHO B rpymnaTa Ha 1 mg/kg/nen. Huoro 6e3 HabmonaBanu
nexxenanu edextu (No Observed Adverse Effect Level, NOAEL) e 0,1 mg/kg/nen (0,5-kpatna
EKCIIO3UIIHSI CTIPSMO KJIMHUYHATA 71032 OT 4 mg).

I'enoTOKCHYHOCT/ KapIIMHOT'CHHOCT

IMomManuIOMH/I HE € MyTareHeH MPH TECTOBE 32 MyTaIlMU TP OAKTepHH M OO3aMHUIIN U HE HHAYIHPA
XPOMO30MHH abeparvi B YOBEIIKUTE TUMMOIUTH OT nepudepHa KpbB WK 00pa3yBaHe Ha
MHKPOHYKJICYCH B MOJMXPOMATHYHHUTE EPUTPOLIMTH B KOCTHHS MO3bK IIPH ILTHXOBE, HA KOMTO Ca
npwiaranu go3u 10 2000 mg/kg/nen. He ca mpoBexaaHu npoydYBaHus 3a KaHIIEPOT€HHOCT.

q)e'[)TI/IJ'II/ITeT 1 paHHO €M6DI/IOHaJ'IHO Pa3BUTHEC

B enHO mpoyuBaHe 10 OTHOIIEHHE Ha QepTUIINTETa M PAHHOTO EMOPHOHAITHO pa3BUTHE TIPH ILTBXOBE
MOMAaJTUAOMUJI C€ TIpUIara Ha MBbKKH U )KEHCKH KUBOTHH B 103U 25, 250 u 1000 mg/kg/neH.
MartodHMSIT MpeTJie]] Ha TeCTAIlMOHEH MieH 13 ToKka3Ba HaMalleHWe Ha CPEIHUS OpOoi )KI3HECTTOCOOH!
eMOPHOHH M YBEIIMYCHUE Ha MOCTUMITIAHTAIIHOHHUTE 3aryOH IIPY BCHYKH JJO30BH HUBA.
Crnenosarenno NOAEL 3a Te3u nHabnronaBanu epextu € <25 mg/kg/nen (AUCoaun € 39960 ngeh/ml
(HaHOTpaMe*Uac/MWIMJINTHP) TIPU Ta3u Hal-HUCKA M3MUTBaHA 1033, a eKCIOo3uIuaTa ¢ 99 mbtn
KIMHUYHATA J103a 0T 4 mg). Koraro TpeTupaHu MBKKH )KUBOTHH B TOBA MPOYYBaHE Ca YUPTOCAHH C
HETPETUPAHU )KCHCKH, BCUUKH YTSPUHHY MapaMeTPH ca CpaBHUMU ¢ KOHTposiuTe. Bb3 0CHOBa Ha Te3n
pe3ynTaTi HaOMo1aBaHuTe e(DEeKTH Ce MPUNKCBAT HA TPETUPAHETO HA KEHCKUTE KUBOTHHU.

EmOprodeTanno pa3BuTie

VYCTaHOBEHO €, Ue MOMAIUIOMHUJI € TePATOTCHEH U MPHU ILThXOBE, M IPH 3aiIln, KOraTo ce Mmpujiara B
nepro/ia Ha OCHOBHATA OpraHoreHesa. [Ipu mpoyyYBaHeTo 3a TOKCHYHOCT 3a eMOpHOo(EeTaIHOTO
pasBUTHE TIPH IUTHX0BE, MaI(OpMAIIUK KaTo JIUICA Ha ITUKOYEH MEXYD, JIUTICA Ha IIIUTOBUIHA KJIe3a U
CpacTBaHE ¥ JMCIIOKAIHSI Ha TYMOATHH U TOPaKaIHU MPENUICHHN Tesa (LIeHTPATHU W/WITA HEBPaTHU
I'bI'H) ce HAOJIF0AaBaT P BCUYKH 1030BH HuBa (25, 250 u 1000 mg/kg/neH).

[Ipu ToBa mpoyuBaHe He ce HaOM0AaBa TOKCHYHOCT pH Maiikata. CiegoBateano NOAEL na
Mmaiikara ¢ 1000 mg/kg/nen, a NOAEL 3a TokcnuHocTTa 3a pa3sutueto ¢ <25 mg/kg/men (AUCun €
34340 ngeh/ml Ha recTanMoHeH AeH 17 pu Ta3u Hal-HUCKA U3MUTBAHA 1034, U CKCIIO3UIIUATA €

85 mbpTH KIMHMYHATA A03a 0T 4 mg). [Ipu 3aitiu noManuaoMuI B 103U B Auana3oH oT 10 no

250 mg/kg, Bonu 1o mandopmManuu npu eMOpHOPETATHOTO Pa3BUTHE. Y BEIIMUEHA YECTOTa Ha
ChPJCYHN aHOMAIINH ce HaOJII0aBa MIPHU BCUYKH 03K ChC 3HAYUTEITHO YBEIHUICHHE TIPH

250 mg/kg/nen. ITpu 100 u 250 mg/kg/nen nma nexu yBeanueHUs Ha MOCTUMILIAHTAIIMOHHUTE 3aryOu
Y JICKM HaMaJICHUs Ha TeIeCHOTO Terio Ha derycure. [Ipu 250 mg/kg/nen mandopmanuunte Ha heryca
BKITIOYBAT AaHOMAJIMH Ha KpaHUIMTE (CI'bHATH W/HIIM POTHPAHU TIPETHU H/WITH 33/THU KpalHHUIIH,
HECBBP3aH WIIH JIMTICBAI PHCT) U CBHP3aHU C TOBA CKEJIETHU MaJipopmaiiuu (Jinrica Ha ocHDUKaIHs
Ha MeTakaprajHaTa KOocT, pa3MHHaBaHe Ha (hajaHrara U MeTakapraiHaTa KOCT, JIMIICBAL IPBCT,
nirca Ha ocuuKanus Ha (anaHraTta v Kbca, Heocu(UIMPaHa WU orbHaTa THOWs); yMepeHa
JAJIATAIUs Ha JIATEPaTHOTO MO3BYHO CTOMax4e; aHOMAJIHsl B TIOJIOKEHUETO Ha JIICHATa CYOKIIaBHaTHA
apTepus; TUICBaL cpeieH 100 Ha 6enust Jpo0; HUCKOmocTaBeH ObOpek; mpoMeHeHa MopgoIorus Ha
YepHHS AP00; HEMBIIHO MM N3001110 HEBKOCTEH Ta3; YBEIMUYECH CPEACH OpOil NOMBJIHUTEIHU pedpa B
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TOpaKca ¥ HaMaJICH CpeIcH Opoli BKOCTCHH TUIe3eHHHN KocTH. Ci1abo HaMajieHUe Ha HaIJaBaHETO Ha
TEJIECHO TETJIO Ha MalKaTa, 3HAaYUMO peAyIMpaHe Ha TPUTIHUICPHINTE ¥ 3HAYNMO HaMaJICHUE Ha
a0COJIFOTHOTO ¥ OTHOCHTEITHOTO TETJIO Ha ciie3kaTa ce Habmomasar mipu 100 u 250 mg/kg/nen.
NOAEL na maiikara ¢ 10 mg/kg/nen, a NOAEL 3a pasputueto e <10 mg/kg/nen (AUCaan €

418 ngeh/ml Ha rectaoHeH JcH 19 npu Ta3u Hail-HUCKA U3MUTBAHA /1034, KOETO ¢ MOA00HO Ha
MOJYYCHOTO OT KIMHUYHA J103a 4 mg).

6. OAPMAIEBTUYHU JAHHHAU
6.1 Cnucnbk Ha NIOMOIIHHUTE BellecTBA

KaHCVHHO ChbABPXHUMO

Lemyno3a, MUKpOKpUCTaIHA
ManronexkcTpun
Harpues creapundymapar

CnhcTaB Ha Karncyjaara

Tomanuoomuo Accord 1 mg mevpou xancynu
Kenatuu

Tutanos nuokcun (E171)

Kuat xenesen oxeup (E172)

UepseH xeneseH okcup (E172)

Tomanuoomuo Accord 2 mg mevpou xancynu
Kenatun

Turanos nuokcun (E171)

XKwnr xenezen okcun (E172)

Uepsen xeneseH okcup (E172)

Homanudomuo Accord 3 mg mevpou xancynu
Kenatun

TurtanoB muokcun (E171)

Wnpurokapmun anymunues nak (E132)
Kuat xenesen oxenp (E172)

Uepsen xeneseH okcup (E172)

Homanudomuo Accord 4 mg mevpou xancyiu
Kenatun

Turanos nuokcuz (E171)

XKwnar xenezen okcun (E172)

Uepsen xeneseH okcup (E172)
WNunurokapmun amymuHueB J1ak (E132)
Eputposun (E127)

ITeuatHo MacTHIIO (OSJI0O MACTHIIO)

[Temmax
TurtanoB muokcun (E171)
[ponunenriukon (E1520)

6.2 HecnBMecTHMOCTH

Henpunoxumo
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6.3 Cpoxk Ha roaHoCT

3 roauHU

6.4 Chnenuajanm ycJIOBHsI HA CbXpPaHeHHe

To3u nexkapcTBeH MPOAYKT HE M3UCKBA CIICIIMANHN YCIOBUS HA ChXpaHEHHE.
6.5 Bwuau chabpkaHne HA ONIAKOBKAaTAa

7, 14 win 21 kancynu B oPA/Al/PVC/Al 6iuctepu min nepdhoprupaHu OJIIMCTEPU ¢ SAUHUYHU T03H.
Bunose onakoBku ot 7 x 1, 14 x 1 wum 21 x 1 xarcynm.

He Bcudky BUOBE OIIAKOBKU MOTrat J1a ObAAT yCHATH Ha I1a3apa.
6.6 CrnenuajaHu nNpeanasHu MepKHU NMPH U3XBbPJIsiHEe H padoTa

Kamncynure He TpsiOBa Aa ce OTBAPST WM YYIAT. AKO MPax OT IMOMAIMOMU]] Biie3€ B KOHTAKT C
KOXKata, TS TpsIOBa 1a ce u3Mue He3a0aBHO M OOUIHO ChC CAllyH M BoJa. AKO IOMAJIMIOMHM/I BII€3€ B
KOHTAKT C JTUTaBUIH, TE TPSAOBA J1a Ce MPOMUST OOUITHO C BOJA.

MenuIHCKUTE CIISIUANIUCTH U OOTHOTIIeIaunTe TPSIOBa J]a 3M0JI3BAT PHKABHIIM 32 €JJTHOKpPAaTHA
ynotpeba, Korato padoTaT ¢ O6muctepa win Kancyiaure. Cies ToBa pbKaBULIUTE TPAOBaA Ja ce CBAJIST
BHUMATEJHO, 32 J1a CE MPEAOTBPATH EKCIO3UIMS Ha KOXKaTa, [ia Ce MOCTaBAT B MOJIMETHIICHOBA
TopOHYKa ¢ "IuI'" U Ja ce U3XBBPJIAT B ChOTBETCTBHE C MECTHUTE M3MCKBaHus. [locie phiieTe TpsaOBa
Jla ce U3MHUSAT 100pe ChC camyH U Boja. XKeHu, KouTo ca OpeMeHHHU Wi MOJ03HUPaT, Y€ MOXKE J1a ca
OpeMeHHH, He TpAOBa a padoTAT ¢ OIUCcTEpa WM KarcyauTe (BX. Touka 4.4).

Hewusnon3panusar JICKApCTBCH NPOAYKT WKW OTIIAABbYHUTE MAaTCPpUAIM OT HETO Tp5[6Ba Ja C€ U3XBBPJIAT
B CHOTBETCTBHE C MECTHUTE M3UCKBaHMs. HEM3MON3BaHUAT JIEKAPCTBEH MPOAYKT TPsAOBa 1a ce BbpHE
Ha (apmarieBTa.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
1 mg karcyna, TBbpAa

EU/1/24/1831/001 7 xancynu

EU/1/24/1831/002 14 kancynu

EU/1/24/1831/003 21 kancynu

EU/1/24/1831/004 7 x 1 xancynu (eqMHUYHA 103a)
EU/1/24/1831/005 14 x 1 kancynu (eIUHUYHA 103a)
EU/1/24/1831/006 21 x 1 kancyiu (eIMHUYHA J032)

2 mg KarmcyJa, TBbpAa

EU/1/24/1831/007 7 xancynu
EU/1/24/1831/008 14 xancynu

32



EU/1/24/1831/009 21 kancynu

EU/1/24/1831/010 7 x 1 karncynu (€IMHUYHA 103a)
EU/1/24/1831/011 14 x 1 xancynu (efMHUYHA 7032)
EU/1/24/1831/012 21 x 1 kancyiu (eAMHAYHA J03a)

3 mg karncyna, TBbpAa

EU/1/24/1831/013 7 xancynu

EU/1/24/1831/014 14 xancynu

EU/1/24/1831/015 21 xancynu

EU/1/24/1831/016 7 x 1 kancynu (€IMHUYHA 1032)
EU/1/24/1831/017 14 x 1 kancyiu (eIMHUYHA 7032)
EU/1/24/1831/018 21 x 1 kancynu (eIUHUYHA 103a)

4 mg karicyna, TBbp/a

EU/1/24/1831/019 7 xancynu

EU/1/24/1831/020 14 xancynu

EU/1/24/1831/021 21 kancynu

EU/1/24/1831/022 7 x 1 karicynu (eIMHUYHA /1032)
EU/1/24/1831/023 14 x 1 kancyiu (eIMHUYHA J1032)
EU/1/24/1831/024 21 x 1 kancyiu (eAMHUYHA 7032)

9. JATA HA I'bPBO PA3PELIIABAHE/IMMOJHOBSBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA
Jata Ha mepBoO pa3pemiaBane: 26 1omm 2024.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[NoapoOna nrdopMamms 3a TO3H JEKapCTBEH MPOAYKT € IpeaocTaBeHa Ha yeOcaiita Ha EBponeiickata
areHmus 1o JieKkapcTBaTa http:// www.ema.europa.eu.
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INPUJIOKEHHUE 11

NNPOU3BOJUTEJI(U), OTTOBOPEH(HH) 3A
OCBOBOXJABAHE HA ITAPTUIHN

YCJI0OBUA NJIK OTPAHUYEHUSA 3A TOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUA U UBUCKBAHUS HA
PASPEIIEHUETO 3A YIIOTPEBA

YCJI0OBUA NJIK OTPAHUYEHMUSA 3A BE3OIIACHA 1
E®PEKTUBHAYIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. MPOU3BOAUTEJI(M), OTTOBOPEH(HHN) 3A OCBOBOXJIABAHE HA ITAPTUIN

Hme n aapeC HA MPOU3BOAMTCIIA, OTTOBOPEH 3a 0CB060)KI[aBaH€ Ha NapTHUAUTC

Synthon Hispania S.L.

Castello, 1

Poligono Las Salinas

08830 Sant Boi de Llobregat, Mcianus

Synthon B.V.
Microweg 22
6545 CM Nijmegen, Hunepnanaus

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
95-200, Pabianice, ITomma

[leyaTHara JIMCTOBKA Ha JIEKAPCTBEHUS IPOAYKT TpsiOBaA Jla ChIbpkKa UMETO U apeca Ha
MIPOU3BOIUTEIISL, OTTOBOPEH 32 OCBOOOK/IaBaHETO HA CHOTBETHATA MAPTHIA.

b. YCJIOBUA NN OT'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT CE OTITyCKa [0 OrpaHUuEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTepucTika Ha IpoAyKTa, Touka 4.2).

B. JAPYIM YCJIOBHUA U UBUCKBAHUS HA PASPEIIEHUETO 3A YIIOTPEBA

L [Mepuoguunu akTyaausupanm aokjaaau 3a oezonacuoct (ITAJB)

M3uckBanwmsTa 3a nogaBane Ha [TAJIb 3a To3u eKapcTBEH MPOAYKT ca MTOCOUYEHH B CITUCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD crucek), npensuaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCUUKH CIIEABAIIN aKTyaJIn3allH, ITyOJIMKYBaHH Ha €BPONEHCKUS
yeOmopTai 3a JIeKapcTBa.

r. YCJI0BUAaA NJINA OI'PAHUYEHUSA 3A BE3OIIACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHMSA ITPOAYKT

° IInan 3a ynpaBienue Ha pucka (ITYP)

[IpuTexatenar Ha pazpemenneTo 3a yrnorpeda (ITPY) tpsoBa ga n3BHpIIBA H3UCKBAHUTE TSHHOCTH
U IeWCTBHSA, CBBP3aHU C IPOCIIEAIBaHEe Ha JIEKapCTBEHaTa 0e30I1acHOCT, IIOCOYCHHU B 0JJOOPEHNUS
ITYP, npeacrasen B Moay 1.8.2 Ha pa3pemieHHeTo 3a yrnorpeda, KakTo U BbB BCUUKHU CJIC/IBALIH
ono0peHn akTyanuzanuu Ha [TYP.

Axrtyanusupas [1YP tpsiOBa na ce noaasa:

. 1o uckaHe Ha EBponelickaTa areHIys 1o JeKapcTBara;

o BUHArd, KOraTo ce M3MEHsI CHCTeMaTa 3a yIpaBJIeHUE Ha PUCKa, 0COOCHO B pe3yiTaT Ha
[0JIyYaBaHe Ha HOBA MH(OPMAaLKs, KOATO MOXKE /1a JOBEJIE 10 3HAYMMU IPOMEHHU B
CHOTHOILIEHHETO TMOJ3a/PUCK, WK CIIe/l JOCTUTaHE Ha Ba)KEH eTaln (BbB Bpb3Ka C
npociesBaHe Ha JIeKapCTBEHATa 0e30MaCHOCT MITM CBEXIaHE Ha PUCKA IO MUHUMYM).
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L4 IlOH])JIHI/ITeJIHI/I MEPKH 3a CBCKAAHE HA PUCKA 10 MUHUMYM

1. [IpuTexxarenar Ha pa3pemeHneTo 3a yrmorpeda (ITPY) tpsoBa ga ceriracysa moapoOHOCTUTE
Ha Mporpama 3a KOHTPOJIMPAH JOCTHII C HAIMOHATHUTE KOMIETEHTHN OpPraHy U TpsiOBa a
MPUIOKH CHOTBETHATA MPOrpamMa Ha TEPUTOPHSITA Ha CTpaHaTa, 3a J1a TapaHTHpa, de:

e [Ipenu mpeamnucBane (KOraTo € MPHIOKUMO U ChITIACYBaHO C HAIIMOHATHUTE
KOMIIETEHTHU OPTaHy - IPEIN OTIIYCKaHETO) BCHYKH MEIUIIMHCKH CIEIHATUCTH, KOUTO
UMaT HaMepeHHUe Ja MPEeanucBaT (M OTIyCKaT) MOMaIuI0MUA ca cHabaenu ¢ O0yunTenex
KOMIUJIEKT 32 MEAUIMHCKHU CTICLHATNCTH, KOUTO ChABpPKA CICAHOTO:

OOyunTenHa Opourypa 3a MEJULUHCKH CIICIUATHUCTH

OOyunTenHu OpolUTypH 3a MALUCHTUTE

Kapra Ha nanuenra

Dopmyisipu 32 HHOOPMHUPAHOCT OTHOCHO PHCKA

Wndopmanus xkpae na ce Hamepu akryanHarta KpaTka xapakTepucTuka Ha

npoaykra (KXIT)

2. [PV tpsiOBa na npuioxu mporpama 3a npeamna3sane ot opemennoctra (I1I16) BbB Besika
nbprkaBa wieHka. [lonpoonocrure Ha [1I1b TpsiOBa na ca cbriacyBaHu ¢ HALMOHAIHUTE
KOMIIETEHTHH OPraHy BbB BCSAKA AbPKaBa WICHKA U 14 C€ MPUIIOXKAT MPEIH MTyCKaHEeTO Ha
JIEKapCTBEHUS TIPOYKT Ha ma3apa.

O O O O O

3. [IPY Tps6Ba na cpriacyBa npuiiaraHeTo Ha mporpamara 3a KOHTPOJUPaH AOCTHII BbB BCAKA
IbpKaBa YWICHKA.
4. [TIPY tpsi6Ba ma ceritacyBa ChabpkaHueTo Ha OOYIUTETHNS KOMIUIEKT 32 METUITHHCKH

CrICUaIuCTU C HAIIMOHAIHUTEC KOMIICTCHTHH OpraH! BbB BCAKaA AbpiKaBa YICHKA NPCan
IMYCKaHCTO Ha JICKAPCTBCHUS IPOAYKT Ha I1a3dapa U J1a rapaHTupa, 4€ MaTCPpUAIIUTC CbAbpPiKAT
OCHOBHHTC CJICMCHTH, KAKTO € OIIMCAHO MO-A0JTYy.

OcCHOBHHUEJIEMEHTH, KOUTO TPA0BA 12 0LJAAT BKJIIOYEHHA

06Vllllme.71£’l-l KOMNJIEKH 34 MeOUUUHCKU CReUUaIucmu

O6y‘lI/ITeHHI/I}IT KOMIUICKT 3a MCAUIIMHCKHA CIICIINAJINCTH TpSI6Ba Ja CbAbpiKa CJICIHUTEC CIICMCHTU!

OO0yuuTeaHA Opoluiypa 3a MCAUIIUMHCKHU CHICIIUATUCTH

e Kparka napopMaius 3a moMauIoMuU]
e MakcuManHa NPOBIDKUTEITHOCT Ha TIPEAIICAHOTO JICUCHHE
O 4 ceMHIM 3a KCHU C JeTEPOJICH MOTECHIHAT
o 12 cemmuIn 3a MBXKe ¥ )KEHU 0€3 ACTEPOICH IMOTEHITHAIT
e HeoOxomumocTTa j1a ce n30srBa eKCIo3uIns Ha (eTyca, Iopaju TepaTOreHHOCTTa Ha
MTOMAJTUIOMUJT TIPH KUBOTHH, ¥ OYAKBAHUS TEPATOTeHEH e(eKT Ha MOMATUAOMUJ IIPU XOpa
e PBKOBOJCTBO 32 paboTa ¢ OJIMCTEpa WK KAIICYJTUTE TOMATUAOMU/L 32 MEAUIIMHCKA
CICIMAIUCTH U OOJIHOTJICIaUH
e 3agbDKeHUS Ha METUITMHCKUTE CIEIMATUCTH, KOUTO Bb3HAMEPSBAT J1a TIPEANICBAT WIN
OTITyCKaT MMOMaJIMJOMUQ
o Heo0xomuMocTTa 1a OCUTYpH M3UEPIIaTETHO ChBETBAHE M KOHCYNTAIHA 32 TTAIIUCHTHUTE
o Toga, ye manmenTUTe TPsIOBA A2 OBIAT CIIOCOOHM Ja CIIa3BaT M3MCKBAHMATA 32 Oe30macHa
ynorpe0a Ha MoMaJIuAOMUT
o HeobxomumocTTa 1a ce OCUTYPAT Ha MANMEHTUTE ChOTBETHUTE 00YUYHUTENHA OpoITypa 3a
MaIMeHTa, KapTa Ha MalUeHTa W/UIH eKBUBAJICHTEH HHCTPYMEHT
CnBetH 32 6€300aCHOCT, OTHACSIIIH CE JI0 BCUYKH MAITUCHTH
o Omnwucanue U JieYeHUE MPU TPOMOOIUTOTICHUS, BKIIFOUUTEITHO YECTOTA CIIOPE] KITUHUIHU
MPOYYBaHUS
o Omnucanue u JeUeHUE Ha ChPICYHA HEJJOCTATHYHOCT
o MectHu pa3nopendu 3a OTIyCKaHe Ha MPEANUCaH MOMAIUAOMHUI, CIICIIM(DUIHH 32 BCIKA
CTpaHa
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o Bcuuku Hem3mon3BaHM Karcyu TpsOBa Jla ce BbpHAT Ha (apMarieBTa B Kpas Ha
JICYEHUETO

o IlanueHThT He TPsAOBa 1@ NapsiBa KPBB 1O BpeMe Ha JICYCHHETO (BKIFOYUTEITHO PU
MPEeKbCBAHMA Ha MPHUEMa Ha J103aTa) U A0 TIoHe 7 JHHM CJIe] CIIUpaHe Ha IpueMa Ha
TTOMAaJTUIOMUJT

e Onwucanue Ha [IT1b ¥ KaTeropu3upaHe Ha MAIIMEHTUTE T10 MTOJ U IETEPOACH MOTEHITNAI

o AnropursM 3a npunarade Ha [1I1b

o Onpexenenue 3a xenu ¢ AerepoaeH notenuuan (QKPII) u neiictBus, kouto
MPeNMUCBAIINAT JIeKap TPSAOBa J1a MpeAnpueMe, ako He € CUTypeH

e CpBeru 32 6€30MaCHOCT 32 YKEHU C JETePOJIeH MOTeHIIHAT

o Heobxomumoct na ce nu3berHe ekcro3uuus Ha ¢eryca

o Onucanue Ha I1I1b

o HeobxomumocT oT edeKTHBHA KOHTPAIETIIHS (JOpH aKo JKeHATa € C aMeHOpes) U
orpezaeneHne 3a eeKTHBHA KOHTPAIICTIIINS

o Axo T UMa HyX[1a J1a IPOMEHH WJIH J]a CIIPE U3MOI3BAaHETO Ha HEHHUS METO. 32
KOHTpAIICTIIHsL, TS TPIOBa a HHPOPMHPA:

= Jlekaps, npeanucai HeifHaTa KOHTPALICTILHS, Y€ TSI € Ha TOMaJIUA0OMU

= Jlekaps, mpenmucai NOMaIHIOMH/I, Y€ TSI € CIpsijia MM MPOMEHWIIA HEHHUS
METO/]T Ha KOHTPALIETIIIHI

o (Cxema Ha TecTOoBeTe 32 OpeMEHHOCT

=  CpBeT 3a MOIXOMAIIN TECTOBE

= [lpenu 3amouBane Ha JICYCHUETO

= Ilo Bpeme Ha JIe4eHHETO Bb3 OCHOBA Ha METO/a 32 KOHTPAIICTIIIUS

= Cren xpas Ha JICYCHHUETO

o HeobxomumocTTa OT HE3a0aBHO CITUpaHE HA MOMAIHIOMUJ IPH ITOJ03PEHHE 32
OpeMeHHOCT

o HeobxonumocT oT He3a0aBHO yBeJIOMsIBaHE Ha JICKYBAIIUs JIeKap TPH MMOI03pEHHE 32
OpeMeHHOCT

e CnBerH 32 6€30MaCHOCT 32 MBXKE

o HeobxomumocT na ce u3berne excrno3nuus Ha deTyca

o HeobxoanMocT fa ce U3MoNa3BaT Mpe3epBaTUBH, aKO CEKCyaTHaTa UM MapTHhOPKA €
opemenna wiu e JKJIPII, kosTo He m3mon3Ba eeKTUBHA KOHTPAIICTIITNSA (JIOPH MBXBT J1a €
Ba3eKTOMHUPAH)

= Ilo Bpeme Ha JIEYEHHETO C TIOMATHIOMH/T
» Ilone 7 nHu cien nociaegHara 103a

o UYe =He TpsiOBa aa napsiBa criepMa Mo BpeMe Ha JICYCHHUETO (BKIFOYUTEITHO TIPU
MPEKbCBAHMS HA TIpUEMa Ha JIO3UTE) U B IPOABIDKCHUE HA TIOHE 7 JTHU CJIe]l CTUPAHETO Ha
JICYEHUETO C TIOMATHOMU]]

o UYe HezabaBHO TpsAOBa J1a YBEAOMU JICKYBAIIHsI JIeKap, aKo MapTHhOpKaTa My 3a0peMeHee,
JIOKaTO TOM MpreMa MOMaITUAOMU WU CKOPO CJIE]] KaTo € CIIPsUT TpreMa Ha
TTOMAaJTUIOMUJT

e l3uckBaHWd B CiIy4ail Ha OPEeMEHHOCT

o HaCcTpyknmu, 4e MOMaIHIOMHU TPpAOBa He3a0aBHO J1a ce CIIpe MPH MTOI03PEHHE 32
OpEMEHHOCT, PY MALMEHTH OT KEHCKHU IO

o Heo0xoanMocT manueHTruTe 3aAbDKATENHO JIa C€ HACOYBAT KbM JIeKap CHEIHAINCT HUIIH C
OIUT B 00JIaCTTa HA TEPATOJOTHATA U HEHHOTO AMArHOCTHIIMPAHE 3a OI[CHKA
KOHCYJITaIus

o /laHHUW 32 KOHTAaKT HAa MECTHO HUBO 32 He3a0aBHO ChOOIIaBaHEe Ha [IOJ03UPaHa
OpeMeHHOCT

o ®Dopmysip 3a choO1IaBaHe HA OPEMEHHOCT

° ﬂaHHI/I 3a KOHTAaKT Ha MECCTHO HHUBO 3a c1,06gaBaHe Ha HEXKCJIaHU pCaKIINU

OOYyYHTETHN OPOIIYDPH 32 MAIIMEHTHTE

OOyunTenHUTE OPOITYpH 32 MAMEHTUTE TPIOBa 1a ObJaT 3 BUA:
e bpomnypa 3a manueHTH OT XKEHCKH TI0JI C ICTEPOACH MOTEHIUAN U TEXHUSI TAPTHHOP
e bpomnypa 3a manueHTH OT XKEHCKH MO 0€3 IeTEPOICH MOTSHITHAI
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Bpomypa 3a IMaluCHTH OT MBKKH I10JI

Benuky oOyunTennu Opourypu 3a MalueHTHTe TPAOBa J1a ChAbPKAT CISTHUTE €JIeMEHTH:

Ue momManuaoMu € TepaTOTeHEH IIPH )KUBOTHH U C€ 0YaKBa JIa € TePaTOreHeH Ipyu Xopa

Ue momManuaoMua MOXKe Aa MPUIUHE TPOMOOLIUTONIEHUS! 1 HEOOXOIUMOCT OT PEOBHU KPHBHH
W3CIIeIBAHUS

Onucanne Ha KapTaTa Ha MAalMEeHTa U HE0OXOMMOCTTa OT Hesl

PvroBOACTBO 32 paboTa ¢ MOMaIMIOMU 32 NAMEHTH, OOJTHOITIEIaul U WICHOBE Ha CEMEHCTBOTO
HarmonanHu vy qpyru NPUIOKUME CIIEUGUYHA PA3IOPEI0H 3a MPEAIMCBAHE U OTITyCKaHE Ha
TTOMaJTUIOMUJT

Ue manueHTHT He TPsOBa [a JaBa MOMaIMIOMU/ HA APYTH JIUIA

Ue manueHTHT He TPsIOBa Aa napsBa KPbB 110 BpeMe Ha JICUCHUETO (BKIFOUUTEIHO MTPH
MIPEeKbCBAHMA Ha TIpUEMa Ha J03UTE) U TIOHE 7 JHHM CJe]l CHHMPAHEeTO Ha JIEUEHUETO C MOMATUIOMU
Ue manueHThT TpsAOBa J1a YBEJOMHU CBOSI JIEKAp 3a MMOsIBaTa Ha BCIKAKBH HEXXEJIAaHU peakuu
Benuky HeM3Mno3BaHu Karcysiu TpsoBa 1a ObaT BbPHATH Ha apMalieBTa B Kpas Ha JICUCHHETO

B choTBeTHUTE 00yUHTENHN OpONIypH 3a MAlMEeHTHTE TPsiOBa 1a O'b/ie IpeocTaBeHa U cieHaTa
uHQOpMAITHUS:

Bpomvpa 3a NanyEHTH OT )KCHCKH I10JI C ACTCPOJACH NOTCHIIM A

HeoOxonumocT na ce nu3berHe ekcro3uuus Ha ¢eryca
Onucanue Ha [111b
Heo6xonumocT oT edekTHBHA KOHTpALETILUS U OllpeeieHre 3a e()eKTUBHA KOHTPALlEIIIHs
AKO TS MMa HyXJa ]a TPOMEHHU WU JIa CIIPe U3MOI3BAHETO Ha HEMHUS METO/ 32 KOHTPALCIILHS,
TS TpsiOBa na nHpOpMUpa:
o Jlekaps, npeanucan HelHATa KOHTpALEHIKs, Y€ TS € Ha IIOMaJIUIOMHU
o Jlekaps, mpeanucan NOMaIUAOMHUI, YE TS € CIpsUIa WM IPOMEHMIIa HEHHUS METO/] Ha
KOHTpALECIIUS
Cxema Ha TecTOBETE 32 OPEMEHHOCT
o Ilpenu 3amouBaHe Ha JICYECHUETO
o Ilo Bpeme Ha edeHNETO (BKIIOYUTEIHO PU NMPEKbCBAHKS HA IpHEMa Ha I03UTE),
MOHE BCEKH 4 CEIMUIIM, OCBEH B CITy4yail Ha MOTBBP/ICHA TyOapHa CTEPIIIH3AIINS
o Cnen xpas Ha IEYCHUETO
Heo0xonumocT He3a0aBHO Ja ce crpe TOMaTUIOMHU]I IIPH TIOJ03PEHHUE 32 OPEMEHHOCT
Heo0xonumocT He3a06aBHO /1a ce YBEIOMHU CBOS JieKap MPH MOI03peHHEe 32 OPEMEHHOCT

BDOH_IVDS. 3a NaCHTH OT MBIKKH I10JI

HeobxonumocT na ce n3berHe ekcro3uuus Ha ¢eryca
HeobxonumocT 1a ce u3mon3BaT npe3epBaTHBH, aKO CEKCyallHaTa MapTHROPKA € OpeMEeHHa HiIH
JK/IPII, xosiTo HE M3MOJ3Ba €peKTHBHA KOHTPAIEIITUS (IOPH aKO MBXBT € UMajl BA3CKTOMHS )
o [Ilo Bpeme Ha JeYeHHETO C MOMANUAOMU (BKJIIOYUTEIHO NIPU NPEKbCBAHUS Ha
npreMa Ha JI03HTe)
o Ilone 7 nuu cnen nociaeaHara 103a.
Ye nezabaBHO TpsAOBa Ja yBEJOMH JICKYyBallHs JIEKap, ako NapTHbOpKaTa My 3a0pemeHee
UYe He TpsOBa 1a napsiBa criepMa 110 BpeMe Ha JICUEHHETO (BKJIIOYMTEIIHO MIPU NPEKbCBaHUs Ha
npreMa Ha JI03WUTe) U B MPOABIDKEHHE Ha TIOHE 7 JIHU ClIe]] CTUPAHETO Ha JICYEHHETO C
TTOMAaJTUIOMUT

Kapra Ha nanyeHTa WM eKBUBAJEHTEH HHCTPYMEHT

KapTaTa Ha nmanucHTa TpH6Ba JAa CbAbpiKa CJICAHUTC CIICMCHTU!

[MoTBBpkIEHUE, Ye € U3BBPIICHA IMOAXO0IAIIATa KOHCYIITAIUS

JlokyMeHTHpaHe Ha ACTCPOIHHS CTATyC

KBanpatue 3a orMeTKa (WiH MOT0OHO), KOSTO JICKAPAT IMMOCTABS, 32 J]a IIOTBBPIH, Y€ MAIUCHTHT
M3M0J3Ba €PEKTHBHA KOHTPAIIEHITHS (aKO € KEeHa C IeTEPOJICH TOTCHITAAN )

Jlatu v pe3ynrTaT OT TECTOBETE 38 OPEMEHHOCT
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(I)O[!My.]'lﬂnl/l 3a I/ng_)ODMI/lDaHOCT OTHOCHO PUCKA

TpsioBa 1a uma 3 Buaa GopMyIIsapu 3a HHGOPMHPAHOCT OTHOCHO PHCKa:
e Xenu ¢ geTepojicH MOTCHIIUAT

o Kenu Oe3 AeTEepOJICH MOTCHITUAIT

o TlamUeHT OT MBKKH MOJ

Benuku hopmysisipu 3a ”HPOPMUPAHOCT OTHOCHO PUCKa TPSOBa Jja ChIbPIKAT CIETHUTE €IEMEHTH:

- IpenynpekAcHHUE 3a TePaTOreHHOCT

- MalUeHTUTe IOoIy4aBaT MOAXOASIIAa KOHCYJITAlUs IPean 3all04BaHe Ha JICYEHUETO

- TOTBBP)KACHHUE, Y€ MALMEHTHT pa3dupa pucka, CBbp3aH ¢ HoMaIuAoMH 1 Ha Mepkute Ha 1115

- JlaTa Ha KOHCYJITUPaHe

- JIaHHH 3a MalUeHTa, HOJINC U JaTa

- UMe Ha IpeanucBallys, MOAMNC U 1aTa

- [eJdTa Ha TO3W AOKYMEHT, T.e. criopen nocodenoto B I1I1b: ,,llenrta Ha Gpopmyisipa 3a
WH(POPMHUPAHOCT OTHOCHO PUCKA € JIa TIPE/INA3H MAIUCHTUTE U €BEHTYTHUTE (EeTyCH, KaTo
rapaHTypa, 4e MalueHTUTEe Ca HaITbIHO HHOPMHUPAHHU U Pa30UpaT pUCKa OT TEPATOreHHOCT U
JIpYyTU HEeXEJaH! PeaKkiy, CBbP3aHU C yHIoTpebaTa Ha moMaauIoMua. To3u TOKYMEHT He
MPEJICTaBIISIBA JIOTOBOP U HE 0CBOOOKAaBa HUKOTO OT HETOBUTE/HEWHUTE OTTOBOPHOCTH, CBHP3aHH
¢ Oe3omacHara ynorpeba Ha MPOAYKTA U MPEIOTBPATIBAHE HA EKCIIO3UIINS Ha eTyca.”

Dopmynapure 3a HHGOPMUPAHOCT OTHOCHO PUCKA 32 KEHU € IeTePO/IeH MOTEeHIHAN TPsOBa ChIO /1a
BKITIOYBAT:
- IloTBBpKAcHHE, Ye JIeKapsT € OOCHIMI CIETHOTO:
® HE0o0XOIUMOCTTA J1a ce M30eTHe eKCIIO3HIHS Ha (eTyca
e aKo e OpeMeHHa WM IUIaHUpa Ja 3a0peMeHee, He TPsOBa J1a mprueMa IoMaiI0MuU/L
e ue Ts pa3dupa HEOOXOAMMOCTTA J1a N30sTBa yroTpedaTa Ha TOMAIHIOMHU/ [0 BpeMe Ha
OpEMEHHOCT M Ja puiiara e)eKTHBHU MEPKH 332 KOHTpalenus 6e3 NpeKbCBaHe MOHe
4 cenMUI ITpeN HAYAIOTO Ha JICYEHHETO, MPe3 IeINs Kype Ha JICYCHUETO U MOHE 4 CeMHUIN
cliell Kpasi Ha JIEYEHUETO
e  UE aKo ce HAJIOXKH JIa IIPOMEHH WIIM MPEKPaTH yrnoTpedaTa Ha U3MOI3BaHHUS METO 32
KOHTpAaLENIHs, TS TPSOBa Ja yBEIOMHU:
. JeKapsi, PeIrcal KOHTPALEIIHATA, Ye MPUeMa TIOMaIHIOMHU
. JeKapsi, IPEIrcal IOMATHIOMHUI, Y€ € MPEeKpaTHia TN MPOMEHIIIA U3II0I3BaHUS
METO/ 32 KOHTPaLEIINs
® 33 HEOOXOAMMOCTTA OT TECTOBE 32 OPEMEHHOCT, TOECT NP/ JICUCHHUE, IIOHE 4 CEAMULIU
Ipe/id HA4aoTO Ha JICYEHHETO
3a He0OXOMMOCTTA JIa CIIpe MOMAIUIOMUJ He3a0aBHO MPU MOA03PEHUE 32 OPEMEHHOCT
3a HEOOXOJMMOCTTA J1a Ce CBBbPIKE C JIeKaps cU He3a0aBHO MPHU MO103PEHUE 32 OPEMEHHOCT
4e Ts He TpsOBa Ja AaBa JIEKAPCTBOTO HA APYTH JIUIA
4e Ts He TpsAOBa Ja AapsiBa KPbB [0 BpeMe Ha JICYCHUETO (BKIIIOUUTETHO IIPH MPEKbCBAaHUS Ha
IpueMa Ha JI03UTE) U B IPOIBIDKEHHE Ha TTOHE 7 THH CJIe]] CIIUPAHETO HA TOMAJIUIOMH]T
e ue T4 TpsIOBa Ja BbPHE KaICyINTe Ha (hapMarieBTa ciel Kpas Ha JICYEHHETO

dopmynsapuTe 32 HHPOPMUPAHOCT OTHOCHO PHCKA 3a KEHH 0e3 IETePOICH MOTESHITHAT TPSIOBa ChHIIIO
J1a BKJIFOYBAT:
- TloTBBpiK/CHHUE, YE JTEKAPST € OOCHANI CIICAHOTO:
e 4Ye Ts HE TPsAOBA Ja AaBa JIEKAPCTBOTO HA IPYTH JIUIA
e 4Ye Td He TPAOBA Ja AapsiBa KPBB [0 BPEME HA JICUCHUETO (BKIFOUUTEITHO TPU MPEKbCBAHKS HA
npreMa Ha IO3MTE) U B MPOABIDKEHIE Ha TIOHe 7 THM Cllel criupadeTo Ha [ToManumoMus
Accord

® 4YcTiA TpH6Ba Ja BbPHC KaIICYJIUTC Ha (bapMaueBTa CJICH Kpasd Ha JICUCHHUCTO

dopmynsipuTe 32 UHPOPMUPAHOCT OTHOCHO PHCKA 3a TAIIMEHTH OT MBKKH TIOJI TPOBA CHIO Ja
BKJIFOYBAT:
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[ToTBBpKIEHNE, Y€ JTCKAPAT € 0OCHINI CICTHOTO:

HEOOXOIUMOCTTA J1a ce M30erne eKcrno3unus Ha geTyca

Yye MOMaIUJOMH]I Ce OTKPUBA B CEMEHHATa TEYHOCT U € HEOOXOIMMO Jia Ce M3II0JI3BaT
Npe3epBaTHBY, aKO CEKCYyalHaTa MapTHhOPKA € OpeMEeHHa HITH € JKeHa C JIETEPOJICH
MOTEHIIAA, KOATO He U3I0N3Ba e(peKTHBHA KOHTpAICHIHS (JIOPH aKO MBXBT € UMaJ
Ba3EKTOMMUSI)

4e TpsiOBa He3a0aBHO J1a YBEIOMU JICKYBAIIHSI JIEKap, aKO MapTHhOPKaTa My 3abpemeHee u
BUHATH J]a M3110J13Ba IIPE3EPBaTHB

ye He Tps0Ba /1a 1aBa JIEKapCTBOTO Ha APYTH JULA

ye He Tpsi0Ba /1a 1apsBa KPbB WM CIIEpMa 110 BpEME Ha JICUCHUETO (BKIIOYUTEIHO MPH
NPEeKbCBAHUS Ha TIPUEMa Ha JIO3UTE) U B MIPOJIBIDKCHUE HA TIOHE 7 JIHH CJIE/ CIPAHETO Ha
MOMAJIUAOMHUL

4e TpsiOBa Jla BbPHE KarcynuTe Ha (hapMarieBTa cliell Kpast Ha JICUCHUETO
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INPUJIOKEHMUE III

JAHHU BBPXY OITAKOBKATA U JIUCTOBKA

4



A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Momamunomun Accord 1 mg TBBpAM Karcyiu
MTOMAJTUAOMUJL

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Kancyna chabpka | mg noManuaoMua.

| 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

7 TBBPAM Karcyiu

14 TBBpAM KaTICYTH

21 TBBpAU KamCyIH

7 x 1 TBBpAM Karcynu
14 x 1 TBBpAM KaTICyIH
21 x 1 TBBpAYM Kalncyau

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynoTtpeba mpoyerere JIMCTOBKATA.

3a mepoparHo MPUI0KECHNE

6. CIIEHHUAJIHO MPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NIPOAYKT TPsBBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYI'U CIHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

MMPEJYIIPEX/IEHUE: Puck ot Texxku BpoaeHU nedexTtu. Jla He ce u3mosBa o BpeMe Ha
OpEeMEHHOCT ¥ KbpMECHE.

[Ipu neuenue ¢ I[lomanmumomun Accord TpsiOBa na ciemBare mporpaMara 3a mpeana3BaHe oOT
OpEMEHHOCT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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9. CIIEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIIEHUAJIHU ITPEJAITAZHU MEPKH ITPU NU3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Hewnsmnon3panuar nexapcTBeH MPOIyKT TPsOBa a ce BbpHE Ha papMarieBTa.

11. NUME U AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1831/001
EU/1/24/1831/002
EU/1/24/1831/003
EU/1/24/1831/004
EU/1/24/1831/005
EU/1/24/1831/006

13. ITAPTUJAEH HOMEP

[Tapt.Ne

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. WH®OPMAIINSA HA BPAHJIOBA A3BYKA

[Momamunomun Accord 1 mg

| 17. YHUKAJIEH WIJTEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 6apKoJI ¢ BKIFOUEH YHUKAJICH HICHTH(DHUKATOD

| 18. YHUKAJIEH NJEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP WJIHN BJIMCTEP C EJMHUYHUA 103U

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Homanunomun Accord 1 mg TBBpAN KaICyaIu
MOMaTHIOMUL

2. HUME HA ITPUTEXATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA
Accord
| 3. JATA HA U3STHNYAHE HA CPOKA HA TOAHOCT
EXP
4. NMAPTUAEH HOMEP
Lot
5. IPYTO

ITepopanHo npusioxeHne
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Momamunomun Accord 2 mg TBBPAU Karcyiu
MTOMAJTUAOMUJL

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Karcyna chabpKa 2 mg NOMaTUAOMHU.

| 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

7 TBBPAM Karcyiu

14 TBBpAM KaTICYTH

21 TBBpAU KamCyIH

7 x 1 TBBpAM Karcynu
14 x 1 TBBpAM KaTICyIH
21 x 1 TBBpAYM Kalncyau

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXKJIAHE

[Ipenu ynoTtpeba mpoyerere JIMCTOBKATA.

3a mepoparHo MPUI0KECHNE

6. CIIEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPSJABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYI'U CIHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

NPEAYIPEXIEHUE: Puck ot Texku BpoaeHu AedekTu. la He ce U3Mmos3Ba 1o BpeMe Ha
OpEeMEHHOCT U KbpPMEHE.

[Ipu neuenue ¢ Ilomanmumomun Accord TpsiOBa na ciemBarte mporpamara 3a mpeana3BaHe oT
OpeMeHHOCT.

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

T'omen mo:
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9. CIIEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIIEHUAJIHU ITPEJAITAZHU MEPKU ITPU NU3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Hewnsmnon3panuar nexapcTBeH MPOIyKT TPsOBa a ce BbpHE Ha papMarieBTa.

11. NUME U AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1831/007
EU/1/24/1831/008
EU/1/24/1831/009
EU/1/24/1831/010
EU/1/24/1831/011
EU/1/24/1831/012

13. ITAPTUJAEH HOMEP

[Tapt.Ne

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. WH®OPMAIINSA HA BPAHJIOBA A3BYKA

[Momamunomun Accord 2 mg

| 17. YHUKAJIEH WIJTEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 6apKoJI ¢ BKIFOUEH YHUKAJICH HICHTH(DHUKATOD

| 18. YHUKAJIEH NJEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU WJIN BJIMCTEPU C EJMHUYHU 103U

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Momamunomun Accord 2 mg TBBEPAN Karcyiu
MTOMAJIUAOMUJL

2. WME HA TIPUTEKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA
Accord
| 3. TIATA HA MI3THYAHE HA CPOKA HA TOJHOCT
EXP
4. MMAPTHJIEH HOMEP
Lot
| 5. TIPYTO

[IepopanHo mpunoxeHue

48



JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Momamunomun Accord 3 mg TBBpAM Karcyiu
MTOMAJTUAOMUJL

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Kancyna chabpka 3 mg NoManuaoMHUI.

| 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

7 TBBPAM Karcyiu

14 TBBpAM KaTICYTH

21 TBBpAU KamCyIH

7 x 1 TBBpAM Karcynu
14 x 1 TBBpAM KaTICyIH
21 x 1 TBBpAYM Kalncyau

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynoTtpeba mpoyerere JIMCTOBKATA.

3a mepoparHo MPUI0KECHNE

6. CIIEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPSJABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA TEIIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYI'U CIHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

MMPEJYIIPEX/IEHUE: Puck ot Texxku BpoaeHU nedexTtu. Jla He ce u3mosBa o BpeMe Ha
OpEeMEHHOCT ¥ KbpMECHE.

[Ipu neuenue ¢ I[lomanmumomun Accord TpsiOBa na ciemBare mporpaMara 3a mpeana3BaHe oOT
OpEMEHHOCT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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9. CIIEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIIEHUAJIHU ITPEJAITAZHU MEPKU ITPU NU3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Hewnsmnon3panuar nexapcTBeH MPOIyKT TPsOBa a ce BbpHE Ha papMarieBTa.

11. NUME U AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1831/013
EU/1/24/1831/014
EU/1/24/1831/015
EU/1/24/1831/016
EU/1/24/1831/017
EU/1/24/1831/018

13. ITAPTUJAEH HOMEP

[Tapt.Ne

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. WH®OPMAIINSA HA BPAHJIOBA A3BYKA

Homamunomun Accord 3 mg

| 17. YHUKAJIEH WIJTEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 6apKoJI ¢ BKIFOUEH YHUKAJICH HICHTH(DHUKATOD

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

PC
SN
NN
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MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU WJIN BJIMCTEPU C EJMHUYHU 103U

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Momamunomun Accord 3 mg TBBPAM Karcyiu
MTOMAJIUAOMUJL

2. WME HA TIPUTEKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA
Accord
| 3. TIATA HA MI3THYAHE HA CPOKA HA TOJHOCT
EXP
4. MMAPTHJIEH HOMEP
Lot
| 5. TIPYTO

[IepopanHo mpunoxeHue
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Momamunomun Accord 4 mg TBBpAM Karcyiu
MTOMAJTUAOMUJL

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Kancyna chabpka 4 mg noManuaoMuI.

| 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

7 TBBPAM Karcyiu

14 TBBpAM KaTICYTH

21 TBBpAU KamCyIH

7 x 1 TBBpAM Karcynu
14 x 1 TBBpAM KaTICyIH
21 x 1 TBBpAYM Kalncyau

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynoTtpeba mpoyerere JIMCTOBKATA.

3a mepoparHo MPUI0KECHNE

6. CIIEHHUAJIHO MPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NIPOAYKT TPsBBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYI'U CIHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

MMPEJYIIPEX/IEHUE: Puck ot Texxku BpoaeHU nedexTtu. Jla He ce u3mosBa o BpeMe Ha
OpEeMEHHOCT ¥ KbpMECHE.

[Ipu neuenue ¢ I[lomanmumomun Accord TpsiOBa na ciemBare mporpaMara 3a mpeana3BaHe oOT
OpEMEHHOCT.

| 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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9. CIIEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIIEHUAJIHU ITPEJAITAZHU MEPKH ITPU NU3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Hewnsmnon3panuar nexapcTBeH MPOIyKT TPsOBa a ce BbpHE Ha papMarieBTa.

11. NUME U AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1831/019
EU/1/24/1831/020
EU/1/24/1831/021
EU/1/24/1831/022
EU/1/24/1831/023
EU/1/24/1831/024

13. ITAPTUJAEH HOMEP

[Tapt.Ne

| 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. WH®OPMAIINSA HA BPAHJIOBA A3BYKA

Homamunomun Accord 4 mg

| 17. YHUKAJIEH WIJTEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 6apKoJI ¢ BKIFOUEH YHUKAJICH HICHTH(DHUKATOD

| 18. YHUKAJIEH NJEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU WJIN BJIMCTEPU C EJMHUYHU 103U

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Momamunomun Accord 4 mg TBBpAN Karcyiu
MTOMAJIUAOMUJL

2. WME HA TIPUTEKATEJISI HA PA3PEILIEHMETO 3A YIIOTPEBA
Accord
| 3. TIATA HA MI3THYAHE HA CPOKA HA TOJHOCT
EXP
4. MMAPTHJIEH HOMEP
Lot
| 5. TIPYTO

[IepopanHo mpunoxeHue
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Bb. IUCTOBKA
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JlnucroBKa: l/IH(l)OpMalII/lfl 3a ManueHTa

Homamnmxomug Accord 1 mg TBbpAM Kancyau
Homaauaomua Accord 2 mg TBHPAN KANCYJIH
Homaauaomua Accord 3 mg TBBLPAM KANCyJIH
Homamuaomua Accord 4 mg TBbpAU Kancyau
nomanuaoMu (pomalidomide)

Ouaxkga ce Ilomanuaomua Accord na NPUYUHHU TCKKH BPOACHU Ile(l)eKTI/l H MOJKE 1a 10BeI€ 10
CMBPT HA IL10JAA.

° He HpI/IeMaf/’ITC TOBaA JICKAapCTBO, aKO CTC 6peMeHHa WK CTC B CBCTOAHHUC A 336p€M€H€CT€.

° Bue TpSI6Ba Ja C11a3BaTe CbBCTUTC 3a KOHTPALICII M, OIIMCAHU B Ta3W JIMCTOBKA.

IIpoyeTeTe BHUMATEIHO 1AJ1aTa JUCTOBKA, MPEAN 1A 3all04HeTe 1a NpueMaTe TOBA JIeKapCcTBO,

Thil KaTo TS ChbAbPKa BaxHa 3a Bac undgopmauus.

- 3anasere Ta3u JUCTOBKA. MOXe 1a ce HAJIO0XKH Ja S MPOYETETE OTHOBO.

- AKO UMaTe HJKaKBU IOIBIHUTEIHH BRIIPOCH, ronuTaiite Bamus iekap, papmareBt wim
MEIHUIIMHCKA CECTpa.

- ToBa nexapcTBo € mpeanucano 1uyHo Ha Bac. He ro mpeotcrrnBaiite Ha Apyru xopa. To Moxe
Jla UM HaBpe.lv, HE3aBUCHMO Ue TIPU3HAIUTE Ha TAXHOTO 3a00sBaHe ca ChITUTE KaTo BamuTe.

- Axo TMMOJIYyYUTE HAKAKBU HEXCIIaHU pCaKIINK, YBEAOMETE Bamms JICKap, q)apMaueBT 501041
MEIIUIIMHCKA CeCcTpa.

- ToBa BKJIIOUBA U BCUUKH Bb3MOKHU HEXEJIAHU PEaKLUK, HEONUCAHU B Ta3U JIUCTOBKA. Binkte
TouKa 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kakso npencrasisiea [Tomanuaomua Accord u 3a KakBO ce M3I0JI3Ba
Kakso Tpsi0Ba na 3naere, npeau na npuemere [lomanmmomu Accord
Kak na npuemate [lomanmunomun Accord

BBb3M0XHU HEXKETaHU PEAKLIUU

Kak na cexpanssare [Nomanumomun Accord

ChabpprkaHre Ha OMAKOBKATA U JIOIBITHUTETHA HH(DOPMAITUS

AN o e

1. Kakso npexncrasasipa Ilomaanaomua Accord v 3a KaKBO ce H3110J13Ba

Kakso npeacrapassa [llomamnaomua Accord

[omamunomua Accord chabpika aKTHBHOTO BEIIECTBO MOMATHUAOMU/I. ToBa JIEKapCTBO € CPOTHO Ha
TaJUIOMHU] ¥ IPUHAJIEKN KBM TpyTia JIEKapcTBa, KOUTO IMOBJIMSIBAT UMyHHATa CHCTEMA
(ecTecTBeHaTa 3aIIUTa HA OpTraHU3Ma).

3a xakBo ce n3no3sa IHomaanaomua Accord
[Homamunomuna Accord ce u3momn3Ba 3a JeueHne Ha Bb3PACTHU C BHJ paK, HApEUeH ,,MyJITHILICH
MHUETIOM".

[Homamunomun Accord ce U3MONI3Ba WITH 3a€THO C:
e IBe APYIH JIEKApCTBA, HAPEUEHH ,,00pTe30MHO" (BH XUMHUOTEPAIIEBTUYHO JIEKAPCTBO) U
,JeKCaMeTa30H* (MMPOTUBOBB3MAIUTEIIHO JIEKAPCTBO) MPU XOPa, KOUTO Ca MPOBEJIH MTOHE STHO
JIPYTO JICYCHUE — BKIIFOUUTEITHO C JICHATHIOMHU]/I,

WIH

o €/IHO JIPYT0 JIeKapCTBO, HAPCUCHO ,,IEKCAMETA30H"* IIPH X0Pa, YUHTO MUEIIOM CE € BIIOIIHII,
BBIIPEKH Ue T€ BEYE Ca MMAaJIU Hali-MaJIKO JIBa JPYTH BUA JICYCHUE, KOUTO BKITFOUBAT
JIEHATUIOMU 1 00OpTE30MHO.
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KakBo npeacraBiasBa MyJTHILIEHUAT MU€EJIOM

MynTHIIEHUST MHEJIOM € BHJI PaK, KOHTO 3acsra omnpezesicH BUI OelTi KPbBHU KJIETKH (HapeUeHH
,»T1a3MeHn Ki1eTkn”). Te3u KIeTku ce pa3pacTBaT HEKOHTPOIUPYEMO H C€ HATPYyNBaT B KOCTHHUS
M03bK. TOBa BOHM /10 YBpeKIaHEe HA KOCTHTE H OBOpenuTe.

MynTUILUTEHUST MEEIOM TI0 IPUHIUN € HeneuuM. JleueHnero, ob6aue, MoXe 1a HaMalld IPU3HAIIUTE U
CUMIITOMUTE Ha 3200JIsIBAHETO MJIH JIa TH HaKapa Ja U34e3HaT 3a MepuoJ] OT BpeMe. ToBa ce Hapuda
,,OTTOBOD”.

Kak neiictBa Ilomaanmomua Accord

Momanunomun Accord aeficTBa 1Mo peiniia pa3IuIHNA HAUWHU:

®  Karo CIMpa Pa3BUTHETO HA MUEIIOMHUTE KIETKU

®  KaTo CTUMYJHpPa UMYHHATa CHCTEMA J]a aTaKyBa PaKOBUTE KIICTKH

e KaTo crupa o0pa3yBaHETO HA KPHBOHOCHU CHJIOBE, 3aXpaHBAIIHA PAKOBHUTE KIETKH.

[onzata ot usnon3sane Ha [Momanunomun Accord 3aefHO ¢ GOPTE30MHUO U JIEKCAMETa30H
Koraro I[Tomanunomun Accord ce n3nos3ea ¢ 60pTe30MU0 U JeKCaMeTa30H IPH XOpa, KOUTO ca
MIPOBEIU TTOHE €/THO JPYTO JICYCHUE, TOW MOXKE JIa CIIPE BIONIABAHETO HA MYJITUILICHHUS MUEJIOM:
®  KOraro ce M3I10J13Ba 3aeHO ¢ OopTe30MHO U nekcaMeTa3oH, [lomanumomua Accord crimpa
MosIBaTa Ha MYJITHILICHHUS MUEJIOM OTHOBO 3a TIEpHoJI cpeaHo 1o 11 Mecena — B cpaBHEHUE
chC 7 Mecela 3a OHE3H MAIEeHTH, KOUTO H3M0I3BaT caMO 0OpTe30MHO U JIeKCaMEeTa30H.

ITonsara ot usnoissane Ha [Tomamumomun Accord 3aeHO ¢ TeKCaMETa30H
Korato ce n3nomn3ea ¢ qekcaMeTas3oH MpH X0pa, KOUTO ca MIPOBEIIX MTOHE JIBE APYTH JICUCHUS,
Momanuaomua Accord MOXKe Jia CIIpe BJIOLIABAHETO HA MYJITUILUICHUS MHEIIOM:
. KOTaTo Ce M3I0JI3Ba 3aeIHO C JAekcameTaszoH, [lomamumomun Accord crimpa mosiBara Ha
MYJITHILICHUS MHUEJIOM OTHOBO 3a MEPHOJI CPEITHO,I0 4 Mecela B CpaBHEHHE ¢ 2 Mecelia 3a
OHE3H IMaIlHeHTH, KOUTO H3MOJI3BAT CaMoO JCKCaMeTa30H.

2. Kakso Tps6Ba na 3naere, npeau Aa npuemere Ilomamuaomun Accord

He npuemaiite Ilomanuaomun Accord:
e aKo cTe OpeMeHHa WK cMsTaTe, 4e MOXKe Ja cTe OpeMeHHa, WK IJIaHupate J1a 3ad0peMeHeere, Thi
karto ce ouaksa [lomaaugomug Accord 1a e BpeeH 3a mioaa. (Mbxere U )KeHUTE, KOUTO
[IpUeMar TOBa JIEKapCTBO, TPsIOBa 1a MpoYeTaT TOUKaTa ,,bpeMEHHOCT, KOHTpaLeLUs U KbpPMEHE —
uHQOpPMAIHI 32 )KEHU U MbXe” TI0-/101Ty)
® aKO CTe B ChCTOSIHME J1a 3a0peMeHeeTe, OCBEH aKo CIIa3BaTe BCUYKH HEOOXOIUMH MEPKH, 3a Ja e
npeAna3uTe oT 3adpeMeHsBaHe (BUKTE ,,bBpeMeHHOCT, KOHTpaLenus U KbpMEHE —
nH(pOpMAaIs 3a )KeHU U MBXe”). AKO CTe B ChCTOSHHUE J1a 3a0peMeHeeTe, IIPH BCSIKO
MIPENHUCBaHE Ha JICKApCTBOTO BamumsaT nexap 1ie 3anvcsa, 4e HeoOXOUMUTE MEPKH ca OMTn
B3€TH, U 1IIC Bu IMpeaAOCTaBs TOBA IMMOTBBPIKACHUC

° aKO CTC aJICPIr'UMYHU KbM MMOMAJIMIOMU UJIIW KBM HAKOS OT OCTAHAJIUTC CbCTAaBKU HA TOBA
nexapcTBo (n30poeHu B Touka 6). OOBpHETE ce 3a ChBET KbM Bamus jiekap, ako MECITUTE, Ye
MOJK€E J1a CTe aJepTU4HU.

AKO He cTe CUTYpHH JIaii HSIKOE OT TOPHUTE YCJIOBHS ce oTHacs 3a Bac, monuTaiite Bamms nekap,
(hapmareBT WM MEAWIIMHCKA CecTpa, penu aa npuemete [lomamunomun Accord.

IMpexynpe:xxkaeHus U npeanasHu MepKH

I'oBopete ¢ Bamms nekap, dhapMarieBT WM MEIUITMHCKA cecTpa Mpeau aa mpuemete [lomamumomun

Accord, ako:

e HsKOTa CTe MMM KphBHHU cheupenw. [1o Bpeme Ha neuennero ¢ I[lomamumomun Accord Bue cre ¢
ITOBUIIICH PUCK OT 00pa3yBaHe HA KPbBHU ChCHPEIIM BB BEHUTE U apTepunTe. Bammust iekap
Moke Aa Bu mpenoppya na npuemare AOMBIHUTENHH JIeKapcTBa (Hanpumep BapdapuH) Win aa
Hamanum no3arta [lomammmomun Accord, 3a 1a ce HaManu BEpOATHOCTTA J1a IOJTYYUTE KPHBHU
CBHCHUPELH.
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® HAKOra CTe UMaJi aJlepruuHa peakuus, KaTo HanpuMep oOpHB, CbpOexk, OTOK, 3aMaiiBaHe HITH
3aTpyAHEHO JUIIaHe, JOKAaTO CTe IMPUEMaH I000HH JIEKapCTBa, HApEeUeHH TAIUAOMU UIIH
JICHAJIUIOMUI.

e  CTe UMalM ChpledeH MH(PAPKT, UMaTe ChbpAECYHA HEOCTAThYHOCT, UMAaTe 3aTPyIHEHO IUIAHE WIN
aKo MyIINTE, UMaTe BUCOKO KPbBHO HAJSTAHE WM BUCOKH HHBA Ha XOJIECTEPOIa.

e pMaTe rojsiMO 0010 KOJIMYECTBO TYMOPH B LISUIOTO TSJIO, BKIIFOYMTEIHO U B KOCTHUS MO3bK. ToBa
Ou MOTJIO Zja IOBEJIE 10 ChCTOSHMUE, PH KOETO TyMOPHTE Ce pa3naaaT U MIPUIHHSABAT
HeoOWYaifH HIBa Ha XMMHWYHH BEUIECTBA B KPHBTA, KOETO MOXKE J1a IOBeZie 10 ObOpeyHa
HEI0CTaThYHOCT. Bue MokeTe 1a yceTure 1 HepaBHOMEPHO chplieOreHe. ToBa CbCTOSHHUE ce
Hapuya CHHIPOM Ha TYMypEH pasnaf.

e pMaTe WIK CTE€ UMAaJH HeBponaTHs (YBpeKAaHe Ha HEPBUTE, IPUUNHABAIIO U3TPBIIBAHE WIN
00JIKa B pPBIICTE WK CTHIIANATA).

® pMaTe WK cTe uManu xenaTut B unpeknus. Jleuennero ¢ [Tomanmunomun Accord moxe na
aKTHBHpPa OTHOBO BUpYcCa Ha XENAaTUT B mpu nanueHTH, KOUTO ca HOCUTEIH Ha BUPYCa, KOETO Ja
JIOBEZIe A0 MOBTOPHA MOsiBa HAa MH(peKuusITa. Bamust nekap TpsiOBa 1a MpoBepy AaId HIKOTra
cTe uMaiy xernatut B uadeknus.

e yMaTe WIU CTE UMaIM B MUHAJIOTO KOMOMHAIMSA OT HIKOHU OT CIEJHUTE CHMITOMU: OOpUB Ha
JUIIETO WM 00IKpeH 00puB, 3auepBeHa KOXka, BUCOKA TeMIIeparypa, IPUIIONo00HN
CHUMIITOMH, YBEJIMYEHH! TUM(HHU Bb3IH (IPU3HALM Ha TEKKA KOYKHA PEaKLsl, HapeyeHa
JIeKapCTBEHA peakys ¢ eo3uHopmnus u cucreMan cumntomu (DRESS), unu cunapom Ha
JIEKapCcTBEHA CBPBXUYBCTBUTEIHOCT, TOKCHYHA enuaepmaiia Hekponuza (TEN) nian cunapom
Ha CtuBbHC-J>)k0HCHH (SJS)). BmkTte cbio Touka 4 ,,Bb3M0OXKHI HEeXEaH! PEaKIuu‘).

BaxHo e 1a ce oT0enexu, 4e NalMeHTUTE ¢ MYJITHILUICH MHEJIOM, JICKYBaHHU C MTOMAJIUAOMUJI, MOTAT Jia
Pa3BHAT AOMIBIIHUTEIHN BUIOBE PakK, CIEIOBATEIHO BammsT iekap TpsOBa BHUMATEIIHO /12 TIPEIeHN
oJ13aTa M pucKa, korato Bu mpeamnmcBa ToBa JeKapCTBO.

B ko¥iTO ¥ 1a € MOMEHT 10 BpeMe Ha JICUSHUETO WK CJIe]] Hero He3a0aBHO yBenoMere Barms nekap
WJIM MEJUIIMHCKA CECTpa, aKo MMarTe: 3aMbIIIeHO 3peHne, 3ary0a Ha 3peHHe WIH JBOWHO BIDKIAHE,
3aTpyIHEH TOBOP, C1a00CT B phKa WIIH KpaK, IPOMIHA B TIOXOJIKATa WK POOJIEMH C PABHOBECHUETO,
MOCTOSTHHA CKOBAaHOCT, HaMaJieHa YyBCTBUTETHOCT WJIM 3ary0a Ha YyBCTBUTEIHOCT, 3ary0a Ha mamMeT
WiIM 00bpPKAaHOCT. BCuuky Te3n Mpr3HAIM MOXeE /1a ca CHMITOMH Ha CEPHO3HO U TTOTEHITHAITHO
(hatanHO 3a0019BaHE HA MO3BKa, M3BECTHO KATO MPOTrpeCUBHA MyITH(OKATHA JIeBKOCHIIehaTOnaTus
(ITMJT). Ako cTe umMaii TaKuBa CUMITTOMH TIpeIu JiedenueTo ¢ [lomamumomun Accord,
nH(popMupaiite Barms gekap 3a BCska MPOMSHA B TAX.

B Kpasd Ha JICHCHUCTO TpﬂGBa Ja BbpHETC BCUYKU HCU3IIOJI3BAHU KAIICYJIN Ha (bapMaueBTa.

bpeMeHHOCT, KOHTpaNeNUus U KbpMeHe — UH(POPMAIUA 32 KEeHU U MbKe

TpsiOBa ma ce cmaspa ciIeaHOTO, KaKTO € onucaHo B [Iporpamara 3a mpenmna3BaHe oT OpeMEHHOCT Ha
Homamunomun Accord. Kenure u mbxkete, kouto npuemat [lomanmuaomun Accord, He TpsOBa 1a
3a0peMeHsBaT Wi JTa Ch3/IaBaT Jela, Thid KaTo Ce OYakBa MOMaIHIOMU/ 1a HaBpeau Ha 11oaa. Bue u
Bammsit mapTHROp TpsOBa 11a u3non3Bare eHeKTUBHN KOHTPAIIETITHBHI METOTH, TOKATO IpHeMaTe
TOBA JICKapCTBO.

Kenn

He npuemaiite [Tomanunomun Accord, ako cTe OpeMeHHa, cMsATaTe, Y€ MOJKE J1a CTe OpeMeHHa, UK
IJIaHupare OpEeMEHHOCT, Thi KaTo Ce 0OYakBa TOBA JIEKApCTBO Jla HaBpeaW Ha ioaa. [Ipemu 3amouBane
Ha JICYCHHETO TPsIOBa Ja KaxkeTe Ha Bamms nekap, ako cTe B ChCTOSHHE Ja 3a0peMeHeeTe, JOPH aKo
MHUCITUTE, Y€ TOBA € MaJIKO BEPOATHO.

AKo0 e Bb3MOXKHO Ja 3a0peMeHeeTe:

o Bue Tpﬂ6Ba Ja U3I10J13BaTeC eq)eKTI/IBHI/I KOHTPAUCIITUBHN METOAU B IPOABJIPKCHHUE HA ITOHE
4 cenMUIM NIpeIN 3alI0YBAHE HA JIEUEHUETO, NTPE3 ISNIOTO BPEME, T0KATO MIPUEMATE JICYEHUETO,
W JI0 TIOHE 4 CeMUIIN CIie]l CIIUpaHe Ha JiedeHueto. ['oBopere ¢ Bamms exap 3a Hali-noOpust
KOHTpalLenTUBEH MeTo1 3a Bac.
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®  BCEKHU BT, KoraTo BammsT nexap Bu nznaBa perienTa, ToM 11e MpoBepsiBa 1aiu pa3doupare
HEOOXOAMMHUTE MEPKH, KOUTO TPSIOBA Ja ce€ B3eMaT 3a IpeI0TBpaTsIBaHe Ha OpEMEHHOCT.

e Bammusr nekap e Bu Ha3Haun TeCcTOBE 32 OPEMEHHOCT MPEIH JICUSHUETO, IOHE HA BCEKU
4 ceaMHUIH IO BpeME Ha JICYCHUETO M TIOHE 4 CEJIMHUITA CIIe]| Kpasi Ha JICYCHUETO.

AKo 3a0pemMeHeeTe BBIIPEKH MPEINa3HuTe MEPKU:
e Bue Tps6Ba ga cnpete JeueHneTo He3a0aBHO U BeAHAra Aa pasropapsirte ¢ Bamms nekap.

Kwvpuene

He e m3BectHo nanu [lomamumomun Accord npemuHaBa B kbpMmarta. Kaxxkere Ha Bamus nekap, ako
KBbPMUTE WM HMaTe HAMEPEHHUE 1a KbpMHTe. Bamusar iekap me Bu nochBeTBa nanu 0u TpsOBajio aa
NPEKPATUTE WK Ja NPOABILKUTE KbPMEHETO.

Mmpbxke
Iomanunomua Accord npeMHHaBa B YOBEIIKATa CIIEpPMa.

. Axko Bamata napTHbOpKa € OpeMeHHa WK € B ChCTOsIHUE J1a 3a0peMeHee, Bue TpaoBa na
U3I0JI3BaTe [IPE3EPBATUBY IIPE3 LIUIOTO BpeMe, JOKATO IpHeMaTe JIeKapcTBOTO, U B
IIPOABIDKEHUE Ha 7 IHU ClIe]l Kpas Ha JICUYCHUETO.

. Axko Bamara naptHpopKa 3abpemenee, fokaro Bue npuemare [lomanmmomun Accord,
He3abaBHO yBenoMeTe Bamms nekap. BamaTa napTHpopka cbio TpsiOBa He3a0aBHO /14 YBEAOMH
CBOSI JIEKap.

Bue e Tpﬂ6Ba Ja AapsaBaTe CricpMa 1o BpEME Ha JICUCHUCTO U B IIPOABIKCHUC HA 7 JAHU CJIC Kpas Ha
JICYCHUCETO.

KpbBogapsiBane u u3cjieIBaHusi HA KPbBTA

Bue e Tps6Ba na gapsBaTe KpbB 0 BpeMe Ha JICUCHUETO U B IPOABIDKCHNE HA 7 HU clell Kpas Ha
JICYCHHETO.

[Ipenu u no Bpeme Ha neuenueto ¢ [Tomanuaomua Accord e Bu Obaat npoBekiaHu peIOBHU
KpPBBHHU H3clieBaHus. ToBa ce npaBu, Thi KaTo BameTo nexkapcTBo MOXe Aa NPUYMHH criaj Ha Opos
Ha KPBBHUTE KJIETKH, KOUTO TIoMarar mpu 6opbata ¢ nHpeknuu (0er KIeTKH) U Ha Opost Ha KIISTKUTE,
KOWTO TIOMaraT 3a CIIUPaHe Ha KbPBEHETO (TPOMOOITUTH).

Bammsar JICKap TpSI6Ba Ja Bu Haznaumn KPBbBHU U3CJICABAHUA:

° MIpeIx JICYCHUETO
° BCSIKa CEIMUIIA TTPe3 MbPBUTE § CEMHUIIH OT JICUSHUETO
) [IOHE JIH T MECEYHO CIIe]] TOBa IOTOTaBa, Aokaro mpuemare [lomammmomun Accord.

B pesynrat oT Te3u uzcnensanus BammsaT nexap Moxe aa Kopurupa gosara [lomanumomun Accord
WK 12 IPEKpaTH JIeUeHUeTo. JIekapaT MoXke ChIIO J1a KOpUrhpa J03aTa WM Aa CIpe JIEeKapCTBOTO
nopazau oomoro By 31paBOCIOBHO CHCTOSHUE.

Jlena v roHOIIM
[Homamunomuzg Accord He ce mpenopbYBa 3a yroTpeda mpu Aera U F0HOIIH oA 18 roanH:.

Apyru nexapcrBa u llomammaomug Accord

TpsabBa ma kaxxete Ha Bamms iexap, ¢apMalieBT WM MeIUIITHCKA CECTPa, aKo MpHeMare, HaCKOpo CTe
MIpHEMaJIU MU € Bb3MOXKHO JIa IIpueMaTe JpyTu JekapcTBa. ToBa e Taka, Thil kato [lomanuaomun
Accord Moxe 1a oBJHsAe HAYMHA, 10 KOWTO IEHCTBAT HAKOM ApYyru JekapcTBa. OCBEH TOBA HAKOU
JIPYTH JIEKapCTBa MOTAT JIa TIOBIIUSAAT HaYWHa, 10 KoiTo netictea [lomammmomun Accord.

[Mo-crienuanno kaxxere Ha Bammus nexap, (hapMaiieBT Wik MEJIMIIMHCKA CECTpa MPEIU Ja MPUeMeTe
ITomammmomun Accord, ako TIpremMaTe HAIKOE OT CIICIHUTE JICKapCTBa:

! HSIKOW TIPOTUBOT'bOMYHU CPEACTBA KaTO KETOKOHA30J

2 HSKOW aHTUOMOTHUIM (HAIpUMED HUIPOGIOKCAIIMH, CHOKCAIIHH)

3 HSIKOM aHTHJICTIPECAHTH KaTO (IIyBOKCAMUH.
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IHodupane u paéora ¢ MAIIMHH

Hsikou xopa morat fa ce moyyBCTBaT yMOPEHH, 3aMasHH, Ja UM IpUMasee, a ca 00bpKaHU KT T10-
Majko ouTenHu, korato npuemMat Ilomamumomun Accord. Ako ToBa ce ciydu ¢ Bac, He modupaiite
W He paboTeTe C HUKAaKBU MHCTPYMEHTH WJIM MalllMHH.

Homammaomuna Accord cbabpka HATPHIA
To3u ieKapCTBEH NPOAYKT ChIbprKa 1Mo-Maiako oT 1 mmol HaTpuii (23 mg) Ha KaricyJa, T.e. MOXKe Ja
ce Kaxe, 4e MPaKTHYECKH HE ChAbpPXKa HATPH.

3. Kak n1a npuemarte Ilomanugomua Accord
Momamunomun Accord TpsioBa na Bu ce naBa ot jiekap ¢ ONUT B JICYCHUETO HA MYJITUILICH MUEIIOM.

Bunaru npuemaiite Bammre iekapcTBa TOUHO KakTo Bu e kazan BamusaT nekap. AKo He CTe CUTYpHH
B Hello, monuTaiite Bammus nexap, GpapmaneBT Wiu MEIUIMHCKA CECTPA.

Kora na npuemarte [lomaauaomua Accord ¢ Apyru jJexkapcraa

Iomamummomua Accord ¢ 60pTe30MH0 ¥ IEKCAMETA30H
. BmkTe mucToBKUTE, IPEAOCTABEHH ¢ OOPTE30MUO U IEKCAMETa30H, 32 JOIbIHUTEITHA
nH(pOpMAITHs OTHOCHO TSIXHATa yrmoTpeda u eheKTH.
. [Momanunomua Accord, 60pTe30MUO M JeKCAMETa30H Ce MPUEMAT Ha JieueOHH HUKIU. Beeku
LUKBI pobikasa 21 aau (3 ceamunn).
. [TornemueTe mameHara mo-I0Ty cXeMa, 3a Ja BUAWTE KaKBO JIa MpUeMaTe B KOI ICH OT
3-ceAMUYHUS LIUKBI:
o Bceku nieH nornexainTe cxemara, 3a Ja HAMEPUTE TOYHHS JICH U Jla BUIAUTE KOH
JIEKapCcTBa Ja IpHUeMeTe.
o Hsaxou nuu Bue npuemate Bcuukute 3 JeKapcTBa, HIKOW IHU caMo 2 WiH 1 jekapcTBo, a
B IPYTH JHH HE MPUEMATEe HUIIIO.
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o [IOM: [Nomanunomun Accord; BOP: boprezomu6; JEKC: [lekcamerazon

Oukbalag08

HNMe Ha J1eKapCcTBOTO

Jlen | OM | BOP | JEKC
1 N N N
2 N N
3 N
4 N N N
5 N N
6 N
7 N
8 N N N
9 N N
10 N
11 N N N
12 N N
13 N
14 N
15
16
17
18
19
20
21

Huxba 9 u ciaexBamu

HNMe Ha J1eKapcTBOTO

Jlen oM BOP JIEKC
1 N N N
2 N N
3 N
4 N
5 N
6 N
7 N
8 N N N
9 N N
10 N
11 N
12 N
13 N
14 N
15
16
17
18
19
20
21

CJ'IGI[ 3aBBbPIIBAHC HAa BCCKU 3—CC}_IMI/I‘-ICH IOHKBJI, 3aII0OYHCTC HOB.

ITomanumomug Accord camo ¢ JCKCaME€Ta30H

BukTe nucTOBKATa, Ipe0CcTaBeHa ¢ IEKCaMeTa30H, 3a IONBbJIHUTETHA HHPOPMAIHS 3a
HeroBara ynorpeba u edexru.

[Nomamunomun Accord u JeKkcamMeTa3oH ce MpreMar Ha JedeOHH UKITU. Beeku UKbI e ¢
MPOIBIDKATEITHOCT 28 MHU (4 CeaAMUITH).

HOFJ’IC,I[HCTC JaJcHaTa IMo-aA0Jy CXEMa, 3a 1a BUAUTC KAKBO J1a IPUCMATC B Kot JCH OT 4-

CeAMUYHHS LIUKBI:
Bcexkn nien nornexxaaiTe cxemara, 3a 1a HAMEpUTe TOYHUS JIEH U 1a BUIUTE KOU
JIEKapCcTBa Jja IpUEMETE.
Hsxkou nHu npuemaTte u ABeTe JeKapcTBa, HAKOU JHU caMo | JieKapcTBO, a B APYTH
JTHU HE IpHEMaTe HULIO.

(0]

o
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o IIOM: [Tomamumomun Accord; IEKC: JlekcameTazoH

HmMme Ha
JIEKAPCTBOTO
IIOM | JJEKC
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° CJ'IC}_I 3aBBPIIBAHC HAa BCCKU 4—CC)_IMI/I‘-ICH IOHKBJI, 3aII0OYHCTC HOB.

Koaxo Ilomanuxomux Accord na npuemare ¢ APYIH JeKapcTBa

Iomammmomuy Accord ¢ 60pTe30MH0O U JIEKCAMETA30H

. [Ipenoppunrennara HavaiaHa qo3a [lomamumomun Accord e 4 mg Ha JieH.

. [IpenoprunTennaTa HadaHa g03a 6opTe3oMud mmie ObAe onpeneneHa oT Bamus nexap Bb3
ocHoBa Ha Bamero terno u pser (1,3 mg/m? TenecHa HOBBPXHOCT).

. [IpenoppunTenHaTa HaYadHA 7032 JeKkcameTa3oH ¢ 20 mg Ha neH. Ako o0ade cTe Ha Bh3pacT

HaJ 75 ToauHM, MpenophYATEIHATa HayaimHa go03a ¢ 10 mg Ha jeH.

Homamnnomua Accord camo ¢ iekcameTa3oH

. [Ipenoppunrtennata no3a [omanunomun Accord e 4 mg Ha JeH.

. [IpenoppunTtennaTa HavyanHa 103a AekcaMeTa3oH € 40 mg Ha AeH. AKo o0ade cTe Ha Bb3pacT
HaJ 75 ToauHH, MpenophYNTEIHATa HayalHa go03a ¢ 20 mg Ha JeH.

Moxe Ja C€ HaJIOXKH Bammsar JICKAp J1a HaMaJikd J03aTa HOMaJ'H/IZ[OMI/I}_I ACCOI‘d, 60pTG3OMI/I6 NI
ACKCAMCTA30H WJIM Aa MPEKPATH NpUCMa Ha €AHO WJIU IMOBCUC OT TC3U JICKAPCTBA HA Oazata Ha
PEIYITATUTE OT Bammurte KPBbBHU U3CJICABaHN, 06IHOTO Bu CBCTOSAHHUE, APYTH JICKAPCTBA, KOUTO MOXKE
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Ou mpriemare (Harp. HUIPOQIOKCAIIMH, EHOKCAIMH U (PJIYBOKCAMHUH) M aKO TOJIYYUTE HEXKEITaHU
peaKIiy OT JICUeHHETO (0COOECHO OOPHUB MITH OTOK).

AKO cTpaaare oT 4YepHOAPOOHHU MM OBbOpeyHH MpodiieMu, BamusaT ekap 1ie mpoBepsBa MHOIO
BHUMATEITHO ChCTOSIHAETO B, 10KaTO preMare ToBa JIeKapcTBO.

Kak na npuemare llomasmaomug Accord

. He uyniete, He oTBapsiiTe U He ABBUETE KarCyauTe. AKO Mpax OT cUylleHa Karcya
Pomalidamide Accord monagHe BbpXy KoXkata, H3MUNTE KOKaTa He3a0aBHO U OOWITHO ChC
calyH 1 BoJa.

. MenuIHCKUTE CIICIUAINCTH, OOTHOTIICIAYUTE U YWICHOBETE Ha CEMEHCTBOTO TpsiOBa /1a

W3I0JI3BaT PHKABHLIM 32 AHOKpaTHa yrnorpeda, KoraTto paboTsT ¢ OIucTepa WK KalCyuTe.

Cren ToBa ppKaBUITUTE TPSOBA Ja CE CBAIAT BHUMATEIHO, 32 Jla CE MPEOTBPATH KOHTAKT C

KO’KaTa, /a Ce MOCTABSAT B MOJUETIIICHOBA TOPOWYKA ¢ "IIUM" M 1a C€ M3XBBHPIIAT B ChOTBETCTBUE

¢ MmectHUTe n3uckBanusl. [locie priere TpsOBa na ce U3MUAT 100pe chbe cammyH U Boaa. JKeHu,

KOUTO ca OpeMEHHH WM TI0/I03UpAaT, 4e MOXKe Ja ca OpeMeHHH, He TpsOBa 1a paboTaT ¢

OnmucTepa WM KarcyJmre.

I'biiTaliTe Karcynure Leiau — 3a MPEANOYUTaHe C BOJA.

MoxeTe a mpreMaTe KaIrcyJIuTe chC Win 0e3 XpaHa.

[Mpuemaiire Pomalidamide Accord mpuOIU3UTETHO 1O €JHO U CHIO BPEME BCEKU JICH.

3a na n3BaguTe KarcyaaTa oT OimcTepa, HATUCHETE CaMo €AMHUS W Kpai, Taka 4e 1a mpooue
¢dommoto. He HaTuckaiite B cpenara Ha Karcynara, Thid KaTO Taka Tsl MOXKe Jia ce CUYITH.

/4y

W/

-
.'3-» 4

Bammusit nexap me Bu moceBeTBa kak u kora na npuemare [lomammmomun Accord, ako nmate
OBOpedHHU MPOOIEMH U MOTyyaBaTe IUATU3HO JICUCHHE.

i J,u'

IIpoab/kuTenHOCT Ha JieyeHueTo ¢ Ilomammaomug Accord
Bue Tps6Ba na npoabipKUTe LUKIMTE HA JIeYeHUe, fokaTto Bammsr nekap Bu kaxe na crpere.

AKO cTe TIpueJIu MoBe4ye oT HeoOxoauMaTa no3a [lomanuaomux Accord
AKO cTe mpuenu moBede oT HeoOxoammara ao3a [lomammmomun Accord, ToBopeTe ¢ iekap win
BeJlHara otuzeTe B 6onHuna. Biemere onakoBkara Ha JE€KapcTBOTO ChC ce0e CH.

AKko cte nponycHaau aa npuemere Ilomanugomun Accord

Ako cte nporycHanu fa npuemere [lomamumnomun Accord B JicH, B KOHTO TpsiOBa J1a TO IIpUEMETe,
B3EMETE CJIe/[BalllaTa Karcyya KakTo OOMKHOBEHO Ha cienBamnius JeH. He ypenuyaBaiite Opos Ha
MIpUEeMaHuTe KarCyJH, 3a 1a KOMIIEHCHPaTe TOBa, Y€ CTe MPOITyCcHaH 1a npuemete [lomanmumomu
Accord npeaumHAS IeH.

AKO UMaTe HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, CBBP3aHHU C YIIOTpeOaTa Ha TOBA JICKAPCTBO, MIOMUTANTE
Bammis nmexap i gpapmareBT.
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4. Bb3MOKHHU HesKeJIaHU Pe€aKIuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPCANU3BHUKA HCIKCIAHNU PCAKIIUN, BBIIPCKU Y€ HC
BCCKU I'1 ITOJIy4daBa.

CepHo3HN HeKeTaHU PeaKuu

Crnpere na npuemare Ilomamuaomua Accord u He3a6aBHO MOceTeTe JeKap, aK0 3adeseKnTe

HSIKOHU OT CJIeTHUTE CEPHO3HH HEKeJIAHW PeaKIMi — MOJKe [1a ce HY:K/IaeTe OT CIelIHO

MeHIIHHCKO JIeYeHne:

o Bucoxka temniepatypa, BTprcaHe, Bb3MaJIeHO I'bPII0, KallINIa, ahTH B YCTaTa WU HIKAKBH
JPYTH TPU3HAIM Ha HHOEKIMS (IbDKAIIa ce Ha TIOHKEH Opoii Oein KPbBHU KIIETKH, KOUTO CE
00pAT ¢ HHPEKIUUTE).

. KpbBou3nus uiu nocuHsiBaHe 0e3 MpUYKMHA, BKIIIOYUTEIHO KbPBEHE OT HOCA M KbPBEHE OT
YyepBaTa WM cToMaxa (IbJDKAIH ce Ha e()eKTH BbPXY KPHBHUTE KJICTKH, HAPECUCHH
TPOMOOIIUTH).

. YckopeHo auiane, yCKOpeH IyJic, BUCOKA TeMIepaTypa 1 BTpUCaHe, OTACISIHE Ha MHOTO

MaJIKO UJIM Ha HUKAKBO KOJIMYECTBO YPUHA, I'aZICHC U MMOBPHIIAHE, O6’praHOCT, 0e3ch3HaHue
(nopazu/l I/IH(I)eKLII/ISI Ha KpbBTA, HAPEYCHA CCIICUC HUJIU CCITUYCH H_IOK).

. Texka, ynopura Win KbpBaBa Juapus (€BEHTYaTHO ¢ OOJIKH B CTOMAaxa WM BUCOKa
TeMIeparypa), IpuauHeHa ot 6aktepusi, HapeueHa Clostridium difficile.

o Bbornka B repauTe nim 00JKa ¥ MOAYBaHE HA Kpaka, 0COOCHO OT KOJITHOTO HAJIOy WM B
npacena (MpUYUHEHU OT KPbBHU CHCHUPEIIH).

. 3anyx (Mopaau cepruo3Ha IpbIHA UHQEKIHUS, Bb3MaJIcHHe Ha OenuTe Apo0oBe, ChpJcuHa
HEJIOCTaThYHOCT WM KPBBEH CHCHPEK).

. OTOK Ha JIMIIETO, YCTHUTE, €3MKa U T'BPIIOTO, KOETO MOXKE a 3aTPyJHH JUIIAHETO (TTopaan
CEpPHO3HM BHJIOBE AJEPTHYHN PEaKINH, HApEUEeHH aHTHOEIeM 1 aHA()MIIaKTHIHA PEAKIs).

J Hsxom BunoBe pak Ha Koxara (CKBAMO3HOKJIETHUCH KAapIITHOM M 0a3aTHOKJIETHYCH KapIIMHOM),

KOUTO MOTaT J]a IPUYMHAT MPOMEHH BB BHHIIHUS BHJ HA KOXKaTa MU 00pa3yBaHHs MO
KOKaTa. AKO yCTaHOBUTE HSAKAKBU MPOMEHH 10 KokaTa Bu, mokaro npuemare [Tomanumomuz
Accord, mpu rbpBa BE3MOXKHOCT WH(pOpMUpaiiTe Bamms nexap.

o [MoBTopHa mosiBa Ha xenmaTUT B MH)EKINs, KOETO MOXKE J1a PUYMHH TOXKBITSABAHE HA KOXKATa U
OUHTE, OL[BETABAHE HA YpHHATa B ThMHO KagsB0O, KOpeMHa 00JIKa BISCHO, BUCOKA TEMIIEpaTypa
U rajieHe uin nospbiiane. Mapopmupaiite HezabaBHo Bamms nekap, ako 3a0enekute HIKOU OT
TE3U CUMIITOMH.

. OOmupen oOpuB, BICOKA TeJIeCHA TEMIIEPATypa, yBEIUMICHU JIMM(PHH Bb3JIM U 3acsAraHe Ha
JPYTH OpraHy (JIeKapCTBEHA PEaKIys ¢ CO3UHOPUIIUS U CHCTEMHH CUMIITOMH, U3BECTHA OIIIe
kato DRESS unu curnpom Ha nexapcTBeHa CBPbXUyBCTBUTETHOCT, TOKCHYHA eMUAepMalIHa
HeKpoJn3a uin cuHapoM Ha CtuBbHC-/oHCHH). Ciipere yrmoTpedara Ha MOMaIUIOMUI, aKO
pas3BHeTe Te3U CUMIITOMH, U c€ CBBpIKETe ¢ Bammst nekap v He3a0aBHO MOTHPCETE CIICIIHA
MeAuLUHCKa oMo, Bikre cbiio Touka 2.

CnpeTe aa nmpueMarte IMomanugomua Accord u He3a0aBHO MoceTeTe JeKkap, ako 3a0emexuTe
HAKOU OT CJICAHUTC CCPHUO3HU HCIKCIJIAHU PCAKIIUN — MOXKE J1a C€ HYXKAACTC OT CIICIITHO MCAUITMHCKO
JICUYCHHUC.

Jlpyru HexKeJ1aHM peakuu

MHoro yectu (MoraT 11a 3acerHat moseyde ot 1 Ha 10 gymm):

3anyx (nucrmHest)

Wudexnum Ha Genmute apoOoBe (THEBMOHHS U OPOHXUT)

Wndexnun Ha HOCA, CHHYCHTE U I'bPJIOTO, IPUUYMHEHN OT OAKTEpUH WIH BUPYCH
I'punonogo6uy cuMnToMH (TpHIT)

Hucbk Opoii yepBeHN KPBBHH KIETKH, KOETO MOXE Jja IPUYMHHU aHEMHS, BOJEIIa 0 yMopa U
ciabocT
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Hucku HuBa Ha Kauii B KPbBTa (XUIIOKATUEMHS ), KOETO MOKE J]a MPUYMHU cl1ab0CT, MyCKYJIHA
KpaMmIi, MyCKYJTHU OOIIKH, ChplieOneHe, MpaByYKaHe WIIH U3TPhIIBaHE, IUCITHES, IPOMCHHU B
HACTPOCHHUETO

Bucoku HUBa Ha KpbBHATA 3aXap

YcKopeH U HepaBHOMEPEH ChPACUCH PUTHM (IIPEACHPIHO MBKICHE)

3ary0a Ha ameTuT

3anek, Juapusi Wiy TajieHe

IToBpbIane

Kopewmna 6onka

Jlunca Ha eHeprus

TpynHo 3acniuBaHe U 4ecTo OyneHe

3amasHOCT, TPEMOP

MycKyITHY cria3MH, MYCKYJTHa C1a00CT

Boska B kocTuTe, 60JKa B rbpOa

UztprnBane, MpaBy4KaHe WU yCeIllaHe 3a MapeHe 110 KOXaTta, O0JIKH B PhIETE WU CThIIanara
(nepudepna ceH30pHA HEBPOTIATH)

OTHyaHe Ha TSIOTO, BKIFOYMTEITHO OTHYAHE HA PBIIETE WM KpaKaTta

O6puBH

Wudexnyst Ha MMKOYHUTE THTHINA, KOSITO MOXKE JIa MPHYMHU YCEIaHe 3a TapeHe Npu
ypUHHUpaHE UK MOTPEOHOCT OT MO-4€CTO YPHHUPAHE.

Yectu (Morar ga 3acersar a0 1 Ha 10 mymmm):

ITagane

BbTpeuepeneH KpbBOU3INB

[Tonmkena criocoOHOCT 3a ABMKEHHE WIIH MOHIKEHA TyBCTBUTEITHOCT Ha JUIAHUTE, PBLETE,
CThIIAJIaTa U KpakaTa [opaau yBpexaaHe Ha HepB (nepudepHa CeH30MOTOPHA HEBPOIIATHSA)
UztprpnBane, chpOex u ycemane Ha UTITHYKH 0 KoKarta (TTapecTes3usl)

CBETOBBPTEX, 3aTPyIHSIBAI H3IIPABIHETO U HOPMATHOTO JIBH)KEHHE

OtnyaHe NOpaan 3aIbpyKaHe Ha TEIHOCTH

KomnpusHa Tpecka (ypTUKapusi)

Cpp0Oesx 1Mo Kokara

Xepriec 30CcTep

Copueden undapkT (00jKa B I'bpIUTE, pa3NpPOCTPaHsBaIlla Ce KbM PBIIETE, BpaTa, YeIroCcTTa,
ycelllane 3a U3MOTSIBaHE U 3abXBaHe, ralcHe U MOBPBILAHE)

I'pbana Goska, TpbaHa HHPEKIHS

[loBuIiIeHO KPBHBHO HaJSTaHE

Cnaz enHOBpeMEHHO B Oposi Ha UepBeHUTE U OennTe KPbBHU KIETKU U TPOMOOLIMTHTE
(maHmTOIEHUS ), KOeTO BH mpaBu mo-npeapa3nonokeHy KbM KbpBEHE U 00pa3yBaHe Ha
cuHMHHU. MOXe 1a 4yBCcTBaTe yMopa u ci1adocT, Ja He Bu goctura Be3ayX U J1a cTe mo-
MPepasnoIokKeHN KbM HH(PEKINN

Hamanen 6poii Ha muMdouunTute (B 6emu KPbBHH KIETKH), Y€CTO NPUYMHEH OT HH(eKuns
(mamdonenus)

Huckn HUBa Ha MarHe3uii B KPbBTA (XUIIOMarHe3ueMHs), KOETO MOXKE J1a IPUYUHU YMODa,
oba cnaboct, MyCKYJIHU KpaMIIH, pa3qpa3sHUTEITHOCT U MOXKE J1a JIOBEJIE 1O HUCKHU HUBA Ha
KaJIIM{ B KPBBTA (XUIIOKAILUEMHS1), KOETO OT CBOSI CTPaHa MOXe Jia IPUIMHHU U3TPHIIBAHE
W/WIIN MpaByYKaHe Ha AJIAHUTE, CThIIAJIATa WIK YCTHUTE, MYCKYJIHH KpaMIld, MyCKYJIHa
c1abocT, MpuMalisiBaHe, 00bPKaHOCT

Hucku HuBa Ha docdar B kpbBTa (xunodocdaremus), KOETO MOXKE 1a TPUUNHE MYCKYJIHA
c1aboCT 1 pa3ApasHUTEIHOCT WM 00BPKAHOCT

Bucoku HUBa Ha Kanuii B KpbBTa (XUIIEpKAILMEMHUs), KOETO MOKE J1a MPUYMHM 3a0aBsHe Ha
peduiekcuTe 1 c1ad0CT B CKEJIETHATA MyCKYJIaTypa

Bucoku HUBa Ha Kalluil B KPbBTa, KOETO MOKE JIa IIPHYMHN HAPYIICH ChPJIEYeH PUTHM
Hucku HUBa Ha HaTpUil B KPBBTA, KOETO MOXKE J1a IPUYNHKE yMOpa M 00BbPKaHOCT, MyCKYJIHU
TUKOBE, IPUNaIbLIHU (CMUICITUYHU I'BPUYOBE) WIK KOMA
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. Bucoky HMBa Ha TUKOYHA KUCEIIMHA B KPBBTA, KOSTO MOXKE Ja MPUYUHHU (POpMa Ha apTpPHT,
HapedeHa 1mojaarpa

Hucko kpbBHO HansTaHe, KOSTO MOXKE Ja TPUYUHH 3aMastHOCT WJIH IIPHUITATBK
Pa3pansiBane wiu cyxoTa B ycTara

[IpomeHu BBB BKyca

[TonyT xopem

UyBCTBO Ha OOBPKAHOCT

[MotucHarocT (IenpecuBHO HACTPOCHHE)

3ary0a Ha ch3HAHHE, TPHUMIATBK

ITepne Ha oKOTO (KaTapakTa)

VYBpexaaHe Ha ObOperuTe

HeBb3M0XHOCT 33 ypUHUpPAHE

OTKIJIOHEHUS B PE3YNITATHTE OT YSPHOAPOOHO M3CIIeIBAHE

Bbonka B Taza

3ary0a Ha Terso.

Heuectu (Morar na 3acernar o 1 ava 100 mymm):

. Hucyar

. Br3nanenune Ha gepHUS Ipob (XEmaTuT), KOETO MOXe Jja MPUIHHU CHPOEK 110 KOXKaTa,
MOXKBJITSBAHE HAa KOXKaTa U OsylaTa 4acT Ha OYuTe (OKBJITEHUIIA), OJICAM Ha IBAT U3NPaKHECHUS,
OIIBETEHA B ThMHO YpHHA M KOpeMHa O0JIKa

o Pasnamane Ha pakoBH KJIETKH, BOACLIO 10 OCBOOOXKJaBaHE Ha TOKCUYHU ChEINHEHHUS B KPHBTA
(cuHIpOoM Ha TyMOpeH pa3nan). ToBa Moxe 1a noBene 10 OBO0pedHr IpodIeMH.
o HenocTarbyHo aKTHBHA MIMTOBHUIHA JKJI€3a, KOETO MOXeE J1a IPHIMHHU CUMIITOMH KaTo yMopa,

JeTaprusi, MycKyJHa ci1abocT, 3a0aBeH IyJc, yBeJlInuaBaHe Ha TerJIOTO.

C Heu3BecTHA 4ecTOTa (OT HATMYHWUTE JTAHHU HE MOKE Ja Ob/le HarpaBeHa OI[eHKa Ha 9YeCTOTaTa):
. OTXBBpIISIHE Ha TPAHCILIAHTUPAH OpraH (KaTo HAIPUMEP ChPIIC WIH YepeH Po0).

Chol1uaBaHe HA HeKeJIAHU peakIuu

AKO TIONTyYnTe HAKAKBU HEXKETAHU JICKAPCTBEHU PeakIuy, yBegomMere Bamus nekap, hapmareBT win
MEeJUIMHCKA cecTpa. ToBa BKIIIOUBA BCUUKU BH3MOXHHU HEOMKUCAHU B Ta3H JTMCTOBKA HEXEIAHU
peakmu. Mo)KeTe ChITo Ja ChbOOIINTE HEeXEIAaHN PEaKIlny JUPEKTHO Upe3 HaIlMOHATHATa CHCTEMa 3a
crobIaBane, mocodyeHa B llpunoskerne V. Kato cbo0mmaBaTe He)KeIaH! pEaKIIiK, MOKETE J1a JaieTe
CBOsI IPUHOC 3a TIOJTyYaBaHe Ha MOBeYe WH(GOPMAIUSI OTHOCHO 0E30IMacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Ilomammaomun Accord

Jla ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 34 JICTIA.

He u3non3Baiite TOBa JIEKapCTBO CJIE] CPOKA HA TOJHOCT, OTOENsI3aH BEPXY OJHcTepa U KapTOHeHAaTa
omnakoBka ciesi o3HaueHusaTa “EXP” u ,,['ogen no”. CpoKbT Ha TOJHOCT OTTOBAps Ha MOCIIETHUS ICH
OT IOCOYEHHS MECEII.

ToBa JICKaApCTBO HC U3MCKBA CIICIIUAJIHU YCIIOBUA HA ChbXPaHCHUC.

He u3non3patite HOMaJ'II/I,Z[OMI/II[ ACCOI‘d, aKo 3a0€eNIeKHUTE HIKAKBa MoBpcaa Wiu Ipu3Hal Ha
HapyIlraBaHC Ha LICJIOCTTA Ha OITIAaKOBKATA HA JICKAPCTBOTO.

He u3xBbprsiiTe JekapcTBaTa B KaHAIU3ALUATA WM B KOHTEHEPA 3a JOMAllIHK OTHaAbIu. Beuuku

HCHU3IIOJI3BAHU JICKApCTBa TpSI6Ba Ja 6’LILaT BBPHATU HA q)apMaueBTa B Kpast Ha JICHCHUCTO. Tes3n
MCPKH 1I€ CIIOMOIrHaT 3a Olla3BaHC Ha OKOJIHATa Cpe€aa.
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6. CLanmalme Ha OIIAaKOBKATa U JOIIBJHHUTEC/JIHA PIH(I)OpMaIlPlﬂ

Kakso cpabp:xa Ilomanupomun Accord
. AKTHBHOTO BELIECTBO € MOMATUAOMU,.
. Jlpyrure chCTaBKH ca MUKPOKPHUCTAIHA LIETyJI03a, MAITOACKCTPHH M HATPUEB cTeapuipyMapar.

[Momanunomua Accord 1 mg TBBPIN KaICyJIu:

. Bceska kancyna cpabpika 1 mg mOMamuIOMU.

. ChbCTaBbT Ha KalcynaTa BKIIOYBA: JKeJIaTHH, TUTaHOB quokcua (E171), )BT xKene3eH OKCHI
(E172) u uepBen xene3eH okcug (E172).

. ITeuyaTHOTO MacTHIIO CHABPIKA: MIeUIaK, TUTaHOB Auokcu (E171) u mpormmnenriaukon (E1520).

[Momanuaomua Accord 2 mg TBBPAU KaICyJIu:

. Bcesika kancyna cpappika 2 mg mOMaTuIOMUI.

. ChbCTaBbT Ha KalcynaTa BKIIOYBA: JKelaTuH, TUTAaHOB Juokcua (E171), )BaT xKene3eH OKCus
(E172) u uepBeHn xene3eH okcup (E172).

. ITeyaTHOTO MacTUIIO CHABPIKA: MmIeUIaK, TUTaHOB Auokcu (E171) u mpormunenraukon (E1520).

IMomamumnomua Accord 3 mg TBBPIU KaICyJIH:

o Beska kancyna ceappika 3 mg moManuaoMu.

. ChCTaBbT Ha KarcyjaTa BKIFOYBA: JKeJIaTHH, THTaHOB quokcun (E171), muaaurokapmMuH
amymunueB nak (E132), sxwent sxenezen okeua (E172) u yepBen xenesen okcup (E172).

. [TewyaTHOTO MacCTHIIO CHABPIKA: mieIakK, TuTaHoB auokcun (E171) u mponunenraukon (E1520).

IMomamunomun Accord 4 mg TBBPIU KamCyJIu:

. Besika kancyna cpappika 4 mg noMaluAOMU.

. ChbCcTaBbT Ha KallicyJiaTa BKIIFOYBA: JKEJIaTHH, THTaHOB TuoKCHI (E171), )KbAT xKere3eH OKCHIT
(E172), yepBen xene3en okcup (E172), unnuroxkapmun amymunues jak (E132) u epurposun
(E127).

. [leyaTHOTO MacTHIIO CHIBPIKA: IIeNIaK, THTaHoB Auokcu (E171) n nponunenraukon (E1520).

Kak usraexna [lomanugomua Accord U KakBo ChIAbPsKa ONAKOBKATA

INomanunomun Accord 1 mg TBBpIUM Kancyau: TBbPAA XKEJAaTHHOBA KAICyJIa, C KBJITO TSUIO U YEPBEHO
Kanade, ¢ Haamwuc ,,PLM 17 ¢ 05710 MacTHiI0 BEPXY TSAJIOTO HA KarcyJiaTa.

[Momanunomun Accord 2 mg TBBPAM Karcyiu: TBbpAa KeJaTHHOBa Karcylia, ¢ OPaHXeBO TSJIO U
YepBeHO Karade, ¢ Haanuc ,,PLM 2” ¢ 05510 MacTHiI0 BBPXY TSIIOTO Ha KarcynaTa.

IMomamuaomun Accord 3 mg TBBPAM KaICyJIN: TBBP/IA KEIATHHOBA KaICyJIa, ChC 3€JI€HO TSIO U
YepBeHO Karade, ¢ Haanuc ,,PLM 3” ¢ 05510 MacTHiIo BbpXY TSUIOTO Ha KarcyaTa.

[Nomamunomun Accord 4 mg TBEpAM Karcyiu: TBbpAa XKeJaTHHOBA Karcyia, ¢ TBMHOCHHBO TSJIO U
YepBeHO Kamnade, ¢ Haamuc ,,PLM 4” ¢ 05710 MacTriI0 BEPXY TSUIOTO HA KarcyJsaTa.

[Momanmunomun Accord ce npemiara B 6muctepu ot 7, 14 unu 21 kancynu uinu B nephopupasu
onucTepy ¢ equHUYHU 1034 0T 7 X 1, 14 x 1 mim 21 x 1 kancysu. He BCHuku BUOBE OMTAKOBKU MOT'aT
na ObJaT MyCHATH HAa Ta3apa.

IIpurexkaTtes Ha pa3penIeHHETO 32 ynoTpeda

Celgene Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6* Planta,

08039 Barcelona,

Hcnanus
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IIpousBoauTen

Synthon Hispania S.L.

Castello, 1

Poligono Las Salinas

08830 Sant Boi de Llobregat, Mcianust

Synthon B.V.
Microweg 22
6545 CM Nijmegen, Hunepnannus

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,
95-200, Pabianice, ITomma

3a BcsAkakBa HHGOpMAIIHMS OTHOCHO TOBA JISKAPCTBO, MOJIS, CBBPKETE CE C MECTHHUS MPEACTABUTEN HA
NPUTEXKATEIS Ha Pa3pelICHHETO 3a yrnoTpeoa:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/
NL/NO/PL/PT/RO/SE/SI/SK

Accord Healthcare S.L.U.
Ten.: +34 93 301 00 64

EL

Win Medica A.E.

Ten.: +30 210 74 88 821

JlaTa Ha mMoCJIeHO MpepasrjiekaaHe HA THCTOBKATA

Apyru u3rouyHuuy Ha nHpopmauus

[MogpoOHa nHpopManus 3a TOBa JIEKapCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporneiickaTa areHuus

o JexapcTBara: http://www.ema.europa.eu. [locouenu ca ChIIO JIMHKOBE KbM JIPyTH yeOcalToBe,
KBJICTO MOXKE J1a CE HaMepH U HPOopMaIlHs 32 PeIKH 3a00JIIBaHUS U JICUCHUSI.
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