MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HWME HA JIEKAPCTBEHUS TIPOAYKT
[Momanuaomun Viatris 1 mg TBbpAM Kancyiu
[Momanuaomun Viatris 2 mg TBbpAM KancCyix
Momanumomua Viatris 3 mg TBpIU Karcyiu
ITomamunomun Viatris 4 mg TBBPIU Kancyian

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Homanunomu Viatris 1 mg TBepaM Kancyau

Bcesika TBbpia Kancyna ceabpka 1 mg nomanunomua (pomalidomide).

Tomamumomun Viatris 2 mg TBbPAU KACYIU

Bcesika TBbpa Karcyia chabpxka 2 mg nomanugomus (pomalidomide).

[omanmmmomux Viatris 3 mg TBbPAN KaCYIN

Bcesika TBBpa Karcyia chaspxka 3 mg nomanugomus (pomalidomide).

HomManunomu Viatris 4 mg TBePAM KAnCyJIu

Bcesika TBbp/ia Kancyna chabpika 4 mg nomanuaomua (pomalidomide).

3a MBJIHUA CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TBbpaa kancyna (karncymna)

HomManmnomu Viatris 1 mg TBepAM KancyJu

CurHBO HETIPO3payvHo Karaye U CBETIOXBJITO HEMPO3payHo TsUIO, ¢ oTiiedaTano ,,VIATRIS” Han
,»PM1” ¢ uepHo mactuio. TBbpaara skeJaTHHOBA KarCylia € ¢ IbJDKUHA mpubusuteatHo 15,9 mm.

[Momanmunomug Viatris 2 mg TBEPAN KAICYIU

CHHBO HENIPO3pPaYHO Karayue U CBETJI00PaHKEBO HEMPO3PayHO TsUI0, ¢ oTrieyarano ,,VIATRIS” nan
»PM2” ¢ aepHo mactuio. TBbpaara keTaTHHOBA Karcylia € C IbIDKUHA Mpuoam3uTenHo 15,9 mm.

HoManmnomu Viatris 3 mg TBbPAM KANCYJIN

CHHBO HETIPO3pAavYHO Kamayde ¥ CBETI03eJICHO HEMPO3payHo TsUIo, ¢ orreyarano ,,VIATRIS” nazg
»PM3” ¢ uepHo mMacTuio. TBbp/aTa xeaTHHOBA KaIlCyJla € ¢ AbDKUHA TpuoIu3uTenHo 18 mm.

Homanumomuy Viatris 4 mg TBBpAM KancyJu

CHHBO HENpo3payvHo Karaye U CBETIOCHHBO HEMPO3padHo Tsio, ¢ oTreyaraHo ,,VIATRIS” nax
»PM4” ¢ uepHo mactuino. TBbpaarTa skeIaTHHOBA KaICylla € C IbJDKUHA Mpuoau3uTenHo 18 mm.



4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Iomammmomun Viatris, B komOuHaIms ¢ 60pTe30MHUO M JeKCaMETa30H, € TI0Ka3aH [IPH JIEYeHHE Ha
BBH3PACTHH MAIMECHTH C MYJITHIDICH MUEJIOM, KOUTO ca IOJyYWIU TIOHE €/THa TPEIIIecTBaIla cXeMa Ha
JICYCHUE, BKITFOYBAIIA JICHATUAOMUI,

ITomammmomun Viatris, B KOMOHMHAITHS C IEKCaMETa30H, € ITOKa3aH MpH JICUCHUE Ha BH3PaCTHH
MAIUCHTH C PEIUAUBHPAI U pedpakTepeH MYITUILICH MUCJIOM, KOUTO Ca TIOTYYHJIU ITOHE JIBS
MPEIIIECTBAIY CXEMH Ha JICYCHUE, BKIFOUBAIIY U JICHATHIOMUI, 1 OOPTE30MHO, U ca MOKa3aIu
nporpecus Ha 3a00JIIBAHETO MPU TIOCJICAHATA TEPATTHSL.

4.2 Jlo3UpOBKa M HAYMH HA MPUJIOKEHHE

Jlegenueto TpsaOBa na ObIe 3aMMOYHATO W IIPOCIICASIBAHO IO HAOIIOACHUETO Ha JICKApPH C OITUT B
JICYCHUETO HA MYJITUILICH MUCIIOM.

[IpuaraHeTo MpoabJDKaBa WK CE IPOMEHS CIIOPE KIMHUYHUTE U JIAOOPATOPHUTE PE3yNTaTH (BXK.
Touka 4.4).

ﬂosnpomca

Homanuoomuo 6 kombunayus ¢ bopmezomub u 0eKcamemason
[MpenopbunTeNHATa HAYATHA 1032 TOMATUAOMEI € 4 M, MpreMaHa NMepopaTHO BEIHBK THEBHO B
nmau 1 10 14 ot moBTapsnm ce 21-1HEBHU IHKIIH.

IMomanmumpomMu ce npuiara B KoMOUHaIus ¢ 00pTe30MHUO U JICKCaMETa30H, KaKTO € MIOKa3aHo B
tabmmna 1.

I[IpenopbunTenHaTa HaYaIHa j103a 6opTe3oMub e 1,3 Mg/m? UHTpaBEHO3HO WU TOJKOKHO BEIHBK
JTHEBHO B JIHMTE TIocoueHU B Tabuuia 1. [IpenopbunTennara 1o3a nekcameTa3on ¢ 20 mg, npueMana
MIEPOPATHO BEIHBK JIHEBHO B IHUTE, MOCOYCHU B Tabiwmia 1.

JledeHnueTo ¢ moMaiuaIOMu;] B KOMOUHaIMs ¢ 00pTe30MHUO U JIekcaMeTa30H TPsOBa Ja ce npujara Jio
nporpecus Ha 3a00JIIBAHETO HIIH 10 Bh3HHKBAaHE HA HEMPUEMIIUBA TOKCHYHOCT.



Tadoauua 1. IlpenmopbunTeTHA CXeMa Ha MPUJIAraHe 3a MOMAJIUAOMU/I B KOMOMHALMS C
OopTe30MHUO U AeKCaAMeTa30H

Hukbn 1-8 Hen (ot 21-1HEeBEH MUKBI
11213|4|5|6(7|8|9|10(11|12|13(14|15|16(17|18|19|20(21

TTomanunomun

(4 mg) e o | e | e | o | e| o | o | o | o | o . o | o

Boprezomu6

(1,3 mg/m?) . . . .

JlexcameTa3oH

(20 mg)* o | o o | o o | o . .

Crnen nuksi 9 Hen (ot 21-gHEBEH ITUKEI)
112|3(4|/5|/6(7|8|9(10(11/12|13(14|15|16(17|18|19|20|21

ITomamumomu g

(4 mg) o | e | e | oo || o . . . . . . .

Boptezomub

(1,3 mg/m?) . .

JlexcameTa3oH

(20 mg)* o | e . .

* 3a manueHTH > 75-TOUIIHA Bb3PACT BIXKTE ,,ClICLUaHHU TOIyJIaliu ™,

Ilpomsana na odozama unu NPpEeKvCeAHe Ha npuema Ha NOMAAUOOMUO

3a j1a ce 3aII04HE HOB LMKBI HOMAIHA0OMUI, OPOAT Ha HeyTpoduauTe TpaOBa aa 6b1e > 1 x 10%1, a

OposT Ha TpombonuTuTe > 50 % 10%1.

Ykazanwus 3a MpeKbCBaHE HA MPHEMa WM HaMaJsIBaHE Ha J103aTa MMPH HeXellaH! JIEKapCTBEHU
peaxium, CBbp3aHu ¢ TOMAIHIOMH/I, ca Ja/IeHU B Ta0IUIA 2, a TO30BUTE HUBA Ca ONPEICICHH

Tadymia 3 mo-aoiy:

Tabanna 2. Yka3zaHus 3a NPOMsIHA HA 103aTa NOMATUAOMUN”

ToxcuuHoOCT

IIpomsiHa Ha qo3aTa

Heytponenusg™
ABH** < 0,5 x 10%I wim pedpunna

HeyTponenus (temneparypa > 38,5°C u ABH
<1 x 1091)

IIpexkbcHETe JIeYEHHETO ¢ MOMATTHIOMU/T 32
OoCTaHajaTa yacT OT LIUKbIIa. M3ciensaiite
TIKK*** exxecenMUYHO.

O6partno nokaupane Ha ABH 10 > 1 x 1091

[IpoasmkeTe TEYCHUETO C MOMATHUAOMHU/T TIPH
€/THO JI030BO HUBO IMO-HHUCKO OT MpeIuITHaTa
J103a.

3a Bceku ciaensani cran qo < 0,5 x 1091

IIpexbcHETE JT€UEHNETO ¢ TOMATHIOMUI.

O6parno nokaupane Ha ABH 10 > 1 x 1091

[IpoasmkeTe TEYCHUETO C MOMATHUAOMHU/T TIPH
€ITHO JT030BO HHUBO IO-HUCKO OT MPETUIITHATA
J103a.

TpoMOOIHTONIEHUS
Bpoii pombonuTr < 25 x 10%I

[IpexbcHeTE A€UEHUETO C MOMANTHIOMU/ 32
oCTaHaJiaTa 4acT OT IIMKbia. M3cnensaiite
TIKK*** exxecenMUYHO.

O6patHO nokayBaHe Ha OPOSI TPOMOOLIUTH 10
>50 x 10%1

HpO):[’I:J'DKCTC JICYCHUCTO C MIOMAJIMAOMU ITIPU
€IHO JO30BO HMUBO IMO-HUCKO OT MMpEAUIIHATAa
J1034a.

3a Bcekw caeaBa craf 1o < 25 x 1091

[IpexbcHETE TEUEHUETO ¢ TOMATHIOMUI.

O6patHo nokayBaHe Ha OPOsI TPOMOOLIUTH 10
>50 x 10%1

HpOZ[’I:J'DKCTC JICYCHUCTO C IIOMAJIMAOMUN IIPU
€IHO JO30BO HUBO IMO-HUCKO OT MMp€ArIIHaTa
J03a.




ToxkcHuuHOCT

IIpomsina Ha q03aTa

OopusB
OO0pus = crenen 2-3

OOmmucere MpeKb-CBaHe HA TIPHEMa WITH
MpeKpaTsIBaHe Ha JICYCHUETO C TIOMAITUIOMUI.

O6pwuB = cternieH 4 nm oOpa3yBaHe HA MEXYPH
(BKJIFOUMTEITHO aHTHOECICM, aHA(UIAKTUIHA
peakius, eKCQOIUATUBEH WK OYJI03¢H 00pHB
WM aKO UMa ChMHEHHE 32 CHHAPOM Ha Stevens-
Johnson (SJS), TokcuuHa enumepmainHa
Hekponuza (TEN) unm gekapcTBeHa peakuus ¢
€O3MHO(DUIHS U CUCTEMHH CUMITTOMU
(DRESS))

Crpere OKOHYATETHO JICYCHUETO (BIK.
Touka 4.4).

gpyrn

Hpyru > cteneH 3 cBbp3aHU C TOMATHIOMHUT
HE)KeJIaH! ChOUTHUS

[IpexbcHETE TEYSHNETO C MOMATTUIOMUN 32
ocTaHajaTa 4acT oT IuKbiaa. [Ipu cieasamus
IUKBJ TPOIBIDKETE MPU €JHO JJ030BO HUBO I10-
HHCKO OT IpeIHIITHATA 1032 (HEeKEITaHOTO
cpOuTHE TpsIOBa /1a € OTIIYMSUIO WJIH Ja CE €
mo100puIIo 10 < CTEMEH 2, MpeIu J1a
MIOJTHOBHTE MPUJIATAHETO).

* YKa3zaHuATA 32 IPOMSIHA Ha 103aTa B Ta3U TabJIMIA ca NPUIOKHUMHU 32 TOMAJIMIOMH]] B KOMOUHALMS ¢ OOPTE30MUO U IEKCaMETa30H U 3a

MMOMAJIHIOMHU/] B KOMOMHALIUS C IEKCaMETa30H.

*B ciyuaii Ha HEYTPOIIEHHUS JIEKApAT TPsIOBA 1a OOMHCIIN U3II0JI3BAHETO Ha PACTEXKHU (DaKTOpPH.

**ABH — A6comoTten Opoit HeyTpohHIH;
***[IKK —ITpnHa KpbBHA KAPTHHA.

Tao6auna 3. HamajisiBaHe Ha 103aTa NOMAJIUAOMUA”

J1030B0 HUBO

IlepopaJsina 1032 NOMaJIuIOMHU/

Haganna noza 4 mg
Jlo30B0 HHBO-1 3 mg
J1030B0 HHBO-2 2mg
J1030B0 HHBO-3 1mg

“HamansiBaHeTo Ha 103aTa B Ta3 TaOJIHLIA € TIPUIIOKUMO 32 TIOMAIUAOMU/I B KOMOMHAIKUS ¢ O0PTE30MHUO M IEKCAMETA30H U 3a

TTOMaJInIOMHU /T B KOMGMHaHI/Iﬂ C ICKCaMC€Ta30H.

AXo0 HexXeaHu JICKApPCTBCHU PC€aKIIMM BH3HUKBAT CJICA HaMaJIIBAHEC HA J03aTa 10 1 mg, JCYCHUCTO

TpsOBa 1a Ob/Ie CIPSHO.

Mownu unxubumopu na CYP1A2

Axo moman naxuduropu Ha CYP1A2 (Hanp. nunpodaokcaiin, eHOKCauH U (IIyBOKCAMHH) C€
npuiaraT €THOBPEMEHHO C TIOMAJIHIOMHMJI, 103aTa MOMATHIOMU TpsiOBa 1a Ob1e HamaneHa ¢ 50%

(Bx. Toukn 4.5 u 5.2).

IIpomana na 0ozama unu npekvceane na npuema Ha 6opme3omMud

3a YKa3aHusd OTHOCHO MPCKbCBAHC HA IPpHUEMaA WJIN HAMAJIABAHC HA 103aTa IIPHU HEXKCIJIAHU JICKAPCTBCHU

peaxium, CBbp3aHu ¢ 60pTe30MuOb, TeKapuTe TPSOBa a ce KOHCYJITHPAT C KpaTKaTa XapaKTepHCTHKa

Ha npoxykTa (KXII) 3a 6oprezomud.

HpOM}ZHa Ha 003ama uiu NpeKvCeaHe Ha npuema Ha oexcamemasou

VkazaHus 3a IMPEKBCBAHE HA IIpUeMa UJIM HaMaJIsIBaHE Ha J03aTa IMPU HEXKECIIaHU p€aKIu, CBbP3aHu C

JCKCAaMETa30H C HUCKHU A03U, Ca JaJCHU B Ta6J'II/I]_[I/I 4us mo-ao0Jy. HpeK’BCBaHCTO nin

IMOJHOBABAHCTO HA IpHUEMa obaue ca 1o peHICHUC JICKApsA B ChbOTBETCTBUC C KPATKATA XapaKTCPUCTUKA

Ha nipoxaykTa (KXII).




Tao6auna 4. YkasaHmus 3a NMpoMsiHa HA 103aTa J€KCaMeTa30H

Toxcuunoct

IIpomsina Ha g03ara

Jucnernicus = crernen 1-2

Jucrniencus > creneH 3

[Mopawpxaiite 103ata U JEKyBaiTe C XUCTAMHUHOBH
(H2) 6mokepu nnu exBuBanent. Hamanere ¢ enHo
JI030BO HUBO, aKO CHMIITOMUTE IEPCUCTHPAT.

[IpexscHETE HO3aTa, JOKATO CUMIITOMHUTE OBIAT
ornaneHu. Jlo6aBete Ha Giiokep UM eKBUBAJICHT H
MPOIBIKETE MIPH €THO 1030BO HUBO MO-HUCKO OT
MIpeAMIITHATA 1034,

OtoK > creneH 3

H3nomn3Baiite ANYpPECTULU IIpU HCO6XO):[I/IMOCT n
HaMaJICTC J03aTa C €AHO JO30BO HHUBO.

OO0BPKAHOCT MU MPOMEHU B HACTPOCHUETO
> crenel 2

[IpexbcHETE TpUEMa, TOKATO CUMIITOMUTE OTIIYMSIT.
[Ipomsmkere IpH €IHO T030BO HUBO ITO-HUCKO OT
MpeAUIIHATA J03a.

MyckyiHa ¢1abocT > cTerneH 2

[IpexbcHeTE 103aTa 10 MYyCKYJIHA CIIa00CT
< crenex 1. [Ipogpmxere mpu eHO T030BO HUBO I10-
HHCKO OT MPEAUITHATA J034.

XUNepriauKeMus > CTereH 3

Hamanere no3ara ¢ eqHo 1030B0O HUBO. JIeKyBaiiTe ¢
HWHCYJIMH WU IICPOPATTHU aHTUXUIICPITIMKEMHUYHU
CPEICTBA, CIIOpeN clyyasl.

OcCTbp MaHKpEaTUuT

M3kmrodeTe geKcaMeTa3oH OT JTeyeOHATa CXeMa.

Jpyru cBBp3aHH C JeKcaMeTa30H
HE)KEJIaHU PEaKIny > CTereH 3

[IpexpaTeTe mpuiIaraHeTo Ha JIEKCAMETa30H, JOKATO
HE)KeMaHaTa peakiysi OTUIYMH JI0 > CTETeH 2.
[Ipobmkere ¢ €IHO T030BO HUBO ITO-HUCKO OT
npeauITHaTa J03a.

AKO BB3CTaHOBSIBAHETO OT TOKCHYHUTE PEAKIIUU MPOIBIDKYU ToBeue OT 14 mHu, ToraBa qo3ata
JIEKCaMETa30H I1I¢ ObJIe MPOIbIDKEHA C €IHO JI030BO HUBO MO-HUCKO OT MPEAMIIHATA J034.

Taoauna 5. HamajasBaHe Ha J03aTa JeKCaMETa30H

J1030B0 HUBO

< 75-roauiiHa Bb3pact
Jo3a (uxba 1-8: Inm 1, 2, 4,5, 8,
9,11, 12 ot 21-aHEeBEeH HUKBJI
Hukban>9: Inu 1,2, 8,9 ot 21-
JHEBEH HMKBbJI)

> 75-roauiHa BB3pact
Jo3a (Huxba 1-8: Mum 1, 2, 4, 5, §,
9,11, 12 ot 21-A1HEeBEH HUKBJI
Hukba=>9: Iun 1,2, 8,9 ot 21-
JIHEBEH IMKBbJI)

Havanna nosa 20 mg 10 mg
Jlo30B0 HEBO-1 12 mg 6 mg
J1030B0 HHBO-2 8 mg 4 mg

JlexcameTa3oH TpsiOBa ja ObJIe CIIPSH, KOraTo MAalUEHTHT HE € B ChCTOSTHUE Ja MOHece 8 Mg, ako €
< 75-roaumiHa BB3pacT, Wik 4 Mg, ako € > 75-ToauITHa Bb3pacT.

B cnyudaii Ha OKOHYATENIHO CIIMpPaHe Ha HAKOM OT KOMIIOHEHTUTE Ha CXeMaTa Ha JIeUeHUE
MPOABIDKABAHETO HA OCTAHAIMTE JIEKAPCTBEHU NPOAYKTH € 110 PELICHUE HA JIEKapsl.

Tomanuoomuo 6 kombunayus ¢ OexcamemasoH

HpeHOp’L‘lI/ITCHHaTa Ha4daJIHa J03a IIOMaJIuJOMua € 4 Mg, nprueMaHa nepopajHO BEJHBK JHEBHO B

nau 1 10 21 o1 Bceku 28-1HEBEH LIMKBII.

[Ipenoppuntennara no3a aexcamerason ¢ 40 mg, npuemMaHa repopasHo BeIHBK IHEBHO B HH 1, 8,

15 u 22 ot Bceku 28-1HEBEH LIUKBII.




JledeHuneTo ¢ moManuIOMHET B KOMOWHAITHS C ICKCaMETa30H TPsIOBa Jja ce mpujiara 0 Mporpecus Ha
3a00JI5IBaHETO WIIM 0 BE3HUKBAHE HA HEMIPUEMIINBA TOKCUYHOCT.

IIpomsana nHa 0o3ama unu nPeKvceane Ha npuema Ha NOMAIUOOMUO
Vka3zaHus 3a IPEKbCBAHE HA MMPUEMa UM HAMaJIsIBaHe Ha J03aTa MOMAJIUIOMHU]T BbB BPh3Ka C
HEKeJIaHW PEaKIiK ca AacHH B TaOauiu 2 u 3.

Ilpomsana na 0ozama unu npexvesane Ha Npuema Ha 0eKcamemaszoH

Ykazanwus 3a MpoMsIHA Ha J]03aTa IPH HEXKETIaH! JIEKapCTBEHU peakllny, CBhP3aHH C JeKCaMeTa30H, ca
naneHu B Tabnuia 4. YkazaHus 3a HAMaJIsiBaHE Ha 703aTa IPU HEXKEIaHHU PEaKIIMU, CBBP3aHU C
JIeKcaMeTa30H, ca IaJeHu B Tabauna 6 no-nomy. [IpexbcBaHeTo/MOAHOBIBaHETO Ha MIpueMa obaue ca
IO pelIeHue JieKapsi B ChOTBETCTBHE ¢ akTyanHaTa KpaTka xapakrepuctika Ha mpoaykra (KXIT).

Taoauna 6. HamajsBaHe Ha Jo03aTa JeKCaMeTa30H

< 75-roguniHa BB3pact > 75-roauiHa Bb3pact
Jlo30B0 HUBO Jdnum 1, 8, 15 u 22 ot Bceku 28- Jduun 1, 8, 15 u 22 ot Bceku 28-
JTHEBEH IHKbJI JTHEBEH IHUKbJI
Hauanna noza 40 mg 20 mg
Jlo30B0 HHBO-1 20 mg 12 mg
J1030B0 HHBO-2 10 mg 8 mg

JlekcameTa3oH TpsAOBa 1a ObJe CIpsH, KOraTo MalueHThT He € B ChCTOsIHUE 1a noHece 10 mg, ako e
< 75-roauimiHa BB3pacT, WK 8§ mg, ako € > 75-TouIlHa Bh3pacT.

CrernuanHu MonyJIaliun

Cmapuecka év3pacm
He ce nanmara kopurupase Ha J103aTa MOMaJIHIOMUI.

Homanuoomuod 6 kombunayus ¢ 6opme3omubd u OeKcamemasoH

3a manueHTH > 75-TOANITHA BB3pacT HayallHATA J103a JIEKCAMETa30H €:

° 3a muxou 1 1o 8: 10 mg Begabx qHeBHO B 1HM 1, 2, 4,5, 8, 9, 11 u 12 ot Bcekn 21-nHeBeH
LMKBII.

° 3a ks 9 u cnensany: 10 Mg Bequsk qHeBHO B 0K 1, 2, 8 1 9 oT Beceku 21-mHEBEH MUKBIT.

Tomanuoomuo 6 kombunayus ¢ deKkcamemason
3a marieHTH > /5-roAMIITHA BH3PACT HadaaHaTa 1032 JEKCaMETa30H €:
° 20 mg BemHBK JHEBHO B MHU 1-BU, 8-Mu, 15-T1 U 22-pu OT BCEKH 28-THEBEH IUKBII.

Yeproopobno yspedxcoane

[NarmenTtu ¢ 06 cepymer ommupyouns > 1,5 X ULN (ropHa rpanuiia Ha HOpMara) ca U3KIIIOYEHH OT
KIMHAYHUTE Mpoy4BaHus. UepHOAPOOHOTO yBpeXkKIaHe MOBIHsIBA yMEPEHO (hapMaKOKMHETHKATa Ha
nomanuaomMu (Bk. Touka 5.2). He e Heo0X01MMO KOPUTHpaHe Ha HavaJIHATA J103a [IOMAJIUIOMU/] IPH
NalMeHTH ¢ YepHOIpOOHO yBpexXIaHe, onpeaeneHo o kpurepuute Ha Child-Pugh. HesaBucumo ot
TOBA MalMEHTHUTE C YePHOAPOOHO YBpEXKAaHE TPAOBa /1a ce HaOJII0JaBaT BHUMATEIHO 32 HEXKEJIaH!
pEeaKInu 1 ako € HeoOX0IMMO, J1a ce TIPUIIOKH HaMallsiBaHe Ha J103aTa WM CIIUpaHe Ha MOMAaTHIOMHI.

bvbpeuno yspeocoane

He e HeoOxoauMo KopUrupaHe Ha J103aTa IOMAIHAOMU 3 MAIUEHTUTE ¢ ObOpeyHo yBpekaaHe. B
JTHHTE 32 XeMOJUAJIN3a allMeHTUTEe TPAOBa Jja MprueMar CBOsTa 1033 HOMAIMAOMHU/ CIIe]
XeMOIMaNn3aTa.

Ileduampuuna nonyrayus
Hsima cboTBETHO NpUIIOKEHUE HAa TOMATUAOMUI IpU Jena Ha Bb3pacT 0 10 17 rogunu 3a
MOKa3aHUETO MYJITHILIEH MUEJIOM.



W3BbH pa3pelicHUTe oKa3aHus TOMATUIOMU/ € IPOYUCH IIPH Jiciia Ha Bh3pacT oT 4 10 18 roauHu ¢
PEIUIMBUPAILN KM IPOTPECUPAId MO3bYHH TYMOPH, HO PE3YJITAaTHTE OT IPOYUYBAHHUITA HE
MO3BOJISABAT JIa CE 3aKJIFOYH, Y€ TIOJ3UTE OT TaKaBa ynoTpeda MpeBb3X0xkaaT puckoBeTe. Hanmnuuu kpM
MOMEHTA JaHHU ca ONKUCcaHu B TOUkH 4.8, 5.1 u 5.2.

Hauue Ha npuitoxxeHue

Tlepopanno npuiioxeHue

[Momanunomun Viatris TBp/H Karcyiu TpsOBa 1a ce mprueMa IMepopaHo 1Mo eIHO U ChIIO BpeMe
Bceku JieH. Kancynute He TpsiOBa 1a ce 0TBapsT, YyIAT WIK ABBYAT (BXK. Touka 6.6). Kancymnure
TpsiOBa J1a ce THJITAT LN, 3a IPEAIIOYUTAHE C BOJA, ChC MM 0€3 XpaHa. AKO HAKOM JeH NallueHThT
3a0paBu Jla mpreMe J103a MOMAIUAOMUI, TOH TpsOBa Aa NpuemMe oOMUaiiHaTa nmpeanucaHa 103a mo
cxeMmaTa Ha cieABamys feH. [lanuenTuTe He TpaOBa Ja MPOMEHSAT 103aTa, 3a Jja KOMIIGHCHpaT
IPOIIyCHATA B IIPEAUIIHUTE THHU J03a.

[MpenopbuBa ce J1a ce HATUCHE CaMO SAMHUSAT Kpail Ha KarcyJiara, 3a ja ce U3Baau OT OJIMcTepa, KaTo
TakKa ce HaMalsiBa PUCKBT OT Je(HOPMHUPAHETO WII CUYITBAHETO H.

4.3 TIpoTruBomoka3aHus

. Bbpemennoct

o JXenu ¢ nereposieH MOTEHIMAN, OCBEH aKO ca CIa3eHU BCUUKY yciaoBus Ha [Iporpamara 3a
npenasBane oT OpeMeHHOCT (BK. ToukH 4.4 u 4.6)

o [TanyeHTH MBKe, KOUTO HE ca B ChCTOSHHE /1a CJICABAT WM Ja CHa3BaT U3UCKBAHUTE MEPKH 32
KOHTparemnims (Bx. Touka 4.4)

o CBpBbX4yBCTBUTETHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHHUTE BEILECTBA,

n30poeHu B Touka 6.1.

4.4 CneuuaJHu npeaynpe:kieHus ¥ NpeanasHu MepKH NpH ynorpeda

TeparoreHHoct

[Momanuaomun He TpsIOBa Ja ce MpreMa 1o Bpeme Ha OpEMEHHOCT, Thil KATO CE OYaKBa TEPaTOTEeHEH
edext. [ToManuoMun e CTpyKTYpHO CPOJIEH ¢ TauaoMuA. TannaomMusa € n3BeCTHO TePaTOreHHO
BEILIECTBO IPH XOpa, KOETO NPUYMHSBA TEXKKH KUBOTO3aCTpaIlIaBally BPOJACHHU Ae(eKTH. Y CTAHOBEHO
€, U€ NoMaJINIOMU/] € TCPATOrCHECH U ITPU IUTBXO0BE, U IIPpU 33171111/1, KOoraTo c€ rpujiara B ricpuojia Ha
OCHOBHATa opraHoresesa (Bx. Touka 5.3).

VYcnoBusTa Ha HporpaMaTa 3a IpeAra3BaHe OT 6peMCHHOCT TpH6Ba Ja Ca U3IIbJIHCHU 34 BCUYKHU
ManreHTH, OCBCH aKO UMa CUT'YPHO JOKa3aTCJICTBO, Y€ MAIUCHTKATa HAMa ACTCPOACH NOTCHIHUAIL.

Kpurepuu 3a xxenu 0e3 IeTepOJIeH MOTEHIHAI

HpMeMa CC, 4€ JJaJ€Ha MalMuCHTKa WU IIapTHBOPKA Ha MalUCHT OT MBXKKHU I10JI € 6e3 ACTEPOACH
IMMOTCHIHAJI, aKO OTroBapsd Ha MMOHC €AUH OT CJICAHUTC KPUTCPUU:

. Bo3pact > 50 rogunu 1 ecrecTBeHa ameHopes oT > 1 roauHa (aMeHopes Ciie]] aHTUTYMOpPHA
Teparnus WIK M0 BpeMe Ha KbPMEHE He M3KIIF0YBa JAETEPOJICH ITOTCHIINAI)

. IIpexaeBpemMeHHa OBapuaiHa HEOCTATHYHOCT, TOTBBPACHA OT CIIEHUATUCT THHEKOIOT

. [Ipenmectpaia 1ByCTpaHHa CAIITHHTO-00()OPEKTOMHUSI MITH XHUCTEPEKTOMUS

e XY reHorun, cHHIpOM Ha TUINEr, areHe3usl Ha MaTKaTa.
CobBeTH

[NomanumnomMuz € IPOTHBOIIOKA3aH MPH JKEHH C JETEPOJeH MOTEHIINA, OCBEH aKO Ca W3IThIHEHU
BCHUYKH OT CIIEHUTE YCIOBUS:
o Tst pa3dupa ouakBaHUs TEPATOr€HEH PUCK 3a IJIOJA
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. Ts pa3oupa HeoOXOAMMOCTTa OT e(h)eKTHBHA KOHTpAIICTIUs, 0e3 MPeKbCBaHe, TIOHE 4 CEMUIU
MpeIy HadaluoTo Ha JISYEHUETO, TIPe3 IUIOTO BpEMETpacHe Ha JICYCHHETO U TIOHE 4 CeAMULIN
CIieJ] HEroBUs Kpa

o JKena ¢ nerepojicH noTeHMAaN TPsOBA Ja Clie/IBa BCHUKU ChBETH 33 e)EeKTHBHA KOHTPAIICTIIIHS,
JIOpH J1a € C aMeHopest

o Tst TpsiOBa J1a € B ChCTOSHIUE /1A CTa3Ba e(pEKTUBHU KOHTPAIICTITUBHA MEPKU

. Ts e mabOpMHpaHa U pa3dupa MOTCHIIMATHUTE TIOCISACTBHS OT OPEMEHHOCTTA 1
HEOO0XOUMOCTTa OT He3a0aBHA MEUIMHCKA KOHCYNITAIHS, aKO UMa PUCK OT 3a0peMeHsIBaHe

o Ts pa3bupa Hykz1aTa Ja 3all0YHE JICYCHUETO Bb3MOKHO Haii-CKOPO Clie/l OTIMYCKaHETO Ha
MOMATAZOMHJT CIIE]T OTPUIIATEIICH TECT 32 OPEMEHHOCT

. Ts pa3zdbupa HeOOXOAMMOCTTA M IPHEMa Ja ce IToJIara Ha TeCTOBE 32 OpPEMEHHOCT TIOHE Ha
BCEKH 4 CEJIMUIIM, OCBEH B CJIy4all Ha MOTBbPJCHA TyOapHa CTCPUITH3AIIHS

o Tst MOTBBPXKIaBA, Ye pa3dupa pUCKOBETE M HEOOXOIUMHUTE MPENa3HA MEPKH, CBBP3aHH C

H3II0JI3BAHCTO Ha IMIOMAJIUIOMHU/I.

[IpennucBamusT jJexap TpAOBa 1a OCUTYPH MPH KEHUTE C AETEPOACH MOTECHINA, Ye:

o NalyeHTKaTa ce NpuabpKa KbM ycioBusTa Ha [Iporpamara 3a npeana3zBaHe 0T OpeMEHHOCT,
BKITIOYBAIIH U MIOTBHPKACHUE, Y€ TSI MPOSBIBA JOCTATHYHO pa3OupaHe
o MAIeHTKaTa € MOTBbPAIIIAa TOPECIIOMEHATUTE YCIOBHSL.

[Tpy manmeHTy OT MBXKH MOJ, IPUEMAalId TOMAIUAOMU, (HapMaKOKMHETHUHUTE JaHHH [IOKA3BaT, 4e
MOMAaJIUIOMUJL C€ ChIbpKa B YOBEIIKAaTa cliepMa Io Bpeme Ha jiedeHue. Karo npeanasHa mspka u
KaTo ce uMarT Mpe/IBUJ] CTIEUATHUTE MOMYJIAINK C TOTEHIIMAIHO yIBIKEHO BpeMe Ha eTUMUHHUpaHe,
KaTo HalpHMep YepHOAPOOHO yBPEXKIaHe, BCHUKHU MALMEHTH OT MBKKHU T0JI, IPHEMaIln
NOMAJIMAOMUI, TPsIOBA 1a OTTOBAPST HA CIEJHUTE YCIIOBHUS:

o [TanmeHTHT pazbupa ouaKkBaHHUS TEPATOI€HEH PHUCK IPU I10JIOB KOHTAKT ¢ OpEMEHHA JKeHa WIH
JKEHa C JETEPOAEH OTEHIUA.
. Toit pa3bupa HEOOXOIMMOCTTA OT U3IOI3BAHE HA NIPE3ePBaTUB IPH MOJIOB KOHTAKT ¢ OpeMeHHa

JKEHA WJIN JKEHa C IETePOCH IOTeHLMAN, KOSATO He mpuiara e)eKTUBHA KOHTPALSTILUS, IIPEe3
ISUI0OTO BpEMETpAaeHe Ha JICUCHUETO, TI0 BpeMe Ha IPEKbCBAHE Ha IIpUEMa U B IPOIBIDKEHHE Ha
7 IHU ciiel BpeMEHHO MPEeKbCBaHe Ha MpHeMa W/WIH CIIUPaHe Ha JIeYeHUETo. ToBa BKIIFOUBA
MBIKE, HA KOUTO € N3BBPIICHA Ba3eKTOMHUSI, KOUTO TPsIOBa J]a M3ION3BaT IIPEe3epBaTUB IPU
CEKCyaJIeH KOHTAKT ¢ OpeMEeHHa JKE€Ha MJIM JKEeHa C IeTepoJIeH MMOTEHIIMAN, Thi KaTO CEMEHHATa
TEYHOCT MOKE BCE TaK J1a ChIbprKa MOMAIUIOMHU] U B OTCHCTBUETO Ha CIIEPMATO30UIH.

o Toii pa3zbupa, ye ako HapTHbOPKaTa My 3a0peMeHee, JOKaTo TON MprueMa IOMaTuIOMU WIH
7 IHU cliel KaTo € CIpsUT Jia preMa MOMaIuIOMUl, TOW TpsiOBa He3a0aBHO Ja YBEJJIOMHU CBOSI
JIeKyBalll JIEKap U 4e ce NpenopbhiBa NapTHbOPKaTa Ja ObJie HACOUYEHA 3a OLIEHKA M ChBET KbM
JieKap, ClelManu3upaH WK C OIUT B TEPATOJIOTHTA.

KouTtpanenmus

JKenu ¢ netepojieH noTeHIMa TPSOBA J1a M3MOJI3BAT MOHE ¢IUH €(DEKTHUBEH KOHTPAICITHBEH METO,T
MOHE 4 CEIMMUIIM TIPEIU TePaIusiTa, [0 BpeMe Ha TeparusaTa 1 MoHe 4 CEIMUIH CJIe] TepaIusiTa ¢
MOMAJUIOMUJI, ¥ JIOPU TIPH BPEMEHHO TPEKbhCBAHE, OCBEH aKO MAIMEHTKATa B3IIPUEME ITBJIHO U
MPOAB/DKUTEIIHO Bb3AbPIKaHUE, TOTBBPIKIABAHO €XKEMECEYHO. AKO NAI[MEHTKATa HE € U3I0JI3Bajia
e(eKTHBHA KOHTpaIeNIIYs, TS TPs0Ba 1a Objie HACOYeHA KbM MEIUIIMHCKH CIICIIUAIUCT ChC
CHOTBETHATA MOJTOTOBKA 32 KOHCYJITAIUS 32 KOHTPAIICIIIU, 32 JIa CE 3all04YHE POBEXKIAHETO Ha
Takasa.

Moske 1a ce OOMUCIAT CIEIHUTE MPUMEPH 3a TIOIXOASIIY KOHTPAIIETITUBHU METO/IH:
Nmvmnnaarar

BrpTpemarouna cucreMa, 0cBOOOK 1aBaIla JICBOHOPTreCTPEI

Jemo ¢opma HA METPOKCHUTIPOTECTEPOH aIleTaT

Ty6apHa cTepunuzanus

[ToroBM KOHTAKTH caMO C TAPTHHOP, TIPH KOWTO € N3BBPIICHA Ba3€KTOMUS; Ba3€KTOMUSITA
TpsAOBa J]a € MOTBBP/ICHA C JIBA OTPHIIATEIIHYA aHAIIN3a Ha CcriepMa



o Wuxubupaiiu oBynanusaTa Xxamdera caMo ¢ MPorecTepoH (T.€. Je30TrecTpen)

He ce npenopbsyBat KOMOMHUPAHU MIEPOPATHU KOHTPAIICTITUBHY CPEICTBA MPH MAIIUEHTKY C
MYJITUIUICH MUEJIOM, IPUEMAIIIA TOMAJTUIOMHUJT U IEKCaMETa30H, MOPaJ MOBUILICHHUS PUCK OT
BEHO3Ha TPOMOOEeMOOHs (BXK. ChINO TOYKa 4.5). AKO NMAaIMeHTKaTa preMa KOMOUHUPAHU TepOPATHU
KOHTpAIICNITHBH, TS TPAOBA Ja IPEMHUHE HA eIMH OT e(DEKTUBHHUTE METOJH, H30POEHH MO-Tope. PHCKBT
OT BeHO3Ha TPOMO0eMOOJIus MPoabiKaBa 4-6 ceIMHIIM ClIe]] MPEKPaTsIBaHe Ha KOMOMHHUpaHaTa
nepopaiiHa koHTpauenius. EdukacHocTTa Ha KOHTPAIICNITUBHUTE CTEPOUIU MOXKE Jla € HaMaJIeHa MPU
€IHOBPEMEHHO JIEUeHNE ¢ AeKcaMeTa30H (BK. Touka 4.5).

HNmmutaHTaTUTE M BBTPEMATOYHUTE CHCTEMH, OCBOOOKIaBAIIN JICBOHOPTECTPE, C€ CBBP3BAT C
MOBHIIIEH PUCK OT WH(EKIUS P MOCTABIHETO UM U HEPEJOBHO BarnHAJIHO KbpBeHe. TpsiOBa na ce
oOMucIH aHTHOMOTHYHA TPO(UITAKTHKA 0COOEHO MPH MAI[EHTKH C HEYTPOIICHHSL.

He ce MpernopbYBa NOCTABAHC HA BbTPEMATOYHH CUCTCMHU, OCBO60)KI[aBaHII/I MEn, nmopaau
IMOTCHUOHAIIHUA PUCK OT HH(bCKHHH IIpHU IMOCTABAHETO UM U 3ary6a Ha MEHCTpYyaJIHa KPbB, KOUTO MOXKE

Jla U3JI0’KaT Ha PUCK IMAlMUEHTKU C TEXKKAa HEYTPOIICHHUS UJIN TCXKKaA TpOM6OHI/ITOH6HI/I$I.

TecrtoBe 3a OpeMeHHOCT

[pu eHuTe ¢ IETEPOICH MOTEHIMAN, ChIVIACHO MECTHATA MPAKTHKA, O] JIEKAPCKH KOHTPOJI TPsiOBa
Jla Ce MPOBEXK/IAT TECTOBE 32 OPEMEHHOCT ¢ MHHUMAJIHA 4yBCTBUTENHOCT 25 mIU/ml, kakTo e
MOCOYECHO MO-701y. TOBa U3UCKBAHE CE OTHACS U 3a KCHHUTE C JACTEPOJICH MOTCHIMAN, KOUTO CIa3BatT
II'BJIHO M TIPOABIDKUTEIIHO Bb3AbpiKaHue. B uacamHus ciaydait TecThT 3a OpEeMEHHOCT, U3/IaBaHETO Ha
perenrtara ¥ OTIYCKaHETO Ha JICKAPCTBEHUS IPOAYKT CE OCHIIECTBIBAT B €JIUH U ChIII JICH.
OTmyckaHeTo Ha MOMATHIOMHJT Ha EHH C JICTEPOJICH MOTEHIMAN TPpsiOBa Jla cTaBa B PAMKHTE Ha

7 IHU CIleN IPEANUCBAHETO.

Ilpeou 3anousane Ha neueHue

Tect 3a GpeMeHHOCT N0/ IEKaPCKU KOHTPOJI TPsiOBa Ja ce MpOBeIe MPH KOHCYITALUATA, KOTaTo Ce
MIPEANKICBA TTOMATUAOMHU/I, N TIpe3 3-Te JHU MPEIH MOCSIICHNUETO PH MPEAITHUCBAIINS JIeKap, ako
MaIMeHTKaTa ¢ nmpuiarajia e()eKTUBHA KOHTPALICIIIUS ITOHE B rmocieanute 4 ceamunu. Llenra Ha Tecra
€ J1a TOTBHP/IY, Y€ TAlMeHTKaTa He € OpeMeHHa KbM MOMEHTA Ha 3all0YBaHe Ha JIEUEHUETO C
TTOMAJTMTOMMI.

IIpocneossarne u Kpaii Ha eweHuemo

Tect 3a OpeMEHHOCT NOA JIEKaPCKU KOHTPOJ TPsiOBa J1a ce MPOBEX/1a MIOHE Ha BCEKHU 4 CEIMMUIIN,
BKJIOUUTEIIHO IIOHE 4 ceAMUIM Clle]] Kpasi Ha JIEYEHUETO, OCBEH B Cllydall Ha IIOTBbp/eHa TyOapHa
crepunnzanys. Te3u TecToBe 3a OpeMEHHOCT TPsIOBa Jla ce MPOBEX/IAT B ICHS Ha NPeIIHUCBaHe Ha
JIEKapCTBOTO WJIH Mpe3 3-Te THU MPEIH [TOCEIIEHNETO PU NPEAIIMCBAIHS JeKap.

HOHBJ’IHI/ITGHHI/I Opeanasiyu MEpKH

[TaumenTure TpsiOBa 1a ObAAT HHCTPYKTUPAHH IIPU HUKAKBH OOCTOSITENICTBA /1a HE AaBaT
JIEKapCTBEHHUS MPOAYKT Ha APYTH JIHMIIA U 1a BPhLIAT HEM3MOI3BAHNTE B Kpast HA JICYCHUETO KaICyIJIn
Ha cBOs (papMarLieBT.

[TanmenTure He TpsAOBa Ja JapsiBaT KPBB MU CIIEpMa [0 BpeMe Ha JIUeHUETO (BKJI. M TI0 BpeMe Ha
MIPEKbCBAHE Ha MPHEMa) U B MPOIBIDKEHHE Ha TIOHE / THU CIIe]] IPEKpaTsIBaHe Ha JIEYEHNETO C
MOMATTUAOMU.

MenuIMHCKHUTE CIICITUATUCTH | OOJTHOTIIEaunTe TPSOBA /1a M3MOI3BAT PHKABUIIM 33 STHOKpPATHA

ynoTpeba, Korato paboTsT ¢ OaucTepa uinu Kancynure. XKenu, Konuto ca OpeMeHHH WK TI0A03UpaT, ye
MOKe J1a ca OpeMeHHH, He TpOBa aa paboTAT ¢ OuMcTepa WK KarcyiauTe (BK. Todka 6.6).
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OOyunTeIHr MaTepraiy, OTPAHHYCHHMS 3a MPEANNCBAHE U OTIYCKAHE

C uen 1a ce MOMOTHE Ha MAIUSHTUTE J1a U30ETHAT SKCIO3UINS Ha (peTyca Ha TOMaTHIOMHU]/I,
MIPUTEKATEIIAT HA PA3PEIICHUETO 32 YIOTpeda Ie MPe0CTaBH Ha MEUIIMHCKUTE CIICITUAINCTH
00y4YHTeJIeH MaTepral, MOICUIIBAII PEAYIPEKICHUATA 32 OYaKBaHATA TEPATOTCHHOCT Ha
MOMAJIAOMHU/I, TABAIl| ChBET 3a MPWJIaraHe Ha KOHTPAICNIUS MPEeId HAYaJI0TO Ha JICYCHUETO U
HACOKH 32 HE0OXOJJUMOCTTa OT IPOBEXkAaHEe Ha TeCTOBE 3a OpeMeHHOCT. [IpeanucBamusr nekap
TpsiOBa J1a HHGOPMHUpPA MAIIMEHTA 38 OYaKBAHUS TEPATOTCHEH PUCK U 3a CTPOTHTE MPEINa3HH MEPKU
cpenry 3abpeMeHsIBaHe, KakTo ca onpezenienn B [Iporpamara 3a npeana3Bane ot OpeMeHHOCT, U Ja
JlaJie Ha TAIMEHTUTE ChOTBETHUTE OOYUHUTEIIHA MaTepUAIId B CbOTBETCTBHE C BhBEICHATA HAIMOHATHA
cuctema. B upeanHus ciydaid TeCThT 32 OpEMEHHOCT, U3JJaBAHETO Ha PEIIeNTaTa U OTITYyCKAaHETO Ha
JIEKapCTBEHUS MPOJYKT TPsiOBa Jia cTaBaT B €MH U ChI JieH. OTITyCKaHETO Ha TOMAIUAOMHT Ha )KEHU
C JICTEPOICH MOTCHIAI TPSOBA JIa CTaBa B paMKUTE HA 7 JTHU CJIe] PSANUCBAHETO U CJIC]
OTpHIIATEJICH Pe3yJITaT Ha TECT 32 OPEMEHHOCT MO/ JICKApCKH KOHTPOJI. Perienture 3a KeHU ¢
JIETepOJICH TOTCHITUAT MOTaT Jia ObJIAT ¢ MAKCUMAITHA MPOIBIDKUTEITHOCT Ha JICYCHUETO 4 CEJIMHITU B
CHOTBETCTBHUE ChC CXEMHUTE Ha MPUIIaraHe 3a 000pEeHNTE TTOKa3aHus (BXK. ToUka 4.2), a pelenTuTe 3a
BCUYKH JIPYTH MAlMEHTH MOTaT Jia ObJaT ¢ MAKCUMaJTHA MPOIBIKUTCTHOCT Ha JICUCHUETO

12 cemqmurm.

XeMaTOJIOTHYHU CHEOUTHSA

Heytpomnenus e Haii-uecTo choOIIaBaHaTa XEMATOJIOTHYHA HEXellaHa JIEKapCTBeHA PeaKIus OT 3-Ta
WM 4-Ta CTelleH MpH NalKeHTH ¢ peuuAnBUpal/pedpakTepeH MyITHILICH MUEJIOM, CJIe/IBaHa OT
aHemus u TpoMOoruToneHus. [laruentrure TpsOBa 1a ce HaOJIOJaBaT 32 XeMaTOJIOTUYHY HEXeJIaH!
JIEKapCTBEHHU PeaKLyu, 0coO0eHo 3a HeyTporeHus. [lanuenture TpsaOBa qa ObJaT NOCHBETBAHH Ja
chroOrmaBar 3a ¢pedbpmiHn enm3oau He3abaBHO. JlekapuTe TpsiOBa /1a HAOIIOAaBAT MAIIMEHTHUTE 32
MPU3HAIM Ha KbPBEHE, BKIIIOYHTEIHO EMHCTAKCHC, 0COOCHO MPH yrnoTpeda Ha ChIIbTCTBALIH
JIEKapCTBEHH MPOJIYKTH, 32 KOUTO € M3BECTHO, Y€ yBEIMYaBAT PUCKa OT KbpBeHE (BK. Touka 4.8).
[TpnHaTa KpBBHA KapTHHA TPAOBA Ja ce cliely Ha U3XO0JHO HUBO, €XECEAMUYHO IIPE3 MIbPBUTE

8 cenMuIy U eKeMeceqHO clie]l ToBa. Br3MOXKHO € J1a ce HaJIOKHU MPOMsIHA Ha Jj03aTa (BXK. Touka 4.2).
[Tpu HAKOUW MALMEHTH MOXKE Jla C€ HAJIOKHU TIOJIBPIKAIII0 JICYCHHE C KPBBHU MPOITYKTH H/HIH
pacTexxHu (GaxkTopu.

TpomOoeMOOIUYHY CHOUTHS

[MTanmenTH, mMoy9YaBaIiy MOMaIMIOMU/T MM B KOMOMHAIHMS C OOPTE30MHO 1 IEKCAMEeTa30H, WM B
KOMOWHAIUS C JeKCaMeTa30H, ca MOJyYUIId BEHO3HH TPOMOOEMOOIMYHN CHOUTHS (TIPEAUMHO
JBII00KA BEHO3HA TPOoMOO03a U OestoIpodHa eMOOIIHsI) U apTepUaTHi TPOMOOTHYHU chOUTHS (MHAPKT
Ha MHOKap/a u 1epedpoBacKyaapeH HHIHICHT) (BK. Touka 4.8). [TaiieHTH ¢ n3BECTHH PUCKOBH
¢baxTopu 3a TpOMOOEeMOONHS — BKIIOYHTEIIHO MpeAlIecTBala TpoM003a — TpsioBa j1a obaat
HaOJroaBaHu BHUMaTesHO. TpsiOBa 1a ce mpeanpueMar AeCTBHS B OITUT Ja C€ CBEAAT JI0 MUHIUMYM
BCHYKH U3MEHSEMHU PUCKOBH (DaKTOpH (HAmp. IMyHIeHe, XUIIEPTOHHUS U XUIICPIUTTHICMUS).
[IpernopbUMTEIIHO € MAMEHTHTE U JISKapHUTE Ja HaOJIF01aBaT 3a MPU3HAIM U CHMITOMH Ha
TpoMOoeMOous. [laruenTure TpsAOBa 1a ObAAT HHCTPYKTUPAHH JIa THPCIT MEIUIIMHCKA MTOMOIII, aKO
Pa3BUAT CUMIITOMH KaTo 331yX, OOJIKa B I'bPJHTE, OSBA HA OTOLM IO PBIIETE WIIM KpaKara.
[IpenopbuBa ce aHTUKOATYJIaHTHA Tepanus (OCBEH aKo € MPOTHUBOIIOKA3aHO) (KaTo aleTHIICAIULIIOBA
KHCEIMHA, Bap(apuH, XemapuH WK KIOMHIOTPEN), 0COOCHO MPH MALUEHTH C AOMBJIHUTESIIHU
TPOMOOTHYHHU PHCKOBH (akTopH. Perenue 3a 3amouysane Ha mpodumakTuka TpsiOBa 1a ce B3eMe Cliel
BHHMATEJIHA OIIEHKA Ha HAJIMYHUTE PUCKOBHU (DAaKTOPH Ha OTIEIHHS MAUEHT. B KITMHNYHHI
NPOYYBaHUS MAIUCHTH Ca T0JTy4aBaIM MPOMUITAKTUYHO alleTHIICAIUIIIIOBA KUCEITMHA I
alTepHaTHBHA aHTUTPOMOOTHYHA Tepanus. Ymorpedara Ha epUTPOTIOETUYHH CPENICTBA BOJIH 10 PUCK
OT TPOMOOTHYHH CHOUTHS, BKJI. TpPOMOOeMO0IHs. 3aTOBa EpUTPOIIOETUIHHUTE CPEACTBA, & TAKa ChUIO U
JIpYyTHU CPeNICTBA, KOUTO MOTaT Jia yBEIUYaT PUCKa OT TPoMOOEeMOOIMYHH ChOUTHS, TPOBa J1a ce
nmpuiiarat ¢ MOBUIICHO BHUMAHUC.
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Hapymenns Ha MUTOBUIHATA KJI€3a

CroOmaBanu ca clydad Ha XUIOTHpeouIu3bM. [Ipein HadyanoTo Ha JICYCHHETO Ce IPErnophyuBa
ONTHUMAJICH KOHTPOJI Ha ChITBTCTBAIIUTE 3a00JIIBAHUS, BIUSCIIN BbPXY (DYHKIUATA HA IIUTOBHUIHATA
skesa. [IpemopruBa ce mpocneasBade Ha GYHKIMATA Ha ITUTOBUIHATA JKJIe3a HA M3XOIHO HUBO H B
X0/Ia Ha JIEYEHHUETO.

Ilepudepua HeBpomaTus

[TaupeHTH ¢ HaTUYHA nepmpepHa HCBPOIIaTUA > 2-pa CTCIICH Ca U3K/IIIOYCHHU OT KIMHUYHHUTC
IMpoy4BaHus C IOMAJIMAOMU. Tp;16Ba Jla C€ IOoAXO0XKAa C Hy’KHATa MpeAra3jinBoOCT, KOraTto ce
OOMUCIIS JICUCHUETO HA TaKHBa ManUuCHTH C IIOMAJTUIOMM/I.

3HayuMa cppaeyHa AuchYHKIMS

[TanmenTn chC 3HAUMMA ChpAEYHA TUCPYHKIHNSA (3aCTOMHA chpaedHa HepocTarbyHOCT [NY Heart
Association kiac Il wiu 1V]; uadapkr Ha Muokapaa B paMmkute Ha 12 Mecena ciej 3aro4BaHe Ha
MPOYYBAHETO; HECTAOWITHA WM HE3aI0BOJHMTEIIHO KOHTPOJIUPAHA CTEHOKAP/IUS) Ca U3KITIOUYCHH OT
KIMHAYHUTE MPOyYBaHus ¢ moManuaoMua. CboOIaBa ce 3a CbOUTHS, CBbP3aHU ChC ChPIETO,
BKJTFOUHTEITHO 3aCTOMHA Chp/IeuHa HEAOCTATHUHOCT, OI0APOOCH OTOK M IPEACHPIAHO MBXKICHE (BK.
To4ka 4.8), TJIaBHO NPH MAIMEHTH ChC CHIIECTBYBAIO ChPICYHO 3a00IsIBaHe MK PUCKOBH (hakTopu
M0 OTHOIIICHUE Ha ChPIETO. TpsiOBa J1a ce MOAX0XK/Ia C HY)KHATA MPEINa3InBOCT, KOraTo ce 00MUCIS
JICUCHUETO Ha TaKUBA MAIMEHTH C MIOMAJIHIOMU/, BKIIOUUTEIHO IEPHOINYHO HAOIIoIeHHe 32
IMpUu3Halv UJInu CUMIITOMU Ha C'I:»6I/ITI/I$[, CBBbpP3aHU CHC CHPLCTO.

TyMop-nHu3uCc CHHAPOM

[TanimeHTHTE C HAN-TOJIAM PUCK 3a PA3BUTHE HA TyMOP-JIM3UC CHHAPOM Ca T€3HU C BUCOKO TYMOPHO
HATOBapBaHe MMPEAN 3all0YBaHe Ha JIeUeHUeTo. Te3n mareHTy TpsOBa 1a ce HaOIItoJaBaT BHIMATEITHO
U Ja ce B3eMaT MOJIXOISAIIHN MPEIa3Hi MEPKH.

BTODI/I OBbPBUYHH 3JT0KAYCCTBCHHU 3a00JIsIBAaHUS

[Tpu maruenTH, NMOJIyYaBally IOMaJIHIOMHU] CE ChOOIABAT BTOPH MMbPBUYHH 3JI0KAYSCTBCHU
3a00JIIBaHMs KATO HEMEJIAHOMEH PaK Ha Kokarta (BK. Touka 4.8). Jlekapute TpsiOBa BHUMATEIIHO J1a
OIICHSBAT MAIMEHTUTE 32 HAJMYUETO Ha BTOPH IIbPBUYHH 3II0KAY€CTBEHHU 3a00ISIBAHHS MTPEIU U 110
BpEMeE Ha JICUEHUETO, KaTO U3I0JI3BaT CTaHAAPTEH CKPUHUHT 3a PaK, U Ja Ha3HauaBaT JICUEHUE CIIOpPET
IMOKA3aHUETO.

AJ'ICDI‘I/I‘IHI/I pPeaKn U TC)KKH KOXKXHHU PCaKIINH

Crol1maBa ce 3a aHruoe1eM, aHa(pIaKTHYHA peakys U TeXKH JepMaTOJIOTHYHH PEaKLInH,
BruirrountenHo SJS, TEN u DRESS, npu ynorpedara va momanumgomusn (Bx. Touka 4.8). [lanmenture
TpsiOBa Jja OBAAT KOHCYJNTUPAHU 32 TIPU3HALIMTE U CHMITOMUTE Ha TE3U PEaKLUU OT MPEANHUCBAIINTE
Jekapu, 1 TpsiOBa 1a ObaT HHCTPYKTUPAHU [1a IOTHPCAT HEe3a0aBHO JIeKapcKa IMOMOIL, aKO Pa3BUST
Te3u cumnromu. [lomanuaomuy TpsiOBa 1a ce mpeyCTaHOBH MPU €KC(OIMATUBEH MU 0yJI03eH OOpUB
i ako nma cbMHenus 3a SJS, TEN wmm DRESS u He TpsiOBa fa ce oJHOBSABA Ciie/l IpeKpaTsIBaHe
TO My TIOpajau Te3u peakiun. [laruenTr ¢ anaMHe3a 3a Cepuo3HM aJepPrUYHU Peakilni, CBbP3aHH C
JIEYEHHUE C TATMJOMMJ W JIEHAIUJOMU], Ca U3KIIOUEHN OT KIMHUYHUTE NTpoy4dBaHus. Takusa
MAI[MeHTH MOJKE J1a ca C TTO-BUCOK PUCK OT PEAKIMH Ha CBPBXYYBCTBUTEIHOCT U He TpsiOBa 1a
MOJTy4aBat rmomManuaoMus. [1pu koxeH oOpuB OT cTerneH 2-3 TpsOBa J1a ce 0OMUCIH TPEKbCBAaHE HA
npreMa WK IpeKpaTsiBaHe Ha JiedeHueTo ¢ noManugomu. [lomanunomus TpsOBa na ce mpekpaTH 3a
MOCTOSIHHO TIPH aHTHOEAEeM U aHa(QWIAKTHYHA PEaKIusl.

12



3amMasiHOCT ¥ OOBPKAHOCT

[Tpu n3no3BaHe HA TOMATHJIOMH]] CE ChOOIIIaBa 332 3aMasiHOCT U ChCTOSIHUE Ha 00BPKAHOCT.
[Naruenture TpsOBa 1a M30SATBAT CUTYAIMH, IPU KOUTO 3aMasHOCTTA WM 00BPKAHOCTTa MOTAT Jia
ObaT mpoOieM, U 1a He IpHeMaT APYTH JIEKapCTBEHH POAYKTH, KOUTO MOTAT J1a TPUIHHAT
3aMastHOCT WM 0OBPKAHOCT, 0€3 IHPBO J1a TOTHPCAT METUIITHCKH CHBET.

Hurepcruiimanua 6exoapodna 6onect (MBB)

WBB u cBbp3aHu CHOUTHS, BKIIFOUUTEITHO CIy4Yal Ha THEBMOHUT, Ce HAOIFO1aBaT IPY TTOMAaTHIOMHU/T.
TpsiOBa 1a ce U3BBPIIM BHUMATEIIHA OIIEHKA Ha MAIUEHTUTE C OCTHP MPUCTHIT WIA HEOOSCHIUMO
BJIOIIIaBaHE HA OCIOAPOOHUTE CUMITTOMH, 32 Aa ce m3kimoun Mbb. [Tomanmmomuy TpssoBa aa ce
MPEKbCHE, IOKATO Ce M3CIEABAT Te3U CUMITOMH u ako VBB Obje moTBbpacHA, TPSOBaA 11a CE 3al04He
MoXoJA11I0 JieueHue. [lomanuaomu TpsiOBa J1a ce MOTHOBH CaMO CJIE]T ISUIOCTHA OIICHKA Ha TIOJI3UTE
U PUCKOBETE.

YepHoapoOHU HAPYIIIECHUS

[1pu maryeHTH, JIeKyBaHH C IOMAIUIOMHK, Ce 3a0esI3BaT 3HAYUTEIHO MOBUILICHN HUBA HA AJlAaHUH
amuHOTpanchepasza u OMTupyOuH (Bk. Touka 4.8). FiMa u cirydan Ha XenaTuT, KOUTO BOISAT JI0
npekparsBaHe Ha moManuaoMus. [IpenopruBa ce peloBHO MpocieAsBaHe Ha YepHOApOoOHATaA
(GyHKIUS TIpe3 MbpBHUTE 6 Mecela OT JCYSHHETO ¢ MOMATHUIOMHUI U CJIE/ TOBA KAKTO € KIMHUYHO
IIOKa3aHo.

HNndexnnn

Psinko ce cho01iaBa 3a peakTUBHpaHE Ha XEMaTUT B mpu manueHTy, molydaBaiiyd IOMaIuIOMHU]I B
KOMOMHAIIUS C IEKCaMETa30H, KOUTO MPEIX ToBa ca OMin nH(EKTUPAHU C BUpyca Ha XenaTuT B
(HBV). Hsikom oT Te3u ciaydan Mporpecupar J0 0CcTpa 4epHoapoOHa HETOCTATHYHOCT, BOIEIIA JI0
MPEKPATABAHETO Ha MOMAIMAOMU. BUPYCHHUAT cTaTyC 10 OTHOIICHUE Ha XenmaTuT B TpsOBa na Obie
YCTAaHOBEH MPE/IU 3all0UYBaHE HA JICUCHHE C MTOMAIUIOMHUI. 3a MAMeHTH, KOUTO ca MTO3UTHUBHU 32
HBYV undekuus, ce npenopbyBa KOHCYJITAIMS C JIEKap C OMUT B JedeHueTo Ha xenatut B. Tpsosa na
ce TIOJIXO0K/Ia TPEAIA3INBO, KOTaTo MOMAIUAOMU B KOMOMHAIIMS C IEKCAMETa30H Ce Tpuiiara rnpu
MAIMeHTH, KOMTO MPeau ToBa ca Omiu nHpextupanu ¢ HBV, BKIIOUUTEIHO MAIMEHTH, KOUTO ca anti-
HBc mo3utuBamn, Ho HBsAg Heratusau. Te3n narupieHTH TpsOBa /1a ce HAOI0JaBaT BHUMATEITHO TPE3
ISUTOTO BpEMETpacHe Ha TepanusTa 3a Mpu3HalK U CHMIITOMH Ha akTuBHa HBV nHbeknus.

IIporpecusHa myiarudokansa jgeskoenuedanonarus (IIMJI)

Cp0o0111IeHH ca cllydad Ha MporpecuBHa MyITH(OKAIHA JIeBKOSHIIE(haIoNaThs, BKIIOYUTEITHO C
JIeTasieH u3Xo/ pu ynorpedara Ha nomanuaomus. 3a IIMJI ce chobmiaBa HIKOJIKO Mecena 10
HSIKOJIKO TOJIMHU CIIe]T JIeYeHHeTo ¢ momanuaomu. ChoOIeHUTe ciydyan ca 0OMKHOBEHO TIPU
MAIMEHTH, KOUTO MPUEMAT ChITBTCTBAIIO JICKCAMETa30H, WK ca OWIIM Ha TpeIIIecTRalla Ipyra
MMYHOCYTIpECHBHA XUMHOTepanus. Jlekapurte TpsOBa fa mpocieaAsBaT MalUeHTUTe PEJOBHO U Ja
Bkitouat [IMJ] B mudepeHnpanaaTa quario3a npy NanyueHTH ¢ HOBOOTKPUTH HITH BIIOIIABAIIIH CE
HEBPOJIOTUYHH CUMIITOMH, KOTHUTUBHYU WJIM TIOBEJICHYECKH MPU3HALM WK cuMiToMu. ChII0 Taka
MAIMeHTHUTE TPsAOBa J1a ObJaT OCHBETBAHU Jla MH(GOPMHUpPAT MAPTHHOPA CH HJIU JIUIATa, KOUTO CE
TpyXKart 3a TAX, 3a JICUCHUETO, TBH KaTO T€ MOraT Ja 3a0enexar CHUMIITOMH, KOUTO ITAITUCHTHT HC
3a0eisi3Ba.

Onenkara 3a [IMJI TpsOBa 1a ce ocCHOBaBa Ha HEBPOJIOTHYHO M3CJIEABAHE, SIPEHO-MarHUTCH
pe30HaHC Ha MO3bKa U aHAIN3 Ha rpbOHauHO-Mo3b4HaTa TeuHocT 3a JJHK na JC Bupyca (JCV) upes
nonumepasHa BeprkHa peakius (PCR) wim mo3buHa 6uoricus ¢ rectBade 3a JCV. OrpunareHusT
pesyntaT ot PCR 3a JCV He uskiousa [IMJI. Be3MOKHO € 11a e HAJIOXKH JOIBJIHUTEIIHO
npoclie/isIBaHe U OlIEHKa, aKO He MOKe Jia ObJie MOCTaBeHa AJITEPHATHBHA JIUarHo3a.
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Axo uma ceMmHeHus 3a [IMJI, mo-HaTtaThlIHOTO IpWJIaraHe clie/iBa Jia ce MPeyCcTaHOBU, TOKATO HE Ce
m3kmroun [IMJI. Axo ce morBspau [IMJI, momanuaomu TpsiOBa 1a ce MpeyCTaHOBH OKOHYATEITHO.

C’I)H’LD)K&HI/IG Ha HaTpUu

To3u nexapcTBeH NPOAYKT ChIbpiKa Mo-Mainko oT 1 mmol HaTpuit (23 mg) Ha Karncyna, T.e. MOXe Ja
ce Kaxke, 4e MPAKTHUYCCKU HE ChABbPIKA HATPHIA.

45 B3auMmoaeiicTBHE ¢ IPYTd JeKapCTBEHH MPOAYKTH M APYrH (popMH HA B3auMo/eiicTBHE

Ed)CKT Ha IOMaJIMAOMMUJL BbPXY JAPYIH JICKAPCTBCHH IIPOAYKTH

He ce oyakBa momanunoMus J1a IpeAn3BUKa KIMHUYHO 3HAYMMU (hapMaKOKHHETUYHU
B3aMMO/ICHCTBUS TIOpaJd MHXUOMpaHe wiu HHAYKIWs Ha P450 n3oeH3um mim nHXuOupaHe Ha
TPAHCIOPTEPUTE, KOTATO C€ TPUIIara eIHOBPEMEHHO ChC CYOCTPATH HA TE€3W CH3UMU HIIH
TpaHcnoprepu. [ToTeHIMaTbT 32 MOJ00HN B3aUMOICHCTBYSI, BKIIFOUUTEIHO TOTEHIIHAIHOTO BIMSIHUC
Ha TIOMaJIHJIOMH]] BBPXY (hapMaKOKMHETHKATa Ha KOMOMHUPAHU TIEPOPATTHA KOHTPAIICTITUBH, HE €
KJIMHHYHO J0Ka3aH (BkK. Touka 4.4 ,, TepaToreHHoCT").

Ed)eKT Ha JPpYIru JCKAaPCTBCHU NMPOAYKTH BbPXY NOMAJTHIOMMU T

[Momamumomun ce metadomm3upa yactuaao upe3 CYP1A2 u CYP3A4/5. Toii e cpimio u cybcTpar Ha
P'I‘HI/IKOHpOTCI/IHa. EILHOBpeMCHHOTO IMMPUJIOKCHHUC HAa TIOMAIMAOMU/]] C MOIITHU A I/IHXI/I6I/ITOp Ha
CYP3A4/5 u P-gp kerokoHazon wiu ¢ MomHust nHAYKTOp HAa CYP3A4/5 xapbamasenuH Hima
KITMHUYHO 3HAYUM €(EeKT BbPXY €KCIIO3HUIIMATA Ha TOMAaTHIOMII. ETHOBpEMEHHOTO MPHUIIO’KEHUE Ha
motHust naxuouTop Ha CYP1A2 duryBokcaMHH ¢ MOMaUAOMU B IPUCHCTBUETO HA KETOKOHA3OI,
yBeIUYaBa cpeHaTa eKkcro3uius Ha nomanuaomun 10 107% c 90% mosepurenen untepsai [91% no
124%)] B cpaBHEHUE C MOMATHUAOMU/I TUTFOC KETOKOHA3011. [Ipu BTOpO mpoydBaHe 3a OICHKa Ha
npuHOca caMo Ha nHxnouTop Ha CYP1A2 3a nmpomennTe B MeTabOIM3Ma, €THOBPEMEHHOTO
NPUIOKEHUE caMO Ha (UIyBOKCAMHH C TOMaJIHOMU/I yBeJIHYaBa CpeHaTa eKCIIO3UIUs Ha
nomaymaomMu 10 125% ¢ 90% noseputenen uarepsan [98% mo 157%] B cpaBHEHHE caMO C
nomanuaomMua. Axo Moman naxuouTopr Ha CYP1A2 (Hanp. munpodIiokcais, eHOKCAIHH U
(h1yBOKCAaMUH) Ce MpUiIarat eJHOBPEMEHHO C TOMAITUIOMUI, HamaJieTe Jo3ara nmomManuaomMu ¢ 50%.

JlexcaMeTasoH

EnHOBpeMEHHOTO MHOTOKPATHO MPUIIOKEHHE HA JO3HM OT MaKcuMyM 4 mg noManugoMus ¢ 20 mg 10
40 mg nekcameTa3oH (cnad 10 ymepeH uHaykrop Ha Hiakonko CYP ensuma, xirounteino CYP3A)
Ha TIAIUEHTH ¢ MYIJITUILIEH MHUEJIOM HsMa eeKT BbpXY papMaKOKHHETHKATa Ha TIOMAIAIOMU]] B

CpaBHCHUC C IIOMAJIUAOMUI, ITpUjIarad CaMOCTOATECIIHO.

EdexThT Ha nekcamMeTa3oH BbpXY BapdapuH He e u3BecteH. [IpenopbuBa ce BHUMATEIHO CIeICHE Ha
KOHIIEHTpalusATa Ha Bap(dapuH 110 BpeMe Ha JEUSHUETO.

4.6 @epTHAUTET, )PEMEHHOCT H KbpMeHe

Kenu ¢ gerepojcH HOTeHHI/IaH/KOHTﬁaHeHTH/IS{ IpHU MBKE U )KCHHU

JKenu ¢ nereponieH noTeHman TpsOBa a M3MOI3BAT €PEKTUBEH KOHTPALIENTHBEH METOI. AKO KeHa,
JIeKyBaHa ¢ TIOMAJIUIOMUI, 3a0peMeHee, JISICHUEeTO TPsIOBa 1a Ob/Ie CIIPSHO U MAIlMeHTKaTa TpsIOBa 1a
ObJIc HAcCOYEHA 3a OIIEHKA M ChBET KbM JIeKap CIEIHAINCT WIH C OTIUT B TEPATOJIOTHATA. AKO
MapTHROPKA HA MBXK, JIEKyBaH C MOMAIUIOMUI, 3a0peMeHee, ce MPenopbuBa T4 Ja ObJe HacOUueHa 3a
OIICHKA U CHhBET KbM JIEKAp CIICIUAIKCT WIH C OMTUT B TeparonorusTa. [lomanuaoMusa ce Cbrbpxa B
YOBCIIKaTa criepma. Karo IpearnasHa MapKa, BCUYKU IMMalUuCHTU OT MBXKKHU I10J1, ITpueMalin
MOMAJUJOMUJL, TPsIOBA J1a M3IOJI3BAT MPE3EPBATHBH NPe3 ISUIOTO BpeMeTpaeHe Ha JICUSHUETO, TI0
BpeMe Ha IPEKbCBaHe Ha MIPHEeMa U B MPOIBIDKEHNE HA 7 JHH CIIe] IPEeKpaTsIBaHe Ha JICYCHUETO, aKO
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NMapTHhOPKATA MM € OpEMEHHA WITH C JICTEPOJICH MOTEHIIMAN M HE TIPOBEXK/Ia KOHTPAIICTIITHUS (BXK.
ToukH 4.3 1 4.4).

bpemeHnHocT

[Ipu xopa ce ouakBa TepaToreHeH eekT Ha moManuaoMu . [loManuIOMuI € MPOTHBOIIOKA3aH 110
BpeMe Ha OPEMEHHOCT M IPU KECHHU C ICTEPOJICH MOTEHITNAJ, OCBEH KOTaTO Ca M3IbIHCHU BCUYKH
YCIIOBHS 3a TIpeAna3BaHe OT OpeMeHHOCT (Bk. Touka 4.3 u 4.4).

Kopmene

He e u3BecTHO many moMalmaoMu ce eKCKpeTrpa B KbpMaTa. [lomamumomMu ce OTKprBa B KbpMaTa
Ha TUTbXOBE B TIEPUO]] HA JIAKTALMA CICH MPUJIoKEHUE Ha MaiikaTa. [lopaau moTeHIana 3a HeXKenaHu
JICKapPCTBEHU PEaKIUU Ha MOMATUAOMUJ IIPU KbpMadeTa, TpsOBa Ja ce B3eMe pelICHHe Jalli J1a ce
MPEeKpaTH KbPMEHETO WK /1 Ce CTIpe JIEKaPCTBEHUS MPOAYKT, KaTO Ce B3eMe MPEIBH/I IT0I3aTa OT
KBPMEHETO 3a JIETETO U [I0JI3aTa OT TepanmusTa 3a JKeHara.

DepTUInTeT

YcTaHOBEHO €, e MOMAaJIHIOMU UMa OTPHULIATETTHO BB3JICHCTBUE BEPXY (QEpTUIINTETA U €
TEPATOICHECH IIPU JXKUBOTHHU. HOMaJ'[I/IZ[OMI/II[ IMpe€MUHaBa Npe3 IJIall€HTaTa U CC OTKpHBa B KPbBTA Ha
IUT0/1a CIIe/T TIPUJIOKEHHE TIpU OpEeMEeHHH 3aiiu (BXK. Touka 5.3).

4.7 EdexTtn BbpXy cioco0HOCTTa 32 modupaHe 1 padoTa ¢ MAIINHH

[TomanmumomMu MOBNHSBA B MaJIKa IO yMepeHa CTeNeH CITIOCOOHOCTTa 3a modupane u padora ¢
MmammHu. CpoOIaBa ce 3a yMopa, IOHMKEHO HUBO Ha Ch3HAHUE, 0OBPKAHOCT U 3aMassHOCT IPU
yrnoTpeba Ha MOMaNUAOMHU. AKO ca 3acerHaTH, MaleHTHTe TpsOBa 1a ObAaT HHCTPYKTUPAHU JIa HE
modupaT, 1a He U3M0A3BaT MALIMHY U J]a HE U3ITBJIHABAT ONACHH 33/1a4H, JOKATO Ce JIEKYBarT C
IOMAaJIUAOMHUI.

4.8 Hexenanu JeKapcTBEeHH peaKIHU

PesroMme Ha npoduaa Ha 0e301acHOCT

Homanuoomuod 6 komobunayus ¢ 6opme3omubd u OeKcamemasoH

Haif-uecTo choOIIIaBaHUTE HAPYIIIEHUS HA KPBBTA 1 TuMpHaTa cuctema ca Heytpornenus (54,0%),
tpombonuTonerus (39,9%) u anemus (32,0%). Ipyru Haii-gecTo ChOOIIABAHN HEXKETAHN PEAKIHH
BKJIIOYBAT nepudepHa censzopHa HeBpomnatust (48,2%), ymopa (38,8%), auapus (38,1%), 3anex
(38,1%) u mepudepen ook (36,3%). Haii-uecTo choOIIaBaHUTE HEXKETAHW PEAKITHH OT 3-Ta WK 4-Ta
CTEIEH Ca HapYIICHHUS Ha KPbBTa U IMM(HATA CUCTEMa, BKITIOUYUTEIHO HeyTporneHus (47,1%),
tpomOormTonenus (28,1%) u anemus (15,1%). Haii-uecto chobliaBanara cepuo3Ha HeXellaHa
peaxuus e nmHeBMOHUA (12,2%). pyru cro01aBaHy CepuO3HN HEXKeNaHU PEAKLUH BKIIOYBAT
nupekcust (4,3%), uHbexius Ha JoaHUTe quxaTeann mpruma (3,6%), rpum (3,6%), 6emoapobHa
em6ouus (3,2%), npeacbpaHo MexaeHe (3,2%) u octpo 660peuHo yBpexaane (2,9%).

Tomanuoomuo 6 kombuHayus ¢ OexcamemasoH

Haii-yecto choOIIaBaHNTE HEKEJIAHM PEAKIIUY TP KIIMHUYHUTE NIPOYYBaHUS ca HAPYIICHUS Ha
KpBBTa 1 TMM(HATa CHCTEMA, BKIIOUUTEIHO aHeMHus (45,7%), HeyTponenus (45,3%) n
TpoMbonmTonenus (27%); o0y HapyeHnsa 1 epeKTH Ha MSICTOTO Ha MPHIIOKEHNE, BKIFOYUTEITHO
ymopa (28,3%), mupekcus (21%) u nepudepen otok (13%); u nHGeKkMM 1 HHECTAIHY,
BKItounTenHO THeBMOHUS (10,7%). 3a nepudepHa HeBpomaTHsI KaTo HE)KeJIaHa Peaklus ce cboOIIaBa
npu 12,3% oT naumeHTHTe, 8 BEHO3HU eMO0InuHN uian TpomOotnunu croutust (VTE) kato HexxenaHu
peaknum ce chobmmanat npu 3,3% ot naruenTute. Hali-decto cho0IaBaHnTe HEXKEIAaHU PEAKITUN OT
3-Ta nnm 4-Ta CTEreH ca HapylUIeHUs Ha KpbBTa U TUM(HATa cucTeMa, BKIFOYUTEITHO HEYTPOTICHHSI
(41,7%), anemus (27%) u tpombonuTonenus (20,7%); nadexkunu u nHDeECTAINH, BKIIOYUTEITHO
nHeBMOHUSA (9%); 1 00mM HapymieHus 1 e(eKTH Ha MACTOTO Ha MPUIIOKEHHE, BKIIOYUTETHO yMOpa
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(4,7%), mupexcus (3%) n nepudepen otok (1,3%). Haii-uecto crobmaBaHaTa cepro3Ha He)KelaHa
peaxius e maeBMoHUA (9,3%). pyru choOiiaBaHu cepro3HN HEXKEITaHN PEAKIINK BKITIOYBAT
¢bebpunna veytponenus (4,0%), neyrponenus (2,0%), pombonutonenus (1,7%) u VTE nexenann
peaxiuu (1,7%).

CrlrecTByBa TEHIASHITHS HEeXKEIAHUTE PEAKINH ]a B3HUKBAT ITO-UECTO Ipe3 MbPBUTE 2 ITUKBIIA HA
JIEUeHHE C IIOMAITHUIOMHUL.

Tabnuia Ha HEKETAHUTE PEAKIIMHI

Hexxenanute peakunu, HaOMr01aBaHU NP MALUECHTH, JIEKYBaHH C TIOMAJIMIOMUI B KOMOHMHALIUS C
0opTe3oMub U JeKcaMeTa3oH, TOMATHIOMHA]] B KOMOMHAIIHA C IEKCAMETa30H U OT
MOCTMAapKETHHTOBUS OTHT, ca M30poeHH B Tabuua 7 mo cucremo-opranau kiacose (SOC) u yectora
3a BCUUKU HEXEJaHW PEaKIUH U 32 HeXKeJTaHUTe Peakluy OT 3-Ta Wid 4-Ta CTeTeH.

Kareropuure 1o uectoTa ca jeUHUpaHN B CbOTBETCTBHE C aKTyaTHUTE YKa3aHHs KATO: MHOTO YECTH
(> 1/10), wectu (> 1/100 no < 1/10), seuectu (> 1/1 000 x0 < 1/100) u ¢ HemsBecTHA YecTOTA (OT
HATMYHUTE JaHHU HE MOXKe Ja Ob/ie HalpaBeHa OIeHKA).

Ta6auna 7. Hexemanu peakuuu (HJIP), cho01enn B KIMHUYHUATE U3MUTBAHUA H OT
MOCTMAPKETUHIOBUS ONIUT

Kom0OuHupaHo jevyenue Momanuxomun/ Momanugomun/
oopTe3oMubd/ 1eKcamMeTa3oH AeKCaMeTa30H

Cucremo-oprasen kJjac/ Benuku HJIP ot Benuku HJIP ot

IIpeanmoynTan TePMHUH HJIP crenen 3-4 HJIP crenen 3-4

Nudexuuu u undecranun

ITaeBMOHUS Mmuoro uectu | MHoro uectu | - -

[MTaeBMOHUMS (OakTepUaIHY, - - MHoro yectu | Yectn

BHPYCHHU ¥ T'bONYHH WH(EKIINH,
BKJIFOUMTEITHO ONIOPTIOHUCTUYHH

uHpekInm)
Bponxur MHoro yectn | Yectn Yectu Heuectu
Wnudekuus vHa ropauTe Msuoro yectu | Yectu Yectu Yectn

JUXATCIITHU IIbTUIIA

BupycHa nndexuus Ha ropaure | MHOTO YecTH | - - -
JUXATEJIHHA IbTUIIA

Cencuc YecTtun Uectun - -
CenrtuueH MOK Yectun Uectun - -
HeyTtponenuuen cencuc - - Yectu Yectu
Ko, mpuunnen ot Clostridium| Yectu Yectu - -
difficile

BbponxonHeBMOHHUS - - YecTtu Uectn
Wudekuus Ha TUXaTeTHUTE Yectn Yectu Yectn Yectu
TBTHUIIA

Wndekuus Ha noHUTE Yectu Yectu - -
JIMXaTeJIHU IbTUIA

BenonpobHa nHpexus Yectn Heuectn - -
['pun MHoro yectn | Yectn - -
Bpouxuonut YecTtn Uectn - -
Wndexnust Ha MUKOYHUTE Mmuoro yectn | Yectn - -
ITHTHUIIA

Hazodapuarur - - Uectn -
Xepriec 30cTep - - Yecrtu Heuectu
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Kom0ununpano neuenne Momanuxomun/ Momanunomun/
OopTe3oMubd/1eKcamMeTa3oH AeKcaMeTa3oH
CucreMo-opraseH kJjac/ Benuku HJIP ot Benuku HJIP ot
[IpennoynTaH TEPMHUH HJIP creneH 3-4 HJIP crenen 3-4
PeaktuBupane Ha xenatur B - - C neusBectHa | C
gectoTa* HEW3BECTHA
gecrora*®
Heonsiazmu — 100pokavecTBeHHU, 3JI0KA4YeCTBEHU U HeonpeeeHn (BKJI. KHCTH U MOJIMITH)
bazasHOKJIEThUEH KapUMHOM Yecrtu Heuectn - -
bazanHokieTbUeH KapIIMHOM Ha | - - Heuectun Heuectn
KOXara
CKBaMO3HOKJIETbYEH KapLMHOM | - - Heuectn Heuectn

Ha KOoXKarTa

Hapyumienusi Ha KpbBTa U JUM(HATA CHCTEeMa

HeyTtponenust Mmuoro yectu | MHoro yectu | MHoro yectu | MHoro yectu
TpomboruToneHus Mmuoro uectu | MHoro yectu | MHoro yectu | MHoro uectu
JleBkoneHust Mmuoro uectu | Yectun Mmuoro uectu | Yectn
AHemust Muoro yectu | MHoro yectu | MHoro yectu | MHoro uectu
DebprTHa HEYTPOIICHHS Yectu Yectu Yectu Yectu
JImmbomenus Yectn Uectn - -
[Tannuronenns - - Yectu* Yectu*
Hapyuienusi HAa HIMYHHATA CHCTEMA
AHTHOETEM - - Yectu™ Heuwectn™
YpTukapus - - Yectu* Heuectn*
AHadunakTHYHa peakius C neusBectHa | C HeusBecTHa | - -
yecroTa® yecTtoTa®
OTtxBbpJsiHe Ha TpaHcIanTupad | C Heu3BecTHa | - - -
COJIMJICH OpTraH gecTora™
Hapyuienusi Ha eHAOKPUHHATA CHCTEMA
XUMOTUPEOUTUZHEM | Heuectu* - - -
Hapymienust Ha MeTa001u3Ma U XPaHEHETO
XUNoKaJTueMus Maoro yectu | Yectun - -
XUMnepriiuKeMust MHuoro yectu | Yectu - -
XunomarHe3uemus Yectu Yectu - -
XUTMOKaIIMEeMHUS Yectu Yectu - -
Xunodocharemust Uectn Uectn - -
XunepKajaueMus Yectun Uectun Yectun Uectn
XunepKajauueMus Yectu Yectu - -
XHIIOHATPUEMHUSL - - Yectu Yectu
IToHM>keH aneTur - - Mmuoro uectu | Heuectu
Xunepypukemus - - Yectu™ Yectu*
TyMop-IHu3UC CUHAPOM - - Hewectn™ Heuwectn™
IlcuxuyHu HApyIeHUs
bescbHue Mmuoro yectu | Yectun - -
Henpecust Yecrtu Yectu - -
CrcTosiHEE Ha OOBPKAaHOCT - - YecTtu Uectn
Hapyuienusi Ha HepBHATa cCHCTEMa
[Tepudepna cenzopna Mmuoro yectu | Yectu Yecrtu Heuectu
HEBpOMIaTH
3amasHOCT Mpuoro yectu | Heuectu YecTtu Heuectn
Tpemop Mpuoro yectu | Heuectu Yectun Heuectn
CuHKOT Yectu Uectu - -
[Tepudepna cenzopro-moropra | Yectn Yectu - -
HEBpOMNaTHs
[Tapecresus Yectn - - -
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Kom0ununpano neuenne Momanuxomun/ Momanunomun/
OopTe3oMubd/1eKcamMeTa3oH AeKcaMeTa3oH
CucreMo-opraseH kJjac/ Benuku HJIP ot Benuku HJIP ot
[IpennoynTaH TEPMHUH HJIP creneH 3-4 HJIP crenen 3-4
Hucreysus Yectun - - -
IToHMX€HO HUBO HAa Ch3HAHUE - - Yectn Yectu
BrTpeuepernieH KpbBOU3INB - - Yectu* Heuectn*
Mo03BbYHO-CHI0B UHIIUIEHT - - Heuectn* Heuectu*
Hapyuienus Ha ounTe
Karapaxra | Yectn | UYectu | - | -
Hapyuienusi Ha yX0TO M JIAOMPUHTA
Bepturo | - | - | Yectun | Yectu
Chbpaeynn HapyleHust
[IpencepaHo MbxIEHE Mrmuoro uectu | Uectn YecTu* Yectu*
CoppaedHa HeJOCTATHIHOCT - - Yectu* Yectu*
WMudapkT Ha MHOKapaa - - Yectu* Heuectn*
Cb10BU HAPYIIIEHUSA
Jpn0oka BeHO3Ha TpOoMOO3a Uectn Heuectn Yectn Heuectn
XUNOTOHHUS Yecrtu Yectu - -
XHUNEPTOHUS YecTtn Uectn - -

PecniupaTopuu, rpbIHI U MEIUACTHHAJIHN HAPYIIEHUS

Jucnues Mmnoro yectu | Yectu Mmnoro gectu | Yectu
Kanummna MpHoro yectu - Mumuoro uectu | Heuectn
BenonpobHa eMOosIHs Yectn Yectu Yectn Heuectu
Emmcrakcuc - - Yectu* Heuectn*
WuTepcrumnmanza 6enoapodHa - - Yectu™ Heuwectn*
0osect
CToMalHo-4YpeBHU HAPYLIEHUsI
Huapus MHoro yectu | Yectu MHoro yectu | Yectu
[ToBpbIIane Mmuoro yectu | Uectn Yectu Yectu
T"anene MpHoro yectu Heuectn Mumuoro uectu | Heuectn
3arex Mmuoro yectu | Yectu Mmuoro gectu | Yectn
Kopemna 6oska Mmuoro yectn | Yectn - -
Bonka B ropHara yact Ha kopema | Yectu Heuectn - -
CrtomaTuT Yectu Heuectn - -
Cyxota B ycTarta Yectn - - -
AOIOMUHAIHA JUCTEH3US Yectn Heuectn - -
CTroManiHo-4YpeBeH KPbBOU3IUB | - - Yectu Heuectn
XenatoOuIuaApPHU HAPYLIEHUSI
XunepOmmpyOnHeMHust - - Heuectu Heuectn
XenaTur - - Heuectu* -
Hapyuienus Ha K0KaTa M NOJIK0KHATA ThKaH
Ob6pus MHoro yectn | Yectn Yectn Uectn
[Ipypuryc - - Yectu -
JlexapcTBeHa peakius C - - C nemsBectHa | C
€O3UHODUIIMS U CUCTEMHHU yecroTa* HEW3BECTHA
CHMIOTOMH yecTora™
TokcuyHa enuaepmManHa - - C "euspectHa | C
HEKpOJIH3a yecTora* HEHM3BECTHA
gecTora™
Cunapowm Ha Stevens-Johnson - - C neussectHa | C
gecTora* HEHU3BECTHA
gecTora™
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Kom0ununpano neuenne Momanuxomun/ Momanunomun/
6opTe30Mub/IeKCAMETA30H JeKcaMeTa30H

CucreMo-opraseH kJjac/ Benuku HJIP ot Benuku HJIP ot

[IpennoynTaH TEPMHUH HJIP creneH 3-4 HJIP crenen 3-4

Hapymelmﬂ Ha MYCKYJIHO-CKEJIETHATA CUCTEMA U CHbCIMHUTECIHATA ThbKAaH

MyckynHa cnabocT MHoro yectu | Yectn - -

bonka B repba Mmuoro yectn | Yectn - -

boiika B kocTuTe Yectu Heuectn Mmuoro uectu | Yectn
MycKynHH ciazsMu MHoro yectu | - MmHoro yectu | Heuectn
Hapymennsi Ha 0b0penyiTe H NMKOYHHUTE MTHINA

OcTpo OBOpeTHO YBpEKIaHE Yectn Uectn - -
XpoHNYHO 6B0pedHo yBpexaaHe | Yectn Uectn - -
3agbpxKaHe Ha ypUHA Yectu Yectu UYectu Heuectn
brOpeuna HepOCTaTHUYHOCT - - Yectu Yectu
Hapyumienusi Ha Bb3IPOU3BOJAMTEIHATA CUCTEMA U I'bpAAaTa

boska B Taza | | Yectun | Yectu
OO0nu HapymeHust M e()eKTH HA MSICTOTO HA MPHWJIOKEHUE

YMopa Mmuoro uectu | Yectun Mmuoro uectu | Yecrtu
[Tupekcust MHoro yectn | Yectn MHoro yectu | Yectn
[lepudepen oTox MHoro yectu | Yectu Muoro yectu | Yectu
I'ppana 6onka OT HECHpAEHECH Yectun Uectn - -
MIPOU3XOJT

OTtok UYectn Yectu - -
HN3caenBanus

[ToBuiena ananux Yectun Uectn Yectu Yectn
amMmuHOTpaHchepasza

IToHmkeHo termio Yecrtu Yectu - -
Hamaunen Opoii HeyTpoduu - - Uectn Uectu
Hamanen 6poii 6enn KpbBHA - - Yectn Yectn
KJIETKH

Hawmanen 6poit TpomGonut - - Yecrtu Yectu
[ToBuiieHa TMKOYHA KUCEIUHA B | - - Yectu™* Heuectu*
KpbBTa

HapansiBaHusi, OTpaBsiHMS U YCJI0KHEHHsl, Bb3HUKHAJIN B Pe3yJITaT HA HHTePBeHMH

ITamane

| Yectn

| Yectn

* Cpo0IIeH! MpH TOCTMapKETHHIOBaTa ynoTpeoa.

Onucanue Ha I/136DaHI/I HEXCJIaHU pCaKnu

YecroTHTe B Ta3u TOYKA Ca OT KIMHUYHY IIPOYYBAHUS NPU TAIIMEHTH, ITOJyYaBalH JIEYSHHUE C
MTOMAaTUIOMUI B KOMOHMHAIUS WK ¢ 6opTe3omud u ekcameTa3oH (Ilom+br3+]lekc), wmm ¢

nexcameTa3oH ([Tom+/lekc).

Tepamozennocm

[TomanuaoMuz € CTpyKTYPHO CPOJAEH C TaTUAOMU. TamumaoMua € u3BECTHO TEPATOTeHHO aKTHBHO
BEIIECTBO TP X0pa, KOETO MPUUMHABA TEKKH KHUBOTO3ACTPAIIABAIIN BPOIEHH e(eKTH. Y CTAaHOBEHO
€, ue TIOMaJIMJJOMH/]] € TEPATOT€HEH U ITPH IITbXOBE, U NPH 3aiilli, KOTaTo ce Ipuiara B epuoja Ha
OCHOBHATa opraHoreresa (Bx. Touku 4.6 u 5.3). Axo npu xopa 1o BpemMe Ha OpeMEeHHOCTTa ce IpuemMa
HOMaJIIOMHK/I, CE 0OYaKBa TepaTtoreHeH edekt (Bk. Touka 4.4).

Heymponenus u mpomboyumonenus
Heyrponenus Bb3ankBa nipu He noBeue ot 54,0% (ITom+br3+/lekc) ot nanuenture (47,1%
(ITom+bT3+/lekc) ot 3-ta unu 4-Ta crenen). HeyTporenusita Bou J10 IpeKpaTsBaHe Ha

nomanuaomua mpu 0,7% oT HalMeHTUTE U HE YECTO € CEPHO3HA.
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®eopmnna HeyTponenus (PH) ce crobmasa mpu 3,2% (IMom+br3+/lekc) ot nanpenture u 6,7%
(ITom+/lexc) ot manmenTute u € cepuosna npu 1,8% (ITom+b13+/lexc) ot nmanmenture u 4,0%
(ITom+/Iekc) ot manpenTute (BK. Touku 4.2 u 4.4)

TpombonuTonenus Bb3unkBa pu 39,9% (Ilom+br3+/lekc) ot manuenture u 27,0% (ITom+ JIekc) ot
naruerTute. TpomOouToneHusTa e ot 3-ta i 4-ta crened mpu 28,1% (Ilom+br3+/ekc) ot
nanuentute u 20,7% ([lom+/lekc) ot manueHTUTe, BOAU J0 MPEKpaTIBaHE HA TOMATUIOMHU IIPU
0,7% (ITom+br3+/ekc) u 0,7% (I[Mom+/lekc) oT maruenTure u e ceprosna mpu 0,7%
(ITom+br3+Iexc) u 1,7% (ITom+]lexc) ot manuenTure (Bx. Touku 4.2 u 4.4).

HeyTtpomnenus u TpoMOOIUTONICHNST OOMKHOBEHO BH3HUKBAT T10-4E€CTO B PAMKHUTE Ha ITbPBUTE
2 IMKBJIa OT JICUYECHUETO C MOMAIUAOMU B KOMOMHALIMSA HIIK C 0OPTE30MHUO U 1eKCaMETa30H, UK C
JIEKCaMeTa30H.

Ungpexyusn
Mudexnnsara e Hali-uecTaTa HEXEMATOJIOTHIHA TOKCHYHOCT.

WNudexuns Bp3auksa mpu 83,1% (I[lom+br3+/exc) ot marmenture u 55,0% (Ilom +/lexc) ot
naruerTute (34,9% (llom+br3+/lekc) u 24,0% (ITom+/lexc) ot 3-Ta unu 4-ta crenen). UHdeknus Ha
TOPHUTC NUXATCIIHU IBbTHUIIA U THEBMOHHA Ca HaM-4ecTo Bb3HUKBAIIIUTC I/IH(beKHI/II/I. I/IH(bCK]_[I/II/I C
neraineH u3xon (5-ta creneH) Bp3HuKBaT pu 4,0% (Ilom+br3+/ekc) ot manuenture u 2,7%
(ITom+/Iekc) ot manmenTure. MH(EKMITE BOAAT A0 peKpaTsIBaHe HA TOMATHIOMHU IpH 3,6%
(ITom+bt3+/lekc) ot nanuentute u 2,0% (Ilom+ [lekc) or nmauueHTUTe.

Tpomboembonuunu cooumus

[IpodunakTHKaTa ¢ aETHICATUIINIOBA KUCEIUHA (M APYTH aHTHKOATYJIAHTH TIPH BUCOKOPUCKOBH
NAlMCHTH) € 33IbJDKUTEITHA 32 BCHUKH MAIMCHTH B KIIMHUYHUTE Npoy4Banus. [Ipernoprusa ce
AQHTUKOATyJallMOHHA Tepanus (OCBEH aKko He € MPOTUBOIIOKa3aHa) (BXK. Touka 4.4).

Benozuu Tpomboemobonutu croutus (VTE) Bb3uuksar npu 12,2% (Ilom+br3+/ekc) u 3,3%
(ITom+/Iekc) ot marentute (5,8 % (Pom+Btz+Dex) u 1,3% (ITom+/lekc) ot 3-Ta uiau 4-Ta CTEreH).
VTE ce chobmiaBat kato cepuosnu mpu 4,7% (Pom+Btz+Dex) u 1,7% (ITom+/lekc) OT manueHTure,
He ce choOIaBar peakiuy ¢ JeTaleH U3X0/1 OT KIMHUYHKTE poyuBanus, a VTE ce cebp3Bar ¢
MpeKpaTsBaHe Ha MOMaTUAOMU IIpu He noBede oT 2,2% (Ilom+b13+/lexc).

Iepugpepna negponamus — LOMAIUOOMUO 8 KOMOUHAYUS ¢ OOPME3OMUD U OeKCAMeMA30H

[MaumenTH ¢ HanMYHA IeprdepHa HEBPOTIATHS > CTEMeH 2 ¢ 00ika B paMkuTe Ha 14 mHu npeau
pPaHIOMU3AIMATA ca U3KITFOUSHH OT KIMHUYHUTE U3nuTBaHus. [lepiudepHa HeBponaTHsi Bb3HUKBA MPH
55,4% ot marentute (10,8% ot 3-ta crenen; 0,7% ot 4-ta crenen). Kopurupanara crpsiMo
EKCIIO3UIUATA YeCTOTa € CpaBHUMA MPH Pa3uuuTe paMeHa Ha neuenue. [Ipubnusurento 30% ot
MaIMEeHTHTE, MTOMYUYHIIHN NepudepHa HEBPOTIaTHs], UMaT aHaAMHE3a 32 HEBPOTATHUs HA H3XOTHOTO HHBO.
[lepudepnara HeBpomaTHs TOBEXIA 10 CliMpaHe Ha OopTe3omud npubimsurtenHo npu 14,4% ot
nanueHTure, nomManuaomMun npu 1,8% u gekcamerason npu 1,8% ot nauneHTHTe B paMOTO Ha
IMom+bT3+/exc u 8,9% ot nanuentute B pamoro Ha bra+/lekc.

Ilepughepna nesponamus — NOMAIUOOMUO 8 KOMOUHAYUS C OeKCaAMEMA3OH

[ManenTH che chiecTByBalla nepudepHa HEBPOMATHS > 2-pa CTETeH ca H3KIIIOYCHU OT KIMHUYHHUTE
npoyusanus. [lepudepna HeBponarus Bb3HMKBa 1ipu 12,3% ot nanumentute (1,0% ot 3-Ta wim 4-ta
creneH). He ce cho01maBar ceprno3Hu peakiyy Ha nepudepHa HeBponaTus; nepudepHara HeBpOIaTHs
BOJIM JI0 ITpeKpatsiBane Ha npuema rpu 0,3% oT nanuenture (BX. Touka 4.4).

Kpveousnue

[Ipu ynorpebaTa Ha MOMaIUAOMH]L CE CHOOILIABAT XEMOPAarHuHU HAPYLLIEHHs, OCOOCHO MPH NalUeHTH
C pUCKOBH (paKTOPH KaTO €IHOBPEMEHHO MPHUJIaraHu JIEKapCTBEHN MPOAYKTH, KOUTO YBEINYaBaT
MIPEIPa3NoI0KEHUETO KbM KbpPBEHE. XEMOParnyHUTE ChbOMUTHS BKIIIOUBAT EMICTAKCHC, BETPEUEpETieH
KPBBOM3IIUB U CTOMAIIHO-YPEBEH KPHBOU3IIMB.
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AnepauyHu peakyuu U MexdCKU KOXCHU pearyuu

CpobmraBa ce 3a aHTHOeIeM, aHa(IIaKTHIHA PEAKITUS M TSKKH KOKHH PEaKIInd, BKIFOUNTETHO SJS,
TEN u DRESS, npu ynorpe6a nHa momanunomua. [lanuentn ¢ aHaMHe3a 3a TeXbK OOpUB, CBBP3aH C
JICYCHUE C JICHATUIOMUJT HJIH TaJIHIOMHI, HEe TPsOBa a MoTydaBar MoMatuaoMus (BK. Touka 4.4).

Ieouampuuna nonynayus

Hexenanute peakiuu, 3a KOUTO Ce ChOOIIaBa MPY MEAUATPUYHY MAMEHTH (HA BB3PACT OT 4 10
18 roauMHu) ¢ pelMIMBUPAIIY WA TPOTPECUPAIN MO3bYHH TYMOPH, ChOTBETCTBAT HA U3BECTHUS
podI Ha 6€30IaCHOCT Ha TIOMAIUIOMHU/I IIPH BB3PACTHHU MallieHTH (BXK. Touka 5.1).

CnobInaBaie Ha MMO03MPAHN HOKEITAHU PEAKITUH

Cro01maBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIUH ClIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISABA a TIPOIBIDKH HAOIIOICHUETO Ha ChOTHOIICHUETO TI0I3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIUATTHCTH C€ M3UCKBA Jla ChOOIIaBaT BCsKa
MOJIO3UPaHa HeXellaHa Peakisl Ype3 HAlMOHAIHA CHCTeMa 3a ChOOIaBaHe, TIOCOYCHA B

Ipunoxenne V.

4.9 TIlpemo3upane

[Ipoyuenu ca n1o3u nomanuaoMua 10 50 mg kaTo eAMHUYHA J103a IPH 37jpaBu 100poBoIIIH, 03 1a ce
cboOIaBaT CEPUO3HU HEXEJIAaHU Peakluy, CBbp3aHu ¢ npeno3upane. [Ipoyuenu ca no3u no 10 mg,
NpUJIaraHd MHOTOKPATHO BEAHBK THEBHO IPH NAMEHTH C MYJITUILICH MHEIIOM, Oe3 J1a ce cholImana
3a CEpPUO3HU HEXKEJIaHU PEaKLUK, CBbP3aHH C Ipeno3upane. Jlo3onumurupanara TOKCHYHOCT €
Muenocynpecus. B npoyusaHus € ycTaHOBEHO, Y€ IOMATIMIOMHU/] C€ OTCTPAHSABA UPE3 XEMOIUAIN3A.

B ciyuail Ha npeno3upaHe ce NpenopbyBa NOAIBPKALIO JICUCHHE.

5. ®APMAKOJIOTMYHHA CBOMCTBA
51 @apmakoguHAMUYHH CBOMiCTBA
®dapmakorepanesTuuna rpyna: mynocynpecopu, Apyru umynocynpecopu, ATC xon: LO4AX06

MexaHu3beM Ha JIEUCTBUE

INomanunomMua mpuTexaBa TUPEKTHA aHTUMHUEIOMHA TYMOPHIIMIHA aKTUBHOCT, UMYHOMOTYJTUPALIO
JeiicTBre 1 MHXHOUpa MPUHOCA HA CTPOMAJTHUTE KIICTKH 32 PAacTeka Ha TYMOPHHUTE KIIETKH Ha
MYJTUIUIEHUS] MUueJIOM. 110-KOHKpETHO NOMaIMAOMHU MHXHOKpPa nponrdepanus|Ta 1 HHAyIupa
aronTo3aTa Ha XeMaTOIOETUIHU TyMOPHH KIIeTKH. OCBEH TOBa MOMAaJIHIOMUI MHXUOUPa
nposdepanuaTa Ha JSHATHIOMUA-PE3UCTEHTHHU KIIEThYHU JIMHIUH Ha MYJTHIUICHUS] MUEIIOM U HIMa
CHUHEPTUYHO JIEHCTBHE C IEKCAMETa30H KaKTO MIPH JICHAIUIOMH/I-CEH3UTHBHH, TaKa U MIPH
JICHATMAOMUA-PE3UCTEHTHH KJIETHYHU JINHUY, 3a JJa HHIYLHpa allonTo3a Ha TYMOPHHUTE KIETKHU.
IToManuaoMu T 3aCHIBa MEAUHUPAHUS OT T-KIIETKUTE U ecTecTBeHHTE KieTku youitnu (NK - natural
Killers) umyHuTeT ¥ HHXHOMpPA POU3BOJCTBOTO HA MPOBB3MATUTETHN IIMTOKUHU (Harp. TNF-o u IL-
6) OT MOHOIIMTHUTE.

ITomanuaomua nHXUOWpPA U aHTHOTEHe3aTa upe3 OJIOKMpaHe Ha MUTPALIMATA U afxe3nusara Ha
€H/IOTEITHUTE KIIETKH.

IMomanumoMus ce cBbp3Ba npsiko ¢ npotenna repediion (CRBN), koiito e gact ot E3 niurasen
KOMIUIEKC, BKIIIOYBAIIl CBBP3BAINS YBpeAeHa Ae30kcupubonykienHoBa kucennaa (JJHK) npotenn 1
(damage-binding protein 1, DDB1), kynun 4 (cullin 4, CUL4) u perynarop Ha kynunute 1 (regulator
of cullins 1, Rocl), u Mmoxe na naxn6upa aproyouksutiaupanero Ha CRBN B koMmuiekca.

E3 yOuMKBHUTHH JHTa3uTe ca OTTOBOPHHU 32 TONMYOMKBUTHHUPAHETO HA Pa3IMYHHA IPOTEHHH CyOCTpaTu
U C TSIX MOTAT OTYACTH Ja ce OOSCHST TUIEHOTPOITHUTE KIEThUHU e(heKTH, HaOIoIaBaH! TIPU
JICYCHUETO C TIOMATTHIOMUI.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

In vitro, B mprchCTBHETO Ha IOMAIHAOMHUI, TpoTennute cyocrparu Aiolos and Ikaros ca taprer 3a
yOMKBUTHHHUPAHE M TIOCIIEIBAIIO pasrpaXkIaHe, KOETO BOIH [0 MPEKH [IUTOTOKCHYHU U
UMYHOMOTYJIaTOpHHU eekTh. IN VIVO Tepanusara ¢ oMaauI0MK/] BOIHU 0 HaMaJIsiBaHEe Ha HUBATa Ha
Ikaros mpu marg@eHTUTe ¢ pEUIMBAPA JICHATHIOMHUI-peDPaKTEPEH MYITHILUIEH MHETIOM.

Kinnanuna edbukacHocT 1 6€30aCHOCT

Homanuoomuo é kombunayus c bopme3omud u OeKcamemason

EdukacHocTTa 11 6€30mMacHOCTTa Ha TIOMATHAOMHUT B KOMOMHAITHS ¢ 60pTe30MHO M HUCKA 71034
nexcameta3oH (ITom+b13+H/I-/lekc) ca cpaBHEHU ¢ OOPTE30MUO M HUCKA /1032 JICKCAMETa30H
(br3+H/I-/lexc) B €1HO MHOTOLICHTPOBO, PaHIOMHU3UPaHO, OTKpUTO npoyuBaHe ¢asa |11 (CC-4047-
MM-007) nipu jieKyBaHH IPETId TOBA Bb3PACTHHU MAIIMEHTH ¢ MYJITHIUIEH MHEJIOM, KOUTO BeYe ca
MOJTYYHIIH Hal-MaJIko eJJHa PeAXO0JHa CXeMa, BKII0UBAIla JICHATUIOMHU/, U ca TIOKA3aIH IPOrpecHs
Ha 3a00JISIBAHETO 110 BpeMe Ha MOCJIeAHaTa Tepanus win ciea Hest. O0mo 559 nanueHTy ca BKIIFOUESHU
W paHIOMU3UPaHU B poyuBaneto: 281 B pamoto Ha [Tom+br3+H/I-/lekc u 278 B pamorto Ha Br3+H/I-
Hekc. 54% oT manMeHTHTe ca MBXKe C Me/IMaHa Ha Bh3pacTTa 3a Ipsuiata nomyJaius 68 roguau (min,
max: 27,89 rogunm). [Ipubnusurtenno 70% ot manueHTute ca pedpakTepHu Ha geHamumaomun (71,2%
npu [Tom+b13+H/I-/lexc; 68,7% mpu br3+H/[-/exc). [Ipnommsurenno 40% ot nanueHTute ca ¢ 1-su
peuanB U npuoIM3UTENHO /3% OT MalMEHTHTE ca MOyIHIH OOPTE30MHO KaTO MPEIX0XK A0
JICUCHHE.

Ha narmmentute B pamoro Ha [lom+b13+H/I-/lexc ca mpumoxkeHu 4 My moManuaoMuz IepOPaTHO B
nuu 1 10 14 ot Beeku 21-1ueBeH muKbI. boptesomu6 (1,3 mg/m?/n03a) e npunaran Ha NaUeHTUTE U
B JIBETE paMeHa Ha npoy4BaHeTo B qHU 1, 4, 8 u 11 oT 21-1HEBHUS IIUKBJI 32 UK OT 1 10 8; U B
nuan 1 u 8 ot 21-gHEBHUS TUKBI 3a UKW 9 1 cnenBamy. Hucka no3a gexcamerason (20 mg/nen

[£ 75-TropumHa BB3pact] wiu 10 mg/nen [> 75-roqumiHa Bp3pacT]) € npuiaraHa Ha TAllMEHTUTE U B
JIBETE paMeHa Ha npoyuBaHeTo B iuu 1, 2, 4, 5, 8,9, 11 u 12 ot 21-1HeBeH UK 3a IUKIH OT 1 110 8;
uB auu 1, 2, 8 u 9 ot Bceku cieaBai 21-1HeBeH LMK OT HMKBI 9 HataThk. J103UTE ca HAMaJeHU U
JICUCHUETO € BPEMEHHO MPEKHCHATO HITU CIIPSIHO MPU HYXK/a, 32 J1a Ce KOHTPOJINPA TOKCHYIHOCTTA (BIK.
Touka 4.2).

[TepBUYHATA KpaiiHa TouKa 3a epukacHOCT e mpexuBseMoct 6e3 nporpecusi (PFS), omeHena or
HesaBucumM koMuTeT 32 orienka Ha otroBopa (Independent Response Adjudication Committee, IRAC),
criopen kputepunte Ha IMWG, kato e u3nosi3BaHa mnomysamusra, noaiexania Ha seaerue (ITT).
Crnen Menuana Ha npocnensBane 15,9 mecena mennanata Ha Bpemero Ha [1BI1 e 11,20 mecena (95%
JIN: 9,66; 13,73) B pamoro Ha [Tom+b1r3+H/I-/lekc. B pamoro Ha br3+H/I-/lekc Mmeauanara Ha
Bpemero Ha [1BI1 e 7,1 mecena (95% AU: 5,88; 8,48).

Pestome Ha oOmuTe 1aHHY 32 €hUKACHOCT € MpeCcTaBeHo B TabauIa §, KaTo € M3MOoJI3BaHa JaTa Ha
3aKinrouyBane Ha qanHuTe 26 okromBpu 2017 r. Kpusu Ha Kaplan-Meier 3a T1BIT 3a nonynarmsra ITT

ca npejcraBeHu Ha ¢urypa 1.

Ta6auna 8. Pe3rome Ha 00mMTe TaHHM 32 ePUKACHOCT

[Tom+br3+H/I-/lekc br3+H/-ekc

(N =281) (N =278)
HBII (mecenn)
Menuana® Ha Bpemero (95% 11,20 (9,66; 13,73) 7,10 (5,88; 8,48)
J)°
HR® (95% W), p-croiiHocT" 0,61 (0,49; 0,77); <0,0001
ORR, n (%) 82,2% 50,0%
sCR 9(3,2) 2(0,7)
CR 35 (12,5) 93,2
VGPR 104 (37,0) 40 (14,4)
PR 83 (29,5) 88 (31,7)
OR (95% JAN)*, p-ctoiinoct® 5,02 (3,35; 7,52); < 0,001
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Hom+br3+H/-eke
(N =281)

br3+H/I-Iexc
(N =278)

DoR (mecenn)

(95% JIN)S

Menauana® Ha BpeMeTO

13,7 (10,94; 18,10)

10,94 (8,11; 14,78)

HR® (95% /1)

0,76 (0,56; 1,02)

br3 = 6oprezomutd; JJU = JlosepureneH uatepsai; CR = ITeaen otroop (Complete response); DOR = IIpoabmKUTEIHOCT Ha OTTOBOpa
(Duration of response); HR = Koedument na puck (Hazard Ratio); H/I-/lexc = ucka io3a aexkcamerason; OR = ChoTHOIIEHNE Ha
mancosete (Odds ratio); ORR = Yecrora na 06w otrosop (Overall response rate); I1BIT = pexussiemoct 6e3 nporpecus;

TIOM = nomanmumomuz; PR = Yactuaen orrosop (Partial Response); SCR = Crpor meien otrosop (Stringent complete response);
VGPR = MHoro 100bp yactuuen otrosop (Very good partial response)

o B n ow o

Menuanara ce 6a3upa Ha uz4ncienuero no Kaplan-Meier.
95% JIU 3a meauaHaTa
Ha 6a3ara Ha Mmoaen Ha COX 32 IPOIOPLUOHATHOCT Ha PHCKa
P-CTOIHOCTTa Ce OCHOBABA Ha CTPATH(UIUPAH JIOTAPUTMUYEH PAHTOB TECT
CroTHOMIEHHETO Ha 1rancosete € 3a [Tom+br3+H/I-ekc:br3+H]I-Iekc
p-croiiHoctTa ce ocHoBaBa Ha CMH Ttect, crparuduumpan 1o Bs3pact (<= 75 crpsimo > 75); Opoii IpeuIIHI aHTUMUEIOMHU CXEMU

(1 cupsimo > 1), u bera-2 mukporno6ynuH npu ckpuanara (< 3,5 mg/l cnpsimo > 3,5 mg/l; < 5,5 mg/l cipsimo > 5,5 mg/l).

Menuanata Ha IPOABKATETHOCTTA Ha JiedenneTo ¢ 8,8 mecena (12 neuyeOHM IUKBIIA) B pAMOTO HA
IMom+br3+H]I-exc u 4,9 mecena (7 neuebum 1uKbiIa) B pamoto Ha br3+HJI-/lekc.

IIpeaumcTBOTO 110 OTHOWEHUE Ha IIBII e no-u3pa3eHo Mpu NaUeHTUTE, KOUTO €A MOIYYHIA CaMO
€lHa rpeamecTBamla TeparncBTuIHa JUHUA. HpI/I MalMEeHTUTE, KOUTO Ca IOJYyYHIIN 1 npeaumecTaamna
aHTHUMHEIIOMHA JINHUS, MenuaHata Ha BpemeTo Ha [IBII e 20,73 mecena (95% JU: 15,11; 27,99) B
pamoro Ha [lom+br3+H/-exc u 11,63 mecena (95% AU: 7,52; 15,74) B pamoTto Ha br3+H/I[-/exc.
ITpu neuenueto ¢ [Tom+br3+H/I-/lekc ce HabmonaBa 46% Hamanenue Ha pucka (HR = 0,54; 95%

JI: 0,36; 0,82).

®urypa l. IlpexuBsiemocT 0e3 nmporpecusi Ha ocHoBaTa Ha nperJjeq ot IRAC Ha otroBopa
cnopen kputepunte Ha IMWG (cTpaTnduuupan JJorapuTMuYeH PaHTOB TECT)
(ITT momyJiammus)
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Bpoit manuenTu B puck

B84 1: TOM+BT3+HI-IEKC

a8 a 2: BT3+HA-JEKC

Coourus: 1 =154,2 =162

Logrank P-croitHocT Ha =< 0,001 (1ByCcTpaHHO)

HR (1 copsmo 2) (95% CI): 0,61 (0,49; 0,77)

Menuana Ha KM B mecerm (95% CI): 1 = 11,20 (9,66; 13,73)
2=17,10(5,88; 8,48)

= e =

PFS - Bpeme oT paHgoMHU3aIusiTa (Mecer)

JlaTa Ha 3aKJrouBaHe Ha jaHHUTE: 26 okToMBpH 2017 T.
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OxonuareseH aHanus 3a obma npexxussiemoct (OS), KaTo e M3IoI3BaHa 1aTa Ha 3aKIII0YBAHE Ha
nmauaauTte 13 mait 2022 r. (MenuaHa Ha Ieproia Ha MmpocjeasBane 64,5 Mecena), MeaquaHaTa Ha
BpeMeTo Ha obmmata npexusseMoct (OS) ot nzuncnenusta no Kaplan-Meier e 35,6 mecena B paMoTo
Ha [Tom+b13+H/I-ekc u 31,6 mecerna B pamoto Ha br3+H/I-/lexc; HR = 0,94; 95% CI: - 0,77; 1,15, ¢
obmra yectoTa Ha chOuTHsATa 70,0%. AHanu3bT Ha OS He e KOopuTrHpaH, 3a Ja ce B3eMaT MPEIBUT
MOJTYYCHUTE BIOCIICICTBHE TEPAITHH.

Tomanuoomuo 6 kombuHayus ¢ OeKxcamemasoH

EdwukacHoctTa 11 6e30macHOCTTa Ha TOMATUAOMU B KOMOMHAIINS C IEKCAMETA30H ca OIEHEHH B €HO
MHOTOLICHTPOBO, PaHI0OMU3UPaHO, OTKpUTO npoyuBane ¢asa Il (CC-4047-MM-003), kpaeTo
MOMAaJTUIOMUT TUTFOC JICYCHUE ¢ HUCKa 1032 AekcameraszoH ([Tom + H/I-/lexc) ce cpaBHsBa ¢ BUCOKa
Jlo3a IeKcaMeTa3oH, mpuiiarad camoctostenHo (B/I-/lexc), mpu Bb3pacTHH MAIUEHTH C PEIUANBHPAIT
U pepakTepeH MyITHILICH MUACIOM C MPEAXOHO JICUSHUE, KOUTO Ca MOJIyYHUIN Hal-MaJlKo JIBE
MIPEIUIITHA JICYSOHU CXEMH, BKJTFOUBAIIY KAKTO JICHAJIMIOMH/I, TaKa U OOPTE30MHUO, U ca MOKa3aIH
Tporpecus Ha 3a00IsIBaHETO MPH NocieaHaTa Tepanusa. O0mo 455 manueHTy ca OUiTu BKITIOUYCHU B
npoyuBaneTo: 302 B rpynara Ha [Tom + H/I-Jlekc u 153 B rpymara Ha B/I-/lekc. MHO3HHCTBOTO OT
nanueHTuTe ca ommm Muxe (59%) u 6enu (79%); MeauaHata Ha Bb3pacTTa 3a Is1aTa MoIyJIalus ¢
64 romuau (MuH, Makc.: 35,87 ronuHmM).

Ha nmauuenTtute B pamoto Ha [lom + H/I-/lekc e npuiarad 4 mg noMaluJOMHU] IEPOPAITHO B THU OT
1-Bu o 21-Bu ot Bceku 28-nHeBeH 1uKbI. HJ[-Jlekc (40 mg) e mpuiarad BeIHBK JHEBHO B THU 1-BH,
8-mu, 15-tu u 22-pu ot 28-gHeBeH nukbI. [Ipu pamoto Ha B/I-Jlexc, nekcameraszon (40 mg) e
MpWJIaraH BeJHBK JHEBHO B THU OT 1-Bu A0 4-Tu, oT 9-T1 10 12-T1 11 OoT 17-TH A0 20-TH OT 28-THEBEH
Kb, [lanuenTy > 75-roauiiHa BB3pacT ca 3armovHany jJedeHue ¢ 20 mg nexcamera3oH. JleueHnero
€ MPOIBJKUIIO 10 IPOTpecHst Ha 3a00JIsIBAHETO.

[IppBHYHaTa KpaiiHa TOUKa 32 e()UKACHOCT € MPESKUBIEMOCT 03 IPOrpPecHs CIIOPEl KPUTSPUUTE Ha
MexnynapoanaTa padotHa rpyna 3a muenom (International Myeloma Working Group, IMWG). 3a
TIOITyJTalksATa, moexaria Ha edenne (1T T) meananarta va Bpemero 1o [1BI1 onenena ot HezaBucum
KOMMWTET 3a orieHKa Ha otroBopa (Independent Response Adjudication Committee, IRAC), 1a 6a3ara
Ha IMWG kputepuute, e 15,7 cenmuitu (95% AU: 13,0; 20,1) B pamoto Ha [Tom+H/I-/ekc;
M3YMCIICHATA YeCTOTa Ha MPEXMUBAEMOCT Oe3 chouThs 3a 26 cenmunu e 35,99% (+ 3,46%). B pamoto
Ha B/I-Jlexc mennanara Ha BpemeTo a0 I1BI1 e 8,0 cenmuru (95% IU: 7,0; 9,0); nzuncnenara
YeCTOTa Ha PEXKUBIEMOCT Oe3 crouTHs 3a 26 ceamunu e 12,15% (+ 3,63%).

I1bI1 e oueHeHa pU HAKOJIKO PEJIEBAHTHU MOATPYIIN: 1OJI, paca, GYHKLIHUOHAIHO ChbCTOSHUE O
ECOG, crparuduxanrontu Gaktopu (Bb3pact, HOMyJIaIUs ChC 3a00/sIBaHE, TIPS IUIITHA
AHTHMUEIIOMHU Teparui [2, > 2]), moadpaHu napameTpy ¢ IPOTHOCTUYHO 3HAUYEHHE (M3XO0THO HIUBO
Ha 6eTa-2 MUKPOTIIO0YIIMH, U3XOIHU HHUBA Ha aI0yMHH, ObOPEYHO YBpEXIaHe Ha N3XOAHO HIUBO U
UTOTEHETUYEH PUCK) U EKCIIO3UINS M PePPaKTEPHOCT HA MPETUITHI AHTUMUEIIOMHH TEPATTHH.
He3zaBucumo ot orensiBanara noarpyna, [16I1 B 001y JIMHUYM € ChBMECTHMA C HaOJII01aBaHaTa Mpu
ITT nonynauusara u 3a ABETE TPYNH HA JICUCHUE.

ITBIT e 06061mena B Tabnuiia 9 3a ITT monymanusra. Kpusara na Kaplan-Meier 3a TTBIT mpu ITT
TMIOITYJIANIKATA € JajieHa Ha (urypa 2.

Taoauna 9. Bpeme Ha npe:kuBsieMocT 0e3 nmporpecusi cnopen nperJiena Ha IRAC Bb3 ocHoBa
Ha IMWG kputepunte (crpaTudummupan jgoraputmuien panros tect (log-rank
test)) (ITT momyaamms)

IMom+H/I-dekc B-Jekc
(N =302) (N =153)
[Ipexussiemoct 6e3 nporpecus (I1BIT), 302 (100,0) 153 (100,0)
N
Iensypupanu, n (%) 138 (45,7) 50 (32,7)
C nporpecus/mounnany, n (%) 164 (54,3) 103 (67,3)
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Mom+H/-Hexc BI-[dexc
(N =302) (N =153)
Bpeme Ha pekuBsieMOCT 0e3 Iporpecs (CeIMUITN)
Menuana ? 15,7 8,0
JlByctpanen 95% JU1 ° [13,0; 20,1] [7,0; 9,0]
Koedunuenr ua puck (ITom + HJT- 0,45 [0,35; 0,59]
Hexc:B/-[ekc) nBycrpanen 95% JAU°
Log-rank Tect aBycrpanna P-cToinoct® <0,001

benexka: [N = [losepurened untepsan;, IRAC = HezaBucuma komucust 3a oterka (Independent Review Adjudication
Committee); NE = He moxe 1a Objie M3YHCIIEHO.

@ Menuanara ce 6asupa Ha u3uncieHuero o Kaplan-Meier.

b 95% moBepuTeNeH HHTEPBAI 32 MEIMAHATA HA BPEMETO HA MPEKUBAEMOCT 6e3 TIPOrpecHs.

¢ Ha 6a3ara Ha Mozena Ha Cox 3a IPONOPIIMOHAIHOCT HA PHUCKA, CPaBHSBAIL PUCKOBHUTE (DYHKINH, CBBP3aHHU C TPYIUTE HA
JIedeHue, CTpaTU(GUIMPaHy 0 BB3pact (< 75 crp. > 75), nomynanus cbe 3a0oisiBane (pedpakTepHa U Ha JICHATHIOMUT, 1
Ha 6opTe3oMud crp. HepedpakTepHa M Ha [BETe aKTHBHH BENIECTBA) U OpOl MPEANIITHE aHTUMHEIOMHH Tepanuy (= 2
crp. > 2).

4 p-cToHHOCTTA CE OCHOBABA Ha CTPATU(ULMPAH JIOTAPUTMHYEH PAHTOB TECT ChC ChUIMTE (PAKTOPH Ha CTPATH(HUKALUS
KakTo U Mozena Ha Cox mo-rope.

Jara Ha 3axmouBane Ha nanHuTe: 07 centemspu 2012 1.

®@urypa 2. IIpe:xkuBsiemoct 0e3 mporpecusi Bb3 0cHOBa Ha nperJena Ha IRAC Ha oTtrosopa
cnopen IMWG kpurtepuure (crpatudunupan jorapurMuder panros tect) (ITT

TOILYJIALHS)
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TOM+HJI-JIEKC vs BJI-JIEKC 2 = -
Logrank p-ctoitroct = < 0,001 (2-ctpanto) ===
OP (95% M) 0,45 (0,35; 0,59) b———p
0,0 4 CwOums: TIOM+HJI-JIEKC = 164/302 BJI-JIEKC = 103/153

T T T T T T
0 1 2 3 5 6

[TpexxuBsiemMocT 6e3 mporpecust (CEAMHIIN)

Jara Ha 3axmouBane Ha naHaute: 07 cenremBpu 2012 r.

OOmara NpexUBAEMOCT € TJIaBHaTa BTOPUYHA KpaifHa Touka B ipoyuBaHeTo. O6mio 226 (74,8%) ot
naruentute Ha [lom+H/I-Jlexc u 95 (62,1%) ot manuentute Ha B/I-J/lekc ca Onim UBU KbM JaTaTa
Ha 3akrouBane Ha nanHuTe (07 cenremBpu 2012 1.). Meamnanara Ha Bpemeto Ha OIl oT u3uncnenusra
no Kaplan-Meier He e nocturnata 3a [Tom+H/I-/lekc, Ho ce ouakBa ja Ob/e Hali-MalKo 48 ceqMuIIy,
KOETO € Mo-HucKaTa rpanuna Ha 95%-nus 1. Menuanata Ha spemero Ha OII 3a pamoto na B/I-/lekc
e 34 ceamurm (95% AU: 23,4; 39,9). Yecrorara Ha nurca Ha chOuTne 3a 1 roauna e 52,6% (x 5,72%)
3a pamoro Ha [Tom+H/I-/lexc u 28,4% (* 7,51%) 3a pamoto Ha B/I-/lexc. Paznukata B OIl mexmy
JIBETE paMeHa Ha JIeueHHe e cratucTuiecky 3Haunma (P < 0,001).
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Oo6miara npexussemoct 3a ITT momynamnusra e 06061mmena B Tabnuia 10. Kpusure Ha Kaplan-Meier
3a OIl 3a ITT nomynamusTa ca gaaeHu Ha purypa 3.

B®3 ocHoBa Ha pesynraTtute 3a kpaituute Touku 3a [IBI1 u 3a OIl, KomuTeTsT 32 HaOmoneHre Ha
JaHHUTE, Ch3JIaJICH 3a TOBA IIPOY4BaHe, IPEIOPbYBA [IPOYIBAHETO Aa ObA€ 3aBBbPIIECHO U NMALIMEHTUTE

B pamoto Ha B/I-/lekc ma Obmat mpexBbpiieHr B pamoTo Ha [Tom+H]I-/lekc.

Ta6auna 10. O6ma npe:xkuBsiemoct: ITT monynanus

Crarucruka Mom+H/-dexc B-lexc
(N =302) (N =153)
N 302 (100,0) 153 (100,0)
ensypupann n (%) 226 (74,8) 95 (62,1)
[Tounnamu n (%) 76 (25,2) 58 (37,9)
Bpeme Ha Menuana? NE 34,0
MPEKUBIEMOCT
(ceqmmurtn)
JByctpanen 95% I [ 48,1, NE] [ 23,4; 39,9]
Koedunuenr ua puck (ITom+H/I-exc:B/I- 0,53[ 0,37; 0,74]
Jlekc) [nByctpaneH 95% JIN°]
Log-rank Test gBycTpanna P-ctoitnoct? < 0,001

Benexka: 11 = Jlopepurenen natepai. NE = He Moxe 1a Ob1e H3UUCICHO.
@ Menuanara ce 6a3upa Ha usuncnenuero o Kaplan-Meier.
b 95% noBepHTEIeH MHTEPBAN 33 MEAUAHATA Ha BPEMETO Ha 00IIIa MPEKUBIEMOCT.
¢ Ha 6a3ara Ha Mojena Ha Cox 3a IPONOPIMOHAIHOCT Ha PHCKA, CPaBHSBAIL PUCKOBHUTE (DYHKIIMH, CBBP3aHH C TPYIHTE Ha
JieUeHHe.
4 p- cToitHOCTTa ce OCHOBaBA HA HeCTPATH(UIUPAH JOrapUTMHUYEH PAHIOB TecT. JlaTa Ha 3aKII0YBAHE HA JAHHHTE:
07 cemrremBpm 2012 1.

®urypa 3. Kpusu na Kaplan-Meier 3a o6mara npexussiemoct (ITT nomynamus)

BA-JEKC

0,8

0,67

0,44

CBOTHOIIIEHHE HA ITAITUCHTUTEC

[IOM+H/I-JIEKC cnp. BA-JEKC

0,29 Logrank p-croitHoct = < 0,001 (2-cTpanHo)

OP (95% JI1) 0,53 (0,37; 0,74)

Mennana mo KM: TIOM+H/I-TEKC = NE [48 I NE]
Mennana no KM: BJI-IEKC = 34,0 [23.4; 39,9]

Coournsi: IOM+H/-AEKC = 75/284 BJI-IEKC = 56/139

0,07

— — = [IOM+H/I-JIEKC

DO = —Bi— =5

T T T T T
0 1 2 3 5

O01ma npexuBsIeMoCT (CeAMHUIIH)

Jlarta Ha 3axmouBane Ha naHHuTe: 07 centemBpu 2012 r.
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IlenuaTpuyHa momyJamnus

B otkpuTto npoyuBane ¢aza 1 c eaHo pamo U ¢ yBelIM4aBaHe Ha J103aTa MaKCUMalTHATa IIOHOCHMA /1032
(MIIO) w/mnu npenopbunTenHaTa g03a 3a ¢aza 2 (I11dD2) Ha noManuaoMuI Npy neAnaTpUIHA
NAlMEeHTH € onpejeena Ha 2,6 mg/m?/ nen, npuaarana nepopaiso ot aeH 1 1o ned 21 Ha nmosTapsm
ce 28-1HEeBeH LUKBII.

He e nemoncTpupana eukacHOCT B OTKPUTO MHOTOLICHTPOBO, MapaJieTHOrPYIIOBO MpoyuBaHe (daza 2,
IPOBEIEHO C 52 JeKyBaHU ¢ IOMAIHAOMU eIHaTPUIHH TTAIMEHTH Ha Bb3pacT oT 4 1o 18 rogunu ¢
PELUINBHUPAL WX TIPOTPECHPALL] BUCOKOCTENICHEH TTIMOM, MEAYJIO0IaCTOM, ENEHANMOM WIN TU(Yy3eH
rimoM Ha noHca (diffuse intrinsic pontine glioma, DIPG) ¢ mppBrYHa JTOKalKs B LICHTpaIHaTa HEPBHA
cuctema (LTHC).

B nmpoyuBaneto ¢a3za 2 nBama maueHTH B TpymnaTa ¢ BucokocteneHeH riauoM (N = 19) ca nocturaanu
OTrOBOp CBHITIACHO JAC(PHUHHUIIMATA MO MIPOTOKOIT; STUHHAT OT TE3W MALUEHTH € OCTUTHAJ YaCTUYeH
otroBop (partial response, PR), a ApyrusT manueHT e MOCTUTHAT IBJITOCPOYHO CTAOMIH3HpaHe Ha
3abomsaBaneTo (stable disease, SD), koeTo e oBeJO A0 YecToTa HAa 0OEKTHBEH OTTOBOP (objective
response, OR) u awirocpouno SD 10,5% (95% nosepurenen untepsan [CI]: 1,3, 33,1). Equn
MAIMeHT B Tpymnara ¢ eneHanMoM (N = 9) e mocTurHai ApArocpodHo SD, KoeTo € JOBeo 10 YecToTa
Ha obexTuBeH oTroBop (OR) u genrocpouno SD 11,1% (95% CI: 0,3, 48,2). IIpu HuTo eauH OT
OLICHUMHUTE MAIEeHTH B TpymaTa ¢ nudyseH riauom Ha nonca (DIPG) (N = 9) u B rpynara ¢
meayioonactoM (N = 9) He ca HabmogaBanu OR winu neirocpouno SD. Huto enna ot 4-1e
napayeHy TPYIH, OLCHIBAHU B TOBA MpOoyYBaHe (a3a 2, He € OCTUrHAJA TbPBUYHATA KpaliHa TOYKa
33 4YeCTOTa Ha OOCKTUBEH OTTOBOP WJIN JBJITOCPOYHO CTAOMIM3UPaHE HA 3a00JIABaHETO.

OO6musT npoduin Ha 6€30MaCHOCT Ha MOMAIUAOMUJ IPU MEAUATPUIHM ALMEHTH ChOTBETCTBA Ha
M3BECTHUS POQUI 3a 6e30macHOCT npH Bbh3pacTHH. PapmakoknHeTnaHuTe (PK) mapamerpu ca
orieHeHu B uHTerpupan @K aHamu3 Ha npoyuBanusTa ot ¢aza 1 u ¢asa 2 u ¢ yCTaHOBEHO, 4e HAMa
CBIIECTBEHA Pa3jiMKa B CPaBHEHHUE C HAOJII0JABaHUTE MIPU Bh3PACTHU MAIMEHTH (BXK. TouKa 5.2).

5.2 dapMakoOKHHETHYHU CBOiiCTBa

AOGcopbuus

[Momanuaomun ce abcopbupa, KaTo JOCTUra MakcUMalTHa ruta3MeHa KOHIEHTPAHS (Cmax) MEXAY 2 U
3 yaca u MuHUMYM 73% ce abcopOupa ciex npueM Ha eMHUYHA IepopaiHa 1o3a. CucreMHaTa
excrozunusi (AUC) Ha moManngoMuJ HapacTBa MOYTH JIMHEHHO U MPOMOPIMOHAIHO Ha jo3aTa. Cien
MHOTOKPATHO MpWJIarane moMajiiIOMU] nMa KoeQHUIMeHT Ha Kymyiupane oT 27 1o 31% na AUC.

ENMHOBpEMEHHOTO MPUIIOKEHHE C XpaHa ¢ BUCOKO ChIbP)KaHUE HA MA3HUHH U KaJlopuu 3a0aBs
CKOPOCTTa Ha abcopOIMs, HaMaJIIBalku cpeaHaTa miazMeHa Cmax IpUOIHM3UTETHO ¢ 27%, HO UMa
MUHHMAaJIEH eheKT BbpXy o0lara cTereH Ha abcopOuust ¢ mpuOIu3uTenHo 8% HamalleHHe Ha
cpennara AUC. CregoBarelTHO IIOMaIUIOMUI MOXKE J1a ce Ipuiara 0e3 orjel Ha MpueMa Ha XpaHa.

PaznipeneneHue

IMomanuaoMua uMa cpesicH npuBKeH odoem Ha pasmnpenencaue (VA/F) mexay 62 u 138 | B
CTalMOHAPHO cheTostHUE. [ToManuoMu ce pasnpe/ieliss B ceMEHHATa TEYHOCT Ha 37[paBy JIOOPOBOIIN
B KOHIIEHTpaIWs TpUOIH3uTeHO 67% OT IIa3MEeHOTO HUBO 4 Yaca cjie] IprueM Ha J03aTa
(npubmu3uTeTHO Tmax) Clien 4 THU €THOKPATHO JTHEBHO NpHIIaraHe Ha J03a oT 2 mg. In vitro
CBBP3BAHETO HA EHAHTHOMEPHUTE HA MOMAIUAOMUJ C TIPOTENHH B YOBEIIKATa Tu1a3Ma Bapupa ot 12%
110 44% W He 3aBUCH OT KOHIICHTPAITUATA.

Buorpanchopmarms

[MomanuaoMua € OCHOBHUST IUPKYJIMpAIl KOMIOHEHT (rpubiu3uTenno 70% ot ria3mMeHara
PaTMOaKTUBHOCT) IN VIVO mpH 3/paBu JOOPOBOJIIIM, KOUTO MOTyYaBaT SAMHUYHA MIEPOPATHA 1034
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[**C]-momamumomuz (2 mg). Hama >10% meTaGommMTH CIPAMO OCHOBHOTO ChEMHEHHE UIIH 00IOTO
palMoaKTUBHO BEIIECTBO B TUIA3MaTa.

[TpeobnagaBaniute MeTaOOTUTHU MBTHILA HA EKCKPETHPAHOTO PalMOAaKTUBHO BEILIECTBO Ca
XUIPOKCUIIUPAHE C TIOCIIEIBAIIO TIIIOKYPOHUPAHE Wik XUapou3a. In vitro e ycranoeno, ue CYP1A2
1 CYP3A4 ca ocHoBHHTE eH3uMH, BKIFOUeHH B CY P-MemuupanoTo XuapokcuinpaHe Ha
MOMAHUJIOMUJ, C JOBIHUTENHO BTopocTeneHHo yuactue Ha CYP2C19 u CYP2D6. Tlomanuaomu
ChIIO € 1 cyOcTpar Ha P-rimukonporent in Vitro. EqHOBpEeMEHHOTO MPUIIOKEHUE HA TIOMATHIOMHE/ ChC
cuans naxuoutop Ha CYP3A4/5 u P-gp xeTokoHa30m wiy cbe crutHus HHIykTop HAa CYP3A4/5
KapOaMasenuH HsMa KIIMHUYHO 3HAUYUM €(EKT BbPXY CKCIIO3HIIUATA Ha TOMATUIOMHUJI.
EnHoBpeMeHHOTO npriiokeHue Ha cutHust nHXuOuTop Ha CYP1A2 duryBokcaMUH ¢ TOMaTHIOMHT] B
MPUCHCTBUETO Ha KETOKOHA30J YBEIM4YaBa CpeaHaTa ekcro3umnus Ha nomamugomun 1o 107% c 90%
noBepuTteneH uutepsai [91% mo 124%] B cpaBHEHHE ¢ TOMATUIOMU IUTIOC KeToKOHa301. [Ipu BTOpO
MpOoyYBaHe 3a OllEHKa Ha MprHOca caMo Ha naxuouTop Ha CYP1A2 3a npomenute B MeTaboau3Ma,
€IHOBPEMEHHOTO NPUIIOKEHHE caMO Ha (PITyBOKCAMHH C IIOMAIIMIOMUJ YBEIMYaBa CpeIHaTa
eKcrio3uIys Ha momanuaomun 10 125% ¢ 90% nosepurenen natepsain [98% no 157%] B cpaBHeHue
camo ¢ nmoManuaoMun. Ako criad naxuouTopu Ha CYP1A2 (Hanp. uunpodiokcauH, eHOKCAlUH U
(IyBOKCAaMUH) Ce MpUiIarat eAHOBPEMEHHO C TTOMATUIOMHUI, HaMaJeTe J03aTa OMaJIHIOMI Ha
50%. Bbpnpeku ue e u3BECTHO, 4 TIOTIOHOMYIIEHeTo nHaynrpa uzodopma CYP1A2, npunoxenuero
Ha TIOMAJTHIOMHM/T TP TYIIIaYU HSIMa KIMHUYHO 3HAYUM €(PEKT BbPXY €KCIIO3UIIUATA Ha TTIOMATHIOMHUT
B CPaBHEHHUE C SKCIIO3UIUATA Ha TIOMAaJIMIOMHU/I, HA0JII0IaBaHa MPU HEyIIayH.

Bb3 ocHOBa Ha 1aHHU iN VItro MoMaauIoMu/] He € HHXUOUTOP MM UHIYKTOP Ha IIUTOXPOM

P-450 n3zoeH3uMuUTE U HE HHXUOUPA IPOYUCHHUTE JICKAPCTBEHU TpaHcropTepy. KIIMHUYHO 3HAaYNMH
B3aMMOJICHCTBHS HE CE 0YaKBaT, KOTaTO MOMAIHIOMHUJ Ce MIPUJIara eIHOBPEMEHHO ChC CyOCTpaTH Ha
TE3H IBTHIIA.

Enumunupane

[Nomanuaomup ce eMMHUHUpPA ¢ TIa3MeH MOTYKUBOT ¢ MEAMaHa MPHOIU3UTENHO 9,5 uaca npu 3ApaBu
JOOPOBOJIIM ¥ MTPUOTU3UTENTHO 7,5 Yaca MpY MalMeHTH ¢ MYATHIUIEH MuenoM. [lomanumpomun nMa
cpeneH o6 TeneceH knupbHE (CL/F) npubmmuszurento 7-10 1/gac.

Crne1 €THOKPATHO MepopaiHo npuioxkenne Ha [C]-nomamunomus (2 mg) Ha 31paBu 106POBOIIIH,
npubnuzutenHo 73% u 15% ot pagnoakTHBHATA 032 CE€ SIMMHHMPA CbOTBETHO Ype3 ypuHATa U
¢eneca, karo mpubIM3UTENHO 2% 1 8% OT paAMOBBITIEPOIA B 103aTa CE STMMHHHUPA KaTo
NOMaNUJOMU]I B ypruHarta u (ereca.

ITomanuaomuz ce MeTaboIM3KUpa EeKCTEH3UBHO MPEIH EKCKPELUATa, KaTO MIOJyYeHUTE METaOOJIUTH Cce
SIMMUHHPAT TPEIUMMHO Upe3 ypuHarta. Tpute nmpeobiagapaniy MeTaboIuTa B ypuHata (00pa3yBaHH
HOCPEICTBOM XHJIPOJIN3a UM XUIPOKCUIIMPAHE C I10CIIEBAIlO [NIIOKYPOHUPAHE) IIPECTaBISIBAT
CHOTBETHO NpubIm3uTenaHo 23%, 17% u 12% ot noszara B ypuHara.

CYP-3aBucumute MeTaboIuTH NpeAcTaBiIsIBaT NpuoOm3nTenHo 43% ot olIaTa eKCKpeTupaHa
paaroakTUBHOCT, 1okaTo CY P-He3aBucUMUTE XUIPOIH3HN META0OIUTH NipecTaBisBaT 25%, a

eKCKpelusITa Ha HelmpoMeHeH noManuomu npeacrasisisa 10% (2% B ypunata u 8% BbB (ereca).

Honynammonna ¢dapmakoknneruia (PK)

B®3 ocHoBa Ha nonynanuoneH K ananus ¢ U3M0a3BaHE HAa JBYKOMIIAPTUMEHTEH MOJEI, 3/IpaBUTE
Jno0poBoIy 1 nanueHTuTe ¢ MM umat cpasauM npuBujieH kiupbHe (CL/F) u npuBuieH neHTpaieH
o0em Ha pasnpezenenue (V2/F). B nepudepnure ThkaHu MOMaIUIOMHU CE TToeMa MpedepeHnaaIHo
OT TYMOPH C NIpUBHJIEH NepudepeH knupbHC Ha pasnpenenenue (Q/F) u npusuaen nepudepen odem
Ha pasnpeneieaue (Vs/F) cboTBeTHO 3,7-0bTH U 8-IIBTH HO-BUCOK, OTKOJIKOTO IPH 31PaBUTE
JI0OPOBOJIIIH.
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IlenuaTpuyHa momyJamnus

Crie1 eiMHUYHA MTEpOpaIHa 1033 TOMATHAOMHU]I IIPU JeLa U MJIa i Bb3PACTHH C PELUIUBHPALL WITX
nporpecupai MbpPBUYEH MO3bUCH TYMOP MeraHarta Ha Tmax HACTBIIBA OT 2 /10 4 Yaca clies1 1o3ara u
CHOTBETCTBA Ha CpegHOreoMeTpUIHH CTOWHOCTH Ha Crnax (CV%) 74,8 (59,4%), 79,2 (51,7%) n

104 (18,3%) ng/ml, croTBeTHO NpH 1030BM HUBa 1,9, 2,6 u 3,4 mg/m?. AUCo.24 u AUCo.inf crteiBaT
N000HH TEHICHIIMY ¢ 001I1a eKCro3uIKs B quana3ona ot okoio 700 no 800 heng/ml mpu 2-te mo-
HuCcKH 1031 1 0koj1o 1 200 heng/ml npu Bucokara fn03a. MI34nCcIeHUST MOTYKMBOT € OWII B IMana3oHa
OT 0K0JI0 5 110 7 waca. He ca ycTaHOBEHU SICHH TEHACHINH, OTHOCHMH KbM CTPaTU(HUKAIHATA 10
BB3pacT U ynorpeda Ha crepouau npu MIT.

Karo o mananTe npenmosnarat, e AUC ce moBuIaBa IprOIM3ATEITHO MTPOITOPIHOHATHO Ha
YBEJIMYABAHETO HA J]03aTa OMAJIUIOMHUI, IOKATO MOBHIEHUETO Ha Cmax HAH-00III0 € TT0-MaJIKO OT
MPOTIOPITUOHATHOTO.

MDapMaKOKMHETUKATA Ha TIOMAIMIOMHUJL CJIEM IEPOPATHO MIPHIIOKEHUE HA 1034 OT 1,9 mg/m?/nen no
3,4 mg/m?/nen e onpenenena npu 70 MalMeHTH HA BB3pacT oT 4 10 20 TOJAMHYU B UHTErPUPAH aHAIU3
Ha npoyuBaHus ¢aza 1 u ¢aza 2 BbpXy peLUANBUPALIN WU IPOrPECUPALIH MO3bYHH TYMODH B
nexuaTpuyuHaTa nomyianus. [Ipodunure koHIEHTpanys/BpeMe Ha OMaIMAOMHU CE OMUCBAT 100pe ¢
ennoxoMmnaptumenTeH ®K Monen ¢ abcopOuys U eMMUHAPaHEe OT THPBU NOPsIbK. [ToManuaomun
MOKa3Ba JMHEHHa U HezaBucella ot BpeMeTo DK ¢ ymepena Bapuabunnoct. OOMuaitHUTE CTOWHOCTH
na CL/F, V¢/F, Ka, lag time Ha nomanumomus ca cbotBeTHO 3,94 I/h, 43,01, 1,45 h™' u 0,454 h.
TepMUHANHUAT eNMMUHAIIMOHEH MOJTY>)KUBOT Ha oManuromMun € 7,33 vaca. C H3KiItOUeHUe Ha
IUIOINITA Ha TejecHaTa moBbpxHOCT (body surface area, BSA), HUKOsI OT M3CIIeIBAHUTE KOBapUATH,
BKITFOUUTEITHO BB3PACT U 0J, He oka3Ba edekT Bbpxy PK Ha momammmomun. Bernpekn ue BSA e
uaeHTH(UIINPaHa KaTo CTaTHCTHYeCcKH 3HaunMa koBapuara Ha CL/F u Vc/F Ha momanuaomu,
BIHMsIHUETO Ha BSA BBpXy mapameTpuTe Ha €KCIO3ULMATA HE CE CUMTA 3a KIIMHUYHO 3HAYNMO.

Karo msmo HsMa ceiiecTBeHa pasnuka BB @K Ha momMamnmoMuI mpH Jena U Bb3pacTHH MallueHTH.

Crapuecka Bb3pacT

B®3 0cHOBa Ha MOMyIAIMOHHN (PapMAKOKHMHETHYHU aHATHM3H TP 31paBH JOOPOBOJIIU U MAIIUEHTH C
MYJITUIUICH MHEJIOM He Ce HaOJII0/[aBa HUKaKBO 3HAYMMO Bh3/ICiCTBHE Ha Bb3pacTTa (19 1o

83 rouHM) BEPXY MEpOpaTHUsl KITUPHHC HA TOMATUAOMHU]. B KITMHUYHH IPOYYBAHUS HE CE U3UCKBA
KOPUTHPAHE Ha JI03aTa NPH MAIUSHTH B CTapUecKka Bb3pacT (> 65 roJnHu) ¢ eKCIO3UIUS Ha
noManuaoMuI (BXK. Touka 4.2).

Br0peuno yBpexaaHe

[MomynanuonHnTe (hapMaKOKMHETHYHY aHAIIM3M MTOKa3Bar, 4e (apMaKOKHHETHYHUTE MapaMeTpH Ha
NOMAJIMAOMHJL HE CE 3acAraT ChLIECTBEHO NPH MAMEHTH ¢ ObOpEeUYHO yBpexkaaHe (1euHUPaHO
MOCPEICTBOM KPEAaTUHUHOBHSI KIIMPBHHC MIIM U3YMCIICHATa CKOPOCT Ha TIIoMepyJiHa QuiITpanus
[eGFR]) B cpaBHeHue ¢ nmanueHTuTe ¢ HopMaiiHa 0b0peuna ¢pynkius (CrCl > 60 ml/mMunyTa).
Cpennara Hopmanuzupana excriosunus (AUC) va nomanumomun e 98,2% npu 90% noBeputeneH
uHTepBan [77,4% no 120,6%] npu nanueHTH ¢ ymMepeHo Ob0peuHo yBpeKaaHe

(eGFR > 30 1o < 45 ml/munyta/1,73 m?) B cpaBHEHHE C MAUEHTHTE ¢ HOPMAJIHA OLOpeuHa (PyHKIHSL.
Cpennara HopMmanu3upana excrio3utust (AUC) na momamugomun € 100,2% mpu 90% noseputeneH
uHTepBai [79,7% no 127,0%] npu nanueHTH ¢ TeXKo ObOpedHO yBpEeKIaHe, KOUTO HAMAT HY>KAa OT
mnammza (CrCl < 30 wam éGFR < 30 ml/mMunyta/l,73 m?), B cpaBHEHME ¢ MAMEHTHTE ¢ HOPMAJIHA
0b0peuna Gynknus. Cpennara Hopmanusupana ekcriozuis (AUC) Ha moMaiuIOMHJT ce yBeIruaBa ¢
35,8% ¢ 90% AU [7,5% no 70,0%] npu nanueHTH ¢ TeXKo ObOPEUHO yBpEeKAaHe, KOUTO UMaT HYKAa
ot auanuza (CrCl < 30 ml/mMuHyTa, M3UCKBAIM AXANTN3a), B CPABHEHKE C AIIMEHTUTE C HOPMaJIHa
0bOpeuHa GyHkust. CpeJHATE TPOMEHN B €KCIIO3UIIMATA HA IIOMAIHIOMU/L ITPU BCSIKA OT TE3U TPYIIH
¢ 6p0OpedHo yBpeXKJaHe HE ca ¢ BEIMYNHA, KOSATO Ja Hajara KOpeKIIMy Ha J03aTa.
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YepuoapoOHO YBpEKIaHE

dapMaKOKUHETUYHUTE MMapaMeTPH ca JICKO U3MEHEHH TIPH MAIUCHTUTE C YSPHOAPOOHO YBPEKIaHE
(medpunupano mo kpurepunte Ha Child-Pugh) B cpaBHenue cbe 3apaBu 1006poBoim. CpeaHara
eKCITO3UITNS Ha TOMaJNIOMI ce yBenmdaBa ¢ 51% ¢ 90% mosepurenen uatepsan [9% mo 110%] mpu
MIAIMEeHTH C JIEKO YePHOAPOOHO YBPEXKAaHE B CpaBHEHHE ChC 3ApaBu JoOpoBomy. CpenHara
EKCTIO3UIIMS Ha MoMaIuaoMu] ce yBenudana ¢ 58% c 90% noseputenen unrepsai [13% mno 119%]
MIPH MAIUEHTH C YMEPEHO YePHOAPOOHO yBPEXKIaHE B CpaBHEHHE ChC 3ApaBu nobpoBommu. CpenHaTta
EKCITO3UITNS Ha TOMAJIMAOMI ce yBenmdaBa ¢ 72% ¢ 90% mosepurenen natepsai [24% no 138%]
MIPH MAIUCHTH C TEKKO YEPHOAPOOHO YBPEKIaHE B CPAaBHEHHUE ChC 3ApaBu 100poBoiu. CpeHUTe
YBEJIMUYCHUSI HAa SKCIIO3UIIMATA Ha TIOMAIIMAOMUJI ITPH BCSKA OT TE€3H IPYIH C YBPEXKIAHE HE ca OT
TaKaBa BEJIMUYHMHA, KOSTO JIa HAJlara KOPEeKIHMK B cXemara Wi jo3ara (BxK. Touka 4.2).

5.3 IlpeakJIuHUYHU TaHHH 32 0€30MACHOCT

IIpoyuBaHus 32 TOKCHYHOCT IIPY MHOTOKPATHO IPHJIAraHe

[Ipu mTEX0BE, XPOHUYHOTO MpHIIOKeHHe Ha moManuaomus B 1o3u ot 50, 250 u 1 000 mg/kg/nen B
NpOIbDKEHUE Ha 6 Mecela ce moHacs 1oope. He ca HaOrotaBany He)KeNTaHU HAXOIKH JI0
1 000 mg/kg/nen (175-kpaTHa eKCIO3UIIMS CIIPSAMO KIMHHYHATA 1032 OT 4 MQ).

[Ipn MaiiMyHU, TOMAJIHIOMHU/ € OLIEHEH B MPOYYBAHMS C MHOTOKPATHO TPHJIaraHe ¢
MPOABIDKUTENHOCT 10 9 Mecena. B Te3n npoyuBaHus MaiiMyHHTE ITOKa3BaT MO-TOJIsIMa
YYBCTBHTEIHOCT KbM €PEKTHTE Ha TIOMATUAOMHU] OTKOJIKOTO TIbXoBeTe. OCHOBHUTE TOKCHYHH
edexTr, HAOMIOTaBaHU TIPY MaiMyHH, Ca CBBP3aHU C XeMAaTOMOCTHIHATa/TMM(pOopeTHKyIapHarTa
cuctema. B 9-mecednoro npoyuBane mpu maiimynu ¢ no3u ot 0,05, 0,1 u 1 mg/kg/nen ce HabnmromaBat
3a00J1eBaeMOCT U paHHO eBTaHa3MpaHe Ha 6 >KUBOTHH Npu no3ara oT 1 mg/kg/nen u ce npunuceat Ha
UMyHOCYyTpecuBHU edekTH (cTadunoKokoBa HHPEKIM, HamMaieH Opoit mumdonuTy B nepudepHaTa
KPBB, XpPOHMYHO Bh3NAJICHUE Ha Ae0ETI0TO YePBO, XHUCTOJIOTHYHO TUM(POUTHO H3UEPIBAHE U
XUIIOLENTyIapUTET Ha KOCTHHSI MO3BK) MPU BUCOKA €KCITO3UIIMS Ha moManuaomMus (15-kpaTHa
EKCIO3HIUS CIIPSIMO KIMHUYHATA 71032 0T 4 mg). Te3n nMyHOCYNPEeCUBHH €EKTH BOJST 0 PAHHO
eBTaHa3WpaHe Ha 4 MaliMyHH NOPAJH BIOLICHO 3PABOCIOBHO ChCTOSHHUE (BOTHUCTH M3IIPAKHEHHS,
JIMIICA Ha alleTHT, HaMaJIeH IPUEeM Ha XpaHa U 3ary0a Ha Terjo); XMCTONATOJIOTMYHATA OL[EHKA Ha Te3U
JKUBOTHH TIOKa3Ba XPOHUYHO Bh3NalIEHHE Ha JOeI0TO YepBO U BUIIO3HA aTpodusl HAa THHKOTO YEPBO.
CradunokokoBa nHpeEKIMs ce HaOI01aBa IpH 4 MaliMyHH; 3 OT T€3U KMBOTHH OTIOBAPST HA JICUCHNE
¢ anTrOMoTHIH, 1 ymupa Ge3 nedenne. OcBeH TOBa HAXOJKH, CbBMECTHMH C MUEIIOT€HHA JIEBKEMHS,
JIOBEXKJIAT IO €BTaHA3upaHe Ha | MaliMyHa; KIMHUYHUTE HAOIOJCHUS M KIMHUYHATA MTATOJIOTUS
W/WIIM U3MEHEHHATA B KOCTHUSI MO3bK, HAOJII01aBaHK MIPY TOBA KUBOTHO, 4 ChBMECTHMHU C
UMyHOCYyTIpecus.. MUHUMaITHA WITH JIeKa posnQepanust Ha KITbYHUTE KaHaIN ChC CBBP3aHO
yBenmueHue Ha ALP u GGT caio ce Habmogasar npu 1 mg/kg/nen. OlieHkara Ha Bb3CTaHOBHIIN CE
JKUBOTHH TIOKa3Ba, Y€ BCHYKH CBHP3aHU C JCUSCHUETO HAXOAKH ca 00paTuMu cjiell 8§ CeIMHIIN OT
HpeKpaTsBaHe Ha MPUIIOKEHHETO, C M3KIII0UYEHHE Ha MPoJIM(epanysiTa Ha BbTPEUepHOAPOOHHUTE
JKITHYHM KaHaJM, HaOMoqaBana mpu 1 )kuBoTHO B rpymnaTa Ha | mg/kg/nen. HuBoTo 6e3 HaGmonaBanu
nHexxenanu epextr (No Observed Adverse Effect Level, NOAEL) e 0,1 mg/kg/nen (0,5-kpatha
eKCITO3UIIMS CIPSIMO KIIMHUYHATA /1032 OT 4 MQ).

FeHOTOKCI/IT-IHOCT/KaDIII/IHOI‘eHHOCT

TMomanuaoMua He € MyTareHeH MPH TECTOBE 38 MYTAIUU TPU OaKTepHH U OO3AMHUIIM U HE HHIYITUPA
XPOMO30OMHH abeparvy B YOBEIIKKTE TUM(OIUTH OT repudepHa KpbB WK 00pa3yBaHe Ha
MHUKPOHYKJIEYCH B TIOJIMXPOMATHYHHUTE EPUTPOIIMNTH B KOCTHHSA MO3BK IIPH IITHXOBE, HA KOUTO Ca
npunaranu go3u a0 2 000 mg/kg/nen.

He ca mpoBexxmanu IpoydBaHus 3a KAHIIEPOTEHHOCT.
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DepTUIIUTET U PAHHO EMOPUOHAIHO PAa3BUTHE

B eqHo mpoyuBaHe MO OTHOIICHUE HA (PEPTUIIUTETA U PAHHOTO €eMOPHOHAIHO Pa3BUTHUE MPH ILTHXOBE
MOMAJTUIOMUJI CE TIpUJIara Ha MBKKH U )KeHCKU XUBOTHH B 103U 25, 250 u 1 000 mg/kg/neHn.
MaToYHHUAT MperJie] Ha recTalldoHeH AeH 13 moka3Ba HaMajJICHHE Ha CPEIHUS OpOi KU3HECTIOCOOHU
eMOPHOHH U YBEJIIMYCHUE HA MOCTUMILIAHTAI[IOHHUTE 3aryOu MPU BCHYKH JI030BH HUBA.
CnenoBarenno NOAEL 3a te3u nabnronaBanu epektu e < 25 mg/kg/nen (AUCa4n € 39 960 ngeh/ml
(HaHOTpaMe*Yac/MINTUIINTHD) TIPY Ta3HW Hall-HUCKA M3MHUTBAaHA /1033, a CKCIO3UINATA € 99 hTH
KIMHAYHATA 71032 oT 4 MQ). Koraro TpeTrpaHyu MBXKKH )KUBOTHH B TOBA MPOyYBaHe ca Yiu(TocaHu ¢
HETPETUPAHU JKCHCKU, BCUUKH YTCPUHHH MTApaMETPH ca CPAaBHUMH ¢ KOHTposuTe. Bb3 0CHOBa Ha Te3u
pe3ynTaTi HaOltoJaBaHUTE e()EKTU CE MPUIKMCBAT HA TPESTUPAHETO HA KEHCKUTE )KUBOTHH.

EmOpuoderanHo pa3Burue

YCcTaHOBEHO €, 4e IIOMAIHAOMUJ € TePaTOTeHEH U TPH IUTBX0BE, M P 3aiIM, KOTaTo ce IMpujara B
Heproia Ha OCHOBHATA OpraHoreHesa. [Ipu npoyuBaHeTo 3a TOKCHYHOCT 3a eMOpHO(eTamHOTO
Pa3BUTHUC IIPU IUTBXOBC, Maﬂ(bOpMaHI/II/I KaTo JIMIICa Ha MUKOYCH MEXYP, JIMIICA Ha HIUTOBHUHA KJI€3a U
cpacTBaHe M AMCIIOKALMS Ha JTyMOAJTHN M TOpAaKaJIHH NPEIUICHHH Tela (IIeHTPaTHN H/WITH HEBPATHH
IITH) ce HaOIIoaaBat mpu BCHIKH 1030Bu HUBA (25, 250 u 1 000 mg/kg/nen).

[Tpu ToBa mpoyuBaHe He ce HAaOMI0AaBa TOKCUYHOCT NpH Maiikara. CriegoBatenno NOAEL na
matikara e 1000 mg/kg/nen, a NOAEL 3a tokcnunocTra 3a pa3suthero e < 25 mg/kg/nen (AUCan €
34 340 ngeh/ml Ha recTanuoHeH AcH 17 npu Ta3u Hall-HUCKA U3IMUTBAHA 71033, U €KCIIO3UIINATA €

85 mpTH KIMHMYHATA 71032 OT 4 mg). [1pu 3aiiy momManuaoMu B 1034 B Tuana3oH ot 10 1o

250 mg/kg, Bomu 10 ManmpopMaIiu mpu eMOpHOQETaTHOTO pa3BUTHE. Y BeIHYeHa YecToTa Ha
CBPJICYHH aHOMAJINH ce HaOII0/1aBa IPH BCHYKH JI03H ChC 3HAYUTETHO YBEIUICHHE TIPH

250 mg/kg/nen. [pu 100 u 250 mg/kg/neH uma JeKu yBeIMUeHUS Ha TOCTUMILIAHTAI[MOHHUTE 3ary0oun
W JICKM HaMaJICHUs Ha TeJiecHOTO Tero Ha ¢erycute. [Ipu 250 mg/kg/nen mandopmanuure Ha deTyca
BKJIIOYBAT AaHOMAJIMH Ha KpallHUIMTE (CTBHATH M/WIIM POTHPAHU NPEIHU W/ 33/THU KpalHHIH,
HECBBP3aH WJIY JIMTICBAI IPHCT) U CBBP3aHU C TOBA CKEJIETHU MalpopManyu (Jiurca Ha Ocu(UKaIHs
Ha MeTakapIiajHaTa KOCT, pa3MHHaBaHe Ha (payaHrara U MeTakapraiHaTa KOCT, JIUICBAI TPBCT,
aMIica Ha ocuduKays Ha ajaHraTa ¥ Kbca, HeOCH(UIMpaHa WM OrbHATa THOMS ); yMepeHa
JJIaTalys Ha JJATepaTHOTO MO3BYHO CTOMAaX4e; aHOMAJIUS B TIOJIO’KEHHUETO Ha JisicHaTa CyOKIIaBHaIHa
apTepust; JTUICBaI cpejieH 100 Ha Oemnust [po0; HUCKOmocTaBeH 0bOpek; mpoMeHeHa MopQoIoTHs Ha
YepHUs Jpo0; HEBJIHO MM U300110 HEBKOCTEH Ta3; YBEIMUECH Cpe/ieH OOl JOIBIHUTEIHH pedpa B
TOpaKca 1 HaMaJIeH cpeieH Opoil BKOCTEHH Tie3eHHU KocTH. Ci1abo HaMaleHHe Ha Ha/IJaBaHEeTO Ha
TEJICCHO TETJIO0 Ha MaiiKaTa, 3HaYuMO PeIyIHpaHe Ha TPUTIHLIEPUIUTE U 3HAYMMO HAMAJICHUE Ha
abCOIIIOTHOTO M OTHOCUTEITHOTO TETJIO Ha ciie3kara ce Habronasat rpu 100 u 250 mg/kg/nen.
NOAEL na maiikara e 10 mg/kg/nen, a NOAEL 3a passuruero e < 10 mg/kg/nen (AUCaan e

418 ngeh/ml Ha recranyoHeH aeH 19 npu Ta3u Hali-HUCKa U3MUTBaHA J103a, KOETO € M0I00HO Ha
HOJIyYSHOTO OT KJIIMHUYHA /1032 4 MQ).

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa MIOMOIIHHUTE BELIECTBA

KancyiaHo cuIppKuMO

Huwecre, npexxenaTMHU3UPAHO
Cunuiues TMOKCHI, KOJIOUAeH 0€3B0IeH
Marnesues creapar

ManwuTon

Kpockapmenosza Harpuii
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CncTaB Ha KamcyJjiaTa

Homanuoomuo Viatris 1 mg, 2 mg mewvpou xancyiu
Kenatun

TurtanoB nuokcun (E171)

Kenesen oxcun, uepsen (E172)

Kenezen okcun, xbit (E172)

Wunurokapmud (E132)

Homanuoomuo Viatris 3 mg mewpou xancyiu
Kenatun

TurtanoB nuokcun (E171)

XKeneszen oxcup, xbat (E172)
Wunuroxapmusn (E132)

Homanuoomuo Viatris 4 mg mevpou xancyu
Kenatun

TurtanoB nuokcun (E171)

Nuauroxapmun (E132)

IleyaTHO MacTUIO

Homanuoomuo Viatris 1 mg, 2 mg, 3 mg, 4 mg mewvpou kancyiu
[emnax

UYepen xenezen okcun (E172)

[IponuneHrmuKon

AMOHUEB XUIPOKCHT

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

2 TOIUHU

6.4 CoenuaJiHU yCJIOBHSI HA CbXpaHEeHHe

To3u nexapcTBeH NPOAYKT HE U3MCKBA CIICIUAHN YCIOBUS Ha ChXpaHEHHE.
6.5 Bwuxu chabpkaHNe HA ONAKOBKATA

IMomamumomuy Viatris ce mpeiara, KaKTo CJIeBa;

Bnucrepu ot PVC/PCTFE-anymunuii, coabpxanu 14 wiu 21 TBbpAN Karcyiu.
baucrepu ¢ eauanynn 1o3u ot PVC/PCTFE-anymunuii, cbappxkanm 14 x 1w 21 X 1 kancynm.

He Bcruky BHJIOBE OMTAaKOBKH MOTaT Jia O'bJIaT MyCHATH Ha Ia3apa.

6.6 CnenmuaJnu mpeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

Kamncynure He TpsiOBa Aa ce OTBapsT WIK YyNAT. AKO Mpax OT IOMaIUIOMHJ Biie3€ B KOHTAKT C
KOXKaTa, TS TpsIOBa Ja ce u3MHe He3a0aBHO M OOMIIHO ChC CallyH U BOAd. AKO IOMaTUIOMHU/I BIIE3€ B

KOHTAKT C JIUTaBHIIH, T€ TPOBa Jla c€ MPOMUSAT OOMITHO ¢ BOAA.

MeaunuHCKHTE CIeUAINCTH U OOTHOTIIeJaYnTe TPSOBA J1a U3MOM3BAT PhKAaBHIIM 32 €IHOKpPAaTHA
ynorpeba, Korato paboTaT ¢ onucrepa win Kancyaute. Cien ToBa pbKaBUIMTE TPSAOBA J1a Ce CBAJIAT
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BHUMATEITHO, 32 JIa C€ TIPEJIOTBPATH SKCIIO3UIIHSI Ha KOXKAaTa, Jia CE IMOCTaBAT B MOJHETUIICHOBA
TopOuuka ¢ "mun" ¥ 1a ce U3XBHPIIAT B ChOTBETCTBUE C MECTHHUTE M3UCKBaHwmsl. [locie phiieTe TpssOBa
Jia ce U3MHAT 100pe Che calyH U Boja. JKeHH, KOUTo ca OpeMEHHH WM MTOJJ03UPaT, Y€ MOXKE J1a ca
OpeMeHHH, He TPsOBa J1a paboTsT ¢ OIMCTepa WK KarcyuTe (Bxk. Touka 4.4).

Heunsnon3BaHuAT IeKapCTBEH MPOIYKT WX OTHAIPUYHUTE MATEPUAIIH OT HETO TPsIOBa Jla ce U3XBBHPIISIT
B ChOTBETCTBHE C MECTHUTE M3UCKBaHUs. Hen3mo3BaHUsT JIEKapCTBEH MPOIYKT TPSOBaA J1a & BhPHE
Ha (hapMarieBTa.

7. HNPUTEXATEJI HA PASBPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

DUBLIN

Wpnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

HomManmunomu Viatris 1 Mg TBepAM KancyJiu

EU/1/23/1785/001
EU/1/23/1785/002
EU/1/23/1785/003
EU/1/23/1785/004

HomManunomu Viatris 2 Mg TBEPAN KANCYJIU

EU/1/23/1785/005
EU/1/23/1785/006
EU/1/23/1785/007
EU/1/23/1785/008

HoManmnomu Viatris 3 Mg TBBPAM KANCYJIU

EU/1/23/1785/009
EU/1/23/1785/010
EU/1/23/1785/011
EU/1/23/1785/012

HomManmnomu Viatris 4 Mg TBBPAM KANCYJIN

EU/1/23/1785/013
EU/1/23/1785/014
EU/1/23/1785/015
EU/1/23/1785/016

9. JATA HA ITbPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jara Ha epBo paspemasane: [JIJ] mecer I'TTT 1.]
Jara Ha nocneano noaHossBane: [JIJ] mecerr I'TTT 1.]
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10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MM/ITIT]

[TonpoOHa mHpOpManHs 32 TO3H JEKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiira Ha EBporefickaTta
areHIusl o JekapcTaata http://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

MMPOU3BOUTEJ (M), OTTOBOPEH(HU) 3A
OCBOBOXXJABAHE HA ITIAPTHIH

YCJIOBUA NJIN OTPAHUYEHMUA 3A TOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHNYEHMUSA 3A BE3OITACHA 1 EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A.  NIPOU3BOIUTEJI(N), OTTOBOPEH(HMN) 3A OCBOBOXJIABAHE HA ITAPTUU

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KHaBaHe Ha MapTuauTe

Mylan Germany GmbH
Benzstrasse 1

Bad Homburg

61352

T'epmanus

Mylan Hungary Kft. / Mylan Hungary Ltd.
Mylan Utca 1
Koméarom

2900
Yarapust

IlewaTHaTa JTUCTOBKA Ha JIEKAPCTBEHHS MPOAYKT TPIOBa Ja ChIbPKa UMETO U ajpeca Ha
MIPOU3BOAMTENS, OTTOBOPEH 32 OCBOOOXKIABAHETO HAa CHOTBETHATA TAPTH/IA.

b. YCJIOBUSA WU OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT CE OTITyCKa M0 OrpaHUuEHO JieKapcko npeanucanue (Bx. [Ipunoxenue
Kpatka xapakTepucTika Ha IPOIyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSI U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokiaanau 3a oezonacuoct (ITAIB)

WzuckBanwmsra 3a mogaBane Ha [IAJIb 3a T0O3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIIHCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npeasuaen B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, n BbB BCUUKH CJIEABAIIN aKTyJIN3ALNH, ITyOJIMKYBaHH HA €BPOIIEHCKUS
yeOropTain 3a JeKapcTaa.

.  YCJI0BUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[Mputexarensr Ha pa3pemieHrero 3a yrnorpeda ([IPY) tpsbsa na n3BbpIIBAa H3UCKBAHUTE ACHHOCTH U
JIECTBUS, CBBP3aHU C TIPOCIIe/siBaHe Ha JIeKapcTBeHaTa 6e301acHOCT, MocoueHH B 0700penus [1YP,
npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKHU CJIC/IBAIIN 0JOOpEHH
akTyanu3auuu Ha [TYP.

Axtyanusupan [IYP tps6Ba na ce mozpasa:

. 10 MCKaHe Ha EBporelickara areHuus 10 JeKapcTBaTa;

o BUHAry, KOraTo ce M3MEHsI CCTeMaTa 3a yIpaBJIeHUE Ha pUCKa, OCOOCHO B pe3yiraT Ha
NoJy4aBaHe Ha HOBa MH(pOPMaLKs, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHH B
CHOTHOIIIEHHETO TIOJI3a/PUCK, WK CIIe]T JIOCTUTAaHEe Ha BayKeH eTarl (BB BPb3Ka ¢
HpocieAsBaHe Ha JIeKapCTBeHaTa 0e30MacHOCT WM CBEXKAAHE Ha PUCKA 0 MUHUMYM).
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L I[OII'b.IIHI/ITeJIHI/I MEPKH 32 CBCKAAaHE HA PUCKA 10 MUHUMYM

1. [Ipurexatensat Ha pa3pemennero 3a ynorpeda (IIPY) tpsbsa na ceriacysa moapoOHOCTUTE
Ha Mporpama 3a KOHTPOJIMPaH JIOCTHII C HATMOHATHUTE KOMIIETEHTHH OpraHu U TpsOBa aa
MPUIOKH CbOTBETHATA MpOrpamMa Ha TEPUTOPHSITA Ha CTpaHaTa, 3a 1a TapaHTHpa, de:

o [Mpeau npeanucBane (KOraTo € MPUIOKUMO U ChIVIACYBAHO C HALIMOHATHUTE
KOMIIETEeHTHU OPTraHy - IPEIH OTIYCKaHETO) BCUYKH MEAUIIMHCKH CIETIHATUCTH, KOUTO
“MaT HaMepeHHe Ja MPeanIcBar (1 OTIyCKAaT) MOMAIUOMHU/] ca CHaOIeHH ¢
OOyunTeneH KOMIUIEKT 32 METUILIMHCKH CIICIHATINCTH, KOMTO ChABbpKA CIEAHOTO:

OO0yunrtenHa Oponrypa 3a MEAUIINHCKY CIIETIHATHCTH

OOyuuTenHN OpONIypH 32 MAITUEHTHUTE

Kaprtu Ha nauuenra

Dopmyiisipu 32 THGOPMHUPAHOCT OTHOCHO PHUCKA

WNudopmanus kbae ga ce HaMepu akTyanHata KpaTka xapakTepucTrka Ha MPOIyKTa

(KXII)

. TIPY tpsbBa na mpuioku mporpama 3a npeamnaspane ot opemenHocT (I1116) BB Besika
Ibpxkara wieHka. [TonpoonocTure Ha [1I15 TpsOBa na ca chriacyBaHu ¢ HAIMOHATHUATE
KOMIIETEHTHU OPTraHU BbB BCAKA IbpKaBa WICHKA U J1a C€ TPIIIOXKAT IIPEIH IMyCKaHEeTO Ha
JIEKapCTBEHUS MPOAYKT Ha Mazapa.

. IIPY Tpsi6Ba na ceriacyBa chabpkaHneTo Ha OOyUUTETHUS KOMILIEKT 33 METUIIITHCKI
CIICUAJIMCTU C HAINMOHAJTHUTC KOMIICTCHTHU OPraHyd BbB BCAKA AbpiKaBa YJICHKaA IMPEAN
MMyCKaHeTO Ha JIEKapCTBEHUs MMPOIYKT Ha Ta3apa U J1a TapaHTHpa, e MaTepUaInTe
CBHABPKAT OCHOBHHUTE €JIEMEHTH, KaKTO € OMICAHO T10-TI0ITy.

. IIPY Tpsi0Ba na ceriiacyBa MpUIIaraHETO Ha pOTrpaMara 3a KOHTPOJIUPaH JOCTHII BbB
BCSIKA IbpKaBa YJICHKA.

o O o o o

OCHOBHH eJ1eMEHTH, KONTO TPSAOBa JIa 0bAAT BKJIIOYEHH

Ooyuumenen KOMNJIEKm 3a MeOUWUHCKU CReUuaiucmu

OOy4nTeTHUAT KOMIUIEKT 332 MEAULIUHCKH CHELHUAINCTH TPSAOBa a ChIBPKaA CICAHUTE CIIEMEHTH:
Odyuumenna 6poutypa 3a MeOUUUHCKU CREYUATUCHU

e Kpatka nndopmaius 3a moManuaoMusm
e MakcumanaHa IpOIb/DKUTETHOCT HA MPEIITICAHUETO
o 4 cenMuLH 3a )KEHU C I€TEPOAEH IOTEHIUAI
o 12 cepMuiy 3a MBXKe U )KeHH 0€3 JeTepoieH TOTeHITAI
e HeoOxonumocTTa fa ce u30srea eKCro3unus Ha (eryca mopaan TepaToreHHOCTTa Ha
MOMAJIMJOMU/I I >KUBOTHH M OYaKBAaHUS TEPATOreHEH e(PeKT Ha MOMAINIOMH IPH XOpa
e PwKoOBOJCTBO 32 paboTa ¢ Onucrepa win kancynure [Tomanumomun Viatris 3a MeTHIMHCKH
CIIELIUAIUCTH U OOJHOTIEe1aun
e 3agb/DKEHHSA HA METULUHCKUTE CIEUATUCTH, KOMTO Bb3HAMEPSBAT /1a MPEANNCBAT WIH
OTIIyCKaT OMaJIMAOMUL
o HeobOxoguMocT OT npenocTaBsiHe Ha W3YEPHATENHN ChBETH U KOHCYJITAUA Ha
MAIUEHTHTE
o ToBa, ye manueHTHTe TPsAOBA M@ OBAAT CIIOCOOHU /1a CIIa3BaT U3UCKBAHUATA 32
Oe3omnacHa ynorpeda Ha MOMaIHIOMUI
o HeobxogumMocT 1a ce oCUTYpSAT Ha MALMEHTUTE CHOTBETHUTE O0yUHTEIHA Opolrypa 3a
IManmyreHTa, KapTa Ha IalyuCHTa /WY eKBUBAJIEHTEH UHCTPYMCHT

CnBeTH 3a 6630HaCHOCT, OTHACAIIHN CC 10 BCUYKH MAITMCHTH
0 OmnucaHue U JIeueHue npu TpOM6OI_[I/ITOHeHI/I}I, BKJIFOYHUTCIIHO YCCTOTA CIIOPE
KIIMHUYHU ITPOYy4YBaHUA
o] OmnucaHue U JieueHue Ha CbpJI€YHa HEAOCTATHYHOCT
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o  MecTHHE pa3nopen0H 3a OTIyCKaHe Ha MPEAIUCcaH MOMaIUIOMUI, ClICHU(MUIHH 3a
BCsIKa CTpaHa

o Bcuuku Hem3no3BaHu Kancynu TpsOBa Aa ce BbpHAT Ha (hapMalieBTa B Kpas Ha
JIEUEHUETO

o IlanueHTsT HE TPsIOBA Aa AapsABa KPHB [0 BpEME Ha JICUCHUETO (BKIFOUUTEIIHO MIPH
IIPEKbCBAHUS Ha MPUEMa) U 10 ITOHE 7 IHU CIIC/ CIIMPaHe Ha MpHeMa Ha
IMomanumomun Viatris

Omucanue Ha [1I1b 1 kaTeropusupale Ha MALMEHTUTE 0 MOJ U ASTEPOJACH MOTEHINAI
o AdjroputbM 3a npwiarane Ha [111b
o Omnpenenenue 3a xxeHu ¢ aerepojieH noternuan (KJPIT) u neficTBus, kKouto
MPEIMTUCBAIIHAT JICKap TPSAOBaA Jla TIPEANPUEME, aKO HE € CUTYpeH

CoBetu 3a 6€30MaCHOCT IPH JKEHU C JeTePOJIeH MMOTeHIIHA

o HeobxoaumocT na ce u3berne eKcro3uims Ha geTyca

o Omnucanue Ha [1I1b

o HeobxommmocT oT epekTrBHA KOHTpallenIHs (AOPH aKo JKeHATa € C aMeHOpes) ’
omnpeJeNeHue 3a eeKTUBHA KOHTPAIICTIIHSI

o AKO T UMa HY>K/a Jia IPOMEHH WM J1a CTIpe U3IMOI3BaHETO Ha HEWHUS METOJ 32
KOHTpAIeNIvsl, TS TpsAOBa fa nHpopMupa:
- IeKaps, mpeanucan HeifHaTa KOHTPAIICTIHsI, Y€ TS € Ha JISUYCHUE ¢ TIOMAITHIOMHU/T
- JeKaps, mpeanucail MOMaIuIOMUI, Ue TS € CIpsijla WM MPOMEHHIIA HEHHUS

METO/ Ha KOHTPAIICTIIHsI

o Cxema Ha TecTOBeTE 32 OPEMEHHOCT
= (CoBeT 3a MOAXOAIIN TECTOBE
= Tlpenu 3amovBaHe Ha JICYCHHETO
= [lo Bpeme Ha JieueHHETO B3 OCHOBA HAa METO/1a 32 KOHTPAIICTIIIHSI

= (Cnen kpas Ha JEUCHUETO

o HeobxomumocT ot He3abaBHO crimpane Ha [lomanmumomuy Viatris mpu chMHEHHE 3a
OpeMeHHOCT

o HeobOxoauMocT oT He3a0aBHO yBEIOMsIBaHE Ha JIEKYBAIIHS JeKap MPH MOJ03PEHHE 32
OpeMeHHOCT

e (CnBerH 32 0€30IaCHOCT MPH MBXKE
- Heo0xomumocT na ce n3berne ekcro3umnus Ha geryca
- HeobxoaumMocT fa ce U3Moa3BaT npe3epBaTUBH, aKO CEKCyaTHaTa UM MapTHbOPKa €
opemenna win e JXXJIPIL, kosito He n3mon3Ba eQekTHBHA KOHTpAUEHIHS (IOPH MBXKBT
J1a € C Ba3eKTOMHUSI)
. 10 BpeMe Ha JICUEHHETO C MOMATUIOMU
. 3a eJ[Ha CeJMMIIA CJIE]] OCIIeIHATa 1032
- Ye He TpsaOBa na gapsiBa criepMa Mmo BpeMe Ha JICUCHHUETO (BKIIOYUTEITHO TIPH
MPEeKbCBAHMS Ha TIpUeMa) U B IPOIBIDKEHUE Ha TIOHE 7 JHHM CJe] CIHPAHEeTO Ha
JICYEHUETO C TIOMATHIOMHU]]
- Ye HezabaBHO TpsiOBa Ja YBEAOMHU JICKYBaIIUs JIEKap, aKO MAPTHhOPKATa My
3abpemeHee, JOKaTo TOH MpreMa IMOMaTUIOMHU UM CKOPO CIIE/ KaTO € CIpsLI
npruemMa Ha TOMaTuIOMHU]]

e H3uckBauwus B ciyyaii Ha OpeMEHHOCT

o VYkazanus 3a He3a0aBHO MNpCyCTAHOBABAHC HA IOMAJIMAOMU ITPU MOAO3PCHUC 3a
6peMeHHOCT, IIpU MaruCHTHU OT )KCHCKU IOJI
o HCO6XOZII/IMOCT MaUEHTUTE 3aABJIKUTCIIHO J1a C€ HACOYBAT KbM JIEKAp

CIICIUaJIuCT UJIN C OITHUT B o0OyiacTTa Ha TEpATOJIOTHATA U HEHWHOTO
AUarHOCTUIHPAHC 3a OLICHKA U KOHCYJITalluA

o JlaHHU 3a KOHTaKT Ha MECTHO HHBO 32 He3a0aBHO ChOOIaBaHE Ha MOJI03UPaHa
OpeMeHHOCT
o dopmynsp 3a choOIIaBaHE HA OPEMEHHOCT
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L HaHHI/I 3a KOHTAKT Ha MCCTHO HHBO 3a C’BO6H_IaBaHe Ha HCXKCIaHN PCAKITMHI

Ooyuumennu oOpowypu 3a nayuenmume

OOyuntenHuTe OpOITYypH 3a MAMEHTUTE TPsiOBa Aa ObIaT 3 BUAA:

e bpornypa 3a MalueHTH OT KESHCKH TI0JI C IETEPOJICH NOTEHITNA U TSXHHS MAPTHHOP
e bporrypa 3a MalueHTH OT KESHCKHU I10JI 0€3 IETePOJICH MOTSHIINAT

e DBpomypa 3a manueHTH OT MBKKH O

Benuku o0yuutennu Opoirypu 3a NaueHTHTe TPsOBa 1a ChABPKAT CICAHUTE EIeMEHTH:

e Ue noManuaoMH[ € TEPATOTEHEH MPH KUBOTHU U CE€ OYAKBa J]a € TePaTOTEHEH MIPU Xopa

e Ue noManuaomMua MOXKe 1a TPUUMHHA TPOMOOLIMTONIEHUSI © HEOOXOIUMOCT OT PEAOBHH KPBHBHU
W3CIIEBaHUS

e OmucaHue Ha KapTaTa Ha MallMEHTa U HEOOXOAUMOCTTa OT Hes

e PpKOBOACTBO 3a paboTa ¢ HOMATUAOMH/ 3a MAIMEHTH, OOTHOTJIEIa4YH U YWICHOBE Ha CEMEHCTBOTO

e HanuoHnanuu win Apyry NPUIOKAMH KOHKPETHH Pa3opeaou 3a MpeANrucBaHe U OTIyCKaHe Ha
MOMaJIUAOMHL

e Ue nauueHThT HE TPsIOBa 1A 1aBa MOMAIMIOMUA Ha IPYTH JULA

e Ue nauueHTHT HE TPsOBa Aa HapsiBa KPbB MO BPEME Ha JICYEHUETO (BKIIOUUTETHO MIPH
MIPEKbCBAHUA Ha pUeMa) U MOHe 7 JHHU ClIe]] CIIUPAHETO Ha JIEYEHUETO C MOMATUAOMU

e Ue nauueHTHT TpsiOBa J1a YBEIOMH CBOSI JIEKap 3a MOSBATa HA BCIKAKBH HEXKEJIAHHU PEaKIIUU

e Bcuuku HEM3NOI3BaHM Kalcyiu TpsiOBa 1a ObAaT BEPHATH HA (apMalieBTa B Kpas Ha JICUCHHETO

B croTBeTHHTE O0YUHTETHH OpOIIypH 32 AIIMEHTUTE TPSAOBa a Ob/Ie peoCcTaBeHa U CIIeTHATa
uHpOpMALHS:

Bporirypa 3a maiMeHTH OT )KEHCKH T0JI ¢ ISTEPOJICH MOTCHIHAT

o HeoOxomumocT na ce u3derne eKcro3uims Ha geTyca

o Omucanwne nHa [111b

o HeobxoauMocT OT eheKTUBHA KOHTPALICIIIIHS U OTPE/ICeHUE 32 e(peKTHBHA KOHTPAIICTIIUS
o UYe ako TpsiOBa 1a MPOMEHH WITK CIIPE U3MOI3BAHMS METOJT 32 KOHTpAICMIIUs, TS TpsiOBa a

uHpOopMupa:
¢ Jlexapsi, mpeanuca KOHTpaLEeNIuATa, Y€ IpueMa HOMaTUI0MH]
¢ Jlexapsi, mpeanucan NOMaJIMAOMU, Y€ € CIIpsila WIM IPOMEHHIAa METoa Ha
KOHTpALIETIIHS

e (xema Ha TeCTOBETE 32 OpEMEHHOCT
o [lpenu 3amouBaHe Ha JCUCHUETO
o llo Bpeme Ha neueHHETO (BKIIOYUTEITHO TPU PEKHCBAHUS Ha TIpUeMa), IOHE BCEKU
4 ceaMuUITY, OCBEH B CIIy4ail Ha TOTBBp/IcHA TybapHa CTepUITU3aAIHS
o Cnen xpas Ha JICYCHHETO
o HeoOxoauMocT He3a0aBHO Jia ce CIpe MOMATUIOMUT TIPH MTOI03PEHKE 38 OPEeMEHHOCT
o HeoOxoauMocT He3a0aBHO J1a YBEJIOMH CBOS JIEKAP MPHU MOA03PCHUE 32 OPEMEHHOCT

Bporrypa 3a maieHTH 0T MBXKKH T10JT
e HeoOxoauMocT Ja ce n30erHe eKCro3uius Ha geryca
e HeobOxoauMocCT Jia ce U3MOJI3BAT MPE3ePBATHBH, aKO CEKCyallHaTa MAPTHHOPKA € OpEeMEHHA HITH
JKIIPTI, xosiTo He M3MoN3Ba epeKTUBHA KOHTpaLUENIHs (10pH aKO MBXBT € UMajl Ba3eKTOMUS)
o Ilo BpeMe Ha IE4YEHHETO C TIOMATHIOMHI (BKIFOUMUTENHO MPH MPEKHCBAHMS HA
nprema)
o llone 7 auu cnen mocnegHara g03a.
e Ue He3abaBHO TpsOBa Ja yBEJOMU JISKYBaIlHS JIEKap, aKo MapTHhOPKaTa My 3a0peMeHee
e Ue He TpsiOBa J1a apsiBa criepMa 1o BpeMe Ha JICUSHHETO (BKJIFOYHTENHO MPU NPEKbCBaHUS Ha
npremMa) ¥ B IPOIBbJDKEHUE Ha TOHE 7 JTHU Clie/l CIMPAHEeTOo Ha JEYEHHUETO C TOMAIHUIOMUL
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Kapma Ha nauuenma uiu eK6UeajieHmen UHCmpymernm

KapTaTa Ha ImanucHTa TpiI6Ba Ja CbAbpiKa CJICAHUTE CIICMCHTH!

° IToTBBpKIEHUE, YE € N3BBPIIEHA MTOAXOIAIIAaTa KOHCYITALUS

° JoxyMeHTHpaHe Ha JeTePOJHIS CTaTyC

° Ksanparde 3a oTMeTKa (FITH TTOTOOHO), KOSITO JIEKAPSAT IMMOCTaBA, 3a J1a TOTBBPIH, Y€ MAIUEHTHT
U3I0J13Ba e(DeKTHBHA KOHTpAIenIus (aKo € )KEeHa C ISTEPOJICH OTEHITHAN)

° JlaTu ¥ pe3yiTaTy OT TECTOBETE 32 OPEeMEHHOCT

Dopmynsapu 3a uHGOPMUPAHOCM OMHOCHO pUCKa

Tps6Ba xa nma 3 Buaa hopMyIsapu 3a HHOOPMHUPAHOCT OTHOCHO PHICKA:

° JKenu ¢ neTepoaeH moTEHIUAT
) JKenu 0e3 neTepoieH MOTSHIHAT
° ITarueHT OT MBXKKHU 10T

Bewnuku dhopmynsapu 3a ”HGOPMUPaHOCT OTHOCHO PHCKa TPSOBA Aa ChIBPIKAT CICTHUTE EICMEHTH:
- IpeIyTIPEXKICHUE 3a TEPATOTEHHOCT

- MAIUEHTHTE TOTy4YaBaT MOIXOIa KOHCYITAlUs IPeay 3al04YBaHe Ha JIEYEHUETO

- IOTBBPIKJIEHUE, Ye MalMeHThT pa3dupa prucka, CBbp3aH ¢ HoMaluIoMu 1 Ha Mepkute Ha [111b

- 1aTa Ha KOHCYJITUPAHE

- TaHHM 32 MAIUEeHTa, TOAMNC U 1aTa

- M€ Ha MpeaNUCBaIlNsA, TOINC U AaTa

- [IeJITa Ha TO3U JOKYMEHT, T.¢. criopen nocoueHoro B [I16: ,,l{enra Ha dpopmyssapa 3a
MH(QOPMUPAHOCT OTHOCHO PHUCKa € J1a Mpeana3y NaueHTHTE U eBEHTyalHUTEe (eTycH, KaTo
rapaHTypa, 4e MalueHTUTE Ca HAITbIHO HH(OPMHUPAHU U Pa30UpaT pUcKa OT TEPATOreHHOCT U IPyTH
HE)KEJIaHU PeaKiliy, CBbP3aHH ¢ yrorpedara Ha MOMaIuAOMII. T031 JOKYMEHT HE PEICTaBIsABA
JIOTOBOP ¥ HE OCBOOOXKIaBa HUKOTO OT HETOBUTE/HEHHHUTE OTTOBOPHOCTH, CBBbpP3aHH ¢ Oe30macHara
ynoTpeba Ha IPOAYKTa U MPEJOTBPATsABaHE Ha EKCIO3ULMS Ha (eTyca.”

DopmyIsipuTe 32 MHPOPMUPAHOCT OTHOCHO PUCKA 33 )KEHU C JICTEPO/ICH MOTEHIINAN TPSIOBa CHIIO J1a
BKJIIOYBAT:
o [ToTBBpXKICHHE, Ye TEKAPST € OOCH I CIETHOTO:
- Heo0XoAMMOCTTa Ja ce n30erHe eKCIOo3MLus Ha (eTyca
- aKo ¢ OpeMeHHa WM IJIaHKUpa Jia 3a0peMeHee, He TPsOBa Ja MprueMa MOMaTUuI0MHT
- 4e T4 pa3bupa He0OXOIMMOCTTA J1a U30ArBa ynoTpedaTa Ha MOMaIMIOMU/ IO BpeMe Ha
OpeMeHHOCT U Aa npwiara epeKTUBHU MEPKH 3a KOHTpalenuus 0e3 NpeKbCBaHe MOoHe
4 ceMHUITU MTPEN HAYAIOTO Ha JICYEHUETO, IPe3 IeNHs Kype Ha JICYCHUETO U TIOHE
4 ceaMuIH cie] Kpasi Ha JICYEHUETO
- Ye aKo ce HaJIOXKH Ja MPOMEHH WM IPEeKpaTu ynorpedara Ha U3MOI3BaHUS METOJ 3a
KOHTpaIEeNIus, TS TPOBa Ja yBEIOMHU:
" JIeKaps, MpeAnuca KOHTpalenuusaTa, ue npuema [omanmumomus Viatris
»  jekaps, npeanucan [lomamuaomua Viatris, ye e npekpaTuia Hin MpoMeHUIIa
W3I0I3BAaHHS METO/ 32 KOHTPALETILIHs
- Heo0XOJUMOCTTa OT TECTOBE 32 OPEMEHHOCT, TOECT MPEJI JieueHHe, TIOHE Ha BCEKU
4 cegMHMIH 110 BpeMe Ha JICUEHUETO U CJIE/ JIEYCHUE
- HeoOxoaumoctTa aa crpe [Tomanmunomuz Viatris HezabaBHO MpH MOI03peHNUE 32
OpemMeHHOCT
- HeoO0XOAMMOCTTA Ja Ce CBBPIKE C JIEKaps CH He3a0aBHO IIPH MOI03peHNe 32 OpPEeMEHHOCT
- 4e T4 He TpAOBa Ja JaBa JEKapCTBOTO HA APYTH JIMLA
- 4e T4 He TpsAOBa Ja JapsBa KPbB 110 BpeMe Ha JIEUEHHUETO (BKIIOYUTEIIHO PU
MPEKbCBAHNA Ha MPHUEMA) U B MMPOIBIDKEHIE Ha TIOHE 7 THU CJIE]] CIIUPAHETO Ha
TTomanmunomun Viatris
- 4e T4 TpsAOBa Aa BbpHE KaIlCYJIMTE Ha (hapMalneBTa cjie] Kpasi Ha JICYEHUETO

Dopmynapute 3a HHGOPMUPAHOCT OTHOCHO PUCKA 32 KEHU 0e3 JeTepOJIeH MOTEHINAN TPIOBa ChIIO
Jia BKJIIOYBAT:
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. TToTBBpIXKACHHE, Ye JIEKAPAT € 0OCH I CICTHOTO:
- ue T4 He TpsAOBa [1a JaBa JEKapCTBOTO HA APYTH JIMIIA
- ue T4 He TpsAOBa [a JapsABa KPBB 110 BpEME Ha JIEUYECHHETO (BKIIFOUUTEHO TIPH
MPEeKbCBaHMS Ha MTpHUeMa) U B IPOIBIDKCHNE HA TIOHE 7 JHU CJIe/ CIIMPAHETO Ha
IMomamumomun Viatris
- d4e Ts TpsAOBa J1a BhpHE KarCyauTe Ha (papMarieBTa ciieq Kpasi Ha JIEYSeHHUETO

Dopmyisipute 3a THPOPMUPAHOCT OTHOCHO PUCKA 33 MALIMEHTH OT MBXKKH OJI TPSIOBa CHILO Ja
BKJIIOYBAT:
o [ToTBBpXKICHHE, Ue TEKAPAT € OOCHIMI CICTHOTO:
- HEeoOXOAMMOCTTa Ja ce n30erHe eKcro3nius Ha (eTyca
- Ue MOMaJHIOMUJ C€ OTKPUBA B CEMEHHATa TEUHOCT U € He0OXOIUMO /1A CE U3IO0I3BAT
Mpe3epBaTuBH, aKO CEKCyalHaTa MapTHHOPKA € OpeMeHHa WITH € JKeHa C IeTepOJIcH
MOTEHIHAN, KOATO HE M3II0I3Ba €()eKTUBHA KOHTPALCTIIH (JIOPH aKO MBXBT € UMajl
Ba3eKTOMHSA)
- 4e TpsAOBa He3a0aBHO J1a YBEIOMH JICKyBaILUs JieKap, ako MapTHbOPKaTa My
3abpemMeHee, U BUHArH Ja M3II0JI3Ba IIPe3epBaTHB
- d4e He TpsAOBa Ja AaBa JIEKapCTBOTO HA IPYTH JIHIA
- Ye He TPpsAOBA Ja AapsiBa KPHB WM CIIEpMa T10 BpeMe Ha JICUEHHETO (BKIIOYUTEIHO MPH
NPeKbCBAHMS Ha IIPHEMa) H B TPOIBIDKEHHE HA TTOHE 7 THU CIIe]] CIUPAHEeTO Ha
[Momanumomun Viatris
- 4e mpabea 0a 8bpHe Kancyiume Ha gapmayeema cieo Kpas Ha ledeHuemo
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

ITomamuaoomuy Viatris 1 mg TBBpIU Kancyian
HIOMAaJIHIOMHT

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcska TBbpaa kancyina cbabpka 1 Mg noManuIoMusa.

| 3. CIIUCHK HA IOMOILIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

TBBpAM Kancyau

14 TBBpIN KATICYIH
14x1 TBBpOU KaICyIu
21 TBBpAM KaICyiH
21x1 TBBPIHU KarCyJu

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBbBEX/JIAHE

IlepopasiHo npuIIOXKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELHUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U TIOCET'A HA TEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOINUMO

MPEAYIIPEXXAEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce U3Mos3Ba o BpeMe Ha
OpeMEeHHOCT U KbpMEHE.
Bue Tps0Ba 1a usnbeanssare [Iporpamara 3a mpesmnassane ot 6pemeHHocCT 3a [Tomanumomus Viatris.

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIIEIIMAJIHU ITPEAITAZHU MEPKH ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

Hewnsnons3BanusT gexapcTBEH NPOIYKT TPSIOBA J1a ce BEPHE Ha (papMarieBTa.

11. NME N AJPEC HA IPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/23/1785/001
EU/1/23/1785/002
EU/1/23/1785/003
EU/1/23/1785/004

13. HHAPTUAEH HOMEP<, KOJAOBE HA JAPEHUETO U HA TIPOAYKTA>

[Taptuna:

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAILIMS HA BPAIJIOBA A3BYKA

[Momammmomuy Viatris 1 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

<JIByn3mepeH 0apKo[i ¢ BKIIOUEH YHHKaJCH WACHTH()UKATOP>

‘ 18. YHUKAJIEH WIEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA

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

BJIUCTEPHU

1. HUME HA JIEKAPCTBEHMA TPOAYKT

IMomamunomup Viatris 1 mg karcynu
HIOMAaJIIOMHT

2. HUME HA IIPUTEXATEJS HA PASPEHIEHUETO 3A YIIOTPEBA
Viatris
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT
EXP
4. INAPTUAEH HOMEP<, KOJAOBE HA TAPEHUETO U HA ITPOJIYKTA>

Lot

B JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Momanumomua Viatris 2 mg TBpIU Karcyiu
HIOMAaJIHIOMHT

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpAa Karcyna chappxka 2 Mg moManuaoMu.

| 3. CIIUCHK HA IOMOILIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

TBBpAM Kancyau

14 TBBpIN KATICYIH
14x1 TBBpOU KaICyIu
21 TBBpAM KaICyiH
21x1 TBBPIU KarCyu

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBbBEX/JIAHE

IlepopasiHo npuIIOXKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELHUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U TIOCET'A HA TEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOINUMO

MPEAYIIPEXXAEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce U3Mos3Ba o BpeMe Ha
OpeMeHHOCT U KbpMeHe. Bue TpsoBa na usnbiHsaBate [Iporpamara 3a npezmna3BaHe oT OpeMEHHOCT 3a
I[omanmunomun Viatris.

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE
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10. CIHHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

HewunsnonsBanusT nexkapcTBeH NPOLYKT TpsIOBa Ja ce BbpHE Ha (hapMalieBTa.

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

Viatris Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1785/005
EU/1/23/1785/006
EU/1/23/1785/007
EU/1/23/1785/008

13. HAPTUAEH HOMEP<, KOJAOBE HA JAPEHUETO U HA IPOAYKTA>

[MapTuna:

| 14.  HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HH®OPMAIIMS HA BPAMJIOBA A3BYKA

[Momanmmmomuy Viatris 2 mg

‘ 17. YHUKAJIEH HIEHTHO®UKATOP — IBYU3MEPEH BAPKO/|

<JIByn3mepeH 0apKo[i ¢ BKIIOUEH YHHKaJeH WACHTH()UKATOP>

‘ 18. YHUKAJIEH HIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

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

BJIUCTEPHU

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Momanunomun Viatris 2 mg karcynu
HOMAJIUIOMH

2. HUME HA IIPUTEXATEJS HA PASPEHIEHUETO 3A YIIOTPEBA
Viatris
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT
EXP
4. INAPTUAEH HOMEP<, KOJAOBE HA TAPEHUETO U HA ITPOJIYKTA>

Lot

B JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Homanumomua Viatris 3 mg TBpIU Karcyiu
HIOMAaJIHIOMHT

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpAa Karcyna chappxka 3 Mg momManuaoMu.

| 3. CIIUCHK HA IOMOILIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

TBBpaa Kancyna

14 TBBpIN KATICYIH
14x1 TBBpOU KaICyIu
21 TBBpAM KaICyiH
21x1 TBBPIU KarCyu

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBbBEX/JIAHE

IlepopasiHo npuIIOXKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELHUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U TIOCET'A HA TEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. JAPYI'U CHEHUAJIHU TPEAYIPEXIEHUSA, AKO E HEOBXOJINUMO

MPEAYIIPEXXAEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce U3Mos3Ba o BpeMe Ha
OpeMeHHOCT U KbpMeHe. Bue TpsoBa na usnbiHsaBate [Iporpamara 3a npezmna3BaHe oT OpeMEHHOCT 3a
I[omanmunomun Viatris.

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIHELHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

HewnsnonsBanusT gexapcTBEH NPOIYKT TPSAOBA J1a ce BEPHE Ha (papMarieBTa.

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

Viatris Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1785/009
EU/1/23/1785/010
EU/1/23/1785/011
EU/1/23/1785/012

13. HHAPTUAEH HOMEP<, KOJOBE HA JAPEHUETO U HA TIPOAYKTA>

[MapTuaa:

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

[Momanmumomuy Viatris 3 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

<JIByn3mepeH 0apKoJl ¢ BKIIOUEH YHUKaJICH WACHTH()UKATOP>

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

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

BJIUCTEPHU

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

[omanunomua Viatris 3 mg karcynu
HOMAJIUIOMH

2. HUME HA IIPUTEXATEJS HA PASPEHIEHUETO 3A YIIOTPEBA
Viatris
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT
EXP
4. INAPTUAEH HOMEP<, KOJAOBE HA TAPEHUETO U HA ITPOJIYKTA>

Lot

B JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMA TPOAYKT

ITomamunomun Viatris 4 mg TBBPIU Kancyian
HIOMAaJIHIOMHT

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpAa Karcyna chappxka 4 mg moManuaoMuz.

| 3. CIIUCHK HA IOMOILIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

TBBpaa Kancyna

14 TBBpIN KATICYIH
14x1 TBBpOU KaICyIu
21 TBBpAM KaICyiH
21x1 TBBPIU KarCyu

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBbBEX/JIAHE

IlepopasiHo npuIIOXKEHHE
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELHUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IOTJIEJA U TIOCET'A HA TEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOINUMO

MPEAYIIPEXXAEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce U3Mos3Ba o BpeMe Ha
OpeMeHHOCT U KbpMeHe. Bue TpsoBa na usnbiHsaBate [Iporpamara 3a npezmna3BaHe oT OpeMEHHOCT 3a
I[omanmunomun Viatris.

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIHELHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

Hewnsnons3BanusT gexapcTBEH NPOIYKT TPSIOBA J1a ce BEPHE Ha (papMarieBTa.

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

Viatris Limited
Damastown Industrial Park
Mulhuddart

Dublin 15

DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1785/013
EU/1/23/1785/014
EU/1/23/1785/015
EU/1/23/1785/016

13. HHAPTUAEH HOMEP<, KOJOBE HA JAPEHUETO U HA TIPOAYKTA>

[MapTuaa:

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

IMomanunomuz Viatris 4 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

<JIByn3mepeH 0apKoJl ¢ BKIIOUEH YHHKaJICH WACHTH(HUKATOP.>

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

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

BJIUCTEPHU

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

IMomamunomuy Viatris 4 mg karcymnu
HIOMAaJIIOMHT

2. HUME HA IIPUTEXATEJS HA PASPEHIEHUETO 3A YIIOTPEBA
Viatris
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJHOCT
EXP
4. INAPTUAEH HOMEP<, KOJAOBE HA TAPEHUETO U HA ITPOJIYKTA>

Lot

B JIPYTO
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Momanunomup Viatris 1 mg TBbpau Kancyu
Momanunomup Viatris 2 mg TBbpAU Kancy/u
Momanuaomup Viatris 3 mg TBbpAN Kancyau
Homamuaomun Viatris 4 mg TBbpAM KancyJ/au

momanugomus (pomalidomide)

Ouaksa ce [Tomamuaomug Viatris 1a npuYMHM TeKKH BPoaeHHU AeeKTH U MO:Ke J1a 10Bee 10
CMBPT HA IJI0AA.

e  He npuemaiite ToBa JI€KapcTBO, aKO CTe OpEeMEHHA HIIK CTE B CHCTOSIHUE Jla 3a0peMeHeeTe.

e  Bue TpsiOBa ga cra3Bare ChbBETUTE 32 KOHTPAIICIIIHUS, OIIMCAHU B Ta3H JIUCTOBKA.

IIpoyeTere BHMMATENHO UsIJIATA JMCTOBKA, IIPeAH 1A 3all0YHeTe 1A pueMaTte TOBa JIEeKapCTBO,

TBhH KaTo TS ChAbPKa BaxHa 32 Bac nndgopmanus.

- 3amasere Ta3u JUCTOBKa. MoKe /1a ce HaJO0XH Jia sl IPOYEeTeTe OTHOBO.

- AKO UMaTe HIKaKBH JTOMBIHUTEIHH BBIIPOCH, TonuTaiTe Bamms nekap, papmanent nin
MEIULUHCKA CECTpa.

- ToBa nekapcTBO € npennucaHo JudHo Ha Bac. He ro nmpeorcTbnBaiite Ha npyru xopa. To Mmoxe
Jla IM HaBpeIy, HE3aBUCHMO Y€ TPU3HAIIMTE Ha TIXHOTO 3a00JsBaHe ca ChIUTe KaTo Bammre.

- AKO TIONTyYnTe HAKAKBU HEXEJNaH! peaklny, yBeaomeTe Bamms nekap, GpapmareBt nin
MCIUIMHCKA CeCTpa. ToBa BK/II0UBa M BCUYKH BH3MOKHU HEXKeJIaHU pCaKknuumn, HCONMMCAaHU B
Ta3u JUCTOBKA. Brkre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakso mpencrasmnssa [lomanmunomun Viatris u 3a KaKBO c€ U3IIONI3BA
Kakso TpsiOBa ma 3naere, mpenu aa nmpuemere [lomanmmomuy Viatris
Kak na npuemare [Tomanmunomun Viatris

BBb3M0KHM HEXEIaHU pPEeaKIUU

Kak na cexpansBare [lomanmumomun Viatris

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacrasiasisa [lomaauaomua Viatris u 3a KakBo ce M310J13Ba

Kakso npeacrasasipa llomaauaomua Viatris

ITomanuaomun Viatris cbabprka aKTUBHOTO BEIIECTBO OMaTHIOMHU. ToBa JIEKapCTBO € CPOAHO HA
TaAIUAOMUI U ITPUHAJICIKH KbM I'pyIia JICKAapCTBa, KOUTO IMOBJIMABAT UMYHHATa CUCTEMA
(ecrecTBeHaTa 3aIlMTa HA OPraHU3Ma).

3a kakBo ce n3no3Ba [lomanuagomun Viatris
IMomanmumomuy Viatris ce u3mos3ea 3a JICUCHUE Ha Bb3PACTHH C BUJI PaK, HAPESUCH ,,MYJITHILICH
MHUEIOM .

IMomanumomuy Viatris ce u3mos3Ba Win 3aejHo C:
e JIBe IPYIH JIeKApPCTBa, HAPEUYCHH ,,00pTe30MUO" (BUI XUMHUOTEPATIEBTHYHO JICKAPCTBO) U

,»JIEKCAMeTa30H"* (MPOTHBOBB3MAIUTEIHO JIEKAPCTBO) IIPH XOpa, KOUTO ca IPOBEIH MOHE €THO
JPYTo JIeYeHNE — BKIIOYUTEIHO C JICHATMIOMHU],

WIH

o €/IHO JIPYro JIEKAPCTBO, HAPEUCHO ,,JEKCAMETa30H  [IPU XOpa, YAHTO MHUEJIOM CE€ € BIIOIINI,
BBIIPEKH Ue Te BeUe ca MMaJId Hali-MaJIKo JBa JIPYTH BUJA JICYEHNE, KOUTO BKJIIOYBAT
JICHATUIOMUA 1 O0pTE30MHO.
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KakBo npeacraB/isiBa MyJITHIICHHST MHeJIOM

MyNTHIIICHUST MUEJIOM € BHI PaK, KOWTO 3acsira onpe/iesieH BUI Oen KpbBHH KICTKH (HapeYeHH
»1a3MeHu KieTkn”). Te3n KIIeTKu ce pa3pacTBaT HEKOHTPOJIUPYEMO M CE HATPYNBAT B KOCTHUS
Mo3bK. ToBa BoaM 10 yBpekIaHe Ha KOCTHTE U OBOpenuTe.

MyNTHIUIEHUST MUEIIOM TI0 PUHIUT ¢ HeleuuM. Jledenuero, obade, MOXKe Jla HaMalli MPU3HANUTE U
CUMITOMUTE Ha 3a00JIBAHETO WU J1a TH HaKapa Ja U34e3HaT 3a Mepuo] OT BpeMe. ToBa ce Hapuya
,,OTTOBOD”.

Kak neiicra Ilomaauaomua Viatris

[Momamunomuy Viatris aeiicTBa Mo peaulia pa3inyHu HAYNHH:

e  KaTo CIIKpa Pa3BUTHETO HA MUEJIOMHUTE KIETKH

e KaTO CTUMYJIMpa UMyHHATa CUCTEMA JIa aTaKyBa PAaKOBUTE KIIETKU

e Karo crupa o0pa3yBaHETO HA KPhbBOHOCHU ChHJIOBE, 3aXPaHBAIIlH PAKOBUTE KICTKH.

IMonsara ot u3noissane Ha [Tomamuaomun Viatris 3aeauo ¢ 6opre3oMub U 1eKcaMeTa3oH
KoraTto momamumoMu/1 ce M3MoI3Ba ¢ 60pTe30MHUO U JeKCaMeTa30H MPH X0pa, KOUTO ¢a MPOBEIIH IMOHE
€JIHO JIPYTO JICYECHHE, TOW MOJKE Ja CIIPEe BIIOMIABAHETO HA MYJITHILICHHUSI MHEIOM:
e  KOraro MOMAIHIOMHI CE U3I0I3Ba 3a€HO ¢ OOPTE30MUO U IeKCaMETa30H, CIIMPa MosBaTa
Ha MYJITHILICHUS. MHEJIOM OTHOBO 3a MEpHoJI cpeiHo 10 11 Meceria — B cpaBHEHHE
ChC 7 Mecella 3a OHE3U MAIlMeHTH, KOUTO U3IOJI3BAT caMo OOPTe30MHO U JIEKCaMETa30H.

[Mon3ara ot u3non3Bane Ha [lomanumnomun Viatris 3aeHo ¢ jekcamMeTa3oH
KoraTo nomanngoMun ce u3mnoin3sa ¢ JeKcaMeTa3oH P X0pa, KOMTO ca MPOBEIIH IIOHE JIBE APYTH
JICYCHUA, TIOMAJIUAOMU I MOKE a CIIPC BJIOHIaBAHETO HAa MYJTUIIJICHUA MHUCIJIOM!
. KOTaTo MOMaJIHIOMUJI C€ M3I0JI3BA 3ae]THO C JEKCAMETa30H, CIIUpa NOsBaTa Ha MYJITHUILUICHUS]
MHEJIOM OTHOBO 32 IEPUOJ CPEIHO /10 4 Mecela — B CpaBHEHHUE ¢ 2 Mecella 32 OHE3H
HalMEHTH, KOUTO U3II0JI3BAT CaMO JCKCaMETa30H.

2. Kakso TpsdBa na 3Haere, npeau ga npuemere Ilomamnaomun Viatris

He npuemaiite Ilomanugomun Viatris:

e aKo cTe OpeMeHHa WM CMsITaTe, 4e MOXKe Jia CTe OpeMeHHa, WK TIaHupate Jia 3a0peMeHeeTe, Thid
kato ce oyaksa [lomanunomua Viatris na e Bpeaen 3a mioaa. (Mbxere 1 )KEHUTE, KOUTO
MpreMaT TOBa JIEKapCTBO, TPsAOBa /1a MpodeTaT TouKarTa ,,bpeMeHHOCT, KOHTpAIenus U KbpMeHe —
uH(OpMaIHsI 32 )KSHU B MBXKe” 10-1011Y)

® aKo CTe B ChCTOSTHHE J1a 3a0peMeHeeTe, OCBeH aKo CIa3BaTe BCHUKU HE0OXOJAUMH MEPKH, 32 Jia ce
npeanasuTe oT 3a0peMeHsBaHe (BUXKTE ,,bBpeMeHHOCT, KOHTpauenuys U KbpMeHe — HHpopManus 3a
JKEHU U MBKe”). AKO CT€ B ChCTOSTHUE J1a 3a0peMeHeeTe, MPU BCAKO MPEANICBAHE Ha JIEKAPCTBOTO
BamusT nekap 1ie 3anucBa, 4e HeoOX0AMMUTE MEPKH ca OWiiH B3eTH, U e Bu npenocTaps ToBa
NOTBBPXKICHHE

® AaKO CTC AJICPIMYHU KbM IMMOMAJIMIOMU UJIIU KbM HAKOSA OT OCTaHAJIUTC CbCTAaBKU Ha TOBA
nexkapcTBo (M30poeHu B Touka 6). OObpHETE ce 3a ChbBET KbM Baiuus nexap, ako MUCIIUTE, 4e MOXKE
Jla CT€ AJIEPTUYHH.

AKO HE cTe CUT'ypHU JIajli HIKOE OT TOPHUTE YCIIOBUS ce OTHAcs 3a Bac, monuTaiite Barmms nekap,
(dapMareBT WM MEIULIMHCKA cecTpa, peau na npuemete [lomanuaomus Viatris.

IIpenynpesxaenust ¥ NpeanasHu MEPKH

T'oBopete ¢ Bamus nekap, papManeBT WM MEJUIMHCKA cecTpa mpeau aa npuemere [lomanumomun

Viatris, axo:

e  HsIKOTa CTe UMald KpbBHU cheupeln. [1o Bpeme Ha nedenuero ¢ [lomanmumnomu Viatris Bue cte ¢
MIOBHUIIIEH PUCK OT 00pa3yBaHe Ha KPbBHH ChbCUPELU BB BEHUTE U apTepuuTe. Bamusr nexap
Moxe Ja Bu npenopbya ga npuemMare JOMIBJIHUTEIHH JIEKapcTBa (HanpuMep BappapuH) Uil 1a
Hamanu jno3ara [Tomammnomun Viatris, 3a 1a ce HaMaJu BEpOSATHOCTTA J1a TIOJIY4UTe KPHBHU
ChCUpELU.
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e  HIKOTa CTE MMAaJU ajJepruiHa peakiys, KaTo HanpuMep oOpuB, CbpOexk, OTOK, 3aMaiiBaHe MU
3aTpyJHEHO JHUIIaHe, JOKATO CTe MpHUEeMalIi MOJOOHH JIeKapCTBa, HApEUECHH TaTHIOMH/] WIN
JICHAITUIOMHUT.

e  CTE UMM ChpAEYEH HH(APKT, IMaTe ChpACYHA HEJOCTATHYHOCT, IMATe 3aTPyIHEHO JAUIIAHEe
WM aKo MyLIWTE, UMaTe BUCOKO KPBbBHO HAISITAHE WJIM BUCOKU HHMBA Ha XOJIECTEPOIIa.

e  pMare roJsiMo OO0 KOJIWYECTBO TYMOPH B ISUIOTO TSUIO, BKIIFOUUTEITHO M B KOCTHUS MO3BK.
ToBa Ou MOTJIO 1a TOBEJE IO ChCTOSHUE, IPU KOETO TYMOPHTE c€ pasnajaT U NpUINHIBAT
HeoOMYaliHM HUBA HAa XMMHUYHHU BEIIECTBA B KPBBTA, KOSTO MOXKE JIa IOBe e 10 ObOpedHa
HEJ0CTaThYHOCT. Bue Moxere na ycetute M HepaBHOMEpHO chpriebuene. ToBa cbeTosiHME ce
Hapu4a CHHIPOM Ha TyMOPEH pas3maf.

e  UMaTe WM CTe UMaJii HeBponaTus (YBpeKIaHe Ha HEPBUTE, IPUUUHSBAIIO U3TPBIIBAHE WIH
0oJka B pBIIETE WM CTHIIAIATA).

e  yMaTe WK cTe uManu xenaTut B undekuus. Jledennero ¢ [lomanuaomun Viatris moxe aa
aKTHBUPA OTHOBO BHpPYCa HAa XETATHT B npu manueHTy, KOUTO ca HOCUTEIH Ha BUPYca, KOETO Jia
JOBeJie 10 TIOBTOPHA MOsiBa Ha HH(MeKuuATa. Bammsr nekap TpsiOBa 1a MpoBepHU JaJIU HIAKOTa CTE
uMaiy xernatuT B undexuus.

o uMarte nin CTe uMajili B MUHaJIOTO KOM6I/IHa]_[I/ISI OT HSJAKOHU OT CIICOAHUTEC CUMIITOMMU: O6pI/IB Ha
JUIETO WK OOIIHUpeH 0OpHB, 3aUuepBeHa KOXKa, BUCOKA TEMIIEpaTypa, TPUIIOTIOA00HH
CHUMIITOMH, yBeNTMUEHH JTUM(QHU BB3JH (TIPU3HALIN HA TeXKKA KOXKHA peaKIysl, HapeueHa
JieKapcTBeHa peakuus ¢ eo3uHopuust u cucremun cumnromu (DRESS), nnu cunnpom Ha
JIEKapCTBCHA CBPHXUYYBCTBUTEIIHOCT, TOKCHYHA enuaepMaina Hekponusa (TEN) win cunapom
Ha CtubHC-J[)K0HCHH (SJS)). Bikre chino Touka 4 ,,Bp3MOKHU HEKETAaHU PEaKIIUK ).

BaxHo e na ce oTOenexu, ye NaueHTUTe ¢ MyJATHIUIEH MUEJIOM, JIEKYBaHH C IOMaJIHIOMUMA, MOTaT a
PasBUAT ZOIBIHUTEIIHO U IPYTH BUIOBE PaK, clefoBaTenHO Bammsar nekap TpsOBa BHUMATEIHO Aa
IIPELEHHU T013aTa ¥ pUcKa, Korato Bu npeanucsa ToBa JIeKapCTBO.

B koiiTo 1 12 € MOMEHT 110 BpeMe Ha JISYeHHUETO WIIH CJIe]] HeTo He3a0aBHO yBemoMeTe Barmms nexap
WJIM MEJMIIMHCKA CECTPa, aKO UMAaTe: 3aMbIJICHO 3peHHE, 3ary0a Ha 3pSHHEe WIH JBOWHO BHXKIAHE,
3aTPyJHEH FOBOP, CIA0OCT B PhbKa WK KpakK, MPOMSHA B TIOXOJIKATa MJIU MPOOJIEMU C PABHOBECHETO,
MOCTOSTHHA CKOBAaHOCT, HAMaJleHa YyBCTBUTEIIHOCT WIIH 3ary0a Ha YyBCTBUTEIIHOCT, 3ary0a Ha aMeT
i 00bpKaHOCT. BcHuky Te3u mpu3HAIM MOXKeE J]a ca CUMITTOMH Ha CEPUO3HO U TIOTEHIHAITHO
(aTayiHO 3200JIIBaHE HA MO3bKa, M3BECTHO KaTO NPOTPECHBHA MYyJITH(OKAIIHA JICBKOSHIIe(aronaTus
(TIMJT). AKo cTe uMau TakuBa CHMITTOMH TIpe/iu jiedeHuneto ¢ [Tomamumomus Viatris,
nHpopMupaiite Bamms nekap 3a BCska IpoMsHA B TAX.

B kpast Ha neueHneTo TpsIOBa 1a BhpHETE BCUUKW HEU3IOI3BAaHH KallCy/IH Ha (hapMaleBTa.

BpeMeHHOCT, KOHTpanenuus U KbpMeHe — HH(POPMAIUS 32 KEHU U MbKe

TpsiOBa 1a ce cra3pa CIeIHOTO, KaKTo € onucaHo B [Iporpamara 3a npejmna3saHe OT OpeMEHHOCT Ha
IMomanuaomuy Viatris. JKenure u Mmbkere, kouto npuemar [lomanuaomus Viatris, He TpsOBa 1a
3a0peMeHsIBaT WIH Ja Ch3JaBaT Jela, Thil KaTO ce 0YaKkBa MOMAaJHIOMHU Aa YBPEIH mmiona. Bue u
Bamust napTHbop TpsiOBa J1a U3Ioii3Bare e)eKTUBHU KOHTPAIICTITUBHU METO/IH, JIOKATO MPUEeMaTe
TOBA JICKAPCTBO.

Kenu

He npuematite [Tomanuaomua Viatris, ako cte OpeMeHHa, cMATaTe, Y€ MOKE Jia CTe OpeMEHHa, WU
TUTaHUpaTe OPEMEHHOCT, Thil KaTo Ce 0YaKBa TOBa JISKAPCTBO J1a yBpeau rmioja. [Ipenu 3anouBane Ha
JIEYeHUETO TPAOBa J1a KaxxeTe Ha Barms nekap, ako CTe B ChCTOSIHUE J1a 3a0peMeHeeTe, I0PU aKo
MUCJIATE, Y€ TOBA € MaJIKO BEPOSITHO.

Axo € Bb3MOXKHO J1a 3a0peMeHeeTe:

e Bue Tpsa0Ba 1a nsnon3sate eheKTUBHN KOHTPALENITUBHA METOIN B MPOJABIKEHUE HA TIOHE
4 cepMuIM IIPeaM 3all0YBAHE HA JICYEHUETO, [IPEe3 LUI0TO BpEMeE, I0KaTO IpUeMare JICYEHUETOo, U
1o TIOHE 4 ceqMUIM cie]l ciupaHe Ha jiedennero. ['oBopere ¢ Bamus nekap 3a Haif-nobpust
KOHTpalEeNTHUBEH MeTo 3a Bac.
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e  BCEKU BT, KoraTo Bammsr nexap Bu uznaBa perenta, Toi 11e npoBepsiBa Jayiu pa3oupare
HEOOXOAMMHTE MEPKH, KOUTO TPSAOBA Ja ce B3eMaT 3a IIPeIOTBpaTsIBaHe Ha OpEMEHHOCT.

e  Bamwsir nekap nie Bu HazHauM TecTOBE 32 OPEMEHHOCT MPEIU JICUCHUETO, TTIOHE Ha BCEKU
4 ceMUIM IO BpeMe Ha JICYEHUETO U TIOHE 4 CeJIMUIH Clie]] Kpasi Ha JICYEHUETO.

AKko 3a0peMeHeeTe BBIIPEKU MPEANa3HUTE MEPKU:
e Bue Tps06Ba 1a cipere JieueHUETO He3a0aBHO U BeJHAra Jia pasrosapste ¢ Bamus nexap.

Kvpmene

He e u3BectHo nanu [Tomanuaomuy Viatris nmpemMuHaBsa B kbpMata. Kaxkere Ha Bamms nekap, ako
KbpPMHUTE WIA UMaTe HaMepeHue 1a KbpMuTe. Bammsar nekap me Bu nocsBeTBa qanu 6u TpsioBao ga
MIPEeKpaTUTe WK Ja MPOIBIDKUTE KEPMEHETO.

Mpuxe
ITomamunomun Viatris mpeMuHaBa B YOBEIIKaTa CIiepMa.

o Axo Barmmara naptHrOpKa € OpeMEeHHa WK € B ChCTOSIHUE J1a 3a0peMeHee, Bue Tps6Ba ma
U3I0JI3BaTe IPEe3epBATUBH IIPe3 LIIOTO BPEMeE, 10KATO IpHeMare JEKapcTBOTO, U B
NPOIBDKEHUE Ha 7 JHU CIIeJ Kpas Ha JICUCHUETO.

o Axko Bamara naptapopka 3abpemenee, nokaro Bue npuemare [lomanunomun Viatris,
He3abaBHO yBenomerte Bamms nekap. Bammara napTasopka chio TpsiOBa He3a0aBHO /1a yBEIOMH
CBOS JIeKap.

Bue e Tps6Ba na napsiBaTe criepMa o BpeMe Ha JICYEHHETO U B IPOABIDKEHNE HA 7 JHHU CIIes Kpas Ha
JIEUSHUETO.

KpbBoaapsiBaHe H H3c/eIBaHUS HA KPbBTA

Bue He TpsiOBa 1a gapsBare KpbB 110 BpeMe Ha JICUSHHETO U B IPOIbIDKCHUE HA 7 IHU CJe]] Kpas Ha
JICUYCHHUETO.

[Ipenu u mo Bpeme Ha nedenuero ¢ [lomanmmaomuy Viatris me Bu 0bp1aT mpoBekaanu peIoBHH
KpBBHH U3cienBanus. ToBa ce mpaBH, Thil KaTo BareTo nekapcTBo MOXKe J1a MPUYMHM Ciajl Ha Opost
Ha KPbBHUTE KJIETKH, KOMTO IOMarar npu 6opbata ¢ uHdekiuu (0eyin KJIeTK) U Ha Opost Ha
KJIETKUTE, KOMTO TIOMAarar 3a CliMpaHe Ha KbPBEHETO (TPOMOOLIUTH).

Bammst nexap TpsOBa ga Bu Ha3HauM KpHBHU U3CIIEABAHUA:

° MIpeIn JICYCHUETO
° BCsIKA CEIMMIIA TIPE3 TbPBUTE 8 CEAMMUIIN OT JICUSHUETO
° TIOHE eVH IThT MECEYHO CIIE/I TOBA JIOTOTaBa, fokato nmpuemare [lomammmomuy Viatris.

B pesyunraT ot Te3u uzcnenBanus Bammst gexap Moke 1a kopurupa jgosara [lomanmunomun Viatris
WJIU J1a TIpEKpaTH JiedeHneTo. JIeKkapsaT Moxe ChINO J1a KOPUTHPA 03aTa Wi J1a CIIpe JIEKapCTBOTO
nopaju o010To By 31paBoCiIOBHO ChCTOSIHUE.

Jleua u roHOIIHN
IMomanuaomuy Viatris He ce mpernopbyiBa 3a yrnorpeda mpu jelia 1 ;HOIIH 1o 18 roauHu.

JApyrn nexkapcrBa u [lomamuaomun Viatris

Tps6Ba na kaxxere Ha Bamms siexap, GapmaneBT nim MeANUIMHCKA CECTPa, aKO IIpHeMare, HaCKOpo CTe
IIpUEMANI UM € Bb3MOXKHO J1a IIpUeMare ApyTH JekapcTBa. Tosa e Taka, Tl kaTo [lomanunomung
Viatris mosxe 1a HOBJIMsie HAYMHA, 110 KOWTO JEHCTBAT HAKOU JIPYTrH jJekapcTBa. OCBEH TOBA HAKOU
JpyTH JIeKapcTBa MOraT Aa MOBJIMAAT HaYMHA, 110 KoiTo neiictBa [lomanunomun Viatris.

[o-cneunanno kaxere Ha Bamus nexap, papmaneBT Wi MeIUIMHCKA CECTpa MPEIH JIa IpUEeMeETe
[omanuoomua Viatris, ako mpueMate HIKOE OT CIICAHUTE JIeKapCTBa:

o HSIKOHM IPOTUBOT'BOMYHH CPENICTBA KATO KETOKOHA30

o HSIKOM aHTHOMOTHLIM (HanpuMep UUNPO(IOKCAH, eHOKCALIWH)
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L HAKOH aHTUACTIPECAHTH KAaTO (bHYBOKcaMI/IH.

Ilodupane u padoTa ¢ MAIIHHH

Hsxou xopa MoraT 51a ce mouyBCTBaT yMOPESHH, 3aMasHU, J]a UM [IpUMaJiee, Ja ca 00bpKaHU WU T10-
MaJiko OauTeNHU, koraTo npueMat [lomanmunomuy Viatris. Ako ToBa ce cinyuu ¢ Bac, He mogupaiite u
He paboTeTe ¢ HUKaKBH WHCTPYMEHTH WIJIH MAITUHH.

Homanugomua Viatris cbabpska HATpUid
ToBa nexapcTBO chABPKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha Kamncyna, T.e. MOXKe /1a ce Kaxe, 9e
MPAKTHYECKH HE ChABPKA HATPHIA.

3. Kak n1a npuemate Ilomanugomun Viatris
Iomamunomun Viatris TpsiOBa na Bu ce maBa OT Jiekap ¢ OIHKT B JICYCHUETO HA MYJITHILICH MHEIIOM.

Bunaru npuemaiite Bamute nekapcTBa ToUHO KakTo Bu e kazan Bamusr nekap. AKo He cTe CUTYypHU
B HEIIO, monuTanTe Bamus ekap, GpapMarieBT Wikl MEAUIIMHCKA CECTpa.

Kora na npuemare Ilomanuaomua Viatris ¢ aipyru jJgekapcraa

Homamumomun Viatris ¢ 6opre3omud u gexcaMerasox
o BukTe MTUCTOBKHTE, IPEIOCTABCHH C OOPTE30MHUO U IEKCAMETa30H, 32 JOMbJIHUTEIIHA
nH(pOpPMAIU OTHOCHO TSAXHATA yrmoTrpeda u eexTH.
o IMomanuaomun Viatris, 6opre30Mub 1 JeKcaMeTa3oH ce MpUeMaT Ha JIe4eOHN UKIU. Beeku
UK Ipobokasa 21 auu (3 ceamuiin).
. [MorneaneTe naneHara Mo-a01y cXema, 3a Jia BUJUTE KaKBO Ja pUeMare B KOH JieH OT
3-ceIMUYHUS UKD
o Bceku sieH noriexaaiTe cxemara, 3a Ja HAMEpUTE TOUHUS JICH U J1a BUIUTE KOH
JIeKapCTBa J]a IpUEMeTe.
o) Hsxou nuu Bue npuemare Bcuukute 3 JiekapcTBa, HIKOM JTHU caMo 2 WM 1 JIeKapcTBo, a
B JIPYTH JIHH HE TIPUEMATE HUIIIO.
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IHOM: ITomamumomun Viatris; BOP: boprezomu6; AEKC: [lekcamera3on

Huxba 1 no 8 Huxba 9 u ciaexpamm
HNme Ha JlekapcTBOTO HNme Ha JIeKAPCTBOTO
Jen IIOM BOP JEKC Jlen IIOM BOP JEKC
1 v \ \ 1 \ \ \
2 \ \ 2 \ \
3 \ 3 \
4 \ \ \ 4 \
5 | ¢ 5 v
6 \ 6 \
7 v 7 v
8 v v ¢ 8 v ¢ ¢
9 v v 9 v v
10 \ 10 \
11 v v v 11 v
12 v v 12 v
13 \ 13 \
14 \ 14 \
15 15
16 16
17 17
18 18
19 19
20 20
21 21
° Crient 3aBbpIIIBaHE Ha BCEKH 3-CEIMHUYCH ITUKBJI, 3aTI0YHETE HOB.
IMomanumomuy Viatris caMo ¢ JeKcaMeTa30H
. BmxTe nucToBKAaTa, MPEOCTaBEHA C JICKCAMETa30H, 32 JIOMBJIHUTEIHA HHOpMAaIHs 32
HeroBata ynorpe0a u eexTu.
. IMomanumomus Viatris u qekcaMeTa3oH ce mprueMar Ha JiedeOHH KN, BCeKH IUKBIT € ¢
MPOABIDKUTEITHOCT 28 MHY (4 ceaMuIn).
. [MorneaneTe naaeHara Mmo-a0/1y cCXema, 3a Jia BUJUTE KaKBO Ja IpUeMare B KOi JieH OT 4-
CCIMHUYHMUS LIUKBII:
o) Bceeku nen nornexaaiite cxemara, 3a Jla HAMEPUTE TOYHUSA JIEH U Jla BUJIUTE KOU
JIeKapCcTBa Jia IpueMere.
o Hskou nHu npuemare u JABeTe JICKapCTBa, HIKOW JIHU caMo | JIeKapcTBO, a B IPYTH JTHU

HE IpueMaTe HUIIO.

62



IMOM: ITomamunomuy Viatris; IEKC: JlekcameTazoH

HNme Ha
JIEKapPCTBOTO
IMIOM | JTEKC
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o Cren 3aBbpIIBaHE HA BCEKU 4-CEIMIUCH ITUKBII, 3aIOYHETE HOB.
Kouxko Iomamuaomua Viatris 1a mpuemare ¢ APyru JekapcTea

[Momanumomuy Viatris ¢ 6oprezoMud u neKkcaMeTa3oH

. I[IpenoppuntentaTa HadanHa no3a [omamumomun Viatris e 4 mg Ha zieH.

. [IpenopburTeHaTa HaYaHa 1032 6opTe30Mub 11e Obje onpezeneHa oT Bamms jgekap B3
ocHoBa Ha Bamero Terno u pwer (1,3 mg/m? TenecHa moBBPXHOCT).

. [IpenoppunTeHaTa HaYaHa 1032 JekcameTa3oH ¢ 20 Mg Ha aeH. Ako o0ade cTe Ha Bb3pacT

HaJ 75 roJIHY, PEeNopbhYUTEIHATa HavanHa j1o3a ¢ 10 mg Ha aeH.

INomanumomus Viatris camo ¢ JeKkcaMeTa3oH

. [Ipenopbuurennata nosa [lomanumpomun Viatris € 4 mg Ha jeH.

o [IpenopbunTenHaTa HavyaIHa 103a JekcaMmeTa3oH € 40 mg Ha neH. AKo o0aue cTe Ha Bb3pacT
HaJl 75 roJIHY, PEeNopbhYUTEIHATa HavanHa j1o3a e 20 Mg Ha JeH.

Moxe na ce Hanoxxku Bamust nekap na Hamanu no3ara [lomamunomus Viatris, 6opTe3oMu0d mim
JIeKcaMeTa30H WX JIa TPEeKpaTH MpreMa Ha €HO WM [TOBEYe OT Te3M JIeKapCcTBa Ha Oa3ara Ha
pesyarature oT Bamure KppBHU H3ciaeaBaHus, 0010TO By cheTOsSIHIE, IpyTH JIeKapcTBa, KOUTO MOXKE
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Oou npuemare (Harmp. HUIpodIOKCalliH, CHOKCAIIMH U ()JIyBOKCAMHH) M aKO MOJIYYUTE HEKETaHH
peaKIuu OT JICYCHUETO (0COOEHO OOPUB HUITH OTOK).

AKo cTpagarte OT YepHOApOOHH WK OBOpedHH MmpodiaeMu, Bamust nekap e npoBepsiBa MHOTO
BHUMATEJIHO ChCTOSIHUETO By, 10KaTO mpreMaTe TOBa JIEKapCTBO.

Kak n1a npuemate Ilomanugomun Viatris

o He uynere, He oTBapsiiTe U HE ABBUYETE KalCyJInuTe. AKO Ipax OT CUyIEeHa KarcyJa MomnaHe
BBPXY KOXaTa, U3MUHTE KO)KaTa He3a0aBHO M OOMIIHO ChC CaIlyH U BOJA.
o MeauumHCKATE CIIEIHATUCTH, OOJHOTIIEAaYNTE U WICHOBETE Ha CEMEWCTBOTO TpsOBa 1a

M3IIOJI3BAT PHKABUIIM 32 €HOKpATHA YyHIOTpeOa, Koraro paboTsT ¢ OIMcTepa W KanCyJIuTe.
Crnen ToBa phKaBUIIMTE TPIOBa Ja C€ CBAJIAT BHUMATEIHO, 3a J1a CE MPEIOTBPATH KOHTAKT C
KOXara, Jia Ce MOCTABAT B MOJMETUIICHOBA TOPOMUKA ¢ "M U J1a Ce U3XBBHPIIAT B
CHOTBETCTBHE C MECTHHTE M3UCKBaHUs. [locie priere TpsOBa 1a ce u3MUAT 100pe ChC CaIlyH H
Boja. JKeHu, KOUTO ca OpeMEHHH WM MOI03UParT, 4e MOXKe J1a ca OpeMEeHHH, He TpsOBa J1a
paboTAT ¢ 6IUcTepa MK KarcyJuTe.

. I'barTaliTe KancyJIuTe HEny — 3a IPEANOYUTAHE C BOAA.
o MoskeTe 1a mpuemare KarcyJIuTe Che Wik 0e3 XpaHa.
o [Tpuemaiite [Tomanmumomun Viatris mpuOIM3UTEIHO MO €JHO U CHILO BPEME BCEKHU JICH.

3a ;ma u3BaAMTE Karcysara oT OJMCcTepa, HATUCHETE caMo €IWHUS 1 Kpaid, Taka 4e fja mpobue
¢donroTo. He HaTuckaiiTe B cpefiaTta Ha KarcyiaTa, Thi KaTo Taka TS MOXeE Jia Ce CUYIIH.

Nanyj /7%33/ “\y% - :
ﬁ /
N N
e
> ’d
Barmmst nmekap e Bu mochBeTBa Kak U kora jaa npuemate [Tomammmomus Viatris, ako mmare
0BOpeyHH MPOOIIEeMH U TIOTyYaBaTe AUAIU3HO JICUSHHE.

IMpoabmkuTeaHocT Ha Jedyenuero ¢ [lomanunomun Viatris
Bue Tps6Ba qa npoapinKuTe IUKIATE Ha JIeYeHUe, [okato Bammsar nekap Bu kaxe na cripere.

AKoO cTe MpueJaH MoBe4ye OoT HeodOxoauMaTa no3a Ilomanunomun Viatris
AKO cTe npuenu nmosede oT HeoOxoaumara j03a [Tomanumomun Viatris, roBOpeTe ¢ Jiekap Hiu
BeJHara otuzere B OonHuIa. B3emere onakoBkara Ha JIEKapcTBOTO ChC cede CH.

Axo cTe npomycHaau 1a npuemere [lomanunomun Viatris

Axo cte nponycHanm na npuemete [lomamunomun Viatris B IeH, B KOWTO TpsiOBa Ja T0 IpUeMeTe,
B3EMETe CIe/IBaIllaTa Karcysa KakTo OOMKHOBEHO Ha ciiesiBainus JeH. He yBennvaBaiite Opost Ha
NpUEMaHHUTE KaTlCyJiH, 3a ]a KOMIICHCHpATe TOBa, Y€ CTEe MPOIyCHAIN 1a npueMeTe [lomanuaomus
Viatris mpeumiHus JIeH.

AKO UMare HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bamms nekap uim dapMarieBT.
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4. Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIIAHU PECAaKIIUH, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

Cepno3HH HeKeJIaHU peaKIuu

Cnperte n1a npuemate Ilomanugomua Viatris m He3a0aBHO moceTeTe JieKap, aKo 3a0ejie;KuTe

HSIKOU OT CJIeTHUTE CEPHO3HU HeKeJIaHH PeaKI[uu — MO2Ke /Ia ce HY:K/IaeTe OT CIelIHo

METUIINHCKO JeYeHHe:

o Bucoka temrmieparypa, BTpucaHe, Bh3MAICHO T'hPJI0, KallTuIla, aTH B yCTaTa WIH HIKAKBU
JIPYyTH MpU3HaIK Ha MHQEKIus (AbDKalia ce Ha MOHKEH Opol OeNTM KPhBHU KJIETKH, KOUTO CE
0opsAT ¢ MHPEKITNHTE).

o KpbBonznuB winn nocuHsBaHe 03 MpUYNHA, BKIIOYUTETHO KbPBEHE OT HOCA U KbPBEHE OT
YyepBara WM cToMaxa (IbJDKaly ce Ha e)eKTH BbPXY KPpbBHUTE KIETKU, HAPEUCHU
TPOMOOILIUTH).

o VYckopeHo nuiaHe, yCKOPEH IyJic, BUCOKA TeMIepaTypa U BTpUCAHe, OT/IeNITHE Ha MHOTO

MaJIKO WJTM Ha HUKAaKBO KOJIMYECTBO YpHHA, Ta/IeHe M MOBPBINaHe, 00bPKaHOCT, Oe3Ch3HAHHE
(mopanu uHQEKsI Ha KPhBTA, HApEUeHA CETICHC WIH CENTHYEH IIOK).

o Texka, yHopuTa Win KbpBaBa Tuapus (€BEHTyallHO ¢ OOJIKM B CTOMAaxa MM BUCOKA
Temreparypa), IpuunHeHa ot 6aktepus, Hapeuena Clostridium difficile.

o Bonka B repanTe uiu 60JKa U MOAyBaHe Ha Kpaka, 0COOCHO OT KOJISTHOTO HAI0JTy WIIU B
npacena (MPUIUHEHN OT KPBBHU ChCHUPEIIN).

o 3anyx (mopaau cepruo3Ha rphJaHa HHPEKIUS, Bb3MalicHUE Ha OeIuTe Apo0oBe, Chp/IcUHa
HEIOCTATHYHOCT WK KPHBEH CHCUPEK).

o OTOK Ha JIMIIETO, YCTHUTE, €3UKa U I'bPIOTO, KOETO MOXKE Ja 3aTPyTHH JHUIAHETO (TTOpaan
CEpUO3HU BUJIOBE ANEPTUUHH PEAKIINHU, HAPEUCHU aHTHOeIeM U aHA(UIAKTHYHA PEaKIIUs).

o Hskou BuoBe pak Ha KoKaTa (CKBAMO3HOKJICTHYCH KapIIMHOM U 0a3aTHOKIICTHYCH KapIUHOM),

KOMTO MOTAT Jia IPUYMHAT IPOMEHH BbB BBHIIIHUS BUJl Ha KOYKaTa UK 00pa3yBaHHs 10
KOXaTa. AKO YCTAaHOBUTE HSKaKBH MPOMEHH 110 KoxkaTa Bu, nokaro npuemare [lomanugomun
Viatris, mpu mbpBa Bb3MOXKHOCT HH(popMEpaiiTe Barus ekap.

. [ToBTopHa MosiBa Ha XenaTuT B nHdeKIms, KOeTo MOXe 2 IPUYNHHU MOXKBITIBAHE HA KOXKATa U
OYHTE, OL[BETSBAHE HA ypHUHATa B ThMHO Ka()siBO, KOpeMHa 00JIKa BISCHO, BUCOKA TeMIlepaTypa
¥ rajieHe Win noBpsinane. Mupopmupaiite He3abaBHO Bams nekap, ako 3a0eIe)KuTe HIKOU OT
TE3U CUMITTOMH.

o OOmmmpeH oOpuB, BUCOKA TeJIECHA TeMIIepaTypa, YBEIMUeH! TUM(HH BB3IIU U 3acsATaHe Ha
JPYTH OpraHu (JIeKapCTBEHA PEaKIHs C €O3MHOPIIHNS M CHCTEMHH CUMITTOMH, U3BECTHA OIIIE
karo DRESS wnu cuHIpom Ha jiekapcTBeHa CBPbXUYyBCTBHTEIHOCT, TOKCHYHA €MHACPMAITHA
HEeKpoJH3a Wik cuHApoM Ha CtuBbHC-/[)koHCHH). Cnipere ynoTpebdara Ha MOMAIUIOMUL, aKO
pa3BHeTe Te3U CUMITOMH, M CE CBBbpiKeTe ¢ Bamus siekap mim He3a0aBHO NOTHPCETE CICNIHA
MeIUIMHCKa TToMoII. BrkTe chbIio Touka 2.

Cnperte n1a npuemate [lomanugomun Viatris u He3abaBHO moceTeTe JieKap, ako 3a0€NeKUTe HIKOU
OT CIJICJIHATE CEPUO3HU HEXKEIaHHU PEaKIIUN — MOKE JIa ce Hy)KJaeTe OT CIEeITHO METUIIMHCKO JICYCHNE.

Jpyru HexelaHH peaKIuu

Mmuoro yecTH (MoraT Ja 3acerHar mosede ot 1 Ha 10 mgymm):

3agyx (muctiHes)

Wudekun Ha 6enute 1podoBe (MTHEBMOHUS U OPOHXHT)

Wudexnum Ha HOCA, CHHYCHUTE U I'bPJIOTO, IPUYWHEHN OT OAKTEpUH WIIH BUPYCH

I'punonogo06HU cCUMITTOMU (TPHIT)

Hucbk Opoii yepBeHN KPBBHH KIETKH, KOETO MOXeE Jia IPUINHHI aHeMHs, BOJIeIa 0 yMopa 1

ciaboct

o Hucku HYBa Ha KaJnii B KPBBTA (XUITOKAIMEMHS), KOETO MOKE Jla IPHYMHHM ClIab0CT, MYCKYJTHH
KpaMIli, MyCKYJIHU OOJIKH, ChbpLieOMeHe, M3TPhIIBaHEe WK 0€34yBCTBEHOCT, IUCITHES, IPOMEHU
B HACTPOCHHUETO
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Bucoku HUBa Ha KpbBHATA 3aXap

VCKOpEeH U HepaBHOMEPEH Chp/ICUeH PUTHM (IIPEACHPIHO MBKICHE)

3ary0a Ha aneTuT

3anek, Auapusi WM rajcHe

IToBpbiane

Kopemna 6onka

Jlunca Ha eHeprus

TpynHo 3acniuBaHe U 4ecTo OyneHe

3amasHOCT, TPEMOpP

MyCKyJTHH cnia3mMu, MyCKYJTHa c1a0oCT

Bonka B koctuTe, 60Ka B IHpOa

Be3uyBcTBEHOCT, M3TPBIIBaHE WM yCEIIaHe 3a MapeHe Mo KoxkaTa, O0JKU B phLIETE WIN
crhpnanara (mepudepHa ceH30pHa HEBPOIIATHS )

OtTuyaHe Ha TSUI0TO, BKIFOYMTEIHO OTHYAaHE HAa PHIETE WM Kpakara

. OO6puBH

. WNHdexnns Ha MUKOYHNUTE MBTHIIA, KOATO MOXeE Jia IPUYMHH yCeIl[aHe 3a MapeHe MpH
YPUHHUPAHE UK MOTPEOHOCT OT MO-YECTO YPUHUPAHE.

Yecrn (MoraTt na 3acernat fo 1 Ha 10 gymm):

. ITagane
. BrrpedeperneH KpbBOU3IUB
. [TonmxkeHa criocoOHOCT 3a ABMKEHHUE WITH MOHMKEHA YYBCTBUTEIHOCT Ha JUIAaHUTE, PBLETE,

CThITaNIaTa U KpakaTa Mopaju yBpexaaHe Ha HepB (repudepHa cCeH30MOTOpHA HEBPOIIATH)

be3ayBcTBEHOCT, CHpOEXK 1 yCelllaHe Ha UIITHYKY 10 KO)KaTa (TrapecTesws)

CBETOBBPTEXK, 3aTPyTHSBAIL H3IIPABIHETO U HOPMAIHOTO JIBH)KEHHE

OtnyaHe nopaan 3aIbpKaHe Ha TEYHOCTH

KonpueHa Tpecka (ypTuxapus)

Copbex 1mo xKoxkaTa

Xeprmec 30cTep

Copaeued nHdpapkT (00s1Ka B I'bpIUTE, pa3npoCTpaHsIBalla ce KbM PBhLETE, BpaTa, YeiocTTa,

yCelllaHe 3a M3MOTABaHE U 33/IbXBaHE, TaJICHE U MOBPBIAHE)

I'pbnna Gonka, rpbaHA HHGEKINS

o [ToBuIIEHO KPHBHO HAJIATAHE

o Criaz eZTHOBpPEMEHHO B Oposi Ha YEPBEHUTE U OENNTE KPBBHU KIETKU M TPOMOOLIUTHTE
(manuToNeHus ), Koeto Bu npaBu mo-Tpepa3nonokeHy KbM KbpBeHE U 00pa3yBaHe Ha
cuHUHU. MOXe J1a 4yBCTBaTe yMOpa ¥ ciabocT, Aa He Bu goctura Be3ayX H j1a CTe 1Mo-
MPEIPA3NOI0KEHH KbM UHPEKITUU

o Hamanen Opoit Ha mumdorTrTe (BUI 61 KPBBHU KJIETKH), Y€CTO IPUYMHEH 0T HHPEKIUS
(mmdonenus)

o Hucku HUBa Ha MarHe3ui B KPbBTA (XUIIOMarHe3ueMus ), KOETO MOXKe Jja MPUIHHU YMOPa,
o01ma ciadboct, MyCKYJITHH KpaMITH, Pa3apasHUTETHOCT U MOKE J1a JIOBeJIe 10 HUCKH HUBA Ha
KaJIIUi B KPBBTA (XUIOKAJIIMEMHS ), KOETO OT CBOS CTpaHa MOXKE Jla IPUYMHH 0€34yBCTBEHOCT
W/WIIM U3TPBIIBAHE HA JUIaHWUTE, CThIIaNaTa WIH YCTHUTE, MyCKYJIHH KPaMIIH, MyCKYJTHA
ciaboct, mpuMasiBane, OObPKaHOCT

o Hucku HuBa Ha docdat B kpbBTa (xurnodocdaremus), KOETO MOXE Jia IPUIUHI MYCKYJIHA
€1a00CT W pa3Apa3HUTEIHOCT HIIH 00BPKaHOCT

o Bucoku HuBa Ha KaJIUii B KpbBTa (XUNIEPKATLUEMHS), KOETO MOXKE J1a MPUYMHH 3a0aBsiHE Ha
pedrnekcnute 1 C1aboCT B CKEJIETHATa MyCKyJIaTypa

o Bucoku HuBa Ha Kalluil B KPbBTa, KOETO MOJXKE J1a MPUYMHM HAPYLIEH ChPJIeYeH PUTHM

o Hucku HuBa Ha HaTpUil B KPBBTA, KOETO MOXKE Ja MPUYMHHU YMOpPa U 00BPKaHOCT, MyCKYJIHU
TUKOBE, TIPUMAIbIIN (ENIIEIITHYHN I'bPYOBE) WA KOMa

o Bucoky HUBa Ha MUKOYHA KWCEIMHA B KPHBTA, KOETO MOXKE JIa IPUYMHK (opMa Ha apTpHT,
HapeveHa rnojarpa

o Hucko kpbBHO HayAIraHe, KOETO MO>KE /14 MPUUMHM 3aMastHOCT WJIM NPUITaTbK

o PaspansBane uiam cyxoTa B ycrara
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[Ipomenu BBB BKyca

ITonyT xopem

YyBCTBO Ha OOBPKAHOCT

[ToTucHaTOCT (ACTIPECUBHO HACTPOCHUE)
3ary0a Ha Ch3HAHHE, IPUIIATBK

Iepne Ha okOTO (KaTapakTa)
VBpexnane Ha ObOpenuTe
HeBBb3MOXHOCT 3a ypUHHpaHE
OTKJIOHEHUS B pe3yITaTHTE OT YSPHOAPOOHO U3CIICIBAHE
bonka B Taza

3ary0a Ha TerJo.

Heuectu (Morar na 3acernar go 1 va 100 mymm):

. HNucyar

. Bo3nanenune Ha yepHUS Apod (XEmaTuT), KOSTO MOXKE Ja MPUINHU ChPOEK 10 KOXKATa,
MOXKBJITSBAHE HAa KOXaTa U OslaTa 4yacT Ha OYnTe (OKBJITEHUIIA), OJICH HA IBST U3NPAKHCHUS,
OIIBETCHA B TBMHO YpHHA M KOPEeMHA 00JIKa

o Pasnamane Ha pakoBH KJIETKH, BOACLIO 10 OCBOOOXKJaBaHE Ha TOKCUYHU ChEIMHEHUS B KPBHBTA
(Tymop-nuzuc cunapom). ToBa Moxe 1a moBene 10 OLOpeYHH MTPOOIEMHU.
o HenmocrarpyHo akTHBHA IIMTOBUIHA XKJIE3a, KOETO MOXKeE J1a IPHYMHHI CUMIITOMH KaTo yMopa,

JeTaprusi, MycKyJjHa ci1abocT, 3a0aBeH ITyJc, yBelInuaBaHe Ha TEerJIOTO.

C Heu3BecTHA 4ecTOTa (OT HATMYHHUTE JTAHHU HE MOXKE Ja Ob/le HarpaBeHa OI[eHKa Ha 9YeCTOTaTa):
. OTXBBpJIIHE Ha TPAHCIIAHTUPAH OpraH (KaTo HAIPUMEP ChPIIC WIH YePEeH IP00).

Cho0maBaHe HA HesKeJIAHH PeaKINu

AKXO ToITyunTe HAKAKBU HEXKEJIAHU JICKAPCTBEHN PEaKLUH, yBeoMeTe Bamms iexap, hapmaneBT wim
MeIUIuHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH BE3MOYKHU HEOIMCAHH B Ta3H JIMCTOBKA HEKEIIAHH
peakiy. MoxeTe ChII0 a ChbOOIIUTE HEXKENaHU PEeaKUU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32
cboOmmaBane, nocoueHa B [Ipunoxenue V. Karo cro0maBare HexemaHn peakluy, MOKETe J1a JaJieTe
CBOSI IPMHOC 3a NOJTyYaBaHe Ha MOBeYe HH(POPMAIMS OTHOCHO 0€3011acHOCTTA Ha TOBA JICKAPCTBO.

5. Kak n1a coxpansiBare Ilomanugomun Viatris

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIA.

He uznon3Baiite TOBa JIEKapCTBO CJEJl CPOKa Ha TOHOCT, OTOENA3aH BbpXY OJHcTepa U KapTOHEHAaTa
omakoBka cies o3HaueHusaTa “EXP” u ,,'ogen 10”. CpoKbT Ha TOJHOCT OTTOBApPS HA MOCICIHUS IEH
OT IIOCOYEHMS MECEII.

ToBa JIekapCcTBO HE U3UCKBA CIIECLUAIHY YCIOBUS HAa CbXpaHEHUE.

He u3non3patite ToBa JICKapCTBO, aKO 3a0eNeKnTe HIKaKBa MoBpcJa Wi NMpU3HAIlA Ha HApyHIaBaHC
Ha OEJIOCTTAa Ha OIIAaKOBKATa Ha JICKApCTBOTO.

He uzxBbprsiite nekapcTBaTa B KaHAJIU3alUsATa WM B KOHTEMHEpA 3a IOMalllHK OTHaablu. Beuuku
HEU3ITOJI3BaHU JIEKapCTBa TPsIOBa /1a ObAaT BhPHATHU HA (DapMalleBTa B Kpas Ha JiedeHneTo. Te3n
MEpKH 1II€ CIOMOTHAT 3a Olla3BaHE Ha OKOJHAaTa cpeja.

6. ChabpikaHue HA ONMAKOBKATA U JOMbJIHUTENHA HHoOpManus

Kakso cpabp:xa Ilomanunomun Viatris
o AKTHBHO BEIIECTBO: TOMATUAOMUI.
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o Jpyru chCcTaBKHU ca: MpeXeIaTHHU3UPaHO HULIECTE, KOJOUICH 0€3BOACH CUIIMLINEB TUOKCHUI,
MarHe3ueB cTeapar, MaHUTOJ U KPOCKapMesI03a HaTpUil.

o [TeyaTHO MacTHIIO: IIENJIAK, YepeH Xkee3eH okeua (E172), mponuneHrnukon, aMoOHHEB
XUIPOKCHULL

[Momanuaomun Viatris 1 mg TBbpAa Kamncyna:

o Bcsika kancyna chabpka 1 Mg moMaiugoMuI.

o ChCTaBbT Ha KallCyJsiaTa BKIIIOYBA: JKEJIATHH, TUTAaHOB Auokcua (E171), uepBeH xkene3eH OKCua
(E172), bt xenesen okcun (E172) u unauroxkapmus (E132).

[Momanuaomun Viatris 2 mg TBbpAa Karncynia:

o Bcsika kancyna chabpika 2 Mg moMaiuJIoMuI.

o ChCTaBbT Ha KallCyJsiaTa BKIIIOYBA: JKENAaTHH, THTAHOB auokcus (E171), uepBeH xkene3eH OKCua
(E172), bt xenesen okcun (E172) u unauroxkapmus (E132).

[omamunomun Viatris 3 mg TBbp/a Karcyia:
o Bcesika karcyna cbabpika 3 Mg HOMaIUIOMU/I.

. ChCTaBBT Ha KarcyJiaTa BKIIOYBA: JKEJIATHH, THTAHOB quokcua (E171), s)XbIIT jKee3eH OKCH T
(E172) u uamuroxkapmus (E132).

IMomamunomun Viatris 4 mg TBbp/a Karcyia:

. Bcsika kancyna cbabpka 4 Mg noMaluI0OMUI.
o ChCTaBbT Ha KallCyJiaTa BKJIIOYBA: JKeIaTuH, TUTaHoB auokcu (E171) u uaaurokapMus
(E132).

Kaxk u3raexaa Ilomanauaomua Viatris 1 KakBo ChABPKa ONAKOBKATA

[Momanmuaomun Viatris 1 mg TBBpAM Kalcyix ca ChC CHHBO HEMPO3PaYHO Karave U CBETIIONKBIITO
HEIPO3PAYHO TS0, ¢ oTnedararo ,, VIATRIS® nax ,,PM1¢”.

[Momamumomun Viatris 2 mg TBBpAY KAICYJIH ca ChC CHHBO HEIIPO3PAvYHO Karayde ¥ CBETI00PaHKEBO
HENPO3pavHo TS0, ¢ OTIeyarano ,,VIATRIS nazg ,,PM2°.

IMomamuaomun Viatris 3 mg TBBPAM KalCyJH ca ChC CHHBO HEMPO3PavHO Karlade v CBETI03EICHO
HENPO3pavHo TsI0, ¢ oTreyarano ,,VIATRIS nazg ,,PM3“.

[Momanmunomun Viatris 4 mg TBBPM KaICyJIH ca ChC CHHBO HEMPO3PavYHO Karave ¥ CBETIOCUHBO
HEIPO3pavHo TsUI0, ¢ oTHedarano ,, VIATRIS® nan ,,PM4*.

IMomamumomun Viatris ce mocras B 6muctepu no 14 wu 21 TBBpIM Kancyiau Wik neppopupaHu
onmcrepr o 14 x 1 wnu 21 X 1 TBBpAM Karcynu.

He Bcuukn BHIOBEC OIMAKOBKH MOTIaT Ja GLHaT ITyCHATU Ha I1a3apa.

IIpuTexkaTes Ha pa3pelleHHETO 32 YNOTpeda
Viatris Limited

Damastown Industrial Park

Mulhuddart

Dublin 15

DUBLIN

Npnannus

IIpousBogures(u)

Mylan Hungary Kft. / Mylan Hungary Ltd.
Mylan Utca 1

Komérom

2900
YHrapus

Mylan Germany GmbH
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Benzstrasse 1
Bad Homburg
61352,
I'epmanus

3a momreTHATETHA WHPOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKATTHUS

NPEICTaBUTEN Ha PUTEKATENSI Ha Pa3pelIeHHEeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Viatris
Teél/Tel: + 32 (0)2 658 61 00

bbarapus
Maitnan EOO/]
Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.0.
Tel: + 420 222 004 400

Danmark*
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

E)M\dda
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espafia

Viatris Pharmaceuticals, S.L.U.

Tel: + 34 900 102 712

France
Viatris Santé
Tél: +334 37257500

Hrvatska
Viatris Hrvatska d.o.o0.
Tel: +385 1 23 50 599

Ireland
Mylan Ireland Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Lietuva*
Viatris UAB
Tel: +370 5 205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: + 36 1 465 2100

Malta
V.J. Salomone Pharma Ltd
Tel: + 35621 22 01 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
TIf: + 47 66 75 33 00

Osterreich
Arcana Arzneimittel GmbH
Tel: +43 1416 2418

Polska
Mylan Healthcare Sp. z o.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: + 351 214 127 200

Romania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.0.
Tel: + 386 123 63 180

Slovenska republika

Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100
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Italia Suomi/Finland

Viatris Italia S.r.l. Viatris Oy

Tel: + 39 (0)2 612 46921 Puh/Tel: +358 20 720 9555

Kvbztpog Sverige

Varnavas Hadjipanayis Ltd Viatris AB

TnA: +357 2220 7700 Tel: +46 (0)8 630 19 00

Latvija United Kingdom (Northern Ireland)
Viatris SIA Mylan IRE Healthcare Limited

Tel: +371 676 055 80 Tel: +353 18711600

JaTta Ha mocjenHo npepasriexaane Ha aucropkata [MM/I'TTT].
Apyru n3rouHuuu Ha uHpopManus

IMonpo6Ha nH(MDOpMaIUs 32 TOBa JIEKAPCTBO € MPeIOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus
o JiekapcrBarta: http://www.ema.europa.eu
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http://www.ema.europa.eu/

HPUJIOKEHHUE 1V

3AK/IIOYEHUSI OTHOCHO INOAOBUE U NEPOTALIUSA, IPEACTABEHHU OT
EBPOIIEUCKATA AT'EHIUA 110 JIEKAPCTBATA
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33](.11]0‘[0]—[]/[5[, npeacraBeHu oT EBpOﬂeﬁCKaTa arecHums 1o Jekapcrsara, OTHOCHO:

e Tlomodome

CHMP e ua muenwue, 4e [Tomamuaomun Viatris e mogobeH Ha pa3perieHoTo(uTe) 3a yrnorpeda
nexapcTBo(a) cupak(uu) o cmuchia Ha uieH 3 ot Permament (EO) Ne 847/2000 na Komucusita, KakTo e
00sicHEHO TI0-TI0IPOOHO B EBpomelickust myOrdeH olleHbueH TOKIa.

e Jleporauusi

CHMP e na Muenwue, ye cpriaacuo wicH 8§ ot Pernmament (EO) Ne 141/2000 ce mpuiiara ciemHaTa
Jeporarys, IpeaBucHa B WwieH 8, maparpad 3 oT cbirus PeritaMenT, kKakTo ¢ 00SCHEHO TO-TTOAPOOHO B
EBpomnefickus myOin4eH OIICHBYCH JOKIIA:

MIPUTEXKATEIAT Ha pa3pelIeHneTo 3a ynorpeda Ha Imnovid e man ceriacuero cu Ha 3asSBUTEIS.
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