MNPUJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHUSA NIPOAYKT
TTomamumomuy Krka 1 mg TBbpau kancynu
IMomamumomun Krka 2 mg TBBpIu Kancynu

IMomamumomua Krka 3 mg TBwpau karcyim
TTomamumomu Krka 4 mg TBwpau karncynm

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Homammmomuyx Krka 1 mg TBepAM Kancyiu

Bcesika TBBpaa Karncyna ceappika 1 mg nomanugomus (pomalidomide).

Tomowno seugecmeo ¢ uzgecmno oeticmsue:
Bcesika TBBpaa karcyna cpabpika 90,98 mg nzomant.

IMomammpmomun Krka 2 mg TBBpAM KaICyJIn

Besika TBBp/a Kamcyna ceaAbpxa 2 mg nomaauaomuy (pomalidomide).

Tomowno sewgecmeo ¢ uzsecmno oeticmsue:
Bcesika TBBpa Kancyna cbabpka 89,98 mg nzomanr.

IMomammpomun Krka 3 mg TBepaM KamcyJn

Bcesika TBBpAa Kancyna cpabppka 3 mg nmomanuaomuy (pomalidomide).

Iomowno eewgecmeo ¢ uzgecmHo oelicmsue:
Bceska TBbpAa Kamncyia ceabpka 88,98 mg nzomanrt.

TTomamuaomug Krka 4 mg TBepan Kancyian

Bcesika TBBpa Karcyna chabpka 4 mg nomanugoMua (pomalidomide).

Tomowno eewgecmeo ¢ uzeecmno oeticmaue:
Bcesika TBBpaa Kancymna ceabpka 87,98 mg nzomanr.

3a IIBJIHAS CIIUCHK Ha IIOMOIIHUTE BEIECTBA BIDKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
TBBpJA Karcya (Karcya)

IMomammpomun Krka 1 mg TBBpaM KamcyJIn

TBbpAY, )KETATUHOBU KalCyiH, pa3Mep 2. JIbkuHa Ha kancynara: 17,3+0,5 mm. Tsuoto Ha
KarcysaTa € CBETJIOKBITO JI0 KaheHNKaBO-KBITO ¢ YepHO o3HaueHHe 1. Kamagero Ha Karcynara e
cuHbO. CBHIBPIKAaHUETO Ha KaICyJiaTa € CBETJIOKBIT A0 XKbAT Ipax.

IMomammmomun Krka 2 mg TBBpAM KaICyJIn

TBbpAY, )KETATUHOBU KaICyiH, pasMep 2. JIbkuHa Ha Kancynara: 17,3+0,5 mm. Tsuoro Ha
KarcyJsaTa € OpamKeBo 10 KaheHNKaBO-OpamkeBo ¢ Osut0 o3HaueHue 2. KamaveTo Ha karcysaTa e
cuHbO. CBHIBPIKAHUETO HA KAICyJaTa € CBETJIOKBIT A0 XKbAT Ipax.



IMomamunomug Krka 3 mg 1Bepau Kancyau

TBBpIU, )KETATHHOBHU Karicynu, pa3mep 2. JIpmxuHa Ha karcynara: 17,3+0,5 mm. Tsuioto Ha
KallcynaTa € CHHKaBO-3eJeHO ¢ Osuto o3HaueHue 3. KamaueTo Ha kancynara € cuHbO. ChABpPKaHUETO
HAa KaIcyJaTa € CBETJIOKBJT JI0 KBJIT IIpax.

TIMomamunomug Krka 4 mg TBupau Kancyau

TBBpaH, )KeTaTHHOBHU Karcynd, pasmep 2. JIpmxuaa Ha karcynara: 17,3+0,5 mm. TsumoTto Ha
KarcyJiaTa € CBeTJIOCHHbBO ¢ 0510 o3HaueHue 4. Kamadero Ha karncynaTa € cuHbO. ChABpKaHUETO Ha
KaIcyJaTa € CBETIO0XKBAT J0 JKBIT Ipax.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHU NOKAZAHUSA

IMomamumomun Krka, B komOunatus ¢ 6opre3oMub 1 ieKkcaMeTa3oH, € ToKa3aH Npy JIeUeHUE Ha
BB3PACTHH MAIEHTH ¢ MYJITHILICH MUEJIOM, KOUTO ca MOJIyYWIM TIOHE eJJHa MIpeIBapuTelIHa cXeMa Ha
JIeUeHHE, BKIIFOYBAIA JICHATUAOMUI.

Momanumomuy Krka, B KoOMOMHAIMS ¢ JE€KCaMETa30H, € MOKa3aH MpHU JICYCHNE Ha Bh3PACTHH
MAIMEHTH C PEIUINBHUPAT U pepakTepeH MyITHIUIEH MUEIIOM, KOUTO ca MOJIYYHIIN ITOHE JIBE
MPEeIBAapUTEIIHU CXEMHU Ha JieueHHe, BKIIOUBALIY U JICHAIUIOMU, 1 O0pTe30MHO, U ca MMoKa3alu
mporpecus Ha 3a00JIIBaHETO MPH MOCIIeHATA TepaIusl.

4.2 Jlo3upoBKa M HAYUH HA MPUJIOKEHHE

Jleuenuero TpsOBa na Obje 3aMI0YHATO U MIPOCIIEASIBAHO O] HAOIIOICHUETO Ha JIEKAPH C OIHUT B
JIEYEHUETO HA MYJITUILICH MHEJIOM.

[Ipunaraneto npobkaBa UM ce IPOMEHS CIIOpe]] KIIMHUYHUTE U Ta0OpaTOPHHUTE pe3yNTaTu (BiK.
Touka 4.4).

ﬂompomca

Tomanuoomuo 6 komburayusi ¢ bopmezomub u deKcamemaszon
[IpenopbunTenHaTa HauaIHa 1032 MOMATUAOMH € 4 mg, MpreMaHa MepopaTHO BEAHBXK JHEBHO B
Huu 1 no 14 ot noBrapsm ce 21-1HEeBHA LUKIIN.

[omanumomup ce npuiara B KomOuHaIusa ¢ 00pTe30Mud U AeKcaMeTa30H, KaKTo € MOKa3aHo B
Tabmuua 1.

I[IpenopbunTeNHATA HAYaTHA 1032 6opTe3oMub e 1,3 mg/m’ HHTPaBEeHO3HO MM MOJKOKHO BEAHBIK
JHEBHO B ITHHTE mocodeHu B Tabnuna 1. [Ipemoppunrtennara go3a aekcamera3oH e 20 mg, mpreMana
MePOpaIHO BeIHBK JHEBHO B IHUTE, ocoueHH B Tabnuua 1.

JledeHueTo ¢ MOMAMAOMU] B KOMOHHALIUSA C OOPTE30MHO U JIeKcaMeTa30H TpsiOBa Jia ce mpuiara J10
Tporpecus Ha 3a00JSIBAHETO WM JI0 Bh3HUKBAaHE HAa HEMTPUEMIINBA TOKCUYHOCT.

Ta6auna 1. IIpenopbunTe/iHA cXeMa HA NMPUJIAraHe 3a NOMAJIUAOMU] B KOMOMHALMA C
0opTe30MHO U IeKCAMETA30H

Huksn 1-8 e (ot 21-aHEBEH LUKbBI)

[ lomanuaomua (4 mg) of of o of of of o o o o o of o o

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




ljﬁleKcaMeTasOH (20 mg) * | .

Cnen nuKsiI 9

Jen (ot 21-1HEBEH LUKBII)

1 2| 3 4 5 70 8 9| 10/ 11) 12| 13| 14| 15| 16| 17| 18| 19| 20| 21
TToManugoMu (4 mg) of of o o o of of o o of o o o
Bopre3omu6 (1,3 mg/m?) ‘ ¢
JlexcamerasoH (20 mg) * o o

* 3a maueHTy > 75-roAuIHa Bb3pacT, BUXKTe ,,CrieluaIHy NOMyJIaun .

Ilpomsana na odosama uiu npeKvCedHe Ha npuema Ha NOMAIUOOMUO

3a 1a ce 3am04HEe HOB IIMKBJI MOMATUIOMHU/I, OpOST Ha HeyTpoduinuTe TpsOBa aa Obae > 1 X 109/1, a

6posT Ha TpomGoumuTHTE > 50 X 107/1.

Vkazanus 3a NPEKHCBAHE Ha IpHUEMa WJIM HaMaJIIBaHC Ha J03aTa IMPU HEXKCIIaHU JICKAPpCTBECHU
pCaKkuuu, CBbp3aHu C MIOMAIIMAOMHUI, Ca JaJ€HU B Ta6n1/1ua 2, a JO30BUTEC HHBA Ca OIIPEACIICHU

Tabnuma 3 mo-moiny:

Tabauna 2. Yka3anusi 32 IPOMsiHA HA /1032Ta NOMAJTHIOMHUT”

ToxcuaHoCT

Ilpomsina Ha K03aTa

Heyrponenus™

ABH** < 0,5 x 10°/1 umu deGpunua
HeyTponeHus (Temneparypa >38,5°C u ABH
<1x10°1)

[IpekbCcHETE JICUCHUETO C MTOMAJTHIOMH/T 32
ocTaHajiaTa 4acT oT ukbia. M3cnengsaiite ITIKK***
e)KECETMUYIHO.

O6patHO mokauBane Ha ABH 1o > 1 x 1071

HpOZ[”bJ'I)KeTe JICYCHUCTO C IIOMAJIMAOMUI TP €THO
/1030BO HMUBO IMO-HUCKO OT Np€AUIlIHATA J034a.

Ba Bceku ciear crazg 1o < 0,5 x 10%/1

HpeK’BCHeTC JICYCHUETO C IOMAJIMAOMU .

O6paTHO nokausane Ha ABH 0 > 1 x 10%/1

[IpoabmkeTe JIEYCHUETO C MOMATMIOMHU/] IPU STHO
T030BO HMBO TIO-HHUCKO OT MPEANIITHATA 1034.

TpombounToneHus
Bpoit TpombommTH < 25 x 107/1

[IpexbCHETE JICYUCHUETO ¢ TOMATHIOMHUI 3
ocTaHajiaTa 4acT OT IMKbiIa. M3cnensaiite [TKK***
e eCeIMUYHO.

O6paTtHO MoKauBaHe Ha OpPost TPOMOOLIUTH /10
> 50 x 1071

[TpoabIDKeTe JICYSHUETO C MOMATIMIOMU/] TIPH EHO
T030BO HMBO TO-HHUCKO OT MPEANIITHATA
mo3a.

3a BCeku cieBal crai 1o < 25 x 10%/1

HpCKLCHeTe JICUCHUCTO C IMIOMAaJIMJOMU .

O0paTHO MoKa4YBaHe Ha OPOsI TPOMOOIIMTH 110
> 50 x 10°/1

[Ipoapmxere Je4eHNETO ¢ MOMATUAOMU/ TIPU €AHO
T030BO HMBO TI0- HUCKO OT IPEINIITHATA JI03a.

QOpusB
O6puB = creneH 2-3

OOMucieTe NpeKbcBaHe Ha IpueMa Win
pEKpaTsIBaHE HA JICUCHUETO C TIOMATHUIOMHU/I.




OO6puB = crenex 4 uiau oOpasyBaHe Ha Mexypu  |CIpeTe OKOHYATEIHO JISYEHUETO (BXK. Touka 4.4).
(BKJIFOUMTEITHO aHTHOEAEeM, aHa(DUITaKTHIHA
[peaKIys, eKCHOIMATUBEH WK OYJI03eH 00pUB
WITK aKO IMa ChMHEHUE 32 CHHAPOM Ha Stevens-
Johnson (SJS), TokcuuHa enuaepmanHa
Hekposnsa (TEN) nmm iekapcTBeHa peakius ¢
eco3uHOGWIMA U cucteMuu cumntomu (DRESS))

2![!!1‘]([ HpeK'bCHCTe JICUCHHUCTO C IMIOMAJIMIOMU] 3a
I[pyl"I/I > cTeneH 3 CBBpP3aHU C IOMAINIOMUT OCTaHaJlaTa 4aCT OT IMUKbJa. HpI/I clI€ABalysa OUKbBJI
He)KeJIaHU ChOUTHS MIPOABJDKETE IMPU €AHO JO30BO HUBO MMO-HUCKO OT

MpeIuiTHaTa 1032 (HeXKeIaHOTO ChOuTHE TpsiOBa 1a
€ OTIIYMSUIO HJIH JIa Ce € MoJ00puIto 10 < CTereH 2,
[pe/In J1a MOTHOBHUTE MPHJIATaHETO).

® VkasaHusATa 33 IPOMSHA Ha J03aTa B Ta3H TabJIMIla ca TIPHIOKIMH 33 TTOMATHIOMU B KOMOHHAIS
¢ 6opre3oMub 1 JeKcaMeTa30H U 3a HOMAIHJOMU/] B KOMOMHAIMSA C JEKCAMETa30H.

*B ciydaii Ha HEYTPOIIEHHs JIEKApAT TPsAOBa Jja OOMUCIIN U3MOJI3BAHETO HA PACTEKHU (PAaKTOPH.

** ABH — AOcosroreH opoit HeyTpoduim;

***[TKK —IIbiHa KpbBHA KapTHHA.

Ta6auma 3. HamansiBane Ha 103aTa NOMaJIRIOMHI "

/1030B0 HBO Iepopasna 1032 NOMATHAOMHU
Hauanna no3a 4 mg
/To30BO HUBO -1 3 mg
/I0o30BO HUBO -2 2 mg
/To30BO HUBO -3 I mg

0-
HawmansiBaneTo Ha 103ata B Ta3u Ta0NIMIA € MPUIOKUMO 32 TOMAIUAOMHU] B KOMOHHAIMS ¢ OOPTE30MHUO U JeKCaMETa30H 1
3a IIOMAaJIMIOMHU/I B KOMOMHAIIKSA C J€KCAMETa30H.

AKO HeXellaHH JICKAPCTBEHU peaKIluy Bh3HUKBAT Clie]l HaMaJlsiBaHe Ha J1o3ara 10 1| mg, IeYeHUueTo
TpsiOBa 112 O'bJIE CTIPSTHO.

Mownu unxubumopu na CYPIA2

Axo momnu naxuduTopn Ha CYP1A2 (Hamp. nunpodiaokcany, eHOKCAlMH U (pIIyBOKCaMUH) ce
MpHUJIaraT eIHOBPEMEHHO C MTOMaIMAOMUI, 03aTa MOMaHIOMUA TpsiOBa na Ob1e HamaneHa ¢ 50%
(Bx. Touku 4.5 u 5.2).

Ilpomsana na 0o3ama unu npeKveeane Ha npuema Ha 6opmesomud

3a yka3aHus OTHOCHO ITPEeKbCBaHE Ha MpHeMa WM HaMaJlsIBaHe Ha J103aTa IIPH He)XeJIaH! JIeKapCTBEHH
peakiuy, CBbp3aHu ¢ OopTe30MHU0, IekapuTe TpsOBa J1a ce KoHCynTupar ¢ KparkaTa XxapakTepHCTHKA
Ha npoaykra (KXII) 3a 6opre3omuo.

Ilpomana na 0o3ama unu NPeKvLCeaKe Ha NPUEMAa Ha OeKCAMemAa3oH

VKka3aHus 3a IpeKbCBaHE Ha IPHEMa WM HaMaJsiBaHe Ha 7103aTa [IPU He)KEeTaHH PeaKIUH, CBbP3aHH C
JIeKCaMeTa30H ¢ HUCKH /I03H, ca fafeHu B Tabmunu 4 u 5 no-goiy. [IpexsecBaneTo mim
MOJHOBSIBAHETO HA MpueMa 00aue ca 1o pelleHNe JeKaps B CbOTBETCTBUE C KPATKaTa XapaKTePUCTUKA
Ha npoxykra (KXII).



Tadauua 4. Yka3zaHus 3a NpOMsHA HA /103aTa 1€KCAMETA30H.

ToxcuuHoCT

IIpomsiHa Ha 103aTa

JTucrrericust = crenex 1-2

IMonabpskaiite no3aTa u ieKyBaiTe ¢ XMCTAMUHOBU
(H>) 6mokepu nnu exBuBaneHT. Hamanere ¢ eqHo
IT030BO HUBO, aKO CUMIITOMUTE TIEPCUCTUPAT.

JTucriericust > creren 3

[IpexbcHETE T03aTa, TOKATO CHMITOMUTE OBIaT
oBnanenu. Jlo6aBere H, OoKep MM €KBUBAJICHT U
MPOIBIIKETE MPH €THO JJ030BO HUBO MO-HUCKO OT
MpeauIIHara go03a.

OTtok > cTeneH 3

M3mon3BaiiTe TUypeTHITM TPH HEOOXOIUMOCT 1
HaMaJeTe J03aTa ¢ €QHO J030BO HUBO.

OOBPKAHOCT WM TIPOMEHU B HACTPOSCHUETO
> crerneH 2

[MpekbcHETE IpUEMa, TOKATO CUMITOMHTE OTIITYMSIT.
[TpoasmKeTe IpH €IHO J030BO HUBO MO-HUCKO OT
MpeIUIHATA 103,

IMyckyitHa cl1aboCT > cTereH 2

ITpexbcHeTe 103aTa 0 MycKyJiHa ciabocT < cTeneH
1. IIpoasixkere Opu €JHO AO30BO HUBO MO-HUCKO OT
[pEANIIHATA J103a.

XUnepriaukeMus > cTerneH 3

Hamanere no3ara ¢ e1HO 1030BO HUBO. JIeKyBaiiTe c
WHCYJIMH WIIW TIEPOPaTHU aHTUXHUIICPTIUKEMUYHH
CpelcTBa, Crope ciryJas.

OCTBp MaHKPEaTHT

M3kmrodeTre n1eKkcaMeTa3oH OT JeyeOHaTa cxema.

/Ipyru CBBp3aHHU C IEKCAMETa30H HEXKEITaH!
CHOUTHUS > CTENEH 3

[Ipekparere mpraraHeTo Ha IEKCaMETa30H, JOKATO
HEe)KeTaHaTa Peakiys OTINYMH 10 < CTeIeH 2.
[TpoabikeTe ¢ €AHO T030BO HUBO TIO-HUCKO OT
MpeauIIHaTa Jo03a.

AXO BB3CTaHOBSIBAHETO OT TOKCUYHHUTE PEaKIU NPOABIDKA MOBCUEC OT 14 JHH, TOraBa go3arta
JACKCaMCTa30H 1IC 6’5116 MMpOABJIKECHA € €AHO JO30BO HUBO IMO-HHUCKO OT MpCAUIIIHATA 1034a.

Tao6auna 5. HamajisiBaHe Ha 103aTa JeKcaMeTa30H

J/1030BO HIBO

< 75-rogumina Bb3pact
Ho3a (Uukba 1-8: Ium 1,2, 4,5, 8,9,
11, 12 ot 21-1HeBEH IHKBJI
HMukba>9: nu 1,2, 8,9 ot 21- 1HeBeH

> 75-roguuiHa Bb3pact
Jo3a (uxkba 1-8: Inu 1,2, 4,5, 8,9,
11, 12 ot 21-1HEeBEH MUKDBJI
Mukba>9: un 1,2,8,9 ot 21-

IUKBJI) JHEBEeH IUKDJI)
Hauanna no3a 20 mg 10 mg
/TozoBO HUBO -1 12 mg 6 mg
/1030BO HUBO -2 8 mg 4 mg

JlexkcameTa3oH Tps0Ba 1a Ob/ie CIIpSH, KOTATO MAIlMEHTHT HE € B ChCTOSHUE Ja ToHece 8 mg, ako e
< 75-roauiHa Bb3pact, Wi 4 mg, ako € > 75-ToAuIHa Bb3pacT.

B ciygait Ha OKOHUATETHO CIIMpaHe Ha HIKOW OT KOMIIOHEHTUTE Ha CXeMaTa Ha JIeYeHUE
MPOJBJKABAHETO Ha OCTAHAJIUTE JIEKAPCTBEHU MPOAYKTH € IO PELleHUe Ha JeKaps.

Tomanudomuod 6 kombuHayus ¢ OeKcamemasou

[IpenopbunTenHaTa HayajlHa 103a NOMAIUAOMUA € 4 mg, IpueMaHa IepOpPaHO BEAHBXK IHEBHO B

Juam 1 1o 21 oT Bceku 28-THEBEH ITUKBIL.




IIpenoppunTennara go3a aekcameTasoH € 40 mg, npuemMaHa IepopaHO BEAHBXK JHEBHO B JIHu 1, §,
15 u 22 ot Bceku 28-aHEBEH IIUKBII.

JleueHueTo ¢ moMaauaOMuUA B KOMOMHALHUS C JleKcaMeTa30H TpsAOBa Jla ce Ipuiara 10 Iporpecus Ha
3a00JISIBAHETO WM JI0 BE3HUKBaHE HA HETPHEMIINBA TOKCHIHOCT.

Tlpomsina na 0o3ama unu NPeKvCeane Ha NPUemMa Ha ROMAIUOOMUO
VYkazaHus 3a IpeKbCBaHE Ha MTpHUEMa WM HaMallsiBaHe Ha J103aTa TOMAaIHJIOMHUJI BbB BPB3Ka C
HEXEJIaH!W Peakluu ca aajaeHu B Tabmuiy 2 u 3.

IIpomsana na 0o3ama unu NPeKvCeane Ha NpuUemda Ha 0eKCamemason

VYkazaHus 3a MpoMsHA Ha [103aTa MPU HEXXeTaHH JEKaPCTBECHH PEaKiii, CBbP3aHH C JEKCaMeTa30H, ca
nanenu B Tabnuna 4. Yka3aHus 32 HAMAJISIBAaHE Ha J103aTa MPH HEXKEIIAHU PEaKIuy, CBbP3aHU C
JIeKcaMeTa30H, ca JaieHu B Tabmuma 6 mo-xoiny. [IpekbcBaHETO/IIOAHOBSIBAHETO HA IpHUeMa obade ca
IO pelleHHe JIeKaps B ChOTBETCTBUE ¢ akTyanHara KpaTka xapakrepucruka Ha npoxykra (KXIT).

Taoauna 6. Hamajasasane Ha 103aTa JeKCaMeTa30H

/1030B0 HMBO < 75-roauuiHa Bb3pact > 75-ronMiHa Bb3pact
Jduu 1, 8, 15 u 22 ot Bcexu 28-1HeBeH | [{nm 1, 8, 15 u 22 ot Bcexku 28-1HeBeH
HUKbJI IHUKBJ
Hauanna no3a 40 mg 20 mg
/103080 HUBO -1 20 mg 12 mg
/1030B0 HUBO -2 10mg 8 mg

JexcameTa3oH TpsOBa Ja ObJie CIIPsH, KOraTo MallMEHTHT HE € B ChCTOsIHKE J1a TIoHece 10 mg, ako e
< 75-roauinHa Bb3pacT, Wik § mg, ako € > 75-rouiiHa Bb3pact.

CHGIII/IaJ'IHI/I nomyjaanuu

Cmapuecka 6v3pacm
He ce nanara xopurupase Ha J03aTa OMaJIUAOMHIL.

Homanuoomuod 6 kombunayus ¢ bopmezomud u 0eKkcamemas3on

3a manuenTy > 75-ToAuIIHa Bh3pacT HaYallHaTa /1032 I€KCAMETa30H €:

- 3a Huxmwm 1 mo 8: 10 mg Benabx nueBHo B JAuu 1,2, 4,5, 8,9, 11 u 12 ot Bcekn 21-gHeBeH
UKD

- 3a [uxbn 9 u cnensany: 10 mg Bequbxk qHeBHO B Hu 1, 2, 8 u 9 ot Beeku 2 1-THEBEH IUKBIL.

Tomanudomuo 6 KomouHayus ¢ 0eKcamemas3on
3a manueHTy > 75-rouIIHa Bh3pacT HavaaHarTa J03a JIeKCaMeTa30H €:
- 20 mg BeTHBX JHEBHO B THU 1-BU, 8-Mu, 15-Tu 1 22-pu OT Bceku 28-1HEBEH IIUKBII.

Yepnoopobno yepescoate

[MammenTu ¢ o0m1 cepymen ounupyoun > 1,5 x ULN (ropHa rpaHuiia Ha HOpMara) ca M3KJIIOUYSHH OT
KIMHAYHUTE IPOyYBaHUs. YepHOAPOOHOTO YBpEKAAHE MTOBIHABA YMEPEHO (DapMaKOKHHETHKATA Ha
moManmaoMuz (BK. Touka 5.2). He e HeoOXoanMo KOpUTHpaHe Ha HavalHATa 1033 TOMATHIOMUJ IIPH
MAIMEeHTH ¢ YepHOAPOOHO yBpeXxaaHe, onpeaeneHo no kpurepuute Ha Child-Pugh. HezaBucumo ot
TOBA MAITEHTHUTE C YEPHOAPOOHO YBpEKIaHe TPIOBa Aa ce HaOII0AaBaT BHUMATEITHO 32 HEXKEJIAaHH
peaKnuy 1 ako € HeoOX0ANMO, Jia ce MPUIIOKH HaMaJIssBaHe Ha 03aTa WU CIIHPaHe Ha IIOMATHIOMHUI.

bvopeuno yspesicoane

He e HeoOXoauMo KopUTHpaHe Ha J103aTa IOMATMIOMHE 32 MTAIMEHTHTE ¢ ObOpEUHO yBpexaaHe. B
JHUTE 3a XeMOJIMajIi3a MalUeHTUTe TPAOBa J1a MPHUEMaT CBOATA 1032 TOMATHIOMU CIIe]
XEMO/IHAIHN3aTa.



Ieouampuuna nonyrayus

HsmMa cpoTBETHO NMpHIIOKEHHE HAa TOMAIHMAOMUJ TIPH Jienia Ha Bb3pacT 0 1o 17 roguam 3a
MOKA3aHUETO MYJITHIUICH MHEJIOM.

W3BBH paspelnieHnTe NoKa3aHus MOMATUAOMHE € IPOYYeH MPH Jena Ha Bb3pacT oT 4 10 18 roauHu ¢
peL[I/IIII/IBI/IpaH_[I/I Nin Hporpecnpaum MO3BbYHU TyMOpI/I, HO pe3yHTaTI/ITe oT l'[pOyLIBaHI/I}ITa HC
MO3BOJISIBAT JIa C€ 3aKJIFOYH, Ye MOJI3UTE OT TaKaBa yrnorpeda MPeBb3X0KAAT puckoBeTe. HammaHau KbM
MOMEHTA JJAHHH ca OnucaHu B Touku 4.8, 5.1 u 5.2.

Hauwmnx Ha npuitokeHNE

IIepopanno npuioxeHue

[Momamumomun Krka TBEpau Kancynu TpsiOBa fa ce ImpremMa IepopatHo IO €JHO U CHIIO BPEME BCEKU
neH. Kancynure He TpsiOBa J1a ce OTBapAT, UyMAT WK AbBYAT (BXK. Touka 6.6). Kancynure TpsOBa na
ce I'BITAT eI, 3a MPEeANoYnTaHe ¢ BOJa, ChC WM 0e3 XpaHa. AKO HAKOH JIeH MalueHThT 3a0paBu 1a
IpueMe 103a HOMATHIOMUI, TOH TpsiOBa 1a mpreMe o0mJaiiHaTa Ipe/Ircana 103a o cxemaTa Ha
crenBammus neH. [lanpienTuTe He TpIOBa Ja MPOMEHSAT 103aTa, 3a 1a KOMIIEHCHPAT IIPOIYyCHATa B
MPEJUIIHUTE JHU 103a.

Kancynute nomanuaomMu He TpsOBa aa ce u30yTBar mpe3 (oIHoTo B OircTepHATa OMAKOBKA, Thil KATO
TOBa MOJKE Jla MPUYUHK TIOBpeIa Ha Kancynarta. Kamncymara TpsOBa ja ce u3Baju OT ONAaKOBKaTa, KaTo Cce
oTIeny GOIMOTO OT EJHO CAMOCTOATEHO OIUCTEPHO THE3O.

4.3 TIIporuBomokazaHusi

- Bpemennoct

- Kenn ¢ gerepoeH MOTEHIMAN, OCBEH aKo Ca CIIa3eHH BCHUKH ycloBus Ha [Iporpamara 3a
npeana3BaHe oT OpeMeHHOCT (Bxk. TOUKH 4.4 1 4.6)

- [TarmeHTH MBXKe, KOUTO HE Ca B CbCTOSHUE J1a CIIEABAT HJIHU JIa CTIa3BaT M3UCKBAaHUTE MEPKH 3a
KOHTparenuus (Bx. Touka 4.4)

- CBpBXYyBCTBUTETHOCT KbM aKTHBHOTO BEIIECTBO MIIM KBM HSKOE OT IIOMOIIHHUTE BEIIECTBA,
n30poeHu B TouKa 6.1.

4.4 CpoenmajaHu npeaynpe:kaeHus U Npeana3sHi MepKH NPpH ynorpeda

TepaToreHHOCT

[Momanumomu He TpsIOBA Ja ce MpreMa 10 BpeMe Ha OpEMEHHOCT, Thil KaTo ce OYaKBa TEPaTOTCHEH
edexr. [Tomanuoomuz € CTpyKTYpHO CPOZICH C TATHAOMHUI. TaTiIOMII € U3BECTHO TEPaTOr€HHO
BEIIECTBO MIPU X0pa, KOETO NPUYMHABA TEXKKHU KUBOTO3aCTpaIllaBaIlld BPOAEHH J1e(eKTH. Y CTAHOBEHO
€, 4€ NoMaJInAoOMH1/J € TCPATOTCHCH U IPU IIJIBXOBE, U IPU 33]71L[I/I, KOraro C¢ rnpujiara B n€épuoaa Ha
OCHOBHATa OpraHoreHesa (Bx. Touka 5.3).

VYcnosusita Ha [Iporpamara 3a npeanasBane oT OpeMeHHOCT Tps0Ba /a ca U3IIbJIHEHH 32 BCHUKH
MAIMEeHTH, OCBEH aKO UMa CUTYPHO JIOKA3aTeJICTBO, Y€ MAIIMCHTKATa HAMa JIETePOJICH TOTEHITHAT.

Kputepuu 3a sxeHu 6¢e3 ACTEPOJACH MOTCHII AT

[Tpuema ce, ye qaaeHa MAIMEHTKa WK IAPTHHOPKA Ha MAIIMEHT OT MBKKH II0JI € 0e3 AeTepoaeH

MOTEHIIMAJ, aKO OTTOBaps Ha IIOHE €IUH OT CIeTHUTE KPUTEPUU:

- Bb3pact > 50 roquHM U ecTecTBeHa aMeHopesi OT > 1 rofuHa (aMeHopes ciiel] aHTUTyMOpHa
Teparus Wii 10 BpeMe Ha KbpMEHE HE M3KIII0YBA JIETEPOJICH MOTESHIHAN )

- [TpexneBpeMeHHa OBapHaIHA HEJJOCTATHYHOCT, IIOTBBPICHA OT CIIEIIHATICT THHEKOJIOT

- [IpenmecTBamnia AByCTpaHHA CAIIMHTO-00(OPEKTOMISI MITH XHCTEPEKTOMHUS

- XY reHotun, CHHAPOM Ha THpHBD, areHe3us Ha MaTKara.

CoBetH

Tlomanugomus e MIPOTHUBOIIOKA3aH IMPH )KC€HU C ACTCPOACH IMMOTCHIIKMAJI, OCBEH aKO Ca U3IIBJIHCHU



BCHYKH OT CJICJHUTE YCIIOBUS:

- Tst pa3bupa ogakBaHUS TEPATOr€HEH PUCK 3a IUIOA

- Tst pa3bupa HEOOXOAUMOCTTa OT e()eKTHBHA KOHTPALCIIH, 0€3 IPEeKbCBaHE, IIOHE 4 CeMUIIH
MpeX HAYaJ0TO Ha JICUSHUETO, MPe3 ISUIOTO BpEMETpacHe Ha JICUEHHETO U MOHE 4 CeIMUIIN
CJIeJl HETOBUS Kpai

- XKena ¢ geTepocH MOTEHIHAN TPsIOBa 1A CIeBa BCHYKU CHBETH 33 S(PEKTUBHA KOHTPAIICTIIIHS,
JIOpY J1a € C aMeHopes

- Tst TpsiOBa 12 € B CHCTOSIHUE J[a CMa3Ba ¢(heKTUBHU KOHTPAIICITUBHI MEPKU

- Ts e uHpOpMHpaHa U pa3dHpa MOTSHIIMATHUTE TIOCIEACTBHS OT OPEMEHHOCTTA U
HEOOXO0JMMOCTTA OT He3a0aBHA METUIIMHCKA KOHCYITAIHL, aKO FIMa PUCK OT 3a0peMeHsIBaHEe

- Tst pa3bupa Hy»IaTa J1a 3amoYHe JICICHHUETO Bh3MOXKHO Hal-CKOPO CJIE/ OTITYCKAHETO Ha
MTOMAITUIOMUJL CIIE/T OTPUIIATENICH TECT 32 OPEMEHHOCT

- Tst pa3bupa HEOOXOAUMOCTTA H IIPHEMA A Ce MOJyIara Ha TEeCTOBE 32 OPEMEHHOCT ITOHE Ha
BCEKHU 4 CEIMUIN, OCBEH B Clly4yail Ha MOTBBP/ICHA TyOapHa CTEPUIN3aIs

- Tst moTBBpKAABa, Ye pa3dupa pUCKOBETE U HEOOXOIMMUTE NPEANIa3HA MEPKH, CBBP3aHH C
W3IOI3BAHETO Ha TIOMATHIOMI.

[Ipu >xeHnTE C IETEepOICH MOTCHIMAI TIPEIIICBAIIIIT JIeKap TpsiOBa na ce yoenu, de:

- MareHTKaTa ce MpuAbpKa KbM yciIoBusTa Ha [Iporpamara 3a npezmazBane oT OpeMEHHOCT,
BKJIFOUBAILU U TTIOTBBPXKAEHHE, Ye TSI IPOSIBSIBA JOCTATHUHO pazOupaHe

- MalMEHTKATa € IOTBBPANIA TOPECIIOMCHATHTE YCIOBHUSI.

[Ipu manuenTH OT MBKKH MO, TPUEMAIlY TIOMaTUAOMU, (papMaKOKHUHETUYHHUTE JaHHH [T0Ka3BaT, ye
MOMAJIUIOMUJ] CE€ ChIBPIKa B YOBEIIKATa cliepMa o BpeMe Ha jedeHue. Karo mpeanasHa Msipka u
KaTO Ce UMAT MPEIBH/] CIICIHAIHITE MOITyIaliH ¢ TIOTEHIMAIHO yIBDKCHO BpeMe Ha eIIMMUHHUPAHE,
KaTo HaIpuMep YepHOAPOOHO YBpEXJaHe, BCUHUKU MALlMEHTH OT MBXKKHU T0J1, IpUeMalu
MOMAaJIMIOMU/I, TPSIOBA J1a OTTOBAPAT HA CICTHHUTE YCIOBUS:

- [NanmeHTHT pazdupa oUaKBaHUS TEPATOTCHEH PUCK MIPH TIOJIOB KOHTAKT ¢ OpeMeHHA JKeHa WK
JKEHa C JIeTepoJIeH MOTeHLHAIL.

- Toit pazbupa HeoOX0AUMOCTTA OT U3MOJI3BAHE Ha MTPE3epPBATHUB MIPH MOJIOB KOHTAKT ¢ OpeMeHHa
JKEHA WJIM JKEHa C IETEPOJICH MOTEHINAN, KOSITO He Ipriara e()eKTHBHA KOHTpaLeIus, Ipe3
LSJI0TO BpeMeTpaeHe Ha JISUEHUETO, 110 BpeMe Ha NIPEKbCBaHe Ha IIpUeMa U B IPOIbJDKEHUE Ha
7 nHM cie]] BpEMEHHO MPEKbCBaHe Ha IpUeMa /WK CIMpaHe Ha jJeueHnero. ToBa BKiIouBa
MB3Ke, Ha KOUTO € U3BBPIIEHA Ba3eKTOMHS, KOUTO TPIOBa Ja U3IOI3BAT IPE3EPBATUB IIPU
CEeKCyaJIeH KOHTAKT ¢ OpeMeHHa KeHa WK JKeHa C IeTePOeH IOTEHINAN, Thil KATO CEMEHHATa
TEYHOCT MOKE BCE MaK /1a Chbprka HOMAIUIOMU U B OTCECTBHETO Ha CIIEPMATO30UH.

- Toii pazbupa, ye ako mapTHbOpKaTa My 3abpeMeHee, J0KaTo TOW MprueMa MOMaIuIOMUI UK 7
ITHU CJIe]T KaTo € CIpsUI Aa IpHeMa TOMANIUAOMHU/, TOH TpsiOBa He3a0aBHO 2 YBEAOMH CBOSI
JICKyBAII JIEKap U 9e ce IPernophuBa MapTHHOPKaTa 1a Oblle HacOueHa 32 OIIEHKA U CHBET KbM
JieKap, crieuaaTu3upaH Wil ¢ ONUT B TEPATOJIOTHTA.

Kontparenmus

JKenu ¢ mereponeH nmoTeHuan TpsiOBa ga N3IOJ3BaT MOHE eMH S(PEKTHBEH KOHTPAIICTITHBEH METO/
MOHE 4 CeJIMUITH TIPETU TePAIUATA, TI0 BpeMe Ha TepaIusITa U MoHe 4 CeMHUITU CIIe]l TepaIHsiTa C
MTOMAJTMIOMHU/I, U JIOPU TIPU BPEMEHHO MPEKbCBaHE, OCBEH aKO MAI[HEHTKATAa Bh3NPHEME ITBIHO U
MPOABIDKUTETHO Bb3AbPKAHNE, MOTBBPXKIABAHO €KEMECEYHO. AKO MAllUEHTKATa He € U3MoJI3Bajia
e eKTUBHA KOHTpAIICTIIIUS, TS TPsAOBa 1a ObJie HacOUeHA KbM METUIIMHCKHU CIICIUAITUCT ChC
ChOTBETHATA ITOJTOTOBKA 32 KOHCYJITAIMS 32 KOHTPALICTIIHS, 32 1a CEe 3all0YHE MPOBEXKIAHETO HA
TaKaBa.

Moxke na ce 0OMHUCTAT CISAHATE TPUMEPH 32 TIOAXOISIIN KOHTPAIEITUBHU METOIH:

- Wmnnanrar

- BrrpemaTouna cucrema, 0cBOOOK 1aBallla JICBOHOPreCTPE

- Jero popMa Ha MEAPOKCHIIPOTECTEPOH aleTaT

- TyO6apna crepunmzanus

- [TonoBr KOHTaKTH caMo C MAPTHBOP, MPU KOUTO € U3BbpLIECHA BA3EKTOMMUS; BA3EKTOMUSITA
TpsiOBa Jia € MOTBHPJICHA C JIBa OTPHIIATSIIHU aHAIM3a Ha CIIepMa



- WNuxubupamiy oBynanusaTa Xamdera camo ¢ porecTepoH (T.e. Je3orecTpen)

He ce npenopbyBaT KOMOMHUPAHHU [IEPOPATHE KOHTPALCNITHBHU CPECTBA IPU MALMEHTKH C
MYJITHIUICH MHEJIOM, TIPHEMAIlY TOMaJIMOMUA U AeKCaMeTa30H, IIopa/ii HOBHUIIEHHS PHCK OT
BEHO3HA TPoMO0eMOOIHs (BXK. CHIIO TouKa 4.5). AKO MarMeHTKaTa preMa KOMOHMHUPaH! ITePOPATHH
KOHTPALEITHBY, TS TPsOBa Ja MPEMIHE Ha AUH OT ehEKTUBHUTE METOIH, H30POCHH MOo-rope. PUCKBT
OT BEHO3Ha TPOMOOEeMOOITHS TPOABIDKaBa 4-6 CeMHMITH Clie]] ITpeKpaTsIBaHe Ha KOMOMHHpaHaTa
nepopaiHa KoHTpauenuus. EdukacHocTTa Ha KOHTPAICITUBHUTE CTEPOHIM MOXKE Ja € HaMaJleHa ITPpU
€IHOBPEMEHHO JICUEHHE C JIEKCaMeTa30H (BX. Touka 4.5).

NMmutanTaTuTe U BHTPEMATOUHUTE CUCTEMH, OCBOOOXKIaBAIIIN JIEBOHOPTECTPE, C€ CBBP3BaT C
MOBUIIICH PHUCK OT HH(EKINS IPH IOCTABSIHETO MM M HEPETOBHO BarHAIHO KbpBeHe. TpsoBa na ce
oOMHCITH aHTHOMOTHYHA TPOPIIAKTHKA 0COOESHO TIPH MAIUEHTKU ¢ HEYTPOIICHUS.

He ce npenopbuBa nmocraBsHe Ha BbTPEMATOYHU CHCTEMH, OCBOOOKIaBAIIH ME]I, TTOpaInd
MOTEHITHATTHYSI PUCK OT MHGEKIHS MPH MOCTABIHETO UM H 3aryba Ha MEHCTpyasiHa KPbB, KOUTO MOXE

Jla U3JI0KAaT Ha PUCK MAIITUCHTKU C TCIKKA HEYTPOIICHUA NN TEXKKa TpOM6OIlI/ITOHeHI/I$[.

TecToBE 32 OPEMEHHOCT

HpI/I KCHUTC C ACTCPOJCH IMOTCHIINAJI, ChIVIACHO MECTHATa MPAKTUKA, IO JICKAPCKU KOHTPOJI TpH6Ba
Jla ce TIPOBEXKIAT TECTOBE 32 OPEMEHHOCT ¢ MUHMMAaIHA 4yBCTBUTENHOCT 25 mIU/ml, kakto e
MOCOYEHO MO-101y. TOBa M3MCKBaHE Ce OTHACSA U 3a )KCHHUTE C IETEPOICH MMOTEHIINAI, KOUTO CIa3BaT
I'BITHO U MPOJBIDKUTENHO BB3AbpikaHue. B naeannus ciydail TecThT 32 OpeMEHHOCT, N3JaBaHETO Ha
pelenrara u OTIIyCKaHeTO Ha JISKAPCTBEHHS IPOIYKT CE OCBIIECTBIBAT B €MH U ChIII JCH.
OTIryckaHeTo Ha MOMAITUIOMU Ha )KEHH ¢ IeTepoIeH MOTEeHINAI TpsiOBa a CTaBa B paMKHTE Ha 7
JHH CJICO IPEATIMCBAHETO.

Ilpeou 3anousane na neuenue

Tect 3a OpEMEHHOCT IO/ IEKAPCKU KOHTPOJI TPsIOBa J1a c€ MPOBEJIC MPU KOHCYJITALUATA, KOTATO Ce
MIpeANrcBa MOMATMIOMUI, UITH TIpe3 3-Te JHU Mpear MOCEUEHUETO NPY PEIIUCBAIINS JIEKap, aKo
MaIMeHTKaTa ¢ Tpuiiaraia eekTHBHA KOHTpAIeNIUs ToHe B mociennuTe 4 ceamuny. lenra Ha Tecta
€ J1a TOTBBPAHY, e MalMEHTKaTa He € OpeMeHHa KbM MOMEHTA Ha 3all0YBaHe Ha JICUEHUETO C
IMOMAaJIUJIOMU/I.

Ilpocneoseane u Kkpaii Ha 1eyeHuemo

Tect 3a OpeMEHHOCT MO/ JIEKAPCKU KOHTPOJI TPSOBA J]a ce IPOBEXKAa MOHE HA BCEKU 4 CEIMUIIH,
BKJIFOYUTEITHO TIOHE 4 CeIMUIN cJe]] Kpasi Ha JIEICHUETO, OCBEH B CIy4ail Ha MOTBBpACHA TyOapHa
crepwimsanys. Te3n TecToBe 3a OpeMeHHOCT TpsiOBa [a ce MPOBEKAAT B ACHS HA MPEIIACBAHE Ha
JIEKapCTBOTO WM Tpe3 3-Te THU MPeIu MOCELIIEHUETO MPU NPEeANUCBAIINS JIeKap.

JIOOBIHUTEIHN TPESAITa3HU MEPKHU

[Tanmentute TpsOBa 1a OBbIAT HHCTPYKTUPAHY IIPH HUKAKBU OOCTOSTENCTBA Ja HE AaBaT
JeKapCTBEHMS MPOAYKT Ha APYTH JIMIA U A BPHINAT HEU3IIOI3BAHUTE B Kpast Ha JICICHUETO KaICyIu
Ha CBOS (DapMarieBT.

[TanmenTtute He TpsOBa 1a apsBaT KPHB WM CIIEpMa 110 BpeMe Ha JICYSHHETO (BKJL. U IT0 BpeMe Ha
NPEeKbCBaHE Ha IPHEMa) U B IPOIbJDKEHUE Ha IOHE 7 IHU cliell IpeKpaTsBaHe Ha JIEYCHUETO C
MOMaJTUJIOMUI.

MeHUIMHCKUTE CIICIUATACTH U OOJTHOTIIeaunTe TPSIOBa J1a M3IOI3BAT PHKABHIIM 3a €THOKpaTHA
ynotpeba, Koraro paboTsT ¢ OnrcTepa Wi Kancynute. JKeHu, Kouto ca OpeMEeHH! WX T0JI03Upar, e

MOXe Ja ca OpeMeHHH, He TpsIOBa a paboTAT ¢ OnucTepa WM KancyauTe (BX. Touka 6.6).

OOy4HUTEIHI MAaTEPHAIIH, OTPAaHMYEHHS 3a IPEANNCBAHE U OTIIYCKAHE

C 1ien 1a ce MOMOTHE Ha MAIIMEHTHTE J1a U30eTHAT eKCTIO3UINS Ha ()eTyca Ha TIOMATUAOMHUI,

10



MPUTEXATEINAT Ha Pa3peIICHUETO 32 YIOoTpeoa IIie MPEeIOCTaBU Ha MEAUIIMHCKUTE CIICIIHATUCTH
o0y4HTeNIeH MaTepHrall, MOACUIIBAII IPETyTIPEXICHUATA 32 OYaKBaHATA TEPATOTEHHOCT Ha
MOMaJMIOMU/, AaBall ChBET 3a pUJIaraHe Ha KOHTpALeNUus Npeand HadyaJloTo Ha JICYEHUETO U
HACOKH 32 He00XOIUMOCTTa OT MIPOBEXK/JaHE HA TECTOBE 3a OpeMeHHOCT. [IpeanucBamusT gekap
TpaOBa 1a nH(GOpMUpa MaNKEHTA 32 OYaKBAHUS TEPATOTEHEH PHCK U 3a CTPOTHUTE MPEATIa3HI MEPKU
cpeiry 3abpeMeHsBaHe, KaKTo ca onpeaeneHu B [Iporpamara 3a mpeamnasBaHe oT OpeMEHHOCT, U J1a
Jla/ie Ha MAIMEeHTUTe ChbOTBETHATa 00yunTeNHa Opolllypa 3a MaluenTa, KapTa Ha MalueHTa /i
€KBHUBAJICHTHO CPEJCTBO, ChIJIACyBaHU C HAllUOHAIIHUTE KOMIIETEHTHU OpraHu. B cbTpyaHudecTso ¢
BCHUYKM HallOHAJIHU KOMIIETEHTHH OPIaHU € BbBE/IEHA NIporpama 3a KOTPOJIUPaH OCTbII, KOSITO
BKJIIOYBA M3IIOJI3BAHETO Ha KapTa Ha MallMeHTa U/Uid eKBUBAJIEHTHO CPEACTBO 3a KOHTPOJ Ha
MPEeINICBAHETO W/UIIH OTIYCKAaHETO M ChOMPAHETO Ha IAHHMU, OTHACSIIM Ce J0 MOKAa3aHUETO, 3a Ja ce
ciren ynotpedaTa U3BBH 0Z0OPEHOTO NOKA3aHUE Ha TEPUTOPHATA Ha CTpaHaTa. B nieannus ciyqait
TECTHT 32 OPEMEHHOCT, U31aBaHETO Ha PEIenTaTa i OTIYCKAaHETO Ha JIEKApCTBEHUS MPOIYKT TPsiOBa
Jla CTaBaT B €AUH U CBhII AeH. OTIIyCKaHETO Ha MOMAIUIOMUJ Ha XKEHU C IeTEPOACH MOTECHINAI
TpsOBa 1a cTaBa B paMKUTE Ha 7 JAHU CJIeI MPEANNCBAHETO U CIIeN OTPHUIATEIICH Pe3yTaT Ha TeCT 3a
OpeMeHHOCT N[ JIEKapCKU KOHTPOJI. PerientuTe 3a )KeHuU ¢ JeTepoieH NOTeHLuall Morar 1a Ob1aT ¢
MaKCUMalTHa MPOABDKUTEITHOCT Ha JIEYEHUETO 4 CEIMUIIM B CbOTBETCTBHE ChC CXEMUTE Ha MpHUJIaraHe
3a 0JJ00peHnTE NOKa3aHus (BXK. ToUKa 4.2), a peenTUTe 32 BCHUKH JPYTH NAlMeHTH Morat aa Ob1aT ¢
MaKCUMallHa IPOABKUTETHOCT Ha JIeYeHueTo 12 ceamuuy.

XeMaToJIOTHYHU CHOUTHS

HeyTporenus e Haif-4ecTo chO0MIaBaHaTa XeMaTOJIOTHYHA HEXXENIaHa JIEKApCTBEHA peaklus OT 3-Ta
WM 4-Ta CTETNeH Ny MalUEHTH C pelUIUBUpaN/pepaKkTepeH MyJITUILIEH MUEJIOM, CIIEJIBaHa OT
aHemus U TpoMOoruTonenus. [lanmenture TpsiOBa a ce HAOIIOAaBaT 32 XEMATOJIOTHYHU HEXeJIaHH
JICKapCTBEHH peakinu, 0coOeHO 3a HeyTponeHus. [lanmenture TpsOBa qa ObIaT IOCHBETBAHH 1A
cboO1aBar 3a (eOpuIIHU enu3oau He3abaBHO. Jlekapute TpsOBa 1a HaOIr0AaBaT MALMEHTUTE 3a
MPU3HAIM Ha KbPBEHE, BKIIIOUUTEITHO SMUCTAKCHC, 0COOSHO MPH YIOoTpeda Ha ChIIBTCTBAIIN
JIEKapCTBEHH MPOJIyKTH, 32 KOUTO € U3BECTHO, U€ yBEIIMYaBaT PUCKA OT KbpBeHE (BXK. Touka 4.8).
IIsnHaTa KpBHBHA KapTHHA TPsIOBa Aa ce el Ha U3XOAHO HUBO, €KECEAMUYHO Mpe3 IbPBUTE §
CE/IMUITA U €KEMECEUHO CJIe]] ToBa. BB3MOXKHO € J1a ce HaJoXKu MPpOMsHa Ha Jlo3aTta (BXK. Touka 4.2).
[Tpu HAKOM MAIMEHTH MOXE Ja CE HAJIOXKHU ITOIbPIKAIIO JICUCHUE C KPBBHH MPOIYKTH H/WITH
pacTexxHu (haKTopH.

Tpomb0eMOOJIMYHY CHOUTHS

[ManuenTy, NoTyYaBaly MOMATHIOMUJI UK B KOMOHHAIHSA ¢ 60pTe30MHO 1 AeKCaMeTa30H, WU B
KOMOMHAIHS ¢ AeKCaMeTa30H, ca MOIyYHIN BEHO3HH TPOMO0EeMOOINIHY CHOUTHS (IIPEANMHO
JIBIIOOKA BEHO3HA TPOMO03a U 6eJToIpoOHa eMOOITHS) U apTepUATHU TPOMOOTHYHH CHOUTHS (MH(pAPKT
Ha MHUOKapJa U 1iepebpoBacKyapeH HHIUACHT) (Bxk. Touka 4.8). [TalienT ¢ U3BECTHU PUCKOBU
(haxTOpH 3a TPOMOOEMOOIIMS — BKIIOUHTEIIHO Tpe IIIecTBaa TpoMm0o3a — TpsioBa 1a Obpaat
HaOmoaBaHN BHUMaTeHO. TpsOBa a ce mpeampreMar AeHCTBUS B OIIUT Ja CE CBENAT 0 MUHUMYM
BCHYKHU H3MEHSIEMH PHCKOBH (DaKTOPH (HAIp. IMyIICHE, XUIICPTOHHUS U XUIICPITATIIICMI ).
[TpenopbUUTENHO € MAMEHTUTE U JICKapHTe J1a HaOIr01aBat 3a MPU3HAIK U CUMITOMH Ha
TpomboemOomnus. [lanuenTute TpsaOBa fa ObIAT HHCTPYKTHPAHH Ja THPCAT MEAUIIMHCKA ITOMOIII, aKO
Pa3BHAT CUMIITOMH KaTo 3a1yX, 00JKa B TBPANTE, TOSBA HA OTOIH 110 PBLETE MM KpaKara.
IpenopwuBa ce aHTHKOATYIAHTHA Tepanus (OCBEH aKo € MPOTUBOIMOKA3aH0) (KaTO alleTHICATUIMIOBA
KHCEJINHA, Bap(aprH, XeMapiH WIH KIOMHIOTPelT), 0COOCHO MPHU MAIMEHTH C JOIBIHUTCITHA
TPOMOOTHYHH PUCKOBHU (pakTopHu. Pemenue 3a 3anouBane Ha MpoQHiIakTHKa TPsOBa Ja ce B3eMe Clie/
BHUMATEITHA OLICHKA HA HATMYHHUTE PUCKOBH (DAKTOPHU HA OTICITHHS IMAUEHT. B KiIMHIIHU
MPOYYBAHMS MALUCHTH Ca MOTy4aBaIM MPOPHUIAKTUYHO alleTHIICATIHIIIIOBA KHCEINHA WIIH
aITepHATUBHA AaHTUTPOMOOTHYHA Tepanusi. YToTpebaTa Ha epUTPONOSTUIHH CPEICTBA BOJIHU JI0 PUCK
OT TPOMOOTHUYHU CHOUTHS, BKII. TPOMOOEMOOIIHsL. 3aTOBa EPUTPOIIOCTUIHUTE CPENICTBA, & TAKa CHIIO U
JpPYTH CPEACTBA, KOUTO MOTAT Ja YBENIWYaT PHCKa OT TPOMOOeMOOIMYHN ChOUTHS, TPsIOBa fa ce
IpHIIaraT ¢ TIOBHUIIEHO BHUMaHME.

Hapynienus Ha IUTOBMAHATA JKJIe3a
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CroOmaBanu ca cIydyan Ha XHIIOTHPEeonau3bM. [Ipean HauanoTo Ha JIEICHUETO ce TPEenophIBa
ONITUMAJICH KOHTPOJ Ha CHITBTCTBAIIUTE 3a00ISIBAHNS, BIUACIN BEPXY (QYHKIHATA HA IMUTOBUIHATA
xire3a. [IpernoppuBa ce mpociieasBaHe Ha (YHKIMATA HA IIUTOBUIHATA XKJIe3a Ha U3XOIHO HUBO U B
XO07Ia Ha JICYCHHETO.

Ilepudepna HEBpOHATHS

INanmenTty ¢ Hanu4HA neprudepHa HeBpONaTHs > 2-pa CTEINEH ca U3KII0YEHH OT KIMHUIHUTE
MPOYYBaHUS C ToMaIuIoMu. TpsOBa fa ce MoaxoXk/aa ¢ Hy»KHAaTa IPeIna3inBOCT, KOraTo ce
OOMICIIS JICUCHUETO HA TaKWBa MAUEHTH C TOMAaTHIOMUI.

3HayuMa chpacyHa AUCHYHKIIHS

[TaruenTy che 3HAUMMA ChpJiedHa AUCPYHKINSA (3acTOWHA ChpeuHa HemocTaThaHOCT [NY Heart
Association knac III wnu [V]; nadapkT Ha MHOKapaa B paMKUTe Ha 12 Mecela cien 3aroYBane Ha
MPOYYBAHETO; HECTAOMITHA WIIM HE3aIOBOJINTEITHO KOHTPOIMPAHa CTEHOKAPNS) Ca U3KITIOYCHH OT
KIMHAYHHUTE MPOYYBaHUs ¢ oManuaomMu. ChoOIaBa ce 3a ChOUTHS, CBbP3aHH ChC CHPIIETO,
BKJIIOYMTENHO 3aCTOMHA ChpJIeUHa HEAOCTaThUHOCT, 6eJ10Jp0o0eH OTOK U NMPEICHPAHO MBXKICHE (BXK.
TouKa 4.8), [NIaBHO IPU MALKMEHTH ChC CHIIECTBYBAIIO CHPACUHO 3a00sIBAHE MM PUCKOBU (haKTOPH
10 OTHOIIICHHE Ha CHPIETO. TpsOBa Ja ce moaxoXaa ¢ Hy)KHaTa MPEANa3IuBOCT, KOTaTO & OOMHCIIS
JICYEHUETO Ha TAaKWBa MALUCHTHU C MTOMATHIOMHU, BKIIOUUTEITHO IEPHOANIHO HAOMIOICHHE 32
MIPHU3HAIY WA CUMIITOMU Ha CHOUTHS, CBEP3aHU ChC CHPIIETO.

TyMop-Iu3uc CUHAPOM

[TanmenTUTeE € HAl-rOJIAM PUCK 32 Pa3BUTHE HA TYMOP-JIU3UC CUHIPOM Ca TE3U C BUCOK TYMOPEH
TOBAp TPEIH 3aII0YBAHE HA JICUCHUETO. Te3u MaruenTy TpsOBa 1a ce HabIrogaBaT BHUIMATEITHO U Ja
ce B3eMaT MOAXOAAIIM NpeAna3Hi MEPKH.

BTO]Z)I/I IIbPBUYHH 3JIOKAYCCTBCHU 3a00JIIBaHUS

[Ipu manyeHTH, MoJTyYaBaly IMOMAIHIOMH]] Ce ChOOIIaBaT BTOPH IIbPBHYHH 3JI0KAYCCTBCHH
3a00JsIBaHUS KaTO HEMEIAHOMEH pak Ha Koxkata (Bxk. Touka 4.8). Jlekapure TpssOBa BHUMATEIHO Ja
OICHSBAT MAICHTUTE 33 HATMYUETO HA BTOPH IIBPBUYHU 3JI0KAUYECTBEHHU 3a00JIIBAaHUS TIPEIH U 110
BpEME Ha JICUEHUETO, KaTO MU3I0JI3BAT CTAaHAAPTEH CKPUHUHT 3a pPaK, U Jia Ha3HayaBaT JIeYeHHe CIope
MOKa3aHUETO.

AJepruyHu peakiii U TEKKH KOKHU pPEeaKIINU

Cro01maBa ce 3a aHTHOe/IeM, aHA(DIIIAKTHYHA PEAKIHS U TeKKH JEPMATOJIOTUIHU PEaKIUH,
piumountenHo SJS, TEN u DRESS, npu ynorpebara Ha momanugomu (Bx. Touka 4.8). Ianuenture
Tpf{6Ba aa 6'bllaT KOHCYJITUPAHU 3a NPU3HAIUTEC U CUMIITOMUTE HA TE3U PCAKINU OT MPEANIUCBAIIUTC
JIeKapH, U TpAOBa aa ObJIaT MHCTPYKTHPAHU J1a TIOTHPCAT He3a0aBHO JICKapcKa IMOMOIIT, aKO Pa3BUST
Te3u cuMnToMH. [lomMamumomua TpsiOBa Ja ce MpPeyCTaHOBU NpH eKC(HOIMAaTHBEH WM OyI103eH 00pUB
nin ako uma ceMHenus 3a SJS, TEN wim DRESS u He TpsiOBa J1a ce MOAHOBSBA ClIe]T IPEKPATIBAHETO
My mopaau Te3u peaknuu. [laruenTn ¢ anHaMHe3a 3a CepPUO3HH AICPTHYHU PEaKINU, CBP3aHU C
JICUCHHE C TATHIOMUJI WX JICHATUIOMHUI, Ca U3KITFOUEHH OT KJIMHUIHUTE MPOoy4YBaHus. TakuBa
MAI[MEHTH MOJKE JIa Ca C TI0-BUCOK PHCK OT PEaKIIMU Ha CBPBXIYBCTBUTEIHOCT U HE TPAOBA Ja
nmoJry4aBat nomanuaomMu. [Ipu koxeH oOpuB OT cTeneH 2-3 TpsOBa 1a ce 0OMUCIN IPEKbCBAaHE Ha
MpreMa WM MPEeKpaTsIBaHe Ha JICICHHETO ¢ moManuaoMu. [TomanmuaoMuy TpsOBa 1a ce MpeKpaTH 3a
MTOCTOSTHHO TIPY QHTHOEAEM M aHA(PIIIAKTHIHA PEAKIIHS.

3aMasiHOCT U OOBLPKAHOCT

[Tpu u3non3BaHe Ha MOMAJIMJOMU]] C€ CHOOIIaBa 3a 3aMastHOCT M ChCTOSIHUE Ha OO BPKAHOCT.
[TanmenTute TpsiOBa Ja M30ATBAT CUTYAIUH, TTPH KOUTO 3aMasTHOCTTA WM 0OBbPKAHOCTTa MOTaT Jia
ObaaT nmpoOieM, 1 J1a He TIpueMaT IPYTH JIEKapCTBEHH MTPOAYKTH, KOUTO MOTaT J1a IPUIHHST
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3aMasHOCT MM 00BPKAHOCT, 6€3 IBPBO Ja MOTHPCAT MEIUIIMHCKU ChBET.

Hurepctunmanga 6enoapodna 6onect (UEB)

WBB u cBbp3any chOUTHS, BKIIOYUTEIHO CIyYad Ha MTHEBMOHUT, C€ HAOII0IaBaT Py OMaJIUAOMHUJI.
TpsiOBa 1a ce U3BBPIIM BHUMATETHA OIICHKA HA TAIIMEHTHTE C OCThP MPUCTHIT HITH HEOOACHIUMO
BJIOIIIaBaHE Ha 0eI0poOHHUTE cCUMIITOMH, 32 Aa ce uskinoun Ubb. [Tomanumomun TpsioBa na ce
MPEeKbCHE, JOKATO Ce U3cieBaT Te3u cuMnToMu 1 ako BB Obae moTBbpaeHa, TpsiOBa 1a ce 3armoyHe
noxo o JiedeHue. [lomanumomuy TpsiOBa 1a ce MOTHOBH CaMo CIIeJ ISUIOCTHA OlICHKA Ha TIOJI3UTE
U PUCKOBETE.

YepHoapoOHU HAPYIIICHUS

[Tpu nanmeHTH, TeKyBaHU ¢ IOMAIUAOMUI, C€ 3a0el3BaT 3HAYUTEITHO TIOBUIIICHN HUBA HA AJIaHUH
aMUHOTpaHc(epasa u OuupyOuH (Bxk. Touka 4.8). MiMa u ciydan Ha XemaTHT, KOUTO BOJAT JI0
npekpaTsBaHe Ha nomaiaugoMu. [IpenopbuBa ce peJOBHO MpocesiBaHe Ha YepHOApoOHATa
(hyHKIHS TIpe3 MbpBUTE 6 Mecela OT JCUYSHHETO ¢ MOMATUIOMHE/ U CJIe]] TOBA KAKTO € KIMHHYHO
TIOKa3aHo.

HNudexnmu

Psanxo ce cpo01aBa 3a peakTUBUpPaHE HAa XeNATUT B npu manueHTyH, Noay4aBaily MOMalIuA0MU B
KOMOMHAIMSA C IeKCaMeTa30H, KOUTO IIPeAU ToBa ca OMiIu MH(EKTUpaHU C BUpyca Ha XenaTut B
(HBV). Hsixou oT Te3u city4an porpecupar 10 0cTpa YepHOApoOHa HEAOCTATHYHOCT, BOCIIA /10
MPEKPaTABAHETO HA IIOMAIHIOMH. BUPYCHUAT cTaTyc 1Mo OTHOILIEHHWE Ha XenaTuT B Tpsa0OBa 1a 0b1e
YCTaHOBEH IPEU 3all0YBAHE HA JICUCHHE ¢ IOMATUIOMU. 3a NallUeHTH, KOUTO ca No3uTUBHU 3a HBV
MH(EKIH, ce MPEropbhUBa KOHCYITALUS € JIEKap C ONUT B JICYCHUETO Ha xernaTut B. Tpsa6sa xa ce
HOAXO’K/1A MIPEANa3InBO, KOTaTO MOMATHAOMHU B KOMOMHAIHA C IEKCAMETa30H Ce IPHIara mpu
NaLUEHTH, KOUTO Ipeau ToBa ca ounu uHpextupanu ¢ HBV, BKItounTeTIHO NanMeHTH, KOUTO ca anti-
HBc nosutusau, Ho HBsAg nHeratusHu. Te3u nanueHTH TpaOBa Aa ce HaOI0AaBaT BHUMATETHO 1IPe3
ISUIOTO BpEMETPacHe Ha TepanuATa 3a MPU3HAIM 1 CUMITOMH Ha aktuBHa HBV nndexnus.

IIporpecusua mynatudokanna geskoeHedamonarus (ITMJI)

CpoOIIeHH ca ClIyJan Ha MPOrpecuBHa MyJITH(OKAIHA JEBKOCHIIEPaTONaTHs, BKIIOUHTEIHO C
JIETaJIeH U3XO0J MpH yrnoTpedaTta Ha momanuaomMu. 3a IIMJI ce cho0ImaBa HIKOIKO Mecena 10
HSIKOJIKO TOJMHU CJIE]] ICUCHUETO ¢ momMaauaoMu. ChOOIICHUTE Cllydan ca OOMKHOBEHO IPU
MAIUeHTH, KOMTO IIPHEMAT ChITBTCTBAIIO ISKCAMETAa30H, MK ca OM/IM Ha MpEAIIecTBalla Apyra
HMYHOCYIpECHBHA XUMHUoTepanus. Jlekapute TpssOBa 1a MpOCIeIABaT MAMCHTUTE PEIOBHO U Ja
Bkirouat I[IMJI B nudepeninaniaTa AMaro3a Ipyu NalueHTH ¢ HOBOOTKPHUTH WM BIIOIIABAINU CE
HEBPOJIOTMYHN CHUMIITOMH, KOTHUTUBHH HJIH [TOBEACHYECKH MPU3HANN Wik cuMOTOMH. ChIIO Taka
HarnyueHTuTe TpSAOBa 1a ObIaT MOCHBETBAHM 1a HH()OPMHPAT MMAPTHHOPA CH MJIH JIMIATA, KOMTO CE
TpHXKaT 3a TSIX, 3a JCUCHHETO, Thi KaTO Te MOTarT Ja 3abeyie)kaT CHMITTOMHU, KOUTO MAIlMeHThT He
3a0eIs3Ba.

Onenkara 3a [IMJI TpsiOBa 1a ce OCHOBaBa Ha HEBPOJIOTMYHO U3CJIEABAHE, SIPEHO-MarHUTeH
pPE30HaHC Ha MO3bKa M aHAIW3 Ha rpbOHaYHO-MO3buHaTa TeuyHoCT 32 [JJHK nHa JC Bupyca (JCV) upes
nonuMepasHa BeprokHa peakius (PCR) wmu Mmo3buna Ouoricus ¢ tectBane 3a JCV. OTpuniaTeTHUST
pesyntat ot PCR 3a JCV ne u3kimousa [IMJI. Bb3MOKHO € /1a ce HaJIOKU JOMTBIHUTEITHO
MpoclieAsiBaHe U OIICHKA, aKO HE MOXKe /1a ObJie MOCTaBeHa alTepHaTUBHA JHAarHO3a.

Ako nma cbMHeHus 3a [IMJ], mo-HaTaThIIHOTO MpHUJIAraHe cieBa Jia ce IPeyCcTaHOBH, I0KAaTo HE Ce
uzkmoun [IMJL. Axo ce notbpau [IMJI, momanumnomus TpsOBa aa ce MpeyCcTaHOBH OKOHYATENHO.

HOMOHIHI/I BE€IICCTBA C U3BCCTHO ﬂeﬁCTBHC

Hampuii
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Homamuaomua Krka ceappika mo-manko ot 1 mmol HaTpuit (23 mg) Ha Karcyma, T.e. MOXKe Ja ce
KaXke, 4e MPAKTUYECKH He ChIbpiKa HATPHIA.

Hzomanmumon (uzomanm)
[Momamumomuna Krka cbabpika uzomantuton (n3omant). [lanmeHTH ¢ peku HacIeICTBEHH poOIeMu
Ha HETIOHOCUMOCT KbM (DpyKTO3a HEe TpsIiOBa Ia MpUeMaT TO3H JICKAPCTBEH MPOIYKT.

4.5 B3aumopeiicTBHe C APYIH JEKAPCTBEHHU NPOAYKTH U APYrd (popMH Ha B3aUMOJelicTBHE

EdexT Ha noMaaugoMuI BbpXY APYTU JEKAPCTBEHU IPOJIYKTH

He ce ouakBa momanujaomMu/1 1a Ipeau3BUKa KIMHUYHO 3HAYUMHU (PapMaKOKHHETHYHU
B3aUMO/ICHCTBU ITOpaIy HHXUOMpaHe WIH HHIYKnus Ha P450 n3oeH3uM mim nHXnOnpaHe Ha
TPaHCHOPTEPHUTE, KOTaTo ce IMpuiara eAHOBPEMEHHO ChC CYyOCTpaTH Ha Te3U €H3UMU HITH
TpaHcnopTepu. [loTeHIMaTbT 32 MOK00OHU B3aMMOACHUCTBYS, BKIFOUUTEITHO MOTEHIIMATTHOTO BIIUSIHUE
Ha TOMAJTUIOMUJI BEPXY (hapMaKOKHHETHKAaTa Ha KOMOWHHUPAHU [TEpOpaTHA KOHTPAIIETITHBY, HE €
KJIIMHUYHO JI0Ka3aH (Bx. Touka 4.4 TepaTtoreHHOCT).

Ed)CKT Ha JPYTH JCKAPCTBCHU MPOAYKTH BHPXY NMOMAJTHMJIOMMUL

[Momanuaomug ce metabonusupa yactuaHo upe3 CYP1A2 u CYP3A4/5. Toii e cbio u cydcTpat Ha
P-rmukomnporenHa. EqHOBpeMEHHOTO NPHIIOKEHUE HA TIOMAITHIOMHUT C MOIITHUS HHXHOUTOP Ha
CYP3A4/5 u P-gp ketokoHa3ou wiu ¢ Mouaus uHaykTop Ha CYP3A4/5 xapbamazenuH HsMa
KIMHUYHO 3HAa4YUM €(PEeKT BBPXY €KCIO3ULUATA Ha TOMaTuAOMH . EAHOBPEMEHHOTO NPUIIOKEHUE Ha
moraus naxudnTop Ha CYP1A2 ¢myBokcaMuH ¢ MOMaNInAOMHU B IPUCHCTBUETO HA KETOKOHA30I,
yBeIM4YaBa cpenHaTta excrno3umws Ha momanuaomun 1o 107% ¢ 90% noseputenen uarepsai [91% mo
124%] B cpaBHeHHE C MOMAJIMIOMU/ IJIFOC KETOKOHA30J1. [Ipu BTOpO MmpoyyBaHe 3a OLIEHKa Ha
npuHoca camo Ha nHxuOuTOp Ha CYP1A2 3a npoMenute B MeTaboIH3Ma, €THOBPEMEHHOTO
MPUIIOKEHNE caMO Ha (IIyBOKCAMHH C TOMAUAOMH]I YBEIHYaBa CpeTHATA CKCIIO3HIINS Ha
nomanugomun 1o 125% ¢ 90% nosepurenen untepsain [98% mo 157%] B cpaBHEHUE camo ¢
nomManuaoMua. Ako MoutHy nHxu6utopu Ha CYP1A2 (Hamp. munpoduioKcaliit, €HOKCAIUH 1
(hyBOKCaMHH) ce TIpuIIaraT ¢IHOBPEMEHHO ¢ TIOMAMJIOMUJI, HaMaJleTe Jo3aTa moManuaoMus ¢ 50%.

Jexcamera3on

EanoBpeMEHHOTO MHOTOKpPATHO MPHUIIOKEHUE Ha TO3U OT MakcuMyM 4 mg momanuaomua ¢ 20 mg 10
40 mg nexcamerasoH (cnabd 10 ymepeH HHAYKTOp Ha HAKoKO CYP ensuma, Bitountenno CYP3A)
Ha MalUeHTH C MYJTHUIICH MUEIIOM HsiMa e(DeKT BbpXY apMaKOKHHETHKATa Ha MOMAaJIHIOMU]] B

CpaBHCHHE C IOMAJIMAOMU I, IPUJIAral CaMOCTOATEITHO.

EdexThT Ha AekcamMeTa30H BbPXY BapdapHH He ¢ u3BecTeH. [IpenopbuBa ce BHUMATEIHO CIEICHE Ha
KOHIICHTpAIMSITA HA Bap(papyH 110 BpeMe Ha JICICHHUETO.

4.6 @epTUanTET, )PEMEHHOCT U KbPMeEHe

Kenu ¢ JACTEPOJACH HOTeHHI/IaH/KOHTDaL[CHHI/ISI OpHU MBXKE U )KCHHU

XKenu ¢ nerepoeH MOTEHIMAN TPsOBa 1a M3MON3BAT S(PEKTUBCH KOHTPAIICITUBEH METO. AKO JKEHa,
JIEKyBaHa C MMOMAaJIHIOMU]I, 3a0peMeHee, IeYeHUEeTo TpsOBa aa ObJie CIIPSHO U MalMeHTKaTa TpsOBa 1a
Ob/ie HAcOYEHA 3a OLIEHKA M ChBET KbM JIeKap CIICHUAIKCT UK C ONTUT B TepaToIorusaTa. AKO
MapTHHOPKA Ha MBK, JIEKYBaH C MOMAIUIOMU, 3a0peMeHee, ce MpenopbyBa T a Oblie HacoueHa 3a
OLCHKA U CbBET KbM JICKAP CIICHUATNUCT UJIH C OITUT B TCPATOJIOTUATA. HOMaJ'H/IHOMI/II[ Ce CbAbpiKa B
yoBemikara criepma. Kato npeanasHa Msapka, BCHYKU MAIMSHTH OT MBXKH [10J1, IPHEMAIIN
MOMAaJTHAOMHUI, TPSAOBA []a U3MOJ3BAT [IPE3ePBATHBY MPE3 ISUIOTO BpEeMETpacHe Ha JICYSHHETO, 10
BpeMe Ha MPEeKbCBAHE HA MPHUEMa U B POIB/DKECHHE HA 7 THU CIIE/ IPEKPaTsIBaHEe HA JICYCHUETO, aKO
MapTHHOPKATa UM € OpEMEHHA WU C JICTEPOICH TIOTSHIIMAT U HEe TIPOBEX/Ia KOHTpAIICTIUs (BXK. TOUYKA
43u44).
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Bpemennoct

[Ipu xopa ce ouakBa TepaTOreHeH eeKT Ha moManuaoMus. [loManuaoMua € MPOTHBOMOKA3aH MO
BpeMe Ha OPEMEHHOCT U IPH KECHU C JCTSPOICH IOTCHIINAI, OCBEH KOTaTO Ca U3MbJIHCHH BCUUKU
YCIIOBUS 3a Tpe/ina3BaHe oT OpeMeHHOCT (BX. Touka 4.3 u 4.4).

Kspmene

He e n3BecTHO anu MOMaMAOMHEI CE EKCKPETHpa B KbpMaTa. [loMamumomMu ce OTKpUBa B KbpMaTa
HAa IUTBXOBE B MIEPHO/I Ha JIAKTANUS CJIE] NPUIOKEHUE Ha MalikaTa. [lopamu moTeHImana 3a HeKeJIaHH!
JIEKapCTBEHU PEaKIMy Ha MOMAIIUIOMUJL TIPH KbpMaueTa, TpsI0Ba Jia ce B3eMe pelleHue Jajli Ja ce
MPEKPaTH KbPMEHETO WJIH JIa Ce CIIPE JISKApCTBEHHS POJIYKT, KaTO ce B3eMe MPEBH/I 110J3aTa OT
KbPMEHETO 3a JICTETO U MO0JI3aTa OT TepalusiTa 3a KeHaTa.

PepTraUTeT

Y CTaHOBEHO €, Ue MOMATHIOMUJ] UMa OTPHUIIATEITHO Bh3ICHCTBUE BHPXY (QEPTUIIUTETA U €
TepaToreHeH MpH )KUBOTHU. [loManumaoMu npeMrHaBa Npe3 IJIaleHTaTa i Ce OTKPHBA B KPbBTA HA
JI0J1a Cclie/l MPUIIOKEHNE TP OpeMEHHH 3ai1u (BXK. Touka 5.3).

4.7 EdexkrTu BbpXy cnioco0HOCTTA 32 mo¢upaHe H padoTa ¢ MaIIMHU

[TomanuaoMu mOBIHUSBA B MaJIKa JIO yMepeHa CTeTeH ClIocoOHOCTTa 3a niodupane u padorta ¢
MamuHE. Cho0IIaBa ce 3a yMopa, MOHWKEHO HUBO Ha Ch3HAHME, 0OBPKAHOCT U 3aMastHOCT TIPU
ynotpeba Ha moManuIoMu. AKO ca 3acerHaTH, MAIEHTUTE TPSOBa Ja ObJaT HHCTPYKTUPAHH Ja HE
mogupar, 1a He U3M0JI3BaT MAIIMHM | A2 He U3ITBJIHABAT OMACHH 33JJa4H, JOKATO CE JIEKYBaT C
TIOMaJTHIOMH/I.

4.8 HexesaHu JeKapcTBEHH peaKIUM

Pesrome Ha nnpodriia Ha GE€30IMaCHOCT

Homanuoomuo 6 kombunayus ¢ 6opme3omubd u OeKcamemaszon

Haii-yecto cho0maBaHuTe HapyIeHHs Ha KpbBTa U TuM(HaTa cuctema ca Heyrponenus (54,0%),
TpomOormronenus (39,9%) u anemus (32,0%). pyru Haii-4ecTo chOOIaBaHU HEXKETAHU PEAKITHH
BKJTIOUBAT NepudepHa ceHzopHa HeBponatus (48,2%), ymopa (38,8%), muapus (38,1%), 3anex
(38,1%) u mepudepen orok (36,3%). Haif-uecto crobmiaBannTe HEXKEITaHN PEaKUH OT 3-Ta Win 4-Ta
CTeTIeH ca HapyIIeHNs Ha KPBBTa U THM(HATA CHCTeMa, BKITIOYUTENHO HeyTponenus (47,1%),
Tpombormronenus (28,1%) u anemus (15,1%). Hait-uecto cro0maBanara cepro3Ha Hexenana
peakuus e naeBMoHus (12,2%).

Hpyru choOiaBaHu CepHO3HU HEXENIaHU peaklliy BKIIOUYBAT nupekcus (4,3%), uadexius Ha
JOTHUTE uxaTenHu nbruia (3,6%), rpun (3,6%), 6enonpodbna emOomnus (3,2%), npencbpAHO
MBxaeHe (3,2%) 1 ocTpo 060peuno yBpexnane (2,9%).

Tomanuoomuo 6 kombuHayus ¢ deKcamemaszom

Haii-uecto cho0IaBaHuTe HeXETAaHH PEAKIIUH TP KIIMHHIHHUTE MIPOYYBAHMS Ca HAPYIICHUS Ha
KpBBTa U JTHUM(HATA CUCTEMa, BKIIIOYUTETHO aHemus (45,7%), neyrponenus (45,3%) u
TpombormTonenus (27%); oOm HapyuieHus U eheKTH Ha MICTOTO Ha IPHIIOKEHHE, BKITIOUYUTETHO
ymopa (28,3%), mupexcust (21%) u nepudepen orok (13%); u uadekunu u nHGecTaIm,
BKIrounTeHO MHEBMOHUS (10,7%). 3a mepudepHa HEBpPOIAaTHs KaTo HEXXETIaHa PEeakius ce cho0IIaBa
npu 12,3% oT manmenTure, a BEHO3HN eMOonnaHH Wik TpoMOooTryan chonTrs (VTE) KaTo HexenaHun
peakimu ce chobmanar mpu 3,3% ot nanmenTure. Hali-uecto choOMaBaHUTE HEXKEITAHA PEAKIIUU OT
3-Ta wim 4-Ta CTETEH ca HapyIICHHs Ha KPBBTA U TUM(HATA CUCTEMa, BKITIOYUTEITHO HEYTPOIICHUS
(41,7%), anemust (27%) u Tpom6oruronenus (20,7%); nuadexkunu u uHdGecTanuu, BKIOYUTEITHO
nHeBMOHUS (9%); 1 001K HapymieHus U e(heKTH Ha MSICTOTO Ha NMPHIIOKEHHE, BKIIOUYUTEITHO yMOpa
(4,7%), mupexcus (3%) u nepudepen otok (1,3%). Haii-uecto crobmaBanara cepro3Ha HexXeIana
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peakuus e mHeBMOHUA (9,3%). JIpyrHu choOIaBaHN CEPUO3HH HEXKETaHU PEaKIUU BKIIOYBAT
¢ebprna HeyTponeHus (4,0%), neyrponenus (2,0%), pombonutonenus (1,7%) u VTE nexenanu
peaxuuu (1,7%).

C’bI]_IeCTByBa TCHACHIUA HEXKCIIAHUTEC PEAKIUN Oa Bb3HUKBAT IMO-Y€CTO MPE3 IIBPBUTE 2 IIUKbJIa Ha
JICYCHUC C TIOMAJIMIOMU/I.

Ta6n1/1ua Ha HCXKCITAaHUTC pCaKIIn

Hexenanure peakiuu, HaOIIOAaBaHU IPH MAMCHTH, JICKYBAHU C IOMAJIHIOMU B KOMOUHAIHSI C
OopTe3omMu0 1 JeKcaMeTa30H, TOMAIUIOMU/I B KOMOWHAIINS C IEKCAMETa30H U OT
MMOCTMApKETHHTOBOTO HAOII0IeHKE ca n30poeHu B Tabmnuia 7 o cucreMmo-opranau kinacose (SOC) u
YeCTOTa 332 BCUYKU HEXKEJIAHU PEAKIIUH U 33 HEKEIAHUTE PEaKIMU OT 3-Ta WK 4-Ta CTEleH.

Kareropuure 1o yecrora ca qeuHUpaHd B ChOTBETCTBUE C aKTyaTHUTE YKa3aHHs KaTO: MHOTO Y4eCTH
(=21/10), gectu (=1/100 mo <1/10), megectr (=1/1 000 mo <1/100) u ¢ Hen3BecTHA YecTOTA (OT
HAJIMYHHUTE TAHHU HE MOXKe J1a ObJIe HAIIPaBeHA OI[CHKA).

Ta6auna 7. He:xxenanu peakuuu (HJIP), cho01meHu B KIMHUYHATE U3NUTBAHUS U OT
MOCTMAPKETHHIOBOTO HA0JIK0eHNe

Kom0uHupaHo Jieuenune Homanugomua/ Homanugomua/
0opTe30MHO/IeKCAMETA30H JeKcaMeTa30H

CucremMo-opraseH kjiac/ Benuku HJIP HJIP ot Benuku HIIP HJIP ot

MpeamoynTan TePMUH creneH 3-4 creneH 3-4

Nudpexnun n uadecranun

ITHeBMOHUS MHoro yectn MpHoro yectn |- -

[MueBMOHUS (OakTepuamHy, |- - IMHoro yecTH Uectn

BUPYCHH U I'BOMYHH

MHQEKINH, BKITIOYUTEITHO

OTOPTIOHUCTUYHH

MH(DEKINN)

bpouxur MHoro uectu Uectu Uectu Heuectu

MHadeknus Ha ropHUTE MHoro uectu Uectu Uectu Uectu

IMUXaTeTHU IbTULIA

BupycHa uHpekus Ha MHoro yectu - - -

FOPHUTE IUXATEIHU TbTUILA

Cericuc Hectu Uectn - -

CenTUyeH LI0K Uectu Uectu - -

HeyTponeHudeH cerncuc - - Uectn Uectn

Komut, mpuauHeH oT Uectu Yectn - -

Clostridium difficile

IBpOHXOMHEBMOHUS - - Uectn Uectn

Mudexus Ha tuxarenauTe UecTn Yectn Yectn Yectn

MIbTULIA

Mudexus Ha qoTHUTE Yectn Yectn - -

IMUXaTeTHN MIbTHULIA

benonpoOHa uHpeKIus Hectu Heuectu - -

pun MHoro yectu Uectu - -
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bporxnonut

Yectn

Yectu

MHpexus Ha MUKOYHUTE
[TBTHUIIA

MHoro yecTu

YecTn

Hazodapunrur -

Yectn

Xepnec 30cTep -

Yectn

Heuectn

[PeakTuBUpaHEe HA XENIATUT
B

C Heu3BecTHA
uecrora*

C Heus3BeCcTHA
uecTtora*

Heomiazmu — 100pokayecTBEeHN, 3J1I0KAYeCTBEHH U HeonpeaeJeH! (BKJI. KUCTH U MOJIUIIH)

lbazanHokeThueH KaplquHOM Yectu

IHeuectn

KapOuHOM Ha KOoXKaTa

IbazanHOKIIEThUEH - - Heuectn Heuectu
KapIIMHOM Ha KOXata
CKBaMO3HOKJIETHUEH - - Heuectn Heuectu

Hapymenusi Ha KpbBTa M JIMMQHATa cHCTeMAa

Heytponenus Muoro yectu  [MHoro yectu  [MHOrO yectu MHoro yectn
TpomOouuTONIEHHS Mmuoro yuectu  |[MHoro uectu  [MHOro 4ectu MHoro yecTn
JleBKOTIEHUS Mmnoro yectu  {Uectun IMHoro yectu Uectu
IAHeMus Mmnoro yectd  |MHoro yectd  [MHOTO YecTu MHoro yectu
DedpusHa HEYTPOTICHUS Uectu Uectu Hectu Uectn
UInmdonenus Hectn Uectu - -
[TaHnUTONEHUSA - - Yectu™ Yectu*
Hapymienust Ha UMYHHATa cUCTeMa
IAHTHOEIEM - - YecTu™ Heuectu*®
YpTukapwus - - Hectu* Hedectu™
IAHa(HITAKTHYHA PEAKITHST C HeusBectHa |C HEM3BECTHA |- -

uecTora* uecTora*
OTXBBpISTHE HA C HemsBecTHa | - -
TPaHCIUIAHTHPAH COIHJICH uectora*®
opraH
HapynieHus1 Ha eHIOKPHMHHATA CHCTEMA
XUOTHUPEOU NI BEM Heuectu™ - - -
Hapyumienusi Ha MeTa60J1M3Ma U XPaHEHETO
XHUMoKanTueMus Mmuoro yectn  {Uectn - -
XUnepriouKeMust Mmuoro yectn  Uectn - -
XuImomMarae3ueMust Uectu Uectu - -
X UnoKanueMHust Uectn Jectn - -
Xumodocdaremus Uectu Uectu - -
XunepkanueMus Uectu Uectu Uectu Uectu
XunepkaaueMus Yectn Yectu - -
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XurnoHaTpuemMus - - Hectn Uectn
TToHMXeH aneTuT - - IMHoro yectn Heuectn
XurepypuxeMust - - Hectu™ Uectu™
Tymop-nu3uc CUHAPOM - - Hewectu* Heuectu*
IcuxuYHU HAPYLICHUS

bescbHHE MHoro vectn  [Hectn - -
lenpecus Uectn Uectn - -
ChCTOSTHUE HA OOBPKAHOCT - - Hectu Uectu
Hapymienust Ha HepBHATa CHCTEMa

[MepudepHa ceH3opHa Muoro yectn  [Hectu Hectun Heuectu
HEBPOTIaTUs

3aMasHOCT Mmuoro yectn  [Heuectn Hectn Heuectn
Tpemop Muoro yectu  [Heuectu Hectu Heuectu
CuHKOM Hectu Uectu - -
[epudepHa ceH30pHO- Hectu Uectn - -
MOTOpPHA HEBPOMATHS

[Tapecre3us Hectu - - -
Jlucreysus Hectu - - -
[ToHM>)KEHO HUBO HAa Cb3HAHME |- - Uectu Uectn
BbTpeuepeneH KpbBOU3INUB - - Hectu* HeuecTu*
IMO3BYHO-CHJIOB UHIIUICHT - - HeuecTu™ HeuecTu™
Hapyuienusi Ha ounTe

Karapakra Uectn Uectn - -
Hapyumenust Ha yXoTo 1 1a0HpPUHTA

Beprturo - - Hectu Uectu
CbpaeyHu HApYLIEHHUS

[IpencypAHO MBKICHE Muoro ywectu  [Uectu Hectu™ Uectu*
ChbpieuHa HeJIOCTATHEYHOCT - - Hectu™ Uectu*
MHupapkT Ha MUOKapaa - - Hectu* Heuectu*
Cb10BU HAPYLIEHUS

/TpnOoka BeHO3Ha TpoMbo3a  [Uectn Heuectu Hectn Heuectu
XHAIOTOHUS Hectn Hectn - -
XunepToHus Uectu Uectu - -
PecniupaTopHu, rpbAHN U MEAUACTUHAJIHHM HAPYLIEHUSI

JncrHes Mmnoro yectu  {Uectun IMHuoro yectu Uectu
Kanmuma Mmuoro yvectn |- MHoro yectn Heuectn
IbemonpobHa emOonus Hectu Uectu Yectu Heuectu
Enucrakcuc - - Hectu* Heuectu*
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MuTepcTunrania OenoapooHa |- - Hectu™* HeuecTu*
Oonect

CTOMAIIHO-YPEBHHU HAPYIIECHUS

Inapus Muoro yectu  Hectu IMHOro yecTu Uectu
[ToBpbiIane Mmnoro yectn  [Uectn Yectn Yectn
["amene Mmnoro yuectn  [Hedectn MHoro gectn Heuectn
3arex Mmuoro yectn  Uectn IMHOTO YecTn Uectn
KopemHa 6oka MpHuoro uectn  [Uectn - -

bonka B ropHara yact Ha Hectu Heuectu - -

KopeMa

CtomaTuT Hectn Heuectu - -
Cyxota B ycTara Uectu - - -
IAOTOMHHAIIHA JUCTEH3US Yectn Heuectn - -
CTOoMaIIHO-YpeBEH KPbBOHU3IINB|- - Uectu Heuectn
XenaToOWJIMAPHU HAPYIIEHUSI

XunepounupyOnHeMust - - Heuectn Heuectn
XenaTut - - Heuectu* -
Hapymienusi Ha KOKaTa ¥ MOAKOKHATA ThKAaH

O0puB MHoro yectn  [Hectn Uectn Hectn
[Ipypuryc - - Hectu -

UlekapcTBeHa peakuus ¢
€03MHO(DUINSI U CUCTEMHHI
CUMIITOMHU

C HeusBecTHA
uecrora*

C HeusBecTHA
uecrora*

TokcuyHa enuaepMaIHa
HEKpOJIn3a

C Hen3BecTHaA
uecrora*

C Hen3BeCcTHaA
uecrora*

Cunnpom Ha Stevens-Johnson

C Hen3BecTHaA

C Hen3BecTHaA

gecrora* gecrora*
Hapyumienust Ha MycKYJIHO-CKeJIeTHATA CUCTEMA U ChbeJUHUTEIHATA ThKAH
MyckyiHa crnaboct Mmuoro yectn  [UecTn - -
bosika B repba Mmuoro yectn  [UecTn - -
bonka B kocTHTE Uectu Heuectn MHoro yectu Hectu
MyCKynHH CIIa3Mu Mpmuoro uectu |- MHoro uectu Heuectn
Hapyumenus Ha 0b0pennTe 1 NUKOYHHUTE MBTHINA
OcTtpo 0b0pedHo yBpexaane [Uectn UecTn - -
IXpOHUYHO OBOPEUHO Hectn Uectn - -
YBpexaaHe
3aabpiKaHe Ha ypUHa Uectn Uectn Hectu Heuectu
IbrOpeyHa HEIOCTATHYHOCT - - Yectu Hectu

Hapyuienusi Ha Bb3POM3BOAUTEHATA CHCTeMAa M I'bpaaTa
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Ibonka B Taza Hectn Hectn
OO0wu HapywieHus M epeKTH HA MACTOTO HA NPHJI0KEHHe

Ymopa Mmuoro yectn  [UecTn MHoro yectn Hectu
[Tupexcus Mmuoro uectu  [Uectu MHoro uectu Hectu
[Nepudepen oTok Mmuoro yectn  [UecTn MHoro yectu Hectu
['ppaHa Oonka oT HechpAeueH |Yectn Uectu - -
[IPOU3XO0JL

OTok Uectu Uectn - -
N3caenBanus

[ToBuiIeHa anaHUH Uectu Uectu Hectu Hectu
aMUHOTpaHC(epasza

[ToHMxeHo Terno Uectu Uectn - -
Hawmanen Opoit HeyTpodmwim |- - UYectn Yectu
Hamanen Opoii 6env KpbBHU |- - Yectu Uectu
KIICTKH

Hawmanen 6poit pombonutu |- - Hectu Uectu
[ToBuIIEHa MUKOYHA KUCENINHA |- - Hectu* Heuectu*
B KPbBTa

HapansBaHus, OTPaBsiHUS U YCJI0KHEHUS], Bb3HUKHAJIM B Pe3yJITaT HA HHTEPBEHIHH
ITamane Yectn Yectu - -

* CpOOIICHN NPH IOCTMAPKETHHIOBAaTa YIOTpeoa.

Onmucanue Ha I/I36DaHI/I HCXKCJIaHW pCaKInun

YecToTHTE B Ta3u TOYKA ca OT KIMHHUYHY MTPOYYBAHMS MTPH MAIIMEHTH, TIOTyJaBalllX JICYCHHUE C
MTOMAaJIMIOMUJ] B KOMOUHAIUS win ¢ 6opre3omud u nekcamerazoH ([Tom+br3+]lexc), niwm ¢
nexcametasoH (ITom+]lekc).

Tepamoeennocm

[Momanuaomus € CTpYKTYPHO CPOACH € TAIUAOMHU. TamuaoMu] € N3BECTHO TEPATOTEHHO aKTUBHO
BEI[ECTBO IIPH XOpa, KOETO MPUYHHABA TEXKKU KMBOTO3aCTPAIIaBaIlN BPOJCHHU Je(EeKTH. Y CTAHOBEHO
e, 4e IOMaJIHOMUJ] € TEPATOTEHEH U MPH ILIBXOBE, U MPH 3aiiliy, KOraTo ce Mpujara B Iepuoja Ha
OCHOBHATa OpraHoreHes3a (Bx. Touku 4.6 u 5.3). Axo mpu xopa 1o BpeMe Ha OPeMEHHOCTTA ce IpreMa
MOMaJIHJIOMHUJI, C€ OYaKBa TepaToreHeH edekT (Bxk. Touka 4.4).

Heymponenus u mpomboyumonenus

HeyTtponenus Bb3HHUKBaA 1pu He moBeue oT 54,0% ([Mom+b13+/lexc) ot manuenture (47,1%
(ITom+bT3+/lekc) ot 3-ta wnu 4-ta crenen). Heyrpornenusita Bou 10 mpekpaTsiBaHE HA
nomanuroMua pu 0,7% OT MAMEHTHTE U HE YECTO € CEPUO3HA.

OedpumHa HeyTponenus (OPH) ce crobmasa npu 3,2% (Ilom+b13+/lekc) oT mannentute u 6,7%
(ITom+/lexc) ot mauuentute u e ceprosna npu 1,8% (Ilom+br3+ekc) ot manuentute u 4,0%
(ITom+/lexc) ot mauueHTUTE (BXK. TOUku 4.2 U 4.4)

TpombonuToneHus Bb3HUKBa Tipu 39,9% ([Mom+b13+/lekc) ot manuentute u 27,0% ([lom+ Jlekc) ot
nanuerTure. TpoMOonuToneHusTa € ot 3-ta wiu 4-ta crered mnpu 28,1% ([lom+br3+/lekc) ot
nauenture u 20,7% (Ilom+/lekc) oT mauMeHTuTe, BOAU A0 MPEKpaTsABaHe Ha IOMATUAOMUI TIPU
0,7% (Ilom+b13+ekc) u 0,7% ([Tom+/lekc) ot nanmenTute u € cepuosna npu 0,7%
(ITom+br3+/Iekc) u 1,7% (ITom+Jlekc) ot manueHTUTe (BXK. TOYKH 4.2 1 4.4).
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Heyrponenus u TpomOonnTonieHst 0OOMKHOBEHO BB3HUKBAT ITO-9ECTO B PAMKHUTE Ha ITBPBUTE 2
[OUKBIIA OT JICYCHUETO C IIOMATTMIOMHU]] B KOMOWHAIIHS WK ¢ OOPTE30MHO U JEKCaMEeTa30H, WIH C
JIeKCaMeTa30H.

Ungpexyus
Wudekiusira e Hali-uecTaTa HEXEMATOJOTHYHA TOKCHYHOCT.

Wndexnus Bp3uuksa npu 83,1% (Ilom+bT3+/lekc) ot nammenture u 55,0% (Ilom +/lexc) ot
naruenTute (34,9% (Ilom+b13+ekc) u 24,0% (Ilom+/exc) ot 3-ta unu 4-ta crenen). Madexuus Ha
TOpPHUTE TUXATEIHH IHTUIIA M THEBMOHUS ca Hali-4eCcTO Bb3HUKBaIUTE HHpeKuuu. MHbexmmu ¢
neraneH u3xon (5-ta crenen) Bp3HUKBAT 1pu 4,0% (Ilom+bT3+/lekc) ot mammenture u 2,7%
(ITom+/lexc) ot manmenTute. MHbEKIMATE BOIAT 10 IPEKpaTsIBaHEe Ha moMamuIoMus mpu 3,6%
(ITom+bT3+/lekc) ot maruenture u 2,0% ([lom+ Jlekc) OT marueHTure.

Tpomboembonuuny cooumus

[IpodunakTukaTa ¢ aNeTHICATUIIIOBA KUCETHHA (M APYTH aHTHKOATyJIaHTH IPU BHCOKOPHCKOBU
MAIMEeHTH) € 33bJDKUTEITHA 338 BCUYKH TTAIMeHTH B KIIMHUYHUTE Mpoy4BaHus. [Ipenopbusa ce
AHTUKOATYJIAITMOHHA Tepanus (OCBEH aKo He € MPOTHUBOMOKa3aHa) (BK. Touka 4.4).

Benosuu tpomboembonnyaau croutus (VTE) Bp3aukBar npu 12,2% (Ilom+br3+/Iexc) u 3,3%
(ITom+/exc) ot mammenture (5,8 % (Ilom+br3+dexc) u 1,3% (Ilom+/exc) ot 3-ta nnm 4-Ta cTerneH).
VTE ce crobmaBar karo cepuo3an npu 4,7% (ITom+br3+/exc) u 1,7% (Ilom+/lekc) ot manmeHTHTE,
HE ce ChOOIIAaBaT PEeaKINH C JIeTalleH M3X0/] OT KIMHIYHATE NpoyuBanus, a VTE ce cBBp3Bar ¢
IpeKpaTsBaHe Ha NOMaNIUAOMU Ipu He noseue oT 2,2% (Ilom+b13+/lekc).

Tepughepna nesponamus — lomanudomuo 6 komburayusi ¢ 6opme30Mud u 0eKcamemason

[TanmenTH ¢ HaNMYHA NepuQepHa HEBpONaTHs > CTeNeH 2 ¢ 0oka B paMKuTe Ha 14 mHU npeau
PaHIOMHU3AIUATA Ca U3KITIOYEHHU OT KIMHUYHHUTE M3NUTBaHMs. [lepudepHa HeBponaTusi Bb3HUKBA IPU
55,4% ot marmmentute (10,8% ot 3-ta crenen; 0,7% ot 4-ta crenen). Kopurnpanara cupsimo
eKCTIO3UINTA YeCTOTa € CPaBHIMA TP pa3indnuTe pameHa Ha jtedenune. [Ipubmmsurenso 30% ot
MAIMEHTHUTE, TOTYJIIIN eprdepHa HeBpOIIATHs, IMAT aHaMHe3a 3a HEBPOIIATHs Ha N3XOIHOTO HUBO.
[epudepraTa HEBpOIATHS TOBEXK/A 0 CITUpaHe HA OopTe30Mud mpubmu3uTenHo npu 14,4% ot
nagueHTuTe, noManuaomMun npu 1,8% u nexcamerason npu 1,8% oT nmauueHTHTE B PaMOTO Ha
[Mom+br3+/lekc u 8,9% ot nauuentute B pamoro Ha br3+Jlekc.

Tepugepna nesponamus — [lomanudomuo 8 KOMOUHAYUSL ¢ OeKCAMEMA3OH

[ammenTH che chIIECTBYBAILA TepH(epHa HEBPOMATH > 2-pa CTEICH ca U3KIIIOYSHU OT KIMHUYHUTE
npoyuBanus. [lepudepna HeBponaTust B3HuKBa npH 12,3% ot mauuentute (1,0% ot 3-ta nim 4-ta
crenieH). He ce cho01maBat cepro3Hu peakiiny Ha repudepHa HeBponaTus; nepudepHaTa HeBpOIaTus
BOJIY JI0 TIpekpaTsBane Ha mpuema mpu 0,3% ot manueHTHTe (BXK. Touka 4.4).

Kpveousnus

[Ipu ynorpebaTa Ha MOMATHIOMUJ CE CHOOIIABAT XEMOPAarHYHH HAPYIICHUS, OCOOCHO MPH MAIllHCHTH
C PUCKOBHU (haKTOPH KAaTO €THOBPEMEHHO MPUIIATraHH JIEKAPCTBEHH MPOIYKTH, KOUTO yBEITUIABAT
MPeAPa3noI0KEHNETO KbM KbpPBEHE. XeMOparnyHUTe ChbOUTHUS BKIIFOUBAT SIUCTAKCHC, BhTpeUeperneH
KPBBOM3IIMB U CTOMAIITHO-YPEBEH KPHBOM3IIHUB.

Anepeuynu peakyuu u mesicKu KOJICHU pearyuu

Cro01maBa ce 3a aHTHOeIeM, aHAPIIIAKTHYHA PEAKIUs 1 TSKKH KOKHHU PEaKINHU, BKIFOUUTEITHO SJS,
TEN u DRESS, npu ynorpe6a Ha nomanunomus. [lanpentu ¢ anamHesa 3a TeXbK 00OpUB, CBBP3aH C
JICUCHHE C JICHAJTMIOMUJI WM TATUIOMHU]I, He TPsIOBa J1a IOoTydaBaT moMaauIoMus (BK. Touka 4.4).

Tleouampuuna nonyrayus

Hexenanute peakiinu, 3a KOUTO ¢€ ChOOIaBa NIPH TIeAMATPUYHH MAIIMESHTH (Ha Bh3pacT oT 4 j10 18
TOJIMHH) C PEIUAVBUPAIIY WU IMPOTPECHPAIA MO3bYHH TYMOPH, ChOTBETCTBAT HAa U3BECTHUS MTPODHUIT
Ha 0€30ITacHOCT Ha MOMAIMIOMHU/T TIPY Bh3PACTHHU MAIMEeHTH (BXK. ToUka 5.1).
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Cro011aBane Ha IMOI03UPAHN HEKETAHU PEaKIIH

Cro0maBaHeTo Ha TOA03UPaHN HeXKETIaH! PeaKIiy CIIe] pa3pelraBaHe 3a yrmoTpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. ToBa 1M03BOIIsABA 12 POIBIDKY HAOIOICHUETO Ha CHOTHOIIEHUETO ITOJ3a/PUCK 32
JIEKapCTBEHUS POYKT. OT MEIUITMHCKUTE CIIEIIHAIICTH C€ M3UCKBA J]a ChOOIaBaT BCAKA
MOJI03MPaHa HeXKEJIaHa PEaKIIMs Ype3 HAIMOHATHA CHCTEMa 3a ChOOIIaBaHe, IOCOYCHA B_

[Ipunoxxenue V.

4.9 Ilpeno3upane

[Ipoydenu ca no3u momanmaoMun 10 S0 mg KaTo eqUHUYHA 1032 TIPH 31[paBH 1o0OpoBoIIHy, 6e3 1a ce
CBHOOIIABAT CEPUO3HU HEXKETIAaHH PEaKIK, CBhP3aHu ¢ ipeao3upane. [Ipoydyenn ca no3u 10 10 mg,
MpHUIaraHd MHOTOKPATHO BEAHBK JHEBHO NP MAMEHTH C MyJITHIDICH MUETIOM, 0€3 /1a ce choOmmaBa
3a CepHO3HU HEeXEJIaHU PeaKLUuH, CBbP3aHy ¢ npeno3upane. JJozomumurupaiiara TOKCHYHOCT €
Muenocymnpecus. B npoyuBanus € ycTaHOBEHO, UY€ OMaIHIOMUJL CE OTCTPaHsBa Ype3 XeMOAHaIu3a.

B cnyqaﬁ Ha MpeA03UpaHe C€ NperIopbiBa MOAAbPIKAIIO JICHCHUEC.

5. ®APMAKOJIOTMYHHA CBOMCTBA
5.1 ®apmakoguHAMMYHU CBOIiCTBa
®dapmaxorepaneBTiyHa rpyna: IMmynocynpecopu, Jpyru umyHocynpecopu, ATC xoa: L04AX06

MexaHn3bpM Ha JeHCTBUE

IMomanunoMu npuTeKaBa AMPEKTHA AHTUMUEIIOMHA TYMOPHUIIM/IHA aKTUBHOCT, UMYHOMO/LYJTUPAII0
JISUCTBUE U MHXUOMPA IPHHOCA HA CTPOMAITHUTE KIIETKH 32 PacTe’ka Ha TYMOPHUTE KIETKH Ha
MYJITUILICHUS] MUETIOM. [10-KOHKPETHO NOMaTHIOMK MHXHOUpa nposudepanusiTa 1 HHIyHpa
aronTo3aTa Ha XeMaTOIIOSTHYHH TYMOPHH KiIeTku. OCBEH TOBa MMOMAaJHIOMU HHXAOUPA
nponudepanuaTa Ha JCHATHIOMUI-PE3UCTCHTHH KICTHYHU JIMHIH Ha MYJITHIDICHAS MUEIOM U UMa
CUHEPTUYHO JICHCTBHUE C IEKCAMETa30H KaKTO MPH JCHATHIOMUI-CCH3UTUBHHY, TaKa U TIPU
JICHATMIOMUI-PE3UCTCHTHH KICTHYHH JIMHUH, 32 J1a HHIYIIUPA arloNnTo3a Ha TYMOPHUTE KICTKH.
[Momanunomua 3acuiiBa Meauupanus ot T-kieTkure u ectecTBeHuTe KieTku youiu (NK - Natural
Killers) uMyHUTET 1 HMHXUOUPA TPOU3BOJACTBOTO HA MPOBB3NANUTETHN HUTOKUHY (Hanp. TNF-o u IL-
6) OT MOHOITUTHTE.

IMomanumoMun MHXUOUpPA 1 aHTHOTeHe3aTa Ype3 OJIOKUpaHe Ha MUTPAIMATA U aXe3HsATa Ha
CHJIOTEITHUTE KIIETKH.

[Momanmmmomu ce cBBp3Ba mpsko ¢ nmpotenHa nepedor (CRBN), koiito e wact ot E3 nurazen
KOMIUIEKC, BKJIFOUBAII] CBbP3BalUs YBpeAeHa Ae30KkcupubonykienHoBa kucenuna (JJHK) nporeun 1
(damage-binding protein 1, DDB1), xynun 4 (cullin 4, CUL4) u perynarop Ha kynuaute 1 (regulator
of cullins 1, Rocl), n moxe ga naxubupa aBToyoukButHHUpaneTo Ha CRBN B kommiekca. E3
yOUKBHUTHUH JIUTA3UTE Ca OTTOBOPHU 32 MTOJUYONKBUTHHUPAHETO HA PA3IMYHH IPOTEUHH CyOCTpaT U
C TAX MOTAT OTYACTH J1a c€ OOSICHSIT IUICHOTPOIHNTE KISTHYHU e(EeKTH, HAOMIOIaBaH! MIPH JICUCHUETO
€ IOMaJIUIOMHUI.

In vitro, B IpUCHCTBHETO HA MOMAIMAOMU, TpoTenHnuTe cyocTpatn Aiolos and Ikaros ca Taprer 3a
yOMKBUTHHHUPAHE 1 TOCIIEBAIIO pasTrpaxIaHe, KOeTO BOJH A0 MPEKH NUTOTOKCHYHU H
MMYHOMO/YJIaTOpHU epeKTH. [n vivo Tepanusira ¢ IIOMalIuAOMU BOJH A0 HaMaJsiBaHe Ha HUBATa Ha
Ikaros mpu manueHTHUTE ¢ peUUANBIPAI JIEHAINIOMUA-pePpPaKTepPEeH MYITUILIEH MHEIIOM.

Kiannanyna e{izl/IKaCHOCT 1 0€30IaCHOCT

Tomanudomuo 6 kombunayus ¢ 6opmezomud u 0eKcamemaszou
EdukacHocTTa 1 6e30macHOCTTa Ha TOMATTHUIOMUI B KOMOMHAIIHS ¢ O0PTE30MUO M HUCKA 1032
nexcameta3oH (ITom+br3+H/I-/lekc) ca cpaBHeHH ¢ 6OPTE30MUO M HUCKA 032 JCKCaMETa30H
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(br3+H/-/lexc) B €1HO MHOTOIICHTPOBO, PaHAOMHU3UPaHO, OTKpUTO npoyuBaHe (aza II1 (CC-4047-
MM-007) npu eKyBaHH MPer TOBA Bb3PACTHH MALMEHTH C MYJITUIUICH MUEJIOM, KOUTO BEYe ca
MOJTYYMITM Half-MaJIKO €JHa MPeAX0JHa CXeMa, BKJIIOYBAILA JICHATUAOMHUL, U ca MOKa3aJld IPOrpecust
Ha 3a00JI1BaHETO 10 BpeMe Ha MOCIIeHATa Tepanus Wi cien Hes. O0mo 559 nanueHTH ca BKIIOUEHH
Y paHIOMM3UpaHu B ipoyuBaHeTo: 281 B pamoto Ha [Tom+br3+H/I-/lekc u 278 B pamoto Ha br3+H/I-
Hekc. 54% oT manmeHTHTE ca MBXKE ¢ MEAMaHa Ha Bh3pacTTa 3a IsUIaTa Imormyianys 68 ronuHy (min,
max: 27, 89 rogunun). [Ipubiausurenno 70% ot nanueHTuTe ca peppakrepHu Ha seHanugomua (71,2%
npu [Mom+br3+H/-ekc; 68,7% npu br3+H/I-/ekc). [Ipubnuzutenno 40% ot manueHTUTe ca ¢ 1-Bu
peunanB ¥ NpuOAM3UTETHO 73% OT MaMEHTHTE ca MOIYYMIN 00PTe30MUO KaTo MPEIXO0XKIAII0
JIeueHHe.

Ha nanmenture B pamoto Ha [lom+br3+H/I-/lekc ca mpunoxxenn 4 mg noManuaoMu/] IIEPOPATHO B
Juu 1 go 14 ot Bceku 21-gaeBen nukbi. boprezomuod (1,3 mg/mz/;[03a) € TIpuUJIaraH Ha MAINeHTUTE U
B JIBETE paMeHa Ha npoyuBaHeTo B J{Hu 1,4, 8 u 11 ot 21-gHeBHuUs nuuksba 3a Huknu ot 1 1o 8; u B
Juu 1 u 8 ot 21-mHeBHHS UKD 32 [ukmu 9 u cnensamu. Hucka no3a nexcameraszon (20 mg/nen

[< 75-ropuimHa BB3pact] wiu 10 mg/meH [> 75-ronuiiHa Bb3pacT]) € mpuiiaraHa Ha MalueHTUTe U B
JIBeTe paMeHa Ha nipoyuBaneTo B {au 1,2, 4,5, 8,9, 11 u 12 or 21-nHeBen nuksia 3a Huxium ot 1 1o
8;mB Jau 1, 2, 8 u 9 ot Bceku cneaBan 2 1-gHeBeH UK OT Lluksa 9 HataTwsk. [{o3uTe ca HaManeHu
Y JICYEHUETO € BPEMEHHO MPEKhCHATO WM CIPSHO MPU HYKJa, 32 ]a C€ KOHTPOIHPA TOKCHIHOCTTA
(Bk. TOUKa 4.2).

[TppBHYHATa KpaiiHa TouKa 3a edukacHoCT e pexuBsiemMoct 0e3 nporpecus (PFS), onenena ot
HesaBucum komuTeT 3a oreHka Ha otroBopa (Independent Response Adjudication Committee, IRAC),
cnopen kputepuute Ha IMWG, Kato e u3noa3BaHa MnomynanusaTa, nognexamia Ha neaesue (ITT).
Crnen menmana Ha nipociensBane 15,9 mecena meananara Ha Bpemeto Ha [1BIT e 11,20 mecena (95%
HU: 9,66; 13,73) B pamoto Ha [Tom+br3+H/I-/lexc. B pamoto na br3+HJI-/exc mennanarta Ha
BpemeTto Ha [1BI1 e 7,1 mecena (95% JIU: 5,88; 8,48).

Pestome Ha oOmuTe TaHHH 32 €UKACHOCT € IMpeacTaBeHo B Tabnuma 8, kato e u3rmoi3Bana gata Ha
3akio4YBaHe Ha qaHHuTe 26 oktoMBpu 2017 r. Kpusu Ha Kaplan-Meier 3a [1BI1 3a nonynauusara [TT

ca npeacraBeHy Ha Purypa 1.

Taoaumna 8. Pe3rome Ha o01uTe 1aHHN 32 e)UKACHOCT

[Mom+b13+H/-lexc br3+H/I-exc

(N =281) (N =278)
MBII (mecenm)
Menuana® Ha Bpemeto (95% JIN)° 11,20 (9,66; 13,73) | 7,10 (5,88; 8,48)
HR? (95% JIN), p-cToiiHOCT" 0,61 (0,49; 0,77); <0,0001
ORR, n (%) 82,2% 50,0%
sCR 9(3,2) 2(0,7)
CR 35(12,5) 9@3,2)
IVGPR 104 (37,0) 40 (14,4)
PR 83 (29,5) 88 (31,7)
OR (95% [N)", p-cToiiHOCT® 5,02 (3,35; 7,52); <0,001
DoR (Mecenn)
Menuana® Ha Bpemeto (95% JIN)° 13,7 (10,94; 18,10) | 10,94 (8,11; 14,78)
HR?® (95% JIN) 0,76 (0,56; 1,02)

Br3 = 6opre3omu6d; JU = Nosepurenex nuutepsan; CR = IIbaen orrosop (Complete response); DoR = [IpoabIKUTETHOCT HAa OTTOBOpPA
(Duration of response); HR = Koeduruent Ha puck (Hazard Ratio); H/I-Ilexc = Hucka no3a aexcamerazod; OR = CbhoTHOLICHHE HA
mancosere (Odds ratio); ORR = Yecrora Ha 061y otroBop (Overall response rate); TIBIT = ITpexussiemoct 6e3 nporpecusi; [IOM =
nomanuaomun; PR = Yactuuen otrosop (Partial Response); sSCR = Ctpor meien otroBop (Stringent complete response); VGPR = Muoro
1066p actuden orroop (Very good partial response)

*Menuanara ce 6a3upa Ha usuncienuero no Kaplan-Meier.

595% JIU 3a Mmeguanata

" Ha 6a3ata na Mojen Ha Cox 3a MPOIIOPIHMOHATHOCT Ha PHCKA

" p-cTOifHOCTTa Ce OCHOBABA Ha CTPATH(HUIMPAH JTOTapUTMHUIHO IPEOOPa3yBaH PAHIOB TECT

ACpoTHOmIEeHHeTo Ha maHcoBete € 3a [Tom+br3+H/I-/lexc:br3+H/-dexc

¢p-croiiHocTTa ce ocnoBaBa Ha CMH Tect, cTpaTuduimpan mo Be3pact (<=75 cupsamo >75); Opoil npeuiH aHTUMUETIOMHH cxeMu (1
crpsamo >1), u Bera-2 mukporno6ynun npu ckpununra (< 3,5 mg/l cnpsimo > 3,5 mg/l; < 5,5 mg/l copsimo > 5,5 mg/1).
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MeauaHnara Ha IPOIBJDKUTEITHOCTTA Ha JieueHueTo ¢ 8,8 Mecena (12 jeuyeOHM 1TUKBIIA) B paMOTO Ha
[Mom+br3+H/I-/lekc u 4,9 mecena (7 ieueOHM 1TUKBIIA) B pamoto Ha br3+HJI-/ekc.

[IpeaumcTBoTO MO OTHOMmIEHUE Ha [IBII € mo-n3paseHo npy NaMeHTUTe, KOUTO Ca MOIYIHIA CaMO
€JlHa MpealIecTBalla TepaneBTHYHa JIUHUSA. [Ipy nanuenTuTe, KOUTo ca moidy4ywin | mpeniiecTpaiia
aHTUMHEIIOMHA JTMHUS, MeAranata Ha BpemeTo Ha [IBIT e 20,73 mecena (95% AW: 15,11;27,99) B
pamoro Ha [Tom+br3+H/I-/lexc u 11,63 mecena (95% JAU: 7,52; 15,74) B pamoro Ha br3+HJI-Jlekc.
[Ipu neuenuero ¢ [lom+br3+H/I-Jlexc ce nabmoaasa 46% namanenue Ha pucka (HR = 0,54; 95%
JU: 0,36; 0,82).

®@urypa 1. [Ipe:xxuBsiemocT 6e3 mporpecusi Ha ocHoBaTta Ha nperJiea oT IRAC Ha oTroBopa
cropen kpurepuute Ha IMWG (cTpaTH(dUIIUPAH JIOTAPUTMUYHO NMPeodpa3yBaH PAHTOB TECT)
(ITT nonmynamnus)
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Logrank P-crofimocr ga = = 0,001 {amsycrpasso)
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PFS - Bpeme oT panomMu3anusaTa (Mecenn)

Jlata Ha 3aKJIIOuBaHe Ha JaHHUTE: 26 okToMBpHu 2017 1.

OxkoHuaTeseH aHau3 3a o0mia mpexupsieMoct (OS), KaTo € U3M0I3BaHa JaTa Ha 3aKITI0YBaHe Ha
nanHuTe 13 mait 2022 r. (MeauaHa Ha IepuoJia Ha mpociensBane 64,5 mecela), MeMaHaTa Ha
BpeMeTo Ha oOrmara npexxussiemocT (OS) ot uzuncnenusta no Kaplan-Meier e 35,6 mecena B paMoTo
Ha [Tom+b13+H/I-ekc u 31,6 mecena B pamoto Ha br3+H/I-/exc; HR = 0,94; 95% CI: -0,77; 1,15, ¢
obmra gyectora Ha crouTHATa 70,0%. AHanmu3bsT Ha OS HE € KOPUTHPaH, 3a Ja ¢ B3eMaT IPeIBU/T
MOJTy9ICHUTE BIIOCIIC/ICTBUE TEPATIHH.

Tomanuoomuo 6 kombunayus ¢ deKcamemasom

EdukacHoctTa 1 6€30macHOCTTa HA IIOMATUIOMHE]] B KOMOWHAIIHS C IEKCAMETa30H ca OIICHEHH B €THO
MHOTOIIEHTPOBO, PAHAOMH3UPAHO, OTKpUTO NpoyuBane ¢aza 11 (CC-4047-MM-003), kpaeto
MOMAaJTUIOMUJI TUTFOC JIEYeHHE ¢ HUCKa J1o3a nekcameTta3oH (I[Tom + HJI-/lekc) ce cpaBHsiBa ¢ BUCOKa
Jto3a IeKcaMeTasoH, mpuiaran camocrostenHo (B/I-/lexc), mpu Bb3pacTHU MAIIMEHTH C PELHINBUAPAI
U pedpakTepeH MyJITUILUICH MUEIIOM C TIPEAXOIHO JICUeHHe, KOUTO ca MOJIyYMIN Hali-MaJIKo JIBE
MPEIUIIHY Je4eOHN CXeMH, BKIIOYBAIIN KaKTO JICHATUIOMH, TaKa 1 O0PTE30MHO, U ca TIOKa3aJIH
mporpecus Ha 3a00SIBAHETO TPH mocieaHaTa Tepanust. O0mo 455 maruenT ca Oy BKIIOYCHH B
npoyusasero: 302 B rpynara Ha [Tom + HJI-Jlexc u 153 B rpynara Ha B/I-/lekc. MHO3HHCTBOTO OT
marueHTuTe ca ommn Mbxke (59%) u 6emn (79%); Menmuanara Ha Bb3pacTTa 3a IsiIaTa momyianus ¢ 64
roaunau (MuH, Makc.: 35, 87 ronuHun).

Ha nmarnmentute B pamoto Ha [Tom + HJI-Jlekc e nmpusnarad 4 mg noMaauaoMu[ IEpOpaIHo B THU OT1-
BH 710 21-BU oT Bceku 28-nueBeH ukbi. HJI-Jlekc (40 mg) e mpuiaran BeJHBK JHEBHO B JHU 1-BH, 8-
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M, 15-ti u 22-pu ot 28-aHeBeH 1ukba. [pu pamoro Ha B/I-Jlekc, nexcamerason (40 mg) e npuiaran
BEJIHBK JHEBHO B JHHU OT 1-BU 110 4-TH, 0T 9-Ti 110 12-TH 1 0T 17-TH 10 20-TH OT 28-IHEBEH IIMKBII.
ITaruenTtyr > 75-roAnIIHa Bh3pACT ca 3anmo4yHaiu JedeHue ¢ 20 mg nekcameraszoH. JledeHueTo e
MIPOIBJIXKHIIO JIO MPOTPECHSI Ha 3a00JIIBAHETO.

[IppBuuHaTa KpaitHa TOUKa 32 e(PUKACHOCT € MPEKUBIEMOCT O€3 MPOTPECHS CIIOpET KPUTSPHUTE HA
MesxayHnapoanata pabotHa rpyna 3a Muenom (International Myeloma Working Group, IMWG). 3a
normynanysta, mojanexaa Ha jgeuenue (ITT) menuanara va Bpemeto a0 [1BI1 onienena ot HezaBucum
KOMHUTET 3a olleHKa Ha otroBopa (Independent Response Adjudication Committee, IRAC), Ha Ga3aTa
Ha IMWG kpurepuute, e 15,7 ceamunm (95% JAW: 13,0; 20,1) B pamoTo Ha [Tom + HJI-Jlexc;
W3YHCIIeHATa YECTOTa Ha MPEKUBAEMOCT 0e3 chOuTHs 3a 26 ceamuii e 35,99% (£3,46%). B pamoro
Ha BJ/I-/lexc menuanara Ha Bpemeto o [IBI1 e 8,0 cenmunu (95% JAU: 7,0; 9,0); nzuncienara
YecTOTa Ha MPEXUBAEMOCT 0e3 crouTus 3a 26 cenmui e 12,15% (£3,63%).

I1BI1 e orieHeHa MpY HAKOJIKO PEJIEBaHTHH MOATPYITU: TOJI, paca, QYHKIIMOHATHO ChCTOSHUE 110
ECOG, crpatudukammonan gakropu (Bb3pacT, HOMYIAIHS ChC 3a00JsIBaHe, PEANUIITHI
AHTHMUEJIIOMHHU Tepanuu [2, > 2]), moadpaHu napaMeTpu ¢ MPOrHOCTUYHO 3HaYEHHE (M3XOIHO HUBO
Ha 6eTa-2 MUKpPOTJIOOYJIMH, H3XOAHU HUBA Ha alNOyMUH, ObOpPEYHO yBpeKAaHe Ha U3XOAHO HUBO U
IIUTOTCHETHYCH PUCK) U CKCIIO3UIHS U peppakTepHOCT Ha MIPEAUIIHN aHTUMHUEIIOMHHA TEPATTHH.
HezaBucumo ot onensiBanara noarpymna, I1bI1 B o01m 1MHUYM € ChBMECTUMa ¢ HaOII01aBaHaTa Ipu
ITT nomynauwmsita u 3a ABETE rPyNH HA JEUCHUE.

IIBIT e 0606mmena B Tabnuua 9 3a ITT nonynanusta. Kpusata na Kaplan-Meier 3a [1BI1 npu ITT
nomyJjanusTa e aajaeHa Ha @urypa 2.

Tabaunma 9: Bpeme Ha npexxuBsieMmocT 6e3 mporpecus cnopen nperiena Ha IRAC Bb3 ocHOBa Ha
IMWG xkputepuute (cTpaTu(PUIUPAH JOrapUTMHYHO Mpeodpa3yBaH paHros TecT (log-rank
test)) (ITT momyaanus)

oM + H/I-ekc BJI-dexc
(N=302) (N=153)
[Tpexussiemoct 6e3 nporpecust (ITBIT), N 302 (100,0) 153 (100,0)
Ien3ypupanu, n (%) 138 (45,7) 50 (32,7)
C nporpecust/mounHaim, n (%) 164 (54,3) 103 (67,3)
Bpeme Ha npexuBsieMocT 6e3 porpecust (CeaMUIH)
Mennana ? 15,7 8,0
JIBycTpaseH 95% JIU ° [13,0; 20,1] [7,0; 9,0]
Koedunument Ha puck (ITom + HJI- 0,4510,35; 0,59]
lexc:B/1-Jlexc) nByctpanen 95% JIU °
Log-rank TecT aBycTpanHa P-croitHocT < 0,001

Benexxa: I1=/oBepurenen uarepsain; IRAC=Independent Review Adjudication Committee; NE = He moxe na 6b1e
W3YHUCIICHO.

2 MenauanaTa ce 6a3upa Ha uzuncienuero o Kaplan-Meier.

95% moBepHTENEH MHTEPBAI 32 MEMAHATA HA BPEMETO Ha TIPEKUBAEMOCT O3 MPOTPECHS.

¢Ha 6a3ara Ha Mozena Cox 3a IPONOPIUOHATHOCT HA PUCKA, CPABHABAIL PUCKOBUTE (DYHKIHHU, CBBP3AaHHU C TPYIUTE HA
neyeHue, crpatuduuupany 1o Bu3pact (< 75 cop. > 75), nomynanus cbe 3abonsBane (pedpakrepHa U Ha JSHATMIOMU, U Ha
60opTe30Mub crip. HepedpaKkTepHa U Ha JABETE aKTUBHHU BEIECTBA) M OpOY MPEIUITHI aHTUMHEIIOMHU Teparnuu (= 2 crp. > 2).
4 p-CTOIHOCTTA CE OCHOBaBA Ha CTPATH(MIIMPAH JIOTAPUTMUYHO PE0OPa3yBaH PAHIOB TECT ChC ChIIUTE (AKTOPH Ha
cTpatuduKanys Kakro 1 Mogena Cox mo-rope.

Jlara Ha 3axmouBane Ha gaHHute: 07 cenrempu 2012 .

®@urypa 2. [Ipe:kuBsieMocT 0e3 nporpecusi Bb3 0cHOBa Ha nperJiega Ha IRAC Ha otroBopa
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crnopeg IMWG kputepunte (crpaTuguuupaH JJOTapuTMHYHO Npeodpa3yBaH paHros tect) (ITT
MOMYJIAIMA)

1.0
BJ-TEXC
——e TTOMSHILIEKC
0.8
g
E
o =
2 0.6
E
B
5 o04- e a
E {_FE i"'
S eaq,
0,2 TTeq_
TIOM+HIIEKC vs BIIEKC -
Logrank p-crofimoer =< 0,001 (2-cTpammo) e
OP (93% JH) 0,43 (0.35: 0.39) ey _
Cromrss: TOM+HI-JEKC=164/302 BI-TEKC=103/153 b e e )
0.0
] 1 I ] 1 1
0 13 26 39 52 65

[TpesmpAeMocT De3 OporpecH (CeIMHEH)

[ara Ha 3akmouBane Ha ganuure: 07 cenrempu 2012 1.

OommaTa mpe)kKuBAEMOCT € TTIaBHaTa BTOPUYHA KpaifHa Touka B mpoyuBaHeTo. O6mmo 226 (74,8%) ot
nanuentute Ha [Tom + HJI-Jlexc u 95 (62,1%) ot naruenTure Ha B/I-/lexc ca Ouiu )KMBU KbM Jarara
Ha 3akirouBaHe Ha ganHuTe (07 centemBpu 2012 r.). Menuanara Ha BpemeTo Ha OIl oT u3uncneHusTa
o Kaplan-Meier He e nocturnara 3a [Tom + H/I-/lekc, Ho ce odakBa ja Obae Haii-Maiko 48 ceqMuIy,
KOETO € Mo-Huckara rpanuua Ha 95%-aus 1. Menuanata Ha Bpemeto Ha Ol 3a pamoto Ha B/I-Jlekc
e 34 cenmunu (95% JAU: 23,4; 39,9). Uecrorara Ha nurica Ha crouTHe 3a lroauna e 52,6% (£ 5,72%)
3a pamoto Ha [Tom + HJI-Jlexc u 28,4% (£ 7,51%) 3a pamoro Ha BJI-/lexc. Pasnukara B OI1 Mexy
JIBETE paMeHa Ha JIedeHHe € cTaructudecku 3Haunma (p < 0,001).

Oo6mara npexussiemoct 3a ITT monynanusTa e o6o6meHa B Tabnuma 10. Kpusute Ha Kaplan-Meier
3a OIT 3a ITT nomynanusra ca nanesu Ha durypa 3.

B®3 ocHOBa Ha pe3ynraTute 3a kpaiiHute Touku 3a [1BI1 u 3a OI1, KomutersT 3a HabOrOIEHHE HA
JIaHHWUTE, Ch3IaJICH 32 TOBA IPOYYBaHEe, MIPEIOPHYBA MIPOYYBAHETO Aa OBJIE 3aBBPIICHO U MAIIUCHTUTE

B pamoto Ha BJI-/lexc na 6paaT npexbpieHu B pamoto Ha ITom + HJI-Jlexc.

Ta6auma 10:  Ooma npesxkuBsiemoct: I'TT nonmynamus

CraTrncruka Mom + HJI-ekc BA-/lexc (N=153)
(N=302)

IN 302 (100,0) 153 (100,0)
Llen3ypupanu n (%) 226 (74,8) 95 (62,1)
[Tounnamm n (%) 76 (25,2) 58 (37,9)
Bpewme Ha Mennana® NE 34,0
[PEKUBIEMOCT
(cenMuIn)

JIBycTpaneHn 95% AN [ 48,1, NE] [ 23,4;39,9]
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Koedumment Ha puck (ITom + H/I-/lexc:B/I- 0,53[ 0,37; 0,74]
Jlexc) [nBycTpanen 95% JIU°]

Log-rank Tect gBycTpanHa P-cToitHocT! < 0,001

benexka: [Il1=/loBeputencH unrepsain. NE = He Moxe 1a Ob/ie H34HCIEHO.

2Menunanara ce 6a3upa Ha u3uucieHueto no Kaplan-Meier.

®95% nOBepHTENIEH MHTEPBA 33 MEAMAHATA Ha BPEMETO Ha 001Ia NPEKUBIEMOCT.

¢Ha 6a3ara Ha Mozterta Cox 3a POIIOPLIMIOHATIHOCT Ha PUCKA, CPAaBHSBAIL PUCKOBUTE (DYHKIHH, CBBP3aHHU C TPYIIUTE Ha
JIe4eHHUE.

4p- cTOlHOCTTA Ce OCHOBABA HA HECTPATH(HIMPAH JOTaPUTMUYHO IPEOOPazyBaH PAHTOB TECT.

Jlara na 3akmouBane Ha naHaute: 07 cenremspu 2012 r.

®@urypa 3. Kpusu na Kaplan-Meier 3a o6mara npexussiemoct (ITT nmonmyaanus)
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OO0111a MpexUBIEMOCT (CSAMUILIN)

Jara Ha 3axnrouBane Ha ganaute: 07 centempu 2012 1.

HCIlI/IaTDI/I‘IHa nomyJjaanus

B otkpuTo npoyuBane ¢asza 1 ¢ eiHa TepaneBTUYHA Tpyla U C YBEJIIMYaBaHE Ha J103aTa MaKCUMallHATa
noHocuMa J1o3a (MI1J]) w/mnm npenopbunTenHara n1o3a 3a ¢asa 2 (I1JId2) Ha momamuaomMu pu
TeIMaTPUYHH TIALHEHTH € oNpe/eieHa Ha 2,6 mg/m?/neH, npunarasa nepopanso ot Jen 1 o Jlen 21
Ha TOBTapsII ce 28-THEBEH UKBJI.

He e nemoHcTprpana epuKacHOCT B OTKPUTO MHOTOIICHTPOBO, TApaJIeTHOIPYIIOBO IIpoy4YBaHe (asa 2,
MIPOBEJICHO C 52 JIeKyBaHU ¢ MOMAaTAAOMHU] IICANATPHYHY ITAIlEHTH Ha Bb3pacT oT 4 10 18 roauHu ¢
PEeLMINBUPAIL WK IPOTPECUPAI BUCOKOCTETIEHEH TJIMOM, METyMOOIaCTOM, €TIEHINMOM HJIH
mudyser rarom Ha noHca (diffuse intrinsic pontine glioma, DIPG) ¢ mppBUYHa JTOKanus B
nenTtpanHaTa HepBHa cuctema (LIHC).

B npoyuBaneTo ¢a3a 2 1Bama nayeHTy B rpynara ¢ BucokocteneHne rinuom (N=19) ca nocturaaiu
OTTOBOP CHINIACHO JAC(HUHUIMATA 110 MPOTOKOJ; SAMHUAT OT TE€3U MAIMEHTH € IIOCTUTHAJ YaCTUYCH
otroBop (partial response, PR), a qpyrusT manueHT € moCTUTHAI ABJITOCPOYHO CTAOMITU3UpaHE Ha
3abomsiBaHeTo (stable disease, SD), koeTo e moBeno 10 yecToTa Ha 0OEKTHBEH OTToBOp (objective
response, OR) u genrocpouno SD 10,5% (95% nosepurenen unrepsan [CI]: 1,3, 33,1). Enun
MAIMEeHT B rpynara ¢ eneHauMoM (N=9) e mocTuraan Iparocpouto SD, KOETo € JOBEJO JI0 4ecToTa
Ha o0ekxTHBeH otroBop (OR) u apirocpouno SD 11,1% (95% CI: 0,3, 48,2). [1pu HUTO equH OT
OLICHUMUTE NalMeHTH B TpymnaTa ¢ audy3eH rimom Ha norca (DIPG) (N=9) u B rpymnata ¢
meaynobaactom (N=9) He ca HabmogaBanu OR unu gparocpouno SD. Huto enHa ot 4-Te mapaiiennu
TpyIH, OLIEHSBaHH B TOBA IIpoy4BaHe (haza 2, He € MOCTUrHajla MbPBUYHATA KpaliHa TOYKa 3a 4eCToTa
Ha 00EKTHBEH OTTOBOP WM IBITOCPOYHO CTAOMIHN3UpaHE Ha 3a00IISIBAHETO.
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OO6musaT npodui Ha 6e30MacCHOCT Ha MOMANUAOMMU] IIPY MEeAUATPUYHH MAlUCHTH ChOTBETCTBA HA
W3BECTHHS Ipodu 3a 6e3omacHoCT pHu B3pacTHU. PapmakokuHeTnynute (OK) mapamerpu ca
oneHenn B uHterpupan @K ananu3 Ha npoyuBanusta ot pasza 1 u pasa 2 u e ycTaHOBEHO, Ue HAMA
CBIIIECTBEHA Pa3JIMKa B CPAaBHEHHUE C HAOJII0IaBaHUTE MIPU BH3PACTHHU MAIMEHTH (BXK. To4Ka 5.2).

5.2 @®apmakoKMHETHYHU CBOICTBA

AbGcopOrms

[Momanumomuy ce abcopbupa, KaTo JOCTHra MaKCHMaITHA I1a3MeHa KOHIEHTPAUs (Cmax) MEXIy 2 U
3 yaca u MUHUMYM 73% ce abcopOupa ciel npueM Ha eJUHUYHA NlepopanHa 103a. CucteMHara
excnio3uuus (AUC) Ha moManuJOMuU HapacTBa [MOYTH JTMHEHHO U MPOMOPILHOHATHO Ha no3ara. Cien
MHOT'OKpaTHO MpHJiaraHe MoMaiuIoOMU]] UMa Koe(UIMeHT Ha Kymyiupane ot 27 o 31% na AUC.

EnHOBpEeMEHHOTO MPUIIOKEHUE C XpaHa C BUCOKO ChAbPIKaHIE Ha Ma3HUHH U KaJOPUH 3a0aBst
CKOpOoCTTa Ha abcopOuusi, HaManIBaku cpefHarta miazMeHa Cma puoOIm3uTenHo ¢ 27%, Ho uMa
MHHHMaJICH eeKT BbPXY o0IIara cTereH Ha abcopOuust ¢ mpubmm3nTeaHo §% HaMmaleHue Ha
cpemnata AUC. CrietoBaTelTHO IIOMaTHIOMHEI MOXKE [1a ce Mprutara 0e3 oriiell Ha IpreMa Ha XpaHa.

Pasnpenenenue

ITomanunomu uMa cpesieH npuBuaeH odem Ha pasnpenenenue (Vd/F) mexay 62 u 138 1B
CTaIMOHAPHO CheTosiHUE. [ToManumoMuy ce pasmpesens B ceMEHHaTa TeYHOCT Ha 37paBH T0OPOBOIIIIH
B KOHIICHTPAIUS MPUOIM3UTEIHO 67% OT IIIa3MEHOTO HUBO 4 Yaca Clie/l TpUeM Ha J03aTta
(mpuban3uTenHo Tmax) cen 4 AHU €AHOKPATHO AHEBHO MpUJlaraHe Ha J103a oT 2 mg. In vitro
CBBP3BAHETO HA EHAHTUOMEPUTE Ha IOMaJIMIOMU], C IPOTEUHH B YOBEIIKATa I1a3Ma Bapupa ot 12%
110 44% w He 3aBHCH OT KOHIIEHTPALIHATA.

Buorpauchopmarms

IToMaauaoMu/ € OCHOBHHUAT HIUPKYJIHpAI KOMIIOHEHT (pubu3utesino 70% ot mia3MeHara
PaJAMOAKTUBHOCT) in Vivo TIPH 3/IpaBU JIOOPOBOJIIN, KOUTO MOJIy4YaBaT SUHIYHA TIepopaHa J103a
[*C]-momamunomun (2 mg). Hama >10% MeTaGoIUTH CIIPSAMO OCHOBHOTO CheJMHEHHE MM 0OIIO0TO
pPalMOAKTHBHO BENIECTBO B IIa3Mara.

[IpeobnanaBamnTe MeTaOOIUTHH TBTUINA HA EKCKPETHUPAHOTO PAJAMOAKTHBHO BEIIECTBO Ca
XUAPOKCUIIMPAHE C MTOCIIEBAIIO TIIOKYPOHUPAaHEe WM XuAponu3a. In vitro e ycraHoBeHo, ue CYP1A2
u CYP3A4 ca ocHOBHUTE eH3uMHU, BKIto4eHU B CYP-MeaAuUpaHoTO XUAPOKCUIIMPAHE Ha
MOMaJIMJOMU/, C JOIIBIHUTEIHO BTOpocTeneHHo yyactue Ha CYP2C19 u CYP2D6. [Tomanuaomus
ChIIO € U cyOcTpaT Ha P-rimkonpoTenH in vitro. ETHOBpEMEHHOTO MPUIIOKESHNE Ha TTIOMATUIOMUJT ChC
cwitaus uaxuouTop Ha CYP3A4/5 u P-gp keTokoHa30u1 win cbe cunHus uHaykTop Ha CYP3A4/5
KapOamMa3enuH HIMa KITMHUYHO 3HA4UM €(EeKT BbpXY KCIIO3UIUATA Ha TOMAJTUIOMHU/I.
EnxoBpeMeHHOTO NpHitoKeHne Ha crutHIs HHXHONTOp HAa CYP1A2 hyBoKcaMuH ¢ mOMaTHIOMUA B
MIPUCHCTBUETO HAa KETOKOHA30JI YBEIIMYaBa CPeIHATA EKCITO3UIs Ha moManmuaomus 10 107% ¢ 90%
JnoseputeseH uurepsai [91% no 124%] B cpaBHeHHe ¢ TOMAIMAOMUL IUTIOC KeTOKOHA30:1. [Ipu BTOpO
IPOYYBaHE 32 OIICHKA Ha MpHHOca camo Ha HHXxuOuTop Ha CYP1A2 3a mpomeHuTe B MeTaboIM3Ma,
€THOBPEMEHHOTO MIPUIIOKCHHE caMO Ha (IIyBOKCAMHUH C IIOMAINIOMH]] YBEIMYaBa CpeIHaTa
ekcrio3unys Ha moManuaomua 1o 125% c 90% nosepurenen uarepsan [98% no 157%] B cpaBHeHUE
camo ¢ moMaauaoMu. Axo cuiHH nHxuOuTopu Ha CYP1A?2 (Hamp. nunpo¢uioKcaliit, CHOKCAIUH 1
(byBOKCAaMHH) ce TIpWJIaraT ¢IHOBPEMEHHO ¢ IOMAIMIOMUJI, HAMaJIeTe 103aTa MOMAaTHIOMU/I Ha
50%. BrIpeku ue e H3BeCTHO, Y€ TIOTIOHOMYIIeHeTo nHaynupa n3opopma CYP1A2, npuiiokeHHETO
Ha MOMAaJTUAOMHU/I IPH MyIIA4X HMa KIMHUYHO 3HAUYUM €(PeKT BbpXY eKCIIO3UIUATA Ha TOMAIHIOMHU]
B CpaBHEHHE C CKCIIO3UIIMITA Ha TOMAaJIHIOMHU/I, HAOJIF01aBaHa P HEMyIIayuu.

B®b3 ocHOBa Ha JaHHU in Vitro TOMaIUJOMUA HE € MHXUOUTOP WM UHIAYKTOP Ha IIUTOXpoM P-450

M30€H3UMHUTE U HE MHXUOMPA IPOYUCHUTE JIEKaPCTBEHU TPaHCTIOpTepH. KNnHIYHO 3HAYNMH
B3aMMOJICHCTBHS HE C€ 0UaKBaT, KOTaTO IIOMAIMIOMH/ C€ TIpHJIara eTHOBPEMEHHO ChC CyOCTpaTH Ha
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Te3HW MBbTHUIIA.

EnuMuHupane

[MomMamumoOMus ce SMTMMHUHKPA C IIa3MEH MOIYXKUBOT C MEIMaHa MPHOIN3UTETHO 9,5 yaca mpu 3apaBu
JOOPOBOJIIM M IPUOIM3HUTEHO 7,5 yaca IpH MAMEHTH ¢ MYJITHILIEH MUEJIOM. [loManuaoMu uma
cpenen obn renecen knupbHC (CL/F) npubnusurento 7-10 l/gac.

Creq1 eHOKpATHO MepopaHo npuioxenne Ha [*C] -momammmomus (2 mg) Ha 3ApaBH T0OGPOBOIIIH,
npubnmzutenHo 73% u 15% ot paguoakTUBHATA 1032 C€ ETMMUHUPA CHOTBETHO Upe3 ypuHaTa u
(eneca, xkaTo npubaM3UTETHO 2% U 8% OT paAMOBBINIEPOA B A03aTa C€ STUMHHNPA KaTO
MOMAJTIOMUJT B ypUHATa U Qereca.

[Momanumomus ce MeTabonu3upa eKCTEH3UBHO NPEeAN EKCKPELUATa, KaTo MOJYyYSHUTe METabOIUTH ce
SNMMUHMpAT MPETUMHO upe3 ypuHarta. Tpure npeodiiagapaniy MeTabomuTa B ypruHata (00pa3yBaHu
MIOCPEACTBOM XHIPOJIH3a WIIN XUIPOKCHIMPAHE C TOCIIEIBAIIO TIIOKYPOHUPAHE) IIPECTaBISABAT
CBHOTBETHO MpuOnmu3uTesnHo 23%, 17% u 12% ot no3ara B ypuHara.

CYP-3aBucumMutTe MeTabOJIMTH MPECTABIABAT MPHOIH3UTENHO 43% OT o0IIaTa eKCKpeTrpaHa
panuoakTHBHOCT, Hokato CYP-He3zaBHCHMUTE XUIPOTU3HA METAOOIUTH TIpeacTaBisaBaT 25%, a
eKCKpelHsATa Ha HempoMeHeH noMaiuaoMus npeacrasisgsa 10% (2% B ypunata u 8% BBB Qelieca).

IMonymanronna ¢papmakoknaeTuka (PK)

B®3 ocHoBa Ha nomynanuoHeH @K aHanu3 ¢ U3MOI3BaHE HA ABYKOMIIAPTUMEHTEH MOJEI, 3APABUTE
no6poBomM 1 manuenTuTe ¢ MM umMat cpaBauM npusuaeH KkimpbHe (CL/F) n npuBnaeH neHTpaieH
obem Ha pasnpernencuue (V./F). B nepudeprure ThkaHN HOMATHIOMUL CE TIOEMa TIpedepeHIIHaTHO
OT TYMOpPH ¢ IPpUBUEH NiepudepeH KIupbHC Ha pasnpeneneHue (Q/F) u npusuaen nepudeper odem
Ha pasnpenenenue (Vi/F) ceorBeTHO 3,7-IBTH U 8-I'BTH HO-BHUCOK, OTKOJIKOTO IIPH 3APABUTE
JIOOPOBOJIIIH.

IlennaTpuuHa nomyJiamus

Cren eqMHUYHA TIEPOPATHA 1033 TTOMATHIOMHUI IIPH Aela U MJIa i Bb3PACTHU C PEILMIUBHPAIL UITU
IIporpecupaly IbpBUYEH MO3bUEH TyMOp MeuaHaTa Ha Tmax HACTBIIBA OT 2 10 4 yaca cief n1o3ara u
CHhOTBETCTBA Ha CPEJHOTCOMETPHYHM CTOWHOCTH Ha Cmax (CV%) 74,8 (59,4%), 79,2 (51,7%) n 104
(18,3%) ng/ml, croTBeTHO TpH 030BK HuBA 1,9, 2,6 1 3,4 mg/m’. AUC .24 1 AUCq.ins CT€IBAT
MoJ00HH TEHASHIMH ¢ 0011a eKCIIO3UIHs B Auanazona ot okojio 700 go 800 h-ng/ml npu 2-te no-
HHCKHU 1031 ¥ 0koj10 1 200 h ng/ml npu Bucokara 1o3a. MI34HCICHUAT NOMYKUBOT € OWII B THana3oHa
OT OKOJIO 5 1o 7 Jaca.

He ca ycraHOBeHU sICHU TEHIEHLIUU, OTHOCUMHU KbM CTpaTH(HUKAIMATA 110 BB3PacT U yrnorpeda Ha
crepouy npu MIIL

Karo msuto manaute npennonarat, ye AUC ce moBHIIaBa MpUOIU3UTEITHO POIIOPIIMOHATHO Ha
YBEIMYaBAHETO HA J103aTa MOMAITUIOMU, TOKATO MOBUIIECHAETO HA Ciax HAH-00IIO € TI0-MAJIKO OT
MPOTIOPLIUOHATHOTO.

dapMaKOKMHETHKATA Ha MOMATHIOMHU/I CJIe]l EPOPaHO MPHIOKEHHE Ha 034 oT 1,9 mg/m?/neH 110
3,4 mg/m*/nen e onpenenena npu 70 MalMeHTH HA BB3pAcT oT 4 10 20 FOMHN B MHTETPUPAH aHATIN3
Ha npoyuBaHuA ¢asza 1 u gaza 2 BepXy peHUIUBHPALIHA WX IIPOTPECUPAITN MO3EYHU TyMOPH B
nenuaTpuvHaTa nomynanys. [Ipoduinrre KoHIIEHTpanus/BpeMe Ha TOMaJIHIOMHII C€ OIICBAT J00pe ¢
ennokommnaprumenTeH @K mozen ¢ abcopOiust U eIMMUHUPAHE OT TBbPBH NOPsABK. [loManuaomug
MIOKa3Ba JIMHEHHA 1 He3aBHcea oT Bpemero @K ¢ ymepena Bapuabuianoct. O6n4aitHUTe CTOHHOCTH
na CL/F, Vc/F, Ka, lag time Ha momMaamaomMus ca choTBeTHO 3,94 1/h, 43,01, 1,45 h™' 1 0,454 h.
TepMUHATHHUAT €TUMHHAIIMOHEH MTOIYKUBOT Ha TToManuaoMun ¢ 7,33 gaca. C U3KIIOYeHHE Ha
TIoINTa Ha TenecHaTa moBbpXHOCT (body surface area, BSA), HUKOS OT U3CieBaHUTE KOBAPHATH,
BKITIOUHMTEITHO BB3pacT U 1011, He oka3Ba edekT Bbpxy DK Ha momamumomun. Benpeku ue BSA e
UIeHTUHUIUPaHa KaTO CTaTUCTHIeCKH 3HaunMa koBapuara Ha CL/F u Vc/F Ha momanmumomun,
BIMsHKETO Ha BSA BBpXy mapaMeTpuTe Ha EKCIO3UIIMATA HE CE CUUTA 33 KIMHUYIHO 3HAYHUMO.
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Karo usmo msima ceimectBeHa paznuka BB @K Ha momanuaoMus pu Jiela ¥ Bh3paCTHU MAIUEHTH.

Crapuecka Bb3pacT

B®3 ocHOBa Ha MOMyTALMOHHY (PAPMAKOKUHETUYHN aHAJIHM3H MIPU 31paBU JOOPOBOJIIN U MAIIEHTH C
MYJITUTUIEH MUEJIOM He ce HablioJaBa HUKaKBO 3HAYMMO Bb37eicTBHE Ha Bb3pacTTa (19-83 ronnHm)
BBPXY HEPOPATHISI KIUPHHC HAa MOMATHIOMUA. B KIIMHUYHN IPOYyYBaHUS HE C€ U3UCKBA KOPUTHPAHE
Ha J103aTa IpH MAIUCHTH B cTapUyecka BB3pacT (> 65 roauHm) ¢ eKCIO3HUIUS Ha IOMATAIOMUT (BXK.
Touka 4.2).

BrOpeuHo yBpexkIaHe

[NomynanronauTe (PapMaKOKHHETHYHH aHATTU3H ITOKa3BaT, Y€ (hapMaKOKUHETUIHUTE MapaMeTpH Ha
MMOMAaJMIOMUJ HE C€ 3acsTaT CHIIESCTBEHO MPH MAIlEHTH ¢ ObOpEUHO yBpeKaaHe (IeUHUPAHO
MOCPEACTBOM KPEaTHHUHOBHS KIMPBHC WM M3YHCIIEHaTa CKOPOCT Ha INIOMepyJIHA (QUITPAL
[eGFR]) B cpaBHeHHe ¢ manueHTHTe ¢ HopMaiiHa 0s0peuna gynkuus (CrCl > 60 ml/munyTa).
Cpennara HopmanusupaHna ekcriosunus (AUC) va nomanuaomu € 98,2% npu 90% noeputeneH
unTepBai [77,4% no 120,6%] npu nammenTu ¢ ymepeHo 6s0peuno yBpexaane (eGFR > 30 mo < 45
ml/mMuHyTa/1,73 M%) B cpaBHEHHE C IAIMEHTUTE ¢ HOpMasTHa 6b6peuna ynknus. CpexHara
HopManm3upana excrosuius (AUC) Ha nomanumomu e 100,2% mpu 90% moBepUTEeH HHTEPBAJ
[79,7% no 127,0%] npu manueHTH ¢ TeKKOo OBOPEYHO YBpEKAaHe, KOUTO HAMAT HYXXIa OT THajIi3a
(CrCl < 30 unu eGFR < 30 ml/mMunyta/1,73 m?), B cpaBHeHHe C TIAIUEHTHTE ¢ HOPMATHa GBOpeuHa
¢ynkuus. Cpeanara Hopmanusupasa excrnosuiys (AUC) Ha momanuoMus ce yBenndasa ¢ 35,8% ¢
90% U [7,5% o 70,0%] mpu manueHTH ¢ TeXKO ObOPEdHO yBpekIaHe, KOUTO UMAT HyX/a OT
muanmza (CrCl < 30 ml/MuHyTa, H3UCKBAIIM JUANIA3a), B CPABHEHUE C MAIUSHTHTE C HOpMalHa
6p0peuna GpyHknusa. CpeTHUTE TPOMEHH B €KCITO3HITNATA HA TOMAIMIOMHUJT TIPH BCSIKA OT TE€3W TPYIH
¢ Op0pedHO yBpeXIaHe HE ca C BeIMYMHA, KOSATO Jla Hajlara KOpeKINX Ha 103aTa.

YepHOoapOoOHO YBpEkKIaHE

DapMaKOKHHETHIHHTE TTapaMeTpH ca JIEKO M3MEHEHH MIPY MallMEHTUTE C YEPHOAPOOHO YBpEXKIaHe
(medurmpano mo kputepunte Ha Child-Pugh) B cpaBHeHHE che 3apaBu mnodpoBomm. CpenHara
eKCIIO3UIUS Ha TIoMaIuaoMu] ce yBenuuana ¢ 51% ¢ 90% nosepurenen unrepsai [9% no 110%] npu
MAIMEHTH C JIEKO YepHOpOOHO YBpEKIaHe B CPaBHEHUE ChC 3/IpaBu Jo0OpoBou. CpenHaTa
€KCITO3UIUS Ha MOMaluJ0OMuU/] ce yBennyana ¢ 58% ¢ 90% noeeputenen untepsai [13% mo 119%]
MIPY MalMEHTH ¢ yMEPEHO YePHOAPOOHO YBPEKIAHE B CPABHEHHE ChC 3/IpaBu 100poBomiy. CpeaHara
€KCTIO3UIINS Ha ToManuIoMu ce yBenuuana ¢ 72% ¢ 90% noseputenen unrepsan [24% no 138%]
MIPY TMANKMEHTH C TEXKO YePHOAPOOHO YBPEKAAaHE B CPaBHEHHUE Che 3apaBu noOpoBomm. CpenHure
YBENWYICHUS Ha EKCTIO3UIUATA Ha TOMATHIOMU/ IIPH BCSKA OT TE3W TPYIH C YBPEXKIaHE HE ca OT
TakaBa BEIMYMHA, KOSITO J1a Hajara KOPEeKIIMK B CXeMaTa MM Jjo3ata (BXk. To4ka 4.2).

5.3 TlpeAkJMHUYHHU JAHHHU 32 0€30MACHOCT

IIpoyuBaHus 32 TOKCHYHOCT IIPHU MHOTOKPATHO IpUJIaraHe

[pu mrpXoBe, XpOHUYHOTO MPHIIOKEHUE Ha oManuaoMu B 1o3u ot 50, 250 u 1 000 mg/kg/nen B
IpOIBIDKEHHE Ha 6 Mecela ce IIoHacs noope. He ca HaGionaBanyu HexenaHU HAXOIKH J10
1 000 mg/kg/nen (175-kpaTHa eKCIIO3UIMS CIPSIMO KIMHUYHATA /1032 OT 4 mg).

[Ipu maiiMyHH, TOMATUIOMH/ € OLICHEH B IPOYYBAHUS C MHOTOKPATHO MpHUJIaraHe ¢
MPOABIDKUTENHOCT A0 9 Mecena. B Te3u nmpoyuBaHusa MalitMyHHUTE TIOKa3BaT MO-TroJisiMa
YyBCTBUTETHOCT KbM €(DeKTHTE Ha MMOMAITUIOMHU/T OTKOJIKOTO IThX0BeTe. OCHOBHUTE TOKCHYHH
edexru, HaOMIOgaBaHU IPU MAaMyHH, ca CBBP3aHU C XeMaTOIIOeTHYHATa/ TMM(OpPETHKYIapHATA
cucrema. B 9-meceunoro npoyusane npu MaimyHu ¢ go3u ot 0,05, 0,1 u 1 mg/kg/neH ce nabmronaBar
3a00JIeBaéMOCT 1 PaHHO €BTaHa3WpaHe Ha 6 KUBOTHHU TpH qo3ata oT 1 mg/kg/nen u ce mpunucear Ha
MMYHOCYTIPECUBHU e(PeKTH (CTadHUIOKOKOBA HH(EKITUS, HaMalleH Opoii JiuMQoIuTH B iepudepHaTa
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KPBB, XPOHUYHO BB3MaJICHUE Ha Ae0EIOTO YePBO, XUCTOIOTHYHO JTUM(MOUTHO U3UEPIIBAHE U
XUIONENyIAPUTET Ha KOCTHHS MO3BK) IIPY BUCOKA SKCIO3UITUS Ha ToManuaomMun (15-kpaTtHa
EKCIO3MIINSA CIIPSAMO KJIMHUYHATA J103a OT 4 mg). Te3u MMyHOCYIPeCUBHH e(DEKTH BOJAT O PAHHO
eBTaHa3upaHe Ha 4 MaliMyHHU TIOPaJH BIOLIEHO 3/IPABOCIOBHO ChCTOSIHUE (BOAHUCTH U3MPAXKHEHUS,
JIMIICa Ha alleTUT, HaMaJIeH MPHEeM Ha XpaHa M 3ary0a Ha TerJio); XMCTONATOJIOTHYHATA OIICHKA Ha Te3U
JKUBOTHH ITOKa3Ba XPOHUYHO Bh3MAJICHUE HA 1eOETI0TO YePBO U BHIIO3HA aTpO(Hs HAa THHKOTO YEPBO.
CradunokokoBa nH(EKIMS ce HA0JII01aBa TpH 4 MaliMyHH; 3 OT T€3H KUBOTHU OTTOBAPAT HA JICUCHHE
¢ anTHOHOTHIHN, | ymMupa Oe3 neuerne. OCBEH TOBA HAXOJKU, ChBMECTUMH C MUEJIOTCHHA JIEBKEMHUS,
JIOBEXJIAT IO eBTaHa3MpaHe Ha | MaliMyHa; KIMHIYHUTE HAOIOJICHHUS U KIIMHUYHATA TIATOJIOTUS
W/VIY U3MEHEHHSTA B KOCTHUS MO3BK, HA0JII0/1aBaHU TIPU TOBA JKUBOTHO, Ca ChBMECTUMHU C
UMYHOCyTpecHs.. MUHAMAaITHA WK JieKa npoudepanus Ha )KITbYHATE KaHAIH ChC CBBP3aHO
yBesmmdeHne Ha ALP u GGT cbmio ce Habmoaasar npu 1 mg/kg/nen. OnieHkata Ha Bh3CTAHOBHIIU CE
JKUBOTHH ITOKa3Ba, Y€ BCHYKH CBBP3aHHM C JICUYSHUETO HAXOAKH ca OOpaTHUMH CJlIe] 8 CEIMHIIN OT
MPEKpaTSIBaHE HA MPUIOKEHUETO, C M3KIIOUCHHE Ha TposndepalusaTa Ha BbTPEUEPHOAPOOHUTE
’KITPYHN KaHa, HabromaBana rmpu 1 )kuBOTHO B rpymnara Ha 1 mg/kg/nen. Huoro 6e3 HabmronaBann
Hexxenann egektn (No Observed Adverse Effect Level, NOAEL) e 0,1 mg/kg/nen (0,5-kpaTtHa
€KCIIO3UIIMS CIIPSIMO KIIMHUYHATA /1032 OT 4 mg).

I'eHOTOKCHYHOCT/ KapIuHOTCHHOCT

ITomanunomuz He € MyTareHeH Py TECTOBE 3a MyTaIUU NPHU OaKTEpUH U O03aHHUITN U HE HHAYIHPA
XPOMO30MHH abepaiyy B YOBEIIKUTE JTUMQOIMTH OT ieprudepHa KpbB WK 00pa3yBaHe Ha
MHUKPOHYKIICYCH B IIOJIMXPOMATHYHHUTE EPUTPOLUTH B KOCTHUS MO3BK IIPH ILTBXOBE, HAa KOUTO Ca
npuiaranu go03u 10 2 000 mg/kg/nen. He ca mpoBexxaann npoydBaHus 3a KaHIIEPOT€HHOCT.

DepTUIUTET U PAHHO 6M6DI/IOHaJ'IHO Pa3BUTHC

B enHO npoyuBaHe 1o oTHOIIEHHE Ha (EPTHIINTETA M PAHHOTO eMOPHOHAIHO PAa3BUTHE IPH ILTBXOBE
MOMAJIMIOMHUJ] C€ TIPUJIara Ha MBbKKH 1 )KEHCKH J)KUBOTHH B J103H 25, 250 u 1 000 mg/kg/nen.
MaTOoYHHUAT Iperjie Ha TecTallMoOHeH JeH 13 moka3Ba HaMaJeHHUEe Ha CPEHUS OpO KH3HECTTOCOOHU
eM6pI/IOHI/I nu yBeHI/IquI/Ie Ha NOCTUMILIIAHTAIITMOHHUTC 3ary61/1 HpI/I BCHUYKH J1030BH HHUBA.
CrnenoBarenno NOAEL 3a Te3u HaOmonaBanu egektn e <25 mg/kg/men (AUCun € 39 960 ng h/ml
(HaHOTIpaM Yac/MUJIMIMTBP) IPH Ta3d Hal-HUCKA M3IIMTBAHA 1034, a EKCIIO3UIUATA € 99 MbTH
KIIMHUYHATa 1032 oT 4 mg). Korato TpeTupaHu MBKKH )KUBOTHHU B TOBA MPOYYBaHE ca YUPTOCAHU C
HETPETUPaHU )KEHCKU, BCHUKU YTEpUHHU ITapaMETpH ca CpaBHUMHU C KOHTposuTe. B3 ocHOBa Ha Te3n
pesynraru HaOIrogaBaHuTe eEKTH Ce TPUIUCBAT Ha TPETUPAHETO Ha )KEHCKHUTE XMBOTHH.

EmOpuoderaino pa3Burue

YcTaHOBEHO €, e MOMATMIOMU € TEPATOTeHEH U MPH ILTHXOBE, U MPH 3aHIlH, KOraTo ce Mpuiiara B
Hepro/ia Ha OCHOBHATa opraHoreHesa. [Ipu nmpoyuBaHeTo 3a TOKCHYHOCT 32 eMOpHO(ETATHOTO
pa3BUTHE MPH [UIBX0BE, MaI(OPMALIMK KATO JIUIICA HA TMKOYSH MEXYD, JIUICA Ha IIUTOBU/IHA JKiIe3a U
cpacTBaHe W JUCIIOKAIHs HA TyMOATHN U TOPAKAIHH MPEUUICHHH Tena (IIEHTPATHH W/WIH HEBPATHU
J'bI'M) ce HaOJItoJaBat Mpy BCUYKH J030BH HUBA (25, 250 u 1 000 mg/kg/nen).

IIpu ToBa mpoy4BaHe He ce HaOJI0JaBa TOKCHYHOCT npH Maiikata. Cienoarennno NOAEL Ha
maiikara e 1 000 mg/kg/nen, a NOAEL 3a TokcuuHOCTTa 3a passutiero € < 25 mg/kg/nen (AUCaq, €
34 340 ng h/ml Ha recranuoHeH JieH 17 pyu Ta3u Hall-HUCKA M3MUTBAHA J103a, U SKCIIO3UIHATA € 85
IBTH KJIMHWYHATA J103a OT 4 mg). [1pw 3aliim momanumoMus B 1034 B Auana3on ot 10 mgo 250 mg/kg,
BOJIY /10 MaJ(opMaluu npu eMOpro(heTamTHOTO pa3BUTHE. Y BEIMYEHA YECTOTA Ha ChPACUHH
aHOMAJIMHU ce HaOJI0AaBa MPHU BCHYKH JI03U ChC 3HAUUTENHO yBenudenue npu 250 mg/kg/nen. [lpu
100 m 250 mg/kg/nen nma JieKu yBETHUYCHHS Ha IIOCTUMILTAHTAIIMOHHNTE 3aryOH M JICKH HaMaJICHHSI
Ha TenecHoTo Terio Ha detycure. [Ipn 250 mg/kg/nen mandopmanunte Ha QeTyca BKIFOUBAT
aHOMAJIMY Ha KpalHUIIUTE (CTHHATH W/WIH POTHPAHH MIPETHH W/WIIN 33HA KPaHUIHM, HECBbP3aH WIH
JIUIICBAI] ITPBCT) U CBBP3aHM C TOBA CKEIIETHU MalihopMaluy (JUrca Ha ocuuKaus Ha
MeTakapIiaiHaTa KOCT, pa3MHHABaHE Ha (pajlaHraTa U MeTaKapIaiHaTa KOCT, JTUIICBAL] IPBCT, JIUICa
Ha ocuduKkanys Ha (pajaHrara u Kbca, Heocu(uIpaHa WIK OrbHATa TUOMA); yMEpeHa JuilaTalus Ha
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JaTEePaTHOTO MO3BYHO CTOMAXYE; AHOMAJIHS B MOJIOKEHUETO Ha JsiCHATa CyOKJIaBHAIHA apTepus;
JUIICBAI cpejieH 100 Ha Oeus qpo0; HUCKOMOCTaBeH ObOpeK; MpoMeHeHa MOP(OIOTHS Ha YepHHUS
Ipo0; HEITBJIHO WIIK M300I10 HEBKOCTEH Ta3; YBEIUYCH CpeleH Opoil JOIBIHUTENHU pedpa B TOpakca
Y HaMaJIeH cpelieH Opoil BKOCTEHH Iie3eHHU KocTh. Cnabo HaMalleHHe Ha HaAaBaHEeTO Ha TEIECHO
TEIJI0 Ha MaiikaTa, 3HaYMMO pelylupaHe Ha TPUIIUICPUINTE U 3HAYMMO HaMaJeHHe Ha aOCOIFOTHOTO
W OTHOCUTEITHOTO TEIJIO Ha clie3kara ce HabmroaaBar npu 100 u 250 mg/kg/nen.

NOAEL na maiikata e 10 mg/kg/nen, a NOAEL 3a pazsutuero e <10 mg/kg/nen (AUCa4n €

418 ng h/ml Ha recranmoHeH AeH 19 npu Ta3u Hali-HUCKA U3MIMTBAHA 703a, KOETO € MOJ00HO0 Ha
MOJTy9E€HOTO OT KIIMHUYHA 71032 4 mg).

6. OAPMALIEBTUYHU JAHHU
6.1 Chnucbk Ha TOMOIIHHUTE BelleCcTBA

KarncynHo cbabpKumMo

N3omant

KpocnoBumon (tun A)
XUAPOKCHIIPOTTUIILIENTYI032, YACTUYHO 3aMECTeHa
Hatpues creapuindymapar

ChbeTaB Ha KarcyJjara

THomanuoomuo Krka 1 mg mewpou kancynu
Kenatun
Turanos quokcug (E171)
Kot xenezen okeup (E172)
Wunurokapmun (E132)
Macruino:
[emmax
Uepen xenesen oxcua (E172)
Kanues xunpokcua

THomanuoomuo Krka 2 mg mewpou kancynu
Kenatun
TuranoB quokcun (E171)
Kot xenezen okeup (E172)
UYepaeH xene3eH okcua (E172)
WNuauroxapmun (E132)
Mactwuio:
lennax
TuranoB quokcun (E171)
Kanues xunpokenn

Tlomanuoomuo Krka 3 mg mewpou xancynu
Kenatun
TuranoB quokcun (E171)
Kbt xenezen okeun (E172)
Wuauroxapmun (E132)
Macruno:

Ilennak

TuranoB quokcun (E171)

Kanues xunpokenn

Tlomanuoomuo Krka 4 mg mewpou xancynu
Kenatun
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TuranoB quokcun (E171)
WNupurokapmus (E132)
Mactuno:
enmak
Turanos muokenn (E171)
Kamues xumpokcnn
6.2 HecnbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha rogHocT
3 roguHu

6.4 CpoenmnajHu ycJa0BHS HAa CbXpaHeHHUe

To3u ekapCcTBEH MPOMYKT HE M3UCKBA CIICIMATHA TEMIIEPaTypHH YCIOBHS Ha chXxpaHeHue. Jla ce
ChXpaHsABa B OpPUIMHAJIHATA ONIAKOBKa, 32 Ja ce Mpelna3y OT Biara.

6.5 Buau chabp:KaHNe HA ONIAKOBKATA

3amuTeHu OT Jena, nephopupaH OIUCTep C SAMHUYNHU JIO3H C OTIENBAIIO ce (oI
(OPA/AV/PVC//PET/Al), xanennapua onakoBka: 14 x 1 wiu 21 x 1 TBBpAa Kancymna, B KyTHS.

He Bcuukm BHIIOBE ONIAKOBKU MOTaT Aa OBbJAT IMMyCHATH HA Ma3apa.

6.6 CroenmajHM Npeana3’Hu MepPKHU NPH U3XBBPJIsIHE U padoTa

Kancynute He TpsOBa 1a ce OTBAPSAT WK YYIT. AKO MPax OT MOMATHIOMHI BIIe3¢ B KOHTAKT C
KO)KaTa, TS TpsIOBa Ja ce m3MHe He3a0aBHO U OOMITHO ChC CAITyH U BOJa. AKO MOMAaJMIOMUJI BIIe3¢ B
KOHTAKT C JINTABUIIY, T€ TPIOBA Ja CE MPOMHUSAT OOIITHO C BOJA.

MeauIMHCKUTE CIICIUANTUCTH U OOJHOTIIeJaunTe TPSIOBa J1a M3M0I3BaT PHKABHIIM 3a €THOKpATHA
ynotpeba, Korato paboTAT ¢ OmucTepa win kancyiure. Ciiel ToBa phKaBUIMTE TPSOBA Ja ce CBAJIAT
BHHMATEIHO, 32 JIa C¢ MPEJOTBPATH SKCIIO3HUIUS Ha KOXKAaTa, J1a CE MOCTABST B MOJUCTUICHOBA
TOpOMUKa C ,,[TUMN" U J1a CE U3XBBPJIAT B ChOTBETCTBHUE C MECTHUTE M3UCKBaHus. [locne ppuere TpsOBa
Jla ce U3MUST 100pe Che camyH 1 Boaa. JKenn, KouTo ca OpeMEeHHH WITH [TO03MPaT, 9 MOXKe Jla ca
OpeMeHHH, He TPsAOBa /1a paboTAT ¢ OIUCTepa WK Karcynute (BX. Touka 4.4).

Hewns3nona3BaHUT JIEKapCTBEH NMPOIYKT WIH OTNAAbYHUTE MATEPUAH OT HETO TPAOBA Jla e U3XBBPIISAT
B CHOTBETCTBHE C MECTHUTE M3UCKBaHMs. Hen3MoM3BaHUAT IeKapCTBEH MIPOAYKT TPSIOBA 1a ce BEPHE
Ha ¢apmalieBTa.

7. HIPUTEXATEJ HA PASPEHIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CiioBeHust

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

TMomamupomug Krka 1 mg TBupau Kancyau

14 x 1 tBBpaa kancyna: EU/1/24/1832/001
21 x 1 tBppaa kancyna: EU/1/24/1832/002
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IMomamunomug Krka 2 mg TBepaM Kancyau

14 x 1 tBBpaa xancyna: EU/1/24/1832/003
21 x 1 TBppaa kancyna: EU/1/24/1832/004

ITomanunomun Krka 3 mg TBepAM Kancyu

14 x 1 tBBpaa xancyna: EU/1/24/1832/005
21 x 1 tBbpaa kancyna: EU/1/24/1832/006

IMomamunomug Krka 4 mg 1Bupau Kancyau

14 x 1 tBBpaa xancyna: EU/1/24/1832/007
21 x 1 TBppaa kancyna: EU/1/24/1832/008

9. JATA HA ITBbPBO PASPEIIABAHE/IIOJJHOBSBAHE HA PASPEHIEHHUETO 3A
YIHOTPEBA
Jara Ha mppBO paspernaBane: 24 onu 2024

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

TMoapo6Ha uHbOpMarus 3a TO3M JISKAPCTBEH MPOIYKT € MpeAocTaBeHa Ha yebcaiita Ha EBponelickara
areHIusl 1o JeKapcTaara http://www.ema.europa.eu.
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IPUJIOKEHMUE 11
IMPOU3BOJAUTEJI(H), OTTOBOPEH(HH) 3A
OCBOBOXKIABAHE HA ITAPTHU U

YCJI0OBUA WK OT'PAHUYEHUSA 3A JOCTABKA U
YIIOTPEBA

APYI' YCJIOBUSA U UBUCKBAHUSA HA
PASBPEHIEHUETO 3A YIIOTPEBA

YCJI0OBUA UK OT'PAHUYEHNUSA 3A BE3OITIACHA 1

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
MHPOAYKT
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A. TIPOU3BOJMTEJ(M), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA MTAPTHIN

HMe u aapec Ha npousBoauTessi(ure), OTTOBOPEH(HM) 32 0CBOOOK1aBaHE HA NAPTUIUTE

KRKA - FARMA d.o.0.,
V. Holjevca 20/E,

10450 Jastrebarsko,
XbpBaTus

TAD Pharma GmbH,
Heinz-Lohmann-Strafie 5,
27472 Cuxhaven,
I'epmanus

[levaTHara TUCTOBKA HA JIEKAPCTBEHHSI MIPOAYKT TPSIOBA J]a ChABPIKA UMETO U ajpeca Ha
MIPOU3BOJIUTENS, OTTOBOPEH 32 OCBOOOKIABAHETO HA ChOTBETHATA MTAPTHIA.

b. YCJOBUSA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHHUAT MPOYKT C€ OTIYCKa 110 OTpPaHHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenwue I:
Kpatka xapakrepuctruka Ha MpoayKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSA U UBNCKBAHUS HA PABPEHIEHUETO 3A YIIOTPEBA

° Iepuonnunu akTyaan3upanu Jokjiaaau 3a 6esonacuoct (ITAJD)

W3uckBanusita 3a nogasane Ha [TA/Ib 3a To3u lekapcTBEH MPOIYKT ca MOCOYEHH B CIIMCHKA C
pedepentHute natu Ha EBponeiickus cpro3 (EURD cnmebk), npensuaeH B wi. 1078, an. 7 ot
Jupextuna 2001/83/EO, 1 BbB BCHUKH CIIEBAIY AKTyaJIN3allUH, IyOIUKYBaHH Ha eBpoMneiickus
yeOrmopTall 3a JiekapcTaa.

.  YCJOBUS NN OT'PAHUYEHUS 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA TIPOAYKT

o IInan 3a ynpasienne Ha pucka (ITYP)

[Ipurexxatenat Ha paspemeHuero 3a ynotpeda (IIPY) tpsOBa 1a n3BbpiIBa H3UCKBAHUTE ICHHOCTH U
JEUCTBHUS, CBBP3aHHU C IIPOCIEIBaHE Ha JIEKapCTBEHAaTa 0€30MacHOCT, IOCOUeHU B 0100peHus I1YP,
npexactaseH B Moxyi 1.8.2 Ha pasperieHreTo 3a ynoTpeda, KakTo ¥ BB BCHUKH CIIEBAIIH 0JJ00pCHH
akTyanu3anuu Ha [TYP.

Axtyanuzupan [TYP Tps6Ba na ce nonasa:

° 1o nckane Ha EBporelickara areHius o JexkapcTnara;

. BHHATrHW, KOTaTo ce U3MEHS CUCTeMaTa 3a yIpaBJIcCHUE Ha pUCKa, 0COOCHO B Pe3yJITaT Ha
MOJIy4aBaHe Ha HOBAa MH(OPMAIIHS, KOSTO MOXKE Jia JIOBEE JI0 3HAYNMHU IPOMEHU B
CHOTHOIICHUETO MOJI3a/PUCK, WIIH CIIE]] TOCTUTaHe Ha BayKeH eTal (BbB Bpb3Ka C MPOCIIeIBaHe
Ha JIeKapcTBeHaTa 0€30IIacCHOCT WM CBEXKIaHe Ha PUCKA 10 MUHUMYM).

. JONbJIHUTEIHH MEPKH 32 CBEXKIaHE HA PUCKA 10 MUHUMYM
1. [Tpurexarensar Ha pa3penieHuero 3a ynorpeda (IIPY) tpsdsa na ceriacysa moapoOHOCTHTE Ha

mporpaMa 3a KOHTPOJIMpaH JOCTHII C HATMOHAJTHUTE KOMIIECTCHTHH OpTraHu U TpH6Ba Ja
IMPUJIOKH CHOTBETHATA IIpOIr'paMa Ha TEPpUTOPUATA HAa CTpaHAaTa, 3a Ja rapaHTupa, 4c:
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o [lpeau npeanucBaHe (KOraTo € MPUIOKUMO U ChIIIACyBaHO C HAIIMOHATHUTE
KOMITETEHTHHU OPraHH - PEIX OTIYCKaHETO) BCHYKH MEJIUIIUHCKY CIICIIHATHCTH, KOUTO
nMaT HaMepeHne na npeanucsar (1 ormyckat) [lomammnomun Krka ca crabnenn ¢
OOyuuTeNeH KOMIUIEKT 32 MEJULIMHCKU CIIEUATUCTH, KOUTO ChIBbPIKA CIECAHOTO:

o OOyuutenHa Opolirypa 3a MEAUIUHCKH CHEIMATUCTH

OOyuuTeTHN OpOIIypH 32 MAUEHTUTE

Kaprta Ha manuenra

DopmyIsipu 32 THPOPMUPAHOCT OTHOCHO PUCKa

Wudopmanus kbae Aa ce Hamepu akTyanHaTa KpaTtka xapakTepucTuka Ha MPOAyKTa

(KXIT)

2. IIPY tpsiOBa ma mpritoku porpamMa 3a npennassane ot opemennocrtra (I1I15) BBB Besika
nbpxaBa wieHka. [Tonpobnoctute Ha I1I16 TpsOBa na ca cbriacyBaHu ¢ HAIHOHATHUTE
KOMITETEHTHH OpTaHH BbB BCSIKA AbprKaBa WICHKA U J]a ce MPUIIOKAT IMPEIH IyCKaHEeTO Ha
JIEKapCTBEHUs IPOAYKT Ha Ia3apa.

3. ITPY TpsdBa na cerimacysa chabpkaHrneTo Ha OOyYHTETHIS KOMIUIEKT 38 MEIUIITHCKA
CHENMAINCTH ¢ HAIIMOHAJHUTE KOMIIETEHTHU OpTaHU BbB BCAKA JbPrKaBa WICHKA MPeIu
MTyCKaHETO Ha JIEKAPCTBEHUS MPOAYKT Ha Ia3apa U J1a TapaHTHpa, 4e MaTepUaInTe ChAbpKaT
OCHOBHHTE €JIEMEHTH, KaKTO € OIMCaHO M0-10J1y.

4, [IPY 1psiOBa na chriiacyBa NpuiaraHeTo Ha Mporpamara 3a KOHTPOJIMPaH AOCTHI BbB BCSAKA
JUbpKaBa WICHKA.

O O O O

OCHOBHU eJieMeHTH, KOUTO TPSIOBA /Ia ObAAT BKIIOYEHH
QOoyyumenen KoMnaeKm 3a MeOUUUHCKU CReUUAIUCIU

O6y‘II/ITeJ'IHI/I$[T KOMIUICKT 3a MCIUIIMHCKHU CIICIIUAJINCTH Tpr6Ba Ja CbAbpiKa CJICAHUTE CJIEMCHTH!

QOyuuTeaHa GpoIIVPA 32 MeTMIIMHCKH CTIEIHATNCTH

o Kparka uHGopMaIus 3a MOMaTHIOMHU
e  MakcuMaaHa MpoIbIDKUTEITHOCT HA MIPEITUCAHOTO JICUCHHE
O 4 ceaMUIIM 3a )KEHU C JCTEPOICH TOTSHIIUAT
o 12 cenMunu 3a MBKe U )KEHH 0€3 IeTepPOJICH MTOTEHITHAI
o HeoOxoauMOCTTa 1a ce n30sATrBa eKCIO3MIUA Ha (eTyca, Mopaay TepaTOreHHOCTTa Ha
IIOMaJINAOMHU [ HpI/I JKMBOTHH, 1 OYaKBaHUA TCpaTOFeHeH e(beKT Ha IOMaJInOMU L HpI/I xopa
e PwKoBOACTBO 32 pabota ¢ 6mucrepa min kancynute [omamumnomun Krka 3a megunuackn
CITELMAIINCTH U OOJHOTICHAYHN
e 3aJbDKCHUS HAa METUIIMHCKUTE CIICIIMATTICTH, KOUTO Bb3HAMEPSIBAT J1a IPEANUCBAT WK
ormyckat [Tomamunomung Krka
o HeobxoauMocTTa 1a OCUTypH H3YEPIaTeIHO ChBETBAHE M KOHCYJITAIIHS 32
MMalMEHTUTE
o Toga, ye manmeHTHTE TPsAOBA Ja OBIAT CIIOCOOHU JIa CTIa3BaT M3UCKBAHMATA 32
Oe3onacHa ynorpeda Ha [Tomamumomuy Krka
o HeobOxoauMocTTa 1a ce OCUTYPAT Ha MAIIMEHTUTE CbOTBETHUTE 00yUYUTETHA OpolIypa
3a MaIMeHTa, KapTa Ha MaIleHTa H/WIH eKBUBAJICHTCH HHCTPYMEHT
e CnBern 32 0€30IACHOCT, OTHACSIIM CE JI0 BCUYKH ITALIMEHTH
o Ornucanue U JieueHUE MPU TPOMOOIUTONICHUS, BKITFOUUTETHO Y€CTOTA CIIOPE]]
KITMHUYHH [TPOYYBaHUS
o Omnucanue 1 JieueHUE HA ChPJICYHA HEJOCTATHYHOCT
o MecTHH pasnopendu 3a OTIyCKaHe Ha MPEANUCAH TOMATHIOMU, CIICIU(UIHH 32
BCSKa CTpaHa
o Bcuuku HeW3moy3BaHU Kancyiu TpsOBa Ja ce BbpHAT Ha papmarieBTa B Kpas Ha
JIEYEHUETO
o IlanuentsT He TpsAOBa A apsBa KPHB IO BpEeME Ha JIEIEHUETO (BKIIIOUUTEIHO NPU
MPEeKbCBaHUs Ha TIpUEMa Ha J103aTa) u 10 TIOHe 7 THU cJIe] CIIUpaHe Ha pueMa Ha
TTomamugomung Krka

e  Omnwmcanne Ha I1I16 ¥ kaTeropusupane Ha MAIMEHTUTE 110 I10J U IETEPOICH IMOTEHIIHAI
o AnroputsM 3a npunarase Ha [111b
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o

Onpenenenue 3a xeHu c jgerepoaeH mnoteHuuan (KJPIT) w nelictBusa, KouTo
TIPEAMTUCBAIINAT JIeKap TPsAOBa 1a MpeArnpueMe, ako He € CUTYPeH

o CnBerH 3a 0€30IMACHOCT 32 KECHH C ACTEPOJACH MOTCHIIMAI

@)
@)
@)

o

o

HeobxonumocT na ce nzderHe exkcro3unus Ha deTyca
Ormucanue nHa [1116
HeobxomumocT oT edeKkTHBHA KOHTpalennus (IOpu ako jKeHaTta € C aMeHopes) U
oTpeeTIeHHe 33 ePeKTUBHA KOHTPATICTIIIHS
Ako TS UMa HyXIa Ja OPOMEHHM WU [a CIpe W3MOJI3BAHETO Ha HEWHUS METO] 3a
KOHTpAIICTIIIHS, TS TPSAOBa na nHPOPMHpa:

= Jlekaps, mpeAnucai HeHATAa KOHTPAIICTIIHS, Y€ TS € Ha TOMaIHIOMUT

- HCKapH, nmpeamnucala noMaaiuaoMua, 4€ T € CIipsjia WM IpOMEHUIIa HEWHUS

METOJ] Ha KOHTPALICIILIHS

CxeMa Ha TEeCTOBETE 32 OPEMEHHOCT

=  (ChbBeT 3a NOAXOASAIIN TECTOBE

= [Ipenu 3amoyBaHe HA JICUCHUETO

= [lo Bpeme Ha JIeYEHHETO Bb3 OCHOBA Ha METOZA 32 KOHTPALICTIIINS
Cren xpast Ha JIEIYCHUETO
HeobxonumoctTa oT HezabaBHO ciimpane Ha [Tomamumomun Krka npu nogo3penue 3a
OpeMeHHOCT
Heob6xoaumocT oT He3a0aBHO yBEIOMsIBAHE Ha JICKYBAIIHs JICKap [PU IIOJ03PEHHE 32
OpeMeHHOCT

o C(CnBerH 3a 0€30MaCHOCT 32 MBKE

@)
@)

o

Heobxonumoct na ce nzberHe ekcro3unus Ha deTyca

HeobxonumocT na ce M3MoN3BaT Mpe3epBaTHBH, aKO CEKCyalHaTa UM MapTHbOPKA €
opemenna i e XKJ[PII, kosTo He n3MoI3Ba €pEeKTHBHA KOHTPALEHIUS (IOPH MBXBT
Jla € Ba3eKTOMUPAaH)

[To Bpeme Ha neuenueto ¢ [Tomanunomun Krka

Tlone 7 nauM ciex mociemHara go03a

Ue ne TpsaAbBa na napsBa clepMa MO BpeMe Ha JICYCHHETO (BKJIIOYMTEIHO IIPH
MPEeKbCBaHMA Ha MTpHEMa Ha JI03UTE) U B MPOIBIDKEHHUE Ha MTOHE 7 JIHU CIIE]l CIIUPAHETO
Ha neyennero ¢ [Tomammnomug Krka

Ue He3abaBHO TpsiOBa Ja yBEJOMH JIEKyBallUsl JieKap, ako MapTHbOPKATa MY
3abpeMeHee, nokaTo Toi mprema [lomamumomun Krka wmm ckopo ciien kKato e crpsit
npuema Ha [Tomamunomug Krka

e 3uckBaHus B ciiydaii Ha OpEMEHHOCT

@)

o

o

@)

Nucrpykuun, ye [omamumomun Krka tpsioBa He3abaBHO j1a ce cripe Mmpu MOA03pEHHE
3a OPEeMEHHOCT, TIPH MAIIMEHTH OT KEHCKH MO

Heo6xoauMoCT NalieHTUuTe 3aIb/DKUTEHO 1a Ce HACOYBAT KbM JIeKap CIElHAaIUCT
WM C ONHKT B 00JaCTTa HA TEPATOJOTHATA M HEHHOTO AMATHOCTHIMPAHE 32 OLCHKA U
KOHCYJITalus

JlaHHM 3a KOHTAaKT HA MECTHO HHBO 3a He3a0aBHO ChOOIABaHE HA MMOJ03MPaHA
OpeMEeHHOCT

DopmyJsip 3a chobIIaBaHe HA OPEMEHHOCT

o JIaHHM 33 KOHTAKT Ha MECTHO HUBO 3a ChOOIaBaHe Ha HEKETAHNU PEAKIINH

OO0yuuTeany OPOIIVDY 32 MANMEHTUTE

OOyuuTenHuTe OpOLIYpH 3a MALMEHTUTE TPsAOBa na ObaaT 3 BUIA:

e bpomrypa 3a NalMeHTH OT XKEHCKH MOJI ¢ AETePOAEH MOTEHIUAN U TEXHUS NapTHHOP
e bpolrypa 3a NaiMeHTy OT KEHCKH MoJ1 06e3 AeTepoieH NOTeHLIna

e bpoirypa 3a NAaMEeHTH OT MBXKH MOJ

Benuku o0yunTeHY OpONIypH 3a MAIUSHTUTE TPSIOBA J1a ChIABPKAT CICITHUTE CIICMCHTH:

e e moMaHIOMHU € TEPATOTCHEH MPH KUBOTHH U CE OYaKBa JIa € TePaTOreHEH MPH Xopa

e  UYe moManauIoMu MOXKE JIa IPUYUHU TPOMOOIIUTOIICHUS M HEOOXOAUMOCT OT PEIOBHH KPHBHH
H3CIaEABAHUS

e OmnucaHue Ha KapTaTa Ha MAalMEeHTa U HEOOXOIMMOCTTA OT Hesl
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PpkoBOACTBO 32 pabota ¢ [lomamunomun Krka 3a mannenTtu, 60JIHOTIE[au U YIEHOBE Ha
CEMENCTBOTO

Harronanay wim ApyTH NPHIIOKAMH CHEH(UYHN pa3nopeadn 3a IpeANrcBaHe U OTIyCKaHe Ha
IMomammnomung Krka

Ye manmeHTHT He Tpsi6Ba na nasa [Tomamunomun Krka va apyru auma

Ye manmeHTHT He TpsIOBa Ja fapsiBa KPBB 110 BpeMe Ha JICYeHHETO (BKIIOYUTETHO IIPH
NpEeKbCBaHM Ha IpUeMa Ha JI03UTe) U TIOHE 7 JIHU ClIeJl CIUPAHETO Ha JICYCHUETO C
ITomamnnomun Krka

Ye manueHTHT TPsAOBa 1a YBEJOMH CBOS JICKap 3a IOSBATa HA BCAKAKBU HEXKEIIAHN PEaKINH
Bcewdxy Hem3noa3BaHu Karcyiu TpsaOBa a OblaT BbpHATH Ha (hapMarieBTa B Kpas Ha JICUEHHETO

B chorBeTHHTE 00YUMTETHH OPOIIYpH 32 MAIMSHTHTE TPIOBa [a Ob/ie MPEeI0CTaBEHA U CIIeHATA
HHpOpMALUS::

Bbporlypa 3a manueHTH OT KEHCKH I0JI ¢ IETEPOACH NOTSHITUA

HeobxoauMocT fa ce n30erne excro3uiust Ha deryca
Onucanue Ha 1116
HeobxomuMocT oT eeKTHBHA KOHTpPALCIIHS U ONIpeeNieHne 3a e(h)eKTUBHA KOHTpPAIIeNINs
AKxo T nma HYyXKJ1a a IPpOMEHU WJIK Ja CIIPE U3I0JI3BAHCTO Ha HEHWHUSA METO/J 3a KOHTpaluenuus,
TS TpsAOBa na nH(pOpMUpa:
o Jlekaps, mpeanucan HelfHaTa KOHTPALSTIIHS, Y€ TS € Ha MOMAJIUIOMU
o Jlexaps, npeanucan noMaauaoMUL, Y€ T € CIpsila UM IPOMEHMIIA HEHHUA
METOJ Ha KOHTPAIICTIIIHSI
CxeMa Ha TECTOBETE 32 OPEMEHHOCT
o Ilpeau 3amo4BaHe Ha JICYCHHETO
o Ilo Bpeme Ha edeHETO (BKIIOUYUTETHO MIPU MPEKHCBAHUS Ha IIpHeMa Ha
JI03UTe), IOHE BCEKH 4 CeIMHIIU, OCBEH B ClIy4ail Ha IOTBBpPJICHA TyOapHa
CTEPIUTH3ALUS
o Crnen kpas Ha JIEYEHHETO
Heobxoanmoct He3abasHO Aa ce cnpe [Momamumomun Krka nmpu nogospenue 3a GpeMEeHHOCT
Heo0xonumocT He3a0aBHO /1a ce YBEIOMH CBOSI JIEKap MpH MOJA03PESHUE 32 OPEMEHHOCT

Bporirypa 3a manueHTH 0T MBXKKH O

HeobxomumocT na ce uzberne excrio3uius Ha eryca
HeobxoauMocT f1a ce “3moia3Bar npe3epBaTuBU, aKO CEKCyallHaTa NapTHHOPKA € OpeMeHHa HIn
JKIPII, xosiTo He N3M0I3Ba €PEKTUBHA KOHTPALEIIHSA (JOPH aKO MBXBT € UMaJl BA3EKTOMHUSI)

o Ilo Bpeme Ha neuenuero ¢ [lomanmmaomua Krka (BkirtounTenHo mpu

MPEKbCBAHUS HA MTPUEMa Ha J03HTE)

o Ilone 7 mau ciex mociemHara ao3a.
Ye He3abaBHO TpsOBa J1a YBEIOMHU JICKYBaIIHsI JIeKap, aKo ITapTHbOPKaTa My 3a0peMeHee
Ye He TpsiOBa Ja gapsiBa criepMa 1o BpeMe Ha JICYSHHUETO (BKJIIOUHTETHO MPH MPEKbCBAHUS Ha
MpreMa Ha JIO3UTE) U B MPOIbIDKEHUE HA TIOHE 7 JTHU CJIE]] CIIUPAHETO Ha JICYCHUETO C
IMomamugomuy Krka

KapTa HA MANMEHTA NI EKBUBAJCHTCH MHCTPYVMEHT

Kaprara Ha nanueHTa TpsOBa Jla ChIbpKa CICIHUTE SIEMEHTH:

IloTBBpIKACHUE, YE € U3BBPIICHA IOAXOAIATa KOHCYITALUs

JlokyMeHTHpaHe Ha JeTepOAHNUs CTaTyC

KBazgparde 3a oTMeTKa (M TOZOOHO), KOATO JIEKAPSIT ITOCTABS, 32 Ja MOTBBPIH, Y€ MAIHSHTHT
U3I0J3Ba e(PeKTHBHA KOHTpaLEeNIH (aKo € KeHa ¢ IeTepoJieH OTEHIIHAaN)

Jatu u pe3ynTatu OT TeCTOBETE 3a OpEMEHHOCT

(I)OQM!JIHQI/I 3a PIHQ!OQMPIQ&HOCT OTHOCHO DHMCKaA

Tps6Ba na uma 3 Buaa GopMyssipu 3a UHHOPMHUPAHOCT OTHOCHO PUCKA!
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e JKeHu c gereposeH NOTeHIUAT
e JKenu 0Oe3 merepoieH MOTEHIUANT
e [JanMeHT OT MBKKH I10JT

Bcewmuxn dopmynsapu 3a HHOPMHPAHOCT OTHOCHO PHCKA TPsIOBA A ChIBPKAT CIEAHUTE SIICMEHTH:

- IpeaynpexkaAeHUE 3a TePaTOreHHOCT

- MAlMEHTUTE MOIyyaBaT MOAX0As1Ia KOHCYITAlus IPEU 3all04BaHe Ha JI€YEHHETO

- MOTBBPIKACHHUE, U MAIMEHTHT pa30upa pucKa, CBbP3aH C MOMAINAOMUA U Ha MepkuTe Ha [1I1b

- JlaTa Ha KOHCYJITHpaHe

- JAHHM 32 MalUeHTa, MOANNC U JaTa

- UMe Ha IPeANUCBAIINS, TOAINC U AaTa

- [IeJITa Ha TO3H JOKYMEHT, T.e. criope] mocodenoto B [1I1b: , Ilenta Ha Gpopmyspa 3a
MH()OPMUPAHOCT OTHOCHO PHUCKA € Ja MIPeANa3y MAINeHTHTE U eBeHTyalHnTe (eTycn, KaTo
rapaHTHpa, 9e MaleHTHTe ca HAITBJIHO HH(OPMUpaHU U pa30upaT prcKa OT TepaTOreHHOCT U
JpYTH HeXKeJIaHU PeaKkluy, CBbP3aHu ¢ yrnoTpedaTa Ha momanuaoMua. To3u JOKYMEHT He
MIPEACTABISBA JOTOBOP M HE OCBOOOKAaBa HUKOTO OT HETOBUTE/HEHHUTE OTTOBOPHOCTH,
CBBp3aHH ¢ Oe30macHaTa ynoTpeda Ha IIPOAYKTa U MIPEOTBpaTsABaHE Ha €KCIIO3UIHS Ha

tderyca.”

Dopmyssipute 3a HHGOPMHUPAHOCT OTHOCHO PUCKA 33 )KEHH C ICTEPOICH MOTCHIMAN TPsIOBa ChHIIO 1a
BKJIIOYBAT:
- [ToTBBpIKACHHE, Ye JTEKAPAT € 00CHANI CIEIHOTO:
O Heo0XOJAMMOCTTA Jia ce M30erHe eKCIIO3HIINS Ha deTyca
O aKo ¢ OpeMeHHa WK TUIaHKupa Ja 3abpeMeHee, He Tps1OBa 1a mprueMa MOMaTHIOMHU
o de T4 pa3bupa He0OXOAUMOCTTA Ja N30srBa ynorpedara Ha MOMAIUAOMUI IO BpeMe
Ha OpeMEHHOCT U Jia priara e()eKTHBHU MEPKH 32 KOHTpaLenIys 0e3 MpeKbCcBaHe
MOHE 4 CeIMUIIM NIPEM HAYaI0TO Ha JCUSHUETO, Ipe3 IeNTUs KypC Ha JICYSHUETO U
MOHE 4 CeIMUIIM CIIe]] Kpasi Ha JICYCHUETO
O e aKo Ce HaJOXKH Jla MPOMEHH WU MPEKPaTh yrnoTpedaTa Ha U3IOI3BAHHUS METOT 38
KOHTpAIICTIITHS, TS TPSOBa J1a YBEIOMHU:
" Jekaps, Mpeanucai KOHTpalenmnusaTa, 4ye npuema [Tomamunomun Krka
» jekaps, npeanucan [lomamunomu Krka, ue e mpekpaTtuiia win
MPOMEHIJIA U3IOI3BAHUS METO/ 32 KOHTPALISTIIIUS
O 32 HE0OXOJMMOCTTA OT TECTOBE 32 OPEMEHHOCT, TOSCT NPE/IH JICUCHHE, TIOHE 4
CEJIMUITH MTPEIU HAYaJI0TO Ha JICYCHUETO
o 3a HeobxoaumoctTa aa crpe [Momanunomun Krka HezabaBHO mpH Mogo3peHue 3a
OpeMeHHOCT
O 32 HeOOXOIMMOCTTA Ja Ce CBBPIKE C JISKapsi CH He3a0aBHO MPH MOA03PEHHE 3a
OpeMEHHOCT
O dYe TA He TpsAOBa J1a 1aBa JIEKAPCTBOTO HA APYTH JIHIIA
O d4e T4 He TpsiOBa ja AapsiBa KPbB IO BpeMe Ha JISYEHUETO (BKIIOYUTEITHO MPH
MPEKbCBaHMsSI HA MPHEMa Ha JIO3UTE) U B IPOABIDKEHIE Ha ITOHE 7 JHU CIIe]
crimpanero Ha [Tomamumomun Krka
O d4e Ts TpsAOBa J1a BbPHE KAICyIUTEe Ha (hapMaIleBTa Clie]] Kpas Ha JICYCHUETO

dopmyisipute 3a HHOOPMHUPAHOCT OTHOCHO PHCKA 3a )KEHH 0e3 JIeTepoJICH OTSHIIMAN TPSOBa CHIIO Ja
BKITIOYBAT:
- [MoTBBpIKIACHUE, Ye TEKAPSIT € OOCHIMI CICAHOTO:
o 4e T He TpsiOBa Ja aBa JIeKapCTBOTO Ha JAPYTH JIUIA
O de T He TpsOBa Ja 1apsBa KPBB M0 BpeMe Ha JEUCHUETO (BKIIOYUTEITHO TIPH
NpeKbCBaHMS HA MPUEMa Ha JIO3KUTE) U B IPOIBIDKCHUE HA ITOHE 7 THU CIIe]
cnupanero Ha [lomanmugomun Krka
o 4e T TpsiOBa J1a BbPHE KalCyjnTe Ha apmaieBTa cie/l Kpas Ha JICYUSHUETO

q)OpMy.]'ISIpI/ITe 3a I/IH(i)OpMI/IpaHOCT OTHOCHO pHUCKa 3a MAUCHTH OT MBXKKHU IO Tp${6Ba ChIIO aa
BKJIFOYBAT:
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[ToTBBpKACHUE, Y€ JTEKAPAT € OOCHIMI CIEAHOTO:

O HeoOXOIMMOCTTA Jia ce n30erHe eKcIo3unus Ha deryca

O  Ye MOMAaJTUJAOMHU]I Ce OTKPHUBA B CEMEHHATA TEYHOCT U € HEOOXOIUMO J1a CE U3IO0JI3BAT
Mpe3epBaTHBH, aKO CEKCyalHaTa MapTHROPKA € OpeMEeHHa UITH € KeHa C JeTePOJICH
MOTCHITUAJ, KOSITO HE U3M0/I3Ba ePEKTUBHA KOHTPAICHIHsI (IOPH aKO MBXBT € HMaJl
Ba3EKTOMHSI)

O d4e TpsiOBa He3a0ABHO Jla YBEIOMH JIEKYBAIIIKS JIeKap, aKO MapTHbOPKATa My
3a0peMeHee W BUHATH J]a U3TI0JI3Ba MTPEe3epBATHB

O dYe He TpsAOBa Jla 1aBa JICKapCTBOTO Ha JIPYTH JIMIIA

O Ye He TpsAOBa J1a JapsBa KPHB WIIH CIiepMa 0 BpeMe Ha JICYEHHETO (BKIIOYUTEIHO MTPH
MPEeKbCBAHMS Ha MPHEMa Ha JO3UTE) U B MPOABIDKEHUE HA TTOHE 7 JTHH CIIe]
cnpanero Ha [Tomammmomun Krka

O dYe TpsAOBa Ja BhpPHE KAICYJIMTE Ha (papMalieBTa clie/ Kpasi Ha JICYSHUETO
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INPUJIOKEHMUE II1

JAHHHU BBPXY OITAKOBKATA U JINCTOBKATA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

‘ 1. NME HA JJEKAPCTBEHUA NPOAYKT

IMomamumomua Krka 1 mg TBBpau Karcyiu

noMaInJoMuU g

2.  OBSIBIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika TBBpaa Karncyna chabpika 1 mg noMaauaoMus.

3. CIIMCBK HA ITIOMOIIHUTE BEIIECTBA

Chbbpprka H30MAlIT.
3a JombIHUTETHA HH(GOPMAIIHS, BHXKTE JTHCTOBKATA.

4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B ETHA OITAKOBKA

TBBPAU KaIllCyJIn

14 x 1 TBBpAA Kancyna
21 x 1 TBBpIA Kamncyna

S. HAYMH HA TPUWIOKEHUE U ITbT(MIIA) HA BBBEKIAHE

[Ipenu ynotpeba mpodeTeTe JIUCTOBKATA.

ITepopanHo npunoxxeHue

6. CHEIMAJIHO ITPEJXYIPEXIEHUE, YE TEKAPCTBEHUSIT MMIPOTYKT TPSIGBA
JIA CE CBXPAHSIBA HA MSICTO JIAJIEYE OT MOTJIEJA M JOCET A HA JIELIA

I[a CC€ CbXpaHsBa Ha MACTO, HCAOCTBIIHO 3a ACla.

| 7. JIPYT'Y CHEUMAJIHYU MPEJYNPEXKJIEHMS, AKO E HEOBXOJIUMO

MPEAVITPEXJIEHUE: Puck ot Texxku Bpoaenu nedektu. Jla He ce n3mon3Bsa no BpemMe Ha
OpeMEHHOCT UIH KbPMEHE.
Tps0Ba na ceapare mporpaMaTa 3a IMpezna3BaHe oT OPEMEHHOCT 32 TOMATHIOMHI.

‘ 8. JATA HA U3THNYAHE HA CPOKA HA 'OJHOCT

T'onen no:
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‘ 9. CIHHEIIMAJIHA YCJIOBUS HA CbXPAHEHHUE

I[a CC€ CbXpaHsBa B OpUTHHAJIHATa OIIaKOBKaA, 3a Aa CC MpEAIasu OT BJiara.

10. CIEHNOUAJIHU IIPEANTA3HU MEPKU ITPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPUAJIN OT
TSAX, AKO CE H3UCKBAT TAKHUBA.

Hewnsnon3BaHMsT JIeKapcTBEH MPOIYKT TPOBa J1a ce BbpHE Ha (hapMaIieBTa.

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

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1832/001 14 x 1 TBBpAa Kamcymia
EU/1/24/1832/002 21 x 1 TBBpaa Kancynia:

13. TMAPTHUJAEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMS HA BPAMJIOBA A3BYKA

IMomamumomun Krka 1 mg

| 17. YHHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JByusmepeH 0apKo ¢ BKIIOUCH YHUKAJICH UACHTU(HKATOP.

| 18. YHHUKAJIEH MAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
<NN>
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MUHUMYM JAHHU, KOUTO TPABBA JA CBABbPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEP

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

TTomamumomun Krka 1 mg TBEpAM Kancynu

TIOMAaJIAIOMH T

2. HNME HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KPKA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA 'OJJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYTHM
1. OrpHETE U pa3KbcaiTe
Ortnemnere

Kanenoapua onaxoska:
IIH
BT
cp
qT
T
cO
HIL
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JAHHU, KOUTO TPABBA JIA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

TTomamumomun Krka 2 mg TBepau Karncyiu

TIOMAaJIAIOMH T

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBbpAa Kamcyia chAbpKa 2 mg IOMaIUAOMUL.

3. CIIMCBK HA IIOMOIIHUTE BEIIECTBA

ChbIbpiKa U30MAJIT.
3a JombJIHUTETHA HHPOPMAITUS, BUKTE JTUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAU KalCyIu

14 x 1 TBBpOA Kamcyna
21 x 1 TBBpAA Kamncyaa

5. HAYMH HA TPUWIOKEHUE U ITbT(MUIIA) HA BBBEKJIAHE

[Ipenn ynotpeda mpodeTeTe IUCTOBKATA.

Ilepopanno npuinoxenue

6. CHEINUAJIHO HPEAYHNPEXKAEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CbXPAHSABA HA MSICTO JJAJIEYE OT HOI'VIEJIA 1 IOCET'A HA JIELIA

)la C€ CbXpaHsiBa Ha MACTO, HCAOCTBHITHO 3a JACHA.

| 7. IPYTW CHEUMAJIHYU MPEIYNPEXKJIEHHS, AKO E HEOBXOIUMO

MMPEAVYIIPEX/IEHUE: Puck ot Texxu BpoaeHH AedekTH. [la He ce U3Moi3Ba 1o BpeMe Ha
OpeMEeHHOCT WM KbPMEHE.
Tpst6Ba na ciexBaTe mMporpamara 3a IpeanasBaHe 0T OpeMEHHOCT 332 TOMAIHAOMHUL.

‘ 8. JATA HA T3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIaKOBKa, 3a 1a CC IMpEAIa3n OT BJIara.

10. CHENUAJIHU NPEJAITAZHU MEPKHU ITPU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIN OTIHHAABYHU MATEPUAJIA OT
TAX, AKO CE UH3BUCKBAT TAKHBA.

Hewsnon3eaHusAT JiekapcTBEH MPOAYKT TPsIOBA Ja ce BhpHE Ha (hapMaIeBTa.

11. HWME U AAPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBenus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1832/003 14 x 1 TBBpaa Kamcyma
EU/1/24/1832/004 21 x 1 TBBpAa Kamcymia

13. TMNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUs 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMA HA BPAMJIOBA A3BBYKA

[Momamuaomua Krka 2 mg

| 17. VYHMKAJIEH WAEHTU®HUKATOP - ABYU3MEPEH BAPKOJI

JBym3MepeH 6apKko] ¢ BKIIOYEH YHUKAICH HASHTH(UKATOP.

| 18. YHUKAJIEH MWIEHTUDOUKATOP — TAHHHU 3A YETEHE OT XOPA

PC
SN
<NN>
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MMUHUMYM JAHHHU, KOUTO TPABBA A CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEP

1. HNME HA JIJEKAPCTBEHUSA ITPOAYKT

TTomamumomun Krka 2 mg TBEpAN Kancynu

TIOMAaJIAIOMH T

2. HNME HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KPKA

|3.  JIATA HA M3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYTHM
1. OrpHETE U pa3KbcaiTe
Ortnenere

Kanenoapua onaxoska:
IIH
BT
cp
qT
T
cO
HIL
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JAHHU, KOUTO TPABBA JIA CbABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIJEKAPCTBEHUSA ITPOAYKT

TTomamumomun Krka 3 mg TBepau Karncyiu

TIOMAaJIAIOMH T

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBbpAa Kamcyna chabpka 3 mg IOMaIUAOMUL.

3. CIIMCBK HA IIOMOIIHUTE BEIIECTBA

ChbIbpiKa U30MAJIT.
3a JomBbIHUTETHA HHPOPMAITUS, BUXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAU KalCyIu

14 x 1 TBBpOA Kamcyna
21 x 1 TBBpAA Kamncyaa

5. HAYHMH HA TTPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynotpeba npoyeTeTe JIMCTOBKATA.

Ilepopanno npuinoxenue

6. CHEIUAJIHO HNPEAYHPEXKIAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSABA HA MSICTO JJAJIEYE OT HOI'VIEJIA 1 IOCET'A HA JIELIA

)la C€ CbXpaHsiBa Ha MACTO, HCAOCTBHITHO 3a JACHA.

| 7. JIPYTW CHEUMAJIHU MPEIYNPEXKJIEHMS, AKO E HEOBXOIUMO

IMMPEAYIIPEX/IEHUE: Puck ot Texku BpoaeHH AedekTH. Jla He ce u3mon3Ba 1o BpeMe Ha
OpeMEeHHOCT WM KbPMEHE.
Tpst6Ba na ciexBaTe mMporpamara 3a IpeanasBaHe 0T OpeMEHHOCT 332 TOMAIHAOMHUL.

‘ 8. JATA HA T3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a C€ CbXpaHsiBa B OpUIMHAIHATa OIIaKOBKa, 3a Jia CC Ipearna3n OT BJiara.

10. CHENUAJIHU NPEJAITAZHU MEPKHU ITPU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIN OTIHHAABYHU MATEPUAJIA OT
TAX, AKO CE UH3BUCKBAT TAKHBA.

Hewnsnon3saHusaT JiekapcTBEH MPOIYKT TPsAOBA Ja ce BbpPHE Ha (papMarieBTa.

11. HWME U AAPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBenus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1832/005 14 x 1 TBBpaa Kamcyna
EU/1/24/1832/006 21 x 1 TBBpAa Kamcymia

13. TMNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUs 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMA HA BPAMJIOBA A3BBYKA

IMomamuaomua Krka 3 mg

| 17. VYHMKAJIEH WAEHTU®HUKATOP - ABYU3MEPEH BAPKOJI

JBym3MepeH 6apKko] ¢ BKIIOYEH YHUKAICH HASHTH(UKATOP.

| 18. YHUKAJIEH MWIEHTUDOUKATOP — TAHHHU 3A YETEHE OT XOPA

PC
SN
<NN>
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MMUHUMYM JAHHHU, KOUTO TPABBA A CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEP

1. HNME HA JIJEKAPCTBEHUSA ITPOAYKT

TTomamumomun Krka 3 mg TBEpAM Kancynu

TIOMAaJIAIOMH T

2. HNME HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KPKA

|3.  JIATA HA M3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYTHM
1. OrpHETE U pa3KbcaiTe
Ortnenere

Kanenoapua onaxoska:
IIH
BT
cp
qT
T
cO
HIL
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JAHHU, KOUTO TPABBA JIA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIJEKAPCTBEHUSA ITPOAYKT

TTomamumomun Krka 4 mg TBepau Karncyiu

TIOMAaJIAIOMH T

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBbpAa Kamcya cbabpika 4 mg IOMaIuAOMUL.

3. CIIMCBK HA IIOMOIIHUTE BEIIECTBA

ChbIbpiKa U30MAJIT.
3a JomBbIHUTETHA HHPOPMAITUS, BUXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAU KalCyIu

14 x 1 TBBpOA Kamcyna
21 x 1 TBBpAA Kamcya

5. HAYMH HA TPUWIOKEHUE U ITbT(MUIIA) HA BBBEKJIAHE

[Ipenn ynotpeda mpodeTeTe IUCTOBKATA.

Ilepopanno npuinoxenue

6. CHEIUAJIHO HNPEAYHPEXKIAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSABA HA MSICTO JJAJIEYE OT HOI'VIEJIA 1 IOCET'A HA JIELIA

)la C€ CbXpaHsABa Ha MACTO, HEJOCTBHIIHO 3a JACUA.

| 7. IPYTW CHEUMAJIHYU MPEIYNPEXKJIEHHS, AKO E HEOBXOIUMO

IMMPEAYIIPEX/IEHUE: Puck ot Texku BpoaeHH AedekTH. Jla He ce u3mon3Ba 1o BpeMe Ha
OpeMEeHHOCT WM KbPMEHE.
Tpst6Ba na ciexBaTe mMporpamara 3a IpeanasBaHe 0T OpeMEHHOCT 332 TOMAIHAOMHUL.

‘ 8. JATA HA T3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a C€ CbXpaHsiBa B OpUIMHAIHATa OIIaKOBKa, 3a Jia CC Ipearna3n OT BJiara.

10. CHENUAJIHU NPEJAITAZHU MEPKHU ITPU U3XBBPJIAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NNPOAYKTU UJIN OTIHHAABYHU MATEPUAJIA OT
TAX, AKO CE UH3BUCKBAT TAKHBA.

Hewnsnon3saHusaT JiekapcTBEH MPOIYKT TPsAOBA Ja ce BbpPHE Ha (papMarieBTa.

11. HWME U AAPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CrroBeHust

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1832/007 14 x 1 TBBpaa Kamcyma
EU/1/24/1832/008 21 x 1 TBBpAa Kamcymia

13. TMNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUs 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA ABBYKA

IMomamuaomun Krka 4 mg

| 17. VYHMKAJIEH WAEHTU®HUKATOP - ABYU3MEPEH BAPKOJI

JBym3MepeH 6apKko] ¢ BKIIOYEH YHUKAICH HASHTH(UKATOP.

| 18. YHUKAJIEH MWIEHTUDOUKATOP — TAHHHU 3A YETEHE OT XOPA

PC
SN
<NN>
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MMUHUMYM JAHHHU, KOUTO TPABBA JA CBABPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEP

1. HNME HA JIJEKAPCTBEHUSA ITPOAYKT

TTomanumomun Krka 4 mg TBEpAN Kancymu

TIOMAaJIAIOMH T

2. HNME HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KPKA

|3.  JIATA HA M3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5.  JPYTHM
1. OrpHeTe U pa3KbcaiTe
Otnenerte

Kanenoapua onaxoska:
IH
BT
cp
uT
IIT
cO
HI
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b. JUCTOBKA
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JlucTroBKa: HH(l)OpMaIII/Iﬂ 3a manMeHTa

Homanugomun Krka 1 mg TBbpau kancyim
IHomanupomua Krka 2 mg Tebpau kamncyJim
Homanunomun Krka 3 mg tTBbpau kancyaun
Homanugomun Krka 4 mg TBbpau kancyam

nomanugoMus (pomalidomide)

QOuaxsa ce [lomanonomua Krka na npuunnm texku Bpoaenu aedeKTH U MOKe /1a 10Bejie
JI0 CMBPT Ha MJI0/A.

° He aneMaﬁTe TOBa JICKAPCTBO, AKO CTC 6peMeHHa HUIH CTC B CbCTOAHHUC Ja 3a6peMeHeeTe.
o Bue Tpf[6Ba J1a Cria3BaTe CbBETUTC 3a KOHTPALCIIIUA, OIIMCAHN B Ta3U JINCTOBKA.

IIpoyeTeTe BHUMATETHO LSJIATA JIUCTOBKA, IPEAM 1A 3alI09HeTe Ja IPHeMaTe TOBa JIEKapCTBo,

ThH KaTo TA ChAbpiKa BaxkHa 3a Bac undopmanus.

- 3amasere Ta3u JIUCTOBKA. MOXe Ja ce HaJ0XKHU Ja 5 IPOYETEeTe OTHOBO.

- AKO MMaTe HAKAaKBH JOIIBJIIHUTEIHH BBIPOCH, monuTaiTe Bamus jgexap, papmaueBT wiu
MEIMLIUHCKA CECTpa.

- ToBa nexapcTBo € npeanucano 1u4HOo Ha Bac. He ro npeorcrenBaiite Ha qpyru xopa. To Moxe
J1a UM HaBpeIH, He3aBUCUMO Ye MIPU3HALUTE Ha TAXHOTO 3a00JisBaHe ca ChUIUTE KaTo BamuTe.

- AKO MOJTyunTe HAKAKBH HEXXEJIAHU Peaklluy, yBeroMere Bamus nexap, ¢papmaieBt wim
MEIMLIMHCKA CEeCTpa.

- ToBa BKIIIOYBa U BCUYKU BH3MOXHH HEXXEIAHU peaKiK, HEONMCAHU B Ta3U JIUCTOBKA. Buxkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JJUCTOBKa

1. Kakso npezacrasissa [Tomanunomun Krka u 3a kakBo ce n3nosnspa

2. Kakgo Tpsi6Ba na 3Haete, npeau aa npuemere [omammmomun Krka

3. Kak na nmpuemare [Tomanunomug Krka

4. BB3MOXKHU HEXKENNaHU peaKkLuu

5. Kak na cexpanssare [Tomammnomun Krka

6. ChbabppikaHue Ha ONIAKOBKATa U IOMBJIHUTEIHA HH(POpMALIHS

1. Kakso npeacraBasBa [lomanuaomua Krka u 3a kakBo ce u3nosa3sa

Kakso npeacrasassa [lomanunomun Krka

[Momamumomua Krka chibprka aKTHBHOTO BEIIECTBO MOMAIHIOMHK. ToBa JIEKapCcTBO € CPOJHO Ha
TaTUIOMUJI U IPUHAJUICKU KbM TPYIIa JeKapCTBa, KOUTO MOBJIMSABAT UMyHHATa CUCTEMA
(ecTecTBeHaTa 3alUTa HA OPTAaHU3MA).

3a kakBo ce usnoassa IHomamugomua Krka
[Momamumomuy Krka ce u3moi3pa 3a jiedeHre Ha B3pPACTHH C BUJI PaK, HApE4eH ,,MyJITUILICH
MUEJIOM®.

TTomamunomuzn Krka ce u3mnosnsBa niim 3a€IHO C:

- JIBe IPYIH JIEKaApCTBa, HAPCUCHH ,,00pTe30MUO (B XUMHOTEPAIIEBTUIHO JICKAPCTBO) U
,»JeKCaMeTa30H" (MPOTUBOBB3MAIMTEIIHO JIEKAPCTBO) TIPU XOPa, KOUTO Ca IPOBEIH ITOHE €JTHO
JIPYTO JIEYEHHE — BKIFOUUTEIHO C JICHATUIOMUI,

HNian

- €IHO JAPYIo JIeKapPCTBO, HAPEUCHO ,,JICKCAMETa30H * TPH XOpa, YNHTO MUEIOM C€ € BIIOIIHII,
BBIIPEKH Y€ T BeUE Ca MMM Hai-MaJIKo JBa JAPYTd BHUJA JICUCHUE, KOUTO BKJIIOYBAT
JIEHATTUIOMU] U OOPTE30MHO.

57




KaksBo npencraBiisiBa MyJTHILIEHUSIT MHEJIOM

MyJATHIUICHUST MUEIIOM € BHIT paK, KOWTO 3acsira ornpe/esieH BUJ Oed KPEBHHU KICTKU (HapeYeHU
,IUIa3MeHH KIeTKH ). Te3n KIeTKU ce pa3pacTBaT HEKOHTPOJIHPYEMO U CEe HATPYIBAT B KOCTHUS
Mo03bK. ToBa BOJIM 10 yBpexkIaHe Ha KOCTUTE U ObOpenure.

MyJITHIUICHUSAT MHEIIOM I10 IIPUHITUI € HeyteuuM. JledeHneTo, obade, MOKe J1a HaMaJId MTPH3HAIINTE U
CHUMIITOMHTE Ha 3a00JIIBaHETO WIIH J]a TH HaKapa Ja U34e3HaT 3a MepHoJ oT BpeMe. ToBa ce Hapuda
,»OTTOBOD”.

Kaxk neiicrBa Illomanuaomua Krka

Momamunomua Krka meficTBa o peauna pa3iuaHA HAUHHHU:

- KaTo CIHpa pa3BUTUETO HA MUEIIOMHUTE KIETKA

- KaTo CTUMYJIMpa UMyHHATa CUCTEMa Jia aTaKyBa PaKOBUTE KIETKHU

- KaTo crmpa o0pa3yBaHETO Ha KPHBOHOCHH CHIIOBE, 3aXPAHBAIIN PAKOBUTE KICTKH.

ITonszara ot m3noia3sane Ha [Tomammmomua Krka 3aenno ¢ 6opre3oMud 1 JeKcaMeTa3oH

Korato [Tomanmuaomun Krka ce usmnomn3sa ¢ 60pTe3oMub 1 AeKcaMeTa3oH MPH X0pa, KOUTO ca MPOBEIIN

MOHE €IHO APYTO JICYSHHE, TOW MOXKeE Ja CIIPe BIIOMIABAHETO HA MYJITHUILICHHUS MUEIOM:

- KOTaTo Ce U3I0JI3Ba 3aeHO ¢ OopTe30Mub U aekcamerazoH, [lomammmomun Krka criupa
MosIBaTa Ha MYJITHUIUICHHSI MHEIIOM OTHOBO 3a IEePHOJ cpeaHo mo 11 mecerna — B cpaBHEHHE ChC
7 Mecenia 3a OHE3H MAIMEeHTH, KOUTO U3IOJI3BAT CaMO OOPTE30MHO M IEKCaMETa30H.

Ioa3ara ot u3noa3sane Ha [Tomanuaomua Krka 3aeqHo ¢ JeKkcaMeTa3oH

Koraro ce n3nosn3sa ¢ iekcaMeTa3oH Mpy X0pa, KOUTO ca MPOBEIIH TIOHE JIBE APYTH JICUCHUS,

Homammnomun Krka mosxke na cripe BioniaBaHeTo Ha MyJITHIDICHUS MHEIOM:

- KOTaTO Ce M3IOJI3Ba 3ae/IHO ¢ AekcamerasoH, [Tomammmomun Krka crimpa nosisata Ha
MYJITUIUICHUS MUEJIOM OTHOBO 3a TIEPUOJI CPENIHO JI0 4 MecellaB CpaBHEHHE C 2 Mecella 3a OHE3U
MALMEHTH, KOUTO M3II0JI3BAT caMO JEKCaMETa30H.

2. KakBo Tpsi6Ba 1a 3naete, npeau Aa npuemerte [Homaauaomug Krka

He npuemaiite Ilomammaomuy Krka:

- aKo cTe OpeMeHHa WK CMATaTe, Y€ MOXKe Ja CTe OpeMEeHHA, WM TUTaHUpaTe 1a 3abpeMeHeeTe,
ThH KaTo ce ouakBa [lomamuaomua Krka na e Bpenen 3a mioga. (MbxeTe U )KEHUTE, KOUTO
MpHUeMaT TOBa JIGKapCTBO, TPSOBA [1a MPOYeTaT TOUKaTa ,,bpeMeHHOCT, KOHTPALETIIHS 1
KbpMeHe — HH()OpMAIHS 32 )KEHU U MBXKe” T0-I0ITY).

- aKo CTE B CHCTOSIHHE J1a 3a0peMeHeeTe, OCBEH aKO CIIa3BaTe BCHYKU HEOOXOANMHU MEPKH, 3a J1a
ce mpennasure ot 3adpeMeHsBaHe (BUKTE ,,bpeMEHHOCT, KOHTpAIICTIIU U KbpMEHE —
HHGPOPMAIIUS 32 KCHH U MBXKe™). AKO CTE B ChCTOSIHUE J1a 3a0peMeHeeTe, P BCIKO
MpEeINMCBaHe Ha JIEKapCTBOTO Bammst nekap 1ie 3amucsa, 4e HeoOX0JUMHUTE MEPKH ca OuiH
B3€TH, U IIe Bu nmpenocTass ToBa MOTBBPKACHUE.

- aKo CTE aJePTUYHA KbM IMOMAJIHIOMU WIH KbM HAKOS OT OCTaHAINUTE ChCTaBKH Ha TOBA
nexapcTBo (m30poeHn B Touka 6). OOBpHETE Ce 3a ChBET KbM Barmms iekap, ako MUCIIUTE, e
MOXKE Jla CT€ aJIepTUYHH.

AKO HE cTe CUTYPHH Jalli HSIKOe OT TOPHUTE YCIIOBUS ce oTHacs 3a Bac, monuraiite Bamms nekap,
(hapmalleBT WM MEAUIIMHCKA cecTpa, pean na npuemete [Tomammmomun Krka.

Ipexynpe:xaeHus 1 Npeana3sHu MepKu

I'oBopete ¢ Bamst nekap, GpapManieBT Win MEAUITUHCKA CECTPa, MIPEIH 13 IPUeMeTe

IMomamunomup Krka, ako:

- HSIKOTa CTe UMald KpbBHU cheupenu. [1o Bpeme Ha nedenuero ¢ [Tomanunomun Krka Bue cte ¢
MOBHIIICH PUCK OT 00pa3yBaHe Ha KPhbBHH ChCHUPEIIM BbB BEHUTE U apTepuuTe. Bammsr jiekap
MOJKe J1a Bu mpemopbua 1a mpreMate JOMBJIHUTEIHH JIeKapcTBa (HarmpuMep BapdapuH) win aa
Hamanu no3ara [lomamumomun Krka, 3a ma ce Hamanu BeposSTHOCTTA J1a TIOTyIUTe KPHBHA
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CBHCHPEIIH.

- HSIKOTa CTE MMAJIM aJepruYHa Peakius, KaTo HarpuMep o0puB, CbpOexk, OTOK, 3aMaliBaHe UK
3aTpyIHEHO IMIIaHEe, JOKATO CTE MPHUEMaNH ITOTO0HH JIEKApCTBA, HAPSUCHH TATUIOMUJ HITH
JICHATUIOMUJI.

- CTe UMaJli ChplieueH UH(ApKT, MaTe ChbpAeUHA HEOCTAThYHOCT, UMATe 3aTPyIHEHO IUIIaHEe
WX aKo MyIINTe, IMaTe BUCOKO KPBBHO HaJsITaHE WIIM BUCOKHM HUBA HA XOJIECTEPOIIA.

- uMare TOJISIMO 000 KOJMYECTBO TYMOPH B IISTIOTO TSJIO, BKIFOYHTEIHO U B KOCTHUS MO3bBK.
ToBa Gu MoTJIO 12 TOBEE OO CHCTOSHUE, TIPH KOETO TYMOPHTE C€ Pa3lafaT U IPHIHHSIBAT
HeoOMuYaiiHM HUBa Ha XUMHUYHU BEILIECTBA B KPbBTa, KOETO MOXeE J]a JoBee 10 ObOpeuHa
HEIOCTaThUHOCT. Bre MoXxeTe 1a yceTuTe 1 HepaBHOMEPHO chpiieOreHe. ToBa ChCTOSTHHE Ce
Haprda CHHIPOM Ha TYMYpEH pasia.

- MMaTe WIN CTe UMaIT HEBPONATHs (YBPEKIaHE HA HEPBUTE, IIPHIMHABAIIO U3TPHIIBAHE HITH
0o0JKa B pbLETE WIK CThIIANIATA).

- uMare Wim cte uManu xenatut B nndexnus. Jleuenneto ¢ [Tomanumomun Krka mosxe na
aKTUBHUPA OTHOBO BHPYCa HA XEMATUT B IpW MalMeHTH, KOUTO ca HOCUTEINI Ha BUpYyCa, KOETO
Ila IOBene 10 TIOBTOPHA osBa Ha MH(peKIuATa. Bammsr nekap TpsOBa 1a MpoBepH Jajiu HAKOTa
CTE UMaJIM XeNaTUT B nHpeKIms.

- uMarte WK CTe UMaJi B MUHAJIOTO KOMOUHAIIHS OT HIKOH OT CJICHUTE CUMIITOMH: OOpUB Ha
JUIIETO WM OOIIMPEH OOPHUB, 3a4epPBEHA KOXKa, BUCOKA TeMIIepaTypa, TPHUITONOI00HN
CHMIITOMH, YBEJIMYCHH JTUM(PHU BB31H (MPH3HAIM HA TEKKA KOKHA PeaKLus, HapeueHa
JIeKapCTBEHA peakuus ¢ eo3uHopmus u cucteMan cumitomu (DRESS), nnu curnpom Ha
JICKapCTBEHA CBPBHXUYBCTBUTEIHOCT, TOKCHYHA enraepmaina Hekponusa (TEN) wmu cuaapom
Ha CtusbHC-/xoHCHH (SJS)). Brxre cbiio Touka 4 ,,Bb3MOKHU HEXKEJIaHU PEaKkuu™).

Baxwno e na ce OT6CHC)KI/I, Y€ MAIMMEHTUTE C MYJITHIIJICH MHUEJIOM, JICKYBAaHH C TIOMaJIMIOMHU], MOTaT 1Ia
Pa3BUAT JOMIBJIHUTCIIHU BUAOBE paK, CJICIOBATCIHO Bammusar JICKap Tpf[6Ba BHHUMATCIIHO Ja MPCUCHU
IoJ3aTa u pucka, Korato Bu MpeanunucBa ToBa JICKapCTBO.

B KOWTO U J]a € MOMEHT II0 BpeMe Ha JICYUSHHUETO HJIH CJIe]l Hero He3abaBHO yBeqomere Bamvs nekap
WITH MEJMLIHCKA CECTPa, ako UMaTe: 3aMbIJICHO 3peHHe, 3ary0a Ha 3peHHe WIH ABOWHO BIKIAHe,
3aTpyAHEH TOBOP, Cl1a00CT B pPhKa WITH KPaK, IPOMSHA B IOXOJKATa UIIK MPOOJIEMH C PABHOBECHETO,
MOCTOSIHHA CKOBaHOCT, HAMAJICHA YYBCTBUTEITHOCT KM 3ary0a Ha 4yBCTBUTEIIHOCT, 3ary0a Ha mamer
WM 00BpKaHOCT. BCcHUky Te3n mpU3HAIM MOXKe Ja ca CUMIITOMH Ha CEPHO3HO M MOTEHIINATHO
(baTanHO 3a00JIIBaHE HA MO3BKA, U3BECTHO KaTO MIPOTPECHBHA MYITH(OKAIHA TeBKOEHIIe(atomaTHs
(ITMJT). AKo cTe UMalli TaKuBa CUMITTOMH Tipeau JiedenneTo ¢ [Tomamunomun Krka, madopmupaiite
Baust siekap 3a Besika MPOMSHA B TSIX.

B xpas Ha neueHneTo TpaOBa 1a BPHETE BCHUKU HEM3IOI3BAHH KaIICYIIH Ha (hapMareBTa.

BpeMeHHOCT, KOHTpauenuus ¥ KbpMeHe — HHoOpManus 32 )KeHU H MbiKe

Tps6Ba 5a ce cnia3Ba ciaeIHOTO, KakTo € onucano B [Iporpamara 3a npeinasBane oT OpeMEHHOCT Ha
IMomanumomun Krka. XKenute u mpxerte, kouto nmpuemar [Homamumomus Krka, He TpsoBa 1a
3a0peMeHsIBaT WJIH J1a Ch3aBarT Jiela, Thi KaTo ce OYaKBa MOMAJIMOMHU/I J1a HABPEIU Ha 1U10/1a. Bue u
Bammsar napTHpOp TpsiOBa Ja U3Mosi3Bare eeKTUBHU KOHTPALIEITUBHU METOJIH, TOKATO ITpHEeMaTe
TOBA JIEKAPCTBO.

Kenn

He npuemaiite [Tomamunomun Krka, ako cte OpeMeHHa, cMaTaTe, 4e MOXKe Jia cTe OpeMeHHa, Win
IIaHupaTe OPEMEHHOCT, ThH KaTo Ce 0YaKBa TOBA JIEKAPCTBO Jia HaBpeau Ha tuioa. [Ipeau 3amouBane
Ha JieueHUeTo TpsiOBa J1a KaxkeTe Ha Bammms jiekap, ako cTe B ChCTOSTHHE J1a 3a0peMeHeeTe, JOPH ako
MUCJIHTE, Y€ TOBA € MAJIIKO BEPOSITHO.

AKo € Bb3MOXHO J1a 3a0peMeHeeTe:

- Bue TpH6Ba Ja U3I10JI3BaTe e(beKTI/IBHI/I KOHTPAUCITUBHU MECTOJAU B IMPOABJDKCHHUC HA ITOHC
CeIMUIIM NIPEAH 3arl09YBaHe Ha JICUYSHHETO, IIpe3 IFIOTO BpeMe, IOKATo pHeMarte Je4eHHETO, ’
JI0 TIOHE 4 ceIMHUIIM ClIe/l CIIMpaHe Ha JeueHueTo. I'opopete ¢ Barmus nekap 3a Hail-no0pust
KOHTpalleNTUBEH MeTo/, 3a Bac.
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- BCEKH IThT, Korato Bammst nekap Bu nznasa peuenra, Toi me npoBepsiBa 1ajiu pa3oupare
HE00X0AMMUTE MEPKH, KOUTO TPAOBa J1a ce B3eMaT 3a MPeJoTBpaTsBaHe Ha OPEMEHHOCT.

- Bammsr nexap e Bu HazHauM TecToBe 32 OpEMEHHOCT IpeAn JIEYEHUETO, IIOHE Ha BCeKH 4
CEIMUIIM 110 BPEME Ha JICUEHUETO U IIOHE 4 CEIMULIHU CIIE/ Kpasl Ha JICYEHUETO.

AKko 3a0peMeHeeTe BBIPEKH MPEANa3HUTE MEPKU:
- Bue TpsiOBa 1a cripeTe JieueHHeTO He3a0aBHO U BejiHAra Jia pasropapsite ¢ Barust sekap.

Kvpmene

He e m3BectHo nanu [Tomamunomun Krka npemunasa B kbpMmata. Kaxkere Ha Bammus nexap, ako
KbpMHTE WM UMaTe HaMepeHHe Aa KbpMuTe. Bammst nekap me Bu noceBeTBa manu 6u TpsioBasio xa
HpEeKpaTUTE WX a NPOABIKUTE KbPMEHETO.

Msxe
IMomamumomun Krka mpemunaBa B yoBemikara criepma.

- Axo Bamrata mapTHbOpKa € OpeMeHHa WITH € B ChCTOSHHE J1a 3a0pemeHee, Bue Tpsa0Ba na
U3II0JI3BaTe MPE3ePBATHBH NIPE3 IISUIOTO BpEeMe, IOKAaTO IPHEMaTe JISKapcTBOTO, U B
HOpOIBIDKCHNE HA 7 THU CIIE[ Kpast Ha JICUCHUETO.

- Axo Bamara maptasopka 3abpeMenee, nokato Bue npuemare Ilomamnomun Krka, nezabasHo
yBemomere Bammmst exap. Bamara napTHpOpKa ChII0 TpsOBa HE3a0aBHO 11a YBEIOMH CBOS
aexap.

Bue He TpsOBa na mapsBaTe criepMa 110 BpeMe Ha JICYSHHETO U B IPOABIDKCHUE Ha 7 ITHU CIIeX Kpas Ha
JIEYEHHUETO.

KpbBonapsiBaHe u u3cjieBaHus HA KPbBTa

Bue He TpsiOBa 1a mapsiBaTe KPBB IO BpeMe Ha JICYCHUETO U B IPOIBIDKCHIE HA 7 THU CIIEH Kpas Ha
JICYEHHUETO.

[Tpenu u o Bpeme Ha sieuenueto ¢ [lomammmomun Krka me Bu ObaaT ipoBekaanu peioBHI KPHBHH
u3cnenBanus. ToBa ce mpaBy, TH KaTo BameTo nekapcTBo MoXe J1a IIPHYMHY cliax Ha Opos Ha
KPBBHUTE KJIETKH, KOUTO TIoMaraT npu 6opdata ¢ uHdekuu (0enu KIeTkn) 1 Ha Opost Ha KIIETKHTE,
KOMTO IomMarat 3a CripaHe Ha KbpBEHETO (TPOMOOIIUTH).

Bammsr nexap tpsi6Ba 1a Bu Ha3HauM KpbBHU U3CIIEIBAHUS:

- MIper JICYEHUETO

- BCSKA CeIMUIIa IIPe3 IbPBUTE § CEAMMLHU OT JICYEHUETO

- MIOHE eJIMH T MECEUHO CJIe]] TOBa JoTorasa, fokato npuemare [lomannaomun Krka.

B pesynTar ot Te3u n3cnensanvs Bamwmst iekap Moxke 1a kopurupa nosara [lomammpomun Krka vmm
Jla TIPeKpaTH JieueHneTo. JlekapsiT Moke ChIIO Ja KOPUTHpPA J103aTa WU J1a CIIpe JIEKapCTBOTO IMOPaIn
00110T0 BU 3/1paBOCIIOBHO CHCTOSHUE.

Jlena v OHOIIHM
Momanumomun Krka He ce mpenopbuBa 3a ynoTpeda npu jiela v F0HOIIH 1o 18 roguHu.

JApyru gexkapcrBa u Ilomanugomug Krka

TpsiOBa na kaxkere Ha Bamms nexap, apmarieBT Wiu MEIUIIMHCKA CECTPA, aKO IIPpHUeMarTe, HaCKOpO CTe
IIpUeMalld U € Bb3MOXKHO Jla IIpueMare Apyru jgekapcTsa. ToBa e Taka, Thil KaTo

IMomanumomun Krka Moske J1a moBivsie HAYMHA, TI0 KOWTO JCHCTBAT HAKOHM JIpyTH JiekapcTBa. OcBeH
TOBA HAKOM JIPYTH JIEKAPCTBA MOTAT Ja MOBIUSSAT HAUYMHA, 110 KoiTo aeticta [Tomamuaomuy Krka.

[To-crienanHo kaxeTe Ha Bamms jekap, hapMaieBT niv MeIUIUHCKa CECTpa, IPE/IH J1a IPHeMeTe
Tomanmunomun Krka, ako npuemare HsKOe OT CIECIHUTE JEKapCTBA:

- HSIKOU MIPOTHBOT'BOMYHH CPEACTBA KaTO KETOKOHA30JI

- HSKOW aHTHOUOTHUIH (HaIIprMep IUIPOQIIOKCAIINH, CHOKCAIINH )

- HSIKOM aHTHJICTIPECAHTH KaTO (PIyBOKCAMHUH.
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lo¢gupane u padota ¢ MALUMHHU

Hskou xopa Morart a ce mo4yBCTBAaT yMOPEHH, 3aMasiHy, J1a UM MpuMaliee, 1a ca 00bpKaHU WIH MO-
MaJiko OjurTennu, koraro npueMat [lomammmomun Krka. Ako ToBa ce cimyun ¢ Bac, He modwupaiite u
He paboTeTe ¢ HUKaKBU MHCTPYMEHTH WJIM MaIIWHU.

Homamuaomua Krka cbabp:xka HATpUA 1 H30MAJTHTOJI (M30MAJIT)

Homammnomun Krka ceappika mo-manko ot 1 mmol Hatpuii (23 mg) Ha Karcyna, T.e. MOXe Ja ce
KaXke, 4e MPaKTUIECKH HE ChIbpiKa HATPHIA.

Momanmumomun Krka cbbpika uzomantuton (n3omant). Ako Bamust iekap Bu e kazan, uye umare
HETIOHOCUMOCT KbM HSIKOU 3aXapH, CBBPKETe ce ¢ Bamus nekap, mpeau na mprueMeTe ToBa
JIEKapCTBO.

3. Kak na npuemarte Ilomanugomua Krka
IMomamunomun Krka tpsi6Ba qa Bu ce 1aBa ot Jiekap ¢ OIUT B JICYCHUETO HA MYJITUIUICH MUACIIOM.

Bunaru npuemaiite Bamure nekapctBa TouHo kakTo Bu e kazan Bamuar nekap. AKo He cTe CUTypHH
B Helo, monuTtaiTe Bamms nekap, hapMareBT wim METUIIMHCKA CECTPA.

Kora na npuematre Ilomanmnaomug Krka ¢ apyru Jjiekapcraa

Homammmomua Krka ¢ 6opTe3oMub U iekcaMeTa3oH
- BrokTe MMCTOBKUTE, TPEIOCTABEHU ¢ O0PTE30MHUO U JCKCAMETa30H, 32 JObJIHUTEIIHA
nH(GOpMAITUs OTHOCHO TSIXHATa yrnoTpeda u eeKTH.
- Momammnomun Krka, 6oprezomut u qexcaMeTa3oH ce mprueMar Ha JeueOHu nukin. Beekn
UMKBI npobkaBa 21 nuu (3 cenmuun).
- [MTornennere nageHaTa mo-a0JIy CXeMa, 3a Jia BUAWTE KaKBO Ja IpUeMarTe B KO JeH OT 3-
CEeIMHUYHUS LIUKBII:
- Bceku neH noriexaaite cxemara, 3a Ja HAMEpUTE TOYHUS JICH U Ja BUIIUTE KOU
JIEKapCcTBa Ja MpreMeTe.
- Hsikon mau Bue npuemare BcuakuTe 3 JeKapcTBa, HIKOU JTHU caMo 2 win 1 JeKapcTBo, a
B IPYTH JIHA HE MIPUEMATE HHUIIIO.
MOM: TTomanuaomug Krka; BOP: Bopresomu6; JIEKC: JlekcameTa3zoH

Muksba 1 oo 8 ukba 9 u caeaBamm
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HNme Ha JICKaApCTBOTO HNme Ha JIEKaApCTBOTO
Nlen oM BOP JNEKC Nen IOM | BOP JIEKC
1 N N N 1 N N N
2 \ \ 2 N N
3 N 3 N
4 N N N 4 N
5 N N 5 N
6 N 6 N
7 \ 7 N
8 N N N 8 N N N
9 N N 9 N N
10 N 10 N
11 N N N 11 N
12 N N 12 N
13 N 13 N
14 N 14 N
15 15




16

17

18

19

20

21

- CJ'IGI[ 3aBBbpIIBAHC HAa BCCKU 3-ceqMuUeH OHKDBJI, 3alI0OYHETEC HOB.

ITomammoomun Krka camo ¢ iekcaMeTa3oH

- Bmxre JIMCTOBKaTa, Npe€aoCTaBeHa ¢ JCKCAMCTA30H, 3a JOIIbJIHUTCIHA I/IH(i)OpMaLII/Iﬂ 3a

HeroBara ynorpeda u eexTu.

- Momamunomua Krka u nexcameraszon ce npueMat Ha JiedeOHN HUKIH. BCeku IUKBI € ¢
MPOABIDKUTEITHOCT 28 AHHU (4 CeIMUIIN).
- [Tornexnere gameHara Mo-m0JIy CXeMa, 3a 1a BUIUTE KaKBO J1a IpueMare B KOi JieH OT 4-

CCOAMUYHUA TUKBJII:

Bceku nen nmornexaante cxemMmara, 3a 1a HaMC€pUTEC TOUYHUA JACH U Ja BUAUTE KOU

JIeKapcTBa Jia IpueMeTe.

Hsixon qau mpuemare u ABETE JeKapCTBa, HAKOW JHHA caMo | JIEKapCTBO, a B APYTH JHA

HE TpUEMAaTE HUIIO.

MMOM: Tlomanumomun Krka; JEKC: JlekcameTra3zon

HNmMme Ha JekapcTBOTO

IIOM JAEKC
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- Crnien 3aBbpIIBaHE HAa BCEKH 4-CEIMUYEH ITUKBJI, 3aII0YHETE HOB.
Koaxko ITomanugomua Krka na npuemare ¢ apyru jekapcrsa

Iomammmomug Krka ¢ 6opre3omMu0d U jekcameTasoH

- [pemoppuntennara HaganHa go3a [lomammaomun Krka e 4 mg Ha neH.

- [IpemoppunTennara HaYamHa J03a 60PTE30MHUO Iie OB/Ie OIpeIecHa OT Bamus nexap Bb3
ocHoBa Ha Bamero Tersio u pser (1,3 mg/m?® TenecHa MoBLPXHOCT).

- [IpenopbunTenyaTa HavyaliHa J103a Aekcametas3oH € 20 mg Ha jeH. Ako obaue cTe Ha Bb3pacT
Haj 75 TOuHM, IpenopbYnTeHaTa HadaHa j103a ¢ 10 mg Ha neH.

IMomanumomua Krka camo ¢ nekcamerason

- Ipenoprunrennara no3a [lomamunomun Krka e 4 mg Ha neH.

- [IpemopbunTennara HadamHa 7032 JekcameTa3oH e 40 mg Ha neH. Ako o0ave CTe Ha Bb3pacT
Haj 75 rouHM, MpenopbYnTeNHaTa HayalHa j103a € 20 mg Ha JieH.

Moxe na ce Hayiou Bamusat siekap na Hamanu gpo3ara [lomamumomun Krka, 6opre3omMu®d nmm
JeKcaMeTa30H WITH Ja MPEKpaTH IpUeMa Ha €IHO FIIM [TOBEeYe OT Te3H JIeKapcTBa Ha 0a3ara Ha
pesynrarute oT Bammre kpbBHU HM3cienBaHus, 00m0To Bu cheTostHME, IpyTH NIeKapcTBa, KOUTO MOXKE
Ou mpuemare (Harp. IUITPOQIOKCANH, EHOKCAUH U (DITYBOKCAMHH) M aKO MOIYYUTE HEeXKeTaHH
peaKImu OT JieueHUeTo (0co0eHO OOPUB WU OTOK).

AKo cTpajaTe oT 4epHOAPOOHU WM ObOpeuHH npobiemu, BammsT nekap e npoBepsiBa MHOTO
BHHUMATEITHO ChCTOSTHHETO BH, mokaro mpueMate TOBa JIGKapCTBO.

Kaxk na npuemate Ilomamuaomun Krka

- He uymnete, He OTBapsiiTe M HE TbBUETE KANCyauTe. AKO Ipax OT CUyNeHa KarcyJsia momaHe
BBPXY KOXKaTa, U3MHITE KO)KaTa He3a0aBHO U OOMITHO ChC CallyH U BOJA.

- MenuIHCKATE CTICIHAINCTH, OOTHOTIEIAUYNTe U WICHOBETE Ha CEMEHCTBOTO TPsOBa 11a
W3IIONI3BAT PHKABHIIN 32 €THOKPATHA YIoTpeda, KOraTo paboTAT ¢ OIHCTepa MITH KarCyTuTe.
Crnen ToBa phKaBUIMTE TPIOBa JIa CE CBAIAT BHIUMATEITHO, 32 JIa C€ IPEAOTBPATH KOHTAKT C
KO)KaTa, Jla Ce MOCTABAT B MOJIMETHIICHOBA TOPOMYKA C ,,ITUIT ¥ J]a C€ U3XBBPJIAT B
CHOTBETCTBHE C MECTHHUTE U3UCKBaHMs. [locie phiieTe TpsiOBa Aa ce U3MUAT 100pe ChC CalyH U
Boza. JKeHu, kouTo ca OpeMEHHH WJIM [TOI03UPAT, Y€ MOXKe Jla ca OpeMeHHH, He TpsOBa 1a
paboTAT ¢ OHCcTEpa WK KarCyJIHTe.

- ['baTaiiTe KancynuTe eIy — 3a MpearoYnuTaHe ¢ Boja.

- Moxere 1a mpueMare KarcyJmTe ChC WK 0e3 XpaHa.

- [Tpuemaiite KancynuTe MPUOIU3UTEITHO IO SIHO U CHIIO BPEME BCEKH JICH.

IIpuem Ha ToBa JieKapcTBO
He n30yTBaiiTe KancyauTe mpe3 OJUCTepHOTO OIHO.

3a 1a u3BaguTe KaricyJjiata OT 6J'II/ICTepaZ

I. 3anpbxTe 6IUCTepa Mo KpauilaTta v OT/AeJIeTe eJHa eUHIYHA J103a OT OCTaHajlaTa 4acT Ha
OmucTepa, KaTo BHUMATEITHO OI'bBATE U PAa3KbCBATE 0 Mep(opupaHuTe IMHUH HA 103aTa.

2. Wznwppmaiite pr6a Ha (OIUOTO U TO OTIIENIETE HAITBJIHO.

3. [TocraBete kancynara BbpXy pbKaTa CH.

4. [ornbluaiiTe Karcynure e, ¢ yallia Boja.
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Bammust nekap me Bu mocsBeTBa Kak u kora jna npuemare [lomanmumomun Krka, ako nmare 6b0peunn
mpobJIeMH U MoTyyaBaTe JUAIU3HO JICYSHHE.

HpoabikutesHocT Ha JeyeHnneTo ¢ [omammmomun Krka
Bue tps6Ba 1a npoabIHKUTE UKIUTE HA JIeUeHUE, TokaTo Bamust nekap Bu kaxe na cripere.

AKo cTe npueu noseye oT HeoOxoaumara no3a I[omanugomun Krka
AKxo cTe npuenu rmoseve oT Heooxoaumara no3a [Tomamuaomun Krka, roopere ¢ nexap miau BenHara
otujere B OonmHUIa. B3eMeTe onmakoBkaTa Ha JIEKapCTBOTO ChC cede Cu.

Axo cTe nponycHaau aa npuemerte Ilomanunomug Krka

Ako crte nporrycHanu aa npuemere [Tomamunomua Krka B neH, B koiito TpsOBa aa ro npuemere,
B3EMeETe ciie/IBalllaTa KarcyJia KakTo 0OMKHOBEHO Ha clieiBanius neH. He yBennuaBaiite Opos Ha
TIpUEMaHNTE KaIlCyJi, 3a J1a KOMIIEHCHpATE TOBA, Y€ CTE MPOITYCHAIN Ja PUEMETe
Momanumomua Krka npeaumHus AeH.

AKO0 nMare HIKaKBHU JTOIIBIHUTEITHH BBIIPOCH, CBBP3aHH ¢ YIOTpeOaTa Ha TOBA JIEKaPCTBO, IIOTIUTANTE
Bammms nexap wiu gapmarienT.

4. Bb3M0KHU HeKeIaHU peaknuu

KakTo BcHuku JICKapCTBa, TOBA JICKAPCTBO MOXKCE Jia IIPCAN3BUKA HEXKECIIAHN PEAKIINU, BBIIPCKH Y€ HE
BCCKH T' ITOJTy4daBa.

Cepuo3HU HeKeJIaHU peakuuu

Crpere na npuemare Ilomamnaomua Krka u He3a6aBHO mocereTe Jiekap, ako 3a0esexuTe HAKOH
OT CJIe[IHUTE CEPUO3HM HeKeJIaHHU PeaKIuu — MOKe J1a ce HYXK/IaeTe OT CIeIHO MeTUIMHCKO
JedyeHune:

- Bucoka Temneparypa, BTpECaHe, Bb3AJIICHO I'bPJIO, KAIUIUIA, A(QTH B yCTAaTa UK HIKAKBU
JpYyTH MpU3HAIN HA HHPEKIHS (IbDKalla ce Ha MMOHIKEH Opoit OelTi KPBBHU KIIETKH, KOUTO Ce
00opAT ¢ HHDEKITUUTE).

- KpbBom3nus win mocuHsiBaHe 0€3 MPUYMHA, BKIIOYUTEIHO KbPBEHE OT HOCA H KbPBEHE OT
YyepBaTa WK cTOMaxa (IbJDKAIH ce Ha e(heKTH BbPXY KPBBHHUTE KJICTKH, HAPEUCHH
TPOMOOIIUTH).

- YckopeHo AumIane, YCKOpEH ITyJIC, BUCOKA TeMIIepaTypa U BTPHCAHE, OTACIITHE Ha MHOTO
MAaJIKO MJIM Ha HUKaKBO KOJIMYECTBO YpHHA, TaJieHe U MOBPbLIaHe, 00bPKaHOCT, Oe3Ch3HaAHUE
(mopanu uH(peKnUs Ha KPbBTA, HApeUYeHa CeTICUC WIIN CEITHYECH II0K).

- Texxa, ymopuTa Win KbpBaBa Auapus (€BEHTYaHO ¢ OOJIKM B CTOMAaxa MJIM BUCOKA
TeMmIepaTypa), IpuuHHeHa oT 6akrepusi, HapeueHa Clostridium difficile.

- Boinka B repauTe win 60NKa ¥ MOAyBaHe Ha Kpaka, 0COOEHO OT KOJITHOTO HAJO0ITy HITH B
npacena (IpUYUHEHH OT KPbBHU ChCUPELIN).

- 3anyx (mopaau ceprosHa rpbJHa HHPEKIHs, Bb3najleHne Ha Oenute qpoOoBe, ChpaeyHa
HEJIOCTaThYHOCT WM KPBBEH CHCHPEK).

- OTOK Ha JIUIETO, YCTHHUTE, €3UKa U T'BPIIOTO, KOETO MOXKE J1a 3aTPyIHH ANUIIAHETO (TIopaan
CEpHO3HH BUIOBE AJICPTHIHU PEaKIUU, HAPCUCHN aHTHOCAEeM H aHA(DMIIAKTHIHA PEAKIIHs).
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Hsixom BUIOBE pak Ha KO)KaTa (CKBAMO3HOKIICTHYCH KapIIMHOM H 0a3aTHOKIIEThUCH KaplnHOM),
KOUTO MOT'aT J1a NPUYMHAT IPOMEHH BbB BHHIIHUS BUJ] HAa KOXKaTa WX 00pa3yBaHUs 1O
KOkaTa. AKO yCTaHOBHUTE HAKAKBU NIPOMEHH 110 KokaTa By, mokaro mpuemarte

[Momamunomua Krka, npu mbpBa B3MOXKHOCT HHpOpMUpaiiTe Bamms jiekap.

[loBTopHa mosiBa Ha XematuT B mHQEKIs, K0eTO MOXKe J1a MPUINHH MOXKEBITABAHE Ha KOXKATa U
OYHTe, OLBETSBaHE HA ypHUHATa B ThMHO Ka(sBo, kopeMHa 00Jika BASICHO, BUCOKA TeMIIepaTypa
W rajieHe wim nopsbinane. MHpopmupaiite He3abaBHO Bamms nekap, ako 3a0esexure HIKOU OT
T€3U CUMIITOMHU.

OOmmpeH 00puB, BUCOKA TeJeCHA TeMIIepaTypa, yBEeINIeHH TUM(GHH BH3IH U 3acATaHe Ha
JpYTH OpPraHH (JIEKapCTBEHA PeaKlys C €03MHO(MUIUS U CUCTEMHH CUMITOMH, U3BECTHA OILE
kato DRESS unu cunapoM Ha nekapcTBEHa CBPbXUyBCTBUTEIIHOCT, TOKCUYHA €IUAEPMAIHA
HeKpoJm3a Wik cuHapoM Ha CtuBbHC-/[OHCHH). Cripete yrmorpedaTa Ha IOMaTUIOMHU/I, aKO
pa3BueTe TE3U CUMIITOMH, U Ce CBBbpXKeTe ¢ Bamus nexap win He3a0aBHO NOTHPCETE CHELIHa
MEJIUIIMHCKA ToMoI. BrokTe chIo Touka 2.

Cupere na npuemare [Homamnaomua Krka u He3a0aBHO mocereTe JieKkap, ako 3a0€eKUTe HIKOU
OT CJICJIHUTE CEPHO3HU HEeXeIIaHU PEaKIUK — MOXKE J]a C€ Hy)KJaeTe OT CICIIHO MEJUIIMHCKO JICUCHHE.

Jpyru He:keJ1aHM peakun
MmHoro yectu (MoraTt Ja 3acerHar noseue ot 1 Ha 10 gymm):

3amyx (TuctHes)

WHupexiun Ha O6enute 1poOoBe (MHEBMOHUS U OPOHXUT)

Wudexuun Ha HOCa, CHHYCHUTE U T'bPIIOTO, IPUYUHEHN OT OaKTEPUN HITH BUPYCH
I'puronogo6HN CHMITOMH (TPHIT)

Hucwk Opoit 4epBeHN KPHBHHU KIIETKH, KOETO MOKE J]a MPUINHH aHEMIS, BOIEIIA 10 yMopa U
crnaboct

Hucku HMBa Ha Kanmii B KPBBTa (XUIIOKAIHEMUS ), KOETO MOKE J1a IPUYMHU CI1a00CT, MyCKYJTHH
KpaMITH, MyCKYJIHH OOJIKH, ChpIeOrneHe, H3TPBIIBAHE WIH 0€39yBCTBEHOCT, TUCITHES, IIPOMCHH
B HACTPOEHHUETO

Bucoxu HuBa Ha KpbBHATA 3aXap

YcKopeH 1 HepaBHOMEPEH Chp/iedeH PUTHM (TIPEACHPIHO MBKICHE)

3ary0a Ha aneTuT

3arnek, Tuapust Ui rajeHe

[ToBpbi1ane

Kopemna 6onka

Jlurca Ha eHeprus

TpynHO 3acnuBaHe U 4ecTo OyaeHe

3aMastHOCT, TPEMOp

MycKynHHU cria3Mu, MyCKYJTHa C1ab0CT

Bosika B xocTuTe, O0sKa B rbpoda

UzrprnBane, MpaByUKaHe WIH yCEIIaHe 3a apeHe M0 KoXaTa, OOJIKK B PBHIETE WM CThIIajaTa
(nepudepHa ceH30pHa HEBPOIIATHSA)

OTHruaHe Ha TAJIOTO, BKIFOUUTEIIHO OTUYAaHE HA PHIETE WK KpaKara

OO6puBu

WHdexuuns Ha MMKOYHHUTE MBTHUINA, KOSITO MOXKE J1a IIPHYMHH YCEIIaHe 3a IapeHe MpH
YpUHUpaAHE WK TOTPEOHOCT OT M0-Y€CTO YPUHHUPAHE.

Yectu (Morat na 3acersar a0 | Ha 10 gymm):

ITanane

BrpTpeuepeneH KpbBOU3IUB

[oHmkxeHa CIIOCOOHOCT 3a IBM)KCHHE FUIH MOHIDKEHA TyBCTBUTEITHOCT HA JUIAHHUTE, PBIIETE,
cThIIaNaTa M KpakaTa Nopajau yBpexkaaHe Ha HepB (nepudepHa CeH30MOTOPHA HEBPOMATH)
WstpbnBane, chpOeXk U ycellaHe Ha UTITMYKY 10 KoXkaTa (TlapecTe3ns)

CBeTOBBPTEXK, 3aTPyAHABALL U3MIPABSIHETO U HOPMAJIHOTO ABHKEHUE

OTturuaHe Mopaau 3aJbpikaHe Ha TEYHOCTU

KomnpusHa tpecka (ypTakapusi)

Cppbesx 1o koxaTa
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Xeprec 30cTep

Copaeden uHopapkT (60sIKa B I'BPIUTE, Pa3POCTPAHSIBAINA CE KbM PBIETE, BpaTa, YeIocTTa,
ycellaHe 3a U3MNO0TABaHE U 3abXBaHe, raJeHe U MOBPbILAHE)

I'pbana Gonka, TpbaHa HHGEKIUS

IloBuileHO KPBBHO HalsraHe

Cnan eqHOBpEMEHHO B Opos Ha YepBEHHUTE U OeMnUTe KPHBHU KICTKU H TPOMOOIIUTHTE
(maHuUTONEeHKA), KOETO B mpaBu mo-npeapasnoiiokKeHn KbM KbpBeHe U 00pa3yBaHe Ha
CHHMHH. Mo3ke Jja 9yBCTBaTe yMopa U ci1aboct, 1a He Bu goctura Be3ayx U 1a cTe To-
TPEeIPa3IoN0XKEeHN KbM HHPEKINU

Hawmanen Opoit Ha tumdouunTuTe (BUI 6€11 KPHbBHU KIETKH), YECTO IPUUYUHEH OT UH(PEKIHS
(mumdoneHws)

Hucku HUBa Ha Marae3nii B KpbBTa (XUIIOMAarHE3UEMHs ), KOSTO MOJXKE JIa TPUIHHH yMopa,
o011a cnabocT, MyCKYJIHH KpaMIli, pa3Apa3HUTETHOCT U MOXe Jja TOBeE 10 HUCKH HUBA Ha
KaJIHid B KpbBTa (XUIIOKAILUEMHS), KOETO OT CBOSI CTPaHa MOXKE JIa MPUYMHHU 0€34yBCTBEHOCT
W/WIIM M3TPBIIBAHE HA JUTAHUTE, CThIIANIATAa WIH YCTHUTE, MYCKYJTHH KpaMIIH, MyCKYJIHA
crmabocrt, mpuMasBase, 00bPKaHOCT

Hucku HuBa Ha docdar B kpbBTa (xunodocdareMusi), KOETO MOXKe Aa IPUIMHU MYCKYyJIHA
cnabocT U pa3apasHUTEITHOCT WK 00BPKAHOCT

Bucoku HrBa Ha Kamuii B KPBBTA (XUIEPKAIIIHEMIS ), KOETO MOKE J1a IPHINHY 3a0aBsiHEe Ha
peduiekcuTe U cnabocT B CKelleTHaTa MyCKyJaTypa

Bucoku HUBa Ha KaJuii B KpbBTa, KOETO MOXKE Ja IPUYMHU HAPYILIEH ChbPACUEH PUTHM
Hucku HuBa Ha HaTpUil B KPBBTA, KOETO MOKE J]a IPUINHHA yMOpa U 00BPKAaHOCT, MYyCKYJIHH
TUKOBE, IPUMAABIH (€NHJIECITUIHHA I'bPUOBE) HIIU KOMa

Bucoku HMBa Ha MUKOYHA KHCEIMHA B KPBBTA, KOETO MOXKE /1a IPUYMHHU (OpMa Ha apTpHT,
HapedeHa nojparpa

Hucko kpbBHO HajsiraHe, KOETO MOXKE Ja MPUYMHU 3aMasiHOCT WM IPUNIaJAbK

PaspansiBane uiu cyxoTa B ycTara

IIpomenu BBB BKyca

ITonyT KOpem

UyBcTBO Ha 00BPKAHOCT

IToTucHaToCT (IETTPECHBHO HACTPOCHUE)

3ary0a Ha Cb3HAHHE, IPUTAIBK

[Tepne Ha okoto (karapakra)

YBpexaaHne Ha ObOpenuTe

Hesb3morxHOCT 32 ypuHHpaHe

OTKJIOHEHHA B PE3yJITAaTUTE OT YEPHOAPOOHO U3ClIeABAHE

Bonxka B Taza

3ary6a Ha TerJo.

HeuecTn (Morar aa 3acernat o 1 Ha 100 gymmm):

Wucynr

Br3nanenue Ha 4epHUS APOO (XEMaTUT), KOSTO MOXKeE Jia MPUYUHH ChPOEK 110 KOXKATA,
MOXEJITSABAHE HA KOXKaTa u OsIaTa 4acT Ha OunTe (GKBITECHHIA), OeH Ha BT U3IPaKHEHNUS,
OLIBETECHA B TBMHO YpUHA U KOpeMHa 00JIKa

Pasmanane Ha pakoBH KJIETKH, BOJCLIO JI0 OCBOOOXKIaBaHEe HAa TOKCHYHU ChSANHEHHS B KPBBTA
(cuHmpom Ha TyMypeH pasnan). ToBa Moke 1a noBezae 10 Ob0peuHH IpodIeMu

HenmoctaThuHO akTHBHA MIUTOBUIHA XKJI€3a, KOSTO MOXKE Jla IPUYMHHI CUMIITOMH KaTO yMOpa,
JieTaprusi, MycKyJHa cnadocT, 3a0aBeH MyJic, yBelliyaBaHe Ha TeryoTo.

C Hen3BeCTHA YeCTOTA (OT HAaJIMYHUTEC JaHHH HC MOXKCE JJa 6’])}:[6 HaIrpaBC€Ha OILICHKa Ha '-ICCTOTaTa)I

OTXBBpIsSTHE HA TPAHCIUTAHTUPAH OpraH (KaTo HalpuMep Chplie WK YepeH Jpoo).

ChobnaBane Ha HEKEJIAHHN PEAKIIAN

AKO MoJTyunTe HAKAKBH HEXXEJIaHU JIEKAPCTBEHU peakiny, yBeoMeTe Bamms nekap, papmanest winun
MeIHIIMHCKA cecTpa. ToBa BKITIOYBA BCHYKH Bh3MOXKHU HEOIIMCAHH B Ta3W JIMCTOBKA HEXKEJIAHU
peakiu. Mo)keTe ChIIo Jia ChOOIIUTE HEeXKETaHU PEAKIIUH TUPEKTHO Ype3 HAIMOHATIHATA CHCTEMa 32
cro0mIaBane, nmocoyeHa B [punoxenne V. Kato choOmaBaTe HexelaH! PeaKI|K, MOXKETe J1a JajieTe
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CBOs MMPUHOC 3a NNOJTyYaBaHC Ha MMOBCYC HH(bOpMaHHﬂ OTHOCHO 0€30I1aCHOCTTA Ha TOBa JICKapCTBO.

5. Kak na cexpansBarte Ilomamunomuy Krka
Jla ce cpxpaHsiBa Ha MSICTO, HEIOCTHITHO 32 JIeTia.

He w3non3Baiite TOBA JIEKapcTBO ClIe]l CpOKA Ha TOJTHOCT, OTOENSA3aH BhpXY OJMCTEepa U KapTOHEHATa
onakoBka cies o3HaueHusTa “EXP” u ,,I'oxen 10:”. CpoKbT Ha TOAHOCT OTIOBaps Ha MOCIEAHS JIEH
OT MMOCOYCHHMS MECEII.

Tora JICKApCTBO HC M3MCKBA CIICHUAJIHN TEMIICPATYPHHU YCJIOBUA HA CbXPAaHCHUC. Z[a CC CbXpaHsiBa B
OpUrvHaJIHaTa OIMaKOBKa, 3a 1a C€ MpCArna3n OT Bjara.

He n3xBbpiisiiTe nekapcTBaTa B KaHaIU3alMATa WIK B KOHTEHHEPA 3a JOMAIIHA OTHaAbIU. Benukn
HEW3IOJI3BaHU JIEKapCTBa TPsIOBa Ja ObIaT BhpHATH Ha apMarieBTa B Kpas Ha JedeHueTo. Te3un
MEpKH II€ CIOMOTHAT 32 Ola3BaHe Ha OKOJIHATA CPefa.

6. Cwn,p)lcalme HAa OIIAKOBKAaTa M JONIbJIHUTE/JIHA HH(l)OpMaIH(IS[

Kakso cpabpika [lomamunomua Krka

- AKTHBHOTO BEIIECTBO € IOMAJIAIOMHUI.

- JlpyruTte chCTaBKHU B KAICYJIHO ChABPAKHUMO Ca: H30MAJIT, KPOCIIOBHIOH (THII A), YaCTHYHO
3aMEeCTeHa XUAPOKCHUITPOITMIIIIEITYJIO3a, HATPUEB cTeapruidymapar.

Homanuoomuo Krka 1 mg mevpoa xancyna:

- Bcesika xancyna cpabppka 1 mg noMaauaoMua.

- CbcTaBbT Ha KarcyJjaTa BKIIOYBA: KeNaThH, TUTaHOB auokcun (E171), skbaT skene3eH oKcu
(E172), unguroxkapmus (E132) u mactuio (1esnnaxk, yepeH sxenesen okcun (E172) u kanues
XUIPOKCHUN).

Tomanuoomuo Krka 2 mg mewvpoa xancyna:

- Beska kancyna chabppka 2 mg IOMaJIUAOMUL.

- ChCTaBbT Ha KallcyJiaTa BKIFOYBA: KeJIaThH, THTaHOB TuokcH (E171), ®KbAT xene3eH OKCUI
(E172), uepsen xenezen okcun (E172), naauroxapmus (E132) u mactuno (1ieiak, THTaHOB
nuokcua (E171) u kanueB XUapoKCcun).

THomanuoomuo Krka 3 mg mewvpoa kancyna:

- Bceska karncyna chabspka 3 mg HOMaJIMAOMUL.

- ChCTaBbT Ha KallcyJiaTa BKIIFOYBA: KeJIaThH, THTaHOB Huokcuy (E171), KbaT xene3eH OKCusa
(E172), namurokapmun (E132) n mactwio (memak, tutaHoB auokcun (E171) u kanves
XUJIPOKCH]I).

Homanuoomuo Krka 4 mg mewvpoa kancyna:

- Bcsika karicyia cpappika 4 mg moMamuIoMUI.

- ChCTaBbT Ha KallCyJiaTa BKIIIOYBA: )KeJIaTuH, TuTanoB auokcun (E171), unaurokapmus (E132)
1 MacTwiIo (mesuiak, TutaHoB auokcua (E171) u kamueB XUAPOKCH).

Bwmxre Touka 2 ,,[Tomamumomun Krka ceappixa HaTpuil 1 H30MAITUTON (M30MaNT).

Kaxk usraexna llomanupomua Krka n kakBo cbabpska onakoBKaTa

IMomammaomun Krka 1 mg TBbpAM Kancyiy (KarcyJin):

TBBpAY, )KETATUHOBU Karcyiu, pazmep 2. [IpkuHa Ha kancynara: 17,3+0,5 mm. TsnoTo Ha
KaIcyJiata € CBeTJIIOKBITO JI0 KaheHUKaBO-KBJITO ¢ YepHO o3HaueHue 1. Kamadero Ha kancynara e
cnHb0. ChIBPIKAHUETO Ha KaTCyJiaTa € CBETIIOKBIT JI0 JKBIT Mpax.
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IMomamuoomua Krka 2 mg TBepau Kancyian (Kancyau):

TBBpau, )KeTaTUHOBHU Karcynu, pazmep 2. [IpmxuHa Ha kancynara: 17,3+0,5 mm. TsmoTo Ha
KarcyJaTa € OpamKeBo 10 KaeHUKaBO-OpaHKeBo ¢ 0su10 o3HaueHue 2. Kamauero Ha kamncynaTa e
cuHb0. CHIBPKAHNETO Ha KaIlCyJlaTa € CBETIIOKBIT A0 JKBJIT Mpax.

ITomammnomun Krka 3 mg TBepAM Kancyiy (Kamcyiin):

TBbpAH, )KeTaTUHOBH KarlCcyJiu, pa3mep 2. IbokuHa Ha kancynara: 17,3+0,5 mm. TsnoTo Ha
KarcynaTa € CHHKaBO-3eJIeHO ¢ 0su1o o3HaueHue 3. Kanadero Ha KamncynaTa e CHHb0. ChIbpiKaHHETO

Ha KaricyJjaTta € CBETJIIOXKBJIT 10 KBJIT Ipax.

ITomamunomua Krka 4 mg 1Bepan Kancyau (Kamncyau):

TBBpau, )KeTaTUHOBH Karcynu, pasmep 2. [IpmxuHa Ha karncymnara: 17,3+0,5 mm. TsmoTo Ha
KaIicyJjiata € CBeTJIOCHHbO ¢ 05110 o3HaueHue 4. KanaueTo Ha karcyiara € cuHbo. ChIbpXKaHUETO Ha

KaricyJjara € CBETJIOXDBJT 0 XKBJT Ipax.

[Momamumomuna Krka ce mpemiara B kytuu, chabpkaimyd 14 x 1 wiu 21 X 1 TBBpIAM KaIcyJiu B
3alIUTEHH OT Jiena nepdopupanu OIUCTepU C SIUHUYHUHY J034, C OTJIEnBailo ce (Goymo (KaJieHaapHa

OIIaKOBKA).

He Bcuuky BUOBE OMAKOBKHM MOTaT Ja 6’BZ[aT ITyCHATH Ha I1a3apa.

IlpuTesxkaTes Ha pa3peLIeHHETO 32 yNOoTpeda

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CroBeHus

IIpoussBoaure

KRKA — FARMA d.o.o., V. Holjevca 20/E, 10450 Jastrebarsko, XbpBaTus
TAD Pharma GmbH, Heinz-Lohmann-Strafle 5, 27472 Cuxhaven, ['epmanns

3a ombIHUTENHA HHPOPMALHS OTHOCHO TOBA JIEKAPCTBO, MOJISL, CBBPIKETE CE C JIOKATHHS
NpeJCTaBUTeN Ha IPUTEKATeNs Ha Pa3pellieHueTo 3a yrnoTpeda:

Belgié/Belgique/Belgien
KRKA Belgium, SA.
Tél/Tel: + 32 (0) 487 50 73 62

Bnarapus
KPKA Boarapus EOO/]
Ten.: +359 (02) 962 34 50

Ceska republika
KRKA CR, s.r.o.
Tel: +420 (0) 221 115 150

Danmark
KRKA Sverige AB
TIf.: + 46 (0)8 643 67 66 (SE)

Deutschland
TAD Pharma GmbH
Tel: +49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: +372 (0) 6 671 658

EALada
BIANEZ= AE.

Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

Luxembourg/Luxemburg
KRKA Belgium, SA.
Tél/Tel: + 32 (0) 487 50 73 62 (BE)

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: +36 (1) 355 8490

Malta
E. J. Busuttil Ltd.
Tel: + 356 21 445 885

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien



TnA: +30 210 8009111 Tel: +43 (0)1 66 24 300

Espaiia Polska
KRKA Farmacéutica, S.L. KRKA-POLSKA Sp. z o0.0.
Tel: +34 911 61 03 80 Tel.: + 48 (0)22 573 7500
France Portugal
KRKA France Eurl KRKA Farmacéutica, Sociedade Unipessoal
Tél: + 33 (0)1 57 40 82 25 Lda.

Tel: + 351 (0)21 46 43 650
Hrvatska Romaénia
KRKA - FARMA d.o.o. KRKA Romania S.R.L., Bucharest
Tel: + 38516312 101 Tel: +4 021 310 66 05
Ireland Slovenija
KRKA Pharma Dublin, Ltd. KRKA, d.d., Novo mesto
Tel: +353 1413 3710 Tel: + 386 (0) 147 51 100
island Slovenska republika
LYFIS ehf. KRKA Slovensko, s.r.o.
Simi: + 354 534 3500 Tel: +421 (0) 2 571 04 501
Italia Suomi/Finland
KRKA Farmaceutici Milano S.r.1. KRKA Finland Oy
Tel: + 39 02 3300 8841 Puh/Tel: + 358 20 754 5330
Kvnpog Sverige
KI.PA. (PHARMACAL) LIMITED KRKA Sverige AB
TnA: +357 24 651 882 Tel: + 46 (0)8 643 67 66 (SE)
Latvija
KRKA Latvija SIA

Tel: +371 6 733 86 10
JlaTa Ha noc/eHO nNpepasrJie;kAaHe HAa JIMCTOBKATA
JApyru u3TtouHnum Ha nHpopmManus

[MompoOHa nH(OpMAaITUs 32 TOBA JEKAPCTBO € MpeocTaBeHa Ha yebcalita Ha EBpornieiickara areHIms
10 JIeKapcTBara: http://www.ema.europa.eu.
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