INPUJIOXKEHMUE 1

KPATKA XAPAKTEPUCTUKA HA ITIPOJAYKTA



"Tosn JIEKapCTBEH MPOAYKT TOUICKH Ha JOIBITHUTETHO Habmoaenne. ToBa e mo3Boiau Obp30TO
YCTaHOBSIBAaHE HAa HOBa MH(OPMAIUs OTHOCHO Oe3omacHoCcTTa. OT MEAMIIMHCKUTE CTICITUAIMCTH Ce
M3HCKBA J]a ChOOIIaBaT BCsAKA MOI03UPaHa HeXKETaHa peakiys. 3a HauWHa Ha ChoOIaBaHe Ha
HEXKeJIaHU PeaKIluu BIXKTE Touka 4.8.

1. HME HA JIEKAPCTBEHUS NPOAYKT
Imnovid 1 mg TBBpAN Karcyau
Imnovid 2 mg TBBpAN Kancyau
Imnovid 3 mg TBBpaM Kancynu
Imnovid 4 mg TBBpaM Kancynu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Imnovid 1 mg TBEpAM Kancyau

Bcesika TBBpaa Kancyna ceabspika 1 mg nomanuaomuy (pomalidomide).

Imnovid 2 mg TBBPAN KaICyau

Bcesika TBBpaa Karcyna ceabpika 2 mg nomanuaomuy (pomalidomide).

Imnovid 3 mg TBEPAM Kancyiu

Bcesika TBBpaa Kancyna ceabpka 3 mg nomanuaomun (pomalidomide).

Imnovid 4 mg TBEPAU KAaLCYIIU

Bcesika TBBpaa karncyna ceappika 4 mg nomanugpomua (pomalidomide).

3a IBJIHMS CHHUCHK Ha MOMOIIHUTE BEIISCTBA BIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBbpaa kancyna

Imnovid 1 mg TBBpAM Kancyau

TBbpaa KeIaTHHOBA KAICyJia pa3Mep 3 ¢ ThMHOCHHBO HEIPO3PayvyHO Karaye v KbJATO MAaTOBO TSJIO, C
Hagnuc ,,POML” ¢ 65510 MacTuio u ,,1 mg” ¢ YUepHO MaCTUIIO.

Imnovid 2 mg TBEPAM KaICyIIu

TBBpAa xenaTuHOBA Karcyna pa3Mep | ¢ ThBMHOCHHBO HEMPO3PavyHO Kamade v OpPaHKEeBO MaTOBO
Ts1310, ¢ Haamuc ,,POML 2 mg ” ¢ 05510 MacTHIIO.

Imnovid 3 mg TBEpAU KanCyIIx

TBbpaa jKeNaTHHOBA KaIcyJia pa3Mep 1 ¢ ThMHOCHHBO HEIPO3PayvHO Kamaye U 3€JICHO MaToOBO TSJIO, C
Haamnuc ,,POML 3 mg” ¢ 6510 MacTuiio.



Imnovid 4 mg TBEPAU KaICyau

TBBpHaa xKenaTuHOBA Karcyna pa3Mep | ¢ ThMHOCHHBO HEMTPO3PayHO Karade U CHHLO MaTOBO TSUIO, C
Haamuc ,,POML 4 mg” ¢ 65510 MacTHIIO.

4. KJIMHNYHU JAHHU
4.1 TepaneBTUYHHU NOKAZAHUA

Imnovid, B koMOuHaust ¢ 60pTe30MUO M JeKCaMeTa30H, € TIOKa3aH MpH JeYeHne Ha Bb3PacTHU
NalKEeHTH C MyJITHIUIEH MUEJIOM, KOUTO ca IOJIyYHIIM IIOHE €/1Ha MpeIBapuTeNIHa CXeMa Ha JIeueHHe,
BKJTIOYBAIIIA JICHATTHIOMHUI.

Imnovid, B komOnHaIms ¢ AeKCaMeTa30H, € TIOKa3aH MPH JIeUeHUE Ha Bb3PACTHHU MAIIMCHTH C
pPEeIHUIUBUPAT U pedpaKTepeH MyITUILIEH MIEIIOM, KOUTO Ca ITOJIyYWJIH [TOHE JBE MPEABAPUTEITHU
CXEMH Ha JIeUeHHEe, BKIIOYBAIIY U JICHAJIHIOMH, © O0PTe30MHU0, 1 ca TMOKa3ajH MPorpecus Ha
3a00JIIBaHETO TIPU MOCIICIHATA TePAIIHS.

4.2 I[031/1p0131ca N HAYMH HA MPUJIOKCHUE

Jleuenuero TpH6Ba Ja 6’1»,[[6 3aIl10YHATO U MPOCICAABAHO MO Ha6J'HOI[eHI/I€TO Ha JICKapu € OIUT B
JICYEHUETO HA MYJITHUIIIIEH MUEJTIOM.

[Ipunaranero mpobiKaBa WK C€ IIPOMEHS CIIOPe KIMHUYHUTE U JIA00PATOPHUTE PE3yNTaTH (BXK.
TouKa 4.4).

2031/1[20131(3

Homanuoomuo 6 komdbunayuss ¢ 6opme3omud u 0eKcamemaszon
[IpenoprunTenHara Hava HAa J103a MOMATUAOMUJ € 4 mg, IpUeMaHa MePOPATHO BEAHBK JIHEBHO B
Huu 1 no 14 ot noBrapsium ce 21-1HEBHU LUKIIU.

[Homanmumpomuz ce mpuinara B KoMOMHaIus ¢ 60pTe30MHU0 1 IeKcaMeTa30H, KaKTO € MIOKa3aHo B
Tabmuna 1.

IpenopbunTenHaTa HavyaIHa 103a 60pTe3oMu6 e 1,3 mg/m? HHTPaBEHO3HO MM MOAKOKHO BEHBK
JTHEBHO B AHWUTE TocodeHn B Tabmuma 1. [Ipenoppuntennara qo3a qexcamerason e 20 mg, mpuemana
IIEPOPAIHO BEAHBX JHEBHO B JHUTE, IIOCOYCHU B Tabnuna 1.

JledenueTo ¢ momManmuaOMU A B KOMOMHAINS ¢ OOpTe30MHO U JleKcaMeTa30H TpAOBa Jia ce mpuiara Jio
mporpecus Ha 3a00JIsIBAHETO WK 10 Bh3HUKBAaHE HA HENPUEMIIMBA TOKCUYHOCT.

Taoauua 1. lIpenopbunTe/iHA CXEMAa HA MPUJIAraHe 32 MOMAJTHIOMHUI B KOMOMHAIIUA C



0opTe30MUO M TeKCcaMeTa30H

Hukba 1-8 Jen (otT 21-gHEBEH ITUKBIT)
1
1(213|4(5|/6|7|8|9|10(11|12]|13(14 16|17 1920
HOMaﬂHI{OMI/II{ (4 mg) . ] (] . (] (] . . . . . . . .
Boprezomu6 (1,3 mg/m?) . . . .
JexcamerasoH (20 mg) * o | . o | o e o | e
Crnen muksa 9 Jlen (o1 21-1HEBEH IIMKBII)
1
1213|4567 |8|9|10(11|12]|13(14 16|17 19|20
HOM&]‘H/IHOMI/IH (4 mg) . . . . . . . . . . . . . .
Bopresomu6 (1,3 mg/m?) . .
Hexcamerasos (20 mg) * o | e o | e

* 3a manMenTu > 75-roIuITHA BH3PACT BIKTE ,,CTICTIHATHN MOy IaIiiu .

Ipomana na 0o3ama uiu nPeKvbCeane Ha NPpUema Ha NOMAIUOOMUo

3a 1a ce 3aM0YHE HOB IUKbI IOMATMIOMU, OPOAT Ha HeyTpoduauTe TpsA6Ba 1a 6bae > 1 x 10%/1, 2

6posT Ha TpomGonuTHTE > 50 X 10%/1.

Vkazanus 3a MPEKHCBAHE Ha IIpHUEMa WM HaMaJIsIBAHE Ha JO03aTa IPU HEXKEJIAHU JIEKAPCTBEHU

peaKknum, CBbpP3aHu C IOMAJINAOMUA, Ca JaICHU B Tabmuia 2, a J030BUTC HUBA Ca ONIPCACIICHU

Tabnuna 3 mo-gomy:

Tab6auna 2. YkazaHnus 3a nmpomMsiHa Ha A03aTa NoMaJTuAOMMA”




ToxkcuuHOCT

ITIpomsina Ha 103aTa

Heyrponenus™
ABH** < 0,5 x 10%/1 unu ebpunaa

HeyTporieHus (Temmneparypa >38,5°C u ABH
<1x10°)

[IpexbcHETE IEYSHNETO C TIOMATHIOMU]T 32
OoCTaHaJIaTa 4acT OT UKbIa. 3ciienBanTe
TIKK*** exxece IMUYHO.

O6patHo nokausane Ha ABH 10 > 1 x 10%/1

[Ipoawmkere JEUSHUETO ¢ TOMATHIOMU] TIPU
€IHO JJ030BO HUBO MO-HUCKO OT MpEIUIIIHATA
J103a.

3a Bceku cieaBani craz o < 0,5 x 10%/1

[IpexbcHETE JICYUSHUETO C TTOMATHTOMHUI.

O6parHo nokausane Ha ABH 10 > 1 x 107/1

[Ipoapmkere IeYSHHETO C TOMATMIOMIT IPH
€IHO J030BO HHUBO I0- HUCKO OT MPEAUIITHATA
J103a.

TpoMOOIHTONIEHUST
Bpoit TpombormTH < 25 x 10%/1

[IpexbcHETE IEYEHUETO ¢ TOMATHIOMHU]T 32
OoCTaHaJIaTa 4acT OT NUKbIa. 3ciienBanre
[IKK*** exxece qMUUYHO.

OO6paTHO OKauBaHe Ha OPOS TPOMOOITUTH IO
>50x 10%/1

[Ipoapmkere Ie4eHUETO ¢ IOMATHIOMHU/] TIPU
€IHO J030BO HUBO MO-HHUCKO OT MPEIUITHATA
103a.

3a Bcekw cieaBar crai o < 25 x 10%/1

[IpexbcHETE JIEYEHUETO ¢ TOMATUIOMHUI.

OO6paTHO IOKayBaHe Ha OPOsI TPOMOOLIUTH J10
>50x 10”71

[Ipoawmkere JEUSHUETO ¢ IIOMATHIOMU TIPH
€IHO JI030BO HHUBO T10- HUCKO OT MPEAMIITHATA
J103a.

Oopus
OO6pwuB = ctemnen 2-3

Obmucrere MpeKbCBaHE Ha TPHUEMa WITH
MpeKpaTsBaHe Ha JICYEHHETO C IIOMaTIOMUI.

O6puB = cteneH 4 nim odpazyBaHe Ha
MeXypH (BKIIOUUTEIHO aHTHOEIEM,
aHaUIaKTUIHA peaKIys, eKC(HOINaTHBECH
iy OyJ03eH 00OpHB WIIN aKO MMa ChbMHCHHE
3a cuHApoM Ha Stevens-Johnson (SJS),
TOKcHYHa enuaepMaina Hekponusa (TEN)
WM JIEKAPCTBEHA PEAKLUS C €O3MHODUINS U
cucremMHu cumnromu (DRESS))

Cripete OKOHYATETHO JICYEHUETO (BXK. TOUKA
4.4).

gpyrn

Hpyru > crenex 3 cBbp3aHU ¢ HOMATUAOMH]
HEXXEJTaHU ChOUTHS

[IpexbcHETE TEUSHUETO C TOMATHIOMUT 32
OCTaHajara 4acT oT IMKbia. [Ipu ciensaimus
LUKBJI MPOJBIKETE IPH €THO 1030BO HUBO
MO-HUCKO OT MpeIUIHAaTa 103a (HeKEIaHOTO
cbOHUTHE TPsIOBA J1a € OTIIYMSIIO WIIU JIa CE €
ToA00pHITO 110 < CTETICH 2, IPEH 1a
MIOTHOBHUTE MPUJIAraHeTo).

* Vka3aHuATA 332 MPOMSIHA Ha JI03aTa B Ta3H TA0OIHIA ca PUIIOKUMH 32 TIOMAITUIOMHU] B KOMOUHAIIUS
¢ 6opTe30MHu0 U JeKcaMeTa30H U 3a TOMAIHIOMHI B KOMOWHAIINS ¢ JEKCaMeTa30H.

*B ciy4aii Ha HEYTPOTICHUS JICKapsAT TPSOBA J1a OOMUCIN M3MOJI3BAHETO HA PACTEKHU (PAKTOPH.

** ABH — AGcoumtoren Opoii HeyTpoduim;

***[IKK —II®p1Ha KpHBHA KapTHHA.

Taoanna 3. HamajsaBaHe Ha 103aTa NOMAJTHIOMUA”



Jlo30B0 HUBO Ilepopasina 1032 NOMaIUIOMHU/L
Hauanua noza 4 mg
Ho30B0 HUBO -1 3 mg
Jlo30B0 HHBO -2 2 mg
Jlo30B0 HMBO -3 1 mg

*HamaisiBaHeTo Ha J03aTa B Ta3H TAa0JIUIA € IPHIOKUMO 33 IIOMATHIOMHUI B KOMOUHAIIMS C
0opTe30MHUO U TEKCAaMETa30H U 32 IIOMAIHIOMHU] B KOMOMHAIIHS C IEKCAMETA30H.

AKO HeXeJaHU JISKapCTBeHU PeakIiK Bh3HUKBAT ClIe/l HaMaJsIBaHEe Ha J03aTa 70 1 mg, JeYCHUETo
TpsiOBa 1a OBE CIIPSHO.

Mownu unxubumopu na CYP1A2

Axo mouran naxubutopu Ha CYP1A2 (Hamp. nunpodaokcanyH, eHOKCAH U (ITyBOKCaMHUH) ce
npuiIaraT eTHOBPEMEHHO ¢ MOMAIUAOMHU/I, 103aTa MOMaJIHIOMUJ TpsiOBa fAa Obae HamaleHa ¢ 50%
(Bx. Touku 4.5 u 5.2).

IIpomana na dozama unu npekvceéane Ha npuema Ha 6opme3oMud

3a yKka3aHusl OTHOCHO MPEKbCBAaHE Ha MpHeMa WM HaMaJlsiBaHE Ha J03aTa MPU HeXKeJlaHH JIeKapCTBEHH
peakIyy, CBbp3aHu ¢ 00pTe30Muo, TIeKapuTe TPOBa 1a ce KOHCynTHpaT ¢ Kparkara xapakTreprcTika
Ha npoxykTa (KXII) 3a 6oprezomuoO.

HpOM}lHa Ha 0o3ama unu NpEeKvCBAHE HA npuema Ha oexcamemason

VYka3aHud 3a IpeKbCBaHE Ha IPUEMA WM HaMaJIAIBaHE Ha 103aTa [P HEXXEJIaHU peakliH, CBbP3aHH ¢
JIEKCaMeTa30H ¢ HUCKH J03H, ca naaeHu B Tabnuuu 4 u 5 mo-gony. [IpexscBaneTo mim
NIOJHOBSIBAHETO Ha IpHeMa obade ca Mo peuIeHue JeKapsl B CbOTBETCTBUE C KpaTKaTa XapaKTepUCTHKA
Ha ipoxykTa (KXIT).



Tabanna 4. Yka3anns 3a NpoMsHA HA /1032TA JeKCAMETA30H

ToxkcuuHoCT

IIpomsina Ha go3aTa

Jucnencus = crenen 1-2

ITopnbpokaiiTe n03aTa U JIEKyBaTe ¢ XUCTAMUHOBHU
(H») 61okepu unu ekBuBasieHT. Hamanere ¢ eqHO
JI030BO HHUBO, aKO CUMIITOMHUTE MEPCUCTUPAT.

Hucnencus > creneH 3

IpexbcHeTe n03aTa, TOKATO CUMIITOMHTE OBIaT
osnazenu. Jlobasere H, 6iiokep minm ekBUBaJIEHT U
MPOJBJDKETE IIPHA €AHO T030BO HUBO I10-HUCKO OT
npeauIIHaTa 03a.

OTok > cTemneH 3

M3non3BaiiTe THypeTHIIH TPH HEOOXOTUMOCT U
HaMmaJeTe o3aTa C eIHO J030BO HHBO.

OO0BpKaHOCT WM IPOMEHHU B HACTPOSHUETO
> crerneH 2

HpeK’bCHCTG nmpuema, 10KaTo CUMIITOMHUTE OTHIYMAT.
HpO,I[’LJ'DKeTe npu €AHO A030BO HUBO MMO-HUCKO OT
npeauniHara Ja03a.

MyckynHa ¢1abocT > cTerneH 2

IIpexbcHETE A03aTa 10 MyCKyHa citaboct < crereH 1.
[Ipoabmxere mpu €IHO T030BO HUBO MO-HUCKO OT
MpeauIHaTa 103a.

XUnepriivmkemMusi > CTernex 3

Hawmanere no3ata c egHo 1030BO HUBO. JIekyBaiiTe ¢
WHCYJIMH WX NEPOpaATHU aHTUXUIICPTIIMKEMUYHN
CPEeICTBa, CIIOpeN Ciydasl.

OcTbp naHKpeaTuT

W3kmrouere JCKCAMETa30H OT neuyeOHaTa cXxeMa.

JIpyTH CBBpP3aHU C IeKCAMETa30H HEXKENaHH
peakuu > CTereH 3

[Ipekparere mpunaraneTo Ha JeKCaMeTa30H, JOKAaTO
HEe)KeJlaHaTa Peaknys OTIIYMH J0 > CTETeH 2.
[Ipoawnxkere ¢ €AHO JO30BO HUBO IIO-HUCKO OT
MpeauIlIHaATA J103a.

AXO BB3CTAaHOBSIBAHETO OT TOKCUYHUTE peaKknnu nmpoAbJIKU IIOBEUC OT 14 JHH, TOraBa a0o3ara
JCKCaMCTa30H IIIC 6”1)}16 IMpoaBbJKEHA C €THO JO30BO HUBO IMO-HUCKO OT NpE€anIHaTa J103a.

Taoauna 5. HamaasiBane Ha 103aTa JeKcaMeTa30H

J1030B0 HUBO

< 75-ronuuHa Bb3pact

Jo3za (Hukba 1-8: nu 1,2,4,5,8,9, | Hdoza (Hukwa 1-8: Iuu 1,2, 4,5, 8, 9,
11,12 o1 21-1HeBEH MUKBJI

uxkba=>9: Iun 1,2, 8,9 ot 21-

> 75-ronMuiHa Bb3pacT

11, 12 ot 21-1HeBeH MUKDBJI
ukba=>9: Iun 1,2, 8,9 ot 21-

JIHeBEH IMKBJI)

JIHEBEH IMKBJI)

Hauanna nosa 20 mg 10 mg
Jo30B0 HUBO -1 12 mg 6 mg
Ho30B0 HUBO -2 8 mg 4 mg

HeKC&MeTaSOH TpH6Ba Ja 6’5,[[6 CIIPSIH, KOTaTO MaUCHTHT HC € B CbCTOSITHUC 1 ITIOHECE 8 mg, ako €

< 75-romumTHa BB3pacT, Wik 4 mg, ako € > 75-TounIHa Bb3pacT.

B cnyqaﬁ Ha OKOHYATCJIHO CIIMPAaHC Ha HSIKON OT KOMIIOHCHTHTE Ha cXeMara Ha JICUCHHUE
IpOABIIZKABAHECTO HAa OCTAHAJIUTC JICKAPCTBCHU NPOAYKTHU € IO PCHICHUC Ha JICKAaps.

Tomanuoomuo 6 kombunayusi ¢ dexcamemasom

HpenoquHTenHaTa HadaJIHa J03a IOMaJIuJoOMHu I € 4 mg, NpueMaHa nepopajiHo BEAHBX JHECBHO B

Jram 1 mo 21 ot Bcexn 28-THEBEH TUKBII.




IIpenopruntennara go3a nekcamerason € 40 mg, mpuemMaHa nepopasHo BeAHBXK AHEBHO B [(xu 1, 8§,
15 1 22 ot Bceku 28-qHEBEH IUKBII.

JleyeHneTo ¢ moMaauIoMuU B KOM6I/IH3L[I/I}I C ACKCaMC€Ta30H TpiI6Ba Ja Cce mnpujiara a0 mnmporpecus Ha

3a00JIIBaHETO UIH [0 Bb3HUKBAHC HA HCIIPUCMIIMBA TOKCUYIHOCT.

Ilpomana na dozama unu npeKvC8ane Ha npuema Ha NOMAIUOOMUO

VYkazanus 3a IMPEKBCBAHEC HA IMpUEMa UJIKM HaMaJIdBAHE HA J03aTa MOMaJIMAOMHU/ BB BPpBb3Ka C
HEXEJIaHW PeakIuy ca aaneHu B Tabmumum 2 u 3.

Ilpomana na dozama unu npeKvceane Ha npuema Ha deKcamemason

Yka3aHus 3a poMsiHa Ha 103aTa IPU HEXKETaHU JIEKAPCTBEHU PEaKU, CBbP3aHH C IEKCAMETA30H, Ca
nmaneHu B Tabmura 4. Ykazanus 3a HaMaJsIBaHE Ha 103aTa PH HEeXKEIaHW PEaKINK, CBhP3aHU C
JeKcaMeTa30H, ca najaeHu B Tabnuua 6 mo-goiy. [IpekbcBaneTo/mofHOBSIBaHETO Ha TIpUeMa obaye ca
0 pellieHue JIeKaps B ChOTBETCTBHE ¢ akTyanmHata KpaTka xapakrepuctrka Ha npoaykra (KXIT).

Taoauna 6. HamajasaBane Ha Jo3aTta JeKCaMeTa30H

J1030B0 HUBO

< 75-ronmuHa Bb3pact
Juu 1, 8, 15 u 22 ot Bceku 28-1HeBeH

> T75-ropuHa Bb3pact
Juu 1, 8, 15 u 22 ot Bceku 28-1HeBeH

HHKbJ HHKbJI
Havanna nosa 40 mg 20 mg
[o30B0 HUBO -1 20 mg 12 mg
[o30B0 HUBO -2 10mg 8 mg

Jexcameras3oH TpssOBa na ObJe CIpsiH, KOTaTo MallueHTHT He € B ChCTOsTHAE Aa moHece 10 mg, ako e

< 75-ronmumrHa BB3pacT, WU 8 mg, ako € > 75-TouIIHa Bb3pacT.

Crenuaniiy nonyJanun

Cmapuecka 8v3pacm

He ce namara KOpUIrupaHe Ha J03aTa IOMaJIuAOMU/I.

THomanudomuo 6 xombunayus ¢ 6opme3omud 1 0excamemazou
3a manuMeHTu > 75-roMIIHA BB3pacT HavajgHaTa J103a JeKCaMETa30H €:

° 3a Huxmm 1 1o 8: 10 mg Benusx queBHo B [uu 1, 2,4, 5, 8,9, 11 u 12 ot Bceku 21-n1HeBeH
LUKBI.
° 3a Huxsa 9 u cneasany: 10 mg Benubx qHeBHO B JHu 1, 2, 8 1 9 oT Bceku 21-aHEBEH HUKBI.

Tomanuoomuo 6 kombunayus ¢ deKcamemason
3a manueHTy > 75-roIMIIHa Bh3pacT HavyajaHaTa J03a JeKCaMeTa30H ¢:

° 20 mg BeIHBXK THEBHO B THU 1-BH, 8-MHu, 15-Tu 1 22-pu OT BCeKHU 28-THEBEH IUKBIL.

Yeprodpobro yepescoa

He

[Marnuentu ¢ o6 cepymen ommpy6oun > 1,5 x ULN (ropna rpanuiia Ha HOpMara) ca U3KIOUYSHH OT
KJIMHUYHUTE NpoyuBaHus. YepHOIPOOHOTO yBpeKIaHe MOBIHABAa YMEPEHO (apMaKOKUHETHKATa Ha
noMannaoMun (Bx. Touka 5.2). He e HeoOxoanmo KopurupaHe Ha HadajaHaTa J103a HOMAIUAOMHU IPH
MAIMEeHTH C YePHOAPOOHO yBpexaane, onpezeneHo mo kputepuute Ha Child-Pugh. HezaBucumo ot
TOBa MAalIMEHTUTE C YEPHOIPOOHO yBpeKaaHe TpsOBa ja ce HalmojaBaT BHUMATEIIHO 32 HeXEJIaH!
peaKkuuu 1 ako € HeoOX0AUMO, /1a Ce MPUIIOKK HaMaJIsIBaHEe Ha 103aTa MIIH CIMpaHe Ha MOMAaTUIOMHUI.

bvbpeuno yspescoane

Hee HCO6XOZ{I/IMO KOpuUrvupaHe Ha A03aTa IOMaJIuAOMU 3a MAIIUCHTUTE C 61>6pequ YBpEKKaaHe. B
JHHUTC 3a XECMOJHaJIn3a IMalfMCHTUTC TpH6Ba Ja mpueMar CBosATa A03a NOMaJINAOMU[ CJIC

XeMoauam3ara.




Tleouampuuna nonyrayus

HsMa cbOTBETHO NPUIIOKEHUE HAa TIOMAIMAOMU IIPH Jielia Ha Bh3pacT 0 1o 17 roaunu 3a
MOKAa3aHUETO MYJITUTUICH MUEIIOM.

W3BBH paspelieHuTe MoKa3aHus MOMAaTHIOMUJI € TPOYUYCH MPH Jiela Ha Bh3pacT oT 4 10 18 rogunu ¢
PELMINBUPALIN WK POrPECUPAIIH MO3bYHN TYMOPH, HO PE3YJITaTUTE OT MPOYYBAHUATA HE
MO3BOJISIBAT J1a CE 3aKJIIOUH, Ue MOJI3UTE OT TaKaBa yrnoTpeda MpeBb3X0oKaaT puckopere. Hamuuuu Kbm
MOMEHTA JaHHH ca onucaHy B Touku 4.8, 5.1 u 5.2.

Haunn Ha npuioxxeHue

[epopanHo npunoxxeHue

Imnovid TBEpAM Karcynu TPAOBA Aa ce MpHeMa IepOoPaTHO 110 €AHO U CHIO BPEME BCEKH JICH.
Kamncynure He TpsiOBa 1a ce OTBapAT, UYIAT WM AbBYAT (BXK. Touka 6.6). Kancynure TpsoOBa na ce
IBATAT LENH, 32 IPEANOYrTaHe C BOAA, ChC WM 0e3 XpaHa. AKO HSIKOH JIeH MalueHTsT 3a0paBu aa
mpreMe /103a IOMaJIHIOMH/I, TOH TpsiOBa 1a mpueMe oOWYaifHaTa MpeANrcana 103a o cxeMaTa Ha
cienBaniys AeH. [lanuenTure He TpsiOBa a MPOMEHST J103aTa, 3a Ja KOMIIEHCHPAT IPOITyCHATA B
NpEAULIHNATE JTHH J03A.

[IpemoppuBa ce ga ce HATUCHE caMO eIWHUAT Kpail Ha KarcyJiaTa, 3a 1a ce U3BaJu OT OiucTepa, Kato
TaKa ce HaMalsBa PUCKBT OT Ae(HOPMHUPAHETO WIIM CUYIIBAHETO H.

4.3 IIpoTuBomoka3aHus

o BpemenHOCT

o Xenn ¢ nerepoaeH MOTEHIIMAN, OCBEH aKO ca CIa3eHH BCUYKHU yciaoBus Ha [Iporpamara 3a
npeana3BaHe oT OpeMeHHOCT (BXk. Touku 4.4 u 4.6)

o [TarmenTH MBKE, KOUTO HE Ca B ChCTOSHUE J1a CJIEABAT WJIM Ja CTIa3BaT M3NCKBAHUTE MEPKH 32
KOHTpauenius (Bx. Touka 4.4)

. CBpBX4YYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HSIKOE OT IIOMOIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

4.4 CroenuajaHu npeaynpesaeHus U NpeANa3Hu MepKH NPHU ynoTpeda

TeparoreHHoct

INomamumomu He TpsiOBa f1a ce mpreMa Mo BpeMe Ha OpPEeMEHHOCT, Thil KaTo ce 0YaKBa TepaTOTeHEH
edexrt. [lomanuaoMuy € CTpYKTypHO CPOZACH C TATUAOMU. TamuaoMua € M3BECTHO TePATOTEHHO
BEIIECTBO MPHU XOPa, KOSTO MPUUUHIBA TEKKU )KUBOTO3ACTPAILIABAIIM BPOJICHH JIe(h)eKTH. Y CTAHOBEHO
€, ue MOMaINJIOMUJ € TEPAaTOreHEeH U MPH IUTbXO0BE, U MPH 3aI1, KOTaTo ce Mpujiara B Mepruoia Ha
OCHOBHaTa OpraHoreHe3a (Bxk. Touka 5.3).

VYcaoBusara Ha HporpaMaTa 3a Opeamna3BaHe OT 6peMCHHOCT TpSI6Ba Ja Ca U3IIbJIHCHU 3a BCUYKHU
MNanrueHTHU, OCBCH aKO MMa CUT'YPHO J0Ka3aTCJICTBO, Y€ MALIUCHTKATA HAMa ACTCPOACH NMOTCHIIUAIL.

KDI/ITCDI/II/I 3a JKeHu 0e3 JACTCPOACH IMOTCHIIHMAI

HpHeMa CC, 4€ JaacHa maiuCHTKa WU ITapTHBOPKA HAa MalUCHT OT MBXKKHU I10J € oe3 JACTEPOJACH
IMOTCHIMAJI, aKO OTroBaps Ha MMOHE €AWH OT CIICAHUTC KPUTCPUU:

o Br3pact > 50 ronuHu U ecTecTBeHa aMeHopest oT > 1 roawHa (aMeHopes cie aHTUTyMOpHA
Tepamnus WIH 10 BpeMe Ha KbpMEHE HE U3KITI0UBA JIETEPO/ICH TTOTCHITHAN)

L HpemﬂeBpeMeHHa OBapvaiHa HEAOCTATHYHOCT, IOTBBPACHA OT CIICHHUAIMCT THHCKOJIOT

o [IpenmecTBaria qByCTpaHHa CAIITAHTO-00(OPEKTOMUS WITA XHUCTEPEKTOMUS

° XY TCHOTHUII, CHHAPOM Ha T"pr’Bp, ar¢He3us Ha MaTKara.



CobBeTH

[MomanmuaomMu € NPOTHBOIIOKA3aH MPH JKEHU C JETSPO/JICH MOTSHIINA, OCBEH aKO Ca U3IThJIHCHU

BCHUYKH OT CIICAHHUTE YCIOBHUS:

. Ts pa3Oupa ouakBaHUs TEPATOTCHEH PHCK 3a IJI0Ja

o Ts pa3zdupa HeoOX0MMOCTTa OT e(heKTHBHA KOHTPAIICTIIINS, 0€3 IPEKHCBAHE, IIOHE 4 CEIMHUIIH
MpeId HAYaJI0TO Ha JISYSHUETO, Mpe3 ISUIOTO BpeMeTpacHe Ha JISYSHUETO U IMOHe 4 CeIMUIU
CIie]] HEroBUS Kpaii

o JKena c netepoeH nmoTeHnuan TpsOBA Ja cleiBa BCUYKU ChBETH 32 €eKTHBHA KOHTPAISIIITHS,
JIOpH JIa € ¢ aMeHopest

. Tst TpsiOBa 11a € B ChCTOSTHHE J1a Cra3Ba e(heKTHUBHU KOHTPAICNITUBHU MEPKU

o Ts e uaopMupana u pa3dupa NOTESHIIMATHUTE MTOCIEACTBUS OT OPEMEHHOCTTA U
HE0OXOIMMOCTTa OT He3abaBHA MEIUITMHCKA KOHCYJITAINS, aKO UMa PHCK OT 3a0peMeHIBaHe

o Ts pa3Oupa Hy)KAaTa Ja 3arovHe JICYCHHETO Bh3MOKHO HAl-CKOPO CIIE/ OTITYyCKAHETO Ha
MOMANUIOMHUJI CIIe]T OTPUIIATEIICH TECT 32 OPEMEHHOCT

o Ts pa3zdoupa He0OXOMUMOCTTA | IIPHEMa Ja ce ToajIara Ha TECTOBE 3a OpEMEHHOCT ITOHE Ha

BCEKH 4 CeIMHIIN, OCBEH B ClTydail Ha MOTBBP/CHA TyOapHa CTEPHIN3AIUI

° Ts moTBBpXK/AaBa, 4e pa3dbrupa pUCKOBETE U HEOOXOIUMUTE MIPENa3Hi MEPKH, CBBP3aHHU C
M3TO0I3BAHETO HA TIOMATTUIOMHUI.

[IpenmucBamusr ekap TpsAOBa 1a OCUTYPH IIPH KEHHUTE C JIETEPOIeH TTOTEHIINAT, Ye:

° NanueHTKaTa CC MpUAbpPIKA KbM YCJIOBUATA HA HporpaMaTa 3a OpeAra3BaHe OT 6peM€HHOCT,
BKJIIOYBAIHX U IIOTBBPXKACHUEC, Y€ TS IIPOABABA JOCTATHYHO pa36HpaHe
° NanueHTKaTa € MOTBbpANIa rOpeCIOMCHATUTE YCJIIOBUA.

HpI/I MalyeHTU OT MBIKKHU I10JI, IpUeMaliy noMaaiuaoMua, q)apMaKOKI/IHCTI/ILIHI/ITe JaHHU ITOKa3BaT, 4yc
MOMAJTMIOMHJT CE ChABPKa B YOBEIIKATa CIiepMa 0 BpeMe Ha JiedeHune. KaTo npeanasHa Msapka u
KaTO Ce UMAT MPEJIBU]I CIICIIUATHUTE MOMYJIAIMK ¢ MOTEHIMAIHO yIBIHKEHO BpeMe Ha eTMMHHUPAHE,
KaTO Halpumep T-IepHOleO6HO YBpEXKaAaHE€, BCUYKHU IMalUCHTU OT MBXKKH I10JI, ITpUeMaliu
MIOMAaJTHIOMHI, TPSOBA JIa OTTOBapSIT HA CICAHUTE YCIOBUS:

. [MarueHTHT pa3dupa OYaKBaHUS TEPATOTCHEH PUCK MTPH MOJIOB KOHTAKT ¢ OPEeMEHHA JKEeHa M
JKeHa ¢ JeTePOJICH MOTEHIUAIL.

. Toii pazbupa HEOOXOJUMOCTTa OT U3IOJI3BaHE HA MPE3EPBATHB MPH ITOJIOB KOHTAKT C OpEeMEHHA
JKeHa WJIH JKeHa C JAETEPOJICH MOTCHIIAI, KOSITO He Mpuiiara e()eKTHBHA KOHTPAIICTIIUS, TTPe3
IAJI0TO BPEMETPacHe Ha JICYSHHUETO, 110 BpeMe Ha IMPEKbCBAaHE HA TPHEMa U B MPOIBIKCHHE HA
7 IHY cJIell BpeMEHHO MPEKbhCBAHE Ha MPUEMa U/WJIH CITUPAHE Ha JICUEHUETO. TOBa BKIIFOUBA
MBKE, Ha KOUTO € U3BBPIICHA Ba3eKTOMUS, KOUTO TPsiOBa Ja N3IOJI3BAT MTPE3ePBATUB TIPU
CEKCyaJIeH KOHTAKT ¢ OpeMEeHHa JKeHA WIIH JKEHA C JICTEPOJICH MOTEHIINAN, Thi KATO CEMEHHATA
TEYHOCT MOXKE€ BCC IIaK Ja CbAbpPiKa MOMAJINIOMUI U B OTCBbCTBHUETO HA CIIEPMATO30MUTU.

o Toit pa3bupa, e ako mapTHEOPKaTa My 3abpeMeHee, TOKaToO TOH IIpreMa IIOMaTHIOMU]T FITH
7 OHU clien KaTo € CHpsul a MpueMa MOMAaIMAOMHU/I, TOH TpsiOBa He3a0aBHO Ja YBEJOMH CBOSI
JISKYBaIII JISKap ¥ Y€ ce MPerophyBa MapTHLOPKATA J1a ObJIc HACOUCHA 32 OI[CHKA U ChBET KbM
JieKap, Crieliaiu3upaH Uk ¢ OMUT B TEPATOJIOTHUSITA.

Kontpanenmus

JKenu ¢ geTepoeH MOTEHITHA TPSIOBa 1a U3IIOI3BAT MOHE eNUH e(DEKTHUBEH KOHTPAICTITUBEH METO/
moHe 4 CeAMUITA MPETU TePaIUATa, TI0 BpeMe Ha TepanuaTa U oHe 4 CeAMUIIH CIIe]] TeparnusiTa ¢
MOMAJIUJIOMUJ, U JOPU IPU BPEMEHHO MPEKbCBaHE, OCBEH aKO MAaIlUeHTKATa BH3IPUEME ITBIHO U
MIPOIBIDKATETHO BB3IbPIKaHHE, TTOTBBPIKIABAHO €KEMECeUHO. AKO TAIMEHTKATa He € M3I0JI3Baja
e()eKTHBHA KOHTpAIICIHUs, TS TPsIOBa Ja Ob/ie HACOUCHA KbM MEIUITMHCKH CIICIIUAIUCT ChC
CHOTBETHATA MOATOTOBKA 332 KOHCYJITAIIMS 32 KOHTPALCIIHS, 32 Ja CE 3all0YHE NPOBEKAAHETO HA
TaKaBa.
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Mosxe 1a ce OOMHCIIAT CICIHUTE MPUMEPH 32 TOIXOASAIIN KOHTPACITUBHI METO/IH:
° WMmnnanrar

BrrpemaTouna cuctema, 0cBOOOKaBaIa JIEBOHOPTECTPET

Jemo ¢popma Ha METPOKCHUTIPOTECTEPOH arleTat

TyO6apHa cTepunnzanus

[TomoBM KOHTAKTH caMO C MAPTHHOP, IPU KOWTO € U3BBPIIEHA Ba3eKTOMUS; Ba3eKTOMUSITA
TpsIOBa Aa € MMOTBBPICHA C IBa OTPHUIIATEIIHN aHAIHM3a Ha criepMa

. WNuaxubupamy oBynanusTa XanieTa caMmo ¢ MporecTepoH (T.€. 1e30recTpen)

He ce npenoppuBaT KOMOMHHpAHH ITEPOPATHI KOHTPALENTHBHH CPEICTBA P MAIIUEHTKH C
MYJITHILIEH MHEJIOM, TIpUEMAIY TOMATHIOMH/] ¥ IEKCaMETa30H, IIOPaIU MIOBUIICHUS PUCK OT
BEHO3HA TPOMOOeMOOIHS (BXK. CBINO ToUka 4.5). AKO HarfeHTKaTa IprueMa KOMOHHHUPAHH ITepOpaTHU
KOHTpAaLCUTUBHU, TA TpSI6Ba Ja IpEMHUHE Ha €/IUH OT e(i)eKTI/IBHI/ITe METOIH, I/I36pOGHI/I mo-rope. Puckst
OT BEHO3Ha TpoMO0eMOO0IIHs TpoIbiKaBa 4-6 CEIMHIIM cliell IpeKpaTsIBaHe Ha KOMOMHHpaHaTa
nepopaiHa koHTpaneniys. EdukacHocTTa Ha KOHTPAIICNITUBHUTE CTEPOUIHN MOXKE JIa € HaMaJleHa MPH
€IHOBPEMEHHO JICUEHHE C IeKcaMeTa30H (BXK. Touka 4.5).

HmnnaHtaTuTe 1 BBTPEMAaTOYHUTE CUCTEMHU, OCBOOOXKIaBAIIH JIEBOHOPIECTPE, CE CBBP3BAT C
HOBHUIIIEH PUCK OT HH(EKIMS IPHU IIOCTaBIHETO UM M HEPEIOBHO BarnHajaHO KbpBeHe. TpsiOBa na ce
oOMHUCIH aHTHOMOTHYHA MPO(UITAKTHKA OCOOEHO NPY MAIIMEHTKH C HEYTPOTICHHUS.

He ce mpenopbuBa nmocraBsHe Ha BETPEMATOYHH CHCTEMH, OCBOOOKIaBAIIIA ME]I, TIOPaIH
MOTCHIINATHUS PUCK OT HH(EKITUS TIPH MMOCTABIHETO MM U 3ary0a Ha MEHCTpyallHa KPBB, KOUTO MOXKE

Ja U3JI0KaT Ha PUCK MAJUCHTKHU C TCXKKa HCYTPOIICHUA UJIU TCIKKaA TpOM6OHI/ITOHCHI/ISI.

TecToBe 3a OpeMEHHOCT

[Ipu >xeHHTE C AETEPOACH MOTEHINAN, ChITIACHO MECTHATA IPAKTHKA, TI0]] IEKAPCKH KOHTPOJ TpsiOBa
Jla ce IPOBEXKIAT TECTOBE 32 OPEMEHHOCT C MUHUMAaITHA 9yBCTBUTENHOCT 25 mlIU/ml, kakro e
MMOCOYEHO IM0-10,Ty. ToBa M3UCKBAaHE ce€ OTHACS M 32 )KEHUTE C JICTEPOJICH MTOTCHITHAJ, KOUTO CIIa3BaT
IIBJIHO U TPOJIBIDKUTEIIHO Bh3IIbpKaHue. B ujeanHus ciydail TeCThT 32 OPEMEHHOCT, U3/JaBaHETO Ha
peuenTaTa 1 OTITyCKaHETO Ha JEKAPCTBEHUS MIPOIYKT CE€ OCHILECTBIBAT B €AMH U CHIII JICH.
OTHyCKaHeTO Ha MIOMaJIMAOMHK HA KCHU C JIGTCpOIIeH IIOTCHIUAJT TpSI6Ba J1a cTaBa B paMKI/ITe Ha

7 nHM cliell PEaNUCBaHETO.

IIpeou 3anousane Ha nevenue

Tect 32 OpeMEHHOCT 1101 JIEKAPCKH KOHTPOJI TPSIOBA J]a ce MPOBEIe PH KOHCYIITAIMSITA, KOTaTo ce
MIPEIICBa TOMATUAOMUL, WIK TIpe3 3-T€ JHH MPEIU MOCEIICHUETO PU TPESIHCBAIIHS JISKap, aKo
nalueHTKara ¢ npuiarana eeKTHBHA KOHTPAISTINS MOHe B ocieanuTe 4 ceamuiy. [lenta Ha TecTa
€ Jla MOTBHP/IH, Ye NalMeHTKaTa He ¢ OpeMeHHa KbM MOMEHTA Ha 3all0YBaHe Ha JICUYCHUETO C
OMAJTUAOMH/.

IIpocnedssane u Kpaii Ha nevwenuemo

Tecr 3a GpeMEHHOCT 10O/ JIEKAPCKU KOHTPOJI TPsIOBa Jja e IIPOBEX/a [IOHE Ha BCEKH 4 ceaMuiy,
BKJIIOUMTEITHO TIOHE 4 CEeMUIIM CIIE Kpasi Ha JIeUeHHETO, OCBEH B ClIy4yail Ha MOTBBpPACHA TyOapHa
crepuin3anys. Te3u TecToBe 3a OpeMEHHOCT TPsiOBa 1a ce NPOBEKAAT B ICHS Ha NIPEANNCBAaHE Ha
JIEKapCTBOTO WIIK TIpe3 3-Te JHU TPEH MOCEIIEHNETO IPH IPEATTICBAIIHS JIEKap.

JIO'BIIHUTENHY TIPEAIIa3HH MEPKHU

[NanmenTure TpsOBa na ObAAT HHCTPYKTUPAHU NIPH HUKAKBH OOCTOSATEIICTBA Ja HE aBatT
JIEKapCTBEHUs IPOLYKT Ha APYTU JIMLA U Ja BPBIIAT HEU3IOJI3BAHUTE B Kpasi Ha JICUEHUETO KAICYIU
Ha cBOs (hapMarieBT.
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[Maruenture He TpsiOBa Aa MapsBaT KPBB WM CIIEPMa MO BPEME Ha JICUCHHETO (BKII. M 10 BpeMe Ha
MPeKbCBaHe Ha MpHeMa) U B IPOIbIDKEHHE Ha TOHe 7 JIHU CIIe]] IPEKpaTsBaHe Ha JICYSHUETO C
IIOMAJIAOMHUI.

MenuIMHCKUTE CIICIUANTNCTH U OOTHOTIIeIaunTe TPsOBA Ja M3MOA3BaT PHKABUIIH 32 ¢HOKPATHA
ymotpeba, KoraTto padoTAT ¢ OJucTepa Witk Karcynure. JKeHu, KouTo ca OpeMeHH! WK TTOA03UpaT, ve

MOJXKe J1a ca OpeMeHHH, He TPsAOBa ga padboTAT ¢ 6mucTepa wiu Kancynure (Bx. Touka 6.6).

OOYYHTENHNA MAaTEPUAIIN, OTPAHUYEHHS 33 IPEAIMCBAHE U OTIYCKAHE

C uen Ja ce TOMOTHE Ha MAIMSHTUTE J1a U30erHaT eKCIo3uIus Ha peTyca Ha MOMaIUIOMUI,
NPUTEKATEISIT Ha pa3pelleHHeTo 3a yrnorpeda 1ie NpeaocTaBu Ha MEIUIIMHCKUTE CIELUAINCTH
00y4nTeIeH MaTepral, MOICHIIBAII IPEIYNPEKACHUATA 32 OYaKBAaHATA TEPATOTCHHOCT Ha
MOMAJIMAOMH/I, JaBall] ChBET 3a IPUJIaraHe Ha KOHTPALCNUs IpeJl HA4aloTo Ha JICYEHUETO U
HACOKH 32 HE0OXOIMMOCTTa OT MPOBEXJaHEe Ha TecToBe 3a OpeMeHHOCT. [IpeanucBanusr jexap
TpsI0Ba 1a HPOpPMIpa MANMEHTA 332 OYAKBAHMS TEPATOTeHEH PHCK M 3a CTPOTHUTE MPENa3Hi MEPKH
cpenry 3a0peMeHsiBaHe, KaKTo ca onpeaernenu B [Iporpamara 3a npezmnasBane oT OpeMEHHOCT, U 1a
Jazie Ha TalMeHTUTe ChOTBETHATa 00y4YHTEeIHA Opollypa 3a ManyueHTa, KapTa Ha MalueHTa u/uinm
€KBHBAJIEHTHO CPEJICTBO, ChITIACYBaHH C HAIIMOHAIHUTE KOMIIETEHTHH OpPTaHU. B ChTpyIHHYECTBO ¢
BCHYKY HAIIMOHAIHU KOMIIETEHTHU OPTaHH € BbBEIeHA Mporpama 3a KOTPOJIMPaH JIOCThII, KOSTO
BKJIIOUBa M3MOJI3BAHETO HA KapTa Ha MallMeHTa 1/UIi eKBUBAIICHTHO CPEJCTBO 32 KOHTPOJ Ha
NPEANUCBAHETO W/UIU OTIyCKaHETO M ChOMpPaHEeTO Ha JaHHM, OTHACAIIN CE A0 MOKa3aHHUETO, 3a [1a ce
cren yrnorpedara U3BbH 0Z00OPEHOTO IMOKa3aHHe Ha TEPUTOPUATA HA cTpaHaTta. B maeannus cirydait
TECTHT 32 OPEMEHHOCT, U3JIaBaHETO Ha PEleNnTaTa U OTITyCKAHETO Ha JIEKapCTBEHUSI TPOAYKT TPOBa
Jla CTaBaT B €OUH U CbI AeH. OTIyCKaHEeTO Ha MOMAJIHIOMUJ Ha EHHU C AETEPOACH MOTEHIHAT
Tpsi0Ba J1a cTaBa B paMKUTE HA 7 JTHH CJIE] IPEIMCBAHETO U CJIe]] OTPHUIATENICH PE3yITaT Ha TECT 3a
OpEMEHHOCT IOJ1 JIEKApPCKU KOHTPOJI. PerientuTe 3a eHU ¢ AeTepoieH MOTEHIMAaI MoraT Ja ObJarT C
MaKCHMAaJIHa POJBIKUTEITHOCT Ha JICUSHUETO 4 CeIMHUIN B ChOTBETCTBUE ChC CXEMUTE Ha MpHUJIarane
3a o00peHuTe MoKa3zaHus (BX. Touka 4.2), a peenTuTe 3a BCHUKHU JIPyTd MallMeHTH MOTaT Ja ObJar ¢
MaKCHMAaJTHa TIPOIBIDKUTEITHOCT Ha JICUSHHETO 12 ceMUIH.

XeMaTOIOTHYHU ChOUTHUS

HeyTponenus e Haii-4ecTo choOIIaBaHAaTa XeMaTOJIOTHYHA HEXKEJIaHa JICKAPCTBEHA peaknus oT 3-Ta
WK 4-Ta CTETEeH MPY MAalUeHTH ¢ PeUUANBUpa/pePpakTepeH MyJITHIUIEH MHEJIOM, CJICABAHA OT
aneMus 1 TpomOouuTonenus. [lanuenture TpsiOBa na ce HaOMIOABaT 32 XEMaTOJIOTHYHH HEXXEIaH!
JIEKapCTBEHU peaKilii, 0cOOeHO 3a HeyTporieHus. [lanmenTuTe TpssOBa Ja ObJjaT NOCHBETBAHH 1A
cboOmIaBar 3a GpeOpwiiHu enu3oau He3abaBHO. JlekapuTe TpsiOBa 1a HAOMIOAAaBAT MAMCHTHUTE 32
NpU3HAIM Ha KbPBEHE, BKIIOYUTEIIHO EMUCTaKCHC, OCOOCHO MpH yrnoTpeda Ha ChIIbTCTBALIH
JIEKapCTBEHU NMPOAYKTH, 32 KOUTO € U3BECTHO, Y€ yBEIUUaBAT PUCKA OT KbpBEHE (BX. TOUKa 4.8).
IIbnHara KpbBHaA KapTHUHA TpSI6Ba Ja c€ Cjieau Ha U3XO0JHO HUBO, €KECCIMUYIHO ITPE3 IbPBUTE

8 cenMuIM 1 exxeMeceyHo ciiesl ToBa. BE3MOKHO € Jja ce HaloXKu IpoMsiHa Ha J103aTta (BXK. Touka 4.2).
ITpu HAKOM MAIMEHTH MOKE J1a C€ HAJI0XKU HOAIBPIKALIO JICUEHHE C KPBBHU NPOLYKTH H/HIIH
pactexHu (axropu.

TpomboeMOOIMYHN CHONTHS

ITannenTtyn, moTy4aBamy MOMaTHIOMHUJI HIIM B KOMOUHAIHS ¢ 60pTe30Mub U JeKCaMeTa30H, WIH B
KOMOHMHALMS ¢ AEKCaMETa30H, ca MOJYYHIN BEHO3HH TPOMOOEeMOOINYHY CHOUTHS (IPEAUMHO
IIBIIOOKA BEHO3HA TPOMOO03a 1 6eoI[poOHa eMO0IHs) U apTepUaTHA TPOMOOTHYHH ChOUTHS (MH(papKT
Ha MHOKapa v riepedpoBacKyapeH HHIUACHT) (BX. Touka 4.8). [lanineHTH ¢ M3BECTHH PUCKOBH
(akTopu 3a TpPOMOOEMOOIHSI — BKIIIOYHTEIHO MpeALIecTBala TpoMO03a — TpsioBa Aa 6baaT
HaOnroaBaHu BHUMaTenHo. TpsiOBa a ce mpennpuemMar ASHCTBHS B OIIUT Aa Ce CBEAAT 10 MUHUMYM
BCHYKU U3MEHSAEMH PUCKOBH (pakTopH (Hamp. MyIIeHe, XUIIEPTOHUS U XUIICPIUITUAECMUS).
[IpernopbUNTENHO € MAUEHTUTE U JIeKapuTe Ja HaOIroIaBaT 3a IpU3HAIK U CUMIITOMU Ha
Tpomboembonus. [lanuenture TpsOBa ga ObAAT HHCTPYKTHPAHU 1A THPCAT MEAULMHCKA TOMOIL], aKO
Pa3BUSAT CUMIITOMH KaTo 331yX, O0JIKa B TbpAMTE, [10SIBA HA OTOLM IO PBIETE MM KpaKara.
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[IpenopruBa ce aHTHKOAryJIaHTHA Tepanus (OCBEH aKO € MPOTUBOIOKA3aHO) (KaTO alleTHIICATUIINIOBA
KHCeNNHA, Bap(apuH, XemapiH WiH KIOTHOTPEIN), 0COOCHO MPH MAMEHTH C AOMBIHUTESITHU
TpOMOOTHYHHU PUCKOBHU (akTopu. PenieHune 3a 3anouBane Ha MpoQHUIaKTHKA TPSOBa Ja ce B3eMe Clie]
BHUMATEITHA OI[CHKA Ha HAJIMYHUTE PUCKOBU (DaKTOPHU HA OTIETHUS NMAIMCHT. B KIIMHNYHH
MPOYYBaHUS MANMEHTH ca TOTy4YaBalld IPOPIIAKTUIHO alleTHIICATUIIIOBA KHCEITMHA HITH
aNTepHATHBHA AaHTUTPOMOOTHYHA Tepanus. YnorpedaTa Ha epUTPOTIOSTUIHH CPEICTBA BOIH IO PHCK
OT TPOMOOTHYHH CHOUTHS, BKII. TPOMOOEMOOIHs. 3aTOBa EPUTPOTIOCTUYHUTE CPEIICTBA, a TaAKa CHIO U
JOpPYTH CPEICTBA, KOUTO MOTAT J1a YBEJINYAT PUCKa OT TpOMOOEeMOOINYHN CHOUTHS, TPsIOBa Ja ce
MIpUJIaraT C MOBUIIIEHO BHUMaHUE.

Hapymennsa Ha IUTOBUHATA JKJIE3a

CroOmaBanu ca ciiydad Ha XHIOTHpeonu3bM. [Ipenn HauanoTo Ha JIEYEHUETO ce penophyuBa
ONTHUMAJICH KOHTPOJI Ha ChITBTCTBAIINUTE 3a00JISIBAHNS, BIMSICIU BbPXY (PYHKIHUATA HA IUTOBUIHATA
xiesa. [IpemoppuBa ce mpocnensBane Ha PyHKIMATA HA IIUTOBUIHATA JKJIe3a Ha U3X0JHO HUBO U B
X0/Ia Ha JICYEHUETO.

Ilepudepua HeBponaTus

[TanmenTn ¢ Hamu4HA neprudepHa HEBPOMATHS > 2-pa CTENeH ca U3KIIOYeHH OT KITMHUYHUTE
NpPOYYBaHUS ¢ NIOMAIMAOMHI. TpsaOBa Ja ce MoAX0XK/a ¢ Hy)KHaTa [PeIa3IuBOCT, KOTaTo ce
0OMUCIIS JICUSHUETO Ha TAKWBA MAIIMEHTH C IIOMATUAOMUI.

3HaunMa chbpledyHa AUCHYHKINS

[TanmeHTH ChC 3HAYMMa ChpAcUHa TUChHYHKINA (3acToitHa chpAedHa HenocTaThIHOCT [NY Heart
Association knac Il mwim [V]; nadapkT Ha MHOKapaa B paMKHUTe Ha 12 Mecela ciief 3amo4YBaHe Ha
IIPOYYBAHETO, HeCTa6I/IHHa HJIN HEC3aJJOBOJIMTCIIHO KOHTPOJIMPaHa CTGHOKapI[I/Iﬂ) Ca U3KJIKOUYCHH OT
KJIMHUYHUTE NPOYy4BaHus ¢ noManuaomus. CpoOmiaBa ce 3a CbOUTHS, CBbP3aHHU ChC CHPILETO,
BKJTIOYMTEITHO 3aCTOWHA ChpAEeYHA HEJOCTAThYHOCT, OEI0APOOEH OTOK H MPENCHPIHO MBKICHE (BK.
TouKa 4.8), TIaBHO MPH MAIlMEHTH ChC CHIIECTBYBAIIO ChPJACYHO 3a00JIIBaHE WIIM PUCKOBU (aKTOpH
10 OTHOLIEHHE Ha chpLeTO. TpsadBa Ja ce MoAxoxk/Ia ¢ HyKHaTa MPEAna3IuBOCT, KOraTo ce OOMHCIIA
JICYEHUETO Ha TAaKWBa MAIMEHTH C TOMATUAOMU/I, BKIIOYUTEITHO TIEPUOIMIHO HAOIIOIEHUE 32
IMpU3Han UJInu CUMIITOMHA Ha C'b6I/ITI/I$I, CBBpP3aHU CHC CHPUECTO.

TyMoOp-nu3uc CHHAPOM

[TarmenTHTe ¢ Half-TOJIIM PHUCK 3a pa3BUTHE HAa TYMOP-JIM3KUC CHHAPOM Ca T€3H C BUCOKO TYMOPHO
HaTOBapBaHE MPEAM 3all0YBaHE HA JIEUEHUETOo. Te3u nanueHTH TpsoBa Aa ce HabIoAaBaT BHUMATEIHO
U J1a ce B3eMaT HOAXOISIIH Mpela3sHi MEPKU.

BTopu nbpBUYHU 310KaYE€CTBEHU 3a00/19BaHUs

IIpu maruenTH, MoTydyaBaIiy IMOMaInJI0OMHU] CE ChOOIaBaT BTOPH ITEPBUYHH 37I0KAY€CTBCHH
3a00JIsIBAaHUS KaTO HEMEJIAHOMEH pak Ha KokaTa (Bxk. Touka 4.8). Jlekapute TpsiOBa BHUMATEIIHO J1a
OIICHSIBAT MAIIMCHTUTE 32 HAJITMYUETO Ha BTOPU IIbPBUYHH 3JI0KAYECTBEHH 3200JIIBaHUS TIPEIU H 110
BpeMe€ Ha JIEYeHHETO, KaTO M3IOJI3BAT CTAaHAAPTEeH CKPUHHMHT 32 pakK, U Jja Ha3HayaBaT JICYEHUE CIIOpe]]
MOKa3aHUETO.

AJ'IGDFI/I‘IHI/I PCAKIIMU U TCKKHW KOXHH PCAKITUN

CroO1m1aBa ce 3a aHruoe/ieM, aHa(QUITAKTHYHA PEAKIU U TEKKHU JIEPMATOIOTUYHH PEAKIIHH,
BriountenHo SJS, TEN u DRESS, npu ynorpebata vHa nomanumomun (Bx. Touka 4.8). [TannenTure
TpsiOBa a ObIAT KOHCYJITUPAHU 32 MPU3HALIMTE U CAMIITOMHUTE Ha TE3W PEAKIIUH OT MPEANMCBAIINTE
JIeKapu, v TpsiOBa Aa 0BT MHCTPYKTUPAHU Ja MOTHPCIT He3ab0aBHO JEKapCKa ITOMOII, aKO Pa3BHSIT
te3u cumnromu. [lomamunomuna TpsiOBa Aa ce mpeycTaHOBH MpH eKcdonraTuBeH wiu O0ylio3eH 00puB
i ako nma ceMueHus 3a SJS, TEN uimn DRESS u He TpsOBa 1a ce moTHOBSIBA Clie/ MPEKpaTIBaHE
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TO My IOpaJu Te3u peakuuu. [laruenT ¢ aHaMHe3a 3a CepUO3HU aJepruiyHU PEaKluU, CBP3aHu C
JICYECHUE C TAIUJOMUJ U JICHATUAOMU, Ca M3KITFOUYEeHHU OT KIMHUYHUTE NpoyuyBaHus. TaknuBa
MAIMEHTH MOJKE Ja ca ¢ MO-BUCOK PUCK OT PEaKIINU Ha CBPHXUYBCTBUTEITHOCT U HE TpsiOBa 1a
nosryyaBaT nomManuaoMua. [Ipu koxen oOpuB oT crerneH 2-3 TpsiOBa aa ce 0OMUCITU MPEKbCBAHE Ha
rpreMa WM TpeKpaTsIBaHe Ha JISYeHHeTo ¢ moManuaomu. [lomanmnnomun TpsOBa na ce mpekpaTH 3a
MOCTOSIHHO TIPW aHTHOEEM U aHA(DMIIAKTUIHA PEaKIIHSL.

3aMassHOCT U 0OBLPKAHOCT

[Ipn n3non3BaHe Ha TOMAaIHIOMH/] Ce ChOOIIaBa 3a 3aMasiHOCT ¥ ChCTOSHHE Ha 0OBPKaHOCT.
[NanmenTure TpsOBa 1a U30ATBAT CUTYaLUH, IPY KOUTO 3aMassHOCTTa WM OOBbPKAHOCTTa MOTaT Ja
Obaat npobiieM, U 1a He IpUeMaTt IpyTHu JIEKapCTBEHH NPOIYKTH, KOUTO MOTAT a MPUIHHAT
3aMasHOCT WK OOBPKAHOCT, 0€3 IbPBO A2 NOTHPCAT MEAULUHCKHU ChBET.

Hurepctuimanua 6enoapooua 6onect (MBB)

WBB u cBbp3aHu cHOUTHS, BKIFOYUTEIHO CIIyYyad Ha THEBMOHUT, C€ HAOJI0aBaT PpU MOMATHIOMHUI.
TpsOBa na ce U3BBPIIM BHUMATEIHA OIEHKA Ha MMAIUEHTHTE C OCTHP MPUCTHIT WK HEOOSICHIUMO
BJIOIIIaBaHE Ha OCIIOAPOOHUTE CHMIITOMH, 32 Aa ce n3kimoun MBb. [Tomammmomuy TpssoBa na ce
MPEKbCHE, TIOKATO Ce U3CeaABar Te3u cumnromu U ako BB Obie moTebpaeHa, TpsiOBa 1a ce 3armouHe
nonxozsio nedenue. [lomanmuaomua TpsiOBa fa ce MOJHOBU CaMo CJIe ISIOCTHA OIEHKA Ha MOJI3UTE
Y PHUCKOBETE.

YepHoaApOOHU HAPYILIEHUS

[pu nanueHTy, TeKyBaHU C TIOMATUIOMHU], Ce 3a0elsA3BaT 3HAYMTETHO MTOBHUIIICHN HUBA HA aJlaHWH
amMuHOTpaHcepasa u ounupyOouH (Bx. Touka 4.8). ima u ciyyan Ha XemaTHT, KOUTO BOJAT A0
npeKpaTsBaHe Ha moMaauaoMu. IIpenopbuBa ce peoBHO NpocieasiBaHe Ha YepHOApOOHAaTa
GyHKIMS Ipe3 MbpBHUTE 6 Mecela OT JICYSHUETO ¢ MOMATUIOMHUJT M CJIE]T TOBA KAaKTO € KIMHUYIHO
MIOKAa3aHo.

HNudekun

Psiniko ce choOI1aBa 3a peakTHBHpaHE Ha XEMaTUT B mpu naiueHTH, noayJyaBaiiy TOMaTuI0MHU] B
KOMOMHAIUS C JIEKCAMETa30H, KOUTO MPEaU TOBa ca Oniu WHQEKTUPAHU C BUpYyca HA XenaTut B
(HBV). Hsikom OT T€3u ciy4an Mporpecupar 0 OCTpa YepHOApoOHa HeIOCTaThYHOCT, BOJIEIIA JI0
MPEKPATIBAHETO HA MOMAJTUAOMUJI. BUPYCHUSAT cTaTyC MO OTHOIIIEHUE Ha XenaTuT B TpsiOBa 1a 0ble
YCTaHOBEH MPEIH 3alI0UYBAHE HA JICUCHUE C TOMATUIOMHUI. 3a MalUEeHTH, KOUTO Ca MO3UTUBHU 32
HBYV undexnus, ce npernopbuBa KOHCYITAIUS C JIEKap C ONHUT B JIedeHHeTo Ha xenaTut B. TpsoBa na
ce TIOIXOKa TIPS IIAa3IuBO, KOTATO MIOMAIMIOMU] B KOMOWHAIIMSI ¢ IEKCAMETa30H Ce Tpriara mpu
MAIMEeHTH, KOUTO MPeu ToBa ca Ounu nHpektupanu ¢ HBV, BkitounTenHo naiueH T, KOUTo ¢a anti-
HBc no3utnean, Ho HBsAg neratuau. Te3u nanueHTH TpsiOBa aa ce HaOIMI01aBaT BHUMATEIHO Tpe3
IISTIOTO BpeMeTpacHe Ha TepaIusaTa 3a MPU3HAIM U CUMIITOMH Ha akTiBHA HBV nHpexus.

IIporpecusna myntudokanaa geskoenuedanonarus (ITMJI)

Cw00I1IeHH ca ciiyyad Ha IPOrpecuBHa MyJITU(OKAIIHA JICBKOCHIIE(AIONATHSI, BKIFOUUTEITHO C
JIeTaJIeH U3X0J1 IpH yrnoTpedara Ha momanuaomua. 3a [IMJI ce cro0maBa HAKOIKO Mecera J10
HSIKOJIKO TOJMHU CJIe]] JIeueHUeTo ¢ momManuaoMua. ChoOIECHUTE CITydan ca OOMKHOBEHO MPH
MAaIMEeHTH, KOUTO MPUEMAT ChITbTCTBAIO JSKCAMETAa30H, HJIU ca OMJIM Ha MpeIiecTBalia apyra
UMYHOCYIIPECUBHA XUMuoTepanus. JlekapuTe TpsOBa Ja MPOCeIsABaT MAIMCHTUTE PEIOBHO U J1a
Bkitoyat [IMJI B nudepeHnmanaTa quarnosa npy manueHTH ¢ HOBOOTKPUTH HJTH BIIOIIIABAIIY CE
HEBPOJIOTMYHHU CUMIITOMHU, KOTHUTHBHH WJIM [TOBEACHYECKH MTPU3HALM WIH cUMOTOMU. ChIIO Taka
MaIMeHTUTE TPsOBa Jja ObAAT MOChBETBAHM J]a MHQOPMHUPAT MAPTHROPA CH WM JIUIIATa, KOUTO Ce
TPYXKAT 3a TAX, 33 JICUYCHUETO, Thil KaTO T€ MOTaT Jia 3a0eeKaT CUMIITOMY, KOUTO MAIllUCHTHT HEe
3a0esa3Ba.
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Onenkara 3a [IMJI TpsiOBa 1a ce oOCHOBaBa Ha HEBPOJIOTMYHO H3CIIEIBAHE, SIAPCHO-MAarHUTCH
pEe30HaHC Ha MO3bKa M aHAIHM3 Ha TphOHaYHO-Mo3buHaTa TeqHoct 3a JIHK wa JC Bupyca (JCV) upe3

nonumepasHa BepmwxkHa peakius (PCR) nin mo3puna OGuoncus ¢ rectBane 3a JCV. OTpunareHusT

pesynarat ot PCR 3a JCV ne uskirousa [IMJI. Bs3MOXKHO € 1a Ce HATOKH JOMBIHUTEITHO
MIpocIesIBaHe U OIIEHKa, aK0 He MOKe J1a ObJie TOCTaBeHa aJITepHATHBHA IMArHo3a.

Axo nma ceMHeHus 3a [IMJ], mo-HaTaThIIHOTO MpHIIaraHe clie[Ba Ja ce MPEyCTaHOBHU, JOKATO HE Ce
mkmoun [IMJI. Axo ce motespan [IMJI, moMamumoMu TpssOBa 1a ce MPeyCTaHOBH OKOHYATEITHO.

CopabppikaHue Ha HATPUI

To3u JekapcTBEH MPOAYKT ChABPKA MO-MaIKO oT 1 mmol HaTpwii (23 mg) Ha Karcyna, T.e. MOXe /1a
Ce KaXke, 4e MPAKTUYCCKU HE ChIAbPKa HATPHIA.

4.5 BszamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHN NPOAYKTH M APYTrH (POPMH Ha B3auMojeiicTBHe

Edexr Ha MOMaIMIOMUI BBPXY APYIH JEKAPCTBEHHN IPOAYKTH

He ce ouakBa momManuaoMu a NpeAu3BUKa KIIMHUYHO 3HAYUMHU (hapMaKOKUHETHUHU
B3aMMOJICHICTBUS TIOPaIi MHXUOUpaHe Wik nHAyKnus Ha P450 uzoeH3uM win nHxuOupane Ha
TPaHCIIOPTEPUTE, KOTATO CE€ MPHIIara eTHOBPEMEHHO ChC CyOCTpaTH Ha TE3W CH3UMHU WIIN
TPaHCIIOPTECPH. HOTGHHI/IaH’bT 3a HOI[O6HI/I B3aI/IMOI[eI\/'ICTBI/I$I, BKIIFOUHUTCEIHO ITOTCHIUMAJIHOTO BJIIMSAHHUEC
Ha MIOMAIUJIOMU]] BEPXY (hapMaKOKWHETHKATa HA KOMOWHUPAHU TIEpPOPATTHYA KOHTPAIICITUBH, HE €
KIIMHAYIHO JOKa3aH (BXk. Touka 4.4 TepaToreHHOCT).

E(bCKT Ha JPpYIry JCKAPCTBCHHU NPOAYKTH BbPXY NOMAJTHUIOMUL

[Homanmunomuz ce merabonusupa yactuaao upe3 CYP1A2 u CYP3A4/5. Toii e cpimo u cyOcTpar Ha
P-rnukonporenHa. EMHOBpEeMEHHOTO MPHUIIOKEHNE HA TIOMATUIOMH/] C MOIIHUSI HHXHOUTOP Ha
CYP3A4/5 u P-gp kerokoHa3zo:1 unu ¢ Mouausg uHaykrop Ha CYP3A4/5 xapbamazenus Hiama
KJIMHUYHO 3HaYMM €(DEeKT BbPXY €KCIIO3ULUATA Ha TOMAaIUIOMUA. EMTHOBPEMEHHOTO NPHIIOKEHUE HA
mouraust nHxuOuTOp Ha CYP1A2 dhnyBokcaMuH ¢ TOMauIOMHK/I B IPUCHCTBUETO HA KETOKOHA30II,
yBeJIMYaBa cpe/iHaTa ekcrno3uuus Ha nomanuaomua 1o 107% ¢ 90% nosepurenen nntepsai [91% no
124%] B cpaBHEHHE C MOMATUAOMUJ IUTIOC KETOKOHA3011. [IpH BTOpO npoydBaHe 3a OLIEHKA Ha
npuHOca camo Ha nEXuOuTOp Ha CYP1A2 32 mpomennTe B MeTaboIM3Ma, EAHOBPEMEHHOTO
NPUIIOKEHNE caMo Ha (ITyBOKCAMHH C MOMAaIHUAOMHUI YBEINYaBa CpeHaTa EKCIIO3HIUS Ha
nomanugomua 10 125% ¢ 90% noseputenen unrepsan [98% no 157%] B cpaBHEeHHE caMo C
nomanuaomMua. Axo MommHu nExuouTopr Ha CYP1A2 (Hanp. mumpodIiokcanyH, eHOKCAIluH |
(hbyBOKCAaMUH) ce MpuiaraT ¢JHOBPEMEHHO ¢ MTOMATUIOMHUJI, HaMajieTe fo3ara noMaauaomus ¢ 50%.

[lexcamera3on

EnHOBpEMEHHOTO MHOTOKPAaTHO NMPWJIOKEHUE HA 03U OT MaKCUMyM 4 mg noManugoMus ¢ 20 mg 1o
40 mg nexcameTasoH (ciab 1o ymepeH uHaykrop Ha Hakonko CYP enszuma, rmrountenno CYP3A)
Ha MalyeHTH ¢ MYJATHILICH MHEJIOM HiMa e(peKT BhpXy (papMakOKMHETHKATa Ha MOMATHIOMU/ B

CpaBHCHUEC C IOMATIMAOMU], ITIpUJIarad CaMOCTOATEIIHO.

EdexTsT Ha excameTazoH BbpXY Bap(hapHH He € n3BecTeH. [IpenopbuBa ce BHUMATENHO Clie/IeHe Ha
KOHIICHTpAIIMATA HA BappapuH M0 BpeMe Ha JICYCHUETO.

4.6 @epTnanTter, )peMEHHOCT U KbpMeHe

KeHu ¢ geTepoAcH MOTCHIIUAI /KOHTDB.LICHHI/DI pH MBXKE U JKCHHU

JKenu ¢ nerepoeH noTeHmuan TpsOBa Jga U3MON3BAT €PEKTUBEH KOHTPAIICITHBEH METO/. AKO KEHa,
JICKyBaHa C TIOMAIUJIOMU]I, 3a0peMeHee, JISUYSHUETO TPsIOBa 1a ObJIe CIIPSHO U MalueHTKaTa TpsiOBa aa
ObJle HaCOYCHA 32 OIEHKA M CHBET KbM JIEKap CHEIHAIUCT WIH C ONUT B TEPATOIOTHATa. AKO
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NapTHHOPKA Ha MBK, JIEKYBaH ¢ IOMAIUAOMHUI, 3a0peMeHee, ce IpernopbyBa Ts Ja ObJe Haco4eHa 3a
OLICHKA M CHBET KbM JIEKap CIEIMAIUCT WM C ONUT B TepaTosiorusara. [lomanuaomun ce chabpika B
yoBelkara criepma. Karo npeanazHa Mspka, BCHUKU TTALMEHTH OT MBXKH TI0JI, IPUEMAIIH
NOMAJIMAOMHU/, TPSIOBa J1a U3MOJI3BAT MPE3ePBATHBU Mpe3 ISUI0TO BpeMETpacHe Ha JICUYSHUETO, 110
BpeMe Ha IIPEKbCBaHE Ha MPHEMa U B IPOIBIDKCHHUE Ha 7 JHU CIIeJ IPeKpaTsBaHe Ha JICYCHUETO, aKO
HapTHHOPKATa UM € OpeMEHHA WM C JIETePO/ICH IMOTEHINA U He TIPOBEKAa KOHTPALSTIIHUS (BXK.
Touku 4.3 u 4.4).

Bpemennoct

[Tpu xopa ce ouakBa TepaToreHeH eekT Ha momanuaoMu. [loManmuaoMua € IPOTHBOIOKAa3aH 110
BpeMe Ha OPEMEHHOCT U TIPH KE€HU C JIETEPOJICH TOTEHIINAJ, OCBEH KOr'aTo Ca U3ITBIHEHU BCUYKH
YCIIOBHS 3a TpeIa3Bane oT OpeMeHHOCT (BXK. Touka 4.3 u 4.4).

Kopmene

He e u3BecTHO Jaym moMaNuIOMH c€ eKCKpeTHpa B KbpMaTa. [loManuaoMus ce OTKprBa B KbpMara
Ha TUTHXOBE B TIEPUOJ HA JIAKTaIMs CJe]l MPIIoKeHHe Ha MalikaTa. [lopanu moTeHuana 3a Hexelanu
JIEKapCTBEHU PEAKITNH Ha IIOMAaTHIOMUI IIPpH KbpMadeTa, TPSAOBa Ja ce B3eMe pelIeHUE TajTu 1a ce
MPEeKpaTH KbPMEHETO N J]a CE CTIPE JICKAPCTBEHIS MMPOAYKT, KaTO CE B3eME MPEABHUI IT0JI3aTa OT
KBbPMEHETO 3a JIETETO U I0J13aTa OT TEpanusTa 3a KeHara.

depTunurter

YcTaHoBEHO €, Y€ TOMaTHIOMHU]] IMa OTPUIIATEITHO BB3ACHCTBHE BhPXY (EePTUINTETA U €
TepaTOreHEeH MPH )KUBOTHU. [ToManuaoMuI mpeMHHAaBa Mpe3 IUIAleHTaTa U Ce OTKPHBA B KPHBTA Ha
TJI0/A CJIeTT IPHIIIOKEHHE TIPU OpeMeHHH 3ainu (BXK. ToUka 5.3).

4.7 EdexTn BbpXy cnioco0HOCTTA 3a moupaHe u padoTa ¢ MAIIUHA

INomanuaomu NoBIMsABa B MaJKa JI0 yMEpEHa CTEHEeH CIoCOOHOCTTa 3a modupane u padbora ¢
mamHd. CpoO11aBa ce 3a yMopa, MOHWKEHO HUBO Ha Cb3HaHHE, OOBPKAHOCT U 3aMasiHOCT MPH
ynoTpeba Ha HOMaTUAOMU. AKO ca 3acerHaTH, HalueHTUTe TpAOBa fa ObJaT MHCTPYKTHPAHH A2 He
modupar, 1a He U3MOI3BAT MAITMHY 1 Ja HE M3IBIHABAT OMACHH 3aJIa4H, JTIOKATO Ce JIEKYBaT C
MTOMAaJIUIOMHI.

4.8 Hexenanu JekapcTBeHH peaKIMu

PesromMe Ha npoduna Ha Ge30macHOCT

Iomanuoomuo 6 kombunayus c bopmezomub u 0eKCamemasom

Haii-yecto cpobuiaBanuTe HapyLIeHUs! Ha KpbBTa U JInM$HAaTa cucteMa ca HeytponeHus (54,0%),
tpomOouunTonenus (39,9%) u anemus (32,0%). pyru Hail-uecTo cb0oOIIaBaHN HEXXETAHU PeaKun
BKJIIOYBAT nepudepHa cen3opHa HesponaTus (48,2%), ymopa (38,8%), nuapus (38,1%), 3amex
(38,1%) u nepudepen otok (36,3%). Haili-uecto choOIIaBaHUTE HEXKEIIAHU PEAKIIUU OT 3-Ta UK 4-Ta
CTEIIeH ca HapyLICHHs Ha KPbBTa U TUMQHATa cucTeMa, BKIIOUUTENTHO HeyTponeHus (47,1%),
tpomOoruTonienus (28,1%) u anemus (15,1%). Haii-uecTo cro0maBanaTa cepro3Ha HeXkelana
peaxius ¢ nmueBMonus (12,2%). Ipyru cho0IiaBaHu CEpUO3HH HEXEJIaHU PEaKI[UK BKJIFOUBAT
nupekcus (4,3%), MHPEKIUs Ha JOJTHUTE AuXaTelHu meTuina (3,6%), rpur (3,6%), 6enoapooHa
embonus (3,2%), npeacepaHo MbxkaeHe (3,2%) u octpo ObOpeuno yBpexnane (2,9%).

Tomanuoomuo 6 kombunayusi ¢ dexcamemasom

Hait-yecto cb0o0IIaBaHUTE HEXKENAHU PEAKIIUH MTPH KIMHUYHUTE POYYBaHUS ca HAPYIICHHS Ha
KpBBTa U IUMQHATA CUCTEMa, BKIIIOUUTETHO aHeMus (45,7%), neyrponenus (45,3%) u
TpoMOoruTonieHus (27%); oOmm HapyIIeH!s ¥ epeKTH Ha MSICTOTO Ha MPHUII0KEHUE, BKITFOUUTEITHO
ymopa (28,3%), nupekcust (21%) u nepudepen otok (13%); u napexumy 1 nHpecTanuy,
BKItounTenHo mHeBMoHuUA (10,7%). 3a mepudepHa HeBpomaTHs KaTo HeXKEIaHa peaknus ce choOIaBa
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npu 12,3% ot nauueHTuTe, a BEeHO3HH eMOonuuH mwin TpoMOoTnuHu chouThs (VTE) kaTo Hexenanu
peakiuu ce cpo0manat npu 3,3% ot maruenTute. Haii-uecto cho0IIaBaHNUTE HEKENAH! PEAKIIUU OT
3-Ta unu 4-Ta CTETeH ca HapylICHHs Ha KPbBTA U TUM(HATa CHcTeMa, BKIIOUUTEITHO HEYTPOTICHHUS
(41,7%), anemus (27%) u tpombonmTonenus (20,7%); nadekunu U uHpecTauu, BKIFOYUTESITHO
mHeBMOHUA (9%); 1 001M HapymIeHus U e)eKTH Ha MACTOTO Ha IPUJIOKEHHE, BKIIOYUTEITHO yMOpa
(4,7%), mupexcus (3%) u nepudepen otok (1,3%). Hait-uecto crobmaBaHaTa cepro3Ha He)KelaHa
peaknus € maeBMoHus (9,3%). pyru choOIaBaHu CEpUO3HH HEXKEITAHN PEAKIIMH BKITFOYBAT
(ebpunna HeyTponeHust (4,0%), neyrponenus (2,0%), Tpombountonenus (1,7%) nu VTE nexenanu
peaxmun (1,7%).

C’leCCTByBa TCHACHIUSA HEKCIAaHUTE PCAKIINU Ja Bb3HHUKBAT IMO0-4Y€CTO IIPE3 IIBPBUTC 2 IHUKBJIa HA
JICUCHUEC C IOMAJIMIOMHU.

Tabnuia Ha HEKEITAHUTE PEAKITUH

Hexenanute peaknmu, HaOJIIO1aBaHY MIPU MAIUEHTH, JICKYBAHH C TIOMAIHIOMHI B KOMOWHAIINS C
0opTe30MHUO U JEKCaMETa30H, MOMATUAOMUI B KOMOMHAIUS C IEKCAMETAa30H U OT
MOCTMApKETHHIOBHSA ONHT, ca n30poeHu B Tabmuna 7 no cucremo-opranau kinacose (SOC) u yectoTta
3a BCUUKM HEXEJIaHU PeaKlMK U 3a HEeXKEJTaHUTE PEaKIIuu OT 3-Ta Uiu 4-Ta CTETEH.

Karer OPpHUTCE 10 YCCTOTA Ca ,Z[C(I)I/IHI/IpaHI/I B CbOTBCTCTBUC C AKTYAJHUTC YKa3aHUA KaTO: MHOI'O YE€CTU

(>1/10), wectu (>1/100 mo <1/10), meuectu (>1/1 000 mo <1/100) u c HEn3BecTHA YecToTa (OT
HaJMYHUATE JaHHW HE MOKe J1a Ob/le HallpaBeHa OIEHKA).
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Taboauua 7. He:xkenanu peaxkuuu (HJIP), cbo01enn B KIMHUYHATE H3NMUTBAHUS U OT
MOCTMAPKETHHIOBUS ONHUT
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Kom0nnupano nedenue HMomammxomun/ Homammaomun/

O0opTe3oMubd/IeKcaMmeTa3oH JeKCaMeTa30H

CHCTeMO-0praneH Kiac/ Beuukn HJIP ot Beunuku HJIP ot
IpeanouyuTan TepMUH HJIP crenen 3-4 HJIP crenen 3-4
Nudexuun u uHdecTanmuun

[TaeBMOHUA MHoro uectu | MHoro uectu | - -

[TneBmonus (6akTepuanuu, | _ - MHOTO YecTi YecTnt

BUPYCHHU ¥ I'bOMYHH

WHQEKINH, BKIIIOYUTEITHO

ONOPTIOHUCTHYHU

WH(EKIHN)

bpouxut Muoro uectu | Yectu Yectu Heuectu

Wndexnns Ha ropHuTe MHoro uectn | Yectu Yectu Yectu

JUXaTeNHU TbTUINA

BupycHa undexus Ha MsHoro uectu | - - -

TOPHUTE AUXATEITHHU ITBTUINA

Cemncuc Yectn Yectn - -

CenTuyeH 10K Yectu Yectu - -

Heytponenuuen cencuc - - Yectn Uectu

Konur, npuunHeH ot Yectu Yectu - -

Clostridium difficile

bponxonHeBMOHUS - - Yectu Yectu

Wndexkuus Ha nuxarennure | Yectn Yectn Yectn Yectn

IBTHILA

WNudexmus Ha monHATE Yectn Yectu - -

JUXaTeNHU TbTUINA

Benonpobna nndpekius Uectu Heuectn - -

['pun Msmuoro uectun | Yectu - -

Bponxuoaut Yectu Yectun - -

Wndexnuns Ha mUKoOYHATE MHoro uectn | Yectu - -

IBTHIIA

Hazodapunrur - - Yectn -

Xepnec 30cTep - - Yectu Heuectn

PeaktuBupane Ha xenatur B | - - C HemsBecTHa C HemsBecTHa

yecrora* yecToTa*

Heoniazmu — 100pokavyecTBeHH, 3J1I0KAYeCTBEHU U HeonpeaeaeH (BKJI. KHCTH U MOJIMUIIN)

bazannoknersueH Yectu Heuectn - -

KapIHOM

bazanHokieThUYCH - - Heuectn Heuectn

KapIIMHOM Ha KoxXarta

CKBaMO3HOKJIEThUEH - - Heuectn Heuectn

KapIIMHOM Ha KOXarta

Hapyumienus Ha KpbBTa M TUM@HATA cHCTeMAa
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Heyrtponenus

MHoro yectn

MHoro yectn

MHoro gectn

MHoro yectn

TpomOouuTOnIeHNS MHoro uectu | MHoro uectu | MHoro yectu MHoro yectu
JleBkoneHus Muoro uectu | Yectu Mmuoro dyectu Yectun
Anemus Muoro uectu | MHoro uectu | MHOTrO 4ecTu MHoro uectu
DebpuitHa HEYTPOTICHUS Yectn Yectn Yectu Uectu
JInmbonenns Yectn Yectn - -
ITanmuronenus - - Yectu* Yectu*
Hapyuienust Ha UMyYHHATA CUCTEMA
AHnrnoenem - - Yectu* Heuyectu*
Yprukapus - - Yectu™* Heuectu*
AHadwmakTHIHA PEAKITUS C neusBectHa | C HeusBecTHa | - -
gectoTa™ gectoTa™
OTXBBpISHE HA C HeusBecTHa | - - -
TPAHCIUIAHTUPAH COJUACH gectoTa™
opras
Hapyuienusi Ha eHAOKPHUHHATA cCTEMa
XHUIIOTHPEOUUIBM Heuectn™ - - -
Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
XUIoKaaueMus MtHuoro uectu | Yectu - -
XHUNEPIIUKEMHUS MHoro uectn | Yectu - -
XunomarHe3auemust Yectu Yectu - -
XUITOKAIIUEMHUS Yectu Yectu - -
Xunogocharemus Yectn Yectu - -
XunepKaaueMust Yectu Yectun Yectu Yectu
XurnepkanueMus Yectu Yectu - -
XHIIOHATPUEMUS - - Yectu Yectu
[Tonmxen aneTut - - Mmuoro yectu Heuectn
XunepypuKkeMus - - Yectu™ Yectu*
Tymop-1u3uC CUHAPOM - - Hewectn* Heuectu*
McuxuaHu HAPYIIEHUS
bescbHue Mmuoro uectu | Yecrtu - -
Henpecus Yectu Yectu - -
CwcTosiHME Ha OOBPKAHOCT | - - Yectu Yectu
Hapyuienusi Ha HepBHATA cUcTeMa
[lepudepna cenzopna Msmuoro uectu | Yectu Yectu Heuectn
HEBpONAaTHs
3amasHOCT Meuoro uectu | Heuectn Yectu Heuectu
Tpemop Meuoro uectu | Heuectn Yectu Heuectu
Cunkon Yectu Yectu - -
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[Tepudepna cerzopHo- Yectu Yectu - -

MOTOpHA HEBPOIIATHS

ITapecresus Yectu - - -

Hucreysus Uectu - - -

IlormxeHno HUBO Ha - - Yectn Yectn

Ch3HAHUE

BrrpedepeneH KpbBOU3IUB | - - Yectu™* Heuectu*

MO3BYHO-CHI0B HHIIUIEHT - - Heuectu* Heuectu*
Hapymenns Ha ounTe

Karapakra Yectu Yectu - -
HapyuieHusi Ha yXoTo M JIaOUPUHTA

Bepturo - - Yectu Yectu
Chbpaeynn HapylIeHHs

[IpeacepaHo MbxACHE MHoro yect Yectu Yectu* Yectu*

CoppaedHa HEJOCTaTBYHOCT | - - YecTtu* Yectu™

WndapkT Ha Muokapaa - - Yectu™* Heuectu*
Cb10BU HApYILIEHUS

Hb10oka BeHO3HA TpoMbo3a | Uectn Heuectn Yectu Heuectn

XUNOTOHHUS Yectu Yectu - -

XHUNEPTOHUS Yectu Yectu - -
PecnimpaTopuu, rpbAHU U MeIMACTHHAJTHA HAPYIIEHUS

Hucnues Mmnoro uectu Yectu Mmuoro uecTtu Yectu

Kamnuma MHor0 yecTu - MHuoro uectu Heuectu

Benonpobna embonms Yectn Yectu Yectu Heuectu

Enmcrakcuc - - Yectu™ Heuectn*

WnTepcrunmanya - - Yectu* Heuectn™

OenopoOHa Gosect
CTroManiHoO-YpeBHU HAPYIIEHUS

Hnapus Mmnoro uectu Yectu MmHoro uectu Yectn

IToBppiIane Mmuoro uectu | Yecrtu Yectu Yectu

T'anene Mmuoro yectu Heuectu Mpmuoro yectu Heuectu

3arex Mmnoro gectn Yectn Mmnoro gectu Yectn

Kopemna Gonka Mmuoro yectu | Yectn - -

bosika B ropHara yact Ha Yectun Heuectu - -

KopeMma

CromMatut Uectn Heuectn - -

CyxoTa B ycrara Yectu - - -

AOIOMUHAIIHA TUCTEH3UA Yectu Heuectu - -
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CroMantHo-4peBeH - - Yectn Heuectn
KPBHBOU3IINB
XenaToOnIMaApHHU HAPYIICHHS
XunepOommpyOonHeMust - - Heuectn Heuectn
XemnaTtur - - Hewectn* -
Hapymienusi Ha K0KaTa U MOJKOKHATA ThKaH
O6puB Meuoro uectn | Yectu Yectu Yectun
IIpypuryc - - Yectu -

JlekapcTBeHa peaxiys ¢
€03UHO(DIIIHS U CHCTEMHHU
CHUMIITOMU

C Hen3BecTHA
yecrora*

C HensBecTHA
yecrora*

Tokcuuna enuaepmanHa
HEKpPOJIN3a

C HeusBecTHA
yecrora*

C HeusBecTHa
yecTora*

CunapoM Ha Stevens-

C Hen3BecTHA

C Hen3BecTHA

Johnson yecrtoTa™* gecTtoTa™
Hapymenusi Ha MyCKYyJIHO-CKeJIETHATA CHCTeMAa M ChbeIMHUTEIHATA ThKAaH

MyckynHa c1abocT MHoro yectu | Yectn - -

Bonka B repOa Muoro uectu | Yectu - -

boinka B koctute Yectu Heuectu Mmuoro yectu Yectu

MyckynHu criasmu MHoro uectu | - MHoro gyectu Heuectun
Hapymenus Ha 0b0penyiTe M MMKOYHUTE MTHINA

Octpo 660pednHo Uectn Uectn - -

yBpeXaaHe

XpoHUYHO OBOPEYHO Uectu Uectu - -

YBpeXKIaHe

3agppkaHe Ha YpUHA Yectu Yectu Yectu Heuectu

BwvOpeuna HemocraTpyHOCT | - - Yectu Yectu
Hapymenns Ha Bb3NPOM3BOAMTEIHATA CHCTEMA U I'bpAATa

Bonka B Taza Yectu Yectu
O0mm HapyuieHus M eeKTH HA MACTOTO HA MPUJIOKEHHE

YMmopa Msmuoro uectu | Yectu MHoro yectu Yectu

[Mupekcus Msmuoro uectu | Yectu MHoro yectu Yectu

[Tepudepen orox Msuoro uectu | Yectu Mmuoro dyectu Yectu

I'ppana 6onka ot Yectu Yectu - -

HEChPEUEH MPOU3XO0J]

Otok Yectu Yectun - -
HN3caensanus

IToBuiiena ananux Yectu Yectu Yectu Yectun

aMHHOTpaHc(epaza

[TonumxeHo Terno Uectu Uectu - -

Hamanen 6poit neyrpodmmn | - - Yectn Uectn
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Hamanen 6poit Oemu KpbBHH | - - Yectn Uectn

KJIETKH
Hawmanen 6poii Tpombonutu | - - Yectu Yectn
[ToBuileHa MUKOYHA - - Yectu* Heuectu*

KHCEJIMHA B KPbBTa

HapaHﬂBaHHﬂ, OTpaBAHUSA U YCJIO0KHECHUS, Bb3HUKHAJHU B PE3YyJITAT HA HHTEPBCHUUHA

ITamane Yectn Yectn - -

* CboOLICHU NPH TOCTMAapKETHHIOBaTa yrnoTpeoda.

Onncanye Ha M30paHu HEXEJIAHN PEAKIINT

YecToTHTe B Ta3u TOYKA Ca OT KIMHUYHH MTPOYYBAHUS TP MAIUESHTH, MTOTyYaBaIllH JeUeHUE C
MTOMAJIHIOMH B KOMOWHANNS Wi ¢ 0opTe3oMud u pekcameTasoH ([lom+br3+]lekc), nmm ¢
nexkcamertaszoH ([Tom+]lexc).

Tepamozcennocm

IToManumoMuz € CTPYKTYPHO CPOJICH C TATHIOMUA. TaauaoMuU € H3BECTHO TePATOTEHHO aKTHBHO
BEIIECTBO MPHU XOPa, KOSTO MPUUUHIBA TEKKU )KHUBOTO3ACTPAILIABAIIH BPOJCHH JIe(heKTH. Y CTAHOBEHO
€, 4e IIOMAJIUJIOMUJ] € TEPATOTeHEeH U NPH TUThXOBE, U MIPH 3aiIlK, KOTaTo Ce MpHiiara B eprojia Ha
OCHOBHATa opraHoreHe3a (BxK. TOUkH 4.6 1 5.3). AKo IIpH X0pa 1o BpeMe Ha OpeMEHHOCTTa Ce TIpreMa
MOMAJTHIOMHUJI, CE O4aKBa TepaToreHeH eekT (Bxk. Touka 4.4).

Heymponenus u mpomboyumonenus

Heytponenus Bp3unKBa nipu He moBeue ot 54,0% (I[Tom+bT3+/lexc) ot maunenture (47,1%
(ITom+b13+/lexc) ot 3-ta wiu 4-Ta creneH). Heyrponenusra Boau 10 npekpaTsBaHe Ha
noManuaomuz npu 0,7% OT MallMEHTUTE U HE YECTO € CEPHO3Ha.

®ebpunna veytponenus (PH) ce crobmasa nipu 3,2% (ITom+br3+/lekc) oT nanuenture u 6,7%
(ITom+/Iexc) ot manmentute U € cepuosna npu 1,8% ([lom+bT3+/lekc) or manmenture u 4,0%
(ITom+/Iexc) ot marueHTUTE (BXK. Toukw 4.2 1 4.4)

Tpombornuronenus Br3auKBa pu 39,9% ([lom+bT3+/lekc) ot manuenture u 27,0% (ITom+ Jlekc) ot
naruenTute. TpomboruTonenusta € ot 3-Ta win 4-ta creneH npu 28,1% (Ilom+br3+/lekc) ot
naruentute u 20,7% ([lom+/lekc) oT manmuenTutTe, BOAM 0 MPEKpaTIBaHe HAa TOMAIUIOMHU IIPU
0,7% (ITom+bt3+/lekc) u 0,7% (ITom+/lekc) oT nanueHTure u ¢ cepuosna mpu 0,7%
(ITom+b13+Mexe) u 1,7% (ITom+Jlekc) ot marueHTuTe (BXK. Touku 4.2 11 4.4).

HCYTpOHeHI/I}I n Tp0M6OLlI/ITOHCHI/I$I OOMKHOBEHO BH3HHUKBAT I0-YECTO B PaMKHUTC HAa IBPBUTC
2 OUKBJIA OT JCYCHUCTO C MIOMAJIMAOMU L B KOM6I/IH8.I_II/I$I njn C 60pT630MI/I6 1 ACKCaME€Ta30H, NI C
JCKCaMCTa30H.

HUngpexyusn
NupexmmsaTa e Hail-uecTaTa HEXEeMaTOJIOTMYHA TOKCUYHOCT.

WNudexnus Bp3aukBa npu 83,1% (Ilom+br3+/lekc) ot mamuentute u 55,0% (Ilom +/exc) ot
narrertute (34,9% (Ilom+br3+/exc) u 24,0% (Ilom+/lexc) ot 3-ta unn 4-ta cremnen). Muadeknus Ha
TOpPHUTE JUXATEIHU TFTHILA U THEBMOHUS Ca Hal-4ecTo Bb3HHKBamuTe nHpekun. Mudekunu c
neraneH uzxo[ (5-ta cremneH) B3HUKBAT mpu 4,0% (Ilom+bT3+/lekc) ot nanuenture u 2,7%
(ITom+/Iexc) ot manmenTute. MHEKIMATE BOIAT 10 peKpaTsIBaHe HA TOMATUIOMUT IpH 3,6%
(ITom+b13+/lexc) ot maruentute u 2,0% (Ilom+ Jlekc) ot manueHTuTe.
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Tpomboembonuunu cooumus

[IpodunakTukara ¢ aeTUICATALIIOBA KUCETUHA (M APYTH aHTUKOATyJIaHTH IIPH BUCOKOPHUCKOBH
MAIMEeHTH) € 3aIbJDKUTETHA 32 BCUYKH MAallMeHTH B KIIMHUYHUTE npoyuBaHud. [Ipernoprusa ce
aHTHKOAryJaluoHHA Tepanus (OCBEH aKo He € MPOTHBONOKa3aHa) (BXK. Touka 4.4).

Benozuu tpomboembonuunu cr0uts (VTE) Bp3uuksar npu 12,2% (Ilom+b13+/exc) u 3,3%
(ITom+Mexc) ot maruentute (5,8 % (Pom+Btz+Dex) u 1,3% (ITom+/exc) ot 3-1a uiu 4-Ta CTETEH).
VTE ce cpobmaBar kato cepuo3nu npu 4,7% (Pom+Btz+Dex) u 1,7% ([Tom+/lekc) ot nanuentute,
HE C€ ChOOIIaBaT peakilny C JIeTaJleH U3X0I OT KIIMHUYHUTE poyuBanus, a VTE ce cBbp3BaT ¢
IIpeKpaTsABaHe Ha MOMaJIUAOMUJ IIpU He noBeue ot 2,2% (Ilom+br3+/lekc).

Ilepughepna nesponamus — [lomanudomuo 6 komdbunayus ¢ 6opme3omub u 0eKcamemaszon

[TanmenTn ¢ Hamu4HA eprdepHa HEBPOATHS > CTEMeH 2 ¢ 00iKa B paMKuTe Ha 14 aHM mpeau
paHIOMHU3AIMSITA Ca U3KIIOUEHH OT KIIMHUYHUTE U3nuTBanus. [lepudepHa HeBponaTus Bb3HUKBA IPH
55,4% ot marmentute (10,8% ot 3-ta crenen; 0,7% ot 4-ta creneH). Kopurupanara cnpsmo
EKCITO3UIIMATA YECTOTa € CPaBHUMA MPH pazINuuTe paMeHa Ha jiedenue. [lpubmmsurenno 30% ot
NalyueHTUTE, NOTYYHIH NepudepHa HEBPOIATHs, UMaT aHaAMHe3a 3a HEBPOIATHsI HAa H3XOJHOTO HHBO.
[lepudepnara HeBponaTHs JOBEXJa O CIHpaHe Ha 6opTe3oMub npubnuzurenno npu 14,4% ot
MaUeHTuTe, noManuaoMua npu 1,8% u nekcameraso npu 1,8% ot maupeHTUTE B pAMOTO HA
ITom+b13+/lekc u 8,9% ot narmentute B pamoTo Ha br3+]lexkc.

THepugpepna nesponamusi — NOMAIUOOMUO 8 KOMOUHAYUS C OeKCAMEMA30H

[NanmenTu cbe chliecTByBalla neprdepHa HEBPOIIATHA > 2-pa CTENEH ca N3KIIIOUYEHH OT KIMHUYHUTE
npoyuBanus. [lepudepna neBponatust Bp3HUKBa npu 12,3% ot mauuenture (1,0% ot 3-ta unu 4-ta
crenieH). He ce cho0mmaBaT cepro3HU peakiiny Ha neprudepHa HeBpommaTus; mepudepHaTa HEBPOIIATHS
BOJIM 10 TipekpaTsBaHe Ha npuema rnpu 0,3% oT manuenTure (BX. To4ka 4.4).

Kpwveousnue

IIpu ymoTpebara Ha TOMATUIOMHUT CE€ CHOOIIABAT XEMOPATHIHH HAPYIIICHUS, 0COOCHO TIPH MAICHTH
C PUCKOBH (paKTOPH KaTO SIHOBPEMEHHO MpPUJIaraHu JICKAPCTBEHU MPOJTYKTH, KOUTO yBEJINYaBaT
MPEPa3MOI0KECHUETO KbM KbpPBeHE. XeMOParu4HUTE ChOUTHS BKIIIOUBAT €MUCTAKCUC, BhTpeUYepericH
KPBBOU3JINB U CTOMAITHO-UYPEBEH KPHBOM3IIHB.

Anepeuunu peakyuu u mevHCKU KOJICHU Peakyuu

Cpo01aBa ce 3a aHrnoeeM, aHaUIaKTHUHA PeaKkuys U TeXKKH KOKHH PEaKLH, BKIIOUUTENHO SJS,
TEN u DRESS, npu ynorpe6a Ha momanmuaomua. [lanuentn ¢ anamHe3a 3a TeXKbK 00pHUB, CBBP3aH C
JICUCHUE C JICHAJIMIOMHU]I WK TAUAOMUJ, HE TPsiOBA Ja MoJIy4aBaT noMaiuoMu/ (BxK. Touka 4.4).

Ileduampuuna nonyrayus

Hexenanute peaknnu, 3a KOUTO ce ChOOIABa MPH IMEIUATPUIHA TTAIUEHTH (Ha Bb3pacT OT 4 10
18 romuHmM) ¢ peUAUBUPAIIN WIH MPOTPECUPAIITHA MOZBYHH TYMOPH, ChOTBETCTBAT HA U3BECTHHS
npo¢ it Ha 0€30NaCHOCT Ha IOMAaJIHIOMH/T TIPY BH3PACTHU MallMeHTH (BXK. Touka 5.1).

Cpo0I1aBane Ha MOA03UPAHU HEXKEITAHU PEAKIINU

C’LO6H.IaBaHeT0 Ha MOAO3UPAHU HEKCJIaHU PCAKIIUU CJICA pa3pClIaBaAHE 3a yHOTpe6a Ha JICKaApCTBCHUS
IMPOAYKT € BAXKHO. ToBa mo3BossiBa 1a MIPOABIIKA Ha6JIIOIL€HI/IeTO Ha CBOTHOIICHHUECTO HOJI3a/pI/ICK 3a
JICKapCTBCHUA TPOAYKT. Or MCIUIMHCKUTE CIICHIUAIMCTH CC U3UCKBA Ja C’BO6]J_[aBaT BCsKa
roao3rpaHa HEXKEJIaHa peaKusa 4Ype€3 HallMOHAaJIHA CUCTEMA 3a C’B06H_IaBaHe, ImoCo4YcCHa B

Ilpunoxenue V.

4.9 Ilpeno3upane
[Ipoydenu ca no3u momanuaomMua 10 S0 mg KaTo eAUMHUYHA 7032 MIPH 3IPaBH JOOPOBOJIIH, O3 1a ce

C"bO6]J_IaBaT CCPUO3HU HEKECJIAaHU pCaKIMH, CBbpP3aHU C IPCA03HUPAHE. HpqueHH ca 1031 10 10 mg,
Inpujaraiu MHOTOKpaTHO BEAHBXX JHCBHO MIPU MALIUCHTH C MYJITUIUICH MUCIIOM, 0e3 Ja ce C’BO6H_IaBa
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3a CCPHUO3HU HCIKCIIAHU PCAKIIUHN, CBBP3aHU C MPEAO3UPAHEC. I[O3OJ'II/IMI/ITI/IpaH_IaTa TOKCHUYHOCT €
MUCIIOCYIIPECH. B Npoy4BaHUsA € YCTAHOBCHO, Y€ NOMATINAOMU/ C€ OTCTPAHABA YPE3 XCMOJUAIN3a.

B cnyqaﬁ Ha OpeaAOo3rpaHe CC MPECIoOpPBbIBa NOAABPIKAIIO JICUCHHUC.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 @®apmakoaMHAMUYHU CBOMCTBA
®dapmakoTepaneBTHyHa rpyna: MimyHnocynpecopu, JApyru umynocymnpecopu, ATC kox: L04AX06

MexaHU3bM Ha IEHCTBUE

[Momanmuupomua mpuTexara TUPEKTHA aHTHMHUEIOMHA TYMOPHIIMIHA aKTHBHOCT, UIMYyHOMO Ty JIHPAIIIO0
JeficTBHE W MHXUOMpa MPUHOCA HAa CTPOMAITHUTE KIIETKHU 34 pacTe)ka Ha TYMOPHHTE KJIETKH Ha
MYJITATIICHUST MUETOM. [10-KOHKPETHO TTOMATUAOMHUT HHXUOUpa IponuQepanusaTa U HHIAYIHPa
arorTo3aTa Ha XeMaTOMOSTUYHH TyMOPHH KJIeTKU. OCBEH TOBA MOMATHIOMHUT MHXHUOHpa
nponudepanusaTa Ha JeHATHAOMUA-PE3UCTEHTHHU KIETHYHHU JIMHUU Ha MYJITUIUIEHUS] MEEJIOM U IMa
CHHEPTUYHO JIEHCTBUE C JCKCAMETa30H KaKTO MPH JICHATNIOMHUI-CCH3UTUBHU, TaKa U TIPH
JEHATUIOMUI-PE3UCTCHTHU KJIETHUHU JTUHUH, 32 1a HHIYIHPA arloNTo3a Ha TYMOPHUTE KJIETKH.
[Momanmuunomuy 3acunBa Mequupanus ot T-kieTkuTe u ectecTBeHuTe Kietku youiu (NK - Natural
Killers) myHHTET M HHXHOMpPA MPOU3BOACTBOTO HA MPOBB3MATUTEIHA MUTOKUHHU (Hamp. TNF-o u IL-
6) ot monorTHTe. [lomManuaoMua MHXNOMpa U aHTHOTeHe3aTa Ype3 OJOKHpaHe Ha MUTPALUATa U
aJIXe3UsATa Ha EHAOTEIHUTE KIICTKU.

[Tomanmunomuz ce cBbp3Ba Mpsiko ¢ npotenHa epedaon (CRBN), koiiTo e gacT ot E3 nurazen
KOMIJIEKC, BKJIFOUBAILl CBBbP3BAILKS YBpeAcHa ne30kcuprbonykiennoBa kucenuna (JJHK) nporenn 1
(damage-binding protein 1, DDB1), kyaun 4 (cullin 4, CUL4) u perynarop Ha kynunute 1 (regulator
of cullins 1, Rocl), n moxxe na maxubupa aproyonksutnaupaneto Ha CRBN B kommiekca. E3
yOWKBUTHH JINTa3UTE Ca OTTOBOPHH 32 MOJIMYOMKBUTHHUPAHETO HA Pa3IMYHU NPOTEUHU CYyOCTPaTH U
C TSIX MOTaT OTYACTH Ja c€ OOSCHSAT IUIEHOTPONTHUTE KIIEThYHU e€EeKTH, HAOII0AaBaH! IIPH JICYCHUETO
C MIOMAJIMIOMUJ.

In vitro, B IpuChCTBUETO HA MOMATUIOMU, ipoTenHuTe cyocrparu Aiolos and Ikaros ca taprert 3a
yOHMKBUTHHUPAHE M MOCJIE/IBAIIO Pa3rpaXkIaHe, KOSTO BOJM JI0 MPEKH IUTOTOKCUYHH 1
MMYHOMOJYJIATOpHH e(deKTH. [n vivo Tepanuara ¢ IOMaIMAOMU BOIH 10 HAMalIABaHe Ha HUBATa Ha
Tkaros mpH MarMeHTUTE ¢ PEIUANBUAPAT JCHATUAOMUI-PEPPAKTEPEH MYITHILIIEH MHETIOM.

Kinnanynaa eukacHOCT M 0€30MacHOCT

Homanuoomuo 6 kombunayus ¢ bopme3omud u dexcamemason

EdukacHocTTa 1 6e30macHOCTTa Ha TOMAITMIOMHEJT B KOMOWHAIUS ¢ OOPTe30MHUO M HUCKA 7032
nmexkcameras3oH ([Tom+br3+H/I-/lekc) ca cpaBHeHU ¢ 60pTE30MHO U HUCKA J103a JICKCAMETa30H
(br3+H/I-[exc) B e1HO MHOTOIICHTPOBO, paHIOMU3UPaHO, OTKpUTO npoyuBane ¢aza I (CC-4047-
MM-007) npu JeKyBaHH IPEAH TOBA Bb3PACTHH MALlMEHTH C MYJITUIUICH MUEIIOM, KOUTO Bede ca
TIONTYYMIIA Hall-MaJIKo eHa MPeIXxoqHa CXeMa, BKII0YBAIIA JISHATHOMU/, U ca TIOKa3ajH POTPecust
Ha 3a00JsIBAHETO 110 BpeMe Ha MociefHaTa Tepanus uin ciel Hest. O0mo 559 nanueHTy ca BKIIOUYEHH
U paHAOMU3MpaHu B mpoyuBaHeTo: 281 B pamoTo Ha [Tom+b13+H/I-Jlexc u 278 B pamoTo Ha br3+H/I-
JHexc. 54% oT manueHTHTE Ca MBXKE C Me/IMaHa Ha Bh3pacTTa 3a Is1aTa rnomyianus 68 roguau (min,
max: 27, 89 romuan). [Tpubnamsurenno 70% ot mamueHTHTE ca pedpakrepau Ha neHammomun (71,2%
npu [Mom+bT3+H/I-/lexc; 68,7% npu br3+H/I-/lekc). [Ipubnusurenno 40% ot manueHTHTE Ca ¢ 1-Bu
penuIuB U pUOIU3NUTENHO 73% OT MalMEHTHUTE Ca MOIYYHIH OOPTE30MHUO KAaTO TIPEIX 0K IAII0
JIeYeHHe.

Ha nanuentute B pamoro Ha [Tom+bTr3+H/I-ekc ca npunoxkenu 4 mg moManugOMHU]l IEPOPATHO B
Jau 1 10 14 ot Bcekn 21-1HeBeH muKkbI. bopresomu6 (1,3 mg/m?/no3a) e npunarad Ha HaIMEHTHTE 1
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B JIBE€TE paMmeHa Ha npoyuBaHeTo B [{uu 1,4, 8 u 11 ot 21-gHeBHus nuksa 3a LHukmu ot 1 1o 8; u B
Juau 1 u 8 ot 21-gHeBHus nukba 3a Hukmu 9 u cnepamu. Hucka no3a nexcameraszon (20 mg/neH

[£ 75-rogumina BB3pact| win 10 mg/neH [> 75-roauiiHa Bb3pacT]) € npuiaraHa Ha MaueHTHTE U B
JIBeTe pamMeHa Ha npoyuBaneTo B J{uu 1, 2,4, 5, 8,9, 11 u 12 ot 21-nueBen uukbi 3a Hukmu ot 1 10
8;uB/JIau 1, 2, 8 1 9 ot Bceku cieasa 21-mHeBeH nuKkba ot Llukea 9 HaTtaThK. Jlo3uTe ca HamaJeHH
1 JICUCHHUETO € BPEMEHHO MPEKBbCHATO WIIH CIIPSHO MPH HYXKIA, 3a 1a ¢€ KOHTPOIHPAa TOKCHIHOCTTA
(Bk. TOuKa 4.2).

IIepBrYHaTa KpaifHa TOYKa 3a e(hUKACHOCT € IpekuBsemMoct 0e3 mporpecus (PFS), onenena ot
HesasucuMm komureT 3a orieHka Ha otroBopa (Independent Response Adjudication Committee, IRAC),
cnopen kputepunte Ha IMWG, kato e u3noa3BaHa NoIyanusaTa, noaiexaa Ha sedenue (ITT).
Crnen meauaHa Ha ripociensaBane 15,9 mecena menuanata Ha Bpemeto Ha [1BI1 e 11,20 mecena (95%
JU: 9,66; 13,73) B pamoto Ha [Tom+b13+H/I-/lexc. B pamoto na br3+H/I-/lekc Mmeamanara Ha
Bpemeto Ha [1BIl e 7,1 mecena (95% [AU: 5,88; §8,48).

Pestome Ha 00IINTE TaHHM 32 €PUKACHOCT € MpeAcTaBeHo B Tabnmia 8, KaTo € U3I0I3BaHa JaTa Ha
3akmouBane Ha qanaute 26 okromspu 2017 r. Kpusu na Kaplan-Meier 3a I1BI1 3a momymnanusara ITT

ca npeacraBeHu Ha Ourypa 1.

Tabauna 8. Pe3rome Ha 00IUTE JAHHH 32 ePUKACHOCT

IMom+b13+H-ekc br3+H/I-Jlexc

(N=281) (N =278)
IBII (mecenn)
Menauana® Ha Bpemeto (95% 11,20 (9,66; 13,73) 7,10 (5,88; 8,48)
JIA)°
HR® (95% W), p-croiiHocT" 0,61 (0,49; 0,77); <0,0001
ORR, n (%) 82,2% 50,0%
sCR 93,2 2 (0,7)
CR 35(12,5) 93,2
VGPR 104 (37,0) 40 (14,4)
PR 83 (29,5) 88 (31,7)
OR (95% JAN)*, p-croiiHOCT® 5,02 (3,35; 7,52); <0,001
DoR (mecenu)
ggﬁg‘;ﬂﬁzﬁﬂa BpemMeto 13,7 (10,94; 18,10) 10,94 (8,11; 14,78)
HR® (95% A1) 0,76 (0,56; 1,02)

B3 = 6opresomusd; AU = loseputenen untepsai; CR = [Tvaen otroBop (Complete response); DoR = IIpoabkUTETHOCT Ha OTTOBOpa
(Duration of response); HR = Koe¢uruent nHa puck (Hazard Ratio); H/I-/lexc = Hucka no3a nekcamerazos; OR = CroTHOIIEHHE Ha
mancosere (Odds ratio); ORR = YecroTa Ha 0611 otroop (Overall response rate); I1BIT = [Ipesxussiemoct 6e3 nporpecus; [IOM =
nomanmunomun; PR = Yactuuen orrosop (Partial Response); sCR = Ctpor mbieH otroBop (Stringent complete response); VGPR = Muoro
no0wp yactuueH orroop (Very good partial response)

* MenuanaTta ce 6a3upa Ha uzuucienuero no Kaplan-Meier.

°95% JIU 3a MeanaHara

* Ha 6a3ara Ha Moen Ha Cox 3a IPOHOPIMOHAIHOCT Ha pHCKa

" p-CTOMHOCTTA ce OCHOBaBa Ha CTPaTH(OHUIUPAH JOTapUTMHUIEH PAHTOB TECT

" CpoTHOIIEHHETO Ha mancoBete € 3a [Tom+br3+H]I-exc:br3+H]I-ekc

¢ p-cToiiHoCcTTa ce ocHoBaBa Ha CMH Tect, cTpaTuduImpan 1o Bb3pact (<=75 cupsiMo >75); Opoif IpeAUIIHN aHTHMHEIIOMHH cXeMH ( 1
crpsimo >1), u Bera-2 mukpornoOynuH npu ckpununra (< 3,5 mg/l cnpsimo > 3,5 mg/l; < 5,5 mg/1 cnpsimo > 5,5 mg/1).

MenuanaTa Ha IPOABIDKUTEITHOCTTA Ha JeueHnueTo € 8,8 Mecena (12 yeueOHN IMKBJIa) B PAaMOTO Ha
[Mom+br3+H/I-/lekc u 4,9 mecena (7 nedeOHu nukbiIa) B pamoto Ha br3+H/I-Jlekc.

IIpenumcTBoTO MO oTHOIIEHUE Ha [1BII e mo-u3pazeHo npu MarMeHTUTe, KOUTO Ca MOIYUUIIU CaMO
€IHa NpeauIcCTBaIla TCpanneBTUIHa JIMHHUA. HpI/I NMalUEHTUTE, KOUTO Ca MOJIyYHUIIN 1 npeamecTBama
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aHTHMHEJIOMHA JIMHUS, Meuanara Ha Bpemeto Ha [1BI1 e 20,73 mecerna (95% [AW: 15,11;27,99) B
pamoto Ha [Tom+b13+H/I-dekc u 11,63 mecena (95% [AU: 7,52; 15,74) B pamoto Ha br3+H/I-/lekc.
IIpu neuenuero ¢ [Tom+br3+H/I-/lekc ce HabmronaBa 46% namanenue Ha pucka (HR = 0,54; 95%
JU: 0,36; 0,82).

®@urypa 1. lIpe:xxkuBsiemocT 6e3 nporpecusi Ha ocHoBaTa Ha nperJen or IRAC Ha otroBopa
crnopea kputepuute Ha IMWG (cTpatuduuupan Jorapurmudex pauros tect) (ITT

nonyJjauus)
1: IOM+BT3+HA-AEKC
1.0 2: BT3+H/I-IEKC
0.9 Coourus: 1 =154,2 =162
’ Logrank P-croiinocT Ha = < 0,001 (aBycTpanHO)
HR (1 copsmo 2) (95% CI): 0,61 (0,49; 0,77)

0.8 Menunana Ha KM B mecerm (95% CI): 1 = 11,20 (9,66;
= 13,73)
g 0.7 2=7,10 (5,88;
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0.0 Bpoit manmenTu B puck

PFS - Bpeme ot panomu3anusara (Meceru)
JlaTa Ha 3akmouBaHe Ha gaHHuUTe: 26 okToMBpH 2017 T.

OxonuateneH aHamu3 3a ob1mia mpexussiemoct (OS), kKaTo e U3Moa3BaHa /1aTa Ha 3aKIIF0YBaHE Ha
maunauTe 13 Mait 2022 1. (Meauana Ha TIeproJia Ha mpociensBane 64,5 Mecena), MeuaHaTa Ha
BpemeTo Ha oOmiara npexussieMocT (OS) ot uzuncnenusra no Kaplan-Meier e 35,6 mecena B paMmoTo
Ha [Tom+b13+H/I-Mekc u 31,6 mecena B pamoto Ha br3+H/I-ekc; HR = 0,94; 95% CI: -0,77; 1,15, ¢
o0mra yectota Ha ceouTHsATa 70,0%. AHaM3pT Ha OS HE € KOPUTUpPaH, 3a J1a Ce B3eMar MpeIBu
MOJIYYEHUTE BIIOCIICACTBUEC TEPAITUH.

Homanuoomuo 6 kombunauus ¢ 0eKxcamemasom

EduxacHocTTa 1 6€30macHOCTTa Ha TOMAITMIOMH]] B KOMOWHAIINS C ICKCAMETAa30H ca OLCHEHHU B €IHO
MHOTOLICHTPOBO, paHIOMU3UPaHo, OTKpuTO npoyuBane ¢aza 11 (CC-4047-MM-003), kpaero
HNOMAJIMAOMHU/I IIJIOC JIeYeHHE ¢ HUCKa fo3a aekcamerasoH (Ilom + HII-Zlekc) ce cpaBHsiBa ¢ BHCOKa
J103a JAeKcaMeTa3oH, mpuiaran camoctosrenHo (BJl-Jlekc), mpy BB3pacTHU MAITUEHTH C PEITUANBUPAI
U pepakTepeH MyITHIUIEH MHEJIOM C TIPEAXOAHO JICUCHHE, KOUTO ca TIOyYWIId Hall-MaJlko JiBe
NPEAMIIHY JIeYeOHN CXEMH, BKIIOUBAILM KaKTO JICHATMIOMU, Taka 1 00pTe30MHO, U ca MoKa3aiu
mporpecusi Ha 3a00JsIBaHETO MPH TocieaHaTa Tepanus. O0mo 455 manueHTy ca OWiIN BKIIIOUCHU B
npoyuBaHeTo: 302 B rpymnara Ha [Tom + H/I-/lexc u 153 B rpynara na B/I-/Ilekc. MHO3UHCTBOTO OT
nanueHTute ca omnn Mmbxe (59%) u 6enu (79%); MenuanaTta Ha Bb3pacTTa 3a IsUlaTa MOIyJIalus €
64 romuau (MUH, MaKc.: 35, 87 roauHH).
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Ha nauuentute B pamoto Ha ITom + HJI-Jlekc e npunaran 4 mg noMaiuaoMu] NEpOPaIHO B IHU OT
1-Bu 10 21-Bu oT Beeku 28-nueBeH nukbi. HJ[-/eke (40 mg) e mpunaran BeIHbX THEBHO B THU 1-BH,
8-mu, 15-tu u 22-pu ot 28-nHeBeH nMKHI. [Ipu pamoro Ha B/I-/Iekc, nexcametasoH (40 mg) e
MpuJiarad BEAHbK AHEBHO B THU OT 1-BU A0 4-TU, oT 9-T1 10 12-TU M 0T 17-TN A0 20-TH OT 28-AHEBEH
nukbI. [Tarmenty > 75-roauinHa Bb3pacT ca 3arnoyHaiu jedenue ¢ 20 mg nexkcamera3oH. JleueHueTo
€ TIPOIBJDKUIIO JI0 TIPOTPecHs Ha 3a00JIIBaHETO.

IIepBryHaTa KpaifHa TOYKa 3a e(h)UKACHOCT € MPEKUBIEMOCT 0€3 IIPOTrpechs CIopel KpUTESPUHUTE Ha
MexnynaponHaTta pabotHa rpyma 3a muenoMm (International Myeloma Working Group, IMWG). 3a
nmomyJnamnusTa, mojiexania Ha neuenne (ITT) mequanara va Bpemero no I1bI1 onienena ot Hezasucum
KOMMTET 3a olleHKa Ha oTroBopa (Independent Response Adjudication Committee, IRAC), na 6a3ara
Ha IMWG kpurepuure, e 15,7 cemmurnu (95% JAU: 13,0; 20,1) B pamoTo Ha [Tom + HJI-/lekc;
W3YHCIIEHATa YeCTOTa Ha MPEKUBIEMOCT 0e3 chOuTHs 3a 26 ceamunu e 35,99% (£3,46%). B pamoto
Ha B/I-/lexc menuanara Ha Bpemeto a0 [1BI1 e 8,0 cenmuru (95% IAU: 7,0; 9,0); n3uucnenara
YecToTa Ha IpexuBsieMocT 0e3 crouTus 3a 26 ceqmumnu e 12,15% (£3,63%).

[BI1 e oueHeHa pW HAKOJIKO PeIeBaHTHHU MOATPYIHU: TIOJ, paca, GYHKIMOHAIHO ChCTOSHUE IO
ECOG, crparudukannonsu GhakTopu (Bb3pacT, HOIYIAlus ChC 3a00IIBaHe, IPEIUIITHA
AHTUMHEJIOMHU Tepanuu [2, > 2]), moxdpaHu mapamMeTpH ¢ MPOrHOCTHYHO 3HaYeHHE (M3XO0AHO HUBO
Ha OeTa-2 MUKpOTIIOOYINH, N3XOIHN HUBA HAa aOyMHH, ObOPEYHO YBpEKIaHEe HAa U3XOJHO HUBO U
MUTOTCHETUYCH PHUCK) U €KCIIO3HIINA U pehpakTepHOCT Ha MPEAUIITHA aHTUMHEIIOMHHU TEPAITHH.
Hesasucumo ot onensBanata noarpyna, [1bI1 B oOmm tnHNA € chBMecTHMA ¢ HabJIo1aBaHaTa Ipu
ITT nonynauusTa 1 3a IBETE Py Ha JICUCHUE.

IIBIT e 0606mmena B Tabmuma 9 3a ITT nomymanusara. Kpusara nHa Kaplan-Meier 3a I1BIT mpu ITT
MoIyJIaluaTa € gajaeHa Ha durypa 2.

Tabamua 9:  Bpeme Ha npe:kuBsiemocT 0e3 nporpecus cnopen nperJeaa Ha IRAC Bb3 ocHOBa
Ha IMWG kpurtepuure (crpaTuuuupan JorapuTMuiueH panros tect (log-rank
test)) (ITT nomyJsianus)

ITom + HI-/lekc B-dexc
(N=302) (N=153)
[IpexxuBsemoct 6e3 nmporpecus (I1BI1), 302 (100,0) 153 (100,0)
N
Hensypupanu, n (%) 138 (45,7) 50 (32,7)
C nporpecus/nounnany, n (%) 164 (54,3) 103 (67,3)

Bpeme Ha npexuBsiemoct 6e3 nporpecust (CeIMUIIN)

Mennana® 15,7 8,0
HByctpanen 95% AU b [13,0; 20,1] [7,0;9,0]
Koegunuent na puck (ITom + HJI- 0,45 [0,35; 0,59]

Hexc:BJI-Jlexc) aByctpanen 95% U ¢

Log-rank Tect gBycTpanHa P-croitnoct? <0,001
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Benexka: I1=/loeputencu unrepsai;, IRAC=Independent Review Adjudication Committee; NE = He mosxe na 6b1¢
H3YHCIICHO.

2 MenuanaTa ce 6a3upa Ha uzumciaenuero mo Kaplan-Meier.

b 95% nosepuTeNeH MHTEPBAI 38 MEMAHATA HA BPEMETO Ha NIPEKUBIEMOCT O€3 IIPOIPECHSL.

¢ Ha 6a3ara Ha mozena Cox 3a MpOMOPIMOHAIHOCT Ha PHCKA, CPaBHBAL PUCKOBUTE (DYHKIMHU, CBHP3aHH C TPYIIHTE Ha
nedeHne, crpaTudurpany mo e3pact (< 75 cop. > 75), nonynamnus cbe 3a0oisBane (pepakTepHa U Ha JCHATUAOMHL, U
Ha Gopre3omubd crip. HepedpakTepHa U Ha IBETE aKTHBHH BEIIECTBA) U OPOi MIPEANIIHA AHTUMHUEIIOMHH Teparud (= 2
crp. > 2).

d p-cTolHOCTTA Ce OCHOBABA Ha CTPATH(MIMPAH JOrapUTMHUYEH PAHTOB TECT ChC CHIIUTE (AKTOPH HA CTpaTU(HKAIISA
kakTo 1 Moziena Cox mo-rope.

JlaTa Ha 3akirouBane Ha nqaHHute: 07 centemBpu 2012 1.

®@urypa 2. IlpesxxuBsieMocT 0e3 mporpecusi Bb3 0cHOBa Ha nperJiena Ha IRAC Ha oTtroBopa
cropen IMWG kputepunte (ctpatuduunupan gorapurMuyed panros tect) (ITT
nonyJjanus)
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0,2
TMOM+HA-AEKC vs BI-JEKC
Logrank p-croitoct = < 0,001 (2-cTpanHo)
OP (95% J11) 0,45 (0,35; 0,59)
Coourus: [IOM+H/I-JEKC=164/302 BJ-JIEKC=103/153
0,0

0 13 26 39 52 65

[pexuBsemoct 6e3 mporpecus (CeAMUIIH)

Jara Ha 3akmtouBase Ha gaHHute: 07 centemBpu 2012 1.

OObmara npe>KUBsIeMOCT € IJIaBHaTa BTOPUYHA KpaliHa Touka B mpoyuBaHero. O0mo 226 (74,8%) ot
naruentute Ha [lom + H/I-Jlexc u 95 (62,1%) ot maruentute Ha BJI-/lexc ca Owm uBU KM JaTaTa
Ha 3akirouBaHe Ha naHHute (07 cenremspu 2012 r.). Meananata Ha Bpemero Ha Oll oT uzuncnenusra
no Kaplan-Meier ue e nocrurnara 3a [lom + HJI-/lexc, HO ce odakBa na Obe Hail-manko 48 ceaMuiy,
KOETO € Mo-HucKaTa rpanuna Ha 95%-aus JI. Mennanata va Bpemero Ha OII 3a pamoTo Ha B/I-Jlexc
e 34 ceqmuru (95% JAW: 23,4; 39,9). UecroTara Ha nunca Ha cr0uTHe 3a lroaguna e 52,6% (x 5,72%)
3a pamoto Ha [Tom + HJI-ekc u 28,4% (= 7,51%) 3a pamoto Ha B/I-/lekc. Pasnukara B OIl mexmy
JIBETE paMeHa Ha JIeYeHne e craTiucTudecku 3Hauuma (p < 0,001).

O6mara npexxussiemoct 3a [TT nomynauusra e o6o6mena B Tabnuua 10. Kpusure na Kaplan-Meier
3a OIl 3a ITT monynanusta ca nageHu Ha Gurypa 3.

BB3 ocHOBa Ha pesynrtaTtute 3a Kpaituure Touku 3a 1Bl u 3a OIl, KomuTteTsT 32 HaOMIOA€HNE HA

JIAHHWTE, Ch3JIJICH 33 TOBA MPOYyYBaHE, MPENOPHYBA MPOYUBAHETO J1a ObJC 3aBBPIICHO U MAIIHCHTUTE
B pamoto Ha B/I-/lekc ma 0bmat npexsoupiieHn B pamoto Ha [lom + H/I-/lexc.
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Ta6mmna 10:  O0ma npexussemoct: I'TT monynanus

IIom + HJI-/lekc B-exc
Crarucruka (N=302) (N=153)
N 302 (100,0) 153 (100,0)
ensypupanu n (%) 226 (74,8) 95 (62,1)
TTounnanu n (%) 76 (25,2) 58 (37,9)
Bpewme na Menunana® NE 34,0
MIPEKUBSIEMOCT
(cemmurin)
HBycrpanen 95% JAU [ 48,1, NE] [ 23,4;39,9]
Koedumment na puck (ITom + HJI-Hexc:B/I- 0,53[ 0,37; 0,74]
Jexc) [aByctpanen 95% JAU°)
Log-rank Test aBycTpanHa P-croitHocT! < 0,001

benexka: JIN=/loseputesncH natepBat. NE = He Moske 1a ObJ¢ H34HCIICHO.
2 MeauaHaTa ce 0a3upa Ha nzumrcieHnuero no Kaplan-Meier.
® 95% MoBEpHUTENEH MHTEPBAN 32 MEAMAHATA HA BPEMETO Ha OOIIA TIPEKHUBIEMOCT.
¢ Ha 6a3ara Ha Mozena Cox 3a pOMOpIHOHATHOCT Ha PUCKa, CPABHSIBALI PHCKOBUTE (QYHKIINHU, CBBP3aHH C TPYIHUTE HA JICUCHHE.
d p- cTOMHOCTTA ce OCHOBaBa HA HECTPATH(UIMPAH JOrAPUTMUYEH PAHIOB TECT.
JlaTa Ha 3akmtouBane Ha naHHurte: 07 cenremBpu 2012 1.

®urypa 3. Kpusu na Kaplan-Meier 3a oomara npexxuBsiemoctT (ITT nomyJsamnus)
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OP (95% AN) 0,53 (0,37; 0,74)

0,2 Memmnana no KM: [IOM+H/I-JEKC=NE [48 I NE]
Menuana no KM: BJ/I-JIEKC = 34,0 [23,4; 39,9]
Cwoutns: [IOM+H/I-AEKC=75/284 BJ1-JIEKC=56/139

0,0
0 13 26 39 52 65

O0m1a mpeXuBIEMOCT (CEIMHUIIN)

Jata Ha 3akmouBane Ha nanuure: 07 cenremBpu 2012 1.

IlenuarpuanHa momyaanms

B otkputo npoyuBane ¢asza 1 ¢ efHa TepaneBTHYHA TPyIIa U C yBEUYABaHE HA [03aTa MaKCUMalTHaTa
nmoHocumMa no3a (MI1J]) w/mmm npenoprunTenHaTa go3a 3a ¢asza 2 (I11dD2) Ha moMamuaoMuI Ipw
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TeMaTpPUYHH MAMEHTH € onpesesieHa Ha 2,6 mg/m?/nen, npuiarana nepopanso ot Jen 1 mo Jlen 21
Ha MOBTapAL ce 28-THEBEH LIUKDIL.

He e nemMoHcTpupaHa ehUKacHOCT B OTKPUTO MHOTOIICHTPOBO, ITapajieTHOrPYIIOBO MpoyuBaHe (asza 2,
NPOBENICHO ¢ 52 JIEKyBaHU ¢ IOMAJIMAOMHU/ IEANAaTPUIHH MALlUCHTH Ha BB3pacT oT 4 10 18 roauHu ¢
PEIHUINBUPAIL HITH TIPOTPECHPAIL] BUCOKOCTETICHEH TITUOM, MeTyMOOJIaCTOM, eTIeHIUMOM WITH
mudysen rimoM Ha nioHca (diffuse intrinsic pontine glioma, DIPG) ¢ mbpBHdYHA JOKaITHS B
neHTpanHara HepsHa cucrema (L{THC).

B npoyuBaneTo ¢asza 2 qBama nanuMeHTH B rpynara ¢ BUCOkocteneHneH rimoM (N=19) ca mocturnanu
OTTOBOP CBHITIACHO Ae(YUHUIUATA IO IPOTOKOI; €NUHUAT OT TE€3H MAIMEHTH € IIOCTUTHAI YaCTHICH
otroBop (partial response, PR), a ApyrusT maimeHT € NOCTUTHAJI IBJITOCPOYHO CTa0MIN3UpaHe Ha
3abomnsBaHeTo (stable disease, SD), koeTo e 10Bejo 0 YecToTa Ha 00EKTUBEH OTroBOp (objective
response, OR) u meirocpouno SD 10,5% (95% mosepurenen unrepsan [CI]: 1,3, 33,1). Enun
MaIeHT B Tpynarta ¢ ermeHauMomM (N=9) e mocTurHas JpIrocpodHo SD, KOeTo € JOBeJI0 IO YeCTOoTa
Ha obektuBeH otroBop (OR) u aparocpouno SD 11,1% (95% CI: 0,3, 48,2). [Ipu HUTO eauH OT
OLIEHMMUTE MAMEeHTH B Tpynara ¢ qudyseH riuom Ha nonca (DIPG) (N=9) u B rpynara c
MenynmobmactoMm (N=9) He ca HabmogaBanu OR win menarocpouro SD. Huto enHa ot 4-Te mapanenrnu
rpyIH, OIICHABaHU B TOBA IpOy4YBaHe (pa3a 2, HE € MOCTUTHAIa IbPBUYHATA KpailHa TOYKa 33 4YeCTOTa
Ha 00EKTHUBEH OTTOBOP WJIH IBITOCPOYHO CTAaOMIIM3UpaHe Ha 3a00IsIBaHETO.

OO6musT mpodwi Ha 6e30MaCHOCT Ha MOMATUIOMU/ TIPH MTENATPUIHN MAlHEHTH ChOTBETCTBA Ha
U3BECTHHS PO 3a 6€30macHOCT pu Bb3pacTH. PapmakokuHeTnaante (PK) mapamerpu ca
orieHeHu B uHTerpupan ®K ananu3s Ha npoyuBanusaTa oT gasza 1 u paza 2 u e ycTaHOBEHO, Ye HAMa
CBHINECTBEHA pa3jiKa B CPABHEHHE C HAOIFOIaBaHUTE MPH BB3PACTHH MAIUEHTH (BXK. TOUKa 5.2).

5.2 ®apMakoKHHETHYHH CBOIiCTBA

AOGcopOrns

[omanunomun ce abcopbupa, KaTo JOCTUra MakcuMalHa riasMeHa KOHIEHTPaHs (Cmax) MEXIY 2 U
3 gaca u MuUHUMYM 73% ce aGcopOupa cien npueM Ha eMHUYHA NepopaiHa f1o3a. CucteMHaTa
excrio3urust (AUC) Ha moManmuIoMu HapacTBa MOYTH JHHEHHO W IPOTIOPIIMOHAIHO Ha jo3aTta. Ciex
MHOTOKPATHO NpWIaraHe MoMajiuJoMHU uMa KoeuuueHt Ha kymyaupane ot 27 1o 31% na AUC.

EnHOBpEMEHHOTO NMPUIIOKEHHE C XpaHa ¢ BUCOKO ChIIbpKaHUE HA Ma3HUHH U KaJlOpUH 3a0aBs
CKOpPOCTTa Ha abcopOLus, HaMansBaiiku cpeHara miasMeHa Cmax puOIM3uTenHo ¢ 27%, HO UMa
MHUHHAMaJIEH e(heKT BbpXy oOIiaTta crerneH Ha abcopOuus ¢ npubausuTentHo 8% HamaleHue Ha
cpennara AUC. CreoBaTeTHO MOMAIMIOMUJT MOKE J1a ce puiiara 0e3 oryies Ha IpreMa Ha XpaHa.

Pasnpenenenue

[Tomanmunomua nma cpezieH mpuBHeH ooeM Ha pasnpeaenenne (VdA/F) mexay 62 u 138 1B
CTalMoHapHO cheTosHUE. [lomManuaomMua ce pasnpeaesns B ceMEHHaTa TEYHOCT Ha 37paBu JOOPOBOJIIIH
B KOHLEHTpauus NpuOnIu3uTenHo 67% OT I1a3MeHOTO HUBO 4 yaca ciell IpUeM Ha J103aTa
(mpubmm3nTenHo Tmax) Clleq 4 IHU eMHOKPAaTHO JHEBHO MpWilaraHe Ha jo3a oT 2 mg. In vitro
CBBP3BAHCTO HA CHAHTUOMEPUTE HA MMOMAJIUAOMU C IPOTCUHU B HOBCIIKATA IJIa3Ma Bapupa OT 12%
110 44% w He 3aBHCH OT KOHIIEHTpaLUITA.

Buorpancdhopmariug

ITomanumpomMu € OCHOBHUAT LUPKYJIUPALl KOMIIOHEHT (1ipudnusutento 70% ot mia3meHata
PalOaKTUBHOCT) in Vivo NIPU 34paBU 10OPOBOJINHU, KOUTO [I0JIyyaBaT €AMHIYHA [IEpOpaIHa 032
[*C]-nomamunomuzn (2 mg). Hama >10% MeTaboauTH CIpsMO OCHOBHOTO CheJHHEHHE MM 0OIIOTO
PaAMoOaKTUBHO BELIECTBO B IJIa3MaTa.

[peobnanaBamyre MeTabOIUTHU ITHTHILA HA CKCKPETHPAHOTO PAJMOAKTUBHO BEIIECTBO Ca
XUIPOKCUIIMPAHE C MOCIEABAII0 INIIOKYPOHUPAHE WK XUAPONn3a. [n vitro € ycraHoBeHo, ue CYP1A2
u CYP3A4 ca ocHOBHUTE eH3UMHU, BKIIIOUeHU B CYP-MeaunpanoTo XUAPOKCUIUPAHE Ha
MTOMAIHJIOMHI, C JOITBIHUTEIHO BTopocTenieHHO yuactrue Ha CYP2C19 u CYP2D6. [Tomanmmomu
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CBIIO € U cyOcTpaT Ha P-rmkonpoTenH in vitro. ETHOBpPEMEHHOTO MPHUIIOKEHUE HA TIOMATTIOMU ChC
cwHus uaxuoutop Ha CYP3A4/5 u P-gp keTokoHa3o0m miu cbe crutHus HHIykTop Ha CYP3A4/5
KapOama3enuH HiMa KIMHIYHO 3HAYUM e()eKT BhPXY EKCIO3UIHATA Ha IOMATUIOMHU/I.
EnnoBpemenHoTo npuioxkeHne Ha cuiiHus naxuoutop Ha CYP1A2 ¢yBokcaMHH ¢ MOMaIHIOMUJ B
MPUCHCTBUETO HA KETOKOHA30JI yBEIMYaBa cpeaHaTa eKCo3uus Ha noManuaoMun 10 107% c 90%
nmoseputenieH uHTEpBal [91% mo 124%] B cpaBHEHHE C MOMATMAOMUJ IUTFOC KeTOKOHa301. [Ipu BTOpo
MIpOyYBaHe 3a OIleHKa Ha MprHOca camo Ha naxuomuTop Ha CYP1A2 3a mpomenuTe B MeTaboIm3Ma,
€THOBPEMEHHOTO MPUIIOKEHHE caMo Ha (IIyBOKCAMHH C TOMaIUOMUJI YBeIU4YaBa CpeaHaTa
ekcrno3uuys Ha nomanuaomMug 1o 125% c 90% noseputenen uarepsai [98% no 157%] B cpaBHeHHE
camo ¢ momanuaoMu. Ako criHu nHxuouTopu Ha CYP1A2 (Hanp. nunpodaokcanyH, eHOKCAIMH U
(iryBOKCaMHUH) Ce mpUiIarat eTHOBPEMEHHO C MOMAIUAOMHUI, HaMaJleTe 103aTa OMAIUAOMHU/] Ha
50%. Bbpnpeku ye e u3BECTHO, Y€ TIOTIOHOIyIeHeTo HHaynupa usohpopma CYP1A2, npuinoxxeHnero
Ha MOMaJIMJIOMUJ IIPH MyIIady HAMA KIMHUYHO 3HA4UM e(DeKT BbPXY €KCIO3HUIUAITA Ha TOMAIUIOMH
B CpPaBHECHHUE C EKCIIO3UIUATA Ha TIOMATUIOMHU]I, HaOIr0laBaHa TIPY HEMYyIayH.

BB3 ocHOBa Ha TaHHM i1 Vitro TOMATUAOMU/ HE € HHXHOUTOP WM HHIYKTOP Ha IIUTOXPOM

P-450 nzoen3umuTe 1 He MHXHOWPA MPOYUEHUTE JICKAPCTBEHH TpaHcHopTepu. KIIMHUYIHO 3HAYNMH
B3aMMOJICICTBUS HE CE€ OYAKBaT, KOraTo MOMAJIMIOMHU/] CE MIpHUJIara eJIHOBPEMEHHO ChC CyOCTpaTh Ha
T€3U MbTULIA.

Enumunupane

[Momanmuoomun ce eTMMHUHUPA C TUIa3MeH MOTYKUBOT ¢ MeANaHa IPHOIU3UTENHO 9,5 yaca npu 3apaBu
JOOPOBOJIIIM M PUOJM3UTETHO 7,5 Yaca Mpy MalUeHTH ¢ MYJITUTUIEH MuesioM. [lomanugoMu uMa
cpexnen o6 teneced knupbHE (CL/F) mpubnusurenno 7-10 1/gac.

Cres1 €JHOKPATHO MepopaiHo Tprioxkerne Ha [*C] -momamumomun (2 mg) Ha 3ApaBU 106POBOIIIH,
npubmmzutenHo 73% u 15% oT paanoakTUBHATA 1032 CE SIMMHHHUPA ChOTBETHO UPE3 YPHHATA H
(heneca, karo npubaM3UTENHO 2% 1 8% OT PaAMOBBITICPO/IA B 103aTa CE SIIMMUHUPA KATO
MOMAIMIOMHJ] B ypHHaTa u (pereca.

[omanunomun ce MeTabonM3upa eKCTCH3UBHO MPEAH EKCKPELHUTa, KaTo MOJIyYeHUTE METa0O0IUTH ce
eNMMUHUPAT IPEJUMHO upe3 ypuHarta. Tpute mpeobiagaBany MeTadoInTa B ypuHara (00pa3yBaHu
MOCPEICTBOM XHAPOIN3a FIIH XUAPOKCHIIMPAHE C TIOCIEBAIIO TIIIOKYPOHHUPAHEe) TIPECTaBIABAT
CchOTBETHO Npubsm3uTenHo 23%, 17% u 12% ot no3arta B ypuHaTa.

CYP-3aBucumute MeTaboINTH NpeAcTaBiIABaT npuonu3nTento 43% ot o0iaTa eKCKpeTupaHa
paauoakTuBHOCT, AokaTo CYP-He3aBucHMHTE XUAPOIM3HN MeTaboHTH TIpeacTaBisBar 25%, a
EKCKpEeIMITa Ha HepoMeHeH nmomanuaoMu/ npejacrasisisa 10% (2% B ypunata u 8% BbB (detieca).

[MonynammonHa gapmakokunernka (PK)

B®3 ocHoBa Ha nomynannoneH OK ananus ¢ U3Moi3BaHe Ha ABYKOMIIAPTUMEHTEH MOJEN, 3/[PaBUTE
nmoOpoBouy 1 naruerTute ¢ MM umar cpaBHUM npuBujeH knupbHC (CL/F) n npuBuaeH neHTpanexH
obem Ha pasmpenencuue (V2/F). B nepudepaute ThkaHu MOMaIHIOMU]L CE ITOeMa TIpedepeHITATTHO
OT TYMOPH C IPUBHJECH NlepudepeH KupbHC Ha pasnpenencHue (Q/F) u npusuaeH nepudepen odem
Ha pasznpenenenue (Vs/F) cboTBeTHO 3,7-I'BTH U §-ITBTH MO-BUCOK, OTKOJIKOTO TPH 31PaBUTE
JIOOPOBOJIITH.

IlennaTpuyHa nomyJsamnus

Cren eqMHUYHA TIEpOPAHA 7032 IIOMAHIOMUJI TIPH JIela U MJIaJId BB3PACTHU C PEIUIUBUPAILL UITH
POTPECUpAIIl TBPBHUYCH MO3BUYCH TYMOP MeanaHaTa Ha Tmax HACTHIIBA OT 2 70 4 yaca ciief] 103ata U
CHOTBETCTBA HA CPEAHOT€OMETPUIHU CTOWHOCTH Ha Crax (CV%) 74,8 (59,4%), 79,2 (51,7%) u

104 (18,3%) ng/ml, choTBETHO TIpH 1030BH HIUBA 1,9, 2,6 1 3,4 mg/m*. AUCq.24 1 AUC.ins cTETBAT
NOJJOOHU TEHACHIIMH ¢ 001a eKCIO3UIMS B Ararna3ona ot okoio 700 xo 800 h-ng/ml mpu 2-Te no-
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HUCKH 1034 ¥ okouio 1 200 h-ng/ml npu Bucokara no3a. M34nucieHuAT NoayKUBOT € OWII B JUara3oHa
OT OKOJIO 5 1o 7 yaca.

He ca ycTaHOBeHM SICHU TCHJICHIIMH, OTHOCUMHU KbM CTpaTH(UKaIMATa 10 Bh3pacT U yrnorpeda Ha
crepouy npu MIL

Karo msmo nanaure npeamnonarat, ye AUC ce noBumaBa npuOIHM3UTETHO MTPOMOPIIHOHAIHO HA
YBEIMYAaBaHETO Ha J03aTa MOMATHIOMU, TOKATO MOBUMIEHUETO HA Cax HAH-00IIIO € TTO-MaJIKO OT
MIPOTIOPIIOHATHOTO.

dapMaKOKHHETHKATa Ha TIOMATHIOMHUJL Clie/ IEpOPaTHO MPUIOKEHHE Ha 1031 OT 1,9 mg/m?/nen no
3,4 mg/m?/nien e onpenenena npu 70 MAMEHTH HA BH3PACT OT 4 10 20 TOAMHY B MHTETPUPAH AHAIIN3
Ha rpoy4Banus ¢a3za 1 u pasza 2 BppXy peUUINBUPAIIN HIIH IPOTPECUPALIH MO3BYHH TYMOPHU B
neanaTpuyHaTa nomynanus. [I[podumuTe KOHIIEHTpAIHs/BpeMe Ha MOMaTUAOMUJ Ce OMUCBAT 100pe ¢
eqaokomnaptumenteH OK mozxen ¢ abcopOuus u eTMMIHEpaHe OT TbPBH MOpAAbK. [lomanmumomug
NOKa3Ba JIMHEHHa 1 He3aBHcema oT Bpemeto DK ¢ ymepena BapuabuiiHocT. OOHYaifHUTE CTOHHOCTH
Ha CL/F, Vc/F, Ka, lag time Ha momanumomun ca crotBetHO 3,94 1/h, 43,0 1, 1,45 h' 1 0,454 h.
TepMUHATHUST €TMMUHAIIMOHEH MOTY>XKUBOT Ha momManuaomua € 7,33 vaca. C u3kiiroueHue Ha
IomITa Ha TenecHaTa moBbpXHOCT (body surface area, BSA), HuKosI OT M3ciaeBaHUTE KOBapHaTH,
BKJIIOUMTEITHO BB3PacT U 1011, He 0Ka3Ba eekT Bbpxy @K Ha momanmuaomun. Benpekn ue BSA e
UACHTU(UITIPAHA KaTO CTAaTUCTUIECKH 3HaunMa kKoBapuara Ha CL/F u V¢/F Ha moManumoMun,
BIHMSHUETO HAa BSA BBpXy mapameTpuTe Ha €KCIIO3UIIUATA HE CE CUMTA 3a KIIMHIMYHO 3HAYUMO.

Karo msuto Hsima chiecTBeHa paznuka BbB @K Ha momManumoMus mpu Aela U Bb3pacTHHU MallUeHTH.

Crapuecka Bb3pacT

BB3 ocHOBa Ha monynanuoHHU (HapMaKOKMHETUYHH aHAIIM3H TIPH 3IPaBH JOOPOBOIIIU U MAIUEHTH C
MYJITHIICH MHEJIOM He ce HaOJIrojaBa HUKaKBO 3HAYMMO BB3ICHCTBHE Ha Bb3pacTTa (19-83 roauHm)
BBPXY NEPOPATHUS KIIMPHHC HA MOMATHIOMUA. B KIMHIYHA IPOYyIBaHUS HE CE H3UCKBA KOPUTHPAHE
Ha Ji03aTa [P NaIlMeHTH B cTapyecka Bh3pacT (> 65 ToArHM) ¢ €KCIIO3UIINUS Ha TOMANTUIOMUJ (BXK.
TouKa 4.2).

brOpeuno yBpexaane

[omymanmonanTe hapMaKOKWHETHYHHU aHAJIM3U ITOKa3BaT, 4e (hapMaKOKHHETHYHHUTE TTapaMeTpH Ha
MTOMAIHIOMHJI HE CE€ 3acATaT CHIIECTBEHO NPH MAIMEHTH ¢ ObOpedHOo yBpexaane (1ehuHupaHo
MOCPEJCTBOM KPEaTUHHHOBHS KJIMPBHC HIIM N3YHCIICHATa CKOPOCT Ha TIIOMEpYIIHA GUIITPALHS
[eGFR]) B cpaBHeHwme ¢ nanueHTUTe ¢ HopMaiiHa Os0peuna ¢pyakiws (CrCl > 60 ml/munyTa).
Cpennata sHopmammsupana ekcrozurusa (AUC) ra momamumomu € 98,2% mpu 90% moepurteneH
untepsan [77,4% no 120,6%)] npu nauuenTn ¢ ymepeno 6s0peuno yspexnane (eGFR >

30 0 < 45 ml/mMunyTa/1,73 m?) B cpaBHEHHE C MAIMEHTUTE C HOPMaTHa 6BOpedHa QYHKIUS.
Cpennara sHopmanusupana excrozunus (AUC) va nomamumomun e 100,2% nipu 90% noeepurenex
unTepBai [79,7% no 127,0%] npu nanueHTH ¢ TeKKO OBbOPEUHO YBPEKIAHE, KOUTO HSIMAT HYXK/a OT
muamuza (CrCl < 30 um eGFR < 30 ml/munyTa/1,73 m?), B cpaBHEHHE C MAIMEHTUTE C HOPMATHA
0b0peuna pynkuus. CpeqHara Hopmanmupana ekcriozuius (AUC) Ha moMauaoMus] ce yBelndaBa ¢
35,8% ¢ 90% AU [7,5% mo 70,0%] ripu manueHTH ¢ TeXKO OBOpEUHO yBpEKAaHe, KOUTO UMAT HYKIIa
ot nuanu3a (CrCl < 30 ml/MuHyTa, M3UCKBAIIY AUATN3a), B CPABHEHHUE C MAIUCHTUTE C HOPMaJIHA
0bOpeuna pynknua. CpeaHNUTe MPOMEHU B €KCIIO3ULIUATA HA TIOMATIMIOMUA IIPU BCSIKA OT TE3U FPYyNH
¢ OBOpEeYHO yBpEXKIaHE HE ca C BEIWYHMHA, KOSTO JIa Hajara KOpEKIUK Ha J103aTa.

YepHoAPOOHO YBPEXKIAHE

dapMaKOKHHETHYHHUTE MTaPaMETPH Ca JIEKO M3MEHEHU IPU NAIIMEHTUTE ¢ YePHOPOOHO YBPESIKIaHE
(medunupano mo kpurepuute Ha Child-Pugh) B cpaBHeHme cbe 3apaBu 1o6poBonu. CpenHara
EKCIIO3ULIMS Ha oManuaoMu ce yeandana ¢ 51% c 90% noseputenen unrepsai [9% a0 110%] npu
MAITAEHTH C JICKO YePHOAPOOHO YBPEKIaHE B CpaBHEHHE ChC 3MIpaBu 00poBoiy. CpemHara
SKCIIO3HIIHS Ha TOMaTHIOMU] ce yBenudana ¢ 58% c 90% noseputenen uatepsai [13% mo 119%]
TIPH MAIMEHTH C YMEPEHO YePHOIPOOHO YBpEXKIaHE B CPAaBHEHHE ChC 3/IpaBu qoOpoBoiu. CpeaHara
eKCITO3UIIHS Ha IOMaIHIOMH/I ce yBenndasa ¢ 72% c 90% moseputenen uaTepBai [24% mo 138%]
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MIPH MAIMEHTHU C TEXKKO YSPHOAPOOHO YBpEXKIaHE B CPAaBHEHHE ChC 3/IpaBH Jo0poBoiu. CpeHure
YBEIUUCHHS HA SKCIIO3MIIMATA HA MOMATHIOMHUT TIPH BCSKA OT TE3H IPYITH C YBPEKAAHE HE Ca OT
TaKaBa BEJIMYMHA, KOSTO Jla Hajiara KOPEeKIIMU B CXeMara WiH 1o3arta (Bx. Touka 4.2).

5.3 IlpeakJuMHMYHH JAHHHU 32 0€30MACHOCT

HDOVT-IBaHI/ISI 3a TOKCUYHOCT ITPHW MHOTOKPATHO MMpUJIaraHe

[Ipu mrpX0BeE, XpPOHUYHOTO TIPIIIOKEHNE Ha ToMatuaoMu B 1o3u ot 50, 250 u 1000 mg/kg/nen B
poAbDKEeHHE Ha 6 Mecena ce moHacs noope. He ca HaGmronaBanu He)KeNaHU HAXOAKH JI0
1000 mg/kg/nen (175-kpaTHa eKCIIO3HULIUS CIIPSIMO KIIMHAYHATA 1032 OT 4 mg).

[Ipu MaiiMyHH, TOMaTHIOMH/] € OTICHEH B POYYBAHHsI C MHOTOKPATHO TIpHAJIaraHe ¢
MPOABIDKUTENHOCT 710 9 Mecena. B Te3n mpoyuyBaHus MaliMyHHTE TIOKa3BaT MO-TOJIsIMa
YYBCTBHUTETHOCT KbM €()eKTUTE Ha TTOMAJIHIOMH]] OTKOJIKOTO IIbX0oBeTe. OCHOBHUTE TOKCUYHU
edhexTH, HaOIIOAaBaH! IIPH MaMyHH, ca CBBP3aHH C XeMaTOITOETHIHATA/ TUM(OPETHKYIapHaTa
cuctema. B 9-meceunoro npoyuBane npu Maiimysu ¢ no3u ot 0,05, 0,1 u 1 mg/kg/men ce HabmomaBar
3a00J1€BaeMOCT U PaHHO eBTaHa3UpaHe Ha 6 )KUBOTHH MpH go3aTa oT 1 mg/kg/nen u ce npunuceat Ha
UMYHOCYIIPECUBHH e(PeKTH (CTapMIOKOKOBAa HH(MEKITHS, HaMalIeH Opoi TuMGONHTH B ITepudepHaTa
KPbB, XPOHUYHO BH3MAJICHUE HaA I[C6CJ'IOTO YEPBO, XUCTOJIOTUIHO HI/IM(I)OI/IIIHO N34YCPIIBAHE U
XUIOLENYIapUTET Ha KOCTHHUS MO3BK) IPU BUCOKA €KCIIO3UINs Ha moManuaomMun (15-kpaTHa
EKCITO3UIIMS CIIPSAMO KIMHUYHATA 7032 oT 4 mg). Te3n uMmyHocynpecuBHH e()eKTH BOIAT 10 PAHHO
eBTaHa3upaHe Ha 4 MailMyHH MTOPaJH BIOMIEHO 3/JpaBOCIIOBHO ChCTOSTHIE (BOIHUCTH U3NPAKHEHUS,
JIWIICa Ha aneTHT, HaMalleH MPHEM Ha XpaHa 1 3ary0a Ha TerJj0); XHCTOIATOJIOTHYHATA OIlEHKA Ha Te3H
JKUBOTHH TI0Ka3Ba XPOHUYHO BB3MaJICHUE Ha Je0EI0TO YePBO U BUIIO3HA aTpodusi HA TBHKOTO YE€PBO.
CradmrokokoBa nHDEKIHA ce Habmo1aBa mpu 4 MaiMyHH; 3 OT TE€3W KHBOTHHU OTTOBApST Ha JICUCHUE
¢ aaTHOHOTHIH, 1 yMupa 6e3 JedeHne. OCBEH TOBAa HAXOAKH, CBBMECTUMH C MHEIIOTCHHA JICBKEMFSI,
JOBEXKAAT N0 €BTaHAa3UpPaHC Ha 1 MaﬁMYHa; KIMHUYHUTC Ha6JHOILCHI/IH 1 KJIMHUYHaTa I1aToJIOTrus
W/WITY U3MEHEHHUATA B KOCTHHUS MO3bK, HaOII0/IaBaHH IIPU TOBA KUBOTHO, CA CbBMECTUMH C
UMyHOCYTIpecrs. MUHMMAaJTHA WK JIEKa MPOouQeparis Ha KIBYHATE KaHAJU ChC CBHP3aHO
yBenmuenune Ha ALP u GGT cbio ce HaOaronaBar npu 1 mg/kg/nen. OnieHkara Ha Bb3CTaHOBHIIU CE
KHUBOTHHU TI0Ka3Ba, Y€ BCUYKH CBBP3aHH C JICYEHUETO HAXOJIKU ca 00paTHUMH CIie/ 8 CeIMUILIN OT
MIPEeKpaTsIBaHE HAa IPUIIOKEHUETO, C M3KITIOYCHHE Ha MPoudepanusaTa Ha BbTpeYepHOpOOHNTE
JKITHYHH KaHaIH, HabmrogaBana mpu 1 )kuBoTHO B rpynara Ha 1 mg/kg/nen. Huoro 6e3 HabmojaBaHu
Hexxenanu epext (No Observed Adverse Effect Level, NOAEL) e 0,1 mg/kg/nen (0,5-kpatHa
EKCITO3UIIHS CIIPSIMO KIIMHWYHATA 71032 OT 4 mg).

FGHOTOKCI/IHHOCT/KaD]_[I/IHOFeHHOCT

[Momanunomua He € MyTareHeH MPH TECTOBE 3a MyTAIlUU MPH OaKTepHy ¥ 003alHUIIN U HE HHAYIHPA
XpOMO30MHH a0epanyy B YOBEHIKUTE JTUMQPOIUTH OT nepudepHa KpbB Hiik 00OpasyBaHe Ha
MHKPOHYKJICYCH B TIOJIMXPOMATHYHNTE EPUTPOLIMTH B KOCTHUS MO3BK IIPH IUIBXOBE, HA KOUTO Ca
npwraraau go3u 10 2000 mg/kg/nen. He ca mpoBexmanu MpoyIBaHHUS 32 KAHIICPOTCHHOCT.

DepTUIUTET U PAHHO CM6DI/IOH3.J'IHO Pa3BUTHEC

B exHo mpoy4BaHe o oTHOIIEHHE Ha (hEePTUIIMTETa K PAHHOTO eMOPHOHAIHO Pa3BUTHE TPH ITEXOBE
NOMAJINAOMHJ C€ TIpUJIara Ha MbKKU M KEHCKHU KUBOTHH B 103U 25, 250 u 1000 mg/kg/nen.
MarouHusT nperie Ha recTauloHeH JeH 13 moka3Ba HaMaJleHHe Ha CpeqHUsl OpOi JKU3HECTIOCOOHU
eMOPHOHH ¥ yBEIIMYEHHE HAa MOCTUMITJIAHTAIIMOHHUTE 3aryOu TIPU BCUYKH JJO30BU HUBA.
CaenoBarenno NOAEL 3a Te3u HaOnronaBanu eekru e <25 mg/kg/nen (AUCo4 € 39960 ngeh/ml
(HaHOTpaMe*yac/MIWIMIIMTBP) MPH Ta3H Hail-HUCKa W3MUTBAHA 1034, a eKCIo3uLuITa € 99 mbTH
KJIMHUYHATa 7032 oT 4 mg). Koraro TpeTupann MBXKH )XMBOTHH B TOBA IIPOyYBaHe ca YM(TOCcaHu ¢
HETPETUPaHH KEHCKH, BCHIKH YTEPHHHU MapaMeTpH ca CPAaBHUMU ¢ KOHTposIuTe. B3 ocHOBa Ha Te3n
pe3yaTaTi HabIoAaBaHUTE ePEeKTH ce IPUIICBAT Ha TPETUPAHETO Ha )KEHCKUTE )KUBOTHHU.
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EMOpuoderanno passurue

YcTaHOBEHO €, ue MOMAaIMIOMHU/] € TEPATOTCHEH U MPH IUTHXO0BE, U MPH 3aiIli, KOTaTO Ce Mpuiara B
Tepro/ia Ha OCHOBHATA opraHoreHesa. [Ipu mpoydBaHeTo 3a TOKCHYHOCT 3a eMOpHO(ETaITHOTO
pa3BUTHE MPH TUTBXOBE, MaI(OPMAIIUH KATO JIUIICA HA MUKOYEH MEXYp, JIUICA HA IIUTOBUIHA JKJIe3a U
CpacTBaHE W JMCIOKAIMS Ha TyMOAJTHU U TOpaKallHU MPENUICHHH Teia (IIEHTPATHU W/ HEBPAITHH
JIbTH) c€ HaOIF01aBaT P BCUYKH 1030BH HUBA (25, 250 u 1000 mg/kg/nen).

IIpu ToBa MpoyuBaHe He ce HaOII0aaBa TOKCHYHOCT pu Makikata. CiremoBaterno NOAEL nHa
Mmaiikata e 1000 mg/kg/nen, a NOAEL 3a TokcnanoctTa 3a pazsutueto € <25 mg/kg/nen (AUCu4n €
34340 ngeh/ml Ha recTanMoHeH qeH 17 mpu Ta3u Hal-HUCKA U3MUTBAHA J103a, U CKCIIO3UIIUATA €

85 mbTu KMHWYHATA 1032 0T 4 mg). [Ipu 3aiiim momMamuaoMua B 034 B Auana3oH ot 10 1o

250 mg/kg, Bonu no mManhopMaru mpu eMOpropEeTaATHOTO pa3BUTHE. Y BEIMUEHa YECTOTa Ha
CBp/ICYHU aHOMAJIMH ce HAOJr01aBa MPH BCUYKHU 03U ChC 3HAYUTEIHO yBEIHMUCHHUE TIPU

250 mg/kg/nen. Ipu 100 u 250 mg/kg/neH nma nexu yBenTuueHHUs Ha MOCTUMILIAHTALIHOHHUTE 3aryOu
Y JIEKH HaMalleHUs Ha TelecHOTO Terno Ha detycute. [Ipu 250 mg/kg/nen mandopmarunre Ha deryca
BKJIIOYBAT aHOMAJIMU Ha KpalHUIUTE (CT'bHATH W/WIM POTHPAHU MPETHH W/WITK 3aTHU KpaiHUIH,
HECBBP3aH WM JIUIICBAII IPBCT) H CBBP3aHH C TOBA CKeJIeTHH MaihopMannu (JIMIica Ha ocU(pUKaLus
Ha MeTaKaprnajiHaTa KOCT, pa3MHHaBaHe Ha ¢aaHraTa ¥ MeTakaprarHaTa KOCT, JTUTICBAI IPBCT,
nrca Ha ocuguKanus Ha (ajaHraTa v Kbca, Heocu(hUIMpaHa WK OrbHATA THOMS); YMEpEHa
JUIaTalys Ha JIaTepaTHOTO MO3BYHO CTOMaxye; aHOMaJIHsl B TIOJI0KEHHETO Ha JisicHaTa cyOKJIaBHaiHa
apTepus; TUICBAI CpeaeH JIo0 Ha Oenus Apo0; HUCKOMOCTaBeH ObOpeK; mpoMeHeHa MOpQoIIorus Ha
YepHHs Ipo0; HEMIBIHO WIIM 30010 HEBKOCTEH Ta3; YBEIUICH CpeAcH OpOol JOIMBIHUTEIIHH pedpa B
TOpakca M HaMaJIeH cpeaeH Opoii BKOCTEHH rie3eHHH KocTH. Crabo HaMaseHne Ha HaIaBaHeTo Ha
TEJIECHO TErJI0 Ha MaiKaTa, 3HaYNMO peAylupaHe Ha TPUIIIHIICPUINTE U 3HAYMMO HaMaJleHHe Ha
a0CONFOTHOTO M OTHOCHTEITHOTO TETJIO Ha cie3kara ce HabmromaBat npu 100 u 250 mg/kg/nen.
NOAEL na maiikata ¢ 10 mg/kg/nen, a NOAEL 3a pazsutuero ¢ <10 mg/kg/nen (AUCa4n ©

418 ngeh/ml Ha recranoneH aeH 19 npu Ta3u Hali-HUCKa U3NUTBaHA 03a, KOETO € MOJI00HO Ha
NOJY4E€HOTO OT KJIMHUYHA J103a 4 mg).

6. DAPMAIIEBTNYHU TAHHHA
6.1 Chucnbk Ha NOMOIIHHUTE BeleCTBA

KarncynHo cbaIbpKHUMO

Manwuron (E421)
Humrecre, mpexenaTHHU3HPAHO
Hatpues creapundymapar

CncraB Ha KancyJjaara

Imnovid 1 mg meévpou xancynu
Kenarua

Turanos nuokcun (E171)
Wnnurorun (E132)

JKoar xxenesen oxeun (E172)
bsrno n geprO MacTHIIO

Imnovid 2 mg meéwvpou xancynu
Kenatun

Turanos nuokcun (E171)
Wunurorun (E132)

XKont xeneszen okcup (E172)
Eputposzun (E127)

Bsuio mactuiio
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Imnovid 3 mg mevpou kancynu
Kenarun

Turanos nuokcun (E171)
Wumurorun (E132)

Kent xenesen okeun (E172)
bsuto mactuiio

Imnovid 4 mg mevpou kancynu
Kenarun

Turanos nuokcun (E171)
Wunurorun (E132)
bpumnantao cuaso FCF (E133)
Bbsano mactuno

IleyaTHO MacTHIO

FBsino macmuno (Imnovid ecuuku mebpou Kkancyiu)
[lennax

Tutanos nuokcun (E171)

CUMETUKOH

IIpommrenrimkon (E1520)

Awmonnes xuapokcun (E527)

Yepro macmuno (Imnovid 1 mg mevpou kancyiu)
Mennakx

Yepen xeneszen okcun (E172)

[Ipormunenrnukon (E1520)

Awmonmes xuapokcun (E527)

6.2 HecnbBMeCTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHocT

4 roguHn

6.4 CoeuuajaHm ycJIOBHsI HA CbXpPaHeHHe
To3u nekapCcTBEH MPOIYKT HE U3UCKBA CIICI[MAIHHU YCJIOBUS Ha ChXPaHCHUE.

6.5 Bwuawu chabp:kaHue HA ONMAKOBKATA

Karcynute ca omakoBanu B 6auctepu ot nonmmBuHWiIxiopun (PVC)/monuxnoporpudiayopoeruicH
(PCTFE), 3arreuaTanu ¢ amyMHHHEBO (POJTHO.

OnaxkoBku 1o 14 wnu 21 kancynu.
He Bcruky BUIOBE ONaKOBKM MOTat Aa ObAaT MyCHATH B IpoJaxoa.

6.6 CrhenuajaHu NpeanasHu MepKHU NMPH U3XBLPJIsiHEe H padoTa
Karmcynure He TpsOBa 1a ce OTBAPAT WM IyIIAT. AKO TIpax OT MOMATHAOMUJ Blie3e B KOHTAKT C

KOXaTa, T TpsAOBa 1a ce u3Mue He3abaBHO U OOMITHO CHC CallyH U BoAa. AKO MMOMAIHIOMU] BIIE3€ B
KOHTAKT C JINTaBUIIH, T¢ TPSOBA J1a ce TPOMUST OOHMITHO C BOJA.
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MeaUIMHCKUTE CIIeIUANIUCTU U OOJTHOTIIeAaunTe TPSOBA J]a U3MOI3BAT PHKABUIIH 32 €THOKpaTHA
ynoTpeda, Korato paboTiT ¢ OnucTepa win kancynute. Cie; ToBa pbKaBUIIUTE TPSAOBA Ja Ce CBANIAT
BHUMATEIHO, 32 JIa CE MPEIOTBPATH CKCIIO3UIIMS Ha KOXKaTa, 1a Ce MOCTAaBST B OJIHETHIICHOBA
TopOMUKa ¢ "IuN" U 1a ce U3XBBHPIIAT B ChOTBETCTBUE C MECTHUTE M3KCKBaHUs. [locie pplere TpsaOBa
Jla ce U3MUSAT T0Ope ChC camyH u Boja. JKeHH, KOUTo ca OpeMEHHU WK TOJI03UPAT, Y& MOXKE Jia ca
OpeMeHHH, He TpIOBa 11a paboTAT ¢ OiHcTepa WK KarncyauTe (BK. Touka 4.4).

Hewusnon3BaHusAT neKkapcTBeH NPOAYKT WM OTIAIbYHATE MATEPHAIN OT HETO TPsIOBa Ja Ce U3XBBPIISAT

B CBOTBETCTBHE C MECTHUTE M3NCKBaHUS. Hen3non3BaHUAT JIekapCTBEH NPOIYKT TPSOBa /1a ce BEpPHE
Ha (apMarieBTa.

7. IHPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Bristol-Myers Squibb Pharma EEIG

Plaza 254

Blanchardstown Corporate Park 2

Dublin 15, D15 T867

Wpnangus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Imnovid 1 mg TBBpaM Kancynu

EU/1/13/850/001
EU/1/13/850/005

Imnovid 2 mg TBBpAM Kancyau

EU/1/13/850/002
EU/1/13/850/006

Imnovid 3 mg TBBpIU KaTCyu

EU/1/13/850/003
EU/1/13/850/007

Imnovid 4 mg TBBpAM Karcyau

EU/1/13/850/004

EU/1/13/850/008

9. JATA HA IBPBO PABPEIIABAHE/IIOJJHOBSIBAHE HA PASPEIHLIEHUETO 3A
YIHOTPEBA

Hata ma mepBo paspemasane: 05 aBryct 2013 r.

Hata nHa mocienHo nonuoBsiBane: 24 anpui 2023 1.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[TonpoGHa uH(OpMaIKs 3a TO3U JEKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara
areHIys 1o JIeKapcTBaTa http://www.ema.europa.eu.
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INPHUJIOKEHHUE IT
MHNPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOX/JIABAHE
HA ITAPTUIN

YCJIOBUS NJIX OTPAHUYEHMUS 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUS N UBNCKBAHUS HA
PASPEHIEHHUETO 3A YIIOTPEBA

YCJIOBUS NJIK OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHAYIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A. MNPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOXJIABAHE HA TTAPTUIN

HMe u afipec HA MPOU3BOIUTEINS, OTTOBOPEH 32 OCBO0OOXK/IaBaHE HA NAPTUJINTE

Celgene Distribution B.V.
Orteliuslaan 1000

3528 BD Utrecht
Hunepnanaus

b. YCJIOBUs NI OT'PAHUYEHMUA 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOYKT C€ OTITyCKa IO OTPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I:
Kpatka xapakTepucTtrka Ha IpoAyKTa, Touka 4.2).

B. JAPYI'N YCJIOBUSA U UBUCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA

] Iepuoauynu akTyaau3upanu 1okjaaau 3a 6esonacuoct (IIAJ/IB)

N3uckBanusTa 3a nojgaade Ha I[TAJIb 3a To3u nekapcTBEH MPOAYKT ca MOCOYEHU B CIIUCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npensuaeH B wi. 1078, ain. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIeIBAIIN aKTyaJIM3allH1, ITyOJIUKYBaHH Ha €BPONCHCKUS
yeOTopTal 3a JIeKapCcTBa.

I. YCJIOBUA NJIN OTPAHNYEHUSA 3A BE3OITACHA 1 EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

L Ilnan 3a ynpasienue Ha pucka (ITYP)

ITputexarenst Ha pa3peweHuero 3a ynorpeda (IIPY) tps0OBa na u3BbpiiBa H3UCKBaHUTE ACHHOCTH
W IEHCTBUS, CBBP3aHU C IPOCIIE/sIBaHe Ha JIEKapCTBeHaTa O€30MacHOCT, TOCOYSHH B 0I00peHHS
ITYP, npencraBen B Mozyn 1.8.2 Ha pa3pemieHueTo 3a ynorpeda, KakTo 1 BbB BCHUKH CIIEIBAIIT
onoOpenu aktyanusanuu Ha [TYP.

Axrtyammsupa [1YP Tpsa6Ba na ce momana:

1o uckaHe Ha EBpomneiickaTa areHius mno JeKapcTnara;

BHUHAIH, KOTATO C€ M3MEHsI CHCTeMara 3a yIpaBJIeHUE Ha PHCKa, 0COOCHO B pe3yIiTaT Ha
roJTydaBaHe Ha HOBa WH(OpMAITUs, KOSTO MOXKe J1a JOBEIe 0 3HAYNMHU ITPOMEHH B
CHOTHOIICHUETO IM0JI33/PUCK, HJTU CJIS] JJOCTUTaHEe Ha BayKEH eran (BbB BPb3Ka C
IpocIiesiBaHe Ha JeKapCcTBEeHaTa 0e30IMacCHOCT WIIH CBEXKIaHE Ha PHCKA 10 MUHUMYM).

. JlobJIHUTEJ HM MEPKH 32 CBeK/AaHe HA PUCKA 10 MUHMMYM

. IIpuTexarensar Ha pa3penieHneTo 3a yrnorpeda (IIPY) tpsoBa 1a ceriracyBa moapoOHOCTHTE
Ha MporpaMa 3a KOHTPOJUPAH JOCTHII C HAIIMOHATHUTE KOMIICTCHTHU OpPraHu 1 Tps0Ba ja
MPUJIOKU CHOTBETHATA MPOrpamMa Ha TEPUTOPHATA HA CTPAHATA, 32 JIa rapaHTHpa, Ye:

e [Ipenu myckaHeTo Ha Ma3apa BCUYKH JICKapH, KOUTO MMaT HaMepeHue Ja rnpeanuceaTr Imnovid
Y BCHYKH (papMarieBTH, KOUTO MOXe Jia oTiyckat Imnovid, ca nonyunnu [psiko choOieHune
JI0 METUIIMHCKUTE CIEIUAUCTH, KAKTO € OMMUCAHO MO-J0Y.

e [Ipenu npeanucBane (KOraTo € MPUIOKKUMO U ChIIIACYBAHO C HAIIMOHATHUTE KOMIIETCHTHH
Opranu - npeaun OTHYCKaHeTO) BCUYKH MCIUIIMHCKU CTICIUATIUCTHU, KOUTO UMAaT HAMCPCHUEC 1a
npennucsat (1 ormyckar) Imnovid ca cHabneHn ¢ OOy4YUTENCH KOMIUICKT 32 MEAUIIMHCKA
CTEHUATUCTH, KOUTO ChABPIKA CICTHOTO:

1. OOyumrenmHa Oponrypa 3a MEIUIIMHCKY CTICIIHAIACTH

39



OOyuuTenHu OpOIIypH 32 MAIUCHTUTE

Kapra na nanuenra

dopmynsipu 3a UHPOPMHUPAHOCT OTHOCHO PUCKA

WHudbopmarus kbje Aa ce HaMepH aktyanHata KpaTka xapakTepucTika Ha MpoayKTa

(KXIT)

o [IPVY Tps6Ba ma mpmitoxu mporpama 3a npeamnasBane ot opemerrocrra (I111b) BBB Beska appikaBa
wrenka. [logpob6roctute Ha I1I1b TpsOBa na ca chriacyBaHU ¢ HAIIMOHATHUTE KOMIIETCHTHU
OpraHH BbB BCSAKA AbPKaBa WICHKA U JIa CE MPHUJIOKAT MPEIU MTyCKAHETO Ha JICKAPCTBEHHUS
MPOAYKT Ha mmasapa.

e [IPVY 1psabBa na cerioacyBa okoH4YaTeNmHUs TeKCT Ha [IpsAKkoTo choOIeHre 10 MEAUIIMHCKATE
CIEIUATIUCTH U ChabpxKaHueTo Ha OOyUUTETHHUS KOMIUICKT 32 MEAMIUHCKY CICIUATIMCTH C
HAI[MOHAJIHUTE KOMIICTEHTHH OPTaHU BB BCSAKA JbPKaBa WiICHKA MPEX MyCKaHEeTO Ha
JIEKapCTBEHUS MPOAYKT Ha Ma3apa U Ja rapaHTHpa, Y€ MaTepPHAIUTE ChABPKAT OCHOBHUTE
€JIEMEHTH, KaKTO € OMUCAHO TO-A0IY.

H 0w

e [PV TpsabBa na chriacyBa nmpuiiaraHeTo Ha MporpaMara 3a KOHTPOJUPaH JOCTHII BbB BCAKA
IIbpKaBa YICHKA.

OCHOBHH €JIEMEHTH, KOUTO TPA0BA A2 0bJAAT BKJIIOYEHH

Ilpsako cvobwenue 00 meouyunckume cneyuaiucmu (npedu NycKkanemo Ha nazapa)

[psikoTo choOIIeHUE 10 MEAUIIMHCKUTE CIIEUATUCTH TPsiOBa 1a Ce ChbCTOU OT JIBE YaCTH:
Figure 1. OcHOBEH TeKcCT, cbriaacyBad ckc CHMP
Figure 2. HannonanHu cienuUyHA U3UCKBAHMS, ChITIACYBaHU C HAIIMOHATHUTE KOMIICTEHTHH
OpraHH, OTHOCHO:
2.1 Pa3mpocTpaHeHUETO Ha JIEKapCTBEHUS POIAYKT
2.2 Tlpouenypu, KOUTO [1a TapaHTHPAT, Y€ BCHYKH ChOTBETHH MEPKH Ca MPEANPHETH
npeau oTmyckaHetro Ha Imnovid

Ooyuumenen KOMNJIEeKm 34 MeOUUUHCKU CREeYUAIUCIU

O6y‘lI/ITCJ'IHI/I}lT KOMIUICKT 3a MCAUITUMHCKHU CIICIIMAJIMCTH TpSI6Ba Ja CbAbpiKa CJICIHUTE CIICMCHTU!

O0vuyuTeJaHA OpPOIIYPA 32 MeIUIIMHCKH CIIEIHAJTNCTH

e Kparka nHpOpMaIus 32 TOMAIHIOMHL
e MakcuMaliHa MPOIBKATETHOCT HA TMPEIITUCAHOTO JICUCHUE
1. 4 cenMuIM 32 )KE€HH C JACTEPOJIeH ITOTCHIIHAT
2. 12 cemmury 3a MBXKe B )KEHU 0€3 ACTEPOJICH MTOTCHITHAIT

e HeoOxoauMocTTa /1a ce n304rBa eKCIo3HIus Ha (peTyca, mopajn TepaTOTeHHOCTTa Ha
IOMAaJIMAOMU /I ITPU JKUBOTHHU, U OUYaKBAaHUA TCPATOTCHCH e(i)eKT Ha IOMaJIMAOMH/I ITPpU XOpa
e PwKOBOACTBO 3a paboTa ¢ OymcTepa win Karcynure Imnovid 3a METUIIMHCKY CTICTIHATTACTH U
OosHOTIIeAaYH
o 3aIl’bJ'I)KeHI/I$[ Ha MCIUIIUHCKHUTE CIICHUAJIMCTH, KOUTO Bb3HAMEpPABAT [1a NPCANNCBAT UJIN
ormyckat Imnovid
1. Heob6xoauMoCTTa jia OCHT'YPH M34YEPIATETHO ChbBETBAHE U KOHCYJITAIHS 32 MAIIMEHTUTE
2. Toga, ye manueHTUTE TPsIOBA Ja OBbJAT CIIOCOOHU J1a CTIa3BaT M3MCKBAaHUATA 3a Oe30macHa
ynotpeba Ha Imnovid
3. Heo0xoauMocTTa Aa ce OCUTYPST Ha MalMeHTUTE ChOTBETHUTE 00yUnTeNTHA OpomTypa 3a
MaIenTa, KapTa Ha MalueHTa W/Ui eKBUBAJICHTEH HHCTPYMEHT
o CnBerH 3a 6€30IaCHOCT, OTHACAIIH CE 10 BCHIKU TAITUCHTH
1. Onucanue u geyeHre IPH TPOMOOIUTOIIEHHS, BKIIOYUTETHO YECTOTA CIIOPE]] KIMHUYIHH
MPOyYBaHUS
Onwcanue U JieueHne Ha ChbpACYHA HEJOCTATBYHOCT
3. MectHu HapeaOu 3a OTITyCKaHE Ha MPEANUCAH MOMAIUIOMU, CIISIIU(UYHY 32 BCIKA
CTpaHa

N
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Bceuuku Hen3noa3BaHu Kancyiu TpsiOBa Ja ce BbpHAT Ha (hapMalieBTa B Kpas Ha
JIEYEHHUETO

[TanueHTHT HE TPsIOBa Ja JapsiBa KPBB 110 BpeMe Ha JICUSHUETO (BKIFOUUTEITHO MPU
MPEKbCBAHUS Ha MPUEMa Ha JI03aTa) U JIO TIOHe 7 JHHM CJIe]| CIIUpaHe Ha IpueMa Ha
Imnovid

e Omucanue Ha III1b 1 xaTeropu3upade Ha NAUEHTUTE MO OJ U IETEPOJAEH MOTEHIINAT

1.
2.

AnroputsM 3a npunarase Ha [111b
Ompenenenue 3a xeHH ¢ nerepoaeH norennuan (JK/PIT) u neiicTBusi, KOUTO
NPEANUCBAILUAT JeKap TpsOBa 1a mpeapueMe, ako He € CUTYpeH

. CobBeTH 32 0€30IACHOCT 34 JKEHH C ACTCPOJCH NOTCHIIMATI

1.
2.
3.

HeobOxoaumocT na ce n3berne eKkcro3uiius Ha deryca
Onucanue Ha I1T15
Heo6xonumocT ot edeKTHBHA KOHTpALENLUs (I0PU aKo jKeHaTa € ¢ aMeHOpes) 1
oTpeieicHre 3a €PeKTHBHA KOHTPAIICTIITHS
AXo0 TS ©Ma Hy’K/1a J1a TPOMEHH WJIH Ja CTIpe M3II0JI3BaHeTO Ha HEHHUSA METON 3a
KOHTpAIeNIus, TS TpsOBa 1a HHPOpMUpa:

= Jlekaps, npeAnucan HelHaTa KOHTPAIEIIUs, Ye TSI € Ha MOMaTUIOMUT

= Jlekaps, npennucal MOMalnJIOMU, Y€ TS € CIIpsIa MIIH NPOMEHMIA HeHHUSA

METO/]] Ha KOHTpAICTIIHs

Cxema Ha TecToBeTe 3a OPeMEHHOCT

1. CsbBer 3a MOAXO/IAIIN TECTOBE

2. Ilpenu 3amouBaHe Ha JIEYCHUETO

3. [Ilo Bpeme Ha JIeUCHHETO B3 OCHOBA HA METOJIa 38 KOHTPAIICTIIIHS

4. Crnen kpas Ha JICUEHUETO
Heo6xonumocTTa oT He3abaBHO cnupane Ha Imnovid npu mono3penue 3a OpeMeHHOCT
Heo6xomumocT oT He3abaBHO YBEJOMSIBaHE Ha JICKYBAIIUS JIEKap TPU MOI03pEHHE 32
OpeMeHHOCT

e CbBeru 3a 6€30IaCHOCT 38 MBXKE

1.
2.

4.

HeobOxoaumocT na ce n3berHe excro3unus Ha deryca
Heo0xomumocT Ja ce u3mos3BaT npe3epBaTHBY, aKO CEKCyallHaTa UM IapTHhOPKA €
opemenna i e XKJPII, xoaTo He n3non3Ba eekTUBHA KOHTpauenuus (10px MBXBT Ja €
Ba3eKTOMHUPAaH)

1. [Ilo Bpeme Ha neuenuero ¢ Imnovid

2. llone 7 nHu cnen mocieaHara g03a
UYe He TpsOBa 11a napsiBa criepMa o BpeMe Ha JISUSHHETO (BKIIFOUUTEITHO MPH
NPEKbCBAHUS HA TIpUEMa Ha JIO3UTE) U B IPOIBIDKCHUE HA ITOHE 7 JIHU ClIe/l CIIMPAHETO Ha
neyenneTo ¢ Imnovid
Ue HezabaBHO TpsIOBa J1a YBEIOMH JIEKYBAIIH JIeKap, ako MapTHhOpKaTa My 3a0peMeHee,
Jokaro Toi mpuema Imnovid wim ckopo ciiex kato € crpsut npuema Ha Imnovid

e HM3uckBaumg B cayuaii Ha OpEMEHHOCT

1.

3.

4.

WHucTpykuuy, ye Imnovid TpsiOBa He3abaBHO Ja ce crpe NpH MOJ03pEeHUE 32 OPEMEHHOCT,
NP MAIUEHTH OT XKEHCKH TOJT

Heo0xomuMocCT nanueHTHTe 3aIbJKATEINTHO /1a CE HACOYBAT KbM JIEKap CHEIUAINUCT WU C
OIMHT B 00JIACTTa HA TEPATOJOTHATA U HEHHOTO AMATHOCTHUIMPAHE 32 OI[CHKA U
KOHCYJITAIUs

JlamHU 3a KOHTAKT HA MECTHO HMBO 32 He3a0aBHO CHOOIIaBaHe Ha MO03UPaHA
OpeMeHHOCT

®dopmynsp 3a choOIIaBaHe HA OPEMEHHOCT

. ﬂaHHI/I 3a KOHTAaKT HaA MCCTHO HMBO 34 C’bO6gaBaHe Ha HEXKCJIaHU pCaKIINU

OO0VyYHTEeJIHY OPOIIYPH 32 NAIHEHTHUTE

OO0yunTeTHUTE OPOITYpH 3a TAIMEHTUTE TPsOBa 1a OBJaT 3 BHIA!
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bpontypa 3a nanueHTH OT *KEHCKU II0JI C AIETEPOICH OTEHIUAI U TEXHUS IapTHBOP
Bpourypa 3a manueHTH OT XKEHCKH 10J1 0e3 JeTepoAeH MOTeHINAT
Bpomrypa 3a naieHTH 0T MBXKKH M0J

Benukn 06y‘II/ITCJ'IHI/I 6pOI]_IypI/I 3a MIallMCHTUTC Tpﬂ6Ba Ja CpAbpiKaT CJICAHUTC CIICMCHTH!

Ye nomanuioMus € TepaToreHeH IpH KUBOTHU U CE 0YaKBa Ja € TEPaTOreHEH MPH X0pa

Ue noMaJuIoMu]] MOKE J1a IPUYUHHA TPOMOOIUTONICHUST 1 HEOOXOIUMOCT OT PEJAOBHH KPHBHU
W3CIIeABAHUS

OmnucaHue Ha KapTaTa Ha MalMeHTa 1 HEOOXOAUMOCTTA OT Hes

PrkoBozcTBO 3a pabota ¢ Imnovid 3a manuenTy, 0OTHOTIIEJaYN U YICHOBE Ha CEMENCTBOTO
Hanuonanuu wim 1pyru NpuiioKUMHU crieluYHE JOTOBOPEHOCTH 32 MIPEANUCBAHE U OTILyCKaHe
Ha Imnovid

Ue marmeHTHT HE TpsiOBa 1a gaBa Imnovid Ha npyru mma

UYe mauumeHTHT HE TpsIOBa J1a 1apsiBa KPbB 110 BpeME Ha JICUCHUETO (BKJIIOYUTENHO MIPU
NpEeKbCBaHUS Ha IpUeMa Ha JJO3UTE) U ITOHE 7 AHU CIIe[ CIIUPAaHeTo Ha tedeHueto ¢ Imnovid

Ue nanueHTHT TPIOBA J1a YBEIOMH CBOSI JIEKAp 3a T0sBaTa Ha BCAKAKBU HEXEIIAaHH PEaKIUH
Benuku Hensnon3BaHu Karcyau TpsiOBa a ObIaT BbpHATH Ha (hapMarieBTa B Kpasi Ha JICYEHUETO

B choTBeTHUTE 00YUHMTETHH OPOIITYPH 3a MALIMEHTUTE TPIOBa 1a Ob/ie MPEAOCTABEHA U ClIeAHATA
uHOpMAITH::

bporrypa 3a HallMeHTH OT JKEHCKH I10JI C JICTSPOJICH IMOTCHITHA

HeobOxogumocT fa ce n3berne ekcrio3unus Ha deryca
Onucanue Ha I111b
Heo6xonumocT oT eeKTHBHA KOHTpALETILHUS U OllpeesieHne 3a e()eKTUBHA KOHTPALICIIIHs
AKO T4 UMa HyX/1a J1a IPOMEHH WJIU J1a CIIPE U3MOI3BAHETO Ha HEMHUS METO/ 32 KOHTPALCIHs,
Ts TpsiOBa 1a nHGOpPMUpA:
o Jlekaps, mpennucan HeliHaTa KOHTPALEHLMSA, Y€ TS € Ha [IOMaJIMIOMUL
o Jlekaps, mpennucan NOMaIUAOMHUI, Ye TS € CHpsUIa MK IPOMEHMIIA HEHHUSI METO]] Ha
KOHTpAICIIHs
Cxema Ha TecToBeTe 3a OPEeMEHHOCT
1. Ilpenu 3amouyBaHe Ha JIEYECHUETO
2. Ilo Bpeme Ha j1e4eHNETO (BKIIOUMTENIHO IIPU MIPEKbCBAHMS Ha [IpUeMa Ha JI03UTE),
MIOHE BCEKHU 4 CEMUIIM, OCBEH B CITy4yail Ha MOTBBPJICHA TyOapHA CTEPUITH3AIIUS
3. Crnen kpas Ha JICUCHUETO
HeobxoanmocT He3abaBHO 1a ce cipe Imnovid npu nogo3penue 3a OpeMeHHOCT
Heo0xogmmocT He3a0aBHO J1a ce yBEIOMH CBOS JIEKap MPH IMOA03PEHHE 32 OPEMEHHOCT

Bbpoiypa 3a naliueHTy 0T MBXKKH IO

HeoOxoaumMocT fa ce n3berne excrno3unus Ha Qeryca
Heo0OxoauMocCT 1a ce U3Mos3BaT npe3epBaTuBY, aKO CEKCyallHaTa MapTHhOPKA € OPEeMEHHA WU
JKIIPTI, kosiTo He M3M0A3Ba e(heKTUBHA KOHTPALICTIIUS (JIOPU aKO MBKBT € UMaJl Ba3eKTOMUS )
o [Ilo Bpeme Ha nedenueTo ¢ Imnovid (BKIIOUHUTETHO NPU MPEKbCBAHKS HA ITpUEMa Ha
JTO3UTE)
o Ilone 7 gum ciaen mociaeaHaTa g03a.
Ye He3abaBHO TpsiOBa J1a YBEIOMH JICKYBAIIUS JIeKap, aKO MapTHhOPKAaTa My 3a0peMeHee
Ue He TpsiOBa 1a AapsiBa criepMa 1o BpeMe Ha JICUCHUETO (BKJIFOUUTEIIHO IIPH MPEKbCBAHMS Ha
mpreMa Ha JI03UTe) ¥ B IIPOIbJDKCHUE Ha ITOHE 7 JIHU CJIe/l CIUPAHETO Ha JieueHueTo ¢ Imnovid

KaprTa Ha manyeHTa WM eKBHBAJEHTEH HHCTPYMEHT

KapTaTa Ha ImanueHTa TpiI6Ba Aa CbAbpiKa CJICAHUTE CIICMCHTU:

[ToTBBpKIEHME, YE € M3BBPIISHA ITOAXO0/IAIIATa KOHCYITAIUS
JlokyMeHTHpaHe Ha IETEPOIHHS CTaTyC
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e Kganparde 3a oTMeTKa (MM IOZOOHO), KOSATO JIEKAPSIT IOCTAB, 32 JIa IIOTBHP/IH, Y€ MAIUEHTHT
M3M0J3Ba e)eKTUBHA KOHTpALENIHUs (aKo € )KeHa ¢ AeTepoJieH MOTESHIINAI)
o JlaTw M pe3yATaTH OT TECTOBETE 32 OPEMEHHOCT

Dopmyaspu 32 HHGOPMHUPAHOCT OTHOCHO PHCKA

Tpsa6Ba ma uma 3 Buma GopMyIsIpH 3a HHGOPMHPAHOCT OTHOCHO PHCKa:
e JKenu ¢ nereposieH NOTEHIIHAT
e JKenu 6e3 neteposieH MOTESHITUAT
e [lanMeHT OT MBKKH O

Benuku popmyssipu 32 ”HQOPMUPAHOCT OTHOCHO PHCKa TPsIOBA Aa ChIBPIKAT CIACTHUTE SIEMEHTH:
- IpEAYNPEXKACHUE 32 TEPATOTC€HHOCT

- MAOUCHTUTC MOJTydaBaT MOAXO0AA1a KOHCYJITAlluA NPEAr 3alI0YBaHC Ha JICYCHUCTO

- IOTBBPKICHUE, Ye MalMeHThT pa3dupa prcKa, CBbp3aH ¢ moMaIuaoMuI 1 Ha Mepkute Ha [111b

- laTa Ha KOHCYJITHPaHe

- JAHHM 34 TMaIUEeHTa, MOANNUC U 1aTa

- M€ Ha MpeANUCBalIy, TOANUC U AaTa

- TIeNITa Ha TO3W TOKYMEHT, T.€. ciopen nmocoueHnoto B [1I1b: ,,Ilenta Ha dhopmysipa 3a
MHQOPMHUPAHOCT OTHOCHO PHCKA € Jia IPeAIa3y NalueHTHTE U eBeHTyaTHUuTe QeTycH, KaTo
rapaHTupa, ye NaUeHTUTE Ca HAITBJIHO HHPOPMUPAHHU U Pa30UpaT PUCKa OT TEPATOTCHHOCT U APYTH
HEe)KeTIaHW PeaKIIiy, CBbP3aHHU ¢ yroTpebaTa Ha moManuaoMuI. To3u JOKyMEHT He MpeIcTaBisaBa
JIOTOBOP U HE OCBOOO’KJaBa HUKOTO OT HETOBUTE/HEWHUTE OTTOBOPHOCTH, CBBP3aHU ¢ Oe3omacHaTa
yrnoTpeba Ha IpoIyKTa U MPpeJoTBpaTsABaHe Ha eKcro3uius Ha deryca.”

DopmynspuTe 32 UHPOPMUPAHOCT OTHOCHO PHCKA 32 JKEHH C IeTePOJICH OTeHLMAI TPsiOBa ChIIO J1a
BKJTIOYBAT:
- [loTBBpXKICHIE, Ye TIEKAPAT € OOCHIMI CICTHOTO:
® HEoOXOIUMOCTTA Jia ce n30eTHe eKCITO3uIns Ha (eTyca
e aKo ¢ OpeMeHHa WM TUTaHUpa Ja 3abpeMeHee, He TpsOBa ga nmpruemMa
MOMATAAOMHU]T
e ue Ts pa3dupa HEOOXOAMMOCTTA Aa U30sIrBa yrnoTpedara Ha IIOMaIHIOMU 1O
BpeMe Ha OPEMEHHOCT U Jia ipujiara e)eKTUBHU MEPKH 3a KOHTparenus 6e3
NpEeKbCBaHE TIOHE 4 CEJIMUIIM MTPE/IM HAYAIOTO HA JICYEHUETO, TPe3 IeTHs Kype
Ha JICUCHUETO U MTOHE 4 CEIMUIIN CIie]l Kpasi Ha JICYCHUETO
® Ue aKo ce HAJIOKH J]a TPOMEHH HJIH [TPEeKpaTu yrnorpedara Ha U3NOI3BAHUS
METOJI 32 KOHTpPALICIIUs, TS TPSIOBa J1a YBEIOMH:
= jieKapsi, IpeAnucan KOHTpaIenusTa, ye nprueMa Imnovid
= jexaps, npenanucai Imnovid, ge e mpexpaTuia wim mpoMeHmIa
W3M0JI3BAHHS METOJI 32 KOHTPAIICTIIHSI
e 32 HEOOXOJIUMOCTTa OT TECTOBE 32 OPEMEHHOCT, TOECT MPEIH JeUeHHe, MoHe 4
CEIMUIIM TIPEIM HAYAIIOTO HA JICUCHUETO
e 3a HeoOXxoamMocTTa jaa cipe Imnovid He3abaBHO TpW TOJ03pEHHE 3a
OpeMEeHHOCT
e 32 HEOOXOJMMOCTTA JIa C€ CBBPIKE C JIeKaps CH He3a0aBHO IPH MOJI03PCHHUE 32
OpeMeHHOCT
e ue Ts He TPpsIOBa Ja JaBa JIGKapCTBOTO HA JIPYTH JIUIA
e ue Ts He TPpsOBa Ja AapsBa KPbB [0 BPeMe Ha JICYCHUETO (BKIIOUUTEITHO MPH
MPEeKbCBAaHMUS Ha MPUEMa Ha JIO3UTE) U B TIPOJBIDKEHUE HA TIOHE 7 JHH CIIe]T
criupaneTo Ha Imnovid
e ue Ts TPsOBa J1a BbPHE KaICYJIMTE HA (hapMarieBTa ciie]] Kpas Ha JICYeHHUETO

Dopmynsapute 3a HHGOPMUPAHOCT OTHOCHO PHCKA 3a XKEHH 0e3 AeTepoeH MOTEHINA TPsOBa ChILO
Jia BKITIOYBAT:
- [loTBBpXKIEHHE, Ye TEKAPAT € OOCHIMI CIEIHOTO:
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e ue Ts He TPsIOBa Ja JaBa JIEKapCcTBOTO HA JIPYTH JIUIA
4e T He TpsiOBa J1a 1apsBa KPbB 10 BpeMe Ha JIeUeHHETO (BKIIOYUTEIHO MPH
NPEeKbCBAHUS Ha MpUeMa Ha JJO3UTE) U B MPOABIDKCHUE HA TIOHE 7 THH CIIe]
criupaneTo Ha Imnovid

e 4e T4 TpsAOBa Ja BbPHE KalCyIuTe Ha (hapMaleBTa cie/] Kpas Ha JICYCHHETO

dopmynsapuTe 32 UHPOPMUPAHOCT OTHOCHO PHCKA 3a MAIUEHTH OT MBKKH TIOJT TPSOBA CHIO Aa
BKJIFOYBAT:
- [ToTBBpXKICHHE, Ye JEKAPAT € 0OOCHIMI CIETHOTO:
® HEOOXOAMMOCTTA JIa ce M30erHe eKCIO3uIlMs Ha deTyca
®  Ye MOMAJHMIOMHJI CE OTKPHBA B CEMEHHATa TEYHOCT U € HEOOXOIMMO 1 ce
W3MO0J3BaT MPEe3epPBATHBH, aKO CEKCYyalHaTa MapTHhOPKA € OpeMEHHA HITH ©
JKE€HA C JeTepO/IeH TOTEHIINAI, KOSITO HE M3I0I3Ba e(PeKTHBHA KOHTPAIIETTIIHSI
(mop¥ aKO MBKBT € MMaJT BAa3EKTOMHUSI)
e ye TpssOBa He3a0aBHO 1@ YBEIOMH JIEKYBAIIHs JIeKap, aKO MapTHhOPKATa My
3abpeMeHee U BUHATH J]a U3I0JI3Ba MPEe3ePBaTHB
e ye He TpsOBa J1a 1aBa JICKapCTBOTO Ha JAPYTH JIHIA
e uye He TpsOBa Ja apsiBa KPbB UITK CIIEpMa M0 BpeMe Ha JICUCHUETO
(BKJIFOUMTENTHO MPU TPEKHCBAHUS HA MPHEMa Ha JIO3UTE) U B TIPOIbIDKEHIE HA
MOHE 7 THU clen crnupaHeTo Ha Imnovid
e uye TpsiOBa J1a BbPHE KAICyJINTe Ha (papmarieBTa Ciiea Kpast Ha JICUCHHETO

¢ 3agb/KeHHe 32 POBEKIAaHE HA MEPKH cJIe]] pa3peliaBaHe 3a ynorpeoa

B onpenenenns cpok [IPY Tpsa0Ba n1a H3MbIHU CeTHUTE MEPKU:

Onucanue Cpox
e Jla nmpoBene HEMHTEPBEHIIMOHATHO MOCTMAPKETUHIOBO MPOYYBaHE IO OKoHyaTeneH

PETHUCTHpP Ha MANMEHTHTE, JICKYBAaHHU C TIOMAJTHIOMU]] 33 PEIUANBHPAT | JOKIAJ OT
pedpakTepeH MyJITUIUICH MUEIIOM, 33 IIPOCIIC/IBAHE HA YeCTOTaTa Ha KIIMHUYHOTO
HEXEJAHUTE JICKaPCTBEHU PEAKIUHU B PEaHU YCIOBUS U 32 MIPOYYBaHE:
MpocJie/isiBaHe Ha BbBEXKJaHeTo U crazBaneto Ha [1T1b na BMS u IIBPBOTO
yrmoTpebaTa u3BBH 0JI00pEHOTO MTOKa3aHNe, U ITporpaMa 3a TpUMECEUHE Ha
KOHTPOJIMPaH AOCTHII B CTpaHaTa, CbIrJacCyBaHO ChC ChOTBETHHS 2025 r.
HallMOHAJICH KOMITETCHTEH opraH (HaIp. HaOJII0icHUE Ha MOIBIBAHETO
Ha KapTaTa Ha MaIMeHTa).
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NMPUJIOKXEHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. IAHHHA BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbIABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 1 mg TBBpaM Kancynu

MMOMAaIUIOMMU/T

2. OBSBSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Kancymna ceabpka 1 mg momManuaoMu.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEINIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 TBBpAU KanCyau
21 TBBpAM KaTCyJIn

5. HAYUH HA ITPUWIOKEHUE U ITBT(MIIA) HA BbBEK/IAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
3a mepopasHO NPUIIOKEHHE

QR ko, KOHTO Aa OBJIe BKIOUCH
www.imnovid-eu-pil.com

6. CHELHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 JACIa.

‘ 7. APYI'U CHEHHUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOJUMO

NPEAYIPEXJEHUE: Puck ot Texku Bpoaenu aedexty. a He ce n3noa3Ba 1o BpemMe Ha
OpeMEHHOCT ¥ KbpPMEHE.
Bue Tps6Ba na usneinasaBate [Iporpamara 3a npeamnasane oT OpeMenHocT3a Imnovid.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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https://imnovid-eu-pil.com/

9. CHHEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CIHHEHUAJIHHU IPEJAITA3HA MEPKHU ITPU NU3XBBPJIISAHE HA HEU3I1OJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Hewusnon3BaHusT neKapcTBEH NPOIYKT TPsIOBa Ja ce BbpHE Ha (hapMalleBTa.

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

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Wpnannus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/850/005 (OnakoBka oT 14 TBbpIU KaICyJIn)
EU/1/13/850/001 (OnakoBka ot 21 TBbpAX KaICyJIu)

13. ITAPTUJAEH HOMEP

ITapT.Ne

‘ 14. HAYHNH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

|16,  MH®OPMAILIMSI HA BPAIJIOBA A3BYKA

Imnovid 1 mg

‘ 17. YHUKAJIEH NWIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JBym3mepeH 0apko]I C BKIFOUEH YHUKAJICH UACHTU(OUKATOD

‘ 18. YHUKAJIEH NWIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA

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

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 1 mg TBBpaM Kancynu

MMOMAaIUIOMMU/T

2. NME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb Pharma EEIG

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOOJHOCT
EXP
4. ITAPTUJAEH HOMEP

Lot

5. JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 2 mg TBBpaM Kancynu

MMOMAaIUIOMMU/T

2. OBSBSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Karcysna chabpika 2 mg moMaaTuaoMuI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEINIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 TBBpAU KanCyau
21 TBBpAM KaTCyJIn

5. HAYUH HA ITPUWIOKEHUE U ITBT(MIIA) HA BbBEK/IAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
3a mepopasHO NPUIIOKEHHE

QR ko, KOHTO Aa OBJIe BKIOUCH
www.imnovid-eu-pil.com

6. CHELHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JACHa.

‘ 7. JAPYI'U CHEHNUAJIHU NPEAYIIPEXJIEHNSA, AKO E HEOBXO/JIUMO

ITPEJYIIPEXXIEHUE: Puck ot Texxku BpoaeHu nedexrtu. Jla He ce u3mo3Ba o BpeMe Ha
OpeMEHHOCT U KbpMEHE.
Bue Tps6Ba na usneanaasate [Iporpamara 3a npeamnassane oT OpemMeHHoCT 3a Imnovid.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

T'ogen no:
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9. CIHEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CIIEHUAJIHU TPEJAITA3ZHU MEPKHU I1PU NU3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

HewnsmnomsBanuar nekapcTBeH MPOIYKT TPsOBa fa ce BbpHE Ha (hapmarieBTa.

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

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Wpnanaus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/850/006 (OmakoBka ot 14 TBHpAN KaICyIm)
EU/1/13/850/002 (OmakoBka oT 21 TBBpAH KaICyIIHN)

13. IHAPTHUJIEH HOMEP

[Tapt.Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WHD®OPMAIMSA HA BPAIMJIOBA A3BBYKA

Imnovid 2 mg

‘ 17. YHUKAJIEH NWIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJI ¢ BKIIFOYCH YHUKAJICH UICHTH(QHKATOP

‘ 18. YHUKAJIEH HWIEHTUO®UKATOP — JAHHMU 3A YETEHE OT XOPA

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

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 2 mg TBBpaM Kancynu

MMOMAaIUIOMMU/T

2. NME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb Pharma EEIG

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOOJHOCT
EXP
4. ITAPTUJAEH HOMEP

Lot

5. JIPYTO

52



JAHHHU, KOUTO TPABBA JA CbIABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 3 mg TBBpaM Kancynu

MMOMAaIUIOMMU/T

2. OBSBSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Karcysna chabpika 3 mg moMaauaoMuI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEINIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 TBBpAU KanCyau
21 TBBpAM KaTCyJIn

5. HAYUH HA ITPUWIOKEHUE U ITBT(MIIA) HA BbBEK/IAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
3a mepopasHO NPUIIOKEHHE

QR ko, KOHTO Aa OBJIe BKIOUCH
www.imnovid-eu-pil.com

6. CHELHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 JACHa.

‘ 7. APYI'U CHEHHUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOJUMO

NPEAYTPEXIEHUE: Puck ot Texku BpojeHu AedekTu. [la He ce n3moisBa 1o BpeMe Ha
OpeMEHHOCT ¥ KbpPMEHE.
Bue Tps6Ba na usneanasBatre [Iporpamara 3a npezmnassane oT OpemeHHocCT 3a Imnovid.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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9. CHHEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CIHHEHUAJIHHU IPEJAITA3HA MEPKHU ITPU NU3XBBPJIISAHE HA HEU3I1OJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

Hewusnon3BaHusT neKapcTBEH NPOIYKT TPsIOBa Ja ce BbpHE Ha (hapMalleBTa.

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

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Wpnannus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/850/007 (OnmakoBka oT 14 TBBpAM KamcCyin)
EU/1/13/850/003 (OmakoBka oT 21 TBHPAN KaIICYIIH)

13. IHAPTUJEH HOMEP

ITapT.No

| 14.  HAYMH HA OTOYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMSA HA BPAJIOBA A3BYKA

Imnovid 3 mg

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

JByn3mepeH 0apKoJ ¢ BKIIOYEH YHUKaJICH HACHTH(PHUKATOP

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

PC
SN
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MUHUMMYM JAHHU, KOUTO TPABBA JJA CBbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 3 mg TBBpaM Kancynu

MMOMAaIUIOMMU/T

2. NME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb Pharma EEIG

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOOJHOCT
EXP
4. ITAPTUJAEH HOMEP

Lot

5. JIPYTO
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JAHHHU, KOUTO TPABBA JA CbIABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 4 mg TBBpaU Kancynu

MMOMAaIUIOMMU/T

2. OBSBSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa Kancymna cbabpika 4 mg moMaauaoMuI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEINIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 TBBpAU KanCyau
21 TBBpAM KaTCyJIn

5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BBbBEKJIAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
3a mepopasHO NPUIIOKEHHE

QR ko, KOHTO Aa OBJIe BKIOUCH
www.imnovid-eu-pil.com

6. CHELHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U JOCET'A HA JIEITA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 3a JACHa.

‘ 7. JAPYI'U CHEHNUAJIHU NPEAYIIPEXJIEHNSA, AKO E HEOBXO/JIUMO

NPEAYTPEXIEHUE: Puck ot Texku BpojeHu AedekTu. [la He ce n3moisBa 1o BpeMe Ha
OpeMEHHOCT ¥ KbpPMEHE.
Bue Tps6Ba na usneanasaBare [Iporpamara 3a npezmaspane oT OpemeHHOCT 3a Imnovid.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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9. CHHEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CIHHEHUAJIHHU IPEJAITA3HA MEPKHU ITPU NU3XBBPJIISAHE HA HEU3I1OJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

Hewusnon3BaHusT neKapcTBEH NPOIYKT TPsIOBa Ja ce BbpHE Ha (hapMalleBTa.

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

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Wpnannus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/850/008 (OmakoBka oT 14 TBBpAM KamcCyin)
EU/1/13/850/004 (OnakoBka oT 21 TBBPIU KAIICyJIN)

13. IHAPTUJEH HOMEP

ITapT.No

| 14.  HAYMH HA OTOYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIMSA HA BPAJIOBA A3BYKA

Imnovid 4 mg

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

JByn3mepeH 0apkoj ¢ BKIIIOYECH YHUKAJICH HACHTH(PHUKATOP

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

PC
SN
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MUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Imnovid 4 mg TBBpaU Kancynu

MMOMAaIUIOMMU/T

2. NME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Bristol-Myers Squibb Pharma EEIG

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOOJHOCT
EXP
4. ITAPTUJAEH HOMEP

Lot

5. JIPYTO
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b. IUCTOBKA
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JIucroBka: uH(poOpManKA 32 NalUEHTA

Imnovid 1 mg TBLpAM KancyJu
Imnovid 2 mg TBEpAN KancyJn
Imnovid 3 mg TBBbpAN KancyJan
Imnovid 4 mg TBBHPAU KANCYJIH
nomaymaomMu (pomalidomide)

'TOSI/I JIEKapCTBEH MPOJYKT MOAJIEKH Ha JAOIBIHUTENIHO HabmoaeHue. Tosa e mo3Boiau 0bp30To
yCTaHOBSIBaHE HAa HOBa WH(OPMALUs OTHOCHO Oe3omacHocTTa. Moxere 1a 1afeTe CBOs IPUHOC KaTo
ChOOILINTE BCSIKA HEXKEJIaHa PeaKLus, KOATO CTE MOJIyYMId. 3a HauiHa Ha ChOOIaBaHe Ha HEXKEIaH!
peaxiuu BIKTE Kpast Ha TOYKa 4.

Ouaksa ce Imnovid 1a npuunHu TeKKU BpoJaeHHU nedeKTH U MOKe 1a I0Be/le 10 CMbPT Ha
TJI0AA.

e  He npuemaiiTe TOBa JIEKApCTBO, aKO CTe OPEMEHHA WITH CTE B ChCTOSHHUE J1a 3a0peMeHeeTe.
e  Bue Tps6Ba 1a cra3BaTe ChbBETHUTE 32 KOHTPAIICTIIUS, OMMCAHU B Ta3W JINCTOBKA.

IIpoueTrere BHUMATEIHO NSVIATA JIMCTOBKA, NPEeIM 1A 3alI0YHeTe /1a IPUeMaTe TOBA JIeKapcTBo,

Thil KaTO T CbAbPKa BaskHa 3a Bac undopmanus.

- 3amasere Ta3u IUCTOBKAa. MoKe 1a ce HaloXu Ja sl IPOYETETe OTHOBO.

- AKO UMare HAKaKBH JONMBIHUTEITHA BBIPOCH, TonnTaiiTe Bamms nekap, GapmaneBt nim
MEIUIMHCKA CEeCTpa.

- ToBa nekapcTBo € npennucaHo JuyHo Ha Bac. He ro npeorcrenBaiite Ha aApyru xopa. To Moxke
Jla IM HaBpeIy, He3aBICHMO Ue TPU3HAIUTE Ha TSIXHOTO 3a00IABaHe ca ChIHTe KaTo BammTe.

- AKO TIOTTyuYHnTe HAKAKBH HEXEJIaHU peaklny, yBeaomeTe Bamus nekap, papmanest nimm
MEJUIUHCKA CECTPA.

- ToBa BKJIIOUBA U BCUYKU Bb3MOKHU HEXKEJIaHU Peakluu, HEOMUCaHU B Ta3H JIUCTOBKA. BrxkTe
TOouKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakso mpencrasmaBa Imnovid u 3a kakBo ce U3MoN3Ba
Kakgro TpsiOBa na 3Haete, nmpenu aa npuemere Imnovid

Kak nga npuemare Imnovid

BB3MOXKHH HEXeJIaHU PeaKInu

Kak na cexpansBare Imnovid

ChIrbprkaHue Ha ONAKOBKATa U JOIBJIHUTEIHA HHPOpMALUs

SR L=

1. Kaxkso npeacrasiassa Imnovid u 3a kakBo ce U3MoI3Ba

Kakso npeacraBiassa Imnovid

Imnovid chabpxka aKTUBHOTO BEIIECTBO MOMAaTHAOMU. TOBa JEKapCTBO € CPOTHO Ha TATUAOMHU U
NpPUHAIUIEKH KbM IpyIia JIeKapcTBa, KOUTO MMOBIUABAT UMyHHATa CUCTeMa (€CTeCTBEHATA 3aliTa Ha
OpraHu3Ma).

3a kakBo ce u3no3Ba Imnovid
Imnovid ce u3noxn3Ba 3a IedeHne Ha BB3PACTHH C BUJ paK, HApEUeH ,,MyJITHIJICH MUEIOM .

Imnovid ce u3moa3Ba WK 3a€IHO C:

® JBe IPYIHU JieKapcTBa, HApeueHH! ,,00pTe30MHUO* (BU XUMUOTEPANIEBTUIHO JIEKAPCTBO) U
,»J1€KCaMeTa30H"* (IPOTHUBOBB3NAIUTEIHO JIEKAPCTBO) IPU XOPa, KOUTO ca MIPOBEIH MTOHE €AHO
JPYTO JIEYEHUE — BKJIIOYUTEIHO C JICHATTMIOMU,

HJIH
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o €/IHO IPYI0 JIeKAPCTBO, HAPEUEHO ,,JIEKCAMETA30H " PU XOpa, YUWTO MUETIOM CE € BIIOIIIMII,
BBIIPEKH Y€ T€ BeUe Ca MMM Hali-MaJKo JBa JPYTH BUAA JICUCHIE, KOUTO BKIIOUBAT
JNEHATUAOMUA U OOPTE30MHUO.

Kakgo npeacrapiasiBa MyJTHILUIEHUAT MHEJI0M

MynTHILTEHUST MUEJIOM € BHJI paK, KOHTO 3acsra OomnpezesicH BU O€TH KPbBHU KJICTKH (HapeYeHU
,»TUTa3MeHU KieTkn”’). Te3u KIeTKH ce pa3pacTBaT HEKOHTPOIUPYEMO H C€ HATPYIBAT B KOCTHUS
MO3BK. TOBa BOZIM JI0 yBpEXKIaHEe HA KOCTUTE U OBOperuTe.

MynTUILTEHUST MAEIOM TI0 IPUHIUN € HeneunM. JleueHunero, obade, Moke Jja HaMalld IPU3HALIUTE U
CUMIITOMHUTE Ha 3a00/ISIBAHETO WJIM 1a TH HaKapa Ja U3Ye3HaT 3a Mepuoj OT BpeMe. ToBa ce Hapuya
,»OTTOBOP”.

Kak ageiicrBa Imnovid
Imnovid geiicTBa Mo penuiia pa3IMIHA HAYMHY:

® KaTo Cihpa pa3BUTHCTO HAa MHUCJIOMHHUTE KIICTKHU
® KaTo CTUMYJIMpa HMYHHaTa CHCTEMaA Jia aTaKyBa PaKOBUTC KJICTKH
® KaTo cmupa 06paSYBaHCTO Ha KPBbBOHOCHHU CBHAOBC, 3aXpaHBaIlll paKOBUTEC KIICTKHU.

ITonsata ot n3mon3Bane Ha Imnovid 3aemHO ¢ GOPTE30MHUO U IeKCaMETa30H
Koraro Imnovid ce usnonsea ¢ 60pTe30Mu0 1 AeKCaMeTa30H MPH X0pa, KOUTO Ca MPOBEIIU TIOHE €THO
JPYyTo JeYCHUE, TOW MOXKE JIa CTIPe BIOIIABAHETO HA MYJITHUILICHUS MHEIOM:
®  KOraTo ce M3MO0J3Ba 3aeHO ¢ OOpTe30MHUO U JeKcameTa3oH, Imnovid ciimpa mosiBata Ha
MYJITHUIUIEHHUS MUEJIOM OTHOBO 3a Mepuo/i cpeaHo 1o 11 mMecena — B cpaBHEHUE ChC 7 Mecelia
3a OHE3M IMalMEeHTH, KOMTO M3I0JI3BaT caMo OOPTE30MHUO U JeKCaMeTa30H.

[on3zata ot m3nom3Bane Ha Imnovid 3aeqHO ¢ AeKcaMeTa30H
Koraro ce uznonssa ¢ gexkcamerazoH IpHu Xopa, KOUTO ca IMPOBENH TIOHE JIBE APyTH jedeHus, Imnovid
MOIXKE Jia CIIPC BJIOMIABAHCTO HA MYJITUITIJICHUA MHUCIIOM:
° KOTaTO Ce€ M3I0JI3Ba 3a€THO ¢ JIeKcaMeTa3oH, Imnovid crimpa rmosiBata Ha MyJITHTUICHHS
MHEJIOM OTHOBO 3a IMEPHOJ] CPEAHO,10 4 Mecela B CpaBHEHHE ¢ 2 Mecella 3a OHEe3U
MAaIEeHTH, KOUTO U3MO0I3BaT CaMo JIEKCaMEeTa30H.

2. Kakso TpsdBa 1a 3Haete, npeau aa npuemere Imnovid

He npuemaiite Imnovid:
® aKo cTe OpeMeHHa WM CMSTaTe, 9e MOXKeE J1a CTe OpeMeHHa, WM TUTaHHpaTte Aa 3a0peMeHeeTe, Thid
Kato ce ouyaka Imnovid 1a e Bpenen 3a mioaa. (Mbxere U )KeHUTE, KOUTO MpUEMaT TOBa
JIeKapCcTBO, TPAOBa Ja MpoYeTar ToUYKara ,,bpeMeHHOCT, KOHTpalenus U KbpMeHe — HHPOPMaIH
3a EeHH U MBXKe’ TT0-J[0ITY)
®  aKo cTe B ChCTOSIHUE J1a 3a0peMeHeeTe, OCBEH aKO Cla3BaTe BCHUYKH HEOOXOMMHU MEPKH, 3a a Ce
npeanasuTe oT 3abpeMeHsaBane (BIKTE ,,bpeMeHHOCT, KOHTpaIenius 1 KbpMeHe —
HHpOpMAIHsI 32 )KEHU U MBXKe”). AKO CTe B ChCTOSIHUE J]a 3a0peMeHeeTe, IPH BCIKO
NpeANnrcBaHe Ha JEKapcTBOTO Bammst nekap mie 3anmucBa, ue HeoOX0AUMUTE MEPKH ca OMin
B3€TH, U 11e Bu npexocrass ToBa MOTBBPKACHUE
®  aKo cTe aJIeprYHU KbM NOMAIWAOMH UM KbM HSKOS OT OCTaHAJIUTE ChCTaBKH HA TOBA
JekapcTBO (M30poeHM B Touka 6). OOBbpHETE ce 3a ChBET KbM Barmus jiekap, ako MUCIIHTE, U
MOXKeE J]a CTe aJepTrUIHHU.

AKO He CTe CUTYPHH JTaJId HAKOE OT TOPHUTE YCIOBHUS ce oTHAcs 3a Bac, monuraiite Bamms nekap,
(hapMarieBT WM MEITUITMHCKA cecTpa, Mpeau na mpuemete Imnovid.

Ipexynpexnenus: U MpeanasHu MepPKu
T'oBopete ¢ Bammst mekap, ¢papmareBT WM MEAUITMHCKA CECTpa Ipean aa npuemere Imnovid, ako:
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® HsKOTa CTe MMaJld KPBBHU chcupend. [1o Bpeme Ha nedennero ¢ Imnovid Bue cre ¢ moBumieH
pHCK OT 00pa3yBaHe Ha KPBBHHU ChCHPEIM BbB BEHUTE U apTepuute. Bammst nexap Moxe na Bu
MperophYa Ja MprueMare JOMbIHUTEIHH JIeKapcTBa (HarpuMep BapdapiH) win 1a HaManu
nmo3ara Imnovid, 3a ga ce HamMaIw BEpOSITHOCTTA /1a TIOYYUTE KPHBHHU CHCHUPEITH.

®  HJIKOTra CTe UMAIIM aJIePTUYHA PEaKIHsl, KaTo HalpuMep oOpuB, CbPOEXK, OTOK, 3aMaliBaHe HITU
3aTpyOHEHO IHWIIaHe, JOKATO CTe MpHeMali MMOA00HH JIeKapCTBa, HAPEUESHH! TaTHIOMHUT WK
JICHATUAOMUI.

®  CTe UMaJU ChpJieueH NHPAPKT, UMaTe ChPJICYHA HEJOCTATHYHOCT, UMATe 3aTPYIHEHO AHIIaHE
WJIM aKO MYIIMTE, MMaTe BUCOKO KPHBHO HAJISITAHE WM BUCOKH HHBA Ha XOJIECTEPOJIa.

®  pMaTe roJsIMO OOIIO KOJIMYECTBO TYMOPH B ISIIOTO TSUIO, BKIFOUUTEIHO M B KOCTHHSI MO3BK. ToBa
01 MOTJIO 1a IoBeNe 10 ChbCTOSIHUE, IPU KOETO TYMOPHTE c€ pasajaT U IPUINHSIBAT
HeoOMYaliH! HWBA HA XUMWUYHH BEIIECTBA B KPHBTa, KOETO MOXKE J]a JToBeIe 10 ObOpedHa
HEeIOCTaThYHOCT. Buie MoXkeTe 1a yceTuTe U HepaBHOMEPHO chpiiebneHe. ToBa chCTOSIHUE ce
Hapu4a CHHAPOM Ha TYMYypEH pa3maj.

® yMare WK CTe UMaJIk HeBpomnaTus (YBpeXaaHe Ha HEPBUTE, IPUIMHSBAIIO U3TPBIIBAHE WU
OoJika B pblIETE WIK CTHIIANATA).

® ymare wiu cTe uManu xenatut B undekiust. Jleuenuero ¢ Imnovid Moke 1a akTUBHpPA OTHOBO
BHpYCa Ha XemaTuT B npu manueHTy, KOUTO ca HOCUTENIHN Ha BUPYyca, KOETO Aa JOBEJE 110
MMOBTOPHA MOsIBA HA MHQEKINATA. Bammst gexap TpsaOBa 1a IpoBEpH Jalld HIKOTA CTE MMAalll
xenaTtut B uHpEKIH.

e HMaTe WIM CTE MMM B MHHAJIOTO KOMOWHAIINS OT HAKOHU OT CIICJJHUTE CHMIITOMH: OOPUB Ha
JULETO WK o0mKpeH o0puB, 3auepBeHa Koxka, BUCOKa TeMIIepaTypa, IpUIONoA00HN
CHUMIITOMH, YBEIWYeHN TUM(PHA BB37H (IPU3HALNN Ha TE€XKKA KOJKHA Peakius, HapedeHa
JIeKapCcTBEHA peakuus ¢ eo3nHoGuaus u cuctemMan cumntomu (DRESS), win cuanpom Ha
JIEKapCcTBEHA CBPBXUYBCTBUTEIHOCT, TOKCHYHA enuiepManHa Hekpoausa (TEN) umu cunapom
Ha CtubHC-J)0HCHH (SJS)). BuxkTte cbhiio Touka 4 ,,Bp3M0OKHA HEXETaHU PEaKIIH ‘).

Baxmno e Ja ce OT6CH€)KI/I, Y€ MaluCHTUTE C MYJITUIUICH MUECJIOM, JICKYBAaHHU C IIOMaJIMAOMU, MOTAT Aa
Pa3BUAT JOMIBJIHUTCIIHU BUAOBC paK, CJICA0BATCIHO Bammusar JICKap TpSI6Ba BHHUMATCIHO J1a NPCICHU
nojizara u pucka, Korato Bu IIpeaArnunucBa ToBa JCKapCTBO.

B koliTO 1 1a € MOMEHT 0 BpeMe Ha JICUeHUETO WX CIIe]] Hero He3abaBHO yBenoMeTe Bamms nexap
WINM MEJUIMHCKA CEeCTpa, ako MMare: 3aMbIJICHO 3peHHe, 3ary0a Ha 3peHue WK ABOMHO BHXKAaHE,
3aTpyIHEH rOBOP, CIa0OCT B phKa MIIM KPakK, MPOMIHA B TIOXOKaTa WM MPOOIEMHU C pABHOBECHETO,
IIOCTOSIHHA CKOBAHOCT, HAMaJIeHa YyBCTBUTEIHOCT MJIM 3ary0a Ha UyBCTBUTEIIHOCT, 3ary0a Ha mamMeT
WM 00bpKaHoCT. Bcuuky Te3n npu3Hanu MOXe /1a ca CUMIITOMH Ha CEPHO3HO U MOTEHIATHO
(aTanHo 3a0051BaHE HA MO3bKa, U3BECTHO KAaTO MPOIPECUBHA MYJITH(OKAIHA JIEBKOCHIE(aIonaTus
(ITMJI). Ako cTe mmMaiii TakMBa CHMITTOMH TIpeH JiedeHneTo ¢ Imnovid, naopmupaiite Bamms
JIeKap 3a BCsAKA MPOMSHA B TAX.

B kpas Ha nedenneTo TpsAOBa 1a BhpHETE BCHYKH HEM3MOI3BaH! KAICYJIH Ha (apMalieBTa.

BpemeHHOCT, KOHTpanenius U KbpMeHe — HHGOPMAIHs 32 ;KeHU U MbKe

Tps6Ba na ce cnaspa ciIeHOTO, KaKTO ¢ onucano B [IporpaMara 3a npejna3zsaHe 0T OpEMEHHOCT Ha
Imnovid. XXenure u Mmbxere, kouto npuemar Imnovid, He TpsOBa ja 3a0peMEHsIBAT WK J1a Ch37aBat
Jielia, Thil KaTO c€ 0OYaKBa MOMAJMIOMHU a HAaBpeIu Ha mioAa. Bue u Bamusat naptHsop TpsiOBa na
U3M0J3BaTe ePEKTUBHU KOHTPAIICTITHBHA METOJIH, JOKATO PUEMATE TOBA JICKAPCTBO.

Kenu

He npuemaiite Imnovid, ako cte OpemMeHHa, cMATaTe, e MOXKe Ja cTe OpeMeHHa, WITH TIaHupaTe
OpEeMEHHOCT, ThI KaTo ce 0YaKBa TOBA JICKAPCTBO Ja HaBpeIn Ha Iutoaa. [Ipeau 3amouBane Ha
JICYCHHUETO TPAOBa J1a KaxkeTe Ha Bammst ekap, ako cTe B ChCTOSIHHE J1a 3a0peMeHeeTe, JOpH aKo
MUCJIHUTE, Y€ TOBA € MaJIKO BEPOSATHO.
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AKo0 € B3MOXKHO J1a 3a0peMeHeeTe:

L Bue Tp$[6Ba Ja U3I10JI3BaTe e(beKTI/IBHI/I KOHTPALCIITUBHU MCTOAN B MPOABJIKCHUEC HA ITIOHE
4 cemMUIIM TIpeIy 3alI0YBaHe Ha JICUSHUETO, IPe3 ISUIOTO BpeMe, TOKaTo prueMaTe JeUeHHETO,
¥ 70 TIOHE 4 CeAMMUITM Clie]] CIupaHe Ha JiedeHueTo. ['oBopere ¢ Bamms nekap 3a Hait-moopus
KOHTpalEeNTUBEH METO 3a Bac.

® BCEKH IIBT, KoraTo Bammsar nekap Bu u3masa penenra, To# e mpoBepsiBa qanu pazoupare
HEOOXOAMMHTE MEPKH, KOUTO TPSOBa J1a ce B3eMarT 3a MPeJ0TBpaTsIBaHe Ha OPEeMEHHOCT.

e Bammsr nexap me Bu HazHaun TecToBe 32 OpeMEHHOCT MPEIH JISYEHNETO, TIOHE Ha BCEKU
4 CCIMUIIM IO BpEME Ha JICHCHUCTO U IIOHE 4 CCAMUIIU CJICO Kpasd Ha JICYHCHUCTO.

AKo 3a0peMeHeeTe BBIPEKH MpeIa3HuTe MEPKH:
e Bue Tpsa0Ba &1a cripeTe JeUueHNeTo He3a0aBHO M BeHAara Jia pa3roBapsare ¢ Bamms iekap.

Kvpuene

He e m3BectHO nanu Imnovid npemunaBa B kbpMara. Kaxkere Ha Bamus nekap, ako KbpMUTE HITH
uMaTe HaMepeHue a KbpMuTe. Bamusat nekap me Bu moceBeTBa ganu Ou TpsOBaio na mpekpaTuTe
WM J1a TPOIBJDKUATE KEPMEHETO.

Mpbxe
Imnovid mpeMrHaBa B YOBemIKaTa criepma.

° Axo Bamrara naptHpOpKa € OpeMeHHa HIu € B ChCTOSHUE J1a 3a0pemenee, Bue Tpsa6Ba na
M3II0JNI3BaTE MIPE3EPBATUBH MPE3 IUIOTO BpEME, JOKATO MIPHEMATE JIEKAPCTBOTO, U B
INPOABJDKEHUE HA 7 IHU CJIe] Kpas Ha JICYEHUETO.

] Axko Bamara naptaeopka 3a0pemenee, nokaro Bue npuemate Imnovid, HezabaBHO yBenomeTe
Bammus nexap. BamaTa napTHbOpKa chlIo TpsiOBa He3a0aBHO J1a YBEAOMHM CBOS JIEKap.

Bue e Tpﬂ6Ba Ja fapgaBaTe CriepMa 1o BpEME Ha JICUCHUETO U B IIPOABIDKCHUEC HaA 7 JAHU CJIICI Kpas Ha
JICUCHUCTO.

KpbBoaapsiBane u u3cjenBaHus Ha KPbBTa

Bue e Tps0Ba ga gapsiBaTe KpbB 110 BpEME Ha JICUSHUETO U B IPOIBJLKEHUE HA 7 JHU cJie]l Kpas Ha
JICYCHUETO.

[Ipenu u no Bpeme Ha neuenueto ¢ Imnovid me Bu 0b1aT npoBexjaHu peloBHU KPbBHU
u3cneasanus. ToBa ce mpaBu, Thil KaTo BameTo nexkapcTBO MOXKe Aa IPUUMHY craj Ha Opost Ha
KPBBHUTE KJIETKH, KOUTO IToMarar mpu 6opoara ¢ nHpekunn (0eru KIeTKkn) 1 Ha Opost Ha KIIETKHUTE,
KOUTO TIOMarar 3a CIipaHe Ha KbPBEHETO (TPOMOOINTH).

Bammsr JICKap Tpﬂ6Ba Ja Bu Haznaun KPBbBHU U3CJICABAHUS:

° Tpe/y JTCYCHUETO
° BCSIKA CEIMHIIA MPE3 MEPBUTE 8 CEAMUITN OT JICUCHUETO
° MOHE €JIMH BT MECEYHO CJIS]] TOBA JOTOraBa, IokaTo npuemate Imnovid.

B pesynrat ot Te3u nscnensanus BamusT gekap Moxke 1a Kopurupa no3ara Imnovid winm na npekparu
aedeHneTo. JIekapaT Moe ChII0 Jja KOPUTHpa A03aTa WK JIa CIpe JEKapCcTBOTO MMopay o0moTo Bu
37paBOCIIOBHO ChCTOSIHUE.

Jlena v roHOIIM
Imnovid He ce npenopbUBa 32 ynotpeda npu Jiela U I0HOIIH 1Mo 18 rouHH.

JApyru sexapcrBa u Imnovid

Tps0Ba na Kaxkere Ha Bammus nekap, GpapMarieBT WM METUIIMHCKA CECTpa, ako IpueMare, HaCKOpo CTe
NpUEMalTi WK € Bh3MOXHO J1a TIpHeMaTe ApyrH JiekapcTa. ToBa e Taka, Thil karo Imnovid moxe na
MOBJIMsIE HAYMHA, TI0 KOWTO IeHCTBAT HAKOM ApyTH JekapcTBa. OCBEH TOBa HAKOM APYTH JIEKapCTBa
MOraT Ja MOBJIMAT HaunHa, 110 KoHTo AeiicTtea Imnovid.
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Ilo-cnennanHo kaxxeTe Ha Bamms JICKap, (l)apMa]_[eBT WM MEAUIMHCKA CECTpa NMpEeaAr Aa MPpUcMeTe
Imnovid, AKO MMpHUEMaTe HAKOC OT CIICAHUTE JICKAPCTBA:

. HSIKOU IPOTUBOTBOMYHH CPEICTBA KATO KETOKOHA30II
. HSIKOM aHTUOMOTHUIM (HampuMep HUNPO(IOKCAMH, €HOKCAIIH)
. HSIKOW aHTUICTIPECAHTH KaTo (PIyBOKCAMUH.

Ilodupane u padoTa ¢ MAIIUHU

Hsaxou xopa morat 1a ce modyBCTBaT yMOPEHH, 3aMasiHH, Ja UM IprUMalee, 1a ca 00bpKaH! UIIH T10-
MaJIKo OJIUTEIIHH, KoraTo npuemat Imnovid. Ako ToBa ce ciyuu ¢ Bac, He modupaiite u He paboTeTe
C HUKaKBU MHCTPYMEHTH WM MallllHU.

Imnovid cbabpixa HaTpUid

To3u nexkapcTBeH NPOAYKT ChIbPKa Mo-Maiko oT 1| mmol HaTpuii (23 mg) Ha Kamncyna, T.e. MOXKe Jaa
ce Kaxke, 4e IMPaKTUYECKH HEe ChABbPXKA HATPHH.

3. Kak na npuemarte Imnovid

Imnovid Tps6Ba na Bu ce naBa ot Jiekap ¢ ONUT B JICYEHUETO HA MYJITHITICH MHEJIOM.

Bunaru npuemaiite Bamnte nekapcTBa TouHO KakTo Bu € kazan Bamust gekap. AKo He CTe CUTYpHHU
B HeIo, onuTaiTe Bamms nekap, papManeBT Wik MEAUIIMHCKA CECTPA.

Kora na npuemare Imnovid ¢ apyru jexkapcra

Imnovid ¢ 6opre3oMu0d U IeKcaMeTa3oH

° BukTe TMCTOBKUTE, IPENOCTABEHH C OOPTE30MHO H JCKCaMETa30H, 3a JIOITbIHUTEITHA
MHQOpPMAaIs OTHOCHO TSXHATa yrnoTrpeda U eeKTH.

. Imnovid, 6opTe3oMub 1 1eKcamMeTa3oH ce mpueMar Ha jJedyeOHN UK. Beekn nuKba
npoabinkaea 21 auu (3 ceaMuin).

. [Mornexnere nageHara mo-J0Iy cXema, 3a Jia BUANTE KaKBoO Jia IpUeMaTe B KOi JIeH OT
3-ceIMUYHMS UKD
0 Bceku nen nornexaaiite cxemara, 3a JJa HAMEpUTE TOYHHUSA JIEH U J]a BUJIUTE KON

JIeKapcTBa Ja pUeMeTe.

o Hskou nuu Bue npuemare BcuukuTte 3 jeKapcTBa, HIKOM THHU camo 2 WM | JIeKapcTBo, a

B IPYI' IHU HE IPUEMATC HUIIIO.
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e HMH: Imnovid; BOP: boprezomut; IEKC: /lekcameTazoH

HNukba 1 xo 8

Hukba 9 u caeaBamm

HMme Ha JIeKaPCTBOTO HNme Ha JIeKapcTBOTO
Hen NMH BOP JEKC e HUMH BOP JEKC
I v ¢ v 1 ¢ ¢ v
2 v v 2 ¢ v
3 v 3 v
1 v y v 1 ¢
5 N \ 5 N
6 \ 6 \
7 \ 7 N
8 \ N N 8 N N N
9 \ \ 9 V v
10 \ 10 N
11 \ V N 11 N
12 \ N 12 N
13 \ 13 N
14 N 14 N
15 15
16 16
17 17
18 18
19 19
20 20
21 21
o Crien 3aBBpIIBaHE HA BCEKU 3-CEIMUUCH IMKBJI, 3aIIOYHETE HOB.
Imnovid camo ¢ mexcameTasoH
° Buxre mucToBKaTa, MPEIOCTaBeHA C IEKCAMETAa30H, 3a JOMbIIHUTENHA HHOpMAaIUs 32
Heropara ynorpeda u epexTu.
° Imnovid u nekcamMeTa3oH ce MpueMar Ha JedeOHH UKIH. BCeKH UKD € ¢ MPOABIKUTESITHOCT

28 muu (4 ceaMuIn).
e [lormengnere gameHara mo-go0ay cXeMa, 3a J1a BUANTE KaKBO J1a IpreMaTe B KoM JIeH oT 4-
CEIIMUYHMUSI IIUKBJI:
O Bceku aen nornexaaiite cxemara, 3a 1a HAMEPUTE TOYHUS JCH U Ja BUAUTE KOU
JIeKapcTBa Ja MpHeMeTe.
O Hsxowu muHu mpuemare U JBETE JICKapCTBa, HAKOW THU caMo 1 JIEKapCTBO, a B IPYTU
JTHU HE IpHUeMaTe HUIIO.
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e HMH: Imnovid; IEKC: /lekcameTa3oH

Hme Ha
JIEKAPCTBOTO
HMMH | JEKC
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° Crten 3aBBpIIBaHE HA BCEKU 4-CEIMUYCH IIUKBJI, 3aII0THETE HOB.

Kosako Imnovid na npuemare ¢ Apyru jJexkapcrBa

Imnovid ¢ 6opre3oMu0 U IEKCAMETA30H

. [Mpenoppunrennara HavanHa qo3a Imnovid e 4 mg Ha JieH.

o [IpenopruntennaTa HagaaHa 1032 OopTe30MuUO 11Ie OBIe onpeneeHa oT Bamms iekap Bb3
ocHoBa Ha Bamtero terno u paer (1,3 mg/m? TenecHa HOBLPXHOCT).

. [IpenoppunTenHaTa HaualHa 1032 AekcameTa3oH e 20 mg Ha JeH. AKo o0aye CTe Ha Bb3pacT

Haj 75 roguHy, NpenopbYUTEeNHATa HauainHa 103a ¢ 10 mg Ha neH.

Imnovid camo ¢ rekcameTa3on

. [Ipenoprunrennara go3za Imnovid e 4 mg Ha neH.

o [IpenoprunTennara HauanHa 103a AekcamerazoH e 40 mg Ha ieH. AKo o0ade cTe Ha Bbh3pacT
HaJl 75 roauHu, IpenopbunTeIHaTa HayaaHa 03a € 20 mg Ha JeH.

Mosxe na ce Hanoxu Bamwusr nekap na Hamanu no3ata Imnovid, 60pTe30Mu0 UK eKcaMeTa30H WK
Jla IpeKpaTy mpreMa Ha e[HO WIIM TIOBeUe OT Te3H JeKapCcTBa Ha 0a3aTa Ha pe3yiTaTtuTe oT Bammre
KPBbBHU U3CJIEABaHUs, 00II0TO BU ChCcTOsIHME, APYTH JIEKapCTBa, KOUTO MOXe OU mpuemare (Harp.
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UIPOQIIOKCAIINH, EHOKCAIMH U (PIIyBOKCAMUH) U aKO TOJIYYUTE HEXKEIAHHU PEAKIIMH OT JICUSHUETO
(ocobeHo 0OpUB K OTOK).

AKo cTpagare oT YepHOAPOOHH Min OBOpeuHn npobiemu, Bammsr nekap e npoBepsiBa MHOTO
BHUMATEJIHO ChCTOSHUETO B, noKaTo nmpuemare TOBa JIEKapCTBO.

Kak na npuemate Imnovid

° He uynere, He oTBapsiiTe 1 HE IBBUETE KANCYIUTE. AKO IMpax OT CUyIeHa KallcyJsia IonaaHe
BBPXY KOXKarTa, U3MUITE KoKaTa He3a0aBHO 1 OOMIIHO ChC CallyH W BOAA.

° MeaunHCKUTE CTIEUAINCTH, OOTHOTIIEAauYnTe U WIEHOBETE Ha CEMEHCTBOTO TpsiOBa Aa
W3M0J3BAT PbKABUIM 3a €IHOKpATHA YIoTpeda, KoraTo paboTAT ¢ OMcTepa Wik KarcyuTe.
Cren ToBa pbKaBULUTE TPSAOBA Aa ce CBANAT BHUMATEIHO, 3a Ja C€ MPEJOTBPAaTH KOHTAKT C
KO)KaTa, J1a Ce IMOCTABST B MOJUETHIICHOBA TOPOHUYKa ¢ "IIUM" U J1a ce N3XBBPJIAT B
CBHOTBETCTBHE C MECTHUTE H3KcKkBaHUsL. [locie ppuere TpsiOBa 1a ce M3MHAT 100pe ChC CaryH u
Boza. JKeHu, KouTo ca OpeMEeHHH WM OJ03UPaT, ye MOKe 1a ca OpeMeHHH, He TpsAOBa Aa
paboTAT ¢ OIMCTEpa UITH KaTICyJINTE.

° ['baTaiiTe KancynuTe Henu — 3a IPeAnoYuTaHe ¢ BOAA.
. MoskeTe 1a mpuemMare KarcyiuTe ChC iU 0e3 XpaHa.
] [Ipuemaiite Kancynure npruOIU3UTETHO MO €IHO U CHIIO BPEME BCEKH JICH.

3a ma u3BaAWTe KarcysiaTa oT OJUCTepa, HATUCHETE caMo SIUHUS i Kpaii, Taka Je aa mpooue
(dhommoro. He HaTuckaiiTe B cpeaara Ha Karcynara, Thil KaTo TakKa TsI MOXE J1a Ce CHYIIH.

Bammsr nekap me Bu nocsBeTBa Kak u Kora aa npuemare Imnovid, ako numate 6p0pednu mpodiaeMu 1
[0JIy4aBaTe JUAIM3HO JICUCHHE.

IIpoabiKkuTeTHOCT Ha JedeHneTo ¢ Imnovid
Bue Tps0Ba 1a mpoabipKKTE MUKINTE HA JedeHne, Jokato BamusT nekap Bu kaxe ma cipere.

AKO cTe pueJiM oBe4Ye 0T HeoOxoaumMaTa qo3a Imnovid
Axo cre npuenu noseue oT Heobxoaumara fo03a Imnovid, roBopere ¢ iekap UM BeJHAra OTHICTE B
Oonnuna. B3emere onakoBkara Ha JIEKapcTBOTO ChC cebe CH.

AKO cTe mponycHaau Aa npuemere Imnovid

AKo cTe npomnycHaiu Ja npuemere Imnovid B eH, B KOWTO TpsOBa a ro mprueMeTe, B3eMeTe
clleiBallaTa KarcyJa KakTo 0OOMKHOBEHO Ha cienBaius neH. He yBennuaBaiite Opost Ha IpueMaHuTe
KaricyJiy, 3a J1a KOMIIEHCHpAaTe TOBa, 4 CTe MPOIyCHAIN Aa mpueMere Imnovid npeaumraus neH.

AKO UMate HIKaKBH JIOMBIHUTEIIHUA BBIIPOCH, CBbP3aHHU C YIIOTpeOaTa Ha TOBA JICKApCTBO, MOMUTANTE
Bammmst nexap wnm papmarieBr.
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4.

BBb3MOKHH HEXeJTaHU peakumuun

Kakro Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKCIIaHU PE€aKIIUX, BBIIPEKU Y€ HC
BCCKMU I' I1IOJTy4YaBa.

Cepuo3HM HeKeJAHU peaKnnu

CnpeTe Aa npuemarte Imnovid u He3a0aBHO MoceTeTE JIEKap, ako 3a0ej1e:KuTe HAKOH OT
CJICAIHUTE CCPUO3HU HEKEJIAHU PEAKIIMUA — MOZKE 1a €€ HYKAA€TE OT CIICITHO MEAUIIUHCKO
JICUCHHUE:

Bucoka TemmiepaTtypa, BTpHcaHe, Bb3IaJIEHO I'bPJI0, KALUIUIA, aQTH B yCTaTa UIH HIKaKBU
JIpyTH Mpu3Hany Ha nH(eKus (AbrKalla ce Ha MOHKEH Opoit 0einrn KphBHU KJIETKH, KOUTO Ce
OopsT ¢ uHPEKuuuTe).

KpbBou3nuB win nmocuHsABaHe 0e3 NpUYHHA, BKIIOUYATEHO KbpBEHE OT HOCA U KbPBEHE OT
YyepBara WIM cToMaxa (IbJDKaIly ce Ha e(heKTH BbPXY KPbBHHUTE KIETKH, HApEUEHU
TPOMOOITUTH).

Y CcKOpeHo QuIaHe, yCKOPEH IyJic, BUCOKa TEMIIepaTypa U BTpUCaHe, OTAeNsTHE Ha MHOTO
MAaJIKO MJIM Ha HUKaKBO KOJIMYECTBO ypHHA, Ta/IeHe U MOBPBIIaHe, 00bpKaHOCT, Oe3Ch3HAHUE
(mopaau nH(pEKUMs Ha KPBBTA, HApeUeHa CETCUC HITH CENTUYEH IOK).

Texxka, ymopura win KbpBaBa Juapus (EBEHTyalTHO ¢ OOJNKH B CTOMAaxa MM BHCOKa
TemIieparypa), IpuuuHeHa ot 6aktepust, HapeueHa Clostridium difficile.

Bonka B repauTe wim 6011Ka U MOTyBaHe Ha KpaKa, 0COOCHO OT KOJISHOTO HAJOy WIIH B
npacena (IPUYUHEHU OT KPBBHU ChCUPELH).

3anyx (mopaau cepro3Ha IrphbJaHa HHPEKIH, Bh3MajIeHUe Ha Oenute Ipo0oBe, ChpcuHa
HEIOCTAThYHOCT WM KPBBEH CHCUPEK).

OTOK Ha MHLIETO, YCTHUTE, €3UKa U I'bPIIOTO, KOETO MOKE J1a 3aTPyAHU AUIIAHETO (TOpaau
CEpUO3HHU BUJI0BE AJIEPIHYHH PEAKLIMH, HApEeYEeH! aHTHOeeM U aHa(MIAKTHYHA PEaKLus).
Hsxou BumoBe pak Ha KoXarta (CKBaMO3HOKJIEThUCH KapIMHOM M 0a3aTHOKJIETHYEH KapLHOM),
KOHMTO MOTaT Jja IPUYMHAT IPOMEHH BbB BHHIIHUS BUJ HA KOXaTa WK 00pa3yBaHUs IO
KokaTa. AKO yCTaHOBHUTE HAKAaKBH IMPOMEHH TI0 KokaTa Bu, mokaro npuemare Imnovid, mpu
IbpPBa BE3MOXKHOCT HH(pOpMHpaiiTe Bamwis nekap.

[ToBTopHa MosiBa Ha XenaTHT B uH(pEKI, KOeTO MOKe J]a IPUYNHH MOXKBJITABAHE HA KOXKaTa U
OuHTe, OLBETABAHE HA YPUHATa B ThMHO KadsBO, KOpeMHa 00JIKa BJISICHO, BUCOKA TEMIIEpaTypa
U rajieHe wiv nospseiiane. Mapopmupaiite HezabaBHO Bamms ekap, ako 3a0enexuTe HIKOU OT
TE3U CUMIITOMH.

OOmmpen o0puB, BUCOKA TeJIECHA TEMIIEPATypa, yBEIHMYECHU JIUM(HU BB3JIU U 3acsAraHe Ha
JPYTH OpraHy (JIEKapCTBEHA PEaKys C CO3MHOPHIIHS U CHCTEMHH CUMIITOMH, U3BECTHA OIIE
kato DRESS unu cunapom Ha jekapcTBeHa CBPbXUyBCTBUTEIHOCT, TOKCHYHA €MTUAECPMATHA
HeKposin3a uiau cuHapoM Ha CtuBbHC-JoHCBH). Cripere ynoTpedaTta Ha MOMaIUIOMUJ, aKO
pa3BreTe Te3W CUMITOMH, U C€ CBbpKeTe ¢ Bamus ekap uimm He3a0aBHO MOTHPCETE CIENTHa
MeAMIMHCKA ToMoIll. BrkTte chiio Touka 2.

Cnpere n1a npuemarte Imnovid 1 He3a6aBHO noceTeTe JieKap, ako 3a0€JIeKHUTE HIKOU OT CIICTHUTE
CEpPHO3HU HEXKETaHH PEaKIMU — MOXKE J1a CE HY»KAaeTe OT CIELIHO MEIUIIMHCKO JICUCHHE.

JApyru HexeJIaHU peaKInu
MHoro 4yectu (Morar 1a 3acersar noseue ot 1 va 10 mymm):

3amyx (mucrHest)

WNndexnnn Ha 6enute npodoBe (THEBMOHUS 1 OPOHXHT)

Wudexunn Ha HOCa, CHHYCHTE U I'bPJIOTO, IPUUMHEHU OT OaKTEPHH WIIM BUPYCH
I'punonogoOHu cuMOTOMH (TPHUIT)

Hucwk Opoli uepBeHN KPHBHH KJIETKH, KOETO MOXKE JIa IPUYUHH aHEMHUS, BOJICIIA 10 yMOpa U
ciraboct
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Hucky HiBa Ha Kaiwii B KPhBTA (XUIIOKATHEMHS ), KOETO MOJKE J1a TPUYNHH c1a00CT, MyCKYIIHA
KpaMITi, MyCKYJIHU OOJIKH, ChplieOneHe, M3TPhIIBaHE WM 0€34yBCTBEHOCT, TUCITHES, IPOMEHU
B HaCTPOECHUETO

Bucoku HEBa Ha KpbBHATA 3axap
YcKopeH U HepaBHOMEPEH ChpieueH pUTHM (IPEICHPAHO MBXK/ICHE)
3ary0a Ha areTuT

3arnek, Tuapus WK rajieHe
[ToBpbiane

Kopewmna 6onka

JIunca Ha eHeprus

TpynHo 3acniuBaHe U 4yecTo OyaeHe
3amasHOCT, TPEMOP

MycKyIHH crla3MH, MyCKYJIHa C1a0oCT
Bonka B kocTHTe, 00JKa B I'bpba

Be3uyBCTBEHOCT, M3TPBIIBAHE WK yCEIaHEe 32 MapeHe M0 KoKaTa, OO0JIKH B PHLETE HITH
crhnanara (nmepudepHa ceH30pHA HEBPOIIATHA )

OtuyaHe Ha TSUI0TO, BKIIOYUTEIHO OTHYAaHE Ha PBIETE WK KpaKara
O06puBH

WHdexuns Ha MUKOYHHUTE ITBTHIIA, KOATO MOXKE Jja MPUYMHH YCeIllaHe 3a MapeHe MpH
YpUHHpaHE WU MOTPEOHOCT OT MO-4ECTO YPUHUPAHE.

Yectu (Morat na 3acersar 10 1 Ha 10 gymm):

[Tanane
BobTpeuepernien KpbBOU3IUB

[NonmxkeHa CITOCOOHOCT 32 IBUKECHHE WM TIOHWKEHA YYBCTBUTEIIHOCT HA JIJIAHUTE, PBIETE,
CThIIAJIaTa U KpaKaTa Iopaay YBpexaaHe Ha HepB (TepudepHa ceH30MOTOPHA HEBPOIIATHS )

BesuyBcTBeHOCT, CHpOEXK U yCellaHe Ha UTIIMYKH 10 KoXKaTa ([apecTesus)

CBeTOBBPTEXK, 3aTPYJHSBAL U3MIPABIHETO M HOPMAIHOTO JIBHKEHHUE

OTHyaHe nopaju 3aabpkaHe Ha TEYHOCTH

KonpusHaa Tpecka (yprukapusi)

Cppbex 1mo xKoxkaTta

Xeprmec 30cTep

CopaeueH nHdpapkT (00Ka B I'bpAKUTE, Pa3sNpoCTpaHsBalla ce KbM PbLETe, Bpara, 4yellfocTTa,
ycelllaHe 3a U3MOTSBaHE U 33]bXBaHe, TaJIeHe U MOBPHIIAHE)

I'ppnHa Gonka, rpbaHA HHPEKITUSL

[ToBuIIEHO KPBBHO HAJISATaHE

Cnan eTHOBpEMEHHO B OpOost Ha UePBEHUTE U OCTUTE KPHBHU KJICTKU U TPOMOOITUTUTE
(maHnMTONEHM), KOeTo BH MmpaBu no-npenpasnonoxkeHy KbM KbPBEHE U 00pazyBaHe Ha
cuHIHA. MOXe J1a 9yBCTBaTe yMopa 1 ciabocT, 1a He Bu gocTura Bp3AyX U Aa CTe 1o-
MPEIPA3NOI0KECHA KbM HHPEKIHH

Hawmanen 6poii Ha nmumbonnTuTe (Br O KPHBHU KIIETKH ), Y€CTO MPUIHHEH OT WH(EKITUI
(;mumdonenus)

Hucku HUBa Ha MarHe3ui B KPbBTA (XUIIOMAarHe3ueMus), KOETO MOXKe Jia IPUIHHU yMOpa,
o0ma cnaboct, MyCKYJIHH KpaMIIH, Pa3apa3sHUTEITHOCT U MOXKE J1a IOBEe 10 HUCKH HUBA Ha
KaJIMiA B KPHBTA (XUITOKAIIIUEMHUS ), KOETO OT CBOSI CTPaHa MOXKeE J1a IPUIHHNA O€34yBCTBEHOCT
W/WITA U3TPBIIBAHE HA JUIAaHWUTE, CTHIIANATA WIH YCTHUTE, MyCKYJIHU KPaMIIH, MYCKYJTHA
cnabocT, IpuMalsiBaHe, O0bPKaHOCT

Huckn auBa Ha Qocdar B kppBTa (XHModochareMus), KOETO MOXKE J1a TPUIUHA MYCKYITHA
c1aboCT W pa3Apa3HUTENHOCT U 0OBPKaHOCT

Bucoku HEBa Ha KalnIMi B KPBBTA (XUIEPKAIIUEMUs), KOETO MOKE Jla IPUYMHHU 3a0aBsHE Ha
peduekcuTe 1 cnaboCcT B CKeJIeTHATa MyCKyJaTypa

Bucoku HMBa Ha KM B KPBBTA, KOETO MOXE J1a IPUYMHM HAPYILIEH ChbPJCYEH PUTHM
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. Hucku HuBa Ha HaTpuii B KpBBTa, KOETO MOKE J1a MPUYNHH yMOpa U 00BPKAHOCT, MyCKYJTHH
THUKOBE, MPUMNAIbIH (ENMIENTHYHU I'bPUYOBE) HIIM KOMa

° Bucoku HEBa Ha MMKOYHA KHCENIMHA B KPBBTA, KOETO MOKE Jla MPUYMHU OpMa Ha apTPHUT,
HapedeHa moaarpa

Hucko kpbpBHO HaisraHe, KOETO MOJKE J1a IPUYIMHH 3aMassHOCT WIJIA TIPUIIATIbK
Pa3pansiBaHe nin cyxoTa B ycTara

[IpoMeHu BBB BKyca

[HoxyT xopem

UyBCcTBO Ha OOBPKAHOCT

[ToTHcHaTOCT (IENpPECUBHO HACTPOEHNE)

3ary0a Ha ch3HAHHE, IPUTIATBK

[Tepne Ha okoTO (KaTapakTa)
VYBpexaane Ha OBOperuTe

HeBb3MOXKHOCT 32 ypuHUpaHe
OTKJIOHEHUS B PE3YJITATUTE OT YEPHOIPOOHO U3CIIeIBaHE
bonka B Taza

3ary0a Ha Tero.

Heuectn (Morat ma 3acernat go 1 Ha 100 gymmm):

. Wucynt

° Br3nanenue Ha 4epHHs APOO (XEMaTUT), KOETO MOXKE Jja MPUIMHHU ChPOEXK 10 KOXKara,
MOXBJTABAHE HA KOXKaTa U Osu1aTa 4acT Ha ounTe (KBIATEHUIA), OJieAn Ha BT U3MPAKHEHUS,
OLIBETEHA B ThMHO YPHHA U KOpeMHa 00JIka

. Pa3magane Ha pakoBH KJIETKH, BOAEIIO 10 OCBOOOKIaBaHE HA TOKCUYHH ChEJANHEHUS B KPHBTA
(Tymop-nu3uc cuHapoM). ToBa Moske 1a oBeze 10 ObOpeyHH MpooIeMHu.

. HenocraTp4yHO akTUBHA LIMTOBHIHA XkJIe3a, KOETO MOKE J1a IPUYMHN CUMITOMH KaTo yMOpa,
JieTaprusi, MycKyJiHa ciabocT, 3a0aBeH IyJIC, yBeJIMYaBaHe Ha TErJI0TO.

C Hen3BecTHa yecTOTA (OT HUIMYHUTE JAHHU HE MOXKE /1a Ob/ie HallpaBeHa OLICHKA Ha YecToTaTa):
. OTXBBpIISIHE HAa TPAHCIUIAHTHPaH OpraH (KaTo HampUMep ChpLE WIH YepeH Apo0).

Chol0maBaHe Ha HeKeJIAHU peakIuu

AKO MoNTyyHTe HAKaKBH HEXXEIaHU JICKApCTBEHU peakiuu, yBenomere Bamus nekap, papManeBT uiu
MEJUIMHCKA cecTpa. ToBa BKIIIOYBA BCHYKH BE3MOXKHU HEOIHCAHM B Ta3M JHCTOBKA HEKEIIAHU
peakiu. MoxkeTe ChIIo a ChOOIMTE HEXXEIAaHN PEaKIK AUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
cbo0maBane, nocoueHa B [Ipunokenne V. Kato crobiiaBaTe HexXeIaH! peakiiy, MOXKETe Ja AaeTe
CBOSI IPMHOC 3a MOJIy4aBaHe Ha ToBeue MH(OpMaIKs OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansBare Imnovid

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 3a JICTIa.

He m3non3BaiiTe ToBa IEKapcTBO Cliel] CPOKA HA TOAHOCT, OTOENSA3aH BPXY ONHCTEpa U KapTOHEHAaTa
omakoBka cien o3HadeHusnTa “EXP” u ,,I'onen 10”. CpoKbsT Ha TOAHOCT OTTOBAps HA MOCICTHUS JCH
OT IIOCOYCHMS MECEII.

ToBa JICKaApCTBO HC M3UCKBA CIICHUATIHU YCJIOBHA Ha CbXPAHCHUC.

He u3non3paiite Il’IlIlOVid, aKo 3a0eNeKuTe HIKAKBa noBpeaa WK NPpU3HALIA HAa HAPYIIIAaBAHC HA
LCJIOCTTA HAa OITaKOBKATa Ha JICKAPCTBOTO.
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He H3XB’LpH$II>iTC JICKApCTBAaTa B KaHAJIM3aluATa UJIU B KOHTCfIHGpa 3a JOMAalIHHU OTIIaAbIIH. Bceuuku
HCU3IIOJI3BAHU JICKAPCTBA TpSI6Ba Ja 6’B)IaT BBbpHATH Ha (bapMaueBTa B Kpas Ha JICUCHUCTO. Te3n
MCPKH 1€ CIIOMOTHAT 3a OIIa3BaH€ Ha OKOJIHAaTa Cpeaa.

6. ChabprxkaHue HA OMMAKOBKATA H JOMbJIHUTETHA HH(POPMAIIUSI

Kakgo cbabpika Imnovid

. AKTHBHOTO BEIIIECTBO € MOMAJIHIOMHUI.
° Hpyrure cberaBku ca: mannton (E421), aumecte (mpexenaTHHU3UPAHO) H HATPHUEB
creapuidymapar.

Imnovid 1 mg TBBEpAa Kamncyma:

o Bcsika karncyna chabpka 1 mg moManu1oMu/I.

[ ChbCTaBbT Ha Kancysara BKIIOYBA: JKenaTuH, TutaHoB quokcun (E171), mamurotun (E132) u
XKBJIT xkene3eH okcua (E172) u 0510 1 9epHO MacTHIIO.

o [TegyaTHOTO MacTHIIO CHIBPIKA: MIEIUIAK, TUTAaHOB AHOKcH (E171), cumeTHKOH,

npormmieHrnkon (E1520) u amonunes xunpoxcun (ES27) (0510 MacTHIIO) U MIEJUIAK, YEPEH
skeneser okcup (E172), npomunenriukon (E1520) u amonues xunpoxcup (E527) (uepno
MacTHJIO).

Imnovid 2 mg TBBpIa Kancymia:
o Bcesika karcyna cpappka 2 mg moMaauaoMu.

o ChbCTaBBT Ha KallCcyliaTa BKIIIOYBA: JkeJaTuH, TuTaHoB quokcua (E171), nanurotun (E132),
KBIT kene3en okcua (E172), epurposun (E127) u 6smo MacTuio.

o [TeyaTHOTO MacCTHIIO CHIBPIKA: OSI0 MACTHIIO - TIEJUTAK, TUTAaHOB AuoKcHA (E171), cuMeTHkoH,
npomuienraukon (E1520) u amonues xunpokcuna (E527).

Imnovid 3 mg TBBpIA Kancyia:

o Bcesika kamncyna cpappxka 3 mg noMaauaoMu.

[ ChCTaBbT HA Kancyjara BKIIOYBA: JKenaTuH, TutaHoB quokcun (E171), uapurotun (E132),
XKBJIT xkene3eH okcua (E172) u 6su10 MacTuio.

o [lewaTHOTO MacTHIIO ChIBpXKA: OSII0 MACTUIIO - IIEIUIaK, TuTaHOB Auokcu (E171), cuMeTHkoH,

nporwtenriukon (E1520) u amonnes xuapoxcun (E527).

Imnovid 4 mg TBBpAA Kancyna:

. Bceska kancyna cpabpka 4 mg noManu oMU/,

. ChbCTaBbT Ha Kamcysara BKIIOYBA: JKelnaTuH, TutaHoB auokcun (E171), manurotun (E132),
opunsiaTHO cuHbo FCF (E133) u 6510 MacTwIIO.

° [lewaTHOTO MaCTHIIO ChIBbpXKA: 0510 MACTUIIO - HIeIIaK, TUTaHOB Auokcu (E171), cuMeTHKoH,
nporwitenriukon (E1520) u amonues xuapokcun (E527).

Kak u3raexna Imnovid 1 KakBo ChbaBbp:Ka 0aKOBKATA

Imnovid 1 mg TBBpaM Karcynu: ThMHOCHHBO HEMIPO3pPayHO Karade U KBJITO MaTOBO TSJIO, C HAJIITHIC
»POML 1 mg” BbpxXy TAX.

Imnovid 2 mg TBBpau Kanicynu: THMHOCHHBO HETPO3PayHO Karave U OPaHKeBO MAaTOBO TSUIO, C
Haanuc ,,POML 2 mg” BbpxXy TAX.

Imnovid 3 mg TBBpaM Kancyau: ThMHOCHHBO HEMIPO3payHO Karade u 3eJIEHO MaTOBO TSJIO, C HaIIIHC
»POML 3 mg” BBpXy TsIX.

Imnovid 4 mg TBBpaM Kancyan: ThMHOCHHBO HEIIPO3pAayHO Kamade U CHHBO MAaTOBO TSJIO, C HAIIHC
»POML 4 mg” Bbpxy TAX.

Bcska onakoBka ceapprka 14 wmm 21 kancynu. He BCHYKH BUAOBE OMTAKOBKH MOTAT J1a ObJIaT ITyCHATH
Ha rasapa.
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IpuTeskaTes Ha pa3pelIeHHETO 32 YIOTpeda

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15, D15 T867

Hpnangus

ITpousBoauTe

Celgene Distribution B.V.
Orteliuslaan 1000

3528 BD Utrecht
Hunepnannus

JlaTa Ha mocyeqHO mMpepa3rJjiex/aaHe HA JUCTOBKATA
JApyru uzrouyHuuu Ha nHGopMauus
IToapo6Ha wHGOpPMAITHS 32 TOBA JICKApPCTBO € IpeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTta areHnus

o jekapcrTBarta: http://www.ema.europa.eu. [locouenu ca chIIo THHKOBE KbM JPYTH yeOcaiTose,
KBJIETO MOXeE Ja ce HaMepH U HpopMalys 3a peAKH 3a00IIBaHUS U JICUCHUSI.

IToapo6Ha mHGOpPMAITHS 32 TOBA JIEKAPCTBO € JOCThITHA Upe3 ckanupane Ha QR koja BbpXy
BBHIITHATA OTMAKOBKa cbc cMapThoH. Chimara nabopmarnus € npeaocraBena u Ha cienuaus URL:
www.imnovid-eu-pil.com.

72


http://www.ema.europa.eu/
https://imnovid-eu-pil.com/

	КРАТКА ХАРАКТЕРИСТИКА НА ПРОДУКТА
	A. ПРОИЗВОДИТЕЛ, ОТГОВОРЕН ЗА ОСВОБОЖДАВАНЕ НА ПАРТИДИ
	Б. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА ДОСТАВКА И УПОТРЕБА
	В. ДРУГИ УСЛОВИЯ И ИЗИСКВАНИЯ НА РАЗРЕШЕНИЕТО ЗА УПОТРЕБА
	Г. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА БЕЗОПАСНА И ЕФЕКТИВНАУПОТРЕБА НА ЛЕКАРСТВЕНИЯ ПРОДУКТ
	A. ДАННИ ВЪРХУ ОПАКОВКАТА
	Б. ЛИСТОВКА

