IPHUJIOKEHHE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Jlenamunomun Krka d.d. Novo mesto 2,5 mg TBbpau Kancyau
Jlenammmomu Krka d.d. Novo mesto 5 mg TBBpau Karcymu

Jlenamunomun Krka d.d. Novo mesto 7,5 mg TBbpau Kancyau
Jlenammmomu Krka d.d. Novo mesto 10 mg TBbpa# Karncyim
Jlenamunomup Krka d.d. Novo mesto 15 mg TBbpau Kancymiu
Jlenamumomun Krka d.d. Novo mesto 20 mg TBBpIu Kancyiu
Jlenamumomun Krka d.d. Novo mesto 25 mg TBBpau Kancyiu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika TBBpa Kamncyna ChAbpAKA JEHATHIOMUI0B XUAPOXJIopu MoHOXuApart (lenalidomide
hydrochloride monohydrate), ekBuBaNeHTeH ChOTBETHO Ha 2,5 mg, 5 mg, 7,5 mg, 10 mg, 15 mg, 20 mg

i 25 mg nenanugomu/ (lenalidomide).

3a IBJIHMS CIMCHK Ha IIOMOIIHHUTEC BCIICCTBA BUIXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
TBbpaa Karncyna (kamncysna)

Jlenamumomu Krka d.d. Novo mesto 2.5 mg TBBpAM KalCcyiu

Kamauero Ha Karicynara e 3eJeHo, TSUIOTO Ha KallcyJjlaTa € 3eJISHO C OTIIeYaTaH YepHeH 3Hak 2.5.
KarncynHoTo chappxuMoKarcyTHOTO ChABPIKUMO € OsUT JI0 XKBIATO-05UT HITH 10 KadsiBO-0sUT TIpax.
Pa3smep Ha TBBpaara kancyina: 4, qbpkuHa 14 £ 1 mm.

Jlenamumomun Krka d.d. Novo mesto 5 mg TBbpAH KalCcyJiu

Kamauero Ha KamncynaTa € CHHBO, TSUTOTO Ha KalCyjaTa € CHHBO C OTIEYaTaH YePHEH 3HaK 5.
KarcymHoTo chabpKUMO € OsUT 10 KBITO-0sUT Wik 10 KadsiBo-0sut ipax. Pa3mep Ha TBBpIaTa Karncysna:
2, npJpkprHa 18 £ 1 mm.

Jlemaimmmomun Krka d.d. Novo mesto 7.5 mg TBBpIU KaCyId

Kamagero Ha karicynara e kasiBo, TsUIOTO Ha Karcylnara € KagsBo ¢ OTIeqaTaH Osut 3Hak 7.5.
KancyiaHoTo chabpKUMO € OsUT 10 KBITO-0sUT Wik 10 KadsiBo-0sut ipax. Pasmep Ha TBBpIaTa Kamncyna:
1, memknHa 19 £ 1 mm.

Jlemammmomug Krka d.d. Novo mesto 10 mg TBBpIM KacyIu

KamadeTo Ha karcysara e 3eJeHo, TSIIOTO Ha Karcyiara € kadsBo ¢ ornedaTtaH Osu1 3Hak 10.
KancynHoTo cbabpxuMo € 0511 710 5K bJITo-0511 nitn A0 KadsiBo-0su1 mpax. Pa3mep Ha TBbpAaTa KarncyJa:
0, nbmxuHa 21 £ 1 mm.

Jlenamnmomun Krka d.d. Novo mesto 15 mg TBppaM Kancyiau

Kanagero Ha karncymara e kadsBo, TIOTO Ha KalcyJiaTa € CHHBO C OTIEYaTaH YepeH 3HaK 15.
KarcymHOTO chappKuMO € 05T 0 KBITO-051 1iH 10 KadsiBo-0s11 mpax. PasMep Ha TBBpAaTa Karcymna:
2, mpipkuHa 18 = 1 mm.

Jlenamumomun Krka d.d. Novo mesto 20 mg TBbpAM Kancyau

Kamauero Ha karicynara e 3eeHo, TSJIOTO Ha KalcyJjaTa € CHHbO C OTHe4aTaH 4epeH 3Hak 20.
KarncysaHOTo chabpKuMO € OsUT 10 KBITO-05UT Wik 10 KadsiBo-0sut ipax. Pasmep Ha TBBplaTa Karncysna:
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1, nbokuaa 19 + 1 mm.

Jlenamumomun Krka d.d. Novo mesto 25 mg TBBpAH Kancyau

Kanauero Ha kancynara e kadsiBo, TSIIOTO Ha KallcynaTa € KasBo ¢ oTHeYaTaH OsU1 3HaK 25.
KarncyiHOTO chaBpKUMO € 05T 10 KBIATO-051 ik 110 KadsBo-0su1 mpax. Pasmep Ha TBBpaarTa Karcynia:
0, mpokmHa 21 £ 1 mm.

4. KJIMHUYHU JAHHU

4.1 TepaneBTUYHU MOKA3AHUA

MynTHILIEH MUEIIOM

Jlenamunomuy Krka d.d. Novo mesto kato MOHOTeparusi € oKa3aH 3a IOIIbpKaIlo JICYeHIe Ha

BB3PACTHU MAIUCHTHU C HOBOJUATHOCTHUIMPAH MYJITUIIJICH MUCIIOM, KOUTO Ca omm MMOAJIOXKCHU Ha
ABTOJIOKHA TpaHCIJIaHTallud Ha CTBOJIOBU KJICTKH.

Jlenamunomua Krka d.d. Novo mesto kaTo koMOuHUpaHa Tepamnusi ¢ AeKcaMeTa30H Wi 60pTe30Mud 1
JICKCaMEeTa30H Wi MelaJiaH | IPETHNU30H (BXK. TOUKa 4.2) € IMOoKa3aH 3a JIeYeHUE Ha Bh3pacTHU
MAIMCHTH C HEJIEKYBaH 10 MOMEHTA MYJITHIUICH MUEJIOM, KOMTO HE ¢a MOJXOISAIIN 32 TPAHCIUIAHTAIIHS.

Jlenamunomun Krka d.d. Novo mesto, B KOMOMHALIMA C JEKCAMETA30H, € ITOKa3aH 3a JICUCHUE Ha
BBH3PACTHH MAIUEHTH C MYJTHIUICH MHUEJIOM, KOUTO Ca TOJyYWIIN TIOHE €IHA TIPEBAPUTEITHA Teparusl.

Doskynapes tuMboM

Jlenamunomua Krka d.d. Novo mesto B komOuHanus ¢ purykcumad (aHTu-CD20 aHTHTAIO) € TToKa3aH 3a
JIcueHHEe Ha Bh3PACTHHU TAIMEHTH C JICKYBaH Mpeau Toa GonukynapeH muMdom (crereH 1 — 3a).

4.2 Jlo3upoBKa M HAYUH HA MPUJIOKEHNE

JledyenneTo ¢ neHaIMIOMU TPSIOBA J1a ce HaOJIF0JaBa OT JIeKap C OIUT B NPUJIATaHETO Ha
MIPOTUBOPAKOBU TEPAITHH.

3a BCHYKH TOKa3aHUsL, OMHCAHH MO-T0Y:

- Jo3ara ce mpoMeHs1 Bb3 OCHOBA Ha KIIMHUYHUTE U Ja00paTOpHUTE pe3ynTaTu (BK. Touka 4.4).

- IMpenoppuBa ce aganTUpaHe Ha J03aTa 110 BpeMe Ha JISIEHHETO U MPpU BE300OHOBSIBAHE HA
JICUEHHUETO, 32 Ja C€ KOHTPOJIUPa TPOMOOLIUTONICHHS CTEMEeH 3 WU 4, HEYTPOIICHUS WITH JIpyTa
TOKCHYHOCT CTeNeH 3 win 4, 3a KOSITO Ce CMITa, Y€ € CBBbP3aHa C JCHATHIOMH.

- B cnyuaii Ha HeyTporieHHs TpsOBa 1a ce OOMUCIIH NPUJIaraHeTo Ha PacTeXHU (pakTopu B
JICUSHUETO Ha TTAIMCHTA.

- AKO ca U3MHHAJIM MO-MaJIKo OT 12 yaca cief mpoltycHaTa 103a, NalUeHTHhT MOXe Ja IprueMe
Jo3ata. AKO ca I3MHHAJIM TIoBede OT 12 vaca cief| MpomycHarta 703a B OOMYaifHus 4ac,
MANMEHTHT He TPsOBa la mpueMa 03aTa, a Ja IpHeMe CIIeIBaIlaTa 103a B O0OMJIaiHus Jyac Ha
CIIeIBAIUS JICH.

2031/1[30131(21

Hosoouacnocmuyupan mynmunien muenom (HAMM)

Jlenanuaomua B KOMOWHAIHS ¢ JACKCAMCTA30H 10 IIPOrpecus Ha 3a00JIIBaHETO Opu HNanMCHTH, KOUTO HC

Ca NoAXOoAAIN 34 TpaHCIIJIaHTaIlrsA

JleueHue ¢ NeHAIMIOMHU HE TPsIOBa J1a ce 3arouBa, ako adComoTHHUAT Opoit Ha HeyTpodunute (ABH) e
< 1,0 x 10%/1 w/um 6posT TpombomuTH € < 50 x 10%/1.

IIpenopvyumenna 0osa



IIpenopbuntenHara HavyaaHa A03a JICHATUAOMU] € 25 mg NepopallHO BEAHBK JHEBHO Ha 1-Bu 10 21-Bu
JICH OT TMOBTAPSIIIN Ce 28-THEBHU ITHKIIH.

[Ipenopbunrtennata n1o3a qekcameTa3oH e 40 mg nepopaiHo BEIHBXK THEBHO Ha 1-Bu, 8-mu, 15-Tu n
22-u JieH OT MOBTApSIIH ce 28-THEBHH NUKIH. [larmeHTuTe Morat Jja mpoabJiKaT TeparnusaTa ¢
JISHAJTUJIOMH/T ¥ JIEKCAMETA30H JI0 TIPOrpecHs Ha 3a00JIIBAHETO UM HEMTOHOCHUMOCT.

CrpIIKM 32 peaylupaHe Ha Jlo3ara

Jlenanugomun® Jlekcamerason®
Havanna nosza 25 mg 40 mg
J030B0 HUBO -1 20 mg 20 mg
03080 HUBO -2 15 mg 12 mg
Jo30B0 HUBO -3 10 mg 8 mg
Jo30B0 HUBO -4 5 mg 4 mg
Jo30B0 HUBO -5 2,5mg Henpunoxxumo

a Pez[yunpaHeTo Ha J103aTa 1 Ha JABaTa IIPOAYyKTa MOXKE Ja C€ U3BBPIIBA ITIOOTACIHO

Tpomboyumonenus

ITpu TpomOoIHTH [IpenopbunTeneH Kypc Ha J€UeHUE

Crap 0< 25 x 10%1 | Chpere npuno)keHHETO Ha IEHATHAOMM] 32 OCTAHANATA YAcT OT IUKbIA’

O6parHo mokauBane | [ToHMKETE ¢ €JHO T030BO HUBO, KOTATO MPOIBIDKABATE MPUIIOKCHUETO B
o > 50 x 1071 CJIEBAIUS [IUKBI

* AKO BB3HUKHE JI030JIMMHUTHPAIIA TOKCHYHOCT ClIe AeH 15 OT qafeH MUK, MPUIOKESHHETO Ha JICHAIHIOMUA TpAOBa 1a Ob/e MPeKbCHATO
Hal{-MaJIKo 3a OCTaHaJIaTa 4acT OT TeKyIHs 28-THEBCH IIUKBII.

Abconromen 6poii neympoghunu (ABH) — neymponenus

ITpu ABH [IpenopbunTeieH Kypc Ha JiedeHne"

ITepBu cnax g0 < 0,5 x 10°/1 [IpekbCHETE JICUEHUETO C JICHAIUIOMUT
O6paTHO mokauBane 10 > 1 x 10/1, xorato [IpoabmkeTe TEUEHUETO C JICHATHIOMU C
CJIMHCTBEHUAT HAOJI0IaBaH TOKCHUEH e(DeKT e HavyajgHaTa 703a BEIHBXK JTHEBHO
HEYTPOILIEHUs

OO6patHo nokayBane 10 > 0,5 x 10°/1, xoraro ce [IpoabmkeTe ICUSHUETO C JICHATHIOMU/I Ha

Ha0II0AaBaT 3aBUCUMH OT JI03aTa XEMAaTOJIOTUYHHA | JO30BO HUBO -1 BEJAHBXK JHEBHO
TOKCHYHU €(DEKTH, PA3IHNIHU OT HEYTPOIICHHS

3a Bceku cneapaii cnag moxd < 0,5 x 10771 [IpekbCHETE JIEUEHUETO C JICHATUIOMU]T

O6patHo nokauane 10 > 0,5 x 10%/1 ITpoxbikeTe JEYSHUETO € JICHATUIOMH Ha
CIIEABAIIOTO ITO-HUCKO J030BO HUBO BEIHBK
JTHEBHO.

a [lo perenne Ha gekapsi, ako HEYTPOIICHHATA € ANHCTBEHATa TOKCHYHOCT HA KOETO U 1a € I030BO HUBO, 100aBETE IPaHyIOLUT-
kononnoctumyupain dakrop (G-CSF) u nomubpskaiiTe J030BOTO HUBO Ha JICHATHIOMHL.

[Tpu XxeMaToJ0ru4Ha TOKCHIHOCT J103aTa JCHAIUIOMHE/] MOKE J]a Ce BhBE/IE MOBTOPHO HA CJICIBAIIOTO
TO-BMCOKO JI030BO HHBO (710 HaYaJHATa J03a) IpH Mo00psaBaHe Ha (GYHKIMATA HA KOCTHHSA MO3bBK (03
XEMaTOIIOTHYHA TOKCHYIHOCT 3a Haii-MaJko 2 mociexosarenan mukbia: ABH >1,5 x 10%/1 ¢ Opoii
TpoMOoruTH > 100 X 10%/1 B HawaI0TO HA HOB [IUKBI).

JleHanuooMua B KOMOMHALMS ¢ O0PTE30MHO M AEKCAMETA30H, IIOCIEABAH OT JICHAIMIOMUI 1
JIEKCAMETA30H JI0 Iporpecys Ha 3a00JIBaHETO IPU MAIMEHTH, KOUTO Ca HEIMOAXOISIIN 3a
TPAHCIIAHTAILHSI

Hauanno neuenue: Jlenanuoomuo 6 kombunayus ¢ 6opmezomud u 0excamemasor
JlenanumoMua B KOMOMHAIHS ¢ 6OPTE30MHUO M JeKCaMeTa30H He TpsiOBa aa ce 3amouBa, ako ABH e
< 1,0 x 10%1 n/unu 6post Ha TpoMGouuTHTE € < 50 X 10%/1.

[IpenoppunTenHaTa Ha4aIHa 1032 € JeHATUIOMU 25 mg IepopaliHO BEHBXK THEBHO B AHUTE 1-14 ot
BcekH 2 1-THEeBEH MUKBJI B KOMOUHAINS ¢ O0pTe30MHUO U iekcaMeTa3oH. bopre3omud TpsoBa na ce
TIpHIara ypes NoJKoxkHa HHkekius (1,3 mg/m? TeqecHa MOBBPXHOCT) BA IIHTH CEAMHYHO B JHHUTE 1,
4,8 u 11 ot Bcekn 21-HEBEH NUKBII. 3a JOMBIHUTEIHA HHPOPMAIIKsS OTHOCHO JI03aTa, CXeMara
KOPEKIMHTE Ha 103aTa Ha JIEKaPCTBEHUTE MPOIYKTH, IPIIATaHH C JICHAJMIOMU, BIDKTE TOUKa 5.1 U
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cbhoTBeTHaTa KpaTka XxapakreprcTuka Ha MPOAyKTa.

[IpenopbuBat ce 10 oceM 21-qHeBHHU JiedeOHH LUKBIIA (24 ceIMULIM Ha HAYaIHO JICYEHHUE).
Ipooviocasawo nevenue: Jlenanudomuo 6 KOMOUHAYUS ¢ OeKcamemaszon 00 npozpecust

[Ipoapmxere geHanuAOMUA 25 Mg NEPOPaTHO BEAHBK JHEBHO B AHUTE 1-BU 10 21-BU OT MOBTapSIIIU
ce 28-IHeBHU IIUKIIN B KOMOWHALS C IeKcaMeTa3oH. JledeHuero TpsiOBa aa MpOABIDKA 10 MIPOTPECHS

Ha 3a00JISIBAHETO WIIH HECTIPUEMJIINBA TOKCUIHOCT.

CThIIKH 3a peAylLMpaHe Ha 103aTa

Jlenanumomun®

Hauanua no3a 25 mg

Jlo30B0 HUBO -1 20 mg

Jo30B0 HUBO -2 15 mg

J030B0 HUBO -3 10 mg

Jo30B0 HUBO -4 Smg

Jo30B0 HUBO -5 2,5 mg

a Pez[yunpaHeTo Ha J103aTa 3a BCHYKH IIPOAYKTH MOKE J1a CTaBa IOOTIACIIHO
Tpomboyumonenus

[Ipu TpomMOOIMTH [IpenopbunTeNieH Kypc Ha JICYCHHE

Cnan 1o <30 x 10%1 ITpexbCHETE IEUEHHETO C JICHAIUIOMHU

OO6paTHO mokayBane 70 > 50 X 10°/1 [IpoasmkeTe MpreMa Ha JICHATHIOMHJI Ha I030BO
HHBO -1 BEIHBX JHEBHO

3a BCsako crreaBamio crnamane mox 30 x 1071 [IpexbcHETE IEYCHUETO C JICHAIUJOMHT

O06parHo mokauBane 70 > 50 x 101 [Ipoabmxere mpueMa Ha JIEHATUIOMHU]T Ha
CIICJBAIIOTO ITO-HUCKO J030BO HHBO BEAHBK THEBHO

Abconromen 6poil neympoghunu (ABH) — neymponenus

ITpu ABH [IpenoppunTeNieH Kypc Ha JiedeHne"
ITepBu cnax o < 0,5 x 101 IIpexbCHETE JICUEHHUETO C JICHAINIOMU/T
O6paTHO mokayBaHe 70 > 1 X 10°/1, xorarto IIponwmxere mpueMa Ha JICHATUAOMUL C
€JIMHCTBCHHAT HAOJIFOIaBaH TOKCHUEH e(DeKT e HayajHaTa 1032 BEIHBXK JHEBHO
HEYTPOIICHHSI

O6patHo mokayBane 70 > 0,5 X 10%/1, koraro ca [TpoxbkeTe MpreMa Ha JICHAIHIOMHU]] Ha

Ha0JII01aBaH! 3aBUCHMH OT JI03aTa XeMaTOJOTHYHHM | JI030BO HHUBO -1 BEIHBK JHEBHO
TOKCHYHH €()EKTH, Pa3NUIHU OT HCYTPOIICHHS

3a Bceku caexpani cnag mox < 0,5 x 10°/1 IIpexbcHETE IEYEHNETO C JICHATHIOMU]T

O6patHO nokausane 10 > 0,5 x 10%/1 [IponbmkeTe mpruemMa Ha JEHATUIOMUA Ha
CIEABAIIOTO ITO-HUCKO J030BO HUBO BEAHBK
JTHEBHO.

a Ilo permeHue Ha JeKaps, aKO HEYTPOICHHUATA € €IMHCTBEHATa TOKCHYHOCT Ha KOETO U JIa € J030BO HUBO, J0OABETE rPaHyIOLHT-
konoxnoctumymnupaty pakrop (G-CSF) n nogabpxaiiTe 1030BOTO HUBO Ha JICHATUIOMUL.

Jlenanmumomux B KoMOUHAIMS ¢ Melidagad ¥ OPEIHU30H, HOCIEABAHN OT HOAAbPKAIA Tepanus ¢
JICHAJIMIOMMJL, TIPH IIAIIHEHTH, KOUTO HE Ca MOAXOSIIM 3a TPAHCILUIAHTALNS

Jleuenue c ieHaMaOMUI He TPSAOBa 1a ce 3amouBa, ako ABH e < 1,5 x 10°/1 w/wm OposIT TpoMOOIIHTH
e <75x 10°1.

IIpenopvyumenna 0o3a

[IpenoppunTenyaTa HayaigHa 103a € JeHanuaoMu 10 mg nepopanHo BEAHBXK IHEBHO B IHUTE 1-BU 10
21-BM OT TIOBTapAIIM ce 28-THEBHY ITUKIIH 32 MaKCUMyM 9 mukbia, Mendanan 0,18 mg/kg mepopaiHo
Ha 1-Bu 10 4-TH JieH OT NOBTApsIIH ce 28-THEBHH LUKIIN, penHn30H 2 mg/kg nepopanHo Ha 1-Bu 10 4-
TH JEH OT MOBTapsILIH ce 28-THeBHU UK. [larenTure, KOUTO 3aBbpIIaT 9 IUKbIa WX KOUTO HE ca B
CBCTOSIHUE J1a 3aBbpIIAT KOMOWHUpaHaTa Tepanus Nopagl HEMOHOCUMOCT, Ce JIEKYBaT C MOHOTEPAITHUS C
JIEHAMAOMU/I, KakTo ciensa: 10 mg nepopaaHo BEAHBX JHEBHO HA 1-BU 10 21-BU IGH OT MOBTAPSIITN
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ce 28-IHEBHU IIMKIU 10 IPOTrpecusi Ha 3a00IIsBaHETO.

CTBIIKH 32 peayurpale Ha no3ara

Jlenanumomu Mendanan [Ipenan3oH
Havanna mo3a 10 mg? 0,18 mg/kg 2 mg/kg
Ho30B0 HUBO -1 7,5 mg 0,14 mg/kg 1 mg/kg
J1030B0 HUBO -2 5 mg 0,10 mg/kg 0,5 mg/kg
Jl030B0 HHBO -3 2,5 mg Henpunoxumo 0,25 mg/kg

% AKO HEYTPOIICHHUSIT: JIMHCTBCHATA T NYHOCT H TO M I pit BO HHUBO, I BCTC I'PAHYJIOLUT-KOJIOHUOCTUMY JIMPAIL] KT -
* AKO He 0I1C ace CTBE€HaTa TOKC ocC a KoeTo a € 1030BO 0, Jo00aBeTe rpa () OJIOHHOC al aktop (G

CSF) u nogabprkaiite 1030BOTO HUBO HA JICHAIUAOMUJ

Tpomboyumonenust

ITpu TpomboITH

IIpenopbunTeneH Kypc Ha JISUEHUE

Ispeu crag o < 25 x 107/1

[IpexbCcHETE JIEYEHUETO C TCHATUAOMUS

O6paTHO nokausane 10 > 25 x 10%/1

[IpoabinkeTe JeUEHUETO C JICHAMIOMU] 1 Men(aliaH
Ha I030BO HUBO -1

3a Beeku ciesai craxn mox 30 x 10%/1

[IpexbcHeTe JICYSHUETO C JICHATUIOMHT

O6patHo nokausane 10 > 30 x 10%/1

ITpoabioKeTe ICYSHHETO C JICHATHIOMUT Ha
CJIEJIBAIIIOTO MO-HUCKO T030BO HUBO (JI030BO HHUBO -2
WIH -3) BEAHBXK JHEBHO

Abconromen 6poii neympogunu (ABH) — neymponenus

Tlpu ABH

IIpenopbunTeneH Kypc Ha JieueHuea

[IspBu criag mo < 0,5 x 1071

HpeK’bCHeTe JICYCHUCTO C JICHAIMAOMMU

O6paTHO nokausane 10 > 0,5 x 107/, xorato
¢IMHCTBEHNAT HAONIOIABAaH TOKCHYEH e(eKT ¢
HEYTPOIIEHHUSI

[IpoabikeTe JeUeHHETO C TCHATUAOMUT, C
HayajaHaTa 032 BEIHBX JHEBHO

O6patHO nokausane 10 > 0,5 x 10”/1, koraro ca

TOKCHYHH e(eKTH, Pa3THIHN OT HEYTPOIICHUS

[Ipoapmxere NeUeHUETO C JICHATTUAOMU Ha

Ha6J'HO):[aBaHI/I 3aBHCHUMM OT J03aTa XEMATOJIOT'MYHHA JI030BO HUBO -1 BEJHBXK JHEBHO

3a BcekH cieasal craz nog < 0,5 x 10%/1

HpCK’LCHCTe JICYCHUECTO C JICHAIIUAOMU/]

Oo6patHo mokauBane 10 > 0,5 x 101

[IpoabinkeTe IeUEHUETO C JICHAIUIOMU] Ha
CIIEBAIIIOTO ITO-HUCKO T030BO HUBO BEIHEBK
IIHEBHO

a Ilo pemieHue Ha JeKaps, a0 HEYTPOICHUSTA ¢ SAUHCTBEHATa TOKCHYHOCT Ha KOETO H JIa € J1030BO HUBO, 100aBeTe rPaHyIOMHT-
kosnoHuoctumy upail pakrop (G-CSF) u nopnbpxaiite 1030BOTO HUBO Ha JIECHATUIOMUIL.

TTopabpakalia Tepanys C JIEHATMIOMUJL DY NAIIMEHTH, KOUTO ca OMJIM IIOJIOKEHN Ha aBTOJIOXKHA

Tpa”ciuiagTanus Ha crBosioBu Kietku (ATCK)

[Moxnbprkamiara Tepanus ¢ JISHATUAOMUI TPSAOBA J]a 3aM0YHE Cle/ aIeKBATHO XeMaTOJIOTHIHO
BBh3cTaHoBsBaHe cien ATCK npu manuentr 6e3 JaHHHU 3a nporpecus. JIeHaauIoMu He TpsOBa 1ia ce
3anousa, ako ABH e < 1,0 x 10%/1 u/unu 6post Ha TpoMGouuTHTe € < 75 X 107/1.

Ipenopvuumenna 0osa

[IpenoppunTenHaTa HaYaIHa 7032 € JeHaIuIoMua 10 mg mepopaiHo BEJHBXK THEBHO 0€3 MPEeKbCBaHEe
(B mqaute OT 1-BU 110 28-MU Ha MOBTAPAIIH ce 28-THEBHH ITUKJIIH ), IPUJIAraH JI0 MPOrpecus Ha
3a00JISIBAHETO WIIM MOSIBA Ha HEMOHOCHUMOCT. Ciies1 3 IMKbJIa OIBPIKAIIO JICYSHUE C JICHATHOMU]T
JI03aTa MOXe JIa Ce YBEIIUYH JIO 15 mg mepopaHo BEAHBXK JHEBHO, aKO CE ITOHACS.

CrpIky 32 peylypaHe Ha J03aTa

Hauanna no3a (10 mg) Axko no3ata e nmoswumieHa (15 mg)*

Jlo30B0 HUBO -1 Smg

10 mg




JHo30B0 HUBO -2 5 mg (nuu 1-21 Ha Bceku 28 1HM) 5 mg
Jlo30B0 HUBO -3 Hemnpunoxumo 5 mg (mau 1-21 Ha Bceku 28 aHM)

Jla He ce naBa no3a mox 5 mg (quu 1-21 Ha Bceku 28 aum)
aCrnen 3 HMKBIIA IOAABPIKAIIO JIEUSHHE C JICHATUAOMHU, 103aTa MOXKeE J1a C€ YBEIHUH 10 15 mg nepopaiHo BeAHBK JHEBHO, aKO C€ ITOHACS.

Tpomboyumonenus

[Tpu TpomboIIUTH [IpenopbunTeneH Kypc Ha JiedeHne

Crag no <30 x 109/1 [IpekbcHETE JICYSHUETO C JICHATHAOMUT

OO6parHo mokauBane 70 > 30 x 101 [Ipoabmxere mpuemMa Ha JIEHAIUIOMU HA JO30BO
HUBO -1 BeOHBX JHEBHO

3a Besko creapanio cnaane noa 30 x 10771 IIpexbCcHETE NEUEHUETO C JICHATUAOMU

OO6parHo nokauBane 70 > 30 x 1091 [Ipoabikere J€UEHUETO € JICHATUAOMU HA
CIIEIBAIIIOTO MO-HUCKO T030BO HUBO BEAHEK IHEBHO

Abconromen opoii neympogunu (ABH) — neymponenus

[Tpu ABH [IpenopbunTeieH Kypc Ha JiedeHue”
Cnan 10 < 0,5 x 10%/1 [IpexkbcHETE IEYEHUETO C JICHATUIOMU
OO6patHo nokayBane 10 > 0,5 x 10°/1 [IpoxbkeTe MpreMa Ha JICHATHIOMUJ Ha I030BO

HHBO -1 BEJIHBX JIHEBHO

3a BCsKO crefBatio crnagade moxa < 0,5 x 10%/1 [IpexbcHETE JEUSHUETO C JICHATUAOMUL

O6partHo nokauBane 70 > 0,5 x 101 [IpoabmxeTe NTEUEHUETO ¢ JICHATUAOMHU Ha
CJIEIBAIIIOTO MO-HUCKO I030BO HUBO BEAHEK
JIIHEBHO

a Ilo pemieHue Ha JIeKapsi, a0 HEYTPOIICHUSTA € ¢IUHCTBEHATa TOKCHYHOCT Ha KOETO H Jja € J030BO HHBO, J0OABETE IPAHYIOLHT-
kosnoHuoctumyupail pakrop (G-CSF) u nopnbpxaite 1030BOTO HUBO Ha JIECHAIMAOMUL.

Myrmunnen muenom ¢ none eona npeoxoxcoaud mepanus

Jleuenwue c reHanmuAOMUI He TPsiOBa aa ce 3amouBa, ako ABH < 1,0 x 109/1 u/unm 6posiT TpoMOOIIMTH
<75 x 10°/1 uu, B 3aBHCUMOCT OT MHGUITPALHSA HAa KOCTHHS MO3BK OT ILIA3MEHHM KJIETKH, OPOST
TpombormTH < 30 x 107/1.

Ilpenopvuumenna dosa

[IpenopbunTenHara HavanHa 4032 JICHATUAOMHU] € 25 mg NepopanHoO BEIHbX JHEBHO HAa 1-Bu 1o 21-BU
JIEH OT NOBTapAIIM ce 28-aHeBHU LUKIM. [IpenopbuntennaTa qo3a gekcamerasoH € 40 mg nepopaiHo
BEIHBXK JHEBHO Ha 1-BU 710 4-TH, 9-TH 10 12-TH ¥ 17-T! 10 20-TH IeH OT BCEKM 28-THEBEH MK 3a
I'bpBUTE 4 LIUKBJIA HA TEpanuATa U cief Tosa 40 mg BeqHbk IHEBHO Ha 1-Bu 10 4-Tu AeH Ha Bceku 28
JHH.

[IpeanucpamuTe Jekapu TpssOBa BHUMATENHO Aa MPELEHST KOs J103a AeKCaMEeTa30H Ja U3MO0JI3BaT, KaTo
B3€MaT IPEBH] CbCTOSHUETO U OOJIECTHHUS CTAaTyC Ha MAIUEeHTa.

CrpIky 32 peylupaHe Ha J03aTa

Hauanxa nosa 25 mg
Jo30B0 HUBO -1 15 mg
Jl030B0 HUBO -2 10 mg
Jo30B0o HUBO -3 5 mg
Tpomboyumonenust
[Tpu TpomGoLHTH IIpenoppunTeneH Kypc Ha JI€UeHHE
ITepBOHAUaNHO, cax 1o < 30 x 1071 [IpexbCcHETE JIEUEHUETO C JIEHATUIOMU]




O6patHO ToKauBaue 10 > 30 x 10%/1 [IpoabixkeTe JEUEHUETO C JIEHAIUIOMHUT Ha
JI030BO HUBO -1
3a Bcexu cieBant cran nox 30 x 10%/1 IIpexbcHETE IEYEHUETO C JICHAIHIOMU/

O0paTHO mokauBaHe 10 > 30 x 10°/1 [IpoxbimKkeTe JIEYCHUETO ¢ JICHATHIOMU Ha
CJICZIBAIIIOTO TIO-HUCKO T030BO HUBO (JJ030BO HUBO -
2 vnm -3) BeaHBXK THeBHO. [la He ce mo3upa moj

5 mg BEeJHBXK THEBHO._

Abcontomen bpotl neympounu (ABH) — neymponenus

[Ipu ABH [penopbuuteneH Kypc Ha JeyeHUe
[IspBoHayanHoO, cnaz jo < 0,5 x 10°/1 [TpexbCcHETE JICUEHUETO C JIEHAIHNIOMU]L
O6paTHO oKauBaHe 10 > 0,5 x 107/1, koraTo [IpoabinkeTe TEYEHUETO C ICHATUIOMHT C

€AMHCTBEHUAT HAOMIOIaBaH TOKCHYEH e(peKT € | HavalHaTa 7032 BEIHBK JHEBHO
HEYTPONECHUS

OOparHo mokayBane 10 > 0,5 x 109/1, korato ca| [IpoabipkeTe T€YeHHUETO C ISHATHIOMI Ha JI030BO
Ha0JII01aBaHU 3aBHCHUMU OT [103aTa HHBO -1 BEIHBXK JHEBHO

XEMAaTOJIOTHYHU TOKCHYHHU e(DEeKTH, pa3THIHU
OT HEYTPOIICHHS

3a Bcexu cremBai cran nox < 0,5 x 10%/1 [IpexbcHETE JICUCHUETO C JICHATUIOMUJL

OO6paTHO mokayBane 10 > 0,5 x 10°/1 [IpoawimkeTe JIEYCHUETO ¢ JICHATHIOMU Ha
CJIEIBAIIIOTO TIO-HUCKO T030BO HUBO (JJ030BO HHUBO -
1, -2 umm -3) Begubxk nHEBHO. [la HE ce mo3mpa mox

5 mg BCIHBX JHCBHO.
2T]o pelreHne Ha JieKapsi, ako HEYTPONCHHATA € SAMHCTBEHATa TOKCHYHOCT Ha KOETO U [ € J030BO HUBO, 00aBETE rPaHyIOLHT-
kononnoctumynupain dakrop (G-CSF) u nomabpikaiiTe J030BOTO HUBO HA JCHATUIOMH.

Donuxynapen aumepom (DPJI)

Jleuenne ¢ nenanmuaoMu He TPsIOBa n1a ce 3amouBa, ako AbBH e < 1 x 10°/1 w/vnm OposT TpOoMOOITUTH € <
50 x 10%/1, ocBeH aKo He € BCIE/CTBUE HA MHPUITPUPAHE Ha KOCTHHS MO3BK OT TMM(OMA.

Ipenopvuumenua 003a

[IpenoppunTennara HavamHa 032 JeHanuaoMu € 20 mg mepopaiHo BeAHBX AHEBHO B aHH 1 110 21 oT

MOBTAPSIIY ce 28-THEBHU UK 32 MaKCUMyM 12 nedeOHu nukbia. [IpenopruntenHaTa HavyaiHa 103a

putykcumab e 375 mg/m2 WHTPaBEHO3HO (i.v.) BCsika ceamunia B ukba 1 (qam 1, 8, 15, 1 22) u e 1 ot
BCEKU 28-HEBEH [IUKBJI 34 LIUKIA 2 10 5.

CTbnky 3a peynupaHe Ha J03aTa

Havanna no3a 20 mg BeIHDBXK AHEBHO B HM 1-21, Ha Bceku 28 nHH
Jlo30BO HUBO -1 15 mg BequbK JHEBHO B 1HU 1-21, Ha Bceku 28 nHU
Jlo30B0O HUBO -2 10 mg BequBx qHEBHO B HU 1-21, Ha Bcexu 28 nHU
J1030BO HUBO -3 5 mg BeTHBX JTHEBHO B HU 1-21, Ha Bceku 28 nHU

3a KOpEKIIMU Ha JI03aTa TIOPajJii TOKCHYHOCT Ha PUTYKCUMA0 BIDKTE ChOTBETHATA KpPaTKa
XapaKTepUCTHKA Ha TIPOIYKTa.

Tpomboyumonenust
IIpu TpombonuTH [IpenoppunTeNeH Kypc Ha JIeUeHHe
Coan 1o < 50 x 10%/1 [IpexbcHETE JCUESHUETO C JICHATUIOMUJI U TIPABETE
IIKK nHaii-manako Ha BCEKH 7 THA
O6patHO MoKkauBase 10 > 50 x 10%/1 [IponbikeTe T€YEHUETO HA CIEBAIIOTO TO- HUCKO
JI030BO HUBO (J1030BO HUBO -1)




3a Bcexu cneapant craj oA 50 x 10771 IIpexbCcHETE NEYEHUETO C ICHATUIOMHU] U IIpaBeTe
TIKK naii-manko Ha Bcexu 7 QHA

OO6paTHO mokayBaHe 70 > 50 x 10%/1 [IponbimKeTe IeYEHUETO C JISHATHIOMU/T Ha
CJIEJIBAIIIOTO TTO-HUCKO JJ030BO HUBO (J1030BO HUBO -2,
-3). He mpunaraiite qo3a moj 1030B0 HUBO -3.

Abconromen 6poii neympogunu (ABH) - neymponenus

[Ipu ABH [IpenopbuuTeNieH KypC Ha JieueHue"
Crax < 1,0 x 10%/1 3a Haii-manko 7 qau wiu Criax 10 [IpexbCcHETE IEUEHHUETO C JICHAIUIOMHUT U
<1,0x 10%1 ¢ acomnuupaHa BICOKa npasete [IKK Hali-manko Ha Bcekn 7 qHU

Temreparypa (TenecHa temmneparypa > 38,5°C), unu
Crnan 10 < 0,5 x 10°/1

O6paTHO mokayBane 10 > 1,0 X 10%/1 [Ipoabikere J€UEHUETO € JICHATUAOMHU HA
CJIC/IBAIIOTO TIO-HUCKO JI030BO HUBO (J1030BO
HUBO -1)

3a Beexu cneaant craj o 1,0 x 10%/1 3a naii- IIpexbCcHETE NEUEHUETO C JICHANUAOMUT U

Manko 7 gy uiu cnafg ao < 1,0 x 10%1 ¢ aconnupana| mnpasere [IKK naii-manko Ha Bcexu 7 AHHA
BHICOKA TeMIleparypa (TejiecHa Temieparypa >
38,5°C), wmm cmaz 10 < 0,5 x 10%/1

O6paTHO mokaupane 10 >1,0 x 10%/1 [IpoabmkeTe TEYEHUETO ¢ JICHATHIOMU/T Ha
CJIEZIBAIIIOTO MO-HUCKO JI030BO HUBO (7I030BO
HUBO -2, -3). He mpunaraiite 103a 1oj 1030B0O
HHBO -3

* ITo mpelieHKa Ha Jiekapsl, ako HEYTPOIICHHSATA ¢ €JMHCTBEHATa TOKCHYHOCT Ha KOETO M J1a € J030BO HHBO, nodasere g-CSF

Tymop-nuzuc cunopom (Tumour lysis syndrome, TLS)

Bcunukn marnmenTn Tps6Ba a momydar npoduiiaktika 3a TLS (amomypuaomn, pa30yprkasa wim
€KBHBAJICHT CTIOpe]] O(UIIMaTHIUTE HACOKHW) U 1a ObJaT A00pe XuapaTupanu (IepopaiiHo) mpe3 mbpBara
CeIMUIIA OT ITbPBUS IUKBJI HIIH 32 TTO-TIPOIBIDKUTENEH MEPUO]], aKO € KITMHUYIHO MOKa3aHo. 3a 1a ce
cnenu 3a TLS, TpsiOBa fa ce mpoBeskaa Habop OT OMOXUMHUYHH U3CIIECABAHUS KECEIMUIHO Mpe3
ITBPBUS IIUKBI U KAKTO € KIMHIAYHO TTOKAa3aHO.

Jleranumomu Moske f1a ObJie IPOIBIDKEH (KaTo ce 3amas3u Jj03aTa) Mpu NanueHTy ¢ naboparoped TLS
v xiuanded TLS crenen 1, uiu Mo mpenieHKa Ha Jiekaps Jja ¢e HaMaJld J1o3aTta ¢ €JIHO HUBO U J1a Ce
HpO}l’LJ’DKI/I JICHAJIMAOMMU . Tpfl6Ba Ja ce OCI/IprI/I AKTHBHA I/IHTpaBCHO3Ha XI/IZ[paTaHI/IH " 1oaxXoa11io
MEIUITUHCKO JICYCHHE CIIOPE] MECTHHS CTAaHIAPT 3a MojlaraHe Ha MPUXKH JI0 KOPUTHPAHE Ha
CNIEKTPOJIUTHHUTE aHOMaIuU. Moxke Jla € HeoOXxomuma Tepamnus ¢ pa30yprkasa, 3a 1a ce HaMaju
XHIIEpYypUKeMUsITa. XOCTIHTAIN3AIMITA HA TIAIIMCHTA € 110 TPEIIeHKa Ha JIeKapsl.

[Tpu nanmentn ¢ kuaudeH TLS crenen 2 10 4, IpeKbCHETE JICHATUIOMHUT M IPOBEKIANTE HAOOP OT
6I/IOXI/IMI/ILIHI/I n3cjaeaBaHUsA CKECCCAMNYHO NJIN KAKTO € KIIMHUYHO ITOKAa3aHO. TpH6Ba 1a ce OCI/IprI/I
aKTUBHA MHTPABEHO3HA XUAPATAIMS U MOJXOASII0 METUIIMHCKO JICYEHUE CIIOPE]] MECTHHS CTaHAapT 3a
MoJIaraHe Ha TPYOKHU IO KOPUTHPAHE Ha €JIEKTPOJIMTHUTE aHOMasnu. Tepanusita ¢ pa3dypukasa u
XOCITUTANIM3ANNATA Ca 110 TIperieHka Ha nekapst. Korato TLS otmrymu no crenen 0, mogHoBeTe
JICHAJIMIOMH/I Ha CJIEIBAIIOTO IMO-HUCKO HUBO 10 TIPEIIeHKa Ha jiekaps (Bxk. Touka 4.4).

PeaKl/ﬂ/lﬂ Ha akmueupane Ha mymopa

Mo mperieHKa Ha Jiekaps JICHATHIOMUI MOXKe Jia ObJie MPOBIDKEH MPH NAIMEHTH C Peakiys Ha
aktuBrpaHe Ha Tymopa (Tumor flare reaction, TFR) crenen 1 nnm 2 6e3 mpexbeBane wiu u3mMenenue. [1o
MIpelieHKa Ha JIeKaps MOJKE Jla ce TIPUIIOKHU Teparus C HECTEPOUTHA MPOTUBOBB3MAIUTEIIHU CPENCTBA
(HCTIBC), KOpTHKOCTEPOUIH, C OTPAHUYCHA MPOIBIDKUTSITHOCT, W/MITH HAPKOTHYHH aHAJITCTHIIH.

[Tpu naumentu ¢ TFR crenen 3 nnu 4 crpere Jie4eHUETO € JIGHATMAOMHUL U 3aII0YHETE TePAIus C
HCIIBC, koptukocTepouny u/wim HapkoTuaHU aHanretuitd. Koraro TFR ormrymu o < crenen 1,
MIOJHOBETE JICYEHUETO C JICHATMJOMUJ Ha CHIIOTO J1030BO HUBO 3a OCTaHajlaTa yacT OT LUKBJIA.
[MarmenTrTe MOTaT aa OBJAT JIGKYBaHH 32 MPEOAOJISIBAHE HA CUMIITOMUTE CIIOPE]] HACOKHUTE 3a
neuenneTo Ha TFR crenen 1 u 2 (Bxk. Touka 4.4).




Beuuku noxazanusn

[Ipu apyru nposiBU Ha TOKCUYHOCT CTENeH 3 WK 4, 3a KOUTO € MPELEHEHO, Y€ ca CBbP3aHu C
JIEHAJIMIOMUL, JIEYCHUETO TPsiOBa Ja ce CIpe U Jia ce Bb30OHOBH Ha CJIEABALIOTO MO-HUCKO J1030BO
HUBO, KOTaTO TOKCUYHOCTTA JOCTUIHE CTENEH < 2 110 IIPELieHKa Ha JIeKapsl.

ITpu xoxxeH oOpuB crereH 2 nimm 3 TpsOBa 1a ce OOMUCIH PEKHCBAHE WM CIIMPaHe Ha JICHATHIOMHUII.
Jleramumomuy TpsOBa a ce cIpe MpU aHTHOESAEM, aHA(QIIAKTHIHA Peakius, OOpUB CTereH 4,
exchonmaTuBeH WK OyJI03eH 0OPHB MIIH aKo ce MoIo3upa cHHApoM Ha Stevens-Johnson (SJS),
TOKCHYHA enuiepMaiHa Hekpoim3a (toxic epidermal necrolysis, TEN) mm jiekapcTBeHa peakius ¢
eozuHouus u cuctemMuu cumnromu (DRESS) 1 He TpsiOBa 1a ce 3amouBa OTHOBO CIIEA CIMpPAHE
TIOpazi TOPHUTE PEAKIIHH.

Cneyuannu nonyiauuu

[ennarpuyna nomynanus
Jlenamumomu He TpsAOBa a ce MpuUIIara IpH Jela U FOHOIIH OT paKAaHeTo a0 mox 18 roaunau mopamu
CchoOpakeHus 3a Oe30macHOCT (BXK. Touka 5.1).

Crapuecka Bb3pacT

HanmuanTe oHactosmeM (GpapMaKOKHHETHYHH JaHHU ca OMUCAaHU B Touka 5.2. B KjIMHUYHU
MIPOYYBaHUS JICHATUAOMHUI € OWJI MpUJIaraH Ha MalueHTH ¢ MYJITHILIEH MUEJIOM Ha Bb3pacT A0 91
roAuHU (BXK. Touka 5.1).

Tbii KaTo € MO-BEPOSTHO MAIICHTUTE B CTAPYECKA BH3PAcCT Jia UMAT HaMaseHa ObOpeyHa (QyHKIIuS,
Tpsi0Ba BHUMATEITHO JIa Ce MOoI0Mpa 03ata U O OMII0 pa3syMHO Jia ce clieny ObOpeuHaTa QyHKITHSL.

Hosoouacnocmuyupan myamunien Mueiom: nayueHmu, KOumo He ca noOX00auu 34 MpanChIaHMAayus.
HaL[I/ICHTI/ITC C HOBOI{I/I&FHOCTHHI/IpaH MyJ'ITI/IHJICH MHUCIIOM Ha B’b3paCT 75 U MOBCYC I'OAUHU Tpf[6Ba
BHUMATEJIHO JIa CE OI[CHBAT, TIPE/IN Ja ce OOMUCIIS JiedeHue (BK. Touka 4.4).

[Tpu nanmenTH Ha 75-TOAMIIHA BB3PACT, JICKYBAHH C JICHAJMIOMHUI B KOMOUHAIIUS C IEKCAMETa30H,
HavaJiHaTa J1o3a JiekcameTra3oH € 20 mg BeAHBK AHEBHO Ha JiHU 1, 8, 15 1 22 oT Bceku 28-mHEBEH
JIe4eOeH [IUKBII.

He ce npennara agantupase Ha 1o3ata IpH MallUeHTH HAJl 75 TOAMHU, KOUTO Ca JICKYBaHU C
JICHAJTMIOMHU/] B KOMOWHALWSA ¢ Me(aaaH U MPEeTHU30H.

HpH MaqUECHTHU ¢ HOBOAWArHOCTHIIUPAH MYJITUIUICH MHUEJIOM Ha Bb3pacT 75 1 moBeue TOOWHH, KOUTO
MoJiy4daBart JICHAJIMAOMU I, UMa I1O0-BHCOKaA Y€CTOTAa HAa CEPUO3HU HEKECIIAaHNU PCAKIIUHN U HEXKCITaHU
pe€aKknnn, KOUTO BOIAT 0 CIIMPAHE HA JICUCHUETO.

KomOuHmMpaHarta Tepamnusi ¢ JICHATUIOMUJT CE TIOHACS M0-3JI€ TIPH MAIIMEHTHTE C HOBOAUATHOCTUIPAH
MYJITUIUIEH MUEIIOM HaJl 75-TOIMIIHA B3PACT B CPABHEHUE C MTO-MJIaJaTa Momynanus. Te3u naiuueHTu
MPEKpaTsIBAT JICYCHUETO MO-YECTO TIOPAIH HEMOHOCUMOCT (HEXKETaH! CHOUTHS CTeTeH 3 uin 4 u
CEpUO3HU HEXKeJIaHU ChOUTHS), B CPAaBHEHHE C MALUEHTUTE < 75 FOAMHU.

Mynmunnen muenom: nayueHmu ¢ noHe eOHAa NPeoxoicoawa mepans

[MporeHTHT HA MAIUEHTHUTE C MYJITHIUICH MHEJIOM Ha 65 TOIUIIIHA Bh3pacT WU IMOBEYE HE CE €
pasnryaBaj 3HAUUTEITHO MEXIy TPYIIHTE, JIEKyBaHH C JICHATNIOMU/I/IeKCaMeTa30H U
tane6o/nexcamerasos. [lpu Te3u nauueHTy He € HaOJtoJaBaHo 0010 pa3inuyue B 0e30MacHOCTTa U
e(prKacHOCTTa B CPAaBHEHHE C IIO-MJIATH, HO HE MOXKe Ja Obe M3KIII0UeHa o-u3pa3eHa
MPEAPA3MOI0KEHOCT IIPH MO-Bh3PACTHU HHIUBHIH.

Donuxynapern aumgpom

3a manueHTuTe ¢ GOoNUKyIapeH JTUM(pOM, JIEKYBaHH C JICHATUAOMHUI B KOMOWHALIUS ¢ pUTYKCHMA0,
o0Iara 4ecToTa Ha He)KeNTaHUTe ChOUTHS € TI0100HA IIPH MMAlleHTUTE Ha BB3pacT 65 Wi rmosede
TOAMHU B CPaBHEHHUE ¢ TMaleHTuTe nox 65 roguxu. He e HabmrojaBaHa KaTo LsyI0 pas3ivKa B
e(MKaCHOCTTa MEXIy JBETEe BH3PACTOBH IPYIIH.
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[TammenTu ¢ 0b0peYHO VBPEKIAHE

JlenanmuaoMuz ce eKCKpeTHpa IpeTuMHO OT Ob0penuTe; MaleHTHTe C Mo-ToJsIMa CTeTleH Ha ObOpedHo
yBpeXIaHe Morat Ja UMaT HapyIlleHa TIOHOCUMOCT KbM JIE€UCHHUETO (BX. Touka 4.4). Tpsa6Ba
BHHUMATEJTHO MOAOWPaHe Ha Jlo3aTa U Ce MPernopbyBa clie/icHe Ha ObOpeuHaTa QyHKITHS.

He ce nanara agantupane Ha j103ata py MalyeHTH ¢ JIEKO ObOpeYHO YBpEXIaHe U MYJITHIUIEH MHEJIOM
i onukynaper aumdom. [IpenopbyBa ce ClieIHOTO alanTHPaHEe Ha 103aTa B HAYAIOTO Ha TePaIaTa
1 TIpe3 IFJIOTO BpeMeTpacHe Ha JISYUCHUETO TPH MAlMeHTH ¢ YMEPEHO MM TEXKO yBpeneHa Ob0pedHa
(YHKIMA WM TIPH TEPMUHAJIEH CTaanii Ha Ob0peyHa 0oJecT.

Hsma onut ot m3nuTBanus ¢asza 3 mpu TepMUHAJICH cTaauid Ha 0r0peuna 6omect (End Stage Renal
Disease, ESRD) (CLcr < 30 ml/min, HaJiarama J1uainmsa).

Mynmunnen muenom

bropeuna pynkuus (CL) AanTHpaHe HA 103aTa

Ymepeno 6u6pedno yBpexnane (30 < CL < 50 ml/min) 10 mg BeIHbX THEBHO'

Texxo OBOpedHO yBpeKaaHe 7,5 mg BelHbX JHEBHO” 15 mg npe3

(CL& < 30 ml/min, 6e3 Hy>kJ1a OT Auan3a) IIEH

Tepmunanen craguii Ha 660peuyna 6omect (KCBH) (CL < 5 mg BeIHDBK JHEBHO. B qHUTE Ha

30 ml/min, ¢ Hy»X/1a OT IUATH32) JMai3a 1o3ara TpsoBa aa ce
npusara cjes AUanu3ara.

! lo3aTa MO3ke Jia ce MOBULIX [0 15 mg BeIHBK AHEBHO Clie]] 2 IIMKbJIA, aKO HAMa OTTOBOP Ha JICYCHHETO U MALMCHTHT UMa 100pa
MOHOCHMOCT KBbM HETO.
2 B cTpaHuTe, KBIETO Ce Mpejyiara Karcynara ot 7,5 mg.

Donuxynapen mumgom

Bbropeuna ¢pynxums (CL.) AnanTupase Ha qo3ata
(man 1 10 21 OT MOBTAPSAIITH CE
28- THEBHU LUKIIN)

Vmepeno 666peuno yspexkaane (30 < CLe < 60 ml/min) 10 mg BeHBX IHEBHO " >

Texko OBOpEeYHO yBpekKaaHe JluncBat nanHK’
(CL& < 30 ml/min, 6e3 HykJ1a OT TUaJIA3A)

Tepmunanen craguii Ha 060peuna 6onect(TBH) (CLer < Jlumcear naHHK’
30 ml/min, ¢ Hy»X/1a OT IUAIH32a)

! Jlo3aTa MO3Ke J1a Ce MOBULIM JI0 15 mg BeIHbK IHEBHO Clle]] 2 IIMKbIIA, aKO NAIMEHTHT UMa 100pa IIOHOCUMOCT KbM TepanusTa.

2 3a manuMeHTH Ha HayaiHa 1o3a 10 mg nmpy HamalsiBaHe Ha 03aTa 3a JIeYeHNe Ha HeyTPOTICHHS HITH TPOMOOLUTOIICHNS CTEIeH 3 Wik 4 Win

JIpyra TOKCUYHOCT CTereH 3 MM 4, 3a KOATO € MPEIEHEHO, Ye € CBbP3aHa C JCHAIMAOMU, He pUIaraiTe 103a oJ 5 mg mpe3 JeH Win 2,5 mg

BEIHBX JHEBHO.

3 [ManuenTHTe € TEXKO OBOpeuHo yBpeskaane win TBH ca H3KIIOYeHH OT MPOYYBAHETO.

Crien 3anouBaHe Ha Tepanus C JEHAJIHJOMHU/I, TIOCIe[BallaTa MPOMsIHa Ha J103aTa JICHAITUIOMU TIPH
MaIueHT ¢ ObOPEYHO YBpekIaHe TPsiOBa Ja ce OCHOBaBa Ha MOHOCMMOCTTA KbM JICUCHHETO Ha
OTICTHHSA MAKEHT, KaKTO € OIMCAHO MTO-TOope.

[armenTy ¢ yepHOAPOOHO YBpEeKIaHe
JleHanuaomMun He € OPHUIUATHO TPOYUYBaH MIPH MALMEHTH C YBpeAeHa YepHOAPOOHa (HYyHKIUS U HIMA
crien()UYHY IPETIOPHKH 3a 703aTa.

Haumn Ha nprioskeHue

[NepopaiHo npuOKEHHE.

Kamncymure Jlenamuaomun Krka d.d. Novo mesto TpsOBa fa ce mpuemaT nepopaiHo 1Mo NprUOIU3UTETHO
€/IHO ¥ CHIIO BpeMe B omnpexaeneHute auu. Kancynure He TpsOBa 1a ce OTBapAT, UyIIT WIH IBYAT (BXK.
Touka 6.6). Kancynure TpsaOBa a ce T'bATAT LENH, 32 MPEATIOYUTaHE C BOJA, ChC MM Oe3 XpaHa.

Kancynure nenamumaomu He TpsOBa Ja ce u30yTBar mpe3 GoIuoTo Ha OJIMCTEpHATA OIMAKOBKA, Thi
KaTo TOBa MOXeE Jla IPHYUHM yBpEKIaHe Ha KaricynaTa. Kamncymara TpsOBa 1a ce u3Bagu OT

OIlaKOBKaTa, KaTo CC OTJICIIN (bOJ'II/IOTO OT €1Ha OTACJICHA GHHCTepHa KJICTKA.
1"




4.3 IIpoTruBomokaszaHusi

- CBpBX4yBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MIIM KbM HIKOE OT TIOMOIIHHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

- [Ipu OpeMeHHHM KEHU.

- [pw >xeHu ¢ neTepolieH IOTEHIMAll, OCBEH aKo Ca ClIa3eH! BCUYKH ycioBus 1o [Iporpamara 3a
npemnasBaHe OT OpeMeHOCT (BXK. TOUkH 4.4 u 4.6).

4.4 Cpoeuma/jHM Npegynpe:xIeHUs! M NpeANa3HH MepKH IPH ynorpeda

Koraro JienannaoMus ce npuiara B KOMOMHAIMA ¢ APYTH JIeKApPCTBeHH NMPOAYKTH, TPsIOBa 1a ce
npoyere cboTBeTHaTa KpaTka XxapakTepucTika HA POAYKTA NPeAU 3alI04YBaHe HA JIeYeHHeTo.

HDCHVHDC)KZ[CHI/IH opu 6DCMCHHOCT

JlenanmuoMuz1 € CTPYKTYPHO CXOJICH C TanuaoMu/l. TannmaoMua € akTHBHO BELIECTBO C M3BECTHO
TEPaTOTeHHO JICHCTBHIE TP X0pa, KOSTO MPUYHHSBA TEXKKH KUBOTO3ACTPAILIABAIIN BPOACHH Ae(hEeKTH.
[Ipu MaliMyHU TCHATHIOMUJ € IPEIM3BUKAT Mat(opMaIuy, mof00H! Ha TE3U, ONMCAHH 32 TaJTUIOMHU/]
(Bk. Touku 4.6 1 5.3). Ako Mpu Xopa Mo BpeMe Ha OPEMEHHOCTTa ce MpHeMa JIEHATUAOMUL, CE O4aKBa
TepaTroreHeH e(eKr.

Ycnosusra Ha [Iporpamara 3a npenmnasBaHe oT OpeMeHOCT TpsOBa /ja ca N3IBIHEHN 32 BCHUKH
MALMEeHTH, OCBEH aKO HAMa CUTYPHO J0Ka3aTelCTBO, Y MAllMEHTKATa HIMa EeTEPOJICH MOTEHIIHAIL.

KDI/ITCDI/II/I 3a JKCHH 0€e3 JACTEPOACH NOTCHIIMAJI

[Ipuema ce, ye mMaMEHTH OT YKEHCKU ITOJI WJIM MAPTHHOPKH HA MAIIMEHTH OT MEXKH ITOJI HIMAaT JI€TePOICH

MOTEHIIMAN, OCBEH aKO IOHE SIUH OT CJICTHUTE KPUTCPHUU HE € HATHYCH:

- Bw3pact > 50 rogunu 1 ecTecTBeHa aMmeHopesi OT > 1 roguHa (aMeHopes ciiel] aHTUTyMOpHa
Teparus Wi 0 BpeMe Ha KbPMEHE He U3KIII0UBa AETEPOICH MOTCHITAAI)

- [IpexneBpeMeHHa OBapHaTHA HEAOCTATHYHOCT, IOTBBP/ICHA OT CHECIUAINCT-THHEKOJIOT

- JBycTpaHHa CaIIMHI0-00(OPEKTOMHUS WIIM XUCTEPEKTOMUS B MHHAIOTO

- XY renotumn, cuaapoM Ha Turner, areHe3ust Ha MaTKaTa.

CoBetH

JlenanmuoMu € IPOTHBOIIOKA3aH MPH JKEHU C IETEPOIEH MMOTEHITNA, OCBEH aKO HE Ca M3ITBIHEHH

BCHYKH OT CIIETHUTE yCIIOBHS:

- JKenara pa3bupa oyakBaHUS TEPATOTCHEH PUCK 38 HEPOJICHOTO JIETE

- Ts pazbupa He0OXO0IMMOCTTA OT e)EeKTUBHA KOHTPALETIIIH, O3 peKbCcBaHe, 3aI0YBaIla Haii-
MaJTko 4 CeJIMUIIM TP HAJaJIoTO Ha JICYEHUETO, 110 BpeMe Ha ISII0TO JeYeHHe 1 Hal-Manko 4
CEJIMUIIH CIIEe]] HETOBUS Kpai

- Xenata c nerepozeH MoTeHINAT TPSAOBA /1a ClIeBa BCHUKH CHBETH 32 €()eKTHBHA KOHTPALIETIIIHS,
JIOpH Jla € C aMeHopes

- Ts TpsiOBa 1a € B ChCTOSTHHE /1A CT1a3Ba €PeKTUBHU KOHTPAICTITHBHA METOIH

- T4 e uaDOpMUpaHa 1 pa3dupa MOTEHITHATHUTE MTOCIIEACTBUS OT OPEMEHHOCTTAa U HEOOXOIMMOCTTA
oT He3a0aBHa MEAMIIMHCKA KOHCYJITAINs, aKO IMa PHCK OT 3a0peMeHsIBaHe

- Ts pa3bupa HykIaTa Aa 3alI04HE JICUEHUETO BH3MOXKHO Hail-CKOPO Clie] OTITYCKAaHEeTO Ha
JICHAJTMIOMUJI CIIE/I OTPULIATENIEH TECT 32 OPEeMEHHOCT

- Ts pa3bupa He0OXOIMMOCTTa M TIpHeMa Ja ce IIoIara Ha TECTOBE 3a OPEMEHHOCT Hal-MaJIko Ha
BCEKH 4 CeZIMUIIM, OCBEH B CIIy4ail Ha MOTBBP/CHA Ty0apHa CTepPIIIH3AIHS

- Ts moTBBp>KAaBa, ye pa3dupa OMAaCHOCTUTE U CHOTBETHUTE MPEANA3HU MEPKH, CBEP3aHHU C
M3MOJI3BAHETO HA JICHATHIAOMUI.

[Tpu marueHTH 0T MBXKKH TOJI, IPUEMAIIIH JICHATHIOMHA, (hapMaKOKHHETHYHUTE JTaHHH MTOKA3BaT, 4e
JIEHAJIMJIOMU]] C€ ChIIbpXKa B YOBEILIKATa CIiepMa B U3KJIFOUUTEIHO HUCKH HUBA 10 BpEME Ha JIEYEHUETO
Y € T0J] HUBOTO Ha JIETEeKIIMsI B YOBEIIKaTa cliepMa 3 JIHU CJIe/l CIUpaHe MpueMa Ha BEIIeCTBOTO NpU
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3apaBusi AoOposoiel] (BxK. Touka 5.2). Karo mpeamasHa Mspka U KaTo ce UMaT NpPeABH/I CIICIIUATHUTE

MOMYJIAIK C TPOIB/DKATETHO BpEME Ha eTMMUHHMpPaHe, KaKBUTO Ca MAlMEHTUTE ¢ OhOPeUHO

YBpPEKAaHE, BCHUKU MAIMCHTH OT MBXKKH TI0JI, IPUEMAIIIY JICHATUIOMU, TPsIOBa J]a OTrOBapsIT Ha

CIICIHUTE YCIIOBHSI:

- Jla pa3dupar oyakBaHHs TEPATOTCHEH PUCK MPH MOJIOB KOHTAKT ¢ OpEMEHHA JKeHa WITH JKEHa ¢
JIETEPOJICH MTOTCHIIAAIT

- Jla pa36upar He0OXOAMMOCTTA OT M3II0JI3BaHEe Ha IPe3ePBATHB IPH IT0JI0B KOHTAKT ¢ GpeMeHHa
JKEeHa WK JKCHA ¢ ICTePO/ICH MOTCHITHAN, KOSATO HE Mpriara e(peKTHBHA KOHTPAICTIIHS (IOPH aKo
MBXKBT € HMaJl BA3eKTOMHSI), [T0 BpEME Ha JICYEHHETO U B ITPOIBIDKEHHE HA HAf-MaJIko

- 7 IHU Clie/l BpEMEHHO MPEKbCBAHE U/WJIK CIIUPAHE HA JICUCHUETO.

- Jla pa36upar, 4e ako mapTHbOPKaTa UM 3abpeMeHee, JOKATO MPUEMAT JICHAIHIOMU WK CKOPO
CJIE/T KaTo ca CIPEITH Ja IpHeMar JICHAIHIOMHU/I, Te TPsIOBa 12 YBEIOMST He3a0aBHO JICKyBAIIIHS
JICKap W 4e ce IMpernophyBa a HaCOJaT MapTHHOPKATA CH 3a OIICHKA M ChBET KbM JIeKap,
CHCIHATM3UPAH WK C OMUT B TEPATONOTHATA.

[IpennucBamuAT J1eKapcTBOTO TPsIOBa 1a OCUTYPH NPH KEHUTE C JeTEPOIeH MOTEHIUA, Ye:

- [ManmenTkaTa ce mpuabpKa KbM yciaoBusTa Ha [Iporpamara 3a npezmasBaHe oT OpeMEHOCT,
BKJIFOYBAIIH U ITOTBBPKACHIE, Y€ TSI MPOSBSBA JOCTATHYHO pazOupaHe

- [NanuenTkaTa € MOTBBPANIIA TOPECTIOMEHATHTE YCIIOBHS.

KonTpanenuums

JKenu c gereposeH noTeHIMAN TPsAOBa 1a U3MIONI3BAT HAl-MaNKO eUH e(h)eKTUBEH KOHTPALEITHBEH
METOJ Hail-Manko 4 ceMULIM Ipean TePANUATA, 110 BpEME Ha TepanuaTa U Hall-Mako 4 CeAMULM  CleA
TepanusTa ¢ JEHAIUIOMU U JJOPU NIPU BPEMEHHO IIPEKbCBAHE, OCBEH aKO MALIUEHTKAaTa HE BB3IPHEME
I'BJIHO U IIPOABIDKUTEITHO BB3ABPKAHIE, TOTBBP)KIABAHO €KEMECEIHO. AKO He Npuiara eeKTuBHA
KOHTpAIIEMIYs, NallMeHTKaTa TpsiOBa Ja Ob/ie HacOueHa KbM MEJULUHCKU CHELUAINCT ChC ChOTBETHATA
MOATOTOBKA 33 KOHCYJITALlUsA OTHOCHO KOHTPALEIMs, 3a [1a CE 3all04HE ITPOBEXkKIaHETO HA TAKABa.

Modxe 1a ce OOMUCIIAT CIICAHUTE MPUMEPH 32 TIOAXO/ISAIIN KOHTPAICTITHBHU METOIH:

- Nmmnanrar

- Bwrpemarouna cucteMa, 0CBOOOXKIaBAIa IEBOHOPTECTPE

- Jemo ¢opMa Ha MEAPOKCHITPOTECTEPOH aleTaT

- Ty06apHa crepr3anus

- ITo10BM KOHTAKTH CaMO € TTAPTHBHOP, IPU KOHUTO € U3BHPIICHA Ba3EKTOMHUS; BA3EKTOMHUSITA TPIOBa
I1a € MOTBBP/ICHA C JIBa OTPHUIIATCIIHA aHAIM3a Ha CIiepMa

- Nuxubupamm oBysanusaTa TabJIeTKH caMo ¢ IPOreCTEPOH (T.€. Ae30TecTpen)

He ce nmpenopwsuBaT KOMOHHUPAHU TIEPOPATTHA KOHTPAIICITUBHH TAOJICTKU MPU MAIMEHTKH C
MYJITHIDICH MUETIOM, TIPUEMAIITH JICHATMIOMII B KOMOMHNpaHa TEPaIis, ¥ B TI0-MaJIKa CTEIIeH MPH
MAINUCHTKU ¢ MYJITHIUICH MUEJIOM, II0Jy4YaBaIlld MOHOTEPAIHs C JICHATHIOMH]T, TOPAIU TOBUIICHUS
PHUCK OT BEHO3HA TpoMOOeMOOoIHs (BXK. ChINO TOUKA 4.5). AKO ManeHTKaTa npueMa KOMOWHUpaHH
MePOPATHU KOHTPAICTITHBY, TS TPsAOBa J1a MPEMHHE Ha €AUH OT S(PEKTUBHUTE METOIH, U3OPOCHU I10-
rope. PUCKBT OT BeHO3Ha TpoMO0eMOOoIHS MPOAbKaBa 4—6 CeZIMUIIM Cie]] IPeKpaTsIBaHe Ha
KOMOWHHUpaHaTa IepopaHa KoHTpauenus. EQukacHOCTTa Ha KOHTPAIEITHBHATE CTEPOUAN MOXKE 1A €
HaMmaJieHa TIpY  €IHOBPEMEHHO JICUSHHE C JIEKCAMETa30H (BXK. Touka 4.5).

HMrutaHTaTuTe U BBTPEMATOYHUTE CUCTEMH, OCBOOOKIaBAIIN JIEBOHOPTECTPET, CE€ CBBP3BAT C
MIOBUINICH PHCK 32 HH(EKTHPaHe MIPU IMOCTABIHETO UM H 32 HEPEOBHO BarMHAIHO KbpBeHE. TpsiOBa ma
ce 00MHUCIIM aHTUOMOTHYHA MPO(UITAKTHKA OCOOSHO MPH MALUEHTKU C HEYTPOICHHUSI.

Io npuHIUN He ce MpenopbUBAT BBTPEMATOUHH CUCTEMH, OCBOOOXKIABAILY ME, TOPaIU
MOTCHIHATHUS PUCK 32 HH(EKTHpaHe IIPH TIOCTaBsIHETO MM H 3a 3ary0a Ha TBBPJIE MHOTO MEHCTpyasHa

KPbB, KOUTO MOXKXE a U3JI0KAT HAa PUCK MALIUEHTKN C HCYTPOIICHUA UIIN TpOM6OI_II/ITOHeHI/ISI.

TecToBe 3a 6DGMCHHOCT

Crioper MecTHaTa IIPAaKTHKA 32 XKEHUTE C ACTEPOJICH IMMOTESHIMAN TPsiOBa Jia ce POBEkKIAT
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KOHTPOJIMPAHU OT METUIIMHCKO JIMIIE TECTOBE C MUHMUMalHa 4yBcTBUTENHOCT 25 mIU/ml, xakTo e
CIIOMEHATO T0-/10Ty. TOBa M3WCKBAHE CE OTHACS U 32 JKEHUTE C JCTEPOJICH IMOTSHIINAJ, KOUTO Cra3BaT
I'BJIHO U MIPOABDKUTENTHO Bb3AbpxKaHue. B uneannus ciydail TeCThT 32 OpEMEHHOCT, U3JaBaHETO Ha
penienTara u OTITyCKaHETO Ha JIEKapCTBEHUS MPOAYKT CE OCHINECTBABAT B €IWH U CHIII JICH.
OTnyckaHeTo Ha JICHATUJIOMU/ Ha )KEeHH C JIETEPOJICH MOTEHIIMAN TPSOBa J1a CTaBa B paMKUTE Ha 7 JHH
Cle]| IPEANICBAHETO.

Ilpeou 3anousane na neuenue

Tect 3a OpeMEHHOCT, KOHTPOJIMPAH OT METUIIMHCKO JIHIIE, TPsIOBA Jia ce TPOBE/IC MPH KOHCYJITAIINATA,
KOTaTO Cce MPEe/NKNCBa JICHATUIOMHU/I, WK Tpe3 NPEAULITHATE 3 JTHU MPEeAn TOCEIICHUETO pr
MIPEINICBANINS JISKap, aKo MAIlMEeHTKAaTa € puiiaraina e()eKTHBHA KOHTPAICIIIUS IOHE B TIOCIeqHuTe 4
cenmuny. Llenra Ha Tecta € ga NOTBBPAM, Y€ MAlMEHTKATa HE € OpeMeHHa KbM MOMEHTA Ha 3all0YBaHe
Ha JICUCHHUETO C JICHATHMAOMHUI.

Ilpocneossane u kpail na n1eyenuemo

Tect 3a OpeMEHHOCT, KOHTPOJIMPAH OT METUIIMHCKO JIUIIE, TPSOBA J1a Ce MPOBEX/Ia Hall-MaIKO HA BCEKH
4 ceaMuuy, BKJI. Hall-MaJIKo 4 ceaqMUILIM Cie] Kpasi Ha JISYEHUETO, OCBEH B CIy4ail Ha TOTBBpJIEHA
TybGapHa creprimzanys. Te3u TecToBe 3a OpPEeMEHHOCT TPsAOBA Ja ce MPOBEXIAT B JICHS Ha TPEIIHCBaHE
Ha JIEKapCTBOTO WJIN NPE3 NMPEAULTHUTE 3 THU NPEAN MOCEIEHUETO MPU NPEAIUCBAIINS JIEKap.

JOIBIHUTEIHNA MPEITa3Hu MEPKU

[TanmentuTte TpsOBa na ObJAT MHCTPYKTUPAHU MTPU HUKAKBH OOCTOATENCTBA Ja HE JaBaT JIeKapCTBEHUS
MPOJIYKT Ha JPYTH JIMIIA U Jia BPBIIAT HEU3IOJI3BAHUTE B Kpasi Ha JICYCHUETO KalCyld Ha TeXHHUSI
(apmareBT 3a 6€30MaCHO U3XBBPIITHE.

IlaumentuTe He Tp)I6Ba Ja aAapsaBaT KPbB IO BPpEME Ha TCpaIruAaATa u Haii-Manko 7 OHU CIe
MpeKpaTdaBaHC Ha JICHCHUCTO C JICHAJTUAOMMU.

MenuIuHCKHUTE CIEIUATINCTH U OOJHOTTIeJaunTe TPIOBa 1a H3MOI3BAT PHKABHITH 33 STHOKPATHA
yrnoTpeba, korato paboTar ¢ GnucTepa win Kancynata. JKeHu, KOuTo ca OpeMEeHHH WM TT0JI03UparT, e

MOJXe J1a ca OpeMeHHH, He Tpsi0Ba 1a padoTAT ¢ OucTepa UK Karcyiara (BX. Touka 6.6).

O6V‘II/IT6J'IHI/I MaTCpuaiv, OTpaHUYCHUA 3a MPCAIMCBAHC U OTITYCKAHC

C e 1a ce MOMOTHE Ha MaIMeHTUTE Ja W30erHaT eKCIO3UIHS Ha eTyca Ha JICHATHIOMHU,
MPUTEKATEIT HA Pa3pEIICHUETO 32 ynoTpeda IIe MOACUTYPH METUIIMHCKUTE CIICIIHATACTH C
00yYHUTEITHA MaTepUaIId, TOJICHIIBAIIN MPEAYNPEKICHHUATA 32 OYAKBAHUS TEPATOrCHEH e(peKT Ha
JICHATUIOMU]I, TABAIIM CHBET 3a MpUJIaraHe Ha KOHTPAIICHIINS MPeH HaYaa0ToO Ha TeparusaTa i HaCOKU
3a HEOOXOJIMMOCTTA OT IMPOBEXKIAHE HA TECTOBE 3a OpeMeHHOCT. [IpeanucraimusT ekap TpsAOBa 1a
YBEIOMH TMAI[MEHTUTE MBXKE 1 KEHH 32 OYaKBaHHUS PUCK OT TEPATOreHHH €(PeKTH U 38 CTPOTHTE
npeana3sHu MEPKH Cpelly 3abpeMeHsiBaHe, KakTo ca onpeaesieHu B [Iporpamara 3a npeanasBaHe OT
OpeMEHOCT, ¥ Jia 1a/ie Ha MalMeHTHTE ChOTBETHATA O0YUYHTEIHA OpOIITypa 32 MalMeHTa, KapTa Ha
MAIMCHTA W/IIH EKBUBAJICHTHO CPEICTBO B ChOTBETCTBHE C IIPUJIOJKEHATA HAIIMOHAHA CHCTEMa 3a
KapTH Ha MalieHTa. B chTpyIHHUECTBO ¢ BCEKU HAIIMOHAJICH KOMIIETCHTEH OpraH € BhBEICHA
HAIMOHAJIHA CHCTEeMa 3a KOHTPOJIMPAHO pasnpocTpanenue. CucremMara 3a KOHTPOJIHPAHO
pasnpocTpaHeHNe BKIFOYBA H3IOI3BAHETO Ha KapTa Ha MAaIlMeHTa W/WIA eKBUBAJIICHTEH CIoco0 3a
KOHTPOJI Ha TMPEINUCBAHETO W/MITH OTIYCKAHETO M ChOMPAHETO Ha MOAPOOHH JaHHU, CBBP3aHH C
MTOKAa3aHUETO, 3a JIa CE CIIe/IM BHUMATEITHO yIoTpedaTa U3BbH 0I0OPEHOTO MOKA3aHUE HA TEPUTOPHUATA
Ha cTpaHaTa. B maeanmnus ciyvail TeCTHT 32 OPEMEHHOCT, M3[JaBaHETO HA PElenTaTa U OTIyCKAHEeTO Ha
JIEKapCTBOTO TPsIOBA J]a CTaBaT B €WH U ChI JeH. OTIyCKaHeTO Ha JICHAIHIOMU/I Ha JKEHH C
JICTePOICH TIOTCHITMAN TPsIOBa J]a CTaBa B PaMKUTE Ha 7 THH CJIe]] MPEIIHUCBAHETO U CJIS]] OTPHIIATEICH
pe3yJiTat Ha TeCT 33 OPEeMEHHOCT 110 MEIAUIIMHCKO HabroaeHHe. PerenTute 3a )eHH ¢ IeTepoIeH
MOTEHIIMAT MOTaT Jia ObJIaT 32 MAKCUMAJTHA MPOIBKMTEITHOCT Ha JICUCHHETO 4 CEJIMUITH B
CHOTBETCTBHUE ChC CXEMHUTE Ha MPUJIaraHe 3a 0JJ0OpEeHUTE NMOKa3aHuA (BX. TOUKa 4.2), a perenTuTe 3a
BCUYKH JPYTH MAIEHTH MOTAT Jia OBJIaT 32 MaKCUMaJIHA MPOABDKUTEITHOCT Ha JICUSHHETO

12 cegmuriuy.
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I[DVFI/I CIICHHMAIHY MMPECAYITPECKACHHUA U IMPEATIa3HU MCPKH IIPpHU VHOTDe6a

Unpapxm na muokapoa

Hudapkr Ha MUOKap/a ce chro0IaBa NpH MaIUeHTH, TTOTyYaBally JCHATHIOMUI, 0OCOOCHO MPH
MAIMEeHTH C U3BECTHU PUCKOBHU (haKTOPHU W Mpe3 mbpBUTE 12 Mecela, Korato ce ynotpeosisa B
KOMOHHAIHS C IeKcameTa3oH. [TanueHTr ¢ M3BECTHU PUCKOBU (PAKTOPH — BKIIFOUUTEIIHO TIPETUIITHA
TpomO03a — TpsiOBa Ja ce HaOJr01aBaT BHUMATEIHO U Jia Ce MpeIIprueMar ASHCTBHS B OITUT Jia Ce CBeaat
JI0 MUHUMYM BCHUYKH PUCKOBHU (PaKTOPH, KOUTO MOrar Jia ObJaT IPOMEHEHH (HaImp. IMyIIeHe,
XUIMEPTOHHS U XUTICPITATTHICMHES).

Bernosnu u apmepuannu mpomboemboruynu coboumus

[Mpu marueHTH ¢ MyJITHIDICH MUEJIOM KOMOMHAIUATA Ha JICHATUIOMUJ C IEKCAMETa30H Ce CBhP3Ba C
MOBHIIICH PHCK OT BEHO3HA TpOoMOOoeMOoIus (peAMMHO AbI00Ka BEHO3HA TpoMO03a U OeroapoOHa
emOomust). PUCKBT OT BeHO3HA TpoMOOeMOOoMHs ce HAOMI0AaBa B TIO-MaJIKa CTEICH MIPHU JICHATUAOMAN B
KoMOuWHanus ¢ MendaiaH U MpeTHN30H.

[Tpu nanyeHTH ¢ MyJITUILICH MUEJIOM MOHOTEPAIHITA C JICHATUIOMHU] C€ CBBP3Ba C MO-MaIIbK PUCK OT
BEHO3Ha TPOMOOEeMOOIHs (TIPEIUMHO IHIOOKA BEHO3HA TpoM0O03a 1 6enonpoOHa eMOOIHsT) OTKOIKOTO
MY TALMEHTH C MYJITUIIEH MUEJIOM, JIEKYBaHH C JICHAIUAOMU B KOMOMHHUPaHA Tepamus (BXK. TOUKU
4.5u14.8).

[Tpm marmeHTH ¢ MyNTHIDIEH MUETIOM, KOMOMHAIMATA OT JICHAJTHIOMH/ C IEKCAMETA30H CE CBBP3Ba C
MOBHIIIEH PUCK OT apTepuaiiHa TpoMOoeMOous (MpeauMHO HH(DAPKT Ha MHOKap/ia U MO3bYHO-ChIOBU
ChOUTHSA), KaTO ce HaOIIt0/1aBa B MIO-HUCKA CTETICH NPY KOMOMHMPaHE Ha JICHAUTUIOMHU C MeiaiaH 1
IpeaHu30H. PUCKBT OT apTepranHa TpoMOOEMOOIHS € TIO-MAITBK ITPY MAIIUEHTH C MYJITHUIDICH MUEIIOM,
JIEKYBaHU C JICHAJTHJJOMHJI KaTO MOHOTEPAIHs, OTKOJIKOTO MPHU MAUEHTH C MYJITHILICH MHEJIOM,
JICKYBaHU C JICHATHIOMHU B KOMOMHUPAHO JICUCHHE.

CrnemoBaTeTHO, TAIIMEHTH C M3BECTHH PUCKOBH (DAKTOPH 32 TPOMOOEMOOITHS — BKITFOUUTEITHO
npeauiHa Tpom0Oo3a — TpsOBa Ja ce HabIroAaBaT BHUMATEIHO. Tpsa0Ba 1a ce mpeArnpueMar IeHcTBUS B
OITHT JIa CE CBEMAT JI0 MUHHUMYM BCHYKH PHCKOBH (DAKTOpPH, KOUTO MOTAT Jia ObJaT U3MEHEHH (HAIIp.
MyIIeHe, XUMEPTOHUS U Xurepiunuaemus). ChIIbTCTBAIIO0 NPUIOKEHUE HA CTUMYJIHPAIIN
EpUTpOIIOe3aTa CPeJICTBA UIH TPOMOOESMOOIMYHN CHOUTHUS B MUHAIIOTO CHIIO MOYKE J]a YBEJIMYAT PHCKa
OT TpoMOO03a MpH TE3U MAMUEHTH. 3aTOBA NIPU MAIMEHTH C MYJITATUICH MUEIIOM, TIPUEMAIIA
JICHATIMJIOMU]] C ICKCAMETa30H, CTUMYJUPAIIK epUTPOIIoe3aTa CPEICTBA WK IPYTH BEIIECTBA, KOUTO
MOJKe JIa MIOBUINIAT PUCKa OT TpoMO03a KaTo HaIp. XOPMOHAITHO-3aMECTUTETHA Tepanus, TpsAOBa Ja ce
mpujaraT ¢ IOBUIIeHO BHIUMaHue. KoHleHTpanms Ha xemoriooud Haj 12 g/dl Tpsdea ga Bomu 1o
MpeKpaTsBaHe Ha CTUMYJIHpAIIX epUTPOIIOe3aTa CPEICTBA.

[TpenopbpunTeNHO € MAINEHTHUTE U JIEKApUTE J1a HAOIIOIaBaT 3a MPU3HAIN WIIK CUMIITOMH Ha
TpoMboemOomus. [Tlanmenture TpsiOBa 1a ObAAT HHCTPYKTUPAHU J1a THPCAT JIeKapcKa IOMOILL, aKO
Pa3BHAT CHMIITOMH KaToO 3a1yX, O0JIKa B I'bpAWTE, OSBA HA OTOLM I10 phIeTe U KpakaTa. TpsOBa na ce
MpenopbyuBaT NPOPUIAKTHYHI aHTUTPOMOOTUYHH JIEKAPCTBEHH MTPOAYKTH, 0OCOOCHO MPH MAILIUEHTH C
JOIBITHUTETHN PUCKOBH (hakTopH 3a TpoMOo3a. PerrenneTo 3a 3amo4yBaHe Ha aHTUTPOMOOTHIHA
npodunakTrka TpsOBa a ce B3eMe Cliell BHUMATEITHA TPEIICHKA Ha HATMYHUTE PHUCKOBH (PaKTOPH HA
OTJEIHUS MalNeHT.

AKO MalueHThT NPETHPIH HAKAKBO TPOMOOEMOOIMYHO CHOUTHE, JIEUEHNETO TPsIOBa a ce MpeyCcTaHOBU
W JIa ce 3all0YHe CTaHJapTHA aHTUKOATyJIaHTHA Tepanus. BeaHara ciier KaTo NaiueHThT ce
cTa0WIIN3MpPa Ha aHTUKOATyJIAHTHOTO JICYEHHE M BCUUKU YCIOKHEHUS OT TPOMOOEMOOIUYHOTO CHOUTHE
ca 10/ KOHTPOJI, JICYCHUETO C JICHATUIOMH/T MOXKE J1a C€ Bh300OHOBH TPH ITbPBOHAYATIHATA J1032 B
3aBHCHMOCT OT OIIEHKATa Ha ChOTHOIIEHUETO Mo3a-puck. [lanmeHTsT TpssOBa Ja Mpo bk
aHTHKOAryJaHTHAaTa Tepanus Mo BpeMe Ha Kypca Ha JIeYeHHE C JICHATUIOMUI.

benoopobra xunepmonus

Ipu marnmeHTUTe, JeKyBaHU C JEHATMIOMHMI, Ce ChOOIIABAT ClIydan Ha O0e10poOHa XUIIEPTOHUS, HAKOU
OT TAX C JieTayieH u3xo/1. [Ipeny 3amo4BaHe U Mo BpeMe Ha TepanusTa ¢ JCHATUIOMUI, MAIIUCHTUTE
TpsiOBa J1a ObAAT OICHEHH 3a MIPU3HAIM U CUMIITOMHU Ha TIOJUIEKAIIO0 ChPIeYHO-0eI0APOOHO
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3a00JIIBaHeE.

Heymponenus u mpomboyumonenus

OCHOBHUTE TOKCUYHH e(DEKTH, TUMHUTHPAIIHN J103aTa Ha JICHATUIOMH]I, BKIIIOYBAT HEYTPOTICHUS U
TpoMOonuToneHus. Ha u3XxoMHO HUBO, BCSKA CEIMUIIA TIPE3 MTBPBUTE 8 CEIMUIU OT JICUSHHETO C
JICHAJTMIOMHU/] 1 MECEYHO CJIe/] TOBa TPsAOBa Jia ce CIIC/M 3a IIUTOICHUH, KaTo Ce MPaBH IThJIHA KPhbBHA
KapTHHA ¢ qudepeHIanTHo OpoeHe, Opoli TPOMOOLUTH, XeMOTJIOOWH U XeMaTOKpUT. [Ipu marueHTy ¢
(donmukynapen muMdoM cxemaTa Ha IpociesBaHe TPsAOBa Ja ObJIe eKEeCeAMUYIHO 3a IbPBUTE 3
ceaMunr OT uKba 1 (28 mHU), Ha BCekH 2 CeIMUIM MPU MUKIHK 2 110 4, a ciIe]] TOBa B HA4aJIOTO Ha
BCEKHU IIMKBJI. BB3MOXKHO /1a ce HaJloXkK MPEeKbCBaHEe Ha MPUJIOKESHUETO W/UIIM HaMallsiBaHe Ha J103aTa
(Bk. TOUKa 4.2).

B cirydaii Ha HeyTporeHUs JIeKapsAT TpSOBa 1a OOMUCIIH NPUIIATAHETO Ha PACTS)KHHU (PaKTOpH B
JIeYeHUEeTo Ha marueHTa. [lanmenture TpsOBa na ObAaT MOCHBETBAHU He3a0aBHO Ja ChOOIIABAT 3a
(heOprITHY enU30/11.

[IpenopbpUUTENHO € MAIUCHTUTE U JICKAPUTE J1a ca HAOIIOMATEHH 32 IPH3HAIIM M CUMITTOMH Ha
KBPBCHE, BKIIFOUUTEIITHO IMETCXUU U CTUCTAKCHUC, 0CO6eHO Tpy MalueHTH, NoJIydaBaliyd CbIIbTCTBAIIO
JIEKapCTBCHU MPOAYKTH, KOUTO MOTaT Jla MPUIUHAT KPHBOM3IHUB (BXK. ToUKa 4.8 XeMoparnaHu
HapyUICHUS).

EnHoBpeMeHHO pHITOKEHNE Ha JICHATMIOMUJ C IPYTH MHUEIOCYTIPECHBHH CPEICTBA TPSAOBa 1a ce
MpEeANprUeMa C MOBUIIICHO BHUMAHHE.

HoBoauarHocTuipal MyATHIIICH MUEJIOM: HAIllMEHTH, KOUTO ca ownn nomaoxenn Ha ATCK,
JIEKYBAHH C IOJUTHPIKAII0 JCYECHHE C JICHATUIOMII

Hexenanunte peakuuu ot CALGB 100104 BK1r04BaT CHOUTHS, CHOOIIABAHU CJIE]T BUCOKA J03a
mendanan u ATCK (BAM/ATCK), kakTo u ChOUTHS OT NIEpro/a Ha MOAIbPIKAIIOTO JieueHne. Bropu
aHaJTN3 YCTaHOBSIBA ChOWTHS, KOMTO Ca C€ Pa3BUIIH CJIC 3all0UBaHe Ha MOAIbpKaIio JeueHue. B [FM
2005-02 HexxenaHUTE PEAKIMH ca caMo OT MepHojia Ha MOJAbPKAIOTO JICYEHHE.

Karo usno Heytponenus cremnex 4 ce HaOMo1aBa Mo-4e€CTo B paMeHaTa Ha OJIbPKAIIO JIEYSHUE C
JISHAJTMIOMHU/] B CPAaBHEHHE C paMEeHAaTa Ha ITOIbPIKAIII0 MPIIIOKEHUE Ha I1anedo B 2 poyYBaHUs 3a
OLIEHKA Ha MOJUTHPKAIIOTO JICUCHHE ¢ JICHATHAOMU TIpH narenty ¢ HAMM, xowuto ca Owiu
nouioskeHd Ha ATCK (cvotBeTHO 32,1% cnipsimo 26,7% [16,1% cripsimo 1,8% cnien 3anouBaHe Ha
nonabpikaio jgeyenue| B CALGB 100104 u cvorBetHO 16,4% cnipsmo 0,7% B IFM 2005-02).
[NosiBunute ce B xoaa Ha neuerneTo HC ¢ HeyTporeHus, BOACIIH IO CIIUPaHEe He JICHATHIOMHU]I, Ce
HabmronaBat choTBeTHO Tipu 2,2% ot narmentute B CALGB 100104 u 2,4% ot naruenture B [FM
2005-02. debpuHa HEYTPOTIEHUS CTeneH 4 ce cho0IaBa ChC CXOAHA YeCTOTa B paMeHaTa Ha
TTOJTHPIKAIIIO JICUCHHE C JICHAMIOMHUJI B CPAaBHEHHE C paMEHaTa Ha MOUTbPIKAIIO0 MPUI0KEHUE Ha
wiane6o B aBeTe mpoyusanus (cpotBeTHO 0,4% crpsamo 0,5% [0,4% crpsimo 0,5% cnen 3ano4yBaHe Ha
nomaepakanio Jgedenne| B CALGB 100104 u 0,3% crnpsimo 0% B IFM 2005-02). [TanmenTute TpsibBa na
ObJIaT ChbBETBAHU HE3a0aBHO J1a CHOOIIABAT 3a (DeOPUITHH SMU30/11, KATO MOXKE J]a C& HAIOXKH
MIPEeKbCBAaHE Ha JICYCHUETO W/WITH HaMaJsIBaHe Ha 703aTa (BX. Touka 4.2).

TpomOonuTonieHus crenex 3 win 4 ce HabII0aBa M0-4eCTO B paMeHaTa Ha TOJIbPIKAIIO JICUCHHE C
JICHANUAOMU B CPABHEHHUE C paMEHATa Ha TOIIBPIKAIIO MTPUIIOKEHUE Ha IUTare00 B MPOyIBaHMS 32
OIIEHKA Ha MOJIBPXKAIIOTO JICUEHHUE C JICHATUAOMU TpH nanuenty ¢ HAMM, xouto ca oumnu
nognoxkenu Ha ATCK (cworBetHo 37,5% cripsimo 30,3% [17,9% cnpsimo 4,1% cien 3armouBane Ha
nopabpikaio gedenue| B CALGB 100104 u 13,0% coipsamo 2,9% B IFM 2005-02). TIpenopbusa ce
MAIAEHTUTE U JIEKapuTe 1a BHUMABAT 32 MPU3HALN U CHMIITOMH Ha KbPBEHE, BKIIOYUTEIHO MIETEXUN |
€MHUCTaKCUC, 0COOEHO MPH MAIlMEHTH, KOUTO [I0JIyYaBaT ChII'TCTBAILO JEKAPCTBEHU MPOLYKTH, KOHUTO
MOJKe JIa TIPEIN3BUKAT KbpBEHE (BXK. TOUKA 4.8, XeMOoparnuyHu HapyIIeHNs ).

HOBO)]I/IaFHOCTI/HH/InaH MVYJITHIIJICH MUEJIOM: IMTAIMCHTH, KOUTO HE Ca NMOAXOAAIIHN 3a TpPpaHCIIaHTaluAg,
JICKYBaHU C JEHATMIOMHJI B KOMOWHAIHS ¢ OOPTE30MHO H JIeKCAMETa30H

HeyTtponenus crenen 4 ce HaOMo1aBa ¢ O-HUCKA YECTOTA B PAMOTO Ha JICHATUIOMHUJ B KOMOHHAIMS C
6opte3omub u gexcamerazoH (RVd), otkomkoro B cpapHuTENHOTO pamo Ha Rd (2,7% copsmo 5,9%) B
npoyuBaneto SWOG S0777. ®ebOpuiHa HeyTponieHus cTeneH 4 ce choOIIIaBa ChC CXOJJHA YECTOTa IIPU
pamenara Ha RVd u Rd (0,0% cnpsimo 0,4%). [TanmenTtute TpsiOBa 1a ObIaT MOCHBETBAHH HE3a0aBHO
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Jia cho01aBaT 3a (heOpUITHN eMU30/11; MOXKE J1a CE HAJIOXKHU MPEKbCBAaHE HA JICYCHUETO H/HITU
HaMaJsiBaHe Ha Ao3ata (BK. Touka 4.2).

TpomboruTonenus crerneH 3 win 4 ce Ha0JIr01aBa Mo-4ecTo B paMoTo HAa RVd, oTKoIKOTO B
cpaBHHTENHOTO pamo Ha Rd (17,2% cropsimo 9,4%).

HoBoauarHoctuimpal MyJaTHIICH MUEJIOM: TAIIMEHTH, KOUTO HE ca MOJXOJIAIIN 38 TPAaHCIIIAHTAIINS,
JEKYBaHU C JICHATHIOMH]] B KOMOWHAIIWS ¢ HHUCKA J103a JIEKCAMETa30H

HeyTtponenus 4-ta creneH e HaOmM01aBaHa B paMeHaTa Ha JICHATUOMU/I B KOMOHHAITUS C
JeKcaMeTa30H B [T0-MaJlKa CTEIeH, OTKOJIKOTO B CPABHUTEIHOTO pamo (8,5% mpu Rd [mpoxsmkuTenHo
neuenue] u Rd18 [neyenue B mpoabmkeHne Ha 18 yeTHpUCeIMUYHH IUKIN | B cpaBHeHHE ¢ 15% B
pamoTo Ha MendataH/IpeJHU30H/TATHIOMUI, BX. ToUKa 4.8). Enmm3onute Ha (heOprutHa HEYTpOIIeHUS
4-Ta cTemneH ca CpaBHUMHU cbe cpaBHUTENHOTO pamo (0,6% npu Rdu Rd18

JICHATMJIOMUJT/ ICKCaMETa30H-JIEKyBaHU TallMeHTH B cpaBHeHue ¢ 0,7% B paMoTO Ha
Menganan/mpeTHU30H/ TATUIOMUI, BIDKTE TOUKa 4.8.

TpomMOboruToneHus cTeneH 3 win 4 ¢ HaOJIroJaBaHa B Mo-MaJika cTerneH B pameHata Ha Rd u Rd18,
OTKOJIKOTO B CPAaBHHUTEIHOTO paMo (choTBeTHO 8,1% crpsimo 11,1%).

HoBoauarsoctuiyipad MyJATHIDIEH MUEIOM MPH MAIMEHTH, KOUTO HE ca MOAXOISIIN 32
TpaHCIUIAHTAIINS, JICKYBaHU C JICHAJIHIOMHJ B KOMOMHAIHS ¢ MelndaliaH U TPeTHH30H

Kombunanusara Ha neHanuaoMus ¢ MendanaH 1 TPeAHU30H B KIIMHUYHYI W3MTUTBAHUS [IPU NALUEHTH C
HOBOJMarHOCTULIMPaH MYJITHUIUIEH MUEJIOM CE CBbp3Ba C IIOBUIIEHA YECTOTA HAa HEYTPOIeHus 4-Ta
crenieH (34,1% npu NaLMEeHTUTE OT PaMOTO Ha Meldallad, MPEIHU30H U JIEHATUAOMHU/, [IOCTEIBAHO OT
nenamugoMu [MPR+R] u mendanan, mpeJHU30H U JICHATUIOMH], MTocieBaHo OT miamnebo [MPR+p],
B CpaBHEHHE CbC 7,8% TpH manueHTH, JieKyBanu ¢ MPp+p; Bx. Touka 4.8). Enm3onu Ha ¢ebprna
HEYTpOIeHus 4-Ta cTereH ce Habmoaasar psaako (1,7% npu nanuentH, sekyBanun ¢ MPR+R/MPR+p, B
cpaBHenue ¢ 0,0% npu nauueHTty, jekyBanu ¢ MPp+p; Bxk. Touka 4.8).

KomOnHammsTa Ha JCHATUIOMUN ¢ Meli(aliaH | IPETHU30H PH MAIMEHTH ¢ MYJITHIUICH MHEJIOM ce
CBBp3Ba C MOBHIIIEHA YeCTOTa Ha TpoMOouToneHus 3-ta u 4-ta crened (40,4% mnpu nmanueHTH,
nexkyBaau ¢ MPR+R/MPR+p, B cpaBrenue ¢ 13,7% npu nameHTy, gekysanu ¢ MPp+p; Bx. Touka
4.8).

MyITUILUIEH MUEIIOM: MALKEHTH C [TOHE eHa IPEAX0KIAINA TEPAIIns

KOM6I/IH3HI/I${T3 Ha JICHAJIMAOMU I C ACKCAMETAa30H HpI/I MHAaIUCHTU C MyJ'ITI/IHJ'IeH MMUECIJIOM C IIOHE €JHA
MpeIXoKaalia Tepamnus ce CBbpP3Ba C MOBHIIICHA YECTOTa Ha HeyTponeHus 4-ta creneH (5,1% npu
MAIUEHTUTE, JIEKYBaHU C JICHAIUAOMU/AeKcaMeTa3oH, cpaBHEeHO ¢ (,6% Tpu manueHTuTe, JeKyBaHH C
mianedo/nekcamerasoH; BxK. Touka 4.8). Enmuzonu Ha geOpritHa HeyTpornieHus 4-Ta CTETeH ca
HaOmonaBanu psaako (0,6% npu manueHTrTe, JIEKyBaH! C JICHATUIOMUI/IEKCAMETa30H, CPABHEHO C
0,0% mpu marMeHTHTe, IEKYBaHU C IUTaedo/1ekcaMeTa3on; Bx. Touka 4.8).

KomOuHanusTa Ha JICHATUIOMH/] C JICKCAMETA30H MPH MAIMEHTH C MYJITHILICH MHEJIOM CE CBBhpP3Ba C
MOBHIIIEHA YECTOTa Ha TpoMbOo1uToneHus 3-1a u 4-ta creneH (cboTBeTHO 9,9% u 1,4% npu
MAIUEHTHTE, JIEKYBaHU C JICHAIUIOMU]I/IeKcaMeTa3oH, cpaBHeHH ¢ 2,3% u 0,0% npu nanueHTHTe,
JICKYBaHHU ¢ TUTale00/IeKkcaMeTasoH; Bx. Touka 4.8).

Dommkynapen auMdbom

KombunanusaTa Ha JTeHAIMAOMHUL C PUTYKCUMA0 MpH MalueHTy ¢ GonukynapeH auMGoM ce CBbp3Ba ¢
T0-BHCOKA YECTOTa HAa HEYTPOIIEHHS CTEIEH 3 WiK 4 B CpaBHEHHUE C MMAIIMEHTH B PAMOTO Ha
wiane6o/putykcumad. GebpusiHa HEYTPONeHUs U TPOMOOLIMTONIEHHS cTeneH 3 uiu 4 ce HabaoaaBar
M0-YECTO B PAMOTO Ha JICHATUIOMUJ/pUTYKcuMa0 (BXK. Touka 4.8).

Hapywenus na wiumosuonama siciesa

CpoOnraBanu ca cilydad Ha XUIIOTUPEOUAN3BM U CIy4au Ha XHurepTupeonan3bM. [Ipenu HagamoTo Ha
JICYSHUETO CE MPETOPhUBa ONTHMAICH KOHTPOJI Ha ChITHTCTBAIMTE OOJIECTHU ChCTOSHUS, BIIUSACIITH
BBPXY (YHKIUATA HA IMUTOBHAHATA 3Kiie3a. [Ipenoprusa ce cieneHe Ha GyHKIMATA HA IIUTOBUIHATA
KJIE3a Ha U3XOHOTO HUBO U BIIOCTIEACTBHE.
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Iepughepna nesponamus

JleHaIMAOMUJT € CTPYKTYPHO CXOJICH C TAMIOMH]I, 32 KOHTO € U3BECTHO, Ue NPHUYHHSIBA TEKKA
nepudepHa HEBPOIATHSL.

He ce naOimoiaBa yBeMyeHre Ha YecToTaTa Ha repudepHaTa HeBponaTus, Habo1aBaHa Ipu
JICHATMIOMU B KOMOWHALIUS C IEKCaMeTa30H WM MeJi(anaH U MPEeJHA30H, PH MOHOTEPAITHS C
JICHATUIOMUT, HJIH TIPH ABJITOCPOYHO MPUIIOKCHUE Ha JICHATUIOMHT 3a JICICHHETO Ha
HOBOJMATHOCTHIIMPAH MYJITHILUICH MUCIIOM.

KomOunarmsTa Ha JTeHATHIOMUJL ¢ GOPTE30MUO HHTPABEHO3HO U IEKCAMETA30H MPH MAIHEHTH C
MYJITHIUIEH MHEJIOM Ce CBBbp3Ba C M0-BUCOKA YecToTa Ha nepudepHa HeBpomnarus. Yecrorara e mo-
HHCKa, KOrato 60pTe30Mub ce mpuiiara moaK0XKHO. 3a JOMbIHATENHA HHPOpMAIHs BIKTe To4YKa 4.8 1
KXII 3a 60pTe3oMud.

Peaxyusa na akmusupane na mymopa u mymop-iusuc cuHopom

TBit KaTo JTEHATMIOMH IPUTEKABA AHTHHEOIUIACTHYHA aKTUBHOCT, € BH3MOXKHO J1a BE3HUKHAT
ycIokHeHus oT TyMop-nu3uc cuaapoma (TLS). CroOiienu ca cinydau Ha TLS u peakuus Ha
aktuBHupane Ha Tymopa (TFR), BkmounTenHo ciaydau ¢ netaneH u3xon (Bx. Touka 4.8). [Taruentu ¢
puck 3a pazButue Ha TLS 1 TFR ca Te3u ¢ BUCOK TyMOpeH TOBap Mpean 3arovBaHe Ha JICYCHUETO.
Tps6Ba a ce moaxox/a Npeana3aIuBo, KOraTo Te3U MalMeHTH ce BhBEXKAAT Ha JCHATHIOMUN. Te3n
MAMEeHTH TPsOBa J1a ce HAOIIoIaBaT BHUMATEIHO, OCOOCHO IO BpeMe Ha ITbPBHS IIUKEI Ha
yBeJINUaBaHe Ha J103aTa, U Jia CE B3eMaT MOAXOMAINY HpPEeINa3Hu MEpKU.

DonmkynapeH IuMboM

[IpenopbuBa ce BHUMaTEITHO HaOMIOIeHHE U oricHKa 3a TFR. AKTHBHpaHEeTO Ha TyMOpa MOXKe Jia
nmvuthpa [13. [TanmenTure, kouto nonyyaBat TFR crenen 1 u 2, ca nexkyBaHu ¢ KOPTUKOCTEPOUIH,
HCIIBC w/nim HapKOTHYHH aHAIITETUIIN 32 OBNaisBaHe Ha cuMiTomute Ha TFR. Pemennero na ce
B3eMaT TepareBTHYHN MepKH 3a Jieuenue Ha TFR Tps0Ba na ce B3eMe cien BHUMATETHA KITMHAIHA
OIICHKA Ha OT/CTHMSI ManueHT (BXK. ToukH 4.2 u 4.8).

IIpenopbuBa ce BHUMATEIHO NpociesBaHe U oleHka 3a TLS. ITaruentute Tpsa6Ba na 6baaT 106pe
XHZpaTUPaHH M Ja nonydar npodpunakruka 3a TLS B gonbsiHeHne KbM HaGOp 0T OHOXMMHUYHH

H3CJICABAaHNA €KECCAMNYIHO MPE3 IMIbPBUA HUKDBII UIIU TO-ABJIT0, aKO € KIIMHUYHO IMOKa3aHOo (B)K. TOYKH
42u4.8).

Anepeuunu peakyuu u mejtCcKU KONCHU peaxyuu

CrpoOmraBar ce caydan Ha alleprUuvHU PEeaKIiH, BKIFOUUTEIHO aHTHOEeM, aHAQHIAKTHYHA PEaKIHs U
TEXKHU KO>KHU peakuuy, BkiountenHo SJS, TEN u DRESS, npu nanmenTH, JeKyBaHH € JIEHATUIOMUL
(Bk. Touka 4.8). [lanmentute TpssOBa 1a ObJAT KOHCYJITHPAHU 32 MIPU3HAIIUTE U CAMITOMHUTE Ha TE3U
peaKIuy OT NPEeANUCBAIIUTE JIeKapy U TpsiOBa Ja ObAaT MHCTPYKTHPAHU Ja MOTHPCAT He3a0aBHO
TIOMOIII, aKO Pa3BHAT TE3W CUMIITOMH. JIeHamnIoMu TpssOBa 1a ce IPEyCTAHOBH IIPH aHTHOECM,
aHa(UIaKTUYHA peakuus, ekconuaTuBeH win Oyio3eH oOpuB WK ako uMa cbMHeHus 3a SJS, TEN
i DRESS n He TpsiOBa ma ce mogHOBSABA CiIex MPEKpaTIBaHETO My NOpaau Te3u peakuun. [Ipun apyrn
(dbopMH Ha KOXKHA peakLus B 3aBUCUMOCT OT TEXECTTa TpsAOBa Ja c€ 0OMUCIN NPEeKbCBaHE WU
MpeycTaHOBsABaHE Ha JieHATUIOMH/. [1arieHTH, KOUTO ca MMM MPETUIIHYT aJIePTUYHN PEaKIIiH,
JIOKaTO ca JICKYBaHHU C TAJTHIOMH/I, TPSOBa Ja ce HabIIoIaBaT BHUMATEITHO, THH KaTo B IUTEpaTypara ce
ChOOIIIaBa 32 BE3MOXKHA KPBCTOCAHA PEAKIU MEXKITy JICHATUAOMUA U Tanuaomu. [lanuenTu ¢
aHaMHe3a 3a TeKBK 0OpHB, CBBP3aH C JICYCHUE C TATHIOMHUI, HEe TPSOBa 1a MOTyJaBaT JCHATHIOMUI.

Bmopu nvpeuunu snoxauecmeenu 3abonasanus

B xuHMYHM pOYYBaHUS Ha JIEKYBaHU NPEAX TOBA MALIMEHTH C MUEIIOM, TOTydaBalln
JICHATUIOMUJT/IEKCaMEeTa30H, ce HaOJIfo1aBa yBeIMUYCHIE Ha BTOPUTE ITbPBUYHH 3JI0KaYE€CTBEHH
3abomsBanus (BI133) (3,98 Ha 100 woBekoroaunm) B cpaBHeHUe ¢ kKoHTpoiuTe (1,38 Ha 100
yoBekoronuuu). Hemnpasusaute BI133 BruntouBaT 0a3aIHOKIETHYCH MITH CKBAMO3HOKIIETHYCH paK Ha
koxxara. [loBeyero or nuBazuBHuTe BII33 ca conuanu 3710kauecTBEHH TYMOPH.

B xiMHIYHATE U3NHUTBAHUS [IPU HETIOAXOISIIN 32 TPAHCIDIAHTAIMS TAUCHTH ¢ HOBOANATHOCTUIINPAH
MYJTHIUIEH MHEJIOM, ce HaOmo1aBa yBenuueHue ot 4,9 mbTH Ha YecToTaTa Ha Xemaronoruunu BI133
(cmyyam Ha octpa muenouaHa Jeskemus (OMJI), muenoauciutactudeH curapom (MJIC)) mpu
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MaIMeHTH, TIOTy4aBally JICHATUIOMH]] B KOMOMHAIMA ¢ MeJi(aliad U IpeaHu30H a0 nporpecus (1,75 Ha
100 JoBeKO-TOAMHN) B CPaBHEHHE ¢ MeJ(aian B koMOuHanus ¢ nmpeaau3oH (0,36 Ha 100
YOBEKOTOJIMHH ).

YBenuuenue ot 2,12 b1y Ha yectoTara Ha BII33 (conuanu Tymopu) ce HabiIroAaBa Mpy MalueHTH,
MOJTy4aBamy JeHauaoMuI (9 UKbiIa) B KOMOMHAIMA ¢ Mesidanad u npeanu3oH (1,57 a 100 yoBeko-
TOJIMHH) B CPaBHEHME ¢ MeJ(anian B komOuHanus ¢ npeann3oH (0,74 Ha 100 4OBEKO-rOIUHH).

[Ipu nanmeHTH, MOTyYaBaIly JICHATHIOMHU B KOMOMHAITHS C JIEKCAMETa30H JI0 TporpecHst wim 3a 18
Mecelna, yecrorata Ha xemaronoruunute BI133 (0,16 Ha 100 yoBeKko-roJMHM) HE € TOBUILICHA B
CpaBHEHUE C TATMIOMHU B KOMOMHanus ¢ Mendanan u npeaan3oH (0,79 Ha 100 4oBeKO-TOANHY).

YBemuuenue ot 1,3 mbTH Ha yectoraTta Ha BII133 (conmuaau TymMopH) ce HaOro1aBa Mpy NayueHTH,
TOJTy4YaBAaIIH JICHATHIOMH]] B KOMOMHAIIUS ¢ JEKCAMETa30H J0 mporpecus win 3a 18 mecena (1,58 Ha
100 4yoBeKO-TOIMHM) B CpaBHEHUE C TATMAOMUI B KOMOMHAIMSA ¢ Mendanan u npeanu3oH (1,19 ma 100
YOBEKO-TOJMHHM).

[Ipu maneHTH ¢ HOBOAMATHOCTHIIMPAH MYJITHIUICH MUEJIOM, TIOTYyYaBAIIH JICHATUIOMUL B
KoMOuHanus ¢ 6opTe3oMHu0 U IekcameTa3oH, yecToTara Ha xemaTtonornunute BI133 e 0,00 — 0,16 Ha
100 goBekoroaunwu, a yectorara Ha BII33 (commumnan tymopn) € 0,21 — 1,04 ra 100 voBexoroauHy.

[ToBUIIEHHAT PUCK OT BTOPH ITBPBUYHH 3JI0KQUECTBEHH 3a00JIIBaHUS, CBBP3aH C JICHATUAOMUL € OT
3HaueHue U B KoHTekcTa Ha HAMM crnen TpaHCIIaHTalus Ha CTBOJIOBU KJIETKH. Makap 4e TO3U PUCK
3acera He € HaIThJIHO XapaKTepU3NpaH, ToH TpsiOBa ja ce MMa MpeJl BUJ, KOTaTo ce MpereHsIBa
M3I0I3BAHETO HA JICHAIUAOMHU/ IIPU NOJOOHU YCIOBUSL.

YecToTaTra Ha XeMaTOJOTUYHHM 3JI0KaUYeCTBEHH 3a0osiBanms, Haii-Beue OMJI, MJIC u B-kiersunu
3JI0KQ4eCTBEHH 3a00JsIBaHuUs (BKIIOUUTETHO TUM(poM Ha X0KKUH), € 1,31 Ha 100 uoBeKko-roquHN IIpU
pameHaTa Ha neHanuaoMua U 0,58 Ha 100 yoBeko-romuHu B pamMeHara Ha tuiane6o (1,02 va 100 goBeko-
TOJIHU TIPH MalUeHTH ¢ ekcro3unus Ha teHanuaomun cieq ATCK u 0,60 va 100 yoBekoronnHu 3a
narnueHTH 6e3 ekcrio3unus Ha JeHammaomua cien ATCK). Uecrorara Ha BII33 (conmmann Tymopu) €
1,36 na 100 yoBeko-roAnHM 3a pameHaTa Ha JeHaaugoMua U 1,05 na 100 yoBeko-roguHU 3a paMeHaTa
Ha miane6o (1,26 Ha 100 4oBeKO-TOAMHY NP MALMEHTH ¢ eKcro3uius Ha eHamuaomun cien ATCK u
0,60 ra 100 yoBeko-roMHM 3a ManeHTn 6e3 excno3unus Ha teramuaomun cien ATCK).

Puckbt ot mosiBa Ha xemaronorundau BI133 TpsiOBa 1a ce oTueTe mpeau qa ce MHHUIMHPA JICUCHUE C
JICHAJIUIOMHU]] B KOMOWHAIMs ¢ MendanaH Win HeoCPeICTBEHO ciie/l Bucoka f1o3a mendanan u ATCK.
Jlekapute TpsiOBa BHUIMATEITHO J1a MPEIEHAT NallUSHTHTE MIPEAN U IO BpeMe Ha JICUCHHETO, KaTo
M3IION3BAT CTaHAApTEH CKPHHUHT 3a pak 3a Hanuuueto Ha BII33, u 1a Ha3HauaT jeyeHue B
CHOTBETCTBHE C PA3PELICHOTO ITOKa3aHHeE.

Bmopu nvpeuunu 3noxauecmsenu sabonseanus npu oruxyrapen amgom

B exno npoyuBane npu perpausupan/pedpakreper nHXJI (MHI07IEHTEH HEXOKKUHOB THM(OM),
KOETO BKJIIOYBA MAIMEHTH ¢ (PONUKYIapeH TuMQoM, He ce HadIIro1aBa NoBHUIIeH puck ot BI133 B
PaMoTO Ha JICHATHIOMUJY/PUTYKCHMA0 B CpaBHEHHUE C paMOTO Ha IuTanebo/puTykcuman.
Xemaronmornuyan BI133 mpu OMJI Br3HuKBaT mipu 0,29 Ha 100 4oBEKOTOAMHU B PAMOTO Ha
JeHaIuI0oMU/pUTyKcuMad B cpaBHeHue ¢ 0,29 Ha 100 4OBEKOTOJMHY PH MAUEHTHUTE, MOJTyYaBallid
wrane6o/putykcumad. Yecrorara Ha xemaTtonornaaute BI133 murtoc BIT33 conmmau Tymopu (¢
W3KIIIOUYEeHUE Ha HEMEeNaHOMEH pak Ha koxkata) € 0,87 Ha 100 4oBeKOroarHu B paMoOTO Ha
JICHAJMIOMU/pUTYKCUMa0 B cpaBHeHMe ¢ 1,17 Ha 100 YOBEKOT'OJMHH TIPH MAIEHTHUTE, ITOJTyJaBaIli
iane6o/purykcumad, ¢ Mearana Ha mpocnensBaneTo no 30,59 mecena (auamason ot 0,6 1o 50,9
Mecena).

HemenanoMHUSAT PpaK Ha KOKaTa Npe€ACTaBJisiBa YCTAHOBCH PUCK U BKJIFOYBA CKBAMO3HOKJICTHYCH
KapIMuHOM Ha KOKaTa UJIn 0a3aHO-KIIEThUCH KapuyuHOM.

JlekapuTte TpsiOBa Jia mpocieasBar namueHTuTe 3a passurue Ha BI133. Korato ce oOmucis nedeHue ¢
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JICHATUIOMUJL, TPsIOBA J]a ce B3eMaT IIPEABU]] KAKTO MOTECHIMAIHATA 110132 OT JICHATHIOMU, TaKa U
pucksT ot BII33.

Yeprodpobru napyuienus

YepHoapoOHA HEAOCTATHYHOCT, BKITIOYUTEIHO CITy4Yan ¢ (paTajeH U3X0/, e ChoOIaBa Py MALUCHTH,
JIEKYBaHU C JICHAJIMJIOMUJI B KOMOMHHPaHA Teparnusi: ChoOIaBa ce 3a 0CTpa YepHOApOOHa
HEJIOCTATHYHOCT, TOKCHYCH XETATHT, UTOIUTUYCH XCMATUT, XOJIECTATUYCH XCIIATUT M CMECEH
HI/ITOHI/ITI/I‘IGH/ XOJIECTATUYEH XEMAaTUT. MeXaHN3MHUTE Ha TEKKA JICKApCTBECHO MHAYLIMPaHa
XEMaTOTOKCUYHOCT OCTABAT HEU3BECTHH, BBIIPEKH Y€ B HAKOH CIydYad MPEABAPUTEITHO ChIIIECTBYBAIIO
BUPYCHO YEPHOAPOOHO 3a00IsIBAHE, TOBUILICHN YSPHOAPOOHH SH3MMHU HA U3XOJIHOTO HUBO U
€BEHTYAJIHO JICUYCHHE C aHTUOMOTHIM MOTAT Jia ObJaT PUCKOBH (PAKTOPH.

YecTo ce choOIIaBa 3a OTKIOHEHHS BbB (PYHKIIHOHATHUTE YEPHOIPOOHH IMOKA3aTEIH, KOUTO ca 0010
B3€TO ACMITTOMATHYHHU U 00OpPAaTUMHM IPH MPEKbCBaHe Ha npuiiaradero. Ciesl KaTo mapaMeTpuTe ce
BBPHAT KbM H3XOJHOTO HHBO, MOYKE [la C€ IIOMHUCIIH 32 JICYCHUE C TIO-HUCKA J103a.

JlenanumoMun ce eKkckpetupa upe3 Obopenure. BaxkHo e 1a ce kopurupa fo3ara Ha MalyueHTH ¢
06B0pedHo yBpexkIaHe, 3a 1a ce M30erHar IIa3MEeHH HUBA, KOMTO MOTAaT J[a YBEIMYaT PUCKA 33 TI0- YeCTH
XEMAaTOJIOTHYHH HEXKEJIaH! PEeaKIUK WIH XelaTOTOKCHYHOCT. [IpenoppuBa ce 1a ce HaOIr01aBa
gepHOpoOHaTa (PYHKITHS, 0COOCHO KOTaTO MMa aHaMHE3a 3a WM IHOBPEMEHHA BUPYCHA YEPHOAPOOHA
UH(EKIHsI, WK KOraTo JCHAIUIOMU ce KOMOMHUPA C ICKAPCTBEHH MPOJYKTH, 32 KOUTO € M3BECTHO, 4e
ce CBBP3BAT C TUCPYHKIMS HA YSPHUS IPOO.

HUnghexyus c unu 6e3 neymponenus

[NareHTHTE ¢ MyITHIICH MHEJIOM Ca TIPEIPAa3OIOKEHH KbM HH(DEKIINH, BKIIOYUTEITHO THEBMOHHSI.
[To- BHCOK MpOIIEHT HH(MEKIIUH ce HaOIIt0JaBa MPHU JICHATHAOMH] B KOMOMHAIMS C IEKCAMETa30H,
otkonkoto npu MPT npu mauuentu ¢ HIMM, kouTo He ca NOAXOIA1IM 332 TPAHCIUIAHTALINS, U Ha
MOJABPIKAILO JICUSHUE C JICHATUIOMU/I B CpaBHEHHUE ¢ Tiane6o npu mauueHntu ¢ HAMM, xouTto ca
owu moiokenu Ha ATCK. MHdekmu creneH > 3 Bh3HUKBAT B KOHTEKCTa HA HEYTPOIICHHUS MPH  T10-
MAJIKO OT eJlHa TpeTa OT ManueHTuTe. [lanneHTuTe ¢ U3BECTHU PUCKOBU (PaKTOpH 3a HH(DEKIUU TpaOBa
Jla ce HaOJroIaBaT BHUMATEHO. Benuku nanyeHTr TpsioBa 1a ObJaT MHCTPYKTHPaHH He3abaBHO Ja
MOTHPCAT MEUITMHCKA TIOMOII] TIPY ITBPBY NIPU3HAIM HA WHQEKIUS (HAIp. KallIuIa, BHCOKA
TeMIIepaTypa | Ip.), KaTo Mo TO3H HAYHMH IIe AaJaT Bh3MOXHOCT 3a PaHHO JICYCHHE, 3a J]a & HaMaJIH
TEXKECTTA.

Bupycno peaxmusupane
Cro0mIaBart ce ciiyyan Ha BUPYCHO PeaKTUBHpAHE NPH MAIlUSHTH, MOTyYaBally JCHATUIOMHUI,

BKJIIOUMTEJIHO CEPUO3HHU Cllyyal Ha peaKTHUBUPaHE Ha BUPYyca Ha XepIiec 30CTep WM Ha XernaTut B
(HBV).

Hsxou CJIydyan Ha BUPYCHO pCaKTUBUPAHE UMAT JICTAJICH U3XO/.

HpI/I HAKOHU CJIydan Ha pEaKTHUBHUPAHE Ha XEPIIECC 30CTEP CC CTUTra 10 AMCEMUHUPAH XEPIEC 30CTED,
Xepnec 30CTEP MEHUHIUT UM OYCH XEPIIEC 30CTCP, U3UCKBALIA BPEMEHHO IIPEKBCBAHE WIN
OKOHYATCJIIHO CITMPAHC HA JICHCHUCTO C JICHAJIUAOMU U IOAXOAAIIO aHTUBUPYCHO JICHCHUC.

PeakTuBupane Ha xernaTut B ce choOIaBa psaKo MpH MalMEeHTH, MTOJTyYaBally JICHATUIOMU/, KOUTO
mpeau ToBa ca Omin nHpekTupanu ¢ Bupyca Ha xernatut B (HBV). Hsxou ot Te3u ciyuau mporpecupar
JI0O 0CTpa YepHOAPOOHA HEMOCTATHYHOCT, BOJICIA IO CITUpaHe Ha JICHATHIOMU/I U ITOIX OIS0
AQHTHBUPYCHO JieueHue. BUpyCHHAT cTaTyc MO OTHOIIeHHE Ha XenatuT B Tpsa0Ba na Obae ycTaHOBeH
MIpe/y 3all0YBaHe Ha JICUCHUE C JICHATUJOMHU/I. 3a MAlMEeHTH, YAUTO U3CIICABAHMS Ca TIOJIOKUTEITHH 32
HBYV undeknus, ce npenopbruBa KOHCYJITAIHS C JICKap ¢ ONMUT B JICueHUETO Ha XxernaTut B. TpsaOea ma ce
MOJIX0KJ]a BHUMATEITHO, KOTaTo JICHAJTMIOMHJI C€ U3II0JI3Ba TIPH MAIIMEHTH, TIPS TOBA WHPEKTUPAHU C
HBYV, BxirounTenHoO mayenTy, KouTo ca antu-HBc mozutusamn, Ho HBsAg neratuBHm. Te3n narueHTn
Tpa6Ba 1a 6b1AT HAOIIOAABAaHU BHUMATEIHO 32 MIPU3HAIM U CUMIITOMU Ha akTuBHa HBV nubexuus
Tpe3 ISUIOTO BpeMETpacHe Ha TeparusiTa.

Ilpoepecusua szmud)OKa/zHa ]l€6K0€H14€(baﬂ0namuﬂ
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Crnyvau Ha porpecuBHa MynTtudokanHa geskoeHnedanonarus (IIMJI), BKIIOYUTENHO C JIeTalleH
H3XO0JI, ca ChOOIIEHH TIpH yoTpedara Ha ieHamaoMu/I. 3a rmosiea Ha [IMJI ce choOmaBa HAKOJIKO
Mecela 10 HAKOJIKO TOJIMHHM CIIe]] 3aIl04BaHe Ha JIueHHe C JIeHaIuIoMua. TakuBa ciydau ca
ch00IIaBaHN OOMKHOBEHO ITPY MAIIMEHTH, IPUEMAIll ChITFTCTBAIIO AEKCAMETA30H IIH CIIE]T
MPEIIECTBALIO JISYEHHE C Ipyra UMYHOCYNpECHBHA XUMHOTepanus. JlekapuTe TpsaOBa na HaOmonaBat
MAaNMeHTHUTE TIPe3 PEIOBHH HHTEPBAIH OT BpeMe M TpsioBa ma B3emar npensun [IMJI npu
mdepeHnranrHaTa Juarnos3a Ipy MaNUeHTUTE ¢ HOBH MITH BIIOIIABAIIN C€ HEBPOJIOTHYHU CUMIITOMH,
KOTHUTHUBHU WUJIX MMOBCACHYCCKU MMPU3HAIIU UJIK CUMIITOMU. HaHI/ICHTI/ITC CBhIIO TpSI6Ba Ja 6’L,Z[aT
ITOCHBETBAHU J1a MHPOPMHUpAT MAPTHHOPA CH WK XOpaTa, KOUTO Ce TPHKAT 3a TAX, Thil KaTo Te Morat
J1a 3a0eexaT CUMIITOMH, KOUTO MTAIMEHTHT 14 He 3a0ea3Ba.

Onenkara 3a [IMJI TpsiOBa J1a ce OCHOBaBa Ha HEBPOJIOTHYHO M3CIIeIBAHE, MATHUTHO PE30HAHCHO
00pa3Ho H3cieBaHe Ha MO3bKa U aHANIM3 Ha TphOHauYHO-MO3buHaTa TeuyHocT 3a JJHK na JC Bupyca
(JCV) upe3 nonumepasna BepmwxkHa peakiyst ([1BP) nim mo3wuna 6uoricus ¢ tectsane 3a JCV.
Otpunarennusat pesyiarat ot [IBP 3a JCV ne uzkmousa [IMJ1. BeaMoxHO € fa ce Halloxu
JIOTTBJIHUTEITHO MPOCIIE/IBAaHE U OIICHKA, aKO HE MOJKe Jla O'b/Ie TIOCTaBEeHA aITepPHATHBHA JIUATrHO3A.
IIpu cemuenust 3a [IMJ], npusoxeHueTo cienBa aa ce MpeKkparu, A0KaTo He ce u3kiaoun [IMJL. Axo ce
notebpau [IMJ], npreMbT Ha ICHATUAOMHU TPSIOBA J1a ObZe OKOHYATEITHO MPEYCTAHOBEH.

Tayuenmu ¢ H080OUALHOCMUYUPAH MYIMUNIEH MUETOM

Mma mo-BHCOK MPOLICHT Ha HEMOHOCUMOCT (HEKEIaH! CHOUTHS 3-Ta Win 4-Ta CTETeH, CePHO3HU
HEXKEeJNaHU ChOUTHSI, IPEKpaTsABaHe) IPH MAalMeHTH Ha Bb3pacT > 75 ronuny, ISS cranmii I1I, ECOG
PS>2 nnu CLcr <60 ml/min, koraTo JICHATUIOMH/L c€ Tipuiiara B komOuHamws. [lanuenture TpsoBa a
ObJaT BHUMATENHO OLIEHEHHU 3a TSIXHATa CIIOCOOHOCT Ja MOHECaT JICHAIUOMU B KOMOMHALIUS, KaTo ce
B3eMe IpenBua Be3pactta, ISS crammii 11, ECOG PS>2 nmu CLer <60 ml/min (Bx. Touka 4.2 u 4.8).

Kamapaxma
Cro0ImaBa ce 3a KaTapakTa ¢ IM0-BUCOKA YeCTOTa MPH MAITUSHTUTE, TIOTyYaBallly JICHATHIOMH/T B

KOMOWHAIMSA C IEKCaMETa30H, 0COOCHO KOTaTo ce YNoTpeOsBar 3a MpOIbJDKUTEIHO BpeMe.
IpenopbuBa ce peOBHO MPOCIeIsiBaHe Ha 3PEHUETO.

4.5 BsaumopaeiicTBHe C APYI'H JeKAPCTBEHU MPOAYKTH U APYTH (pOpMH HA B3aUMO/IeliCTBUE
[Ipy manyeHTy ¢ MyNTHIDIEH MHEJIOM, IPHEMAIH JICHATHIOMHUI U JeKCaMETa30H, CTHMYJIHPAIIN
€pUTpoIIoe3aTa CpeACTBA UM JPYTH BELIECTBA, KOUTO MOXKE J1a ITOBULIAT PUCKa OT TpOoMOO03a KaTto
HaIp. XOPMOHAITHO-3aMECTHTEIIHA Teparnus, Tps0Ba 1a ce mpuiiarat ¢ OBUIICHO BHUMaHHE (BXK. TOYKH

44148).

IlepopaaHy KOHTPAIIENTHBU

He ca npoBexnanu npoyuBaHus 3a B3aUMOJCHCTBUS ¢ IEpOpaIHU KOHTpaLUeNTUBU. JIeHanuaoMu1 He €
eH3UMeH UHAYKTOp. IIpu enHo in vitro mpoy4BaHe ¢ YOBEIIKU XETIATOLUTH JICHATUIOMU], U3IUTBAH B
pasnuyHM KOHIeHTpanuy, He ¢ naaynupail CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Tlo
Ta3H NPUYMHA IIPU CAMOCTOSATEIHOTO NPHUIAraHe Ha JICHAIUAOMUJ HE CE OYaKBa UHIYKIMS, KOATO na
HaMayu e(heKTUBHOCTTA Ha JIPYTH JIEKAPCTBEHH MPOIYKTH, BKJIIOYUTEIIHO XOPMOHATHH KOHTPALICTITHBH.
O0aye e U3BECTHO, Y€ JeKcaMeTa30H MpecTaBisaBa cnad g0 ymepeH uHaykrop Ha CYP3A4 u e
BEPOSATHO Ja MOBJIHSABA U APYTU CH3UMH, KaKTO M TpaHcHopTepu. He Moxe 1a ce M3KITIOUH, 4e
e(prKacHOCTTa Ha EPOPATHUTE KOHTPALIEITUBH MOKe /1a Ob/le HaMaJleHa TI0 BpeMe Ha JICUCHUETO.
Tps6Ba na ObAT NpeaIpHeTH ePEKTUBHA MEPKHU 3a IIPEAOTBpATABaHE HA OpeMEHHOCT (BXK. ToukH 4.4 u
4.6).

Bapdapun

EnHOBpeMEHHOTO MPHUIIOKEHNE Ha MHOTOKPATHH JI03H JeHanmuIoMua ot 10 mg He e umaino edekT BBpXy
(hapMaKOKMHETHKATa Ha SAUHUYIHU 103U R- 1 S- BapdapuH. EqHOBpeMeHHOTO NpHiiarane Ha eAWHHYIHA
no3a BapdapuH ot 25 mg He € uMano edexT BbpXy GpapMaKoKWHETHKATa Ha JieHanmuaomu. He e
W3BECTHO, 00ave, Jaay MMa B3aUMOJICHCTBUE IT0 BpeMe Ha KIIMHIYHOTO MIPWIOKEHNE (€JHOBPEMEHHO
JIeYeHHe C IeKcaMeTa3oH). JlekcaMeTa3oH npecTaBiisiBa cj1ad 10 yMepeH eH3UMEH HHAYKTOP U e(peKTHT
My BBbpXY Bap(apHH He ¢ u3BecTeH. [IpernopriuBa ce BHUMATEIHO ClIe/IeHe KOHIICHTpausATa Ha
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BapGapHH [0 BpEME Ha JICYEHHETO.

EI/II‘OKCHH

EnnoBpeMeHHOTO NpUiIoKeHue Ha eHanuaomMu] 10 mg BeaHBXK THEBHO € TIOBUIIMIIO TJIa3MeHaTa
EKCIO3HIIUS Ha TUTOKCUH (emuHryHa no3a 0,5 mg) ¢ 14% ¢ 90% JIU (nosepurenen uatepsan) [0,52%-
28,2%]. He e m3BecTHO nanu npu KIMHUYHATA YIIOTpeOa eekThT me Obe pa3inuieH (1I0- BUCOKH 03U
JICHATIMJIOMUJ] ¥ €THOBPEMEHHO JISYCHHUE ¢ JeKcaMeTa30H). 3aToBa ce MpernopbyuBa Clie/icHEe Ha
KOHIICHTpAIMATA Ha JUTOKCHH TI0 BpEME Ha JICUCHHUETO C JICHATUIOMUI.

Cratunu
ChlllecTBYBa IMOBUIIEH PUCK OT pabJJIOMUOJIN3a, KOTATO CTATHHHU CE TPWIIArat ¢ JICHATHIOMUT, PUCKBT

MOJKE J1a € POCTO aguTuBeH. IIpenopruBa ce 3aCHIICHO KIMHUYHO U JIAOOpaTOPHO HAOIIOACHUE,
0C00CHO Ipe3 IIBPBUTE CEAMUIIM Ha JICUCHHUETO.

JlexcameTrasoH
EnHOBpEeMEHHOTO NPUIIOKEHHE Ha eIUHUYHU MM MHOTOKPATHH JI03U AeKcaMeTa3oH (40 mg BeOHBK
THEBHO) HAMa KJIMHUYHO 3HAYNM €(DEKT BBPXY (papMaKkOKMHETHUKATA HA JICHAMUAOMUL (25 mg BEIHBXK

I[HGBHO) ITPpU MHOT'OKPATHO IIpUJIaraHe.

Bsanmojaericteus ¢ naxuburopu Ha P-rimkonporeunna (P-gp)

In vitro, neHanuaoMuz € cyocrpat Ha P-gp, Ho He e uHxuOuTOp Ha P-gp. EMHOBpeMEHHOTO NpHIIOKEHHE
Ha MHOTOKPATHH JI03M HA CWIIHUS HHXHOUTOpP Ha P-gp xunHnanH (600 mg nBa IbTH JHEBHO) WK
yMepeHus HHXHOuTop/cyocTpar Ha P-gp TemcuponnMyc (25 mg) HIMa KIMHAYHO 3HAYUM e(EeKT BHPXY
(dhapMakoKMHETHKATa Ha JieHaTuaAoMuA (25 mg). ETHOBpEeMEHHOTO MPUJIOKEHNE Ha JCHATUIOMUL

(25 mg) He mpoMeHs (hapMaKOKMHETHKATa Ha TEMCHPOJIHMYC.

4.6 @epTuanTer, )peMEHHOCT U KbpMeHe
ITopaau TepaToreHHUs MOTEHIMAT JICHATNIOMUJ TPsiOBa [1a ce MPEAIICBa B CHOTBETCTBUE C
[Iporpamara 3a mpezmnaspane oT OpeMeHoCT (BX. Touka 4.4), OCBEH ako HAMA HAJeKJAHU JI0Ka3aTesCTBa,

4€ nMaueHTKaTa HE € C ICTCPOJACH NNOTCHIINAL.

Kenu ¢ JACTCPOJACH HOTCHHI/IEUI/ KOH’I’D&HBHHI/IH OpHU MBKE U )KCHU

JKenu ¢ geTeposieH MOTEHITUAT TPAOBa J1a M3MOA3BaT ePEKTHBEH KOHTPALICIITUBCH METO/I. AKO JKEHa,
JIEKyBaHa C JICHAIUIOMUI, 3a0peMeHee, JIeUeHHEeTO TPpIOBa Jia Objie CIPSHO M NalMeHTKaTa TpsOBa Ja
ObJIc HACOYCHA 3a OIICHKA M ChBET KbM JICKap CIEIHAUCT WK C OIUT B TEPATOJOTHATa. AKO
MapTHROPKA Ha MBXK, JIEKYBaH C JICHAINIOMU, 3a0peMeHee, ce MPernophuBa T qa Obj1e HacoueHa 3a
OLICHKA ¥ ChBET KbM JIEKap CHEIUAINCT WK C OITUT B TEPATOJIOTHSITA.

JlenanuaoMuz ce chABpKa B YOBEIIKATA ClIEpMa B U3KJIIOYUTEIHO HUCKM HUBA 110 BpeMe Ha JICYEHUETO
Y € HEOTKPHBAEM B YOBEIIKATa CriepMa 3 JTHU CIIe/l CIIMpaHe Ha BEIECTBOTO NPH 3/IpaBus WHAWBUJ (BXK.
Touka 5.2). Karo npeanasna Mspka U KaTo ce UMart NpeIBU CIELUAIHH MOMYJIAUU ¢ TPOIBJIKUTEIHO
BpeMe Ha eIMMUHUPAHE KaTO MallMeHTH ¢ ObOPEYHO YBpEXkKIaHe, BCHUKU MallMEHTH OT MBXKKH 101,
TpUEMAIIH JICHATTMIOMHI/, TPSOBa J1a N3OI3BAT IIPE3EPBATUBH IIpe3 ISUIOTO BpeMeTpacHe Ha
JIEUEHHUETO, TIPU BPEMEHHO MPEKbCBaHE Ha MPUJIAraHeTO U B MPOJbIDKEHHE Ha 1 ceaMuua cies
IpeKpaTsiBaHe Ha JICICHUETO, aKO TApTHHOPKATa UM € OpeMEeHHa WK ¢ ACTEPOIeH IOTECHINAN U HEe
MIPOBEXKIa KOHTPALICTIIIHS.

BpemenHocT

Jlenanmumomuy e CTPYKTYPHO CXOACH C TAJIMAOMU. Tamupomup € U3BECTHO TECPAaTOr¢HHO aKTUBHO
BCHICCTBO MPHU XO0pa, KOCTO MPUINHABA TCIKKH KUBOTO3aCTpalllaBaliy BpOACHU J_'[CQ)CKTI/I.
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[Ipu mMaiiMyHH TEeHATHIOMUJ € NIPEAU3BUKAT MaI(popManny, NoJ00HH Ha Te3H, ONMHCAHU 32 TATUIOMU]
(Bk. Touka 5.3). 3aToBa ce oyakBa TepaTOreHEeH e(EeKT Ha JICHAIUIAOMHUI ¥ TOW € TPOTHBOIIOKA3aH I10
BpeMe Ha OpeMEeHHOCT (BXK. Touka 4.3).

Kspmene

He e u3BecTHO ganu JIeHAIUIOMUT CE CKCKpE€THUpa B KbpMara. 3aroBa Tpi[6Ba Ja C€ IIPEKpaTn
KBbPMCHETO IO BPEMC Ha TEpanusATa C JICHAJIUIAOMU.

Peprunurer
EnHo npoy4BaHe 3a pepTUINTET NPHU ILTBXO0BE C 103U JeHanuaoMmua Ao 500 mg/kg (mpubnu3uTenHo
200 mo 500 eTH J03UTE 32 XOpa ChOTBETHO OT 25 mg u 10 mg, Ha 6a3a IO OT TeJIeCHATa

HOB’LpXHOCT) HE MOKa3Ba HeXKeJIaHU Bb3ICUCTBUS BBpPXY (bCpTI/IJ'H/ITCTa HJIM TOKCUYHOCT IIpH
POOAUTCIINTE.

4.7 EdexTn BbpXy cioco0HOCTTA 32 o upaHe U padoTa ¢ MAIIUHHA

JlenanmuoMuUz MOBIHSIBA B MaJKa 0 yMEPEHa CTEICH CIIOCOOHOCTTA 3a Imo(pupaHe U paboTa ¢ MaIlUHU.
Nma cpo0menns 3a yMopa, 3aMassHOCT, COMHOJIGHTHOCT, BEPTHTO 1 3aMBITIEHO BIDKIAHE TPH yHoTpeda
Ha JICHATMJIOMHA. 3aTOBa ce MPeropbyBa MOBUIIEHO BHIMaHUE NIPH MoQHpaHe Win padoTta ¢ MallMHH.

4.8 HexesaHu JieKapCcTBeHU PeaKIUH

Pesrome Ha mpodniia Ha 0e30MacHOCT

Hoesoouacnocmuyupan myamunien muenom: nayuenmu,koumo ca ounu noonosicenu na ATCK u
JIEKYBAHU C JICHANUOOMUO, KAMO NOOObPICAULO IeHEeHUE

[TpusoxeH e KOHCepBAaTHBEH IMOIXO/] PH ONPEISIISTHE Ha HEXKEJIAHUTE JICKAPCTBEHH PEAKIIUU OT
CALGB 100104. Hexenanute peakuuu, onucanul B Tabnuua 1, BKitouBatT cbOUTHS, ChOOIIABAaHH  CIIET
B/IM/ATCK, kakTo 1 CHOMTHS OT NeproJia Ha IO IBPIKAIIOTO JieueHue. Bropu aHams,
uaeHTu(GUIMpaI CbOUTHS, KOUTO Ca Ce Pa3BUJIM CJIeJI 3aII04BaHEe Ha MO IBPIKAIIIO JICUCHNE, TTOKa3Ba,
4ye Hal-BepOsATHO YECTOTHTE, MPEICTaBeHH Ha Tabmuia 1, Moke Jia ca TI0-BUCOKHU OT JICHCTBHTEIIHO
HaOJIF0IaBaHKUTE Tpe3 TIepHo/a Ha moabpikanio Jeuenue. B IFM 2005-02, HexenaHuTe peakiyu ca
caMo OT TepHoa Ha TOUTHPKAIIOTO JICUCHHE.

CepHo3HUTE HEXKENAaHHU PEaKInH, HAOJI0IaBaHH MO-4ecTo (>5%) Mpu MoUIBPIKAIIO0 MPUITOKEHUE Ha

JICHATMIOMUJT B CpPaBHEHHE € IDIareo, ca:

- ITneBmonus (10,6%; xomObunupan Tepmus) ot IFM 2005-02

- Bbenoapoona nndekums (9,4% [9,4% cnen 3anouBane Ha nmoanbpikaiio geueHue]) or CALGB
100104

B mpoyusanero IFM 2005-02, HaGntogaBaHUTE MO-4€CTO HEXKEJIAHU PEAKLIMHU MIPH MOITbPIKAIIO0
JIeYSHHE C JICHATMIOMHUJ] B CpaBHEHHE C manedo ca HeyTporeHus (60,8%), 6pouxut (47,4%), muapus
(38,9%), Hazodapurrut (34,8%), myckymau ciazmu (33,4%), neBkorerns (31,7%), acrenns (29,7%),
kanutuna (27,3%), pomoonuronenus (23,5%), ractpoentepurt (22,5%) u mupekcus (20,5%).

B mpoyuBanero CALGB 100104, HabmoaBaHUTe MO-4€CTO HEXKEJIAHU PEAKIUH MPH MOIBPIKAILO0
JICYSHHE C JICHATUIOMHU]] B CpaBHEHHE ¢ 1uiane0o ca Heyrponenus (79,0% [71,9% cnen 3anmouBaHe Ha
MOJITbpKAIIIO JieueHue ), Tpomoboruronenus (72,3% [61,6%]), nuapus (54,5% [46,4%]), oopus (31,7%
[25,0%]), nadexmms Ha ropHUTE AUXaTeHH TbTHINA (26,8% [26,8%]), ymopa (22,8% [17,9%]),
neskorneHus (22,8% [18,8%]) u anemus (21,0% [13,8%)]).

Hoeoouazuocmuyupan myamunien Mueiom. nAyueHmy, KOumo He ca noo0xXo0suiu 3a mpancnianmayusl,
NoIY4asauu 1eHAIUOOMUO 8 KOMOUHAYUS ¢ bOpme30Mud U 0eKcamemason

B npoyusanero SWOG S0777 no-decTo HaOIIOJaBaHUTE CEPHO3HH HEXKETAHU peakiun (> 5%) ¢
JICHATUTIOMUJT B KOMOWHAITUSI C HHTPABEHO3HO MpHUIIaraH 60pTe30Mub U IEKCAMETa30H B CPaBHCHHUE C
JIEHAJTUAOMHMI B KOMOMHALMS C IEKCaMeTa30H, ca:
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- Xunoronus (6,5%), 6enoapodna undexuus (5,7%), nexuaparanus (5,0%)

[To-uecto HabmOZaBaHWTE HEXKETAHW PEAKUUU C JICHAJTUIOMHUJ B KOMOMHanus c OopTe3oMHO U
JCKCaMETa30H B CpaBHCHHE C JICHAIMIOMHI B KOMOHMHAIMs C JeKcamera3oH ca: ymopa (73,7%),
nepudepna HeBpomnarus (71,8%), pomboruronenus (57,6%), 3amek (56,1%), xumokanuuemust (50,0%).

Hosooduaznocmuyupan Myaimunien Mueiom npu NAyueHmu, KOUmo He ca noOX00Suu 3a mpancnianmay
UAJIEKVB8AHU C ICHANUOOMUO 8 KOMOUHAYUSL C HUCKA 0030 QeKCAMEemMa30H

CepunosHnTe HEXXETaH! PEaKIuH, HAOIII0IaBaH! MO-49ecTo (>5%) ¢ TeHaTuAOMUA B KOMOUHAIIHS C
HHUCcKa J03a AekcameTa3oH (Rd u Rd18), otkonkoto ¢ mendanan, npeaansoH u Tanunomusa (MPT), ca:

- ITaeBmonwms (9,8%)

- BbrOpeuna HeAoCTaThUHOCT (BKIIFOUUTENTHO ocTpa) (6,3%)

Hexenanute peaknnu, HabarogaBanu mo-decto ¢ Rd wiam Rd18, otkonkoto ¢ MPT, ca: quapust (45,5%),
ymopa (32,8%), 6onka B repda (32,0%), actenus (28,2%), 6e3cvaue (27,6%), 00puB

(24,3%), nonmxken anetut (23,1%), kanumua (22,7%), nupexcus (21,4%) 1 MyCKyJTHH cCIa3MH

(20,5%).

Hosoouaenocmuyupan myamunien muenom: nayuenmu, KOoumo He ca nooxoo0suu 3a mpaHCnianmayus,
JICKYBAHU C JICHATUOOMUO 8 KOMOUHAUUS C MeADANan U npeOHU30H

CepHo3HHUTE HEeXeENaHU peakluy, HaOIro1aBaHu Mo-4ecTo (>5%) ¢ Mendanad, MPeJHU30H U
JICHATMJIOMUI, TIOCJICJIBAHO OT MOJTBPIKAIIIO0 JiedeHue ¢ eHamuaomMua (MPR+R) win mendanan,
MPEJTHU30H U JISHATUAOMU, TOocieBaHo oT manedo (MPR-+p), orkonkoro ¢ Mendanan, mpeHU30H 1
iane6o, mocieasaHo ot miamnebo (MPp+p), ca:

- ®ebOpunna HeyTponenus (6,0%)

- Anemus (5,3%)

Hexenanute peakunu, HabmrogaBanu no-dyecto ¢ MPR+R unu MPR+ p, otkosikoto ¢ MPp+p, ca:
HeyTponenus (83,3%), anemus (70,7%), Tpomboruronienns (70,0%), neBkomenus (38,8%),
koHcTunanus (34,0%), nuapus (33,3%), oopus (28,9%), mupexcus (27,0%), nepudepen otok (25,0%),
kanumna (24,0%), mormxken aretut (23,7%) u actenus (22,0%).

Mynmunien muenom: nayuenmu ¢ noHe eOHa npeoxoAcoaula mepanis

B nBe mmane6o-koHTpoHpanu npoyusanus ¢asza 3 353 mamuenTa ¢ MyJITUILICH MUAEIIOM ca OWTn
EKCIIOHUPAHU Ha KOMOHMHAIMITA JICHATMIOMH]Y/ IekcameTa3oH U 351 — Ha KoMOMHAIUATa
TuIae0o0/ reKcaMeTasoH.

Haii-cepro3HuTe He)XeTaH! PeakIiy, HaOII0JaBaHH M0-UeCTO MPHU JICHATUAOMU/ JeKCaMeTa30H,

OTKOJIKOTO MPH KOMOWHAIMATA 1a11eb0/1eKkcaMeTasoH, ca:

- Benosna tpomboeM6oust (TpoMO03a Ha THJIOOKUTE BEHH U OeroipoOHa eMOowHs) (BXK. TOUKa
4.4).

- Heytponenus 4-ta creneH (Bx. Touka 4.4)

HabnronaBanute HEXEIaHW PEAKIIMHU, KOMTO Ca CE IMPOSBUIIN [T0-UYECTO IIPH JICHATHIOMUJT 1
JIeKCAMETa30H, OTKOJIKOTO MPH ianedo 1 JeKcaMeTa3oH B COOPHU KIMHHYHU H3MUTBAHUS [IPH
mynturuieH muenom (MM-009 u MM-010), ca ymopa (43,9%), neytponierus (42,2%), 3anek (40,5%),
mapus (38,5%), myckymau kpammu (33,4%), anemus (31,4%), tpomboumTonenus (21,5%) u o6pus
(21,2%).

Donuxynapern umgpom

OO6musT podu Ha 6€30IaCHOCT HA JICHATUAOMHUJT B KOMOMHAITUS ¢ PUTYKCHUMA0 NP TTAITUSHTH C
JICKYBaH MpeIy ToBa (oMKynapeH JuM¢poM, € 0a3upaH Ha JaHHU OT 294 MallMeHTH OT PaHIOMH3UPAHO,
KOHTpOJIHpaHo, poyuBane ¢aza 3 NHL-007. Ocen Toa B Tabnuia 3 ca BKIIOYEHH W HEXKEJIAHH
JICKApCTBEHHU PEaKIMK OT NMOAKpensmoro npoyusadie NHL-008.

Cepro3HUTE HEXXENaHH PeaKIiy, HaOI0aBaH! Hal-4ecTo (C pa3iiKa OT Hail-Mayko | MpoLeHTeH
nmyHKT) B mpoyuBane NHL-007 B paMoTo Ha eHATHIOMU/PUTYKCUMA0 B CpaBHEHHE C PaMOTO Ha
Iane0o/puTyKkcumao, ca:
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- DebpunHa HeyTponeHus (2,7%)
- bemonpobna em6ommst (2,7%)
- ITueBmonus (2,7%)

B mpoyuBanero NHL-007 Hexxenanute peakuuu, HabIr01aBaHH MO-4€CTO B PaMOTO Ha
JICHATTMIOMUJI/pUTYKCHMa0 B CpaBHEHHE ¢ PaMOTO Ha 1uiare6o/purykcumad (¢ Hai-manko 2% mo-
BHCOKa YeCTOTa MEXy paMmeHaTa), ca Heyrpornenus (58,2%), muapus (30,8%), neBkonenus (28,8%),
3anek (21,9%), xamumna (21,9%) u ymopa (21,9%).

Ta6nuua Ha HCXKCIIAHUTC pCAKIIMN

Hexxenanure peakiuu, HaOJIIOJABAHH MIPH TAIMEHTH, JICKYBAHH C JICHATUIOMUJI, ca U30POCHU MO- IOy
MO CHCTEMO-OPTaHHHM KIacOBe M 4YecToTa. [Ipu BCAKO TpyHHpaHe B 3aBUCUMOCT OT YECTOTaTa,
HEXEJIAaHUTE PEaKIMK ce U30POsIBAT B HU3XOISI PEJ] 10 OTHOIIICHUE HA TSIXHATA CEPUO3HOCT.

UYecroraTa ce onpenenar kato: MHoro dectd (> 1/10); yectu (> 1/100 mo < 1/10); vewectr (> 1/1 000 no
< 1/100); penxu (= 1/10 000 mo < 1/1 000); muoro pemku (< 1/10 000); ¢ HenszBecTHa HecToTa (OT
HAJTMYHUTE JaHHHU HE MOXKE J1a Ob/ic HAPaBEHa OICHKA).

HesxenanuTe peakimu ca BKIIOUYEHH B ChOTBETHATA KaTEroOpys B TaOIUIATa MO-J0JTy CIIOpe] Haid-
BHCOKATa 9eCTOTa, HaOJIf01aBaHa B HAKOE OT OCHOBHUTE KIIMHIYHU N3IHTBAHMUS.

Tabauuno obobwasane 3a monomepanus npu MM

Crnenpamara Tabiuia € Ha 60a3aTta Ha JaHHU OT npoyuBaHusaTa Ha H/IMM npu narnuenTy, mojioxKeHu
Ha ATCK u nexyBaHu moaabppKaiio ¢ JeHaauaomMua. JlaHauTe He ca KOpUTHpaHU B ChbOTBETCTBHUE C T10-
MIPOIBIDKUTEITHOTO MPUIIOKEHNE B PaMEHATa Ha JIeUeHHUE, ChABPIKAIIO JICHATUOMHA/I, TPOIbIKaBAII0
JI0 TIporpecus Ha 00JIecTTa CpsMO paMeHaTa Ha Iiane00 B OCHOBHUTE IPOYYBAHHS TPH MYJITHILUICH
MuernoM (BX. Touka 5.1).

Pesrome 6 mabauuen 6uo 3a kombunuparna mepanus npu MM

Crnennata TabnuIa € ChCTaBeHa OT TAHHH, CHOPAaHU MO BpeMe Ha POYYBAHUSITA IPH MYJITHILICH
MHEIIOM ¢ KOMOMHHpPaHa Tepamnus. JJaHHuTe He ca KOPUTUPaHHU B ChOTBETCTBHE C TIO-ToJIIMAaTa
MPOABIDKUTEIHOCT Ha JICUCHUETO B paMeHaTa, ChAbPIKaIlH JICHATHIOMUI, TIPOIBIKEHO 0 MPOrPecHst
Ha 3200JI5IBaHETO, CIPSMO paMeHaTa Ha CPaBHUTEJICH JIEKAPCTBEH MPOAYKT B OCHOBHHUTE MPOYYBaHUS Ha
MYJTHILIEH MHEJIOM (BXK. Touka 5.1).

Ta6auna 1. HJIP, cho011eHH B KIMHUYHA U3NMUTBAHNUS C MANMEHTH ¢ MYJITHILIEH MUEJIOM,
JIEKYBAHM C JICHAJIMIOMM/I, KATO MONIbPKANI0 JIeYeHne

Cucremo-opraneH Benukn HJIP/Yectora HJIP crenen 3-4/YectoTra
kJac/IlpeAnoynTaH TepMUH
HNudexnun n napecranumn MsHoro uectu MHoro yectu
[TaeBMonus’,a, HHMEKIMH HA I[TreBMoHMs’,a, HEyTPOIEHNYHA
TOPHHUTE IWXATETHU IBTUIIA, uHpEKIUsI
HEYTpOTICHHYHA MH()EKITHS,
6pouxut’, rpurn’, Yectn
racTPOEHTEPHT’, CHHY3HT, Cencuc”’, GakTepuemus,
Ha30(apUHTUT, PUHHUT 6enoapobHa undeknus’,
OakTepuaiiHa nH}EKIHA Ha
Yectu JIOJTHUTE AUXATEITHH MIbTHILA,
Undekmus’, nadexims Ha 6pouxut’, rpumn’,
NUKOYHMTE MbTHIA” racTpoeHTeput’, Xeprec 3octep’,
UH(EKIUS Ha TONHUTE uHpekus’
JUXaTeITHH ITbTHINA, 0e10IpOOHa
uHpeKuus
Heomuazmu Yectu
A00pokavecTBEHH, MuenonucnnacTuieH
3J10KA4eCTBEHH U cuaapom”’
Heomnpe/eJeH! (BKJI. KHCTH U
TIOJIMIIH)
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Hapymienusi Ha KpbBTAa H
aumdHaTa cucremMa

MHoro yectn
Heytponenus *, hpebpuinna
HeyTponeHus *,
TpoMGOIHTOTIEH S ', aHEMHUS,
neBKoneHus’, TMMAOIEHHS

MHoro yectn

o
Heyrtponenus *, pedpuriHa

A
HeyTporeHus *,

A

TPOMOOIHTOTIEH S ', aHEMHS,
neBKonenus’, MMMAOIeHHS

Yectn
MMannuronenus’

Hapymienusi Ha MeTadoan3ma

MHoro yectu

Yectn

U XpPaHEHEeTo XunoxajaueMus Xunoxanauemusl, JeXuapaTanus
Hapymienusi Ha HepBHaTAa MHoro gectn Yectu
CHCTEMA ITapecre3us I'maBoOoME
Yectu
[epudepna HepponaTus’
Cba0BU HApyLIEHUS Yectn Yectu

Benonpo6na emGomus”

JIsn6oka BeHo3HA TpoMbo3a

PecniupaTtopHu, rpbIHU U MHoro gectn Yectu
MeAuacTHHAJIHU Hapymenus | Kamuna Jucrues’
Yectu
Jlucriaes’, puHopest
CToMauiHo-4YpeBHH MHoro yect Yectn

HapylIeHust

Huapwusi, 3anek, kopeMHa 00JKa,
rajieHe

Yectn
IoBpsbinane, 605ka B ropHaTa
94acT Ha Kopema

[Juapus, noBpbllaHe, rajcHe

XenaToouaInapHu
HapyuIeHUst

MHoro yectu

OTKJIOHEHHS BHB
(hYHKIIMOHATHUTE YEPHOPOOHH
MoKa3zaTeau

Yectu

OTKIIOHEHUS BB
(YHKITMOHATHUTE YEPHOAPOOHH
ITOKa3aTCIIN

HapyumieHnust Ha Ko:kaTa 1
MOJKO0KHATA ThKAH

MHoro yectn
OO0puB, cyxa Koxka

Yectu
OO6puB, chpOeK

Hapymenust Ha MyCKYJIHO-
CKeJIeTHATA CHCTeMa H
ChEeIUHUTETHATA ThKAH

MHoro yectu
MycKkynHY cria3Mu

Yectn
Muanrus, KOCTHO-MYCKYJTHA
OoJka

OO0mu HapyuieHusi u epekTH
HA MSICTOTO HA MPUJIOKEHUE

MHoro yect
YMopa, acTeHusl, TUPEKCUs

Yectu
YMopa, acTeHus

< Hexenanu peakuuu, Cho0IaBaHy KaTo CEPUO3HU B KIMHUYHU n3nuTBanus ¢ nanuentu ¢ HAMM, nomnoxenn Ha ATCK

* Kacae caMo CepHO3HH HEXETaHU JTEKapCTBCHHU PEaKINH

” Bukre Touka 4.8 Omncanne Ha M30paHN HEXEITAHU PEAKIINU

2 “ITueBmonus” xomOunupann HC, BkimiouBa kato TepMuH ciefaute npeanountann repmunn (PT): Bponxomuesmonus, Jlobaprna mHeBMOHUS,
[THeBMOHuS mpuunHEHa oT Pneumocystis jiroveci, [TneBMonus npuunnena ot Klebsiella, [TneBMonust nprunuena ot Legionella, [THeBMoHUS
npuurHeHa ot Mycoplasma, [THeBMOKoKoBa mHeBMOHUS, CTPENTOKOKOBA THEBMOHMS, BupycHa mHeBMOHMs, bennoapoOHo HapylieHue,
ITneBMOHUT

b “Cencuc” kombunupann HC, Brirousa kato tepmuH cineanure PT: Bakrepuanen cencuc, [THeBMOKOKOB cercuc, CenTHYeH MIOK,
Cra)HI0KOKOB CercHe

¢ “ITepudpepna HeBponarus” komouHnpann HC, BKitoyBa KaTo TepMuH ciieauTe npeanountanu repmunn (PT): TlepudepHa HeBponarus,
IMepudepna censopua HeBpomnarus, [ToanHeBponaTust

4 “JIpnboka BeHO3Ha TpoMbO03a” KoMGuHKpann HC, BkirouBa kato TepMuH cieauure PT: [bn60ka BeHo3Ha TpoMbo3a, Tpom6o3a, Benosna
TpomMb03a

Pestome 6 mabauuen suo 3a kombunupana mepanus npu MM
CrnenHata Tabinia € chbcTaBeHa OT JJaHHU, ChOPaHH 110 BpeMe Ha MPOYYBaHUATA [IPH MYJITHILICH
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MHEJIOM ¢ KOMOMHUpaHa Tepanus. JlaHHUTe He ca KOPUTHPAHU B ChOTBETCTBHUE C MO-TOJIIMATA
[POIBIKATEIHOCT Ha JICYUSHUETO B PAMEHATA, ChIbPIKAIIN JICHATHIOMH/I, TIPOABIDKEHO 70 IPOrpecust
Ha 3a00JSIBAHETO, CIIPSIMO paMEHATa Ha CPABHUTEIICH JICKAPCTBEH MPOJYKT B OCHOBHUTE MPOYYBAHUS HA
MYJITHILICH MUAEJIOM (BXK. Touka 5.1).

Tab6imua 2. HJIP, cbo01meny B KJIMHUYHM NPOYYBAHMSA NPH NALMEHTH ¢ MYJTHILICH MHEJIOM,
JIEKYBaHH C JIEHAJIMIOMH/I B KOMOUHALHS ¢ 00pTe30MH0 U 1eKCaMeTa30H, IeKCaMeTa30H WU

MeJ1(ajIaH M IPeAHU30H

CucremMo-opraniu Benuku HIIP/YectoTa HJIP 3—4 crenen/Yecrota

kiaacose/[Ipennmountan

TePpMHH

Nudexuun n MHoro yecTtu Yectn

uHpecTanun Muesmonns ™, nadexnus Ha [Muemonns ™, GakTepuanay,
TOpHHTE JUXaTeTHH] mbTHma’, BHUPYCHHU U THOWYHU HHPEKINU
OaKkTepuaTHi, BUPYCHH U THOUYHH (BKJIFOUMTEITHO OMOPTIOHUCTUYHH
HHQEKINH (BKITIOYUTEITHO undexnun)’, memymut’, cencuc’,
ONOPTIOHUCTHYHHU MH(EKIHH)', 6enoapobua napexiua’’,
Ha30(apuHTUT, GapUHrUT, OpoHXKT’,| OGpoHXMT, MH(EKIHS Ha
PUHUT muxaTenaute nbTuma’’, nHQeKIus

Ha muKo4HuTe MHTHIIA”,

Yectn HH(EKINO03eH EHTCPOKOIHUT
Cencuc””, 6enonpobna nudexmus’’,
MH(EKIH Ha THKOYHHUTE MhTHIIa ™,
CHHY3HT

Heonuazmu — Heuectn Yectn

100poKayecTBEHH, Ba3anHOKIeThYeH KapIHHOM *, OcTpa MUeNOUIHA TeBKeMHS',

3/10KAYeCTBCHH H
Heomnpe/eJeHu (BKJI.
KHMCTH U NOJIUIIN)

CKBaMO3HOKIJICTBYCH paK Ha
A *
KoOXXaTa 9,

MUCTIOAUCIIIIACTUYCH CPIH]IpOMo,

CKBAMO3HOKJICTBYCH KapIMHOM Ha
A sk

KoJKarta %,

Heuectu

Octpa neBkeMus oT T-KIeTbueH
tun’, 6a3aTHOKIEThYEH
KapuHOM *, TYMOp-ITH3HC
CHUHIIPOM

Hapymenuss Ha KpbBTA
H JUM{@HATa CHCTEeMA

MHoro gectn
Heyrponenus %%,
tpombormronenus -, anemus’,
XEMOPAaru4Ho HapyIIeHHe ,
JICBKOIICHUH, TUM(OIICHUS

Yectn
debpritHa HeyTPOHeHI/DI/\,O,
MMaHIIUTOIIEHUS

Heuectn
XeMonn3a, aBBTOMMYHHa

XEMOJMTUYHA aHEMHUA, XCMOJIMTUYHA

MHoro gectr
Heyrtponenus %,
tpombormronenus >, anemus’,
JIEBKOIICHUY, TUM(ONECHUS

Yectu

debpunna HeyTpornenus”,’,
TIaHIMTONEHHS , XeMOUTHYHA
aHEMUA

Heuectn
XunepkoaryJamus, KoaryJomaTus

aHEMUA
Hapymenus Ha Heuectn
HMYHHATA cCHCTeMa CBPBXUYBCTBUTENHOCT
Hapymenust na Yectn
€H/IOKpPMHHATA XUMOTHPEOUIUZBM
cucremMa
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Hapymienus na
MeTad0/1u3Ma 1
XpaHeHeTo

MHoro yectn

Xunokanuemus ™,
XUNEPTIIUKEMUS, XUITOTITUKEMUS,
XHITOKaTIUEMHS, XI/IHOHanI/IeMI/IHO,
Jexuaparanus’”’, TOHIKEH aneTuT”,

ITIOHHKCHO TCTJIO

Yectn
XUImoMaraHe3nemus,
XUIIEPYPHUKEMHS, XHIIEPKATLUEMUS

Yectu

Xumnoxammemus™*’,
XUIMEPIIIUKEeMHUS,
XMIOKANIUEMHs , 3aXapeH
nuaber’, xunodocharemus,
XMUTIOHATPUEMHS',
XUIEPYPHUKEMHUS, TIoJarpa,
JexuapaTanus’”’, TOHMKeH
aneTut", MOHMUKEHO TErIIo

IMcuxnyHu HApyUIeHUs

Mmuoro yectu
Henpecust, 6e3chHYE

Yectu
JHenpecust, 6e3cbHuE

Hapymenus Ha
HepBHATa CHCTEMa

MBHoro gectn

Mepudepnn veBponatun’’,
TapecTes3us, 3aMasHoCT , TPeMop,
IpOMSIHA Ha BKyca, TIaBo0oIue

UYectu

Artakcwsi, HapylIeHIe Ha
PaBHOBECHETO, CHHKOI"’, HEBPAIITHUS,
JI3ECTE3HA

MHoro gect
Mepudepnu uepponatiu”

Yectu

IepeGpoBacKyiapeH HHIMICHT ,
3amasHocT”, cunkon®, HeBpanrus

Heuectn

Brrpeuepenen kppBou3nua”,
MPEeXoIHA UCXEMHUYHA aTaKa,
nepeOpaiHa HCXeMHUS

Hapymienust Ha ouute | MHOro yectu Yectu
Karapaktu, 3aMbIiieHO BHXK1aHE Karapaxkra
UYectn Heuectn
Hamanena octpora Ha 3peHHUETO, Crermnora
Hapymienus Ha yxoro | Yectu
M JJAOMpPHHTA I'myxota (BKJIFOUUTEIHO
XUIOAKy3usl), THHUTYC
Cobpaeunu Hapymenusi | Yectu Yectu
pencspano Mbxaene Wndapkt Ha MUOKapa
Opaaukapust (BKJIFOUMTENHO OCTEHp) **,
npenchpaHo MbxaeHe
Heuectu 3aCTOMHA ChpACYHA

Aputmust, yoeimxed QT-nnTepsan,
MPEJCHPAHO TPEIITEHE,
BEHTPUKYJIAPHH EKCTPACHUCTOIN

HeZ[OCTaT’B‘IHOCTO, TaxXuKapaus,

CBpJIEUHA HeJOCTATHUHOCT ™",

MHOKapaHa I/ICXGMI/ISI<>
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Cb0BH HapylIeHHs

MHoro yectu

Benozuu TpoMO0eMOOINIHH
C”I)61/ITI/I${A, MPETUMHO IBJIOOKA
BEHO3Ha TpoMOo03a 1 OenoipodHa
em6omust %, xunoronns™

Yectu
A
XuIepToHus, eKXIUMO3a

MHuoro yectn

BeHo3Hu TpoMOOeMOOTHYHH
CHOUTHS , MIPETUMHO IBJIOOKA
BEHO3Ha TpoM003a 1 OesoIpooHa
em6omust %

Yectu
Backynur, Xunotosus’’,
XUIEPTOHUS

Heuectn

Hcxemus, nepudepHa ucxemus,
BBTpEUEperHa TpoMO03a Ha
BEHO3HHUTE CUHYCH

Pecnuparopuu, rpbaHu

MpHoro yectu

Yectn

H MeTHACTUHAIHI Jucnres™”, emucrakcuc’, kamnuna | Pecrmparopen muctpec’,
HApYLIEeHUS mucnnes”®, miespanna 6omka®,
Yectu xumokcus”’
Hucdonus
CTOoMalIHO-YpPeBHHU MHoro yecTn Yectu
HapyLIeHUs Juapus®®, 3anex’, 6onka B kopema®”’| KpbBOM3IMB OT CTOMAIIHO-
rajieHe, TIoBpbnane’’, TUCTIENCHS, upeBHus TpakT ', 06CTpyKIHS
CyXOTa B yCTaTa, CTOMAaTHUT Ha ThHKHTE yepBa’’, muapus’’,
3amex’, 6oska B kKopema’’, ranene,
Yectn noBpbmane”’
KpbBOu3muB OT CTOMAIIHO- YUpEBHUS
TPaKT (BKIIOUUTETHO PEKTAICH
KPBBOM3IIMB, XEMOPOUJICH
KPBBOM3IHB, KbPBEHE OT IENTHIHN
A3BM U KbPBEHE OT BEHIUTE) *°,
mucharus
Heuectu
Kosnurt, Bp3nanenue Ha neKyma
XenaToOWJmapHu MHoro yectn Yectn
HApyLIeHUS IToBuiieHa anaHuH XonecTasa’, XeMaTOTOKCHYHOCT,

aMHHOTpaHc(epasa, TOBUIICHA
acmapTatr aMHMHOTpaHcdepaza

Yectu

XenatomenynapHo yBpexaane’’,
OTKJIOHCHUS BHB (DYHKIIHOHATHUTE
4epHOAPOOHH MoKa3aTenu’,
XUMEePOUIHPYOUHEMUS

Heuectn
A
YepHoapoOHa HEAOCTATHYHOCT

XemaToNeNyIapHo yBpexkaane’’,
MOBUIIICHA AJTAHUH
aMHUHOTpaHC(epasa, OTKIOHCHHS
BbB (DYHKIIMOHATHUTE
4epHOAPOOHH MOKA3aTENH’

Heuectu
YepHOApoOHA HEOCTATHYHOCT
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Hapymenust Ha koxarta
1 MOAKOKHATA ThKaH

MHoro yectu
O6puBu™, Ipypuryc

Yectu

VpTukapusi, XUnepxuaposa, cyxa
KOKa, XUTIEPITUTMEHTAIINS Ha
KOXaTa, eK3emMa, epuTemMa

Heuectn

JlexapcTBeH 0OpUB ¢ €O3MHODMIIUS U
CHCTEMHH CHMITTOMH"’, TIPOMSIHA B
[[BETa Ha KOXKaTa, peakius Ha
(OTOTYBCTBUTEITHOCT

Yectu
O6puBu™

Heuectu
JlexapcTBeH 0OpUB C
€O3MHO(DHITUS U CUCTEMHHU

CI/IMI'ITOMI/I<><>

Hapymienusi Ha
MYCKYJIHO- CKeJIeTHATA
cucTeMa U
CheNHHUTETHATA
ThbKaH

MHoro yectu

Myckynna cnaboet”’, MyckyaHn
criasmu, 6ojka B Koctute’, 60JIKa U
JUcKoMdOpT Ha MYCKYJTHO-
CKeJIeTHAaTa CucTeMa 1
CheIMHUTEIHATA ThKaH
(BxJTFOUMTENHO 0OJIKa B I'bp0Oa
00JIKa B KpalHUK, MAQJITHS

aprpanrus’

o,oo)’

Yectu
OTtony Ha CTaBUTE

Yectu

Myckysna cnaboct™, Gonka B
xoctute’, 6oIKa M TUCKOM(OPT Ha
MYCKYJIHO-CKeJIeTHaTa CUCTeMa U

ChCIUHUTCIIHATA ThKAaH

(BriTIOUMTENHO OOJKa B I'bpba

Heuectn
OTolM HA CTaBUTE

0,00
)

Hapyumenus Ha
0BbOpenuTe U
NMKOYHHUTE MbTUILA

MHoro yectn
brOpedna HEAOCTaTHYHOCT
(BKimOuHTEHO ocTpa)”®

Yectu
XeMarypus , 3a/Ibp;KaHe Ha ypUHA,
WHKOHTHUHCHIINS HA ypI/IHa

Heuectn
IIpumoouT cuaapom Ha Fanconi

Heuectn
Bbrbpeuna TyOymHa HEKpo3a

Hapymienus Ha
BB3IPONU3BOJUTEIHAT a
cHCTeMa U r'bpaaTa

Yectu
Epextuina aucyHKIUsS

OO0mu HapyuieHus u
eexkTH HA MACTOTO HA
NpuJioKeHue

MHoro yectn

VYmopa®, oTok (BKJIHOUMTENHO
nepudepen oTok), mupekcus -,
acTeHUs, FPUNONOA00HO 3a00sBaHe
(BKJIIOYMTEITHO THPEKCHS, KallINIIa,
MHAJTUsl, MyCKYyJIHO-CKeJIeTHa O0JIKa,

rI1aBo0OJINE U CXBAIIaHE)

Yectu
0,00

bonka B TbpAUTE ", JICTAPIUA

MHoro yectu
Ymopa®®

Yectn

Iepudepen otok, mapekcus™®,

aCTCHUA
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HN3cnenBanus MHoro uectu
[Toumena ankanHa gocdarasza B
KpbBTa

Yectu
[ToBumen C-peakTUBEH MPOTEUH

HapansiBanus, Yectn
OTpaBSIHUSA U ITanane, KOHTY3UH
YCJI0KHEHHS,

Bb3HUKHAJIH B
pe3yaTar Ha
HHTEPBEHIHH

% Hesxenauu peakiuu, ChbOOI[ABAHI KATO CEPHO3HM B KIMHMYHU M3NUTBaHKs Npy nanuentu ¢ HIMM, nony4yaBanu JeHATHIOMAT B
KoMOuHauus ¢ 60pTe30Mub U AEKCaMETa30H

“Bikre Touka 4.8 Onucanne Ha H30paHK HEXEIAHH JICKAPCTBEHN peakuny HexemaHu JIeKapCTBEHH PeaKi(iu, ChOOIECHN KaTO CEPUO3HHU B
KJIMHUYHUTE U3MUTBAHMS TIPH MALMEHTH C MYJITUIICH MUEIIOM, JIGKyBaHH C JICHAUTUIOMHUJ B KOMOMHAINS C JEKCAMETa30H WIH ¢ Mendasad U
MIPEIHU30H

* Kacae caMO CepHO3HHU HEXeJIaHH JICKApCTBEHH PeaKkluu

Cpo01aBa ce 3a CKBAMO3HOKJICThYEH KapIIMHOM Ha KOXKAaTa B KIMHUYHNTE MU3MUTBAHUS MPH MALMEHTH C MUEIIOM, JIEKYBaHHU HPEIH C
JICHATMIOMH Y/ IEKCaMEeTa30H, B CPABHEHHE C KOHTPOIIUTE

" Cpo01iaBa ce 33 CKBAMO3HOKIIEThUYEH KapIMHOM Ha KOXaTa B KIMHAYHO U3IUTBAHE [IPH HOBOJMATHOCTHIMPAHH MALMEHTH C MUEJIOM Ha
JICHATMIOMH/Y/ IEKCaMEeTa30H B CPaBHEHHE C KOHTPOJIUTE

Pesiome 6 mabauuen euo 3a kombunupana mepanus npu DJI

Crnennara Tabauima e chcTaBeHa OT JIaHHU, ChOpaHu 1o Bpeme Ha ocHoBHHTE npoyuBanust (NHL-007 u
NHL-008), B kouTo npu naueHTy ¢ GoIuKyIapeH IMMGoM, € U3IOI3BaH JCHATUIOMUA B KOMOMHAIIHS
¢ puTyKCcHUMao.

Ta6auna 3: HJIP, cho011eHH B KIMHUYHUTE U3NUTBAHUS MPH NalMeHTH ¢ GoauKyIapeH
JuM¢oMm, JeKYBaAHU € JICHATHAOMH/I B KOMOUHAIIUS C PUTYKCHUMAa0

CucreMo-oprasnen Benuku HJIP/YecroTa HJUIP 3—4 crenen/Yecrora
kiaac/IlpeanoynTan TepMUH

HNudexuun u uadecranumn MHoro yecTtn Yectu
Wudexus Ha TopHUTE ITueBMonus’, cercuc’, 6enoapobHa
IUXAaTeJIHU IbTULLA nH(pEeKIns, OPOHXUT,
racTPOCHTEPHUT, CUHY3UT, HH(PEKIUS
Yectn Ha MMKOYHHTE IIHTHINA, eTyITHT

[ueBMonus’, Tpur, GPOHXHUT,
CUHY3HT, HH(EKIUs Ha
MUKOYHUTE MIBTUIIA

Heonuazmu — MHoro yectn Yectu

Ao0pokayecTBEHH, AKTHBHpaHEe Ha TyMOpa Ba3aTHOK/IeThUeH KapIuHOM

3J10KaAYeCTBEHH H

Hapymienusi Ha KpbBTa U MHoro uecTtu MHoro gect

JuM¢pHaTa cucrema Heytponenus *, anemus’, Heytponenus
TPOMGOLMTONEHHS

neskonenus  Jlumdonenns | Yectu

Anemvus’, TpoMOOIUTONICHNS
(eGpuHa HeyTporeHns’,
TIAHIUTONECHYS, IEBKOTICHHUS
muMbonenus
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Hapymienus na
MeTafd0/1u3Ma U XPaHEHETO

MHoro yectu
IloHmkeH aneTur,

Yectn
Jexunparanus, XI/IHepKaHHI/IeMI/IHO,

XHUITOKATHEMHUSI XHUITOKaTHEeMUsI, XutodochareMus,
XHUMEPYPUKEMHUST
Yecrn
Xunodocharemus,
JEXUIPpATAIIHS
IcuxnyHu HApYIIEHUS Yectu

Jenpecusi, 6e3cpHUC

Hapymienusi Ha HepBHaTa MHoro gectn Yectu
cucremMa I'maBoOoue, 3aMassHOCT CuHKOII
CbpaeyHu HapyleHuUst Heuectu
Aputvus’
Cba0oBH HapylIeHHs Yectu Yectu
A
Xunorouus Benoapo6Ha eMGomus ,’, XUIIOTOHHS
PecnnuparopHu, rpbaHu u MHoro uecTtu Yectu
MeJUACTUHAJHHI Jucnues’, kamnuia, Jucnues’
HApyUIeHUsI
Yectn
Opodapunreanna 6oka,
JTUCHOHUS
CToMauIHO-4YpeBHH MHoro yecTtn Yectu

HapylIeHust

Kopemna 6omka’, muapus,
3aIleK, rajieHe, TIOBpPBIIAHE,
JUCIICTICUA

Yecrn

Bbosnka B ropHaTa yacT Ha
Kopema, CTOMAaTuT, CyXoTa B
ycrara

Kopemna 60m1ka’, muapus, 3arek,
CTOMATUT

Hapymenusi Ha KoKaTa H
MOJKOKHATA ThKAH

MHoro yectn
O6pus”, IpypuTyC

Yectn
Cyxa Ko’xa, HOIIIHO
U3MOTsIBaHe, ePUTEM

Yectu
O6puB’, pypuTyC

Hapyuienusi Ha MyCKYJIHO-
CKeJIeTHATA CHCTEMA H
CheJIMHUTE/IHATA ThKaH

MHoro yectu
MyckynHu cria3mu, 60JKa B
rbp0a, apTpanrus

Yectu

Bonka B kpallHUK, MyCKyJIHa
¢11aboCT, MyCKYJTHO-
ckejieTHa 0oJika, MUAJITu,
Oonka BBB Bparta

Yectn
MyckyHa cnabocT, 60JKa BbB
Bpara

Hapymenusi Ha 6b0penuTe u

NMHUKOYHHUTE MbTHUIIIA

Yectu
Octpo 6B0peuno yBpexaane’
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OO0mu HapyuieHus u MHoro uectu Yectu
edexTH HA MACTOTO HA IInpekcus, ymopa, acteHus, | YMopa, aCTeHUs

NMPHJI0KEHH e nepudepeH 0ToK

Yectu
Hepaszmnonoxenne, cTyieHn
TPBIIKU

N3caenBanus MHoro yectu

[NoBurieHa anaHuH
aMUHOTpaHchepasa

Yectu
[MoHmKEeHO Teryo, MOBUIICH
OMIMpyOHH B KPHBTa

" Bk. Touka 4.8 OnucaHue Ha H30PaHU HEKENAHN JICKAPCTBEHN PEAKIINH
AJITOPUTHM, MIPUIIOKEH 32 POIHUKYITapeH JTHMpOM:
KonTtponupano n3nursane daza 3:

0

o

NHL-007 HJIP- Bcnukyu BB3HHKBAIIH 110 BpeMe Ha jiedeHneTo Hexenanu ceoutust (HC) npu > 5,0% ot narmenTuTe B
pPaMoTO Ha JICHATHIOMUI/pUTYKCcHMab 1 ¢ Haii-Maiko 2,0% mo-Bucoka yectoTa (%) B paMOTO Ha JICHAIUIOMUJI B CPAaBHEHUE
¢ KOHTpoIHOTO pamo (ITomynauus 3a 6e30macHOCT)

NHL-007 HJIP ct. 3/4 - Bcuuku Bb3HUKBaIIM 110 Bpeme Ha edenneTo HC crenen 3 unu creneH 4 npu Hai-manko 1,0% ot
MAIMEHTHTE B PAMOTO Ha JICHATNIOMU/PUTYKCHMA0 1 ¢ Haii-maiko 1,0% mo-Bucoka 4yecTota B paMOTO Ha JICHATMAOMH/I B
cpaBHEHHE ¢ KOHTpONHOTO pamo (ITomynanus 3a 6e30macHOCT)

NHL-007 Cepuosan HJIP- Benuky cepro3Hy Bb3HHKBAIIM 1Mo Bpeme Ha jgedenneto HC npu nHaii-manko 1,0% mnarueHTHTE B
PaMOTO Ha JICHATUIOMHI/PUTYKCUMA0 U ¢ Hal-Malko 1,0% Mo-BHCOKa YecTOTa B PAMOTO Ha JICHATMAOMHUJY/PUTYKCUMAO B
cpaBHeHHe ¢ KOHTposHOTO pamo (ITormynanus 3a 6ezonacHoct) OJI n3nurBane pasa 3 ¢ eAHO pamo:

NHL-008 HJTP- Bcuuku BB3HUKBAIIH 110 BPEME Ha JICYCHUETO HEKeTaHN ChOUTHS TIpu > 5,0% OT nmarueHTuTe

NHL-008 HJIP crt. 3/4 - Bcnuky Bh3HUKBAIIH 110 BpeMe Ha JICYUCHUETO HeXeJIaH! ChOUTHS cTereH 3/4, choOIaBanu mpy >
1,0% oT narnueHTHTEe

NHL-008 Cepuo3un HJIP- Bcnuku cepro3Hn Bb3HHKBAIIM [0 BPEMeE Ha JICYSHUETO HeXeTaHH ChOUTHS, ChOOIIABaHU TIPH >
1,0% ot manueHTHTE

O
Hexenanu C’I:GWI‘I/ISI, CBHOOIICHN KaTo CEPHUO3HU ITPH KIMHUYHU U3IMUTBAaHUA [IPH q)onm(ynapen J'[I/lMd)OM

.
Kacae camMo CepHO3HH HEXKEITaHH JTeKapCTBEHN PeaKIun

*

*

,,O6puB* BritouBa IIT 06puB 1 MakyonarmynoseH oopus
.

,JleBkonenus“ BiouBa [1T jeBkoneHus 1 NOHMWKEH Opoil Ha OeIUTe KPbBHH KICTKU

ok

JInmdonenus* Brmousa 11T aumdonenus 1 MoHmwkeH Opoit Ha TMMpoOUNTUTE

Pesiome 6 mabauuen 6u0 HA Hexceaanume peaKyuu cied nYyCKanemo Ha nasapa

OcBeH TOPECIIOCOUCHUTE HEKCIIaHU pE€AKIINU, IPOABCHU MPU OCHOBHUTC KIIMHUYHU U3MNIUTBAHUA,
cJI€gHaTta Ta6J'II/II_Ia € CbCTAaBC€HA OT JaHHMU, IIOJYUYCHHU CJIC ITyCKAaHCTO Ha rasapa.

Ta6auna 4. HJIP, ch00111eHH OT MOCTMAPKETHHIOBA YNIOTPe®a NPU MalMeHTH, JIEKYBAHH €

JICHAJIHIOMHU]L
Cucremo-opranes Benuku HJIP/YectoTa HJIP 3—4 crenen/Yectora
kiaac/Ilpeanounran
TePMHUH
Nudexuuu u C HeusBecTHA YecToTa C Heu3BecTHa 4ecToTa
uHecTanuu BupycHu uHpeKIHN, BKIIOUNTETHO Bupychu nHbeknuy,

peakTUBUpaHE HA BUpPyca Ha XepIec BKJIIOUUTETHO PEaKTUBHPAHE
30CTep U Ha xenaTut B Ha BUpYca Ha XepIec 30CTep U
Ha xernatut B
Heonmnazmmu — Penxn
A00poKaYeCTBCHH, TyMop-1u3uc CUHAPOM
3J10KaAYeCTBEHHU H
HeomnpeeJeHH (BKJL.
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Hapymenust Ha KpbBTa
u JuMdHaTa cucremMa

C Heu3BeCTHa 4ecToTa
[Ipunobura xemopuus

Nudexuun n
uHpecTanun

C HeW3BeCTHA YeCcToTa
BupycHu uH(pexmu, BKIFOUATETHO
peakTHBHpaHe Ha BUpPYyca Ha Xeprec
30cTep U Ha Xernatut B

C Heu3BeCcTHA YeCcTOTa
Bupycun uneximm,
BKJIFOUMTETHO PEaKTHBHPAHE
Ha BUpyca Ha XepIiec 30CTep u
Ha xenatut B

Hapymenus Ha
HMYHHaTa cCHCcTeMa

Penxu
AHadunakTH4Ha peakuus

C HeusBecTHA YECTOTA
OTXBBpIISTHE HA TPAHCIUTAHTHPAH
COJIMJICH OpraH

Penxu
AHadunakTH4HA peaknus

U MeIMACTHHAIHA
HapylleHust

BenoapoOna xunepronus

Hapymienus na Yectu
eHJOKPUHHATA cucTeMa | XHUIEPTHPEOUANIBM
Pecniuparopuu, rppaau | Hedectu Penxu

BenoapoOna xunepronus

C Hen3BeCcTHA YECTOTa
I/IHTepCTI/IHI/IaJICH ITHCBMOHUT

CToMalIHO- YPEBHH

C HeusBecTHA YECTOTA

TOKCHYCH XCIIaTHUT , HTUTOJIMTUYCH
XeHaTI/ITA, XO0JIECTaTU4YCH Xel'[aTI/ITA,
CMECCH L[PITOJII/ITI/I‘leH/ XOJICCTATUYCH
Xel'[aTI/ITA

HapyLIeHHus [ankpeatnT, cToManHo-
ypeBHa nepdopauus (BKI.
nepdopains Ha JUBEPTHKY,
Ha THHKOTO M 1e0€I0TO YepBo)

Xenatoonianapau C Hen3BecTHA YecToTa C Hen3BeCcTHA YecToTa

HApyUIeHUs OcTpa qepHoz{p061§a HegocTaThuHOCT , | OcTpa uepHOAPOOHA

HEIOCTaThYHOCT , TOKCHYCH
XEmaTuT

Hapymenust Ha koxaTa
U MOJKOKHATA ThKAH

Heuectn
Anruoenem

Penku

CunzipoMm Ha Stevens-Johnson
TOKCHYHA eMHIepMaTHa
HeKponm3a

C HeW3BeCTHA YeCTOTa
JIeBKOIIMTOKIIaCTUYEH
BacKyJIUT, JIekapcTBeHa
peaxuus ¢ €03nHOMIWINS U
CHCTEMHH CUMIITOMH

~ BkTe Touka 4.8 Onucanue Ha I/[36paHI/I HCXKEJIaHU JICKaPCTBCHU PECaKIINHA

Ornucanrie Ha I/I36D3HI/I HCXKCJIaHU JICKAapCTBCHU PCAKIINH

Tepamoeennocm

JlenanmuaoMu € CTPYKTYPHO CXOJIEH C TaTUAOMU. TanmnaoMu/l € N3BECTHO TEPATOTEHHO aKTUBHO
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BEILIECTBO IPH X0OPa, KOCTO MPHUMHABA TEKKHU >KUBOTO3aCTpaIlaBalM BpoJeHH Aedektu. Ilpn maitmyHH
JICHAJIMIOMU/T IPEAN3BUKBA MaI(QOPMAIIHH, TIOOOHH HA TE3H, OMUCAHH 32 TATUAOMHUI (BXK. TOUKH 4.6 u
5.3). Axo mpu Xopa 1o BpeMe Ha OPEMEHHOCTTa Ce TpHeMa JICHATHIOMHEI, CE 0YaKBa TEPaTOTCHEH
edexT.

Heymponenusa u mpomboyumonenus
- HoBonmarHoctunmpas MyJITHILICH MUAEIIOM: MAIMEHTH, KOUTO ca Own mojutoxkenn Ha ATCK,
JICKYBaHU C NOUTHPIKAIIO JICUCHUE C JICHATMIOMU
[Momgmepsxamoro seuenne ¢ teHamuaomuy cieq ATCK ce cBbp3Ba ¢ M0-BUCOKA 9eCTOTa Ha
HEYTPOIEHUs CTelNeH 4 B CpaBHEHHE C MOIBPIKAIL0 IPHIIOKeHHe Ha Manedo (cpoTBeTHO 32,1%
crpsimo 26,7% [16,1% crpsimo 1,8% cnen 3anouBane vHa nmoaappxkamnto aedenue] mpu CALGB 100104 u
16,4% copsimo 0,7% mpu IFM 2005-02). TlosBunoro ce B pesynrar Ha neueHuero HC HeyTponeHus,
BOJICIIIO JIO CIIMpaHe He JICHAJIHMIOMU]I ce HaOJt0aBa ChOTBETHO TpH 2,2% ot manueHTute B CALGB
100104 u 2,4% ot maumentute B [FM 2005-02. ®ebpunHa HeyTpOTIeHHs cTereH 4 ce choOIaBa chC
CXOJTHA YECTOTa IIPH paMeHaTa Ha IOUIBPIKAII0 JICUCHHE C JICHATHIOMH, B CPAaBHEHHE C paMeHaTa Ha
NOJABPIKAILO MPUIIOKEHUE Ha Tu1aie0o B aBete npoyuBanus (cporBeTHO 0,4% crpamo 0,5% [0,4%
crpsimo 0,5% cnen 3anouBane Ha nogabpaxaio jgeuenue | npu CALGB 100104 u 0,3% copsmo 0% npu
IFM 2005-02).

[Moxmwprxkammo nederne ¢ nenanumomua cieq ATCK ce cBbp3Ba ¢ 0-BUCOKA 9e€CTOTA HA
TPOMOOIIMTOTICHHS CTEIICH 3 Wi 4, B CpaBHEHUE C MOIbPXKAIIO MPUIOKESHUE Ha I11a1e00 (ChbOTBETHO
37,5% capsimo 30,3% [17,9% crpsimo4,1% cnen 3anouBane Ha noaabpxamto neuenne] npu CALGB
100104 u 13,0% crpsimo 2,9% npu [FM 2005-02).

- HoBoanarHocTHIMpaH MYJITHILUICH MACIIOM: TAIMEHTH, KOUTO HE Ca IMOIXOJISIIH 32

TPpaHCIUIAHTALIW, TTOJIy4dYaBallly JCHAJIUIOMUI B KOM6I/IHaIH/IH C 60DTe3OMI/I6 U JEKCaMETa30H
Heytpomnenust crenen 4 ce Habnr0aaBa B paMoto Ha RVd B mo-maska crereH OTKOJIKOTO B
cpaBHUTENTHOTO paMo Ha Rd (2,7% cropsmo 5,9%) B nmpoyuBanero SWOG S0777. @ebpunna
HEYTPOIICHHUS CTeleH 4 ce choOIaBa ChC CXOMHH YecTOTH B pamMoTo Ha RVd 1 pamoro Ha Rd (0,0%
capsamo 0,4%).

TpomboumnTonenus crerneH 3 wim 4 ce HaOM0aaBa B paMoTo HAa RVd B mo-BHCOKa CTENICH OTKOIKOTO B
cpaBaHTENHOTO pamo Ha Rd (17,2% copsmo 9,4%).

- HOBOJII/IaFHOCTI/HH/InaH MYJITHUIIJICH MUCJIOM: MAIIUCHTH, KOUTO HC Ca NOAXOAAIIN 3a
TpaHCIUTAHTAIWS, JICKYBAHH C JICHATMIOMUJI B KOMOWHAIHS C JIeKCaMeTa30H

KOM6I/IHaLlI/I$ITa Ha JICHAJINAOMH/J C ICKCAMETAa30H IIPU NAIIUCHTHU C HOBOJUArHOCTULIMUPAH MYJITHUIIJICH

MHEJIOM CE CBBP3Ba C TI0-MaJlka YeCcTOTa Ha HeyTponeHus 4-ta crereH (8,5% mpu Rd n Rd18 B

cpaBuenue ¢ MPT (15%). ®ebpuina HeyTponieHus 4-Ta creneH ce Habmoaara psaako (0,6% npu Rd u

Rd18 B cpaBuenue ¢ 0,7% npu MPT).

KomOunHanusTa Ha JISHATMIOMH]L C JEKCaMETa30H MPH NAIMEHTH C HOBOJAUATHOCTUIIMPAH MYJITUTUICH
MHEJIOM CE CBBP3Ba C II0-MaJlka YeCTOTa Ha TpoMOonuToneHus 3-ta u 4-ta crereH (8,1 mpu Rd u Rd18)
B cpaBHerue ¢ MPT (11,1%).

- HOBOI[I/IaFHOCTI/HH/InaH MVYJITHUIIJICH MUCJIOM: MAIIMCHTHU, KOUTO HC Ca NOAXOIAIIN 3a
TpaHCIUTAHTAIIHS, JISKYBAHH C JICHATMIOMHUI B KOMOWHAIHA ¢ Melallad i OPeIHI30H
Kombunanusara Ha jJeHanuaoMun ¢ MendaiaH ¥ MpeJHU30H NP NAlMEeHTH ¢ HOBOJUATHOCTULIUPAH

MYJITHIDICH MHEJIOM CE CBBpP3Ba C MOBHUIICHA YeCTOTa Ha HeyTporeHus 4-ta crerneH (34,1% npu
MPR+R/MPR+p) B cpaBHenue ¢ MPp+p (7,8%). HabnronaBaHa e noBuieHa yectora Ha GeOpriHa
HeyTponenus 4-ta creneH (1,7% npu MPR+R/MPR+p B cpasrenue ¢ 0,0% mpu MPp+p).

KomOuHanusTa Ha JieHamuIoMu/1 ¢ MelaiaH | IPeAHU30H MTPH NAIUEHTH ¢ HOBOJIMArHOCTHIINPAH
MYJITUILICH MUEIIOM CE CBBpP3Ba C MOBHUILICHA YeCTOTa Ha TpoMOonuToneHus 3-ta u 4-ta crerel (40,4%
npu MPR+R/MPR+p), B cpaBaeHue ¢ MPp+p (13,7%).

- MyNITHILIEH MHEIOM: MTAIIMEHTH C IIOHE €IHA MPEAX0XKIAIA TEPAIIUS
KomOuHanumsATa Ha JICHATUIOMH]] C JEKCaMETa30H NPH MAIUSHTH ¢ MYJITHUIUICH MUCIIOM CE CBHP3Ba C

35



MOBUILICHA YECTOTa Ha HEYTpomneHus 4-ta creneH (5,1% npu nanueHTuTe, JIEKyBaHU ¢

JICHAJIMIOMUJI/ ICKCaMeTa30H, cpaBHEeHO ¢ 0,6% Mpu MalMEeHTHTE, JICKYBaHU ¢ TuTane0o/IeKcaMeTa3oH).
Enuzonu Ha hebpuniHa HeyTporeHus 4-ta creneH ca HabmogaBanu psaako (0,6% npu nanueHTure,
JIEKYBaHU C JICHATUIOMHUI/IeKcaMeTa3oH, cpaBHeHO ¢ 0,0% Tpu TarueHTUTe, JISKyBaHH C
miane0o/IeKcaMeTas’oH).

KomOuHarusaTa Ha JEHATHAOMHI C JEKCAMETa30H MPH MAIllMEHTH ¢ MYJITHIICH MHEJIOM CE CBbP3Ba C
TIOBUIIICHA YECTOTa Ha TpoMbonuTorneHus 3-ta u 4-Ta creneH (cboTBeTHO 9,9% 1 1,4% nipu
MAIIMCHTHTE, JICKYBaHU C JICHATAIOMHUI/ICKcaMeTa3oH, cpaBHeHH ¢ 2,3% u 0,0% npu narnueHTHTe,
JIEKyBaHHU C IU1alebo0/1excaMeTasoH).

- IManmentn ¢ posmkyiaaped tumMdpoM

KomOuHanmsTa Ha JICHATHIOMH] C PUTYKCHMaO TIpH QOITUKYJIapeH TUM(POM ce CBHP3Ba C IO-BHCOKA
4ecToTa Ha HeyTporeHus creneH 3 iy crerneH 4 (50,7% npu naiueHTHTe, JISKyBaHU C

JICHATUIOMUJ/ pUTYKCHMa0, B cpaBHeHuE ¢ 12,2% TpH naleHTuTe, JISKyBaHu ¢ Iutanedo/puTykcuman).
Beunuku ciydan Ha HEYyTPOIIEHHS CTeNeH 3 win 4 ca 00paTUMH TIOCPEICTBOM BPEMEHHO MPEKBCBAHE
WM HaMaJIsIBaHE Ha J03aTa W/WIH TIOJIbPKAIIO JIeUeHUe ¢ pacTexHu daktopu. OcBeH ToBa (edpruHa
HEYTPOICHHUS ce Habironasa psako (2,7% npu HalUeHTHTE, JEKyBaHH ¢ JICHATUAOMUA/PUTYKCUMA0, B
cpaBHenue ¢ 0,7% npu nanueHTuTe, JEKyBaHH C ITalebo/puTykcnmao).

JlenanugoMu B KOMOMHALIMS C PUTYKCHMal ce CBbP3Ba U C MO-BUCOKA YECTOTa Ha TPOMOOLIUTONIEHHS
creneH 3 wm 4 (1,4% nipu manMeHTuTe, JISKyBaH! ¢ JICHATUIOMU/ puTykcuMad, B cpaBHenue ¢ 0% mpu
MAIMEHTUTE, JIEKYBaHH C MU1aleb0/puTykcuMal MalueHTH).

Benosna mpomboembonus

INoBumen puck ot ABT u BE ce cBbp3Ba ¢ ynotpedara Ha KOMOMHAIHA OT JICHANUAOMU C
JEKCaMeTa30H MPHU MalEeHTU C MYJITUIJIEH MUEIIOM U B IIO-MaJIKa CTENEH MIPU MAIUEHTH, JIEKYBAHU C
JICHATUIOMUZ B KOMOUHAIHS ¢ Meli(aliad ¥ MPeAHN30H, WIN P TMAIUEHTU C MYJITUIIIICH MUEIIOM,
JIEKyBaHU C MOHOTEPAITUS C JICHATHIOMHUT (BXK. Touka 4.5).

EnHOBpEMEHHOTO IIpUIaraHe Ha CTUMYJIMPALIY €PUTPOIIOE3aTa CpeACTBA WK aHaMHe3a 3a JIBT cbiio
MOTaT 7a yBeIH9aT PUCKa OT TpoM003a MPH Te3U MAalUEeHTH.

Undapxm na muoxapoa
MHpapkT Ha MHOKapa ce choOIIIaBa MPH MAMEHTH, IMOJTyJaBally JCHATHIOMHUI, OCOOCHO MPH TE3H C
W3BCCTHH PUCKOBHU (PaKTOPH.

Xemopacuunu napywenus

XeMoparuuHuTe HapyIIeH!s ca JafeH! o] HIKOJIKO CHCTEMO-OpraHHH KiacoBe: HapymieHus Ha
KpbBTa 1 JTUM(HATa cUcTeMa; HapyIlIeHHs Ha HEpBHATa cUcTeMa (MHTpaKpaHUaJeH KPbBOU3IIUB);
peCIpaTopHH, TPHIHA U MEIUACTHHAITHY HAPYIICHNUS (€MMCTAKCHUC); CTOMAITHO-UYPEBHN HAPYIICHHUS
(KbpBEHE OT BEHIIUTE, XEMOPOUIEH KPbBOM3IINB, peKTalleH KPHBOM3IIMB); HapylIeHUs Ha OBOpennTe u
MMUKOYHHTE ITBTHINA (XeMaTypusl); HapaHSBaHUS, OTPABSIHUS W yCIIOKHEHUS, Bh3HUKHAIIM B Pe3yJITaT Ha
WHTEPBEHLMH (KOHTY3UH) U ChIOBH HapyLIEHUS (EKXUMO03a).

Anepeunnu pearyuu u mejcku KOJICHU peakyuu

Cro01IaBart ce cilyyar Ha aJJepTUYHU Peakiiy , BKIFOUUTEITHO aHTHOeIeM, aHA(UIIaKTHIHA PeaKius U
TeXKHN KokHU peaknuu, BkiountenHo SJS, TEN u DRESS, npu ynotpebara Ha nenanumomun. B
JUTepaTypara ce choOIaBa 3a Bb3MOKHA KPBCTOCAHA PEAKIIMS MEXKAY JCHATHIOMUI U TATUIOMUI. .
[ManmenTn ¢ aHamMHe3a 33 TEXBK OOPUB, CBBP3aH C JICUCHHE C TATMIOMHU, HEe TPsSOBa /1a IOyYaBaT
neHanuIoMu] (BXK. Touka 4.4).

Bmopu nvpeuunu snoxauecmeenu 3ab01a6anus

B xnmHUYHM POyYBaHUS Ha JEKyBaHH MPEIN TOBA MAIIMEHTH C MHEIOM C JICHAIHIOMUY/AEKCAMETa30H
B CpaBHEHHE ¢ KOHTPOJIHTE, BKIFOYBAIIH ITTABHO 0a3aIHOKIEThYEH MM CKBAaMO3HOKJIETHYEH Pak Ha
KoJKara.

Ocmpa muenouona 1eskemus

36



- MyJITHILIEH MUETIOM

Cnydyan Ha OMJI ce HaGro1aBaT B KIMHHYHHUTE M3IUTBAHUS TIPU HOBOJMATHOCTHITUPAH MYJITHILICH
MHEJIOM TIPH MAIMEHTH, MPOBEKIAIIH JICUCHHE C JICHATHIOMHU B KOMOUHALIKS ¢ MenanaH, Win
HerocpectBero cinen BAM/ATCK (Bxk. Touka 4.4). ToBa moBuIlieHHe He ce HAOII01aBa B KIIMHUYHH
W3MUTBAHUS Ha HOBOJMATHOCTHIIMPAH MYJITHUILICH MUEJIOM TIPY TAIUEHTH, IPUEMAIIH JCHATHIOMHU]T B
KOMOWHAIIHSA C IEKCAaMETa30H, B CPABHEHHUE C TATMIOMHUJ] B KOMOWHAIHS ¢ MendaiaH v MpeJHH30H.

Yeproopobru napyuienus

Cpo0O11aBa ce 3a CIIeAHNTE HEeXXETaH! PEAKI|H ClIel] ITyCKAHeTOo Ha Ima3apa (C HeM3BeCTHa YeCTOTa):
0CTpa YepHOAPOOHA HEMOCTATHYHOCT U XoJiecTa3a (U ABETE C MOTCHIIUATHO (paTajaeH u3X0/1), TOKCHYCH
XEIATHT, [IUTOJIMTHYEH XEIATHT, CMECEH LIUTOJUTHYEH/X0IECTATUYEH XEITaTHUT.

Paboomuonusa
HabmrogaBanu ca pefiku caydad Ha paOIOMHOJIK3a, HAKOM OT KOMTO MPH MpHJIaraHe Ha JSHATHIOMU
CBbC CTATHH.

Hapywenua na wumosuonama sicnesa
Cpo0LIaBaHy ca Cliydad Ha XUIIOTHPEOHAN3EM U CIIyYau HA XUIIEPTUPSOUTM3BM (BXK. Touka 4.4
Hapymienus Ha mUTOBHIHATA KJIE3a).

Peaxyus na akmugupane na mymopa u mymop-iusuc cuHOpom

B npoyuBanero NHL-007 TFR ce crobmasa mpu 19/146 (13,0%) ot marmeHTHTE B paMOTO Ha
neHaIuaoMu/putykcumad crpsimo 1/148 (0,7%) nanueHTy B paMoTo Ha rianedo/putykcumad.
[ToBeueto caydan Ha TFR (18 ot 19), crobIIeHN B paMOTO Ha JICHATUIOMU/PUTYKCUMA0, BE3HUKBAT
10 BpeMe Ha ITBPBHTE J[Ba LUKbBJIa Ha JedeHue. Enun namuent ¢ @JI B pamoTto Ha
neHaIuaoMu/putykcumad momydaBa TFR chOuTHe OT cTeneH 3 crnpsMo HUTO €IMH MallUeHT B paMOTO
Ha wrane6o/purykcumad. B mpoyusanero NHL-008 7/177 (4,0%) ot mammentute ¢ ®JI momywaBat
TFR; (3 cpoOrienus ca crerieH 1 1o Texect, a 4 choOIIeHHs ca cTerneH 2); kKaro 1 choOIIeHHEe ce cunTa
3a cepuo3Ho. B npoyuBanero NHL-007, TLS Bp3uukBa npu 2 namuent ¢ @JI (1,4%) B pamoTo Ha
JICHAJIMIOMU/PUTYKCUMA0 1 HE Bb3HUKBA MPU HUTO eluH nauueHTu ¢ ®JI B pamoTto Ha
Tane0o/puTykcuMal; HUTO €IMH OT JIBaMaTa MalueHTH He € uMa chOuTHe crereH 3 wium 4. TLS
Bb3HUKBA pu 1 nmanuent ¢ @JI (0,6%) B npoyuBanero NHL-008. ToBa eauHu4HO CHOUTHE €
OTIpeZIeNIEHO KaTo Cepruo3Ha Hexenana peakuus crerneH 3. B nmpoyuBanero NHL-007 auto enun
MAIMEHT HE ce Hajlara Ja MPeKbCBa TepanusTa ¢ JeHamnaoMun/purykcumad mopaau TFR wmm TLS.

Cmomawino-upeshu HapyuieHus

INo BpeMe Ha JieueHHETO ¢ JICHATUIOMH/] Ce ChOOIIaBa 32 CTOMAaIIHO-4peBHH nepdoparuu. CromalnHo-
4ypeBHHTE Nep(OPALMK MOTaT Jia JOBEAAT A0 CENTUYHH YCIOXKHEHHS M MOTaT /1a € aCOLIMUPAT C
(haTaneH u3xozx.

Cpo0l1aBaHe Ha TOI03UPAHU HEKEIIAHW PEaKIIUK

Cpo01aBaHeTo Ha NO/I03MPAHU HeXKeJIaHH Peakify CJIe/ pa3peliaBane 3a yroTpeda Ha JIeKapCTBeHHs
HPOIYKT € BaxKHO. ToBa MO3BOIISIBA 1A IPOIBDKH HAOIOACHHETO Ha CHOTHOILICHUETO MOJI3a/PHCK 32
JeKapcTBeHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIMAIUCTH CE M3KMCKBA Jla ChOOIIaBaT BCsKA IOJ03MpaHa
He)XeJIaHa PeaKiys uYpe3 HAlMOHAIHA CHCTEMa 3a ChOOIIaBaHe, I0COYCeHA B

Ipunoxenue V.

4.9 Ilpeno3upane

Hsma crienuduuer onuT B IEYSHUETO HA NPEA03UPaHe Ha JICHATUIOMHU/I TIPH NAILIUEHTH, BHIIPEKH Y€ B
IPOYYBAHMS 32 JJ030B AMAIIa30H HIAKOHM MAIMEHTH ca 0w excrionupanu 10 150 mg, a mpu €JHOI030BH
NPOYYBAaHUS HAKOM MAllMeHTH ca ekcronupanu 10 400 mg. Jlumutupaiiara 1o3ara TOKCUYHOCT B TE3U
MPOYyYBaHUs € OMJIa OCHOBHO XEMaTOJIOTUYHA. B ciyvaii Ha mpego3upaHe ce MpenopbyBa MOUIBPIKAIIO0
JCYCHHUE.

S. ®APMAKOJOT'MYHU CBOMCTBA
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5.1 ®apmakoJUHAMHYHH CBOIICTBa
dapmakorepaneBTudHa rpyna; JIpyru umynocynpecanti. ATC xox: L04AX04.

MexaHu3bpM Ha ACHCTBHE

JleHanuaOMuU ce CBBP3Ba TUPEKTHO ¢ LepednoH. Llepednon e kommnoneHT Ha KynuH-RING E3
YOWKBUTHHITUTA3€H CH3UMEH KOMIUIEKC, KOWTO BKJFOUBA CBBP3BAIUS YBpEa

Ha ne3okcuprdonykienHoBara kucenuna (JJHK) 6entek 1 (damage-binding protein 1, DDB1), kynmun 4
(cullin 4, CUL4) u perynatopa Ha kysmauTe 1 (regulator of cullins 1, Rocl). B xemonoetudnu KieTku
JICHAITUIOMUJT, CBBP3BAKKH ce C LiepeOIIoH, npuBimya cyoctpaTaute Oenthim Aiolos  Ikaros,
JTUMQOUTHU TPAHCKPHUITIIMOHHH (DAKTOPH; TOBA BOJM JIO TSIXHOTO YOUKBUTHHUPAHE H MOCIIEIBAIIO
pasrpaxkaaHe, KOeTo BOIH IO MPEKU IIUTOTOKCHYHH W HIMYHOMOYJIaTOPHU S(EKTH.

[Mo-crienmanto JeHATHIOMII HHXHOUpA TpoirdepanusaTa 1 HOBUIABa alloIT03aTa Ha ONpeIeIeHH
XEMOIOSTUYHU TYMOPHH KJIETKH (BKIFOUHTENIHO IIa3MeHnTe MM TyMOpHH KJIETKH, TYMOPHHUTE KJICTKU
Ha (oNHKyIapeH TUM(POM U TE€3U C JeTeIrsI Ha XpoMo3oMa 5), 3acHiIBa MEIUUPAHUS OT T-KIETKHUTE 1
ecrectBeHuTe Kietku youiu (NK) umynurer u nosuinasa 6pos Ha NK, T u NK T-knerkure.
KomOnHamsTa Ha JICHATMIOMHUT 1 PUTYKCUMa0 MOBUINABA aHTUTSIO-3aBUCHMATa KIEThUHA
uuToTokcn4HOCT (ADCC) u nupekTHaTa anonTo3a Ha TYMOPHHUTE KJIETKU Ha (QOMUKYIapHHUS JTUMEOM.
Mexanu3MbT Ha JeHCTBUE Ha JIEHAMIOMU] BKJIIOYBA U JOI'BJIHUTEIIHYU IEHCTBUSA KaTO
AQHTUAHTUOTEHHHU U MIPOEPUTPOIIOETUYHH CBOICTBA. JIeHanmnIoMu g nHXUOUpa aHruoreHes3ara upe3
OJI0KMpaHe Ha MUTPaIMATA M aIXe3UsATa Ha CHAOTECIHUTE KICTKH U (POPMHUPAHETO Ha MUKPOCHIOBE,
3acIiIBa MPOyKIHsTa Ha (etaneH xemoriioonH ot CD34+ XxeMaTomoeTHIHNUTE CTBOJIOBH KIICTKU H
UHXHOHMpa MPOIYKIHATa Ha MponH¢amatopHu nuTokuau (Hanp. TNF-a u IL-6) or MoHOIIMTHTE.

Kinanuna edukacHocT u 0€301aCHOCT

EduxacHocTTa 1 6€301acHOCTTa Ha JICHATUIOMUJ] Ca OLICHEHH B IIIECT Mpoy4BaHus ¢asza 3 mpu
HOBOJIUATHOCTUIIMPAH MYJITHILICH MHEJIOM U B IBE IpOy4YBaHus (a3a 3 IpH peruIBHPAIL
pedpakTepeH MyITHILIEH MUETIOM U eqHO (asza 3 muttoc enHo ¢aza 36 npoyuBane npu nHXJI, kakro e
OITUCAHO TIO-TI0JTy.

HOGO()MCZZHOCH’IMMMI?CZH MYJAMUNJIEeH MUueiom

- IHoxbprkallio JIeyeHHe C JISHAJUIOMU IIPU IarrenTH, nouiokenn Ha ATCK

EdukacHocTTa 1 6€30macHOCTTa Ha MOAIBPIKAILO JICUEHHE C JICHATUIOMH/ € OLICHEHO B JIBE
MHOTOILIEHTPOBH, PaHIOMH3HPAHH, ABOHHOCIIENH IIPOy4YBaHus (aza 3, ¢ 2 paMeHa, napajeaHo TIPYIOBH,
mane6o-kouTponupanu npoyusanus: CALGB 100104 u IFM 2005-02.

CALGB 100104
[Momxoxsmy ca MaIMeHTH Ha Bb3pacT Mexxay 18 u 70 romuHu ¢ aktuBeH MM Hanarain JieueHue U 0e3
MPEeNX0HA MPOTPECHUs CIIE]] HAUYaIHO JIEUEHNE.

[NanuenTture ca pangomMusupanu B cboTHomeHue 1:1 B pamkute Ha 90-100 nuu cnex ATCK 3a
TTOJUTHPIKAIIIO JICUSHHE WITH C JICHATMIOMHU/I, Wi ¢ miane6o. [Momaspkamara no3a e 10 mg Beqabx
JTHEBHO B THU 1-28 B moBTapsimu ce 28-IHEeBHU IIUKIH (C MMOBUIIaBaHe A0 15 mg BeHBK JTHEBHO ciel| 3
Mecelia MpH JIMICa Ha OTpaHryaBalla J103aTa TOKCHYHOCT), KaTO JICYEHHETO MPOIbJKaBA JI0
rporpecusita Ha Ooecrra.

[IbpBHYHATA KpaifHa TOYKA 332 e(h)UKACHOCT B TIPOYUBAHETO € pexkuBsieMocT 0e3 mporpecus (I1BIT) ot
PaHIIOMU3UPAHETO JI0 JIaTaTa Ha MPOTPECHUs I CMBPT, B 3aBUCIMOCT OT TOBa KOE C€ CIIy4YH IIbPBO; B
MPOYYBAHETO KpaiiHaTa TOYKA 3a 0011 PEKUBIEMOCT HE € OMII0 Bh3MOXKHO 1a ce orieHu. O6mmo 460
MAIMEeHTH ca paHaoMu3upanu: 231 nalueHTH Ha IeHaTuIoMu U 229 nanueHTy Ha miane6o.
Jemorpadckute u CBbp3aHHUTE ¢ OOIECTTa XAPAKTEPUCTHUKH ca OaaHCUPaHH MEXY JBETE TPYIIH.

IpoyuBaHeTo € pa3cieneHo ciell Npenopbka Ha KOMUTETa HaOMI0AaBall JaHHUTE, Clie]] KaTo €
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IpeMMHAaTa IPpaHMIaTa 3a MPEABAPUTEIHO IUIaHupaHus MexuHeH ananu3 Ha [1BI1. Crex
pa3ciensBaHeTO Ha MAIMeHTHTE B TPyIaTa Ha Ianedo ce pa3peliaBa Ja IPEeMIHAT Ha JICHATHIOMHA
Ipeau NporpecupaHe Ha 0onecTra.

Pesynrarure 3a [1BI1 npu pa3cnensiBaHeTo, clie/ MPEABAPUTEITHO TNIAHUPAHUS MEKIUHEH aHAIIN3, TIPU
JlaTa Ha 3aKiIrouBaHe Ha gaHHuTe 17 nekemspu 2009 r. (15,5 mecena npocnenssane), mokassa 62%
HaMaJleHHe Ha pUCKa OT MPOrpecus Ha 3a00JIIBaHETO WM CMBPT B Moj3a Ha eHamuaomun (HR = 0,38;
95% AN 0,27; 0,54; p <0,001). Menuanara Ha obmata [1BI1 e 33,9 mecena (95% AU NE, NE) B
pamoto Ha neHanugomun cpemry 19,0 mecera (95% AU 16,2; 25,6) B pamoTo Ha miane6o.

ITom3ara o otHomenune Ha [1BI1 ce HabmroxaBa kakTo B moArpynara nanueHTy ¢ [10, taka u B
MOArpymnara nauueHTu, kouto He mocrurat [10.

B Tabnumna 5 ca npeAcTaBeHU pe3yATaTUTE 3a IPOYUYBAHETO C 1aTa HA 3aKJII0UYBAaHE HA AaHHUTE |
¢espyapu 2016 T.

Tabauna 5: Pesrome Ha 001IUTe JAaHHU 32 e(PUKACHOCT

Jlenamumomun ITnaue6o
(N =231) (N =229)
Ouenena ot usciaenonarens IIBIT
Menuana® Ha Bpemero Ha IIBI1, B Mmecerm (95% JN)° 56,9 (41,9, 71,7) | 29,4 (20,7, 35,5)
HR [95% JAU]*; ¢ p-cToliHOCT" 0,61 (0,48, 0,76), <0,001
I1BI12*
Menunanaa Ha spemeto Ha [IBII2, B mecenn (95% I[I/I)ﬁ 80,2 (63,3,101,8) | 52,8 (41,3, 64,0)
HR [95% JJU]® ; p-cToliHOCT" 0,61 (0,48, 0,78); <0,001
00112 npe;XUBAEMOCT
Menuana® Ha Bpemeto Ha OIT, mecemu (95% JU)° 111,0 (101,8, NE) (84,2 (71,0, 102,7)
UectoTa Ha §-ronnmna npexussiemoct,% (SE) 60,9 (3,78) 44.6 (3,98)
HR [95% JJU]® ; p-croiiHocT 0,61 (0,46, 0,81); <0,001
IpocsensiBane
Menunana® (MAH, MaKc), MECEIIU: BCUYKHU TPESIKUBEIIH 81,9 (0,0, 119,8) | 81,0 (4,1, 119,5)
MalyueHTH

JI1 = nosepuTenen unatepsar; HR = koepuuueHT Ha prucka; Makc = MakcumyM; MuH = MuHUMYM; NE = He e onpeneneno; OIl = o6ma
npexxussiemoct; [1BI1 = npexussiemMoct 6e3 mporpecus;

a Menuanata e Ha 6a3a onpeneinste o Kaplan-Meier.

695% JIU 3a MenuaHara.

» Ha Ga3ara Ha mozesia Ha COX 3a MPOMOPLMOHATHOCT HA PUCKA, CPABHSBAIL PUCKOBHUTE (YHKIMH, CBbP3aHH C IIOCOYECHHUTE TPYIH HA JCUYCHHUE.
" p-cToiHOCTTa ¢ Ha 6a3ara Ha HecTpaTH(UIUPAH JOrapUTMHYEH PAHIOB TECT Ha pa3nukuTe B KpuBuTe Ha Kaplan-Meier Mex 1y mocoueHute
pamMeHa Ha JIeueHue.

A ExcrutoparopHa kpaiina Touka (ITBI12). Jlenannmomun, mogydeH oT y4acTHHULUTE B pAMOTO Ha I11are0o, NpeMUHAIN KbM aKTHBHO JICUCHHE
clie]] pa3cleIsiBaHeTo, He Ce CUMTA 3a JICYSHHE OT BTOPA JIMHHUS.

¢ Menuana Ha npociensBaneto cie ATCK 3a BCHUKH MPEKHBENH YIaCTHULIM.

T'pannum 3a nannure: 17 gex. 2009 r. u 01 ¢es. 2016 T.

IFM 2005-02

IMoaxonsaum ca nanyeHTy Ha Bb3pacT < 65 TOAWHM NpU AUAarHOCTUIMpaHeTo, noqioxkenn Ha ATCK n
MMOCTUTHAII HA-MaJIKO CTAOWJIEH TeparieBTHUEH OTTOBOP KbM MOMEHTA Ha XEMaTOJIOTHIHO
BBb3CTaHOBsIBaHe. [lanMeHTuTe ca paHIoMU3UpaHu B ChOTHOIIEHUE 1:1 3a MOgABpIKaIIo JIEYeHHE WIH C
JICHATTHIOMUIL, WITH ¢ Tutane6o (10 mg BeHBX THEBHO B THH 1-28 Ha MOBTAPSIIIH ce 28-THEBHH MK
¢ ToBHIIIEHHE 10 15 mg BeAHBXK AHEBHO Clie] 3 Mecella IpU OTChCTBUE HAa TOKCUYHOCT, BOJEIIA A0
orpaHuyYaBaHe Ha J103aTa) cjej 2 Kypca Ha KOHCOJMAANus ¢ JeHanuaoMua (25 mg/nex, aam 1-21 ot 28-
JTHEBEH ITUKDI). JIeYeHHeTo e ciieaBalio Aa MpOIBJDKH JI0 MPOrpecus Ha 3a00JIIBaHETO.

ITepBuuHaTa kpaiina Touka e [1BI1, onpeneneHa oT paHJOMU3UPAHETO JI0 JIaTaTa Ha MPOTPECUsT WITH
CMBPT, KOETO CE CIIYYH ITBPBO; B IPOYYBAHETO KpaliHaTa TOYKa 3a 00I11a PEKUBSIEMOCT He OHII0
BB3MOXKHO J1a ce orieHu. Pannomusupanu ca oomio 614 narmentu: 307 nanueHTH Ha JICHATHIOMHUT 1
307 manpeHnTy Ha 1miane0o.

HpquBaHeTo € pasCiICICHO CJIe MPEeopPbKa HAa KOMUTETA Ha6JHO)Z[aBaHI JAaHHUTE, CJICI KaTo €
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IpeMMHaTa IPaHMIATa 3a MPeABAPUTEIHO IUIaHUpaHus MexuHeH aHaiau3 Ha [1BI1. Crnen
pascIensIBaHeTO Ha MAIMEHTHTE Ha IUTare0o He ce pa3peliaBa Ja IPEMHIHAT Ha JICHATHIOMU TIPeIn
nporpecupaHe Ha 6osectta. PaMoTo Ha IeHaTUIOMUA CIIUpa Je4eHHe, KaTo MPOAaKTHBHA MApKa 3a
0e30MacHOCT, Clie]l KaTo € YCTaHOBEHO HapylnaBaHe Ha Oananca Ha BII33 (Bxk. Touka 4.4).

Pesynrarute 3a I1BII npu pa3cnenssaHeTo, e NpeiBapUTEIHO IUIAHUPAaH MEXIMHEH aHalu3, Ipu
Jata Ha 3akmouBaHe Ha nanHute 7 tomm 2010 1. (31,4 mecena npocneasiBane) mokassar 48% cHibkeHue
Ha PUCKa B M0JI3a Ha JICHAJMIOMHU/I [0 OTHOIIEHHE Mporpecupane Ha 6onectra win cMbpT (HR =0,52;
95% 11 0,41; 0,66; p <0,001). Meauanara na o6mara [1BII e 40,1 mecena (95% U 35,7; 42,4) B
pamoTo Ha JeHaauaoMu/ cpenry 22,8 mecena (95% AN 20,7; 27,) B pamoTo Ha 1uiane0o.

[Ton3ata mo otHomenue Ha [1BI1 e mo-manka B moarpynata nanuentu ¢ [10, B cpaBHeHUe ¢ moArpymnarta
MarueHTH, KouTo He mocturat I10.

Axrtyammsupanara [1BI1, npu nata Ha 3akirouBane Ha gaHHuTe 1 deBpyapu 2016 1. (96,7 mecena
IpocieisBaHe) MpoAbKaBa Jia oka3Ba npeauMmctBo o otHowmenue Ha [IBIT: HR = 0,57 (95% AU
0,47; 0,68;

p <0,001). Menuanara Ha obmiara I1BI1 e 44,4 mecena (39,6; 52,2) B paMOTO Ha JICHATHIOMHU/] CPEIILY
23,8 mecena (95% AU 21,2; 27,3) B pamoto Ha miane6o. 3a [1BI12, nabnronaBanust HR e 0,80 (95%
1 0,66; 0,98; p = 0,026) 3a tenanmuaomMu cripsamo mianedo. Mennanara 3a obmata [1BI12 e 69,9
Mmecena (95% U 58,1; 80,0) B pamoTo Ha jeHanuaomMun cpemy 58,4 meceua (95% AU 51,1; 65,0) B
pamoto Ha miare6o. 3a OIl, nadnronasanuat HR e 0,90 (95% 1M1 0,72; 1,13; p=10,355) 3a
JCHAMIOMUJL CIPsIMO Tuiare6o. Memuanata Ha BpeMeTo Ha obmiara npexussiemoct e 105,9 mecena
(95% 1 88,8, NE) B pamoto Ha eHanmuaomu cpenty 88,1 mecena (95% /1A 80,7; 108,4) B pamoTo Ha
miane6o.

- Jlenanuaomu B KOMOMHAIHS ¢ 60DT630MI/I6 1 ACKCAMCTAa30H IIPpH NalMCHTH, KOUTO HC Ca
OOAXO0AAIIH 3a TPpaHCIIJIaHTalMs Ha CTBOJOBU KJIICTKH

[MpoyuBanero SWOG S0777 onensiBa 100aBsHETO Ha 6OPTE30MUO KbM OCHOBA OT JICHATMIOMU/ U
JIeKCaMeTa30H KaTo HAYaJIHO JIeYeHHeE, MOCIEeBAHO OT MPOABIDKUTENHO MpuiiokeHne Ha Rd 1o
nporpecus Ha 3a00JSIBAHETO, IPH NAMCHTH C HEIEKYBaH 10 MOMEHTA MYJITHIDICH MUEIIOM, KOUTO WITH
He ca HOJXO/SIIIN 33 TPAHCIUIAHTALIMS, WK Ca MOJXOSIIH 32 TPAHCIUIAHTaIuMs, 0e3 1a ce MpeIBIKIa
HETOCPECTBCHA TPAHCILIAHTAITHSL.

[TarpieHTUTE B PAaMOTO HA JICHATUIOMU I, O00pTe30Mub 1 nekcamera3od (RVd) momydaBar JieHaTMAOMU
25 mg/nien nepopaiHo B gHuUTE 1-14, nHTpaBeHo3Ho 6opresomu6 1,3 mg/m” B auute 1,4, 8 u 11u
nexcamerazoH 20 mg/nen nepopanHo B gaute 1,2, 4,5, 8,9, 11 u 12 ot nosrapsmu ce 21- qHEBHA
UMK B IPOJBIDKEHHE HA MAaKCUMYM oceM 2 1-1HeBHM 1UKbIa (24 cenmuiy). [lanneHTrTe B paMoTo Ha
neHamuIoMu 1 JekcameraszoH (Rd) moiydasar sieHanmaoMua 25 mg/neH nepopaiHo B gaute 1-21 n
nekcamerazoH 40 mg/nen nepopaiiHo B gaute 1, 8, 15 1 22 or noBTapsnm ce 28-1HEBHU IUKIIH B
MPOABIDKEHNE HA MAKCUMYM TIecT 28-THEBHU UKbBIA (24 cenmuiiy). [laneHTHTe U B IBETE paMeHa
MPOABJDKABAT Ja mpuemar Rd: neHamumomu 25 mg/neH nepopaiiHo B gaute 1-21 U gekcamMeTa3oH

40 mg/nen nepopanHo B gaute 1, 8, 15 1 22 o1 moBTapsmu ce 28-THEBHU IUKIIH.

Jledenunero MpobKaBa JI0 MPOrPecHs Ha 3a00JISIBAHETO.

[IppBUYHATA KpaifHa TOYKA 332 e(hUKACHOCT B MPOYYBAHETO € MpexuBsieMoct 0e3 nporpecus ([1BI1).
O061mmo 523 manueHTH ca BKIIOYEHHU B IIPOYUYBaHETO, KaTo 263 marueHTy ca panaoMusupasu Ha RVd u
260 nmareHTH ca pangomusupand Ha Rd. Jlemorpadckute XapakTepUCTHKH U CBBP3aHUTE ChC
3a00JIIBAHETO XaPAKTEPUCTUKU HA U3XOAHOTO HUBO ca J00pe OalaHCUpaHU MEXAY paMeHara.

Pesynrarute 3a I1BI1, onenenn ot IRAC, mo BpemeTo Ha MbPBUYHUS aHAIIU3, TIPY JaTa HA 3aKIFOYBAHE
Ha nanHuTe 05 HoemBpu 2015 r. (50,6 Mecema nipociensBane), moka3saT 24% MOHWKEHUE HA PUCKA OT
porpecus Ha 3a00JIIBaHeTO Wi cMBPT B moyiza Ha RVd (HR = 0,76; 95% 11 0,61; 0,94; p =0,010).
Menuanara Ha oomata I1BI1 e 42,5 mecena (95% AU 34,0; 54,8) B pamoto Ha RVd cmpsimo 29,9
Mmecena (95% JIN 25,6; 38,2) B pamoro Ha Rd. [lonzara ce HaGmoaBa HE3aBUCUMO JaJIH MAIIMEHTHTE ca
MOJIXOISAIIN WK HE 33 TPAHCIUIAHTAIMA Ha CTBOJIOBU KJIETKH.
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PesynTarurte 0T nmpoyuyBaHeTO NpH JaTa Ha 3akmouBaHe Ha qaHHuTe 01 nexemspu 2016 r., KbICTO
Me/IMaHaTa Ha BPEMETO 3a MPOoCIIeIiBaHe Ha BCUYKH IIPEXMUBENN MalueHTH € 69,0 Mecena, ca 1aleHn B
Tabmuua 6. ITon3ara ¢ mpeaumctso 3a RVd ce HaOmoqaBa He3aBUCHMO ATl MAlUEHTUTE ca
HNOAXOAALIM UM HE 33 TPAHCIIAHTALMS] HA CTBOJIOBH KJIETKH.

Tabauna 6. Pe3rome Ha o01uTe 1aHHM 32 eUKACHOCT

Hauanno jieuenue
RVd Rd
(3-cexMuyHM UMKIUA | (4-CEIMUYHU HUKIH
x 8) X 6)
(N =263) (N =260)
IBII, onenena ot IRAC (mecenn)
MenglaHa“ Ha BpemeTo Ha [1bI1, mecenu (95% 41,7 (33,1; 51,5) 29,7 (24,2; 37,8)
AN)
HR [95% JAN]®; p-cToitHOCT 0,76 (0,62; 0,94); 0,010
O0ma npe:xxuBsieMocT (Mecenu)
Menuana® Ha Bpemeto Ha OI1, mecenu (95% JN)° 89,1 (76,1; NE) | 67,2 (58,4; 90,8)
HR [95% JAN]®; p-cToitHOCT 0,72 (0,56; 0,94); 0,013
Otrosop — n (%)
061 otrosop: 110, MIHO unu HO 199 (75,7) 170 (65,4)
> M40 153 (58,2) 83 (31,9)
IIpocnensiBane (Mecenu)
Menanana” (MUH, Makc): BCHUKH MAI[IEHTH | 61,6 (0,2;99,4) | 59,4 (0,4; 99,1)

JIN = nosepureineH nutepsain; HR = koeuieHT Ha pUCK; MaKc = MakcuMyM; MuH = MuHEMYM; NE = He Moxe aa ce onpenenu; OIl = obuia
npexusemoct; I1BI1 = npexussemoct 6e3 nporpecusi.

2 Menuanara ce 6a3supa BbpXy u3uncienue no Kaplan-Meier.

6 Isyctpanen 95% JIU 3a MeuaHarta Ha BPEMETO.

* Ha 6a3aTa Ha HecTpaTuduMpanus Mojen Ha Cox 3a IPONOPIHOHATHOCT Ha PUCKA, CPaBHsABAIL PUCKOBHTE QYHKIIMH, CBBP3aHU C IPYIHTE 32
neyenue (RVd:Rd).

" p-cTOHHOCTTA € Ha 6a3aTa Ha HecTpaTH(UIUMPAH JOTapUTMUUYEH PAHTOB TECT. 1 MenaHaTa Ha IPOC/IeIsIBAHETO € U34YUCIIEHA OT JIaTaTa Ha
pangomu3anuaTa. Jlara Ha 3axmouBaHe Ha gaHHUTe = 01 nexemBpu 2016 1.

Axktyanusupanure pe3yatatu 3a OIl npu nata Ha 3akmouBaHe Ha ganHute 01 mait 2018 1.

(84,2 meceria MmeTnaHa Ha TIpOCIIeIsSIBaHE 32 MPEKHUBEIUTE MAIMEHTH) MPOIBIDKABAT J]a TOKa3BaT
npeaumctBo npu OIT B mon3a va RVd: HR = 0,73 (95% AN 0,57; 0,94; p=0,014). [lenbT Ha KUBUTE
nanueHTH cies 7 ronunu € 54,7% B pamoto Ha RVd cnipsmo 44,7% B pamoto Ha Rd.

- JleHanuaomMua B KOMOWHAIIUS C JACKCAMETAa30H IMpH ManrnueHTH, KOUTO HE €Ca NOAXOAAIIH 3a
TpaHCIUIAHTAIIMA Ha CTBOJIOBHU KJIICTKH

Be3omacHocTTa M €(pMKaCHOCTTA Ha JEHAIMIOMH Ca OIICHEH! B €IJHO, MHOTOIICHTPOBO,
paHIOMHU3UpPAHO, OTKpHUTO IpoyuBaHe (aza 3 (MM-020), ¢ 3 pameHa, IpH MANKUECHTH, KOUTO Ca Haii-
MAaJIKO Ha 65-TOJIMIITHA BH3PACT UM MO-Bh3PACTHU WIIH, aKO ca MO-MJIaJId OT 65-TOAMIITHA BB3pacT, He
ca KaHIUJIATH 32 TPAHCIUTAHTALUS Ha CTBOJIOBU KJIETKH, THH KaTo ca OTKa3ajH Jia Ce MOUIOKAT Ha
TpaHCIUIAHTAIMS Ha CTBOJIOBU KJICTKH WJIM TPAHCIUTAHTAIIMS Ha CTBOJIOBU KJIETKH HE € Bh3MOXKHA 32
MaIyenHTa mopaay (GUHaHCOBa Wi apyra npuanHa. [IpoyuBanero (MM-020) cpaBHsBa JICHATMIOMU U
nexcameta3oH (Rd), maBanu 3a 2 paziauyHu MO TPOIBIKUTENIHOCT IEPHOIa OT BpeMe (T.e. 10
nporpecupaio 3adossBane [Pamo Ha Rd] mnm 1o ocemHanecet 28-1HeBHY MKbIA [72 ceqmuiu, Pamo
Ha Rd18]), ¢ mendanan, npeaanszon u tanuaomun (MPT) 3a makcumyMm oT 1BaHazneceT 42-IHEBHU
mukbia (72 ceqymunn). [amuenture ca panmomusupanu (1:1:1) B 1 ot 3-Te pamena 3a JicueHwue.
[TanmenTtuTe ca cTpaTU(PHUUUPAHU PU PaHAOMHU3UPAHETO MO Bh3pacT (<75 cupsamo >75 roauHH),
cramuit (ISS craguu [ u Il cipsmo cranuii I1) u o cTpana.

[Tanmenture B pamenara Ha Rd u Rd18 ca mpuemanu neHanumomus 25 mg BEAHBK JHEBHO B THU OT 1-
BH 710 21-BU OT 28-THEBHUTE MUKJIA B CHOTBETCTBHE C PAMOTO M0 npoTokouna. Jlekcamerazon 40 mg e
JIaBaH BEIHBXK JTHEBHO HA 1-Bu, 8-Mu, 15-Tk 1 22-u IeH OT Bceku 28-IHEBEH 1IUKLI. HauanHara no3a u
cxemarta 3a Rd n Rd18 ca agantupanu B ChOTBETCTBHE C Bh3pacTTa ¥ ObOpeuHaTa QyHKIHA (BK. TOYKA
4.2). IlauueHtuTe >75 TOAWHY MOTyYaBar 103a JekcameTa3oH ot 20 mg BeJHBXK JAHEBHO HA 1- BH, §-
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MU, 15-T1 11 22-¥1 JIeH OT BCeKr 28-HEeBEH LMKBJI. BCHUKM MallMeHTH MOJTyYaBaT IpOQHIaKTHYHO
AQHTHUKOATyJIaHTHA Tepanus (HICKOMOJEKYJICH XeIapyH, Bap(apuH, XenapyH, HICKa 1032 aCHHUPHH) 110

BpEME Ha IPOYYBAHECTO.

[IppBrYHaTa KpaiiHa TOYKa 32 €(PUKACHOCT B IPOYUYBAHETO € IpexuBsieMocT 0e3 nporpecus (I1BI1).
0610 1623 manueHTH ca BKIIIOYEHH B IPOYYBAHETO, KaTo 535 MalMeHTH ca paHaoMu3upany Ha Rd,
541 nauueHtr ca pangoMusupanu Ha Rd18 u 547 marnuenTu ca pangomusupand Ha MPT.
JeMorpadckuTe JaHHU U CBBP3aHUTE ChC 3a00JISIBAHETO HAYATHH XapaKTCPUCTUKY Ha MAI[EHTUTE ca
no0Ope OanmaHcupaHu u B 3-Te pameHa. Kato 15110, yyacTHHIIUTE B TPOYYBAHETO MMAT 3a00IIsIBaHE B
HaTpeJHaN CTaJuii: OT o0IaTa nomynamnus B npoyusaneTo 41% umat ISS craauii 111, 9% umar Texka
0BOpevHa HeJoCTaThYHOCT (KpeaTnHUHOB KimpbhHC [CLer] < 30 ml/min). MenuanaTta Ha Bb3pactra €

73 u B 3-Te pameHa.

B Tabnuua 7 ca npeacraBeH pe3yiITaTUTE OT IPOYUBAHETO MPU €IWH aKTyanu3upaH aHanus Ha [1BI],
ITBI12 u o6mata npeskuBsemoct (OI) ¢ nara Ha 3axmouBane 3 Mapt 2014 ., KbJIETO Me/IMaHAaTa Ha
BpPEMETO 3a Ipociie/iiBaHe Ha BCUYKHU IPEXUBENN MalueHTy e 45,5 mecena:

Ta6auna 7. Pe3rome Ha 1aHHNTE 32 0011aTa ePUKACHOCT

Rd
(N = 535)

Rd18
(N =541)

MPT
(N =547)

Ouenena ot n3caenosarens IIBIT

Menuana® va Bpemero a0 [1BI1, meceru
(95% JAN)°

26,0 (20,7; 29,7)

21,0 (19,7; 22.,4)

21,9 (19,8; 23.,9)

KP [95% U]®; p-cToitHOCT

Rd crip. MPT 0,69 (0,59; 0,80); <0,001

Rd crip. Rd18 0,71 (0,61; 0,83); <0,001

Rd18 crip. MPT 0,99 (0,86; 1,14); 0,866
neI2” (Mecenn)

Menuana® Ha Bpemeto a0 [1BI12, mecernu
(95% aN)°

42,9 (38,1; 47,4)

40,0 (36,2; 44.2)

35,0 (30,4; 37,8)

KP [95% AU]*; p-cToitHOCT

Rd crip. MPT

0,74 (0,63; 0,86); <0,001

Rd crip. Rd18

0,92 (0,78; 1,08); 0,316

Rd18 cip. MPT

0,80 (0,69; 0,93); 0,004

OO6ma npexxuBsieMocT (MeceIn)

Menuana Ha Bpemeto a0° OIl, mecenu (95%

An)°

58,9 (56,0, NE)

56,7 (50,1, NE)

48,5 (44,2; 52,0)

KP [95% JAN]?; p-croitHOCT

Rd crip. MPT

0,75 (0,62; 0,90); 0,002

Rd cmp. Rd18

0,91 (0,75; 1,09); 0,305

Rd18 cip. MPT

0,83 (0,69; 0,99); 0,034

[TpocnensiBane (Mecerm)

Meanana® (min, max): BCHUKH TAllMEHTH

40,8 (0,0; 65,9)

40,1 (0,4; 65,7)

38,7 (0,0; 64,2)

OTtroBop Ha mueaoma™ n (%)

10 81 (15,1) 77 (14,2) 51(9,3)

MJTYO 152 (28,4) 154 (28,5) 103 (18,8)
90 169 (31,6) 166 (30,7) 187 (34,2)
061 otrosop: 10, MJTUO miu 4O 402 (75,1) 397 (73.4) 341 (62.3)

ITpoaBLIKMTETHOCT HA OTTOBOPA
(meceuu)’

Memuana® (95% JU)°

35,0 (27.9; 43.4)

22,1 (20,3; 24.0)

22,3 (20,2; 24.9)

AMT = antumuenomua tepanust; IV = noBepurenen unrepsai; [10 = mbieH orroBop; d = HUcKa 103a Aekcamera3oH; KP = koeduimeHr Ha
pucka; IMWG = International Myeloma Working group; IRAC = Independent Response Adjudication Committee; M = mencdanan; max =
MakcuMyM; min = MmuaumMyM; NE = He Moske fa 6bae nsuucneno; OIT = obia npexusseMocT; P = npeaHu3on;
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TIBIT = npexussiemoct 6e3 nporpecusi; YO = yactuueH otroBop; R = nenanunomun; Rd = Rd, naBan 10 1oKyMeHTHpaHe Ha IPOrpecHpanio
3a0onsaBane; Rd18 = Rd, naBan 3a < 18 uuxsia; CI'=crannaprsa rpemka; T = Tamunomun; MIHO = MHOTo 106Bp YaCTHYEH OTTOBOP; CIIp =
CHPSIMO.

@ Menuanara e 6a3upana BbpXy oueHkara o Kaplan-Meier.

695%-nusat 1N 3a Mmeauanara.

® Ha Gasara Ha MoJena Ha CoX 3a IPONOPLMOHAIHOCT Ha PUCKa, CPABHSBALL PUCKOBUTE (hyHKIIMH, CBBP3aHH C TOCOYCHUTE paMeHa Ha
JIeYeHHue.

T p-cToiHOCTTa € Oa3upaHa BbpXy HectpaTuuuupanus log-rank Tect Ha pa3nuuus B kpuata Ha Kaplan-Meier Mexy oco4eHHTE paMeHa Ha
JIeYEHHUE.

A eKCIUIOpaTopHa Kpaiina Touka (ITBI12)

¢ MeauaHaTa € yHUBapuaTHaTa CTATHCTHKA €3 KOPEKIMHU 3a OTCTpaHsBaHe.

* Haii-nobpara 1ajieHa OLeHKa Ha OTTOBOpa MO BpeMe Ha (ha3aTta Ha Je4eHHe OT NPOYYBAHETO (32 JeUHUINK HA BCSIKA KATETOPHS OTTOBOPH,
Jlara 3a 3akmouBaHe Ha faHHHATE = 24 Mait 2013 1.).

3 JlaTa 3a 3aKJiouBaHe Ha JaHHHTE 24 Mait 2013 T.

- JleHanmmaomug B KOM6I/IHaL[I/IH C Mend)anaH U IIPEAHU30H, IMOCJICABAHH OT NOJAbpKAaIla Teparusd
Opy HTannueHTH, KOMTO €4 HCMOAXOJAIIH 3a TPAHCILIaAHTaIlWA

BezomacHocTTa M e(hUKaCHOCTTA Ha JICHATUIOMHT Ca OI[CHEH! B €THO MHOTOIICHTPORBO,
PaHIOMM3HPAHO, TBOHHOCIANO MpoyuBaHe (aza 3 ¢ 3 pamena (MM-015) npu nanueHTH, KOUTO ca Ha
65-roaumiHa BB3paCT WM O-BB3PACTHH M UMAT cepyMeH kpeaTtnHuH < 2,5 mg/dl. IIpoy4uBanero
CpaBHsBA JICHATMIOMH/] B KOMOMHAIHA ¢ MeTdanal u npeann3on (MPR) ¢ nwim 6e3 monabpikaina
Tepanus C JICHAIUIOMH/ 10 TIPOTPecHsl Ha 3a00JITBAHETO ¢ Ta3H ¢ MeldaliaH U MPEAHU30H 3a
MakcuMyM 9 nukbia. [lanmenTute ca panaoMu3upanu B choTHomieHue 1:1:1 B eano ot 3 pamena 3a
nedenue. [lanmeHTHTE ca cTpaTUGHUIMPAHU TIPU PaHIOMH3ALIUATA IO BB3pacT (< 75 crp. > 75 roAuHN)
u craauii (ISS; cramuu [ u 11 cnp. crapwit I1I).

ToBa npoy4BaHe H3cieIBa MPHUIOKESHHETO Ha KoMOrHNpaHa Tepanus or MPR (mendanan 0,18 mg/kg
NepopaHo Ha 1-BU 10 4-TH JIeH OT MOBTapALIH ce 28-THEBHU IUKIIH; IPeaHU30H 2 mg/Kg mepopaiHo
Ha 1-BU 110 4-TH JIeH OT MOBTAPSIIY ce 28-THEBHHU UK | JIeHaaoMua 10 mg/neH nepopaiHo Ha 1-
BU 10 21-BU JIeH OT MOBTapALIM ce 28-JHEBHHU 1IMKIIN) KaTO BbBEXAIla TEpaIisl 32 MaKCUMyM 9
UKbIa. [areHTrTe, KOUTO 3aBbpIIaT 9 IMUKbIA WM KOUTO HE Ca B ChCTOSIHUE JIa 3aBBpIIAT 9 IUKbIA
TOpaJI HETIOHOCUMOCT, IIPEMUHABAT Ha MO IbpKAINa TepaIusl, 3aMo4YBaiky ¢ JeHamuaomua 10 mg
niepopaitHo Ha 1-Bu 710 21-1 JieH OT MOBTapsIIy ce 28-IHEBHU IUKIIU JI0 MPOTrpecus Ha 3a00JsBaHETO.

[IppBHuHaTa KpaifHa TOYKa 32 €(PUKACHOCT B IPOYUYBAHETO € MpexuBsemMocT 6e3 nporpecus (I1BI1).
00610 459 manyenTy ca BKIIIOYEHH B MPOYYBAHETO, KaTo 152 manuenTy ca paHIoMU3UpaHd Ha

MPR+R, 153 nauumentu ca pangomusupanu Ha MPR+p u 154 nanuentu ca pangomusupanu Ha MPp+p.
JeMorpadcknTe JaHHH B CBEP3aHUTE ChC 3a00JIBAHETO XaPAKTEPUCTUKH HA MAIIMCHTUTE HA H3XOIHOTO
HHBO ca 100pe OallaHCHpaHU U B 3-Te paMeHa; 3a 0TOesI3BaHe e, ue npuoausurento 50% ot
MAIMEHTHTE, BKJIIOYEHN BBB BCAKO paMo, UMaT CIIeTHUTE XapakTepucTuky; ISS cramuii 111 n
KpeaTHHUHOB KIUpBHC < 60 ml/min. Meauanara Ha Bb3pactTa € 71B pameHara Ha MPR+R u MPR+p u
72 B pamoto Ha MPp+p.

B enun ananus na I1BI1, T1BI12, OII ¢ nata Ha 3axmouBane Ha nanHuTe anpui 2013 r., mpu KoTo
MeuaHaTa Ha BpEMETO Ha MpOoCIesiBaHe 32 BCHUKH ITPEKUBETH MAalMeHTH € 62,4 Mecela, pe3yiTaTure

OT NPOYYBAHETO ca MpeacTaBeHu B Tabnuma 8.

Tabauua 8. Pe3rome Ha JaHHUTe 32 00IaTA ePUKACHOCT

MPR+R MPR+p MPp +p
(N = 152) (N = 153) (N = 154)

Onenena ot uzcaenonarens IIBIT
(Mecenn)

Mennana® Ha Bpemero jo I1BI1; mecertn | 27,4 (21,3; 35,0) | 14,3 (13,2; 15,7) | 13,1 (12,0; 14,8)
(95% JIN)

KP [95% JIU]°; p-cToiiHOCT

MPR+R cnp, MPp+p 0,37 (0,27; 0,50); <0,001
MPR+R crp, MPR+p 0,47 (0,35; 0,65); <0,001
MPR+p crip, MPp +p 0,78 (0,60; 1,01); 0,059

MBI2 (vecenn)s
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Menuana® [1BI1 Ha Bpemerto no [1BI12;
Mmecen (95% JAN)

39,7 (29,2; 48.4)

27,8 (23,1; 33,1)] 28,8 (24,3; 33.8)

KP [95% JIU]c; p-cToliHOCT

MPR+R cnp, MPp+p

0,70 (0,54; 0,92); 0,009

MPR+R cnp, MPR+p

0,77 (0,59; 1,02); 0,065

MPR+p cnp, MPp +p

0,92 (0,71; 1,19); 0,051

O06ma npexxuBsieMocT (Mecenu)

Menunana® Ha Bpemeto a0 OI1; mecenn
(95% JAN)

55,9 (49,1; 67,5)

51,9 (43,1; 60,6)

53,9 (47.3; 64,2)

KP [95% JU]; p-cTolinocT

MPR+R cmp, MPp+p

0,95 (0,70; 1,29); 0,736

MPR+R cnp, MPR+p

0,88 (0,65; 1,20); 0,43

MPR+p cnp, MPp +p

1,07 (0,79; 1,45); 0,67

[IpocnensBane (Mecewu)

Menunana (min; max): BCHUYKH NAllUEHTH

43,4 (0,8; 73.,8)

46,3 (0,5; 71,9)

50,4 (0,5; 73.3)

OueHeH 0T H3CJIeI0OBATENISI OTTOBOP HA
muesaoma n (%)

110 30(19,7) 17 (11,1) 9 (5,8)
4o 90 (59,2) 99 (64,7) 75 (48,7)
Crabunno 3abomnsBane (C3) 24 (15,8) 31 (20,3) 63 (40,9)
OtroBopsT He MOXxe n1a 0b/ie oneHeH (NE) 8(5,3) 4 (2,6) 7 (4,5)

HpO)I'b.]'l)KI/ITe.]'IHOCT Ha O0TroBopa Ha
MHeJIOMA; OlleHEHA OT U3CJIeA0BaTe s
(I1O+Y0)(mecenn)

Meauana® (95% 1) 26,5 (19,4;35,8) | 12,4 (11,2;13,9)] 12,0 (9,4; 14,5)

JI = nosepurenex untepsai; [10 = meien orroBop; KP = Koeduiuent Ha pucka; M = mendanan; NE = He Moxe 1a Ob4e onereno; OIT =
00111a PeXUBIEMOCT; p = M1anedo; P = npenHn3oH;

I13 = nporpecupairo 3abossBane; YO = uactuueH otroBop; R = nenamugomua; C3 = crabuano 3a6onssane; MJTUO = MHOro 100Bp YacTu4eH
OTrOBOD.

? MenuanaTa ce 6a3upa BbpXy usuncienuero rno Kaplan-Meier

ITBII2 (excruiopaTopHa KpaiiHa Touka) e AeduHupana 3a Benuky namuenty (ITT) kaTo BpemeTo OT paHAOMH3alMATa [0 HAYAIOTO Ha 3-Ta
JIMHUS aHTUMUenoMHa Teparus (AMT) uin cMbPT 32 BCHUYKN PaHIOMU3UPAHU NMALUESHTH

Tlooxkpensawu npoyueanus Ha HOBOOUACHOCMUYUPAH MYTMUNICH MUETOM

EnHo oTKpUTO, paHAOMU3UPAaHO, MHOTOLIEHTPOBO, IpoyuBane ¢aza 3 (ECOG E4A03) e npoBeneHo mnpu
445 nmanueHTy ¢ HOBOAWArHOCTHIIMPAH MYJITUIUICH MUENOM; 222 MalMeHTy ca paHIOMHU3UpPaHu B
paMoTO Ha JICHATHIOMU/I/HUCKA J103a IeKCaMeTa30H, a 223 ca paHIOMH3UpaHH B PAMOTO Ha
JICHAJIMIOMU/I/CTaHIapTHA J103a JIeKcaMeTa3oH. [lanuenTuire, paHIoOMU3UpaHu Ha
JICHAJIMIOMUJI/CTaHIapTHA J103a JICKCAMETa30H, MOIyJYaBart JICHATHIOMHN 25 mg/neH Ha 1-Bu 1o 21-Bu
JIeH Ha Bceku 28 aHM IUIroc AekcameTa3oH 40 mg/nen 1-Bu 10 4-ti, 9-t11 10 12-TM 11 17-1H 10 20-TH
JIeH Ha BCEKH 28 JTHY 32 MbPBUTE YETHPH IUKBIA. [larmenTuTe, paHIoMU3upaHu B paMOTO Ha
JICHAJIMJIOMUJ/HUCKA J103a JEKCAaMETa30H, MOJTydaBar JIeHanuIoMu1 25 mg/nex Ha 1-Bu 1o 21-Bu neH
Ha BCEKHW 28 JIHU TUTIOC HUCKA J103a JiekcaMeTa3oH — 40 mg/nen Ha 1-Bu, 8-mu, 15-Tu u 22-1 JieH Ha
Bceku 28 mHU. B rpymara Ha neHanmmoMua/HICKa 103a gekcaMeTazoH 20 manuenTa (9,1%)
MPeTHPIIIBAT IOHE €JHO NMPEKBCBAHE HA J103aTa B cpaBHEeHue ¢ 65 manuentH (29,3%) B pamoTo Ha
JICHAJIMTIOMU/I/CTaHIapTHA 1033 JIEKCAMETa30H.

B enun post-hoc ananms ce HaOMOAaBa MO-HICKAa CMBPTHOCT B PAMOTO Ha JICHATHAOMHU/HACKA 1032
JieKcameTa3oH ot 6,8% (15/220) B cpaBHEHHE ¢ paMOTO Ha JICHATMJOMUJI/CTaHAApTHA 1032
nekcamera3oH oT 19,3% (43/223) cpen rpynara DanueHTH ¢ HOBOAUATHOCTUIIMPAH MYJITUIUICH MHEIOM
¢ MeJMaHa Ha MpOoCJeIIBaHeTO 1O MaKCUMYyM 72,3 CeIMUIIH.

HpH II0-ABJITO IIPOCICAABAHE obaue pasjKara B O6H.IaTa IPEXKUBACMOCT B 110J13a Ha J'IeHaJ'II/II[OMI/IZ[/
HHCKaA 103a JCKCaMCTa30H MMa TCHACHIWA KbM IIOHMXKCHHUC.

Mynmunnen muenom ¢ noue eoHa HDBOXOJK'()CZWLZ mepanu

E(l)I/IKaCHOCTTa H 0€e30I1acHOCTTa Ha JICHAIIMAOMHU/ Ca OLICHCHU B IB€ MHOT'OLICHTPOBH, PAHAOMHU3HUPAHU,
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JIBOMHOCJIETIH, M1a1e060-KOHTPOJIMPAHU U C KOHTPOJI Ha MapalieIHuTe TPyNy Mpoy4BaHus oT ¢asa 3
(MM-009 1 MM-010) Ha neyenue ¢ JCHATUIOMUI TUTIOC JEKCAMETA30H CPEIly IeKCaMETa30H,
MpUjIaral CaMOCTOSITEIHO, IIPH MAllMEHTH C MYJITHUILIEH MUEJIOM C IpeaxonHo JyedeHue. Ot 353
nanueHTy B npoyuBanusita MM-009 u MM-010, kouTo ca noiy4aBaid JICHATAIOMH/ICKCaMETa30H,
45,6% ca 6unau Ha 65 TOAMIIIHA Bb3pacT win nmoeue. Ot uscneapanute 704 manydeHTH B MPOYYBAHHUSITA
MM-009 u MM-010 44,6% ca Ounu Ha 65 TOAMIIIHA BB3PACT U TIOBEYE.

B nBere mpoyuBaHMS MAIMEHTUTE OT rPynaTa Ha JICHATHAOMUI/JEKCaMETa30H (JICH/JeKC) ca IpHeMalTd
25 mg IeHaNUIOMU/T IIEPOPATHO BEAHBXK JHEBHO B mHUTE | 110 21 M CHOTBETHA Karcyna ¢ Tuanedo
BEJIHBK JHEBHO B AHUTE 22 10 28 OT BcekH 28-1HeBeH IuKbII. [lanmenture B rpynaTa Ha
wrane0o/nexcamerasoH (Ioanedo/Iekc) ca mprueMaiu mo 1 karcyna miamne6o B gauTe 1 10 28 OT BCeku
28-nHeBeH IUKBI. [lanenTure B aBeTe geueOHu rpynu ca npueManu 40 mg nexcamMeTa3oH MepOopaHO
BeIHBK qHEBHO B AHUTE | 104, 9 mo 12 u 17 mo 20 ot Becekn 28-AHEBEH UKD OT IHPBUTE 4 IIUKBIIA
Ha TepanusTa. [lo3ara nexcamera3oH e Ouna HamaneHa 10 40 mg repopasHO BEHBK JHEBHO B AHUTE |
110 4 oT Bceku 28-AHEBEH IUKBJI CIe] TbpBUTE 4 IIUKBJIA OT TepanusaTa. Ml B qBeTe nmpoyuBaHus
JISYEHUETO € TMPOIBIKABAJIO JI0 TIPOrpecus Ha 3a0omsBaHeTo. 1 B 1BeTe mpoydBaHUs € OMIIO TO3BOJICHO
ajlariTUpaHe Ha J103aTa B 3aBUCUMOCT OT KJIMHUYHUTE U Ja00OpaTOpHU HAXOJKU.

U B nBeTe mpoy4BaHMs MbPBUYHATA KpaliHA TOYKA 33 €(PUKACHOCT € OMJia BPEMETO JI0 IPOrpecust
(BAIT). O6mo 353 maruenTH ca 61y orieHeH! B mpoyuBaneto MM-009; 177 B rpymnaTa Ha JIeH/IeKC 1
176 B rpynata Ha ruiane6o/nexc u obmo 351 nauuenTy ca Ounm oueHeH! B ipoyuBaHeTo MM-010; 176
B IpyIaTa Ha JieH/Jiekc 1 175 B rpymnaTa Ha miaie0o/iexc.

B nBete npoydBaHus U3XOJHHUTE JIEMOTPAPCKH U CBBP3AHHUTE ChC 3a00JIABAHETO XapAKTEPUCTHKH Ca
OWIM CpaBHUMH MEXITy TPYIIHTE Ha JICH/IeKC 1 Ha Iuianedo/qexc. MeananaTta Ha Bb3pacTTa U 32  JIBETE
TIOITyJIAIMH TAIMEHTH € Onia 63 TOIUHM NIPU CPABHUMO CHOTHOIICHHE HA MBXKE U JKCHH.

Cratycht o ECOG (Eastern Cooperative Oncology group performance status), Kakto U OposiT 1 BHABT
Ha TPEeIBapUTEIIHUTE Tepauu ca OMIIM CPaBHHUMHU MEXIY BETE TPYIIH.

[NpenBapuTeNHO ITAHUPAaHUTE MEKAWHHU aHATU3H M Ha JIBETE ITPOYYBAHUS Ca ITOKA3aJIH, e JICYCHUETO
C JISH/IIEKC € CTATUCTHYECKH 3HAYUMO 110-100po (p < 0,00001) ot TOBa camo ¢ JiekcaMeTa3oH 1o
OTHOIIICHHE Ha ITbPBUYHATA KpaifHa Touka 3a eukacuoct B/II1 (Mequana Ha TPOIBIDKUTEIHOCT HA
nepuojia Ha npociensBane 98,0 cenmuin). JlebT Ha ClTyyanTe C ITBJICH OTTOBOP W OOIIl OTTOBOP B
rpymara Ha JICYCHHUE C JICH/IEKC ChII0 € OWII 3HAYUTEITHO [TO-BICOK B CpPaBHEHHE C IpyIara Ha
iane0o/eKe 1 py JIBEeTe Npoy4BaHus. BriocieacTBre pe3ynTaTure OT Te3U aHaJIM3H ca JIOBEHU JI0
IpeKpaTsBaHe Ha JBOHHO-CIENHS MPOTOKOI U 33 ABETE MPOYUYBAHUS, 32 1A MOXKE MAI[EHTHTE OT
rpymnara Ha Iiane6o/IeKkc a moiaydaT Je4eHHe ¢ KOMOMHANNATA JICH/IEKC.

W3BbpiieH e aHainu3 Ha epUKacHOCTTa B pa3lIMPEH MEPUO/] Ha MIPOCIIeAsBaHe C MEAMaHa Ha eprojia Ha
npocnensBane 130,7 ceamuiy. Tabmmna 9 o6o0maBa pe3ynTaTuTe OT AaHAIM3UTE HA S(PUKACHOCTTA B
nepuojia Ha npociesaBane — coopau npoyusanust MM-009 u MM-010.

B To3u cbopeH aHanu3 Ha pa3LIMpeHus epro Ha npociesBane meauanara Ha B/II e 6una 60,1
cenmui (95% JIU: 44,3; 73,1) npu nanueHTy, JeKyBaHu ¢ jien/nekc (n = 353), cpemy 20,1 cenmunm
(95%, AN: 17,7; 20,3) mpu manueHTH, JeKyBaHHU ¢ mianedo/nekc (n = 351).

Menuanara Ha ipexuBseMocT 6e3 porpecus e omna 48,1 cenmunu (95%, AU: 36, 4; 62,1) npu
MAIMeHTH, JISKyBaHH ¢ JieH/nekc, cperry 20,0 cemmurm (95%, JIU: 16,1; 20,1) npu nanueHTH, JIEKyBaHA
¢ ianedo/nexc. Menuanarta Ha MPOIBIDKUTETHOCTTA Ha JieueHueTo e ouna 44,0 ceamuim  (muH. 0,1,
Makc. 254,9) 3a sien/nexc u 23,1 ceqmuru (muH. 0,3, Makc. 238,1) 3a rurane0o/IeKc.

JsnoBere Ha nanuedTH ¢ bjieH oTroBop (I10), wactuuen orroop (HO), kakTo 1 Ha Te3H ¢ 0011l
otroBop (ITO+YO) B rpymara Ha JieH/IeKc OCTaBaT 3HAYUMO TI0-TOJIEMH B CpaBHEHHUE C TE3H B IpyraTa
Ha TuTane6o/IeKe U MpH ABeTe IpoydBanus. MenuaHnara Ha o0IIaTa MmpekuBsIEMOCT B aHAIN3a Ha
pa3mIMpeHus IepHo/I Ha MIPOCIIeIsIBaHe Mpu cOOpHUTE poyuBanus € 164,3 ceqmuiu (95% JAU:

145,1; 192,6) npu nanueHTH, JEKyBaHHU ¢ JieH/nekc, cpenty 136,4 cenmunu (95% JU: 113,1; 161,7) npu
MALMEeHTH, JIEKyBaHH ¢ ruianedo/nexc. Benpekn ¢akra, ge 170 ot 351 narueHTy, paHaOMU3UpaHd 32
JICUEHHE C IJIane0o0/IeKc, ca MoayYaBaIy JICHATAIOMHT CJIe] IPOTPecHsITa Ha 3200 SIBAHETO WITH  CJIC]T
MpeKpaTsIBaHe Ha JBOMHO-CIIENHs MPOTOKOJI, COOPHUST aHaIU3 Ha 001aTa MPeKUBIEMOCT € ToKa3all
CTaTUCTUYECKU 3HAYMMO MPEIUMCTBO MIPU IPESKUBAESMOCTTA IIPH IpyTiaTa Ha JICH/JIEKC B CpaBHEHHUE C
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ta3u Ha tianebo/nexc (KP = 0,833, 95% AU = [0,687; 1,009], p = 0,045).

Taéauua 9. O0001IeHNe HA Pe3yJITATHTE OT AHAJIU3UTE HA e(pMKACHOCTTa KbM KpaiiHUsl CPOK Ha
pa3sLIUpeHys epuo] Ha npociaeasaBane — cOopuu npoyusanuss MM-009 1 MM-010
(KpaeH cpok cbOTBeTHO 23 10am, 2008 r. u 2 maprt, 2008 r.)

Kpaiina Touka nen/nexc (n=353)] mJanedo/mexc
(n=351)
Bpeme 10 ch0uTHETO KP [95% JIH], p-croiinoct”
Bpeme o nporpecus 60,1 [44,3; 20,1[17,7;20,3] | 0,350[0,28; 0,426], p < 0,001
Memuana [95% U], cenmurm 73,1]
[MpexxuBsiemoct Oe3 48,1 20,0 [16,1;20,1] 0,393 10,326, 0,473]
Tporpecus p <0,001
Menuana [95% U], cenmuiy
[36,4; 62,1]
O011a MPEeXUBSIEMOCT 164,3 [145,1; 136,4 [113,1; 0,833 [0,687; 1,009]
Menauana [95% JIN], ceamuny 192,6] 161,7] p =0,045
Ennoromunina o6ima
IIPEKUBSIEMOCT 82% 75%
JIsm Ha OTrOBOpHUTE HA ChOTHOIIIEHHE HA IIAHCOBETE
JICYSHUETO [95% AM], p- croiinoct’
00611 otroBop [n,%] 212 (60,1) 75 (21,4) 5,53 [3,97; 7,711, p < 0,001
ITeaen otroBop [n,%] 58 (16,4) 11 (3,1) 6,08 [3,13; 11,801, p < 0,001

a JIBycTpaHeH JIOrapuTMHYHO Ipeobpa3yBaH PEeHKOB TECT, CPaBHSBAIL KPUBUTE Ha MPEXKUBIEMOCT MEXKIY I'PYIHUTE Ha JICUCHHE.
6 [IBycTpaHeH KOPUTHPAH 3a MPOABJKUTEIHOCT XU KBAJPAT TECT

Donuxyrapen aumgom

AUGMENT - CC-5013-NHL-007

Edukacuoctra 1 6e30macHOCTTa Ha JICHATMIOMHU]] B KOMOWHALIUS C PUTYKCHUMa0 CIIPSMO PUTYKCHMa0
IITFOC TTare0o ca OICHEeH! MPH MAaIMeHTH ¢ perumuBrpai/pedpakrepen nHXJI, Bxirousamy OJI, B
MHOTOLIEHTPOBO, PaHAOMHU3UPAHO, TBOUHOCIAINO, KOHTpOIMpaHo npoyuBane (aza 3 (CC-5013-NHL-
007 [AUGMENT)).

006110 358 nmanyeHTH Ha BH3pacT Hal-Majko 18 roanHu ¢ XUCTOIOrnIHO MOTBEpAcH M3JI rmu OJI
creried 1, 2 wiu 3a (CD20+ upe3 GproylUTOMeTpUs HITH XUCTOXUMHS ), OLICHECHH OT U3CJICA0BATENS WK
JIOKaJIeH MaToJjIor, ca paHJOMU3UpaHu B choTHOIIEHuE 1:1. ITanmenTuTe ca jgexkyBaHu peau ToBa C
Hal-MaJIKo eHa MpEeAnIIIHa CHCTEMHA XUMHUOTEPAITHsL, IMyHOTEPAITHS WA XUMAOUMYHOTEPATTHSL.

Jlenammaomu 20 mg e mpuiiaraH IepoparHo BEAHBXK JHEBHO Mpe3 MbpBUATE 21 JHMU OT MOBTAPSIIN CE
28-THEBHU IIUKITU B IPOBDKCHUE Ha 12 IIMKBIIA WK IO HEMIPUEMIIMBA TOKCHIHOCT. [lo3aTa
putykcumab e 375 mg/m2 BCsiKa ceqmuIia B IUKBI 1 (mau 1, 8, 15 1 22) u B neH 1 oT Beeku 28-1HEBeH
LUKBI OT IIUKBI 2 10 5. Bk n3uncienus Ha 1o3ara puTykcumab ca Ha 6a3ara Ha TelecHara
nobpxHOCT (TTI) Ha ManKenHTa, KaTo € U3MOJA3BaHO JACHCTBUTEIHOTO TETJI0 HA MAIlUCHTA.

JemMorpadckute U CBbP3aHUTE ChC 3a00IIBAHETO XapaKTEPUCTUKN HA H3XOAHOTO HUBO €A IMOJJOOHU
IIPH ABETE TPYITH 32 JICYEHHE.

[TepBUYHATA 11€T HA IPOYYBAHETO € J]a Ce CPaBHU €PUKACHOCTTA Ha JICHATHIOMHU] B KOMOHHAIIUS C
PUTYKCUMAaO0 CIIPsIMO pUTYKCUMaO IUTIOC M1anedo MpH MaueHTy ¢ peuuansupai/pedpaxrepes OJI
creried 1, 2 v 3a wim M3J1. OnpenensHero Ha edukacHocTTa ce ocHoBaBa Ha [1BI1 kato mbpBUYHA
KpaifHa Touka, oeHeHa ot IRC crnopen kpurepunte Ha MexyHapoaHaTa pabotHa rpyna (International
Working group, IWG) 2007, Ho 6e3 mo3utpoHHO-eMucHoHHa ToMorpadus (PET).

BropuuHHTe IIEeNU Ha IPOYYBAHETO ca []a Ce CPaBHU O€30II1aCHOCTTA Ha JICHATUAOMH]] B KOMOHHANUS C
pUTYKCcHMaO cpsAMO pUTyKcuMab mitoc mianebo. JJonbIHUTETHUTE BTOPUYHU LIENH €A J1a C€ CPaBHU
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e(pHKaCHOCTTa Ha PUTYKCUMA0 IUTIOC JICHATUIOMUJ CIIPSIMO PUTYKCHMA0 IUTIOC ILTanebo, KaTo ce
M3II0JI3BAT CIICHUTE APYTH MMapaMeTpH 3a e(hUKacHOCT: cTereH Ha o0 otroBop (overall response rate,
ORR), meinen otrosop (I10) u npoabmxkuTenHOCT Ha otroBopa (duration of response, DoR) or IWG
2007 6e3 PET u OIL.

Pesynratute ot obmara nomysanus, BkmoynteHo GJI u M3J1, moka3sar, 4e npu MeraHa Ha
npociesBane 28,3 Mecela mbpBUYHaTa kKpaiiHa Touka [1BI1 B mpoy4yBaHeTo ce TOCTUTa ¢ KOS(HHUIIMECHT
Ha puck (HR) (95% nosepurenen untepsan [CI]) 0,45 (0,33;0,61) p-croiinoct < 0,0001. Pesynrarute
3a e(hUKacHOCT OT momyJanusaTa ¢ hoaukyaapeH JuMdom ca naaeHu B Tadmmna 10.

Ta6auna 10: Pe3rome Ha 1anHuUTe 32 epukacHocT 3a posukyaapen sumpom— [lpoyusane CC-
5013-NHL-007

DJI
(N =295)
Jlenanugomua u Inane6o u purykcumad (N = 148)
putykcumad (N = 147)

Ipexussiemoct 6e3 nporpecusi (IIBIT) (IlpaBuia 3a nenzopupane Ha EMA)
Mennana na [1BI1° (95% A1) 39,4 13,8
(Meceln) (25,1; NE) (11,2; 16,0)
HR [95% OU] 0,40 (0,29; 0,55)°
P-CTOHHOCT <0,0001°

O6exTuBen orrosop’ (II0+4Y0), 118 (80,3) 82 (55,4)

n (%) (72,9; 86,4) (47,0; 63,6)
(IRC, 2007 IWGRC)

95% JU°

Mbaen orrosop’, n (%) 51(34,7) 29 (19,6)
(IRC, 2007 IWGRC) (27,0; 43,0) (13,5;26,9)
95% JU°

ITpoaBLIKUTETHOCT HA OTTOBOPA” 36,6 15,5

(MeauaHa) (Mecelu) (24,9; NE) (11,2; 25,0)
95% A1?*

O61a npe;kussiemoct”™ (OII)

UYecrora Ha OII Ha 2 ronuau 139 (94,8) 127 (85,8)

% (89,5;97,5) (78,5; 90,7)
HR [95% U] 0,45 (0,22; 0,92)6

IIpocaensiBane
Menuana Ha 29,2 279
MPOABIKATEIHOCTTA Ha (0,5; 50,9) (0,6; 50,9)
mpociieAsiBaneTo (min, max)

(mecern)

2 Menuana, u3unciieHa ot ananus o Kaplan-Meier

6 Koe(huUMEHTHT Ha PUCKA M HETOBUST JOBEPHUTENICH HHTEPBAIl Ca M3YMCIICHH 10 HecTpaTthuuuupanus Mojen Ha Cox 3a IpONOPLUOHATHATE
pHCKOBE.

® P-ctoitnoct ot log-rank tecta

" BTopHYHUTE U €KCIUIOPATOPHUTE KPAifHH TOUKH HE ca 0-KOHTPOJIMPAHU

2 C meauaHa Ha npociesiBane ot 28,6 mecena uma 11 cMbpTHH citydast B R? paMoTo 1 24 CMBPTHH Cily4asi B KOHTPOIHOTO Pamo.

+ To4eH DOBEPUTEIICH HHTEPBAI 33 OUHOMHO Pa3Npe/e/ICHNE.

Doauxyrapen aumdom npu nayuenmu, pedhpakmepHu Ha pumykcumad

MAGNIFY - CC-5013-NHL-008
006110 232 nanueHTy Ha Bh3pacT Hail-Manko 18 roauHu ¢ XucTonornyHo notespaeH OJI (crenen 1, 2,
3a unu M3J1), orleHeHH OT M3CiIeA0BaTeNsl UM JIOKAJIEH I1aToJIOr, Ca BKJIIOYEHHU B ITbPBOHAYAIIHUS
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MIEpUO/] Ha JIeUeHHUe ¢ 12 IUKBJIA JTEHATMAOMHU/ IITIOC PUTYKCUMa0. [lanineHTuTe, KOUTO MOCTUTAT
ITO/TIOH, YO wmm C3 10 Kpas Ha epro/ia Ha WHIYKIIMOHHO JICYSHHE, ca PAaHIOMHU3UPAHH Jia ce
BKJIIOYAT B MIEPUOJIA HA MOIbPXKAIIIO JIeUeHHe. BCUYKN BKITIOUSHH TIAIIUSHTH TPsiOBa MPeIy TOBA Jia
ca OWJIM JIGKYBaHHU C HA-MaJIKO eJlHa CHCTEMHAa aHTHITUM(OMHA Teparus. 3a pa3jiika OT MPOyYBAHETO
NHL-007 npoyuBanero NHL-008 BKItOUBa manueHTH, KOUTO ca pedpakTepHH Ha puTykcumad (6e3
OTrOBOP WIIK C PELIUIMB B paMKUTE Ha 6 Mecela ciefl ISISHUETO C PUTYKCUMAa0 MITH KOUTO ca
pedpakTepHH U HA PUTYKCHUMA0, U Ha XUMHOTEPAIHs).

B nepuona Ha MHIYKIIMOHHOTO JedeHne jeHanuaomMuy 20 mg e npuinarad B gaute 1-21 ot moBTapsmm
ce 28-HEeBHU LUKJIIU B IPOABIDKEHNE Ha 12 IUKBJIA O HEMPUEMIIMBA TOKCUYHOCT MJTU /10 OTTEIJISIHE Ha
CBITIACHETO, HIITH TIPOTpecHs Ha 3abonsaBaneTo. Jlo3aTa puTykcumab e 375 mg/m” Beska ceIMUIA B
ukba 1 (mau 1, 8, 15 1 22) u B nen 1 Ha Bceku cnenpain 28-1HeBeH MUKbI (ukiu 3, 5,7, 9 u 11) no
12 nukbna Tepanus. Bcuuky W34nCIeHns Ha 03aTa puTykcuMab ca Ha 0a3ara Ha TeJiecHaTa
noBspxHOCT (TTI) 1 AEHCTBUTETHOTO TETJIO0 HA MAIUCHTA.

[pencraBenute nanHM ca Ha 6a3ara Ha MEKAWHEH aHAIN3, (POKYCHpaH BBPXY IEepHOIA HA
WHIYKIIMOHHO JIeueHHe ¢ equo pamo. EdukacHocTTa e onpesenena Ha 6azata Ha ORR criopen Haii-
IOOpHsI OTTOBOP, KaTo 3a MBPBUYHA KpaifHa TOUKA € M3II0I3BaHa MOTU(DHUKAI Ha KPUTEPHUTE 32
oTroBop Ha MexyHapoaHaTa pabotHa rpyna (International Working group Response Criteria,
IWGRC) 1999. BropuuHara 1ein € Jia ce OIEHAT APYTH apaMeTpH 3a eprkacHocT kaTto DoR.

Tabauna 11: Pe3rome Ha o01nTe JaHHU 32 epKACHOCT (MEPUO] HA UHAYKIMOHHO JieYeHue) —
IIpoyuBane CC-5013-NHL-008

Benuky manueHTH

INamuentn ¢ OJI

(95% W)

O0mo | Peppaxrepun | Peppaxrepnu | O0wmo | Peppakrepun | Pedppakrepun
N=187" Ha Ha N=148 Ha Ha
puTyKcumMal: | puTyKCcUMAao: puTyKCcuMa0: | puTyKcuma0:
Jla He Ja He
N=77 N=110 N=60 N=88
ORR, n (%) 127 45 (58,4) 82 (75,2) 104 35(58,3) 69 (79,3)
(ITO+ITIOH+Y0)| (67,9) (70,3)
CRR, n (%) 79 27 (35,1) 52 (47,7) 62 20 (33,3) 42 (48,3)
(ITO+I10R) (42,2) (41,9)
Bpoii N=127 N=45 N=82 N=104 N=35 N=69
NOCTUTHAIU
0TIroBOP
% mamueHTu ¢ | 93,0 90,4 94,5 94,3 96,0 93,5
MuO’ (85,1; | (73,05 96.8) (83,9; 98,2) | (85,5; | (74,8;99,4) (81,05 97.9)
> 6 mecemna 96,8) 97,9)
(95% AN)°
% manpenTu ¢ | 79,1 73,3 82.4 79,5 73,9 81,7
Muo° (67,4; | (51,2; 86,6) (67,5;90,9) | (65,5; | (43,0; 89,8) (64,8; 91,0)
> 12 mecena 87,0) 88.3)

JI1 = noseputenen uatepsai; [IHO = npoaemkuTenHOCT Ha oTroBopa; OJI = ponukynapen mumpom
2 [Tomynauusira 3a IbPBHYEH aHAIU3 32 TOBA IPOYYBAHE € MOMYJIAIHATA, 32 KOSTO MOXKeE J]a C€ OLIeHN e(pMKACHOCTTA HA UHYKIIHOHHOTO

JICUCHHUE.

6 TIpoABJDKUTEIHOCTTA Ha OTTOBOPa ce Ae(MHIpa KaTto BpeMeTo (Mecel) OT MbpPBOHAYAIHUS OTroBOp (Haii-manko YO) 10 10KyMeHTUpaHa
TporpecHs Ha 3a00/IABaHETO UIIH CMBPT, KOETO HACTBIIU IBPBO.
» CTaTHCTHKa, IoNy4eHa 1o meroaa Ha Kaplan-Meier. 95% JIU ce 6a3upa Ha popmyiata greenwood.
Benexkn: AHaNIU3BT € 3BBPIIEH CaMO 32 MALMEHTH, KOUTO noydasat YO miu 1o-100bp clie Jatara Ha IIbpBara 03a OT HHIYKIIHOHHOTO
JIeYeHHE U IIPEeIM BCAKAKBO JICUCHHE ITPe3 MOAbPIKAIIMS EePHOJ M BCIKAKBa IT0CHIe/(BAINA aHTHIMM(OMHA Tepartus pe3 HHIYKIMOHHHS

niepuo. [IporeHTsT ce 6a3upa BbpXyY 00LIHs Opoii pecroHaepH.

[lenuaTpuyHa nonynanus
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EBponetickata arenuust o jekapcreata (EMA) e B3ena pelieHne 3a NpoayKT-CrieupuIHO
0cBOOOXKIaBaHe Ha pe)epeHTHHS JIEKAPCTBEH MIPOIYKT, ChIbPIKAI JICHATUIOMHUI, KOETO Ce OTHACS 3a
BCHYKH MMOJTPYIH HA TeMaTpUYHAaTa MOMYJIaIHs 32 HEeoIUIa3Muy Ha 3penu B kinetku (Bxk. Touka 4.2 3a
HHPOPMAIIUS OTHOCHO YIIOTpeOa B TICIUATPHSITA).

5.2 @®apMakoKNHETHYHHU CBOWCTBa

JlenamumoMux iMa aCHMETPHUCH BBIVICPOJICH aTOM U 3aTOBA MOJKE J1a CHIIIECTBYBA B ONTHIHO-
aktuBauTe Gopmu S(-) u R(+). Jlenanuaomua ce IpoM3BeXIa KaTo paleMUyHa cMec. JIeHannmIoMug
OOHMKHOBEHO € 0-100pe pa3TBOPUM B OPraHUYHHU PA3TBOPUTEIH, HO MMOKa3Ba Hal-roysMa
pastBopumoct B 0,1N HCI Oydep.

AOGcopOrus

Jlenammmomuy ce abcopOupa OBP30 cliell mepopaieH MprUeM MpH 31paBu JOOPOBOIITH HA TIAIHO, C
JIOCTHraHe Ha MaKCHMaJTHA IIa3MeHa KOHIeHTparus Mexay 0,5 1 2 Jaca ciiel mpujiaraHe Ha Jo03aTa.
[Mpu marueHTH, KaKTO M PH 3IpaBH JOOPOBOJIIH, MakcuMaaHaTa KOHIEHTPAIHS (Cmax) U IJIOIITA IO
KpHuBarta KoHneHTpanus-epeMe (AUC) HapacTBaT NPONOPIIMOHATHO C ITOBHIIIABAHE HA J103aTa.
MHorokpaTHuTte 1034 He IPUYMHABAT U3pa3eHa KyMyJlallis Ha JEKapCTBEHUs NpoAyKT. OTHOcUTENHaTa
eKCIIo3uIs Ha S- 1 R-eHaHTHOMepHUTE Ha JICHAJTUIOMHU B TIa3MaTa € ChOTBETHO OKOJI0 56% u 44%.

EnHOBpEMEHHOTO MPUIIOKEHUE C XpaHa C BUCOKO ChIIbPKaHUE HA Ma3HUHU U KAJIOPHHU TIPH 3/IpaBH
JI0OpPOBOJIIIM HAMAJISIBA CTENIEHTa Ha abcopOIus, KOoeTo Bou 10 npudmm3utento 20% HamarneHue B
roInTa moJ Kpueara koHreHntpanus-speme (AUC) u 50% namanenne Ha Cmax B Iuta3Mata. B
OCHOBHHTE PETUCTPALIMOHHHU M3MUTBAHUS TIPH MYJITHUILICH MUEIIOM 33 yCTaHOBSBaHE Ha e(hUKACHOCTTA H
0e30macHOCTTa Ha JICHATMAOMH/] 00aue JeKapCTBEHUAT MPOAYKT € Mpuiiarad 6e3 oryies Ha mpreMa Ha
xpaHa. CletoBaTeHO JICHATUOMUI MOXKE Jla ce TIpUilara ChC WM 0e3 XpaHa.

Pasnpenenenue

In vitro cBbpP3BaHETO Ha ("*C)-nenanuaoMu KbM IIa3MEHN MPOTEHHHU € HUCKO ChC CpPeTHA CTOWHOCT Ha
CBBP3BaHE KbM I1a3MeHu poTenau 23% u 29% ChOTBETHO NIPH MAIUEHTH C MYJITUTUICH MUACJIOM U
MIpH 37IpaBU JOOPOBOJIIIH.

Jlenanuaomus ce chabpika B yoBemikara criepma (< 0,01% ot mozata) cnen npunarase Ha 25 mg/neH u
JIEKapCTBEHMSAT MPOAYKT € HEOTKPHBAECM B CIiepMara Ha 37paB MHIUBHUI 3 THHU Clie]] COIHpaHe Ha

BEIIECTBOTO (BXK. TouKa 4.4).

BI/IOTDaHC(bODMaLII/ISI 1 CJIMMHMHHUPAHC

Pesynratute OT MpOBEXIAHH in Vitro IPOYUYBaHHS Ha MeTabOIM3Ma MPU XOpa IMOKa3BaT, ue
JICHAJIMJIOMU]] HE ce MeTabosn3upa upe3 MUuToxpoM P450 eH3uMuTe, KOETO Mpearoara, ye € Majako
BEPOSTHO €THOBPEMEHHOTO IMPHIOKEHUE HA JICHATIMIOMHU]] C JIEKAPCTBEHH MPOIYKTH, HHXHOUPAIIIN
uuToxpoM P450 ensumuTe, Aa goBee 10 METaOOIUTHU JICKAPCTBEHNU B3aUMOACHUCTBHS IIPU XOpa.

In vitro mpoydYBaHusI TOKA3BAT, Y€ JICHATUIOMH HiMa HHXHOUpal epekt Brpxy CYP1A2, CYP2C9,
CYP2C19, CYP2D6, CYP2EL, CYP3A wim UGT1Al. CrniegoBarenHo, HIMa BEPOSTHOCT JICHATHIOMHU/T
Jla IPUYUHH HIKAKBU KJIMHUYHO 3HAYMMU JIEKAPCTBEHH B3aUMOJICHCTBHS, KOTaTO Ce IpHjiara
€THOBPEMEHHO ChC CyOCTpaTH Ha T€3U €H3UMHU.

In vitro mpoy4BaHUsITa TOKA3BaT, Y€ JICHATHIOMH HE € CyOCTpaT Ha YOBEIIKUSI TPOTEHH Ha
pE3UCTEHTHOCT KbM pak Ha repaara (BCRP), tpancnoprepure MRP1, MRP2 unn MRP3 (npotenHa,
CBBp3aH ¢ MynTHiIeKapcTBeHaTa pesuctenTHoct (MRP), Tpancnoprepure Ha opranndnu annoHu (OAT)
OAT! u OAT3, Tpancnioptuparius opranuuau annonu nomunentuy 1B1 (OATP1B1), tpancnoprepure
Ha oprannyan kKatroHu (OCT) OCT1 u OCT2, MynTHICKapCTBEH M TOKCHH EKCTPYIUpAIIl TPOTECHH
(MATE) MATE]1 u nHoBu Tpancnoptepu Ha oprannyau katroHu (OCTN) OCTN1 u OCTN2.

In vitro mpoy4YBaHUsATa IOKA3BAT, Y€ JICHAIHIOMHU/] HIMa MHXUOUTOPEH e()eKT BhPXY EKCITIOpTHATA
romria 3a »re4Hu conu pu xoparta (BSEP), BCRP, MRP2, OATI1, OAT3, OATP1B1, OATPIB3 u
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OCT2.

[Mo-ronsiMaTa 9acT OT JICHATUAOMUJ CE SITUMHUHKPA Ype3 eKCKpelus ¢ ypunata. Jenst Ha Ob0peuna
EKCKpeIrs OT 0OMmus KIMPHHC IPH HHIUBHIAY ¢ HOpMaiHa 0p0peuHa ¢pynkuus e 90%, kato 4% ot
JICHATUIOMHUJIA Ce eIMMIHUPA upe3 (ereca.

Jlenanumomun ce Metabomusupa ciabo kato 82% OT J03aTa ce eKCKpeTHpa HEMPOMEHEHA B ypHHATA.
XuapokcuiaeHanuaoMuA U N-aleTHIIEHAIUOMU] TIPEACTaBIsABAT pecrieKTUBHO 4,59% u 1,83% ot
EKCKpeTHpaHaTa J03a. bbOpeUHUAT KIMPBHHC Ha JICHATUIOMH]T HAJIBUIIIABA CTEIICHTA Ha TJIOMEpYJTHA
(unTpanus 1 cie0BaTeIHO ce CEKpETHpa MOHE B U3BECTHA CTENEH aKTUBHO.

IIpu no3u ot 5 10 25 mg/neH Nna3MeHusIT NOYKUBOT € MPUOIU3UTENHO 3 Yaca IpH 37paBu
J0OpOBOJIIN | Bapupa OT 3 10 5 yaca MpH HNAIUEHTH ¢ MYJITHIUICH MUETIOM.

Crapuecka Bb3pacT

He ca npoBexxpanu crieriaiHyd KIMHUYHU IPOYYBAHHUS 32 OlICHKA Ha (papMakOKMHETHKATa Ha
JICHAJIMIOMUJI TIPY XOpa B cTapyecka Bh3pacT. [TomynanuonanTe papMakOKUHETUIHU aHAN3U
BKJIIOYBAT MAllMEHTH Ha Bb3PacT B Auana3zoHa oT 39 1o 85 roauHu U Mokas3Bart, 4e Bb3pacTra He
TTOBITMSIBA KITUPBHCA HA JICHATHIOMUJT (€KCITO3UIMATA B TuIa3MaTa). T'hi KaTo € MO-BEpOSITHO
MalMEeHTUTE B cTapyecka Bh3pacT Ja UMaT HamalleHa ObOpedHa (yHKIus, TpsiOBa BHUMATEIIHO
noOMpaHe Ha J03aTa U Ou OMII0 pa3yMHO Ja ce cienu ObOpeunara QyHKIHS.

Br0OpeyHo yBpexaane

dapMaKOKMHETHKATA HA JICHATMIOMHU/ € TPOyIeHa IIPH MalueHTH ¢ O6BOpedHo yBpexKIaHe, IbDKAII0
ce Ha HeMaJWTHEeHH 3a00J1BaHms. B ToBa mpoydyBaHe ce M3M0N3BaT ABa METOa 3a Kilacu(pHINpaHe Ha
OBOpeuHaTa (hyHKIMA: KpeaTHHUHOB KIMPBHC HAa YpUHATA, U3MEPEH B paMKHUTE Ha 24 Jaca, ’
KPEaTHHWHOB KJIMPBHC, H3uuciieH 1o Gopmynara Ha Cockeroft-Gault. PesynratuTe mokassar, ue ¢
HaMaJIsiBaHeTo Ha ObOpeuHara GyHkuus (< 50 ml/min) TOTATHUAT KIUPHHC HA JICHATUIOMUl HaMansBa
MPOTIOPIIMOHAIHO, KoeTo Boau Jio nmopumasane Ha AUC. AUC ce nmoBumasa mpuOJIM3NATENHO 2,5, 4 11 5
I'BTU CHOTBETHO MPU MALUEHTH C YMEPEHO ObOPEUHO YBpexKJaHe, TEKKO OBOPEUHO YBpexIaHe U
TepMHHAIHAa OBOpEeYHA HETOCTATHYHOCT, B CPAaBHEHUE CHC CMECcEHaTa Ipylia HaleHTH ¢ HOpMallHa
O0BOpeyHa (QYHKIHUS M TAMUCHTH C JIEKO ObO0peuHo yBpekaaHe. [1omyKHBOTHT Ha JICHATUIOMUJ CE
MOBHINIaBa OT OKOJIO 3,5 yaca mpu MHAMBHUIM C KPEATUHUHOB KIMPBHC

> 50 ml/min 1o Hax 9 Yaca Mpu HHIUBKUIM ¢ yBpeaeHa ObOpeuHa ¢pyHkmusa < 50 ml/min. brOpednoro
yBpexkIaHe, odaue, He MPOMEHs TiepopaiiHaTta abcopOuus Ha JeHanuaoMua. Cmax € CXO/HA MPH 3IPaBU
MHIVBHIN U IIPU MAIeHTH ¢ 0p0peuno yBpexnane. [lpubmmsurenno 30% ot mekapcTBEHUS MPOLYKT B
OpraHu3Ma ce OTCTpaHsABaT 10 BpeMe Ha eJHa 4-4acoBa quaiu3Ha cecus. IIpenoppunTensHure
aIalTUPAHKS Ha J103aTa IpH MAIMEHTH ¢ HaMmalleHa 0b0pedHa (hyHKITHS ca ONHUCAHH B TOUKa 4.2.

YepHoapoOHO yBpeKIaHE

[MomynamuoHHUTe (hapMAKOKHHETUIHU aHAJIM3H BKJIIOYBAT MAIIMEHTH C JICKO YePHOAPOOHO YBpEkKIaHEe
(N=16, o6 6mmupyoun > 1 1o < 1,5 x ULN wim AST > ULN) u noka3Bar, 4e JeKOTO 4YepHOIAPOOHO
YBpPEXKIAaHE HE MOBJIMABA KIMPHHCA HA JICHATHIOMHU/ (SKCIIO3UIHATA B ITa3mata). HsMa HamuaHu
JIAHHH 32 [AIUEHTH C YMEPEHO JI0 TEXKKO YePHOAPOOHO YBpEKIIAHE.

Jpyru opuceiuy dhaxkTopu

[MomynanuonHuTe GapMaKOKUHETHYHH aHAJIM3H MOKa3Bart, 4e TenecHoTo Tero (33- 135 kg), momsT,
pacara 1 BH/a Ha 3JI0KQYECTBEHUTE XeMATOJIOTHYHHU 3a00JSIBAHKS HAMAT KIMHHYHO 3HAYUM eeKT
BBPXY KIHPBHHCA HA JICHATHIOMHU/I [TPU BH3PACTHU MAIUCHTH.

5.3 IlpeaxkTWHUYHU JAHHHU 32 6€30MACHOCT

ITpoBeneHo e mpoyuBaHe Ha eMOPUOGETATHOTO PA3BUTHE TIPYU MAMYHU, Ha KOUTO € MpUIaral
neramuaoMu B 1034 ot 0,5 10 4 mg/kg/nen. Haxoakure npu ToBa Mpoy4BaHe MMOKa3BaT, 4e
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JICHAUAOMUJ € MIPEAU3BUKA BHHIIHYU Maji(hOpMaIUy BKIFOUUTEIHO HEOTBOPEH aHyC U Mandopmaruu
Ha TOPHHUTE U JOTHHUTE KpalHUIM (M3KPUBEHA, CKbCEeHa, Ma(opMupaHa, yCyKaHa W/¥JIM OTCHCTBAIIA
4acT Ha KpalHULUTE, OJUTO- /WK TONUAAKTUINSA) IPU IOTOMCTBOTO HA KEHCKH MaiMyHH, KOUTO ca
MOTyJaBaJIM aKTHBHOTO BEIIECTBO 110 BpeMe Ha OpeMEHHOCTTA.

[Ipu oTnenHn deTycu ca HAOIIOABAHU CHITO PA3IMYHH BUCLECpaTHH ePeKTH (IIPOMSHA B I[BETA,
YepBEHH IIeTHA TI0 PA3IMYHK OpraHy, Majika Oe3IBeTHa Maca HaJl aTpHO-BEeHTPHKYJIapHaTa Kiara,
MaJTbK >KTb4EH MeXyp, MajipopManus Ha quapparmara).

JleHanuoMu MMa MOTEHIMAI 38 OCTPA TOKCUYHOCT; MUHUMAITHHUTE JIETAJTHU JIO3H Clie]] TepOpaHO
npuiioxkenue ca ommm > 2 000 mg/kg/men npu rpuzaun. MHOTOKPaTHOTO MEPOPATHO NPHIIOKEHIE Ha
75, 150 u 300 mg/kg/nen npu mrbXxoBe 3a 26 ceAMUILH € IOBEJIO A0 00paTHUMO, CBBP3aHO C JIEYEHHETO
MOBUINIABaHE HA MUHEpaU3aIyaTa B 0bOpeYHOTO JISTCHYE U TIPH TPUTE T03H, 0COOSHO M3pa3eHo TpU
KEHCKH ILThXOBe. [Iprema ce, 4e HUBOTO, ITPH KOETO He ca HAaOMI0AaBaH! HeXeIaH! JIEKapCTBEHH
peaxmmu (NOAEL - no observed adverse effect level) e mon 75 mg/kg/nen u e okoso 25 mbTH MO-
BHCOKO OT ©KeTHEBHATa EKCIO3UIIUS MPH Xopa, 0azupano Ha cpaBHsaBaHe HAa AUC. MHOrokpaTHOTO
nepopaiHo npuioxenue Ha 4 u 6 mg/kg/nen npu MaitMmyHH 3a iepuof 10 20 ceAMUIM € IOBEJIO 10
CMBPTHOCT ¥ 3HAUUTEIHA TOKCHYHOCT (M3pa3eHa 3ary0a Ha Terio, HaMaleH Opoi epUTPOIHUTH,
JICBKOIIUTH U TpOM6OHI/ITI/I, MYJITHOPTaHHU KPBbBOU3JIUBH, Bb3NAJICHUE HAa CTOMAIIIHO-YPEBHUA TPAKT,
atpodus Ha TUMQONTHATA THKaH H KOCTHHS MO3BbK. MHOTOKPAaTHOTO TIEPOPATHO TPIIIOKEHHE Ha 1 1
2 mg/kg/nen npu MaiiMyHu 10 1 roauHa e JOBENo 10 0OpaTUMU IPOMEHH B KIETHUHUTE
XapaKTEePUCTUKHU Ha KOCTHHS MO3BK, JIEKO TIOHIKaBaHE Ha CHOTHOIICHHETO MUEIIOUTHI/€PUTPOUITHI
KJIeTKH 1 atpodust Ha TuMyca. Jleka cynpecus Ha Oposi Ha JIEBKOLMTHUTE € HaOJro1aBaHa IpH 1032

1 mg/kg/neH, cboTBETCTBAIA HA TPUOIM3UTENHO ChINATA 7032 TIPH X0pa, 0a3upaHO HA CPAaBHEHUS Ha
AUC.

[pwu in vitro (6akTepHANTHI MyTaLlHH, YOBEIIKA TUM(OIUTH, TUM(OM IIPH MUIIKH, TPAaHCHOpMAIH Ha
eMOPHOHATTHH KJIETKU OT 3J1aTUCTU XaMCTEPH) U in Vivo (MEKPOHYKIJIEApEH TECT MPH TTbXOBE)
MIPOYYBaHMS Ha MyTareHOCTTa HE ca OTKPUTH e(DeKTH, CBBP3aHHU C JIEKAPCTBEHHS IIPOAYKT, HUTO Ha
TeHHO, HUTO Ha XpOMO30MHO HHBO. He ca mpoBexaaHu NpoyyBaHHA 3a KaHIIEPOT€HHOCT Ha
JICHATUIOMHU/I.

[Ipenu ca mpoBexHaHM MPOYUBAHMS 32 TOKCHYHOCT BBPXY PAa3BUTHETO MPH 3aiIy. B Te3n npoyuBaHus
JICHANUAOMUJ € MIPIJIaraH rmepopaiHo B 103u oT 3, 10 u 20 mg/kg/nen npu 3aiinu. HaGmogaBana e
JIUTICa Ha CpeHMS Jsu1 Ha Oerus qpo0 npu no3u ot 10 u 20 mg/kg/neH chC 3aBUCUMOCT OT /103aTa,
KaKTO U IIPOMsIHA Ha MOJIOKEHUETO Ha ObOpermte mpu 1034 oT 20 mg/kg/nen. Brerpeku ge ToBa e
HaOJF0JaBaHO TPH TOKCHYHHU 3a MaiikaTta HUBA, TC MOXKE Jla C€ Ib/DKAT Ha aupekTeH edekt. ChIno Taka
ca HaOJII0JJaBaH! BapyallMK B MEKHUTE ThKaHU M CKeneTta Ha erycute mpu no3u ot 10 u 20 mg/kg/neH.

6. DOAPMAIEBTUYHU JAHHHA
6.1 Cnucbk HAa IOMOLIHHUTE BELIECTBA

KarncysHo cheappKuMo

Mamnuton (E421)

MuxpokpucTaiza neryinosa (E460)
[IpexenaTHHU3NPAHO APEBUYHO HUILIECTE
Bunena kucenuna (E334)

['maneponoB qubexeHat

CncTaB Ha Kamyciara

Jlenanuoomuo Krka d.d. Novo mesto 2,5 mg mevpou xancyiu
Xunpomenosa

Kaparenan (E407)

Kamues xmopun (ES08)
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Turanos quokeua (E171)
Kunr xenezen oxcun (E172)
Wnpuroxkapmun (E132)
[leyatHo MacTuiIO:

- wesak (E904)

- uepeH xene3eH okcun (E172)

Jlenanuoomuo Krka d.d. Novo mesto 5 mg mewvpou xancyau
Xunpomenosa

Kaparenaun (E407)

Kanues xmopun (ES08)

TuranoB quokcun (E171)

WNupuro xapmus (E132)

[NeuaTHO MacTHIIO:

- memrak (E904)

- yepeH xene3eH okcun (E172)

Jlenanuoomuo Krka d.d. Novo mesto 7,5 mg mevpou kancynu
Xunpomenosa

Kaparenan (E407)

Kanues xmopuy (ES08)
Turano quokcua (E171)
Konat xkenezen okcup (E172)
UYepaen xenesen okcup (E172)
Uepen xene3en okeun (E172)
[Teyatno mactuio:

- memnak (E904)

- MOBUJIOH

- TutanoB quokena (E171)

Jlenanuoomuo Krka d.d. Novo mesto 10 mg mevpou kancynu
Xumnpomenosa

Kaparenan (E407)

Kanues xnopun (ES08)
Turanos quokeua (E171)
Kbt xenezen oxcun (E172)
Uepsen xenesen okcup (E172)
UYepen xene3en okcup (E172)
Wnpuro xapmun (E132)
[TewaTHo mactmino:

- mestak (E904)

- IOBUJIOH

- tutanoB quokcun (E171)

Jlenanuoomuo Krka d.d. Novo mesto 15 mg mevpou kancynu
Xunpomenosa

Kaparenan (E407)

Kanues xmopun (ES08)
Turanos quokcua (E171)
Kbnat xkenezen okcup (E172)
UYepaen xenesen okcun (E172)
Uepen xene3en okcun (E172)
WNupuro xapmun (E132)
[lewaTHO MacTHIIO:

- memak (E904)

- uepeH xeneszeH okcu (E172)

Jlenanuoomuo Krka d.d. Novo mesto 20 mg mevpou kancynu
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Xunpomenosa

Kaparenan (E407)

Kanues xmopuy (ES08)
Turanos quokcua (E171)
Kbt xenezen oxcun (E172)
Wunuro xapmuH (E132)
[lewyaTHO MacTHIIO:

menak (E904)

- uepeH xeneseH okcun (E172)

Jlenanuoomuo Krka d.d. Novo mesto 25 mg mevpou kancynu
Xunpomenosa

Kaparenan (E407)

Kanues xnopun (ES08)
Turanos quokcua (E171)
Kbt sxenezen okenn (E172)
UYepaeH xenezen okcup (E172)
Uepen xene3en okcun (E172)
IleyaTHO MacTHIIO:

- memnak (E904)

- MOBHJIOH

- tutanoB quokcua (E171)

6.2 HecbBMeCTHMOCTH

Henpunoxxumo

6.3 Cpok Ha roaHocT

3 roauHA

6.4 CrneunajiHu ycJOBHS Ha CbXpPaHEHHe

To3u ekapcTBEH MPOYKT HE U3UCKBA CIICIIUATHA YCIIOBHSI HA ChXPaHEHUE.
6.5 Buau chabpikaHHe HA OMAKOBKATA

brucrep ¢ equamdHM 1034, ¢ omienBaino ¢pomauo (OPA/AI/PVC//PET/Al), kanennapHa onakoBka: 7 X 1
wiu 21 x 1 TBBpJa Kancyna, B KyTusl.

He Bcuuky BUOBE ONAaKOBKHM MOTaT Ja ObJaT IyCHATH Ha ma3apa.
6.6 CrneuuaJiHu NpeANa3HU MEPKH NPHU U3XBBPJIsiHE U padoTa

Karncynure He TpsiOBa 1a ce OTBApAT UM CMadKBaT. AKO JIEHATMIOMHU/I Ha IIpax Be3€ B KOHTAKT C
Ko)kaTa, TS TpsiOBa Ja ce u3Mue He3a0aBHO U OOMITHO ChC CallyH U Boja. AKO JICHATUIOMHU/I Biie3e B
KOHTaKT C JIMTABUIIH, T TPSIOBa [a ce MPOMUAT OOMITHO C BOAA.

MeauIrHCKUTE CIeUATUCTH U OOTHOTIIeaunTe TPSIOBa J1a M3M0JI3BAT PhKABHIM 32 SAHOKPATHA
yrnotpeba, Korato paboTAT ¢ OJIUCTEepa WK Karcysara.

Crient ToBa pbhKaBHLIUTE TPsIOBA Ja Ce CBAISIT BHUMATEIHO, 32 [Id CE MPEAOTBPATH SKCIIO3ULIHS Ha
KOJKaTa, J1a Ce MOCTABAT B MOJUCTUIICHOBA TOPOMUKA ,,C U ¥ 1a C€ U3XBHPILT B CHOTBETCTBHUE C
MecTHUTE n3uckBanus. [locie priiere TpAOBa J1a ce U3MHUAT 100pe ChC callyH U Boja. JKeHu, KOUTo ca
OpeMeHHH WM TI0[I03UPaT, Ye MOXKe Jia ca OpeMeHHHU, He TPpsiOBa paboTsT ¢ GIKCTepa WITH Karcyiara
(BX. Touka 4.4).

Hewusnon3sanusr JICKAPCTBCH MPOAYKT WJIH OTIHAABYHUTE MATCpHUATIA OT HETO TpH6Ba Jla C€ BbpHAT Ha
(bapMaueBTa 3a 0€301IacHo N3XBBPIIAHE B CBOTBETCTBUE C MECTHUTC U3MCKBAHMA.
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7. HNPUTEKATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PABPELHIEHUETO 3A YIIOTPEGA

Jlenanuoomuo Krka d.d. Novo mesto 2,5 mg mevpou xancynu
7 x 1 tBBpaa kancyna: EU/1/20/1520/001
21 x 1 TBBpaa kancyna: EU/1/20/1520/002

Jlenanuoomuo Krka d.d. Novo mesto 5 mg mewpou kancynu
7 x 1 tBBpaa kancyna: EU/1/20/1520/003
21 x 1 tBppaa kancymna: EU/1/20/1520/004

Jlenanuoomuo Krka d.d. Novo mesto 7,5 mg mewpou xancyuu
7 x 1 TBBpaa kancyna: EU/1/20/1520/005
21 x 1 tBppaa kamncymna: EU/1/20/1520/006

Jlenanuoomuo Krka d.d. Novo mesto 10 mg mevpou xancynu
7 x 1 TBBpaa kancyna: EU/1/20/1520/007
21 x 1 tBppaa kancyna: EU/1/20/1520/008

Jlenanuoomuo Krka d.d. Novo mesto 15 mg mevpou xancynu
7 x 1 TBBpaa xancyna: EU/1/20/1520/009
21 x 1 tBppaa kancyna: EU/1/20/1520/010

Jenanuoomuo Krka d.d. Novo mesto 20 mg mevpou xancynu
7 x 1 tBBpaa kancyna: EU/1/20/1520/011

21 x 1 TBBpaa kancyna: EU/1/20/1520/012

Jlenanuoomuo Krka d.d. Novo mesto 25 mg mewvpou kancyau

7 x 1 tBBpaa kancyna: EU/1/20/1520/013
21 x 1 tBppaa kancyna: EU/1/20/1520/014

9. JATA HA ITBPBO PASBPEINABAHE/IIO/ITHOBSIBAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha TBPBO pa3pelaBaHe:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IToapobHa nH(pOPMAIKS 3a TO3U JIEKAPCTBEH IPOAYKT € IPeAoCTaBeHa Ha yeOcaiita Ha EBporieiickata
areHIys 10 JiekapcTBara http:/www.ema.europa.eu/.
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IPUJIOKEHMUE 11

IMPOU3BOAUTEJIN, OTTOBOPHHU 3A OCBOBOK/IABAHE HA
IHAPTU N

YCJIOBUA UK OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA WK OT'PAHUYEHNUA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. ITPOU3BOJUTEJIA, OTTOBOPHH 3A OCBOBOXXJIABAHE HA ITAPTU/IN

Hme v agpec Ha MPOU3BOAUTEINTE, OTTOBOPHHU 32 OCBO60>KI[aBaHe Ha NapTuauTe

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

8501 Novo mesto
CnoBeHust

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

10450 Jastrebarsko
XbpBaTus

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

IleyaTHara MMCTOBKA Ha JICKApCTBCHHUA NPOAYKT Tpﬂ6Ba Ja CbAbpiKa UMETO U aApeca Ha MPOU3BOAUTEIIA,
OTI'OBOPEH 3a OCBO60)KI[aBaH€TO Ha CbOTBETHATA Iapruia.

b. YCJIOBUs NJIK OT'PAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlekapcTBEHUST MPOAYKT C€ OTIyCKa 10 OTPaHUYEHO JIeKapcko npeanucanue (Bx. [Ipunoxenue I: Kparka
XapaKTepUCTHKA Ha MPOIYKTa, ToUkKa 4.2).

B. JPYI'U YCJOBUSA U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. Iepuonnunu aktyanusnpanu aokuaaan 3a 6ezonacHoct (ITAIB)

M3uckBanusita 3a moxasane Ha [TAJIB 3a To3u J1ekapcTBEH MPOIYKT ca MOCOYEHU B CITUCHKA C
pedepentauTe natn Ha EBpomnetickus cpto3 (EURD cnmcbk), npensuzicH B wi. 1078, an. 7 ot Jlupexktuna
2001/83/EO, 1 BB BCHYKH CEeBAIlM aKTyalu3alluy, MyOJIMKyBaHH HA €BPOIEHCKHS yeOmopTal 3a
JIeKapcTBa.

r. YCJIOBHUSA NN OI'PAHNYEHNSA 3A BE3SOITACHA 1 EOEKTUBHA YIIOTPEBA HA
JEKAPCTBEHUA TIPOAYKT

. IInan 3a ynpasienue Ha pucka (IIYP)

[Tputexarensat Ha pazpedenue 3a ynorpeda (IIPY) TpsOBa na U3BbpIIBA H3UCKBAHUTE JEHHOCTH U
JICHCTBUS, CBBP3aHU C TIPOCIIeIsIBaHe HA JICKapCTBeHATa OE30IIaCHOCT, IIOCOYEHH B o100peHus [TYP,
npeactaseH B Moayn 1.8.2 Ha paspenieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CJIC/IBAILU 0O100pEHU
aktyanu3auuu Ha [TYP.

Axtyanusupan [TYP Tps6Ba na ce monasa:

o o MckaHe Ha EBponeiickara areHIus 10 JISKapCTBaTa;

o BUHArH, KOTaTo Ce U3MEHS CUCTEMaTa 3a YIpaBJICHUE Ha PUCKA, 0COOCHO B Pe3yTaT HA MOTydaBaHE
Ha HOBa HH(OpPMAIHS, KOSTO MOXKE J1a IOBEZE 10 3HAUYNMH IIPOMEHU B CHOTHOIICHHUETO T0NI33/PHCK,
WK CIlieNl JOCTUTaHe Ha Ba)KeH eTan (BB Bpb3Ka C MpOciesiBaHe Ha JIeKapCTBeHaTa 0e30MacHOCT
WUTH CBEXXIAaHE Ha PHCKA 10 MUHUMYM).

L4 I[OH'I)JIHI/ITEJIHI/I MEPKH 3a CBCKAaHE HA PUCKA 10 MUHUMYM
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1. IIputexarenst Ha pasperieHueTo 3a ynorpeda (IIPY) TpsiOBa na cpriacyBa nogpoOHOCTHTE HA
KOHTpOJIMpaHa CUCTEMA 3a Pa3IPOCTPAHCHUE C KOMIIETCHTHUTE BJIACTH HA HALIMOHATHO HUBO M 1
MPUJIOXKH Ta3W Mporpama B HallMOHAJIEH Mallao, 3a J1a TapaHTHpa, Ye:

o Hpe)m MpeaATNMCBaHCTO (I/I B CBhIJIaCUE C KOMIIETCHTHUTE BJIACTU HAa HAIIMOHAJIHO HUBO — MPEaAN
OTITyCKAaHETO) BCHYKH MEIULIMHCKH CIICLUATICTH, KOUTO UMaT HaMepeHHe Ja NPEANHCBaT (1
otmyckar) Jlenanmunomun Krka d.d. Novo mesto, ca cHabaeHH ¢ KOMIUIEKT ¢ MHpOpManus 3a JeKaps,
CBABPIKALL CIICTHOTO:

0 OOyunTeneH KOMIUIEKT 32 MEJULUHCKY CIEHUATUCTH

0 OOyunTenHu OpOIIypH 32 MAIHEHTH

0 Kaprtyn na manpentn

0 Kpatka xapaxrepucTiKa Ha IPOAYKTa M JIMCTOBKA M JAHHU BBPXY ONaKOBKaTa

2. TIPY TpsbBa na npunara [Iporpama 3a npennassane ot 6pemenoct (I1I15) BbB BCsika 1bpikaBa
uneHka. [Tonpobnocrure Ha [1I1b Tps6Ba 1a ca chriaacyBaHd ¢ KOMIETEHTHUTE BJIACTH Ha HAIIMOHAJHO
HHUBO BBB BCAKa JTbp)KaBa WICHKA U 1a ObIaT MPIIOKCHHU MPEIH IIyCKaHeTO Ha JIEKapCTBEHUS MPOIYKT Ha
nasapa.

3. 1Py Tpr6Ba Ja Cbrj1aCyBa OKOHYATCIIHUA TCKCT Ha CbAbPKAHUCTO Ha KOMIUJICKTA C I/IH(i)OpMaI_II/IFI 3a
JICKaps ¢ KOMIICTCHTHUTE BJIACTU Ha HAlTMOHAJTHO HMBO BBB BCJAKa AbpiKaBa YICHKA U a rapaHTHupa, 4
MaTCpUuaINTEC CbABPIKAT OCHOBHHUTEC CJICMCHTH, KAKTO € OIMMCAHO ITO-A0JTYy.

4. TIPVY tpsb6Ba na creriacyBa MPUIIOKEHHETO Ha CHCTEMaTa ¢ KapTa Ha ITalllieHTa BEB BCAKa IbpiKaBa
YJICHKA.

OcHOBHH €JICMCHTH, KOUTO Ja 6'I)IlaT BKJIIOYCHH

Qoyuumenen KoMnIeKm 3a MEOUUUHCKY CHEUUATUCIY
OOy4YUTENHUST KOMIUICKT 32 MEAUIMHCKY CHECIHATINCTH TPsIOBa Ja ChabpKa CIICAHUTE CIEMECHTH:

e  Kparka nadopMmarus 3a JISHATHIOMH U OQUITHATHO 0JJOOPEHOTO My TIOKa3aHHE
e  Jlo3upoBka
. MakcuMaiHa IpobIDKUTETHOCT Ha MPEIICAHOTO JICUCHUE
0 4 ceaMuIM 3a XXCHH C IETEPOICH MOTECHITNAT
0 12 cemmuIy 3a MBKE U J)KE€HH 0€3 IeTePOICH OTESHITHAI
HeobxomumocTTa 1a ce u30sirea ekcro3uius Ha (eTyca mopajau TepaToreHHOCTTa Ha JICHAIHIOMU/ TIPU
JKIBOTHHU M OYaKBaHMUS TEpaTOreHEH e(eKT Ha JIEHATHIOMH/ IIPU XOpa
. PwroBozCTBO 32 paboTa ¢ Oaucrepa unu karncyiara Jlenamunomuz Krka d.d. Novo mesto 3a
MEIUIMHCKH CIIELIUAINCTH U OOJTHOTIEJaYr
e  3agbDKeHWs HAa MEIWIMHCKHUS CIICIHANNCT BBB BpB3Ka ¢ npeanucBaneTo Ha Jlenamumomun Krka
d.d. Novo mesto
0 Heo0xomuMocTTa J1a OCUTYpH H3YEPIIATEIIHA ChBETH M KOHCYJITAIHUS 32 MAIUCHTUTE
0 UYe mamuenTute TpsiOBa a ca B CHCTOSHHUE JIa C€ MPUIBPIKAT KbM H3UCKBAHMSATA 32
6e3onacHa ynotpe6a Ha Jlenanunomun Krka d.d. Novo mesto
0 HeoOxomuMocTTa J1a OCUTYpH MAIUEHTUTE C MOIXOAsIIa 00ydInTeHa Oporrypa 3a
MAIIMEHTH U KapTa Ha MaIlieHTa
e (CnBerH 3a 6€30MaCHOCT, OTHACSIIIY C€ 10 BCHYKHU MAllMEHTH
0 M3xBbpiisiHE Ha HEHYXKHO JIEKapCTBO
0 MectHH HapenOH 3a otnyckane Ha npeanucan Jlenammaomun Krka d.d. Novo mesto,
Creu(pHUIHM 32 BCIKA CTPaHa
0 Omnmcanue Ha pHUCKa OT peaklys Ha aKTUBUpaHe Ha TyMopa
0 Ormmucanue Ha pucka ot BI133
e Omucanue Ha [1I16 u kateropusupaHe Ha HANMEHTUTE O TIOJI M JETEPOJICH TOTCHITUAI
0 AuropursMm 3a npuiarase Ha I1I1b
0 Onpenenenue 3a sxeHu ¢ AerepoaeH noreHnuan (QKJIPII) u nelicTBUS, KOUTO JIEKapsIT
TpsIOBa 1a MpennprueMe IpH HECUTYPHOCT
e (ChbBeTH 3a 6E30MACHOCT 34 KEHH C JIETEPOJICH MOTCHITUAI
0 Heo0xomumocTTa na ce n30erHe ekcrno3unus Ha deryca
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0 Omnucanue Ha [1T16

0 HeoOxomuMocTTa OT MOAXOIAINA KOHTPALIEIIH (JOPH aKo KeHaTa € ¢ aMeHOpesl) ’
OTpeieIICHUE 3a MOAXO/AIA KOHTPALICTIIINS

= (Cxema Ha TecToBeTe 3a OpeMEeHHOCT

=  CsBeT 3a moaxoiu Tectoe [Ipeau 3amouBane Ha JCUCHHETO
= [lo Bpeme Ha Jle4eHUETO, Ha 0a3aTa Ha KOHTPAIICTITUBHUS METO,T
=  Crnen Kpas Ha JICYCHHETO

0 Heo0xonumoctTa He3abaBHO na ce cnpe Jlenanmunomun Krka d.d. Novo mesto mpu
ChMHEHHE 32 OPEMEHHOCT

0 HeobxomumoctTa He3a0aBHO J1a c€ YBEIOMH JICKYBAIIHS JICKap TIPH ChMHEHHE 32
OpEeMEHHOCT

e CoBerH 3a 0€30IIACHOCT 32 MBIKE

0 HeoOxomumocTTa Jja ce U30eTHe eKCIO3UIHS Ha eTyca

0 HeoOxomuMmocTTa Jia ce U3MON3BaT MPE3ePBATHBH, aKO CEKCyallHaTa MapTHHOPKA €
opemenna wmu XKJIPI, kosTo He M3mon3Ba eeKTUBHA KOHTPAIICTIIHS (IOPH aKO MBIKBT €
AMaJj Ba3€KTOMHUSI)

= Ilo Bpeme Ha neuenuero ¢ Jlenanunomus Krka d.d. Novo mesto
= Haii-manko 7 gHHU cie IIociaeaHara 103a.

0 Ye He3abaBHO TpsaOBa 1a YBEIOMH JICKYBAIIKS JIeKap, aKo MapTHbOPKATa My 3a0peMeHee
nokaro toit mpueMma Jlenammaomua Krka d.d. Novo mesto uim ckopo cien KaTo € cripsii
npuema Ha Jlenamumomun Krka d.d. Novo mesto

e l3nckBaHus B ciiy4yaii Ha OpEeMEHHOCT

0 VYxkazanus HezabaBHO ja ce crpe Jlenanmaomua Krka d.d. Novo mesto npu ceMHeHHE 32
OpEeMEHHOCT Ha TallMeHTKATa

0 HeobxomumoctTa marueHTKara 1a ObJie HacoueHa 3a OI[CHKA M ChBET KbM JIeKap
CHCIHMATKCT WU C OMUT B 00JIACTTA HAa TEPATOJOTHATA U THATHOCTUITUPAHETO i

0 MecreH ajpec 3a KOHTAKTHU 3a ChOOII[ABaHE HA [TOJ03UPaHA OPEMEHHOCT

0 ®opmyisp 3a cho0IIaBaHe HA OPEMEHHOCT

o Cruchk 332 Obp3a COpaBKa 3a JIGKapH, OCUTYPSBAIIl TIOTy4aBaHETO OT MAIIMEHTUTE HA TMOIXOSIIH
CBbBCTH, OTHACAIIHU CE A0 JICUCHHUECTO, KOHTpaL[CHTI/IBHI/ITe METOOAU U HpCBeHHI/IHTa Ha 6peM€HHOCT,
MTOJIXOISIIM 32 TEXHHS MOJI M ICTEPOICH CTATyC MPH 3a0YBaHe HA JICYCHUETO

o  DopMmyssipH 3a ChOOIIABAHE HA HEKEIIAHN PEAKIIUH

Obdyuumennu Opowiypu 3a nauuenmuy
OOyuunTemHITEe OPOITYpH 32 MAIUSHTUTE TPSIOBa Ja ChAbPIKa:

e bpourypa 3a DanueHTH OT KEHCKHU T0JI C JETEePOIeH MOTCHIUAI
e bBpomrypa 3a mamueHTH OT KEHCKH T0JT 6e3 AeTepo/eH OTCHITNAT
e bpomrypa 3a nanueHTH OT MBKKHU 110JT

Bewuku GporypH 3a mareHTH TpOBa Jia ChABPIKAT CIICAHUTE CIIEMEHTH:
o Ue neHATUIOMHU € TEPATOTCHEH MTPH YKUBOTHH M CE OUaKBa Jla € TePaTOreHeH MpH Xopa
(] OHI/IC&HI/IC Ha KapTaTa Ha ImannueHTa u HCO6XO}II/IMOCTTa OT HEA
e lI3xBBpIIHE HA HEHY)KHO JICKAPCTBO
e PBKOBOACTBO 3a paboTa C JICHATUIOMHU 33 TAlUEHTH, OOJHOTJIeauX U YJICHOBE HA CEMEHCTBOTO
. HanpoHanmHu winm Jpyrd TPHIOKHMH CHEUMGUYHH HapeaOM 3a OTIyCKaHe Ha MpEeANrcaH
Jlenamupomun Krka d.d. Novo mesto
Ue manueHThT He TpsiOBa Ja naBa JlenHamunomun Krka d.d. Novo mesto Ha HUKO# qpyT
e Ue manueHTHT He TPsIOBa Ja AapsiBa KPHB [0 BpeMe Ha TepanusTa (BKIIOYHTEIIHO TIPH IPEKhCBaHE
Ha MPHJIOXKEHUETO) W Hal-MajaKo 7 OHU ciieA cnupaHe Ha jedenuero ¢ Jlemammmomua Krka d.d.
Novo mesto
e Ue manueHTHT TPSOBA Ja YBEIOMH CBOSI JICKap 3a MOsABaTa Ha BCAKAKBH HEXKEIAHU PEaKIUU

Crenpamrarta nadopmanus ceIio TpsOBa aa Obe MpeaocTaBeHa B ChOTBETHATA OpomIypa:

Bpomypa 3a manneHTH OT XKEHCKH I10J1 C JeTEPO/ICH ITOTeHITHAI
e HeobxoauMocTTa Aa ce n30erue eKcro3uuus Ha ¢eryca
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Onucanue Ha [1I1b
Heob6xoauMocTTa OT MoIxos111a KOHTPAIEIHS U OTIPEAeNICHNE 3a OAXO0Ia KOHTPALISTIIINS
CxeMa Ha TeCTOBETE 32 OPEMEHHOCT

0 Ilpenu 3amouBaHe Ha JIEYEHUETO

0 Haii-manko Ha Bcekn 4 ceIMHUIIM 110 BpeME Ha JIEYEHHUETO, OCBEH B CIIy4yail Ha MOTBBPCHA

TybapHa CTepHIH3anusl

0 Cren xpas Ha IEeYEHUETO
Heobxomumoctra He3abaBHO na ce crpe Jlenamunomuya Krka d.d. Novo mesto npu chMHEHUE 3a
OpEeMEHHOCT
HeoOxoauMoctTa He3a0aBHO /1a ce YBEIOMH JIEKYyBallHs JeKap Npu CbMHEHHE 32 OpeMEeHHOCT

Bbpoiirypa 3a nanyueHTH 0T MBbKKH MO

Heo0xomaumoctTa 1a ce n30erse eKcro3ulys Ha geryca
HeobxomuMocTTa 1a ce U3IMoN3BaT Mpe3epBaTHBH, aKO CEKCyalHaTa MapTHhLOPKA ¢ OpeMeHHa WIIN
JKIIPTI, xosITO He M3MOJI3Ba e(heKTHBHA KOHTPALCTIINS (JOPH aKO MBKBT € MMaJl Ba3EKTOMHUS )

0 [Ilo Bpeme Ha neuenueto ¢ Jlenanumpomun Krka d.d. Novo mesto

0 Haii-manko 7 nHu cien mocieaHara 103a.
UYe He3a0aBHO TPsOBA Ja yBEIOMH JICKYBaIH JeKap, ako apTHbOpKaTa My 3a0peMeHee
Ye He TpsiOBa 1a mapsiBa cliepMa IO BpeMe Ha TepamusaTa (BKIIOYUTENHO MPU MPEKbCBAHE HA
MIPHUJIOKESHUETO) U Hali-MaJko 7 JHH cliell criupaHe Ha JeueHueTo ¢ Jlemamumomun Krka d.d. Novo
mesto

Kapma na nauuenma
Kaptara Ha manmenTa TpsioBa 1a ChIbpika CICTHUTE CIIEMEHTH:

[ToTBBpKICHNME, Ue € U3BBPIIEHA MOIXOASMATa KOHCYIITAITUSL
JlokyMeHTHpaHe Ha cTaTyca Ha JIETepOIHUS MOTCHITHAI
Jatu Ha TecToBeTe 32 OPEMEHHOCT U pe3yJITaTH
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INPUJIOKEHMUE II1

JAHHHU BBPXY OIIAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenamunomun Krka d.d. Novo mesto 2,5 mg TBbpau Karcyiu

JICHAJIUIOMHT

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpAa Karcyia ChIbpiKa JISHATUOMHUJIOB XUIPOXJIOPU]] MOHOXHUIPAT, EKBUBAJICHTEH Ha 2,5 mg
JIEHAJTUTOMH]T.

‘ 3. CIIMCBK HA IOMOIINHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAA Karcyia

7 x 1 TBBpIA Karcyna
21 x 1 TBBpHa Kamncymna

5. HAYHH HA MTPUWJIOKEHUE U ITbTMIIA) HA BBBEK/IAHE

[Tpenu ymotpeba mpodereTe JHCTOBKATA.
[epopanHo mpuinoKeHue

6. CHEINUAJIHO NPEAYHPEXAEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA TA
CE CbXPAHSBA HA MSICTO JAJIEYE OT HOI'VIEJA U TOCET'A HA JIELIA

Ila ce chxpaHsiBa Ha MACTO, HEJOCTBITHO 32 JIelia.

‘ 7. APYI'N CIIEHUAJIHU NPEAYIIPEXKJIEHWS, AKO E HEOBXOJANMO

IMPEAVIIPEX/IEHUE: Puck ot Texxku BpoaeHu aAedektu. [la He ce n3moi3Ba Mo BpeMe Ha OpeMEHHOCT U
KbpPMCHE.
Bue Tps6Ba 12 nanbanssare [Iporpamara 3a npeanassaHe oT OpeMEHOCT MPH yrnoTpeda Ha JIeHATHaOMUI.

|8.  JIATA HA UI3TMYAHE HA CPOKA HA TOJTHOCT

T'oxen no:

9. CIIEIUAJIHHU YCJIOBUSA HA CbXPAHEHUE
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10. CIIEOUAJIHU IIPEAIIAZHU MEPKU ITPU N3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTHU UWJIN OTIHAABYHU MATEPHUAJIM OT TAX, AKO
CE U3UCKBAT TAKHMBA

11. HME U AAPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

7 x 1 tBBpa Kancyna: EU/1/20/1520/001
21 x 1 tBepaa kamncyna: EU/1/20/1520/002

13. TTAPTUJAEH HOMEP

ITapt.Ne

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BYKA

Jlenamunomun Krka d.d. Novo mesto 2,5 mg

| 17. YHUKAJIEH UWAEHTUO®UKATOP — IBYU3MEPEH BAPKO/J{

JBym3mepeH 6apKoJ] ¢ BKIIIOUYEH YHUKAIICH UICHTU(PHUKATOD

| 18. YHUKAJIEH UWJEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenamunomun Krka d.d. Novo mesto 2,5 mg karncymu

JICHATUIOMH]T

2. HNME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3.  JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT

EXP

4. MHAPTUIEH HOMEP

Lot

5. JPYrO

1. IIperpHu U OTKBCHU
2. Ob6enn

ITH
BT
cp
qT
T
co
HI
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenamunomuna Krka d.d. Novo mesto 5 mg TBbpu Kancysiu

JICHAJIUIOMHT

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpAa Karcyiia ChIIbpiKa JICHATHIOMUIOB XUAPOXJIOPU]] MOHOXHUAPAT, EKBUBAJIICHTEH HA 5 mg
JIEHAJTA IOMH]T.

‘ 3. CIIMCBK HA IOMOIINHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAA Karcyia

7 x 1 TBBpIA Karcyna
21 x 1 TBBpHa Kamncymna

5. HAYHMH HA ITIPUJIOKEHUE U ITBT(MIA) HA BBbBEXKIAHE

[penu ynoTtpeba npouereTe IMCTOBKATA.
Ilepopanno npunoxeHue

6. CIIEHUAJIHO INIPEAYIIPEX/JIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA A
CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOI'VIEJA 1 TOCET' A HA JELIA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBITHO 3a Acla.

‘ 7. APYI'N CIIEHUAJIHU TPEAYTIPEXKJIEHUSA, AKO E HEOBXOANMO

MNPEAYIPEXIEHUE: Puck oT Texku BpoaeHH JedekTy. Jla He ce U3Moi3Ba 1mo BpeMe Ha OpeMEHHOCT |
KbpPMEHE.
Bue tpsa6Ba na m3nwiaasBare [Iporpamara 3a npenasBase oT OpeMEHOCT IpH ynoTpeda Ha JleHanumpoMus.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

I'onen no:

9. CHEIIMAJIHA YCJIIOBUSA HA CbXPAHEHUE

65



10. CIHEIMWAJIHU ITIPEAIIASHU MEPKU ITPU N3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHHAABYHU MATEPHUAJIM OT TAX, AKO
CE U3UCKBAT TAKHBA

11. HME U AAPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

7 x 1 tBBpAa Kancyixa: EU/1/20/1520/003
21 x 1 tBepma kancyna: EU/1/20/1520/004

13. TTAPTUJAEH HOMEP

ITapt.Ne

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BYKA

Jlenamunomuna Krka d.d. Novo mesto 5 mg

‘ 17. YHHUKAJIEH UAEHTUO®UKATOP — JIBYN3MEPEH BAPKO/{

JBym3MepeH 6apKoJ ¢ BKIIFOUEH YHUKAICH UICHTU(PHKATOD

‘ 18. YHUKAJIEH UWAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

1. HNME HA JIEKAPCTBEHWS ITPOAYKT

Jlenamunomun Krka d.d. Novo mesto 5 mg karncynu

JICHAJIUIOMHT

‘ 2. HNME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUIEH HOMEP

Lot

5.  JIPYro

1. TlperpHu U OTKBCHU
2. Ob6enu

IIH
BT
cp
uT
T
cO
HI

67



JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenamunomun Krka d.d. Novo mesto 7,5 mg TBBbpu Karncysau

JICHAJIUIOMHT

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpAa Karcylia ChIIbpiKa JISHATUOMUIOB XUIPOXJIOPU MOHOXHUIPAT, EKBUBAJICHTEH Ha 7,5 mg
JIEHAJTUTOMH]T.

‘ 3. CIIMCBK HA IOMOIINHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAA Karcyia

7 x 1 TBBpIA Karcyna
21 x 1 TBBpHa Kamncymna

5. HAYHNH HA ITIPUJIOKEHUE U TBbT(MIIA) HA BHBBEXKIAHE

[penu ynoTtpeba npouereTe IMCTOBKATA.
Ilepopanno npunoxeHue

6. CIIEHUAJIHO INPEJAYIIPEX/JIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA JIA
CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOI'VIEJA 1 TOCET' A HA JELIA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBITHO 3a Acla.

‘7. APYI'N CIIEHUAJIHU IPEAYIIPEXXKAEHUA, AKO E HEOBXOANMO

MNPEAYIPEXIEHUE: Puck oT Texku BpoaeHH JedekTy. Jla He ce U3Moi3Ba 1mo BpeMe Ha OpeMEHHOCT |
KbpPMEHE.
Bue tpsa6Ba na m3nwiaasBare [Iporpamara 3a npenasBase oT OpeMEHOCT IpH ynoTpeda Ha JleHanumpoMus.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

I'onen no:

9. CHEIIMAJIHA YCJIIOBUSA HA CbXPAHEHUE
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10. CIIEOUAJIHU IIPEAIIAZHU MEPKU ITPU N3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHAABYHU MATEPHUAJIN OT TAX, AKO
CE U3UCKBAT TAKHMBA

11. HUME U AJAPEC HA IPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

7 x 1 TBBpAa Kancyixa: EU/1/20/1520/005
21 x 1 tBepma kancyna: EU/1/20/1520/006

13. TTAPTUJAEH HOMEP

ITapt.Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BYKA

Jlenamunomun Krka d.d. Novo mesto 7,5 mg

| 17. YHUKAJIEH UWAEHTUO®UKATOP — IBYU3MEPEH BAPKO/J{

JBym3mepeH 6apKoJ] ¢ BKIIIOUYEH YHUKAIICH UICHTU(PHUKATOD

| 18. YHUKAJIEH UWJEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenamunomun Krka d.d. Novo mesto 7,5 mg karncymu

JICHAJIUIOMHT

2. HNME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. MHAPTUIEH HOMEP

Lot

5. JPYrO

1. IIperpHu U OTKBCHU
2. Ob6enn
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPHYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Jlenamumomuna Krka d.d. Novo mesto 10 mg TBbpaM Kamncyiu

JIEHAJIAIOMUT

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bcesika TBBp/a Karicyna ChIbpika JICHAIUOMHUIOB XUIPOXJIOPU ] MOHOXUIpAT, eKBUBaJIeHTeH Ha 10 mg
JICHAJTMTOMMI.

‘ 3. CIINCBK HA ITOMOIIIHUTE BEINIECTBA

‘ 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

TBBPAA Karcya

7 x 1 TBBpIA Karmcyna
21 x 1 TBBpIa Kamncyna

5. HAYHH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEKJIAHE

Ipenu ynorpeba nmpoyerere IMCTOBKATA.
Ilepopanzo mpunoxenue

6. CIIEHUAJIHO INIPEAYIIPEXJEHUE, YE JIEKAPCTBEHUAT ITPOJAYKT TPSBBA 1A
CE CbXPAHSBA HA MSCTO JAJIEYE OT IIOI'VIEJA U TOCET' A HA JELIA

I[a CC CbXpaHsBa Ha MACTO, HEJOCTHITHO 3a ACHaA.

7. JAPYI'UM CIIEHUAJIHU MTPEAYIIPEXXJIAEHUSA, AKO E HEOBXOINMO

NPEAYITPEXEHUE: Puck ot Texku BpoaeHH aedekTu. Jla He ce U3Mo3Ba 1mo BpeMe Ha OpeMEHHOCT H
KbpPMEHE.
Bue Tps6Ba na m3nwansBare [Iporpamarta 3a npeznasBane oT OpeMeHOCT IpH ynotpedba Ha JleHanumpoMun.

‘ 8. JATA HA U3THYAHE HA CPOKA HA I'OJIHOCT

T'onen no:

9. CIHIEIlMAJIHUA YCJIOBUSA HA CbXPAHEHUE
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10. CIEIMAJIHM NPEAITAZHU MEPKMU ITPU NU3XBBPJISIHE HA HEU3ITIOJI3BAHA YACT
OT JIEKAPCTBEHUTE INTPOAYKTHU NN OTIHAABYHU MATEPHUAJIM OT THAX, AKO
CE U3UCKBAT TAKHUBA

11. HUME U AAPEC HA TIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

7 x 1 TBBpAa Kancyia: EU/1/20/1520/007
21 x 1 tBppaa kancyna: EU/1/20/1520/008

13. TIAPTUJEH HOMEP

[Tapt.Ne

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

‘ 16. WH®D®OPMAIIASA HA BPAMJIOBA A3BYKA

Jlenamumomu Krka d.d. Novo mesto 10 mg

‘ 17. YHUKAJIEH HAEHTUDOUKATOP — JIBYU3MEPEH BAPKO/]

JByusmepeH 0apko[ ¢ BKIIOYCH YHUKAJICH UICHTU(PHUKATOP

‘ 18. YHUKAJIEH HIEHTUDOUKATOP — JTAHHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenanunomuna Krka d.d. Novo mesto 10 mg kancymnu

JICHAJIMIOMHT

2. HNME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3.  JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT

EXP

4. MHAPTUIEH HOMEP

Lot

5. JPYrO

1. IIperpHu U OTKBCHU
2. Ob6enn
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenamunomun Krka d.d. Novo mesto 15 mg TBbpau Karcysim

JICHAJIUIOMHT

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpAA Karcylia ChIIbprKa JISHATUOMUIOB XHIPOXJIOPU MOHOXHUIPAT, EKBUBAJICHTEH Ha 15 mg
JIEHAJTMIOMH]T.

‘ 3. CIIMCBK HA IOMOIINHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAA Karcyia

7 x 1 TBBpIA Karcyna
21 x 1 TBBpHa Kamncymna

5. HAYHMH HA ITIPUJIOKEHUE U ITBT(MIA) HA BBbBEXKIAHE

[penu ynoTtpeba npouereTe IMCTOBKATA.
Ilepopanno npunoxenue

6. CIIEHUAJIHO INIPEAYIIPEX/JIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA A
CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOI'VIEJA 1 TOCET' A HA JELIA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBITHO 3a Acla.

‘ 7. APYI'N CIIEHUAJIHU TPEAYTIPEXKJIEHUSA, AKO E HEOBXOANMO

MNPEAYIPEXIEHUE: Puck oT Texku BpoaeHH JedekTy. Jla He ce U3Moi3Ba 1mo BpeMe Ha OpeMEHHOCT |
KbpPMEHE.
Bue tpsa6Ba na m3nwiaasBare [Iporpamara 3a npenasBase oT OpeMEHOCT IpH ynoTpeda Ha JleHanumpoMus.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

I'onen no:

9. CHEIIMAJIHA YCJIIOBUSA HA CbXPAHEHUE
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10. CIELOUAJIHM NPEAIIASHU MEPKU ITPU N3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHHAABYHU MATEPHUAJIM OT TAX, AKO
CE U3UCKBAT TAKHBA

11. HME U AAPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

7 x 1 TBBpAa Kancyaa: EU/1/20/1520/009
21 x 1 tBepma kancyna: EU/1/20/1520/010

13. TTAPTUJAEH HOMEP

ITapt.Ne

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BYKA

Jlenamunomuy Krka d.d. Novo mesto 15 mg

‘ 17. YHHUKAJIEH UAEHTUO®UKATOP — JIBYN3MEPEH BAPKO/{

JBym3MepeH 6apKoJ ¢ BKIIFOUEH YHUKAICH UICHTU(PHKATOD

‘ 18. YHUKAJIEH UWAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

1. HNME HA JIEKAPCTBEHWS ITPOAYKT

Jlenanunomuna Krka d.d. Novo mesto 15 mg kancymnu

JICHAJIUIOMHT

2. HNME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3.  JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT

EXP

4. MHAPTUIEH HOMEP

Lot

5. JPYrO

1. IIperpHu U OTKBCHU
2. Ob6enn
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenamunomun Krka d.d. Novo mesto 20 mg TBbpaU Karcysim

JICHAJIUIOMHT

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBp/a Karcyna chabpKa JISHATUOMUIOB XHIPOXJIOPU MOHOXHUIpAT, EKBUBaJIEHTEeH Ha 20 mg
JIEHAJTUTOMH]T.

‘ 3. CIIMCBK HA IOMOIINHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

TBBPAA Karcyia

7 x 1 TBBpIA Karcyna
21 x 1 TBBpHa Kamncymna

5. HAYHNH HA ITIPUJIOKEHUE U TBbT(MIIA) HA BHBBEXKIAHE

[penu ynoTtpeba npouereTe IMCTOBKATA.
Ilepopanno npunoxeHue

6. CIIEHUAJIHO INIPEAYIIPEX/JIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA A
CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOI'VIEJA 1 TOCET' A HA JELIA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBITHO 3a Acla.

‘ 7. APYI'N CIIEHUAJIHU IPEAYIIPEXXKAEHUA, AKO E HEOBXOANMO

MNPEAYIPEXIEHUE: Puck oT Texku BpoaeHH JedekTy. Jla He ce U3Moi3Ba 1mo BpeMe Ha OpeMEHHOCT |
KbpPMEHE.
Bue tpsa6Ba na m3nwiaasBare [Iporpamara 3a npenasBase oT OpeMEHOCT IpH ynoTpeda Ha JleHanumpoMus.

‘ 8. JATA HA U3THYAHE HA CPOKA HA I'OJJHOCT

I'onen no:

9. CHEIIMAJIHA YCJIIOBUSA HA CbXPAHEHUE
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10. CIIEOUAJIHU IIPEAIIAZHU MEPKU ITPU N3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHHAABYHU MATEPHUAJIM OT TAX, AKO
CE U3UCKBAT TAKHBA

11. HUME U AJAPEC HA IPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

7 x 1 TBBpAa Kancyaa: EU/1/20/1520/011
21 x 1 tBepma kancyna: EU/1/20/1520/012

13. TTAPTUJAEH HOMEP

ITapt.Ne

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAIJIOBA A3BYKA

Jlenamunomun Krka d.d. Novo mesto 2,5 mg

‘ 17. YHHUKAJIEH UAEHTUO®UKATOP — JIBYN3MEPEH BAPKO/{

JBym3MepeH 6apKoJ ¢ BKIIFOUEH YHUKAICH UICHTU(PHKATOD

‘ 18. YHUKAJIEH UWAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHMU, KOUTO TPABBA JJA CbADBPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Jlenanunomuna Krka d.d. Novo mesto 20 mg kancymnu

JICHAJIUIOMHT

2. HNME HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA

| 3.  JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT

EXP

4. MHAPTUIEH HOMEP

Lot

5. JPYrO

1. IIperpHu U OTKBCHU
2. Ob6enn
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JAHHH, KOUTO TPABBA A CbABbPXA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Jlenamumomun Krka d.d. Novo mesto 25 mg TBBpau Kancynu

JIEHAJIAIOMHT

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TRBpIa Kancysa chabpika JEHATHIOMUOB XUIPOXIOPUI MOHOXHUIPAT, EKBUBAJIIEHTEH Ha 25 mg
JICHATUJIOMHU]I.

‘ 3. CIIUCBK HA TIOMOIINHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpJA Karcya

7 x 1 TBBpAA Kamcyna
21 x 1 TBBpaA Karmcya

S. HAYMH HA ITPUJIOKEHHUE U ITbT(MIIIA) HA BBBEKJAHE

[Ipenu ynotpeba mpodeTeTe TUCTOBKATA.
[Tepopanuo npunoxenue

6. CIIEIIMAJIHO NPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA 1A
CE CbXPAHSIBA HA MSICTO JAJIEYE OT IIOI'VIEJA U JOCET'A HA JEITA

)Z[a CC€ ChbXpaHsiBa Ha MsACTO, HCAOCTBIIHO 3a AC1ia.

‘ 7. APYI'N CIIEHUAJIHU NPEAYHPEXAEHUS, AKO E HEOBXO/IUMO

MMPEAYIIPEXXIEHUE: Puck ot Texxku BpoaeHu Aedektr. [la He ce U3Ioii3Ba 1Mo BpeMe Ha OpeMEHHOCT H
KbpMEHE.
Bue tps6Ba na nameansaBaTe [Iporpamara 3a npeanaspaHe ot OpeMeHOCT NpH yrotpedba Ha JleHamumomu.

‘ 8. JATA HA T3TUYAHE HA CPOKA HATOJHOCT

T'onen no:

9. CIIEOUAJIHA YCJIIOBUA HA CbXPAHEHHE
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10. CIEOUWAJHHA ITPEATTAZHU MEPKU ITPU N3XBBPJISAHE HA HEU3ITOJI3BAHA YACT
OT JIEKAPCTBEHUTE INPOAYKTU UWIHN OTHAABYHU MATEPHUAJIN OT TAX, AKO
CE UBUCKBAT TAKHUBA

11. HME U AJJPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501 Novo mesto, CrioBeHus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

7 x 1 TBBpaa Kancyna: EU/1/20/1520/013
21 x 1 TBppaa xancyna: EU/1/20/1520/014

13. TTAPTHUJAEH HOMEP

IMapr.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Jlenamuaomuna Krka d.d. Novo mesto 25 mg

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — JIBYU3MEPEH BAPKO/]

JByn3mepeH 6apKoj ¢ BKIIFOUSH YHHKAJICH UACHTU(DHKATOD

‘ 18. YHUKAJIEH UWIEHTUOUKATOP — JAHHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. HNME HA JIEKAPCTBEHUS TIPOJAYKT

Jlenanmunomun Krka d.d. Novo mesto 25 mg kancynu

JIEHATUIOMU/T

2. HNME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IMAPTUJIEH HOMEP

Lot

5. JIPYro

1. TlpervHu U OTKBCHU
2. Ob6emn
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b. JUCTOBKA
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JlucToBKa: HH(l)OpMaHl/lﬂ 32 MalMeHTa

Jlenasmpomug Krka d.d. Novo mesto 2,5 mg TBbpAN KancyJiu
Jlenamupomua Krka d.d. Novo mesto S mg TBbpAM KancyJm
Jlenasmpomug Krka d.d. Novo mesto 7,5 mg TBbpAN KancyJu
Jlenasmaomug Krka d.d. Novo mesto 10 mg TBLpAM KancyJiu
Jlenanugomua Krka d.d. Novo mesto 15 mg TBbpAM KancyJim
Jlenannnomua Krka d.d. Novo mesto 20 mg TBbpau Kancy.iu
Jlenanugomuna Krka d.d. Novo mesto 25 mg TBbpau kancyJjan
nenammaomun (lenalidomide)

IIpoyeTeTe BHUMATEJHO LSIJIATA JIMCTOBKA, MPE/IM A 3all0YHeTe Aa IpueMaTe TOBa JeKapcTBo,

Thil KaTO T ChAbpP:Ka BaxHa 3a Bac undopmanus.

- 3amasere Ta3u JUCTOBKA. Moye Ja ce HaJOXKH J1a s HPOYeTeTe OTHOBO.

- AXO UMaTe HIKaKBH JOITBIHUTEIHU BBIPOCH, TOMUTaiTe Bamms nexap mwim ¢gapMarienT.

- ToBa nekapcTBo € mpeanucano audHo Ha Bac. He ro npeorcrenBaiite Ha apyru xopa. To moxe
Jla UM HaBpeIu, He3aBUCUMO Y€ MPU3HAIMTE Ha TIXHOTO 3a00JsIBaHe ca ChlIMUTe KaTto Bammre.

- AX0 TOTyYuTe HAKAaKBU HEXENaHH Peakiuy, yBenoMmere Bamms nexap wim gpapmarnert. ToBa
BKJIIOYBA U BCUYKU Bb3MOXKHU HEXeJlaHW PEeaKLUK, HEOMUCAHU B Ta3U JIUCTOBKA. BikTe TouKa 4.

KakBo cbabp:ka Ta3u JHCTOBKA!

Kakro npeacrasnssa Jlenammaomun Krka d.d. Novo mesto 1 3a KakBO ce U3IT0J13Ba
Kakso Tpa6Ba na 3Haere, npeau aa npuemere Jlenanunomun Krka d.d. Novo mesto
Kak nma npuemare Jlenammaomun Krka d.d. Novo mesto

BB3M0XHU HEXETaHU peaKuy

Kak nma cexpansiBare Jlenamumomun Krka d.d. Novo mesto

ChabprkaHKe Ha OMTAKOBKATA M JOITBIHUTEIHA HHPOPMAIIHS

Sk v~

1. Kaxso npencrasiasiBa Jlenamnaomua Krka d.d. Novo mesto u 3a kakBo ce U31m0J13Ba

Kakso npeacrasiasisa Jlenamuaomua Krka d.d. Novo mesto

Jlenammmomun Krka d.d. Novo mesto chabprka akTHBHOTO BEIIECTBO JICHATHIOMU/. ToBa JIeKapcTBO
NPUHAUICKU KbM IpyTNa JEKapcTBa, KOUTO MOBIUIBAT HAUMHA, 110 KOMTO ()YHKIIMOHMPA UIMyHHAaTa Bu
cHucTEMA.

3a kakBo ce u3noJa3sa Jlenaaugomua Krka d.d. Novo mesto
Jlenammnomun Krka d.d. Novo mesto ce u3nosssa npu B3pacTHH 3a:
- MynTHILIEH MUETIOM

- donukynapeH JumMpom

MyJaTunjieH MuejIoM

MyATUIICHUST MUEIOM € BUJ] paK, KOUTO 3acAra onpesesieH Bu 6enu KpbBHU KJIETKY, HapeueH!
IIa3MeHN KIeTKH. Te3u KIIeTKH ce ChbOMpaT B KOCTHHUS MO3BK H CE€ JIEIIST, C KOETO CTaBaT
HEKOHTposupyeMH. ToBa MoXe Aa yBpeau KOCTHTE U OBOperuTe.

MyNTUIICHUST MUEIOM TI0 TIPUHIMI € HeJleunM. [Ipu3HanuTe u cumMnrToMute obade MoraT 1a 0b1at
3HAYUTEITHO HAMaJeHHU WK Jla U34e3HaT 3a epuoj ot Bpeme. Tosa ce Hapuya ,,0TTOBOpP”.

HoBoauargocTuuppad MYJITHAIIIEH MUEIOM — IIPY IMAIMEHTH ¢ KOCTHO-MO3b4YHa TPAHCIUIAHTALIAS
Jlenammmomun Krka d.d. Novo mesto ce u3nosi3Ba caMOCTOATEIIHO KaTO MOJIbPIKAIIO JISYSHHUE, CIIe/
KaTo MAaI[EHTUTE Ca C€ BH3CTAHOBHIIU JOCTATHYHO ClIe/] KOCTHO-MO3bYHA TPAaHCIIIAHTALHS.

HoBoauarHoctunypas MyJATUIICH MUEJIOM — MPH HTAIMEHTH, Ha KOUTO HE MOXKE JIa Ce HANPABH KOCTHO-
MO3bYHA TPAHCIIAHTAIIHS

Jlenammpomun Krka d.d. Novo mesto ce npuema ¢ apyru sekapctsa. Te Moxe na ObaaT:

- JIEKApCTBO 32 XMMHOTEPAITHS, HApEUeHO ,,00pTe30MH0

- MPOTHBOBB3MAIUTENHO JIEKapCTBO, HAPEUEHO ,,JIeKCaMeTa30H” .
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- JIEKapCTBO 32 XUMHUOTEpanus, HapeueHo ,,Medanan”

- HMMYHOITOTHCKAIIO JIEKAPCTBO, HAPEUCHO ,,IIPEIHU30H .

Bue mie npuemare Te3u jekapcTBa B HAYaJIOTO HA JIEUYEHUETO, a CJIe]l TOBA IE MPOIBIKUTE J1a
npuemare Jlenammaomun Krka d.d. Novo mesto camocTosTenHo.

AKo cTe Ha BB3pACT 75 WK [MOBEYE TOJMHH, WA KMATe YMEPEHH JI0 TEXKKH OBOPEUHHU MPOOIEMH -
Bammsit siexap 1me mpoBepH ChCTOSIHHETO Bu BHEMAaTENHO, Ipey 1a 3al0vHe JICUCHHE.

MyATHILUIEH MUEJIOM — IIPY MAIMEHTH, KOUTO BEYE ca IIPOBEKIAIN JICYCHUE
Jlenamumomun Krka d.d. Novo mesto ce nprema 3aeiHO ¢ IPOTUBOBB3MATUTEIHO JIEKAPCTBO, HAPEUCHO
JeKCaMeTa30H .

Jlenamumomuy Krka d.d. Novo mesto Moxe 1a ciipe BIIOIIABAaHETO Ha MPU3HAIIUTE U CHMIITOMUTE Ha
MYJITUILICHUS. MUelioM. J[0Ka3aHo e, 4e TOH ChII0 MOXKe Ja 3a0aBH BPBIIAHETO HA MYJITHILICHHS
MHUEIIOM CJIE] JIEYEHHE.

®osnkynapen aumpom (DJI)

@JI mpencrapnsBa 6aBHO HapacTBalll pak, KOHTO 3acsra B mumdorurute. Te ca Bua 6e1u KpbBHUA
KJICTKH, KOMTO IIOMarart Ha opranu3Ma aa ce 6opu ¢ nadexmuu. Korato umate @JI, TBBpAE MHOTO OT
Te3u B muMmorty Morat fa ce HaTpynaT B KPbBTA, KOCTHUSI MO3BK, TUM(HHUTE BB3JIU U JajaKa.

Jlenamunomuy Krka d.d. Novo mesto ce nmpuema 3aeHoO ¢ APYro JISKapCcTBO, HAPEUEHO ,,pUTYKCHMal” 3a
JIeYeHHE HA Bh3PACTHU MAIMEHTH C JIEKyBaH HpeIu TOBa (POIUKYIApEeH JTUM(POM.

Jleramumomun Krka d.d. Novo mesto ce n3moi3Ba caMOCTOSTEHO 32 JIEKyBaHe Ha Bh3PaCTHH MAIUCHTH,
KOWTO Beue ca OMIN JICKyBaHH C IPyTH JICKapCTBa.

Kak geiicrBa Jlenaaugomua Krka d.d. Novo mesto

Jlenamunomun Krka d.d. Novo mesto neticTa upe3 NOBIMsSBaHE HA UMYHHATA CHUCTEMA Ha OpraHU3Ma U
TIPSIKO aTaKyBa paka. Tol meWcTBa Mo peaulia pa3IudHy HAUWHU:

- KaTo MpeJ0TBpaTsIBa Pa3BUTHETO Ha PAKOBUTE KIIETKH

- KaTo He ITO3BOJISIBA KPHBOHOCHH CHIIOBE JIa CC pa3pacHar B paka

- KaTo CTUMYJIUPA YacT OT UMyHHATa CUCTeMa Jia aTaKyBa PAKOBUTE KIIETKH.

2. Kakso TpsioBa 1a 3Haere, npeau na npuemerte Jlenaanaomua Krka d.d. Novo mesto

TpnadBa 1a npouyereTe JUCTOBKATA HA BCUYKH JIEKAPCTBEHH NPOAYKTH, KOUTO ce pueMar B
koMOuHanus ¢ Jlenanugomun Krka d.d. Novo mesto, npenu 1a 3ano4Here JieueHue ¢
Jlenamuaomua Krka d.d. Novo mesto.

He npuemaiite Jlenanuaomug Krka d.d. Novo mesto:

- aKo cre OpeMeHHa, MHUCJIUTE, Y€ MOXKe Jla cTe OpeMeHHa WM TUIaHUpaTe Ja 3a0peMeHeeTe, Thi
Kato ce ouakBa Jlenaaunomug Krka d.d. Novo mesto 1a e BpeeH 3a HepoaeHOTO JeTe
(BmxTe TOUKa 2, “BpeMEHHOCT, KbPMEHE M KOHTPALSTIIINS — HHpOpMAanKs 3a )KEHH U MBKe”).

- aKo CTE B ChCTOSIHHE J1a 3a0peMeHeeTe, OCBEH aKO Cla3BaTe BCHYKH HEOOXOAMMH MEPKH, 3a Ja
NpeJI0TBpaTHTE 3a0peMeHsBaHe (BIKTE TOUka 2, “BpeMeHHOCT, KbpMEHE W KOHTPAIICTIIUS —
nH(pOpMAaIUs 32 MBXKE U )KEHU ). AKO CT€ B ChCTOSIHHE Jla 3a0peMeHeeTe, MPU BCIKO U3MUCBAHE
Ha JIEKapCTBOTO Bammwsr Jiekap 111e 3anvcBa, 4e HeoOXOAMMHUTE MEPKH ca OWITH B3eTH | 1ie Bu
MPEJTOCTABS TOBA OTBBPXK/ICHUE.

- aKo CTe aJIeprUYHH KbM JICHATHIOMUJI WK KbM HSAKOS OT OCTAaHAITUTE ChCTABKU HA TOBA
JeKapcTBO, M30poeHu B Touka 6. OOBbpHETE ce 3a ChBeT KbM Baluus nexap, ako MUCIIUTE, 4e
MOXKE JIa CTE aJIeprUYHH.

AKO HSIKOE OT T€3H ChCTOSHUS ce oTHacs 3a Bac, He npuemaiite Jlenamunomun Krka d.d. Novo mesto.
AKO He CTe CUT'ypHH B HelIo, onuraiite Bamus nekap.

IIpenynpeskaenusi ¥ Npeana3sHu MepKH
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I'oBopere ¢ Bamust 1exap, papManeBT W1 MeAHIUHCKA cecTpa, IPeIH Aa IpueMere

Jenamuaomua Krka d.d. Novo mesto, axo:

- CT€ UMaJI1 KPBbBHU CbCUPECIIU B MUHAJIOTO — Bue cre ¢ noBuieH PHUCK OT pa3BUTUC HAa KPbBHU
ChCHUpELIU BbB BEHUTE U apTepUUTE 0 BPEME HA JICUCHUETO

- UMaTe HAKAKBU MIPU3HAIIA Ha I/IH(beKHI/IH KaTo KallIhia Uk BUCOKa TEMIIEpaTypa

- MMaTe WM HAKOTa IPEAN TOBA CTE€ MMaJM BUpYCHA MH(EKINS, TO-CHEeHaIHO: HH)EKIHs ¢
BHpyca Ha xenaTut B, Bapumena 3octep Bupyc, XVB. Ako He cTe curypHm, roBopere ¢ Bamms
nexap. Jleuenuero ¢ Jlenanuaomun Krka d.d. Novo mesto Mmoxe fa mpu4uHU IOBTOPHO
aKTUBHMpaHE Ha BUpYyca IIPU NallMeHTH, KOUTO ca HOCUTENH Ha BUpyca. ToBa BOIU O IOBTOPHA
MosiBa Ha MH(pekuusaTa. BamusT nexap TpsiOBa Ja MpOBEPHU AN HAKOTa CTE€ UMK XenaTuT B
HHpEKITUS

- uMate 6p0peuHr MpobiaeMu — BammsT nekap Moxke a kopurupa BamaTa nosa Jlenamiaomun
Krka d.d. Novo mesto

- CT€ UMaJIM CbpACYCH YJap, HAKOra CT€ UMaJii KPBbBEH CbCUPECK HUJIN AKO ITYIIUTE, UMATE BUCOKO
KPBBHO HaJIsSITaHe WJIM BUCOKM HUBA Ha XOJIECTepOIIa

- CTE IMaJTH aJIepTrHYHA PEaKnusi, JOKaTo CTE MPHEMaTH TATHIOMUL (IPYTO JIEKAPCTBO, H3MOI3BAHO
3a JIeueHHe Ha MYITUILIEH MUEIOM), KaTO HallpuMep 0OpUB, CbpOEkK, OTOK, CBETOBBPTEXK UIIU
3aTPyAHEHO AMIIAHE.

- B MMHAJIOTO CT€ UMaJI KOMOMHAIMSA OT HAKOU OT CJIEAHUTE CUMIITOMU: O0IIUpeH 00pusB,
3adyepBeHa KOoka, BUCOKA TeMIIeparypa, TpUIonog00H! CHMITOMY, ITOBUIICHHUE Ha
YEPHOIPOOHUTE EH3UMU, CTOIHOCTH Ha KPBBHUTE [TOKA3aTEIN U3BBH HOpMaTa (€03UHO(PUINSA),
YBEIIYeHN JTMM(HH BB3ITH — TOBa ca MPH3HAIM Ha TeKKa KOYKHA PEaKls, HapeucHa
,JIEKApPCTBEHA PEaKINs C CO3MHOPHUINSA M CHCTEMHHU CUMIITOMH ', KOSITO € TTO3HAaTa ChII0 KaTo
DRESS nnu cuHApOM Ha JIeKapcTBEHAa CBPBXUYBCTBUTENHOCT (BMXKTE CBILO TOUKa 4 ,,Bbp3M0oxHN
HEXXEJNaHU peaKimu’”).

AKO HSIKOE OT TOpPEIIOCOYCHUTE ce OTHACS 0 Bac, roBopere ¢ Bamms nekap, dpapmarieBT win
MeAULMHCKA CecTpa, Mpeay J1a 3all04HETe JIeUCHHE.

AKO B KOHTO M J1a € MOMEHT I10 BpeMe Ha JICUCHHETO WIIU CIIe]l Hero umare:

- 3aMBIIICHO 3peHHe, 3ary0a Ha 3peHue WIH JBOMHO BIDKIAaHE, 3aTPYIHEH TOBOP, CIa00CT IpH
JBIDKEHHE HAa PbKa WK KpaK, IPOMSHA B MOXO/IKaTa WK MPoOJIeMHU ¢ PaBHOBECHUETO, IOCTOSIHHO
W3TPBIIBaHE, HAMaJICHA YyBCTBUTEIHOCT MM 3ary0a Ha TyBCTBUTEIHOCT, 3ary0a Ha aMeT WITH
o0BbpKBaHe, He3a0aBHO yBepoMeTe Bammust gekap win MetunuHCKa cectpa. ToBa Moxe za ca
CHMIITOMH Ha CEPHO3HO U IMMOTESHIMAIHO KHBOTO3aCTpaIIaBanIo 3a00I1BaHe Ha MO3bKA, H3BECTHO
KaTo nporpecuBHa MynTrdokanHa neskoeHuedanonatus (IIMJI). Ako nMate Te3u CUMITOMH
npeau 1a 3amounere Jiedenue ¢ Jlenammaomun Krka d.d. Novo mesto, napopmupaiite Barms
JIeKap 3a BCsIKa IMPOMsIHA Ha T€3U CUMITTOMH.

- 3ayX, yMOpa, 3aMasHOCT, OOJIKa B I'bPUTE, YUECTEH ChPACUEH PUTHM WIIM MOIyBaHe Ha KpaKara
nny rire3ennTe. ToBa MOXKe J1a ca CUMITTOMHE Ha CEPHO3HO 3a00IIIBaHe, H3BECTHO KAaTO
6enoapoOHa XUMEepPTOHUSA (BIDKTE TOUKA 4).

W3cnenBanus v nperJieau

IIpenu u o Bpeme Ha jedenueto ¢ Jlenammaomun Krka d.d. Novo mesto me Bu 0b1aT ipoBexxIaHn
penoBHM KPBbBHU Hu3cienBaHus. ToBa ce mpasu, T kato Jlenamuaomua Krka d.d. Novo mesto moxe na
MIPUYMHY CITaJ] Ha Oposl Ha KPhBHHUTE KIICTKH, KOMTO ITOMarar npu 0opoara ¢ uHdekimn (0em KpbBHU
KJIETKH) ¥ Ha T€3H, KOMTO IIOMararT 3a ChCHUPBaHETO Ha KPbBTa (TPOMOOIIUTH).

Bammst nexap mie morcka qa Bu Ob1at HanpaBeHH KPHBHU U3CIICABAHIS:

- MPEIX JICUCHUETO

- BCsIKa CEIMHUIIA ITPe3 TEPBUTE 8 CEIMHUIIH OT JICUCHUETO

- CIIeJl TOBA TIOHE BEIHBK MECEUHO.

Mosxe na Bu Oblie HaripaBeHa OIIeHKa 3a MPU3HAILM Ha ChpeUHO-0e10p0o0HU TIPOOIIEMH MPEITH U 10
BpEME Ha JICYCHUETO C JICHATUIOMHUI.

3a nanmentu ¢ DJI, kouro npuemar Jlenanumomun Krka d.d. Novo mesto
Banmmat nekap me Bu Ha3Hauu U3cnenBaHe Ha KPbBTA:
- MIPEIN JIEYEHUETO
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- BCSIKa CeMMUIIA 3a TbpBUTE 3 ceaMuiH (1 IMKBI) JeueHne

- CJIeJ] TOBa Ha BCEKHU 2 CEIMHIIM B IIUKIH 2 110 4 (BrOKTE Touka 3 ,,JIeueOeH UK 3a IoBeye
uHpopManus)

- cJie]] ToBa TOJJOOHO M3CIIeIBaHe I Ce NMPaBH B HAYAJIOTO HA BCEKH ITUKBI U

- Hai-MaJKO BEIHBX MECEUHO.

Bammsar nexap Moske Jia IpoBepH Jalii UMaTe TojisiM 0011 Opoii TYMOPH B ISUIOTO TSJIO, BKIIFOUHUTETHO B
koctHUS Bu Mo3bk. ToBa 61 MOTJIO 12 TOBEJE 10 CHCTOSIHHE, TIPH KOSTO TYMOPUTE C€ pa3naaar u

MOTaT JIa IPUYMHAT HeOOMYaiiHA HUBA Ha XUMHYHH BEIIECTBA B KPBBTA, KOETO MOKE JIa JIOBEIIE 110
OBOpeYHa HEJIOCTATHYHOCT (TOBA CHCTOSIHUE CE Hapu4a ,,CUHJIPOM Ha TYMOpEH pa3nan’).

Barmusr JICKap MOXK€E ga Bu npericaa 3a MpoMEHHU 110 KOKaTa Bu kato YCPBCHHU IIETHA UIIN O6pI/IBI/I.

Bamusar nexap moxxe na xopurupa Bamara nosa Jlenanunomua Krka d.d. Novo mesto nnu na npekparu
JICYCHUETO B 3aBUCUMOCT OT PE3YJITATHTE OT KPhBHHUTE M3CIIEABaHUSA U 001I0TO BU chcTosiHUE. AKO
Bue cte HOBOnMAarHocTUIMpaHy, Bammsar jgekap Moke ChILO J1a IpeLeHu Baiero nedeHne Bb3 OCHOBA
Ha BB3pacTTa Bu u npyru 3a00sBaHUs, KOUTO BeUe MMAaTe.

KpbBoaapsiBane
Bue He Tpa6Ba na napsBaTe KpbB [0 BpeMe Ha JIEUEHUETO U Hai-MaJiko 3a 7 JHU cren Kpas Ha
JIEIEHHETO.

Jleua v roHomIM
Jlenamunomun Krka d.d. Novo mesto He ce mpenopbyBa 3a ynoTpebda npu Jiera 1 rHoImm o 18
TO/IUHH.

Xopa B cTapyecka Bb3pacT U Xopa ¢ 0b0peyHH NpodJaeMu
AXo cTe Ha BB3pacT 75 WK [OBEYE TOAWHH WIIM HMaTe YMEPEHH 10 TEeXKN ObOpedHu mpodiemu —
Bamusar nekap e Bu npersiena BHUMATEIHO, IPEIH Ja 3al0YHETE JIEUECHHUE.

Apyru gekapcrea n Jlenammaomua Krka d.d. Novo mesto

HNudopmupaiite Bamms nexap wim MEAMIIMHCKA CECTPa, aKO TIpHUEMAaTe WITH HACKOPO CTE TIpUeMali
Ipyru JekapcTBa. ToBa ce Hanara, 3amoto Jlenanunomua Krka d.d. Novo mesto Mmoxe na nosnusie
HauYMHA, [10 KOWTO AEHCTBAT HAKOM APYTH JiekapcTBa. OCBEH TOBa JPYTHTE JEKapcTBa MOTaT J1a
MOBJIUSAT HAUMHA, 110 Koito aciictBa Jlenamumomua Krka d.d. Novo mesto.

[o-cneunanno undopmupaiite Bamms nexap nim MEIUIMHCKA CECTPa, aKO MprUeMare HAKOU OT

CJICZIHUTE JIEKapCTBa:

- HSIKOU JICKapCTBa, U3IOJI3BAHHU 32 ITPEANa3BaHe OT OPEMEHHOCT KaTo MpHUEeMaHH TIpe3 ycTaTa
MIPOTUBO3a4aTbUHH CPEJCTBA, ThI KaTo T€ MOTaT Jia IpecTaHar aa AeHcTBaT

- HSIKOM JIEKapCTBa, U3MOJI3BAHU MPH ChpACUHH MPOOIEMH, KaTO HAIIPUMeEp TUTOKCHH

- HSKOM JIEKapCTBa, U3IOJI3BAaHU 32 pa3pekaaHe Ha KpbBTa, KaTo HarpuMmep Bapdapu.

BpemenHocT, KbpMeHe U KOHTpauenuus — MHGopManus 3a ;KeHd U MbiKe

Bpemennoct

3a sxenn, npueManu Jlenammmomua Krka d.d. Novo mesto

- He tps6Ba na npuemare Jlenamumomun Krka d.d. Novo mesto, ako cTe OpeMeHHa, T KaTo ce
OYaKBa J1a HaBpPeIU Ha HEPOJCHOTO JIETeE.

- He tpsibBa na 3abpemensiBare nokaro npuemare Jlenanmunomua Krka d.d. Novo mesto. 3arosa,
aKo CTe KEeHa, KOATO MOXKe Jia 3a0peMeHee, TpsiOBa J1a u3moisBare eeKTHBHU METOIM Ha
KOHTpauenuus (Buwxkre ,,Kontpauenuus’).

- Ako 1o Bpeme Ha niedenuero ¢ Jlenamumomun Krka d.d. Novo mesto 3abpemeneete, TpsoBa jia
cnpete Bamero neuenue u He3ab6aBHO Ja yBenomuTe Bammst jgexap.

3a Mbxe, npuemary Jlenanunomua Krka d.d. Novo mesto
- Ako Bammara napTHpopka 3a0pemenee, qokato npuemare Jlenamumomun Krka d.d. Novo mesto,
TpsiOBa He3abaBHO Na yBepomute Bamus nekap. [Ipenopbusa ce TS 1a ce KOHCYATHpA C JIeKap.

87



- Bue Tpsg6Ba b0 fa n3non3pare epeKTUBHE METOIM Ha KOHTPAIICIIHA (BUXXTE
,,KoHTparenms’).

KbpMmene
He tps6Ba na xppmuTte, nokaro npueMare Jlemamnpomuna Krka d.d. Novo mesto, Thif KaTo He € H3BECTHO
nama Jlenamumomu Krka d.d. Novo mesto nmpemuHaBa B KbpMara.

Konrpanenuus

3a sxenn, npueManu Jlenammmomua Krka d.d. Novo mesto

[Ipenu na 3amovHeTe JEUCHUETO, OMUTalTe Batus jJekap 1anu cTe B ChbCTOSHHE Ja 3a0peMeHeeTe,
JIOPH U J]a CMSITaTe, Ye HAMa TaKkaBa BEPOSTHOCT.

AKO cTe B ChCTOSTHHE J1a 3a0peMeHeeTe

- Bue e Tps6Ba 1a HanpaBuTe U3CIeABaHU 32 OPEMEHHOCT 101 HalIroneHeTo Ha Bamms nexkap
(Ipenu BCsIKO JIeYCHUE, HA-MaJIKO Ha BCEKU 4 CEIMHMIIM 110 BpEME Ha JICUSHHETO U Hal-Maiko 4
CEIMUIIM CJIe]] CBHPIIBAHE Ha JEUYEHUETO), OCBEH aKo HE € MOTBBPJIEHO, ue (paronueBute TpbOH ca
MPEeKbCHATH | ,,3aIyIIICHN”, 3a JIa CE TIONPEYM Ha SHUIIEKIETKUTE J]a JOCTUTHAT JI0 MaTKaTa
(TyOapHa cTepuIn3ars)

- Bue tps6Ba 1a nznon3sate eeKTHBHA METOIM Ha KOHTPALIENIIHA B POIbIDKEHUE HA HalH-MaJIKoO
4 cemMUIY TIPEN JIa 3aTI0YHETE JICUECHHUE, IT0 BpEMe Ha JICYSHHUETO U Ha-MaJIKo 10 4 CeaMUIIH
cJe]l ciMpaHe Ha JeueHueTo. Bamusar nekap me Bu nockBeTBa 3a MOAXOASIINS METO Ha
KOHTpAIIEIIIHSI.

3a mexe, npuemaiy Jlenamumomua Krka d.d. Novo mesto

Jlenamunomun Krka d.d. Novo mesto mpemnHaBa B yoBemkaTa criepMa. Ako Bamara mapTHpopka e
OpeMeHHa WM B ChCTOSIHNE [la 3a0peMeHee, HO He M3I0J13Ba epeKTHBHH METOIM 3a KOHTpauenuus, Bue
TpsiOBa J1a U3MON3BATE MPE3ECPBATHBH, JOKATO Tpae JICYCHHETO U Hail-MaJKo 7 [IHH clie]] Kpas Ha
JIEYEHHUETO, JIOPH Jla CTe MMaJli Ba3eKTOMHUSL.

Hlo¢pupane n paéoTa ¢ MAIIMHHA
He mo¢wupaiite nnm paborere ¢ MaIIMHM, aKO CE ITOTYBCTBATE 3aMasiHH, yMOPEHH, CHHIIMBH, IMaTe
CBETOBBPTEXK WM 3aMBITICHO BIDKIAHE ciep npueMane Ha Jlenamunomug Krka d.d. Novo mesto.

3. Kak na npuemare Jlenanugomua Krka d.d. Novo mesto

Jlenamumomu Krka d.d. Novo mesto TpsiOBa 1a ce 1aBa caMo OT 3[{paBHHU CIICIUAIUCTH C OIHT B

JIEYEHUETO Ha MyATHUIIEH MuenoM uiu OJI.

- Koraro Jlenammaomuna Krka d.d. Novo mesto ce u3mon3Ba 3a JiedeHrue Ha MYJITHILUICH MUACIIOM ITPH
MMallMCHTH, HAa KOUTO HE MOXE 1a CE HpaBI/I KOCTHO-MO3BbYHa TpaHCHJ'IaHTaHI/IH 1501050 HpeI[I/I TOBa Cca
MIPOBEITH IPYTO JICUCHKE, TOM ce MpreMa ¢ APYyTrH JekapcTra (BK. Touka 1 ,,3a KaKkBO ce M3MO0JI3Ba
Jlenammmomun Krka d.d. Novo mesto”).

- Koraro Jlenamuaomua Krka d.d. Novo mesto ce u3mosn3Ba 3a JiedeHrue Ha MyJITHILUICH MUEJIOM ITPH
IMAaIllMCHTH, HAa KOUTO BEYC € HpaBeHa KOCTHO-MO3BbYHa TpaHCHJ'[aHTaHI/IH, TOI71 ce HpI/IeMa
CaMOCTOSITEIIHO.

- Koraro Jlenamumomun Krka d.d. Novo mesto ce uznon3sa 3a neueHre Ha QoUKyIapeH TuMQom,
TOM ce MmpHeMa ¢ APYTo JIEKApCTBO, HAPEUEHO ,,pUTYKCUMab .

Bunaru npuemaiite Jlenamugomua Krka d.d. Novo mesto Touno kakro Bu e ka3an Bamust jgekap. Ako
HE CTE CHUT'YPHH B Helllo, nonwuraiite Bamms nexap nmm papManesT.

Axo npuemare Jlenamumomua Krka d.d. Novo mesto B KOMOHHAIMSI ¢ APYTH JICKapCTBa, HaIpaBeTe
CIIpaBKa C JIMCTOBKUTE HA TE3U JICKAPCTBA 3a JIOMBIHUTEIHA UH()OPMAIUSI OTHOCHO MPUIIOKEHUETO U
e eKTUTEe HM.

Jleye0eH UKD
Jlenamunomua Krka d.d. Novo mesto ce mpuema B onpe/iesieHn JHA B paMKuTe Ha 3 ceamuim (21 nam).
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- Bceku 21 mHu ce Hapuyar ,,Jie4e0eH UKD .

- B 3aBHCHMOCT OT JieHS Ha ITMKbJIa Bue 111e npuemare eHO WU MOBeUe OT JeKapcTBara. B Hiakon
nHE oOave Bue HsMa Jla mprieMaTe HUKaKBO JICKapCTBO.

- Cren xaTo 3aBBPIINTE BceKU 21-IHEBEH UKBII, Bue TpsOBa J1a 3amovHeTe HOB ,,ITUKBI 32
ciaenpammre 21 qHuH.

WNJIn

Jleramumomu Krka d.d. Novo mesto ce mpuema B onpe/ielieH! THA B paMKUTE Ha 4 cenMuiy (28 JHHM).

- Bceku 28 mHu ce Hapuyar ,,JieueOeH UK.

- B 3aBrcHUMOCT OT JicHs Ha ITUKbJIA, BUe 1ie npreMaTe eHO WK NIoBeYe OT JIeKapcTBaTa. B Hikon
JHY, 0Oade, Bue HIMa 1a mpuemMare HUKOE OT JIeKapCcTBaTa.

- Cren xaTo 3aBBPIINTE BCEKU 28-7HEBEH IUKBII, Bue TpsaOBa J1a 3armouHeTe HOB IIMKBII 3a
clieaBamure 28 qHU.

Kakpo xoruuectBo Jlenammaomua Krka d.d. Novo mesto TpaoBa 1a npuemare

[Ipenu 3a 3amouHeTe neueHue, Bammusat nekap e Bu o0sicHu:

- kakBo kojmuectBo Jlenanumomuy Krka d.d. Novo mesto Tpsi6Ba ga npuemare

- KaKBO KOJIMYECTBO OT JIPYTUTE JICKApCTBa, aKO MMa TaKKBa, TPSAOBA Ja pueMare B KOMOHHAIIWS C
Jlenamunomug Krka d.d. Novo mesto

- B KOM JTHH OT Barms JiedueOeH UK J1a MPHEMATE BCIKO JISKApCTRO.

Kak u kora na npuemare Jlenaaunomua Krka d.d. Novo mesto

- I'biTaliTe Kancynure 1enu, 3a NpeArnoYnTaHe ¢ Boja.

- He uymnete, He oTBapsiiTe 1 He IbBUETE KAICYIUTE. AKO Mpax OT cuyIeHa Karncyna JIeHamaoMu
Krka d.d. Novo mesto Biie3e B KOHTAKT C KO)KaTa, M3MHUHTE KO)KaTa He3a0aBHO U OOMIHO ChC
caryH | BOJia.

- MenuIuHCKHUTE CIEIHATUCTH, OOJTHOTIICAAYNTE H WICHOBETE Ha CEMEHCTBOTO TPsiOBa 1a
H3MIOJI3BAT PHKABHIIM 3a €THOKpAaTHA yroTpeda, korato paboTaT ¢ oimucrepa wim kancynata. Cren
TOBa PHKABHUIIMTE TPSOBA J1a C€ CBAISAT BHUMATEIIHO, 32 [Ia Ce MPEAOTBPATH KOHTAKT C KOXKaTa, 1a
Ce MOCTaBAT B MOJMETHUICHOBA TOPOHUKA ,,C ITUIT ¥ J]a C€ U3XBBPJIAT B COTBETCTBUE C MECTHHUTE
nsuckBanus. [locie pwiiete TpsAOBa 1a ce U3MUAT 100pe ChC callyH U Boja. JKeHH, KOUTo ca
OpEeMEHHH HJTH [TOI03MPAT, Ue MOKe Ja ca OpeMEHHH, He TPps0Ba J1a MUIaT GrcTepa Win
KarcyJara.

- Kancynute MoraTt fa ce mpueMar che win 0e3 XpaHa.

- TpsioBa na npuemare Jlenasmaomun Krka d.d. Novo mesto 1o mpruOIHU3UTETHO €THO U CHIIO
BpEME B OIPE/ICIICHUTE JHH.

IIpuemaHne Ha TOBa JIeKAPCTBO
3a 51a M3BaIUTE Karcyara oT oimcTepa:

1. JprbxTe OnucTepa Mo KpauinaTta ¥ OTAeseTe eaHa OMicTepHa KIeTKa OT OCTaHajIaTa 4acT Ha
OmmcTepa, KaTo BHUMATEHO pa3KbcaTe nephoparuTe OKOJIOo Hesl.

2. Wznepmnaiite pp6a Ha (HONMOTO U TO OTIENETE HAITBIIHO.

3. Haxnonere kancynara BbpXy pbKaTa CH.

4. I'brTaiiTe Kancynara 1su1a, 3a MPEANOYUTAHE C BOJA.

IMpoabxutennoct Ha JeuyeHueto ¢ Jenammaomua Krka d.d. Novo mesto

Jlenamumomuy Krka d.d. Novo mesto ce nprema Ha JiedeOHHM IIUKITH, KaTO BCEKH IIMKBI MPoabkasa 21
i 28 auu (BuxTe “JleyeOeH uukbi” no-rope). TpsadBa na mpoabIKUTE 1edeOHUTE IIUKIIH, TOKATO
Bammsar nexap He Bu kaxe na crpere.
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AKo cTe npueu nopeye otr Heodxoaumara no3a Jlenanupomuy Krka d.d. Novo mesto
Axo cre npuenu nosede Jlenanunomun Krka d.d. Novo mesto orkonkoTo Bu e npeamnicano, HezabaBHO
yBeznomere Bamus nekap.

AKko cre nponycHajau ga npueMere Jlenanunomun Krka d.d. Novo mesto

Axo cre nporycHaiu na npuemere Jlenammpomun Krka d.d. Novo mesto o oduuaifHOTO Bpeme 1

- ca MHHAJIM TIO-MaJIKO OT 12 Yaca: He3a0aBHO NMpHEMETe KarlcyJara.

- ca MHHaJIU 1oBede oT 12 yaca: He npueMaiiTe karcyiara. [Ilpuemere cinenBamara Kancyna Ha
creBaInys A€H B 00MIaifHOTO BpeMe.

AKO MMaTe HSIKaKBU JOIMBIHATEIHN BBIIPOCH, CBBP3aHH C YIOTpeOaTa Ha TOBA JISKAPCTBO, MOMUTATEe
Bamust nexap wnm hapmarieBT.

4. BB3MOKHHN HeKeJIaHU peaknuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC Ja NPCAU3BHUKA HEXKEIIAHU PCAKIINN, BBIIPECKH Y€ HE
BCCKHM T'H IIOJIy4daBa.

Cnpere n1a npuemare Jlenamnaomua Krka d.d. Novo mesto n He3abaBHO nocereTe jieKkap, ako
3a0eJie;KUTe HAKOU OT CJIeHUTE CEPUO3HH HEXKeJIaHU PeaKlMy — MO3Ke 1A ce HY:KIaeTe OT CHelIHO
MEIMIMHCKO JIeUeHHue:

- ypTHKapus, 0OpUBH, TIOJJyBaHE HA OUUTE, yCTaTa WUIIK JTUIIETO, 3aTPYTHEHO JUIIAHE WIH ChPOEXK,
KOUTO MO’KE JIa ca CUMIITOMH Ha CEPUO3HH BUJIOBE aJICPTUYHN PEaKIMH, HAPCUCHH aHTHOSAECM U
aHa(WIAKTUIHA PEaKIus.

- CEpHO3HA aJlepriyHa PeaKIlys, KOSATO MOXe Jia 3a[I0YHe KaTo OOpHB B ¢/IHA 30Ha, HO Ja Ce
PasnpoCTpaHu ChC 3HAYUTEIHA 3ary0a Ha KOXKa TI0 IsUT0TO TsUI0 (CHHApOoM Ha CTHBBHC-J[>)KOHCHH
W/WJTA TOKCUYHA eMUAePMAaTHA HEKPOJTH3a).

- oOIIMpeH 00pUB, BHCOKA TEJIECHA TEMITepaTypa, MOBHUIIICHN Y€PHOIPOOHN CH3UMH, OTKJIOHCHUS B
KPBBHUTE MOKa3aTeny (€03uHO(UINA), yBeTUUeH! TUM(HU BB3IIM U 3acsTaHe Ha IPYTd OpraHu
(lexapcTBeHa peakius ¢ €O3MHOMHINS U CHCTEMHH CUMITTOMH, W3BecTHA omle kato DRESS nim
CHHJIPOM Ha JIeKapCTBEHA CBPBXUYBCTBUTEIHOCT). BinkTe ChIo TOUKA 2.

TpsoBa na kaxeTe He3a0aBHO Ha Bamus Jekap, ako 3a0eJie:KNTe HAKOH OT CJIeHHTE CePHO3HU

HeKeJIaHH PeaKlHu:

- TMOBUIIABAHC HA TEMIIEpATyparTa, BTpUCAaHE, Bb3IaJICHO I'bPJI0, KalllJIUlia, A3BU B yCTAaTa U
HAKAaKBHU JPYTU NMPU3HALM HAa HHQEKIHs, BKIIOYNTEIHO B KPBBHUS IIOTOK (CETICHC)

- KbpPBCHE HJIM I10sIBA HAa CHHUHU oe3 TpaBMa

- 0oJIKa B I'bpJUTE WK KpaKaTa

- 3a1yXx

- 00JIKa B KOCTUTE, MyCKYJIHA CIIa00CT, 0OBPKAaHOCT WM yMOpa, KOUTO MOKE Jja Ce ABJKAT Ha
BHCOKO HMBO Ha KaJLUil B KPBHBTA.

Jlenamumomuy Krka d.d. Novo mesto Moxe Ja TOHMXH Opost Ha OeJINTe KPBBHH KIIETKH, KOUTO ce OOpsAT
¢ MHQEKIIMUTE, U CHIIO0 Ha KPHBHUTE KJICTKU, KOUTO IIOMAarar 3a ChbCHUPBaHEeTO Ha KPbBTA (TPOMOOIIUTH),
KOETO MOJKE JIa JIOBEJIE 10 HapYIIEHHs, CBbP3aHH C KbPBEHE, KATO KbPBEHE OT HOCA WJIM HACHHSBAHE.
Jlenanmunomun Krka d.d. Novo mesto Moske ChIII0 J1a IPUYMHKA 00pa3yBaHe Ha ChbCUPEIN BB BCHUTE
(TpoM003a).

JApyru He:kelaHU peaKUu

BaxxHo e ja ce oTOenexu, ye MarbK Opoil MalueHTH MOTaT J1a Pa3BHUAT JOIBIHUTEITHN BUIOBE PaK U €
BB3MOYKHO TO3H PUCK J1a € yBenudeH npH sedenuero ¢ Jlenamunomug Krka d.d. Novo mesto.
CrnenoBarenHo BamusT gekap TpsOBa BHUMATEIHO Jia MIPELICHH MoJI3aTa U PUCKa, Korato Bu
npeanucsa Jlenamuaomun Krka d.d. Novo mesto.

Mmuoro yectn (Moke Jia 3acerHat noseye ot 1 Ha 10 mymm):
- Crax Ha 6post Ha YepBEHUTE KPBBHHU KIETKH, KOETO MOXKE [1a MPUYMHH aHEMHS, BOJEINA 10 yMOpa
H citaboct
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O06puBH, cbpOEK

MycCKyIHHU cria3MH, MyCKyJTHa cl1aboCcT, MyCKyJHa OOJKa, MyCKyJTHH OOJIKH, O0JTKa B KOCTHTE,
OoJika B cTaBUTE, 00JIKa B I'bpba, O0JIKA B KpaHHHULIUTE

['enepanmsupaH OTOK, BKITFOUNTEITHO OTOIN HA PBIETE U KpakaTta Bu

Cnabocr, ymopa

[oBumiaBane Ha TeMIIepaTypaTa ¥ IPUIIOIO00HNA CHMIITOMH BKITFOUUTEITHO TPECKa, MYCKYITHA
Ooska, TIaBoboIKe, 00JIKa B yXOTO, KAIIJIUIIA M BTPHCAHE

UsrpprBane, ycenane 3a 00JKa WK MapeHe 1o Ko)kaTa, OOJKY B JUTAHUTE WX XOJHIaTa,
3aMastHOCT, TPEMOP

[oHmKeH aneTuT, MPOMsHA BbB BKYCOBUTE YCEIIAHHSI

3acunBaHe Ha O0JKaTa, yBeIMYaBaHe Ha pa3Mepa Ha TyMOpa WK 3aUepPBSIBAHETO OKOJIO TYMOpPa
3ary0a Ha Terjio

3armek, quapus, TageHe, OBphIlaHe, O0JIKa B CTOMAXa, KHCEINHA

Hucku HMBa Ha Kanui UM KUK 1/UIK HATpUH B KPBBTa

Hawmanena ¢pyHKIHS Ha ITUTOBHIHATA XKJIIE3a

Bornka B kpaka (koeTo MOXe Jja € CUMIITOM Ha TpoM003a), O0JIKa B ThpAHUTE UIIH 3a1yX (KOETO
MOJKE J1a € CUMIITOM Ha KPbBHH ChCHUPEITU B OenuTe ApoOoBe, HapeueHa 0enoapoOeH eMOOIU3bM)
BesikakBu HH(EKIUH, BKITIOYATSTHO HH(EKIU HAa OKOJIOHOCHUTE CHHYCH, HH(EKIIUs Ha OenuTe
IpoOOBE U TOPHUTE AUXATEITHHU IIHTUINA

3anyx

3aMEITICHO BIKIAHE

3ambrisiBaHe Ha OKOTO Bu (kaTapakra)

Br0Opeunn npodiaeMu, KOUTO BKITIOYBAT HEMPABIIIHO (PYHKIIMOHUpaHe Ha OBOpenuTe nim
HECIIOCOOHOCT JIa MOJIbprKaT HOpMaltHa PyHKIHS

OTKIJIOHEHHUS B PE3yNTATHTE OT YSPHOIPOOHHUTE U3CIICIBAHHS

[NoBuiieHne B pe3yNTaTUTE OT YSPHOAPOOHHUTE U3CIICABAHUS

[IpomeHu B eqMH MPOTEHH B KPBBTA, KOETO MOXE J1a IIPHYMHU OTUYAHE Ha apTepHUTE (BACKYJIHT)
[ToBumenue Ha HUBaTa Ha KPbBHATA 3axap (auader)

[NoHmxeHre HA HUBAaTa HA KPHBHATA 3aXap

['maBoGomme

KspBeHe ot Hoca

CyxoTa Ha Koxara

Jenpecust, MpOMEHN B HACTPOCHHUETO, TIPOOIEMH ChC CHHSA

Kanumma

Cnaj Ha KpBBHOTO HAJIsITaHe

Heonpenemneno 4yBcTBO Ha TeneceH JUCKOMMOPT, HEPA3MOIOKEHIE

BonesHeHoCT M Bh3MaJIeHUE B yCTaTa, CyX0Ta B ycTara

O0e3BOIHIABAHE

Yectu (Moxe na 3acerrar o 1 va 10 mymm):

PaspymaBane Ha 4YepBeHHUTE KPHBHU KJIETKU (XEMOJIUTHYHA aHEMHS)

OrmpezenieHn BUIOBE TYMOp Ha KOXKaTta

KbpBeHe OT BeHIIUTE, CTOMaxa MM YyepBaTa

[oBumaBane Ha KPPBHOTO HaJISITaHE, 3a0aBeH, YCKOPEH MM HENPAaBWIICH ChP/CUCH PUTHM
[NoBuiIeHHEe Ha KOJIMYECTBOTO BEILIECTBO, KOETO € PE3yJITaT OT ECTECTBEHOTO U HEECTECTBEHOTO
pasmajaHe Ha YepBEHUTE KPbBHHU KIIETKH

[ToBuienne Ha BU OENTHK, KOMTO MOKa3Ba BH3MAICHUE B OPTaHU3MA

[loTepMHsBaHE Ha KOXaTa; MPOMSHA HA I[BETa Ha KOXKaTa B Pe3yJITaT OT IOIKOXKHO KbPBEHE,
OOMKHOBEHO IPUINHEHO OT HAThPTBAHE; OTOK Ha KOXATa, IBJICH C KPbB; CHHUHI

[NoBumeHre Ha MMKOYHATA KHCENIMHA B KPHBTA

Koxun 00puBH, 3auepBsiBaHe Ha KOXKaTa, HaIlyKaHa KOJa, JFOLIeHe MK OelleHe Ha KOXKaTa,
YPTHKApUS

Copp0Oerk, 3aCHIICHO TIOTEHE, HOIITHO N3IOTSBaHe

TpynHO mperibliane, BE3HAIEHO I'bPII0, TPYIHOCT 3a IPOMSIHA Ha TrJlaca WM IPOMEHH Ha Tiiaca
Xpema

O0pazyBaHe Ha MHOTO ITOBEYE HJIM MHOTO IO-MAJIKO YPHHA OT OOMYaifHOTO MJIM HECTIOCOOHOCT Aa
ce KOHTPOJIPAa MOMEHTHT 33 YpHHUPaHE

KpbB B ypunara
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3aayx, 0cOOEHO B JIETHAJIO MOJIOKEHHE (KOETO MOXKE 1a € CUMIITOM Ha ChpJiedHa
HEIOCTaTHYHOCT)

3aTpyHEHO MOJTyYaBaHe Ha EPEKIHs

WncynT, npunaabK, CBETOBBPTEXK (IIPOOIIEM C BBTPEITHOTO YXO, BOJEI O YCEIIaHETO, Ue BCHIKO
HAOKOJIO C€ BBPTH), BpEMEHHA 3ary0a Ha Ch3HaHHUE

Bornka B repamTe, pa3npocTpaHsBaIia ce KbM PhIETe, BpaTa, YellfoCTTa, T'hpOa Ml CTOMaxa,
yCelllaHe 3a U3MOTSABAHE U 3a/yX, TaJCHE WU MOBPBIIAHe, KOETO MOXKE /1a Ca CUMIITOMH Ha
cbpledeH yaap (MH(QapKT Ha MUOKap/Ia)

MyckyiHa c1a0ocCT, JUIca Ha eHePrHst

Bornka BBB Bparta, 00JIKa B IPBIHHS KOII

CryzaeHu TpbIIKH

OTH4aHe Ha CTaBUTE

3abaBsiHe WK OJOKHMpaHE HA )KITBYHHS TOK B YEPHUS IPOO

Hucku HuBa Ha Gocdat win Marue3uit B KpbBTa

3arpyIHEH TOBOD

UepHoIpoOHO yBpeKIaHE

Hapymeno paBHOBecue, 3aTpyAHCHA ITOIBIKHOCT

I'myxota, 3BbHTEHE B YIIUTE (THHUTYC)

HeBpomatnuna 60ika, HEMPUATHO HEECTECTBEHO yCEIIaHe 0COOCHO TP JJOKOCBAHE
M3nuurbk Ha Kens30 B Opranu3ma

Kaxma

OOBpKaHocT

35600601

[Namane, KOETO MOXeE Ja TOBEE 10 TPaBMa

Heuectn (Moxe na 3acernar a0 1 Ha 100 xymm):

BwTpeueperneH KpbBOH3IHB

[TpoGnemu Ha KPHBOOOPAIIICHUETO

3ary0a Ha 3peHHETO

3ary0a Ha JKellaHue 3a ceKc (JIMOuI0)

YpuHHpaHe B TOJIEMHU KOJIUYECTBA ¢ OOJTKA B KOCTUTE U CIa00CT, KOUTO MOXKE Ja Ca CHMIITOMH Ha
0B0pevHo HapymeHue (cuHApoM Ha Fanconi)

O1BeTsIBaHE B )KBJITO HA KOXKATA, JIMTABHIIA WK OYUTE (MKBITCHUIIA), CBETIH Ha I[BST
M3NPaXHEHUs, ThMHA Ha I[BAT YpUHA, CbpOEXK M0 KoXkaTa, 00puB, 00JTKa WITH MOTyBaHEe HA
CTOMAaxa — TOBa MOXKE JIa Ca CUMIITOMH Ha YBPEkKIaHe Ha YepHUs ApoO (4epHOApoOHA
HEZ0CTaThYHOCT)

Cromariia 0oJKa, TIOyBaHe WK THAPHs, KOUTO MOXKE JIa Ca CAMIITOMH Ha Bh3MMaJICHHE B
Ie0eNoTo YepBo (HapeueHOo KOJUT WITH BB3MaJIeHUE Ha CISIIOTO YEPBO)

YBpexxaaHe Ha KJIeTkuTe Ha Ob0peka (HapedeHo ObOpedHa TyOyTHa HEKPo3a)

[IpomsHa B 1iBeTa Ha KOKaTa, YyBCTBUTEITHOCT KBM CITFHUCBA CBETIIMHA

TyMOp-JTU3UC CHHAPOM — YCIOXKHCHHUS Ha OOMSHATA HA BEIECTBATa, KOMTO MOTaT J]a Bb3HUKHAT
IPH JICYCHUETO Ha Paka U MOHIKOTa 1opu Oe3 eueHne. Te3n yCrnoKHeH s ca IPHIHHEHH OT
MPOAYKTH Ha pasriajia Ha YMHUPAIIUTC PAKOBU KJIICTKHA U MOKE 1da BKIIFOYBAT CJICIHOTO: IPOMCHU B
OMOXVMUYHUTE ITOKA3aTeN Ha KPHBTA, BHCOKO HUBO Ha Kalwid, pocdop, MHKOYHA KUCETHHA U
HICKO HHBO Ha KaJIIIUi, BCISACTBUE OT KOSTO MOJXKE J]a Ce CTUTHE JI0 MPOMEHH B OhOpeYHaTa
(GYHKIWS, ChPACYHUS PUTHM, T’BPUOBE H TIOHSIKOTA CMBPT.

[ToBumasane Ha KPBBHOTO HAJATaHE B KPHBOHOCHHUTE CHIOBE, KOUTO CHAOsIBAT Oernute 1poOoBe
(6enonpobHa XUNIEPTOHUS).

C Hen3BecTHA 4eCTOTA (OT HAJTMYHUTE JIAHHU HE MOXE J1a ObJIe HapaBeHa OIEHKA):

BresamHa mw Jieka, Ho 3acriiBaiia ce 00Jika B TOpHATa 4acT Ha CTOMaxa H/WIH I'bp0a, KOSTO
HPOABIDKABA HAKOJIKO JIHU, EBEHTYAJIHO CBIIBTCTBAHA OT rajieHe, OBpBILaHe, TeMIleparypa 1
YCKOPEH ITyJIC — Te3W CUMIITOMU MOTAT JIa C€ Ib/DKAT Ha Bh3MAJCHHIE Ha TAHKpeaca.

XpurnTeHe, 3ayX WIN CyXa KallUIUIa, KOUTO MOXKeE Jla Ca CHMIITOMH, IPHYMHEHH OT Bb3MaJIeHUEe
Ha ThKaHUTE B Oenmute APoOOBe.

HabmrogaBanu ca peaku cirydau Ha pazpyllaBaHe Ha MyCKyJIUTe (MycKyiHa 00Jka, c1adoCT uiH
OTOK), KOUTO MOTaT Jia I0BeAaT A0 0b0pednu npodiemu (padbmomuonusa). Hakou oT ciydante ca
HACTBIIWIN IIpu npuiarane Ha Jlenamunomun Krka d.d. Novo mesto cbc ctatus (BUJ JIEKapCcTBO
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3a IOHMW)KaBaHE Ha XOJIECTEPOIIa).

- CrcrosiHuE, 3acsTamio KoXkara, IPUINHEHO OT Bh3MaJICHHEe Ha MATKUTE KPHBOHOCHHU CHIIOBE,
NPHIPYKEHO ¢ OOoJIKa B CTAaBUTE M BHCOKa TeMIlepaTypa (JIeBKOLIMTOKIACTUYCH BaCKYJIUT).

- [IpoOuB Ha cTeHaTa Ha cTOMaxa WX Ha YepBaTa. ToBa MOXe Ia J0BEIC O MHOTO CEpHO3HA
unpekuus. Kaxere Ha Bamust nexap, ako nmate cuiiHa cromanisa 0oika, Tpecka, raJieHe,
MOBPBIIIaHEe, KPBHB B M3IMPAXKHECHHUATA WIX IPOMEHH B UpEeBHATA ITEPUCTANITHKA.

- BupycHu nH(peKnnn, BKIIOYUTETHO XepIiec 30CTep (BUPYCHO 3a00isBaHe, KOETO IIPHYMHSIBA
Oore3HeH 00pHUB 10 KOXKaTa ¢ MeXypUeTa) M IIOBTOPHA T0sBa HA XenaTuT B uapexnus (kosTo
MOK€ J1a IPUIMHH MOXBITSIBAHE HA KO)KaTa M OYUTE, OLBETSIBaHE Ha ypHHATA B THMHOKa(sBO,
OoJKa B/ISICHO Ha CTOMAaxa, TPECKa U raJieHe WJIH IIOBPBIIAHE).

- OTXBBPIIsSIHE Ha TPAHCILIAHTUPAH COJIMICH OpraH (KaTo Hanmpumep OBOpeK, ChpIie).

ChobuiaBane Ha HesKeJIaHU PeaKku

AKO NoyunTe HAKAaKBU HEXKEJIaHU JIEKApCTBEHU peakliy, yBegoMeTe Bamus nekap win hapManeBT.
ToBa BKITIOYBa BCHYKH Bh3MOXXHH HEOMMCAHM B TA3W JIMCTOBKA HEXKETIAHW peaknun. Moxere ChIo 1a
CHOOIIUTE HEXKEJIAaHU PEaKIUK IUPEKTHO Ype3 HallMOHAJIHATa CUCTeMa 32 ChoOIIaBaHe, IOCOYEHA B
IIpunoxenue V.

Karo chobiiaBare HexkellaH! peakiny, MOXKeTe Jia IaieTe CBOS MPUHOC 3a MOJTydyaBaHe Ha MoBeye
HH(pOpMaIKA OTHOCHO 0€30IacHOCTTa Ha TOBA JISKApCTRO.

S. Kak na cexpansasare Jlenanuaomun Krka d.d. Novo mesto
Jla ce cpxpaHsiBa Ha MACTO, HEJJOCTBITHO 3a JIELia.

He n3nomn3BaiiTe TOBa JIEKapCcTBO ClICK CPOKaA HA TOJHOCT, OTOEI3aH BBPXY ONUCTEpa U BBPXY
KapTOHEHaTa onakoBka cief ,,EXP” u ,,l'ogen 10”. CpokbT Ha FOAHOCT OTrOBaps HA MOCHEAHUS JIEH OT
MIOCOYCHUSI MECEIL.

To3u mpoAyKT HE U3UCKBA CIELIUAJIHU YCJIOBHSI HAa ChbXpaHEHUE.

He u3xBbprasiite nexkapcTBara B KaHAJIH3AIMITA WM B KOHTEIHEpa 3a JOMAIIIHA OTranply. llomuTaiite
Bamus apmaneBT Kak Jja U3XBBPIIATE JIEKapTCBaTa, KOUTO Beue HE U3Moi3BaTe. Te3n MepKH 1ie
CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA Cpejia.

6. CLm)pmaHne Ha OIMMAKOBKAaTAa M JOINBJHHUTE/IHA ](IH(l)OpMaIIHﬂ

Kakso cbabpaxka Jlenanunomug Krka d.d. Novo mesto

- AKTHBHO BELIECTBO: ICHATUIOMU. Beska TBbpAa Karcyna cbAobpka JICHAIUA0OMUIOB
XUPOXJIOPUI MOHOXUAPAT, EKBUBAJIEHTEH ChOTBETHO Ha 2,5 mg, 5 mg, 7,5 mg, 10 mg, 15 mg,
20 mg unu 25 mg JIeHaTI0OMUI.

- Jpyrure chCTaBKU B KallCyIHOTO ChIBPXKUMO ca MaHuToN (E421), MukpokpHcTanHa 1emyno3a
(E460), npesxenaTHHU3MPAHO [IAPEBUYHO HUIIECTe, BUHEeHA kucenuHa (E334) u raumeposnos
nubexeHar.

- Jpyrure cpcTaBKU B 0OBHBKATa Ha KaIcyjara ca:
Jlenammnomun Krka d.d. Novo mesto 2,5 mg TBEpAN Karcyim:
xunpomenosa, kaparenan (E407), kanues xjopun (ES08), tutanoB auokcua (E171), xbar
xeneseH okeun (E172), naaurokapmun (E132), nedatro mactwo (memiak (E904), yepen
xeneseH okcun (E172)).

Jlenamumomua Krka d.d. Novo mesto S mg TBbp/iM Karcyiu:
XUrpomenosa, kaparenan (E407), kaimes xnopun (E508), Tutanos auokcua (E171),
unaurokapmuH (E132), neuatno mactuno (memnak (E904), yepen xenesen okeup (E172)).

Jlenamnoomug Krka d.d. Novo mesto 7.5 mg TBEpay KalcyJiu:

93



xunpomenosa, kaparena (E407), kanues xiopun (ES08), tutanoB auokcua (E171), xbar
skeneseH okcun (E172), uepsen xxenesen okcup (E172), uepen xenesen oxcup (E172), mewatno
mactmio (memnak (E904), moBumon, Turanos nquokcun (E171)).

Jlenamunomun Krka d.d. Novo mesto 10 mg TBbpaM Kancyiu:

xXunpomenosa, kaparenad (E407), kanues xaopun (ES08), tutanoB auokcua (E171), sxpar
xeneseH okeua (E172), yepsen xenesen okcup (E172), uepen xenesen okcun (E172),
unaurokapmut (E132), neyatHo mactuio (weisak (E904), nosunon, tTuranos auokcup (E171)).

Jenamunomun Krka d.d. Novo mesto 15 mg TBbpIH Kancyu:

XUrpomenosa, kaparenan (E407), kanues xaopun (ES08), tutanoB auokcua (E171), sxbar
xkeneseH okeun (E172), yepsen xxenesen okcun (E172), uepen xxenesen oxcun (E172),
uaaurokapmut (E132), nedatHo mactuio (menak (E904), yepen xkenesen okeun (E172)).

Jenammmnomun Krka d.d. Novo mesto 20 mg TBbpIH KancyIiu:

xunpomenosa, kaparenan (E407), kanues xjopun (ES08), tutanoB auokcua (E171), sxbar
xkeneser okern (E172), uaaurokapmud (E132), nedatro mactwio (memwtak (E904), uepen
xkeneseH okcun (E172)).

Jenanmunomun Krka d.d. Novo mesto 25 mg TBbpaM KancyJiu:

xunpomenosa, kaparerad (E407), kanues xmopun (ES08), tutanos muokcup (E171), xpat
xkeneseH okeug (E172), yepen xenesen okcun (E172), uepen xxenesen oxcun (E172), neuatno
mactuio (memnak (E904), moBunon, Turanos quokcun (E171)).

Kak mraexna Jlenamugomun Krka d.d. Novo mesto 1 kakBo ChbABp:Ka ONMAKOBKATA
Jlenamupomua Krka d.d. Novo mesto 2,5 mg TBbpIu Kancyau (KacyJim):

KamaueTo Ha Karcysara e 3eJieHO, TAJIOTO Ha KarcyJaTa € 3eJIEHO ¢ OTIeYaTaH YepHeH 3Hak 2.5.
KaricymHoTo chbabppskuMoe 051 10 KBITO-051T WITH 110 KadsiBo-0su1 mpax. Pasmep Ha TBBpaarTa Karcyia:
4, npipkuHa 14 + 1 mm.

Jlenamugomuy Krka d.d. Novo mesto 5 mg TBepAM Kancyu (Karcymaun):

Kamavero Ha Karicysara € CHHbO, TSUIOTO Ha KarcyJjiaTa ¢ CHHbO C OTIIeYaTaH YepHEH 3HaK 5.
KarncymHoTo cbappkuMo € 0511 710 K BJITO-0551 Win 70 KagsBo-0s1 npax. Pasmep Ha TBbpaaTa Kamcyna:
2, npIpkuHA 18 £ 1 mm.

Jlenamnnomun Krka d.d. Novo mesto 7,5 mg TBbpAM Karcyau (Karcyin):

Kanauero Ha karncynara e kadsiBo, TSIIOTO Ha KalcynaTa € KasBo ¢ oTreyaTaH Osu1 3Hak 7.5.
KarcymHoTo ChbpyKHMO € 0511 JI0 JKBJITO-05IT HiTH 110 KagsaBo-0su1 pax. PasMep Ha TBbpIaTa Karcyia:
1, memkuna 19 £ 1 mm.

Jlenamunomun Krka d.d. Novo mesto 10 mg TBbpAM Kancyniu (Karcyiim):

Kamauero Ha karcynara e 3eJIeHO, TSUIOTO Ha Karcyiata € kadsBo ¢ otnedarad Osu1 3Hak 10.
KarcymHoTo chbpykUMO € 0511 710 JKBJITO-051 WiTH 710 KagsBo-0su1 mpax. PasMep Ha TBBpaaTa Karcyia:
0, mpipkmHa 21 £ 1 mm.

Jlenampomun Krka d.d. Novo mesto 15 mg TBepaH Kancyau (KaIrcyim):

Kamauero Ha karicynara e kasBo, TSUIOTO Ha KarcyJaTa € CHHbO C OTIIeYaTaH YepeH 3Hak 15.
KarcymHoTo ChabpsKUMO € 0511 710 JKBJITO-0sT WK 10 KagsaBo-0s1 mpax. PasMep Ha TBbpaaTa Karcyna:
2, mpIpkuHA 18 £ 1 mm.

Jenamumomun Krka d.d. Novo mesto 20 mg TBbpAM Kancyinu (Karcyiim):

Kanauero Ha karcynara e 3eJIeHO, TSUIOTO Ha KarcyjaTa € CHHBO ¢ OTIe4aTaH yepeH 3Hak 20.
KarcymHOTO ChIbpyKHMO € 0511 JI0 JKBJITO-05IT WiTH 110 KagsaBo-0s1 mpax. PasMep Ha TBbpIaTa Karcyoia:
1, memxuna 19 £ 1 mm.

Jlenamnmomun Krka d.d. Novo mesto 25 mg TBbpAM Kancynu (Karcyiiu):
Kamauero Ha karncynara e ka)siBo, TSJIOTO Ha Karcyara e KasBo ¢ oTredyaras Osut 3HaK 25.
KarcynmHoTo chappkuMo € 0511 710 K BJITO-0551 WiH 10 KadsBo-0s1 npax. Pasmep Ha TBBpaaTa Kamcynia:
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0, mpmkuna 21 £ 1 mm.

Jlenamunomun Krka d.d. Novo mesto ce npensara B KyTuu, chabpxkamu 7 X 1 umu 21 x 1 TBBpIa
KarcyJsa B OJUCTepH ¢ eIUHIYHH JI03H, C OTIENBAIIO (OIHO.

He Bcuuku BUIOBE ONMMAKOBKU MOTaT J1a 6’BZ[aT IIyCHATH Ha I1a3apa.

ITpuTexaTes HA pa3pelieHUETO 32 YOTpeda

KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501 Novo mesto, CinoBeHus

IMpouzBoauTe

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CiroBeHuUs
KRKA — FARMA d.o.0., V. Holjevca 20/E, 10450 Jastrebarsko, XepBaTus
TAD Pharma GmbH, Heinz-Lohmann-Strale 5, 27472 Cuxhaven, ['epmanust

3a TOIbIHUTEIIHA I/IH(i)OaMIII/ISI OTHOCHO TOBa JICKAPCTBO, MOJIsI, CBBPIKETE CC C JIOKAJTHUA NIPEACTABUTEIT

Ha TIPUTEKATENS Ha Pa3pelIeHueTo 3a yrnoTpeoa.

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

Bbarapus
KPKA Bbarapus EOO
Ten.: +359 (02) 962 34 50

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

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

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

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

E\rada
KRKA EAAAY EIIE
TnA: +302100101613

Espaiia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.o0.
Tel: +385 16312 100

Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

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

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

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

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

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

Osterreich
KRKA Pharma GmbH, Wien
Tel: +43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z o.0.
Tel.: +48 (0)22 573 7500

Portugal
KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romaéinia

KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05
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Ireland Slovenija

KRKA Pharma Dublin, Ltd. KRKA, d.d., Novo mesto
Tel: + 35314133710 Tel: + 386 (0) 1 47 51 100
island Slovenska republika

LYFIS ehf. KRKA Slovensko, s.r.o.
Simi: + 354 534 3500 Tel: + 421 (0) 2 571 04 501
Italia Suomi/Finland

KRKA Farmaceutici Milano S.r.L. KRKA Finland Oy

Tel: +39 02 3300 8841 Puh/Tel: + 358 20 754 5330
Kvmpog Sverige

KI.PA. (PHARMACAL) LIMITED KRKA Sverige AB

TnA: +357 24 651 882 Tel: + 46 (0)8 643 67 66 (SE)
Latvija United Kingdom (Northern Ireland)
KRKA Latvija SIA KRKA Pharma Dublin, Ltd.
Tel: +371 6 733 86 10 Tel: + 35314133710

J]aTa Ha MOCJIEIHO nmpepa3riekaiane Ha JUCTOBKaTa

JApyru u3TtouHnny Ha nHGoOpMAIM:

ITonpo6na nHpOpMAaIs 3a TOBa JIEKapCcTBO € peocTaBeHa Ha yeOcaiiTa Ha EBponeiickata areHus 1o
JekapcTBara http://www.ema.europa.eu.
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