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1. HNME HA JIEKAPCTBEHUS TPOAYKT

Jlenamunomun Krka d.d. 2,5 mg TBepau Kancynu

Jlenammmomun Krka d.d. 5 mg tBepau kamcymm

Jlenanmunomun Krka d.d. 7,5 mg TBepau kancynu @
Jlenammnomun Krka d.d. 10 mg TBBpan kancymm b
Jlenamuoomup Krka d.d. 15 mg tBbpau xancynu @
Jlenamumomun Krka d.d. 20 mg TBBpau Kancynm &Q
Jlenamumomun Krka d.d. 25 mg TBBpIu Kancynu O

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB A

Bcesika TBBpIa Karncyia chabpka JIEHAIUIOMUI0B XUAPOXIOPH MOHOXHUIPAT (lenal@nide
hydrochloride monohydrate), ekBuBasieHTeH CHOTBETHO Ha 2,5 mg, 5 mg, 7,5 mgQQ mg, 15 mg, 20 mg

i 25 mg nenanugomu/ (lenalidomide). Q/
3a MBJIHUS CIIUCHK Ha MTOMOIIIHUTE BEIIECTBA BUXKTE TOUKa 6.1. Qj&
3. JEKAPCTBEHA ®OPMA /6))

TBbpaa Karncyna (kamncysna) @Q
Jlenanunomun Krka d.d. 2,5 mg TBbpaM Kancynu Q/

KanaueTo Ha karncynara e 3eJ1eH0, TSJI0TO Ha KarcyJsa gg;neHo C OTIIeYaTaH YepHEH 3HaK 2.5.
KarncyaHoTo chabpxuMo € 05T 10 KBITO-05T WiIn (hs1BO-0s11 Ipax. Pasmep Ha TBBpIaTa Karcya:
4, npkuHa 14 + 1 mm. @

Jlenamumomuya Krka d.d. 5 mg t8epau Kancvnp@

Kamavero Ha karcynaTa € CUHBO, TSUIOTY AkancynaTa € CUHBO C OTIIeYaTaH YepPHEH 3HaK 5.
KarcymHoTo chabpxumMo e Osut 10 )I(LHT&BHH Wi 10 kadsaBo-0su1 mpax. Pazmep Ha TBBbpaTa Karcya:
2, npJpkprHa 18 £ 1 mm. !

Jlemaimmmomun Krka d.d. 7.5 m;g{ﬁ{:p)m Kalcyiau

Kamnauero Ha karncynara e K @gTs'o, TSUTOTO Ha Karcyiara e KadsBo ¢ oTreuaras Osu1 3HaK 7.5.
KancynmHoTo chabpkumM éu] JI0 SKBITO-0s11 Wtk 10 KadsiBo-0s11 pax. Pasmep Ha TBbpAaTa Karcyma:

1, mpiokmHa 19 £ 1 mno

JleHaauaoMun Kr@ 10 mg TBEPAN KaICYJIH

Kamadgero Ha x@ynaTa € 3eJIeHO, TSJIOTO Ha Karcysara e kKadsBo ¢ oTrnedyara Osut 3Hak 10.
KancynHOTo@m,pncho ¢ Os11 10 JKBITO-0s11 WK 10 KadsiBo-0s11 mpax. Pasmep Ha TBbp/aTa Kancyna:
0, 1BIK 1+1mm.

HGH@?&éMI/IH Krka d.d. 15 mg tBppaM Kancyiau

4eTo Ha KarcyJaTa € KadsiBo, TSUIOTO Ha KarcyaTta € CHHbO C OTIeYaTaH YepeH 3Hak 15.
TICYJHOTO CHIABPIKAMO € OsUT 10 KBITO-05UT Witn 10 KadsiBo-0su1 ipax. Pasmep Ha TBBpIaTa Kamncysa:
, IbkrHa 18 £ 1 mm.

Jlenamumomun Krka d.d. 20 mg TBEpay Kancyiau

Kanauero Ha karicynara e 3e1eHo, TAIO0TO Ha KallcyJiaTa € CHHBO C OTIieYaTaH yepeH 3Hak 20.
KarcymHoTo ChIbpKUMO € OsUT 10 KBITO-05UT Wik 10 KadsiBo-0sut ipax. Pasmep Ha TBBpIaTa Karncysa:
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1, mbmxuHa 19 £ 1 mm.

Jlenamumomun Krka d.d. 25 mg TBEpau Kancyiu

Kamnauero Ha karcynara e kagsBo, TSUIOTO Ha KarcyiaTa € KadsBo ¢ oTrnedaraH Osu1 3HaK 25. @'
KarcyaHoTo chabpKkuMO € 05T 10 KBITO-0suT itk 10 KadsaBo-0su1 pax. Pasmep Ha TBBpaaTa Kancynab
0, mpiokmHa 21 £ 1 mm. @

QL
4. KINMHNUYHU JAHHHU QO
K\

4.1 TepaneBTUYHU MOKAZAHUS

MynTHIIeH MUEIoM O)
Jlenamumomun Krka d.d. kaTo MoHOTEpamnus e MoKa3aH 3a MO UThPIKAIIo JEICHHEe %ﬁiﬁpacmn
MalIeHTH ¢ HOBOAMATHOCTUIMPAH MYJITHIUIEH MUEIOM, KOUTO ca OHIIN MO0 Ha aBTOJIOXKHA
TpaHCIUIaHTallkd Ha CTBOJIOBU KJICTKH. &

Jlenamunomun Krka d.d. kato komOuHMpaHa Tepanus ¢ IeKCaMeTa3oH %GpTe30MH6 U JICKCaMeTa30H
Wi MendanaH ¥ IpeJHU30H (BXK. Touka 4.2) e TIoKa3aH 3a JICUYCHUE H ACTHH TIAIUEHTH C
HeJIeKyBaH /10 MOMEHTa MYJITHILUICH MUEJIOM, KOUTO He ca TI0JIX0] a TpaHCIUIAaHTaIUs.

Jlenanmuaomu Krka dd, B KOM6I/IHaIII/I${ C ACKCaMCTa30H, € 110 3&3& JICUCHHEC Ha BB3PAaCTHU NMALIUCHTU
C MYJTHUINUICH MHUEJIOM, KOUTO Ca MOJIYYWJIN ITIOHE €/1Ha ITPC/IB CJIHa TCpanus.

Q

MI/ICJ'IOI[I/ICH.HaCTI/I‘IHI/I CUHApPpOMHU %

Jlenammpomua Krka d.d. karo MoHOTEpamus e moka Q;ﬁ JieueHUe Ha Bb3PACTHU MAIlUCHTH C
TpaHC(y3HOHHO-3aBHCHMAa aHEMHS, IbJIKAIa ce €JIOMCIUIACTHYHN CHHAPOMHM C MAITBK HITH
cpeneH (HUBO 1) pHCK, CBBP3aHU C IIUTOTCHET a aHOMAJTUsI M30JIMPaHa JeNenus S, Korato Apyru
TEpPaIeBTHYHN OIIIMHU Ca HEAOCTAThYHH HITH H%HXOZ{;IH.II/I.

Doaukynapen auMboM R) &

Jlenamumomun Krka d.d. B kombuna @: putykcumab (antu-CD20 aHTHTSIIO) € TTOKa3aH 3a JICUCHHE Ha
BB3PACTHHU TAIMEHTH C JIEKYBaH IT ToBa onmkynapen uMpom (creneH 1 — 3a).

\
4.2 Jlo3upoBKa U HAYUH WI0KeHue

JleyenueTo ¢ 1eHaIMI0 %5613&1 Jla ce HaOII01aBa OT JISKap € OIUT B TIPUJIATaHEeTO Ha
MIPOTUBOPAKOBU Tepa

3a BCHYKH MOKa3aHK O CAHN TTO-T0MY:

- JlozaTa ce mpoMeHsI Bb3 OCHOBA HA KIIMHUYHHUTE U JIAOOPATOPHUTE pe3yiITaTh (BX. Touka 4.4).

- [Ipeno Cce ajJlanTUpaHe Ha J103aTa 110 BpeMe Ha JICUSHHETO U PH Bh30OHOBSIBAHE Ha
neyeHiCyo, 3a 1a ce KOHTPOJIHpa TPOMOOIUTOIICHHS CTeNeH 3 Wi 4, HeyTPOIIEHHS WIH pyTra
TO HOCT cTeneH 3 miu 4, 3a KOSITO C€ CMSITa, Y€ € CBhpP3aHa C JICHAIHIOMH/I.

- chrydail Ha HeyTpoIleHHs TpAOBa Jla ce OOMMCIIH PUIIaraHeTo Ha PacTeXHU (PaKToOpH B

€HHETO Ha TallheHTa.

- ,b KO ca U3MHUHAJIM MO-MaJIKo OT 12 yaca cieq mpoItycHaTa 1032, NAaUEeHTHT MOXKe Jia IpueMe

\&_ Jo3ara. AKO ca U3MHUHAJIM TIoBede OT 12 vaca clief| MpoIycHaTa Ji03a B OOMYaifHus yac,
MaIMEeHTHT HEe TPSOBaA JIa IpreMa J103aTa, a Ja MpreMe cieBaiiara 103a B 00nJaiiHus yac Ha

QQ/ CIIeIBAIIMS JEH.
Jlo3upoBka

Hosoouacrnocmuyupan mynmuniern muenom (HIMM)




JleHanuaoMu B KOM6I/IHaHI/Iﬂ C ACKCAMETa30H A0 MporpeCus Ha 3a00J151BaAHETO Opy NanycHTH, KOUTO HE

Ca NOAXOAAIIH 34 TPAHCIIAHTAITHA

Jledenue ¢ ieHaMaOMUI He TPSOBa Ja ce 3armo4Ba, ako abCoOTHUAT Opoit Ha HeyTpodumute (ABH) e

< 1,0 x 10%/1 u/unu 6posT TpomGorwuTu € < 50 x 10%/1.

Ipenopvyumenna 003a

(O’O

Q
[IpenoppunTenHaTa HayajgHa /103a JCHAIUIOMU € 25 mg MepopaliHO BEIHBK THEBHO Ha 1-BU I[KQ—BI/I
JIeH OT TIOBTapSINYU ce 28-THEBHU IHKIIH.
[Ipenoppuntennara n1o3a aekcamerazoH € 40 mg nepopajiHo BEIHBXK JHEBHO Ha 1-BH, 8-Mu, U
22-u JieH OT MOBTApSIIH ce 28-THeBHH IUKIH. [lanmeHTiTe Morat Aa mpoabiiKaT Tepanmx
JIEHATIMIOMHU/] U IEKCaMETa30H JI0 POrpecus Ha 3a00JIIBaHETO WM HETIOHOCHMOCT.

- Cmvnku 3a pedyyupane Ha 003ama

,,)’O

Jlenanugomuna® JlekcamerasoH®
Havanna nosza 25 mg Q 40 mg
Jo30Bo HEBO -1 20mg Oy 20 mg
Jl030B0 HUBO -2 15 mgy VY 12 mg
Jo30B0 HUBO -3 10 mg(u 8 mg
Jo3oBo HUBO -4 5mgl 4 mg
J1030BO HHUBO -5 5ng Henpunoxumo

a Pez[yunpaHeTo Ha J103aTa 1 Ha JBaTa IPOAYyKTa MOXKE Ja C€ U3BBPIIBA ITIOOTACIHO

- Tpomboyumonenusl

<

IIpu TpomOoOIITH

[IpenopbunteneH Kypc Ha nequ@
&S

Coan no< 25 x 10°/1

Crpere NpuIoXKeHUETO Ha Jie

JIOMHJT 32 OCTaHaJIaTa YacT OT [UKbIa®

OO0paTHO MOKa4YBaHe
o > 50 x 10%/1

[oHwmxkeTe ¢ eAHO T030BO }@), KOTaTO MPOABIKABATE MPUI0KESHUETO B
CIIEJIBAIIHS TIAKEIT

% AKO Bb3HHKHE J030JIMMHUTHpPAIIa TOKCUIHOCT CJIEA N€H 15 ot }laﬂ@l/llﬂﬂl, IIPHUJIOKCHUETO Ha JICHATTUIAOMU ] ’I‘pflGBa Jaa 6’5[[8 IIPEKBCHATO

Hal{-MaJIKO 3a OCTaHaJaTa 4acT OT TeKyIIHs 28-IHEBEeH IIUKBJI. @

- Abconromen bpoii neympoghunu (AE]—@ Heymponenus

ITpu ABH

I

[IpenoprunTeneH Kypc Ha JedeHne’

[speu cnax 1o < 0,5 x 10%/1

AN

HpeK’bCHeTe JICUCHUCTO C JICHAJIUJIOMU

HEYTPOIIECHHUS

O6patHo mokauBane 10 > 1 x 10°/L, kdrato
eIMHCTBEHUAT HAOIOIaBaH TOKCH

AN\

H e(beKT e

[IponbkeTe TEYEHUETO C JICHATHIOMU C
HayajHaTa 034 BEIHBXK JHEBHO

OO0paTHO MOKa4BaHe JI0 >

x 101, koraro ce

HaOII01aBaT 3aBUCUMHU o%) aTa XeMaTOJOTUIHU
TOKCHYHY eeKTH, pasiyih OT HeyTpOneH s

[IponbimkeTe IeYEHUETO C JISHATHIOMH/T Ha
JI030BO HUBO -1 BEIHBK THEBHO

3a Bcexu cremsam cifan fox < 0,5 x 10%/1

HpeK’bCHeTC JICUCHUCTO C JICHAJIUJIOMU

O6paTHO HOKanal@]'o >0,5x 10°/1

[IponbikeTe Te4EHUETO C JIEHATUIOMH/T Ha
CIIEABAIIOTO II0-HUCKO JO030BO HUBO BEIHBK
JTHEBHO.

¥
allo pemeHne Ha 2%‘)5{, AKO HCYTPOIICHUATA € CANHCTBCHATAa TOKCUIHOCT Ha KOCTO U a € 1030BO HUBO, nobaBere Tpa”nyJIoOOHuT-

KOJIOHHOCTHUMYJI

10-B
Xe

(akrop (G-CSF) n noxasp:xaiite 1030BOTO HUBO Ha JICHATMIOMHUJL.

[pu xe&onoqua TOKCHYHOCT J[03aTa JICHATNAOMHUI MOXeE Ja CE BbBE/IE TOBTOPHO HA CIEIBALIIOTO
JI030BO HMBO (JJ0 HayaJlHaTa J103a) IpU MoA0OpsABaHe Ha (PYHKLMATA HA KOCTHUS MO3BK (0e3
JIOTHYHA TOKCHYHOCT 32 Haif-manko 2 nociefosatennu mukbiaa: ABH >1,5 x 10%/1 ¢ 6poit

Q_ Gorrre > 100 x 10°/1 B HAYAIOTO HA HOB IAKBI).

&ieﬁanpmomlz[ B KOMOMHAIMSA ¢ 0OPTE30MHUO M JIEKCAMETA30H, OCIEABAH OT JIEHATUIOMUI 1
JIEKCAMETA30H JI0 IIporpecus Ha 3a00JIBaHETO IPU MAIMEHTH, KOUTO Ca HEIMOAXOISIIN 3a

AHCIIAaHTal A

Hauanno nevenue. Jlenanuoomuo 6 Kombunauus ¢ bopmesomud u 0exkcamemason

Jlenanmumomu B KOMOMHALKA ¢ OOPTE30MHUO U IekcaMeTa30H He TpsaOBa Ja ce 3amousa, ako ABH e
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< 1,0 x 10%1 u/unu 6post Ha TpomGomuTHTE € < 50 X 10%/1.

[IpenoprunTenHaTa Ha4aIHa 032 € JICHATUIOMUA 25 mg mepopaiHO BEIHBXK THEBHO B AHUTE 1-14 oT
BCEKH 2 1-THEBEH ITUKBJ B KOMOMHAIMS ¢ OopTe3oMuO U nexcamerazoH. boprezomud TpsidBa na ce
TpHIara upe3 noakoxkna mkekmus (1,3 mg/m? TenecHa HOBBPXHOCT) BA TBTH CEIMHYHO B THHUTE |
4,8 u 11 ot Bceku 21-1HeBeH IUKBI. 3a JOMBIHUTEIHA HHPOPMALIUS OTHOCHO JI03aTa, CXeMara u b
KOPEKIMUTE Ha JI03aTa Ha JIEKapCTBEHNUTE MPOIYKTH, IPUIIATaHH C JICHATUIOMHU/, BIDKTE TOUKA 5.
cpoTBeTHaTa Kparka xapakTeprcTHKa Ha IPOTYKTA. &

[IpenopbuBat ce 10 oceM 21-THEBHH JieueOHH IUKBIIA (24 CEIMHIIU HA HAYATHO JICYCHHE). QO

Ipoovadcasawo aeyenue: Jlenarudomuo ¢ KOMOUHAYUSL C OeKCAMEMA30H 00 NPOSPeclsl \
IpoabkeTe TCHATHIOMUA 25 Mg MEPOPATHO BEAHBXK JHEBHO B JHUTE |-BH /10 21-BH@'HOBTap;ILuH

ce 28-1HeBHH LIMKJIM B KOMOMHAIU ¢ JiekcameTa3oH. JledueHunero TpsOBa Ja mpobi 0 Tporpecust
Ha 3a00JIIBAHETO WM HETIPUEMIINBA TOKCHIHOCT. “2\
- Cmovnku 3a pedyyupane Ha 003ama N Q/
ATHIOMUL"

Hauvanna no3a AV25 mg

103080 HUBO -1 ML 20mg

Jl030B0 HUBO -2 2, 15mg

J030B0 HUBO -3 O 10 mg

Jo30B0 HUBO -4 o N - 5 mg

Jo30B0 HUBO -5 </ 2,5 mg

2 Pe}lyunpaHeTo Ha Jxo03aTa 3a BCHYKH IIPOAYKTH MOXKE J1a cTaBa IIOOTACITHO @

NS

- Tpomboyumonenus —~
[Tpu TpomOoIIHTH H}éﬁopqueneH KypcC Ha JICUeHHE
Crmaz o < 30 x 1071 ,ﬁﬁeKLCHeTe JIEYEHUETO C JICHAJIUIOMHU]T
OO6patHo mokauBane 10 > 50 x 10°/1 6-'ﬁp0111)n>KeTe mpueMa Ha JICHATUIAOMHUJI Ha TO30BO
HUBO -1 BeIHBX JHEBHO
3a Bcsako cneasaio crnamade mox 30 x 19@ IIpexbCcHETE JICUCHUETO C JICHAIUIOMU]T
O6paTHO mokauBane 110 > 50 x 10%/1 » N [IpoxbmkeTe MpreMa Ha JICHATHIOMU] Ha
O CIIEBAIIOTO ITO-HUCKO J030BO HUBO BEAHBK JTHEBHO
N
.
- Abcontomen bpou neympbtiu (AbH) — neymponenus
ITpu ABH N [IpenopwrunTeNIeH Kypc Ha JiedeHne"
[IepBu cnan g0 < 0,5 x lﬂxxl‘ IIpexbCHETE JICUEHUETO C JICHAIUIOMU]T
OO0paTHO MOKa4YBaHe ﬂ%ﬂ 10%/1, korarto IIpoxbmkeTe MpreMa Ha JCHATHIOMH]L C
€UHCTBEHMAT Ha6m@ aH TOKCHYEH e(DeKT e HavajHaTa J03a BEIHBX JHEBHO
HEYTPOIICHHS
Ob6patHO noxaq@eﬁo > 0,5 x 10%1, xoraro ca [IpoxbkeTe MpreMa Ha JICHATHIOMUJI Ha

Ha0JII0/1aBaHIM3aBUCHUMU OT J103aTa XEMATOJIOTHYHH | T030BO HUBO -1 BEIHEBK JHEBHO
TOKCHYHU @CKTH, PA3TUIHU OT HCYTPOIICHHS
3a Bcer@MBau{ cnag nox < 0,5 x 10%/1 [IpekbcHETE JICUCHHETO C JICHATHIOMUJT
O6paT14Q}{0KanaHe 10>0,5x 10°1 IIpoxbmkere mpreMa Ha JICHATHIOMHU]T Ha
CICABAIIOTO ITO-HUCKO 1030BO HUBO BEIHBK

0 JHCBHO.

m@uklme Ha JIeKapsi, ako HEYTPOIICHHATA € eIMHCTBEHAaTa TOKCHYHOCT Ha KOETO | Jia € JI030BO HUBO, 100aBeTe rpaHyJIOLHT-
noctumysupain pakrop (G-CSF) u noaabprkaiite 1030BOTO HUBO Ha JICHATHIOMHI.

Q ;{eHaHI/II[OMI/II[ B KOM6I/IHaHI/I}I Cc MC.H(ba.HaH 1 OPEAHNU30H, IMOCICABAHN OT IOIbpiKalia TCparusd
JCHAIMAOMU, ITPHU NAITUCHTH, KOUTO HC Ca INOJAXOAAIIN 3a TPAHCIIJIAaHTAlIA

Jleuenue ¢ eHanmuaoOMUI He TpsiOBa jaa ce 3amouBa, ako ABH e < 1,5 x 10%/1 w/vn OpOsIT TPOMOOLIUTH
e <75x 1071



IIpenopvuumenna 0o3a

[Ipenopruntennara HavanHa 1032 € JeHaauaoMun 10 mg nepopaixHo BeIHBK THEBHO B THUTE 1-BH 10
21-BM OT MOBTApSIIIH ce 28-AHEBHU LIMKJIH 32 MakCUMyM 9 nukbia, mendanan 0,18 mg/kg nepopanHo

Ha 1-BU 110 4-TH JIeH OT NOBTapAIIH ce 28-THEBHU IUKIH, peAHn30H 2 mg/kg mepopanHo Ha 1-Bu a0 4-
TH JIeH OT MOBTapsILIH ce 28-THeBHU IUKIM. [lanenTuTe, KOUTO 3aBbpIIaT 9 IUKbIa WX KOUTO HE CaB
ChCTOSIHUE J1a 3aBBPIIAT KOMOWHUpaHATa Teparus opaji HEIOHOCUMOCT, Ce JIEKYBaT C M0H0Tepamg®
JICHATUIOMUT, KaKkTo ciieBa: 10 mg mepopaiHo BeNHEXK THEBHO HA 1-BU /10 21-BH JIeH OT IOBTap

ce 28-IHEeBHU IMKITU JI0 IPOTpecHsi Ha 3a00IIBaHETO. &
- Cmvnku 3a pedyyupane Ha 003ama /\O
Jlenanmunomu Mendanan H@ﬁ?;OH
Havanna no3a 10 mg? 0,18 mg/kg 2 mg/kg
Ho30B0 HUBO -1 7,5 mg 0,14 mg/kg .’01 mg/kg
J1030B0 HUBO -2 5 mg 0,10 mg/kg “7) 0,5 mg/kg
Jo30B0 HUBO -3 2,5 mg Henpunoxkumo N 0,25 mg/kg
* Ako HCyT‘pOHCHl/IfTa € e[IMHCTBEHATa TOKCHYHOCT Ha KOETO H J1a € J030BO HUBO, 100aBeTe I‘paHyﬂOuHT—KOI@t‘THMYﬂI/IpaLﬂ taxrop (G-
CSF) n mogabp:xaiite 1030BOTO HUBO HA JICHATUAOMU &
- Tpomboyumonenus ‘Qj
I1Ipu TpomboIHTH ITpenoppuntenex Kpra JICUEHHE
[TspBu criag 1o < 25 x 10°/1 [IpexncHETE JIeUe 1éjo ¢ JIEHATIOMHAL]
O6parHo mokausaHe 10 > 25 x 107/1 TIpoabIIKeTe NCHHHICTO C JTCHATHIOMI i MeI(anaH
Ha JJ030BO Hlﬂs;@
3a Beeku ciensari craxn mox 30 x 10%/1 HpeKLCHeTe%quHeTo C JIEHATUIOMU/T
OO0patHo nmokauBase 70 > 30 x 10°/1 Hpom;#e JIEYEHHUETO C JICHAJIMIOMHU/I Ha
cleaB TO MO-HHUCKO JI030BO HUBO (JI030BO HUBO -2
Hnl@) BEIHBK JTHEBHO
N

N4
- Abconromen 6poii neympogunu (ABH) —, IDONEHUsL
vV

[Tpu ABH IIpenoppunTenen Kypc Ha JieueHuea
[IepBu criag 1o < 0,5 x 101 B ,QJ IIpexbcHETE TEYEHUETO C ACHATUIOMUT]
OO6parHo mokauBate 70 > 0,5 x 10°/lrx0raro [IpoabinkeTe JeUeHUETO C TEHATUAOMUT, C
€IMHCTBEHUST HAOII0aBaH TOKC edexT e HavaJIHaTa 103a BEIHBK JHEBHO
HEYTPOTICHHUS
4 4 5

OOpatHO MoKayBaHe 70 > Oig\lo /1, koraTo ca [IpoasmkeTe JICYSHUETO ¢ JICHATUIOMH/T Ha

3aTa XEMATOJOTMYHH | J030BO HUBO -1 BEAHBK THEBHO

HaOII0AaBaHU 3aBUCUMU %‘

TOKCHYHH e(heKTH, pa31§~

OT HEyTPOIICHUS

3a Bceku cnezmaa@m nox < 0,5 x 107/1 [IpexbcHeTe JIEYEHNETO C JICHATUAOMUT
Ob6patHo HOIQ@&HC 10>0,5x 10%1 [IpoabKeTe JIeUEHUETO C JICHATUAOMHU/ Ha
@ CJIEABAIIOTO MO-HUCKO JO30BO HUBO BEIHBK

Q) IHEBHO

allo pem@a JIeKapsi, aKO HeYTPOIICHHSTA € €JUHCTBEHATa TOKCHYHOCT Ha KOETO M [ € J030BO HHBO, J00aBETE IPAHYIIOLHT-

konoHnogruyyupa paxrop (G-CSF) u nopabpxaiite 1030BOTO HUBO Ha JICHATUIAOMUI.

%)Kama TepaIus ¢ JICHAIUJIOMU IIPU MMAIIMEHTH, KOUTO ca OWJIM ITOJI0KEHH Ha aBTOJI0KHA
crutagTarug Ha crBosioBu KieTku (ATCK)

“)
Honm)pncamaTa Tepamnus C JICHAJIUMAOMU Tpﬂ6Ba Ja 3a10o4He CJICa aACKBATHO XEMATOJIOTrHYHO

Bb3cTaHoBsiBaHe cieq ATCK npu nauveHTy 6e3 nanHu 3a nporpecus. JIeHamuIoMu He TpsaOBa 1a ce
3amousa, ako ABH e < 1,0 x 10%1 u/unu 6post Ha TpombormTute € < 75 x 10%/1.

Ilpenopvuumenna dosa
[IpenopbunTenHaTa HAYaIHA JI03a € JIeHATUAoOMHUA 10 mg mepopaliHo BEAHBXK JHEBHO 0€3 MPEeKhCBaHE
6



(B mHute OT 1-BU 10 28-M1 Ha MOBTAPSIIHU ce 28-THEBHU LIUKIIN), IPUJIAraH JI0 Iporpecus Ha
3a00JIIBAaHETO T NOsIBA Ha HeMoHOCHMOCT. Ciiest 3 IIMKBJIA TTOIABPIKAIIO JICUCHIE C JICHATUIOMUA
Jl03aTa MOXeE JIa C€ YBEIHUH JI0 15 mg nepopaiHo BeJHBX AHEBHO, aKO CE TIOHACSL.

- Cmvnku 3a pedyyupane Ha 003ama Y, @
Havanmna no3a (10 mg) Axo no3ara e nopuiena (15 mg)* N
Jo30B0 HUBO -1 5 mg 10 mg PR
J1030B0 HUBO -2 5 mg (nuu 1-21 Ha Bceku 28 aHM) S mg [\2
03080 HUBO -3 Henpunoxumo 5 mg (zum 1-21 Ha Bcexu 2§t
Jla He ce naBa no3a mox 5 mg (nHu 1-21 Ha Bcekn 28 ,I[HI/I)AV

aCren 3 nuKbIa TIOAABbPIKAIIO JICYCHUE C JICHAIMIOMHU I, 103aTa MOKE Ja C€ YBEIUYH 10 15 mg nepopajHo BEAHBX JTHEBHO, hce ToHacs.

- Tpomboyumonenus ‘fb
[Ipu TpomOonuTH TpenopbuuTeNeH Kype Ha JTeueHHo)
Crmag o <30 x 109/1 [IpexbcHeTe JeUeHHeTo ¢ n@&ﬁnom&n
N
OO6patHo mokayBane 70 > 30 x 10°/1 [Ipoabmkere npreMa H@E&JIHHOMHL[ Ha J030BO
HUBO -1 BETHBK JIHEBR
3a Besako creaBamio crnanane mox 30 x 1071 [IpexnscHeTe neqep%&i) C JICHAJIMIOMHU/T
ON
OO6patHO mokayBane 70 > 30 X 10°/1 [Mpoasmxete gﬁmero C JICHAJIMOMHUJI HA
CHGI{B&IIIO’IBH HCKO JI030BO HUBO BETHBXK JTHEBHO
<
- Abconromen 6poii neympogunu (ABH) — Heymponeq@
[Tpu ABH Hpei(&)LqHTeneH Kypc Ha JeueHue”
Craz 1o < 0,5 x 10%/1 [peKbCHETE IeYeHIETO C JICHAIMIOMH
|
O6patHo nokaupase 10 > 0,5 x 10%/1 Q; [IpoasikeTe npuema Ha JEHAIMIOMHU/]T Ha 1030BO

HUBO -1 BEIHDBX JHEBHO

O

3a BCAKO CiIeaBaI0 cHajgaHe moa < O)i{\ 0°/1 [IpexbcHETE IEYCHUETO C ICHATUIOMHT
S
O6patHo TokauBane 10 > 0,5 X 1%

[IpoabmxeTe TEUEHUETO C JICHATHIOMU]I Ha
CJIEABAIIOTO ITO-HUCKO JO30BO HUBO BEIHBK

JHCBHO
b
a Ilo pemenue Ha ekaps, ako HEYTPOIE ¢'eIMHCTBEHATa TOKCHYHOCT Ha KOETO M JIa € JJ030BO HUBO, JI00aBeTe TPaHyIONUT-
konoxunoctumymnupay pakrop (G-CSE IUTbpIKaiiTe J030BOTO HUBO HA JICHATUIOMMUI.

Mynmunnen muenom c n@‘e HA npeoxodcoaua mepanus
L 4

Jleyenue ¢ nenanu @/m He TpsAOBa 1a ce 3anouBa, ako ABH < 1,0 x 109/1 w/unu 6posT TpOMOOIMTH
<75 x 10%/1 nu, $3ABMCHMOCT OT MHUITPAIMS HA KOCTHHS MO3BK OT TIa3MEeHH KIETKH, GposT

TPOMOOIUTH QQ x 10%/1.

Hpenopbw@e/zﬁa 003a
TIpeno €JTHaTa HavaJlHa JI03a JICHAIMJOMU] € 25 mg TepopaiHO BEIHEXK JHEBHO HA 1-Bu 10 21-Bu
JIeH Q &ET&pHH_H/I ce 28-nueBnu nukin. [IpenoppuntenHara qo3a nekcamera3on € 40 mg nepopajiHo
BE JIHEBHO Ha 1-BH 10 4-TH, 9-T 10 12-TH U 17-TH 10 20-TH AE€H OT BCeKU 28-THEBEH ILMKBI 33

Te 4 UKbBJIa Ha TepanusaTa u cien ToBa 40 mg BeIHBXK THEBHO Ha 1-Bu 710 4-TU JieH Ha Bceku 28

PECANTUCBAIIMTEC JICKapH TpHGBa BHUMATCIIHO J1a MPEICHAT KOA 103a ACKCAMETAa30H Ja U3I0JI3BAaT, KaTO
B3€MaT NpeaABUI CbCTOAHUETO U OoJrecTHHA CTaTyC Ha IangucHTAa.

- Cmvnku 3a pedyyupane Ha 003ama
Haganna go3a 25 mg
Jlo30B0 HUBO -1 15 mg




J1030B0 HUBO -2

10 mg

J1030B0 HUBO -3

5 mg

- Tpomboyumonenust

[Ipu TpomMOOIMTH

[IpenopbunteseH Kypc Ha JISUeHUe

[IspBOHAaYaNHO, criax a0 < 30 x 10°/1

HPEKT)CHGTC JICYCHUCTO C JICHAJIMIOMMU /]

o)

O6paTHO mokauBane 10 > 30 x 10%/1

[IpoxbimKkeTe TEYSHNETO ¢ JICHATUIOMU Ha
JI030BO HUBO -1

3a Bcexwu cieBani cra mox 30 x 1071

HpeK”bCHeTe JICYCHUECTO C JICHAIUIOMU

O6paTHO moKauBane 710 > 30 x 10”/1

TIpoIbIKeTE JIEUEHHETO C JICHATMIOMUI A
CIIE/IBAIL[OTO IO-HUCKO JI030BO HUBO (J030BO HUBO -
2 wnw -3) BeOHBXK THEBHO. [la He c;b npa 1nof

- Abcontomen bpotl neympounu (ABH) — neymponenus

5 mg BEAHBXK JHEBHO._

)

Tpu ABH

I[IpenopbunTesEH Kype enne?

[IspBoHauanHo, cnan 1o < 0,5 x 10%/1

[IpeKbCHETE JIeUCHACTOS-ICHATHIOME

O6patHO MoKauBase 10 > 0,5 x 10%/1, koraTo
€IMHCTBCHHAT HAOJFOIaBaH TOKCHYEH e(eKT e
HEYTPOTICHHSI

IMpoxwixere neyeH, *hic J€HAJIMIOMUI C
HavaJHaTa 7103a B XK JHEBHO

Y

O6paTHO mokauBane 10 > 0,5 x 10%1, korato ca

Hpo;lbnnceT@quueTo C JICHAITMJJOMHU]I Ha 1030BO

HaOJII01aBaH! 3aBUCHMH OT J103aTa HUBO -1 l@H’b)K JHEBHO
XEMaTOJIOTHYHH TOKCHYHH €(EeKTH, pa3IndHU ‘z\
OT HECYTPOIICHHSA

o

Ba Bceku crnepany caj nox < 0,5 x 10%/1

II “CHGTC JICYCHUCTO C JICHAJIMIOMU

O6paTHO mokauBane 10 > 0,5 x 10%/1

A

O

OBIDKETE JICUCHUETO C JICHATUIOMU]T Ha

TIeZIBAIIIOTO TIO-HUCKO JI030BO HUBO (JI030BO HUBO -

1, -2 unu -3) BeaHBX AHEBHO. Jla He ce mo3upa noj
5 mg BEOHBXK THEBHO.

2 [To peuieHue Ha jekapsi, ako HEYTPOIIEHUATA € €IUH %hra TOKCHYHOCT Ha KOETO U J1a € 1030BO HUBO, no0aBeTe rpaHyJIoIUT-
>

konoHunoctumynupain dpakrop (G-CSF) u nopabpikait

O

Muenooucniacmuyru cunopomu (|

JleyeHneTo ¢ TeHaAIUIOMUL }\Iépﬂ%m na 3armouBa, ako ABH e < 0,5 x 10°/1 w/vmm OpOSIT TPOMOOIIMTH €

<25x 101

Ipenopvuumenna 003
[Ipenoppunrennara
JIEH OT HOBTapﬂHI% 8-7IHEBHU LIUKJIIH.

3

- Cmwnxuepedyyupane na 003ama

30BOTO HUBO Ha JICHAJIUIOMM/I.

bma no3a neHanmuaomun € 10 mg mepopaiiHo BEOHEXK AHEBHO HA 1-Bu 10 21-Bn

Hauanna g N
103

10 mg Benubx JHEBHO B 1HU 1 70 21 Ha Bceku 28 qHU

I[03OB@0 -1

5,0 mg BenHBX THEBHO B jHU | 110 28 Ha Bceku 28 nmHU

HO‘?RQQIHI/IBO -2

2,5 mg BeAHBK AHEBHO B AHU 1 10 28 Ha Bceku 28 aHU

'Wo HHBO -3

2,5 mg npe3 nmen 1 mo 28 Ha Bceku 28 mHU

[IpenoppunTeneH Kypc Ha JIeYeHHne

Q’ Tpomboyumonenust
Q [Tpu TpomboIITH

Cran o < 25 x 10°/1

HpeK’bCHCTe JICUCHUETO C JICHATITUAOMMU.




OO6paTHO noka4yBaHe 70 > 25 X 101-<50x 10°/18 [Ipoabmkere IEYEHUETO C JICHATHIOMU] Ha
TOHE 2 citydast 3a > 7 THU WX KOTaTo OposT CJIEZIBAIIIOTO IMO-HUCKO JI030BO HUBO (J030BO
TPOMOOIIUTH C€ Bh3CTaHOBU Ha > 50 x 10°/1 o HUBO -1, -2 wnn -3).
BCSIKO BpEME
- Abconromen 6poil neympogunu (ABH) — neymponenus nb
ITpu ABH IIpenopbunTesieH KypC Ha JIEYEHUE AU
Craz 10 < 0,5 x 10%1 [IpexbcHETE JCUSHHUETO C JICHATHIOMHU/L. ANX
OO6patHo moka4Bane 10 > 0,5 X 10°/1 [IpoabmkeTe ICYEHUETO C JICHATHIOMU]T H N
CJIEIBAIIOTO IO-HUCKO JO30BO HUBO (1103@.1{1430 -1,
-2 nnm -3)
v
CnupaHe Ha neHaIUOOMUO fb
Jleuennero ¢ neHamumIOMH TPAOBA J1a Ce CIIpe MPU MAIMEeHTH Oe3 MoHe c1al epuT O;?GH OTIOBOp B
paMKHTe Ha 4 Mecella OT HaYaJloTo Ha TepamnusaTa, NposiBeH upe3 noHe 50% Ham e Ha
HE0OXO0AMMOCTTa OT TpaHC(hy3Us WIH, aKo He ca TpaHchy3upany, 1 g/dl mosu € Ha XeMOII00uHa.
Donuxynaper aumgpom (DJI) Qj

Jleuenne ¢ nenanmuaoMu He TpsiOBa 1a ce 3anmouBa, ako AbH e < 1 @/ i!I/I/I/IJ'II/I OposT TpOMOOITUTH € <
50 x 10%/1, ocBeH aKo He € BCIIEACTBUE HA MHQUITPUPAHE HA KOCT 03BK OT TuMpoma.

Ipenopvuumenta 003a
[IpenoppunTennara HavamHa 1032 JeHanuaoMus € 20 mg OpaJHO BEIHBK JHEBHO B THU 1 10 21 oT

MOBTaPSIIU ce 28-THEBHH IIUKIHU 32 MaKCUMyM 12 seuesd kbiia. [IpenoprunTenHaTa HavaNHa 032
purykcumab e 375 mg/m” uaTpaBenosHo (i.v.) Beska ce¥na B muksn 1 (qum 1, 8, 15, m22) u gen 1 ot
BCEKU 28-THEBEH LIMKBJI 32 UKIX 2 10 5. Qj

- Cmonku 3a pedyyupane Ha 003ama Q)

A

Havanna mosa mg BEJIHBXK JHEBHO B THU 1-21, Ha Bceku 28 nHU
Jlo30B0 HUBO -1 £~ | 15 mg Bennbk 1HeBHO B AHU 1-21, Ha Bceku 28 nHU
Jlo30B0 HUBO -2 X &V 10 mg BequBK qHEBHO B HU 1-21, Ha Bcexu 28 nmHU
J1030BO HUBO -3 - 5 mg BeIHBX AHEBHO B THU 1-21, Ha Bceku 28 qHU
3a KOpeKIuy Ha J103aTa Mopaan TO]Q&HHOCT Ha PUTYKCUMAO0 BIDKTE ChOTBETHATA KpPaTKa
XapaKTepPUCTHKA Ha TIPOIYKTa. &
\

- Tpomboyumonenus \‘&'

IIpu TpomboOIMTH A\\ [IpenoprunTENcH KypC HA JICUCHUE

Cman 1o <50 x 109/10Y [IpexbCcHETE NEUEHUETO C JICHANNAOMHU] U TIPaBeTe
TTIKK nHaii-manko Ha BCEKH 7 THA

A ag

OGparHo nokauBae 10 > 50 x 10%/1 [IpoabmkeTe TeUEHNETO Ha CIEABAIIOTO MO- HUCKO

JI030BO HUBO (J1030BO HUBO -1)
Q,
3a Bcem@ﬁmam cran oz 50 x 10%/1 IIpexbCcHETE TEUEHUETO C JICHATUAOMHU U MIPABETE
(& [TKK naii-manko Ha Bceku 7 THU
y )
06@;{0 nokaugane 1o > 50 x 10%/1 [IpoabmkeTe ICYEHUETO C JICHATHIIOMU]T Ha
’b CJIEJIBAIIIOTO MO-HUCKO JO30BO HUBO (030BO HUBO -2,
\&' -3). He mpunaraiite m1o3a moj 1030BO HHUBO -3.

Q - Abconromen bpoil neympodhunu (ABH) - neymponenus
| ITpu ABH | [IpenoppunTeNneH Kypc Ha JedeHne”




Cnan < 1,0 x 10%/1 3a Hait-manko 7 aau umu Criajt io | TIpekbCHeTe JeueHHeTo ¢ JeHATHIOMU 1
<1,0x 10¢ acolMupaHa BHCOKa npasere [1KK Haii-mManko Ha Bceku 7 qHU
Temnepatypa (TenecHa Temmneparypa > 38,5°C), uiu
Crax m0 < 0,5 x 10%/1

OO6patHo mokayBane 10 > 1,0 X 10°/1 [IponbmkeTe TeYEHNETO C JISHATHIOMHT H
CJIE/IBAIIIOTO TIO-HUCKO JI030BO HUBO (J1030
HUBO -1) P

3a Bcexu cneasai cnafg moxd 1,0 x 10%/1 3a uaii- [IpexbcHETE IEYEHUETO C JICHAUOM ﬂe

Manko 7 mau M crag a0 < 1,0 x 10%1 ¢ acounupana| npasere [IKK naii-manko Ha Bceku @&

BHCOKa TeMIlepaTypa (TejecHa TeMIiepaTypa > Q

38,5°C), nim ciax 10 < 0,5 x 10%/1 A\

O6patHo mokauBane 70 >1,0 x 10°/1 [IpogbmkeTe IEYEHUETO C %HILOMHIL Ha
CJIEZIBAIIIOTO TTO-HUCKO noéﬂv HUBO (JI030BO
HUBO -2, -3). He mpunard¥ire 103a moja 103080

HHUBO -3 \Q/

* ITo mperienKa Ha Jiekapsi, ako HEYTPOIICHHATA ¢ €IMHCTBEHATa TOKCHYHOCT Ha KOETO M J1a € J030BO HMB@BeTe g-CSF

Tymop-nuzuc cunopom (Tumour lysis syndrome, TLS) Qj

Benuku marnuenTr TpsAOBa a monydat npogrraktrka 3a TLS (amorry: J1, pa30ypHKa3a win
€KBHBAJICHT CIIOpe O(UINATHATE HACOKH) U 1a ObJaT noOpe Xunpdfupanu (epopajiHo) Ipe3 mbpBaTa
CeMHUIIA OT IIBPBHS LIUKBJI WITH 32 MO-TIPOIBIDKUTEIICH TIepro/l, ako)e KITMHUYHO MTOKa3aHo. 3a Ja ce
cienum 3a TLS, TpsiOBa na ce nmpoBexxaa HabOp OT 6nonganp@cnnBaHm €XKECEIMHUIHO Pe3
IIBPBHS UK U KAKTO € KIMHHYHO MOKA3aHO.

JlenanunoMun Moxe J1a ObJie IPOIBIDKEH (KaTo ce 3ana3@osaTa) IIpu narueHTy ¢ nadoparopex TLS
win kimHndgeH TLS crenen 1, wimm mo nmpeneHka Ha JgKaps la ce HaMaJIx [103aTa ¢ €JHO HUBO H J1a ce
NPOABIDKHY JeHaauaoMu. TpsaOBa na ce ocurypu ak a MHTpaBEHO3HA XUJPATalus U TOJXOAAIIO
MEIHIIHCKO JIEYEHNE CIIOPET MECTHHSI CTaHIAPT(3A [oJlaraHe Ha TPIOKHU JI0 KOPUTHpaHe Ha
EIIeKTPOJIMTHUTE aHOMAINH. Moxe Jla € HeoOX a Tepanus ¢ pa30ypHKasa, 3a J]a ce HaMaJlH
XUTICPYPUKEMUSITA. XOCHI/ITaHI/ISa]_II/IHTa Ha ManucHTa € 1Mo MPCICHKa Ha JICKap.

INpu narmenty ¢ xuHmdeH TLS crenen 2 , IPEKbCHETE JICHATNIOMHU/] X ITPOBEXIaiiTe Habop OT
OMOXMMUYHY U3CIICABAHUS CKECEAMUY U KaKTO € KJIMHUYHO NoKa3aHo. TpsbBa 1a ce ocurypu
aKTMBHA MHTPABEHO3HA XUAPATAIHS XOJAIIO MEIUIMHCKO JICYCHHE CTIOPE MECTHHA CTaHIApT 3a
TIoJIaraHe Ha IPIKH 0 KOPUTHPaHE l@nemponm}mre aHoMannu. TepanwusTa ¢ pa3dyprkasa u
XOCIUTAIN3ALMATA Ca 110 HpeueHKa\& nekapst. Korato TLS otmrymu no crenen 0, mogHoBeTe
JIEHAJIMJIOMUJT Ha CJIE/[BAIOTO )Q-l\ncxo HHBO 10 ITPEeleHKa Ha JieKaps (BX. Touka 4.4).

Peaxyus na akmusupane %wopa

Ilo mpenenka Ha ekaps UAOMUJ MOXe J1a ObJIe MPOIBIDKCH IPH MALUEHTH C PeakIus Ha
aKTUBUpaHE HA TYMOD mor flare reaction, TFR) crenen 1 wmu 2 6e3 npexkbcBane win u3Menenue. I1o
mpeleHKa Ha JIeKapsyMpiKe 1a ce TPIIIOKU TePartks ¢ HECTEPOUIHH POTHBOBB3MAIUTEIHU CPEICTBA
(HCTIBC), kopti (@pom{n, C OTpaHUYCHA MPOBIDKUTEITHOCT, W/WITH HAPKOTHYHH aHAJITCTHIIH.

[Mpu marmentu ¢ TFR crenen 3 wm 4 crpeTe IEYCHAETO ¢ JICHATAAOMHU] U 3AII0OYHETE TEPAITHS C
ocTepou u/nin HapkoTuaHu aHanretuiid. Koraro TFR otmymu o < crenen 1,
HIETO C JICHATUIOMU Ha CHIIOTO JO30BO HHUBO 33 OCTaHANATa YacT OT [IUKBIIA.

Manuen orar Jia Ob/IaT JIeKyBaHH 3a NPEO/I0JIsIBaHe Ha CUMIITOMUTE CIIOpE]] HACOKUTE 32
nequp@ Ha TFR crenen 1 u 2 (Bk. Touka 4.4).

B NnoKA3aHUs
JIPYTH TPOSIBU HA TOKCUYHOCT CTEMNEH 3 WiH 4, 32 KOUTO € NPEIeHeHO, Y€ ca CBbP3aHu C
@EHanHILOMHz[, JICUEHUETO TPSOBA J]a Cce CIIPE U Jia ce Bh30OHOBH Ha CIICABAIIOTO MO-HUCKO JI030BO
Q HUBO, KOTaTO TOKCUYHOCTTA JOCTHUTHE CTENeH < 2 MO MperieHKa Ha JIeKapsl.

IMpu xoxeH oOpuB crereH 2 win 3 TpsOBa Ja ce OOMHCITH NPEKbCBaHE MM CIIMPAHE HA JICHAJTHIOMHUIL.
Jlenanmumomun TpsiOBa a ce Crpe MpU aHTHOEIEM, aHA(IITAKTHYHA peakius, oOpUB cTereH 4,
exchonmaTuBeH WK OyJI03eH 0OPHB HWIIH aKo Ce MoJI03upa CHHIPOM Ha Stevens-Johnson (SJS),
TOKCHYHA enuepManHa Hekpoimsa (toxic epidermal necrolysis, TEN) wm tekapcTBeHa peakius ¢
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eozuHOGmIUs U cucteMuu cumnromu (DRESS) u He Tpa6Ba Aa ce 3amouBa OTHOBO ClE/l CIHpPAHE
MIOpajiil TOPHAUTE PEAKIHN.

Cneuyuannu nonyiauuu

HGHI/IaTDI/I‘{Ha nomnyjaanus b

JlenamumoMust He TpsOBa Ja ce IpHIIara IpH Jelia U FOHOIIM OT paskaaHeTo 10 moj 18 roaunu mop
CchoOpaskeHUs 32 Oe30macHoCT (BXK. Touka 5.1). &

Crapyecka Bb3pacT O
Hannaaure moHacTosImeM GpapMaKOKHHETHYHY JJAHHU ca OMTUCAaHU B Touka 5.2. B kvHNY Q
MIPOYYBAHUS JICHATUIOMHU/I € OUJI ITpUjIarad Ha MalueHTH ¢ MyJITHIUIEH MUEJIOM Ha Bwpeu%o 91

TOJIMHY, HA TIAIIEHTH C MUEJIOIUCIUIACTUYHN CHHIPOMH Ha BB3PaCT 10 95 ToAnHA (Bx@qxa 5.1).

Tbii KaTO € MO-BEPOATHO MAIMEHTUTE B CTAPYECKA BH3PACT JIa UMAT HaMaJieHa ObOPeUHA (PYHKITHUS,
TpsiOBa BHUMATEITHO J1a ce Mo0Mpa J03aTa U O OHMJIO pa3yMHO Jia ce CIIeIu 61;@ aTta pyHKIHSI.

Hoesoouaznocmuyuparn myamunien Muenom: nayuenmu, Koumo He cd noo. U 30 MPAHCHIAHMAYUS
HaHI/IeHTI/ITe C HOBOI[I/IaFHOCTI/IHI/IpaH MyJ'ITI/Il'[J'IeH MHCIIOM Ha B'I)3paCT 7 BCUC I'OANHN TpHGBa
BHUMATEJTHO J1a CE OICHSBAT, TIPS J1a Ce OOMHUCIIS JIeueHHe (BIXK. TO‘{}Qb 4).

[Tpu marmeHTH Hag 75-TOMUITHA BB3PACT, JIEKyBaHH C JICHAIUIO §KOM6I/IH3HH}I C IeKCaMeTa30H,
HayvaJHaTa J103a JiekcameTa3oH € 20 mg BeJHbXK IHEBHO Ha JHU 1, 8 15 u 22 ot Bceku 28-1HEeBEH
seue0eH MUKBII. a/

He ce npeanara agantupane Ha j103aTa Ipy MAMSHTU H TOJIIHU, KOUTO Ca JICKYBaHH C
JICHAJMIOMHU/] B KOMOWHAIKUsA ¢ MendanaH u npez[HmoE.

IIpu manyeHTH ¢ HOBOAMATHOCTHIINPAH MYJITUILT €JI0M Ha BB3pacT 75 W MOBeUe TOANHU, KOUTO
MOJTy4aBart JICHATUIOMHU/I, UM ITO-BUCOKA YECT a CepHO3HH HEXETaHU PEaKIMU U HEXEITaH!
peakiuu, KOUTO BOAST JI0 CITUPAHE HA JICYCHUE

KomOunmpanaTa Tepamns ¢ JCHAIHI0M IIOHACH [10-3JI€ 1P NALMEHTUTE ¢ HOBOAUArHOCTULIMPaH
MYJITUIUIEH MHEJIOM HaJl 75-rofuniHa CT B CpaBHEHHE C MTO-MJIaaTa nomynanus. Te3n nanueHTH
MIPEKpPATSABAT JICYEHUETO MO-YECTO I1 W HETTIOHOCUMOCT (HEXKEJIaH!W CHOUTHS CTeTeH 3 Wi 4 1
CEpPHO3HH HEXEJTaH! CHOUTHS), B cpg'ﬁeHHe ¢ mauueHTuTe < 75 rofuHu.

Mynmunnen muenom: nauue@ }OHe eoHa npeoxodcoaua mepanus

[IpoleHTHT Ha MAIMEHTUTE € MYJITUIJICH MUEJIOM Ha 65 TOMIIHA Bh3PacT WK MIOBEYE HE CE €
pa3ngaBai 3HAUNTEITHO %y TpyIUTE, JIEKYBAaHH C JICHAJHIOMH/Y/ IEKCAMETa30H U
iane0o/rekcameraso Y T€3U NAaLMEHTH He € HaOIojaBaHo 00110 pa3inyue B 0€30MacHOCTTa U
e(UKacHOCTTa B Cpa € C TI0-MJIa/I, HO HE MOXe Jia ObJie M3KIII0UYeHA TI0-U3pa3eHa
npe):[pa3nono>1<en(6 U [10-BH3PACTHH MHIUBU/IH.

Mueﬂoéucnﬂaa@qnu CcuHOpomu
IIpu naune}@vc MUENOTUCTITIACTUYHN CHHIIPOMH, JIEKyBaHU C JICHATUJOMUJ, He ce HabiromaBa Karo
5710 pa3 M0 OTHOIICHWE Ha 0E30MacHOCTTa W e(PUKACHOCTTa MEXIy MalUeHTH HaJ 65-TOAWIIHA
BB3pack U ¥0-MJIaIH TalMeHTH.

D Qnapeﬂ aumghom

IUEHTUTE ¢ (POJHMKYIIApPEH JIMMQPOM, JIEKyBaHU C JICHATUIOMHU]T B KOMOHHAIIHS C PUTYKCUMAO0,
aTa YecToTa Ha HEXEIIAHUTE CHOUTHS € Mo00Ha TIPH MAMEHTHTE HA BB3PAcT 65 WK moBeue
TOIMHYU B CpaBHEHHE C TalMeHTHTe 1o/ 65 roauHu. He e HaOmoaBaHa KaTo 1510 pasinKa B
e(UKaCHOCTTa MEX/y IBETE BH3PACTOBH IPYIIH.

IammenTn ¢ OBLOPEYHO YBpEKIAHE
JleHanuaOMUA ce eKCKpeTHpa MPEJUMHO OT ObOpeIHTe; MalueHTUTe ¢ MO-ToJIsiMa CTeneH Ha ObOpEUHO
YBpEXKIaHEe MOTaT Jla UMaT HapyIlieHa TOHOCUMOCT KbM JIedeHHeTo (Bk. Touka 4.4). TpsoOBa
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BHUMATEJIHO MMOJ0MpaHe Ha J]03aTa U Ce MPeropbuBa cie/ieHe Ha ObOpeyHaTa QyHKIHA.

He ce nanara ajgantipaHe Ha 103aTa IIpY NMalUEHTH C JIEKO ObOpPEYHO YBpEKAaHe U MYJITHILIEH
MHEJIOM, MHUEJIOJIMCILIACTUYHN CUHAPOMH MK (oikynapeH tuMdom. IIpernopbusa ce cieaHOTO
ajanTHpaHe Ha J103aTa B HAYAIOTO Ha TepariiTa U pes3 IHUI0TO BpeMeTpaeHe Ha JISYEHHUETO MPH @
HalHEHTH C YMEPEHO WIIH TeXKKO yBpe/eHa Ob0pedHa QYHKIMS WK TIPU TepMUHAJICH CTAJUi Ha b
O0BOpeuHa OoJiecT. @
Hsma omut ot u3nutBanud ¢asza 3 mpu TepMHUHANIEH cTaauii Ha 0b0peuna 6onect (End Stage RGKQ
Disease, ESRD) (CLcr < 30 ml/min, HaJiaramia aaaimsa).

O
Mynmunnen muenom \Q
bropeuna pynkuus (CL) AJanTupaHe Ha no3ara \
Ymepeno 660peuno yBpexaane (30 < CL < 50 ml/min) 10 mg BenHBK 11%)@)1
Texko 6pOpeuHO yBpexKIaHe 7,5 mg BeI[HT;%HHeBHOZ 15 mg npe3
(CL¢ < 30 ml/min, 6e3 Hy>XJ1a OT THAINA32) JIeH )
Tepmunanen cramuit Ha 660peuna 6onect (KCBH) (CL < 5 mg Be K JHEBHO. B unTe Ha
30 ml/min, ¢ Hy>1a OT AWaTN3a) Many 3ara TpsiOBa Ja ce
TpH CJIe]] Thajin3ara.
1 I[o3aTa MO2KE Ja C€ IIOBHUIIH 10 15 mg BEAHBX THEBHO CJIE 2 LHUKBJIA, aKO HAMa OTTOBOP Ha METO U NaMCHTHT UMa 1106pa
IIOHOCHUMOCT KbM HETO. J@
2 B cTpanuTe, KBETO ce Ipejyiara KancyJsara ot 7,5 mg. @
Muenoducnracmuynu cuHOpomMu Vo ,Q
Buopeuna ¢pynkuus (CLcr) Apanrupane H&HMT&
YMepeno 6b6peuno yepexane (30 < | Hauanna 103a,&/ | 5 mg Benubx qHeBHO
CL& < 50 ml/min) Q\ (B nam 1 1o 21 ot moBTapsmwm ce 28-
Q) JIHEBHU ITUKJIH )
II03030@;0 -7 2,5 mg BEeAHBXK JTHEBHO
(B nam 1 o 28 ot moBTapsm ce 28-
Q) JIHEBHU 1TUKJIN )
@3030 HHBO -2 2,5 mg npe3 e
‘& (B mam 1 1o 28 ot moBTapsu ce 28-
‘)\ N JTHEBHU ITUKITN)
Texko OBOpeuHo yBpexIaHe (CLch Hayanna noza 2,5 mg BeIHDBK THEBHO
30 ml/min, 6e3 HykI1a OT AUATH3 (B mau 1 1o 21 ot moBTapsium ce 28-
JTHEBHU ITUKIIN)
& \ Jl030B0 HUBO -1 2,5 mg npe3 aeH
\&' (B nam 1 mo 28 ot moBTapsmwm ce 28-
A JIHEBHU TTUKJIN)
v J1030BO HHUBO 2" 2,5 mg nBa MbTH CEAMHYHO
O (B nam 1 1o 28 ot noBTapsm ce 28-
/\Q JHEBHHU IIUKIIN)
Tepmunanex cTawiii Ha O0B0OpeyHa Hayvanna no3a 2,5 mg BeAHBXK THEBHO
6onect (KC (8 mau 1 mo 21 ot mosrapsmu ce 28-
(CL& < 30 @lymin, ¢ Hy)11a OT JTHCBHY ITUKJITH)
JAau3 Q Jlo30B0 HUBO -1 2,5 mg nipe3 JieH
'{ (B mau 1 1o 28 ot moBTapsium ce 28-
B Ha Juaiii3a jo3ara TpsoBa na JTHCBHH LIUKJIH )
Y Jlara CJIeH Tnajin3ara. J1030BO HUBO -2 2,5 mg ABa MbTU CEAMHYHO
\&_ (B mau 1 1o 28 ot moBTapsim ce 28-
G> ) JTHEBHU ITUKIIN)

IpenopbYNTENIHY CTHIIKY 38 HAMaJIIBaHE Ha J103aTa [10 BpeMe Ha JICUYCHHUETO U IIPH Bh30OHOBSIBAHE Ha JICUCHUETO IIPH JICYCHUE Ha
HEYTPOIICHHUS WA TPOMOOIMTOINICHHUS CTEeNeH 3 Wi 4, WK APYyra TOKCUYHOCT CTereH 3 win 4, 32 KOUTO € NPELEHEHO, Ye ca CBbP3aHu ¢
JICHAIIMIOMHUJL, KAKTO € OIIUCAHO MO-TOpe.

Donuxynaper mmgpom
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Bbvopeuna ¢pynknus (CL.r) AjanTupaHe Ha 103aTa
(mauM 1 10 21 OT MOBTAPSIIH CE
28- IHEBHU LHKIIH)

Ymepeno 666peuno yBpexaane (30 < CLe < 60 ml/min) 10 mg BeaHbK JHEBHO"

({0
Texko 0BOpEUHO yBpeKAaHE JIuncear naHHKM® AW
(CL& < 30 ml/min, 6e3 HykJa OT THaIN32) I\Qj
Tepmunanen craauii Ha 060peuna 6onect (TBH) (CL, < JlumcBar naHHKM’ &\(

30 ml/min, ¢ HyXJa OT AHAaTH3a)

—
! JlozaTa MOXe Jla Ce MOBUIIM 110 15 mg BEeAHBK AHEBHO clie]l 2 LMKbBJIA, aKO MALMEHTHT UMa 100pa HOHOCUMOCT KbM Tepaer
2 3a manMeHTH Ha HavanHa 1o3a 10 mg npu HaMalsIBaHE Ha J03aTa 3a JICUCHNE Ha HEYTPOIICHHS HIIH TPOMOOLUTONCHHS ﬂm uny 4 unu

JApyTra TOKCHYHOCT CTCIICH 3 unm 4, 3a KOATO € IPEUCHCHO, Y€ € CBbpP3aHa C JICHAJIMAOMU/, HE HpHJ’IaFaﬁTC J103a moa 5 mg 11, CH WIn 2,5 mg

BEJIHBK THEBHO.

3 [armeHTHTe € TEXKO 6B0peuHo yBpexnane nin TBH ca H3KII0UeHH OT IPOYYBAHETO. 'J@

Cren 3armovyBaHe Ha TEparus € JICHAIMAOMU, ITOoCJICABaIlaTa mpoMsaHa Ha IIO33T&%HELHI/IIIOMI/I21 npu
HaguCHTHU C 6L6pe‘IHO YBpEXKaAaHe Tp${6Ba Ja C€ OCHOBAaBa HAa ITIOHOCHUMOCTTA K YCHUCTO Ha
OTACIIHUA MAIIUCHT, KAKTO € OIMCAaHO IO-TOope. &

JlenammmoMun He € o(pUIMATHO MPOYYBAH NP MTAIHUEHTH C YBpEIeHa 01poOHa (QYHKIHS U HsIMa
crelu(pUYHU IPEHopBKH 3a J103aTa. /O

TTanmenTH ¢ 4epHOIPOOHO YBPEKIAHE ﬂ@?j

Hauun Ha npunokeHue 2

[epopanHo mpUIIOKEHHUE.
Kancynure Jlenamumomu Krka d.d. tpsosa na ce HpHew%ﬂepopanHo 10 IPUOIM3UTETHO €THO U CHIIO
BpeMe B onpenencuute auu. Kamcynure He Tp;[6Ba&%z TBapSIT, YyIST WIK IBBYAT (BXK. TOUKA 6.6).

Karcynmute TpsiOBa 1a ce T'BITAT LIeNH, 32 MIPEIIoY ¢ BOJIa, ChC MIIK O3 XpaHa.

Karncynute nenanumoMus He TpsAOBa 1a ce u30 npe3 GomoTo Ha OIUCTepHATA OMAKOBKA, THH
KaTo TOBa MOJKE Jla IPUYHMHK yBpEKIaHe Ha Karteyiara. Karcynara TpsoBa 1a ce M3Baau OT
OIaKOBKAaTa, KaToO C€ OTJICHH (OJTHOTO OT OTJeIcHa ONUCTepHA KIIETKA.

J
4.3 TIlpornBomoka3zaHus

)

- CBpBXYyBCTBUTEIHOCT KbM AKTUBHOTO BEIIECTBO UJIM KbM HAKOE OT MTOMOIIIHUTE BEIECTBA,
n30pOeHU B ToUKa 6.1. & \

- IIpu OpeMeHHU >KeHH.

- ITpu XeHu ¢ neTepoéH MOTESHIHAN, OCBEH aKO ca CIIa3eHU BCHUKH ycoBus 1o [Iporpamara 3a
IIpeIa3BaHe OT 6[@@ HOCT (BX. TOUKH 4.4 1 4.6).

4.4 CrheuuajHu Q@ynpeme}ma U Mpeana3Hyu MepKU NMpu ynorpeda

Koraro senan n&m ce MpUJiara B KOMOMHAIUSI € IPYTH JIEKAPCTBEHU NMPOAYKTH, TPAOBA 1a ce
npoyere b0 HaTa Kparka xapakrepucTuka Ha NpoayKTa NMpeau 3an04BaHe Ha Je4eHUeTo.

HDCZ[VH@BHI/IH pu OPEMEHHOCT

Jlen OMU]I € CTPYKTYPHO CXOJIEH C TATMAOMHU. TalUAOMUI € aKTUBHO BELIECTBO C U3BECTHO
TE €HHO JACWCTBHUE NPU XOPa, KOETO MPUINHSIBA TEKKH )KUBOTO3aCTPAIIABAIIY BPOJICHH TE(EKTH.
MaiiMyHH JICHATUJOMUJ € MTPEAU3BUKAI MajI(popMaliy, TOJOOHH Ha TE3H, OMMCAHU 32 TATUIOMHU/
. Toukd 4.6 1 5.3). Ao nipu Xopa 1o BpeMe Ha OpeMEHHOCTTa ce IprueMa JICHAJIHIOMUJI, CE OYaKBa

Q TepaToreHeH e(eKT.

VYcnoBusita Ha HporpaMaTa 3a Ipeamna3BaHe OT 6peMeHHOCT Tp$I6Ba Jia ca U3II'BJIHCHU 34 BCUYKHU
NMagueHTHU, OCBCH aKO HAMAa CUTYPHO JOKa3aTEJICTBO, Y€ MAllUCHTKaTa HAMa JETCPOJACH IMMOTCHIHAII.

Kputepuu 3a sxkeHu 0e3 JACTCPOACH NOTCHIIMA
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[Ipuema ce, ye MAIMEHTH OT YKEHCKH ITOJI WJIN MAPTHHOPKH HA MAIIMEHTH OT MBXKKH ITOJI UIMaT NIETEPOICH

MOTEHLIMAN, OCBEH aKO IMOHE €IUH OT CJIECHUTE KPUTEPUH HE € HATHYEH:

- Bb3pact > 50 ronuHm U ecTecTBeHa aMeHopest oT > 1 rofauHa (aMeHopest Cliel aHTUTYMOPHA
Tepamnusl WIK 10 BpeMe Ha KbpPMEHE He M3KIII0UBA IETEPOJICH IIOTCHIIHAN )

- [IpexxneBpeMeHHa oBapuaiHa HeJOCTaThYHOCT, IOTBBPACHA OT CHELUATUCT-THHEKOJIOT /O
- JIBycTpaHHa CaIIMHTO-00()OPEKTOMHUS WIIH XUCTEPEKTOMUS B MHHAIOTO b
- XY renotumn, cuHapoM Ha Turner, areHe3usl Ha MaTKaTa. QQ/

CoBet O

JlenanumomMu € MPOTHBOIIOKA3aH MPHU KEHH C ACTEPOJICH MOTSHIINAJ, OCBEH aKO HE ca I/I%@?HI/I
BCHUYKH OT CJIGTHUTE YCIOBUS:

- JKenara pa3dupa oyakBaHUs TEPATOTCHEH PUCK 32 HEPOJCHOTO JICTE fb

- Ts pa3dupa He0OXOAMMOCTTa OT €(hEeKTUBHA KOHTPALICTIIHS, O€3 IPEeKhCBAHE, &OqBama Hak-
MaJIKO 4 ceIMUIIM MPeIr HAYaJI0TO Ha JICUEHUETO, 110 BpeMe Ha LSI0TO JIe € U Haii-manko 4
CEMUILM CIIe]] HETOBUS Kpai Q/

- JKena c netepojieH nmoTeHIIMaN TPsiOBa Ja Ciie/IBa BCUUKUA ChBETH 32 G®I/IBH3 KOHTpAICTIIIHS,
JOpH Ja € C aMeHOopes Qj

- Ts TpsiOBa 1 € B ChCTOSIHME /1A CTIa3Ba e(heKTUBHA KOHTpaIIeHTI/IQ/IMCTOIH/I

- Ts e napopmMupana n pa3dupa NOTSHIMAIHUTE [TOCIEACTBUS O €HHOCTTa U HEOOXOAUMOCTTA
OT He3a0aBHa MEIUIMHCKA KOHCYITALHUS, aKO UM PHCK OT 3a®MeH;IBaHe

- Ts pazbupa Hyx1aTa 12 3aI109YHE JICYSHHETO BB3MOXKHO HalgCKOPO CIIe]T OTITYCKAaHeTO Ha
JICHAJTMIOMHU/] CJIEJ] OTPHUIIATEIICH TeCT 32 OpEeMEHHOCT

- Ts pa3dupa HEOOXOAUMOCTTA U ITPUEMa Ja ¢ TIojIara H@CCTOBG 3a OpEeMEHHOCT Hal-Mallko Ha

BCekH 4 CCAMHUIIN, OCBCH B CHy‘Iaﬁ Ha IIOTBbpACHA Ha CTCPUIIU3AIIA
- Ts MOTBbpKAaBa, 4 pas6Hpa OIIaCHOCTUTEC U CbO HUTEC NPEATIa3HU MCPKH, CBbP3aHU C
H3I10JI3BAHCTO HA JICHAJIUJIOMUI. @

[Ipu manmeHTH OT MBKKH MO, TIPUEMATITH neHan@MI/m, (hapMaKOKHHETUIHUTE JAHHU ITOKa3BaT, e
JICHAJTMIOMUJI C€ ChIBPKA B YOBEIIIKATA cnepM@ M3KITIOYHMTEITHO HUCKHA HUBA TI0 BpEME Ha JICUCHHETO
Y € 10/l HUBOTO Ha JICTEKLHsI B YOBEIIKATA CHEpMa 3 JIHHU CJIe/l CIIMpaHe IpreMa Ha BelECTBOTO MPH
3npaBust goOpoBorer (Bx. Touka 5.2). K e/a3Ha MApKa 1 KaTo ce UMAaT IpeaBU]] ClIeUATHUTE
MOIYJIAIIMH C TIPOIBIDKUTEITHO BpEME @HMHHHpaHe, KaKBHTO Ca MaIUeHTUTE ¢ OBOPEUHO
yBpEkK/IaHe, BCHYKH ITal[HeHTH OT ML@ TI0JI, TPUEMAIIIY JICHATUIOMU]I, TPOBa J1a OTTOBapST Ha
CIICTHUTE YCIIOBHS:

- [a pa3bupaT odyakBaHUs TePaTOTCHEH PHCK IIPU ITOJIOB KOHTAKT ¢ OpeMEHHA KEHA FITH KEHa C
JETepOJICH IMOTEHIINAI & \

- [a pa3zoupat Heo0x0 TTa OT M3MOJI3BaHE HA IIPE3EPBATUB TIPH MOJIOB KOHTAKT ¢ OpeMeHHa
JKeHa JUTH JKeHA C JICTeRO/ICH IMOTEHIINAN, KOATO He Ipuiiara e()eKTHBHA KOHTpAISTIINS (T0pU aKo
MBKBT € UMl B, MHUS1), TI0 BpEME Ha JICUYCHUETO U B IIPOIb/DKECHIE Ha HA-MaITKO

- 7 nHM ciient Bpe O TIPeKbCBAHE W/UITH CIIMPaHE Ha JICYSHUETO.

- [a pazbupar, KO MMapTHHOPKATa UM 3a0peMeHee, TOKATO MPUeMAT JICHAIUIOMHE] WA CKOPO
CIIe]T KaTo c@penn Jla TIpreMar JISHAIHAOMI, Te TPAOBa /1a YBEJOMST He3a0aBHO JICKyBaIHs
JeKap u € penopbyBa Jja HACOYaT MAPTHHOPKATA CH 3a OIIEHKA U ChBET KbM JIeKap,
cneun&paﬁ WJIM C OIHT B TEPATOJIOTHUITA.

Hpennmé&unm JICKApCTBOTO TPsIOBA 1a OCUTYPH MPH KEHUTE C AETSPOJCH IOTCHITUA, Ue:

- WMEeHTKaTa ce MPUAbpPXKa KbM yclioBusiTa Ha [Iporpamara 3a npezna3sane oT OpeMeHHOCT,
JIFOYBAIIN ¥ TTOTBBPKIICHAE, Ue TS MPOSBABA TOCTATHYHO pa3OupaHe

- ’bHaHI/IeHTKaTa € MIOTBHP/IUJIA TOPECIIOMEHATUTE YCIOBHSL.

OHTPALCIITNA

Kenu ¢ neTepoeH MOTESHIMA TPIOBa J1a M3MOJI3BAT HA-MaJIKO €MH ¢EKTUBEH KOHTPAIICTITHBECH
METOJ Hail-Maliko 4 ceIMUIIM TIPeIn TEPANUsITa, 10 BpeMe Ha TepanusiTa U Hai-Majiko 4 CeIMUI  Cle]T
TepamnusaTa ¢ JEHATUAOMUA U JOPU IIPU BPEMEHHO MPEKHCBAHE, OCBEH aKO MAaI[MEHTKAaTa HE Bb3IpHEMe
IIBJTHO U MPOJIBIDKUTEITHO BB3IbpPIKaHNe, IIOTBBPKIABAHO SKEMECEUHO. AKO He mpuiara e()eKTHBHA
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KOHTpauenuusi, malifueHTKaTa Tpf[6Ba Ja 61)[16 HaCcod€Ha KbM MCIUIHMHCKU CIICHHUAINCT CbC CbOTBCTHATA
IIOATOTOBKA 3a KOHCYJITAIUA OTHOCHO KOHTPAICIIINA, 3a Ja CE 3all0OYHC IIPOBCKIAHETO Ha TaKaBa.

Mosxe J1a ce OOMUCTIST CIICAHUTE TPUMEPH 3a TIOAXOSAIIN KOHTPAIICTITHBHA METOJIH:

- HWmnnanrar /O
- Bwrpemarouna cucrema, 0cBOOOKIaBalia J€BOHOPrecTpes b

- Jeno ¢opma Ha MeIPOKCHIIPOTECTEPOH aleTaT

- Ty0GapHa crepunzaius %
- IToy10BM KOHTAKTH CaMO € MAPTHBOP, [PH KOHUTO € N3BBPIICHA BA3EKTOMHUS, BaSeKTOMI/I}ITéﬂ Ba

Jla € IOTBBbP/ICHA C JIBa OTPHULIATEITHN aHaJIM3a Ha criepMa Q
- Nuxubupamny oBysanusaTa TabJIeTKH caMo ¢ TIPOreCTEPoH (T.€. Ae30TecTpen) :

He ce npenopbruBaT KOMOMHUPAHHU IIEPOPATTHY KOHTPALICIITUBHN TaOJICTKHU MIPU H&lunf:}@l c
MYJITUILICH MUEIIOM, IPUEMAIIH JCHATUIOMU B KOMOUHHPaHa TePaITHsi, ¥ B TI0-M TEIeH MPU
MAIMEHTKHU ¢ MYJITUIUICH MUEJIOM U MHUEJIOAUCIUIACTUYHY CHHIPOMH, TIOTy4aBa OHOTEPAITHS C
JICHAITUIOMUT, TIOPaJIH TIOBHUIIICHUS PUCK OT BEHO3HA TPOMOOEMOOIHsT (BXK. cm&xa 4.5). Axo
MaIMeHTKaTa IpueMa KOMOMHUPAHU TIEpOPATHH KOHTPAIICTITHBH, TS TpsAOBa PEMHHE Ha eIUH OT

e eKTUBHHUTE METOIH, U30POCHU TO-rOpe. PUCKEBT OT BeHO3HA TpoMOoeM npoabiKaBa 4—6
CeIMUIIM CIIe/ TpeKpaTaBaHe Ha KOMOMHHUPaHATa MiepopaliHa  KOHTpale . EdbukacHoctra Ha
KOHTPAIIENITHBHITE CTCPOMIN MOXKE Ja ¢ HamMaleHa Ipu C,E[HOBpeMCHF% YCHHUE C IEKCaMeTa30H (BIK.

Touka 4.5). /O

MmnnaHTaTuTe U BBTPEMATOUYHUTE CUCTEMH, OCBOOOXK JaBaIlU e&oprecmen, ce CBBbP3Bar ¢
MOBUINICH PUCK 32 MH(EKTHPAHE MIPU MMOCTABIHETO UM H 32 HE BHO BarmHaJIHO KbpBeHE. TpsOBa ma
ce OOMHCIIN aHTHOMOTHUYHA IPO(HIIAKTHKA OCOOCHO IPH H@eHTKI/I C HEyTPOIEHHUSI.

Ilo MOPUHIUAII HE CC MMPEIIOPBHYBAT BBTPEMATOYHU CUCTEMU, OCBO60)K,E[aBaH_II/I MC, nmopaan

MOTCHI[ATHUS PUCK 32 NHPEKTUPAHE MPH TIOCTaBs M U 3a 3ary0a Ha TBBpJE MHOTO MEHCTpyaHa
KPBB, KOUTO MOXKE JIa M3JI0XKAT HA PHCK MAllHEHT CYTPOIICHUS MIIH TPOMOOIIMTOIICHHSL.
TecroBe 3a OpeMEHHOCT @

Cropen MecTHaTa MPaKTUKa 33 KEHUTE ﬂfsa‘epoz[eH MOTEHIIMAN TPAOBA JIa ce IPOBEK AT
KOHTPOJIUPAHH OT METUITUHCKO JIUIIE T&Be ¢ MMHHMaJTHa 9yBCTBUTENHOCT 25 mIU/ml, kakTo e
CIIOMEHATO MOo-70JTy. ToBa U3UCKBA OTHACH U 32 )KEHHUTE C JIETePOICH MMOTCHITUAI, KOUTO CIIa3BaT
II'BJTHO M MIPOIBIDKUTEITHO BB3IbD e. B nneanmnus ciydaii TecThT 32 OpeMEHHOCT, M3/JaBAHETO HA
pelenTara 1 OTIyCKaHETO Ha JI aRCTBeHI/ISI MPOAYKT CE OCHINECTBSIBAT B €IUH M ChHIIT JICH.
OTmnyckaHeTo Ha JICHATHIOM JKEHH C JICTePOJICH TIOTCHIIMA TPSAOBA J]a CTaBa B PAMKUTE Ha 7 ITHU
CJIe/ IPEIUCBAHETO. A

Hpedu 3anodearne Ha ]ZP&@

TecTt 3a 6peMeHHOCT, TPOJIMPAH OT MEAUIIMHCKO JIMIE, TPSIOBA Ja ce IMPOBeIe MPU KOHCYITAIHATA,
KOraTo ce npenrmgq HaJIMJOMUJ, WIH NIpe3 NPeAUIIHUTE 3 AHU IIPEAU MOCEIEHUETO IpU
HpeANICBAIIK JeKap, aKo MaMeHTKaTa ¢ Mpuiaraia e(ekTHBHA KOHTPAIETIHS [TOHE B TocTeTHuTe 4
ceqvuny. Llensd Ha Tecta e 1a MOTBBP/M, Ue MAI[MeHTKaTa He € OpeMeHHa KbM MOMEHTA Ha 3allo4YBaHe
Ha JICYCHUETQ O TCHATUIOMUI.

Hpoczzeébcme U Kpau Ha Jeqyenuemo
TeCTdeeMeHHOCT, KOHTPOJIMPaH OT MEIUIMHCKO JIWIIE, TPSOBA Ja ce MPOBEKIa Hall-MaJIKO Ha BCEKH
4 11, BKJI. Hali-MaJIKo 4 ceMUIIM Clel Kpasl Ha JICYeHUETO, OCBEH B CIIydail Ha MOTBbpIEHA
Ha cTeprim3anus. Te3u TecToBe 3a OpeMEHHOCT TPsIOBA J]a ce MPOBEX/IAT B JICHS HA TPEIIHCBaHE
JIEKapCTBOTO WJIH MPE3 MPETUIITHNTE 3 THU MIPEIU TTOCEIICHUETO MPH MPEAICBAIIUsS JIeKap.

JIOOBbIHUTENHY IpeAna3Hu MEPKH

Ianuentute TpssOBa a ObJAT HHCTPYKTUPAHH P HUKAKBH OOCTOSATEIICTBA JIa HE 1aBaT JIEKApCTBEHUS
MPOIYKT HA JAPYTH JIUIA U J1a BPBIIAT HEU3MOI3BAHUTE B Kpasi HA JICUCHUETO KANCYIM HA TCXHUS
(bapmarieBT 3a 6€30MIACHO H3XBBPIISHE.
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[Taruenture He TPOBa Aa JapsBaT KPbB 110 BpEMe Ha TepanusaTa ¥ Hali-MaJIKo 7 JTHU CIIe]T
MPEeKpaTsABaHE Ha JIEYEHUETO C JICHATUIOMHUI.

MeaunuHCKUTE CIEHUAICTH B OOJHOTIIeAaunTe TPsOBa 1a M3MOJI3BAT PHKAaBHLM 32 €AHOKPATHA
ymotpeba, Korato paboTsT ¢ Gimctepa Wi kamncynara. JKeHu, KOUTo ca OpeMeHHH Wi MOA03Upar, 9 /O
MoXe J1a ca OpeMeHHH, He Tps0Ba Aa paboTAT ¢ OnucTepa Win KarcynaTa (Bx. Touka 6.6). Q/b

OOyYHTEIHN MaTEPUAIN, OTPAHUYCHHMS 33 IPEANNCBAHE M OTIYCKAHE &Q
C 1en 1a ce MOMOTHE Ha MAIMEHTUTE Ja W30eTHAT SKCIO3UIMs Ha (eTyca Ha J'IeHaJ'II/I,I[OMI/IHQO
MIPUTEIKATEIAT HA pa3pelIeHHeTo 3a yrnorpeda mie MoACHIYPH MEIUIIMHCKUTE CIIEITHATHCTING
00yUYUTETHN MaTEPHAITH, TTOICHIIBAIIY IPEIYTIPEIKACHIUSITA 32 OYaKBAHUS TEPATOTCHEH SPEKT Ha
JICHAJTMOMUI, TaBallld CHBET 3a MPWJIaraHe Ha KOHTPAIICTITHU PEIH HA4aloToO Ha T @mm U HACOKH
3a He0OXOMMOCTTa OT MPOBEXK/IaHEe Ha TECTOBE 3a OpeMeHHOCT. [IpeamucBanmust Jekap TpsaoBa ga
YBEIOMH TAIIMEHTUTE MBKE U KEHU 32 OYaKBAHUS PUCK OT TEPATOTCHHU eq)eKanzm CTpOTHTE
MpeITa3Hu MEPKH Cpenry 3a0peMeHsIBaHe, KaKTO ca ONpPEICICHU B HporpaMaTe@g Tpea3BaHe OT
OpeMEeHHOCT, U J1a JiaJle Ha NAIMeHTUTEe ChOTBETHATA 00y4YHUTETHA OpoIypa aIfMeHTa, KapTa Ha
MaIMeHTa W/UIH eKBUBAJIEHTHO CPEICTBO B CHOTBETCTBHE C IPHIOKCHAT HOHAJIHA CHCTEMA 3a
KapTH Ha MalKMeHTa. B ChbTpyIHUYECTBO ¢ BCEKH HAIIMOHATICH KOMneTerQ:( OpraH ¢ BhBe/ICHA
HaI[MOHAJIHA CHCTEMa 32 KOHTPOJIUPAHO pasmpocTpaneHue. Cucrema OHTPOJIUPAHO
pas3npoCTpaHeHHE BKIIIOYBA U3ITOI3BAHETO HAa KapTa Ha MaleHTa I/I@I €KBHBAJIEHTEH CII0CO0 3a
KOHTPOJI Ha TPEIITUCBAHETO W/WIIH OTIYCKAHETO U CHOMPAHETO H IPOOHU TaHHU, CBHP3aHU C
MOKA3aHUETO, 33 J]a Ce CJICM BHUMATEIIHO yrioTpedara H3BbH OpPEHOTO MOKa3aHUE Ha TEPUTOPHUSAITA
Ha cTpaHarta. B uieanHus ciydaid TeCThT 3a OPEMEHHOCT, W3 e%em Ha perienTara i OTIYCKaHEeTO Ha
JIEKapCTBOTO TPsIOBa Ja CTaBaT B €AWH | ChII JIeH. OTITyC éaro Ha JICHAJIMIOMM/I Ha JKEHU C
JIETEPOJICH MMOTEHINAN TPOBA /la CTaBa B paMKUTE Ha 7 CJIC/ IPENICBAHETO U CIIEN OTPHUIIATEICH
pe3yJTaT Ha TECT 3a OPEMEHHOCT MO MEITUIIMHCKO H@OZ{&HI/IG. Penenitute 3a skeHU ¢ eTeponcH
MOTEHIMAJ MoraT J1a ObIaT 3a MaKCUMasIHa npom,@n €JIHOCT Ha JedeHneTo 4 ceaMuId B
CHOTBETCTBHE CHC CXEMUTE Ha TIPUIIATaHE 3a ono@ﬂme moKa3zaHus (BK. Touka 4.2), a perenTure 3a
BCHYKH JPYTH MAIlMEHTH MOTaT Ja ObJar 3a Ma@[ManHa MPOIBIKUTEITHOCT HA JICYSHHETO

12 ceaMuIy. O

Jpyru cnenvanay opeaynpexacHus I/I‘ﬁ&ﬂl’[ai’,HI/I MCPKH IMpH VHOTDCGa

HUnodapxm na muoxapoa
Wudapkr Ha MHOKap/a ce choOIaBa TPy MAMEHTH, MTOIYYaBaIly JCHATUIOMHU, OCOOCHO TIPU
MMAMEHTH C U3BECTHU pHCKOBVI&@.I&OpI/I W Tpe3 mbpBuTe 12 Mecela, KoraTo ce ynorpeossa B

KOMOWHAIHSA C IeKCaMeTa30 IIUCHTH C U3BECTHU PUCKOBHU (PAKTOPH — BKIIFOUUTEITHO MPEIUIIIHA
TpomOo3a — TpsiOBa 11a ce }0/1aBaT BHUMATEJHO U JIa Ce MpeanprueMaT IeUCTBHUS B OIIUT J1a CE€ CBEAAT
JIO MUHUMYM BCUYKH P (baxTOpH, KOMTO MOTaT Ja ObJAT MPOMEHEHH (HAIp. MyIICHE,
XUIIEPTOHUS U XUIIED JeMUs).

Benosnu u apmepiiaanu mpomboemboruunu cooumus
[pu HaHI/IeHTI/I,%(yHTI/IHJ'IeH MHEJIOM KOMOHMHAIIUSATA Ha JICHATUAOMHU/ C IEKCaMeTa30H ce CBbp3Ba C
TTOBUIIICH PH BEHO3Ha TpoMOoeMOous (MTPeIUMHO JBJI00KA BEHO3HA TPOMOO03a U 0eJToIpoOHa

emOoms), KBT OT BEHO3HA TpoMOoeMOoums ce HabIr0jaBa B O-MaJlKa CTETIeH NP JICHATUIOMUT B
KOMOWH ¢ MendanaH 1 IPeJHU30H.
Ip MEeHTH ¢ MyJITHIUICH MAEJIOM ¥ MUEJIOANCIIACTHYHN CHHIPOMH MOHOTEpANHATA C

n%_ JIOMH/] c€ CBBP3Ba C II0-MAIIbK PUCK OT BEHO3HA TpoMOoeMOoIHs (IPEeIUMHO THIO0KA BEHO3HA
M003a 1 0o ApoOHa eMOOJIHST) OTKOJIKOTO MPH MALMEHTH ¢ MyJITHILICH MUEJIOM, JICKYBaHH C
HATHIOMH]] B KOMOWHUpaHa Tepanus (Bk. Touku 4.5 u 4.8).

[pu manmeHTH ¢ MyJITHIUIEH MHEIOM, KOMOWHALIUSTA OT JICHAJIMJIOMH/I C IEKCAMETA30H Cce CBhp3Ba C
MTOBUIIICH PHUCK OT apTepHaliHa TpoMOoeMOomus (TpeauMHO HHPAPKT Ha MUOKapla 1 MO3bYHO-ChJIOBH
CHOMTHS), KaTo ce HabJro/1aBa B ITO-HHCKA CTETICH IPH KOMOWHHpPaHe Ha JICHATHIOMH ¢ MeJdanad n
npesHu30H. PHCKBT OT apTepuanHa TpoMO0eMO0Ins € O-MaIbK TP MAIUEeHTH ¢ MYJITHIUICH MHEJIOM,
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JICKYBAHHU C JICHAJINMJAOMHUJ KaTO MOHOTEPAIUs, OTKOJIKOTO NPU NAIIUCHTH C MYJITUIUICH MUCIIOM,
JICKYBaHU C JICHAJIUJIOMHU] B KOM6I/IHI/IpaHO JICUCHUC.

CrieoBaTenHo, MAUEHTH ¢ U3BECTHU PUCKOBH (HaKTOPH 32 TPOMOOEMOOIIHS — BKIIOUUTEIIHO
npeauIIHa TpoM003a — TpAOBa Jla ce HaOIoAaBaT BHUMAaTeHO. TpsiOBa aa ce mpexnpuemMar JefdcTBH B/O
OITUT JIa Ce CBEJAT 10 MUHUMYM BCHUYKH PUCKOBU (paKTOpPH, KOUTO MOrar jia ObJaT M3MEeHEHH (Harp. b
MyIIeHe, XUIEPTOHNS U XHUIepauniaeMus). ChIIbTCTBAIIO MPIIOKEHNE Ha CTUMYIHPAIH Q/
epUTporoe3aTa CpeCcTBa Il TPOMOOEMOOINYHN CHOUTHUS B MUHAIIOTO CHIIIO MOXKE Ja yBeanaK@Ka
OT TpoMO03a IIPH Te3U MAMEHTH. 3aT0Ba PH MALMEHTH C MYJITHIUICH MHEJIOM, IPHEMAILH
JICHAJIMIOMU/JL C IeKCaMeTa30H, CTUMYJIMPAIH epUTPOIioe3ara CpeACTBa WK JIPYTH BEIIECTB TO
MOJK€ JIa OBHILIAT PUCKa OT TpoMOO3a KaTo HaIlp. XOPMOHAITHO-3aMECTHTETHA TEPaITHs, T Ia ce
IpuiaraT ¢ MOBUIIEHO BHUMaHue. KoHIeHTpanus Ha xeMorsioOuH Haz 12 g/dl TpsioBa na BOj 10
HpeKpaTsBaHe Ha CTUMYJIHPALIH SPUTPOIIOE3aTa CPEICTRA.

>

ITpenopbunTENHO € MAMEHTHUTE U JIEKApUTE J1a HAOII01aBaT 3a MpU3HAIN WIH C OMH Ha
TpoMmboemOomus. [lanuenture Tps6Ba qa 6bAAT UHCTPYKTUPAHU A THPCST nexgj MOMOILL, aKO
Ppa3BUAT CUMIITOMH KaTO 3a1yX, 0oJIKa B I'bPAUTC, IOABA HA OTOLU IO PBLECT
HpenopbYBaT NPOGUIAKTHIHA aHTHTPOMOOTHYHH JISKAPCTBEHH TPOTYKTH
JOITBITHUTEHU PUCKOBH (hakTOpH 3a TpoMOo3a. PerrenneTo 3a 3amousa
npoHIaKTHKa TPAOBA [1a ce B3eMe Clie]] BHUMATeIHa MPEeleHKa Ha Hﬁ%
OT/AEHUS MalUCHT. /O

paxara. TpsOBa na ce
€HO TIPY TTAIIUEHTH C
AQHTUTPOMOOTHYHA

WTEC PUCKOBU (haKTOPH Ha

Axo MaUCHTDHT NPCTHPIIN HAKAKBO TpOM6OCM6OJ'H/I‘-IHO CHOUTH &CHI/ICTO Tpﬂ6Ba Ja c€ IMpCyCTaHOBU
" Ia C€ 3all04YHE CTaHJapTHA aHTUKOAryJIaHTHA TCPpaIius. Bem{éﬁ CJIEA KaTo MaluCHTHhT CC
CTa6I/IJ'II/I3I/Ipa Ha aHTUKOAryJIaHTHOTO JICHCHUC U BCUYKH YC@KHeHI/Iﬂ oT TpOM60eM6OJ'II/I‘-IHOTO cLouTHE
Ca MoJa KOHTPOJI, JICYCHUCTO C JICHAIUIOMHU] MOKE Oa Ce%O6HOBI/I IIpy IIbpBOHAa4YaIHaTa 1034 B
3aBUCHUMOCT OT OLICHKATa Ha CbOTHOIICHUECTO IMOJI3a-pUCK. 11allUCHTHT TpH6Ba Aa MMPpOABIDKHU

aHTUKOATyJIAaHTHATA TEPAIus 10 BpeMe Ha Kypca Ha HUE C JIEHAIHNIOMULL,
Benoopobra xunepmonus @
Ipu marmeHTHTe, JICKYBaHU C JICHAIHIOMH/, c@bo&uaBaT cilydan Ha O6eoapoOHa XMITEPTOHUS, HIAKOH

OT TSX C JieTalieH u3xo/. [Ipemu 3amouBaHe @o BpeMe Ha TeparnusiTa ¢ JCHATHIOMUI, TAlHCHTUTE
TpsiOBa 1a OBAAT OIICHEHU 3a TpU3HALH) MHTOMI/I Ha IOJIJISKAINO ChPACUYHO-0eII0IpOOHO
3a00J11BaHeE.

Heymponenus u mpoxw6ouumonemb£"
OCHOBHUTE TOKCUYHHU €(eKTH, Hl\{mnpamn Jlo3aTa Ha JIEHAJMIOMU/, BKITIOYBAT HEYTPOIICHHUS U
TpombormTorneHus. Ha n3xomHoMHBO, Besika CeIMUIIA TIPe3 ITbPBHUTE 8 CEAMUIH OT JICUYCHUETO C
JICHATUAOMHM] 1 MECEUHO % TOBa TPsIOBa Ja ce CiIeu 3a UTOIIEHUH, KaTo Ce MPaBU IIbJIHA KPbBHA

KapTHHA ¢ audepeHiman oeHe, Opoil TPOMOOINTH, XeMOTTIOONH U XeMaToKpuT. [Ipu nanmenTn ¢
¢domukyiapen 1Mo MaTa Ha MpocIe/siBaHe TpsAOBa Ja ObJe eKeceIMUYHO 3a MbPBUTE 3
CEIMHUIIN OT UK JTHH), Ha BCEKH 2 CEIMUIIM NPH IUKIH 2 110 4, a CIie]l TOBA B HAYAJIOTO Ha

BCEKH IIMKBI. B3 0 J1a C¢ HAJIOXKH IPEKHCBAHE Ha NPHIOKESHUETO M/WIN HaMaJIsIBaHE Ha J]03aTa
(Bk. Touka 4.2),

B cnyuait Ha@nyponeHmI TieKapAT TpsiOBa 1a OOMUCTIH PUITaraHETO Ha PACTEXKHU (PaKTOpH B

WUTEJHO € MAIMEHTUTE 1 JICKapUTe Ja ca HaOJIIOIATeITHH 32 TPH3HAIM U CHMIITOMH Ha

, BKIIFOUMTEIHO METEXUH U eMUCTaKCUC, 0OCOOEHO MPH MAEeHTH, MOIyYaBalld ChIIbTCTBAIIO

CTBEHH NPOIYKTH, KOUTO MOTAT Jia IPUIHHAT KPHBOM3NIUB (BXK. Touka 4.8 Xemoparndau

VILIECHUS).

Q JTHOBPEMEHHO MPUIIOKEHHE Ha JICHAJTHIOMUJI C IPYTH MHUEJIOCYTIPECUBHU CPEJICTBA TPSIOBA Jia ce
IpeAnprueMa ¢ MOBUILICHO BHIMAaHHE.

HoBoauarHocturmpad MyITHIDIEH MAEJIOM: ITAIIHEHTH, KOUTO ca o nomnoxkenn Ha ATCK,
JIEKYBAaHHM C TOIIBPIKAIIO JIEUEHHUE C JTICHATUIOMHU/T
Hexenanute peakiun or CALGB 100104 BxirouBaT chOUTHS, CHOOIIABaHH CIIE]] BUCOKA J103a
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Mendanad 1 ATCK (BAM/ATCK), kakTo 1 cOUTHSI OT IIepro/ia Ha MO IbPIKAIOTO JieueHue. Bropu
aHalIN3 YCTAaHOBSIBA CHOWTHS, KOMTO Ca C€ Pa3BUIIH CJIE 3aII0YBaHe Ha MOIbprKaIo Jedenre. B [FM
2005-02 HexxenaHUTE peaklMy ca camMo OT MepHoa Ha MOAIbPKALIOTO JICUEHHE.

Karo usno Heyrponenus crenet 4 ce Ha0oJaBa Mo-4e€CTo B paMeHaTa Ha OJIbPKAIO JIEYEHUE C /O
JICHAJIMIOMHU/] B CPABHEHHE C paMEHaTa Ha IOIbPIKAIII0 MPIIOKEHUE Ha I1ane0o0 B 2 Ipoy4BaHUs 3ab
OLICHKA Ha TMOAIBPIKAIIOTO JICUCHHUE ¢ IeHATHAOMU ipy nanuertd ¢ HIMM, xouTto ca owmm Q/
noyytoxkeHn Ha ATCK (cpoTtBetHO 32,1% cnpsimo 26,7% [16,1% crpsimo 1,8% cnen 3amouBaHe Q
nopabpikaio jgeyenue] B CALGB 100104 u crorBetHO 16,4% cnpsimo 0,7% B IFM 2005-02).
[NosiBunute ce B xoaa Ha neuenneTo HC ¢ HeyTponeHus, BOACUIH O CIIUPaHEe He JICHATHIOMAL-Ce
HaOII01aBaT ChOTBETHO TIpH 2,2% ot marenture B CALGB 100104 u 2,4% ot naunerxm% IFM
2005-02. debpuHa HEYTpOTIEHUs CTereH 4 ce choOIaBa ChC CXOAHA YeCTOTa B paMeHara H
MOJTHPIKAIIIO JICUCHHE C JICHAJIMIOMHI B CpaBHEHHE C paMEHaTa Ha MOIBPIKAIIO npn@(em/le Ha
miane6o B Bete npoyuBaHus (chorBeTHO 0,4% cripsimo 0,5% [0,4% cnpsmo 0,5% cJ@ﬁ 3all0YBaHE Ha
noabpikanio gedenne| B CALGB 100104 u 0,3% cnpsimo 0% B IFM 2005-02). eHTHTe TpsibBa Ja
OBAaT ChBETBAaHU He3a0aBHO J1a CHOOIIaBaT 32 (GeOPHITHN eMU301, KaTO MOXKE HAJIOXKH

NPEKHCBAHE HA JICYEHUETO M/WJIKM HAMaJlsBaHe Ha jo3ara (Bxk. Touka 4.2). &

TpombonuTonenus cremnex 3 win 4 ce HabMOaBa MO-YECTO B paMeHaTa,
JICHAJTUIOMH] B CPAaBHEHHE C paMEeHAaTa Ha TTOIbPIKAIIO MPHIIOKCHN
OLIEHKA Ha MOJIBPXKAIIOTO JICUEHUE C JICHATUIOMU TIPU MAIIUSHTH MM, kouto ca ounu
noanoxxkenu Ha ATCK (cvotBetrOo 37,5% crpsimo 30,3% [17,9% 0 4,1% cnen 3amouBaHe Ha
nobpkaro Jiedenne| B CALGB 100104 u 13,0% crpsimo 2,9% BYFM 2005-02). [IpenopbuBa ce
NMaqUCHTUTE U JICKAPUTE Jla BHUMAaBaT 3a IPU3HAIW U CUMIITO a KbpPBCHE, BKIIFOYUTEIIHO METCXUU U
EMHUCTaKCHC, 0OCOOCHO MPH MAIIMEHTH, KOUTO MTOJyJYaBat cm@cmamo JICKApCTBEHH MPOAYKTH, KOUTO
MO JIa TIPEIU3BHUKAT KbpBeHE (BXK. TOUKa 4.8, XeMopa@H HapyIIeHHS).

OJIbPIKAIIO JISYEHUE C
nare0o B IPOyYBaHUS 3a

HOBOHI/IaFHOCTI/IIH/IDaH MVYJITHUIJICH MUCJIOM: HaﬂI/ICHIQtOI/ITO HC Ca MOoAXOAdIIH 3a TpaHCIIJIaHTAaUsA
JICKYBaHH C JICHAIWJIOMH/] B KOMOUHAaIWs ¢ 6opTe 0 U ekcaMeTa3oH

HeyTponenus crenen 4 ce HaOI0/1aBa C MO-HU €CTOTa B PaMOTO Ha JICHATUIOMHUJT B KOMOHHAIIHS C
Ooprezomub u nekcameTa3oH (RVd), OTKOHKOT% cpaBHUTENHOTO pamo Ha Rd (2,7% copsimo 5,9%) B
npoyuBanero SWOG S0777. @ebpunna HC@OHGHHH creneH 4 ce cho0IIaBa ChC CXO/HA YECTOTa TPU
pamenara Ha RVd u Rd (0,0% cripsimo @ 4% [NanmenTture TpsaOBa ga OBIAT HOCHBETBAaHH HE3a0aBHO
Ia choOIIaBar 3a (GpeOpITHA e300, M&e Jla ce HAJIOXKH IPEKbCBAHE HA JICYCHUETO H/WIIA
HaMaJIsBaHEe Ha J103aTa (BXK. TOYKa @
TpombGonuTonenus crerneH 3 unu 4%g Habar01aBa mo-uecto B pamoro Ha RVd, otkonkoTo B
CpaBHUTETHOTO pamo Ha Rd (1/7§2% cpsmo 9,4%).

\

HoBojunarsocrunupan Mvm@&eﬁ MHEJIOM: MAIIMEeHTH, KOUTO He ca MOAXOMSIIM 38 TPaHCIIAHTAIHs
JICKYBaHU C JICHAJIMIOMH MOWHAIINS ¢ HHCKA J103a JIEKCaMeTa30H

HeyTtponenus 4-ta ct Ha0JroaBaHa B paMeHaTa Ha JICHaJIMJOMHU B KOMOMHAIHUS C
JIEKCaMeTa30H B I10- A CTETIeH, OTKOJKOTO B CpaBHUTETHOTO pamo (8,5% npu Rd [mpoasmwkurento
negernue]| u Rd18 ve B MpoAbbKeHHe Ha 18 yeTupuceIMUYHHN LMKIK] B cpaBHeHHE ¢ 15% B
paMoTo Ha MelnpaTaH/IpeTHI30H/ TATHAOMU, BX. Touka 4.8). Emnzonure Ha ¢eOprnHa HEyTpOneHUs
4-ta cTerneH ¢ BHIMH ChC cpaBHUTETHOTO pamo (0,6% mpu Rd n Rd18
HCH&J’II/IJIOMV@leKcaMeTaSOH—HeKyBaHI/I nanueHTy B cpaBHeHue ¢ 0,7% B pamoTo Ha

Mendaa; € IHU30H/TaTMIOMHU/I, BIKTE Touka 4.8.

Tpo TOIICHUSI CTeleH 3 Wiu 4 ¢ HabJro1aBaHa B To-Malika cTereH B pameHara Ha Rd m Rd18,
) TO B CPAaBHUTETHOTO paMo (cboTBeTHO 8,1% crpamo 11,1%).

BOJTMATHOCTUIUPAH MYJITUILICH MUCIIOM TP NAIMCHTH, KOUTO HE Ca ITOIXOJISIIH 33
TPAHCIUIAHTAW, JCKYBAHU C JCHAJIUIOMUI B KOM6I/IHaﬂI/I${ C Mend)anaH U IIPEAHNU30H

KombuHarusTa Ha IeHATUAOMU/ ¢ Mendaliad v MPEAHN30H B KIIMHUYHU U3MUTBAHKS ITPU MALUEHTH C
HOBOJUArHOCTULIMPAH MYJITUILICH MHUEJIOM CE CBbP3Ba C MOBUIICHA YE€CTOTAa Ha HCYTPOIICHUL 4-ta
creneH (34,1% mpu mamUeHTHTE OT PaMOTO Ha Men(alia, IPeTHI30H U JICHATUIOMU, TOCIECABAHO OT
neHamuaomus [MPR+R] u mendanan, npeqHU30H U JEHATUAOMUI, MTOchenBaHo oT manedo [MPR+p],
B CpaBHEHHE ChC 7,8% TpH manueHTH, JeKyBanu ¢ MPp+p; Bx. Touka 4.8). Enmsonn va ¢ebpmnna
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HEyTpoIIeHuUs 4-Ta cTerneH ce HabuoaasatT paaxo (1,7% npu nanuenty, nekyBanu ¢ MPR+R/MPR+p, B
cpasaenue ¢ 0,0% mpu mamuenTy, 1eKyBanu ¢ MPp+p; Bk. Touka 4.8).

KomOnHammsTa Ha JeHATUIOMUN ¢ Me(aiaH | IPeTHU30H IPH MAIMEHTH ¢ MYJITHIUICH MHEJTIOM ce
CBBP3Ba C MMOBUIIEHA YeCTOTa Ha TpoMOouTonenus 3-ta u 4-ta crenet (40,4% npu nanueHTH,
nexkyBaau ¢ MPR+R/MPR+p, B cpaBrenue ¢ 13,7% npu nareHTy, gekyBanu ¢ MPp+p; Bx. Touka b

4.8).
QL

MyITHIUICH MUEJIOM: TTAIMEHTH C [IOHE e/[HA MPEAX0K/Iala TePaus
KOM6I/IH3HI/I${Ta Ha JICHAITUAOMUJ C ACKCAMETAa30H MPU MalfUE€HTHU C MYJITUILUICH MUEJIOM C 11O gHa
MpeAxoKaamia Teparisi ce CBbP3Ba C MIOBHIIIEHA YeCTOTa Ha HeyTporeHus 4-Ta creneH (5,1% wpu
MAIUEHTHUTE, TICKYBAHHU C JICHAMIOMHU/Y/ IEKCAMETa30H, cpaBHeHO ¢ 0,6% Mpu manueHTuTe, J8KyBaH! C
mianebo/nekcamerasoH; BxK. Touka 4.8). Enmuzonu Ha GeOpritHa HeyTpornieHus 4-Ta cm@r ca
HaOmronaBanu psaako (0,6% mpu MalyeHTHTe, JeKyBaHH C J'IeHaJ'II/II[OMI/II[/I[eKcaMeTaBéb CpaBHEHO C

0,0% mpu marMeHTHTe, IEKyBaHU C IIanedo/1eKkcaMeTa3on; Bx. Touka 4.8). Q\
KomOuHnanusaTa Ha JTEHATUAOMHU C JIEKCAMETa30H MPH MAIMEHTH ¢ MYJITUILI WEJIOM CE CBHP3Ba C
MOBUIIIEHA YECTOTa Ha TpoMOoIMTONEeH!s 3-Ta U 4-Ta cTeneH (ChOTBETHO u 1,4% npu
MAIMEHTHTE, JIEKyBaHU C JICHAJIHIOMUJI/ IEKCAMETa30H, CpaBHEHH ¢ 2,3% 0% Tpu manueHTuTe,
JICKyBaHHU ¢ TUIale00/IeKkcaMeTa3oH; BK. Touka 4.8). {b
MuenouCINIacCTHIHN CHHIPOMU Qa

HIPOMH C€ CBBP3Ba C OBHUILIEHA

JleuenueTo ¢ neHanuIOMHU] IIPU NALUEHTH C MHeHOAHcmaCTHé:I
YeCTOTa Ha HEYTPOIIEHHUS U TPOMOOITUTONICHNS 3-Ta U 4-Ta CT€
miane6o (Bx. Touka 4.8). Q/

Donukynapes tuMbom sz\

KomOunHanusaTa Ha JISHATMOMHUJL C PUTYKCUMAaO 1Ip gﬂmeﬂm ¢ donmkynapen MMQpoOM ce CBbp3Ba C
M0-BHCOKA YECTOTa Ha HEYTPOIICHUS CTEHICH 3 1T ;}cpaBHeHHe C MAlMeHTH B paMOTO Ha
mane6o/purykcumab. dedpuiiHa HeyTPOIIEHU OMOOIMTONIEHUS CTemeH 3 win 4 ce HaOMoaaBaT
M0-4ECTO B PAMOTO Ha JICHATUIOMH/PUTYKCH (Bx. Touka 4.8).

B CpaBHCHUEC C MAIUCHTUTE HA

Hapywenus na mumoeuduama 3!6‘]16361) &

CLO6H.[aBaHI/I Ca ClIy4au Ha XI/IHOTHPCO@’BM " ClIy4au Ha XUIIEPTUPCOUIU3BM. HpCZ[I/I Ha4aJI0TO Ha
JICYCHHUETO C€ NPEIopbYBa ONTUMAJT HTPOJI Ha CbIIBbTCTBAILIUTE OoJecTHU CbCTOSAHUSA, BIUACIITH
BbHpPXY (1)YHK]_II/IHT8 Ha NIMTOBUIHAT: €3a. HpenoquBa CC CIICOCHEC Ha (I)YHKLII/I}ITa Ha IMUTOBHUAHATA
KJI€3a Ha U3XOJHOTO HUBO U B%I&CI{CTBI/IG.

Hepud)epHa Hesponamus g &

JlenanuaoMuz € CTpyKTYy; XOJIEH C TAJIMIOMUJ, 338 KOMTO € U3BECTHO, Ye MPUUMHABA TEXKKA
nepugepHa HeBponat §~

He ce nabmronasa y €HME Ha YecToTaTa Ha nepudepHaTa HeBpOMaTHs, HabIro1aBaHa MpH
JICHAJIMJOMUJ B K arysl ¢ JeKCaMeTa30H Wi Men(allad U MPEAHU30H, P MOHOTEPAITHS C

JCHAIIMAOMU I, WIWYIPHU ABJITOCPOYHO NPUIJIOKCHUE Ha JICHAJIUIOMU/ 3a JICUCHUETO Ha
HOBOJHATrHOC paH MYJITUIIJICH MUCIIOM.

KomOuu a Ha JICHAJTHJIOMUJT ¢ 0OpTE30MHO MHTPABEHO3HO U JIEKCAMETa30H TPH MAIUCHTH C
MYJITUHICH MUEIIOM CE CBHP3Ba C MO-BHCOKA YeCTOTa Ha nepudepHa HeBponatus. YecroTara e mo-
HHUC rato 60pTe30MHO Ce IpUITara MoaKOKHO. 3a TOIbIHNTEIHA HHPOPMALUs BIXKTE TOUKa 4.8 u
O6opTe3oMuo.

JeaKYUA HA AKMUBUPAHE HA MYMOPA U MYMOP-TUBUC CUHOPOM

b KaTO JICHATUIOMH/] TPUTEKABA aHTHHEOIJIACTUYHA aKTUBHOCT, € BH3MOXHO J1a BB3HUKHAT
ycaokHeHus 0T TyMop-u3uc cuaapoma (TLS). Crobmenu ca cryuan Ha TLS u peakuus Ha
aktuBupane Ha Tymopa (TFR), BkimounTenHo cinydan ¢ netaneH u3xon (Bx. Touka 4.8). [Tarmentu ¢
puck 3a pazsutue Ha TLS 1 TFR ca Te3u ¢ BUCOK TyMOpPEH TOBap Mper 3alovYBaHe Ha JICUCHUETO.
Tps6Ba 1a ce moaAXoXk/1a MPEeANa3inBo, KOraTo Te3W MAlMeHTH ce BbBEXIAT Ha JeHanuaoMul. Te3n
TIAIMEeHTH TPAOBa Jla ce HaOJIroJTaBaT BHUMATEIIHO, OCOOEHO 110 BpeMe Ha ITbPBHSI ITUKBJT Ha
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YBCJIMYAaBAHC HA J103aTa, U Ja CC B3€MAT NMOAXOAAIN TPECATIa3HA MEPKU.

DonukynapeH sumbom
[IpemoppuBa ce BHUMATEITHO HaOMrOIeHHE U oricHKa 3a TFR. AKTHBHpaHEeTO Ha TyMOpa MOXKe Jia
umutupa [13. [Tauuenture, kouto nomyuasaT TFR crenen 1 u 2, ca nekyBaHH ¢ KOPTUKOCTEPOHIH, G /O

HCIIBC n/wim HapKOTHUYHY aHAJITETUIIN 32 OBIIaisBaHe Ha cuMnTomute Ha TFR. Pemennero na ce
B3eMaT TepareBTHYHHN MepKkH 3a Jieuenue Ha TFR Tps0OBa na ce B3eMe ciieq BHUMATeTHA KIMHAIHA

OIICHKA Ha OT/CTHMSI ManueHT (BXK. ToUkH 4.2 u 4.8). /&
[IpenopbuBa ce BHUMATEIHO MpocieasBane u omneHka 3a TLS. [anuenture TpsiOBa na ObaaT, e
XUIPATUPaHU U Ja Moiayvat npoduiaktrka 3a TLS B gombiHeHHe KbM HA0Op OT OMOXUMHU
W3CIIEIBAaHUS ©KECEAMUYHO MPE3 MbPBHS [IUKBJI I HO-IBJIT0, aKO € KIMHUYHO MOKAa3aHO . TOYKH

42u4.38). (o

%
Anepeuunu peakyuu u MestCKU KONCHU peaxyuu
Crpo01iaBar ce cilyyad Ha aJeprUuyHy peakiy, BKIIOUNTEITHO aHTHOEIEM, aHa TUYHA PEaKLUs U
TEXKHU KO>KHU peakuuy, BkiountenHo SJS, TEN u DRESS, npu nauuenTw, @mam& C JICHATUJIOMU ]
(Bk. Touka 4.8). [TarmenTrTe TpsiOBa 1a 0BT KOHCYJATHPAHU 32 ITPH3HALL CUMIITOMHTE Ha TE3H
peaKnuy OT MPEeANUCBAIIUTE JIEKapy U TpsiOBa Ja ObAaT HHCTPYKTHPAH OTBPCAT He3a0aBHO
TIOMOIII, aKO Pa3BHAT TE3W CUMITOMH. JIeHannmzoMuz TpsOBa 1a ce mp HOBHU IIPU aHTHOEJIEM,
aHa(UIaKTUYHA peakuus, ekconmaTuBeH uin Oyno3eH 0OpUB WK Ma cemHeHus 3a SJS, TEN
wm DRESS u He TpsiOBa 1a ce OAHOBSBA Cie/] TPEKPATIBAHETO opanu Te3u peakuuu. llpu npyru
(dbopMH Ha KOXKHA PEeaKLs B 3aBUCUMOCT OT TEXKECTTa TpsAOBa Ja c€OOMUCIN NPEeKbCBaHE HITH
MpeycTaHOBsBaHE Ha JieHATMAOMH/I. [alieHTH, KOUTO ca UM PENUIIHN aJIepTHYHH PEAKITUH,
JIOKaTO ca JICKYBaHHU C TaJHIOMHUI, TPsOBa aa ce Ha6J‘IIOI[aB®3HI/IMaTeJ'IHO, THH KaTo B JIUTEpaTypara ce
chOOIIaBa 32 BE3MOXKHA KPbCTOCAHA PEAKITUS MEXKTY nqumz[om/m u Tamuaomuy. [lanmeHTtu c
aHaMHe3a 3a TeKBK 0OpHB, CBBP3aH C JICUCHUE ¢ TATHIOMUI, HEe TPsOBa 1a MOTyJaBaT JCHATHIOMU.

Bmopu nvpeuunu snoxauecmeenu 3abonasanus N

B xuHMYHM IPOYYBaHUS Ha JIEKYBaHU PEAN aIeHTH C MHUEJIOM, TIOTyYaBaIlu
JICHAITMTOMUJT/IeKCaMeTa30H, ce HalrroaaBa y%{qenne Ha BTOPHUTE IbPBUYHH 37T0KAUYECTBCHU
3abomsBanus (BI133) (3,98 na 100 qOBeKor@[HI/I) B cpaBHeHHe ¢ koHTposute (1,38 Ha 100
yoBeKOroauHu). HenHBa3suBHuTE BH3§ YBaT 0a3aTHOKIIETHYCH MM CKBAMO3HOKIIETHYCH paK Ha
koxxara. [loBeyero or uHBazuBHuUTE B a COJIUIHU 3JI0KaU€CTBEHU TYMOPH.

B xnuHUYHUTE M3NUTBAHUS TIPA He*ﬁXOZ[}IH_IH 3a TpaHCIUIAHTANWS MAIMEHTH ¢ HOBOJAUATHOCTHUIIMPAH
MYJTHUIUIEH MUEJIOM, CE Ha6mo&a:€ yBenuueHue ot 4,9 mbTH Ha yectoTara Ha XxeMarojornyau BI133
(ciydan Ha ocTpa MUETOUTH kemusi (OMJI), muenonucmmactuaeH cuaapom (MJIC)) npu

MAIUEHTH, TIOJTyYaBally Je JOMuU1 B KoMOMHanus ¢ Mendanan u npeaHu3oH 1o nporpecust (1,75 Ha
100 9oBEKO-TOIMHN) B C re ¢ Menganan B komOuHatwms ¢ npeanu3oH (0,36 Ha 100
YOBEKOTOJIMHH ). O

YBenuueHue ot ZﬁQ’TI/I Ha yectoraTta Ha BII33 (conunnu Tymopu) ce HaOnro1aBa Mpy NalyeHTH,
MoJTy4aBamiy JeHamaoMus (9 mukbia) B KOMOMHAIMA ¢ Mesidarnad u npeann3oH (1,57 va 100 yoBeko-
TOJIMHU) B Cpa ne ¢ Mendanad B koMOuHaIwms ¢ npeaau3oH (0,74 Ha 100 4oBEKO-TOAMHK).

Ipu na@n, TIOTyYaBAIIH JICHAJIMIOMH] B KOMOMHAIHS C JIEKCaMETa30H JI0 IPOTpecHst WiiH 3a 18
Mecelgs uectorata Ha xemaronoruunute BI133 (0,16 va 100 yoBeko-roJJuHM) HE € TIOBUILICHA B
cpaB € C TAIMAOMHUJT B KOMOMHAIWMS ¢ Medanan u npeaan3oH (0,79 va 100 4oBeKO-TOIUHHY).

wdyeHue oT 1,3 mpTH Ha Yectotata Ha BII33 (conmumau TyMopH) ce Habro1aBa pH MaIMeHTH,
TTydaBaliyl JCHATUAOMU] B KOMOMHAIIHS C JIEKCAaMeTa30H JI0 mporpecus win 3a 18 mecena (1,58 Ha
00 40BEeKO-TOJIMHM) B CPAaBHEHHUE C TATMIOMHU] B KoMOWHanus ¢ Mendanan u npeaaus3oH (1,19 va 100
YOBEKO-TOJUHM).

[Tpu nanmeHTH ¢ HOBOJUATHOCTUITUPAH MYJITHIUICH MHUEIIOM, MOJyJYaBally JICHATHIOMU]T B
KoMOuHanumsa ¢ 6opTe3oMub U IekcamMeTa3oH, yecToTara Ha xemaTtonornunute BI133 e 0,00 — 0,16 Ha
100 goBekoromunH, a yecrorata Ha BI133 (comumau Tymopn) e 0,21 — 1,04 Ha 100 9oOBEeKOTOAMHY.
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[ToBUIIEHUAT PUCK OT BTOPY IIBPBUYHHU 37I0KAYECTBEHU 3200 ISIBaHMSI, CBBP3aH C JICHATHIOMH/I € OT
3HaueHue U B KoHTekcta Ha HJIMM crnen TpaHCIUTaHTalMs Ha CTBOJIOBH KJIETKH. Makap 4e TO3U PUCK
3acera He € HaITbJIHO XapaKTepu3nupaH, ToH TpAOBa j1a ce uMa Ipe]] BUJI, KOTaTo ce MpeleHsIBa
M3IIOJI3BAHETO HA JICHATUAOMUJI TIPH TTOI00OHU YCIIOBHSI.

{(
YecToTara Ha XeMaTOJOTUYHHM 3JI0KauecTBeHU 3abomsiBanus, Haii-Bedue OMJI, MJIC u B-knerbsunu b
3JI0KA4eCTBEHU 3a00sBaHuA (BKIFOYHTETHO JIMM(pOM Ha X0/HKKUH), € 1,31 Ha 100 yoBeko-ToauH @I/I
pamenara Ha aeHamuaomua 1 0,58 Ha 100 goBeko-roguHu B paMmeHara Ha miame6o (1,02 za 100 KO-
TOJIMHHU TIPU NMAUeHTH ¢ excro3unus Ha eHanugomu cieq ATCK u 0,60 na 100 yoBekoroj a
nanueHTy 0e3 excro3uiys Ha neHanumomu ciren ATCK). Uecrorara va BII33 (comumuu @H) €
1,36 Ha 100 gyoBeko-ronnum 3a pamMeHara Ha JeHanugomua u 1,05 na 100 IIOBeKO—FOI[I/IHM% aMeHaTa
Ha mane6o (1,26 Ha 100 90BEKO-TOMUHY MTPH MAMEHTH ¢ ekcro3uius Ha meHamunomug cinen ATCK u
0,60 Ha 100 4OBEKO-TONMHY 3a MALUEHTH O3 EKCIIO3UIMA Ha JICHAIUIOMUL caen A

PuckbT oT osiBa Ha xemaroioruunu BI133 TpsaoBa ma ce oruere npeay aa ce MHHAMIPA JICUSHUE C

JICHATMIOMU/T B KOMOMHAIIHS C MeJi(paiaH MM HEMOCPEICTBEHO CIIe/l BUCOKA Mmendanan u ATCK.
Jlexapute TpsiOBa BHUMATEIIHO Ja MPELEHAT MallMeHTUTE MPEIH U [0 BpeMe, €4EHHETO, KaTo
M3I0JI3BAT CTaHAAPTEH CKPUHMHT 3a pak 3a Hanuuueto Ha BII33, u na Ha T JICUCHUE B
CBHOTBETCTBHE C Pa3peIICHOTO MOKa3aHUE. Q

IIpozpecus 0o ocmpa muenroudna neskemus npu MJIC ¢ manvk u CD@H (nueo 1) puck

- Kapuorun

[IpomeHIMBHTE HA U3XOJHO HUBO, BKIIIOUBAIIM KOMIIJIEKCHA IIIFOIrCHETHKA, CE CBBP3BAT C MPOTPeCHst

10 OMJI npu mainueHTy, KOUTO ca TpaHC(y3MOHHO-3aBUCUMHU M YIMAaT aHOMaUATA aenenus 5q. B
KOMOWHHpaH aHAIN3 Ha B KIMHUYHA U3NUTBAHIS HA JI¢ JIOMM/JT IPY MUEJIOIUCIUIACTUYHU
CHHAPOMH C MAIIBK MITH cpezieH (HUBO 1) pHCK, MAIMEHTAE, KOUTO ca MMaJIi KOMITIEKCHA
IIUTOT€HETHKA, Ca UMAJIU Hali-BUCOKUS U3YHCIICH 2-T' €H KyMYJIaTUBEH PHUCK 3a POrpecusi 10

OMIJI (38,6%). M3uncnenara qBYTOAMIITHA YECTOT: %rpecm 110 OMJI mpu marueHTH ¢
aHoMaJMsTa u3onupana aenenus 5q e 13,8%, B C@HeHHe ¢ 17,3% npu nauueHTH ¢ aeiaenus 5q U eaHa
JOI'BJIHUTENIHA IUTOT€HETUYHA aHOMAJTHSL. @

Bcenencreue Ha TOBa, CHOTHOIICHUETO HOQ@HCK 3a neHanuaomua, korato MJIC e cBbp3aH ¢ Jenenus
5q ¥ KOMILIEKCHA [IUTOT€HETHKA, € HCI/P%GTHO.

- TP53 craryc O

[Ipu 20 1o 25% ot nauuenture ¢ MJIC ¢ mo-HUCHK pUCK C nenenus Sq uMa MyTauus Ha reHa TP53,
KOSITO C€ CBBP3Ba C MO-8UCOK ‘ot mporpecust 10 ocrpa MuenonHa neskemust (OMIT). B post-hoc
aHaJIN3 Ha €IHO KIMHUIHO &) BaHE C JICHATUAOMHUI IPH MUETIOJUCIUIACTHYHH CHHIPOMU C HUCHK

W cpeneH (HuBo 1) puc S-004) n3uncnenara AByroAMIlHa YecToTa Ha mporpecus 10 OMJII e

27,5% npu IHC-p53 no. enHu nanueHTH (1% rpaHudHa CTOMHOCT Ha CHJTHO SIAPEHO OLIBETSIBAHE,
KaTo ce U3I0JI3Ba UM CTOXMMHYHA OIleHKa Ha pS3 mpoTenH KaTo cyporaT Ha TP53 MyrtanmoHHus
craryc) u 3,6% mp -p53 orpunarenau nanueHTu (p=0,0038) (Bx. Touka 4.8).

Bmopu nvpeuunipsnokavecmeen 3a60186anus npu QomuKyiapen mmpom

B enno npoy@ e nipu perauBupai/pedpakreper uHXJI (MHI0JIEHTEH HEXOKKUHOB JTUM(POM),

KOETO Bmx@a ManyeHTy ¢ GonuKynapeH muMbom, He ce HabIromaBa moswuiieH puck ot BI133 B

CHAJTMIOMUJ/PUTYKCUMA0 B CpaBHEHHE C PaMOTO Ha Iane0o/putykcumad.

wuan BI133 mpu OMJI Bp3uuKBat npu 0,29 Ha 100 4OBEKOTOIMHU B paMOTO Ha

oMut/putykcrmMad B cpaBHeHue ¢ 0,29 Ha 100 4OBEeKOTOIMHM NPH MAIIUEHTUTE, ITOTyJaBaIH

o/purykcumad. YectoTtara Ha xemaronorumaaute BI133 mmoc BI133 comumuu Tymopu (¢

JIOYCHHE Ha HEMEJIaHOMEH pak Ha koxkata) e 0,87 Ha 100 4oBEeKOTOMHU B PaMOTO Ha

HATHIOMHI/pUTyKCcUMab B cpaBHeHHe ¢ 1,17 Ha 100 4OBEeKOTOIUHY MIPH MAITUCHTUTE, ITOJTy9IaBaIH

rane0o/puTyKcuMa0, ¢ Mearana Ha npocieassaneTo 1o 30,59 mecena (muamason ot 0,6 mxo 50,9

Meceria).

HemenanoMumsT PaK Ha KOXXaTa NpeACTaBIsIBa YCTAHOBCH PUCK U BKIIIOYBA CKBAMO3HOKJICTHUCH
KaplyHOM Ha KOKaTa Win 0a3aaHO-KIEThYEH KapluHOM.
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Jlexapure TpsiOBa 1a mpociensBaT narueHTure 3a pazsurue Ha BI133. Koraro ce oOmucis nedenue ¢
JICHATUIOMUT, TPAOBa J1a ce B3eMaT IpeIBU/T KaKTO MOTEHIIAIHATA 110132 OT JICHAHIOMH/I, TaKa 1
pucksT ot BII33.

Yeprnodpobnu Hapywenus /O
YepHoapoOHA HEOCTATHYHOCT, BKITFOUUTEIHO CIIy4au ¢ (aTajieH U3X0J, Ce ChoOIaBa Py MalueHT b
JIEKyBaHU C JICHATUJIOMUI B KOMOMHUPaHa Tepalus: ChoOIaBa ce 3a ocTpa YepHOpoOHa &/
HEIOCTATHYHOCT, TOKCHUCH XETIATHT, IUTONIUTHYCH XETIATHUT, XOJIECTATHICH XENaTUT U CMECCH Q

XEMaTOTOKCUYHOCT OCTaBaT HEM3BECTHH, BBIIPEKH Ue B HAKOH CITy4au MPEBAPUTEIHO ChII]
BHPYCHO YEPHOAPOOHO 3a00JIsIBaHE, MOBUIIICHU YEPHOAPOOHU CH3MMH Ha H3XOHOTO HI/IB%
EBEHTYAITHO JICYCHHNE C aHTHOMOTHIIN MOTaT J1a OBIaT PUCKOBU (PAKTOPH.

UYecro ce choOIIaBa 3a OTKIIOHEHUS BbB ()YHKIIMOHATHUTE YSPHOIPOOHH HOKa3aTeJ11/920HTo ca 001110
B3€TO ACHMIITOMATHYHH ¥ OOpaTHMU MPH IPEeKbCBaHE Ha Mpuiiaraneto. Cren KarenapaMeTpme ce
BBPHAT KBM H3XOTHOTO HHBO, MOKE J]a C€ IIOMHUCITH 32 JICYCHHE C TI0-HUCKa T0%A.

III/ITOJ'II/ITI/I‘-ICH/ XO0JIeCTaTHYEH XenaTuT. MexaHu3MHUTe Ha TeXKKa JICKapCTBCHO MHAYHUPAHA @
Balio

JlenanumoMu ce eKCKpeTrpa upe3 On0permTe. BaxkHo e 1a ce kopurupa a Ha TIAIUEHTH C
OBOpEeYHO YBpPEXKIAHE, 32 [1a ce M30erHaT IUIa3MEHN HIUBA, KOUTO MOTAT {2 YBEINYAT PHCKa 3a 10~ YECTH
XEeMAaTOJIOTMYHU HEKEJIAHN PEaKIK WM XEMaTOTOKCHYHOCT. [Ipero ce ia ce HabmomaBa

yepHOIpoOHaTa (QyHKIHsI, 0COOCHO KOTaTO MMa aHaMHe3a 3a WIIN eL@BpeMeHHa BHUpPYCHa YepHOAPOOHA
MHQEKIHA, WTH KOTaTo JCHATHIOMUA ce KOMOWHUpA C neKapCTBeQ MIPOAYKTH, 32 KOUTO € U3BECTHO, Ue
Ce CBBP3BAT C TUCHYHKIUS HA YSPHUS IPOO. @

Hndexuus c um 6e3 neymponenus Q/
[NarmeHTHTE C MYITHIUICH MUEIIOM Ca npenpa3nono>1<emzﬁ‘bM WH(EKINH, BKIIIOYUTEITHO THEBMOHUSI.
[To- BHCOK MPOLIEHT HHGEKIMK ce HAabIr01aBa HPWIHHOMI/IH B KOMOMHALIMA C JEKCAMETA30H,

otkonkoTo nmpu MPT nipu nanmentu ¢ HIIMM, ko € Ca MOJXOSIIIH 32 TPAHCIUIAHTAITHS, ¥ Ha
MTOJTBPIKAIIO JICUCHHUE C JICHATUIOMH/T B CpaBHel@C wrarne6o nmpu nanueHTu ¢ HAMM, kouro ca
o noytoxkenn Ha ATCK. Undexuunu crene BB3HUKBAT B KOHTEKCTA HA HEYTPOIICHUS IIPH  T10-
MAaJIKO OT €JlHa TPeTa OT MalueHTHTe. [[alugHTNTE ¢ U3BECTHU PUCKOBHU (haKTOpH 32 MHPEKIUU TpsaOBa
Ia ce HaOJrogaBaT BHUMATENTHO. Benakn y{ HTU TpsOBa 1a OBbIaT MHCTPYKTHPAHU He3a0aBHO Ja
MOTBHPCAT MEAUITUHCKA TIOMOIIT ITPH nLWpI/BHauH Ha MHQEKIMs (Harp. KaluIiia, BHCOKa
TeMmIeparypa U p.), KaTo 110 TO3U Hav@ € J1a1aT Bb3MOYKHOCT 33 PaHHO JICUCHHE, 32 1a CC€ HaMalld

TEXEeCTTa.

Bupycho peaxmusupane & \

CroOmIaBar ce cirydad Ha B 0 peaKkTUBHUPAHE MIPH MALUEHTH, TTOTyYaBallly JeHATUTOMHUI,
BKJIFOUUTEIIHO CEPUO3HHU C Y Ha peaKTUBUpPaHE Ha BUPYCa Ha XEpIlec 30CTep WM Ha XenaTuT B
(HBV). o

Hskou ciyuau Ha B HO pEaKTUBUPAHE UMAT JICTAICH U3XO/.

[Ipu Hsxou cnxl%u Ha PEaKTUBUPAHE Ha XEpIIEC 30CTEP CE CTUra 10 JUCEMHUHUPAH XepIec 30CTep,
xeprec 300Te@ HUHTUT WIA OYEH XepIIec 30CTep, M3UCKBAIIA BPEMEHHO MTPEKBCBAHE MITH
OKOanTen@cnnpaHe HA JICYEHUETO C JICHATHIOMU/ U TIOAXOSIIO0 aHTUBUPYCHO JICUCHHUE.

Peaxr, aHe Ha XenaTuT B ce cpolImaBa psiako MpH NallMEeHTH, MOTy4aBally JICHATUAOMU, KOUTO
pe, Ba ca Omn nHpekTrpanu ¢ Bupyca Ha xenatut B (HBV). Hskon ot Te3u cmywan nmporpecupar
Tpa YepHOAPOOHA HEJOCTaTHYHOCT, BOJIEIIA A0 CIIMPaHe Ha JICHAJTMIOMHI U TTOIXOISIIO0
UBHPYCHO JiedeHHe. BUpyCHUAT cTaTyC 10 OTHOIIEHUE Ha XenaTuT B Tpsi6Ba 1a Ob/e ycTaHOBEH
€[IY 3aII0YBaHE Ha JICYEHHE C JICHATUIOMH/. 32 MAIMEHTH, YUUTO U3CIECBAHMUS Ca IOJIOKHUTEITHH 3a
HBV nndexmms, ce mpenopbrysa KOHCYJITALUS C JIEKap C ONUT B JieueHneTo Ha xenatut B. Tps6Ba na ce
HOAX0K/Ja BHUMATEIHO, KOTaTo JICHAIUAOMHU/ Ce U3II0JI3Ba [P MAIMEHTH, TIPEIH TOBA HHPEKTUPAHH C
HBYV, Bxuimrountenno nanuenTu, kouto ca antu-HBc mo3utusan, Ho HBsAg neratuuu. Te3u nanueHTH
TpsOBa ma ObIaT HaOIIOMaBaHW BHUMATEITHO 3a TIPU3HANN U CUMIITOMH Ha akTtuBHa HBV mnbekums
Ipe3 LSI0TO BpEMETpacHe Ha TepanusiTa.
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Ipoepecusna mynmugoxanna regxoenyedaronamus
Ciyuan Ha mporpecuBHa MynTH(OKanHa JeBkoeHnedanonarus (IIMJI), BmodnTenHoO ¢ eTaneH
U3XO07, ca ChOOIIEHH NpH ynoTpedaTa Ha JeHanuaomMu. 3a mossa Ha [IMJI ce crob1maBa HIKOIKO
Mecela 10 HAKOJIKO TOIMHH CJIe]l 3all0YBaHe Ha JICUCHHE C JICHAMUIOMII. TakuBa ciaydan ca
CHOOIIaBaH OOMKHOBEHO MTPH MAMCHTH, IPUEMAIIH CHITBTCTBAIIO AEKCAMETA30H HITH CIIe] /O
MIPEeIIECTBAIIO JICUCHHE C Jpyra UIMyHOCYIIpeCUBHA XuMHoTepamnus. Jlekapure TpsioBa na Habrona
MAIUEHTUTE TIPe3 PEIOBHU UHTEPBAIM OT BpeMe u TpsOBa aa B3emat npensuy [IMJI mpu
e

,[[I/I(I)epeHL[I/IaHHaTa JMargo3a 1mpy NamyeHTUTe ¢ HOBH HJIM BJIOIDAaBallu C€ HEBPOJIOTHUYHHU CHMIT
KOTHUTHUBHU WJIN MMOBEACHYCCKU IPU3HAIIU WIW CUMIITOMU. ITanuenTure ChIO TpSI6Ba Ja 61)[[
IIOCHBECTBAHU Ja I/IH(i)OpMI/IpaT napTHbOpa CH WK XOpaTa, KOUTO CC I'pHKaT 3a TAX, THU KaT(@ orar

n1a 3a0eexaT CHMIITOMH, KOMTO MMAalMEHTHT Ja He 3a0es13Ba. :
Omnenkara 3a [IMJI Tpsi6Ba 1a ce 0cHOBaBa Ha HEBPOJIOTHYHO M3CIICIBAHE, MATHUTHO PE30HAHCHO
00pa3Ho H3CieIBaHe Ha MO3bKa M aHAJIM3 Ha rPphOHAYHO-MO3bYHATA TeuHOCT 3a JIH C Bupyca

(JCV) upe3 nonumepasna Beprxaa peakius (IIBP) nnn Mmo3bpuna 6uomncus ¢ TectBanesa JCV.
Otpunarennust pesynrat ot I[IBP 3a JCV ne uzkirousa [IMJI. Be3aMoxkHo € na WO)KI/I
JIOITBITHUTETHO NPOCIIEAsIBaHe U OLIEHKa, aKO He MOJKe J1a O'bJ/ie ToCTaBeHa anTe@aTHBHa JIMarHo3a.

[Ipu cemuenus 3a [IMJI, npunoxeHueTo cieaBa Ja ce NpeKpaTH, 10KaTo H 3kmoun [IMJL. Ako ce
notebpau [IMJI, npueMbT Ha JICHATHIOMH/] TPSOBA J1a ObJIc OKOHYATEITH YCTaHOBEH.
Hayuenmu ¢ HO800UASHOCUYUDAH MYTUNUNLCH MUETIOM 2

MMa 1o-BUCOK MPOLIEHT Ha HEMOHOCUMOCT (HE)KETaH!U ChOUTHSI 3—T@IH 4-Ta cTerneH, CepUO3HU
HEXKeJlaH! CHOMTHS, IPeKpaTsSBaHe) MpH MalueHTH Ha Bb3pacT > oquHy, ISS craguii III, ECOG
PS>2 nnu CLcr <60 ml/min, KOorato JSHaATUIOMHUIT CE TIPUJIAT omOuHarwst. [larmentuTe TpssOBa na
ObIaT BHIMATEITHO OLCHEHH 3a TAXHATa CIIOCOOHOCT Ja Honeg/T]eHaHHHOMHz[ B KOMOUMHAIIH, KaTo ce
B3eMe MpenBuj Bb3pacTTa, ISS craguii III, ECOG PS>2 Ler <60 ml/min (Bx. Touka 4.2 u 4.8).

Kamapaxkma
Cro01m1aBa ce 3a KaTtapakTa C I0-BHCOKa YeCTOTa II AIUCHTHUTE, TTOTyYaBaIlly JICHATUIOMU/I B

KOMOWHAIHS C IeKCaMeTa30H, 0COOEHO KOTaTo c@;OTpe&{BaT 3a TIPOIBIDKUATEITHO BpEME.
IpenopbuBa ce peIOBHO NPOCIEsIBaHE HA 3p@eTo.

4.5 BsaumopeiicTBue ¢ Apyru nek?g@n NPOAYKTH U ApYyru ¢opmMu Ha B3aUMOJeiicTBHE

[Ipu nanueHTH ¢ MyJATHILUIEH MUEIOM %M&LLII/I JIEHATUIOMUJ U JIEKCAaMETa30H, CTUMYJIUPAILN

€pUTPOIIOE3aTa CPEACTBA WIH APYT €CTBa, KOUTO MOJKE JIa IIOBUIIIAT PHUCKA OT TpoM0O03a KaTo
Halip. XOpMOHAJTIHO-3aMECTUTCIIHA TCPAIlH, TpSI6Ba Ja CC npujarat ¢ HOBUIICHO BHUMAHUC (B)K. TOYKH
4.4u48). AN

-

Ilepopannu KOHTD&IICHTI/IBA

He ca npoBexxganu i BaHMS 33 B3aMMO/JICHCTBUS C IEPOPAIHYA KOHTpalleNTUBH. JIeHanmuaoMu He €
€H3UMEH UHIYKTOD €/IHO in Vitro Ipoy4BaHe ¢ YOBELIKU XENaTOLUTH JICHATUIOMU/, U3IIUTBAaH B
pa3nmuHu KoHTeHTpary, He ¢ uaayimpan CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Tlo
Ta3u MpUYNHA % CaMOCTOSATETHOTO TpUJIaraHe Ha JICHATHIOMHT HE C€ OYaKBa HHAYKIIUS, KOATO Ja
Hamaiu ede OCTTa Ha JIPYTH JICKApCTBEHH MPOIYKTH, BKIFOUUTEITHO XOPMOHATHA KOHTPAIICIITHBH.
Oobaue e H@THO, Ye JIeKCaMeTa30H MpezcTaBisiBa ciad 10 ymepeH nHaykTop Ha CYP3A4 m e

BEPOST TIOBJIMSBA U IPYTH €H3UMH, KaKTO U TpaHcroptepu. He Moxke a ce m3kimrouw, de
edux TTa HA IEPOPATIHUTE KOHTPALIEITHBY MOXKE 1a ObJic HaMaJleHa 110 BpeMe Ha JICUYCHHUETO.
Tp a Opaat npeanpueTy eheKTUBHE MEPKH 3a IPEOTBpaTABaHe Ha OpeMEeHHOCT (BXK. TOUKU 4.4 1
4.
apdapun

EnHOBpeMEeHHOTO MPUIIO’KEHNUE Ha MHOTOKPATHHU 103U JieHanuaoMua ot 10 mg He e umaio edeKT BbpXy
(bapMaKOKMHETHKATa Ha eIMHUYHH 103U R- 1 S- Bapdapun. ExHoBpeMeHHOTO npuiarane Ha eIMHUYHA
no3a BapdapuH oT 25 mg He e nMaio eeKT BbpXy (hapMaKOKHHETHKATa Ha JleHannaomua. Hee
W3BECTHO, o0aue, Jany UMa B3aUMOJISHCTBHE 110 BpeMe Ha KIIMHHYHOTO NMPWIIOKEHNE (€IHOBPEMEHHO
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JICUCHUE C JICKCaMeTa30H). JlekcaMeTa30H IpeCTaBIIsiBa cnad A0 yMEPEH EH3UMEH HHAYKTOP U e(heKTHT
My BBPXY BapdapHH He ¢ U3BecTeH. [IpernoppuBa ce BHIMATEIHO CIIEICHEe KOHIICHTpaNusITa Ha
Bap(apuH MO BpeMe Ha JICUCHUETO.

JIuroxcun b’o
EnmHOBpeMEeHHOTO MprutoskeHHe Ha eHamuaomMua 10 mg BeMHBK THEBHO € TIOBUILIUIIO TIa3MeHaTa Qj
EKCIO3UIIUS Ha TUTOKCHH (enmuHmyHa no3a 0,5 mg) ¢ 14% ¢ 90% AU (noseputenen untepsan) [0552%-
28,2%]. He e m3BecTHO nanw npH KIMHAYHATA yIIOTpeda eekThT me 0b/e pa3iuieH (II0-BHCO 3H
JICHAJIMJIOMU/] U €THOBPEMEHHO JISYeHHUE C JIeKCaMeTa30H). 3aToBa ce MpernopbyBa ClieleHe
KOHIICHTpAIMATA Ha JUTOKCHH TI0 BpEMe Ha JICUCHHUETO C JICHAIUIOMUI. A&

Cratuan fb
%)

ChlllecTBYBa IMOBUIIIEH PUCK OT pabJJOMUOIIN3a, KOTATO CTATHHU CE TpUIarar ¢ HQZUHHOMHHQ PHUCKBT

MOJKe [a € IPOCTO aguThBeH. [IpenopbuBa ce 3aCHIICHO KIMHUYHO U na6opaTo;@ a0JII0ICHUE,
0CO0€EHO MpE3 MBPBUTE CEAMHUITH HA JIEYCHHETO. &

JlekcameTa3zoH QQ/

EIHOBPEMEHHOTO IPUIIOKEHUE HA EAMHMYHU WM MHOTOKPATHH JI0 KcameTasoH (40 mg BeqHBK

IHEBHO) HAMa KJIMHIYHO 3HAYNM €(DEKT BBPXY q)apMaKOKHHeTHKQ a JleHamuIoMu (25 mg BEAHBX
JTHEBHO) TP MHOTOKPATHO TpHUJIaraHe.

Bsaumopeiicteus ¢ nuxuouropu Ha P-rimukonporenna (P-gpy )

I/?gmp Ha P-gp. EMHOBPEMEHHOTO MPHIIOKECHHE
HuauH (600 mg 1Ba TbTH JHEBHO) WIIH

¢ (25 mg) HsIMa KITMHAYHO 3HAYUM e(EKT BHPXY
OBPEMEHHOTO MPUIIOKCHUE HA JICHATUIOMU]L

In vitro, neranunomun e cyocrpat Ha P-gp, HO He e
Ha MHOTOKPATHU JI03W HA CHUITHHS HHXHOUTOp Ha P-
yMepeHHs UHXuOuTOop/cydcTpat Ha P-gp Temcupo,
(hapMaKoKHHETHKaTa Ha JieHaTuAoMuA (25 mg)
(25 mg) He npomeHst (hapMaKOKUHETHUKATA HA T

o)

4.6 @epTHaNTET, GPEMEHHOCT U K e

[Topaau TeparoreHHust HOTEHIMAI @ﬂ/mow/m TpsiOBa Jla ce TPE/NICBa B ChOTBETCTBHUE C
[Mporpamara 3a npennasBane oT OpSMEHHOCT (BK. Touka 4.4), OCBEH aKo HiIMa HaICKTHU
JIOKA3aTeNICTBA, U H&HHCHTK&%{RG C JIETEpPOJICH MOTEHIHAIL.

Kenu ¢ nereponeH HOTCHII“&KOHTD&HCHHI/IH Opu MBXE U dKCHU

Kenu ¢ netepojieH mo %{\an TpsiOBa 1a U3MoJ3BaT e)EeKTHBEH KOHTPAIIEITHBEH METOA. AKO *KeHa,
JIEKyBaHa C JICHAJIH , 3a0peMeHee, JieueHHeTo TpsIOBa Jla ObJIe CIIPSIHO U MallMeHTKaTa TpsOBa j1a
ObJie HacOY€eHa 3a gg a M ChBET KbM JIEKap CIEIHATMCT UK C OMUT B TEPATOJIOTUATA. AKO
MApTHHROPKA Ha MBR, JICKYBaH C JICHAIHIOMUI, 3a0peMeHee, ce MPernopbhuBa T 1a Obj1e HacoueHa 3a
OIIEHKA U CHB M JIEKap CIICIMAIUCT MK C OIIUT B TEPATOJIOTHSITA.

Ce ChIbpIKa B UOBEIIKATA CTIEpMa B U3KIIOYUTEITHO HUCKH HUBA IO BPEME Ha JICUEHUETO
BaeM B YOBEIIKATa criepMa 3 JHU CJie]l CIIUPaHe Ha BELIECTBOTO MPH 3/IpaBUs UHAWBUJ (BXK.
*2). Karo npeamasna Msapka 1 KaTo ce IMatT IpeIBU/] CTICIIUATHH TOITyJIAIUH C TPOABIKATEITHO
a eTMMUHHUpaHe KaTo MaleHTH ¢ ObOPEUHO yBpeXKJaHe, BCHUKHU MAMEHTH OT MBXKH I107,
ally JICHAJTMIOMU/, TPSOBA JIa W3ION3BAT MMPE3ePBATHBH IPE3 ISUIOTO BpEMETpacHe Ha
€HUETO, IPY BPEMEHHO MPEKHCBAHE HA IPUJIAraHETO U B IPOABIDKEHNE Ha 1 cenMuIia cen

TIpeKkpaTsBaHe Ha JICUCHUETO, aKO NMapTHhOPKATa UM ¢ OpeMeHHa WK C JISTePO/IeH TMOTCHINAT U He
MIPOBEX 1A KOHTPALISIIITHSI.

BpemenHocT

Jlenanuoomun € CTPYKTYPHO CXOMIEH € TATMAOMUA. TanmnaoMu] € N3BECTHO TEPATOT€HHO aKTHBHO
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BCHICCTBO MPU XOpa, KOCTO MPUINHABA TCIKKU KUBOTO3aCTpalliaBaiiy BpOACHU }Z[e(bCKTI/I.

[pu MaliMyHH JIEHATUIOMUJT € MPEU3BUKAT Maa(OpMAaInH, MOJO0HH HA Te3H, OIUCAHU 33 TaTHIOMHU]
(Bk. Touka 5.3). 3aToBa ce oyakBa TEpaTOTeHEH e(EeKT Ha JICHAIUIAOMHUI M TOW € TPOTHBOIOKA3aH I10

BpeMe Ha OpeMEeHHOCT (BXK. Touka 4.3). b
Kepmene Q/

o~

He e u3BecTHO ganu JIeHAIUIOMHUT CE CKCKpE€THUpa B KbpMara. 3aroBa Tp)I6Ba Ja C€ MIPCKpaTn O
KBbPMECHETO IO BPEME Ha TEpanusATa C JICHAJIUIAOMUL.

deprunurer A

EnHo npoyuBane 3a (epTIINTET IPH ITBXOBE ¢ 1031 JieHamuaomun 10 500 mg/kg (ﬁ'bx@msmenno
200 mo 500 eTH J03UTE 32 XOpa ChOTBETHO OT 25 mg u 10 mg, Ha 6a3a mionr ot 1PiecHaTa
MOBBPXHOCT) HE ITOKa3Ba HEXKETaHU BB3ICHCTBHS BbPXY (PEPTIIIUTETA HITH TOK OCT IIpH

poaMTENHTE. &

4.7 EdexTu BbpXy cioco0HOCTTA 32 mo(pupaHe U padoTa ¢ Ma

JlenanuaoMu MOBJHSIBA B MAJIKa JI0 yMEpEeHa CTereH cnoco6HOCTrag(2md)HpaHe U paboTa ¢ MalllHU.
Hma croOmieHus 3a yMopa, 3aMasHoCT, COMHOJIEHTHOCT, Bepmro,gIJ BIJICHO BIDKAAHE TMPHU yHoTpeOa
Ha JISHaJTMIOMU/. 3aTOBa ce MpernopbyiBa NOBUIIEHO BHUMaHUE ITpHNLoQupane Uil padoTa ¢ MallluHHU.

4.8 He:xenanu JieKapcTBEeHU peaKkIuu Q/

<
<

Hoesooduaenocmuyupan mynimunien muenom: nay ,Koumo ca buau noonosicenu ha ATCK u
JIEKYBAHU C IEHATUOOMUO, KAMO NOOObPHCAUO #ﬁtue
[TpunoskeH e KOHCEpBATUBEH MOAXOT TIpH onpefelisiHe Ha Hexenanute peakimu ot CALGB 100104.
Hexenanure peakiiuu, ONUCaHu B Ta6J'H/IIIa©BK.H}O‘{BaT crOuTHs, chobmmaanu ciaen BIM/ATCK,
KaKTO M CbOMTHI OT [IEPHO/IA HA HIOALBP 0TO JieueHue. Bropu aHanus, uaeHTHUIMpAI CHOUTHS,
KOUTO Ca C€ Pa3BWIIH CJIE]] 3a1T0UBaHE JUTBPOKAIIO JICUSHHE, TI0Ka3Ba, Y€ Hal-BEPOSTHO YECTOTHTE,
npezcraBeHn Ha Tabnuma 1, Moxe @no—BI/ICOKH OT JICWCTBUTEIHO HaOJFOIaBaHUTE Mpe3 MepHoia
Ha Moabpskanio Jieuenue. B IFM %5-02, HEXXEIAHUTE PEaKIUK ca CaMo OT IMepHo/Ia Ha
MOJUTHPIKAIIOTO JICUCHHUE. & \

Pesrome Ha npoduna Ha 6€30I1aCHOCT

CepHo3HHUTE HEXENaH pezﬁ, HaOJIr01aBaHM MO-4ecTo (>5%) MpH MOIBPKAIIO MPUIOKEHUE Ha
JICHATMIOMUJI B CPaBHEH nane6o, ca:

- [MueBmonus (106%0¢ komOunupan tepmut) ot IFM 2005-02

- BenoapobHa st (9,4% [9,4% cinen 3amouBane Ha moaabpikaiio JeueHue]) or CALGB

100104 Q

B npoytIBaHeIQ‘F M 2005-02, Habmro1TaBaHUTE ITO-YECTO HEXKETAHH PEAKITUH IIPH TTOAIBPKAII0
JIeYeHHE C HQWHJ:LOMH):[ B CpaBHeHHe ¢ ianedo ca veyrponeHus (60,8%), oponxur (47,4%), nuapus
(38,9%), ¢dapurrut (34,8%), myckyiau cniazmu (33,4%), neBkonenus (31,7%), actenus (29,7%),
Kamnnb 7,3%), Tpombonuronenus (23,5%), ractpoentepur (22,5%) u mupekcus (20,5%).

yBaHeTo CALGB 100104, HabarogaBaHuTe TO-4€CTO HEXKEIAHU PEAKIIMH ITPH MO IBPIKAIIO

We ¢ JICHAJIUIOMUJI B CpaBHEHHE ¢ Iianebo ca Heyrporenus (79,0% [71,9% cien 3amouBaHe Ha

TUIBPIKAINo JeueHue]), Tpomoormronenus (72,3% [61,6%]), muapus (54,5% [46,4%]), oopus (31,7%

Q 25,0%)]), uadexims Ha ropHuTe quxarenyu nerama (26,8% [26,8%]), ymopa (22,8% [17,9%]),
neskoneHus (22,8% [18,8%]) u anemus (21,0% [13,8%)]).

Hoeoouaznocmuyupan myamunien Mueiom. nayueHmu, KOumo He ca no0xXo0sauju 34 mpaicniaumayusl,
NOIVYASAUU AeHATUOOMUO 8 KOMOUHAUUSL ¢ DOpmMe30MUbd U 0eKcamemason
B npoyusanero SWOG S0777 no-decTo HabII0JaBaHUTE CEPHO3HH HEXKETaHU peakin (> 5%) ¢
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JICHATUIOMU/T B KOMOMHAIIUSI C HHTPABEHO3HO MpHUIIaraH 60pTe30MH0 U IEKCAMETa30H B CPABHCHUE C
JICHATMIOMUI B KOMOWHALIUS C IEKCaMETa30H, ca:
- Xunortonus (6,5%), 6enoapodua undekmnus (5,7%), nexunparanus (5,0%)

[Mo-uecTo HAOMIOAABAaHUTE HEXKEIIAHU PEAKIIUH C JICHATHIOMHUI B KOMOHHALUS ¢ O0pTe30MUO U /O
JICKCAMETAa30H B CpaBHEHHE C JICHAJIHMIOMHU/] B KOMOWHAIINS C JIeKcameTa3oH ca: ymopa (73,7%), b
nepudepna HeBpomnarus (71,8%), rpomOonuronenus (57,6%), 3amex (56,1%), xumokanmuemust (50 .

Hosoouaznocmuyupan myaimunien Mueiom npu nayuenmi, KOumo He ca NOOX00AwU 3a mpan may
UAJIEKYBAHU C NCHANUOOMUO 8 KOMOUHAYUS C HUCKA 0030 QeKCAMEMA30H

Cepro3HUTE HEXKENIAaHU PEaKIUH, HAOIF0IaBaHH MO-4eCTo (>5%) ¢ JIeHATUIOMHUT B KOMOH Qﬂ C
HHCKa J103a aekcaMeTa3oH (Rd u Rd18), oTkonkoTto ¢ MendanaH, MpeaHU30H U TMHHOMHJJ%(
- ITaeBmonwust (9,8%)

- brOpeuna HeocTaThUHOCT (BKITFOUUTETHO ocTpa) (6,3%) 0)

PT), ca:

Hexenanute peakiuu, HaOMronaBanu mo-4ecto ¢ Rd mmm Rd18, otkonkoTto ¢ y ca: quapust (45,5%),
ymopa (32,8%), 6oika B repda (32,0%), actenus (28,2%), 6e3cvHue (27,6%),00puB
(24,3%), nonmxeH anetur (23,1%), kanuuua (22,7%), nupexcus (21,4%) éj CKYJIHH CIIa3MU

(20,5%). Q

Hosooduazernocmuyupan mMynimunien Muenom. NAyUeHmu,Koumo He cn&xodﬂmu 30 MPAHCHAAHMAYUS,
JIEKY8AHU C ICHATUOOMUO 8 KOMOUHAYUs ¢ Meadanan u npedmwoneu

CepHo3HHUTE HEXKENAaHHU PeakLny, HabIronaBaHu mo-4ecto (>5%) ¢ Mendanan, npeHU30H U
JICHAJMJIOMUI, TIOCJICJIBAHO OT MOJTBPIKAIIO JiedueHue ¢ JeHankaémun (MPR+R) win mendanan,
TPEIHU30H H JICHATUIOMU, TIOCIEIBAHO OT ILIAe0o (MP@), OTKOJIKOTO ¢ Men(anaH, IpeTHH30H U
ianebo, mocieasaHo ot miamnebo (MPp+p), ca: ‘2\

- ®ebpuna neytporeHus (6,0%)

- Anemus (5,3%) \>®

Hexenanute peakuuu, HabIr01aBaHU [10-4E€CTO @ﬁ’R+R nim MPR+ p, otkonkoro ¢ MPp+p, ca:
ueyrponenus (83,3%), anemus (70,7%), Tpom tonernus (70,0%), neskonenns (38,8%),
koHctunanus (34,0%), muapus (33,3%), 06 (28,9%), mupexcus (27,0%), nepudepen orok (25,0%),
Kaimua (24,0%), noHwkeH anetur (23 u acrenus (22,0%).

Mynmunnen muenrom. nayuenmu ¢ no@dna npeoxoxcoaua mepanusi

B nBe mnaie60-KOHTPOIUpaHu npo}h‘B’aHI/m (aza 3 353 nanueHTa ¢ MyJTHILICH MHEJIOM ca OUIIH
€KCIIOHUPaHU Ha KOMGI/IHaLlI/IH%iHaHI/IILOMI/II[/I[eKcaMeTaSOH " 351 — Ha koMOMHALHUATA
wianedo/neKkcaMeTasoH. \%

Haii-cepro3anTe Hexen aKIMH, HaOMI0JaBaH! TI0-YECTO TIPH JICHATUIOMHU T/ TeKCaMETa30H,

OTKOJIKOTO TIpU KOMOH Ta 1yanedo/aeKkcaMeTas3oH, ca:

- Beno3sna tpo Oonust (TpoM003a Ha IBIOOKUTE BEHH U 0enoipoOHa eMOoHst) (BXK. TOUKa
4.4).

- HeyTponeH&—Ta CTEIeH (BX. ToUKa 4.4)

Ha6monaBa1de HEeXXEJIaH! PeaKIiK, KOUTO Ca c€ TMPOSIBIIIM MTO-4eCTO MPU JICHATTHUIOMHU/T U

e100UCIACIMUYHY CUHODOMU
OmUAT Mpoduil Ha 6€30MaCHOCT Ha JICHATUAOMHUI TIPH MAIIMEHTH ¢ MUETIOUCIUIACTHYHA CHHIPOMH  CE
OCHOBaBa Ha JJaHHU OT 000 286 MalMEHTH OT eHO IpoyuBaHe (asza 2 u efHO npoyuBaHe (asza 3 (BK.
Touka 5.1). B mpoyuBanero ¢aza 2 Bcuukure 148 nmanueHT ca OniM Ha JIedeHue ¢ JIeHaTuaoMuI. B
poy4BaHeTo ¢aza 3 69 marueHTH ca O Ha JICHATHIOMUI 5 mg, 69 MalueHTy Ha JICHATHIOMUT
10 mg u 67 mauueHTH ca 6uiIK Ha Mianedo 1Mo BpeMe Ha JIBOMHO3acieneHara ¢as3a Ha MPOyYBaHETO.
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IloBeueTo HexXeNaHU PEaKIMU OOUKHOBEHO ca MOJyYeHH Mpe3 IbPBUTE 16 ceIMUIU Ha TepanusTa c
JCHATHAOMHU,.

Cepro3HUTE HEXKEIIAaHU PEaKIIMU BKIIFOYBAT:
- Beno3na tpomboeMOous (1ba00Ka BeHO3HA TpoMO03a, OenoapodHa emOomust) (BK. Touka 4.4) /O
- Heytponenus crenen 3 wm 4, GpeOpriiHa HEYTPOIIEHHUST K TPOMOOIMTOIIEHHS CTEICH 3 Wi 4. 19(0

Touka 4.4) Q
Haii-gecto HaOmoOgaBaHUTE HEXKETIAHN PEAKIIUH, KOUTO BB3HUKBAT IT0-9ECTO TIPH TPYIIHATE Ha &
JICHAJIMJIOMU]] B CpPaBHEHHE C KOHTPOJIHOTO paMo B mpoyuBaHeTo (aza 3, ca HeyTponeHus (7 ),
TpombonmToreHust (46,4%), muapus (34,8%), 3anek (19,6%), ragene (19,6%), npypuryc (25;4%),
o6pus (18,1%), ymopa (18,1%) u myckynnu cniazmu (16,7%). fb

Donuxynrapen mmgom O)

OO6musAT mpodus Ha 6€30MaCHOCT HA JICHATUIOMH]T B KOMOHHAITUS C PUTYKCHMa MMAIUEHTH C
JICKYBaH Mpeau ToBa GoUKyIapeH TuMdoM, e 6a3upan Ha JaHHH OT 294 naunqgtv; PaHIOMH3UPAHO,
KOHTpOJHMpaHo, npoyusane ¢aza 3 NHL-007. Ocsen ToBa B Tabmuma 5 ca B@lem& U HEeXEJlaHU
JIEKAPCTBEHU PEAKIINH OT MoAKpersioTo nmpoyuBane NHL-008. Qj

Cepro3HUTE HEXKENTAaH! PEaKInK, HAOII0IaBaHK Hal-4ecTo (C pas3iiuK aii-manko | mporieHTeH
nmyHKT) B mpoyuBane NHL-007 B paMOTO Ha JIeHATMIOMUJ/PUTYKC CpaBHEHHUE C pPaMOTO Ha
urare6o/purykcuma, ca: Q

- DebpuitHa HeyTporieHus (2,7%)

- benompobua em6omus (2,7%) @

- [TueBmonus (2,7%) Q/

B npoyusanero NHL-007 HexxenaHuTe peakiuu, Had $3HH MI0-4€CTO B PaMOTO Ha
JICHAJMJOMU/PUTYKCUMA0 B CPaBHEHHUE C PaMOTO @aue6o/pHTchnMa6 (c Haii-manko 2% mo-
BHCOKa 4ECTOTa MEXIy paMeHara), ca HeyTpOoleH 8,2%), nuapus (30,8%), neBkonenus (28,8%),
3arnek (21,9%), xanumna (21,9%) u ymopa (21,

Tabmuia Ha HEKETAHUTE PCaAKIINH

K

Hexenanute peakmmy, Ha6J‘IIOI[aBaHI/‘I§‘IaLII/ICHTI/I, JICKYBaHU C JICHAMOMHU]I, Ca H30POCHH 0~ JIOTY
[0 CHUCTEMO-OpPTaHHM KJIAacoBE U ora. [lpu BCSIKO TpynHpaHe B 3aBUCHMOCT OT 4YeCTOTaTa,
HEKEITAaHUTE PEAKIMH Ce H36p0ﬂBa'I*&'Pm3xozmm pell 110 OTHOIIEHHE Ha TIXHATA CEPHO3HOCT.

YecroTara ce onpenenir KaTo: HQIO HecTH (> 1/10); uectu (= 1/100 mo < 1/10); meuectu (> 1/1 000 mo
< 1/100); peaxu (> 1/10 OOés < 1/1 000); muoro penku (< 1/10 000); ¢ Heu3BecTHa YecToTa (OT
HAJTMYHUTE JJAHHU HE Momx 'bJIC HAIIPAaBECHA OIICHKA).

Hexenanute pCaKkumn FOYCHU B CHbOTBETHATA KaTCropus B Ta6nnuaTa O-A0J1y CIiopeq Hai-
BHCOKaTa 4€CTOTa, H; JlaBaHa B HAKOC OT OCHOBHHUTC KIIMHUYHHW U3IIUTBAHUSA.

Tabauuno 0606mc$ie 3a Monomepanus npu MM

Crnenparara T@Hua e Ha 0a3ara Ha JaHHM OT npoyuBaHuATa Ha HIMM npu nauueHTH, NoAI0KEeHN
Ha ATCK u @yBaHH MOAIBPKAIIO C JeHATUAOMUA. [laHHUTE HE ca KOPUTHPAHU B CbOTBETCTBUE C TI0-
IPOABI HOTO MPUJIOKEHUE B paMeHaTa Ha JIeUeHHE, ChABPIKAIlOo JEHATUIOMU, MTPOABIKABAILO
JI0 TIPO, vs Ha OoJiecTTa CIpsMO paMeHaTa Ha Iuiane0o B OCHOBHHUTE MPOYYBAaHUS TPU MYJITHILICH
MHe JK. Touka 5.1).

Mme 6 mabauden 6uo 3a Komounupana mepanus npu MM
elHaTa TabJMIA € ChCTaBeHA OT JaHHH, ChbOPaHH IO BpeMe Ha MPOYYBAHHATA MIPH MYJITHILICH
MHEJIOM ¢ KOMOWHHpaHa Tepamnust. JlaHHuTe He ca KOPUTHPAaHU B CHOTBETCTBHE C MO-TOJSIMATA
MPOABDKUTEITHOCT Ha JICUCHUETO B paMEHATA, ChAbPIKAIIHU JCHATUIOMHI, MPOIBIKEHO JI0 TPOrPECHs
Ha 3a00JIIBAHETO, CIIPSMO paMeHATa Ha CPaBHHUTEIICH JICKAPCTBEH MPOIYKT B OCHOBHUTE MPOYUIBAHHUS HA
MYJITUIUIEH MHEIIOM (BXK. To4Ka 5.1).

Tabauna 1. HJIP, cbo01ieHy B KINHUYHA U3NUTBAHNS € MAIMEHTH ¢ MYJITHILJIEH MUEJIOM,
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JICKYBAHHU C JJCHAJIHIAOMHU[L, KATO NOAABbPKALI0 JECUCHHE

Cucremo-opraHen

kJjac/IlpeanoynTan TepMUH

Benuxku HJIP/Yectora

HJIP cTenen 3-4/UYecrora

Nudexuun u nupecranun

MHoro uectu

[uesmonus’,a, MHPEKIMH Ha
TOPHHTE AWXATEHH IbTHIIA,
HEYTPOIIEHNYHA HH(EKIHS,
6ponxut’, rpun’,
racTPOEHTEPHT', CHHY3HT,
Ha30()apUHTUT, PUHUT

Yectu

I/IH(beKuI/I;IO, HHEKITUS HA
MUKOYHUTE mhTUIA>
WHQEKITUS Ha JTOJIHUTE
JUXATEITHH TbTHIA, OeT10IpOOHa

Mmuoro yectu
ITaeBMoHHs,a, HeyTponeHquaq

UHEKINsI @
Yectu &Q
Cencuc™, GakTepue
6enoapodHa nHpe ,
OakTepHaliHa HH us Ha
JIOJTHUTE JIUXATEIHI IBTUINA,
opoHxuT’, T

raCTpoeHTegb , xepriec 3ocTep’,
HH(pEKIT

Q

D

nHpEKIHs R
Heonnazmu Yectn Q>7
106poKavYecTBEHH , MuenoaucriacTuyeH
3J10Ka4eCTBEHH U curmpom™” bQ

HeonpeeJeHn (BKJI. KHCTH B

TOJIUITH)

b

HapymeHusi Ha KPbBTa H

aumdHaTa cucremMa

’
P
MHoro yectu X

Heyrponenus *, (bGGpI/mg/
A
HeyTporeHus *,

TPOMOOLMTONEHHS 2 aHEMHUS,

MHoro yectu
Heytponenus *, pebGpunna
HeyTponeHus *,
TpoMGOIUTONEHHS *, aHEMUS,

JNeBKoneHus’, HWOHGHI/IH JeBKONeHHs, TUMQOTICHHS
®> Yectn
o XN Hanmuronenus’
Hapymenust Ha MeTadoau3sma| Muoro qecYn Yectu
U XpaHeHeTo Xun eMusi Xumnoxaniuemusl, JeXuapaTanus
Hapymienusi Ha HepBHaTa 'O YeCTU Yectu
cucreMa CTE3Us I'maBoGomue
o
ecTu
£ A Ilepudepna neBponatus’
" | Yectn Yectn

Cb10BH HapyLIeHHsI \&,

Benoapo6ua emGomms®”

Jbn6oka BeHo3Ha TpoMbo3a

O
Pecnupatopuu, r NOE

e

MHoro uectu Yectu
MeIUACTHHAJIH ymenus | Kamunna Jucrues’
Q Yectn
.‘2\ Jlucriaes’, punopest
Crtoma YpeBHU MHoro gectn Yectu
Hapy | Huapus, 3anek, kopemHa 6oika, | Jluapus, moBpblaHe, rajicHe
(J rajicHe
/DQ Yectu
N [oBprbIuane, 607Ka B ropHaTa
yacT Ha KopeMa
XenaroOuanapHu MHoro yectu Yectu
HapyUIeHUs OTK/10HEHUS BBB OTKJIOHEHUSI BbB

(HhYHKIIHOHAITHUTE YePHOAPOOHH
MOKa3aTelu

(YHKIIMOHATTHUTE YEPHOAPOOHH
TMOKa3aTesu
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Hapymenusi Ha KoKaTa H MHoro uectu Yectu
MOJKOKHATA ThKaH O06puB, cyxa Koxa OO6puB, chpOeK
Hapymenust Ha MyCKYJIHO- MHoro yectn
cKeJIeTHATA CUCTeMa U MycKkynHu cia3mMu
CbCAMHUTE/IHATA ThbKAaH r‘
Yectu
MI/Ia,J'IFI/ISI, KOCTHO-MYCKYJIHA @
Oonka ‘Q
# S
OO60mu Hapyuenus u epekT | MHOrO 9ectn Yectn O\
HA MSICTOTO HA MPWJIOKeHHe | YMopa, aCTeHHs, IUPEKCUs YMopa, acTeHu AN
< Hesxenauu peakunu, Cho0IaBaHN KaTO CePHO3HM B KIIMHUYHH M3MHUTBaHus ¢ nanueHts ¢ HIMM, noutoxenn Ha ATCK N\
* Kacae caMO CepHO3HH HEXEIaHH JICKAPCTBEHU PEaKLUK
" Bmxkre Touka 4.8 Onucanne Ha H30paHH HEKETaHU PEaKI[HU
2 “ITneBmonus” xomOunupann HC, BkiIiouBa KaTto TepMHH cliejHuTe npeanountanu repmunu (PT): BpornxomHeBMo ﬁoﬁapna TTHEBMOHMS,
[THeBMOHuS mpuunHEeHa OoT Pneumocystis jiroveci, [TneBmMonus npuunnena ot Klebsiella, [TneBMOHUS pryrHEHA gionella, [TneBMOHUS
npuurHeHa o Mycoplasma, I[THeBMOKoKoBa mHeBMOHUS, CTPENTOKOKOBA THEBMOHMS, BupycHa mHeBMOHMs, beqoapoOHO HapyIieHue,
ITneBMOHUT

b “Cencuc” kombunnpann HC, BkirouBa kato Tepmut cinenute PT: Bakrepuanen cencuc, [[HEBMOKOKOB c@, CenTHueH II0K,

CraHI0KOKOB CercHC
¢ “ITepudpepna HeBponarus” komouHupanu HC, BKIIIOYBA KATO TEPMHH CIICHUTE IPEANIOYUTAHN TEPM ): Ilepudpepra HeBpomaTus,

[Tepudepra ceHsopra HeBporaTus, [lonuHeBponaTHs
4 “JIrn6oka BeHO3HA TPOMO03a” KoMOuHUpann HC, BKirousa kato Tepmut cieauute PT: 5160k Ha TpoM003a, Tpom003a, BeHo3na
TpoMb03a

>
Pesiome 6 mabnuyen guod 3a kombunupana mepanus npu MM ’O
CrnennaTa Tabiuia € CbCTaBeHa OT AaHHH, ChOPaHHU 110 BpeMe HaQ)quaHI/IHTa IPY MYJITHILICH
MHEJIOM ¢ KOMOMHYpaHa Tepanys. JlaHHuTe He ca KOpI/IFI/IpaHI®CLOTBeTCTBI/Ie ¢ mo-rojsiMara
HPOABIKUTEIHOCT Ha JICYCHUETO B PAMEHATA, ChIbPIKAIIACHATNIOMU, IPOIBIKEHO A0 IPOTPecs
Ha 3a00JIsIBAaHETO, CIIPSIMO paMeHaTa Ha CPABHUTEINICH JICKAPSTBCH IIPOJYKT B OCHOBHHUTE IIPOYYBAHHS HA
MYJITUIUICH MUEJIOM (BX. TOuka 5.1).

<

Tab6auua 2. HJIP, cbo01menn B KIMHUYHA npoy@mm MpH NAHEHTH ¢ MYJITHILICH MHEJIOM,
JIEKYBaHHM C JICHAJTUI0MH/] B KOMOMHALUS C 6@30MI/I6 U JeKcaMeTa30H, JeKcaMeTa30H UJIH
Mesa(aJaH ¥ IPETHNU30H

CucreMo-oprannu Benuku HIIPMecToTa HJIP 3—4 cTenen/YectoTa
kiaacose/Ilpeanountan 5 &
TepMHUH AN
Nudexuun n Msuoro @ U Yectu
nHpecTanumn Muenmbana™, uapexus Ha [Muemonus™, GakTepuanay,
TOpHHUTE JUXaTeTHH mbTHima’, BUPYCHH W THONYHI HHPEKIUU
ePUAITHH, BUPYCHH U I'bOMYHH (BKJIFOUUTEIIHO OMIOPTIOHUCTHUYHHI
CKIMHU (BKIIFOUUTEITHO undekmun)’, nemymut’, cerncuc’,
'AgnopTIOHHCTHIIHH nHpekunn)’, 6enompodHa nadexrma’”’,
Q»Ham(bappmmn dapunrut, 6ponxut’,| Gponxut’, HHMEKIH HA
O PUHUT JuXaTenHuTe MHTHINA, HHpeKIus
Q Ha MUKOYHHUTE MHTHINA”,
Q Yectn UH(EKIHO03eH EHTEPOKOIHT
\2\ Cencuc®™”, 6enompobua nudexmmsa’,
@ WHQPEKIUS Ha TUKOYHUTE merrma’,
Keo) cunysut’
h

,DQ(J
&
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Heonua3zmu —
n00poKayecTBeHH,
3JI0Ka4YeCTBEHH N
HeomnpeaejeHu (BKJI.
KHCTH M MOJIUIIH)

Heuectn

Ba3aHOKJIeThUeH KapIHHOM *,
CKBAMO3HOKJIEThUYEH PaK Ha
kokata "

Yectu

OcTtpa MHeJIouIHA neBKeMust’,
MHETOIUCIIIIACTHIEH CI/IHI[pOMO,
CKBaMO3HOKIIETHUYCH KapI[MHOM Ha

A *k
koxara Q ‘@

O
)

Heuectn
Ocrtpa neBkemust oT T-ki
tun’, 6a3aTHOKIEThYEH
KapIuHOM ¥, TyMOp-1T
CHHIPOM

A4

Hapymenusi Ha KpbBTa
u JumdHaTa cucremMa

MpHoro gectu

Heyrponenus
tpombormronenus *°, anemus’,
XeMOparuuHO HapyLIeHHE ,
JICBKOIICHUH, JINM(OIICHUS

Yectu
debprmHa HeyTponeHus”,,
NAHIUTONEHHS

Heuectn @
Xemonu3a, aBTOMMyHHA
XEMOJIMTUYHA aHEMHUS, XEMO @iﬂma
AHEMUSA é

R

MHoro yecTu ‘{eCTI/I

Heytponen ,
TpOM6OI_I ust %, anemust’,

nemor& JIHMcponeHHﬂ

Ilec@ )

(D@:Uma HeyTpornenus”,’,
TOTeHHs’, XeMOTUTHYHA

CMHUA

Heuectn
XunepkoaryJaius, KoaryJomnaTus

Q
&

Y

mapecTesus, 3aMasHoCT, TPEMOp,
IpOMsIHA Ha BKYcCa, TIaBOOOITHE

Yectn
Arakcusi, HapyllIeHUe Ha
PaBHOBECHETO, CHHKOI ", HEBPAITH,

JANU3CCTC3UA

Hapymenus Ha Heuectn
MMYHHATa cCHCTEeMA CBPBXUYBCTBUTETHOGT N
Hapymenus Ha Yectn
eH/IOKPMHHATA Xnnompeonnusn@
cucTremMa ~
Hapymenust Ha \J Yectn
MeTadoIu3Ma u 1%, Xunokanuemus™’,
XpaHeHeTo XUIEPT W1, XUTIOTJINKEMHUS, XHIEPTIINKEMUS,
XUIIO MeMus’, XUIOHATPUEMHS , | XHUIIOKAIIMEMHs' , 3aXapeH
nexuaparamua’’, HoHIKeH anetut”’, | mmaber’, xumodocharemus,
eHo Termo XMIOHATPUEMHS',
XUIIEPYPUKEMHUS, TIoJarpa,
s~ectu JexunpaTanus’”’, TOHMKeH
Q»XHHOM&FH63I/I6MI/IH, anetut"’, IOHIKEHO TETIIO
o XUIEPYPUKEMHUS, XUIIEPKATIUEMUS
Q
Hcnxuunu Hap@eﬂnﬂ Msuoro yectu Yectu
\2\ Jenpecus, 6e3chHUC Jenpecust, 6e3cpHuE
Hapym%YHa MHoro uecTtu MHoro yectn
HepB a‘cucreMa [epudepan nepponaruu’™ Hepudepun veponaruu’™’

Yectn
IepeGpoBacKynapeH HHIMICHT ,
3amasHOCT, cuHKON"’, HeBpaITHs

Heuectn

BrTrpeuepenen KpbBOU3IUB",
IIpexXoHa HCXEMUYHA aTaKa,
uepeOpanHa HCXeMHUS
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Hapymienust Ha ouure

MpHoro yectu
Karapakrtu, 3ambrieHo BmkaaHe

Yectn
Hamanena octpora Ha 3peHUETO,

Yectu
Karapaxkra

Heuectu
Cnemnora

Hapymenust Ha yxoTo
" JIaOUpHUHTA

Yectu
I'myxoTa (BKIIFOUUTETHO
XHII0AKy3Hsl), THHUTYC

ChbpaeyHu HApylIeHUs!

Yectu

0,00
[Ipencwpano MbxaeHe™
Opaauxapaus

Heuectn

ApurMmus, yabxeH QT-unrepsai,
HOpPEACHPAHO TPENTEHE,
BEHTPUKYJIAPHU €KCTPACUCTOIU

Yectu Q
Wudapxr Ha MHOKaA
(BKJIFOUUTEITHO O ),
MIPEJCHPIAHO M He"%,
3aCTOMHA ChpAeTHA
HeJ0CTaTRYMOCT’ | TaXuKapus,
chpaey ocrarbunoct’’,
MI/IOK&&] Hexemus’

]

Cb0BH HapylIeHHs

MHoro uectn

BeHo3Hu TpoMOOEeMOOTMIHH
CHOUTHS , MPEUMHO IBI60Ka
BEHO3HA TpoMOo03a 1 OenoIpodHa
emGomust %, xunoronns™

<

<

XunepToHusl, eKXHMosan

Q)QJ

R

Q 0 4ecTH
@1 HH TPOMOOEMOOIMYHH

OuUTHSA , TPEAUMHO JHIO0KA
BEHO3Ha TpoM003a 1 6estoIpooHa
A
em6omus %

Yectu
Backynur, XUIOTOHHS ",
XUTEPTOHUS

Heuectn

Hcxemus, nepugepHa ncxemus,
BBTpEUEperHa TpoMO03a Ha
BEHO3HHUTE CHHYCH

PecniupaTopuu, rpbaHy

: /7“0

<
jus
o
=
o
Q

yedy

Yectn

QQJ

-

M MeIHACTHHAJIHHU Jnca @"‘ eMUCTaKCHC , Kanumima | PecrmpaTopen ,I[I/ICTpeCO,
HApyUIeHUs \i- aucnues” TJIeBpaIHa 6onka®,
Yeer XHIOKCHS
nCHOHUS
CToManHo-4YpeBHI MHoro uectu Yectu
HapyLIeHus napns™®, zanex’, 6omka B kopema®,| KpbBoM3IMB OT CTOMAMNIHO-

&
¢S

&
Qc’}
?

oﬁ’“

rajcHe, HOBp’bH_[aHeoo, JUCIICTICHS,
CyXO0Ta B ycrara, CTOMaTUT

Yectu

KpbBOHU3IUB OT CTOMAIITHO- YPEBHUS
TPaKT (BKJIFOUUTEITHO PEKTAJICH
KPBBOU3JIMB, XEMOPOUICH
KPBBOU3IIHUB, KbPBCHE OT NMEITUIHH
A3BM U KbPBEHE OT BEHIMTE) *°,
qucharus

Heuectn
KomuT, Bp3nasienue Ha neKkyma

upeBHus TpakT ', 06CTpyKIHS

Ha THHKHTE 4yepBa’’, nuapus’’,
3amek’, Gomka B Kopema”, ranene,

l'IOBp’I)I_I_IaHC<><>
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XenaroouIMapHu
HapyLIeHHus

MHoro yecTu

IloBuieHa anaHuH
aMUHOTpaHc(epasa, OBUIIEHA
acrmapTat aMHHOTpaHc(epasa

Yecrn

XenarouenynapHo yBpexane’’,
OTKJIOHEHUS BBB (DYHKIIMOHATHUTE
4epHOIPOOHH MoKasaTenu’,
XHIepOnIHpyOnHEMUS

Heuectn
A
I-IepHoz[p06Ha HEIOCTATBhYHOCT

Yectu

Xosecrasza’, XermaToTOKCHIHOCT,
XemnaTolenyIapHo yBpexkaane
MMOBMILIEHA aJTAHWH
aMHHOTpaHc(epasa, OTKIOHEHUS
BbB ()YHKIIHOHAITHUTE Q)
4epHOAPOOHH MOKa3aTeny’ @

Heuectu &Q

YeproapoOHa HeHOCTQQOCTA

HapymieHusi Ha KoKaTa)
M MOAKOKHATA ThbKAH

MHoro gecTtn
O6pusu®, npyputyc

Yectu

Yprukapus, XUnepxuaposa, cyxa
KOXa, XUMIEPIUTMEHTAIIHSI Ha
KO)KaTa, eK3eMa, epuTeMa

Hevectu
JlekapcTBeH 0OPHB C eO3I/IHO(bI/IJ1@A/I
cucTeMHH cuMnToME ", IPOMET B

[IBETa Ha KOXKaTa, peaxunx%

CHUCTEMA "
CbC¢AUHUTE/IHATA
ThbKaH

! CTH
.
» TOIIM HA CTaBUTC

(hOTOUYBCTBUTEITHOCT
R,
Hapymenust Ha MBHoro uectn M Yectu
MYCKYJIHO- cKeJieTHaTa | MyckyiHa ciaboc YCKYJIHI Myckynna craboer®’, Gonka B

crazmy, 6oska B Ko€rute’, 60iKa u
nHCKOM@)Opz@ayCKyHHO—
CKeneTHATA ChecTema 1
cx,e;mHmea&aTa THKaH

(BKHIO%@IHO OoJka B rep0a
a

00K PatHUK, MUAIITHSI
a;}@a{[rmo

0,00)’

koctuTe’, 6ONKa ¥ AUCKOM(OPT Ha
MYCKYJIHO-CKEJIETHATA CUCTEMA U
ChEeIUHHUTEIHATA ThKaH
(BKmEOUMTETHO GoNKa B repOa’ ™)
Heuectu

Oronu Ha CTaBUTE

o\
Hapymenus na \d
0BLOpennTe U

NMUKOYHHUTE HL’&%
2
Q
A

@
Q
@

MsHoro uectu
brOpevHa HeqOCTaTHYHOCT
(BKymounTeNHO octpa)’?’

Yectn
XeMmaTypus , 33 IbpKaHEe Ha YpUHa,
VHKOHTUHEHIIUS Ha YPUHA

Heuectun
[Tpunobut cuaapom Ha Fanconi

Heuectu
brOpeuna TyOyHa HEKpo3a

V Hapymenust Ha
BBH3NPOU3BOUTETHAT a
cUCTeMa U rbpaaTa

Yectn
Epexrrunnaa nuchyHKIH
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OO0mu HapyuieHus u MsHoro uectu MHoro uectu
eexTn Ha MsicToTo Ha | YMopa™®, oToK (BKTIOUHTENHO Ymopa®®
NpHIoKeHne nepudepeH oTok), mupekcus -,
aCTeHUs, TPUITIONOI00HO 3abomnsBane | Yectn
(BKJIIOUHMTENHO MUpeKcHs, Kamuia, | Ilepudepen oTok, mupekcus
MHAJITHs], MyCKyJTHO-CKEIIeTHa O0NKa,| aCTCHHUS Q)
IJIaBOOOJINE U CXBAI[AHE) Q®
Yectn &
Bonka B repaute’”, neraprus QO
4
H3caenBanus MBHoro uect A
[Noumena ankanHa gocdarasa B fb
KpBbBTa I))
Yectu ‘z‘
[ToBummen C-peakTUBEH MPOTEUH QQ/
a
HapausiBanusi, Yectn ij
OTPaBSIHUS U Ilanane, KOHTY3UH Q
YCJI0KHEHH S, 0)
Bb3HHKHAJIU B ’O
pe3yJiTaT Ha (2
WHTEPBEHIINA

% HesxenaHu peakiuu, ChbOOIABAHM KATO CEPUO3HA B KIMHUYHU U3NUTBaHMs Npy namuent ¢ HIMM, nonyyasanu JeHATUIOMAL B

KoMOuHauust ¢ 60pTe3oMud U eKCaMeT:
“BxTe Touka 4.8 Onucanue Ha n3bpax

KIIMHAYHUTE U3IUTBAHUS ITPU TTAITUCHTH C MYJITUIUICH MHEJIOM, JICKYBAaHH C JI

NpEIHU30H
* Kacae camo CEPHUO3HHU HEKECIIaHU JICKa

CpobmiaBa ce 3a CKBaMO3HOKJIEThYCH KapLIHOM Ha KOXKaTa B Knmuwﬂ&%

a30H
1 HEXKCJIIaHU JICKAPCTBCHU PEaKINHN He

<

PCTBEHH peaKiiu

JICHAJTMIOMHJY/ IEKCAaMEeTa30H, B CPABHEHHE C KOHTPOIIUTE

" Cpo011aBa ce 3a CKBAMO3HOKJIEThUEH
JICHATMIOMHU,I/ IEKCAMETA30H B CPABHEH

Pesrome 6 mabnuuen sud 3a MOHOmeDaIi

KapIUHOM Ha KOXKaTa B
1€ ¢ KOHTPOJINUTE

a

CnemHure TaOIHUIN Ca CbCTABEHH OT z[

MOHOTEpaIus Ha MI/IGJ’IOILI/ICHHaCTI/I“Ig HAPOMHU.

Ta6auna 3. HJIP, cho0men

MUI#H

HH JICKapCTBCHHU PCaKINH, CBHOOIIIEHHU KaTo CCPHUO3HHU B
JTUIOMH]T B KOMOMHAIS C IEKCaMETa30H MU C Meﬂq)aJ'laH u

M3MUTBAHUA IIPU NMAUEHTH C MUEJIOM, JIEKYBaHHU IPEAU C

THO U3IIMTBAHEC IIPY HOBOAHWArHOCTUIIMPAHU ITAITMCHTH C MHUCJIIOM Ha

, ChOpaHy 10 BpeMe Ha OCHOBHHUTE IPOYYBAHUS TIPH

Hu g SI/IHI/I'-IHHTG H3INMUTBAHUA IIPA MATUCHTH ¢ MUCJIOAUCINVIACTUYHH
CHHJIPOMH, JICKYBAHH C .]'leHQ

CucreMo-opraneH
kaac/IIpexnoyuran
TEPMHH

RN

N Benukn HIIP/Yecrora

HJIP 3—4 crenen/YecroTa

~2‘
,87

AQ

Nudexunn n HH@{HI/IH

MHoro uectu

bakTepnanau, BUPyCHH ¥ T'BONYHH
UH(EKIUH (BKIIOYUTEITHO
OTIOPTIOHUCTHYHH HH(EKIHHN)’

MsHuoro yectu
[TueBmonwHs’

Yectn

Bakrepuanuu, BUpyCHU U
rbOMYHN MH(EKIHH
(BKJIFOUUTEINTHO
OTOPTIOHHCTHYHH HH(pEKIHH)’,
ODOHXUT

YIICHHS HA KPbBTA U
D UM(pHATA CHCTEMA

MHoro yectu
Tpombormuronenus *,
JIEBKOIIEHUS

HeyTporenus

MsHoro yectu

Tpom6ormronenus *,
A

HEYTPOTICHUS . JIeBKOTICHHUSI

Yectn
debpunna HeyTponeHus
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Hapymienus na
€HIOKPHHHATA CHCTeMa

MpHoro yectu
XUnoTupeongu3sm

Hapymenus Ha
MeTa00J1M3Ma U XPAHEHETO

Muoro yectu
TloHmxkeH aneTut

Yectn
CBpbXHaATpPyNBaHE Ha KEJA30,
IToHmkeHo TErio

Yectu
XI/IHepFJ'II/IKeMI/ISIO, IIOHUXEH /
aAIlICTUT 2Q>

‘e Y

IlcnxuyHu HApyIIeHHs

UYectu \d
[Ipomenu B HacTpdeheT""”

Hapymienusi Ha HepBHaTa
cucTremMa

MHoro yecTu
3amMasiHOCT, TJ1aBo0OIHE

UYectu Qs
ITapecresust Q)
Chbpaeynu HapyuIeHUst Yecrdy
WHApPKT HA
kapna ™, npeachpaHo
e )K,Z[GHCO, ChpAeyHa
CbaoBH HapyLIeHHSs Yectn “Yectu

XHUIEepTOHUS, XEMATOM

Beno3nu TpoMOboeMO0TMYHH
CHOHTHS, IPEAUMHO IBIOOKA
BEHO3Ha TpoM0O03a U

A
6enopoOHa eMOOoITHS 9

PecrimpaTtopHu, rpbIHA U

MpHoro yectn
Ermucrakcuc’

&

CToMalIHO-YpeBHU

MeAUACTHHATHH Qj
HApyUIeHUs N
Q,
"4

MaHoro yectu

R

Yectn

&

HApyUIeHUsI Juapus’, 6o KopeMa Jlmapus’, ranene, 3560001
(BKITIOUM ropHaTa 4acrT), TajicHe,
IOBP B }g, 3arex
UYec p
Cﬁm B yCTarTa, AUCIIETICUS
XenaToOuJIMapHu ‘fggm Yectn
HapyLIeHus \2 TKJIOHEHUS BbB (DYHKIIMOHAIHUTE OTK/I0OHEHUS BBB
A " YepHOAPOOHH MTOKA3aTENN (yHKIIMOHAITHUTE
% YepHOIPOOHHU MOKa3aTeNnn
Hapymenust na Km@i U | MHoro yectn Yectu
MOIKO0KHATA Th OO0puBH, cyxa Koxa, IPypPHUTYC OOpuBH, IPYPUTYC
Hapymenus ninKmeo- MBHoro gectn Yectu
CKeJIeTHA cremMa u Myckynaau cnia3mu, 00JIKa B Bonka B rep6a’
CheIHH aTa ThbKaH MYCKYJTHO-CKEIEeTHaTa CUCTeMa

(BKJTIOUHTENHO GonKa B THpOa’ u
00JIKa B KpaitHHK), apTpajrus,
MHAITHS

NMUKOYHHUTE NbTUIIIA

sg;@ymemm Ha 0bOpenuTe
4

Yectn
bropeuna HEI0CTATHUHOCT’
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OO0y HapyleHus U Msuoro yectu Yectu
edeKTH HA MACTOTO HA YMopa, nepudepeH oTox, IIupexcus
NMPHJI0KEeHHe rpUIonoa0oHo 3a0o0sBaHe
(BKITIOYMTEITHO THPEKCHS, KaIllINIIa,
(bapuHTHUT, MUAIITHS, MyCKYITHO- \
ckesietHa 0oJKa, rTaBodoIIne) AQ
HapaunsiBaHus, OTpaBsiHUSA Yectn 7}
H YCJIOKHEHH, ITapnane &Q
Bb3HMKHAJIHU B pe3yJTaT O
HA HHTePBEHIINA AQ

" BrkTe Touka 4.8 OnucaHne Ha U30paHU HEXEJIaH! JICKAPCTBEHH PEaKLHU

>

9 Hexenanu C”L6I/ITI/IS[, C”I)OGIJ_ICHI/I KaTo CEpUO3HU B KIIMHUYHU IMPOYYBAHUS HA MUCIOANCIIIIACTUIHA CUHAPOMU. ?
~ CpobmraBar ce IIPOMEHH B HACTPOCHUETO KAaTO YECTO CEPHO3HO HEKEIIaHO cpOUTHE B IIPOYYBAHETO (basa 3 Ha MUETOAUCIIIACTUIHH

CHH/IPOMH; HE C€ ChOOIIaBa KaTo HEKENaHO ChOUTHE CTereH 3 Wik 4 AJIrOpUTHM, HPUIIOKEH 32 BKIIIOYBAHE B
YCTQHOBEHH OT JITOPHTHMA IO TIpoy4BaHeTo (aza 3, ca BkioyeHn B KXII 3a EC. 3BbpIiieHa € TOIBIHUTE.
te3u HJIP, yctaHOBeHH OT ajropuTbMa Ha MpoyuBaHeTo (asa 2 u, ako YecToTata UM B IIpoy4YBaHeTo (aza
npoy4BaneTo (asa 3, ceournero e BkmoueHo B KXII 3a EC ¢ uectorara, ¢ KOSTO € Bb3HUKHAJIO B npoy@

# AITOPUTBM, HIPUIOXKEH IPH MUEIOAUCILIACTHIHH CHHIPOMU:

. TIpoyuBane ¢aza 3 Ha MUETOUCIUIACTHYHH CHHAPOMH (IABOHHO3aC/IEIIeHa Oy Tamus 3a 0

: Bcuuku HJIP,
OBEpKa 3a yecToTaTa Ha
-BHCOKA, OTKOJIKOTO B
o (aza 2.

OCT, Pa3/IMKa MEXKAy JIEHATUIOMULI

5/10 mg n nraue6o 1Mo Haua Ha cXeMa 3a IpUIaraHe, NPosBEHA IIPU Haii-MaKko 2 marueH
0 Bcuukn BE3HHKBAIIM [0 BpeMe Ha JICUEHUETO HEeXEIaHu ChOUTHS TpH > 5% 0@1 HTUTE Ha JICHATUIOMHUJ, U Hal- Maiko

2% pas3iimka B CbOTHOIICHUETO MEXKIY JICHAJINAOMU U miane6o.

0 BcHYkH BB3HHKBAILM 110 BpEME Ha JICYCHUETO HEXKEIaHH CHOUTHS CTere 4 ipu 1% OT MalMeHTUTE Ha JICHATHIOMHA U
Haii-Maiko 1% pasinka B ChOTHOIICHHETO MEX Ly JTCHAIMIOMHU U ILIALL

0 Bcuuky BE3HHKBAIIH 110 BpeMe Ha JICYSHHETO CEPHO3HH HEKeJIaHH THs IpU 1% OT NalMEHTUTE HA  JICHAJIMIOMUJ] ¥ Haid-
MaJiko 1% pasiika B CbOTHOIMIEHUETO MEXK]LY JIEHATUJIOMHI 1 rmau@

. TIpoyuBane ¢aza 2 Ha MHEIOUCIIIACTHYHE CUHAPOMH

0 Bcuuky Bb3HUKBAIIH 110 BPEME Ha JISUEHUETO HEXKENIAHU ChO pu > 5% OT JIEKYBaHUTE C JICHAIMIOMHU]] MALUEHTH

0 Bceunuku Bb3HUKBAIIY 110 BpEME Ha JIEUEHHETO Hexenanu cbOuius crenen 3 wim 4 npu 1% ot j1eKyBaHUTE ¢ JICHATUIOMH]L
[AIHCHTH

0 Bcuukn Bb3HUKBALIH 110 BPEME Ha JICUCHUETO cepmo&@enaﬂn cpOuTHs IPH 1% OT NeKyBaHUTE C TCHATUAOMUL
MalUeHTH

Pesome 6 mabauuen 6uo 3a KOMOUHUPAHA me 51 npu DJ1

Ciiennara TabinIa € chCTaBeHa OT JaHHHU, C,

aHu 110 Bpeme Ha ocHoBHHUTE npoyuBanust (NHL-007 u

NHL-008), B KonTO Npy HMAIUEHTH C (I)OJ'IK peH TuM(OM, € U3MONI3BaH JCHATUIOMHUI B KOMOMHAIIHS

¢ puTyKcumao.

R\

Ta6auna 4: HJIP, cho611eHu B K{%:mqmne M3NUTBAHMSA NPU MANMEHTH ¢ (POTUKYJIAPEH

JuMGOM, JIEKYBAHHU € JICHAJUIOMH,

B KOMOMHAIIUS C PUTYKCHMAa0

CucremMo-opratex \Bcnlnm HJIP/YectoTa

riaac/Ilpexnounran TepK&r

HJIP 3—4 crenen/YectoTa

MHoro gyectu
WNHudexmus va ropaute
JUXAaTEHN NbTUIIA

HNudexuuu u an)eCTﬁPm
O

&
¢S

L

C,

Yectu

CHHY3UT, HH(EKIIS Ha
MUKOYHUTE IBTUILA

ITeBMOoHUs’, TPUII, GPOHXHT,

Yectu

ITaeBmonus’, cencuc’, GenoapodHa
WHOEKIUS, OPOHXUT,
racTPOEHTEPUT, CHHY3HT, HHMEKIHS
HA MKOYHHTE IIHTHINA, ETyTHT

H 3MH —
KavyecTBeHH,

Ka4YeCTBCHH U

MHoro yectn
AKTHBHpaHe Ha TymMopa

Yectn
Ba3aHOKIEThYEH KapIHHOM

QQ/
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Hapymenust Ha KpbBTA B
auMmdHaTa cucrema

MHoro yecTtu
A
Heytponenus *, anemus’,
A
TPOMOOIUTONICHHS ,

*k ook ok
nekonenust Jlmmdornenns

MHoro uectu
0
Heytponenus
Yectu
Anemus’, TpoMGoIUTONIEHNUS ‘@
deGpunna HeyTponeHns’, Q
NaHIUTONEHHS, JIEBKOTIEH S @

Hapymenust Ha
MeTa00/1M3Ma U XpaHEeHeTo

MHuoro yectu
IloHMXEH areTuT,

kokok
UM OTICHHS /&
Yectn
Hexunparamnus, XHHGpi@MeMI/IHO,

XUIIOKAIHEMUS XHIOKAJINEeMHUs, XUIopogharemus,
XUIIEPYPUKEMUS fb
Yecru O)
Xunogocharemus, Q\
JexupaTanus Q/
IlcnxuyHu HApyLIeHUs Yectu

Jenpecus, 6e3cpHUE

o

HapyuieHust Ha HepBHATa
cHcTeMa

Mamuoro yectu
I'maBoGomME, 3aMassHOCT

4

P
Q HKOIT

Cbpaeynu HapyuieHust Heuectn @
ApI/ITMI/ISIO
\@
CbaoBH HApyLIEeHUS Yectn X Yectu
XUOTOHUS benoapobua eM6omust ,’, XUIOTOHHS

R4

PecnuparopHu, rpbaHu U MHoro uecT Yecru
MeINACTHHAJHU I[I/ICHHCHO, NUIAIA, I[HCHH6;1°
HapylleHus O
Yec
O pHUHTeanHa 0oJKa,
OHUS
CroManiHo-4YpeBHH “Muoro uectn Yectu

napymenns \\\{_g
&
O
S
e

y ]

|\ Kopewmna 6oska’, inapus,
3aIek, raJieHe, MOBPhIIAHE,
JUCIICTICUA

Yectn

boska B ropHaTa yacT Ha
KOpema, CTOMaTHT, CyX0Ta B
ycrara

Kopemna 60m1ka’, quapus, 3armex,
CTOMATHT

e
Ha KoKaTa u
aTa TbKaH

Hapym
MOAK

Q
&

Y

MHuoro yectu
O6pus’, IpypuTyC

Yectn
Cyxa Koa, HOITHO
U3MOTABAHE, CPUTEM

Yectu
O6puB’, IpypuTyC
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Hapymenusi Ha MyCKyJIHO-
CKeJIeTHATAa CHCTeMA
ChEAMHHMTEIHATA ThKAH

MHoro uectu
MycKynHH cria3Mu, 0OJKa B
rbp0a, apTpanrus

Yectn

Bonka B kpaitHUK, MyCKyJTHa
c11abocCT, MyCKYJTHO-
CKeneTHa 00JIKa, MUAIITH,
0oJKa BbB Bparta

Yectu
MyckyiHa ci1abocT, 00JIKa BbB
Bpara

o~

Q

Hapyumenusi Ha 0b0peuure u
NMUKOYHUTE MbTHIIA

Yectu Q

OcTtpo 6p0peyHo pr@)gaHeo

OO0mu HapyuieHus 1
edeKTH HA MACTOTO HA
NPUHJIOKEHHe

MHoro yecTu
IMupexcus, ymopa, acTeHus,
nepuQepeH 0ToK

Yectu

YwMmopa, acT g{

Yectu
Hepasnonoxenue, cryaeHu
TPBIIKH

MHoro yectu
IloBumiena ananuua
aMUHOTpaHc(epasa

N3caenBanus

Q
<

<

CH

Yectu
IlonmxeHo Tero, In

OMITMpyOHH B Kp”ﬁ@&

N

" Bx. Touka 4.8 Onucanne Ha H30paHK HEKEIAHH JICKAPCTBEHU pea@
ANTopuTHM, IPUIOKEH 32 (HOINKYIapeH JTUMPOM:
Konrposnupano nznursane dasza 3:

o} NHL-007 HJIP- Bcuuku B3HHKBAIIH 110 e Ha JiedeHnero Hexenanu csoutns (HC) npu > 5,0% oT nauueHTure B
PaMOTO Ha JIEHAIUOMUI/PUTYKCUMAO mmam«) 2,0% mo-Bucoka yecrora (%) B paMOTO Ha JICHAIHJIOMHL B CPaBHEHHE
¢ KOHTpOIHOTO pamo (ITomymanus 33063 CHOCT)

o} NHL-007 HJIP ct. 3/4 - Bcnuku Bb mu no BpeMe Ha nedennero HC crenen 3 unm crenen 4 npu Haif-manko 1,0% ot
MALUEHTHUTE B PAMOTO Ha nenmnzm /puTykcuMab u ¢ Hali-Maiko 1,0% 1mo-BHCOKa 4ecToTa B paMOTO Ha JICHAJMIOMH B
CpaBHEHHE C KOHTPOIHOTO pamof( yanus 3a 6€30IacHOCT)

0 NHL-007 Cepuosan HJIP- ch% CEepHO3HN BB3HUKBAIH 110 BpeMe Ha siedeHnero HC npu naii-manko 1,0% mnanmeHTure B
PaMoTO Ha JeHAIMIOMUY/PUTYKCUMAab u ¢ Haii-Manko 1,0% Mo-BHCOKa YeCTOTa B PaMOTO Ha JICHATMAOMH/PUTYKCHMA0 B
CpaBHEHHE C Kompom{o;ia (ITommynamust 3a 6e3onacHoct) OJI nznursane daza 3 ¢ exqHO pamo:

o} NHL-008 HJIP- Bcuq@sﬂuksamn 10 BpeMe Ha JICYCHHETO HeXKeNaH! ChOUTHs 1pH > 5,0% OT nauueHTuTe

o} NHL-008 HJIP cr. 34 -Bcuuky Bb3HUKBAILM [0 BPEME Ha JICYSHUETO HEeXKENaHu ChOUTHs crereH 3/4, choOIaBaHu mpy >
1,0% oT nmanueHT) A

o} NHL-008 Cepuo JIP- Beuuky cepro3HH BH3HUKBAIIM 110 BPEME Ha JICYCHUETO HeXKEIaHU ChOUTHS, ChOOIIaBaHU [IPH >

1,0% ot mary

0
Hexenanu cxoutus, c1,06

N
Kacae camo cepnosun
" ,,06puB* Brirousa 1T o

o

,,JJeBKOIIeHHS“ B!
= Jlumdonenu:

KaTO CEPHO3HH NPH KIMHUYHH M3IUTBAHUS IIPH (OIMKYIApeH TUMpOM

MU JICKAPCTBEHU PEaKLIUU
MB 1 MaKyJIOMaIyJa03eH 00puB

a [T JieBKONIEHHS ¥ IOHWKEeH Opoii Ha GeNnuTe KPbBHU KIETKH
uBa 1T numdonenus u noHmwkeH 6poit Ha TuMdonuTHTe

Pesrome
OcseH
cre

1 bnuyen 8U0 Ha HedcelaHume peakyuu cned nycKkaHnemo Ha naszapa
CIIOCOYCHHUTC HEKEIaHU PCAKIUU, ITPOSABEHHU IPHU OCHOBHUTE KIIMHUYHU U3IINTBAHUA,
a Ta6J'II/II_Ia € CbCTaBCHA OT JaHHH, IIOJYUYCHHU CJIC ITYCKAaHCTO Ha Iasapa.

guna S. HJIP, cho011eHd 0T MOCTMAPKETUHIOBA YNIOTPe®a NMPU MANlMEHTH, JIEKYBaAHH C
€HAJHIOMM/]

Cucremo-opranes Benuku HJIP/YectoTa HJIP 3—4 crenen/Yecrora
kaac/Ilpexnountan

TepMHH
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Nudpexuuu u

C Heu3BeCcTHA YECTOTA

C Heu3BeCTHA Y4eCTOTA

(C’o

A4

3JI0KaYeCTBeHH M
HeolnpeeJeHu (BKIIL.

uHecTauuu BupycHu uHpeKIHH, BKIFOUNTETHO Bupychu nHb ek,
peaKkTHBHpaHE HAa BUpYyCa HA XepIec BKJIFOUUTEITHO PEAKTUBUPAHE
30CTep M Ha xenaTut B Ha BUpYca Ha XepIec 30CTep U
Ha Xenatut B
@,
Heonnazmu — Penxn Qv
A00poKaYecTBEHH, Tymop-nu3zuc CMHILpOOM&

Hapymenus: Ha KpbBTa
u JuMdHaTa cucremMa

C Heu3BecTHAa YecToTa
[IpunoduTa xemopuus

Q
’OA
)

30cTep M Ha Xermatut B

S,

Nudpexuuu u C Hen3BecTHa YecToTa C nens Ha 4eCTOTa

uHecTanumn BupycuHn uHpeKIHN, BKIFOUNTETHO Bupychw nadexuun,
peakTHBHpaHe Ha BUPYCa Ha XepIiec B TEJIHO pEaKTUBUpaHE

»

H pyca Ha Xepriec 30cTep 1
xeratuT B

C Hen3BeCTHA YECTOTA
OTXBBpIISHE HA TPaHCILIA
COJIMJIEH OpraH

H

y_ "N
7
Hapyumenus Ha Penku " Penku
HMYHHaTa CHCTEMA AHadurakTHYHA peaKkus Q AHaduakTHYHA peaKknus

HapyLIeHUst

Hapymenus Ha Yectu Qj

€H/IOKPUHHATA CHCTeMAa XHnepTHpeonz{H%M\}*

Pecniuparopuu, rppaau | Heuectn Penxu

U MeJUACTUHATHH Bbenoxpobua @nepTom/m BenonpobHa xuneproHus

C HeusBecTHA YECTOTA
I/IHTepCTI/IHI/IaJ'IeH ITHCBMOHUT

CToMAalIHO- YPEeBHH
HapyLIeHust

\

Ny

C HeusBecTHA YeCTOTa
[TankpeaTuT, CTOMAIITHO-
ypeBHA nepdoparyst (BKIL
niepdopanus Ha JUBEPTHKYI,
Ha THHKOTO U Ae0€eJI0TO qepBo)A

7~
Xenamﬁnnnap@{

HapyLIeHUst

<
L

O

C HeW3BeCTHA YeCToTa

OcTpa uepHOAPOOHA HEAOCTATHLUHOCT
TOKCHYEH XCIATUT , IUTOINTHICH
XEIaTHT , XOJIECTATHYEH XCIaTUT ,
CMeCeH LIMTONMTHYEH/X0NECTATHYEH
XemaTuT

C Heu3BeCcTHA YeCcTOTa
Octpa yepHOIPOOHA
HE0CTaThUHOCT , TOKCHUeH
XEmaTuT

~
o

QQ/
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Hapymenust Ha Koxkarta Heuectu
U MOAKOKHATA ThKaH AHnruoenem

Penxu

Cunnpom Ha Stevens-Johnson' , |
TOKCHYHA eIHIepMaHa %
HEKpOIU3a

C HeM3BECTHA YECTOT &
JIEBKOIIMTOKIIACTH
BacKyJIUT, JIekapciBeHa
peaxius ¢ €O3MHOPHINS 1
CHCTEMHH CI/H\@OMI/IA

A BUXXTC TOYKaA 48 Onuca}me Ha ]/[36paHI/I HCXCIIaHUu HCKapCTBCHI/[ peaKL{m{ %

Omnucanne Ha M30paHU HEKEJIAHU JIEKAPCTBEHU PEAKIIHU &Qj

Tepamoeennocm Q/

JleHaTMIOMUI € CTPYKTYPHO CXOJICH C TATUAOMU. TalugaoMu € n3B TEPaTOTeHHO aKTHBHO
BEIIECTBO MIPH XOpa, KOETO MPUUNHSBA TEKKH KUBOTO3aCTpAIIaBa nenu aedextu. [Ipun maiiMmynu
JICHAJMIOMU/] TIPEM3BUKBa MaopMaliu, moJ00HN Ha TE3H, Ol 3a TAIMIOMHT (BXK. TOYKHU 4.6 1
5.3). Ako nipu xopa 1o BpeMe Ha OPEeMEHHOCTTa Ce MpueMa JICHATHROMU/I, CE OYaKBa TepaToreHeH
eeKT.

Heymponenus u mpomboyumonenus ﬁz

- HoBoauargoctunppad MyJITHIIIIEH MHEIOM: ITAIMERTH, KOUTO ca ounH nmouioxkenn Ha ATCK,

JICKYBAHU C MOUTHPIKAIIO JEUCHUE C JICHATIHI

IMoaabprKaIIoTo JIeUeHre C JEHATHIOMHI CIIeT ATCIE ce CBBP3Ba C IMO-BHCOKA YECTOTA HA
HEYTPOIICHUS CTeleH 4 B CpaBHEHUE C MOAbPKAUIY MPUIIOKEHUE Ha muianedo (croTBeTHO 32,1%
crpsimo 26,7% [16,1% crpsimo 1,8% crnen 3an@lﬂe Ha nojyrbpikario jeuenue] mpu CALGB 100104 u
16,4% crpsimo 0,7% nipu IFM 2005-02). IT JIOTO ce B pe3ynraT Ha nedeHneto HC HeyTponeHus,
BOJIEIO JO CIUPAHE HE JIEHAIHIOMU CE &ﬁoz{am cpoTBeTHO TipH 2,2% ot maumenture B CALGB

100104 u 2,4% ot nauuentute B [FM -02. ®debpuitHa HEYTPOTIEHUs CTereH 4 ce choOIaBa ChC
CXOJIHA YeCTOTa IIPH paMeHaTa Ha no@pxamo JIeYeHNe C JCHATNIOMUI, B CPaBHEHHE C paMeHaTa Ha
MOATBPIKAIIO MPUIOKEHHUE Ha TUIA B ABeTe npoyuBaHus (cboTBeTHO 0,4% crpsimo 0,5% [0,4%

crpsimo 0,5% cren 3anmouBane Ha n\o;:un,pxcamo neuenne] nmpu CALGB 100104 u 0,3% copsimo 0% npu

IEM 2005-02). \{_&

[Momabprkalio JedeHue ¢ uaomun cien ATCK ce cBbp3Ba ¢ M0-BUCOKA YECTOTA Ha
TPOMOOIIUTOTICHHS CTE Wid 4, B CpaBHEHHUE ¢ TIOJIBPXKAIIO MPUIOKEHHE Ha T1alebo (ChOTBETHO
37,5% capsimo 30,3% ,9% crnpsimo4,1% cnen 3amouBane Ha nojabpikamio jeuenne]| mpu CALGB
100104 u 13,0% ¢ 02,9% npu [FM 2005-02).

- HOBOIMAPROCTHIIMPAH MYJITHIUICH MUEJIOM: NAIMEHTH, KOMTO HE Ca MOJIXOJIAIIH 3a
Tpch@{Taum, MOJYYaBally JCHATAIOMHUJ B KOMOWHAIINS ¢ OOPTE30MHO M JIeKCaMeTa30H

Heyrpomn cTerneH 4 ce HaOMroAaBa B paMoTo Ha RVd B mo-Majika cTermeH OTKOJIKOTO B

oto pamo Ha Rd (2,7% cpsimo 5,9%) B mpoyusanero SWOG S0777. ®ebdpunna

Wl CTETeH 4 ce choOIIaBa ChC CXOMHHU YeCcTOTH B pamoTo Ha RVd u pamoto Ha Rd (0,0%

0,4%).

OMOOIIMTOTICHHUS cTeNeH 3 win 4 ce HaOmoaBa B paMoTo Ha RVd B mo-BrucoKa CTENeH OTKOJIKOTO B
Q paBHUTENHOTO pamo Ha Rd (17,2% crpsimo 9,4%).

- HoBoamarHocTunmpas MyJITHIDIEH MUEIIOM: MAIIMEHTH, KOUTO HE Ca TOJXOJIAIIN 3a
TPaHCIUIAHTAIIUS, JIEKYBAaHH C JICHATMAOMHIJI B KOMOMHAIIUS C IeKCaMeTa30H

KomOnHammsTa Ha JCHATUIOMHT C EKCAMETa30H IPH MAIIMEHTH C HOBOJUATHOCTHITNPAH MYJITHILICH

MHEIIOM C€ CBBP3Ba C M0-MaJika YecToTa Ha HeyTponeHus 4-ta creneH (8,5% npu Rd u Rd18 B
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cpaBrenne ¢ MPT (15%). ®ebpuina HeyTponieHus 4-Ta creneH ce Habmoaasa psaako (0,6% npu Rd u
Rd18 B cpaBuenue ¢ 0,7% npu MPT).

KomOnnanusTa Ha JEHATHIOMHI C IEKCAMETa30H IPH NAMCHTH ¢ HOBOIUATHOCTHIIMPAH MYJITHILICH
MHEJIOM CE CBBP3Ba C IO-MaJIKa YeCTOTa Ha TpoMOormToneHus 3-ta u 4-ta creneH (8,1 npu Rdu Rdl
B cpasaenne ¢ MPT (11,1%).

- HOBOIII/IaFHOCTI/HII/Il’)aH MVYJTHIIJICH MHUEJIOM: IMAIIMECHTHU, KOUTO HE Ca NMOAXOAAIIH 3a &Q
TpaHCIITIaHTaus, JJCKYBAHHU C JICHAJIHMJOMM/ B KOM6I/IHaHI/Iﬂ C Meﬂd)aﬂaH U IpCAHU30H
KOM6I/IHaHI/I$ITa Ha JICHAJINAOMU] C Men(banaH 1 NIPEAHU30H IIPU MAallMEHTH C HOBOAUATHOCT H

MYJITUIUIEH MUEJIOM C€ CBBP3Ba C IIOBUIIIEHA YECTOTA Ha HeyTporneHus 4-ta crened (34,1%
MPR+R/MPR+p) B cpaBHenue ¢ MPp+p (7,8%). HabnronaBaHa e nmoswuilieHa 4ecToTa Ha qépmma
HeyTponenus 4-ta crerneH (1,7% npu MPR+R/MPR+p B cpasrenwue ¢ 0,0% mpu MPp@

KomOunHanusTa Ha ieHamuaoMu/l ¢ Melianad ¥ IPEIHU30H MTPH MAIUEeHTH C HOBQz‘garHOCTMquaH
MYJITHILICH MUEIIOM C€ CBBP3Ba C MOBUILICHA YECTOTa Ha TPOMOOIIUTOTICHHS 3-% -ta crened  (40,4%
nipu MPR+R/MPR+p), B cpaBuerune ¢ MPp+p (13,7%). &

- MyNTHILUIEH MUEJIOM: ALMEHTH C IIOHE €HA IIPEAXO0XKAIIa Tepam(zj
KomOunHanusTa Ha JICHATHIOMH]L C JEKCaMETa30H TPH MAITUSHTH C MY, JICH MHEJIOM CE CBBp3Ba C
MOBUIIIEHA YECTOTa Ha HeyTponeHus 4-ta crene (5,1% npu narue , JIEKYBaHHU C

JICHAJIMJIOMUJI/ IEKCaMeTa30H, cpaBHEeHO ¢ 0,6% mpu NmareHTHTe, BaHU ¢ IUIanebo0/IekcaMeTasoH).
Enuzonu Ha hebpunina HeyTporeHus 4-Ta creneH ca HabmogaBanu psako (0,6% npu nanueHTure,
JIEKYBaHU C JICHATMIOMHUJI/IeKkcameTa3oH, cpaBHeHo ¢ 0,0% n;éﬂaunemme, JIEKyBaHU C
1are0o0/IeKkcaMeTasoH). Q/

KOM6I/IH8.LII/ISIT8. Ha JICHAJIMAOMU C ACKCAMETA30H IIp $€HTH C MYJITUIIJICH MHUECJIOM C€ CBBpP3Ba C

MOBUIIICHA YECTOTA Ha TPOMOOIIUTONEHU 3-Ta U 4- neH (cboTBeTHO 9,9% 1 1,4% nipu
TAIIMEHTHTE, JICKYBaHU C JICHATUIOMUI/JICKCaMET, , cpaBHeHH ¢ 2,3% u 0,0% mpu nanueHTHTe,
JIEKyBaHHU C IU1a1e00/1eKcaMeTa3oH). @

- [ManrenTy ¢ MUETOMCIIIACTHYHU CH{POMH

[Tpu manyeHTUTe C MUEIOIUCILIACTUYH: \zprMH JICHATUIOMUJT CE CBBP3Ba C II0-BHCOKA YECTOTA Ha
HeyTponeHus crened 3 wm 4 (74,6% AIMCHTHTE, JICKYBAaHU C JICHATUAOMUJ, B CPAaBHEHHE C
14,9% nipu manmeHTUTe Ha Tuianedo oyuBaHeTo (a3a 3). Enuzoau Ha pebpmitHa HeyTporieHUs
creneH 3 win 4 ce HAOMIOAaBaT TP % OT MalMeHTHTE, JeKyBaHU C JICHATUAOMU/, B CPABHEHUE C
0,0% mpu manuenTute Ha miangbo, JleHanuaoMu ce CBbp3Ba ¢ MO-BUCOKA YECTOTA Ha
TPOMOOITUTOIICHHUS CTETIeH 3 (37% mpu manpeHTuTe, JIeKyBaH! C JICHATMIOMU, B CPAaBHCHHUE C
1,5% npu nanMeHTUTe Ha 11 00 B mpoyuBaHeTo (aza 3).

- IManuenTty ¢ GosmkyIapeH auMbom

KomOuHanusTa Ha 11 JIOMUJI ¢ pUTYKCUMA0 ripu (hoJUKyapeH JuM(oM ce CBbp3Ba C I0-BUCOKa
YECTOTa HAa HEYTP creneH 3 unu crened 4 (50,7% npu nauMeHTUTe, JEKyBaHH C
JICHATUIOMUJ/ pUTYKCHMA0, B cpaBHeHHUE ¢ 12,2% 1pH NalMeHTHTe, JICKyBaHU ¢ IUtanedo/puTykcuman).
Bewnukn cinyd HEYTPOTICHU cTeTieH 3 wiH 4 ca o0paTUMH TTOCPEICTBOM BPEMEHHO IIPEKHCBAHE
WM HaMaJIs Ha J1o3aTa W/WIU MOIIbPIKaIIo JieueHne ¢ pacTexkHu Gaktopu. OcBeH ToBa GedpriHa
HEYTPOIT ce HaOmoaBa psnko (2,7% npu ManueHTuTe, JISKYBaH! C JICHATHNIOMU/pPUTYKCHMAa0, B
cpaBHeHne ¢ 0,7% Mpu nanueHTUTe, JEKyBaHH C ILTalebo/putykcumao).

JI JIOMUJ B KOMOWHALIMS C PUTYKCUMal ce CBbP3Ba U C MO-BUCOKA YECTOTa Ha TPOMOOLUTONECHHS
erren 3 nm 4 (1,4% npu nanueHTuTe, JeKyBaH! C JICHATHMIOMH/pUTyKcuMal, B cpapaeHne ¢ 0% mpu
HCHTHTE, JICKYBaHU C TUIAe00/pUTyKCHMA0 TTaI[MeHTH).

Benosna mpomboembonus

INToBumen puck ot ABT u BE ce cBbp3Ba ¢ ynotpedara Ha KOMOMHAIHA OT JICHANUAOMU C
JEKCaMeTa30H MPU MalEeHTH C MYJITUIIJIEH MUEIIOM U B IIO-MaJIKa CTENEH IIPU MAlUEHTH, JIEKYBaHU C
JICHATUIOMUZ B KOMOUHAIHS ¢ MeldaliaH ¥ IPeIHN30H, WIN NP MAIUEHTU C MYJITHIIEH MUETIOM U
MHEJIOVCINIACTHYHN CHHIPOMH, JICKYBaHH C MOHOTEpAMNus ¢ JICHATHAOMUL (BX. TOUKa 4.5).
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EnHoBpeMEHHOTO IpUIaraHe Ha CTUMYJIMpALU EpUTPOIOE3aTa CpeAcTBa uiK aHamue3a 3a JIBT cbino
MOTaT Jja yBeIH4aT PACKa OT TPOMO03a P TE3H TAIUeHTH.

Undapxm na muokapoa
HHbapkT Ha MUOKapa ce ChOoOIIaBa MPY MALKMEHTH, MOJyJYaBalld JICHATHIOMHUI, OCOOCHO MPH TE3H C /O
W3BECTHH PUCKOBH (DaKTOPH. b

Xemopacuunu napyuienus
XeMoparuuHuTe HapyIIeHHs ca JaIeHU 0] HAKOJIKO CHCTEMO-OpraHHH KitacoBe: Hapyrenus &
KpbBTa 1 JuM(pHATA CUCTEMa; HApyIIEHU Ha HEpPBHATA cUcTeMa (MHTpaKpaHHaJIeH KPbBOM3. :
pecrupaTopHH, TPBIHA M MEAUACTHHAIHY HApYIICHHS (EIMICTAKCHUC); CTOMAIIHO-UPEBHH HADYIIICHHS
(KbpBEHE OT BEHIIUTE, XEMOPOUJIEH KPbBOM3IINB, pEeKTalleH KPhbBOU3IIMB); HApYIIEHHs HAa OBOpeLuTe u
MUKOYHHUTE ITBTUINA (XEMATypHsl); HapaHsSIBaHUS, OTPABSIHIUS M YCIOKHEHUS, BH3HUKH pe3ynrar Ha
HWHTEpPBEHLUUHU (KOHTY3UH) M ChAOBH HapyIIEeHHs (€KXUMO03a).

Anepeuynu peakyuu 1 MeACKU KOICHU Pearyuu
CpoOm1aBaT ce caydau Ha allepIU4HU PEaKIHX , BKITFOUUTEITHO aHTHOEEM, a
TEXKU KOKHU peaknnu, BkiountenHo SJS, TEN u DRESS, npu ynotpe6
JauTeparypara ce choOIIaBa 3a Bb3MOXKHA KPBCTOCAHA PEAKIIUS MEKTY
[NanmenTty ¢ anamMHe3a 3a TEKBK 00PUB, CBBP3aH C JICUCHHUE C TATHIIO
neHanuIoMuU (BXK. Touka 4.4). /O

TaKTHYHA PEaKIus U
neHammnoMun. B
JIOMUJ U TATUJOMUJI. .

¢ TpsI0Ba Ja MmoJry4yaBar

Bmopu nvpsuunu 3noxavecmsenu 3a601:16anus 2
B xiuHIYHYM TpOyYBaHUS Ha JICKYBaHH MPEIH TOBA MAIHEHTH @I/IeHOM C JICeHATUAOMUJY/ IeKCaMeTa30H
B CPaBHEHHE C KOHTPOJMTE, BKIIOYBAIIY TT1aBHO 6a3anH01<J®,qu WIN CKBaMO3HOKJIETHYEH paK Ha

KO’Kara. Q\

Ocmpa muenouona iesxemus \>g/

- MYyITHILUIEH MHEIOM Q/

Cny4yan Ha OMJI ce HaGnrO1aBaT B KIMHHYHUTEAZIUTBAHUS TP HOBOJMATHOCTUIIUPAH MYJITHILICH
MHEIIOM TTPH TAIMEHTH, TPOBEXKIAIIHN JICUE C JICHAJTUIOMU/] B KOMOWHANUSA ¢ MeN(haiaH, WK
HerocpencTBero cinen BJAM/ATCK (13215. &Ka 4.4). ToBa noBHIlICHUE HE ce HAOMIO/IaBa B KIIMHIUYHH
M3MUTBAHUS Ha HOBOJUATHOCTHIIMPAH WIUICH MUEJIOM TIPH MAIlHeHTH, IPHEeMAIlH JICHATHIOMU/ B
KOMOHMHAIIMS ¢ IEKCAaMETa30H, B cpiz- We C TATUAOMHU] B KOMOMHAIS ¢ MeTi(aliaH U PETHU30H.

- MuenoaucnaacTUYHU CUEIROMHU

IIpoMeHIMBUTE HA U3XOIHO HHBO, ‘BKJ'IIO‘IBaH_II/I KOMIUIeKCHA nutoreHeTrka u TP53 myranus, ce
CBBP3BAT C nporpecus a0 O MIPY TALMEHTH, KOUTO ca TPaHC(HY3MOHHO-3aBUCUMH U UMAT
aHoManusTa fenenns Sq fr.\rouka 4.4). zuncneHusT 2-roguiieH KyMyJIaTHBeH PUCK OT MPOTpecust
10 OMJI e 13,8% mipu €HTU C aHOMAaJIMATa U30JMpaHa Jenenus 5q B cpaBHeHue ¢ 17,3% npu
MMALIMEHTH C JIEJIELN €lHa TOMTBTHUTEIHA IMTOreHeTHYHa anoManus U 38,6% mpu manyeHTH ¢
KOMILJIEKCEH KapH
B post-hoc ananmu3 Wa enHO KJIMHUYHO U3MUTBAHE C JICHATUIOMHU/I IPH MUETIOUCIUIACTHYHN CUHAPOMHU
H34YUCIICHATa oJuIlIHa yecToTa Ha mporpecus 10 OMIJI e 27,5% npu IHC-p53 nonoxxutenHu
MAIUEeHTH U Qﬁ% mpu [HC-p53 otpunarennu nauuentu (p=0,0038). [Tpu IHC-p53 monoxxutenHuTe
MANUCHT abrromaBa Mo-HUCKA YecToTa Ha nporpecust 7o OMJI cpen marmeHTHTE, KOUTO ca
MIOCTHI, otroBop HezaBucuMocT ot Tpanchysus (HT) (11,1%) B cpaBHeHUe ¢ HEIOCTUTHAIUTE
0Tro 34,8%).

00pOOHU HADYWEHUS.
00I11aBa Ce 3a CIICJHUTE HEXKETaH!U PEaKIuK ClIe MyCKaHEeTO Ha Mas3apa (C HeM3BECTHA YeCTOTa):
0CTpa YepHOAPOOHA HETOCTATHYHOCT M X0JiecTasa (M ABETE C MOTCHIIHATHO (haTaaeH U3X0/1), TOKCHUCH
XEIATHT, LIUTOJIMTHYEH XEIATUT, CMECEH LIMTOJUTHYEH/X0IECTATHUEH XEIaTHT.

Paboomuonusza
HabmtogaBanu ca peaku ciaydyad Ha pabIOMUONI3a, HAKOH OT KOUTO MPH NpUJIaraHe Ha JICHATUOMU
CBhC CTATHH.
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Hapywenus na wiumosuonama siciesa
Cro01aBany ca Cirydau Ha XUIOTHPEOUIN3BM U CITyYau Ha XUTIEPTUPEONIU3bM (BK. ToukKa 4.4
Hapymienus Ha muTOBHIHATA KIle3a).

Peaxyus na axkmueupane na mymopa u mymop-musuc cuHopom @
B mpoyusanero NHL-007 TFR ce crobmasa mpu 19/146 (13,0%) oT manueHTUTe B paMOTO Ha b
neHamuaoMuA/putykcumad crpsamo 1/148 (0,7%) narpieHT B paMoTO Ha 11anedo/puTykcuma. @
[oseuero cirydan va TFR (18 ot 19), cro0IICHN B paMOTO Ha JICHATUAOMHU/ PUTYKCHMAO, BL3H}@W

0 BpeMe Ha ITbPBUTE JBa IUKbBJIA Ha tedeHue. Exun marpent ¢ ®JI B pamoTo Ha
neHanuaoMu/putykcuMab nomydyasa TFR cwOuTre cTenen 3 cpsAMo HUTO eIWH MalUeHT 0TO Ha
wranedo/purykcnmad. B mpoyusanero NHL-008 7/177 (4,0%) ot mauuentute ¢ OJI nowl aT TFR;

(3 croOienust ca crereH 1 Mo Texect, a 4 ¢hOOIIeHUs ca cTereH 2); Kato 1 choOIIeHNE ce CuuTa 3a
cepuosHo. B npoyusanero NHL-007, TLS Bp3nukBa npu 2 namuentu ¢ OJI (1,4%) 0TO Ha
JICHATUIOMUJI/pUTYKCHMA0 ¥ He Bh3HUKBA ITPU HUTO eiuH naimeHty ¢ GJI B pamoToHa
wiane6o/puTykcnmMad; HUTO €MH OT IBaMaTa MalMeHTH He € uMai cpouTne cremeidy3 mwmm 4. TLS
BB3HKKBA 11pH | marweHt ¢ OJI (0,6%) B mpoyusanero NHL-008. Tosa e}lI/IHI/I‘@) cpbuTHe e
ompezieNieHO KaTo Cepro3Ha HekeNaHa peakius crerneH 3. B nmpoyuBanero NHI>007 HuTOo enuH
MAIMeHT HEe Ce Hajlara Jia MPeKbCcBa TepanusaTa ¢ JICHAIMIOMUI/ PUTYKCHM pamu TFR wmu TLS.

CmomauHo-4pesHy HapyueHus 2

o BpeMe Ha JICYCHUETO C JICHAINIOMHU] Ce ChOOIIaBa 3a CTOMamH@peBHH nepdoparmu. CTOMAIIHO-
4ypeBHUTE Mep(HOPALUK MOTaT Ja JOBEIAT J0 CCNTHYHU ycnomner@ M MOTAaT J1a C& aCOILMHUPAT C
(aTaneH U3XoI. @

Crpo0111aBane Ha HOJNO3UPAHN HEXKEIIAHN DEaKIINN Qj

Cro01aBaneTo Ha TOJJO3UPAHU HEXKETTaH! PEaKIHU cne)@zpemaBaHe 3a yrmorpeba Ha JICKapCTBEHUS
MPOAYKT € BaykHO. ToBa MO3BOJISIBA [1a IPOIBIIKH Ha@neﬁnem Ha CHOTHOIICHUETO IMOJI3a/PUCK 32
JICKapCTBeHUS MPOIYKT. OT MEIUIIMHCKUTE cneum@c W CE M3MCKBA J1a ChOOIIABAT BCSKA MOI03UPaHa
HEXXEeJIaHa PeaKIys Ype3 HAIlMOHATHA CHCTEMa 33@)6H18.B&He, IIOCOY€EHA B

[Ipunoxenue V. @
4.9 Ilpeapo3upane &O

QN

Hsama cnemmduuen onut B JIG‘IGHI/IGTO@ peao3upane Ha JEHATUIOMU/ IIPU MAllUeHTH, BBIIPEKU Y€e B
MPOYYBAHUS 32 JTO30B JIMAIA30H HSA TIAIMEHTH ca OWK ekcroHupanu 710 150 mg, a mpu eIHO030BU
MIPOYYBAHUS HIKOU MAMEHTH ca ekcrionupanu A0 400 mg. JlumutupainaTa 1o3ara TOKCUYHOCT B T€3U
MPOyYBaHUs € Oria OCHOBHO Xt‘{ak)nomlma. B cnyuaii Ha ipefo3upane ce TpenopbyuBa MOTbPKAIIO

JICYCHHE. A
5. D®APMAKO HH CBOMCTBA

51 d)apMaxou@an}m cBoiicTBa

®dapmakoTep TruHa Tpyna: Jpyru umyHocynpecantu. ATC kox: LO4AX04.

MexaHv@ Ha JENCTBUE

Heyﬁlowﬂl ce CBBp3Ba ANPEKTHO ¢ nepedion. Llepedion e kommoneHT Ha KynuH-RING E3

y WTHHIINTA3eH eH3UMEH KOMIUIEKC, KOWTO BKIIFOUBA CBBP3BAIINS YBpeIa
ezokcupudonykinennoBata kucenuna (JJHK) 6entek 1 (damage-binding protein 1, DDB1), kynun 4

ullin 4, CUL4) u perynaropa Ha kynauauTe 1 (regulator of cullins 1, Rocl). B xemonoeTndan KIIETKH

JICHATUIOMU/JT, CBBP3BAlKH ce ¢ 11epedIIoH, mpuBinya cyocrpaTauTe Oenthim Aiolos u  Ikaros,

TUM(POUTHY TPAHCKPUIIIIMOHHH (PaKTOPH; TOBA BOJH JIO TIXHOTO

YOUKBUTHHHPAHE U MMOCIIEABAIIO Pa3rpakiaHe, KOETO BOIH JI0 MPEKU [UTOTOKCUYHUA U

MMYHOMO/TyJIaTOPHHU €(EeKTH.
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[o-creruanHo JeHATHIOMHU HHXHOUpa TponudepanusiTa 1 NOBHUIABa alloNTo3aTa Ha OMPEICICHH
XEMOIOSTHYHU TYMOPHH KJIETKHU (BKJIIOYUTENHO Muia3MeHnTe MM TYMOpPHH KJIETKH, TYMOPHHUTE KICTKH
Ha (OJMKyIapeH TUM(OM U TE3U C ACNEIHs Ha XpOMO30Ma 5), 3aCHiIBa MEMUPAHUS OT T-KIETKUTE U
ectectBeHuTe KieTku youiiw (NK) umynurer u noumiaa 6post Ha NK, T u NK T-knetkure. [Ipu

MJC c ngenenus 5q JieHAIUIOMH/] CEJIEKTUBHO MHXMOMpPA KJIIOHA C aHOMAJIWsI, KaTO TMOBHINABA
aronTo3aTa Ha KJICTKUTE C JIeNenus 5q. b
KomOuHalusaTa Ha JICHATHAOMUI M PUTYKCHMMAa0 MOBHIIIABA aHTHTAIO-3aBUCUMATa KIICThYHA Q/

utoTokcuaHocT (ADCC) u mupekTHaTa arnonTo3a Ha TYMOPHHTE KJISTKH Ha (hOJHKYITapHUS nn@l.
MexaHnu3MbT Ha JIeHCTBIE Ha JICHATHIOMH/] BKITIOUBA M JOITBIHUTEIHH IEHCTBUS KaTo
AHTHAHTUOTEHHHU 1 MIPOEPUTPONIOETUYHH CBOICTBA. JIeHamuIoMu1 MHXUONpa aHTHOTeHe3atT
OJIOKMpaHe Ha MUTPAIMATA U aIXe3UATa Ha CHIOTCITHATE KIETKH U GOPMHUPAHETO HAa MUKD OBE,
3acuIiBa MpOIyKIMATa Ha deTareH XxeMornoonH o CD34+ xeMaTonoeTHYHUTE CTBOJIOBH é&rxn u
WHXUOUpa MPOAYKIHATa Ha iporH(p1aMaTopHy 1uTOKUHM (Harp. TNF-o u IL-6) ot Mc@_{mme.

Knuundyna eukacHOCT M 6€30I1aCHOCT Q\

EdukacroctTa 1 6e30MmacHOCTTa Ha JICHAJTMIOMHU]] ca OLICHEHH B IIIECT IPOyY s ¢daza 3 npu
HOBOJIMArHOCTHIMPAH MYJITHILUICH MUEIIOM U B JIBE MpoyuBanus ¢asa 3 mp, MTUBHPAIILL
pedpaxTepeH MyJITUILIEH MHUEJIOM, elHO (a3a 3 mpoydBaHe u enHo (a3 Oy4YBaHe Ipu

MUEJIOTUCIUIACTUYHN CHHIPOMH, ¥ e1HO (aza 3 muroc eqHo ¢asza 30 BaHe rpu UHXJI, kakTo €
OIUCAHO TIO-0JY. /O
Hoesooduazrnocmuyupan Myimunien Mueiom 2

<

- IMogabprxallio JeUYEeHHE ¢ JICHATUIOMUI IPU HaHI/IeH”I‘D,I Jomioxkenn Ha ATCK

EdukacHocTTa 1 6€30MMacHOCTTa Ha TOATBPIKAIIO JIed ﬁg\c JIEHAJIUIOMU/I € OLIEHEHO B JBE

MHOTOIEHTPOBH, PAHJOMU3UPaHH, TBOWHOCIIEITH I1p aHus (aza 3, ¢ 2 pamMeHa, HapajeIHo TPYINOBH,
iane6o-koHTpompanu npoyusanus: CALGB 1 u IFM 2005-02.
CALGB 100104 @

IToaxomsamy ca marMeHTy Ha Bb3pacT Me)KE[OS u 70 roguny ¢ aktused MM Hajaraill JeueHue u 0e3
TPE/IXOHA POTPECHsL CIIe]| HAYaIHO JIg e.

[TaumenTuTe ca paHAOMU3KPAHU B C @omem/le 1:1 B pamkute Ha 90-100 nuu cnen ATCK 3a
TOJITHPKAIIO JISYSHNE UITH C JIEH MU, WK ¢ Tiare6o. [Togabpxkaniara go3a € 10 mg BeaHbK
JTHEBHO B 1HU 1-28 B moBTaps ce 28-1HeBHU LWKJIH (C TIOBUIIaBaHe 10 15 mg BeIHBK AHEBHO clien 3
Mecela IpH JIUTICa Ha OrpaHH¥apaila J03aTa TOKCHYHOCT), KaTo JICUSHUETO MPOJIbIKaBa 110
nporpecusiTa Ha OoJecrra. A

IIspBuuHaTa KpaiiHa T 3a e()MKacCHOCT B POYUYBAHETO € IpexkuBsieMocT 0e3 nporpecus (I1BIT) ot
PaHIOMHU3UPAHETO aTa Ha MPOTPECHsI WK CMBPT, B 3aBHCUMOCT OT TOBa KOE CE CIIy4YH ITbPBO; B
MPOYYBAHETO Kpaij TOYKA 3a 001112 MPEXKUBSIEMOCT HE € OMII0 BE3MOXKHO J1a ce orenu. Oomio 460
MayueHTy ca pam@mnpam{: 231 manuedTy Ha JeHAIMAOMUL U 229 nanueHTy Ha mianeoo.
Jemorpadcku CBBP3aHHTE C OOJECTTA XaPAKTEPUCTHUKH ca OaJaHCUPAHN MEKIY JBETE TPYIIH.

€ pascIIerneHo Cliell MPernopbKa Ha KOMUTETa HaOJIF0IaBarl JaHHHUTE, CIICI KaTo €
rpaHuUIlaTa 3a IPEeIBAPUTEITHO TUIAHUpaHus MexIuHeH ananu3 Ha [1BI1. Cnen

AHeTO Ha IMAIEHTHTE B TPpyIaTa Ha mianebo ce pa3pelnasa a MPEMHHAT Ha JICHAIHIOMHT
porpecupase Ha OosecTTa.

yiratute 3a [1BI1 pu pascnensiBaHeTo, cie/ IpeABAPUTEITHO ITAHUPAHUS MEKIHHEH aHAIN3, TIPH
TlaTa Ha 3aKiIrouBaHe Ha gaHHuTe 17 nekemspu 2009 r. (15,5 mecena npocnensBane), mokassa 62%
HaMaJICHHUE Ha PHCKa OT IPOrpecus Ha 3a00JIIBAaHETO WIIM CMBPT B Ton3a Ha JieHamuaomua (HR = 0,38;
95% AN 0,27; 0,54; p <0,001). Menuanara Ha obmata [1BI1 e 33,9 mecena (95% A1 NE, NE) B
pamoto Ha seHanuaomuy cpemry 19,0 mecera (95% AU 16,2; 25,6) B pamoTo Ha miane6o.

[Tom3ara o otHomenune Ha [1BI1 ce HabmrogaBa kakTo B moarpynara nanuerTy ¢ [10, taka u B
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HOATpyTAaTa MaeHTH, KOUTo He mocturar I10.

B Ta6J'[I/IHa 6ca MpEeaACTaBCHU PEIYIITATUTE 3a MPOYUBAHETO C 1aTa HA 3aK/IFOYBAHC HA JAHHUTC 1

(despyapu 2016 .

Tabauna 6: Pesrome Ha o01IUTE JAHHU 32 e(PUKACHOCT

50’0

Jlemamunomug

(N =231)

N

Ouenena ot uscaenonarens IIBIT

AN
f\\

Meuana® na Bpemeto Ha IIBI1, B Mecerm (95% JAN)°

56,9 (41,9, 71,7)

29,4 20:7, 35.5)

HR [95% JAU]*; ¢ p-cToliHOCT"

I1bI12%

0,61 (0,48, 0,76); 0,001
R

Menunanaa Ha Bpemeto Ha [IBII2, B mecenn (95% my°

80,2 (63,3,101,8)/

33,8 (41,3, 64.0)

D

HR [95% JIN]® ; p-cToitHOCT"

0,61 (0,48>0,78); <0,001

00112 npe:KuBIEMOCT

Menuana® Ha Bpemeto Ha OIT, mecenu (95% JU)°

111,0 (1 ‘QIJ\IE)
s

84,2 (71,0, 102,7)

HecToTa Ha 8-roauuna npexussemoct,% (SE)

609 G.79)

44.6 (3,98)

HR [95% JJU]® ; p-cToliHOCT"

4061 (0,46, 0,81); <0,001

IpocsiensiBane ’0'
Menunana® (MUH, MaKc), MECEIIU: BCUUKHU MPESIKUBEIIH (Q1,9 (0,0, 119,8) | 81,0 (4,1, 119,5)
HALMEHTH o8

JI1 = noseputeneH unatepsar; HR = koeHIUEHT Ha pUCKa; MAKC = MAKCUMYM; MHH 7%nunmym; NE = He e onpezeneno; OIl = o0ma

npexussiemoct; IIBIT = npexussiemoct 6e3 nporpecusi;

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

695% JIU 3a Meauanara.

® Ha 6a3aTa Ha Mozena Ha CoxX 3a MPOMOPIMOHATHOCT HA PUCKA, CPABHSIB;

NS

MCKOBUTC q)yHKII]/[I/[, CBBP3aHU C ITOCOYCHUTEC I'PYITHA HA JICUCHHEC.

' p-cToiHOCTTa ¢ Ha 6a3aTa Ha HeCTPaTH(QUIMPAH JIOTAPHTMHUUIEH paH& Ha pa3nukuTe B KpuBuTe Ha Kaplan-Meier Mex /1y mocoueHuTe

paM€Ha Ha JICUCHHUEC.

A ExcrumopatopHa kpaiiHa Touka (I1BI12). JlenanumoMun, moiaydeH @acmuume B PaMOTO Ha J1a1e0o, MPEeMUHAIN KbM aKTHBHO JICUCHHE

clie]] pa3cleIsiBaHeTo, He ¢e CUMTa 3a JICYCHHE OT BTOPA JIMHHUS.
¢ Mennana Ha npocnenssaneto ciaeq ATCK 3a Bcnuku npexuse.
T'panuum 3a nannute: 17 gex. 2009 r. u 01 des. 2016 1. O

YACTHHUIH.

IFM 2005-02 J

[Moxxoasmm ca MaMeHTH Ha BB3PAacT,
TIOCTUTHAJIM Haii-MaJIko cTaOuIIeH
BBb3cTaHoBsgBaHe. IlanmenTure ca
JIEHATUIOMHJI, HIIH C I11aned0
¢ moBuIeHue 10 15 mg Bex
OTpaHMYaBaHe Ha J103aTa)
JTHEBEH ITUKBIT). JIeueHu

IIspBuuHaTa kpait aQ
CMBPT, KOETO Ce

307 namuen ianeoo.

TOJIMHM TIpH JUarHoctuiupaneTo, noaioxeHn Ha ATCK u
'%; €BTUYCH OTTOBOP KbM MOMEHTA Ha XEeMAaTOJIOTUIHO
paHIOMHU3UpPaHU B chOoTHONIEHUE 1:1 3a O IBpIKAIIO JISYSHHE WK C
(4\0 g BenubK THEBHO B AuK 1-28 Ha moBTapsmy ce 28-IHEBHY LUK

JTHEBHO cJie]] 3 Mecella MPH OTChCTBHUE Ha TOKCUYHOCT, BOJEIIA JI0

2 Kypca Ha KOHCOMUAAIus ¢ JeHanuaoMun (25 mg/nen, nau 1-21 ot 28-
CJIeJIBAJIO J]a MMPOABIDKY JI0 IPOrpechs Ha 3a00NIIBaHETO.

yka e [1bI1, onpenenena oT paHIOMHU3UPAHETO JI0 AaTaTa Ha MPOrPeCcHs WIn
IIBPBO; B IPOYYBAHETO KpaifHaTa TOUKa 3a 00I11a MPeXUBSIEeMOCT He OMII0

BB3MOXKHO ﬂ@guem/l. Pannmommsupanu ca 06110 614 manuenTy: 307 manueHTH Ha JTCHATUAOMU/ U

HpquBa‘J{:;o € Pa3sclIeNeHo ciIe] IPEeNopbKa Ha KOMUTETa HaOJI0AaBalll JaHHUTE, CIIel KaTo €
npemuf{aya rpaHuULATa 3a IPESABAPHTENHO IIAHUPAHUs MeXIiHeH ananu3 Ha [TBI1. Cnen

pa3

SABAHCTO Ha MAITMCHTHUTC Ha Hnaue6o HE C€ pa3pelllaBa Jia IpEMUHAT Ha JICHAJIMAOMU/I IIPEAN

ecupane Ha 6onecTra. PaMOTO Ha JIeHATHAOMU/L CIIMpA JICUEHHE, KaTo IIPOAKTUBHA MsIpKa 32
MACHOCT, Clie]] KaTo € yCTaHOBEHO HapyuiaBaHe Ha OanaHca Ha BII33 (Bxk. Touka 4.4).

Z)
Q Pesynrature 3a I[1BI1 npu pascnensBaneTo, ciie IpeABAPHUTETHO MJIAHUPAH MEXKINHCH aHATH3, ITPH
JiaTa Ha 3akiouBaHe Ha ganaute 7 toimm 2010 r. (31,4 Mecena npociezsiBane) mokassat 48% CHIKEHHE
Ha pHCKa B 0J13a Ha JICHATUIOMM/I IO OTHOIIIEHUE TIporpecupane Ha 6onectra wiu cMbpT (HR = 0,52;
95% 1N 0,41; 0,66; p <0,001). Menuanata Ha obmata I[1BI1 e 40,1 mecena (95% U 35,7; 42,4) B
paMoTo Ha JeHamuIoMu cpenty 22,8 mecena (95% AW 20,7; 27,) B pamoTo Ha mane6o.
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ITon3ara no orHomenue Ha [1BI1 e mo-manka B noArpynara nauuentu ¢ I10, B cpaBHeHHE ¢ MOATpymHaTa
nanueHTty, kouto He nocturat I10.

Axrtyammsupanara [1BI1, npu nata Ha 3akmouBane Ha gaHaUTe 1 deBpyapu 2016 r. (96,7 mecena
MpocesiBane) MpoAbDKaBa Jia mokas3sa npeanMctBo 1o otHomeHue Ha [IBIT: HR = 0,57 (95% AU /O
0,47; 0,68; p < 0,001). Menuanara Ha obmara [1BI1 e 44,4 mecena (39,6; 52,2) B pamoTo Ha b
neHamumoMu/ cpenty 23,8 mecerna (95% JAU 21,2; 27,3) B pamoto Ha miane6o. 3a [1BI12, Q/
HabmromaBanusT HR e 0,80 (95% U 0,66; 0,98; p = 0,026) 3a 1eHanuaoMu1 CupsmMo mianeoo.
Mennanata 3a obrmrara I[1BI12 e 69,9 mecerna (95% JI1 58,1; 80,0) B paMoTO Ha JICHATHIOMU/T ’&L{y
58,4 mecena (95% AU 51,1; 65,0) B pamoro Ha miane6o. 3a OIl, nabnronaBanust HR e 0,9(&@% N
0,72; 1,13; p = 0,355) 3a JreHamWIOMH/I CIIpSIMO ID1anie60. Mennanara Ha BpeMETO Ha 06Lu~aR4
npexuBsemoct € 105,9 mecena (95% /1M 88,8, NE) B pamoTo Ha neHaIuaoMu cpeiry 88,
(95% AU 80,7; 108,4) B pamoTo Ha mane6o. O)

- Jlenanumomua B koMOWHaIus ¢ 60pTe30MHO U IEKCAMETa30H IPU MAITMEHTHNKOUTO HE ca
IIOJIXOJISIIIH 32 TPAHCIUIAHTAIMS HA CTBOJIOBH KIIETKH Q/

Q)T JIEHAJUIOMUI U

TUIIJICH MUCJIIOM, KOUTO WIIH
Tamnus, 0e3 ma ce opeaBrxXaa

eceua

IMpoyuBanero SWOG S0777 orneHsBa 1o0aBsHETO HA OOPTE30MHUO KBM OC
JIeKcaMeTa30H KaTo HavajaHo JEeUECHHE, TOCIEIBAHO OT MPOABILKUTEIITHO
nporpecus Ha 3a00JsIBaHETO, TIPH MALUCHTH C HEIEKYBaH 10 MOMEHT:
He ca MOJXOIAIIN 32 TPaHCIUIAHTALNS, WM ca TIOAXOISIIHN 32 TPaH
HETIOCPEICTBeHA TPAHCIUIAHTAITHSL. Q

[TanueHTHTE B paMOTO Ha JICHATUAOMUJI, OOPTE30MHO H aexca@ramH (RVd) momy4aBat eHATUIOMUT
25 mg/neH nepopanHo B AHKTE 1-14, nETpaBeHo3HO GOopTegoNu6 1,3 mg/m’ B naute 1,4, 8 11u
JexcamerazoH 20 mg/neH nepopanHo B aaute 1, 2, 4, 5, %@il u 12 ot noBTapsuwm ce 21- qTHEBHU
IUKJIA B IPOJBIKEHIE HA MaKCUMyM oceM 2 1-nHeBHY nkbia (24 ceqmuim). [lanmenture B pamoTo Ha
neHanuaoMu u gekcamerazoH (Rd) momygasar ne:ﬁt\omm 25 mg/nen nepopanHo B gaute 1-21 u
JekcameTa3oH 40 mg/neH nepopaiiHo B AHHTE 1, 1 22 OT IOBTAPSIIH ce 28-THEBHU IUKIIH B
MPOABIDKEHHE HA MAKCUMYM IIeCT 28-THEBHH a (24 cenmunm). [lanmeHTHTE U B IBETE paMeHa
MpoABIDKaBaT Ja npueMar Rd: neHamumomuy g/NieH repopaiiHo B gHUTE 1-21 1 nekcameTa3oH

40 mg/nen nepopanHo B qHUTE 1, 8, 15 1 2@ MOBTapSIIHU ce 28-THEBHU ITUKIIH.

Jledenuero npopkaBa JI0 nporpecng,?a(ionﬂBaHeTo.

ITepBHUYHATA KpaitHa TouKa 3a epHK @(;T B IIPOYYBAHETO € IpekuBsieMocT 6e3 mporpecus (I1BIT).
006110 523 manueHTy ca BKJIIO‘ICHI/I&HpO}ﬂIBaHCTO, KaTo 263 ManueHTH ca paHIoMu3upanu Ha RVd n
260 marnuenTH ca pangommsupapy ga Rd. Jlemorpadckure XxapakTepUCTHKHA U CBBP3aHUTE ChC
3a00JIIBAaHETO xapaxrepncméa W3XOJIHOTO HHUBO ca J00pe OalaHCHpaH! MEXIy paMeHaTa.

AM ot IRAC, mo BpemeTo Ha MBPBUYHUS aHATN3, TIPU JaTa HA 3aKIIIOYBAHE
15 r. (50,6 mecena npociensaBane), moka3saT 24% MOHMKEHUE HA PUCKA OT
TO uiu cMBPT B non3a Ha RVd (HR = 0,76; 95% 1N 0,61; 0,94; p =0,010).
IIBIT e 42,5 mecena (95% U 34,0; 54,8) B pamoro Ha RVd crpsimo 29,9
Mmecena (95% AN 25,6; 38,2) B pamoto Ha Rd. [lomnzara ce HaOmoaBa HE3aBUCUMO JajlH MAIIMEHTHUTE ca
TOAXOISAIIH H%e 3a TPaHCIUTAHTANHUS Ha CTBOJIOBH KIICTKH.

Pesynrarure 3a IIBII, o
Ha ganaure 05 HoeMB
nporpecus Ha 320031
Menunanara Ha 00

8 (0) M1 WX HE 3a TpaHCIIaHTallud Ha CTBOJIOBU KJIETKHU.

Ql\,%%mma 7. Pe3iome Ha o01IMTE TAHHU 32 ePUKACHOCT
7
Hauanno jieuenue

RVd Rd
(3-cexMuvyHM DMKJIA | (4-CEIMHYHHU MUKIH
x 8) X 6)

(N =263) (N =260)
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MBI, ounenena ot IRAC (mecenn)

Menuana® va Bpemeto Ha [1BI1, mecenn (95% 41,7 (33,1; 51,5) 29,7 (24,2; 37,8)
an)°
HR [95% AU]*; p-croitHOCT 0,76 (0,62; 0,94); 0,010
O0ma npe:kuBsieMocT (Mecenu) (A
Menuana® Ha Bpemeto Ha OIT, Mecenu (95% JI1)° 89,1 (76,1;NE) | 67,2 (58.4;90,8)>~
HR [95% JIN]?; p-cToitHOCT 0,72 (0,56; 0,94); 0,013 (\“J
Otrosop — n (%) &\(
0611 otrosop: 110, MJTUO mm YO 199 (75,7) 170 (68,9
> MU0 153 (58,2) 83 (81)9)
[MpocaensiBane (Meceiu) *
Menuana” (MUH, MaKc): BCHUKH MaIlUEHTH | 61,6 (0,2;99,4) | 52@(0,4; 99,1)
JU = nosepureneH untepsan; HR = koeduuueHT Ha puck; Makc = MakcUMyM; MHH = MUHUMYM; NE = He Moxe ua{%ﬂpeuenn; OIT = obu1a
npexusiemoct; [TBI1 = npexussiemoct 6e3 mporpecusi.
2 Menunanata ce 6azupa BepXy n3uncienue o Kaplan-Meier. %
6 JiBycrpanen 95% /U 3a MequaHara Ha BPEMETO.
@KHP{H, CBBP3aHHU C TPYINTE 3a

neuenne (RVd:Rd).
" p-CTOHHOCTTA ¢ Ha 6a3aTa Ha HecTpaTH(UUUPAH JIOTaPUTMUYCH PAHTOB TECT. 1 MeanaHaTa Ha Ipoc HETO € U34YMCIICHA OT JaTaTa Ha
panznomm3anusra. Jlara Ha 3axmouBane Ha nannute = 01 nekemspu 2016 1.

® Ha 6a3aTa Ha HecTpaTtuduuupanus Moien Ha Cox 3a IPOMOPLHUOHATHOCT Ha PHCKA, CPABHABALLL pucxog

Axryanusupanure pesynararu 3a OIl npu nata Ha 3aK/IrOuBaHe Ha 113, e 01 mait 2018 r.
(84,2 mMecena MeqIaHa Ha MIPOCIIEIABAHE 32 IIPSKUBEIUTE MAlHEeH POABIDKABAT 1A TIOKAa3BaT
npeaumcto rpu OIl B mon3a va RVd: HR = 0,73 (95% AU 0,57;0894; p=0,014). 1enbT Ha )KUBUTE

ManyeHTH ciey 7 roauau e 54,7% B pamoro Ha RVd cripsimo 4@% B paMoTo Ha Rd.

- JlenanuaomMua B KOM6I/IHaI_II/I$I C JCKCaMETa30H IIpH &/ISHTI/I, KOHUTO HC Ca IMOAXOIAIIH 3a
TpaHCILJIAHTallMA Ha CTBOJIOBU KJICTKH

Be30MacHOCTTa H epUKACHOCTTA Ha JICHATHIOMU 6JOLICHEHHU B ¢IHO, MHOTOLICHTPOBO,
PaHIIOMU3HUPAHO, OTKPUTO MpoyyBaHe ¢dasza 3 (MI@ZO), ¢ 3 pameHa, IpH MAIMEeHTH, KOUTO ca Hak-
MAJIKO Ha 65-roMIIIHA BB3PACT WIIH MO-Bh3pactidil K, aKko ca MO-MJIaau OT 65-TONUIIHA BB3PacT, HE
ca KaHAW/ATH 33 TPAHCIUIAHTAIlMs Ha CTBOJJOBU KIIETKH, Thil KATO Ca OTKa3ald Jia ce MOUIoKaT Ha
TPAHCIUIAHTALUS HA CTBOJIOBH KIJICTKH H Jszcrmmnaum{ Ha CTBOJIOBH KJICTKH HE € BE3MOXKHA 32

narueHTa nopajau puHaHcoBa WIH JP nunHa. [Ipoyusanero (MM-020) cpaBHsiBa JICHATUIAOMHUIL 1
nekcamera3oH (Rd), maBanum 3a 2 pa3 10 IPOJBIDKUTEIHOCT IEPHOIa OT BpeMe (T.e. 10
mporpecupario 3abonssane [Pamo d] unu no ocemHazeceT 28-AHEBHH IMKbIA [72 ceamuim, Pamo

Ha Rd18]), ¢ mendanan, npenuuszon u Tamuaomua (MPT) 3a MakcumyM OT nBaHazeceT 42-THEBHH
nukbiaa (72 cenmunn). [Tarmermgre ca pangomusupanu (1:1:1) B 1 ot 3-Te paMeHa 3a JedyeHue.
[TaruenTuTe ca cTpaTudMIl TIPY PaHIOMU3UPAHETO TI0 BB3pacT (<75 crpsiMo >75 TOIUHH),
craguit (ISS cragum [ u 1 siMo ctanuit I11) u o ctpana.

ITatmenture B pame Q{a Rd 1 Rd18 ca npuemanu nenanumomu 25 mg BeIHBXK JHEBHO B THU OT 1-
BH JI0 21-Bu ot 28, HUTE [UKJIA B ChOTBETCTBHUE C PaMOTO MO npoTokouna. Jlekcamerazon 40 mg e
JlaBaH BEIHBK JHEBHO Ha 1-BH, 8-Mu, 15-Tu 1 22-1 [eH OT Bceku 28-aHeBeH UK. Havannara noza u
cxemara 3a R d18 ca amanTupaHu B CHOTBETCTBHE C BB3pacTTa M ObOpedHaTa (GyHKIMS (BXK. TOUKA
4.2). Maue >75 ronyHU MOTyYaBaT J03a JiekcaMmeTa3oH oT 20 mg BeAHbX JHEBHO HA 1- BH, §-
My, 15-tn -H JICH OT BCEKH 28-HEBEH IIUKBJI. BCHUKYM ManieHTH moiy4yaBat npopuiIakTuIHo
AHTUKO HTHa Tepanus (HUCKOMOJICKYJICH XelapyH, Bap(apuH, XermapuH, HUCKA 1032 aCIUPHH) IO
BpeM pOyUYBaHETO.

{ahqﬂam KpaifHa Touka 3a e(h)MKacHOCT B TIPOy4BaHETO € mpexkuBieMocT 6e3 mporpecus (I1BIT).
10 1623 manueHTH ca BKIFOYEHH B IPOYYBAHETO, KaTo 535 manuenTy ca panaoMu3upann Ha Rd,

41 naruenTtu ca pangomusupanu Ha Rd18 u 547 maruenTu ca pannomusupanu Ha MPT.
HeMorpadcknTe JaHHN B CBBP3aHUTE ChC 3a00JIIBAHETO HAYATHH XapaKTEPUCTHKY Ha TTAIIEHTHTE ca
no6pe O6anancupanu U B 3-Te paMmeHa. Kato 110, y4acTHULIUTE B IPOYYBAHETO UMAT 3a00JIIBaHE B
HanpeaHal cTaauii: ot obmiara nomynanus B mpoyduBaneTo 41% umart ISS cragmii 111, 9% umat Texka
0BOpeuHa HepocTaTbuHOCT (KpeatTuHUHOB KiupbHC [CLer] < 30 ml/min). Menuanara Ha Bb3pacTTa €
73 u B 3-Te pameHa.
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B Tabimiia 8 ca mpeacTaBeHn pe3ysITaTUTe OT MPOYUYBAHETO MPH €IUH aKTyaau3upaH aHaim3 Ha [1BI1,
[BI12 u o6mara npexussiemoct (OI1) ¢ gara Ha 3akmousane 3 mapT 2014 r., KpIETO MeAUAaHATa HA
BpPEMETO 3a MPOCIIe/IIBaHe Ha BCUYKH IPE)KUBENH MalMeHTy e 45,5 mecena:

Ta6auuna 8. Pe3romMe Ha JaHHUTE 32 001IATA ePUKACHOCT

Yy

(95% JqN)°

Rd Rd18 MPT O
(N =535) (N =541) (N= 54}@
Onenena ot n3ciaenosareis IIBIT Q{
Menuana® Ha Bpemeto 1o [1BI1, meceru 26,0 (20,7; 29,7) | 21,0 (19,7; 22,4)

21,9&®; 23,9)

\

KP [95% JU]*; p-crotinocT"

4o

Rd crip. MPT 0,69 (0,59; 0,80); <0001
Rd crip. Rd18 0,71 (0,61; 0,83);.36,001
Rd18 crip. MPT 0,99 (0,86; 1,141:,0,866
NI’ (mecein) N
Menunana® Ha Bpemeto 10 [1BI12, mecenu 42,9 (38,1;47,4) | 40,0 (@,’44,2) 35,0 (30,4; 37,8)
(95% AN)° (@)
KP [95% JU]®; p-croiiHocT" ) >
Rd crip. MPT 0,740563; 0,86); <0,001
Rd crip. Rd18 0,92 (0,78; 1,08); 0,316

Rd18 crp. MPT

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

O01ma npe;xuBseMoCT (Mecenn)

Menunana Ha Bpemeto no” OI1, mecerm (95%

J)°

Q,
58,9 (SGQXE)

56,7 (50,1, NE)

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

KP [95% JAU1]®; p-croiiHocT" \W
Rd cop. MPT nV‘ 0,75 (0,62; 0,90); 0,002
Rd cop. Rd18 o,v 0,91 (0,75; 1,09); 0,305
Rd18 cnp. MPT v 0,83 (0,69; 0,99); 0,034
IpocnensiBane (Mecenn) ,(\4

Mennana® (min, max): BCHIKA nau@@ﬁ
(@)

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

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

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

OtroBop Ha mueaoma™ n (%) si—v
-

T10 - 81 (15,1) 77 (14,2) 51 (9,3)

MIUO N\Y 152 (28.,4) 154 (28.5) 103 (18.8)
4o Ny 169 (31,6) 166 (30,7) 187 (34,2)
061 otrosop: 110, MATO® nim YO 402 (75,1) 397 (73,4) 341 (62,3)

IMpoabyKATETHOCT BYTronopa
3

Mecenu

(uecemy’ . Q

Menuana® (95%JI1)°

35,0 (27,9; 43,4)

22,1 (20,3; 24,0)

22,3 (20,2; 24,9)

pucka; IMWG =1

tional Myeloma Working group; IRAC = Independent Response Adjudication Committee; M = mendanan; max =

AMT = aHmMuenom{?epanm; JU = nosepurenen uutepsai; [10 = meneH otroBop; d = HucKa go3a aexcameTasoH; KP = koeduuuent Ha

MaKCHMyM; min =
TIBIT = npexy
3a00I1BaHey

CIIpSAMO.

¢ 6asupaHa BbpXy oneHkara o Kaplan-Meier.
JIU 3a menuanara.

nmym; NE = re moxe aa 6b/e nsunciero; Ol = obmma mpexussieMocT; P = npeanu3oH;
ct 6e3 nporpecust; YO = yactuuen orroop; R = nenanugomun; Rd = Rd, naBan 1o 10kyMeHTHpaHe Ha HPOrpecHpario
18 = Rd, naBan 3a < 18 nukbna; CI'=crangaprha rpemka; T = tamunomun; MIHO = MHOro 100Bp 4acTUYEH OTTOBOP; CIIp =

B Ta Ha Mozena Ha Cox 3a IPONMOPLHOHANHOCT HA PHCKA, CPABHSBAIL PUCKOBUTE (yHKIMH, CBbP3aHH C IOCOYCHHTE paMeHa Ha
n%ue

OMHOCTTA € 6a31/lpaHa BBPXY HeCTpaTHCl)HLH/IpaHI/Iﬂ log—rank TECT Ha pa3jiniusd B KpuBaTa Ha Kaplan—Meier MEXIY MOCOYCHUTE paMEHa Ha

%CHHC.
eKcIuiopaTropHa kpaiina touka (ITBI12)

MenunaHarta e yHUBapHaTHaTa CTaTHCTUKA 03 KOPEKIUHU 33 OTCTPaHsBaHE.
* Haif-noOpaTa JajeHa oLeHKa Ha OTTOBOpA MO BpeMe Ha (pa3arta Ha JISYCHHE OT NPOYUYBAHETO (32 Je(hMHUIMK Ha BCSIKA KATErOpUsi OTTOBOPH,

Jlara 3a 3akiouBaHe Ha gaHHATE = 24 Mmaii 2013 1.).
3 Jlata 3a 3akiouBaHe Ha ganHuTe 24 mait 2013 r.

- JleHaaugoMua B KOMGI/IHaI_II/IH C Mend)anaH " IMPCAHU30H, IMOCACABAHHN OT NOJAAbpXKaIia TCpalusd
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Opy NanyeHTH, KOMTO Ca HCMOAXOJAAIIM 3a TPpaHCIJIaHTal A

Be3onacHocTTa 1 e(hUKACHOCTTA HA JICHATUIOMUJ] Ca OLIEHEHU B €JTHO MHOTOLIEHTPOBO,

PpaHIOMU3HUPAHO, TBOWHOCIIAIO Npoy4Bane ¢a3za 3 ¢ 3 pamena (MM-015) npu maieHTH, KOUTO ca Ha
65-roaumiHa Be3pacT WK O-BB3PACTHH M UMAT cepyMeH kpeatrHuH < 2,5 mg/dl. [Ipoy4usanero
CpaBHsBA JICHATMIOMH/] B KOMOMHAIMS ¢ Meldanan u npeaan3on (MPR) ¢ wim 6e3 momabpikaia b
Tepanus C JICHATHIOMH/ 10 TIPOTPECHsl Ha 3a00JITBAHETO C Ta3H ¢ Mel(aiaH U MPeIHI30H 3a
MakcuMyM 9 nuksbia. [Tanuenture ca panqoMu3upany B cboTHowenue 1:1:1 B enHo or 3 paMeH%@
nedenue. [lanmeHTHTE ca CTpaTUGUIMPAHU TIPH paHIOMHU3AIUATA TIO BB3pacT (L 75 cmp. > 75 1@ U
u craguii (ISS; craguu I u 11 cop. cranmii I11). Q

)

ToBa npoy4Bane nU3cienBa MPUIOKEHUETO Ha KoMOnHUpaHa Tepanust oT MPR (Memba.naHT,A8 mg/kg
MepOPaTHO Ha 1-BU J10 4-TH JIeH OT MOBTaPALIH ce 28-THEBHU IUKIIH; TpeaHn30H 2 mg/Kg mepopaiHo
Ha 1-BU 710 4-TH JICH OT NOBTaPSAIIN ce 28-THEBHU LUKIM U JieHamunomu 10 mg/ne opaiHo Ha 1-
BU /10 21-BU JIeH OT MOBTapALIH ce 28-HEBHH IMKIIN) KaTO BhBEXKIAIIA TEPATIHSI QimaKCHMyM 9
nukbia. [larmenTure, KOUTO 3aBBpIIAT 9 IUKBIIA WM KOUTO HE Ca B ChCTOSTHA apbppIIaT 9 IUKbIA
IOpaJ iy HENOHOCUMOCT, IPEMUHABAT Ha MOJAbpPIKAILA TEPaIusl, 3all0YBaliKky Hanuaomun 10 mg
niepopaiiHo Ha 1-Bu 70 21-1 IeH OT MOBTapSIIIHU ce 28-THEBHHU UKIA 10 T cHs Ha 3a00JIsBaHETO.

[TepBrYHATA KpaiiHa ToUKa 33 e(PMKACHOCT B IPOYIBAHETO € IIPEKUB
06110 459 nauyeHTH ca BKIIOUEHH B POY4BaHETO, KaTto 152 marm
MPR+R, 153 nauuentu ca pangomusupanu Ha MPR+p u 154 na
JeMorpadcknTe JaHHH B CBEP3aHUTE ChC 3a00JSIBAHETO XaPAKICPUOTUKH HA MAIIMCHTUTE HA H3XOIHOTO
HUBO ca JoOpe OanaHcHpaHu U B 3-Te paMeHa; 3a OT6€HH3B3HC®L)6 npubnuzutenHo 50% ot
MALMEHTHUTE, BKIIOYEHU BbB BCIKO paMO, UMAT CJIETHUTE X@KTepHCTHKH; ISS craamii 111 n
KpEeaTMHUHOB KJIHpBHC < 60 ml/min. Meauanara Ha BBSR%Q‘Ta e 718 pamenara Ha MPR+R u MPR+p u
72 B pamoto Ha MPp+p. Qj

B enun ananmm3 Ha I1BI1, TIBI12, OII ¢ gata Ha 3a uBaHe Ha qaHHuTe anpui 2013 r., mpu KoWTo
MeJiaHaTa Ha BPEMETO Ha MPOCIE/ISIBAHE 3a BC MIPEKMBEIY TAlUEHTH € 62,4 Mecella, pe3yJTaTure
OT NIPOYYBAHETO ca IpeAcTaBeHu B Tabmuma 9.

O

Tabauna 9. Pesrome Ha taHHUTE 32 00 a eukacHoCT

6e3 nporpecus (I1BI1).
Ca paHIOMHU3MPAHU Ha
U ca pangoMusupanu Ha MPp-+p.

MPR+R MPR+p MPp +p
(O (N =152) (N =153) (N =154)
OueHeHa ot u3caexosareas IIBITS
(Mecenn) AN
Mennana® Ha BpeMeTo J ;mecerm | 27,4 (21,3;35,0) | 14,3 (13,2; 15,7) | 13,1 (12,0; 14,8)
(95% 1) ~\
KP [95% JIU]; p-cTofigect
MPR+R cnip, MPp{p) * 0,37 (0,27; 0,50); <0,001
MPR+R crp, MER} p 0,47 (0,35; 0,65); <0,001
MPR-+p crip, MPp +p 0,78 (0,60; 1,01); 0,059
IBII2 (mec

Menua BIT na Bpemero no I1BI12; 39,7 (29,2;48,4) | 27,8 (23,1; 33,1)| 28,8 (24,3; 33,8)
Mece 5% JAN)

KP(95% [IH]c; p-cToiiHocT

MPR+R cnip, MPp+p 0,70 (0,54; 0,92); 0,009
. JB#PR+R crip, MPR+p 0,77 (0,59; 1,02); 0,065
~CMPR-+p cnip, MPp +p 0,92 (0,71; 1,19); 0,051

g

<O61ma MPeKUBIAEMOCT (Meceln)

Menuana® na Bpemero g0 OIl; mecenu 55,9 (49,1; 67,5) | 51,9 (43,1, 60,6)| 53,9 (47,3; 64,2)
(95% JAN)

KP [95% AWN]; p-cToitHOCT

MPR+R cnip, MPp+p 0,95 (0,70; 1,29); 0,736

MPR+R crip, MPR+p 0,88 (0,65; 1,20); 0,43
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MPR+p cnip, MPp +p

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

[IpocnensBane (Mecern)

Menuana (min; max): BCHYKH TAIlHSHTH 48,4 (0,8; 73,8) | 46,3 (0,5;71,9) 50,4 (0,5; 73,3)
OueHeH 0T U3CJIeI0BATEIsSI OTTOBOP Ha y
muesaoma n (%) (A~

o 30 (19,7) 17 (11,1) 9 (5,8) Y
4o 90 (59,2) 99 (64,7) 75 (48‘,0)"
Crabumnno 3abomssane (C3) 24 (15,8) 31(20,3) 63 (40:9)°
OTroBopbT He MOXe J1a Obe omeHeH (NE) 8(5,3) 4 (2,6)

IIpoaBLIKUTETHOCT HA OTTOBOPA HA
MHEJIOMA; OLleHEeHA OT U3CJieI0BaTe st
(ITO+40)(mecenn)

&
K\

Jo;

Menuana® (95% JI1)

26,5 (19,4; 35,8)

12,4 (11,2; 13,9

12,0 (9,4; 14,5)

QQ/

JI1 = nosepurenen unrepsai; [10 = mbien otroBop; KP = Koeduiment na pucka; M = mendanan; NE = He m

00111 IPEeXUBIEMOCT; p = IU1ae6o0; P = npeaHu3on;

OTTOBOP.
* Menunanata ce 6a3upa BbpXy uzuncienuero no Kaplan-Meier

JIMHUSE aHTUMEeIoMHA Tepartust (AMT) uii cMBPT 32 BCHYKH PaHIOMU3UPAHH MALUeHTH

TIBII2 (excrutoparopHa KpaitHa Touka) e nehunnpana 3a Bcnuku manueHtu (ITT) karo Bpemero ot Ea@ﬂwmauuma 10 Ha4YaJoTo Ha 3-Ta

Tookpensawu npoyusanus Ha HOBOOUASHOCIMUYUPAH MYTMUNIEH MU

ExHo 0TKpUTO, paHIOMU3HUPAaHO, MHOTOIIEHTPOBO, MPOyYBaHe ¢
445 manMeHTy ¢ HOBOJAWATHOCTHUIIMPAH MYJITHIICH MUEJIOM; 2
paMoTO Ha JICHAJIMJOMUJ/HUCKA 1032 JIEeKCaMeTas3oH, a 223 ca
JIEHAJMIOMUJI/CTaHIapTHA J103a JIeKcaMeTa30H. [larmeHT
JICHAJTMIOMHU/I/CTaHIapTHA 1032 ICKCAMETa30H, MOJIyJaB
JICH Ha Bcekd 28 JTHU ILTFOC JekcameTa3oH 40 mg/neH
JICH Ha BCEKH 28 JTHH 32 MMbPBUTE YETHPH IUKBIA. L1
Ha BCEKH 28 JIHHM IIIIOC HUCKA J103a neKcaMeTazé@
cKa no3a nexcameta3on 20 namuentH (9,1%)
& B cpaBHeHue ¢ 65 mammentH (29,3%) B pamoTo Ha
H

JICHATMIOMUJI/HUCKA 1032 JIEKCaMETa30H, MOTyd

Bceku 28 nuu. B rpynaTa Ha neHanunoMun/
MIPETHPISBAT MOHE €HO MPEKhCBAHE HA
JIEHATTMIOMU/I/CTaHAapPTHA 1032 I[CKC&D@

IMMalfME€HTH Ca paHIOMU3HPAaHU B
JOMU3HPAHU B paMOTO Ha
AHIOMU3HPaHU Ha

BU 710 4-tH, 9-TH 110 12-T 11 17-T1 1O 20-TH

CHTHTE, PAHJOMHU3UPAHU B pAMOTO Ha
neHanuaoMua 25 mg/neH Ha 1-Bu 10 21-Bu neH
40 mg/neH Ha 1-BH, 8-Mu, 15-T ¥ 22-U JIeH Ha

B enun pOSt-hOC aHaJIu3 CC Ha6H}OI§90-HI/ICKa CMBPTHOCT B paMOTO Ha JICHAJTUAOMHMJI/HICKA J103a

JeKcameTas3oH ot 6,8% (15/220) B ¢
nekcameTa3oH ot 19,3% (43/2

BHEHHE C paMOTO Ha JICHAJTUIOMH]/CTaHIapTHA 1032
epen rpymnara HalUEeHTH ¢ HOBOAUATHOCTUIIMPAH MYJITUIUIEH MHEIOM

¢ MeuaHa Ha Hpocnez[ﬂBaHex%uo MakCUMyM 72,3 ceMHUIIN.

[Ipu mo-gwnro mpocnes: %6&1% pasnukara B 00I11aTa MpeXUBIEMOCT B 110132 Ha JICHATUAOMHUL/

HHCKa 103a JCKCAMECTA :@

Ma TCHACHINA KbM IIOHMXXCHHUC.

Mynmunien Mueﬂ@czroue eoHa npeoxoxcoauia mepanus

Q@(a ob1e oueneno; Ol =

I13 = nporpecupamo 3adonsasane; YO = yactuuen orroBop; R = nenanmunomun; C3 = ctabuiiHO 3a60n513§@w{0 = MHOTO 100BD 4acTUYCH

(ECOG E4A03) e mpoBeneHo mpu

eHaTUIOMUN 25 mg/neH Ha 1-Bu 10 21-Bu

Eq)HKaCHOCTQﬁ%GiiOHaCHOCTTa Ha JICHAINIOMHUI Ca OICHCHHU B IBC MHOT'OLICHTPOBH, PaHAOMHU3HUPAHU,

JIBOMHOCIT

+A11a11e00-KOHTPOJIUPAHU U ¢ KOHTPOI Ha IapaieIHUTE IPyNu MpOy4YBaHUs OT ¢a3a 3

(MM-00 M-010) ra neueHue ¢ TCHATUAOMU TUTFOC JIEKCAMETA30H CPEIy IeKCaMETa30H,

npusa
narg
450

CaMOCTOSITENHO, ITPU NAlMEHTH C MYJITUIIEH MUEJIOM C IpeaxonHo JsedeHue. Ot 353
1 B npoyuBanusata MM-009 u MM-010, kouTo ca nojy4aBai JICHATAIOMHJI/ICKCaMETa30H,
a Omnn Ha 65 ronuiiHa Bb3pacT win nosede. OT uzcnenBanute 704 manueHTH B IPOyYBAHUATA

-009 u MM-010 44,6% ca Ouii Ha 65 TOIUIITHA BB3PACT U ITOBEYE.

BEJIHBXK JTHEBHO B JHUTE 22 10 28 OT BCeKu 28-1HEBEH LUKbI. [lanienTure B rpymnara Ha
mianebo/nexcamerasoH (miamnedo/aekc) ca npuemMaiy o 1 karcyna miame6o B qaute 1 10 28 oT Bceku
28-nHeBeH UKbI. [lannenTute B ABeTe JeueOHu rpynu ca nprueMand 40 mg nexcameTa3oH MepOpaHO
BeIIHBXK qHEBHO B qHUTE 1 10 4, 9 10 12 1 17 1o 20 ot Bceku 28-mHEBEH IUKBII OT IIbPBHUTE 4 IUKBIA
49

B nBete npoy4BaHus ManyeHTUTE OT TPyIaTa Ha JICHATUIOMUI/IEKCaMeTa30H (JICH/IeKC) ca MpHeMalind
25 mg neHaInIOMH/I IIEPOPAITHO BEIHBX JHEBHO B qHUTE 1 10 21 ¥ chOTBETHA KallCylia ¢ Iuaneto



Ha TepanusTa. Jlo3aTa JekcaMeTa3oH e ouna HamaneHa A0 40 mg nepopasHo BeIHBK JHEBHO B JHUTE |
J10 4 oT Bceku 28-THEBEH IUKBJI CIIe TbPBUTE 4 IIUKBIIA OT TepanusaTa. M B qBeTe MpoydBaHus
JIEUEHUETO € MPOBIDKABANIO JI0 Iporpecus Ha 3abonsBanero. M B 1BeTe mpoyuBaHUs € OUJIO0 ITO3BOJIEHO
aJlanTIpaHe Ha J103aTa B 3aBUCHMOCT OT KJIMHUYHUTE U Ja00paTOpHU HAXOJKH.

U B nBete mpoyyBaHus MbPBHYHATA KpaliHa TOYKA 32 €PUKACHOCT € OMiIa BPEMETO JIO MPOTrPECHs bro
(BAIT). O6mo 353 marmenTy ca 6wty oneHeHH B ipoyuBaneTro MM-009; 177 B rpynara Ha JieH/ne

176 B rpymnata Ha ruiane6o/nexc u oomio 351 nanueHTy ca OUIIN OIICHEHH B TIPOYYBAHETO MM—O’I@ 76

B TpyImara Ha JieH/nexc 1 175 B rpynara Ha ruiane0o/nexc. O

B nBere npoyuBaHus H3XOIHUTE IeMOrPadCKH H CBbP3aHUTE ChC 3a00IIBAHETO xapamep%gm ca
OuIM cpaBHUMM MEX]y TPyIHTE Ha JIEH/IeKC U Ha Iutanedo/aexc. MeanaHaTta Ha Bb3pacTTa i 32 JIBETE
HOMyJALUK MAIMeHTH € Ouna 63 TOAWHM MPU CPABHUMO CHOTHOIICHHE HAa MBXKE H JKE
Cratycst no ECOG (Eastern Cooperative Oncology group performance status), Kam@j OpoAT U BHIBT
Ha NpeBAPUTEIHUTE TEPANHHU ca OMIM CPABHUMH MEXKIY JBETE TPYIIH. Q\

[IpenBapuTenHO TNIAHUPAHUTE MEXKTUHHN aHAIM3H U Ha JIBETE MPOYYBAHUS @)Kasann, 4ye JICYSHHETO
C JIEH/JTEKC € CTaTUCTHYECKH 3HAYMMO 10-100po (p < 0,00001) ot ToBa ca JIEKCaMETa30H T10
OTHOILICHHE Ha ITbPBUYHATA KpaiHa Touka 3a epukacHocT B/III (Meaua IIPOABILDKUTEIHOCT HA
neprojia Ha npociensBane 98,0 cenmuim). JleabT Ha CITydauTe C MBI TOBOP M 0OII] OTTOBOP B
rpyrnara Ha JISYeHHE C JICH/IEKC ChIIO € OMII 3HAUNTETTHO IO-BUCOK BHEHHE C Tpylnara Ha
rarebo/eKe U IpH JBeTe poyuBaHusl. BriocnencTeue pesynra T TE3U aHaJIU3U ca JOBEJIU 10
IpeKpaTsaBaHe Ha ABOHHO-CIENHs MIPOTOKOI U 3a JIBETE MPOYYBAHUS 3a ]a MOXKE MAllUEHTHTE OT
rpyrara Ha rmiamne0o/1eKc Ja moiayJar JIeUeHHe ¢ KOM6I/IHaL[I/I$IéﬁeH/)16KC.

W3BbpliieH e aHanu3 Ha e(hUKaCHOCTTa B pa3lIUPEH Iep a TIpocJIesiBaHe ¢ MEaHa Ha Ieprojia Ha
npocnensBane 130,7 ceamury. Tadbmuma 10 060011aBa pe3ynTaTuTe OT aHATTM3UTE Ha e(DUKAcHOCTTa B
Nepro/ia Ha pociesiBaHe — COOPHU POYYBaHUS =009 1 MM-010.

B T03u cOopeH aHanu3 Ha pa3IIUPEeHUs IEPHOJL @pocneHﬂBaHe meaunanata Ha B/IT e 6una 60,1
cemvutti (95% AU: 44,3; 73,1) npu nanuenTH, ¥€KyBaHu ¢ en/nekc (n = 353), cpemty 20,1 ceqmumm
(95%, 1A: 17,7; 20,3) npu manueHTy, Jiek I/I ¢ mwiane6o/nexc (n = 351).

Meznuanara Ha IpEKUBIEMOCT 63 PO, egwl e omna 48,1 cemmmu (95%, AU: 36, 4; 62,1) npu
MAIMEHTH, JICKYBaHH C JICH/JICKC, Cpe ,0 cemmunn (95%, JAU: 16,1; 20,1) nmpu narnuiedTy, JeKyBaHA
¢ ianebo/nexc. Menuanara Ha TIpo WUTEIIHOCTTA Ha JieueHueTo ¢ Ouna 44,0 cenmuin  (muH. 0,1,
Makc. 254,9) 3a nen/nexc u 23,1 cefmpu (muH. 0,3, Makc. 238,1) 3a mtane0o/aeKc.

JsutoBeTe Ha MAIMEHTH C IThJIE OTrOBOp (ITO), wactuuen otrrorop (HO), kakTo 1 Ha Te3u C 00T
otrosop (ITO+4O0) B rpynaT%éMeH/neKc 0CTaBaT 3HAYMMO T0-TOJIEMH B CPAaBHEHHUE C TE3W B Ipyrara
Ha Tianebo/IeKe U npu ABeTeNIpoyuBanus. Menuanara Ha o0Iara MmpekUBsIeMOCT B aHAIN3a Ha
ocwesiBaHe TIpH cOopHUTE poyuBaHus € 164,3 cemvurm (95% AU:

, JIEKyBaHHU ¢ JieH/nekc, cpenry 136,4 ceqmurm (95% JAW: 113,1; 161,7) npu
NalUEHTH, JIEKyBaH are6o/nexc. Benpekn dakra, ge 170 ot 351 narpeHTH, paHAOMU3UpAaHA 32
JICUeHHeE C maned C, Ca MOJIyYaBaJIM JICHATUIOMHUJI CJIeT TIPOrpecHsTa Ha 3200/ SIBAHETO HITH  CJIE
IpeKpaTsIBaHe Ha IBONHO-CIICIIHS MPOTOKOJ, COOPHUSAT aHAIN3 Ha 00II[aTa MPEKUBSIEMOCT € TOKa3all
CTaTUCTHICCKAAHAYNMO MPEIUMCTBO TIPU TPESKUBACMOCTTA MPH IpyIaTa Ha JICH/JCKC B CPAaBHECHUE C
Ta3M HA nnal@o/nexc (KP = 0,833, 95% AN = [0,687; 1,009], p = 0,045).

Q

Ta6umpa10. O6001meHne HA Pe3yJITATHTE OT AHAJIM3UTE HA e(PUKACHOCTTA KbM KpPaiiHUsl CPOK HA

pas3IIMpeHus TIepHo Ha
145,1; 192,6) npwu marg

pa3mpeHusi Mepuo/ Ha mpocieasiBane — c6opuu npoyusanuss MM-009 u MM-010
/;\Q (KpaeH cpok cbOTBeTHO 23 104m, 2008 r. u 2 maprt, 2008 r.)
{,U Kpaiina Touka sen/nexce (n=353)| maanedo/mexc
Q:, (n=351)
Bpeme 10 cLOMTHETO KP [95% JIH], p-croiinoct”
Bpewme o nporpecus 60,1 [44,3; 20,1[17,7;20,3] | 0,350[0,28; 0,426], p < 0,001
Menuana [95% JAU], cenmuim 73,1]

50



[IpexxussiemocT 0e3 48,1 20,0 [16,1;20,1] 0,393 [0,326; 0,473]
Tporpecus p <0,001
Menuana [95% AN, ceamuiy
[36,4; 62,1]
OO011a NPEeKUBAEMOCT 164,3 [145,1; 136,4 [113,1; 0,833 10,687; 1,009] 1
Menuana [95% JAU], cenmuiy 192,6] 161,7] p =0,045 Q)
Eanoroguiina ooma Q/
MPEKUBIEMOCT 82% 75% &Q
o
Jlsu1 Ha OTTOBOPHTE Ha ChoTHOLIIEHHE HA @{OBeTe
J€4EHHNETO [95% OM], p- @ HocT
0611 otroBop [n,%] 212 (60,1) 75 (21,4) 5,53 [3,97:. 2,011, p <0,001
[TsieH otroeop [n,%] 58 (16,4) 11 (3,1) 6,08 [3,13; 1¥,80], p < 0,001

2 JIByCTpaHeH JIOrapUTMUYHO IIpeoOpa3yBaH PEHKOB TECT, CPABHSBAI KPUBUTE Ha MPEKUBIEMOCT MEXKLY IPYIIHT)
5

5 JIBycTpaHeH KOPUTHPAH 33 IPOIBIDKHTEIHOCT XU KBAAPAT TECT

Muenooucniacmuyru cuHOpomu

E(I)HK&CHOCTT& n 0e30I1acHOCTTa Ha JICHAIIMIOMU Ca OLICHCHHU IIPH I1

3aBHCHMa aHEeMUs, JBJDKAIA ce Ha MUETIOJUCIUIACTUYHN CHHAPOMHU
CBBP3aHU C IIUTOreHETUIHATA aHOMAITHS JIeNICIHs S5, ChC WK 0e3
JIBE€ OCHOBHH MTPOYYBAHHUS: MHOTOLICHTPOBO, PAaHJOMU3UPAHO, JIB

npoyuBane ¢a3za 3 ¢ 3 paMeHa Ha JIBe JIO3U MepopaliecH JIeHAT
(MDS-004) 1 MHOTOLIEHTPOBO, OTKPHUTO MpOy4YBaHe (aza

(MDS-003).

NS

a JICYCHHUEC.

N

<

a U ¢ TpaHCc(y3nOHHO-
BK UK cpeieH (HUBO 1) puck

W IHUTOI'CHCTHYHU aHOMAJIUuU, B

OCIIATIO, TTAIe00-KOHTPOIHPAHO
ua (10 mg u 5 mg) cnpsmo 1uiane6o
Zéla nenamugomus (10 mg) ¢ eano pamo

[IpencraBenuTe Mo-10y Pe3ysITaTU CE OTHACAT 110 in@—to—treat nomnyJanusara, npoydesa 8 MDS-003
u MDS-004; oTnenHo ca moka3aHu U pe3yJTaThTe

y6nonynaunﬂTa C U30JiMpaHa ACieuus Sq

B mpoyuBanero MDS-004, B xoeto 205 naune@ ca MOPAaBHO PaHJOMH3HMPAHU J1a TIOIy4YaBaT

neHamuaomuy 10 mg, 5 mg unu manedo, o
HA YecToTara Ha OTTOBOD HPH He3aBnch9§
JICHAJIMJIOMHUJL CIIPSIMO PaMOTO Ha Iuia

BHUSIT aHAJTU3 HA e()UKACHOCTTA CE€ ChCTOU B CPaBHEHHE
T TpaHchy3us B pameHara Ha 10 mg u 5 mg
(mBoitHO3acneneHa ¢asza ot 16 10 52 ceMUIM ¥ OTKpUTA

(haza jo obmo 156 cenmuiy). Heqem@) Ha MalMeHTHUTE, IPY KOUTO HsIMa JIOKA3aTEeJICTBO 32 TIOHE

MaJIbK EpUTPOUJICH OTTOBOp ciex 1

JIMUIIH, € ITpekpaTeHo. [lanuenTuTe, npu KOUTO UMa

JDOKa3aTeJICTBO 3a ITOHEC MaJIBK €EPUTPOUIEH OTTOBOP, Ca MOTJIM Jia IPOABIJDKAT TCparusaTa 10

E€PUTPOUJICH PEJIaric, Iporpec
KOUTO ITbPBOHAYAITHO Ca T10,
MaJbK €pUTPOUJIEH OTIOB
5 m g neHaIuI0MHU
10 mg).

a\3a601IBAHETO WK HEeNpHeMJIMBa TOKCUYHOCT. Ha marnuenrture,
QW T1are0o0 Wik 5 mg JTeHaIHIOMU/I U HE Ca MTOCTUTHAIN TIOHE
en 16 ceqMuIM JedeHue, € MO3BOJICHO J]a IPEMUHAT OT TUIanedo Ha
MPOIBIDKAT JICYCHUETO C JICHAIUJOMUJI C TIO-BUCOKA 11032 (OT 5 mg Ha

[Ipu npoyuBane 1\@-003, mpu KoeTo 148 manueHTH 1moryqaBar jJeHanuaoMua B go3a 10 mg,

OCHOBHUAT aH
JICHAJIMIOM

CHHﬂpOMI/@aam)K WU cpefieH (HUBO 1) pucCK.

Ha e(bI/IKaCHOCTTa CC CbCTOM OT OIICHKA Ha G(I)I/IKaCHOCTTa Ha JICUCHUsATA C
IIOCTUTaHC Ha XCMATOIIOCTHYHO HO,I[O6peHI/Ie Ipu MaquCHTH ¢ MUCIIOAUCTIIACTUYIHN

]

Tao. 11. OGo0menne Ha pe3yJTaTHTe 32 epuKacHOCT — npoyusanus MDS-004
(nBoHHo3acaenena ¢a3za) u MDS-003, monyaanus intent-to-treat
iina Touka MDS-004 MDS-003
b N =205 N =148
Y 10 mg' 5mgt | Tiauedo 10 mg
N =69 N =69 N =67 N =148
HesaBucumoct ot Tpanchy3ns 38 (55,1%) | 24 (34,8%) 4 (6,0%) 86 (58,1%)
(> 182 namn)”
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HezaBucumoct ot Tpancdysus 42 (60,9%) | 33 (47,8%) 5(7,5%) 97 (65,5%)
(> 56 nam)”
Menuana Ha BpeMETO J0 4,6 4.1 0,3 4.1
HE3aBUCUMOCT OT TpaHc(hy3us
(cemmurim) / ‘fb
Menuana Ha HI® HJI HJI 1144 N
MIPOIBIDKUTEITHOCTTA HA Q/
HE3aBHCUMOCT OT TpaHC(hy3us &Q
(cemmuim) Fal
MenuaHa Ha yBeTTMUEHHETO Ha 6,4 53 2,6 év
Hgb, g/dl A\

T [ManuenTw, nexyBanu ¢ eHaauaoMu 10 mg B 21 qHU OT 28-HEBHHUTE LIUKIN ﬂ

+1 IMaunenTn, NeKyBaHH C JICHATHAOMUJ 5 mg B 28 AHH OT 28-AHEBHUTE LIUKIIH
* MHO3MHCTBOTO OT HALMEHTHTE Ha IIane0o NpeKpaTsBaT JBOHHO3ACICIICHOTO JeUEHNe Opaiy JIhIica Ha edukac en 16 ceamuuu

JIeYeHHE NPEH J1a HaBJIA3aT B OTKPHTaTa (asa

# Cebp3aHo ¢ yBenmaenue Ha Hgb > 1 g/dl

oo Hefocturnara (T.e. MeJjuaHaTa He € JOCTUTHATA) %

B MDS-004 3Ha4MMO MO-TOJIsIMa YacT OT MAalUEHTUTE C MUEIOANCIIACTHYHU CUHAPOMHM JJOCTUTAT IbPBUYH paiiHa TOYKa Ha
HEe3aBHCUMOCT OT TpaHcysus (>182 muu) npu nenanmuaomua 10 mg B cpaBHeHue ¢ mianebo (55,1% crp: ,0%). Cpen 47-Te nauueHTH ¢

LUTOreHEeTHYHATA AaHOMAIUSI U30JIMpaHa Jienelus 5q, NeKyBanu ¢ neHanmugomua 10 mg, 27 nauuentu (5 MOCTUIaT HE3aBUCUMOCT OT
TpaHCchy3us Ha YEPBEHH KPBBHH KIICTKH.

Menuanara Ha BpEMETO 10 HE3aBUCHMOCT OT TPaHC(Y3HUs IPH paMOT&bgleHann)mMHz[ 10 mg e 4,6
cenMuId. MemuaHaTa Ha IPOBIDKATETHOCTTA HA HE3ABHCUMOCT O HC(y3HUs HE € JJOCTUTHATA IIPH
HUKOE OT paMeHara 3a JieueHHe, HO TpsIOBa Ja Ha/IBUINIaBa 2 TOIN a MaIMEeHTHUTE, JICKYBaHU C
JIeHATUJOMUJ. MenuaHata Ha YBEJIMUEHUETO Ha XCMOFHO6HHa@gb OT U3XOJHO HUBO MPHU PaMOTO Ha

10 mg e 6,4 g/dl. Q/

JIOTBITHUTETHNUTE KPAHW TOYKH Ha MPOYYBAHETO BKH}OQ%} [UTOTeHETHYCH OTTOBOP (B paMOTO

Hal0 mg rojeMu ¥ MaJK OTTOBOPH ce HaOIro1aBaT BeTHO 11pu 30,0% u 24,0% oT nauueHrture),
OLICHKA Ha CBBP3AHOTO ChC 3/[PABETO KAYCCTBO HA JKABOT (Health Related Quality of Life, HRQoL) n
mporpecus 0 OCTpa MHUEJIOUIHA JieBKeMusl. PesyfParute or uuroreHeTuyHus orroBop 1 oT HRQoL ca
CHBMECTHMH C JJAHHUTE OT ITbPBUYHATA KpaﬁH@qKa M B [10J13a HA JICYUCHUETO C JICHATUIOMHMI B

CpaBHEHHE ¢ Manedo.
O
A

B MDS-003 ronsma 4acT OT HalHEHTHE MUEIOAUCIUIACTUYHI CHHIPOMH IIOCTUIAaT HE3aBUCHMOCT OT
TpaHcdysus (>182 gHM) pu JIeHATH, 1 10 mg (58,1%). Menuanata Ha BpeMeTO O HE3aBHUCUMOCT
oT Tpancdysus e 4,1 ceqmuiy. Menfidifata Ha NPOABIDKUTETHOCTTA HA HE3aBUCUMOCT OT TpaHchy3us e
114,4 cenmuin. Meauanata Ha yBenfueHHeTo Ha xemorioouna (Hgb) e 5,6 g/dl.

Tonemu 1 manku unroreHeTH'{}(Q O6rroBOpH ce HabmromaBaT choTBeTHO Ipu 40,9% u 30,7% ot
MAaI[UEHTHTE.

lNonsima gact ot nanueH Brmrodenn 8 MDS-003 (72,9%) u MDS-004 (52,7%), ca MoTyYaBajn
MIpean TOBa cmMym% epUTPOIIOe3aTa CPeACTRa.

Donuxynapen Jlu@/u

AUGMENT -5013-NHL-007

EduxkacHo, 1 0e301acHOCTTa Ha JISHATHIOMH B KOMOHHAIS C PUTYKCUMAO CIIPSIMO PUTYKCHMA0
TIIIIOC HJ}(Q 0 ca OLICHEHH IIPH MAIMEHTH ¢ permauBupa/peppakreper nHXJI, sxmousant OJI, B
MHOFO@TpOBo, PaHIOMH3UPAHO, TBOHHOCISIO, KOHTPOIHpaHo nmpoyuBane ¢aza 3 (CC-5013-NHL-

007 Q}GMENT]).

G%n.lo 358 mauueHTH Ha Bb3pacT Hal-Maiko 18 rogunau ¢ xuctonoruyHo norespaeH M3J1 unu OJI
ened 1, 2 wim 3a (CD20+ upe3 proyuToMeTpus WITH XUCTOXHUMHS ), OLICHSHH OT U3CJICAOBATENS U

JIOKaJIeH MaTOoJIOT, ca paHAOMU3MpaHu B cboTHOMeHHe 1:1. TTanneHTuTe ca neKyBaHu Mpeau ToBa C

Ha-MaJIKO eIHa MpeInITHA CHCTEMHA XUMHUOTEPAITHsL, IMYHOTEPAITHs WM XHMHAONMYHOTEPATIHSL.

Jlenanmuaomuy 20 mg e mpuiarad NepopaiHo BEAHBX JHEBHO Mpe3 MbpBUTE 21 JHH OT MOBTAPSIIH ce
28-7HEBHU IUKIM B IPOABIDKEHUE Ha 12 HuKbIa WK 0 HepHeMIIMBa TOKCHYHOCT. J{o3aTa
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purykcumab e 375 mg/m2 BesiKa ceamuia B Kb 1 (auu 1, 8, 15 u22) u B eH 1 OT Bceku 28-THEBEH
IUKBJI OT HUKBI 2 10 5. BCHYKY M3YMCICHUS Ha 103aTa PUTYKCHMa0 ca Ha 0a3aTta Ha TejecHaTa
nobpxHOCT (TTI) Ha manueHTa, KaTo € U3MOA3BAHO JACHCTBUTEIHOTO TETJI0 HA MAI[MEeHTA.
Jemorpadckute u CBbp3aHUTE ChC 3a00JIIBAHETO XapaKTEPUCTUKU HA U3XOAHOTO HUBO Ca MOJ00HN 60
TIPH JIBETE TPYIIH 32 JICUCHHE. Q/
[IppBUYHATA 11E]T HA TPOYUYBAHETO € JIa Ce CPaBHU e(hUKACHOCTTA HA JICHAIUAOMH] B KOMOMHAI] Q
pUTyKCcHMal CIPsSMO PUTYKCHMAO IDTIOC TUIane®o0 MpH MAIMeHTH ¢ peuIuBrpa/pedpakrepe
crerieH 1, 2 wnu 3a wim M3J1. OnpenensHeto Ha epukacHOCTTa ce ocHoBaBa Ha [1BI1 kato @Hqﬂa

e

KpaifHa To4ka, orieHena ot IRC criopen kpurepunte Ha MekTyHapoaHaTa paboTHA rpyna,& rnational
Working group, IWG) 2007, Ho 6€3 mo3utpoHHO-eMucuonHa Tomorpadus (PET). fb

BropuuHuTe €1 Ha IPOYYBAHETO C€a Jid C€ CPaBHU OE30MMaCHOCTTA Ha HeHaJ'II/IILOMI/I,H,bKOM@/IHaHI/IS{ c
puTyKcnMad crpsaMo puTyKcrMad mrroc miiare6o. JombIHATETHITE BTOPHIHN us@oca Jla ce CpaBHU
e(UKacCHOCTTa Ha PUTYKCHMa0 IITIOC JIEHAINUAOMH/] CIPSIMO PUTYKCHMA0 TLTIOC @aue6o, KaTo ce

W3M0M3BAT CICIHUTE APYTH MapaMeTpH 3a e(pHKACHOCT: CTEHEH Ha OO OTI! (overall response rate,
ORR), meien otroop (I1O) 1 poabIKATETHOCT Ha oTroBopa (duration ponse, DoR) ot IWG
2007 6e3 PET u OIL. Q

Pesynrarute ot obmiara nomymnarus, BrrountenHo ©JI u M3J1, o ar, 4ye Ipu MeJMaHa Ha
npocneasBane 28,3 Mecena mppBuyHarta kpaiina touka [1BI1 B npdydBaneTo ce qoctura ¢ KOSHHUIMSHT
Ha puck (HR) (95% nosepurenen untepsain [CI]) 0,45 (0,33;0 pcroiinoct < 0,0001. Pe3ynrarute
3a e(hMKaCHOCT OT MOoMmyJanusaTa ¢ GoJauKynapeH tumdpoM ca nadneHu B Tabmmna 12.

Ta6uuua 12: Pe3rome Ha n1aHHUTE 32 epUKACHOCT 32 (b@'ﬂmy.napeﬂ aumpom— IIpoyusane CC-

5013-NHL-007 0.
\4 DI
Q;> (N =295)
Heﬂa@(omnn " Inanedo u purykcumad (N = 148)
pnTy@Maﬁ (N=147)

IIpexxuBsiemoct 6e3 nmporpecusi (I1 paBuJjia 3a neHzopupane Ha EMA)
Menuana na I[IBIT* (95% ) 394 13,8
(Meceru) ¢ O (25,1; NE) (11,2; 16,0)
HR [95% JIU] N 0,40 (0,29; 0,55)°
p-CTOMHOCT N <0,0001°

O6exTusen orrosop” (IT ), 118 (80,3) 82 (55,4)

n (%) (72,9; 86,4) (47,0; 63,6)
(IRC, 2007 IWGRC)Q~
95% On° o

Ibien oTroBop', n (%) 51 (34,7) 29 (19,6)
(IRC, 2007 N¥GRC) (27,0; 43,0) (13,5; 26,9)
95% I[I/Ie®

A
IIp JKUTETHOCT HA OTrOBOpa’ 36,6 15,5
aHa) (Meceru) (24,9; NE) (11,2; 25,0)
\&_ % a1°
D

O61ma npeskussiemoct™ (OII)

Yectora Ha OII Ha 2 ronuHu 139 (94,8) 127 (85,8)

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

IIpocnensiBane
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X

Menunana Ha

MpocesBaHeTo (min,
(Mecern)

IPOABIDKUTECITHOCTTA HA

max)

292
(0,55 50,9)

27.9
(0,6; 50,9)

2 Menunana, n34nciieHa ot aHanus o Kaplan-Meier ro
6 Koe(pMIUMEHTHT Ha PUCKA M HETOBUAT JIOBEPUTEIIEH MHTEPBAJ Ca H3UKMCIIEHH N0 HecTpatuduuupanus moen Ha Cox 3a nponopunouanum@

PpHCKOBE.
® P-croitHoct ot log-rank tecta

" BropuuHHTE U €KCILIOPATOPHUTE KPalHU TOUYKH HE Ca (.-KOHTPOJIHPAHU Q
A C MeauaHa Ha pocienssane ot 28,6 Mecena uma 11 cMbpTHE ciiydast B R? paMoTo U 24 CMBPTHH Cllydast B KOHTPOJIHOTO Pamo. &
+ ToueH poBepHUTENICH HHTEPBAI 32 ONHOMHO pasIpeielicHHE. O

Donuxynapen /luMd)OM npu nayuexnmu, ped)pakmepnu HA I?MI’I’IVKCMMCZ6

MAGNIFY - CC-5013-NHL-008
O61m10 232 nauyeHTy Ha Bb3pacT Hall-MaJKo 18 rOAMHY ¢ XUCTOJIOTUYHO HOTB”bp,I[eH@I (crenen 1, 2,
3a uiu M3J1), olieHeHH OT M3CIICI0BATENS WU JIOKAJICH MATOJIOT, ¢a BKIIOUYCHH B,%pBOHaqanHm
TIEpHOJI Ha JieueHne ¢ 12 IUKbIa JSHATHIOMU IDTF0C PUTYKCHMAO. HauHeHTmQ} HTO ITOCTHUTAT

[TO/TIOH, YO wunu C3 10 kpas Ha Ieproja Ha UHAYKIIMOHHO JIEYEHHUE, ca pa
BKITIOYAT B TIEPHO/a Ha MOIIBPIKAIIO JIeUeHHe. Beniky BKITIOYEeHN nanue
ca OMJIM JIEKyBaHH C Half-MaJIko e{Ha CHCTEeMHa aHTWINM(OMHA Tepari
NHL-007 npoyuBanero NHL-008 BKiIfOUBa ManueHTH, KOUTO ca ped
OTrOBOP WJIH C PEIUAUB B PAMKUTE Ha 6 Mecela clie]] ICIEHUETO C

pedpakTepHU U HA PUTYKCHUMA0, U Ha XUMUOTEPATTHS).

Q

<

<

o

U3UpaH

pazimvka ot

" ga cc

PsAOBa IIpeu TOBa Jia

IIPOYYBAHETO

HU Ha pUTyKcHMao (0e3
crMal WU KOUTO ca

B nepuona Ha HHIYKIMOHHOTO JieueHue JeHanuaomMus 20 mg@pﬂnaraH B quuTe 1-21 OT moBTapsm
ce 28-THeBHU LIUKIIM B IPOABIDKCHHE Ha 12 IIUKBIA 10 HE

CBIIIACKETO, WJIH Mporpecus Ha 3aboinsBaneTo. JJo3ara
nukbd 1 (mam 1, 8, 15 u 22) u B nen | Ha Bceku cien
12 nukbna Tepanus. Bcuuky u3dncineHus Ha 103aT
noBbpxHOCT (TTI) 1 AEHCTBUTETHOTO TETIO Ha TI

CHTa.

r@eMnHBa TOKCUYHOCT HJIM O OTTEIVISIHE Ha
p?‘KCI/IMa6 e 375 mg/m’ Bcaka cenMuIa B

8-aHeBeH UK (TuKu 3, 5, 7,9 u 11) mo
ykcuMab ca Ha Oa3ara Ha TenecHara

INpencraBeHuTe AaHHU ca Ha O6a3ara Ha MC)KI[I/I& aHanu3, GOKyCHpaH BbpXY IEpPHOIa Ha
WHAYKIUOHHO JIedeHue ¢ enHo pamo. Edu
J00pust OTTOBOP, KATO 33 IIbPBUYHA KP3if

OTroBOp Ha MexayHapoaHarta pa60Tb
IWGRC) 1999. Bropuunara 1ien e

Tao6auna 13: Pe3rome Ha

£

@OCTTa e ompeneneHa Ha 6azata Ha ORR cropen Haii-
TOYKA € M3I0JI3BaHa MOAU(HUKAII Ha KPUTCPUUTE 32
yma (International Working group Response Criteria,
OLICHAT JIPYTH MapameTpH 3a epukacHocT kaTto DoR.

oﬁuge\uamm 3a epukacHoOCT (Mepuo HA UHAYKIMOHHO JiedeHue) —
IIpoyuBane CC-5013-NHL-Q08

‘A‘— Bceuuku mamueHTn INamuentn ¢ OJ1
N
OG@ ' Pepaxrepnu | Peppakrepun | O0mo | Pedppakrepnu | Pedpakrepun
7 Ha Ha N=148 Ha Ha
40 puTyKkcumMal: | puTyKCcUMAao: puTYKCHMMa0: | pUTYKCHMAaO:
\z\ Jla He Ja He
@ N=77 N=110 N=60 N=88
o)
ORR¢N (%) 127 45 (58,4) 82 (75,2) 104 35(58,3) 69 (79,3)
(I1 On+40) (67,9) (70,3)
N
R %2?"&, n (%) 79 27 (35,1) 52 (47,7) 62 20 (33,3) 42 (48,3)
'J T10+I10mn) (42,2) (41,9)
Bpoii N=127 N=45 N=82 N=104 N=35 N=69
NMOCTHTHAJIH
0TroBoOp
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A4

% nanuentn ¢| 93,0 90,4 94,5 94,3 96,0 93,5
11T00% 85,1; | (73,0;96.8) | (83,9;98,2) | (855; | (74,8;99.4) | (81,0;97.9)
> 6 mecemna 96,8) 97,9)
(95% aN)°
% mamueHTu ¢ | 79,1 73,3 82,4 79,5 73,9 81,7
Mno° (6745 | (51,2:866) | (67,590,9) | (655 | (43,0;89.8) | (64.8;91))
> 12 mecena 87,0) 88.,3) Q
(95% JN)° A

JI1 = nosepuTeneH unrepsai; [IHO = npoabmkutenHocT Ha otroBopa; OJI = ponukynapen aumbpom O

2 [Tomynanusita 3a bPBUUYEH aHAIN3 32 TOBA IPOYYBAHE € MOIMYJIALUATA, 32 KOATO MOXKE J1a Ce OLIEHU e(pUKacHOCTTa HA UH] HOTO
>

JIeYEHHE.
5 IIpoyBIDKUTENHOCTTA Ha OTTOBOpA ce Ae(UHHpPA KaTO BPEeMeTO (MeCeLH) OT IIbPBOHAYAIHHS 0TrOBOp (Haii-manko YO) L[Oﬁ'MCHTP[paHa

mporpecus Ha 3a00JIBaHETO HJIH CMBPT, KOETO HACTHIIN IIBPBO.
® CraTtuctuka, noydena rno merona Ha Kaplan-Meier. 95% /11 ce 6a3upa Ha popmynara greenwood. @
Benexku: AHAIM3BT € U3BBPILICH CaMo 3a MALKEHTH, KOuTOo noy4yaBaT YO wim 1mo-100bp ciiej| 1aTara Ha bpBaTa OT UHAYKIIHOHHOTO

JIeYeHHUE U IPEeIU BCIKAKBO JICUCHHE ITPe3 MOJIbPIKAIILIS IePHOJ] H BCAKAKBA [OCIEIBAIIA aHTHINM(OMHA TePaRKs IIPe3 HHIYKIIHOHHHUS
nepuo. IIpoueHTsT ce 6a3upa BbpXy ob1ums Opoit pecrioHaepy.

[eaunatpuyna nonyamnus Q
EBponeiickara arenius no nekapctsara (EMA) e B3ena pemieHne 3a npoayRL-CrienupuaHo
0CBOOOXKIaBaHe Ha peepeHTHHS JIEKapCTBEH MPOIYKT, ChIbPIKAI JICH OMUJI, KOETO ce OTHacs 3a
BCUYKHU MOJTPYITH Ha IeUaTpUYHATA MOIMYJIaIUs 32 HEeoIIa3MH Ha 3 B xieTku (BX. Touka 4.2 3a
rH(pOpMaIUA OTHOCHO yroTpeda B NeUaTpusITa). /O

Q

5.2 @apmakokMHETHYHHU CBOHCTBa @

JlenanmumoMux IMa aCHMETPHYCH BEITICPOACH aToM U 3aT0@)10>xe JIa CHIECTBYBA B ONITHYHO-
aktuBHUTE Qopmu S(-) u R(+). Jlenanugomua ce npous a KaTo paneMn4Ha cMec. JIeHanuaomMus
OOHMKHOBEHO € M0-100pe pa3TBOPUM B OPTaHWIHH PA3EBOPUTENH, HO ITOKa3Ba HAal-romsMa
pastBopumoct B 0,1N HCI 6ydep. \>s

Q

AOGcopOrus @

Jlenanumomua ce abcopbupa Obp30 cien @)MCH MpHEM TIPH 3IpaBH JTOOPOBOJIIH HA TJIaTHO, C
IOCTUTaHE Ha MaKCHUMaJIHa IIa3MeHa KO Tparus mexay 0,5 u 2 yaca cieq npuiaraHe Ha Jo3ara.
[Ipu manmeHTH, KakTo W MPH 3IpaBH OBOJIIIN, MakcuMaiiHaTa KOHIEHTPAIHS (Cuax) ¥ IDIOIITA IO
KpHBaTa KOoHIeHTparus-Bpeme (AU pacTBat NPOMOPIHOHATHO C MIOBHIIIABAHE HA J103aTa.
MHOTOKpaTHUTE 7031 HEe IPUYHHSABAT M3pa3cHa KyMyJialysl Ha JIEKapCTBeHUS MPOayKT. OTHOCHTETHATa
€KCITO3MIIUS Ha S- U R—enamng@gme Ha JIEHAJIWIOMH/I B TJIa3MaTa € ChOTBETHO OKO0JI0 56% u 44%.

ExHOBpeMEHHOTO MPUIIOK \%c XpaHa ¢ BUCOKO ChIbP)KaHUE HA MAa3HUHU WU KAJIOPUU TIPH 3APABU
JIOOPOBOJIIN HaMaJISIB Ta Ha abcopOIHs, KOETO BOJM 110 pruOmu3uTenHo 20% HamareHue B
ourra noj kpusara KOntentpauus-speme (AUC) u 50% namanenne na Cmax B riasmara. B
OCHOBHHTE PETHCTP HHU M3MUTBAHUS IPU MYJITHIUICH MHEIOM U MHUEJIOIUCILIACTHYHU CHHAPOMHU
3a yCTaHOBSIBAaHE KacHOCTTa M 0e30IacHOCTTa Ha JICHATUIOMHU 00ade JIEKapCTBEHUAT MPOIYKT €
mpujiaran 6e3 22'{6& Ha npuemMa Ha XpaHa. Ciej0BaTeTHO JIEHATUAOMHUJI MOXKE J1a Ce MpHJIara ChC WiH

0e3 xpaHa. @

Honynaﬂ&Hme (hapMaKOKWHETUYHU aHAIM3H TIOKa3BaT, Y€ CTEIICHTA Ha TIepopajiHa abcopOIus Ha
neHaﬂl@MHu e nonoOHa mpu nauuentute ¢ MM u M/IC.

P CJIICHUE

@w vitro cBbp3BaneTo Ha (*C)-neHanuI0Mu 1 KbM MIa3MeHU IPOTEUHH € HUCKO ChC CPEJIHA CTOWHOCT Ha
CBbP3BaHE KbM IIa3MeHU IPoTeUHU 23% U 29% CHOTBETHO IIPU NALIMEHTH C MYJITUIUIEH MUEIIOM U
IPH 37[paBH JOOPOBOJIIIH.

JleHanumoMu ce chabpika B yoBenikara criepma (< 0,01% ot mo3ata) cien npuiiarase Ha 25 mg/neH u
JIEKapCTBEHUSAT MPOJYKT € HEOTKPHBAEM B CIIepMaTa Ha 37paB UHAWBUJ 3 THU CIIe/l CIIMpaHe Ha
BEIIECTBOTO (BX. TOUKA 4.4).
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Buorpanchopmaniys U eTMMUAHIPAHE

PesynratuTe OT npoBeXIaHHU in Vitro IPOyYBaHUsl Ha MeTabOIM3Ma MPH XOpa MOKa3Bar, ue
JICHAJIMJIOMUJ] He ce MeTaboim3upa upe3 uroxpom P450 eHsumure, KoeTo mpernosiara, e € Majako
BEPOSITHO CTHOBPEMEHHOTO MPHUIIOKCHIE Ha JICHATUIOMH]] C JICKAPCTBEHH TPOYKTH, MHXHOUPAIIH
nuToxpoM P450 er3umure, na nmosese 10 MeTaOOTUTHY JISKAPCTBEHU B3aMMOJICHCTBHS IIPH XOPa. b
In vitro mpoy4dBaHus TIOKa3BaT, 4e JCHATUAOMUI Hama nHxubupain epext Bppxy CYP1A2, CYP2
CYP2C19, CYP2D6, CYP2EIL, CYP3A wmu UGT1A1. CnenoBatenHo, HsIMa BEPOSITHOCT JIeHay( 15014
Jla IPUYHMHU HSIKAKBU KIIMHUYHO 3HAYMMHU JIEKAPCTBEHU B3aUMOJICHCTBUS, KOTaTo Ce Tpuiiara
€HOBPEMEHHO ChC CYOCTpaTH Ha Te3W CH3UMHU.

In vitro mpoy4BaHHUATa MOKA3BaT, Y€ JCHATUIOMHU/I HE € CyOCTpaT Ha YOBEIIKHUS MTPOTe ﬁ
PE3UCTEHTHOCT KBbM pak Ha rppaata (BCRP), tpancnopreputre MRP1, MRP2 nnu (npoteuHa,
CBBP3aH ¢ MyJTHIIEKapcTBeHaTa pe3ucteHTHOCT (MRP), Tpancnoptepute Ha oprannusyi aHuonu (OAT)
OATI1 u OATS3, TpanciopTupallysi OpraHM4Hy aHUOHU nosumnentus 1B1 (OATR2E»1), TPaHCIIOPTEPUTE
Ha oprann4au katuoHu (OCT) OCT1 u OCT2, MynTunekapcTBeH U TOKCUH ev@pyzmpam IIPOTEUH
(MATE) MATE1 u HOBU TpaHncniopTepu Ha oprannyau katuoHu (OCTN) (@N 1 1 OCTN2.

HoMIIa 3a XJIbYHH cou npu xopata (BSEP), BCRP, MRP2, OATI, , OATP1B1, OATPIB3 u

OCT2. (o)

[Mo-ronsimMaTa 4acT OT JIEHATMOMH/I CE eITMMHUHHIpA Ype3 eKCKPSHHs ¢ ypuHaTta. [lensT Ha Ob0peyuna
EKCKpeLus OT 00IIMs KIUPBHC IIPU HHAUBUAN ¢ HOpMaiHa 0p0peuna ¢ynkmus e 90%, kato 4% ot
JICHAJMIOMU/IA CE SIMMIHIpA upe3 dereca. Q\

Jlenanunomua ce Mmetabonu3upa cinado kato 82% ot Ap3ara ce eKCKpeTHpa HeMpOMEHeHa B ypHHATa.
XuIPOKCUICHATUOMHUT U N—aueTHnneHanHHOMHu\rgn}CTaBJI;IBaT pecnektuBHO 4,59% u 1,83% ot
eKCKpeTHpaHara /103a. brOpeunusT KmprHC Ha I@lﬂI/IIIOMI/II[ HaJBUILIABa CTEIIEHTA Ha TJIOMEpYJIHa
(buITpaIysl U CICIOBATEIIHO CE CEKPETHpa HOH@I/IsBeCTHa CTEIEH aKTUBHO.

In vitro npoyuBaHusATa IOKA3BAT, Y€ JICHATUIOMU] HIMA HHXH6HTopeOI;gKT BBPXY E€KCIIOpTHATA

[pwn mo3m ot 5 1o 25 mg/nen HH&SMCHHH’I&Q’){(I/IBOT € IpUOIM3HUTENTHO 3 Yaca MpH 3ApaBU
J00poBOJILY U Bapupa oT 3 10 5 yaca r%uauﬂeHm C MYJITHITJIEH MUEJIOM WJIM MUENIOUCTIIIACTUYHI

CUHJIPOMHU. O

{_
AN

He ca npoBexxaanu crierual WHUYHY NPOYYBAHU 32 OLICHKA Ha (PapMaKOKHHETHUKATa Ha
JICHATMIOMUJ TIPU XOpa B 4yecka Bb3pact. [lonmynammonanTte papMakOKHHETHIHN aHATN3H
BKJIIOUBAT IMAIECHTH HA CT B Iuana3oHa ot 39 o 85 roauHu U MoKa3Bar, 4e Bb3pacTTa He
HIOBJIMSIBA KIIUPBHHCA éHaHI/IZ[OMI/II[ (excniosunmsTa B raszmara). Twil KaTo € o-BeposSTHO
MAIUEHTUTE B CTap Qa BB3pACT Jla UMaT HaMalleHa ObOpeuHa (pyHKIHSA, TpsIOBa BHUMATEITHO
noa0OMpanHe Ha J1033%a ¥ O OWII0 pa3yMHO J1a ce ciean Ob0pedHara (yHKIHA.

Crapuecka Bp3pacT

Br0OpeuHo yBféKnane
"4

"

€THKaTa Ha JICHAJIMJIOMH/] € ITpOoy4deHa IIPH MaIEeHTH ¢ ObOPEYHO YBpeXIaHe, IbDKaIio
WTHEeHH 3a00JsiBaHus. B ToBa mpoy4BaHe ce U3MO0JI3BaT JBa METO/a 3a KiIacU(HIPaHE Ha
aTa QyHKIHMS: KpEaTHHUHOB KIIMPBHC Ha YpHHATA, H3MEPEH B paMKUTE Ha 24 Jaca, 1
HUHOB KJIMPBHC, n34nciieH 1o gopmynara Ha Cockeroft-Gault. Pesynrarute mokassar, 4e ¢
ansBaHeTo Ha ObOpeuynara ¢pyHkus (< 50 ml/min) TOTATHUAT KIUPBHC HA JICHATUAOMU HaMmalsBa
OTIOPIIMOHAITHO, KoeTo Bou 10 moBuiraBane Ha AUC. AUC ce mopuiasa npuOIU3UTENHO 2,5, 4 1 5
ITBTH CHOTBETHO IPH MAIMEHTH ¢ YMEPEHO ObOpEdHO YBpeXIaHe, TEXKO ObOpeuHO yBpeKaaHe U
TEepMHHAJICH CTa/Mii Ha ObOpedHa OoJiecT, B CpaBHEHHE ChC CMECEHAaTa Ipyla IalMeHTH ¢ HopMaHa
O0b0peuHa QyHKITUS U MAMEHTH ¢ JIeKo ObOpevHo yBpeknaHe. [1omyKUBOTHT Ha JICHAIUIOMU]L CE
MOBHUINIABa OT OKOJIO 3,5 yaca NMpH MHAWBUIU ¢ KPEaTHHUHOB KIIUPHHC
> 50 ml/min no Han 9 waca mpu UHAMBHIM C yBpeneHa 0b0peuna ¢ynkus < 50 ml/min. brOpeunoro
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yBpexkIaHe, odaue, He MPOMEHs NepopaiiHaTta abcopOuus Ha JeHanuaoMua. Cmax € CXOAHA MPH 3IpaBU
MHIVBHIN U IIPU MAIMEeHTH ¢ 0p0peuHo yBpexnane. [1pubmmsurentno 30% ot nekapcTBEHUS MIPOLYKT B
OpraHu3Ma ce OTCTPAHSABAT 110 BpeMe Ha efHa 4-4acoBa JUaii3Ha cecus. [IpenopbunteHuTe
aaNTUPAHKS Ha JI03aTa PH MAIMeHTH ¢ HaMmalieHa 0b0pedHa (hyHKITHS ca ONUCAHH B TOUKa 4.2.

YepHoapoOHO YBpeKIaHE Q/b
[onmynanuoHauTe (hapMAKOKHHETUIHU aHAJIM3H BKJIIOYBAT MAIIMEHTH C JISKO YePHOAPOOHO pr@xe
(N=16, o611 ommupyoun > 1 1o < 1,5 x ULN wim AST > ULN) u noka3Bar, 4e JeKOTO YepHO 0
YBpPEXKIAHE HE MOBJIMABA KIMPHHCA HA JICHATHIOMHU/ (SKCITO3UIMATA B ITa3mata). Hsma

JIAaHHHM 32 TIAIMEHTH C YMEPEHO JI0 TEKKO YepHOAPOOHO yBpEKIaHE. :

Jpyru npuchim bakropu fb
[MomynanuonHuTe papMakOKHHETUYHN aHAJIHM3H MTOKA3BaT, Y€ TeJIECHOTO TEro ( 35 kg), monbr,
pacara ¥ BHJa Ha 3JIOKAYEeCTBCHUTE XeMaToJIOTnYHHU 3a0onsBanust (MM wmu M, KJI) asamar
KJIMHUYHO 3Ha4YUM e(DeKT BbpPXY KIUPBHCA Ha JCHAIUIOMUI TIPU Bb3pacTHU EHTU.

5.3 IlpeaxkTWHUYHU JAHHHU 32 6€30MACHOCT QQ/

IIpoBeneHo e npoyuBaHe Ha eMOPUO(DETATHOTO Pa3BUTHE MTPU Maid Y Ha KOWTO € IpHJIara
neramuaomu B 103 ot 0,5 1o 4 mg/kg/nen. Haxoakure npu o Oy4BaHe [M0Ka3Bart, 4e

JICHATIMAOMUJL € TIPEAU3BUKAT BHHIIHN MalI(pOPMAaIlU BKIFOUYHISIHO HEOTBOPEH aHyC U ManopMaiuu
HA TOPHHTE U JIOJHUTE KpaliHUIM (M3KPUBEHA, CKhCEHA, Maﬂd)éﬁl/lpaHa, yCyKaHa H/WIIM OTChCTBAIIA
YacT Ha KpalHHIUTE, OJIUTO- W/UIH MOMUIAKTHIINS) TIPU 11 CTBOTO HA KEHCKHM MalMyHH, KOUTO ca
MOJTy4YaBajik aKTUBHOTO BEILIECTBO 1O BpeMe Ha 6peMeHle:ra.

IIpu otnenuu derycu ca HaOMIOIaBaHU CHIIO Pa3IIH rcrepaniu edexTd (MpoMsaHa B 1IBETa,
YepBEHH TETHA TI0 Pa3IMYHK OPTaHH, MaJIKa 0e3 a Maca HaJ| aTpHO-BeHTPUKYJIapHaTa Kjamna,
MAaJIBK JKTbYEH MeXyp, Mandopmaiusa Ha quad TQ).

JleHaMIOMUI UMa MOTEHIIMAT 33 OCTPa T‘(@{HOCT; MUHUMAJTHHTE JICTATHU J03H CJIe]] TIepOPaTHO
npuiioxenue ca omm > 2 000 mg/kg/ rpu3ayi. MHOTOKPaTHOTO IEPOPATHO MPUIIOKEHUE Ha
75, 150 u 300 mg/kg/nen npu HHLXOB%6 CEIIMUIIH € JIOBEJIO JIO 00paTHMO, CBBP3aHO C JICUSHHETO
MOBUINIABAHE HA MUHEPAIH3aIHsATa épe‘iHOTO JIETEHYE U MPH TPHUTE 03U, 0COOCHO U3PA3CHO MPU
JKeHCKH TuThXoBe. [Ipuema ce, e H%'TO, MIPU KOETO HE ca HaOII0aBaH! HEeXEIIaH! JICKapCTBEHU
peaxiuu (NOAEL - no observs%;@verse effect level) e mon 75 mg/kg/nex u e okono 25 mbTH NO-
BHCOKO OT ©)KeTHEeBHATA €KCIIQ3PMIHs TP X0pa, 0a3upano Ha cpaBHsaBaHe Ha AUC. MHOrOKpaTHOTO
nepopaiHo npuroxenue Ha¥ W 6 mg/kg/nen npu MaimyHu 3a iepuo 10 20 CeAMUIH € TOBEIIO 10
CMBPTHOCT U 3HAYUTEITH HYHOCT (M3pa3cHa 3aryda Ha TerJio, HaMajieH Opoil epUTpPOITUTH,
JICBKOIIUTH U TPOMOO MYJTHOPTaHHU KPhBOU3JIMBH, BH3MAJICHNE HA CTOMAIITHO-YPEBHHS TPAKT,
atpodust Ha TUMPO a ThKaH M KOCTHHUS MO3bK. MHOTOKPATHOTO MEPOPATHO MPUIIOKEHHE HA | 1
2 mg/kg/nen npu VHH JI0 1 TOJMHA € JJOBEJIO 10 0OPaTUMH ITPOMECHHU B KICTHYHUTE
XapaKTEePUCTUKY HA'KOCTHHS MO3bK, JIEKO TIOHMKABaHE Ha ChOTHOIICHUETO MUCIIOUTHHI/CPUTPOUIHU
KJICTKH U aTp Ha TUMyca. JIeka cynpecus Ha Oposi Ha JIEBKOIIUTHTE € HAOJI0AaBaHa MPH 1032

1 mg/kg/ne OTBETCTBAIIA Ha IPUOIM3UTEIHO ChIaTa J03a MPH X0pa, 06a3upaHo Ha CpaBHEHUS Ha

AUC.
A

[pugmVitro (6akTepranHu MyTaluH, YOBEIIKH TUM(OIUTH, TUM(OM IPH MUIIKH, TpaHCGHOpPMAIHS Ha
e HaJIHU KJIETKH OT 3JIATHCTH XaMCTEePH) U in vivo (MUKPOHYKIJIEapEH TECT IPH IUIHXOBE)
% YBAHUS HA MyTareHOCTTA HE Ca OTKPUTH €(EKTH, CBBP3aHH C JIEKAPCTBEHUS IIPOIYKT, HUTO Ha

HO, HUTO Ha XpOMO30MHO HHBO. He ca nmpoBekaHu mpoy4YBaHHs 32 KaHIIEPOT€HHOCT Ha

Q JICHAJIUJIOMUI.

[penu ca npoBexIaHN MPOYUBAHHS 32 TOKCHYHOCT BHPXY PAa3BUTHETO MPH 3aiili. B Te3u mpoyuBaHus
JICHAJIMIOMU]] € TIPUJIaraH mepopaiHo B 1034 oT 3, 10 u 20 mg/kg/nen npwm 3aiim. HabmogaBaHa e
JIMIICA Ha CPEJHUS A1 Ha Oenus Apo6 npu ao3u ot 10 u 20 mg/kg/neH che 3aBHCUMOCT OT [103AaTa,
KaKTO M IPOMSIHA Ha TIOJIOKEHUETO Ha ObOpermTe npu go3u ot 20 mg/kg/nen. Bwrnpeku ue ToBa e
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HaOJI0JaBaHO TPH TOKCHYHHU 3a MaiikaTta HUBA, TC MOXKE JIa C€ Ib/DKAT Ha aupekTeH edekt. Chio Taka
ca HaOJIl0JJaBaH! BapyalliK B MEKWTE ThKaHU M CKeneTa Ha erycute mpu mo3u ot 10 u 20 mg/kg/neH.

6. DAPMAIEBTUYHU JAHHHA b@
6.1 Chnucbk HA MOMOIIHUTE BellecTBa @

KarcysHo chabpKuMo

O
Manwuron (E421) AQ

MuxpokpucTaiza neryiosa (E460)

[IpesxenaTnHI3UPAHO TAPEBUYHO HUIIECTE ’O
Bunena kucenuna (E334) O)
[nutieposioB mubexeHat Q\

CrncraB Ha Kamyciara &

Jlenanuoomuo Krka d.d. 2,5 mg mewvpou xancyau @
Xunpomenosa /,)Q
Kaparenan (E407) /O
Kamues xmopun (ES08) Q
TuranoB quokcun (E171)

Kbt xenezen okena (E172) @
Numurokapmus (E132) Q/

[TeyaTHO MAacTHUIIO: “2\

- memak (E904)

- uepeH xene3eH okcun (E172) &Q/

Jlenanuoomuo Krka d.d. 5 mg mevpou kancynu @
Xurpomernosa @
Kaparenan (E407)

Kanues xmopun (ES08) R) &O
TuranoB muokcun (E171) ¢

WNupuro xapmun (E132) 0

[NevaTHO MacTHIIO: \&

- mesuiak (E904)

- YepeH JKeNIE3eH OKCHT (E17£¢ \

Jlenanuoomuo Krka d.d. mebpOU KAncynu
Xunpomenosa O

Kaparenan (E407)
Kanues xmopun (
TuranoB quokcun (E171)

Kbt xenese un (E172)
UYepsen ncen%ﬁ oxcun (E172)

aHoB auokcun (E171)

&emmudomu() Krka d.d. 10 mg mevpou kancynu

Xunpomenosa

Kaparenaun (E407)

Kanues xmopun (ES08)
Tutanos auokeun (E171)
Kbt xxenezen okenn (E172)
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UepseH xene3eH oxkcun (E172)
Yepen xene3en okcun (E172)
Wuauro xapmun (E132)
[Tewarno mactuio:

- westak (E904)

- TIOBUJIOH

- TutanoB nuokcua (E171)

Jlenanuoomuo Krka d.d. 15 mg mewpou xancynu
Xunpomenosa

Kaparenan (E407)

Kanues xnopua (E508)

Turanos quokcua (E171)

Kot xenezen oxcun (E172)

UYepaen xene3er okcup (E172)

Uepen xene3eH okcun (E172)

Wuauro xapmus (E132)

IlegyaTHO MacTHIO: @

- mresiak (E904)
- uepeH xeneseH okeun (E172)

Jlenanuoomuo Krka d.d. 20 mg mewvpou kancynu

Xurnpomenosa

Kaparenan (E407) @
Kanues xmopun (ES08) Q/
Turanos quokcun (E171) “2\

Kot xenezen oxcun (E172)

Wuauro xapmun (E132) Q/
ITewatHo macTumio: \>“
mesuiak (E904) @

- uepeH xeneseH okcun (E172) @

Jlenanudomuo Krka d.d. 25 mg mewpou xgiteynu
Xurnpomenosa O

Kaparenan (E407)
Kanues xmopug (ES08) ‘&
Turanos quokcua (E171) \
Kbt sxenesen okenn (E172) &
UepseH xkeneseH okcus (E1
UYepen xene3en okcup (E
IevaTHo MacTmIIO:

O

- mresiak (E904)

- TIOBUJIOH Q

- THTAaHOB )11/1011021/111%1 71)
6.2 Hecnb THUMOCTH

Henpnr@mo
6.3 onx HA TOTHOCT

&I{I/IHI/I

6.4 CpoenuajaHu ycJ0BHUsI HA CbXPaHeHHe

To3u jekapcTBEeH NPOAYKT HE M3UCKBA CIIELUAIHU YCIOBUS Ha ChbXPaHEHHUE.

6.5 Buau chabpikaHue Ha ONAKOBKATa
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Bbrucrep ¢ enquangaM 1031, ¢ oTinensamio gommo (OPA/Al/PVC//PET/Al), xkanennapHa onakoBka: 7 x 1
wi 21 x 1 TBbpaa Kancyna, B KyTusl.

He Bcuyku BHIOBE ONTAaKOBKH MOTaT Ja ObJAT IyCHATH Ha 1ma3apa.
6.6 CpnenmajHM NpeaNa3HU MEPKH NPU U3XBBPJIsiHEe U padoTa b

Kancynme HC Tpﬂ6Ba Ia C€ OTBApPAT UJIKM CMAa4YKBaT. AKo TeHaaTuIOMHII Ha IIpax BJIC3C B KOHT&&?
KOXXara, T4 Tp5{6Ba Ja CC U3MHUC He3a0aBHO U OOMJIHO ChC CaItyH 1 BOJaA. Axo JICHAJIMAOMU ] BJ'@
KOHTAKT C JIM'aBUIHU, TC ’I’pH6Ba Ja CC IMpOMHUAT OOMJIHO C BOJa. Q

MenuIHCKATE CIICTHANTICTH ¥ OOJTHOTIIeJAuUTe TPSOBA 1a N3MOI3BAT PHKABHUIIN 32 € (%THEI
ymnotpeba, Korato paboTsiT ¢ OmMcTepa WK Karcyara. %

Crien ToBa pbKaBUIIMTE TPsIOBA J]a Ce CBAJLSIT BHUMATEIHO, 32 JIa C€ MPEA0TBPATH SKCI@3HUIIUS Ha
KO’KaTa, Ja Ce IMOCTABST B OJMETHIICHOBA TOPOMYKA ,,C WM U Ja CE U3XBBPIIT OTBETCTBHE C
MECTHUTE U3UCKkBaHus. [locne priere TpsOBa qa ce U3MUAT JOOpE ChC CayH H@na. JKenu, xouro ca
OpeMeHHM WU T0I03UpaT, Ye MOXKe Jia ca OpeMeHHH, He TpI0Ba paboTsT ¢ Tepa WK KarcyaTta

(Bk. Touka 4.4). Qj

Hewusnon3BaHUAT JeKapCTBEH NPOAYKT WK OTHMAABYHUTE MaTePUATH ro TpsAOBa Ja ce BhpHAT Ha
(hapmarieBTa 3a 0€30MacHO U3XBBPIIIHE B CHOTBETCTBHUE C MGCTHHTﬁ@iCKBaHI/I}I.

7. HPUTEKATEJI HA PASPEIIEHHUETO 3A YHO'[%BA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novoéesto, Cnosenus

Q

8. HOMEP(A) HA PASPEHIEHUETO 3A@HOTPEBA

Jenanuoomuo Krka d.d. 2.5 mg mevpou mi@ﬂu
7 x 1 TBBpaA Kancyna: EU/1/20/1521/001&
21 x 1 Bppma xancyna: EU/1/20/1521

Jenanuoomuo Krka d.d. 5 mg mey ancyau
7 x 1 tBBpaa Karcyna: EU/1/20/15217003
21 x 1 tBppaa kancyna: EU/ 1/2&1321/004

Jlenanuoomuo Krka d.d. 7, 54@ mevpou Kancyiu
7 x 1 TBBpHA Karcyna: @20/ 1521/005

21 x 1 TBBppaa kancyasNBU/1/20/1521/006
Jlenanuoomuo KrI\Q . 10 mg mevpou kancyau

7 x 1 TBBEpHA Kq%yna: EU/1/20/1521/007
21x1 TBLpH@l cyna: EU/1/20/1521/008

Jlenanu 0 Krka d.d. 15 mg mewvpou kancynu
7x1 ma kancyna: EU/1/20/1521/009
21 wpaa kancyna: EU/1/20/1521/010

é;mu()omud Krka d.d. 20 mg mevpou xancynu
Q x 1 tBppna xancyna: EU/1/20/1521/011

21 x 1 Bppaa xancyna: EU/1/20/1521/012

Jenanuoomuo Krka d.d. 25 mg mewvpou xancynu
7 x 1 TBBpHa kancyna: EU/1/20/1521/013
21 x 1 tBppaa xancyna: EU/1/20/1521/014
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9. JATA HA ITBPBO PAZPEIIABAHE/IIOAHOBABAHE HA PASPEIIEHUETO 3A

YHOTPEBA
[ara Ha mepBO paszpemasane: 11 ®espyapu 2021 fb
10. JATA HA AKTYAJIMBUPAHE HA TEKCTA Q®

[Monpo6Ha nHbOpMAITH 32 TO3H JIEKAPCTBEH MPOAYKT € MpeIocTaBeHa Ha yebcaiiTa Ha EBpOl‘@CKaTa
areHIINS 110 JieKapcTBarta http:/www.ema.europa.eu/. Q
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NPUJIOKEHME (@)

IMPOU3BOAUTEJIN, OTFOBngﬁ 3A OCBOBOXJABAHE HA
IHAPTU N @

YCJI0BUA UJIN OFPA@EHI/ISI 3A TIOCTABKA U YIIOTPEBA

IPYTH YCJIOBUSA I/I%I/ICKBAHI/I}[ HA PA3SPEILIEHHUETO 3A
VIIOTPEBA (@)
W&

YCJIOBHUA 1 I'PAHUYEHMUA 3A BE3OIIACHA U
EDEKTHUB OTPEBA HA JIEKAPCTBEHUSA 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 /O
Smarjeska cesta 6 b
8501 Novo mesto Q/

CnoBeHust &Q
KRKA — FARMA d.o.o. QO

V. Holjevca 20/E

10450 Jastrebarsko

XbpBaTus O)fb
TAD Pharma GmbH Q\
Heinz-Lohmann-Strafie 5 Q/

27472 Cuxhaven &
I'epmanus

IleyaTHara 1MCTOBKA Ha JICKaApCTBCHUA IPOAYKT Tp${6Ba Ja CbAbpiKa V?@ n aapeca Ha MpOUu3BOAUTCIIA,
OTI'OBOPEH 3a OCBOGO)KI[aBaHeTO Ha CbOTBETHATA Iapruia. @

Q

b. YCJIOBUA NJIM OT'PAHUYEHUSA 3A I[OCTABR&/I YIHHOTPEBA

JlekapcTBEHHUAT NPOYKT CE€ OTITyCKa [0 OrPaHUUEHO nnggg npennucanue (Bx. [Ipunoxenue I: Kpatka
XapaKTepUCTHKA Ha IPOIYKTa, TouKa 4.2).

N

B. JPYI'U YCJOBUSA U HBHCKBAH@A PA3SPELHIEHUETO 3A YIIOTPEBA
. Ilepuonnyunm aKkTyaIu3upaHH n(;@n 3a 0ezonacnoct (ITAIB)

M3uckBanusita 3a nogasane Ha [1AJIb @31/1 JIEKAPCTBEH IPOAYKT €a IIOCOYEHHU B CIIMCHKA C
pedepeHTHUTE JaTh Ha EBpOHeﬁCK;i-éOS (EURD cnucek), mpensuned B wi. 1078, an. 7 ot upextusa
2001/83/EO, u BB BCHUUKH Clie/IBa aKTyaIn3aluy, MyOJIIMKyBaH! Ha €BPOMEHCKUs yebmopTan 3a

JIeKapcTBa. & \

-

r. YCJIOBHUSA NI ~PPAHI/I‘IEHI/U[ 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBE POAYKT

o Inan 3a yQaQne}me Ha pucka (ITYP)

HpHTexcaTenm*%\paspequHe 3a ynotpeda (ITPY) Tps6Ba na U3BBPIIBA U3UCKBAHUTE ACHHOCTH U
JIefCTBUS, C aHM C MPOCIIesIBaHe Ha JIeKapcTBeHaTa 0e30MacHOCT, ocoueHH B oo0penus [1YP,
IIpeJCTaB Mogyn 1.8.2 Ha paspemeHneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CIIEABAIIN 0T00peHH
amyaném/l Ha [IYP.

Ax«@wﬂpm ITYP tpsiOBa na ce monasa:

0 WCKaHe Ha EBporeiickara areHius mo JeKapcTBara;
BHHAru, KOraTo ce M3MEHs CHCTeMara 3a YIpaBJIeHHE Ha PUCKa, 0COOEHO B pe3yJiTaT Ha MOydaBaHe
Q Ha HOBa WH(POPMAIIUs, KOATO MOXKeE Ja JIOBEJIE JI0 3HAYMMH IPOMEHH B CHOTHOIIICHUETO TI0J13a/PUCK,
WK CIlieNl JOCTUTaHe Ha Ba)KeH eTan (BB Bpb3Ka C MpOciesiBaHe Ha JIeKapCTBeHaTa 0e30MacHOCT
WM CBEXXIAHE Ha PUCKA 10 MUHIMYM).

L4 I[OH'I)JIHI/ITEJIHI/I MEPKH 3a CBCKAaHE HA PUCKA 10 MUHUMYM
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1. Ilputexatenst Ha pasperieHueTo 3a ynorpeda (IIPY) TpsoBa ga cpriiacyBa mogpoOHOCTHTE Ha
KOHTpOJIMpaHa CHCTEMa 3a PA3NpOCTPaHEHNE C KOMIICTCHTHHUTE BJIACTH HA HAIMOHAIHO HUBO U Ja
MPUIIOKH Ta3M MPOrpama B HallMOHAJIEH MaIlaod, 3a 1a rapaHTHpa, Je:

° HpeI[I/I MpEeAnMCBaHCTO (I/I B CBIJIACUE C KOMIICTCHTHUTEC BJIACTH HA HAIIMOHAJIHO HUBO — IPEIU
OTITyCKaHETO) BCHYKH MEIUIUHCKH CIICINAINCTH, KOUTO IMaT HaMepeHHe Jja MpencBar (1 /O
ormyckar) Jlenamunomun Krka d.d., ca cHabaenu ¢ KoMmiekT ¢ uHGopManust 3a jJekaps, ChIbp
CIIETHOTO!

0 OOyunTeNneH KOMIUIEKT 32 MEANIINHCKY CIIeIUAINCTH &Q
0 OO6yunTeHu OpOIIypH 3a HALUCHTH O

0 Kaprtu na manimentn

0

KpaTKa XAPAKTCPHUCTHUKA HA MMTPOAYKTA M JIMCTOBKA U JAHHU BBPXY OHaKOBKaTA

2. TIPY tps6Ba na npunara [Iporpama 3a npeanassane ot opemennoct (I1115) BbB ,Bé@'a JIbpKaBa
unieHka. [Tonpobnocrure Ha [1I16 Tps6Ba 1a ca chriacyBaHu ¢ KOMIIETEHTHUTE BIACTHHa HAIIHOHAIHO
HUBO BBB BCSIKa AbpPKaBa WICHKA U 1a ObJaT MPUIOKEHH IIPESIH MTyCKAaHEeTOo Ha JI CTBEHHS IPOAYKT HA
nasapa.

3. TIPY Tpsab6Ba na chriacyBa OKOHYATETHHUS TEKCT HA ChAbPKAaHUETO H:Q%nema ¢ nHpopManus 3a
JIeKaps ¢ KOMIIETEHTHUTE BIIACTH Ha HAIMOHAJIHO HUBO BHB BCSKA m,px(Q YJICHKA ¥ Jla TapaHTHPa, Y€
MaTepHaliuTe ChIbPKAT OCHOBHHUTE €JIEMEHTH, KaKTO € OMUCAHO no-z[ﬁj.

(%

4. TIPY TpsbBa 5a chriacyBa MpuiIoKEHHUETO HA CHCTEMATa C K@a Ha MalyeHTa BbB BCSIKa IbpKaBa

YJICHKA. @

OcHoOBHH CJIEMCHTH, KOUTO Ja 6'bllaT BK/IIIOYCHH @

S

OGyIH/ITeJ'IHI/IHT KOMIUICKT 3a MCIUIIMHCKH CIICITUAIN TpSI6Ba Ja CbAbpiKa CICIHUTE CIICMCHTH!

Qoyuumenen KOMNIEKm 34 MEOUUUHCKU CREUUA1u

o  Kparka urpopMarus 3a JICHATUIOMHE/T WIMATTHO 0J00PEHOTO MY TTOKa3aHHe
e Jlo3upoBka
. MaxkcumarHa IpOABIKATSTHOCT Ha MPEIMUCAHOTO JICUCHUE
0 4 cenMMIIM 3a JKEHHU C JIC €H ITOTEHIHAI
0 12 ceagMui 3a MBXe HU 0€3 JIETepOoIeH TOTSHITHAI
Heob6xoanmoctra 1a ce u305r8a ekcIn s Ha (heTyca Mopaay TEPaTOreHHOCTTa Ha JIEHATIUIOMHU/ IIpU
JKUBOTHH W OYaKBaHUS TEPATOTCHE KT Ha JICHATHJIOMHU/ IPH XOpa
° PwKoBOACTBO 3a paboTa ¢ OaucTepa iy Karncyiara Jlenamunomun Krka d.d. 3a MeauiuHcku
CHELNAITUCTU U OOJITHOT: q
e  3aabDKEHHS Ha M HCKHS CIICIIMAIIICT BB BPb3Ka ¢ npennucBaneTo Ha Jlenamaomun Krka
d.d.
0 Heo0Ox %BCTTa J1a OCUT'YpHU U3YEPIIaTEIHU CHbBETU U KOHCYJITALUA 3 ALIUCHTUTE
0o UYe HTUTE TpsOBa Jla ca B CBHCTOSHHE Ja C€ NMPHUIBPKAT KbM H3UCKBAHWATA 32
(& Ha ynorpeOa Ha Jlenamuaomug Krka d.d.

0 HebdbxomumocTra 1a OCHTYpH MAMEHTHUTE C MOAXOZsma oOydurenHa Oporrypa 3a
IMCHTH W KapTa Ha MalueHTa
. Cw@w 0€30I1aCHOCT, OTHACSIIM CE IO BCUYKH MMALIMEHTH
& W3xBbpiisiHE HA HEHYXKHO JIEKapCTBO
0 MecrtHu HapenOu 3a ormyckaHe Ha mpeanucad Jlenamunomun Krka d.d., cnennguunn 3a

Q BCsIKa CTpaHa
/b 0 Omnucanue Ha pUCKa OT peakiys Ha aKTUBUPAHE HA TyMOpa
\&- 0 Ormucanne Ha pucka oT mporpecust 1o OMJI mpm manmentn ¢ MJIC, BKIIIOUMTENHO
Q/ YECTOTUTE OT KIMHUYHUTE U3MHUTBAHUSA
Q 0 Omnucanue Ha pucka ot BII33
e Omnucanue Ha [II1b u KaTeropuzupaHe Ha NAIMEHTUTE M0 [0JI U JIeTePOJICH MOTEHIMAI
0 AuropursM 3a npuiarane Ha [1I1b
0 Onmnpenenenue 3a xeHu ¢ jaerepojeH noreHrman (OKJIPIT) w neiicTBus, KOUTO JeKapsT
Tpsi0Ba Aa npeAnpuemMe Npyu HECUTYPHOCT
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e CoBerH 3a 6€300ACHOCT 33 YKEHHM C AETEPOJIEH TOTEHIUAI
0 HeobOxomumocTTa Ja ce U30erHe eKCIo3uIus Ha (eryca
0 Omnucanwue Ha I1T116
0 HeobxomumocTTa OT MOAXOJSIIA KOHTpALEHIMs (IOPU aKo >KEHAaTa ¢ C aMeHopes)

oTpeJieICHHE 3a TIOAXO0 IS KOHTPAIICTIIINS b
= (CxeMma Ha TeCTOBETE 3a OPEeMEHHOCT Qj
=  CsBer 3a moaxomiiu TectoBe [Ipean 3amouBaHe Ha JICICHUETO
= [lo BpeMe Ha JIeUEHHETO, Ha 0a3aTa Ha KOHTPAIICITUBHIS METO/T &Q
= (Cren Kpas Ha JICYEHUETO O
0 HeoOxomumoctTa He3abaBHO na ce cnpe Jlenammmomua Krka d.d. nper&MHeHne 3a
OpeMeHHOCT
0 Heobxomumoctra He3abaBHO [a Ce YBEAOMH JICKyBAllHs JIeKap 1 'CbMHEHHE 34
OpeMEeHHOCT O),ﬁ
e CoBerH 3a 6€30IACHOCT 38 MBXKE
0 HeobxonumocTTa 1a ce n30erHe ekcrno3unus Ha deryca *2\

opemenna wm JK/IPII, kosaTo He u3mon3Ba epeKTHBHA KOH ernuus (JIOpH ako MBKBT €
HMMaJT Ba3EKTOMUS)
= [lo Bpeme Ha sieueHuero ¢ JIeHamumomMug KrkaQ
=  Haiji-manko 7 gHU ciief IIocaeaHaTa 103a.
0 UYe He3abaBHO TpsOBa Jla YBEAOMH JICKYBAIUs JI @ aKo TapTHhOPKaTa My 3a0peMeHee

0 HeobOxomuMocTra [a ce HW3MOI3BAaT MHPE3EPBATHBH, aKO ; yaJHaTa MapTHHOPKA ¢

nokaro Tod mpuema Jlenanmupomun Krka d.d. CKOpO Cliel KaTo € CIpsUl puemMa Ha
Jlenammnomuna Krka d.d.
e l3uckBanus B ciydail Ha OpEMEHHOCT
g&ﬁm Krka d.d. npu cbMHeHHe 32 OpeMEHHOCT

0 VYkazanus He3abaBHO ja ce crpe Jlenan
Ha MarMeHTKaTa Qk
0 HeobxomumocTra nanueHTKaTa 1 ¢ HAacOoYCHA 3a OIEHKA W CBBET KBM JIeKap
CICLHATUCT WM C OIIHT B o6naCTT:>§ TEPATOJIOTHUSITA ¥ AUATHOCTHIIUPAHETO i
0 MecreH aapec 3a KOHTAKTH 3a C @iuaBaHe Ha MoJ031paHa OpeMeHHOCT
0 ®opmyisip 3a crO0IaBaHE HA @MSHHOCT
o (Cnuchk 3a Obp3a crpaBka 3a nexapy@cnrypm;am MOJTY4aBAHETO OT MAUCHTHTE HA MOIXOISIIU
CBBETH, OTHACSIIN CE JI0 JICYEH K 1{&.KOHTpaueHTmsHI/ITe METOJH U IPEBEHIMATa Ha OPEMEHHOCT,
TIOJIXOJISIIIH 33 TEXHUS IO U JICH CTaTyC MU 3all0YBAHE HA JICUCHUETO
e  dopmyispu 3a ChOOIIABaHE HA CIIaHU PeaKIuu

Oobyyumennu 6powiypu 3a nayueHinu
OOyunTenmHuTe OPOITYpH 32 TI %HTHTG TpsiOBa 1a ChABPIKA:
e Bpomrypa 3a naune%%T YKCHCKH TI0JI ¢ AETEPOICH TOTCHITHAT
e Bpomrypa 3a nan OT JKEHCKH TIOJI €3 JIeTepo IeH MOTSHIIUAI
e bpomrypa 3a n&iﬂ OT MBXKKH 0]
Bewnuku 6porrypu @g_meHm TpsiOBa /1a ChBPIKAT CIETHUTE ETICMEHTH:
e Ue reHaqUIOMU € TEPATOTCHEH IIPH )KUBOTHH 1 CE OYaKBa Ja € TepaTOTeHEH IPH X0pa

e Omm € Ha KapTara Ha NalieHTa 1 HeOOXOJUMOCTTA OT Hesl
o I3 JISIHE Ha HEHYXKHO JICKapCTBO
. B‘g BOJICTBO 33 paboTa C JCHAIHIOMU/ 32 TAIUCHTH, OOJHOIJICIaYH U WICHOBE Ha CEMEHCTBOTO
. }QUHOHaHHI/I WIA JOPYyTd TPUIOKHMH ClenuHYHM HapeaOH 3a OTIyCKaHe Ha IpearucaH
namuaomug Krka d.d.

€ MalMeHTHT He TpaOBa na nasa Jlenammnomun Krka d.d. Ha HuKOH Apyr
\&'o Ue manueHTHhT He TpsOBa Ja apsBa KPbB MO BpeMe Ha TepanusaTa (BKIIOUUTEIHO MPH MPEeKbCBaHe
Q/ Ha MIPWIOKEHUETO) U Hal-MaJiko 7 JHM ciiej criupane Ha yiedeHueto ¢ Jlenanumomuna Krka d.d.
Q e Ue manueHThT TpsiOBa J1a yBEIOMHU CBOS JIEKap 3a MOsBaTa HA BCSIKAKBU HEXKEJIAHU PEaKIUH

CrnenBaiiata nHGOpMAIUs CBIIO TPSIOBa J1a ObJIe MPeIoCTaBeHa B ChOTBETHATA OpoIypa:

Bporirypa 3a manyeHTH oT )KEHCKH MOJI ¢ IeTepOAeH MOTEHIIHAI
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Bpoiirypa 3a malueHTH 0T MBKKH 110

HeobxomumoctTa 51a ce n30erse eKcro3ulys Ha geryca
Onwucanwue Ha [111b
HeobxoauMocTTa OT MOAXO/IAIIA KOHTPALICTIIHS U OTIPEICIICHUE 3a MOIXOSIIA KOHTPALICTIIIHS
CxeMa Ha TECTOBETE 32 OPEMEHHOCT
0 Ilpenu 3amouBaHe Ha JIEYEHUETO @
0 Haii-manko Ha Bcekn 4 CeMUIIM 10 BpEME Ha JICYEHUETO, OCBEH B CIy4ail Ha TIOTB a
TyOapHa cTepuiIn3anus
0 Crnej kpas Ha JIEYEHHETO &Q
HeobxomuMoctTa He3abaBHO na ce cnipe Jlenasmaomua Krka d.d. npu ceMHenue 3a 0 HHOCT
HeobxoauMocTTa He3abaBHO Ja ce YBEIOMH JICKYBaIlHs JeKap Py CbMHEHHE 32 O HHOCT

Kapma na nauuenma

Heob6xoaumocTTa 1a ce u30erne ekcrno3uis Ha deTyca ’O
HeobxoauMocTTa 1a ce M3MO0I3BaT MPe3epPBaTUBH, aKO CEKCyalHaTa MaprgbopKa ¢ OpeMeHHa Wn
JKIPTI, xosITO HEe M3MOJI3Ba e(heKTHBHA KOHTpPALCTIIUSA (IOPH aKO M”I))K’b'@ MaJT Ba3€KTOMHUS1 )

0 [Ilo Bpeme Ha neuenueto ¢ Jlenanumomun Krka d.d.

0 Haii-manko 7 nau cien mocjiaeaHara 1o3a. &
UYe He3a0aBHO TPsOBA Jja yBEIOMH JICKYBalIHs JeKap, ako mapT aTa My 3a0peMeHee
Ye He TpsiOBa ;a napsBa crepMma IO BpeMe Ha Tepamusra IOYUTEIIHO TIPHU MPEKbCBaHE Ha
MIPHUIIOKEHHUETO) M Hal-MaJIKo 7 JTHU CJIe]| ClIMpaHe Ha neqe% ¢ Jlenammpmomu Krka d.d.

Q

KapTaTa Ha IarucHTa Tp$[6Ba Ja CbAbpiKa CICITHUTE CHGMCHTI/I@

IMoTBBpXKICHHUE, YE € N3BBPIICHA TOAXOASAIIATA KOW‘IT&III/IH
JlokyMeHTHpaHe Ha CTaTyca Ha ICTCPOAHUS MTOT an
JaTtu Ha TecToBeTe 3a OPEMEHHOCT U pezyma%
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MPUJIOKEHUE IH)

JAHHU BBPXY OHAKOB&A N JIMCTOBKA
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JAHHHM BbPXY ONAKOBKATA

A.
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA
PR
1. UME HA JIEKAPCTBEHMUS ITPOAYKT o
4
Jlenamunomuna Krka d.d. 2,5 mg TBspau Karcyau /&

JICHAJIUIOMHT Q

Vo N
2.  OBSIBSIBAHE HA AKTUBHOTO(MTE) BEILIECTBO(A) P
4

Besika TBBbpAa KalcyJja CbAbpiKa JJCHAINIOMUAOB XUAPOXJIOPUA MOHOXHUAPAT, CK%CHTCH Ha 2,5 mg

JIEHAJTUTOMH]T. &

|3. CHHUCBHK HA IOMOUIIHUTE BEIECTBA JRS)

Y
Yy

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA OITAKOBKA
2

Q

TBBPJIA Karcya Q\

7 x 1 TBBpOA Karcyna \>g/
<

21 x 1 TBBpAa Kamncyna

5. HAYMH HA INPUJIOKEHHUE U IFAD(MIIIA) HA BbBEKIAHE

IS
[penu ynotpeba npouerere HHCTOBK&T§
Ilepopanno npunoxenue \&_

£\
6. CIIEHUAJIHO ITPE]] % ! i PEXXIEHUE, YE JTEKAPCTBEHUST IIPOAYKT TPSABBA JIA
CE CbXPAHSBA HA ACTO JAJIEYE OT IOI'VIEJA 1 TOCET'A HA JEIIA

; )
[a ce cbxpaHsBa Ha MSIC@ €7I0CTBITHO 3a Jiela.

R

| 7. JIPYTU CHEIMAJIHU NPEAYIPEXKJIEHHUS], AKO E HEOBXOJIUMO
X

HPE}IYHP]&EHI/IE: Puck ot Texku BpojieHu nedektu. Jla He ce u3nois3Ba 1o BpeMe Ha OpEeMEHHOCT |
KbpMEHE.
Bue Tpg6B2 na mnwiaHsBate [Iporpamara 3a npennaspane 0T OpeMEHHOCT IpH ynoTpeda Ha JleHannaoMuz.

Ro)

| 8% JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT
\4

%OHCH I10:

l 9. CHEINIMAJIHA YCJIIOBUA HA CbXPAHEHUE
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10. CIEOUWAJHHA ITPEATTAZHU MEPKU ITPU N3XBBPJISAHE HA HEU3ITOJI3BAHA YACT
OT JIEKAPCTBEHUTE INPOAYKTHU UJIN OTHAABYHU MATEPUAJIA OT TAX, AKO

CE NU3UCKBAT TAKUBA
0
11. HMME MU AIPEC HA ITIPUTEXXATEJISI HA PABPEIIEHUETO 3A YIIOTPEBA 0\,) ‘
N4
KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CiroBeHus éQ
Q&

12. HOMEP(A) HA PA3PELLIEHUETO 3A YIIOTPEBA = |

7 x 1 TBBpaa kamncyma: EU/1/20/1521/001 O;O

21 x 1 tBepaa kancyna: EU/1/20/1521/002 Q\

4
13. TIAPTH/JEH HOMEP oY
\ 4

IMapr.Ne be

| 14. HAYMH HA OTIIYCKAHE o, |
A4
R
‘ 15. YKA3AHUSA 3A YIIOTPEBA < ‘
N

| 16. MHOOPMALIMSI HA BPAIJIOBA A3%4(A |
Jlenamuaomupa Krka d.d. 2,5 mg O
&

£
| 17. YHHUKAJIEH HIEHTU®UKAPOP — IBYU3MEPEH BAPKO/I
X

JByu3mepeH 6apKoj ¢ BKIFOUCH )Qm(anen UACHTU(DHKATOD

NS

| 18. YHUKAJIEH WAESFI®UKATOP — JAHHHU 3A YETEHE OT XOPA
RS

O
PC QQ

SN

NN
¢S
L

,DQ(J
&
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPH
(0
1. WME HA JEKAPCTBEHUSA MPOJAYKT o~ |
\"4
Jlenanunomun Krka d.d. 2,5 mg kancynu /&

JICHATUTOMHT Q

Vo N
2. NME HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA mU'
7

KRKA &Q;Z*
| 3. JIATA HA UBTMYAHE HA CPOKA HA TOIHOCT QQ/'
EXP Q,g)
4. TIAPTHJEH HOMEP <
Lot szgj
R
5. ZIPYTO o

1. IIperpHu U OTKBCHU

2. Ob6emn &O
J
ITH O
BT s&
cp
qT

gé &{}
o Ov
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

PR
1. UME HA JIEKAPCTBEHMUS ITPOAYKT o ‘

4
Jlenamunomuna Krka d.d. 5 mg tbpau kancymau /&
JICHATUIOMUT QO
2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEIIIECTBO(A) N N ‘
\"

)

Bcesika TBBpaa Karcyna chappka JEHATHAOMUIOB XHIPOXIOPUI MOHOXHUIPAT, emm@emm Ha 5 mg

JIEHATUIOMUL, Q/
3. CIHUCHK HA HOMOUIHUTE BEUIECTBA 9K |
22
| 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHAOJTAKOBKA |
X
TBBpAA Kalcya @
7 x 1 TBBpOA Karcyna Q\Q/
21 x 1 TBBpAa Kamncyna Qj
N

Vo 2
5. HAUYMH HA TPWJIOKEHUE U MTbT@IMA) HA BbBEKJIAHE

v
[Tpenn ynmotpeba mpodereTe JHCTOBKATA. /@
[lepopanno npusnoxeHue J¢

)

r

6. CIHHEIIUAJIHO HPEI[YHPE&I[EHI/IE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JA
CE CBbXPAHSIBA HA MSICTO JAJIEYE OT IOIJIEJA U TIOCET'A HA JIELTA

Ia ce cbxpaHsiBa Ha MACTO, HA‘OCTLHHO 3a Jena.

‘ 7. APYI' CHE@AJIHI/I HNPEAYIIPEXJIEHUSA, AKO E HEOBXOIUMO
\‘
HPEZ[YHPE)KZQ&[I/IE: Puck ot Texxku Bpoaenu aedexru. [la He ce U3MON3Ba IO BpeMe Ha OpPEeMEHHOCT 1
KbpMEHE.
Bue Tp}I6]Z@I/ISHLIIHHBaT€ [Iporpamarta 3a mpeamna3Bane oT OpeMEHHOCT TP yroTpeba Ha JIeHaTMaoMuI.

9

£
| 8. ,MTA HA U3TUYAHE HA CPOKA HA TOJTHOCT
[%J

o

‘ 9. CIIEIUAJITHHU YCJIOBUSA HA CbXPAHEHUE ‘

| 10. CIEHOUWAJIHU IPEAIIAZHU MEPKU ITPU N3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT |
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OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHU MATEPHAJIN OT TSAX, AKO ‘

CE U3UCKBAT TAKUBA
| 11. VIME M AJIPEC HA IPUTEXATEJISI HA PA3PEHIEHUETO 3A YIIOTPEBA (~C
U
KRKA, d.d., Novo mesto, gmarje§ka cesta 6, 8501 Novo mesto, CrnoBenus Q®
Q

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA ‘0 ‘

7 x 1 TBBpa Kancyna: EU/1/20/1521/003 /OA

21 x 1 tBepma kancyna: EU/1/20/1521/004 /))

s
13. TAPTUAEH HOMEP R4
ITapt.Ne QQJ
)
| 14. HAYMH HA OTIYCKAHE Y |
o
| 15.  YKA3AHUSI 3A YIIOTPEBA Q) |
_ Vo4

| 16. MH®OPMALUSI HA BPAIJIOBA A3BYKA~ |

Jlenamapomun Krka d.d. 5 mg @@

O
| 17.  YHUKAJIEH WIEHTU®UKATOP — IBYM3MEPEH BAPKO/I
N
JBym3MepeH 6apKo[ ¢ BKIIIOYECH YHI/IK&leH HICHTU(HKATOP
AN
‘ 18. YHHUKAJIEH I/IZ[EH'UhDI/IKATOP — JAHHHU 3A YETEHE OT XOPA
)
PC Q
SN o
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPH
(0
1. WME HA JEKAPCTBEHUSA MPOJAYKT o~ |
\"4
Jlenamunomun Krka d.d. 5 mg kancymu /&

JICHATUTOMHT Q

Vo N
2. NME HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA mU'
7

KRKA \\>Q;Z*
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT QQ/'
EXP Q,g)
4. TIAPTHJEH HOMEP <
Lot ng
R
5. ZIPYTO o

1. IIperpHu U OTKBCHU

2. Ob6emn &O
J
ITH O
BT s&
cp
qT

gé &{}
o Ov
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA
0
1. HUME HA JIEKAPCTBEHUSA ITPOAYKT o
\"4
Jlenamunomun Krka d.d. 7,5 mg TBbpAM Kancyinu /&
JIEHATUIOMUL $
O
2. OBSIBABAHE HA AKTUBHOTO(UTE) BEILIECTBO(A) P
7
Besika TBBp/Ia Karicyiia ChIbpika JICHAIUIOMHUIOB XUAPOXIOPUI MOHOXHUIPAT, CK%GHTGH Ha 7,5 mg
JICHAITUIOMUI. &
3. CHOUCHK HA TOMOIIHHUTE BEUIECTBA RS |
a0

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA OITAKOBKA |
2

TBBpJIA KarcyJia Q/

7 x 1 TBBpOA Kancyna Q\

21 x 1 TBBpHa Kamncymna \>g/
K7

5. HAYMH HA ITPUJIOKEHUE N H’I‘);[‘MJ_IA) HA BBBEXJIAHE

[penu ynotpeba npouerere IMCTOBKATA.) $
Ilepopanno npunoxeHue O

S

6. CIIEIIMAJIHO NPEAYHAPEXKJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JA
CE CBbXPAHSIBA HA &HCTO JAJIEYE OT HOI'VIEJA M TOCEI'A HA TEHA

I[a CC CbXpaHsiBa Ha MﬂCTO%OCT%HHO 3a acua.

Q

7. IPYTU COBIMAJIHM OPEAYNPEKIEHUS, AKO E HEOBXOJIUMO

HPEHYHPEX&:ME: Puck ot Texku BpojieHu nedektu. Jla He ce u3noi3Ba o BpeMe Ha OpEeMEHHOCT |
KbpPMEHE.

Bue Tpﬂ%ﬁa usnbaHABaTe [Iporpamara 3a npeanasBaHe oT OpEMEHHOCT IpH yrnoTpeba Ha JleHanumomun,.

Vo N
| 8..( YIATA HA I3TUYAHE HA CPOKA HA TOTHOCT
N

Qgﬁxeﬂ 110:

l 9. CHEIIMAJIHA YCJIIOBUSA HA CbXPAHEHUE
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10. CIEIUAJIHA NPEAIIA3ZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHHAABYHU MATEPHUAJIM OT THAX, AKO

CE U3UCKBAT TAKHUBA
(0
11. HUME U AJIPEC HA IPUTEXATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA o ‘
\4

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBenns /&

12. HOMEP(A) HA PA3PELIEHUETO 3A YIIOTPEBA RN |

7 x 1 tBBpAa Kancyixa: EU/1/20/1521/005 O;O

21 x 1 TBepaa kancyma: EU/1/20/1521/006 \z\

R
13. TAPTUJAEH HOMEP ~N
Q
ITapt.Ne ’b
o
| 14. HAYMH HA OTIYCKAHE X |
v
<Q

| 15.  YKA3AHMSI 3A YIIOTPEBA QO |

Q

5

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Iz
{’\O

Jlenamunomun Krka d.d. 7,5 mg

| 17. YHHUKAJIEH I/II[EHTI/I(IH/IK.('&’ — JIBYWU3MEPEH BAPKOJ]

JByn3MepeH 0apKoJ ¢ BKIIOUEH yHI/I{(aJIeH UIeHTH(HUKATOP

\%

| 18. YHHMKAJEH HIEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

pC O
SN QQ

oL
L
O
R
Q/{-
§
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPH
(0
1. WME HA JEKAPCTBEHUSA MPOJAYKT o~ |
\"4
Jlenamunomun Krka d.d. 7,5 mg kancynu /&

JICHATUTOMHT Q

Vo N
2. NME HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA mU'
7

KRKA &Q;Z*
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT QQ/'
EXP Q,g)
4. TIAPTHJEH HOMEP <
Lot szgj
R
5. ZIPYTO o

1. IIperpHu U OTKBCHU

2. Ob6emn &O
J
ITH O
BT s&
cp
qT

gé &{}
o Ov
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA
PR
1. HUME HA JIEKAPCTBEHMUSA MPOJAYKT o
4
Jlenamumomun Krka d.d. 10 mg TBBpau kancyim /&

JIEHAJIAIOMUT Q

Vo N
2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A) P
4

Bceska TBBbpAa Karicyjia CbAbpiKa JICHAIMAOMUI0B XUAPOXJIOPHUI MOHOXHUAPAT, eK@CHTCH Ha 10 mg

JICHAJTMTOMMI. &

| 3.  CHHUCHK HA MIOMOUIIHUTE BEIIECTBA JRS)

Y
Yy

| 4. JIEKAPCTBEHA ®OPMA Y KOJIMYECTBO B EJTHA OIIAKOBKA
2

TBBpJIa KarcyJia Q/

7 x 1 TBBpAA Kamncyna Q\

21 x 1 TBBpIa Kamncyna \>g/
K7

5. HAUYMH HA TPUWIOKEHME U MT(M1LIA) HA BbBEK/JIAHE

INpenu ynorpeba npoyerere IMCTOBKaTa.) $
Ilepopanzo mpunoxenue O

S

6. CIHEIIMAJIHO MPEAYAPEXJAEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA JA
CE CbXPAHSIBA HA CTO JAJIEYE OT NIOT'JIEJA U TOCEI'A HA JETIA

Nz

I[a CC CbXpaHsBa Ha M?ICTO%L[OCTI)HHO 3a acua.

Q

| 7. IPYTU COBIMAJIHMA MIPEJYPEXAEHUSI, AKO E HEOBXOJJUMO

HPE}IYHPE)@I/IE: Puck ot Texxku BpogieHu nedektu. Jla He ce U3Moi3Ba 1Mo BpeMe Ha OpeMEHHOCT H
KbpPMEHE.
Bue Tpx%ﬁa u3nbaHABaTe Ilporpamara 3a nmpeznaszBaHe oT OpeMEHHOCT Npu ynoTpeda Ha Jlenamuaomu.

Vo N
| 8..( YIATA HA UIBTMUAHE HA CPOKA HA TOTHOCT
N

ng}z[e}l J10:

| 9. CIHIEIlMAJIHUA YCJIOBUSA HA CbXPAHEHUE
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10. CHEIOUWAJIHU IIPEJAITAZHUA MEPKHU ITPU NU3XBBPJIAAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE IMPOAYKTH NJIN OTIHHAABYHU MATEPHUAJIN OT THAX, AKO

CE U3UCKBAT TAKHUBA
(0
11. HUME U AJPEC HA IPUTEXKATEJISA HA PASPELHIEHUETO 3A YIIOTPEBA o ‘
\4

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus /&

12. HOMEP(A) HA PA3PEILIEHUETO 3A YIIOTPEBA RN |

7 x 1 TBBpAa Kancyia: EU/1/20/1521/007 O;O

21 x 1 TBppaa kancyna: EU/1/20/1521/008 \z\

R
13. TIAPTH/JEH HOMEP ~N
Q
[Tapt.Ne ’b
L
| 14. HAYMH HA OTIYCKAHE X |
v
<Q

| 15.  YKA3AHHSI 3A YIIOTPEBA O |

Q

5

[ 16. MHOOPMAIIUS HA BPAIJIOBA A3BYKA

2%
L&

Jlenamumomun Krka d.d. 10 mg

| 17.  YHUKAJIEH WIEHTU®UKATKOP — IBYU3MEPEH BAPKO/]

JByusmepeH 0apKo[ ¢ BKIIIOUYCH /y{n{@nefl HAACHTU(PHUKATOP

\

| 18. YHUKAJIEH MJEHTHM®UKATOP — JAHHM 3A YETEHE OT XOPA

. S
SRR

NN

<
L

,DQ(J
&
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MUHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPH
(0
1. WME HA JEKAPCTBEHUA MPOJAYKT o~ |
\"4
Jlenamunomuna Krka d.d. 10 mg kancymnu /&

JICHATUTOMHT Q

Vo N
2. NME HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA mU'
7

KRKA &Q;Z*
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT QQ/'
EXP Q,g)
4. TIAPTHJEH HOMEP <
Lot szgj
R
5. ZIPYTO o

1. IIperpHu U OTKBCHU

2. Ob6emn &O
J
ITH O
BT s&
cp
qT

gé &{}
o Ov
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA
PR
1. UME HA JIEKAPCTBEHMUS ITPOAYKT o
4
Jlenamunomuna Krka d.d. 15 mg TBepau Kancyiu /&

JICHAJIUIOMHT Q

Vo N
2.  OBSIBIBAHE HA AKTUBHOTO(MTE) BEUIECTBO(A) P
7
Bcesaka TBbpAa Karcyjia CbAbpiKa JICHATUAOMHUI0B XUAPOXJIOPpHUI MOHOXUApAT, CK%CHTCH Ha 15 mg
JIEHAJTUIOMU/I. &
3. CHOUCHK HA TOMOIIHHUTE BEUIECTBA RS
&
)

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA OITAKOBKA
2

TBBpJIA KarcyJia Q/

7 x 1 TBBpOA Kancyna Q\

21 x 1 TBBpHa Kamncymna \>g/
K7

5. HAYMH HA ITPUJIOKEHUE N H’I‘);[‘MJ_IA) HA BBBEXJIAHE

[penu ynorpeba nmpoyerere IMCTOBKATA.) $
Ilepopanno npunoxeHue O

S

6. CIIEIIMAJIHO NPEAYAPEXKJAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JA
CE CBXPAHSIBA HA MCTO JAJIEYE OT HOIVIEJA M TOCEI'A HA TEHA

I[a CC CbXpaHsiBa Ha MﬂCTO%OCT%HHO 3a acua.

Q

| 7. IPYTW COBIMAJIHUA NPEJYNPEXAEHUSI, AKO E HEOBXOJJUMO

HPEHYHPEX&:ME: Puck ot Texku BpojieHu nedektu. Jla He ce u3noi3Ba o BpeMe Ha OpEeMEHHOCT |
KbpPMEHE.
Bue Tpﬂ%ﬁ(a u3nbiHsABaTe [Iporpamara 3a mpeanasBaHe OT OpeMEHHOCT Ipu ynoTpeba Ha JleHamuaomu.

Vo N
| 8..( YIATA HA I3TUYAHE HA CPOKA HA TOTHOCT
N

Qgﬁxe}{ 110:

l 9. CHEIIMAJIHA YCJIIOBUSA HA CbXPAHEHUE
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10. CIEIUAJIHA NPEAIIA3ZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHHAABYHU MATEPHUAJIM OT TAX, AKO

CE U3UCKBAT TAKHUBA
(0
11. HUME U AJIPEC HA IPUTEXATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA o ‘
\4

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBenns /&

12. HOMEP(A) HA PA3PELIEHUETO 3A YIIOTPEBA RN |

7 x 1 TBBpAa Kancyaa: EU/1/20/1521/009 O;O

21 x 1 TBppaa kancyma: EU/1/20/1521/010 \z\

R
13. TAPTUJAEH HOMEP ~N
Q
ITapt.Ne ’b
o
| 14. HAYMH HA OTIYCKAHE X |
v
<Q

| 15.  YKA3AHMSI 3A YIIOTPEBA QO |

Q

5

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Iz
{’\O

Jlenamunomua Krka d.d. 15 mg

‘ 17. YHHUKAJIEH I/II[EHTI/I(I)I/IK‘@’ — ABYU3MEPEH BAPKO/{

JBym3mepeH 6apKoJ ¢ BKIIIOYECH /}gn{mﬂeH HACHTU()HKATOP

\

| 18. YHUKAJIEH MJEHTM®UKATOP — JAHHM 3A YETEHE OT XOPA

Pc S
TR

NN

<
L

,DQ(J
&
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPH
(0
1. WME HA JEKAPCTBEHUSA MPOJAYKT o~ |
\"4
Jlenamunomun Krka d.d. 15 mg kancynu /&

JICHATUTOMHT Q

Vo N
2. NME HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA mU'
7

KRKA &Q;Z*
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT QQ/'
EXP Q,g)
4. TIAPTHJEH HOMEP <
Lot szgj
R
5. ZIPYTO o

1. IIperpHu U OTKBCHU

2. Ob6emn &O
J
ITH O
BT s&
cp
qT

gé &{}
o Ov
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JAHHHU, KOUTO TPABBA JIA CbJABbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA
PR
1. UME HA JIEKAPCTBEHMUS ITPOAYKT o
4
Jlenamunomuna Krka d.d. 20 mg TBepau Karcyu /&

JICHAJIUIOMHT Q

Vo N
2.  OBSIBIBAHE HA AKTUBHOTO(MTE) BEUIECTBO(A) P
7
Bcesaka TBBbpAa KallCyJjia CbAbpiKa JICHAIUIOMUIAOB XUAPOXJIOPUA MOHOXUAPAT, CK%CHTCH Ha 20 mg
JIEHAJTUIOMU/I. &
3. CHOUCHK HA TOMOIIHHUTE BEUIECTBA RS
ol
)

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA OITAKOBKA
2

TBBpJIA KarcyJia Q/

7 x 1 TBBpOA Kancyna Q\

21 x 1 TBBpHa Kamncymna \>g/
K7

5. HAYUH HA MPWJIOKEHUE U MbT(M11IA) HA BbBEK/JAHE

[penu ynotpeba npouerere IMCTOBKATA.) $
Ilepopanno npunoxeHue O

S

6. CIIEIIMAJIHO NPEAYAPEXKJAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JA
CE CBXPAHSIBA HA MCTO JAJIEYE OT HOIVIEJA M TOCEI'A HA TEHA

I[a CC CbXpaHsiBa Ha MﬂCTO%OCT%HHO 3a acua.

Q

| 7. IPYTW COBIMAJIHUA MIPEJYPEXAEHUSI, AKO E HEOBXOJJMUMO

HPEHYHPEX&:ME: Puck ot Texku BpojieHu nedektu. Jla He ce u3noi3Ba o BpeMe Ha OpEeMEHHOCT |
KbpPMEHE.
Bue Tpﬂ%ﬁ(a u3nbiHsABaTe [Iporpamara 3a mpeanasBaHe OT OpeMEHHOCT Ipu ynoTpeba Ha JleHamuaomu.

Vo N
| 8..( Y1ATA HA UI3TMYAHE HA CPOKA HA TOTHOCT
N

Qgﬁxeﬂ 110:

l 9. CHEIIMAJIHA YCJIIOBUSA HA CbXPAHEHUE
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10. CIEIUAJIHA NPEAIIA3ZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHHAABYHU MATEPHUAJIM OT TAX, AKO

CE UBUCKBAT TAKUBA
(0
11. HME U AJIPEC HA IPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA o ‘
\ 4

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBenns /&

12. HOMEP(A) HA PA3PELIEHUETO 3A YIIOTPEBA RN |

7 x 1 TBBpaa kancymna: EU/1/20/1521/011 I);O

21 x 1 TBppaa kancyma: EU/1/20/1521/012 \z\

R
13. TAPTUJAEH HOMEP ~N
Q
ITapt.Ne ’b
o
| 14. HAYMH HA OTIIYCKAHE X |
2
<Q

| 15.  YKA3AHMSI 3A YIIOTPEBA QO |

Q

5

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Iz
{’\O

Jlenamunomua Krka d.d. 20 mg

‘ 17. YHHUKAJIEH I/II[EHTI/I(I)I/IK‘@’ — ABYU3MEPEH BAPKO/{

JBym3mepeH 6apKoJ ¢ BKIIIOYECH /}gn{mﬂeH HACHTU()HKATOP

\

| 18. YHUKAJIEH MJEHTM®UKATOP — JAHHM 3A YETEHE OT XOPA

Pc S
TR

NN

<
L

,DQ(J
&
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPH
(0
1. WME HA JEKAPCTBEHUSA MPOJAYKT o~ |
\"4
Jlenamunomuna Krka d.d. 20 mg kancymnu /&

JICHATUTOMHT Q

Vo N
2. NME HA TIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA mU'
7

KRKA &Q;Z*
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJIHOCT QQ/'
EXP Q,g)
4. TIAPTHJEH HOMEP <
Lot szgj
R
5. ZIPYTO o

1. IIperpHu U OTKBCHU

2. Ob6emn &O
J
ITH O
BT s&
cp
qT

gé &{}
o Ov
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JAHHH, KOUTO TPABBA A CbABbPXA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

0

1. UME HA JEKAPCTBEHHSI IPOJYKT oY |

N4
Jlenamumomun Krka d.d. 25 mg tBBppan xancymm /&
JICHATUIOMHU]T QO
2.  OBSIBABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A) N ) ‘
Bcsika TBBpIa Karicyna ChabpiKa JIEHATHIOMHIOB XHAPOXIOPHI MOHOXHUIPAT, eKBHBAJICHTEH Ha 25 mg
JICHATIUAOMHU, Q/

N
3. CHUCHK HA IOMOIIHUTE BELIECTBA ~
<
Lo
|4, JIEKAPCTBEHA ®OPMA H KOJIUYECTBO B EAHAQMAKOBKA |

<
<

7 x 1 TBBpIA Kamncyna ‘z\
21 x 1 TBBpaA Karmcya Qj

N
<

5. HAYMH HA MPJIOXEHHUE U II’[)T@J.IA) HA BBbBE/KJIAHE

TBBbpJa Karcylia

[Ipenu ynorpeba npouerere JINCTOBKATA. &
[TepopanHo npunoxexHue

6. CHELMAJIHO OPELY P?K)_IEHME, YE JEKAPCTBEHUSIT IPOJIYKT TPSIBBA JIA
CE ChbXPAHSIBA HA D O JAJIEYE OT MOTJIEJA U JOCET'A HA JELIA
X
Jla ce chxpaHsBa Ha MSICTO %CTLHHO 3a Jiena.

00

| 7. IPYTU CHEQIMAJIHM NPEAYTNPEXK/EHMSL, AKO E HEOBXOJMMO

HPEI[YHPE)K@I/IE: Puck ot Texku BponeHu nedektu. Jla He ce u3mos3Ba 1o BpeMe Ha OpeMEeHHOCT U

KBpPMEHE. @

Bue Tp;IGB&a m3nbHABaTe [Iporpamara 3a mpenmnasBaHe oT OpeMeHHOCT TpH ynoTpeba Ha JleHammmomu.

Q

| 8. ('GIATA HA UBTMYAHE HA CPOKA HA TOJHOCT

"
Q&eﬂ J0:

‘ 9. CIIEHMAJIHHU YCJIOBUA HA CbXPAHEHUE
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10. CIEIUAJIHA NPEAIIA3ZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE ITPOAYKTH WJIN OTIHHAABYHU MATEPHUAJIM OT TAX, AKO

CE U3UCKBAT TAKUBA
(0
11. HUME U AJIPEC HA IPUTEXATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA o ‘
\4

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBenns /&

12. HOMEP(A) HA PA3PELIEHUETO 3A YIIOTPEBA RN |

7 x 1 TBBpAa Kancyia: EU/1/20/1521/013 O;O

21 x 1 TBepaa kamyma: EU/1/20/1521/014 \z\

R
13. TAPTUJAEH HOMEP ~N
Q
ITapt.Ne ’b
o
| 14. HAYMH HA OTIYCKAHE X |
2
<Q

| 15.  YKA3AHMSI 3A YIIOTPEBA QO |

Q

5

| 16. MH®OPMALIMSI HA BPAIJIOBA A3BYKA

Iz
{’\O

Jlenamunomua Krka d.d. 25 mg

‘ 17. YHHUKAJIEH I/II[EHTI/I(I)I/IK‘@’ — ABYU3MEPEH BAPKO/{

JBym3mepeH 6apKoJ ¢ BKIIIOYECH /}gn{mﬂeH HACHTU()HKATOP

\

| 18. YHUKAJIEH MJEHTM®UKATOP — JAHHM 3A YETEHE OT XOPA

Pc S
TR

NN

<
L

,DQ(J
&
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MHUHUMYM JAHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJUCTEPU
o
1. UME HA JJEKAPCTBEHUSI IPOJIYKT o
"4
Jlenamunomuna Krka d.d. 25 mg kancynu /&

JIEHAJIMTOMHUJT ' Q

2. MME HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA O)V

KRKA Q;z\

| 3. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT [¥/

EXP

4. IMAPTUJIEH HOMEP

<
Lot ‘2‘

5. JIPYro

1. TlpervHu U OTKBCHU
2. Ob6emn

IIH

O
BT \&

cp
uT &
0T A‘&
cO

HI Ov
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B. IUCTOBKAQ)
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JlucToBKa: HH(l)OpMaIIl/Iﬂ 32 MalMeHTa

Jlenamugomun Krka d.d. 2,5 mg TBbpau kancy/iu
Jlenanmupomun Krka d.d. 5 mg Tebpaun kancyan
Jlenamupomup Krka d.d. 7,5 mg Tebpau kancy/iu /O
Jlenamuaomua Krka d.d. 10 mg TBbpAn Kancy/iu b
Jenanugomua Krka d.d. 15 mg TBbpan kancyau Q/
Jlenannnomun Krka d.d. 20 mg Tebpau kancyan &Q
Jenanugomua Krka d.d. 25 mg TBbpau kancy/iu O
nenamunomu (lenalidomide) Q

IIpoyeTeTe BHUMATEJHO LSIJIATA JIMCTOBKA, MPE/IM A 3all0YHeTe Aa IpueMaTe TOBa J1eKapcTBo,
Thil KaTO TH ChAbpP:Ka BaxHa 3a Bac undopmanus.

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

- AKO UMaTe HAKaKBH JOIIBJIHUTEIHN BBIIPOCH, onuTaiite Bammus nexap m%bapMaueBT.

- ToBa nekapcTBo € mpeanucano audHo Ha Bac. He ro npeorcrenBaiite v T Xopa. To moxe

Jla UM HaBpEIW, HE3aBUCHMO Y€ IPU3HAIUTE HA TSIXHOTO 3a00JIsIBaHE uTe kato Bamure.
- AKO TIONTyunTE HSIKAaKBU HEXXEJIAaHU peakliy, yBegoMere Bammst ne u papmarieBT. ToBa
BKJIIOYBA U BCUYKU Bb3MOXKHU HEXEJaHU PEaKIUH, HEONMCAaHU B UCTOBKa. Bumkre Touka 4.
KakBo cbabpka Ta3u JMCTOBKA: b
Kakro npezacrasnssa Jlenamaomun Krka d.d. u 3a kakBo ¢ 0J3Ba

KakBo Tpsi0Ba na 3Haere, npenu aa npuemere Jlenamumomua Krka d.d.
Kak nma npuemare Jlenammaomun Krka d.d. é
BB3M0XHU HEXETaHU peaKuy

Kak nma cexpansBare Jlenamumomun Krka d.d. sgs

ChabprkaHue Ha OMTAKOBKATA M JOITBIHUTEIHA HHPOpMAIHs

Sk v~

N

1. Kakso npeacraBiasisa Jlenaauaomm @d.d. H 32 KAKBO ce U3110/13Ba

Kakso npeacrasasasa Jlenanunomug KrKa'd.d.

Jlenamumomun Krka d.d. ceabpika aKTUBHORO BENIECTBO JICHATUIOMHU. TOBa JIEKApCTBO MPUHAIIIEKH
KBbM I'pyla JIEKapCTBa, KOMTO ITOBIIUABA RaunHa, [0 KOHTO (yHKIIMOHMpa UMyHHaTa Bu cucrema.
3a kakBo ce n3noJ3Ba Jlenaaupoman Krka d.d.
Jlenamunomun Krka d.d. ce H31}QI¥a MIPH BB3PACTHH 3!

- MynTuIuieH MUEIoM
- MHGHOHHCHHaCTHQ}%*HHpOMI/I

- donukynapex nm@

My.]'lTl/ll'lJ'leH MI/IeJ'IOQ/l
MyJ'ITI/IHJ'ICHI/IﬂT M@ € BU/J paK, KOMTO 3acsira OonpeacyiCH BUJ oenu KPBBHU KJICTKH, HAPCUCHU

TUIA3MEHH KJICTKH. Fe3H KIETKH Ce ChOMpaT B KOCTHHS MO3BK U C€ JEJIST, C KOETO CTaBaT
HEKOHTPOJIUP . ToBa Moe J1a yBpeIu KOCTHTE u ObOperuTe.

MynTHH@ﬂT MHENIOM IO TIPUHIMI € HeJleunM. [Ipu3HanuTe u cuMOToMuTe 06ade MoraT 1a Obaar
3Ha‘H/IT€J'IJ HaMaJIeHH W Jla U34e3HAT 3a epuoJ ot Bpeme. ToBa ce Hapuua ,,0TTOBOp” .

HomegarHocTHIIMpaH MYITHILIEH MUEIOM — IIPU MAMEHTH ¢ KOCTHO-MO3bYHA TPAHCILIAHTALUS
unomun Krka d.d. ce nsmon3Ba caMOCTOSTEHO KaTO MOIBPIKAIIO JISYCHHUE, CIIE KaTo
@a HEHTHTE Ca C€ BH3CTAHOBHJIM JOCTATHYHO CJICA KOCTHO-MO3bUHA TPAHCIIIAHTALIHS.

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

Jlenamupomup Krka d.d. ce npuema c npyru nekapcrsa. Te Moxe 1a Obaart:

- JIEKApCTBO 32 XMMHOTEPAITHS, HApEUeHO ,,00pTe30MH0

- MPOTUBOBB3NATUTETHO JIEKAPCTBO, HAPEUEHO ,,JIEKCAaMETa30H .
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- JIEKapCTBO 32 XUMHUOTEpaNus, HapeueHo ,,Medanan”

- HMMYHOIIOTHCKAIIIO JIEKAPCTBO, HAPEUECHO ,,[IPEIHU30H".

Bue mie npueMaTte Te3u JiekapcTBa B HAYAIOTO Ha JICYCHHUETO, a CJIC]] TOBA ¢ MPOIBIDKUTE 1
npuemare Jlenammaomun Krka d.d. camocrositenHo.

AXo cTe Ha BB3pacT 75 WM NIoBeYe TOANHHY, WM IMaTe yMEPEeHH 10 TeXKH ObOpeYHH MpodIeMH - b
Bammsit siexap e mpoBepH ChCTOSIHUETO Bi BHUMATEIIHO, IPEN Aa 3aI0YHE JICUCHHE. .

MyJITHIUICH MUEIOM — IIPU MAIMEHTH, KOUTO BEeUe ¢a MPOBEKAAIHN JICUCHUE O
Jlenanuaomu Krka d.d. ce npuema 3a€aAHO C MPOTUBOBB3NAIMUTEIHO JICKAPCTBO, HAPEUCHO Q

JeKCaMeTa30H . :

Jlenamumomuy Krka d.d. moxke a cnipe BiomaBaHeTo Ha IPU3HAIIUTE U CHMIITOMUTE H@ynTHHHeHHH
MuenoM. Jloka3aHo e, 4e TOi ChII0 MOKe J1a 3a0aBU BPBIIAHETO HA MYJITUIUICHUS MUEOM client

JIeYEHHeE. Q\
Q

Muenonucniactuudu cuapomu (M/IC)

M/IC npencTaBisBaT cO0p OT MHOXKECTBO Pa3iIMYHU 3a00JIIBaHUS Ha KPb Ha KOCTHHS MO3BK.
[NosiBsiBaT ce aHOMAIHMK HAa KPBBHUTE KIETKH U T€ HE (PYHKIIMOHUPAT TIp o. [lanmenTure morar na
MOTydYaT pa3HOOOPa3HH MPU3HALM U CUMIITOMH, BKIIOYUTEITHO TOHU 0l YepBEHU KPHBHU KIIETKH
(amemust), Hy’KIa OT KPBHBOIPEIMBAHE U PICK OT HHPEKIIHU. /O

Jlenamunomun Krka d.d. ce m3momnssa camocTosTeNHO 32 JIeUeH e&mﬁpacmn HALUEHTH, KOUTO ca

nuarHoctunupanu ¢ MJIC, xoraro € Npuiiox’uMo BCUYKO, onvlé{o T10-J10J1y':

- Bue ce Hyxknaere OT peJoBHU KPbBOIPEIUBAHUS 32 J@eHHe HA HUCKUTE HUBA HA YEPBEHU
KPBBHH KJIETKH (TpaHC(y3MOHHO-3aBUCHMA aHEM

- Hmare aHOMamnMs Ha KIETKUTE B KOCTHUS MO3b :gseqena ,»LIUTOT€HETUYHA aHOMAJIHs
W30ITUpaHa JIeNelus Ha XpoMo30Ma S5 (Jierrery bSq)”. ToBa o3HauaBa, ye BamusiT opranuzsm
HE IIPOU3BEX/A JOCTaThYHO 3APaBU KPbBHUKACTKHU.

- Jpyru siedenus1, U3M0I3BAHU IIPEIH TOB a IOIXOIAIH WK HE 1aBaT OCTAThYHU

pe3ynTary.

Jlenamunomun Krka d.d. moxe 12 yBenggiNopost Ha 31paBUTE YEPBEHU KPBBHU KIIETKU, KOUTO

MIPOU3BEXJIa OPraHU3MBT, KaTO IOHU 051 Ha OOJIECTHHUTE KICTKH:
- TOBa MOXe JIa Hamalu Opost H HUTE KPBBONpENMBaHK. Bb3MOXKHO € Ja He ce Hanarat
KpPBBOIIPEIUBAHUS.
\

®oaukynapen aumpom (D

@JI mpexacrapisiBa 6aBHO H TBAIl[ paK, KOWTo 3acara B mumdormrure. Te ca Bux 6enu KpbBHU
KJIETKH, KOMTO TToMaraT gaoprann3ma ia ce 6opu ¢ nHdpeknuu. Korato nmare ®JI, TBBpIe MHOTO OT
Te3u B mumoorutu M a ce HaTpyIaT B KPbBTA, KOCTHHUSI MO3BK, TUM(HUTE BH3IH U JaJIaKa.

Jlenamumomuy Krldhd'd. ce mpuema 3aeHO ¢ Apyro JIeKapcTBO, HAPEUEHO ,,pUTYKCHMa0” 3a JIeUeHUe Ha
BB3PACTHU nau\giﬂ U C JIEKyBaH MPeAN TOBa (DOIHKYIAPESH JTAMPOM.

HeHam/mOMIQK:ka d.d. ce m3mon3Ba caMOCTOSATEITHO 32 JIEKYBaHE HA Bh3PACTHU IAIlEHTH, KOUTO BEYe
ca Ounm @B&HI/I ¢ IpyTH JIeKapCTBa.

Kak TBa Jlenamuaomua Krka d.d.

JI nomug Krka d.d. neiictBa upe3 nmonusiBaHe Ha UMyHHATa CUCTEMa Ha OPraHU3Ma U MPSIKO
Ba paka. Toil Ae¥cTBa Mo peAnia pa3nuIHi HAYNHH:

Q/ KaTo MpeJO0TBpaTsIBa PA3BUTHETO HA PAKOBUTE KIIETKH

- KaTo He MO3BOJIsIBa KPHBOHOCHU CHJIOBE JIa CE pa3pacHaT B paka

- KaTo CTUMYJIUpPA YacT OT UMyHHATa CUCTEMa Jia aTaKyBa PAKOBUTE KIIETKH.

2. KaksBo Tpsi0OBa 1a 3HaeTe, npeau a1a npuemete Jlenamuaomun Krka d.d.
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TpadBa 1a npouyeTeTe JUCTOBKATA HA BCHYKH JIEKAPCTBEHHU MPOAYKTH, KOUTO Ce MPHeMAT B
komOuHanus ¢ Jlenamuaomua Krka d.d., npeau na 3anounere jgeyenne ¢ Jlenammaomua Krka d.d..

He npuemaiite Jlenanugomua Krka d.d.:

- aKo cte OpeMeHHa, MHUCIINTE, Y€ MOKe J1a cTe OpeMeHHa WK IJIaHupare J1a 3adpemMeHeeTe, Thil /O
KaTo ce ouakpa Jlenanuaomua Krka d.d. 1a e BpeneH 3a HepoaeHOTO aeTe (BIKTE TOUKa 2 b
“bpeMeHHOCT, KbpPMEHE W KOHTpALEHIH — HHPOPMAIIUS 32 )KEHU U MBXKE”). Q/

- aKo CTe B ChCTOSIHUE J1a 3a0peMeHeeTe, OCBeH aKo CMa3BaTe BCHUKU HEOOXOJUMU MEPKH, 3{
MPEIOTBPATUTE 3a0peMeHsIBaHe (BHKTE TOUKA 2, “BpeMeHHOCT, KbpMEHE U KOHTPAIISTIIIZH,—
uHpopMaLns 32 MbXe U J)KeHH ). AKO CTe B ChCTOSTHHE Ja 3a0peMeHeeTe, Py BCSIKO BaHE
Ha JICKapCTBOTO BammsT nekap e 3amicsa, 9e HeOOXOAUMHUTE MEPKHU ca OMITH B3€T e Bu
npeaocTaBs TOBA MMOTBBPKACHUEC.

- aKo CTe aJIepIrMYHU KbM JICHAIUIOMU WK KbM HAKOS OT OCTAaHAJINTE ChCTaBKU @TOBa

JIeKapcTBO, M30poeHH B Touka 6. OOBpHETE ce 3a ChBET KbM Balms jekap, ak CIHTE, Y€
MOXE J1a CT€ aJIeprUYHU. Q\
AKO HSIKO€ OT Te€3U ChCTOSAHUS ce OTHacA 3a Bac, He npuemaiite Jlenanugom ka d.d.. Axo He cTe
CUTYpPHH B HEIO, monuTaite Bammst nekap. Qj

Ipeaynpe:xaenus: 1 NpeaNa3Hu MePKH Q

I'oBopere ¢ Bamus jekap, papManeBT WM MeJUIHMHCKA cenpa{%an Ja npuemMere

Jlenamuaomua Krka d.d., ako: g

- CT€ UMaJI! KPBbBHU ChCUPEIH B MUHAIOTO — Bue cte ¢ nopu
CHCHUPEIY BEB BEHUTE U apTEPUUTE IO BpeMe Ha nequuéd

- UMaTe HIKaKBY IPU3HAIN HA MHQEKIHS KaTo KAl T BUCOKA TeMIlepaTypa

- MMaTe WM HAKOTa IPEAr TOBA CTe MMAaJM BUPYCH H%KLII/IFI, TIO-CTIEUAITHO: NH(EKIHNS C
BUpYyca Ha xenatuT B, Bapunena 3octep Bupyc, XMB. Ako He cte curypHu, rosopere ¢ Bamus
nekap. Jleuennero ¢ Jlenanmunomun Krka d.d. e J1a IPUYMHN TOBTOPHO aKTHBUpaHe Ha BUpyca
TP TTAIIMEHTH, KOUTO Ca HOCUTEIH Ha BUD 0Ba BOJM JI0 IOBTOPHA I10SIBA HA HH(EKINATA.
Bammmsar nexap TpssOBa 1a IpoBepH JalTH a cTe UMaJM xenatut B nHdekms

- nMate Ob0pedHr podileMu — Bamust nékap Mosxe a kopurupa Bamara go3a JleHanumomua
Krka d.d.

- CTe IMaJTH ChpAICUCH yIap, HIKOT ée UMaJ¥ KPBBEH CHCHPEK WK aKO IYIIHTE, IMATE BICOKO
KPBBHO HAJSTaHE WIN BUCOKU Hma XoJecTeposa

- CTE MMaJTH aJlepTHYHa PEaKil ,QKaTO CT€ TIpHEMaITH TATUIOMUJ (JPYTO JIEKapCTBO, H3MOI3BAHO
33 JIEYEHUE Ha MYJITUILUIEH Ml;gA'OM), KaTO HaIpuMep 0OpHB, ChPOEK, OTOK, CBETOBBPTEXK HIIH
3aTpyIHEHO JUIIAHE.

- B MUHAJIOTO CT€ UMaJIN ®6HH3HHH OT HSKOH OT CIICHUTE CUMIITOMHU: OOIIUpPEH OOpUB,
3a4yepBeHa KOKa, BUCQKa TEMIIepaTypa, TPHIIONOI00HN CHMITOMH, TIOBUILIEHUE Ha
4epHOAPOOHUTE € , CTOWHOCTH Ha KPBBHHTE IOKa3aTelId H3BbH HOpMaTa (eo3nHodums),
YBEJINYCHU JIUM B3JIM — TOBA Ca MPU3HAIM Ha TEKKa KOXKHA PEaKINs, HapeueHa
,JICKapCTBEHA TSI C €O3MHOMMITHS M CHCTEMHHU CHUMIITOMH, KOSITO € TIO3HATa CHIO KaTo

POM Ha JIEKAPCTBEHA CBPbXUYBCTBUTEIHOCT (BIIKTE ChIIO TOUKa 4 ,,Bb3MOXKHU

HEXEIaHy pEeakuu’”).

H PHUCK OT pa3BUTHE HA KPBBHU

AKo HsKO€ o@bpenocoqeﬂme ce otHacs 10 Bac, roBopere ¢ Bammst nexap, dpapmareBt win
Meﬂnung@cecma, Hpeu J1a 3arI0YHEeTE JICUCHHUE.

Axko TO M J]a € MOMEHT I10 BpeMe Ha JICYCHHETO WIIH CJISJ] HErO nMare:

- ,b MEBLIICHO 3pEHUE, 3ary0a Ha 3peHUe WU JBOMHO BIOKIAaHE, 3aTPYIHEH TOBOP, CIabOCT MpH

s&- JBIDKCHUE HA PBKa WM KpakK, IPOMSHA B IIOXOKATA W POOJIEMH C pAaBHOBECHETO, TIOCTOSTHHO

Q/ W3TPBIIBaHE, HAMAJICHA YyBCTBUTEIHOCT HJIM 3ary0a Ha YyBCTBUTEIIHOCT, 3ary0a Ha aMeT WU
Q o0bpKBaHe, He3a0aBHO yBenoMeTe Barust nekap uiin MeMIMHCKa cecTpa. ToBa MoXe Jia ca

CHMIITOMH Ha CEPHO3HO U MOTEHIIMAITHO XXMBOTO3aCTpAIlIaBaIIo 3200 IIBaHe Ha MO3bKA, H3BECTHO
KaTo MporpecuBHa MyITH(OKaTHA JieBKoeHeharomarus ([IMJI). Ako umare Te3u CUMIITOMA
npeau fa 3amnouHere euenue ¢ Jlenanupomun Krka d.d., uadopmupaiite Bamus nexap 3a Besika
MPOMSIHA HA TE3U CUMIITOMH.

- 3a/1yX, yMOpa, 3aMastHOCT, OOJIKa B TBPJIUTE, YYECTEH Chp/ICUeH PUTHM WM [IOJyBaHE Ha KpaKaTa
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Q

WM riie3eHuTe. ToBa MOke Jja ca CHMIITOMH Ha CEpHO3HO 3a00MBaHe, U3BECTHO KaTO
OemopoOHa XUTIEPTOHUS (BIKTE TOUKA 4).

HN3cnenBanus u nperJiegu

IIpenun u o Bpeme Ha jedeHueto ¢ Jlenamunomun Krka d.d. me Bu 6paaT npoBexaann pe1oBHHI /O
KpBBHU H3cienBaHus. Tosa ce mpasy, Thit karo Jlenammomun Krka d.d. moske na nmpuanau cniax Ha b
Opost Ha KpBFBHHUTE KJIETKH, KOMTO IoMarart rnpu 6opbata ¢ nadekimm (e KpbBHU KIETKH) U Ha

KOHWTO IOMarar 3a ChCHPBaHETO Ha KPBBTA (TPOMOOIINTH). &
Bammsr nekap nie novcka ga Bu Ob1aT HanpaBeHW KPHBHH U3CIJICABAHUS: O

- MIPeIx JICYCHUETO

- BCSIKa CEMMUIIA MIPe3 TbPBUTE § CEIMUIIU OT JICHCHHETO AQ

- CJIe]] TOBA MTOHE BEAHBK MECEUHO.

Moxe na Bu 6b1e HarmpaBeHa OICHKA 33 MPU3HALY Ha ChPACYHO-0e10ApOOHU npo@@&n Ipear U 1o

BpEMe Ha JICYCHUETO C JICHATUIOMHUI. Q\

3a mammentn ¢ MJIC, npuemanu Jlenamnnomun Krka d.d. QQI

Axo umare M/IC, chliecTByBa O-ToJIsIMa BEPOSTHOCT Jla pa3BUeTe I0-Ha a0 3aborsBaHe,
HapedeHo octpa muenonHa Jepkemus (OMJI). OcBeH ToBa He € H3BECT QJK Jlenamumomun Krka d.d.
MOBJMSABA BeposATHOCTTA 1a nosryunte OMJL. CrnenoBarenHo Bammsr MOJKE J]a HallpaBU
W3CIICIBaHMS, 32 Ja IPOBEPH 3a IPH3HAIM, KOUTO MOTaT Mo-100pe OTHO3HMpPAT BEPOSATHOCTTA JIa

nonyunte OMJI mo Bpeme Ha nedenuero ¢ Jlenanmumpomun Krka dQ

3a narmentu ¢ PJI, kouro npuemat Jlenamugomua Krka d.d. @

Bamwusr nekap nie Bu Ha3Haum n3cieqBaHe Ha KpbBTa: Q/

- MIPe/I JICUYCHUETO

- BCSKA CEIMHIIA 3a MbpBUTE 3 ceamuiH (1 HUKBIL) IcUeHHe

- CJIEZ] TOBA HA BCEKU 2 CEAMUIM B [IUKIH 2 1O 5 JKTe TouKa 3 ,,Jleueben NUKBI 3a MoBeYe
uHpopManus)

- cJIe/ TOBa MTOA00HO M3CIIeABaHE IIE CE IT HA4yaJjl0TO Ha BCEKH LIUKBII U

- Hal-MaJIKO BEHBK MECEYHO. %

Bammst niexkap Moxke J1a pOBEpH Jaiu € ToJIsIM 0011 OPOt TYMOPH B I[SUIOTO TSUIO, BKITFOUYUTEIHO B
koctHUsI Bu Mo3bk. ToBa O MorIio 1a ]I JI0 ChCTOSIHKE, [IPU KOETO TYMOPUTE Ce pa3najaT u

MOTar Jia IPUYMHAT HeOOn4aiiHu H a XIMUYHH BEIECTBA B KPBBTA, KOETO MOXKE JIa TOBEIE JI0
OBOpeYHa HeJIOCTATBYHOCT (TOBA cggo;mne ce HapWyJa ,,CHHJIPOM Ha TYMOpPEH pasman’).

\
Bamwsar nekap moxe na Bu nsélez[a 3a TIPOMEHH 110 KOaTa Bu kaTo yepBeHU METHA WK OOPUBH.

Bammsar nekap Moxe na %&‘Hpa Bamrara no3a Jlenamumomun Krka d.d. i na npekpartu jedeHueTo B

3aBUCUMOCT OT Pe3yII € OT KPBBHHTE H3CNeABaHMA U 00110T0 By cheTostHue. Ako Bue cte
HOBOJMArHOCTULIUP AIIMAT JIEKap MOKE ChILO Ja IpeLeHu Barero jgeueHne Bb3 OCHOBA Ha
BB3pacTTa Buu aboJsIBaHMs, KOUTO Be4e NMarte.

KpLBO}lapﬂBaze‘

Bue He Tps a JapsBaTe KpbB 0 BpeMe Ha JICUCHUETO U Hal-MajKo 3a 7 IHU clie] Kpasi Ha
JIeueHHe

e %HOH]H

JI nomua Krka d.d. He ce npenoppuBa 3a ynorpeda npu Jiena v FHOLH oA 18 roauHu.

pPa B cTapyecka Bb3pacT U Xopa ¢ 0b0peyHH npoodieMu
KO CT€ Ha BB3pAacT 75 WM MOBEYE TOMUHN WM MIMaTe YMEPEHH JI0 TSKKH ObOpedHH IpoOIeMn —
Bammst nexap me Bu nperyiena BHUMATETHO, IPEAU J1a 3alI0YHETE JICUCHHUE.

JApyrn nekapcrsa u Jlenanunomun Krka d.d.
Wndopmupaiite Bamms nekap MM MEIUIIMHCKA CECTPa, aKO MIPHEMAaTe WIN HACKOPO CTE pHUEMaln
JpyrH JiekapcTBa. ToBa ce Hanara, 3amorto Jlenamuaomua Krka d.d. moxe na nosiuse HaunHa, IO KOWTO
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JICUCTBAT HIKOU NpyrH jekapcTBa. OCBEH TOBa IPYTUTE JEKAPCTBA MOTAT Jia TOBIHSAT HAYMHA, 10
kouto peiicra Jlenamumomun Krka d.d..

[Mo-crrermanuo nadopMupaiiTe Bammst nekap WM MEAUIIMHCKA CECTpPa, aKO MpHUeMaTe HIKOU OT

CJICJTHUTE JICKApCTBa: /O

- HSKOM JICKapCTBa, M3IIOJI3BaHH 32 MIPEANa3BaHe OT OPEMEHHOCT KaTo MpUEeMaHH TIpe3 ycrara b
MPOTHUBO3a4aTh4HHU CPEACTBA, Thil KATO T€ MOTAT Jia MPEeCTaHaT Ja JeicTBaT Q/

- HSKOM JICKapCTBA, U3IIOJI3BAHH TP CHPICYHH POOJIEMH, KaTO HAIIPUMEP JUTOKCHH &Q

- HSKOM JICKapCTBa, M3II0JI3BAHM 32 pa3pekaaHe Ha KPbBTa, KaTo HarpuMmep Bapdapu. O

BpeMeHHOCT, KbpMeHe M KOHTpauenuusi — HHGOPMAIHSI 32 KeHH H Mb3Ke :Q
Bpemennoct (o
3a sxenu, npuemainu Jlenanmumomun Krka d.d. O)

- He tpsibBa na nmpuemate Jlenanunomua Krka d.d., ako cte OpemeHHa, Thid IQQ ce OYaKBa J1a
HaBpEIM HA HEPOJCHOTO JIETE.

- He tpsi6Ba na 3abpemensBate nokato npuemare Jlenamumomun Krka d aToBa, aKO CTE KCHAa,
KOSITO MOXe Jia 3a0peMeHee, TpsOBa Ja U3Moa3Bare ¢(heKTHBHU MET a KOHTpatenuus (BIKTe

,,KoHTparenms’’).
- Ako 1o Bpeme Ha Jeuenueto ¢ Jlenamumomua Krka d.d. 336PCM@C, TpsiOBa na cripere Bamero
JeyeHue U He3abaBHO a yBenomute Bamms mexap. /O

3a mexe, npuemanm Jlenamunomun Krka d.d. Q

- Axo BamaTa maptHpopKa 3a0pemMeHee, 10KaTo aneMaT@eHanHz[OMnﬂ Krka d.d., Tps6Ba
He3abaBHO 1a yBegomuTe Bamms ekap. HpenoquB@ TS 71a c€ KOHCYJITHpA C JIeKap.

- Bue Tpa6Ba cbIno na u3non3BaTe ePeKTUBHA MCTQ&H& KOHTpAICTIHS (BHKTE
»KOHTpauenius”). Qj

KbpMmene \>~
He tps6Ba na kepMuTe, q0KaTO Nipuemare JleH muz Krka d.d., Tt KaTo HE € U3BECTHO JaIu
Jlenanunomup Krka d.d. npemunaBa B kbpMara.

Konrpauenuus J &O
3a sxeHy, mpreMainy JleHanumoMu K_;km

IIpenn na 3amoyHeTe JEYEHHUETO, n;g?fme Bamus nexap janm cre B ChCTOSHUE JIa 3a0peMeHeeTe,
JIOpH U JIa CMATAaTe, Y€ HAMA TAKaBABEPOATHOCT.

,gﬂ\

AKO CTe B CLCTOSIHHE /1a 3a0peMeneeTe

- Bue e TpsiOBa 1a HafjpaBuTEe M3CIeNBaHU 32 OPEMEHHOCT 10/ HaOIroIeHreTo Ha Bammst aexap
(Ipeu BCSKO JICUGHEE NHAM-MaJIKO Ha BCEKH 4 CEIMHIIM 10 BPEME Ha JICUCHHETO B Hal-Maiko 4
CEJMMIIH CIIE] C %aﬂe Ha JICYEHHETO), OCBEH aKO HE € MOTBBPICHO, ue (haIOMUEeBUTE TPHOH ca
NpPEKbCHATH yIlIeHH”, 3a Jla Ce MONPEYHr Ha SHIEKIETKUTE JIa JOCTUIHAT 0 MaTKaTa
(TyGapna ¢ 3a1us)

- Bue Tpn@ Jla U310J13BaTe €DEKTUBHU METOIM Ha KOHTPALIEIIIHS B POIBIDKEHNE Ha Hall-MaJIKoO
4 ce U MIPEJI JIa 3aM0YHETe JeUEHHE, 10 BPEME Ha JICYEHHETO U Hall-MaJIKo J10 4 CeIMUIIH
cI @lnpaﬂe Ha JiedeHneTo. Barmmsrt exap e Bu mockBeTBa 3a MOAXOISIIAS METO Ha

&pauenum{.

3 Qe npueMariu JJeganumomun Krka d.d.
unomun Krka d.d. npemunaBa B goBemkaTa ciepma. Axo Bamiara mapTHpopka € OpeMeHHa WU B
@:CTOHHI/IG nia 3abpeMenee, HO He M3M0i3Ba e(heKTHBHU METOIH 3a KOHTpanenws, Bue Tpsa6sa na
QI/ISHOJBB&TS Mpe3epBaTUBH, JOKATO Tpae JICUSHUETO U Hall-MaJIko 7 THH CJIE/ Kpasi Ha JICYCHHETO, JOPH
Jla CTe MMAJTd Ba3eKTOMUSL.

MMo¢pupane n paGora ¢ MAIIMHHA
He modwupaiite nim paboTeTe ¢ MalIMHHU, aKO CE TTOYYBCTBATE 3aMasiHA, YMOPCHH, CHHIIMBH, UMATe
CBETOBBPTEXK WU 3aMbIJICHO BIDKIaHe ciiesl mpueMane Ha Jlenammmomua Krka d.d..
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3. Kak na npuemare Jlenamuaomun Krka d.d.

Jlenammnomun Krka d.d. TpsiOBa ma ce qaBa camMo OT 37paBHU CIEUANVCTH C ONHT B JICYEHHETO Ha

mynturmieH muesaom, MJIC unu OJI.

- Koraro Jlenamumomun Krka d.d. ce nsnon3sa 3a jeyeHne Ha MyJITHILICH MEEJIOM ITPH HalUEH /O
Ha KOHTO HE MOXKE J]a C€ PaBH KOCTHO-MO3bYHA TPAHCIUIAHTALMS WJIH TIPEIH TOBA Ca MPOBE
JpyTO JIeYeHHUe, TOH ce MpreMa ¢ APYTH JieKapcTBa (BX. Touka 1 ,,3a KakBoO ce W3Io3Ba
Jlenamunomun Krka d.d.”). Q

- Koraro Jlenanumomun Krka d.d. ce usnon3sa 3a jeueHre Ha MyJITHILICH MUEJIOM MIPH HEHTH,
Ha KOHTO Beye € [IPaBeHa KOCTHO-MO3bYHA TPAHCIUIAHTAIINS WK 32 JICUCHHE Ha nau@n c
MJIC, Toif ce mpremMa caMOCTOSITEITHO.

- Koraro Jlenanmumomun Krka d.d. ce nznon3sa 3a jeyeHue Ha QonukynapeH TuMgom, Toit ce
IprieMa ¢ IPyTo JIEKAPCTBO, HAPEUEHO ,,pPUTYKCUMAa0 ", ,))

Bunaru npuemaiire Jlenaminomun Krka d.d. Touno kakro Bu e kazan Bamust 5&1\13. AKoO He cTe
CUTYPHH B Helllo, TonuTaliTe Bamms nexap nnm gpapMaresr.

Axko npuemare Jlenamuaomun Krka d.d. B komOuHanus ¢ apyru neKapCTB@anpaBeTe CHpaBKa C
JIMCTOBKHTE HA T€3U JICKAPCTBA 32 JIOMBJIHUTEIHA UH(OpPMAIIHs OTHOCHQIPIIIOKCHUETO U S(DEKTUTE

M. @

JledyeOeH HUKDJI Q

Jlenanunomun Krka d.d. ce npuema B onpeziesieHu THU B paM}@p Ha 3 ceamui (21 mHnM).

- Bcexu 21 gam ce Hapuyar ,,Jiede0eH UK.

- B 3aBucuMocT OT IeHs Ha 1uKbiIa Bue 1ie HpHeMaq\gﬁHO WJIM TTOBEUE OT JiekapcTBara. B Hakon
IHU 06aye Bue HsMa na mpruemMaTe HUKAaKBO JIEKApCTRBO.

- Cren KaTo 3aBBPIINATE BCEKH 2 | -THEBEH ITUK e TpsiOBa J1a 3aII0YHETE HOB ,,IIUKBIT 32
ciensamure 21 qHU. Q/

nJn

Jlenamunomun Krka d.d. ce mpuema B onpe)lene@ JTHU B paMKuTe Ha 4 cenMuIi (28 aum).

- Bcexu 28 qau ce Hapu4ar ,,JicueOcH .

- B 3aBHCHMOCT OT I¢HsI Ha IUKBIIY, IIe MpHeMaTe eIHO WM ITOBeUe OT JiekapcTBara. B Hakon
nau, o0ave, Bue HsMa na mpue

HUKOE OT JICKapCTBaTa.
- Crient KaTo 3aBBPIIATE BCEKH 3 €BEH IUKEJI, Bre TpsOBa 1a 3amogHeTe HOB IUKEI 33
clieaBaImre 28 IHU.

\
KakBo koqmnuecTBo ﬂenan@na Krka d.d. TpsioBa 1a npuemare
[Ipenu 3a 3anouyHeTe JieueH ammsT Jekap me Bu o0scHu:

- KaKBO KOJIMYECTBO unomuy Krka d.d. tpsioBa na nmpuemare

- KaKBO KOJIH%CTB@ JPYTHUTE JIEKapCTBa, aKO UMa TaKHBa, TPSOBA J1a MpreMaTe B KOMOMHAIIHS C

Jlenanunomu %(a d.d.
- B KO JIHU O ust JleueOeH LUKBII 1a IPHEMATE BCAKO JIEKAPCTBO.

Kak u kora nemarte Jlenanuaomua Krka d.d.
- I'baT KaICyJINTE [IEJIH, 33 TIPEAIOYUTAHE C BOJA.
- He&m, HE OTBapsiTE U HE JbBUYETE KarcyIuTe. AKO Mpax OT CUyIeHa Karcyia JleHanuaomu
d.d. Bre3e B KOHTaKT C KOXaTa, M3MHUITE KOXkKaTa He3ab0aBHO U OOMITHO ChC CaIlyH U BOJA.
- TUITMHCKATE CTICIIHAIMCTH, OOJTHOTIICAUNTE U WICHOBETE Ha CEMEMCTBOTO TPSIOBA 1a
’amomsar PBKaBHIIM 3a €IHOKpaTHA yIoTpeda, Korato padoTsT ¢ Onuctepa wim xarcynara. Cren
Q/\&- TOBa PHKABHUIIUTE TPIOBA J]a CE CBAIAT BHUMATEJIHO, 32 JIa C€ IPEIOTBPATH KOHTAKT C KOXKara, 1a
Q Ce MOCTABSIT B MOJIMETUIICHOBA TOPOMUKA ,,C U™ U J1a CE U3XBBPJIST B ChOTBETCTBUE C MECTHHUTE
m3uckBanwus. [locie priteTe TpsAOBa ga ce U3MHUAT 100pe ChC camyH U Boaa. JKeHu, KOuTo ca
OpEeMEHHH WY TI0I03UPaT, Y€ MOXKeE Jia ca OpeMeHHH, He TpsOBa Ja MHIaT OJucTepa uiu
KarcyJara.
- Karicysure MoraT 1a ce mpuemar cb¢ Wik 0e3 XpaHa.
- Tps6sa na npuemare Jlenamumomun Krka d.d. mo mpuOIHU3UTEIIHO €IHO U CBIIIO BpeMe B
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OTIpeIeNICHUTE JHU.

HpMeMaHe Ha TOBA JICKAPCTBO
3a Ja U3BAJIMTC KaricyJjiata OT 6J'II/ICTepaI

1. Jpwxre OnucTepa 1Mo Kpauiara u OTJelieTe eHa OJrcTepHa KIIeTKa OT OcTaHajlaTa 4acT Ha /O
OmucTepa, KaTo BHUMATETHO pas3kbcare nephopamnuuTe OKOIo Hesl. b

2. Wznppmnaiite ppda Ha (HOIMOTO U TO OTIICTICTE HAITBIIHO. Q/

3. Hakionere karicynarta BbpXy pbhKara CH. &Q

4. I'brTaiiTe Kancymnara 1s11a, 3a MPEANOYUTAHE C BOAA. O

Q
MpoabxutenHoct Ha JedyeHueto ¢ Jenammaomun Krka d.d.
Jlenamumomuy Krka d.d. ce nmpuema Ha nedeOHU MIUKIIH, KATO BCEKU 1 IpobibkaBa 21 vm 28 mHu
(BuwxTte “JleuebeH nukb mo-rope). TpsiOBa fa MPOABIKUTE Jed € LIMKIIY, JOoKaTo Bamusar nexkap
He Bu xaxe na cropere.

AKO cTe mpueJiM I0OBeYe 0T HeoOxoaumara j103a Jlenas mua Krka d.d.
Ako cre nipuenu noseue Jlenamunomua Krka d.d. otkomx 1 € MpeNUCcaHo, He3a0aBHO yBEIOMETE
Bammus nekap.

AKO CTe MPOMYyCHAJIM /1a MpUeMeTe JIeHa.JmHOMu@Krka d.d.

AKO CTe IPOIyCHAJIH Ja IIPUEMETe HeHanHz[OMm@rka d.d. mo obuuaitHOTO Bpeme U

- ca MMHAJIM TT0-MaJKko oT 12 Jaca: He3a TpHeMeTe KarcyaTa.

- ca MHUHaJIM roBeue oT 12 yaca: He npr@aﬁTe karcynata. [Ipuemere cieqBamiaTa karcyJsia Ha
clieBaIlys IeH B 00MYaiiHOTO BREM

AKO nMate HIKaKBU JONBIHUTEIHU E@aocn, CBBP3aHU C YIOTpeOaTa Ha TOBA JIEKAPCTBO, TOMUTANTE
Bamist nexap vnmm papMarieBT.

AN
4. Bn3MoiKHH Hemeﬂﬁx&walﬂmn

KakTo Bcuuku ﬂeKapc’lB%Ba JICKApCTBO MOKE Oa MPECAU3BUKA HCKEIIAHNU PECAKIIUH, BBIIPECKU Y€ HE
BCCKH TH IIOJIy4JaBa.

Cupere na npne@e Jlenanugomupa Krka d.d. u He3abaBHO nocerere j1ekap, ako 3adeJieskure
HSIKOH OT chQuTe CEPUO3HU HEKeJIAHHU PeaKluH — MOKe /1a ce HY:K1aeTe OT CIEeIIHO
Me;mummc@l YyeHue:
- ypTdRapus, 0OpHBH, MTOAyBaHE HA OUUTE, YCTATa WIIH JIMIIETO, 3aTPYAHECHO AUIIAHE WU ChPOCK,
0 MO’KE JIa Ca CUMITTOMH Ha CEPHO3HH BUIIOBE aJICPTUYHH PEaKIIMH, HAPSUCHU aHTHOESIEM U
(bMITaKTHYIHA PEaKIisL.
- PHO3HA aJlepruyHa peaklus, KOATO MOXKe Ja 3all0YHe KaTo OOpUB B €]Ha 30HA, HO Jia Ce
,b pasnpoCTpaHu ChC 3HAYUTEITHA 3ary0a Ha KOXKa TI0 ISUT0TO TsuIo (CHHIpOoM Ha CTuBBHC-/)KOHCHH
Q/\&' Y/WITH TOKCUYHA SUAepPMaITHA HEKPOJIH3a).
00IIMpeH OOpHUB, BUCOKA TEJIECHA TEMIIEpaTypa, IOBHUIIICHN YePHOAPOOHH SH3UMH, OTKIIOHECHHS B
Q KPBBHUTE MMOKA3aTeNH (CO3MHO(IIINS), YBEIUUCHH TUM(HU BB3JIU U 3acATaHe Ha JPYTH OPTraHu
(JrlekapcTBeHa peakiys ¢ €O3MHOMUINS U CHCTEMHH CUMIITOMH, U3BecTHA orie kato DRESS nnm
CHUHJIPOM Ha JIeKapCTBEHA CBPBXUYBCTBUTEIHOCT). BIKTe ChIO TOUKA 2.

TpnadBa na Ka:keTe He3a0aBHO HA Bamus Jiekap, ako 3a0es1eKnuTe HAKOHU OT CJIEIHUTE CEPUHO3HH
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HeKeJIAHU PeaKlUu:

- MIOBUIIIaBaHE Ha TEMIIepaTypara, BTpUCaHe, BB3IAIICHO I'bpJIO, KAIINIIA, I3BHU B ycTaTa I
HSKAaKBH APYTU NMPU3HAIY HAa MH(EKINS, BKIIOUYUTEIHO B KPBBHUS MOTOK (CEIICHUC)

- KBbpPBEHE WM NO5IBa HA CHHUHHU Oe3 TpaBMa

- 0oJika B I'bpAUTE WIM KpakaTa /O

- 3a1yx b

- 00JIKa B KOCTUTE, MYCKYJTHa C1a00CT, 00BPKaHOCT MM yMOPa, KOUTO MOXKE J1a Ce IbJDKAT Ha Qj
BHCOKO HHBO Ha KaJIHUI B KPBBTA. &Q

Jlenamunomun Krka d.d. Mmoxxe 1a moHmxku 6post Ha OeTUTe KPBBHH KICTKH, KOUTO ce OOpsT O
MH(EKIUKTE, ¥ ChIIO HA KPHBHUTE KIETKH, KOUTO IOMAraT 3a ChbCUPBaHETO HA KPBBTA ( OLIUTH),
KOETO MOXKE J1a JIOBEJIC 10 HAPYIICHHs, CBhP3aHU C KbPBEHE, KATO KbPBEHE OT HOCA WM HACWHSIBAHE.
Jlenamumomuy Krka d.d. moxke cbIio 1a mpuinHu 00pa3yBaHe Ha ChCHPELIH BHB BGHHT@pOM6OSa).

Jpyru He:kelaHU peaknuu

BaxxHo e 1a ce oTOernexu, ye MarbK Opoil MallMeHTH MOTaT 1a Pa3BUAT JAOMBIH HU BUJIOBE PAK U €
BB3MOKHO TO3H PHCK Ja € YBEJIMYEH IpH JedeHuneTo ¢ JleHamumomun Krka d JnenosaTeaHo Bammsar
nexap TpsiOBa BHUMATEITHO Ja MPEleHH To3aTa U prcKa, korato Bu mpe a Jlenanmunomun Krka

dd..
R

Muoro 4yectu (Moxe n1a 3acersat noseue ot 1 Ha 10 gymmm):

- Cnan Ha Opost Ha YepBEHUTE KPBHBHU KIIETKH, KOETO MOXKE [Q,QHI/IHI/I aHeMUsl, BOZIEIIA 10 yMopa
u caaboct

- OO6puBH, CEpOEK @

- MyCKyJIHH clia3MH, MyCKyITHa cl1aboCT, MyCKYJTHA 6®a, MYCKYJTHH OOJIKH, O0JIKa B KOCTHTE,
Ooiika B cTaBUTE, O0JIKa B rbpba, O0sKa B KpaﬁHH%

- ['enepanu3upaH OTOK, BKIIFOUYUTEIHO OTOLM HA PEICTE U KpakaTta Bu

- Cnabocr, ymopa @

- ToBuIiaBaHe Ha TEMIIEpATypara U TPUIIOI HU CUMIITOMH BKJTFOUHTEITHO TPECKA, MYCKYJTHA
Ooska, TIaBoboIre, 00JIKa B yXOTO, Kalll ¥ BTPUCAHE

- UsrpprBane, ycemnane 3a 00iKa WK MapeHe 1o KokaTa, OOJKY B JUTAHUTE WIX XOJIHJIaTa,
3aMasgHOCT, TPEMOP (@)

- [ToHmKeH aneTur, MpoMsHa BbB B BUTE YCEIAHMUS

- 3acuBane Ha 00JKaTa, yBEINY Ha pa3Mepa Ha TyMOpa HIIH 3a4epBSIBAHETO OKOJIO TyMOpa

- 3ary0a Ha TerJo

- 3anek, uapusi, TajeHe, nosp’kaﬂe, 0oJIKka B CTOMAaxa, KHCEITMHA

- Hucku HuBa Ha kanuii u LW W/WIK HATPUX B KPBBTA

- Hawmanena ¢ynkims Ha &rosmmara KIesa

- Bonka B kpaka (koet JKe Jla € CHMITTOM Ha TpoM003a), 00JIKa B THPIUTE WIH 33yX (KOETO

MOXKE J]a € CHMIITQ, KPBBHHU ChCHpEH B OennTe ApoOoBe, HapedeHa 0enoapodeH eMOoIH3bM)
- Bcesikaksu nude , BKITFOUUTENHO MH(MEKIMS Ha OKOJIOHOCHUTE CHHYCH, HH(EKIHs Ha Oennte
IpoOoBe U o JMXaTeTH! TBTHINA

- 3agyx Q
- 3aMbIII BYDKIaHE

€HO
- 3aMLrn»%?le Ha oKkOoTO Bu (kaTapakra)
- bw0 e@a po0JieMu, KOUTO BKIIFOYBAT HEMPABIIHO (PyHKIMOHUPaHE HA OBOpEUTE UITH
HE bOGHOCT Jia TIOJTbPKaT HopMaltHa (pyHKITHSI
- OHCHHUS B PE3YJITATUTE OT YCPHOAPOOHHUTE U3CIICABAHUS
- BUILICHNE B PE3YITATHTE OT YEPHOAPOOHUTE M3CIICIBAHUS
- ,b POMCHU B €IMH MPOTEHH B KPBBTA, KOETO MOXKE J]a IPUYUHU OTHYAHE HA apTEePUHTE (BACKYIIUT)
—\&_ [ToBumenue Ha HUBaTa Ha KpbBHATA 3axap (auader)
[NoHmxkeHre HA HUBAaTa HA KPHBHATA 3aXap
- I'maBoGomme

Q - KspBene ot Hoca

- CyxoTa Ha KoXara

- Jenpecusi, mnpoMeHH B HACTPOESHHETO, TPOOIEMH ChC CHHS
- Kanumra

- Crnag Ha KPBBHOTO HAJISITAHE
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- HeonpeneneHo 4yBCTBO Ha TelieceH TUCKOMMOPT, HEPA3MOI0KEHHIE
- Boite3HeHOCT 1 Bh3MaJCHNE B yCTaTa, CyX0Ta B ycTara
- O0e3BoIHsIBaHE

Yectu (Moxe 1a 3acerHat a0 1 va 10 gymm): @

- PazpynraBane Ha uepBeHUTE KPHBHU KIETKH (XEMOJIIUTUYHA AHEMHUS]) b

- OnpezeneHy BUIOBE TYMOP Ha KOXKaTa @

- KbpBeHne ot BeHIUTE, CTOMAaXa WM YepBarta &Q

- [ToBumaBane Ha KPHBHOTO HaJIsIraHe, 3a0aBEH, YCKOPEH WM HEMPABUIICH ChPJICUYeH U

- IToBuIieHre Ha KOJTMYECTBOTO BEMIECTBO, KOETO € PE3YNITaT OT ECTECTBEHOTO U HEECTE 0TO
pasnanaHe Ha YePBEHUTE KPHBHU KIIETKH A

- IToBummenue Ha BUI OENTHK, KOWTO IMOKa3Ba BH3MAJICHUE B OpraHu3Ma

- [ToTpMHSIBaHE Ha KOXKaTa; POMSIHA HA I[BETA Ha KOXKaTa B PE3yJITaT OT HO,Z[KO)K}@preHe,
O0OMKHOBEHO MPUYMHEHO OT HATHPTBAHE; OTOK Ha KOXKaTa, bJIEH C KPbB; CHH

- [oBuIIeHre HA MMKOYHATA KUCEIMHA B KPBBTa

- Koxxuu 00puBH, 3auepBsiBaHE HA KOXKATa, HAITyKaHa KOXa, JFOIICHE WK @e Ha KO’KaTa,
ypTHKapust &

- Cop0Oex, 3acCHIICHO MOTEHE, HOLTHO M3MOTSIBaHEe

- TpyaHO Tperibliate, Bb3MaIeHO I'bPJI0, TPYIHOCT 3a MPOMsHA H a WJIM TIPOMEHH Ha riiaca

- Xpema

- O0pasyBaHe Ha MHOTO ITOBEYE FIIH MHOTO TIO-MaJIKO ypHHA ovﬁqafmom W HECTIOCOOHOCT 12
C€ KOHTPOJIMPAa MOMEHTHT 32 YPUHHUPAHE Q

- KpwB B ypunara

- 3aayx, 0cOOEHO B JIETHAJIO MOJIOKEHHE (KOETO MOXKeE J1a @/IMHTOM Ha ChpJieYHa
HEIOCTATBYHOCT) Q/

- 3aTpyIHEHO TOJTyyaBaHe Ha CPeKIHs sq‘

- WucynT, npunaabK, CBETOBBPTEK (IIPOOIIEM ¢ BETPEITHOTO YXO, BOJEI] IO YCEIIAHETO, Y¢ BCUUKO
HAOKOJIO C€ BBPTH), BpEMEHHA 3ary0a Ha Cb3 éé

- Bornka B repamTe, pa3mpocTpaHsBaIia ce K BIIETE, BpaTa, YSIIOCTTa, I'bp0a WiIK cToMaxa,
yCeIIaHe 3a M3MOTSIBAHE U 3a/1yX, TaJcHe OBpBIIaHE, KOSTO MOKE J]a Ca CHMITOMH Ha
chbpAeyeH ynap (uH(papKT Ha MUOKapAa)

- MyckymnHa c1abocT, JHIca Ha eHepr,

- Boska BbB Bpara, 0oJka B rpbAHKg ReII

- CryneHu TpBIIKH

- OTHnuaHe HA CTaBUTE O

- 3abaBsiHe WK OJOKHUpaHe H&S&Lqﬁm TOK B YepHHSI Jpo0

- Hucku HuBa Ha docdat KH\MarHesnﬁ B KPbBTa

- 3arpyiHEeH TOBOD 3&'
e

- UepHOApOOHO YBpEK
- Hapymeno paBHO % 3aTpyIHEHa MOJIBIKHOCT
I'myxora, 3BBHT %HH/ITC (THHHTYC)
HespomnaTtna Ka, HEMPHUATHO HEECTECTBEHO yCEelIaHe 0COOCHO TP JJOKOCBAHE
Mznursk H@ 5130 B OpraHu3Ma
- Kaxma
- O6I,p1<atzbr
- 313606%1
- IT , KOETO MOJKE J1a JOBEJIe 10 TPaBMa

Heu (Moxe ma 3acerrar jo 1 Ha 100 mxymm):
- ,b BTPEUCPETICH KPHBOU3IIHB
—\&_ [Ipo6aemMu Ha KPHBOOOPALIEHUETO
3ary0a Ha 3peHHUEeTO
Q — 3ary6a Ha JkenaHue 3a cekc (Iouso)
- YpuHHpaHe B TOJIEMH KOJINYECTBa ¢ 00JIKa B KOCTHTE U ClIab0CT, KOUTO MOXeE Jla Ca CHMIITOMH Ha
0BOpeuHo HapymeHue (cuHapoM Ha Fanconi)
- OHBeTﬂBaHe B XXBJITO Ha KOXaTa, JIMraByuia njinu O4YnuTe ()K'I)J'[TCHI/IIIa), CBCTJIX HA IBAT
M3IPaXKHEHHUS, ThMHA Ha IIBAT ypHHA, ChPOEK M0 KOXKaTa, 00pHB, OOJIKa WITH MOIyBaHe Ha
cTOMaxa — TOBa MOJKE JIa ca CUMIITOMH Ha YBpEXKJaHe Ha YepHUs Apo0 (4epHOAPOOHA
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HEZ0CTAaThYHOCT)

- Cromarraa 00JKa, TIOXyBaHe WK TUAPHsl, KOUTO MOXKE J1a Ca CHMIITOMH Ha Bh3IaJICHIE B
ne0enoTo uepBo (HapeueHo KOIUT WK Bh3MAJICHHUE Ha CIISIOTO YePBO)

- YBpexaaHe Ha KIeTKuTe Ha ObOpeka (HapeueHo Ob0pedHa TyOyTHa HEKpO3a)

- HpOMSIHa B IBE€TA HA KOKaTa, YyYBCTBUTCIIHOCT KbM CIIbHYEBA CBECTIIMHA @

- TyMop-ITU3UC CHHAPOM — YCIOKHEHHS Ha OOMSTHATA HA BEIIECTBATa, KOMTO MOTaT 1a B”b3HI/IKHa1b
IPH JICYCHHUETO HA PaKa M MOHIKOTa 1opu Oe3 ieueHue. Te3n yCIoKHEHHS ca IPUIUHEHN OT
MIPOIYKTH HA pa3liajia Ha YMHUPALIUTE PAKOBH KICTKH U MOXKE Ja BKIIIOYBAT CICIHOTO: np(@ B
OMOXMMUYHUTE TIOKA3aTeNId Ha KPBbBTa, BUCOKO HUBO Ha KWK, hocdop, MMKOYHA KUCEe u

HUCKO HUBO Ha KaJIUI, BCICACTBHE OT KOETO MOXKE JIa C€ CTUTHE JI0 IPOMEHHU B OBOP a
(YHKIWSL, CBPACYHUS PUTHM, THPUOBE U TIOHIKOTA CMBPT. :
- [ToBuiaBane Ha KPbBHOTO HaJITaHE B KPHbBOHOCHUTE ChIIOBE, KOUTO CHaOAsBaT Oenrte qpodoBe

(6emonpobHa XUTIEPTOHUS). fb

%

C Hemn3BecTHA 4ecTOTA (OT HAIMYHKUTE JAaHHU HE MOXe Jla ObJie HallpaBeHa ouqugz

- BHesanHa miu nieka, HO 3aciIBaiia ce 00JIka B TOpHATa YacT Ha CTOMAaxa U repba, KoATO
MPOABIDKABA HAKOJIKO JTHH, EBEHTYaITHO CHITPTCTBAHA OT TajIeHe, MOBPhINGHE, TeMIlepaTypa U
YCKOPEH MyJIC — Te3U CUMIITOMHU MOTaT Jia Ce JbDKAT Ha Bh3MAICHH aHKpeaca.

- XpuIiTeHe, 3aIyX WM cyXa Kaluiaia, KOUTO MOXKE JIa ¢a CHMIITO WYUHEHN OT Bb3IIaJIeHHE
Ha ThKaHHTE B OeuTe ApoOoBe. ]Q

- HabmronaBanu ca peaiku CTydan Ha pa3pyliaBaHe Ha MYCKYJT YCKyJIHa 00JIKa, cIaboCT W
OTOK), KOMUTO MOTAT Jia IOBeAAaT 10 ObOpeyHr podieMu (pq nonu3a). Hakou ot ciydaute ca
HACTBITWIIK MpH npuiarade Ha Jlenamuaomun Krka d.d. cke craTuH (B JIeKapcTBO 32
MOHM)KaBaHE Ha XOJIECTEPOIIa). @

- ChCTOsTHME, 3acsTallo KoXKaTa, IPUIHHEHO OT BL3HH®I/IC Ha MaJIKUTE KPhbBOHOCHH ChHJIOBE,
HpH}Ipy)I(eHO C 6OHKa B CTAaBHUTC U BUCOKaA TeMnep a (HCBKOHI/ITOKHaCTI/Iqu BaCKyJ'II/IT).

- [Ipo6uB Ha cTeHaTa Ha CTOMaxa WM Ha YepBaTd., ToBa MOKe Jia TOBEJIE 10 MHOT'O CEpHO3HA
undexiust. Kaxxere na Bamms nekap, ako um JTHA cTOMAIHa 00JIKa, TPECKa, rajieHe,
MOBPBIAHE, KPBB B M3MPAKHCHUATA WK MPJMEHHU B UpeBHATA NIEPUCTAITHKA.

- BupycHu nHpEKIHH, BKIFOYUTEITHO XEP cTep (BUPYCHO 3a00JIsiBaHe, KOETO MPUIHHSBA
00JIe3HEH 0OPHB IO KOKaTa ¢ MEXypUeTa)W MOBTOPHA IOsIBA HA XENATHT B mHpeKnus (KosaTo

MOXe J1a IPHYMHH TTOKBITIBaHE Ha aTa U OYHTe, OL[BETSIBaHE HA ypHHATA B ThMHOKa(SBO,
0osKa BIICHO HA CTOMaxa, TPECKA A'RaJICHE WM MIOBPBIIAHE).
- OTXBBPJISIHE HA TPAHCIUIAHTHPA WJICH opraH (KaTo HarpuMep Ob0peK, chpIiie).

Cro01aBane Ha HeKeJaHu peaxﬁ&'ﬁ

AKO MOJTy4nTe HAKAKBH HEXKEI JIEKApPCTBEHH Peaklny, yBenomere Bamms nexap wiu papmaienT.
ToBa BKIIOYBa BCHYKH BH3MO % HEOTHMCaH! B Ta3u JIMCTOBKA HEXKEJNAHW pPeaknnu. MoxkeTe ChIo Ja
CHOOIIUTE HEXKEJIAHU PEAKIT §JI'I/IPGKTHO ype3 HAIlMOHAITHATA CHCTEMa 32 ChOOIaBaHe, IOCOYeHa B
[Ipunoxenue V. A

Kato croOmaBare He U peaxIiu, MOXKeTe Jla IaJieTe CBOS MPHUHOC 3a TIOTy4YaBaHe Ha TIOBeYe
HnHpOpMaIUsA OTHOC 30IIaCHOCTTA Ha TOBA JIEKAPCTRBO.

<&

s. Kak ua@paHﬂBaTe Jlenanaomua Krka d.d.

Ha ce cm)@;ma Ha MSICTO, HEJOCTBIIHO 3a J€ela.

He 3BaliTe TOBA JIEKAPCTBO CJIe]] CPOKa Ha TOAHOCT, OTOENA3aH BEPXY OJIMCTEpa U BbPXY
Ka HaTa onakoBka cien ,,EXP” u ,,['ogen 10”. CpoKbT Ha TOAHOCT OTrOBaps HA TIOCIICAHUS JICH OT
€HUS MECeIl.

Q 031 TIPO/IYKT HE M3MCKBA CIICIUAITHH YCIOBUS HA ChXPaHEHHE.
He n3xBbpasiiTe nekapcTBaTa B KaHAIM3aLUATA WIM B KOHTEMHEpa 32 JoMamHy otnaasiu. llonuraiite

Bamms apmaneBT Kak ga H3XBBPIIATE JIEKapTCBaTa, KOUTO Bede HE M3MOI3BaTe. T €31 MEPKH I11e
CIIOMOTHAT 3a OIAa3BaHE Ha OKOJIHATA Cpela.
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6. Cuu)pmalme Ha OMMAaKOBKaTa U A0IbJIHUTECJIHA I/Il-[(l)OpMa].lI/Iﬂ

KakBo cbabp:xa Jlenanunomua Krka d.d.

- AKTHBHO BeIIEeCTBO: JeHaIHIOMHU. Besika TBbpAa Karcyma ChabpiKa JICHATHIOMHIOB
XUAPOXJIOPHT MOHOXHJIPAT, EKBUBAJICHTEH ChOTBETHO Ha 2,5 mg, 5 mg, 7,5 mg, 10 mg, 15 m, /O
20 mg nnu 25 mg NeHaIUIOMULI,. gb

- Jpyrure chCTaBKU B KalCYJIHOTO ChABPKUMO ca MaHuToI (E421), MuUKkpokprcTaaHa ueg@
(E460), npexxenaTHHU3MpaHO NAPEBUYHO HUIIECTe, BUHEeHa KucennHa (E334) n FJII/IHC

nudexeHar. Q

- Jpyrute chcTaBKH B 00BHBKATa Ha KAICyJiaTa ca: }
Jlenanmunomun Krka d.d. 2,5 mg TBbpIM Kancysu: fb
xunpomenosa, kaparenad (E407), kamues xmopua (E508), TuTanoB quokcua @271) JKBJIT

skeneseH okeunl (E172), unauroxkapmud (E132), neyaTHo MacTuiio (menn&(*E904), 4YepeH

xkeneseH okenn (E172)).

Jlenamumomun Krka d.d. 5 mg TBepaM Kancymu: &

xXHurpomenosa, kaparenat (E407), kamues xmopun (E508), THT&PIQ?HOKCH& (E171),
unaurokapmud (E132), neuatHo mactuio (memnak (E904), qe ene3eH okeun (E172)).

Jenammmomun Krka d.d. 7,5 mg TBepaM Kancysu:

xunpomenosa, kaparenan (E407), kanues xmopua (ESOQTI/ITZIHOB nuokcuna (E171), sxbar
xkeneseH okenp (E172), uepsen xeneseH okcua (E172), Tepen xene3en okcun (E172), megatho
mactuiio (wemtak (E904), noBuaoH, TUTAaHOB ;11403\ (E171)).

Jlenanmunomua Krka d.d. 10 mg TBBpaM Kancyiw:,

XUIpoMenosa, kaparenan (E407), kanues XJQ}'J;‘['HI (E508), TutanoB nuokcun (E171), xbaT
xkeneseH okeun (E172), uepsen xene3eH okéun (E172), uepen xene3en oxcun (E172),
unaurokapmud (E132), neyatno MaCTHJ@meHHaK (E904), noBunon, Turanos guokcun (E171)).

Jlenammmomun Krka d.d. 15 mg T8 Kancvnn

XUIPOMEI03a, KapareHaH (E407j’§1me]3 xynopun (E508), tutanos nuokcua (E171), xxbat
xkeneseH okeun (E172), qepBe e3eH okcua (E172), aepen xenesen okcun (E172),
unaurokapmud (E132), neqa{&s» Mactuio (mesak (E904), uepen xkenesen okeun (E172)).

Jlenamunomuz Krka d.d,A0 thg tebpn kancymu:
XUIPOMEII03a, Kapare E407), kanues xnopuz (ES08), Turanos auokcun (E171), xbar
xeneser okenn (E1 naanrokapmuH (E132), megatHo mactuno (memrak (E904), gepen

JKEJIE3EH OKCH/I (6 ).

Jlenanuaom Qka d.d. 25 mg TBRPIU KarCyIu:

Xunpomenosa, kaparenad (E407), kanues xnopun (ES08), Tutanos auokcun (E171), xbar
JKenese un (E172), uepsen xene3eH okcun (E172), uepen xxenezen oxcun (E172), mewatHO
MaCTI/I&HHaK (E904), noBuaoH, TuranoB auokcun (E171)).

Kak aJ1/;@«;121 Jlenasmaomua Krka d.d. 1 kKakBo cbabpika 0NaKOBKaTa
Jlen na Krka d.d. 2,5 mg TBepAM KanCy/u (KaIcyJin):
Ka 0 Ha KarcyJjarta € 3€JIeHO, TSJIOTO Ha Karcyjara € 3eJIEHO ¢ OTIIeYaTaH YepHEH 3Hak 2.5.
g_ JTHOTO CHIBPKUAMOE OsUT 0 JKBITO-05UT WK 10 KassBo-0s1 mpax. PasMep Ha TBbpaaTa KarcyJa:
b

JokrHa 14 + 1 mm.

Jlenaimpomua Krka d.d. 5 mg TBbpau Kancynu (Karcysu):

KarmaueTo Ha Karcysara € CHHBO, TSUIOTO Ha KarcyJiata € CHHBO C OTIIeYaTaH YepPHEH 3HaK 5.
KarcymHoTo ChIBpKUMO € OSUT T0 KBATO-0sUT WiTh 110 KadsAaBo-0s1 pax. Pazmep Ha TBBpaTa Karcyma:
2, npJbkrHa 18 £ 1 mm.
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Jlenamnnomuna Krka d.d. 7.5 mg TBbpAM Kancynu (Kancysm):

Kamagero Ha karcynara e kadsiBo, TSUIOTO Ha KarcyiaTa € kadsBo ¢ oTreyaras Osu1 3HaK 7.5.
KarcymHoTo chabppykuMo € 051 710 sKBJITO-051 Win 70 KagsBo-0sm1 npax. Pasmep Ha TBbp/aTa Karcyna:
1, memokuHa 19 £ 1 mm.

(%
Jlemamunomun Krka d.d. 10 mg tBepAM Kancyiu (Karcymian): b
Kamadeto Ha Karicysara e 3eJeH0, TsUIOTO Ha KarcynaTa € KadsiBo ¢ otrevaTtas Osu1 3Hak 10. Q/
KarncyaHoTo chabppskuMO € 05T JI0 JKBJITO-05T WK 110 KagsaBo-0s1 pax. Pasmep Ha TBbpaaTa Ka@a:
0, mpiokuHa 21 £ 1 mm. O
Jlenamupomua Krka d.d. 15 mg TBepay Kancynu (Kamcysin): ﬁQ
Kanauero Ha karcynara e kadsiBo, TSUIOTO Ha KarcyjaTa € CHHBO C OTIICYaTaH YSPeH 3HAK

KarcynmHoTo chabppskuMo € 051 710 5K bJITO-051 Witk 710 KadsBo-0s1 pax. Pazmep Ha TB@aTa KarcyJa:

2, npJpkuaHa 18 £ 1 mm.
Jlenamumomup Krka d.d. 20 mg TBBpAM Kancyiu (Kamncysin): sz\
KamaueTo Ha karcynara e 3eJeH0, TSII0OTO Ha KarcyiiaTa € CHHBO C OTHeHaWGH 3HaK 20.

KancynmHoTo chabpKUMO € 05T 710 )KBATO-0511 WK 110 KadsiBo-0su1 mpax. P Ha TBBp/aTa KarcyJa:

1, meokuHa 19 £ 1 mm.
R

Jlemamunomux Krka d.d. 25 mg tBEpAM Kancyin (Karcymiamn):
J1

Kanauero Ha karcynara e kadsBo, TSUIOTO Ha KarcyJjara e kadss TieyaTaH OsuT 3HaK 25.
KarncynHoTo chIbpKEMO € 051 10 JKBITO-05IT WITH 110 Kaq»mo-% ax. Pa3mep Ha TBBpaaTa Karcyna:
0, mpokuna 21 £ 1 mm.

Jlenamunomun Krka d.d. ce mpenara B kyTtumn, cmn)pxca,& x 1 umm 21 x 1 1BBpAA Kancyna B
OUcTepH ¢ €AMHUYHY J03H, C OTJIENBALIO (OIHO. Qj

He Bcuuku BHI0BE OMMAaKOBKU MOTart ja 6’I)I[aT Hy@l Ha ma3sapa.

IIpuTexaTesn HA pa3pelieHUETO 32 yHOTpeﬁaQ
KRKA, d.d., Novo mesto, émarjeéka cesta 501 Novo mesto, CiioBenust

J
IpounzBoauTe
KRKA, d.d., Novo mesto, Smarjeék @ta 6, 8501 Novo mesto, CiroBeHus
KRKA - FARMA d.o.0., V. Holjex’&?O/E, 10450 Jastrebarsko, XbepBaTus
TAD Pharma GmbH, Heinz-Lohmann-Strale 5, 27472 Cuxhaven, ['epmanust

3a IOIBIIHUTETHA HH@O&M%*;THOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS NPEACTABUTEN
Ha MpUTEeXATEN Ha pa3p§e\: €TO 3a ynoTpeoda.

Belgié/Belgique/Be‘& Lietuva

KRKA Belgium, UAB KRKA Lietuva
Tél/Tel: + 32 (0) 489 50 73 62 Tel: +370 5 236 27 40
buarapus @ Luxembourg/Luxemburg

KPKA Byifegpus EOOJI
Ten.: +459 (02) 962 34 50

¢ Qgpublika
CR, s.r.o.
@ :+420(0)221 115150
Danmark
KRKA Sverige AB

TIF: + 46 (0)8 643 67 66 (SE)

Deutschland

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

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

ElLada
KRKA EAAAX EIIE
TnA: +302100101613

Espaiia
KRKA Farmacéutica, S.L.
Tel: + 34911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.o.
Tel: +385 16312 100

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 35314133710

Island

LYFIS ehf.

Simi: + 354 534 3500
Italia

Tel: +39 02 3300 8841 JH

Kvbzpog \%
KI.PA. (PHARMACAL) LIMI EQ
TnA: +357 24 651 882 \&'

Latvija A
KRKA Latvija SIA OQ
Tel: +371 6 733 86Q

KRKA Farmaceutici Milano S.r.l. J &

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

Norge

KRKA Sverige AB bfo

TIf: + 46 (0)8 643 67 66 (SE)

Q
Osterreich &Q

KRKA Pharma GmbH, Wien

Tel: + 43 (0)1 66 24 300 QO

Polska
KRKA-POLSKA Sp. z o.0.
Tel.: + 48 (0)22 573 7500

Portugal q?z\
KRKA Farmacéutica, i&‘ ade Unipessoal Lda.

Tel: + 351 (0)21 46 4

Romaéania Q

KRKA RomangaS7R.L., Bucharest
Tel: +4 021 66 05
Slovenija@

.d., Novo mesto
Tel, 6(0) 14751100

ﬁ'gxské republika
Slovensko, s.r.o.

@ Tel: +421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: + 358 20 754 5330

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

United Kingdom (Northern Ireland)
KRKA Pharma Dublin, Ltd.
Tel: +353 14133710

)IaTa Ha HOC@O npepasrjacikKaaHe Ha JIUCTOBKAaTa

N
Ilpyrn@ YHHMIM HA HHpOpMALUS:

cTBaTa http://www.ema.europa.eu.

?&@Ha nH(opManus 3a TOBa JIEKapCTBO € MpelocTaBeHa Ha yeOcaliTa Ha EBporneiickara areHIus 1o

QQ/
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