KPATKA XAPAKTEPHCTHKA HA IHNPOOAYKTA

1.  HME HA JJEKAPCTBEHHSI MPOAYKT

Jlenanumomun apmacaifbuc 5 mg TBBPIH KaNCyu = ,;;J];.“TEHHE Al E?I.lﬂﬂ 1o ;IEKAPCTBATA
Lenalidomide Pharmascience 5 mg hard capsules | Damxa xapexmepacuca wa NOOGYKIE - [puncowante 1

Jlenamuonomun ®apmacatisuc 10 Mg TBBPAK Kancyau M Pea. Ne .12_0_!10 04&5’5;/‘5—'7'/‘5‘2

Lenalidomide Pharmascience 10 mg hard capsules AENEILEHUE e 19 -02- 2075

Jlenanunomun ®apmacatienuc 15 Mg TBLPAM Kancynu
Lenalidomide Pharmascience 15 mg hard capsules {_Ugmﬁ, e MY eeecS oo

Jenanugomun Qapmacaiinuc 25 mg TBBPAH KaNCyJIH
Lenalidomide Pharmascience 25 mg hard capsules

2. KAUYECTBEH U KOJTMYECTBEH CBHCTAB

JleHanumoMua DMapmacalinHe 5 Mg TBHEPAH KATNCYJIH

Besika karncyna chaspxa 5 mg neHanunomus (lenalidomide).

[loMowiHO(M) BemecTBo(a) ¢ U3BECTHO AelicTBHE
Besika kancyna ceaspaka 107 mg nakrosa u 0,0277 mg cwHcer xbato FCF (El 10).

JleHanuaoMun @apmacaiichc 10 me TBbPIOU KaICYJIH

Bceska kancyna csabpka 10 mg seHanumoMun (lenalidomide).

llomoruHo(¥) BewiecTBo(a) C H3BECTHO nedcTBue

Beska kancyna ceabpxa 214 mg naxrosa, 0,0436 mg Taprpasun (E102), 0,0119 mg csHcer xbaTO
FCF (E110) u 0,0153 mg arypa yepseno AC (E129).

JleHanuwooMun dapmacadibic 15 Mg TBbPAU KANCYJIH

Besxka kancyna censpxa 15 mg neHanugoMun (lenalidomide).

[HomourHo(u) Bettiectso(a) ¢ U3BECTHO NeHCTBHE

Beaka kancyna ceabpxa 120 mg naxrona, 0,0032 mg raprpasun (E102) u 0,0058 Mg anypa 4epBeHo
AC (E129).

JIeHATHOOMHA dapmacalibHe 25 Mg TBHPIAU KACYITH

Beska kancyna cbabpixa 25 mg eHanuaoMun (lenalidomide).

I lomowHo(u) BentecTBO(a) ¢ H3BECTHO NeficTBHE

Bcaka kancyna ceabpxa 200 mg nakrosa. |

3a NBJIHHUA CITHCBK HA NOMONIHHUTE BEIECTBA BHXKTE TOYKa 6. 1.

3. JEKAPCTBEHA ®OPMA

TBbpaa kancyna

JleHanuaomug Papmacaifeuc 5 Mg TBbPAY KANCYIH

3efieHa HEMPO3payHa Kamnauka u CBETIIOKa(ABO HEMPO3PAYHO TAIIO, KancyJsu ¢ pasmep 2, 18-19
MapkupaHH ¢ 4€pHO MacTuno ¢ “LP” na kanaukara u ,,638% Ha TAIOTO ¥ TBJHH C G5t npax.




JleHanuaoMun Papmacainyc 10 mg TBEPAH KaNCyIu
KBiITa HEeNMpo3payHa Kanayka ¥ CHUBO HENPO3paHO TANO, KancysH ¢ pasmep 0, 21-22 mm, MapKUpaHH
C YEpHO MacTuio ¢ “L.P” na kanaukarta u ,,639“ Ha TAAOTO H ITBJIHM ¢ 6501 fnpax.

JleHanngoMus MapmacaifbHe 15 Mg TBLPAU KaICyIy

Kagsra Henpo3pauda kanauxa U cuso HENPO3PA1HO TANO, KANCYNHM ¢ pa3Mep 2, 18-19 mm, mapkupauu
C 9€pHO MacTH/IO ¢ “LP” Ha xanmavkara ¥ ,,640“ Ha TSUTOTO M ITBJIHM ¢ BT Tpax.

JIeHANHAOMH dapmMmacaiibHc 25 Mg TBhPAM KaIcyJix

bana Henpo3pauna kanauxa u G0 HETIPO3paiHO Ts10, Karcynu ¢ pasMep 0, 21-22 mm, Mapkupanu ¢
JEpHO MacTHIIO ¢ “LP” Ha kamaukara u ,,642% Ha TAIOTO M ITBITHH ¢ O npax.

4. KJHHAYHHU NAHHHA

4.1 TepaneBTruuHH NoKazaHuS

MyITHIIIEH MUEIOM

Jenanunomun ®apmacaitbie karo MOHOTEpANHs € MokasaH 3a MOLAbPXKALIO JIEYEHHE HA BLIPACTHH
HAlHCHTH C HOBOAMATHOCTHLIMPAH MyJITHILIEH MHENOM, KOMTO ca GMIM MOMIOKEHH Ha aBTOJIOKHA
TPaHCITAHTALHMA HA CTBOJIOBH KJTIETKH.

Jlenanunomun ®apMacaiibHc kato KOMOMHMpaHa TepamWsa ¢ JeKcaMeTa3oH Hiu OoprezoMub U
AckcaMeTa3oH WM MendanaH ¥ NpeaHH3oH (BX. TOUYKA 4.2) e nokasaH 3a Je4eHHE Ha Bb3PacTHH
[TALINCHTH C HE/ICKYBaH 10 MOMEHTA MyNTHILICH MHEIOM, KOHTO HE Ca OAXO/IALIHA 32 TPAHCIUIAHTALHA.

Jlenanunomun ®apMacaiibHe, B KOMGHHALNS C ICKCAMETa30H, € NOKa3aH 3a JIE€YeHUe Ha Bb3PAaCTHH
MAlMEHTH C MY/ITHIICH MHEJIOM, KOMTO Ca MOMYYH/IH NIOHE eNHa NpefBapHTeNIHA TEPAITHA.

MHenogucIIacTHYHK CUHAPOMH

Jenanumomun Qapmacaitsuc kato MOHOTEpallHA € NoKasaH 33 ICYEHWE HA BH3PACTHH MALMEHTH C
TPAaHCPYIHOHHO-3aBUCHMA AHEMHs, NBIKALIA Ce Ha MHCIOANCIUIACTHYHA CHHAPOMH € MANBK WIH
CpesieH (HHBO 1) pHCK, CBBP3aHH C LIHTOreHETHYHATA AHOMAIHS M30JIHpaHa JeNewHs 5q, KOraTo Apyr
TCPaNeBTHYHH ONIKH Ca HEROCTATLYHM KM HENOAXOMALLH.

Donuxyaapen TAM(POM

Jlenanuaomun apmacalibHC B KOMGHHALMS C putyxcuMalb (aHtu-CD20 avtHTano) e nokasay 3a
JICHCHHE Ha BB3PAaCTHH NMalUeHTH C JIEKYBaH [Peay ToBa ¢onuxynapeH mumdpom (crenen | — 3a).

42  Jo3HpoBKa H HAYHH HA IPHAOKEHHE

Jleuenuero ¢ JleHanunomMun dapmacalibHe TpabBa Aa ce HabMoaaBa oT JIEK&p C ONUT B [IPUNTATAHETO HA
MPOTHBOPAKOBH TEPAIMKM.

3a BCHUKH MOKa3aHHA, OTIHCAHM no-A0Nny:
* Jlosata ce npoMeHsa Bb3 OCHOBA HA KJIMHMYHUTE H nabopaTOpHUTE Pe3yNTaTH (BX. TOUYKA 4.4),
* Ipenopsusa ce amanTupade Ha mo3ata mo BPEME Ha JICUCHHETO U NpH BBE30GHOBABAHE Ha
fICICHHETO, 38 N1a C€ KOHTPOIHpa CTeneH 3 unu 4 TpoMEOLIMTONEeHU, HCYTPOTNICHUS WM Ipyra
TOKCHYHOCT CTENICH 3 MITH 4, 38 KOATO CE CMATA, Y€ € CBHP3aHa C NEHANUIOMHUN,
* B cnyvaii Ha HeyTponenus Tpa6Ba na ce o6MuCIH [PHJIATAaHETO HA PACTE)KHH (PaKTOpU B
JIEYeHHETO HA NAIMEHTA. -




MAUHEHTHT HE TPAOBA Aa npUeMa 103aTa, a na NpHeMe CleABAIATA 103a B obHualinug yac Ha
CICABALINA JEH.

Ho3upoBKka

Hosoduacnocmuyupan myamunien muenom (H/TMM)
* JleHanunoMun B xoMOMHANHS C NeKCAMETA3OH fo_mporpecys Ha 3aongsaHero mpu

NMatiMCHTH, KOUTO HE ¢a MOAXONAIIH 3a IPAHCTUIAHTAIIUA

JleyeHue ¢ neHanUaOMuUO He TpaOBa na ce 3ano4sa, ako abCOMIOTHHUST Opoii Ha HeyTpodwHTe (ABH) e
< 1,0 x 10°/1 wwiu 6poar tpomGowuTu e < 50 x 10%/1.

IIpenopvuumenna doza

[IpenopbuHTe/HATa HAYANHE 1032 TEHATHIOMUI & 25 g NEPOPANHO BEAHBXK JHEBHO HA 1-BU 00 21-BH
A€H OT MOBTAPAIIY Ce 28-THEBHH LIMKJIH.

IIpenoprunrenHara no3a nekcaMeTaszoH e 40 mg NCpOpaIHO BEAHBK AHEBHO Ha 1-BH, 8-Mu, 15-TH u 22-
H JCH OT MOBTApAlIM ce¢ 28-IHeBHM uMKIM. [lalMeHTHTe Morar aa NPpOOB/DKAT TEpanuira C
NCHATHIOMUA M AEKCAMETA30H A0 NPOrpechs Ha 3a60NABAHETO HIH HEOHOCHMOCT.

*  Cmunxu 3a Dedyyupare na dosama

Jlenanunomua® HekcaMmerason®
Hayanna mo3a 25 mg 40 mg
103080 HHBO -] 20 mg 20 mg
J030B0 HHUBO -2 15 mg 12 mg
Ho30B0 HUBO -3 10 mg 8 mg
J030B0 HHBO -4 5 mg 4 mg
H030B0 HHBO -5 2,5 mg® Henpunoxunmo

" PenyunpaseTo Ha 103aTa W Ha nBaTa NPOoYKTa MOIKE A4 C€ H3BBPIIBA NOOTAETHO
*Nenanumomur ©apmacaibHCe 2,5 mg He € HATHYeH, H3MoN3BaliTe ApYT NpOAYKT ChABPHK Al 2,5 mg NeHANNIOMHA

*  Tpomboyumonerus

[Ipy TpoMbouuTH IIpenopsyurenen kype Ha neyenne®

Cnag oo <25 x 10%1 Cnpere NpunokeHUeTo Ha JNIEHATHAOMHA 3a
OCTaHaJiaTa 4yacT OT LIMKBIa

ObpaTHo nokausaHe 10 > 50 x 10%1 IloHnxkere ¢ egHo O030BO HHBO, KOraTo
NPOABIDKABATE NPHIOKEHUETO B CJIENBALIHA
KBS

 AKO BLIHHKHE AO30JIMMHUTHPALA TOKCHYHOCT cltel fieH 15 oT nameH uukm, NDUTIONKEHHETO HA NEHANUAOMU]
Tps0Ba aa 6bAe NPeKbCHATO Hal-MaNKo 33 OCTAHANATA YACT OT TEKy1UHs 28-AHEBEH UHKB.

* _ Abcomomen bpoii Heympogunu (A5H) — Heymponerus

Ilpu ABH Ilpenopruntenex KypcC Ha JedeHue®

[Inpeu cnax g0 < 0,5 x 1091 IIpexbcHETE NEYeHNeTo ¢ eHATHAOMHT

ObparHo mokausane 5mo > 1 x 10%1, korarto [Ipoxsnxkere nevyeHuero ¢ JNEHATUAOMUA C
CAMHCTBEHHAT HAOMIOAAaBAaH TOKCHUYEH eexT € HavanHaTa D032 BEAHDLXK HHEBHO
HEYTPONeHUs

ObpatHo nokausaHe g0 > 0,5 x 10%1, koraTo ce [Tpoawikere nevennero ¢ neHanMIOMHI Ha
HabmmosaBat 3aBUCHMH OT N03aTa XEMATONOTHYHY  XO30BO HUBO -1 BEHEK IHEBHO
TOKCUYHH ePeKTH, PAATMIHH OT HEYTPOTICHHSA

3a Bceku cnensaw cnaa nox < 0,5 x 10%1




ObpatHo nokausane g0 > 0,5 x 10%/] IIpoanmkere NeYEHHETO ¢ NEHANMAOMMA Ha
CIeABALLIOTO MO-HUCKO 1030B0 HUBO BEAHDIK
HHEBHO.

“Ilo peluenne Ha nekapsi, ako HEYTPOTIEHUATA € €AHHCTBEHATA TOKCHYHOCT Ha KO€TO H Ia € 1030BO HHBO, AchaBere
FpaHy TOUHTKOMOHHOCTHMY THpail ¢akTop (G-CSF) K noanspxalite 1030BOTO HHBO Ha NEHANUAOMMUA.

IIpH XeMaTONOTHYHA TOKCHYHOCT [03aTa EHANIMIOMMU MOXE [ CE BbBELe NOBTOPHO HA CJIEABAIIOTO
[0-BUCOKO O30BO HMBO (0 Ha4anHaTa A03a) PH NoJo6paBaHe Ha (pYHKUHATA Ha KOCTHHA MO3IBK (6e3
XE€MATO/IOruHHa TOKCHYHOCT 32 Haii-Maiko 2 mocnemoBatennd mukbiaa: ABH >1,5 x 10%] ¢ 6poi
TpomGouuTH > 100 x 10°/1 B HAYATOTO Ha HOB LMKB).

. JleHanunoMun B_xoMGOHHAUMA ¢ GoprezoMut u OCKCAMETA30H, MOCIEABAH OT JCHAIHAOMHUI H
ACKCaMETasoH NO_NporpecHs Ha 3a0oNsBaHeTO NpY MALMEHTH, KOHTO ca HETTONXOMAIIH 34

TpaHCIMIAHTALA
Hayvanno nevenue: Jlenanudomud é xombunayus c bopmeszomub u dexcamemazon

JleHannaomua B KOMOGHHALHMA ¢ 60PTE30MHG U HEKCAMETAI0H He TPAOBa na ce 3anoysa, ako ABH e <
1,0 x 10°/1 w/nu GposT Ha TpoMGoumTHTE € < 50 x 10%1.

[IpenoprunTenHara HavanHa n03a € JeHAMTHIAOMUA 25 Mg NEpOPaTHO BEOIHBXK JHEBHO B AHHUTE 1-14 oT
BCeKH 21-IHEBEH LMKBJ B KOMOWHALMA ¢ 60pTe3oMH6 M IeKCAMETas’oH. boprezomu® tpabea ma ce
[pHiara 4pe3 NoAKoXKHA NHKeKUHs (1,3 mg/m? TesecHa MOBBPXHOCT) NBA IHTH CEIMHYHO B aHUTE 1,
4, 8 v 11 ot Beexu 21-AHEBeH LMKDBI. 3a JONBIHHUTENHA HHoOpMaLKA OTHOCHO Ho3ara, cXxeMara M
KOPCKLMHTE HA AO3aTa HA JIEKAPCTBEHUTE MPOAYKTH, NPHIATaHH C JIEHAIHIOMU, BIKTE TOUYKa 5.1
CbOTBeTHATa KpaTka XapakTepucTHKa HA IPOIYKTA.

[Ipenopbusar ce a0 ocem 21-aHeBHM leyebuH UHKBIA (24 cenMHUHM Ha HAYaIHO NiCYEHHE).

IIpoovaxcasawjo neuenue: Jdenarudomuod a Kxomburayus ¢ dexcamemason 0o npozpecus
Hponsmkere neHanuuoMua 25 mg nepopanrHo BEXHBXK THEBHO B AHWTE 1-BH 10 21-BH OT MOBTapALH

Ce 28-IHEeBHM LMK B KOMOMHALMA ¢ NeKcaMeTa3oH. Jleyenuero Tp0Ba [a MPOABJDKU [0 IPOrpecHs
Ha 3a00J1ABaHETO KN HENPHEMITHBA TOKCHYHOCT.

*  Cmvnku 3a pedyyupane na dosama

JleHanumomug®
Hauanna gosa 25 mg
J1030B0 HHBO -1 20 mg
J1030B0 HUBO -2 15 mg
Ho30B0 HHBO -3 10 mg
Ho30B0 HUBO -4 Smg
Jo30B0 HHBO -5 2,5 mg®

" Pexyunpaxero Ha lo3arta 3a BCHHKH NPOLyKTH MOXeE /i CTaBa NOOTAETHO

*Jlenanunomut Papmacaiisuc 2,5 Mg HE € HATH'CH, H3MON3BAATE APYT MPOAYKT ChABDXKALY 2,5 mg
NMEHATHAOMU

* _Tpomboyumonenun

ITpu TpomOGonuTH [Ipenopbuutenen KYPC Ha JIeHeHHe

Cran po < 30 x 10%/1 [IpexbcHeTe TeYeHHETO ¢ NeHANHAOMHUN

O6parHo noxauBane 1o > 50 x 10%1 [Ipoapmiere nprema Ha IEHATHAOMHI Ha HO30BO
HUBO -1 BeHBX NHEBHO ~

3a BcAko cnearalno cnagane noa 30 x 10%] IIpexbCHeTe NIeYeHHETO ¢ NeHATHIO)




O6patHo nokausane 10 > 50 x 10%1 [Iponsmkere npueMa Ha NeHaNUIOMUY Ha
CTEABALLOTO MO-HACKO JO30BO HHBO BETHEK

AHCBHO

*  Abconwomen 6poii neympoghuru (ABH) — HEYMPONEHUs

I[Ipu ABH [IpenopbunTenen kype Ha Nnevyenue?

[Tepeu cniam oo < 0,5 x 1091 [TpexbCHETe NIEYEHHETO ¢ TEHATHN oMU
ObpatHo nokausane 1o > 1 x 10%1, korato [Tpoxbmxere npreMa Ha NeHATHAOMMUL C
CAMHCTBEHMAT HAOMIOAaBAH TOKCHYEH e(dekT e HavyanHaTa 103a BEAHBX JHEBHO
HEYTPOIICHHA

ObparHo nokaysaxe 10 > 0,5 x 10%/1, koraro ca Mpoas/kere npueMa Ha TEHATHAOMMA Ha 103080
HaOnronaBaHH 3aBHCHMH OT 103aTa XEMAaTOIOrMHYHH HHBO -1 BEOHBX AHEBHO
TOKCHYHH €PEKTH, Pa3NIUUHH OT HEeYTpOneHHun

3a BCeKHM cnenpaws crag monx < 0,5 x 10%/
OOpatHo nokausade 10 > 0,5 x 10%1

INpexbecHere neyenuero ¢ neHanuooOMun

[Iponwmxere npueMa Ha neHanMAOMKT Ha
CNCABALOTO NMO-HHCKO 030BO HUBO BEHEBXK
JHEBHO.

* Ilo peluenne Ha nexaps, ako HEYTPONICHHATA € EQAHHCTBEHATA TOKCHYHOCT HA KOETO M N1a € 03080 HHBO,
nofasere FPaHy IOLHT-KONOHHOCTHMY THpaul (axtop (G-CSF) u NOATBPXaHTE NO30BOTO HUBO Ha JIEHATHIOMMI.

* JleHanuaoMua B koMOMHALHS C MendanaH u npeaHu3oH, MOCAENABAHH OT NOARBDKAING TEPAITHS

¢ ICHATHAOMH/L, IDH NAUKEHTH, KOHTO HE Ca MOAXOSALIHN 32 TPAHCIIAHTALMA JledeHte o NIEHANHAOMH]
He TpaOBa Aa ce 3anousa, ako ABH e < 1,5 x 10%] w/wm bposaTt TpomGonuTH € < 75 x 10%1.

lIpenopvyumenna do3a

[IpenophunTenHaTa HaYanHa N033 € NeHATUAOMHUA 10 mg nepopanHo BeAHbK AHEBHO B THHTE 1-BU a0
21-B4 OT NOBTAapAIM Ce 28-IHEBHH LMKIH 32 MakCUMyM 9 uuknia, mendanau 0,18 mg/ke NEPOPATHO
Ha 1-BH 10 4-TH AEH OT MOBTAPALLH Ce 28-THEBHM LMKJIH, TpEAHN30H 2 mg/kg nepopaiHo Ha |-Bu 1o 4-
TH ZICH OT OBTapAWM ce 28-1HeBHH UnKIH. [launeHrure, KouTo 3aBBPIIAT 9 UMKBIA HAH KOUTO HE ca
B CbCTOAHHE 1a 3aBBPLIAT KOMOHWHHpaHATa Tepanus nopaam HETMOHOCHMOCT, C€ JIEKYBAaT ¢ MOHOTEpaIHis
C ICHATHAOMKA, KaKkTo creApa: 10 mg nepopanHo BEOHBX JHEBHO HA 1-BM 10 21-BY AigH OT NOBTAPAIIM
Ce 28-IXHEBHH LUKIIH 0 NPOIPEcHs Ha 3a60/I2BAHETO.

* _ Cmvnku 3a pedyyupane na dozama

JlenamnmoMun Mendanau [Mpeounson
Hauanna nosa 10 mg? 0,18 mg/kg 2 mg/kg
103080 HHBO -1 7,5 mg® 0,14 mg/kg | mg/kg
J030B0 HHUBO -2 5 mg 0,10 mg/kg 0,5 mg/kg
H030B0 HHBO -3 2,5 mg® Henpunoxumo 0,25 mg/kg

% AKO HEYTPONIEHHATA € eIUHCTBEeHATS TOKCHYHOCT Ha KOETO H A4 € 4030B0 HUBO, nobasere rpasy nouuT-
KONOHHOCTHMYHpalll dpaktop (GCSF) u NOANBpAAHTE J030BOTO HUBO HA JIEHATHAOMH L

OJlenanngomur ®apmacaitbue 7,5 mg ue e HallHueH, M3MOM3BaTe

JCHAJIHAOMH O

ApYr OpORYKT ChABpxaill 7,5 mg

*Jlenanunomut OapmacafpHe 2,5 Mg HE € HANMYCH, U3NI0I3BAATE APYT NPOAYKT ChABP ALY 2,5 mg NTeHATHACOMU N

* _ ITpomboyumonenus

I1pu TpoMGornnTy

[IpenopbunTeneH Kype Ha leueHue

ITepBu cian mo < 25 x 10%1




O6patHo nokausaxe 10 > 25 x 109 IIponsipkere neyenneTo ¢ neHamuaOMUI U
MeN(ataH Ha 1030BO HHEBO -]

3a Bceku creppaiy cnag nox 30 x 10%/] INpexbcHere neyenunero ¢ neHanMIOMu
ObpartHo nokausane o > 30 x 10%] CICABALNOTO NTO-HUCKO A030BC HUBO  (I030BO
HHUBO -2 MMM -3) BEIHEK NHEBHO

* Abconromen bpoii neympoghuu (A5H) — Heymponerus

IIpu ABH IIpenoprunrenen kypc Ha neyeHme?

[TspBH cniag xo < 0,5 x 1091 IIpexbeHeTe neyeHHeTo ¢ NeHaTHIOMUn

ObpatHo noxausane 10 > 0,5 x 10%1, korato [Ipoabmxere neveHueTo ¢ TeHATMIOMUT C

CHHHCTBEHHAT HAOMIOaBaH TOKCHUEH edekT e HavasjiHaTa 103a BeHbX JHEBHO

HEYTpOIMEHHA

O6paTHo nokayBaxe 10 > 0,5 x 10%/1, korato ca [Iponwsmxkere neyenuero ¢ NeHANHAOMHUO Ha

HabmonaBaHu 3aBUCHMH OT [103aTa J030BO HHUBO -] BEIHDBX JHEBHO

XKEMATOJIOTHYHH TOKCHYHH €(eKTH, PA3TUYHH OT

HeyTpOINeHus

3a Bceku cneapail cnag noa < 0,5 x 10%1 IlpexsCcHETE NeYeHHeTo ¢ IeHATHOOMHIA

ObparHo noxausane 10 > 0,5 x 1091 [Iponkikere neyenneTo ¢ neHaMNOMUL Ha
CICABAINOTO MO-HHCKO A030BO HUBO BEOHBK
OHEBHO

* [To peieHne Ha nekaps, axo HEYTPONEHHATA € €IMHCTBEHATA TOKCHHHOCT Ha KOETO M 1A € J030B0 HHBO,
nobasere Fpay NOLUUTKONOHHOCTHMY THpa1y dakTop (G-CSF) 1 NOAXBbPXKaATE JO30BOTO HUBO HA JICHATHIOMHMLL.

. Hopxbpikaiia Tepanus ¢ JeHaTHIOMUL [IDH NAUHEHTH, KOUTO ¢a OHUIM NOMIOKEHH HA ABTOIONHA
TPRHCIIAHTANHA Ha CTBONOBH KiteTkk (ATCK)

NopaeprkamiaTa Tepanus c JeHATMAOMHZ Tpa0Ba Ja 3amMOYHE Ciell afeKBATHO XEMATONOIMYHO
Bb3CraHoBaBaHe cnea ATCK npu naumpenTy 6e3 naHHu 3a nporpecus. JleHanuaoMun He Tpabea na ce
3ano'ea, ako ABH e < 1,0 x 101 w/wnu 6poat na TpomBouuTure € < 75 x 10%1

IIpenopvyumenna 0o3a

[TpenopbrunrenHara Havanya 1o03a e JieHanuAoMHUA 10 mg nepopanHe BemHBX OHEBHO Ges MIpEKLCBaHe
(8 muwTE OT 1-BM MO 28-MH Ha MOBTAPAWM C€ 28-OHEBHH LMKIH), MPWIAraH no nporpecus Ha
3a00NIABAHETO WM NOSBA HAa HEMOHOCHMOCT. Cnen 3 uMK®Ia MOANBPKAIO NEYEeHHE C NIEHATHAOMUEY,
A03aTa MOXKE f1a Ce YBETMYHM 0 15 mg nepopanHo BENHDX AHEBHO, aKO CE MOHACH.

* Cmvnku 3a edyyupare na dosama

Havarua nosa (10 mg) AKO Z03aTa € NoBHLIeHa (15 mg) ®
H030B0 HHBO -1 S mg 10 mg
Ho30B0 HUBO -2 > mg (auu 1-21 Ha Bceku 28 nHu) 5 mg
J030B0 HHBO -3 Henpmioxumo > mg (auu 1-21 Ha Bceku 28 nuu)
Ja He ce gapa no3a nog 5 mg (auH 1-21 Ha Bcekw 28 nHu)

"Caen 3 UMKbAA MOLABLPXKALLO JeueH e ¢ JICHATHAOMHL, lo3aTa MOJKE Ja ¢e YBENHM 10 15 mg nepopanto
BEIHBX NHEBHO, AKO CE IIOHACH.

*  Tpomboyumonenus

IIpx TpomMGonuTH [IpenoppuuTenen xypc Ha TeucHHe

Cnan go < 30 x 10%] [IpekbCHeTE TeYeHHeTo ¢ eHanw



O6parHo nokaupaxe 10 > 30 x 10%i [Ipoasmxere npueMa Ha TEHATHAOMHUI Ha
A030BO HUBO -1 BEHBX JHEBHO

3a BCcAKO cnenBamo cnanane nox 30 x 10%4 [IpexncHeTe EYEeHHETO ¢ IEHATHAOMM

O6patHo nokausase xo > 30 x 10%/] [IpoxsiDKeTE IEYEHHETO ¢ NEHAIHIOMH Ha
CIeIBALIOTO NO-HUCKO JO30BO HUBO BEIHBX
ITHEBHO

* _Abconiomen 6poii neympogunu (ABH) — neymponenus

IIpu AGH IIpenopruntenen KypcC Ha JieyeHue®
Cnan mo < 0,5 x 10%/1 IIpexbCHETE NEYEHHUETO C NEHATHAOMHU
ObparHo nokaysaHe 10 > 0,5 x 10%/1 IIpoanikeTe NpueMa Ha TEHANMAOMUJ Ha J030BO

HUBO -] BEOHEX NHEBHO

3a BCAKO cneABawo cnagane nog < 0,5 x 10%1 [IpexbCHeTE NeYeHHEeTOo ¢ NeHANTUIOMU/

ObparHo nokausane no > 0,5 x 10%] [Iponsmxere Ne4eHUETO C NEHATHIOMUI Ha
CJIEABALIOTO MO-HUCKO J030BO HHBO BEIHBIK
ITHEBHO

" I[To petieHne Ha nekaps, ako HEYTPONEHHATA € eIWHCTBEHATA TOKCHIHOCT Ha KOETO U 218 € J030BO HHBO,
AobaBeTe rpaHy NOUHTKONOHHOCTHMY JIHPALIL thakrop (G-CSF) u nognbpxaiite 103080TO HHBO HA AEHANTHAOMHA,

Mynmunnen muenom ¢ none edna npedxoxcdawa mepanun

Jleuenue ¢ neHanuaoMun He TpabBa Aa ce 3anousa, ako ABH < 1,0 x 10%/1 w/unu GpoAT TPOMBOLIHTH <
75 x 10°! mwim, B 33aBMCHMOCT OT WHQUITpALMS HA KOCTHHS MO3BK OT IUIA3MEHH KJIETKH, OposaT
TpoMGoLUTH < 30 x 10%1,

IIpenopvuumenna 0o3a

[IpenopbunTenHara HaYaIHa f03a IEHANHMIOMHI € 25 Mg NepopanHo BeAHBX ZHEBHO HA 1-BH 10 21-BH
A€H OT MOBTAPALH ce 28-AHEBHH UMKIH. [IpenopbyuTeNHATa 1033 NeKcaMeTas’ol e 40 mg nepopalHo
BEIHBXK OHEBHO Ha 1-BHM 10 4-TH, 9-TH 1o 12-T u 17-TH no 20-TH J€H OT BCCKH 28-IHEeBeH LIMKBII 3a
IbPBUTE 4 UMKBJIA HA TEpanuATa U Citell T0Ba 40 mg BEAHBX AHEBHO Ha 1-Bu 10 4-TH IeH Ha BCeku 28
OHW.

IIpennucpaluuTe nekapy TpsabBa BHUMATENHO Oa NPCUCHAT KOs 103a ACKCAMETa30H na U3NOJI3BAT, KATO
B3EMAT NPEABHI CbCTOAHUETO M DOJIECTHHA CTATYC HA MALUEHTa.

* _ Cmonku 3a pedyyupane na dozama

Hauanna no3a 25 mg
J1030B0 HKBO -1 15 mg
J030B0 HHBO -2 10 mg
Ho30B0 HUBO -3 5 mg

*  Tpomboyumonenus

[Tpu TpomborLuTH [IpenopsudTENeH Kype Ha JIeueHHe
[TspBoHavanHo, criag fo < 30 x 101 [IpekBCHETE JIeHEHHETO C JICHATHEOMHU
ObparHo nokausane g0 > 30 x 10%1 [Ipoasinkere ne4eHNETO ¢ NEHATHAOMHUI HA

OO30B0O HUBO -]

3a BecekH cneasaly crnaj noa 30 x 10971 [IpexkpcHeTe NeyeHKHeTo ¢ NEHANTHAOMH




ObpatHo nokausase no > 30 x 10%/1 [Tponsmiere nedeHneTo ¢ TeHAMMIOMHUI Ha
CNCABAIIOTO MMO-HUCKO I030BO HHUBO (I030BO
HHBO -2 WM -3) BeAHBXK JHEBHO. [a He ce
HOO34Upa oA 5 mg BEAHBXK THEBHO.

. Abcomomen 6poti neympogunu (ABH) — HEYMPONEHUR HEYMPONEHUA
[Tpn ABH [1penopbunrenen KypC Ha JIeYeHHe"
[TepBoHauanno, cnanm no < 0,5 x 10%1 [IpexncHeTe neuenneTo ¢ neHaNMOOMMI
OOparro nokaupasxe no > 0,5 x 10%1, xorato ITpotbimkeTe fNeYeHHETO ¢ NEHATHAOMUL ¢
€AHHCTBEHHAT HabMONaBaH TOKCHYEH eeKT & Haqa/lHaTa 1033 BEOHBX JHEBHO
HEYTPONEHUS
ObpatHo nokausade 10 > 0,5 x 10%1, koraro ca [IpoasimkeTe neYEHHETO ¢ NEHATHIOMHU Ha
HaOTI01aBaHU 3aBUCHMH OT J03aTa A030BO HHUBO -1 BeIHBX OHEBHO
XEMATONOTMYHH TOKCHYHU €(PeKTH, pasNUuYHH OT
HEYTPOIEHHA
3a BCEKHM cneasauwy cnax nox < 0,5 x 1091 [IpekbCcHeTE NIeYeHHETOo ¢ NeHANUAOMHN
OO0patHO nokaysane no > 0,5 x 1091 [Ipoawikere neyeHneTo ¢ NeHATHMAOMUI Ha

CIIEABALIOTO MO-HHCKO JO30BO HHBO (A030BO
HHBO -1, -2 unu -3) BeAH®BX AHEBHO. [la He
C€ J03Mpa NoJ 5 mg BEAHBX IHEBHO.

* IMo pewienne Ha nexaps, ako HCYTPONICHHAATA € CAMHCTBEHATA TOKCHYHOCT Ha KOETO M J1a € 030BO HKBO,
A00ABETE rpaHy TOLHTKOIOHHOCTH Mynupai ¢axrop (G-CSF) n nogaspxaiite 103080TO HHBO Ha JEHATUTOMHA,

Muenoducnaacmuvnu cundpomu (MIC)

Jleuenuero ¢ nenanunomun He TpaGea na 3amousa, ako ABH e < 0,5 x 10%/1 w/wmm 6poaT TpoMBoLUTH
e <25x 10°/1.

[Ipenopvuumenna do3a
IpenopvuuTenHara HauanHa no3a NeHaauroMun e 10 mg NEPOPaATHO BEOHBX AHEBHO Ha 1-BH [o

21-BH IeH OT MOBTapALLH ce 28-THEBHH LK.

* Cmonku 3a pedyyupane na dozama

Hauanua no3a 10 mg BenHBXK THeBHO B XHU 1-21, Ha Bceku 28 IAHHA
H030B0 HHBO -] > Mg BENHBX JHEBHO B AHH 1-28, Ha Bceky 28 IHH
03080 HHBO -2 2,5 Mg BeIHBX AHEBHO B OHH 1-28, Ha BCekH 28 OHH
J1030B0 HHBO -3 2,5 mg BEAHBK JHEBHO B IHH 1-28, Ha Bceku 28 OHU
g Tpomboyumonenun
ITpn TpoMOoLIMTH IIpenoprunTenex KypC Ha JieueHue
Cnaa go <25 x 10%/ [IpexbCHeTe NeYeHUHeTo ¢ NeHATMAOMUT
O6partHo nokauBane 10 > 25 x 10%1 - < 50 x 10°/ [Ipoabmkere neyeHneTo ¢ NEHATHAOMHA Ha
B OHE 2 cy4ad 3a > 7 IHW WK KOrato 6posT CIIEBALIOTO NO-HUCKO 103080 HHBO (030B0

TPOMOOLIMTY CE Bb3CTaHOBM Ha > 50 x 10%1 no Besko  HuMBO -1, -2 WK -3).
BpEME

* Abconomen 6poi neympoguiu (ABH) - HEYMPONeHUuN
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INpu ABH [Ipenopbunrenex Kypc Ha neyeHue

Cnan no < 0,5 x 10%1 [IpekbCHeTE JIEYEHHETO ¢ TeHATUIOMUT

O6parHo nokaysane no > 0,5 x 10%1 IMponsmkere nedenuero ¢ JIEeHAJTHNOMMI HA
CJIEABAIIIOTO NO~-HHUCKO JO30BO HUBO (1030BO HHBO
-1, -2 unu -3).

Cnupane na nenanudomud

Jledennero ¢ reHanuaoOMun Tpsa6Ba na ce CIIPE NPH nauueHTH 6e3 noHe cnab eputponaen OTrOBOP B
PaMKHTE Ha 4 MECELIa 0T HAYa0TO Ha TEpParHiATa, TpOABEH 4Ype3 rmoHe 50 % HamaneHue Ha
HeoOXOMUMOCTTa OT Tpaschy3UT HNY, aKO He ca TpaHchy3Hpany, 1 g/d] noBHIeHKe HA XeMOIIO6KHA.

Doruxyrapen aumpom (DJI)

Jleyenue ¢ neHanunOMHA He TpAGBa na ce 3anousa, ako ABH e < | x 1091 H/unu 6poat TpoMGoLHTH e
< 50 x 10%/1, ocBen ako He € BCIeACTBHE HA HHQHUATPHUpPAHe Ha KOCTHHA MO3BK OT nuMboma.

IIpenopvuumenna do3a

[TpenopbynTenHata HavanHa no3a neHamuaoMua e 20 mg NEPOPATHO BEAHBXK AHEBHO B qHK | f10 21

OT NOBTAPAIUM Ce 28-AHEBHH LMKIIA 33 MaKCHMYM 12 NeuebHH [MKEA. [IpenopbunTennara Havanua
1032 puTyKCHMab e 375 mg/m? uHTpaBeHo3HO (i.v.) BCAKA ceMuLa B LHKBI | (aHHU 1, 8, 15,1 22) 1

IeH | oT BcekH 28-nHEBEH LIMKBI 33 LUKIH 2 0O 5.

*_ Cmvnku 3a pedyyupane na dozama

Hayanua no3a 20 Mg BEOHEX JHEBHO B AHHU 1-21, Ha Bceku 28 nHH
Jlo30B0 HHUBO -1 15 mg BenHTXK AHEBHO B HM 1-21, Ha Bceku 28 nHH
J030B0 HHBO -2 10 mg BeaHBX THEBHO B AHH 1-21, Ha Bcexy 28 OHH
Ho308B0 HUBO -3 5 Mg BEAHBX JHEBHO B AHM 1-21, Ha Bceku 28 nHu

32 KOpEeKUMH Ha [03aTa NOPanM TOKCUYHOCT Ha PUTYKCHMald BHXTE CLOTBETHaTa KpaTka
XapaKTePHCTHKA Ha MPOAYKTA.

* _ Tpomboyumonenusn

_Ilpu TpomM6oLiuTH IlpenopbunTeneH Kype Ha neyeHue

Cnazg no < 50 x 10%1 [IpexbCHETE NeYEHNETO ¢ TIEHANHIOMHA 1
npasete [IKK Hali-manko Ha Bcekn 7 nuu

O6patHo mokausade 10 > 50 x 1091 IIpoabmxere neyeHueTo Ha CieABAMOTO O~
HHCKOQ 1030BO HHBO (1030BO HHBO -1)
3a Bcexy cnempaly crmaa moy 50 x 10%1 ITpexnCHETE TeUEHHETO ¢ NIEHANMAOMUA U

npasere [IKK Hait-mManko Ha scexu 7 quu

ObpatHo nokaueane a0 > 50 x 10%/1 [Mponwmxere nevenuero ¢ NNEHATUOOMHUI Ha
CICABAINOTO [TO~-HUCKO AO30BO HHUBO (103080

HHUBO -2, -3). He mpunaraifte nosa moa no3oso
HHBO -3,

’ Abcomomen 6poii neympopunu (ABH) - HEYMPONe HUA

[Ipu ABH [IpenoprunTenen kypc Ha edenue




Crax < 1,0 x 10”1 3a Hali-Manko 7 nuu uny [lpexncrere nevenuero ¢ nenammmoMuy u
Cman n0 < 1,0 x 10%1 ¢ ACOLHpAaHa BUCOKa npasere [TKK naii-manko Ha Bcexky 7 auu
TeMIeparypa (TenecHa TeMneparypa > 38,5°C), unwu

Cnan no < 0,5 x 10%1

O6patHo noxaueane g0 > 1,0 x 10%/1 [Ipoawmxere nevennero ¢ neHanumomun na
CIIENBAINOTO NMO-HHUCKO A030BO HHBO (103080
HHUBO -1)

3a Beeku cnensaw cnax mox 1,0 x 10%1 3a Haii- IlpexscHere neveHrneTo ¢ eHanuAOMHT 1

Manko 7 QHH WM cnax o < 1,0 x 10%1 ¢ acomupana npasere [TKK nalfi-manko Ha Bceku 7 nuu
BHCOKA TCMIIEpaTypa (TeNleCHa TeMIEpaTypa >

38,5°C), wnu cnan mo < 0,5 x 10%1 INponbiokere nevyeHuero ¢ neHATHIOMUT Ha
CACABAIOTO MTO-HHCKO J030BO HUBO (1103080

Obparto nokausane 10 >1,0 x 10%] HUBO -2, -3). He npunaraifte 103a nog 103080
HHUBO -3

A Tlo NPCUCHKA HA JIEKaps, akKO HEYTPONEHUATA € €NHHCTBEHATA TOKCHHOCT Ha KOETO H J1a € 030B0 HHBO,
nobasere G-CSF

Donuxyrapen aumpom (DJ1)

Tymop-nusuc cundpom (TLS)

Beuuky nauMeHTH TpabGea na nonmy4yat npogunaktuka 3a TLS (anomypumon, pa30bypukasa win
CKBUBAJIEHT CNIOpe OQULIHANHUTE HACOKH) M Aa 6bIar Aobpe xuapaTupanH ( [IEPOPANHO )} NIpe3 MbpBaTa
CCAMHLA OT MBPBHS LMKBJ HIH 32 NO-MPOABIKHTEIEH NEPHOA, aKO € KIHHUYHO NOKa3aHo. 3a 1a ce
cnepu 3a TLS, tpa6sa na ce nposexna HabOP OT GHOXHMHYHH H3CIIE [BAHUS EHKECENMIYHO Npe3 IbPBHS
HHKBJI H KaKTO € KNTHHHYHO MOKA3aHO.,

Jenanunomua Moxe ga 6nae MPOABLIKEH (KaTo Ce 3amasM jJ03ara) [pH NauHeHTH ¢ naboparopen TLS
WK cTenen 1 xrnangen TLS, wnn no npeuenka uHa JICKaps Ia ce HaMallH 103aTa C €IHO HUBO U JIA Ce
MPOABDKY ICHATHAOMUA. Tpsabea na ce ocurypu akTHBHA HWHTPaBCHO3HA XHApPATAUMA W NOAXOIKIIO
MEIULIUHCKO JICYEHHE CIIOpEN MECTHHS (TaHdapT 3a nonaraHe Ha TPHXH O KOPUTHpaHe Ha
CICKTPOMMTHHTE aHOManuu. Moxe na e Heobxonuma Tepanus ¢ pasdypukasza, 3a Oa ce HaMany
XHIIEPY PUKEMHATA.

XOCNMHTATH3ALKATA HA MALUEHTA € [0 [IpelieHKa Ha JIeKapsi.

[Ipu naumeHTH ¢ KMMHKWYen TLS cremen 2 A0 4, NPpeKbCHETE NEHATHAOMMA H npoBexaaifre Habop or
OMOXMMHYHM M3C/IENBAHUA eXecCenMHYHO Wiy KakTo € KIHHHYHO mokasaHo. Tpa6sa ma ce ocurypu
aKTHBHA HHTPaBEHO3HA XHMADPATALMA U IIOAXOAALIO MEOHLIMHCKO JTeYeHke CrIOpeX MECTHUA CTAHAAPT 3a
MTOJlaraHe Ha IPHXH 10 KOPUTHpaHe Ha €NEKTPOHTHUTE aHOMATMM. Tepanusara ¢ paibypuxaza u
AOCHIHTAIM3ALMATA Ca MO MpeueHKa Ha nekaps. Korato TLS OTIIYMH Ho cteneH (0, noaHOBeTe
/ICHATARIOMHI] Ha CIICIBALIOTO TIO-HUCKO HHBO 110 TIPELIeHKA Ha nekapa (Bx. Touxa 4.4).

Peaxyus na axmusuparie na mymopa

Ilo npenexka Ha nekaps ICHATTUIIOMHA MOXE a OB NPONBIKEH NPH NALMEHTH ChC CTemeH | WIH 2
PeakUuA Ha akTMBUpaHe Ha Tymopa (Tumor flare reaction, TF R) 6e3 npexscBane win uamenenye. o
MIPELICHKA Ha JIEKApA MOXeE Aa Ce MPHIOKH TEPAIHS C HECTCPOMIHN NPOTHBOBB3NAIUTENHH CPEACTBA
(HCTIBC), kopTakocTeponny, ¢ OTPaHMYCHA NPONBKUTENHOCT, H/WIH HAPKOTHYHY AHATFeTHLI.

Ipy maumeHTH che ctemen 3 win 4 TFR CTIPETE JIEHCHHETO C NEHATHAOMMI M 3aMOYHETE TEPANHA C
HCTIBC, xopruxocreponau w/mnm HAPKOTWIHA aHanreTui. Koraro TFR otmrymu fo < crenen 1,
MOTHOBETE NICUCHHETO C JICHATHIOMHMI Ha CBUIOTO JO30BO HHEBO 34 OCTaHA/IaTa 4YacT OT LUKBJIA.
[NlaumenTure Morar ga 6nnuar JICKYBaHH 3a NpCONONABAHE HA CHMITTOMHTE COpPeN HACOKHUTE 33
JICICHHETO Ha cTeneH 1 u 2 TFR (Bx. Touxa 4.4).

Bewvuru noxazanus
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[lpn Apyru nposABH Ha TOKCHYHOCT OT cTemeH 3 I 4, 32 KOMTO € mpeLeHeHo, e ca CBBD3aHHU C
JCHATHIOMUN, IEHCHHETO TPAOBA 1a Ce CIIpe U a ce BE306HOBH Ha CII€ABALIOTO MO-HUCKO J030BO HUBO,
KOraTo TOKCH'HOCTTA IOCTUIHE CTeNeH < 2 110 NpeLeHKa Ha nexaps.

[1pu xoxken o6pus ot crenen 2 uny 3 Tps0Ba na ce o6MUCIN npexscBane uny CIUPAHE Ha NeHATHIOMUI,
Jlenanupomun Tpa6Ba na ce cope PU AHTHOENCM, aHaQUNAaKTUHHA peakuMs, o6pHB OT cremnen 4,
ekchonmaTuBeH wiM 6yio3eH OOpHB WIH ako ce 0403Mpa CHHAPOM Ha Stevens-Johnson (SJS),
TOKCHYHA eMMACpMATHA HEKpotu3a (toxic epidermal necrolysis, TEN) unu nexapcreena peakuusa ¢
CO3HHOPWINA U CHUCTEMHH CHMITTOMH (DRESS) u He TpabBa ma ce 3amo4Ba oTHORG Clen cnupane
NOpany rOPHUTE PEAKIINH,

Cneyuannu RONYVAGYUU
. [Neaunarpuuna MONYaaus

Jlenanupnomun ®apmacaiisle He Tp0Ba 1a ce npuiara npu Aeua ¥ FOHOLIM OT paxnaHeto 0o noy 18
FOIMHA NMopanH crobparkeHus 3a 6Ge30nacHoCT (BK. TO4Ka 5.1).

. Crapuecka Bb3pacT

Hanugaaure nonacrosmem $HapMaKOKMHETHYHM JaHHH €a OMHCAHM B TOYKA 5.2. B knuHu4HM
IPOYYBAHUA NICHATMIAOMHI € OWI MPUIAarad Ha NalHeHTH ¢ MYITHIUICH MHEJIOM Ha Bb3pact Ao 91
TOAMHH H Ha NALEHTH C MUEJIOUCILUIACTHYHH CHHAPOMH Ha BB3pacT 10 95 roguHu (Bx. Touka S.1).

Tbii kaTo € Mo-BepoATHO MauHeHTUTE B CTapHeCka BB3pacT Ja mMar HamaneHa Ob0pedna dyHKIus,
TPAOBA BHUMATENHO fa ce moaGupa n03ata u 64 6110 PasyMHO 1a ce cnenn 6nOpeunara dyHKLmA.

Hosoduaznocmuyupan mynmunnen muenom: RAYUERMU, KOUMO He cq noOX0duu 3a MPAHCRAGHMARUA
[MaupieHTHTE C HOBOAHArHOCTULIHPAH MYATHILUIEH MHEIOM Ha BL3PaCT 75 U noBeue roavHM Tpsbaa
BHHMATCTHO a CC OLICHABAT, NIPERH 1A Ce OOMHCIIS TeYeHHe (BX. Touka 4.4).

[Ipy maumeHTH Ham 75-romumina Bb3pacT, ICKYBaHHU C NIEHATHIOMHA B KOMOHHALMS C HE€KCaMETA30H,
Ha4ajiHata no03a nexcameTasoH € 20 mg BenHBX OHEBHO HA aau 1, 8, 15 u 22 ot Bcexn 28-aHepen
neyedeH UK.

He ce npemmara amanrupane ma nosara PpH NMAUMCHTH Hal 75 TOAMHH, KOMTO Ca JIEKYBaHH C
JICHATHAOMHI B KOMOHHALMA ¢ MendanaH U NpeJHU3OH.

[nony4yaBar JICHAIMAOMHAL, HMa [10-BMCOKAa 4YeCcToTa Ha CCPHO3HY HEeXenaHu PCAKIIHH H HEeXKellaHH
PCAKIIMH, KOUTO BOASAT N0 CIIHpAHEC Ha JIEUEHHUETO.

KoMOuHupaHaTa Tepanus ¢ neHanunoMug ce nonacs 110-3/1€ NpH NAaUMEHTHTE ¢ HOBOAMATHOCTHLIHPAH
MYJATMIUICH MU€NOM Hai 75-TOAHMIIHA BB3PACT B CPABHEHHUE C no-mMnanara nomnynauusa. Te3u nauueHTH
NPpECKpaTaBaT JICYEHHUETO MO-YECTO MOPAaAH HEMOHOCHMOCT (Hexxenanu cvbuTHA cTenen 3 wiw 4 u
CCPHO3HH HEXENaHU ChOMTHA), B CPABHEHME ¢ NALMEHTHTE < 75 rOAXHH.

Myrmunnen muenom: nayuernmu ¢ noue edna npeoxoxncoaua mepanus

[IpOLICHTET Ha MAUMEHTHTE ¢ MYITHIUVIEH MUENoM Ha 65 FOOWIIHA BB3pacT WIM NOBEYe He Ce e
PadHiaBal  3HAYMTENHO MEXIy TIPYNHTE, JIeKYBAHH C JICHATHROMHI/ IEKCAMETA30H U
nnauebo/aexcamerasol. IIpH Te3n NauMeHTH He e HabmoaaBaHo 06O pasnuuKe B 6e30MacHoCTTa I
€(PHKAaCHOCTTa B CpaBHEHME ¢ Mo-MJiaJli, HO HE MOXE Ja OBie H3IKIIOYEHA NO-H3pa3eHa
TPEAPA3NOIOAKEHOCT NP MO-BB3PACTHH MHIHBHIM,

Muenoducnracmuunu cundpomu
IpH nauneHTH ¢ MHENTOIMCILIACTHYHY CHHIDOMH, NEKYBAaHH C JIEHANTHAOMMI, He ce Habn
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HAIO pasiiNKa No OTHOIICHUE Ha Ge30MacHOCTTa B eUKACHOCTTA MEXAY MAMEHTH Haa 65-roauilHa
Bb3pacT U NO-MNAOH NALMEHTH.

Donuxyrapen aumpom

3a nauueHTuTe ¢ GonHKynapeH NTUMPOM, JIEKYBAHU C JIEHATMIOMHA B KOMOHHALUA C PHUTYKCUMaO,
oblLiata 4ecToTa Ha HEXeaHMTE CHOGHTHA € MoNoBHA IpY MAalUCHTHTE Ha BB3pacT 65 WAM noseue
FOIHHH B CpaBHCHHE C NauUMeHTHTe nod 65 roguuu. He e HabmomaBaHa KaTo LATIO pa3iuKa B
ePHKACHOCTTa MEX Y ABETE BB3PACTOBH rpymnu.

* IlanwenTu ¢ 656peuno yepexaane

JleHanunoMux ce OTAENS NMpemEMHO OT OBOpeLINTe; NauHeHTHTE C MO-roJsMa CTEMeH Ha O0BOpevHo
YBPCAAAHE MOTAT 1a UIMaT HapyIleHa NOHOCHMOCT KBbM JIEYEHHETO (BX. TOUKA 4.4). Tpabpa BHUMaTenHoO
noadupaHe Ha 103aTa U Ce Npenopb4Ba CleleHe Ha OnOpeunara dyuxuus.

WIH ponukynapes tumpom. Tpenopbysa ce clreqHoTo 41aNTHPaHe Ha 103aTa B HAYaJiOTO HA TEPaIuATa
1 [pe3 LWIOTO BPEMETPACHE Ha JICHCHHETO NMPH MALKMEHTH C YMEPEHO HITH TEXKO yBpeaeHa 6n6peyna
yHKUMS UK pH TepMuUHATHA OBOpeyHa HegoCTaTBUHOCT.

Hama onut or manurBanms dasza 3 npu TepMuHanHa OvOpeuna Hepocrarsynoct (End Stage Renal
Disease, ESRD) (CLcr < 30 ml/min, Hanarama nuanusa).

Mynmunnen muenom

br6peyna pynkuns (CLcr) AJanTHpaHe Ha N03aTa

YMepeHo 6156petHo yBpeknane 10 mg Benubx) AHEBHO'
(30 < CLcr < 50 ml/min)

Texxo 6b6peuHo yBperxnaune 7,5 mg BEeAHBXK OHEBHO?
(CLer < 30 ml/min, 6e3 Hyxna ot Ananusa) 15 mg npes xen

TepMuHanHa 6L0pevHa HETOCTATBYHOCT (KCBH) 5 Mg BEAHBX AHEBHO. B AHUTE Ha

(CLcr < 30 ml/min, ¢ my>xna ot IHaNIK3a) Ananusa nosarta Tpadea ga ce

[Ipuiara crnex afuaiH3ara.

' lo3ata MOXe Aa Ce MOBHINH 10 15 mg BeIHbkK JHEBHO Clef 2 LIHKBAA, 8KO HAMA OTrOBOP HA JIEUEHHETO U
MAHEHTHT KM@ 10Opa MOHOCHMOCT KEM HETO. |

’B CTPaHHTE, KBAETO Ce mpeuiara Kancynara ot 7,5 mg.

Muenoducnaacmuunyu cunopomu

bropeuna dpyuxnun (CLer) AJanTHpaHe Ha A03aTa
YMepeHo 616peuno yspexaane (30 | Hauanua nosa > Mg BEAHBX AHEBHO (B ouu | o 21
< CLcr < 50 ml/min) | OT MOBTAPALIM Ce 28- NHEBHU LIMKIH)

Ho30B0 HMBO -1* | 2,5 mg BenHbX DHEBHO (B oHM 1 1o 28
OT MOBTAPALUH C€ 28- NHEBHH LIUKITH)

Ho3oBo HHuBO -2* | 2,5 mg BenHbX AHEBHO (B aHu 1 no 28
OT IOBTAPAILK Ce 28- THEBHM LHKITH)

Texxko 6B0pedno yBperxmane Hauanna no3a 2,5 mg BEAHBK AHEBHO (B AHHK | 1o 21
(CLcr < 30 ml/min, 6e3 Hyxna or OT NOBTAPAILH C€ 28- NTHEBHH LUKTH)
Ananusa) A030B0 HUBO -1* | 2,5 mg BeaH®*k HHEBHO (B AHHM | no 28

OT MOBTAPALIH € 28- NHEBHH LUKIH)

Ho30Bo HUBO -2* | 2.5 iNng BeAHDX JHCBHO (B AHH | }_.:...
OT NIOBTApAUIM Ce 28- THEBHH WAt
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TepMuHanHa 6u0peuna Hayanua noza 2,5 mg BeAHBK IHeBHO (B aHM 1 o 21
HepocrareyHocT (KCBH) (CLer < OT MTOBTAPALLH Ce 28- QHEBHH LMK/IH)

30 ml/min, ¢ Hyxxa oT Auanu3a) HosoBo HUBO -1* | 2.5 mg Benubxk NHEBHO (B AHK | 10 28
OT MOBTApALIM ce 28- THEBHU LIHKNH)

B nuuTe 3a nuanu3a nosara Tpabsa

na 6b1e NpIokeHa chen Avanusa Ho30B0 HMBO -2* | 2,5 mg BenHEk aHEBHO (B MK | 10 28

OT MOBTAPAIIH C€ 28- NHEBHU LUKIH)

* IlpenopBMUTENRE CTBHIIKH 38 HAMANABAHE Ha [I034TA 10 BPEMC HA NEUEHHETO H NPH BbIOGHOBABAHE HA JIEHEHHETO NPH NeYeHHe HA
HEYTPONIEHUR HIIH TPOMOOLIMTONEHHA CTENEH 3 WK 4, IH OPYra TOKCHYHOCT CTENeH 3 iy 4, 38 KOWTO € NIPELIEHEHO, Y€ CA CRBPIAHH C
JCHAHAOMHA, KAKTO € ONHCAHQ No-rope.

Donuxynapen aumeom

AAAanNTHpaHe Ha N0O3aT4
(aum 1 0o 21 oT moBTapsAmy ce
28~ IHEBHH LIHKIIH)

bnOpeuna ¢pynknns (CLer)

Ymepero 616peuno yppexpane 10 mg Bemubxk AHeBHO! 2
(30 O CLer < 60 ml/min)

Texko 6s6peuno yBpexaane J Mg BEAHBXK THEBHO
(CLer < 30 ml/min, 6e3 Hyxna oT quanusza)

TepMunanua 656peyHa HeAOCTATHYHOCT (TBH) 5 mg BEAHBK AHEBHO. B aHuTE
(CLer <30 ml/min, ¢ Hyxna oT auanuza) Ha n¥anusa xo3ara Tpadsa aa ce
NnpHiara ¢nen JHanH3ara.

' lo3aTa Moxke a ¢ MOBUIIH 10 15 Mg BEAHDBNK JHEBHO CICR 2 LMKBNA, ak0 NALHEHTHT MMA 100pa TIOHOCHMOCT
KBM TEpaluUsTa.
’ 3a mauMeHTH Ha HauaTHa nosza 10 mg npu HamanspaHe Ha 703aTa 33 JIeYeHHE Ha HEYTPONICHHA WJIH

TpoMbouuToneHus creneH 3 unu 4 uiK Apyra
Toxcuunoct ctener 3 umm 4, 3a KoATO € NPELUEHCHO, HC € CBBhp3aHa ¢ NeHATHAOMH, He npHiaraiTe 103a nog 5

mg npe3 OeH HIH 2,5 mg BEAHDLXK JHERHO.

Clien samoysaHe Ha Tepanus ¢ feHAIMIOMMI, NOC/TEIBALIATA MPOMsAHA Ha [03aTa JNICHATUNOMHI, MpHU
NauueHTH ¢ 6BOpeyHo yBpexxmaHe Tpabba Ia ce OCHOBABA HA HOHOCHMOCTTA KEM JICYEHHUETO Ha
OTACI/IHHA NAUMEHT, KAKTO € ONHCAHO No-rope.

* NanmeHTH ¢ yepHoapoOHo YBpEKIaHE
JlenanuooMun He e odHUHMATHO NpOYYBaH NpPH NALHECHTH ¢ yBpeaeHa YepHoapoOHa GYHKINS U HIMa
CHEHPUIHH NPETIOPHLKH 3a J03aTa.

Hauun Ha MPHUI0XKEHHE

ITepopanso npuioxenne.,

Kancynwure Jlenanunomuy Papmacaiinuc TpAOBa N C¢ NPHEMAT NIEPOPANTHO NMPUGAUINTENHO 1O eXHO U
CBILO BPEME B ONPEACAEHATE NHH. Kancynure He Tpsa0Ba 1a Ce OTBapAT, YyNAT WIH IbBYAT. Kancynure
Tps0Ba Ka Ce reATAT LENH, 33 IPEANOYMTAHE C BOAE, ChC WITH 6e3 XpaHa.

[IpenopruBa ce 1a ce HATHCHE CAMO €IMHMAT KpaH Ha Karcynarta, 3a la ce U3Bamu OT OHCTepa, KATO
Taka ce HaMalsABa PUCKET OT AeOPMHUPAHETO WIH CYYIIBaHeToO .

4.3 IlporuBonoka3aHus

’ CBPBXUYYBCTBHTETHOCT KbM aKTHBHOTO BEIUECTBO HIH KbM HAKOE OT MOMOLIUHXTE BEIECTBA,
H30poeHH B Touxa 6.1.
. [Ipn 6peMenHy xeHu.
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. I1py xeHH ¢ reTepoleH NOTEHUMAN, OCBEH aKO Ca CHA3eHH BCUUKM ycnosus no Iporpamara 3a
MPEBEHLMA HA OpeMeHHOCTTa (BX. TOukM 4.4 U 4.6).

4.4 CneuMaJHH NpeaynpeKICHUS H NPEANAasHH MEPKH NPH ynoTpeda

KoraTo nenanuaomun ce npunara B koMGHBanus ¢ APYTH NEKApCTBEeHH NPOAYKTH, Tpalsa aa ce
npouere choTBeTHATA Kpatka xapaktepuernka ua npoaykra MpeaH 3aN04BaAHEe HA JEeYeHHETO.

[TpenynpexneHus pH OpEMeHHOCT

JleHaNMIOMUA € CTPYKTYPHO CXOHEH C TATHIOMMUI. TanupoMun € W3BECTHO TEPATOTEHHO AKTHBHO
BCHICCTBO IpH X0pa, KOETO MPHYHHABA TEXKH XHBOTO3aCTPAIIABAILH BPONCHH aedexty. [pu MalimyHu
JICHAIIMAOMHL € MPEAN3BAKATT Ma(popMaLkH, ToACGHHN Ha Te3H, ONIMCAHY 32 TATHIOMHAL (BK. TOukH 4.6
W 5.3). AKO npH Xopa no BpeMe Ha GpEMEHHOCTTA ce [MpUEMa NICHANTHIOMMJ, C€ 04aKBa TepaTOreHeH
edexr.

Ycnosusta Ha [lporpamata 3a npeBeHUMS Ha GpPEeMEHHOCTTA TpAOBa N2 ca W3MTBJIHEHM 3a BCHUKH
[TALCHTH, OCBEH ako HAMA CArYPHO NOKa3aTeJCTBO, Y€ MALMEHTKATA HAMA AETEPOJCH MOTEHIHAL

Kpurtepuu 3a xeHy 6es OETEPOAECH MOTEHIINAN

HPHEME CE, Y€ NMALMCHTH OT XEHCKH I10JI HJIH NAPTHBLOPKH HA MALHEHTH OT MBXXKHU ITOJI UMAT ACTCPCOEH
[NOTCHIIMAN, OCBEH AKO IIOHE €HH OT CJENHUTE KPHTEPHH HE € HAJITHMEH:

o Br3pact > 50 ronuHu u ecrecrsena aMeHopes oT = 1 roauHa (aMeHopes cuen aHTHTYMOpPHA
TCPAIIHA MITH TI0 BpEME HA KbPMEHE HE U3KJTI0YBa JETEPOACH MOTSHLIHAN )

. IlpexxaeBpeMerHa oBapHaiHa HEAOCTATHYHOCT, MIOTBBPACHA OT CIICHHATINCT-THHEKONOT

. HArycTpanHa CaInUHro-00QOPEKTOMES HIIH XHCTEPEKTOMUA B MHHATIOTO

’ XY reHoTn, CHHAPOM Ha TepHEP, areHes s Ha MAaTKAT4.

CoBetH

JIeHanMOOMHUA € MPOTHBONOKA3aH TIPH KEHH C LeTepoieH MOTEHUHAN, OCBEH aKO HE Ca H3IThJIHEHH
BCHYKH OT CJICRHUTE YCIIOBHA:

. /Kenara pa3bupa o4aKkBaHHA TEPATOrEHEH PHCK 34 HEPOOAEHOTO AETE
v Ta pa3zdupa Heo6XomNMOCTTA OT edekTuBHA KOHTpauenuys, 6e3 npexkbeane, 3anoypama Haii-

Manko 4 CeIMULM NPEeaH HAYaNoTO Ha JEYSHHETO, 10 BpE€Me Ha LUTOTO JIeYeHHE M Half-manko 4
CCOMHLH CJIER HErOBHUA Kpai

. ’Kena ¢ nerepojeH norexHuman Tpa6Ba ga criensa BCHUKY ChBETH 32 e(pEeXTHBHA KOHTpALETIHA,
JOPH 12 € C aMeHopes

. Ts TpsiGBa ia € B ChcToAHWE Na Cr1a3Ba eeKTHBHU KOHTPALIENTHBHH METONM

. Is € wundopmHpana W pasbupa NOTEHUMATHHTE TNOCHEHCTBHA OT OpeMeHHOCTTA H
HeoOXoaMMOoCTTa OT HezabaBHa MeNHLIMHCKA KOHCYJITaLHA, AKO ¥Ma PHCK OT 3a0peMeHsBaHe

. Ta pa3bupa Hykmata na 3amouyHe NEYEeHMETO BBHIMONKHO HaH-CKOpO cnel OTIYCKaHEeTo HA
JICHANHAOMHU] CIICK OTPHLATENEH TECT 33 OPEMEHHOCT

. T4 pasbupa HeoOXxoaMMOCTTa M NpUeMa 14 ce MOIara Ha TECTOBE 3a OpeMeHHOCT Half-MajIKo Ha
BCEKH 4 CeIMULIA, OCBEH B Cy4all Ha NOTBbpOEHa TyDapHa cTepuiH3zaLus

. Ta noTBbpxknasa, ye pa3bupa OMACHOCTHTE M ChOTBETHHTE NpeanasHi MepKH, CBBP3aHU C
M3NO0JI3BAHETO HA NEHATUIOMHUI.

[pw mauueHTH OT MBXKH [10]1, PUEMAILH JIEHATHAOMHI, QapMaKOKMHETHYHHTE JAaHHH MOKA3BaT, Je
JICHATHAOMMA C& CbIbPXKA B HOBEIIKATA CNEPMa B M3KITFOYHTENTHO HHCKH HHBA 110 BpEMe Ha JIeYEeHUeTo
i © HCOTKPHBAEM B 10BELIKATA CTIepMa 3 THM C/IEMl CIIUPAHe HA BELLECTBOTO [TpH 30paBUs HHAUBHUI (BK.
Toyka 5.2). Karo npeamasHa MsApKa M Karo ce HMar MPEABUA CHELMANIHUTE MNOMyNalud C
POIBIAKHTENHO BPEME Ha CTMMMHHMpaHe, KaKBUTO Ca MALHEHTHTE ¢ OLOPEYHO yBpexIaHe, BCHYKU
MTALUHEHTH OT MBXKKH NOJ, MPUEMALLIH NIEHATHIOMMUI, TpAOBA Ia OTTOBAPAT Ha CICIHUTE YCJIORHS
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. Ia pa3bupaT oYaKBaHUA TEPATOT€HEH PHCK MPH TONOB KOHTAKT C OpeMeHHa >xeHa HIIN XeHa C
IeTepoaeH NOTEHLHAN

. Ila pa36upar HeoOXOOMMOCTTA OT W3MON3BAHE HA MPE3CPBATHB NPH NOJOB KOHTAKT C OpeMeHHa
JKeHa WM )KeHa ¢ AETepo/icH MOTEHLMAaN, KOATO He NMpHara eeKTHBHA KOHTpaueTus (mopu axo
MBBT € HMAJT BA3eKTOMHA), [10 BpeMe Ha JICYCHHETO H B IPOABIKCHHC Ha Hal-MaJIKO 7 OHH cie,
BpeMEHHO NPEKbCBAHE W/ WIH CITHpaHe Ha JIEYEHHETO.

. Ila pa3bupar, Ye ako MapTHbOpKaTa MM 3a0OpemeHee, AOKAaTO MpHeMar JleranuaoMuza
dapMacalibHC WIH CKOpPO CIEJ KaTo ca COpead Aa npueMar Nesamupomua PapMmacabHC, Te
Tps6Ba [a yBeNoMAT He3abaBHO JEKYBALMA JIEKAp M Y€ C¢ MPEenopsHisa a HACOHAT MapTHLOpKata
CH 3a OLIEHKA M CBBET KBM JIeKap, CleLHaIH3HPan WK C ONUT B TEPATONOIUATE.

IpeRnuCcBaLIMAT JIEKapCTBOTO TPAOBa Ja OCHIyPH NPH XKEHHTE ¢ ACTEPOACH NOTCHLMAT, ¢

. [MaiMeHTKATa ¢& MPUIBPXKA KBM ycioBuATa Ha llporpamara 3a NpEBEHLNA HA OpEeMEHHOCTTA,
BKJTIOYBAILM B MTOTBEPKAEHUE, Y€ T4 NPOABABa JOCTATHYHO pasOupaHe

’ [TanueHTXaTa € MOTBbPANIA rOpPeCIOMEHATHTE YCIOBUA,

Kontpauenus

YeHu ¢ meTepoieH MoTeHuman TpAGBa Ja M3MON3BAT HaH-Manko €AUH e(peKTUBEH KOHTPALIENITHBCH
METOJ Hali-MafKo 4 CeIMHLIA IIPEIH TEPAIUATa, TI0 BPpeME Ha TEPANuATa ¥ Hal-Manko 4 CeAMMUH Clen
TEpanyATa ¢ JICHATHIOMHA M NOpH NPH BPEMEHHO NMPEKLCBAHE, OCBEH KO MAlLIHCHTKATA HE Bh3NPHEME
MBIHO W IPOABIKHUTENHO Bh3ObpPKAHHE, TOTBBPKAABAHO eXKEMeceHiHO. AKO HE € NMPHBHKHANA KbM
eeKTHBHA KOHTPALENLMA, alMeHTKara Tpadea fa Oble HaCOYCHA KbM MEANIMHCKH CHELHUATHCT ChC
CHOTBETHATA NOATrOTOBKA 3a KOHCYNTALIMA 332 KOHTpaLenuus, 3a ia Ce 3alo4ne MpoBEeXAAHCTO Ha TAKaBa.

Moske na ce OOMHCIIAT CNEAHAUTE IPUMEPH 32 MOAXOIAIIY KOHTPALECIITHBHA METOIK!
. HUmMrnaHrat

. BrTpemMaTouHa CUCTEMA, OCBOOOKIaBallla JIEROHOPreCTpE

. Heno ¢dbopMa Ha MEAPOKCHIIPOreCTEPOH aueTar

. Ty6apHa cTepHIH3aLHnA

¢ [TonoBH KOHTAKTH CaMO C TIAPTHLEOP, IPH KONTO € W3BbPUICHA Ba3€KTOMHA, BA3CKTOMHATA
Tpa6Ba Oa € MOTBBPAEHA C ABa OTPHIATENHN aHAIHM3a Ha CriepMa

. MHxuGupaluy OBYNALMATA XaYETa CaMO ¢ POrecTepoH (T.e. Ae3orecTpen)

He ce npemopsyBaT KOMGHHNPAHH MEPOPATHH KOHTPALETITHBHY XamieTa Ipd NaUNeHTKH ¢ MyIITHITICH
MHENIOM, PHEMALLH JICHAMMAOMHU B KOMORHMpaHA Tepanus, ¥ B I10-MajKa CTENEeH NpH NAIUEHTKH C
MYJITHTLIEH MHENIOM, MHENOIUCILUIACTHYHHM CHHIAPOMH M MaHTETHOKIETBUCH nuMboM, NnoTyyaBalll
MOHOTEpaNMs C ICHATMIOME, NOPaaH MOBULIEHUA PHCK OT BEHO3HA TpoMBoeMO0Ha (BXK. CBLIO TOYKA
4.5). AKO nauHeHTKara pueMa KOMOMHHpPaHH NepopanHy KOHTPALENTHBH, T4 TpabBa Aa npeMUHe Ha
eIMH OT eEKTHBHUTE METONH, N3OPOEHH MO-rope. PUCKBT OT BEHO3HA TpoMboeMOONHs NMpoAb/IKaBa
4—6 cenMULHM ciiel NMpeKpaTaBaHe Ha KOMOMHMpaHaTa nepopanna koHTpauenuua. EQHKkacHOCTTa Ha
KOHTPALICNITHBHHTE CTEPOUAH MOXKE Ja € HAMA/ICHa [IPH €THOBPEMEHHO JICUEHHE C NCKCAMETA30H (BK.
TOuKa 4.5).

WMIIAHTaTHTE U BETPEMATOYHHUTE CUCTEMU, 0CBOO0XAABAIIH IEBOHOPIe€CTPE, C&€ CBbP3BAT C NIOBHILIEH
PHCK 32 HH(EKTHPaHe [IPH NOCTaBAHETO UM H 33 HEPEAOBHO BArHHANHO KBPBCHE. Tpabea na ce obmucnu
aHTHOWOTUYHA TpodHIakTUKa OCOOEHO NPH NALMEHTKH C HEYTPONCHUA.

[0 mpHHLMN HE Ce NPENOPbYBAT BFTPEMATOYHH CHCTEMH, 0CBOOO)KAABAILM ME/, TOPATH MOTCHLMATHHA
PHCK 33 MH(EKTUpPAaHe MPH MOCTABAHETO MM H 3@ 3aryba Ha TBbpPAE MHOrO MEHCTPyanHa KpPbB, KOMTO
MOKE [1a H3JIOXKAT Ha PUCK MALMEHTKH C HEYTPOTICHHUS WiIH TPOMOOLHTONEHUA.
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TecTope 32 OpeMeHHOCT

Cnopen, MecTHaTa npakTHKa 3a JKEHHTE C ACTCPOACH NOTEHLMAN TpAOBa Ja Ce MNpPOBEKIAT
KOHTPOIMpAaHH OT MCOUUMHCKO JIMIIE TECTOBE ¢ MUHHMATHA HyBCTBUTENHOCT 25 mlIU/ml, xakto e
CNIOMEHATO 1M0-A0Ty. ToBa H3UCKBAHE CE OTHACH H 34 KEHWTE C ACTCPOIAEH NMOTCHLUMAN, KOHTO CNa3BaT
[TBJIHC W TIPDONBJIKUTENTHO BB3AbPXKaHne. B ugeannus cnyuadt TectsT 32 OpeMeHHOCT, H3aBRaHeTO Ha
PCLCTITaTa M OTMYCKAHETO HA JIEKAPCTBEHMA TNPOAYKT C€ OCHILECTBHBAT B €IMH MU Cbl] OEH.
OTmyckaHeTo Ha NEHATHAOMHA Ha KEHH C ACTCPONCH NMOTEHUMAI TPAOBA Aa CTaBa B paMKHTE Ha 7 AHU
Clel NpeNTCBaHETO.

Ipedu 3anoysane na nevenue

Tect 3a GpemenHocT, KOHTPOJIMpaH OT MEIMLIMHCKO NIHLE, TpA6Ba Aa ce nposese NpH KOHCYNTALMATA,
KOraro c¢ npenmucsa JICHANUWAOMMI, WIH MNpe3 NpeNuIUHATe 3 IHM MPEAH TMOCEUICHHETO TNpH
HPEAMACBALLNA IeKap, aKO MAUMEHTKATA € NpHiarana edeKTHBHA KOHTpaLCITIHA NOHE B nocneaHure 4
CeaMHLM. llenTa Ha TecTa € Aa MOTBLPAH, Y€ NMALMEHTKATA He e OpeMeHHAa KBM MOMEHTA Ha 3aNnoYBaHe
Ha JICYSHHETO ¢ JISHATHAOMHI.

Ipocnedneane u KDQU HA AeNeHiuemo

Tecr 3a 6pemennocr, KOHTPOJIMpaH OT MEIMUMHCKO JIHLE, TPAGBa 1A ce NpoBexaa Hal-Malko Ha BCeKH
4 cexMMUuM, BKJ. Hali-Manko 4 ceaMULH CICA Kpasd Ha JIEYEHHETO, OCBEH B CTy4ail Ha NMOTBLpAEHa
TybapHa cTepunusanus. Te3n TecTose 3a OpeMeHHOCT TpAGBa Na ce MPoBEXIAT B HEHS HA NnpeanucBaHe
HA JICKApCTBOTO WIIH ITPE3 NPEAWLIHUTE 3 AHU NPEIH MOCeLICHUETO MPY MPeANXCBaIlMA JeKap.

EDITBJIHHTEJ]HH IIPCATIA3HH MEPKH

[Tannenture Tpa6sa na 6s1ar HHCTPYKTHPAHH TIPH HUKaKBH OOCTOATE/NICTRA 1a He NaBaT JICKapCTBEHHS
MPOAYKT Ha APYr¥ NHUA H Ja BPBIUAT HEM3NONIBAHMTE B KPas HA JICICHHETO KancyJjii Ha TeXHUS
(hapMaueBT 3a Ge301MaCHO H3XBBPIHAHE.

[lanmerTure He Tpa6Ba nma A2PABAT KPBB WM CNEPMa 110 BpEMe Ha JICYEHHEeTO (BKIFOYHTENHO IIpU
NMPCKBCBAHC HA IIPHIIOXKEHHETO) W Hali-ManKko 7 IHK clen [IPCKPAaTABAHE HA JICYCHHETO C JiIEHAJTUIOMHUA.

MeIHLUMHCKATE CnenuanucTH W GOMHOrIenaYuUTe TpAOBA [a W3MON3BAT PHKABMLM 32 €AHOKpaTHa
ynotpe6a, korato paGotar ¢ 6nucrepa wiu Karcysnara.

JKenH, kouto ca GpeMeHHM WK [I0A03MpAT, Y€ MOxe Na ca 6peMeHHH, He TpAGBa Aa paboTAT ¢ bnucrepa
WK Kancynara (Bx. Touka 6.6).

O0yuHTenHu MaTEPUAITH, OTPAHHYEHHSA 34 MPEANHCBAHE U OTITYCKAHE

C uen na ce mMOMOrHE Ha NAUMEHTHTE 1a W3GErHaT CKCIIO3MLMA Ha QeTyca Ha JICHATHAOMMUA,
IPHTEXATENAT HA pa3pelleHHeTo 3a ynortpeba ile NOACHTYPU MERHUMHCKHTE CHEUHATIUCTH C
ODYUMTENIHN MaTepHaTH, MOACHIIBALIM NPCAYNPEMICHUATA 33 OYAKBAHHS TEPATOreHEeH edeKT Ha
JICHATHIOMHL, NABAINM CHBET 3a NPUIAraHe Ha KOHTPAUEIILHS IIpeaH HAYANOTO Ha TEPANUATA U HACOKU
338 HEOOXOAMMOCTTA OT NPOBEXKIAHE HA TECTOBE 3a OpeMmeHHocT. [IpeanuceanusT nexap tpabBa nma
YBEAOMH NALIMCHTUTE MBXE H JKEHU 3a OYAKBAHUA PHCK OT TEPaTOreHHH e€(EeKTH M 3a CTPOrHTe
NMPCANAsHA MEPKH Cpelly 3adpeMeHsBaHe, KAKTO Ca ONMpEIeSeHH B [Iporpamara 3a mpesenums ua
OpeMeHHOCTTa, M Aa Jaje Ha NALNEHTUTE ChOTBETHATA o0yuuTenna Gpoiypa 3a maLpenTa, Kapra Ha
MAlMeHTa W/HIH EKBHBAIICHTHO CPEACTBO B CBOTBETCTBHE C NPWIOKECHATa HALMOHAIHA CHCTEMA 33
KapTH HAa MAUHEHTa. B CBTPYAHHYECTBO C BCEKM HALMOHANEH KOMMOETEeHTEH OpraH € BbBEACHa
HALHOHAIHA CHCTEMA 32 KOHTPONHPAHO pasnpocTpaHeHwe. CHcTemaTa 12 KOHTPOIHPAHO
PasfipOCTpaHCHHE BKIIOYBA M3MIOA3BAHETO HA KapTa HA MalMeHTa WK CKBHBANEHTEH cnocof 3a
KOHTPO/I Ha MPEANHUCBAHETO W/MIIM OTNYCKAHETO M ChOMpaHeTO Ha NORApOOHM HaHHH, CBBP3AHHU C
MIOKA3aHHETO, 32 11 CE CICAM BHUMATENHO yroTpe6ara H3BbH 0N0OPEHOTO NOKa3aHHe Ha TEPHTOPHUATA
Ha cTpaHara. B waeannus ciyqait tectst 3a OpeMEHHOCT, H3NaBaHETO Ha peLenTara 1 OTITYCKAHETO Ha
NIEKapCTBOTO TPAOBA 2 CTABAT B €IMH M CbII NEH. OrnyckaneTo Ha NeHATHAOMUA Ha KEHY C IeTen
MOTeHUMAN TPAOBa fa CTaBa B PAMKHTE Ha 7 OHH ciiel MPEANUCBAHETO H CIIEM OTPULATE/TCHALE
TECT 32 OPEMEHHOCT O] MEMULIMHCKO HaBIIOEHHe. Peuentute 3a xenn ¢ nereponen nop
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na 6bAaT 3a MAKCHMAITHA IPOIB/KUTETHOCT Ha JIEYEHHETO 4 CeMULM B CBOTBETCTBUE CBC CXEMUTE Ha
npuiarale 3a opobpeHuTe noxasaHus (BK. Touka 4.2), a PELENTUTE 32 BCHYKH JPYTH NALMEHTH MOTAT
Aa 0bIat 3a MakCHMaltHa MPOAB/DKHTEIHOCT Ha JIeYeHHeTo 12 CEAMHUILIH.

Hpyru crieunanHy HPCAYNPEXKACHHA W NPEANAa3HH MEPKH NP vnoTpeba
Huapxm na muoxapda

HHdapkr Ha MHOkapna ce cho6HiaBa (P MALHEHTH, MONy4aBallM JICHANHOOMMI, OCOGEHO IpH
MALHCHTH ¢ M3BECTHH PHCKOBM (aKTOpH W nipe3 mepeuTe |2 Mecela, KOTATO ce yniorpebsasa B
kxoMOnHaIMA ¢ aekcaMerasoH. ITauMeHTH ¢ W3BECTHU PUCKOBH (PaKTOPH — BKITHOYHTEHO MpeIMiLHA
Tpombo3a — TpabBa fa ce HAGMIOA2BAT BHUMATENHO U 11a ce npennpveMar ACHCTBUA B ONIMT A4 Ce CBemar
A0 MHHHMYM BCUYKH PHCKOBH (JaKkTOPH, KOHTO MOTAT Oa ObIAT H3MEeHeHU (Hamp. myuIeHe, XHIepTOHKS
H XMIIEPIUNHAEMHUSR).

Benosnu u apmepuannu mpomboembonuuny cobumus

IIpy nauueHTH ¢ MySTHIUIEH MHEIOM KOMOHHALMATA Ha NCHATHAOMH]I € IEKCAMETA30H CE CBLP3Ba C
TOBUIIEH DHCK OT BeHO3HA TpomboeMOomnud (mpenvMHO ABn60ka BEeHO3Ha TpomGo3a u Oenonpobua
embonus). PUCKBT OT BeHO3HA TPOMBoeMbONUS ce HABIOAAB2 B NI0-MATKA CTeNeH [PH JTEHANIWOOMHU] B
KOMOMHauMA ¢ Mendanad v [IPegHH30H.

[Tpy NAUMEHTH ¢ MYITHILIEH MUAETOM MUEIOAHCIUIACTHYHH CHHIPDOMH H MaHTEJTHOKJIETHYEH JHMPOM
MOHOTCpalinATa C ICHATMAOMHAL CE CBBP3BA C 110-MATBK PHCK OT BEHO3HA TPOMOOeMBOTHs (Mpe AUMHO
Abnboka BeHo3HA TpoMGo3a K 6enonpobHa eMOONHA) OTKONKOTO HPH MALKEHTH ¢ MYJITHITIEH MHEIIOM,
JIEKYBaHN C ICHATHIOMHA B KOMOHHHpaHa Tepanus (BX. TOUKH 4.5 u 4.8).

I[Tpy naLueHTH ¢ MyNTHIUIEH MUETOM, KOMOHHALIMATA OT JICHATHAOMHUA ¢ AeKCaMETa30H Ce CBhP3BA C
[TIOBHIUCH PUCK OT aprepHanHa TpomboemGonns (mpenquMHo HHbapKT Ha MHOKapZa H MO3bYHO-ChAOBH
CBOUTHA), KaTo ce Habmopapa B MO-HHCKA CTEMNeH NpY KOMOMHMpPAHE HA JICHANHOOMUI ¢ MendanaH u
MPEIHH30H. PHCKBT OT apTepranHa TpoMOoeMb0/11s € No-MaTbK NPH MAUNEHTH C MYJITHIUIEH MHEIOM,
JIEKYBaRH C JICHATHAOMHI KaTO MOHOTEpanHs, OTKONKOTO NPH NalMeHTH C MYJITHIIEH MHEIOM,
JICKYBaHH C ICHATHIOMHUA B KOMOMHHPAHO JIe4eHue.

CrenosatenHo, NalMeHTH ¢ U3BECTHH PHCKOBH ¢akTopu 3a TPOMOOEMOOIHA — BKITFOUHTENHO MpeaviHa
TpomOo03a ~ Tpabea na ce HabIOgABaT BHUMATEIHO. TpsbBa na ce npeanpuemar AeficTBus B ONUT 14 ce
CBEAAT 10 MHHHMYM BCHYKH DUCKOBH (DakTOpDH, KOHTO MOraT Aa ObOaT HU3MeHeHH (Hamp. nymewe,
XHNEPTOHHA U XMNEpnunuaemus). ENRoBpeMeHHOTO npuiaraHe Ha CTUMYJIHpALIM €pUTPONOE3ata
CPEACTBA WIH TPOMOOeMOONMYHN CHOMTHA B MHHATOTO CHLIO MOXE N3 YBCIHYAT pHUCKa OT TpoMbo3a
[pY TC3W MALMEHTH. 3aTOBA NPH MAUWEHTH C MYJTHIUIEH MHEIOM, NpUeMallti JICHATHAOMMUA, C
ACKCAMETA30H, CTHMYJTHPAlUX €EPUTPONOE3aTa CPEACTBA WK NPYTH BEIIECTBA, KOUTO MOXE I3 TOBHILAT
pucka oT TpoMOO3a Karo Hanp. XOpMOHATHO-3aMeCTHTeHa Tepanus, TpabGBa Aa ce mpuaarar c
NOBHIUCHO BHUMaHUe. KoHueHTpalis Ha xeMorno6us nag 12 g/d! TpabBa a BONH 1O HpeKpaTABaHe HA
CTHMYJIMDAHUIH EPUTPOINOE3aTa CPEACTBA.

Ilpenopbunrenno e maumeHTHTE W JNekapuTe N3 HAGMIONABAT 33 NpU3HAUH UMM CHUMIITOMH Ha
TpomboemOonus. IMaupenture TpsGea ma 6wnaar HHCTPYKTHDAHH Ha ThPCAT JIEKapcKa MOMOIH, aKo
Pa3BHAT CHMITTOMH KaTO 3a1yX, 0JIKa B FbpAMTE, I0ABA HA OTOLM MO PHLETE M KPAKATA. Tpsabea na ce
MPENOpBYBaT NPOQYUIAKTHYHH AHTHTPOMOOTHYIHH JeKapCTBEHH NMPOOYKTH, 0COOEHO NP MALMEHTH C
AOMBIHUTEIHN PHUCKOBH ¢QakTopu 3a TpoMbo3a. PelueHHeTro 3a 3amousaHe Ha AHTHTPOMOOTHYHA
npodunaxTika TpaGBa fa ce B3eMe Cliel BHUMATeTHA NpELCHKA HA HATHYHHTE PUCKOBH ($aKTOpH Ha
OTHAE/HUA MaLUEeHT.

AKO NalMEHTHT NPETHEPNH HAKAKBO TPOMGOEMGOIHYIHO CHOUTHE, IeYeHHETO TpabBa Ra ce npeycTaHoBH
i A1a CC 3ar101He CTaHIAPTHA AHTHKOAryIaHTHa Tepanud. BefiHara cnen KaTo NAaNKeHTHT ce ¢Tab
Ha aHTMKOATyJIAHTHOTO JICYEHHE W BCUYKH YCIOXHEHMSA OT TpoMOoeMGOIMYHOTO Cbb
KOHTPOI, JICYCHUETO € JICHATMIOMHJ MOXE 12 c€ Bh300HOBH NMPH IThPBOHAYATHATA 1103 E
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OT OUCHKATA Ha CBOTHOIICHHETO mon3a-puck. [MauveHTHT TpabBa Aa npombmxy aHTHKOAryJaHTHATA
T¢pamnus [0 BpeMe Ha Kypca Ha JISYEHHE C IEHATHAOMHI.

benodpobra xunepmonus

IIpy nauneHTHTE, NEKYBAHH C JIEHATHIOMHEA, Ce ChoOLIABAT Cny4ad Ha OenoapobHa XUneproHus,
HAKOH OT TAX NeTarHH. Ilpenu 3anousake u Mo BpeMe Ha TepamusTa ¢ JICHATHAOMMUL, TALIHEHTHTE
TpsibBa Na 6baaT OLEHEHH 33 MPU3HALIM M CHMITTOMM Ha NoANIeKAI0 CEPAEYHO-0enoapobHo
3abongBaHe.

Heymponenun u mpomboyumonenus
I'naBHUTE TOKCHYHH edexTH, NUMHTHpAWM 003aTa Ha JICHATMIOMHN, BKAKYBAT HEYTPOMEHUA W

TpombouuTonenus. Ha u3xoaHo HHBO, BCSKa ceaMHMUA pe3 MBPBHTE 8 CECAMHIM OT NEYEHHETO C
ICHANTHAOMUA ¥ MECEUHO ClIel TOBA TPAOBa 1a Ce clieiy 3a LMTONEHNH, KAaTo Ce NPABH [Th/IHA KpPBBHA
kapTHHA ¢ AHQepeHuHanHo 6poene, Gpoii TPOMOOLHTH, XeMOrTIOOUH 1 XeMaTOKpHT. [IpH nanmeHTH ¢
MaHTETHOKIIETRUCH MUMPOM cXxemaTa Ha HabmoaeH e Tps6Ba Aa 656ae Ha BCEKH 2 CEIMHULIH NPH LIHKITH
3 M 4, a crel TOBa B HAYANOTO HA BCEKH LMKGI. [IpH HNamueHTH c donukynapes numdoM cxemara Ha
pocnensBane TpAOBA 1a 6bae execeAMHYHO 3a MEPBATE 3 CEAMHIM OT LIMKE | (28 guu), Ha Bceky 2
CCAMMUH TIPH UMKAM 2 10 4, a c/ieq TOBA B HAYANOTO HA BCEKH LMKBI. BbIMOXKHO 14 Ce HATONKH
IPEKBCBAHC Ha IPUIOKECHHETO H/MIIM HaMaJIsBaHe Ha fo3ara (Bk. Touka 4.2). B ClTydall Ha HeyTponeHus
JIEKApAT TpAOBA Na OOMMCIM NpUNAaraHeTo Ha pacTEXkHH (GakTopH B JIEYEHHETO HAa MALKEHTA.
INaunenTtute TpabGBa na ObAAT MOCHBETBAHH He3abaBHO 13 CHOBLIABAT 34 pebpuntu enuzonu.
[IpenoppuuTenHo € nanueHTHTE M JICKapuTe Ja ca HabmoJaTenHu 3a MPHU3HALM W CHMITOMH Ha
KbPBCHE, BKIIKYUTEIHO NETEXHH H ENHUCTAKCHC, 0COGEHO MpH NalMeHTH, MOMydaBamy ChITETCTBALLO
ICKApPCTBCHH  TTPOIYKTH, KOHTO MOTaT f1a TIPHUHHAT KPBBOM3INHB (BXK. TOYka 4.8 XeMoparauiu
HapYIICHHUA).

EnHOBpeMeHHO mnpunaraHe Ha JICHANHIOMME C ApyTH MHUENOCYNPECHBHU cpeAcTBa TpsbBa na ce
NpenrnpHeMa ¢ NOBUIIEHO BHUMaHMeE.

o Hﬂaogﬂarﬂocrugggan MYITUIUICH MHEJIOM: DAUHEHTH, KOUTO ca OHIM NoanoXeHH Ha ATCK,
JIEKYBAHH C NOANBPMAILD NCYCHHE C NCHANTHAOMH

Hexenanure peaxumu or CALGB 100104 Bkmousar CBOMTHSA, CHOOLIABAHM ClIe BMCOKZ 1032
Menanad u ATCK (BAM/ATCK), kakTo ¥ cbOUTHS OT nepuona Ha NOANBPXKALIOTO JieueHue. Bropu
AHAJIM3 YCTaHOBABA ChOHTHA, KOUTO Ca ce Pa3sBUIM Cliel 3aroyBaHe Ha noaaspkaluo neueHue. B IFM
2005-02 HexxenaHUTE peakurH ca caMo OT neproaa Ha NOATbPKALIOTO NIEYSHHUE.

Karo uano HeyTponeHus creneH 4 ce HaGnOAaBa 1M0-4eCTo B paMeHaTa Ha TIOOOBPIKALIO JCYEHHE C
JICHATMIOMHI B CPABHEHHE C paMeHaTa Ha NOAABPIKALIO NIPWICKEHHE Ha I1aneto B 2 MPOYYB&HHA 34
OLI’HKa Ha NONABPXAMOTO JNCYCHHE C JEHATWAOMMI TIpN mauueHTd ¢ HIAMM, koMTo ca 6wy
nomnoxeHn Ha ATCK (cwotserHo 32,1% cnpamo 26,7% [16,1% cipamMo 1,8% cnen 3anousane Ha
nmopaspkalno nedeHue] 8 CALGB 100104 u croreetHO 16,4% copamMo 0,7% B IFM 2005-02).
[Tossunure ce B Xoma Ha newennero HC ¢ HCYTPONEHHA, BOACIUN [0 CHHApaHE HE JICHATUAOMUI, Ce
Habnionasat cpOTBETHO nipH 2,2% oT nauxextute B CALGB 100104 u 2,4% ot nauMenture B IFM
2005-02. QebpunHa HeyTponeHMs crened 4 ce ChOGLIABA CLC CXOlHA 4e€CTOTa B PaMEHATA Ha
HOANBPHALLO JICYCHHE C JICHATUAOMHA B CPaBHEHHE C PAMEHATa Ha MOLIBPYALI0 MPUICKEHHE Ha
ratie6o B aBeTe npoyusanus (ceoTBeTHO 0,4% cnpamo 0,5% [0,4% cnpamo 0,5% cnex 3anousane Ha
noaaspxaino neueHue] 8 CALGB 100104 u 0,3% cripamo 0% & IFM 2005-02). [Tauuenrure Tpadsa a
Oboar cpBeTBaHM He3abasHO nAa CBHOSMIABAT 3a ¢eOpunau enusomm, kato Moke A2 Ce HATOKH
[PEKLCBAHE Ha JICUEHHETO /WM HAMAJIABAHE Ha [03aTa (BX. TouKa 4.2).

TpomGouuTonenus crenen 3 unu 4 ce HabAKOIABA IO-YECTO B paMeHaTa Ha NMOAABPXKALLO JISYSHHE C
JICHATWIOMH], B CPABHEHHE ¢ paMEHATa Ha MOLABPXKALIO NMPHIOKEHHE Ha Miauebo B NpOy4YBaHUA 3a
OUCHKA Ha MOAABPKALIOTO JNCYEHHE C NECHANWAOMHL MPU NALMEHTH C HJMM, kouto
nopnoxenn Ha ATCK (cworsetHo 37,5% cnpamo 30,3% [17,9% crpamo 4,1% cnen
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noanepkamo neyerne] 8 CALGB 100104 u 13,0% cnipsamo 2,9% B IFM 2005-02). Ipenopwvysa ce
ALMEHTHTE U IKApHTE 1a BHUMABaT 32 NPH3HALM H CHMITTOMH Ha KbPBEHE, BKIIOYMTENHO NETeXUH 1
CMHCTAKCUC, OCOOCHO IPH NMALMEHTH, KOHTO MOMYYaBAT ChIBTCTBAILO JCKaApCTBEHN HPOAYKTH, KOUTO
MOXE Ja [IPEAH3BHKAT KbpPBEHE (BXK. TOUKa 4.8, XeMOparnyHu HapylueHus).

. Hosonuargoctvimipan MyiTumies MMenoM:  OalMeHTH. KOUTO HE ca_ MOAXOASIIH 32
TPAHCIIAHTANMA, JICKYBAHM C JIGHaNMiOMHA B KoMOHHauma c GopresoMub W JeKcamerasoH

Heyrponenus creneH 4 ce HabmoaaBa ¢ NO-HUCKA YECTOTA B PaMOTO Ha JICHANHAOMUI B KOMOUHAIIHA C
6opresomub u nekcamerason (RVd), oTkoakoro B CPaBHHTENHOTO pamo Ha Rd (2,7% cnpamo 5,9%) B
npoyusatero SWOG S0777. Oebpunna HeyTpONeHus CTeneH 4 ce CbOOLIaBa ChC CXOMHA YECTOTA ApH
paMeHata Ha RVd u Rd (0,0% cnpamo 0,4%). ITauueHTHTE TpAOBa na 6bAaT NOCHBETBAHU He3aBaBHO
Aa cboOWIaBAT 3a (GeOpHIHM ENMU30AM; MOXKE 12 Ce HANOKH MPEKLCBAHE HA JISYUCHHETO W/ WK
HaMa/iaBaHe Ha no3arta (BxK. Touka 4.2).

TpomboumTonenns crenen 3 unu 4 ce HabMOZABA MO-YECTO B paMoTo Ha RVd, orkonkotro B
CPaBHMTECIHOTO paMo Ha Rd (17,2 % cnpamo 9,4%).

¢ HDBGQHHI‘HOCTHHHQ&H MYJITUIINECH MHUENOM: NAHCHTH, KOHTO He ¢a MOOXOOAIIIH 3a

TPaHCINAHTALNA, JIEKYBAHU C IEHATUAOMUA B KOMOHHALIAA ¢ HUCKA 1033 IEKCAMETA30H

Heytponenust ot 4-ta crenen e¢ HabmogaBaHa B paMCHAaTa Ha JICHANHOAOMHMA B KOMOMHAuMa ¢
ICKCaMCTa30H B ITO-Malka CTENEH, OTKONKOTO B CPABHHTENHOTO pamo (8,5% npu Rd [MpOOBIKUTENHO
nedeHue] u Rd18 [nevenue B npoammkenue Ha 18 HYCTHPHCEAMHYHH LUMKIH]| B CpaBHeHHe ¢ 15% B
PaMoOTO Ha Me/(panan/npeaHA30H/TANHIOMHUL, BX. TOYKA 4.8). Ennsonnre Ha deOpunna HeyTponeHus
OT 4-Ta CTENEH Ca CPaBHUMU CbC CPABHHTEHOTO pamo (0,6 % npu Rd u RdI8
NICHANUAOMHMI/IEKCAMETA30H-IEKYBAHH MAUMEHTH B CpapieHne ¢ (0,7% B pamotro Ha
Mendanan/pe AHU30H/TATHIOMU, BIKTE TOUKA 4.8.

TpombounroneHus ot creneH 3 wiH 4 e Ha6GMOAABAHA B [TO-MAJIKA CTEMEH B paMeHaTa Ha Rd n Rd18,
OTKOJIKOTO B CPABHUTENHOTO paMo (ChOTBETHO 8,1% cnpsamo 11,1%).

* HoBogWarHocTHuMpaH MynTuIUieH MuenoM IpH _NAlNMEeHTH, KOHTO HE ca NONXOLAIM 3a

QHCIVIRHTAINA, TEKYBAHU ¢ JICHAIMAOMMU] B KOMOHHALMA ¢ MendaiaH U OpPEIHH30H

KomOuHanusaTa Ha NeHaTuIOMHS © MeNranaH ¥ NpENHU30H B KIHHUYHH H3MTUTBARKS IIPY NMAUUEHTH C
HOBOTHATHOCTHLIMPAH MYNTHIUIEH MHENIOM Ce CBBP3BA C MOBHIIEHA YeCTOTa Ha HEYTPOTIEHHMA OT 4-Ta
cTeneH (34,1% npu nauueHTHTE OT PaMOTO Ha MeJiaial, TPeaHH3OH ¥ JICHATHIOMMI, MOC/EABAHO OT
nenanupomua [MPR+R] n Mendanan, npemunson u JIEHATHIOMHI, NOcAeaABaHo ot mnane6o [MPR+p],
B cpaBHeHHe CbC /,8% NpH naumeHTH, Nekysanu ¢ MPp+p; Bx. Touka 4.8). Enuzoon Ha debpunna
HCYTPONEHHA OT 4-Ta CTeNeH ce Habmonasat pauko (1,7% Npu nauMeHTH, l1ekyBaHu ¢ MPR+R/MPR+p,
B cpasHeHHe ¢ 0,0 % npu nauuenTH, TeKyBaHH ¢ MPp+p; Bxk. Touka 4.8).

KombuHaumaTa Ha AeHanumoMun c Melganad ¥ NPeIHH3IOH NPH MALMEHTH C MYJITHIUIEH MHEIOM ce
CBhp3Ba € MMOBHUIICHA Y€CTOTa Ha TpoMOouHMTONeHud ot 3-Ta ¥ 4-Ta CreneH (40,4% npu nauuenTH,
nexysanu ¢ MPR+R/MPR+p, B cpasrenne ¢ 13,7% [TpH NALMEHTH, TeKyBaHu ¢ MPp+p; Bx. Touka 4.8),

* MynTunineH MHENIOM: IALWEHTH ¢ TIOHE €dHa NMPeNXOXKAAINE TEpATHSA
KombuHanufTa Ha NeHATMOOMHA C AeKcaMeTason NpH MAUHEHTH ¢ MYJITHIUIEH MHEIOM C TIOHE exHA

MPEAX0XAalla Tepanks C¢ CBBP3Ba C MOBULIEHA YECTOTA HA HEYTPONICHHA OT 4-Ta CTEleH (5,1 % nipu
TMAUHCHTHTE, ICKYBAaHH C TeHATMAOMHUL/ A€KCaMeTa30H, CpaBHeHO ¢ 0,6 % mpu MAaUHEHTHTE, JIEKYBAHH C
auebo/aekcamera3on; Bk. Touka 4.8). Enuzoou Ha (peOpHnna HeyTponeHHs OT 4-Ta CTeneH ca
Habnronasanu psaxo (0,6 % rnpu naiueHTHTe, JICKY BAHH C JICHATUIOMH)/ IEKCAMETa30H, CPpaBHEHO ¢ 0,0
% NpH NauHeHTHTE, IEKYBAHH C rnanebo/aeKcaMeTazon; BX. TOUYKA 4.8).
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KoMOHHauusaTa Ha NEHaATHAOMHUA ¢ ACKCAMETA30H TpH TIALKCHTH C MYJITHIUIEH MHENOM C€ CBhP3Ba C
OBHINEHA YECTOTAa HA TpOMOOWMMUTOMEHUA OT 3-Ta U 4-Ta creneH (cvoTBeTHO 9,9 % M 1,4 % IpK
MAUMCHTHTE, JICKYBaHH C JICHATHAOMH]/ JEKCAMETa30H, CpaBHEHH ¢ 2,3 % u 0,0 % [IPH NalLHeHTHTE,
JIEKyBaHH ¢ IUTanedo/aekcaMeTas’oH; Bxk. To4ka 4.8).

. MHeloaucnIacTHYHU CUHIPOMM

JleuyeHueTo ¢ NCHANUAOMMI NPH NAUMEHTH ¢ MUETONHCILIACTHYHH CHHIPOMH C€ CBBLP3Ba C NOBHIICHA
4€CTOTa Ha HEYTPOTICHHA M TPOMOOLMTONEHHS OT 3-Ta H 4-Ta CTENeH B CpaBHEHHE ¢ MALMEHTHTE Ha
nnauebo (Bx. Touka 4.8).

*  MaHTenHokneThYeH AUMGBOM
JleyeHHETO ¢ NEHANMEOMMA HA MAUMEHTH ¢ MAHTEHOK/EThYeH AUMQOM Ce€ CBBP3Ba C NO-BUCOKA
4ECTOTA Ha HEYTPONEHHA CTENEH 3 U 4 B CpaBHEHHE C MAUMEHTH OT KOHTPOJIHOTO pamo (Bx. Touka 4.8).

. DonyKynapex AuMpoM

KoMOuHaumaTa Ha NEHATHAOMHUA C PHTYKCHMab TP MALMEHTH ¢ donukynapes nMMGOM ce CBHP3Ba C
NO-BHCOKa HECTOTAa Ha HEYTPONICHHMA OT CTEMEH 3 MAH 4 B CpaBHEHHWe ¢ MAUMEHTH B PAMOTO Ha
rutane6o/purykcumat. MebpuiHa HeyTponeHHA H TPOMGOLIMTONEHMS OT CTENeH 3 WiH 4 ce Ha0monasar
[0-4ECTO B paMOTO Ha JICHATHIOMHI/ pUTYykcuMal (B, Touka 4.8),

Hapywenus na wyumosudnama xcnesza

CpoOluaBaHH ca CiTy4yau Ha XWUMOTHPECOUAN3IHM H ClIy4aH Ha XHNneprupeouanssM. Ilpean HayanoTo Ha
JICHCHHCTO CC IIPENOPBYBA ONTHMAJICH KOHTPOJ Ha ChIBTCTBALIUTE GONECTHH CHCTOAHHSA, BIHSELIM
BbPXY (PYHKLMATA Ha [HTOBHIHATA XJI€3a. [Ipenoprbusa ce cnefeHe Ha PYHKUMATA HA MIMTOBHHATA
KJ1€3a Ha U3XOOHOTO HMBO M BIIOCNEACTBUE,

Hepudepra neaponamus
JIeHANMAOMHMI € CTPYKTYPHO CXONEH ¢ TATHIOMMI, 3a KOUTO e M3BECTHO, Y€ INPUYHAHABA TEXKA

nepudepHa HEBPONATHA.

He ce HabmromaBa yBenMyeHME Ha 4YeCTOTaTa Ha nepugepHaTa HesponartHA, HabnioAaBaHa npu
JICHATHAOMUR B KOMOMHAUMsA ¢ JeKcAMeTaloH wiu MendanaH ¥ NpeaHu3oH, MpH MOHOTEPAIIMA ¢
JICHANAAOMUAL, WIH TPH JABITOCPOYHO TNPUIOKEHHE Ha JICHUTHAOMMI 33 JICYEHHETO HAa
HOBOOWATHOCTHLIMPAH MYNTHILIEH MHETOM.

KomOunauuara Ha neHanupoMun ¢ GoprezoMub HHTPAaBCHO3HO M NEKCAMETA30H NPH MALMEHTU C
MYJITHIUICH MHEJIOM C€ CBBP3BA C MO-BHCOKA YECTOTA Ha nepudepHa HeBpomaTHs. YecToTara e mno-
HUCKa, KoraTo 6opresomud ce npunara noakoXHO. 3a NOMbIHHTENHA HHpOpMalLAa BHKTE Touka 4.8
KXII 3a 6oprezomud,

Peakyus na axmugupare Ha mymMopa u mymop-usuc CUHODOM

Toi kaTo NEHaNMMAOMHA NPHTEXkAaBa AHTHHEOTUIACTHYHA AKTHBHOCT, € BBIMOXHO JAa BBL3HUKHAT
YCITOXKHERUA OT TyMOP-mU3HC cuHApoma (TLS). CeOieny ca cnygan Ha TLS u peaknug Ha AKTHBHpaHE
Ha TyMopa (TFR), BKIIOUMTENHO CiTydan C neTajeH H3xon (BX. TO4Ka 4.8). ITaumenT ¢ puck 3a
passurre Ha TLS u TFR ca Te3u ¢ BUCOK TyMOpeH TOBap Npeay 3amouBaHe Ha JICUEHHETO. Tpsbpa na ce
HOAXOKAa MPEANIA3THBO, KOTaTO TE3H NALMCHTH Ce BbBEXIAT Ha TeHAIHAOMUA. Te3n namueHTH TpsHsa
a ce HabnrogaBaT BHHMATENTHO, 0COOEHO 110 BpeMe Ha NBPBHSA LIHKB] HAa YBENM4YaBaHe Ha N03aTa, ¥ 1a
C€ B3€MaT MOAXOUALIM NMPEANA3SHH MEPKH.

. MaHxTenHoKIeThuYeH JIMPOM

Ilpenopbusa ce BHMMaTenHo mpocnenssaHe u oueHka 3a TFR. ITalMeHTHTe ¢ BHCOK MexayHapoaeH
IPOrHOCTHYCH MHICKC 32 MaHTENHOKIeThYeH Jumdpom (International Prognostic Index, ’_'_;,_“
NOCTABAHE Ha NHArHO3aTa WITH C rOJIAM TYMOPEH 00eM (Hali-Manko efjHa 1e3Ud, KOSTO € 77 LB,

ABLATUA JHAMEThP) HAa M3XOAHOTO HMBO MOFAaT fa ca B pHUCk oT TFR. PeakuusTa Ha e g
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TyMOpa MOXE A3 HMHUTHpa Nporpecks Ha 3abonasaxero (I13). [Nauventure B npoyuysanusra MCL-002
n MCL-001, xouto monyvapat TFR ot ctenen 1 u 2, ca nexyBanu ¢ kopTtHKocTepouau, HCITIBC w/vnu
HapKOTHYHH AHANIeTHLUR 3a OBNAAABAHE Ha cHMNToMuTe Ha TFR. Pemenwero ma ce B3emart
TepanesBTHHU MEPKH 3a TFR Tpabsa Aa ce B3eme cnea BHUMaTeNHa KIMHWYHA OLIEHKA HA OTHCTHHSA
MAUMEHT (BXK. TOYKU 4.2 1 4.8).

. QonukynapeH 1uMdom

IIpemoppyBa ce BHMMAaTENIHO HaOMOJeHHE M OueHka 3a TFR. AKTHBHPAaHETO Ha TyMOpa MOXe Ia
nMuTHpa I13. [launenTure, kouro nomyyasat TFR ot crenen 1 u 2, ca JICKYBaHH ¢ KOPTHKOCTEPOH/IH,
HCIIBC W/win HapkoTHYHH aHAJINETHLM 3a OBJAAfABaHe Ha cuMmroMuTe Ha TFR. Pelmennero aa ce
B3CMAT TEPANCBTHYHN MEPKH 3a neveHHe Ha TFR Tpadea na ce BieMe cienm BHMMAaTelHAa KIMHWYHA
OLICHKA Ha OTAC/THUA MALMEHT (BX. ToukH 4.2 1 4.8).

[lpenoptuBa ce BHUMATENHO MpPOC/ENsBaHe H OLEHKA 3a TLS. [TamneHTHTE Tpsibpa na 6paar mobpe
XHOpaTHpaHH K Ja nony4yar npodunakraxa 3a TLS B nombiHenue xbM HABOP OT GHOXUMHYHU
M3C/ICABAHHA € ECCAMUTHO NPE3 MbPBHA UMKBJ WK 10-ABJITO, aKO € KIMHHIHO [OKA3aHO (BX. TOUKH
4.2 1 4.8).

Tymopen mogap

o MaRTeTHOKNETEYEH NHMPOM
JleHanunoMua He ce NpenoprYBa 3a JICUSHHETO Ha MALIMEHTH C BHCOK TYMOPEH TOBap, aKO €& HaIUYHN
aNTEepPHATUBHY BAPUAHTH 3a feUeHHeE.

IIpeoicoespemenna cmvpm

B nmpoyuysane MCL-002 uma karo wsato sSBHO yBenMYeHHE Ha CTyJauTe Ha npexaeBpeMeHHa (B
paMkuTe Ha 20 ceaMHum) cMbpT. [TaunHeHTHTE ¢ BUCOK TYMODEH TOB4p Ha HM3XOIHOTO HHUBO Ca C
yBEIHHCH PHCK OT NPEXKICBPEMEHHA CMBPT, HMa 16/81 (20 %) cyyan Ha npexaespeMeHHa CMBDT B
PaMoToO Ha neHanHaoMun M 2/28 (7 %) ciryyan Ha npexaeBpeMeHHa CMBPT B KOHTPOJIHOTO pamo. B
PaMKHTE Ha 52 CeAMHUIUN ChOTBETHHTE LdpH ca 32/81 (40 %) u 6/28 (21 %) (Bxk. Touka 5.1).

Heacenanu cvbumun

B npoyysane MCL-002, no BpeMe Ha nedeSen umibn 1, 11/81 (14 %) naumeHTH ¢ BHCOK TyMOpeH

TOBAp ¢& OTTEITICHH OT TepaNuATa B PAMOTO Ha TIEHATHAOMHA cipaMo 1/28 (4 %) B KOHTpoNHATA rpyna.

OCHOBHaTa NPHYMHA 32 OTTEITIAHETO OT JIEYEHHETO Ha MALHEHTHTE ¢ BUCOK TYMOPEH TOBap 1o BpeMe

Ha neyebeH LIMKBA | B paMOTO HA NEHANHAOMMI Ca HeXenaHy ceOuTna, 7/11 (64 %). 3aroma

MalHEHTUTE C BHCOK TYMOpPeH ToBap Tpd0Ba na OBIAT BHHUMATENHO HAOIIONABAHHU 33 HeXelaHud

peakunH (BX. Touka 4.8), BKIIOUYMTENHO TpPH3HALM Ha PEakUMs Ha akTUBYpade Ha TyMmopa {TFR).

BwxkTe TO4Ka 4.2 3a kopexunn Ha no3ara npu TFR.

BHCOKHAT TyMOpEH TOBap € nedHMHUPAH KaTo Hal-MaTKO eIHA JIe3Hs > 3 CM B IUaMETHP HIH 3 Jie3un >
3 cm.

Anepauunu pearyuu u mejcKu KoJCKU DEAKYUY
Crobiuarar ce cnyyau Ha anepruvHu pPeakiuy, BKITIOUYHUTETHO aHryoeneM, aHabWIaKTHYHA peakuns H

TEXKKH KOXHH peakuuy, BKogHTenHo SJS, TEN u DRESS, npu nauneHTH, nexysanu ¢ JICHATHIOMU
(BK. Touka 4.8). [TanmenTure Tpa6Ba na Geaar KOHCYNTHPAHH 32 NPU3HALUTE U CUMIITOMUTE Ha Te3H
PeaklnH OT NMPCANHCBAIMTE NieKapH H TpA0B4 Aa GBIAT MHCTPYKTHpaHM 12 MOTBHPCAT He3aBaBHO
[OMOLI, AKO pasBMAT TE3W CHMNTOMHM. JleHannooMua TpAGBa Aa Ce NMpeycTaHOBH NpH AHTHOEHEM,
2Ha(HITAaKTHYHA peakuud, ekcHoNHaTHBEH UK Oynozen oOpuB Wiy ako uMa chMHeHHS 3a SJS, TEN
wi DRESS u He TpabBa na ce noaHoBsiBa ciel npekpaTaBaHeTo MY TOpan# Te3H peakuui. [Ipu apyru
GOpPMH Ha KOXHA PEAKIMA B 3aBHCHMOCT OT TEXKECTTa TpAOBa na ce OOMHCNH NpeKhCBaHE WIM
MPCYCTAHOBABAHE HA NCHANWIOMHMI. IlallHEHTH, KOHTO ¢a& MMajiM MpPEeXMINHH AleprHuHH peaKkLHH,
AOKATO Ca JICKy BaHH ¢ TATHIOMHL, TPAOBA Na ce HabIogaBaT BHUMATENHO, Thif KaTo B JIMTEPATYpaTa ce
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chollllaBa 3a BB3MOXHA KPBCTOCAHA DPEaKIHA MEXITY JeHanuaoMua H TanuRoMun. [laumenrtu c
aHAMHE3a 33 TEXBK 0DpHB, CBBP3aH ¢ JISHeHHE C TATHIOMH, He TpAOBa Aa MoNy4YaBaT NeHATHAOMUL.

Bmopu nupeuuhu anoxauecmsery 3aboa8aHUA

B KIHHMYHM NPOydYBaHHA Ha JIEKYBAHM INpeAd TOBa TALMEHTH C MHEIOM, NOJIy4yaBally
neHaNMaOMHUI/AeKcaMeTa3oH, c¢ HabmopaBa yBENMYMEHHE HR BTOPHTE ITHPBHYHH 3/I0KAYECTBEHH
sabonssanua (BII33) (3,98 na 100 uwoBeko-rogMHH) B cpaBHeHHe ¢ koHTponute (1,38 Ha 100
yosekoroauHH). HennBasusHure BI133 BkmouBat Ga3zanHOKNETLYEH WIM CKBAMO3HOKJIETHYEH PaK Ha
Koxara. [Toseyeto ot HHBazuBHUTE BI133 ca conuaHy 3M0Ka4ECTBEHH TYMOPH.

B KNMMHKYHUTE M3UTBAHMA MPH HEMOXXOAIIM 3a TPAHCILUTAHTAUSA TAUNEHTH C HOBOJWATHOCTHLIMPAH
MYIATHIUIEH MHEJIOM, ¢ HaOMI0gaBa yBenu4YeHne OT 4,9 MMBTH Ha 4ecToTaTa Ha XeMaronormunu BI133
(cmyvyan Ha ocTtpa MuenongHa jeBkeMus (OMJT), muenomucmnactideH cuHmpom (MJIC)) npm
NaHeHTH, NOYIaBAINH ICHANNAOMHUA B KOMOHHAIMA ¢ MeipaiiaH H IpeAHU30H A0 nporpecus (1,75 Ha
100 4yomexo-romMHM) B cpaBHEHUE ¢ MendanaH B komOMHaumsa ¢ mnpemumsod (0,36 Ha 100
YOBEKOTOAUHH).

YBeanueHne or 2,12 mpTH Ha yectortarta Ha BII33 (conunnu TyMopu) ce HaGmiogaBa OpH NAaLMEHTH,
noy4yaBany neHaruaomun (9 mukena) B kombuHauua ¢ Mendanal 1 npensu3oH (1,57 Ha 100 yoseko-
FOMHH) B CpaBHEHHE ¢ MendanaH B koMOHHauKs ¢ npeaHusoH (0,74 va 100 qoBeko-roguumu).

[Ipu nauveHTH, NONy9aBalliy NCHATUIOMH B KOMOMHAUMA C AEKCAMETA30H MO Nporpecus wid 3a 18
Mecena, yecrorara Ha xemaronoruuHute BII33 (0,16 va 100 yoBeko-roaMHM) He € TMOBHLIEHA B
CpaBHEHHE C TATMAOMH] B KoMOuHauusa ¢ Mesndanad U npeauuso (0,79 na 100 yoseko-roguun).

YpenuueHue ot 1,3 nbTH Ha yectorata Ha BII33 (comumuu TyMopH) ce HabmOAaBa TIPH MALHEHTH,
MOTy4aBalllH JICHATHAOMHT B XOMOUHALIUA ¢ JekcaMeTa3oH Io mporpecks win 3a 18 Meceua (1,58 Ha
100 yoBeko-rogHHM) B CpaBHEHHE C TATHIOMHUA B KOMOHHAIMA ¢ MendanaH u npeaHu3oH (1,19 1a 100
YOBEKO-TOIHHH).

[IpH nantyeHTH ¢ HOBOANArHOCTUIMPAH MYITHIUIEH MHENIOM, 0JTy4aBally JICHATUAOMMUE B KOMOHMHALIUS
c OopresoMHO M JOekcaMmeTa3OH, 4ecToTrata Ha xemartonormuuaure BIT33 e 0,00 — 0,16 Ha 100
4YOBEKOFOOHHH, a yectoTaTa Ha BII33 (conuauu tymopn) € 0,21 — 1,04 na 100 yopekoroanHu.

[ToBMINEHHUAT PHCK OT BTOPH IBPBUYHH 310KAa4ECTBEHH 3a00/IgBaAHUA, CBLP3AH C JIEHATHAOMMA € OT
3Ha4C¢HHE M B KOHTeKCTa Ha HIIMM cnen TpancnnaHTauMs Ha CTBONOBH KNETKH. Makap uye TO3U pHCK
3acera He € HAITBJIHO XapaKTepH3upaH, TOH TpabBa OJa ce WMa Npex BHI, KOTaTo C€ MNpeleHsBa
M3M0JI3BAHETO HA JICHANUAOMMA MTPH NOAOOHH YCIOBHAL.

YecroraTa Ha X€MAaTONOrHMYHH 3JI0KA4YECTBEHH 3a00/aBaHuA, Hali-seve OMJI, MJIC u B-knerbunu
3710Ka4eCTBEHH 3a00/ABaHuA (BKMIOYHTENHO THMGOM Ha XOMKKHH), € 1,31 Ha 100 9oBeko-roANHH NpH
pamenaTa Ha neHanuaoMua 1 0,58 Ha 100 yoBexko-ronuHN B paMenata Ha nnauebo (1,02 a 100 yoeko-
FOOUHH IPH NAUUCHTH ¢ eKCNo3nLuA Ha neHanuaoMua cneq ATCK u 0,60 ra 100 yoBexkoroguuy 3a
nauneHTH Oe3 excnosuums Ha neHanunomun cneg ATCK). Uecrorara nva BI133 (conuanu Tymopw) e
1,36 Ha 100 9oBeko-roaHHy 3a paMeHaTa Ha neHanngomun U 1,05 Ha 100 4oBeKO-rOXMHM 33 paMeHara
Ha mauedo (1,26 na 100 yoBeko-roauHH MpH MaUHEHTH ¢ €KCNO3KLMA Ha neHammaoMua cnen ATCK u
0,60 Ha 100 yoBeko-roauHH 3a nauueHTH 6e3 ekcrno3uLMa Ha neHaTnaoMHz ciex ATCK).

PuckbT OT mosiBa Ha xemaronordund BII33 tpabea na ce oTyere mpead Aa ce MHHLMHpA JEYEHHE C
JIEHATHROMHU/ B KOMOHHaUMA ¢ MendanaH Wi HEMoCpeACTBEHO Clie] BHCOKa A03a Mendanad u ATCK.
JlekaprTe TpsOBa BHMMATENHO Oa NPELEHAT MALMEHTHTE NpPeAd M IO BpEME HA JICUEHHETO, KATO
M3N0JI3BaT CTAHAAPTEH CKPHHHHT 32 pak 3a Hanuuneto Ha BI133, u na HazHagar neyeHue B ChOTBETCTBUE
C pa3peLICHOTO IOKa3aHye.,
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IIpocpecus 0o ocmpa mMuenoudua nesxemus npu MUC ¢ manvk u cpeden (Huso 1) puck

. Kapuorun
[IpoMeHTUBHUTE HA UIXOAHO HUBO, BKJIKOYBAIIA KOMIUICKCHA LIMTOTCHETUKA, CE CBBP3BAT ¢ Oporpecus

no OMJI npu nauueHTH, KOUTO Ca TpaHCHY3HOHHO-3aBHUCHMH M MMAT @HOMAIMSTA aeneuus 5q. B
KOMOMHHpaH aHANM3 Ha [AB€ KIMHHYHM H3MUTBAHUA HA JEHANHAOMMI IpH MHENOIUCITIACTHYHH
CHHIPOMH € MalesK WM cpefeH (HHWBO 1) PHCK, MAalMEeHTHTE, KOWTO €3 HMANU KOMILUIEKCHZ
UHTOT €HETHKA, Ca HMaH HaH-BHCOKHA H3YHCIIEH 2-TOAMIIEH KyMYJIATHBEH PHCK 3a Iporpecus go OMJI
(38,6 %). M3uucnenara AByroauiuHa vecTora Ha mporpecus 10 OMIJI pH TALMEHTH ¢ aHOMAanuATa
H30/IMpana jpeneumda 5q e 13,8 %, B cpaBHenue ¢ 17,3 % npu nauueHTH ¢ generus 5 H enna
AOITBIHHATENHA LIMTOTeHETUYHA aHOMAITHS.

Benencrere Ha TOBa, CLOTHOIUEHHETO NON3a/PHCK 32 IEHATHAOMMUI, KOT4TO MJC e cenp3aH ¢ neneuus
5Q ¥ KOMITTEKCHA HUTOTEHETHKA, € HeU3BECTHO.

* TP33 craryce

Ipu 20 mo 25 % ot nauuenTute ¢ MJIC ¢ no-HUCHK PHCK ¢ Aeneuus 5q ¥Ma MyTauus Ha reHa TP53,
KOATO CE CEBP3BA C [10-BUCOK PHCK OT NPOrpecHs A0 0CTpa MuenouaHa eBkeMus (OMJ). B post-hoc
aHAM3 Ha €lHO KITHHU'THO H3NKHTBAHE C JICHATHAOMMU NPH MHENONMCIUTACTHYHHM CHHAPOMH ¢ HHCBK
Uy cpeneH (HuBo 1) pruck (MDS-004) u3uncnenaTa OBYroAuMiHG 4€CTOTA HA nporpecus o OMJ e
27,5 % npu IHC-p53 nonoxurenuu naupentH (1 % rpaHnuHa cTOMHOCT HA CHIHO AIPEHO OLBETABAHE,
Karo CC H3N0J13Ba HMYHOXMCTOXMMHYH2 OUEHKA Ha P33 MpoTenH karto cyporat Ha TPS53 MyTaunoHHKA
craryc) 4 3,6 % npu [HC-p33 oTpuuaTenyyu nauyeHT! (p=0,0038) (Bx. Touka 4.8).

lIpozpecus 9o dpyeu snoxavecmeenu 3a6OARBANUS MDY MAHMETHOKAETIBYEH Aumom
[lpu ManTenHoxknerb4yeH numpom, OMJI, B-kneThYHH 310KA4eCTBEHH 3360NSBAHMS U HEMETaHOMEH

pak Ha koxaTta (HMPK) ca ycranosenu puckose.

Bmopu nvpeuunu snoxavecmeenu 3a6o1a6anus npu @onuxynrapen numdom

B enno npoyusane mnpu peunmauBdpan/pedpakreper WHXJT (MHIONEHTEH HEXOMKKUHOB TUMPOM),
KO€TO BKIIIOYBA MNALIMEHTH ¢ GoNnuKynapeH TuMpoM, He ce HabnMAaBa MOBHULLEH puck ot BI133 B pamoTo
Ha JICHATHIOMH]/PHTYKCUMA0 B CpaBHEHNE C paMoTO Ha Mianebo/puTykcuMab. XemaTonoruanu BI133
npy OMIJI Bb3nuksar npu 0,29 Ha 100 4OBEKOTOAHHM B PaMOTO Ha JACHATUOOMUL/PUTYKCUMAO B
cpasieHue ¢ 0,29 Ha 100 4yoBEKOrOAMHM MpM MNAlLMEHTHTE, nomy4yaBaly rurauedo/purykcrumas.
HecroTtata Ha xemMaronornunute BI133 mmoc BII33 conuanu TYMOPH (C H3KNIOYECHHE Ha HEMETaHOMEH
pak Ha koxara) e 0,87 Ha 100 yopexoroauwsam B pamoTo Ha JCHATHAOMHUL/PUTYKCHMal B cpaBHEHHE C
1,17 Ha 100 4oBEeKOroAMHH NpH MALMEHTHTE, TOMYYABALLH nnauebo/puTykcumab, ¢ MenwaHa Ha
npocneassanero no 30,59 Meceua (quanasoH ot 0,6 10 50,9 meceua).

HeMmenanoMHUAT pak Ha Koara NpeACTaBifBa YCTAHOBEH PHCK H BKJIKOYBA CKBAMO3HOKJIETBUYEH
KapUMHOM Ha K0XKaTa WIH 0a3alHO-KNEeTHYEH KApLIMHOM.

Jlexapure TpaOsa na npocnensBaT nauMeHTHTE 33 pasBuUTHE Ha BIT33. Korato ce o6MHCIS NeyeHme ¢
JICHATHAOMUI, TPAOBA Na ce B3eMAT MpeABUI KAKTO NOTEHLHANHATA 1034 OT NeHANHAOMM, TaKa U
pucksT OT BII33.

Yeprnoopobru nHapyuenus

YepHoapo6Ha HEeAOCTATHYHOCT, BKIKOUMTEINTHO CITYHaH ¢ dbataneH u3xod, ce choGIIaBa NPH MALKEHTH,
JIEKySaHH C JICHAIMOOMMW] B KOMOWHMpaHa Tepanusa: cbhoOlllaBa ce 3a OCTpa 4epHOAPOGHa
HCAOCTATBYHOCT, TOKCHYEH XCMATHT, LMTONMTUYEH XEINAaTHT, XOJECTATHYEH XENMaTHT W CMeceH
LUTONIMTHYEH/XONECTATHYEH  XENAaTUT. MeXaHusMHTE Ha TeXKa JIEKapCTBEHO HHIYIHMpaHa




BUPYCHO YE€pHOAPOOHO 3afosBaHE, NOBHIIEHW YEPHOAPOOHM EH3UMHM HA M3XONHOTO HHBO M
€BCHTYAITHO JICUCHUE ¢ aHTUOMOTHLM MOraT Ja Ob1aT pHCKOBH (hakTOpH.

Hecto ce chobiuasa 3a OTKIOHEHNSA BbB (GyHKLUHOHAHHTE YePHOAPOOHH TIOKA3ATENH, KOHTO Ca o0uro
B3CTO aCHMNTOMAaTHYHH M 0OpaTHMu TpH NpeKbCBAHE Ha NpunaraHeto. Ciell KATO MapaMeTpuTe ce
BBPHAT KbM H3XOAHOTO HUBO, MOXE 1a C€ NOMUCIIH 32 JIEUeHHe ¢ [0-HUCKa 71034,

JleHanugoMnn ce exkckpetupa upes 6vbpeunte. BaxHO € 1a ce KOpUrMpa HO03aTa HA MALMEHTH C
OBOpedHO yBpeknaHe, 3a 1a ce U3GETHAT IUTa3sMEHH HWBA, KOWTO MOTAT A4 YBeNYaT PHCKa 32 MM0-YeCcTH
XCMATONIOTHYHY HEXCJIaHM pEaKUWH WM XeMaTOTOKCHYHOCT. [IpemoppuBa ce Ha ce Habmomapa
qepHOApoOHaTa OYHKIMA, 0CODEHO KOTATO HMA aHAMHE3a 3a HITH eJHOBPEMEHHA BHPYCHa YepHOoApoOHa
MH(EKIHA, WIH KOraTo JIEHATHIOMHL ce KOMOUHMpa ¢ JIeKapCTBEHH MPOAYKTH, 33 KOMTO e H3BECTHO,
Y€ Ce CBBP3BAT ¢ AMCHYHKUMA Ha YEPHHUSA 1pob.

Hudhexyus ¢ unu 6e3 neymponerus

[lanueHTHTE C MYNTUILIEH MHENOM Ca NMOAATNAHBH HA HHMEKLIHH, BKIFOYHTENIHO THEBMOHHA. [10-BHCOK
NPOLIEHT HH(EKLMK ce HabmoaBa NPy JEHATMAOMH B KOMOMHALAA ¢ IEKCAMETA30H, OTKOIKOTO npH
MPT npu nauuents ¢ HIMM, kOMTO He ca MONXOLALIM 33 TPAHCIUVIAHTALMA, M HA NMOAABPKALLO
JICHCHHUE C ICHANNMAOMH] B CpaBHEeHHE ¢ TU1anebo npu naumenTH ¢ HIMM, KOUTO ca OHIH MOMUIOKECHH
Ha ATCK. Ha¢ekuuu oT creneH > 3 BL3HUKBAT B KOHTEKCTA Ha HEYTPONEHHA TNPH MO-MAJIKO OT €aHA
TpeTa OT NAUNeHTHTE. llauMeHTHTe C M3BECTHM DPHCKOBH (aKTOpH 3a MHOekuuu TpabGsa na ce
HaOimonaBaT BHUMATENHO. BCHykM nanuenTn Tpabea ga 6naar WHCTPYKTHPaHH He3abaBHO ga MoThpCAT
MEIMIMHCKA TOMOLL NPH IbPBA NPU3HALM Ha HH(EKLMA (Hanp. KauuUdLa, BUCOKA TeMIIepaTypa U np.),
KaTo 10 TO3H HAYKH LIS HaJaT Bh3MOXHOCT 33 PaHHO leYeHue, 34 [1a ¢ HaMAaJTH TeKeCTTa.

Bupyvcro peaxmusupare
CnobluaBar ce Cilydad Ha BHUPYCHO pEaKTHBHpaHe NpH NALWEHTH, NOJYYaBAIH NEeHATHIOMMUL,

BIVIIOYHTENTHO CEPUO3HM Clyval Ha peaKTHBMPaHE Ha BHpYCa HAa Xeprec 30CTEP WIH Ha XermaTur B
(HBV).

HaxoH ciyyau Ha BUDYCHO PE€aKTHBUPAHe UMAT JIETATEH W3XOL.

IIpH HAKOH Cllyyan Ha peaxTHBHpaHE HA XEPNeEC 30CTEp CE CTHUra Ao IHCEMHHHMPAH XepIriec 30CTep,
XEpIeC 30CTep MEHWHIMT WIM OYeH XEprec . 30CTEp, HM3UCKBAIY BPEMEHHO IPEKbCBAHE WIH
OKOHYATENHO CIIMPAHE Ha JICICHHETO C ICHATHAOMUI ¥ IOAXOAANIO AHTUBHPYCHO JIeUeHHUE.

Peaxtuprpane Ha xematut B ce crofuiasa paako npH mauMeHTH, MOJIY4YaBAILUH JICHATHOOMU, KOUTO
npeau ToBa ca OunM MHGEKTHpaHu ¢ BHpyca Ha xematur B. HakoH oT Te3u CJIydyaH Iporpecupar Ao
OCTpa uYepHOApOOHA HENOCTATBYHOCT, BOACLIA A0 CHMPAHE HA JEHATMAOMHI W NIOAXOOALIO
aHTHBHUPYCHO JIEYeHHE. BUPYCHUAT CTaTyC No OTHOIICHHWE HA XermaTWT B Tpabpa ma GbIe ycTaHOBeH
NpEIM 3ano4BaHe Ha JIEYUCHUE C JICHATUAOMUA. 3a MalMeHTH, YMUTO MIcleBaHua Ca NOOXUTEIHH 3a
HBYV ungekuma, ce npenoppusa KOHCYITALMSA C JICKap C ONHMT B JIEYSHUETO Ha Xenatut B. Tpabaa na
CC IOAXOX 14 BHUMATEIIHO, KOraTo IeHATHOOMH Ce H3NO/I3Ba IPH [TALMEHTH, ITpel TOBa HHpEKTHpaHH
¢ HBV, BKIHOUYHTENHO NauMeHTH, KOMTO ¢a aHTH-HBC NO3HTHBHH, HO HBsAg HeratusHu. Teszn
nanueHTy TpAdea na O6baaT HaOMrORaBaHM BHHMATENHO 3a NPH3HAUM M CMMITTOMH Ha akTHBHa HBV
HH(EKLMA NPE3 LAIOTO BPEMETPACHE Ha TepanuATa.

IIpoepecuena myamudoxanna aesxoenyedaronamus

Cry4an Ha nporpecvBHa MynTHdokanHa neskoeHuedaronatus ([IMJ), BKIIOUMTENHO C TeTanex W3XO0/I,
ca cboOLIeHH npH ymoTpebara Ha JeHaTHMAOMMA. 3a noasa Ha [IMJT ce cpobuiapa HAKOAKO MeceLa 1o
HAKOIKO TOAMHHM CIICI 3alO4BAHE HA JICYCHHE C JicHATUOOMuI. TakuBa </ly4am ca ChOOIIABaHM
OOMKHOBEHO TIPH MAUMEHTH, NPHEMALIH ChITETCTBALLO AEKCAMETA30H HIH cllel MPeIUEeCTBALIO JICHSMHe—..
C Apyra HUMYHOCYNpPECHBHA XuMUoTepanus. Jlekapure Tpabsa nga Habmomapar nauH Sy EHug "
PCIOBHH HHTEPBAIK OT BpEME U TpAOBa Aa B3eMar npeasua [IMJI npu audepennnanHara A7 /%\{_&
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NaLMEHTHTE ¢ HOBH WJIH BJIOLIABAILH C€ HEBPOIOTHYHM CHMITOMH, KOTHHTHBHH WIH NOBENEeHYECKH
MPH3HALUM WM CHMITOMM. Ilammenture cbuio TpaGsa na GbIAT NOCHBETBAHH Ja HMH(pOPMHPAT
MapTHhOPA CH WIH XOpaTa, KOMTO Ce IPHKAT 3a TAX, ThH XaTO Te MOraT Aa 3abenexar CUMITTOMH, KOUTO
NAauMEHTRT Aa He 3abenAssa.

Ouenkara 3a [IMJI tpsa6Ba na ce ocHOBaBa Ha HEBPOJIOTHYHO M3CNENBaHE, MATHHTHO PE3OHAHCHO
00pa3sHO M3CJeABaHE HA MO3bKA H aHanu3 Ha rppOHaYHO-MO3BYHaTa TeuHocT 3a JIHK Ha JC BUpYCa
(JCV) upe3 nonumepassa BepwxHa peakuus (IIBP) un Mo3buHa GHONcHs ¢ TectBaHe 3a JCV.
OtpuuarenHuar pesyntar ot [IBP 3a JCV He uskmousa IMMJL. BB3MOXHO € 13 C& HAIOKH
AOMBJIHUTEIIHO NPOCACAABAHE U OLIEHKA, aKO HE MOXke A3 6bIe NOCTaBEHA ANTEpPHATUBHA UArHo3a.

[1pun ceMuenus 3a [IMJI, npiiokeHHeTo ClenBa Aa ¢e MPeKparH, Z0KaTo He ce u3kmoud [IMJL. Axo ce
noteppaH 1IMJ], npuemMsT Ha neHanunoMua Tpabea oa 6bae OKOHYATENTHO NPEYCTaHOBEH.

Hayuernmu ¢ Hogoguazrocm UYUDAN MYAMUNIEH MUCAOM

ViMa mo-BHCOK NPOLEHT Ha HEMOHOCHUMOCT (HeXenaHH CLOUTHA OT 3-Ta MAM 4-Ta CTelew, CEPHO3HH
HeXXelTaHH CHOUTHA, MpeKkpaTaBaHe) NPH MAUMEHTH HA BB3pacT > 75 roauuu, ISS cramuil 11, ECOG
PS>2 wnu CLcer <60 ml/min, koraro neHanunomuy ce npuiara B koMOunauus. IlaumesTTe TpsabBa na
OBAaT BHHMATEIHO OLICHEHH 3a TAXHATa cNOCOBHOCT 1a NOHECaT IEHAIMIOMHKA B KOMOHHALMA, KATO Ce
B3eme NpeABUA BB3pacTTa, ISS crapmii 11, ECOG PS>2 wnu CLcr <60 ml/min (Bx. Touka 4.2 u 4.8).

Kamapaxma

Cpoliapa ce 3a KarapakTa ¢ NO-BHCOKA YeCTOTA NPH NMALMEHTHTE, TOJYYABAILH JEHATHIOMUI B
KOMOHHALIMA C AEKCAMETA30H, 0COBEHO KOraTo ce YoTpeGABar 3a NpoIs/IKHTETHO Bpeme. [Ipenoprusa
€€ peIOBHO HalMIOACHHE HA 3pHUTENHATA CIOCOOHOCT.

Ilomougnu seugecmea

Kancynnre JlenHanunomun @apMmacafbHC ChOBPXKAT NakTo3a. [laLHEHTHTE C PEAKH HacCneACTBEHH
NpoONemMH KaTo HEMOHOCHMOCT KBM TralakTo3a, ITBJIEH JIAKTa3eH NedHUUT WIH [TIOKO030-TATAKTO3HA
ManabcopOupsa He Tpabpa fa NpueMaT TO3H JIEKAPCTBEH NPOLYKT.

To3u nekapcTsed NpoayKT chaAbpkKa No-Maako oT 1mmol Hatpuit (23 mg) Ha Karncyna, T.€. MOXKe Ia ce
Ka)Ke, Y€ NpakTHIESCKU HE ChAbLPKA HATPHIA.

Jlenanupomup Papmacaifbie 5 mg Kancynu ceaspxkar chHeer *wuato FCF (E110), kofito Moxe aa
MPHYHAHH aNAPrAYHA PEaKLUH.

Jlenanupomupr @apmacaiieac 10 mg xancynu ceaspxat Taprpasur (E102), cbHeer xbaro FCF (E110)
H anypa yepeHO AC (E129), konro Morar Aa NpUYMHAT alMaprudHy PeaKLHH.

Jlenanunomun QapmacaieHe 15 mg Kancynu coabspxar Taprpasud (E102) u anypa yepseHo AC (E129),
KOMTO MOrar Aa IMPHYHHAT alapriyHy peaKLuH.

4.5 B3aumonelicTteie ¢ apyry JekapcTBeHH NPOAYKTH B APYrH GopMH Ha B3aHMOIelcTBHe

[Mpu manueHTH ¢ MyNTUIUIEH MHEIOM, NPHEMAINH JCHATHAOMHI M IEKCAMETA3OH, CTUMYNHpAaLIY
€PHTPOTIOE3ATA CPEACTBA WM APYTH BEILECTBA, KOWTO MOXE 1a MOBMIIAT PUCKA OT TpoMB03a KaTo Hanp.
XOPMOHATHO-3aMECTHTEJIHA TepanHi, Tpsa0OBa a ce Npuiarar ¢ NOBHILEHO BHUMaHHe (BX. TOYkH 4.4 H

4.8).

IlepopanHy KOHTpALIENTUBY
He ca nposexaany npoyusaHHa 3a B3aUMONEHCTBUA C NEPOPANHN KOHTPALECITHBH. JIeHANMIOMHUI He e
€H3UMEH UHAYKTOP. [Ipu €nHo in vitro npoyuBaHe ¢ YOBEIKH XEMATOLMTH JEHATHAOMH, M3




Ta3H NPHUYHHA TIPH CAMOCTOATENHOTO MpUWIaraHe Ha JCHATHAOMH] He C€ O4aKBa MHAYKIMA, KOATO Ja
HaMaJTH epeKTHBHOCTTA HA APYTHU JEKAPCTBEHH NMPOAYKTH, BKJIIOYUTENHO XOPMOHAITHH KOHTPALCIITHBH.
Ofaye e K3BECTHO, Y€ peKcaMeTasoH mnpeAcTaBnaBa ¢nab no ymepeH HHaykTop Ha CYP3A4 m e
BEPOATHO Ja MOBIMABA M APYFH €H3WMH, KakTo K TpaHcnoprepd. He Moxe ma ce W3KMIO4H, ye
edHKaCHOCTTA HA NMEPOPANHHTE KOHTPALENTHBH MOXe Na Ob/ie HaMaleHa N0 BpeMe Ha JICHCHHETO.
Tpsabpa na 6baaT npeanpueTH e¢peKTHBHA MEPKH 3a NpeAoTBpaTapaHe Ha OPEMEHHOCT (BXK. TOUKHK 4.4 K

4.6).

Bapgaput

EnHOBpeMEHHOTO NpHNiaraHe Ha MHOTOKPATHH [O3H jJeHaTHAoMuA ot 10 mg He € uMano eekT BbpXY
¢apMakOKMHEeTHKATa Ha SAUHNYHH 1034 R- U S- Bapdapus. EXHOBpEeMEHHOTO NMPUNAarale Ha eAMHHYHA
no3a BapdapuH oT 25 mg He ¢ uMano edekT BbpXy (apMakOKMHETHKaTa Ha JieHanuaoMua. He e
W3BeCTHO, 06ade, Janu ¥Ma B3aUMOACHCTBHE MO BPEME Ha KIMHUYHOTO NMPUIIONECHHUE (6IHOBPEMEHHO
JIEYSHHE ¢ JeKcaMeTasoH). JlexcaMeTasoH NpeacTaBisea ¢1ad 10 yMEpeH €H3UMEH HBIYKTOP U eeKTST

MY BbpXY BapdapuH He e u3BecTeH. [IpenopbyBa C€ BHHMATENIHO CNEACHE KOHLEHTpauuATa Ha
BapdapHUH MO BpeMe Ha JIEUEeHHETO.

JIMrOKCHH

EnHOBpeMeHHOTO MPHIOKEHHE Ha deHanMaoMui 10 mg BeaHbXK IHEBHO € MOBHINWIO ILTa3MeHaTa
EKCIIO3HLIMA HA AUTOKCHH (eAMHMYHA fo3a oT 0,5 mg) ¢ 14 % ¢ 90 % I (nosepurenex unrepnan) [0,52
%-28,2 %]. He e W3BeCTHO JajIM NMpH KNIMHMYHATa ynoTpeda edekThT e Obae pasnuveH (Io-BHCOKH
034 JIEHATNIOMMA U €IHOBPEMEHHO JIedEHHE C JCKCaMeTa30H). 3aToBa ce MNpenopbhyBa ClelcHe Ha
KOHLEHTpaLMATa Ha IUTOKCHH TI0 BpEME Ha JEYCHUETO ¢ IEHATHIOMHUL,

CraTuHH

CrmecTBYBa MOBHIIEH PUCK OT pabaoMHONN32, KOTATO CTATHHH Ce NpunaraT ¢ JICHATHIOMHA,; PUCKBT
MOXE OA € TPOCTO aauTHBeH. [IpenopbdBa Ce 3aCHIEHO KIMHUYHO W naboparopHo HabIONEHHE,
ocobeHO TIpe3 MbPBUTE CEAMHUILIMA Ha JICYCHHETO.

JlekcaMeTa3oH

EnHOBpeMEHHOTO NPWIOXKEHHE HA €IMHUYHH HJIM MHOTOKPAaTHH J03H AekcameTasoH (40 mg BENHBK
AHEBHO) HAMA KIMHUYHO 3HAYHM e(eKT BhpXy dbapMaKOKMHETHKATa Ha IEHANHAoMH (25 mg BEOHBK
NHEBHO) NPHA MHOTOKPATHO NIPHUIIATrAHE,

BiaumonelicTera ¢ HHXHOUTOpH Ha P-rnukonporensa (P-gp)

In vitro, nenanupomMng e cyberpar Ha P-gp, HO HE € UHXHOKTOp Ha P-gp. EQHOBPEMEHHOTO NMPIIOKEHHE
Ha MHOTOKPAaTHM OO3H HA CHIHHA UHXHOMTOp Ha P-gp xunuaud (600 mg nBa nbTH AHEBHO) WIH
yMepeHus HHXUbHTop/cy6eTpaT Ha P-gp TeMcupoanMyc (25 mg) HAMa KNHHHYHO 3HAYHM €(eKT BBpXY
bapMakOKHHeTHKaTa Ha JIeHATHAOMK (25 mg). EAHOBpEMEHHOTO MPHIOKEHHE HA JICHATTHAOMHNA (23
mg) He NpoMeHs apMaKOKMHETHKATa HA TEMCHPOIUMYC.

4.6 @epTHAHTET, OPEMEHHOCT H KbPMeEHe

[opany TepaTOr¢HHHMA IOTEHLHAT JICHATMZOMHA TpsabBa Ja ce MNpeanucBa B CHOTBETCTBHE C
IIporpamaTa 3a ImpeBeHIMA Ha OpeMeHHocTTa (BK. TOuka 4.4), OCBEH aKo HJIMa HaleXIHH
IOKA3aTeJICTBA, Y€ NALMEHTKATA HE € C AeTePOAeH NOTEHLHA.

JKeHu ¢ metepoaeH noreHuMan / Konrpauenuus npyd MBXKe W XEHH
XeHu c geTepoRcH NOTEHIMAN TpAOBa Aa U3MON3BaT ¢dEKTUBEH KOHTPALIENITHBEH METOA. AKO JKEHa,

JIEKyBaHa ¢ JeHaIHIOMUA, 3abpeMeHee, edeHHeTo TpsOBa Aa ObAe cIpAHO Y NauMeHTKaTa TpAdsa na
Oble HacOouyeHa 3a OLUEHKAa M ChBET KbM JIeKap CNELMAIHCT WIH C OfIUT B TEpaToforusra. AKO
MapTHLOPKA Ha MBX, J€KyBaH ¢ JeHATHNOMHUA, 3abpeMeHee, ce mpenopbyba T4 Aa ObAe HacoueHa 3a
OLEHKA U CHBET K'BM JIEKAP CIICUHMATHCT WM C OTIMT B TEPaTOJIOrUATA.
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JleHanumoMuA ce CHABPKA B YOBEIIKATA CIIEPMA B M3KITIOUMTENHO HUCKH HHBA M0 BpPEME Ha JICUCHHETO
U € HEOTKpHBAcM B HOBCLIKATA CliepMa 3 JHH Clie[l CIIMPaHe Ha BeLLeCTBOTO NPH 3APaBU MHAUBUL (BXK.
TouKa 5.2). Kato npesnasHa Msapka ¥ KaTo ce HMaT NpeABHA CIEUHATHE NOMYIALHH C NPOLBIKHTENHO
BpEME Ha EMMMUHHUpaHe KaTo MauHeHTH ¢ OBOpeYHo yBpexaaHe, BCHUKH MALMEHTH OT MBXKH MOJI,
MpHeMall JIEHATHIOMHI, TPAOBA Na HW3MOJ3BAT MNpPE3EPBATHBH IIpe3 LATOTO BPEMETpacHe Ha
IEYCHHUETO, NPH BPEMEHHO NPeKbCBAHE HAa IPWIATAHETO U B MpoAb/DKeHHME Ha 1 ceamuna clen
MPEKPaTABAHE Ha JICHEHHETO, aKO MAapTHROPKATa MM € OpeMeHHa WIH ¢ AeTepOoAcH NOTEHLHAN U He
IIPOBEX A KOHTPALIECIIIIHS.

bpeMeHHOCT
JIeHANMHAOMHUA, € CTPYKTYPHO CXOAEH C TanMAaoMHIA. TaJMIOMHMA € H3BECTHO TEPATONEHHO aKTUBHO

BEILCCTBO NPY X0P&, KOCTO MPUYHMHABA TEXKH XHUBOTO3AaCTpaLUaBaIlH BPOREHH NedEeKTH.

[Tpu MaliMyHH NeHANUIOMUA € NPEeAN3BUKAT MATPOPMALHH, TONOOHH Ha TE3H, OMMCAHM 33 TATHIOMHU
(BX. TO4Ka 5.3). 3aTOBa ce O4aKBa TeparoreHeH eeKT Ha JCHATHAOMMUI U TOM e MPOTHUBOMNOKA3aH IT0
BpeME Ha OPEMEHHOCT (BX, Touka 4.3).

KipMmeHe .
He e u3BeCTHO faii TEHATHAOMHUA CE EKCKPETHpa B KbpMara. 3aToea TpabBa na ce MPEKPaTH KbPMEHETO

Mo BpEMEC Ha TEpAIlUATA C NTeHATHIOMHKI.

QepTUIUTET
EnHo npoy4Bane 3a GepTHANTET NPH ILTHX0BE C KO3H TEHATHAOMHEA 10 500 mg/kg (npubnuzutenHo 200

Ao 500 meTH 103UTE 33 XOpa CHOTBETHO OT 25 mg ¥ 10 mg, va 6232 1o OT TenecHaTa MOBBPXHOCT) HE
[MOKA3Ba HEXENAHW BB3ACHCTBUA BHPXY (PEPTHIIMTETA WIH TOKCHUHOCT IIPH POAHTEIIHUTE.

4.7 Edextn Bbpxy cnocoGHocTTa 33 mohupaHe H patoTa ¢ MAIMHH

JleHan®aOMK/ MOBNHABA B MAJIKA JI0 YMEPEHA CTENEH CIIOCOOHOCTTA 34 wodupade 1 pabora ¢ MalIKHY.
HimMa cpobmeHus 3a yMopa, 3aMassHOCT, COMHOJIEHTHOCT, BEPTHTO ¥ 3aMbITIEHO BIKIaHe pu ynorpeda
Ha JICHANTMAOMHA. 3aTOBa Ce MPenophYBa NOBHILEHO BHUMaHHe NpH WwodHpane Wiy paboTa ¢ MALIHHH.

4.8 Hexenanu neKapcTBenn peakuuu

Pesrome Ha nmpoduna Ha 6e30nacHOCT

Hoeodugenocmuyupan Mymmunien Muesom. nayuenmuy, xoumo ca busu noonoxcenu na AT CK u
REKVEAHU ¢ REHANUOOMUO, KAMO ROOOBDICAULO REYEHUE

IlpunoxeH € KOHCEPBATUBEH MOIXON NPM ONpefeNisHe Ha HEeXENAaHHTE JNeKapCTBeHH peakuHd OT
CALGB 100104. Hexxenanure peakiuu, onucanu B Tabnuua 1, skmoysat CEOMTHA, CHOOLIABAHHM Clien
BAM/ATCK, kakT0 M CBOMTHA OT mnepuoJa Ha NOAIBPNKAIIOTO JEYEHHE. Bropn ananms,
HACHTH(QHUHPALN ChOUTHA, KOUTO Ca Ce Pa3BIIIM CJIE/ 3aN0YBaHe HA MOATBPKALLO JEUEHHE, NoKa3sa,
Y€ HAH-BEPOATHO YECTOTHTE, MpeacTaBeHH Ha Tabmuua 1, MOXe Ja ca MO-BHCOKH OT HelCTBHUTENHO
Ha0noAaBaHKMTE Npe3 NepHoAa Ha MOAABPKAIIO NedeHHe. B IFM 2005-02, HexenaHuTe peakuuy ca
CaMo OT [ePHOJA HAa NONIBPKALIOTO NeYeHHe,

Cepro3HHTe HeXenaHW peakuuH, HabmonaBany no-4ecto (>5%) IpH MOAXLPKALLO MPHIOKECHUE HA
NCHATHOOMH B CpaBHeHHE ¢ runanebo, ca:

* Ilnesmonus (10,6%; xomGuHupaH Tepmun) ot IFM 2005-02

* benoapobHa undekuns (9,4% [9,4% cnen 3anousane Ha nopmbpxkamo gedenne]) or CALGB
100104

B npoyuranero IFM 2005-02, HabniozaBaHuTe NO-4eCTO HeXeNaHH peaKkiui NnpH NOARETHE At
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(38,9%), nazodapuurur (34,8%), myckynuu cnasmu (33,4%), TeBKONEHUS (31,7%), acrenus (29,7%),
kauuiHua (27,3%), rpomGouuronenns (23,5%), ractpoeHtepur (22,5%) H nHpeKcHs (20,5%).

B nmpoyusasero CALGB 100104, HaGniogaBaHHTe NO-4eCTO HEKENAHH PeaklM MPU NIOOTBPXAILO
JICYCHUC C ICHATMIOMHA B CpaBHEHHUE C Tuialebo ca neytponerus (79,0% [71,9% cnen 3amo4saHe Ha
noAnbpAawo neveHue]), rpoMbounronetus (72,3% [61,6%)), nuapus (54,5% [46,4%]), o6pus (31,7%
[25,0%]), nubekima Ha ropHuTe nuxatenHu meTHINA (26,8% [26,8%]), ymopa (22,8% [17,9%)),
nesxonenus (22,8% [18,8%]) u anemus (21,0% [13,8%]).

Hogoouasnocmuyupan Myimunien Mueaom. RayUeHmu, Koumo xe ca nodxodsuu 3a MPAHCHAAHMAYUA,
RORYHA8AUY NEHANUCOMUO 8 KoMOUHAYUR ¢ bopmesomub u dexcamemazoH
B npoydsanero SWOG 80777 no-decro HabmoxaBaHHTE CEPHO3HM HHEXKENAHH peakuuu (=5%) ¢

JICHATUIOMH] B KOMOMHALMA C HHTPABEHO3HO NPHNAaraH GopTe3oMut H JeKCaMeTasoH B CPaBHEHHE C
JICHATHIOMHUI B KOMOUHALIMA C JEeKCAMETA30H, Ca:

. Xunotouns (6,5%), 6enogpobua undexumus (5,7%), Aexuaparauus (5,0%)

[Mo-yecto HaGmomaBaHHTE HEXENaHH pEaKLHMH C JICHATHMAOMHA B KOMOMHALMS C Oopre3omMub M
ACKCAMCTa30H B CPaBHEHMC C JICHANTMAOMHI B KOMOMHaIMA ¢ JexcaMeTazoH ca: ymopa (73,7%),
nepudepHa Hesponarua (71,8%), TpomGoudronenus (57,6%), 3anek (56,1%), xumokarnueMus
(50,0%).

HosodugzHocmuyupan mynmunaen  MuesoM npu nawuenmu, xoumo He c¢a  Modxoosuiu 34
MPAHCRAGEMAYUA, NEKYBAHU C AEHARUGOMUOD 8 KOMOURAYUA C HUCKA 003a OeKCaMEMA3I0H

Cepno3HUTe HeMXENaHU peaKiiiy, HabM0gaBaHH MMO-YyeCTo (>5%) c neHanuaOMUI B KOMOUHALIHA C HUCKA
no3a fexcaMerasoH (Rd u Rd18), orkonkoro ¢ Mendanas, npeAHN30H ¥ TATHIOMUI (MPT), ca:

. [IHeBMOHMA (9,8%)

. BrOpeyuna HeflocTaTbYHOCT (BKIIOUHTENHO ocTpa) (6,3%)

Hexenanwre peakuuu, Habnoaasanu no-yecro ¢ Rd wi Rd18, oTkonkoro ¢ MPT, ca: nuapus (45,5%),
ymopa (32,8%), 6onka B rop6a (32,0%), acrenns (28,2%), 6escruue (27,6%), 06puB (24,3%), noHMXEH
anerut (23,1%), kanutuua (22,7%), mupexcus (21,4%) ¥ MycKyJiHH cnasmu (20,5%).

Hoeoduaznocmuyupan Mynmunien Muenom: NAYUeHmy, KOUmo He ca nodxodaiut 3a mpaHcnaaHmayus,
AEKVEAHU C NeHANUOOMUO @ kombuHAYUA ¢ Meaganan u npednuson

CeprosnuTe HexeNnaHH peakuwd, HabmonasaHm no-yecto (25%) c Mendanal, TpeqHH3OH |
NCHRATHAOMHAN, MOCICABAHO OT MOAABPAKAWO JNeueHHe ¢ neHatnaomMua (MPR-+R) win mendanan,
NpEIHM3OH H JICHATHAOMM], nocneasaHo ot mwnanedbo (MPR+p), orkonkoro ¢ Mendanan, npeaHuson u
rnanedo, mocnensaxo or wiauebo (MPp+p), ca:

. Oebpiina HeyTponerus (6,0%)

. Anemus (5,3%)

Hexenanure peaxuuu, HabnonasaHn no-uecto ¢ MPR+R wiu MPR+ p, OTKOJIKOTO ¢ MPp+p, ca:
HeyTponenns (83,3%), anemus (70,7%), TpomGounronenus (70,0%), feBKOMEHUs (38,8%), 3anek
(34,0%), nuapus (33,3%), o6pus (28,9%), nupekcus (27,0%), nepudepen otok (25,0%), xauuuua
(24,0%), nonmwxen anetut (23,7%) n acrenus (22,0%).

Myamunien muenrom: nayuesmu ¢ HoHe eoxa NpEOX0ACOAUA MEPANUS

B nBe mauebo-koHTponupanM npoydsaHus daza 3 353 naumeHTa C MYJITHILIEH MHENOM ca OHinu
eKCNIOHHpaHH Ha KoMOMHauMsaTa neHaNMAOMHI/AeKcaMeTa3oH M 351 — Ha koMGHHAUMATA
nnauedo/nexcaMerasoH.

Hali-ceprosnnte Hexenanu peakuuy, HaGmomaBaHH MO-4ECTO NMPH JICHATHIOMHII/IEKCAMED QHHM,W
OTKOJIKOTO NpH KOMOUHaLMATa rutanebo/IeKcaMeTasoH, ca: ‘ &,
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. BeHosHa TpoMboemGonua (TpoMGo3a Ha ppabokHTe BeHd M GenoapobHa embomua) (BX. TOYKa
4.4),

. HeyTtponenusa or 4-ta creried (Bx. Touxa 4.4)

HabmonaBanuTe HexeNnaHd JIEKADCTBEHH peaKUHH, KOMTO Ca Ce MPOABWINH I0-4eCTO pH
JNCHAIHAOMHMI H JEKCAMETa30H, OTKOJKOTO Npd miauebo U aexcamera’oH B COOpPHHM KIMHHYHM
M3NKMTBAHNA NIPH MYNTHIUIEH MUenoM (MM-009 u MM-010), ca ymopa (43,9 %), HeyTponeHus (42,2
%), sanex (40,5 %), nuapua (38,5 %), myckynuu kpamne (33,4 %), aHemms (31,4 %),
TpoMbouuToneHus (21,5 %) n 06pus (21,2 %).

Muenoducnracmuysy cunopomMu

ObmusaT npodun Ha 6e30MaCHOCT Ha IEHATMAOMU [IPH NALMEHTH ¢ MUENOAUCIUTACTHYHH CHHIPOMH Ce
OCHOBaBA Ha& JaHHH OT 00LWO 286 malMeHTH OT eIHO MpoyuBaHe ¢asa 2 u efHo npoyysane dasa 3 (BiK.
Touka 5.1). B npoyusanero ¢a3a 2 Bcuukute 148 mauMeHTH ca GWIH Ha JeueHHe C MeHaTHIoMuI. B
npoy4saHeTo ¢asza 3 69 nmauueHTH ca 6win Ha NeHANUAOMUA 5 mg, 69 NaUUeHTH Ha JleHanuaoMua 10
mg ¥ 67 naupeHTH ca Ouiy Ha nnauefo no BpeMe Ha ABOMHO3aCeneHaTa (Pasa Ha IPOYUYBAHETO.

[loBeweTo HeXenaHH peakuun OOHKHOBEHO Ca MOJTYYEHH Mpe3 IbpBUTE 16 ceaMuLM Ha TEepanuara ¢
JeHANTNIOMMA.

Cepuo3HUTE HEXENTAHH peaKUHH BKNIOYBAT:
. BeHnosHa TpoMboeMbonnsa (1b160ka BeHO3Ha TpoMG03a, Genonpobha emGoansa) (BX. Touka 4.4)

. HeytporieHud oT ctener 3 uny 4, pebpunta HeyTponeHHs ¥ TpOMOOLIMTONIEHHS OT CTeneH 3
unH 4. (BK. Touka 4.4)

Haii-q4ecro HaOmopasaHWTe HEKENaHW PEAKUMM, KOWTO BB3HHKBAT MO-4ECTO MNpHM TPYNHTE HA
JICHATMOOMHA B CPaBHCHHUE C KOHTPOTHOTO paMo B Mpoy4BaHero ¢asa 3, ca Heyrponeuund (76,8 %),
TpomboLmronenns (46,4 %), auapus (34,8 %), zanek (19,6 %), ranene (19,6 %), npypuryc (25,4 %),
o0pus (18,1 %), ymopa (18,1 %) n myckynnu criasmu (16,7 %).

Manmenuoxremuvuen sumgom

ITpodmwibT Ha obwiaTa 6€30MACHOCT Ha NEHATHIOMHA NPH NAMEHTH ¢ MAHTETHOKIETBICH TUMBOM e
Gasupad Ha JaHHH OT 254 NaUMEHTH OT €HO PAHIOMH3MPAHO, KOHTPOIKPAHO NpoydBaHe dasa 2 MCL-
002 (Bx. Touka 5.1).

JIONBIHHTENHO HEXENAHH NIEKaPCTBEHH PEAKUMHE OT MOAKPENALIOTO Mmpodysane MCL-001 ca BkioueHH
B Tabnuua 3.

Cepuo3HuTe HeXeNnaHH JIEKApCTBeHW peakuWH, HabmoAaBaHH No-decto B mpoyusave MCL-002 (c
pasnuxa OT Hal-MaJKo 2 NpOLEHTHHU NMYHKTA) B paMOTO Ha JIEHATHAOMHA B CPaBHEHHE C KOHTPOIHOTO
pamMo, ca:

. HeyTtponenwus (3,6 %)

. benonpobua embonus (3,6 %)

. Huapus (3,6 %)

Haii-4ecTo HabMOQaBaHHUTE HEKEeNaHH peakluy, KOUTO BB3HHKBAT I10-YECTO B PAMOTO Ha JICHATHAOMMA
B CPaBHEHHE C KOHTPOIHOTO paMo B nipoyusaHe MCL-002 ca neyrponenus (50,9 %), anemus (28,7 %),
puapust (22,8 %), ymopa (21,0 %), sanek (17,4 %), nupekcus (16,8 %) 1 o6pHB (BKIIFOYHTEINHO
allepruyeH aepMarur) (16,2 %).

B npoyysane MCL-002 1ma kaTo U0 ABHO yBENHYEHHE HA CTyYaHTe HA MpeXIeBpeMEeHHA (B paMKHTE
Ha 20 ceamuuy) cMBPT. [laupeHTHTE ¢ BHCOK TyMOpPEH TOBap Ha M3XOJHOTO HHBO Ca C YBEJIMYEH PHCK
OT NpeXAeBpeMeHHa cMbpT, 16/81 (20 %) ciyuau Ha npexnaeBpeMeHHa CMBPT B pa

29




ieHaTHAOMUA U 2/28 (7 %) ciyyaH Ha TIpeXAeBPEMEHHA CMBPT B KOHTPOJIHOTO paMo. B pamkuTe Ha 52
CEAMHIN CHOTBETHHTE Unppu ca 32/81 (39,5 %) u 6/28 (21 %) (. Touka 5.1).

ITo Bpeme na neueber wukon 1, 11/81 (14 %) naumeHTH C BHCOK TYMOPEH TOBap Ca OTTErNTeHH OT
TEpaIiTa B paMOTO Ha J€HaTHAOMHKA cnpiMo 1/28 (4 %) B koHTponuHara rpyna. OCHOBHaTa NpUYNHa
33 OTTCTJIAHCTO OT ICYCHHETO Ha MALMEHTUTE ¢ BUCOK TYMOPEH TOBAp MO BpeMe Ha neueGeH 1MKLI | B
PaMOTO Ha JICHATHAOMUN Ca Hexenany cubutus, 7/11 (64 %). Bucokusar tyMopeH Tosap e nedurupan
KaTO Hal-MaJIKO €IHA JIe3Ud > 5 cm B XHAMETBD HIH 3 JIE3HH > 3 cm.

Donuxynapen aumgom

ObwuaT npodun Ha 6e30MacHOCT Ha JICHANTWAOMUA B KOMOHHALMS C PUTYKCUMA0 NpH NAlHEHTH C
JICKYBaH Npeau ToBa QoauKynapeH TuM¢QoM, € GasupaH Ha AaHHH 0T 294 NauHeHTH OT PaHOOMH3HpPAaHO,
KOHTPOJIMPaHO, npoyuBaHe ¢aza 3 NHL-007. Ocsen ToBa B Tabnuua 5 ¢a BKIIOYEHH ¥ HE>KENaHH
JICKapCTBEHH PCaKLMM OT MOAKPenAuloTo npoyusaye NHL-008.

CepHO3HMTE HEeXeIaHH JIEKAPCTBEHH peakIMH, HaGmoNaBaHH Hali-1ecTo (c pasnuKa oT Half-Masko 1
NPOUCHTEH MyHKT) B npoy4yBaHe NHL-007 8 pamoTo Ha NCHANHAOMHI/ PHTYKCHMMab B CpaBHEHUE C
paMoTo Ha mnauedo/purykcumMad, ca:

¢  OebpwiHa HeyTporieHus (2,7%)

* benoapobna embonns (2,7%)

*  ITHeBMOHU# (2,7%)

B npoyusanero NHL-007 HexenanuTe peakuus, HaGMIONaBaHH I[10-Y€CTO B paMoOTO Ha
NEHANHAOMH/PUTYKCHMAE B CPABHEHHE C PAMOTO Ha IL1a11e60/pUTYKCUMab (¢ HaK-Manko 2% roBHcoKa
4€CTOTa MEXAY paMeHaTa), ca HeyTponeHus (58,2%), anapus (30,8%), neBKONEHU (28,8%), 3anek
(21,9%), kamnnua (21,9%) u ymopa (21,9%).

Tabnuila Ha HeXETaHUTE NEeKapCTBEHH PEaKIIHU

Hexenanure peakuuy, HabmogaBaHu Mpy NaUMEHTH, JIEKYBAHH C NEHAMUIOMMK, ca H3OPOEHH No-10ITy
0 CHCTEMO-OpraHHH KjacoBe M 4YecTora. IIpM BCAKO IpymupaHe B 3aBHCHMOCT OT 4ECTOTATA,
HExkeIaHHTE PeakLuu ce H30pOABAT B HU3XOJALL PeR N0 OTHOLUEHHE Ha TAXHATa cepro3HocT. YecToTara
CC ONpPEACNAT KaT0: MHOrO 4ecTH (= 1/10); yectu (> 1/100 mo < 1/10); neuectu (> 1/1 000 1o < 1/ 100);
peaxu (2 1/10 000 no < 1/1 000); muoro penxu (< 1/10 000); ¢ HeHM3BECTHA 4eCTOTA (0T HanWuHHTE
NaHHK He MOXke 1a Ob/le HanpaBeHa OUESHKA).

Hexenanure peakuum ca BKJIOYEHH B ChOTBETHATA KaTeropus B Tabnuuarta No-AONYy CHOpel Haii-
BHCOKATA YECTOTA, HabJogaBaHa B HAKOE OT OCHOBHHUTE KIMHHYEHN M3NHTBALMSL.

Tabnuuno obobwasane 3a monomepanus npu MM

Cnenpantara Tabnviia € Ha GazaTa Ha JAHHH OT NPOYYBAHHATA HA HIMM npu natnesty, noanoxeny
Ha ATCK u nlekyBaHH Noggbpikalo ¢ JeHanuaoMuz. JaHHuTe He ca KOpPHTHPAaHH B CLOTBETCTBHE C IO-
TPOABIDKHTETHOTO MPHIIOKEHNE B pAMEHATa Ha JIEUSHHE, ChABPXKAUIO JIEHANTHAOMHUA, POABIKABALIO
0 IpOTpecHs Ha OOJIECTTa CIPAMO paMeHaTa Ra IUIaLeto B OCHOBHHTE MPOYYBaHUA NPH MYITHIUIEH
MHEIIOM (BXK. TO4ka S5.1).

Ta6auua 1. HJIP, cbofieny B KIHHUMHHM M3NHTBAHHS C MALMEHTH C MYJITHIJIEH MHEJIOM,
JEKYBAHH ¢ JCHANHIAOMH, KATO NOJALPKAIO J1edeHHe

CHcTeMo-opranen Beuaxu HIIP/ecroTa HJIP crenen 3-4/ecToTta
Kjaac/IlpeanounTan TepMun
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Hudexkunn H undecTannu

MHoro 4yectu

[THeBMOHKA?, UHEKUNH Ha
FOPHHTE IUXATEJIHH [THTULLA,
HEYTpONneHH4HAa UHpeKIud,
6pouxut’, rpun’,
FACTPOEHTEPHT®, CHHY3HT,
Ha30(hapUHTUT, PUHHT

Yecrn

Hudexumns’, undexuus Ha
MAKOYHHUTE MHTHILA ™,
HHPEKUHA HA NOHHTE
OUXATE/THY ThTUILA,
OenonpobHa nHpekLus

Muoro yectu
[THeBMOHHA™?, HEYTPONEHWUYHA

HHbekuus

YecTtu

Cencuc®®, 6aktepuemus,
6enogpobua nHbexuus’,
bakTepuanna uHdexHs Ha
HOJIHUTE NUXATEeTH THTHILA,
6pouxut’, rpur’,
racTpoeHTepuUT®, Xepnec
3ocTep’, HpekLus’

Heonnasmu
A006poKasecTBeHH,
3/I0KAYE€CTBECHH U
Heonpeaeaeny (BKJI. KHCTH H
NOJIHIH)

YecT
MuenoaucrnnacTuueH
CUHApOM®*

Hapyuwienus Ha KpbBTa H
JHM(PHATE CHCTEMA

MHoro yectH
Heyrponenus™®, pebpunna
HeyTponeHus”™’,

TpoMGouuTOneHHA™", aHeMM1,
neBkoneHus’, nuMboneHus

MHoro yectu
Heyrponenua’™®, hebpwina
HeyTponeHus™,
TpoMOouMTONEHHA, aHeMMUS,
neBKoneHus’, nuMbonenus

Yectu
[Tanuuronernns’
Hapymenusn Ha meraGonnsma | MHoro yectu YecTtu
H XpaHeHeTo XHNOKaTHeMHA XHNIOKAIMEMHUS, OeXHIPaTAIHUA
MHOro yecTH Yectu
[Tapecresus I'maBobonne
Hapywenns Ha HepBHaTa
CHCTEMA
YectH
llepndepHa HeBponaTus®
HecTH YectH

CbaoBH HapyLIeHHST

Benoapo6ua eMmbonus’-*

Hbnboka BeHO3Ha TpoMbGo3a™*d

MHoro yectu YectH
Kamnuna Mucnues®
PecnupaTopun, rphbAny W
MEQHACTHHAJHH HAPYINEHHN
Yect
Hucnues®, pudopes
MHoro yectH Yectu

CromamHo-4peBHH
HApPYIIeHHSA

Huapus, 3anek, kopeMHa 6onka,
ragcHe

Yectn
[ToBpriane, 6oaKa B ropHara
JacT Ha KopeMa

Huapus, noBpblUaHe, rafcHe
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MHOro 4yecTu YectH
OTKIOHEHHA BELB OTKJIOHEHUA BLB
XenaToOuanapHu
—— (QPYHKLMOHATHUTE (GYHKIUOHATTHUTE
YyepHOoOpOOHH MOKa3aTeau YepHOAPOOHH
MOKAa3aTeiIu
HapyilueHHS HAa KOMXKATA H MHOrQ 4eCTH YectH
NOAKOAHATA THKAH O0puB, cyxa KoXa Obpus, cppbex
Hapymenns Ha MHoro yecty
MYCKYJ/THOCKEJETHATA MyCKyNHH ¢ria3Mu
CHCTEMA M CheIHHHTEIHATA
TLKAH Yectn
Muanrua, KOCTHO-MYCKYJIHA
bonka
OO0wmu Hapywenus H edpextn | Muoro uectu Yectn
HA MACTOTO HA MPHJIOKeHHe YMOpa, aCTeHHUA, THpEeKCHs YMopa, acrenus

 Hexxenaun peakuun, chobL1aBaiy KaTo CEpPHO3HH B KIHHHYHH U3INUTBAHHA C nauueHTH ¢ HAMM, noanoxenn
Ha ATCK

"Kacae ¢caMo CepHO3HH HEXENaHH JEKAPCTBERH PEaKLIHH

" Buxte Touka 4.8 Onucanne Ha H3OpaHU HEXENAHH pPeaKlHH

* “Ilnesmouug” xoMOuuupann HC, BxmouBa KaTO TEepPMHH CREAHHTE MOpeanoduTaHH TepMurn (PT):
bponxonuepMoHus, Jlobapha nmHesMonus, [THEBMOHHSA mnpuMdHEHa OT Pneumocystis jiroveci, [TueBMOHHS
npuurHeHa oT Klebsiella, [TheBMoHHs npuunHena ot Legionella, TTHesmMouua npuunHeHa or Mycoplasma,

[TheBMOKOKOBa MHEBMOHHS, CTpenTokokoBa MHEBMOHMA, BHpycHa nHeBMOHHA, Benoapobuo HapylieHHe,
[THeBMOHHT

® “Cencuc” xombunupany HC, BKII04Ba KaTO TEpMHH ciexHuTe PT: BakTepraneH cencuc, [THEeBMOKOKOB CEINCHC,
CenthHuen wok, CTadHAOKOKOB CEMNCHC

® “TleprdiepHa HeBponaThs” komOuHupai HC, BKIOYBA KaTO TEPMHH CEAHHTE NPEINOYHTAHH Tepmunu (PT):
I[Teprudepra Hepponatha, IlepugepHa cenzopHa Heponatus, [TosuHeBponaTHs

* “Hunboxa BeHO3HA Tpombo3a” komOuunpanu HC, Bkmousa xaro TepMuu caenuure PT: ninboka peHO3Ha
TpoMbo3a, Tpombo3za, Benosna TpomGo3a

Pesiome ¢ mabauuen aud 3a komburupana mepanus npu MM
CnenHata TabiHLia € CbCTaBeHA OT JAHHH, CHOpAHH MO BpeMe HA NPOYYBaHHATA MPU MYNTHIUIEH

MHCIIOM C KDMSHHHP&H& TCPAilHA. I[&HHHTE HE Ca KOPHIrHpaHH B CBOTBETCTBHE C MO-ToJisMarTa
NpOABIKHUTEIHOCT Ha JICYCHHETO B paMEHaTa, CbAbpPKAIUK JICHATUAOMUWA, NPOABIIKEHO IO MnporpeCHUsA

Ha 3a0019BaHETO, CNIPAMO paMEHATA Ha CPaBHHUTENEH NIEKAPCTBEH HPOAYKT B OCHOBHHTE MPOyYBaHHA HA
MYJITHILUIEH MUENOM (BX. Touka 5.1).

Tabauna 2. HJIP, chobmenyn B KAMHHYHH NMPOYYBAHHS NPH NALHEHTH ¢ MYJTHILVIEH MUEJIOM,

JICKYBAHH C JeHAJHAOMHA B KoMOunanusa c¢ GoprezoMH0 W JeKcaMeTa30H, JEeKCAMETA30H HJH
MeaganaH H NpeaHU3IOH

Cucremo-oprannn Beuuxkn HJIP/YecToTa HJIP ot 3—4 cTtenen/MecToTa
Kjacope /

IIpennoyHTaH TePMHH
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Hudpexkuun n MHoOro yectu Yectn

nHpecTanHH [THeBMOHKA**®, HHPeKIHA Ha [THerMonua**’, 6akTepranHy,
FOPHATE AUXATE/THH HbTHLIA’, BHPYCHH M 'bOHYHH HH(DEKUMH
GakTepHanHH, BUPYCHH U rbOMYHH | (BKIIOUHTENHO OTIOPTIOHUCTHYHH
MHGEKUNH (BKITFOUUTETHO nHpexkunn)’, nenynur’, cencuc’,
ONMOPTIOHHCTHYHU MH(EKLHH)®, Genoapobua wHpexums®,
Ha30¢apuHruT, GapuHrAT, OpOHXHT®, MHDEKIMA Ha
OpoHXHT®, pHHUT IUXaTeHATe MhTHIA®,

HHpEeKUMA HA THKOYHHUTE

Yectu mbTHIIa”, vrdekumosen
Cencuc®®, 6enoapobua eHTEPOKOITHT
HHpekuma®, undekuus Ha
[MHKOYHUTE MHTHILAY, CHHY3HT®

Heonaazmn - Heuecrn Yecru

no0poKa‘tecTBeHHN, basanHokneTbYeH kapiMHOM”™, OcTpa MUENoOHAHA TeBKeMus’,

3JTOKAYeCTBEHH H
HeonpeaeaeHk (B,
KHCTH H OJANNH)

CKBAMO3HOKJIETHYEH PakK Ha
KOXKaTa > *

MHMENOIHCIUIACTHYEH CHHAPOM®,
CKBAMO3HOKJIETBYEH KapUHHOM
Ha koxara™%**

Hevecru

Ocrpa neskemusi ot T-knerbueH
THN’®, 6a3aIHOKNEeTEYEH
KapLHHOM"™’, TYMOpP-TTH3HC
CHHIPOM

Hapyuwienns Ha
KPbBTA H JIHM(pHATA
CHCTEMA

MHoro yectu
Heytponenua ™%,

TpoMboumronenua™*, anemus’,
XEeMOparuyHo HapylueHHe",
JICBKONEHUH, TUMPONeHUs

YecTHn
Debpunna HeyTponeHus,
MaHLUUTONEeHUs®

Heuectu
XeMoiu3a, aBTOMMYHHA
X€MOJHTHYHE AHEMHH,

MHoro 4yectn

Heyrponenusa ™%,
rpoMGonuTonenna ™%, anemua®,
NEBKONICHUH, IUMQONEHU

Hectu

®ebpunHa HeyTpomeHus ™,
MAHIKUTONEHUA®, XeMOJIMTHYHA
aHEeMHUA

Heyectn
XHnepKoarynauus, KoaryaonaTHa

X€MOJIUTHYHA aHEMUS
Hapymenun Ha Heuecrn
HMYHHATA CHCTEMA CBpLXYYBCTBHTENHOCT
Hapymenns na YectH
CHAOKPHHHATA XHNOTUPEOHUIBEM
CHCTeMA
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HapyuieHHs Ha

MHOro 4ecTH

YecTU

MeTaboH3IMa H XunokanneMusa*’, Xunoxanuemua°,

XPaHEHETO XUNEPrIUKEMHUS, X UITOTITHKEM U, XHIIEPTIIHKCMHA,
XHIOKAIUMEMES’, XHIoKANIHeMHs’, 3axape
XUMOHATPUEMHS®, JeXHApaTalns™, nuabet’, xunopocharemus,
HOHMIKEH areTHT ', MOHHXEHO XHIIOHATPHEMHS,
Tersio XHTIEPYPUKEMHA, fioaarpa,

pexupaTauua’’, moHMmKeH

Yecry aneTHT ', MOHWKEHO TErNo
XHUNoOMardesueMus,
XHUTICPYPHKEMHUS, XUNepKaNHeMus’

IIcHXHYHH MHoro 4yecTu Yectu

HApPYIIEHHA Henpecuns, 6e3CbHHE Henpecns, 6e3cbHAE
Heuect
3aryba Ha nubunao

HapyuleHus Ha
HepBHATA CHCTEMA

MHoro yecty

[MepudepHn HepporiaTun®’,
MapecTe3ns, 3aMagHOCT , TPEMOD,
NMpoMsAHA Ha BKYCa, rnasodonue

Yectn

ATaxcus, HapyILIEHHE Ha
pPaBHOBECHETO, CHHKOM™,
HEeBpAIrdsa, JU3ECTE3INA

MHoro yectu
IMepudepuu HesponmaTHu®’

Yectn
[lepebpoBackynapeH HHUHMAEHT,
3aMastHOCT ", CHHKOM .,
HEBPAITHA

Heuectn

BrTpeuepeneH KpsBOHINIHB",
npexoaHa UCXEMHUYHA aTaka,
LHepebpanHa HCXEMUA

Hapymwienns Ha ouure | MHOrQ yectH Yectr
KarapakTy, 3aMBIJICHO BIDKOAHE KarapakTta
YectH Heuectn
HaMmaneHa ocTpoTa Ha 3DEHHETO Cnenora

Hapyuienust Ha yxoro | Hecru

H JabHpUHTa ['myxoTa (BKIIOYHTETHO
XHUIIOAKY3H: ), THHUTYC

CopaeiHn Yectu YectHn

HAPYILICeHHS [penchpaHo MbxaeHe ™, Hudapkr Ha MHOKapIa
6pamuKapIiT (BKJTIOYHTENHO OCTHP)™,

NpeachpAHO MBKIeHe

HeuectH 3aCTOHHA ChpACUHA

ApatMmus, yasnkeH QT-unrepsan,
MPEeICHPAHO TPENTEHE,
BEHTPHKYJIAPHHU €KCTPaCUCTONH

HEIOCTATBYHOCT’, TAXUKAPAUA,

ChPICUHA HENOCTATBYROCT ",

MHOKApAHA HCXeMHUs'
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CoaooBu HapymieHHs

MHOro yectu

BeHo3HU TpoMbGoeMOOTMUHK
cBOUTHA”, NIpeIUMHO OBI60KA
BeHO3Ha TpoMmOo03a U fenoapobHa
emBomua™*% . xunotToHus®

YecTH
XHNEPTOHUA, EKXUMOo3a"

MHoro yectu

BeHo3Hnu TpoMO0eMOOTHYHH
chOUTHA", NPpeANMHO ABNIOOKA
BeHO3Ha TpoMOo3a n 6enoapobHa
emGonua ™%

Yecru
BackyuT, xurmotoHHa™,
XHIEPTOHMA

HeuectH

Hcxemus, nepudepHa ucxemus,
BbTpEYEpernHa TpoM003a Ha
BEHO3HHUTE CHHYCH

PecnupaTtopHn, MHOQTro 9ecTH YecTi
rPLAHN B Hucnues®®, emacraxcuc”, Pecnuparopen aucrpec’,
ME¢ITHACTHHAJHH KalLUTHALa HHCI‘[HEHO’%, IIEBpaIHA 60]1!(&%,
HapYyIeHHs XHITOKCHA™
YectH
Huchonna
CroMamHo-4YpeBHH MHoro yecTH YectHn
HAPYLICHHS Huapua®®, zanex®, 6onka B KpEBOM3ITHE OT
kopema®, ragene, nospsluane®, CTOMAILIHOYPEBHHUA TpakT %,
[MCTIETICHSA, CYXOTA B YCTATA, ofcTpyKuus Ha TEHKUTE yepsa®®,
CTOMATHT auapusa™, sanex’, 6onka B
kopeMa®, ranene, nosprbumane®
Hectu
KpBbBOH3IKB OT CTOMAILIHOYPEBHUA
TPaKT (BKIIOYHTEIHO PEKTAIEH
KpPBBOM3/INB, XEMOPOHIEH
KPBBOH3JIUB, KEPBEHE OT MENTHYHH
3BH M KbPBEHE OT BEHLHTE) ™,
nucarus
Heuectu
Konur, Bp3nanieHne Ha LieKyMa
XenaToOuauapHu MHOro yectu Yecru
HApYILIEHHS [loBuIlieHa ananuH Xonecrasa®, XermaToTOKCHYHOCT,

aMHHOTpaHc(epasa,
NOBHULICHA acriaprar
aMHHOTpaHcepasa

Hectn

XemnaronenynapHo ypexaaHe®,
OTKJIOHEHHS BEB (PYHKLUHOHATHUTE
4YepHOAPOOHH Nokasarenu’,
XUnepOunupyorHeMUs

HeuectH
YepHoapobua HepocraThyHOCT

XENaToueNTyIapHo yBpexaaHe®,
NOBUILEHA AJTAHHWH
aMHHOTpaHCPepasa, OTKIOHEHHUS
BbB QYHKLIMOHATHHTE

YyepHOAPOOHH nokasareny’

Hevectu
HepHonpobHa HeaocTaTRYHOCT”
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HapyimeHus Ha
KOXKaTA H
NOAKOXKHATA ThKaH

MHoro 4ectu
O6puBKr®, npypuryc

HectH

YpTUKapHA, XHNIEPXHIApOo3a, Cyxa
KOXa, XMMEepPITHrMeHTALUA Ha
KOXaTa, eK3eMa, epuTeMa

HeuectH

JlekapcTBen 0OpuB ¢ eo3nHODWIHA
H CUCTEMHH CHUMIITOMH®, mpoMstHa
B L[BETA HA KOXaTa, peaklys Ha
$OTOUYBCTBHTENHOCT

YectH
O6pusu®

HevecTu

JlexapcTBeH 0OpHB C
€O3UHOPUIUA H CUCTEMHEH
cumntTomMu®®

Hapyumenus Ha
MYCKY/JHOCKEJETHATA
CHCTEMA H
CLEAHHHTENHATA
ThKaH

MHoOro yecru

MyckynHa cnaboet®, MyckynHu
cra3MHu, 6oka B koctuTe?, 6onka U
AUCKOMQOPT Ha
MYCKYJIHOCKEJIETHATA CUCTEMA H
CHEAWHUTEIHATA THKAH
(BKIIOYHTENHO Gonka B rep6a®®®),
Oonka B kpaltHUK, MHaNTHA

apTpatrua’

YeceTH
OTtouu Ha cTaBuTe

Yectu

MyckynHa ciaoct®™, 6onka B
kocTuTe®, 6onka u auckomdopr
Ha MYCKYJTHO-CKEJIeTHaTa
CHCTEMA M ChEAUHHUTENHATA
TBKaH (BKIIOYHTENHO O0JKA B

I"Bpﬁ aﬁ,{){})

Heuectu
OTolLM HAa CTABHUTE

HapyuieHust Ha
On0pennTe B
NHKOYHHTE NhTHINA

MHoro Jectu
brbpeuna HemOCTATHIHOCT
(BunrOuMTENHO ocTpa)”

YecTH

XeMatypusa”, 3abpKaHe Ha ypHHa,
WHKOHTHHEHLMA HA YPHHa

Heuectn
Ilpupobur curapom Ha Fanconi

Heqectn
brOpeyna Tybynna Hekpo3a

Hapywenns ua
Bb3NPOU3BOAHTE/IHAT
a CHCTeMa H IbpaaTa

Yectu
EpexTunra nuchyHKLHA

O6mu HapymeHnn u
epexTH HA MACTOTO
HA NPHJICKEHHE

MHOro0 yectu

Ymopa®®, orok (BmouMTENHO
nepudepeH oTok), mupexcus’*’,
aCTEHHA, MPUIIONOAC0HO
3a0onABaHe (BKIFOUMTENHO
THPEKCHA, KALLTHIIA, MUAJIIHS,
MYCKYJIHO-CKeneTHa Oonka,
rnapobonue 0 cxpalnaHe)

Hectu
Bonka B repaute®®®, neraprus

MHOro 4eCTH
Ymopa®®

Hecru
[TepudepeH ook, mupekcus®®,
aCTEHHA
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Hacaeasanus

MHuoro yectu

[ToBunieHa ankanna ¢ocdarasa B
KpBBTA

Hectu
[ToBHineH C-peakTHBEH NPOTEHH

HapansBaHus,
OTPaABAHHSA H
yCI0KHEeHHS,
Bb3HHKHAJIH B
pe3yJTarT Ha
MHTEepPBEHUHH

Hectu
[Nagane, KOHTY3HH"

% Hexenanu peakuny, ChOOLIABAHM KATO CEPHO3HM B KIWHHYHH H3MUTBAHMS NpH nauxeHTd ¢ HIIMM,
MoJy4yaBaiH JeHanHAoMHKA B koMOHHanHA ¢ BopresoMub v JekcamerasoH
~BHxTe TOUuKa 4.8 Onucanue Ha K30paHK HeXENaHKH NeKAPCTBEHH PERKLIUH

O Hexenauy nexapcTBEHH peakuWH, choOLIEHW KAaTO CEPHO3HH B KNWHHYBHTE W3NHTBAHHA NPH NMAUHEHTH C

MYJ/ITHILNIEH MHENOM, JIEKy BaHH C JICHATMAOMHI B KOMOHHALNA C NEKCAMETA30H WK ¢ MendalaH U npeJHU3oH
+ Kacae caM0 CEPHO3HH HEXENaHH JTIEKAPCTBEHU peakilyy
* Crolulaba ce 38 CKBAMO3HOKAETBUEH KAPLMHOM Ha KOXKAaTa B KNHHUYHHTE H3MIHTBAHUA NPH NAlHEHTH C
MHEJIOM, JICKYBAHH MPEAH ¢ NICHATHAOMHUL/IeKkCaMeTa30H, B CPaBHEHHE ¢ KOHTPOJIHTE

¥ Cpofwmasa c¢e€ 338 CKBAMO3HOKNETHYEH KaAPLHHOM

Ha KOXaTa B KIHHH4YHO H3NOHTBaHE

NnpH

HOBOAHATHOCTHLIHPAGHH IMallUEHTH ¢ MUEITOM HA ﬂEHﬂHHHUMHﬂfﬂEKGHMETHSDH B CPABHCHHC ¢ KOHTPOJIHTE

Peziome 6 mabauven gug 3a mowomepanusma

Caennure Tabnuum ca ChcTaBEHU OT AaHHW, chOpaHH MO BpeMe HA OCHOBHHUTE [POYUYBAHHSA TIPH
MOHOTEpANKA Ha MHEOAHCIUTACTHYHY CHHAPOMH M MAHTENIHOK/IETBYEH TIHMGOM.

Tadauna 3. HJAP, chobimeny B KAMHHYHHETE H3NHTBAHHS NPH N2NHEHTH ¢ MHETOAHCIIACTHYHH
CHHAPOMH, JIEKYBAHH C JICHAJHAOMHA#H

CHcTemMo-opraHen
kaac / IIpeanounran
TEPMHH

Beuuxku HJAP/MectoTa

HJIP ot 3—4 crenen/Yecrora

Hudexunu v
HHPeCTALMH

MHoro uecru

bakTepuanuu, BUpYCHH H rbOHYHH
HHPEKUNHK (BETIOYHTEITHO

ONOPTIOHHUCTHYHY HHPEKIHK)®

MHOTrQ 4ecTH
ITHeBMOHUSA’

Yectu

bakrepnaniuy, BHPYCHH H rEOMYRH
UHQEKLUHH (BKITFOYHUTEITHO
OMOPTIOHUCTHYHHM HHbeKIMK)®,
OpOHXUT

HapyumieHns HA
KPbBTA H JHMOHATA
CHCTEMA

MHoro yectH
¢
TpombomprToneRua”™",

HeyTponeHHa™,
JICBKOTICHUSA

MHoro uectH
TpoMmGouuToneHua’™’,

HeyTponeaus™’, ieBkoneHus

Yect

debpunua HeyTponeHus

HapyumieHust Ha
eHIOKPHHHATA
cHCTeMa

MBHoro yecTH
XHUITOTUPECOUAUIBM
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Hapymenus na MHoro yecru Hectw

MeTaloau3Ma H [ToHWKeH ameTUT XunepriuvkeMus®, NOHMXeH
XpaHEHEeTO aneTuT

Yectu

CBpbXHaTpynBaHe Ha XKeJn30,
[ToHmwxeHO Terno

IlcAxHyRH Yectu
HApYlleHus [IpoMenu B HacTpoeHUETO ™
Hapymenus Ha MHOro yecTu
HEPBHATA CHCTEMA 3aMasHOCT, riasobonye
YectH
[TapecTesns
Cohpaeunu Yectn
HAPYILUSHHS OcTop HrbapkT Ha MHOKapaa™,
MpeNCePAHO MBXAeHE’, ChpaeuHa
HEIOCTATEYHOCT'
Copaosu Hapymenus | Yecrtu Yectn
XUNEPTOHHA, XEMATOM BexozHu TpoMOGoeMOoanIHM

cbOUTHSA, IPETHMHO ABIO0KA
BeHO3Ha TpoMOo3a H benoapobHa

eMGomua’™
PecnuparTopHn, MHOro YecrH
FTPBLAHH H Enucrakcuc”
MEIHACTHHAIHH
HAPYIIeHHA
CroMalmiHO-YpeBHH MHoro 4yectu Yect
HAPYIIeHHS! Nuapus®, Gonka B kopema Juapus’, ranene, 3n6060n
(BKJIFOYHTETHO FOPHATA YacT),
raieHe, NOBPBILAHE, 3aMeK
Yectu
Cyxora B ycTarta, AUCNencus
XenaroOuaHapHu Yectu Hectu
HAPYWIeHHA OTK/IOHEHUA BB QyHKUMOHAHUTE | OTKIOHEHHS BHB
YepHOoApOOHU NMOKa3aTenu (QyHKIMOHANHUTE YepHOAPOOHH
NOKA3aTeNy
HapymeHna Ha Muoro yectu YectH
K0XKaTa H OGpuBH, cyxa Koxa, IPypHTYC O6puBH, NpypHTYC
NOAKOKHATA ThKaH
Hapywenus na MHoro gectn Yectu
MYCKYJIHO- MyckynHu ciasmu, 6oka B Bonka B rep6a’
CKE€JEeTHATA CHCTEMA | MYCKYJHO-CKENETHATA CHCTEMa
H CheAHHHTE/IHATA (BxnrounTenyo Gonka B repda’ u
THKAH OoJsixa B kpallHUK), apTpanrus,
MHAJITAA
Hapyuienun Ha Yecru
6n6pennTe bu6pedna HenocraTsunges— —

| Pg\'—_HUHﬂ

.

NMHKOYMHHTE WhbTHIILA
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O0wmu HapymwieHust M | MHoro yectu Yectn

e(PeKTH HA MACTOTO YMopa, nepudepeH oToK, [Tupekcus
HAa NPHJOKEHHE rpunonopodbHo 3abongsane

(BKJIIOUMTENHO IUPEKCHs, Kallanua,
(QapHHTHT, MHANTHA, MYCKYJIHO-
CKeneTHa bonka, rmaBobonmue)

Bb3HHKHAJ/IH B
pe3yaTaT Ha
HHTepPBEHIUHH

HapaunsaBauns, Yectn
OTPaBAHUA W [lanane
YCJIOXKHEHHUS,

A BUXTE TOYKa 4.8 OnHcanue Ha n3GpaHy HexelaHH JICKapCTBEHH PEAKLIHH

O Hexenanu cuOuTHSA, CHO6LIEHN KATO CEPHO3KH B KNHHUYHY Mpoy4YBaHUS HA MHENOAHCIUIACTHYHN CHHIPOMH.
~ C1ofasar ce MpoMeHH B HACTPOEHHETO KATO YECTO CEPHO3HO HEXeNaHO CEOHMTHE B mpoyyBaHeTo dasa 3 Ha
MHCTTONHCIINIACTHYHH CHHAPOMY; He ¢¢ ChoOL@aRa KaTo HexeNano Cu0UTHE OT crerned 3 vy 4

AJNTOPHTEM, NPHNIOXKER 3a BmousaHe 8 KXIT: Beuuxy HJIP, YCTaHOBEHH OT alifOPHTBMA 110 Mpoy4uBaHeTo dasa
3, ca sknoyeny B KXITI 3a EC. H3pbpuieHa e JonbasHTeNHA MpOBEPKa 3a uecToTaTa Ha Te3u HJIP, ycranosenu
OT AIrOpUThMa Ha NpOy4BaHETO (hasa 2 u, akO 4ECTOTaTa UM B POY4BAHETO (asa 2 € Mo-BHCOKE, OTKONKOTO B
npoy4saHeTo ¢asa 3, crbutHeTo € BrmoveHo B KXII 3a EC ¢ yectoTaTa, ¢ KOSTO € Bh3HHKHAN0 B NpOy4YBaHETO
daza 2.

# AJNTOPHTBM, NIPHIIOKEH NTPH MHENOAACINACTHYHH CHHADOMH:

[MpoyuBane dasa 3 Ha MHENOAWCTINACTHYHH CHHIPOMH (ABOMHO3AC/ENeHa monyJjauHsg 3a 6e3onacHoCT,
pasnnka Mexay sehaniaomMua 5/10 mg u mnaneto mo HayamHa cXeMa 3a MPHNAraHe, NpOsIBEHA NPH Hal-
MaJKo 2 Nal[HeHTAa)

0 BCHYKH BB3HHMKBALIM MO BPEME Ha JICUEHHETO HEXENaHH CLOWTHS nmpH 2 5 % OT MAUHEHTHTE Ha
JIEHANHIOMHE, H HaH-MaNKo 2 % pasfiuka B CbOTHOLIEHHETO MeX Iy JIEHANKHAOMHUI U T1aneso.

o BCcHYKM BB3HMKBAUIM MO BpEMe HA JIEUEHHETO HEKENaHM CHOHTHSA OT creneH 3 wiu 4 npt 1 % or
NAalMEHTHTE HA JICHANWOOMHA H HaH-Manko 1 % pasiMka B ChOTHOLLEHHETO MEXIY JEHANMAOMHUY H
nnanebo.

o Benukn BE3HMKBALLM MO BPEMe HA IEYEHHETO CePHO3HH HEXENAHH CLOHTHS npu 1 % or nauMeHTHTE Ha
/ICHAJIHAOMMA ¥ Hal-Manko | % pasiHka B COTHOLUEHHETO MEXY JIEHANHAOMHK H TIaueto.
[Tpoyusane ¢a3za 2 Ha MHENOOUCIIACTHYHH CHRIPOMH

0 BCHYKH BL3HMKBAlLK MO BPEME Ha JEYCHHETO HEXEIAHH CHOUTHS nMpH > 5 % OT NeKyBaHHTE ¢

JACHAIMAOMHI MALHEHTH

o BCHYKH BB3HMKBAIIM MO BpPEME HA JEYEHHETO HEXENaHH CHOMTHA OT CTeneH 3 WiH 4 npu 1 % ot
NICKY BaHHTE C NEHATHIOMHJ, TTALIHEHTH

o BCHUKH BH3HUKBAILIHN MO BpEMeE HA IEYEHHETO CEPHO3HH HEXETaHH ChOUTHS npH 1 % oT nexypanuTe ¢
NEHATHAOMHA NALHEHTH

Tabauna 4. HJIP, chofmieny B KIHAHYHHTE H3NTHTBAHHSA NPH NANHEHTH ¢ MAHTEJTHOKJIEThYeH
JHMpOoM, JIEKYBAHH € JICHAIHAOMH

Cucremo-opraHen Benukun HJIP/Yecrora HJIP ot 3—4 crenen/Yecrora

Kiaac/ Ilpeanoustran

TEepPMHH

Hadexuun n MHoro yecty YecTH

HHpeCTAIHH bakTepuanuy, BUpYCHH ¥ reOHYHU bakrepruannu, BUpYCHU H rbOHYHH
HHQEKLUMHU (BKIIOYHTETHO HHpeKLMY (BKTIOYHTETHO
ONMOPTIOHUCTHYHU UHeKLMH) °, OMOPTIOHUCTHYHHY HHpeK1HK)’,
Ha30(papUHIUT, MHEBMOHUA® MTHEBMOHH A’
YecTu
CHHy3uT
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Heonasmu —
AoBpoxkauecTBEHH,
JI0KAYECTBEHH U
HeonpenejaeHu (BKI.
KHCTH H ITOJIMIIH)

Yectu
Peaxiis Ha akTUBUpAHE HA TyMopa

YectH

Peakiia Ha akTHBHpAHE Ha
TyMOpa, CKBaMO3ZHOK/IEThYEeH
KapLUHOM Ha KoxaTa’™’,
6a3aTHOKIETBYEH KapuHOM”™

HapymeHnsa Ha
KpPbBTa H THM(pHATA
CHCTEMA

MHoro uyectu
TpombouuTonenusa”,
HeyTponeHusn”™’, neBkornenus’,
aHeMHus’

Yectn
DeOpunna HeyTponeHus ™

MHoro uecTy
TpomboumTonIeHHA",
HeyTponeHus™’, aHeMus

YecTH

'+
OebOpunHa HEYTpOTIeH!a ™,
neBxonesus’

HapyuweHns Ha
MeTaboaniMa u

MHoOre 4ectu
[ToHMMXeH alleTHT, MOHMKEHO TETITO,

YectH
HexuapaTaimsa’, XHIIOHATPHEMHA,

XPaHEHeTo XHMNOKATHEMUA XHIOKILHEMHUA
Yectu
Hexunpataiys®

[Menxnunu Hectu

HAPYWIEeHHS bescwHuUe

Hapywienusn na Yectn YectH

HepBHATA CHCTEMA

Hucreysus, riasobonue, nepudepHa
HEBPOIIATHSA

[Tepudepna ceHzopHa
HEBPONAaTHA, JIeTaprus

HapymexnHs Ha Yectu

YX0TO # Ja0UpHHTA Bepruro

CopaevHn Yectn

HApYUIeHHUA HNudapkt va Muokapsa
(BKNFOYHMTENHO OCTEP),
ChpPACYHA HEAOCTATHYHOCT

Coaosu Hapymienna | Yectu Yectn

Xunorouus® Jsnboka BeHO3Ha TpoMb03a’,

Genonpobua embomua™’,
XHTIOTOHUA'

PecnuparopHu, MHoro yectu YecTHn

IPLAHH H Hucnues’ Hucriues®

MeaAHACTHHAJHH

HApDYHIeHHHA

CroMalIHO-4YpEeBHH MHoro yectu YectH

HAPYILIEHHA Huapusa’, ranene’, nospsiuane’, Juapus®, kopemHa 6onka’, 3anex

34lI€K

Yectu
Kopemna Gonka’

Hapyimrenns Ha
K0XKAaTa H
NOAKOXKHATA THKAH

MBHoro yecrn
OOpuBH (BKTIOUHUTENHO aleprudeH

REPMATHT), IPYPHTYC

Yectn
HolliHo u3notaBaHe, cyxa Koxa

YHecrH
O6pusHn
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Hapymienns ua

Muoro yecru

MYCKY/IHOCKeT1eTHATA | MycKynHu criasmu, Gonka B repba bonka B repba, Myckynua
CHCTEMA H cnaboct’, apTpanrus, Gonxa B
CheHHHTE/THATA Yectu KpalifHHK
ThK&H Aprpanrus, 6onka B KpalHHUK,

MYCKYITTHa cnaboct

Hectu

HapyumieHns Ha
OnOpeunTe 1
MHKOYHHTE MLTHIIA

Yecry
Bs6peuna HegocTaThuHOCT

O6mu HapylieHus u
ePeKTH HA MSACTOTO
Ha NPHJIOKeHHE

MHoro yectu

YMopa, actenns’, nepudepeH orok,
rpunonoxobHo 3abonsBaHe
(BKJIIOUNTENHO nupekcHa’, Kalyna)

Hectu
CTyZeHH TphIKH

Yectu
Mupexcus’®, acrenun’®, ymopa

~ BIXKTE To4Ka 4.8 Onucanue Ha uabpaHu HEXenauu NIEKApPCTBEHH PeaKLIdH

*Hexenann cx6uTns, chobuienu xato CCPHO3IHY B KIIMHMYHH MPOYYBAHUS HA MAHTENTHOKNETBYEH JTUMPOM.
AJITOPHUTBM, IPUIIOKEH 38 MAHTEHOKNETEYEH THMPOM:

*  Koutponupano ¢a3za 2 npoyunaHe Ha MAHTETHOK/IEThYEH numbom

*  BcCHUKH BB3HHKBALIY N0 BPEME HA JICYCHHETO HEXENAHH CLOUTHS npu 2 5 % OT NAaLMEHTHTE B
PaMOTO Ha ICHATHAOMHUI H HaR-MaNko 2 % pa3nuka B CLOTHOWERHETO MEXAY PaAMOTO Ha
NEHATHAOMHUI H KOHTPOJNHOTO PamMo

o DBCHYKH BB3HHKBALIK NO BPEME Ha NEYEHHETO HEXENaHU ChOMTHA OT cTened 3 wiy 4 npr > 1% or
NAlUHUEHTHTE B pAMOTO Ha NIEHANUAOMMI K Hak-MasiKko 1,0 % pasiika B ChOTHOLUEHHETO MEXIY
pPaMoOTO Ha NCHATHIOMHK) H KOHTPONHOTO PAMO

o BCHYKH BB3HHKBALLH 10 BpEMe Ha JIEYEHHETO CEPHOIHK HEXENAHK CHOUTHS npu > 1% ot
HAllUCHTUTE B paMOTO Ha JIEHAMIOMHA 1 Half-Maiko 1,0 % pasnika B CBOTHOLIEHHETO MEXAY
PamMOTO Ha AEHANHAOMH 4 KOHTPOJIHOTO PAMO
*  llpoyusane ¢a3a 2 Ha MAHTENHOKNETHLYEH NUMPOM C EIHO Pamo

0 BCHYKH BB3HHKBAMIM NO BpeMe Ha JIEUEHHETO HEXENIAHHN ChOHTHS MpH 2 5 % OT nauHenTuTE

o BCHYKH BB3HHKBALIH O BpEMe HA JIEYEHHETO HEXKENAHH CHOKTHA OT CTenel 3 HiM 4, ceO0IIeHH
NpH 2 KM NOBEYe MALHEHTH

o Bcuuky BE3HHKBAIIM MO BpEME Ha JIEYEHHETO CEPHO3HH HEXENaHH CHOHTHA, ChOBIIEHH [pH 2 HIH
noBeYe NaUHeHTH

Pesiome ¢ mabnuyen eud 3a kombunupana mepanus npu OJI

Cnenyara TabaMua € cbeTaBeHa OT AaHHH, CHOPaHH 110 BpEME Ha ocHOBHHTE npoyusanus (NHL-007 u
NHL-008), B xouTo npy nauneHTH ¢ $onuKyIapes JuMpoM, e HIMON3BaH JEHANTUAOMHUL B KOMOHHALIUA

C pHTYKCcHMAD.

Ta6auna 5: HJIP, ch001ueHH B KIMHHYHHTE H3MHTBAHNS NPH NAUHEHTH ¢ GOANKYA2PEH JHMPOM,
JEKYBAHH C JIEHANHAOMH B KOMOHHALHS ¢ PHTYKCHMA6

CHereMo-oprasen
kaac/Ilpeanoynran
TePMHH

Bernukn HJIP/'YecToTa

HJIP ot 3—4 crenenw/ectoTa
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Hudexunu u

MHoro decTH

YecTH

HHpecTalHN MHbeKups Ha TOpHUTE AXXaTENHHU [THeBmonus’, cencuc’, GemoapobHa

TETHINA uH}peKLHA, OPOHXHT,
rACTPOSHTEPHT, CHHY3HT,

YectH MHOEeKHNS Ha MMKOYHUTE ITbTHIIA,
[THeBMoHMA", rpUn, GPOHXMUT, nenynur’
CHHY3UT, UHPEKLIUA Ha MTUKOYHUTE
OBTHILA

Heonnazmu — MHOro 4ecTtH Yectn

noDpoOKaYeCTBEHH, AKTUBHpaHe Ha Tymopa " bazannokneTsHyeH KapluHOM™

3JIOKAYECTBEHH M
HeonpeaeaeHH (BKJI,
KHCTH H ITOJIHINH)

YectHn
CKBaMO3HOKJIETBYECH KapUHHOM Ha
Koxara®/™~*

HapyineHus Ha
KpbBT3 H JAUMPHATA
CHCTeMa

MHoro yect#
Heyrponenua™°, anemus’,

TPOMGOLMTOMEHHA ", JIEBKONIEHHS
Jlumbponenus™

MHoro yectH
Heyrponenua™°

YecTH

Anemus’, TpoMGoLUTONEHHA,
dbebpmnHa HeyTponeHus’,
[MAHLHTONEHHA, TEBKONCHUS ,
numonenus

Hapymenus Ha
MeTaboauiIMa H

MHOro yectu
[ToHWIKEH aneTHT, XUMMOKATHEMUS

Yectn
Hexunparauus, XxunepkanipeMus’,

XPAHCHETO XUNoKajiueMus, xunogocdaremus,
Uecty XHUIEPY PHKEMHS
Xunodocharemusn, gexuaparanys
IIcuxnunn YectHn
HAPYIEeHHS Henpecus, 6e3ceHHe
Hapymenus Ha MHoro yectu Yectu
HEePBHATA CHCTEMA ['naBobonue, 3amasHocT Cunkon
Yectn
[TepudepHra ceH3opHa HEBpONaTus,
NPOMsAHA Ha BKyca
Crpaeussu Heyectn
HAPYlIeHHS Aputmps’
Coaosn napymennna | Yecty YectH
XHUMOTOHUS Benoagpobua emGonua™®,
XUIIOTOHUA
PecnupatopHn, MHOro 4ectu YectH
rPLAHH H Nucnues®, kanmuua, Nucnnes®
MeAHACTHHAJHH
HapyUIeHHA Yectr

Opodapurreansa 6onka, 1uChHOHUS
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CroMamiHo-upeBHH Muoro yectu | YecTH

HAPYLIeHHA KopemHa Gonka®, auapus, 3amnek, KopemHa Gonka’, nuapus, 3anex,
rafeHe, NoBpPbILAHE, JUCTIENICUS CTOMATHT
YectH

bosika B ropHaTa 4acT Ha KOpeMa,
CTOMATHT, CYX0Ta B YCTAT4,

Hapyuwienns Ha MHoro yectu YectH
KOXKATa U O6pus’, npypuryc O6puB’, npyputyc
MOAKO)KHATA ThKAH
Yectu
Cyxa Ko¥a, HOLIHO H3MOTABAHE,
EpHTEM
Hapyuwienus na MHoro yecty Yectn
MYCKYJTHO- Myckynuu cnasmy, 60s1ka B rapba, MyckynHa cnaboct, 6onka BbB
CKEJIeTHATa CHCTEMA apTpalrui BpaTa
H CbeJHHHTEJIHATA
ThKaH YecTH
bonka B kpaiinuk, MyckynHa ciabocr,
MYCKYJIHO-CKeNteTHa 00/1ka, MMANTH4,
6osika BBB Bparta
Hapymerun na Hectn
6n6peunTte u Octpo 6B0peuno yepexnane’
MUKOYHHTE NbTHIIA
OO0mn Hapymiennsi # | MHoro yectu Yectn
epexTH HA MSACTOTO ITupexcus, yMopa, acTeHus, YMopa, acTeHus
HA NPUIOKEHHE nepudepeH oTok
Yectn
HepasnonoxeHue, CTYAEHH TPBIIKH
HicnenBanusn MHoro Jectu
IloBHUllIeHa aaHUH
aMHUHOTpaHc(epasa
Hecru

[ToHWXKEHO TErNno, NOBUILIEH
Ounupy6uH B XpHBTA

"8k, TouKa 4.8 QnHcanue Ha W3GPAHH HexenaHy JEKaPCTBEHH PeakLHK
AJITOPHTEM, NPHOKEH 32 GorKy napeH nUMpoM:
Kontponupato usnurteaue dasa 3;

o NHL-007 HJIP- BcuykH 853HHKBALLH N0 BpEME Ha JICYECHHETO HEXETaHU ChOHTHS (HC) npu = 5,0% or
HALHCHTATE B PaMOTO Ha JIEHATMAOMHYDHTYKCHMAO U ¢ Hal-manko 2,0% no-Bucoka dectora (%) B
PaMOTO Ha JICHATHAOMHA B CPaBHEHHE ¢ KOHTPONHOTO pamo (Tlonynauus 3a 6e3onackocT)

o NHL-007 HJIP cr. 3/4 - Beuuky pp3uMKBaIIM No BpeMe Ha feyenunero HC oT crenel 3 Him CTeneH 4
npH HakH-Manko 1,0% ot naudenTHTe B paMoTO Ha NEHATHAOMHMI/pHTYKCHMAG H ¢ Hall-manko 1,0% no-
BHCOka HECTOTAa B paMOTO Ha NCHAMMAOMHI B CpaBHEHHE C KOHTponHoTo pamo (Ilomynaums 3a
OesonacHocT)

o NHL-007 Ceprosnn HJIP- BCuukH CepHO3HHN BB3HUKBALLM NO Bpeme Ha neuenreTo HC npu uaii-
Mmaiko 1,0% nauuentute B pamMoTo Ha NEHANUAOMHI/PATYKCHMab W ¢ Hal-mMaiko 1,0% no-
BHCOka HECTOTA B paMOTO Ha JEHANHAOMU/PATYKCHMAO B CPaBHEHHE C KOHTPOJHOTO
(Iomry nauns 3a GesonacHoct)

®JI uanuteane dasa 3 ¢ eaHo pamo:
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0 NHL-008 HJIP- BcHYKH BB3HHKBALIK IO BPEME HA JCYEHHETO HENENTAHH CHOUTHS npu > 5,0% or

[IAHHCHTHTE

0 NHL-008 HJIP cr. 3/4 - Bciuky BE3HHKBAIIY IO BPEME Ha IEUESHHETO HEKENAHH ChOHTHS OT CTEIEH
3/4, crobwaBanu npH > 1,0 % oT nauMeHTHTE

o NHL-008 Cepuosun HJIP- BCHUKH CEPHO3HH BBIHMKBALIH [0 BpEME Ha JACYEHHETO HEXENaHH
CHOMTHSA, CLOOWaBAHK NpH > 1,0 % OT NalHeHTHTE
OHexenanu cbOHTHA, CHLOOIIEHH KATO CEPHO3HH NPH KNHHHYHHE H3NHTBAHHS npH Gonuxy naped numdom
+ Kacae caMo CepHO3HH HeXceNnaHH AeKapCTBEHN peaKLHHU
* ,,O0puB" Bkimousa 1T 06puB 1 MakynonanynoseH o6pue
** Jleexonenna* Bxmousa [1T neBKONEHHA H TOHHKEH Opo# Ha 6enuTe KPBBHH KASTKH
v*r* JIamponenns” srmoysa [T numbonenns u nouuxex 6poit Ha nuMdoLHTHTE

Pesiome ¢ mabauyen 6Ud Ha Hexceranume peaxyuu cred RYCKanemo Ha naszapaq

OCBeH ropenocoueHUTE HexenaH! peaklky, IPOsIBEHH NP OCHOBHHUTE KTMHHYHH W3NUTBAHUA,
CNleaHaTa TabNML@A e ChCTaBeHa OT JaHHM, [TOyYEeHH CIIEMl IyCKAHETO Ha Nnasapa.

Tabauua 6. HJIP, cbobmenu ot ynovrpebara caen NyCKaHe HA Na3apa NpH NALMEHTH, JIEKYBEHH ¢

JEHATHAOMHI

Cdcremo-opraven
Kaac /
Ilpeanounran

TEPMHH

Benvuxkn HIIP/ectoTa

HJIP ot 3—4 crenen/ectoTa

Hadexkunu u

( HeuspecTHa HYecToTa

C HeH3BEeCTHa YeCTOoTa

HHpecTauHH BupycHM MHEKUNH, BKIIOYHTETHO BupycHun uHpexmw,
PCAKTHBHpAHE Ha BUPYCa HA XEPIIEC 30CTEP U HA | BIUTIOYMTENIHO PEAKTHBHpPaHE Ha
xenaTtur B BHpYCa Ha Xeprec 30cTep U Ha

xenatut B

Heonna3zmu — Penku

AoOpokavecTBeHH, TYMOP-TH3HC CHHAPOM

3JIOKAYEeCTBEHH H

HeonpeaeeHH

(BKJ1. KHCTH H

NOJHIH)

Hapyumienus Ha C HEeW3BeCTHA YecToTa

KpbBTA H [Tpunobura xemodmwins

JHMGpHATA

cHcTeMAa

Hapymenns na Penku Penky

HMYHHAT2 CHCTEMA

AHadwiakTuiaHa peakyusa’

C HEeW3BECTHA YECTOTA
OTXBbp/iAiHE HA TPAHCIUIAHTHPAH COMMAECH OPTaH

AHadurakTHUHA peakug”

Hapywenus Ha YecTH

€HIOKPHHHATA XUNEPTUPESOUIUIBM

CHCTEMA

Pecnuparopun, HeuecTtu Penky

'PLAHH H benonpobHa xuneproHms benoapobHa xunepToxus
MEAHACTHHAJHH C Hen3BecTHA YecToTa
HapYWieHHH HMHTepCTHLHANICH THEBMOHMT
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CToManHo4YpeBHN C HeW3BeCcTHA 4ecToTa
HADYIICHUA [TaHkpeaTuT, CTOMALIHO-YPEBHA
nepdopauus (B, neppoparus
Ha NUBEPTHUKYI, HA THHKOTO H
nedenorto 4epBo)”®

XenaroOuanapun | C Hey3BecTHA YeCTOTa C HeH3BeCTHA YECTOTA

HApPYIICHHA Octpa YepHonupoOHA HeZOCTaTBYHOCT , OcTtpa 4epHOapoOHa
TOKCHYEH XenaTur”, UHTOJIHUTHYEH XENnaTuT”", HeaoCTarb4YHOCT”, TOKCUUEH
XOJIeCTaTHYECH XenaTuT”, CMeCEeH XenaTur™
LMTONUTHIEH/X0MecTaTHYeH XenaTtur®

Hapymenun Ha Heuectu

KO’KaTa H AHTHOEIEM

NOAKOXKHATA ThKAH

Penxu
CurgpoM Ha Stevens-Johnson 7,

TOKCHYHA eNMUIepMaTHa
HeKpoJn3a *

C Heu3BECTHA Y€CTOTa
JIeBKOUMTOKIACTHYEH BACKYJIHT,
JlexkapcTeeHa peakiiug ¢
€03UHOPHUNHS U CUCTEMHH
CUMIITOMH"

~ BikTe Touka 4.8 OnucaHue Ha H3GpaHKu HEXENAHH JIEKAPCTBEHH PEaKLHH

Onuxcanue Ha M30paHK HeXEeNaHH JIEKAPCTBEHH PeakiHH

Tepamozennocm

JleHATNIOMHA € CTPYKTYPHO CXOIEH ¢ TATHAOMMI. TanuaOMHA € W3BECTHO TEPAaTOTEHHO ZKTHBHO
BEHIECTBO [PH X0pa, KOETO MPHIMHABA TEXKH )KUBOTO3ACTpalllaBalluy BpoaeHHu nedextu. [TpH MaliMyHu
NICHAMTNIOMU TPeAN3BUKBA MaldopMaLny, TOAOOHH Ha TE3H, OMKUCAHH 33 TATHIAOMUL (BX. TOUKH 4.6
H 5.3). AKO NpH X0pa No BpeMe Ha OpeMEHHOCTTa Ce MpHEMa JICHATHAOMHUI, CE 0UAKBA TEPATOTEHEH
edexr,

Heymponenun u mpombouumonenusn

. HoBoauarHocTHUMpad MyJTHIUIEH MHMENOM: NAUKWEHTH, KOUTO ca Hunn nomnoxenu Ha ATCK,

JICKYBAHH € MOThPIKAIIQ JICYEHHE C JCHATHIOMHUA
[Topaspxkaloro neveHue ¢ neHanuaoMua ciead ATCK ce cBbp3Ba € no-BUCOKA 9€CTOTA Ha HEYTPOMEeHHUd

CTeneH 4 B CpaBHEHUE ¢ MOAABPKALIO NpUIOKeHHe Ha mauebo (cvoTBeTHO 32,1% cnpamo 26,7%
[16,1% cripamo 1,8% cnex 3anouane Ha nopuspiao nedenue] mpu CALGB 100104 u 16,4% cnpsamo
0,7% npu IFM 2005-02). IMossuiaoro ce B pesynrar Ha jeyennero HC HeyTponeHms, Bomemwo mo
CITUpaHe He JICHANTHAOMHI ce HaOmomaBa chOTBETHO npy 2,2% oT maunenture B CALGB 100104 u
2,4% or nauuenture B IFM 2005-02. QebpunHa HeyTponeHua crened 4 ce ¢hoOIIaBa ChC CXOAHA
Y€CTOTA NPH paMeHaTa Ha NOANBPXKALIO JICYEHHE C JICHATWAOMHO, B CPaBHEHHE C paMEHaTa Ha
MOAABPAAIIO NPUIOKEHHEe Ha mauedo B aABere npoyusanmns (cboTBeTHO 0,4% crnpamo 0,5% [0,4%

cipsamo 0,5% crnen 3amousane Ha noaabpxaino JiedeHne] npu CALGB 100104 u 0,3% cnpamo 0% npu
IFM 2005-02).

[Monaspxaino nevenne ¢ geHanupomun cnen ATCK ce cBpp3sa ¢ MO-BHCOKA YeCcToTa Ha
TPOMOOLMTONEHHA CTENEH 3 WIK 4, B CPaBHEHHE C MOATBPKAILO MPUIOKEHHE HA TDTANet0 (ChOTee] HO
37,5% cnpamo 30,3% [17,9% cnipamo4,1% cnen 3arousase Ha MOAABPKALLO JieUeHUe E g@ﬁhﬁ

100104 u 13,0% cnpsamMo 2,9% nipu IFM 2005-02). 0
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’ HoBofWarHocTHUMpaH MYATHIUIEH MHENOM: NALMEHTH, KOMTO HE C€a mnoAXOAAIIM 13a
TPaHCTUTaHTANA, NMONYYaBallly JeHANUTOMHA B KoOMOHHaIKa ¢ Sopre3oMub B TekcaMeTasoH

Heyrponenus creneH 4 ce Habniomapa B paMoTo Ha RVd B mo-Manka cremeH OTKOJIKOTO B
CpaBHHTENHOTO pamo Ha Rd (2,7% cmpamo 5,9%) B npoyusamero SWOG S0777. QebpinHa
HEYTPOMCHIA CTENEH 4 Ce ChoblaBa ChC CXOMHHM YECTOTH B pamMoTo Ha RVd u pamorto ma Rd (0,0%
cnpamMo (,4%).

Tpombonuronenus creneH 3 unu 4 ce Habmoaasa B pamMoTo Ha RVd B 110-BUCOKA CTeneH OTKOJIKOTO B
CPaBHUTEIHOTO pamMo Ha Rd (17,2 % cnipamo 9,4%).

v HOBOAMATHOCTHUMpPAH MYJNTHIUICH MUENIOM: [AIMEHTH, KOMTO HE ca NOMXOAALIM 32

TPAHCIUIAHTAlUMA, IEKYBAHU ¢ JIEHATHAOMUI B KOMOHHALUA C JIEKCAMETA30H

KoMOHHaLuATa HA TICHATHMAOMHU ¢ JAEKCAMETAa30H NPH NMALUMEHTH C HOBOJHArHOCTULIMPAaH MYJITHIUICH
MHCJIOM C€ CBBp3Ba C M0-ManKa 4YeCTOTa Ha HeyTponmeHus oT 4-ra crened (8,5% npu Rd u RIS &
cpaBHeHne ¢ MPT (15%). ®ebpunua HeyTponieHus OT 4-Ta cTeneH ce Habmonapa psaaxo (0,6% npu Rd
i Rd18 B cpasnenue ¢ 0,7% npu MPT),

KoMOuHaumsATa Ha NIEHATHOOMUA C AEKCAMETA30H NIPH TMALMEHTH C HOBOOHArHOCTHULIUPAH MYJITHILIEH
MHCJIOM Ce CBBp3Ba C II0-MATKa YeCTOTa Ha TPOMOOLMTONEHHA OT 3-Ta M 4-Ta creneH (8,1 npu Rd u
Rd18) B cpasuenue ¢ MPT (11,1%).

. HOBOAHATHOCTUUHPAH MYNTHIUIEH MMEJIOM: NalHeHTH, KOWTO HE €A TNOAXOAANM 3a
TD3HCIUTaHTAlINA, NEKYBAHH C NEHANHAOMHIA B KOMOMHAaUMA ¢ Mendanad ¥ IPEeAHU30H
KombuHauusTa Ha NeHaTHAOMUA C MendanaH H NpeqHU3OH NMPpH NauMeHTH ¢ HOBOAHArHOCTHLHMpaH
MY/THIUICH MHENOM C€ CBBP3BA C MOBHILCH YECTOTA HA HEYTPONEHUA OT 4-Ta creneH (34,1% rnpu
MPR+R/MPR+p) B cpaBHenne ¢ MPp+p (7,8%). Habnronapana € MOBHIIEHA YecToTa Ha dpebpunna
HeyTponenus ot 4-ta crened (1,7% npu MPR+R/MPR+p B cpashenue ¢ 0,0% npua MPp+p).

KombuHauwiTa Ha jeHATMIOMUA ¢ Mendanad ¥ NPEAHH30H NPH NALMEHTH C HOBOJAHArHOCTHLIMPAH

MYJITHUIUICH MHCJIOM C€ CBBP3BA C MOBMIICHA HECTOTA Ha TPOoMOOUMTONEHUS OT 3-Ta H 4-Ta CTeneH
(40,4% npu MPR+R/MPR+p), B cpasuenue ¢ MPp+p (13,7%).

. MynTHILIEH MUETIOM: NALHEHTH C TOHE ENHA NPEAXOXAAlla Tepanus

KoMOuHaumaTa Ha JIeHATHAOMUI ¢ AeKCaMeTa3oH [MPH NMaUMEHTH C MYJITHILUIEH MHEIOM CE CBBP3Ba C
MOBMUICHA 4E€CTOTa Ha HEyTpomeHuA ot 4-ta cremedH (5,1 % npu naumeHTUTE, NEeKYBaHN C
JICHATHAOMH LY/ IEKCaMETa30H, cpaBHeHO ¢ 0,6 % TpH mauneHTHTe, JIeKYBaHH ¢ mnaiebo/nekcamMmerazon).
Enu3oad Ha (eOpuiiHa HeyTpoNieHNs OT 4-Ta cTerneH ca HabonaBaHu paako (0,6 % npu mauMeHTHTE,
JICKYBaHH C JICHATMIOMHI/ACKCaMeTa3oH, cpasHeHo ¢ 0,0 % npH naumenTure, JIEKYBAHH C
1auebo/exkcaMeTason).

KoMOMHauuATa Ha JTEHATMAOMHUI C AEKCAMETA30H MPH MALMEHTH C MYJITUTUICH MUEIIOM C€ CBBP3BA C
MOBHMIICHA HECTOTAa HA TPOMOOUMTONEHHA OT 3-Ta M 4-Ta creneH (cboTBeTHO 9,9 % u 1,4 % npu
(TAUNEHTHTE, JICKYBaHH C JICHATHAOMUI IEKCAMETA30H, cpaBHeHH ¢ 2,3 % u 0,0 % npu nanuedTwre,
NeKyBaHH ¢ Imauebo/nexcaMerason).

* TlauMeHTH ¢ MHEOAHCIIIACTHYHU CHHIAPOMH

Ipn naumeHTHTE ¢ MHETOAKHCIUTACTHYHY CHHAPOMH JICHATHIOMMUI CE CBBP3Ba C M10-BHCOKA YECTOTA Ha
HEYTPOTIEHHA OT CTeNeH 3 i 4 (74,6 % npu mauMeHTHTE, NEKYBAHH C JICHATHIOMUT, B CPAaBHEHHE C
14,9 % npu maumentyuTe Ha ruraue6o B npoyupanero dasa 3). Enusony Ha ¢ebprutHa HeyTponeHus oT
creneH 3 win 4 ce Habmonaear npy 2,2 % oT NMALUEHTUTE, TEKYBaHH C ICHATHIOMMUI, B CPaBH¢
0,0 % npu nammeHTHTe Ha Twiaue6o. JleHATMEOMUO ce CBBpP3BA C HO-BHCO :
TpoMOOLMTONEHHs cTeneH 3 wiu 4 (37 % NpH nmalHeHTHTe, JIEKYBaHH ¢ JIEHATHIOM

1,5 % npu maumenTute Ha nitaue6o B npoyusanero daza 3).
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. ITalIHEHTH ¢ MAHTENHOKJIEThYEH nuMbom
[IpH namMeHTHTE ¢ MAHTENHOKICTHYEH NUMQOM JIEHANTHIOMHA Ce CBBP3Ba C MMO-BHCOKA YECTOTA HA

cTeneH 3 win 4 HeyTponenus (43,7 % npu naiMeHTUTE, IEKyBaHH ¢ JICHATHIOMHA, B CPaBHEHHE ¢ 33,7
"0 IpH NALIMEHTHTE B KOHTPOJTHOTO PaMo B Npoy4BaHeTo daza 2). Enuzoau Ha crene 3 uny 4 debpina
HeyTponeHus ce Habmoaasat npy 6,0 % oT nauMeHTHTe, NeKyBaHH C JICHATHIOMKA, B cpaBHeHHe ¢ 2,4

% npu NanueHTHTe B KOHTPOJIHOTO PaMo.

* THauuenty ¢ ponukynapeH 1aMboM

KombuHaumaTa Ha ICHATMAOMHUA ¢ pHTYKCHMab npH Qonukynapen iuMdoM ce CBBP3Ba C MO-BHCOKA
“ECTOTA HA HEYTPONECHMA OT creneH 3 MiM creneH 4 (50,7% npu nauMeHTHTE, NEKYBaHH C
NEeHaMMAOMHA/pUTYKCHMaO, B cpaBHeHue ¢ 12,2% npu nauMeHTHTe, IeKyBaHH ¢ Iwiaue6o/puTykcuMas).
Bewyky ciyyad Ha HEYTPOMEHHA OT cTeneH 3 win 4 ca 06paTHMH NOCPEACTBOM BPEMEHHO MPEKBCBAHE
WM HaMaJIABaHE Ha 103aTa W/HIY IOAABDKALLO EYeHHe ¢ pacTexHH dakTopu. OcBeH ToBa (pebpuiHa
HEYTpPONEHUA ce Habnioaasa paaxo (2,7% npu naukeHTHTE, NEKYBAHH C JEHATHIOMH/ PHTYKCHMA0, B
cpaBHeHHe ¢ (,7% npH nauMeHTHTE, NEKYBaHH ¢ IIaLe0o/puTykcumMat).

JleHanuaoMuA B KOMOWHALIMA ¢ pHTYKCHMa6 ce CBBP3Ba H ¢ O-BHCOKA YECTOTA HA TPOMOOLIMTOEHHS
OT creneH 3 wiH 4 (1,4% NpH nalMeHTHTe, NeKyBaHU C IEHATHAOMHI/PHTYKCHMAa6, B cpaBHeHHe ¢ 0%
[pH NaLHECHTHTE, JIEKYBAHH ¢ mnanebo/purykcuMal MmaluueHTH).

Benosna mpomboembonus

llosuiuen puck ot JABT u BE ce cBep3Ba ¢ ynorpefara Ha KOMOWHALMA OT JIEHATHAOMMA C
ACKCAMETa30H IpH NALUEHTH ¢ MYJITHIUIEH MHEOM H B IO-MAJIKA CTENEH NMPH NMAlHEeHTH, JIEKYBAHHU ¢
NCHATWAOMUA B KOMOUHAUMA ¢ MendanaH ¥ NPeAHH30H, WIH NPH NAlMEHTH C MYITHIUIEH MHENOM,
MHENONUCIUIACTHYHH CHHAPOMH H MAHTETHOKIEThYEH NUM(OM, JIEKyBaHH ¢ MOHOTEpANHSA C
NneHanuaoMua (BX. To4Ka 4.5).

EnHOBpEMEHHOTO NMpHUJIaraHe Ha CTUMYJIMPAINM €PUTPOTIOE3ATA CPEACTBa WK aHaMHesa 3a JIBT Chllo
MOraT I1a yBeIHJaT pUcKa OT TpoMO03a IIPH Te3H NMalHMeHTH.

Hnpapxm na muoxapoa
HMHdapkT Ha MHUOKapaa ce cho0lIARA NPH NALWEHTH, MONYYaBaLIN JEHATHIOMHE, OCOGEHO TIPH TE3H C
H3BECTHU PHCKOBH QakTopH.

XeMopazuyHu Hapyuiesus

XeMOparuvHUTE HapyLUCHWs CA JaIC€HH MOI HAKOJNKO CHCTEMO-OpPraHHM KnacoBe: Hapyienus Ha
KpbBTa ¥ JNHUM(pHATA CHCTEMA; HapyUIEHMA Ha HEpPBHAaTa CUCTeMa (BbTpE4EpENeH KpPbBOM3IHUB);
PECUPATOpHH, TPBAHK H MEINACTHHANTHH HapyUICHHA (€NHMCTAKCHUC); CTOMAILHO-YPEBHH HAPYIICHHA
(KbpBEHE OT BEHLUTE, XEMOPOHAEH KPBBOUINIHB, PEKTAEH KPbBOMIHB); HAPYLICHHUS HA 6sOpelTe B
NUKOYHUTE NBTHUILA (XEMATYPHS); HAPAHABAHHA, OTPABAHHSA H YCIOKHEHHA, BL3HHKHAJH B PE3ysITaT Ha
HHTEPBEHIWH (KOHTY3UM) U CBAOBH HAPYILUEHUA (€KXUMO3a).

ARepausny peaKyuu ¥ MeNCKU KONCHU PeaKyuu

CpobiaBarT ce ciyyau Ha AIEPruuHM PeakLWH, BKIIOYHTEHO AHIHOENEM, aHADIAKTHYHA peaKuus |
TEKKH KOXHHM peakuuH, BmoudTendo SJS, TEN u DRESS, nmpu ynorpefara Ha nenanupomun. B
JUTEpaTypara ce ChoOlIaBa 3a Bb3MOXHA KPBCTOCAHA PEAKUHMS MEKAY JCHATHAOMUA M TATHAOMHL.
[TauneHTH ¢ aHaMHe3a 3a TeXbK OOpHB, CBBP3aH C JIEYeHHe C TATHAOMHI, He TpA6Ba Aa MoMyyasar
NEeHATKAOMUI (BXK. TOUKa 4.4).

Bmopu nvpeuunu anoxauecmeenu 3abonasarus
B KIMHHYHHA NPOYYBaHHUs HA JIEKYBaHH NPeIy TOBA NALMEHTH C MUEIOM C JICHATHAOMHI/ o A 30F
B CPaBHEHHE C KOHTPOJHTE, BKIHOYBALIN IMABHO 0azaHOKJIEThYEH WIM CKBAMO3HOKIIPTTAN

KOKaTa.
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Ocmpa Mueaouona reexemus
. MyYITHILIEH MHETTOM

Cnyqau Ha OMJI ce HabmonaBaT B KIHHHYHMUTE H3THTBAHHA [Ipd HOBOOWArHOCTULIMPAH MYJTHIUIEH
MHCJIOM NPH NAUHEHTH, OPOBEXAAUlM JICYEHUE ¢ JICHATHAOMUI B KOMOMHAIMA C MendanaH, WIH
HenocpeacreeHo cnen BAM/ATCK (Bx. Touxa 4.4). ToBa nosumenue He ce HaGMIONABA B KIHHUYHH
H3MHTBAHUA Ha HOBOAHATHOCTHUMPAH MYJITHIUICH MHEJIOM NPH MALIMEHTH, IPHEMAIIM NEHATHAOMMA B
KOMOMHALIMA C AEKCAMETA30H, B CPABHEHHE C TATMAOMUA B KOMOHHALMS C MeNanad H NpeaHH30H.

. MHueToaAHCIIACTHYHH CUHIPOMH

[IpOMEHNHBHTE HAa H3XOMHO HHBO, BKJIIOUBALIM KOMILTEKCHZ LUTOreHeTHKa M TP53 MyTalus, ce
CBbp3BaT ¢ mporpecHa Ao OMIJI npu nauueHTH, KOMTO ca TpaHChY3MOHHO-3ABMCHMHM H MMAT
aHOMANuATa Aeneumd 5q (BX. Touka 4.4). M3uncneHHAT 2-roauies KyMyIaTHBEH PHCK OT nporpecus
n0 OMJI e 13,8 % npu manMeHTH ¢ aHOMANMATA M30NHpaHa Aenelus >q B cpaBHenue ¢ 17,3 % npu
MANMEHTH ¢ ACNEUHa 5q ¥ eaHa NOMBIHHTENHA IMTOTEHETHYHA aHoManHud U 38,6 % NPy NDAUUEHTH C
KOMILTEKCEH KapHOTHN.

B post-hoc aHany3 Ha eTHO KNIMHHYHO M3NUTBAHE ¢ NEHATMAOMUI TIPH MHUEJIOANCILIACTHYHY CHHIPOMH
HITHC/ICHAaTa ABYTOAHINHA 4YeCTOTa Ha mporpecks mo OMIJI e 27,5 % npu THC-p53 nonoxurenuu
nauueHTH # 3,6 % npu IHC-p53 orpuuarennu maunentu (p=0,0038). Mpu ITHC-p53 nonoxurenHure
NallMeHTH Ce HabofaBa MO-HHUCKA Y€CTOTa Ha mporpecks ao OMJI CpelA MALUMEHTHTE, KOHTO ca
FIOCTUTHAIM QTTOBOD HE3aBHCHMOCT OT Tpanchys3usa (HT) (11,1 %) B cpaBHEHHME ¢ HEMOCTHIHAIMTE
oTroBop (34,8 %).

Yepnoopobru napyuienus

Cpobiana ce 3a CICAHUTE HEXeTaHH PEaKLMH clie/l ITYCKAHETO Ha nasapa (¢ HEM3BECTHA YECTOTA):
0CTpa 4EPHOAPOOHA HENOCTATHYHOCT H XOJECTasa (M ABETE ¢ NOTEHUHANHO daraneH H3XO0[1), TOKCHYEH
XCIATHT, WHTONIMTHYCH XEMATHT, CMECeH LIHTOMHTHYCH/XONECTATHYEH XeNaTHT.

Paboomuonuza

Habmonapanu ca peiiku Clyuan Ha pafaoMHONN3a, HAKOM OT KOHTO [PH MpWIAraHe Ha JeHaTHIOMU
ChC CTATHH.

Hapyuienus na wyumosudnama xenesa

Crobmapann ca ciayyam Ha XHOOTHPEOHAWILM M Cly4yaH Ha XHUNEPTHPEOHIM3BM (BXK. Touka 4.4
HapymeHua Ha muToBuaHATA sxe3a).

Pearxyust na akmusupane na MYyMOPQA 4 MYMOP-RUSUC CUHOPOM

B mpoy4saneto MCL-002 npubnusurenno 10 % or 1eKyBaHHTE ¢ TEHATHIOMMI NAUHEHTH OJIy4YyaBaT
TFR 8 cpaBHenue ¢ 0 % B KOHTPOTHOTO pamo. MHO3BMHCTBOTO OT CHOUTHATA Bb3HHKBAT B LUKBI 1,
BCHUKH Ca OLICHCHH KaTO CBBP3aHH C NEUEHUETO, 8 MHO3UHCTBOTO OT ChOOLLEHUATA ca 32 cTeneH | UK
2. IManuenTtnTe © BUCOK MIPI npu nocraBane Ha AMArHO3aTa WIH C TYMOPHa Maca (Hal-MaJKo egHa
JIE3MA, KOATO € = 7 cm B HAW-ABNTHA AHAMETHP) HA U3XOZHOTO HMMBO MOTaT Ia ca B puck ot TFR. B
npoyusaHeTo MCL-002 TLS ce cro6iuasa npy eanH NaLMeHT BB BCAKO OT ABETE paMeHa 3a JieyeHHe,
B noaxpensiuoro rnpoyusane MCL-001 npubnusurento 10 % ot namuesTuTe nony4asar TFR; BcHuku
cboOIIeHKsA Ca 32 cTeneH | WM 2 10 TEXECT U BCHYKH Ca OLEHEHH KATO CBBP3aHU C JICYEHUETO.
bonmHHCTBOTO OT CHOMTHATA BBL3HMKBAT B UKL 1. Hama chobuienns 3a TLS B npoy4ysaHero MCL-
001 (Bx. TOUuka 4.4).

B npoyysanero NHL-007 TFR ce cnhobmapa npu 19/146 (13,0%) or mammeHTHTE B PaMOTO Ha
neHamMaoMua/putrykcumab cnpamo 1/148 (0,7%) naumMeHTM B paMoTo Ha rwianedo/purykcumad.
[Toseyero cnyyau Ha TFR (18 ot 19), cho6menu B paMoTO Ha NIEHANUOOMHUI/ PUTYKCHM a0 TATRE™
Mo BpEMEC Ha MBPBHTC [Ba LHKBIA HA neyeHWe. EavH nauueHt ¢ OJI 2
NeHanunoMuy/ puTykeumMal nomyuaea TFR cu6uTHE OT CTENEH 3 CIpSMO HUTO eHH I

-

o e}
48 3 Ty

% .

<




Ha niane6o/putykcumab. B npoyusanero NHL-008 7/177 (4,0%) ot naunenTure c OJI nonyyasatr TFR;
(3 crofLueHua ca creneH | Mo TEXeCT, a 4 ChOBILEHUA Ca CTEMeH 2); kato 1 cpoblueHHe ce cumTa 3a
cepHo3HO. B mpoyusanero NHL-007, TLS pv3xuksa npu 2 naumentu ¢ OJI (1,4%) B paMoOTO Ha
NIEHATMOOMHUL/PHTYKCUMA® W He BB3HMKBA OPU HUTO e€OMH nauWeHTH ¢ ®J1 B paMOTO Ha
nnauedo/pHTyKCUMab; HUTO eMH OT JBaMaTa MALMEHTH HE € UMal ChOUTHE OT cTemed 3 Win 4. TLS
Bp3HKMKBa npd 1 manmeHt ¢ @JI (0,6%) B mpoyusaHero NHL-008. ToBa enuHHYHO CHOHTHE e
ONPERCIICHO KaTO CCPHO3HA HEXENnaHa peakLuA or cteneH 3. B npoyusanero NHL-007 HHTO enmH
NalLKUCHT HE CE€ Hajlara a NpekbCBa TepanusaTa ¢ neHanuaoMuL/purykcumab nopagn TFR wim TLS.

Cmomauno-upeery Hapyuienus

[lo BpeMe Ha JieveHNETO C NeHANTMIOMU ce cho0lIaBa 3a CTOMAITHO-YPEBHY nepdopaliyd. CTOMALIHO-
HpeBHUTE nepopaumy MoraTt aa AOBEAAT OO CENTHYHH YCIOKHEHHS W MOTaT Aa Ce ACOLHUPAT C
¢araneH U3Xox.

CrobinapaHe Ha MOIO3UPAHH HEXENAHN peakLyH

ChoOmaBaHeTo Ha MOJO3UPAHH HEXEaHH PEeaKLMH Clief pa3peliaBaHe 3a ynorpeba Ha JIEKapCTBEHHA
NPOAYKT € BaXHO. TOBa N03BOJIABA A2 MPOAB/DKH HAGNIOAEHUETO HA CHOTHOIICHHETO MOMN3a/pHCK 32
JICKAPCTBEHUA TPOAYKT. OT MEANLIMHCKMTE CIIELIHANIHCTH Ce H3HCKBA Aa ChOOMIABAT BCAKA NONO3MPaHA
HEXEeNlaHa peakLui upes:

HM3nbJIHHTENHA areHUus N0 eKapCTeaTa
yn. ,,Jdamsau I'pyes” Ne §
1303 Codus

Ten.: +359 2 8903417
yebcaliT: www.bda.bg

4.9 Ilpeno3upaue

Hsma cnennguyen onur B jieueHHETO Ha NPEAO3NpaHe HA TEHATHIOMHUT MpH ITALUEHTH, BBIIPEKH Y€ B
[IPOyYBaHHA 32 NO30B AHANA30H HAKOH NaLMeHTH ca OwiM excnonupanu 1o 150 mg, a npu eqson0308u
Mpoy1BaHHA HAKOH NMALIMCHTH Ca exCrioHupawy no 400 mg. JlumutHpainara 103ata TOKCHYHOCT B TE3H
pOy4BaHHA € OH/a OCHOBHO X€MAaTONOTHYHA, B cilyuali Ha npenosupane ce NpPenopbysa NOATHPKALLO
JIEYEHHE.

5. GOAPMAKOJOIHYHH CBOHCTBA
5.1 @apmakoanHAMHYHH cBoOltcTBa

DapmakoTepanesTHyHa rpyna: JIpyru uMyHocynpecanti. ATC kom: L04AX04.

MexaHn3sbm Ha JelcTBHE

JlenanunoMua ce cebp3Ba AMpekTHO ¢ uepebnon. Llepe6ioH e KOMIOHEHT Ha KynuH-RING E3
YOHKBHTHHINra3eH €H3UMEH  KOMIUIEKC, KOMTO  BKIIOYBA CBbp3Ballii  YyBpeda Ha
Ae30kCHpHuOoHYKknerHoBara kucenuHa (JIHK) 6entok 1 (damage-binding protein 1, DDB1), kynuH 4
(cullin 4, CUL4) u perynatopa Ha kyaunute 1 (regulator of cullins 1, Rocl). B xemonoeTHunu kneTku
JICHANNIOMHU, CBBp3BalKK ce ¢ nepebiod, npuBiHya cybcrparaure Genteim Aiolos u Ikaros,
NUMPOUIHHN TPAHCKPUITIHOHHH (aKTOPH, TOBA BOAM A0 TAXHOTO yOHKBUTHHHUpaHE H MOCASABALLQ
pasrpaxnane, KOeTo BOAH A0 NMPEKU UUTOTOKCHYHH U UMYHOMOIYIaTOPHU eekTH.

INo-cneumanno neHanuaoMua MHXHGHpa nponHepaUMATa ¥ MOBUILABA AMIONTO3ATA L
XEMOMOCTHYHH TYMODHH KIETKHM (BKIIOYHMTENHO miazMeHuTe MM TyMOpHM K€
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KJIETKH Ha (ponukynapeH JUMBOM U Te3M ¢ Jeneums Ha XpoMo3oMa 5), 3aCHiIBa MeIHUPaHUs oT T
XJIeTKHTe ¥ ecrecTBednTe KieTkd youiun (NK) uMyHurer M nosumiapa 6pos Ha NK, T u NK T
knerkure. [Ipn MAC ¢ neneuua 5q neHaANKAOMUI CeNIEKTHBHO HHXHOHpa KJIOHA C AHOMAIHUA, Kato
MOBUIIABA AMOITTO3ATA HA KJIETKUTE C AeNenus 3q.

KoMOunanuaTa Ha JIEHATHAOMMIA H PHTYKCMMal T[OBUIIABA aHTHTAIO-3aBHCHMAaTa KJIEThYHA
uuroTokcuHocT (ADCC) ¥ AMpeKTHATa anonTo3a Ha TYMOPHHUTE KJIETKH Ha QONHKYNapHUs THMPOM.
Mexauu3MbT HA AeHCTBHE Ha TEHANTMAOMU BKJIKOYBA 1 JONBJIHUTEIHY JEHCTBUA KaTO aHTHAHTHOTeHHU
H FpOCPUTPOIIOETHYHH cBolicTBa. JleHanupomun wHxuOupa aHrHoreResata 4pe3 ONOKHMpaHe Ha
MUTpaUMATA M AOXE3UATa Ha CHAOTENHHTE KIETKH H (QOPMMPAHETO HAa MHKPOCHAOEBE, 3aCH/IBA
MpoayKuMATa Ha deraneH xemornodus ot CD34+ xeMaTonoeTHYHUTE CTBONIOBH KIIETKH W MHXMOHpa
NpoayKLKATA Ha NpoHH$namaTopHu uuTokudM (Hanp. TNF-a u IL-6) 0T MOHOLIHTHTE.

KnuHu4Ha ePukacHOCT U 6e30MacHOCT
EduxacHoctra ¥ Ge30MacHOCTTA HA JICHATHAOMHMI Ca OLEHSHHW B WIECT MpOyYBaHusA ¢asa 3 npu
HOBORMATHOCTULIMPAH MYNTHIUIEH MUEJIOM H B ZIBE MPOy4YBaHuA (pa3a 3 Npu peLuauBHpall pedpakrepeH
MYJTHIUIEH MHENOM, eano ¢asa 3 npoyysaHe, U eaHO (aza 2 npoydusaHe NpH MHENOAUCIUIACTHYHH
CHHIPOMM, H €aHO (a3a 3 witoc eano ¢asa 36 npoyysane npu HHXJI, KakTo € OMUCAHO MO-J0Ty.

Hosoouagznocmuyupas Mysmunien Mueaom

* [loagmppixaulo JevyeHHe C IeHATHAOMK NPy NalMeHTH, noanoxenyd Ha ATCK

EdukacHocTTa M 6€30MacHOCTTa Ha NOANBPXKAWIO JIEYeHHe C JICHATHAOMHI € OLEHEHO B ABE
MHOTOLEHTPOBH, PaHIOMH3WpaHH, ABoHHO-cienu npoyuyBaHus ¢asa 3, ¢ 2 paMeHa, NapalenHo
rpynoBH, mnauedo-koHTpoarpanu npoyusanusa: CALGB 100104 u IFM 2005-02

CALGB 100104
[Togxopsly ca MalMeHTH Ha Bb3pacT Mexay 18 u 70 roauuu ¢ aktueeH MM Hanarain jseueHue H 0e3
npeaxoaHa nporpecus cien Ha4aaHo JeUueHHe.

[TlauueHTHTE ca paHOOMH3HpaHH B cboTHoweHHe 1:1 B pamMkure Ha 90-100 num cnex ATCK z3a
MONABPHKAULO JIEUEHHE WIM C JIEHANMNAOMUA, Wik ¢ ranebo. IMogabpxamara fosa € 10 mg BeaHbXk
IHEBHO B THH 1-28 B noBTapAiny ce 28-1HeBHH UMKIM (C NOBHIIABaHE A0 15 mg BEAHEK AHEBHO Cleq
3 Meceua NpH JIMICA HA OrpaHHYaBallla [03ara TOKCHYHOCT), KaToO JICUEHHETO NpPOIRIKaBa A0
nporpecusTa Ha Honecrra.

[TepBrYHAaTa KpaifHa TOYKa 3a edHKACHOCT B MPOYYBaHETO € npexxuBaeMocT 6e3 nmporpecus (I1BI1) ot
PAHAOMH3UPAHETO JO JATATAa Ha MPOTrpecHs UIH CMBPT, B 3aBUCHMOCT OT TOBA KO€ C€ CIIyYH NBPBO; B
POy4YBAHETO KpaliHara TOYKa 3a o0LUA NMPEeXUBAEMOCT He € O6uno Bp3MOXHO Aa ce oueHn. Oomo 460
MaLMEHTH ca PaHAOMH3UpaHH: 231 mauyeHTH Ha NeHAMHAOMHI U 229 nauueHTH Ha maneoo.

HemorpadCckuTe U CBBp3aHuTE ¢ 00JlecTTa XapaKTepUCTHKY ca falaHCHpaHH MEXAY ABETE IPyNH.

[MpoyuBaHeTO € pa3clieneHO c¢Jiel Tpemopbka Ha KOMHUTeTa HaQmrogaeall OaHHHTE, CIIEA Kato €
MPpEMHHATA TIpaHWlaTa 3a MpenBapHTeNHO TUlaHWpaHus MexauHeH aHanus Ha [1BIl. Cren
pa3CcnensaBaHeTO Ha MAalHEHTHTE B rpynarta Ha wiauebo ce paspeliaBa Ja ITPeMHHAT Ha JIEHATHAOMHI
npeay nporpecupaHe Ha bosecrtra.

Pesyntature 3a I1BI1 npu pascnenssaHeTo, Ce NPEABAPHUTEIHO NAAHUPAHUA MEXIAHHEH aHANU3, NpH
M3N0A3BaHe Ha rpaHMuHa mata 17 nexemBpu 2009 r. (15,5 Mecena npocnegsiBaHe), noxaspa 62%
HaMaJIeHHEe Ha PUCKa OT Mporpecud Ha 3ab0omABaHeTO WM CMBPT B non3a Ha nenanvaomun (HR = 0,38,
95% AN 0,27; 0,54; p <0,001). Meauanara na oburara I1BI1 e 33,9 meceua (95% JH NE, NE) B pamoTo
Ha neHanuaomua cpemy 19,0 mecena (95% JIH 16,2; 25,6) B pamoTo Ha ruanedo.

[Tonzata nmo otHoweHnue Ha IIBIl ¢e¢ HabmomaBa kaxkTo B moarpynara nalHeHTH
noXrpynara nauMeHTy, KouTo He nocturat [10.
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B tabauua 7 ca IpeACTaBEHH pe3yNTAaTUTE 32 MPOYUBAHETO ¢ aTa Ha 3akirousane | deBpyapu 2016 .

Tabanua 7: PedtoMe Ha o01INTe JaHHH 32 ePHKACHOCT

Jlenanuaomunn [Inauebdo
(N =231) (N =229
OueHnena ot n3caeaosarenn IIBII
MennaHna® na Bpemeto Ha ITBI1, B meceun (95% JH)° 56,9 (41,9,71,7) | 29,4 (20,7, 35,5)
HR [95% IOH]*; ¢ p-cToliHOCT 0,61 (0,48, 0,76); <0,001
IBII2*
Menuana® Ha spemero Ha I[BI12, B Meceun (95% TA)° 80,2 (63,3, 52,8 (41,3, 64,0)
101,8)
HR [95% JH]°; p-cTofinocT 0,61 (0,48, 0,78); <0,001
O6112 npexkHBAEMOCT
Menuana® Ha BpeMero Ha OI, meceuum (95% JU)° 111,0 (101,8, | 84,2 (71,0, 102,7)
NE)
HecroTa Ha 8-roaMiuHa npexxusseMoct, % (SE) 60,9 (3,78) 44,6 (3,98)
HR [95% JIH]" ; p-croiinoct’ 0,61 (0,46, 0,81); <0,001
IlpociiennBaHe
MenuaHa® (MHH, MaKc), MECEelIH: BCUYKH ITPEXKHUBENH 81,9 (0,0,119,8) | 81,0 (4,1, 119,5)
MalHeHTH

AW = nosepureneH HuTepBa; HR = xoegHuuueHT Ha pHcka; MaKC = MAKCHMYM; MUH = MHHUMyM; NE = e

e onpeneneHo; OIl = obina npexusseMoct; I1BI1 = npexuBaeMoct €3 nporpecus;

"Menqnanara ¢ Ha 6asa onpengensHe no Kaplan-Meier.

695% JIM 3a MequaHaTa.

®Ha Gasara Ha Monena Ha Cox 3a NponOpLHOHANTHOCT HA PUCKa, CPaBHABALL PHCKOBHTE DYHKUHH, CBBP3aHH C
NOCOYEHHUTE IPYIIH HA JICUCHHUE,

" p-cTOliHOCTTA € Ha Oa3aTa Ha HecTpaTU(HLHPAH JOrAPUTMHYEH PAHTOB TECT HA PA3/IMKUTE B KPHBHTE Ha
Kaplan-Meier Mexay NOCOYEHHTE paMeHa Ha IeYeHHE,

1 ExcnroparopHa kpa#tHa touka (I[1BI12). JlenamuaoMua, noy4eH OT YHaCTHHIHTE B PaMOTO Ha naaueto,
NPEMHHANH KbM aKTHBHO JICUCHHE CIe] pasclielBAHETO, HE CE CUMTA 3a JIeUEHHE OT BTOpa JHHKA.

*Meaxana Ha npocaeaapanero cnen ATCK 3a BCHYKH NMpPeXNBENTH yYaCTHHLH.
I'pasuun 3a gaHunTe: 17 gex. 2009 r, uw 01 des. 2016 1.

IFM 2005-02

[ToaxonsAwy ca NauKeHTH Ha BB3PAcT < 65 roAMHHU [IPH AMATHOCTHLIMpPaHeTo, noanokeHy Ha ATCK u
MOCTHTHAIH HaW-Malnko cTabuner TepaneBTHYEH OTrOBOP KBM MOMEHTA HA XEMATOJIOTHYHO
BB3CTAHOBABaHE. lalMeHTHTE Ca paHAOMU3HPAHH B ChOTHOILIEHHE 1:] 3a NOAABPXALIO JEUEHHE UITH C
JICHANHAOMHUA, HNH ¢ r1auedo (10 mg BeaHsX AHEBHO B JHU 1-28 Ha moBTapAIny ce 28-XHEBHH LIMK/IH
¢ NMOBHILEHHE 00 15 mg BEAHBK AHEBHO Clel 3 Mecella NMPH OTCHLCTBHE Ha TOKCHYHOCT, BOEINa [0
OrpaHHYaBaHE Ha J103aTa) CIEA 2 Kypca Ha KOHCONHAALIMA ¢ JTeHATHAOMHA (25 mg/nen, nuv 1-21 or 28-
AHEBeH LIHKBI). JIeUEHHEeTO e clieaBao Ja mpoabIXKH A0 MporpecHs Ha 3abosIsIBaHeTo.

[TepBuaHaTa xpafina Touka e [1BI1, onpenenena OT paHOOMH3UPAHETO A0 AATaTa Ha MPOTrpecHs WIH
CMBPT, KOETO C€ CIy4H MBPBO; B NPOYYBAHETO KpafiHaTa TO4kKa 3a 0o0ula NMPEXKHBAEMOCT HE OMNIO
BB3MOXKHO 1a Ce OUeHH. PanaoMusupanu ca obwo 614 mauuenty: 307 mauueHTH Ha JIEH
307 nauueHTH Ha nnaue6o.
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[IpoydBaHETO € pa3sCiieneHo cel Mpernopbka Ha KOMMTETa Habmoxasalll JaHHHMTE, Cliell Karo €
NMPEeMHUHATA TpPAHMLATA 33 npeBapUTeNHO IUlaHMpaHus MexauHeH aHanu3 Ha [IBIL. Cren
pa3ciensBaHeTO Ha NalMEHTHTE Ha rutauebo He ce paspeluasa Ja NPeMUHAT Ha JICHANTHIOMMUA npeaH
nporpecupaHe Ha 6onectra. PaMoTO Ha NEHANMIOMHI CIKpa NeYyeHHe, KaTo NpoaKkTHBHA MspKa 3a
6e30MacHOCT, CJIEN KaTo € YCTaAHOBEHO Hapyllasase Ha Gananca Ha BII33 (Bx. To4uka 4.4).

Pesynrature 3a I1BI1 npu pascnensBaHeTo, cnen NMPEABApHUTEIHO IUIAHHPAH MEXIWHEH aHaH3, IpH
W3MO3BaHe Ha rpaHuuHa Aata 7 woau 2010 r. (31,4 Meceua npocnenssaHe) Noka3sat 48% CHIKEHHE HA
PHCKA B NOJI3a Ha JICHATMAOMUK/ TI0 OTHOIEHHe nporpecupane Ha Sonectra wiu cMupt (HR =0,52; 95%
U 0,41; 0,66; p <0,001). Menmnanara Ha o6wara [1BIT e 40,1 meceua (95% U 35,7; 42,4) 8 pamoTo
Ha JleHaIuZoMHL cpeiny 22,8 meceua (95% AU 20,7, 27,) B pamoTo Ha nnaneobo.

[Monsara no orHomeHue Ha ITBI1 e mo-manka B noarpynara nauuenTy ¢ [10, B cpaBHEHHE ¢ IOATpynaTa
nauueHTH, KOUTO He nocturar [10.

Axtyanusupauara I1BIl, mpm rpanudna mara 1 ¢espyapu 2016 r. (96,7 meceua npocneiseane)
NPOOEIKABA 1a TOKa3Ba mpeauMcTBo no otHomenue Ha [IBIT: HR = 0,57 (95% AW 0,47; 0,68; p <
0,001). Menuanara Ha o6wara I1BI1 e 44,4 meceua (39,6; 52,2) B paMOTO Ha JICHANHIOMH], cpety 23,8
meceua (95% U 21,2; 27,3) B pamoTo Ha ruauebo. 3a [IBI12, nabmonasanuar HR e 0,80 (95% U
0,66; 0,98; p = 0,026) 3a neHanunomMua cupamo wiauebo. Meauanara 3a obwara I1BI12 e 69,9 Mecena
(95% I 58,1; 80,0) B pamoTo Ha nenanmuuoMun cpeiry 58,4 mecena (95% U 51,1; 65,0) B pamoTo Ha
mnaue6o. 3a OI1, Habnmogasanuar HR e 0,90 (95% A 0,72; 1,13; p = 0,355) 3a neHanugOMUI CIIpaMo
rmiaue6o. MennaHaTta Ha BpeMeTo Ha obmara npexusseMoct € 105,9 meceua (95% O 88,8, NE) B
paMoTO Ha neHanuaoMua cpeury 88,1 meceua (95% U 80,7; 108,4) B pamoTo Ha mianebo.

* JleHanuaOMHA B KoMOMHalMa ¢ Oopre3oMHO M JeKcaMeras’oH NpH [MAalMeHTH, KOHTO HE ca
MOAXOAAIIH 338 TPAHCIUIAHTAUMA Ha CTBOJIOBH KNETKH

[Mpoyusanero SWOG S0777 ouensaBa noGasaneTo Ha OOpTe30MHO KBM OCHOBA OT JICHAIUIOMHL W

IEKCAMETAa30H KaTo HavYanHO IJIe¥eHHe, MOCAERBAHO OT MNpPOABIKHUTENHO npunoxkeHue Ha Rd no

nporpecus Ha 3a60NABaHeTO, MPH MAUMEHTH C HEJIEKYBAH JI0 MOMEHTA MYJITHILIEH MHEJIOM, KOKTO HITH

HE ca MOAXOAIIH 32 TPaHCIUVIAHTALIHA, WIH ¢a MOAXONAIIH 33 TpaHCIUlaHTaLusA, O6e3 1a ce NpeaBIKIA

HEMOCPEACTBEHA TPAHCIUIAHTALIUS.

[TaigieHTHTE B paMOTO Ha NeHaAMHaoOMEL, Hopre3oMub 1 fekcamerasoH (RVd) nomyvasat nesaauaoMua
25 mg/neH nepopanHo B AHMTE 1-14, uHTpaBeHo3HO Goprezomub 1,3 mg/m® B gHuTe 1,4, 8 1l u
aekcameTasoH 20 mg/neH nepopanHo 8 aHure 1,2,4,5,8,9, 11 1 12 ot noprapsimu ce 21 AHEBHH LUHUKIH
B MPONBDKEHNE HAa MAaKCUMMYM oceM 21-aHeBHM uumkbna (24 cexmuui). Ilauwenture B paMoTo Ha
nenanuaoMua # aexcametasoH (Rd) nonyuasar neHannaoMua 25 mg/neH nepopantdo B guure 1-21 H
nexcaMera3oH 40 mg/neH mepopanHo B aHure 1, 8, 15 U 22 or nosrapawy ce 28-IHEBHH LUKIH B
MPOXBIKEHUE HAa MAKCHMMYM HIeCT 28-nHeBHM LMKbBIA (24 ceamuun). [TauneHTHTE U B IBETE paMeHa
npoasL/DKaBar Aa npueMar Rd: neHanunomMua 25 mg/aeH nepopanHo B gHUTe 1-21 U nekcamerasoH 40
mg/neH nepopanHo B aHUTe 1, 8, 15 1 22 oT nmoBTapamy ce 28-14eBHH UMKIN. JIedeHHEeTo MpoaAbIKaBa
IO mporpecus Ha 3abo/IIBaHeTO.

[TbpeuuHaTa KpaiHa TOUKA 32 eUKaCHOCT B MPOYYBAHETO € npexusaeMocT 6e3 nporpecus (I1BIT).

O6wo 523 malMeHTH ca BKIYEHH B APOYYBAHETO, KaTo 263 nalMeHTH ¢a paHooMU3UpaHd Ha RVd u
260 maudenTH ca paHgoMusHpaHM Ha Rd. Jlemorpadckure XapakTepUCTUKM H CBBP3aHHUTE CBC
3a00/15BaHETO XapaKTEPHCTHKH Ha H3XOAHOTO HMBO ca nobpe HanaHCHpanu MeXAy paMeHara.

Pesysrrature 3a [1BI1, ouenenu ot IRAC, no spemeTo Ha MBPBUYHHA aHATH3, ITPH JaTa HA 3aK/IH0YBAHE
Ha gaHHuTe 05 HoemBpu 2015 r. (50,6 Meceua npocnenssane), rnokassar 24% MOHHKEHUE HA PUCKA OT




(95% U 25,6; 38,2) B pamoro Ha Rd. [Tomsata ce HaboJaBa He3aBHCHMO AaNH NAallMEHTHTE Ca
MOAXOAAIIN HIH He 34 TPAHCILTAHTAHUS HAa CTBOJIOBH KJIETKH.

Pesynratute oT npoy4BaHeTO NpHM AaTa Ha 3aKMIOYBAHE HA AaHHUTE 0] nexemspy 2016 r., xnaero
MCRHaHaTa Ha BpEMETO 3a NPOC/ICINIBAaHE HA BCHYKH TPEXHBEIU NAaLHEHTH € 69,0 Mecena, ca naaeHu B
Tabnwrua 8. Tonsara ¢ npeauMeTso 3a RVd ce HabmonaBa He3aBUCHMO JaJIH MaAUHEHTHTE Ca MOAXOAAILH
HIIH HE 3a TPAHCIUIAHTALIMA Ha CTBOJIOBH KJIETKH.

Tabsuua 8. PesromMe Ha o6mHTe JaHHH 32 eduKacHOCT

| HauanHo redyenne

RVd Rd
| (3-ceaMUYHA IHKAH (4-ceamMHYNH
X 8) IBHKJIH X 6) |
| (N =263) (N =260)

I[1BI1, ouenena or IRAC (meceun)

MenunaHa® Ha BpemeTo Ha [1BI1, Mecelu 41,7 (33,1; 51,5) 29,7 (24,2, 37,8)
(95% JH)°

| HR [95% JIMJ"; p-croifoct . 0,76 (0,62; 0,94); 0,010

O6wa npexuBaeMocT (Mecenn)

L—_—___________ — —r ——
Menuana® Ha BpeMeto Ha OIT, Meceuu (95% JTU)° 89,1 (76,1; NE) 67,2 (58,4; 90,8)
HR [95% OH]°; p-croittHocT” 0,72 (0,56; 0,94); 0,013

| OTrosop — n (%)

Obuy, oTrosop: no, MIYO nnu 40 199 (75,7) 170 (65,4)_
> MIUO 153 (58,2) 83 (31,9)
[IpocaeanBane (Meceun)

MenauaHa® (MMH, MaKC): BCUUKH MTALMEHTH I 61,6 (0,2; 99,4) 39,4 (0,4, 99,1)
AN = nosepurenen nuTepsan; HR = koeduuuent na PHCK; MAaKC = MakCHMyM; MUH = MUHHUMYM; NE = He
MOXe Aa ce onpeacnu; Ol = obwa npexxussemoct; IBIT = npexussemoct 6e3 IporpecHs.

"Mennatara ce 6asupa BbpXy usuncnenye no Kaplan-Meier.
*IByctpanen 95% U 3a Meananata Ha BpeMmeTo.

"Ha Gasara Ha HecTpatuuuupanus Mogen Ha CoX 3a NPOMOPUMOHATHOCT Ha PHCKa, CPABHABALL PHCKOBHTE
GyHKUMH, CBBP3aHHU C FPYITHTE 32 JIEYCHHE (RVd:R4).

"P-CTOHHOCTTA ¢ Ha Oa3aTa Ha HectpaTHdHLMpaH JOTapUTMHYEH PAHCOB TECT.
“MeznHaHaTa Ha NPOCNeNABAHETO € H3YHCICHA OT AaTaTa Ha paHIOMH3ALUATA.
Jlata Ha 3axmousaHe Ha gauuuTe = (1 JexeMBpHd 2016 r.

AKTyanu3upaHuTe pesyatat 3a OI1 npu gata Ha 3aK/IFOYBaHE HA na"uuTte 01 matt 2018 r. (84,2 Mecena
MCIHaHa Ha NPOCNCAABAHE 32 NMPEXKHBENUTE NAMEHTH) MPONLIKABAT A3 MOKA3BAT MPeaUMCTBO MPH

OIT B non3a Ha RVd: HR = 0,73 (95% 1 0,57; 0,94; p=0,014). lensT Ha XVBHTE MALUEHTH crien 7
rofuHy e 54,7% B pamMoto Ha RVd cnipsiMo 44,7% B pamoTo Ha Rd.

* JleHanuwaoMHA B KOMOHH C ACKCAMETA30H MNPH NAUWEHTH, KOWTO HE ¢a MOOXOJAAMIM 34

TPAHCIINTAHTALINSA HA CTBOJIOBH KNEeTKH

be3onacHOCTTa M epUKACHOCTTA HA NEHANMAOMHI, CA OLEHEHH B €IHO,
PaHIOMH3MPAHO, OTKPUTO NpoyysaHe (asa 3 (MM-020), ¢ 3 pamena, npu maume
MANIKO Ha 65-roauuIHa Bb3PAcT WIH N0-BB3PACTHH MM, AKO C2 MO-MIAH OT 65-10
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Ca KaHAHIATH 32 TPAHCILTAHTAlIMA Ha CTBOJIOBM KIIETKH, ThH KaTO ca OTKa3ald Ja ce NOAIOXKaT Ha
TPaHCIUIaHTAlHA Ha CTBOJIOBH KJIETKW WM TPAHCIUIAHTAUMA HA CTBOJIOBM KJNETKH HE € Bh3MOXKHA 33
nalyeHTa nopaay PUHaHCOBA WIKM pyra npuunHa. [Tpoyusanero (MM-020) cpaBHiABa TeHATHIOMHA H
nexcamerasod (Rd), masaHu 3a 2 pasnvyHd MO NPOABLIKMTENHOCT MEpUOAa OT Bpeme (T.e. IO
nporpecupaino sabonssane [Pamo Ha Rd] unu no ocemHanecer 28-nqHeBHM UMKBAA [72 ceamuuy, Pamo
Ha Rd18]), ¢ mendanaH, npeaun3od ¥ tanuaomun (MPT) 3a MakcumMyM OoT nBaHanecer 42-IHEBHH
nukena (72 ceamuiM). Ilaumenture ca pangomusupand (1:1:1) B 1 ot 3-Te paMeHa 3a JiedeHwue.
Hauuenture ca crparupULMpaHy NPU paHIOMAIHPAHETO 1O Bh3pacT (<75 cnpAMo >75 roguHu), cTaaui
(ISS cramuu I u Il cnipamo cragmit 1) u o crpana.

[TaunenTure B pamenara Ha Rd 1 Rd18 ca npuemanu neHanuaomMun 25 mg seAHBX JHEBHO B IHM OT 1-
BU 10 21-BH OT 28-THEBHHUTE LKKIH B CHOTBETCTBUE C pamMoTo no nporokona. excamerazon 40 mg e
AaBaH BeOHDbK AHEBHO Ha 1-BH, 8-MH, 15-1H 1 22-H 1eH OT BcekH 28-aHeBeH LIMKLJI. HayanHara no3a u
cxemarta 3a Rd n Rd18 ca anantupanu B cbOTBETCTBHE C Bb3pacTTa H ObOpeyHaTa GyHKLHA (BXK. TOUKA
4.2). Ilaunenrure >75 ronMHH NonyyaBart fo3a AekcaMeTazoH oT 20 mg BeAH K AHEBHO Ha 1B, §-My,
15-TH n 22-¥ ReH OT BCekH 28-IHeBeH LMKbA. BCHYKM MALMEHTH MONY4aBAT MPOQHIAKTHYHO
aHTHKOAryaalus (HHCKOMOJIEKYJICH XeNapyH, BappapiH, XeNnapHH, HUCKA 1033 acUPHH) 110 BpEME Ha
NPOY4YBaHETO.

[TeperyHaTa kpafHa TOYKa 3a €QUKACHOCT B NMPOYYBAHETO € MpexxHBieMocT G6e3 nporpecus (TIBI).
O6wo 1623 nanyeHTH ca BKIKOYEHH B IPOYYBAHETO, KATO 535 nauneHTH ca paHAOMH3HpaHH Ha Rd, 541
MalMeHTH ca paHAOMH3upaHu Ha Rd18 u 547 nauueHTH ¢a paHagoMu3dpaHd Ha MPT.

HemorpadckuTe NaHHHU B CBBP3aHUTE ChC 3a00NABAHETO HAYATHKM XapaKTEPHCTHUKM HA MALMEHTUTE Ca
nobpe HGanaHcupaHu U B 3-T¢ paMeHa. OO1O B3eTO, YYaCTHHLIMTE B NPOYYBAHETO HMAT 3a00/sBaHE B
HanpeaHan cTanuii: ot obimara nonynauus B npoyuBaHeTo 41% uMar ISS craamit 111, 9% uMar Texka
OBOpeyuHa HeoCTaTHYHOCT (kpeaTHHHHOB KIMPHHC [CLer] < 30 ml/min). MenpaHnarta Ha BbapacTTae 73 -
H B 3-T¢ paMeHa.

B Tabnuma 9 ca npencraBeHy pe3yNTaTUTE OT MPOYYBAHETO MPH €ANH aKTYATH3HpaH aHanus Ha [1BI1,
[NBI12 u obwara npexusgemoct (OIT) ¢ zata Ha 3akmousave 3 mapt 2014 r., kbAETO MEOHAHATA HA
BPEMETO 32 MPOC/IEaABaHE HA BCUYKH NMPEKUBENIN NaLUueHTH ¢ 45,5 Meceua;

Tabnauuna 9. Pesrome Ha JaHHHTeE 3a o0aTa epBKacHOCT

Rd Rd18 MPT
(N =535) (N =541) (N =547)
Ouenexna ot n3caenopartensa IIBIN -
(Meceun)

Menunana® Ha BpemMero no [1bI1, Meceun 26,0 (20,7, 29,7y | 21,0(19,7; 22,4) | 21,9(19,8; 23,9)
(95% AU)°
KP [95% H]®; p-cToiiHocT

0,69 (0,59; 0,80); <0,001
0,71 (0,61; 0,83), <0,001
0,99 (0,86; 1,14); 0,866

Rd cop. MPT
Rd cop. Rd18

Rd18 cop. MPT
IBII2* (mecenn)

Mennana® Ha BpemMeTo 1o [1BI12, Meceuu
(95% J1)°
KP [95% JOH]*; p-cTofHOCT

—]—35,0 (30,4; 37,8) |

42,9 (38,1; 47,4) | 40,0 (36,2; 44,2)

Rd cnp. MPT
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Rd cnip. Rd18 0,92 (0,78; 1,08); 0,316 |
Rd18 cip. MPT | 0,80 (0,69; 0,93); 0,004

O6ma npexupsieMoct (Mecewn)

Menuana Ha Bpemeto n0® OI, Mecely 28,9 (56,0, NE) | 56,7 (50,1, NE) | 48,5 (44,2; 52,0)

(95% JU)°
KP [95% JIU]®; p-cToitHocT

Rd crip. MPT 0,75 (0,62; 0,90); 0,002

Rd cop. Rd18 0,91 (0,75; 1,09); 0,305

Rd18 cnp. MPT 0,83 (0,69; 0,99); 0,034

[Ipocnengasane (Meceru) I
— E— -1

40,8 (0,0, 65,9) | 40,1 (0,4;65,7) | 38,7 (0,0; 64,2)

Menuana® {(min, max): BCUYKH
[ALNEHTH

81 (15,1) 77(142) 51(9,3)

152 (28,4) 154 (28,5) | 103 (18,8)
4o B - 169 (31,6) 166 (30,7) | 187(34,2)
00611 orrosop: ITO, MTUO mnu YO 402 (75,1) 397 (73,4) 341 (62,3)

HHpoabaKHTESHOCT HA OTIOBODA
(Mecenn)*

Meznana® (95% JIH)® 35,0 (27,9; 43,4) | 22,1 (20,3; 24,0) | 22,3 (20,2; 24.9)

AMT = autumuenomHa tepanus; JIM = posepurened uutepsam; I1O = muien oTroBop; d = HHCKa 1032
aexcameTasoH; KP = roeduumenr Ha pucxa; IMWG = International Myeloma Working Group; IRAC =
Independent Response Adjudication Committee; M = menganan; max = MakcumyM; min = MHHHMYM; NE = He
Moxe na Obae u3uncneno; OIl = obwa npexussemoct; P = npeanunson; IMBI1 = npexusaemMocT 6e3 IPOTPEeCHA;
HO = qyacthyen otrosop; R = nenanuaomuz; Rd = Rd, nasan 10 A0KyMeHTHpaHe Ha nporpecupailo 3abonspane;
Rd18 = Rd, nasaH 3a < 18 unkeaa; CI'= craugaprtHa rpemka; T = ramuaoMun; M40 = Muoro O00Bp YacTHUeH
OTrOBOp; CIIP = CIIPAMO.

" Mennanara e 6asnpaHa BbpXY olenkara no Kaplan-Meier.

® 95%-nusat U 32 Mennanara.

® Ha basata Ha Mosiena Ha Cox 3a MPONOPLHOHANIHHE PHCKOBE, CPABHABALL PUCKOBHTE (PYHKUHH, CBBP3aHU C
TOCOUYEHHUTE paMEHa Ha JIEUEHHE,

" p-CTOHHOCTT2 ¢ basHpana BBpXy HecTpaTHhHLUMPaHHA log-rank TecT Ha pasnuuus B kpuaTa Ha Kaplan-Meier
MEXIY [TOCOYEHUTE paMeHa

HA JIEYEHHE,

* excrinoparopHa xpaifia Touxa (IT5I12)

“ Menuanara ¢ yHHBapHaTHaTa CTATHCTHKA 663 KOPEKIIHHU 38 OTCTPaHABAHE.

* Haii-no6para naneHa onenka Ha OTroBopa NO BpeMe Ha (ha3aTta Ha eYeHHe OT npoyysaHeTo (3a JepHHKULMK HA
BCAKa KaTeropua OTroBOpPH, JlaTa 3a 3aKk/MiouBaHe Ha JaHHHTE = 24 Mmait 2013 1.).

* JlaTa 3a 3aK/104BaHe Ha NaHHHUTE 24 Maili 2013 r.
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* JleHanngoMup B xoM6uHAUMA ¢ MendanaH ¥ NMPeAHHU3OH, NOCAEABAHN OT NONALPXKALIA TEPAITHS
IPH MMAIMEHTH, KOUTO ¢a HEMOAXOAAMIHN 33 TPAHCIUIAHTALHS

belomacHOCTTa ¥ e(DHKACHOCTTa Ha JCHATMIOMHA €4 OLECHEHH B eIHO MHOTOLICHTPOBO,
PaHAOMH3UPaHO, ABOHHOC/IANO Npoy4saHe da3a 3 ¢ 3 pamena (MM-015) npu nanyeHTH, KOMTO Ca Ha
65-rofuuIHa BBH3PACT MITH NMO-BB3PACTHH H MMAT CEPyMEH KpeatuHuH < 2,5 mg/dl. TIpoyusanero
CpaBHABA JICHATHAOMUI B kKoMOHHaluA ¢ Mendanan u npemuuson (MPR) ¢ win 6e3 MoAabpXAIa
Tepanus ¢ ICHATHAOMHUN X0 IPOTPECHS Ha 3a00/ABAHETO ¢ Ta3H ¢ MeN(anaH U NPEAHU3OH 38 MAKCUMYM
9 wikbna. [lauMeHTHTE Ca paHAOMHM3HMPAHH B ChOTHOWIEHKE 1:1:]1 B eqHo OT 3 paMeHa 32 JiedeHHe.
[MauuenTure ca cTpaTHGULUMpPAHH TPH PAHAOMH3ALKUATA 110 BB3pacT (>75 cnp. > 75 ronMHU) ¥ cTaguii
(ISS; cranuu I u I cnp. cranuii 111).

ToBa mpoyuBane U3CnenBa MPHIOKEHHETO HA KOMOUHHpPAHA Tepanust or MPR (Mendanan 0,18 mg/kg
NepopanHo Ha 1-BH 0 4-TH JeH OT MoBTapsuM ce 28-AHEBHH LMK, NpeaHH30H 2 mg/kg nepopanHo
Ha 1-BH R0 4-TH O€H OT NOBTApPALIM Ce 28-XHEBHM HMKIH U NeHanHmoMua 10 mg/neH nepopaiHo Ha 1-
BW 10 21-BH N€H OT NOBTapAIUM Ce 28-AHEBHHU LMKIH) KaTo BBEBOKIANIA Tepalus 3a MakCUMyM 9
uMKkba. [TalneHTHTe, KOMTO 3aBbpIUAT 9 HMKBAA WIH KOUTO He Ca B ChCTOSHME A 3aBBbpIUAT 9 HHKEJIA
nopaan HEMOHOCHMMOCT, IPEMHHABAT HA MOJAbpXalla TEPaIus, 3aM04YBANKH ¢ JreHATuaoMua 10 mg
NEPOpanHo Ha 1-B4 10 21-u feH OT noBTapAiy ce 28-AHEBHN LIMKAH 0 NIPOrPECH HA 3a60/IABAHETO.

[IbpBiiHaTa KpaliHa TOYKA 33 ehPMKACHOCT B IIPOY4BAHETO € MPEeXHBAEMOCT He3 nporpecus ([1BI).
06110 459 mauyenTH ca BKIIIOYEHH B IPOYUBAaHETO, XaTo 152 MauueHTH ca paHROMHU3UPAHU Ha
MPR+R, 153 nauvenTu ca panaomusupans va MPR+p u 154 naumenTH ca paHaoOMHu3upady Ha MPp+p.
HeMorpadckure MaHHHM W CBBP3aHHTE CBC 3a00JABAHETO XapaKTepHCTHKY Ha MALHEHTUTE Ha
H3XOAHOTO HHBO Ca NoOpe banaHcHpaHK W B 3-Te paMeHa; 3a OTOENA3BaHeE €, ye npubnuszurenso 50%
OT NAallMCHTHTC, BKJIIOYCHH BBB BCAKO paMoO, MMAaT CICOHWTE XapakTepuCTHRH;, ISS crammit I u
KpeaTHHHHOB KNHPERHC < 60 ml/min, Meauasara Ha Bb3pacTTa € 71 B paMenara Ha MPR+R u MPR+p
H 72 B pamoTO Ha MPp+p.

B enun ananus wa INBI1, I1BI12, OI1 ¢ mara Ha 3akMOYBaHE HAa AAHHHTE arnpun 2013 r., npu koifto
MeanaHaTa Ha BpeMETO Ha [IPOCIeNABaHe 32 BCHYKH [IPEXXUBENH NALUEHTH € 62,4 Mecena, pe3yararture
OT IIPOY4YBAHETO ca NpencraBeHu B Tabnuna 10.

Tabanua 10. Pe3iome Ha nanHuTe 33 001IATA et]:_mtacnocr

——— . _
MPR+R MPR+p | MPp+p(N
(N = 152) (N =153) =154)

Ouenena ot macaegosarens IIBI

(Mecenn) l

Menauana® Ha sBpemeto go [1BI1, Mecewu 27,4 (21,3, 35,0) (14,3 (13,2; 15,7) 13,1 (12,0; 14,8)
(95% OU)
KP [95% JIHU]°; p-cToliHOCT
MPR+R cnp. MPp+p 0,37 (0,27; 0,50); <0,001
—
MPR+R cnp. MPR_+p - 0,47_ (0,35 ; € 0,65); -==:(_},001 _ _
l\iPR+p cop. MPp tp _ . . 0,7_3_ (0,60;_1_101); 0,_059 _ i -I
INBI12 - (meceun)”® l
E— I
Menuana® I1bI1 Ha BpemeTo o TTBI12, 39,7(29,2;48,4) 27,8 (23,1; 33,1) [28,8 (24,3; 33,8)
Meceuu (95% 1) _

KP [95% JH); p-croiiHocT
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MPR+R cnp. MPp+p 0,70 (0,54, 0,92); 0,009
0,77 (0,59; 1,02); 0,065

MPR+R crip. MPR+p
0,92 (0,71; 1,19); 0,051

MPR+p crip. MPp +p
O6i1xa npexuBsiemocr (Mecenn)

ﬁ

Menuana * Ha BpeMeTo no OI1, meceuwm (95%| 55,9 (49,1; 67,5) 51,9 (43,1; 60,6) [53,9 (47,3; 64,2) |
AH)
KP [95% IH]; p-crolinoct

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

MPR+R cnp. MPR+p 0,88 (0,65; 1,20); 0,43

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

1,07 (0,79; 1,45); 0.67

48,4 (0,8, 73,8) | 46,3(0,571,9) | 50,4 (0,5; 73.3)

30 (19,7) 17(11,1) 9(5,8)

Crabunso 3abonasaue (C3) 24 (15,8) 31(20,3) 63 (40,9

8 (5,3) 4 (2,6) 7(4,5)

IIpoawvaxuTennocTr na OTIOBOpa Ha |
MHEIOMA, OLI€HEHa OT H3C/1e10BaTe, 1N ,

MPR+p cnp. MPp +p

IIpocnensanane (Meceim)

Menuana (min, max): BcHuxu
TaUUEHTH

OneHen ot n3caenoBaTens OTTOBOP Ha
MHes0Ma n (%)

OTroBopsT He MOMe 1a 6B1e oueHen (NE)

NO+Y0) (mecenn
( ) (_ i) 1 . ]
Mennana® (95% 1) l
l26,5 (19,4;35,8) 12,4 (11,2; 13,9) | 12,0 (9.4; 14,5)

/1M = nosepurenen unrepsan; ITO = maen 0TroBop; KP = Koeduuuenr Ha pucka; M = mendanan; NE = He Moxe
na Ovae oueneHo; OIT = o6ma NPCXKHBAEMOCT; p = Wiauedo; P = npeguuson: [13 = nporpecupaiio 3abonsaBaHe:
40 = yactuuen otroeop; R = Aenanuaomua; C3 = crabuino 3abonasane; MJIYO = muoro DOOBD 4YacTHueH
OTroBOP.

" Meznnanarta ce 6a3upa BEPXy M3UHCIICHHETO 1O Kaplan-Meier

"TIBI12 (excnaopatopHa kpaHa Touka) e neduHMpaHa 3a BCHuUKK nmauuenT# (ITT) kato Bpemero ot
PaHAOMM3ALHATA 10O HAYAJOTO HA 3-TA JIHHHA aHTUMHENOMHA TepanuA (AMT) unM cMBPT 33 BCHYKM
PaHAOMH3HPAHH NALHEHTH

llooxkpenswu npoyusanus na HOBOOUACHOCMUYUDAH MYTMUNREH MUEIOM

Enxo otkpuTo, pangomusupanuo, MHOTOLEHTPOBO, da3a 3 npoyysane (ECOG E4A03) e nposeneHo mopu.—

445 naumeHTH C HOBOAHArHOCTHUHPAH MY/ITHIUIEH Muenom; 222 nauueHTH ca PaHAOMH3UpGITL, @Aq NQ P
VS &

PAMOTO Ha NEHATMIOMUI/HHMCKA 1032 HEKCAMETa3oH, a 223 ca PAHIOMM3UPAHN B pafOre yic A

NICHANHAOMH]/CTaHAQPTHA R03a HEKCAMETA3IOH, MaunenTure, PaHIOMU3HD ’ Ry %’;‘,
JICHATUAOMUA/CTaHAAPTHA 1034 JACKCaMETa30H, MONYYaBaT JeHATHAOMUY 25 mg/neH Ha 1-g & Jﬁ' & # E !
2 ..-53/ Q@‘ /
% . " .,Q."‘
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JIcH Ha Beexy 28 nHU mmoc aekcameTtasoH 40 mg/neH 1-Bu 10 4-TH, 9-TH 1o 12-tH 1 17-T1 1o 20-TH neH
Ha BCekM 28 JHM 32 ITbPBHTE 4YETUPH UMKBIA. [laUMeHTHTE, pPaHAOMM3UPAHHM B pAMOTO Ha
NICHANTHAOMH]/HHCKa 032 AeKCAMEeTa30H, M0TyYaBaT JeHaTuaoMux 25 mg/neH Ha 1-Bu 10 21-BH eH Ha
BCEKM 28 IHM IUTIOC HUCKA A03a AcKcameTa3oH — 40 mg/aeH Ha 1-84, 8-Mu, 15-TH u 22-H JeH HA BCEKH
28 nuu. B rpynara Ha neHanMaoOMMI/HUCKaA f1o3a JiekcaMeTa3oH 20 nauuenTy (9,1%) npeTspnssar noxe
€IHO TIpPEKBCBAHE HAa J03aTa B CpaBHeHMe ¢ 65 nauuvedtd (29,3%) B paMoTO Ha
JICHANHIOMUI/CTAHAAPTHA 1033 JEKCAMETA30H.

B eanH post-hoc ananus ce HabnioaaBa NO-HHCKa CMBPTHOCT NPH PAMOTO HA JIEHANHMAOMUI/HUCKA 1032
aexcamerason ot 6,8% (15/220) B cpaBHeHHE C paMOTO Ha JIEHaIMIAOMMI/CTAHAAPTHA 4032
AexkcaMeTa3oH oT 19,3% (43/223) cpen rpynara naiMeHTH ¢ HOBOAMATHOCTULIUPAH MYJITHIUIEH MUETIOM
C MeHaHa Ha OPOCIHCAABAHETO IO MAKCHMYM 72,3 ceAMHLIH.

[lpn no-awsro npocnenssane obaye pasznukara B 00IIATA NMPEXHBAEMOCT B 10133 HA JIEHATHAOMML/
HHCKa 4032 IEKCAaMEeTa30H UMa TEHAEHUUA KbM MOHIMKEHHE.

Mysmunnen muenom ¢ none edna npedxoxcoauia mepanis

E¢uxacHocTTa H 6€30MacHOCTTA Ha JIEHAIMAOMH/ Ca OLIEHEHH B 1B€ MHOTOLIEHTPOBH, PAHIOMH3HDPAHH,
JBOHHO-CIIENH, IL1aLHe00-KOHTPOIMPAHH H ¢ KOHTPOJ Ha MapanelHuTe FPYNH Nnpoy4YBaHus OT (dasza 3
(MM-009 1 MM-010) Ha neveHne ¢ neHaATHIOMUA ILTIOC AEKCAMETA30H CPELIy NEKCAMETa30H, NPUaraH
CaMOCTOATCIIHO, NPH NAlHEHTH ¢ MYJITHIUIEH MHENIOM C NpeaxoiHo Jedenwe. OT 353 nauueHTH B
npoyusanuata MM-009 1 MM-010, kouro ca momyuaBanu JeHATHIOMHA/ AekcaMerasoH, 45,6 % ca
Ounu Ha 65 roaMilHa BR3pacT WK noseye. Ot u3cneasaHuTe 704 maudeHTH B nipoyusaHusta MM-009
1 MM-010 44,6 % ca Oiwru Ha 65 roaviHa BR3pacT M MoBeue.

B nBete npoy4sBaHHs NaUMEHTHTE OT rpynNaTa Ha JEHATHAOMUI/ IeKCaMeTasoH (JieH/IeKc) ca mpueMany
25 mg neHaTMAOMMI MEPOPATHO BEAHBK IHEBHO B JHUTE | D0 21 ¥ CHLOTBETHA Kancyna ¢ maunebo
BEAHBX INHEBHO B OHHTE 22 10 28 oOT Beceku 28-aHeBeH UMKBA. [lalMeHTHTE B Ipynara Ha
tauedo/gekcamerasoH (mnaue6o/nexc) ca npueMany no 1 xancyna rwaue6o B gaUTe 1 10 28 OT BCEKH
28-ngHeBeH uMKe. [lauuenTure B ABeTE NeweGHH rpyny ca npueManu 40 mg nekcamMeTasoH NepopatHoO
BEIHBK AHEBHO B nHHUTE |1 10 4, 9 10 12 1 17 1o 20 ot Bcexkn 28-nHeBeH IMKBJ OT ILPBUTE 4 LMKLIA
Ha TepanuATa. [lo3aTa mekcaMeTa3oH € 6una HamaneHa 1o 40 mg NepopaiHO BEAHBX NHEBHO B KHUTE |
B0 4 OT BCekH 28-IHEBeH LHMKbLI Clel IbPBUTE 4 LMKBIA OT Tepanuara. M B nsere npoyusaHus
JICYCHUETO € NPOABINKABANO IO NpoTrpecus Ha 3adonsasaHeTo. M B ABeTe npoyuBaHud ¢ 6Uno no3soneHo
afantupaHe Ha N03aTa B 3aBUCHMOCT OT KIMHUYHUTE M 1a00OpAaTOPHH PE3YJITATH.

M B nBeTe Npoy4BaHKA MBPBUYHATA KpaifHa TOuKa 33 eprKacHOCT e Guna Bpemero qo nporpecus (BITT).
O6mo 353 nanueHT! ca 6MM oueHeHH B ripoyuyBaHeTo MM-009; 177 B rpynaTa Ha Jien/nexc U 176 B

rpynara Ha miaunedo/nekc 1 ofme 351 naumenTH ca OWNH OLiEHEHH B npoyysBareTo MM-010; 176 B
rpynara Ha Jew/aexc u 175 B rpynara Ha wranebo/aekxc.

B mBere mpoyuBaHMs H3XOIHHTE ReMorpadiCKH H CBBP3aHHTE ChC 3a60/IABAHETO XapPaKTEPHCTHKH Ca
OWIH CpaBHUMH MEXIY IPYTIHNTE Ha NeH/AEKC U Ha miauebo/nexc. MeanaHaTa Ha Bb3pacTITa W 3a JBETE
MOMynalHy NalHeHTH ¢ O1na 63 ToAMHM NPH CPaBHUMO CHOTHOLIEHHE Ha Mbxke M keHH. CTaTycsT mno
ECOG (Eastern Cooperative Oncology Group performance status), kakro ¥ OposT M BHIBT Ha
NpeXBapUTENTHATE TEPAMHH ca OUIN CPaBHHMH MEXAY ABETE IpyITy.

[IpensapuTeHO IIaHUPAHWUTE MEXAMHHY AHAIH3U U Ha IBETE NPOYYBAHMA Ca NIOKA3AIH, Ye JISUSHHETO
C JIEH/NEKC € CTATUCTHYECKH 3HauuMo no-nodpo (p < 0,00001) ot ToBa caMO ¢ AEKCAMETA30H MO
OTHOLICHHE Ha MbpBHYHATA KpaiHa Touka 3a epuxacHocT B[l (MeauaHa Ha NpOABINKUTENHOCT Ha
nepuofa Ha mpocienssade 98,0 ceaMuun). JensT Ha ciyyauTe ¢ ITBJIEH OTFOBOP H 0611 OTTOBOD B
Fpynara Ha Jie4eHWe C JIEH/JeKC ChINo € OMn 3HaYUTENHO IIO-BUCOK B CPaBHEHME C Ipynai:

aueb0/IeKe 1 Mpy ABETE Mpoy4BaHUA. Brnociaencreie pe3ynTaTvTe OT TE3H aHATH3H ca pfhe NS
X\
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NpeKpaTABaHEe HAa JABOWHO-CIENHUA MPOTOKON M 3a ABETE NPOYUYBAHMA, 3a Ja MOXE MALHUEHTHTE OT
rpymnara Ha rauedo/aexc a nojy4ar JedeHHe ¢ KOMOHHalUHATa JIeH/ ekc.

M3BbpiueH ¢ aHanus Ha €ePUKACHOCTTA B pa3lIMpeH NEepHOA Ha NIPOC/IEasBaHe ¢ MENAHA Ha NIepHo/ia Ha
npocnensasane 130,7 cenmuuu. Tabnuua 11 06061mara pesynraTure oT aHAIM3UTE HA €(PHKACHOCTTA B
nepuona Ha npocneasapane — cbopuu npoyusanus MM-009 u MM-010.

B To3u cbopeH aHanu3 Ha pasiliMpeHHA NEPHOA Ha MpocieasBaHe MenauadHara Ha BIII e 6wia 60,1
cenmuuy (95 % JH: 44,3; 73,1) npu nauueHTy, 1eKyBaHu ¢ nen/aexc (n = 353), cpeury 20,1 ceaMuuu
(95 %, OU: 17,7, 20,3) npu nauveHTH, JekyBaHM ¢ mianebo/nekc (n = 351). Menuasata Ha
MpeXHBAEMOCT O€3 nporpecus e 6una 48,1 ceamunm (95 %, IIU: 36, 4; 62,1) npu nauueHTH, JeKyBaHH
¢ ner/nexc, cpemy 20,0 cepmunm (95 %, [IM: 16,1; 20,1) npu nauMeHTH, JIeKyBaHU ¢ rnauebo/nexc.
Menuanata Ha TTPOXBDKUTEIHOCTTA Ha JieyeHUeTo € Ouna 44,0 cepmunin (mMuu, 0,1, Maxc. 254,9) 3a
nen/nexkc U 23,1 ceaMuim (MuH. 0,3, Makc. 238,1) 3a mnauebo/aexc. Janosere Ha nalMeHTH ¢ MbJEH
orroeop (I10), yactuden otrosop (Y0O), xakTo M Ha Te3u ¢ obwr orroeop ([TO+4HYO) B rpymata ka
JIeH/IeKC OCTaBaT 3HAYHMMO TO-TOJIEMH B CpaBHEHHE € TE€3H B Ipynara Ha mauebo/nekc H npu ABeTe
npoyuBaHusd. MeanaHata Ha oO0llATa NPEKUBAEMOCT B aHaNM3a Ha paslUUpeHHd TNEpHOA Ha
npocneAssaHe Npu cbopHUTe npoy4sanua € 164,3 ceamuum (95 % JU: 145,1; 192,6) npy maimHeHTH,
NexyBaHH ¢ new/aexc, cpemy 136,4 ceapmuum (95 % JU: 113,1; 161,7) npu nauueHTH, JIeKYBaHH C
rnanebo/nexc. Bernpekn ¢gakrta, ye 170 or 351 nmaumeHTH, paHAOMH3HPaHH 3a JeyeHue ¢ ranebo/nexc,
Ca NOJIyYaBaAJIH JICHATMAOMUJI Clell NporpecunTa Ha 3a00NsIBaHETO WIH Cllel IIpeKpaTABaHe Ha JBOHHO-
CJIENHUA NPOTOKON, COOPHHAT aHaiu3 Ha o0luara NpeXHBAEMOCT € IOKA3al CTATHCTHYECKH 3IHAYKUMO
NpeAHMCTBO IIPH MTPEXHUBAEMOCTTA IIPY I'pyIaTa Ha JICH/ZICKC B CpaBHEHHE ¢ Ta3H Ha rutauebo/nexc (KP
=0,833, 95 % I =[0,687; 1,009], p = 0,045).

Tabanua 11. O60bimenne Ha pe3yaTaTHTE OT AHANH3HTE HA ePHKACHOCTTA KbM KpailiHHA CPOK HA
pasluHpeHns NeprHoa Ha npocaeadasaHe — cOopuu npoyusanna MM-009 u MM-010 (xpaen cpok
CLOTBETHO 23 10414, 2008 r. 1 2 mapT, 2008 r.)

Kpaiina Touka JeH/neKce naanebo/nexc
(n=353) (n=351) |

Bpeme 10 cnluTHeTO |- KP [95 % OH], p-cTolizoct"
Bpeme 10 nporpecus 60,1 [44,3; 20,1 [17,7,20,3] | 0,350 [0,28; 0,426], p < 0,001
Mennana [95 % [IU], 73,1]
CeAMMIIH
[IpexkupaemocT 6e3 48,1 20,0 [16,1; 20,1] 0,393 [0,326; 0,473]
nporpecus p < 0,001
Meauana [95 % JIAU],
CEIMHLH [36,4; 62,1] 1
00112 MpeXNBASMOCT 164,3 [145,1; 136,4 [113,1; 0,833 [0,687; 1,009]
Menuana [95 % U], 192,6] 161,7) p = 0,045
CeIMHIIH
Ennoroavunsa obLia 82 % 75 04
NpeXHUBAEMOCT _ | _
Jsin Ha OTFOBOPHTE HA CBhOTHOUIEHHE Ha
JIe1EeHHETO wancosere [95 % AH], p-

. crolinoct®
06 otrosop [n, %] 212 (60,1) 75 (21,4) 5,53 [3,97; 7,71], p < 0,001
ITuneH oTroBop [n, %] 58 (16,4) 11(3,1) 6,08 [3,13; 11,80], p < 0,001

% IBy cTpaHeH NorapuTMHYHO npeobpa3yBaH PEHKOB TECT, CPABHABALL KPHBHTE HA PEKUBAEMOCT MEXKLY FPYNHTE
Ha JIEYEeHHe.
® IlsycTpaneH KOPHTHpaH 33 NPOXBIKHTENHOCT XU KBAAPAT TECT
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Muenoducnaacmuunu cunopomu

EdukacHocTTa M 6€30nmacHOCTTa Ha JCHANMAOMHI Ca OIEHEHM NpPH MAUWEHTH ¢ TpaHCPY3IHOHHO-
3aBHCHMa aHEMMA, IbJKAILA CE HA MHENOAUCIUIACTHYHH CHHAPOMH C MTBK HITH cpeneH (HUBo 1) pHCK,
CBBP33HH ¢ LUMTOreHEeTUYHATa aHOMATUA Aenelus 5¢, cbC Uny 0e3 Apyru MUTOreHeTHYHU AaHOMAJIHH, B
ABE OCHOBHH NpOYYBaHMA: MHOTOLESHTPOBO, PARIOMH3UPAHO, ABOHHOCHAIO, ILIALE00-KOHTPOTHPAHO
npoyusase ¢asa 3 ¢ 3 paMeHa Ha ABe 1034 nepopaneH JeHaruaoMun (10 mg u 5 mg) cnpaMo wianebo
(MDS-004) 1 MHOTOLIEHTPOBO, OTKPHUTO Mpoy4BaHe (paza 2 Ha neHannaoMux (10 mg) ¢ enso pamo (MDS-
003).

IIpencraBeHUTE NO-A0My pe3yiTaTH Cce OTHACAT B0 intent-to-treat monynauuara, npoyyesa 8 MDS-003
1 MDS-004; oTaenHo ca nokasaHu ¥ pe3ynaTaTHTE 3a CyOnomynauusaTa ¢ M30/MpaHa aeneLms 5q.

B npoyusanero MDS-004, B xoero 205 nauueHTH ca NOpaBHO PaHAOMM3MDAHM Oa IOJay4aBaT
neHanuaoMua 10 mg, 5 mg wix ranedo, OCHOBHUAT aHAIN3 Ha €PHKACHOCTTA C€ ChCTOM B CPABHEHHE
Ha 4E€CTOTAaTa Ha OTrOBOP MPH HE3AaBUCHMOCT OT TpaHC(Py3nsa B paMeHata Ha 10 mg u 5 mg neHanunoMHuA
CTIpAMO paMoOTO Ha ruaiedo (aBotinosacaeneHa ¢asa or 16 oo 52 cenMHUH ¥ oTkpuTa dasa xo obuio 156
ceaMuuH). JIeueHHeT0 Ha MANHEHTHUTE, NP KOUTO HAMA NOKA3ATENCTBO 3a MOHE MANbK EPHUTPOMICH
oTroBop cnex 16 cenmuuy, ¢ npekpareHo. [lalHeHTHTE, TPH KOHTO HMa OOKA3aTENCTBO 34 MOHE MaJTBK
CPUTPOUACH OTrOBOp, Ca MOTIH Oa NMPOANB/DKAT TEpaluATa A0 €PUTPOMAEH penanc, MporpecHs Ha
3a00/14BaHETO MK HEMPMEMNUBA TOKCHYHOCT. Ha maumeHTHTE, KOUTO MBbPBOHAYAIHO €& NONY4YABAIHU
wianebo wi¥ 5 mg NeHaNHAOMHJ U HE Ca MOCTHTHAIM TOHE MAbK €PUTPOMIEH OTroBOp crnen 16
CCAMHLIM NICYEHHE, € MTO3BOJICHO Ja NMPEMHHAT OT IUlauebo Ha 5 mg NeHAUTHAOMMI WIH Ja MpPOIBIKAT
JICYEHHETO C NCHATHAOMMYS C MO-BHUCOKa n03a (0T 5 mg Ha 10 mg).

[Ipn npoyusane MDS-003, npu koeto 148 naumenTH nojtyyaBaT TeHATHAOMMA B n03a 10 mg, oCHOBHHAT
aHamH3 Ha edUKACHOCTTA CE ChCTO¥ OT OLEHKA Ha ePHMKAaCHOCTTA Ha JIEUEHUATA C JCHANMOOMHO 34
[IOCTHIAHE HAa X€MATONOETHYHO MOAOOPEHHE PY NMaLMEHTH ¢ MUETOAUCIUTACTHYHH CHHAPOMHY C MAlTbK
WA cpeneH (HABO 1) puck.

Tabanua 12. O0o0menHe HA pe3yATATHTE 3a epHKACHOCT — npoyusanna MDS-004
(aBoiiHo3acaenena ¢asa) » MDS-003, nonyaauns intent-to-treat

KpafiiHa To4yka MDS-004 MDS-003
N =205 N =148
10 mg# 5 mgtt ILnane6o* 10 mg
N =69 N=69 N =67 N =148
HezasncuMocT oT TpaHcpy3na 38 (55,1 %) 24 (34,8 %) 4 (6,0 %) 86 (58,1 %)
(> 182 nuu) #
HezasucuMoct oT TpaHcdy3us 42 (60,9 %) 33 (47,8 %) 5 (7,5 %) 97 (65,5 %)
(= 56 nHu) #
MennaHa Ha BpeMeTO 10 4.6 4,1 0,3 4,1
HE3aBHCUMOCT OT TpaHcdy3us
(cenmuiy)
Menuana Ha HO® HI HJIT 114,4
NMPOABJIKHUTEIHOCTTA Ha
HE3aBHCHMOCT OT TpaHC(y3us
(CeaAMHLIH)
MennaHa Ha YBENTHYEHHETO HA 6,4 5,3 2,6 5,6
Hgb, g/dl

} IaumerTH, nekyBany ¢ neHannaoMua 10 me 8 21 aun oT 28-gHeBHHTE UMKNH
1T INauuenTH, NeKyRaHH ¢ ACHANUIOMHA 5 mg B 28 NHH OT 28-AHEBHUTE LHKIH
* MHOIMHCTBOTO OT HAUKEHTHTE Ha nnanefo npexpaTasaT ABOHHO3CNENEHOTO NEYEHHE NOPAAM JIMICA Ha eHKkacHocT cnea 16 of
NevYeHHe NPeau Ja HABJAZAT B OTKPHTATA (asza
+CBLp32HO ¢ yBenHueHne Ha Hgb > 1 g/dl

« Hepocrurnara (1.¢. MenauaHnara He € JOCTHIHATA)
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B MDS-004 31a4uM0 no-roasama 4acT OT NAUEHTHTE C MHEOAHCIUIACTHYHH CUHAPOMY IOCTUIaT
NMbPBUYHATA KpalHA TOYKa Ha HE3ABHCHMOCT OT TpaHCcy3us (> 182 aun) npn neHanupomuy 10 mg B
cpaBHEHHMe ¢ Tmauedo (55,1 % copamo 6,0 %). Cpea 47-re nauneHTH ¢ HHTOTEHETHYHATA AHOMAJ UM
H30JIMpaHa Aenenus 5q, 1eKyBaHu ¢ neHanuaomMua 10 mg, 27 naunentd (57,4 %) nocrurar
HE3aBUCUMOCT OT TpaHC(Py3Uq HA YSPBEHHU KPBBHH KIIETKH.

Menuanara Ha BpeMeTO 10 HE3aBUCHMOCT OT TpaHc(y3usa IPH paMoTo HA JeHanuaoMua 10 mg e 4,6
cenMuIy. MenuanaTta Ha IPOXBIDKUTENHOCTTA HA HE3aBUCHMOCT OT TpaHC(hy3Usa HE € JOCTHUTHATA NpH
HHMKOE OT paMEHaTa 3a JICYEHHe, HO Tpa0Ba 1a HaABHIIABA 2 OAMHHM 334 MTAIIHEHTHTE, JIEKYBAHH C
neHanuaoMua. MenwanaTa Ha ysenndeaueTo Ha xemorio6uHa (Hgb) or u3xoaHO HHBO npH paMoTo
Ha 10 mg e 6,4 g/dl.

JOMBIHUTEIHUTE KPAHHH TOYKH HA NMPOYYBAHETO BIITHYBAT MUTOrEHETHYEH OTTOBOP (B PaMOTO

Ha 10 mg roneMH H MAIKH OTroBOpH ce Habmoaasar cborBeTHO NpH 30,0 % u 24,0 % ot maumenTuTe),
OLICHKA Ha CBBLP3aHOTO ChC 3paBeTo Ka4decTBO Ha xuBOT (Health Related Quality of Life, HRQoL) u
NpOrpecHs J0 OCTPa MUENIONAHA JIEBKEMHA. Pe3yaTaTure OT LNTOreHeTHYHHA oTroBop ¥ oT HRQoL

ca ChbBMECTHMH C JAHHUTE OT MbPBHYHATA KpaifHA TOYKA W B 10132 Ha ICYEHHETO ¢ IEHATTUIOMH B
cpasHeHHe ¢ rutauebo,

B MDS-003 rongma 4acT OT nauyeHTHTe ¢ MUETOTUCIIACTUYHH CHHAPOMH MOCTHIaT HE3ABUCHMOCT
oT TpaHchysua (>182 nHu) npu nenanuaomnn 10 mg (58,1 %). Menuanara Ha BpeMeTO IO
HE3aBUCUMOCT OT TpaHc(ysus € 4,1 cepmun. MeanaHaTa Ha NpOABIKHTENHOCTTA Ha HE3ABUCHMOCT
oT TpaHc(ysua € 114,4 ceaMuun. Meauanara Ha yBelTHYeHUETO Ha xeMornobuna (Hgb) e 5,6 g/dl.
["oneMH ¥ MATKH UMTOrEHETHYHH OTTOBOPH ce HabmoxasaT ChbOTBETHO NpH 40,9 % 1 30,7 % ot
NaUUeHTHUTE.

["onsMa wacT oT naumeHTuTe, Bumouenn 8 MDS-003 (72,9 %) u MDS-004 (52,7 %), ca nomydaBany
peay ToBa CTUMYJIHpPALIY EpPUTPOIOE3aTa CPpEeaCTRa.

Donurxyraper num@dom
AUGMENT - CC-5013-NHL.-007

Eduxacrocrta ¥ 6€30nacHOCTTa Ha JIeHATMAOMUA B KOMOMHAUNMA ¢ PHTYKCHUMal CIpIMo pUTYKCHMab
IoC m1auedo ca OLEHEHH NpM NMauWeHTH ¢ peuuauBrpan/pedpakrepern MHXJI, skmousam OJ1, B
MHOIOLEHTPOBO, paHAOMH3HPaHO, IBOMHOCIATIO, KOHTPONHpaHo npoyusaHe ¢asa 3 (CC-5013-NHL0O7

[AUGMENT]).

O6wo 358 mauweHTH Ha BB3pacT Hali-Manko 18 roaMHH ¢ XHCTONOrHYHO NMOTBBEpAcH M3JT win DJI
crened 1, 2 wiu 3a (CD20+ ype3 ¢gnoyuuToMeTpHs WIH XUCTOXHMHS ), OLIEHEHH OT U3CIIEA0BATENA WIH
JIOKAJIEH NaTONOr, ¢a paHIOMH3HpaHH B ChoTHOLueHUE 1:1. [IaumeHTHTe ca NeKyBaHN Npeau ToBa C Hali-
MAJIKO €[lHa TTpEAHIUHA CHCTEMHA XUMHOTEpaIus, MMyROTepaIus WIH XUMHOHMYHOTEPAITH.

Jlenanmunomua 20 mg € npuiaraHd NepopaHO BEAHBK AHEBHO Npe3 MbpBUTE 21 JHU OT MOBTAPALIH CE
28-IHEBHH LMKJIM B NPOAB/KEHHE Ha 12 IMKbIa WNH [0 HenpueMiHBa TOKcHuHocT. Jo3ara
puTykcHuMat € 375 mg/m? Bcska ceamuua B UMK | (auu 1, 8, 15 1 22) u B AeH | ot Bceku 28-1HeBeH
LUHKBJI OT UKL 2 A0 5. BCHYkM m3uyMCneHHs Ha fgo3aTa pHTYKcuMad ca Ha 6asara Ha TenecHara
noebpXHocT (TI]) Ha MaLMeHTa, KaTo € U3MOJ3BaHO AEHCTBUTETHOTO TErTIO Ha MALMEHTA.

HeMorpaCKuTe ¥ CBBP3aHHUTE ChC 3a00/ABAHETO XapaKTEPHCTHKH HA H3XOAHOTO HHBO €a NNogOOHH NpH
ABETE IPYIH 34 JICUCHHUE,

[IepBHyHaTa LE Ha MPOYYBAHETO € Ja C€ CpaBHM e(PHKACHOCTTA HA JEeHANTHAOMHA B KOMOHHAMS ¢
PUTYKCHMMa0 CIpAMO PHTYKCHMab rumoc naauebo npu nauMeHTH ¢ penHAauBHpal/pedpagzspe T
creneH 1, 2 unu 3a win M3JI, OnpenensHero Ha eduxacHoCcTTa ce ocHoBaBa Ha IIBIT kb §XDAY
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kpalina Touka, oueHeHa OT IRC cnopen kputepuute Ha MexayHapoaHaTta pabotHa rpyna (International
Working Group, IWG) 2007, Ho 6e3 mo3uTpoHHO-eMUCHOHHA ToMorpadus (PET).

BropuvHHTE LENH Ha MPOYYBAHETO Ca Aa ce€ CpaBHM 0€30NacHOCTTA Ha JICHATWIOMUI B KOMOHHALKA C
pUTYKCHMal0 cpAMO pUTYKCUMad mmoc mnauetdo. JombaHUTENHMTE BTOPHYHY LEJIH Ca 1a C& CPaBHH
epHKaCHOCTTA HA PUTYKCHMad IUIloC NeHATHAOMMA CcrpiMo puTykcHMab mmoc mnanebo, karo ce
M3MONI3BAT CIeAHUTE OPYI'¥ MapaMeTpH 3a epuxacHOCT: cTeneH Ha 00w otrosop (overall response rate,
ORR), nenen orrosop (I10) u npoasmxuTenHoct Ha otrosopa (duration of response, DoR) ot IWG
2007 6e3 PET u OIN.

Pesynarature oT ofiara nonynauus, pxkmoddtenHo OJI u M3JI, nmokassar, 4ye npu MeauaHa Ha
npocnensgsase 28,3 mecella mppBuyHara kpadHa Touka I1bI] B npoyyBaHeTo ¢e noctura ¢ KoeUIHEHT
Ha pHck (HR) (95% nosepurenen unarepsan [CI]) 0,45 (0,33;0,61) p-croitaoct < 0,0001. Pesynrarure
33 eHUKACHOCT OT TONyJaluATa C GONHKYIapeH TUMMOM ca naaeHn B Tabnuna 13.

Tabauua 13: Pestome Ha JanuHuTe 332 ePHKACHOCT 32 doankynapeH sumpom— Iipoyusane CC-
5013-NHL-007

OJI
(N =295)

[Inanebo u puryxcumad

(N = 148)

JleHanmunoMuAa H
putyxcumab (N = 147)

IIpexcnBaeMocTt 6e3 nporpecus (I1BII) (IIpasnaa 3a neHzopupane Ha EMA)

Menuana Ha [IBIT? (95% ) 39.4 13,8
(MecelH) (25,1; NE) (11,2; 16,0)
HR {95% OH] 0,40 (0,29; 0,55)°

| P-CTOMHOCT < 0,0001°"
ObexTuBen otrosop’ (IO 118 (80,3) 82 (55,4)
+40), n (%) (IRC, 2007 (72,9, 86,4) (47,0; 63,6)
IWGRC)
95 % AHU®
IMuaen orrosop', n (%) (IRC, 51 (34,7) 29 (19,6)
2007 IWGRC) (27,0; 43,0) (13,5; 26,9)
95 % OU°
IIpoabaxUTETHOCT HA 36,6 15,5
oTroBopa’ (MeanaHa) (MeceuH) (24,9; NE) (11,2; 25,0)
95% Au®
O6ma npexusaemoct™ (OIl)
Yectrora Ha Of1 Ha 2 roAuHH 139 (94,8) 127 (85.8)
% (89,5; 97,5) (78.5,90.7)
HR [95% U] 0,45 (0,22; 0,92)°
IlpocaensiBane
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MeanaHa Ha 29,2 27.9
NpOTBKUTENIHOCTTA HA (0,5; 50,9) (0,6; 50,9)
npocnenapasgeTo (min, max)

(MeceLy)

* Meauana, H34HeNIeHa OT aHanu3 no Kaplan-Meier

® KoedHLHEHTHT Ha PHCKA H HEFOBHAT JOBEPHTEEH MHTEPBAN CA H3YHCIIEHH 10 HeCTpaTU(HLHPAHHA MOAET Ha
Cox 32 npONOPUUOHANHUTE DHCKOBE.

* P-croiiHoct ot log-rank Tecta

"BTOPHYHHTE H eXCITOPATOPHHTE KPaHHH TOMKH HE €A M-KOHTPOIUPAHH

2 C MeauaHa sa npocneassase ot 28,6 Mecela HMa 11 cMBpTHH ciiyyas B R? paMoTo U 24 CMBLPTHH ciiyyas B
KOHTPOMHOTO pamo.

* ToueH noBepHTENCH HHTEPBAN 3& OUHOMHO pasnpenesicHye.

Donuxynapen aumdom npu nayuenmu, pedpaxmepru Ha pumyxcumad
MAGNIFY - CC-5013-NHL-008

O0wio 232 matMeHTH Ha Bh3pacT Hali-Manko 18 roguHu ¢ xucronoruyHo noreepacH ®JI (crenew 1, 2,
3a wim M3JI), OueHeHH OT W3CIeAOBaTeNd MU JIOKATEH MaTojor, ¢a BKIKYEHH B IIBPBOHAYATHHA
nepvon Ha nedeHwe ¢ 12 nuKena neHanugoMua nnoe putykcumab. [ManueHTtHTe, KOWMTO nocTHrart
[TO/ITIOH, YO unu C3 a0 Kpad Ha nepuoma Ha WHIYKLUHMOHHO JiedeHHe, ca paHIOMH3HPaHH IJa ce
BKJTIOUAT B NIEPUOJA Ha MOIABMKALIC Ie4eHHe. BCUMKHA BKIKYEHH NALKMEHTH TPAOBA MpeaH ToBa a3 ca
OMnM NeKyBaHM ¢ Hal-MaJIKO €IHA CHCTEMHA aHTHIMM(OMHA Tepamnud. 3a pa3fiHKa OT MPOYYBAHETO
NHL-007 npoyuysasero NHL-008 Bxnrousa maumeHTu, kouto ¢a pedpakrepHd Ha purykcumab (Oes
OTrOBOP HJIH C PELHMAHB B paMKHTE Ha 6 Mecewa clej| JIEMeHHETO ¢ PUTYKCHUMab WM KOMTO ca
pedpakTepHH ¥ Ha PUTYKCHMA0, 1 HA XUMHOTEpanu).

B nepuona Ha HHAYKUMOHHOTO JICUEHHE NeHanuaoMua 20 mg e npunarad B ZHUTE 1-21 OT nosTapsanm
ce 28-AHEeBHH LIMKIIH B IIPOABIKEHUE HA 12 LMKDBIIA A0 HENPHEMIIMBA TOKCHUYHOCT WK /IO OTTENIAHE Ha
CBITIACHETO, WIKM mporpecus Ha 3abonssaHero. [Jo3ara purykcumab ¢ 375 mg/m® Beska ceaMHMLA B
uukea 1 (aau 1, 8, 15 v 22) v B AeH 1 Ha BcekH cnenpall 28-aHeseH unkbia (oukiu 3, 5, 7,9 u 11) no
12 uukbna Tepanua. BeHUKH M3UMCIIEHHWs HAa A03aTta pPUTYKCHMa0d ca Ha 0asata Ha TesnecHara
noBbpXHOCT (TT1) ¥ JeHCTBHTEIHOTO TEIJIO Ha MalMEHTa.

INMpencrasennTe DaHHHU ca Ha 6a3aTa Ha MEXAWHEH aHaAJIH3, POKYCHpaH BBPXY NMepH0oIa Ha HHAYKLHOHHO
JeuYeHue ¢ eaHo paMmo. EdukacHoctTa € onpenenexa Ha Oa3zata Ha ORR cnopen HaiinoOpust oTrosop,
KAaTO 3a NBpPBHYHA KpaHHa ToukKa € W3NOo/3BaHa MOAU(PHMKALMs HA KPHTEPHHTE 3a OTrOBOp HAa
MexayHapoaHata paborHa rpyna (Intermational Working Group Response Criteria, IWGRC) 1999,
BTopuunara Lien € Aa ¢ce OLeHAT ApYru napaMerpH 3a edukacHocr karo DoR.

Tabanua 14: PezioMe Ha o0IHTe ZaHHH 32 ePpHKACHOCT (NepHOI HA HHAYKIHOHHO JiedeHHe) —
ITpoyuBane CC-5013-NHL-008

Bcuuku nayueHTH [MTauuentu ¢ PJI
Pedpakrepuy PedpakTepHn Pedppakrepuy PedpakrepHiy
Ha Ha Ha Ha
PUTYKCHMaO:| pUTYKCHMaO: pUTYKCUMaO:| pUTYKCHMaO:
O61uo Ha He Ia He
Obwo
N=]872 N=77 N=110 N=148 N=60 N=88
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ORR. 1 (%) 127 (67,9) | 45(58,4) | 82(752) |104(703)| 35(583) | 69(79,3)

(MO+MOu+YO)

CRR, 1 (%) 79(422) | 27351) | 5247,7) | 62(41,9) | 20(333) | 42(483)

(TTO+T10R)
»—h—‘—_——-—————-———

Broki nocrurwamn | NT127 | N=d5 N=82 | N=104 | N=35 N=69

OTTOBOP

% nanuentu ¢ JInO % 93,0 94,3

2 6 mecena (95% IH) (35,15 | S:l[-}’;ﬁ 8) | (83 99?,38 2 | 8% | (74 9;,39 4)) (81 ?13-”;7 9)

B 96,’8) | . -y | 97,9) b | 9 Rl .

% naunentn ¢ IO % 79,1 79,5

212 mecena (95% | (67,4; (51,?’36 6) (67852-,;0 9) |55 | 43 ?’39 8) | (64 Bs{ ’;1 0)

Il“) B 87,0) b » e 7 88,3) t A | 4 »re ;)

JIH = nopeputened uutepsan, I1H0Q = npoALIKUTENHOCT HA OTrOBOpa; PJI = ponukynaper tumpom

" [TonmynauusaTa 3a MEPBHYEH 8HATU3 32 TOBA NPOYUYBAHE € IOy IAUHMATA, 3a KOATO MOXE Ja C€ OLUEHH e(HKACHOCTTA
Ha HHAYKUHOHHOTO JICHEHHE,

® [TIpoABIKHTENHOCTTA HA OTTOBOPA CE AchHHHPa KATO BPEMETO (MECELH) OT ITbPBOHAYATHHA OTIOBOP (HAH-Manko
YO) 10 a10xyMEHTHpaHa NporpecHa Ha 3ad0naBaHeTO UK CMBPT, KOETO HACTBIIK NBPEO.

* CTaTHCTHKA, OTy4YeHa no Metoaa Ha Kaplan-Meier. 95% IH ce 6a3npa na dopmynara Greenwood.

BenexkH: AHAJIH3LT € W3BBPUIEH CaMO 3a MALKHEHTH, koUTO nody4asat YO unu no-nobwp cnen AaTara Ha THPBATE
J10332 OT HHAYKLIHOHHOTO JIEYEHHE ¥ NMPEAH BCAKAKBO JIEUECHHUE NPE3 NOAALPXKALLHA NEPHOA ¥ BCAKAKBa MMoc/eABalla
aHTHNMMGOMHA TEPAIKs Pe3 UHAYKUMOHHHUS nepuoa. [IpoueHTsT ce basspa Bupxy obimsa Opoit pecnoHaepu.

[TeanaTpHyHa NOmynaitus
Esponeitickara areHuusa no jekapcersata (EMA) € B3ena pemenne 3a NpOAYKT-CIELHPUUHO

0CcBOOOXKAABAHE Ha JICHATHAOMHI, KOCTO C€ OTHACA 33 BCHYKH NMOATPYIH Ha NeAHATPUYHATA MOMyJIalks
32 HEOILIa3MH Ha 3peny B kinetku (B, Touka 4.2 33 nHPOpMaUMA OTHOCHO ynoTpeda B MeJHATPHUATA).

5.2 @PapmMaKOKHHeTHYHH CBOHCTBa

JleHanuaoOMH HMa ACHUMETPHYEH BBRIVIEPOACH ATOM M 3aTOBA MOXE Ha CBILECTBYBA B
ONTHYHOAKTUBHUTE (popMu S(-) W R(+). JlenanuaoMun ce MpOHM3BEXKIA KATO paLEMH4YHA CMEC.
JleHanuaoMux OOMKHOBEHO € O-A00pe Pa3TBOPUM B OpraHUYHHU PA3TBOPUTENH, HO NOKA3BA HAW-roNAMa
paztBopumMocT B 0,1N HCI 6ydep.

Abcopbums

JenanuaomMun ce abcopbupa O6np3o cnen nepopaneH NMpUEM NpH 3ApaBd AoOpOBOLM HAa TNAAHO, C
OOCTHraHe Ha MAXCUMaJIHA IuTasMeHa KOHUeHTpauua Mexay 0,5 u 2 yaca cnen npujiaraHe Ha Jo3aTa.
[Ipn naLMeHTH, KAKTO M NPH 3paBu 106poBONLIH, MakCUMaNHaTa KOHUEHTPAUMA (Cmax) H TLTOLITA MO
KpuBata koHLUeHTpalus-speMe (AUC) HapacTBaT nNpoOMOPUHOHANIHO C IMOBHINABaHE Ha [O03aTa.
MHOrokpaTH4TE N03H HE NPHYMHABAT U3PA3CHA KyMYJIallAs HA JICKAPCTBEHMUA NNPOoAYKT. OTHOCHTEIHATA
EKCMO3ULUA Ha S- U R-eHaHTHOMEpHTE Ha NEHATHAOMU] B IJIa3MaTa € ChOTBETHO 0KOJI0 56 % u 44 %.

EHHOBPEMCHHDTO [MPAUNTOXKCHHE C XPpaHa ¢ BACOKO CHObPXAHHE Ha Ma3HWHHN H KAJOPHH NPH 30DABK




OCHOBHHUTC PETHCTPALMOHHM M3YIMTBAHHA MPH MYJITHIUIEH MUEIOM W MUENOIUCIUTACTHYHH CHHIPOMH
33 YCTAHOBSBAaHE Ha ¢HKACHOCTTA U 6E30MMaCHOCTTa Ha IEHATMIOMU obaye TeKapCTBEHUAT NPOLYKT
€ MmpuiaraH 0e3 ornes Ha nipueMa Ha XpaHa. Cle0BaTeNnHo JIEHATHAOMHI MOXKe JIa Ce MPIIara ¢he¢ MK
0e3 xpaHa.

[TommynaunoHuuTe HapMakOKMHETUYHHM aHANH3W MOKA3BaT, Y€ CTEMEHTa Ha nepopanHa abcopbius Ha
NEHANHAOMHU] € 1Toa00Ha, He3aBHCUMO OT BUNA HA IOKAYECTBEHUTE XeMATOJOrHYHH 3a00NgBaHuA.

PaznpeneneHue

In vitro cebp3BaHeTo Ha (*C)-IeHATHIOMH KbM I1a3MEHHU IPOTEHHH € HUCKO ChC CPEIHA CTOMHOCT Ha
CBBP3BaHE KbM IUIa3MEHHU NPOTEHHH 23 % U 29 % CBHOTBETHO NPH NALIMEHTH ¢ MYJTHIUIEH MHENOM U
pH 34pasu A0O0POBOILMN.

JleHamunoMun ce cbAbPKa B yoBellKaTa cniepma (< 0,01 % or nosara) cnen npunarade Ha 25 mg/nes u
JICKAapCTBEHUAT TIPOAYKT € HEOTKPHBaEM B CTepMaTa Ha 30paB MHAWBUE 3 AHH Clel CMHpaHe Ha
BELIECTBOTO (BX. TOUKA 4.4).

buorpanchopMalug U €THMHHHpAHE
PesynratiTe OT NPOBEKIAHH in vitro npoydBaHHd Ha MeTaGonuM3Ma npu Xopa MOKa3paT, d9e

JICHAUTHIOMHAN HE ce MeTaboJH3upa upe3 uutoxpoM P450 eHsummuTe, KOeTO Mpearnonara, 4ye € Majko
BEPOATHO €IHOBPEMEHHOTO NMPUNOXKEHHE HA JNCHAMMIOMUI C NEKAPCTBEHH IPOAYKTH, HHXuOHpawm
uuToXpoM P450 ensumure, na xosene 10 MeTabOINTHY IEKAPCTBEHM B3aUMOACHCTBHA NPH XOpa.

In vitro npoyuBaHUs NMOKa3BaT, Ye JEHAIHIOMHI HAMa HHXUOMpaul edekt Bepxy CYP1A2, CYP2C9,
CYP2C19, CYP2D6, CYP2EL, CYP3A mnu UGT1Al. CnenoBatenHo, HAMa BEPOATHOCT JIEHATHAOMMUIL
Aa MPUYHMHH HAKAKBH KIIHHHYHO 3HAYMMM NEKAapCTBEHH B3aUMONEHCTBUA, KOTaTo ce Mpuiara
EQHOBPEMEHHO CbC CYOCTpaTH Ha TE3H eH3HMH.

In vitro npoyuBaHHATA NOKA3BaT, Y€ JICHATHIOMHI HE € CyOCTpaT Ha YOBELIKHs MPOTEUH Ha
PE3UCTEHTHOCT KbM pak Ha rpaara (BCRP), tpancrnoprepure MRP1, MRP2 wnu MRP3 (npoteuHa,
CBBp3aH C My/ITHIEKapcTBEeHaTa pe3HCcTeHTHOCT (MRP), TpaHcnoprepuTe Ha opraHnyHu aHHOHH (OAT)
OATI1 1 OAT3, TpancropTHpallys Oprani4He aHuoHH nonunentyg 1B1 (OATP1B1), tpancniopTepuTe
Ha opraHM4HH KaruoHd (OCT) OCT1 u OCT2, MynTynekapCcTBeH M TOKCHH €KCTpYAMpaLl [pOTeHH
(MATE) MATE] u HoBH TpaHcnopTepy Ha oprannyHy katHoHH (OCTN) OCTN1 u OCTN2.

In vitro npOy4BaHMATA IOKA3BAT, Y€ JICHATHAOMHUA HAMA HHXHOUTOpEH e(PeKT BBPXY EKCIIOpPTHAaTa
noMna 3a »Js4Hu coiiv npu xopara (BSEP), BCRP, MRP2, OATI1, OAT3, OATPIBI1, QOATPIB3 u
OCT2.

[To-ronamara yact OT NEHATHAOMHA] c& eIHMHHHUDA 4pe3 eKCKpeuua ¢ ypusara. JensT Ha 6n6peuna
eKCKPeIHA OT OOIIHUA KIHPBHC PpY HHAMBHAM ¢ HOpMarHa OB0peyHa ¢yuknust e 90 %, karo 4 % ot
JIEHATHIOMHUJIA C€ ENHMUHNpa Ype3 deueca.

Jenanunomun ce Metabonusupa cinabo karo 82 % oOT mo3aTa ce eKCKpeTHpa HEMPOMEHEHa B YPHHATA.
XUIPOKCWICHATHAOMUA ¥ N-aueTUIUIeHATUAOMHU NPEACTABIABAT pecrieKTHBHO 4,59 % u 1,83 % ot
€KCKpeTHpaHaTa [033a. BrOpeuHnaT knupbHC Ha NEeHANMIOMHKI HAJBMINABA CTENEHTA HA IVIOMEpYIHa
GUNTpaLMA K CIEIOBATENHO C€ CEXPETHPa MOHE B U3BECTHA CTENEH aKTHBHO.

I1pn no3u o1 5 o 25 mg/aeH ruta3MeHUAT NoNYKHUBOT € NPUONU3UTENHO 3 Yaca NpH 34paBH 406pOBOILH
M BapHpa OT 3 A0 5 vYaca IpH MAUMEHTH ¢ MYNTUIUIEH MUEIIOM, MHEIOAUCILIACTHYHH CHHAPOMH MM
MHTEITHOKJIETBYEH JTUMQOM.
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Xopa B crapyecka Bb3apacT

He ca npoBexpgaHM chneuanHd KJIMHHYHH [POy4YBaHHUA 3a OlleHKa Ha (papMakOKHMHETHKAaTa Ha
NeHAIMAOMHI IIpM Xopa B crapuecka Bbi3pacT. llonmynaijioHHMTE (QapMaKOKHHETHYHH aHaNu3y
BKJIOYBAT MALMEHTH HA BB3PAcT B AMana3oHa oT 39 a0 85 romvHd M MoOKa3paT, Y€ BB3pacTra He
NORIUABA KIHPBHCA Ha JEHATHIOMHA (EKCMO3WLMATA B IUIa3Mara). b KaTo € MOo-BepOATHO
MAUEHTUTE B CTApYECKa BB3pacT Aa MMar HamaileHa ObOpeuna ¢QyHKUMsA, TpaOBa BHHUMATEITHO
nonbupaHe Ha no3ata U 6 OMNO pasyMHO ga ce cnenu OpOpeunara dyHKIus.

bpOpedHo yBpexaaHe

QapMaKOKHHETHKATA HA NICHAJIHAOMKJ € NpOYyYeHa NPU NMalHeHTH ¢ 650peduHo yBpexcaaHe, NbIXaIlL0
C€ Ha HeMaJIMTHeHH 3a0o/aBaHus. B ToBa nmpoyuBaHe ce H3MOM3BAT Ba METO/A 3a KJIacH(pHLMpaHe Ha
ObOpeyHara QYHKLUMA: KPEaTHHHWHOB KJMPBHC HAa YPHHATA, H3MEpEH B paMKHTE Ha 24 yaca, #
KPEeaTHHHHOB KJIHPBHC, H3uucheH 1o gopmynara Ha Cockcroft-Gault. Pesynrarture mokassart, 4e c
HaMaisapaHeTo HA Ob0pednara gyHkuua (< 50 ml/min) TOTATHHAT KNHPBHC HA TEHAMTHAOMUA HAMAJIsBa
NPONOPLIMOHATHO, KOETC Boau 1o riopumasade Ha AUC, AUC ce noBuiaea npubnusurendo 2,5, 4 1 5
OIbTH CHOTBETHO MpPH MALMEHTH ¢ YMEPEHO OLOpedyHO YBpeknaHe, TSKKO OBOpevHO yBpexnaHe U
TepMHHANTHA OLOpeYHa HEMOCTAaTBPYHOCT, B CPABHEHHE CbC CMECeHaTa Ipyla MalHeHTH ¢ HOpPMaJiHa
OnOpeuHa dyHKUMA U malMeHTd ¢ neko O0p0peyHo yppexcnane. [TonyXMBOTBT Ha JICHANTMIOMUJ CE
NOBMLIABA OT OKOJIO 3,5 yaca npu WHAMBHUAM C KPEaTHHHHOB KIHMPBHC > 50 ml/min no Hax 9 vaca npu
WHAMBHIM ¢ yBpeaeHa OpOpeqna pyHkuua < 50 mi/min. bsOpeuHoTo yBpexknaHe, obaue, He NPoOMeEH
rnepopaiHara abcopObuna Ha NeHATUAOMHUA. Cuax € CXOAHA TIPH 3APaBH WHAMBHIAK H NPH TIALMEHTH C
O6b0peuHo yBpexaane. [Ipubnusurenno 30 % oT nexapcTBeHHs NPORYKT B OpraHU3Ma Ce€ OTCTPAHABAT
10 BpeMe¢ HAa €OHa 4-4acoBa Iualu3Ha cecusa. [IpenopruydTenHUTE aAanTHpaHWUA Ha A03aTd NpH
MayUeHTH ¢ HaMaeHa ObOpeuna pyHKLMA ca ONMKHCAHM B TO4Ka 4.2.

YepHoapoOGHO yBpexKIaHe

[MonmynamuoHrKUTe PapMAKOKHUHETHYHH AHATK3M BKIIIOYBAT MALIHEHTH C IEKO YEPHOAPOOHO yBpexIaHe
(N=16, 0611 Owtupybus > 1 mo < 1,5 x ULN unu AST > ULN) u nokassar, ue JeKOTO YEpPHOAPOOHO
YBpEXKAAHE HE MOBJIHABA KIHPBHCA Ha NEHANWAOMHI (EKCIO3HULMATa B IUiasMara). HsiaMa Hand4vHH
JaHHH 38 NALUEHTH C YMEPEHO 00 TEXKO 4epHOApOoOHO yBpeKIaHe.

HEE 'N MMPpHUCHIIH @EH{TDPH

[TomynaurnoHHHTE (papMaKOKMHETHYHH aHAJIH3¥ TMOKa3BaT, 4e TeaecHoTo Tterno (33- 135 kg), monsT,
pacara M BHJA Ha 3JIOKAYECTBCHUTE XEMATONOTHYHU 3a00/ABAHUA HAMAT KIHHWYHO 3HAYMM €(QEKT
BBPXY KJIHPBHCA HA NEHANTUAOMH, TPH BE3PACTHH NALIMEHTH,

3.3 IlpeaxJHHHYHH JAHHH 3a Oe3onacHocT

IIpoBeneHo € mpoy4BaHe Ha €MOpHO(ETANHOTO pa3BUTHE MPH MaHMYHH, HA KOMTO € IIpHJiaraH
neHanuaoMux B Ao3d ot 0,5 mo 4 mg/kg/nen. Haxoakute nmpd ToBa NpoydBaHE MOKAIBAT, 4e
JIEHATUAOMUL € NPEAU3BUKAT BhHIIHY MaN(OPMaliy BKIFOYUTETHO HEOTBOPEH aHyC ¥ Maidopmaliu
Ha FOPHUTE U RONHUTE KpahHuUM (M3KPHBEHA, CKBbCEHA, ManGOpMHpara, YCYKaHa W/UIIH OTChCTBAIlR
YaCT Ha KpaHHHUUTE, OIUI0- WK MOJMAAKTUIINA) IIPH NOTOMCTBOTO Ha XX€HCKH MaliMyHH, KOUTO Ca
NOJy4aBal¥ aKTUBHOTO BEILECTBO MO BpeMe Ha OpeMeHHOCTTA.

[Ipn otnennu ¢erycH ca HabnonaBaHW CbINO Pa3IMYHH BUCLEpIHH edektH (MpOMAHA B LBETA,
YEePBEHH NETHA N0 Ppa3IMYHK Opra’u, Majika 0e3lBeTHA Maca Hall aTPHO-BEHTPHKYNApHATA Kiana, MaTbK
XITBYEH Mexyp, ManopManusa Ha nuadparmara).

JleHAMMAOMHUA ¥Ma MOTEHLHAT 32 OCTpa TOKCHYHOCT; MUHHUMAIHUTE JNETATHH J03U CJIeH TEPOpaTHO
npunoxenue ca 6unn > 2 000 mg/kg/neH npu rpusaud. MHOTOKPaTHOTO MEPOPATHO NPUIOKEHMS
75, 150 u 300 mg/kg/nen npu misXxoBe 3a 26 CeAMULIM € JOBENO A0 00paTHMO, CBBP3aHO '
MOBHIIABAHE HA MUHEpaNu3aluuaTra B Os0peUHOTO NereHye U NpU TPUTE NO3H, 0COOEHO Y/
KEHCKH IUTBXOBE. [IpueMa ce, ye HUBOTO, MPHU KOETO HE ¢a HAONIONABAHMU Hexenak
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peaxund (NOAEL - no observed adverse effect level) e nox 75 mg/kg/nen v e 0Kono 25 mbTH MOBUCOKO
OT eXXeHeBHaTa €KCIIO3MLMA P Xopa, 0a3upaHo Ha cpaBHABaHe HAa AUC. MHOTOKpaTHOTO NepOpaHO
npunoxeHne Ha 4 1 6 mg/kg/neH npu MafiMyHHd 3a nepuoa Ao 20 ceIMUIM € OOBENO A0 CMBPTHOCT U
3HAYUTENIHA TOKCHYHOCT (M3paseHa 3aryba Ha Terno, HamasieH Opol epUTpPOLMTH, JEBKOLUMTH H
TpOMOOIHTH, MYJITHOPraHHH KPBBOMW3JIHBH, BB3MAIECHHE HA CTOMAIUHO-YPEBHHMA TPAKT, arpodui Ha
AUMGPONIHATA ThKaH U KOCTHHA MO3bK. MHOrOKpaTHOTO nepopanHo npuioxenue Ha 1 u 2 mg/kg/nen
NpK MaliMyHH A0 1 rogrHA € JOBENIO A0 0OpaTHMH NPOMEHH B KIICTbYHHTE XapaKTePUCTHKH Ha KOCTHHA
MO3BX, JIEKO TIOHWKaBaHe Ha CHOTHOIIEHUETO MUEIONIHW/ epPUTPOXIHH KIETKH H aTpodHa Ha THMYCA.
Jleka cynpecHda Ha Opos Ha JeBKOUMTHTE ¢ HaOmoaaraHa nipu Ao3a 1 mg/kg/neH, CbOTBETCTBAINA HA
npUOMM3UTETHO ChLUATA 4038 NPH Xopa, 0a3upaHo Ha cpaBHeHMs Ha AUC,

IIpw in vitro (bakTepHasHyu MyTaLlMH, YOBEIUKH JUMPOLUMTH, TUMQOM TIIpH MHUIIKH, TpaHCHOPMALIMA Ha
eMOpHOHANMHMY KJIeTKU OT 3NaTHCTH XaMCTepu) | in vive (MHUKPOHYKNEapeH TECT MNpH [UIbXOBE)
APOYYBAHMSA HA MYTArcHOCTTA HE €A OTKPUTH edDEeKTH, CBBP3aHU C JICKAPCTBEHHA MPOAYKT, HUTO HA
reHHO, HMTO Ha XPOMO3OMHO HHBO. He ca nipoBexJaHM NpPoyuBaHHA 3a KapUMHOIMEHHOCT HAa
JICHAINAOMHU,

[Tpenu ca npoBexaaHU MPOYYBAHUA 338 TOKCHYHOCT BBPXY Pa3BUTHETO MpH 3aiilid. B T€3u npoyyYBaHUs
NEHAMHAOMU € IPUIaraH nepopanHo B 103U ot 3, 10 u 20 mg/kg/nen npu 3aiium. HabmogasaHa e numca
Ha cpelHuA a4 Ha Oenus apod npu no3u ot 10 ¥ 20 mg/kg/aeH ¢hC 3aBHCHMOCT OT [103aTa, KAaKTo M
MpOMAHA Ha NMOMOKeHHEeTo Ha OpOpenuTe npH no3u ot 20 mg/kg/nen. Brnpeku ye ToBa € HabmogaBaHo
Opd TOKCHYHM 3a Ma#ikaTa HUBA, T€ MOXKE Ia c€ AB/DKAaT Ha AupekreH cdexr. Cruio Taka ca
HaGmogaBaHy BapHallid B MEKHTE ThbKaHHU H CKejleTa Ha dgerycure npu 103 ot 10 u 20 mg/kg/nen.

6. GOAPMAIEBTHYHU TAHHH

6.1 CnuchbK HAa NOMOIHUTE BelleCTRA

KarcyiaHo CbappKUMO
HNakro3a

MHUKpOKpUCTANHA LETyI03a
Kpockapmenosa HaTpuit
Maruxe3ues creapar

CnCcTaB Ha Kancynata

JeHanunoMun VapMacallbHC S mg TBBPAY KAnCyny
bpunanatHo cuHbpo FCF (E133)

CoHcer xunro FCF (E110)
Yepen xeneseH okcua (E172)
Yepaen xenesen okeun (E172)
Xoar xkenesed okeua (E172)
Twuranos auoxcua (E171)
Xenatun

Jlenanuaomua @apmacawbHe 10 mg TREPAM KANCYIH
BpunaaTHo cuaso FCF (E133)

Anypa 1deppeHo AC (E129)

Taptpasnn (E102)

CoHcer xvaro FCF (E110)

Twuranos avoxcua (E171)

XenatuH
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Jenanngomua QapMmacalivie 15 mg TBEPAM Kancyny
bpunsurdo cunso FCF (E133)

Anypa gepsero AC (E129)
Taprpaszusx (E102)

Uepen keneseH oxenp (E172)
UepseH xeneseH okcun (E172)

XKeor xenesed oxkcup (E172)
Turanos nyokcun (E171)

JXenaruH

JeanunoMun Papmacaibiac 25 mg TBbPAM KAICYIIH
Turanos auokcun (E171)
XKenarun

IleyaTHO MacCTUIIO

Hlemnax

[Mpormunen ramkon (E1520)
YepeH xkene3eH okcug (E172)
KanueB xuapokcun

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHoCT

3 COOHUHHU

6.4 CneuHaJqHM yC/10BHA HA CbXPAHEHHE

To3u nekapCcTBeH NPOAYKT HE U3NCKBA CIIEUUANHH YCNIOBUA 34 CbXPAaHEHHE,
6.5 BuaH cbaBpKAHNE HA ONAKOBKATA

KaproHeHa KyTns, Ceabpikalla diucrepy o1 nonuBHHWIXI0pUI (PVC) / nonuxnopTpudpayopoeTiiieH
(PCTFE) / anymurueBo ¢0aH0, CBOBPKAILLNA 7 TBBPIH KaNCyJTH,

JdeHanupomua QapMacaiieHe S mg/ 10 mg/15 mg/ 25 mg TBEpAU Kancynu

OnakoBku o 7 wnu 21 kancynn. He BCHYKM BUIOBE ONAKOBKK MoraT Aa ObJaT ITyCHATH B ITpoaaxoa.

6.6 Cneunaany NpeAna3Hn MEpPKH NPH H3XBbPAAHE H pabora

Kancynure He Tpabpa Ja ¢€ OTBapAT WIH CMa4yKBaT. AKO Ipax OT JICHATHOOMHA BJE3e B KOHTAKT ¢
KOXaTa, T4 Tp:AdBa Aa ce usMue He3zabapHO M OOWIHO CBC CamyH M BOAA. AKO JCHANMAOMUL BIIE3E B
KOHTAKT C JIMFaBHIH, TE€ TPAOBa fa ce NpOMUAT 0OUITHO ¢ BOJA.

MeauuuHckUTe CcrieuManucTd U OONMHOrnenauuTe TpsAOBa Aa HM3MON3BAaT PBKABHLM 34 €IHOKpATHa
ynorpeba, xorato paboTaT ¢ Onucrepa WwiM Kancynara. Cinea ToBa peKaBULMTE TpAOBa Aa ce CBAIAT
BHMMATEIHO, 33 Na CE€ NPEOOTBPATH €KCIIO3KLIMA Ha KOXKAaTa, Ja CE€ NOCTaBAT B NOMHETUIICHOBA TOPOUYKa
»»C WM™ ¥ a c€ U3XBBPIAT B CbOTBETCTBHE C MECTHUTE U3KCKBaHUA. [locse prijete TpAOBa 12 Co M
n06pe cbe carmyH 4 BoAa. XXeHH, KOUTo ca OpeMeHHH WM MOR03HpaT, Y€ MoXe Ha ca § '/T R.[HE ’
TpsabBa pabotaT ¢ bnucrepa unK Kancynara (BxK. Touka 4.4).
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Hensnon3paHHUAT JEKaApCTBEH MPOOYKT WU OTHNATbYHUTE MATCpUANU OT HEro Tpadsa aa ce UXBBPIAT
B ChOTBETCTBHE C MECTHUTE U3HCKBAHHUA.

7. IMMPUTEXATEJ HA PASBPEHIEHHUETO 3A YIIOTPEBA

PHARMASCIENCE INTERNATIONAL LIMITED
Lampousas 1,

1095 Nicosia

Kumep

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA

Jdenanngomua DapMacalfbHe 5 mg TBBPAN Kancynd Per, Ne 20200155

Jlenanugomua @apmacaibic 10 mg TebpaM kancyyu Per. Ne 20200156

JenanunoMua PapMacasic 15 mg TBepAY kancynd Per. Ne 20200157

JeHanuaomua OapMacasHC 25 mg Tebpan Kancyau Per. Ne 20200158

9. HATA HA IBPBO PA3ZPEIHNABAHE/IIOAHOBSABAHE HA PAZPEIINEHHETO 3A
YIIOTPEBA

Harta Ha mepBO paspelasaHe: 28 centemppu 2020

10. JATA HA AKTYAJIHBHPAHE HA TEKCTA
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