KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHUAT INPOAYKT

Jlenanmoomua G.L. 5 mg TBBpAM Kancyiu 0 ;Zl) 04’2/()/ /// 2 [/ S
Lenalidomide G.L. 5 mg hard capsules e

Jlenasmaomun G.L. 10 mg TBbpAM Kancyu 1934 AR! '05 2024
Lenalidomide G.L. 10 mg hard capsules 6377
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2. KAYECTBEH U KOJIMYECTBEH ChbCTAB

Jlenanuaomun G.L. 5 mg TBbpAM KanCyJiu

Beska kancyna cpabpka S mg neHanuaomun (lenalidomide).
[ToMOLIIHO (M) BELIECTBO (@) C U3BECTHO JICHCTBUE:
Bcesika kanicyiia ceabpxka 107 mg nakro3sa.

Jlenamuaomua G.L. 10 mg TBBpAM Kancyiu

Beska kancyna ceabpxka 10 mg nenanuaomun (lenalidomide).

[TomouHO (M) BewiecTBO (a) ¢ U3BECTHO JIEHCTBHE:
Bceska kancyna epabpka 214 mg nakro3a.

Besaka mcyna %mpm 120 'mg aKTO3a.

3a NbJHUS CITUCHK HA MOMOIIHUTE BELLECTBA BUXKTe Touka 6.1.
3. JJEKAPCTBEHA ®OPMA

TBbpaa kancyna.

Jlenamuaomua G.L. 5 mg TBBpAM Karcyiau

T'bMHO3€/IeHO HENpO3payHo Kanaye U 6€KO0BO HEMpO3pavHo TAJIO, Karcyna ¢ pasmep Ne 2, ¢ Ab/DKHHA
18 - 19 mm, ¢ Haanuc oTneyaraH ¢ 4yepHo MacTH0 ,,LP” Ha kanauero U ..638” Ha TAIOTO U ITbJIHA C
OsJ1 npax.

Jlenanmuaomua G.L. 10 mg TBbp/IM Kancyjiu
HacHTeHO JXbATO HENPO3pa4yHO Karavye | CUBO HEMPO3pa4yHo TIO, Karcysa ¢ pasmep Ne 0, ¢

Ab/DKMHA 21 - 22 mm, ¢ HaanKc oTnevaraH ¢ YepHo MacTwio ,,LP” Ha kanadero H ,,639” Ha TA/10TO U
mbJIHA ¢ 6571 npax.

Jlen G.L. 15 mg TBbpAM KancyJ/u




1PO3PAYHO Kanaye H CBETJIOCHBO HENPO3PAUHO TAIO, KAncyJia ¢ pasi °p Ne 2, ¢ ik

_mw¢qepaauamn“LP”mmwou“640”mmm

4. KJ/IMHUYHHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHUSA

MyYATHIIEH MHEJIOM

Jlenanuaomua G.L. kato MOHOTEpanus € MoKasaH 3a MoIbPIKaLLO JICYEHHE Ha Bb3PACTHH MAIlHEHTH
C HOBOJIMArHOCTULIMPAH MYJITHIIJIEH MUEJIOM, KOUTO ca OWJTH MOTOKEHHU HA aBTOJI0XHA
TpaHCILIAHTALMA Ha CTBOJIOBH KJIETKH.

Jlenanunomua G.L. kaTo koMOMHMpaHa Tepanus ¢ AeKCAMETa30H, WM 00PTE30MHO M JIeKCaMeTa30H,
WM MeJiasiad ¥ TIpeIHU30H (BXK. TO4Ka 4.2) e MoKa3aH 3a J1e4YeHHE Ha Bb3PACTHH IMAIIHEHTH C
HEJIEKYBaH MHOKECTBEH MUEJIOM, KOMTO He ca MOAXOAALLM 3a TPAHCILUIaHTaLIHS.

Jlenamuaomua G.L. B KOMOMHALIMA C 1eKCaMETa30H, € MOKa3aH 3a JIeYeHHe Ha Bb3PacTHH NALIMEHTH C
MYJITUIUIEH MHEJIOM, KOMTO Ca MOJY4YM/IU 10 MOMEHTA MOHE €1Ha NpeaBapuTeIHa Teparusl.

MueI0AMCIIJIaCTUYHU CUHAPOMH

Jlenaanaomua G.L. kKaTo MOHOTEpanus € MoKa3aH 3a JiIeYUeHHEe Ha Bb3PACTHH MALIMEHTH C
TpaHC(Y3HMOHHO-3aBHCHMa aHEMHS, AbJDKAIA Ce HA MUEJIOAUCIUIACTUYHHU CHHJIPOMM C MAJIBbK HJIU
CpeacH (HUBO 1) pHUCK, CBbP3aHH C LIHTOr€HETHYHATA aHOMAJIUS M30JIMpaHa aeseuus 5q, KoraTto JApyrH
TCpaneBTHYHHU OTLIMH Ca HEAOCTATHYHHU WJIW HEMOAXOISAIIIH.

MaHTETHOKAETbYEH TUMADOM
Jlenammnomua G.L. kaTo MOHOTEpanus € MoKa3aH 3a JIeYeHUE Ha Bb3PAcTHH TAlIHEHTH C
peLMIMBUpALL WK pedpaKkTepeH MaHTeTHOKIEThYEH JUM(OM (BK. ToukH 4.4 u 5.1).

DonukyiaapeH auMbom
Jlenanmuaomua G.L. B komOuHaums ¢ purtykcumad (autu-CD20 aHTUTA10) € noKasaH 3a JiedeHHe Ha
Bb3PACTHH NALMEHTH C MPEABAPUTEIHO JIEKYBaH (PoauKy.apeH JuMbom (cteneH |- 3a).

4.2 Jl03MpPOBKAa H HAYHH HA NPHJIOKEHHE

1lo31MpoBKa

Jlewenuero ¢ Jlenannaomua G.L. Tpsadea na ce Habr0aBa OT JIeKap ¢ ONMUT B MPUJIAraHETo Ha
NPOTHBOPAKOBA Teparusi.

3a BCUYKHM ITOKa3aHMs, OITMCAHH TM0-10.1YV:

- Jlo3ara ce npomeHs Bb3 OCHOBA Ha KIIMHHYHUTE U J1a00paTOPHHUTE pe3y.ITaTH (BXK. Touka 4.4).

- [IpenopbuBa ce anantupaHe Ha 103aTa [10 BpeMe Ha JICYEHHUETO U TIPH Bb30OHOBsIBAHE HA
JICYEHUETO, 3a 14 ce KOHTPOJIUpA CTeneH 3 WK 4 TPpOMOOLIMTOIEHNS, HEYTPOIIEHUs WM JIpyra
TOKCHYHA CTENEH 3-4, 32 KOUTO Ce CMSTA, Ye € CBbp3aHa C JISHAJTMI0OMMI.

- B ciy4ait Ha HeyTponeHus TpsiOBa aa ce 0OMHC/IM OOMHUCIIN TIPHJIATAHETO HA PACTEKHH
(haKTOpH IIPH JICUEHUETO HA TIALIMEHTHUTE.

- AKO ca U3MHHAJIM TI0-MaJIKO OT 12 yaca cnea npomycHarta 103a, NaUHeHTHT MOXKE 1a [IPUEME
Jo03aTta. AKO ca U3MHHAJKW noeeye oT 12 yaca ciea mporrycHarara /103a B 00MyaiHMsA yac,
MalMeHTLT He TPAOBA a NpyeMa J103aTa, a j1a IprueMa cJiejBaliara 103a B 0OMualiHus Jac Ha
cienBallims AeH



1o3upoBKa

Hoeoouaznocmuyupan myamuniaen muenom (HIIMM)

s JleHanuoMua B KOMOMHALMS ¢ IeKCaMETa30H A0 Mporpecus Ha 3ab0JiIBaHETO MPH MALIMEHTH,

KOUTO HE ca NOAXOAALIM TPAHCIUIAHTALIUS
JleyeHueTo ¢ JeHanuaOMHA He TpAOBa J1a ce 3ano4Ba, ako abCONMOTHUAT Opoi Ha HeyTpodwuiHuTe
(ABH) e <1,0 x 10 °/ | w/wnm 6pos Ha TpombouuTHTe € <50 x 10 /1.

IIpenopvuumenna 0oza

[IpenoppuMTenHaTa HayajlHa 1032 JICHAIMAOMM € 25 mg nepopasHo BeAHbXK JHEBHO HA 1 10 21-u
JI€H OT MOBTAPAILUM c€ 28-THEBHH LIMKIIH.

[IpenopburTenHaTa no3a qekcamerasoH € 40 mg nepopajHO BEHBK JHEBHO Ha 1-u, 8-, 15-u u 21-
PH [1€H OT NMOBTApSALIH c€ 28-THEBHH LIMKJIH.

[lauenTTe MOraT 1a npoAb/DKAT TepanuAaTa ¢ JEHATHAOMHUI U IEKCaAMETa30H, NIPHIaraH o0
[mporpecus Ha 3a00JIIBaHETO WJIM J10 MOSBa HA HETIOHOCHMOCT.

e  (Umwnku 3a peoyyupane Ha oozama

JleHaniuaomua® JIlexcameTta3on?®
HauanHa 1o3a 25 mg 40 mg
J1030B0 HHUBO -1 20 mg 20 mg
J1030BO HHBO -2 15 mg 12 mg
J1030BO HHUBO -3 10 mg 8 mg
J1030BO HHUBO -4 5 mg 4 mg
J1030BO HHBO -5 2,5 mg Henpuioxumo

" PenyupaHeTo Ha 103aTa 4 3a JBaTa JIEKapCTBEHHU MPOAYKTa MOXeE Jla Ce M3BbPIIBA MOOT/IEJIHO.

e Tpomboyumonenus

[Ipu TpoMOOLIUMTH [IpenopbumTEsieH KYpC Ha JIeYEHHE
Cnan o <25 x 10%/1 [IpekpaTeTe JeUEHHETO C JIEHATMAOMMI 10 Kpas
O6partHo nokausane a0 >50 x 10%/1 Ha LMKBIa®

[Ipoabipkere 1e4eHUETO Ha JICHATMAOMM] Ha
CJIEIBALIIOTO MO-HUCKO J1030BO HUBO BEAHBXK
JHEBHO

* AKo orpanuyaBalua go3a tokcudHocTTa (OJ1T) ce noABsiBa cie aeH 15 OT JaaeH UMKBII, NMPHIOKEHHETO HA
JICHaIMAOMMU 1ie ObJie MPEeKbCHATO Hal-MaJlKoO Npe3 OcTaHandaTa OT TeKYIIHs 28-IHEBEH LIMKBII.

o Abconwomen opou neympogpuru (AbH)- neymponenus

[Ipu HeyTpOodHIH [IpenopbuMTesieH Kypc Ha JieyeHue®

[TvpBu cnag 1o <0.5 x 10°/1 [IpekbCHeTE JIEYEHHETO C JIEHATUIOMHM]L

O6patHo nokausane 10 >1 x 10%/1 koraTo [Tpoabmkere NEeYEHHETO € JTIEHATHIOMH C

€IMHCTBEHHMs HaOM0AaBaH TOKCHYEH e(ekT e HayaJlHaTa [03a BeIHBX JHEBHO

HEYTPOIEHHUS

O6patHo nokausane 10 >0.5 x 10°/1 koratoca  [Ipoab/KETe JIEYEHHETO ¢ NEHATHUIOMH Ha

Ha0JIrofaBaHU 3aBUCHMHU OT J103aTa J1030BO HUBO -1 BeHBX JHEBHO

X€MaTOJIOrHYHH TOKCHYHHU €(PEKTH, pa3jIMYHH OT

HEeYTPONEeHHUS

3a BcekH caenaun criag noa <0.5 x 10%/1 [IpexbCHeTE JIeYEHUETO C JIEHATHAOMHU

O6paTHO nokausane 10 >0.5 x 10%/1 [IponbipKeTe JIeYEHHETO Ha JICHAJIMAOMMU Ha
CJIEABALIIOTO MO-HUCKO J1I030BO HHUBO BEIHBXK
JHEBHO

“11o npeueHka Ha JieKaps, aKO HEyTPONEHHUATA € eIMHCTBEHAaTa TOKCHYHOCT NPH BCAKO HUBO Ha 103aTa,
n00aBeTe rpaHyJIOLUMTEH KOJOHMH cTuMynupall paktop (G-CSF) u mopaspikalite HUBOTO Ha Ao3ata
JIEHAJIHIOM M L. '

[Ip1 xeMaTosIOrHyHa TOKCHYHOCT J103aTa JIEHAJIMAOMHUA MOXKE 11a Ce€ BbBEJIE MOBTOPHO Hﬁ cneztsgnmm\ A\

[10-BUCOKO [1030BO HHUBO (10 Ha4YaJIHaTa /103a) NPU NoJ00psiBaHe HA (PYHKLMATA HA
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(6e3 xemMaToJIOrHYHa TOKCHYHOCT 3a Hal-Maiiko 2 nocieaoBatenHu uukbiaa: ABH >1,5 x 10%/1 ¢ 6poit
tpomGouuTH > 100 x 10%/1 B HaUa0TO Ha HOB LIMKBJI).

e JleHanMaOMUA B KOMOUHALUS ¢ 60pTe30MHO W AeKCAMETa30H, MOC/IE€ABAH OT JICHAJHUIOMH/L U
AEKCaMETa30H [0 NMporpecus Ha 3a00JIsIBAHETO MPH MALMEHTH, KOUTO ca HEMOIXOAAIIH 34
TpaHCIUIAHTaLIUA

Hauanno nevenue: Jlenanuoomuo 6 kombunayus ¢ 60pme3oMub u 0excamemason

Jlenanuaomua B koMOMHauuMs ¢ bopre3oMHud U aekcaMeTa3oH He TpsOBa aa ce 3anousa, ako ABH e

< 1,0 x 10°/1 u/unu GposaT Ha TpombGoumTHTE € < 50 x 10/1.

[IpenopbuMTe/IHaTA HAYAIHA 103 € JICHAJIMAOMHU 25 mg NepopaHO BeIHBK JHEBHO B AHUTE 1-14 oT
BCeKH 2] -1HeBEH LIMKBJ1 B KOMOMHALMA ¢ 60pTe30Mub U nekcaMmera3oH. boprezomub Tpsabea na ce
npuiara upes noJAko>kHa MHxekuus (1,3 mg/m? TenecHa MOBbPXHOCT) 1BA MbTH CEAMHYHO B AHHUTE |,
4,8 u 11 or Bcexu 21-aHeBeH UMKBI. 3a AOMBJIHUTEIHA MH(OPMALIMSA OTHOCHO [103aTa, CXEMaTa U
KOPEKLIMMTE Ha J103aTa Ha JIEKapCTBEHUTE NMPOAYKTH, NMPUJIaraHH C JICHAJIMJAOMML, BHXKTE TOYKa 5.1 U
cbOoTBeTHaTa KpaTka XapaKkTepuCTHKA Ha NPOJIyKTa.

I IpennopbuBar ce 10 oceM 21-1HeBHH JieueOHM UMKbIA (24 ceAMHULIM HA HAYAJTHO JICYEHHUE).
[Ipoowidicumenno nevenue: Jlenanuoomuo 6 KOMOUHaYyUA ¢ OeKcamemaszon 00 NPO2Pecus
[IpoabipkeTe ieHanMAOMUA 25 mg NepopaaiHO BEIHBXK JHEBHO B AHUTE 1-BM 110 21-BH OT MOBTapsLIH

ce 28-IHeBHH LIMKJIM B KOMOHHAaLMs ¢ iekcaMeTa3oH. JledueHueTo TpsabBa qa Npoab/DKH 10 IPOrpecHs
Ha 3a00J19BaHETO WM HENPHUEMJIMBA TOKCHYHOCT.

o (CmvbnKu 3a peoyyupame Ha 0ozama

JleHanmmaomua®
HavasiHa no3a 25 mg
y1030B0 HHBO -1 20 mg
/1030BO HUBO -2 15 mg
/103080 HUBO -3 10 mg
J1030B0O HUBO -4 > mg
J1030B0 HUBO -5 2,5 mg®

' PeqyuMpaHeTo Ha 103aTa 3a BCUYKH MMPOAYKTH MOXe Jia CTaBa MoOTAETHO
® Jlenanunomun G.L. ne ce npednaza 6 doza om 2,5 mg. Mona, usnonseaiime Opyz Hanuyen Ha nasapa

nekapcmeen npodykm, coeovpxcawy 2,5 mg.

e Tpomboyumonenus

[1pu TpoMOOLIMTH [IpenopbUYUTESIEH KYpPC Ha JIeYeHHe

Cnan no <30 x 107/1 [IpexbCHETE JIEYEHHETO C JIEHAJTHIOMM

O6patHo nokauBaHe 10 >50 x 107/1 [IpoabipkeTe npuema Ha T€HATUAOMH/L Ha
J1030BO HHUBO -1 BEAHBX JHEBHO

3a BcsAko cneasauio cnagade noj 30 x 107/] [IpekbCHETE JIeYUEHUETO ¢ JIEHATTUIOMM

[IpekbCcHETE JIeYEHHETO C JIEHATHIOMM [Ipoasikere npueMa Ha J€HAIWIOMM/ Ha

OOpartHo nokayBaHe 10 > 50 x 107/1 CJIEIBAIL[OTO MO-HUCKO J030BO HUBO BEIHBXK
JTHEBHO

o Ab6comomen bpou neympodunu (ABH) — neymponenusi

[Ipu AbH [IpenopbuMTEIeH Kype Ha JieyeHue®
[TbpBM cnaa no <0.5 x 10%/1 [IpekbCcHeTE JIeYEHHETO C JIEHATTMIOMHM]L
OO6parHo nokauBane 710 >1 x 10%/1, koraro [IpoabipkeTe npuema Ha JIEHAJTHAOMML C

€/IMHCTBEHHUAT HA0JII01aBaH TOKCHYEH e(deKT e Haya/iHaTa J03a BEHBXK JHEBHO

—
HEYTpPOIIEHHUS AR (1A SN
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3a Bceku cneasawy cnag noa < 0.5 x 107/1

[IpekbCcHETE JIEYEHHETO C JIEHATHAOMHM]L
[Ipoabikere npueMa Ha JIeHATMIOMH/1 Ha

JHCBHO.

CJI€ABallOTO MO-HUCKO J030BO HUBO BEAHBX

d
[lo peuieHne Ha ekaps, ako HEYTPOIIEHUATA € €JMHCTBEHATa TOKCHYHOCT Ha KOETO U Ja € J030BO HUBO,
no0aBeTe rpaHyJJIOUUT- KOJIOHHOCTHMYUpall ¢aktop (G-CSF) u nonabprkaiiTe 1030BOTO HUBO Ha

JJICHAJIMAOMHU .

o HEHMHQOMHQ B KDMﬁHHagHH C MEJ]d)ﬂJIﬂH H IIPEAHHU30H, TMOCJIEN
JCHAJIHAOMHM, TPH MallHCHTH, KOUTO HE Ca NMOAXOAALIH 3a TPAHCILUIAHTALIMA

BaHH OT NOAAbPXaAllla Teparusi C

Jleyenue ¢ neHanuaoMKu He TpsOBa Ja ce 3anousa, ako ABH e < 1,5 x 109/1 w/wnu Gpost

TpoMboLuTH e < 75 x 107/1.

lIpenopvuumenna 0o3za

[IpenopprunTeniHaTa HayaIHa 103a € JeHanuaomua 10 mg nepopasiHO BeIHBXK JHEBHO B JHHUTE 1-BH
110 21-BH OT NMOBTApAIIHM ce 28-THEBHH LIMKJIM 32 MaKCUMYM 9 uukbia, mendanan 0,18 mg/kg
nepopayiHo Ha 1-BH 10 4-TH [IEH OT NOBTapsALIM ce 28-THEBHU LIMKIIW, NPeaHHU30H 2 mg/Kg nepopasiHo
Ha |-BH 10 4-TH [IeH OT NOBTapsALLH ce 28-1HeBHU UUKIH. [TarneHTHTE, KOUTO 3aBBpIIAT 9 LMKBIA

HJIM KOMTO HE Ca B CbCTOSHHE J1a 3aBbpLUAT KOMOMHHMpaHaTa Teparus nopajaiu HEMOHOCHUMOCT, CE
JIEKYBAT C MOHOTEpaIus € JICHaTMAOMK/L, KakTo ciieasa: 10 mg nepopaiHo BeqHBX JHEBHO Ha 1-BH

10 21-BH 1€H OT NOBTapsALLHU ce 28-THEBHH LIMKJIH JO NPOrpecHs Ha 3a00JIIBAHETO.

e  Cmwnku 3a pedyyupane Ha 003ama

JleHanuaomun Mendanan [Tpeauuson
Hauanna nosa 10 mg® 0.18 mg/kg 2 mg/kg
J1030BO HUBO -1 7,5 mg® 0,14 mg/kg 1 mg/kg
J1030BO HHUBO -2 5 mg 0,10 mg/kg 0,5 mg/kg
J1030BO HUBO -3 2,5 mg® Henpunoxxumo 0,25 mg/kg

" AKO HEYTpOINEHHATA € eJMHCTBEHAaTa TOKCHYHOCT Ha KOETO M /1a € 1030BO HHUBO, 100aBETE rpaHy IOLMT-

KoJoHuocTuMyupail ¢paktop (GCSF) n noaabpxkaiiTe 1030BOTO HUBO HA JICHATMIOMHM

> Jlenanunomun G.L.He ce mpennara B 103a ot 7,5 mg. Mons, u3nonssaiite Apyr HAIMUEH Ha Na3apa JeKapCTBEH

MPOAYKT, CbABbpkKai 7,5 mg.

“Jlenanunomua G.L.He ce npennara B 103a oT 2,5 mg. Mons, W3non3BaiiTe Apyr HA/IMYEH Ha Na3apa JIeKapCTBEH

MpOAYKT, ChAbpKaIl 2,5 mg.

o [pombOoyumonenus

[Ipy TpoboLMTH

IIpenopbYHTENIEH KYPC Ha JIeYEHHUE

[IbpBu cniag go <25 x 109/1

O6paTHo mokauBaHe 10 >25 x 10°%/L

[IpekbCcHETE JIeYEeHUETO ¢ JIEeHATHAOMHM/
[Ipoabmkere 1e4eHHUETO C JIEHAJIMAOMH/ U

MeJi(asiaH Ha 1030BO HHMBO -1

3a Bceku cnenain cnag noa 30 x 10%1
OGpaTHO nokausase 710 >30 x 10%/1

[IpekbCHETE JIeUEHHETO C JIEHATTHIOMHM/

[IpoabipkeTe ne4eHUeTo ¢ IeHATMOIOMH]] Ha
CJI€1BALIIOTO IMO-HUCKO A030BO HUBO (J1030BO
HUBO -2 WJIH -3) BeIHbX JHEBHO.

» Abcomomen bpou neympogunu (ABH) — neymponenus

[Ipn AbH

[IpenopbumTesieH Kype Ha JieyeHue”

[TepBu cnaa g0 <0.5 x 10%/1

O6patHo nokaueane 10 >0,5 x 10%/1, koraTo

€IMHCTBEHUAT HAaOM01aBaH TOKCHYEH e(PEKT €

[IpexkbcHETE JIeYEHHETO ¢ IEHATHIOMHK/L
Ilpoabipkere ne4eHHETO ¢ TEHATTHAOMU C
HayaJTHaTa /103a BeJIHbXK JIHEBHO

HEYTPONEHHUA : N
ObpartHo nokauBane 10 >0,5 x 10°/1, koraro ca [IpoabimkeTe neueHHETO ¢ IEHATUAOMMUA HA. - a};i
HaOJIIoJaBaHU 3aBUCUMU OT [103aTa J1030BO HHBO -1 BeHBXK AHEBHOS /o 25 2\,

X€MaTOJIOrHYHH TOKCHYHH e(eKTH, pa3/IM4HHU OT

HEYTPOIEHHUS

i
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3a BcekH caeapauy cnag noa <0.5 x 10%/1
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[Ipu AbH [IpenopbuMTEneH Kype Ha JieyeHHe"
OG6parHo nokausaHe 10 >0,5 x 10%/1 [IpoabiokeTe JIeYEHHETO ¢ JIEHATMAOMH/L Ha
CJIEABALIIOTO MO-HUCKO J030BO HHBO BEIHBX
JHEBHO.
“Ilo pemieHKHe Ha JIeKaps, akO HEYTPONEHHUATa € €JMHCTBEHATa TOKCHYHOCT Ha KOETO M J1a € I030BO HHUBO,
nobaseTe rpaHyJIOLMT- KoJOHHOCTUMYIMpaLl (paktop (G-CSF) u nopaspkaiite 1030BOTO HMBO Ha
NEHATHIOMHML,

o [loaabpikalia Tepanus ¢ ACHATMIOMM/ NPH MALMEHTH, KOMTO ca GWIM NMOUIOXEHH Ha aBTOJIOXKHA
TpaHcIlaHTauus Ha cTBoJIOBH KiIeTKH (ATCK)

[Topabpikainara Tepanus ¢ J€HaIMAOMU TpAOBA /1a 3aN0YHE CJie/l aAeKBATHO XEMATOJIOTHYHO

Bb3cTaHOBsABaHe ciel ATCK npu naunenTu 6e3 1aHHM 3a nporpecus. JleHanuaomua He TpaGBa fa ce

3anousa, ako ABH e < 1,0 x 10%/1 u/unu 6posT Ha TpomGoumnTuTe € < 75 x 10%1.

lIpenopvuyumenna ooza

[IpenioppunTeHaTa HavasiHa 1032 € JieHanMaoMua 10 mg nepopasiHo BeIHbK JHEBHO 6€3 MpeKbCBaHEe
(B 1HHMTE OT 1-BM 10 28-MH Ha NOBTapAILH ce 28-AHEBHH LIMKIIH), PUJIATaH 0 MPOrpecHs Ha
3a00/IIBAHETO MJIM MOSBA HA HEMOHOCUMOCT. Crienl 3 UMKBJIa MOAIbPXKALLO JICUSHHE C JIEHATHIOMMI
A03aTa MOXKe /1a C€ YBEJIMYH 10 15 mg nepopajiHO BeAHBK JHEBHO, aKO C€ MOHACH.

e (Cmwnku 3a peoyyupane Ha 003ama

Havanna no3za (10 mg) AKO f03ara e MoBHIIEHA
(15 mg)®
J1030B0O HHUBO -1 5 mg 10 mg
J1030BO HMBO -2 > mg (aHH 1-21 Ha Bceku 28 nHM) 5 mg
J1030BO HHUBO -3 Henpunoxumo 5 mg (aum 1-21 Ha Bceku 28
JTHH )
Ja He ce nasa 103a noa S mg (aHu 1-21 Ha Bceku 28 qHM)

*. Cnient 3 uMKbJIa NOAABPXKALLO JIEYEHHE C JIEHATHIOMHI, 103aTa MOXeE Ja Ce yBeaudH 10 15 mg nepopaiHo
BEIHBX JHEBHO, aKO C€ IMOoHacH.

e Ipomboyumonenus

[Ipu TpoOouuTH [IpenopbumTEneH Kype Ha JieyeHHe

[IbpBH cniag no <50 x 109/1 [IpexbCcHETE JIeYeHHETO C JIEHATMIOMH

O6paTtHo nokaysane 10 > 30 x 10°/L [IpoabipkeTe nMpHemMa Ha JIEHAJIMIOMMUI Ha
JI030BO HUBO -1 BEAHBX JHEBHO

3a BcekM cieaBaiy cnaj noa 30 x 10%/1 [IpexbCcHETE IEYEHHUETO C JIEHATUAOMML

O6patHo nokauBane 10 >30 x 10°/1 [Ipoabinkere IeUEHHETO C JIEHATUIOMM/ Ha

CJIEIBALIIOTO MO-HUCKO A030BO HUBO (1030BO
HUBO -2 WJIH -3) BEJHBXK JIHEBHO.

o Abcomomen 6pou neympogunu (A5EH) — neymponenus

[Ipn ABH [IpenopbYHTE/IEH KypC Ha JieyeHue"
Cnan 10 <0.5 x 10%/1 [IpekbCHETE JIEUEHHETO C JICHATHIOMHM
ObpaTtHo nokauBane 10 >0,5 x 10°/1 [Ipoasinkere npuema Ha NeHAJIMAOMMI Ha

1030BO HUBO -1 BEJIHBX JHEBHO

3a BCcaKko caeaBaumo cnagade noa < 0,5 x 10%/1 [IpexbCcHETE JIeUeHHETO ¢ JIEHATHIOMH
OGpatHo nokausaHe 10 > 0,5 x 10%/1 [Ipoabkere NeYEHHETO ¢ JICHATMAOMU HA
CJI€IBALLIOTO ITO-HUCKO J030BO HUBO BEOHBXK
IHEBHO
a Ilo pelenne Ha neKkaps, ako HEYTPONEHHUATA € €JMHCTBEHATAa TOKCHYHOCT Ha KOETO M 13 € 030 B ﬁ\\
nobaBeTe rpaHyJIOUMT- kKonoHHocTUMynupauy ¢akrop (G-CSF) u Mo AbpKAaKMTe NO30BOTO H 3 H_‘-___‘ar-r!f J,_,;;;:.;:x
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Mynmunjien Mueniom ¢ noHe eona nPeoxoIcoaua mepanus

Jleuenne ¢ nenanuaomua He Tps6Ba na ce 3anousa, ako ABH < 1,0 x 10%/1 u/unu 6post TpoMGoLMTH
<75 x 10”/1 unu, B 3aBUCUMOCT OT HHMUTPALIMS Ha KOCTHUS MO3bK OT TUTa3MEHH KJIETKH, OposT

rpombouuTH < 30 x 10%/1.

[Ipenopvuumenna 0oza

[IpenopbuMTeIHaTa HaYaJIHa 103a JICHATMAOMMA € 25 mg nepopaiHO BEAHBK AHEBHO Ha |-BH 10
21-Bu 1eH OT noBTapsM ce 28-1HeBHM LMKIIM. [IpenopbunTenHara no3a qekcamerasoH e 40 mg
NepopaTHO BEIHBXK AHEBHO Ha |-BH 10 4-TH, 9-TH 10 12-TH ¥ 17-TH 10 20-TH a€H OT BCekH 28-1HeBeH
LUMKBJ1 32 MbPBUTE 4 LIMKbJIA HA TepanusTa U ciel ToBa 40 mg BeIHbX JHEBHO HA 1-BM 10 4-TH IeH Ha

BCEKHU 28 1HH.

[IpeanucBauimre iekapu TpAOBa BHUMATEIHO Jla MPELIEHAT KOs 103a A€KCaMEeTa30H a MU3MOJI3Bar,
KaTO B3e€MaT MPeJABH/I CbCTOSHUETO U OOJIECTHUA CTATYC Ha MaLHeHTa.

e Cmwvnku 3a pedyyupane Ha 003ama

Hauanna nosa 25 mg
J1030B0 HUBO -1 15 mg
J1030BO HHUBO -2 10 mg
J1030BO HUBO -3 5 mg

e Tpomboyumonenus

[ Ipu TpobouUTH

[IpenopbuMTEsIEH KYpC Ha JIeUeHHE

Cnana go <0.5 x 107%/1
OG6paTHo nokausane 10 > 30 x 10°/L

[IpexbCcHETE NeYeHHeTo ¢ JIEHATHAOMHU/
[IpoabipkeTe npreMa Ha JEHATMAOMHU/ Ha
JJO30BO HUBO -1 BEAHBXK JHEBHO

3a BcekH caensau cnaa noa 30 x 10%/1
O6paTHo nokausane 10 >30 x 10%/1

[IpexbCcHETE IEYEHHETO C JIEHATHAOMH/L
[Ipoabmxkere JieueHUETO C JIEHATMAOMU HA
CJIEIBALLIOTO MO-HHUCKO J030BO HMBO (J1030BO
HHUBO -2 WIM -3) BeJIHBXK JHEBHO. J]a He ce
JI03HUpa 101 5 Mg BEIHbK THEBHO.

o Abconomen bpou neympogunu (ABH) — neymponenus

[Ipu ABH

[IpenopbuMTEsIEH KYpC Ha JieyeHue"

Cnan no <0.5 x 10%/1

O6patHo nokauBane 10 >0,5 x 10%/1, koraTto
€AMHCTBEHMSAT HA0JII01aBaH TOKCUYEH €(EKT e
HEYTPOIEHUSA

[IpexbCcHETE IEYEHHETO C JIEHATHAOMH/L
[Ipoabmkere npueMa Ha NEHATMAOMHUL C
Ha4yaiHaTa 103a BEAHBXK JHEBHO

O6partHo nokauBane 10 >0,5 x 10%/1, korato ca
HaO101aBaHH 3aBUCHUMHU OT J103aTa
XE€MAaTOJIOTHYHH TOKCUYHH €(PEeKTH, pa3jIMuYHU OT
HEYTPONEHUS

[IpoabipkeTe ieueHHETO C JIEeHATHMIOMHU/1 Ha
J1030BO HUBO -1 BEAHBXK JIHEBHO

3a Bceku caeapaug nox 0.5 x 10%/1
O6patHo nokauBaxe 10 > 0,5 x 10%/1

[IpexkbCHETE JIeUEHHETO ¢ JIEHAJIMIOMM]L
[Ipoabmxere neyeHUETO ¢ IEHANTUAOMHU Ha
CJI€1BAILOTO MO-HUCKO J1030BO HUBO (1030BO
HUBO -1, -2 UM -3) BeaHBK JHEBHO. J]a He ce

JA03Mpa MO/ 5 Mg BEAHBK JHEBHO.

a [lo peiienue Ha Jiekaps, ako HEyTPONIEHHATA € €IMHCTBEHATAa TOKCHYHOCT Ha KOETO U J1a € JO30BO HHBO,
n00aBeTe rpaHyIoUMT-KOJOHHOCTHMY THpa ¢aktop (G-CSF) u nomabpikaiite 1030BOTO HMBO HA

JCHAJIMIAOMH.

Muenooucnaacmuurnu cunopomu (MJC)

Jleyenunero ¢ neHannaOMUA He TpAGBa 1a 3anouBa, ako ABH e < 0,5 x 10%1 w/unm 6posT Tp

107/1.

IIpenopvuumenna oosza




[IpenoppunTeiHaTa HaYanHa 103a JieHaauaoMua € 10 mg nepopajiHO BeAHBK JHEBHO Ha 1-BH 10
21- B JIEH OT MOBTApSALIH ce 28-THEBHH LIMKJIH.

o (Cmvnku 3a pedyyupane Ha 0o3ama

HauyasnHa no3a

10 mg BeaHbk qHEBHO B HM 1 10 21 Ha BcekH 28 aHM

J1030BO HUBO -1 5 mg BEeIHBXK JHEBHO B THU | 10 28 Ha Bceku 28 aHM

r[[(EDBO HHUBO -2 2,5 mg BEeAHBK JHEBHO B IHH 1 10 28 Ha Bceku 28 aHU

2,5 mg npe3 aeH 1 n1o 28 Ha Bceku 28 qHH

P_-[DBDBD HUBO -3

e Tpomboyumonerus

[Ipu TpOoMOOLIMTH
Cnan no <25 x 107/1

[IpennoppuMTEsIEH KYypC Ha JIeYEHHE
[IpexbcHETE IeUEHHUETO C JICHATTUAOMHU.

OOpaTHO nokaysaHe a0 > 25 x 10%/1 - <50 x 10%1s
[oHe 2 ciryyas 3a > 7 JHU WK KOraTo OposT
TpOMOOLIMTH ce Bb3cTaHOBH Ha > 50 x 10%/1 no

[Iponbmkere neYeHUETO ¢ JICHATMAOMH] Ha
CJIEABALLIOTO MO-HUCKO JI030BO HHUBO ([1030BO
HUBO -1, -2 uiu -3).

BCSIKO BpeMe

o Abconmomen bpou neympogunu (AbH) — neymponenus
[Ipu ABH [IpenopbpuuTeneH Kypc Ha JieueHHe

Cnan oo < 0,5 x 10%/1
O6paTHo nokausaHe 10 > 0,5 x 10%/1

[IpekbCcHeTE JIeYeHUeTo C JIEHATHAOMHMII.

[Ipoabinkere 1e4eHUeTo ¢ JIeHAJIUI0OMH/ Ha
CJIeABAlOTO MO-HUCKO J030BO HUBO (J1030BOHHUBO -1, -2
HJIH -3)

Cnupane na neHanuoomuo

Jleuennero ¢ neHanuaomMua TpsAGBa aa ce crpe Npu nauMeHTH 6e3 MoHe ¢1ab epUTPOUIEH OTTOBOD B
paMKHTE Ha 4 Mecella OT Ha4aJloTO Ha TeparnusaTa, NposBeH 4pe3 rnoHe 50 % HamalleHue Ha
HEOOXOIUMOCTTA OT TpaHC(y3Us UIIH, aKo He ca TpaHcdy3upaHnH, 1 g/dl noBuIeHHe Ha XeMOrI00HHa.

Manmennoxiemvuen aumgpom (MKJI)

IIpenopvuumenna ooza

[IpeniopbuKTeIHATA HaYaIHA 1032 JICHATMAOMHK € 25 mg nepopaiHO BeHDbK AHEBHO B JAHUTE |-BH
10 21-BH OT NOBTapSALIH ce 28-THEBHH LIMKJIK.

e Cmwvnku 3a pedyyupane na oozama
HauyanHa no3a

J1030B0 HHBO -1

J1030BO HUBO -2

J1030B0 HUBO -3

J1030BO HMBO -4
J1030BO HHBO -5

25 mg BeAHBX AHEBHO B IHM 1 10 21, Ha Bceku 28 aHM
20 mg BeAHBX JHEBHO B THH 1 10 21, Ha BcekH 28 nHH
15 mg BeAHBK AHEeBHO B AHHU 1 10 21, Ha BcekH 28 nHM
10 mg BeaHBX AHEBHO B IHU | no 21, Ha BcekH 28 AHU
5 mg BeAHbX AHEBHO B IHU 1 10 21, Ha Bceku 28 qHM

2,5 mg BeAHBXK AHEBHO B 1HU | 10 21, Ha Bceku 28 MU'
> mg npe3 AeH B AHU 1 10 21, Ha Bceku 28 nHM

' B cTpaHm, KBAETO Ce Mpejyiara KamncyJsaTa ot 2,5 mg.

e Tpomboyumonenus

[Ipu TpomMOoLIUTH
Cnan 1o <50 x 107/1

[IpenopbumnTesnieH Kypc Ha JieueHHe

[IpekbCHETE JIEYEHHETO C JICHAITMAOMM
mbjIHA KppBHA KapTUHA (I1KK) Haii-
MaJIKO Ha BCEKH 7 JIHM

[IpoabipkeTe ie4eHHETO ¢ JIeHal
CJIEABALLOTO MO-HUCKO J030BO HH

O6paTHo nokausaHe 10 > 60 x 10%/1

: L{I



3a Bceku caensau criag nog S0 x 107/ [IpexbpcHeTe 1euenuero ¢ neHanuaoMua U npapete [TKK
HaH-MaJIKO Ha BCeKkU 7 AHM [Ipoabinkere neyeHUeTo ¢

O6paTHo mokauBane 10 > 60 x 10%/1 JICHAJIMIOMH/1 Ha C/I€ABALOTO MO-HUCKO JI030BO HUBO
(1030BOHUBO -2, -3, -4 unu -5). He npunaraiire n103a
noJA A030BO HHUBO -5

o Aobconomen Opou neympoguiu (AbH) — neymponenus

[Ipyu ABH [ IpenoppunTENiEH KypC Ha TeYeHHE

Cnan g0 <1 x 10%/1 3a Haii-Manko 7 JHH WK [IpexbCcHETE JIEYEHHUETO C JIEHAJTUIOMMU]I HITPaBETE
Cnan o < 1 x 10%1 ¢ acouumnpana sucoka temnepatypalIKK Haii-manko Ha Bceku 7 THH

(TesiecHa Temrnieparypa > 38,5 °C)unu
Cnazn 10 <0,5 x 10771

O6GpartHo nmokausaxe 10 > 1 x 107/1 [IpoabmkeTe IEUEHHETO C JIEHAIIMIOMHM/L Ha

CJIEIBALLIOTO [MO-HUCKO J1030BO HUBO (J1030BO
HHUBO -1)

3a Bceku cnenpail cnaa nox 1 x 10%1 3a Haii- manko 7 IlpekbCHETE NTEUEHHUETO C JTSHATMIOMH

nHU uam cnag 10 < 1 x 10%/1 ¢ acoumupana Bucoka

Temriepartypa (renecHa remneparypa > 38,5 °C) unu

criag g0 < 0,5 x 10%/1

O6patHo nokausaHe 10 >1 x 10%/1 [IpoabkeTe IEYEHHETO C JIEHAIIMIOMMU] Ha
CJIEABALLIOTO MO-HUCKO 1030BO HUBO (1030BO
HHUBO -2, -3, -4, -5). He npunaraiite go3amnon
JI030BO HHUBO -

Donuxyrapen aumpom (DJI)
Jleuenune ¢ nenanuaomua He TpsbBa na ce 3anousa, ako ABH e < 1 x 10%/1 u/unu 6posT TpoMGOLIUTH €
<50 x 10”1, ocBeH ako He e BClieACTBHE Ha MHQWITPUPAHe HAa KOCTHUS MO3BK OT JTHMOMa.

[Ipenopvuumenna ooza

[IpenopbumnTeiHaTa HavaiHa 103a JeHaATHAOMK € 20 mg nepopayHO BEAHBXK JHEBHO B JHH 1 10 21
OT MOBTApALLK ce 28-THEBHH LIMKJIM 32 MAKCUMYM 12 nieueGHM uukbia. [IpenopbunTenHaTa HayaiHa
no03a putykcumab e 375 mg/m® uHTpaBeHo3HO (i.v.) Beska ceaMuua B uMkba | (auu 1, 8, 15, 1 22) u
1eH | oT BcekH 28-1HeBeH UMKBJI 3a LIMKJIHK 2 10 5.

o Cmwnku 3a pedyyupane Ha 0ozama

HayvasiHa no3a 20 mg BEJIHBK AHEBHO B HH 1-21, Ha BcekH 28 1HM
030BO HHBO -1 15 mg BeAHBXK JAHEBHO B JIHH 1-21, Ha Bceku 28 aHM
030BO HUBO -2 10 mg BeAHBXK IHEBHO B AHM 1-21, Ha Bceku 28 nHM

Y1030B0 HHBO -3 D g BEAHBXK JIHEBHO B IHHU 1-21, Ha BcekH 28 HH

3a KOPeKLMH Ha 103aTa [opaJii TOKCHYHOCT Ha PUTYKCHMAO BHXKTE ChOTBETHATA KpPATKa
XapakTepUCTHKA Ha MPOAYKTa.




e Tpomboyumonenus
[Ipu TpoMOOLIUTH [IpenopbyHTENEH KYypC Ha JICYEHHE
Cnan 1o <50 x 10%/1 [IpekbCcHETE JIEYEHHETO C JIEHATUAOMMI U
npasete [1KK Haii-Masiko Ha Bceku 7 qHH

OGpatHo nokaysase 10 >50 x 10%/1 [IpoasipkeTe ne4eHHEeTO Ha ClIeABALOTO I10-
HUCKO J030BO HUBO (1030BO HUBO -1)
3a Bceku caeasauy cnaa nox S0 x 1071 [IpekbCcHETE JIEYEHHETO C JIEHAJIMIOMH/

npasere [IKK Hal-Manko Ha Bceku 7 qHH

O6paTHo nokauBase 10 >50 x 10%/1 [IpoasmkeTe JIEYEHHETO C ICHATUIOMHUL Ha
CJIEJIBALLIOTO MO-HUCKO J030BO HHUBO (1030BO
HUBO -2, -3). He npunaraiite n103a noa g030BO
HUBO -3.

o Abconomen bpou neympogunu (AbH) - neymponenus

[Ipu ABH [IpenopbyuTEsICH KYpPC Ha Je4eHue *

Cnana < 1,0 x 10%/1 3a Haii-Manko 7 qJHH WK [IpexbCHETE TIEYEHUETO C JIEHAJITMAOMHM]L U

Cnan g0 < 1,0 x 10°/1 ¢ acouuupaHa BUCOKa npasete [1KK Haili-Manko Ha Bceku 7 nHH

TeMmrieparypa (TenecHa Temneparypa > 38,5°C),

HJIH

Cnan no < 0,5 x 107/

O6paTHo nokaysase 10 >1 x 10°/L [TpoabmkeTe IeYEHHETO C JIEHATHIOMHM]L Ha
ClIeBaLlOTO MO-HUCKO J030BO HUBO (J1030BO
HHUBO -1)

3a Bceku cieasail cnaa nox 1,0 x 10%1 3a Haii-  TIpexkbcHeTe IeYEHHETO ¢ JICHATMIOMU H

Maiko 7 JHM Wi cnag a0 <1,0 x 10%1 ¢ npasete [1KK Hali-masiko Ha Bceku 7 AHM

acollHMpaHa BUCOKa TeMriepaTtypa (TejecHa

Temneparypa >38,5°C) wnu cnag no <0,5 x 10°/1  IIpoabinkeTe J€UEHHETO ¢ IEHATMAOMHML Ha
CJIEABALLOTO MO-HUCKO 1030BO HUBO (J1030BO

O6paTHo nokausaHe 10 >1,0 x 10%/1 HUBO -2, -3). He npunaraiite 103a noa 103080
HHUBO -3

* I1o npeueHKa Ha Jiekaps, ako HeYTPOIIeHHATa € € IMHCTBEHATa TOKCHYHOCT Ha KOETO M J1a € 1030BO HHUBO,
nooasere G-CSF

Manmennoxnemvuen numpom (MKJT) uru ghonukynapen sumpom (DJI)

Tymop-nuzuc cunopom (TJIC)

Bcnuku naumentu tpabea na nonyuat npodunaktuka 3a TJIC (anonypuHos, pa36ypHkasa UK
CKBHBAJICHT CIOpe/l OPHULIMAIIHUTE HACOKH) U a 6baaT 100pe XxuaparupaHu (NEpopaHo) rpes
MbpBaTa C€AMHLIA OT IMbPBHSA LHKBJI WIH 3a MO-MPOAB/DKUTENIEH MEPHO/1, aKO € KIIMHUYHO MOKa3aHo.
3a na ce caenm 3a TJIC, TpsabBa aa ce nposexaa HaOOp OT GHOXMMHYHHM U3CJIEABAHUS €XKEeCeIMHUYHO
[pe3 MbPBUSA LUMKBJ U KAKTO € KJIMHUYHO MOKa3aHo.

JleHanuaomMHua Moxe 1a Ob/ie MPOaB/DKEH (KAaTo ce 3amas3u J03arTa) NpH nauMeHTH ¢ Jaboparoper TJIC
Wiy creneH 1 xkiuHuyeH TJIC, unu no npelieHka Ha jgekaps a ce HaMaJld 103aTa ¢ €JHO HUBO M /1a Ce
MPOABJDKH JIeHaNUWAOMHU/. TpsaOBa 1a ce OCUrypu akTHBHA HHTPABEHO3HA XUAPATalMs U MOIXOAALIO0
MEAMLIMHCKO JIEYEHHUE CIOpel MECTHHUS CTAHAAPT 3a MoJlaraHe Ha FPWXKH 10 KOPUIHpaHe Ha
€JICKTPOJUTHUTE aHOMaIMK. Mojke n1a € HeoOxoauMa Tepanus ¢ pa3OypHKasa, 3a 1a ce HaMaJlu
XHIepypUKeMHUATA. XOCIUTAIH3ALMATA Ha MALIMeHTa € M0 MpeLeHKa Ha JIeKaps.

[1pn nauuenTr ¢ kinanded TJIC crenen 2 10 4, npeKbCHeTe JEHATMIOMHUI U POBEXIaHTe HAGOp OT
OMOXMMHYHH M3CJIE/IBAHUS €XKECEIMMYHO HIIH KaKTO € KIMHUYHO NokasaHo. Tpa6Ba a ce ocurypw
AKTUBHA HHTPABEHO3HA XMpaTallMs U MOAXOAALIO MEAMLIMHCKO JIEYEHHE CIIOPE] MECTHHA CTa M\
3a NOJIaraHe Ha 'PHXKH 10 KOPHI'MPAaHE Ha €JIEKTPOJIMTHUTE aHOMAJIMM. TepanusiTa ¢ )PUKa3a. {7 -
XOoCMHUTanM3auMaTa ca no npeueHka Ha aekapsa. Koraro TJIC orwrymu no crenes 0,
JICHAJIMIOMH/1 Ha CJI€ABALLIOTO MO-HUCKO HUBO M0 NMpeLeHKa Ha Jiekaps (BX. TO4Ka
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Peakyus na akmusupane na mymopa

[1o npenieHKka Ha Jiekapsi JICHAJTMAOMUI MOXe Aa Obe NPOAB/DKEH TIPH MALMEHTH ChC CTENneH | Wiy 2
peakuus Ha akTHBHpaHe Ha TyMopa (Tumor flare reaction, TFR) 6e3 npexbcBane wim usmenenue. 1o
[IPEeLICHKA Ha JIEKaps MOXKe /1a Ce MPHUJIOXKH TEpaNnus ¢ HECTEPOUIHH IMPOTUBOBB3NAIUTE/IHH CPEICTBA
(HCIIBC), kopTHKOCTEPOMAH, C OrpAaHUUYEHA NMPOABIIKHTETHOCT, W/WIH HAPKOTHYHH aHAJITETHLH.
[Ipu maumenTH cue crened 3 win 4 TFR cnpere nieuenneTo ¢ neHaTMAOMMI U 3aTTIOYHETE TEPAITHS C
HCIIBC, kopTukocTepouau U/ i HapkoTuuHu aHaiureTulim. Korato TFR otiymu no < creneH 1,
MOAHOBETE JICYCHUETO C JICHAJIMIOMHU/l Ha ChIOTO JO30BO HUBO 3a OCTaHAJIaTa 4acT OT LMKbJIA.
[lanMeHTHTe MOraT 1a ObJaT JIEKYBaHH 3a NPEOJ0/IIBaHE HA CHMIITOMMTE CIOPe/l HACOKUTE 3a
nevyeHuero Ha creneH 1 u 2 TFR (Bx. Touka 4.4).

Bcuyku nokazanusi

[Ipy apyru nNposiBM Ha TOKCHYHOCT OT CTEMNEH 3 WM 4, 3a KOUTO € MPEeLIeHEeHO, Ye ca CBbP3aHH ¢
JIEHAJIUJIOMHU/L, JIEYEHUETO TpAOBa J1a ce crpe U Aa ce Bb30OHOBH Ha CJIEIBALIIOTO MO-HUCKO A030BO
HMBO, KOraTO TOKCHYHOCTTa JOCTHIHE CTEMNEH < 2 M0 NpeLeHKa Ha JieKaps.

[Ipu koxxeH oOpuB OT crerneH 2 WM 3 TpsaOBa na ce OOMHCIIM NMPEKbCBAHE HIIH CITUPAHE Ha
JIEHAJIMJOMH/.

JleHanuaoMu 1 TpAOBa aa ce cripe Npy aHruoeaeM, aHahUuIakTHYHA peakiys, OOpUB OT cTerneH 4,
ekc(oIIMaTUBEH WM OyJi03eH OOPHB WM aKO Ce MOoA03Mpa CHHAPOM Ha Stevens-Johnson

(SJS), TokcnuHa enuaepmaiHa Hekponusa (toxic epidermal necrolysis, TEN) unu nekapcTeena
peakius ¢ €o3HHOQHIHA U cucTeMHH cuMnToMd (DRESS) u He TpsOBa 1a ce 3arouysa oTHOBO cief
CIIMpaHe Nnopajayd rOPHUTE PEaKLIHH.

Cneyuannu nonyiayuu

e [leauaTrpuyHa nomyaalus

Jlenamunomun G.L.He TpsaOBa ga ce npunara npu Aena v IOHOIIM OT paXkaaHeTo A0 nox 18 roauuu
nopaam cboOpakeHus 3a Oe3omnacHOCT (BXK. Touka 5.1).

e (Crapyecka Bb3pacT

HanuuHuTe noHacrosmeM (apMakOKMHETHYHH JIaHHH Ca ONMCAHM B TO4YKa 5.2. B KIMHMYHU
NpOy4BaHMs JICHAJTMIOMH/I € OMJI TpHJIaraH Ha NMalMUeHTH C MYJITHILUIEH MHEJIOM Ha Bb3pacT J10

91 roaMHu, Ha MaLMEHTH C MUEJIOAUCIUTACTUYHMA CHHAPOMH Ha Bb3pacT 10 95 roAMHU M Ha MaLMEeHTH
C MaHTEJIHOKJIETBYEH JIMM(POM Ha Bb3pacT 10 88 roauHu (BxK. Touka 5.1).

T'bH KaTO € Mo-BEPOSITHO NALIMEHTHTE B CTapyecka Bb3pacT Jla MMaT HaMmalleHa 6b0peuHa GyHKLus,
TpsiOBa BHUMATEJIHO J1a ce noabupa no3ata M 64 610 pasyMHO 1a ce cieau 6b0peuHara GpyHKIHS.

Hosoouaenocmuyupan myimuniieH Mueiom. nayuesmu, Koumo He ca nooxoo0suu 3a
MPAHCNIAHMAYUS

[lalieHTHTE C HOBOAMArHOCTULIMPAH MYJITHIUIEH MHEJIOM Ha Bb3PacT 75 W noBeue roauHu TpsoBa
BHUMATEJIHO J1a C€ OLICHABAT, MpeaM aa ce 0OMMCs JeueHre (BxK. Touka 4.4).

[1pn nauMeHTH Han 75-roaMIIHa Bb3pacT, JIEKYBaHH C JIEHAJIMIOMH/] B KOMOMHALMSA C IeKCaMeTa30H,
HavyaJiHaTa J103a JeKkcaMeTa3oH € 20 mg BeIHbXK AHEBHO Ha AHHU 1, 8, 15 u 22 ot Bceku 28-nHeBeH
neyeOeH LUHMKBJI.

He ce npeanara anantupaHe Ha 103aTa NP NaUMEHTH HAaJ 75 TOJMHH, KOUTO Ca JIEKYBAaHH C
JICHAJTUIOMU B KOMOMHAaLMA ¢ MendaliaH U MPeIHU30H.

[Ipy nauKMeHTH ¢ HOBOAMArHOCTULIMPAH MYJITHIUIEH MUEJIOM Ha Bb3pacT 75 W MoBeYe TOAMHH, KOHUTO
[10/TyHaBaT JICHATUIOMH, MMa M10-BHCOKA YECTOTa HA CEPHO3HH HEXEJIaHH PEaKLIMH U HeXKeJlapu
peakLM1H, KOUTO BOJAT 110 CITMPAHE HA JICYEHHETO. |

e
KoMOuHHMpaHaTa Teparnus ¢ JeHATHIOMHU/ Ce MOHACs M0-3J1€ MPH NaLUEeHTHUTE C HOBOI} PﬂﬂﬂTkﬂﬂ&m

MYJITHIUIEH MHEJIOM HaJ 75-roJMIIIHa Bb3pacT B CpaBHEHHE C MM0-MJIa1aTa nurrynauuﬂ a:m nauHEH'm

r-'r,_,-

11 ~ '-“,,-



MPEeKpaTIBaT JICYEHUETO MO-YECTO MOPaAH HEMOHOCUMOCT (HEXeaHH ChbOUTHS cTerneH 3 WK 4 U
CEPHO3HH HEXeJIaHU CbOUTHSA), B CPAaBHEHHE C MALIUEHTHTE < 75 rOMHH.

Mynmunaen Muenom: nayuermu ¢ nOHe eOHA NPEoxXoHCoaya mepanus

[IpOLEHTBT Ha MaLMEHTHTE C MYJITHIUIEH MUEJIOM Ha 65 roaMiuHa Bb3pacT WK MOBEYe HE Ce €
pa3nuyaBajl 3HAYUMTEIHO MEXKY FPYIMUTE, JIEKYBaHH C JICHAIMIOMM/ IeKCaMETa30H U
1anedo/aekcamerasoH. [Ipu Te3u nauueHTy He € HabaoJaBaHO 00O pa3iMyMe B 0€30MacHOCTTa U
€(PMKaCHOCTTa B CpaBHEHHUE C MO-MJIaA4, HO HE MOXKe Aa Oblie M3K/II0UeHa Mo-Uu3pa3eHa
MPEeApasnoJIOKEHOCT MPH MO-Bb3PaCTHU UHAUBHIH.

Muenooucnaacmuynu cunopomu

[Ipy nauMeHTH ¢ MHENOAMCIUIACTUYHH CUHAPOMH, JIEKYBAaHM C JICHAJIMAOMHK]L, HE ce HaO/Il0aBa KaTo
LIAJ10 pas3/iMKa Mo OTHOLIEHHUE Ha 0e30macHOCTTa M €(PUKAaCHOCTTa MEXAY MAlMEHTH HaJl 65-roaMilHa
BB3PacT U MO-MJIaJIH MalUEHTH.

Manmennoxnemvuen aumgom

3a MaLMEeHTH C MAHTEJIHOKJIETBYEH JIMM(OM, JIEKYBaHH C JICHAJIMAOMHU]I, He ce HaOronaBa ob1a
pa3nuka B 0€30MacHOCTTa U €ePUKaCHOCTTa MEXK/Ty NMAlMEeHTH Ha Bb3pacT 65 WM NoBeYe roJIMHH B
CpaBHEHHUE C MalMEHTH Ha BB3pacT nox 65 roauHu.

Donuxyrapen aumgpom

3a mauMeHTHTE ¢ (POJIUKYJIapeH JIUM(OM, JIEKYBaHH C JICHAJIMIOMU B KOMOMHALIUA C PUTYKCUMAO,
o0Lara 4yecTora Ha HeXKeJlaHUTE CbOUTHA € MoA00OHa NMPH NALIMEHTUTE HA BB3pacT 65 WM nmoBeue
FOAWHHU B CPaBHEHHE C mauMeHTHTE noAa 65 roauHu. He e HabnmonaBaHa KaTo UsJIO pa3/iMKa B
e(PMKaCHOCTTa MEXKY ABETE Bb3PAaCTOBU IPYIIH.

e [lauueHTtH ¢ 60peYHO YBpE}KIaHE

JleHanuaoMUA ce OTIesIs NMPEeAUMHO OT ObOpeLMTe; MaLMEHTHTE C MO-TO/IsAMa CTENeH Ha ObOpeYHO
yBpeKJaHe MOoraT Jla UMaT HapyllueHa MOHOCUMOCT KbM JIeYeHHETO (BXK. Touka 4.4). TpsaOra
BHMMAaTEJIHO MOJI0MpaHe Ha 03aTa U ce MpenopbuBa cjejeHe Ha ObOpeuHaTa QyHKLIHS.

He ce Hanara ajanTupaHe Ha 103aTa MPU MALMUEHTH C JIEKO ObOpeUHO yBpeK1aHe U MYJITHIUIEH
MHEJIOM, MHEJIOJIMCIUIACTHYHH CHHAPOMH, MAHTEJIHOKIETbYEH JIMM(POM WU (poIHKyIapeH JTUMPom.
[IpenoppuBa ce clIEIHOTO aanTUpPaHe HA J103aTa B HAYAJIOTO Ha TepanusaTa H npe3 LsI0TO
BpPEMETPACHE Ha JICYCHHUETO IPH MALMEHTH C YMEPEHO WJIM TEXKKO yBpeaeHa Ob0peyHa pyHKLMA WiIH
[MpU TEpMHHAJIHA OBOpEeYHa HEJOCTATBYHOCT.

Hsma onuT ot u3nurBanus ¢asa 3 npu tepMruHaiHa 0b0peuna HenocTtaTbyHOCT (End Stage Renal
Disease, ESRD) (CLcr < 30 ml/min, Hanaraiua guanusa).

Mynmunaen muenom
bropeuna ¢pyuxkuus (CLcr) AanTHpaHe Ha 103aTa
YMepeHo Ob0peuHo yBpeKaaHe 10 mg BeaHBX JHEBHO'
(30< CLcr <50 ml/min)
Texxko 6bOpeYHO yBpexKIaHe 7.5 mg BeHBXK JTHEBHO
(CLcr <30 ml/min, 6e3 Hy>kaa OT axaiu3a) 15 mg npe3 neH
Tepmunanna 0b0peuna HepocratbyHOCT (KCBH) | 5 mg BeaHubxk nHeBHO. B qHMTE Ha nuanu3a
((CLcr <30 ml/min, ¢ Hy>K1a oT AMann3a) no3ara TpsOBa Ja ce nmpujara el IMajiu3ara

| /lo3aTa Moke na ce noBUIIM 10 15 mg BeAHbK IHEBHO cJie] 2 UMKbJIa, aKO HIMA OTrOBOP Ha JIEYEHHETO U
MaLMeHTHT UMa a00pa

[MOHOCUMOCT KbM HETO.

2 B cTpaHuTe, KbETO C€ Mpe/iara Kancyjiara ot 7,5 mg.

Muenooucnaacmuunu cunopomu N

Y MepeHO 6BOPEUHO yBpex1aHe HauanHa 103a 5 mg BeaHbk AHEBHOS /  Tlnn
(30 < CLer < 50 ml/min) (B hm 1 10 21 ot !ﬁq‘ﬁliﬁpﬁnmicefz& ‘
[THEBHM LIMKJIK) || 1,“!' | 59 5 et
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J1030BO HUBO -1*2,5 mg BeqHBX JTHEBHO?

(B aH4 1 10 28 o1 noBTapsiM ce 28-
JIHEBHU LIUKJIH)

J1030BO HHBO -2*2,5 mg npe3 neH*

(B 1au 1 no 28 ot noBrapsmu ce 28-
JIHEBHU LIUKJIH )

€XKKO OBOpEYHO yBpeKaaHe
CLcr <30 ml/min, 6e3 Hy»xna or
TMan3a)

Ha4vaniHa mo3a

2,5 mg BEAHBX AHEBHO?
(B auM 1 no 21 ot noBTapsAwM ce 28-
JIHEBHHU LIMKJIH)

J1030B0 HMBO -1*2,5 mg npe3 neH?

(B auu 1 no 28 ot noBrapsaiuu ce 28-
ITHEBHHU LIMKJIN)

J1030BO HUBO -2*2.5 mg nBa NMbTH CEAMUYHO?

(B xuu 1 1o 28 or noBrapsim ce 28-
JTHEBHH LIMKJIH)

epMUHaIHa OBOpeyHa HeIOCTaThYHOCT
KCBH)
(CLcr <30 ml/min, ¢ Hy>kna oT nyanu3a)

Hauyanua noza

2,5 mg BeAHBbX JAHEBHO®
EIB AHU | 10 21 oT noBTapsaM ce 28-
HEBHU LIMKJIH)

B nauTe Ha nuanusa nosata TpsaOBa 1a ce
[pujiara cjiae QMajiusara.

J1030BO HUBO -1%*2,5 mg npe3 nen?

(B 1au 1 1o 28 ot noBrapsim ce 28-
JTHEBHH LIMKJIH)

J1030BO HUBO -2*2,5 mg nBa MbTH ceAMUYHO?

(B a4 | 1o 28 ot noBTrapsim ce 28-
THEBHH LIUKJIH)

* [IpenopbunTEIHH CTHIIKK 3@ HAMAJIsIBaHE Ha J03aTa [0 BpeMe Ha JICYeHHETO M IPH Bb30OHOBABAHE Ha
JICYCHHUETO NPH JICUCHUE HA HEYTPONEHHUS UJIH TPOMOOLIMTONEHHUA CTeNeH 3 WK 4, WIH Ipyra TOKCHYHOCT
cTeneH 3 WiM 4, 33 KOMTO € NPELEHEHO, Y€ Ca CBbP3aHHU CJICHATUIOMHUI, KAKTO € OMHUCAHO MO-TOpe.

*Jlenanupomua G.L. He ce npeiara B 103a oT 2,5 mg. Mons, u3non3Baiite Apyr HAIHYEH Ha na3apa

JIEKapCTBEH MPOAYKT, ChAbpxKall 2,5 mg.

Manmennoxnemvuen aumgom
bbopeuna ¢pynkuus (CLcr)

MepeHO 0b0peUHO yBpexaaHe
30 <CLcr < 50 ml/min)

AJanTHpPaHe HA 103aTa
(aHM 1 1o 21 ot noBTapsuM ce 28-
NHEBHH LIMKJIH)

10 mg BeqHBX JHEBHO'

7,5 mg BeHBXK JHEBHO’
15 mg npe3 aeH

TepMmuHanHa 060pedna HegoctaTb4HOCT (KCBH)(CLcr < 30 ml/min,

HY>K1a OT JHaJik3a)

5 mg BeAHbX OHEBHO. B nHUTE Ha

HajiM3a ao3arta TpsadBa a ce
npujara cjie Juajij3ara.

' Jlo3ata Moxe aa ObJe noBHuIeHa 10 15 mg BeAHDbXK AHEBHO clel 2 HKbJIA, aKO NALMEHTHT HE pearupa Ha

JICHCEHHETO H MOHACA JICYHEHHETO.,

* B cTpaHu, KbJIETO Ce MpeIara KancyJjara ot 7,5 mg.

Donuxyrapen 1umgpom

bbopeuna ¢pynkuns (CLcr)

AnanTupane Ha go3arta (aeH 1 1o 21 or
MOBTApALIY c€ 28-HEBHH LIMKJIH)

YMmepeHo 6b0pedHo yBpexaaHe
(30 < CLcr <60 mL/min)

10 mg BeAHBK JHEBHO'" 2

Texxko 6B0peuHO yBpexkaaHe 5 mg BEAHBXK JHEBHO RO AR

(CLer <30 mL/min, 6e3 Hy>aa OT JHajin3a) /{ﬁ i n&, \NIE \

Tepmunanna 6v0peuna HepoctatbuHocT (TBH) | 5 mg BenHbk AHEBHO. B qHUT &Maama"* P 2\

(CLer <30 ml/min, ¢ Hy»za oT auanusa) 03aTa Tps6Ba 1a ce npm]ara eﬁ nHaJ]maTa '-, e |
13 % )
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' Jlo3aTta MOXKe 1a ce MOBHILHU 10 15 mg BeIHbX THEBHO cjiel 2 LMKbJIA, aKO MaLMEeHTHT HMa J00pa

MOHOCUMOCT KbM TepanusAra.
* 3a mauMeHTH Ha HayanHa 103a 10 mg Npu HamMalsBaHe Ha [03aTa 3a JleYeHHE HA HEYTPONEHHA WIH

TPOMOOLIMTOIEHHS CTENEH 3 WK 4 UM
ipyra TOKCUYHOCT CTENEH 3 WM 4, 3a KOATO € MPELEHEHO, Y€ € CBbp3aHa ¢ JICHAJIMIOMMI, HE NpHJiaraiire j03a

noja S mg npes JAeH WK
2,5 mg BeAHbXK JTHEBHO.

Crnen 3ano4ysaHe Ha Tepanus ¢ JEHaIMIOMU, MocieaBalliara MpoMsHa Ha 403aTa JIEHAIHOMH NPH
NalMeHTH ¢ ObOpeyHo yBpexaaHe TpsaOBa 1a ce OCHOBaBa Ha MOHOCHMOCTTA KbM JIEYEHHETO Ha
OTAEJIHUS MALMEHT, KAKTO € OMUCAHO MO-TOope.

e JlauMeHTH C YepHOAPOOHO YBpEXKIaHE
JleHanMaOMHUA HE € OPULIMATIHO NTPOYYBaH MPH MAUKUEHTH C YBpeaeHa YepHOApoOHa QYHKLIMA U HIMA
crielMUYHH NPENnopbKM 3a 103aTa.

HayuH Ha IPUIOKEHHE

 lepopaliHO NPUITOIKEHHE.

Karncysivte Jlenanmoomun G.L. TpaOBa na ce npuemar nepopaiHo no NpHOJIH3UTEIHO €HO U ChIIO
BpeMe B onpelesieHuTe qHU. Kancyiure He TpaOBa na ce oTBapAT, 4ynsaT Wid abBuyart. Kancynure
TpsAOBa 1a ce r'bJITaT LeIH, 3a PEeANnoYruTaHe ¢ BOJa, ChC MM Oe3 XpaHa.

[IpenopbuBa ce 1a ce HATHCHE CaMO €IMHUAT Kpai Ha KancyJara, 3a aa Ce M3Ba/u OT OJMcTepa, KaTo
TaKa c€ HamaJsiBa PUCKBT OT Ae(POpMHUPAHETO HIIM CYYNBAHETO M.

4.3 IlporuBonoka3zaHus

- CBP'I:X'-IYBCTBHTEJ]HDCT KbM dKTHBHOTO BCLIECTBO HJIK KbM HAKOE€ OT IMMOMOILIHHUTE BELLECTBA,

H30poeHHU B TOUKa 6.1.

- Ilpu OpeMeHHH KXeHH.

- llpu xkeHu ¢ neTeposieH NOTeHLHall, OCBEH aKo ca Cra3eHu BCUYKH ycaoBus no [Iporpamara 3a
[MPpEBEHLIMA Ha OpeMEeHHOCTTA (BXK. TOYKH 4.4 1 4.6).

4.4 ChnennajHH npeaynpexIeHHs H NpeANa3HH MEPKH NpH ynorpebda

KoraTo JieHAJIHAOMH/I ce IPH.JIara B KOMOHHALHS ¢ APYIH JIEKAPCTBEHH NPOAYKTH, TpsiGBa 1a ce
npoyere cbOTBeTHaTa KpaTrka xapakrepHcTHKa HA NPOAYKTA NpeAH 3an0o4YBaHe HAa Je4YeHHETO.

[Ipeaynpexnenus npu OpeMeHHOCT

JleHanMIOMMI € CTPYKTYPHO CXOAEH € TATMAOMUA. TaluIOMH € H3BECTHO TEPATOr€HHO AKTHBHO
BELLECTBO IPH XOpa, KOETO NMPHYHHABA TEXKKH )KMBOTO3aCTpallaBally BpoaeHH aedektu. [Ipu
MaMMYHH JICHAJTMIOMH/]I € NpeAU3BUKal MajlhopMaLK, NOAOOHH Ha TE3M, ONMMCAHH 3a TATHAOMH/L
(BK. TOYKHM 4.6 ¥ 5.3). AKO NpH Xopa Mo BpeMe Ha OPeMEHHOCTTA Ce NMPHEMa JICHATHIOMH, Ce OYaKBa
TEpaTOreHEeH e(eKT.

YcaosusaTa Ha IIporpamara 3a npeBeHuus Ha OpeMeHHOCTTa TPsAOBA J1a ca U3ITbJIHEHU 32 BCHYKH
MallMeHTH, OCBEH aKO HAMa CHUI'ypHO JI0Ka3aTeJICTBO, Y€ MaLMEHTKATa HAMA JIETEPOAEH MOTEHLIHAI.

Kpurepuu 3a xxeHu 0e3 AeTepo/ieH NOTEHLHA

[Tpuema ce, ye maLMEHTH OT HKEHCKH TOJI WIHM NAPTHHOPKH HA NMALMEHTH OT MBXKKH 1101 UMAT

AETEPOLEH MOTEHLMAJI, OCBEH aKO MOHE €IMH OT CJIEAHUTE KPUTEPHUH HE € HAJTHYEH:

- Bwm3pact 2 50 roquHu u ecTecTBeHa aMeHopes OT > | roguHa (aMeHopes e/l aHTUTYMOpPHaA
Teparnus WUJIM 110 BpeMe Ha KbPMEHE HE U3KJIIOYBA AETEPO/IEH MOTEHLIHAI) g

- IlpexneBpeMeHHa oBapHaiHa HEIOCTATBYHOCT, ITOTBBPAEHA OT CMELHATUCT-THH

- JIBycTpaHHa CalmMHro-o0(pOPEKTOMUS UIIH XUCTEPEKTOMHS B MUHAJIOTO

- XY reHOTHIl, CHHAPOM Ha TbpHBp, areHe3uss Ha MaTKara.

CbBETH
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JleHanmM10MH1 € MPOTHBOMNOKA3aH IMPH XKEHHU ¢ AE€TEPO/IeH NOTEeHLHA, OCBEH aKO HE Ca M3ITbJIHEHH

BCHYKH OT CJIETHUTE YCJIOBHA:

- JKenara pa3Oupa 0o4aKBaHHUs TEPATOr€HEH PUCK 3a HEPOAEHOTO JIeTe

- Ta pa3bupa HeoOxomumocTTa OT e(peKTHUBHA KOHTpauernuus, 0e3 npekbcBaHe, 3amo4ypalna Hai-
MaJIKO 4 CeIMHLM Ipeay HA4aJoTO Ha JICYEHHWETO, M0 BPEME Ha LAIOTO JIeYEHHE W Hal-Majko
4 ceAMHULIM Clie] HErOBHA Kpau

- JKeHa ¢ nerepozeH noreHUMan TpAOBa 1a cieaBa BCHYKU ChbBETH 3a €(DeKTHBHA KOHTPALIETLHS,
JIOPH /1a € C aMeHOopes

- Tsa TpsaOBa na € B CbCTOSAHUE Aa cna3Ba €(PeKTUBHHU KOHTPALIENTHBHU METO/IH

- Ta e uHdopMHpaHa H pa3bHpa MOTEHLUHMATHUTE MOCIEACTBUA OT OpEeMEHHOCTTa M
HEOOXO0AMMOCTTa OT He3a0aBHa MEIMLIMHCKA KOHCYJITalMs, aKO MMa PUCK OT 3a0peMeHsBaHe

- T4 pa3bupa Hy>xaara J1a 3aro4He JIEHEHHETO Bb3MOXKHO Hall-CKOPO clie]l OTIYCKAHETO Ha
JICHAJTMAOMM/L Cliell OTpHLIATEIeH TECT 3a OpeMEeHHOCT

- Ta pa3bupa HeoOXOOUMOCTTA M NPUEMa Jia Ce Nojjiara Ha TeCTOBe 3a OpeMEHHOCT Hal-MaJIKo Ha
BCEKH 4 CeAMULIM, OCBEH B CJy4ail Ha NOTBbpJeHa TyDapHa CTepUIU3aLUs

- Tda noTBbpKaaBa, 4e pa3bupa OMaCHOCTUTE U ChOTBETHHUTE NMpeANa3HH MEPKH, CBbP3aHH C
M3I10JI3BAHETO Ha JICHAJTMAOMMIL.

[Ipy mauueHTH OT MBXKKH M10J1, MPUEMALLIH JICHATMAOMU, (PapMaKOKHHETHYHHMTE JIaHHH NOKa3BaT, 4ye
JICHAJIMJIOMH/I C€ CBIBbPKA B YOBELLIKATa CliepMa B U3KJIFOYMTEIHO HUCKH HUBA M0 BpeMe Ha
JICYEHHETO M € HEOTKPHBAEM B YOBELIKaTa criepma 3 JHH CJieJl ClIMpaHe Ha BeLleCTBOTO MPH 37paBHA
MHAMBHU (BXK. ToYKa 5.2). KaTo npeana3zHa msipka ¥ KaTo C€ UMAT NpeaBH/I CrIELMATHUTE NOMYJIaLiHH
C MPOABJDKMTEIHO BPEME Ha €JIMMUHHpPaHE, KAKBUTO ca MaUMEHTUTE ¢ ObOpeYHO yBpeXKJaHe, BCHUKH
MaUHEHTH OT MBXKKH I10]1, TPUEMALLIH JIEHAJIUJAOMM, TPAOBA 1a OTrOBapAT Ha CIIECAHHUTE YCJIOBH:

- Jla pa30upar o4akBaHHUs TEPATOr€HEH PUCK MPH MOJIOB KOHTAKT ¢ OpeMeHHa K€Ha UJIH JKEHa C
JETepOoAeH MOTEHLUAI

- Jla pa3Oupar HEOOXOAMMOCTTA OT M3MOJI3BaHE Ha MPe3epPBAaTHB MPH MOJIOB KOHTAKT C OpeMeHHa
’KE€Ha WJIM J)K€Ha C IETePOICH MOTEHLHA, KOATO HE Mpuiiara epeKTUBHA KOHTpaLenLus (JIOpH ako
MBXKBT € UMaJl Ba3€KTOMHUS ), [10 BpEME Ha JICYEHUETO M B MPOABb/DKEHHE HA Hal-MaJIKO 7 IHH clief
BPEMEHHO NPEKbCBAHE W/WIIK CTIMPAHE HA JICYEHHETO.

- Jla pa30bupar, 4e ako napTHpOpKaTta UM 3abpemeHee, nokaro npuemar Jlenanmuanomua G.L.unu
CKOpO CJie/l KaTo ca cripeiy aa npueMar [Product name], Te TpsaOBa na yBeqoMsaT He3abaBHO
JIEKYBALLIMS JIEKap U 4ye ce nperopbyBa Ja Haco4aT MapTHbOPKATA CH 3a OLIEHKA H ChBET KbM
JieKap, CrieLqiajJIu3upaH |UiM C ONUT B TEPATOJIOrUATA.

[IpeanmucBaluaT 1€kapcTBOTO TPAOBA Aa rapaHTUpa MPH KEHUTE C JETEPOAEH MOTEHLHAJ, Y€:

- lIlauMenTkara ce npuabp)Kka KbM yca0BuATa Ha [Iporpamara 3a npeBeHuus Ha OpeMEHHOCTTAa,
BKJIFOUYBALIHM H MMOTBBPKAEHUE, Y€ T MPOsABABA JOCTATbYHO pa3zOupaHe

- llauueHnTkara € noTBbpAUIA FOPECIIOMEHATHTE YCJIOBHS.

KoHTpauenius

/KeHH ¢ NeTepoieH NMOoTeHLMal TpAOBa aa M3MOI3BaT Hal-ManKo €/IMH €()eKTHBEH KOHTPALIEITTUBEH
METOJl HaH-MaJIKO 4 CeJIMMLIM IPEAU TepaIuAaTa, 0 BpeMe Ha TepanuaTa i Hah-MaJiko 4 ceIMHULIH
CJIel TeparusiTa ¢ JEHaAIHIOMHU/I H JOPH NPHU BPEMEHHO NMPEKbCBaHEe, OCBEH aKo MalMEHTKATa HE
Bb3[PHEME MMBJIHO H NMPOAB/DKUTEIHO Bb3AbpiKaHWe, MOTBbPIKIaBaHO €XKeMeCEeUYHO. AKO HE €
MPUBHKHAJIa KbM €()EKTHBHA KOHTpPALEILIMA, NallHeHTKaTa TpsAOBa 1a Ob/le HACOYEHA KbM
MEAMUHHCKH CIIeLIMATTUCT ChC ChOTBETHATA MMOANOTOBKA 3a KOHCYJITALMS 32 KOHTpALIETILIHS, 3a 14 Ce
3al0YyHe MPOBEXKAAHETO Ha TAKaBa.

Moske na ce OOMMCIIAT ClIEHUTE PUMEPH 3a NOAXOAAIIH KOHTPALENTHBHY METOH:

- HMmnnant

-  BwTpemaroynHa cucteMa, ocBobOKaaBalIa JIEBOHOPrecTpel

- Jleno ¢popma Ha MEAPOKCUNIPOTreCTEPOH alleTaT

- TyOapna crepunuzauus

- 11o510BH KOHTAKTH €aMO C NapTHLOP, NPHU KOWTO € U3BBPIIEHA Ba3€KTOMUS; Ba3e
J1a € NOTBBbP/I€HA C /1Ba OTPULIATE/IHMA aHAJIM3a Ha criepma

- Muxubupaim oBy/lauMaTa XanyeTa camo ¢ MporecTepoH (T.e. 1e30recTpel)

1 5 "".L"-.: ; | 3




He ce npenoppyBaT KOMOMHHUpAHU NEPOPATIHU KOHTPALIENTHBHH Xan4eTa MpH MallMeHTKH C
MYJITHIUIEH MHEJIOM, NpHEeMallH JICHAJIMJIOMH/I B KOMOMHUpaHa Tepanus, U B [0-Majika CTeNeH npu
MAlMEHTKH C MYJITHILUICH MUEJIOM, MHEJIOJMCIUIACTHYHH CUHPOMH H MAHTEJTHOKJIETHYEH JIUMAOM,
[10JTy4aBallld MOHOTEpanus ¢ JEHAIMAOMHM, NMOpaaH NOBULIEHUS PUCK OT BEHO3HA TPOMOOeMOOoIIHs
(BK. CBIIIO TOYKA 4.5). AKO MalMEHTKaTa NpUuemMa KOMOMHUPaHHU NEepPOpaJIHM KOHTPALIENTHBH, TS
Tps0OBa 1a MPpEMUHE Ha €IMH OT €()EKTUBHMTE METOAH, H30POEHH NO-rope. PUCKBT OT BEHO3Ha
TpomMOOeMO0IHs poab/KaBa 4—6 ceAMHULM cliell MpeKpaTsiBaHe Ha KOMOMHMpaHaTa repopaiHa
KOHTpauenuusa. E¢pukacHOCTTa Ha KOHTpPALIENNTUBHHUTE CTEPOHIM MOJXKE J1a € HamaJIeHa MpH
€IHOBPEMEHHO JICYEHHE C JeKCaMeTa30H (BXK. Touka 4.5).

WMIiaHTaTUTE W BbTPEMATOYHHUTE CUCTEMH, OCBOOOXK1aBalllM JIEBOHOPreCTpeJl, C€ CBbP3BaT C
[MOBHIIIEH PUCK 32 HH(EKTHUPAHE NPH MOCTABIHETO UM M 3a HEpeIOBHO BarMHAJIHO KbpBeHe. Tpa6Ba na

ce OOMMCIIH aHTHOMOTHYHA MPOQHIIAKTUKA OCOOEHO MPH MALIMEHTKH C HEYTPOIIECHHS.

[To mpuHLMN He ce npenopbYBAT BBTPEMATOYHHU CHCTEMH, OCBOOOKIaBAIIlH MEJI, I10pajIH
MNOTEHLIMAJIHKSA PUCK 32 HH(EKTUpaHE NMPHU MOCTABSIHETO UM H 3a 3aryba Ha TBbpJIe MHOIO
MEHCTpYyaiHa KpbB, KOUTO MOX€E [1a M3JI0KaT Ha PUCK MALUEHTKH C HEYTPOIEHHs HITH
TPOMOOLIMTOINEHMUH.

TecToBe 3a OpeMEHHOCT

Crniopen MecTHaTa MpakTHKa 3a XXEHUTE C JeTepoAeH NoTeHa TpsadBa 1a ce mpoBexaar
KOHTPOJIMPAHH OT MEJIMLIMHCKO JIMLIE TECTOBE C MUHMUMAJIHA yyBcTBUTENHOCT 25 mIU/ml, kakTo e
CIMIOMEHATO 1M0-10J1y. ToBa U3UCKBaHE ce OTHACA U 3a )KEHUTE C JIETePOAEH NMOTEHIIMAJ, KOHUTO CIa3BaT
ITbJIHO U MPOABJDKHTEIHO Bb3IbpXKaHHE. B uneannus cirydai TecTbT 3a OpeMEHHOCT, H3/1aBaHETO Ha
peuernrara i OTIyCKaHeTO Ha JIEKapCTBEHUS NMPOAYKT C€ OCBHILECTBABAT B €JIMH U CblIl AEH.
OTnyckaHeTo Ha JICHAJIMIOMH/L Ha JKEHH C IeTepOJeH NMOTEeHMal TpsAOBa 1a CTaBa B PAMKHMTE Ha

7 IHM cien NpearnucBaHeTo.

[Ipedu 3anoueane na ieuenue

Tect 3a OpeMEHHOCT, KOHTPOJIMPaH OT MEAMLIMHCKO JIMLE, TPAOBa /1a Ce NMpoBe/ie MPH KOHCYJITALMATA,
KOraTo ce NnpeArnycBa JeHAIMAOMH]L, WIH Tpe3 NMPEAHIIHHTE 3 HH MpPeaH MOCEIEHUETO MpH
[peAnyCcBallis JIeKap, ako MalMEHTKAaTa € npuiaraia e()eKTUBHA KOHTPALIEILHA [TOHE B MMOCIEOHUTE
4 cenmuuM. Llenra Ha TecTa e a NOTBBPAM, Ye NALIMEHTKATa He € OpeMEeHHa KbM MOMEHTA Ha
3all0YBaHE Ha JICYEHUETO C JICHAJIUIOMHUI.

lIpocneodsieane u Kpau Ha 1eyenuemo

TecT 3a OpeMeHHOCT, KOHTPOJIMPaH OT MEIMLIMHCKO JIMLIE, TpAOBa /1a ce MpoBeXK/1a Hal-MaJIKO Ha
BCEKH 4 CEIMMLIM, BKJI. HAM-MaJIKO 4 CEMHLIM Clie]] Kpas Ha JIeYeHHETO, OCBEH B ClIyYail Ha
NoTBbp/AeHAa TyOapHa ctepuin3auus. Te3u TecToBe 3a OpeMEHHOCT TpsAOBa J1a ce MPOBEXK/AT B I€HA Ha
[MPEANMCBAHE HA JIEKAPCTBOTO MJIK Mpe3 NPEeIHIIHUTE 3 IHH NPEIH MOCELEHUETO MPHU MPEeANHCBalIHs
JieKap.

JIONBJIHUTEIHH NIpeina3sHu MEPKH

[TauuenTHTe TpsOBa 1a OBAAT HHCTPYKTHPAHH NPH HUKAKBH OOCTOATEJICTBA /1a HE /1aBaT
JIEKapCTBEHUs NPOAYKT Ha JPYTH JIMLA U J1a BPBILAT HEU3IIOI3BAHUTE B Kpas Ha JICYEHHETO KarcCyJIH
Ha TeXHHUs (apMaLeBT 3a 6€30MacHO U3XBBPJISHE.

[TanpeHTuTe He TpsAOBa 1a napABaT KPbB WM CliepMa MO BpeMe Ha JIEYEHHETO (BKJIFOUMTETHO MpH
MPEeKbCBaHE Ha MPHUJIOKEHHETO) U HaW-MaJIKO 7 AHM clie/l NpeKpaTaBaHe Ha JIEYEHUETO C
JICHAJIMAOMHM/I. e

ynorpeba, korato paboTaT ¢ 6ucTepa WM kancynara. JXeHu, KouTo ca 6peMeHHH Ui ngmmpa
MOJXKe /1a ca OpeMEeHHH, He TpAbBa 1a pabotar ¢ 6iMcTepa WM Karncyara (BX. To4Ka .6Y. [ €832
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OOy4YHTENHH MaTepHaIH, OrpaHUYEeHUS 3a NPEANHCBAHE U OTITYCKaHE ‘
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C uen na ce NnoMOrHe Ha NMalUMEHTHUTE J1a U30erHaT eKCrno3ulusa Ha eTyca Ha JIeHaJIUIOMH/I,
[PUTEXKATENAT Ha pa3pelieHUETO 3a yroTpeda e MoJACUrypyu MEQHIIMHCKUTE CIELIHAJIUCTH C
OOyYHMTEIHH MaTepHaJIH, MOACHUIIBAILM NPEAYNPEKIECHUATA 32 OYAKBAHHUS TEPATOreHEH e(peKT Ha
JICHAJIMJIOMH/I, IaBalllH CbBET 3a MpHJlaraHe Ha KOHTpaLEINLMs Npeayd Ha4yaJloTO Ha TepanuaTa U
HaCOKH 3a HEOOXOIMMOCTTA OT NPOBEXK1aHe Ha TecToBe 3a OpemeHHOCT. [IpeanucBamusT iekap
TpsAOBa J1a YBEIOMH MALMEHTUTE MBbXKE U JKEHH 3a OYaKBaHHUS PUCK OT TepaTOreHHH e(eKTH U 3a
CTPOrWTE IMpeara3sHi MEPKH cpellly 3adpemMeHsBaHe, KakTo ca onpeneneHu B [Iporpamara 3a
NpeBeHLMs Ha OPEMEHHOCTTA, M a [a/le Ha MalMEeHTUTE ChOTBETHAaTa 00y4HTeIHa Opolnypa 3a
MalMeHTa, KapTa Ha MalHUeHTa W/WJIM EKBUBAJICHTHO CPEJICTBO B ChOTBETCTBHE C MPUJIOMKEHATA
HallMOHAJIHA CHCTEMA 3a KapTH Ha MauMeHTa. B ¢bTpyJHUYECTBO ¢ BCEKH HAallHOHAJIEH KOMIETEHTEH
OpraH € BbBE€Jl€eHa HallHOHAJIHA CUCTEMA 3a KOHTPOJIMpaHO pa3npocTpaHeHHe. CHcTeMara 3a
KOHTPOJIMPAHO pa3npOoCTpaHEHHE BKIIOYBA U3M0J3BAaHETO HA KapTa Ha NallMeHTa W/ WU EKBUBAJIEHTEH
crnoco0 3a KOHTPOJI Ha MPEANMCBAaHETO W/WIHM OTITYCKaHETO W ChOMpPaHETO Ha NMOAPOOHH JaHHH,
CBBp3aHH C MOKa3aHHETO, 32 Jla CE€ CII€AM BHUMATENHO yNoTpedara H3BbH 0J100pEHOTO MOKa3aHHE Ha
TEPUTOpHUATA Ha CTpaHaTa. B uaeasHus cityyait TecThT 3a OpEeMEHHOCT, M3/1aBAaHETO Ha pPeLeNnTaTa H
OTITYCKaHETO Ha JIEKapCTBOTO TpAOBa 1a CTaBar B €AMH W Chll AeH. OTIyCKaHETO Ha JIEHAIMIOMM Ha
)KEHH C JIETEPOJEH MOTEHLMal TpsAOBa 1a cTaBa B pAMKHMTE Ha 7 HM Cliell NPeaIMCBAHETO H ClIe]
OTpHLIATEJIEH PE3YJITAT HA TECT 3a OPEMEHHOCT 101 MEAULIMHCKO HabmoaeHue. PetienTure 3a >KeHM ¢
JEeTepPOJIeH MOTEeHLMaJl MOrar ia ObJaT 3a MaKCHMMaJTHa NMPOIbJDKMTETHOCT Ha JICYEHHETO 4 CEIMHLIM B
CbOTBETCTBHE CHC CXEMHTE Ha MNpHUJIaraHe 3a 0J00peHuTe noka3aHus (Bx. Touka 4.2), a peLienTHUTE 3a
BCHYKH JIPYTH NMALMEHTH MOrar a ObaaT 3a MaKCMMaJTHa MPOAB/DKUTEIHOCT HA JIEYEHHETO

|2 ceamuum.

Jpyru cneuMainy npeaynpexxIeHUs U Npeana3Hi MepKH NpH ynorpeda

Hugapxm na muokapoa

MHpapkT Ha MHOKap/a ce cboOL1aBa NpH MaLUeHTH, MOoTy4YaBally JICHATHIOMHU, 0COOEHO Npu
MaLMEeHTH C U3BECTHH PHCKOBH (PAKTOPH W npe3 mbpBUTE 12 Mecela, KOoraTo ce yrnorpedssa B
KOMOMHaLMs ¢ qekcameTa3oH. [laiueHTH ¢ U3BECTHH PUCKOBH (DAKTOPH — BKJIOUMTEIHO NPEAMIIHA
TpoMOO3a — TpaOBa na ce HabrogaBaT BHUMATEJIHO U [1a C€ MpearnpueMar JIeHCTBHSA B OIUT /A Ce
CB€JAT 10 MHHHUMYM BCHYKH PUCKOBH (PaKTOPH, KOMTO MOrar a ObaaT u3MeHeHH (Hamp. MylieHe,
XUIIEPTOHUA U XUIIEPIUMTHAEMHA ).

Benosznu u apmepuainu mpomooemooiuyHu cboumus

[Ip1 mauuMeHTH ¢ MyJITHIUIEH MHEJIOM KOMOMHALIMATA Ha JICHAJIMIOMH]I C IEKCAMETa30H Ce CBbP3Ba ¢
MOBHIICH PUCK OT BEHO3HA TPOMOOEeMOOoIIH (ITpeaUMMHO AbJI0OKa BeHO3Ha TpoMbo3a u OestoapobHa
em00J1us). PUCKBT OT BeHO3Ha TpomMOoeMOous ce Habmo1aBa B 1O-MaJIKa CTEINEH MPH JIEHATUIOMH/
B KOMOMHaLMs ¢ MendanaH U NpeIHU30H.

[Ipy nauMeHTH ¢ MyJITUIUIEH MUEJIOM MHEJIOAMCIIACTUHYHH CHHAPOMH H MAHTETHOKJIETBYEH JIMM(OM
MOHOTEpaInusTa ¢ JICHaJIMAOMHU/l C€ CBbP3Ba C IT0-MaJIbK PUCK OT BEHO3Ha TpoMOoeMbonus (MpeauMHO
1bJ100Ka BEHO3Ha TpoMOo03a 1 6enoapobHa eMO0IMA) OTKOJKOTO MPH NMALMEHTH C MYJITHILUIEH
MHEJIOM, JIEKYBAHH C JICHATUAOMH B KOMOMHHMpaHa Teparnus (BxK. ToukH 4.5 u 4.8).

[Ipu naumeHTH ¢ MyJITHUILIEH MHEJIOM, KOMOMHALIMATA OT JICHAJIMIOMHU C IEKCAMETA30H CE€ CBBhP3Ba C
MOBHMIIEH PHUCK OT apTepHaniHa TpoMOoemMOo0Hs (MpeaMMHO HH(PAPKT HA MHOKAp/1a U MO3BbYHO-ChI0OBH
cbOUTHA), KATO Ce Ha0JIIOAaBa B MO-HUCKA CTENEH NpU KOMOMHUpaHe Ha JeHATHOMH/ ¢ MejidanaH 1
MPEeaHH30H. PUCKBT OT apTepHaiHa TPOMOOEMOOIIUS € NO-MaIbK MPH MalHEHTH C MYJITHILIEH
MHEJIOM, JIEKYBaHH C JICHAJIMIOMH KaTO MOHOTEpAIHs, OTKOJIKOTO MPH NallHEHTH C MYJITHIUIEH
MHEJIOM, JIEKYBaHH C JICHAJIMAOMHUI B KOMOMHHUPAHO JIEYEHHE.

CrnenoBaresiHO, MAaLMEHTH C U3BECTHH PUCKOBH (haKTOPH 32 TPOMOOEMOOIIHS — BKJIFOYHTEITHO
npeauiuHa TpoMOo3a — TpsAdBa na ce HabmoaaBaT BHUMaTenHo. TpsaOBa aa ce npeanpuemar

B OIHT Ja C€ CBeJaT 10 MUMHUMYM BCHYKH PUCKOBH (PaKTOPH, KOUTO MOrar aa Obaar u3 quﬁ.‘(ﬁﬂar[p,;} s
NyLIEHE, XMIIEPTOHMA M XUIEepIUNUAEeMHS ). EHOBpEMEHHOTO NMpuiaraHe Ha CTUMY.JI m,@: e ;fl-% A\
€pUTPOIIOE3aTa CPEACTBA WK TPOMOOEMOOIMYHH CBOMTHS B MUHAJIOTO CBLIO MOXKE A4 FBETHUAT" " 1\ <A |
PUCKa OT TPOMOO3a NpH Te3U MalMeHTH. 3aTOBa NPH NALMEHTH ¢ MYJITHIJIEH MHEJIO [pueManiy | H{
JICHAJTMIOMH]L € IEKCAMETa30H, CTUMYJTMPALIM €PUTPOIIOe3aTa CPEACTBA WM IPYTH BelllecTBa, KOUTO, - |
MOJKe J1a OBHIIAT PUCKa OT TpOMG03a KaTo Hanp. XOPMOHAIHO-3aMeCTHTENIHa Tepaus, Tps6Ba fia ce &/
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[pujiaraT ¢ MOBHIIIEHO BHMMaHHe. KoHLleHTpaluus Ha xemornio6uH Haa 12 g/dl tpsabBa na Boau 1o
[peKpaTsBaHe Ha CTUMYJIMpALLY €pUTpOIIOe3aTa CpeACTBa.

[IpernopbYHTEIHO € MalMEeHTUTE U JIeKapuTe Ja HaOMroaBaT 3a NPU3HALIM WM CHMITTOMHU Ha
TpomOoemMOonus. [TanenTure TpsOBa 1a ObaAaT MHCTPYKTHPAHH [1a THPCAT JIEKAPCKa MOMOLLL, aKO
pa3BUAT CUMIITOMH KaTo 3a1yX, OO/IKa B I'bpMTE, NOSIBA Ha OTOLIM MO pbLETE M KpakaTa. TpsOBa Ja ce
pernopbYBaT NPOPUIAKTHYHHA AHTUTPOMOOTHYHH JIEKAPCTBEHH MPOAYKTH, OCOOEHO IPH NMALMEHTH C
JAOIbJTHUTEJIHA PUCKOBH (pakTOpH 3a TpoMOO3a. PelueHueTo 3a 3anouBaHe Ha aHTHTPOMOOTHYHA
npo¢uIaKkTHKa TPsAOBa 1a ce B3eMe Clie/l BHUMATE/HA NpeLeHKa Ha HATHYHHTE PUCKOBH (PAKTOPH Ha
OTAE/HHUS MaLIMeHT.

AKO MalUUEeHTHT MPETHPIH HAKAKBO TPOMOOEMOOIMYHO CHOUTHE, JIEYEeHHETO TPAOBa J1a ce
MPEyCTaHOBH H J1a C€ 3alOYHE CTaHJAapTHA aHTUKOAryJlaHTHa Tepanus. BeaHara cien kato nauMeHTsT
Ce CTaOMJIM3Mpa Ha aHTHKOAryJIaHTHOTO JIEYEHHUE W BCHUKH YCJIOXKHEHHSI OT TPOMO0EeMOOIMYHOTO
ChOUTHE ca MO/ KOHTPOJI, JICYEHHETO C JICHATMAOMMUI MOXeE J1a ce Bb30OHOBH NPH IMbPBOHAYAIHATA
A03a B 3aBUCMMOCT OT OLICHKaTa Ha ChbOTHOLIIEHUETO NoJI3a-pUck. [lauueHTsT TpaOBa 1a npoabku
aHTHKOAryJjaHTHaTa Teparus 1o BpeMe Ha Kypca Ha JIeYeHHE ¢ JICHAJTUIOMMIL.

Ilyimonanna xunepmonusi

[Ipn naumeHTH, JIeKyBaHH C JIEHAIMIOMH] ca CbOOIIaBaHM Clly4ad Ha MYJIMOHA/IHA XMITIEPTOHMS,
HAKOHM OT TAX, ¢aTayHU. [Ipenu 3anoyBaHe U 1o BpeMe Ha JIEYUEHHUETO C JICHATUAOMM/L, MALHEHTHTE
TpsaOBa na ObJaT M3C/IeIBaHH 3a MPU3HALIM U CUMIITOMH Ha CHITBTCTBAIIA KapAHO-ITYJIMOHAJIHA
OoJiecT.

Heymponenus u mpomboyumonenus

['naBHHTE TOKCHYHH €(EKTH, TMMHUTHPALIM 103aTa HA JICHATMIOMHMI, BKJIIOYBAT HEYTPONEHHS U
TpomOouMTOoneHus. Ha u3xoaHo HMBO, BCAKA ceIMHULIA NPe3 IIBPBUTE 8 CEAMHLM OT JICYEHHETO C
JIEHAJTMAOMHI M MECEYHO CJie/l TOBa TpAOBa 1a ce ceiM 3a LIMTONEHWH, KaToO Ce NMPAaBH ITbJIHA KPbBHA
KapTHHa ¢ TU(epeHIMaATHO OpoeHe, 6pol TpOMOOLMTH, XeMOrJIOOHUH M XeMaTOKpHT. [Ipu nauueHTy ¢
MaHTETHOKJIeThY€eH JIMMPOM cxemaTta Ha HabsroeHHe TpsabBa 1a 6b/ie Ha BCEKH 2 CeIMULIM TPH
UMKJIH 3 ¥ 4, a cJle/l TOBA B HA4aJIOTO HAa BCeKH LMK [Ipu nauueHTH ¢ dponukynapeH muMpom
cXeMmaTa Ha Mpociie/isiBaHe Tpsa6Ba na ObJe exxeceAMUYHO 3a IMbPBUTE 3 ceMHMLM OT LMKB | (28 aHM),
Ha BCEKH 2 CEIMHULIM MPH LUMKJIH 2 10 4, a cjie/l TOBAa B HAYAJIOTO Ha BCEKH LIMKBJ1. BB3MOXHO J1a ce
HaJIO’KH NPEKbCBAHE Ha MPUJIOKEHUETO W/WJIKM HaMaJlsiBaHe Ha jo03aTa (BxK. Touka 4.2).

B ciiyyait Ha HeYTpOIEeHHA JIeKapAT TpsAOBa 1a OOMHUCIH NMpUIaraHeToO Ha PacTeXHH (DAKTOpPH B
Ne4yeHUeTo Ha nauuMeHTa. |laumenTure TpsadBa na Obaar nockBeTBaHM He3abaBHO Ja chboOIIaBaT 3a
(heOpUITHU €NMU30H.

[IpernopbyYMTE/IHO € NMAaLMEHTHTE U JIEKapUTe J1a ca HaOIIOAaTe/THH 3a NPHU3HALM H CUMITTOMH Ha
KbpPBEHE, BKJIFOUHTEITHO METEXHH U EIMMUCTAKCUC, OCOOEHO MPH MalMEHTH, 10Jy4aBallld ChITbTCTBALLO
JIEKapCTBEHH NMPOAYKTH, KOWTO MOraT J1a MPHYHHAT KPBbBOHU3JIUB (BXK. To4ka 4.8 XeMoparuuHu
HapyLLEeHH ).

EnHoBpeMeHHO npuiiaraHe Ha JIGHAJIMAOMU/L C JpYTH MHEJIOCYTIPECHBHH CpeIcTBa TpA6Ba aa ce
[peanpuema ¢ noBUiLIEHO BHUMaHHUe.

» HoBoanarHocTULIMpaH MyJITUILIEH MHEJIOM: TMALMEHTH, KOUTO ca 6uiu nomoxend Ha ATCK,
JIEKYBAHH C NOUTbPKALIO JICYEHHUE C JICHATHIOMHU]L

Hexenanure peakunn ot CALGB 100104 BxirouBaT cbOMTHS, CHhOOLIABAHU Cliel BUCOKA 1034

mendanan u ATCK (BJIM/ATCK), kakTo U cbOMTHS OT Neproja Ha Mo IbpXauioTo je4eHre. Bropu

aHaJIM3 yCTAHOBABA CHOMTHSA, KOMTO Ca Ce Pa3BHJIM Clle]l 3arl0YBaHe Ha MOJIbprKalLo Jedyenue. B IFM

2005-02 HexxenaHUTE peakLMy ca camMo OT MEepPHOJia Ha MOUTBPXKAILOTO JeUEHHE.

JICHAJIWJIOMH]1 B CPaBHEHHE C paMEHaTa Ha MOobPXKalllo NPHJIOKEHHE Ha 1aLedo B Qﬁﬁ_ﬂﬁﬁlﬁ:g"&:_

OLCHKA Ha MOAAbpPIKALIOTO JICYCHHE C JICHAIMAOMU/ NMpU naureHTH ¢ HIIMM, kout ' N\ 7

noanoxxedu Ha ATCK (cwvorBeTHO 32,1% cnipsamo 26,7% [16,1% cnpsamo 1,8% ciie |

noaabprkaino nedeHue| B CALGB 100104 u cvorBeTHO 16,4% cnipsimo 0,7% B IF 2@ ‘;(}2).’1};_' Fiad) > |

[TosiBuniuTe ce B xona Ha neyenueTo HC ¢ HeyTponeHHus, BOAEILM 10 CITHPaHE HE neﬁ\aﬁhh{m% o
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HaOmoaaBaTt cbOTBETHO NpH 2,2% ot nauuenture B CALGB 100104 u 2,4% ot nauuenture B IFM
2005-02. ®debpuiiHa HEYTPOIIEHHUS CTEMNEH 4 ce chboOlIaBa CbC CXOQHA YECTOTAa B paMeHaTa Ha
[NOAABPIKALLO JICUEHHE C JICHAJIUOMHU/I B CPAaBHEHHE C paMEHaTa Ha MOJNbPXKALLO NPUIOKEHHE Ha
niaanedo B Asere npoyuBaHus (cboTBeTHO 0,4% cnpamo 0,5% [0,4% cnpsamo 0,5% cnen 3anousBaHe Ha
noaabpkallo seyeHue]| B CALGB 100104 u 0,3% cnpamo 0% B IFM 2005-02). [TauuenTuTe TpsOBa
na ObaaT cbBETBAHU He3a0aBHO J1a chOoOLIABAT 3a (eOpHIIHH €NMU30aH, KaTO MOXE J1a C€ HAJI0XKH
[IPEKbCBAHE Ha JICYEHHUETO W/WIIM HamaJlsiBaHe Ha J03aTa (BX. To4ka 4.2).

T'pomOoumnTOneHus crernex 3 UM 4 ce HabJIIOAaBa MO-YECTO B paMeHaTa Ha MOAAbPIKALLO JIeYeHHE C
JIEHAJIMAIOMM B CPaBHEHHE C paMeHaTa Ha Mo UIbpKalllo NMPHJIOKEHHE Ha Muialebo B Mpoy4BaHHUs 3a
OLICHKA Ha MOAABPKALIOTO JICYEHHUE C JIEHATUAOMHU NpHU nauueHTu ¢ H/IMM, kouTto ca Ounu
noaiokeHu Ha ATCK (cvorBeTHO 37,5% cnipsamo 30,3% [17,9% cnpsamo 4,1% cnen 3ano4ysaHe Ha
noaabpakawo geyeHue] B CALGB 100104 u 13,0% cnpamo 2,9% B IFM 2005-02). [TpenopbuBa ce
NaLMEeHTUTE M JIEKapUTe Ja BHUMABAT 3a NMPU3HALM H CUMIITOMH Ha KbPBEHE, BKJIIOYHTEIHO METEXHH
U €MUCTAKCUC, OCOOEHO IMpH MaLMEeHTH, KOUTO MOJyUYaBaT ChbII'bTCTBALLO JEKAPCTBEHHU MPOAYKTH,
KOMTO MOJKE /1a MPEAU3BUKAT KbpBEHE (BXK. Touka 4.8, XeMoparuuHu HapyuieHHs ).

® HoBoauarHocTHUMpaH MYJITHILIEH MUEJIOM: MALMeHTH, KOUTO He ca NMOAXOASIIM 32

TPaHCIUIAHTALM, JIEKYBAHH C JICHAJTMJIOMUI B KOMOMHALIMs ¢ 60pTe30MHO U IeKcaMeTa3oH
Heytponenus creneH 4 ce HaboaaBa ¢ 1o-HUCKA 4YECTOTa B paMOTO Ha JIEHAJIMJIOMHU/I B KOMOMHAaLMs
c 6opre3omud u aekcamera3zoH (RVd), orkonkoro B cpaBHuTenHoTo pamo Ha Rd (2,7% cripsamo 5,9%)
B npoy4BaHeTo SWOG S0777. ®ebpuiiHa HEYTPOIIeHUs CTerneH 4 ce ¢cboOllaBa CbC CXOHA Y€CTOTa
npu pameHara Ha RVd u Rd (0,0% cnpamo 0,4%). IlauuenTure Tpsi6Ba na 6baaT NOChBETBAHH
He3a0aBHO Ja choOmaBar 3a (eOpUIIHU eMU30a1; MOXKE Aa C€ HAJI0XKH NMPEKHCBAHE HA JIEYEHHETO
W/WIIKM HaMaJ1sBaHe Ha Jo03ara (BXK. Touka 4.2).

Tpombouuronenus crenex 3 unu 4 ce HabaoaaBa no-4yecto B paMoto Ha RVd, oTkosikoTo B
cpaBHUTEIHOTO paMo Ha Rd (17,2 % cnipamo 9,4%).

° HDBOHH&FHDCTHHHP&H MYJITHIUICH MHCJIOM: MNALIHEHTH, KOUTO HE Ca NMOoAXOAA1IH 3a

TpaHCIUIaHTallMsl, JICKYBAHH C JICHAJIMAOMMUI B KOMOMHALIMSA ¢ HUCKA J103a JIEKCAMETA30H
HeyTponenus ot 4-ta creneH e Ha00AaBaHa B paMeHaTa Ha JICHAJIMJIOMH/] B KOMOMHAIIMA C
J€KCaMeTa30H B M0-MaJjika CTEINEH, OTKOJIKOTO B CpaBHUTEIHOTO paMo (8,5% npu Rd
[mpoabipkuTenHo eyeHue| u Rd18 [neuenne B npoabmkeHue Ha 18 yeTHpHCEIMHYHH LIMKIIH] B
cpaBHeHHE € 15% B pamoTo Ha Mendanan/npeaHU30H/TanuaOMK, Bxk. Touka 4.8). Enuzoagure Ha
(peOpuiiHa HEeyTpONEeHHs OT 4-Ta CTENEH ca CPAaBHUMH ChC CpaBHUTENHOTO pamo (0,6 % npu Rd u
Rd 18 neHannaomMu/aekcaMeTa3oH-JIeKyBaHU MaldeHTH B cpaBHeHHe ¢ 0,7% B pamMoTo Ha
meJiasiaH/ npeAHU30H/ TATHAOMM I, BUXKTE TOUKa 4.8.

TpombouuTonenus ot crenex 3 wiu 4 e HabmoaBaHa B M0-MaJika cTeneH B pameHara Ha Rd u Rd18,
OTKOJIKOTO B CPaBHHUTEJIHOTO paMo (¢cboTBeTHO 8,1% cnpsamo 11,1%).

e MyATHUIUIEH MUEJIOM: MALMEHTH C MOHE €IHA NMPEeAX0XK/allla Tepanus

KomOuHaLMsTa Ha T€HATMAOMU] C JEKCAMETa30H MPH MALMEHTH C MYJITUILJIEH MHEJIOM C TIOHE €Ha
[peaxojkaalla Teparus ce CBbp3Ba C MOBHIIEHA YECTOTAa HA HEYTponeHus oT 4-ta creneH (5,1 % npwu
MAaLMEHTHTE, JIKYBaHH C JICHAJTMIOMHU] IeKcaMeTa3oH, cpaBHEHO ¢ 0,6 % npu nalmeHTHUTE, JIEKYBaHH
¢ rurane0o/aexkcamMerasoH; Bx. Touka 4.8). Enu3zonu Ha peOpriiHa HeyTporneHus ot 4-Ta CTeneH ca
HaOmonaBaHH paako (0,6 % npu nauMeHTHTe, JeKyBaHH C JIEHAJTMIOMMU/ IeKCAaMETa30H, CPAaBHEHO C
0,0 % npu nauMeHTUTE, JIEKYBaHH ¢ ruialebo/nekcaMeTa3oH; BxK. Touka 4.8).

KomMOuHaLMsTa Ha IEeHAIMAOMM/L C I€KCAaMETa30H NMPH NALMEHTH C MYJITUILJIEH MHUEJIOM C€ CE'hpBBa C
[MOBHILIIEHA Y€CTOTa Ha TPOMOOLIMTONEHUS OT 3-Ta U 4-Ta cTeneH (CbroTBeTHO 9,9 % u 1.4 %

NallMEHTHUTE, JIEKYBaHH C JICHAIMIOMU]/AeKCaMeTa30H, cpaBHeHH ¢ 2,3 % u 0,0 % npw | |
JIEKYBaHHM ¢ 1u1auedo/aekcameTas’oH; Bxk. Touyka 4.8). N g L7, \\

e MuenoJuCIIaCTHYHH CHHAPOMH T (AT i k=)
JleueHHETO C JIeHATMIOMHL NPH MALIUEHTH ¢ MHUEJIOJUCIUIACTHYHH CHHAPOMH CE CBb ngummeﬂa | v}

YECTOTa Ha HEYTPOIMEHHs U TPOMOOLIUTONEHUS OT 3-Ta M 4-Ta CTENEH B CPABHEHHE C I1 ﬁcﬁ:mfe"ﬁa 8
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naauedo (Bx. Touka 4.8).

e MaHTeIHOKJIEThYEH JUMADOM
JleyeHueTo ¢ JIeHATUWAOMHU/1 Ha MMALIMEHTH C MAHTEJIHOKJIETBhUYEH JIMM(OM ce CBbpP3Ba C MO-BHCOKA
4eCTOTa Ha HEYTPOIEHUs CTEMNEH 3 U 4 B CPaBHEHHUE C MALMEHTH OT KOHTPOJHOTO paMo (BX. TOUYKa

4.8).

o @MonukyaapeH JuMboM

KomOuHaumsTa Ha IeHATMAOMHU C PUTYKCHUMA0 NpH NauMeHTH ¢ GoNMKYyNapeH JUM(OM ce CBBP3Ba C
MO-BUCOKA YECTOTA Ha HEYTPOIIEHHUS OT CTEMNEH 3 WK 4 B CpaBHEHHME ¢ MALIMEHTH B paMOTO Ha
r1auedo/purykcumad. @edpunHa HeyTpOoneHHs U TPOMOOLIMTONEHHUS OT CTeneH 3 UM 4 ce
HaOoAaBaT MoO-4€CTO B paMOTO Ha JICHATUAOMM/pUTYKCUMA0 (Bx. Touka 4.8).

Hapyvwenus na wyumosuonama dciesa

Cpo0O1iaBaHH ca cilyyad Ha XUIIOTUPEOUIM3bM M ClTydyad Ha XxunepTupeouausbM. IIpenu HadanoTo Ha
JICHCHHUETO CE IPCIIoOpbiBa ONNTHMAJIEH KOHTPOJI HA ChITbTCTBALLIUTE 00JIECTHH CbCTOAHHA, BJIMACLIH
BbpXY QYHKLMATA HA LIMTOBUAHATA »Jie3a. [IpenopbuBa ce cneaeHe Ha QyHKUMATA HA LIIMTOBUIHATA
KJ1€3a Ha U3XOAHOTO HMBO M BIOCJIEACTBHE.

llepughepna neeponamus

JIeHaTMAOMM € CTPYKTYPHO CXOJEH C TaJWIOMM/, 3a KOUTO € H3BECTHO, Y€ NMPUYMHABA TEXKKA
nepudepHa HeBpOIaTHA.

He ce nabironaBa yBenuueHue Ha 4yecToTaTa Ha nepudepHaTa HeBpomnaTus, HabojaBaHa Mpu
JIEeHATMAOMM B KOMOMHALMS ¢ IeKCaMeTa30H Wik MeJldaliaH ¥ NpeIHU30H, IIPH MOHOTEPAIus ¢
JICHAJIMAOMHU /1, WJIK MPH ABJATOCPOYHO MPUJIOKEHHUE Ha JIEHATWIOMU/ 3a JICYEHHETO Ha
HOBOJAHWArHOCTULIHPAH MYJITHILUIEH MHEJIOM.

KomOuHaumsaTa Ha neHanuaomua ¢ 60pTe30MUO HHTPABEHO3HO U JEKCAMETa30H MPH MaLMEHTH C
MYJITHILIEH MHEJIOM C€ CBbP3Ba C M0-BUCOKA Y€CTOTa Ha neprdepHa HeBponaTus. Yecrorara e no-
HUCKa, Korato 6opTe30Mub ce npunara noaKoXHoO. 3a JOMbJIHUTEIHA HH(pOpMaLUs BHXKTE TOYKa 4.8 1
KXII 3a 6opTe3omud.

Peakyus na akmusupane Ha mymopa u mymop-iu3uc CUuHOpom

11 KaTo JIeHAJIMAOMK NTPUTEIKABA AHTHHEOILJIACTUYHA aKTHBHOCT, € Bb3MOXXHO J1a Bb3HUKHAT
YCJIOKHEHHS OT TyMOp-au3uc cuHapoma (TLS). Crobienu ca ciayuau Ha TJIC v peakuus Ha
akTuBUpaHe Ha Tymopa (TFR), BkrouuTenHo ciayyau ¢ araneH uzxon (Bxk. Touka 4.8). IauueHTH C
puck 3a pa3suTHe Ha TLS u TFR ca te3u ¢ BUCOK

TYMOpPEH TOBap Mpe/y 3arno4BaHe Ha jeuyeHuero. Tpsadsa na ce moaxoxkaa npeanasjivBo, KOrato Te3M
MallM€HTH C€ BbBEXKJAT Ha JIeHAJIMAOMHU. Te3u nauMeHTy TpsAaOBa Aa ce HabJo1aBaT BHUMATENTHO,
0c00€HO Mo BpeMe Ha IMbPBHS LMKBJI Ha YBEJIMYaBaHe HA 1034aTa, M J1a Ce B3eMaT MOAXOAALIH
[peana3Hu MEpPKH.

e MaHTEIHOKJIETHYEH JUMPOM
[IperopbyBa ce BHUMATEJIHO IpocieasBaHe U oleHKa 3a TFR. [Taunenture ¢ Bucok MexayHaponeH
MPOrHOCTHYEH MHIEKC 3a MaHTEJIHOK/IEThYeH JIuMpoM (International Prognostic Index, MIPI) npu
[MOCTaBsHE Ha JHarHo3aTa Wi C rojsiM TyMOpeH obeM (Hal-MaJIKo €/IHa Jie3us, KOATO € > 7 cm B Haii-
ABJIFMSA IHAaMEThbpP) Ha H3XOJHOTO HUBO Morar 1a ca B puck ot TFR. Peakuusara Ha akTHBHpaHe Ha
TyMOpa MOXe J1a HMHTHpa nporpecus Ha 3abonsBaHeTo (I13). [Nauuenture B npoyusanuara MCL-002
u MCL-001, xouro nonyqasat TFR ot crenen 1 u 2, ca nekyBanu ¢ koprukocteponu, HCIIBC
W/WJIM HADKOTUYHM aHAJINE€TULHM 3a oBJlaasBaHe Ha cuMntoMuTe Ha TFR. Pernenuero na ce Bzemar
TepaneBTHYHH MepKH 3a TFR TpsaOBa 1a ce B3eme cnen BHUMaTeHa KIIMHUYHA OLIEHKA Ha OT

naumeHT (Bx. Touku 4.2 u 4.8). o

e DoMKyJapeH JUMPOM
[IpenopbyBa ce BHUMaTe/IHO HaOmoAeHUe U oueHKka 3a TFR. AKTHBHpaHETO Ha TyM
nmutHpa 113. Ilaunenture, kouro nonyuasat TFR ot crenen 1 u 2, ca jileKyBaHH ¢ K
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B3eMaT TepareBTUYHU MEpPKHM 3a jiedeHue Ha TFR TpsOBa na ce B3eMe ciie] BHUMATEIHA KJIMHUYHA
OLI€HKA Ha OTAE/IHUSA NalMeHT (BX. TOYKH 4.2 U 4.8).

[IpenopruBa ce BHUMarTenHO npocaeassaHe u oueHka 3a TJIC. [lauuenTure TpsdOBa na 6baaT nobpe
XHApaTHpaHu U J1a nojy4dart npoguiaktuka 3a TJIC B nonbiiHeHUE KbM HaOOp OT OMOXMMHUYHH
U3CJIe/IBAHUA €)KECEIMUYHO Tpe3 ITbPBUS LMKbJ WK MO-ABJr0, aKO € KIIMHUYHO MOKa3aHo (BX.

TOYkHU 4.2 u 4.8).

[ ymopen mosap

- MaHreaHokJIeThbYeH JUMGPOM

JleHanMIOMHA HE ce MpenopbUBa 3a JICYEHUETO Ha MALMEHTH C BUCOK TYMOPEH TOBAp, ako ca
HaJIMYHH

aJITEpPHAaTHBHH BaApUAHTH 3a JICYECHHE.

IIpescoespemenna cmvpm

B npoyusane MCL-002 uma kaTo UsJIO SBHO yBEJIMYEHHE Ha ClTy4YauTe Ha NMpexaeBpeMeHHa

(B pamkute Ha 20 ceamMuuM) cMbpT. [laLMeHTUTE C BUCOK TYMOPEH TOBAp Ha M3XOJHOTO HUBO Ca C
YBEJMYEH PHUCK OT NpexaeBpeMeHHa cMbpT, uMa 16/81 (20 %) ciyuan Ha npexxaeBpeMeHHa CMBPT B
paMoTO Ha jeHanuaoMua U 2/28 (7 %) cnyydan Ha npexxaeBpeMEHHA CMBPT B KOHTPOJHOTO pamo. B
paMKUTE Ha 52 ceaMuuHU cboTBeTHUTE LIMbpH ca 32/81 (40 %) u 6/28 (21 %) (Bxk. Touka 5.1).

Heocenarnu cvoumus

B npoyusane MCL-002, no Bpeme Ha jieyeOeH uuksia 1, 11/81 (14 %) naureHTH ¢ BUCOK TYMOPEH
TOBap ca OTTErJIEHHW OT TepaluaTa B paMOTO Ha jeHanuaomua cnpsamo 1/28 (4 %) B KoHTposIHaTa
rpyna. OCHOBHATa MPHYHHA 32 OTTEIJISHETO OT JICUEHHUETO Ha NALIMEHTUTE C BUCOK TYMOPEH TOBap IO
BpeMe Ha jieyeOeH LUMKBJI | B paMOTO Ha JIEHAJIMAOMU] ca HexKeslaHUu curoutus, 7/11 (64 %).

3aToOBa MaLMEHTHUTE C BUCOK TYMOPEH TOBap TpAOBa 1a ObaaT BHUMATETHO HAOJII0/1aBaHM 3a
HEXKEJIaHH peakLUH (BX. TO4YKa 4.8), BKIIFOYHUTEHO MPU3HALM HA peakLys Ha aKkTUBMpPaHE Ha TymMopa
(TFR). Buxre TOuka 4.2 3a kopekumu Ha ao3ara npu TFR.

BucokusaT TymopeH ToBap € aep)MHUpaH KaTo Hal-MaJIKO €JHa JIe3usi = 5 cm B AMaMEThp WIH 3 1e3uH
> 3 cm.

Anepeuunu peaxkyuu u medcKu KOJICHU PeaxKyuu

CpoO1iaBar ce ciiy4au Ha ajJIEpry4Hu pPeakLMH, BKIIOYUTE/IHO aHTHoeaeM, aHaUIaKTHYHA peakius U
TEXKH KOXKHH peakuuu, BKIroudTesaHo SJS, TEN u DRESS, npu nauueHTu, nekyBaHH C J€HAIUAOMM]
(BK. Touka 4.8). [TaunenTure TpsibBa na ObAaT KOHCYITHPAHHU 3a MPU3HALIUTE U CUMITTOMUTE Ha TE3H
peakUuMM OT MpeANMUCBalIUTe JeKapu U TpsAOBa aa ObaaT MHCTPYKTHPAHH J1a MOTHPCAT He3a0aBHO
MOMOIIl, aKO pa3BHAT T€3W CUMIITOMH. JIeHanuaoMua TpsaOBa aAa ce NpeycTaHOBU NMPH aHTHOEIEM,
aHa(uIaKTU4YHA peakuus, ekcdouaTUBEH WIHM O0yJI03eH OOpHB MJIM ako uMa cbMHeHHs 3a SJS, TEN
uan DRESS u He TpsabBa 1a ce nogHoBsBa ciel npeKkpaTaBaHETO My NMopaau Te3u peakuuu. [Ipu
Ipyry (POPMH Ha KOXKHA peakLiMs B 3aBUCHUMOCT OT Te€XKeCTTa TpsAOBa 1a ce 0OMHUCIIH NMPeKbCBaHe HITH
[peyCcTaHOBsABaHe Ha JICHaIMAOMKA. [lalieHTH, KOUTO ca UMaJTH NPeIUIIHHA aJIePrUYHH pPeaKL|H,
JIOKaTO Ca JIEKYBaHH ¢ TAIMAOMH/, TpsAOBa Aa ce HaO/roqaBaT BHUMATENHO, Thif KaTO B JIMTEpaTypara
ce cboOlLIaBa 3a Bb3MOXKHA KPBCTOCAHA peakUMsa MEXAY JICHAUTHAOMMA U TauaoMu. [lanuenTy ¢
aHaMHe3a 3a TeXXbK OOpHB, CBbP3aH C JICUEHHUE C TAIMIAOMMUI, He TpAOBa /1a MOJIy4aBaT JICHAJIHIOMM]I.

Bmopu nvpsuynu 310kauecmeeru 3a00186aHUs

B KJIMHWYHH NPOYYBaHUS HA JIEKYBAaHH MpPEIH TOBA MALIMEHTH C MHEJIOM, MOJTy4YaBally
JICHAJTM/IOMHUI/ IEKCaMETa30H, ce HabJ1l0/1aBa yBeTHYeHHE Ha BTOPHUTE TbPBHYHH 3J10Ka4E€CTBEHH
3abonsaBanus (BI133) (3,98 Ha 100 yoBeko-roauuu) B cpaBHeHHe ¢ koHTpouTe (1,38 Ha 100 yoseko-
roavuHy). HennsasusuuTe BII33 BrutrouBaT 0a3aiHOKIEThYEH WM CKBAMO3HOKJIEThYEH PaK Ha
koxkarta. [loBedeTo ot uuBasuBHuTe BII33 ca conuaHu 310kayecTBEHH TYMOPH. '

B KJIMHMYHHMTE M3NUTBAHUS NPH HEMOAXOSIIM 3a TPAHCILJIAHTALIMS MALIMEHTH C HOBOIU uuﬂpam ‘: ; \\
. {‘:
MYJTHILUIEH MHEJIOM, ce HalJ1ro/1aBa yBeJIMYeHHe oT 4,9 mbTH Ha YecToTara Ha XeMaToJl M 2\ ,\‘

(cnyqau Ha ocTpa muesionHa neskemusa (OMJI), muenoaucruiactuued cuagpom (MJ]

_ :l '. r-
& "'r )y, W \ T 3 1
- s .
e
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FOJMHH).

YBennyenue ot 2,12 mbTH Ha yectorarta Ha BII33 (conmmanu Tymopu) ce HabmonaBa Npy NaLHEHTH,
rnoJry4yaBallu JieHamuaoMu (9 uukbia) B KoMOMHaUMA ¢ MendanaH u npeaHusoH (1,57 va 100
4YOBEKO-TO/IMHH) B CpaBHEHHE ¢ MeJlpasiaH B KoMOMHauuMs ¢ npeaHu30H (0,74 Ha 100 yoBeko-rogquHH).
[Ipn marmeHTH, Mojy4aBally JEeHaIUIOMHUI B KOMOMHALIMA C I€KCAMETAa30H JI0 MPOrpecHs WM 3a 18
Mecela, yectorara Ha xemarojiornuHure BI133 (0,16 na 100 yoBeko-roquHH1) He € MOBHUILIEHA B
CpaBHEHHE C TaTUAOMHUA B KOMOMHaUMs ¢ Mendanan u npeaHu3oH (0,79 Ha 100 4yoBEKO-rOAHHH).

YBenudenue ot 1,3 meTH Ha yectorara Ha BII33 (conuanu Tymopu) ce HabmonaBa npu naiyeHTH,
MOJIy4aBalllH JIEHAJTHIOMH/ B KOMOMHALIMA C IeKCaMETa30H 110 nporpecus wiM 3a 18 mecena (1,58 Ha
100 4oBeKO-roAMHU) B CpaBHEHHME C TAIMAOMH] B KOMOMHALM ¢ MendasaH v npeaHu3oH (1,19 Ha
100 4oBEKO-rOHHH).

[Ipy nauMeHTH ¢ HOBOAWArHOCTULIMPAH MYJITHUILIEH MHEJIOM, IMOJy4YaBaliy JICHAIUIOMHU/I B
KOMOHMHaLMA ¢ OopTe30MHO U 1eKkcameTa3oH, YyecTtoTaTa Ha xemaTtosoruuaure BI133 e 0,00 — 0,16 na
100 yoBekoroauHu, a yecrorara Ha BII33 (conuauu Tymopu) € 0,21 — 1,04 Ha 100 4oBEKOrOAUHH.

[ToBHILIEHHAT PUCK OT BTOPH ITBPBUYHHM 3JI0KAY€CTBEHH 3a00JIABAHMSA, CBBP3aH C JICHATHIAOMH/ € OT
3HauYeHHWe U B KOHTeKkcTa Ha H/IMM crnen TpaHcrnaHTalms Ha CTBOJIOBH KJIETKH. Makap 4ye TO3M pUCK
3acera He € Halmb/JIHO XapaKTepHu3upaH, Toi TpsOBa 1a ce uma npea BU, KOraTo ce npeLeHsBa
U3roJi3BaHeTo Ha JleHanmuaomua G.L.npu nogoOHM ycI0BHS.

HecTroTraTa Ha XeMaTOJIOrHYHHU 37I0Ka4€CTBEHH 3a00aBaHuA, Ha-Beue OMJI, MJIC u B-kierbunu
3J10Ka4YeCTBEHH 3a00/19BaHus (BKIIOYUTEIHO JIUMGoM Ha XOomkKHH), € 1,31 Ha 100 4oBeKO-roauHu
npu pameHata Ha neHanuaomMua ¥ 0,58 Ha 100 yoBeko-roguHu B pameHaTa Ha ruiaue6o (1,02 va 100
YOBEKO-I'OJAMHHM IMPH NalUeHTH ¢ ekcrio3uums Ha JJeHanuaomua ciaen ATCK u 0,60 Ha 100 goBeko-
FOJIMHH 3a MaluKMeHTH 0e3 excrniosuums Ha eHanuaomu ciiea ATCK). Yecrorara Ha BI133 (conuanu
TymopH) € 1,36 Ha 100 yoBeko-rogunu 3a pameHara Ha JieHanuaoMua M 1,05 Ha 100 yoBeko-roauHu
3a pameHara Ha rutaue6o (1,26 Ha 100 4oBeKO-roJMHHU NPH MALMEHTH C EKCIO3KULIMS Ha JICHATHAOMHM/
cieq ATCK u 0,60 Ha 100 yoBeko-roguHH 3a NauueHTH 0€3 eKCrO3UIMSA Ha JIEHAJTMIOMM Cliel
ATCK).

PucksT oT nmosisa Ha xemarosoruunu BI133 Tpsa6ea na ce oryere npeau na ce MHULIMMPA JIEYEHHE C
JICHAJIMIOMHM B KOMOMHALIMA ¢ MeJi(allaH WM HEeMOCPEICTBEHO CJie] BUCOKA [03a MeJiaiaH U
ATCK. Jlekapure TpssOBa BHUMATEIHO J]a MPELIEHAT NAlHEHTHTE MPEIH U 110 BPEME Ha JICUEHHETO,
KaTo M3MoJI3BaT CTaHAApTEH CKPUHHHT 3a pak 3a HasuukeTo Ha BII33, u na Ha3sHavar nedenue B
CBbOTBETCTBHE C pa3pelICeHOTO MOKa3aHHe.

lIpozpecus 0o ocmpa muenoudua reskemus npu MJIC ¢ manvk u cpeden (nueo 1) puck

e Kapuotun

[I[pOMeH/IMBHTE HAa M3XOJHO HUBO, BKJIIOUBAIIH KOMIUIEKCHA LIMTOr€HETHKA, CE€ CBBbP3BAT C NPOrpecHs
710 OMJI npH nauMeHTH, KOUTO ca TpaHC(Py3HOHHO-3aBUCMMH M MMAT aHOMaJIMATa Jejienus 5q. B
KOMOWHHMpaH aHaJIM3 Ha [1B€ KJIMHUYHYU M3IMTBAHHUS HA JIEHATHUIOMHM/ MPH MUETOIMCILUIACTHYHH
CUHJPOMH C MaJIbK HJIH Cpe/ieH (HMBO |) pUCK, NAaLIMEHTHUTE, KOUTO Ca HMAJIM KOMIUJIEKCHA
LIMUTOr€HETHKA, Ca UMAJIM HAM-BUCOKMS H3YHCIIEH 2-rOAMLIEH KYMYJIATUBEH PUCK 3a MPOrpecHs 10
OMJI (38,6 %). U3uncnenara aByroauuiHa yectora Ha nporpecus 10 OMJI npu naumeHTH ¢
aHOMaJIMATa H3oJIMpaHa aeneuus 5q € 13,8 %, B cpaBHenue ¢ 17,3 % npu naumeHTH ¢ aeneuus 5q 1
€/IHa JIOITbJIHUTE/THA IMTONr€HETHYHA aHOMAJTHA.

Bcnencreue Ha TOBa, ChOTHOLIEHHETO 110/13a/PUCK 3a JIeHaIMAOMHUL, korato MJIC e cBbp3aHc
JAeJIeLMs S U KOMIUIEKCHA LIMTON€HETHKA, € HEM3BECTHO. :

e TP53 craryc :
jj 0 y '! i';P ‘II. l.,' L
[1pu 20 no 25 % ot naumenture ¢ MJIC ¢ no-HUCHK PHCK C Aenelus 5q uMa MyTalus rRaTPI3, 5 =0 |\ =
KOATO C€ CBBP3Ba C NO-BUCOK PHCK OT MPOrpecHs 10 ocTpa MUenouaHa Jeskemus (OMYT)-] pﬂ.f;';-._i?mc"r A J,’ =
e "'.r*' ] & /
aHAJIM3 Ha €1HO KIIMHUYHO M3IIHTBAHE C JICHAJIMJIOMU/ NTPH MUEJIOAUCIUIACTHYHH CHHIK rém ¢ HHEBK -/
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Wi cpeneH (HuBo 1) puck (MDS-004) uzuncnenara AByroauiiHa yectoTa Ha nporpecus 10 OMJI e
27,5 % nipu IHC-pS53 nonoxurenHu nauueHTH (1 % rpaHuyHa CTOWHOCT Ha CHITHO SPEHO
OLIBETSIBAHE, KaTO C€ U3M10JI3Ba HUMYHOXHMCTOXMMHYHA OLICHKA Ha pS3 npoTeuH Kato cyporaTt Ha TP53
MyTaluMOHHHUA cTatyc) U 3,6 % npu IHC-p33 orpuuarennu nauuentu (p=0,0038) (Bxk. Touka 4.8).

IIpoepecus 0o Opyau 310Ka4yecmeenu 3a001A6aHUA NPU MAHMEIHOKIEMbYeH TUMPOM
[Ipn manTenHOKIETBYEH TuMpom, OMJL, B-kiieThuHH 3710ka4YecTBeHH 3a00/19BaHHA H HEMEJIAHOMEH
pak Ha koxkata (HMPK) ca ycraHoBeHH pHCKOBe.

Bmopu nepeuynu 310kavecmeenu 3a001516anus npu Goauxyiaper ium@om

B eaHo npoyysaHe npu peuydausupait/peppaxreped MHXJI (MHa0NeHTeH HEXOHKKHHOB JIMM(pOM),
KOETO BKJIHOYBA MAalMEHTH ¢ (OJIMKYJIapeH 1uMdoMm, He ce Habo1aBa rnosuiieH puck ot BI133 B
pPaMOTO Ha JIEHAJIMIOMH/pUTYKCUMa0 B CpaBHEHHE C paMOTO Ha I1ale0o/puTyKkcHumao.
Xemarosiornynu BII33 npu OMJI Be3uukBat npu 0,29 Ha 100 yoBekoroauHu B paMoOTO Ha
JICHAJTMAOMH/I/ pUTYKCHMaA0 B cpaBHeHHe ¢ (0,29 Ha 100 4oBeKOroAMHH NMpH MALMEHTHUTE, MOJTy4YaBally
niaaue0o/purykcima0d. Hecrorara Ha xemaronornunute BI133 mmoc BI133 conuanu Tymopu (c
H3KJIFOYEHHE HAa HeMeJIaHOMEH pak Ha Koxkarta) € 0,87 Ha 100 4yOBeKOroAMHHM B paMOTO Ha
JICHAJTWAOMHM/ pUTYKCHUMa0 B cpaBHeHHe ¢ 1,17 Ha 100 4oBeKOroAMHHM NMpPH MaLIMEHTHTE, MOTyYaBally
1anedo/purykcumMadb, ¢ meauana Ha npocneasBaHeTo 10 30,59 mecena (aquana3zon ot 0,6 1o 50,9
Mecela).

HemenaHOMHHMAT pak Ha KOXara MpeCTaB/isBa YCTAHOBEH PUCK W BKJIFOYBA CKBAMO3HOKJIETHYEH
KapLUMHOM Ha KoXaTa WU 0a3aIHO-KJIEThYE€H KapLIMHOM.

Jlexapure TpsAOBa 1a npocnensBar nauueHTUTe 3a pa3BuTHe Ha BI133. Koraro ce oOMuc/s 1euenue ¢
JICHAJIMAOMH], TpOBa Ja ce B3eMaT NpeABH KaKTO NMOTEeHLHA/IHATA 110133 OT JICHAJIMIOMHUI, TaKa
puckbT OT BI133.

Yeproopobuu napyuwienus

HYepHoapoOHa HEAOCTATHYHOCT, BKJIIOUMUTENIHO ClTy4au ¢ (haTasieH U3Xoj, ce ChoOIaBa npy NalueHTH,
JIEKYBaHHM C JICHAJIMAOMH B KOMOMHHMpaHa Tepanus: cboOlllaBa ce 3a 0cTpa YepHOAPOOHA
HEJOCTaThb4YHOCT, TOKCHYEH XEIAaTHUT, LUTOJIUTHYEH XENaTUT, X0JeCTATHYEH XENaTHT U CMECEH
LIMTOJIMTHYEH/X0JIECTAaTHYEH XeNnaTuT. MexaHU3MHUTe Ha TeXKKa JIEKApCTBEHO HHIYLIMpaHa
X€MaTOTOKCHYHOCT OCTaBaT HEU3BECTHH, BBIIPEKH Y€ B HAKOH ClIy4au NMpPEeBAPUTETHO ChIIECTBYBAILIO
BUPYCHO YE€pHOAPOOHO 3a001siBaHe, NOBULIEHH YePHOAPOOHH €H3UMH Ha U3XOQHOTO HHUBO M
€BEHTYAJIHO JIEYEHHE C AHTUOMOTHULIM MOraT Aa 0baaT pUCKOBH (DaKTOPH.

YecTo ce cpobllaBa 3a OTKJIOHEHHS BbB ()YHKLIMOHAJTHMTE YEPHOAPOOHH MOKA3aTe/H, KOUTO ca 00LI0
B3€TO aCHMNTOMAaTHYHH M 0OpPaTUMHU IpH MpeKbCBaHe Ha npwiaradHeTo. Cren KaTo mapaMeTpHTe ce
BbPHAT KbM H3XOJHOTO HMBO, MOJXKE J1a C€ MOMMCIIH 3a JIEYEHHE C MO-HHUCKA 1034.

Jlenanuaomuz ce ekckpeTupa ype3 0b0peuuTe. BaxkHo € na ce kopurupa no3ara Ha ralMeHTH C
ObOpeYHO yBpexIaHe, 3a 1a ce U30erHar ruia3MeHH HMBa, KOMTO MOTAaT /1a yBEJIMYaT PHCKa 3a I10-
YECTH XE€MAaTOJIOTHYHH HeXEJIaHU peaKLMy UM XenaToTokcH4HocT. [IpenopbuBa ce na ce Habmonasa
4epHOpoOHaTa (PYHKLIHA, 0OCOOEHO KOraTo MMa aHaMHe3a 3a WJIH €JHOBPEMEHHA BUPYCHA
YePHOAPOOHA HH(EKLIMSA, WIIH KOraTo JIEHAJTMIOMHU/ ce KOMOMHHpA C JIEKAPCTBEHH MPOAYKTH, 32
KOHUTO € U3BECTHO, Y€ CE€ CBBP3BAT C AUCHYHKLIMA HA YepHHUS IpO0.

Unhexyua cvc wiu 6e3 neymponenus
[lareHTHTE C MYITHILIEH MHEJIOM Cca NOAAT/IMBH Ha HH(DEKLIMH, BKIIOYMTEITHO MHEBMOHHUS. [1o-
BMCOK IMPOLEHT HHPEKLMH ce Hal/Ir01aBa MpH JICHAJTHAOMM]] B KOMOHHALMA C IEKCAMETA30H,
oTK0JIKOTO npyd MPT npu nauuentu ¢ HJIMM, kouTo He ca moaxonasiny 3a TPaHCIUIAHTA
[OIbPIKALLO JICYEHHE C JIEHAJIMJAOMU/L B CpaBHEHHUE C 1u1anedo npu nauueHTy ¢ HJL

[10-MaJIKO OT €1Ha TPETa om MaUUEHTHUTE. HauueHTuTe C U3BECTHU PUCKOBHU (paKTOPH 3 1@
TpsOBa Aa ce HaOMmoaaBaT BHUMaTeIHO. Beuuky nauueHTH Tpsa6Ba aa 6baaT HHCTPYKT



BUCOKa TEMIICpATypa H l'lp.), KaToO 110 TO3H HAYHH LIC AaJaT Bb3MOXKHOCT 34 PpaHHO JICHCHHUE, 34 1a CC
HaMaJIHk TCXKECTTaA.

Bupycho peakmusupane
CboOLuaBar ce ciiydyad Ha BUPYCHO peaKTUBUPAHE IPH MALMEHTH, 10JIy4aBally JeHATUAOMHU,
BKJIIOUMTE/IHO CEPHO3HH CJIy4Yad Ha peakTUBMpaHe Ha BUpYCa Ha Xepriec 30CTep WM Ha xenaturt B

(HBV).

HsikoM cily4an Ha BUPYCHO peaKTUBHPAHE UMAT JIETAJIEH U3XOI.

Hpu HAKOH CJ1yHaH Ha PCAKTHBHPAHEC HA XCPIIEC 30CTEP C€ CTUIra 10 JTUCEMHHHPAH XEPIIEC 30CTEP,
Xeprnec 30CTep MEHHUHI'UT WJIM OYCH XEPIICC 30CTEP, H3HCKBALIIH BPEMECHHO IMPEKBCBAHE HJITH
OKOHYATEJ/IHO CITHpAaHE Ha JICYHCHUETO C JICHAIHAOMHU U NOAXO0AALUIO aHTHBHPYCHO JICUCHHE.

PeakTuBupaHe Ha xenatut B ce cbo011aBa paako Npy NaLMEeHTH, NMOJyYyaBallly JIEHAJIUAOMHU1, KOUTO
npeau ToBa ca OWIM UH(pEKTUpaHH ¢ BUpyca Ha Xxenatut B. Hakou ot Te3u ciyyau nporpecupar 1o
OCTpa YepHOAPOOHA HEIOCTaThb4YHOCT, BOAELIA A0 CIIMPaHe Ha JICHATMAOMMI M MOAXOAALIO
AHTUBUPYCHO JiIeYeHHUe. BUpYCHHAT cTaTyC No OTHOLIEHWE Ha XenaTut B TpsOBa na 6b1e ycTaHOBEH
[peau 3aro4YBaHe Ha JIEYEHUE C JICHATMAOMHU. 3a NALMEHTH, YUMTO U3CJIEABAHMUS Ca MOJIOKHUTEJIHH 34
HBV uH(exkuus, ce npenopbyBa KOHCY/ITALMA C JIEKAp C ONMMT B JiIeYeHUETO Ha xenatuT B. Tpabsa na
ce MOJAXO0XKJ1a BHUMATEIHO, KOraTo JICHAJIMAIOMUJ CE€ U3MOJI3Ba MPU MALMUEHTH, NPEeaH TOBA
HHpeKkTUupaHu ¢ HBV, BKIIFOYHTETHO nMauueHTH, KOUuTo ca aHTU-HBc no3suruBHu, Ho HBsAg
HeraTMBHHU. Te3u nauueHTH TpaOBa Aa Obaar HaOoaaBaHH BHUMATEJIHO 3a NPU3HALM U CHMIITOMM Ha
akTuBHa HBV uHH(eKuus npe3 usjioTo BpemeTpaeHe Ha TepanusTa.

[Ipoepecusna mynmughoxkanna neskoenyedaronamus

Ciyuyau Ha nporpecuBHa MyaTH(doOkanHa JeBkoeHuedanonatus (IIMJI), BKIOYHTENHO ¢ neTaneH
M3XO0/1, ca ChOOLIEHHU MpHU ynoTtpebdaTa Ha NeHanuaoMKuA. 3a nossa Ha [IMJI ce cho01aBa HAKOJIKO
Mecela 10 HAKOJIKO NOAMHM CJiel 3aro4YBaHe Ha JIeYeHHe ¢ JIeHaTua0oMH. TakuBa ciiyyau ca
CbOOIIIaBaHH OOMKHOBEHO MPH MaLUEHTH, MPUEMALIIH ChITHTCTBAILIO J€KCAMETA30H HIIH CJie]l
MpealecTBallo JIeYeHHe ¢ Apyra UMyHOCYTNIpeCUBHa XUMHOTepanud. Jlekapure TpsabBa na
Ha0JII0/1aBaT MaLMEHTHUTE MPe3 PEOBHU HHTEPBAJIM OT BpeMe U TpsaOBa na BzeMat npeasua [TMJI mpu
Av(pepeHLMaHaTa JMardo3a rpy NaLMeHTUTe ¢ HOBH MJIM BJIOLLIABALLM C€ HEBPOJIOrMYHH CUMITTOMM,
KOTHUTHBHH WJIM [MOBEICHYECKH NpPU3HALM WK cUMNTOMHU. [laumeHTHTe ChllO TpsAOBa 1a ObaaT
MOCHBETBAHH J1a HH(POPMHUPAT NAPTHBOPA CH WIIKM XOpaTa, KOMTO CE€ MPHXKAT 3a TAX, ThH KaTo Te Morar
na 3abesiexkatT CHMITOMH, KOMTO MAaLIMEHTHT Ja He 3a0eiga3Ba.

Ounenkara 3a [IMJI TpsOBa na ce ocHoBaBa Ha HEBPOJIOTMYHO U3CJ€ABaHe, MAarHUTHO PE30HAHCHO
00pa3HO HM3CJIeIBaHE HAa MO3BbKa M aHaJIM3 Ha rppOHauyHO-Mo3buHaTa TeqyHocT 3a JIHK na JC Bupyca
(JCV) upe3 nonumepasna BepukHa peakuus ([1BP) unu Mmo3buHa Ouornicus ¢ tectBane 3a JCV.
Otpuuarennust pedyarar ot [IBP 3a JCV He uzkmousa [IMJI. Bp3MoXkHO € 1a ce HaJIokKH
JOMBJIHUTENIHO MPOC/IEAIBAHE U OLICHKA, aKO HE MOXKe 1a Ob/ie 1oCTaBeHa alTepHaTHBHA JIMarHo3a.

[Ipn ceMHenus 3a [IMJ], npunoxenuero cieasa aa ce npekparu, J10okaro He ce u3kmour [IMJ1. Ako
ce notsbpau 1IMJ1, npuembT Ha neHanuaoMua TpaOBa 1a Obae OKOHYATEIHO MPEeyCTaHOBEH.

Ilayuenmu ¢ HO80OUACHOCMUYUPAH MYIMUNIICH MUETIOM
KMMa no-BHCOK MPOLIEHT Ha HEMOHOCUMOCT (HeXeJlaHU ChbOUTHS OT 3-Ta WK 4-Ta CTENeH, CEPHO3HH
HE)KEJIaHW CbOMTHS, ITPEKpaTsIBaHe) MPHU NaLUMEHTH Ha Bb3pacT > 75 roamuw, ISS craamii 111, ECOG
PS>2 unu CLer <60 ml/min, koraro nenanmaomun ce npunara B koMmOuHauus. [laimeHTHTe Tpﬂﬁna aa
ObJlaT BHUMATEJTHO OLICHEHH 3a TAXHATa CIIOCOOHOCT /1a MOHecaT JICHAIMJIOMH]] B KOMOMHA
ce B3eMe npeaBua Be3pactra, ISS craguit III, ECOG PS>2 unu CLcr <60 ml/min (Bx. TO

4.8).

Kamapaxma




[IpenopbuBa ce pel0BHO HAO/IKOIEHUE Ha 3pUTEJIHATA CITOCOOHOCT.

[lomownu eewgecmea

Jlenanunomua G.L. kancynu ceabpikart j1akro3a. [laiueHTH ¢ peiku HaceACTBEHU NMPOOIeMH ¢
HEMOHOCUMOCT KbM rajlakrosa, oou Ae()MUMT Ha JJaKTO3a WIH Maj1abcopOLMa Ha rIIOKO3a-rajakro3a
He TpsA0OBa Ja rMpHeMaT TO3H JIEKAPCTBEH MPOAYKT.

To3u nekapcTBeH NPOAYKT ChAbprKa Mo-mMajko oT 1 mmol HaTpuii (23 mg) BbB BCsKa Kancyia, T.€.
MOKE J1a Ka)Ke, Y€ MPAKTHYECKHU HE ChAbprKa HAaTPHUH.

4.5 B3auMoaeHCTBHE C APYI'H JIeKAPCTBEHH NPOAYKTH H ApYru GpopMH Ha B3aHMOAeliCcTBHE

[Ipy manyeHTH ¢ MYJITHIUIEH MUEJIOM, NPHEMALLY JICHAJIMIOMHU/ U IeKCaMEeTa30H, CTUMYJIMpALLH
€pUTpOIIOe3aTa CpEeACTBA WM APYIH BELIECTBA, KOUTO MOXKE /1a MOBUIIIAT PUCKAa OT TpoMOO3a KaTo
Harp. XOPMOHAJIHO-3aMECTUTE/IHA Tepanus, TpAOBa Ja ce npujiarar ¢ MoBUIlIeHO BHUMaHHE (BXK.
TOYKHU 4.4 u 4.8).

[ lepopajiH¥ KOHTpALIENITUBH

He ca npoBexxJ1aHu nNpoy4YBaHHUS 3a B3aUMOACHUCTBHSA C NEPOPASTHU KOHTpALIENTHBH. JIeHaTMAOMU He
e eH3uMeH MHAYKTOp. [Ipu eqHo in vitro npoy4yBaHe ¢ YOBELIKH XEIaTOLUTH JICHATHIOMMI, H3ITUTBAH
B pa3/IM4HM KOHLIEHTpauuH, He € uHayuupan CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5.
[Io Ta3u npUYKHA NPH CaMOCTOATEIHOTO IMPUJIaraHe Ha JIECHATMAOMM HE C€ OYaKBa MHAYKLIMA, KOATO
J1a HaMaJIM €(PEKTUBHOCTTA Ha JPYT'H JIEKAPCTBEHH MPOAYKTH, BKIIOYHTEIHO XOPMOHAIHH
KOHTpauenTtuBy. Obaye € U3BECTHO, Ye IeKCaMeTa30H MPEeACTaBIsABa ¢1ad 10 YMEepeH HHAYKTOp Ha
CYP3A4 u e BepoATHO J1a MOBJAUABA U APYTH €H3UMHM, KaKTO M TpaHcnoptepu. He Moxke n1a ce
M3KJIIOYH, Y€ e(PUKACHOCTTa Ha NEPOPAIHUTE KOHTPALIENTHBH MOKe 1a Oble HaMaJieHa 10 BpeMe Ha
nedyeHueto. TpsaOsa na Obaat npeanpueTH eheKTUBHU MEPKH 3a NMpeJoTBpaTsBaHe Ha OpeMEHHOCT
(B2K. TOYKH 4.4 u 4.6).

Bapdapus

EnHOBpEMEHHOTO NMpHiaraHe Ha MHOTOKpPaTHH 1034 JieHaMaoMua oT 10 mg He e uMano edekT BbpXy
(papMaKOKHHETHKATa HA €AMHUYHH 1034 R- U S- BapdapuH. EqHOBpeMeHHOTO npuiiaraHe Ha
eIMHU4YHA 103a Bap(papHH OT 25 mg He € uMaJIo ePeKT BbpXYy (hapMaKOKMHETHKATa Ha JIEHAJIMJIOMHMIL.
He e u3BecTHO, 0Oaue, naiM KMa B3aUMO/ICHCTBHE 110 BpeMe Ha KIIMHUYHOTO NMPUJIOKEHHE
(eJTHOBpPEMEHHO JIEYE€HHUE C JieKcameTa3oH). JlekcaMeTa3oH npeacrasisBa ciab 10 yMepeH eH3UMeH
HHIYKTOp U €PEKTHT My BbpPXY BapdapHuH He € u3BecteH. [IpenopbyuBa ce BHUMATEIHO ClleICHEe
KOHUEHTpauuMaTa Ha BappapUH 110 BpEME Ha JIEYEHHUETO.

JIMrOKCHH

EnHOBpEMEHHOTO NpUiokeHUue Ha JieHanuaomMua 10 mg BeAHBK IHEBHO € MOBHUILKJIO IJla3MeHaTa
CKCIO3HULIHA Ha JIMFOKCHH (eauHr4Ha 103a ot 0,5 mg) ¢ 14 % ¢ 90 % JIU (noBepureneH uHTEpBa)
[0,52 %-28,2 %]. He € u3BecTHO nayv npu KIMHWYHATA yroTpeda edekTsT 1ie Obae pasindeH (1mo-
BMCOKH 1034 JICHAJIMJIOMH/ M €IHOBPEMEHHO JICYEHHUE C J€KCaMETa30H). 3aTOBa ce MpernopbLYBa
CJIEICHE Ha KOHLIEHTpAaLMATa Ha IMTOKCHH 1O BpeMe Ha JICYEHHETO C JICHAJTUIOMHI.

CTaTuHH

ChblecTByBa MOBHUIIEH PUCK OT pabIOMHOIIN3A, KOraTO CTATHHM C€ MPHJIArar ¢ JIEHAIUIOMHL, PUCKBT
MOJK€ J1a € mpocTo aauTUBEH. [IpenopryBa ce 3acUieHO KIIMHUYHO U J1abopaTopHO HAOJIOIeHHE,
O0COOEHO Mpe3 MbPBUTE CEAMULIA Ha JICYEHHUETO.

JlekcaMeTa3zoH

1\

. 1

JTHEBHO) HAMA KJIMHUYHO 3Ha4YMM €(PEKT BbpXy (hapMaKOKMHETHKATA Ha JICHAIH/IO
JTHEBHO) MPU MHOIOKPATHO INpHJIaraHe.
Baaummeucmﬂﬂ C HHXUOUTOpH Ha P- FHHKOI'[]_EPTEHHEI (P-gp)
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MPUII0XKEHUE Ha MHOTOKPATHU 1034 Ha CHJIHUA UHXUOUTOP Ha P-gp xunuauH (600 mg aBa mbTH
JIHEBHO) WJIK YMEpPEHUsA HHXHOUTOpP/CcyOcTpaT Ha P-gp TeMcuponuMyc (25 mg) HAMa KIMHUYHO
3Ha4YUM €(EKT BbpXY (apMaKOKHHETHKATA Ha JEHATHAOMMUA (25 mg). EXHOBpEMEHHOTO NMPUIIOKEHHE
Ha JIeHATMAOMHMA (25 mg) He pOMEHs (papMaKOKHMHETHKATa HAa TEMCHPOJUMYC.

4.6 DepruaurTer, OpeMEHHOCT H KbpPMeHe

[lopagu TepaToreHHUs NOTEHLHAJ JICHAJIMWAOMHU/ TpAOBa J1a ce NpeANuUcBa B CbOTBETCTBHE C
[Iporpamara 3a npeBeHLUs HA OpeMEHHOCTTA (BXK. TO4YKa 4.4), OCBEH aKO HAMAa HAJAEKIHH
J1I0Ka3aTeJICTBA, Y€ MaLMEHTKaTa He € C ACTEPOAEH MOTEHLIMA.

Xenu ¢ gerepoaeH noreHumasa / KoHrpauenuus npyu Mbxe U XKeHH

JKenu ¢ nereposaeH noreHuMaa TpsaOBa Aa U3non3Bar e()eKTHBEH KOHTPALENTUBEH METO/. AKO JKEHa,
JIEKyBaHa C JICHaJIMI0MKU1, 3a0peMeHee, JJeueHHeTo TpsaOBa aa Obje crpsHO U NaluMeHTKaTa TpsaOBa na
ObJIe HACOYECHA 3a OLICHKA U CHBET KbM JIEKAP CIICLHATMCT WUJIM C OIUT B TEPaTOJIOruara. AKo
[MapTHBOPKA Ha MBbXK, JIEKYBaH C JICHATUIOMHU]L, 3a0peMeHee, ce npenopbyBa T4 Aa Obae HacoyeHa 3a
OLIEHKa U CBBET KbM JIEKap CIMELMAIUCT WU C ONUT B TEPATOJIOrHUATA.

JleHanuaoMKA ce ChabprKa B YOBELIKATA CriepMa B U3KIIOYMTEIHO HUCKM HMBA 10 BpeMe Ha
JICYEHHETO U € HEOTKPUBAEM B YOBEILKATA CriepMa 3 JHHU CJIe]l CIIMpaHe Ha BELECTBOTO IMPH 34paBUA
WHIMBU] (BXK. ToOuka 5.2). Karo npeana3Ha Mspka ¥ Kato ce UMaT NpeaBH CrieUHaHA MOMyJalvu C
[IPOJABJDKUTEIHO BpEME HAa €JIMMUHUPAHE KaTO NAaLMEHTH ¢ Ob0pedyHO yBpexaaHe, BCUYKH NMallHeHTH
OT MBXKKH 101, IpUEMallH JICHAJIUAOMU, TpAOBaA 1a U3M0JI3BAT NPE3EPBATHBH MPeE3 LAJIOTO
BpeMETpacHe Ha JICYEHHUETO, IPU BPEMEHHO MPEKbCBAHE HA MPHJIAaraHeTO U B MPOAb/DKEHHUE Ha |
CE/JIMMLIA CJIe]l MpeKpaTsaBaHe Ha JICYUEHHUETO, aKO MapTHbOPKaTa UM € OpeMEHHA UJIK C AETEPOAECH
[MOTEHLMAJI U HE MMPOBEXK/1a KOHTPALIEILIUA.

bpeMeHHOCT
JleHaNTMAOMHI € CTPYKTYPHO CXO/EH € TaTUAOMHUA. TallMAOMK € U3BECTHO TEPATOr€HHO aKTHBHO
BELLIECTBO MPH XOpa, KOETO NMPUYHHABA TEXKKH )XUBOTO3acTpallaBalild BPOJACHHU AE€(EKTH.

[Ipy MaliMyHH JIECHAJIMOAOMM € Mpeau3BUKal MaidopMalliK, MOJ0OHH Ha T€3H, ONMTMCAHHM 3a
TaTMAOMH/L (BXK. TOYKa 5.3). 3aTOBA C€ OYAaKBa TEPATOre€HEH €(PEKT Ha JEHAIMAOMUA U TOM €
[IPOTHUBOIOKA3aH 10 BpeMe Ha OpeMEeHHOCT (BX. Touka 4.3).

KbpMeHe
He e u3BecTHO asu JIeHaJIMAOMHM]L CE EKCKPETUpA B KbpMaTa. 3aToBa TpsAOBa Aa ce NnpeKparTu
KbPMEHETO M0 BpEME Ha TeparnuaATa ¢ JICHaJIMIOMMIL.

DOepTHIUTET

EaHo npoyuBaHe 3a pepTHIMTET NPH TUTbXOBE ¢ 1034 JeHatuaoMua 1o S00 mg/kg (nmpubnusuTenHo
200 no 500 meTH n03UTE 3a XOpa cbOTBETHO OT 25 mg U 10 mg, Ha 6a3a nuiol OT TejiecHaTa
MOBbPXHOCT) HE MOKa3Ba HEXKEJIaHH Bb3/ICHCTBUS BbPXY (PEPTHINTETA HJIM TOKCHYHOCT TPH
POJAMTEJIUTE.

4.7 EdexkTH BbpXYy cnoco0HOCTTA 32 modHpaHe H paboTa ¢ MAILIHHH

JleHanmMIOMK NMOB/IMABA B MaJIKa /10 YMEpEHa CTeneH crnocodHoCTTa 3a wodupaHe U pabora ¢
MalllMHH. MMa cboOLIeHH s 3a yMOpa, 3aMassHOCT, COMHOJIGHTHOCT, BEPTHI'O M 3aMbIVIEHO BHXKIAaHE
[pH ynorpeda Ha J€HAJIMAOMH. 3aTOBa Ce NpernopbyBa MOBHIIEHO BHUMAHHUE MPH O(GHpaHe WK
paboTa ¢ MallIUHH.

4.8 HexelaHH JIEKAPCTBEHH PeAKIHH

Pe3tome Ha npo¢uia Ha 6€30macHOCT
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Hoeoouaenocmuyupan Myimunien Mueiom. nayuenmu, koumo ca ouwiu noonoxcenu na ATCK u
JNeKY8aHU C IeHANUOOMUO, KAMO ROODbPACAUO JICHEHUE

[IpunoxeH € KOHCEPBAaTUBEH MOAXO MPU ONPEaE/ISIHE HA HEXKETaHUTE JIEKAPCTBEHU PeaKLUU OT
CALGB 100104. Hexenanure peakuuu, ondcad B Tadiuua 1, BKJIKOYBAT CHbOMTHSA, CHOOIIIABAHM
cinea BJIM/ATCK, kakTo ¥ cbOUTHA OT neproaa Ha NOAABPXKALIOTO JieueHue. Bropu aHanus,
uaeHTH(ULMpaLl CbOUTHS, KOUTO ca Ce pa3BWIM CJie]l 3a04YBaHe Ha MOUIbpPKalll0 JICYEHHE, NTOKa3Ba,
4ye HaW-BEpPOATHO YECTOTHUTE, NnpeacTtaBeHu Ha Tabiuua 1, Moxke 1a ca no-BUCOKHM OT A€HUCTBUTEJIHO
HaOJIr0JaBaHUTE npe3 nepyoaa Ha noabpxkaino jeyeHue. B IFM 2005-02, Hexxenanure peakuuu ca
CaMo OT [1epHOJIa HA MOAABbPXKALIOTO JIEUYEHHE.

CepHO3HUTE HEXETaHU peakUMH, HabroaaBaHu no-4ecto (=5%) npu noaabpikallo NpUiaoKeHUe Ha
JIEHAJIMAOMMU/1 B CpaBHEHME ¢ I1auedo, ca:

o [IneBmoHus (10,6%:; komOuHHUpaH TepmuH) ot [FM 2005-02

e benoapooOHa upexkuus (9,4% [9,4% cnen 3anouysane Ha noaabpxkailo JieyeHue|) or CALGB
100104

B npoyuBaneTo IFM 2005-02, HabatogaBaHUTE MO-4€CTO HEXKETAHW PEAKLIMHK MPH NMOAIBPKALIO
JICYEHHE C JICHATMAOMHU] B CpaBHEHHE ¢ ruiauebo ca HeyrponeHus (60,8%), 6pouxut (47,4%), nuapus
(38,9%), HazodapuHrut (34,8%), myckynuu cnaszmu (33,4%), neskonenus (31,7%), acrenus (29,7%),
kauutiua (27,3%), tpoMbouuronenus (23,5%), ractpoenteput (22,5%) u nupekcus (20,5%).

B npoyusanero CALGB 100104, nHabimonaBaHuTe no-4€cTo HEXEJIaHU PeaKLMM MpH MOIbpPKallo
JIeYEHHE C JICHAJIMAOMU]I B CpaBHEHHUE ¢ M1auebo ca HeyTponeHus (79,0% [71,9% cnen 3anouBaHe Ha
noAabprkailo jJedyeHue]), rpomobounTonenus (72,3% [61,6%)]), nuapus (54,5% [46,4%]), o6pus
(31,7% [25,0%]), uHdekums Ha ropHUTE aUXaTeJHU nbTUlla (26,8% [26,8%)]), ymopa (22,8%
[17,9%]), neskonenus (22,8% [18,8%]) u anemus (21,0% [13,8%]).

Hosooduaenocmuyupan Myimunien Mueiom. RAQYueHmu, KOUmo He ca nooxXoosuu 3a
MPAHCRAAHMAYUS, NOAYYABAUU NeHANUOOMUO) 8 KOMOUHayus ¢ bopme3omubd u oexcamemasoH

B npoyusanero SWOG S0777 no-yecto HaOnmo1aBaHUTE CEPHO3HU HEXKeJIaHH peakiiuM (> 5%) ¢
JICHAJIMAOMH/] B KOMOMHALIMSA ¢ HHTPABEHO3HO MpHJiaraH 60pTe30MHUO M IeKCaMeTa30H B CPaBHEHHE C
JIEHAJIMAOMH/1 B KOMOMHALMA C IEKCAMETa30H, ca:

e XunotoHus (6,5%), 6enoapodna undekuus (5,7%), nexuaparauus (5,0%)

[To-dyecTo HabirOqaBaHUTE HEXKEJIAHHU PEeaKLMM C JICHAJTUAOMMI B KOMOUHaLMs ¢ 6opTe3oMub U
JIEKCaMETa30H B CPaBHEHHUE C JICHAIMAOMHI B KOMOMHALMA ¢ AeKcaMeTa3oH ca: ymopa (73,7%),
nepudepHa Hesponatus (71,8%), rpombouuTonenus (57,6%), 3anek (56,1%), xunokanuemus
(50,0%).

Hosoouaznocmuyupan Myimunier Muejiom npu NAYUEeHmu, KOUmo He ca ROOX00AUU 3d
MpancnIaHmayusl, 1eKY8AHu ¢ 1eHAIUOOMUO 8 KOMOUHAYUSL C HUCKA 003d 0eKCAMEMA30H

CepHO3HHUTE HEXEJIaHU peaKL MM, HaOmoaBaHHU NMo-4ecTo (=>5%) ¢ neHanuIoMu B KOMOMHALIMA C
HUCKa 103a nekcamerasoH (Rd u Rd18), otkonkoro ¢ mendanan, npenuuson u tanuaomun (MPT), ca:

e [IHeBMoOHHA (9,8%)

e brOpeyHa He1OCTaThYHOCT (BKJIIOYMTENIHO ocTpa) (6,3%)

Hesxenanure peakuuu, HaOaonaBaHH no-yecto ¢ Rd winm Rd18, orkonkoro ¢ MPT, ca: quapus
(45,5%), ymopa (32,8%), bosika B repba (32,0%), acrenus (28,2%), 6e3cbHue (27,6%), 06puB
(24,3%), nonwxeH anetur (23,1%), kauuuua (22,7%), nupekcus (21,4%) 1 MycKyJIHU cria3Mu
(20,5%).

Hoeoouaznocmuyupan myamunien Muejiom. nayuesmuy, KOUmo He ca nooxoosuu 3a

MPAHCHRAAGHMAYUS, TEKYBAHU C NEHAIUOOMUO 8 KOMOUHAYUA C Meadanan u nPeoHU30H
Cepro3HUTE HEXENaHHU peaKLMH, HaOIto1aBaHu No-4ecTo (>5%) ¢ Mendanan, nMpeIHU30H U
JI€HATUAOMHM, MOCJIEABAHO OT MOAABbPKALILO JieueHHUe ¢ JeHanuaomua (MPR+R) wiu men
MpeAHU30H H JICHATHIOMK]I, nocaenBaHo ot miauedo (MPR+p), otkonkoro ¢ mendanan
v riauebo, nocneasaHo ot miauedo (MPp+p), ca:

e DebpunHa HeyTponeHus (6,0%)
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e Anemus (5,3%)

Hexxenanure peakuuu, HabmoaasaHu no-yecto ¢ MPR+R wiu MPR+ p, otkonkoTro ¢ MPp+p, ca:
HeyTpornieHus (83,3%), anemus (70,7%), rpomboumnTonenus (70,0%), neBkonenusd (38,8%), 3anek
(34,0%), nuapus (33,3%), oopus (28,9%), nupexcus (27,0%), nepudepen orok (25,0%), kauumua
(24,0%), nonmwxkeH anetut (23,7%) u actenus (22,0%).

Mynmunnen muenom. nayuenmu ¢ NOHe eOHa NPEoxoACOAUa mepanus

B e ruanedo-KoOHTposIMpaHM Npoy4uBaHus ¢a3a 3 353 nauueHTa ¢ MyJITHILUIEH MHEJIOM ca OMITH
€KCIMOHUPaHU Ha KOMOMHALMATA JIeHAIMAOMM A/ IekcaMmeTa3oH U 351 — Ha koMOMHAaLMATa
nJjanedo/neKcaMeTasoH.

Haii-ceprno3HUTEe HEXKEJIaHU peaKLiMK, HaOJ10jaBaHy M0-4€CTO MPH JIEHAJIMIOMMUI/ IeKCaMeTa30H,

OTKOJIKOTO IMPH KOMOUHALMATA ru1aledo/nekcamerasoH, ca:

e BeHo3na TpomboeMOo0Ma (TpoMOO3a Ha IBJIOOKUTE BeHH M OenoapobHa emOous) (BXK.
TOuka 4.4).

e HeyrponeHus ot 4-ta crerneH (BxK. Touka 4.4)

HaGnronaBaHuTe HexelnaHM JIEKAPCTBEHHU peaklMU, KOUTO ca Ce MPOSBUIIM MO-YECTO TMPH
JICHAJIMJIOMHU/ U IEKCAMETa30H, OTKOJIKOTO IMpH IJ1auedo U JeKcaMeTa3oH B COOpHHU KIIMHHYHH
U3MUTBaHUA MPH MYJTUIUIEH MUesoM (MM-009 u MM-010), ca ymopa (43,9 %), HeyTponeHus
(42,2 %), 3anek (40,5 %), auapus (38,5 %), myckynuu kpamnu (33,4 %), anemus (31,4 %),
TpoMOouTonenus (21,5 %) u obpus (21,2 %).

MuenooucnaacmuiHu CuHOpomMu

OOwuaT npodu1 Ha 6€30MaCHOCT Ha JICHATMIOMU/ MPH MALIUEHTH C MUEJIOTUCIUIACTUYHH CHHAPOMH
C€ OCHOBaBa Ha JIaHHH OT 0010 286 MaLMEeHTH OT eHO Npoy4BaHe (a3a 2 U eqHO npoyuBaHe ¢a3a 3
(BX. Touka 5.1). B npoyuBaHeTo aza 2 Bcuukute 148 naumeHTH ca OMIM Ha JiIeYeHHE C JICHAJIMIOMHMIL,
B npoyuBaneTo ¢a3za 3 69 nauueHTu ca Ouim Ha neHaIMAOMUA 5 mg, 69 NanUeHTH Ha JIEHAJTWAOMH /I
10 mg 1 67 nauneHTH ca OMJIM Ha ruiaLebo 1Mo BpeMe Ha ABoiHO3acieneHaTa ¢a3a Ha MpPOy4BaHETO.
[loBeueTo HeXe/laHH peakLMM OOMKHOBEHO €a MOJIy4YeHH Npe3 MbpBUTE 16 ceAMUIIM Ha TepanuaTa C
JICHAJIMAOMHML.

CepHO3HHTE HEXEJIaHH peakLMH BKJIIOYBAT:
¢ BeHo3Ha TpomOoemboinug (ab100Ka BeHO3Ha TpoM0Oo3a, benoapobHa emO0us) (BXkK. Touka 4.4)

e HeyTponeHus ot creneH 3 uiu 4, pedpuiHa HeyTporneHHUs: H TPOMOOLIMTOINEHHS OT CTeNneH 3
UM 4. (BX. Touka 4.4)

Haii-yecTo HaO/01aBaHUTE HEXKEJIAHW PEAKLIMK, KOUTO Bb3HUKBAT M0-4€CTO MPU FPYNUTE Ha
JICHAJIMIOMHU/ B CPaBHEHHE C KOHTPOJIHOTO paMo B Ipoy4BaHeTo (da3a 3, ca HeyTponeHus (76,8 %),
TpomOouToneHus (46,4 %), nnapus (34,8 %), 3anek (19,6 %), ranene (19,6 %), npypuryc (25,4 %),
obpus (18,1 %), ymopa (18,1 %) u myckynuu cnasmu (16,7 %).

Manmennoxnemvuen aumpom

[IpoduirbT Ha 0OImaTa 6€30MaCHOCT Ha JIEHATUMAOMHK/L MPH NALMEHTH ¢ MAHTETHOKIIEThYEH JTUMGPOM €
OasupaH Ha JIaHHH OT 254 MauKeHTH OT €JHO paHJOMHU3UPAHO, KOHTPOJIHPAHO NMpoyuBaHe (a3a 2
MCL-002 (Bx. Touka 5.1).

JIOMMBJIHMTEIHO HEXKEJIaHH JIEKAPCTBEHHU PEeaKLMK OT noakpensaioro npouysaHe MCL-001 ca
BKJIOUeHH B Tabauua 3.

CepHo3HHTE HEXEJIaHM JIEKapCTBEHH peakLiMu, Hab1o1aBaHu 1o-yecto B npoyusane MCL-002 (c
pa3jiMKa OT HaM-MaJIKO 2 MPOLEHTHH IMyHKTa) B paMOTO Ha JIEHAJIMIOMH/1 B CPAaBHEHHE C KOH

pamo, ca: IR
e Heyrponenus (3,6 %) ~ -'.?’}-}fﬁ “4\
e Benoapo6ua embonus (3,6 %) I\ O
1 \ =3 1]
e Jlnapus (3,6 %) ' ! 3> |
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Hait-yecto HaOoqaBaHUTE HEXEJIAHU peaKLUMHU, KOUTO Bb3HUKBAT MO-4€CTO B paMOTO Ha
JICHAJIMJIOMHU/I B CPaBHEHHE C KOHTPOJIHOTO paMo B npoy4yBaHe MCL-002 ca Heyrponenus (50,9 %),
aHemus (28,7 %), nnapus (22,8 %), ymopa (21,0 %), 3anek (17,4 %), nupekcus (16,8 %) u oOpus
(BKJIIOUMTEJIHO ajiepruyeH aepmatur) (16,2 %).

B npoyuBane MCL-002 uma kato 110 SBHO YBEJIMUYEHHE HA CJIy4YauTe Ha MpexAeBpeMeHHA

(B pamkuTe Ha 20 ceamMuuM) cMBPT. [lalMeHTUTE ¢ BUCOK TYMOPEH TOBAp Ha M3XOJHOTO HHBO €A C
YBEJIMYEH PHCK OT INpexaeBpeMeHHa cMbpT, 16/81 (20 %) ciiyyau Ha npexaeBpeMeHHa CMBPT B
paMoTO Ha JieHaMaoMUa U 2/28 (7 %) ciiyyau Ha npexaeBpeMeHHa CMBPT B KOHTPOJHOTO PaMo.

B pamkure Ha 52 ceamuum crotBeTHUTEe LMdpu ca 32/81 (39,5 %) u 6/28 (21 %) (Bx. Touka 5.1).

[lo Bpeme Ha sieueben uuksni 1, 11/81 (14 %) nauMeHTH ¢ BUCOK TYMOPEH TOBAp ¢a OTTErJIEHH OT
TeparnusaTa B paMOTO Ha JIeHATHAOMUA cripsaMo 1/28 (4 %) B koHTposHaTa rpyna. OcHOBHaTa nmpU4MHa
33 OTTErJISHETO OT JICYEHHETO Ha MALMEHTHUTE C BUCOK TYMOPEH TOBAp Mo BpeMe Ha JieueOeH LIMKbJ |
B paMOTO Ha JICHAJIMIOMK] ca Hexes1aHU cuouTus, 7/11 (64 %).

BUCOKMAT TyMOpEH TOBap € AeUHUpPaH KaTO HAH-MaJIKO €/1Ha JiIe3us > 5 cm B JUaMEThP WIH 3 JIE3HH
> 3 cm.

Donuxyrapen aumpom

OO6wumaT npodun Ha 6€30MaCHOCT Ha JIEHATHAOMM/] B KOMOMHALIMA C PUTYKCUMAO IMpH MalMeHTH C
JIEKyBaH npeay ToBa GosukyapeH auMmdbom, e 6a3upaH Ha JaHHM OT 294 MalueHTH OT
paHIOMH3MpPaHO, KOHTPOJHpaHo, npoyyBaHe ¢aza 3 NHL-007. Oceen Toa B Tabnuiia 5 ca BKIOYEHH
U HEXKEJIAHHU JICKAPCTBEHH peakUHH OT noakpensaworo npoyysaHe NHL-008.

CepHO3HUTE HEXEJIaHH JIEKAPCTBEHHU peakLuy, Hab/itoJaBaHU Hai-4ecTo (¢ pa3/iMKa OT Hal-MaJIko

| mpouenTeH myHKT) B npoy4ysaHe NHL-007 B pamoTo Ha neHaniMaoMu/puTyKCUMMad B CpaBHEHHE C
pamMoTO Ha ruiauedo/purykcuma, ca:

o MeOpuiHa HeyTponeHus (2,7%)

e benoapodbHa emboaus (2,7%)

e [lneBMoOHus (2,7%)

B npoyuBaneTro NHL-007 Hexxenanure peakuun, HabmogaBaHu no-4€cTo B paMOTO Ha
JIEHAJTHIOMH/PUTYKCUMA0 B CpaBHEHHUE ¢ paMOTO Ha ruanedo/purykcuMad (¢ Hai-maiko 2% rmo-
BHCOKA 4eCTOTa MEX/1y pameHara), ca HeytponeHus (38,2%), nuapus (30,8%), neskonenus (28,8%),
3anek (21,9%), kauunua (21,9%) u ymopa (21,9%).

TabsMLa Ha HeXeJlaHUTE JIEKAPCTBEHU PeaKliuy

HexesnlaHuTe peakUWH, HaOJIO1aBaHK MPHU NALMEHTH, JIEKYBaHH C JIEHATHIOMHM]I, Ca H30POEHH I10-
J0JTy 10 CHCTEMO-OpraHHH KilacoBe M yecToTa. [Ipu Bcako rpynupaHe B 3aBHCHMOCT OT YECTOTATA,
HEXEJIAHUTE PEeaKLIMH ce U30pOABaT B HU3XOALl Pl MO OTHOIIEHHWE HAa TAXHATa CEPUO3HOCT.
Yecrorara ce onpenensat karo: MHOro yectu (> 1/10); yectu (> 1/100 no < 1/10); Heuectu (> 1/1 000
1o < 1/100); peaxu (= 1/10 000 no < 1/1 000); mHoro penxu (< 1/10 000); ¢ Heu3BecTHa YecToTa (OT
HaJIMYHUTE JaHHH HE MOXKe 11a Ob/Jle HalpaBeHa OLIEHKaA).

HexeslanuTe peakuMy ca BKIIOYEHH B CbOTBETHATa KaTeropus B TabiMuaTa 1o-1o;1y cropej Hai-
BHCOKaTa 4eCcToTa, Ha0JIr01aBaHa B HAKOE OT OCHOBHUTE KJIMHWYHHW M3ITHTBAHHS.

Tabauuno 0bobwasane 3a monomepanus npu MM
Cnenainara Tabiauua € Ha 6a3ata Ha JaHHHU OT npoy4BaHusaTa Ha HJIMM npu naumeHTH, Noa10KeHH
Ha ATCK u nekyBaHH noaabprKallo ¢ JieHanuaoMuA. JlaHHUTE He ca KOPMTHPaHH B ChOTBETCTBHE C
[O-IPOAB/DKHTEIHOTO MPHUJIOKEHHUE B paMeHaTa Ha JIeUeHHe, ChAbPKALIO JIEHAJTMIOMH/I,
NpoabJKaBALLO [10 Mporpecus Ha 6oJecTTa CpsiMoO paMeHaTa Ha Iuiaued0 B OCHOBHMTE *YHR&HW?
[MpU MYJITUIUIEH MHEJIOM (BXK. To4Ka 5.1). ‘ &

Taoanua 1. HJIP, cbo0mens B KJIHHHYHH H3NHTBAHHUSA ¢ NANHEHTH C MYJITHILI ’jmenum, + ] =

JIEKYBAHH € JICHAJIHAOMH/], KATO MO/IbPKALIO0 JIeYeHHe \ :
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Cucremo-opranen Benukn HJIP/YecToTa HJIP crenen 3-4/YecToTa

Kjaac/Illpeanounran
TepMHH
Undexuuu H MHOro 4ecTu MHOro 4yectu
HHpeCcTANHH [THeBMOHMA ™ HH(EKLUHMHU Ha [THeBMOHHMSA"?, HEYTPOINEHHYHA
FOPHUTE AUXATETHHU MbTHIIIA, HH(EeKLM
HEeYTpONeHHW4YHa UH(PeKLUs, OpOHXUTO,
rpuno, YectH
raCTPOEHTEPHUT, CHHY3HT, Cencuc?,b, 6bakTepuemus,
Ha30(papuHIrUT, pUHHUT 0enoapobHa uHpekuus?,
OakTepHanHa MH(pEKLUs Ha
YectH JOJIHUTE OUXATEJIHH ITbTHLLIA,
Uudekuuad, uHpekuusa Ha OpOHXHUTO, rpuno,
MUKOYHUTE MbTUILAD,*, racTpOEHTEPHUTO, Xeprec
UH(EKUMA HA TOJTHUTE 30cTepQ, HHGeKuAQ
JMXAaTEJTHU IMbTHULLA,
O0enoapoOHa uHGpEKLUs
Heomiasmu YectH
nobpokavecTBeHH, |MuesnoaucriacTHyeH
3JI0KA4eCTBEHH H cunapom”, *
HeomnpeaeJeHH (BKJI.
KHCTH H
NOJIMIIH)
Hapymenus Ha MHOro 4yecTu MHOro 4yectu
KPbBTA H Heyrponenus , pebpuina Heyrponenus °, hbebpuna
aumnara cucrema |Heytponenus ¥ HeyTponeHus™,
TpoMGouHTOneHus™" aHeMHs, TPOMOOLIMTOTIEHHS ¥, aHEMMH,
NIEBKOMEHHUs , TUM(ONEHHUS NIeBKONEHUAQ, TMMPoneHus
HectH
[MaHuuroneHus’
Hapymenus Ha MHoOro yectu Yectu
MeTa00IH3MA XUIOKaJIUEMMUS XHUNoKalueMus, AeXuapaTalus
H XpPAHEHETO
Hapymenus Ha MHOro yecTu Yectu
HepBHATA [lapecTe3us [‘naBobosine
cHCTeMA
Yectu
[lepudepna HeBponaTus’,*
CbaoBu Hapymennsi | Uectu Yectu
Benoapobua em6onus *-* JIsn60ka BeHo3Ha TpoMbo3a™’-d
Pecnuparopun, MHoOro 4yectu YecTH
rPLAHHU B Kamuiuua Hucnnes’
MeAHACTHHAJIHH Yectu
HApYIIEHHS JlucnuesO, punopes’
CromamHo-upeBHH |MHOro yectu Yectu
HApYUIeHHS Huapus, 3anek, kopemHa 0oJsika, rageHe | Jluapus, noBpsbliiaHe, rajieHe
Yecty
[loBpbluaHe, O0ska B ropHaTa acT Ha
KopeMa
XenaToOHIHaApHH MHOro 4ecTu Yectu
HApYIIEeHHSH OTKJIOHEHHS BbB (DYHKIIMOHAJTHUTE OTKJIOHEHHS BBB
4epHOAPOOHHM IMOoKa3aTesu (GYHKLIMOHATHUTE

30 Q ' ..:Tr-
h{fﬁ N
TYEIIA DY~
YOS TVIKA Z




Cucremo-opranes Benukn HJIP/Yectora HJIP cTrenen 3-4/YecToTa
Kjaac/Ilpeanoynran

TePMHH
4epHOAPOOHHU MOKa3aTe/H

Hapyuwienus Ha MHoro yectu Yectu

KOKaTa H OO6puB, cyxa Koxa OO6pus, cbpOexk

NOAKOKHATA ThbKAaH

Hapymienusn Ha MHoro yectu

MYCKYJ/IHO- MyCKYyJIHY Ccria3Mu

CKeJIeTHATA CHCTeMA
H CheHHHTEJIHATA YecTH

ThKaH Muanrus, KOCTHO-MYCKYJTHa 00Jka
r
O0mu napymesHuss H | MHOro 4yecrtu Yectu
epeKTH HA MACTOTO | YMOpA, aCTEHUS, TUPEKCUS YMopa, acTeHus

HA NPHJIOKEHHE

" HexxenaHu peakiliH, CboOIIaBaHU KaTO CEPUO3HH B KIIMHHYHHM M3MIUTBaHMA ¢ naumeHTH ¢ HJIMM, nomioxeHH
Ha ATCK

" Kacae caM0 cepHO3HH HeXeJIaHH JIEKAPCTBEHH peaKLHH

- Bukre Touka 4.8 Onucanne Ha U30paHu HEXXEJTAHH PEaKLIUu

*“[TneBMoHus” koMOMHMpanu HC, BKJIFOYBA KaTO TEPMHH ClIeAHUTE npeanodyuraHu tepMuHu (PT):
bpouxonHeBMoHus, JIobapHa nHeBMOHMSA, [IHEeBMOHMA NpUYKHHEeHa oT Pneumocystis jiroveci, [IHeBMOHUS
npuurHeHa oT Klebsiella, [IHeBMoHusa npuauHeHa ot Legionella, [ITHeBMOHMA npuunHeHa oT Mycoplasma,
[IHeBMOKOKOBa MHEBMOHMS, CTpenTOKOKOBa MHEBMOHMSA, BupycHa nHeBMOHMA, benoapoOHO HapyleHmue,
[ITHeBMOHHMT

°“Cencuc” komOunupanu HC, BkouBa karto TepMuH cienaute PT: Baktepuanen cencuc, [IHEBMOKOKOB
cencuc, CenruueH mok, CtapunoKOKOB CENICHUC

"“llepu¢epHa HeBponaTus KoMOMHMpaHd HC, BKIOYBA KaTO TEPMHUH CJIEIHUTE NMpeaAnoYuTaHd TepMuHHU (PT):
[lepugepHa HeBponatus, [lepudepHa ceHsopHa HesponaTud, [losMHeBponaTus

" “JIpJI00Ka BeHO3HA TpoMO03a” koMOuHupanu HC, BkmouBa kato TepMuH ciaeaHuTe PT: JIba00ka BeHO3HA
TpoM0O03a, TpoMmOo3a, BeHo3Ha TpoMOO3a

Peszlome 6 mabauyen 6uo 3a komounupana mepanus npu MM

CnenHara Ta0iMLa € CbCTaBEHA OT JaHHM, CbOpPaHHU MO BpeMe Ha MPOYYBAHUATA NP MYJITHILIEH
MHEJIOM ¢ KOMOMHUpaHa Tepanus. JJaHHUTe He ca KOPUTMpPaHU B CbOTBETCTBHE C MO-T0JIIMAaTa
MPOABDKUTEHOCT Ha JICYEHHETO B paMeHaTa, ChAbpiKally JEHATUIOMH, MPOIbIXKEHO 10 MPOrpecHs
Ha 3a00JIsIBaHETO, CIPAMO paMeHaTa Ha CpaBHUTENEH JIEKAPCTBEH MPOAYKT B OCHOBHHMTE MPOYYBaHHUS
Ha MYJITHUILUIEH MHEJIOM (BXK. TOYKa 5.1).

Tabauna 2. HJIP, ¢b0o01eHs B KJIHHHYHH NPOYYBAHHSA NPH NALHEHTH ¢ MYJITHILJICEH MHEJIOM,
JIEKYBAHH C JICHAJHAOMH B KOMOHHAIHA ¢ DopTe30MHO H JeKcaMeTa30H, 1eKCAMeTA30H HJIH
mMe ipaIaH H NpeHH30H
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CucreMo-opraHen
kjaac/Ilpeanouuran
TePMHH

Benukn HJIP/YecToTa

HJIP ctenen 3-4/YecToTa

Nudexkunu u

MHOro 4yecTtu

YecTH

uHdecTaHH [THeBMOHMA * UH(EKLUH Ha [THeBMOHM""’, GaKTEpHAITHH,
FOPHUTE AUXATEHH ITbTHLLA, BUPYCHH U 'rbOMYHH HH(PEKLIMH
OakTepUaIHH, BUPYCHH H '’bOMYHH (BKJIKOYMTEJIHO OMOPTIOHUCTUYHH
MHDEKUHH (BKIHOYUTETHO uHpekuun)’, ueayaut?, cencuc?,
OMOPTIOHUCTHYHU MHDEKLIUH)', 6enonpobHa uHpexms’
Ha30(apUHIUT, (PAPHHIHUT, OpoHXUT’, HHPEKLHUS Ha
OPOHXHMT', PUHHUT [MXaTeJIHUTE MbTHIa””

UH(EKLHS Ha TUKOYHHUTE

Yectu nbTUima’’, HdeKIno3eH
Undexumsa?, nHdexums Ha €HTEPOKOJIMT
MAKOYHHUTE MbTHLLAO,*,
UH(EKLIMS Ha JIOJTHUTE
MMXATEIHM ITTHUIIA,
OenoapoOHa HHGEKLUA

Heonazmu HedyecTH Yectu

100poKa4YeCTBEHH, BasanHoKJIeTb4YeH KapLMHOM ™" OcTtpa MHENOUIHA JIEeBKEMHSQ,

3JIOKAYEeCTBEHH H
HeomnpeaeJeHH (BKJI.
KHCTH H

MOJIMIH)

CKBAaMO3HOKJIEThYEH PaK Ha
koxxara™’,*

MHEJIOAUCIUIACTHYEH CHHAPOMO,
CKBAMO3HOKJIETHYEH KapLIMHOM
Ha Koxaral,0, **

Heuectu

OcTtpa neBkeMus oT T-KieTbueH

TUIQ, 0a3aTHOK/IEThYEH

KapuUMHOM”,0, TYMOP-JIM3UC
CHH/IPOM

Hapymenus Ha
KpPbBTA H
AuM@pHaTA CHCTEMA

MHoro 4yectu

HeyTrponenus”, 0,00,
TpoMOoLUTONneHus 0,00, aHeMuso,
XeMOpAru4HO HapylIeHHe",
JI€BKOTNIEHWUH, JIMM(DOTTEHHS

MHOro 4ecTH
Heyrponenusa”,0,00,
TpomboumuTonenus’™, 0,00,
aHeMuao,

JIEBKOMEHUH, JIUMPOIEeHus

YectH YectH
OebpuiiHa HEyTporneHus ™, 0, DebpuniHa HeyTponeHUs ™, 0,
MaHUMUTOINEeHUAO MaHLIMTONEHHUAQ, XeMOJIUTHYHA
aHeMHUS
HeuectH
XeMoJiM3a, aBTOMMYHHA HeuectH
XEMOJIMTHYHA aHEMHA, XurnepkoaryJawlus,
XEMOJIMTUYHA aHEMHUS KOaryJonaTus
Hapymenus Ha HeuectH
HMYHHaTa cuctema | CBpBXYYBCTBUTEIHOCT”
Hapymienus Ha Yectu
eHAOKPHHHATA XUMOTHPEOUIU3BM
cHCTeMa
HapyweHnus Ha MHOro 4ecTu YectH
MeTabo/IH3Ma Xunokanuemuso,00, XunokanuemusQ,00, —
H XpPaHEHeTO XHUIEPrJIHMKEMHUS, XUIOTITHKEMHUS, XHUIEePriuKeMHus, -ﬁ

XHUITOKAJILMEMHAQ, XUTIOHATPUEMHUSAC,

aexuaparauusao,

MOHWXXEH aneTuTOO, MOHWXXEHO TErJI0

XHHDI{HHL[HEMHHO 3

nuaber?, xunodocd ﬁmyﬁ

XMITOHATPUEMHSIO, S
XUIEepypUKEMHUS, N

F'I.-'Eii'i,'_lr
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Cucremo-opraneH

Beunukun HJIP/YecToTa

HJIP crenen 3-4/YecrToTa

Kaac/Ilpeanouynran
TePMHH
YecTH aexuapataumad0, NoHWKeH
XUnoMarHe3ueMus aneTuTYQ, MOHWKEHO TErJI0
[IcHXHYHH MHOro decrtu YecTH
HApYIIeHHs Jlenpecus, 6e3cbHUE Jenpecus, 0e3cbHuUE

HeuectH
3ary0a Ha 1uOuI0

Hapyumenuns Ha
HepBHATA
cucrema

MHOro 4yectu

[Tepudepuu HeBponaTUH(O,
napecTe3us, 3aMassHoOCTOQ, TpEMOD,
MPOMsHA Ha BKYyca, I1aBodonue

YecTH

ATakcus, HapyLIE€HUE Ha
paBHOBECHETO, CHHKOMN{OO,
HEBpaJrus, AU3ecTe3us

MHOIro 4ecTH
[lepudepHu HeBponatuudO

YectHn

LlepeOpoBackyiapeH HHIIUIEHTY,
3aMasiHOCTOO, CHHKOMOQ,
HeBpaJIrus

Heuectu

BbTpedepeneH KpbBOU3IUB",

[peX0IHa HCXEMHYHA aTaka,
LiepeOpajiHa UCXEMMUS

Hapymenus na MHoro 4yecTtu YectH

OYHTE KarapakTu, 3aMbIrjIeHO BHXKIAHE Karapakra
Yectu Heuectu
HamaneHa ocTpoTa Ha 3peHHUETO Cnenora

Hapymenus Ha Yectu

YXOTO M JJaOupuHTa |[71yXO0Ta (BKJIHOUYMTETHO XHITOAKY3H),
TUHUTYC

Copaeunn YectH Yectu

HAPYILIEHHUS] [Ipeacvpano MbxaeHe?,00, HUudapkT Ha MUOKapaa
bpanukapaus (BKJIFOYMTEIIHO OCTBHP)",0,

NpeaAChPAHO MBXKAEHED,00,

HeuecTH 3aCTOMHA ChbpieYHa

ApuTmus, yabikeH QT-uHrepBan,
MpeAChPAHO TPENTEHE,
BEHTPHKYJIapPHHU €KCTPACHUCTOH

HEAO0CTaTbYHOCTO, TaXUKApP M,
CbhbpAe4YHa HeA0CcTaThb4HOCTO,00,
MHUOKapJHa UCXEMUSAQ

Cb10BH HapYyLIeHHS

MHoro yectu

BeHo3HHU TpoMOOEMOOINYHH
CbOUTHA”, TPEAUMHO IbJIOOKA
BEHO3Ha TpombOo3a u benoapobHa
eMO0mua™, 0,00, XUunoToHussQ0

MHoOro 4yectu

BeHo3HHM TpoMOOEeMOOIHYHH
cbOMTHA", NPpEeAUMHO AbJI0OKA
BEHO3Ha TpoM0o03a U 6enoapobHa
emO0ua™,0,00

YectH Yectu
XHUIepToOHUs, eKXumo3a’ Backyaut, XunotoHus090,
XHUIEPTOHUSA
Heuectu
Mcxemus, nepudepHa uc e
BbTpeuepenHa Tpom0eaa ga\v'" /o %‘ﬁ;}\
BEHO3HUTE CHHYCH // %"~ *'hh'\{ﬁﬁt"x&\
| e ﬂ'-li'-'#'.t‘-? : \ i \\
PecnupaTopuu, MHOro yectu YectH T [ P \ 2
rPbAHH H Hducnnesn0,00, enucrakeuc”, kauuimua | PecriuparopeH 1 e, Va2 = ||
| — o J 3Tl '
il\ r__'.'"'- \ ] :' i i i J_I
- HI.{\ r: Nt 1-".::? .fl’-
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CucreMo-OpraneH Beunukun HJ/IP/Yectora HJIP crenen 3-4/YecToTa
Kjaac/Ilpeanounran
TePMHH
MeAHACTHHAJIHH nucnHesn0,00, miespanHa 601kado,
HApPYUIEHHSI Yectu XUNOKCHUAOO
Jiuchonus
CromamHo-upeBHH |MHOro yecTu YectH
HApYIIEHHS Jlnapusa0,00, 3anek0, 6onka B KpbBOHM3/IMB OT CTOMALLHO-
kopema(Q, raaeHe, noppbuaHeQ?, ypeBHHUA TPaKT 0,00, 0OCTpyKLHA
JHUCTIENCHA, CYXOTa B yCTaTa, CTOMAaTHUT | Ha TbHKUTE 4epBad?, quapusado,
3anekQ, 00JKa B KopeMal?¥, rajieHe,
YectH NoBpbIIaHEVO
KpBbBOHM3JIMB OT CTOMAILLIHO-
YpeBHUS TPAKT (BKIOYUTEIHO
peKTaJieH KpbBOU3JIUB, XEMOPOUIEH
KPbBOM3JIMB, KbPBEHE OT MENTHYHH
13BH U KbpBEHE OT BeHLMTE)",00,
nucdarus
HedyecTtu
Konut, Bb3najeHye Ha LeKyMa
XenaTooOHJIHAPHH MHOro 4ectu YectH
HAPYIIEHHA [ToBuiieHa anaHWH Xonecra3ad, XernaToTOKCHYHOCT,
aMHHOTpaHcdepasa, NMoBULLIEHA XenaToueJyJJapHO YBpexaaHeO0,
acrnapratr aMMHoTpaHcdepasa HYectu MOBHUILIIEHA aJIJaHUH
XemnaTouesyJapHO yBpexaaHe00, aMHUHOTpaHc(epasa, OTKJIIOHEHUS
OTKJIOHEHUSA BbB ()YHKLIMOHAJIHUTE BbB (YHKLIMOHAJIHUTE
4yepHOAPOOHH nokasaresuo, 4epHOAPOOHM MoKaszaTeud
XUnepoOuIupyoOuHeMus
HeuecTH
HeuecTu YepHoapobHa HegocTaTb4YHOCT
YepHoapoOHa HEAOCTATHYHOCT
Hapymenus Ha MHOro 4ecTH YectH
KOXKATAa H O6puBHOQ, NpypUTyC OO6puBuQO
NOAKOXKHATA ThKAH
YectH Heuectu
YpTUKapus, XUNepxuaposa, cyxa JlekapcTBeH 0OpHB ¢
KOXKa, XMIIepNUrMeHTalus Ha €03UHO(PHUIHUSA U CUCTEMHH
KOXKaTa, eK3eMa, epuremMa CUMIITOMHUOO
HeuyecTH
JlexapcTBeH 0OpHB ¢ €03UHODUIUS
M CUCTEMHHM CUMNTOMHUOO, MpoMsHa
B LIBE€TA HA KO»KaTa, peaklMs Ha
(OTOUYBCTBUTETHOCT
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Cucremo-opranes Bcuukun HJIP/Yecrora HJIP crenen 3-4/YecToTa
kJjgac/llpeanounran
TePMHH
Hapymenns na MHOro 4ectu YectH
MYCKYJIHO- MyckyiHa ¢adocTOQ, MyCKYJIHH MyckynHa cnaboctO0, 601Ka B
CKeJIETHATA CHCTeMa |cra3Mmu, 0oJika B kocTtuTeQ, 00JKa U KocTUTE?, O0JIKa U AUCKOMGOpT
H Cbe/IHHHTEJIHATA | AUCKOMPOPT HAa MYCKYJIHO- Ha MYCKYJIHO-CKeJIeTHaTa
ThKaH CKeJIeTHaTa CUcTeMAa U CUCTEMA U ChEUHHUTEJIHATA
CheIUHHUTE/IHATA ThKaH ThbKaH (BKJIIOYUTETHO 00JIKA B
(BKJIKOYMTENTHO Oouika B repbaf,00), rep6af,00)
0osiKa B KpaWHUK, MUAJITHS apTpaJIrusi?
HeuyecTH
Yectu OTOoLM Ha CTAaBUTE
OTouLM Ha CTaBUTE
Hapymenusi Ha MHOro 4ecTH HeuectH
ObOpeuuTe H bbOpeuHa He1OCTaTHbYHOCT brOpeuna TyOy/iHa HEKpo3a
NHKOYHHTE NbTHINA |(BKJIKOYHUTEIHO OcTpa)?,00
YecTH
Xemarypus”, 3aJbpKaHe Ha YpPHHa,
WHKOHTUHEHLIMS Ha YpUHAa
HedyecTH
[Ipuaobut cunapom Ha Fanconi
Hapywienus Ha Yectu
Bb3NpOH3BoAUuTeIHAT | EpekTinHa nuchyHKuMs
a CHCTEeMA H I'bp/aTa
O0mu HapymeHusi H | MHOro yecTty MHOro 4yecTu
edpexkTH HA MACTOTO | YMOPpaQ,00, OTOK (BKJIHOYHTETHO YMopa?,00
HA MPHJIOXKEHHE nepudepeH oTok), nupekcusn?,00,
aCTeHMs, rPUNONOA00HO Yectu
3a00/19BaHe (BKIIOUMTENHO NUpekcud, |IlepudepeH orok, mupekcus?,00,
Kall1MLa, MAAJITUs, MYCKYJIHO- aCTEHUS
KeJieTHa 0oJika, riaaBo0oIHe U
CXBalllaHe)
YectH
bonka B repaute?,00, neraprus
H3caenBanusn MHoro 4yectu
[ToBuieHa ankanHa ocdarasa B
KpbBTa
Yectu
[loBuiien C-peakTHBEeH NPOTEUH
HapansiBanus, HectH
OTPABSIHHSA H [lanane, kOHTY3UH"
YCJI0KHEeHHS,
Bb3HHKHAJIH B
pe3yJiTaT Ha ——
HHTEPBEHLHH Mo ;‘*l@‘\
" HexenaHu peakunu, Cb00IABaHH KAaTO CEPHO3HH B KIIMHHYHHM M3MTUTBAHUA NPH nauueHTH ¢ HJI _ ;\rfﬁ; \
[10J1y4aBa/ii JI€HAIMIOMHU] B KOMOMHauMsA ¢ OopTe30MuUb U JIeKcameTa3oH n / a8 O B\
‘BHXKTe Touka 4.8 Onucanue Ha U30paHU HEXKENIaHH JIEKAPCTBEHH PEaKLHH = [ £04 % e ) 2 )

’ Hexenanu IeKapCTBEHH PeaKkL¥H, ChOOIIEHN KAaTO CEPHO3HU B KIMHHYHUTE H3[TMTBAHUA MpH na
MYJITHIUIEH MHEJIOM, JIEKYBAHH C JICHATHAOMH B KOMOMHALMA ¢ J€KCaMeTa30H WK ¢ MeadanaH U
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" Kacae caMO CepHO3HH HEXEJIaHM JIEKAPCTBEHH PEAKLIMH
" CroOiaBa ce 3a CKBAaMO3HOKJIETbYEH KApLMHOM Ha KO)KaTa B KIMHUYHUTE U3MUTBAHUS TIPH MALMEHTH C
MHEJIOM, JIEKYBAHH MPeaH C JJEeHATUAOMHUI/ AEKCAMEeTa30H, B CPABHEHUE C KOHTPOJIUTE

" CpoOmiaBa ce 3a CKBaMO3HOKJIEThYEH KapLMHOM Ha KOXKaTa B KJIMHHYHO M3MUTBAHE MPH
HOBOJMArHOCTHLIMPAHU NMALMEHTH C MHUEJIOM Ha JIEHAJIMAOMHU]/ IEKCAMETa30H B CPABHEHHE C KOHTPOJIUTE

Pe3tome 6 mabaruuen U0 3a MOHOMEpanuima

CneaHure TabJIMLM ca CbCTABEHH OT JaHHHU, CbOpaHH MO BpeMe Ha OCHOBHHUTE NMPOYYBaHUA TMPH
MOHOTEpAaIus Ha MUMEJI0AMCIUIAaCTUYHN CUHAPOMH U MaHTETHOKJIETbYEH JIMM(DOM.

Taoauua 3. H/IP, ¢cbo01eHH B KJIHHHYHHTE H3NHTBAHHUSA NPH NANHEHTH ¢ MHEJIOAMCIJIACTHYHH
CHH/POMH, JIEKYBAHH C JICHAJIHIOMH#

CHcTemo-opranen

Benukn HJIP/YecToTa

HJIP cTenen 3-4/YecToTa

kjaac/llpeanoynran
TepMHH
Nupexkuuu MHOro 4ecTH MHoOro yecTu
HH}pecTALHH bakrepuasHi, BUPYCHHU U I'bOUYHH [THeBMOHMAO
UH(DEKLUMHU (BKIIFOUHUTEITHO
OMOPTIOHUCTHYHU HHDEKLIMH ) YectH

bakTepuanHi, BUpYCHH U rbOHYHH
MH(PEKLUUH (BKIOYUTEIHO
OMOPTIOHUCTHYHHU HHGPEKLIHH)Q,
OpPOHXMUT

Hapymenus Ha
KPbBTAa H
JumM@pHATA CHCTEMA

MHOro 4yectu
TpomOoumronenus”,0,
HEYTpOINeHus "0,

MHOro 4yectu
TpombouuTonenus”,0,
HeyTporneHuA 0, NeBKONEeHUs

JIEBKOTIEHUS
YectH
®ebpuiiHa HeyTponeHus "0
Hapymenus Ha Yectu
eHAOKPHHHATA XHUIMOTHPEOUAUIBM
CHCTEeMa

Hapymenus Ha
MeTabo0JIH3MA
H XpaHEeHeTO

MHoOro yecTtu
[ToHUW)XKeH aneTuT

YecTH
CBpbXHaATpyIBAaHE Ha XKeJA30,
[loHWKEHO TerJio

YecTH
XHUnepriiukeMus?, NOHWKEH
arieTUT

[lcuxuuum
HAPYUIEHHS

YectH
[IpoMeHu B HACTPpOEHHETOV,~

Hapymenuns Ha
HepBHATA
cHCTeMa

MHOro 4ecTH
3aMasgHOCT, r1aBoooIHMe

YectH
[lapecTe3us

MHoro yectu
[lepudepHu HeBponaTuuOO

YectH

LlepeOpoBackynapeH HHUHAEHTO,
3aMasiHOCTOQ, CHHKOMNCO,
HeBpaJIrus

Heuectn
BrTpeyepeneH KpbBOU3II

o

Cbpaeunu
HApYLUEeHHS

l*‘.-\.--l"# i

OcTbp UH(bApKT Ha [MHOKApIa’,
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Cucremo-opraHen Beunuxkn HJIP/YecToTa HJIP crenen 3-4/YecToTa
kjaac/Illpeanounran
TePMHH
HEJI0CTAaTBhYHOCTV
CobaoBu HapymieHus |Yectu
XHUINEepTOHUS, XEMATOM YectH

BeHo3Hu TpoMO0eMO0IHYHH
CBOUTHSA, MPEAUMHO ObIOOKa
BEHO3Ha TpoM0o03a u OenoapobHa
emO0ua 0

Pecnuparopuu, MHOro yectu

rPbAHH H Enucrakcuc”

MeAHACTHHA/IHH

HAPYIIEHHSA

CromamHuo-upeBHn |Yectu Yectu

4epHOAPOOHH TMOKa3aTe/ U

HApPYIIEHHS Cyxora B ycraTa, AUCTIENCHUs Huapus0, raneHe, 360001
XenaTtoOMJHAPHH MHoOro yectu Yectu
HApYLIEeHHS OTKJIOHEHHS BBB QYHKLIMOHAJTHHTE OTKJIOHEHHS BbB

(YHKLIMOHAJTHUTE YEPHOAPOOHH
MMoKa3areJiu

Hapymenus Ha
KOKaTa U
NOJAKOKHATA ThbKaH

MHoro 4yecTtu

OOpuBH, CyXa KOXa, PYPUTYC

YectH
OOpuBH, NIPYPUTYC

Hapyumenus Ha
MYCKYJ/IHO-
CKeJIETHATA CHCTEMA
H CbelHHHTE/IHATA
TbhKaH

MHOro yectu

MycKyJIHH cria3Mi, 00JIKa B
MYCKYJIHO-CKEJIETHAaTa CUCTEMA
(BKJIIOYHMTENHO O0onKka B repbad u
00JIKa B KpaMHHUK), apTpaJirus,
MHaJITUs

YectH
bonka B rep6ad

Hapymenus Ha
OLOpenuTe H
NMHKOYHHTE NIbTHIIA

Yectu
brOpeuna HegoCTaTHBYHOCTY

Bb3HHKHAJIH B
pe3yJTaT Ha
MHTEpPBEHIHH

OO6mu Hapymenus 1 | MHOro yecru YectH
epeKTH HA MACTOTO | YMOpa, nepudepeH OToK, [Tupekcus
HA NPHJIOKEHHE rpunono100Ho 3abonsBaHe

(BKJIFOYHMTEJIHO NMUPEKCHs, KallTKLIa,

(apuHrUT, MUAJITUA, MYCKYJIHO-

cKeJieTHa OoJika, rjiapodoJsiie)
HapausiBanus, Yectu
OTPABSIHHSA H [lanane
YCJIO’KHEHHS,

‘BIOKTE Touka 4.8 Onucanue Ha W30paHU HeXKeJlaHH JIEKApCTBEHH pPeaKIuH

"HexxenaHu cbOUTHA, CbOOLIEHN KATO CEPHUO3HU B KJIMHUYHHM MMPOYYBAHUA HA MUEJIOAMCIUIACTUYHHA CHHAPOMM.
CpoO1iaBar ce MpOMEHU B HACTPOEHUETO KaTO YECTO CEPUO3HO HEKENAHO CbOUTHE B MPOYYBaHETO (pa3za 3 Ha

MHEJIOAUCIUIACTHYHH CUHAPOMM; HE C€ ChOOIIAaBa KaTO HEXeaHO CbOMTHE OT CTeNneH 3 WiH 4

An FOPHUTHM, NPHI0KEH 3a BKMo4YBaHe B KXII: Becuuku HJIP, yctaHOBEHH OT aNropuTbMa 1o npoyd

oT aﬂrc}punma Ha Hpuyqﬂauem ¢a3za 2 1, ako YecToTaTa UM B IIpOy4BaHETO (ha3a 2 € 1o-BHCOK ;Ek%ﬁlcmb*n; X
Mpoy4BaHeTo (paza 3, ceouTueTo e BKmoueHo B KXII 3a EC ¢ dyectoTara, ¢ KOATO € Bb3HUKHAJ @aymﬁem \
(paza 2. ., 3 o )
# AJIOPUTBM, NPHUIIOKEH MPH MUETOAUCILIACTUYHH CHHIAPOMM: \ B\ L5 T
\ Ca, \ R A | 3.5
3?’ \‘. - ; - ‘_'_‘;_{‘ /
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e

-
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e [IpoyuBane (a3a 3 Ha MUEJIOAUCIUIACTHYHHU CUHAPOMHU (ABOMHO3AcENEeHa nonyJanus 3a 6€30nacHoCT,
pa3jiMKa Mexay JeHanuaoMua 5/10 mg u rutanedo nmo HavaiHa cXeMa 3a npujiaraHe, NposiB€Ha MpH Haki-

MaJIKO 2 MalMeHTa)
© BCHYKH Bb3HHMKBALLH 10 BPEME HA JICYEHUETO HEXKEJAHU CbOUTHSA NMPH > 5 % OT MaLlMEHTUTE Ha

JICHAJIMJIOMHU L, U Hal- MAIKO 2 % pa3/iiKa B CbOTHOLUEHHETO MEXIY JICHAJIMJOMH] H Tu1aLeo.
o BcHYKM BB3HHMKBALLM 110 BPEME Ha JICYEHUETO HEXelaHu cbOUuTHs oT cteneH 3 win 4 nipu 1 % ot
MAalHEHTUTE Ha JICHAIUIAOMU/ U Hal-MalKo | % pa3iinka B CbOTHOLLIEHUETO MEXAY JICHAJTMIOMHUI U

m1aueoo.
© BCHYKH Bb3HHMKBALLH MO0 BPEME HA JICUEHUETO CEPUO3HH HEXEJIaHU CbOUTHA npU 1 % OT mauueHTuTe
Ha JICHAJIHIOMH H Hal-MaKo | % pa3jiika B CbOTHOLIEHUETO MEXY JICHAJIMAOMM M ruianedo.

e [IpoyuBaHe (pa3a 2 Ha MHEJIOAUCIUIACTUYHH CHHAPOMH
O DBcHYKH BB3HHKBAIIM M0 BPEME HA JICYEHUETO HEXEJJaHU CbOUTHA NP > 5 % OT JIeKyBaHHUTE C

JICHATHAOMHM]L MALHEHTH
o DBcuuky Bb3HUKBAIIM M0 BPEME Ha JICYEHUETO HEXeIaHU CbOUTHA OT cteneH 3 wiM 4 npu 1 % ot

JIEKYBAHHUTE C JICHATMAOMH/I MALUEHTH
© DBcHYKH Bb3HHMKBAIIM MO BPEME Ha JICUEHUETO CEPHO3HU HEXKeJlaHu CbOuTHA npH 1 % OT NeKyBaHUTE C

JICHAJIMAOMHA INMALHCHTH

Tabauna 4. HJ/IP, cbo0menn B KJIHHAHYHHUTE H3NHTBAHUS NPH NAIHEHTH ¢ MAHTEJIHOKJIEThY€eH
JJHM@POM, JIEKYBAHH € JICHAJTHAOMH/I

CucreMo-opraHes Beuuku HJIP/YecToTa HJIP cTrenen 3-4/YecToTa
Kjaac/Ilpeanounran
TepMHH
Undexuuu u MHOro yectu YectH
HHbecTALHH baktepuasiHu, BUpPYCHHU U rbOUYHHU bakrepuasiHi, BUPYCHH U I'bBOUYHH
MH(PEKUHH (BKIIOYHTETHO UHPEKLUMH (BKIIOYHUTETHO
OMOPTIOHUCTUYHH UH(PEKLMH) O, OMOPTHOHUCTHYHH MH(EKLIHH )Q,
Ha30(apUHIUT, MTHEBMOHHUAQ [MTHEBMOHHUSAO
Yectu
CHHY3HUT
Heonsiazmmu Yectu Yectu
100poKaYeCTBEHH, Peakuusa Ha akTUBMpaHe Ha TyMopa Peakuus Ha akTUBMpaHe Ha
3JI0KA4eCTBEHH H TYMOpa, CKBaMO3HOKJIEThYEH
HeompeaeeHH (BKJI. KapLMHOM Ha KoxaTta’™,Q,
KHCTH H 0a3aJIHOKJIETBhYEH KapLUHOM™,
NOJIMIH)
Hapywenus Ha MHoro 4yectu MHOro 4yecTtu
KPbBTA H TpombouuTonenus”, TpoMmbouuToneHus”,
JHM(pHATA CHCTeMa |HeyTponeHUs,0, IeBKONeHHUs?, HEYTPONeHUus",0, aHeMHusl
aHeMHUSQ
YectH
YectH ®eOpuiHa HeyTporneHus ™, 0,
OebpunHa HeyTponeHus ™, 0 JIEBKOMNEHMUAQ
Hapymenus Ha MHoro yectu Yectu
mMeTabo/IM3MA IToHWXKEH aneTuT, MOHWKEHO TEIJIO, Hexuaparauusa®, XMNoHATPHEMHH,
H XpaHEHeTo XHUIOKaJTUEeMHU S XUMOKaAILMEMHUSA
Yectu
Hexunparauus?
[lenxnunu YectH
HApYUIEeHHUS be3cbHuUe
Hapymenus Ha Yectu YectH
HepBHATA Jucreysus, rnasobonue, nepudepna | [lepudepna censzo
cHCTEeMa HEBpPOIAaTHA neTaprus
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Cucremo-opranen Benukn HJIP/YecToTa HJIP crenen 3-4/YecrToTa

KJjaac/Ilpeanounran

TePMHH

Hapymenus Ha YectH

yXoTo H J1abupunTa |Beprturo

Cbpaeunnu YHectu

HApYUWIEeHHS HMupapkT Ha MHOKapaa
(BKIIXOYMTENTHO OCTBP ), 0,
ChpA€YHA HEAOCTATBYHOCT

Cobaosu Hapymenus | Yectu YectH

XHANOTOHHUSAQ Hbs160ka BeHO3Ha Tpombo3al,

oenoapobHa emGonusa,0,
XHUITOTOHMSAO

PecnupaTopHn, MBHoro yecTu YecTH

IPbLAHH H JucnHes0 HucnuesO

MeJIHACTHHAJIHH

HAPYLIEHHSA

CromamHo-4peBHH | MHOro yecTu YectH

HapyleHHsI

HuapusQ, ranene, noBpuiuaHe?,
3areK

HuapusQ, kopemHa 6oska?, 3anek

Yectu

KopemHua 6onka
Hapymenus na MHoro yectu YectH
KOXaTa H OO6puBH (BKJIIOYHTETHO aJiepruyeH OO6puBH
NOAKOKHATA TbKAH | A€PMATHUT), PYPUTYC

YectH

HomHo u3norsBaxe, cyxa koxa
Hapymenus na MHoro yectu YectH

MYCKYJIHO-
CKeJIeTHATA CHCTeMa
H CbeIHHHTEJIHATA
ThKaH

Myckynuu cna3mu, 6osika B rep6a

Yectu
Aptpairus, 00Jika B KpalHHK,
MYCKYJIHa ciabocTd

bonka B repba, MycKkyJiHa
cinaboctO, aprpanrus, 6oska B
KpanHHUK

Hapymenus na
ObOpeumTe H
NHKOYHHTE NbTHIIA

Yectu
br0Opeuna HepocraTbuHOCTO

Hapywenus na
Bb3NPOH3BOAMTEJHAT
a CHCTEMA H I'bp/JaTa

Yecrtu
EpextunHa nuchyHkums

OO0mu HapymeHus u
e(peKTH HA MACTOTO
HA NPHJIOKEeHHe

MHoro yecrtu

YMopa, acteHusn0, nepudepeH oTok,
rpUIIONoa00HO 3a00J1siBaHe
(BKJIFOYMTEJTHO NMUpeKcH?,
KalllJIM1a)

Yectu
CTyeHH TPBIIKHU

YecTH

[Iupexcus?, actennsd, ymopa

‘BIKTE Touka 4.8 Onucanue Ha U3OpaHU HEXEIAHH JIEKapCTBEHH peaKLIUU
"Hexxenann chOMTHA, CHOOILEHH KATO CEPHO3HHU B KIIMHUYHH NPOYYBAHUSA HA MAHTEJTHOKJIE
AJITOPUTBM, MPUIIOKEH 32 MAHTEHOKJIETHYEH JTUMPOM:

* KoHTponupaHo ¢a3za 2 npoyuBaHe Ha MAHTEJIHOKJIETbYEH numpom
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O  BcHYkM Bb3HHKBALIM [0 BPEME Ha JICYEHUETO HEXENaH! ChOUTHSA MPH > 5 % OT MalMEHTUTE B PaMOTO
Ha JICHAJIMAOMHU/ U HaH-MaJIKO 2 % pa3/HKa B CbOTHOLIEHHETO MEXIY PaMOTO Ha JIECHATHIOMH] U

KOHTPOJIHOTO pamo
O BcHYkH Bb3HMKBALIM N0 BPEME Ha JIEYEHHETO HEXeJIaHH ChOMTHSA OT cTeneH 3 win 4 pu > 1 % or
MAaLHEHTUTE B pAMOTO Ha JICHAJIMIOMHU U Hai-Manko 1,0 % pa3iiMka B CbOTHOIIEHHETO MEXIY paMOTO

Ha JICHAIMIOMHU U KOHTPOJHOTO paMo
© BcHYKHM Bb3HUKBALIH 110 BPEME Ha JICYCHUETO CEPHO3HH HEXeNaHu ChOMTHS NpH > 1 % OT MalMeHTHTe
B PaMOTO Ha JIEHATMAOMHI M Haii-Manko 1,0 % pa3inka B CbOTHOIIEHHETO MEX/Yy PaAMOTO Ha
JICHAJTHIOMHU/L U KOHTPOJIHOTO paMo
 llpoyuBaHe (paza 2 Ha MAHTEJIHOKJIETHYEH JIUM(OM C €HO pamo
© DBcHYKHM Bb3HHMKBALIM 110 BPEME Ha JICYEHUETO HEXEJIaHH ChOMTHS NPH > 5 % OT NalMeHTHTE
O  BcuyKHM BB3HHKBAIHM [0 BPEME Ha JIEYEHHETO HEXeJIaHH ChbOUTHA OT cTeneH 3 Win 4, ChboOLEHH npH 2

WJIY NOBEeYe MalMeHTH
O BcHYKH Bb3HMKBALIM N0 BPEME Ha JICYEHHETO CEPUO3HH HEXENIaHH ChbOMTHS, ChOOILEHH NPH 2 WIH

[MOBCHEC MNIALUHUEHTH

Pesiome 6 mabauuen 6ud 3a komounupana mepanus npu DJI
Cnennara TabiMua € ChbCTaBeHa OT JJaHHH, CbOpaHH Mo BpeMe Ha OCHOBHHUTE npoyusanus (NHL-007 u

NHL-008), B kouTO npu naureHTH ¢ GOJUKYIapeH JIUM(POM, € U3MON3BaH JICHATHIOMH/L B
KOMOMHALMS C pUTYKCHMaO.

Tabanua S: HJIP, cbo0menn B KIHHHYHHTE H3NHTBAHASA NPH NANHEHTH ¢ GOJHKYIapeH
JIHM(}OM, JIEKYBAHH C JICHAJIHIAOMH/ B KOMOMHAIIHA ¢ PHTYKCHMA0

Cucremo-opranen Benukn HJIP/YecToTa HJIP crenen 3-4/YecToTa
Kjaac/Ilpeanounran
TePMHH
Nudexunn u MHoro yectu Yectu
HHecTALHH MHbekuusa Ha ropHUTe QUXaTETHU [THeBMOHUAQ, cencuc?,
[IbTHINA 0enoapoOHa uH(peKLHs, OPOHXMT,
raCTPOCHTEPUT, CHHY3HT,
Yectu MH(EKLMA HAa THKOYHMUTE IThTHILA,
[IHeBMOHMAQ, rpuIl, OPOHXHT, LEeTyJIuTO
CHHY3HT, UHPEKLIMSA Ha THKOYHHUTE
MbTHILA
Heonnazmu MHoOro yecTu YecTu
A00poOKaYeCTBEHH, AKTHUBHUpaHe Ha Tymopa " bazanHoknersueH kapuMHOMA, O

3JI0KA4€CTBEHH H
Heonpeaesenu (BkJa. |YectH

KHCTH H CKBaMO3HOKJIETBYEH KapLIHHOM Ha
NOJIMIIH) Koxara®,”\,+
Hapywenusi Ha MHoOro yectu MHOro yectu
KPbBTA H Heyrponenusa”,0, anemuso, Heyrponenus”,0
JHM(pHATA CHCTEeMa | TPOMOOLIMTOINEHUS”, IEBKONEHUA™* *
JlumponeHus* ** Yectu
AHemusaQ, TpoMOOLIUTONEHUS”,
¢pedpunna HeyTponeHus?,
MaHLMTONEHHA, JIEBKONIEHHA* *,
nuMorneHus * * *
|
Hapymenus Ha MHOro yectu Yectu
MeTa00IH3MAa [ToHW)XeH aneTuT, XUNoKaJIueMHus Jexunparanus,
H XpAHEHETO XynepkaaiuueMuso, N S0
Yectu XMMOKAITHEMHA, XHITOG] ey, |
XunogochareMus, nexuapaTaLus XUIEpYypPUKEMHSI /7
IMcuxnynn YecTH i
HAPYIIEHHHA Henpecus, 6e3cbHUe AIERE
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Cucremo-opraten Benuxkn HJIP/Yecrora HJIP crenen 3-4/YectTorTa
KJaac/Ilpeanoynran
TePMHH
Hapymenus na MHoro yectu Yectu
HepBHATAa [ naBobonue, 3amasHoOCT CuHkon
cHCTeMA
Yectu
[Iepu¢epHa ceHzopHa HEBpOIaTHs,
[POMsIHA Ha BKyca
Cohpaeunn Heuectu
HapylIeHHA ApHUTMHUAO
CobaoBu Hapymienus | Yectu YectH
XHUIOTOHHUSA benoapobna em6oausaN,0,
XHUIIOTOHUSAO
Pecnuparopun, MHOro yecTH YecTu
rPb/AHH H JucnHesQ, kauuiuna Hucnues0
MeIHACTHHAJIHH
HApYIIeHHS Yectu
OpodapunreanHa 6onka, quchoHuUs
CromamHo-upeBHH |MHOro yectu YectH

HAPYLIEHHHA

Kopemna 6onkal, nuapus, 3anex,
rajieHe, roBpblIaHe, TUCTIENICHS

YectH
bosnka B ropHaTa uacT Ha Kopema,
CTOMAaTHT, CYyXOTa B yCTara,

Kopemna 6onkal, nuapus, 3anexk,
CTOMATHUT

Hapymenus Ha
KOKATAa H
NOAKOKHATA ThKaH

MHOro yectu
OOpuB*, npypuryc

YecTH
Cyxa Koka, HOLIIHO MU3IOTABAHE,
EpUTEM

Yectu
OOpus*, npypuryc

Hapymenus Ha
MYCKYJIHO-
CKeJIETHATA CHCTEeMA
H CbeIHHHTEJIHATA
ThbKaH

MHOro yecTu
MyckyJiHM cnia3mu, 60oJ1ka B rep0a,
apTpasrus

YecTH

bonka B kpaliHMK, MyCKyJIHa
c1abocT, MyCKYJIHO-CKeJIETHA O0Ka,
MHaJITHUs, OOJIKa BbB BpaTa

YectH
MyckynHa cinabocT, 601Ka BbB
BpaTa

Hapymenus Ha YecTtH

ObOpenuTe H OcTpo 0B0peuHo yBpexnaHed
NHUKOYHHTE NbTHILA

O0mn napymenunss ¥ | MHOro yecru YectH

epeKTH HA MSCTOTO
Ha NPHJIOYKEHHE

[Inpekcus, ymopa, actenus,
nepudepeH oTok

YecTH

Hepasmnosioxkenue, CTy1IeHH TPBITKH

YMopa, acTeHus

HUscaeaBanus

MHoro yectu

[loBHineHa aslaHWH aMUHOTpaHCc(epasa

YecTH
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CucreMo-opraHes Bcenukn HJIP/YecToTa HJIP crenen 3-4/YecToTa
kjaac/Ilpeanouunran
TePpMHH

[ToHHKEHO TerJ1o, MOBHILEH
OunMpyOHUH B KpbBTa

BK. Touka 4.8 Onucanne Ha M30paHHU HEXKEJIAHH JIEKAPCTBEHH PEaKLMH

AJITOPUTBHM, MPHIIOKEH 3a POJIMKYJIapEH JTUMGOM:

KoHTposinpaHo u3nutBaHe daza 3:

o NHL-007 HJIP- Bcniku Bb3HHKBALIM 110 BpEMe Ha JieueHHeTo Hexenanu cvoutus (HC) npu > 5,0% ot
NAllHCHTUTE B PAMOTO Ha JICHATMAOMHU/PUTYKCHUMa0 U ¢ Hail-Manko 2,0% no-Bucoka yectoTa (%) B paMoTo
Ha JICHAJTHJIOMH/l B CpaBHEHHE C KOHTPOJIHOTO paMo (ITonmynawums 3a 6e3o0macHocT)

o NHL-007 HJIP ct. 3/4 - Bcniky Bb3HMKBAIIM 10 BpeMe Ha JiedenneTo HC ot cteneH 3 wiu cteneH 4 npu
Hal-MaJIKO 1,0% OT nauMeHTUTE B paMOTO Ha JICHATMAOMHUIL/PUTYKCHMA0 H ¢ Hali-Maiko 1,0% no-BUcoka
4ECTOTa B paMOTO Ha JICHAJTMAOMHM/I B CpaBHEHHE ¢ KOHTPOJIHOTO pamo ([Tonynauus 3a 6e3omacHocT)

o NHL-007 Ceprosun HJIP- Bcuuku cepuo3HH Bb3HMKBAIIM 110 BpeMe Ha JedenneTo HC npu Haif-Manko
1,0% naumeHTHTE B paMOTO HA JIEHAJTUAOMHUI/PUTYKCHMAO U ¢ Hali-maiko 1,0% no-BHCOKA YeCTOTa B
PaMOTO Ha JICHAIMAOMH I/ pUTYKCHMMa0 B CpaBHEHHE ¢ KOHTPOJIHOTO pamo (TTomynaums 3a 6e3onmacHoCT)

®JI u3nurBane (asa 3 ¢ eAHO pamo:

o NHL-008 HJIP- Bcuuky Bb3HMKBALLM 110 BpeMe Ha JIE4€HHETO HEXKeJTaHH ChOUTHA npH > 5,0% ot
MaLHEHTHUTE

o NHL-008 HJIP cT. 3/4 - BcuukH Bb3HHKBALLM 1O BPEME Ha JICYUEHHETO HEXeJJaHH CbOMTHSA OT CTerneH 3/4,
cpoOiuaBaHu npu > 1,0% oT nauuMeHTHTE

o NHL-008 Cepuosnun HJIP- Bcuuku cepuo3HH Bb3HHKBAILHK 110 BpEME Ha JICYEHHETO HEXKETaHH ChOMTHS,
cboOwaBsanu npH > 1,0% ot nauueHTHTE

"Hexenanu cbOMTHS, ChOOIIEHH KATO CEPHO3HHU NMPH KIMHHYHH H3MTHTBAHUA npH QOJIMKyapeH THM(POM

“Kacae cam0 cepro3HM HeXeJlaHH JIEKapCTBEHH PeaKLuu

",,O6puB* BruntouBa [1T o6puB 1 Makysonamysio3eH 0OpHB

" JleBkonenus* Bkmousa I1T neBKONEHHS M MOHKWXKEH Opoit Ha GeTHTe KPbBHH KJIETKH

" Jlnmponenns” Bkmoysa [1T nuMdonenns u nonmwkeH 6poit Ha TUMAOLUTHTE

Peslome 8 madIuyen 6U0 Ha HedCenanume peaKyuu ciied nYCKanemo Ha nasapa
OcBeH ropenoco4yeHuTe HeXeIaHH peakL|H, MPOSBEHH NPU OCHOBHUTE KJIHHUYHH H3MMTBAHMS,
cie/lHaTa TalJiMLa € ChCTaBeHa OT JaHHH, MOJYYEHH Cjie]] ITyCKaHETO Ha ras3apa.

Tabsuua 6. HJIP, cbo0menn oT ynorpeéaTa cjiel mycKaHe HAa Na3apa NpH NANHEHTH, JeKyBaHH
C JIEHAJHIOMHM]

Cucremo-opranen Beunukn HJIP/YecToTa HJIP cTrenen 3-4/YecrToTa

Kaac/Ilpeanounran

TepMHH

Undexuun u C Heu3BecTHa 4ecToTa C HeusBeCTHa 4YecToTa

HHecTaAHH BupycHH HHpEKLIHH, BKIIOYHUTETHO BupycHu nH}pekLuH,
peakTHBHpaHE Ha BUpYyca Ha Xepriec BKJIIOYMTETHO PEaKTUBHUpPAHE Ha
30CTEP M Ha XenaTuT B BUpYyca Ha Xepriec 30CTeP U Ha

xenaTuT B
Heonnazmu Peaku
N00pOKaYeCTBEHH, Tymop-nu3uc cuHapom

3JIOKa4YeCTBEHH H
HeonpeaejJdeHH (BKJI.

KHCTH H

MOJIMIIH)

Hapymenns Ha C HEeU3BECTHA YeCTOTa MHoro yectu

KpPbBTa H [IpunoOura xeMopuius Heytponenua”,0 q

auMbHaTaA cCHCTeMA e
Yectu W 19 % I ;'
AHEMHﬂO, T[JOME'}OIIHT : h,br!ﬁ[;‘ ,: ;J
¢eOpuiiHa HeyTpomeHys®, / V. 4

-
=
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CucreMo-opranen

Benukn HJIP/YecToTa

HJIP ctenen 3-4/YecToTa

kaac/Ilpeanoynran
TePpMHH

nuMoneHus * **
Hapymenus Ha Penku Peaku

HMYHHaATa CHCTEMA

AHawiakTU4HA peakuusa”

AHa(uI1aKTH4YHA peakuusa”

Hapymenus Ha YectH

€HIOKPHHHATA XUNEPTUPEOUIH3IBM

cHCTeMa

Pecnuparopuu, Heuectu Penku

rPLAHH H [lynMoHanIHa XUnepToHus [lynMoHaiHa XUnepToHHA
MeIHACTHHAJIHH

HAPYUIEeHHS C Heu3BeCTHA YeCTOTA

HUHTepcTuLMaiieH MTHEBMOHHUT

CroMamiHO-4YpeBHH

C HeMu3BeCTHA 4ecToTAa

HapyLIeHHS [lankpeaTHuT, cTOMalIHO-4YpEBHA
nepdopaums (BkJ1. nepdopaums
Ha JUBEPTHKYJI, HA TBHKOTO H
nedenoro yepo)”

XenaToOHJIHAPHH C HeU3BEeCTHA YeCTOTa C HeM3BECTHA Y€CTOTA

HApYUIEHHS Octpa yepHOaApoOHa HepocTaTbuHOCT”, | OcTpa YepHOAPOOHA

TOKCHYEH XenaTtuTt”, LMTOJIMTHYEH
XernaTuT”, X0JeCTaTU4YeH XernaTur”,
CMECEH LIMTOJIMTHYEH/X0JIeCTaTHYEH
XernaTur”

HenocTaTb4HOCT”, TOKCHYEH
xenatur’

Hapymenus na
KOXKaTa H
NOJAKOKHATA ThKaH

HeuecTH

AHTHOEIEM

Penku
Cunapom Ha Stevens-Johnson *,

TOKCUYHA eNUepMaJiHa HEKPOJIH3a
N

C Heu3BecTHa 4YecToTa
JIeBKOLIMTOK/IACTHYEH BACKYJIMT,
JlekapcTBeHa peakuus ¢
€03UHO(GUIIUA U CHCTEMHH
CUMIITOMH

™ BoKTe TOYKa 4.8 OnKcaHue Ha U30paHu HEXKETaHH JIEKAPCTBEHH PEAKLIUH

Onucanue Ha W30paHU HEXKEJIAHH JIEKAPCTBEHH PEaKLIMH
lepamozennocm

JleHanMIOMHL € CTPYKTYPHO CXOZEH € TATHAOMHUA. TanTuI0OMH/ € H3BECTHO TEPATOr€HHO aKTHBHO
BELLIECTBO MPH XOPa, KOETO MPUYMHABA TEXKKH )KHBOTO3aCTpallaBalli BpoaeHH aedekrtH. [Tpu
MalMyHH JICHAIUAOMM/ MPEIU3BHKBA MaiOopMaLiK, MOAOOHH Ha T€3H, ONTMCAHH 3a TATUAOMHL (BK.
TOYKH 4.6 ¥ 5.3). AKO NpH Xopa Mo BpeMe Ha OpPeMEHHOCTTA Ce MpHeMa JICHATHIOMH, Ce 04aKBa
TEPATOreHeH e(eKT.

Heymponenust u mpomooyumonenus

e HoBoauarHOCTULMpPAH MYJTHILUIEH MUEJIOM: MTALMEHTH, KOUTO ca OWJIM MOIOKEHH Ha ATCK

JIEKYBaHH ¢ NOAABPXKALLO JICYEHHE C JCHATHIOMH
[lopaspaxaioro neuenue ¢ nenanuaomun cinea ATCK ce cBbp3Ba ¢ no-BUCOKa 4ecToTa H
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BOJICLLIO 1O CMTMpaHe He JIEHaJIMI0MHU/1 ce HaboaaBa cboTBETHO NpH 2,2% ot nauueHture 8 CALGB
100104 1 2,4% ot nauuenture B IFM 2005-02. ®ebpunHa HeyTponeHus cTeneH 4 ce choOlIaBa che
CXOAHa 4€CTOTa [PY paMeHaTa Ha MOJAbPIKALIO JIEYEHHE C JICHAJIUIOMHU], B CPABHEHHE C paMeHaTa Ha
MOAIbPIKALLO MPUIIOKEHHE Ha TU1aLedo B ABeTe npoy4sBaHus (cboTBeTHO 0,4% cnipsimo 0,5% [0,4%
cripsaMo 0,5% cren 3anouBaHe Ha noaabpkamio jedenue] npu CALGB 100104 u 0,3% cripsamo 0%
npu IFM 2005-02).

[Tonaspxkaino seyenue ¢ neHanuaomun ciea ATCK ce cBbp3Ba ¢ mo-BUCOKa 4eCToTa Ha
TPOMOOLIMTONEHHS CTENEH 3 WK 4, B CpaBHEHHE C MOAXBPIKALLO NPUJIOKEHHE Ha TU1aue6o
(cbotBeTHO 37,5% cnpsamo 30,3% [17,9% cnpsmo4, 1% cnen 3ano4BaHe Ha MOIBPIKALLO JIeUeHHeE |
npu CALGB 100104 u 13,0% cnpsamo 2,9% npu IFM 2005-02).

e HoBoaWarHoCTULMpaH MYJTHIUIEH MHEJIOM: MALIMEHTH, KOUTO HE Ca MOAXOAAIIHM 3a
TPAHCIUIAHTALMA, MOJYyYaBally JI€HAJIUIOMUI B KOMOUHALMSA ¢ 60pTe30MHO U AeKCaMeTa30H
HeyTrponenus creneH 4 ce Habnoaasa B pamoto Ha RVd B no-Maska creneH oTKoJKOTO B
CPaBHHUTETHOTO pamo Ha Rd (2,7% cnpamo 5,9%) B npoyuBaneto SWOG S0777. ®ebpuinna
HEYTPOMNEHU CTeneH 4 ce CboOlLIaBa ChC CXOHH 4eCTOTH B paMoTo Ha RVd 1 pamoro Ha Rd (0,0%
cnpsamo 0,4%).

TpombounTonenus crerneH 3 wiM 4 ce Habnonasa B paMmoTo Ha RVd B o-BHCOKa cTeneH OTKOJKOTO B
cpaBHHUTEIHOTO pamo Ha Rd (17,2 % cnpsamo 9,4%).

HoBOAHArHOCTULIMPAH MYJITUILIEH MHEJIOM: MALMEHTH, KOUTO HE ca MOJXOAALIH 3a
TPaHCIJIAHTALMA, JIEKYBAHHU C JICHAJIMIOMHUJ] B KOMOMHAIIMS C JEKCAMETA30H

KoMOnHauusTa Ha JIEHATMIOMHU]L C I€KCAMEeTa30H NpH MALMeHTH ¢ HOBOJHArHOCTHLIMPAH MYJITHIUIEH
MHEJIOM C€ CBBp3Ba C M0-MaJIka 4eCTOTa Ha HeyTponeHus oT 4-ta creneH (8,5% npu Rd u Rd18 B
cpaBHeHHe ¢ MPT (15%). ®ebOpuiHa HeyTponeHus ot 4-Ta creneH ce Habmoaasa paaxo (0,6% npu
Rd u Rd18 B cpaBuenue ¢ 0,7% npu MPT).

KomOKHauusATa Ha TEHATMIOMHU/L C 1EKCaMeTa30H MPH MALHEeHTH ¢ HOBOAMArHOCTULIMPAH MYJITHILIEH
MHEJIOM C€ CBBP3Ba C M0-MaJIka YeCTOTa Ha TpOMOOLMTONEH!Us OT 3-Ta U 4-Ta creneH (8,1 npu Rd u
Rd18) B cpaBHenue ¢ MPT (11,1%).

e HoBOAWArHOCTHLMPAH MYJITHIUIEH MHEJIOM: MALMEHTH, KOWTO HE ca MOAXOAAIIM 3a
TPAHCILIAHTALM, JIEKYBaHH C JICHATWIOMHU/L B KOMOMHaLUs ¢ MeidaliaH W IpeHH30H
KomOuHalMsATa Ha JIeHATMAOMHM] ¢ MeialiaH U MPEeAHU3O0H MPH MALMEHTH ¢ HOBOAWArHOCTHULIMPaH
MYJITHIUIEH MHEJIOM C€ CBBbP3Ba C MOBMIIIEHA Y€CTOTA HAa HEYTponeHus ot 4-ta crerneH (34,1% npu
MPR+R/MPR+p) B cpaBaenue ¢ MPp+p (7,8%). HaGmonaBana e noBuieHa yectora Ha (peGpuiHa
HeyTponeHus ot 4-Ta creneH (1,7% npu MPR+R/MPR+p B cpaBHenue ¢ 0,0% npu MPp+p).
KoMOKHauusaTa Ha IeHaIMAOMU]L ¢ MeJi(aiaH | NPeHU30H MPH NALMEHTH C HOBOAMATHOCTHLIMPAR
MYJITHIUIEH MHEJIOM C€ CBbP3Ba C MMOBHUIIEHA YECTOTa Ha TPOMOOLIMTONEHHU OT 3-Ta U 4-Ta cTeneH

(40,4% npu MPR+R/MPR+p), B cpaBHenue ¢ MPp+p (13,7%).

e MynTHIUIEH MHEIOM: NALUMEHTH C MOHE €/1HA MPEIX0XK/AINa TEPANHS

KoMOnHaumMATa Ha JICHATMAOMHU/L C 1EKCAMETA30H MPH MALMEHTH C MYJITHILIEH MHEJIOM Ce CBBP3Ba C
MOBHIIICHA YECTOTA HA HEYTpOMneHus oT 4-1a creneH (5,1 % npu nauueHTUTe, JIEKYBaHH ¢

JICHAJIWIOMH I/ IEKCaMeTa30H, cpaBHEHO ¢ 0,6 % NpH nauMeHTUTE, JIEKYBaHH C nauedo/aekcaMeTas’oH).
Enusonu Ha (eOpuiiHa HeyTporieHus oT 4-Ta crerneH ca Habmonasanu panko (0,6 % npu naLMeHTure,
JIEKYBaHH C JIEHATHAOMH/I€KCaMeTa30H, cpaBHEHO ¢ 0,0 % Npu naLMeHTHTe, JEKYBaHH C
rmauedo/gekcameTasoH).

MALIHEHTHUTE, JIEKYBaHH C JICHAJTHIOMH/I/IEKCaMeTa30H, cpaBHeHH ¢ 2,3 % u 0,0 % npu
JIEKYBaHH ¢ 1uUiauedo/aexkcaMeTasoH).

e [lalMeHTH ¢ MHEIOAUCIIACTUYHH CHH/IPOMH
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[Ipn naumeHTHTe C MUEIOMCTIIACTHYHH CHHAPOMH JIEHATTMIOMHM]L CE CBBP3Ba C M0-BHCOKA Y€CTOTA
Ha HEYTPOMNEHHUA OT cTeneH 3 wiu 4 (74,6 % npu nauMeHTHTE, JIEKYBaHH C JIECHAJTMIOMHIL, B CPABHEHHE
¢ 14,9 % npu nauxenTuTe Ha nuaue6o B npoyusanero ¢asa 3). Enusonu Ha pebprina HEYTPONEHHUS
OT cTeneH 3 uiM 4 ce Habronasat npu 2,2 % OT NaUMEHTHUTE, JEKYBAHH C JIEHAJIMAOMMIL, B CpaBHEHHE
¢ 0,0 % npu naunenTuTe Ha maue6o. JleHaTMIOMHA ce CBBP3BA C MO-BUCOKA YECTOTA HA
TpoMOoLmMTONEeHUs cTeneH 3 win 4 (37 % npy NaUMeHTUTE, JIEKYBaHH C JICHATHUIOMMI, B CPaBHEHHE C
1,5 % npu naunenTHTe Ha M1aue6o B npoyusaHeTo dasa 3).

o [lauMEeHTH ¢ MAHTETHOKIEThYEH TMMDOM

[Ip1 naLMeHTHTe C MAHTEIHOKIETBYEH JIMMAOM JIEHAJIMIOMHU/ CE CBBP3BA C M10-BUCOKA YECTOTA Ha
creneH 3 Wik 4 HeyTponenus (43,7 % Npu nauMeHTUTE, JIEKYBAHH C JICHAIMIOMHIL, B CPaBHEHHE C
33,7 7o NpH NaLMEHTHTE B KOHTPOJHOTO PaMo B npoyusaHeTo da3a 2). Enusonu Ha creneH 3 wiu 4
(heOpunHa HeyTponeHus ce Habmoaasar npu 6,0 % OT NalMEHTHTE, JIEKYBAHH ¢ JIEHATHIOMHI, B
CpaBHeHHe ¢ 2.4 %o NpH NaLMEHTHTE B KOHTPOJHOTO PaMo.

o [lauueHTu ¢ QonukynapeH TMMGom

KomOnHaumsATa Ha JIeHATMAOMHM/L C PUTYKCHMAG 1pH ¢osukyaapeH aumdom ce CBBpP3Ba C NO-BUCOKA
4€CTOTa Ha HEYTPOINEHHUs OT cTeneH 3 WM creneH 4 (50,7% npu NaLKUeHTHTE, JIEKYBAHH C
JICHAJIUIOMH L/ pPUTYKCHMaO, B cpaBHeHHe C 12,2% Mpu NaLMEHTHTE, JIEKYBAHH C
nnaue6o/putykcnmat). Bcuukw ciryuan Ha HeyTponeHHs OT cTeneH 3 iH 4 ca oGpaTuMH
NOCPEACTBOM BPEMEHHO MPEKbCBaHE MJIM HaMa/IABaHe Ha J103aTa W/WIH MOIABPKALIO JIEYEHHE C
pacTexxHu pakTopu. OcBeH ToBa heGpuHa HeyTponeHus ce Habmoaasa psaako (2,7% Mnpu
MalMEHTHTE, JIEKYBAHH C JICHATHAOMH/PUTYKCUMA0, B cpaBHeHHe ¢ 0,7% NpH NaLMEHTHTE, JIEKyBaHH
¢ rutaedo/purykcumad).

JlenanuaomMua B KOMOWHALMA ¢ pUTYKCHMal ce CBBP3Ba M C MO-BUCOKA Y€CTOTA Ha TpoMOOLIUTONEHHS
oT creneH 3 uiu 4 (1,4% npu nauMeHTUTe, IeKyBaHH C JIEHATHIOMHI/PUTYKCHMA0, B cpaBHeHHe ¢ 0%
[pY MaLKMEHTHUTE, JIEKYBaHH C IU1aue00/puTykcuMal nalueHTH).

Benozna mpomboembonus

[Tosuwen puck ot JIBT u BE ce cBbp3Ba ¢ ynorpe6aTa Ha KOMOUHALIMS OT JIEHATMIAOMMI C
ICKCaMETa30H MNPH NMALMEHTH C MYJITHIUIEH MHEJIOM H B 110-MaJIKa CTeNeH MPH MALMEHTH, JIEKYBaHH C
JICHAIMIOMU/L B KOMOMHALMSA ¢ Mes(alaH U IPEJHN30H, WIH TIPH MALMEHTH C MYJITHILIEH MUETIOM,
MHEJIOAMCIIIIACTHYHH CHHIPOMH U MaHTETHOKJIETbYEH JIMM(OM, JIeKyBaHH C MOHOTEPAIHUA C
JIEHATHAOMM (BX. TO4YKa 4.5).

ENHOBpeMEHHOTO NpuilaraHe Ha CTUMYJIMPALIH €PUTPOIIOe3aTa CpeacTBa WK aHaMHe3a 3a JIBT chiio
MOraT Ja yBeJIM4aT pHcKa OT TpomM003a MpPH TE3H MaLMEHTH.

Hnghapxkm na muoxapoa
HMHpapkT Ha MHOKap/a ce cbhoOLLaBa NPH MALMEHTH, MOJYYaBallHX JEHATHIOMHI, 0CO6EHO [PU TE3H C
H3BECTHH PUCKOBH (paKTOPH.

Xemopazuunu Hapyuienus

XeMOparu4HUTe HapYIIEHHA Ca JaJI€HH MO/l HAKOJIKO CHCTEMO-OPTraHHH KJIaCOBe: Hapymenus Ha
KPBBTa W TMM(HATa CUCTEMA; HApYyLLIEHHs HAa HEPBHATA CHCTEMA (MHTpaKkpaHUajleH KPbBOU3JIMB);
PECIIMPATOPHHM, IPBAHH W MEAHACTHHAIHK HAapYLUCHHUA (ETIMCTAKCHUC); CTOMAILHO-YPEBHH HAPYILECHHS
(KbpBEHE OT BEHLMTE, XEMOPOH/IEH KPbBOM3JIUB, PEKTAIEH KPbBOU3IIHB); HapylueHds Ha ObOpeunTe U
MHKOYHHUTE MMbTHILA (XEMATypHs); HAPAHSABAHHS, OTPABAHMS U YCIOXKHEHHS, Bb3HUKHAIM B PE3YJITAT
Ha HHTEPBEHLIMH (KOHTY3HMH) U ChAOBH HapyIlIeHHs (EKXHUMO03a).

Anepeutnu peaxyuu u mejCcKu KOICHU peaxyuu
CpoOLuaBar ce ciry4ya Ha ajlepri4HH PeakLyH , BKJIFOUHTEIHO aHIHOE/IEM, aHa(PUJIaKTHY
TEXKKH KOXKHH peakuuu, BmounTenHo SJS, TEN u DRESS, npu ynorpe6ara Ha nenanu
uTepaTypara ce CboOIIaBa 3a Bb3MOXKHA KPbCTOCAHA PEAKLIMA MEXAY JTEHATHAOMU/ 1
[TaureHTH ¢ aHaMHe3a 3a TeXbK OOPHUB, CBBP3aH C JICYEHHE C TATHAOMMIL, HE TpaOBa na
JNeHaIuaoMua (BxK. Touka 4.4).
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Bmopu nvpeuunu 3nokauecmeenu 3a00116aHus

*B KJIMHHYHH MPOYYBAHUSA HA JIEKYBAHH IPEIM TOBA MALMEHTH C MHEJIOM C
JICHAJIWIOMH ]I/ IEKCAMETa30H B CPaBHEHHE C KOHTPOJIMTE, BK/IKOYBAIIM IIABHO 0a3aIHOKJIEThYEH WK
CKBAMO3HOKJIETBYEH PaK Ha KOXKaTa.

Ocmpa muenouona neexkemust

e MyITUIUIEH MHEIOM

Cnyuan Ha OMJI ce HabnonaBaT B KIMHUYHHMTE W3MHTBAHHS [IPH HOBOAMArHOCTHLIMPAH MYJITHILIEH
MHEJIOM TPH MALHEHTH, NIPOBEXKAALUH JICYEHHE C JIEHAIMAOMU B KOMOMHAaLUsA ¢ MendanaH, Uiu
HerocpeacTeeHo ciaen BJIM/ATCK (Bx. Touka 4.4). Toa noBuineHue He ce HaOMI01aBa B KJIMHUYHH
U3MUTBAHHWS HA HOBOAWArHOCTULIMPAH MYJITHILJIEH MHUEJIOM IPH NALMEeHTH, NPUEMAILH JICHAJIUIOMMU] B
KOMOMHALMS C 1€KCAMETa30H, B CPaBHEHHE C TAJIMAOMHU/ B KOMOMHaLMS ¢ MelidaaH u [MPEAHU30H.

e MuenoaucIaCTUHYHU CHHAPOMH

[IpomennusuTe Ha H3XOAHO HMBO, BKIIOYBALIM KOMIUIEKCHA LUTOreHeTHKa U TP53 MyTaumus, ce
CBbp3Bart ¢ nporpecus 10 OMJI npu nauueHTH, KOMTO ca TpaHC(HY3UMOHHO-3aBUCUMH U UMAT
aHomanusATa aeneuus 5q (BxK. Touka 4.4). U3uncneHusT 2-roqMiieH KyMyJIaTUBEH PUCK OT nporpecus
10 OMJI e 13,8 % npu naLMeHTH ¢ aHOMAIUATA U30JIMpaHa aeseuus Sq B cpaBHeHue ¢ 17,3 % npu
NaLMEHTH C ACICLMs 5q U €IHA JOIMbJIHWTE/IHA IUTOTeHeTHYHA aHOMaHA U 38,6 % npH NaLMeHTH ¢
KOMILIEKCEH KapHOTHII.

B post-hoc aHalln3 Ha €IHO KJIMHUYHO U3MTMTBAHE C JIEHAJIMAOMM MPU MUEJIOAUCILIACTHYHH
CHHIPOMH M34MCJICHATa IBYTOAMILIHA YecToTa Ha rporpecus 1o OMJl e 27,5 % npu IHC-p53
[0JIOXKUTETHH MalMeHTH U 3,6 % npu IHC-p53 orpunarennu naumentu (p=0,0038). Ipu IHC-p53
[OJIOXKHTEJIHUTE MALIHeHTH ce HalJlo/1aBa Mo-HUCKa YecToTa Ha nporpecus 10 OMJI cpen
MaLIMCHTHTE, KOUTO Ca MOCTUTHAJIM OTrOBOp He3aBUcUMOcCT OT TpaHcdysus (HT) (11,1 %) B
CpaBHEHHE C HEMOCTUIrHAIUTE OTroBop (34,8 %).

HeprnoOopobuu napyuwienus

ChoOiuaBa ce 3a clieJHUTE HeXeaHH PeaKLMH clie]] IyCKAHETO Ha NMa3apa (C HeM3BECTHA YeCTOTa):
OCTpa YepHOAPOOHA HENOCTATBYHOCT U XOJlecTasa (M ABeTe ¢ MOTEHHATHO (aTasieH u3Xxo),
TOKCHYEH XEIaTHUT, UMTOJIMTHYEH XENaTUT, CMECEH LIMTOJIMTHYEH/X0JIECTATUYEH XElaTHT.

Paboomuonuza
HabnronaBanu ca penku Clly4yad Ha pabJIOMHOJIH3a, HAKOH OT KOUTO MpU MpUJIaraHe Ha JeHAJTHIOMHU
ChC CTATHH.

Hapywenus na wyumosuonama sciesa
ChoOLuaBaHu ca Clly4yad Ha XMITIOTHPEOUIU3BM M CJIyYaH HA XMIIEPTHPEOUAM3BM (BXK. TOuKa 4.4
Hapyuenus Ha lUMTOBH/IHATA KJ1e3a).

Peakyus na akmusupane na mymopa u mymop-ausuc CuHOpom
B npoy4BaneTo MCL-002 npu6ausurento 10 % ot neKyBaHHUTE C IEHATHIOMH] NALMEHTH
oJry4aBar

TFR B cpaBHeHue ¢ 0 % B KOHTPOJTHOTO pamMo. MHO3HMHCTBOTO OT CHOUTHATA BH3HUKBAT B LIUKBI 1,
BCHYKH Ca OL€HEHH KaTO CBbP3aHM C JICYEHUETO, & MHO3UHCTBOTO OT ChOOLLIEHUATA Ca 3a CTerneH |
wiu 2. [laumentute ¢ Bucok MIPI npu nocraBsHe Ha mTMarHO3aTa WM ¢ TYMOpHa Maca (Hah-MaJIKo
C/IHa JIE3Hs, KOATO € > / CM B HaW-ABJITHA IMAMETBP) Ha H3XOAHOTO HMBO MOTraT jia ca B puck ot TFR.
B npoy4saneTro MCL-002 TJIC ce cho61aBa npy eAMH NaLKMEHT BB BCIAKO OT ABETE paMeHa 3a
neyenue. B noakpensumoro npoyuysane MCL-001 npu6auzurento 10 % oT naLmeHTUTE MOJIyYaBaF—
TFR; Bcuuku cboOLueHUs ca 3a cTeneH | Wik 2 no TeXecT ¥ BCHYKH ¢a OLEHEHH KaTo CBBP3 c. WA 1
JIEYEHHETO. bOJILIMHCTBOTO OT CHOMTHATA Bb3HMKBAT B LIMKBJ 1. Hama chobmenus 3a TJ1 N
npoy4ysaHero MCL-001 (Bx. Touka 4.4). |

i ot | 5

B npoy4sanero NHL-007 TFR ce cvo6wmaa npu 19/146 (13,0%) ot naumeHTHTE B pam m’ﬂzi § 4 i
JICHaIMIOMHU Y/ pUuTyKcumab cripamo 1/148 (0,7%) nauveHTH B paMOTO Ha nnaueﬁﬂfpuwm@@& I



[Toeuero ciayyan Ha TFR (18 ot 19), choOieHH B paMOTO Ha JI€HATMAOMHU/PUTYKCUMA0, Bb3HMKBAT
[0 BpEME Ha MbpPBUTE Ba LIMKbJA Ha JiedeHHe. Enun nauuent ¢ ®JI B pamoTto Ha

NeHannaoMU/ puTykcumad nosyyasa TFR ch0uTHE OT cTeneH 3 cnpiMo HHTO eMH MALHEHT B
paMoTo Ha nuiauebo/purykcumab. B npoyusanero NHL-008 7/177 (4,0%) ot naumentute ¢ OJ1
nony4asar TFR; (3 cbobieHus ca crenex 1 no texecr, a 4 cboOLIEHHs ca cTeneH 2); KaTo

I croOuienue ce cumra 3a cepuosHo. B npoyusanero NHL-007, TJIC Bb3uukBa npu 2 naunentu ¢ OJ1
(1,4%) B paMOTO Ha JIEHATMAOMU/PUTYKCHMAG M HE Bb3HHKBA MPH HUTO eauH nauueHTH ¢ OJI B
pPaMOTO Ha ru1anedo0/pUTyKCUMald; HUTO €IMH OT BaMara NMalMeHTH HE € UMaJl ChOMTHE OT CTeNneH 3
wiu 4. TJIC Bp3HukBa npu | nauuent ¢ JI (0,6%) B npoyusanero NHL-008. ToBa e AMHHYHO
CBOMTHE € ONPE/IENIEHO KaTO CEPUO3HA HeXKellaHa peakius oT creneH 3. B npoyuBaneto NHL-007
HUTO €JIMH MAaLMEHT HE CE HaJlara Jla NpeKbCBa TepanusiTa ¢ JieHaiuaomua/purykcumab nopaau TFR
unu TJIC.,

Cmomawno-upesHu HapyueHus

[To Bpeme Ha Jie4ueHHETO C IEHATMIOMH ce ChOOIIABa 3a CTOMALIHO-YPEBHH nepdopaimm.
CroMaiuHo-4peBHHTE nepdopaiui Morar aa A0BeIaT 10 CeNTUYHH YCI0KHEHHS W MOTaT /1a ce
acoLMMpar ¢ aTtajieH H3X0..

CbobuiaBaHe Ha MOA03UPAHU HEXKEJIAHH PEAKLIUH

CboOluaBaHeTo Ha NOJ03MPAaHU HEXKETAHH PeakLMH Ciiejl pa3pellaBaHe 3a ynorpeda Ha JiekapCTBEHHS
NPOXYKT € BaXHO. ToBa Mo3BoJisiBa 1a MPOABL/KH HAOJIIOAEHHETO HA CHOTHOIIEHHETO MOJI3a/PHCK 32
JICKApCTBEHHUA MPOAYKT. OT MEULIMHCKUTE CTIELMAIMCTH CE M3MCKBA Jla ChOOLIABAT BCAKa MO03UpaHa
HEe)KeJlaHa peakLs ypes:

HU3mbiaHUTEIHA areHLUM 110 JieKapcTBaTa

yi. ,,Jlamsas I'pyeB” Ne 8

1303 Codus

bbarapus

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

4.9 Ilpeaozupane

Hsima crien@ryeH onur B ICHEHHETO Ha Mpe03UpaHe Ha JEHATHIOMH NPH NALMEHTH, BBIIPEKH Y€ B
MpOy4BaHMA 3a 1030B QHAMa3OH HAKOM MallMEeHTH ca OMIM eKkcrioHupaHu 1o 150 mg, a npu
CIHO030BH MPOY4YBaHMA HAKOM NMALMEHTH ca eKcnioHupaHu 10 400 mg. Jlumurupaiara nozara
TOKCHYHOCT B T€3H NMPOY4BaHUs € OMjla OCHOBHO XeMaToJIoru4Ha. B ciyuaii Ha npeno3upane ce
Mpenopb4YBa MoAAbpKAaIIO0 JeYEHHE.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 dapmMakoAHHAMHYHH CBONHCTBA
®apmakoTepaneBTiuHa rpyna: JIpyru umyHnocynpecanti. ATC kona: L04AX04.

MexaHW3bM Ha JIEHCTBHE
Jlenannaomuna ce cebp3Ba anpekTHO ¢ uepe6oH. LlepebaoH € KOMMOHEeHT Ha KyJJMH-RING

E3 yOMKBUTHHIIMIa3eH €H3MMEH KOMILIEKC, KOMTO BKJIIOUBA CBLP3BALIMS YBpe/a

Ha ie30KkcHprOoHykaerHoBata kuceauHa (JIHK) Gearsk 1 (damage-binding protein 1, DDB1). KYJIMH
4 (cullin 4, CUL4) u perynatopa Ha kyaunute | (regulator of cullins 1, Roc1). B xeMonoeTHuHu
KJICTKH JICHAJIMI0OMKU ], CBBP3BAHKH C€ ¢ LepedIIOH, npuBiMYa cybeTpaTHuTe 6entbum Aiolos U
Ikaros. 1MMPOHAHHU TPAHCKPUNLIMOHHHK (GAKTOPH; TOBA BOJIH /IO TAXHOTO
YOMKBUTHHHPAHE M MOCE/BALLO pa3srpaXkaaHe, KOETO BOJAM 10 MPEKH LIMTOTOKCHUHM
H HMYHOMO/1YJIATOPHH €(heKTH.

[To-cneumnanHo neHanMaoOMua HHXHOUpa npoardepalMaTa U MOBMINABA aroNTO3aTa Ha

-4 pu ; A 1 = L
XCMOIOCTHYHH TYMOPHH KJIETKH (BKITFOYMTEHO I1asMeHuTe MM TyMOpHH KJIETKH, TyMOp L T Y il I I
KJI€TKH Ha (POTMKYJIapeH IMM(OM U Te3M C Jieiels Ha XpoMo3oMa 5), 3acuiiBa Meﬂﬂﬂp{\{ﬂT'ﬂTi e /i
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T knerkuTe U ectecTBeHuTe KiaeTkH youium (Natural killer, NK) umyHuTeT 1 nosumasa 6pos Ha NK,
T v NK T knerkure. [Ipu MJIC ¢ neneums 5q neHaTMaOOMHMI CENEKTHBHO HHXHOMpA KJIOHA C
aHOMaJIMs, KaTo MOBHIIIABA allONTO3aTa HA KJIETKUTE C Jenenus 5q.

KomMOMHauuMsaTa Ha JIGHAIMAOMU U pUTYKCHMMAaO NMOBHIIIABA AHTUTAJIO-3aBUCHMATA KJIeThYHa
LMTOTOKCHUYHOCT (Antibody-dependent cellular cytotoxicity, ADCC) u qupekTHaTa anonrosa Ha
TYMOPHHTE KJIETKH Ha OJIMKYyJIapHUS

JTUMOM.

MexaHH3MbT Ha JEWCTBHE HA JICHAJIMJIOMU/ BKJIKOYBA W JOMBJIHHTEIHH ACHCTBUAS KaTo
aHTHAHTMOT€HHH U MPOCPUTPONOETHYHH CBOHCTBA. JIeHaIMa0MHU HHXHOHpa aHTHOTeHe3aTa Ype3
0JIOKMpaHe Ha MUIPaLMsATA M a/IXe3MATa Ha EHAOTEJIHUTE KIETKH M QOPMHPAHETO HA MHKPOCH/IOBE,
3aCHJIBA MPOAYKLUMATA Ha (peTasieH XxemorsioouH oT CD34+ xeMaTonoeTHYHUTE CTBOJIOBH KJIETKH M
MHXKMOMpa NMPOAYKUHMATA HA MPpOoUH(IaMaTopHU UMTOKHHH (Hanp. TNF-a u IL-6) oT MOHOUMTHTE.

KinuHuyHa eHKacHOCT U ©0€30macHOCT

EdukacHocTTa ¥ 6€30MacHOCTTa Ha JICHAIMAOMH/L Ca OLCHEHH B LLIECT NMpoyuBaHus ¢asa 3 npu
HOBOJMArHOCTULIMPaH MYITHUILIEH MUEJIOM H B JIBE NMpOoy4BaHus $aza 3 npu peLIMBHpalLll
pedpakTepeH MyJITHILIEH MUEJIOM, eIHO (pa3a 3 npoyuBaHe H eHO (a3a 2 Npoy4BaHe MpH
MHEJIOIMCTIIIACTUYHH CHHPOMM, H €IHO (pa3a 2 nNpyU MaHTEJHOKIEThYeH JTUMQOM, U eHO (a3a 3
1H0C eHO (a3a 30 npoyusaHe npu HHXJI, kakTo € onmMcaHo 1Mo-a0iy.

Hoeoouaznocmuyupan myimunien Muejiom

e [lonabpikalllo Je4eHHe ¢ JEHATTMIOMM/I NPH TNALIMEHTH, Nou10keHu Ha ATCK
EdukacHocTTa M 6€30MacHOCTTa Ha NOAABPKALIO JIEUEHHE C JIEHATMIOMML € OLIEHEHO B J[BE
MHOIOLCHTPOBH, PAHAOMHM3UPAHH, JBOMHO-CJIENH NMPOy4YBaHUs ¢aza 3, ¢ 2 pameHa, nmapajeiHo
rpynoBH, rianedo-koHTpoarpanu npoyusanusa: CALGB 100104 u IFM 2005-02.

CALGB 100104
[Toaxonsmu ca nauMeHTH Ha Bb3pacT Mexay 18 u 70 roguuu ¢ aktuBeH MM Hanarain JieyeHue U 6e3
[peX0/1Ha MPOrpecHUs cJied HayaJIHO JIeYEHHE.

[latMenTHTe ca paHaOMU3MpaHU B cboTHOLIEHHE 1:1 B pamkuTe Ha 90-100 auu cnenq ATCK 3a
NOJBbPIKALIO JICYUEHHE WU C JICHATTMAOMK, WK ¢ miauebo. [logabpxaiara 1o3a e 10 mg BeaHbx
AHEBHO B IHH 1-28 B noBTapsiny ce 28-qHeBHU LMKIIH (C MOBHILABaHE 10 15 mg BeHbX JHEBHO Clie[
3 Mecella MpH JIMIICa Ha OrpaHHYaBallla 103aTa TOKCHYHOCT), KATO JIEYEHHETO MPOIb/DKABA J10
nporpecusaTa Ha OoJyiecTra.

[IbpBHUHaTa KpaifHa TOYKa 3a e()UKACHOCT B MPOYYBAHETO € npexxkuBseMocT 6e3 nporpecus (I1IBI1) ot
PaHIOMH3HWPAHETO 10 laTaTa Ha MPOrpecus UM CMBPT, B 3aBUCHMOCT OT TOBA KO€ Ce C/Iy4YH ITbPBO; B
MPOYy4YBAHETO KpaHHaTa TO4YKa 3a 0011a MPEKUBAEMOCT He € OMJIO BB3MOXKHO Aa ce oueHu. O6mmo 460
MalMeHTH ca paHIOMHU3UpaHH: 23 | NaUMEeHTH Ha JIeHAIMIOMHUA M 229 nauMeHTH Ha mialedo.
JlemorpadckuTe 1 cBbp3aHuTe ¢ 60JIECTTa XapaKTePUCTHKH ca OalaHCHpaHH MEXXILY JBETE IPYIIH.

[IpoyuBaHeTO € pa3ciieneHo cien npenopbka Ha KOMUTETa HabII0AaBalll JAHHHUTE, CJIe KaTo €
MpEMHHATA IrpaHULIaTa 3a NpeJABapUTEJIHO TUIaHUpaHUs MexauHeH aHaius Ha [1BI1. Cnen
pa3CENsABaHETO Ha MAaLMEHTUTE B rpyrara Ha rjauedo ce pa3pelnaBa Ja MPEMUHAT Ha JICHATMIOMH/
[peau nporpecupaHe Ha OonecTTa.

Pesynrarute 3a [1BI1 npu pascnensBaneTo, cien npeaBapuTeIHO TUIAHUPAHUSA MEXIHHEH aHAJIH3, [pH
H3M10JI3BaHE Ha rpaHuy4Ha aara 17 nekemBpu 2009 r. (15,5 mecena npocnenspane), nokassa 62%
HaAMaJICHHE Ha PUCKa OT Nporpecus Ha 3a00JIABaHETO WJIM CMBPT B Mno3a Ha JeHamaomua (HR =
0,38; 95% [N 0,27, 0,54; p <0,001). Meauanara Ha o6wara ITBIT e 33,9 meceua (95% JIU NE,
PaMoTO Ha jieHanuaoMuUA cpeity 19,0 mecena (95% JIA 16,2; 25,6) B pamoTo Ha nauedo.




Tabanua 7: Pe3diome Ha 00LUIHTE JaHHH 32 e(DHKACHOCT

JleHaTUIOMHUI [Lnauedo
(N=231) (N=229)

Ounenena or u3scieaosare.is I1BI1
Menuana® Ha Bpemero Ha [1BI1, B meceum (95% JAN)° | 56.9 (41.9, 71.7) 29,4 (20.7, 35.5)

HR [95% JIH]"; p-cToiHOCT' 0.61 (0.48, 0.76), <0.001
I16112"

Menauana® Ha Bpemerto Ha [1BI12 (95% JIN)° 80.2 (63.3, 101.8) 52.8 (41.3, 64.0)

HR [95% JIU]®; p-cToiHOCT' 0.61 (0.48, 0.78); <0.001

O0ma npe:xuBseMOCT
Menuana® Ha Bpemero Ha I1BI1, B meceun (95% JAW)° | 111.0 (101.8, NE) | 84.2(71.0, 102.7)

Yecrorara Ha 8-roauiuHa npexxusseMocT, % (SE) 60.9 (3.78) 44.6 (3.98)

HR [95% [AH]®; p-cTolHOCT' 0.61 (0.46, 0.81); <0.001
IIpocaensiBane

MenuaHa® (MUH, Makc), MECELIM: BCUUYKH TIPEKHBEIH 81.9 (0.0, 119.8) 81.0(4.1,119.5)
NalLMeHTH

AW = noseputeneH nutepBai, HR = koepULMEHT Ha pUCKa; MaKC = MaKCUMYM; MHH = MUHUMYM; NE = He e
onpeneneHo; OIl = o6wa npexussaemoct; [1BI1 = npexussemoct 6e3 nporpecus:;

* MenuaHnara € Ha Oasa onpeaensiHe no Kaplan-Meier.

% 95% JIU 3a MeauaHarTa.

" Ha 6azaTa Ha Mmozena Ha Cox 3a NpONMOpLMOHAIHOCT HAa PUCKA, CPaBHABALL PUCKOBUTE (PYHKLIMH, CBHP3aHH C
[IOCOYECHHUTE IPYIIH HA JIEYEHHE.

' p-CTOMHOCTTA € Ha 0a3ara Ha HeCTpaTU(HLMPAH JIOTApUTMHUYEH PAHIOB TECT HAa PAa3JIMKUTE B KDHBHUTE Ha
Kaplan-Meier Mexay nocoueHMTE paMeHa Ha JIeYEHHE.

* ExcnioparopHa kpaiiHa to4ka (I1bI12). Jlenanuaomua, nosyyeH ot y4acTHHIIMTE B paMOTO Ha ruianeto,
MPEMUHAJIM KbM aKTHUBHO JICYEHHE CJIE]l pa3CJICMABAHETO, HE CE CUMTA 3a JICUEHHE OT BTOPA JIMHHS.

© Menuana Ha npociensBaneTo cael ATCK 3a BCHUKH NMpeXHBEH YYaCTHULIM.

['panHuy 32 1aHHUTe: 17 1ek. 2009 r. u 01 ¢es. 2016 T.

[FM 2005-02

[Toaxonsuiy ca nauMeHTH Ha BB3pacT < 65 roJAMHH NMPH JHArHOCTHLIMPAHETO, noutokeHH Ha ATCK u
[MOCTUTHAJIH HaM-MaJIKO CTaOMJIEH TEpaneBTHYEeH OTrOBOP KbM MOMEHTA HAa XEMAaTOJOIMYHO
Bb3CTaHOBsBaHe. [laliMeHTHTE Ca paHIOMH3HPaHH B ChOTHOLIEHHKE |:1 3a Mo IBpKALLO JIEYEHHE WITH
C JeHAIMAOMUA, WiH ¢ ianedo (10 mg Beanbxk AHEBHO B AHH 1-28 Ha noBTapsiM ce 28-1HeBHH
LIMKJIK C MOBHILIEHHE 10 15 mg BeHBK IHEBHO clie/l 3 Mecella IPH OTChCTBUE HA TOKCUYHOCT,
BOJELIA 10 OrpaHH4YaBaHe Ha 103aTa) clie] 2 Kypca Ha KOHCOJIMAaLms ¢ JieHanuaoMua (25 mg/nen,
AHKU 1-21 ot 28-aHeBeH LUKBI). JleueHHeTo e cieaBano Aa NpOab/DKH 10 MPOrpecHs Ha
3a00J19BaHETO.

[IbpBuyHaTa kpaiiHa Touka e I1BI], onpeaenena ot panzoMHU3MpaHeTO 10 AaTaTa HA MPOrPECUs UK
CMBPT, KOETO C€ CJIYUYH IIbPBO; B MPOYYBAHETO KpalHaTa TOYKA 3a 00111a NPeXUBAEMOCT HE OWIIO0
Bb3MOJKHO J1a ce oleHH. Pannomusupanu ca o6mo 614 nauventy: 307 nauMeHTH Ha JIEHATHIOMH U
307 nauneHTH Ha niauedo.

[IpoyuBaHeTO € pa3ciaeneHo ciel npenopbka Ha KOMHTETa HaOJII0AaBalll JAHHHUTE, CJIe KaTo €
[(p€MHHAaTa rpaHylaTa 3a NnpeABap1TE/IHO IJIaHUpaHus MexxIMHeH aHanu3 Ha [1BI1. Cnen
pa3C/IeNsIBaHETO Ha MALMEHTUTE Ha IU1aledo He ce pa3pellaBa Ja MPeMUHAT Ha JICHAJTUAOMM] NPEaH
nporpecHpaHe Ha 0osecTTa. PAMOTO Ha JICHAJTMIOMHU/ CIIMpa JIEYeHHe, KaTO NPOAaKTUBHA MAPKa 3a
0€30MacHOCT, clle]l KaTo € yCTaHOBeHO HapyluaBaHe Ha 6ajiaHca Ha BI133 (Bx. Touka 4.4).
Pesynrarure 3a I1bI1 npu pasciaensBaneTo, cnea npeaBapuTeIHO MTAHUPAH MEKAWHEH aHAJIH3, [pH
H3110/13BaHe Ha rpaHu4Ha aata 7 o 2010 r. (31,4 Mecena npociieassane) nokaspat 48% CHUKEHHE
Ha pUCKa B I10713a Ha JICHAJIMIIOMU/L 110 OTHOLLIEHKE Nporpecupane Ha 6onecrra wiu cmbpt (HR =
0,52; T
95% 1A 0,41, 0,66; p <0,001). Menuanara Ha o6wara ITBI1 e 40,1 meceua (95% JIU 35 ) 0

b,éh.":r 2 ,.‘ ”""}i:“ ‘L1
PamMoTO Ha JieHaIMaoMuUx cpety 22,8 meceua (95% [ 20,7; 27,) B pamoto Ha mnaueQy. 5/~ des o N\ 91\\:
[Tonara no orHowenwe Ha I1BI1 e no-manka B noarpynara nauuentu ¢ I10, B cpaBHeiiue ¢ » \ %, \
noArpynara rnauydeHTH, Kouto He nocturar [10. = |V % )=
Axtyanusupanara I1BbI1, npu rpannyna nata 1 ¢espyapu 2016 r. (96,7 mecena npoc a':BhHe).f o /]
Co O = v //
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MpoJAb/KaBa a nokassa npeauMcTBo 1o orHoweHue Ha [1bI1: HR = 0,57 (95% JIH 0,47; 0.,68:

p <0,001). Meauanara na obmara I1BI1 e 44,4 meceua (39,6; 52,2) B paMOTO Ha JIEHATHIOMM]L cpeLy
23,8 mecena (95% JIM 21,2; 27,3) B pamoTo Ha miane6o. 3a I1BI12, Habmonasanust HR e 0,80 (95%
AN 0,66, 0,98 p = 0,026) 3a nenanuaomua cnpsamo miaue6o. Meauanara 3a o6wara ITBI12 e 69.9
meceua (95% 1M 58,1, 80,0) B pamoTo Ha nieHanuaomun cpeury 58,4 mecena (95% JIU 51,1; 65,0) B
pamoTo Ha niauedo. 3a OIl, Habmonasanuat HR e 0,90 (95% JIH 0,72; 1,13; p = 0,355) 3a
JIEHAJIWAOMU] cripsAMo ruianebo. Menuanara Ha BpeMeTo Ha obuiara npexxussemoct e 105.9 mecena
(95% JIU 88,8, NE) B pamoro Ha JieHanuaomun cpemy 88,1 meceua (95% JIU 80,7; 108,4) B pamoTo
Ha ru1aueodo.

e JlenanuaoMua B koMObuHaLuMs ¢ 60pTe30MUO M A€KCAaMETa30H NP MALMEHTH, KOMTO HE ca
NOAXOAIIN 32 TPAHCIUIAHTALIMSA HA CTBOJIOBH KJIETKH

[Ipoyusanero SWOG S0777 ouensBa no6aBsaHeTo Ha 60pTe30MUG KbM OCHOBA OT JIEHATHIOMUI U
JICKCAMETa30H KaTO Ha4yaJlHO JICYECHHE, MOCJIEBAHO OT MPOABL/DKUTETHO NMPUIIOKeHHe Ha Rd 10
[porpecus Ha 3a00JIIBaHETO, NP MALMEHTH C HEJIEKYBaH [0 MOMEHTA MYJITHILIEH MHEJIOM, KOHUTO
WJIK HE Ca NMOAXOASALUM 3a TPAHCIUIAHTALIMSA, WJIK ca MOAXOAALIM 3a TpaHCIUIaHTaLMs, 06e3 1a ce
MpeaBHKaa HEMOCPEACTBEHA TPAHCIUIAHTALIMS.

[laumeHTHTe B paMOTO Ha JieHanuaoMuz, 60pTe30oMub U nekcamerazoH (RVd) nomyuapar
JICHATUAOMU] 25 mg/ieH nepopasHo B AHUTe 1-14, uHTpaBeHo3Ho GopTesomub 1,3 mg/m2 B guuTe 1,
4, 8 u 11u nexcamerason 20 mg/nen nepopanto B auure 1,2, 4,5, 8,9, 11 u 12 ot noBTapsiuu ce 21-
JAHEBHH LIMKJIH B IIPOAB/DKCHHE HA MAKCHMYM OceM 2| -IHeBHH uMKba (24 cenmuum). [lauueHTure B
PaMOTO Ha JICHATMIOMHA U AeKkcameTas3oH (Rd) monmyyasar neHanuaoMua 25 mg/neH nepopaiHo B
anuTe 1-21 n nexcameraszon 40 mg/neH nepopanHo B qHute 1, 8, 15 1 22 ot noprapsum ce 28-1HeBHH
LIMKJTA B NPOJAB/DKEHUE HA MAKCUMYM LieCT 28-n1HeBHHU LMKbIa (24 ceqmuuy). [TlanueHTuTe U B nBETE
pamMeHa npoAb/KaBaT Ja npueMart Rd: nenanuaomun 25 mg/nen nepopasiHo B quute 1-21 1
nexcamerasoH 40 mg/nen nepopanHo B anHute 1, 8, 15 1 22 ot noBTapsiy ce 28-1HEBHH LIMKJIH.
JleyeHneTo nmpoabmkaBa 10 MPorpecus Ha 3aboIsBaHETO.

[I'bpBHYHaTa KpaiiHa TOYKa 3a €PMKACHOCT B MPOYYBAHETO € NMPEKUBAEMOCT Oe3 nporpecus (I1BI1).
OO61110 523 mauMeHTH ca BKJIFOYEHH B IPOYYBAHETO, KaTo 263 NaimeHTH ca paHaoMusupaHi Ha RVd u
260 nauueHTH ca panaoMu3KMpanu Ha Rd. JleMorpadckute XapakTepHCTHKH M CBbP3aHHUTE ChC
3a00/15IBAHETO XapaKTEPUCTHKH Ha M3XOHOTO HUBO ca 100pe GaaHCHpaHH MeXAy paMeHara.
Pesynrarure 3a I[1BI1, ouenenn ot IRAC, no BpemMeTo Ha MbPBUYHMS aHAJIM3, NpU Jara Ha
3aK/irouBaHe Ha AaHHUTE 05 HoemBpu 2015 r. (50,6 mecena npocnensBaune), nokassar 24%
MOHH)XEHHUE Ha PUCKa OT MpOrpecHs Ha 3abonsBaHeTo WK cMBPT B non3a Ha RVd (HR = 0,76: 95%
[N 0,61: 0,94; p=0,010). Meaunanara Ha o6wara I1BI1 € 42,5 meceua (95% JH 34,0; 54,8) B pamoToO
Ha RVd cnipsamo 29,9 meceua (95% JIU 25,6, 38,2) B pamoto Ha Rd. ITon3aTa ce Habmonapa
HE3aBUCHMO JaJIM NMALUEHTUTE Ca MOAXOAALUM WIK HE 3a TPAHCIUIAHTALIUS Ha CTBOJIOBH KJIETKH.

PesysiraTuTe OT nNpoy4yBaHeTO NMpH JaTa Ha 3aK/IiouBaHe Ha qaHHMTE (] nekemBpH 2016 r., kpaero
ME1HaHaTa Ha BPEMETO 3a NMpOoCJieAdBaHe Ha BCHYKH MPEKUBEJIH NaLHeHTH € 69,0 Mecenia. ca 1aaeHu
B Tabnuua 8. [lonsara ¢ npenumereo 3a RVd ce HaGmonaBa HE3aBUCHMO NaiM MaLMEHTHTE ca
MOAXOASAILH WUIK HE 3a TPaHCIUIAaHTALMs Ha CTBOJIOBH KJIETKH.

Tadauua 8. Pe3rome HA 001MTe JaHHH 32 eDHKACHOCT
Ha4yaaHo JedeHHe

RVd Rd
(3-ceaMHYHM HHKIH |(4-ceAMHYHHN THKIH
x 8) (N = 263) x 6) (N =260)

I1BI1, ouenena or IRAC (mecenn)

Menuana® Ha BpemeTto Ha I1BI1, meceun (95% JTH)° ‘ 41.7 (?3.1, 51.5) 29.7 (242.37.8) “=-"'
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HR [95% JIU]*; p-croiiHoct’ - | 0.76 (0.62, 0.94); 0.010

O0ma npexuBsieMocT (Mecenn)

I Menuana Ha BpemeTo® Ha OIl, MECBLI,IES% JTN)° 89.1 (76.1, NE) I 67..2 (58.4, 90.8) |

HR [95% JIU]®; p-cToiHOCT" 0.72 (0.56, 0.94); 0.013
OTI“UB;[I— n (%) -; T_ .

OO0u1 otroeop: 110, MJTHO, nau YO 199 (75.7) 170 (65.4)

> MI4HO | 153 (58.2) _83(51.9)
IIpocaeasiBane (M;m -

MeauaHa” (MMH, MaKC): BCUUKHU MAaLMEHTH 61.6 (0.2, 99.4) 59.4 (0.4, 99.1)

/AN = nosepureneH uHrepsal; HR = koeHLMEHT Ha pUCK; MaKC = MAaKCHUMyM; MHH = MUHUMYM; NE = He Moxe
na ce onpenenu; OIl = odma npexussiemoct; [1BI1 = npexxuBseMocT 6e3 nmporpecus.

* Menuanata ce 6asupa BbpXy u3uucieHue no Kaplan-Meier.

°JIBycTpaHeH 95% JIW 3a MeMaHaTa Ha BpEMETO.

"Ha Oa3ara Ha HecTpaTtHuLHpaHusa Moaen Ha Cox 3a MPOMOPLMOHATHOCT HA PUCKA, CPABHABAIL PUCKOBHUTE
(GyHKUHH, CBBbp3aHu C rpynuTe 3a geyenue (RVd:Rd).

'P-CTOMHOCTTA € Ha 0a3aTa Ha HECTpaTHU(PHULMpPaH JIOrapUTMHUYEH PAHTOB TECT.

" MenunaHara Ha npocCJ/ieASBAHETO € U3YMCIIEHA OT JlaTaTa Ha paHJIOMH3aLUsATa.

JlaTta Ha 3akiouBaHe Ha AaHHUTE = 01 nexkemBpu 2016 T.

AxTyanusupanure pesyaratu 3a OIl npu nara Ha 3akmouBaHe Ha nanHuTe 01 maii 2018 r.

(84,2 mecelia Me1MaHa Ha MPOCJIEISBaHe 3a MPEKUBEIUTE MALMEHTH) MPOABIKABAT Ja MOKA3BaT
npeaumceTBo npu OI1 B monsa Ha RVd: HR = 0,73 (95% U 0,57; 0,94; p=0,014). JleabT Ha )KUBHUTE
nauneHTH ciie 7 ronuHy e 54,7% B pamoro Ha RVd cnipsimo 44,7% B pamoTo Ha Rd.

o Jlenanuaomua B koMOMHALIUA C IEKCAMETA30H MPU MALMEHTH, KOUTO HE ca MOAXO/IAIIH 3a
TPAHCIUIAHTALIMA HA CTBOJIOBHU KJIETKH

be3onacHOCTTa W e(pMKAaCHOCTTa Ha JICHAJIMJOMM Ca OLEHEHH B €IHO, MHOTOLIEHTPOBO,
paHAOMH3UPAHO, OTKPUTO Npoy4BaHe ¢a3za 3 (MM-020), ¢ 3 pameHa, npu NaLKMEHTH, KOUTO ca Haii-
MAaJIKO Ha 65-roMIIHa Bb3PacT MK MO-Bb3PACTHHU WIIH, aKO ca MO-MJIaH OT 65-ro/IMIliHa Bb3pacT,
He Ca KaHJM/aTH 3a TPaHCIUJIAHTALlUA Ha CTBOJIOBU KJIETKH, ThH KAaTO Ca OTKAa3aJIy Ja ce IMOI0XKAaT
Ha TPaHCIUIAHTAlMs Ha CTBOJIOBH KJIETKH WJIM TPAHCIUIAHTALIMSA HA CTBOJIOBH KJIETKH HE € Bb3MO)KHA
3a NalMeHTa nopaau GpuHaHcoBa Wi aApyra npuuuHa. [Ipoyusanero (MM-020) cpaBHsBa
JICHAJIMIOMU]L M IeKcameTa3oH (Rd), naBaHu 3a 2 pa3iMyuHM NO NPOABIDKUTEIIHOCT MEPHOIA OT BPEME
(T.e. A0 mporpecupaiio 3abonssane [Pamo Ha Rd] unu 10 ocemuanecer 28-1HeBHH uMKbIa [72
ceaMuuu, Pamo Ha Rd18]), ¢ Mmendanan, npennuson u ranuaomua (MPT) 3a MakcuMyM oT
/iBaHazieceT 42-IHeBHH LKKbJIa (72 cenmuum). [Taunenture ca pangomusupanu (1:1:1) B 1 ot 3-Te
pameHa 3a sieueHHe. [launeHTure ca ctpaTHHUMpPaHU NPU paHIOMH3MPAHETO 10 BH3pacT (<75
crnpsMo >75 roaunu), ctaauit (ISS craauu I u Il cnpsmo craamii 11T) 1 no crpana.

[lauuenTure B pameHarta Ha Rd u Rd18 ca npuemanu nenanuaoMun 25 mg BeAHBK JHEBHO B JJHH OT
|-Bu 110 21-BH OT 28-HEBHHUTE LIMKIIK B CHOTBETCTBHE C PAMOTO MO MpoToKoia. JlekcamerasoH 40 mg
€ 1aBaH BEIHbXK JHEBHO Ha 1-BH, 8-MH, 15-Tu u 22-u neH OT BcekH 28-aHeBeH LuKkbiI. Havyannara
103a u cxemara 3a Rd 1 Rd18 ca anantupanu B choTBeTCTBHE C BB3pacTTa M 6LOpeyHaTa QyHKLHS
(BK. Touka 4.2). [Tauuenture >75 roaMHu nosyvasar n03a JaekcaMeras’oH ot 20 mg BeJHBX AHEBHO
Ha |- BU, 8-MH, 15-TH ¥ 22-H 1eH OT BCcekH 28-AHEBEH LIMKBJ1. BCUYKH NallMeHTH rnoJiyyaBar
NPOQHUIAKTHYHO AaHTUKOAryaauus (HUHCKOMOJIEKYJIEH XenapuH, BapGapHH, XenapHH, HUCKA 1034
acrpHH) MO BpeMe Ha NMPOYYBAHETO.

[IbpBHYHATA KpaliHa TOYKa 3a €()UKACHOCT B MPOYYBAHETO € MpekuBsieMocT 6e3 nporpecus (ITBIT).
O6wio 1623 nauueHTH ca BKJIIOYEHH B NPOYYBAHETO, KATO 535 MALMEHTH ca PAHIOMH3HPAHH H
541 mauueHTH ca panaomusupanu Ha Rd18 u 547 naumenTty ca pangoMusupanu Ha MPT.
JleMorpadckuTe 1aHHH M CBBP3aHUTE Che 3a00/IABAHETO HAYAIHHM XapaKTEPHCTHKH Ha I
1100pe OanaHcHpaHy M B 3-Te pameHa. OGO B3€TO, YYaCTHULIUTE B MPOYYBAHETO UMAT
HarnpeaHall CTaiMK: OT obara nomnynauus B npoyusaHeto 41% umar ISS crammii 111,
ObOpeyHa HeloCTaTbYHOCT (KpeaTHHHHOB KiaupbHE [CLer] < 30 ml/min). Menuanara
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73 u B 3-T€ paMeHa.

B Tabanua 9 ca npeacraBeHH pe3yTaTUTE OT MPOYYBAHETO MPHU €IMH aKTyaJu3upaH aHanu3 Ha [1BI],
[IBI12 u obmara npexxussemoct (OIl) ¢ nata Ha 3akmouBane 3 MapT 2014 r., KbaAeTO MeIMaHATA HA
BPEMETO 3a NMPOCJIeAdBaHEe Ha BCHYKH TPEXKUBEIM NALMEHTH € 45,5 Meceua:

Tabauua 9. Pe3ome Ha JAHHHTE 32 00IaTAa B(l)HKﬂCHOCT

(95% AN)"

Rd Rd18 MPT
(N=535) (N=541) (N=547)
Ouenena ot u3caenonares I1BI1 -
(MecenH)
Menauana® Ha BpemeTo a0 [1BI1, Mmeceu 26.0 (20.7,29.7) | 21.0(19.7,22.4) (21.9(19.8, 23.9)

KP [95% JIU]®; p-cToliHOCT"

Rd cnip. MPT 0.69 (0.59, 0.80); <0.001
Rd cnip. Rd18 0.71 (0.61, 0.83); <0.001
Rd18 cnp. MPT 0.99 (0.86, 1.14); 0.866

IIB/1" - (Mecenn)

Menuana® Ha BpemeTo a0 I1BI1, meceLu
(95% JIN)*

42.9 (38.1, 47.4)

40.0 (36.2, 44.2)

35.0 (30.4, 37.8)

KP [95% JAHU]®; p-cToiiHOCT"

Rd cnip. MPT 0.74 (0.63, 0.86); <0.001
Rd cnp. Rd18 0.92 (0.78, 1.08); 0.316
Rd18 cop. MPT 0.80 (0.69, 0.93); 0.004

O0ma npexxuBsieMocT (MecelH)

Meauana® Ha BpemeTto no OIl, mecenu
(95% AN)*

58.9 (56.0, NE) |

56.7 (50.1, NE)

48.5 (44.2, 52.0)

KP [95% JIL]®; p-cToliHOCT"

Rd cnip. MPT 0.75 (0.62, 0.90); 0.002
Rd cnip. Rd18 0.91 (0.75, 1.09); 0.305
Rd18 cnp. MPT 0.83 (0.69, 0.99); 0.034

[IpocnensiBaHe (Meceuu)

MeauaHna® (MMH, MaKc): BCHYKH NalLlMeHTH

40.8 (0.0, 65.9)

40.1 (0.4, 65.7)

38.7 (0.0, 64.2)

OTtrosop Ha mueaoma* n (%)

[10 81 (15.1) 77 (14.2) 51 (9.3)
1140 152 (28.4) 154 (28.5) 103 (18.8)
4O 169 (31.6) 166 (30.7) 187 (34.2)
O6w otroeop: 10, ITIYO, wau HO 402 (75.1) 397 (73.4) 341 (62.3)
IIpoaAbIKHTETHOCT HA OTrOBOpA -
(Meceun)’
Menuana® (95% JIN)° | 35.0 (27.9,43.4) | 22.1 (20.3, 24.0) l 22.3 (20.2, 24.9)

AMT = antumuenomua tepanus; /IU = nosepurenen unrepsar; [10 = mbiieH orroeop; d = HUCKa 103a

nexkcamera3oH; KP = koeduuueHTt Ha

pucka; IMWG = International Myeloma Working Group; IRAC =

Committee; M = mendanan;

max = MakcuMyM; min = MUHUMYM; NE = He Moxe na 6bae uzuncneno; OI1 = o61a npexuBseM

NPCAHH30H,
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[1BIT = npexussemoct 6e3 nporpecus; YO = yactuueH otroBop; R = nenamunomun; Rd = Rd, gasan no
JIOKyMEHTHpaHe Ha nporpecupaulo 3adonsasane; Rd18 = Rd, nasan 3a < 18 uukbna; CI'=ctanaaprtHa rpemka; T
= tasmaomMua, MJIHO = MHOro 100Bp

4aCTHYEH OTrOBOP; CHP = CHPAMO.

* MenuaHara e 0a3upaHa BbpXy oueHkara 1o Kaplan-Meier.

% 95%-uusT JIH 3a MeauaHara.

" Ha 06a3ara Ha mojena Ha Cox 3a MponopLMOHATIHA PUCKOBE, CpaBHABALL pUCKOBUTE (DYHKIIMH, CBBP3aHH C
MOCOYEHUTE paMEHa Ha JICYEHHeE.

" p-cToiliHocTTa € 6azupaHa BbpXy HecTpatuduumpanus log-rank tect Ha pa3nuuus B kpuBara Ha Kaplan-Meier
MEXKYy MOCOYEHUTE paMEHa Ha JICYECHHE.

* ekcruiopaTtopHa KpaiHa touka (I1bI12)

“ MenuaHaTa € yHMBapuaTHaTa CTaTUCTUKA 0€3 KOPEeKIUU 3a OTCTPaHsBaHeE.

* Hal-noOpara naneHa oLeHKa Ha OTroBopa 1o BpeMe Ha (pa3arta Ha JIe4eHHE OT NMPOYYBAHETO (3a NePHHHUIIUH
Ha BCSAIKA KaTeropus OTroBopH, Jlara 3a 3akmouBaHe Ha gaHHUTe = 24 maii 2013 r.).

* JlaTa 3a 3aKouyBaHe Ha aaHHuTe 24 maii 2013 r.

e JleHanmaoMua B KOMOWHALMA ¢ MendasiaH ¥ NPeIHU30H, MOCAEIBAHH OT MOIbpKaLIa
Tepanus Npy NalMeHTH, KOUTO ¢a HEMOAXOSLIN 3a TPAHCILIAHTALHS

be3onacHocTTa M €PUKACHOCTTA HA JIEHAJIMIOMH]I Ca OLIEHeHH B €JHO MHOTOLIEHTPOBO,
paHIOMHU3MpaHO, ABOMHOCHANO npoy4BaHe ¢a3a 3 ¢ 3 pamena (MM-015) npu nauyMeHTH, KOUTO ca Ha
65-roauinHa Bb3pacT WM MO-Bb3PAaCTHU M UMAT cepyMeH KpeaTHHUH < 2,5 mg/dl. [IpoyuBaneTo
CpaBHsBa JICHAJTMAOMH] B KOMOMHauuUs ¢ mendanan u npeaHu3od (MPR) ¢ wiu 6e3 nopabpikaina
Tepanus C JEHaAJIMAOMHM/ 10 MPpOorpecHs Ha 3ab0JIsIBAHETO C Ta3u ¢ MesdasaH ¥ NpeJHU30H 3a
MakCHMyM 9 nukbia. [lanuenTure ca pangoMu3vpanu B cboTHoLeHWe 1:1:1 B eaHo oT 3 pameHa 3a
neyenue. IlaumenTure ca ctpatTiUUMpaHy NpU paHAOMHU3aLKMATA MO Bb3pacT (< 75 cnp. > 75 roauHH)
v craaui (ISS; craguu [ m Il cnip. craguii 111).

Tosa npoyuBaHe H3ciieBa NPHIOKEHHETO HAa KOMOUHMpaHa Tepanus oTr MPR (mendanasn 0,18 mg/kg
MepOpaiHO Ha 1-BH 110 4-TH JIEH OT NOBTapsLIU ce 28-AHEBHU LUMKIH; MpeaHU30H 2 mg/kg nepopajHo
Ha 1-BH /10 4-TH JIEH OT NMOBTapALIM ce 28-AHEBHU LUMKIU U NeHamaomua 10 mg/neH nepopasiHo Ha |-
BH /10 21-BH JIEH OT NMOBTapsLIH ce 28-THEBHH LIMK/IM) KaTO BBBEX/AIlla Teparus 3a MAaKCUMYM 9
LMKBJIA. [lallneHTHTE, KOMTO 3aBbpLIAT 9 LMKBJIA WM KOMTO HE Ca B ChbCTOSHHE /1a 3aBbpiaT 9
LIMK'BJIA NOpaJX HEMOHOCHUMOCT, MPEMHHABAT Ha MOAAbp Kalla Teparnus, 3aro4YBaiKy ¢ JEHATHIOMH/
10 mg nepopanHo Ha 1-BH 10 21-H AeH OT noBTapsLLy ce 28-THEBHH LIMKJIH 10 MTPOrpecHs Ha
3a00JIBaAHETO.

[IepBHuYHaTa KpakHa TOUYKa 3a €UKACHOCT B NMPOYUYBAHETO € npexxuBsemoct 6e3 nporpecus (I16I1).
OO0 459 nNaLMEHTH ca BKJIIOYEHH B NTPOYUYBAHETO, KaTo 152 nalMeHTH ca paHOOMHU3MPaHy Ha
MPR+R, 153 nauuenTs ca panaomuszupaid Ha MPR+p u 154 nauueHTH ca paHIOMH3HpaHH Ha
MPp+p. JleMorpadckute JaHHH U CBBbP3aHUTE ChC 3a00JISBAHETO XapaKTEPUCTUKM Ha NMALMEHTHTE Ha
H3XOJTHOTO HHUBO ca 00pe OajaHCHpaHU U B 3-Te pameHa; 3a oTOensa3BaHe €, ye npuoausuTeHo 50%
OT MALMEHTHTE, BKJIIKOYEHH BbB BCAKO paMoO, UMaAT ciieAHUTe XapakTepucTHkH; ISS craamii 111 u
KpeaTHHMHOB KIIMPBbHC < 60 ml/min. Menuanara Ha Bp3pactra € 718 pamenata Ha MPR+R u MPR+p
U 72 B pamoTo Ha MPp+p.

B eaun ananus Ha I1BI1, ITBI12, OII ¢ nara Ha 3akmouBaHe Ha naHHuTe anpwui 2013 r., npu KoiTo
Me/lMaHaTa Ha BPEMETO Ha MpOCieIsiBaHe 3a BCUUYKH MPEeXXHUBEJIH NalMeHTH € 62,4 Mecela,
pe3yJTaTUTE OT MPOYUYBAHETO ca npeacraBeHu B Tabauua 10.

Taoauua 10. Pe3ioMe HA TaHHHTE 32 00IaTA epHKacCHOCT

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

Ouenena or uszcaeaosareas INBII -

aF

(Mecenn) 7 WA 110

Mennana® Ha BpemeTto 1o [1BI1, mecenu 27.4(21.3,35.0) | 14.3 (13.2,15.7) | 13.1/(32.0; 14.8)1 N\ @
(95% JIN)® ST -1\ \

KP [95% JIU; p-cToitHOCT
MPR+R cnp. MPp+p
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MPR+R
(N=152)

MPR+p
(N=153)

MPp +p
(N=154)

MPR+R cnip. MPR+p

0.47 (0.35, 0.65); <0.001

MPR+p cnp. MPp +p

0.78 (0.60, 1.01); 0.059

IIBII2 - (mecenn) °

Meaunana® Ha BpemeTo 10 I1bI12,
mecel (95% J1N)

e —

39.7 (29.2, 48.4)

27:81(23.1,33.1)

28.8 (24.3, 33.8)

HR [95% JIC]; p-cTolHOCT

MPR+R cnp. MPp+p

0.70 (0.54, 0.92); 0.009

MPR+R cnp. MPR+p

0.77 (0.59, 1.02); 0.065

MPR+p cnp. MPp +p

0.92 (0.71, 1.19); 0.051

OO0wma npexxuBsieMocT (MecelH)

Menuana® Ha Bpemero a0 I1bI1, meceunm
(95% JIN)

55.9 (49.1, 67.5)

51.9 (43.1, 60.6)

53.9 (47.3, 64.2)

KP [95% CI]; p-cToHHOCT

MPR+R cnip. MPp+p

0.95 (0.70, 1.29); 0.736

MPR+R cnip. MPR+p

0.88 (0.65, 1.20); 0.43

MPR+p cnp. MPp +p

1.07 (0.79, 1.45); 0.67

[IpocnensBane (MeceLn)

MenauaHa (MMH, MaKcC): BCUYKH MaLlUEHTH

48.4 (0.8, 73.8)

46.3 (0.5,71.9)

50.4 (0.5, 73.3)

OueHeH oT H3cJie0BaATE sl OTIOBOP HA
muesaoma n (%)

[10 30 (19.7) 17 (11.1) 9(5.8)

4o 90 (59.2) 99 (64.7) 75 (48.7)
CrabunHo 3adossaBaHe (C3) 24 (15.8) 31 (20.3) 63 (40.9)
OT1roBopsT He MOXke aa Obae oueHeH (NE) 8 (5.3) 4 (2.6) 7 (4.5)

[Ipoab/KHTEJIHOCT HA OTIOBOpPA HA
MHEJIOMA, OLIeHEHA OT H3CJe10BaTe e
(ITO+Y0) - (Mmecenn)

Menuana® (95% JIN)

26.5 (19.4, 35.8)

12.4 (11.2, 13.9)

12.0 (9.4, 14.5)

JAA = nosepurenen uHTepsai; I10 = mbaeH otroBop; KP = KoepuuueHT Ha pucka; M = mendanan; NE = He
Moxe aa Obae oueHeHo; OIl = o6wma npexuBsiemocT; p = mnauebo; P = npe1HU30H;
[13 = nmporpecupaiuo 3adonasane; YO = yactuyeH otroBop; R = neHanuaomun; C3 = ctabunHo 3abo/igBaHe:;

MIYO = MHOro 100bp 4acTU4YEH OTTOBOP.

* Meauanara ce 0a3zupa BbpXy M3uucieHueTo no Kaplan-Meier
olIBI12 (excruiopaTopHa KpaifHa Touka) e ne¢uHupana 3a Bcuuku nauueHTu (ITT) kaTo BpeMeTo oT
PaHJOMHU3ALMATA 0 HA4YaAJI0TO Ha 3-Ta IMHUA aHTUMUEIOMHA Tepanusi (AMT) unu cMBbpT 3a BCHYKH

PaHAOMHU3IHUPAHH

[ToOKkpenswu npoyusanusi Ha HOBOOUAHOCIMUYUPAH MYTIMUNIIEH MUETIOM
EaHo OTKpHTO, paHAOMHM3HpPaHO, MHOTOLIEHTPOBO, ¢a3za 3 npoyusane (ECOG E4A03) e nposeneHo
rnpu 445 nauMeHTH ¢ HOBOJAMArHOCTHLIMPAH MYJITHIUIEH MUEJIOM; 222 NAIlMEHTH ca PaHJIOMHU3HPAHH B
PaMOTO Ha JICHaJMAOMH/HACKA 103a IeKCaMeTa3oH, a 223 ca paHIOMH3UpPaHH B paMOTO Ha
JIEHAJIMZIOMHU/I/CTaHAapTHA 103a AeKcaMeTa3oH. [laieHTiTe, paHIOMU3UpaHH Ha

JICHAJIMZIOMHI/CTaHJapTHA 103a JeKCAMETa30H, MoJTy4aBaT JICHATHAOMHUA 25 mg/neH Ha 1-BH 110
JIeH Ha BCeKH 28 HM rumoc gekcamera3zoH 40 mg/nen 1-Bu 10 4-td, 9-v 10 12-TM ¥ 17-TH )
JIEH Ha BCEKH 28 /1HHU 3a MbpBUTE YETHPHU LHKKBIA. [lallMeHTUTE, paHIOMHU3HUPAaHH B PAMOT
JICHAJIMIOMM/I/HHCKA /1032 IEKCAMETa30H, MOJTy4yaBaT JeHAIMAOMHUA 25 mg/neH Ha |-BH

Ha BCEKH 28 [HHM IUIXOC HUCKA J103a AekcameTa3oH — 40 mg/neH Ha 1-Bu, 8-Mu, 15-TH U 2
BCeKH 28 NHHU. B rpynara Ha neHanuaoMu/HKCKa 103a aekcameTa3oH 20 nauueHTH (9, 1
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[MPETHPIIABAT MOHE €1HO MPEKbCBAHE Ha J03aTa B CpaBHEHHUE ¢ 65 nauueHTH (29,3%) B pamoTo Ha
JICHAJIMJIOMUI/CTaHapTHA 103a A€KCaMETa30H.

B enuH post-hoc aHanu3 ce HaOJIIO1aBa MO-HUCKA CMBPTHOCT MPH PaMOTO Ha JICHATMAOMHMI/HUCKA
n03a aekcamerasoH ot 6,8% (15/220) B cpaBHeHHe ¢ paMOTO Ha JICHATHAOMHM/CTaHIapTHA 1034
nexkcamertasoH ot 19,3% (43/223) cpen rpynara naiMeHTH ¢ HOBOJUArHOCTULIMPAH MYJITHILIEH
MHUEJIOM C MeJIMaHa Ha IPOC/ICAABAHETO A0 MAKCUMYM 72,3 CEIMMLIM.

[Ipu no-aparo npocneassane obaue pazivMkara B oOIaTa NpeXKMUBAEMOCT B 110133 Ha JIEHAJTUAOMHU Y/
HMCKa /1032 JeKCaMeTa30H UMa TeH/IEHIIMA KbM IOHWKEHHE.

Mynmunien mueiom ¢ none eoHa npeoxoicoauia mepanus

E¢dukacHocTTa ¥ 0€30MacHOCTTa Ha JICHAJIMIOMH/] Ca OLICHEHH B JIBE MHOTOLIEHTPOBH,
paHIOMM3UPaHH, JBOMHO-CJIEITH, IJ1aLe00-KOHTPOJIMPAHH H C KOHTPOJI Ha Mapasie/IHUTe rpynu
npoy4saHus ot ¢asa 3 (MM-009 u MM-010) Ha sieyeHHe ¢ TeHATUAOMHU] TUTKOC IEKCAMETa30H Cpely
J€KCaMeTa30H, MpHUJIaraH caMOCTOSITEJIHO, MPH MALUEHTH C MYJITUILJIEH MHUEJIOM C MPEAXOIHO
neyenue. Ot 353 nauueHT B npoyuyBanusta MM-009 u MM-010, kouTto ca nosyyaBaiu

JIeHaIMAOMU 1/ AekcameTas3oH, 45,6 % ca 0unu Ha 65 roguuIHa Bb3pacT Wik noseye. OT U3CNeBaAHHUTE
704 nauueHTH B nnpoyuBaHusaTa MM-009 u MM-010 44,6 % ca Ounu Ha 65 roaummiHa Bb3pacT H

[MOBECYC.

B aBeTe npoyyBaHHs NMaUMEHTHUTE OT rpynara Ha JIeHaJIMAOMM/ 1IeKcaMeTa30H (JieH/1eKc) ca
MpUEMaJTK 25 mg JeHaIUAOMU NEPOPATTHO BEAHBIK JHEBHO B IHUTE | 10 21 M CHLOTBETHA KarcyJia ¢
[J1ae00 BEIHBXK THEBHO B AHUTE 22 10 28 OT BcekH 28-aHeBeH LMKbJI. [lalimeHTuTe B rpynara Ha
Jj1anedo/1ekcameTasoH (rauedo/aekc) ca npuemanu no 1 kancysa miauebo B quure 1 1o 28 ot
BCeKH 28-1HeBeH LMKbI. [lanmenture B aBere neyeOHU rpynu ca npueMaiu 40 mg nekcaMerasoH
NnepopaiHO BEAHBK JAHEBHO B IHUTE | 104, 9 10 12 1 17 no 20 ot Bcexku 28-1HEBEH LIMKBJI OT
MbpBHTE 4 LIMKbJ1A HA TepanuAaTa. Jlo3aTa nekcamerasoH e Ouna HamaneHa a0 40 mg nepopanHo
BE/IHbK JIHEBHO B THHUTE | 10 4 OT BCcekH 28-1HEBEH LMKBJI ciiell MbpBUTE 4 LIMKBIA OT TepanuaTa. U
B JIBETE MNPOY4YBaHMA JICHCHHUETO € MPOABJKABAJIO 10 Nporpecus Ha 3abossBaHeTo. U B nBere
[Npoy4BaHHs € OWJIO MO3BOJIEHO aJanTUpaHe Ha 103aTa B 3aBUCHUMOCT OT KJIHHUYHMTE U JIabopaToOpHH

pe3yJITaTH.

A B 1BeTE MpoyuBaHHMs MbpBUYHATA KpaliHa TOYKa 3a eUKACHOCT € OWjla BpeMeTO 10 Mporpecus
(BAIT). O6mo 353 nauneHtH ca Ouim ouieHeHu B npoyuBaHero MM-009; 177 B rpynaTa Ha JieH/neKc
1 176 B rpynara Ha miauedo/aexkc 1 oowmo 351 nauueHTy ca OUiIM oLieHeHH B rpoyuBaHeTo MM-010;
176 B rpynara Ha JieH/nekc 1 175 B rpynara Ha ruiaue6o/aexc.

B nBeTe npoyuBaHHs U3XOAHHUTE AeMOrpadCKH U CBbp3aHUTE ChC 3a00/IBAHETO XapAKTEPUCTHKH ca
OWJIM CpaBHUMM MEXy IPYIHUTE Ha JIEH/IeKC U Ha riauebo/nekc. MenuaHaTa Ha Bb3pacTTa M 3a
JABETE TOITyJIallMH MalMeHTH € Ouna 63 roguHM NMpU CPaBHUMO CHOTHOIIIEHHE HA MBXKE M YKEHH.
CrarycwsT no ECOG (Eastern Cooperative Oncology Group performance status), Kakto U 6posT U
BUIIBT Ha MPEABAPHTE/IHUTE TepaIluu ca OUIM CpaBHUMH MEXAY ABETE FPYITH.

[IpeaBapHuTenHO MUIaHUPAHUTE MEKIMHHHM AHAJIM3H M Ha JIBETE MPOYYBaHMS Ca NMOKa3aju, 4ye
JICYEHHETO C JIEH/JEKC € CTATUCTUUYECKH 3HaYMMO 10-106po (p < 0,00001) ot ToBa camo ¢
JICKCaMETAa30H 10 OTHOLLIEHHWE Ha ITbPBUYHATA KpaiHa Touyka 3a edpukacHoct B/II1 (Mmeanana Ha
[IPOABJDKATEIHOCT Ha nepuoja Ha npocaeassade 98,0 ceamMuun). lensbT Ha ciayyauTe ¢ ITbJIEH
OTrOBOP U 00L1 OTFOBOP B rpynara Ha JIeYeHHe C JIEH/IEKC ChLIO € OMI 3HAYUTETHO MO-BUCOK B
CpaBHEHHE C rpynara Ha ruialedo/1eKc ¥ Mpu ABeTe Npoy4BaHus. BriocieacTBue pe3yaTaTure ot Te3M
aHAJIM3HM Ca JI0BEJIM 10 NpeKpaTaBaHe Ha ABOMHO-CJICNUS MTPOTOKOJ H 3a JIBETE NPOYYBaHHS, 3
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M3BbpllEeH € aHaIM3 Ha e(PUKACHOCTTA B pa3LIMPEH MEePHO/I Ha NpOCIIesiBaHe ¢ MEAHA
Ha npocaenssane 130,7 ceamuuu. Tabnuua 11 o60611aBa pe3yaraTure OT aHAIU3HUTE
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B 1034 cOOpeH aHaJIM3 Ha pa3lIMpPEeHUs NepHo Ha npocieasaBaHe meadaHara Ha BJII1 e Ouna

60.1 ceamuum (95 % JAU: 44,3, 73,1) npu nauueHTH, J€KyBaHH ¢ JeH/aekc (n = 353), cpemy

20,1 cenmuuu (95 %, JIU: 17,7; 20,3) npu nauMeHTH, NeKyBaHH ¢ ruiauedo/nekc (n = 351).
MenuaHaTa Ha npexxuBseMocT 0e3 nporpecus e 6una 48,1 ceamuum (95 %, AU: 36, 4; 62,1) npwu
MaLMEHTH, JIEKYBaHH ¢ JieH/aekc, cpewmty 20,0 ceamuum (95 %, AH: 16,1; 20,1) npu nauueHTH,
JIeKYBaHH c ruiauebo/nekc. MeauaHaTa Ha Npoab/IXKUTEIHOCTTA Ha JiedeHHeTo e ouna 44,0 ceaMuLm
(muH. 0,1, makc. 254,9) 3a nen/nekc u 23,1 ceqmuum (MuH. 0,3, Makc. 238,1) 3a ruraue6o/aekc.
JlsanoBere Ha nauueHTH ¢ mbjieH otroop (110), yactuuen orroop (HO), kakTO M Ha TE3M ¢ 00111
otrosop (ITO+4HO) B rpynara Ha JiIeH/aeKC OCTaBaT 3HAYUMO TO-TOJIEMH B CPaBHEHHE C T€3H B rpynara
Ha 11anebo/aeKc ¥ NpU ABeTe npoyuBaHusa. MeauaHara Ha ofliaTa npexKUBIEeMOCT B aHAJIM3a Ha
pa3lMpEHHs NIEPUOJ Ha NpocieasBaHe npu cobopHure npoyusanus € 164,3 ceamuum (95 % JIU:

145.1; 192.6) npu nauueHTH, JIeKyBaHHM C JieH/aekc, cpewy 136.4 ceamuum (95 % JIU: 113,1; 161,7)
[PH NMALMEHTH, JIEKYBaHH C ruauedo/aexc. Benpeku ¢akra, ye 170 or 351 naumeHTH, paHAIOMU3UpaHH
3a JieyeHUe ¢ ruiauedo/aeKc, ca noyvyaBaiu JeHAIMAOMUA Clie]l MporpecyusTa Ha 3a00/IIBaHETO WIIH
cJie/l IpeKpaTsaBaHe Ha JIBOHHO-CJIEIHS MMPOTOKOJ, COOPHHUAT aHA/IM3 Ha od1ara rnpexuBsAeMocCT €
MOKa3aJl CTaTUCTHYECKH 3HAYMMO MPEAUMCTBO MPH NPEXKUBAEMOCTTA MPU rpynaTa Ha JieH/eKe B

cpaBHeHUe ¢ Ta3u Ha rutauebo/nekc (KP = 0,833, 95 % I = [0,687; 1,009], p = 0,045).

Tabanua 11. O6001menne HA pe3yJITATHTE OT AHAJIH3HTE HA e(PHKACHOCTTA KbM KpaliHHS CPOK
HA pas’lIHpPEeHHs NepHOA HAa mpocJieasBaHe — cOopaun npoyuBanus MM-009 u MM-010 (xpaen
CPOK ChOTBETHO 23 1014, 2008 r. u 2 mapT, 2008 r.)

Kpaiina Touka JIeH/1eKc njanedo/aexc
(N=353) (N=351)

Bpeme 10 cb0HTHETO _ | KP [95% /IH], p-cToiinocT®
Bpeme 1o nporpecus 60.1 20.1 0.350[0.287, 0.426],
Menauana [95 % JIU], [44.3, 73.1] [17.7, 20.3] p<0.001
CeJIMULIH
[IpexxuBsemocT 0e3 48.1 20.0 0.393 [0.326, 0.473],
[porpecus [16.1, 20.1]

Menuana [95 % JI1], [36.4, 62.1] p<0.001
CeJIMHLIU
OO0mma npexUuBIeMOCT 164.3 136.4 0.833 [0.687, 1.009]
Menuana [95 % [IA], [145.1, [113.1,161.7] p=0.045
CeJIMHULIH 192.6] 75%
EnnoroauinHa obia 82%
[NPEeKHUBAEMOCT

J#1,1 HA OTrOBOPHTE HA CboTHOIIEHHE HA

JIeYEeHHEeTOo mancosere [95 % AH], p-
| croiinoct®
OO6w oTrosop [n, %] 212 (60.1) 75 (21.4) | 5.53[3.97,7.71], p<0.001
[Ib1eH oTrosop [n, %] 58 (16.4) 11 (3.1) 6.08 [3.13, 11.80], p<0.001

" JIBycTpaHeH JIOrapuTMH4HO NpeoOpa3yBaH PEHKOB TECT, CPABHABAILl KPUBHTE HA MPEKHUBAEMOCT MEXITY
PYNHUTE Ha JIEYEHHE.
? JIByCTpaHEeH KOPHUIrHpaH 3a NpOAb/KHTEIHOCT XM KBAJApaT TECT

Muenooucniacmuynu cuHopomu

EdukacHocTTa M 6€30nmacHOCTTa Ha JIEHAJIMIOMH/I Ca OLIEHEHH TIPH MALMEHTH C
TpaHC(y3HOHHO-3aBUCHMA aHEMMS, Ib/DKAILA Ce HA MUEJIOAMCIUIACTHYHH CHHIPOMH C MaJTbK WK
cpeeH (HUBO 1) pUCK, CBbp3aHH C UMTON€HETHYHATA AHOMAJTUSA JAeJIeLns S5q, ChC WK 6e3 Ipyr

LIATOreHETHYHH AHOMAJIMH, B 1BE OCHOBHM MPOYYBaHHsA: MHOMOLIEHTPOBO, PaHIOMU3HpaHEL  \ " " /g, \
IBOHHOCIIANO, TU1aLe60-KOHTPOJIMPaHO npoyyBaHe (a3a 3 ¢ 3 pameHa Ha JBe 1034 nepopaset A I_'xf‘l\:ffa \
nenanuaomua (10 mg u 5 mg) cnpsmo mwiane6o (MDS-004) ¥ MHOrOLIEHTPOBO, OTKPHT np gme F \'7, \
¢a3za 2 na nenanuaomun (10 mg) ¢ eqno pamo (MDS-003). ':—'? | &7, Ny **- & I\
2\ b f &
\ €2 &/
> N\ A



[IpeacTaBeHuTe 1M0-710JTy pe3y/ITaTH Ce OTHACAT 10 intent-to-treat momynaumsara, npoyyeHa 8 MDS-003
1 MDS-004; otaenHo ca nokazaHu U pesysITaTUTe 3a CyOIoMy/iauMaTa ¢ H30J1paHa aeielus 5q.

B npoyusaHeTro MDS-004, B koeTo 205 nauxeHTH ca MOpaBHO paHAOMHM3HPAHH J1a MOJTy4aBaT
neHanuaoMua 10 mg, 5 mg WK naauedo, OCHOBHUAT aHAJIM3 HAa €(UKACHOCTTA C€ ChCTOU B
CPaBHEHHE Ha YECTOTaTa Ha OTTOBOP MPH HE3aBUCUMOCT OT TpaHcdy3us B pameHata Ha 10 mg u 5 mg
JIEHAJTMJIOMH]L CIPAMO paMOTO Ha I1auedo (aBoiHo3acaeneHa ¢asa ot 16 10 52 ceaMuiM ¥ OTKpHUTa
aza 10 060 156 ceamuum). JledeHHeTO Ha MALMEHTHTE, MPH KOMTO HAMA JOKA3aTEJICTBO 3a MOHE
MaJIbK €pUTPOUZICH OTroBOp ciiel 16 cenmuiy, e npekpareHo. [lauueHTHTe, NMpH KOUTO UMa
JI0Ka3aTeJICTBO 3a NOHE MATbK €PUTPOHIEH OTTOBOP, Ca MOIJIH /1a MPOIb/KAT TEPANMUATA 110
CpPUTPOMACH penarc, nNporpecyus Ha 3a00/BaHETO WJIM HETIPUEMJIMBA TOKCHYHOCT. Ha mauueHTuUTe,
KOHMTO MbPBOHAYAJIHO Ca IMOJIy4YaBaJlM riauedo Wid S mg JeHaJIuIOMHI U HE ¢a MOCTUIHAIM TIOHE
MaJTbK €pUTPOHJIEH OTTOBOP clied 16 ceIMHLIM JleueHue, € MO3BOJIEHO a MPEMHUHAT OT ruiauebo Ha S
mg JICHATHIOMH/L WIH J1a IPOABJIKAT JICYEHHETO € JICHAJIMIOMHU] C MO-BUCOKa 103a (0T 5 mg Ha 10

mg).

[1pu npoyuBane MDS-003, npu koeto 148 nauueHTH nosyyasar JieHaTHAOMHA B 103a 10 mg,
OCHOBHMAT aHaJIU3 Ha €()UKACHOCTTA C€ ChCTOM OT OLIEHKA Ha e()UKACHOCTTA HA JICYEHHATA C
JICHAJIMIOMHU] 3a [TIOCTUIraHe Ha XeMaTOMOETUYHO NMOAOOPEHHE NPH MALHUEHTH ¢ MHUEJIOAUCIUIACTUYHH
CHH/JIDOMM C MaJITbK WJIM CpeleH (HUBO 1) pHUCK.

Tabuuua 12. O606menne Ha pe3yaraTuTe 3a epuKacHOCT — npoyuBanus MDS-004
(aBoiHO3ac/ieneHa ¢aza) u MDS-003, nonynanus intent-to-treat

Kpaiina Touka MDS-004N = 205 MDS-003N = 148
10 mg' 5 mg' Ilnane6o* (10 mg
N =69 N =69 N=67 |[N=148
HesaBucumocT ot tpancdy3usa(> 182 | 38 (55,1 %) | 24 (34,8 %) | 4 (6,0 %) 86 (58,1 %)
JIHH)
He3zaBucumocT ot TpaHcy3us 42 (60,9 %) | 33(47.8%) | 5(7,5%) 97 (65,5 %)
(> 56 nHu)”
MenauaHa Ha BpemeTo 110 4.6 4,1 0,3 4,1
HE3aBMCHUMOCT OT TpaHCPy3us
(cCeAMHLIM)
MenuaHna Ha NPOAB/IKHTETHOCTTA HA H/” H/I H/I 114,4
HE3aBUCHMOCT OT TpaHCc(y3Hus
(ceaMHLIH)
Menuana Ha yBenuyeHuero HaHgb, 6,4 5.3 2,6 5,6
g/dl

T IlaumeHTH, JieKyBaHH ¢ JeHanuaoMua 10 mg B 21 aHuU OT 28-1HEBHHUTE LIMKIIH

T+ [launeHTH, IeKyBaHH C JIEHAIMAOMMI 5 mg B 28 JHM OT 28- THEBHHUTE LIMKJIH
¥ MHO3HHCTBOTO OT NMaLMEHTHTE Ha U1aLe6o MpeKkpaTsaBaT ABOMHO3AC/IENEHOTO JICYEHUE MOpajH JIUICa Ha

edukacHocT ciien 16 ceaMuULMIeyeH e rrrenn /la HaBJIA3aT B OTKpUTaTa (asza
"CBbp3aHo ¢ yBenuuenne na Hgb > 1 g/d

o HegocTurHara (T.e. MeIMaHaTa He € JOCTUrHATA)

B MDS-004 3Ha4uMO Mo-roisimMa 4acT OT NaLMEeHTHTE C MHEJIOAUCILIACTUYHH CHHJIPOMH JOCTHUraT
MbpBHYHATA KpalHa TOYKa Ha HE3aBUCUMOCT OT TpaHcdy3us (>182 nuu) npu neHanugomua 10 mg B
cpaBHeHHe ¢ ruiauedo (55,1 % cnpamo 6,0 %). Cpen 47-Te NaLMEHTH ¢ LMTOreHETHYHATA AHOMAJTHS
W30JIMpaHa Aejiels 5q, JIeKyBaHH ¢ jgeHanuaomun 10 mg, 27 nauuentu (57.4 %) nocTurar
HE3aBUCUMOCT OT TPaHC(y3Hs Ha YEPBEHH KPbBHHU KJIETKH.




JTeHaMao0MKA. MenuaHara Ha yBesMyeHueTo Ha xemoryiobuna (Hgb) or u3xonHo HUBO npu paMoTo
Ha 10 mg e 6,4 g/dl.

JIOITBJIHUTETHUTE KpaHHHU TOYKHM HAa NPOYYBAHETO BKJIKOYBAT LIMTOr€HETHYEH OTrOBOP (B paMOTO

Hal0 mg rosemMu ¥ MaJIku OTTOBOpH ce HabmoaaBat ¢boTBeTHO IpHU 30,0 % u 24,0 % oT naumMeHTHUTE),
OLIEHKA Ha CBbP3aHOTO ChC 3/1paBeTo KayecTBO Ha )KUBOT (Health Related Quality of Life, HRQoL) u
[porpecus 10 ocTpa MUeJIOHIHa N1eBKeMus. Pesynrature oT uuroreHeTu4HUs otroBop U oT HRQoL
ca CbBMECTHMH C JJaHHHUTE OT ITbPBUYHATA KpaiiHa TOYKA M B M0JI3a HA JICYEHUETO C JIEHAJIMJIOMH/] B

CpaBHEHME C Iu1aLedo.

B MDS-003 ronsma 4act OoT nauMeHTUTe ¢ MUEJIOAUCTUIACTUYHH CHHIPOMHU MOCTUraT HE3aBUCHMOCT
oT TpaHcy3us (>182 nuu) npu nenanuaomua 10 mg (58,1 %). Menuanara Ha BpeMeToO 110
HE3aBUCUMOCT OT TpaHchy3us € 4,1 cenmuid. MeauaHara Ha NPOAB/DKHTENHOCTTAa HA HE3aBHCHMOCT
oT TpaHc(y3us e 114,4 cenmuun. MeauanaTa Ha yBeJiMueHHETO Ha XxeMoryioouHa (Hgb) e 5,6 g/dl.

[ oJIEMH U MAJIKH LIMTOr€HETHYHHU OTIOBOPH ce HalmoaaBaT cboTBeTHO NpH 40,9 % 1 30,7 % ot
MalMEHTHUTE.

["'onsima yact ot naumeHTure, BroyeHH B MDS-003 (72,9 %) u MDS-004 (52,7 %), ca nonydaBasiu
[ped TOBa CTUMYJIMpALLY €pUTPOIIOe3aTa CpeICTRa.

Manmennorxnemvyen aumgom

EdukacHocTra 1 6€30nacHOCTTa Ha JIEHAJTMIOMHK] Ca OLIEHEHH MPH MALMEHTH C MAHTETHOKJIEThYEH
JTMM(OM B MHOTOLIEHTPOBO, PaHJAOMU3HPAHO, OTKPHUTO MpoyuBaHe (a3a 2, CripsiMO eIMHCTBEHO
CPEACTBO M0 U300p Ha M3CeA0BaTE IS MPU MALMEHTH, KOUTO ca pedpakTepHH Ha CBOSTA MOC/IEqHA
CXeMa WJIM ca UMaJli peLMIMB €1MH 10 TpU mbTH (npoyuBaHe MCL-002).

BxiioyeHu ca rnmauueHTy, KOUTO ca Ha Hai-Masiko 18 roauiinHa B3pacT ¢ XMCTOJIOMHYHO JA0Ka3aH
MaHTeJIHOKJIeTh4YeH JTuMpoM U CT-uzmepumo 3abonsgBare. OT NaLMEHTUTE CE U3UCKBA [a ca
[OJTy4aBaJIM MOJAXOAAIIO MPEJAHIIHO JIEYEHHUE C HaW-MaJIKO €/1Ha MpeUIlIHa CXeMa Ha KOMOMHHpaHa
XumHoTepanusa. OCBEH TOBa, NMallMEHTUTE TPsAOBa 1a ca OMJIM HEMOAXOIALIM 3a HHTEH3HMBHA
XMMHOTEpanus W HWJIM TPaHCIUTAaHTALlMsA B MOMEHTA Ha BKJIFOYBaHE B npoy4BaHeTo. [lauueHture ca
paHAOMH3HpaHu 2:1 Ha JICHAIMAOMMA WIH B KOHTPOJIHOTO paMo. U30paHoTo OT H3ciienoBarens
JICYEHHE € OMPEAC/ICHO NPEAX paHIOMH3aLMATa U C€ CbCTOM OT MOHOTEpanus WIH C XJIOpaMOyLII,
LMTapaOUH, puTyYKCUMal, diyaapabuH WM reMLIMTaOuHH.

JleHalTMIOMKM]1 € MpHJIaraH NepopaiHo 25 mg BeAHbX AHEBHO 3a nbpBuTe 21 auu (J11 no J121) or
MOBTAPSALUM ce 28-THEBHH LIMKJIH J10 NPOrpecUs WM HENMpHEeMJIMBA TOKCHYHOCT. ITanmeHTHTe ¢
yMepeHa crerneH Ha Ob0peyHa HeJ0CTaThYHOCT € TPpAOBAJIO /1a MoJIy4aT Mo-HUCKA HayallHa /1034
neHasimaomua 10 mg qHeBHO no cbiuMs rpadHuk.

HU3xonHuTe neMorpa)ckM XapakKTepUCTHKH ca OWJIM CPaBHUMH MEXXIY PAMOTO Ha JICHAJTHMIOMH] U
KOHTPOJIHOTO paMo. MeiMaHaTa Ha Bb3pacTTa M 3a [BeTe MOMyJIalliy NalMeHTH e 68,5 roauHu npu
CPaBHMMO CbOTHOLLUEHHE HAa MBxKe U xkeHH. CtatychT no ECOG (Eastern Cooperative Oncology
Group performance status), KakTo U OpOAT Ha NpeABaAPUTETHUTE TePAIlMK Ca CPABHUMHM MEXIY ABETE

CpYIIHM.

[IbpBHuHaTa TOYKa 3a eprkacHOCT B npoyuyBaHe MCL-002 e npexxussemoct 6e3 nporpecus (ITBI1).

Pesynrature 3a epukacHoCT 3a nonyaauuara Intent-to-Treat (ITT) ca ouenenu or HezaBucuma
KoMHcHs 3a oueHka (Independent Review Committee, IRC) u ca npexncraBenu B Tabaunara no-aoiy.

Tadauua 13. O000menne Ha pesyaraTure 3a epukacHocT — npoyuBane MCL-002, nonyianus

intent-to-treat e~
Pamo Ha JieHaJIHAOMH KonT ﬁ&FWd "*FH
N = 170 }_:rth4,i"" :_;.':-H.‘H:.%{:‘
—— — —— e S o R =

[1BI1 éf’i- Fochisal
37,6 [24,0; 52,6] 22070 5,930,177 221 |

58

——

a
. L] _Ii |
Wy ! ! '
- * w o B J
Jr N -l :
~ ™ Y |

Vi



TIBI1, meauana®[95 % JAHU]° (ceamuin) 0,61 [0,44; 0,84]
CexBenTen KP [95 % JIU]* CekBenTeH log-rank 0,004
TECT, p-CTOHHOCT *

OTrosop?, n (%) IIsnex orrosop (110)

8 (4,7) 0 (0,0)
Yactuuen orrosop (HO) 60 (35,3) 9(10,7)
CrtabunHo 3abonsaBane (C3)° 50 (29.4) 44 (52,4)
[ Iporpecupaio 3abonssane (I13) 34 (20,0) 26 (31,0)
Heuspbpieno/Jlunceaiio 18 (10,6) 5(6,0)
IORR (T10, I1O#n, Y0), n (%) [95 % U] 68 (40,0) [32,58;47,78] | 9(10,7)"[5,02; 19._.37]_'|
p-CTOHHOCT" < 0,001
ICRR (ITO, ITO#), n (%) [95 % JIU]° 8(4,7)[2,05; 9,06] \ 0 (0,0) [95,70; 100,00]
pP-CTOMHOCT” 0,043
IIpoabaKHTEJTHOCT HA OTIrOBOpPa, MeAHAHA® 69,6 [41,1; 86,7] 45,1 [36,3; 80,9]

[95 % JIH] (ceamuLm)

Doma npexuBsieMocTKP [95 % JIU]®

Log-rank Tect, p- cTOHHOCT 0,89 [0,62; 1,28]

0,520
I = noseputenex uatepsan; CRR = npouent Ha mbaeH orrosop; [10= mbaeH otroBop; [IOH = mbjieH OTrOBOP
HEMOTBbPIEH;

DMC =KomuTet 3a HaOmoienue Ha aaHHuTe; [TT = intent-to-treat; KP = koepuuuenT Ha pucka; KM = Kaplan-
Meier;

MIPI = MexayHapoJeH NMpOrHOCTHYEH MHIEKC 3a MAHTEJIHOKJIeTh4YeH JuMpoM; NA = Henpunoxumo; ORR =
creneH Ha o0 otroBop; [13=nporpecupaino 3abonsBane; [1BI1 = npexusseMmoct 6e3 nporpecus ; YO = yacTHyeH
otroBop; SCT = TpaHcruiaHTauMs Ha CTBOJIOBU KJIETKH; C3 = cTabuiHO 3a0onsaBane; SE = cranaapTHa rpemka.
*MenauaHnara e Ha 0a3a onpeaensHe no Kaplan-Meier.

® Jlnana3oHbT € U34KCIIeH KaTo 95 % JIH oKosi0 MeIHaHaTa Ha BPEMETO Ha MPEXUBIAEMOCT.
* CpeaHara CTOMHOCT ¥ MeMaHaTa ca YyHUBapHaTHUTE CTATUCTUKHU 0€3 KOPEKLIMH 3a OTCTpaHsBaHe.

" CtpaTH(pUMKaALMOHHUTE NPOMEHJIMBH BKJIIOYBAT BPEME OT AUArHOCTULIMPAHETO 10 MbpBaTta n03a (< 3 roauHU U
> 3 TOAWHH), BpEME OT MOCJIEIHaTa CHCTEMHA aHTHIMM(POMHA Tepanus A0 MbpBaTa J03a (< 6 Mecena u > 6
meceua), npeawmecrsama SCT (aa wiu He) u MIPI Hau3X0AHOTO HUBO (HHCBK, CpeIEH H BUCOK PHCK).

" CEKBEHTHHAT aHaJIU3 € 0a3upaH BbpPXYy CTaTUCTHYECKATa CPEIHO MpeTerjieHa CTOMHOCT Ha log-rank Tect ¢
U3M0JI3BaHe Ha HecTpaTuuuMpaHus log-rank TecTt 3a yBeaMuaBaHe Ha pa3Mepa Ha U3BaJIKaTa
HecTpaTUuUMpanua log-rank Tect oT mbpBUYHHUA aHanu3.[IpererieHuTe CTOHHOCTH ce 6a3upar BbpXY
HaO/Ir01aBaHUTE CHOMTHSA MO BpeMeTO Ha Tperata cpema Ha DMC u BbpXy pa3nukaTra Mexay HabJoaBaHUTE U
OYaKBaHHMTE CbOMTHS 10 BpEMETO HAa MbpBUYHUA aHanu3. [IpeacraBenu ca acounupanuns cekBeHTeH KP u
cboTBEeTHUA 95 % J1H.

B npoy4sane MCL-002 B ITT nonyyanusaTa uma KaTo L0 SBHO yBEJIMUEHHE Ha CJIy4auTe Ha CMBPTB
paMkuTe Ha 20 ceqMULM B pamoTo Ha JieHanmaoMua 22/170 (13 %) cipamo 6/84 (7 %) B

KOHTPOJIHOTO pamo. llpu naumeHTuTe ¢ BUCOK TYMOpEH ToBap cboTBeTHUTE Ludpu ca 16/81 (20 %) u
2/28 (7 %) (BkK. TOUKa 4.4).

Donuxynapen 1ium@om

AUGMENT - CC-5013-NHL-007

EdukacHocTTa M 6€30MacHOCTTa Ha JICHATMIOMHU B KOMOMHALMSA ¢ pUTYKCUMAO CIIpAMO PUTYKCHMab
[UIFOC TU1alebo ca OLEHEHH NPH MaLMEeHTH ¢ peuauBupan/pedpaxrepen uHXJ1, Bxnoysam OJ1, B
MHOIOLEHTPOBO, PaHAOMH3HPAHO, ABOHHOCIIAINO, KOHTpOAUpaHo npoyusaHe ¢a3a 3 (CC-5013-NHL-
007 [AUGMENT)).

creneH 1, 2 wim 3a (CD20+ upes cbnoyun'romemuﬂ WJIM XMCTOXHUMHMS ), OLIEHEHH OT U3
WJTK JIOKaJIeH NaToJIor, ¢a paHJI0MH3HpaHHu B ceoTHOWEHHe |:1. [TauuenTuTe ca neky
C HaH-MaJIKO €/IHa NMpeArllIHa CHCTEMHA XUMHUOTEpAIus, UMyHOTepaIis Wikl XHMHOH
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Jlenanunomua 20 mg e npusiarad nepopaaHoO BEAHbX AHEBHO Mpe3 MbpBUTe 21 JHU OT MOBTAPALIH CE
28-1HEBHHU LMKJIM B MPOAB/DKEHHE Ha 12 LMKbBJIA WK 0 HENMPHEMJIMBA TOKCHYHOCT. Jlo3aTa
puTyKcHMab e 375 mg/m?2 Besika cenMuua B iMkba 1 (aum 1, 8, 15 1 22) u B neH | ot BcekH 28-
JIHEBEH

LIHKBJI OT LHKBJI 2 10 5. BCHYKH H34YMCIIeHHs Ha 103aTa pUTYKCHMal ca Ha 6a3ara Ha TejlecHarTa
noBbpXHOCT (TII) Ha maumMeHTa, KaTo € U3MOoJI3BAaHO JAEHCTBUTEIHOTO TEIJIO HA MAlLMEHTA.

JleMorpa)cKuTe ¥ CBbpP3aHUTE ChC 3a00/IIBAHETO XapaKTEPUCTHKH HAa H3XOJHOTO HUBO Ca MOAOOHH
[MPHU ABETE PyIIH 3a JICYEHHUE.

[IbpBHYHaTA LI€]1 HA IPOYYBAHETO € J1a Ce CPaBHH e(pMKACHOCTTA Ha JICHAIMAOMHM/L B KOMOMHALIHS C
PUTYKCHMAO CTIPSIMO pUTYKCHMab IUIIOC Manebo NpH MaukeHTH ¢ peuuarBupan/pedpakreper @J1
crened 1, 2 unu 3a unn M3J1. Onpenensnero Ha edpukacHocTTa ce ocHoBaBa Ha [1BI1 kaTto mbpBHuHa
KpaiHa To4ka, oueHeHa ot IRC cnopen kpurepuure Ha MexxayHapoaHara pabGoTHa rpyna
(International Working Group, IWG) 2007, Ho Ge3 nozutpoHHO-eMucHoHHa ToMorpadus (PET).

BTopu4HHTE LIEJIM Ha MPOYYBAHETO ca Ja ce CpaBHU 0€30MaCHOCTTa Ha JICHATHIOMH B KOMOMHALIUS C
PUTYKCHMA0 CrIpsMO pUTYKCHMaO munoc niane6o. JIombIHUTETHHTE BTOPHYHHM LIEJH ca Ja Ce CPaBHH
€(MKaCHOCTTa Ha PUTYKCUMAO TUTIOC JIEHATHJIOMH]I CIIPAMO PUTYKCUMab rumoc ruiauebo, KaTo ce
M3I10J13BaT CJICJIHUTE IPYTH MapaMeTpH 3a ePUKACHOCT: cTeneH Ha o6l otroBop (overall response

rate, ORR), mesien otrosop (I10) u npoabmkuTenHocT Ha otroBopa (duration of response, DoR) ot
IWG 2007 6e3 PET u OIL.

Pesynrature ot oOwara nomynauus, BraountenHo ®JI u M3J1, nokassar, ye npu MeaMaHa Ha
npocneassare 28,3 Mecela mbpBUYHaTa KpaiitHa Touka [1BI1 B npoyuBaHeTo ce noctura ¢
koeuuueHt Ha puck (HR) (95% nosepurenen unrepsan [CI]) 0,45 (0,33;0,61) p-croitroct < 0,0001.
Pesynrarure 3a epukacHOCT OT nomyJsiauusara ¢ GoauKynapeH muMboMm ca naaenu B Tabnuua 14.

Tabanua 14: Pesrome Ha nanuuTe 32 epukacHocT 3a posukyaapen anumpom— IpoyusBane
CC-5013-NHL-007

DJ]
(N =295)

JleHanuoomua U [1nauebo u purykcumab
putykcumad (N = 147) (N = 148)

[Ipexussemoct 6e3 nporpecus (IIBII) (IlpaBuaa 3a nensopupane na EMA)

Menauana Ha [1BI1? (95% JIN) 394 13.8
(MeceLn) (25.1, NE) (11.2,16.0)
HR [95% U] 0.40 (0.29, 0.55)°

-CTOMHOCT <(.0001°¢
Ob6exkTHBen oTrosop’ (IO
+4O0), n (%) 118 (80.3) 82 (55.4)
(IRC, 2007 IWGRC) (72.9, 86.4) (47.0, 63.6)
95 % JU¢
IIbaen orrosop’, n (%)
(IRC, 2007 51 (34.7) 29 (19.6)
IWGRCQ) (27.0, 43.0) (13.5, 26.9)
95 % JIN*
[IpoaABLIKHTESTHOCT HA
oTrosopa’ (Meauana) (MeceH) 36.6
95% JIN* (24.9, NE)
Ooma npexxusaemoct™ (OI)
Yecrora Ha OIl Ha 5 roaunHu, n (%) 126 (85.9)
95% JIN (78.6, 90.9)
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HR [95% JIA] 0.49 (0.28, 0.85)°
IlpocsiennBane
MenunaHa Ha 67.81 65.72
[NPOABbJDKMTEIHOCTTA Ha (0.5, 89.3) (0.6, 90.9)
npocJie11BaHEeTO (MMH, MAaKc)
(MeceLHn)

a MeauaHa, U34UciIeHa OT aHaiu3 1o Kaplan-Meier

0 Koe(pMUMEHTHT Ha pUCKA U HETOBUAT JOBEPUTEJIEH HHTEPBAJI Ca U3YMUCIIEHH T10 HECTPATU(HLIMPAHUs MOJIE Ha
CoX 3a NpOrNnoOpLUOHAIIHHTE

PUCKOBE,

B P-cToiiHocT OoT log-rank Tecra

r BTopu4HHTE U EKCIUTIOPATOPHUTE KPaliHH TOYKH HE Ca O-KOHTPOJIMpPaHU

a1 C MeauaHa Ha npocieasBaHe ot 66,14 Meceua uma 19 cMbpTHH ciiydas B R2 pamoTo 1 38 cMbpTHHM cily4as B

KOHTPOJIHOTO pamo.
e TouyeH noBepUTEIEH HHTEpBaJ 3a OMHOMHO pasnpeelieHHeE.

Donuxyrapen aumg@om npu nayuenmu, pepaKkmepru Ha pUmyKkcumad

MAGNIFY - CC-5013-NHL-008

O010 232 nauMeHTH Ha Bb3pacT Hal-masko 18 roaunu ¢ xucronoruyHo notebpacH DJI (creneH 1, 2,
3a wii M3J1), olleHeHH OT U3cie0BaTe I WK JIOKAJIEH MaTOoJIOr, ¢a BKJIIOYEHH B ITbPBOHAYAIHHSA
MepyMo/l Ha JieyeHHe ¢ 12 uMKbIia JeHATMAOMU TUTIOC pUTYKCUMaO. TlaleHTHTe, KOUTO MOCTHIaT
[TO/T10OH, HO wim C3 1o kpast Ha neproaa Ha HHAYKLMOHHO JIeYeHHE, Ca PAaHIOMHU3HPAHH J1a Ce
BKJIOYAT B MEPHO/A Ha MMOJIBPAKALLO JieyeHHe. BCHUKkM BKIIOUEHHW NalMEHTH TpsAOBa npeay ToBa Jia
ca OWJIM JIEKYBaHH C HA-MaJIKO €JHa CUCTEMHA aHTUJIUMM(pOMHA Tepanus. 3a pa3jiMKa OT NMPOYy4YBAHETO
NHL-007 npoyuysanero NHL-008 BritouBa nmauueHTH, KOUTO ca pedpakTepHH Ha pUTyYKcHMab (Oe3
OTrOBOp HJIH C PELHMIMB B paMKHUTE Ha 6 Mecela Cle/l IEYEHHUETO ¢ pUTYKCUMab MM KOMTO ca
pe(ppaKkTepHHU U Ha PUTYKCUMAO, U Ha XUMHUOTEparus).

B nepvona Ha MHIYKUMOHHOTO JieyeHue ieHamaoMua 20 mg e npuiaraH B aHute 1-21 ot
[MOBTAPAIUH c€ 28-THEBHH LMKIIM B MPOAb/DKEHHE Ha 12 LMKbIa 10 HENMPHEMJIHBA TOKCHYHOCT HIIH 10
OTTErJIiHE Ha CbIJIACUETO, WM Nporpecus Ha 3abonsaBaHeTo. Jlo3aTa purykcumab e 375 mg/m2 Bcsaka
ceaMuua B UMKDBJI | (aHM 1, 8, 15 1 22) u B 1eH | Ha Bceku cienBain 28-aHeBeH LUKB (LUMKIH 3, 5, 7,
9u 11) no 12 uuksna tepanus. Bcuuku u3uucaeHus Ha 103aTa puTykcumab ca Ha Ga3ara Ha
TesiecHaTa noBbpXHOCT (111) M aelcTBUTEIHOTO TErI0 Ha NMalMeHTa.

[IpencraBeHuTe naHHU ca Ha Oa3aTa Ha MEXXIMHEH aHa/Iu3, (POKYCHpaH BbPXY MEpHO/ia Ha
WHIYKLMOHHO JIeYeHHe ¢ e1HO paMo. EdukacHocTTa e onpenenena Ha 6a3ara Ha ORR criopen Haii-
100pHs OTrOBOP, KaTO 3a ITbpBUYHA KpakiHa TOYKa € U3MOoJI3BaHa MOIU(PHUKALIMA HA KPUTEPHHUTE 34
oTroBop Ha MexayHaponHara padotHa rpyna (International Working Group Response Criteria,
IWGRC) 1999. BropuuHara uen e 1a ce OLEHAT Apyry napamMerpu 3a epuxacHocT kato DoR.

Tabamna 15: Pe3rome Ha o0muTe JaHHH 32 epHKACHOCT (IePHOA HA HHAYKIHOHHO JIeYeHHe) —
IIpoyuBane CC-5013-NHL-008

BcHYkH nauueHTH [TauuenTu ¢ OJI
Pedpakrepuu|Pedpakrepnu Pe¢pakrepan |PedpakrepHi
Ha Ha Ha PUTYKCHM.. |Ha PUTYKCHM
000 pUTYKCcUMab | puTtykcumad 0610 Ha He
N=]87 2 Aa He  N-148 i N=88
N=77 N=110
ORR, n (%) 127 (67.9) |45 (58.4) 82 (75.2) 104 (70.3) 35 (58’./3_L 69 (79.3)
(ITO+TIOH+YO0) 2
CRR,n (%) (MO+IOw)  [79(422)  R7(35.1)  [S2(47.7)  [62(41.9) /POY33.3).- MI(48.3)
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bpoH NOCTHIHAJIH OTTOBOP

N=127

N=435

N=82

N=104

N=35

N=69

% naunuentH ¢ [TuO °
> 6 mecena (95% JIN) ®

93.0
(85.1, 96.8)

90.4
(73.0, 96.8)

94.5
(83.9, 98.2)

94.3

96.0 (74.8,

(85.5, 97.9) 99.4)

93.5
(81.0, 97.9)

% nauueHTH ¢ [TuO °
> 12 mecena (95% JAN) ®

79.1
(67.4, 87.0)

73.3
(51.2, 86.6)

82.4

(67.5, 90.9)

79.5

73.9 (43.0,

(65.5, 88.3) [89.8)

81.7
’(64.8, 91.0)

/AN = nosepurenen untepsai; [1HO = npoasmkuTenHocT Ha otroBopa; MJI = ponukynapen nuMdom
a [lonynauMsara 3a MbpBHYEH aHAJIM3 3a TOBA IMPOYYBAHE € MOIYJIALMATA, 32 KOSATO MOXKE /1a Ce OLICHM
e(PMKACHOCTTa Ha HHAYKLIHOHHOTO

JIeYEHHME.

0 IIpoABIKHUTETHOCTTA Ha OTrOBOpa ce Je(HHHPaA KaTO BPEMETO (MECELIH) OT MbPBOHAYATIHUSA
OTroBop (Hanu-Maynko HO) 10 nokyMeHTHpaHa

[porpecus Ha 3a00JIABaHETO WJIM CMBPT, KOETO HACTBITH ITEPBO.

B CraTHCTHKA, nosry4yeHa no Metona Ha Kaplan-Meier. 95% JIU ce 6a3upa Ha popmynara Greenwood.
benexku: AHaJIM3bT € U3BBPLUEH CaMO 3a MAalLMEHTH, KOMTO nosydaBat YO unu no-xo6sp cien
JlaTaTta Ha IbpBaTa 403a OT HHAYKLIHOHHOTO

JICYEHHUE H TIPEJIM BCAKAKBO JICHYEHHE Mpe3 MOAAbPIKALIMSA NEPHOI U BCIKAKBa Moc/ieaBalla
AHTWIMM(OMHA Tepanus npe3 HHAYKLUHMOHHUSA

nepro. [IpoLeHTHT ce Oazupa BbpXY oOLIMS Opoii pecrioHAepH.

[leanarpuyHa nonyauus

EBponelickara areHuus 1o Jiekapcreata (EMA) e B3ena penieHue 3a npoyKT-crieLIHpUIHO
OCBOOOJK/IaBaHE Ha JICHAIMIOMM/I, KOETO Ce OTHACS 3a BCHUKH NOArPYNH Ha MeJuaTpH4HaTa
[ormyJlalMs 3a HeOoIU1a3MHU Ha 3peiid B kiieTku (Bxk. Touka 4.2 3a HHGOpMaLIMA OTHOCHO yroTpeba B

neauaTpusTa).

5.2 ®apMaKOKHHETHYHH CBOHCTBAa

JleHaniOMUA KMa aCHMETPHYEH BBIJIEPO/IEH aTOM M 3aTOBA MOJKE /1a ChILECTBYBA B ONITHYHO-
akTUBHUTE QOpMH S(-) U R(+). JleHanunomun ce npousBexaa KaTo paueMuydHa cMmec. JIeHaTmaoMu
OOHKHOBEHO € M0-100pe pa3TBOPUM B OPraHHYHH Pa3TBOPMTENH, HO MOKA3Ba HaM-royisma
pastBopumoct B 0,1N HCI 6ydep.

AOGcopbuus

Jlenanunomua ce abcopGupa O6bp30 ciien nepopasieH MpHeM MPH 3paBU JOOPOBOJILM HA TAIHO, C
AOCTHIraHe Ha MaKCHMaJlHa IJ1a3MeHa KOHUEeHTpauusa Mexay 0,5 u 2 yaca cien npunaraHe Ha [03aTa.
[1pn nauMeHTH, KAKTO ¥ NpH 31paBU JOOPOBOJILIK, MaKCMMaJIHaTa KOHLeHTpauus (Cmax) 1 ruiomira
oA KpuBaTa KOHUCHTpauus-speMe (AUC) HapacTBaT nponopLHOHAIHO ¢ MOBHIIABAHE HA NO3aTa.
MHOroKkpaTHHTE 1031 HE NPUYHHABAT M3Pa3eHAa KyMYJIALMS Ha JIEKAPCTBEHHS MPOIYKT.
OTHocHTeIHaTa eKCrIo3ULMs Ha S- U R-eHaHTHOMEpUTE Ha JIEHATUIOMH B [U1a3MaTa € ChOTBETHO
O0K0J10 56 % u 44 %.

ETHOBPEMEHHOTO MPHIIOKEHHE C XpaHa C BUCOKO ChBbP)KAHHE HA MA3HMHHU U KAJOPHH NPH 31paBH
100pOBOJILIM HAMaJIABa CTeNeHTa Ha abcopOLms, KOETO BOAH 10 Npubnu3uTenHo 20 % HaMajieHHe B
rjowlra rnoj Kpusarta KoHueHrpauusa-epeme (AUC) u 50 % Hamanenue Ha Cmax B a3mara. B
OCHOBHHTE PErHCTPALIMOHHH U3MUTBAHHSA NMPH MYJITHIUIEH MUEIOM U MUEJIOAMCIUIACTHYHH CUHIPOMH
32 yCTaHOBsABaHE HA €(PUKACHOCTTA U 6€30MacHOCTTa Ha JIeHAJTMIOMHU] 06a4e JIeKapCTBEHUAT MPOIAYKT
e npusiara 0e3 oryiel Ha npuema Ha XpaHa. ClieI0BaTeNHO JIEHATHIOMH/I MOXKE [1a Ce MPUIIAra Che
WK 0e3 XpaHa.

[lonynaunoHHUTe (papMakOKMHETHYHH aHATW3H M10KA3BAT, Y€ CTENEHTa Ha MepopaTH
JICHATMAOMHK]L € 1oaoOHa npu nauueHTure ¢ MM, MJIC u MKJI.

PasnpeneneHue
In vitro cebp3BaHeTo Ha (14C)-NneHATHIOMHA KbM IJ1a3MEHH MPOTEHHH € HHCKO Ch
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Ha CBbP3BaHE KbM IU1a3MeHH NPOTEHHH 23 % U 29 % chOTBETHO NMpPH MALIMEHTH C MYJITHIUIEH MHUEJIOM
1 [PH 3paBy J100POBOJILIH.

JlenanuoMun ce chabpika B yoBewkara cnepma (< 0,01 % or nosara) cien npunarase Ha 25 mg/neH
M JICKApCTBEHUAT MPOAYKT € HCOTKPMBAEM B CriepMaTa Ha 3/1paB MHAUBU/ 3 THU CJie]] CIIMpaHe Ha
BEIEeCTBOTO (BX. TouKka 4.4).

buorpaHchopmalnsg U eTUHMHUHUPAHE

PesysiraTuTe OT NpOBEXKAAHM in Vitro Npoy4YBaHUS Ha MeTaboIM3Ma [MpH XOpa MOKa3Bar, 4e
JICHAJTUIOMU/ He ce MeTaboM3upa upe3 uutoxpom P450 eHsumuTe, KoeTo npearonara, 4e € Majko
BEPOATHO €AHOBPEMEHHOTO MPUJIOKEHHE HA JICHAJTMIOMH]L C JIEKAPCTBEHHU MPOAYKTH, HHXMOHpaLIH
uuroxpom P450 eHsumure, na noseae 10 METabOIUTHH JEKapPCTBEHH B3aUMOIENCTBHUSA TPH XOpa.

[n vitro Nnpoy4BaHus MOKa3BaT, Ye JEHAIMAOMUA HAMa HHXuOHUpai epekt Bppxy CYP1A2, CYP2C9,
CYP2CI19, CYP2D6, CYP2E1, CYP3A unu UGT1A1. CnenoBaresiHo, HiMa BEPOSATHOCT
JICHAIMAOMM/ [1a MPUYMHH HAKAKBH KIIMHHYHO 3HAYMMH JIEKAPCTBEHW B3aMMOIEHCTBUS, KOraTo ce
[puJiara €IHOBPEMEHHO ChC CYOCTpaTH Ha TE€3H €H3UMM.

[n vitro npoy4YBaHHsATa [0Ka3BaT, Ye JEHAIMIOMH] He € CyOCTpaT Ha YOBEIIKUS MPOTEUH Ha
PE3HCTEHTHOCT KbM pak Ha repaara (BCRP), rpancnoprepure MRP1, MRP2 unu MRP3 (nporeuna,
CBBP3aH C MyJITWIeKapcTBeHaTa pe3ucTeHTHOCT (MRP), TpaHcnoprepure Ha opraHUYHH aHHOHHU
(OAT) OATI u OAT3, TpancniopTupatuus opraHudHd aHuonu nosmnentua 1B1 (OATP1B1),
TpaHcnopTepute Ha opraHM4YHM KaTHOHH (OCT) OCT1 n OCT2, MynTunekapcTBeH H TOKCHH
ekcTpyaupail nporeud (MATE) MATE] u HoBu TpaHcnoprepu Ha opraHiuHd kaTHOHH (OCTN)
OCTNI n OCTN2.

[n vitro Npoy4BaHUATA NIOKA3BAT, Y€ JICHATUAOMH HIMA HHXHOUTOPEH eeKT BbPXY €KCMOpTHAaTa
nommna 3a »J1b4Hd coiid npH xopara (BSEP), BCRP, MRP2, OATI1, OAT3. OATP1IBI1, OATPIB3 u
OCT?2.

[To-ronsmara 4acT OT JIEHATMAOMH] C€ ETMMHUHUPA Ype3 eKCKpewus ¢ ypuHara. JleasT Ha 6b6peuna
eKCKpeLHs OT OOLIMS KJIMPBHC NPU MHAMBUIK ¢ HOpMaiHa 6b6peuna dyHkums e 90 %, kato 4 % ot
JICHaJIM/IOMH/1a ce eJIMMUHHpa 4Ype3 (delieca.

Jlenannnomua ce merabonusupa cinabo karo 82 % ot fo3ara ce eKCKpeTHpa HENMPOMEHEHA B YPUHATA.
XHUIAPOKCHIICHATUIOMH U N-alleTWINICHATMIOMHL NPEICTaBIIABAT pecrneKTHBHO 4,59 % u 1,83 % ot
€KCKpeTHpaHaTa 1103a. bbOpeYHHAT KIMPBHC Ha JIEHATMIOMM] HAJBULIABA CTENEHTA Ha TIIOMEepYJIHA
(punTpaums M clie10BaTENIHO CE CEKPETHPA MOHE B M3BECTHA CTENEH aKTHBHO.

[Tpu 1031 OT 5 10 25 mg/neH NIa3MEeHUAT MOTYXKUBOT € MPUOJIM3UTENTHO 3 Yaca NMpH 3ApaBH
J00pOBOJILM K BapHpa OT 3 110 5 Yaca NMpH MaLMEHTH C MYJITHIUIEH MHEJIOM, MHEJIOAUCIIIIACTHYHH
CMHIPOMH WJIH MaHTEIHOKJIETBUYEH JIMM(OM.

Bb3pacTHu Xxopa

He ca npoBexa1any crieuMalHy KIIMHUYHH NIPOYYBAHHS 32 OLIEHKA Ha (hapMaKOKHHETHKATa Ha
JICHATTWIOMHU]1 TIPH XOpa B cTapyecka Bb3pacT. [lomynaumoHHuTe hapMaKOKMHETUYHH aHATU3H
BKJIFOYBAT NMAaLIHEHTH Ha Bb3pacT B iMana3oHa ot 39 1o 85 roauHu u nokassar, 4ye Bb3pacTra He
[MOBJIHMABA KJIMPBHCA HA JICHATMAOMHU] (€KCIIO3HLIMATA B M1a3Mara). Thii KaTo € Mmo-BeposTHO
MalHEeHTHUTE B CTapyeCcKa Bb3pacT la UMaT HamasieHa 0bOpedHa QyHKLUMs, TpIOBa BHUMATEIHO
noadbupaxe Ha 103aTa M 6M OGuI0 pa3yMHO Ja ce cieau 6b6peynara yHKLuS.

bb0OpeyHO yBpexaaHe
DapMakOKHHETHKATA Ha JIEHATMIOMHU]L € MPOYyYeHa MPH MalMEHTH ¢ GBOPEUHO YBpeKIaHe J
Ce Ha HeMaJIMTHEHHM 3a0o01saBaHus. B ToBa npoyuBaHe ce M3MoJI3BaT ABa METOAa 3a KJ1ac Huﬁpa’tmm
ObOpeuHaTa (yHKUMA: KPEATHHUHOB KJIMPBHC HAa YPHHATA, M3MEPEH B PAMKHUTE Ha 24 aea n 7o
KpPEaTHHWHOB KJIMPBHC, U34KC/IEH 1o popmyrnara Ha Cockcroft-Gault. Pesyararure %&mﬁé‘t 2 \
HamaJisBaHeToO Ha ObOpevHaTa PyHkuMs (< 50 ml/min) TOTAIHUAT KIMPBHHC Ha JIeH

HaMaJisiBa MpPONMOPUHOHAIIHO, KoeTo BoaH Ao noBuiuaBsaHe Ha AUC. AUC ce nosuu
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NPUOIHU3UTENHO 2,5, 4 U 5 MBTH CHOTBETHO MPH MALMEHTH ¢ YMEPEHO GBEOPEUHO YBPEKAAHE, TEKKO
OBOpeYHO yBpexkaHe U TepMHHAIHA GOpeYHa HEIOCTATHYHOCT, B CPABHEHHE ChC CMECEHATa rpyra
MalMEeHTH ¢ HOpMalHa ObOpeYHa QYHKLMA M MALMEHTH ¢ Jieko 6b0peyHo yBpexaane. [10yKUBOTBT
Ha JICHAJIMIOMH]] C€ MOBUIIIABA OT OKOJIO 3,5 Yaca NpH MHAMBUIM C KPEATUHHUHOB KJIMPBHC

> 50 ml/min no Han 9 yaca npu HHAMBUIM ¢ yBpeaeHa 6bOpeuna GpyHkums < 50 ml/min. Br6peutoTo
yBpexaHe, oda4e, He MPOMeHs nepopanHaTa abcopOums Ha ieHanuaoMua. Cmax e cXoqHa npH
3/IpaBH MHAMBHIH U NPH NaUKEHTH ¢ 0b0peyHo yBpexaane. [Ipubnusurento 30 % oT ekapcTBEHHS
[MPOJIYKT B OpraHu3mMa ce OTCTPaHsBaT I10 BpeMe Ha eHa 4-4acoBa JUaJIM3HA CEeCHS.

| IpenopbunTenHUTe alaNTHPaHKs Ha 103aTa MPU NALMEeHTH ¢ HamalleHa 6bOpedHa GpyHKIMA ca
OINMMCAaHM B TOYKa 4.2.

HepHoapoOHO yBpeXkaaHe

| lomynaunoHHKTe (papMaKOKHHETHYHH aHAJIM3H BKJIIOYBAT MALIMEHTH C JIEKO YEPHOAPOOHO
yBpexaaHe (N=16, oo 6unupyous > 1 1o < 1,5 x ULN wim AST > ULN) 1 noka3sBar, 4e JIeKOTO
4epPHOAPOOHO yBpeXKaaHe He MOBIMUIBA KIMPBHCA Ha JICHAIMIOMK/L (€KCIO3MLIMATA B IU1a3Mara).
Hsima HaTMYHH IaHHHM 32 MIALIMEHTH C YMEPEHO 0 TEXKO YePHOAPOOHO yBpexKaaHe.

Jpyru npuchiiy dbakTopH

[TonynatmoHHKHTe apMaKOKMHETHYHH aHAJIM3M MOKA3BaT, 4e TeecHoTo Tero (33- 135 kg), monsr,
pacaTa ¥ BM/l1a Ha 3JIOKa4€CTBEHHTE XemMaTooruyHu 3abonasanus (MM, MJIC unu MKJI) usamar
KJIMHUYHO 3Ha4YMM €(eKT BbpXY KJIMPBbHCA Ha JICHAJTMIOMH/I NPH BB3PACTHH MALUEHTH.

5.3 IlpeAKJIHHHYHH JaHHH 32 0€30MaACHOCT

[IpoBeneHo e npoyuBaHe Ha eMOpHOdETATHOTO pa3BUTHE NMPHU MaHMYHH, HA KOMTO € pujiara-
JieHanuaAoMHUA B 1034 oT 0,5 1o 4 mg/kg/nen. Haxoakure npu ToBa npoyysaHe NMoKas3Bar, 4ye
JICHATMIOMH]L € MPEAM3BUKaJl BbHILHH Maji(popMaLH BKJIOYMTETHO HEOTBOPEH aHYC U
MaJipOpMaLM¥ Ha TOPHUTE U NOJIHUTE KpaiHHULIM (M3KPUBEHA, CKbCEHA, MaJIpopMUpaHa, yCyKaHa
W/WIIK OTCHCTBALLA YACT HA KpalHHULIMTE, OJTUrO- W/WIK MOJHIAKTHIINS) TIPH MOTOMCTBOTO HA JKEHCKM
MaMMyHH, KOHUTO Ca I0JTy4aBajld akTHBHOTO BELLECTBO 110 BpeMe Ha OpeMEHHOCTTA.

[Ipu oTnenHu detycu ca HabarONaBAHH CBILO PA3IMYHM BUCLIEPAIHHU eeKTH (TPOMsAHA B LIBETA,
YE€PBEHH NETHA M0 pa3jIMYHH OpraHH, Majka Oe3uBeTHa Maca HaJl aTPHO-BEHTPHKYJIapHaTa KJiara,
MAJTBK JUTbY€H MeXyp, MajipopMaLiusa Ha aAuadparmara).

JleHanunoMHUA MMa MOTEHLIMA 32 OCTPa TOKCHYHOCT; MHHUMAJTHUTE JIETAJTHH JI03H CJIeH MEPOPATHO
npuiokeHue ca ounn > 2 000 mg/kg/nen npu rpusayn. MHOroKpaTHOTO NEPOPATHO MPUIIOKEHHE HA
75, 150 1 300 mg/kg/nen npu mibxoBe 3a 26 ceAMMLM € 10BEJO 10 06PATUMO, CBBP3aHO C JIECYEHHETO
[IOBUILIABAHE HA MUHEPAIU3aLMATA B ObOPEYHOTO JlereHye U MpH TPUTE A03H, OCOBEHO H3Pa3eHOo MpH
JKEHCKH 1urbXoBe. [Ipuema ce, ye HUBOTO, Npu KOETO He ca HabJII1aBaHK HEXeJIaHU JIEKAPCTBEHH
peakurn (NOAEL - no observed adverse effect level) e mox 75 mg/kg/nen u e okoso 25 mbTH no-
BHCOKO OT ©KE€AHEBHATA €KCIIO3HLIMA NPH Xopa, Oa3upaHo Ha cpaBHsABaHe HA AUC. MHOrokpaTHOTO
MepopaHoO NpuiokeHue Ha 4 u 6 mg/Kg/nen npu makimyHu 3a nepuoz 10 20 ceaAMULM € JIOBEJIO 10
CMBPTHOCT W 3HAYHTE/IHA TOKCHYHOCT (M3pa3eHa 3ary0a Ha Terjio, HaManueH OpoH epUTPOLIUTH,
I€BKOLIMTH U TPOMOOLIMTH, MYJITHOPraHHH KPbBOW3/IMBH, Bb3NaJ€HHE HA CTOMAIIHO-YPEBHHS TPaKT,
aTpo(us Ha JIMM(POUIHATA ThKAH U KOCTHHS MO3bK. MHOIOKPaTHOTO MEPOPATHO MPHIIOKEHHE Ha | U
2 mg/kg/nen npu makiMynu 10 1 roauHa e 10Beso 10 0GPaTHMM IPOMEHHU B KJIETHYHHTE
XapaKTepUCTHKH Ha KOCTHUS MO3BK, JIEKO MOHWKABaHE Ha CbOTHOLIEHHETO MHEJIOMIHH/EPUTPOUIHH
KJICTKHM W aTpous Ha TUMYyca. Jleka cyrnpecus Ha 6pos Ha JTIEBKOLIMTHTE € Hab/II01aBaHa MpH 1034

| mg/kg/nen, cboTBeTcTBaIA Ha MPUOIU3UTENHO CHIIATA 1032 [IPH XOpa, 0a3upaHO Ha CpaBHEHHUS Ha
AUC.

Llpu in vitro (6akTepHaiHK MyTaLMM, YOBELIKH JTUMPOLMTH, TUMPOM NPH MHILKH, TPa
Ha eMOPHOHAIHM KJIETKH OT 3JIaTUCTH XaMCTEPH) U in vivo ( MHKPOHYKJIEAPEH TECT I
[TPOY4BaHHUs Ha MYTareHOCTTa He ca OTKPUTH €(EKTH, CBBP3aHH C JIEKAPCTBEHHS TP
F€HHO, HHTO Ha XpOMO30MHO HHBO. He ca npoBexxnaHu npoyuBaHus 3a KapLIMHOTEH
JICHAJTUIOMHMI.
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[Ipeau ca mpoBek1aHK NpOyyYBaHUA 3a TOKCHYHOCT BbPXY Pa3BUTHETO IPH 3aiiik. B Te3u
[MpOy4BaHHUs JICHAJTWIOMHM/ € IIpUIarad rnepopajHo B 4034 ot 3, 10 u 20 mg/kg/nen npu 3aium.
HaGsr01aBaHa e nvrca Ha cpeanus asu1 Ha O6enus apo6 npu n1o3u ot 10 u 20 mg/kg/neH cue
3aBUCHMOCT OT J103aTa, KaKTO U MPOMsHA Ha IOJI0)KEHUETO Ha ObOpeuute npu 1034 ot 20 mg/kg/neH.
Berpeku ye ToBa € HaO/Ir01aBaHO MPU TOKCHYHM 3a MalKaTa HHUBA, T€ MOXKE Jla C€ JbJ/KAT Ha
AupeKkTeH eekT. Chllo Taka ca HaOJr01aBaHU BapUallMy B MEKUTE ThKaHM M CKeneTa Ha peTycure

npu 2034 oT 10 u 20 mg/kg/neH.

6. OAPMAILLIEBTHUYHHU JAHHU
6.1 CnHcbK HA NOMOLIHHTE BelllecTBA

K&l’lC}f’ﬂ HO CbABPAKHMO

JlakTo3a

MHUKPOKpPHUCTA/IHA LeJ1yJ103a
HatpueBa kpockapMenosa
MarsHe3ueB creapar

KancysiHa oOBUBKa

Jlenanmnomun G.L. 5 mg TBbpAM Kancyiu
bpunsaTHO cuHbo FCF (E133)

Yepsen xeneszeH auokcun (E172)

Kpar xxeneseH auokeun (E172)

TuranoB aquokeua (E171)

Kenatun

Jlenammoomua G.L. 10 mg TBBEpAM KanCyaiu
YUepeH xenesen auokeua (E172)

Kot xenezen auokeua (E172)
TuranoB nuokcun (E171)
XKenarun
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[leyaTHO MaCTWIO

[llennaxk

[Tponuien raukon (E1520)
Yepen xkeneseH okcua (E172)
Kanues xuapokcun (E525)
Cuaen amoHsiyeH pasrBop (E527)

6.2 HecbBMeCTHMOCTH
Henpuioxumo.
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6.3 Cpok Ha roaHocT

3 rO/IMHH

6.4 Cneuua/jiHu ycJIOBHS HA CbXPAaHEHHE

To3u nexkapcTBEH NMPOAYKT HE U3UCKBA CTIELIMATHHA YCJIOBHUS 3a ChbXpaHEeHHE.
6.5 Buau cbaAbpKaHHE HA ONIAKOBKATA

baucTepu ot nostiBHHUIAXI0pHA (PVC)/ noauxnoprpudayopoeruned (PCTFE)/ anyMuHueBo
($ oMo, ChabpKaLIK 7 TBBP/IH KarlCyJIu.

Jlenanugomua G.L. S mg
Jlenanupomua G.L. 25 mg
Jlenannaomua G.L. 10 mgu 15 mg

OnakoBku 1o 7 unu 21 kancynu. He BcHuku BMIOBE ONMAaKOBKM MoOrar Aa Obat MycHaTH B npoaaxoa.
6.6 CpneunajHu nNpeaANasHH MEePKH NPH H3XBLPJIsiHe H paboTa

Kancyaure He TpsOBa 1a ce OTBApsT WIM CMayKBaT. AKO Mpax OT JIEHAJIMJOMH]] BJI€3€ B KOHTAKT C
KOxKara, TA TpAOBa J1a ce u3Mue He3abaBHO U OOMJIHO ChC CanyH M BoAa. AKO JICHAJIMJIOMH]L BJI€3€ B
KOHTAKT C JIMFaBULM, T€ TpAOBa Aa ce NpoOMMAT OOMWJIHO C BOJA.

MeNMUMHCKHTE CMNIELHATHCTH K OOJIHOIIeqauynTe TpsaOBa 1a U3MoI3BaT pbKaBHIIM 3a €HOKpaTHa
yrorpeda, Korato padoTsaT ¢ OJIMcTepa WM KarcyJiara.

Cnen ToBa pbKaBULIMTE TpAOBaA a Ce CBAJIAT BHUMATEJIHO, 3a J1a Ce MPeI0TBPATH EKCIO3ULIMA Ha
KOXKaTa, 1a C€ NMOCTaBAT B MNOJIMETHJIEHOBA TOPOUUKA ,,C LMIT™ U 1@ C€ U3XBBPJIAT B CbOTBETCTBHE C
MeCTHUTE H3UCKBaHHUs. [lociie pbuere TpaOBa aa ce u3MHAT 100pe Cbe carnyH U Boaa. JKeHH, KOUMTo ca
OpE€MEHHH HJIH MOA03MpaT, Y€ MOXKe J1a ca OpeMeHHH, He TpAOBa paboTAT ¢ OJIMCTEpa WM KarcyJjiara
(B2K. Touka 4.4).

Heu3rno3BaHUAT JIEKAPCTBEH MPOAYKT WIH OTNaAbYHHTE MaTepHAIM OT HEero TpsAOBa /1a ce BbPHAT Ha
(papManeBTa 3a 6€30MaCHO U3XBBPJISAHE B CbOTBETCTBHE C MECTHHTE H3UCKBAHMA.

¥ INIPUTEXATEJI HA PABPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH
Schlossplatz 1

8502 Lannach
ABCTpUS

8. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

Jlenanupomua G.L. 5 mg TBBpAU Kancyau Peructpaunonen Ne 20200210
Jlenanupomua G.L. 10 mg TBBpaM Kancyiu Perucrpaunonen Ne 20200211
Jlenanwpomua G.L. 15 mg TBBpaAM Kancysiu Peructpaunonen Ne 20200212

Jlenanuaomua G.L. 25 mg TBBpAM Kancyu
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9. JATA HA ITbPBO PASPEILIABAHE/IIOJHOBSBAHE HA PABPEILIEHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO paspeiwaBane: 28.10.2020
JlaTta Ha nocaeaHO NoAHOBsBaHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

®epyapu 2024
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