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W3NLNHUTENHA ATEHUMS NO NEKAPCTBATA
1. UME HA JIEKAPCTBEHUSA ITPOAYKT Kpamxa xapaxmepucmuxa na npogyxma  Mpuaomenue |
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Bopremuen 3,5 mg npax 3a HHXKEKILIHOHEH pa3TBO ' eSS
P e 1p P P PaapeweHue N

Vortemyel 3,5 mg powder for solution for injection sammp. . BIOSF []‘ 8 []3 2025

| Ogobperue N

2. KAYECTBEH U KOJIMMECTBEH ChCTAB

Bcekn pnakon cvabpxka 3,5 mg 6opre3oMubd (kato MaHuTOJ O0pOHOB ectep) (bortezomib)
(as a mannitol boronic ester).

Bopremuen 3.5 mg npax 3a HH)KEKIIHOHEH pa3TBOP

Cnen pastBapsiHe, 1 ml OT HHXXEKIHOHHHUS pa3TBOP 3a NOJAKOXHO MPHJIOKEHHE ChAbPHKA

2,5 mg 6opTe30MuoO.

Cnen pa3ztBapsie, 1 ml OT HHXXEKIIMOHHHUS pa3TBOP 3a HHTPABEHO3HO NMPHJIOKEHHE ChAbPIKA
| mg 6Gopre3omMuo.

3a MbJIHUSA CITHCHK HA NMOMOILIHUTE BElleCTBa, BUXKTE To4Yka 0.1.

3. JEKAPCTBEHA ®OPMA

[Ipax 3a HHKEKLIHOHEH pa3TBOP.
bsna 1o noutu O6sy1a KOMNaKkTHa Maca WM npax.

4. KIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aHHS

Bopremuen kato MOHOTEpanus WM B KOMOHHALIMA C NMErHJIMPaH JIMIIO30MEH JOKCOPYOHIIHH
HJIA JICKCAMETAa30H € M0Ka3aH 3a JICYCHUE Ha NPOrpecHpalll MyJITHIUIEH MHEJIOM TPH
Bb3PACTHH MALlMEHTH, KOUTO €a MOJYYHJIH MOHE €IHO NMPEALIECTBALIO JEYEHHUE H BEUe ca
OMJIH MOJUTOKEHH WJIH Ca HEMOJIXO/IA1IH 3a TPAHCIUIAHTALMS HA XEMOMOETHYHH CTBOJIOBH
KJIETKH.

Bopremuen B KoMOMHauMs ¢ Mejipaiad ¥ NPEJIHU30H € MOKa3aH 3a JICUCHHE Ha Bb3PacTHH
MalMEeHTH C HEJIEKYBAaH MYJITHIUIEH MHEJIOM, KOUTO Ca HEMO/IXO/IAIIH 3a BHCOKO0/1030Ba
XUMHOTEpANHUs ¢ TPAHCIUIAHTALUSA HA XEMOTIOETHYHH CTBOJIOBH KJIETKH.

BopreMuen B KOMOHMHALMSA C I€KCAMETA30H HJIH C JIEKCAMETA30H H TAJIWJIOMH/I € M0Ka3aH 3a
HHJ1Y KIITHOHHO JICYEHHUE HAa Bb3PACTHH MALIMEHTH C HEJIEKYBAH MYJITHILJIEH MHEJIOM, KOHTO ca
MOAXOAAIIH 3a BHCOKO/1030Ba XHMHOTEpPAITUs ¢ TPAHCIIJIAHTALMA HA XEMOINOETHYHH CTBOJIOBH
KJIETKH.

Bopremuen B koMOuHaums ¢ putykcumad, uukiaopochamua, 10KCOpyOHLIMH H NPETHU3O0H €
[MOKa3aH 3a JICYEHUE Ha Bb3PACTHHU MALMEHTH C HEJICKYBaH MaHTEIHOKJIETbYEH JIHM(pOM
(MCL), KOHuTO HE ca NOAXOAALIM 3a TPAHCIUIAHTALIMS HA XEMONOETHYHH CTBOJIOBH KJIETKH.

4.2 /lo3HpoBKa H HAYHH HA MPHJI0KEeHHE

't




OT MEJAMIIHHCKH CNELIHAJIUCT C ONMUT NpH ynorpedara Ha XUMHOTEPANEBTHYHHU NTPOLAYKTH.
Bopremuen tpsOBa aa ce pa3rBaps OT MEAHLIMHCKH CIIELHAIHCT (BHX TOUKa 6.6).

J103upoBKa NpH JICYEHHE HA [IPOrpecHpalll MYJITHILJIEH MHEJIOM (MallHEHTH, KOUTO ca
[OJIYUYHJIH [TOHE €JIHO NPEALIECTBALLO JICYECHHUE)

Monomepanus

bopTe3oMu0 3,5 mg npax 3a HHXKEKLIMOHEH Pa3TBOp C€ MpHJlara KaTo HHTPaBEHO3HA

HJTH NOJIKOYKHA MHIKEKIMS B IPENOpbUHTENIHATA 7103a oT 1,3 mg/m? TenecHa NOBLPXHOCT /1Ba
MbTH CEJIMHYHO B IPOABL/IKEHHE HaA JIBE ceJMHIM Ha JieH 1,4, 8, u 11 B 21-1HeBeH nedyeOeH
LHUKBJI. T34 3-ceIMHYEH NMEPUOJL Ce CUUTa 3a JieueOeH HUuKb. [IpenopbunTenHo e
MalMEHTHTE Ja MoJyyar 2 HHuKbja ¢ 00opTe30MUO clie] MOTBbPXK/AaBaHE HA MbJIEH OTTOBOP.
[IpenopbuBa ce ChIIO MAHEHTHTE C OTTOBOP, KOUTO HE Ca NOCTHIHAJIM ITbJIHA PEMHCHA J1a
nojiyyaBat o010 8 HKBJIA JIeyeHHe ¢ OopTe30MUO. Mexay ABe nociae0BaTe/IHH J103H
oopre3oMuO TpsaOBa 1a U3MHHAT NoHe 72 yaca.

Aoanmupane na 0ozama no épeme Ha 1e4eHUemo U NOEMOPHO 6bEEHCOAHE HA JIeYeHue npu
MOHOmMepanus

Jleyenunero ¢ bopre3oMUO TpsiOBa J1a Ob/1€ CIIPAHO MMPH MOSIBA HA BCAKA HEXEMATOJIOTHYHA
TOKCHYHOCT OT CTeneH 3 WK BcsAKa XeMaToJIorHyHa TOKCHYHOCT OT Crenel 4, ¢ U3KJIIoUYeHHue
Ha HEBPOIIaTHs, KAKTO € U3JIOKEHO 10-10J1y (BX. Cbllo Touka 4.4). Cnex or3ByyaBaHe Ha
CHUMIITOMHTE Ha TOKCHYHOCT, JICUEHHUETO C OOpTE30MHO MOXKe J1a Obe 3a04YHATO OTHOBO €
103a, HamasieHa ¢ 25% (1,3 mg/m? namanena a0 1,0 mg/m?; 1,0 mg/m* HamaneHa 10

0,7 mg/m?). AKO TOKCHYHOCTTA HE OT3BYYH HJIM AKO C€ MOSBH OTHOBO IPH Hali-HHCKaTa /1034,
TpsAOBa J1a ce OOMHUCIIM NpeyCTaHOBSIBAHE Ha TepanusaTa ¢ 00pTe30MHO, OCBEH ako 1oj3ara ot
JICYEHHUETO HAJIBHILIABA 3HAYUTEIIHO PUCKOBETE.

Heeponamuuna 6o1ka wunu nepughepna nesponamus

[laumeHTHTE, KOUTO UMAT CBbpP3aHa ¢ OOpTe30MUO HeBponaTHYHA O0JKa W/ KM nepudepHa
HEBpPOIIaTHsA Cjie/iBa a ObaaT TpeTHpPaHHU KakKTo € noka3aHo B Tabnuua 1 (BX. Touka 4.4).
[laumeHTHTE C NpeALIecTBalla TE)KKA HEBpOIaTUs TpsaOBa jJa ObaaT jieKyBaHu ¢ OOpTe30MHO
CaMo CJieJ1 BHUMATE/IHA OLIEHKA HA CbOTHOILIEHUETO PHCK/TIOJI3a.

Tabnuua 1: IlpenopbuBano* MoauduuMpaHe Ha j103aTa NIPH HEBPONATHS, CBbP3aHa ¢
0opTEe30MHO

TexecT HAa HEBPONATHATA Moanduuupane Ha 103aTa
Crenen 1 (acumnromatuyHa; 3aryda Ha abiaooku|He

CYXO0XXHJIHH pe(ieKCH WK napecTe3us) 6e3
Oosika niH 3aryba Ha QyHKLHS

-

Crenen 1 ¢ bonka niau Crenel 2 (YMEpeHH Hamanenue Ha 6oprezomu0d 10 1.0 mg/m-
CUMIITOMH; OrpaHHYaBa HHCTPYMEHTAJIHUTE HJIM TIPOMSAHA HA CXeMaTa Ha JICYEHHE Ha
exe/IHeBHH AeHHOCTH (ADL)**) 60pTe3oMub Ha 1,3 mg/m? BeHBXK CEIMHUYHO
Crenen 2 ¢ 6oska niau CreneH 3 (TEXKKH Cnupane Ha JieueHueTo ¢ OopTe30MHUO, 10KaTOo
CHMIITOMH; OrpaHH4YaBa €XKEJAHEBHUTE ACHHOCTH |[CHMIITOMUTE HAa TOKCHYHOCT He oT3By4aTt. KoraTo
no camoodOciyxBaHe ADL***) TOKCHYHOCTTa OT3BYYH, [IOBTOPHO BbBEXK/JAHE HA

nedyeHue ¢ BopreMuen v HaMassiBaHe Ha J103aTa 10
0,7 mg/m2 BE/IHBX CEMHYHO
Crenen 4 (>xuBOTO3acTpalnasaily nociaeacTsus; |[IpekparsaBane Ha Tepanusita ¢ 60p
MOKAa3aHa € CIIeLIHA HHTEPBEHLIUA )
H/WJIM TE€XKKa aBTOHOMHA HEBPONATHS




* OcHoBaBa ce Ha MOJIM(pHLIMpaHe Ha 103aTa NPU NPOYUYBAHHUA HA MYJITHIUIEH MHesioM, ¢da3a Il u I u
ONMTA CJIe]1 MYCKaHeTo Ha na3apa. CTeneHyBaHeTo € B CbOTBETCTBHE ¢ OOLUMTE KPUTEPHH H
TepMHHOJIOrua Ha HexenaHute cbOuTHA (CTCAE) Ha HaunonanHus onkonorudyeH HHCTHTYT (NCI)
Ha CAILL, Bepcus 4.0.

** UHCcTpyMEHTaIHH eKe/IHeBHH J1IeHHOCTH: OTHacA ce 3a NPUIroTBAHE HAa XpaHa, na3apyBaHe Ha
XpaHW WK APEXH, U3Nnoj3BaHe Ha TenedoH, paboTa ¢ napu  ap..

*** ExxelHEBHH N€HHOCTH no caMooOcayxkBaHe: OTHacs ce 3a KblaHe, 00/iHyaHe U cbOiinyane,
XpaHeHe, H3MO0JI3BaHEe HAa TOAJIETHATa, NPHEMAHE Ha JIEKAapCTBEHH NMPOAYKTH H HE3aJIe)KaBaHe Ha JIerJIo.

Kombunupano neuenue ¢ necunupan 1uno3omen OOKCopyouyum

bopTe3zoMub 3,5 mg npax 3a HHKEKIIMOHEH Pa3TBOpP C€ NMpHUjara Karo HHTpaBEHO3HA HIIH
MOJIKOXKHA HHXKEKIMS B MPeNopbuHTEaHa 103a oT 1,3 mg/m’ TesecHa NOBLPXHOCT J1BA bTH
CEAMMYHO B MPOAb/DKEHHE Ha JBe ceAMUIIM Ha 1eH 1,4, 8 u 11 B 21-1HeBeH ieyedeH LIHKBIL.
To3u 3-ceaMuueH nepuo ce cuuTa 3a jeuedeH uMKba. TpsadBa na H3MUHAT HaH-MaJIKO

72 yaca MEeX/1y JBE MOCJIe0BATEIHH A03H OOpTE30MHO.

[TeruaMpaHHAT JHIIO30MEH JOKCOPYOMIIMH ce nmpuiara B 103a 30 mg/m” Ha jieH 4 oT
neyeOHHUs HHKBIJ ¢ O0pTe30MHO KaTto 1 yacoBa HHTPABEHO3HA HH(PY3HS ClIEl PHIIOKEHHETO
Ha OopTe30MHuO.

Moe aa ce npuJIoxkar J10 8 HHKbJIa KOMOMHUPAHO JIeYEHHE, CTUTa 3a00JISBAaHETO J1a He
Mporpecupa U NalMEHTHUTE J1a MOHACAT JieyeHHETOo. [lauMeHTHTe, MOCTUIHAIIM MTBJIEH OTTOBOP,
MOX€E J1a MPOIbJDKAT C Ollle NMOHE 2 HKbJIA CJIe]l MbPBUTE JIaHHH 3a IIbJIEH OTIOBOP, JAOPH aKo
TOBa Hajara noeue ot 8 uukbiaa. [lameHTHTEe, YUUTO HUBA HA NMAPANPOTEHH MPOIbJIKABAT
J1a ce MOHM)KABAT U cJie]l 8 LHKBJIA, ChIIO MOXKE Jla IIPOAbJIXKAT, CTHIA /1a IOHACAT JICYEHHUETO
U J1a NpoAbJIXKaBarT J1a HMaT OTrOBOP.

3a jlobJIHHTEIHA HH(OPMAIIHS OTHOCHO NErHJIHPAHUS JIMITO30MEH JIOKCOPYOHIIMH. BHKTE
cboTBeTHaTa Kparka Xapakrepucruka Ha llpoaykra.

Koyounayusi ¢ oexcavemasomn

bopre3omMu0 3.5 mg npax 3a HHKEKIIMOHEH pa3TBOP CE MPHJIAra Kato HHTPABEHO3HA HJIH
MOJIKOYKHA MHIKEKIIMS B IPENOPBUYHTEIHA J103a 0T 1.3 mg/m” TesiecHa noBbPXHOCT JIBa bTH
CE/IMHYHO B MPOAbJIKEHHE Ha JABe ce/iMHIM Ha JieH 1. 4.8 u 11 B 21-1HeBeH IMKDBI HA
jeyeHue. 1o3m 3 - ceIMMUEH NepHo/L ce CuMnTa 3a JieyeOeH 1MKbI1. TpsOBa 1a n3MUHaAT HaM-
MaJIKO 72 yaca MekJ1y JIBE 110c¢1e/10BaTe/IHH 1031 OopTe30MHO.

JlekcameTa3oH ce npuiara nepopaiHo B j1o3a or 20 mgHaaen 1.2.4.5. 8. 9. 11 u 12 ot
neueOHHS LHKBI ¢ OOpTE30MHO.

[TatmeHTHTE, MOCTHIHAIM OTIOBOP MK cTabHIM3KMpaHe Ha 3a00/1BaHETO ¢lie/l 4 LIHKb1a OT
KOMOMHHPAHOTO JICYEHHE, MOIKE J1a NPO/ILJIKAT Jla TPUEMaT cbhlilata KOMOMHAlMs 3a HE
noBeye 0T 4 JIONbJIHUTEIHH [IHKBJIA.

3a JlonbAHUTEIHA HHpOPMaIIMsS OTHOCHO JIEKCAMETa30H, BUKTE cboTBeTHaTa Kpartka
Xapakrtepuctuka Ha llpojaykra.

Aoanmupane na oozama npu KoMOunupana mepanist npu NAYUEHMU ¢ NPocpecupany
MYAIMUNIECH MUETOM

3a Kopurupasie Ha jio3ata 0opTe3oMHO 1pu KOMOMHHpaHa Teparms. Cje/IBaiTe yKazaHHusTa.
ONMMUCAHU B MOHOTEPAITUS 110-Iope.

J103MpOBKa NpH HEJICKYBAHH J10CEIA NMAUIMEHTH C MYJITHILIEH MHEJIOM, KOMTO ca
HEIOAXO/S LM 3a TPAHCIUIAHTALUA HA XEMOITOCTHYHH CTBOJIOBHU KJICTKH
KomOunupana mepanusi ¢ meighacian u npeonuson

bopre3zomu0 3,5 mg npax 3a HHKEKIUMOHEH pa3TBOP €€ NpHJara Kato HHTpaBeHO3Ha
MOJIKOKHA MHIKEKIIMS B KOMOMHALIHS € IEPOPATIHO NMPHIIOKEHH Mesidaiad | npe/iHi




KakTo € nokaszano B ladimua 2. bjind 6-ceiMUyeH nepuojl ce cuura 3a JieyeOeH uukbil. B
UUKIH 1-4 OopTe3oMHuO ce npuiiara JiBa NbTH ceIMHYHO Ha JeH 1.4, 8. 11,22, 25.29un 32. B
LHUKJIHM 5-9, bopTe30MHuO ce npuiara BeJIHbK ceJIMHYHO Ha JeH 1, 8. 22 u 29, Tpsadsa na
M3MHHAT HaH-MaJIKo 72 yaca MexkJ1y JIBE 110C/1e/10BaTe/IHH /1031 DopTe30MHO.

Mendanan m npeiHn30oH TpsaOBa Jia ce npuiarar nepopaiHo Ha JeH 1. 2. 3 u 4 npe3 nbvpBara
Ce/IMHIlIA HA BCEKM JieueOeH UKL ¢ bopre3omud. [lpunarar ce neser jieyeOHU IMKBIIA OT
Ta3u KOMOMHHpAHA Tepanus.

Tabauna 2: llpenopbuBana j103upoBKa 3a 00pTe30MHuO. npuiaaran B komOuHalus ¢ medanan
H 1IPEJAHH30H

bopre3zomud aBa nbTH ceAMHUYHO (LHKIH 1-4)

Ceamuua 1 2 3 5 6
B Jlew -- -- Jlen [(Jlen Jlen|llepnon na |/len JleH Jlen |llepno,1 Ha
(1,3 mg/m” |1 4 |8 1 |nouuBka |/len 29 32 |nouMBKa
22 25
M Jlen Jlen Jlen Jlen |-- - |llepuon Ha |-- -- - [lepuon Ha
(9 mg/m”) |1 2 3 4 |- NOYMBKA |- NOYMBKA
bopre3zoMud BeiHbK ce/AIMHYHO (LHKJIH 5 -9 )
CeaMuna 1 2 3 4 5 6
B Jlen -- -—- - Jlen 8 [lepuon |[/len - |Jlen - |llepnon Ha
(1,3 mg/m?' |1 Ha 22 29 MOYHBKA
[MOYHUBKA
M Jlen Jlen Jlen Jlen |-- [Tepuon - - [lepuoj Ha
(9 mg.fm:) | 2 3 4 Ha MOYUBKaA
P [MOYUBKA
(60 mg/m*’

B=06oprte3omund: M=mendanau, P=npeanun3on

Aoanmupane na oozama no 6peme Ha 1e4eHUe U Hd 6b300H06A6AHE HA 1€YEHUE

KOMOUNUpana mepanust ¢ meigaian u npeonuszon

[Ipe/in HAYaI0TO HA BCEKH HOB IIHKBJI OT TepanusiTa:

- bposart na rpomGoumTHTe TpsdBa Aa e > 70x10”/1. a abcomoTuuat 6poii Ha HeYTPOPHINTE
TpsadBa na e > 1,0x107/1

- Hexemaronornynara TOKCHYHOCT TpsiOBa J1a € Bb3CTAHOBEHA J10 CTEIEH 1 MJIM J10 H3XO0HO
HHUBO.

Tabimua 3: [lpoMsina Ha 103U TEe 110 BpEME Ha 110CJI€10BATE/IHN [IHKJIK HA TepalusiTa ¢
OopTe30MHO B KOMOMHALIMA ¢ MeJipasiad U PeJIHU30H
Toxkcuunocer

Xevamonoeuuna mokcuynocm no 6peme Ha eoun Yukv..

- AKO B 1IpeJIX0/IHUS LMK BJT ¢e HabJ10/1aBa
NPOABJIKHTEIHA HEYTPONIEHH CTENeH 4 I
TPOMOOUMTONECHHUS, HIIH TPOMOOLMTOINCHUS C
KbpPBEHE

- Ako OposT Ha TpombonmTHTe € < 30 X 10”/1 uan

abcomoTHuAT Opoit Ha HeyTpopuantTe (ANC) e <0,75
x 10”/1 B 1ens 3a npuiarane Ha jlo3ara 6opre3oMuo
(pas3jMyeH o1 JeH 1)

l]pmmua HITH OT./1araHe Ha /lo3aTa

Jla ce npeBun HamasisiBaHe Ha Jlo3ara
mestanan ¢ 25% B cieiBallvs MK

Tepanusgra ¢ Goprezomud TpsiOBa j1a ce
peKparu




- AKO ca npornycHaTH HAKOJIKO J103H Jlo3zata Gopre3zomuO TpsiOBa 1a ce Hamau

OopTe30MHO B €JIMH LUKBJI (= 3 JIO3H 11PH C €JIHO J1030BO HUBO (0T 1.3 mg/m” Ha
MPHIOKEHHE JIBA IbTH CEIMHYHO HJIH | mg/m* uim ot
> 2 71031 [IPH NIPHIIOKEHHE BEIHBK | mg/m? Ha 0.7 mg/m°)
CEJ/IMHYHO)
Hexenvamonoouuna mokcuynocm cmenen > 3 TepanusTa ¢ bopre3zomud TpsOBa j1a ce

[PEeKPaTH, J0KATO CHMITTOMHTE Ha
TOKCHYHOCT HE €€ Bb3CTAHOBAT J10

crerned 1 uiam 10 u3x0/1H0 HUBO. Torasa
MO3Ke J1a c€ Bb30OHOBH IPHJIOKEHHETO Ha
OOpTE30MHO € €/IHO HUBO MO-MAJIKO (OT
1.3 mg/m” na 1 mg/m’ win ot 1 mg/m’® Ha
0.7 mg/m?). [1pu neBponatuyna 6oska.
CBbp3aHa ¢ ynorpedara Ha 0opre30Mu0d
W/UJIK 1TpH nepudepHa HeBponaTus,
NpeKpaTeTe H/HJIH MPOMEHETE Jl03aTa
OOpTEe30MHO. KAKTO € NMOCOYEHO B
lTadumua 1.

3a jonbiaHuTeIHA HH(pOpMaIlUsg OTHOCHO MeliaiaH U NPeIHU30H BHIKTE ChOTBETHUTE
Kparkn Xapaktepuctuku Ha [lpojaykra.

J103MpoBKa 1PH HEJIEKYBAHH NMALMEHTH C MYJITHILICH MHEJIOM, KOMTO €a 10JIX0/IS1IIH 3a
TPAHCIJIAHTALMS HA XEMOINOCTHYHH CTBOJIOBH KJIETKH (MH/AYKIIMOHHA Teparnus)
Komounupana mepanus ¢ Oekcamemadson

bopte3omu0 3.5 mg npax 3a MHKEKIIHOHEH pa3TBOP €€ NpUJiara KaTo HHTPABEHO3HA WJIH
0/IKOKHA MHIKEKIMS B IPENOPbUHTEIHATA /1032 0T 1.3 mg/m? TesecHa noBbPXHOCT J1BA MbTH
CEJIMHYHO B IMPOILJIKEHHE Ha JABe ce/MUIM Ha JieH 1.4, 8 u 11 B 21-1HeBeH JieyeOeH 1IHKBII.
T03mn 3-ceiMHUeH neproj1 ce curTa 3a JieueOeH 1HKb. [ psaOdBa j1a H3MHHAT Hali-MaJIKo

72 yaca MeXK/1y JIBE 110C/I€/10BATEIHH J103H OOPTE30MHO.

JlekcameTtason ce npuiara nepopaino B j1o3a ot 40 mg va en 1.2.3.4.8.9. 10u 11 ot
neueOHUA UKD ¢ OopTe30Muo.

[Ipuaarar ce yeTnpu J1eueOHH LMKBJIA OT Ta3H KOMOMHHMpaHa Teparnus.

Komounupana mepanusi ¢ oexcamemadszon u maiudoMuo
bopre3oMu0 3.5 mg npax 3a HHAKEKIIHOHEH pa3TBOpP CE€ MpHjlara Kato HHTPaBeHO3Ha HIIH
MOKOKHA HHIKEKIHS B IPENOPbYNTEIHATA 103a 0T 1.3 mg/m” TesiecHa MoBbPXHOCT J1Ba MTHTH
CE/IMMYHO B IPOJILJIKEHHE Ha JiBE ce/IMUIIM HA JicH 1.4, 8 u 11 B 28-/1HEBEH 1IHKBJI HA
neyenune. To3mn 4-ceIMHUEH 11epro/1 ce cuMTa 3a JieyeOeH kb1, TpsOBa j1a H3MUHAT Haill-
MaJIKO 72 yaca MeK/1y JIBE 110CJ1e/10BaTE/IHHU /1030 00pTe30MHO.

Jlekcamera3oH ce npuiara nepopaito B j103a ot 40 mg Ha ien 1.2.3.4.8.9.10u 11 ot
neyeOHMs LMKBI ¢ 0opTEe30MHO.

Tannaomua ce npuiara nepopanHo B jiHeBHa /103a o1 S0 mg B auute 1-14 m ako ce noxacs
j00pe. no3ara ce yseadyana 10 100 mg B anure 15-28. ciie/1 KOeTo MOKE J1a ¢€ YBEJIHYH J10
200 mg AHEBHO OT HKBI 2 (BXK. Tabinua 4).

I Ipunarar ce yeTupu jieueOHHU LIMKBJIA OT Ta3H KOMOMHMpaHa Tepanus. [Ipenopbusa ce
MAIUEHTUTE MOHE ¢ YACTHYECH OTTOBOP J1a MoJy4aT 2 JIONbJIHHTEHH [IHKbJIA.




Tabnunua 4: Jlozuposka 3a kKomOMHHUpaHa Tepanus ¢ O0OpTe30MHO NPH NALIMEHTH € HEJIEKYBaH
JIOCera MYJITHIIJIEH MHEJIOM, KOUTO €a MOJAXOAAIIN 3a TPAHCIIJIAHTallus Ha XeMOIIOCTHYHH
CTBOJIOBH KJICTKH

B+ Dx ki 1 -4
Ceamuua 1 2 3
B(l.3mg/m°) |/len 1,4 Jlen 8, 11 [Tepnos Ha nouMBKa
Dx 40 mg Jlen 1,2, 3,4 Jlen 8,9, 10, 11 |-
B+Dx+T Hukba 1
Ceamuna 1 2 3 4
B (1.3 mg/m?) Jlen 1., 4 Jlen 8, 11 [lepnoj1 Ha [lepuon Ha nounBkKa
[MOYMBKA
T 50 mg ExenneBHo |ExenHeBHO - -
T 100 mg* - - ExenHeBHO ExxeaneBHO
Dx 40 mg Hen 1,2.3.4 (llen 8,9, 10, |- -
]
Ilnkian 2 — 4°
B(l.3mg/m*) |(Jlen 1,4 Jlen 8, 11 [Tepuon Ha [[Tepros Ha nounska
[NOYHBKA
T 200 mg* ExenneBHo |[ExxeaHeBHO ExenneBn |ExenHeBHO
0
Dx 40 mg Jlen 1,2,3,4|/len 8,9, 10, |- -
| 1

B= bopre3zomud: Dx=aekcamera3on:; T=ranujaoMu1

. Jlozarta Ha TanuaomMul ce yeanuasa 1o 100 mg o1 ceammuua 3 Ha uMkba 1 camo npu
J100pa NOHOCUMOCT KbM J103ata 0T S0 mg ¥ Ha 200 mg ot uMKbI 2 J10 Kpas 1npu J1o0pa
[MOHOCUMOCT KbM Jl03aTa o1 100 mg.

Y [lattmeHTHTE, NOCTUIHAIM TTIOHE YaCTHYEH OTIOBOP CJ1e/1 4 LIMKbJIA, MOKE J1a 1oJyyat
710 6 HKBJ1a Ha JICYCHHE.

Aoanmupane na ooszama 3a nayuenmu, ROOXOOAUJU 3d MPAHCIAHMAL U

3a ajlanTupade Ha Jjlo3ata Ha OopTe30oMHO TpaOBa J1a ce ciieABaT NPEeNnopbLKUTE 3a INPOMSIHA Ha
jl03aTa. OIUCAHH 3a MOHOTEpAIus.

B ronbianenune, korato 0opre3oMu0 ce npuiiara B KOMOMHAIMS € JAPYTH XUMHOTEPAIIEBTHYHH
JICKAPCTBEHH TMPOJIYKTH, MOAXO/ASII0 HAMAJIIBAHE HaA J103aTa Ha TE3H JICKAPCTBEHH TMPOJIYKTH
TpsAOBa J1a ce OOMMC/IM B cllydall Ha TOKCHYHOCT. B CbOTBETCTBHE € npenopbkute B Kparkure
XapakTepucTHku Ha llpoaykrure.

J103MpOBKa IpH NALMEHTH C HEJIEKYBAH JI0Cera MaHTeJIHOKJIeTbYeH JuMbom MCL
Kombunupano neuenue ¢ pumykcumad, yuxioghocghamuo, ookcopyouyun u npeoHuson
CAP)

bopre3omu0 3.5 mg npax 3a HHXEKLMOHEH pa3TBOP CE MpHJjlara KaTo HHTPaBEHO3H
OIKOKHA MHXKEKIIMS B IIPENopbuMTeIHaTa 103a 1,3 mg/m? TenecHa noBbpXHOCT,




CEIMHYHO B MPOJAbJ/KEHHE Ha JiBe ceAMUIU Ha eH 1, 4, 8 u 11, nocneaano ot 10-a1HeBeH
nepuoj1 Ha nouuBka ot JieH 12 no 21. To3u 3-ceaMHY€eH nepHoO/1 ce cuMTa 3a JiedeOeH LUKBIIL.
[IpenopbuBar ce ecT HHKIU ¢ O0pTEe30MHO, BBIIPEKH Y€ MPH NMALUEHTH C JJIOKYMEHTHPaH
OTTOBOP 3a MbPBH BT HA LIKUKBJI 6, MOrar Ja ObAaT AaJeHH JiBa AOMBbJIHHTEIHH LIMKbJIA
oopre3omMu0. TpsadBa 1a H3MHHAT HA-MaJIKO 72 Yaca MeX1y ABE I0CJIEJOBATE/IHHU /103U
OopTe30MHO.

CnenHuTe JIEKapCTBEHHU MPOJAYKTH CE€ MpHjaraT Ha JieH | Ha BCeKH TpHCEIMHUYEH JieueOeH
LIHKBJ1 ¢ 60PTE30MHO, KATO HHTPaBEHO3HH HHPY3HH: pUTYKcuMab B 103a 375 mg/m?,
nukaodocdamuna B 103a 750 mg/m?* u nokcopyOuumH B 103a 50 mg/m’.

[TpeaHu30H ce npuiara nepopaiHo B 103a ot 100 mg/m? na nen 1, 2, 3, 4 u 5 o1 Beekw
neyebeH LUKBI ¢ 60pTe30MuUb.

Aoanmupane na oozama no peme Ha jieyenue npu nayueHmu ¢ HeleKy8aH oocead

maumennokiemvyen aumgom MCL

[Ipean Ha4anO0TO HA BCEKH HOB LIMKBJI OT TE€paIMUATa:

- BbposTt Ha TpomboumuTHTe TpsiOBa aa € > 100 000 kneTku/pl u abconmoTHUAT Opoit Ha
HeyTpoduimuTe (ANC) TpsioBa 1a € > 1 500 knetku/pl.

- bposTt Ha TpoMOouHTHTE TpsiOBa 1a € > 75 000 knetku/pl npu naumeHTH ¢ HHPUITPaLIUS
Ha KOCTHHS MO3bK. HJIH CEKBECTpaLIMs Ha Jajaka.

- Xemorso0uH > 8 g/dl

- HexemaTonormyHara TOKCHYHOCT TpsAOBa Jja € Bb3CTAHOBEHA J10 CTENEH |1 MJIM 10 H3XOJAHO
HHBO.

Jleuenunero ¢ 6opre3oMuO TpssOBa 1a Obe BpEMEHHO IPEYCTAHOBEHO MPH NMOsBa HA BCAKA
HEXeMaToJIOri4yHa TOKCHYHOCT CTeneH > 3, cBbp3aHa ¢ 00pTe30MHO (C U3KIIIOYECHHE HA
HEBPOIATHs ) HJIK XEMaTOJIOri4yHa TOKCHYHOCT CteneH > 3 (BX. ¢buio Touka 4.4). 3a
ajanTUpaHe Ha J103aTa, BXK. TabJiMiua S5 no-ao.y.

['paHyJIOLIMT-KOJOHHUSA CTUMYJIMpALK (aKTOpH MOXKeE J1a ce NMpuJiarar NpH XeMaToJIOrHYHa
TOKCHYHOCT B CbOTBETCTBHE C MECTHATa cTaHAapTHa npakTuka. IIpodunakrnunara ynorpeda
Ha rpaHyJIOLUT-KOJIOHHS CTUMYJIHpalld (GakTopH CJie/IBa /1a ce pa3rjex/a B ciiyyai Ha
MHOTIOKpaTHH 3a0aBAHHMA B IPHJIOKEHHUETO Ha LIMKbJIA HA JICYUEHHETO. 3a JIeYEHHE Ha
TpoMOOILUTONEHHS, TpAOBA 1a ce uMa npeaBu1 TpaHcy3us Ha TPOMOOILIMTH, KOraTo €
KJIMHHYHO HEOOXOAHUMO.

Tabauya 5: llpomana na 0ozume no épeme Ha JedenHue 3a nayueHmu ¢ HeleKysaH ooceed
MCL

TokcnuHoCT IlpomMsina HJIH OT/IaraHe Ha 103HPOBKAaTA
Xemamonozuuna mokcuyHocm.
- > HeyTtponenus ot CreneH 3 ¢ Tepanusita ¢ bopre3oMuO TpssOBa 11a ce NpeyCcTaHOBH 3a

MOBHIIIEHA TEMIIEpATypa, HEYTPONEHHUS OT |NEPHOA 10 2 CEAMMIM, JOKATO NALUEHTHT A0CTUTHE ANC

CreneH 4 ¢ npoAbJIKUTENHOCT noBeye oT |=> 750 kneTku/pl u Opoi Ha TpoMOOLIMTHTE

7 nHK, Opoi > 25 000 knetku/pl.

TpoMOouTH < 10 000 KiaeTku/pl - AKO cJie]1 npeycTaHOBsiBaHE Ha OopTe30MHO
TOKCHYHOCTTA HE OT3BYYH, KAKTO € ONpPeEJIENIEHO MO-
rope, Torasa tepanusara ¢ bopre3oMu0 TpsOBa j1a ce
PEKpaTH.

- AKO TOKCHYHOCTTA OT3BYYH, T.€. NalHe
> 750 knetku/pl u 6poit Ha TpoMOO BH4 Af( Y
25 000 knerku/pl, TepanusiTta ¢ 60 egb)dﬁﬁ M‘Oﬁe )
c€ Bb30OHOBH C €HO 1030BO HHB q%;z

|
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1,3 mg/m? Ha | mg/m? uam ot 1 mg/m” Ha

0,7 mg/m?).

- Axo OposIT Ha TPOMOOLIUTHTE € Tepanusra ¢ 6opre3omub TpsOBa 1a ce npekpatH

< 25 000 knerku/pl nimm ANC e

< 750 knetku/pul B 1€HS 3a npujarase

Ha Ji03aTa O0pTe30MHO (pa3yiIMyueH OT

JIeH 1 OT BCEKH LIHKDBJI)
Hexemamonocuuna moxkcuynocm Tepanusra ¢ 6opre3oMuO TpAOBa J1a ce NpeKpaTH, J10KaTo
Cmenen > 3, 3a Kosimo ce cyumad, ye e CUMIITOMHTE Ha TOKCHYHOCT HE C€ Bb3CTAHOBAT J10
cevp3ana ¢ bopmesomud Crenen 2 uim no-a00pa. ToraBa Mmoxe aa ce Bb300HOBH

MPHJIOKEHUETO HA OOPTE30MHO C €1HO 1030BO HHBO I10-
masiko (ot 1,3 mg/m? Ha 1 mg/m” unm ot 1 mg/m?® Ha
0,7 mg/m?). [Ipu HeBponaruuHa 6oJKa, CBbp3aHa ¢
ynotpebarta Ha OOpTe30MHO U/UIIM NIpH nepudepHa
HEBPOIATHs, NIpeKpaTeTe U/ MK NMPOMEHETE J103aTa
OopTe30oMHO, KakTO € noco4yeHo B Tabiuna 1.

B nonbianenue, korato 60pTre30MHO ce npuara B KOMOMHALMA C IPYTH XHMHOTEPANEBTHYHH
JIEKapPCTBEHH TMPOJIyKTH, MOAXOASI0 HAMAJISBAHE HA J103aTa HAa TE3H JIEKAPCTBEHH ITPOAYKTH
TpsOBa J1a ce OOMUCIIH B CJIy4yai HA TOKCHYHOCT, B CbOTBETCTBHE C MPENOPHKUTE B
cboTBeTHUTE KpaTku Xapaktepuctuku Ha [Ipoaykrure.

CrenuaJHy 1omnyJiaiuu

C mapuecka 6v3pacm

Hsima janHM. KOMTO npejinosarat HeoOX0IMMOCT OT ajlalnTHpaHe Ha Jl03aTa MpH MaldeHTH
Ha/1 65 ro/IMHK C MYJITHILIEH MHEJIOM HJIH C MAHTEJIHOKJIEThYEH JTUM(OM.

He ca nposex/iann npoyuBanms 3a ynorpedara Ha OopTe30MH0O 1pH NAlMEHTH B cTapyecKa
Bb3PACT. C HEJIEKYBAH JI0cera MYJITHIUIEH MHEJIOM, KOMTO ca MOJIX0/I411IH 3a BUCOKO/1030Ba
XHMHOTEpAIusi ¢ TPaAHCIJIAHTallus Ha XeMOIIOETHYHH CTBOJIOBH KleTKH. Clie/10BaTe/IHO He
MOTaT JIa C€ HANpaBaT NPEnopbLKH 3a JIO3UPOBKATA MPH TA3H MOIYJIAlHS.

B npoyuBaHe npu NauueHTH ¢ HEJIEKYBaH MpPeId TOBA MAHTEITHOKIETbUYEH JIMMPOoM, 42,9% u
10,4% OT MalMEeHTUTE C €KCMO3UIHA Ha OOpTe30MHO ca BbB Bb3pacTOBHS JIHANa3oH
ChOTBETHO 65-74 roauHu U > 75 roauuu. I1pu nanmeHTHTE HA BH3pACT > 75 rOJAMHH, H JIBETE
cxeMd, BR-CAP u R-CHOP, ce noHacaT no-tTexko (Bx. Touka 4.8).

Heprnoopoono yvepeosoane

[TatmenTH ¢ JIeKa CTeNneH Ha YepHOAPOOHO YBPEK/IAHE HE C€ HYK/IAsAT OT KOPHIHPAHE HA
Jlo3ata U TpsiOBa Jla ce JIEKyBaT ChIJIaCHO NpenopbYrTEIHaTa J103a. JICYeHHeTo Ha NAalMEHTH
C YMEPEHO 10 TEXKKO YEPHOAPOOHO yBpek/1aHe TpsOBa J1a 3arnoyvHe ¢ HaMaseHa J103a
copre3omMud o1 0.7 mg/m’ Ha HHIKEKTHPAHE 110 BPEME HA ITbPBHS TEPANEBTHUEH IIHKDBJI, KATO
NOBHINABaHE Ha J03aTa /10 1.0 mg/m” MK no-HaTaTbIIHO HAMAJIABAHE HA J103aTa J10

0,5 mg/m? Morar j1a ce 00chak/1aT Ha Ga3ata Ha NOHOCMMOCTTA Ha nannenTa (Bx. Tabauna 6
HTOukH 4.4 1 5.2).




Tabauua 6: [IpenopbunTeHO MOAM(HUIIMPAHE HA HAYaIHATa 03a OOpTE30MHUO MPH NALIHEHTH
C YepHOAPOOHO YBpEKIaHe

Crenen Ha HuBo Ha Husa na MoanpuuHpaHe HAa HA4aJIHA 1034
qepHoapoOHoTO | OMAMpYOMHa |SGOT (AST)
yB[:mmw_l.ﬁlmﬂlE
Jleko <],0x ULN > ULN He
> 1,0x-1,5x ULN [Besko He
YMepeHo > 1,5x-3x ULN  [Besko HamansBane na 6opre3omu6 10 0,7 mg/m’ B
NbPBUSA LIKKDBJ1 HA JledeHue. O0chxKaaHe Ha
Texko > 3x ULN Besko MoBHINABaHe Ha no3arta a0 1,0 mg/m? um
0-HaTaThUIHO HaMasBaHe 10 0,5 mg/m? B
CJIe/IBAllIMTE LIMKIJIK, HA Oa3ara Ha
[IOHOCHMOCTTA Ha NalMeHTA.

Cokpamenus: SGOT = cepyMHa riyramar okcasioanerar tpaHcaMuiasa; AST = acnaprar
amuuotpancdepasa: ULN = ropua rpanuiia Ha HopMmara.

* Ha Gasara na knacudukanus Ha padbotHara rpyna 3a opranna aucyuxuus Ha NCI 3a
KaTeropu3upale Ha 4epHoApoOHaTa HEJLOCTAThYHOCT (JIEKA, YMEpPeHa, TEKKa).

bvopeuno yepescoane

MapmakokHHeTHKaTa Ha OOPTE30MHO HE CE TOBJIMABA MPH TTALIMEHTH € JIEKO /10 YMEPEHO
6BLOpeuno yBpekaane (kpeatunuHoB kiaupbae [CrCL] > 20 ml/min/1,73 m?); 3atoBa He €
HECOOXOAMMO aJlalTUPAHE Ha Jjlo3aTta [pH Te3MW nauueHTH. He e u3BecTHo J1anu
(hapmakokuHeTHKaTa Ha OOPTE30MHUO CE€ MOBJIMABA MPH NMALMEHTH ¢ TEKKO OBOpeyHo
yBPEKIAaHE. KOUTO He ca 1noutokenu Ha anaansza (CrCL < 20 ml/min/1,73 m?). Twii kato
JIHaIM3aTa MOKE J1a MOHUIKH KOHIeHTpaluuTe Ha bopTe3oMud. bopre3omMud TpsdOBa ja ce
[puJjara cjie/1 AMajim3tara npoue/aypa (Bx. Touka 5.2).

[Teouampuuna nonyiayus

be3onacHocTTa U epukacHocTTa Ha OopTe30MHO NpU Jela Ha Bb3pacT noa 18 rojiIMHM He ca
YCTAHOBEHH (BXkK. TOUkH 3.1 u 5.2). HanmyuuTe JaHHU 10 MOMEHTA ca OMUCAHMW B TO4Ka 3.1,
HO NMPEeNnOpbKH 3a J03HPOBKATa HEe MOrart Ja ObJaT HarnpaBeHH.

Haunn Ha nipuioxkeHue

Bopremuen 3.5 mg npax 3a HHXKEKIIHOHEH pa3TBOp ce npejuiara 3a HHTPABEHO3HO HJIH
[1OJIKOKHO TPHIIOKEHHE.

Bopremues e TpsaOBa Jla ¢e npusara 1o JApyry nbvruuia. MHTpartekaJiHoTo NpHI0KEHHE BOIH
J10 CMBPT.

Humpasenosna uncexyus

[IpurorBenusaT pasrBop Bopremuen 3,5 mg ce npuiara kato 60JyC HHTPAaBEHO3HA HHKEKIIUS
npe3 nepudepeH UK HEHTPAIEH HHTPABEHO3€H KaTeThp 3a 3-5 CeKYH/IH, NOCJIEABAHO OT
npoMuBka ¢ 9 mg/ml (0,9%) HHXKEKIIHOHEH pa3TBOp HA HaTpHeEB XJlopu. TpsabBa na u3MUHAT
Hal-Masko 72 yaca Mex/1y JIB€ MOocJie10BaTeIHU 1031 Bopremuern.

lookoocna unscexyus
[ [purorBeHusT pasrop Ha BopreMue:n 3.5 mg ce npuiiara noJIkoxkHo B odnactra Ha 0ej1
(JIACHO WJIM JISSBO) HJIKM KOpeMa (OTASACHO HIIK OTJ1B0). Pa3TBopbT TpsiOBa j1a ce HHKEK
MOJIKOKHO. 1101 bI'bJ1 0T 45-90°, Mectara Ha yOoxk/1aHe TpsaOBa ja ce pejyBart 1npH
CJ1e/1Ballla MHKCKIIUS,




AKO ¢j1e/1 NOJAKOKHO HHKEKTHpaHe Ha BopTemue ¢ce nosBaT peakilui Ha MSACTOTO Ha
yOOXK/1aHE. € BB3MOXKHO 110-MaJIKO KOHLCHTpUpaH pa3TBop Ha Bopremuen (Bopremuen

3.5 mg ja Obae paspejet a0 1 mg/ml Bmecto 2.5 mg/ml) na Obae npuiokeH nojaAKOKHO HIIH
Ce npenopbLyYBa NPEMHHABAHE KbM HHTPABEHO3HA HHIKEKIIHA.

Koraro Bopremuen ce npuiara B KOMOMHALIMA € JIPYTH JIEKAPCTBEHH MPOJYKTH, BUXKTE
Kparkara XapakTepucTHKA Ha T€3H MPOJAYKTH OTHOCHO HHCTPYKIIMH 3a NpUJIaraHe.

4.3 llpornBonokasanus

CBPBbXYYBCTBHTEIHOCT KbM AKTHBHOTO BEILIECTBO. KbM OOpP HJIH KbM HAKOE OT IOMOIIHUTE
BelecTBa, M30poeHH B Touka 6.1.

Octpa audy3na unduarparusua dosect Ha deauTe ApodOBE U NepUuKap/a.

Koraro Oopre3oMu0 ce npuiara B KOMOHHALMSA € JIPYTH JICKAPCTBEHH MPOYKTH, HAllPaBeTe
cripaBka ¢ Texuute Kpatku XapaktepucTuku Ha [lpojykTa 3a JIOnbJIHHTETHH
[IPOTHBOINOKA3aHMS.

4.4 Cnenna/iHu npeynpeA/IAeHHsS H NpPeaNa3sHH MePKH NPH ynorpeda

Koraro Oopre3oMHO ce npuiiara B KOMOHHALMS € JIPYIH JICKAPCTBEHH MPOJAYKTH, TpsOBa j1a
ce HanpasH cnpaska ¢ Kparkure XxapakTepHCTHKH HA TE€3H JIPYTIH JICKAPCTBEHH MPOJAYKTH
[Ipe/IH 3arnouBaHe Ha JieueHHeTo ¢ bopre3omuO. [lpu ynorpebara Ha TasimjioMu1 TpsOBa J1a ce
00BbpHE 0OCOOEHO BHUMAHHUE HA TECTBAHETO 3a OPEMEHHOCT U M3UCKBAHUSATA 3a IPCBCHIIUS
(BK. TOUuKa 4.0).

MHTpatekaano npuiaoxKeHue

Mma ciiyuam ¢ pataieH U3Xo/1 pH HENPEIHAMEPEHO HHTPATEKAJIHO NPHJIOKEHHE HA
oopre3zomMu0. boprezomud 1 mg npax 3a HHKEKIIHOHEH pa3TBOP € caMo 3a HHTPABEHO3HO
[IPUJIOKEHHE, 1I0KaTo OopTe30MHO 3.5 mg npax 3a HHKEKIIMOHEH pa3TBOP € 3a HHTPABEHO3HO
HJIM TIOJIKOYKHO MpHJIO)KeHHE. bopTe3oMud He TpsiOBa s1a ce npuiara HHTpaTeKaHo.

CToMauHoO-4YpeBHA TOKCHYHOCT

CrToMalHo-4peBHA TOKCHYHOCT, BKIIIOYHTEIIHO I'aJIeHe, JIHapHs, MOBPbIIAHE H KOHCTHITAIIHS
Ca MHOTO YECTH MpH JieyeHue ¢ boprezomud. MMa HevecTn choOIIeHHs 3a cllyyau Ha HIIeYC
(BK. Touka 4.8). Nopa/id KOCTO IMALMEHTHTE, KOUTO HMAT KOHCTHIIAIMs TpsOBa j1a Obaar
Ha0J110/1aBAaHH BHUMATEJTHO.

XeMaToJI0IrHYHA TOKCHYHOCT

JleueHueTo ¢ 6OpTE30MHO MHOIO YECTO € CBBP3aHO C XEMATOJIOTHYHA TOKCHYHOCT
(TPOMOOLIMTONEHHUS, HEYTPOINIEHUSA U aHEMHS ). B npoyuBaHus NpH NalMEHTH C PEIH/IMB Ha
MYJITHIUIEH MHEJIOM, JIEKYBaHH ¢ OOpTe30MHO U NpHU NALMEHTH C HEJIEKYBaH Mpe/Id TOBA
MCL. kouTo ca nekyBaHu ¢ bopre3oMud B koMOMHaLUs ¢ puTYKCHMa0, uukinodpochamu,
N0KcopyOHLHH U npeaHu30H (BR-CAP), easa ot Ha-4eCTO CpellaHUTE XEMATOJIOTHYHH
TOKCHYHOCTH € npexoaHa TpombouutoneHus. Hail-HUCBHK € OposT Ha TPOMOOLIUTUTE HA
aeH 11 OT BCEKH LMKBJI HA JIEYEHHETO ¢ O0pTe30MHO U OOMKHOBEHO € Bb3CTaHOBSBA J10
H3XO0IHOTO HHMBO J10 cJieJBallus UHKbI. HaMa 1aHHH 3a KyMyJlaTHBHA TPOMOOLIMTOIEHHS.
Cpennusat cnaja Ha Opost HA TPOMOOLMTUTE € OM W3uuciieH npubausutento Ha 40% ot
H3XOJAHOTO HUBO IIPH MPOYYBAHUSA C MOHOTEpAIUS HA MHOXECTBEH MUEJIOM U Ha S0%
npoyuBaHe 3a MCL. [Ipu nauMeHTH ¢ HanpeaHal MHEJIOM TEXECTTa Ha TPOMOOIIUT
¢ Ouna cebp3ana ¢ Opost Ha TPOMOOLIUTHTE NMPEH JICUEHHUETO: MPH W3XOIHO HUBO H

Sl P

v RIS Y] 4

=

’"':"n;..»_; ILC' |

,-g 1.._1.,.'."-1'*'.:. e tn.'” } a )
£

b | iy ,_,f
.g'} T “‘-‘ » -.‘-I-!'J - .
“ ‘f N b
\.\ 1\\ 1-.:-: - 4 I_;b f
|‘.\\ “ m& I.,I




TpoMOouuTUTE < 75 000/pl, 90% o1 21 naumentu ca umaiu opoi < 25 000/ul no Bpeme Ha
npoyuBaHeTo, BKIIOUHTENHO 14% < 10 000/ul; 3a pa3nuka oT T€3M ¢ H3XO0IHO HHBO

> 75 000/ul, npu kourto camo 14% ot 309 nauuenTu ca umasnu opoii < 25 000/ul no Bpeme Ha
NPOYYBAHETO.

[Tpn naumenTn ¢ MCL (npoyuBane LYM-3002), TpoMOOLMTONEHHS OT CTENEH > 3 € Ouna ¢
o- BUCOKaA yecToTa (56,7% cnpsamo 5,8%) B rpynara Ha snedyeHue ¢ bopre3omud (BR-CAP) B
CpaBHEHHME C rpyrnara Ha jieyeHue 06e3 bopre3omMud (putykcumad, uukinopochamu,
NOKCOpPYOHLIMH, BHHKPHCTHH H nipeiHU30H [R-CHOP]). JlBeTe rpynu Ha JiedeHHE ca CXOQHH
0 OTHOLIIEHHE Ha 00111aTa YeCToTa Ha KbPBEHE OT BCHYKH cTeneHH (6,.3% B rpynara Ha BR-
CAP u 5.0% B rpynara Ha R-CHOP), kakto u kbpBeHe oT CteneH 3 W no-sucoka (BR-CAP:
4 naunentH [1.7%]: R-CHOP: 3 nauuentu [1,2%]). B rpynara na BR-CAP 22.5% ot
MalMEHTHTE ca MoJIy4yaBajiy NpejuBaHe Ha TPOMOOLMTH B CpaBHEHHE € 2,9% OT nallueHTUTE
B rpynara Ha R-CHOP.

[Ipn neuenune ¢ 6opTe30MHUO ce cboOIaBa 3a CTOMAIIIHO-YPEBEH U HHTpallepeOpasieH
KpbBOU3JIMB. I10 Ta3u npuunHa OposT Ha TPOMOOUMTHTE TPAOBA /1a C€ MOHHUTOPHpA INpEaH
BCAKa 03a bopre3oMu0. Jleuennero ¢ bopre3omud TpsadOBa aa ce cnpe, korato OposT Ha
TpoMOouuTHTE € < 25 000/ul, nau B ciayyail Ha KOMOMHaLMSA ¢ MeJidaliaH U MPEeHU30H,
korato Oposit Ha TpoMOouuTHTE € < 30 000/pul (BXk. Touka 4.2). [loTeHuManHara nosnsa
CIIPSAMO PUCKOBETE OT JICYEHUETO TpAOBA J1a ce MPEILEHH BHUMATEIHO, OCOOEHO B Cilyyai Ha
YMEpEeHa /10 TE€XKKa TPOMOOLIMTONIEHHUS! H PUCKOBH (DaKTOPH 3a KbPBEHE.

[Io Bpeme Ha jieyeHHeTOo ¢ OopTe30MHO € HeOOX0IUMO YeCTO MpocieAsiBaHe Ha ITbJIHATa
KpbBHA KapTHHA ¢ AH(depeHLHaTHO OpoeHe, BKIIOYHTEIHO H Opost Ha TpomOouuTHTe. TpsdBa
J1a ce OOMHCIIH NpeUBaHE HA TPOMOOLMTH, KOraTo € KJIMHHHYHO He00X0IMMO (BX Touka 4.2).

[Ipu naunentu ¢ MCL ce Habio1aBa npexo/1Ha HEYTPONEHHS, KOSITO € oOpaTuMa Mexy
HUKJIUTE, O€3 IaHHU 3a KyMyJlaTUBHA HeyTponeHus. Heyrpoduiinre ca Hail-HUCKH Ha JieH 11
OT BCEKH ILIHKBJI Ha JIeYeHHE ¢ OOpTe30MHO H OOMKHOBEHO CE€ Bb3CTAHOBABAT JI0 H3XO/IHOTO
HUBO J10 ciieaBaims UuKbi. B npoyuBane LYM-3002, konoHHO-CTUMYJIMpaly GakTopH ca
MPUJI0XKEHH 3a noanoMarane Ha 78% ot nauuenTute ot paMmoto BR-CAP 1 Ha 61% ot
nauueHTuTe B rpynara Ha R-CHOP. Tb# kato nauMeHTHTE C HEYTPOIEHHUS Ca C NTOBUIIIEH
pUCK OT HH(eKUHH, Te TpsOBa Aa ObaaT Hab0JaBaHH 3a NMPU3HALM U CHMIITOMH Ha
MH(EKLIHUA H J1a Ce JIEKYBAT CBOEBPEMEHHO. | paHyJIOLUT-KOJIOHUS CTUMYJIHpALH (aKkTOpH
MO€E J1a C€ MpUJIarar 3a XeMaToJIOrH4YHa TOKCHYHOCT B CbOTBETCTBUE C MECTHATA CTaH1apTHA
npakTuka. [ Ipodunaktuynara ynorpeda Ha rpaHyJIOLIUT- KOJIOHHS CTHMYJIHpAIH (aKTOpH
cJie/iBa Jia ce pa3rjiexaa B ciiyyad Ha MHOTOKpPaTHH 3a0aBsHUS B NIPHJIOKEHHETO HA IIUKBJIA
Ha JIeYeHHeTo (BXK. Touka 4.2).

PeakTHBUpaHE Ha XepIec 30CTEP BUPYC

[Ipn mauueHTH, IeKyBaHu ¢ bopre30MUO, ce npenopbyBa aHTUBHPYCHA npoduiiaktuka. [1pu
¢a3a 1l npoyuBaHe NpH NalMEHTH C HEJIEKYBAH J0CEra MYJITHILJIEH MHEJIOM, 00111aTa yecToTa
Ha pEaKTHBHUPAHETO HA XepIec 30CTEP € M0-BHCOKA IPH MALMEHTH, JIEKYBAHH C
Oopre3omMuO+Mendanad+npeIHU30H, B CpaBHEHHUE C T€3H Ha MelldanaH+npeaHH30H
(croTrBeTHO 14% U 4%).

[Ipu naunentu ¢ MCL (npoyusane LYM-3002), yectoTara Ha HH}EKILHS C XepNnec 30CTep €
ouna 6,7% B pamoto BR-CAP u 1,2% B rpynara na R-CHOP (Bx. Touka 4.8).

PeakTuBupaHe U MHQEKLHs, IPpHYKHHEHA OT BUpyca Ha xenaTtut B (HBV)
CkpunuHr 3a HBV TpsOBa BHHAru aa ce H3BbpLIBA NPH MALUEHTH C PUCK OT HH(pe N g
HBV npeau 3anouBaHe Ha JIEYEHHETO, KOTaTO PHTYKCHMAO ce H3Mnoa3Ba B KOMOHHA(AS £, TS24 \._f \)




Oopre3zomud. Hocurenure Ha BUpyca Ha XxenatuT B M nauueHTH ¢ aHaMHe3a 3a xenatur B,
TpsbBa 1a ObAAaT BHUMATEIHO HAO/II0JaBaHH 3a KJIMHHYHH U J1a00paTOpHHU MPHU3HALM Ha
akTuBHa HBV uH(ekuus no Bpeme Ha ¥ cieJl KOMOMHUPAHO JICYEHHE HA PUTYKCHMAO ¢
oopre3zoMub. TpsadBa 1a ce oOMUCIH aHTUBHpPYCHA Npo¢punakTHka. Buxre kpaTkaTa
XapaKTEPUCTHKA Ha NMpOJyKTa Ha pUTYKCHMa0 3a noBeye HHPOpMaLIHS.

[IporpecuBHa MyaTudokanHa aeskoeHuedanonatus (1IMJI)

JloknasiBaHu ca MHOTO peJIKH ciyyan Ha uHdekius ¢ Bupyca Ha John Cunningham (JC), ¢
HEH3BECTHA IIPHYUHHO-CJIE/ICTBEHA BPbH3Ka, NPH MALMEHTH, JICKYBAHH ¢ OOpPTE30MHO, BOICIIH
710 [HIMJI u embpr. Hanumenture ¢ amarnosa [IMJI ca umanu npejunecrsaiia M npoBex/iat
€/IHOBPEMEHHO UMYHOCYTIpecuBHa Tepanus. [loseyero ciayyan na [IMJI ca amarnoctuimpanu
B pamkuTe Ha |12 Mecena ot nbpsBara jio3a dopre3zomMu0. [launenture TpsidOBa na ce
NpocJjie/sBaT Ha PEIOBHH HHTEPBAJIM OT BPEME 3a BCHUKH HOBH WJIH BJIOIIABAlIIIH CE
HEBPOJIOTHYHH CHMITTOMH HJIM [IPH3HALIK. KOUTO Morar jia Obaar nokasaresHu 3a [IMJ] kato
yacT oT Audepenumnainara anarnosa 3a npoodsiemu ¢ IHIHC. Ako imMa cbMHEHHE 3a inariosa
[IMJ]. naumenture TpsadBa Jla ObAaT KOHCYJATHPAHH Cbe crietnaaucet no [HIMJ1 m ja ce
npepuemMaT noaxo/ sy auarnoctuyin Mepku 3a [IMJLL. [lpekpatere neyenuero ¢
oopTe3oMu0. ako ce auaroctuumpa [IMJI.

[lepudepna Hesponarus

Jleyenunero ¢ OOPTE30MHUO MHOIO HECTO €€ CBLP3BA ¢ nepudepHa HeBponaTus. KosiTo €
npeauMHO cen3opHa. Mma, obaue. n1ok1aaBaHu cboOLICHU 3a C/lyyan HA TEKKA MOTOpHA
HEBpOIATHA CbC WK 0e3 ceH3opHa nepudepHa HeBponarus. Hecrorara Ha nepudepHara
HEBPOIIATHS CC YBE/IMYABA PAHO MPH JICHEHHUETO M 110 BPEME HA UKL/ S ¢ Ha0J110/1aBaH UK.

[IpenopbyuTE/IHO € nalMeHTHTE J1a Ob/1aT BHUMATEIIHO MPOC/IC/ASBAHH 3a CHMITTOMM Ha
HEBPOIATH, KATO YCCLIAHE 3a NapeHe. XHUIIECPECTE3Usl, XMUITOCCTE3U, MapecTe3usl.
JUCKOM(popT. HEBponaTHYHA 00JIKAa HIIK ¢1adoCT.

B npoyusane ®a3sa Il1, cpaBusiBaiio 60pre30MHO., NPHIIOKEH HHTPABEHO3HO H M0JIKOKHO,
yecToTaTa Ha Bb3HUKBAHE HA CbOUTHA ¢ nepudepHa HeBponaTHs ot crerneH =~ 2 ¢ 24% 3a
rpynara Ha 1o IKOKHH UHKEKIIHK U 41% 3a rpynara Ha BEHO3HH HHKeKUUH (p = 0,0124).
[lepudepHa HeBponaTus o1 CTeneH = 3 € Bb3HUKHaIa 11pu 6% OT NalMeHTUTE B rpynara Ha
MOJAKOKHO IPHJIOKEHHE. B cpaBHeHHe ¢ 16% B rpynara Ha HHTPABEHO3HO MPHIIOKEHHE

(p = 0.0264). Yectorata Ha nepudepHara HEBpoIaTHs BbB BCHUKH CTEIECHH. IPH
HHTPABECHO3HO MPHJIOKEHHE Ha OOPTE30MHUO, B IPOYUBAHUS 32 HHTPABECHO3HO MPUIIOKEHHE
Ha OOPTE30MHUO, HCTOPHYECKH € 1M0-HHUCKA B cpaBHEHME ¢ npoyuBaHeto MMY-3021.

[latMenTHTE ¢ HOBONIPOsIBHIIA CE MJIN BiIOLIABalla ce nepudepra Hesponatus TpsadBa jia ce
MO/U10KAT HA HEBPOJIOTHYECH TTPETrJIe/1 U MOXKE J1a €€ HAJIOKH IPOMSHA HA J103aTa, Ha cXxemMara
Ha JieyeHHUe ¢ OOPTE30MHO MM J1a CE IIPEMHUHE KbM MMOJIKOKHO IPHII0KEHHUE (BXK. TOUKa 4.2).
HeBponarusita ce oBjiajisiBa ¢ 1oJUlbpKailld I'pHKH W Jipyra Teparnms.

[Ipu naunenTH. npuemai 6opre30MHO B KOMOMHALIMS C JICKAPCTBEHH MPOAYKTH, 3a KOUTO €
YCTAHOBEHO. 4¢ UMaT BPb3Ka ¢ HEBponaTusita (Harnp. TajanjioMu1) TpsadBa j1a ce npeiBu/u
PAHEH H PEJ0OBEH MOHHTOPHHI 3a CUMIITOMH HA HEBPOTIATHS, HAJlarallH CreUHO JeUEeHHE.,
4ype3 HEBPOJIOTHYEH nperjel v TpsadBa J1a ce 0OOMHCIH CbOTBETHO HAMaJIIBaHE Ha J103aTa WK
NpEyCTAHOBABAHE HA JICUCHHUETO.




Hegponatus. Mudopmaingara 3a aBTOHOMHATA HEBPOIATHS M IIPUHOCA H 3a TE3H HEKEIaHH
peakiliu € OrpaHHYeHa.

| bpuoBe

Mma HevecTH cbOOIIEHHS 3a I'bpUYOBE 1IPH NAaMEHTH 0€3 npe/IHiiHa aHaMHe3a 3a elunJIencus
u rbpuoBe. CnernraiHo BHUMaAHHE H3UCKBA JICYCHUETO HA NMAIMEHTH. TIPH KOUTO ChIICCTBYBAT
HSKAKBH PUCKOBH (PaKTOPH 3a I'bpPUOBE.

XHITOTOHMS

Jleuenuero ¢ GOpTE30MHO YECTO €€ aCOIHUPaA C OPTOCTATHYHA/TIOCTYpaiHa XHITOTOHHA.
[ToBeueTo HEKeNaHn peakiMu ca JICKH J10 YMEPEHH 110 TEKeCT U ce HalJIo/1aBat 1o Bpeme Ha
AeueHueTo. [laiMeHTH, KOMTO ca pa3BuIIH OPTOCTATHYHA XHITOTOHUS ¢ OOpTEe30MHO
(MHKEKTHPAH HHTPABEHO3HO) HE Ca UMAJIH TNTPE/IIECTBAIIM JICYCHHETO JIAaHHH 3a
OpPTOCTATHYHA XUITOTOHMS. [IpH NoOBeYeTO NAIMEHTH CE € HAJIOKHUIIO JICYEHHE Ha TSIXHATa
OpPTOCTATHYHA XHIIOTOHMA. MaJjika 4acT OT NalMEHTHTE ¢ OPTOCTATHYHA XHITOTOHHS Ca UMaJIH
CHHKOIHH ¢bOMTHS. OpTOCTaTHYHATA/TIOCTYPpAJIHA XHITOTOHHUS HE € NPSAKO CBbp3aHa ¢ 0ouyc
HH(y3us Ha OopTe30MUO. MeXaHHU3MBT HA Ta3H PEAKIIUS HE € H3BECTCH, BBIIPEKH Y€ OTYACTH
NpUYHHA MOKe J1a Objie aBTOHOMHA HEBPOIATHs. ABTOHOMHATAa HEBPOIATHS MOIKE J1a €
cBbp3aHa ¢ OopTe30MHO HIIKH OOpTE30MHUO MOJKE J1a BJIOLIH OCHOBHOTO 3a00J1siBaHE. KaToO
anadeTHa MM aMHJIOHIHa HeBponaTus. [lpenopbuBa ce BHUMaHUe, KOrato ce JieKyBar
MAllMEHTH C AHAMHE3a 3a CUHKOIL, 110JIyYaBallly JIEKApPCTBECHHU NPOAYKTH, 32 KOUTO € U3BECTHO.
4e CE CBBP3BAT € XHIIOTOHHS: WM KOUTO Ca JICXH/IPAaTUPAHH NOPAJN PEKYPEHTHA JIMApUs MJIH
noppbilae. JIeyueHHeTo Ha OpTOCTAaTHYHATA/MOCTYpPA/IHA XHITOTOHHS MOKe J1a BKJIIOYBA
ajanTHpaHe Ha AHTUXHIIEPTEH3UBHUTE JICKAPCTBEHH MPOJYKTH, PEXHJIPATHPAHE HIIH
[IPHJIOKEHHE HA MUHEPAIKOPTHKOCTEPOH/IH U/ MJIH CUMIIATHKOMUMETHIH. [launeHTure
TpsaOBa jla ObaT HHCTPYKTHPAHHU J1a THPCAT JICKAPCKH CHBET. AKO UMAT CHMITTOMHM KaTo
3aMaiBaHe. CBETOBLPTEK MM 3aryda Ha ropopa.

Cunapom Ha oOparuma nocrepuopHa enuedanonarus (PRES)

Uma cboOuienns 3a PRES npu nauumenTu. nonyyasaum doprezomud. PRES ¢ psjko. yecto
o0OpaTuMo. ObP30 pa3BHBAIIO CE HEBPOJOIHYHO ChCTOSHHE, KOCTO MOIKE JIa C€ MPOSIBH C
bPYOBE. XHIIEPTOHHSA, IJ1aBO00JIME, JeTaprusa. OObpKBAHE, CJICNOTa M JIPYTH OYHH H
HEBPOJIOIHYHH HApYLIEHHs. 3a NOTBbPIK/IaBaHe Ha JIHarHo3ara ce u3nosssa oOpasHa
JMArHOCTHKA Ha MO3bKa. 3a NpeuiovydTade sipeHo-MaruuTed pesonaic (AMP). [pu
nauMeHTH. Kouto passuBar PRES. bopre3zomud tpsdBa j1a ce cnpe.

Cbp/ieyHa HEJIOCTATBLYHOCT

[lo Bpeme Ha sieuenune ¢ bopre3oMu0 ce cLoO1IaBa 3a OCTPO pa3BUTHE HJIM 00OCTPsIHE Ha
3aCTOHHA ChbP/ACYHA HEJIOCTATHLYHOCT W/ HJIM NTOSBA HA HamMassiBaHe (ppakumusTa Ha
M3TJIACKBAHE Ha JIsiBaTa KaMmepa. 3aJpbKKaTa Ha TEYHOCTH MOXKe J1a Ob/1e npejpasnoJiaratl
(axTop 3a nposgsa Ha O€JIe3H U CHMIITOMH Ha Chp/IeYHa He10CTaTbYHOCT. [lanmenTy ¢
PUCKOBH (paKTOPH 3a ChpACUHO 3a00JIIBAHE HIIM CBIIECTBYBAIIO TakoBa TpsiOBa j1a Obaar
BHHUMATEJIHO MOHHUTOPHPAHH.

EJICK'I'DOKHD,’[HOI‘DH{I)CKH H3CJIC/IBAHHA
L bHICCTBYBAT H30/IHPAHH CIIYYAH HaA V/ILJIZKABAHC HA Q | -HHTCPpBA/Id 11PpH KJIIHHHYHH
[HPOYYUBAHHA, HO HC C Oua YCTAHOBCHA INPHYHUHHO-CJIC/ICTBCHA BPb3Ka.

bes1oipoOHH HapyLLIEHUS!
Pﬂ JIKO Cce c*mGumBa'r "I}“lﬂH Ha ucrpa Tlli(ll\-"i}m m-{(]mrrrpaTHHna 0€eJo F[pOGHH 001




HHUITpALUS U OCTBLP pecnupatopen auctpec cuuapom (OPJIC) npu naunen T nosyyanatii
Oopte3omMuO (Bk. Touka 4.8). Hakoun oT Te3u ciyuau ca Ouim ¢ garaien u3xojl. [pean
JICYEHHUETO €€ NpenopbuBa pajimorpadgus Ha rpb/AHUS KOLIL 3a J1a MOC/IYKH KaTO U3X0/IHO
HUBO 3a YCTAHOBSIBAHE HA NMOTEHUHATHHU OeJ10ApOOHH NTPOMEHH CJIE/1 JICYEHHETO.

B ciayyaii Ha HOBH HJIH Biio1IaBaIM ce 0es10poOHH CHMIITOMH (HANp. Kallivila, JIMCITHEes ).
TpsiOBa OBP30 J1a c€ YTOUHH JAWarHo3ara M jia ce npeapueme 1noaxo/ o aeuenue. Hpen
[PO/IbJZKaBaHe Ha JieYeHHeTo ¢ DopTe30MUO TpsiOBa J1a ce OOMHUCIIH CHOTHOIIEHHETO
[10J13a/ PUCK.

B KJAMHUYHO M3MUTBAHE JIBaMa NalMeHTH (0T 2). nojyvaBallld BUCOKA j103a IHTapabuH

(2 g/m? IHEBHO) Ype3 NpoIb/uKUTEIHA HH(]Y3Hs 3a 24 yaca ¢ JlayHOPYOHIIUH M OOpTEe30MHO
3a OCTpa pelH/IHBHpallla MHEJION/IHA JIeBKeMuUs. ca nnouynHaian ot OPJIC B HavyanoTo Ha
TepanusTa U NpoyuYBaHeTo € npekpareHo. E1o 3aio., ta3u cneuddpuuta cxema ¢
€/IHOBPEMEHHO TpHJaraHe Ha BUCOKa J103a uutapaduH (2 g/m? JIHEBHO) Ype3 NpOIb/IKHTEIIHA
HH(}VY3Ms 3a 24 yaca He ce penopbLUBa.

bbOpeuHo yBpek/1aHe
bbOpeuyHHTE YCII0KHEHHS ¢a YECTH MPH NAUMEHTH ¢ MYJITHIUICH MHeJI0M. [lantnenture ¢
OBLOpeUHO yBpexk1aHe TpsaOBa j1a ObJaT BHUMATEIIHO MTPOCJICAsBalu (BXK. TOUKH 4.2 1 5.2).

YepHoApoOHO YBpEeKIaHe

bopre3oMu0 ce Metabosin3upa o1 YepHOAPOOHHUTE €H3UMHU. EKcno3uumgaTa Ha bopre3oMud ce
[MOBHILIABA ITPH MTALMEHTH C YMEPEHO HIIH TEKKO YEPHOAPOOHO YBPEK/IAHE: TE3H MAILIHEHTH
TpsOBa J1a Ce JICKYBAT ¢ HAMAJICHH 1031 OOPTE30MHO NPH CTPOroO NMPoC/ie/IsBaHE 3a
TOKCHYHOCT (BX. TOYKH 4.2 1 5.2).

YepHoipoOHH peakiuu

[Ipn naneHTH, nosyvasaiy OOpTe30MHUO H ChITLTCTBALIN JICKAPCTBEHH MPOJAYKTH HIIH MTPH
MAUMEHTH CbC CEPHO3HH OCHOBHH 3a00JIIBAaHUSI UMA PEJIKH CHOOIIICHHS 3a CJIyUYaH Ha
YEPHOAPOOHA HEJIOCTATHLYHOCT. JIpyru ¢boO1aBaHu Y4epHOAPOOHH PEAKIIHH BKIIOYBAT
[MOBHIIIABAHE HUBOTO HA YEPHOAPOOHHUTE CH3UMH, XHIIEPOHINPYOUHEMHS M XenaTHT. |e3u
[MPOMEHH MOKe J1a ObaaT oOpaTHMH NIPH NIpEeKpaTsaBaHe npuema Ha 0opTe30MH0 (BIK.

TO4YKa 4.8)

CHHAPOM Ha TYMOPEH pa3najl

1Bi kKaT1o OOPTE30MHO € HMTOTOKCHYEH areHT U ObLP30 YOUBA 3JI0KAYECTBEHHUTE I1J1a3MATHYHH
KjaeTKkH 1 MCL KieTKkuTe, Morar Jla Bb3HHKHAT YCJI0KHEHHUS HA CHH/IPOMA Ha TYMOPEH
paznaj. [lauMeHTHuTe ¢ BHCOK TYMOPEH TOBAP NMPE/H JICUECHHETO €a ¢ PUCK 3a pa3BUTHE HA
CHH/IPOM HA TYMOpeH pasnaj. lakupa nanueHTH TpssOBa Jla ObjaT BHUHMATEIIHO
[POC/IC/ABAHN M CJIe/IBa Jla ObaT B3€TH MOJAXOALILH ITPE/a3HH MEPKH.

CbNbTCTBALLM JICKAPCTBEHHU MPOJIYKTH
[lamenTuTe TpsiOBa /1a ObAAT BHUMATEIHO NPOCIC/gBaAHN. Korato OoprTe3omMud ce npujara B
KoMOHHauMs ¢ MOLIHH CYP3A4-uuxuOutTopu. [10BHILLIEHO BHUMAHUE H3HCKBA
KoMOHHHUpaHeTo Ha dopTe3oMud ¢ CYP3A4- uan CYP2C19 cyOetpaTn (BXK. TOUKa 4.5).
[laumenTrTE. NoOJyyaBald nepopasIHi XUMNOIIMKEMHYHH JICKAPCTBEHH MTPOJYKTH H3HCKBAT
MOBHIIEHO BHUMAHHE, KaTO NPH TAX TpAOBa J1a Ob/1e NOTBBLP/IeHa HOPMaIHA YepHOIpOOHA
(pyHKLMS (BXK. TOUKa 4.5).




BeposTHO HMYHOKOMILJIEKC-ME/IMHPAHH PEAKLIMH

Mma HevecTH cboOIIEeHHSs 3a BEPOSTHO HMYHOKOMITIEKC-ME/IMHPAHH PEAKIIMK. KAaTO CEPYMHA
00JIeCT. NOJHAPTPHUT ¢ OOPHUB M 11posudepaTuBeH rinomepyionedput. [lpuemsbT Ha
OopTte3oMu0 TpsAOBa j1a ObjIe NPEYyCTAaHOBEH, aKo ce HAa0I110/1aBaT CEPUO3HHU PEAKIIHH.

4.5 B3aumojieiicTBHE ¢ JIPYIH JIEKAPCTBEHH NMPOAYKTH H APYrH Gopmu Ha
B3aHMo/1eiicTBHE

[n vitro npoyuBaHHus 1okassar. ye 00pre30MHu0 € ¢s1ad nHXHOUTOp HA uHTOXpoM P450 (CYP)
nzoensumute 1A2. 209, 2C19, 2D6 1 3A4. B3 ocHoBa Ha orpaHHyeHust npuHoC (7%) Ha
CYP2D6 3a metabosu3ma Ha 6opre3oMu0 He ce ovakBa (PEeHOTHITHT HA cjladuTe
metabosmmszaropu Ha CYP2D6 na nosiausie usiocTHara JMCno3uims Ha 0opre3omMuo.

[IpoyuBane 3a JIeKapCTBEHH B3aUMOJICHCTBUS, OLEHABALILO e(peKTa Ha KETOKOHA30J1, MOLIIEH
CYP3A4 unxubutop. Bbpxy (papmakoknHeTHkata Ha O0pTe30MHO (MHKEKTHpaH
HHTPABCHO3HO). Noka3sa cpeano nokausane Ha AUC na 6opre3zomud ¢ 35% (90% CI1 (1,032 -
[,772]). ocHoBaBauo ce Ha AaHuu ot 12 naunentu. CaepoBaresiHO, nauMeHTHTe TpsOBa J1a
Objar BHUMaTE IHO HA0JI10/1aBaHH, KOraTto UM ce rpuiara bopre3oMud B KoOMOMHalU ¢
MOLIHH CYP3A4-HHXHOUTOPH (HAMp. KETOKOHA30J1. PHTOHABHP).

B npoyuBaHe 3a JieKapCTBEHH B3aUMOJICHCTBHS, OLICHABALIO eeKTa Ha OMEeNpa3oll. MOUIEH
CYP2C19-uuxuburtop. BbpXy papmMakoKHHETHKATa Ha OOPTE30MHO (MHKEKTHpaH
HHTPABCHO3HO). HEe ce Ha0J1I01aBa 3HauuM eekT BbpXy (papMakokuHeTHKaTa Ha OopTe30MHO.
Bb3 OCHOBA Ha JIaHHW OT |7 nmauueHTH.

[IpoyuBane 3a JIeKapCTBEHH B3aUMO/ICHCTBHSA. OLEeHsABAIIO edekTa OT pu(aMITHIIMH, MOLIECH
uHayKTop Ha CYP3 A4, Bbpxy (papmakoKHHeTHKaTA HA OOPTE30MHO (MHIKEKTHPAH
HHTPABEHO3HO), 1oka3sa peaykius Ha AUC Ha Oopre3oMud cpeno ¢ 45%. Bb3 OCHOBaA Ha
JJAHHUTE OT 6 NalMeHTH. 3aToBa ¢/IHOBpEeMEHHaTa yrnorpeda Ha O0pTe30MHO ChC CHITHH
uayktopu Ha CYP3A4 (nanp. pudamnuuunb. kapdamasenut., GeHuTouH. peHodapobuTan u
KBJIT KAHTAPHOH) HE ¢ NMPEenopbyBa. Thil KaTo eh)UKACHOCTTA MOXKeE J1a ObJIe HAMaJICHA.

[Ipy CHIOTO NPOYUBAHE 3a JICKAPCTBEHHU B3aUMOJICHCTBHS, OllcHABal0 eeKkTa Ha
jiekcaMmeTa3ol. no-ciaad uuaykrop Ha CYP3A4, sopxy papmakoknHeTHkara Ha 6opre3oMuo
(MHKEKTHPAH HHTPABEHO3HO). HsAMa 3HAa4YUM epeKT BbpXY (hpapMaKOKHHETHKATa Ha
OopTe30MHO. Bb3 OCHOBA HA JIAaHHU OT 7 NALUEHTH.

Eano npoyuBane 3a JIeKapeTBEHHTE B3aUMO/ICHCTBHSA, OLIEHSBALILO edekTa Ha MesdanaH-
[PeJAHU30H BbPXY (papMakoKHHeTHKaTa Ha OOPTE30MHO (HHIKEKTHPAH HHTPABEHO3HO).
nokassa ysejnueHue Ha cpeanara AUC na dopre3omMu0d ¢be 17%. Bb3 0OCHOBA HA JIAaHHH OT
21 nanuenTta. To3u pe3yarar He ¢e cHYMTa 3a KIIHHHYHO MTPHIIOKHM.

[1o BpeMe Ha KIIMHUYHHUTE U3IIHTBAHUS ¢a ChbOOIIEHH HEYECTO H YEeCTO XUITOITIMKEMHS U
XHIIEPIIIMKEMHS TTPH JHA0ETHIIH. TOJTYYaBalllk NePOPATHH XHITOTTHKEMHYHH JIEKAapCTBEHH
NpoaAYKTH. [IpH naumeHTH. npuemaiiy nepopaiid aHTHAHA0CTHH JICKAPCTBEHH MPOYKTH H
ChIIEBPEMEHHO JIEKYBAHH ¢ OOPTE30MHO MOKE J1a C€ HAJIOKH BHUMATEIHO 11POC/Ie/IsBaHe Ha
HHUBATa HA KPbBHATA 3axap U ajlalTUHpaHe Ha j03aTa Ha TEXHUTE aHTH/IHA0CTHH TTPOJIYKTH.

4.6 ®epruanrer, OpeMEHHOCT H KbPMeHe

KoHTpauenums 1npu MbxKe U JKEeHH
[lopa/ii reHOTOKCHUYHMS NOTEeHIHAal Ha OOPTE30MHO (BXK. TOUKA 5.3) JKEHHTE B JIETEPO
Bb3pacT TpsAOBa Jla U310/13BaT (PeKTUHBHH KOHTPALICNITHBHH MEPKH H J1a M30sirBaT




3a0pemMeHsiBaHe 110 BpeMe Ha JieueHHeTo ¢ BopTreMHen v B npoabiikeHne Ha 8 Mecella cliejl
NPUKJIKOYBAHE HaA JICYEHUETO, MbkeTe TpsOBa ja u3noi3sar ¢peKTHBHH KOHTPALICIITHBHH
MEPKH H J1a ObJaT MOChBETBAHH J1a HE Ch3/1aBart Jielia no BpeMe Ha JieueHuero ¢ Bopremuen u
B MPOJAbJIKEHHE Ha 5 Mecella ¢Jie/l NPUKIYBAHE Ha JICYEHHETO (BXK. Touka 5.3).

bpemenHocT
JIuncpaTt KJIMHMYHH JIAHHK 3a CJIy4YaH HA €KCNO3ULMs Ha DOpTe30MHO 10 BpeMe Ha
OpeMeHHOCT. TepartoreHHUAT NOTEeHIIHAI Ha OOPTE30MHO HE € HAJIOCTHO 1POYYBaH.

B HEKIMHMYHHK npoyuBaHMs. OOpTE30MHO He € Umail e(peKTH BbpXY eMOpHO/(pEeTanHOTO
Pa3BUTHE HA IUITHLXOBE H 3alIlM IIPH HAN-BUHCOKHUTE 103U TOJIEpUpaHu oT Malkara. He ca
[NPOBEIK/IAHHN MPOYYBAHHS € JKHBOTHH 3a M3CJIC/IBAHE HA BJIMSIHHUETO Ha OOPTE30MHO BLPXY
PAKIAHETO M MOCTHATAJIHOTO pa3BUTHE (BXK. TOUKa 5.3). bopre3omud He TpsiOBa Jia ce
H3110J13BA 110 BpeMe Ha OPEMEHHOCT, OCBEH KOraTto KJIMHHYHOTO ChCTOSIHME Ha JKeHarta
H3UCKBA JieueHue ¢ OoptTe3oMud. AKo OopTe30MHO ce M3I10J13Ba 110 BpeMe Ha OPeMEHHOCT HJIH
aKo rnauueHTkara sadpeMeHee, JJ0KaTo noJjiyyasa To3M JICKapCTBEH MPOAYKT, T8 TpsAOBa J1a
ObJ1e MH(POPMHUpPAHA 32 Bb3MOKHHUTE PUCKOBE 3a I11J10/14.

TanuaoMHL € aKTHBHO BELIECTBO € H3BECTHO TEPATOI€HHO JICHCTBHE TTPH XOpa. KOETO
IPUYHHSABA TEKKH KHUBOTO3ACTpalaBaliy BpoaeHu jaedekTu. TaaruaoMua € npoTuBoNnoKa3aH
10 BpeMe Ha OPEMEHHOCT H IPH JKEHH C JICTEPOJIEH NMOTEHIIHAII, OCBEH aKO €a H3MbJIHEHH
BCHYKH YCJIOBHS Ha IporpaMara 3a npeBeHims Ha OpeMeHHOCTTa Ha TaJIuJIoMuL. [latmenTu,
JIEKYBAHH ¢ O0pTE30MHO B KOMOMHAIIKS ¢ TaJIMJIOMHU/L, TpAOBa J1a ciie/iBaT nporpaMara 3a
[IPEBEHIIMSA HA OPEMEHHOCTTA MPH JICUCHHUE ¢ TAJIWIOMH/L. 3a J0NbIAHUTEIHA HHpOpMaLIns
BUKTe KpaTka XapaktepucTuka Ha |lpo/iyKra Ha TajuIOMH/L.

Kbpmene

He e u3secTHo janu Oopre3omMud ce ekckpeTtupa B Kbpmara. [lopajin Bb3MOKHOCTTA 34
CCPHO3HH HEKEJIAHH PEAKIIMHU MTPH KbPMAUYeTO. KbPMEHETO TPSOBa J1a C€ NpEeyCTaHOBH 110
BpEME Ha JICYEHHETO ¢ OOpTE30MHUO.

Depruaurer

He ca nposexaann npoyusanus Ha gpepruantera ¢ dopre3omud (Bx. Touka 5.3). [lopaau
[CHOTOKCHYHHUS MOTEHIIHaN Ha OopTe30MHO (BXK. ToUKa 5.3) MbiKeTe TpsiOBa J1a ce
KOHCYJITHPAT OTHOCHO ChbXPAHSBAHETO HA CIIEPMA, a JKECHHUTE C JICTEPO/ICH MOTEHIIHA TpsaOBa
J1a €€ KOHCYJITUPAT OTHOCHO KPHOKOHCEPBALIMA HA OBOIMTH TPEJ/IN 3al10UBAHE HA JICYEHHETO.

4.7 EdpexTnn BbpXY cnnocoOHocTTA 32 IopHpaHe B padoTa ¢ MAINHHH

bopTe3oMHO MOKe J1a UMa YMEPEHO BIMIHHE BLPXY cnocoOHOCTTA 3a modupane U padbora ¢
MaltMHKU. bopTe30MHO MOKe J1a Ob/1e CBBP3aH MHOTO YECTO € YMOPA. YECTO ChC 3aMaiiBaHe.
HEYECTO CbC CHHKOI H YECTO ¢ OPTOCTATHYHA/TIOCTYpaJIHA XHITOTOHHS HJIH 3aMbIJICHO
3peHHe. 3aToBa nauMeHTuTe TpsAadBa Jla Ob/laT BHUMATEIIHH, KOTraTto wogupar ik U3nolis3Bart
MalllMHH ¥ TpaOBa J1a ObAaT MOCHBETBAHH J1a HE 1O(HPAT HIIH H3MOJI3BAT MAIIIMHHU, aKO
MoJIy4aTt T€34 CHMIITOMH (BXK. Touka 4.8).

4.8 Hexe/1aHH JIEKAPCTBEHH peaKIHH

O000ueHne Ha npoduiaa Ha 0€301aCHOCT e
HeuecTo ¢chbolOaBanm CepruoO3HU HEKECIIAHU PEaKIliK 110 BPEME Ha JICUeHHe ¢ 0opTe3 WAL ¢ ™\
BKJIKOUBAT ChPACYHA HEJIOCTATHLYHOCT, CHHIPOM HA TYMOpPEH pa3snaj. 0esno,ipodHa
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XHIIEPTOHHSA. CHH/IPOM Ha 1ocTepHopHa odOparuMma enuedaionatus. octpa audy3Ha
HHpUATpaTUBHA 0€J101poOHA 00JIECT K PSIJIKO aBTOHOMHA HEBPOIATHA.

Hait-uecTo choOLIaBAHUTE HEXKEIIAHU JICKAPCTBEHHU PEAKIIUHU IIPH JIeYeHHe ¢ Dopre3oMud ca
ra/ICHE. JIMapHus. 3arekK., NOBpPbIIAHE. YMOPA. MHPEKCHS. TPOMOOLMTONECHHS, AaHEMHSL.
HEYTPONECHHS, nepH(epHa HEBPONIATHS (BKIIOYHTEIHO CETHBHA). I1aBOOOJIHE. NapecTe3us.
HaMaJIeH areTUT. JIUCITHEs, OOpPHUB. XepIIEC 30CTEP H MHAJITHS.

O)000I1IEHHE HA HEKCIIAHUTE PCAKIIHU B TAOJIMUYEH BHJL

Myarmunaen muerom
Hexenanure peakuunu B Tabimua 7 cnope/i npelieHKaTa Ha H3c/1e/10BaTe/InTe UMaT Haii-
MaJIKO Bb3MOKHA WJIH BEPOSATHA NPHUYHHHO-CJIC/ICTBEHA Bpb3Ka ¢ OopTe3oMHuO. Te3u
HCJKEJIAHH PEaKIMM CE OCHOBABAT HAa HHTEIrpUpaH HAOOP OT JlaHHM OT S 476 nalUeHTH, OT
KOUTO 3 996 nanmenTH ca jekyBanu ¢ 6opre3oMud ot 1.3 mg/m?* u ca BKJIIOYECHH B
Tabnuna 7. Karo uszio0 6opre3oMu0 e npuiioxken npu 3 974 nanMeHTH 3a JIeYeHHUe Ha
MYJITHIUJICH MHEJIOM.
Hexenannre peakumu ca H30pOCHH 1M0-/10/1y 10 CHCTEMO-OPIraHHH KJ1aCOBE H 110 4eCTOoTa.
YecTorure ce onpejienst kato: MHOTo vectu (= 1/10): yectu (= 1/100 10 < 1/10): HeuwecTH
(= 1/1 000 no < 1/100): peaku (= 1/10 000 go < 1/1 000): muoro peaku (< 1/10 000). ¢
HEH3BECTHA YECTOTa (OT HAJIMYHHUTE JJAHHHU HE MOJKe J1a Ob/1e HanpaBeHa oleHka). [lpu Besko
IPYIUPAHE 110 YECTOTA, HEKECITAHUTE JIEKAPCTBEHH PEaKIMH Ca MPEeJICTABEHH B HU3XOIALIL pe/L
10 OTHOLIIEHHE HA TAXHaTa cepuo3HocT. lTabauua 7 € ¢bh3aajacHa ype3 H3MoJ3BaHeTo Ha
Bepcus 14.1 na MedDRA. Hexenanure jieKapcTBEHH peakiliM ¢J1e/1 IyCKaHEeTO Ha nasapa.
KOUTO HEe ca HAOJI0/1aBaHM NTPH KJIMHHYHH U3ITUTBAHUS, ChIILO Ca BKIIOYECHH.

Tabnuua 7:

Hexenanm PCAKIIHH TTPH TTAIIHCHTH C MYIJITHILJICH MHECJIOM. J/ICKYBAHH C

6OpTE30MUO B KIMHHYHH M3MTUTBAHUS H BCHYKH NOCTMAPKETHHIOBH HEXKEJIaHH PEeaKIiMH,
HE3aBHCHMO OT MOKa3aHUeTo"

Cucremo- Yecrora |Hekes1aHu peakuuu
OpPraHHH
KJ1ACOBe
Uudexunu u YectH Xeprec 3ocTep (BKJI. JUCEMHHHPAH H OYEH), THEBMOHUSA*,
HH(pecTalluH Xeprec CHMILIEKC*, rbOHYHa HHpeKuus™*
HeuectH Nudexuus*, bakrepuaniu HHPEeKUUH*, BAPYCHU HHPEKUHU*,
CETCHC (BKJI. CENNTHYEH LI0K)*, OPOHXONMHEBMOHHMS, XepriecHa
uHpeKuua*, XeprneTuyeH MeHHHroeHepanut”, 6akrepuemMus
(BKJI. cTaUI0KOKOBA), XOP/AEOJIYM, I'PHIT, LETYJIHT, HHpEKIIH,
CBbp3aHa C U3/iejIue, KoXKHa HHpekius*, yimHa uHpekuua*,
cTa)MII0KOKOBa HH(PEKLHS, 3b0Ha HHpeKuus*
Peku MeHHHIHT (BKJI. OaKkTepuasieH), HH(pekuus ¢ Bupyca Ha Epstein-
Barr, renuTaneH xepnec, TOH3HJIHT, MaCTOMJUT, CHHAPOM Ha
[NIOCTBUPYCHA yMOpa
Heonnaszmu — Penxu 3710Ka4eCTBEHH HEOIJIa3MH, IJIa3MOLIMTHA JIEBKEMHUS, ObOpeyHo-
n00pokKayecTBeH KJIE€Th4Y€H KapLUMHOM, OyukH, pyHronHa MHKO3a,
H. n00pOKaYeCTBEHH Heoruia3Mu*
3JI0KA4Y€CTBEHH H
HEeOoIpeAe/IEHH
(BKJI. KHCTH H
MOJIUITH )
Hapymenus na |[M#uoro yectn |TpombouuTonenus™®, HeyT
KpbBTa H Yectn JleBkonenus*, numponeHus*




nuM¢Hara Heuectn [TanuuTonenus*, ¢pebpuiiHa HEYyTponeHus, koaryjonatus*,
CUCTEMA JIeBKOIMTO3a*, TuM(aZeHoNnaTHsl, XeMOJINTHYHA aHEMHS™
Penku JluceMHHUpaHa HHTpaBa3ajiHa KoaryJiauus, TpoMoouuTo3a*,

XHIIEPBHCKO3UTETEH CHHIPOM, HApYIIEHHUS HA TPOMOOIIUTHTE
NOS, TpomOoTHYHA MHKpOAHTHONIATHS (BKIJIL.
TpoMOOLIMTONEHHYHA nyprypa) *, Hapymenus Ha kpbBTa NOS,
XeMOoparu4yHa auaresa, JUMGouuTHA HHQHUITpALIHS

Hapymenus Ha |Heuectn AHruoeieM#, CBpbX4yBCTBHTEJIHOCT*

MMYHHara Penku AHaunaKkTH4YEH HIOK, aMuJIon103a, Tun Il uMyHOKOMILIIEKC

CUCTEMA MEJIMUpaHa peaxklus

Hapyumenus na [HeuectH CunapomM Ha Cushing*, xuneprupeonn3zbM*, HeaJleKBaTHa

€H/IOKpHHHATa CEKpELHs Ha aHTHAHYPETHYEH XOPMOH

CUCTEMA Penxu XHUIIOTHPEOH U3 BM

Hapymenus Ha
MeTaboIu3Ma U
XpaHEHETO

MHOro 4ectu

[lonnkaBaHe Ha aneTuTa

YecTH

Jlexuaparauus, XunokaimeMus*, xunonarpuemus*, abHopMHa
KpbBHA 3axap*, xunokaauuemus™*, aOHOpPMHHU eH3UMH*

HeuecTH

CuHIpoM Ha TyYMOpeEH pa3naj, 3abaBeH pactex*,
xunomaruesvemus™*, xunopocharemus*, xunepkaiuemMus*,
XHMEPKAILIEMUS*, XunepHaTpueMus*, aDHOpMHa MHKOYHA
KHuceJIMHa*, 3axapeH nquader*, 3aibp)kaHe Ha TeYHOCTH

Penku

XunepMarHe3sneMus*, aiu03a, eJ1eKTpoauTeH qucbananc*,
MPETOBApBaHE C TEYHOCTH, XHITOXJIOPEMHA*, XHIIOBOJIEMHS,
xunepxyopemus*, xuneppocharemus*, MeTaboIUTHO
HapyueHHe, BATaMMH B koMIuiekceH aepuumT, nepuuur Ha
BUTaMUH B 12, noxarpa, noBHIlIEH aneTHT, HEMOHOCHMOCT KBbM
aJIKoxoJia

[ICHXHYHH
HapylIeHHs

YecTH

HapyiieHus u pa3cTpoiicTBa Ha HACTPOSHHETO*, TPEBOKHO
pasCcTpOHCTBO*, HAPYLIEHHs H pa3CTPOACTBA HA ChHA*

HeuyecTH

[Tcuxuuno pa3cTpoiicTBO*, XamounHaHH*, ICHXOTHYHO
pascTpoiicTBO*, 00bpKBaHe*, 6e310KO0HCTBO

Penku

Cyuumana uaeauua™®, ajanTuBHH pa3CTpOMCTBA, JACTITHPUYM,
HaMaJICHO JIHOU 10

Hapyenus Ha
HepBHATa
CHCTEMA

MHOro 4ecTu

HeBponatun*, nepudepHa ceH30pHa HEBpPONATHSA, AH3ECTE3UA*,

YecTH

HeBpaJIrus*
MoTopHa HeBponaTHs, 3ary0a Ha Cb3HaHHe (BKJI. CHHKOMN),
3aMasgHOCT*, qucreysus™®, neraprus, riapodbosine*

HeuecTH

Tpemop, nepudepHa ceH30MOTOpHA HEBPONATHS, IHCKHHE3HUS ¥,
HapyllIeHHE Ha liepeOpaiHaTa KOOpJAHHALIUS H PABHOBECHETO,
3ary0a Ha nameTTa (0e3 neMeHums)*, enuedanonarusa™®, CHHAPOM
Ha MOCTEPHOPHA 0OpaTUMa eHledanonaTus”, HEeBpPOTOKCHYHOCT,
NMpUNaabIU*, MOCT XepneTHYHa HEBPAJITHS, HApYIIIEHHE B
ropopa*, CHHJApPOM Ha HECIIOKOMHHUTE KpaKa, MUI'peHa, UllHac,
HapylIeHHe Ha BHHMAHHETO, a0HOPMHH pediekcH™*, mapocMHus

Penxu

[lepeOpanna xeMoparus*, HHTpakpaHHaIHa XemMoparus (BKJI.

cybapaxHouaanHa)*, MO3bUYEH OTOK, MPEX0HA HCXEMHYHA aTaka,
KoMa, JiucOalaic Ha BereTaTHBHAaTa HEPBHA CUCTEMA,
HEBPOIIATHs HA BEreTaTHBHAaTa HEPBHA CUCTEMA, 11a
YyepenHoO-MO3b4Y€H HepB*, napanusa*, napesa*, n
CHHJPOM Ha MO3BYHHUS CTBOJI, MO3BbYHOCHIAOBO




JIe3Usl HA HEPBHO KOPEHYE, ICHXOMOTOPHA XHUTIEPAKTHBHOCT,
KOMIIpeCcHs Ha rpbOHa4YHHS MO3bK, KOTHHTHBHH pa3CTpPOHCTBa
NOS, nBurarenHa nucyHKIHS, pa3cTPOiCTBA HA HEpPBHATA
cuctema NOS, paIuKyJIUT, JIMraBeHe, XMIIOTOHUS, CHHJIPOM Ha
Guillain-Barré”, nemuenunun3upaina nojuHeBponaTus’

Hapyuienus Ha
OYMUTE

YecTH

[TonyBaHe Ha oYMTE™, ADHOPMHO 3peHHE™, KOHIOHKTHBHT*

HeuecTH

OuHa xeMoparua*, uHdekuus Ha Knenaya*, oyHo Bb3najieHue™, |
xanaluoH”, 6nedaput’ MoK, cyXo oKo*, 04HO Jpa3HeHe*,
00JIKa B OYHTE, MOBHIIIEHO CbJI3€HE, OYHA CEKPEeLIns

Penku

KopHeanHa ne3us™, ex3odtajM, peTHHHT, CKOTOMA, OYHH
HapyueHHs (BkJ. kienauyute) NOS, npu100HTH JaKpHOAJEHHUTH,
doTodobus, Gporoncus, onTHYHA HEBPONATH", pa3IHYHA CTEIEH
Ha 3pUTEJIHO YBpeXaHe (10 cienora)*,

HapyuieHus Ha
YXOTO H
nabOupuHTa

YectH

Bepturo*

HeuectH

JIucaky3uc (BKJI. THHHTYC)*, yBpeX/J1aHe Ha ciiyXa (110 H BKII.
ryXo0Ta), YiueH Auckomgopt*

Penku

YiuHa xeMoparus, BeCTHOy1apeH HEBPOHHT, HapyILUEHHs Ha
yxoto NOS

CobpiiedHu
HapyllIeHHUS

HeuecTH

Cobp/ieyHa TaMnoHaa”, KapMo-1yJIMOHAJIEH apecT*, ChbpACYHH
¢udpunauu (BKJI. NPEeACHPAHH), Cbp/I€YHA HEAOCTATbYHOCT
(BKJI. JIeBOKAMEpPHA H JIECHOKaMepHa)*, apuTMua™®, Taxukapaus™*,
MaJIUTAallHH, aHTHHA NIEKTOPHUC, NEPUKAPAMT (BKJI. IEPUKAPAEH
H3JIMB)*, KapaHoOMHoONaTHa™®, kKaMmepHa AUCHYHKUHA®,

OpajauKapaus

Penxku

[IpeacbpaHo TpenTeHe, MUOKapAeH HHpapKT*,
aTPUOBEHTPHKYJIapeH 010k*, kapIHOBACKYJIApHH HapyLlIEHHUS
(BKJ1. KapaHoreHeH mok), Torsade de pointes, HecTaOniHa
CTEHOKAp/IMsl, HAPYIIIEHUS HA CbPJICYHHUTE KJIAIH,
HEJI0CTaThbYHOCT Ha KOPOHApHaTa apTepus, CHHYCOB apecT

Cb10BH
HapyLICHUs

YecTH

XHUINOTOHUS*, OpTOCTATHYHA XMITOTOHHUSA, XHIIEPTOHUA™

HeuecTH

MO3BbUHOCH/IOB HHLIMJIEHT", IbJI60Ka BEHO3HA TpoMOo3a*,
xemoparus*, Tpom60¢1eOHT (BKJI. MOBLPXHOCTEH),
[IHPKYJIATOPEH KOJanc (BKJ1. XHMOBOJIEMHYEH 1IOK), (1eOuT,
3adyepBsaBaHe™, XxeMaToM (BKJI. nepupeHalieH)*, cnabdba nepudepHna
LMPKYJIalus*, BACKYJIMT, XHIIEpeMHUs (BKJI. oyHa)*

Penku

[lepudepen emO01m3BM, THMbeaeM, OeaHoCT,
CPUTPOMEJIANITHS, Ba30AUJIaTallUs, [TPOMSIHA B 1IBETA HA BEHUTE,
BEHO3HA HEJ0CTAaThb4YHOCT

PecniupatopHu,
IPBJAHHU H
ME/IHAaCTHHAJIHH
HapylLIEeHHUS

YecTH

JlucnHes*, enucTakcuc, HHQEKIUSA Ha TOPHUTE/IOJIHUTE
JUXaTeJIHU nbTHIIa*, kamnuna*

HeuecTH

benoapoben eMO0IM3bM, MIEBpalieH H3IUB, 0e10ApodeH 0TOoK
(BKJ1. OCTBP), Oe101poOHa ajiBeo1apHa XeMoparus”,
OpoHxocna3bM, XpoHHYHA 0OCTpyKTHBHA OeioipobHa OostecT*,
XHIIOKCEMHUA*, KOHreCTHS Ha JIMXaTeJIHUS TPAKT*, XHIIOKCHS,
IUIEBPUT*, XbJIllaHe, pHHOpes, THCHOHUS, XPHITOBE

Penku

ﬂHxaTenHa HCAOCTATBYHOCT, OCTBLP PECITHPATOP




XHMEPTOHHUSA, XEMONTH3a, XHINIEPBEHTHJIALIUA, OPTOINHES,
MHEBMOHMT, pECIMpPATOPHA ajlKayo3a, TaxuiHes, 0enoapobHa
¢ubpo3a, OpoHXHATHO HapyLIEHHE™, XUNOKanHHUsA*,
HHTEpCTHLHAJIHA Oeso1poOHa bosecT, 6estopodHa
HH(UIITpaLIUS, CTATaHe B I'bPJIOTO, CYXOTa B I'bPJIOTO, MOBHIIICHA
CEKpelLMs Ha TOPHUTE JUXATE/IHU MbTHIIA, APa3HEHE B I'bPJIOTO,
KallJIMY€H CHHJIPOM Ha FTOPHHUTE JHXATEJIHH NbTHIIA

CrToMaliHo-
YpeBHH
HapyLICHUS

MHOro 4ecTtH

CHMNTOMH Ha rajieHe ¥ noBpbllaHe®, Anapus™®, 3anek

YectH

["acTponHTEeCTHHAIHA XemMoparus (BKJ1. JIMTaBU4Ha)*, qucnencus,
CTOMATHUT*, NoJyBaHe HAa Kopema, opodapuHreanna donka*,
KopeMHa 0oJika (BKJI. CTOMaIIHO-4YpeBHA KU 00JIKa B ciie3kaTa)*,
HapylLI€HHs Ha YCTHAaTa KyxuHa*, ¢narysieHums

HeuecTn

[TankpeatuT (BKJI. XpOHHYEH)*, XeMaTeMesa, oyBaHe Ha
yCTHUTE*, CTOMAaIIHO-4YpeBHA 0OCTPYKIIHS (BKJI. OOCTPYKIIHS Ha
THHKHUTE 4YepBa, Hieyc)*, kopeMeH IucKOM@OpT, ylepalii Ha
ycrata*, eHTepuT*, racTput*, KbpBEHE OT BEHIIUTE,
ractpoe3odareanna pedaykcHa 6onect*, KOJIUT (BKIL.
Clostridium difficile)*, ncxeMuueH KOIUT", racTPOMHTECTHHAIIHO
Bb3najeHue*, qucgarus, CHHAPOM Ha JIpa3HUMOTO Y€pBO,
raCTPOMHTECTHHAJIHK HapyuieHus NOS, 0010keH e3HK,
HapylLIEHUE HAa raCTPOMHTECTHHAIIHUSA MOTHJIMTET™®, HAPYLIICHHUE
Ha CJIIOHYEHHUTE XKJ1e3n ™

Penku

OcTbp NaHKpeaTHT, NEPUTOHUT*, OTOK Ha e3uKa*, acumT,
e30darur, XelIuT, He3aabpxKaHe Ha pekauu, aTOHUS Ha
aHaIHUA cUHKTEp, (pekaroMa, raCTpOMHTECTHHATHA YIIlepallus
U nepdopanus®, rHHrHBaJIHA XUNIEPTPO(HS, METraKOJIOH,
pEeKTaJIHa ceKpelus., opodapHHreaTHl Mmexypu*, 6oska B
YCTHHUTE, NIEPUOOHTHUT, aHAJIHA (UCcypa, IPOMSHA HAa peXXHUMa Ha
M3XO0XK/1aHe, IIPOKTAIrHs, abHOpMeH deuec

XenatoOuiHapH
H HapylICHHS

YectH

OTKJIOHEHHS B CTOWHOCTHTE HA YepPHOAPOOHHTE €H3UMH*

Heuectn

XenaroTOKCHYHOCT (BKJI. YePHOAPOOHO HApYyILIEHHE), XenaTuT*,
X0JIecTasa

Penku

UepHoapoOHa HE1I0CTAaTBYHOCT, XEMaTOMEraans, CHHIPOM Ha
Budd-Chiari, uutomeraioBupyceH xenaTur, 4epHoApoOHa
XEMOparus, XoJieJIMTHa3a

Hapymenus Ha
KOXaTa U
[MO/IKOXKHATa
TbKaH

YectHn

OOpuB*, cbpbex*, epuTema, cyxa Koxa

HeuecTH

Epurema myatudgopmMme, ypTtukapus, octpa pedpuiHa
HEYTpO(HIIHA AepMaTO3a, TOKCHUYEH KOXKEH OOPHB, TOKCHYHA
enuiepMaIHa HeKposiu3a®, cuHapoM Ha Stevens-Johnson”,
JAE€pMaTHT*, HapylLIEHHs HAa KocaTa*, MeTexXuu, eKXUHMO3H, KOXKHH
JIE3HUH, MyPIypa, KOKHH OYUKH, ICOPHA3HUC, XHTIEPXHIPO3a.,
HOLLHH W3MOTABaHMS, IeKyOuTa/IHa s3Ba”, akHe*, MeXypH,
HapyLIEHHsl Ha MMrMeHTanusaTa*

Penku

KoxHa peakuus, TMMPOUNTEH HHPUITPAT HA Jessner, CHHJIPOM
Ha MajMapHoO-IJIaHTapHa EPUTPOAN3ECTE3HS, MOJAKOKHH
XEMOparuu, JUBE0 PETUKYJIAPUC, BTBLP/IsIBAHE HA KO
nanyJsju, ¢oTo4yBCTBUTEIHA peaklus, cedbopes. CTy
KOXHHM HapyuieHHs NOS, eputpo3a, KOXKHH 3BH,
HOKTHUTE




Hapyienus Ha

MHOro 4yecTtH

M YCKYJIHO-CKeJIETHA Oosika™

MYCKYJIHO- YectH Myckysinu cnasmu®, Oosika B KpaiiHHIIMTE, MYCKYJIHA €1a00CT
CKeJIeTHaTa Heuectu MyCKY/JIHH OTpEnBaHHus. 110/lyBaHe HA CTABUTE, apTPUT™,
CHCTCMA H CKOBAHOCT HA CTABUTE, MHONMATHH ™, YYBCTBO HA TEKECT
CbEJIMHUTEIHATA
TbKaH
Penxku PaboMuon3a, CHHAPOM Ha TeMnopoMaH/IH0Oy1apHaTa cTaBa,
¢HCcTYyJ1a, CTAaBEH H3JIMB, 00JIKA B YEJIIOCTTa, KOCTHH HapylLICHHS.,
MH(EKUHH U Bb3MAaJICHHA Ha MYCKYJIHO-CKEJIETHATa CHCTEMA H
CbE/IMHUTE/IHATA ThKaH, CHHOBHAJIHA KHCTA
Hapymenus na |Yecru bbOpeuHo yBpexaane*
ObOpeuuTe U Heuectn OcTtpa 0b0peuHa HeOCTAaTBLYHOCT, XPOHHYHA OBOpeYHa
MUKOYHHTE HEA0CTAaTbYHOCT*, HH(PEKIIMA HA MMKOYHHUTE NMbTHIIA*, NpU3HALHK
MbTHLLA H CHMIITOMH, CBbP3aHH C MMKOYHHUTE MbTHINA*, Xemarypus*,
pEeTEHLUs HAa yPUHA, MUKLIHOHHH HapyLIE€HUs *, IPOTEUHYpHUA,
a30TEMHS, OJIMTYPHS™, NIOJIAKHY pHUS
Penku Jlpa3HeHe Ha MHKOYHHUS MEXYP
Hapymenus Ha |HeuectH Barunaina xemoparusi, reHuTaliHa 60sKa*, epeKTHIIHA
Bb3IIPOU3BOJIMTE AUCHYHKLHUSA
J1 HaTa cucTeMa M (Penku HapymeHus Ha TecTHCHTE*®, NPOCTATHT, HAPYLIEHHS HAa I'bPAMTE
rbpJaTa [IPH )KE€HH, YYBCTBUTEJIHOCT HA CMHUAHIMMA, ENUANIHUMHUT, O0JIKa
B Ta3a, A3BH I10 ByJIBaTa
Bpoxaenn, Penku Anuia3us, raCTPOMHTECTHHAIHH MalipopMalliH, HXTHO3a
(hbaMHITHH H
Fr€HETHYHH
HapyLLICHHA
OO1u MHuoro yectu [IInpekcus*, ymopa, acreHus
HapylICHHS U YecTu Enem (Bki. nepugepeH), BTpucane, 6onka*, Hepasnonoxenue*
e(eKTH Ha HeuvecTn OOwo BrowaBaHe Ha (PU3UYECKOTO 3ApaBe™, OTOK Ha JIHLIETO*,
MACTOTO Ha peakLHs Ha MACTOTO Ha NPHJIOKEHUE™, HapyLIEHHUs Ha
[IPHUIIOKEHHE nuraBuuara*, rpbjaHa 0oJika, HapylIeHHs Ha MOXO/AKaTa,
ycellaHe 3a CTy/l, eKCTpaBa3alus™®, yCII0)KHEHHS, CBbP3aHH ¢
KareTbpa*, NpoMeHJIMBa Xax/aa, Zuckompopt B obsacTTa Ha
rpbAHHUS KOLII, YCElllaHe 3a MpOMsAHa Ha TeMIleparypaTa Ha
TSJIOTO, 00JIKAa HA MACTOTO HA HHXEKTHpaHe™*
Penku CMBPT (BKJI. BHE3aIHa), MyJITHOPraHHa HeJ0OCTaTb4YHOCT,
XeMoparus Ha MACTOTO Ha HHXEKTHpaHe™®, XxepHHSs (BKJIL.
XHartyc)*, 3abaBeHoO 3apacTBaHe Ha paHH*, Bb3najeHue, ieOuT
Ha MICTOTO Ha HHXXEKTHpaHe*, YyBCTBUTEJIHOCT, 5A3Ba,
pa3ipa3sHHUTEIHOCT, HEKapAHoJorHyHa 0osika B obsiacTra Ha
rpbAHUA Kolll, 0os1ka B 0071acTTa HAa KareThpa, yCellaHe 3a 4ykK/10
TAJI0
N3cnenBanus YectH HamansBaHe Ha TerJo
HeuectH XunepouiupyonHeMus™, OTKJIOHEHHS B aHAJIM3a Ha OenThKa*.
MOKa4YBaHE Ha Terjio, aDHOPMHHU KPBBHHU U3CJIC/IBAHUA*,
OBUIIaBaHE HUBOTO Ha C-peakTHBHHUS NPOTEHH
Penxwu AOHOPMHH KpbBHH ra3oBe*, OTKJIOHEHHS B

eJIEKTpOKapAHorpaMara (BkJj. yabmnkaBaHe Ha QT




aOHOpMHO MeXx1lyHapoHO HOPMAJIM3HPAHO CHOTHOLIIEHHE™,
noHHaBaHe Ha pH Ha cToMaxa, noBHlIEHA arperaius Ha
TpOMOOLIMTUTE, NTOBUIIIABAaHE HUBOTO HA Troponin I, BupycHa
HCHTU(HKALIMA U CEpOJIOTHs™*, OTKJIOHEHHS B aHAJIM3a Ha
ypuHara*

HapansBanus, |HeuecTn [Tanane, KOHTY3Hs

OTpaBSAHHUSA H Penxu Peaxkuus cnen tpancdysus, ppakrypu*, ckoBaHocT*, Jin1eBO

YCIOXKHEHHS, YBpEXK/aHe, CTaBHO YBpexaAaHe™*, u3rapsaHus#, pa3KbCBaHe,

Bb3HUKHAJIH B 00JIKa NpU HHTEPBEHLUATA, PAJAHALIMOHHO yBpexaaHe*

pe3yJjTar Ha

HHTEPBEHLIHH

XHpypruuecku H |Peakwu AKTHBHpaHe Ha Makpodarure

MEHIIHHCKH

HHTEPBEHLHH

NOS= He e noco4eHo Apyro
* 'pynupane no noBeye OT €IMH npeanodyurad TepMHH no MedDRA
" Hexenana jiekapcTBeHa peakiims cJiejl TyCKaHeTo Ha ras3apa, He3aBHCHMO OT HH/IMKALIMATA

Manmennoknemvuen aumgpom (MCL)

[IpodunsbT Ha 6e3onacHocT Ha OopTe3omMud npu 240 nauuent ¢ MCL, nekyBaHH ¢
Gopre3omub ¢ 103a 1,3 mg/m? B koMOUHALMS ¢ pUTYKCHMab, Lukaopochamu,
nokcopyouumt v npeaHu3oH (BR-CAP) B cpaBHeHue ¢ 242 nanueHTH, JIEKYBaHH C
puTyKcumaO, uuknopochamMua, 10KCOpyOHIIMH, BAHKPHCTHH H npeiHu3oH [R-CHOP] e
CPaBHHUTEJIHO NMOAOOEH C TO3HM, HAOIKO4aBaH MPH MALMEHTH C MYJITHILIEH MHEJIOM C OCHOBHH
pa3/IMKH, OIMKUCAHH N0-10J1y. JApyru HaO/101aBaHN HEXKEJIaHH JIEKAPCTBEHHU PEaKIIMH,
CBbP3aHH C W3110J3BaHeTO Ha koMOuHUpaHata tepanus (BR-CAP) ca unpexnus ¢ xenatur B
(<1%) u ucxemus Ha Muokapaa (1,3%). CXoaHUTE YECTOTH HA T€3H CbOUTHS B JIBETE
TEpaneBTHYHH paMEHa, I0Ka3BaT. Y€ T€3H HEXEJIaHH JIEKapCTBEHH PEAKLHH HE CE JIbJDKaT
caMo Ha Oopre3omu0. 3HauuTenuuTe pazanuna npu MCL nauMeHTckaTta nomnyJiaius B
CpaBHEHHE C MALMEHTHTE B MIPOYUYBAHHUS 3a MYJITHIUIEH MHEJIOM ca B =~ 5% no-BUCOKaTa
YECTOTA HA XEMAaTOJIOTHYHH HEXEJIaHH JIEKAPCTBEHH PEAKLIMH (HEeYTPOIIEHHS,
TPOMOOLIMTOINIEHHS, JIEBKONIEHHS, aHEMHS, JIMM(DONEeHHs ), neprudepHa ceH30pHA HEBponaTHs,
XHIIEPTOHHSA, THPEKCHUS, THEBMOHHS, CTOMATHT W IIPOMSIHA HA KOcarTa.

HexenanuTe JIeKapCTBEHH peakiluH, ONPEIAEIICHH KaTo TaKuBa ¢ uectoTa > 1%, noaodHa uiu
[o-BUcoka yecrora rnpu paMoto BR-CAP u ¢ noHe Bb3MOXHaA HIH BEpOsATHA IPHUYHHHO-
CJIeJICTBEHA Bpb3Ka ¢ KOMNoHeHTHTe HAa paMoTOo BR-CAP, ca n306poenn B Tabauna 8, no-
noJty. Chllo Taka ca BKJIIOUYEHH HEXEJAHUTE JIEKAPCTBEHHU PeaKliMi, YCTAaHOBEHH B rpynara
Ha BR-CAP, kouto cnnopea npeueHkara Ha H3CJI€I0BaTEJIMTE UMAT HA-MaJIKO Bb3MOXXHA HJIH
BEpPOSATHA IPHYHHHO-CJIE/ICTBEHA Bpb3Ka ¢ 00pTe30MHO Bb3 OCHOBA HA HCTOPHYECKH JaHHH
OT MPOYYBAHUATA 32 MYJITHILIEH MHEJIOM.

Hexenanure peakuuu ca H30pOEHH 110-101y 110 CHCTEMO-OPIraHHH KJ1aCOBE M 110 YECTOTa.
YecroTuTe ce onpeaensaT karo: MHOro 4ectd (= 1/10); yectu (= 1/100 no < 1/10); neuectu (>
1/1 000 no < 1/100); peaxku (= 1/10 000 o < 1/1 000): muoro peaku (< 1/10 000), ¢
HEU3BECTHA YeCTOTa (OT HAJIMYHHUTE JIJaHHU HE MOXKe J1a Ob/1e HanpaBeHa olieHKa). [Ipu Besako
rpyIHpaHE 10 YeCTOTa, HEXKEJIAHHUTE JIEKAPCTBEHU PEAKLIHH €A MPEJICTABEHH B HU3XOA11L Pe/l
10 OTHOLIIEHHE HA TAXHATa CEpUO3HOCT. Tabnuua 8 e ch3aaaeHa, upe3 U3MoJI3BaHETO Ha

Bepcusi 16 na MedDRA.




Tabnmnua 8: Hexxenanun peakuuu npu nauneHTd ¢ MCL, nekyBauu ¢ BR-CAP npu KIMHHYHH

HU3IIHTBAHHUA

CucreMo-OpranHu
KJIACOBE

YecToTa

Hexenann PC€aAKIIHH

Uudexunu u
HH(ecTaluu

MHOro 4ecTtH

[IHeBMOHUSA*

YectH

Cencuc (BKJI. cenTHYEH WOK)*, xepnec 30cTep (BKII.
JIACEMMHHPAH U OYEH), XeprnecHa HHekuus*, 6akrepuaiHa
uHpexkuus™, uHeKIns Ha TOPHUTE/IOJIHUTE JIMXaTeJIHU
MbTUHLIA, FTBOHYHA HHpEeKUHS ™, Xepriec CHMIUIeKC*

HeuecTH

Mudekuus ¢ xenatut B, OpOHXONHEBMOHHS

Hapyiuenus Ha KpbBTa
H TuM¢HaTa cuCTEMa

MHOro uectu

TpomGonutonenus*, ¢eOpuIHa HEYTPOTIEHHUS,
HEYTpONEeHHs *, JIeBKoNneHus*, aneMus™*, numdoneHus™

HeuecTH [lanuuTonenus*
Hapyimenus Ha YecTH C Bp’bX‘{yBCTBHTeHHOCT*
UMYHHaTa HeuyecTH AHnadunakTH4YHA peaKius
CHCTEMA

Hapyuienus Ha
MeTado0JIM3Ma H
XpaHEHETO

MHoOro yectu

[loHnkaBaHe Ha arneTuTa

YectH

XHunokajaueMus*, OTKJIOHEHHS B KpbBHaTa 3axap*,
XUIIOHATpHEMHUA ™, 3axapeH auabeT*, 3a1bp)KaHe Ha
T€YHOCTH

HeuecTH

CHHJIpPOM Ha TYMOpEH pa3naj

[Icuxu4Hu HapyLIEHHS

YectH

Hapymenus u pasctpoiicTBa Ha CbHA™*

Hapyenus Ha
HEpBHATa CHCTEMA

MHOro yectu

[lepudepHa ceH30pHa HEBpOMATHS, IH3ECTE3UA*,
HeBpaJIrus*

HapylIeHHS

YectH HeBponatuu*, MoTopHa HeBponaTtus*, 3aryba Ha cCb3HaHuUE
(BKJI. CHHKOI), eHuedaonaTus™*, nepudepHa CEH30MOTOpHA
HEBpOMATHS, 3aMasHOCT*, qucrey3us®, HeBponaTHs Ha
BEreTaTHBHATa HEPBHA CHCTEMA
HeuyecTH JlucOananc Ha BereraTUBHaTa HEpBHA CHCTEMA
Hapymenus na ounre |YectH 3pHTEJIHH HapylIeHHs *
Hapymenus Ha yxoro |[YectH JIMcaKky3uc (BKJI. THHHTYC)*
U Heuectn Bepturo*, yBpexaaHe Ha ciiyxa (CHJIHO HaMalisBaHe, BKJI.
JlaDMpHHTA [J1yX0Ta)
CbpaecyHu HapyuieHus |Yectu Cobpaeunu ¢puOpuIaluy (BKJI. MPEJACHPAHH ), ApUTMHA*,
ChpAE€YHA HEJOCTATBbYHOCT (BKJI. JIEBOKAMEPHA H
JIeCHOKaMepHa)*, MHOKap/lHa HCXE€MH S, BEHTPHKYJIapHa
AMCHYHKLUSA*
HeuecTn KapanoBackyJjiapHH HapyueHHUs (BKJI. KApAHOIr€HEH 1I0K)
CbaoBu HapywieHus  [Yectw XHUNEepTOHUA™®, XHITOTOHUA™®, OPTOCTATHYHA XHITOTOHHUS
PecniuparopHu, rpbauu |YecTu JlucnHes™*, kamnua*, XxbiaHe
H MEIMACTHHAJIHH HeuecTn OcTbp pecnupaTopeH AUCTPEC CHHAPOM, OenoapoOHa

eM00/1us, THEBMOHHUS, 0e101poOHa XHIIEPTOHUY—— =,

GesopobeH OTOK (BKJL. OCTbHP) WA o




CTOoMalIHO-YpEBHH
HapyLIeHHU

MHOIro yectu

CHMNTOMH Ha rajieHe ¥ noBpbiaHe®, quapus*, cromatut*,
3areK

YecTHn

CroMaurHo-upeBHa XeMoparus (BKJI. IMraBuyHa)*, nojayBaHe
Ha Kopema. aucrnencus, opodapunreanna 6oika*, ractput*,
yJlepaluu Ha ycrata*, kopeMeH JucKkoMopT, aucdarus,
CTOMAILIIHO-YPEBHO Bb3NnaJieHue™*, kopeMHa 0oJika (BKJI.
CTOMallIHO-YpeBHa U 0oJj1Ka B cie3kara)*, HapylIeHHus Ha
yCTHaTa KyXxuHa*

HeuecTn

KosuT (Bka. Clostridium difficile)*

XenaTtoOuJIHapHH
HapylIEHUSA

YectH

XenaToTOKCHYHOCT (BKJ1. YepHOAPOOHO HapyllIEHHE)

HeuyecTH

YepHoapoOHA HEAOCTATBYHOCT

Hapymenus Ha koxara
H MOAKOXHATa ThKaH

MHOro 4yecTtH

Hapyiienus Ha kocara*

YectH

CoppOex*, nepmatut*, o6pus*

ObOpeuuTe H
MMKOYHHUTE MbTHIA

Hapyuenus Ha Yectn MyckyHH cna3sMu*, MycCKyJIHO-cKesleTHa Oosika*, 6oska B
MYCKYJIHO- CKeJIeTHaTa KpaHULIHTE

CHCTEMA H

CbEJIMHUTE/IHATA ThKaH

Hapyienus Ha YectH Mudexumns Ha NMKOYHUTE MbTHIIA*

OO61u HapyleHus H
e(eKTH Ha MACTOTO Ha

MHOro yectH

[Tupekcusa*, ymopa, actenus

YectH

Enem (BkJ1. nepudepen), BTpUcane, peakiius Ha MACTOTO Ha

MPHJIOKEHHE NpHJIOKEHUE™, Hepa3noJoKeHue™*
M3cnenBanus YectH XunepounupyouHeMus*, oTkiioHeHHs Ha OenTbKa OT
HOPMAJIHUTE CTOMHOCTH*, HaMaJIsiBaHE Ha TErJ10, IOKauYBaHe
Ha TerJio
. ['pynupane no noseye OT €1MH npeanoyntad TepMuH no MedDRA

Onucanne Ha U30paHu HEKETAHU PEAKIIUH

Peakmueupane na xepnec zocmep eupyc

M}’HTH]’[J’IEH MHCJIOM

AHTHBHpPYCHaA npodHUJIaKTHKa € npuiarada Ha 26% ot nauueHTute B pamoto B+M+P.
YectoTaTta Ha HHPEKLMUTE C XEPIIEC 30CTEP CPel MALUEHTUTE B TepaneBTHYHATA rpyna
B+M+P e 6una 17%, cpea nauneHTHTE, HAa KOUTO HE € OMJ1a npujlaraHa aHTUHBHPYCHa
npo¢uiIakTHKa, B cpaBHEeHHUE ¢ 3% cpe/ll NallMeHTUTE, Ha KOUTO € Onjla nmpuiarasa
AHTHUBHUPYCHA NpoPHIaKTHKA.

ManrtenHokerbueH JuMpom (MCL)
AHTHBHpPYCHA npoduiakTHka € npuioxeHa npu 137 or 240 nauuentu (57%) B pamoto BR-
CAP. Yectorara Ha HH(}EKIHHUTE ¢ Xepnec 30cTep cpea nauueHTute B pamoto BR-CAP ¢
Oouna 10,7% npu naiHeHTH, KOUTO HE ca NMPHEMaJIH aHTHBHPYCHA NMPOQUIIAKTHKA B
cpaBHEeHHE C 3,6% NpH NauMEHTH, NPHEMAJIH AHTHBHPYCHA NMpo¢HIIaKTHKA (BXK. TOUYka 4.4).

Peakmuesupane u unghexyusn ¢ eupyca na xenamum B (HBV)
MaHTenHOKIeThbYeH JTUM(POM
HBV undekuus ¢ paranen uzxoa ce Habmozaana npu 0,8% (n = 2) oT nauMeHTUTE B rpynara

npeaHu3oH; R-CHOP) u 0.4% (n = 1) or naunentHTe, nostyyanaiu 60pre3oMuo B -
KoMOMHaIUs ¢ pUTYKCHMAO, K10 ochamMu/1, JOKCOPYOHILIMH U NMPEeIHU30H (BR-C%?};’ 280, \2




OOmara yectora Ha HHPeKUHHU ¢ XenatuT B e nogoOHa npu nauueHTHTe, JiekyBanu ¢ BR-
CAP nmu ¢ R-CHOP (0.8% cpewy 1,2%, cb0TBETHO).

[lepughepna nesponamusi npu KOMOUHUPAHU CXeMU HA J1eYeHUue

MyITHILIEH MHEIOM

[Ipn u3nuTBaHusA, B KOUTO OOpTE30MHUO ce npHara KaTo HHYKUHOHHO JICYEHHE B
KoMOHMHaLuUs ¢ aekcamera3oH (npoyusade 1FM-2005-01) u aekcameTa3oH-TajIuAOMH /1
(mpoyuBane MMY-3010), yectoraTta Ha Bb3HUKBaHE Ha nepudepHa HEBPONATHS MPH
KOMOMHHPAHUTE CXEMH € INpeJicTaBeHa B TabaMuara rno-ao.y:

Tabaunma 9: Yecrora Ha Bb3HHUKBaHE Ha neprudepHa HEBpONaTHs MO BpeMeE Ha
MHIY KIIMOHHO JIEYEHHE, KJIacCHPULIMpaHa M0 TOKCHYHOCT M IPEYCTAaHOBSIBAHE HA JICYEHHETO
nopajau nepudepHa HeBponaTus

IFM-2005-01 MMY-3010
VDDx BDx TDx BTDx

(N=239) | (N=239) | (N=126) | (N=130)

Yecrora Ha Bb3HMKBaHe Ha [TH (%)

Bcuuku crenenu Ha [TH 3 5 |2 45
> [1H creneH 2 I 10 2 31
> [1H ctenen 3 <] 5 0 5

[IpeycTaHoBsiBaHE Ha JICYEHHETO

nopaau [1H (%) <] 2 l 5
VDDX=BHHKPHCTHH, JJOKCOPYOHILIHH, AekcameTa3oH; BDx=0opre3oMu0, 1ekcameTason:
TDx = tanmmpomu. aekcamerason: BTDx=0opTe3oMHO. TainI0MH/L, JIeKCAMETA30H:
[IH = nepudepna nesponarus
benexka: [lepudepHara HEBponaTHs BKJIIOYBA NPEANIOYHTAHH TEPMHHH: nepudepHa
HeBponaTHs, nepudepHa MOTOpHa HEBponaTus, nepudepHa CeH30pHa HEBPONATHS U
MOJIMHEBPONATHA.

MCL

B npoyuBane LYM-3002, npu koeto 6opTe30MHUO ce npuiiara ¢ puTyKcumo,
uukiaodochamua, 10KkcopyOuuuH U npeauusol (R-CAP), yectorara Ha nepudepHa
HEBpOINAaTUs B KOMOMHHUPAHU CXEMH € IpeJICTaBeHa B Tabiauiara no-ao0.y:

Tabamua 10: Yecrora Ha Bb3HMKBaHe Ha nepudepHa HeBponatus B npoyyBaie LYM-3002,
KJ1acH(HIMpaHa Mo TOKCHYHOCT M NPEyCTAHOBABAHE Ha JICYEHHETO NMOpaJiH nepudepHa
HEBpONaTHUs

BR-CAP R-CHOP
(N=240) (N=242)
Yecrora Ha Bb3HUKBaHe Ha [TH (%)
Bcuuku crenenu Ha [1H 30 29
>[IH Crenen 2 18 9
>[IH Crenen 3 8 4
[IpeycranoBsiBane Ha jieyeHuero nopaau I1H (%) | 2 <] -

BR-CAP=60pTe3oMu0, putykcumad, uuknodpocpamui, 10KCOPYOHILIMH U NPEIHH30H;
CHOP= putrykcumab, uuknodpochamua, 10kcopyOHIIMH, BAHKPHUCTHH H NPEJHU30H;
[IH=nepudepna HeBponarus /



benexka: IlepudepHa HeBponaTHs BKJIIOUYBA MPEANOYHTAHHTE TEPMHHHU: nepudepHa
CEH30pHa HeBpomnaTHs, nepudepHa HeBponaTus, nepudepHa MOTOpPHA HEBPONATHS H
nepudepHa CEH30MOTOpHA HEBpPOINATHUSA

llayuenmu 6 cmapuecka év3pacm ¢ MCL

42,9% n 10,4% ot nanuernture B pamoto BR-CAP ca BbB Bb3pacTOBHs JIMANa3oH CbOTBETHO
65-74 rogMHU ¥ > 75 rogHHUA. BbNpeku ye npu nauMeHTH Ha Bb3pacT = 75 rOJIMHHU H JBETE
cxemu Ha jeyeHne BR-CAP u R-CHOP ce noHacsaT no-Texko, CEpHO3ZHHUTE HEXEJIaHH
peakiuu B rpynata BR-CAP ca 68%. B cpaBHenue ¢ 42% B rpynata R-CHOP.

SHaquMu paziuKu 6 nPoOMIIa Ha O€30NACHOCN HA OOPMEZOMUO, NPUTOICEH NOOKOICHO, 6
CPABHEHUE ¢ UHMPABEHOZHO NPUTONCEHUE KAMO CAMOCMOSMEITHO CPEOCMEO

Bue ®aza [l na npoyuBanero obiara 4ecToTa Ha Bb3HUKHAJINTE 110 BPEME HA JICUCHHE
HEJKEJIaHH PEaKIMM ChC CTENEH HAa TOKCHYHOCT 3 WM noBeye e ¢ 13% no-uucka npu
MAlMEHTUTE, NpUeMali 0opTe30MHO M0JIKOKHO. B CPABHEHHE ¢ HHTPABEHO3HOTO
[IPUJIOJKEHHE, @ CIIyYanuTe Ha NpEeKpaTsBaHe Ha TepanusTa ¢ opre3oMHO ca ¢ 5% no-maiko.
OO1aTa yecToTa Ha Bb3HMUKBAHE HA IHAPUs. CTOMAILLIHO-YPEBHU U KOPEMHH OOJIKH.
ACTEHHUYHH CHCTOSIHUS, HH(EKIIMH HA TOPHUTE JIMXATEJIHH NIbTHLIA U NTepH(EPHH HEBPOIIATHH
e ¢ 12-15% no-HHCKa B rpynara Ha NmoJIKOKHO MPHJIOKEHHE, OTKOJIKOTO B Ta3H Ha
HHTPABEHO3HO NpHJIoKeHHe. CbI1l0 Taka YecToTaTa Ha Bb3HUKBAHE HA NepHpEepHH
HEBPOMATHH CbhC CTEINEH HA TOKCHYHOCT 3 WK noeye ¢ ¢ 10% rno-Hucka, a ciiyyaure Ha
[peKpaTsBaHe HA TepalusiaTa B pe3yJ/raT Ha nepu@epHu HeBpornaTtuu ca ¢ 8% no-Majiko B
rpynara Ha noJIKOKHO MPHJI0KEHHE.

Hexenana peakuus Ha MACTOTO Ha MOJKOMAKHO MPHIIOKEHHE, PEJIMMHO 3a4epBsBaHE. e
choOmana npu 6% o1 nauuentTute. Cayyanre ca npeMHUHAIN CPE/IHO 3a 6 JIHK, KaTo MpH
JIBAMa NalMeHTH ce € HAIOKKIIa npoMsiHa Ha jo3arta. JIBama (1%) ot nanmeHTHTE ca UMasiu
TEKKH peakiiuu: 1 cayyail Ha chpOex v | ciiyyaid Ha 3auepBsiBaHe.

YecToTaTta HA CMBPTHUTE Clyyau 1pH JieueHue € 5% B rpynara naiHeHTH Ha MoIKOKHO
jeyeHue U /% B rpynara naiMeHTH Ha HHTPAaBEHO3HO JieyeHue. Yectorara Ha CMBbPT OT
porpecupaiito 3adonsade” ¢ 18% B rpynara Ha noJAK0X)HO npujaoxenue v 9% B rpynara
Ha HHTPABEHO3HO TIPHJIOKEHHE.

[Toemopno 1evenue na nayuenmu ¢ peyuousuPaT My 1munien Muel1oM

B npoyuBane, B KoeTo ce npuara noBTropHo jeuyenue ¢ 6opre3oMud Ha 130 nauMeHTH ¢
PELHAUBHPAT MYJIMILICH MHEJIOM. KOMUTO €a 1M0Ka3a/Iu [MOHE YaCTHYEH OTIOBOP KbM
npeaxo/Ha 0opTe30MHO-ChbpIKallla TeparneBTHYHA CXeMa, Hal-4eCTO CPEIIAHUTE HEKETaHH
CbOMTHS OT BCSKAKBa crerneH, HabJo1aBai npu MUHUMYM 25% OT nalMeHTuTe, ca
TpomOounToneHus (53%y). nesponatus (40%). anemus (37%). anapust (35%) u 3anek (28%,).
[lepudepna HeBponaTus o1 BCsiKakBa cTereH U nepudepra Hepponarus Crenen =~ 3 ca
HaO/1to1aBaHn ¢bOTBETHO pu 40% u 8.5% 0T naumeHTHTE.

(boO1aBaHe Ha 10/103MpaHu HEKEIaHH PeakMu
(b0o01IaBaHeTO HA 110/103HPaHH HEKEIaHH PeakliuK CJIe/l paspeliaBane 3a yrnorpeda Ha
JICKAPCTBEHMS TPOJIYKT € BakHO. 10Ba no3BoJisBa jia npo/abixu HabJloICHHETO Ha
CbOTHOIICHHUETO 110J13a/PUCK 3a JICKAPCTBEHUS NPOAYKT. OT MEJIMIUMHCKHTE CIIELHAIIMCTH Ce
H3KMCKBA J1a ¢boO1IaBaT BCAKa 110/103MpaHa HeKellaHa peakiiis Yypes3 HallHoHa/lHa CHCTeMa 3a
choOLI1aBaHe:

M3nbanuTe/IHA areHIMs 110 JIeKapcTBara
yi. Jlamsn I'pyeB™ No 8. 1303 Codusi.




Ten.: +359 28903417
yeOcaiiT: www.bda.bg

4.9 llpenosupane

[Ipero3upane npu nauMeHTHTE., NPEBUILIABALLO TPEINOPBYBAHATA J103a MTOBEYE OT JIBA IIBbTH. €
CBBP3AaHO C MOSABA HA OCTPA CUMIITOMATHYHA XUIIOTOHUS U TPOMOOLIMTONCHUS ¢ (paTajieH
H3X0J1. 3a CBP/ICHHO-CHI0BH MPE/IKIHHHYHHA (PapMaKoJIOTHYHH H3C/Ie/IBaHus 3a 0€301acHOCT.
BHIKTE TOYKa J.3.

He e u3BecTen cneundryueH aHTH0T NPH 1ipejio3upane ¢ bopre3zomud. B ciyyait Ha
[PEA03HPAHE KUIHEHHUTE 110KA3aTE/IM HA NMAUMEHTHTE TPAOBA /1a C€ MOHUTOpHpAT
BHMMATE/IHO M J1a C€ OKa3BaT MOJIXO/ISIIN I'PHIKH 3a NMOUIbPIKAHE HA KPBbBHOTO HaJlsiraHe
(KaTo BJIMBAHE HA TEYHOCTH, NPECOPHHU U/HIIM HHOTPOITHH areHTH) U Ha TeJlecHarta
Temreparypa (Bx. Touku 4.2 u 4.4).

5. PAPMAKOJIOTHYHH CBOHCTBA
3.1 ®apMaKoAHHAMHYHH CBOHCTBA

MapmakoTtepaneBTHYHa rpyna: AHTHHEOIUIACTHYHH CPEJICTBA, JIPYTH aHTHHEONJIACTHYHH
cpejicrBa; ATC koa: LO1XGOI

MexaHHu3bM Ha JICHCTBHE

bopte3omMu0 e nporeazomed HHXHOUTOP. 10 € ¢h3/1a/1eH criennaliHo aa HHXHOUpa
Mojo0OHaTa Ha XUMOTPHIICHH AKTHBHOCT Ha 268 nporeazomara B KJIETKH Ha O03ailHHIIH. 26S
porea3oMara € rojsimMm npoTeHHEH KOMIUIEKC, KOHTO pa3rpaxjia YOHKBUHTHHHPAHHTE
NpOoTeHHH. [1bTAT YOUKBHTHH - IpoTEa30oMa HIpae ChIICCTBEHA POJIS B peryJHpaHeTo Ha
KpbroBpara Ha cnet(puyHHU NPOTEHMHH H TAKA CE 110/U1bPKAa XOMEOCTa3aTa B KJICTKHTE.
Muxubupaneto Ha 268 npoteazomara npe/loTBparsiBa Ta3u Nnpuile/iHa NpoTeosn3a U 3acsra
MHOKECTBO CHIHAJIM3HPAIIH KACKA/IH B KJICTKHTE, KAaTO HAKpas BOJU J1I0 CMBPT HA paKkoBara
KJIeTKa.

bopre30oMHO ¢ BUCOKO celIeKTHBEH 3a nporeazomara. B konuentpauuu 10 pM 6oprezomud He
HHXHOUpA HUTO €JIMH OT MHOKECTBOTO IMPOYUEHH PELICIITOPH M IPOTEA3H U € TTOBEYE OT

1500 nbTH MO-CEJIGKTHBEH 3a NPOTEa3oMarTa. OTKOJKOTO HAKOH OT CJIe/IBAllMTE
MpeUMOYHTaHd eH3UMH. KHHEeTHKaTa Ha NpoTea3oMHOTO HHXHOUpAHE € npoyyBaHa in vitro u
€ MoKa3aHo. ye OOpTe30MHUO ce oT/1e/18 OT npoTeasoma 3a t, o1 20 MUHYTH, KOETO 110Ka3Ba. ue
[pOTEa30MHOTO HHXHOHpaHe 0T OopTe3oMHUb e oOpaTuMo.

MeanupaHoTo o1 OOpTE30MHO MPOTEa30MHO HHXHOMpPAHE 3acara pakOBHTE KJICTKH 110 MHOTO
MbTHIIA, BKJIKOYHTEITHO, HO HEOIPaHHYaBalllo ¢e caMo J10 YBPEXK/1aHe Ha PeryiaTOpHUTE
[IPOTEHHH. KOUTO PEryJIMpAT MPOrpPeCcUsTa 10 €TanuTe Ha KJICTbYHHUS LUMKb/I U aKTUBHPAHETO
Ha HyKJIeapHHs KieTbueH (paktop kana-B (NF-kB). Muxubupanero Ha nporeazomara BoJIH
710 OJIOKHpaHe Ha KJIeThbUHHS LHKBI 1 anonto3a. Hykineapuust dhaktop NF-KB e ¢dakTop Ha
TPAHCKPHITLIHA. YHATO AaKTHBAIIMA CE€ H3MCKBA 3a MHOT'O €Tallk Ha TYMOpOIeHe3ara.
BKJIIOUUTEIIHO KJICThUHHMS PACTEK U MPECIKUBABAHE, AHTHOI'€HE3aTa. B3aUMOJICHCTBHETO
KJeTKa/KjeTka u metacrasure. [pu Mmuesiom dopre3oMu0d 3acsra cnocoOHoOCTTa HA
MHEJIOMHHTE KJICTKH /1a B3aUMO/ICHCTBAT ¢ MUKpOCpe/1aTa Ha KOCTHUS MO3bK.

ExcniepumenTH nokassar. 4e 00pTe30MHO € HUTOTOKCHYEH 3@ MHOKECTBO THITIOBE TYMO ;:“*-\\

KIIETKH H Y€ TYMOPHHTE KJIETKH Ca 10-4yYBCTBHTE/IIHH KbM 11POANONTO3HH €(PEKTH Ha o i

[IPOTEa30MHOTO HHXHOUPAHE, B CPABHEHHE C HOPMAJTHUTE KJIETKH. bopTe3oMuO BO :z,‘:t‘\% \
s
e
Ay



HaMaJIIBAHE HA TYMOPHHS PaACTEk (N Vivo B MHOTO NPEAKJIHHUYHH TYMOPHH MOJICJIH.
BKJIKOUHTEITHO MYJITHILJICH MHEJIOM.

Jlanuute oT in vitro, ex-vivo U )KUBOTHHCKH MOJIe/IM ¢ OopTe30oMHO nipeanosarar, 4e Toii
yBe/IMuaBa JudepeHalmusaTa 1 akTHBHOCTTA HA 0CTe001aCTUTE U MHXHOMpa (PYHKIIUATA Ha
octeoknactTute. Te3n edextn ca Hal/110/1aBAHN TIPH NAIIMEHTH C MYJITHILIEH MHEJIOM, C
Hanpe/Hala OcTeouTHYHA 00JIECT U JIGKYBaHH ¢ OOPTE30MHO.

KJanHHYHA ePUKACHOCT NPH HEJICKYBAH MYJITHILIEH MHEIOM

[IpoBeeHO € MPOCIEKTHBHO, MEXKJY HAPO/IHO. PaH1I0MHU3HPaHO (1:1). OTKPHTO KIIMHHYHO
npoyusane (¢aza Il (MMY-3002 VISTA) npu 682 naumenrtn. 3a j1a ce OlEeHH J1a/11
repanusTa ¢ Gopre3omus (1.3 mg/m* HHKEKTHPAH HHTPABEHO3HO) B KOMOHHAIINS C
meadanan (9 mg/m?) u npeannson (60 mg/m?) Boau /10 no00psBaHe Ha BPEMETO J10
nporpecus (BJII1) B cpaBuenue ¢ tepanusta ¢ meadanan (9 mg/m?) n npeanuson (60 mg/m?)
[IPH MAMEHTH C HEJIEKYBaH Jlocera MyJITHIUICH MUeJIoM. JIeueHneTo e npuiarato 3a
MAaKCHMAJIHA MPOAbJIKHTEIHOCT OT 9 UKbJIa (MPUOJIU3KUTENHO 54 CE/IMHIIN) H € NTPEKbCHATO
PaHo 1opaju nporpecupane Ha 00JiecTra Wi HEJA0MYCTHMO HHBO Ha TOKCHUYHOCT. CpeiHara
Bb3pPACT HA NalMeHTHTE B npoyuBaneTo € 71 roanun, 50% ca muixe, 88% ca o1 Osinata paca u
Cpe/iHaTa OlleHKa HAa KaueCTBOTO HA KUBOT HaA NnauueHTHTE 1o ckanarta Ha Karnofsky e 80.
[Taumenture ca umanu lgG/IgA/nekoBepuxken muesiom B 63%/25%/8% ot ciiyyante, cpejiHa
cToitHocT Ha xemorsioouna —105 g/l u cpesien 6poii na TpomGoumTHTe — 221.5 x 107/1.
(CXO0/1€H € M NPOLEHTHLT HA MALMEHTUTE C KPEAaTUHHUHOB KJIUPBHC < 30 ml/min (3% BBLB BCAKO
pamo).

B nepuosa Ha npeaBapHTEIHO MJIAHUPAHUS MEKIMHEH aHak3, MbPBUYHATA KpaiiHa TOYKA.
BPEMETO J10 NPOTrpecHs € CIa3eHo., U MalMeHTHTE B Irpynara Ha MeJiaian ¥ 1npe/IHH30H
(M+P) ca npemuHanu na neyenmne ¢ boprezoMmud B KoMOHHaLMs ¢ Mesiaial | NPeJIHH30H
(B+M+P). Meamanara Ha nepuo/jia Ha npocieasBane ¢ 16.3 mecena. Kpaiinoto
AKTYQIM3MPAHE HA JIAHHUTE 3a NMPEKUBIEMOCT € U3BBLPLICHO C ME/IMaHa Ha 11eprHo/ia Ha
npociaeassane 60.1 meceua. Habmo1aBa ce ¢ctaTHCTHYECKH 3HAYUMO 110100peHHe Ha
[pekuBsieMocTTa B rpynara Ha jeuenue ¢ B+M+P (HR=0.695; p = 0.00043). Bbnipeku
[1OCJIC/IBALIH TEPAIIEBTHYHH KYPCOBE, BKIIOUHTEIHO CXEMH, Oa3upanu Ha OopTe30MHO.
MeauaHnaTta Ha NpeKUBSAEMOCT B rpyrnara Ha JieueHue ¢ B+M+P e 56.4 mecena. B cpaBHeHHe ¢
43.1 3a rpynara Ha jsedyenue ¢ M+P. Pesynrarure 3a epukacHocTTa ca npeJICTaBeHH B
Tabuuua 11.

TabGauua 11: Pesyararu 3a epukacHOCT ¢lie/1 KpailHOTO aKTyaJM3upaHe Ha JIJaHHUTE 3a
PEKUBAEMOCT B 1ipoyuBaHe VISTA

Kpaiina Touka 3a epukacHoct B+M+P M+P
n=344 n=338
Bpeme 10 nporpecus
CnOutns 6p. (%) 101 (29) 152 (45)
Meaunana® (95% CI) 20.7 mo 15.0 mo
(17,6 —24,7) (14,1 -17,9)
Koeduument na puck’ 0.54
(95%CI) (0,42 —0,70)
p-cToitHOCT" 0,000002
[lpexuBsaemocT 0e3 nporpecus

CnOuTus Op. (%) 135 (39) 190 (56)
Meinana® (95% C1) [8.3 mo 14.0 mo
(16,6 —21.,7) (11,1 — 1%,

KoedpuuueHt Ha puck’ 0,61




(95% C1) (0,49 — 0,76)
p-croiHoCT" 0.0000]1

O0ma npexuBsieMoCT* 176 (51.2) 211 (62.4)
CuouTHsa (cMbpT) Op. (%)

Meuana® 56.4 mo 43,1 mo
(95% CI) (52,8 — 60,9) (35,3 —48.3)
Koeduuuent Ha puck’ 0,695

(95% CI) (0,567 — 0,852)
Pp-cToiHOCT" 0100043
CTeneH Ha NOB/IHABaHE n=337 n=331
[Tonynauus” 6p. = 668

CR* 6p. (%) 102 (30) 12 (4)
PR* 6p. (%) 136 (40) 103 (31)
nCR 0p. (%) S(1) 0
CR+PR* 6p. (%) 238 (71) 115 (35)
p-cTOMHOCT' <10

HamansiBaHe Ha cepymMeH M-npoTreHH
[Tonynauus™ op. = 667

336 nanMeHTH

331 nalveHTH

>=90% 0p. (%) 151 (45) 34 (10)

Bpeme 10 Haua/10 Ha NOBJ/IHABAHE NMPH

CR +PR

MeuaHa 1,4 mo 4.2 mo

MeanaHna® Ha NPOABJAKHTETHOCT HA

NOBJIHABAHETO

CR* 24.0 mo [2.8 mo

CR+PR* 19.9 mo 13,1 mo

Bpeme 10 cieaBama repanus

CnoOuTHS Op. (%) 224 (65,1) 260 (76.9)

Meauana® (95% CI) 27.0 mo 19.2 mo
(24,7, 31,1) (17,0; 21,0)

Koedument na puck’ 0,557

(95% CI) (0,462 —0,671)

p-CTOMiHOCT" < 0,000001

. M3uncnena no meroa Ha Kaplan-Meier

Koe(dHuMEHTHT HA PUCK € H3UYUCIIEH Ha 0a3aTa Ha MPONOPLHOHATHO-PHCKOBUS MO
Ha Cox, azanTvpaH 3a cTpaTHUKAUHOHHH (aKTOpH: B2-MHKpOrI00y/IHH, aJIOYMHH H paioH.
KoeduumeHTHT HA pHCK, NO-HUCBK OT 1, coun npeaumcTeo VMP

’ HomunanHa p-ctoitHocT Ha 6a3ara Ha cTpaTH(PUIIMPaAH JIOTAPUTMHYHO
TpaHchopmMupaH peHKOB (log-rank) TecT, agantupaH 3a crpatuukalimoHHH pakTopu: 2-
MHUKPOTJI00yJIHH, aIOYMHH H paloOH

! p-cToMHOCT Ha yectoTtata Ha 0TroBop (CR+PR) ot Xu-kBagpar tecta Ha Cochran-
Mantel-Haenszel, anantupan 3a ctpaTHHKALIMOHHH (PAKTOPH

A [lonynanusTa ¢ OTTOBOP BKJIKOUYBA NALMEHTHTE ¢ H3MEPUMO 3a00JIIBAHE B HAYAJIOTO
Ha [POYYBaHETO

C

0

i ——
- -

CR = nwaen otroBop; PR = yactuden otroBop; nCR= bin3o a0 mbiaeH otroBop. = <
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* JlaHHHUTE 3a MPEKUBAEMOCTTA Ca AKTYaAJIM3UPAHHU C ME/IHaHa Ha NepHoa Ha
npociaeasBade 60,1 mecena

mMO: MECELIH;

CI- noBepuTeieH HHTEpPBAJI

[layuenmu, nooxoosiwu 3a mpancnianmayust Ha CmMeEO. 106U K1emku

[ IpoBeeHH ca j1Be paHJIOMH3HpaAHU., OTKPUTH., MHOToeHTpoBH Da3a Il ninureanus (1FM-
2005-01, MMY-3010) 3a ouenka Ha 6e3onacHocTTa U e(pUKacHOCTTa HA DOPTE3OMHO B
JIBOHHH H TPOHHH KOMOHHALIMK C JIPYIH XUMHOTEPANIEBTHYHH CPE/ICTBA KATO MH/IYKIIMOHHA
Teparus Npein TpaHcIlaHTalusa Ha CTBOJIOBH KJIETKH NPH NTAIIMEHTH ¢ HEJIEKYBaH Jlocera
MYJITHITJICH MHEJIOM.

B npoyusane IFM-2005-01 6opre3omud B komOHHalus ¢ jiekcametason [BDx, n = 240] e
CpPaBHEH C BAHKPUCTHH-/I0KCOpYOULnH-aekcametaszon [VDDx. n = 242]. [lauuenture B
rpynara Ha BDx ca npemunanu yetupu 21-1HEBHH LIHKBJ1A, BCEKH OT KOUTO BKJIKOYBA
6opre3oMuo (1.3 mg/m?, NpHIOKEH HHTPABEHO3HO /1B ITLTH ceIMHYHO Ha ieH 1.4, 8 u 11) 1
EePOpaIHO MPHJIOKEH JekcameTas3oH (40 mg/aen B aHuTe | —4 v B iHUTe 9 — 12 B UUKIK | M
2. KakTo B JIHUTE OT 1 — 4 B IUKJIK 3 U 4).

ABTOJIO’KHA TpaHCIUIaHTAIlMs HA CTBOJIOBH KJIETKH ¢ HanpaBeHa Ha 198 (82%) u 208 (87%)
MalMeHTH CbOTBETHO B IrpynuTe Ha jeyeHue ¢ VDDx u BDX: 001MHCTBOTO OT nammeHTuTe
ca NpeMUHAJIM €/1Ha TpaHCIJIaHTallHOHHA npolieaypa. Jlemorpagckure XapakTEpUCTHKH Ha
MAUMUECHTUTE U U3XOJAHUTE XapaKTCPUCTHKH Ha 3a00JIBAHETO €A CXO/IHH B JIBETEC
TepaneBTHYHHU rpynu. Meinanara Ha Bb3pacTra Ha MalueHTHTE B IPOYUYBAHETO € 57 roJIMHH,
55% ca mbxke 1 48% OT NAIHEHTHTE Ca ¢ BACOKOPHCKOBH LIMTOTCHETHYHH MAPKEPH.
Meinanata Ha NPOAB/IKHTEIHOCTTA Ha JieyeHHeTo ¢ 13 cesimuun 3a rpynara Ha VDDX u

|1 cenmuim 3a ta3u Ha BDx. Meimanara na Opos Ha LIMKJIMTE, KOUTO €a MOJIYUHIIN JIBETE
rpynu. € 4 uukbia. [IspBuunara kpaiina Touka 3a e)UKaCHOCT Ha NPOYYBAHETO €
MOCTHHAYKIIHOHHATa yecToTa Ha otroBop (CR+nCR). Habao1aBa ce cratucTHyeckH
3HAYUMa pa3IuKa MpH IbJiHa peMUucHs+1ouTH nbida pemucus (CR+nCR) B nosiza na
rpynara Ha JieueHue ¢ Oopre3oMHO B KOMOHHALLS € JIeKcaMeTa30oH. BTopyuHuTe KpaHH
TOUYKH 3a ¢(PUKACHOCT BKJIIOYBAT YeCcTOTa Ha OTroBop ciie rpadciiantaims (CR+nCR,
CR+nCR+VGPR+PR), npexupsemoct 0e3 nporpecus 1 od1a npekuBieMoct. OCHOBHHUTE
pe3yJITarn 3a ehpuKacHoCT ca npe/ictaBeHy B tabauua 12.

Tabimua 12: Pesyartaru 3a epukacHoctTa o1 nnpoyusase 1FM-2005-01

Kpaiina Touka BDx VDDx OR; 95% CI; P
¢cTOHHOCT?
IFM-2005-01 N=240 (ITT nonynaumus) [N=242 (ITT
Oy J1alHs)
RR (c1eo unoykyus)
*CR+nCR 14.6 (10,4 —19.7) 6,2 (3,.5-10,0) 2,58 (1,37 —4,85); 0,003
CR+nCR+VGPR+PR [77.1 (71,2 —-82.2) 60.7 (54.3 — 66.9) 2,18 (1,46 -3,24); <
% (95% CI) 0,001
RR(cieo
mpancnianmayus)”
CR+nCR 37,5(31.4 —-44.0) 23,1 (18,0 -29.,0) 1,98 (1,33 —2.95); 0,001
CR+nCR+VGPR+PR [79.6 (73,9 — 84.5) 74.4 (68,4 — 79.8) 1,34 (0,87 — 2,05); 0,179

% (95% Cl)
Cl=noBepurenen uurepai: CR=nwiaen otropop: nCR=01130 J10 nbieH otroBop: |
Hamepenne 3a sieuenne (Intent to treat); RR-uectora na orrosopa; B=0opre3zomus
BDx=0opre3omu0. jiekcameraszon: VDDX=BUHHKPHCTHH. JTIOKCOPYOHIIHH, JIEKCaN




VGPR=MHOro 1006p yactuuen orrosop: PR=uactuuen orrosop: OR=cboTHOIIEHHE Ha
LIAHCOBETE:

- | ['bpBHYHA KpaitHa TOUYKa
: (C'bOTHOIIEHHE HA 1IAHCOBETE 3a YECTOTH Ha OTroBopa Ha Oaszara Ha O0LIOTO

CbOTHOIIIEHHE Ha 1aHcoBeTe, u3uuciaeHo no Mantel-Haenszel 3a crparnguumpanmn tadbiunm:
p-ctoitHocTH o tecta Ha Cochran Mantel-Haenszel.

b (OTHacs ce 3a 4eCTOTa Ha OTIrOBOP CJIE BTOpA TPAHCIIAHTALUS [TPH [TALUMEHTH.
NoJyun/u Bropa tpaHcruiantanus (42/240 [18%] B rpynara na BDx u 52/242 [21%] B
rpynara Ha VDDx).

3abesiexxka: CbOTHOLIEHHE HA HIAHCOBETE =~ | COYM NPEJIMMCTBO 3a MHJ1Y KIIHOHHATA Teparnusi.
Ch/IbpiKaliia dopre3omMuo.

B npoyusane MMY-3010 uHayKUHOHHOTO JieyeHHe ¢ Oopre3oMud B KOMOHHALUS C
TalIuIOMHUL ¥ JiekcameTa3ol [BTDx. n=130] e cpaBHeHo ¢ TaauaoMu/1-aekcamertason | TDx.
n = 127|. llaumenture B rpynara Ha BTDx ca npeMuHanu wect 4-ceIMHYHH LIMKBJIA, BCEKH
OT KOHTO BKJIIOUBa 60pTe3omud (1,3 mg/m?, npuaokeH ABa nbTH ceJAMHUHO Ha JaeH 1.4, 8 n

| 1. nocaeaBan o1 17-IHEBEH 1eprHo/1 HA NOYUBKa OT JieH 12 10 j1eH 28). JiekcaMeTa3oH

(40 mg npuIoKEH NepopaaHo B AHUTE OT | —4 U B iHUTEe OT 8 = 1 1) M Ta/IHIOMH 1
(MPHJIOKEH NepopaiHO B J103a 0T SO mg aHeBHO B JiHUTE |-14, yBennyena na 100 mg B JqHuTE
ot 15-28. cnej koeto Ha 200 mg JIHEBHO).

Eana aBTo10KkHA TpaHCIJIaHTAllMs HAa CTBOJIOBH KJI€TKH € HanpaseHa Ha 105 (81%) u 78
(61%) o1 nanneHTUTe CHOTBETHO B rpynutTe Ha BTDx u TDX. Jlemorpadgckure
XapPaKTEPUCTHKH HA MAIMEHTHTE M U3XO/IHUTE XapaKTEPUCTHKHU Ha 3a00JIIBAHETO €A CXO/IHH B
JIBETE TEpaArNeBTHYHH IpynH. Me/inaHara Ha Bb3pacTTa Ha naiMeHTuTe B rpynure Ha BT Dx u
I'Dx e chorBeTHO 57 cnipsamo 56 roauun, 99% cnpsamo 98% ca ot Osisiata paca v 58% cnpsiMo
534% ca mbxe. B rpynara na BT DX 12% o1 nattmeHTuTe Ca IHTONCHETHYHO KJ1acH(PUIIHpaHH
Karto BUCOKOPHUCKOBH cripsiMo 16% o1 naunentute B rpynara Ha | Dx. Mejmanara Ha
NPOALIKHTEIHOCTTA Ha JleyeHHeTo € 24.0 ce/IMUIIM, a Me/inaHaTa Ha Opost IPEMHHATH LIMKJIN
Ha jieyeHue ¢ 6.0 1 Te ca CXOJ/IHM 3a BCHUKH TepaneBTHYHH rpynu. | IbpBHuHNTE KpaiiHu
TOYKH 3a e(PUKACHOCT B IIPOYUYBAHETO CA CTEINECHUTE HA MOBJIUABAHE CJIE/1 HHYKLIUS U CJIe]1
TpanciiantTanmus (CR+nCR). Cratuctnueckn 3naunma pazauka npu CR+nCR e
HaOJIl01aBaHa B 110J13a Ha rpynara Ha 0opre3oMu0 B KOMOMHALIMS C JIEKCaMEeTa30H 1
TaIn/I0MH/1. BropuunuTe KpaliHM TOYKH 3a ¢PMKACHOCT BKJIIOYBAT IPEeKUBIEeMOCT 0¢3
[porpecust 1 001a npekuBAeMocT. OCHOBHHUTE pE3yTaTH 3a €PUKACHOCT €A NPEIACTABEHH B
Tabauua 13.

Tabmmua 13: Pesyuratu 3a epukacHoct o1 npoyusaie MMY-3010

Kpaiinu Toukn BTDx TDx OR:; 95% CI;
P croiinoct®
MMY-3010 N=130 (ITT N=127 (ITT
[ornyJiamus) [ony.Jiaius)

*RR (C1eod unovkyus)
CR+nCR
CR+nCR+PR % (95%
Cl)

49.2 (40,4 — 58.1)
84.6 (77.2 — 90.3)

17,3  (11,2-25,0)
61,4 (52.4-0699)

A

4,63 (2,61 —8.,22):
0,001%3.46 (1,90 —
6,27), <0,001°

*RR (Caeo
mpancniIanmaifiis)
CR+nCR
CR+nCR+PR % (95%
Cl)

55.4 (46,4 - 64.1)
77,7 (69,6 — 84.5)

346 (26,4-43.6)
56,7 (47,6 —05.))




Cl=noBeputened uurepbai; CR=nwyien orropop; nCR=01u130 10 nwuien orrosop; I'11-
Hamepenue 3a neuenue (Intent to treat); RR-uectora Ha otroBopa: B=06opre3omMub:
BTDx=06opre30Mu0, TainioMu 1, AeKkcamera3oH: TDXx=raiuaoMuj, JeKcaMeTas3oH;
PR=vactuueH otroBop, OR=CHOTHOILIIEHHE HA ILIAHCOBETE;

. [IspBHYHa KpaliHa TOYKA

! CBbOTHOLIEHHE HA LIAHCOBETE 3a YECTOTH Ha OTroBOpa Ha Oa3ara Ha 00110TO
CbOTHOIIIEHHE Ha LIAHCOBeTE, H3uncaeHo no Mantel-Haenszel 3a ctpatuguumpann tabauum.
p-ctoiHOCTH 110 Tecta Ha Cochran Mantel-Haenszel.

3abenexka: ChOTHOLIEHHE HA LIIAHCOBETE > | COYM NMPEJMMCTBO 3a HHAYKIIHOHHATA Tepanus,
cbhAbpxkala 6opre3omMuo.

Kinnnnuna eukacHOCT Npu petuniuBupa nid pedpakTepeH MyJTHILICH MHEJIOM
besonacHoctTa M epukacHocTTa HA OOPTE30MHUO (MHIKEKTHPAH HHTPABEHO3HO) ca ONJIH
OLICHSIBAHM B 2 1IPOYYBAHMs [IPH NIPENOPBUMTEIHA J103a 1.3 mg/m”: B paH10MH3HPaHO.
cpauuteno npoyusane ¢asa lll (APEX) cnpamo nekcamerason npu 669 nainuenTy ¢
PELM/IMB WK pepaKkTEepeH MYJITHIUICH MHEJIOM, KOUTO ca noJjyyasaiau | - 3 npeaniinu
TEepaneBTHYHH JIMHUH M ¢ €/IHO npoyuBane ¢a3za Il ¢ esino pamo npu 202 naiMeHTH ¢ pelUM/IHB
WM pedpakTepeH MYJITHILICH MHEJIOM, KOMTO €a M0J1y4YaBald Hal-Maako 2 npeJiHH
TEPANeBTHYHH JIMHHH H [IPH KOUTO 3a00JIBAHETO € MPOrpecupaso MpH rnocje/iHara um
Teparnus.

B npoyusanero ®a3sa Il neyenneto ¢ O0pTe30MHUO € JIOBEJIO JI0 3HAYUMO Y/IbJIKaBaHE
BPEMETO J10 NPOrpecHs, 3HAYUMO Y Ib/KABAHE HA MPEKUBAEMOCTTA H 3HAYUMO [10-BHCOKA
CTEIEH Ha OTIrOBOP B CPABHEHHE € JICUCHHUETO € JIeKcaMeTas3oH (BK. Tabumnna 14) npu BCHUKH
[MAMEHTH. KAKTO MU TIPH MALMEHTUTE. KOUTO ca 1noJjiyyaBaiv | npeamiiHa reparneBTHYHa
auHus. Karto pesyirar ot npeABapuTe/IHO NJIAaHUPAHUS MEKIMHEH aHaJIM3, JICYEHHUETO C
JICKCAMETA30H € OMJIO NPEKBCHATO 110 MPENnopbKa OT KOMUTETA 38 MOHUTOPHUHI HA JIAHHUTE H
HA BCHUYKH MAIHEHTH, PAHJ0OMH3UPAHH HA JICKcaMeTa30H € OWJ1 1pe/ulokeH 0opTe3oMud B
3aBUCHUMOCT OT cTaryca Ha 3adonsgBaneTo. [lopaan ToBa paHHO nnpeMHHaBaHe, cpe/Hara
[POJABL/IKHTEIHOCT Ha IMPOC/IC/IABAHE 3a NPEKUBIEMOCT Ha nauueHTuTe ¢ 8.3 mecena. Kakro
[PH MAIIHEHTUTE, KOUTO ca OMJIM pe)paKkTEepHH HA 1OCIJIE/IHATA CH TEpaleBTHYHA JIMHUS, TaKa
H IIPH TE€3H. KOUTO HE ca OMJIM pedppakTepHH. o01IaTa npekuBsIeMoCT € OUla 3HAYUTEITHO T10-
JUbJIFA U CTEIEHTAa Ha OTroBOP € OMJ1a 3HaYMMO 110-BUCOKA NPH IpynaTta Ha dopTe3oMuo.

OT1 669 BKouyeHH nauneHTH 245 (37%) ca Onim Ha Bb3pacT 65 roJIMHH U 110-Bb3PACTHH.
[lapameTpuTe Ha oTroBopa kakto U | 1P ocrasar 3HaunTeIHO 110-100pH 3a OOpPTE30MHO
HE3aBHCHMO OT Bb3pacTra. BbIIPEeKH M3X0IHUTE HUBA Ha 2-MUKpPOT100yIHHA, BCHUKH
napamMeTpu Ha epukacHoCTTa (BpeMe J10 nporpecusTa 1 o01a npexmBseMocT, KakTo H
CTEIEHTA HA OTIrOBOP) ca OMJIM 3HAYUTEIIHO 110100PEHHU TIPH NTALMECHTHTE, JICKYBAHH C
O0OpTE30MHO.

B nonynanusta pedpaktepHu naumeHTH B npoyuBaseto ¢aza Il otroBopute ce onpeiessT or
HE3aBUCUM KOMHTET 3a OLICHKA, a KPUTEPUHUTE 3a OTIOBOP €a T€3W Ha LBponeickara rpyna 3a
KOCTHO-MO3bYHA TpaHCIulaHTalus. Meinanara Ha npekKuBAEeMOCT Ha BCHYKH BKJIIOYCHH
nanmeHTH ¢ 17 mecena (< 1 — 36+ mecena). Tazn npekHBIEMOCT € 110-roJisiMa 0T Me/iHaHara
Ha 6 10 9-MeceUHa MPEKMUBAECMOCT, OYaKBaHa 3a 1o 100Ha nonyJjiauus MNauueHTH ot
KOHCYJITHPAULUTE KJIMHHYHH H3cie0BaTesd. Ypes My ITuBapHallHOHEH aHaIn3 1oJiyyeHara
CTEIECH HA OTIOBOP € HE3aBUCHMA OT THIIA MHEJIOM, CTATyCa Ha U38Ba, cTaTyca Ha JC/ICIHs Ha
xpomoszoma 13 uian Oposd. WM THIIA HA NpeJMIIHATE JieyeHus. [launenTure, KOUTO ca
MOJIYUHIIH 2 — 3 NPE/IHIIHH TEPANeBTHYHH PEKHMa HMAT CTECIEH HA OTroBop o1 32% (10/32).

oTroBop ot1 31% (21/67).



Tabnuna 14: O0600menue Ha n3xoaa Ha 3adosngaBaneTo npu npoyusanus Maza Il (APEX)
®a3sa |l

®dasza 1l Masa Il ®asa Il Pasa Il
Benukn nannenT |1 npeanmua > 1 npenmHa >2
TePANEeBTHYHA JIHHHSA |[TepaneBTHYHA npeHIIHH
JIHHUA TepaneBTHYH
H JIHHHH

CrOouTHS, B Dex B Dex B Dex B

CBbP3aHH ¢ n=333" | n=336" | n=132" n=119* n=200" | n=217" n=202"

BpeMeTO

TTP, anu 189° 106° 212! 169" 148° 87° 210

(95% C1) (148- (86— (188— | (105—=191) | (129— |(84-107)| (154-281)

211) 128) 267) 192)

[Ipexusemoc | 80' (74 — | 66" (59— 80' 72 73 62 60

T 1 roauna, % 85) 72) (82-95) (62-83) (64—-82) | (53-71)

(95% C1)

Haii-100bp B Dex B Dex B Dex B

01roBop (%) | n=315" | n=312" | n=128 n=110 n=187 n=202 n=193

CR 206)° [ 2(<1)°| 8(6) 2 (2) 12 (6) 0 (0) (4)**

CR+nCR 41 (13)° | 5(2)° | 16(13) 4 (4) 25(13) | 1(<1) (10)**

CR+nCR+PR [121 (38)°| 56 (18)° | 57 (45)' 29 (26)' 64 (34)" | 27 (13)° (Z7)™

CR+nCR+PR | 146 (46) | 108 (35)| 66 (52) 45 (41) 80 (43) | 63(31) (35)**

+MR

Meanana na | 242 (8,0)[169 (5.6)]246 (8,1) 189 (6,2) |238(7.8)| 126 (4,1) 385%*

NPOAbJIKHTE

JTHOCTTA

JlHu (Mecenn)

Bpeme 10 43 43 44 46 41 27 38*

OTrOBOP

CR+PR (aHn)

s rpyna I'TT (rpyna Ha HamepeHue 3a JIeUeHHue)

CTOMHOCT Ha P o1 crparuduumpan log-rank tecTt: aHaJiu3bLT 10 JIMHUK Ha TEpanus
H3KJIKOUBA CTpAaTH(UKALIMSA 32 HCTOpHUsTA Ha JedyeHue: p < 0,0001

’ rpyna Ha OTroBOp. BKJIIOYBAlIA MAIHEHTH, KOUTO UMAT H3MEPHMO 3a00JI1siBaHEe HA
M3XO0/IHO HHBO H €a MOJIYYWJIH HaH-MaJIKO | /103a OT W3NUTBAHKs JIEKAPCTBEH MMPOJYKT

| croiinocT Ha P ot Tecta Cochran-Mantel-Haenszel Xu-kBajipat TecT, ajjantupan 3a
cTpaTH(PUKAIMOHHH (DAKTOPH: AHATU3BT 110 JIMHUK HA Tepanus U3KJI4YBa cTpaTtH(huKams 3a
HCTOPUATA HA JICYEHHE

* CR + PR + MR

s CR =CR, (IF-); nCR =CR (IF +)

NA = ne e npujioxkumo, NE = He e oueHsBano

TTP — Bpeme J10 nporpecus

Cl = noBepuresieH HHTEPBAI

B =0opre3zomn0d: Dex = jiekcamerason

CR = nbaen orroop: nCR = 0s1M30 10 1bJIEH OTIOBOP

PR = vactuuen orroBop: MR = MuHHUMaIEH OTIOBOpP

0O

[Ipu npoyusane ¢a3za Il nauueHTHTE. KOUTO HE Ca MOJYUYHIIH ONITHMAJIEH OTIOBOP OT
CaMOCTOATEITHO JieyeHHe ¢ OOpTe30MHO ca HMaIH Bb3MOKHOCT J1a 110J1y4aT BUCOKH
JIEKCAMETa30H CbBMECTHO ¢ OopTe30MHO. [IpOoTOKOABT 1103BOJIsSIBA NALMEHTHTE J1a 11 lel(/cgpaj ,—r'



JICKCAMETA30H, aKO ¢a UMAJIH 110- MAJTbK OT ONITHMAJIHUS OTIOBOP Ha OOPTE30MHO
camMocTosTeIHO. O0110 HA 74 OLLCHUMH NALKMEHTH € NIPUJaral JIeKcaMeTa3oH B KOMOMHalus ¢
oopre3zomud. C koMOMHHUpaHOTO Jleuenuel 8% OT mauMeHTUTE NMOCTUraT UKW UMaT 1o 100peH

o1roBop [MR (11%) unu PR (7%)].

Kiunuuna echukacnocm na Gopmezomuod, npuioscen NOOKOJICHO, nPpu nayuenmu ¢
peyuousupal pehpakmepen My imuni1en Mue1oM
besonacnocTra u epukacHocTTa HAa OOPTE30MHUO Ca OLICHEHH B OTKPHUTO. PaH/IOMH3HPAHO,
daza [l npoyuBane 3a cbNOCTaBUMOCT Ha eukacHocTTa H O€30nacHoCTTa HA OOPTE30MHO,
[IPUJIOIKEH TT0JIKOKHO B CPABHEHHE ¢ HHTPABECHO3HOTO NpHII0kKeHHe. B npoyuBaneTo ca B3esu
yyacTue 222 naumeHT T ¢ peuHauBupai/pepakTepeH MyJITHILIEH MHEJIOM, PAH/IOMH3HPaHH B
choTHOweHne 2:1 ja npuemat 1.3 mg/m? 60pTe30MHUO 110 NOJAKOKEH HIH HHTPABEHO3EH MbT
Ha NpHJI0KEHHE 3a 8 nuKbiIa. Ha naumeHTure, KOUTO HE ¢a NMOJYYHIIH ONTUHMAIIEH OTIOBOP
(no-manko ot nwieH orroBop [CR|) na repanusra ¢ dopre3oMu0 cien 4 uMKbia, € 103B0JEHO
Jla npueMar jaekcamerason 20 mg AHEBHO B J€HS HA MPHJIOKEHHE Ha OOpPTE30MHO U Ha
cie/Batms JieH. [lauMenTuTe ¢ U3X0/Ha cTeneH Ha nepudepHa HeBponaTus =~ 2 WM Opoi Ha
TpoMmOouTHTe < 50 000/ul ca n3kmouenn. OO 218 nanMeHTH ca nouiekali Ha OlleHKa Ha

OTroBOpA.

[[poyuBaHETO € NOCTUIHAJIO OCHOBHATA CH 11€J1 3a ChIIOCTABUMOCT HA OOLLUS OTIOBOP
(CR+PR) ciea 4 unkbia Ha Tepanus ¢ 00pTe30MHO KaTO CaMOCTOSTEIHO CPEJICTBO C
[10/IKOKEH H MHTPABEHO3EH MbT HA npuiiokenue, 42% n B asete rpynu. Cblio taka
BTOPHYHHUTE KpaitHH TOYKH 3a ¢(pMKACHOCT. CBbpP3aHa ¢ OTTOBOPA H € BPEMETO J10 ChbOUTHE,
[IOKa3BaT CbBMECTUMH Pe3VJITATH 3a M10JIKOJKHO H HHTPABEHO3HO npuioxkenue (Tadbaunua 15).

Tabnuua 15: O0001IeHHE HA aHAJIM3UTE HA €(PUKACHOCTTA, CPABHSABAIIHN 1MOJIKOKHO H
HHTPABEHO3HO MPHJIOKEHHE HAa DOPTE30MHO

Pamo Ha Pamo Ha
HHTPABEHO3HO NOAKOKHO
NPHJIOKEH NPHJIOKEH
oopTe3oMHD oopre3omud

[Monyaanus, noajexama Ha

OLIEHKA HAa 0TroBOpa n=73 n=145

YecToTa Ha oTrOBOpHTE NpH 4

uHKbJaa n (%)

OO0 orrosop (CR+PR) 31 (42) 61 (42)

p-CTOHHOCT" 0,00201

CR n (%) 6 (8) 9 (6)

PR n (%) 25 (34) 52 (36)

nCR n (%) 4 (5) 9(6)

YecToTa HA OTIrOBOpPHTE NpPH 8

HHKBJIA N (%)

ORR (CR+PR) 38 (52) 76 (52

p-CTOMHOCT® 0,0001

CR n (%) 9(12) 15(10)

PR n (%) 29 (40) 61 (42) —_

nCR n (%) 7(10) 14 (10) /r;ﬂ!f‘ﬁ AEx N\

ITT nonyaanus’ n=74 N
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Bpeme 10 nporpecus (TTP),

MecelH 9.4 10,4

(95% C1) (7,6, 10.,6) (8,5:11,7)
0,839 (0,564

Koeduument na puck (95% CI)” 1.249)

p-CTOHHOCT' 0,38657

[IpexuBsiemocT 0€3 nporpecus,

MecelH 8 10,2

(95% C1) (6,7;9,8) (8,1: 10,8)
0,824 (0,574:

Koedpuumnent na puck (95% CI)" 1,183)

P-CTOHHOCT' 0,295

1-roanmHa o6ma npexuBAEeMoOCT

(%) 76,7 72,6

(95% CIl) (64,1; 85,4) (63.1: 80,0)

|

P-CTOHHOCTTA C€ OTHACK JI0 XMIIOTEe3aTa 3a ChIIOCTAaBUMOCT (non-inferiority), cbriacHo
KOSITO paMOTO Ha T0/IKOKHO IPHIIOKEHHE MO UTbpka MUHUMYM 60% 0T yecToTaTa Ha
OTFOBOPHTE B PaMOTO HAa HHTPABEHO3HO MPHIIOKEHHE.

e 222 naiMeHTH ca ce 3anucalii 3a yyacTie B npoyuBaHeTo: 221 naiMeHTH ca JIEKyBaHH
¢ OOpTE30MHO
R

KoeguuneHTsbT HA pUCK € M3umnc/ieH Ha Oazata Ha mozeia Ha Cox, alanTupax 3a
crpati(pUKallMOHHHU (paKTOpH: cTajiupane 1o MexyHapoanara crajaupaiia cucrema (ISS) u
Opo# Ha NpeJIMIIHUTE TEPAreBTHYHH JIMHUHU.

’ JlorapuTMHUHO TpaHCc(pOpMHUpaH PaHKOB TECT. aJanTHPaH 3a CTpaTUH(PUKALIMOHHH
(pakTopu: cTaaupane 1o ISS u Opo# Ha nNpeHIHUTE TEPANECBTHYHH JIMHHH.

: Me/inaHa Ha NPOJABLIIKHUTEHOCT Ha npocieasasanero € 11.8 mecena

KomoOunupano neuenue na 0opme3omuid ¢ neuwiupan 1uno3oMen QOKCopyouyun (npoyueane
DOXIL-MMY-3001)

[Ipu 646 nauMeHTH € NPOBE/ICHO paHI0MHU3HpaHo npoyuBane (paza 11, ¢ napanenuu rpynmu,
OTKPHTO. MHOTOLICHTPOBO 3a CPaBHEHHE Ha 0€301acHOCTTA H e(hpuKacHOCTTa HA ODOPTE30MHO.
pHJiaran B KOMOMHAaUMs € NerHJIHpaH JIHNO30MEH JIOKCOPYOHIIMH, B CPABHEHHE C
OopTe30MHUO MOHOTEpAIIHA NIPH MTALLKEHTH € MYJITHIIEH MHUEJIOM, KOUTO Ca MOJIYYHJIH HaH-
MAJIKO €/IHO MPe/IIECTBALLO JICYEHHE U HE Ca NPOrpecHpain, J0KaTo ca nojydyaBaiu
aHTpalukJInH 6azupana tepanus. [ ILpBuunara kpaiina touka 3a epukacuoct e TTP, nokaro
BTOPHUYHHUTE KpaiiHu ToukH 3a epukacHoct ca OS u ORR (CR + PR). 6Ga3upaiiku ce Ha
Kputepuute Ha EBponelickara rpyna 3a KpbBHH H KOCTHOMO3bYHH TpaHCIUIaHTALlUH
(EBMT).

MexIHHEH aHalu3. onpe/iesieH 1o npotokos (dasupan Ha 249 T'1P cvOuTHs) npe/in3BuKBa
NPEKAEBPEMEHHOTO NPUKIIIOUBAHE HA MTPOYYBAHETO 110 OTHOLICHHE Ha epukacHocTTa. 103M
MeXK/IHHeH aHann3 rnokassa 1'1'P namanssane Ha pucka ¢ 45% (95% Cl1: 29 57%. p < 0,0001)
NPH NALHEHTH. JIEKYBAHH ¢ KOMOMHHpaHa Teparnus 00pTe30MHO U NEernJIMpaH JIMIO30MeH
nokcopyOunimu. Meimanara na 1T'TP e Ouna 6.5 meceua npu naitueHTuTe, JIEKYBaHH €
OopTe30MHO MOHOTEpaANuUd. B CpaBHEHHE ¢ 9.3 Mecela npH nauMeHTH Ha KOMOMHHpaHa
Tepanus ¢ 6opTe30MHO U NErHaIHpaH JUNO30MEH JJOKCOPYOHUHH. Te3n pesyiararu. makap 1
HEIBJIHM, NPEACTABISIBAT OKOHYATEIHUS aHaln3, JePUHUPAH 110 TPOTOKOJL.

KpaiitnusaT ananu3 Ha OS, npoBejieH 3a Me/IHaHa Ha npocieasBade 8,6 rolMHHu, He NoKa3
3Ha4YMMa pasziuka B OS Mex 1y aBete rpynH Ha jeyenne. Meauanara Ha OS e 30.8 M
(95% CI: 25,2 — 36.5 mecena) 3a naiMEHTH Ha MOHOTepanus ¢ 6oprezomud 1 33,0




(95% CI: 28,9 — 37,1 Mecenia) 3a nallMeHTUTE HAa KOMOMHHpaHa Teparnusa ¢ 6opTe30MHUb MTIOC
MEerHJIMpaH JUIO30MEH JJOKCOPYOHIIHH.

Koxounupana mepanust na 6opme3omuo ¢ 0ekcamemason

[lopazin nunicara Ha npsAKo cpaBHeHHe Mex/ly OopTe3oMHO U OOpTE30MHO B KOMOMHALIHS €
JICKCAMETA30H T1PH MAUMEHTH ¢ NPOrpecHpal MyJITHILJICH MHEJIOM € TTPOBE/ICH
CTATHCTHYECKH T10/IBOMKOB aHaJIM3, C 11€J1 /1a C€ CPABHAT PE3YJITATHTE OT paMOTO 0€3
paHioMH3alds Ha dopTe3oMud B kKoMmOMHalms ¢ JiekcameTtasoHn (Pasa [l oTkpuTO npoyuBaHe
MMY-2045). cnpsaMo pe3yJiTaTtuTe. MoJIyYeHH OT pameHara ¢ MoHoTepanus 0opre30MHO 1npu
pa3JiMuHKM panjioMu3upadn npoyusanus ¢asza Il (M34101-039 [APEX] u DOXIL MMY -
3001) npu cbUIOTO MOKa3aHHE.

[TOABOMKOBHAT aHAIN3 € CTATHCTHYCCKH METO/L. IPH KOHTO NallMEHTHTE B Irpyrnara Ha
jedyenune (Hanp. OopTe30MHO B KOMOHHALIMS € JIEKCAMETA30H) M NMalMEHTHTE B KOHTPOJIHATA
rpyna (nanp. 6opre3omMu0) ca CpaBHUMH 110 OTHOLICHHE Ha BJUgEIH (PAKTOPH. upe3 110,100p
Ha MOJAXO/IS1IH JIBONKH YYaCTHHIIM B KIIMHHYHOTO npoyuBaHe. Tosa cBex1a 10 MUHHMYM
epekTHTEe OT HAD/IIO1aBAHUTE M3X0/AHH HECHLOTBETCTBHUS TIPH OLIEHKA HA €PEKTHTE OT
JICYEHHUETO, U3IT0JI3BAHKH METO/IH HA HE-paHIOMH3HPAHH JIaHHH.

CTO /1BajICCET M CeJIeEM JIBOHKH OT M0JI00HH NMalMEHTH ca OMJIM HACHTH(PHIIHPpAHH. AHAIM3BT
nokasa noioopesa ORR (CR + PR) (cboTHOMIEHHE HaA pucK 3.769: 95% C1: 2,045-6,947.

p <0,001). PFS (koepuument na pucka 0.511: 95% CI: 0,309-0.845. p = 0,008), TTP
(Koeduument Ha pucka 0.385: 95% CI: 0,212-0.698. p = 0.001), 3a bopre3oMud B
KOMOHMHalIIMS € JICKCaMeTa30H CripsiMo 0OpTe30MHO MOHOTEpaIus.

Hannuna e orpannyena nngopmaliims 3a HoBTOPHO JieyeHHe ¢ 00pTe30MHO NPH NaLMEHTH ¢
PELMAMBHPA MYJITUILIEH MUeOM. [IposeneHo ¢ otkpuTto. ®aza Il npoyusane MMY-2036
(RETRIEVE) ¢ eiHo paMo, 3a olieHka Ha e(pMKacHOCTTa M Oe301acHOCTTa Ha MOBTOPHOTO
jieyeHue ¢ bopre3oMud. CTo M TpHaEceT NalMeHTH (= 18 roJIMHU) ¢ MYJITHILIEH MHEJIOM,
KOMUTO €A MOCTHIHAJIN MTOHE YaCTHYECH OTIrOBOP KbM OOpTE30MHO-ChIbpiKalla cxema. ca
JICKYBAHH MOBTOPHO 1PH 1iporpecus. Jleuenuero ¢ Oopre3oMu0 3anousa Hail-Maiko 6 mecella
cJle/1 Kpasi Ha [IPeJIX0/iHaTa Tepanus ¢ noc/eHara noHocuMa jio3a ot 1,3 mg/m* (n = 93)

win < 1,0 mg/m? (n = 37) u ce npunara B uu 1. 4. 8 u 11 na Bcekn 3 ceIMHIA B
NPOAb/IKEHHE HA MAKCUMYM OT 8 IIHKbJIa KATO CaMOCTOSITEJIHO CPE/ICTBO WM B KOMOUHalIUs
C JIEKCAMETa30H B CbOTBETCTBHE CHC CTAH/apTa Ha JieueHHe. JlekcameTa3oH € npHjIokKeH B
KOMOHHaums ¢ 0opTe3oMud npu 83 naumeHTH B IIMKBIJ 1. KaTo 3a BCHYKH LIMKJIH HA TIOBTOPHO
nedyeHune ¢ Oopre3oMu0 jiekcameTasol ca noayuud v oue 11 naumentu. [IspBuuHara
KpaiiHa Touka ¢ Hal-100pHAT NOTBBPAECH OTIOBOP KbM IMOBTOPHO JICYECHHE, OLIEHEH ChIJIACHO
KpHTEepUHTE HA LEBpornielickara rpyra 3a KOCTHO-MO3b4YHa TpaHcniaanTauus (European Group
tor Blood and Marrow Transplantation. EBMT). O0wmara naii-jo0pa yectora Ha OTroBop
(CR+PR) kbM nosropho Jjieuenue npu 130 nammentu € 38.5% (95% Cl: 30,1 - 47.4).

KinHHYHA e)UKACHOCT NPU HEJIEKYBAH Jlocera MaHTeJIHOKIeThYeH JuMdpom (MCL)
[IpoyuBane LYM-3002 e ¢a3a I, panaoMu3upaHo, OTBOPEHO MpOyUYBaHE CpaBHBAIIO
epukacHocTTa U ODe30nacHoOCTTa Ha KOMOMHALUATA OT OOpTE30MHO, pUTYKCHMAO,
ukinopochamua, 1okcopyouunH 1 npeiHu3oH (BR-CAP; n = 243) ¢ Te3u Ha puTyKCcHMaO,
uukiopochamui, 10KkcopyOULIMH, BAHKPUCTHH U npeiHH30H (R-CHOP; n = 244) npu
Bb3pacTHH naiueHTH ¢ HeslekyBaH MCL (Craawmii 11, 111 wau 1V). [launenture B
repaneBTHUHOTO pamo ¢ BR-CAP ca nosnyuasanu 6oprezomu6 (1,3 mg/m’ na nen 1, 4, 8, 11,
nHu 6e3 npunoxenue ot 12 10 21), putykeumab 375 mg/m? i.v. na nen 1; uuxnodocda e~
750 mg/m? i.v. Ha aeH 1; nokcopybuumn 50 mg/m’ i.v. Ha aeH 1 u npeauuson 100 mg
[epopasHoO OT A€H | 110 AeH S 1o Bpeme Ha 21-AHEBHHUA LIMKBJI Ha JICYEHHE ¢ OopTte
MalMeHTH ¢ OTTOBOP JOKYMEHTHPAH 3a IMbPBU BT HA LIMKBJ 6 ca a/IeHH JIBa JTOMHJHAT:




IIMKbJ1a Ha JieyeHHe. [I'bpBHYHaTa KpaiHa Touka 3a €eMKaCHOCT € MPeKnuBIEMOCT 0e3
nporpecus Ha 0a3arta Ha oueHka ot Komucusra 3a HezaBucum nipersies (Independent Review
Committee, IRC). BropuuHuTe KpaliHH TOYKH BKJIKOYBAT BPEMETO 10 Nporpecus (time to
progression, TTP), BpemeTo a0 cieaBaiio jeueHue cpelty JuMpoM (time to next anti-
lymphoma treatment, TNT), npoabnkutenHocT Ha nepuoj 6e3 neuenue (duration of
treatment free interval, TFI), obma crenen Ha nosnusBane (overall response rate, ORR) u
nbjeH otroBop (complete response, CR/CRu), obmara npexussiemoct (overall survival, OS)
H NPOJABIKHUTETHOCT Ha OTTOBOP.

JleMorpadckuTe U H3XOAHUTE XapaKTEepPUCTUKHU Ha OoJsiecTra 0OMKHOBEHO ca 100pe
OanaHCHpaHH MEXY JIBETE I'PYIIH Ha JICYEHHE: CpeHAaTa Bb3pacT Ha MalHeHTUTE € 66
roauHH,74% ca mbxe, 66% ca ot 0saara paca u 32% ca azuatu, 69% oT nauMeHTUTE ca
MMaJIM TOJIOXKHUTEJIEH Pe3yJITaT OT U3CJIe/IBAHE HA KOCTHO-MO3bYEH acliupaT U/uJjiu
MOJIOKHTEIHA KOCTHO-MO3b4Ha Ouorncus 3a MCL, 54% ot nauueHTHTE Ca UMAJTH
MexnayHnapojeH [Ipornoctnuen Uuaekc (International Prognostic Index, IPI) pesyarar > 3, a
76% ca umasu 3abossBaHe B ctaauil 1V, [IpoabiKUTETHOCTTA HA JIEYUEHHETO

(MeauaHa = |7 ceAMHMLIM) U NPOABJDKHTEIHOCTTA Ha npocieasBaHe (MmeauaHa = 40 Mecena) ca
CpaBHHMH B JIBETE TepaneBTHYHH paMeHa. CpeHo 6 IIMKbJ1a ca MPOBEJACHH HA MAIlHEHTUTE U
B JIBETE paMeHa Ha jeueHue, kato 14% ot nauuenture B rpynara Ha BR-CAP u 17% ot
nanueHTHTe B rpynara Ha R-CHOP ca nonyuuin 2 nonbJHUTENHH LHKbIA. [lo-ronsmara
4acT OT NALlMEHTHTE B JIBETE I'PYIH ca 3aBbPLIHIIK JieueHHeTo, 80% B rpynara Ha BR-CAP u
82% B rpynara Ha R-CHOP. Pe3ynrarure 3a epukacHOCTTa ca npejacraBeHy B Tabiumua 16:

Tabnuua 16:  Pesyiararu 3a epukacHocTTa B npoyuBade LYM-3002

Kpaiina Touka 3a BR-CAP R-CHOP
epHKACHOCT

n: ITT nauuenTn 243 244

IpexuBaemoct 0e3 nporpecus (IRC)*

CuouTHs n (%) 133 (54.7%) 165 (67,6%) HR® (95% C1)=0.63 (0,50; 0,79)
p-ctoitHocT < 0,001

Cpenno® (95% CI) (meceun) |24.7 (19.8— 144 (12-16.9)
CTteneH Ha 0TroBOp
n: OLICHUMH NAILUEHTH I10 229 228
OTrOBOP
Obwy nvien omeoeop 122 (53.3%) 95 (41,7%) OR™" (95% CI)=1.688 (1.148-
(CR+CRu)" n(“o) 2.481)
p-ctoitHoCcT=0,007
Oowy omeosop 211 (92.1%) 204 (89.5%) OR™" (95% CI1)=1.428 (0,749—
(CR+CRu+PR)’ n(%o) 2.722)

“ Bb3 oCHOBa Ha OllEHKaTa OT KOMHUCHsATA 3a He3aBUCHM nperie (IRC) (camo paguonoruyHu
JIJAaHHH ).
® OneHkara Ha Koe(dHIIMEHTa Ha pUcka ce ocHoBaBa Ha Mojen Ha Cox, crpatuduiupana no

[PI puck u craauit Ha 3abonsgBaneTo. KoedpuuneHnt Ha puck < 1 coun npeaumctso 3a BR-
CAP.

" Bb3 ocHOBa Ha onieHkH 1o Kaplan-Meier Ha cTeneHTa Ha NpeXUBIEMOCT MPH MPOIYKT -
' Bb3 ocHoBa Ha Log rank Tect, crpatuduunpan ¢ IPI puck u craauit Ha 3abonsBa



1 U3non3Bar ce crpatuduumpanu Tabimuu Ha Mantel-Haenszel 3a onenka Ha 00111010
ChOTHOILIIEHHE Ha puckKa, ¢ [Pl puck u craaus Ha 3a00151BaHETO, KaTO CTPAaTU(PUKALLUOHHH
dakTopu. CroTHOoweHHe HA puck (OR) > 1 coun npeanmcTo 3a BR-CAP.

¢ Bkmoua Bcuuku CR + CRu, cnopea IRC, kocten mo3bsk U LDH.

* P-ctoitHocT oT xu-kBajapat tecta Ha Cochran Mantel-Haenszel, ¢ IPI n cranus nHa
3a00JI9BaHETO, KaTO CTpaTH(PHUKALIMOHHH (PAKTOPH.

' Bkmousa Bcuuku paauosiorndii CR+CRu+PR cnopen IRC, He3aBucumo nanm e
MOTBBPJACHO OT KOCTEH MO3bK U LDH.

CR=IIbnen otroBop: CRu=IIsaen orrosop, HenorBbpaeH; PR=Yactuuen otrosop; CI=
Jloseputenen uurepsai, HR=Koedpunuuent na puck; OR= CboTHOLIEHHE HA LLIAHCOBETE;
[TT=1'pyna Ha HaMepeHHE 3a JICYCHHE

MenunaHara Ha NpexxUBIEMOCT 0€3 mporpecus 1o npeueHka Ha uscneaonarend € 30,7 mecena
B rpynata Ha BR-CAP u 16,1 mecena B rpynara Ha R-CHOP (koepuunent Ha puck [HR] =
0,51; p<0,001). Cratuctuuecku 3HayuMo nogodopenue (p <0,001) B noa3a Ha rpynara Ha
neyeHue ¢ BR-CAP B cpaBHenue ¢ rpynara Ha R-CHOP e nabmoaaBano B npoab/KEHUE Ha
TTP (Mmenuana 30,5 cnpsimo 16,1 mecena), TNT (mMeanana 44,5 cnpsmo 24,8 mecena) u TF]
(Meauana 40,6 cnpamo 20,5 mecena ). Meinana Ha NpOABJKHTETHOCT Ha MTBJIEH OTTOBOP €
42,1 mecena B rpynara Ha BR-CAP B cpaBHenne ¢ 18 mecena B rpynara Ha R-CHOP.
[IpoabmKHTETHOCTTA HA TBJIHKA OTroBOp € 21.4 Mmeceua no-abira B rpynara Ha BR-CAP
(MeauaHa 36,5 mecena cnpsimo 15,1 Mecena B rpynara Ha R-CHOP).OkoH4aTe THUAT aHaIu3
Ha OS e HanpaBeH cJie/l NepHO/1 Ha Npociie/isBaHe ¢ MeauaHa ot 82 Meceula. Meananara Ha
OS e 90,7 mecena 3a rpynara Ha BR-CAP B cpaBHenue ¢ 55,7 mecena 3a rpynara Ha R-
CHOP (HR=0,66:; p=0,001). Habmo1aBanaTta kpaiiHa MeMaHa Ha pa3iaudkara B OS mexay 2-
T€ IPYNH Ha JICYEHHE € 35 meceua.

[lanmmenTH, JJEKYBAHM T1PE/IH TOBA 3a AMHUJIOH/103a HA JICKHTE BECPHUIH

[IpoBejieHO € oTBOpeHO. HepaHaomu3upano Pa3a I/l npoyusane 3a onpe/iensse Ha
Oe30nacHOCTTa U ePUKAcHOCTTA HA OOPTE30MHUO NPH NMALMEHTH, JICKYBAHHU MPE/IH TOBA 34
aMHUJIOH/103a Ha JIeKUTE Bepuru. [1o BpeMe Ha npoyusaHeTo He ca HadJ110/1aBaHH HOBH
CbOOPAKEHHUSA 110 OTHOLIIEHHE HA 0€30MacHOCTTA, MO-ClIeUHaAIHO 00pTEe30MHO HEe 000CTpS
YBPEIKIAHUATA HA TAPreTHUTE OpraiHu (cupue, ObOperu u yeper japo0). [pu
H3CJIC/I0BATE/ICKH aHalin3 Ha epukacHocTTa ce chrobutaBa 67.3% vectora Ha OTroBOpa
(BKJIHOUHTEIHO 28.6% yecToTa Ha BJIEH OTIOBOP) U3MEPEH 110 XEMATOJIOTHYEH OTroBop (M-
[IPOTEHH) TpH 49 O1ICHEHH NALMEHTH. JICKYBAHU ¢ MAKCHMAJIHO JIONYCTHUMHUTE 103U OT
1,6 mg/m” ceimuuno 1 1.3 mg/m? jiBa NbTH CEJIMHUHO. 3a KOXOPTHTE Ha TE3H JIO3H.
KOMOMHHMpaHaTa ¢/IHOro/IMIHa npexursiemMoct ¢ 88.1%.

[lemaTrpryna nonyaums

E-Bpornieiickara areHis 1o Jjekapcerpara ocB0O0K/1aBa OT 3a/Ib/IZKEHHETO 3a NPE10CTaBsiHEe Ha
PE3VJITATH OT NMPOYYBAHUSA € pePEPEHTHHS JICKAPCTBEH MPOJIYKT, ChbpKall OOpTe30MHO BbLB
BCUUKH MOJAPYIH HA MEIHATPUYHATA MONYJIALUMUs ¢ MYJITHIUICH MHEJIOM H
MAaHTETHOKJIeThbUYeH JUM(pOM (BXK. Touka 4.2 3a uHopmalms OTHOCHO yroTpeda B

e iarpusTa).

[IpoyuBane ¢a3a Il, ¢ eqno pamo, 3a akTHBHOCT, 0€30MacHOCT U (p)apMaKOKHHETHKA,
nposezieHo ot Children’s Oncology Group. ouieHsiBa akTHBHOCTTA NpH 100aBsHE Ha
OopTe30MHO KbM PEHHIYKIIMOHHA MOJUXHMHOTEPAIUS MTPH NEIMATPHYHH H MJIA/IH AnEHA ,4,
Bb3PACTHH MALMEHTH ¢ JIUM(POHUIHHU 3/I0KAYECTBEHU 3a00/aBaHus (npekypcopHa B J@&t@

octpa suMpodracTHa neBkemus [acute lymphoblastic leukemia, ALL] ¢ T-knerbugia '\3 ;;"'
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T-knerbuen numdpoodnacren mumdpom [lymphoblastic lymphoma, LL]). EdbekTuBna cxema Ha
PEHHIYKIMOHHA NOJIMXUMHOTEpAIus ce npuiara B 3 bioka. bopre3omu0b ce npuiara camo
npu bnok 1 u 2, 3a na ce u3GerHaT NOTEHIUMAIHH MPHIOKPHUBALIH CE€ TOKCHYHOCTH C
€/IHOBPEMEHHO MPHJIOKEHHUTE JieKapcTBa OT biiok 3.

[IbauusT otroBop (CR) € oueHeH B kpas Ha biiok 1. [1pu B-ALL nanueHTH ¢ peliniuB B
pamkuTte Ha 18 mecena ot auarHocTuupaneto (n = 27) npoueHTbT HAa CR € 67% (95% CI.:
46 - 84); 4-meceuHara npexunsieMocT 6e3 crouTHE € 44% (95% CI: 26 - 62). [Ipu B-ALL
MalMEeHTH C PELHAUB B paMKUTE Ha 18 - 36 Mecena oT AHarHoCTHIHpaHeTo (n = 33)
npoueHTbT Ha CR € 79% (95% CI: 61 - 91) u 4- Mmeceunara npexuBsieMocT 0e3 cLOuTHE €
73% (95% C1: 54 - 85). IlpouenTsT Ha CR npu mauMeHTH ¢ NbPBH peUUAUB NpH T-KJIeThUHA
ALL (n=22) ¢ 68% (95% CI: 45 - 86) n 4-MeceuHaTa npexuBseMocT 06e3 crouTHe e 67%
(95% CI: 42 - 83). OT4yeTeHUTE JaHHH 32 €(PUKACHOCT C€ CUMTAT 3a HeYOeIUTEIHH (BXK. TOUKA
4.2).

140 naunenTd ¢ ALL nim LL ca BKIIOUEHH M OLIEHEHH 3a 0€30MacHOCT; CpeHaTa Bb3pacT €
10 roaunu (ot 1 — 26). He ca Ha®r01aBaHKH HOBH CHTHAJIH 1O OTHOIIIEHHE Ha O0e30MnmacHoCTTa
npu ao6aBsgsHeTO Ha OOpPTE30MHUO KbM OCHOBHATA CTaHJAapTHA XMMHOTEPAIIHs MPH
neaMatpuyHa npexkypcopHa B-kierbuna ALL. Ciaeanure HexelaHHM JI€KapCTBEHH PeaKkiliuM
(Ctenen > 3) ce HaOJ1I01aBAT € MO-BUCOKA YECTOTA MPH TEpaANeBTHYHA CXEMa, BKJIKOYBAIIA
OopTe30MHO, B CPaBHEHHE C PETPOCIEKTHBHO KOHTPOJIHO NMPOY4YBaHe, MPH KOETO OCHOBHATA
cxeMa ce npuJjara caMocToaTesHO: B biiok | nepudepna censzopna HeBponatus (3% cnpsamo
0%): uneyc (2,1% cnpsimo 0%): xunokcus (8% cnpsimo 2%). Hama undopmauns 3a
Bb3MOXKHH IOCJIEICTBHS WJIH 32 TEMIIOBETE HA pa3BUTHE Ha nepu(epHa HEBpONaTHs B TOBA
npoyuBaHe. HabmonaBaHa € no-Bucoka yectora Ha HH(pekunu ¢be CTEneH > 3 HeYyTPONEHHU
(24% cnpsamo 19% npu baok 1 u 22% cnpamo 11% npu biok 2), noBuiena ALT (17%
cnpamo 8% npu biok 2), xunokanuemus ( 18% cnpsimo 6% npu bnok 1 u 21% cnpsamo 12%
npu bnok 2) u xunonarpuemus (12% cnpsmo 5% npu baok 1 u 4% cnpsmo 0 npu biok 2).

5.2 ®apMaKOKHHETHYHH CBOIHCTBA

AOcopOLmns

Criet ~ETPaBeHo3HO OOJIYC NpHIoKeHue Ha 1034 o1 1.0 mg/m” n 1.3 mg/m~ na 11 nauveHTy
C MYJITHILUICH MHEJIOM M CTOHHOCTH Ha KPECATHHUHOBHUS KJIUPBLHC 110-BUCOKH OT 50 ml/min,
CPE/IHUTE MAKCHMAJIHH IJIa3MEHHU KOHIICHTPALIMK CJ1e/1 TbpBarta j103a dopre3oMud ca Onu
cbOTBETHO 57 1 112 ng/ml. Ilpu nocneasaim 1031, HadM01aBAaHHTE CPE/IHA MAKCUMAJIHH
[J1a3MEHN KOHIIEHTpaluu Bapupar ot 67 0 106 ng/ml 3a 03a ot 1.0 mg/m?” u ot 89 110

120 ng/ml 3a 103a ot 1.3 mg/m°.

[Ip1 npuIoKeHHe Ha MHTPaBEeHO3HA 0OJIYC HIIH NOJAKOKHA HHKEKIMs oT 1.3 mg/m?” npu
NALMEHTH ¢ MYJITHIUICH MHEJIOM (n = 14 B rpynara Ha HHTPABCHO3HO NPHJIOKEHHE. n = 17 B
rpyrnara Ha MoJIKOKHO NPHI0KEHHE ), 00111aTa CHCTEMHA €KCITO3UIIMS CJ1€/1 MHOTOKPATHO
no3upane (AUC ) € e1HaKBa 1pH 1MOJIKOKHOTO H HHTPABEHO3HOTO NpuJokKeHue. Cel
MOAKOKHO NPUIT0KEHHE Cmax (20,4 ng/ml) € no-HUCKa OT Ta3u 1Npu HHTPABEHO3HO
npujoxkenue (223 ng/ml). I'eomerpuunara cpeata ctoiHocT Ha AUC 4 € 0.99, a 90%
JIOBEPHUTEIHN HHTEpBaAIK ca B rpanuumnte 80.18% - 122.80%.

Pasnpejienenue
Cpeanusat o0em Ha pasnpeaenenue (Vd) na Gopreszomud Bapupa ot 1 659 — 3 294 | ciien
¢/IHOKPATHO MM MHOTOKPATHO HHTPABEHO3HO MPHJI0KEHHE Ha j103a 1.0 mg/m” nim
1,3 mg/m? npu nauuenT ¢ MyJITHiien MuesioM. Tosa o3Hauasa, e GopTe30MHuo ¢
pasnpeaes WHPoOKo KbM nepudepuute ThKauu. | Ipu koHuenTpaunn va 6opreso




mmanasona 0,01 — 1,0 pg/ml cebp3BaneTo in vitro ¢ naasMeHuTe NPOTEHHH € cpeaHo 82.9% 3a
yoBelka njasima. @pakuusgrta Ha OopTe30MHO. CBbp3aHa C IJ1a3MEHHUTE MPOTEHHH HE €
3aBHCHMA OT KOHIICHTpalUATA.

buotpancdopmarus

[IpoyuBanus in vitro ¢ YOBELIKH Y€PHOJAPOOHH MHKPO30MH H voBelikH ¢/IHK-ekcnpecupanu
uutToxpom P450 n3oensnumu nokassar, ye 00pTe30MHO ce MeTadoJIM3upa 1J1aBHO
oKCcHAATUBHO upe3 uHTOXpoM P450 ensumu. 3A4,. 2C19 n 1A2. OCHOBHUST META0OJIHTEH ITbT
¢ jedoponm3aums U popMupane Ha JBa J1cOOPOHH3HUPAHH META00JIMTA, KOUTO BITOCI/IE/ICTBHE
NpeThpIsIBAT XUIPOKCHIHPAHE 10 HAKOJKO MeTtabounTa. Jleboponnsnpannte MetaboInTH Ha
Oopre30oMHO ca HEAKTUBHHU KaTo 26S npoTe030MHH HHXHOMTOPH.

Eaumunupane

CpeIHHUAT eJIMMHHALHOHEH MOJIYKHBOT (1) 2) HA DOpTEe30MHUO ciie/l MHOTOKPATHO MpHJaraie
Bapupa ot 40 10 193 yaca. bopre3oMu0 ce euMHHHpa 1o-0bp30 ¢Jie/1 MbpBarta J103a B
CpaBHEHHE CbC ciaeaBanTe 1031, CpeiHnaT ToTajleH Tejeced Kiaupbhac € 102 u 112 IVh cnen
[pujarale Ha [bpBea j03a npu 031 cboreerno 1.0 mg/m” u 1.3 mg/m” u Bapupa ot 15 — 32
I/h u o1 18 — 32 I/h. ciies nocseaBanio npuiarabde Ha 103u cbotserHo 1.0 mg/m” u 1.3 mg/m”.

CroeumaiHg nomnyJsamnuu

Heproopoono yepesicoane

EdexkTbT Ha 4epHOAPOOHOTO YBpEKIaHe BbPXY (papMakoOKHHETHKaTa Ha OOpTE30MHO ¢
olieHeH B npoyuBane (aza [ no Bpeme Ha nbpBHs TEPANeBTHUYCH HHKBJI. BKIKOYBALILO 61
MAIMEHTH MPEJAHMHO ChC COJIM/IHH TYMOPH H pa3/IHyHa CTEIEH HAa YEPHOAPOOHO YBpPEK/IaHe,
npu 1031 Goprezomud mMexkay 0.5 10 1.3 mg/m?’. B cpaBHeHune ¢ nalMeHTHTE ¢ HOpMasIHa
HEPHOAPOOHA (PYHKILHS, JIEKOTO YEPHOJAPOOHO YBPEK/IAHE HE ITPOMEHS J1030-
HopMmasinsupaara AUC na dopreszomu0. Bbipeku ToBa. cpe/iIHUTe CTOMHOCTH Ha J103a-
nopmazinzupanara AUC ca ce noBuinin ¢ 0koao 60% npu nauMeHTH ¢ YMEPEHO J10 TEKKO
4yepHOAPOOHO yBpexane. [lo-Hucka HavasiHa 103a ce npenopbyBa MpH MAMEHTH ¢ YMEPEHO
JI0 TEKKO YEPHOIPOOHO YBPEK/IAHE, KATO TE3H NallHEHTH TpaOBa CTPUKTHO J1a Ce
npocieasBar (BxK. Touka 4.2, tadsimua 6).

bvopeuno yepexncoane

MapMaKOKHHETHYHO MPOYUYBAHE € MPOBEK/1AHO MPH NMALMECHTH C Pa3/IMuHU CTCIIEHH HA
ObOpEUHO YBpEK/1aHe. KOMTO ¢e KiacH(puumpar cbo0pa3Ho TEXHUTE CTOHHOCTH HA
KpeaTHHHHOBHSA KJIUpBHC (CrCL) B cineinuTe rpynu:

Hopmanno (CrCL = 60 ml/min/1,73 m-. n=12). nexo (CrCL = 40-59 mlI/min/1.73 m”, n = 10).
ymepeno (CrCL = 20-39 ml/min/1,73 m>. n=9) 1 texko (CrCL< 20 ml/min/1.73 m”. n = 3).

| pyna quanu3upady nalMeHTH. KOUTO €a JIO3HPAHU CJIe/1 IHaIn3a. ChII0 € BKJIIOYEHA B
npoyusateTo (n=8). Ha naumentute ca npuiarani MHTpaBeHo3Hu 1031 ot 0.7 10 1.3 mg/m’
OopTe30MUO JiBa NBTH CeJIMUYHO. EKCrio3uimsTa Ha 0opTe30Mu0 (J103a-HOpMaAIU3UpaHH
AUC 1 Ciax) € CpaBHUMa BbB BCHYKH I'PYIIH (BXK. TOUKa 4.2)

Bv3pacm

GapmakoKHHETHKaATa Ha OopTe30MHO ce onpenens ciel 00J1yc HHTPABEHO3HO MPHIIOKEHHE

/1Ba MbTH CEJAMHUYHO B 1034 1o 1,3 mg/m?® na 104 neauaTpuyunu nauneHTtH (2 - 16 roauun) ¢

ocTpa JuMpobaacTHa neBkemus (ALL) unu octpa muenounana neskemus (AML). B3 oc I

yBeJIH4YaBaHe I1o1Ta Ha TejiecHaTa noBbpXHOCT (BSA). Cpeanus reomerpuyeH (%
kaupbHE € 7,79 (25%) 1/hr/m?, 06eMbT Ha pasnpeaeseHHe MpH CTAllHOHAPHO ChCTO




(39%) I/m* n enuMHHAMOHHHAT noxyxkHBoT € 100 (44%) yaca. Ciiet kopurupane Ha BSA
edexTa, Ipyru aeMorpad)Cku J1aHHH, KaTo Bb3PacT, TEJECHO TEIJIO U M10J1 HAMAT KJIMHHUYHO
3HAYUMH €(PeKTH BbPXY KIHpbHCa Ha O0pTe30MUO. BSA-KOpHIrHpaHHAT KIMPBHC Ha
Oopre3oMub Nnpu neJHaTPUYHU NMALIMEHTH € NoA00eH Ha TO3H, Ha0JII01aBaH MPH Bb3PACTHH.

5.3 llpeaKJHHHYHHN JaHHH 34 De301ACHOCT

bopte3oMu0 HMa reHOTOKCHYEH NOTeHUHa1. bopTe30MHO € 1oJ10KUTelIeH 3a K1acTOreHHa
AKTHBHOCT (CTPYKTYPHH XPOMO30OMHH adepatiiu) 1pu in vitro NnpoydBaHe 3a XpOMO30MHH
abepaliM ¢ KJIETKH OT sHYHUK Ha KuTaicku xamcerep (CHO) npu koHueHTpaiuu ot
nopsiabka Ha 3,125 pg/ml. kosiTo € Hall-HHUCKaTa OlICHsABaHa KOHIIeHTpalus. bopre3oMud He ¢
MOJIOKHUTENICH, TIPH in Vitro NpoOy4BaHe 3a MyTareHHOCT (Ames TeCT) U in VIVo
MHUKPOHYKJIEYCEH TECT IPH MHUILIKH.

[IpoyuBaHus 3a TOKCHUHOCT HA pa3BUBALIMA CE€ OPIraHU3bM T1PH ILTBXOBE M 3al1IH ca
nokaszajin eMOpHo-(erasHa CMBPTHOCT TIPH JI03H, TOKCHYHH 3a MalKarta. HO JIMIICa Ha
JIMPEKTHA eMOpHo-(eTanHa TOKCHYHOCT NPH JI03H 1101 TOKCHUYHHUTE 3a Mailkara. | IpoyuBanus
3a (pepTHIIMTET HE Ca NNPOBEK/IAHH, HO € U3BBPILIEHA OLICHKA HA PeNnpo/lyKTHBHHTE ThKaHH.
pH NpoyuBaHusaTa 3a o0ua Tokcuynoct. Habno1aBanu ca aereHepatuBHH €(PeKTH BbPXY
TECTUCHUTE M SHYHUIIMTE NTPH 6-MECEUHO NPOYUBAHE 1IPH TIHXOBE. 3aTOBA € BEPOSITHO
OopTe3oMuO J1a UMa NMOTEHIMAIHHN e(PeKTH KAaKTO BbPXY MBIKKHS. TAKa U BbPXY KEHCKHS
Gepruamrer. [IpoyuBaHus Ha NepH- U NMOCTHATATIHOTO PAa3BHTHE HE Ca IPOBEK/IAHH.

[Ipy MYJITHIMKIHYHH IPOYYBAHHS 3a 00111a TOKCHYHOCT. MPOBE/ICHH € IJIbXOBE H MAUMYHH,
OCHOBHMTE IPULIC/IHU OPraHy BKJIKOYBAT CTOMAIIHO-YPEBEH TPAKT, KOCTO JIOBEXK/1a J10
MOBPBIIAHE H/HIIM IHAPHA. XEMOTIOETHYHA H JIMM(HA ThKaHHW, BOJELLO /10 LHTONCHHUH B
nepudepHarta KpbB. arpodus Ha JIUMPOHHATA THKAH U XHITOLEIYJIAPHOCT B XEMOIOETHYHHS
KOCTEH MO3bK, nepudepHa Hesponatus (Hab10/1aBaHa Npu MaiMYHH, MUIIIKH U Ky4eTa),
3acsraila akCOHMTE Ha CEH30PHUTE HEPBH U JIEKH ITPOMEHH B ObOpeunTe. BcHukn Te3n
TapreTHH OpraHM ca MoKas3ajii YaCTHYHO J10 MbJIHO Bb3CTAHOBSIBAHE CJI€/1 CIIHpAHE Ha
JICYEHHETO.

Ha Ga3ara Ha npoy4BaHus 1pH )KHBOTHH, AKO HMA HIKAKBO lIpeMUHaBaHe Ha OOpTe30MHO
[pe3 KpbBHO-MO3bYHATA ODapHepa. TO U3IJIeK/1a € OIPaHHYCHO, H 3HAYUMOCTTa MY 1pH
Xopara ¢ HeH3BeCTHaA.

MapMaKkoJIOrHYHH CbPACYHO-CHI0BH H3CIeABaHUs 3a O€3011aCHOCT, IPOBEJIEHH ITPH MAMY HH
H Ky4yeTa [10Ka3BaT. Y€ MHTPABEHO3HH JI03H. NIPEBUILIABALIM TPHOJIU3ZHTEIHO JIBA /10 TPH IIBTH
npernopbyBaHaTa KJIMHHYHA /103a B ME/M°, ca CBbP3aHH C MOBUIIABAHE HA Chp/leUHaTa
YECTOTA. NOHUKABAHE HA KOHTPAKTHIIMTETA, XHIIOTEH3HUsl U CMBPT. [IpHn Kyyera
MOHHKABAHETO HA ChP/ICUHHS KOHTPAKTHIMTET W XMITOTEH3HUSITA ca CBBP3aHU ¢ OCTPO
BbBEK/IAHE HA MOJIOKHTEIHH HHOTPOITHH HJIH NpecopHu areHTH. OCBeH ToBa. 1npH
H3CJIe/IBAHUSATA TIPH KyyeTa € OMJ10 HaO/1101aBano ¢1ado yBeanyaBane Ha HopMaiHus Q1 -
HHTEpBaJl.

6. PAPMAILEBTUYHH /IAHHHA
6.1 CnucebK HA NOMOIMIHHUTE BEIECTBA

Manurtoin (E421)

6.2 HecbBMECTHMOCTH
103K 1eKkapCTBEH NMPOJAYKT HE TPSAOBaA J1a €€ CMECBA C JIPYIH JICKAPCTBEHH MPOJIYKT
H3KJTIOYEHHUE HA ITOCOYCHHUTE B TOYKa 06.0.



6.3 Cpok Ha rojHoCT

Hepasneyatan ¢1akoH
3 roJINHK

CJie/1 pa3TBapsiHe:

XHMHUHaTa U (pU3HUHaA cTaOMIIHOCT € JloKa3aHa 3a 8 yaca npu temneparypa 25°C n 60%
OTHOCHTEJIHA BJIQKHOCT, HA TbMHO, KAKTO BbB (DJIAKOH, TaKa U B CIIPUHILOBKA OT
[OJIHITPOTTHJICH.

OT1 MUKpOOHOJIOTHYHA TJIe/IHA TOYKA. MPOAYKTHT TpsiOBa j1a ce u3nosssa HezabasHo. B
CJIyUail, 4e He ce M3I10J13Ba He3a0aBHO. NEPHO/IBLT HA U3IT0JI3BAHE U YCIIOBHATA 3a ChbXPaHEHHE
npean ynorpeda ca OTrTOBOPHOCT HA 1OTpeOUTEIs H OOMKHOBEHO He TpaOBa j1a peBUIlIaBaT
24 yaca npu Temneparypa ot 2 — 8°C. OCBEH ako pa3TBapsAHETO/pa3pek/1aHeTo (U T.H.) HE €
H3BBPIICHO MPH KOHTPOJMPAHH W BAJIHIMPAHHU ACCTITHYHH YCIIOBHS.

6.4 CneuHa/IHH YCJI0BHSI HA CbXPAHEHHE

(CbxpansBaiiTe (pirakoHa BbB BTOPHUYHATA KapTOHEHA OMAKOBKA, 34 Jla ¢e 1penasu or
CBETJIMHA.

To3u ekapcTBEH NPOJYKT HE U3UCKBA CHEIHAIIHH TEMIIEPATYPHH YCIIOBHUS HA CbXPaHEHHE.
3a yCJIOBUSITA HA ChbXPAHCHME CJIE/1 pa3TBAPSHE HA JICKAPCTBEHUS MTPOAYKT., BHAKTE TOYKa 6.3,

6.5 Bua n cbabp/KaHne HA ONAKOBKATA

Bopremuen 3.5 mg ce npeuiara BbB (pi1akoH ot 0e3uBeTHO cThKIIO THI | 10R (¢ HOMHHaNeH
obem ot 10 ml), cbe 3anymaika or OpoMOOYTHIJIOBA ryMa M CHHS OTYYIBallla C€ Karnayka.

Besika onakoBka ebabpika | iako 3a e/IHOKpaTHa yrorpeoa.
6.6 CneuHa/IHH NpeAna3sH MePKH IPH H3XBLPJ/IAHE H padoTa

OOLH npejina3ii MEPKH

bopTe30MHO € HHTOTOKCHYECH NMPOAYKT. 3aTOBa 110 BpeMe Ha padoTa M IPUTIOTBIHE Ha
Bopremuesn e HeoOXoMMo noBuiieHo BHUManue. [Ipenopbusa ce. ynorpedara Ha pbKaBHILH
H JIPYTO 3aliMTHO 00JIEKII0 3a Npe/ina3BaHe 0T KOHTAKT ¢ KoKara.

[lo Bpeme Ha pabora ¢ Bopremues tpsOBa CTPUKTHO J1a €€ Clla3Ba acenTHYHA TeXHHKA, Thil
KaTo TOH HE Cb/IbPKA KOHCEPBAHT.

Mma ciyuan ¢ (patazieH U3X0/1 IIPH HETPEIHAMEPEHO HHTPATEKAIHO TPHIIOKEHHE Ha
Ooprezomud. Bopremuesn 1 mg npax 3a MHKEKIIHOHEH pa3TBOP € CaMO 3a HHTPABEHO3HO
npujokeHue, Jokaro Bopremuesn 3.5 mg npax 3a MHKEKIIMOHEH pa3TBOP € 3a HHTPABCHO3HO
HIIH TTOJIKOKHO NpHIokeHne. Bopremues He TpsOBa Jia ce npujiara MHTPaTeKaliHo.

MHCTPYKLIMH 34 NIPUTOTBSAHE
Bopremuen tpgaOBa aa ce pasrBaps OT MEJIMUHHCKH CIIEHAJIUCT.

Humpaeenoszna unicexyus i =
g ~ : - o N
Beekn diakon 10R (Homunaznen odem 10 ml) Bopremuen tpsabsa BHUMaTeHO j1a ce - W' a,

pa3TBOPH ¢ 3.5 ml uHXkKeKIIMOHEeH pa3TBOp Ha HaTpHeB xuaopu/i 9 mg/ml (0,9%), kato ¢€ .~ /. . " 7a \

.
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H3110JI3Ba CIIPHHUOBKA C IMOAXO0Is1Il pa3sMcEp, 0e3 51a ce OTCTpAHsABA 34llyLIAJIKATad Ha qmamua.
.JlH{}(l]HJIH'inEiHHﬂ'I' [pax c¢ pasrTBaps HAITbJIHO 34 [MO-MAJIKO OT 2 MHHYTH.

Cnien npuroTBsine, Bceku ml paztBop ebabpxa 1 mg dopre3oMud. [Ipurorsenust pa3rBop e
OMCTBp M Oe3nBeTeH. ¢ kpaitno pH o1 4 10 7.

[Ipein npuaokenue pa3tBOpbLT TPAOBA J1a Objie BU3yaHO MPErjie/lad 3a HAIMYHUE HA BUIHMH
YACTHIIM M IIPOMSsIHA B 11BeTa. AKO ce Ha0l110/1aBa HAKAKBa MPOMsIHA B 1IBETA MW BH/JIMMH
YACTUIH. NPUTOTBECHHUSAT pa3TBOP TpsOBa Jla ¢ U3XBLPJIH.

[1oOKO0MCHA UHICEK YU

Bceeku (pirakon 10R (Homuuasien odem 10 ml) Bopremuen tpsOBa BHUMATENIHO J1a ce
pa3tBopH ¢ 1.4 ml unxkekmoneH pa3TBop Ha HatpueB xJjopua 9 mg/ml (0,9%), karo ce
H3I10J13Ba CIIPHHIIOBKA C MOJAX04111 pa3Mep, 0€3 1a ce OTcTpaHsBa 3anyliajikara Ha (JiakoHa.
JInopuauzupanuaT npax ce pa3rBaps HaNbJAHO 3a M0-MAJIKO OT 2 MHHYTH.

Cnen pasrBapsHe BCeKkH ml pa3tBop cbabpxka 2.5 mg dopre3zomMu0. [lpurorsenusTt pasrsop ¢
OucTbp M Oe3uBeTeH. ¢ KpaitHo pH o1 4 10 7. [lpean npuioxkenue pa3tBopbuT TpsiOBa j1a Objie
BU3YaJIHO TPErJie/laH 3a HAJIMYKE HA BHIMMH YACTHILM M NIPOMSIHA B 1IBETA. AKO c€
Ha0J110/1aBa HAKAKBA IPOMSHA B 1IBETA WKW BHJIMMH YAaCTHIIH, IPUTOTBEHUAT pa3TBOp TpssOBa
J1a C€ U3XBbPJIN.

U3xBbpJIsSIHE
Bopremues e camo 3a e/iHoKpaTHa ynorpeda

Heu3nossBanusiT JIeKapcTBEH NMPOAYKT HIM OTHATBLYHUTE MaTEpHaAId OT Hero TpsOBa ja ce
H3XBBPJISAT B CbOTBETCTBHE ¢ MECTHHTE H3HCKBAHUSI.

7. NIPUTEXATEJI HA PASPEIHEHHUETO 3A YIIOTPEBA

Zentiva k.s.,

U kabelovny 130,

Dolni Mé&cholupy,

102 37 Prague 10,

Yewmka penyOnuka

8. HOMEP HA PASPEHIEHUETO 3A YIIOTPEBA

Bopremuen 3.5 mg, Per. Ne 20150191

9. 1ATA HA ITbPBO PA3PEINABAHE/INO/IHOBABAHE HA PASPELIIEHHUETO

3A VIIOTPEDBA

Jlata Ha nbpBO pazperaBane 3a ynorpeoda: 06.2015 r.
Jlata na nocneino nojaHossane: 09.01.2020 r.

10. JATA HA AKTYAJ/IU3UPAHE HA TEKCTA

21.12.2024 r.




