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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Bopre3zomn6 Hospira 1 mg npax 3a HHXEKIIMOHEH Pa3TBOP
Bopre3zomn6 Hospira 2,5 mg npax 3a HHKXEKIIMOHEH Pa3TBOP
Bopre3zomu6 Hospira 3 mg npax 3a HHXEKLIMOHEH Pa3TBOP

Boprezomn6 Hospira 3,5 mg npax 3a HHXEKLIHOHEH pa3TBOP 60
2. KAYECTBEH U KOJIMYECTBEH CBCTAB &Q
Bopre3zomn6 Hospira 1 mg npax 3a WHKEKIIMOHEH Pa3TBOP $O

Bceku duakon ¢ npax cpappika 1 mg 6oprezomud (bortezomib) (kaTo MaHUTON 60@03 ecTep).

)

Boprezomub Hospira 2.5 mg npax 3a HHKEKIIMOHEH Pa3TBOP Q*

Bceku duakon ¢ mpax ceappxa 2,5 mg 6oprezomubd (bortezomib) (kaTo @on OOpOHOB ecTep).

BODT€3OMI/I6 Hospira 3 mg npax 3a HHXXCKIIWMOHCH Pa3TBOP @

Bceku duakon ¢ mpax ceappika 3 mg 6opre3omud (bortezomib) (}éb MaHHUTOJI OOPOHOB €CTEP).

Boprezomub Hospira 3.5 mg npax 3a HHXKXEKIIMOHEH PA3TBOD Q

Bceku ¢unakon ¢ npax ceabpka 3,5 mg 6opre3oMuo (bm@mib) (xaTo MaHUTOJI OOPOHOB €cTep).

Cnen pexonctutynpane 1 ml OT HHXEKIIMOHHUS pa@op 3a MOJIKOKHO MPUIIOKEHHE ChIbpXKa 2,5 mg
0opTe3oMuo. N

Cunen pexonctutyupate 1 ml ot nHmeKuHom@%zﬁTBop 32 MHTPABEHO3HO MPUIIOKEHHUE ChABPKA
1 mg 6opTe3omuo.

3a bJIHUSA CIIUCHK HA TOMOIHUTE BEH] '%a BIDKTE TOUKa 6.1.

O

3. JIEKAPCTBEHA ®OPMA

AN
Han 3a HHXXCKIIMOHCH pax&v

Bsna mo mourtn Os1a K %RTHa Maca WIH Mpax.

K

4. KJIMHNY JAHHU

4.1 Tepan@mqnn MOKA3aAHUA

BopTe3 Hospira KaTO MOHOTCpanus 1jiuv B KOM6I/IHaLII/I$I C NCTUJIMPAH JIMTIO30MCH ILOKCOpyGI/ILII/IH
i dMCTA30H € IIOKAa3aH 34 JICUCHUC Ha MMporpecrupall MyJTUIIJICH MHUCJIIOM ITPHU Bb3PACTHU
Ia 1, KOUTO Ca IMOJTYYHUJIM TOHE €IUH BUJ] IPCAUIITHO JICUCHHUE U BCUC Ca Oonnu TIOJJIOKECHHN HJIN

c&&renoaxonsmm 3a TpaHCIUIaHTallMs Ha XeMOIIOETUYHU CTBOJIOBU KJIETKH.

OpTeBOMI/I6 Hospira B KOM6I/IH3.LII/I$I C Men(banaH 1 MIPCAHU30H € ITOKa3aH 3a JICUCHUC Ha Bb3paCTHU
MalMeHTH C HCJICKYBaH MYJITUILICH MUCJIOM, KOUTO Ca HEIOAXOJAAIHN 3a BUCOKOA030Ba XUMUOTECPpAIIUA
C TpaHCIVIaHTA WA Ha XECMOIIOCTUYHU CTBOJIOBU KJICTKU.

Boprezomn6 Hospira B koMOMHAITUS € IeKCaMeTa30H WK C JIEKCAMETAa30H M TATMIOMH]] € TIOKa3aH 3a
WHAYKIIUOHHO JICYUCHUEC Ha BB3PACTHU IMAIIUCHTH C HCJICKYBaH MYJITUILICH MUCJIOM, KOUTO Ca



noAXoasAmuy 3a BUCOKOA030Ba XUMHUOTCpAIIHA € TPAHCIUIAHTAIWA Ha XEMOIIOCTUYIHU CTBOJIOBU KJICTKH.

Bopre3omun6 Hospira B koMOMHaIuUs ¢ pUTyKcuMao, 1ukiodochamu, T0KCOpyOUITUH U IPESIHU30H €
MOKa3aH 3a JICUCHUE Ha Bb3PACTHH MAIUCHTH C HEJISKyBaH MaHTEIHOKJICThYCH JTMM(OM, KOUTO HE ca
MTOIXOJISIIN 33 TPAHCIUTAHTAIIHS HA XEMOTIOETHYHHU CTBOJIOBU KIIETKH.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE Q/b
Jleuennero ¢ boprezomn6 Hospira Tpsa6Ba na 3amouHe 1o HaOIIOJCHUETO Ha JIEKap C OMUT KQ
JICYCHUETO Ha OHKOJIOTUYHH maiueHTu. boprezomnd Hospira Moxe fa ce mpuiara oT MeIHIMHCKA
CHELHAITUCT C ONUT IPH YIOTpedaTa Ha XUMHOTEPAIIEeBTUYHU cpe/icTBa. boprezomuo Ho@'sra Tpsi6Ba
Jla c€ PEKOHCTUTYHPA OT METUIIMHCKH CIICLHATIHUCT (BXK. ToUKa 6.6).

¥

HO?:I/IDOBKa OpH JICYCHUEC Ha IMTPOorpecupali MyJTUIIJIICH MUCIIOM (HaHI/IeHTI/I, KOI/ITV}&IOHV‘II/IHI/I IIOHE

€JIHO IPEAIIESCTBAIIO JICUCHHUE) ~2~

Monomepanus §/

Bopre3omn6 Hospira ce mpuirara kato HHTpaBeHO3HA WIIH TTOIKOKHA KIS B IPETIOPHUNTEITHATA
nmo3a 1,3 mg/m2 TEJECHA MOBBPXHOCT 1BA IBTU CEAMUYHO B IPOAD € Ha JBe CeIMUIIM Ha JIeH 1,
4,8,u 11 B 21-nHeBeH neueOeH UKD, To3u 3-ceAMUUEH TEPHO YpTa 3a JIeueOeH IUKBII.
[IpenoprunTenHO € MaMEHTHUTE Aa MOTydaT 2 IUKbIa ¢ bopte 0 Hospira cien moTBbpKIaBaHe

Ha II'bJICH OTT'OBODP. HpeHOquBa CC CHUIO MAIMEHTUTE C OTTOBOP,NKOMUTO HE Ca MMOCTUTHAJIN IThJIHA
peMucHs, Ja MoJyuaBaT o010 8 [UKbJIA JICUYCHUE C BopTe30@6 Hospira. Mexny nBe
nocieaoBatesiHu 103 boprezomud Hospira TpsoBa na H@HaT nmoHe 72 Jaca.

A()anmupaHe HA 003ama no epeme Ha ieveruemo u pQenopHo 8bBEHCOANE HA eHEeHUE npu
MoHomepanus \}“

Jleuenueto ¢ boprezomud Hospira TpsiOBa aa € CIIPSIHO TIPM MOsIBAa HA BCSIKA HEXEMATOJIOTUYHA
TOKCHYHOCT 0T CTeleH 3 MM BCIKa XeMaTQIOTNYHa TOKCHYHOCT OT CTerneH 4, ¢ U3KII0UYeHUE Ha
HEBPOIIATHS, KAKTO € M3JI0XKEHO IT0-TI0ITY, . cbImo Touka 4.4). Ciieq1 0T3By4aBaHe Ha CUMIITTOMUTE Ha
TOKCHYHOCT, JICYCHHETO C BopTesoMHGQIp pira MOke Ja ObJie 3a1I0YHATO OTHOBO C /1032, HAMAJIeHa C
25% (1,3 mg/m? namanena no 1,0 mgmy®; 1,0 mg/m? namanena 1o 0,7 mg/m?). AKO TOKCHYHOCTTa He
OT3BYYH HJIH aKO CE MOSBU OTHOB Hall-HUCKaTa /1033, TpAOBa Jja ce 0OMUCIIN IPEYyCTaHOBSBAaHE
Ha TepanusaTa ¢ boprezomub Hospira, oCBeH ako momi3aTa OT JISYSHUETO HA/IBHUINIABA 3HAYUTEITHO

pHCKOBETE. é

Hesponamuuna 6o1xa u/i epucepua neeponamusi

[TarueHTHTE, KOUTO CBBbp3aHa ¢ 00pTe30MHUO HeBponaTHuHa 00Jika u/wnu nepudepHa
HEBPOMATHSI, CIIC] OBJaT TPETUPAHHU KAKTO € Mmoka3aHo B Tabnuna 1 (Bxk. Touka 4.4).
[MarnrenTrTe ¢ MpeIecTBaIa TeXKKa HEBpONaThs TpsOBa 1a ObaaT JekyBanu ¢ bopresomud Hospira
camo cliefnt BHVI&&GHH& OLICHKA PUCK/TION3A.

Tabauya l%enopbqeaﬁo* MOOuuyupare Ha 003ama NPU HeePONAmMusl, C8bP3AHA ¢ bopmeszomud

Temec@"l;\a HEBPONATUSATA Mopuduuupane Ha 103aTa

Nl
CrdiieH 1 (acumnromaruyHa; 3aryba Ha He
KU CyXOXIWIHHU pedaekcu min
pecte3ust) 6e3 Oonka uiu 3aryda Ha

Cdyukuus
Q Cremnen 1 ¢ 6onka unu CreneH 2 (ymepeHu Hawmanenue na Bopresomu6 Hospira o 1,0 mg/m?

CHUMIITOMH; OTpaHUYaBa HHCTPYMEHTAIHUTE WA

exenHeBHU neitHocTu (ADL)**) [IpomsHa Ha cxemara Ha nedeHue Ha boprezomud
Hospira na 1,3 mg/m? BetHb&K CEMUIHO

Crenen 2 ¢ 6onka win CreneH 3 (TexXKH Criupane Ha nedenuero ¢ boprezomu6 Hospira,

CHUMIITOMH; OTpaHUYaBa €KCAHECBHUTE JIOKAaTO CUMIITOMUTE Ha TOKCUYHOCT HE OT3BYYaT.




TexecT HA HEBPONATHATA MoauduuupaHe Ha 103aTa

JIEHOCTH 110 caMoo0cCiTykBaHe ADL***) KoraTto TokcnuHOCTTa OT3BYYH, IOBTOPHO
BBBEX/IaHe Ha JeueHue ¢ bopresomud Hospira
HaMaJsBaHe Ha jo3ara 10 0,7 mg/m? BeaHbK

CEIMUYHO. .
(]
CrenieH 4 ()KUBOTO3acTpalllaBaIln [IpexparsBane Ha TepanusTa ¢ boprezomud b
MOCJIEICTBHUS; TIOKA3aHAa € CIEIIHA Hospira Q/
WHTEPBEHIIUS ) U/UJIM TEKKA aBTOHOMHA Q
HEBpONATUsl A
* OcHoBaBa ce Ha MoaudUIIIpaHe HA J03aTa TP MPOYIBAHUSI HA MYJITUIICH MUETIOM, (aza II@H u

MIOCTMapKETHHTOBUsI oNUT. CTETICHyBaHETO € B ChOTBETCTBHE ¢ OOINTE KPUTEPHH M TEPMHUHOJIOKHMHA
nexxenannte cpoutns (CTCAE) na Hanmonamuus onkonorndex naetutyT (NCI) na CAILL, Bepcust 4.0.

**  Hucmpymenmannu edceOHeHU OelHocmu: OTHACS ce 3a IPUTOTBSIHE Ha XpaHa, Ma3apyBaHe'Ha XPaHH WK
JpexH, U3MOoN3BaHe Ha TenedoH, paboTa ¢ mapu u ap.; %

**% EoceOHe@HU 0etiHOCU No camooOCaydceane: OTHACS ce 3a KbITaHe, 00IIMYaHe U ChOIYaHe, XpaHCHE,
M3I0JI3BaHE Ha TOAJICTHATA, IPUEMaHE Ha JICKApPCTBEHU MPOIYKTH U He3aleKaBaHe Ha@no.

Q

Kombunupano neuenue ¢ necunupas aiuno3omeH 00Kkcopyouuun &

Bopre3omu6 Hospira ce npuiiara kaTo MHHTpaBeHO3HA HIIH noz[KoxcHaneKum B IIPEIIOPBUHUTEITHA
no3a 1,3 mg/m? TeecHa MOBBPXHOCT JBA IIBTH CEAMMYHO B IIPOIb Yie Ha JIBE CEAMMUIIY Ha JieH 1,
4,8,u 11 B 21-nHeBeH nedeOeH NUKEI. To3u 3-ceMUUeH mepuo cuwnrTa 3a JiedeOeH UK. TpsoBa
Jla M3MUHAT Hal-MaJKo 72 yaca MEeXy JIBe nociieoBareianu 108d boprezomu6 Hospira.

[MerunMpanusT JUII030MEH JOKCOPYOHIMH ce mpuiara B Ap3a 30 mg/m? Ha ieH 4 OT J1e4eOHuUs LUK
¢ boprezomn6 Hospira kato 1 4acoBa MHTpaBeHO3HA HH s CIIel IPUIIoKEeHHeTo Ha bopTezomud

Hospira.
<

Moxe Ja CC MPUJIOKAT OO0 8 OUKbJIa KOM6PIHI/IpaI-Qh€"ICHHC, cTHra 3a00JIIBaHETO Ja HE Iporpecupa u
MaIMCHTHUTE Ja IIOHACAT JICUCHUCTO. HaHI/IeHT OCTUTHAJIU I'BJICH OTTOBOP, MOJKE J1a IMMPOABJIKAT C
OHIC IIOHE 2 HOUKDBJA CJICA IbPBUTC JAHHU 34 CH OTTOBOpP, IOPH aKO TOBA Hajlara moBe4Yec OT 8
OUKbJIA. HaI_II/IeHTI/ITe, YHUHUTO HUBA Ha nap@melxm OpoABbIKABAT Aa CC NMOHMWXKABAT U CJICA 8 OUKbJIAa,
CbIIO MOXKE Jia IpOABLJIKAT, CTHUIa ia % AT JICYCHUCTO U [1a IPOABbJIKAaBaT aa UMaT OTIrOBOP.

3a gonbaHKUTENHA HHPOPMALIUS OT @o METWINPAHUS TUTIO30MEH TOKCOPYOUIINH, BIKTE
cpoTBeTHaTa Kparka xapaKTepHCT;SEa Ha MIPOAYKTA.

Kombunauus ¢ dexcaxwemasgé A

&
Bopre3omu6 Hospira ce (pputara KaToO MHTPABEHO3HA HIIH ITOJIKOKHA HHKCKLWS B IIPEOPBYHTEIIHA
no3a 1,3 mg/m? TenecHa YOBBPXHOCT JBA IILTU CEAMHYHO B IIPOJBIKEHUE HA JBE CEIMUIM Ha JeH 1,
4,8 nlls 21—HH€B%\I/IKLJ‘I Ha neueHre. To3n 3-ceIMUYeH MepHoy ce CUMTa 3a Jie4eOeH IIUKBII.
TpsiOBa ga M3MHUHAT Hali-Maliko 72 yaca MEXIy JABE MOCIeA0BaTeHN 103U bopre3omu0 Hospira.

Jlexcameras nmpuiiara nepopaiHo B go3a 20 mgHa neH 1, 2,4, 5, 8,9, 11 u 12 ot neueOnus
LUKBI ¢ b 30Mu0 Hospira.

[Mamm ¢, MOCTUTHAIM OTTOBOP WJIM cTaOMIM3UpaHe Ha 3a00MIABaHeTo ciell 4 IMKbIa OT
KO PaHOTO JieueHHEe, MOXKE 1a MPOIBIDKAT Jla MpHeMaT ChllaTa KOMOMHALM 3a He IoBeye oT 4
i HUTEIHU [UKbBIIA.
%nannTenHa nHGOpMAaIUs OTHOCHO JEKCaMEeTa30H, BIKTe ChboTBeTHaTa KpaTka XxapakTepucTuka
MPOAYKTA.

A()anmupaHe Ha 0o3ama npu KOM6uHuDaHCZ mepanusi npu nayuermu ¢ npozpecupaus MyJamunieH
Mueaiom

3a kopurupane Ha no3ata bopresomu6 Hospira npu koMOMHUpaHa Tepamus, CIeIBaiTe YKa3aHUATa,
OTIMICAaHW B MOHOTEPAITHS MO-TOPE.



I[O3I/IDOBKa OpHr HCJICKYBAHW NATWMCHTH C MYJTHUIIJICH MHUCJIOM, KOMTO €Ca HCINOAXOJAIIH 3a
TpaHCIUTaHTaIlMA Ha XCMOIIOCTHYHH CTBOJIOBU KJICTKH

Kombunupana mepanus ¢ meaanan u npeoHu3oHn

(Y
Boprezomn6 Hospira ce npuiara kato MHTpaBEeHO3HA WA TIOAKOKHA WHXKEKIMS B KOMOHMHAITUS b
MEePOPaATHO NPUIIOKEHH MenanaH 1 MPEIHU30H, KaKTo € moka3ano B Tabnuua 2. Equn 6-cen (glx
nepuoJ ce cuuTa 3a JieueOeH ukbi. B muknu 1-4 boprezomn6 Hospira ce npunara 18a mbT

ceIMUYHO Ha JieH 1, 4, 8, 11, 22, 25, 29 u 32. B nukiu 5-9 Boprezomud Hospira ce Hpnnar@enmﬁx
ceMUYHO Ha JieH 1, 8, 22 u 29. TpsaOBa na M3MHHAT Hai-MaJKo 72 yaca MEXIy JIBE HOCJ@OBaTeHHH
no3u bopre3omun6 Hospira.

Mendanan 1 npeHU30H TPSOBA Jla ce MpuiiaraT rnepopaHo Ha jeH 1, 2, 3 u 4 npp&pBaTa ceamuua
Ha BcekH JieueOeH Kb ¢ bopresomud Hospira. sz\

[Ipunarar ce neBeT JieueOHHU UKbIa OT Ta3h KOMOMHUPaHA TepaIiusl. §/

Tabnuya 2: Ilpenopwvusana dosupoexa 3a bopmeszomub Hospira, npun zﬁ 6 KombuHayus ¢ menganan
U NPeOHU3OH

A a4
Bopre3omud Hospira nsa nbTH C(}}IM’K‘QO (uuxau 1-4)
"4

Ceamuua 1 2 I 4 5 6
B Hen -- -- Hen | len | Jen ]@%ﬂ Hen | Hen | Hen | Hen | Ilepuog
(1,3 mg/m? 1 4 8 11 a 22 25 29 32 Ha
) ‘POUMBKA MIOYUBKA
M Hen | Hen | Hen | Hen | -- —«z“ [Tepuon -- -- -- -- Ilepuon
(9 mg/m?) 1 2 3 4 Q Ha Ha
P \}s IOYMBKA MOYMBKA
(60 mg/m?) Q

Bopre3zomud Ho ira BeXHbIK CEIMUYHO (mukau 5-9)
Ceamuua 1 ~ 2 3 4 5 6
B Jen - - --&‘J Jen 8 IMepuon Jen 22 Hen | Ilepuon
(13 mgm® | 1 "¢ Ha 29 Ha
) (@) TTOYMBKa MTOYNBKA
M Hen | Hen | HenNclen -- [Tepuon -- -- Ilepuon
(9 mg/m?) 1 2 \ 4 Ha Ha
P IOYMBKA MOYMBKA
(60 mg/m?) \%

B= 6opTe3omuo; M:Meﬂ(b@l; =MpeIHHU30H

Aodanmupane na 003@0 10 8peme Ha JedeHue U NOSMOPHO JedeHue ¢ KOMOUHUPAHA Mepanus c
Mmenghanan u npeo

[pean Hau Ha BCEKU HOB IIMKBJI OT TepaIUsTA:

. opo TpomGormTUTe TpsiGBa 1a € > 70 x 10%/1, a abcomoTHusT Opoii Ha HeyTpodUIHTE
T ﬁg nae>1,0x10%1

) MaTOJIOTUYHATA TOKCHYHOCT TPSOBa 1a € Bh3cTaHOBeHA 10 CTerneH 1 Wik 10 U3X0IHO

’b BO.
&
Z
S



Tabruya 3: lpomana na dozume no epeme Ha nOcredo8amennu YUKy Ha mepanuama ¢ bopmezomuod

Hospira ¢ kombunayus ¢ menganan u npeoHu3ou:

ToxcuyHOCT

HpOMﬂHa WA OTJIaraHe Ha 103aTa

Xemamonoeuuna mokcuuHoOCm no epeme Ha eOuH
YUKDBIL.

e AKO B IpeIXOAHUS IMKBI ce HAbroAaBa
MPOJBIDKUTETHA HEYTPOIIEHUS CTETeH 4 Win
TPOMOOIIMTOIIEHHSI MJIK TPOMOOITUTOIICHUS C
KbpBEHE

0
Jla ce npeaBuaM HaMaJIIBaHEe Ha J103aTa MEJ
¢ 25% B cieaBamus MUKBII. Q

QO

e Axo 6posr Ha TpomGomuTHTe ¢ < 30 x 1071
unu abcommroTHUS Opoit Ha HEYTPOYUINTE €
<0,75 x 10%/1 B 1ens 3a npuIarane Ha 103ata
Bopre3omn6 Hospira (pasiauden ot aeH 1)

Tepanusra ¢ bopresomud Hospira a a ce
npekparu

£s)

e AKO ca IIpOIyCHATH HAKOIIKO JJO3H
Boprezomu6 Hospira B enud uuksi (> 3 nosu
NIPY IPUIIOKEHHE ABA IBTU CEAMUYHO MIIH >
2 103U MPU MPUIIOKEHHE BEAHBK CEIMHYHO)

Hozara boprezomu6 Hospi TI;H6Ba Jla ce Hamalln
C €IIHO JI030BO HUBO (OT g/m? Ha 1 mg/m?

wim ot 1 mg/m? Ha 0,®g m?)
fo AN

Hexemamonoeuuna moxkcuunocm cmenen > 3

N

&

Tepanmsita ¢ Bopyesotu6 Hospira TpsioBa 1a ce
HpEeKpaTHy, aoxaﬁb@mmowne Ha TOKCHYHOCT HE
ce BB3CTAHOBAT O CTETICH | WM 110 H3XOIHO
HHUBO. Torasa Moxe 1a ce Bb300OHOBH
npuiIoxgereto Ha boprezomu6 Hospira ¢ enHo
HUBO [I0-MaJko (0T 1,3 mg/m?* Ha 1 mg/m? unu ot
I m na 0,7 mg/m?). [Ipu HeBpomaTHyHa
0osiKa, cebp3ana ¢ ynorpedara Ha bopresomuo
@spira W/Uny TIpu niepudepHa HeBpOMIaTus,

)speraTeTe W/Wm mpoMeHeTe g03ara boprezomud
) Hospira, kakto ¢ mocodyeno B Tabuuia 1.

Q

3a JOIIBJIHUTCIIHA I/IH(i)OpMaI_II/IH OTHOCHO D@(l)aﬂaH 1 MPECAHU30H BUIKTC CbOTBCTHUTC KPATKH

XapaKTCPpUCTHUKU HA IIPOJAYKTaA. .@

I[O3I/IDOBKa OpH HCJICKYBAHHW MANTKUC

C MYJTHUIIJICH MHUCIIOM, KOUTO Ca IMOAXOJAIIHN 34

TpaHCIUIaHTAIlWA Ha XCMOHO@TI/I‘IH%FBOHOBI/I KJIICTKH (I/IHI[VKIII/IOHHa TeDaHI/IH)

Kombunupana mepanus ¢ ()QK%GMGS‘OH

Bopre3omu6 Hospira ce dpy

ara KaTo MHTpPaBCHO3HA WJIM IMOJAKOXHA MHKXCKIWA B IIPCIIOPBUYNUTEIIHATA

no3a 1,3 mg/m? Tenec (@YTOBLPXHOCT J1Ba IIBTU CEJAMUYHO B IPOJB/DKCHUE HA JIBE CEMUIM HaA J€H 1,

4,8, ull B2l-nueB
Jla U3MUHAT Hall-

eueOeH 1MKbI. To3u 3-ceiMUYEH TIEpHOJ ce cunTa 3a JeueOeH NuKhI. TpsdBa
72 daca MeXIy JBE MmocienoBareinu 103u bopresomu6 Hospira.

Jlexcameras npuiiara nepopaiHo B go3a or 40 mgHa neH 1, 2, 3,4, 8,9, 10 u 11 ot neuebHus
LUKBI ¢ b omu6 Hospira.
[pun C€ YETUPH JICUEOHH IIMKBJIA OT Ta3U KOMOMHUPAHA TePaIIHsl.

KQI@HZJDCIHCI mepanusi ¢ 0eKcamemason_ i maauooMuo

pre3omud Hospira ce npunara kaTo HHTpaBeHO3HA MIIM MOJKOXKHA MHKEKLHUS B IPETIOPBUUTETIHATA
no3a 1,3 mg/m? TenecHa MOBBPXHOCT JIBA IIBTH CEMMYHO B PO/IbIDKEHHE HA JBE CEJAMULIM Ha JIEH 1,
4,8,u 11 B 28-1HEeBEeH IUKBII HA JIedeHHE. 103U 4-CeIMUYCH MTEPHOJ] CE CUMTA 3a JIeYeOeH IIUKbJI.
Tps6Ba na n3MUHAT Hal-MaJIKo 72 yaca MEeXAY JBE mociiepoBare’anu 1034 boprezomn6 Hospira.

JlekcamMeTas3oH ce mpuiiara nepopaiHo B g03a 40 mgHa nen 1, 2, 3,4, 8,9, 10 u 110T eueOHUS KB

¢ boprezomn6 Hospira.




Tanumomup ce mpuiiara NepopaiHo B JHeBHA n03a 50 mg B auute 1-14 1 ako ce monacs poope,
no3ara ce yBenndana 10 100 mg B muute 15-28, cnen koeto Moxe na ce yenuuu 10 200 mg qHeBHO
oT uukbiI 2 (BK. Tabnuna 4).

HpnnaraT CC YCTUpH JIeueOHU OUKbBJIA OT Ta3u KOM6HHHpaHa TCparmus. HpenoquBa ce HaHHCHTH%@
IIOHC C YaCTUYCH OTrOBOP Aa Iojriy4yat 2 JOII'BJIHUTCIIHU UKbBJIA. @

Tabnuya 4: Jlozuposka 3a kombunupana mepanus ¢ bopmeszomu6 Hospira npu nayuenmu ¢ 1 @ean
MYIMUNIEH MUEoM, KOUMo ca NOOX00AWU 3a MPAHCHAGHMAYUS HA xeMonoemuqH@mewzoeu

KAemKU N

B+Dx Huxau 1 no 4 A‘
Cenmuna 1 2 3. '
B (1,3 mg/m?) Jeu 1,4 Jen 8, 11 011 Ha
4 %]BKa
Dx 40 mg Henl,2,3,4 Hen 8,9, 10, 11 n_:-
B+Dx+T Mukba 1 N N
Cenmuna 1 2 ,,‘S)’ 4
B (1,3 mg/m?) Hen 1, 4 Hen 8, 11 “:‘erpHogl Ha | Ilepuon Ha
o.,Q MOYMBKa MOYMBKA
T 50 mg Exxennesno EmenHeBHm/ - -
T 100 mg* - - Ov ExxenneBno | ExennesHo
Dx 40 mg Jlen 1,2,3,4 | Jlen 8¢9,10,11 | - -
Inxcian 2 106 4°
B (1.3 mg/m?) Hen 1, 4 M3, 11 Ilepniog Ha | Ilepuox Ha
[{Ss MOYMBKa MOYMBKa
T 200 mg* ExenqneBno ? E>kKeTHEBHO Exxenuesno | ExxemneBHO
Dx 40 mg Jlen 1,2, 3,4 Jlen 8,9, 10, 11 | - -
B=6opte3omutd; Dx=nexcamerazon; T=ranumomu,
a Jlo3aTa Ha Tanmunomun ce yennuasa 10 1004ig ot ceamuna 3 Ha 1ukwa 1, caMo npu 100pa TOHOCHMOCT

KbM J03aTa oT 50 mg, n Ha 200 mg OT UUKBI 2@ Kpast mpu 1o0pa MOHOCUMOCT KbM J03aTa oT 100 mg.
g IMarpeHTUTe, IOCTUTHAIHN TOHE qacw@ OTroBOD cliesl 4 IIMKbJIA, MOXKE J1a TT0JTy4ar 10 6 IUKbIa Ha

J
JICUCHUC
o

Aoanmupane na 0ozama 3a nauuen&-u, N00X00AWU 30 MPAHCHIAHMAUUS

3a ajanTrpane Ha J03aTa H&@TEBOMI/ﬁ Hospira TpsiOBa 1a ce ciensaT mpenopbKHUTE 3a MPOMsIHA Ha
103ara, OIMCAHH 3a MOHOTX usl.

B nonbnHenue, korat te3omMu0 Hospira ce mpriara B KOMOWHAIUS C IPYTH XUMHOTEPANICBTHYHU
JIEKapCTBEHU Hponyq; B CJIydYail Ha TOKCHYHOCT TPsiOBa Jla c€ 0OMHUCIIM ChOTBETHO HaMaJIIBaHE Ha

A03aTa Ha TE3U I, U COOpC MPCIIOPBKUTE B TEXHUTC KPATKU XAPAKTCPUCTUKHU.

Jlo3upoBKa HDﬁélHHeHTI/I C HeJIeKyBaH MaHTelHoKiIeThueH auMmdom (MCL)

KOM6MHL&& Jieyenue ¢ pumykcumab, yukiopochamuod, ooxcopybuuun u npeonuson (BR-CAP)
Bopr 16 Hospira ce mpuiiara KaTo MHTPaBEHO3HA MHKEKIUS B PENOPBHYUTENHATA 1032 1,3 mg/m?
TE a' TIOBBPXHOCT, BA IBTU CEAMUYHO B MPOABDKCHHUE HA JBE ceAMUIM Ha JieH 1,4, 8 u 11,
enBaHo otT 10-gHeBeH nepuoa Ha mounBKa ot JeH 12 1o 21. To3u 3-cenMuueH NepUo Ce CUnTa
neueOeH nukbi. [IpenopruBat ce mect nukin ¢ bopresomno Hospira, BbIpeky ve 3a MalleHTy ¢
%OKyMeHTHpaH OTTOBOP 3a ITbPBH BT HA IIUKBII 6, MOTaT Ja ObAAT AaeHH B JOITBIHUTEITHI
nukbiaa bopresomu6 Hospira. TpsOBa na m3MuHAT Haii-Manko 72 4aca MEXIy JBE MTOCIEIOBATCITHH
no3u bopre3zomu6 Hospira.



CrerHUTE JIEKapCTBEHM MPOAYKTH C€ TpHiIaraT Ha JIeH | Ha BCEKH TPH-CEMUYCH JIeYeOCH IIUKBII C
Bopresomu6 Hospira, kKaTo MHTpaBeHO3HU MH(Y3UK: PUTYKCUMA0 B 1032 375 mg/m?,
ukinopochamus B 1o3a 750 mg/m? u gokcopyOunun B 1o3a 50 mg/m?.

[IpeHU30H ce Tpuiara nepopaito B 103a 100 mg/m? va ien 1, 2, 3, 4 u 5 Ha BCeKH JiedeOeH UKD ¢

Bopre3zomu6 Hospira. C :
Aodanmupane na dozama no epeme Ha ieyeHue npu NAYUeHmuy ¢ HeleKy8an doce2a <
MAHMENHOKIeMbYeH TUMDOM ,&

O

Ipeay HAYaIOTO Ha BCEKHM HOB ITUKBJI OT TEPAITHSTA:
e bposr Ha TpoMOonuTuTe TpsiOBa Aa € > 100 000 xkiueTku/pl v aGCOMOTHHAT OOt Hﬂ\

Heytpodunute (ANC) tpsioBa na e > 1 500 xierxu/pl
e bposr Ha tpomOoumTHTe TpsidBa na € > 75 000 knetku/ l mpyu maueHTy ¢ H})@ﬁpaulxm Ha
KOCTHUSI MO3BK HMJIM CEKBECTpAIlMs Ha JajaKa
e XemornoOun > 8 g/dl ‘z‘
e HexemaTonornunata TOKCHYHOCT TpsIOBa Aa € Bb3cTaHOBeHa A0 CTen WIN 10 U3XOAHO HUBO.
Jleuennero ¢ boprezomn6 Hospira Tpsa6Ba na 6be BpeMEHHO IPEYCT, €HO IIPH NOosIBa Ha BCSIKa
HexeMmarosioruiHa Tokcndaoct CreneH > 3, cBbp3aHa ¢ bopreszom spira (¢ U3K/IIOYCHHE Ha
HEBpOMATH) WK XeMaTOJIOTHIHa TOKcHuHOCT CTeneH > 3 (BK. Touka 4.4). 3a amantupaHe Ha
no3ara, Bxk. Tabmuima 5 mo-momy. Q

['paHyI0LUT-KOJOHHUO CTUMYJIUpAIK (HaKTOpH MOXKE J1a ce r@ﬁnaraT IIPH XEMAaTOJIOTUYHA
TOKCHYHOCT B ChOTBETCTBHE C MECTHATA CTaHIapTHA IIp. ka. [Ipodunakruanara ynorpeba Ha
TPaHyJIOMHUT-KOJIOHUO CTUMYIUPAITH (PaKTOpH cieBa é‘ce pasriiexia B ciiydail Ha MHOTOKPaTHU
3a0aBsHUSA B IPUIOKCHHETO Ha IIUKBJIA HA HC‘ICHI/IC@ 3a jedeHne Ha TPOMOOIUTOIICHHS, TPSIOBa Ja
Cce MMa NpeJIBU/] TPAHC(Py3Hs HA TPOMOOLMTH, KOLARO € KIMHUYHO HEOOXOIMMO.

Tabnuya 5: lpomana na 0ozume no epeme Hd@qerme 3a nayuenmu ¢ HeieKy8an MaHmeaHoKIemy4eH

aumpom Pal
ToxkcuyHoCT B &V |Hp0MﬂHa HJIM OTJIAraHe HA 103UPOBKATA
[

Xemamonozauuna moxcuynocm ,S\

° Heyrponenus > Ctenen 3 ¢ \{Imeﬂa Tepanusta ¢ boprezomud Hospira TpsioBa na ce
TeMreparypa, Heyrponenus oT Crenen 4 ¢ |IpeyCTaHOBH 3a 10 2 CEAMHIH, JOKATO NALUEHTHT
MPOABIKUTEIHOCT 110 &1 7 nem, opoit |nocturae ANC > 750 knetku/pl u 6poii Ha
tpombormTH < 10 00QNGTeTkn/pl tpoMbormTuTe> 25 000 KIeTku/pl.

e AKko cnen ipeycraHoBsiBane Ha boprezomMun6
ov Hospira Tokcn4HOCTTa HE OT3BYYH, KAaKTO €
OIIpeJeNICHO MO-TOpe, TOTaBa TePAIUsITa C
QQ Bopre3omu6 Hospira TpssOBa ia ce npekpary.
® AKO TOKCHYHOCTTA OT3BYYH, T.€. HAIMEHTHT UMa
\2\ ANC > 750 xnerkun/pl u Opoit Ha TPOMOOLIUTUTE
@ > 25 000 knetkw/pl, Tepanusita ¢ boprezomuo
&@ Hospira Moxe 51a ce Bb30OHOBH C €THO HUBO I10-
@ maiko (ot 1,3 mg/m? na 1 mg/m? wm or 1 mg/m?
na 0,7 mg/m?).

. \&r_OA\Ko OposAT Ha TPOMOOLIUTHUTE € Tepanusita ¢ bopresomu6 Hospira TpsioBa na ce

Q/ <25 000 knetku/pl mmu ANC < MpeKpaTu

N 750 xnerku/pl B 1eHs 3a npuiiaraie Ha
no3ara bopre3omu6 Hospira (pa3nuyeH oT
neH 1)

Hexemamonoeuuna moxcuunocm Cmenen > 3 3a |Tepanusita ¢ boprezomu6 Hospira Tps6Ba na ce

KOSIMO ce cyuma, ye e cbp3ana ¢ bopmesomub |mpekpatu, 10KaTo CAMITOMHTE Ha TOKCHYHOCT HE Ce

Hospira BB3cTaHOBAT 70 CreneH 2 wiu mo-no0pa. ToraBa Moxe




ToxcuyHOCT

HpOMﬂHa HUJIK OTJIaraHe Ha JO3UpPoOBKaTa

Jia ce Bb30OHOBH MPUIIOKEHUETO Ha boprezomud
Hospira ¢ exno HUBO mo-mainko (ot 1,3 mg/m? na

1 mg/m? unm ot 1 mg/m? na 0,7 mg/m?). Ipu
HeBponaTHYHa 00JIKa, CBbp3aHa ¢ ynorpedara Ha /O
Boprezomn6 Hospira n/wim npu nepudepna
HEBPOIATHSI, IPEKPaTETe U/UITU IPOMEHETE n(@a
Bopte3omub Hospira, kakTo € moco4eHo B I@mua 1.

l\\

B nonmbnnenue, korato bopresomu6 Hospira ce npuiiara B KOMOMHAIMS C IPYTH XHMHO”@QGBTI/I‘IHH

JIEKapCTBEHHU MIPOTYyKTH, TIOIXO A0 HaMaJIsIBaHE Ha J03aTa Ha TE3H JICKapCTBEHU npo%

U TpsiOBa

Jla ce OOMUCIM B CITy4ail Ha TOKCUYHOCT, B ChOTBETCTBHE C MPEMIOPHKUTE B ChOTBETHATA KpaTKa
XapakTEepUCTUKA Ha IPOIYKTA.

Crenuaiagy nonyiainu

Cmapuecka ev3pacm

Q‘n)
2
N

HsiMa maHHU, KOUTO MpearoiaraT HeoOX0AUMOCT OT aJanTHPaHe Ha @aTa MIPH TAITUCHTH HAl 65
TOJIMHY C MYJTHILICH MUEJIOM WIIM C MAHTETHOKJIETHYCH TUM(OM, ’b

©

He ca npoBexnanu mpoy4BaHus 3a ynotpedara Ha 6opTe30MH6QH NAIMEHTH B cTapuecka Bb3pacT, €
HEJEeKYBaH MYJITHUILIEH MUETIOM, KOUTO ca MOAXOASIIIH 32 BI/@(O,Z[O3OB3. XUMHOTEPAIU C
TpaHCIJIAaHTaLUs Ha XEMOIIOETUYHH CTBOJIOBH KJIETKH. CpeIoBaTETHO HE MOTaT /1a CE HANPaBsT
MPETOPBHKU 32 JO3UPOBKATA MPH Ta3U MOITyJIAIHUS. sz\

B npoyuBaHe npu nanyeHTy ¢ HENEeKyBaH peau Ts@v[aHTeJIHOKJIeTLqu mumpom, 42,9% u 10,4%

OT MAI[MEHTHUTE, C SKCIIO3UIIMS Ha 00pTE30MHO C

BB3pacTOBUS JHUAIA30H CHOTBETHO 65-74

roAvHu 1 > 75 rogunu. [Ipu nanuenTure Ha B cT > 75 rogunum, u asere cxemu, BR-CAP u
R-CHOP, ce moHacsT mo-TexKo (Bxk. Touka 4.

Yeproopobro yepescoane .@

HaI_[I/IeHTI/I C JICKa CTCIICH Ha ‘iepHOg&HO YBPCIKAAHC HC CC HYKAAAT OT KOPUTUPAaHC HA N03aTa U

TpsiOBa J1a ce JIeKyBar

CBIJIACHO IIp

OpBYUTECIIHATA 1034a. ITammenTu ¢ YMEPEHO A0 TEIKKO

4EpHOAPOOHO YBpEXKIaHe TPAOBA WA 3aI09HAT ¢ HamasieHa no3a boprezomu6 Hospira ot 0,7 mg/m? na

HWHIKCKTHUPAHC 110 BpCMC Ha
WJIK IIO-HaTaThIIHO HaMa.
IIOHOCHMOCTTA Ha I1alu

Tabauya 6: Hpenog@

nayue

Vsl TEpANeBTHYEH [IUKbJI, KATO MOBUIIIABAaHE Ha 103aTa 10 1,0 mg/m?
fie Ha go3ata 10 0,5 mg/m? Morar Ja ce 00CHKIaT Ha 6asara Ha
BK. TaOnuna 6 u Touku 4.4 u 5.2).

menHo Moougpuyupane Ha HavarHama 0o3a bopmesomubd Hospira npu
C uepHoOpoOHO yepedcoane

~

Crenen

qepnonpo(@ 0 Hupo na Hupa na MonuduuupaHe Ha Ha4YaJIHA 1032
yepenGpe* onaupyouHa SGOT (AST)
N <1,0x ULN > ULN He

Jlexo (J

o) >1,0x-1,5x ULN Besiko He
YWM{O >1,5x-3x ULN Besixo Hamanssane Ha boprezomu6 Hospira no
1&8‘(’1(0 >3 x ULN Bcsko 0,7 mg/m? B IbPBHS LUKBI HA JICYCHHE.

OOCHkIaHe Ha MIOBUIIIABAHE HA J103aTa 10
1.0 mg/m? uin No-HATaTHIIHO HAMAJIABAHE
10 0,5 mg/m’ B crieaBaIMTe UKIH, HA
0a3ara Ha IOHOCUMOCTTA Ha MAlUEHTA.

Cekpamenns: SGOT = cepymHa riyTamMar oKcajoaleTar TpaHCaMiuHa3a,

AST = acnaprar amuHoTpancdepasza; ULN = ropna rpanuiia Ha HopMara.

* Ha 6a3ata Ha knacubukaius Ha paboTHaTa rpyma 3a oprania aucdyukipst Ha NCI 3a kaTeropusupase Ha
yepHOApoOHATA HEMOCTATHYHOCT (JIeKa, yMepeHa, TeXKa).
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Bvbpeuno vepesrcoane

dapmakoknHeTHKaTa HAa OOPTE30MHO HE Ce MOBIHSIBA MIPHU TMALMEHTH C JIEKO JI0 yMEpPEeHO ObOpedHo
yBpexaane (kpearnauHoB KiupbHC [CrCL] > 20 ml/min/1,73 m?); 3atoBa He € HEOOXOUMO
ajanTHpaHe Ha JAo3aTa pu Te3u nauveHTy. He e n3BecTHO nanu ¢apMakOKMHETHKATA Ha 6opTe3o@
ce MOBIHSBA MTPU MALMEHTH C TEXKKO OBOPEUHO YBpEXKIaHEe, KOUTO HE ca MOJI0KEHHU Ha Z[I/IEUII/I33®
(CrCL < 20 ml/min/1,73 m?). Tsii KaTo AuanM3aTa MOKe Ja IOHWKH KOHIIEHTPALMUTE Ha

6oprezomu0d, bopresomud Hospira TpsiOBa ma ce mpuiara cief quaiu3Harta npouenypa (Bx. &Qa

5.2). O
Heouampuuna nonyiayus $

BezonacHoctTa M ehrkacHOCTTA Ha OOPTE30MHO MpH Jiella Ha Bb3pacT mox 18 ro, HE ca
yCTaHOBEHH (BXK. Touka 5.1 u 5.2). HanuuauTe maHHM 10 MOMEHTA ca ONUCaH! B TO4YKa 5.1, HO
MPETIOPHKH 3a JO3UPOBKATa HE MOraT Ja Ob/IaT HarpaBeHH. Q/

Hauwn Ha mpuioxkeHnue &

<

bopresomu6 Hospira ce npejyiara 3a HHTPaBEHO3HO MIIN nomommﬁnomeﬂne.

Bopre3zomn6 Hospira He TpsaOBa ga ce mpuiara 1o Jpyru HLTHL;Q/QHTpaTeKanHOTO MIPUIIOKEHHE
BOJM JIO CMBPT.

Humpasenosna unocexyust Q/

Pexoncrurymnpanusar pazrop boprezomnd Hospira g npumnara kato 601yc HHTpaBEHO3HA HHIKEKIIUS
npe3 nepudepeH WK HeHTPaJICH HHTPABEHO3EH K p 3a 3-5 cexyH/u, OCIEABaHO OT MPOMUBKA C
9 mg/ml (0,9%) nHxeKuuoHeH pa3TBoOp Ha Hw xyopua. TpsOBa 1a u3MuHAT Hail-manko 72 yaca

MEX]y JIBE TI0CIIeI0BaTeNHH 1031 bopTesom ospira.
Tooxkoorcha unocexyus /@
J
Pexoncruryunpanusr pa3teop Ha bo Mu6 Hospira ce mpuiiara nogko»Ho B o0acTra Ha Oenpara

(msACHO MM NISTBO) WM KOpeMa (ow&u—[o WM OTIISABO). Pa3TBOPHT TpsiOBa /1a ce MHIKEKTHPA MOAKOKHO,
nojd sI'ea oT 45-90°.
AN

Mecrata Ha yOo)KIaHEe Tpi[ﬁ a ce peayBaT IMPHU BCAKA CIICIBAIA HHIKCKITHSI.

AKO ciiel1 TOIKOKHO U upane Ha boprezomu6 Hospira ce mosBAT peakiiiy Ha MSCTOTO Ha
yOoXIaHe, MOXe J1a WIJIOKH TT0-MAJIKO KOHIIGHTpHUPaH pa3TBop Ha boprezomub Hospira
(boprezomu6 Hospitddia 6bp1¢ pexkoncTuTyrpas A0 1 mg/ml BMecto 1o 2,5 mg/ml) unu ce
npenopbyBa MPeMHHaBaHe KbM HHTPABEHO3HA MHKECKIIHAL.

Koraro Bop @dMI/IG Hospira ce npunara B koMmOuHauus ¢ ApyrH JEKapCTBEHU MPOAYKTH, BUXKTE
Kpartkar KTEPUCTHKA Ha TE3U MPOIYKTH 3a HHCTPYKLMH 3a pUIaraHe.

9

3a L&}IKHHH OTHOCHO PEKOHCTHUTYHUPAHETO Ha JIEKapCTBEHUS IPOAYKT IPEIH NMpHIaraHe, BIKTE
TO .

QZ IIpoTuBonmoKa3zanus

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO, KbM OOp HJIM KbM HIKOE OT IIOMOIITHHUTE BEILECTBA,
n30poeHH B Touka 6.1.

Octpa nudysHa naPEITpaTHBHA OO0JIECT HAa OeNTUTE IPOOOBE U MEepUKap/Ia.
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Korato bopte3omu6 Hospira ce npuiara B KoOMOMHAIMS € IPYTH JIGKAPCTBEHH MIPOLYKTH, HallPaBeTe
crpaBka ¢ TexHuTe KpaTku xapakTepuCTUKH 32 JOMIBJIHUTEIHN IPOTUBOIIOKA3aHUS.

4.4 Cneuuananu npeaynpesxaeHus U NpeAna3Hu MepKH NPHU ynoTpeda

Korato bopre3omu6 Hospira ce npuiara B KoMOMHAIMS ¢ APYTH JIEKapCTBEHH MIPOAYKTH, TPsiOBa /O
ce HalpaBH KOHCynTanus ¢ KpaTkute xapakTepuCTUKU Ha TE€3H JPYTH JIEKapCTBEHH MPOIYKTH IT
3amoyBaHe Ha JeueHneto ¢ boprezomud Hospira. Ilpu ynotpebara Ha TanuaoMus TpssOBa 1a ¢

00bpHE 0cOOEHO BHUMAHHUE Ha TECTBAHETO 3a OPEMEHHOCT M M3MCKBAHMATA 32 MIPEBEHLIHS (B& uKa

4.6). O

WHTpaTekanHo NpuIoKeHne A

Nma ciydau ¢ ¢artaneH u3Xo[ Ipu HEeIpeIHAMEPEHO HHTPATEKATHO MPUIIOKEHUE 0pTE30MUO.
Bopre3zomn6 Hospira e 3a ”HTpaBEHO3HO MU MOJIKOKHO HMPUIIOKEHHE. BopTeS;%I/I Hospira ne
TpsiOBa J1a ce mpulara HHTPATEKAIHO. Qj
CromamHo-4peBHa TOKCHYHOCT &

<

CTOMaIHHO-T-IpeBHa TOKCHUYHOCT, BKIIFOYUTCIIHO raACHE, TUuapus, HO@.\&HE 1 KOHCTHUIIAlIUA Ca MHOT'O
YEeCTH IIPHU JICUueHHE ¢ OopTe3oMud. MiMa HeyecTH ChOOIEHHS 3a 1 Ha wieyc (BX. Touka 4.8),

nopaan KOCTO NAUCHTHUTC, KOUTO UMAT KOHCTUIIALIUA TpH6Ba JaT Ha6J'IIO,I[aBaHI/I BHHUMATCIIHO.
XeMaToJIOTHYHA TOKCHYHOCT @
Jledenuero ¢ 60pTe3OMI/I6 MHOT'O 9Y€CTO € CBBP3aHO C TOJIOTHMYHA TOKCHYHOCT

(TpoMOoIHTOIICHSI, HEYTPOIICHHS U aHeMUst). B Mpoy4YBaHus P MAIMEHTH C PEIUIUB Ha
MYJTHIUIEH MHEJIOM, JIeKyBaHH ¢ O0pTe30MHUO U IT aIlMeHTH ¢ HeJleKyBaH npeau ToBa MCL, xouto
ca JIeKyBaHH ¢ O0PTe30MUO B KOMOMHAININS C pUPYKCHMa0, ukiIoochaMu, JOKCOpYOUIIUH 1
npenuu3oH (BR-CAP), enna ot Haii-yecto cp, aTa XeMaTOJIOrMYHA TOKCUYHOCT € IIPEXOAHA
TpoMmbonmTorieHus. TpoMOouTHUTE ca Hallz=HUCKH Ha JieH 11 OT BcekH IUKBI Ha JICYEHHETO C
00opTe30MU0 1 OOMKHOBEHO CE BH3CTaHO é‘ JI0 U3XOHOTO HUBO A0 cieIBalus HUKbI. Hsima nanHu
3a KyMyJIAaTUBHA TPOMOOLIUTOIICHUSL. P%Hm cnaz Ha Opost Ha TPOMOOLIUTHTE € OHIT H3UUCIICH
npubmusuTenHo Ha 40% OT N3XOAHOTON\HUBO MPU TPOYUBAHUS C MOHOTEpATIHS HA MHOYKECTBEH
MuenoM 1 Ha 50% npu npoydBaH CL. Ilpn manpeHTH ¢ HanpeaHaI MUEJIOM TEXKECTTa Ha
TpOMOOLIMTOIIEHHUATA € OHJIa CBBbp3aHa ¢ Oposi Ha TPOMOOLIMTHTE MPEIH JICUEHHETO: IPU U3XOTHO
HIBO Ha TpomGomraTe < 75 060/M, 90% ot 21 marmentn ca umaiu 6poii < 25 000/ul mo Bpeme Ha
MIPOYYIBAHETO, BKIFOUUTEITH % < 10 000/ul; 3a pa3muka OT T€3U ¢ U3XOJHO HUBO HA TPOMOOIIMTUTE
> 75 000/pl, npu xouto % 14% ot 309 manuenTu ca umanu Opoit < 25 000/ul mo Bpeme Ha

MPOYYBAHETO. o

[Ipu manuentu ¢ (mpoyuBane LYM-3002), TpoMOoLMTONIEHKSI OT CTEMEH > 3 e Oua ¢ mo-
BHCOKa decToTa (56y7% crpsamo 5,8%) npu rpynara Ha nedenue ¢ 6oprezomud (BR-CAP), B
CpaBHEHHE C @tma Ha JieueHue 0e3 bopre3omMubd (pUTyKcuMao, 1ukiIodochamu, T0KCOpyOUIuH,
BUHKPUCTHU penuuzon [R-CHOP]). [IgeTe rpymnu Ha JieueHHE ca CXOAHU 0 OTHOIICHHE Ha
ob1maTa &BTa Ha KbpPBEHE OT BCHYKH cTenenu (6,3% npu rpynara Ha BR-CAP u 5,0% npu rpynara
Ha R-C ), KakTo U KbpBeHe oT CreneH 3 u no-sucoka (BR-CAP: 4 manuentu [1,7%]; R-CHOP: 3
narugiin [1,2%]). B rpynata na BR-CAP 22,5% o1 manueHTHTe ca rnoyiy4aBaiy MpeirvBaHe Ha
T@HTH B cpaBHEHHE C 2,9% oT nmanuenture B rpynarta Ha R-CHOP.

@pn neyenue ¢ 6opre3oMul ce choOIIIaBa 3a CTOMAIIHO-UYPEBEH M UHTpaliepedpaieH KppBou3uB. [1o

Qaw npu4rHa OposIT Ha TPOMOOIUTHUTE TPSIOBA Aa ce MOHUTOPHpA Mpeau Besika 1o3a boprezomuod
Hospira. Jleuenuero ¢ boprezomu6 Hospira TpsiOBa na ce cpe, korato OposiT Ha TPOMOOLIUTUTE €
<25 000/pul, nnu B cyvaii Ha koMOuHaNuUs ¢ MendanaH v IPeHU30H, KOraTo OposT Ha
tpombonuTuTe € < 30 000/ul (Bxk. Touka 4.2). [loTeHIIMaTHATA TTOJI3a CHPSMO PUCKA OT JICYUSHHETO
TpsiOBa J1a ce MPEeLeHN BHUMATEIHO U B YaCTHOCT, IPH CIIy4ail Ha yMepeHa 0 TeKKa
TPOMOOIIMTOIICHHS U PUCKOBU (aKTOPH 32 KbPBEHE.
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ITo Bpeme Ha neuenneto ¢ bopresomub Hospira TpsioBa 4ecTo 1a ce mpocieasBa IIbjiHaTa KPbBHA
kaptuna (I[1KK) ¢ nudepennmanio 6poeHe, BKIIOYUTEITHO U OposT Ha TpoMOoruTuTe. TpsiOBa ia ce
OoOMUCIIH TIpETMBaHe Ha TPOMOOIIMTH, KOTaTO € KIMHHYHO Heo0XoauMo (B Touka 4.2).

[Tpu nauuentu ¢ MCL ce HabmoaaBa npexo1Ha HEYTPOIICHUS, KOSITO € 00paTUMa MEKAY LUKIIUT /O
0e3 JJaHHU 3a KyMyJlaTUBHA HeyTporeHus. Heyrpodunurte ca Haii-HUCKY HA AieH 11 OT Bceku nn a
JiedyeHne ¢ 60pTe30MHO U OOMKHOBEHO CE BH3CTAHOBSIBAT 10 U3XOJHOTO HUBO JO CJICABALIMS 1] .B
npoyusane LYM-3002, kosoHno cTUMyIupaiiy (pakTopH 3a IMOAIIOMAarane ca AajgeHu Ha 789
nanuentute ot pamotro BR-CAP u Ha 61% oT manmentutre B pamoto Ha R-CHOP. Twit ka

MAIMEHTHTE C HEYTPOIIEHUS Ca C TIOBUIIICH PUCK OT HHPEKIMH, Te TPsAOBA Aa ObJaT HaOORABaHN 32

MPU3HALM U CHMOTOMH Ha HHQEKIHS U J1a ce JIEKyBaT CBOEBpeMEeHHO. | panynonnT-k 1o
CTHUMYJHpAIIX (aKTOpH MOXKE JIa Ce TPUIIarar 3a XeMaToJIOTHYHa TOKCHYHOCT B ChQRBETCTBHUE C
MECTHaTa CTaHIapTHa npakTuka. [Ipoduinakrnynarta ynorpeda Ha TpaHyIONUT-K o
CTUMYJIMpaIny (aKTopy cielBa 1a ce pasriiekaa B CIydail Ha MHOTOKpaTHHU 3aQaBsHUS B
MPUIOKEHUETO HA LMKBJIA HA JIeYeHUE (BMOK ToUKa 4.2). Q;%\

PeakTnBanus Ha Xeprec 30cTep BUPYC &

<

[Tpu naruentw, iekysanu ¢ bopresomu6 Hospira, ce mpenopwuBa a}a}) HUpycHa NMpodHIaKTHKA.

[Ipu daza Il mpoyuBaHe npu MAUEHTH C HENEKYBaH MYJITHILI eJIoM, 00II1aTa YecToTa Ha
peakTHUBaIysl Ha XepIiec 30CTep € Mo-4ecTa MpH NMalueHTH, JIGKYBaHU ¢ 6opTe3oMu0 + Mendanan +
MPEIHU30H, B CPABHEHHUE C TE3U Ha MeJdaliaH + IpeIHU30H @iomemo 14% u 4%).

[Tpu naumentu ¢ MCL (npoyuBane LYM-3002), yect Qa/Ha MHQEKIHA ¢ Xeprec 30cTep € Ouna
6,7% B pamoto BR-CAP u 1,2% B pamoto Ha R-C BIDK TOYKa 4.8).

PeakruBanms 1 nHGEKIU C BUPYCEH XEIIATUT Hgﬁ\/)

Cxpununr 3a HBV Tpsa6Ba Bunaru ga ce u B&\Ba MpU NalMeHTy ¢ puck ot uadeknus ¢ HBV npenun
3alo4BaHe Ha JIEYEHNETO, KOTaTO PUTYK &6 ce u3non3Ba B komOuHanus ¢ boprezomu6 Hospira.
Hocurenure Ha BUpyca Ha XenaTtuT B4 sglI/IeHTI/I C aHaMHe3a 3a xenatut B, Tps6Ba na Obaar
BHUMATEIIHO HA0JII0/JaBaHH 3a KnnHv@ 1 JJabopaTopHM Ipu3HaNy Ha aktTuBHa HBV unbexius mo
BpeMe Ha U cJie]l KOMOMHUPAHO JI nie Ha putykcumad ¢ boprezomu6d Hospira. TpsiOBa na ce
obmucan aHTUBUpYCcHA npoduinakTuka. Biwkre KpaTtkara xapakTeprcTuka Ha IpOIyKTa pUTYKCUMAaO
3a oBeve MHpopMaIms.

IIporpecuBHa MyJITH(HOK vJ'IeBKOGHI_Ie(baJ'IOHaTI/ISI (IIMJI)

JlokmanBanu ca MHO JIKU CiTy4ad Ha uHpekius ¢ Bupyca Ha John Cunningham (JC), ¢ Heu3BecTHa

MNPUYUHHO-CIIENICT BpB3Ka, TIPU MAIUEHTH, JeKyBaHH ¢ 00pTe3omMuo, ¢ pezynrat [IMJI u cMbpT.

[Tanuenture ¢ guarwo3a [IMJI ca umanu npeauiecTBaiia Uiy IPOBEKIAT €IHOBPEMEHHO

HMyHocprecpéh tepanus. ITosedero ciryuan Ha IIMJI ca tuarHocTULIMpaHU B PAMKUTE Ha

12 mecena @pBaTa nmo3a 6oprezomuO. [TanmenTrTe TpsAOBa 1a ce MpocensBaT Ha PeIOBHU

HUHTEPB %BCI/I‘IKI/I HOBU WJIM BJIOIIABAIIM CE€ HEBPOJIOTMYHU CUMIITOMH WIW MPU3HALU, KOUTO

Morart %Zz[m noka3zatesiny 3a [IMJI kaTo wact ot audepeHmanta quarnosa 3a npoodiemu ¢ [THC.

Axo CchbMHEHHe 3a auarrosa [IMJI, nanuentute TpsiOBa Aa ObIaT KOHCYJITUPAHU ChC CHCIIMATUCT

o U Ja ce mpeanpueMar noaxoaamu auarnoctuanu Mepku 3a [IMJL. Tlpekparere neueHuero
e3omu0 Hospira ako ce muarnoctunmpa [TMJI.

Q—ICDI/Id)Gﬁ)Ha HCBPOIIATHA

Jleuennero ¢ 60pTE30MHO MHOTO YECTO CE CBBbP3Ba C neprd)epHa HEBPONATHUS, KOSATO € MPEHMHO
cenzopHa. Mima, obaye, TOKIIaIBaHU CHOOIIICHHS 32 CITyYad Ha TEKKa MOTOPHA HEBPOIIATHS ChC HITH
0e3 censopHa nepudepHa HeBponaTus. YectoraTa Ha nepudepHaTa HEBPOMATH CE YBEJINYaBa PaHO
P JICYEHUETO U TI0 BpEME Ha UKBI 5 € HaO0aBaH IHK.
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[IpenopbyYUTENHO € MANUEHTUTE Ja ObJaT BHUMATEITHO MPOCICAIBAHH 32 CHMIITOMH HA HEBPOATHS,
KaTo ycelllaHe 3a mapeHe, XUIepecTe3ns, XUIMOeCTE3 s, MapecTe3ns, TUCKOM(OPT, HEBpOIIaTHYHA
0OJIKa WIH CIa0OCT.

B npoyusane ®a3a IIl, cpaBHsBamo 60pTe30Mu0, IPUIOKEH HHTPABEHO3HO U MOJKOXKHO, qecrm%b
Ha Bh3HUKBaHE HA MHITUJICHTH C reprud)epHa HEBPONATHs OT cTereH > 2 e 24% 3a rpymnara Ha
MOJIKOKHYU WHXKeKUuH U 41% 3a rpynaTa Ha BeHo3HU HHxkekuH (p = 0,0124). [lepudepna Q/
HEBPOIATHs OT CTETEH > 3 € Bb3HUKHAIA IIpU 6% OT MalMeHTHTE B rpynara Ha MOAKOXHO Q
MIPUWIIOKEHHUE, B cpaBHEeHHE ¢ 16% B rpymnara Ha mHTpaBeHO3HO mpmiioxkerue (p = 0,0264). @:TOTaTa
Ha repudepHaTa HEBPOIAaTHsI BbB BCHUKH CTETICHH, TPH HHTPABEHO3HO MPHIIOKEHNE Ha HOPTE30MUO,

B IIPOYYBaHUS 32 HHTPABEHO3HO NPWIOKEHHE Ha OOPTE30MHO, HCTOPUIECKU € no—HchAe CpaBHEHHE

¢ mpoyuBarnero MMY-3021. fb

[TanmenTHTE C HOBOMPOSBMIIA CE WM BIIOIIABAILA c€ TTeprdepHa HEBPOIATHS 516;a Jla ce MoJIokKaT
Ha HEBPOJIOTUYEH MPETIe] U MOXKE Ja C€ HAJIOKU MPOMSIHA Ha 103aTa, Ha CX 4 WIN TIpEMUHaBaHe
KBbM MOJKOXKHO MPUIIOKeHHe (BK. Touka 4.2). HeBpomarusra ce oBnajsiBa JbPKALIY TPUXKU U

Ipyra Tepamusl.

<

CTBEHH MPOJYKTH, 338 KOUTO €

[pu nanmentu, npuemamy boprezomud Hospira B komOnHamus ¢
YCTaHOBEHO, Y€ MMaT Bph3Ka C HEBPOIIATHATA (HAIIP. TATUIOMH/] OBa J1a ce MpeBUIN paHEeH U
PEeIOBEH MOHUTOPHUHT 332 CHMITOMH Ha HEBPOMATHS, HAJIAr Iy HO JICYCHHUE, Ype3 HEBPOJIOTHYCH
npernesn u TpaoBa 1a ce 0OOMHUCIHM ChOTBETHO HAMAJIIBAaHE HA JIO34Ta WU IIPEYCTAHOBSABAHE HA
JICYCHUETO. é

Kato nombinenune kM nepudepHaTa HEBpOMaTHsL, 32 Y OT HEKEIAHNUTE PEaKLUU KaTo
MOCTypajHa XUIOTOHUS U TeXKa KOHCTUTIAIS C WIGYC, MOKE J]a Ma IPUHOC aBTOHOMHATa
HeBpomatus. MHpopmManusita 32 aBTOHOMHATA HEB THS ¥ IPUHOCA i 32 T€3U HEXKETIaHH PEaKIiH €

OrpaHv4cHa. @

Q?

Nwma HedecTn cpoOLIeHNs 32 rl,pqOBeiI aIMeHTH 0e3 MpeauiliHa aHaMHe3a 3a eMUICIICHS U
rppuoBe. CrernuasHo BHUMaHKe I/ISI/I JICYUEHUETO Ha MAlUeHTH, TIPU KOUTO CHIIECTBYBAT HAKAKBU
PHUCKOBH (paKTOPH 3a I'bPUOBE. \ﬁ_

I'bpuoBe

XUNOTOHHUS & \

Jleuennero ¢ Goprezomu TO C€ aCOLMUPA C OPTOCTAaTHYHA/TIOCTYpaiiHa XunotoHwus. [TopeueTo
HEXKEJTaHU PeaKIiluy ca %}10 YMEpEHH TI0 TeXKECT U e HAOI01aBaT 10 BpeMe Ha JICUCHUETO.
[TarmmenTu, KouTo ca WA OPTOCTATUYHA XUIIOTOHUSI ¢ 00pTE30MUO (MHXKEKTHPAH HHTPABEHO3HO)
HE Ca UMaJH TIpeT aIlly JICYSHUETO NaHHU 32 OPTOCTATUYHA XUITOTOHUS. [Ipu moBevyeTo
TIAIUEHTH CE € Han§nn0 JIeYEHUE 3a TAXHATA OPTOCTATUYHA XUMTOTOHUS. MaJjKa 4acT OT MalueHTHTe
C OpTOCTaTU4 MOTOHMS ca UMAJId CUHKOITHU ChOUTHs. OpPTOCTaTUYHATA/TIOCTypaTHATa
XHUIIOTOHUS MIPSIKO CBBp3aHa ¢ 6onyc nHPy3us Ha OopTe3omMu0. MexaHU3MBT Ha Ta3H PEaKIs He
€ U3BECTE IIPEKH Y€ OTYACTH MPUIMHA MOKE J1a Ob/lc aBTOHOMHA HeBpoNaThs. ABTOHOMHATA
HEBPOII 'g MOXe J]a € CBbp3aHa ¢ 00PTe30MHO MK OOPTE30MHO MOJKE J1a BIIOIIH OCHOBHOTO
3360!@&He, KaTo nquabeTHa WU aMHIouHa HeBpomnatus. [IpenopbuBa ce BHUMaHHE, KOraTo ce
e MAIUEHTH C aHAMHE3a 32 CHHKOTI, TTOJTy4YaBallly JIEKapCTBEHH MPOYKTH, 32 KOUTO € U3BECTHO,
CBBP3BaT ¢ XMIIOTOHUS; HIIM KOUTO Ca JCXUAPATUPAHU IMOPATU PEKYPEHTHA TUAPUS UK
pbinaHe. JICUeHHETO Ha OPTOCTATUYHATA/TIOCTYpATHA XUITOTOHUS MOXKE JIa BKJIFOUBA aJanTHPaHe
a AaHTUXUIEPTSH3UBHUTE JICKAPCTBEHU MPOIYKTH, PEXUAPATHPAHE WITU MPUIOKEHNE Ha
MUHEPATKOPTUKOCTEPOUIH W/ cuMnaTukoMuMeTuiiy. [lanmuenture TpsoBa na Obaat
MHCTPYKTUPAHU J1a THPCAT JICKAPCKHU ChBET, aKO UMAT CUMIITOMH KaTO 3aMaliBaHe, CBETOBBPTEIK HIIH
3ary0a Ha roBopa.
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CunapoM Ha oOparumMa nocrepropsa enuedanonarus (PRES)

Nma cpobmienus 3a PRES npu manuenTy, nonyyasaiu 6opre3omud. PRES e psnko, yecto oopartumo,
OBP30 pa3BUBAIIIO CE HEBPOJIOTUYHO CHCTOSIHUE, KOETO MOXKE JIa C€ TIPOSIBH C T'bPUOBE, XUTIEPTOHUS,
rinaBo0one, JeTaprusi, 00bpKBaHe, CIENOoTa U APYTH OYHHU U HEBPOJIOTUYHHU HApYIICHU. 3a
MOTBBPXKIAaBaHE Ha JUarHO3aTa ce M3IM0JI3Ba 00pa3Ha TUarHOCTHKA Ha MO3bKa, 3a MPeINOYnTaHe /O
sapeHo-marauteH pesonanc (AMP). [Ipu nanmentu, kouto pazsusat PRES, Boprezomud Hospiréjb

TpsiOBa z1a ce crpe.
o~

CopieuHa HETOCTATLYHOCT O

o Bpeme Ha neyenue ¢ 60pTe30Mub ce CHOOIIaBa 32 OCTPO Pa3BUTHE MM 000CTPSIHE HA, 3aCTONHA
CbpJ€YHa HEAOCTATHYHOCT I/I/I/IJII/I I10sBa HA HaMaJIsIBAHE (bpaKm/mTa Ha N3TJIaCKBAH, a JisiBara

KaMepa. 3aaphKKaTa Ha TEUHOCTH MOXe Ja ObJie mpepasmoJarar GpakTop 3a mp Ha Gesnesn u
CHMIITOMH Ha ChPJICYHA HEJOCTATHUHOCT. [TarueHTH ¢ pUCKOB (akTop 3a ChPALUHO 3a00NsIBAHE HITH
CBIIECTBYBAIIO TAKOBa TPsiOBa J1a ObIaT BHUMATEITHO MOHUTOPHPAHHU. Q/
EnextpokapauorpadcKy U3cieIBaHUS &

CrpIiecTByBaT U30JIMpaHH cioy4yan Ha yabipkaBane Ha QT unTepBan KJIMHUYHU [IPOYYBaHU, HO
He € OryIa ycTaHOBEHa IPUYMHHO-CIICICTBEHA BPB3Ka. /O

BenonpoOHu HapyIieHUus Q

Psnko ce choOImaBar ciiyuau Ha octpa qudy3Ha nH(bI/mTpaTgixa OenoipoOHa 0OJIECT ¢ HEM3BECTHA
€THOJIOTHSI, KATO THEBMOHUT, MHTEPCTUIIMATIHA nHeBMOH@ OenoapoOHa HHPHUATPALHSA U OCTBD
pecniupatoper auctpec cunapom (OPZIC) npu nanuengpynonyvaBamy 60pTe3oMud (Bx. Touka 4.8).
Hsikon ot Te3u ciryuan ca Owim ¢ haTaneH u3xo. T JICUCHUETO Ce PenopbhuBa paguorpadus Ha
TPBIHUS KOIIL, 32 J]a TOCTYKH KaTO U3XO0JIHO HI/IB@CTaHOBHBaHC HAa MOTEHIATHH OeT0APOOHH
MIPOMEHHU CIIe]l JICYEHUETO. QJ

B cityuaii Ha HOBM WM BJIOIIABAIIHN ce OeJIQAPOOHH CUMIITOMH (HATp. KallUKIIa, IUCITHES), TpIOBa
OBp30 a ce yTOYHH JUarHo3aTa u Jia ce npreMe moaxoasauo geueHue. Tpsadsa na ce oOMucIH
CHOTHOILCHHUETO TOJI3a/PUCK MPEIH np@z, KaBaHe Ha jieueHueto ¢ bopresomud Hospira.

[Ipu xMMHUYHO MpOYYBaHe ABaMa JALMEHTH (OT 2), IOoTy4aBally BUCOKA J103a HUTapaOuH (2 g/m?
JTHEBHO) Upe3 MPOABIKUTENHA HHDY3HsI 3a 24 yaca ¢ fayHOpYOHLIMH 1 60pTe30Mub 3a ocTpa
pelmanBHpaIia MieTonaHa nghkeMus, ca mounnamt or OPJIC B HAYANOTO HA TEPAIHSTA U

MPOYYBAHETO € MPEKpaTeH 3al110, Ta3u crenru(ruIHa CXeMa ¢ €IHOBPEMEHHO NpUjlaraHe Ha
BHCOKa /1032 ITUTapabuH ? THEBHO) Ype3 MpoIbDKUTeHA HH(Y3Us 3a 24 Jaca He ce
MpernopbrYBa. o

Br0Opeuno VBDC)K,E[{R;Q

BwrOpeunure e@xHeHI/m ca YecTH IpH MalMeHTH ¢ MyJITHUIIeH MuesoM. [lanuenture ¢ 6p0pedHo
YBpeXKIaHe éﬁBa Ja ObJaT BHUMATEJIHO NpociensBaHu (Bxk. Touku 4.2 u 5.2).

tIepHOIQ/B%Ho YBpEKIaHe

bo QMI/IG ce MeTaboau3upa OT YepHOApoOHHTE eH3uMu. Excriozunusara Ha 6opre3oMud ce

n&am MPY TAUEHTH C YMEPEHO WIIM TeXKKO YePHOAPOOHO YBpEKIaHEe; TE3U MAIEHTH TPIOBa 1a

%’HCKYB&T ¢ HamasnieHu 1034 bopreszomu6 Hospira npu cTporo npociensBane 3a TOKCHYIHOCT (BXK.
Q‘O‘IKI/I 42u5.2).

YepHOAPOOHU PEAKIIUU

[Ipu naumenTty, nomyyasany 60pTE30MHUO U CHIBTCTBAILM JICKAPCTBEHU NPOIYKTH HIIH UMAIN
CEpPHO3HM OCHOBHU 3a00JIABaHMs, UMa PEIKH ChOOIICHHUS 3a YepPHOAPOOHA HEAOCTAThUHOCT. JlpyrH
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cboOIIaBaHU YepHOAPOOHH PEaKLIMHU BKJIIOYBAT NIOBUIIABAHE HUBOTO HA YEPHOAPOOHHUTE CH3UMH,
XUIIEepOMIUpyOMHEMHUs U XenaTHT. Te3u mpoMeHn MoXke Jja ObJaT 00paTUMHU IPH MPEKpaTsIBaHe
npuema Ha 0opTe3oMu0 (BXK. Touka 4.8)

CunzpoM Ha TYMOPEH pasnai

Tbit kaTo OOpTE30MHO € IIMTOTOKCUYCH areHT U MOXKe OBP30 /1a yOUBa 37I0KaYSCTBCHUTE b
1a3MaTHyHy Kietku 1 MCL KIleTKuTe, MOTaT /1a Bhb3HUKHAT YCIIOKHEHUS Ha CHHIpOMa Ha TY, H
pasmnaz. [lareHTrTe ¢ BUCOK TYMOPEH TOBap MPEIH JICICHUETO Ca C PUCK 3a pa3BUTHE Ha C M Ha

TyMOpeH pa3najl. TakuBa MarreHTH TpIOoBa Ja ObJJaT BHUMATEIHO MPOCIeIsIBaHH U J1a GLz@B%TH
HNOAXOASIIHN IPEATIA3HU MEPKHU. Q

[TanmenTure TpsiOBa 1a ObAAT BHUMATEIHO MPOCIEASIBAHU, KOTATO 60pTe3OMI/I%2’sz/IHaFa B
komOuHauus ¢ Mmoutau CYP3A4-uaxubutopu. [loBuieHo BHIMaHHE U3UCK MOMHUPAHETO Ha
Boprezomu6 Hospira ¢ CYP3A4- unmu CYP2C19 cyGerparu (Bxk. TOUKa 4§

CoIbTCTBAIIM JEKAPCTBEHH IPOAYKTH

HaI_[I/IeHTI/ITC, noJrydaBaly nNepopajiHn XUIOTJIMKEMUYHU JICKapCTBCH %HYKTH, HU3HUCKBAT

MOBHILIEHO BHUMaHUE, KaTo MpH TAX TpsOBa J1a ObJe MOTBbPACHA H Ha yepHopoOHa QyHKIHS
(Bx. Touka 4.5). /O
BCDOHTHO UMYHOKOMIIJICKC-MEIMUPAHU PCAKIINN 2

<

Nma HevecTH ChOOIICHHUS 32 BEPOATHO HMyHOKOMHJI@KC—@II/IHpaHI/I peakiuu, KaTo cepyMHa 00JIeCT,
MOJIMAPTPHUT C OOPUB U TPoH(epaTUBEH MIOMEPYIIOH T. [IpuemsbT Ha BopTezomu6d Hospira
TpsiOBa Ja ObJIe IPEYCTAHOBEH, aKO Ce Ha0JII01aBaT @)HO?,HI/I peaxiuu.

4.5 BzaumopeiicTBHe ¢ ApPYru HeKapCTBeHWOHyKTI/I H Apyru (opMHU HA B3aNMOJeiiCTBHE

In vitro poy4YBaHHs TIOKa3BaT, 4ye 60pTe30 & ciab naxuburop Ha uuroxpom P450 (CYP)
n3zoensumute 1A2, 2C9, 2C19, 2D6 u 3AdNHa ocnoBanue Ha orpanndenus npuaoc (7%) na CYP2D6
3a MeTabonm3ma Ha 60pTe30MHO, Q)eHeQ%p T Ha cnabute merabonu3aTopu Ha CYP2D6 He ce ouakBa

J1a TIOBJIMSE I[SUIOCTHATA zuzlcno31/1uw®1 0pTE30MHO.

[IpoyuBaHe 3a JIeKapCTBEHH B3aMMOJICHCTBYS, OLIEHIBAIIO edeKTa Ha KeTokoHaszou, MomieH CYP3A4

WHXHUOHUTOP, BBPXY (PapMaKo TviKkaTa Ha GOPTE30MHO (HHXEKTHPAH HHTPABEHO3HO), TOKA3Ba
cpenHo nmokauBane Ha AU opre3omuo ¢ 35% (Cloo% [1,032 o 1,772]), ocHOBaBaIio ce Ha
JTaHHH OT 12 marnueHTy. OBaTEJHO, TTAIIHEHTUTE TPsIOBa 1a ObaT BHUMATEIIHO HAOII0JaBaHH,
KOTaTo UM Ce Mpuiara 30Mu0 B komOuHanwms ¢ MoiHi CYP3A4-uaxuburopu (Harnpumep

KETOKOHA30JI, pUTOH

[Ipu npoyusane 3$KapCTBeHH B3aMMOJICHCTBUS, OLIEHABAILO e()eKTa Ha OMENPa301, MOLICH
CYP2C19-un TOp, BPXY (hapMaKOKHHETHKATa Ha OOPTE30MUO (MHKEKTHPAH HHTPABCHO3HO), HE
ce HaOIIo aunM eekT BbpXy (papMakoKMHETHKATa Ha OOPTE30MHO, Bb3 OCHOBA Ha JaHHU OT 17

HaHI/IeHTK

[poydABgHe 3a NTeKapCTBEHN B3aUMOJICHCTBHS, OLICHABAIIO epekTa OT puQaMITUIMH, MOIIEH HHIYKTOP
Ha &A& BBPXY BBPXY (hapMakOKMHETHKATa Ha 00pTe30MHUO (MH)KEKTHpPaH HHTPABEHO3HO),
neka3Ba penyknus Ha AUC Ha 6opTe3oMud cpento ¢ 45%, Bb3 OCHOBA HA IJAHHUTE OT 6 MaIlHCHTH.
0Ba eIHOBpEMEHHaTa yrorpeda Ha 6opTe3oMub cbe critar HHAYKTopu Ha CYP3 A4 (Harmp.
npamMnuug, kKapoamasenut, GeHUTONH, peHoOapOuTal 1 KBIAT KAaHTAPHOH) HE CE€ MPETOpPbUBa, Thil
KaTo e(pHKaCHOCTTa MOKe Ja ObJe HaMaJeHa.

I[Tpu cBI10TO NpOYUBaHE 3a ICKAPCTBEHN B3aMMOJICHCTBHS, OLICHABAILO eeKTa Ha JeKcaMeTa3oH, Mo-
cnab uanykrop Ha CYP3 A4, Bepxy dapmakokuHeTHKaTa Ha 60pTe30MUO (MHXKEKTHPAH
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WHTPABEHO3HO), HIMa 3HaUUM e(eKT BbpXY (papMakOKWHETHKaTa Ha 0OpTe30MHO, Bb3 OCHOBA Ha
JaHHM OT 7 MallUeHTH.

Enno mpoyuBaHe Ha JiekapcTBEHUTE B3aUMOICHCTBHS, OlleHBaIIo edekTa Ha MendalaH-NPeHU30H
BBPXY (papMaKOKHHETHKATa Ha OOpTe30MUO (MHKEKTUPAaH HHTPABEHO3HO), IOKa3Ba YBEINYCHUE HA
cpennata AUC na 60opTe3oMud cbe 17%, Bb3 ocHOBa Ha gaHHH OT 21 manuenTtu. To3u pesynrar

CUMTA 32 KIIMHUYHO MIPUIIOKUM. Q

[lo BpeMe Ha KIMHUYHUTE NPOYUBAHUS ca ChOOIIEHN HEYECTO M YECTO XUIOTTIUKEMHS U Q
XHIEPTIIUKEMHUSI TPU TUA0CTHUIIN, TTOJTyYaBaI IEPOPATHU XUTIOTTMKEMUYHN HeKapCTBeHI/@O)IyKTI/I.
[Ipu manuenTH, NpruemMay NepopaTHd aHTHIMAOETHH JIEKAPCTBEHH MPOAYKTH U CHIICBEECMEHHO
nexyBaHu ¢ bopte3omu0 Hospira, Moske 1a ce HajoKu BHUMATEIIHO pOciesiBaHe Ha-HNBaTa Ha
KpBbBHATA 3axap U aJlanTHpaHe Ha J03aTa Ha TEXHUTE aHTUANA0ETHH MPOIYKTH. fb

)

4.6 Depruiaurter, )pEeMEHHOCT H KbPMEHe sz\

KOHTDaHeHIII/IH IIPpHU MBKE U )KCHU @

[lopanu reHOTOKCHYHUS MOTEHIMAT HAa O0pTe30MHUO (BXK. TOuKa 5.3) € B IETEPO/IHA BB3PACT
TpsiOBa J1a M3MONI3BAT €(PEeKTUBHI KOHTPAIICITHBHU MEPKH U Jia 130 3a0peMeHsIBaHe TI0 BpeMe Ha
JIeYeHUeTo ¢ OopTe30MHO U B MPOIBIDKEHHE HA § Mecela ciej Ip, YBaHE Ha JedeHueTo. Mbxere
TpsiOBa J1a MU3M0JI3BAT €(PEeKTUBHI KOHTPALICITUBHU MEPKH U /1 T IOCHBETBAHM J1a HE Ch3JaBaT

Jieria o BpeMe Ha JISYCHHETO ¢ 00pTe30Mud U B MPOABIDKEHHE HAVS Mecela ciell MPUKII0YBaHe Ha
nedeHneTo (Bk. Touka 5.3).

Bpemennoct Q\
Jluncear KIMHUYHYU JaHHU 3a CJIyYad Ha €KCIIO3U a 00pTe30MHUO 10 BpeMe Ha OPEMEHHOCT.

TepaTOI‘eHHI/IHT IIOTCHIMAJI Ha 60pT€3OMI/I6 HE W{HOCTHO IMpoOy4BaH.

B npeaxnmHIYHE IpoyYBaHus, 60PTE30MHQ HE € nMall epeKTH BEpXY eMOpHO-(QeTamrHOTO pa3BUTHE
Ha IUTbXOBE M 3alIM IPU Hal-BHCOKHUTE , TOJIepHpaHy oT Maiikata. He ca mpoBexnanu
MPOYYBAHUS C KUBOTHHU 32 I/I3CJ‘I€I[B3H-§@ JIMSTHAETO Ha 60pTe30MUO BBPXY paKJaHETO U
MMOCTHATAIHOTO Pa3BUTHE (BXK. TOUK ). BopTezomu6 Hospira He TpsOBa a ce H3MMo3Ba o BpeMe
Ha OPEMEHHOCT, OCBEH KOTaTO MP@HOTO CHCTOSIHUE HA JKeHaTa U3HCKBa JieueHue ¢ bopresomud

Hospira.

AN
Axko bopre3zomub Hospira ¢ 0JI3Ba 10 BpeMe Ha OPEMEHHOCT MJIM aKo Mal[MeHTKaTa 3a0peMeHee,
JIOKATO TIOJTy4aBa TO3H JI TBCH MPOAYKT, TS TPsiOBa a Ob/ie HHOOPMHUpAHA 32 BH3MOKHUTE
PHCKOBE 3a IO/, o

Tanunomun e n3B TEpPaTOreHHO aKTHBHO BEILECTBO MPH XOpa, KOETO IPUYHHSIBA TEKKH
KHBOTO3acTpallaBauiy BpoJeHH AeekTH. TamuromMu] € IpoTUBOIIOKAa3aH Mo BpeMe Ha OPeMEHHOCT U
TIPH KEHH C ]I JIeH TOTEeHIINAJ, OCBEH aK0 ca M3IbJIHEHN BCUYKH YCIOBHUS Ha IIporpamara 3a
MIPEBEHIINSA eMeHHOCTTa Ha Tanuaomun. [lanmenty, nekyBanu ¢ boprezomu6 Hospira B

KOMOWHa TAIMAOMHUI, TPAOBa [a cIeaBaT MporpaMaTa 3a IpeBeHLUsI Ha OPeMEHHOCTTa IPU
JedeHng ¢, TanaoMul. 3a JobIIHUTENHA HH(popManus BIkTe KpaTka XapakTepucTHKa Ha MPOyKTa
Ha T OMH/I.

°

Kg@eHe

Qﬂe € U3BECTHO JTaJI OOpTe30MHO ce eKCKpeTHpa B KbpMaTa. [lopany Bb3MOXKHOCTTA 32 CEPHO3HU
HE)KeJIaH! PeaklUH PH KbpMadeTo, KbpPMEHETO TPsOBa J1a ce MPEYCTaHOBH IO BPEMe Ha JICYCHHETO C
Bopre3zomu6 Hospira.
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depTuaurer

He ca npoBexnanu npoyusanus Ha ¢peprinurera ¢ bopresomud Hospira (Bxk. Touka 5.3). [Topaau
TCeHOTOKCHYHHS MOTEHIMAI Ha 0opTe30Mu0 (BX. ToUKa 5.3) MbKeTe TpsiOBa Aa ce KOHCYJITHPAT
OTHOCHO CHhXpPaHSIBaHETO Ha cIiepMa, a )KeHHUTE C AeTEpOoieH MOTEHIMal TpAOBa 1a ce KOHchITI/Ipac

OTHOCHO KPHOKOHCEPBAIIUs Ha OBOIUTH MPE/IH 3all0YBaHe Ha JICUYCHUETO. Q/
4.7 EdexTn BbpXy criocod0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA &Q
Bopre3omud Hospira Moske 1a ©IMa yMEPEHO BIUSHHE BHPXY CIIOCOOHOCTTA 32 modupa pabora ¢

MalirMHH. BOpTeSOMI/I6 Hospira MOXKE aa 6’L,Z[e CBBpP3aH MHOI'O Y€CTO € YMOpa, 4€CTO C aMaﬁBaHe,
HEYCCTO CbC CUHKOITI U YECTO C OpTOCTaTI/I‘IHa/HOCTypaJ]Ha XHUIIOTOHUSA UIIH 3aMBIJI 3pCHUC. 3aroBa

MAaIUeHTHUTE TPsAOBa 1a ObJaT BHUMATEIIHHU, KOraTo MO(QHUPAT MU M3I0I3BaT Ma u TpsiOBa na
ObJaT MOCHBETBAHU JIa HE MO(UPAT WM U3TOI3BAT MAITUHY, aKO IOJTyYaT Te3d CHMIITOMH (BIXK.
Touka 4.8). Q/

4.8 HexenaHu JIeKAPCTBEHH PeaKIuH &

00606menne Ha mpoduaa Ha 6€30IIaCHOCT be

HeudecTo cho0IaBaH CEPUO3HU HEKEITAHHU PEAKITUH IO BPeMe /Qqelme ¢ 0OpTEe30MHUO BKITFOUBAT
Chp/IEYHA HEJOCTATHYHOCT, CHHIPOM Ha TYMOpEH pasmaj, 6eioApoOHa XUIIEPTOHHS, CHHAPOM Ha
MOCTepUOpHA 00paTHMa eHIledanonarus, octpa audy3Ha nHQAITpaTHBHA O€I0pOOHA 00JIECT U
PSIKO aBTOHOMHA HEBPOTIATHS. Q/

Haii-yecto cpo011aBaHuTe HEXKENAHH JIEKAPCTBEHHU PEAaKIINU TIPH JIeUeHre ¢ 00pTe30MHU0 ca rajieHe,

Jmapusl, 3aleK, OBPbBIIaHE, YMOpPa, IUPEKCHUs, TP [UTOTICHUS], aHEMUs1, HEYTPOTIeHN s, eprudepHa
HEeBponaTusl (BKIIOUYNUTEITHO CETUBHA), rna13060r@ napecTe3us, HaMaJIeH afleTHT, JUCIIHEs], 00pUB,
XepIec 30CTep U MUANIT U, @

O606HICHI/IC Ha HEXKCJIAHUTE PCAaKIIMU B K@/I‘ICH BU
J

Mynmunaen muenom §

Hexenanute peakuun B Tabnuna 7 cnopel npeneHkaTa Ha U3CIeJ0BaTeIUTe UMAT Hali-MaJIKo
BB3MOYKHA WJI BEPOSTHA npnwﬁuﬁo-cnencmeﬂa BpB3Ka ¢ 0opTe3oMud. Te3n HexenaHu peakiuu ce
OCHOBAaBaT Ha UHTETPUPaH p OT maHHU OT 5 476 manueHTy, oT KouTto 3 996 manueHTu ca
JIeKyBaHU ¢ 60pTe30Mub 3 mg/m* u ca BKiroyenu B Tabnuua 7.

Karo 151510 60pTe30MH6%I/IJIO)KeH pu 3 974 marueHTH 3a JICYeHUE Ha MYJITHIUICH MUCITIOM.

Hexenanurte peak a M3pEJICHH MO-I0JTy M0 CUCTEMO-OPTaHHHU KJIACOBE U MO YecToTa. YecToTHTE
ce ompenenar kato™wHoro yectr (> 1/10); gectu (= 1/100 mo < 1/10); meuectn (> 1/1 000 no

< 1/100); peﬂm& 1/10 000 mo < 1/1 000); muoro penku (< 1/10 000); ¢ HEeu3BecTHA YecTOTa (OT
HAJTUYHUTE U He MOXe Jia ObJic HampaBeHa olleHKa). [Ipu BCAKO rpynupaHe 1Mo 4ecTora,
HEeXEMaH CKapCTBCHU PEaKIMH ca MPEJCTaBEHH B HU3XOIAII P/l IO OTHOILICHUE HA TSIXHATA
cepno3r® . Tabmuia 7 € ch3ganeHa, upes usnon3panero Ha Bepcus 14.1 na MedDRA.

HO@%JKCTI/IHFOBI/ITG HCXKCJIaHU pCaKIU, KOUTO HE Ca Ha6J'IIO,Z[aBaHI/I IpU KJIMHUYIHU [MPOYyYBAHUA,
C Ca BKJIIOYCHMU.

QQ/
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Tabnuya 7: Hescenanu peaxyuu npu nayueHmu ¢ MyumunieH Mueiom, 1eKy8anu ¢ 6opme3omuo 6
KAUHUYHU NPOYYGAHUSL, U BCUUKYU NOCHMAPKEMUHEO8U HENCENAHU PEaKyuul, He3a8UCUMO Om

noxasanuemo”.
CucremHo-
OPraHeH KJjac YecroTa Hesxes1anu peaknuu _
Wndexnun u Yectn Xepriec 30cTep (BKI. JUCEMUHUPAH U OY€H), THEBMOHUS*, 60
nHbpecTanyuu xeprec CUMIUIeKc®, rbOnyHa nHpekus™ ~
Heuectu Undexnus™, bakrepraann HHPEKIUU*, BUPYCHH HH(l)eK@J,
cencuc (BKJI. CENTHYEH II0K)*, OPOHXOITHEBMOHHS, xep@ a
vH(EKIHA*, XepHeTHueH MEHUHTOeHIe(amuT *, 6aK’[®’IeMI/IH
(BKJI. cTaUIIOKOKOBA), XOPACOIYM, TPHII, ICITYIIN bexnys,
CBBp3aHa ¢ U3ZeNue, KOXHa HHPEKIUI ™, yirHa eKIuI*,
ctaduiokokoBa HH(eKuus, 30Ha HHPEKIUI Hn,
Penxu MeHHHTHT (BKII. OaKTepHalieH), HHPEKIHsI yca Ha Epstein-
Barr, renurainen xeprec, TOH3WIHT, MACTOUINT, CHHIPOM Ha
MIOCTBHPYCHA yMOpa PP
Heomnmazmu — Penxu 3n0KayecTBEHH HEOIUIAa3MH, IJIa3MO a neBkemus1, ObOpeyHO-
NO0OPOKaYeCTBEHH, KJIEThYCH KapIHOM, OYYKH, QYHT, a MHKO3a,
37I0KaYEeCTBEHH U JIO0poKauecTBEHU Heorta3mMu™
HEoIpeaeIeHN /bQ
(BKJI. KHCTH U /O
TIOJIHIIN) Q)
Hapymenns na MHoro TpomOouunTonenus™®, H@Tp‘ﬁneﬁnﬁ*, aHeMus*
KpPBBTa U YeCTH
numdHara cuctema | Yectu Jleskonenns*, muvdnenns*
Heuectn Masuuronenus™* \)EOPUIHA HEYTPONICHH S, KOaryJIonaThs*,
JIEBKOLMTO32* (MM bajIeHONIATHSI, XEMOJIMTHYHA aHEMHS"
Penxu JliceMIHUpalia MHTPaBa3aIHa KOAryJIaLis, TPOMOOLHTO3a*,
XUIEPBHC TETCH CHHJPOM, HapYIICHHUS HA TPOMOOIIUTHUTE
NOS, T@60anﬂa MUKpOaHTHONaThs (BKJI.
TpOM@.II/ITOHeHI/I‘IHa nypmypa)”, Hapymenus na kppaTa NOS,
XeMOPATHYHA TuaTe3a, MMMGOIUTHA HHOUITPAIIHS
Hapyuienns Ha Heuectu oeneMa’, CBpbX4yBCTBUTENHOCT*
MMyHHaTa cucreMa | Penku @{a(ppmamnqu LI0K, aMHJION1034, TUIl 11T uMyHOKOMILIEKC
‘!‘,‘MeﬂnnpaHa peaxuus
Hapymenuns na HG‘ICCTK « | Curnpom na Cushing®, XunepTHponau3bM™, HeaJleKBaTHA
CHJIOKpUHHATA . CEKpelysl Ha aHTHINYPETUICH XOPMOH
cucrema Pemgi, XHUIOTHPOUIUIBM

Hapymenns va
MeTaboau3Ma 1

ar

IlonmxaBaHe Ha arleTUTa

4

Q

XpaHEHETO

Geern
>

Jexunparariysi, XUIMoKaIueMus ™, XUTIOHATPUEMUS ¥, OTKIIOHCHUS
B KpbBHATA 3axap™®, XUIoKajIueMus ™, a0HOPMHU €H3UMU ¥

¢S

L

Heuectn

CuHApOM Ha TYMOpEH pasmaj, 3abaBeH pacTex®,
XHUIIOMarHe3ueMus*, xurnogocpareMus*, XuepKaaueMus ™,
XUIMEPKAIIEMUs ¥, XUTIepHATPHEMUS ¥, OTKJIIOHEHUSI B TUKOYHATA
KHcenuHa*, 3axapeH auader*, 3ajppKaHe Ha TEUHOCTH

O
eX
&
Q

N

Penkn

XunepmarHesueMus*, annua03a, eJIeKTPOIUTEH quchananc™,
NPETOBapBaHe C TEUHOCTH, XUTIOXIJIOPEMUS ¥, XUTIOBOJIEMHS,
xurnepxyopemus™, xunepdocdaremus™, MeTabOTUTHO
HapylleHue, BuTaMuH B koMiuiekcen neduuut, aepuur Ha
BuTamuH B 12, momarpa, noBuIlieH aneTuTt, HEMOHOCUMOCT KbM
aJIKOXoJIa

Ilcuxyuyuu
HapyLIEHUs

Yectu

Hapymenus u pa3ctpoiicTBa Ha HACTPOSHUETO™, TPEBOKHO
pa3CTpOUCTBO™®, HAPYLICHUS M Pa3cTpoiicTBa HA ChHA™

Heuectn

TIcuXUYHO Pa3cTPOCTBO*, XAMIOIMHAIIUI Y, ICUXOTUYHO
pascTpoicTBO*, 00BpKBaHEe*, 0€3MOKONCTBO
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CucreMHo-
OpraHeH KJjac

YecroTa

Hesxes1anu peaknuu

Penkn

CyvnuanHa uneanus™®, alanTHBHU Pa3CTPOUCTBA, ACTUPUYM,
HaMaJIEHO JINOUIO

Hapyuienns Ha

HEpBHATAa CUCTECMaA

Msmuoro
YeCTH

Hesponarun*, nepudepHa ceH30pHa HEBPOIATHSL, TUCECTE3NT
HeBpanrus™ ,\@

Yectu

Mortopna HeBponaTHs*, 3aryda Ha Chb3HaHUE (BKIL. CI/IHKOH@)
3aMasHOCT*, mucreysus®, eraprus, riuapodomnme™ Fa)

Heuectn

Tpemop, nepudepHa CeH30MOTOPHA HEBPOIIATHS, HHCK&X/I;{*,
HapyIIeHHe Ha LiepeOpalHaTa KOOpAMHALNS 1 PaBHOKEOHETO™,
3ary0a Ha nmametTa (0e3 meMeHIms)*, eHiedanorn ,
CHUHJIPOM Ha TMOCTEPUOpHA 00paTUMa eHue(banom;Q;[#,
HEBPOTOKCHYHOCT, IPUNAIBINA*, IOCT XepIe a HeBpaJITus,
HapyIICHHUE B TOBOpa*, CHHAPOM Ha HECTIOK TE Kpaka,
MUTpeHa, UIIMac, HapylIeHne Ha BHUMaHACTO, a0HOPMHHU

pedaexcu*, mapocMus

Penkn

(o

arfia xemoparus (BKII.
€XO0JlHa UCXEMUYHA

HaTa HEpBHA CHCTEMa,

LepeOpanna xemoparus™®, HHTpakpa
cybapaxHougaiHa)*, MO3bYEH OT
araka, KoMa, JucOajgaHc Ha BEr (QIB
HEBpOIATHsI HA BEreTaTHBHAT @BHa cucTeMa, napajimsa Ha
YeperHO-MO3bUeH HEPB*, I n3a*, mapesa*, MPEeCHHKOTI,
CHHJIPOM Ha MO3bYHHUS CT?, MO3BYHOCHJIOBO HapyIlICHHE,
Jie3usI Ha HEPBHO KOPEHYe, IICHXOMOTOPHA XUIIEPAKTHBHOCT,
KOMIIpECHUs Ha rpL6Ha:@ﬁ MO3bK, KOTHUTUBHH Pa3cTPOHCTBA
NOS, nBurarenna YHKITUS, pa3CTpoiicTBa Ha HEpBHATA
cuctema NOS, p YIJIUT, IUTaBEHE, XUTIOTOHYC, CHHIPOM Ha
Guillain-BarréfyneMuenunusupalia nojgMHeBponarus”

Hapymenns na
OUYnTE

Yectu

N4
[MoxyBaHe Ha PUUTE™, 3PUTCIIHU HAPYIICHUS ¥, KOHIOHKTUBHT*

Heuectn

Ouna xeM@}mﬂ*, nH(eKIUs Ha Kiienava™®, XaJalmon’,
6ne(1)apv@ OYHO BB3MAJICHUE™, TUILIONHS, CYX0 OKO*, OUHO
Jpasgee™, 001Ka B OUUTE, MOBHILICHO CHII3CHE, OYHA CEKPEIUs

Penkn

oﬁEﬁHa ne3ust™, ek30(TaaM, peTHHUT, CKOTOMa, OYHU
menus (BkJI. kienaunte) NOS, npu1o0uTH TaKpHUOaICHUTH,
@)Toq)o61/m, doTorcus, ONTUYHA HEBPOIATUS", pa3INYHA CTENEH
"Ha 3pUTENIHO YBpEeKIaHe (1o cienora)™*

Hapyuienns Ha
YXOTO H
nabupuHTa

Bepruro*

Hucaky3uc (BKJI. THHUTYC)®, yBpekJaHe Ha ciryxa (10 1 BKII.
[IIyXoTa), AucKkoMdopT B ymute™*

VYiHa xemoparus, BecTuOyiapeH HeBPOHHUT, HAPYIICHHUS Ha
yxoto NOS

Coepaeunu
HapyIICHUS

L

Q

Chpyieyna TaMIionaia”, Kapanuo-myJIMOHAJIEH apecT™, ChpIeYH
¢ubpunanuu (BKII. MPEeICHPAHH), ChplIeUHa HEAOCTATHYHOCT
(BKII. JIeBOKaMepHa U JICCHOKaMepHa)*, apuTMUs™*, TaXuKapIus ™,
NAMUTAIIH, aHTHHA TIEKTOPUC, IEPUKAPINT (BKIL. TIEPUKAPICH
U3JIHMB)¥*, KapJMOMHONIATHS ¥, KaMepHA TUCHYHKIUA*,
Opaaukapaus

(J Penxu [IpencepaHo TpenteHne, MUOKapaeH HHPAPKT™,
Q aATPUOBEHTPHUKYJIAPESH OJIOK™®, KapAMOBACKYJIAPHH HAPYIICHUS
Q (BK1. KapauoreHeH mok), Torsade de pointes, HecTabunHa
Q CTCHOKapAMs, HapyLICHUs HA ChPACYHHUTE KIIally,
N HEJIOCTaThYHOCT Ha KOPOHAPHATA apTepHsi, CHHYCOB apecT
ConoBu Uectn XUnoToHUs*, OPTOCTATUYHA XUTIOTOHUSI, XUIIEPTOHUS*
HapyLIeHUs Heuectn MO3bYHOCHI0B HHIUAEHT", TBIOOKA BEHO3HA TPOMOO3a™*,

xeMoparuu*, TpoM00¢IeOuT (BKII. IIOBBPXHOCTEH),
IIUPKYJIATOPEH KOJIAIC (BKJI. XUITOBOJIEMHUEH IIOK), (hIcOuT,

3auepBsiBaHe™, XeMaTOM (BKII. IepUpeHasieH )™, ciiada nepudepHa
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CucreMHo-
OpraHeH KJjac

YecroTa

Hesxes1anu peaknuu

LHUPKYyJAUA™, BACKYJIUT, XullepeMus (BKJI. 04Ha)*

Penkn

[lepudepen emOomu3bM, MTUMbEREM, OJIETHOCT,
EPUTPOMENANITHS, BA30AUJIATAlNs, IIPOMSIHA B I[BETA Ha B@H}‘@
BEHO3HA HEJJOCTATHYHOCT

PecnimparopHu,
TPBIHU U
MEINACTUHAIHA
HapyIIeHUs

Yect

HucrnHes ™, enucrakcuc, MHPEKIUs Ha FOpHI/ITe/)IOHHI/I’IKQ
JUXaTeIHU IbTHIA*, Kanumna™ A~

Heuectn

Benmonpoben eMOoMM3BM, TIIEBpATICH U3IHUB, 66)10[(@3]{ OTOK
(BKJL. 0cTBD), GenoapobHa anBeoIapHa xeMoparﬂ%H
OpOHXOCMAa3bM, XPOHUYHA 00CTPYKTHBHA Oe0apooHa 0oect™,
XUIMOKCEMHU ¥, KOHI'CCTHUS Ha TUXATCITHUS T]) , XUITOKCHS,
TUICBPUT*, X'BJIIIAHE, pUHOPEs], TUCPOHMSI, XPHAIOBE

Penxu

JluxaTtenHa HeJ0CTaThYHOCT, OCTBP pec TOPEH TUCTpPEC
CHH/IPOM, aITHesl, THEBMOTOPAKC, aTe @31/1, OenonpoOHa
XHUIIEPTOHHUS, XEMOIITH3A, XI/IHepBeH&L{I/IH, OpTOIHEs,
MTHEBMOHHT, PECIIMPaTOPHA anKan@, TaxumnHes, 6enoapooHa
(hubpo3a, OPOHXHMATHO HAPYIICHUS™*, XUTTOKATHHS ¥,
WHTEPCTUIHATHA 0eI0apo0 nect, 6enopooHa
I/IH(i]I/IHTpaIII/ISI, CTsA'aHC B TO, CyXO0Ta B I'bPJIOTO, IOBUIIICHA
CCKpCUM Ha TOPHUTE OTUX JIHA ITbTHUIIA, APa3HCHE B I'bPJIOTO,
KAIITHYEH CHHIPOM HAZQPHUTE IMXATETHH IHTHINA

CromalmHo-4peBHI
HapyLIEHUs

Mpmuoro
4eCcTH

CuMnromMu Ha Faﬂew HOBp’BH_IaHe*, ,I[I/IapI/IH*, 3aIlCK

Yectu

T'actpounTect altia XeMoparus (BKII. TUraBudHa)™*,
JHCTICTICHS, ATUT*, IOAyBaHe Ha KopeMa, opodapHHIreaIHa
Oonka*, k Ha 0oJKa (BKJI. CTOMAIIHO-YPEBHA U OOJIKa B
ClIe3KaT) e HaPYIICHUS Ha YCTHATA KyXuHa*, dIaTyIeHIs

Heuectn

IMaHKpea T (BKII. XpoHHMUEH)*, XemaTeMe3a, o JyBaHe Ha

yCT *  CTOMAIIIHO-YpEeBHA OOCTPYKLUS (BKJI. OOCTPYKLUS HA
&Te 4yepBa, uieyc)*, kopeMeH TUCKoM(pOpT, yIIepamnuy Ha

aTa*, eHTepUT™*, TacTpUT*, KbPBEHE OT BEHIIUTE,

cTpoe3odareanta pedaykcHa 6oaecT®, KOIHUT (BKII

* Clostridium difficile)*, ncxeMu4eH KOJIUT", raCTPOMHTECTHHAIIHO

BB3NANICHUE™®, ucdarus, CHHIPOM Ha JIPa3HUMOTO YEPBO,

ractpouHTecTrHaNHN Hapymenus NOS, 005105eH e3uK,

HapyILIeHUs Ha TACTPOUHTECTUHATIHNUSA MOTHIIUTET™, HAPYILICHUS

Ha CIIIOHYCHUTE JKIe3n™

OcCTBbp MaHKpPEATHUT, ICPUTOHUT*, OTOK Ha €3MKa*, acIIuT,
e30(arut, XeWInT, He3aIbpKaHe Ha ()eKaluu, aTOHUS Ha
aHaAITHUS COUHKTED, (PeKaromMa, FaCTPOMHTECTHHAIHA yIIepaIns
u niepdoparys*, THHrUBaTHA XUTIEPTPOQHS, METaKOJIOH,
pekTanHa cexpenus, opodapuHreanu mexypu*, 6omaka B
YCTHHTE, IEPUOJIOHTUT, aHATHA (UCYpa, TPOMSIHA HA PeKUMa Ha
U3XO0XKIaHe, IPOKTAITHsI, A0HOPMEH derec

Z

N

Yectu

OTKIJIOHEHUsI B CTOMHOCTHTE Ha YepHOAPOOHUTE eH3UMHU *

Heuectn

XenaToTOKCHYHOCT (BKJI. Y4EPHOAPOOHO HApyIIEHHE), XeTaTHT™,
XoJecTasa

Penxu

UepHoapoOHA HENOCTATHYHOCT, XEIIATOMETaJIHs, CHHAPOM Ha
Budd-Chiari, nutoMeranoBupyceH XenaTuT, Y4epHOAPOOHA
XeMOoparus, XoJIeJInuTrnasa

Hapymenns va
KoXarta u
MOJIKOXHATa ThKaH

Yectu

O6pus*, cppbex*, epurema, cyxa Koxa

Heuectn

Eputema myntudopme, yprukapusi, octpa hedprHa
HEeyTpO(HIHA IepMaTo3a, TOKCHYEH KOKeH 00pHB, TOKCHYHA

enuaepMaIna Hekponusa®, cungpom Ha Stevens-Johnson”,
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CucreMHo-
OpPraHeH KJjac YecroTa Hexesianu peakumnu

JepMaTUT*, HapyIIeHNs Ha KocaTra®, meTeXuu, eKXUMO3H, KOXKHH
JIC3UH, MypITypa, KOXKHU OyuKku™, IICOPUA3UC, XUIIEPXUAPO3a,
HOLIHY M3M0TABAHKs, IeKyOuTaIHa s38a", akHe*, Mexypu*,
HapyIICHUs Ha MUTMEHTarusaTa™ / A/O

Penxu Koskna peaxius, TuMQoruTeH HHOUITpAT Ha Jessner, CHH,
Ha MaJIMapHO-TUIAHTAPHA ePUTPOUIECTE3HS, ITOIKOKHH

XEeMOparuu, JUBeI0 PETUKYJIapHuC, BTBbPASIBAHE HA KO Q

naryiu, pOTOUyBCTBUTENHA peakilus, cebopes, cTy1€Hy noT,

koxxHM HapymeHuss NOS, eputposa, KOXKHH S3BH, IIEHUS Ha
HOKTHTE
Hapymenns na MHoro MyckynHo-ckeneTHa Oonka* /O ’
MYCKYJIHO- YECTH (02
CKeJIeTHaTa Uectn MyCKy/THH cria3sMu*, GOJIKa B KPAiHHIM T, MYCKYJIHA CIaGOCT
cucremMa u Heuectu MycKyHH TOTpenBaHusl, MOyBaHe H BT, apTpuT¥,
CbCAMHUTCIIHATA CKOBaHOCT Ha CTABUTE, MUOMATUU*, Yt aHE 32 TEKECT

ThKaH Penkn Pa6pomuoinnsa, CHHJPOM Ha TeM
¢ucryna, craBeH U3uB, O0ITKa
WH(EKIMU U Bh3MAaJICHNS Ha
ChbEeIMHUTEIHATA ThKaH*, C

aHnuOynapHaTa CTaBa,
I0CTTa, KOCTHH HapyIIeHuU,
JTHO-CKEJIETHATa CHUCTEMA H
MaJIHa KUCTa

Hapyuienns Ha Yectu BbrOpeuno yBpexaane* Ov
OBOpenuTe u Heuectn Octpa 6BOpedHa HEOGEATHYHOCT, XPOHHYHA OBOpeUHa
MUKOYHHUTE HEeIOCTAaThYHOCT™, MHPECKIMS Ha MTUKOYHUTE IbTHUIIA™Y,
MBTUIIA NPU3HALM U CUMIT , CBbp3aHH C MUKOYHUTE MIbTUIIA™Y,
xeMaTtypus®, peTehmI Ha ypuHa, MUKIIHOHHU HapyUICHUS *,
NPOTEHHYPHSL(GBPTEMUS, OJIUTYPHUS ¥, TIONAKAYPHSI
Penku Hpa3Hene H&h;ﬁzoqm/m MEXyp
Hapymenus na Heuectn BarnuanueMoparis, TeHnTaHa G0IKa*, epeKTHIIHA
BB3IPOU3BOTUTEN Jquchynfps
HaTa cUcTeMa 1 Penku Hapyfftlgnus Ha TecTUCUTE®, IPOCTATHUT, HAPYIICHHUS HA I'BPAUTE
rbpraTa €HH, YyBCTBUTEITHOCT HA CIUANINMA, CTUAUANMUT, OOJIKA
g\&a, SI3BM I10 BYJIBaTa
Bponenu, Penxu NIa3usl, TACTPOMHTECTUHAIIHHA MaliOpMaIlii, UXTHO32
dbamuHA U \!'»-
TCHETHYHH AN
HapylmeHus S
OO HapynIeHUs MHQ@ [Mupekcus*, ymopa, acreHus
u edekTn Ha ye
MACTOTO Ha u Enewm (Bki. mepudepen), BTpucane, 6oaka*, Hepa3noyioKeHue™®
MIPUJIOKEHNE {Heuectn 001110 BIIOMIaBaHEe HAa (PU3MUYESCKOTO 3ApaBe™, OTOK Ha JIUIETO*,
N peakiys Ha MSCTOTO Ha MPUIIOKeHHE™®, HApYIIIeHUs Ha
\z\ nuraBunata*, rppaHa 00jka, HapyIIEHUS Ha MOXO0JKaTa,
Q yCelIaHe 3a CTy[, eKCTpaBa3aua™, ycI0KHEHHsI, CBbP3aHH C
@ KaTeThpa*, MpOMEHINBA Xaxaa*, TMCKOMOPT B 00JIaCTTa HA
A TPBAHUS KOII, YCelllaHe 3a IPOMsIHA Ha TeMIlepaTrypaTa Ha
(J TSI0TO*, 00JIKA Ha MSICTOTO HA MHXEKTHpaHe *
’DQ Penku CwmBbpT (BKJI. BHE3AIHA), MYJITHOPTaHHA HEIOCTaTHYHOCT,
\&_ XeMoparus Ha MsICTOTO Ha MHXKEKTHpaHe™®, XepHus (BKII.
Q/ xuaryc)*, 3a0aBeHO 3apacTBaHe HA paHU™, Bb3NaTeHHE, (IeOUuT
N Ha MSCTOTO Ha MHXKEKTHUpaHe™, 9yBCTBUTEIHOCT, A3Ba,

pa3apa3HUTEIHOCT, HEKapIUOJOTHYHA O0JIKa B 00J1aCTTa Ha
IrpBAHMS KOIII, 00JIKa B 00JIaCTTa HA KaTeTepa, yCcellaHe 3a
YYKJIO TSIIO

W3cnenBanus Yectu Hamanasane Ha Terino

Heuectn XunepounupyOuHemus™, OTKJIOHEHHS B aHaJIM3a Ha OenThKa™®,
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CucreMHo-
OpPraHeH KJjac YecroTa Hexesianu peakumnu

IMOKa4YBaHC HaA TCIJIO, a6H0pMHI/I KPbBHU I/I3CJ'I€,Z[B8.HI/I$I*,
IIOBHIIIaBaHC HUBOTO Ha C-peaKTI/IBHI/IH IMPOTEHH

Penxu AOHOPMHHM KpBbBHU ra3oBe*, OTKIIOHCHUS B
eJNeKTpoKapuorpaMarta (BKI. yabinkaBane Ha QT-uHTepBan {O
a0HOPMHO MeXayHapOIHO HOPMATHU3UPAHO ChOTHOIIICHUE f
noHmwxkaBaHe Ha pH Ha cTomMaxa, MOBUIIICHA arperaius H
TPOMOOIIMTHUTE, TIOBHIIIaBaHE HUBOTO Ha Troponin I, Bm a
UACHTU(UKALNSA U CEPOTIOTHS*, OTKIIOHSHUS B aHaJ‘II/Ia

ypuHara* X
HapansBanus, Heuectn ITanane, KOHTY3Hs A‘
OTpaBsHUS U Penxu Peakuus cinen tpancdysus, ppaktypu*, CKoB CT*, THIeBO
YCIIOKHCHUS, yBpeXIaHe, CTABHO YBpeKAaHe™®, M3rapsHu 3KbCBaHe, O0JIKa
BB3HUKHAJIU B NPY UHTEPBEHIIMATA, PaIUAIIMOHHO yBpegane™®
pe3ynarar Ha Qi/?{
MHTEPBEHLUU RN
XHUpPYpruvecku u Penku AKTUBHpaHe Ha Makpodarute N
MEIULIUHCKH Q/
MHTEPBEHLUU n\Q
NOS = He e noco4eHo apyro 7
* ['pymupane mo moBede OT eIUH MPeanoYnTal TepMuH 1o Med
# HOCTMapKCTI/IHI'OBa HEXCJIaHa peaKlrsd, HE3aBUCUMO OT IOKA3aHWCTO
Manmennoxnemvuen rumgpom (MCL) Q/

artuent ¢ MCL, jiekyBanu ¢ 00pTe30MHO ¢
ocamu, TOKCOpYOHUIMH U npearn3oH (BR-

[podunbT Ha Ge3onmacHOCT Ha 6OpTE30MUO MpH 24
no3a 1,3 mg/m? B koMOMHALKS ¢ pUTYKCHMAaO, 11
CAP) B cpaBHeHue ¢ 242 nanyeHTH, JIEKyBaHU TykcuMab, ukinodocdaMua, T0KCOpyOULUH,
BUHKpUCTHH U nipeauu3oH [R-CHOP] e cpas HO NOJ00CH C TO3H, HAOMIOJaBaH NpH MALUESHTH C
MYJTHIUIEH MHEJIOM C OCHOBHH Pa3JIMKH, OUMCAHU 1Mo-10y. JIpyru HaOIro1aBaHu HEXKEIaHH
JICKapCTBEHH PEAKLNH, CBbP3aHU C U3IO é{eTo Ha komOuHUpaHaTa tepamnus (BR-CAP) ca ounn
nH(peknus ¢ xenatut B (< 1%) u ncx &{a muokappa (1,3%). CxomHaTa 4ecToTa Ha Te€3U ChbOUTHS
B JIBETE TEPANCBTHYHH PaMeHa, TIOK , de TE3W HEXKEJIaHU JICKApPCTBEHH PEaKI[UK, He MOTarT Ja ce
IBIDKAT caMo Ha 0oprezomul. 3H nHuTe pasnnaus npu MCL nanuenTckaTa nomyamnus B
CpaBHEHHME C MAIMEHTHUTE B IPOYUBAHUS 32 MYJITHIICH MHEJIOM ca B > 5% I0-BUCOKAaTa 4YecToTa Ha
XEMaTOJIOTUYHU HEXKeJlaHH nexﬁp&meﬂn peaknuu (HEYTPOTIeHUs, TPOMOOIIMTOICHHUS, JICBKOTICHHSI,
aHeMusi, TMMDOTICHUS), TTe Ha CEH30pHA HEBPOIATHS, XUTIEPTOHUSI, TUPEKCHSI, THEBMOHUS,
CTOMATUT U NPOMSHA Ha §~ Ta.

Hexenanure nexapc Q[/I peakiuy, onpeesicHH KaTo TakMBa ¢ 4ectota > 1%, nomo0Ha Wiy mo-
BUCOKA YECTOTA II o010 BR-CAP u ¢ none Bb3M0OKHa WU BEPOATHA IPUUUHHO-CIICCTBECHA
Bpb3Ka ¢ KoMmroHentute Ha pamoto BR-CAP, ca n36poenu B Tabnuua 8, mo-gony. Chlo Taka ca
BKJIFOYEHHU Hex@%HMTe JIEKApCTBEHU PEakilny, ycTaHoBeHU mpu rpymnara Ha BR-CAP, xouto criopen
MpereHKaTa @43cneu03aTenHTe MMaT Hal-MaJIko Bb3MOKHA WJIH BEpOsITHA TIPUIHHHO-CIICACTBCHA
BpB3Ka C K@eBOMH6 Bb3 OCHOBA HAa UCTOPUYECKHU JaHHU OT MPOYUYBAHUSA 3a MYITUILUIEH MUETIOM.

Hex UTE peakiuy ca U3peJICHH MO-I0JTy M0 CUCTEMO-OPTraHHHU KJIacoBe U 1Mo Yectora. YecToTure
ce et Kato: MHOTO decTd (> 1/10); wectu (= 1/100 no < 1/10); meuectn (> 1/1 000 mo
< 0); penxu (> 1/10 000 go < 1/1 000); muaOTO peaxu (< 1/10 000); ¢ Hen3BecTHa yecToTa (OT
WYHUTE JaHHU HE MOXKe Jia Ob/ie HarpaBeHa orieHka). [Ipu Bcsiko rpymupane mo 4ecrora,
eXKeJTaHUTE JIEKaPCTBEHH PEAKIINU ca TPEICTABCHN B HU3XOJISIII PEJI TI0 OTHOIICHUE HA TSIXHATA
cepuosHoct. Tabnuua 8 e ch3mazeHa, upes u3noia3BaHeTo Ha Bepcus 16 Ha MedDRA.
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Tabruya 8: Hescenanu peaxyuu npu nayueHmu ¢ MQHmMenHokiemvueH aumpom, iexyeanu ¢ BR-CAP

68 KIUHUYHO U3numedane.

CHCTCMHO-OpFaHeH KJ1ac

YecToTa

Hexenanu peakuuu

Wndexnun u nadecranuu

MHoro uectu

[TaeBmonus™*

Yectu

f A
Cencuc (BKJI. ceNTHYEH MIOK)*, Xeprec 3OCTSQBKJ1.
OUCEMHUHHPAH U OYeH), XepIiecHa HHPeK

Oaktepranna nHQeKuus*, HHPEKIUs H
WYHA

FOpHI/ITe/ JOJTHUTC JUXATCIIHHU IIbTHUIL]

O

nHpeKIua*, Xxepnec CUMIUIEKC™®

Heuectn

N
Wudexnus c xematutr B*, OpoHXOIHEBMOHMUS

Hapymenus Ha KpbBTa U
nuMdHaTa cucrema

MHoro uectu

TpomboumTonenusn*, GeOpuIAAyHEYTPOIICHHS,
HEYTPOIIEHUS ¥, JIeBKOIICHUS ™, JaHeMus*, TUMGOTeHus *

Heuectn [MarnuroneHus™* sz\
Hapymenns na nmyHHaTta Yectn CBpBX4YYBCTBUTEITHO
cucrema Heuectu AnadunakTuuna Wa{m{

Hapymenus Ha MeTabonusma u

MHoro uectu

.4
IlonmxapaHe H@[CTI/ITa

N
XpaHCHETO Yectn Xumnokasnue , OTKJIOHEHHs B KPbBHATA 3axap™,
XHUIIOHATpP s, 3axapeH quader™, 3agppikaHe Ha
TEYHOCTH
Hegectn CI/IH,Z[pg(Ha TYMOPEH pasnaj
[IcnxuyHu HapyLIEHUS Yectn Ha.@ileﬂns{ W pa3cTpONCTBA HA CHHS*

Hapyuienus Ha HepBHATa cucTemMa

Mpmuoro uectu

HéombepHa CEH30pHA HEBPOIATHS, IUCECTe3ns ™,
(HeBpanTus*

Yectu

Q

>

Q

HeBpomarun*, MoTopHa HeBponaTus*, 3aryba Ha
Cb3HaHUe (BKJI. CHHKOMN), CHIedanonaTus™,
nepudepHa CeH30MOTOpHA HEBPOIATHSI, 3aMasHOCT ™,
JMCTeYy3Us*, HEBPOIIATHs Ha BereTaTHBHATA HEPBHA
cucrema

X

N

a
N
CTH JucOanaHc Ha BereTaTHBHATa HEpBHA CUCTEMA
Hapymienus Ha ounte ecTH 3puTenHE HApYIICHUS *
Hapyuienus Ha yxoTo u & \Yectn Jucakysuc (BKJI. THHUTYC)*
nabuprHTa ‘& Heuectu Bepruro*, yepexane Ha ciyxa (CUIHO HAMAJIABAHE,
(\s\ BKJI. TJIyXOTa)
Cepreuynn HapymeHH;OY Yectn Copaeunn ¢pubpunanmu (BKII. MPEICHPAHH),
Q apuUTMHA™®, Chp/IeYHA HEJIOCTATHYHOCT (BKIL.
Q JIeBOKaMepHa U IeCHOKaMepHa)*, MUOKapIHa
\2\ UCXEeMHUsl, BeHTPUKYJIapHa TucyHKIus
Q Heuectn KapauoBackynapHu HapymeHus (BKJI. KapIUOT€HEH
) 1\@ ITIOK)

CbaoBu(HapyIIeHUs Yectu XunepToHus™, XUIMOTOHUSA*, OPTOCTATHYHA XUITOTOHUS
Pec;@mpﬂn, TPBIHUA U Yectn Jucnues*, kammuna*, XbiaHe

CTHHAJIHA HapyIICHAA Heuectn OCTBp pecMpaToOpeH AUCTPEC CHHAPOM, GeI01poOHa

eMOoITHsI, THEBMOHHS, OeI0IpoOHa XUTICPTOHHUS,

0en0apoOeH OTOK (BKIL. OCTBP)
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CHcTeMHO-OpraneH KJjac YecroTa Hesxenann peakumun

CromairHo-4peBHU HapymieHust |[MHOTro yecTn CuMrToMu Ha TaicHe U OBpbIIane™, muapus™,
CTOMATHT*, 3aIeK

Yectu CroMariHo-4peBHa XeMoparus (BKJI. TUTaBUYHA)¥,

MoJlyBaHe Ha KopeMa, TUcIencus, opodapu a
Ooska*, racTpuT*®, yiiepanuy Ha ycrara¥, :@MGH
TUCKOM(OPT, Tucharusi, CTOMAITHO-YPEB Q/
BB3MajeHne®, kopeMHa 0oJKa (BKIL. CTO, HO-YpEBHA
1 OOJIKa B ciie3kara)*, HapymeHHUs Ha@ aTta

KyxuHa™*

Heuectn Konur (Bxn. Clostridium dlﬁ(iCll@A

XenaroOunuapHu HAPYIICHUS Yecrtu XemnaToTOKCUYHOCT (BKJI. qep@po@{o HapyIICHHE)
(4
Heuectn YepHoapobHa HC,Z[OCTaT’b‘IHoa
£
Hapymenus na koxara u MHoro yectu Hapymenus Ha xocara ,.;z\
TIOAKOXHATd ThKaH Yectn Copbex*, ;[epMaTI/IT*\,\Q“deB*
Hapymienus Ha MyCKyJTHO- Yectu MycKyITHH cria3m chxynﬂo—cxenema Ooka*,
CKeJIETHATa CUCTEMA U 0oJIKa B KpaﬁHVQTe
CHEIUHUTEIIHATA ThKaH
bt *

Hapymienus Ha 6b0penure u Yecrtu Nudexim WKOYHUTE IIHTUILA
MUKOYHUTE ITHTUILA

OOmm HapyuieHus 1 epexTd Ha  (MHoro uectu anex&é*, yMoOpa, aCTCHHS

MSCTOTO Ha IPUJIOKECHUE Yectu EQ@(BKH. nepudepen), BTpucaHe, peakiys Ha
MYCTOTO Ha IpUIIOKEHHE™, Hepa3noaoxKeHue™

WzcnenBanus Uectu N UNepOUIHpYOHHEMUS ¥, OTKIIOHEHHSI Ha OENIThKa OT
HOPMAaJIHUTE CTOMHOCTH*, HaMaJsiBaHE Ha TeTJIo,
[)\QJ MOKayBaHe Ha TETJI0

* I'pynupaHe 1o moBede OT eIH MPEIIOYHTaH SMM mo MedDRA

Onucanne Ha n30paHu HEXKEIAHU peaﬁn@

Peaxmuesayus na xepnec 3ocmep 61&7§
Y

Mynmunnen muenom & \

€ nmpwiarada Ha 26% oT nmauueHTure B pamoto B+M+P. YectoraTta Ha
¢ B TepaneBTH4HaTa rpyna B+M+P e 6una 17%, cpen nanuenTure, Ha
Ha aHTHUBHPYCHA MPOQHUIAKTHKA, B cpaBHEHHUE ¢ 3% cpej MalueHTuTe, Ha
a aHTHUBHpPYCHA MPOPUIAKTHKA.

AHTHBUpYCHA IPODHUIIAK
Xeprec 30cTep 3a maiy
KOHUTO HE € Ouia mp
KOHTO € Oria npu

MaHmeﬂHomen%\veH aumpom

AHTHBHp'@ npoduiakTuka e npuioxena np 137 ot 240 nauuentu (57%) B pamoro BR-CAP.
YecTtot a xeprec 3octep cpea namueHTure B pamoro BR-CAP e ouna 10,7% npu manueHTH,
KOHT ca ImpHeMalli aHTUBHPYCHA PO UIAKTHKA B CpaBHEHHE C 3,6% MpH NalKueHTH, TPHeMan
aH yCcHa Mpo(UITaKTUKa (BXK. TouKa 4.4).

@akmueauuﬂ u unghexyus ¢ eupycen xenamum B (HBYV)

Manmennoxnemuvyen aumgpom

HBYV undexuus ¢ ¢paranen usxon ce Hadmronasa npu 0,8% (n = 2) oT nanmMeHTHTE B rpynaTa Ha

neueHne 6e3 6oprezomud (putykcumad, nukiaodochamua, TOKCOPyOUIINH, BAHKPUCTHH U IPEAHNU30H;
R-CHOP) u 0,4% (n = 1) oT manueHTUTE, MOJIyyaBamy 00pTe30Mu0 B KOMOWHAIIHS C PUTYKCHMAO0,
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nuknodochamua, nokcopyounus u npenau3oH (BR-CAP). Obmara yectoTa Ha MHPEKIUHU C XSITaTUT
B e nogo6Ha npu manuenture, ekyBanu ¢ BR-CAP wm ¢ R-CHOP (0,8% cpenty 1,2%, ch0TBETHO).

Hem@epﬁa Hesponamusi npu KOMéuHuDCZHu CXemu Ha jiederue

Mynmunnen muenom c /O

[Ipu m3nuTBaHMs, B KOUTO OOPTE30MHUO Ce MpHiIara KaTo HHAYKIMOHHO JIedeHHEe B KOMOMHALT
nexcameTas3oH (mpoyusane IFM-2005-01) unu nexcamerasoH-tanuaoMun (npoyusane MMY, 0),
YyecToTaTa Ha Bh3HUKBaHE Ha nepudepHa HeBPONaThs IPU KOMOMHUPAHUTE CXEMH € npeuc@aeﬂa B
Ta0IuIaTa Mo-10Y:

Tabnuya 9: Yecmoma na 6v3nuKeane Ha nepupepHa Hesponamusi no epeme Ha ui;gﬁuomto JleyeHrue,

KAACUDUYUPAHA O MOKCUYHOC U NPEYCMAHOBABAHE HA JIeHeHUEnO Ou nepugepua
Hegponamus N
IFM-2005-01 S MMY-3010
VDDx BDx T BTDx
(N=239) (N=239) 26) (N=130)
Uecrota Ha Bh3HMKBaHe Ha [TH (%) ,\W
Benuku crenenu Ha I[TH 3 15 \2 12 45
> ITH crenen 2 1 10 v/ 2 31
> I1H crenen 3 <1 5 O 0 5
[IpeycraHoBsIBaHE HA JIEYEHUETO <1 ?® ~ 1 5
nopaau [TH (%)

VDDx = BUHKPUCTHH, TOKCOPYOHIINH, JeKkcaMeTa3oH; BDx = @1'630MH6, nekcameTas3oH; TDx = tanugomun,
JIeKCaMETa30H,;

BTDx = 6oprezomu0, TamuaoMu, aekcameTa3oH; [IH = mgpudepHa HeBponmaTus

Benexka: [lepudepHara HEBpOIAaTHS BKIFOYBA IIPEIIIO UTE TePMUHU: nepudepHa HeBpomaTus, nepudepHa
MOTOpHA HEBPOMATHSA, TIepU(epHa CCH30PHA HEBPOIIFEHS U MOTMHEBPOIIATHS.

Maumennoxnemvuen aumgpom t

O

B npoyusane LYM-3002, npu xoeto ﬁféeanG ce mpwuiara ¢ putykcumad, nukinodochamu,
JTOKCOPYOHIIMH U MPEIHU30H (R—CA% ecrorara Ha rnepugepHa HeBpONaTHI B KOMOMHUPAaHH CXeMU
€ MPe/ICTaBeH B TA0IHMLATA TTO-1OJT,

Tabnuya 10: Yecmoma na bek‘&a}le Ha nepughepua neeponamus é npoyusane LYM-3002,

Kracuguyupan, MOKCUYHOCT U NPEYCMAHOBABAHE HA JIe4eHUemo nopaou nepugepua
Hesponamusi,*
0\2" BR-CAP R-CHOP
o) (N=240) (N=242)
YecroTa Ha BL3HH® Ha ITH (%)
Benukn cerengii va [TH 30 29
>1IH CTeng‘}@\ 18 9
>IIH cm(%g 3 8 4
[Ipey gHbBHBaHe Ha neueHuero nopaau [TH 2 <1
N

BR-GAP = 6opTe3omMud, puTykcuma0, nukiodochamu, qokcopyourun u npeauu3on; R-CHOP = putykcuma0,
o ochamu, TOKCOpyOHIINH, BUAHKPUCTHH U peanu3oH; [TH = nepudepna HeBpomnatus

[epudepna HeBpomaTHs BKIIOYBA NPEATIOYUTAHUTE TEPMHUHH: TIeprdepHa ceH30pHA HEBPOIATHS, TTeprudepHa
HeBpoIaTus, nepudepHa MOTOpHa HeBPONaTHs U nepuepHa CEeH30MOTOpHA HEBPOIIATHSI.
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[Tarmentn B cTapyecka Bbp3pact ¢ MCL

42,9% u 10,4% ot naruenture B pamoro BR-CAP ca Ounu BbB Bb3pacTOBUS AHANa30H ChOTBETHO 65-
74 ronunu U > 75 roguHA. BhIpeku e npu nanueHTH Ha Bb3pacT > 75 TOJUHH, U IBETE CXEMHU Ha
nedyenne BR-CAP u R-CHOP ca ce noHecnu mo-TeXKo, CEpHO3HUTE HEKETaHHU PEAKIMY B rpynara

BR-CAP ca 6umu 68%, B cpaBHerue ¢ 42% B rpynata R-CHOP. c
3uauumu pasnuxu 6 npoguina Ha 6e30nACHOCH HA OOPME30MUD, NPUTLOIHCEH NOOKOICHO, 8 CPAB ec
UHMPABEHO3HO NPUNOACEHUE KAMO CAMOCMOAMETHO CPeOCmE0 &

)

BwB ®aza 1] Ha nmpoyuBaHeTo 00IIaTa YeCTOTa HA BH3HUKHAJIMTE 110 BpEME Ha JICUeHHe @kenaHH
peaKkuu ChC CTENEH Ha TOKCUYHOCT 3 UiH noBede € ¢ 13% mo-Hucka npy NarueHTuT nemMalu
00pTe30MHU0 MOJIKOKHO, B CPABHEHHE C HHTPABEHO3HOTO MPUIIOKEHHE, a CITyYanuTe HAa MPEKpaTsBaHe
Ha TepanusTa ¢ 6opre3omMuod ca ¢ 5% mo-manko. O0IIaTa 4ecToTa Ha Bb3HUKBAHE uapus,
CTOMAIITHO-YPEBHU U KOPEMHHU OOJIKH, ACTEHUYHU ChCTOSHUS, MHPEKINHU Ha TO H?e JUXaTEIHN
nbTUIIA U IeprudepHu HeBponatuu e ¢ 12-15% no-Hucka B rpynara Ha oA O PUIIOKEHUE,
OTKOJIKOTO B Ta3W Ha MHTPABEHO3HO MpuiiokeHrne. ChIlo Taka YecToTaTa HaBB3HUKBAaHE Ha
nepugepHr HEBPOIIATHH ChC CTETIEH Ha TOKCUYHOCT 3 MJIH [TOBEYE € C 109&0—anxa, a CIlyJauTe Ha
MpeKpaTsaBaHe Ha TepanusaTa B pe3ysTar Ha nepuepHu HEBPOIATHH C QZ% II0-MaJIKO B Irpynara Ha
MOIKOXKHO TPUIIOKEHHE. Q

>

Hexenana peakuus Ha MSICTOTO Ha HOAKOXHO MPHIIOKEHHUE, IT HO 3a4epBsiBaHe, ce ChoOIIaBa
mipu 6% ot nauuentute. Cayyante ca mpeMUHAIN CPEAHO 3a O A, KaTo MPH JBaMa MalueHTH Ce €
HaJIOXKHJIa MpoMsIHa Ha o3aTa. JIBama (1%) ot manueHTuTe @I/IMann TEXKH peakuuy; 1 ciydail Ha
cbpbex u 1 cinyyaii Ha 3adepBsIBaHe. Q/

UecroTara Ha CMBPTHUTE CIy4au MPH JEUEHHUE € S‘V@{rpynaTa MAIMeHTH Ha MOAKOXHO JICUYEHHE U
7% B rpynara nafieHTH Ha HHTPaBEHO3HO JieueH ecToTara Ha CMBPT OT ,,[IPOrPECUPALLI0
3abomsiBane” € 18% B rpymnaTa Ha MOAKOXXHO np@»}(eﬂne 1 9% B rpynara Ha HIHTPaBEHO3HO

NIPUIIOKEHUE. @

IloemopHo neuenue na nayueHmu ¢ pem& IDANL MYJIMUNILEH MUETIOM
J

[Ipu nmpoyuBane, B KOETO ce€ IpuIar ?FOPHO nedenue ¢ 6oprezomu6d Ha 130 marmeHTH ©
peurauBHpal MYJIUIUICH MUEJIOM, KOMTO ca MOKa3ali MOHE YaCTUYECH OTIOBOP KbM MPEIX0AHA
00pTe30MUO-ChIBbPIKAIIIA TEPAIEBTUUHA CXeMa, Hall-4eCcTO CPELIaHUTE HeXKEIaH! ChOUTHS OT
BCSIKAKBa CTEIICH, Ha6n}ona32¢ﬂgrﬂm MUHHMYM 25% OT marnueHTure, ca TpoMmooruroneHus (55%),
Hesponatus (40%), aneMu %), nuapus (35%) u 3anek (28%). [lepudepHa HeBponaTus ot
BCSIKaKBa CTEIICH U IIEpU ;A(a HEBpOMATHsI CTereH > 3 ca HabmogaBanu cboTBeTHO pu 40% u 8,5%
OT TMAI[MEeHTHUTE.

O

-

C’LO6H_IaBaHe Ha H@DaHI/I HCXCJIaHU PCAKIINN

C1)061uaBaHeTo%a MOI03UPAHN HEKENIAaHH PEaKIIny CIIe/l pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHS
MPOAYKT € 0. Toa mo3BoJIsIBa @ MPOABIKK HAOIIOCHHETO HAa ChOTHOIICHUETO MOJI3a/PUCK 32
JICKapCTB npoaykT. OT MEIUIUHCKUTE CIICIIMATMCTH CE M3UCKBA J1a ChOOIIAaBAT BCAKA
Hon031/1@ HEe)KelMaHa peakilvs upe3 HallMoHallHa CUCcTeMa 3a ChoOIIaBaHe, MOCOYeHa B

Hpng%eﬂne V.

4»&- IIpeno3upane
peao3upaHe Mpu NalMeHTUTE, MPEBUIIABAII0 IPENOPbUBAHATA ]03a IIOBEUE OT JIBA ITBTH, €
CBBP3aHO C MOsIBA HA OCTPa CUMIITOMAaTHYHA XUITOTOHUS ¥ TPOMOOIIUTOIIEHUS ¢ (paTaneH uzxon. 3a

CBP/ICYHO-CHIOBH TIPEAKIUHHYHA (HapMaKOJIOTHYHH U3CIICABAHNUS 32 O€30MACHOCT, BIDKTE ToUKa 5.3.

He e u3Becten cnenuduyen aHTUAOT IIpH Npeao3upane Ha OopTe3omud. B ciayuaii Ha npexo3upane
KU3HEHUTE TI0KA3aTeNIM Ha TAlMEHTUTE TPIOBa Jla ce MOHUTOPUPAT BHUMATEIIHO U Jia CE OKa3BaT
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MOIXOIAIIN TPHKH 3a MOJABPKAHE Ha KPbBHOTO HAJIATaHE (KaTo BJIMBAaHE HA TEYHOCTHU, IPECOPHU
W/WIIM MHOTPOITHY areHTH) M Ha TeJlecHaTa TeMieparypa (BxX. Touku 4.2 u 4.4).

5. ®APMAKOJIOTMYHHA CBOMCTBA /O
5.1 ®apmakoguHAMHMYHM CBONiCTBA Q/b

®apMmakoTepaneBTHYHA rpyna: AHTHHEONIACTUYHH CPENCTBA, IPYTH aHTUHEOIUIACTUYHU cngQBa,
ATC xox: LO1XGO1. O

MexaHU3bM Ha IEHCTBUE A

Bopre3zomu6 e nporeazomen naxuduTop. Tol e ch3lajieH CrienuaiHo 1a HHXUOH J00HaTa Ha
XMMOTPHUIICHH aKTUBHOCT Ha 26S mpoTea3oMara B KJIETKH Ha Oo3aiiHumm. 26S npoTtasomMara e rosm
MMPOTEMHEH KOMIUIEKC, KOMTO pasrpakaa yOUKBUTHHUPAHUTE POeHHU. 16T
MpOTEa30Ma Urpae CHIECTBEHA POJIS B PETyJIHUPAHETO HA KPhroBpaTa Ha ¢
Taka ce MOoJabpiKa XoMeocTa3aTa B kietkute. HxuOupanero Ha 26S 1
Ta3u NpULIETHA NPOTEOIN3a U 3aCIra MHOXKECTBO CUTHAIIM3UPALIH Kac &ir
BOJIM IO CMBPT Ha PaKoBaTa KJIETKa. @Q

(hUYHU IPOTEHHU U
30Mara NpeoTBpaTsaBa
B KJIETKUTE, KaTO HaKpas

Bopre3oMub e BHCOKO CeNeKTHBEH 3a mpoTeasomara. B koHIe uu 10 uM Goptezomuod He
WHXHOUPA HUTO €IMH OT MHOXKECTBOTO MIPOYUEHH PELENTOPU U IpoTeasu u e nosede ot 1500 mptu
MO-CEJIEKTHBEH 3a MPOTEa30Ma, OTKOJIKOTO HAKOU OT cnez[Ba@Te MIPEeOYUTaHH EH3UMHU.
Kunerukara Ha mpoTea3oMHOTO HHXHOUpaHe € npquBaW Vitro 1 € 1oKa3aHo, 4e 6opre3omMub ce
OTHENA OT IpoTea3zomMa 3a t/2 oT 20 MUHYTH, KOETO noxcazna, Yye MPOTea30MHOTO HHXUOHpaHEe OT
0opte3oMub e 00paTuMo. Qj

Menunpanara oT 60pTe30MHO MPOTea30MHa HHEHOUIIMS 3acsra PaKOBUTE KIETKU 10 MHOTO ITBTHUINA,
BKJIFOUMTEIIHO, HO HEOTPAaHUYABAIIO CE CAMO pEKIaHE HA PETYIATOPHUTE MPOTCHHHU, KOUTO
peryaupar mporpecusTa Mo eTaruTe Ha KICThYHNS [IUKBI U aKTUBUPAHETO HA HYKJICAPHUS KIeThueH
¢axTop kama-B (NF-kB). MaxuOupaner I&'lpOTGZBOMaTa BOJM 110 OJIOKMpaHe Ha KJIEThYHUS LHUKBI
u anontosa. Hykneapuusr paxrop NEL (hakTOp Ha TPAHCKPHIILUS, YUATO aKTHUBALIUS CE€ U3UCKBA
3a MHOT'O €Taly Ha TyMOpOreHe3ara, YUTETHO KIETHYHUS PACTEX U MPESIKUBSIBAHE,
aHTHOTeHe3aTa, B3aUMOACHCTBHETQIKICTKA/KIIeTKa U MeTactasute. Ilpu Mmuenom 6oprezomub 3acsara
CIOCOOHOCTTA Ha MUEJIOMHHTE KJIETKH J]a B3aUMOJICHCTBAT ¢ MUKpOCpeaaTa Ha KOCTHHUSI MO3bBK.

TE30MHO € IIUTOTOKCHYEH 32 MHOXKECTBO THIIOBE TYMOPHH KJIETKH U
YBCTBUTEJIHU KbM IPOAIONTO3HU €EeKTH Ha MPOTEa30MHATa
opMaiHHTE KiIeTku. boprezomMubd Boau A0 HamalsiBaHEe HA TYMOPHHUS
PEAKIMHUYHYA TYMOPHU MOJIEIIH, BKJIIOUUTEIHO MYJITUIIIIEH MUEIIOM.

ExcnepuMeHTH nokasBar,
4ye TYMOPHHTE KIETKH ca
WHXUOWIIVS, B CPaBHE
pacTex in vivo B MH

Jlanuure ot in vingex—vivo 1 )KUBOTHHCKH MOJIENU ¢ 60pTe30MuU0 Mperoiarar, ye Tol yBenudana

nudepeHIa 1 aKTUBHOCTTA Ha 0CTe00IacTUTE M MHXMOMpPa QyHKIUATA Ha ocTeoknacTuTe. Te3n
edekTu ca JaBaHU MPH MAUEHTH ¢ MYJITHILIEH MHEJIOM, C HaIlpeHalla OCTCOIUTHYHA OOIIECT U
JIeKyBaH pTE30MUO.

O

KJmP,Qaa e(hUKACHOCT IPU HENEeKYBaH MYJITHIUICH MHEJIOM:
,bez[eHo € TIPOCTIEKTUBHO, MEXAYHAPOIHO, paHIoMu3upano (1:1), OTKpUTO KIMHIUYHO MTPOyYBaHE

%321 I (MMY-3002 VISTA) nipu 682 maruenTy, 3a Ja ce OIIeHH JIAJIK TeparusiTa ¢ 00pTe30Mud
Qlﬁ mg/m’ MHKEKTUPAH MHTPABEHO3HO) B KoMOUHanus ¢ Mesdanan (9 mg/m?) u npeaHu3ou

(60 mg/m?) Bou 10 mogobpsBane Ha BpemeTo 10 nporpecus (B/IIT) B cpaBHEHHE ¢ TepanuaTa ¢

mendanan (9 mg/m?) u npeauuson (60 mg/m?) npu NaMeRTH ¢ HENEKyBaH MyJITUILIEH MUETIOM.

JledyeHueTo € mpuitaraHo 3a MaKCMMallHa MPOIbJDKUTEITHOCT OT 9 1uKbiIa (IpUOIU3UTEHO 54

CeIMHIIN) U € MIPEKbCHATO PaHO, IOPaaH IIporpecupane Ha 00IecTTa UM HeOMyCTUMO HUBO Ha

ToKkcu4HOCT. CpeiHaTa Bb3pacT Ha MAIlMeHTUTE B poy4uBaHeTo e 71 roaunu, 50% ca muxe, 88% ca
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oT Osi1aTa paca U cpeiHaTa OLEeHKa Ha KaueCTBOTO Ha )KMBOT Ha MalMeHTHTE 1o ckajara Ha Karnofsky
e 80. [Tatmentute ca umanu [gG/IgA/nekoBeprxen muenoM B 63%/25%/8% ot cinydaute, cpeana
croiiHocT Ha xemornoouna —105 g/l u cpenen 6poii Ha TpomGormTuTe — 221,5 X 10%/1. CxoneH e u
MPOIEHTHT Ha MAIMEHTUTE C KpeaTHHUHOB KIupBHC < 30 ml/min (3% BBHB BCSIKO pamo).

CMa3eHo, U MalMeHTHTe B rpynara M+P ca npemunanu Ha nedeHne ¢ 60pTe30MHO B KOMOWHAIIH

B nepuona Ha npeaBapuTeNHO IIIAHUPAHUS MEXKAWHEH aHaJIN3, IbpBUYHATA KpaiiHa Touka, BJII1 ? /O

Mendanan u npeaanson (B+M+P). Menuanara Ha nepuona Ha npociessane e 16,3 mecena.
KpaitHoTo akTyann3upaHe Ha JaHHUTE 3a IPEKMUBIEMOCT € U3BBPIICHO C MEMaHa Ha nepno;&
npocnensBane 60,1 mecena. HabnronaBa ce cTaTHCTUYECKH 3HAYMMO 1MO100peHue Ha

MpeXUBIEMOCTTa B rpymnata Ha jeyenune ¢ B+M+P (HR = 0,695; p = 0,00043), Bpnpexu {0€neBamm
TEpaneBTHYHU KypCOBE, BKIIIOUUTEIHO CXeMH, Oa3upanu Ha 6oprezomub. Menuanarta
MPEeXKMBAEMOCT B Tpymara Ha jeuenue ¢ B+M+P e 56,4 mecera, B cpaBHeHue ¢ 43, rpymnara Ha
nedenne ¢ M+P. Pesynrature 3a epukacHocTTa ca mpeactaBeHu B Taomuma 11: /))
Tabnuya 11: Pe3yrimamu 3a eghuxacHocm cied KpAuHOMO aKmyaiusupane H@mume 3a
npedicugsemocm 8 npoyusare VISTA A
Kpaiina Touka 3a epukacHoct B+M+P V M+P
n=344 _\ n=338
Bpeme 10 nporpecust '\2
CGurins 6p. (%) 101,6’9 152 (45)
Memuana (95% CI) 20,7 mQ ,6;24.7) 15,0 mo (14,1; 17,9)
Koepuuuent Ha puck® 0,54
(95% CI) (0,4; 0,70)
p-CTOMHOCT® Q) 0,000002
IpexunsseMocT 6e3 mporpecust v
Cwourus op. (%) ‘Z/ 135 (39) 190 (56)
Menuana® (95% CI) Of 18,3 mo 14,0 mo
QJ (16,6; 21,7) (11,1; 15,0)
Koeguuuent Ha puck® @ 0,61
(95% CI) (0,49; 0,76)
p-cTorHOCT® ,(O 0,00001
0012 npeKuBAEMOCT™ J&‘
Cwourtus (cMbpT) Op. (%) O 176 (51.2) 211(62.4)
Menauana® (95% CI) \&- 56,4 mo 43,1 mo
(52,8; 60,9) (35,3;48,3)
Koeguuuent Ha puck® & \ 0.695
(95% CI) ‘% (0,567; 0,852)
p-cToifHOCT® ,\A 0,00043
CreneH Ha nosnmmacsv
[Nonynanus” n=668 Q n=337 n=331
CR®n (%) Q 102 (30) 12 (4)
PR®n (%) 136 (40) 103 31)
nCR n (%) ‘2\ 5() 0
cmmam@l 238 (71) 115 (35)
P-CTOMHQET <101
HaMa.n@ya‘He Ha cepyMeH M-nIpoTenH
[Tom ug* n=667 n=336 n=331
>=90% 1 (%) 151 (45) 34 (10)
Me 10 Ha4YaJ10 Ha noBJausABane npu CR +
}\/le)maHa 1,4 mo 4,2 mo
Menmnana® Ha IPOABJIKUTETHOCT HA
MOBJIMSIBAHETO
CR® 24,0 mo 12,8 mo
CR+PR® 19,9 mo 13,1 mo

Bpewme g0 cnenpaiia tepanus

28




Kpaiina Touka 3a epukacHoct B+M+P M+P

n=344 n=338
Cwourus op. (%) 224 (65,1) 260 (76,9)
Mennana® 27,0 mo 19,2 mo
(95% CI) (24,7, 31,1) (17,0; 21,0)
Koepuuuent Ha puck® 0,557 b’b
(95% CI) (0,462; 0,671) Q/
p-cToifHOCT® < 0,000001 o\
a N3uucnena mo merona Ha Kaplan-Meier \<

o KoeduimeHTsT Ha pHCK € N34KCIIeH Ha Oa3aTta Ha MPOMOPIHOHATHO-pUCKOBUS MoJien Ha Cox; aanTupaH

3a cTpatuduKaoHHu (akTopu: f2-MUKpOrI00yInH, andymuH 1 paiion. KoepuuneHtsr Ha pHC@-HI/IC’LK oT
1, coun mpeaumctBo VMP %

i Howmunanna p-cToifHOCT Ha 0a3aTa Ha CTpaTU(UIMPaH JOTapUTMUYHO TpaHchopMupan penkos (log-
rank) TecT, aTanTHpaH 3a CTpaTH(GUKAUOHHH (pakTOpH: B2-MUKPOTTOOYITHH, aIOYMUH U ﬁ@

r p-cToitHocT Ha yectoraTta Ha otroBop (CR+PR) ot Xu-kBagpar tecra Ha Cochran tel-Haenszel,
aJlanTHpaH 3a CTpaTu(UKaINOHHN (HaKTOpH

A [Momynamusita ¢ OTTOBOP BKJIIOYBA NAMEHTUTE C U3MEPUMO 3a00JIsIBaHE B H TO Ha MPOYYBAHETO

¢ CR = IIwnen otroBop; PR = Yactuuen orrosop. Kpurepun na EBMT (EB CKa rpyna 3a KpbBHU U
KOCTHOMO3BYHHU TPaHCIUIAHTAINN)

" Benuky parIoMu3upaHy MalMeHTH Che 3a00sIBaHe Ha OTACIUTETHA TeMa

" JlaHHUTE 32 MPEXUBSIEMOCTTA Ca aKTyaJU3UPAHH C MEIMaHa Ha Tiep, @ Ha nipocnensaBane 60,1 Mecena

mo: Mecenu
CI- noBepuTeneH HHTEPBAT Q/O

Hayuenmu, nodxodﬂmu 3a mpaHcniarmayus Ha Cmeojiosu @nku

[IpoBenenu ca nBe paHIOMU3UPAHH, OTKPUTH, MHOTOLEHIPOBU Pa3a Il npoyusanus (IFM-2005-01,
MMY-3010) 3a onieHka Ha 6e30MacHOCTTA U €PUKACHOCTTA HA OOPTE30MHO B TBOWHU U TPOWHH
KOMOWHAIINY C APYTH XUMHUOTEPATICBTHYHH CPEJIC aTO MHIYKIMOHHA Tepays MPean
TPaHCIUIAHTALMS HA CTBOJIOBU KJIETKU TPH MaI] C HEJIEKyBaH MYJITHIUIEH MHUEJIOM.

B mpoyusane IFM-2005-01 6opte3omub B KO&/]H&HI/IH ¢ nexkcameta3oH [BDx, n = 240] e cpaBHeH ¢
BUHKPHUCTHH-IOKCOPYOULIMH-IEKCaMeTa3 @\7 DDx, n = 242]. [Tanmentute B rpynata Ha BDx ca
MpEeMUHAIHN YeTupHu 21 -THEBHU LUKBIA KH OT KOUTO BKJIIOUBa Gopre3omut (1,3 mg/m?, npunoxken
BEHO3HO J[Ba IBTH CEIMUYHO Ha JICH , 8 1 11) 1 mepopajiHo MPHIIOKEH JekcaMeTa3oH (40 mg/neH
B auute 1 10 4 u B nHUTE 9 10 12, nu 1 u 2, kakTo B gaUTE OT 1 10 4 B mukuu 3 u 4).

ABTOJI0KHA TPAHCIUIAHTAITUS ;QQBOHOBH KJIETKH € HarpaBeHa Ha 198 (82%) u 208 (87%) manuenTn
CBOTBETHO B I'PYIIUTE Ha JIE e ¢ VDDx u BDx; 60nIIMHCTBOTO OT MAI[EHTUTE ca MIPEeMUHAIH
eaHa TpchnnaHTauHOHHadﬁ\ouenypa. Jemorpadcknre XapakTepUCTHKH HA MAITUSHTUTE W U3XOTHUTE
XapaKTEepPUCTUKH Ha 320 AHETO Ca CXOJIHU B JIBETE TEPaleBTUYHU I'pynu. Menuanarta Ha Bb3pacTTa
Ha MalUeHTUTE B MPQ eto e 57 ronunu, 55% ca mpxe u 48% OT marMeHTuTe ca ¢
BHCOKOPHUCKOBH 1T HETUYHU MapKepu. Meananata Ha IpOIbIKUTEIHOCTTA Ha JieueHueTo € 13
cenmuIy 3a rpynara Ha VDDx u 11 ceqmunu 3a Tazu Ha BDX. Menuanara Ha Opost Ha IIUKITUTE,
KOHUTO ca nonyazsm JBETE TPYyIH, € 4 UKBIIA.

H’BpBI/I‘IH @(paﬁHa TOYKa 3a e(bI/IKaCHOCT Ha IPOYYBAHCTO € NOCTUHAYKIIMOHHATA YCCTOTA HA

OTrOBO +nCR). HabronaBa ce cTaTUCTUYECKH 3HAYMMA Pa3JIKa [IPH ITbITHA PEMUCHSHIIOUTH
II'BJTH ucus (CR+nCR) B nos3a Ha rpynara Ha JiedueHue ¢ 60pTe30MUO B KOMOHMHAIIS C
ae Ta30H. BTopruHNTE KpailHN TOUKHM 32 €UKACHOCT BKIIIOYBAT YECTOTA HA OTTOBOP CJIE]

iaatanus (CR+nCR, CR+nCR+VGPR+PR), npexxuBsemoct 6e3 mporpecus u o01a
sxussieMocT (Overall Survival, OS). OcHOBHHTE pe3y/ITaTH 3a €PUKACHOCT ca MPEICTABCHH B

Q‘a@mua 12.
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Tabauya 12: Pezynmamu 3a eghuxachocm om npoyusane IFM-2005-01

Kpaiinu Touxn BDx VDDx OR; 95% CI;

P croiinoct?

N=240 N=242

TFM-2005-01 (ITT monynarms) | (ITT monynarwst) .
RR (creo unoyxkyus) ‘O
*CR+nCR 14,6 (10,4; 19,7) 6,2 (3,5; 10,0) 2,58 (1,37; 4,85); 0
CR+nCR+VGPR+PR 77,1 (71,2; 82,2) 60,7 (54,3; 66,9) | 2,18 (1,46; 3,24); <001
% (95% CI) A
RR (0neo mpancnianmayus)’ N
CR+nCR 37,5 (31,4; 44,0) 23,1 (18,0;29,0) | 1,98 (1,33; Q‘S); 0001
CR+nCR+VGPR+PR 79,6 (73,9; 84,5) 74,4 (68,4;79,8) | 1,34 (0,8%=2,05); 0,179
% (95% CI) N

CI = nosepurenen narepsar; CR = mbiien orroBop; nCR = 61130 110 BJI€H OTTOBOP; ITTI—)9‘t‘ént to treat; RR-

4ecToTa Ha OTTOBOPA;
B = 6oprezomud; BDx = 6opTe3omud, nekcameTta3oH; VDDX = BHHKPUCTHH, HOKCO@I/IH, JIEKCaMETa30H;

VGPR = mHOro 106Bp yactuueH orrosop; PR = gactuuen orrosop; OR = cboTHO € Ha [LIaHCOBETE;
* [IspBuuHa KpaiiHa Touka
a CBOTHOIICHNE HA IIIAHCOBETE 3@ YECTOTH Ha OTrOBOpa Ha 06azaTta Ha 00 CHOTHOLICHHUE Ha IIaHCOBETE

n3urcieno no Mantel-Haenszel 3a ctpatudunupanu Tabauimy;, p-CTOﬁHOCTV@ tecta Ha Cochran Mantel-
Haenszel.

6 OTHacsl ce 3a 4eCTOTa Ha OTrOBOP Clie/l BTOpa TPAHCIIAHTALIUS allMeHTH, MOJTYYHIId BTOpa
tpancmanTanust (42/240 [18%] B rpynara na BDx u 52/242 [21%)] BQH&T ana VDDx).

benexka: ChOTHOIIICHHE Ha IAHCOBETE > | COYM MPEANMCTBO 32 @yx HMOHHATA Teparus, ChIbpiKalia

6opre3omuo.

B npoyuBane MMY-3010 UHIYKITMOHHOTO JICUCHHUE C @pTe30MH6 B KOMOHMHAIUS C TATHIOMUI 1
nexcamera3oHn [BTDx, n = 130] e cpaBHeHO ¢ Tany, un-aexkcamerason [TDx, n = 127].

[Tanuentute B rpynata na BTDx ca npemunanu 4-ceIMHUYHHU ITUKBJIa, BCEKH OT KOUTO BKJIIOYBA
ooprezomu6 (1,3 mg/m?, IpuoKeH aBa IbTH CEAMUYHO Ha fieH 1, 4, 8 u 11, mocnensan ot 17-1HeBeH
TIepHo]T Ha TIOYMBKA OT JcH 12 1o neH 28), I[e@MeTawH (40 mg mpuIIoKEeH IMepopaTHoO B THUTE OT

1 mo4usaaure or8 g0 11) u TaJ‘II/I,Z[OMI/I,tﬁ)I/IHO)KCH nepopanHo B 7o3a 50 mg AHEBHO B AHUTE 1-
14, yBennuena Ha 100 mg B guute OT.}S&, nen koeto Ha 200 mg IHEBHO).

MAIUEHTUTE CHOTBETHO B IPYITUTE TDx u TDx. [lemorpadcknure XapakTepUCTHKU HA TTAIIUCHTUTE
Y U3XOJHHUTE XapaKTEPUCTUKHU Ha 3a00JIIBAaHETO Ca CXOJIHHU B JIBETE TePAeBTUYHY Irpynu. MeauaHnaTa
Ha BB3pacTTa HA MAI[MCHTUTE
cupsmo 98% ca ot Ostata
MAIUCHTUTE Ca [IUTOICH
rpynara Ha TDx. Men
Opost IPEeMHUHATH TIH

Enna aBTONMOXHA TpaHCIIaHTALUA @OHOBH KieTku e HarpaBena Ha 105 (81%) u 78 (61%) ot

ute Ha BTDx u TDx e cboTBeTHO 57 cupsamo 56 rogunu, 99%

n 58% cnpsamo 54% ca mexke. B rpynata Ha BTDx 12% ot

0 Kiacu(UIMpaHd KaTO BUCOKOPUCKOBH crIpsiMO 16% OT manueHTuTe B
a Ha TIPOABIDKUTEIIHOCTTA HA JIeUeHneTo ¢ 24,0 ceaqMuIy, a MenraHara Ha
a ieyenne ¢ 6,0 U Te ca CXOIHU 32 BCUYKH TEPAIIEBTUYHU TPYIIH.

MHIYKIUS U C pancrutanTtanus (CR+nCR). Cratuctuuencku 3naunMa pasnuka npu CR+nCR e

[IbpBUYHUTE KD ﬁgTqun 3a e()KACHOCT B IPOYYBAHETO Ca CTEIICHUTE Ha MOBIHIBAHE CIIE]T
Ha6nIo;[aBa?Enon3a Ha rpynara Ha 00pTe30MUO B KOMOMHALMS C IEKCAaMETa30H U TATUIOMHUI.

Bropuun paifHu TOYKH 32 €(PUKACHOCT BKIIFOYBAT MPEXKUBsIEMOCT Oe3 mporpecus u OS.
OcHOBHfITE pe3ynTaTy 3a ehpUKaCHOCT ca MpecTaBeH: B Tabumna 13.
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Tabauya 13: Pezynmamu 3a egpuxachocm om npoyusane MMY-3010

Kpaiinu Touxn BTDx TDx OR; 95% CI; P value?®
MMY-3010 N=130 (ITT N=127 (ITT

TIOITYJIAITHS ) TTOITYJTAIINs) .
*RR (cred unoykyus) ‘O
CR+nCR 49,2 (40,4; 58,1) 17,3 (11,2; 25,0) | 4,63 (2,61; 8,22); %~05001°
CR+nCR+PR % (95% CI) 84,6 (77,2; 90,3) 61,4 (52,4;69,9) | 3,46 (1,90; 6,27)~30,001*
"RR (cneo mpancnaanmayus)
CR+nCR 55,4 (46,4; 64,1) 34,6 (26,4; 43,6) | 2,34 (1,42; @), 0,001a
CR+nCR+PR % (95% CI) 77,7 (69,6; 84,5) 56,7 (47,6; 65,5) | 2,66 (1,55@57); <0,001*
CI = nosepurenen narepsar; CR = mbien orroBop; nCR = 61130 1o meien orrosop; ITT-Int ) treat; RR-

4yecToTa Ha 0TroBopa; B = 6opre3omusd; BTDx = 60pTe30Mu0, TaTHI0MHUI, IeKCAMETa30H; T’&‘ = TaJIuJOMHU/I,
nekcamerazoH; VGPR = muOro 100sp yactuueH orrosop; PR = wactuuen orrosop, OR =ﬂ§ HOILIEHUE Ha
[IaHCOBETE;

" [IspBUYHA KpaiiHa TOUKa \z\
a CbOTHOIIIEHHE Ha IIIAHCOBETE 3a YeCTOTH Ha OTrOBOpa Ha Oa3aTa Ha OOMIOT! THOIIIEHWE Ha MaHCOBETE
n3uncieno no Mantel-Haenszel 3a ctpatuduiupann Tabauim; p-CTOMHOCTH 11O na Cochran Mantel-

Haenszel. @
Benexka: ChoTHOLIEHHE Ha IIAHCOBETE > | COYM NPEAUMCTBO 32 HHAYKIIHO, a Teparus, ChIbpiKalla
6oprezomuo. /b

Kiauangna e(bI/IKaCHOCT OpH peuruaAnBHUPaAI UJIN ped)paKTepeH M@I/IHHGH MHEJIOM

BeszonachocrTa u epukacHocTTa Ha GOPTE30MUO (I/IH)KGKTI/ngII/IHTpaBeHOSHO) ca OWITK OICHSIBaHU B 2
NpOyYBaHUs NPH MPENOPHUUTENHA 1032 1,3 mg/m?: B p MU3UPAHO, CPABHHUTEITHO NIpOoy4BaHe (aza
III (APEX) cipsimo nekcameTa3oH mipu 669 manueHTn LUIWB UIH pedpaKTepeH MYJITHUILUICH
MUENOM, KOUTO ca Mody4aBanu 1-3 npeauiHu Tepa@TI/I‘lHI/I JUHMY U ¢ eqHO npoyuBaHe ¢a3za Il ¢
etHO pamo npy 202 NaIMeHTH C PELHAUB WK pe@PakTepeH My/ITHIUICH MHEIIOM, KOUTO ca
MOJTyYaBajIl Hai-MajIKo 2 MpeJuIIHI TepaneBTl@H JIMHUY U TIPU KOUTO 3a00JIIBAaHETO €
MIpOrpecupaio Npy NociaeHaTa UM Tepanusl.

B npoyuBaneto (aza III neuenuero ¢ 0{{90MM6 € JOBEJIO JI0 3Ha4YMMO yabJkaBaHe Ha BJIII,
3HAYMMO yJIbJKaBaHe Ha MPEXKHUBSIEMOCTFA U 3HAYMMO I0-BUCOKA CTETNEH HA OTTOBOP B CPaBHEHUE C
JICYEHUETO C IeKCaMeTa30H (BXK. Ta @m 14) npu BCUYKY NAIIMEHTH, KAKTO U MPH MAllUEHTUTE, KOUTO
ca rosy4aBajiii 1 mpeauinHa Tepa n4Ha TuHUA. KaTo pe3ynTar oT mpenBapUTenHO IUTaHuPaHUs
MEKIMHEH aHAJH3, IEIEHHETO £ ISKCaMETA30H € OMJI0 MPEKBCHATO T10 MPENopbKa OT KOMUTETA 32
MOHUTOPHHT Ha JAaHHUTE U H3 BOMUYKHU MALUCHTH, PAaHIOMHU3UPAHH Ha JEKCAMETa30H, € Ont
MpeIoKeH 60pTe30MHO B %CI/IMOCT oT craryca Ha 3abossiBaHeTo. [lopaau ToBa paHHO
pEeMHUHABaHe, CpeaHaTa %LJ‘DKI/ITGJ‘IHOCT Ha MpocieAsBaHe 3a MPEKUBIEMOCT Ha MALUEHTHUTE € 8,3
Mecena. Kakro npu naﬁsme, KOHTO ca Omin pedpakTepHHU Ha MOCIIEAHATa CH TEPANIeBTUYHA
JUHYS, Taka ¥ IPU 1@, KOWTO He ca Omnn pedpakrepru, OS e Ouiia 3HAYUTEITHO MO-TBJITa U
CTeIleHTa Ha OTro@ On1a 3HAYMMO TIO-BHCOKA IPH TpyIaTa Ha 60pTe30MHO.

Ot 669 BKITIO naruenTu 245 (37%) ca 6unu Ha BB3pacT 65 TOAMHU U MO-Bb3PaCTHH.

[TapameTtp a oTroBopa, kakro u BJII1, ocTaBar 3HAYUTENHO MO-100pH 32 OOPTE30MUO HE3ABUCHMO
OT BB3pag{T?. Bbrpekn u3XoaHNTE HUBA Ha 2-MUKPOTIIO0Y/IMHA, BCHYKH TTApaMETPH Ha
e(l)I/IKacﬁ(y:TTa (BAIT u OS, xaKTo U CTEIEHTa Ha OTTOBOP)

ca 614@3Haqmenﬂo NnoJO0peHH NP MALMEHTUTE, JIEKYBaHU ¢ 0OPTE30MHO.

nomyanusTa pedpakTepHu MalUeHTH B Mpoy4dBaneTo (asa Il oTroBopuTe ce onpenensr ot
MuUcHsTa 3a He3aBucuM nperiies (Independent review committee, IRC), a kputrepuute 3a OTTOBOP
%a Te3u Ha EBpormeiickara rpyma 3a KOCTHO-MO3bUHA TpaHCIUIaHTanud. CpenHaTa NpeKUBIeMOCT Ha
BCHUYKH BKJIFOUCHHU NaIeHTy ¢ 17 mecena (mHTepBat ot < 1 mo 36+ Mecena). Ta3u npexxuBseMocT e
MO-ToJIsIMa OT cpeHaTa 6 10 9-MeceuHa MPEKUBSIEMOCT, OUYaKBaHa 3a M0/[00HA IOy AV TAIUeHTH
OT KOHCYJITHpAIIUTE KIMHUYHM U3cienoBaTenu. Upe3 My aTHBapHUallMOHEH aHaJU3 MOJy4YeHaTa CTereH
Ha OTTOBOp € HEe3aBUCHMA OT THUIIAa MHUEJIOM, CTaTyca Ha M35Ba, CTaTyca Ha JieNieus Ha Xxpomo3oma 13,
niu Oposi, MU TUTIA Ha TIPEIUIITHATE JIedeHns. [laimeHTuTe, KOUTO ca MONYYHiIH 2 10 3 IpeAnITHI
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TEpaneBTUYHM PEKUMa UMaT CTETeH Ha oTroBop oT 32% (10/32), a manueHTHTe, KOUTO Cca MOIYyYNUIN
noBeye OT 7 TepaleBTUYHU PEKUMa UMAT CTereH Ha oTroBop ot 31% (21/67).

Tabnuya 14: U3x00 na 3abonseanemo npu npoyusanus @aza Il (APEX) u @aza Il

da3a 111 ®a3za 111 da3a 111 da3za Il
1 npeanmHa > 1 npepuHa !b
Benuku manueHTH TepaneBTHYHA TepaneBTHYHA ﬁnmﬂ
JIMHHSA JIMHHUS WHUH
Crourus, B Dex B Dex B Dex ANX B
CBLPIAMH ¢ n=333" | n=336" | n=132" | n=119* | 0=200" | n=2 n=202"
BpeMeTo R
189° ‘ : . 5 ;
TTP, nuu [148 106 212 169 148 8 210
[95% CI] 211]’ [86, 128] | [188,267] | [105,191] | [129, 192] n@t, 107] | [154, 281]
[Ipexussemoct ‘2\ -
1 roquna, % 80" 66" 89" 72" 7 62 [53,71]
[95% CI] [74,85] [59,72] [82,95] [62,83] [64 60
Haii-noosp B Dex B Dex \V Dex B
otrosop (%) n=315" n=312" n=128 n=110 ,@ém n=202 n=193
CR 20 (6)° 2(<1)° 8 (6) 2(12) nax12(6) 0(0) (4)**
CR+nCR 41 (13)° 5(2)° 16 (13) 4 (4)/]7:/ 25(13) 1(<1) (10)**
CR+nCR+PR 121 (385 | 56 (18)" 57 (45)" 29 (@v 64 (34)° 27 (13)° 27)**
CR+nCR+
PRAMR 146 (46) 108 (35) 66 (52) .4QO41) 80 (43) 63 (31) (35)**
Mennana Ha .>g/
NPOAbJKHTEH ~
ocTTa
Juau (mecenn) 242 (8,0) | 169 (5,6) 246«(9\% 189 (6,2) | 238 (7,8) | 126 (4,1) 385%
Bpeme no Q/
0TroBOP @
CR+PR (mun) 43 43 N 44 46 41 27 38*

a

6

rpyna ITT — rpyna Ha BKJIIOUBaHE Ha
croiHoCT Ha P oT CTpaan)HquaH'lZ&r

&pam/m

ank TECT; aHAJIM3BT IO JIMHUU Ha TCPAIIUA U3KITI0YBa

cTpaTHU(UKANKA 32 HCTOPUATA Ha Jieue =0.0001
MEHTH, KOUTO UMaT U3MEpUMO 3a00JIsiBaHe Ha U3XOHO HUBO U ca
MOJTYYIJIM Hali-Mayko 1 103a OT U3NUTBaHMS JIEKapCTBEH HPOAYKT

B

T

cToiiHOCT Ha P
(akTOpH; aHAU3BT IT

5

NA = He e npuIOKeH

CR+PR+MR **CR=

rpyma Ha OTTOBOP, BKIIIOYBAII

ot Tecta C
0 JTUHHAHA

o, N

TTP = Bpeme 110 iporpe

CI = noBepuTelieH UH
L = 6opte3omutd; D

a1

CKCaMCTa30H

CR = mriien otrorop; nCR = 611130 0 IBJICH OTTOBOP
PR = qaCTqur@ 0Bop; MR = MuHUMaJeH OTTOBOP

rn Mantel-Haenszel Xu-KBagpaT TecT, aAaNTHPaH 3a CTpaTu(UKALUOHHA

parus N3KII0YBa CTpaTH(UKANUS 3a UCTOPHATA Ha JICYCHNE
(IF-); nCR=CR (IF+)
€ OIICHSBAaHO

IIpu npoﬂ%@He ¢aza Il manreHTHTE, KOUTO HE Ca MOTYYHIH ONITUMAJICH OTTOBOP OT CAMOCTOSITEITHO

nequH(g
oopt
M

0OpTE30MHUO, ca UMaJIH B3MOXHOCT Ja TIOJIy4aT BUCOKH JIO3H JIeKCaMEeTa30H ChbBMECTHO C
n0. [IpoTOKOTBT O3BONISABA MAIIMEHTHUTE I TTOJIYYaBaT AEKCaMeTa30H, aKO ca UMaJH I10-
OT ONTUMAJIHHS OTTOBOP Ha OOPTE30MUO caMocTosTeNIHO. OO0 HA 74 OICHUMHM MAI[UCHTH €

araH JIcKCaMeTa30H B KoMOuHaIust ¢ 6opre3oMu0. 18% OT marMeHTUTe MOCTUraT UM UMaT
Q noopen orroBop [MR (11%) nmu PR (7%)] ¢ KOMOMHHpPAHOTO JIEUEHUE.

Knunuuna ed)MKCZCHOCWl Ha 60[)7}’1630]1/1146, NPUTIOHCEH nOOKOOfCHO, npu nayuermu c peuudueupaﬂ/

z)ed)pakmepey MYAMUnieH Mueiom

BeszonacHocTTa U ehpukacHOCTTa Ha GOPTE30MHUO ca OIICHEHH B OTKPUTO, paHaoMu3upano, ®aza I11
HPOYyYBaHE 3a CHIIOCTABUMOCT Ha OOPTE30MHO, TIPHIIOKEH MOJKOKHO B CPABHEHHE C HHTPABEHO3HO
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npuiioxkeHue. B mpoyuBaHeTo ca B3enu yyactue 222 ManueHTH ¢ peluanBupa/peppakTepeH
MyJITHIUIEH MUEJIOM, PAHIOMU3KMPaHH B ChoTHOIIEHKE 2:1 1a npuemar 1,3 mg/m? 6opre3oMub mo
MOJIKO’KEH WJIM MHTPABEHO3EH ITHT Ha TPUJIOKEHHE 3a 8 MKbIa. Ha manuenTuTe, KOUTO He ca
MOJTyYHJIM ONITUMAJICH OTTOBOP (IT0-MaJIKO OT IIbJicH oTroBop [CR]) Ha TepamnusTa ¢ 60pTe30MHO Ciie
4 UKBIIa, € TTO3BOJICHO JIa MpUeMaT Jekcamera3oH 20 mg JHEBHO B JICHS Ha MPUIIOKCHUE Ha
0ote30MuO 1 Ha ciieBainys AeH. [lanueHTrTe ¢ U3X0/Ha CTEIeH Ha nepudepHa HeBponaTus > 2

Opoii Ha TpomOoIuTHTE < 50 000/p] ca m3xmouenn. Q6o 218 nanueHTH ca MoJyIeKaIn Ha OIle a

OTTOBOpAa. Q

[Ipoy4BaHeTO € MOCTUTHAIO OCHOBHATA CH I1eJ 38 CHIIOCTABUMOCT Ha OOIIHS OTTOBOP (CR@R’% cien

4 nuKbIIa HA Tepanus ¢ 0OPTe30MHO KaTo CAMOCTOSITEITHO CPEJICTBO C MTOJIKOKEH U UHTP 03CH BT
Ha npuioxenne, 42% u B qeete rpynu. ChINO Taka BTOPHYHUTE Pe3yTaTh 3a edhuka T, CBbp3aHa
C OTTOBOpA U C BPEMETO JI0 CHOUTHE, ITOKA3BAT CHBMECTHMH PE3YJITATH 32 MOJIKOXK WHTPABEHO3HO
npuwioxenue (Tabmuma 15). /))
Tabnuya 15: Obodbwenue na ananuzume Ha eQUKACHOCH, CPABHABAUU nodx@o U UHMPABEHO3HO
npusodxcenue Ha bopmezomud A
PaMo Ha HHTpaBeHO3HO aMo Ha MOJKO0KHO
TPHJI0KEeH 60pTe30Mn6,\Q!npm10meH oopTe3omMud
Iomynanus, mMo3Jjieskamna Ha OLeHKa Ha n=73 fb'\z n=145
0TroBoOpa N
YecToTa HA 0OTroBOpHTE NpU 4 NUKbJIA QU
n (%) 31 (42) 61 (42)
ORR (CR+PR) Q
p-cTOMHOCT? Q 0,00201
CR n (%) 6@ 9 (6)
PR n (%) (34) 52 (36)
nCR n (%) N5 9 (6)
YecToTa HA OTrOBOpHTE NPU 8 HUKbJIA )
n (%)
ORR (CR+PR) <D 38 (52) 76 (52)
p-CToiHOCT? Al 0.0001
CR n (%) "¢ 9(12) 15 (10)
PR n (%) O 29 (40) 61 (42)
nCR n (%) & 7 (10) 14 (10)
ITT nonynauus’® N n=74 n=148
TTP, mecenu @ N 9.4 10.4
(95% CI) (7,6; 10,6) (8,5;11,7)
Koegumuent Ha puck (9 %I)B 0,839 (0,564; 1,249)
p-croitroct? la) 0,38657
IIpesxxuBsieMocT 6e3@1\5rpecnﬂ, Mecenu 8,0 10,2
(95% CI) (6,7;9,8) (8,1; 10,8)
Koedumuent H@I/ICK (95% CI)* 0,824 (0,574; 1,183)
P-CTOMHOCT' ¢y 0,295
1-roaumn ma npexussieMoct (%)" 76,7 72,6
(95% CHA (64,1; 85.4) (63,1; 80,0)
a LerbitHOCTTa Ce OTHACS /10 XMIIOTE3aTa 3a CHIOCTABUMOCT (non-inferiority), ChIriIacHO KOATO paMOTO Ha
Ioxa QO MOPUIIOKCHUEC TOAAbPIKA MUHUMYM 60% ot yecToTaTa Ha OTrOBOPHUTE B paMOTO Ha UHTPABCHO3HO
1Ip,

eHHE.

8 \g' 222 maIyeHTH ca ce 3alliCcalld 32 Y9acTHE B IPOy4YBaHeTo; 221 malMeHTH ca JISKyBaH! ¢ O0pTe30MUO
Q/ KoedumnueHTsT Ha prck e n34ncieH Ha 6a3ara Ha Mozena Ha Cox, aganTHpaH 3a cTpaTH(OUKAINOHHH
%amopn: cTagupane o MexyHapoaHara cragupamnia cucrema (ISS) u Opoit Ha npequIHNTE TepareBTHIHN
JIHUH.
r JloraputmMu4HO TpaHcHOPMHUPAH PAHKOB TECT, aJANTHPaH 3a cTpaTH(HUKAINOHHH (HaKTOPHU: CTaIUpaHE 10
ISS u 6poii Ha TpeTUTIITHATE TEPATIEBTUYHH JTUHUH.

A CpennHara NpoabJDKUTEHOCT Ha TipocieasBaneTo ¢ 11,8 mecena.
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Kombunupano neuenue bopmeszomud ¢ necuiupan aunozomen 0okcopyouyun (npovusane DOXIL-

MMY-3001)

[Ipu 646 manyeHTH € IPOBEACHO paHaoMHU3UpaHo npoyusane ¢asa Ill, ¢ mapanenHu rpymu, OTKPUTO,
MHOTOLICHTPOBO 3a CpaBHEHHE HA 0€30MacHOCTTa 1 e(pUKAaCHOCTTa HAa OOPTEe30MHUO, MpHUIarad B
KOMOMHANUs C METWIMPaH JIMIIO30MEH JOKCOPYOULIMH, B CpaBHEHUE ¢ OOPTE30MUO MOHOTEPAITUS @
MAIUEeHTH C MYJITUILIEH MUEJIOM, KOUTO Ca MOJXYYHIN Hali-MaJlKo eIHO MpeIecTBAIO JeUeHHe %
ca Iporpecupai, I0KaTo ca IMoJlydyaBalld aHTPAUKINH OazupaHa Tepanus. IIbpBuuHara kpait

Touka 3a edukacHocT ¢ TTP, nokato BropuyHHTE KpaitHu TOUKH 3a euracHocT ca OS u O R+
PR), 6a3upaiiku ce Ha kpurepuure Ha EBporelickara rpymna 3a KpbBHH ¥ KOCTHOMO3bYHH O
tpancmnantauuu (EBMT). Q

MPEXIEBPEMEHHOTO MPHUKIIIOYBAHE HA IPOYYBAHETO 110 OTHOIIIEHHE Ha e(hUKACHQ . To3u
MexauHeH ananu3 nokassa TTP HamansBane Ha pucka ¢ 45% (95% CI; 29-57%, p< 0,0001) npu
MalMEHTH, JIEKyBaHU ¢ KOMOMHHUpaHa Tepanus O00pTe30MUO U MEernIupaH JIn MEH JJOKCOPYOHIIHH.
Cpennoro TTP e 6uro 6,5 Mecenia mpy MarMeHTHTE, JIEKYBaHU ¢ OOPTE30M OHOTEpanus, B
cpaBHeHHe ¢ 9,3 Mecena Ipyu MaMEHTH Ha KOMOMHUpPaHa Tepanus 0opTe 0 1 meruaupan
JIUIO30MEH ToKcopyOumuH. Te3n pe3ynTatu, Makap U HEI'bJIHH, TIPE ABaT OKOHYAaTEITHU
aHanu3, ne(UHUPaH 1O MPOTOKOJI. ”)

KpaitausaT ananuz va OS, mpoBeicH 32 MeIMaHa Ha MPOCIIe/IsB ,0 TOJTMHU, HE TIOKa3Ba 3HAUUMa
pasnuka B OS MexIy ABeTe rpyIy Ha JieueHne. Mennanara Haﬁ e 30,8 mecena (95% CI; 25,2—

36,5 Meceria) 3a HAIIMEHTH HA MOHOTEpaIus ¢ 0opTe30MUO I/QG,O mecena (95% CI; 28,9-37,1 mecena)
3a MAlNMEHTUTE HA KOMOMHUpPaHa Tepamusi ¢ 00pTe30MHUO @oc TIETWIIMPAH JIUTIO30MEH TOKCOPYOHIIHH.

MeskIuHEH aHaIu3, omnpeeiicH 1Mo mpoTokoi (0asupan Ha 249 TTP ciayyast) npea:,?ma

KOM6MHMDCZHCI mepanusi Ha 60Dm€3OMM6 C 06KCCZM€%3OH

[lopanu nurncata Ha NPSIKO CpaBHEHHE MEXIY O@pTe30MHO 1 60pTe30MUO B KOMOMHALIUS C

JIeKCaMeTa30H MPH MAIUEHTH C IPoTrpecupa TUTICH MUEIIOM € TIPOBEJICH CTATHCTUIECKU
MTOJIBOMKOB aHAJIM3, C IIeJT J]a C€ CPABHAT PEIy/ITaTUTE OT paMOoTO 0e3 paHIoMHU3alks Ha O0pTe30MHO B
koMOuHanus ¢ nexcamerason (Paza Il o o mpoyuBane MMY-2045), cipsimo pe3ynTarure,

HOJTy4EHU OT PAMEHATa C MOHOTEPANKA®OPTE30MHUO IPU PA3IMUHU PAHAOMU3MPAHH IPOYYBAHHUS
¢aza 111 (M34101-039 [APEX] u D MMY-3001) pu cwInfaTa MHIUKAITHS.

[ToaBOWKOBUAT aHATIM3 € CTATUCTUYECKU METOI, [IPU KOMTO MAllMEHTHUTE B IpyIaTa Ha JieueHue (Hamp.
6opTesoMub B KoMOHHAIHS ¢ AeKkdAMETA30H) M MALHEHTHTE B KOHTPOJIHATA TPpyTIa (HAIp.

0opTe30Mul) ca CpaBHUMH HOIIICHHUE Ha BIHSACIM (aKTOpH, Ype3 MOA00p Ha MOAXOISIIN TBONKH
YYaCTHUIIM B KIIMHUYHOT! yuBaHe. ToBa cBex/1a 10 MUHUMYM e(DeKTUTE OT HaOIF0TaBaHNUTE
W3XOIHU HECHOTBETCT 1 OLICHKA Ha e(PeKTHTE OT JICUCHHETO, N3MIOJI3BAKH METOIM Ha He-

PaHIOMM3UPAHU J1a

Cro nmBajieceT U ce/teM IBOMKHU OT MOAOOHY MAIMEHTH ca Oy uAeHTU(OUIMPaHd. AHATU3bT ITOKa3a
nomoopeHa ORQ’(CR + PR) (cwroTHOmEHHUE Ha puck 3,769; 95% CI 2,045-6,947, p < 0,001), PFS
(xoedurne '@A pucka 0,511; 95% CI 0,309-0,845, p = 0,008), TTP (xoedunuent na prucka 0,385;
95% CI (lg/[ -0,698, p=0,001), 3a 6opTe30MuUO B KOMOMHAIIUS C IEKCAMETa30H CIIPSIMO OOPTE30MHUO
MOHOTEpaIus.

HaJ@?a € orpanr4eHa uHpopManus 3a MOBTOPHO JeYeHUE ¢ OOPTE30MHUO MTPU HALUEHTH C
TUBUPAJT MYJITUTUIEH MUEIIOM.

poseneHo e otkputo, ®aza Il mpoyusane MMY-2036 (RETRIEVE) ¢ emHo pamo, 3a orieHka Ha
eduKacHOCTTa B OE30MMacCHOCTTa Ha MMOBTOPHOTO JiedeHue ¢ 6opTre3omud. CTO U TpUeCceT MallMeHTH
(= 18 roguHM) ¢ MyJITUIIIEH MUEJIOM, KOUTO Ca TIOCTUTHAIM ITOHE YaCTUYEH OTTOBOP KBM
00pTe30MUO-ChIbpIKallla CXeMa, ca JIeKyBaHH MOBTOPHO MpH mporpecust. JleueHuero ¢ 6opre3oMud
3amo4yBa Hal-Malko 6 Mecela clie]] Kpas Ha MpeaxogHaTa Tepanus ¢ mocjaeaHaTa IoHOCHuMa J103a OT
1,3 mg/m? (n = 93) umu < 1,0 mg/m? (n = 37) u ce npunara B 1uu 1, 4, 8 u 11 na Bcexu 3 ceqMuny B
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MPOJBIDKEHNE HA MAKCUMYM OT 8 IIHKBJIA KATO CAMOCTOSITEITHO CPEJICTBO WIIA B KOMOHWHAITUS C
JIEKCaMETa30H B ChOTBETCTBHE ChC CTAaHIAPTA HA JIeUeHHe. JlekcaMeTa3oH e IpHiIoKeH B KOMOMHAIUS
¢ Oopre3omMu0 npu 83 MalMEHTH B LUK 1, KaTO 32 BCUYKH LIUKJIM Ha TIOBTOPHO JICYCHHUE C
00opTe30MHUO JeKCaMETa30H ca MOIYYMIH U omle 11 marueHTw.

[IppBUUYHaTa KpaiiHa TOUKa € HAal-Z0OPHAT MOTBBPACH OTTOBOP KbM ITOBTOPHO JICUCHUE, OLICHEH /O
CBIJIACHO KpuTepuuTe Ha EBporieiickara rpyna 3a KocTHO-MO3b4uHa TpaHcruanTaius (European p
for Blood and Marrow Transplantation, EBMT). O6miara naii-no6pa uecrora Ha orroBop (CR

KbM NIOBTOpHO JieueHnue npu 130 nmarmentu e 38,5% (95% CI: 30,1; 47,4). &

O

Kinnnnuna eMKacHOCT IIpH HEJIEKYBAaH MaHTelIHoKiIeThueH JumdoM (MCL) Q

[poyusane LYM-3002 e ¢a3za III, panmoMusnupano, OTKPUTO MPOYyIBaHE, CPABHSB éI/IKaCHOCTTa
n Oe30macHOCTTa Ha KOMOMHAINIUATA OT OOPTE30MHUO, pUTYKCcUMao, nukiopocha a;ﬁoxcopy@/nmﬂ u
npeaanszod (BR-CAP; n = 243) ¢ Te3u Ha puTykcuma0, nukiopochamun, 10Ke “%I/IHI/IH,
BuHKpHCTHH U ipenHu3oH (R-CHOP; n = 244) npu Bp3pacTHH MALMEHTH C yBaH MCL (Cranuit
IL, I unu V). [anuenTure B TepaneBTHIHOTO pamo ¢ BR-CAP ca nony4a 60pTe30Muo

(1,3 mg/m* na nen 1, 4, 8, 11, nuu 6e3 npuinoxenue ot 12 1o 21), puryk 6 375 mg/m?
MHTPABEHO3HO Ha JieH 1; mukinodochamua 750 mg/m* UHTPABEHO3HO. eH 1; nokcopyOuIuH

50 mg/m? urTpaBeHo3Ho Ha e 1 u npennuson 100 mg/m? nepop T AeH 1 10 neH 5 o Bpeme
Ha 21-7HEBHUS [TUKBII Ha JIedeHue ¢ 6opre3oMud. Ha nanuenTu ¢ BOP IOKYMEHTHUPAH 3a IbPBU
BT HAa LUKBJI 6 ca JaJeHH ABA AOIBIHUTEIHU LIUKBJIA HA ne%@

[IppBUYHaTA KpaiiHa TOYKa 32 e(hUKACHOCT € Hpe)KI/IBSIeMOC'[@?a nporpecus Ha 6a3ara Ha OIIEHKa OT
Komucusita 3a nesaBucum npernex (Independent Review@mmittee, IRC). Bropuunure xpaitHu
TOYKHU BKJIIOYBAT BpPEMETO A0 mporpecus (time to progigdsion, TTP), Bpemero 10 crnenBaiio geueHue
cpeury nuMdowm (time to next anti-lymphoma treatment, TNT), mpoJbIKUTETHOCT Ha mepuo. 6e3
neuenue (duration of treatment free interval, TFI) a cTernieH Ha noenusiBane (overall response rate,
ORR) u mpien otroBop (complete response, CR@J), obmaTa npexussemoct (overall survival, OS )
Y TIPOJABIDKUTEIIHOCT Ha OTTOBOP. @

Jlemorpad)ckuTe U U3XOTHUTE XapaKTepKQ(I/I Ha OoJecTTa 0OMKHOBEHO ca JoOpe OanaHcupaHu
MEXY ABETE I'PyIH Ha JIEYCHUE: CPE a'BB3pACT Ha MalMeHTHTE € 66 roauHu,74% ca Mbxe, 66%
ca ot Osutara paca u 32% ca a3uaTil % OT TAIUEHTUTE Ca MMAJIH TTOJIOKHUTEJICH KOCTHO-MO3bUYEH
acmypar 1/ WM MOJ0XKHUTEIHA KOCTHO-M03buHa 6uoncus 3a MCL, 54% ot nmanuenTuTe ca numanu
Mexaynapones [Ipornoctruuen Unneke (International Prognostic Index, IPI) pesynrat > 3, a 76% ca
nmanu 3a00JsiBaHe B CTaHN OBKUTEIIHOCTTA Ha JieueHueTo (cpeano = 17 ceamunn) u
NPOABIKUTEIIHOCTTA Ha TP nsBaHe (cpemano = 40 Meceria) ca CpaBHUMH B JIBETE TEPANCBTHYHU
pamena. CpenHo 6 UKD MIPOBEJICHN Ha MALIUEHTUTE U B IBETE paMeHa Ha JedeHue, kato 14% ot
MAIMeHTHUTE B rpymnaTa -CAP u 17% ot manuenture B rpynata Ha R-CHOP ca momyunnu 2
JOITBJIHUTENHU ITUK 0-TOJIIMAaTa 4acT OT MalMEeHTUTE B ABETE IPYMH Ca 3aBbPIININ JIEYCHUETO,
80% B rpymara Ha AP u 82% B rpynara Ha R-CHOP. Pesynrature 3a edukacHocT ca
npeAcTaBeHu B Ta0Muna 16:

Tabauya 1 6‘;@3yﬂmamu 3a eghuxacrocm 6 npoyueare LYM-3002

Kpaiina ;@Q«a 3a BR-CAP R-CHOP
edukadiocr
n: ITRganuenn 243 244
cRuBsieMocT Ge3 nporpecust (IRC)?
{C26umia n (%) 133 (54,7%) 165 (67,6%) HR® (95% C1)=0,63 (0,50;
Cpenno®(95% CI) (meceww) | 24,7 (19,8; 31,8) 14,4 (12; 16,9) 0,79)p-cToitnoct’ < 0,001
CremneH Ha 0TTOBOP
n: OUECHUMH NAUUEHTH 110 229 228
OTTOBOP
Obwy nvien omeosop 122 (53,3%) 95 (41,7%) OR* (95% CI)=1,688
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Kpaiina Touka 3a BR-CAP R-CHOP

epukacHocT

n: ITT manmenTn 243 244

(CR+CRu)® n(%,) (1,148; 2,481)
p-croiirocT*=0,007%

06w omzo6op 211 (92,1%) 204 (89,5%) OR™(95% CI)=h428

(CR+CRu+PR)’ n(%) (0,749;
p-CTOIHQE™%0,275

a B3 ocHoBa Ha onenkara ot Komucusra 3a HezaBucum nperires (IRC) (camo paguonornyan @HI/I).

o OnenkaTa Ha Koe(hMIIMEHTa HA pHCKa ce OcCHOBaBa Ha Mojien Ha Cox, crpaTtuduimpana 1 pHUCK U

craauii Ha 3a0onsBaneTo. Koedurment Ha puck < 1 coun npexumcrso 3a BR-CAP.
" B13 ocHoBa Ha orerku o Kaplan-Meier 3a cTeneHTa Ha IPEKUBIEMOCT MPHU MPOAYKEL.
r B3 ocHoBa Ha Log rank tecr, crpatudunmpan ¢ IPI puck u craaunii Ha 3a6onﬂBaH§;h§

A W3non3Bar ce ctpaTuduuupanu Taduuiy Ha Mantel-Haenszel 3a orieHka Ha 001[0TO/CHOTHOIICHHE Ha
pucka, ¢ IPI puck u ctaaus Ha 3a00JsIBAHETO, KaTO CTPATU()UKAITHOHHH (DAaKTOPH. CLQ@bmeHHe Ha puck (OR)

> | coun npenumcTBo 3a BR-CAP.

¢ Brxurousa Becuuku CR + CRu, ciopen IRC, kocten mo3bk u LDH.

x P-croitroCT o1 XH-KkBagpaT Tecta Ha Cochran Mantel-Haenszel, ¢ IPI u s1 Ha 3a00JIIBaHETO, KaTO
CTpaTU(PHUKANIOHHN (PaKTOPH.

3 Brxurousa Beuuku paaunonornyiu CR+CRu+PR cnopen IRC, He3a3@0 JlaJy € TOTBBPIECHO OT KOCTEH

Mo3bk 1 LDH.

CR = IIbnen otrosop; CRu = ITsnen orrosop, HemoTBupaAcH; PR = q@fH otrosop; CI = JloBepurenex
unrepBan, HR = Koeduuuent Ha puck; OR = CroTHOmenue Ha miancosere; ITT = I'pyna Ha BritouBaHe Ha
Tepamus

MenuanaTa Ha IPEKUBIEMOCT 6€3 IPOTPECHs IO HpeLhe@ Ha uscnenoarens e 30,7 Mecena B
rpynata Ha BR-CAP u 16,1 mecena B rpynara Ha R-CHOP (koeduuuent na puck [HR] =0,51; p <
0,001). CraTuctryecku 3Ha9UMO Troto0perue (p 1) B mon3a Ha rpynara Ha neuenue ¢ BR-CAP
B cpaBHeHue ¢ rpynara Ha R-CHOP e HaOmona B nnpoawpkenne Ha TTP (cpexno 30,5 cipsimo
16,1 mecena), TNT (cpenuo 44,5 cripsimo 24, ena) u TFI (cpexno 40,6 cipsimo 20,5 meceria ).
CpenHata NpoIBIKUTETHOCT Ha ITbJIEH OTroBOP € 42,1 mecena B rpynata Ha BR-CAP B cpaBHeHue ¢
18 mecena B rpynara Ha R-CHOP. Ilpox TEJTHOCTTA Ha TBJIHHS OTToBOp € 21,4 Mecera mo-apira
B rpynara Ha BR-CAP (cpeano 36,5 eha cripsimo 15,1 mecera B rpynara Ha R-CHOP).
OxonuarennusT aHanu3 Ha OS e Ha H CJIe]] IEPHOJ] Ha IPOCIIEIBaHE C MEANaHa OT 82 Mecela.
Mennanara Ha OS e 90,7 mecena 3 nata Ha BR-CAP B cpaBHenue ¢ 55,7 Mecena 3a rpynara Ha
R-CHOP (HR=0,66; p=0,001). HabhtogaBanara kpaitHa Mequana Ha paznukarta B OS Mexay 2-Te
IpynH Ha JIedeHue € 35 MeceuK \

IlamueHTy, JTeKyYBaHU HDGHJA"‘FOBa 3a aMHWJION103a Ha JICKUTC BEPUTH

[IpoBeneno e oTBOpE O{ pannomusupano Paza I/l npoyuBaHe 3a onpesensHe Ha 0€30MaCHOCTTa U

epuKacHOCTTa Ha 30MH0 IPH MAMEHTH, JIEKyBaHH IIPEIU TOBA 32 aMHJION/1032 Ha JICKUTE
Bepuru. [lo BpemeHa npoy4BaHeTo He ca HabII0laBaH! HOBU ChOOpaKeHHS MO0 OTHOIIEHHE Ha
0€30MacHOCTT -CIIEIIMATHO 0OPTE30MHO HE 000CTPs YBPEKAAHUATA HA TAPreTHUTE OpraHu (Chpue,

O0pOpenn u q@ﬁ npo0). IIpu u3cnenoBarencku aHaIu3 Ha eUKacHOCTTA ce choOmana 67,3%
OTrOBOD quTenHo 28,6% MbJIeH OTTOBOP), U3MEPEH M0 XeMaTOJIOTHYeH OTroBop (M-npoTenH)
npu 49 €HHM MAIMEHTH, JIEKYBAHU C MAKCUMAJIHO JOMYCTUMUTE 1034 1,6 mg/m? ceMUYHO U
1,3 JIBa I'bTH CEIMUYHO. 3a KOXOPTUTE Ha TE3H J103H, KOMOMHUpaHAaTa €AHOTOJUIIHA

np emoct ¢ 88,1%.

¢aTprUYHa IOoIyJanus

N\

EBpomnelickaTa areHius no JiekapcTBaTa 0CBOOOXKIaBa OT 3aABJDKCHUETO 32 MIPEJOCTaBsIHE Ha
pe3yATaTUTE OT MPOYYBAHUATA C OOPTE30MUO BHB BCHUKH MOATPYIH HA TICUATPHYHATA ITOITYJIAIHS C
MYJTHIUIEH MHEJIOM U TIPH MaHTEITHOKJIeThueH TruMdoMm (BK. Touka 4.2 3a mH(popMaIus 0THOCHO
ynoTpeba B meauaTpusiTa).
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[Ipoyusane ¢a3za Il, c eqHo pamo, 3a akTUBHOCT, 0€30IMaCHOCT U (PapMaKOKHHETHKA, IPOBEJCHO OT
Children’s Oncology Group, o1ieHsBa aKTUBHOCTTA TpH 100aBsiHE HA O0OPTE30MHUO KbM
PEHHIYKIMOHHA MTOJMXUMHOTEPAIIUS TIPH MeAUATPUYHU U MIIQIA BH3PACTHH MMAIUCHTH C JTUMPOUTHA
3JI0KA4eCTBEHU 3a00sBanus (IpekypcopHa B-kieThuHa ocTpa muMdoOiacTHa ieBKeMus [acute
lymphoblastic leukemia, ALL] ¢ T-knerpuna ALL u T-knersuen numdodiaacted aumpom
[lymphoblastic lymphoma, LL]). E¢exTrBHa cXema Ha perHAYKIMOHHA HOJIUXHUMUOTEPAIIUS Ce /O
npwiara B 3 bioka. Boprezomu6 ce npuiara camo nipu biiok 1 u 2, 3a a1a ce u3derHar HOTeH]_[I/IaJ'@
MPUMOKPUBALLH CE€ TOKCHYHOCTH C €THOBPEMEHHO MPHIIOKEHUS JIEKAPCTBEH MPOAYKT OT biok Q

[IenuusaT orrosop (CR) e onenen B kpas Ha biok 1. [Ipu B-ALL nauuenTtu ¢ penuaus B pgMKHUTe Ha
18 mecerna ot quaroctuttupaneto (n = 27) mpoueHtsT Ha CR e 67% (95% CI: 46, 84); 4-Meceunara
npexussieMocT 0e3 ceoutue e 44% (95% Cl: 26, 62). Ilpu B-ALL nauuenTtu ¢ peuns paMKuTE Ha
18-36 mecena ot quarnocturupaneto (n = 33) mpouentsT Ha CR e 79% (95% CI: 91)u 4-
MeceyHara npexkussieMoct 6e3 croutne € 73% (95% Cl: 54, 85). IIponeHTHT Ha (2? PH TIAIIMEHTH C
epBH peruauB npu T-kneTbuHa ALL (n = 22) e 68% (95% CI: 45, 86) u 4-mMeceudara npexuBsIeMOCT
6e3 croutHe € 67% (95% ClI: 42, 83). OTueTeHnTe JaHHU 3a YUKACHOCT Ce g?aT 3a HEYOeTUTETHU

(BX. TOuKa 4.2). &

140 nmanmentu ¢ ALL minu LL ca BKIro4eHH U OLIEHEHH 3a 0€30I1acHO e/IHaTa BH3pPacT ¢ Omia

10 rogunu (ot 1 10 26). He ca HaOar01aBaHM HOBHM CUTHAJIH 110 OTH ve Ha 0e30MacHOCTTa IPU
N00aBSHETO Ha OOPTE30MUO KbM OCHOBHATA CTAH/IAPTHA XMMHUOT s TP TIeIMaTpUIHA
npekypcopHa B-knerpuna ALL. Creqaure He)kenaHH JeKapeT 9ﬁpeaKHHH (Ctemen > 3) ce
HaOJr0/1aBaT € TI0-BHCOKA YECTOTA MPH TEPANICBTUYHA CXeMa BR)‘IB&HI& O0opre3oMu0, B CpaBHEHHUE C
PETPOCTIEKTUBHO KOHTPOJIHO MpOyYBaHe, PU KOETO OCHOBHALA cxeMa ce Mpuiiara CaMoCTOSITETTHO: B
brnok 1 nepugepna cenzopua Hesponatus (3% crnpsimo O@ uneyc (2,1% cupsimo 0%); Xumnoxcus
(8% crpsimo 2%). Hsima undopmanust 3a Bb3MOXKHU 1T JICTBUSL MJIU 33 TEMIIOBETE HA Pa3BUTUE HA
nepudepHa HeBponaTus B ToBa poyusane. HabnrozaBaHa e mo-Brcoka 4ectora Ha HHQEKIUU ChC
Crenen > 3 weyrponenus (24% cnpsimo 19% npu 1 n 22% cupsamo 11% mpu brok 2), moBurieHa
ALT (17% cupsimo 8% nipu brok 2), xunoxanuentiis ( 18% copsmo 6% npu briok 1 u 21% crpsimo
12% npu bnok 2) u xunonarpuemus (12% cr& 5% mpu brok 1 u 4% cnpsmo 0 ipu brok 2).

5.2 ®apmMakoKMHETHYHM CBOMiCcTBa /@
J

AOcopbuus O¢

Crnen mHTpaBEHO3HO O0ITyC HpMnon\cé_rrme Ha 1031 1,0 mg/m? u 1,3 mg/m? na 11 nauuentu c
MYJTHIUICH MHCJIOM U CToﬁHo&kIha KPEaTHHUHOBHS KIUPBHC MO-BUCOKH 0T 50 ml/min, cpeaHuTe
MaKCHUMAJTHU TUIa3MEHH KO allMy CIIe/ IbpBaTta J103a 60pTe30MHO ca OUIH CHOTBETHO 57 U
112 ng/ml. I1pu nocnens 11034, HAOJII0JaBaHaTa CPEIHN MaKCUMAJIHH IJIa3MCHH KOHIICHTPAIMH
Bapupart ot 67 1o 106 % 3a 1o3a 1,0 mg/m? u or 89 1o 120 ng/ml 3a no3a 1,3 mg/m?.

IIpu npunoxxenue Q{TpaBeHoma OOJTYC WM MOAKOMKHA MHKEKIHA OT 1,3 mg/m’ npu marmenTy ¢
MYJITUIUIEH MuesoM (n = 14 B rpymaTa Ha UHTPaBEHO3HO NpUiIokeHue, n = 17 B rpymnaTa Ha
MTOJIKOXKHO TIp eHue), o0I1aTa CuCTeMHa eKCIIo3HLUS ciiell MHOTOKpaTHO no3upaHne (AUC) €
€JIHaKBa NpY ‘YONKOKHOTO ¥ MHTPABEHO3HOTO MpHiIokeHue. Crnes MoAKOKHO NPUI0KEHHE Crnax
(20,4 ng/}{;& MO-HHUCKa OT Ta3W NPU MHTPaBEHO3HO npriiokenue (223 ng/ml). [eomeTpuunara

cpenHa HocT Ha AUC € 0,99, a 90% noseputensu uHTEpBanu ca B rpanunure 80,18% -
122, :
P €NECIICHNE

“Z

penHuAT 00eM Ha paznpezaencHue (Vq) Ha 6opTe3omud Bapupa oT 1 659 1 1o 3 294 1 crex
€JIHOKPATHO WM MHOTOKPaTHO MHTPABEHO3HO NMPUJIOKEHHUE Ha 103a 1,0 mg/m? nmm 1,3 mg/m? npu
MalMEHTH C MYJITUILICH MUesioM. ToBa 03Ha4yaBa, ue OOpTe30MHUO ce pa3mpeness MUPOKO KbM
nepudepuure Thkanu. [Ipu koHueHTpaunu Ha 6oprezomud Hax auanazona 0,01 xo 1,0 pg/ml
CBBP3BAHETO X Vitro ¢ TIa3MEHUTE IPOTEUHU € cpeaHo 82,9% B yoBemkaTa razma. Opaknusra Ha
00opTe30Mu0, CBBbp3aHa C IMIa3MEHUTE IPOTEHHH, HE € 3aBHCHMa OT KOHIICHTPAIIHATA.
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BI/IOTD aHCd)ODMaLII/IH

[IpoyuBanus in vitro ¢ 4OBEUIKH YePHOAPOOHN MUKPO30MH 1 HoBemku c/IHK-excnpecupanu
nutoxpoM P450 n3oeHsumu nokaspart, ye 60pTe3oMHuO ce MeTabosn3upa IIaBHO OKCHUIATHBHO Ype3
utoxpoM P450 ensumu, 3A4, 2C19 u 1A2. OCHOBHHST METaOOJIUTEH BT € JeOOpOHU3AINS 1
(dbopmupane Ha 1Ba 1cOOPOHU3UPAHA META0OINTA, KOUTO B TIOCIEJCTBUE MIPETHPIISBAT b
XUIPOKCHIIMPAHE A0 HAKOJIKO MeTabonuTa. JlebopoHnznpanute MeTabonuTi Ha 00pTe30MHO C Q/
HEaKTHBHU KaTo 26S NpOoTe030MHH HHXUOUTOPH. &Q

O

Enumunupane Q

40 no 193 gaca. bopre3omMu0 ce eTUMUHMpPA MO-0BP30 CIe]] MbPBATa J03a B CPaB e CBC

CpeHUAT eTMMUHAIIMOHEH MTOJTY>KUBOT (t12) Ha OOPTE30MHUO CJie] MHOTOKPATHO ;‘?aram Bapupa oT
cnenBamute 103u. CpeqHUAT ToTajeH TeneceH kupbHe € 102 u 112 1/h cnen 521/1 raHe Ha IbpBa

11032 Tpu 11034 choTBeTHO 1,0 mg/m? u 1,3 mg/m? u Bapupa ot 15 10 32 I/h 8 10 32 1/h, cnen
HOCJIEIBAIIO TIPUIIAraHe Ha 1034 choTBeTHO 1,0 mg/m? u 1,3 mg/m?. &

Q
R

Yeproopobro yepescoane /O

CHCI_II/IaJ'IHI/I nonyjganuu

EdexThT Ha 4epHOIPOOHOTO YBpEXKIaHE BBPXY (apMaKOKuH T&Ta Ha OopTe30MHO € OIICHEH B
npoy4Bane ¢asa | mo Bpeme Ha IbPBUS TEPATIEBTHYCH unméﬂqusamo 61 manueHTH MpearMHO
ChC COIMIHUA TYMOPH U pa3invHa CTEICH Ha qepﬂoz[p06x—®'Bpe>Kz[aHe, IpH 1034 OOPTE30MHO MEXKIY
0,5 o 1,3 mg/m>.

B cpaBHeHue ¢ manyeHTHTe ¢ HOpMaiHa YEPHOAP (byHKIMSA, TEKOTO YEPHOIPOOHO YBPEKIaHE HE
npomeHs po3o-Hopmanuzupanata AUC Ha 60p Mu0. Bbrpeku ToBa, cpefHUTE CTOMHOCTH Ha
no3o-Hopmanusupanara AUC ca ce moBumu K010 60% TIpu MalMeHTH ¢ YMEPEHO A0 TEKKO
4epHOPOOHO yBpeskaaHe. [lo-Hucka Hau J&sa Cce MpenopbyBa MpH MAIUEHTH C YMEPEHO J0
TEXKO YEPHOIPOOHO yBpEeXKIaHE, KaTO T@aHI/IGHTI/I TpsiOBa CTPUKTHO JAa Ce MpociensBaT (BiK.

Touka 4.2, Tabmura 6). J&
Bvbpeuno vepescoane \Q_O

DapMaKOKHHETHYHO PoyyBaHe,. e YIPOBEKIAHO IPH NALHUCHTH C PA3INYHU CTEIICHH Ha GBOPEUHO
YBpEXKIaHe, KOUTO Ce KIlac &nnpaT ChOOpa3HO TEXHUTE CTOWHOCTH HA KPEATHHUHOBUS KIUPBHHC
(CrCL) B ciemauTe rpyn :kopManHo (CrCL > 60 ml/min/1,73 m?, n = 12), nexo (CrCL = 40-

59 ml/min/1,73 m2, n =JY), ymepeno (CrCL = 20-39 ml/min/1,73 m?, n = 9) u texko (CrCL <

20 ml/min/1,73 m?, . I'pyna auanusupany nanyeHTy, KOUTO ca J03WpaHH ClIe]] IUaIn3a, ChIIO €
BKJIIOYEHA B [IPOY QTO (n = 8). Ha nauuenTuTe ca npuiaraHu HHTpaBeHO3HH 103U oT 0,7 10

1,3 mg/m? 60pTe30§§/16 JIBa IIbTH ceIMUYHO. Excrio3unusta Ha 6opTe30oMHO (103a-HOpMaIU3UpaHu
AUC u Cpax) BHHMMAa BB BCUUKH I'PYIH (BXK. TOUKa 4.2).

Bv3pacm &@

®ap KHHETHKaTa Ha OOPTe30MUO ce ompeels ciiesi 00IyC HWHTPABEHO3HO MPUIIOKEHHE JIBa ITHTH

ce o0 B 1031 1o 1,3 mg/m? Ha 104 neauarpuunu nanuentu (2-16 roquuun) ¢ octpa

bl obnactHa ieBkemusi (ALL) nim octpa muenonnna neskemus (AML). Bb3 ocHoBa Ha

anynauHOHeH (hapMaKOKMHETHYECH aHAITN3, KIUPBHHCHT HAa OOpTe30MHO ce OBHUIIIaBA C yBEIMUABAHE
Qﬂnouna Ha TenecHara moBbpxHOCT (BSA). Cpennus reomerpuder (% CV) kimpbHC €

7,79 (25%) 1/hr/m?, 06eMbT Ha pa3npeaeNeHue PY CTAlMOHAPHO cheTosHue € 834 (39%) 1/m? u

SIMMHUHATMOHHHAT TTOTyKUBOT € 100 (44%) waca. Cinen kopurupane Ha BSA edekra, npyru

nemorpadcku JaHHH, KaTO BB3pacT, TEIECHO TETJIO U MO HIMAT KIMHUYHO 3HAYUMH e(DEKTH BHPXY

KIHpbHCA Ha 60pTe30Mub. BSA-kopurupanusT KIupbHC Ha 00PTE30MHO MPH NEAUATPUYHH MALUEHTH

¢ moo0eH Ha TO3M, HAOIOIaBaH MPU BH3PACTHU.
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5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

Bbopte3omMn6 nma reHoTOKCHYEH noTeHnualn. bopre3oMud e mookuTeneH 3a KINacTOreHHa aKTHBHOCT
(cTpyKTYpHH XpPOMO30MHH abepaLui) IpH in Vitro IpoyuBaHe 3a XpOMO30OMHH abepaluy ¢ KIETKU OT
aigHMK Ha kutaiicku xamctep (CHO) mpu koHLeHTpauuu oT nopsiabka Ha 3,125 ug/ml, xoaro e Hal
HHUCKaTa OLCHsBaHA KOHIEHTpalusl. bopTe3oMub He € MoNoXXuTeNeH IPU in Vitro IpoyuBaHe 3a
MyTareHHOCT (Ames TeCT) U i1 Vivo MUKPOHYKJICaPEH TECT MPH MUILIKH. QQ/

IIpoyuyBaHus 3a TOKCHYHOCT HA PA3BUTHETO MPYU IUTBXOBE U 3ai1M ca MOKA3aIH eM6pI/IO-(1)®IHa
CMBPTHOCT TIPH JIO3U, TOKCHYHH 33 MaiiKarta, HO JIUTICAa Ha TUPEKTHa eMOpro-heTamHa T YHOCT
MIPY I03H MOJ TOKCHYHUTE 32 MaiikaTa. [IpoyuBanus 3a pepTunurer He ca mpoBexIa oe
M3BBPIICHA OIIEHKA Ha PENPOAYKTUBHHUTE THKAHH, TIPU MPOYYBAHHATA 32 001112 TOKGHUHOCT.
HabnronaBanu ca nereHepatuBHU e(hEeKTH BHPXY TECTUCHTE U STHYHHUIIATE MIPH 6- HO NIPOYYBaHE
IPY TUTBXO0BE. 3aTOBA € BEPOSITHO OOPTE30MUO a MMa MOTEHIMATHN €(PEKTH 1 BEPXY MBXKUS U
xeHcku GeprunuteT. [IpoyuBanus Ha Iepu- U MOCTHATAIHOTO Pa3BUTHE HE @%OBemz[aHH.

[Ipy MyITULUKIMYHY IPOYYBAHHA 33 001 TOKCHYHOCT, IPOBEJCHU C HJ\&BG 1 MaliMyHH,
OCHOBHUTE MPHULEIHU OPTaHU BKIIOYBAT CTOMAIIHO-UYPEBEH TPAKT, KO &[OBG)K,Z[a JI0 TIOBPBLIaHE
W/WIA TUapusi, XeMOTIOETUYHA 1 TUM(HA ThKaHH, BOJEIIO J0 IIUTO B TiepuQepHaTa KpbB,
arpodus Ha TUMQOUIHATA THKAH U XUIOIETYIAPHOCT B XEMOIIO Usl KOCTEH MO3BK, ieprdepHa
HeBponaTtus (HalmoaBaHa Ipy MaiMyHH, MUILIKU U Ky4deTa), 3@ogralia akCOHUTEe Ha CEH30pHHUTE
HEPBU U JIEKH IPOMEHU B ObOpenuTe. BcHyky Te3u TapreTHU OpIraHy ca MoKa3ajil YaCTUYHO J0 ITBJIHO
BB3CTAHOBSIBAHE CIIEJ CIIMPAHE Ha JIEYEHHETO.

Ha 0a3ata na MNpoOy4BaHUA IIPU ) KUBOTHHU, aKO UMA HAK; OpeMHUHAaBaHC Ha 60pT630MI/I6 npes3
KPBbBHO-MO3bYHATa 6ap1/1epa, TO MU3IJICKAa € OrpaHUACHO, U 3BHAYUMOCTTA MY IIPpU XOpaTa €
HCHU3BCCTHO. \>

DapMaKOJIOTHIHU ChPICIHO-CHIOBU U3CIIE 31 3a 6€30MMACHOCT, MPOBEJCHHU MPU MaUMyHHU U
KydeTa II0Ka3BaT, Ye MHTPABCHO3HH JI03H, [IPEBUIIIABAIIY PUOIU3UTEIIHO 1B 0 TPH ITBTH
MpernopbYBaHaTa KIMHIYHA 1032 B mg/ ,6 CBBP3aHU C MIOBUIIIABAHE HAa ChPACYHATA YECTOTA,
HOHIKABAHE HA KOHTPAKTUIIMTETA, XHIQTEH3Ms U cMBPT. [IpH KydeTa NOHMKABAHETO HA CHPACYHUS
KOHTPAKTUIIUTET U XUTIOTCH3UATA Ca 3aHHU C OCTPO BHBEKIAHE HA MMOJIOKUTSITHH HHOTPOITHU WITH
npecopHu arenTu. OCBEH TOBA, P ClIeIBaHUSATA IIPH KydeTa € 0o HabIogaBaHo ciabo
yBennuaBaHe Ha HopMmanHus QT-unTepBa.

-

6. OAPMAIEBTU JAHHHA
6.1 ChnucekHan HHUTE BellecTBa

Manuron (E42\1%\Q

6.2 Hec@CTHMOCTH

To3u n TBEH IPOAYKT HE TPsiOBa Jia ce€ CMECBa ¢ APYTH JIEKAPCTBEHU MIPOAYKTH, C U3KIIIOUECHUE Ha
HOCOYEHITE B TOUKA 6.6.

40
Cpoxk Ha roIHoCT
<

Q"ICOTBODCH dirakoH

3 roguHU
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Cnen peKOHCTUTYHPAHE:

PasTBOpBT TpsiOBa Aa ce M3MoN3Ba HE3a0aBHO clie]l MPUToTBsHE. B cirydaii, 4e He ce u3mon3Ba
He3abaBHO, IEpUOIBT Ha U3IOJI3BaHE U YCIOBHUATA 32 ChXpaHEHHE MPeIu yroTpeda ca OTTOBOPHOCT
Ha notpeOuTtens. JlokazaHa e obaye XuMuiecka  pru3ndecka CTaOMIHOCT HAa PEKOHCTUTYUPAHUS
pa3TBop, 3a 8 yaca npu Temneparypa 5°C u 25°C, npu ChbXpaHEHUE B OPUTHHAIHUSA (IIAKOH U/ /O
cnpuHLIOBKa. OOLIOTO BpeMe Ha ChbXpaHEHUE HA PEKOHCTUTYHPAHUS JIEKAPCTBEH MPOAYKT HE TP
Jla Ha/IBHMIIIaBa & yaca Mpeu Mmpujaraxe.

o~

6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHe O

To3u JICKApPCTBCH NPOAYKT HC U3MCKBA CIICHHUAIHU TEMIICPATYPHU YyCJIOBHA HA CpraHe%e.

(%

CLXpaHﬂBaﬁTe (1)J'IaKOHa C KapTOHCHATA OIIaKOBKa, 3a a CC NpCAIa3n OT CBGTHI/I}%

3a yclIoBUSATa HAa CbXPAaHEHHUE CIIe/] PEKOHCTUTYHPaHe Ha JIEKapCTBEHHUS npo@%? BIDKTE TOUYKa 6.3.

N

<

®nakon 5 ml ot CUJIIMKOHU3HPAHO CTBHKIIO TUIL Ic TyMCHa 3anyman§%QanyMHHHeBa 06KaTKa,

6.5 Buau chabp:KaHUe HA ONIAKOBKATA

chabpkam 1 mg 6opre3oMuo.

®naxon 10 ml ot cTekio T I ¢ rymeHa 3amymanka u anyMgga oOkaTka, chIbpkanl 2,5 mg, 3 mg
unu 3,5 mg Gopre3omuo.

Bcsika omakoBka chabpxa 1 drakon. *2‘
6.6 CrnenuajaHu npeanasHu MepKHU NpH mxnsg‘me U padoTa

Q

O6I].II/I Opéanasiyu MCPpKH @

Bopre3oMu6 e mUTOTOKCHYEH TPOYKT. 3@21 o BpeMe Ha pabota ¢ boprezomu6 Hospira u
MPUTOTBSIHETO MY € HE00X0IUMO nomﬁ?ao BHuUMaHue. [IpenopbuBa ce ynorpedara Ha pbKaBULK U
JPYTO 3aIIUTHO O0JIEKIIO 3a NpPE/NasgAYC OT KOHTAKT C KOKATa.

ITo Bpeme Ha paborta ¢ BopTezomuc Eospira TpsiOBa CTPUKTHO J1a CE CI1a3Ba aCeNTUYHA TEXHUKA, Thii
KaTo TOW HE ChIbPIKa KOHCCPEAHT

Nwma cny4au ¢ daranen NpY HeTIpeJHAMEPEHO UHTPATEKAIHO MpUiiokeHue Ha boprezomuo
Hospira. boprezomu6 1ra € 3a UHTPABEHO3HO WJIM MOAKOXKHO npriiokeHue. bopresomu6 Hospira
He TpsiOBa J1a ce mpH. HMHTpPATEKaIHO.

HucTpykimn 3aAH$0TBsIHe

EopTe30MI/I8 stpira TpsiOBa Jla c€ PEKOHCTUTYHPA OT MEJAUIIUHCKH CITCITUATTUCT.

HHmpa@ 3HA UHHCCKUUS

Bopiftesomub Hospira 1 mg npax 3a uHiceKyuoHen pazmeop

@deKH ¢nakon ot 5 ml Boprezomu6d Hospira 1 mg npax 3a HHXXEKLMOHEH Pa3TBOp TpsAOBa
%HHMaTenHo Jla ce PEKOHCTUTYHUpPa ¢ 1 ml HHXKEKIIMOHEH pa3TBOp Ha HaTpuer xiopua 9 mg/ml (0,9%),

KaTo ce M3I0JI3Ba CIPUHIIOBKA € TIOAXO/ISI pa3Mep, 03 1a ce OTCTpaHsBa 3amyniaakara Ha (iakoHa.

JInopunu3upaHusT npax ce pa3TBaps HATBIHO 3a I0-MaJIKO OT 2 MUHYTH.

Cren pexoHCTHTYHpaHe, Bceku ml pa3TBop chabpka 1 mg 60pTe3oMud. PEeKOHCTHTYUPAHUST Pa3TBOP
e Ouctbp u OesuBereH, ¢ kpaitHo pH ot 4 o 7. Ilpenn npunoxkeHue pa3TBOPHT TpsiOBa aa Obae
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BU3YyaJIHO IPCTJICAAH 3a HAJIMYUC HAa BUJUMHU YaCTHIHU U TPOMsIHA B IIBCTA. Axo ce Ha6moz[aBa
HJAKaKBa IPpOMSAHA B IIBCTA WJIW BUAUMHA YaCTULHU, IPUTOTBCHUAT Pa3TBOP TpH6Ba Ja CC U3XBbPJIN.

bopmezomub Hospira 2,5 mg npax 3a umdcekyuoHer pazmeop

BHUMATEITHO J]a C€ PEKOHCTUTYHPA ¢ 2,5 ml HHKEKIIMOHEH Pa3TBOp HA HATpHEB XJIopu 9 mg/ml

Bceku ¢nakon ot 10 ml boprezomn6 Hospira 2,5 mg npax 3a HHXEKIMOHEH pa3TBOpP TpsOBa c /O
(0,9%), xaTo ce U3MOA3Ba CIIPUHIIOBKA C MOAXOASII pa3Mep, 0e3 1a ce OTCTpaHsABa 3anymam<a§tf

¢nakona. JInohunuznpaHusAT mpax ce pa3TBaps HAIIBIHO 32 MMO-MAJIKO OT 2 MUHYTH. &
Cren pexoHcTUTYHpaHe, Bcekn ml pa3TBop chabpka 1 mg 6opre3omMusd. PexoHcTHTYHD T pa3TBOpP
e OucTbp U Oe3nBereH, ¢ KpaitHo pH ot 4 1o 7. Ilpean npuiioskeHne pa3TBOPHT TPSOB BIE

BHU3YyaJIHO IPETJICAAaH 3a HAJIMYUC Ha BUAUMU YaCTHIHU U IIPOMsIHA B IIBETA. Axo ce V&HIOZ[&B&
HAKaKBa IIpOMAHA B IIBCTA WM BUJIUMHA YaCTUIH, IPUT'OTBCHUAT Pa3TBOP Tp516Ba ﬂb HU3XBBPJIA.

bopmezomub Hospira 3 mg npax 3a uHs#CeKYUoHeH pasmeop Q;z\

Bceku ¢nakon ot 10 ml boprezomn6 Hospira 3 mg npax 3a I/IH)KCKLII/IOHB&BTBOP TpsiOBa
BHUMATEJHO J]a C€ PEKOHCTUTYHPa ¢ 3 ml HHXEKIIMOHEH pa3TBOP Ha %ﬁeB xnopuz 9 mg/ml (0,9%),
KaTO ce M3I0JI3Ba CIPHHIIOBKA ¢ TIOAXOIAIN pa3mep, 06e3 1a ce OTCT a 3amyIankaTa Ha uiakoHa.
JInopumm3nupaHusIT Ipax ce pa3TBaps HAITBIHO 32 [M0-MAJIKO OT 2 )8 TH.

Cren pexoHCTHTYHpaHe, Bceku ml pa3TBop chabpka 1 mg 60pTe30Mub. PEKOHCTHTYUPAHUST Pa3TBOP
¢ OucThp u Oe3nBeTeH, ¢ KpaitHo pH ot 4 no 7. [Ipeau npnnééﬂne pa3TBOPBT TPsIOBa Ja Oble
BU3YyaJIHO TIPETJIe/IaH 33 HAIMYKE HA BUAUMH YaCTHIN U @Mﬂﬂa B 11BeTa. AKO ce HaOo1aBa
HSKaKBa MPOMSHA B IBETA WJIM BUIUMH YaCTHUIIH, peKo@TpraHHﬂT pa3TBop TpsiOBa 11a ce

WU3XBBPIIH. Qj

bopmesomub Hospira 3,5 mg npax 3a uHDfCéKL;IWH paszmeop

Bceku ¢uakon ot 10 ml Boprezomu6 Hospi &5 mg Mpax 3a WHKEKIUOHEH Pa3TBoOp TPsOBa
BHHMATEJHO J1a C& PeKOHCTUTYHpa ¢ 3,5 YKEKLIMOHEH pa3TBOp Ha HaTpHeEB Xiopua 9 mg/ml
(0,9%), KaTo ce M3MoN3Ba CIPUHIIOBKE }gﬂxozmm pa3mep, 0e3 a ce OTCTpaHsBa 3alylIanKaTa Ha
(nakoHa. JInopuuznpaHuaT npax c@ 3TBaps HAITBJIHO 3a MO-MaJIKO OT 2 MUHYTH.

Cren pekoHCTHTYHpaHe, Bcekr ml pa3TBop chabpka 1 mg 6opTe3oMud. PeKOHCTUTYHPaHUST pa3TBOP
¢ OuCTBp M Oe3lLBETEH, ¢ Kpa“&pﬁ ot 4 no 7. [Ipenu npuioxeHne pa3TBOPHT TPsOBa aa Obje
BHU3YaJIHO Tperiiean 3a H € Ha BUJUMH YaCTHIIM U MPOMSIHA B I[BeTa. AKO ce Habo1aBa
HSIKaKBa IPOMSIHA B uBeT§~ BUAMMH YaCTULH, PEKOHCTUTYHPAHUAT pa3TBOpP TpsiOBa 11a ce

W3XBBPIIH. o

Tlookoocua uﬂofcemg
N

bopmesomub st})ira 1 mg npax 3a unsicekyuoner pazmseop

Bceexu ¢ @-{ Bopre3zomu6 Hospira 1 mg npax 3a HHXEKUHMOHEH pa3TBop oT 5 ml TpsiOBa

BHHMAT, K) na ce pexonctutynpa ¢ 0,4 ml MHKEKIIMOHEH pa3TBOp HA HATpHEB XJIopu 9 mg/ml
(0,9%);¥aTo ce u3Mmoa3Ba CIIPUHIIOBKA C TIOJIXOIAIT pa3Mep, 03 a ce OTCTpaHsBa 3aIlyIiagkara Ha
@n& JInopunu3upaHusT npax ce pa3TBaps HAITBIHO 3a M0-MaJIKO OT 2 MUHYTH.

@leﬂ PEKOHCTHTYHpaHe Bcekn ml pa3TBop chabpika 2,5 mg 6oprezomusd. PekoHCTHTYHpaHUST
a3TBOp € OucThp u Oe3uBeTeH, ¢ KpaitHo pH ot 4 no 7. [Ipenu npunoxxeHue pa3TBOpbT TpAOBa na
ObAe BU3yaIHO MperiefaH 3a HaJIMYhe Ha BUAMMHU YaCTULHU U IPOMSAHA B LiBeTa. AKO ce HabromaBa
HSIKaKBa MPOMSIHA B [[BETA WIIM BUJIUMH YaCTHIIN, PEKOHCTHTYUPAHUST Pa3TBOp TPsOBa 1a ce

W3XBBPITH.
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bopmezomub Hospira 2,5 mg npax 3a umiceKyuoHer pazmeop

Bcexu ¢nakon boprezomud Hospira 2,5 mg npax 3a nHxekiuoHeH pa3reop ot 10 ml tpsoBa
BHUMATEITHO JIa C€ PEKOHCTUTYHpa ¢ 1 ml MHKEKIIMOHEH pa3TBOpP Ha HaTpuer xiopua 9 mg/ml (0,9%),
KaTo ce M3I0JI3Ba CIPHHLIOBKA C IOAXOII pa3Mep, 0e3 1a ce OTCTpaHsBa 3amyliajgkaTa Ha (iaaKoHa.
JInopunm3upaHusT npax ce pa3TBaps HAITBIHO 3a I0-MaJIKO OT 2 MUHYTH. b

Cren pekoHCTHTYyHpaHe BCEKH ml pa3TBop chabpika 2,5 mg 6oprezomusd. PekoHcTUTyHpaHusT, Q/
pa3TBOp € OucThp U Oe31BeTeH, ¢ kpaiHo pH ot 4 no 7. [lpeau npunoxeHue pa3TBOPHT TPS Qa
ObJie BU3yaJTHO MpETJie/iaH 3a HaJM4yKe Ha BUMMHU YaCTHIU U TIPOMSHA B [IBETa. AKO ce Ha@tonaBa
HSIKaKBa MPOMSIHA B [[BETA WJIM BUJIUMH YaCTHIIN, PEKOHCTHTYUPAHUST Pa3TBOp TPsOBa z(&e

U3XBBPIIN.
Bopmesomub Hospira 3 mg npax 3a unxcekyuoner pasmeop /);O

Bceku ¢nakon bopresomu6d Hospira 3 mg mpax 3a HHKEKIIMOHEH Pa3TBOP O ml Tps6OBa
BHUMATEIHO J]a C€ PEKOHCTUTYHpa ¢ 1,2 ml MHKEKIIMOHEeH pa3TBOp HA HAT xmopun 9 mg/ml
(0,9%), kaTo ce U3MONA3BA CIIPUHIIOBKA C MOAXOMII pa3Mmep, 0e3 1a ce o HSIBA 3aIlyllajiKaTa Ha
¢nakona. JInohunuznpaHusT Mpax ce pa3TBaps HAIIBJIHO 32 MO-MaJIKO, MUHYTH.

Cren pexoHCTHTYHpaHe Bcekrn ml pa3TBop ChIabpka 2,5 mg 6opt ’91/16. Pexonctutynpanust
pa3TBOp € OucTwp u Oe3uBeTeH, ¢ kpaiiHo pH ot 4 no 7. [lpeau O’KEHHE Pa3TBOPHT TPsIOBa Aa
ObJie BU3yaJTHO MPETJICaH 3a Hallu4yre Ha BUAMMH YaCTUIM U IPOMsIHA B I[BeTa. AKO ce HabJro1aBa
HSIKaKBa TIPOMSIHA B [[BETA WJIM BUJIUMH YaCTHIIH, peKOHCTI/I'l%)aHI/IHT pa3TBOp TpsAOBa 1a ce

U3XBBPIIH. Q

bopmezomub Hospira 3,5 mg npax 3a uyafcekuuoue@aameop

Bceku ¢nakon bopresomud Hospira 3,5 mg npa® 3a nmxekuuoneH pa3rsop ot 10 ml tpsoBa
BHUMATEJHO JIa c€ peKoHCTHTYyHpa ¢ 1,4 ml [MUOHEH Pa3TBOp Ha HATpHeB XJopu 9 mg/ml
(0,9%), xaTo ce M3MOI3Ba CIIPUHIIOBKA C TIQIXOJIAIT pa3Mep, 03 a ce OTCTpaHsBa 3aIlyIIagkara Ha
¢nakona. JInohunuznpanusT mpax ce pa}@pﬁ HaITBJIHO 33 O-MaJIKO OT 2 MUHYTH.

J
Cren pexoHCTHTYHpaHe Bceku ml p % chIbpKa 2,5 mg 6oprezomud. PekoHcTUTYHpaHHAT
pas3TBOp € OUCTHp U Oe3LBETEH, C &@Mﬂo pH ot 4 no 7. Ilpenu npunoxeHue pa3TBOPBT TpsiOBa 1a
ObJe BU3yalIHO MperJiefaH 3a HaJIu4yie Ha BUAMMHU YaCTULU U IPOMSHA B LiBeTa. AKO ce HabIronana
HSIKAKBA IPOMSHA B [[BETA MIWRINIMH YaCTHIN, PEKOHCTUTYHPAHUAT PA3TBOp TPIOBA 1a ce
W3XBBPITH.

H3xBBpIIsiHE v
O

boptezomu6 Hospj QcaMo 3a eIHOKpaTHa ynotpeba. Hensnon3BaHusT 1eKapcTBEH NPOAYKT HITH
OTIAABYHUTE MATEPHAIN OT HETO TPSAOBA Ja Ce U3XBBPIIAT, B CHOTBETCTBHE C MECTHUTE M3UCKBAHUSL.

<

7. Hl:@i)KATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

PfizeBurope MA EEIG
BOI‘% d de la Plaine 17

1 ruxelles
@HH
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8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/16/1114/001
EU/1/16/1114/002
EU/1/16/1114/003

EU/1/16/1114/004 (O’O
<

9. JATA HA ITbPBO PA3PEIIIABAHE/TIOJJTHOBABAHE HA PA3PEIHEHI/IET&Q
YIIOTPEBA O

JaTta Ha mepBO pazpemasane: 25 romu 2016 $
Jata Ha mocnenHo nmoxHoBsiBaHe: 28 ampmit 2021 ,b

)

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA Q\jz\
[ToxgpoOHa nHpOpMaNKs 3a TO3U JEKAPCTBEH MPOAYKT € MPEAOCTaBeHa Ha&caﬁm Ha EBpomneiickara
areHmus 1o JiekapcreaTta https://www.ema.europa.eu. @

R
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MIPUJIOKEHHUE 1/

NPOU3BOJAUTEJI(MN), OTT'OB M) 3A
OCBOBOXKJIABAHE HA TIA n

YCJIOBUA UJIN O PAH@]EHI/IH 3A TJOCTABKA 1
YIOTPEBA @

APYI' YCJIOBPUJ@BI/ICKBAHI/IH HA PASPEIIEHUETO
3A YIIOTPEBA -’&

YCJIOBUA OI'PAHMYEHUA 3A BE3OITACHA U
E®PEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
\
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A.  TIPOU3BOIUTEJI(H), OTTOBOPHMU 3A OCBOBOXJIABAHE HA ITAPTUIN

HmMe u anpec Ha mpousBoauTens(ure), OTTOBOPEH(HU) 32 OCBOOOXKIaBaHE HA HAPTUIUTE

Pfizer Service Company BV,

Hoge Wei 10, b’b

1930 Zaventem, Qj

benrus &Q

b. YCJIOBUSA WJIHN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA $O

JlexapcTBEHHAT MPOAYKT CE OTITyCKa MO OTPAHUYECHO JIEKAPCKO Mpeanucanue (BxK. %/IHO)KCHH@ I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2). /))

X

B. JPYI'M YCJIOBUA U U3BUCKBAHUSA HA PA3PEHIEHI/IE]§ YIIOTPEBA

. IlepuoguYHM AKTYAJIU3UPAHM TOKJIATU 32 0€30MACHOCT (H@

pedepentaute nati Ha EBponeiickus chio3 (EURD crmcek), im naed B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUYKH CIIEIBAIIH aKTyannsa%m, yONUKyBaHH HA €BPONEHCKUS
yeOmopTai 3a JeKapcTBa.

e

r. YCJI0OBUA NN OTPAHUYEHUS 3A OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT N

Q

o Il1aH 32 ynpaBJjieHHe HA PHCKA (HY%

M3uckBanmsita 3a nogaBane Ha I[TA b 3a To3u 1eKapcTBEH HpO{%‘}?’Q IIOCOYEHU B CIIUCHKA C

[IpuTexaresnar Ha pa3peleHueTo 3a yn(&a (TTPY) Tpsi06Ba na M3BBHPIIBA H3UCKBAHUTE ICHHOCTH U
JIEHCTBUS, CBBP3aHU C IPOCIICISIBAHE eKapcTBeHaTa 0e30IacHOCT, ITOco4YeHH B ono0penus [TYP,
npencrased B Mozyn 1.8.2 Ha pazpefiietuero 3a ynorpeda, KakTo ¥ IPH BCUYKH CII€IBAILN
CBIVIACYBaHM aKTyanu3anuy Ha [1

Axrtyanmusupan [IYP tpsiOBa é(se\Io;[aBa:

e 110 uckase Ha EBpo %Kam areHIus 10 JIeKapcTBaTa;

e BHHAru, KOrato %AGHH cucTeMara 3a ynpaBJIeHHEe Ha PHCKa, 0COOCHO B pe3yTaT Ha
MOJTy4aBaHe H a uH(popManus, KOSTO MOXKE Ja JOBEE 10 3HAUNMH IPOMEHHU B
CHOTHOILIEH TIOJI3a/PUCK, WK CIIe/T IOCTUTAHE Ha BaKEH eTar (BbB BPB3Ka ¢

a JleKapcTBeHaTa 0€30MaCHOCT WM CBEXK/JaHE HA PHCKA 10 MUHHMYM).
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A. IAHHU BbPXY OMAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS BORTEZOMIB HOSPIRA 1 mg

o N
1. MME HA JIJEKAPCTBEHUSI NPOJYKT VY|
2}
Bopre3zomu6 Hospira 1 mg npax 3a HHXEKLIMOHEH Pa3TBOP Q
0opre3oMuod é
N
| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEIIECTBO(A) N\ |
‘O
Enun ¢nakon c nmpax ceabspxa 1 mg 6opTe3oMud (KaTto MaHUTON OOPOHOB eciefz,.b
| 3. COUCHK HA HOMOUIHUTE BEIIECTBA Y
]
Manwuron (E421) ’bQ
o
| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJTHA OMAKOBKA
)
Han 3a MHXXCKIIUOHCH PAa3TBOP @
1 pnakon sz*

L ¢

| 5.  HAYMH HA IPIWJIOJKEHUE U MBE@IIA) HA BBBEXKIAHE

[penu ynorpeba nmpovereTe IUCTOBKATA.

Camo 3a MOAKOKHO WIIH MHTPABEHO3HQ H&InomeHHe.

3a egHOKpaTHA ynoTpeoa.

Moske 1a IpHYUHHI CMBPT, aKO Ce @ara 10 APYTH MIBTUIIA.

IHoaxo:xHO NpHIIOKEHNE: L[O?{Be\Te 0,4 ml 0,9% nHaTpueB xJIOpUA 3a MPUTOTBSHE HA 2,5 mg/ml
KpaiiHa KOHLEHTpaLusl. g
HNuTpaBeHo3HO npnnome& : nobasete 1 ml 0,9% HaTtpueB X0pu 3a IPpUroTBsiHe Ha 1 mg/ml

KpaifHa KOHIIEHTpaIusl. v

6. CHEHHA@ HNPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE ChXPAHSBA HA MSICTO JAJIEYE OT HOIJIEJA U TOCEI'A HA JTEIA
N

I[a ce cm;@ma Ha MsACTO, HCAOCTBITIHO 3a Ac1a.

O

7\
| 7. /" APYTM CHEIMAJHHU NPEAYIIPEXAEHUS, AKO E HEOBXOJIUMO
A4

@{“ OTOKCHYEH. Criennanau yka3anus 3a padora.

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'omen mo:
PekoHcTUTYHpaHUAT pa3TBOp TPAOBa Ja Ce M3MOI3Ba BEAHATA CIIE/l IPUTOTBSIHETO MY.
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9.

CIIEIIUAJIHHU YCJIOBUSI HA CbXPAHEHUE

CobxpansBaiite (aakoHa B KapTOHEHATa ONAKOBKa, 3a J1a ¢ MPEeNa3y OT CBETJINHA.

(O’O

Q,

10.

CIIEIIMAJIHHU ITPEAITA3HA MEPKWU ITPU U3XBBPJISTHE HA HEI/I3IIOJIC;2%
T

YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIHN OTHHAABYHU MATEPU
TAX, AKO CE U3UCKBAT TAKHUBA

<\
Jla ce U3XBBPIIU B ChOTBETCTBUE C MECTHUTE M3UCKBAHUS. A
| 11.  MME ¥ AJIPEC HA IPUTE)KATEJISI HA PA3PEIIEHUETO 3AXIOTPEBA
Pfizer Europe MA EEIG &
Boulevard de la Plaine 17 Qj
1050 Bruxelles Q
benrus ’b

12.

HOMEP(A) HA PASPEILIEHUETO 3A YHOTPE@

EU/1/16/1114/004 Q\Q/
R
>~
13. TAPTHJEH HOMEP 2
[TapTuna: &OQ
2
| 14. HAYMH HA OTIIYCKAHED)"
Ay
A\
| 15.  YKA3AHMSI 3A YIIQTPEBA

&

| 16.

MH®OPMAILS HA BPAIJIOBA A3BYKA

[pueto e OCHOBaIQ Jla He ce BKJIrouM nH(popmanus Ha bpaiinosa a30yka.

%)

| 17.  YHARAJEH UJEHTU®UKATOP — JIBYU3MEPEH BAPKO/I
> N

<ILB}@4epeH 0apKoJ] ¢ BKIIIOUEH YHUKAJICH UIeHTH(OUKATOD.>

X

q&. YHUKAJIEH NIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPSABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA BORTEZOMIB HOSPIRA 2,5 mg

=~

1. MME HA JJEKAPCTBEHHSI TIPOYKT o> |

Bopre3zomu6d Hospira 2,5 mg npax 3a MHKXEKLIHOHEH pa3TBOP ’&

0opTe3oMuo AQO

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A) JReo3 |

Enun diakoH ¢ npax chabpka 2,5 mg 60pTe30Mud (KaTo MaHUTOJI OOPOHOB egsz).

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Manwuron (E421) /O

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B ZHHA OITAKOBKA

Q

[Ipax 3a HHXKEKITMOHEH Pa3TBOP sz‘

1 ¢pmakon &Qj
Q)Q/

| 5.  HAYMH HA NIPUJIOKEHUE I/Iﬁgbi“(l/IIHA) HA BBBEXKJIAHE
2
[Ipenu ynotpeda npoyerete HHCTOBKas&
Camo 32 MMOAKOKHO WJIM UHTPABEHO @nppmomeHHe.
3a eqHOKpaTHa yrorpeoa. \i'
Moske 1a MpUYuHHE CMBPT, aKc}Qe JIpHIIara o ApyrH MbTHIIA.

oaxoxHO npnnomeﬂne%%aBeTe 1 ml 0,9% HaTpueB xJIOpUJ 3a MPUTOTBsIHE HA 2,5 mg/ml kpaiiHa
KOHIICHTpAITHS.
HNHTpaBeHo3HO NpHI ue: nodasete 2,5 ml 0,9% HaTpues xnopua 3a NpuroTsiHe Ha 1 mg/ml

KpaiiHa KOHHeHTpaLIQ

N
6. CHEIMAJHO NPEXYIIPEKJIEHUE, UE JEKAPCTBEHMSIT IPOJYKT TPSIBBA
JIA €K ChbXPAHSIBA HA MSICTO JAJIEYE OT NOTJIEJIA M JOCETA HA JIEIIA

~

Ja ceé@baﬂsma Ha MSICTO, HEIOCTBITHO 3a Jela.

L G

Q,\ APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOJINMO
N\

HUTOTOKCHYEH. Crnennannu ykazaHus 3a padoTa.
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| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

I'onen no:
PCKOHCTI/ITyI/IpaHI/IﬂT pa3TBOp TpSI6Ba Ja CC U3M0JI3Ba BEAHAra CJICa NpUroTBAHCTO MY.

(0
9. CIEIWAJIHU YCJIOBHSI HA CbXPAHEHHUE o> |

R
&

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEW3ITOJI3BAHA

YACT OT JIEKAPCTBEHMTE ITPOJAYKTHU WJIHN OTHHAABYHHN PUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

)Ia CC U3XBBHPJIM B CbOTBETCTBUE C MCCTHUTC U3 CKBAHU. @

Y

Vi
| 11. MIME M AJIPEC HA IPUTEJKATEJISI HA PABPELHIEHHETO 3A YIIOTPEBA

C’LXpaHSIBaﬁTG (pHaKOHa B KapTOHCHATA OITaKOBKa, 34 1da CC MPCATa3u OT CBCTIIMHA.

7T S
Pfizer Europe MA EEIG /O
Boulevard de la Plaine 17 Q
1050 Bruxelles @
benrus Q/

NS

>
12.  HOMEP(A) HA PA3PELIEHUETO 3A XOTPEBA

EU/1/16/1114/002 ng
O
13. TIAPTHJEH HOMEP N
[Mapruna: \%
(&\

| 14. HAYMH HA OTH@AHE |
A\
| 15. YKA3AHHMARQA YIOTPEBA |
U

| 16. MH®OPMAINSI HA BPAIJIOBA A3BYKA |

Y
HpneTo@'}CHOBaHMe Jla He ce BKJIoun nHpopmanus Ha bpaiinosa a30yka.

| 17~ YHMKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/]

\OJ
QI[BYI/ISMCPGH 0apKoJ| ¢ BKIIIOUEH YHHUKAJICH WICHTH()UKATOD.
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS BORTEZOMIB HOSPIRA 3 mg

1. MME HA JJEKAPCTBEHHSI TIPOYKT o> |

Bopre3zomu6 Hospira 3 mg npax 3a HHXEKLIMOHEH Pa3TBOP

0opTe3oMuo AQO

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A) JReo3 |
i)

Ennn ¢nakon c npax ceaspxa 3 mg 6opTe30Mud (KaTro MaHUTON OOPOHOB ec@.

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Manwuron (E421) /O

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B zHHA OITAKOBKA

Q

[Ipax 3a HHXKEKITMOHEH Pa3TBOP sz‘

1 ¢pmakon &Qj
Q)Q/

| 5.  HAYMH HA NIPUJIOKEHUE I/Iﬁgbi“(l/IIHA) HA BBBEXKJIAHE
2
[Ipenu ynorpeba npoyereTe J'II/ICTOBKaS&
Camo 32 MMOAKOKHO WJIM UHTPABEHO @nppmomeHHe.
3a eqHOKpaTHa yrorpeoa. \i'
Moske 1a MpUYuHE CMBPT, aKc}Qe JIpHIIara o ApyrH MbTHIIA.

oaxoxHO npnnomeHHeA?)%?lBeTe 1,2 ml 0,9% HaTpueB xJ0opua 3a MPUrOTBsIHE HA 2,5 mg/ml
KpailHa KOHLIEHTpAaLHsl.
HNuTpaBeHo3Ho rlpn.ﬂ@;le: nobasere 3 ml 0,9% HaTpueB xJopH[ 3a MpUroTBsSHE Ha 1 mg/ml
KpaiiHa KOHHeHTpaLIQ

N
6. CHEIMAJHO NPEXYIIPEKJIEHUE, UE JEKAPCTBEHMSIT IPOJYKT TPSIBBA
JIA €K ChbXPAHSIBA HA MSICTO JAJIEYE OT NOTJIEJIA M JOCETA HA JIEIIA

~

Ja ceé@baﬂsma Ha MSICTO, HEIOCTBITHO 3a Jela.

L G

Q,\ APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOJINMO
N\

HUTOTOKCHYEH. Cneunaniu ykazaHus 3a pabora
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| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

I'onen no:
PCKOHCTI/ITyI/IpaHI/IﬂT pa3TBOp TpSI6Ba Ja CC U3M0JI3Ba BEAHAra CJICa NpUroTBAHCTO MY.

(0
9. CIEIWAJIHU YCJIOBHSI HA CbXPAHEHHUE o> |

R
&

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEW3ITOJI3BAHA

YACT OT JIEKAPCTBEHMTE ITPOJAYKTHU WJIHN OTHHAABYHHN PUAJIN OT
TAX, AKO CE U3UCKBAT TAKHNBA

)Ia CC U3XBBHPJIM B CbOTBETCTBUE C MCCTHUTC U3 CKBAHU. @

Y

Vi
| 11. MME M AJIPEC HA IPUTEJKATEJISI HA PAPELIEHHETO 3A YIIOTPEBA

C’LXpaHSIBaﬁTG (pHaKOHa B KapTOHCHATA OITaKOBKa, 34 1da CC MPCATa3u OT CBCTIIMHA.

7T S
Pfizer Europe MA EEIG /O
Boulevard de la Plaine 17 Q
1050 Bruxelles @
benrus Q/

NS

>
12.  HOMEP(A) HA PA3PELIEHUETO 3A XOTPEBA

EU/1/16/1114/003 ng
O
13. TIAPTHJEH HOMEP N
[Mapruna: \%
(&\

| 14. HAYMH HA OTH@AHE |
A\
| 15. YKA3AHHMARQA YIOTPEBA |
U

| 16. MH®GPMAINSI HA BPAIIOBA A3BYKA |

Y
HpneTo@'}CHOBaHMe Jla He ce BKJIoun nHpopmanus Ha bpaiinosa a30yka.

| 17~ YHMKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/]

\OJ
QI[BYI/ISMCpeH 0apKoJi ¢ BKIIIOUEH YHHUKAJICH WICHTH()UKATOD.
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JAHHHU, KOUTO TPSABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA BORTEZOMIB HOSPIRA 3,5 mg

=~

1. MME HA JJEKAPCTBEHHSI TIPOYKT o> |

Bopre3zomu6 Hospira 3,5 mg npax 3a HHXEKIHOHEH pa3TBOP ’&

0opTe3oMuo AQO

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A) JReo3 |

Enun daakoH ¢ npax ceabpka 3,5 mg 6opTe30Mubd (KaTo MaHUTOJI OOPOHOB egsz).

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Manwuron (E421) /O

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B @HA OITAKOBKA

Q

[Ipax 3a HHXKEKITMOHEH Pa3TBOP sz‘

1 ¢pmakon JQJ
Q)Q/

| 5.  HAYMH HA NIPUJIOKEHUE I/Iﬁgbi“(l/IIHA) HA BBBEXKJIAHE
2
[Ipenu ynotpeda npoyerete HHCTOBKas&
Camo 32 MMOAKOKHO WJIM UHTPABEHO @nppmomeHHe.
3a eqHOKpaTHa yrorpeoa. \i'
Moske 1a IpUYuHA CMBPT, aK(}Qe JIpHIIara o Apyru MbTHIIA.

oaxoxHO npnnomeHHeA?)%?lBeTe 1,4 ml 0,9% HaTpueB xJOpU 3a MPUTOTBsIHE HA 2,5 mg/ml
KpailHa KOHLIEHTpAaLHsl.
HNuTpaBeHo3Ho npnn@/le: nobasere 3,5 ml 0,9% HatpueB xnopup 3a npuroTesiae Ha 1 mg/ml
KpaiiHa KOHHeHTpaLIQ

N
6. CHEIMAJHO NPEXYIIPEKJIEHUE, UE JEKAPCTBEHMSIT IPOJYKT TPSIBBA
JIA €K ChbXPAHSIBA HA MSICTO JAJIEYE OT NOTJIEJIA M JOCETA HA JIEIIA

~

Ja ceé@baﬂsma Ha MSICTO, HEIOCTBITHO 3a Jela.

L G

Q,\ APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOJINMO
N\

HUTOTOKCHYEH. Cneunanau ykazaHus 3a padora
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| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

I'onen no:
PCKOHCTI/ITyI/IpaHI/IﬂT pa3TBOp TpSI6Ba Ja CC U3M0JI3Ba BEAHAra CJICa NpUroTBAHCTO MY.

(0
9. CIEIWAJIHU YCJIOBHSI HA CbXPAHEHHUE o> |

R
&

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEW3ITOJI3BAHA

YACT OT JIEKAPCTBEHMTE ITPOJAYKTHU WJIHN OTHHAABYHHN PUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

)Ia CC U3XBBHPJIM B CbOTBETCTBUE C MCCTHUTC U3 CKBAHU. @

Y

Vi
| 11. MIME M AJIPEC HA IPUTEJKATEJISI HA PABPELHIEHHETO 3A YIIOTPEBA

C’LXpaHSIBaﬁTG (pHaKOHa B KapTOHCHATA OITaKOBKa, 34 1da CC MPCATa3u OT CBCTIIMHA.

7T S
Pfizer Europe MA EEIG /O
Boulevard de la Plaine 17 Q
1050 Bruxelles @
benrus Q/

NS

>
12.  HOMEP(A) HA PA3PELIEHUETO 3A XOTPEBA

EU/1/16/1114/001 ng
O
13. TIAPTHJEH HOMEP N
[Mapruna: \%
(&\

| 14. HAYMH HA OTH@AHE |
A\
| 15. YKA3AHHMARQA YIOTPEBA |
U

| 16. MH®OPMAINSI HA BPAIJIOBA A3BYKA |

Y
HpneTo@'}CHOBaHMe Jla He ce BKJIoun nHpopmanus Ha bpaiinosa a30yka.

| 17~ YHMKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/]

\OJ
QI[BYI/ISMCPGH 0apKoJ| ¢ BKIIIOUEH YHHUKAJICH WICHTH()UKATOD.
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MUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHHU
II'bPBUYHU OITAKOBKH

®JIAKOH BORTEZOMIB HOSPIRA 1 mg

0

1. WME HA JIEKAPCTBEHMSI MPOJYKT U ITbT(MIIA) HA BBBEXK/IAHE >~ ]

Bopre3zomu6 Hospira 1 mg npax 3a HHXEKLIMOHEH Pa3TBOP &Q

0opTe3oMuo O

Camo 3a s.C. W 1.V. IPUJIOKCHHE. $
| 2. HAYMH HA MPUWIOKEHME D |
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT N |

O
I'onen no: O)Q
L
4. BATCH NUMBER X
[Maptuna: Q/

NS

5. CbABP)KAHHME KATO MACA, OGEM WIH EJMHULIN

<
I mg @
&
| 6. JPYTO N

£
Camo 3a eqHOKpaTHa ynorpeoa.
\

Moske J1a IPUYMHU CMBPT, a@.ce IpHUIIara o JApyTry MbTULIA.

IoaxoxHoO HpHJIO)l(CHP@SOGaBCTe 0,4 ml 0,9% nHaTpueB xJI0pUA 3a MPUTOTBSAHE HA 2,5 mg/ml
KpaiiHa KoHIeHTpars_)

HNuTpaBeHo3Ho n skeHue: nodasete 1 ml 0,9% HaTpueB xyopua 3a npuroTssHe Ha 1 mg/ml
KpaiiHa KOHLICHTD

CsxpaHﬂBaﬁé;aKOHa B KapTOHEHATa OIIaKOBKa, 32 J1a ce IIPeANa3u OT CBETJINHA.

OTHCHCé&
Q
o

QQ/
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MUHHMUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUYHU
II'bPBUYHU OITAKOBKH

®JIAKOH BORTEZOMIB HOSPIRA 2,5 mg

0

1. HMME HA JEKAPCTBEHMS ITPOAYKT U MbT(MIIA) HA BbBEXKJIAHE Q |

Boprezomu6d Hospira 2,5 mg npax 3a MHKXEKIHOHEH pa3TBOP &Q

0opTe3oMuo O

Camo 3a s.C. W 1.V. IPUJIOKCHHE. $
| 2. HAYMH HA MPUWIOKEHME D |
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT N |

Z
I'open no: O)Q
L
4. TIAPTUJEH HOMEP X
[Maptuna: Q/

NS

5. CbABP)KAHHME KATO MACA, OGEM WIH EJMHULIN

<
2,5mg @
O
| 6. JPYTO N

£
Camo 3a emHOKpaTHa ynorpeoa.
\

Moske J1a IPUYMHU CMBPT, a@.ce IpHUIIara o JApyTry MbTULIA.

IoaxoxHoO Ilpnﬂomenn@m@BeTe 1 ml 0,9% naTpueB xyiopuz 3a IPUrOoTBAHE HA 2,5 mg/ml kpaiiHa
KOHIICHTpAITHS.

HNuTpaBeHo3Ho n )KEHI/IE nobasere 2,5 ml 0,9% natpueB xnopun 3a npuroTssiHe Ha 1 mg/ml
KpaifHa KOHLEHTP

CBXpaHHBaﬁ&aKOHa B KapTOHEHAaTa OIaKOBKa, 3a Jla ce IIPeANa3u OT CBETJINHA.

OTHCHCé&
Q
o

QQ/

60



MUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBUYHU OITAKOBKH

®JIAKOH BORTEZOMIB HOSPIRA 3 mg

60'

Q,
1. UME HA JIEKAPCTBEHUSA IMTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE .6/ |
AN

Bopre3zomn6 Hospira 3 mg npax 3a HHXEKIIMOHEH Pa3TBOP O
0opTe3oMuo Q
Camo 3a s.c. WJTH 1.V. IPUIIOKEHHE. A
| 2. HAYMH HA ITIPUJIOKEHUE Q\ |
>
| 3. JATA HA U3BTUYAHE HA CPOKA HA I'OJHOCT ‘Q |
T'onen no: /é,}z
4. HAPTUJAEH HOMEP @
7
IMaptupa: sz*
<
5. CBABPKAHUE KATO MACA, OBE@I/I.JII/[ EAUHULN
3 mg O
oN
| 6. JPYTO QO
N

Camo 3a eTHOKpaTHA yHOTpe6K \

Moxe 1a npuIuHu CM”pr,.kO ce mpuJjiara 1o Ipyry MbTHIIA.

oaxoxHO npnnome@:. nobasere 1,2 ml 0,9% HatpueB XJIopH[ 32 MPUTOTBSIHE Ha 2,5 mg/ml
KpaifHa KOHLEHTpPa

HNuTpaBeHo3Ho o:xenme: no6asere 3 ml 0,9% natpues xnopuz 3a npurorssiHe Ha 1 mg/ml

KpaiiHa KOHueqzsaumI.

C’LXpaHSIB (bHaKOHa B KapTOHCHATA OITaKOBKa, 34 1a CC MPCATa3u OT CBCTIINHA.

Ortiie TYK
ke
«\‘Z’Q
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MUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBUYHU OITAKOBKH

®JIAKOH BORTEZOMIB HOSPIRA 3,5 mg

60'

Q,
1. UME HA JIEKAPCTBEHUSA IMTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE .6/ |
AN

Bopre3omu6d Hospira 3,5 mg nmpax 3a HHKEKIIMOHEH Pa3TBOP O
0opTe3oMuo Q
Camo 3a s.c. HJIH 1.V. IPUIIO’KCHHE A
| 2. HAUYMH HA TIPUJIOXKXEHUE Q\ |
>
| 3. JATA HA U3THUYAHE HA CPOKA HA IT'OJHOCT ‘Qj |
T'onen no: /é,}z
4. HAPTUJAEH HOMEP @
<
[MapTuna: sz\
Z
5. CbABPKAHUE KATO MACA, OBE@I/IJII/I EJUHUIIA
3,5 mg O
WK
| 6. JPYTO QO
N

Camo 3a eTHOKpaTHA yHOTpe6K \

Moxe 1a npuIuHu CMLpT,&O ce mpuJjiara 1o Ipyry MbTHIIA.

oaxoxHO npnnome@:. nobasere 1,4 ml 0,9% HatpueB XJIopH[ 32 MPUTOTBsIHE Ha 2,5 mg/ml
KpaifHa KOHLEHTpPa

HNuTpaBeHo3Ho o:xenme: no6asere 3,5 ml 0,9% HarpueB xjopuz 3a npuroTesiae Ha 1 mg/ml

KpaiiHa KOHueqzsaumI.

C’LXpaHSIB (bHaKOHa B KapTOHCHATA OITaKOBKa, 34 1a CC MPCATa3u OT CBCTIINHA.

Ortiie TYK
ke
«\‘Z’Q
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B. JUCTOBKAQ)
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JIncroBka: nHpopManus 3a NOTpeOHTEJIs

Boprte3zomud Hospira 1 mg npax 3a HH:KeKIHOHEH Pa3TBOP
Bopre3zomud Hospira 2,5 mg npax 3a HH:KeKIIHOHEH Pa3TBOP
Bopre3zomud Hospira 3 mg npax 3a HH:KeKIIMOHEH Pa3TBOp
Bopre3omud Hospira 3,5 mg npax 3a HH:KeKIIMOHEH Pa3TBOp bro
6opre3omub (bortezomib) Q/

IIpoyeTreTe BHUMATEIHO LAJIATA JUCTOBKA, IIPEIAH 1A 3all04YHeTe 1A N3I10J13BaTe TOBA &Q

JIEeKapCcTBO, Thil KaTO THA ChAbP:Ka BazkHa 3a Bac undopmanms. O

- 3anaseTe Ta3u JUCTOBKA. MoXe Aa ce HaJIOKU J1a 1 IPOUYeTeTe OTHOBO.

- AKO MaTe HAKAaKBU JOIBIHUTEIIHH BBIIPOCH, IonuTalTe Bamms nekap nnn GpapManesT.

- AKO TIOJTy4YHTe HAKAKBH HEXEJIaHU peakllny, yBeaoMeTe Bamus nekap wiu MalieBT. ToBa
BKJIIOYBA M BCHYKH BB3MOKHU HEXKETaHU PEaKIMH, HEOMTUCAHU B Ta3M JIUC . BixTe

TOuKa 4.
Q>

Kakso CbAbpPiKa Ta3du JIMCTOBKA &Q

Kakso npencrasnsBa boprezomn6 Hospira u 3a kakBO ce U310
KaxBo TpsiOBa na 3Haete, mpenu Aa u3noi3Bare boprezomMud ira
Kak na nznonssare boprezomn6 Hospira /O
BB3MOKHM HEXETaHU peaKkuu

Kak na cexpansiBare boprezomu6 Hospira Q
CpapprkaHue Ha OMTAKOBKATa U IOMBIHUTETHA HHq)op@mﬂ

Q

1. Kaxkso npeacrasisBa bopresomud Hospir@ 3a KaKBO ce U3I0J13Ba

ANl o e

Bopre3zomu6d Hospira cbbpika akTHBHOTO BELIGEIBO OOPTE30MHO, HApUyaH OIIe “TIPOTea30MeH
naxuoutop”. I[IpoTeazomure urpasrt BaxHa p a KOHTpOJIa Ha KJIEThYHATA PYHKIIHS U PACTEXK.
Bopre3zoMu6d Moxe na yHUIIIOKA TyMOpHI/I'léKJIeTKI/I 4ype3 HaMeca B TSIXHATa QYHKIHSL.

Bopre3omu6 Hospira ce u3mon3ea 3a H@I/Ie Ha MYJITHILICH MUAEJIOM (paK Ha KOCTHUS MO3BK) IIpH

nanueHTy Haj 18-roxumiHa BB3pacT:;

- CaMOCTOSATEIHO WM B KOMOW 31 C JIeKapcTBaTa MErHiIUpaH JIMITO30MEH JIOKCOPYOUIINH HITH
JIEKCaMETa30H IIPU MAIEeHTH, 3200JIIBaHETO HA KOUTO CE€ € BIOIIHIO (TIPOTPECUPAIIO) CIIe]
MoJTy4aBaHe Ha MOHE eAH/NPSIHIITHA TepaleBTHYHA JTHHIS U IIPH KOUTO TPAHCIUIAHTALMATA Ha
XEMOITOCTUYHH CTBOJIO €TKHU He ¢ OMJia yCIeIHa WK HE € TIOXO0/IsIIIa.

- B KOMOWHAIWSI C JIeK aTa MeJdalaH 1 MPeIHU30H, ITPH MAIUeHTH, 3200 IsIBAHETO HA KOUTO
HUKOTA HE € JICKYB ca HEMOAXOIAIIM 32 BUCOKOI030Ba XUMHOTEPAITUs C TPAHCIIJIAHTALIMS Ha
XEMOITOCTUYHH OBH KJICTKHU.

- B KOMOWHaIm apcTBaTa JIEKCaMeTa30H WM JIEKCaMETa30H 3a€IHO C TATHIOMHU/I, IIPU
TIAIMEHTH, 3agngaHeTo Ha KOWTO HE € JIEKYBAaHO MPE/IU TOBA U MIPEIU Ja MOJIydaT BUCOKOI030Ba
XHMI/IOTG]@ C TPaHCIUIAHTAIMS HAa XEMOIIOSTHYHHU CTBOJIOBU KJICTKM (MHAYKIIMOHHO JICYCHHUE).

BopTe3oy@-’ospira ce M3I0JI3BA 32 JICUCHUE Ha MaHTEIHOKIEThYCH JIUMGOM (BUI PaK, 3acsrar
JII/IM(i)HI@ 'B3JTM) TIPY MAIIUEHTH Ha BB3PacT 18 roJuHM UIIH [T0-Bb3PACTHH, B KOMOHWHAITUS C

neKa%aTa pUTYyKCHMa0, KIoQochaMu, JOKCOPYOHIIMH U TIPETHU3O0H, TIPH MAIIMCHTH,
HETO Ha KOWUTO HE € JIEKYBaHO MPE/IH TOBA U IPH KOUTO TPAHCIUIAHTAIMS Ha XEMOIIOCTUIHH

3a6@1
cs&eﬂom/l KJIETKU HE € TIOJXO/ISIIA.
2. Kakso Tps0Ba na 3Haete, npeau Aa u3nouassare boprezomud Hospira

He uznoassaiite bopre3omud Hospira

- aKO CTC aJICPIr'YHU KbM 60pTe3OMI/I6, 60p HJIX KBM HAKOS OT OCTaHAJIMTC CbCTAaBKH Ha TOBa
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JekapcTBO (M30pOeHU B TOUKa 6).
- aKo MMaTe HAKAKBU TEXKHU Oe0IPOOHHU WM CHPACYHU POOIIEMH.

IpenynpeskaeHus ¥ MpeANa3HA MEPKH

Wudopmupaiite Bamms nekap, ako ©MaTe HIKOE OT U30POCHUTE TO-I0JTy ChCTOSHUS:

®  HHUCHK Opoif YepBeHH WK O KPBBHU KICTKH bro

® KBpBEHE W/WIM HUCHK OpOii TPOMOOITUTH B KPBBTA Q/

o auapus, 3a11€K, raaicHe Ui IOBPBIIAaHE

e ciabocT, 3aMassHOCT WJIM CBETOBBPTEX B MUHAJIOTO &Q

e mpobnemu ¢ ObOpenuTe O

® JICKH JI0 YMEPEHHU YePHOAPOOHH MPOOIeMH Q

® U3TpBIIBaHE, MpaBy4YKaHe WIK OOJIKA B PHLETE WM Kpakara (HeBPOMATHSI) B MUHAI

e TpoOJIEeMH CHC CHPIETO MM KPBBHOTO HAJISITAaHE fb

®  3aJyX WM KallUTUIA 0)

®  MPUMAIBIHU sz\

e xepriec 30cTep (BKIIOYHTEITHO JOKATU3UPAH OKOJIO OYHTE MITM 00XBAaIIL @vmom TSUIO)

® CHMIOTOMH Ha CHHIPOM Ha TYMOpEH pa3IaJ KaTo HalpuMmep MyCKyJl aMITH, MyCKYJTHA
cimaboct, 00bpKBaHe, 3aryda WM HapyIICHHWE Ha 3pEHUETO U Heﬂoc@ Ha BB3AYX

e 3ary0a Ha mameTTa, 3aTPyJHEHO MUCIICHE, TPYIHOCTH IIPH XOJICHE N 3ary0a Ha 3peHuneTo. Tosa
morar aa 6’[),JlaT IMpU3Hal Ha CEPpHUO3HA MO3bYHA I/IH(i)eKIII/ISI HAT JICKAp MOXKE Aa MpEaIOXKn
JOITBJTHUTEIIHY U3CIICIBAHUS M TIPOCIIC/IIBAHE. Q

[peau u mo Bpeme Ha jedenneTo ¢ boprezomud Hospira Tp)@a Jla CU MPAaBUTE MIEPUONYHI
W3CIIEIBAaHNS Ha KPBBTA, 3a J1a IPOBEPSBATE PEIOBHO 6p(@a KPBBHHUTE CH KJIETKH.

AKO UMaTe MaHTEJIHOKJICThUEH TIUM(POM U HonyangjesggKapCTBOTo putykcumab ¢ boprezomud
Hospira Tpsi0Ba na kaxere Ha Bamms iekap:

o aKo cMATaTe, 4€ nMaTe I/IH(i)eKI_[I/IH C Xernaru OMEHTAa UJIM CTe UMaJu B MUHANIO0TO. B HIxon
Clly4au, MalMeHTH, KOUTO Ca HMAJTH Xema, MO’KE J1a TTOJTy4aT MOBTOPEH MPUCTHII HA XENaTHuT,
KOHMTO MOKe Nia ObJie patasieH. Ako nmare dHaMHe3a 3a MHEKIHs ¢ xernaTuTt B 1me Obaere
BHUMATCIIHO NPETIICAaHU OT Bamms 3a IpHU3HAIU HA aKTUBCH XCIIATUT B.

J

Bue Tpsi0Ba 1a mpoueTeTe JIMCTOBKA NalMeHTa Ha BCEKH JIEKAPCTBEH MPOIYKT, KOMTO IIe ce

npueMa B koMOuHanus ¢ bopreso ospira, 3a HH(pOpPMaLHs, CBbP3aHa ChC CHOTBETHOTO

JICKApCTBO NPCAU 3all0YBAHEC HA JICUCHHUCTO C BOpTeSOMI/I6 Hospira. Koraro ce n3mon3sa TaInAOMUL €
H606XOILI/IMO Ja ce 06’I>pHe OC&CIQO BHHUMAHHKEC HAa TCCTBAHETO 34 6peMeHHOCT 1 U3UCKBAHMATA 3a
IMPEBCHIMA HA 6peMeHHOC& MKTC TOYKa BpeMeHHOCT u K’bpMeHe).

Jleua v roHOIIM OQ~

BOpTe3OMI/I6 HOSp. TpSI6Ba Ja CC U3M0JI3Ba MpU AC1a U FOHOIIH, 3alIOTO HE € U3BCCTHO KaK IIIC
nm HOHeﬁCTBa JICKapCTBOTO.

Apyrun .JIeRa@Ba u bopre3zomn6 Hospira
upaiite Bamms nexap nnn gapmaneBT, ako mprueMaTe, HaCKOpo CTe MprUeMaTi WiH €
0'¥la pueMeTe JPYyTHU JIeKapCcTBa.
B ua T, nHpopMHupaiiTe Bamms nekap, ako U3Mon3BaTe JEKapCcTBa, ChAbPIKAIIU HIAKOE OT
AKTHUBHU BEIIECTBA!
CTOKOHA30JI, M3MOJI3BAH 32 JIeUeHUE HA I’BOMYHH WHPEKIHN
Q/ PUTOHABHUP, U3MOI3BaH 3a JieueHue Ha HIV nndexnus
Q pudaMuyrH, aHTHOMOTHUK, U3TION3BaH 3a JICYCHHE Ha OAKTEPHUATHN HH(DEKIUH
- KapOama3zenuH, peHUTOUH Wir ¢peHodapOuTa, U3NOI3BAHHU 32 JICUCHHE Ha SIUIICTICHs
- KBIT KaHTapuoH (Hypericum perforatum), 3a JIETPECUU WIH APYTH CHCTOSHUS
- TMepopalHu aHTUAWAOETHH JIeKapCTBa.
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BpemenHocT 1 KbpMeHe
He Tpsi6Ba na n3non3pare 60pTe30MUb ako cTe OpeMeHHa, OCBEH B CIIy4all Ha KaTeTOpUYHA
HEOOXOIUMOCT.

Kenwure ¢ ACTCPOACH MOTCHIHAIT TpH6Ba Ja U3I10J13BaT C(I)GKTI/IBHa KOHTpAaLenmus 1mo BpeMe Ha
JICYCHUCTO U B IPOABJDKCHUC Ha 8 mecena CJICA MPUKIIIOYBAHCTO MY. IlocwBerBaiiTe ce ¢ Bamms c
JICKap, akKo KCJIa€TC aa 3aMpasuTe SIAIICKJICTKH Impeaun 3aro4YBaHe Ha JICUCHUECTO. @

Mmxere He TpsiOBa Ja Ch3JaBar Jela Mo BpeMe Ha yroTpedara Ha 6opTe3omub U TpsOBa 1a }QQnsBaT
e(eKTHBHA KOHTPAIICTIIIUS 110 BpeMe Ha JISYCHUETO | 10 5 Mecela ciie/l TPeKpaTsIBaHeTo
ITocwBeTBaiite ce ¢ Bamus nekap, ako kenaere J1a ChbXpaHUTe criepMa npeau 3anquaHe®
JIEYECHUETO.

He tpsibBa na kbpmuTe, MOKaTO M3MoN3BaTe Oboprezomud. Obchaete ¢ Bamus neméaora e Oe3zomacHo
Jla TOJHOBUTE KbPMEHETO, CJIe/ MPUKIIIOUBAHE HA JICUCHHUETO.

Tanmumomuy MpUYMHSBA BpOIeHH MaihopMaIii U CMBPT Ha uioja. Korar @pT€30MH6 ce mpuiiara B
KOMOMHAaNus ¢ TAIMAOMHI, TPAOBa [a ceaBaTe nporpamara 3a npeBeH% a OpeMeHHOCTTa MpH
JieYyeHne ¢ TanuaoMu (BrxTe JICToBKa 3a MalreHTa Ha TAIUIOMKN)

lodupane n paéora ¢ MAIIMHU ’bQ
Bopre3oMu6b Moke fa MpuYuHU yMOpa, 3aMastHOCT, C1ab0CT WiT BrIIeHO 3peHue. He modupaiite n
HE pa60TeTe C UHCTPYMCHTH WJIM MAIlIMHU, aKO UMATC HO)IO6HI/I JKCJIaHU pe€aKlInu; 10PU aKO I'
HAMATC, HCIPEMCHHO Tp$I6Ba Ja CTC BHUMATCIIHU.

Z

3. Kak na nznoszBare bopresomud Hospira Qj

Bammsr nexap me onpenenu Bamara noza 60p’@MH6 B 3aBHCHMOCT OT BUCOUMHATA U TErJIOTO Bu
(TIon Ha TeJiecHaTa MOBBPXHOCT). O6anﬁH% aganHa 103a Ha 6opre3omu6 e 1,3 mg/m? TenecHa
IMOBBPXHOCT JIBa IIbTHU CCIMUYHO. O

Bammsr nekap MOXe J1a IPOMEHH 1034 o01ust Opo¥t JTeYeOHN IUKIIN B 3aBUCHMOCT OT
noBnusBaHeTo Bu ot JICYCHHUETO, OT HWKBAHCTO Ha HAKOH HECXKCJIaHU PEaKIIUU U OT Bammre

CBITHTCTBAIY 3200 IIBAHU (Hal‘[p](%ﬁrp, po0JieMu ¢ YepHUs Apo0).

IIpoepecupawy mynmunien m éﬁQﬁ

Korato 6opre3zomut ce mp caMocTosTeNHO, Bue me nmomyunre 4 103u 6opre3oMud
HWHTPABEHO3HO WJIU MTOAK Ha neH 1, 4, 8 u 11, mocnensanu ot 10-1HEBHO NpeKbCBaHE HA
JIEICHUETO - “TIEPUOJT uBka”. To3u 21-gHeBeH nepuo (3 ceAMUITN) CHOTBETCTBA HA €IUH
LMKBJI Ha JICUCHHUE. 0Ke J1a TOTydHTe 70 8 IUKEIa (24 ceaqMuIin).

Boprezomu6 Momegl Bu 0b/1¢ ipuaran 3aeiHO C JIKapCTBATa METHIHPaH JTUIMO30MEH
JOKCOPYOUIIMENANH IeKCaMeTa30H.

Koraro 6@30MH6 Ce MpuJIara 3aeJ{HO C eTWINPaH JIMII030MeH TOKcopyOuIiH, Bue 1ie momydaute
oopres MHTPaBEHO3HO WX TTOJIKOXKHO KaTo 21-THEBEH ITUKEI HA JICUCHHE U MTeTHIIHPaH
HHHO%H JIOKCOPYOHIIMH, IPUIIOKEH B J03a 30 mg/m2 Ha 1eH 4 B 21-qHEBHUA [IUKBJI HA JIEYCHHE C
6@ 10 KaTo MHTpaBeHO3HA HH(PY3US cliell HHXEKTHPaHEeTo Ha O60pTe30Muo.

@ﬁe MOKe€ J1a TIOJIYIHTE 110 8 IuKbIa (24 ceaMuIin).

Koraro 6oprezomu0 ce mpuiiara 3aeHo ¢ IekcaMmeTa3oH, Bue mie momyuute 6opTe3oMuo
MHTPaBEHO3HO HJIX MTOJKOKHO KaTo 2 1-THEBEH IUKBI Ha JICUCHUE U TekcameTa3oH 20 mg, mpuiioKeH

nepopaiHo B Aum 1, 2,4, 5, 8,9, 11 u 12 oT 21-AHEBHHS ITUKBII HA JICYCHHUE C 0OPTE30MHO.

Bue moxe ga momyuute no 8 nukbia (24 cenMuIm).
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Henexysan mynimunnen muenom

AKo mpeau He cTe OMITH JIEKYBaHU 3a MYJITUIUIEH MuesoM 1 Bue He cTe moaxonadniu 3a
TPaHCIUIAHTAIUS HA XEMOIOETHYHH CTBOJIOBH KIIETKH, 1€ TIOJIy4IUTe OOPTE30MUO 3a€/THO C JABE APYTH
JeKapcTBa: Mendanad 1 IpeIHU30H.

B T031 cinyyailt mpoabDKUTETHOCTTA Ha TEPANIeBTUYHUS ITUKBI € 42 muu (6 ceqmuim). Bue me b
nonryuute 9 1ukbia (54 ceamunn). QQ/

e B muknure ot 1 10 4 GopTe3omMuo ce mpuiiara JBa mbTH CEAMUYHO Ha feH 1, 4, 8, 11, 2@25, 29u
32.

e B muknwure ot 5 10 9 GopTe3oMub ce mpuiiara BEAHbX CEIMUYHO Ha JieH 1, 8, 22 v@

Mendanan (9 mg/m?) u npeanuson (60 mg/m?) ce npuarat NepopaiHo B I€H I,E;Q/I 4 ot mepBaTa

CEeIMMIla Ha BCEKU IUKBII. ‘2\
AKo TIpequ He cTe OWIH JIEKYBaHU 3a MYJTHILICH MueoM U Bue cTe oz 1 33 TPaHCIUIAHTAIHS
Ha XEMOTIOETHYHHU CTBOJIOBHU KJIeTKH, Bre 11e momyunte 6opTe3oMud u €HO3HO WJIH ITOJKOKHO
3aeJIHO C JIeKapcTBaTa JeKCaMeTa30H WM IEKCAaMETa30H U TaTHJI0MU 0 UHIyKIIMOHHO JICUCHHUE.

Koraro 6opre3omub ce mpuara 3aegHo ¢ IekcaMeTa3oH, Bue me@ quTe OOPTE30MHUO
WHTPaBEHO3HO WM MTOJIKOKHO KaTo 2 1-THEBEH UK Ha neqe}Q nekcameta3oH 40 mg mpuiIoKeH
niepopanHo B 1uu 1,2,3u4uB8,9,10u 11 ot 21-L[HeBHH;1@JHK J1 Ha JICUCHHUE ¢ OOPTEe30MHUO.

Bue me momyunte 4 mukniaa (12 ceamurm). Q\Q/
Koraro 6opTe3omu0 ce npuiiara 3aeIHO ¢ TATUIOMEA U IEKCAMETa30H, MPOABIDKUTETHOCTTA Ha
TEpareBTUYHYSI UK € 28 aau (4 cenMuUIIn). \}s

Hexcameraszon 40 mg ce npunara nepopanHo@HH 1,2,3,4,8,9,10u 11 or 28-mHEBHUS IMKBII HA
JiedyeHne ¢ 6OPTE30MHO M TATUIOMU] MIPHUILEKEH MEPOPATHO exXeIHEBHO B 1032 50 mg mo nex 14 ot
'BPBUS IUKBJI U aKO ce TIoHacs 100pe I Jﬁ(ce noBuiasa 10 100 mg B nepuona ot aeH 15 no nen
28, cies KOeTo MOXe Ja ObJie TOBUIII omrbIHUTENHO 10 200 mg OT BTOpUS HUKBIT HATAThK.

Bue moxe ma npeMmuHere 1o 6 1 Ha JieueHue (24 ceqMuUIHn).
p

Henexysan manmennoxiems )Mgbom

AKO He cTe JIeKyBaHU JI0ce MaHTEITHOKJIEThYEH JIMM(DOM IIe MOIyInTe 60pTE30MHO
HMHTPAaBEHO3HO MJIM ITOJIK! 3a€IHO C JIEKapCTBaTa pUTyKcuMao, Iukinodochamu, TOKCOPYOHUITHH
Y TIPETHU30H. o

Boprtezomub ce o WHTPaBEHO3HO WM MOJKOXKHO Ha 1ieH 1, 4, 8 u 11, mocnenBano ot "mepuon
Ha mounBKa'", 63 n¢uenue. [IpobDKUTeTHOCTTA HA ITUKEIA HA edeHue ¢ 21 quu (3 ceaMuIm).
Morar aa ce okat 10 8 IuKbiIa (24 ceaMuIm).

Crnegaut @apCTBeHI/I MIPOIYKTH CE Tpujiarat Ha JieH 1 Ha Bceku 2 1-THEBEH UK Ha JICUCHHUE C

Oopre3 % KaTO UHTPABEHO3HU BIIMBAHUSL:

Puty¥Chmab B 103a 375 mg/m?, muknodpocdhamus B 103a 750 mg/m? u JOKCOPYOHUIIMH B 1032

50, fgy?’. TlpensnsoH ce npuiara mepopaiHo B go3a 100 mg/m’ Ha zien 1, 2, 3,4 1 5 0T nyuKbiIa HA
ue ¢ bopre3omuoO.

Qkak ce npujara boprezomu6 Hospira
ToBa JilekapcTBO € caMo 3a HHTPABEHO3HO HMJIH MOJIKOKHO MpHItokeHune. boprezomu6 mie ce npunara

OT MCAUIIUHCKHU CIICHUAINCT C OIIUT IIPU yHOTpC6aTa Ha TUTOTOKCHUYHH JICKAPCTBA.

Bopre3omMub Ha npax TpsOBa Ja ce peKOHCTUTYHUpa npeau ynorpebda. ToBa Iie ce HanpaBu OT
MEIUIUHCKH CTienUaucT. [1oydeHusT pa3TBOp ce HHKCKTHPA BbB BEHA HITH O] KOXKATa.
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WmxexkTupaHeTo BbB BeHa € 0bP30, 32 3 10 5 cekyHau. MHXEKTUpaHETOo MoJ KOXaTa ce IpaBH B
obJacTTa Ha OepaTa WK Kopema.

Axo Bu e npunosken Tebpae MmHoro boprezomné Hospira

TBi1 KaTO TOBA JIEKAPCTBO CE MpHJIara oT Bamus ekap WM METUIIMHCKA CECTPa, MAJIKO BEPOSTHO € J1a
Bu 6bp1e npunokeH nmoseye. B Manko BeposTHUS ciydail Ha penosupane, Bammsar nekap me Bu
Ha0JII0/1aBa 3a HEXKEIAHU PEAKIIHH. Q/b

o~

4. Bb3MOKHHN HeKeJIaHU peakiuu O

Kakro Bcuuku JICKAapCTBa, TOBA JICKAPCTBO MOXKE [1da IPCAN3BUKA HCIKCIIAHU PCAKIINHU, B*peKH e HC

BCEKH T MoTy4yaBa. Hsxou OT Te3n peakiyu Morar ja ObaaT Cepro3HH. /O

Axko Bu mpuarar 6opTe3oMu0 3a MyJITHILICH MHEJIOM HJIM MAaHTETHOKIEThUCH JTHMBOM,

nHopmupaiite Bamms nekap, ako umare HIKOH OT U30POCHUTE MO-I0TY CH MH:

- MYCKYJIHH KpaMIIH, MyCKYJIHa ci1adocT

- oOBpKBaHe, 3aryba WM HapyUIeHUE Ha 3pPEHUETO, CIICNOTA, I'bPUOBE s&oGonme

- 3aIyx, NOJyBaHE HA KpakaTa WX IPOMEHH B CbPACUYHUS PUTHM, B 0 KPBbBHO HaJIAATaHE, yMODa,
npunanaHe

- Kaluiga 1 3aTpyAHCHO OUIIAHE WIIN CTATAaHE B I'bPAUTE. @b

JledueHnueTo ¢ 6opTe30MUO MOKE MHOTO YECTO J1a MPEAU3BUK H&QﬂﬂeHI/Ie Ha Opos Ha YSPBCHUTE U
0enu KPBbBHU KJIETKH M TPOMOOIUTHTE B KpbBTa Bu. ETO 3aLé'Tp$[63a Jla CU IIpaBUTE NIEPUOTUYHHA
W3CIIeIBaHUS Ha KPBBTA MPEAH U 10 BpeMe Ha nequHeT(QﬁopTewMH& 3a J]a MPOBEPSBATE PEIOBHO
Opost Ha KPBBHHUTE CH KJIETKA. MOXe J]a UMaTe HaMall e B Opost Ha:

- TPOMOOIMTHUTE, KOETO MOXe Ja By HarpaBu no-€KIIOHHN KbM 00pa3yBaHe Ha CHHUHH WIIN
KbpBeHe 0e3 BUIMMO HapaHsBaHe (Harp. KLplisg;OT yepBaTa, CToMaxa, ycTaTa U BEHIIUTE UIIH
KbpPBEHE B MO3bKa MM KbPBEHE OT YEPHHUS 0)

- T-IepBeHI/ITe KpLBHI/I KJICTKH, KOCTO MOXKEC [&HH:{BI/IKa aHEMUs1, CbC CHMIITOMH KaTO yMopa 158
Oaemoct

- OenuTe KPHBHU KIIETKH, KOETO MOXKE ,{QH HaIpaBH MO-CKJIOHHU KbM HH()EKIINH U
TPUTIOTIOA00HH CUMIITOMH. J¢

Axo Bu e npunoxxen 60pTe30Muo CUCHME Ha MYJITUILICH MUEJIOM HEXEIAHUTE PEAKLIUU, KOUTO
MOJKe Ja TTONyYnTe, Ca N30POCHU TO-/I0IY:

MHoro 4ecTH HesKeJIaHU e%tuml (Mozxke 1a 3acernart nosede ot 1 na 10 xymmu)
e  YyBCTBUTEIHOCT, CK ;QCT, M3TPBIIBAHE WK yCEIaHe 3a MapeHe Ha KoKaTa, WK OO0JIKU B
pBIIETE WK Kpaka paau yBpekKIaHe Ha HEPBUTE
Hamanssane 6p YEPBEHUTE KPHBHU KJICTKH WU Oei KPHBHU KIIETKHU (BIDKTE TIO-TOPE)
Tpecka
lanene wmuJioBpbIane, 3aryda Ha aneTHT
3anex ¢ €3 TI0/TyBaHe Ha Kopema (MOKe J1a € TeXKbBK)
Huapu 0 TOBa C€ CJIy4Hd, BAXKHO € J]a HETe MMOBEY€e BOA, OTKOJIKOTO OOMKHOBEHO. Jlekapsar
MO)K@‘{& W JaJie IPYro JICKAapCTBO 32 KOHTPOJI Ha TUapuUsTa.
v (u3TOIICHKE), yCcemaHe 3a caadocT
KyJTHa 00JIKa, OOJIKYA B KOCTHTE

TH HexKeJIaH! peaknuu (Moske aa 3acernat g0 1 Ha 10 xymm)
Hucko kpbBHO HalIsITaHe, PSI3KO CHajlaHe Ha apTepPUATHOTO HANSATAaHE PH CTaBaHe, KOETO MOXKeE J1a
JOBEZIE A0 MPHUIIOLIaBaHe

e  Bucoko KpbBHO HaJIsITaHE

e Hamanena 6bp0peuna GpyHKIHS

e ['nmaBoGonme
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001110 Hepa3noJIoKeHHe, 00JIKa, CBETOBBPTEIK, JIGKO 3aMaiiBaHe, YyBCTBO 3a ¢1aboCT M 3aryda
Ha Ch3HAHUE

Tpenepene

Wudexnyn, BKIIOYUTEITHO THEBMOHUS, PECITUPATOPHHU WHPEKIHH, OPOHXUT, THONYHN MHDEKIINH,
KalllUTMIA C XPayKu, TPHIIONIO00HY ChCTOSHHS

Xepriec 30cTep (BKIIOUUTEITHO Pa3NoI0KEH OKOJIO OUYUTE WM Pa3NpOCTPaHEH IO TSIIOTO) bro
Bornka B repAMTE WM HEOCTHT HAa BB3AYX NPH (PU3HYECKO YCUITUE Q

Paznmuynan BunoBe 00OpuB Q
Copbex 1Mo KokaTa, rpanaBa Wi cyxa Koxa &
3auepBsBaHe Ha JIUIETO WA MAJIKH CITyKaHW KaIIspy O
3auepBsaBaHe Ha KOXKaTa AQ
Hexunparanust (00e3BOAHSIBAHE)

Kucenuny, nogyBaHe Ha KopeMa, OpUTrBaHe, ra3oBe, OOJIKH B CTOMaxa, K’pre?ga YyepBaTa Win
cTomMaxa
[Ipomsina BB pyHKIMATA HA YEePHUS IpOO sz\

Bp3nanenue Ha yctaTa WM yCTHHUTE, CyXOTa B yCTara, sI3BH B ycraTa HIMGoKa B I'bpPJIOTO
3ary0a Ha TerJo, 3aryba Ha BKyca &

MycKyJIHE KpaMIId, MyCKYJIHH CIIa3MH{, MyCKYJIHa ciaboct, 00Ka @t Bammre xpaitHunm
3aMBIrieHO 3peHue

Wndexnus Ha BRHIIHUS €10 HAa OKOTO U BBTPELIHATA HOBLp)ng Ha KJIenaynTe (KOHIOHKTHBHUT)

KbpBene ot HOca QB
TpyaHo 3acniBaHe WX TPOOIEMH ChC ChHS, H3MOTABAHE, TPECBOKHOCT, IPOMEHU B HACTPOEHHUETO,
HOTHCHATO HACTPOEHHE, OE3MOKOICTBO MK BH30y1a, szfeHI/I B TICUXUYECKOTO ChCTOSIHUE,
JIe30pUCHTALIUS

[omyBaHe Ha TAIOTO, BKIIOYUTEITHO OKOJIO OYUTE @ JPYTH Y9aCTH OT TSIIOTO

HeuecTu HexkelaHu peakuuu (Morart aa 3acerug)g/o 1 na 100 qymm)

oo T

ChpaeuHa HEIOCTATHYHOCT, HHDAPKT, rpLﬂ@GonKa, JUCKOM(OPT B TbPANTE, MOBUIIICHA HITH
MIOHW)KEHA ChPAECYHA YECTOTa

BL6peqHa HCIOCTAaTBhb4YHOCT O
Bu3nanenue na BCHUTC, KPBbBHU CEC&GHI/I BBB BEHUTC UM OEIIUTE ,Z[p06OBC
HpO6HCMI/I CbC CbCHUPBAHCTO HA K] a

HenocraTpuna nupkynamus

Brp3nanenue Ha oOBUBKaTa oxoég CHPIETO WIX TEYHOCTTA OKOJIO CHPIIETO

Wudekunu, BKIFOUYBAIN I/y@omu/m Ha MTUKOYHUTE ITHTHILA, TPHUII, XePIIeC BUPYCHA MH(DEKIIHS,

VIIIHA HHPEKIUS | Y.

KspBaBu I/IBHpa)KHeHyHi*J'H/I KBpBEHE OT JIMTABHUIIUTE, HAIPUMEP B YCTaTa, BIATAIUIICTO

Mo3BYHOCHIOBH HA HUS

[MTapanu3a, mpumn , TajaHe, IBUTATEIHN HapyIIeH!s, HapyIlIeHa, IPOMEHEHa WM HaMmalieHa

YYBCTBHUTEITHO CeIllaHe, CIyX, BKyc, 0OOHSHUE), HAPYIIICHO BHUMaHUE, TPEIEPEHE,

MOTPETIBAHUS 6

ApTpur, Bls@quenﬂo BB3IAJICHUE HA CTABUTE HA MPBCTUTE HA PBIETE U KpaKaTa U Ha YeNIIOCTTa

Hapymgx, KOUTO 3acsArat Barire 6emu 1po0oBe, KOMTO BB3IPEIATCTBAT MOJyUYaBaHETO Ha

JIOCT 0 KUCIIOPOJT OT TSUI0TO. Hsikow OT HapyIIeHUsATa BKIFOYBAT 3aTPYAHEHO IUIIIaHE, 3a1yX,
aj MOKOM, TOBBPXHOCTHO, 3aTPYAHECHO WJIU MPEKHCBAIIO AUIIIAHE, XPUIIOBE

3
ngaHe, TOBOPHHU HapYIICHUSI
@ IIICHO WJIM HAMaJICHO KOJIMYECTBO YpHHA (TIopaau ObOpeYHO YBpeKIaHe), O0Ie3HEHO
\&ypnﬁnpane WM HATMYUE Ha KPBB/OCNTHK B ypUHATA, 33 IbpKaHe HA TEUHOCTH

[IpomeHeHO HUBO HA Ch3HAHUE, OOBPKBAHE, YBPEKAaHE HIIH 3ary0a Ha amMmeTTa
CBpBX4UYBCTBUTEITHOCT

3ary0a Ha ciryxa, NIyX0Ta Wi IIyM B YIIUTE, TMCKOM(OPT B yIIUTE

XOopMOHAITHU HApYIICHHS, KOUTO MOTAT JIa 3aCETHAT YCBOSBAHETO Ha COJI U BOJIA
CBpBXaKTHBHOCT Ha IIUTOBUIHATA KIIe3a

HecmocoOHOCT 32 pon3BekIaHe Ha JOCTATHYHO WHCYJIMH WM PE3UCTECHTHOCT KbM HOPMAJIHUTE
HHUBA Ha UHCYJIMH
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PasnpazHenu wim Bb3MAaJICHN OYH, CHITHO CBHIIBSAIIN OYH, OOJIKA B OYHTE, CyXH OYH, OUHU
uH(peKuy, Oy4ka B Kiernaya (XanxauoH), 3a4epBeHU U OAYTH KIIETayH, CEKPeT

OT OYHUTE, HAPYLIEHO 3pEHNE, KbPBEHE OT OUUTE

[lonyBane Ha TuMGHHATE BB3TH

CKOBaHOCT Ha CTaBH WIHM MYCKYJIH, yCEIIaHe 3a TEKECT, OOJIKU B ciaOuHHUTE

Kocoman n HapymieHa cTpykTypa Ha KOChbMa bro
AnepruyHu peakiuu Q/
3ayepBsiBaHe WK O0JIKa HA MSCTOTO HA HHKCKTHPAHE Q
Bonku B yctara &
Wndexnun nim Bb3naneHue Ha ycTaTa, I3B1 B yCTaTa, XpaHOIPOBOAA, CTOMaxa U 4e , KOUTO

TIOHSKOTA ca CBBbP3aHH ¢ 0OJIKa MM KbPBEHE, 3a0aBCHO JBHKEHHE Ha YepBaTa (BKII TEJTHO
3aIyIBane), JUCKOM(pOPT B KOpeMa WIIM XPaHOIIPOBOJIA, TPYIHO MpPETbIIaHe, MOBPhIaHe Ha
KPBB

Koxun naexnmnn O)

Bakrepuanau u BupycHH WHOEKIUH “2\

Wndexnus Ha 3p0uTE Q/

Br3nanenue Ha maHKpeaca, 3aIyIiBaHe Ha KITbYHUTE IIHTHINA

Bonka B reruTanuuTe, mpoOIeMH ¢ TTOTyYaBAHETO HA EPEKIUS Qj

IloBumeno Terno Q

Kaxnma ’b

Xemarur /O

Hapymenns Ha MSICTOTO Ha MPHUIIOKEHUE HITH CBHP3aHU H&:m/lem 3a MPIIOKEHUE

KoxHu peakiuy u HapyIIeHus (KOUTO MOXKE Ja ca TeK JKUBOTO3aCTpalIaBalii ), KOXHH S3BU
CuHUHY, TaJJaHAS 1 HapaHSIBaHU Q/

Br3nanenue niv KpbBOU3INBY OT KPHBOHOCHUTE Be, KOETO MOXKeE J]a C€ MIPOSBU KaTO MaJIKU

YepBEHH WU JIMIIABU TOYKH (OOMKHOBEHO 10 KWTE{), 0 TOJIEMH TIETHA MOJI KOKATA MJIM MEKUTE
ThKaHH N

JloOpOKaYeCTBEHH KHCTH Q

Texko 06paTHMO CHCTOSHUE HA MO3bKa, KQRTO BKIIIOYBA IPUIIAIBIH, BACOKO KPHBHO HAJISATaHE,
[71aB000JIME, yMOpPa, 0OBPKAHOCT, ClIeROYa MITH PYTH IPOBIEMH ChC 3PEHHETO.

J
Penxu Hexes1aHM peakuuu (Morat ua&acerHaT a0 1 na 1 000 xymm)

Copneunu rmpobiieMu, BKITIOUB WH(APKT, CTCHOKAPIHS
3adepBsaBaHe
IIpomsiHa B 11BeTa Ha BeHH}Q \
Br3nanenue Ha rppOHa epB
Cepuosno BBSH&HGHH&% HepBHTE (HEPBHUTE BJIAKHA), KOETO MOKE J1a MPUYMHHU Napajn3a u
3aTpyIHEHO AUILIAH npom Ha Guillain-Barré)
[IpoGnemu c Ba VY, KbPBEHE OT YIIUTE
Hamanena akr CT Ha IIMTOBHUIHATA JKJIe3a
Cunzpom Ha -Unapu (KITMHAYHHA CUMITTOMH, IPUYMHEHH OT 3alylIBaHE HAa YEPHOIPOOHUTE
BEHH)
HpOMeH@HnH abHOpMHA YpeBHA (HYHKLUS
Ksps MO3BbKa
)KL@ OLIBETSIBAHE HAa OYMTE M KOXaTa (KBITCHHUIIA)

03Ha aJlepruyHa peakuus (aHapUIaKTHYCH II0K), KOSITO MOJKE J1a BKJIIOYBA MIPU3HALM HA
’%%;’Z[HGHO JUinane, 00JIKa WiIH CTSTaHe B TPBJIHUS KOII, W/UJIK YyBCTBO HA 3aMasHOCT/cnadocr,

\&'CI/IJ'IGH C’Lp6e)l( IO KOXXaTa WM HaaurHart O6pI/IB I10 KO’KaTa, NOAyBaHC Ha JIULICTO, YCTHUTC, C3UKa

e D

W/WIH THPIIOTO, KOUTO MOTAT J1a MPUYHHST 3aTPyJHEHHUE TIPY TpEerIIbIlaHe 1 KOoJarc
Hapyuienus Ha repauTe

Barunanno teuenne

IlonyBaHe Ha reHUTANUUTE

HenonocumocT kbM KOHCYMalUsl Ha aIKOXOJI

3ary0a Ha TenecHa Maca

TloBunren aneTuT
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®ducryna

CraBeH u3IHuB

Kucty B 00BUBKUTE Ha CTaBUTE (CHHOBUAIHU KHCTH)

CuynBanus

Pa3snanmane Ha MyCKyJIHH BJIaKHA, BOZEIIO 10 APYTH YCIOKHEHHS @
OToKk Ha YepHHS Ap0O, KbPBEHE OT YepHHS APOO b
Pax Ha 0b0peruTe Q
CrcTosiHHE Ha KOKaTa, TOA0OHO Ha IICOpUa3mc Q

Pax Ha xoxkara &
bienoct Ha koxaTa O
[NoBumasane Opost Ha TPOMOOIUTUTE WITH TUIA3MATHYHUATE KIETKH (BUJ O€H KPHB QHGTKI/I) B
KpbBTa

KpbBHU Chcupely B MAIIKUTE KPBBOHOCHH ChJIOBE (TPOMOOTHYHA MHKpoaHr@ml)
AOHOpMHA peakius PH KPbBOIPEIUBaHE

YacTryHa WM IThJIHA 3ary0a Ha 3pCHUETO
Hamaneno cekcyanHo xenanue §/

Jlurasene

M3nbKBaHe HA ounTe Q/
UyBCTBUTENHOCT KbM CBETJIMHA Q
VYuecTeHo quniaHe éb
Bosika B IpaBoTo 4epBO Q
Kambhu B sxpuKara @

XepHus

Hapaunssanus Q/

UyruimBY UM ThHKH HOKTH “2\

AOHOPMHM OENTHYHU OTIIATaHUS B mnsHeHOBa@Te OpraHu

Koma

UpeBHU S13BU @QJ

MyntropranHa HeJOCTaTbYHOCT

CmbpT &O

J
A
Axo Bu e npuiioxxer 60pTe3oMuo 3a¢¥c JPYTH JIEKapCTBa 3a JICYCHUE Ha MAHTCIHOKIICThYUCH
TUM(OM HEXKETAHUTE PEAKIUHU, KOUT l/[oraT Jla ce MoJTyJar, ca u30pOeHH Mo-70y:

MHoro 4ecTn HeXKeJIaHU pea)(gml (Mo3xke n1a 3acernart noseye ot 1 na 10 xymmu)
e [IHeBMOHHUA
e 3ary0a Ha aneTur A

e  UYyBCTBUTEIHOCT, OCT, M3TPBIIBAHE WITU yCEIllaHe 3a IapeHe Ha KOXKaTa, Ui OOJIKA B
KATKUTE WU C Ta, IOpaJu yBpEXJAaHE HA HEPBUTE
T"anene u mos e

Huapus
S13Bu B y%ﬁ
3amex

BoquserCKynnTe, OOJIKH B KOCTHUTE
Kodopan u HapyIeHa CTPyKTypa Ha KOChMa
pa, ycelase 3a ¢iaadoct

° ! C€CKa

Q@(’BCTI/I HeKeJIaHU peakium (Mo:xe na 3acernat A0 1 Ha 10 qymm)

Xeprec 30cTep (BKIFOUUTEIHO PA3IOI0KEH OKOJIO OUYUTE WM Pa3MpPOCTPaHEH IO TSJIOTO)
Xepriec BUpYCHH HHPEKIIUN

Bakrepuanau u BupycHH WHOEKIUN

WNHbekunn Ha MTUXaTETHATE THTUIIA, OPOHXUT, KAIIUTHIIA C XPAYKH, TPUITONIOI00HU 3a00IsIBaHHS
I'eOuvHN MHpEKITUN
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CBpBXUYBCTBUTEITHOCT (AJI€prUYHa PEaKITus)

HecmocoOHOCT 3a mpon3BexIaHe Ha JOCTATHYHO WHCYJIMH WM PE3UCTECHTHOCT KbM HOPMAJIHUTE
HHUBA Ha UHCYJIMH

3anbprkaHe Ha TEUHOCTH

TpynHO 3aciBaHe Wi NPOOIEMHU ChC CHHS

3ary0a Ha Ch3HaHHUE b’b

[IpomMeHeHO HUBO HA Ch3HAHHUE, OOBPKBAHE Qj
YyBCTBO Ha 3amMaiiBaHe Q
VYyecteHa chpaeyHa JEHHOCT, BUCOKO KPBBHO HaNATaHE, U3MIOTSIBAHE &
Hapymenus B 3peHneTo, 3aMbIJIEHO 3peHUE O

ChpaeuHa HEIOCTATBYHOCT, MH(APKT, TPBHA 00JIKA, TMCKOM(OPT B I'bPAUTE, TIOBAINCHA WITH
MOHM)KEHA ChpACYHA YeCTOTa

Bucoko miu HUCKO KPBBHO HANATaHE fb

BHezanHo criagane Ha KpbBHOTO HAJISITaHE MPH U3IPABSHE, KOETO MOXE J1a /1(?92;[6 1o 3ary0a Ha
Ch3HaHUE

Hepmoctur Ha BB3ayX NpH HPU3NUECKO yCHUIIHE Q/

Kannmmna &

Xbanane Qj

lym B ymute, AUCKOM(OPT B ymure Q

KbpBene ot uepBaTa ninu cromaxa /6b

Kucenuuu Q
Bonku B cromaxa, mojyBaHe Ha Kopema

3aTpyAHEHO MPETIhIIaHe @
Wudexnus ninm Bb3MaJcHUE Ha CTOMaxa U yepBaTa Qj
Bbonku B ctomaxa ‘2\
Beh3nasieHue Ha yCTaTa WK yCTHHUTE, GOJIKH B IEPJOTO
[Ipomsina BbB QyHKIHATA HA YEPHUS P00 O

CopOex Ha KoKaTa Q/
3auepBsBaHe Ha KOXKaTa @
O06pus O

MyckynHu ciasmu ,@

Wudexnyst Ha MMKOYHUTE H’bTI/Iub

bonka B kpaliHunuTe \é_

[TonmyBaHe Ha 4acTH Ha TSUIOTO, BKIFOUUTEITHO OKOJIO OUYUTE WM IPYTH YaCTH Ha TSIIOTO
Tpecka & \

3ayepBsiBaHe U 00JKa HENMTICTOTO HA HHKEKTHPaHE

001110 HEepa3IoJIoKE

3ary0a Ha TerJo §~

IToBumaBane H 0TO

Heuvectn Heme\.}zlgpeammn (morart aa 3acernar 10 1 na 100 xymm)

Xemarur

Cepuo epruyHa peakius (aHaGUIaKTUYCH IIIOK), KOSITO MOXE J]a BKITIOYBA MPU3HAIM HA

3a11gg HO JuIlIaHe, 00JIKa WM CTATaHEe B TPBIHUS KOII, H/UJIM YyBCTBO Ha 3aMastHOCT/ClIa0oCT,

CHIRH CHPOEK MO KOXKATA WM HATUTHAT OOPHB MO KOXKaTa, MOAyBaHe Ha JIMIETO, YCTHUTE, €3UKa
U T'BPIOTO, KOUTO MOTAT Jia MPUYHHAT 3aTPYJHEHUE MTPU TPETTBIIAHE U KOJIATC

CTOBBPTCIK

o 1 UTaTCIIHU pa3CTpOﬁCTBa, napainsa, IOTPCIIBaHC Ha MYCKYJINTC
Q>

3ary0a Ha ciyxa, TIIyXoTa

Hapymenus, xouto 3acsirat Bammre Oenu 1po6oBe, KOUTO BB3IPEISATCTBAT MOJIyYaBaHETO Ha
JIOCTaTBYHO KUCJIOPOJ OT TSUI0TO. HsIKOM OT HapyIieHusATa BKIIOUBAT 3aTPYJHEHO JHINAHE, 3a1yX,
3aJyX B MOKOH, MOBBPXHOCTHO 3aTPYAHEHO WU MIPEKHCBAILO JUINAHEe, XPUTIOBE

KpbBHE cheupery B 6enute TpodoBe

JKBaTO OIBETABaHE HA KOXKaTa M OUUTE (KBITECHUIIA)
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e byuka B KJenaya (XaialnoH), 3a4epBeHH U OIYTH KJIeayu.

Penxn Hexenann peakuum (Morat aa 3acersat 10 1 Ha 1 000 xymim)
e KpbBHH Chcupely B MAJIKUTE KPBBHOCHHU ChJ0OBE (TPOMOOTHYHA MUKPOAHTUOTIATHS)
e CepHO3HO BB3MAICHUE Ha HEPBUTE (HEPBHUTE BJIAKHA), KOETO MOXE Ja NPUUHMHH Napajin3a u

3arpyaHeHo aunrane (cuaapom Ha Guillain-Barré). 60
Crol1aBaHe HA He:KeJIAHU peakuuu QZ
AKO TOITyuuTe HAKaKBU HEXEJaH!U JIEKAPCTBECHH PEaKLUH, yBeoMeTe Bammms nexap wim &

(apmarieBT. ToBa BKJIFOYBA BCUYKH BH3MOYKHH HEOIMCAHU B Ta3H JIMCTOBKA HEKEIaHH
peakiuu.MoskeTre ChIIo Aa ChOOIINTE HEXKETaHN PeaKIUy AUPEKTHO Ype3 HAIlMOHAIHATA,CYCTEMA 32
cho0OmIaBane, mocoueHa B [Ipumoskenue V. Kato cro01aBare HexxelaHu Peakiim, Moﬂ&e J1a majeTe
CBOSI IPHUHOC 3a MOJTyYaBaHe Ha MoBeYe HH(GOPMAIUs OTHOCHO 0€30IMacHOCTTa Ha T@B, JIEKapCTBO.

)

5. Kak na coxpansiBate bopte3omud Hospira Q;z\

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA. Q&

He u3non3BaiitTe TOBa JIGKAPCTBO CIIE]] CPOKA HA TOAHOCT, OT6€HH33@X}/ (akoHa U Ha
KapTOHEHATa OIaKoOBKa cien ,,['oneH no:“. /O

ToBa JlekapcTBO HE U3KUCKBA CIICIUATTHHA TEMIIEPaTyPHU ycm@ﬂ ga ChXpHEHHE.

CobxpansBaiite aakoHa B KAPTOHEHATa OMAKOBKa, 32 J1a @ppeunam OT CBETJIMHA.
PexoHCcTUTYHpaHHAT pa3TBOP TPsiOBa Jla ce M3MON3BAIBEAHATA CIIE/ IPUTOTBSIHE. AKO
PEKOHCTHTYHUPAHHAT Pa3TBOP HE Ce M3IOJI3BA BE, , BpEMETO ¥ yCJIOBHATA HA ChbXPaHEHHE TPEIH
ynorpeba ca OTTOBOPHOCT Ha moTtpeburesns. Pe TUTYUPAHHAT Pa3TBOp € cTaOuIIeH 3a 8 yaca mnpu
25°C, cbxpaHsIBaH B OpPUTHHAIHUS QIIAKOH U/ CIPUHIIOBKA, C O0II0 BpeMe Ha ChbXpaHCHUE Ha
PEKOHCTHUTYHPAHOTO JIEKAPCTBO, HE HOBem@T Jaca npenu ynorpeoa.

Boprezomun Hospira e camo 3a eqHO a yrnotrpe6a. Hensnoa3BaHUAT NPOIYKT WK OTHAIbYHNATE

MaTepHajH OT Hero TpsOBa Ja ce H3)@pn;1T B ChOTBETCTBUE C MECTHUTE U3UCKBAHUS.

6. Chabpikanue Ha ona ATa n JONBJIHUTEIHA HH(pOpManus
Kakso cbabpika Bopw@ﬁ Hospira
AKTHBHOTO BEIIECT opTe30Muo.

Boprezomu6 H gl mg npax 3a MH)KEKIMOHEH Pa3TBOP
Bceku ¢uako pax ceabpka 1 mg 6opre3omMud (KaTo MAaHUTOI OOPOHOB €CTep).

bopreso @-Iospira 2.5 mg npax 3a MHKEKIIMOHEH pa3TBOD
Bcekn @KOH C pax ChABpPKa 2,5 mg 60pTe30MuO (KaTo MaHUTOJ OOPOHOB €CTEP).

Eo;ﬁ'as 10 Hospira 3 mg npax 3a HHKEKIIMOHEH Pa3TBOP
1 (QJIAKOH C Mpax chAbpxKa 3 mg 60pTe30Mub (KaTo MaHUTOJI OOPOHOB €CTEP).

QEODT€30MI/I6 Hospira 3,5 mg npax 3a HH)KEKIIMOHEH Pa3TBOP
Bceku duakon ¢ mpax chappika 3,5 mg 6opTe3omMub (KaTo MAaHUTOJ OOPOHOB €CTEp).

Pa3TBOp 32 MHTPABEHO3HO MPUIIOKEHHUE:
Crnien pexoHCTUTYHpaHe, | ml OT MHXKEKIIMOHHUSI Pa3TBOP 38 HHTPABEHO3HO MPUIIOKEHUE ChIAbPKA
1 mg GopTe3omuoO.
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Pa3TBOp 3a MOAKOXKHO MPUIIOKEHHE:
Cren pexoHcTuTyHpane, 1 ml OT HHXEKIIMOHHUS Pa3TBOP 3a TOAKOXKHO MPHIIOKEHUE ChABPKA 2,5 mg

0opTe3oMuo.

[pyrata cberaBka e maauton (E421). Q @
Kak n3rue:xna bopresomnd Hospira m kakBo cbIbpika OIaKOBKaTAa @
Bopre3zomn6 Hospira npax 3a HHKEKIMOHEH pa3TBOp € Osi1a 10 MOYTH Osi1a KOMITAKTHA Macg@

mpax. O

Bcesika kaproneHa omakoBka boprezomu6 Hospira 1 mg cpapprka enun ¢aakon 5 ml OA
CHJIMKOHU3HPAHO CTHKJIO C TYMEHa 3allyIajika 1 aTyMUHUEeBa OOKaTKa. ’O

Bcesika kapronena omakoBka boprezomu6 Hospira 2,5 mg, 3 mg unu 3,5 mg cb &a €JIUH CTBKIICH
¢mnakon 10 ml c rymena 3amymranka 1 allyMUHHEBa OOKaTKa. Q/

N

IpuTexkaTes Ha pa3pelIeHUETO 3a yoTpeda Q/
Pfizer Europe MA EEIG Q
Boulevard de la Plaine 17 /6’)
1050 Bruxelles Q

benrus @

IIpounsBoauTen Qj
Pfizer Service Company BV, sz\
Hoge Wei 10,

1930 Zaventem, JQJ
benrus @

3a gonbaHKUTENHA HHPOPMALUS OTHOCHQ JIEKapCTBO, MOJISA, CBBPIKETE CE C JTOKATHUS
MPEACTAaBUTEN HA MIPUTEXKATEIS Ha paa&m HHUETO 3a yrnorpeoda:

AT LV
Pfizer Corporation Austria Ges.m.b.H. Pfizer Luxembourg SARL filiale Latvija
Tel: +43 (0)1 521 15-0 AN Tel.: + 371 670 35 775

N "

BE
Pfizer SA/NV v Pfizer Luxembourg SARL filialas Lietuvoje
Tél/Tel: +32 2 554 6@ Tel. +370 52 51 4000

<&

BG LU

[aiizep Jlio oypr CAPJI, Knon benrapus Pfizer SA/NV

Ten.: +359 04333 Tél/Tel: +32 2 554 62 11

cy O HU

Pfiz Q»ng A.E. (Cyprus Branch) Pfizer Kft.

T@357 22817690 Tel: +36 1 488 37 00
<& i

Pfizer, spol. s r.o. Drugsales Ltd

Tel: +420-283-004-111 Tel: +356 21 419 070/1/2
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DK
Pfizer ApS
TIf.: +45 4420 11 00

DE
PFIZER PHARMA GmbH
Tel:+ 49 (0)30 550055-51000

EE
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EL
Pfizer EAAAY A.E.
TnA.: +30 210 6785 800

ES
Pfizer, S.L.
Tel: +34 91 490 99 00

FR
Pfizer
Tél: + 33 (0)1 58 07 34 40

N

HR
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777 @6

IE O

Pfizer Healthcare Ireland Unlimited Cémpany

Tel: 1800 633 363 (toll free) 0
+44 (0) 1304 616161 \&
IS \
Icepharma hf.

¢
Simi: +354 540 8000 @
IT o
Pfizer S.r.1. QQ
Tel: +39 06 33 18

NL
Pfizer bv
Tel: +31 (0)800 63 34 636

NO
Pfizer AS @
TIf: +47 67 52 61 00

Q
QL

O
<

PL
Pfizer Polska Sp. z o.0.
Tel: +48 22 335 61 00

PT
Laboratorios Pfizer, Lda.
Tel: +351 21 423 55 OOQ\

RO

Pfizer Romania

Tel: +40 (0)21 800
SI {(;

Pfizer Luanourg SARL

Pfizer(podruznica za svetovanje s podrocja
fan@lcevtske dejavnosti, Ljubljana
'1;2\ 386 (0)1 52 11 400

K
Pfizer Luxembourg SARL, organiza¢na zlozka
Tel: +421-2-3355 5500

FI
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

SE
Pfizer AB
Tel: +46 (0)8 550 520 00

Jdara Ha nn zﬁﬂo npepasrJie:kaade Ha gucrokara {MM /I'TTT?}.
Q

Tonpotfig

nH(OpMaIHs 3a TOBa JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBponeiickaTa areHIus

j5(0) JICTBaTa https://www.ema.europa.cuhttps:// www.ema.europa.cu

pcTBaTa.

Q

& JMCTOBKaA € HajanyHa Ha Bcuuky e3uny Ha EC/EUII Ha yeOcaiita Ha EBporeiickara areHuus 1mo
a
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[Tocouenara mo-noiy nHGopManys € MpeJHa3HaueHa caMo 32 MEIULIMHCKH CIICLIHAIHCTH:
1. PEKOHCTUTYUPAHE 3A THTPABEHO3HO ITPUJIOKEHUE

3abenexka: bopresomu6d Hospira e tuTOTOKCHYEH JIeKapCTBEH MPOAYKT. 3aTOBa 0O BpeMe Ha paboTta
U IPUrOTBsIHE TPsIOBa J1a ce MposBsBa NOBUIIEHO BHUMaHue. [IpenopruBa ce ynotpedarta Ha c
PBKaBUIU U APYTO 3aIIUTHO OOJICKIIO 32 Mpe/a3BaHe OT KOHTAKT ¢ KOXKaTa. Q/

11O BPEME HA PABOTA C BOPTE3OMUbB HOSPIRA TPABBA CTPUKTHO JIA CE C A
ACEINITUYHA TEXHUKA, ThbU KATO HE CbABP2KA KOHCEPBAHT. O

1.1 IlpurorBsine Ha ¢iakoH oT 1 mg: BHUMAaTeHO Jo0aBeTe 1,0 ml crepuien HHﬂHHOHeH
pa3TBop Ha HarpueB xyopua 9 mg/ml (0,9%) kM ¢rakoHa, chabpxai boprezpamubd Hospira
pax, KaTo U3I0JI13BaTe CIPUHIIOBKA C IOIXOIIII pa3Mep, 0e3 aa OTCTpaHﬂBa%ymanKaTa Ha
(naxoHa. JInopumuznpaHUAT Ipax ce pa3TBaps HAITBIHO 3a MTO-MaJKO OT %gn YTH.

IIpurorBsine Ha ¢uiakoH OT 2,5 mg: BHUMATEJIHO 100aBeTe 2,5 ml JIEH UH)KEKIIMOHEH
pa3tBop Ha HatpueB xuopun 9 mg/ml (0,9%) kM (aakoHa, ChIBPK optezomud Hospira
pax, KaTo M3IM0JI3BaTe CIPUHIIOBKA C TIOIXOISII pa3Mep, 0e3 1a aHsIBaTE 3aIylIajikaTa Ha
¢akona. JInopunuznpaHusT mpax ce pa3TBapsi HaIrbIIHO 32 I10- 0 OT 2 MHUHYTH.

IIpurorBsine Ha (pJ1aKOH OT 3 ME: BHUMATEJTHO 100aBeT /Q.ml CTEPUJIEH UHXECKLIUOHEH
pa3TBop Ha HarpueB xyopua 9 mg/ml (0,9%) kM ¢iakoHa, ¢babpxai; boprezomud Hospira
Mpax, KaTo U3M0JI3BaTe CIPUHIIOBKA C TTOIX OIS pa3Me}Q6e3 Jla OTCTpaHsIBaTe 3alyIIajKaTa Ha
¢nakona. JInopunuznpanusT npax ce parsaps Ham,@ 3a MO-MaJIKO OT 2 MUHYTH.

IIpurorBsine Ha p1akoH ot 3,5 mg: BHUMaTe JH0 100aBeTe 3,5 ml cTepuieH HHXEKIIMOHEH
pa3TBop Ha Hatpues xyuopun 9 mg/ml (0,9%) k JIaKOHa, ChIbprkail bopre3zomud Hospira
npax, KaTo M3M0JI3BaTe CIPUHIIOBKA C MOAXQ@II pa3Mep, 0e3 1a OTCTpaHsBaTe 3almyliajKaTa Ha
¢nakona. PasrBapsHero Ha Hnoq)nnmnpa&pax ce U3BBPIIBA 32 MMO-MAJIKO OT 2 MUHYTH.

Konuenrpanusra Ha nony4eHus pasj@me o0pae 1 mg/ml. Pa3rBopsT 11e Oba€ OHCTBD U
Oe3uBeteH, ¢ kpaitno pH ot 4 1o ?’Q@ e HeoOxoxuMo j1a iposepsiBate pH Ha pazTBopa.

1.2 Ilpenu npunarane, BU3yaJHO €peTe pa3TBOpa 32 HAIMYME HAa BUAVMHM YacTUIM U IPOMSIHA B
1BeTa. AKo ce HaOIr01aBa HAKAaKBa MPOMSHA B IBETa WIKM BUAUMH YaCTUIIM, pa3TBOPHT TpsiOBa aa
Ce U3XBbpJIU. YBEpeTe ce &o\lueHTpaunﬂTa BBPXY (hI1aKkoHa, 3a Jla ce yoenure, 4e € MpuroTseHa
TOYHATa 1032, KOSTO TP, Jla ce TMPHIIOKK MHTPaBeHo3Ho (1 mg/ml).

1.3 PexoHcTUTyHpaHu %TBOP e 6e3 KOHCepBaHTH U TP0Ba Ja ce M3I0JI3Ba He3a0aBHO cilex
npuroTBsHe. Bw TOBA € YCTAaHOBEHA XMMUYECKa U (pu3ndecka CTaOMIHOCT Ha pa3TBOpa 10 8
yaca ciej pas He npu Temrepatypa 5°C u 25°C npu cbXxpaHeHUE B OpUTHHATHHS (DIIaKOH
u/uny cipuHioBKa. OOIIOTO BpeMe 3a ChbXpaHEHHE HA PEKOHCTUTYHPAHHUS JIEKAPCTBEH MPOAYKT
He TpsiOBa aJiBMILAaBa 8 yaca mpeau npuiarane. AKO peKOHCTUTYHPAHUAT Pa3TBOP HE ce
W3II0JI3 3a0aBHO, BPEMETO M YCIOBHATA HA ChXPaHEHHUE CIe]] PEKOHCTUTYHPAHE, IPEIH
ynm@ ca OTTOBOPHOCT Ha MOTpeOUTENSI.

Hee Qggxomxmo PEKOHCTUTYHMPAHHAT MPOAYKT Ja Ce Ta3u OT CBETINHA.

o

QQ,/\&' MPUJIOKEHUE

. Crnen pa3TBapsiHe, U3TETJIETEe CbOTBETHOTO KOJIMYECTBO OT PEKOHCTUTYHPAHUS pa3TBOP. CIIOPEN
M34YKCIICHATa 1032 3a TeJIeCHAaTa MOBbPXHOCT Ha MALIUEHTA.
. [ToTBBpAETE MO3aTa M KOHIIEHTPAIMATA B CIPUHIIOBKATA MPEAN yIoTpeda (IpoBepeTe aamu

CHPHHIIOBKAaTa € MapKHpaHa 3a HHTPABEHO3HO MPHIIOKEHHUE).
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o Wmxektupaiite pa3rBopa KaTo 007IyC HHTPaBEHO3HA MHKEKIIUS Mpe3 nepudepeH wWiin
[EHTPAJICH HHTPABEHO3CH KaTeThp BbB BEHA 32 3—5 CEKyH/IH.

o [Tpomuiite nepudepHus WK IEHTPAICH HHTPABEHO3EH KaTeThP ChC CTEPUIICH PAa3TBOP Ha
HaTpues xjopun 9 mg/ml (0,9%).

Bopre3zomud Hospira E CAMO 3A ITIOJAKO>KHO NJIN UHTPABEHO3HO INPUJIOKEH
la He ce mpuJiara nmo Apyru nbruina. MHTpaTeKkaaHoTo NPUJI0KeHHe BOAU 10 CMbPT. @

&

3. U3XBbBPJISAHE O

<

®akoHBT € caMo 3a eIHOKpaTHA yHoTpeOa 1 OCTaHAIMAT pa3TBOp TpAOBa aa ce I/ISXBBAI/I

Heusnon3panusr OPOAYKT WJIN OCTAThbUYHHUTC MATCPUATIN OT HET'O TpSI6Ba Ja ce I/I&HﬂT B
CBOTBETCTBHEC C MCCTHUTC N3HCKBAaHUA. %
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Ilocouenara no-a0Jy I/IH(l)OpMaI_II/IH € Mpc¢aHa3Ha4YCHa CaMO 3a MCAUIIMHCKHU CIICHUATINCTH:

@nakonute oT 1 mg, 2,5 mg, 3 mg u 3,5 mg ca 3a MOAKOKHO MPHUIIOKEHUE, KAKTO € OMHCAHO M0-/I0ITy.

1. PEKOHCTUTYHUPAHE 3A IIOAKOKHO INPUJIOKEHHUE 60
a

3abenexka: bopresomud Hospira € TUTOTOKCHYEH JIeKapCTBEH NPOIYKT. 3aTOBA 110 BpeMe Ha
U IPUrOTBsIHE TPsIOBa J1a ce MposBsBa NoBUIIeHO BHUMaHue. [Ipenoprusa ce ynotpebarta Ha&
PBKABUIU U APYTO 3AILUTHO 00JIEKIIO 32 IIPEANa3BaHe OT KOHTAKT C KOXKaTa.

1O BPEME HA PABOTA C BOPTE3OMMB HOSPIRA TPABBA CTPUKTHO JA &HAC&BA
ACEINITUYHA TEXHUKA, ThbU KATO HE CbABP’KA KOHCEPBAHT. fb

n,e’g HWH)XEKLIHUOHECH
pre3omud Hospira
sBaTe 3aIlyllajikaTa Ha
OT 2 MMHYTH.

1.1 Ilpurorssine Ha (iaxoH oT 1 mg: BHMMareaHo nodasere 0,4 ml crep
pa3TBOp Ha HaTpueB xyuopua 9 mg/ml (0,9%) kbM ¢rakona, cbabpKa
Mpax, KaTo M3MOJ3BaTe CIPUHIIOBKA ¢ TIOAXO/ISI pa3mep, 0e3 1a 0TcC
¢nakona. JInohunuznpaHusT mpax ce pa3TBaps HAIIBbJIHO 32 no—MQI
IIpurorBsine Ha pJ1aKOH OT 2,5 ME: BHUMATEIHO 100aBeT Q ml cTepuiieH HHKEKIIMOHEH
pa3TBop Ha HarpueB xyuopua 9 mg/ml (0,9%) kpM diakoHa wpokail bopresomu6 Hospira
Mpax, KaTo U3MO0J3BaTe CIPUHIIOBKA C MOIXOAI pa3Mep, Jla OTCTpaHsABaTe 3alylIaJKaTa Ha
¢dnakona. JInohunmuzupaHusT Mpax ce pa3TBaps HAIIBIHO 38 MO-MAJIKO OT 2 MUHYTH.

IIpurorBsine Ha (JIaKOH OT 3 Mg: BHUMATEIHO aBete 1,2 ml crepuiieH HHKEKIIMOHEH
pa3tBop Ha HatpueB xyopun 9 mg/ml (0,9%) kb akoHa, chabpikant bopresomnd Hospira
Mpax, KaTo M3MOJI3BaTe CIPHHIIOBKA C TIOAXO pasmep, 6e3 1a oTcTpaHsIBaTe 3amyliaiKara Ha
¢nakona. JInopunuzupaHusT mpax ce pan&anmmo 3a TI0-MaJIKO OT 2 MUHYTH.

IIpurorBsine Ha ¢gu1akoH oT 3,5 mg: a%%aTeJmo noodasete 1,4 ml crepuiex pa3TBop
Hatpues xyopun 9 mg/ml (0,9%) keM Pifakona, chabpxkant boprezomnd Hospira npax, kato
M3II0JI3BaTE CIPUHIIOBKA C ITOAXO azMep, 0e3 1a OTCTpaHsABaTe 3alyIankara Ha (akoHa.
PasTBapsHeTo Ha TMOGUIN3UpPat! Klpax Ce M3BBPIIIBA 32 IMO-MAaJKO OT 2 MHUHYTH.

Konuenrpanusara Ha noiay4 pas3TBOp 11e OBae 2,5 mg/ml. Pa3tBophT 1ie Obae OHCTBD U
Oe3uBeteH, ¢ kpaitno pH ot 4 10 7. He e Heo6xonumo na nposepsiate pH Ha pazTBopa.
\

1.2 Ilpenu mpunarane, B
B IIBE€Ta. AKO C€ H
TpsiOBa J1a ce u3
MPUTOTBEHA T

HO MIPOBEPETE Pa3TBOPA 38 HAIMYKME HA BUAMMH YaCTULN U IPOMSIHA
aBa HJAKAaKBa MPOMSHA B [[BETA HJIM BUIVUMHU YaCTHIIU, PAa3TBOPBT

. YBepere ce B KOHIICHTpAIUATa BbPXY (iiakoHa, 3a Aa ce yoeauTe, e €
a J103a, KOATO TPsOBa Jla ce MPHIIOKH MOAK0KHO (2,5 mg/ml).

1.3 PekOHCTHTYHpaHUST MPOAYKT € 6e3 KOHCEPBAHTH U TPSAOBA Aa ce U3I03Ba HE3a0aBHO Cliel
MIPUTOT . Bpripeku ToBa e ycTaHOBeHa XUMHUYECKa U r3ndecka CTaOMITHOCT Ha pa3TBOpa JI0
8 gac %EL[ pastBapsiHe npu Temnepatypa 5°C u 25°C npu cbXpaHeHHE B OpUTHHAIHUA
¢n u/wim cripuHioBka. OOIIOTO BpeMe 3a ChbXpaHEHUE HA PEKOHCTUTYHPAHHUS JIEKapCTBEH
OJIYKT He TpsAOBa Jla HA/IBHIIIaBa 8 yaca Mpeay npuiaraie. AKO peKOHCTUTYHPAHUST Pa3TBOP
Ce U3I10J13Ba He3a0aBHO, BPEMETO U YCIIOBUATA HAa ChbXpaHEHUE Cle]] pa3TBapsiHe, Ipean

@%mpe(ia ca OTTOBOPHOCT Ha MOTPEOUTEISI.

Q@C (& HGO6XO)II/IMO PEKOHCTUTYUPAHUAT NPOAYKT Aa CC MMasu OT CBCTIIMHA.

2. HPUJIOKEHUE

. Cren pa3TBapsiHe, U3TETJIETE CbOTBETHOTO KOJIMYECTBO OT PEKOHCTUTYUPAHUS pa3TBOP, CIIOPEN
M34HCIIEHaTa 103a 3a TeJIeCHaTa MOBbPXHOCT HA MalMeHTa.
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. [MotBBpAeTE M03aTa ¥ KOHIIEHTPAIMATA B CIIPUHIIOBKATA ITPEIH YIIoTpeda (IpoBepeTe Aaiu
CIPUHIIOBKATA € MapKUpaHa 32 MOAKOXKHO MPHUIIOKCHUE).
NnxexTupaiite pa3rBopa MOJIKOXKHO, O BI'hJI 0T 45-90°.

. PekoHCTUTYHpaHUAT pa3TBOP Ce MpHUIIara MOAKOXKHO B o0acTTa Ha Oempara (B JIIBOTO WK B
JIICHOTO) WK B 00JacTTa Ha KOpema (B JISIBO WK B JISCHO).

. MecTara 3a HH)KEKTUpaHe TPAOBa /1a ce peAyBaT 3a YCIEIIHO HHKEKTHPAHE. b®

. AKO ce Ha0JIro1aBa JIOKaTHA PEeaKIlysi Ha MSCTOTO Ha MPUIIOKEHUE CIIE TOAKOXKHO
nHxekTupane Ha boprezomn6 Hospira, Moxe aa ce mpuiara pa3rBop Ha boprezomun6 irac

no-Hucka konneHTpanus (1 mg/ml BMecto 2,5 mg/ml) uim ce nmpenopbyuBa npeMMHaBaﬁg BM
WHTPABEHO3HO MPHIIOKCHHUE.

Bopre3zomud Hospira E CAMO 3A IIOJAKO>KHO NJIN UTHTPABEHO3HO HPPI%O)KEHI/IE.
Ja He ce mpuyara no Apyru nbTuina. UHTpaTexkaJHOTO NPHUIOKEHNE BOAH 10 c@pr.

3. I3XBBPJISSHE Q\/z\

dnakoHBT € caMo 3a eTHOKpaTHA yoTpeOa U OCTaHAIUST Pa3TBOP Tpﬂ@ Ce U3XBBPIIH.

Heusnon3panusr OPOAYKT WJIN OCTATHbUYHHUTC MATCPpUATIN OT HET'O Tp@ Ja CC U3XBBPJIAT B
CBbOTBETCTBHUEC C MCCTHUTC N3HCKBAHUA. @
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