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1. FME HA JEKAPCTBEBHS IPOAYKT pacposione e 8. CLLTHT L7 [ 0“’

BopresoMn6 Akrasuc 3,5 mg Npax 3a HIDKEXUHOHEH PASTBOP "~ r=r M oo nicncresnes e
Bortezomib Actavis 3,5 mg powder for solution for injection

2. KAYECTBEH A KOJMMECTBEH CBhCTAB

Beeku ¢nakos caaspxa 3,5 mg Gopresomub (bortezomib) (xato MmaHUTON GOPOHOR ecTep).
Cnen pazrpapane, 1 ml pasrsop 3a HOAXOMKHA HIDKEKIHS ChIBPKa 2,5 mg 6oprezomnd,
Cnen pazrapane, | ml pa3Tsop 3a HHTpPAREHO3HE MHKEKLHA CHABPKA | mg Gopresomub.

3a mpIHHS CIHCHK HAa MTOMOLIHUTE BELECTBA BYDKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA
Ilpax 3a HHKeKLIHOHEH PA3TROD

Bana A0 noYTH 64Ma KOMITAKTHA Maca WM 1pax

4. K/IHHHYHHU JAHHH
4.1 TepaneBTHIHH OOKA3AHHA

bopTe3oMubd AKTaRUC KATO MOHOTEPAIIHS HIH B KOMOGHHARMS ¢ NEFWIMpPaH IMIIO30MeH AOKCOpYOHIWH
WIK JECKCAMETA30H € HOKa3aH 3a NevyeHye Ha BE3PACcTHH NAIMEHTH ¢ NPOrpecHpant My ITHILIEH
MUEJIOM , KOHTO Ca MOMyMWwIH NOHe | npenyiza Tepamus HiIH Beye ¢a St nomioxkeHn Wil ¢a
HETIOXONAIIN 34 TPAHCIUIARTALHA Ha XeMONIOETHYHY CTBOSOBY KIIETKH.

BopresoMud AxkTasHc B xoMOUHaLuA ¢ MeydanaH H MPEAHH30H € NOKA3aH 33 JICYESHKE HA BL3PacTHH
NALMEHTH ¢ HEACKYBaH MYJTHILICH MHEAOM, KOHTO He €a NOXOAAY 38 BHCOKOJI030Ba
XMMHOTEPANMA ¢ TPAHCIVIAHTAUMA HA XEMOTIOCTHYHH CTBONIOBH KJIETKH.

BOpTGSOMHG AxTasuc B KOMOMHALIAA ¢ JIEKCAMETA3OH IV ¢ JIEKCAMETa30H | TANHOOMHA, € NOKA3aH
34 MHOYKIHOHHO JICUEHHE Ha Bh3PACTHH MANHECHTH ¢ HETCKYBAH MYATHIVICH MHBEJIOM, KOWTO Ca
NOOXOAA1IH 3a BHCOKOAO030Ba XHMHOTCalIiHg ¢ TPAHCIINAHTAIMA Ha XEMOTIOCTHYHH CTBOJIOBH KIIETKH,

Bopre3oMub AxraBnc B koMOuHaLMA ¢ puTykcuMab, rwtodocdamun, JOKCOPYOHUMH M NPeHN30H €
TIOKA3aH 34 JeUeHHe Ha BH3PaCTHH NALMEHTH ¢ HEJIEKYBAH MAHTENHOKIETbYCH M(OM, KOUTO He ca
NOJXOAAIIM 34 TPAHCILIANTAIMA Ha XEMONOESTHYHH CTBOMOBH KITETKH.

4.2 JI03RPOBKA N HAYHH HA UPAJIOKEHHE

KoHTO HMa OnHT B ynorpebaTa Ha XMMHOTEpanNesTHYHN cpeacTBa. Pasteopst Ha b
AxTaBuc TpAGBA Na C& NPUTOTBH OT MEAULIHHCKH CIELHHATHCT.
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O3HPOBKA 38 ICHUCHHE Ha JITUILICH MUCTIOM {11 EHTH, KO camn 4{0) 3 (5]
€44 1npe Ha

Monomeparus

BopresomMunb Axrasuc 3,5 mg npax 3a HHKEKUHOHEH PasTBOP ce Nphlara KaTo MHTPaBeHO3HA WK
NIOKOMHA HIDKEKLMA B MPENOPBUHTENHA 1032 0T 1,3 mg/m’ TeNlecHa NOBBPXHOCTABA ITHTH CEAMHHHO
B MPOAR/GKARHE Ha JBe ceaMmy B aeH 1, 4, 8 1 11 or 21-aueped neueden upksna. To3u 3-cenMuuen
NEpHOJ ¢e cuHTa 3a sieveben UMKe.. Flpenoppunrento e NalMeHTMTe Jia IONYYaBaT 2 IAKLIA OT
Bopresomut AKTaBHC clien IIOTBLPIKICHHE 38 HIEH OTTOBOP. [IpenopsusTento € Chllo Taka
HAUMEHTHTE ¢ OTFOBOP KBbM JIEYEHHETO, KOMTO He MOCTUTAT ITHJIHA PEMHCHS, 12 NONTyHaT o61o

8 neweOHu unknna ¢ BopresoMnt Axrasnc. Heobxommo e fa WMa none 72 yaca HHTEPBA MEXIY
ABE NoclienoBaTenny 103u BopresoMub AxrasHe.

Kopexyun na 003ama no epeme Ha JeNerue i nOSMOPHO 8bEEJICOaNE HA IENEHUSMO NPU MOHOMEPanus
Jleuenwnero ¢ bopresoMut Axrasuc Tpabra na 6ba¢ NpeKpaTeHO NPH HACTHNRAHE HA CTENEH 3
HEXEMATOJIOTHYHH KU CTeneH 4 XeMaTONOIMYHH TOKCHYHOCTH, ¢ H3KTIOMSHUE HA HEBPOTIATHR , KAKTO
€ ONHCAHO NMO-A0My (BYWXKTE CBHILO TOUKA 4.4). Cneji OT3BYy4aBaHe HA CHMIITOMHTE Ha TOKCHYHOCT,
nevesneTo TpaGea aa 6ve Bp306HOBEHO MpH 25% Hamanena Jo3a (1,3 mg/m? ce uaManana Ha

1,0 mg/m?%; 1,0 mg/m? ce namanssa na 0,7 mg/m?). AKO TOKCHUHOCTTA HE OT3BYHH WIH 8KO CE NOIBH
OTHOBO NpH Hali-Huckara Ko3a, Tpa6ea Aa ce obMHCaH npexparasaHeTo Ha Bopresomut AkTaswuc,
OCBeH B CyHauTe, KOTATO 10/134Ta OT IEYEHHETO OYEBUTHO HaBUILABA PHCKA,

Hesponamuuna 6oaxa w/wiu nepughepna negponamus

TauneHTH, KOWTO HMAT HeBpPONaTHYHA BoNka, cBbp3aHa c 6opresomud, n/unu nepudepna
HeBponaTHd, TpA6Ba na GbAAT IeKyBaHH KaKTO € nokasaxo Ha Tabnuua 1 (Bx. Touxa 4.4). TlanuenTd
CBC CHIICCTBYBALIA TeKKA HEBPOTIATHA MoraT fa Obaar nekyBauy ¢ boprezoMub Axrasuc camo cnen
BHHMaTeJlHA NpeLeHKa HA CHOTHOLIEHKETO PHCK/TION3a.

Tabnuya 1. Ipenopvuumennu™® xopexyuu Ha 003aMaA NPU HEGPORANTUR, CEBPIANA ¢ Dopmezomub
TexecT Ha HEBPONATHATA Moandruspane Ba 7034Ta

Crener 1 (acAMITOMAaTHYHE, 3aryla Ha He

ABNBOKY CYXOXKHIHY peduekcH Wik
napecte3nn) Ge3 Gonxka unu 3aryda Ha dyHKIHA

Crenen 1 ¢ 6onxa 3 crenen 2 (yMepeny Tonwkapane Ha posara Bopresomub Axrasuc
CHMITTOMH; OTPaHHMaRa H3BEPIIBAHETO HA Ha 1,0 mg/m? wim npoMsHa Ha cXeMaTa Ha
HECTPYMEHTIHN €XCIHEBHH AelHOCTH neuenue ¢ Bopresomub Axrasuc Ha 1,2 mg/m?
(ADL)**) BeJIHEXK CEAMHIHO
CreneH 2 ¢ Gonka Hu crener 3 (Texku Crnupane Ha seveBueTo ¢ boprezomul Akrasuc
CHMITTOMH; OTPaHHYABA HIBBPIIBAHETO Ha AO OT3BY4aBaHe HA CHMITOMHTE HA
eXeIHEBHUTE NEHHOCTH N0 caMo0BCTyKBAHE ToKCH4HOCT. KoraTo TOKCHYHOCTTA OT3BYUH,
ADL**%) Jieyenneto ¢ bopresomMub Axrasuc ce BhBexRIA
OTHOBO H I03aTa ce Hamanspa Ha 0,7 mg/m?
BeJIHLK CEAMHUHO.

Crenes 4 (kuBoTo3acTpairasauy nocneacTeud; | IlpexpaTasane ua nedenuero ¢ boprezomut

NOKa3aHa € CNelllHa MHTePBEeHIMA) W/ITH Texkka | AKT2BHC

ARTOHOMHA HEBPOIIATHUA
Ha Ba3ara Ha MOIA(HIHPAKE HA TOIKPOBKATA B NpoyusaHus Pasa 11 u ®aza I1] na MyNTHITIEH MESIOM ¥
HOCTMAPKETHRIOR ONAT. CTreneHyBalero € B ¢hOTBETCTBYE ¢ OBInMTe KPUTEPUH H TSPMHHOJIOTHS Ha HEXENTAHNTS
cuOuriy (CTCAE) na Haunonamsns oHkonoryen uHeTaTyT (NCI) Ha CAIL, repcus 4.0,

o Hucmpymenmarni excednesnu Oelinocnu; OTHACA CE 33 YIPUIOTBAHE Ha XpaHa, KYNYBAHe HA XPaHW WIH JPEXH,

nomsane Ha vencdon, pabora ¢ napd u ap.

EDICEOHBRU GERHOCIIYU HO CaMOOBCRYIcaake; OTHACH C& 33 KpllaHe, 0bnuvane W chONMUaHe, cam

W3INMON3RAHE HA TOANETHATA, [IPHEMaHE Ha ASKAPCTBA H HE3AICHKABAHE,
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Komﬁumpana MePanun ¢ NEZURUPAaH RUNO3IOMEH OOKCOPYDUYUR
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NpOOB/DKAHHE HA JBE CEAMHLM B feH 1, 4, 8 u 11 or 21-axepen neueben Iukei. Toau 3-cenMuden
nepHoA ce cunTa 3a nedebeH kb, Heobxomamo ¢ aa uma noke 72 vaca MHTepRa MeXIy 1Be
NOCIECAOBATENHH 031 6OpTE3oMKE.

[MerumapaluaT NTANO30MEH JOKCOPYOUIIMH ce mpuiara B A03a 30 mg/m? Ha neH 4 ot fedeGHHA LHKBA
¢ Gopresomub kato 1-yacoBa MATPaBeHO3HA HEGY3MA, NPHJIAraHa clle HIKeKIHaTa ¢ GopresoMub.
Ho 8 mwikbia o1 Tazn xoMOWHMpaHa Tepanus MOraT 4a ¢e IMPWIAraT JOKATO HAMA MPOTPECcHa Ha
3ab0/ABaHeTo H NANMEeHTHTE NOHACAT JedenteTo. [lauveHTuTe, KOUTO NOCTHIAT ITHJIEH OTTOBOP,
MOTaT Ja IPOXBJUKAT JEHEHHETO ¢ OLle TOHE 2 IHKBIa cliel ThPBOTO A0KA3ATENICTRO 34 ITBJIEH
OTIOBOp, JRKE KO TOBA HANATE ICYEHHETO Aa NPOARIDKH Nopeye oT 8 Ikbia, TlandeHTn, npu KOHTO
HHMBATa Ha MAPANpOTEHH NPOIB/DKABAT jd HAMAIABAT C1el 8 UHKBIA, CHINO MOTaT Ja IPONXKDKAT
AOKATO MOHACAT NEYESHHETO U T€ NPOTBIKABAT A8 PEArHpAT Ha Hero.

3a porrenHuTENHa HHGOPMALMS OTHOCHO NIETHIMPAHHS THIIO30MEH AOKCOPYOHLIMH, BIKTE
CHOTBETHATA KPATKA XAaPAKTEPHCTHKA HA NIPOLYKTA.

Kombunayus c dexcamemazon

boprezoMu6 3,5 mg npax 3a MHXEKUMOHEH PAa3TROP CE MPHJIara KATO HHTPABEHO3HA WK NOAKOKHA
HIDKEKIHA B IpeopbYHTENHa 2032 OT 1,3 mg/m? TeaecHa nOBBPXHOCT /1B TLTH CEIMUYHO B
TIPOAB/DKAHVE HA ABE CEAMHLM B AcH 1, 4, 8 i 11 or 21-auesen nevebeH nuksa. To3u 3-cenMuuen
nepHon ce cumTa 3a NedebeH LHKLI. HeoGxoaumo e a uMa roxe 72 waca HHTEPBAT MEXJTY B
NOCNEHOBATENHH A03H boprezomub.

JlekcameTazoH ce npHnara nepopanHo B 2o3a ot 20 mg B men 1,2, 4, 5, 8,9, 11, u 12 or neuebuus
NHBKBN ¢ GopresoMub.

HaumeHTHTE, KOHTO NOCTATAT OTrOBOP WM CTabWIM3HpaHe Ha 3a00IABAHETO cliefl 4 UHKEa OT Ta3y
KOMOWHHpPAHA TepalTHA, MOTAT Ja HPOXB/DKAT Aa NONYYABAT CHIATA KOMOHHAIMA 38 MAKCUMYM

4 MOMBIHUTENHH UKWKBIA.

3a nomsnHUTENHA HHGOPMALMA OTHOCHO JEKCAMETAZ0H, BIUKTE CHOTBETHATA KPATKA XaPAKTepHCTHKA
Ha NPOJyKTa.

Kopexyua na dozama npu kombunupana mepanius npu nayuenmu ¢ NPOpecupany Myamunies Mueiom
3a xopexuMs Ha no3ara 6opresoMub npu koMOMHMpaHa Tepanus, clieapaiite YKa3aHHATA 3a
MoHbUIIApAHE Ha JO3ATA, ONKCAHH T0-TOPEe MPH MOHOTEpaIus.

Jlo3upoBKa Py HENEKYBAHH TIALHEHTH ¢ MYJITHIVIEH MMeJIOM, KOWTO HE ¢a MOAXOIANIH 38
TPAHCNIAHTALMS HA XeMONIOeTHSHH CTBOIOBH KIETKH

Kombunupana mepanus ¢ Mengpanan u npednuion

Boprezomub 3,5 mg npax 3a HIDKEKIMOHEH PA3TBOP C€ NPHTAra KATO HHTPABEHO3HA HITH HOAKOMKHA
HIDKEKIs B KoMOHHAIMA ¢ mepopateH MendanaH 1 NepopaneH pefHH304H, KAKTO € MOKA3aHo Ha
Tabnuila 2. 6-ceMHYHMAT MEepUo], ce CUMTa 3a JieuebeH UHKEI. B ik 1-4 6opresomut ce nprnara
I8a MBTH CeAMUYHO B AR 1, 4, 8, 11, 22, 25, 29 1 32. B tuxnu 5-9 GoprezoMu§ ce npuiara BeaHbkK
ceaMuiHO B oM 1, 8, 22 11 29. HeofixonuMo € 1a M3MHHAT Node 72 9aca Mexay JBe NOCAeA0BaTEIHY
no3u fopresoMud.

Mendanan u npeaHHsod TpabBa Oa ce NpiiaraT Nepopanto B A9M 1, 2, 3 u 4 or mepeara ceMKLIA Ha
BCEKM [IMKB] OT JIeUeHHeTo ¢ GopTesoMHo,

TIpunarart ce aepet NeyeOHN LIMKBIA OT Ta3H KOMOWHMPAHA TePalTHA.

Tabauya 2: Ilpenopeuumenta 003upoeka 3a Gopme3omub 6 KOMOBUHAYUA C MeAdanan u NPeoHU30H

BopreioMu( nBa ILTH ceAMuIHO (NHKIH 1-4)

Cenvuna 1 2 3 4 5 6
Bz HAen -- - Jled |Hen [en | Hepuoana |Jlen Men |Hden ’)‘_'[.e_n_ |_Ilepuon na
(1,3 mg/m?) | 1 4 8 1t NOYHBKA 22 25| 2 b&_ﬁauf" H“/‘]J:g‘nmxa
M Hen Jewn Hen Heuw| -- -- | Hepdomma | — -
(9 mg/m?) | 1 2 3 4 TOYMBKA
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P
(60 mg/m?)
BopTe3oMHO BeAHLK ceAMATHO (IBKIH 5-9)
Ceamana 1 2 3 4 5 ]
Bz Hen -~ -~ - Hen 8 Heproa Ha Jlen 22 Jen 29 | Tlepuox Ha
13mgm®| 1 NOYHBKA No9HBKa
M Hen Heu len [lern -- Ilepnon Ha - TTepuos Ha
(9 mg/m?) ] 2 3 4 MOYHEXA NOYHBKA
P
{60 mg/m?)

Bz=0opre3zoMul, M=menganan, P=npeaHusox

Kopexyuu na dozama no epeme na nevenue U NOBMOPHO 8HEENCOAHE HA NeHeHUe C KOMBUHUPAHA

mepanua ¢ Meapanan u npedHuson

Ipean HAYAKOTO HA HOB LHKBJ1 OT TEPAIHATA:

- Bposr ua TpomGouuTuTe TpaGea aa Geae > 70 x 10% 1, a aGeomoThusT 6poii Ha HeyTpodHIHTe
Tpabea na 6ene > 1,0 x 1091

- HexemaronornyHara TOKCHYHOCT TpAOBa a GB1e BR3CTAHOBEHA M0 cTeneH 1 win A0 HaxolHa
cTOHHOCT : :

Tabnuya 3: Moouguyupane na d03uposkama no epeme Ha NOCAECOEAMETHY YUKU O MEPANUA C
fopmesomub 6 kKombunayun ¢ Merghanan u npeoHU3On

TokcEIHOCT Moauduunpare nan 186aBERe HA 033T3
Xemamorocuuna moxcuvnocm no speme na
e0uH YuKua

- AKO B IpeIMITHUSA UK Ce Ja ce 06MHCIK BE3MOXKHOCTTa 32 MOHMKABAHE HA

Ha0moJaBa NPOIWDKHTENHA CTeNeH | No3aTa MendanaH ¢ 25% 8 CheIBALIHA UHKLIL
4 ueyTponeHUd Wil
TPOMOOLHTONEHHA, HIH
TPoMOOLUTONeRHS ¢ KbpBeHe
- Ako 6posT Ha TpomGoumTHTe € < 30 | Tepanugra ¢ GoprezoMnd TpaGBa ha ce npekpaTH
x 10%/ | unu abcomoTHuat Gpoii Ha
HeyTpodumTe ¢ <0,75 x 10% 1 B
JicH: 3a NpIJIAaraHe Ha J03aTa
6opresoMub (pasmHueH ot gek 1)
- Ako ca npolycHaTH HAKOJIKO fo3H | JfozaTa Ha Gopresomub Tpabra na ce NOHKH ¢
GopresoMub B emun Lukba (> 3 mo3u | 1 nosoeo HuBo (ot 1,3 mg/m? va 1 mg/m?, unu ot
10 BPEME Ha, TIPUIOKEHHETO JBa 1 mg/m? Ha 0,7 mg/m?)
ITBTH CEIMHMHO WiH = 2 [o3H 110
BpeM¢ Ha MPHJIOKEHNE BEIHBK
CEIMITIHO)
Hexemamonozuinu moxcyunocmu cmener | Tepanuara ¢ 6oprezoMu§ Tpabsa Aa ce Mpexparh
>3 JOKATO CHMIITOMMTE Ha TOKCHYHOCT OBbJaT
BB3CTAHOBEHH [0 CTerneH | MM H3X0AHA CTOMHOCT,
Cnepn ToBa nevyeHreTo ¢ fopresomul Moke 1a 0bae
BBBCACHO ITOBTOPHO ¢ MOHMKABAHE Ha 4034Ta C eXHO
103080 HHBO (OT 1,3 mg/m? Ha 1 mg/m?, uan oT
1 mg/m? ua 0,7 mg/m?). [Tpu crup3ana ¢ GopresoMHb
HeBponaThyHa 60mka w/vny neprdepHa HERPOTIATHA,

TpaOBa 1a ce npekpary Wunu Moaud 13aTa
Ha GopresoMub, KakTo € OMHCAHO BAGGTHIA] 5 <.
7, y =

P

XapaKTepHCTHKA Ha NPOAYKTA.
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O3HPOBKA [IPH HENCKYBAHK [ALMEHTH C eH MHEJIOM, KOHTO €2 HIOJXO 3a

CILL Ha XeMOIOSTHYHH CTBONIOBH KIETKH OHH2
Kombunupana mepanus ¢ OeKcamemazon
Boprezomut 3,5 mg npax 3a HIKEKUMOHEH PasTBOP C€ PHIAra KATO HHTPABEHO3HA WIH NOAKOKHA
MHIKEKUMA B NPETIOPHYHTENHA 1032 0T 1,3 mg/m® TenecHa NOBBPXHOCT ABA THTH CEMHYHO B
NMPpOABIDKAKKE Ha JiB¢ CeAMHLY B A¢H 1, 4, 8 u 11 ot 21-aHeBen neweben kb, To3u 3-cenmuuen
nepHoj ce cuMTa 3a AedebeH uHKkbi. HeobxomiMo € aa iMa nOHe 72 Yaca HHTEPBAT MEXNY OBE
TIoceIoBaTeNnHY 03K Gopre3omud.
HexcameTasoH ce npuiara nepopaiuo 8 Aosa or 40 mg s aun 1,2, 3,4, 8,9, 10 un 11 or acuebnus
MKL] ¢ SopresoMud.
ITpunaraT ce 4eTHPH MKLAIA ¢ Ta3H KoMOHHUPaHa Teparus.

Kombunupara mepanus ¢ Oekcamemazon 1 masudomucd

Boprezomut 3,5 mg npax 3a HEDKEKIMOHEH pa3TBOP Ce NpH/ara KaTo HHTPABEHOIHA WIH NOOKOXKHA
HHKeKUWs! B IPENOPRUMTENnHa 1034 0T 1,3 mg/m® TenecHa MOBEPXHOCT JBA THTH CEIMHYHO B
MPOXBIDKAHNUE Ha iBe CeMHLM B OeH 1, 4, 8 1 11 ot 28-aneBeH reveben tkbn. Tozu 4-cenmuyen
MePUO C& CuMTa 3a JiedyeSen uHknN. Heo6xonumo ¢ A8 uMa noxe 72 Haca HHTEPBAT MEXIY JBe
TIOCI/IGAI0BATEIHH 4031 60pTe3oMus.

JlekcameTaszoH ce npyuiara nepopanso B qoza or40mge anu 1, 2, 3,4, 8, 9, 10 u 11 or nevebnug
LHKDBI ¢ Bopresomub.

TanuaoMup ce mpunara nepopaiHo B fo3a or 50 mg anesro B AHH 1-14 , 1 npu no6pa noHocHMOCT,
Do3ara ce yeenuyasa Ha 100 mg 8 quw 15-28, a cex ToBa Moske Ja ce yBenuus no 200 mg nHeBHO o
HEKET 2 (BoK. Tabnuua 4).

ITpunarar ce yeTHpH LIMKBAA HA TEUCHHE C Ta3H KOMOHHauHA. TIpenophYHTENHO € NALHEHTHTE ¢ TIOHE
YaCcTH4eH OTroBOp, Ja NOMydYaBar 2 AOMBIHHTEIHH HHKbAA HA JIeHeHHe.

Tabnuya 4. Jozuposxa npu xomOunupana mepanun ¢ 60pmezomul npu HEREKYSaRY RAYUEHMU ¢
MYAMUNAEH MUSIOM, KOUIO Cd ROOXOO0ALGY 30 MPARCIUICHINAYUR HA XEMONOSMWINY CINBOT08N KIeMKU

BztDx axan 1 104
Ceamuna 1 2 3
Bz (1,3 mg/m®) | Jlen 1, 4 Heu 8, 11 Tlepuon Ha movHBKa
Dx 40 mg Hen 1,2,3,4 Heu 8,9,10, 11 -
Bz+Dx+T akna 1
CegmMana 1 2 3 4
Bz (1,3 mg/m?) Tlen 1, 4 Tiew 8, 11 Tlepwon na | Iepuon Ha
TIOYMBKA MOYHBKA
T 50 mg Exennerto Exennesno - -
T 100 mg? - - ExenneBno | Exeanesno
Dx 40 mg den1,2,3,4 | Men8, 910,11 |- -
Nuxan 2 po 4°
Bz (1,3 mg/m?) Ten 1,4 Tlen 8, 11 TMepuop va | Teproa Ha
NIOYHMBKA MOYHBKA
T 200 mg* EsxxenueBHO Exenuesro Esxennepno | ExennesHo
Dx 40 mg Her1,2,3,4 | Mlen8,9,10,11 |- -

Bz=Goprezomul; Dx=pexcaMerazoH; T=rammaomnl

2 Jo3aTa Ha TanMiomuz ce yeeawuasa Ha 100 mg ot cemmuua 3 Ha Lluksa 1 caMo, ako HMa nosocuMocT keM 50 mg, 1 na
200 mg oT UHKBA 2 HATATEK, AKO MMA NoHOCHMOCT KeM 100 mg .

b Jlo 6 nMKE1a HA neYeHHE MOTAT Ja C8 JaBaT Ha NAlMCHTH, KOHTO TIOCTHIAT NOHE MACTHYEH OTTOBOP cnel 4 HKEIA

Kopexyust na dosuposxama npu nooxo0suu 3a MpaHCRIaHMAayus nayuermy
3a KopexumMa Ha a03aTa Gopre3oMul TpabBa Ia ce caegBaT NPENOPHKKTE 3a PO
OTIMCRABH 33 MOHOTEPAITHS..

OcpeH TOBa, korato HopTe30MH0 ce mpuiara B KOMOMHALHA € APYTH XUMH
ce oOMHCIH CHOTBETHOTO HAMANEHHE Ha JO3UTE HA TE3H MPOAYKTH B CIIYY
CBOTBETCTBHE ¢ NTPEMOPLKHTE B KPATKATS XapaKTEPHCTHKY Ha TE3M PO
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O3HPOBKA MPH NALHEHTH ¢ HENE MaHTenHoxnersueH TuMpom (MCTL
Kombunupano nevenue ¢ pumyxcumad, yuxnogochamud, doxcopybuyun u npednuson (BzR-CAP)
Boprezomut Akrapuc 3,5 mg npax 3a HIDKEKIHOHEH pasTBOP Ce MPHNIAra KaTo HHTPaBeHO3HA HITH
HOAKOHA HIDKESKIMA B [IPENOPbYHTENHa 032 1,3 mg/m? TeslecHa MORBPXHOCT, JBa ITHTH CEIMUYHO B
NPOABIDKEHHE Ha JBe CeMHBUM Ha AeH 1, 4, 8 1 11, nocnensanu ot 10-nHeBeH NepHon Ha NMOYMBKA OT
AeH 12 no 21. To3u 3-cenMutieH NepHoA ce cuHTa 3a teuebeH MKE. [Ipernoprusar ce mecT NMKEIA ¢
GopTez0Mub, BENPeKH 4 3a MALUMEHTH ¢ JOKYMEHTHPAH OTTOROP 3a ITLPBH ITBT Ha LMK 6, MOraT a
OBbaaT naneHH NBa NOMWIHHTENHM LMKBIa foprezomub. Tpabea na v3MuHAT Hali-Manko 72 yaca
MeXIy OBe NIOCASAOBATENHK 103H OopTe3oMub.

CneaHuTe fexapCeTBEHH NPOAYKTH CE MPHJIATAT Ha eH | HAa BCEKH TpHCeqMu'eH iedeGeH LHKEI ¢
GopresoMub KaTo HHTPABEHO3HH HHQY3HH: pHTYKCHMab B o3a 375 mg/m?, upxiodocdamun B 1038
750 mg /m? u gokcopybuLmH B fo3a 50 mg/m?,

IIpennuzoH ce npunara nepopanto npu 100 mg/m? & aen 1, 2, 3, 4 4 5 Ha BCEKM LIMKBI HA JICHEHHE C
GoprezoMHO.

Kopexyuu na 0ozama no 6peme Ha 1e4eHUeMO Ha NAYUEHMYU C HETEKYBAH MARMENHOKAEMBYEH

numgbom

IIpenn aa ce 3ano4He HOB UKL/ HA JIEYEHHE!

- Bposat Ha TpoMborTiTe TpAOBa 1a € > 100 000 xretkw/pl, a abconmoTHUAT Gpoki HA
HeyTpotdunure (ANC) Tpabra aa e > 1 500 kneTxn/pul

- Bpost Ha TpoMGormTaTe Tpabea na 6eae > 75 000 xieTkH/pl NPy NaLBEEHTH ¢ KOCTHOMOZBYHA
HHOWITpauus WIH CEKBECTHPAHE B Raaka

- Xemornobun > 8 g/dl

- HexemaTonorn4HaTa TOKCHIHOCT TpAOBa Aa € BB3CTAHOREHA JIO CTEMeH | WiIH A0 M3XOAHO
HMBO.

Jleuenuero ¢ BopresoMn0 AkTaBHc TpsbOBa Ja 6bIe MPEyCTAHOBEHO TIPH 0SB HA HEXEMATOOrHYHA
TOKCHYHOCT = 3 cTeneH, cBbp3aHa ¢ OopTezomMub (c H3KIIOYEHHE HA HEBPONATHA) HITH XEMATOJIOTHIHA
TOKCHYHOCT > cTeneH 3 (B, ChIO Touka 4.4). 3a ajanTipade Ha f03aTa, BXK. Tadnuoa 5 no-gony.
I'paHyIOUMT-KONOHKA CTHMYHpPAIIH (GaKTOPH MOXKE Ja C€ NPHIATAT IPH XEMAaTONOTHYHA
TOKCHYHOCT B CBOTBETCTBHE C MECTHATA CTAHAAPTHA NpaKTHKA. [IpodunakTHuHaTa ynotpe6a Ha
rpaHyJIoLMT-KOJMOHUA CTHMYy Kpally GaKTopH clieBa Aa ce pasriexia B Cydaii Ha MHOTOKpaTHH
3a6aBaHNAS B NPHICKEHHETO HA IIMKEIA HA JIeYeHHeTo. 3a NedeHue Ha TpoMGOLMTONIeHHA Tpabea Aa
¢ UMa npeaBUa TpaHCPy3ua Ha TPOMOOLMTH, KOTATO € KIMHHYHO HEOOXOOHMO.

Tabnuya 5: Kopexyuu Ha 0o3ama no epeme Ha 1eUeHUeno Ha NAYUEHMU C HENEXYeaH
MANMETHOKREMBYER TUMPOM

TokcHIHOCT | TIpomaua HIA OTAArAHE HA AO3ATA

Xemamonozuuna moxcuyrocm

- HEYTPOTIEHHA OT CTEMeH >3 ¢ MOBHIIEHA Tepamuara ¢ Goprezomub TpsabBa Ja ce
TeMnepaTypa, HEYTPOIIEHHA OT creneH 4 ¢ NPeYCTAHOBH 32 10 2 CeAMMIIM JOKATO MAllHEHTET
NPOABILKHTETHOCT NoBeye OT 7 AHH, Gpoii nocturae ANC = 750 knetku/pl 1 6poii Ha
TpoMGormTa < 10 000 knetkn/pl TpoMOowpruTe > 25 000 kmeru/pl.

- AKo cniell MpeycTaHOBABAaHE HA
GopTe3oMHb, TOKCHYHOCTTA HE OT3BYYH,
KaKTO € ONpenesieHo No-rope, Torasa
TepanuaTa ¢ Sopresomub Tpabea Aa ce
IIpEKpaTH.

- AKO TOKCHYHOCTTA OT3BYY / &Il

Tpomﬁoumme >2500f
¢ GoprezoMu§ Moxe If
1032 ¢ €THO HHBO TTO-MF
1 mg/m? wiu ot 1 mg/ty
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- Axo 6posr Ha TpomMGoLTIITE € Tepanugra ¢ GopresoMut Tpabea Aa ce npekpaTd
<25 000 xineTkn/pul wiv ANC e
< 750 kneTsw/p! B iens Ha Apunarange Ha
6opresomub (paznHueH OT AeK | Ha BoeKH
IHKBI)
Hexemamonozuuna moxkcuyrocm om cmenen > 3, | Tepamara ¢ Gopresomul TpaGea Ja ce NPeKPATH,
3a KOAMO Ce CYUMQ,Ye e ceup3ana ¢ bopmezoMub | JOKATO CUMIITOMHTE Ha TOKCHYHOCT He Ce
BL3CTAHOBSAT 10 cTemed 2 WiH no-1o6pa. Torasa
MO3Ke 11a ce Bb30GHOBH NPHITOKEHHETO Ha
BopresoMub ¢ €AHO HUBO MO-MANKO (0T
1,3 mg/m? po 1 mg/m? unu ot 1 mg/m? no
0,7 mg/m*). [Tpx HesponaTHuna Golka cBbp3ata ©
ynotpebara Ha 6oprezomMud WHnH nepudepHa
HEBpOTIATHSA, TIPEXPATETe WIH MIPOMEHETe JO3aTa
6opresoMub, KAKTO € NocoueHo B TabnHua 1.

B nonnnrenne, korato 6opTe3oMHb ce npwiara B KOMOHHAUHS C IPYTH XUMHOTEParieBTUYHH
AEKAPCTBEHM NPOAYKTH, NOAXOAALLO HAMA/IABAHE HE J034T HA TE3U JIEKAPCTREHH NPOLYKTH Tpabsa
Za ce 0OMHCIIH B ciyualf Ha TOKCHYHOCT, B CHOTBETCTBHE C PEOPBKUTE B CHOTBETHATA KPATKA
XApaKTePUCTHKA Ha IPOAYKTA.

CreuHaniy NomyIaiHu

Cmapuecra evspacm
Hama naHuu, KORTO npeanonarar HeoOXoAMMOCT OT alaNTHPaHe Ha J034TA NPH MAIMEeHTH Haj 65-
TOMIIHA BB3PacT ¢ MYITHILTCH MHEJIOM HJIH C MAHTETHOKIETEYEH THMGBOM.

He ca nposesxpan npoy4salms 3a ynorpebara Ha Gopre3oMub npu nau#eHT: B CTapYECcKa Bb3pacT ¢
HENEKYBaH MYJITHIUICH MHAEIOM, KOHTO Ca MOAXOAAIH 32 BUCOKOA03082 XMMHOTEPAIIMA ¢
TPAHCIUTGHTALMA Ha XeMONIOETHYHM CTBOJIOBH KJIETKH. 3aTOBA NPH TA3H MOMYJIAIMA HE MOTAT A4 Ce
MpaBAT OPENOPHKU 33 OBUPOBKATA.

B npoyusatie mpu MatMeHTH ¢ HEEKYBAH NPE/IH TOBA MAHTEIHOKIETEMEH TuMpom, 42,9% u 10,4%
OT NAUMSHTHTE, ¢ €KCNOZHUHA Ha GOpTe30MHO Ca BhLB BB3PaCTOBHA AHANA30H CHOTBETHO

65-74 ronguen ¥ > 75 ropunn. I1pyn nanueHTITe Ha BB3pacT > 75 rogHHH, H ABere cxemu, BzR— CAP
H R- CHOP, ce noHacar mo-texko (BX. Touxa 4.3)

Yepuodpobuo yepexcoane

TanumeHTH ¢ ieko YepHOAPOOHO YBpekIaHe He Ce HymIasAT OT KOpeKlMs Ha 103aTa U Te Tpsbea 1a ce
JIEKYBaT ¢ npefopbUHTeIHaTa N03a. [lanmenTts ¢ yMepeHo 10 TEKKO 4epHOAPOOHO yBpexknaHe Tpadpa
A 3aN0YHAT JIeYeHKeTO ¢ Bopresomub AkTapuc ¢ Ramanena no3a ot 0,7 mg/m? Ha MHKEKLMA Tpe3
NBPBYEA LMKBI Ha IEYEHHE, KATO MOMKE Ja C& OOMHC/TH MOCTEABAI0 NOBUIIEHHE HA JIO3ATA A0

1,0 mg/m? wiM AOITRIHHTENHO HaMareHMe Ha no3ara Ha 0,5 mg/m? 8 3aBHCHMOCT OT NOHOCHMOCTTA
Ha narenTa (Bx. Tabnuna 6 u Toukn 4.4 u 5.2).
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Tabauya 6: Hpenopevumenno modugpuyupane na vauarnama 0o3a Gopmezomub npu nayuenm ¢
YepHeOPobHO yapencOane

Crenes Ra Haso na Hura 5a Moaapanupane Ha BAYAXHATS
geprOIpoGHO 6uanpyGun SGOT (AST) 033
BpeRAAHE*
<1,0xTTH >ITH He
Jlexo >1,0x-1,5xITH Beaxo He
YmMepeno >15x-3xITH Besxo INonwkasane Aosata Ha GoprezoMud
Texko >3xITH Bedko 8o 0,7 mg/m® B MLPBHA WHKBN Ha

aedende. OOMHCIS ce MOBHILABANHE
Ha jo3ata xo 1,0 mg/m? wmm no-
HATATBLINHO HAMANABAHE HA [O3ATA
no 0,5 mg/m? B NocneaBaLIHTE
HMKJIM BE2 OCHOBA HA IIOHOCHMOCTTA
HA NalHEHTA.

Corkpamenus: SGOT=cepyMHa riyTaMar oKCANALETaT TPAHCAMHHA32;

AST=acnaprar amMuRoTpascdepasa; TTH=ropHa rpannna Ha Hopmara.

* Ha 6asara a knacpprauks Ha pabOTHATA IPYILA 38 opranHa Auchyrruma va HadoHATHAA OHKOIOrHIeH
uncTHTYT/NCI 33 Kateropusupane Ha YepHOAPOOHOTO YBpeXTaHe {3CKO, YMEPEHO, TEKKO).

Bulpeuno vepexcoane

(dapMakoKnHeTHKaTa Ha GopTeoMub He ce NOBNABA NpH MALHEHTH ¢ 1eKO 20 yMepeHo 6u0peuHo
yBpeskziane (KpeaTHHuHOR Kmdpsac [CrCL] > 20 mVmin/1,73 m?); 3a10Ba NpH Te3H NAUKMEHTH HE €
HeobX0oaMMO Jia ce NpaBK KOPEKiiA Ha J03aTa, He e H3BeCTHO JaTd QapMakokHHETHKATA Ha
GopresoMHb ce NOBNHARE [PH NALHEHTH ¢ TEKKO HBEOpeuHo yBpexKnae, KOWTO HE Ca Ha JHAIH3A
(CrCL < 20 ml/min/1,73 m?). Toii kaTo AMaNH3ATA MOYKE JA OHWH KOHLEHTPAIMATa Ha
GoprezoMnd, Bopresomu® AxraBuc Tpabsa Aa ce npuiara ¢jiel NPoOLeIyPaTa Ha JHANH3A

(B3 TOuKa 5.2),

Lleduampuwna nonynayun

BesonacHocTTa 1 edukacHocTTa Ha Gopresomub npu Aena Ha BB3pacT NoA 18 roNMHM He ca
ycraHoBeRH (B, TOUKkH 5.1 1 5.2). Hanny#uTe JaHHM A0 MOMEHTA Ca OINHCAHM B To4Ka 5.1, Ho
APENOphKY 32 HOIMPOBKATA HE MOTAT 1a OBJIAT HAIIPABEHH.

Hauus na npunoxenve

BopresomMu® AxtaBuc 3,5 mg npax 3a MIKEKIMOHEH pasTBROP Ce IPeaara 32 HHTPABEHO3HO WU
TIOKOXKHO NPHIOKERHE.

BopreszoMul AxtarHc He TpaOsa aa ce npwiara No Apyry Havunu. MHTPaTEKANHOTO MPHIOKEeHHe
BOAM JO CMEPT.

3a yxa3aHus OTHOCHO PA3TBapSHETO Ha NIEKAPCTBEHNS NPOMYKT NIPEAH NPHIOKEHHE BIDKTE TOUKA 6.6,

Humpagenosna unacexyus

Boprezomud Axrasuc 3,5 mg npax 3a HHKEKUMOHEH Pa3TBOP ce Npuiara xaro 6oMyc MHTpaBeHo3Ha
HIDKEKLA 1pe3 nepudepes WK LeHTPANeH HTPABCHO3EH KATeTHP 3a 3-5 CeKYH/IH, MocaesaHa o1
NMpOMUBKa C HaTpuer xmopHa 9 mg/ml (0,9 %) umwkexinioren pasteop. Hali-manko 72 vaca tpabba na
H3MHHAT MeXAY ABE NocaeAoBaTendn 4034 bopresomub AxTasuc.

ITodrooicua unarcexyun
bopresomnb Axraeuce 3,5 mg pasTROp ce NpWIAra OAKOKHO B GeAPOTO (AACHO MK NAB

.
M3cTOTO HAa MHDKEKUMATA TPAOBA [a ce CMeHs MOCIe0BATENHO. -\f»,g,_\ \
Yo, N %,
Ako cnea NOIKOKHATA HIDKeKUMA HA BopresoMu® AKTaBiC HACTHIAT JIOKATH IHH HA MACTOTO, ']
Ha HHKEKLHATA, MOXKe Ia CE MPIIONKH NOAKOKHO HiH pasTBop Ha Bopresom BUC O na-ﬁmﬂ:a} s
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xoHuenTpauns (Bopreaomut Axrasuc 3,5 mg ce pasteapa B choTHOuIexHe | mg/ml BMecTO
2,5 mg/ml) Wik ce npenopruBa MPHIAraHe HA HHTPABEHOZHA HIKEKI[HA.

Koraro bopre3omut Akrasuc ce npanara B kOMOHHAIMA C IPYTH JIEKAPCTBEHH ITPOAYKTH, BHIKTE
KpaTKaTa XapaKTepPHCTHKA Ha TE3H NPOIYKTH 38 WHCTPYKLUMK 34 TIpHaraye.

4.3 Uporuponoxazanng

CBPBXUYBCTBHTETHOCT KbM aKTHBHOTO BELIECTRO, KbM 00p HIIH KBM HAKOE OT NOMOIIHHTE BELIECTBA,
m30poenu B Touka 6.1.

Octpa nupysna uupunrparusaa Sonect Ha Genua Apob U NepUKapaa.

Koraro Boprezomub AkraBHc ce npHnara B KOMOHHALHS ¢ APYIH IEKAPCTBEHH HPORYKTH, BHXKTE
KPATKMTE XapaKTEPHCTHKHU Ha TE3H MPOAYKTH 32 AOIBIHUTEIHH NPOTUBOTIOKA3AHHUA.

44 ChenmalHH OpeAYNpexICHAS B NPeANa3HA MepKH UPH yuorpeba

Koraro Boprezomub AkTaBic ce npunara B KOMGHHALIEA ¢ OPYTH JEKAPCTBEHH TPOLYKTH,
HeoOXOIMMO € /Ia Ce HaMPaBH CIIPaBKa C KPATKHTE XapaXTepUCTHKH HA TE3H JICKAPCTBEHH NPOAYKTH
NpenH 3anoyBaHe Ha A¢ueHueTo ¢ bopresoMub AxrasHc. Korato ce H3omssa TanHaomMua, Tpsdea aa
ce oOBpHE crieIBANHO BHUMaHHe Ha W3cIeABAHUATA [0 BpeMe Ha GPEMEHHOCT M NPeBaHTHEHHTE
MEpPKH {Bx. TOUYKa 4.6).

aTeKANHO NPHIOKEHAE
Crobulasa ce 3a crydan ¢ (aTaneH HIXOA PH HeNPENHAMEPEHO MHTPATEKANHO MPHIIOKEHHE HA
Gopresomub. bopTesomub | mg npax 2a MIKEKIMOHEH Pa3TROP € CaMO 33 HHTPABEHO3HO
nNpHNoKeHHe, KokaTo Sopresommb 3,5 mg npax 3a HIDKEKUHOHSH PA3TEOD € 38 HHTPABEHO3HO WIH
NOAKOXKHO NPUNoXkeHHe. bopresomMut AxTaBuc He TpsGBa 1a Ce IPUIATE MHTPETEXATHO.

CTOMAUIHO-YPEBHA TOKCHYHOCT

CromaillHo-upeBHaTa TOKCHHYHOCT, BKIIOUMTEIHO TaACHE, HAPHA, OBPBIUIAHE H 3aeK 06
HabaonapaT MHoro ¥ecTo npy nevenne ¢ 6opresoMul. MMa HeuecTH chobiIeHK 3a CTy4aH Ha HIEYC
(k. Touka 4.8). 3aToBa malHeRTHTE Che 3anek TpA0Ba Na 6haaT BHUMaTeNHO HabmonaBanu,

XeMaTonormyHa TOKCHYHOCT

Jlenenuero ¢ GopreaoMud vecTo ce CBBP3BA ¢ XeMATONOrHINA TOKCHIHOCT (TpoMGouMTONneH s,
HEYTPONCHMS ¥ aHeMHA ). B Npoy4YBaHHA HpH NAUHEHTH ¢ PELIHE HA MyNTHIUIEH MHENOM, 1eKYBaHH
¢ SopresoMHb ¥ NpK NAIMEHTH ¢ HeNeKyBaH npenn ToBa MCL, kouto ca iekysaun ¢ Goprezomus B
koMOuHaIms ¢ puTyKeHMab, nuinodochamua, nokcopyOnupH U npeanuson (BZR-CAP), enud ot
HAH-4eCTO CPELIAHHTE BUAORE XEMATOJOTHYHA TOKCHYHOCT € npexoana TpomGouuronenus. Bposar na
TpoMOouuTHTe € 61N Hal-HUCEK B el |1 0T BCekit HBKB Ha AeHeHneTo ¢ SopTesoMul u
0GHKHOBEHO ce BB3CTAHOBARAT IO H3XONHOTO HHBO AO CEABAUINS UHKEI, HaMa faHHH 3a
KyMyJaTHRHa TpomOouyTonenwa. CpenHuAT cnaj Ha 6pos Ha TPOMOOLMTHTE € G NPHOIH3UTEIHO
40% OT M3XOMHOTO HHBO NPH NPOYYBaHHA C MOHOTEPANHS Ha MHOXECTBEH MHETOM H Ha 50% npu
npoy4pane 3a MCL. [Tpu naiMesTH ¢ HanpegHa MUETOM TEKECTTa Ha TPOMGOUHTONEHNATA €
CBBbp3aHa ¢ Opos Ha TpoMOOLIMTHTE IIpeIH NIEYEHHETO: IPU WIXOIHO HUBO Ha Gpos Ha TpoMBoLWTHTE
< 75,000/ ul, 90 % or 21 naumerTy ca ymanm Opoii < 25,000/ 1l no BpeMe Ha NPOYUBAHETO,
BrmoynTenHo 14 % < 10,000/ ul; 3a pasnuka oT Hero, npu 6poii Ha TPOMBOIMTHTE HA M3XOAHO HUBO
> 75,000/ pl, camo 14 % ot 309 nauvenTH ca wMank 6po < 25 000/il mo BpeMe Ha MPOYYBAHETO.

Ipy nawmentu ¢ MCL (npoy4sane LYM - 3002), TpoMGousTonenus ot cTenek > 3 ¢
BHCOKa uecToTa (56,7% cnipamo 5,8%) npu rpynarta ga nedenue ¢ 6oprezomud (B,
CpaBHEHWME ¢ rpynarta Ha nedeHue Gez GopresoMub (purykcumal, wpxiodocd
BHHKpHCTHH B npeaausol [R-CHOP)). Jlpete rpynu Ha neyenvie ca ¢XOHE N0,
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rpynata sa R-CHOP), kakto H xbpeene or Crened 3 1 no-eucoka (BzR -CAP: 4 nauwent u [1,7%];
R~CHOP: 3 nammentn [1,2%]). B rpynara Ha BZR-CAP 22,5% oT nauueHTHTE Ca NOTy4aBaiy
npenusake Ha TpPoMOOLUKTH B CpaBHEHHeE ¢ 2,9% oT namueHTHTe B rpynara va R-CHOP,

IIpn neuenne ¢ Gopresomud ce crobmasa 3a cToMamHoO~-4YpeseH H HHTpanepeGpanes kpbeousius. [To
Ta3H NPHMHHA € HeoOXOaHMO Aa ce ciley 6poA Ha TPOMOOLHTATE NPeaH BCAKA 03a GopresoMnb.
Jleuennero c Gopreaomud Tpabpa na 61ne npekpareno, korato 6posT Ha TPOMOOLMTHTE €

< 25,000/ pl van B KOMOMHALAA ¢ MeNdanaH W NPeAHH30H, KOTAaTo GPOAT HA TPOMOOLITHTE €
<30,000/ pl (px. Touxa 4.2). HeoGxonuMo e a ce Hanmpapy OLEHKA HA CHOTHOMIEHHETO MEXKLY
NOTCHLOMATHATA [101132 OT IeYEHHETO H PHCKOBETe, 0cOOEHO B CITyMail HA yMepeHa A0 TeXKa
TPOMGOIIMTONEHHA H PHCKOBHTE (JaKTOpPH 3a KbDBEHE.

Ilpes uanoro peme Ha aedeHue ¢ 6opresomnb Tpabea 4ecTo Na ce MpOCeAABA ITHIHATA KPhBHA
KapTHHA ¢ AxdepeHLanHo GpoeHe, BmoUHTEMHO Gpoa Ha TpomGouuTure. Tpabea na ce oGMucaH
npe/uBaHe Ha TPOMOOLMTH, KOFaTo € KIHHUYHO HeoOXoauMO (BXK. ToUka 4.2).

Ipu mauuesTy ¢ MCL ce HabmoRaBa npexoaHa HEYTPONEHHS, KOATO € o0paTiMa MEKAY LIMKIIHTE,
fe3 navAM 33 KyMynaTHBHA HeyTponeHud. HeyTpogunure ca Hai-HMckH Ha AeH 11 OT BCeKH LHKBA HA
nevenne ¢ GopreaoMud M OOMKHOBEHO Ce BB3CTAHOBABAT JI0 H3XOAHOTO HHBO /0 CAEBALIMA LMKBII,
B npoyusane LYM-3002, konoHus crumMynupaiay GakTopu 3a MOANOMATaHE ca faneHH Ha 78% ot
nanuesTHTe OT pamoTo BzR -CAP u Ha 61% ot natigenTure B rpynata Ha R-CHOP. Tsif kato
MAHEHTHTE C HEYTPONCHMA Ca ¢ TIOBHINEH PHCK OT HH(eKIHH, Te Tpabpa na OpaaT Rabniogasauy 3a
IpH3HALKA H CHMITTOMH Ha MHGEKIMA | Ja ce JISKYBAT CBOEBPEMEHHO. | paHyIOLMT-KOJIOHHS
cTHMYymHpaiy GakTopM MOXKE Ja ce TIPHIAraT 3a XeMaToJ0rH4Ha TOKCHYHOCT B ChOTBETCTBHE ¢
MECTHaTa cTaHAapTHA NpakTuka. [IpodunakTiyHaTa yrnotpeba Ha rpaHyIoUMT-KOIOHHA
CTHMYJTHpALTH (PaKTOPM CJIeRa Ja CE PasrIek/ia B ¢/Iyuail Ha MHOTOKpaTHi 3a0aBaHHA B
MNPHIIOKEHHETO HAa UHKBA Ha JIEYEHHeTo {Bk. Touka 4.2).

PeakTiBupaHe Ha BHpYCa XEpliec 30¢Tep

Tpu naupenTH, nexysanu ¢ bopreaoMu6 AkTaBuc, ce penophya aHTHBHPYCHA NpOQIIakTHKA. B
npoyusade daza Il npu narmenT! ¢ HellekyBaH MYJITHIUIEH MueIoM, obllara 4ecToTa Ha
peaxTHBHpAHETO Ha Xeprec 30¢cTep € OMna no-uecTa Npy NAKEHTH, JAeKyBaHH ¢ Goprezomut +
Mendanay + npeJHH30H OTKONKOTO NIpH KoMOuHaUmsTa Mendanad + npensnson (14% B cpapHeHHE C
4% CBLOTBETHO).

Ipu nanuentn ¢ MCL (npoyurane LYM-3002), yectoraTa Ha uHpeKums ¢ Xepnec 3octep ¢ Ouna
6,7% npu pamoro BzR -CAP u 1,2% B rpynara na R-CHOP (sx. Touxa 4.8).

PeaxTueupane u uude ¢ sHpyceH xenarat B (HBV

CxpuannT 32 HBV1psaGBa BMHarTH a ce W3BLPIMBa OPH NALMEHTH ¢ pUcK oT uHpexuus ¢ HBV mpeau
3aM10YBAHE Ha IeYeHHETO, KOTraTo PUTYKCHMAl ce H3NoN3Ba B KOMGHHAIMA ¢ SopTe3oMub.
HocuteayTe Ha BUpYCa Ha XenaTuT B M nallHeHTH ¢ aHaMHesa 3a xenatir B Tpabea na Gunat
BHHMaTEIHO HabMonapaHy 3a KIMHAYHH ¥ NabopaTopHy NpHzHalLy Ha akTeHa HBV uudexuus no
BpEMe Ha U ciea KoMOMHHpaHo NeueHne Ha putykcumad ¢ Goprezomud. Tpabea ma ce oGMucIu
aHTHBUpYCHa MpodunakTHKa. BuxkTe KpaTKaTa XapakTepHCTHKA Ha IPOAYKTa puTyKeHMal 3a noseve
HHdopManm.

IporpecueHa MynTHpOKANHA Nepkoenuedanonarus (TIMJT)
Hma cpo0ieHnd 3a MHOTO PEIKH C/TyYal ¢ HeM3BECTHA IPUYHHHO-CNEICTBEHA BPLAKA, Ha BUPYCHa
uHbexnua Ha John Cunningham (JC), koato sogu 50 ITMJIT 1 cMBPT, IPH NaLMENTH NEKYBAHH ¢
GoprezoMut. [laupentHTe ¢ AHarsoza [IMJ1, ca HMats NpeAlieCTBaINA HAH eTHOBPEMEHHO
npoBexAana IMyHoCYnpecHBHa Tepanus. Ilosevero ciyqan Ha IIMJ1 ca aparnocTHUMpatH 1o

12 mMeceua or nupeata no3a Gopresomut. Tlaurenture Tpabea ga GbAAT penoBHO TIPOCIE
HOBY HJIH BJIOLIABAIIHN c€ HERPONOTHYHH CUMITTOME WITH MPH3HALH, KOWTO MOTAT JIa
nokazarenHu 3a [IMJI karo qact o1 andepenumania nuartHosa 3a npobmemu Ha [[HE, 4
nozo3upa xuardosa IIMJI, naunenTure Tpa6Ba 2a 654aT HACOUEHH KM CTIELHANY,
OBAaT NpeAnpHeTH NOAXONSIIH JUATHOCTHYHA MepKi 3a ITMJL. Ako ce AMarHoc
nedyenHeTo ¢ bopresomub Akrasuc Tpabea na 6bae npexpareno.
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Ilepu¢repHa HepponaTHd

JleuenneTo ¢ GopresomMut MHOTO YecTO ce CBEP3Ba ¢ NEpH(EpPHa HEBPONATHA, KOATO € NPEAMMHO
ceHsopna. Crobmasar ce, o6aue, H CITyuaH Ha TEXKA MOTOPHA HEBPONATHA CHC WM Ge3 ceH30pHa
neputepHa HepponaThs. YecTorara Ha clTydaHTe Ha NepruQepHa HEBPONIATHA Ce YBeTHIaBa B
HAYAJIOTO Ha JISYCHHETO U AOCTHIa [THK TI0 BpEMe Ha IHKBI 5.

[IpenoprunTenHO € naiueHTHTe Aa OBIaT BHAMATEIHO HAONMIONABAHH 33 CHMITTOMH HA HEBPOTIATHA
KaTO mapeHe, XMnepecTe3Ha, XHIOECTE3H, NapecTeansd, ANCKOMOPT, HEBponaTHYHA GONKA HIH
cnaboct.

B npoyusane ¢a3a III, koeTo cpaBHABa HHTPaBEHOZHOTO H MOAKOXHOTO MPWIOKEHHE Ha GopTe30MuG,
4ecTOTaTa Ha CTyuanTte Ha nepudepHa HeBponatus creneH > 2 e Guna 24% B rpynaTa Ha NOJKOXKHO
HHKeKTHpaHe H 41% B rpymnaTa Ha HHTPaBEHO3HO HIDKeKTHpaHe (p = 0,0124). Tlepudepna
HEeBpOMaTHs CTENeH > 3 & HacThIuIa npu 6% OT NalMeHTH B rpynaTa Ha NMOOKOXHO NPWIOKEHHE, B
cpaBreHHe ¢ 16% B rpynata Ha MHTpaBeHO3HO npunoxeHie (p = 0,0264). Yectorara Ha nepudepra
HEBPONATHA OT BCHYKM CTENCHH IPH HHTPABEHO3HO NMpHIIOKEHHe HA bopTesoMul ¢ Omta no-HHCKa B

HCTOPHYECKH NPOYYBAHUA ¢ GOpTe30MHG MpHIAran MHTPABEHOIHO OTKOJIKOTO B MPOYy4BaHe
MMY-3021.

[MaurenTn ¢ HOBOHACTBHITKHIIA HITH BIIOLIABAINA Ce NepH$EpHa HEBpONaThA, Tpabea na 6sIar
NOAJI0AEHH HA HEBPOJIOTHYHA OLIeHKA M MOXKE Ja & HAJOXKH MPOMAHA B 103aTa, CXEMATa HA I¢YEHHE
WIH ITBTA HA BLBEKJAHE Ha JIEKAPCTBOTO — NOAKOKHO NPHIoKeHHe (BK. Touka 4.2). HeBponaTuara ce
JIEKYBa ¢ [IOMOLIHA K IPYrH TEPAIKH.

Heobxoaumo e paHHO U peJOBHO npocieaBaHe HA CUMITTOMMTE Ha CBbP3aHa C JIEYeHHETO
HEBPOITaTHA, ¢ HEBPOJIOrHYHA OLEHKA, TIPH NALHEHTH, NoJIyYaBalmH boprezoMHl AKTaBHC B
KOMOMHaLMA ¢ TEKAPCTBEHH IIPOMYKTH, 3@ KOMTO € H3BECTHO, Y¢ C¢ CEBP3BAT ¢ HEBPONIATHA (HAMp,
TATHAOMHA), KaTO TpAORa Aa ce o6chIH H BB3MOKHOCTTA 38 NOAXOAANIO HAMANABAHE HA [034Ta WM
MpEKpaTABaHE Ha JIe4CHHETO.

B nomreiHeHHE KbM NepHGEPHATa HEBPONATHA, RBTOHOMHATA HEBPONATHA MOXKE 2 HMa NPHHOC 32
HACTBHITBAHETO HA HAKOU HEXENAHH PeakLMH KATO MOCTYPATHA XHITOTOHHA H TeXKa KOHCTHITALIHS C
wieye. HHdopmaiiaTa 3a aBTOHOMHATA HEBPOTIATHA ¥ HelHKs IPHHOC 32 Te3H HEMKENaHu edekTu, e
OrpaHHYeHa.

I'epuoBe
HMma nevecTH ¢h00I{EHHA 32 HACTBIIBAHE HA [bPYOBE, 3 NpemecTsalla aHAMHE3a 38 TBPYOBE HITH

emunencus, Heobxoaumo e crielagHo RHHMAaHHe NPH JIeYCHHe Ha NALHEHTH ¢ PUCKOBH (GaKTOpH 3a
FBpUYOBE.

Xunoronus
Jlegennero ¢ GoprezoMub YecTo ce CBbP3BA ¢ OPTOCTATUMHA/IOCTYpaiHa XunoToHus. [Toevero
HEXEIAHH PeakliMu ca JIeKH 10 YMEPEHH No CBOeTO €CTECTBO M ce Hab/MOAaBaT npe3 LAIOTO BpEME Ha
nedennero, [lanueHTHTe, KOMTO Pa3BHBAT OPTOCTATHYHA XMNOTOHHA BCTICACTRHE GopTesoMub
(MHXXEeKTHPaH HHTPaBEHO3HO) HE ca MOKa3ald JaHHH 33 OPTOCTATHYHA XHIOTOHHA MPEAH JIEUSHHETO C
6oprezomuG. TloBeYeTO MALMEHTH ca HMATH HYX/a OT JIEYSHHE HA OPTOCTATHYHATA XHIIOTOHHA. Eaua
MAaJIka 4acCT OT NALHCHTHTE C OPTOCTATHYHA XHIIOTOHNUA Ca HMaJTH CHHKOITHH CROUTHS.
OpTocTaTHYHATA/TIOCTYpallHA XHIIOTOHHA HE € TACHO CBBp3ana ¢ Gonyc uHby3us Ha GopTe3oMub.
MexaHH3MET Ha ToBa CHOMTHE HE € H3BECTEH, Makap M€ HAKOM KOMIIOHEHT MOKe Aa C& Ib/KH Ha
ABTOHOMHA HEBPONATHs. ABTOHOMHATA HEBPONATHA MOXE J1a € CBbp3aHa ¢ OopresoMub wim ~__.—._
Bopre3oMH0 MoxKe J1a BIOLIH OCHOBHO 3a00NABaHe KaTo AHaCeTHa HIH aMHIIOMAHA HERPO
HGOGXOIIPIMO € NOBUILIEHO BHHMaHHE IPH JICYCHNE HA NAlHEHTH ¢ aHAMHE34 38 CHHKOII
TIOTY4AaBaT JIEKAPCTBEHH NIPOAYKTH, 33 KOMTO € H3BECTHO, Y€ Ce CBBP3BaT C XHIOTOHMUA;
JAeXHIpaTHPaHH NOpajaH PeKYPEHTHA AHAPHA WIH ITOBpELIaHe. JleueHueTo Ha
OPTOCTATHHHA/TIOCTYpATHA XHITOTOHHA MOXE Jia BKJIIOYBA alaNiTHPAHE HA AHTHXHIIE
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JIeKapCTBEHA MPOAYKTH, PeXMAPATHPAHE HIIH MPHIOKCHHE Ha MEHSPATKOPTHKOCTCPORAM W/HITH
epMnaTEKOMuMeTHIN. [laimenTyTe TPaA6Ba Aa 6BAAT HHCTPYKTHPAHH Ja THPCAT JIEKAPCKH CHBET, aK0
HMMaT CHMITTOMH Ha 3aMaiiBaHe, CBETOREPTEX WIK MPHMAJIABAHE.

CuHipom Ha o6paTHMa rocTepHopHa eHnedanonarys (PRES)
Hma crobimenus 3a PRES npu naupesTs nomyvasamy Sopresomud. PRES e paako, uecto o6paTuMo,

61p3o passHBallo ce HEBPOMOIHYHO 3a00NABaHE, KOBTO MOXeE Aa Ce NPOSBY ¢ TPy, XUIIEPTOHH,
rnasobonue, neraprus, oGbPKBane, CIENOTa K APYTH 3PHTETHH H HEBPOIOTHYHH HAPYIICHHA.
Hsnonsea ce o0pa3Ha HATHOCTHKA Ha MO3BKa, 34 IPSANIOYHTAHE SAPEHO-MATHUTEH pe3onanc (SIMP)
3a MOTBRPIKIABaHe Ha quarHosara. [IpH naumeHTH, kouro paseuBat PRES, npunokeHHETO Ha
bopresomMub Axraruc TpaOra aa 6ble MpeKpaTeHo.

CopaetHa HeIOCTaTEYHOCT
Tpu neuenne ¢ GopresoMud MMa CLOOLIEHHA 38 OCTPO PA3BHMTHE WM 00OCTPAHE Ha 3aCTOHHA

CHPACHHA HEJOCTATHYHOCT H/HIN HOBA N1051Ba Ha HaMaNseaHe pakupaTa Ha M3TTACKBAHE Ha JIABATA
Kamepa. 3aappKKaTa Ha TCHHOCTH MOxke Ja Oble npenpasnonaraul GakTop 3a NPU3HALKN U CUMITOMHA
Ha ChpAeYHA HeAOCTATHYHOCT, [TanHeHTHTE ¢ PHCKOBH (AKTOPH HITH ChC CHINECTBYBALIO CHPOCYHO
sabonaBane Tps0ea na 6baaT BHUMaTENHO HaOmoAaBaHu.

En KAPIHO KM _H3CIICIRAHNA
Wma u3onupadd ciyqal Ha yappkasade Ha QT HHTepBana npu KIMHIMHY H3MWTBAHKA, HO HE €
YCTAHOBEHA IPHYHHHO-CIIEICTEEHA BPB3KA.

BenoapobHH HapylieHHus
Hma penkn cpo0men 3a octpa AMdy3xHa undunTpaTHBHa GenoapofHa 6onecT ¢ HEH3BECTHA

€THONIOTHS KATO NHEBMOHUT, HHTEPCTHIHANHA THEBMOHHA, Oe101pobHa HHPHUITPAlMA H CHHAPOM Ha
ocThp pecrmapatopen auctpec (OPJIC) npu nanwenTy monyvasamu Gopre3oMu6 (Bx. Touka 4.8).
Hsxon ot Te3n cu6uTHA ca MManH dataneH m3xon. Ilpenophusa ce paguorpagus Ha rpbLAHHA KOLI
npeny 1e4eHUeTo, KOATO 12 CITYXKH 33 H3XOJHO HHEO 33 MOTeHIMaNHH OenoapoGHH NpoMeH: cies
JAE€HCHHETO.

B ciyyaii Ha HOBM WM BlOMIABAUIM ce GenoapoGHH CHMIITOMM (Hanp. KAUKNa, AUCTTHES ), TpAGBa
BE/IHAra /1a ¢¢ HarpaBH JHArHOCTHYHA OLIEHKA M MALMEHTHTE Ja MOAy4aT NOIXOMALIO AeUeHHe.
Ipean xa 6Bne npogbbkeHa TepanuaTa ¢ bopresoMuG AxTapuc, TpalBa na ce B3eMe 0] BHHMAHHE
CHOTHOILEHHETO NON3a/pHCK.

Ipy KIMHIIHO ATHTBAHE, ABaMa NAUHEHTH (OT 2), Ha KOMTO € NPpHIaraH BHCOKOA030B UHTapabu-

(2 g/m’ HeBHo) upes mpoasDKUTenHa uadyshs 3a 24 Yaca ¢ nayHopyGHUMH U GopTezoMub 3a
PeLUMIHE 38 OCTpa MHENOTE€HHA JIeBkeMH4, ca noyuHam ot OPJIC B Ha%anHHUA eTan Ha TepanuaTa, u
NpOoyUBaHETO € GHI0 NpeKpaTeHo. 3aT0BA TO3H CNCUH(PHUCH PEXHM ¢ CTHOBPEMEHHO IPHIICKEHHE HA
BHCOKXa J03a unTapabun (2 g/m’ gHeBHO) Ypes npoNBDKUTENHA HHOY3HA 3a 24 uaca He ce
npenopLyBa.

bu6peuno yBpexnaHe
bBOpeunnTe yenoXkHeHns ca 4ECTH NMPH NALMERTH ¢ MyNITHIDIEH MyeloM. [launeHTuTe ¢ 616peyHo
yBpe;xaane TpaOea fa O654aT BHMMaTeNHO HabmoaasaHu (BX. Toukd 4.2 1 5.2).

HYepaoapobuo vBpesxaane

boprezomub ce Metabonuzupa o1 HepHOAPOOHUTE eH3uMHE. ExcriozmupaTa na Goprezomus ce
MORHKINARA NPH NALKEHTH C YMEPEHO WIH TEKKO YEPHOAPOGHO YBpeKIaHe; Te3H NAlHEHTH Tpa6Ba na
ObJar JIeKyBaHH ¢ HaManeHH 1034 boprezomub AkTasuc H Aa Op1aT BHUMATENHO HaOMONaBaHy 32

NofABa Ha TOKCHYHOCT {BK. TOuxH 4,2 u 5.2),

( WERLAA 77
YepuonpolGuu peakimm l//' P
CrobimaBa ce 3a peaxH cywal Ha YepHoapoOHa HEAOCTATHYHOCT NPH NMALMEHTH, NOfVE m,ﬁﬁ g

#an00;

T i -n

BopTe30MHS H CBITHTCTRAINY SIEKAPCTBEHH IPOAYKTH, H KOMTO HMAT CEPHOZHH OCHO
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JpyTr YepHOOPOOHH peakiiH, 32 KOHTO ¢e ChoOLIaRa, BITIOUBAT MOBHINEHH YePHOAPOOHH eH3HMH,
xunepbumupy6uremus u xenaTut. Tean npomeHy MoraT aa 6saaT oOpaTHMM IPH CIIHPaHe NpUeMa Ha
bopre3zomub (Bx. Touka 4.8).

CHHIIPOM Ha TYMOpEH pa3nan

Toii karo GopreaoMub € HMTOTOKCHYEH areHT H OBLP30 MOXKE Aa yOue HMOKAYECTBEHH [UIa3MEHH
kretku ¥ MCL kneTku, BE3MOMNHO € 1a HACTBLANT YCIOKHEHHA KaT0 CHHAPOM HA TyMOPHUS pa3nan.
TaimenTuTe ¢ pHck 33 CHHAPOM Ha TYMOpEH pasnajl ca OHE3H ¢ BUCOK TYMOPEH TOBAp mpenH
NeqeHueTo. Tesu nanHeHTH TpAOBA BHUMATENHO Ja OBJAT NPOCTISASBAHN M Ja C€ B3eMAT MOAXOAALM
TpeAnasHy MEPKH.

ChIObTCTBalIH TEKAPCTBEHH NPOJYKTH
IMaumexTute Tpabea na 6baaT BHUMATENHO HaOMOAaBaHK, KoraTo Gopre3oMKt ce mpunara B

KomOGuHaima ¢ Mol CYP3 A4 mrxuburopu. Heobxoaumo e NOBMINEHO BHHMaHKE, KOTATO
Gopresomub ce komOunnpa ¢ CYP3A4 wmm CYP2C19 cyGerparn (BX. Touka 4.5).

HeoGxoaumo e ga ce NOTBEPAK HOPMATHATA YepHOAPoOHA QYHKUMA M 13 c¢ MOAXOKAA ¢ OBHIISHO
BHHMAHHE KbM MALUEHTH, [OTy4aBany NepopaIH XKIONTHKEMHYHH ACKAPCTBEHH POAYKTH
(BK. TOouka 4.5).

ToTeHUHaAHO HMYHOKOMATIEKC-MEANAPAHH DEAKLIHH

HMa HeuecTH CLOOIIEHUA 32 NOTEHUHATHO HMyHOKOMIUIEKC-MEANHPAHH PEAKIMH KATO CepyMHa
Gonect, noAMapTpAT ¢ 0OpHB U NposMdepaTHBEH TNOMepYNOHePPHT. AKC HACTBIIAT CEPHO3HH
peaKUMH, NpuiokeHHeTo Ha 6opresoMub Tpabea aAa Geae npexpaTeHo.

4.5 BszammoaelcTpHe ¢ JPYrH JeKAPDCTBeHH NPOAYKTR H ApYra GopME HA BIaMMOelicTBHE

Ipoy4sanns in vitro codar, 4e GoprezomMud e cnab HxuOKTOP Ha LTOXpoM P450 (CYP) mioeHzumu
1A2, 2C9, 2C19, 2D6 u 3A4. Ha 6a3a Ha orpanuuenns npuaoc (7%) wa CYP2D6 3a metabomnaMa Ha
Hopresomub, He ce ouakea PeHOTHNBT Ha cnabure CYP2D6 MeTabonuzaTopH a nosuse
IPUTOCTHOTO ToBeicHHe Ha 6opTeaoMub.

IIpoyuBane 3a nexapcTBeHM B3anmonelcTBUS, OLeHaBamo edexTa Ha KeToKOHas3om, MoueH CYP3A4
HHXHOHTOP, BEPXY (apMAKOKUHETHKATA Ha GopTe3oMHG (HEDKEKTHPRR HHTPABEHO3HO), [10Ka3Ba
cpeano nosumieHne Ha AUC Ha 6opre3omub ot 35 % (Cloo o, [1,032 mo 1,772]) BB3 0cHOBA HA NAHHH
ot 12 nanMenTH. 3aToBa NalMeHTHTE TPAOBA BHUMATEIHO A2 OBAaT HabmoRaBaHH, KOraTo
Gopre3omub ce npunara B koMGuuHanua ¢ MomHE CYP3A4 uHxuburopu (Hanp. KeTOKOHA30J,
PUTOHABHP).

IIpoyunane 3a nexapcTBEHH B3aUMOJICHCTBHA, OLIeHABAINO edexTa Ha oMenpaszon, Mowen CYP2C19
HUHXHOUTOD, BEPXY apMakoKKHeTHKATA Ha OopTe3somub (HEDKEKTHPaH HHTPABEHO3HO), HE NOKA3Ba
3HAYHM edeKT PBPXY (PapMakokuHeTHKaTa Ha GopTe3omMub Bb3 OCHORA HA JAHHHM OT 17 MALMEHTH.

Ipoy4Bane 3a TeKapCTBSHH B3aMMOReficTBHA, oueHABalo edexTa Ha prpaMnunuH, Mowen CYP3A4
HHIOYKTOD, BBPXY (hapMakoKHHeTHKaTa Ha Gopresomul (MIDKeKTHpaH MHTPaBEHO3HO), MOKA3Ba CPEAHO
nonmwkenye B AUC Ha GopresomMud ¢ 45% b3 0CHOBa Ha JaHHK 0T 6 nauueHTH. 3aToBa He ce
Hpenopryba enHoBpeMeHHa ynorpeba Ha 6opTesomub cbe crutan CYP3A4 wHaykTops (Hamp.
pudaMnuurH, kKapbaMazenmun, PeHHTOHH, QeHOGaAPGATAT W HCLAT KAHTAPHOR), THH KaTO
eduracHoCTT2 MOXe Ja OpJe HaManena,

B cBlI0TO npoytRaHe 3a NEKAPCTBEHH R3IAUMONEHCTBHA, OLIEHABANIO eeKTa HA AEKCAMETAZOH, MMO-
cnab CYP3A4 uHayxrop, BEpXY (apmakOKHHETHKaTa HA GOPTE30MH (MIDKEKTHPAH K
HE € YCTaHOBEH 3Ha4HM eekT BhpXy (apMaKOKHReTHKaTa Ha 60pre3oMub, BB3 OCH
7 nalMeHTH.

DK/H/2305/0011B/011/G
13



Ipoydraue 3a NexapcTBEHH B3auMONelcTBUS, OLEHABALIO edexTa Ha MENPANaH-IPETHAZ0H BBPXY
dapMaxoxsHeTHKaTa T2 G0pTe30MHG (HIDKEKTHPaH HETPABEHO3HO), IOKA3BA CPEAHO SIOBHMIICHHE Ha
AUC Ha 6oprezoMu6 cbe 17% BB3 ocHOBA HA AaHHH OT 21 naumeHTH. CYHTA Ce, Ye TOBA HAMA
KITHHHYHS 3HAYMMOCT.

Tlo BpeMe Ha KIMHKYHM H3MHTBAHKUS C& CHOOIABA 32 HEYECTH H YECTH CyYaM HA XMITOTIMKeMYA 1
XuNIepriuKeMAd TPH RHAR0ETHIIH 0/Ty4aBallly NEPOPANHH XHNOTIIHKEMHYHY JIEKAPCTBEHH MPOLYKTH.
Ilpu nalyeHTH Ha NepopaiHk npoTUBoAHAOeTHH cpencTea, mony4asau bopresoMut AKTaByC, MOXKe
[g C€ HaNo¥H /ia & TpocneABaT BHUMATETHO HUBATA HA KPHBHATA 2aXap U A ce afalTHpa A03aTa Ha
TeXHHTE NPOTHBOANA0ETHK JIEKapCTRA.

4.6 DeprunnTeT, GpeMEHHOCT H KbPMeHE

Ko e U MbIKE H KeHH

Mtoke 1 3KeHUM ¢ IeTepolieH NIOTeHUMAN TpabBa fa W3NonBatT eeKTHBHH KOHTPALENTHBHE MEPKH 110
BpEMe Ha JIEHCHHETO H A0 3 MECELa Clel] Hero,

Bpemennoct
Hsama wiHHHYHE JaniH 38 6opTe30MHE N0 OTHONICHHE Ha eKCHIO3HLIMATA N0 BpeMe Ha GpeMeHHOCT.
TeparoreAHmaT noTeHiMan Ha Gopre3oMHb He e HABIHO NPOYYeH.

1Ipy HeXIMHKUYHHK NpoYUBaHHA, GOpTe30MHO He 0Ka3Ba eekT BHpXY eMOPHO-(ETATHOTO PA3BHTHE
NpH TUThX0BE ¥ 3aHUy B Halt-BHCOKHTE NOHOCHMM 3a MalikuTe n034. He ca nposexnasny npoyusasus
npy JKHBOTHH 32 YCTAHOBABAHE Ha edeKkTHTE Ha GOpTe3oMut BBPXY PRKAAHETO H NOCTHATATHOTO
passuTHe (8. Touka 5.3). Bopresomu Axrasuc He TPAGRA 1a ce U3NOM3BA [0 BpeMe HA GpeMeHHOCT
OCBEH B CITy4auTe, KOraTo KJIHHHIHOTO ChCTOARKE Ha sKeHaTa Hanara nedeHue ¢ Bopresomu®
Axrapnc. Axo BopTesoMu0 AKTaBHC ce H3MI0N3Ba MO BpeMe Ha GPeMEHHOCT HTH aKO MAiHeHTKaTa
3abpeMeHee IOKATO DONYYaBa TO3H TeKapcTBeH HPOAYKT, NauneHTKaTa TpaGBa ga 6bae nudopmupana
33 BE3MOKBHTE PUCKOBE 34 MLNOAA.

Tamunomun e go6pe no3HATO AKTHBHO BEIECTBO, KOETO € TePATOTEHHO 3& XOpaTa M NpHYMHABA
TEIKKH, JKHBOTO3ACTPaIaBaly BpoaeHH Aebexkn. ViorpebaTa Ha TANHIOMBA € IPOTHROTIOKA3AHA 110
BpeMe Ha GPEMEHHOCT H NIPH XEHH ¢ ASTepPOICH IOTEHLHAN, OCBEH B CIIy4YaWTe, KOPATO CA M3ITbIHEHH
BCHYKH M3HCKBaHHA N0 IPEBAHTHBHATA TIPOTPaMa 3a ynorpeGa Ha TANMAOMHM 110 BPEME Ha
Opemensoct. [Tarwmenty, nomydasainn Bopresomub Axrapuc p komGuHaums ¢ Tanumomun, TpsGBa ga
CNa3sBaT NpOrpamMaTta 3a NPEBeHIW Ha OpeMEeHHOCT NPH IeueHue ¢ TATMAOMHEA. 33 AOMBIHATENIHA
VHGOOPMALIHA BUJKTE KPaTKATA XaPaKTEPMCTHKA HA TATHAOMMIL,

Knpmene

He e msectrO namu Gopre3oMub ce uambuBa B KepMata. [lopaayn BLIMOXHE CEPHO3HH HEKENAHN
peaKiiH npH KepMayeTa, KbpPMeHeTo TpAGBa Ja GbIe NPeyCTaHOBEHo NO BPEME Ha JISHEHHE ¢
Bopte3oMHG AKTaBHC.

DepTUanTeT
He ca nporexnanu npoyusanna 3a deprunmret ¢ Goprezomud (8. Touka 5.3).

4.7 Edexta BBpXY cHocOGHOCTTA 32 modupane 1 padora ¢ MAMIHEH
Bopresomub Moxe a nosimMse B yMepeHa cTeHeH clIocoOHOCTTa 32 odupane 1 paboTa ¢ MallnHy.

BoprezoMub Moske 1a ObJie CBBLP3AH MHOTO YECTO ¢ YMOPa, YeCTO Che 3aMaliBaHe, HeYecTO ChC
CHHKOI M OPTOCTATHYHA/MOCTYPARHA XHIOTOHHA H YECTO OBbC 3aMbITIEHO BIDKAAHE, 3 e
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4.8 HexedanH JeKAPCTRECHE PeAKIHA

O6obuwenne Ha npoduia Aa GezonacHocT

HewqecTure cepHo3HH BesKeAaHH peakiyH, chollliaBaHy o BpeMe Ha eveHue ¢ GopresoMus,
BKJFOUBAT ChPACHA HEAOCTATHIHOCT, CHHAPOM HA TYMOpEH pa3naf, Genoapobua xunepronss,
CHHAPOM Ha NOCTEpHOPHA 0OpaTHMa eHuedanonaTus, ocTps AndysHE HHGHTTPATHBHY GeaoNpobHu
HapYLIEHHA ¥ B PEKH ClTy4aH, aBTOHOMHA HeBpornatHa. Hall-yecro crobiiapaniTe Hexenany
peaxuyv 1o BpeMe Ha Nedenne ¢ GopresoMub ca ranene, NHapHi, 3aI€K, NOBPBILAHE, YMOPa,
MIHPEKCHS, TPOMOOIMUTONCHHS, AHEMHA, HEYTPONCHHS, NepidepHa HEBPONATHA (BRIFOUUTEITHO
CeHsopHa), riasobo/me, napecTesys, HAMAaIEH aNeTHT, NHCITHES, OOPUB, XEpIec 30CTep i MUAITHA.

Tabauyno obobuickKe Ha HEKENAHUTE DEAKUMH

Mynmunnen muenom

3a nexxenanuTe edextH B Tabnuua 7 H3CAENOBATENHUTE CA NPHENY, Ye UMAT TTOHe PBIMOXHA HIH
BEPOATHA [IPHEKRHHO-CACACTREH BPE3Ka ¢ OopresoMud, Tean Hexenany peakLuK ¢ OCHOBABAT Ha
obobigentu aannH ot 5 476 naumenTH, oT Kouto 3 996 ca nexyeauu ¢ Goprezomub B 103a 1,3 mg/m? u
ca Bxnoveny B Tabnuia 7. Karo uano, GopresoMud € npuiarax 3a JIEHCHHE HA MYJATHIUIEH MUEIOM
npy 3 974 nanuenTy,

Hexenanure peakin ca OMHCAHH NMO-A0NY MO CHCTEMO-OPTaHiy KNAcoBe M o uectora. Yectorara ce
OTIpeac s KaTo: MHOro yecTH (= 1/10); yectn (= 1/100 no < 1/10); Hewects (= 1/1 000 g0 < 1/100);
peaku (= 1/10 000 o < 1/1 000); muoro peaxu (< 1/10 000), ¢ HeussecTHa uecToTa (OT HANMMYHUTE
AaHHH HE MOXe Na Oble Hanpasena olleHKa). BBB BCAKa IPYTIa 10 4ECTOTa, HEKENAHATE PEaKITHY ¢a
Ape/ICTABEHH B HU3XOAAML Peji 10 TAXHaTa cepHosHoct. Tabnnna 7 e chamanena ¢ nOMONITA HA

sepeua 14.1 na MedDRA. ITocTMapKeTHHIOBHTE HesKeJIaHH PeakliMH, KOHTO He ca HaGIrOAABAKY Ipu
KIMHHYHY M3NHUTBAHHA, CHIIO €2 BRIIOUEHH,

Tabruya 7. Hexceaawu nexapemeenu peaxyuu NPy NAYUERINY C MYTIMUNREN MUCAOM, AEKYBaHY C
Dopme3omub 6 KNuHUNHY UINUIMBARUL U BCUHKY NOCMAPKENUHZ081U HENCEAHU Pearyly,
Hesagucumo om noxazanuemo®

CHeTeMO-0pranEM Yecrora | Hemenana peakuns

KAacose

Hudexumn u nudectaipm Yectn Xepnec 30cTep (BKI1. AMCEMHHHPAH B OYCH),

MHeBMOHMA™, Xeprec cHMiuTekc*, rebuvHa wrdexms*

Heuecrn | Madexuua*, Gaxrepuanau nHdexuun*, supycun

HHGEKHH*, cencuc (BKJI. CENTHYEH IOK)*,

OPOHXOMHEBMOHMA, Xepnec BUpYcHa nHpeKuus®,

xepreceH MeHHHroeHUeQannT*, GakTepuemus (BKL.

craduIoKOKOBa), XOP/ISOMYM, FPHII, LEMYITHT,

HH(eKINA OT MENHIHHCKO H3AENHe, KOKHA HHpEKITHA*,

yuHa uadexuns*, cradgrtokoxopa HHdexnys*, 3p61na

uHdekuua*

Penku MenunraT (Bio1. GakTepuaney), vudexilus ¢ BUpyca Ha

Epstein-Barr, reHHTaneH xepnec, TOH3WINT, MACTOMHT,

CHHIIPOM Ha TIOCTBHPYCHA YMOpa

Heonnazma ~ Penkn 3n0KaYeCcTBEHN HEOTNAZMM, (UTA3MOLHTHE JIEBKEMMA,
GoOpokagecTBEHH, 6BOpeYHO-KNETRYEH KApUHHOM, Gy+kH, HyHromana
3/I0Ka4ECTBEHH W MHKO3a, J00pOKa4eCTREHH HeoL1a3Mu*
pop—

HeOonpenesneHH (BKI. KACTH ’/:M\mﬂ? .
H NONMITH) .f;/‘\*i‘;w_f/] o

e
Hapyinenns Ha KpbBTa U Muoro | TpomGoumronenus*, HeyTponeHus*, angh iy Rz
AuMGHATa cHCTEMA YeCTH ey

—

UYectw | Jienkonenua*, mamdonenus* i
W
A

vl
et

=
T
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Hewecrn

Hanuyronenns*, gebpunna HeyTponeHns,
Koarynonaria*, neskoumrosa*, samdageHonaTn,
XEeMONHTHYHA aHeMux*

Penxn

JinceMyHHpaHa HHTPaRA3ATHA KOAryNaiums,
TpoMBorHTO3a*, XHIIEPBUCKOBUTETSH CHHIPOM,
HapyIueHHd Ha TpoMbowuraTe — NOS, tpomboruuna
MHKpOaHrHonarus (BKJi. TPOMOOIIMTONCHHYHA MypIIypa)
¥ Hapymeuus Ha kpesTa ~ NOS, XeMoparuvia AHaTesa,
numbormTHa HHGHITPALMA

Hapymenns na uMyHHaTa
cucTeMa

Hedectn

AHrdoeJemM#, CBPBXSYBCTBHTETHOCT

Penkn

AnxadunakTHyeH WoK, aMInonao3a, Tin I11
HMYHOKOMIUIEKC-MeJUHpata peakuys

Hapyineuns na
EeHAOKPHHHATA CHCTEMA

Hexectn

Crnzgpom Ha Cushing*, xuneprHpeouamsbm®,
HeaNeKBATHA CEeKpelMs HA AHTHAHYPETHYEH XOPMOH

Peaxu

XHOOTHPEOHAHIEM

Hapymienns Ha
MetabonmuaMa B xpaHeHeTo

Msoro
YeeTu

TToumxken aneTnt

YecTn

Jexuppataiiia, XHIOKAIHeMHEA*, XAMOHATPHEMMA*,
OTK/IOHCHHS B CTOMHOCTHTE Ha KDBBHATA 3aXap*,
XHRoKaImeMus*, aGHOPMHY HUBA HA YEPHOAPOOHHTE
eH3HMu*

Heuecth

CuHapoM Ha TYMOpeH pasiiaz, sabasen pacrex®,
XMIoMarnesHeMun®, xunodochareMus*,
XHIePKAHEMIA ¥, XunepkanumeMus®,
XMIEpHATPHEMHA*, OTKNIOHEHHS B CTORHOCTHTE Ha
NHKOYHATA KNCeNWHa*, saxapen nuaber™®, 3anppiKane Ha
TEHHOCTH

Penxu

XunepMartesnemun*, aiRA03a, eIEKTPOIUTEH
nucbanaHc*, mpeToBapBaHe ¢ TEUHOCTH,
XHIIOXAOPeMHA*, XHITOBONEMHA, XUTIEPXIOPeMHA ¥,
xunepdochareMus*, MeraGONUTHO HAPYLIEHHE,
AedymT Ha BUTaMHH B KoMIUIeKe, feduuHT HA
suTamuH B12, nogarpa, nosuuien anerur,
HENOHOCAMOCT KBM aJIKOX0J

[cpxuynn HapyleHns

Yectn

HapymeHus u pa3cTpoiicTea Ha HaCTpOEHHATAY,
TPEBOXHO Pa3CTPOICTs0™, HapylueHns ¥ pascTpolicTBa
Ha chHA*

HevyectH

HMemxpumo pascrpoiicTeo®, XamoLMHaua®,
NICHXOTHYHO pascTpoiicrBo®, 061pkBane®,
OeanokoicTrO

Penxu

Cyulinada dneaiHs*, aJanTHBHH PasCTPOICTES,
JAEeTRPHYM, HamajieHo TuGHo

HapymeHus Ha HepBHaTA
cucTeMa

Muoro
YeCcTH

Hesponarun®*, nepudepna ceHzopHa HeBponaTmsa®,
JuzecTesnn®, Heppanrus*

Yecrn

Moropha HeBponiaTia, 3ary6a Ha Cu3HaRHE (BKJI.
CHHKOT, 3aMasHOCT*, AUCTeY3HA*, NeTaprug,
rnasobomnne*

Heyectu

Tpemop, nepibepra ceH3OMOTOPHA HEBPONIATHA,
JHMCKHRE3Ha*, Hapylenue Ha uepeGpanuara
KOOPIWHALHA W paBHOBecneTo¥, zaryba Ha naMeTra _*_(c
H3KI1. Ha leMeHLu) *, extedanonaTua®, ¢
NOCTEPHOPHA oﬁpa’mma enuedanonarus®,
HEBPOTOKCHYHOCT, IPHNAXbIHY, TOCTX
HEBpairHi, HapYIICHHE B roBopa¥, cu
HecnoxoiHUTe Kpaka¥, MUIpeHa, W
BHHMaHue, a0HOpMHH peduiekci™, na
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Peaxu

Lepebpanna xeMoparua*, HTpaKpaHRANHA XEMOPArns
(ekn. cyGapaxnounatua) *, MOIb4EH OTOK, MPEXOnHA
HACXEMHYTHA aTaka, KoMa, mchananc Ha BereTaTHBHATA
HEPBHA CHCTEMA, HEBPOMIATHA HA BEICTATHBHATA HEPEHA
CHCTEMA, NRPATH3A Ha YepeNHo-MO3bYeH Hepb*,
napanusa®*, napesa*, OPeCHHKON, CHHAPOM Ha MOZBYHHA
CTBOJI*, MO3BYHO-CHAOBO HApyIIeHHe, JIe3Us HA HEPBHO
KOpeHuYe, NCHXOMOTOPHA XHIEPAKTHBHOCT, KOMIIPSCHA
Ha rpbOHAYHNR MO3BK, KOTHHTHBHH Pa3CTPOHCTRA —
NOS, apurarenna auchyHkuMA, pascTpolicTea Ha
HepBHATa CHeTeMA — NOS, paguKy/dT, JHraBeHe,
XHIOTOHHA,

cuupom Ha Guillain-Barré?, nemuennnusupama
NOHHEBPOTIATHS"

Hapymenus Ha OKOTO

YecTu

Tlogysare Ha OuRTe*, 3pHTENHH HApYIUSHUAY,
KOHIOHKTHBHT*

Heuectn

Ouna xeMoparss*, HHbEKUHA Ha Kienaua®, Xanaluuon®,
Gnedapur®, ouno pr3naneHHe*, ARNIONHUS, CYXO OKO*,
09HO Apa3neHe*, GoMKa B OUATE, MOBMILCHO CHI3eHe,
OYHA CEeKpelHs

Penxu

Kopreanna rezna®, ex3ofranM, peTHHHT, CKOTOMA,
OYHHE HapylueHHs (BKI. knenaumute) — NOS, npuaobur
AaxpuoaneHHT, ¢otodobus, $poToncus, onTHYHA
HEBPOMATHSH, PA3NHYHA CTENEH HA 3PHTENHO
‘YEpeKAaHe (Jo cnenora) *

Hapymenus na yxoto u
nabupunTa

Yectn

CBETOBBpPTENK*

Heyectn

Jucaxy3uc (BRI THHWTYC) ¥, yBpesxaane Ha ciyXa {40 #
BKJ. [YX0TA), AHCKOMGOpT B ymHTe*

Penpin

YmwHa xeMoparus, BecTuOynapeH ReBPOHUT, HAPYILCHHS
Ha yxoto — NOS

Cupaeunu HapyieHus

Heyectnt

Cupacuna TamnoHaga*, XKapamo-mylIMOHANeH apect™,
cepAeqHn Gubpunaunu (K. NpeacsPaHH), CEpAeYHa
HEROCTARTBYHOCT (BIUI. JIEBOKAMEPHA W JECHOKAMEPHA)
*, apUTMHBA*, TAXUKAPAKA*, MANMHTALHH, aHTHHA
NEKTOPHC, NePHKApAHT (BIU1.OEpPHKApAEH HIIMEB) *,
KapIMoMHonaTua*, kaMepHa AuchyHKIma®,
OpanHKapaus

Peaku

Ilpeacepano TpernTene, MHOKapieH uHbapkT*,
aTPHOBCHTPUKYNapeH 610k*, kapAHOBRCKYTapHH
HapymeHns {BIJL KapaMoreHeH mox), torsade de
pointes, HecTa0WIHA CTEHOKAPAKA, HAPYIUEHHA Ha
CHPJACYHHTE KAalH, HEROCTATLYHOCT HA KOPOHAPHATE
apTepys, CHHYCOB apecT

CbnoBy HapyleHus

Yectn

XunoroHus*, opTocTaTHYHA XHIIOTOHHUS, XHIIEPTOHMS*

Heuecrn

MozpuHOCEIOB HHUMAEHTH, IRIO0KA BEHO3HA
TpoMboza*, xemoparuu®, Tpombognebur (B,
OBBPXHOCTEH), UPKYJIATOPEH Konanc (BKJI.
XUIOBOTIEMUEH 1I0K), hneduT, 3a4epaapane*, xeMaToM
{Brui. epuHataien) *, cnaba nepudepna unprynanus™®,
BACKYJIMT, XMIepeMHs (BKJI. ogHa) *

Pepxu

epudepen emObonusem, nuMdeneM, 6nean
E€PHTPOMENANTHNA, Ba30MWIATALIU, PO
BEHHTE, BEHO3HA HEAOCTATRYHOCT

PecnupaTtophn, rpbanu 1
MEeAHACTHHAIHH HAPYLICHHNA

Yectu

Hucnden*, enicTakcuc, WHOSKLMA HA
JMXATETHH METHINAY, kamnnua*
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Heuectn

benoapoben eMbomarbM, MieBpanes HIUB,
6enoapobeH oTok (BKI. ocTep), benonpoben
ANIBeOJIapeH KPBBOWAIINEH, HPOHXOCTAIEM, XPAHHEHA
obcrpykTHBHA Genoapobra Gomecr*, xunoxceMus™®,
KOHFECTHS Ha AMXATEMHHA TPAKTY, XUNOKCHA*,
INEBPHT*, X'bIINgHE, PHHOPEH, AHCHOHML, XPHIIOBE

Pegku

AHxatenHa HeIOCTaTLYHOCT, OCTEP PECTUPATOPEH
AMCTPEC CUHAPOM, alied, ITHeBMOTOPAKC, aTeNeKTasuc,
GenonpobHa XHNEePTOHHA, XEMONTH33,
XMIICPBEHTHIIA1MA, OPTOITHES, THEBMOHHT,
pecnUpaTopHa alkaiosa, TaxumHen, benoapobua
¢n6po3a, GpOHXMAITHO HAPYINEHHE*®, XHNOKATTHHA*,
HHTepcTHOHANHA Oenoapobua Bonect, Genoapobua
HHQWITpaLHA, CTAraHe B TBPAOTO, CYXOTA B I'LPAOTO,
TIOBHINIEHA CEeXpelHs Ha FOPHHTE AMXATENHH THTHIIE,
ApasHeHE B I'bPJIOTO, KAUUIHYEH CHHAPOM Ha TOPHUTE
JIMXaTelNH MhTHIA

CroMalHO-9peRHH
HApYIICHHS

Mioro
qeCTH

CHMITTOMH Ha FafieHe ¥ OBpBLIAHE™, qHapua*, sanek

Yect

TacTpouHTeCTHHATHA XeMoparid (BKT. HraBHYHa)*,
AHCIENCHA, CTOMATHT*, IoyBaHe HA KopeMa,
opodbapunreatsa fonka*, kopemna Sonka (BRI
CTOMAINHO-4YpeBHA # O0JTKka B clie3kara) ¥, HapyweHus
Ha ycTHaTa KyxuHa*, Qnarynennus

Hedectn

[Mankpeatut (BIJI. XpOHUUEH)*, XeMaTemesa, O LyBaHe
Ha ycTHHTE®, cCTOMaIIHO-UpeBHa 00CTPYKIMA (BKIL.
oOCcTpyKIHs Ha TEHKUTE YepRra, mieyc)*, kopeMer
ARHMCKOMAOPT, yaLepauuy B ycrara®, eHTepuT*,
racTpur*, KEpBEHE OT BeHldTe, racTpoezodareancH
peduryke*, konur (8. Clostridium difficile)*,
HCXeMHMYEH KONUTH, TaCTPONHTECTHHAIIHO Bh3naneHue”,
aucarus, CHHAPOM Ha Pa3Pa3HEHOTO HepPBo,
FaCTPOHNTECTHHANHM HapylieHna — NOS, obnoker
€3MK, HapyIIeHAd Ha raCTPOHHTECTHHATHAS
MOTHIHTET*, HRPVIICHHS Ha CIOHYEHHTE sKne3n*

Peaxn

OcTrp NaHKpeaTHT, MePUTOHAT*, OTOK HA e3HKa*,
acliT, e30daruT, XeiInT, He3aappikane Ha GeKanun,
aToHHA Ha aHANTHMA chunkTep, deranoma,
FacTPOMHTECTHHANHA YIUEpali u nepgopauus™,
THHTHBAIHA XUIepTpohHA, METAKONOH, PEKTANHA
cekpelus, opothapuHreanny Mexypu*, 601Ka B yCTHHTE,
NePHOJOHTHT, aHaiHa (puCypa, NPpOMIHA Ha peKYMa Ha
H3X0XIaHe, NpokTanTui, abHopMeH denec

XenarobwiHapHu
HapyICHIS

Yectu

OTKAOHEHU B CTOHHOCTHTE Ha HepHOAPoOHHTE
eH3nMu*

Heuyectn

XenaToTOKCHYHOCT (BKIL YepHOAPOOHO HApYIICHHE),
XenaTHT*, Xonecrasa

Peaxn

YepuoapobHa HeJOCTATHEUHOCT, XENATOMETANHS,
cuHapom Ha Budd-Chiari, HHTOMEra/IOBHPYCEH XENIATHT,

Hapyitenud Ha Koxara B
TIOKOMKHATA THKAH

YeeTH

HEPHOAPOOHA XeMOparus, XoJleuTHasa
OGpuB*, chpbesc*, epuTeMa, cyxa Koka =~ "R
AR O

HeuectH

Epsrema MynTHdbopMe, ypTHKaphg, oc
HeyTPO(dHIHA NEPMATO3a, TOKCHUEH
TOKCHYHA eITMACPMANHA HEKpOIH3a#
Stevens-Johnson#, nepmatut*, Hap
NIETEXHH, EKXMMO3H, KOKHH JIe3HH,
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6y iKkH, ICOPHA3KC, XHITEPXHAPO3A, HOIIHH
M3IOTABAHUN, AeKYOUTAIHY #3BH#, akHe*, MeXypH,
HAPYICHHA B MHTMEHTAIMATA*

Peaxu

Kosxaia pearums, mumborprred BHGwnTpar Ha Jessner,
CHHJPOM HA NATMAPHO-TUIAHTAPHA EPUTPOIH3ECTE3HA,
TOIKOMKHH XEMOPArHH, TUBERO PETHKYIAPUC,

BTBBLPAABARHE Ha KOXKATA, Namy/y, HOTOYYBCTBHTENHA
peaxups, cebopes, CTyACHA NOT, KOXXHY HAPYWICHHA —
NOS, eputpo3a, KOXKHH 538H, HAPYIICHUA HA HOKTHTE

HapymeHus ga MyCKyJIHO~
CKENIETHATA CHCTEMA K
CheAMHHUTENHATA ThKaH

Muoro
YecTH

MyckynmHo-cxenerHa donka*

YecTn

Myckynnu crasmu®, 60Ka B KpalfHHITE, MYCKYIHa
cnaboct

Heueern

MyckynHH MOTpenBaHKA, NOAYBAHE Ha CTABHTE,
apTpHT®, CKOBAHOCT HA CT3BHTE, MHONATHHY, yecelnane
33 TeXKecT

Penku

PaSnoMuonuza, CHHIPOM Ha TeMuopoMaHiHOynaphara
crasa, GHCTya, CTaBeH BVIHB, OOJIKA B UENOCTTA,
KOCTHY Hapyilenns, YHGexud 1 BhananeHvs Ha
MYCKYJHO-CKENCTHATA CUCTEMA H ChCOHHHTETHATA
TBKAH, CHHOBHAJIHA KHCTA

Hapyuienus na 6n0penure u
MUKOYHHTE THTHUIA

Yectu

Br6pesino yepexnane*

Hegecry

OcTpa 650peuna HEROCTATBHHOCT, XpoHUuuHa G60peuna
HEAOCTaTHYHOCT, HHGEKIHA HA MHKOUHHTE NBTHDIA®,
NPH3HAH H CHMITOMH, CBBP3aHH C IIHKOYHUTE
aeTHIAY, XeMaTypus*, 3anppikade Ha ypHHa,
MHEKLMOHHH HapyLeHua*, IPOTEHHYPHA, a30TEMHUA,
OIMIYPHA*, OTAKHYPHA

Peaku

JpasHeHe HA MTHKOYHUA MEXYD

Hapymienus Ha
BB3NPOH3BOAHTEITHATS
CHCTEMA ¥ FBpAATA

Heuectnt

BaruyanHa XeMOparus, reHMTanda oonka*, epekruina
JHCHYHKIHAS

Penxu

Hapymedue Ha TecTucHTe*, NPOCTATHT, HAPYIIEHHS HA
TLpAWTE NP XKEHH, YYBCTBHTEIIHOCT Ha eNMIRIANMA,
eNHA¥AMMIT, 60/1Ka B Ta3a, A3BM MO BYJIBATA

Bponenn, damunmm u
FEHETHYHH HapyIieHUs

Penxwu

Annazni, TaCTROHHTEeCTHHATHH Mambopuamm, HXTHO3a

O6mu Hapymenus u edexTi
Ha MACTOTO Ha NPHAOKEHUE

Muoro
ueeTH

Inpexcus™®, yMopa, acTeHHs

Yectu

Enewm (Bxn. nepudepen), BTprcane, Gonka*,
Hepasnonoxenne™

Heuectu

O61no promapane Ha GU3MUECKOTO 3Apare*, OTOK HA
JAAUETO®, peakunA HA MACTOTO HA NMpHIONKeHHE®,
HApYIMEHUs Ha TUrasyuata®, rprama 6onka, HapyleHus
Ha MIOXOAKATa, YCELIaHe 3a CTYyI, eKCTpaBasarma™,
YCTOXKHEHHA, CEBP3aHM C KATeTEpa®, MPOMEHIHEA
xakna, (UcKoMQopT B 061aCTTa HA FPBAHNA KOII,
yCelllaHe 32 MPOMAHA Ha TEMIIEPaTYpPaTa Ha TAIOTOY,
Gonka Ha MACTOTO HA HEJKeKTHpaHe*

Penxu

CMBPT (BKJL.BHE3AMNHA), MYITHOPTaHHA HEHOCTATHHHOCT,
XEMOpParus Ha MACTOTG Ha HIDKEKTHpaHe™, XepHHA (BKI,
XHaTyc) *, TpyAHO 3apacTBaHe Ha paHu*, B'bwwg_e_,:_\_
¢$nebyT Ha MACTOTO Ha HHDKeKTHpaHe*, /’Y;\’\‘Lw‘ﬂ o
YYBCTBUTENHOCT, 7384, PasApasHHTENHO B
HekapAHonioruyHa boska B obnacrra H%
bonka B 0bnacTTa Ha KATETHPA, yeemwae

2y
)/’:ﬂ‘

Hacinensanas

Yecrn

HaMansgeaHe Ha TErioTo
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Heuecrn | XumepSunupyOunemun®, OTIIOHEHHS B aHANM2A HA
Gesrrex*, IokavBaHe Ha TETNOTO, a0HOPMHY pesyiITaTH
OT KPBBHHM H3CHe BaHNT*, NOBHIBEHO HHBO Ha C-
PSAKTHBHHSA NPOTENH

Penxu ADGHOPMHH KPBBHH ra3oBe*, OTKIOHCHHA B
eNICKTpOKapaAHorpaMara (8. yawpked QT ubreppan)
*, aBHOPMHO MEXYHAPOSHO HOPMATM3KPAHO
CHOTHOLUEHHE™, IOHIDKeHo pH Ha cTOMaxa, HOBHINEHA
TPOMOOIMTHAE Arperatis, TOBMIIEHO HHBO HA TPONIOHHH
I, BHpycHA HOeHTHPUKAIMA H CEPONOTHA*, OTKITOHESHUS
B aHATIM3a HA YpHHA*

Hapauasauus, orpapsnma 1 | Heuecrw | Ilagare, koutysus

YCIOMKHEHUA, BL3HHKHATH B

pe3yNTaT HA HHTEPBCHIAA Penxu Tpaschyanonna peakiud, gpakrypu®, ckosaHoer,
JHUIEBO YBPEKAaHe, CTABHO YBpeKIane®, usrapanus®,
paskbeBane, 60NKa NPH MEXUIMHCKH MTPOLICAYPH,
HapaHgBaHe oT obanuBaHe™®

Xupyprudecku H Pepxn AxTHRMpane Ha MaKkpodarnre

MEAHIMHCKH HHTePBeHIHY
NOS = pecnensdHUMpPaRO 0O APYT HATUH

* I'pymHpange va HoBeYe OT €UH NpeAnouuTan Tepmun no MedDRA
# Mo K BY HEWETAH, H MO _OT TIOK

Manmennoxnemvuen aumgpom (MCL)

MpodwreT Ha GesonacrocT ha Goprezomut npu 240 naumentu ¢ MCL, nexysanu ¢ 1,3 mg/m?
GopresoMub B koMOHHAIMS ¢ pUTYKCHMAO, nuknodochamun, a0xcopyOuims 1 npenuuson (BzR -
CAP) B cpasuenue ¢ 242 naunenTy, JekyBasy ¢ putykcuMal, uukaodochamun, 10xcopyGHIHE,
BUHKPHCTHH H nipeaHn3od [R-CHOP] e cpasuurento monobeH ¢ To3u, HabnioAasas Npy NAUKEHTH ¢
MYATHIUICH MEEIOM ¢ OCHOBHH DA3IHKH, ONHCaHH no-ony. Jpyrd Habmonasany HeXxXenanu
NCKEPCTBEHH PEAKIEH, CREP3aHH ¢ HINon3BaHeTo Ha komOuHupanara Tepanus (BzR -CAP) ca
Hndeximsa ¢ xenatut B (<1%) u ucxemus Ha Mrokapaa (1,3%). CxoaHata 9ecToTa Ha TE3H CLOMTH B
NBETE TCPANCBTHYHH PAMEHR, MTOKA3BAT, Ve TE3H HEXKeauH JISKapCTBEHH PEaKLMH He MOTAET Ja ce
ABypKar camo Ha 6opresoMut. 3nauntennuTe pazmuias npu MCL nauvenTckaTa nonynanus B
CPABHEHHE C MALKEHTHTE B TPOYYBAHMA 38 MYJITRILVICH MHEJIOM ca B >5% no-BHCOKATA Y€CTOTa Ha
X€MATOIOTHYHH HEXENaHH JICKaPCTBEHH PEAKIHK {HEYTPONeHNA, TPOMOOIMTONCHHS, JIEBKOTICHHA,
aHeMma, TuMponenns), nepudepHa CeH3OPHA HEBPONIATHA, XHIIEPTORHA, THPEKCHSA, THEBMOHHA,
CTOMATHT M HApYILIEHHA HAa KOCaTa.

Hexenanure nexapcTreHM peakuH, OnpeeaeHH KaTO TaknBa ¢ yecTora > 1%, nonobua wi no-
BHCOKAZ YecToTa ipr pamoTo BzR -CAP M ¢ nioHe BE3MOMKHA HIH BEPOATHA NTPHUMHHO-ClIEICTBCHA
BPEH3KA ¢ KoMNoHeHTHTe Ha pamoTo BzR-CAP, ca u36poeudn 8 Tabnuua 8 no-nony. Coiuio taka ca
BIUTIOUEHH HEXENAHHTE JICKAPCTROHH peakiM, yCTaHOBEBM npy rpynata Ha BzR-CAP, kowro cniopen
NPEUEHKATA Ha H3C/ICIOBATE/IMTE HMAT Haii-Masko BBIMOKHA WM BEPOATHA IIPHIHHHO-CIICACTBEHA
BpL3Ka ¢ 60pTre30MUb BL3 OCHORA HA JAHHH OT AHAMHEZH OT NPOY4BAHKS 33 MYJITHIINICH MHE/IOM,

Hexenanwre peakiin ca u30poeHH no-nouTy MO CHCTEMO-OPraHHH KIIACOBE H 110 4eCToTa. YecToTHTE
Ce ONPEAENAT KaTo: MHOro qecty (>1/10); weern (=21/100 ao <1/10); newectsi (>1/1 000 oo <1/100);
peaks (1/10 000 zo < 1/1 000); msoro peaxu (<1/10 000), ¢ HersBecTHA HeCTOTA (OT HATHYHITE
JaHHK He Moxe 1A Obnie HanpaseHa ouleHka). [1pH BCAKO rpynupaHe no 4eCcToTa, HEXENBHHTE
NEeKapCTBeHH PeakiMH €4 NPEACTABCHH B HH3XOAMIM Pel 1O OTHOMEHHE HA TAXHATA CEPHOIHOCT,
Tabnnua 8 e cr3aaneHa upes MNON3BaHETO Ha Bepeus 16 na MedDRA.

Tabauya 8 Heowcenanu peaxyuu npu nayuenmu ¢ MaHMenHOKIemvYer TuMPpom,
CAP 8 xaunuuHo usnumseane

CHeremHO

oprafggn Kiacose | Yecrora Hexenanu peaknusn
Muoro vectn | [THeBMOHugI*
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Vnbpexuny ¢ Yeetn Cenicne (BKIL. CeITTHYeH LIOK)*, xepriec 3o0cTep (BKIL
AHbecTaLEI AUCCMHHHPaH H 0YeH), XepnecHa vldexima*, Oakrepianta
nHpexuEs ¥, MAEKIMA HA FOPHHTE/IOHHTE TRXATETHH
meTHINA”Y, reOIdHa HEeXna®, Xeprec cHMILIeKe *
Heuectn Hadeximua ¢ xenatnt B*, GpOHXOIHEBMOHNAS
Hapymenus na Ynoroyeetw | Tpomboumronenus*, dpeGpunua HeyTponeHusn, HEYTPOIEHES™,
KpBETa U IMMGHaTA) neBKolieHuA*, anemusg*, mambonenns®
cHCTEMR  Hewectn arpronenys*
Hapymienns Ha Yectn CBpbXUyBCTBHTENHOCT™
HMYHHATa cHcTeMa | HedecTH ARaQHNaKTH4HA peaxims
Hapyiuenus Ha Mauoro vect | TloHwkaBaHe Ha aneTHTa
meTabonuama u Yecru XHnoxaaeMHs™®, OTKSOHEHHA B KpLBHATA 3axap *,
XPaHEHETO XHIIOHaTpueMus *, 3axapeH AuabeT*, 3abpiKaHe HA TEYHOCTH
Heuectn CunapoM Ha TYMOpPEH pa3najn
Tenxyann Yectn HapyineHns u pascrpoiicrea Ha cbas *
HAPYIUSHHS
Hapyutenns Ha Muorowectn | IlepudepHa ceHzopHa HeBPOMATHA, ArCeCTE3uA™, HEBpanTrug*
HEpBHATA CHCTEMA 7 - ¥
€CTH Hesponarnn®, MoTopHa HespomnaTus™, sary0a Ha co3nanue (BKI
CHHKOM), eHuedaronaTha®, nepudepla ceH3oMOTOpHE
HEBpOnaTHA, 3aMagHOCT*, Iucrey3na®, HeRponaTHs Ha
BEreTATHBHATA HEPBHA CUCTEMa
Heuectn cOanaHc Ha BereTAaTHBHATA HEPBHA CHCTEMA
Hapymenus na YecTH 3pHTeNHH HAPYIHCHHA™®
OuHTE
| _.
Hapywenua na Yectu Hucaykysnc (BKIL. THHHTYC)* _
YXOTO ¥ NabupHnTa; HeuecTu Bepruro®, yspexnane Ha ciiyxa (CHIHO HAMANABaHe, B
TRyXoTa)
Cepaeuun Yectn Crpreynr QUOpHIaUK (BRI IPERCHPAHK), apHTMII™®,
HApYLUIEHHS CHpJIEYHA HENOCTATHYHOCT (BKA. JIABO M ISCHO KaMepHa)*,
MHOKapiHa HCXeMUd, KamepHa aucynxms *
Heuectn Crplaeuno-CbI0BH HAPYIIEHHS (BKJL. KAPRMOISHEH IOK)
CsnoBH HapyuleHns | Yectn Xuneprorua*, xunoToHHs*, OPTOCTATHYHA XMIOTOHWUA
rPec:rmpa’ropma, Yect JAucnnes*, xammana®*, Xpinage
TPBARK B Hewecrn OcTsp pecniApaTopen MHCTpec CHHApOM, Genonpobua emGomus,
MCAMaCTHRATHH nHeBMouHS, Genoapobra xumepTorun, Genoapoben oTok (BK.
HapyIeHHs 0cTE)
Cromaimnmso-apernn | Muoro yectn | CHMITTOM# Ha rafeHe # DoBphinane®, Tuapusa®, croMaTuT*,
HapylieHHs 3aneK
Yectn CroMalHO-Upe¢BHA XeMOpAards {BKA. THraBHYHA)*, [I0MYBAHE Ha
KopeMa, JHcTencys, opodapanreanya Gonka*, racrpur,
yiuepalmy Ha yeraTa*, KopeMmes Auckomgopt, aucdarus,
CTOMALIHO-UPEBHO Bh3naneHue*, kopeMHa Gonka (BKL.
cToMAILHO-dpeBHa U GoNka B cnezkaTa)*, HapyuleHud Ha
ycTHara KyxuHa *
Heuectil Koanr (Biu1. clostridium difficile)*
Xenarobunmuapun | Yectn XenaToTOKCHYHOCT (BKI. MepHOApoOHO HapyleHHE ]
HAPYIIEHUA Heuectn YepHoapobHa HeA0CTATBYHOCT
Hapymenus na MHoro wectd | Hapymenns na xocara*
KOXAaTa o Yectn Crpbexc*, nepmarur*, oSpus®
NIOKOKHATA THKAH
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Hapymenus Ha Yectn Myckymsn cnasMp®, MycKyTHO-CKeneTHa Gonka *, Gonka B

MYCKYJIHO~ KpaliHMuyTe

CKejieTHaTa

CHCTEME H

CHEIMHUTENIHATA

THKAH

Hapywienns Ha Yectu Hndeximn Ha MUKOUBWTe DTpTHIAY

6npenyre 1

TIMKOYHHTE ITHTHILA

Ob6utn Hapymenus |Ynorowectn | Ilupekcua®, ymopa, acTeHHA

¥ ediekTH Ha Yectn Enem (8. neprdrepet), BTpHcaHe, peakuHs Ha MACTOTO Ha

MACTOTO Ba NpUIOKeHNe™, HepasNoNoKeHHe*

DpWIOKEeHNe

Hacnegpaums Yectn XunepbrwmpyOuneMua*, OTKIOHECHKA Ha OerTbKa oT
HOPMAIHHTe CTORHOCTH ™, HaMangBaHe Ha TETNC, NOKAYBAHE Ha
TErno

*  T'pynupade 100 NOBEYE OT ¢Auy NpeAnoauTad Tepmu o MedDRA.

Onucague Ha W36paHK HeXeNaHW PeAKLMH
Peaxmusuparie Ha xepnec socmep eupyc

My/ITHILIER MHEIOM

AHTHBHpYCHa NPodKNaKTHKA € NpWwiIaraHa npH 26% or nausentre B pamoto Bz+M+P. Yecrorara
Ha Xeprec 30CTeP CPeA NAalMCHTHTE B TepanesTHyHaTta rpyna Bz +M+P e 6una 17% cpen
NaUHEeHTHTE, HA KOWTO He ¢ Ouina npuiaraHa aHTHBHPYCHA NPogUIaKTiKa B cpasHenue ¢ 3% cpen
NANMEHTHTE, Ha KOMTO ¢ GHNa NpMTaraHa aHTHBHPYCHa NPOhHIAKTHKA.

ManrerHokneTsueH muMpom

ANTHRHpPYCHa npodIakTHKa € npuirtoxera npu 137 or 240 nauwent (57%) B pamoro BzZR-CAP.
HecroTata Ha xepniec 30cTep cpen naupeHTHTe B pamoro BzR-CAP e 6una 10,7% npH natpeHTs,
KOMTO He ¢a NpHeMaiy aHTUBHApPYCHA NpoduiakTHKa B cpasHenHe ¢ 3,6% npy NanueHTH, npreMany
aHTHBHpYCHa TpognakTyka (ex.1ouxa 4.4).

Peaxmusupane u unghexyua ¢ supycen xenamum B (HBV)

ManTenHokNeTE e H JHMBOM

HBYV madexuma ¢ daranen uzxon ce Habmopaea mpu 0,8% (n=2) ot nauueHTHTE B rpynara Ha
neuenHe Oe3 GoprezoMul (putykermal, unrnodocdamma, ROKCOPYOHME, BUHKPUCTHH M NPeAHW3O0H;
R-CHOP) u 0,4% (=) or naunenTure, noxydasaiy 6oprezoMul B KOMOHHAUMA C pHTYKCHMAG,
mxodocthamun, noxcopyduimH n npenruzoH (BzR-CAP). O6wara vecrora Ha HHpEKIMH ©
xenatut B e nopobua npy natmenTire, nexysank ¢ BzR-CAP wm ¢ R-CHOP (cvorserso 0,8%
cripaMo 1,2%).

ITepugpepra Hesponamiss npy KOMOURMPARY CXEMU HA AeYenue

MynTHiie MREJIOM

Ipy manuTradka, B kouTO GopTe3oMub ce NpUTara KaTo HHAYKUHOHHO Je4eHHe B KoMOnHALMS C
nexcaMerasoH (npoyusare IFM-2005-01) a1 nekcamerason-tanuaoMus (npoyusase MMY-3010),
4eCTOTaTa Ha NEepH(pepHa HEBPONATHA NPH KOMOVHHMPAHU PEXKHUMH € PeCTaBeHa B TabauLara no-

ONY:

Tabruya 9: Yecmoma Ha 8b3HUKEGHE KA NEPUPEPHA HEGPONAIMUR RO BPEME HA UNOYKHUOHHO
NeveHue, KIacCu@UyuUpana no MOKCUIHOCT U RPEYCMAN0BABARE KA NEYEHUEMO nopady nepuge
HEBPORAMUR

IFM-2005-01
VDDx BzDx TDx
=239) (N=239) (N=126)
Yecrota Ha [TH (%)
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Benuky crenenn wa ITH 3 15 12 45
> Crenen 2 ITH 1 10 2 31
2 Crenen 3 ITH <1 5 0 5
YpexparsBane Ha 1eYeHUETO <1 2 1 5
nopand [TH

VDDx ~BHHXPHCTHH, 20KcopyDuunH, Jekcameraion; BzDx=6opresomu, gexcamerason; TDx= TLIHZOMHA, AEKCAMETRIOH;
BzTDx= Gopresomu®, TanuaoMun, AckcamerasoH; ITH= nepudepna wesponaris

Benexcka: Ilepudepuara HepponaTha BRIKOUBA IPEANOYMTAHHTE TEPMHHHA' nepudepHa HepponaTny, nepudiepia MOTOpHa
HEBPOMATHA, NEPHPEPHR CeHIOPHA HOBPOIIATHA M NOJMHEBPONATHS,

MasgrenHokneTsueH JHMPOM

B npoyusane LYM-3002, npn xoeto 6opresoMud ce npunara ¢ purykcumal, upknodocdamun,
noxcopyGuimH u npenHniol (R-CAP), qectorara Ha neprdepHa HepponaTid B KOMOHHAPAHH CXEMH
€ npeAcTaBeda B TabaHuara no-aony:

Tabnuya 10:  Yecmoma na swvsnuxeane Ha nepugepra nesponamus 6 npoyueare LYM-3002
KAGCUDURUPARA RO MOKCUSHOCIN U NPEYCINAROBABANE HA NeYeHUemo nopadu nepudepna

Hesponamus
BzR-CAP R-CHOP
=240) (N=242)
Yecrora Ha Bp3nskBane Ha TTH (%)
Beuukv crenenn va [TH 30 29
> ITH crenen 2 18 9
> ITH crenen 3 8 4
IIpeycratoBapane Ha neyeHUETO 2 <1

nopaam [TH (%)
BzR-CAP=Bopresomul, puryrcnmal, mnodocdamua, soxcopybuusn n npeamson; R-CHOP= purykceuMab,
mrracdochamun, AoKCOPYOHLMH, BHMKPHCTHH | tpeannson; [TH=nepudepHa Henponatns
Beacaxa: [TepadepHa HeBponaTig BKTIOMBA NPEANOIHTAHIATE TEPMHNH: NEphdEPHA CeH30PHa HEBPONATHA, nepudepHa
HeBponaTHi, iepH(epta MOTOPHA HERPONATHN 1 NepUPCPHE CEHIOMOTOPHA HEBPONIATHS

Tlayuenmu ¢ cmapuecka svspacm ¢ MCL

42,9% n 10,4% ot naumenTHTe B paMoro BZR-CAP ca BbB BB3pACTORMS AMANA30H CHOTRETHO

65-74 roguuu 1 = 75 roauHk. BrIpexy Ye Npy NMAUKeHTH HA BB3PacT > 75 roguny, U JBeTe CXeMu Ha
nevenre BzR-CAP u R-CHOP ce noHacsT no-TexXKO, CEPHOIHHTE HEMXE/IaHH PEAKUMN B IPynaTa
BzR-CAP e 68%, B cpaBHeHue ¢ 42% B rpynara R-CHOP,

Zuauumu pazmemus ¢ npoguna na bezonacHocm mexcdy Gopmesomub RPUAGRaH NOOXONCHO U
UHMPABEHO3HO KANIO MOKOMEPANUR

Tpn daza HI npoyusane, nanseHTHTe NONYUaBaltd GOPTE3OMHO MOAKOKHO B CPABHEHHE C
HHTPABCHO3HOTO NPHIOKCHHE, €& MMATH 13% 110-HHCKa 4eCTOTa Ha CBLP3aHM C JIEYCHUETO HeXKenaHu
peakiyy CreneH 3 Wiv MoBeYe Ha TOKCHYHOCT, ¥ ¢ 5% NO-HHCKA YeCTOTa Ha NPeKpaTiBaHe NeYeHHeETo
¢ Gopresomud, Karto uano, YecTorara Ha JUapvs, TaCTPOMHTECTHHANHA H KOPEeMHa 50MKa, aCTeHHYHH
CHCTOAHYUA, HHPEKLIMM HAa FOPHUTE INXATETHY THTHIIA H NepHdepHy HeBponaTHy, e 6una ¢ 12%-15%
NO-HHCKA B IPYIaTa Ha TIOAKOKHO NPHIOKECHHE OTKOJIKOTO B CPYNATa HAa HHTPABEHO3HO TPUITOKSHHE.
OcheH ToBa 4eCTOTATa Ha neputepHN HEBPOTIATHY CTeneH 3 Mnu noBeve e 6una ¢ 10% no-Hucka, a
4ECTOTATa HA NPEKpPaTABAHE HA NeYEHHETO nopany nepuephn Hesponamiv e 6iwa ¢ 8% no-Hucka B
TPynaTa Ha NOAKOAKHO NMPHNOKEHHE B CPABHEHNE C IPYTIATA HAa MHTPABEHOZHO NPWIOIKEHHE,

HlecT npoLigHTa OT NANMEHTUTE €A HMATH HEXKeTaHH JOKATHH PEakuidl KbM NOAKOKHOTO
NpHNOKEHHeE, 0COOeHO 3auepBABane Ha KoxaTa. PeakiMuTe ca oTuIyMe TH CPENHO 3a 6 AHH, a
Moarduuupane Ha nosara ¢ Guno HeoOXonMMO NpH asama nauweHTd. Jsama (1%) ot nawye HTHIe-Ca.

e,

4

HMMANH TeXKH peakiH; | ciy4ali Ha copbex 1 1 cryyait Ha 3auepBapaye.

B TpyTiaTa Ha HHTPABCHO3HO MpPHIoKeHHe. YecToTaTa Ha CMBDPTHH CIydau OT ,,TIpOTpe: :l‘;H
saonapare” e 6buna 18% B rpynara Ba NONKOXKHO npuokenye ¥ 9% B rpynara sa H
IPHIOKEHHE,
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IToemopno nevenue Ha nayuenmu ¢ PeyuduSUPAT MyAMUNIEH MUENOM

Tlpu npoyuBane, B KoeTo ce Mpuiara NOBTOPHO nedenye ¢ GopresoMub mpu 130 nawmerT™! ¢
PEUBAMBEPAT MYITHIUIEH MHENOM, KOHTO Ca NOKA3ANK NOHE YaCTHYEH OTTOBOP KBM IPEIXOSHA
60opTe30MAG-CHABPAKALIA TEPANICBTHYHA CXEMA, HAH-YECTO CPEllAKHTE HeKeNan cLOUTHS oT
BCHAKAKBA CTeneH, Habmoaasany npy Hal-manxo 25% ot naumenTHTe, ca TpoMGoLmToneHHA (55%)
nesponatha (40%), anemus (37%), nuapus (35%) u sanex (28%). Ilepudepua nesponarns ot
BCAKAKBA CTENEH M NephdepHa ReBponaTia creried > 3 ca Habmonasany chOTBeTHO NpH 40% u 8,5%
OT NalMEHTHTE.

Crofiapane Ha HOMOINPAHK HEXKENTAHH PeaKUHK

CrobmasaHeTo Ha MOAO3HPAHY HENENAHH PEAKLIMH CJ1e] PA3PEINABaHE 38 YIOoTpeda Ha NeKAPCTREHMA
NPORYKT € BakHO. Tosa No3BoNIBA 08 NPOTBIDKA HAOMIONEHUETO HA CBOTHOLUEHHETO [TO132/PHCK 32
NeKapCTBEHUA HPOAYKT. OT METHIIMHCKUTE CIICHHATKHCTH Ce M3HCKBA Ja ChoOIIaBaT BesaKa
NOA03MPAKA HeXeNaHa peaxiyg 1pe3 HsmuiHTeIHa areHIMa No NeKapeTRaTa, yi. ,Jamsan Dpyep”
Ne 8, 1303 Codus, Ten.: 02 8903417, yeGeaiir: www,bda.bg.

49 IIpenosmpane

Ilpeao3npane ¢ nOBeYE OT Ba IETH NPETIOPLUHTENHATA 1034, CE CBBP3IBA € HOABATA HA OCTPA
CHMNTOMATHYHA XUNIOTOHMA | TpoMGoumTomerus ¢ daranen n3xo. OTHOCHO CHPACUHOCHIOBH
MPSOKTHHHYHA $apMaKoJOrHiHH NPoyYBaHus 3a e20NacHOCT, BUKTE TOUKa 5.3.

He e m3BecTeH cnelluuien aHTHIOT NPH MpeRo3ipane Ha Sopresomnd. B ciyuait Ha npenosupase
TpaOBa BHUMATETHO A8 C€ CACAAT KH3HEHHTE NOKAATEV Ha NALMEHTa | 1a ¢ OKA3BaT MOAXOAAIH
FPHKH 38 IONAbPKaHE Ha HOPMAJHO KPBBHO HANIATaHE (BIHBaHE Ha TEYHOCTH, [IPECOPHH H/HIH
HMHOTPONHH CPEACTEA) M Ha TEIECHaTa TeMieparypa (8x. Touki 4.2 u 4.4),

5. GAPMAKOJIOTHYHH CBOHCTBA
5.1 ®DapMaKoIARHAMHYAHA CBoHCTBA

(dapMakoTepaneRTHYHA rpyna: AHTHHEOIIACTHYHH CPENCTBE, APYTH AHTHHEOTLIACTHHHM CPECTBA,
ATC xon: LO1XGO1.

MexannyeM Ha geficTsne
Bopresomut e nporeazomen unxuburop. Toli e cr3zanes ¢ uen na nuxubupa noacOHaTa Ha

XHMOTPHIICHH aKTHBHOCT Ha 268 npoTeasoMaTa B KIieTKM Ha Go3alinuiu, 268 nporeasomaTa
OPeACTABNABA TOIAM TPOTEHHOB KOMIUIEKS, KOHTO pasrpakia yOHKBMTHHUpaHHTe npoTeuHH., [IvraT
YOHKBHTHH-MPOTEA30MA MIPaE ChUleCTBEHA PONA B PETYTUPAHETO Ha KPBTOBPATA HA CHELMpUIHI
MIPOTEHHH, KATO [0 TO3H HaYHH Ce NOANLPKA XoMmeocTazaTa B kietkure. Huxubupanero Ha 265
ApoTea’oMaTa NPENOTBPATARA Ta3| TAPreTHA MPOTEONH3a U 3aCATa roJIsM Bpoi CHrHanH3upaIly
KacKa/¥ B KIeTKWTe, KATO HAKpas BOAH AOC CMBPT HA PAKOBATA KIIETKA.

boprezomub e prcoKo cenekTUBREH 3a nporeaszomara. B kouuentpauns 10 uM Soprezomud ne
MHXUOHPA HUTO eJIHH OT PeAMLIA NPOYyUEHH PELENTTOPH 1 NPOTeasy, U e noseye ot 1 500 nuTH no-
CENIEKTUBEH 34 NIPOTea30Ma OTKOAKOTO HAKOH OT CJIENHATE NPEANOYUTAHM eH3uMu, KuHeTHKaTa Ha
NPOTea3’oMHOTO HHXHOUpAHE e NPOoyUBAHA in Vifro U € roKazauo, 4¢ 6opresomub ce oTaens or
nporeazoma ¢ ty;, 20 MUHYTH, K0eTO NOKa3sa, 4e MpoTeasoMHOTo HEXHOHpane ot Gopresomub e
obparumo.

MenunpasaTa ot GopTeaoMul NporeazoMHa MHXKOULMA 3aCATa PAKOBHTE KIETKH IO
BKJTIOYHTENHO, HO HE CaMO, 4pe3 YBPEKAAHE Ha PETYIATOPHHTE NPOTEHHH, KOHTO P
[POrpecrATa 110 eTanHTe Ha KISTHUHHA UK H AKTHBHPAHETO Ha HYKIICAPHHS Kt
kana- B (NF-kB). Haxubupanero Ha npoTeasoMarta BOAK A0 GIOKHPAHE HA KIIETHY
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anonto3a. Hyxseanuuar axrop NF-kB e dakrop Ha TpasCKpHTIINN, YHATO AKTHBALHA CE M3ACKBA 34
MHOT'O €TAaNH Ha TYMOPOIeHe3aTa, BRYIOMHTENHC KIeTEYHHA PACTEX B NPeKMBIRANE, AHTHOTCHE3ATa,
B3aHMOACHCTBHETO KIETKA/KICTKa H MeTacTasuTe. TIpu mMuenom GopresoMub 3acara cniocofHOCTTa Ha
MHETOMHUTE KACTKH A3 B3aHMOASHCTEAT ¢ MMKPOCDENATA Ha KOCTHYA MOYBK.

TTpoBenenu onyTH N0Ka3BAT, 9e GOPTE3OMHG € MHTOTOKCHUEH 34 PEANLA BUAOBE TYMOPHH KJIETKH U
4e TYMOPHHTE KJIETKH €A 110-4YBCTBHTEAHH KbM HPOAITTOIHH £)eKTH Ha NPOTEA3OMHATA UHXUOHLMS B
CPaBHEHHE ¢ HOPMATHUTE KIETKH. BopTe3oMHS BoAH 10 HAMaNgBaHE HA TYMOPHHS PAcTex i vivo B
MHOT'O MPEAKIHHHYHH TYMOPHH MOZEITH, BKTIOWATENHO MY/ITHILIEH MUEIOM.

AaHHnTe 0T in vitro, ex-vivo 1 IMUBOTHHCKH MOJENnH ¢ 60pTe3oMHl npeAnonarar, 4e Tol ysenuuasa
audepeHINanMsTa H AKTHBHOCTTA Ha ocTeoGnacTH e # HHXNOHpa QyHKUMSTA Ha OCTEOKIACTHTE,
Tean edekrn ca nabrroaaBany HPH TAUMEHTH C MYJTHITIEH MUETIOM, ¢ HANPEHAIA OCTEOMHTHYHA
Gosect H exyBain ¢ GoprezoMub.

Kiunnuna ebMKACHOCT DY HElIEKYBaH MYJITHIUIEH MUCAOM

TIpoBeaeHo € npocneKTHBHO, MEKIYHAPOAHO, PAHAOMH3HPaHO (1:1), OTBOPEHO KIMHHYHO H3NHTBAHE
daza 1 (MMY-3002 VISTA} nips 682 naunenry, 32 0a ce OLEHH JalM Tepanuara ¢ GopresoMu6
(1,3 mg/m? urokeKTHpaH UHTPaBeHOo3HO) B KoMOuHAUMA ¢ Mendanan (9 mg/m?) H npeAHH30H

(60 mg/m?) Bozu Ao nogobpsiBate Ha BpeMeTo N0 nporpecrs (BITI) 5 cpaBHeHHE © TEPANHATE C
mendanas (9 mg/m?) u npenruzon (60 mg/m?) Mpyu HaUHEHTH ¢ HENeKYBaH MyATHIUIEH MHEIOM.
Jleuennero e mpunaraHo 3a MAKCHMANHA MPOABDKATENHOCT OT 9 LMKBIA (IPpUEIN3UTENHO

54 ceiMHINA) H € MPEKECHATO PaHO NOPaAy NMPOTPECHpaHE Ha GONECTTa UK MOPAAK HEJOYCTHMO
HHBO Ha TOKCHYHOCT. CpeaHaTa P3pacT Ha IAUHEHTHTE YUACTRALIM B IPOYUBAHETO, € 71 roauHm,
50% ca mmoxe, 88% ca or Hanara paca , a cpenHaTa OUCHKA Ha KAYECTBOTO HA MMBOT HA NALUCHTUTE
no ckanara Ha Karnofsky e 80. [lauwenTure ca umamn IgG/IgA/nexopepipken MuenoM s

63 %/25 %/8 % ot cnyqauTe, Cpelina CTOAHOCT Ha xeMornobuna 105 g/1, 4 cpenen Gpoif na
TpomGonmrrte 221,5 x 10% 1. Cx0ofieH € M NPOLEHTHT HA NAIMEHTHTE C KPEATUHUHOB KITHPBHC

< 30 ml/min {3 % BBB BCSKa rpyna).

B nieprosa Ha NIpeIBAPHTENHO TIAHMPAHKHA MEXTHHEH AHATH3, THPBHYHATA KpaiHa TOYKa, BpEMETO
J0 TIPOrpecHs, € CIa3eHo, H Ha NALMEeHTHTE B rpynara Ha M+P e npeanoxeno neuenue ¢ Bz+M+P .
Menuanata Ha nepuofa Ha npocieaaBate e 16,3 Meceua. KpalinoTo akryanusupase 4a JaHHHTE 33
MPEKUBAEMOCT € H3BBLPILEHO C MeMaHa Ha Nepuoaa Ha npochenasane 60,1 meceua. Habmonasano e
CTATHCTHYECKH 3HAYMMO 1T0N00pEHHe Ha NpeKHBAEMOCTTA B MPYTIATA Ha Jiedenue ¢ Bz+M+P

(HR = 0,695; p = 0,00043) penpeky rocieABaliy TPy SKIHOUBALE PeXXUMH Ha (a3aTa Ha
Oopresomut. Mennanara Ha MpekUBASMOCT NPE rPYHATa Ha nedeHne ¢ Bz+M+P e 56,4 meceia B
cpaeHeHue ¢ 43,1 B rpynara Ha neucHue ¢ M+P. Pesyntatire 3a epUKaCHOCT Ca NPEACTABEHH B
Tabmmua 11.

Tabauya 11: Pesyamamu 3a euxacrocm cied OKOHYATRERHOMO OCHEPEMENRBANE HA DANHUME 3a
npexcusaemoct om npoyveane VISTA

Kpaiina Touka 3a epHkacnocT Bz+M+P M+P
n=344 n=338
Bpeme a0 nporpecus
Cx6prus n (%) 101 (29) 152 (45)
Meauana® (95% CI) 20,7 mo 15,0 mo
(17,6, 24,7) (14,1,17.9)
Koeduuunent Ha pucka® 0,54
(95% CI) (0,42, 0,70)
p-croifsoct® 0,000002  _———mm
IlpexusaeMoct Ges nporpecus:
Co6urus n (%) 135 (39)
Menuana® (95% CI) 18,3 mo
(16,6,21.,7)
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Kpaiina Touka 3a edaxacunoet Bz+M+P M+P
n=344 n=338

KoeguimeHt Ha pucka’® 0,61

{95% CD (0,49, 0.76)

p-CToHHOCT 0,00001

Ob6ma npexurgeMoc™

Cuouras (cMepT) n (%) 176 {(51.2) 211 {62.4)

Menuana® 56,4 mo 43,1 mo

{95% CI) (52,8, 60,9) (35,3, 48,3)

Koedmuuent ua prcka® 0,695

(95% CI) (0,567, 0,852)

p-cTolHoCT 0,00043

Cremen €a nosAAABAHE n=337 n=331

ponynaumsa® n=0668

CR'n (%) 102 (30) 12 (4)

PR n (%) 136 (40) 103 31y

nCR n (%) 5¢(1) 0

CR+PR n (%) 238 (71) 115 (35)

p-croiigoct® <1619

HamanaBane Ha cepymen M-npoTens n=336 n=331

nonynaumat n=667

>=00% n (%) 151 (45) 34 a4

Bpeme 10 nupBo nonausiane npu CR + PR

Menwasa 1.4 mo | 4.2 mo

Menuana' 53 NPOALIIK. HA HOBJIANBIHETO

CRf 24,0 mo 12.8 mo

CR+PR! 19,9 mo 13,1 mo

Bpeme o ciegpama Tepanus

CuOutns 6p (%) 224 (65,1) 260 (76,9)

Menpuana® 27,0 mo 19,2 mo

(95% CI) (24,7, 31,1) (17,0, 21,0)

KoeduimeHT Ha prcka® 0,557

(95% CY)) (0,462, 0,671)

Pp-cTOMHOCT® < 0,000001

a Hsuncnena no Merosa pa Xaplan-Mejer .

b  KoehuuuenTsT Ha prek ¢ H3umcicH Ha 5a3ara Ha NPONOPLHEOBATHO-PHCKOBUR Moaen Ha Cox alaITTHpaH 3a
crparndurausoHny dakropy: f2-MuAkpornofyTHy, anfyMuH ¢ palion. KoedMIMeNT Ha PHCKA MO-MANEK oT 1 nOkasBa
npeIyMCeTEO 33 VMP

¢ Homwmuanna p-croifHoct Ha §asara Ha CTpaTHKIPaN TOCAPHTMIYHO TpavcdopMupan pedkop Tect (log-rank test),
ananTHpaH 3a crparaduraouny paxrop: Br-muxpornofynnH, anbyMHH 1 paiton

d p-crofinoct Ha wecTotara ua orroBop (CRHPR) ot Xu-ksagpar (chi-square) Tecta na Cochran-Mantel-Haenszel ,
ANATITHPAH 34 CTPATHHHKAIMORHK (HaKTOPH

¢ Honryranusra ¢ oTroBOp BIUNOYEA NAUMSATHTE ¢ KIMEPUMO 3a6011BaHE B HAMANOTO HA MPOYYRAHETO

f CR=ITwmen otropop; PR=Yactrigen oTroeop. Kpurepuy va EBMT (Esponelicka rpyna 38 KPBBRHH ¥ KOCTHOMOZBYHM
TpaHCONAHTAUMH)

£ BcHuky paIoMU3MPanK DalMENTH Che 3a00NaBane Ha OTISTHTEIHATA CHOTEMA

¥ JaHHWTE 32 NPLKMBAEMOCT ¢a aKTYAIMIHPAHK ¢ MEAMAHS Ha NIEPHOIa Ha npocnennsaune 60.1 mecela

mo: Mecerr

Cl=popepurencH MHTEpPRA

Hlayuenmu, nodxo0aIyu 36 MPAHCRAGHMAYUA HA CIRBONOBH KAEMKU
ITposencny ca NB¢ PaHROMH3HPAHH, OTBOPeHH, MHOroueHTpodu ¢asa I nanursanus (IF
MMY-3610), 3a na aeMoBcTpupar 6€30NaCHOCTTA K epUKACHOCTTA Ha Gopre3oMub B
TpoiiHa KOMOHHALMA C IPYTY XMMHOTEPANCBTHYHY CPEACTRA KATO HHAYKIHOHHA Tep,
TPAHCTUIAHTALKA HA CTBOJIOBH KIETKH NPH NALUAEHTH C HEJIEKYBaH MYATHIUICH MHEl
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B npoyusase IFM-2005-01 Gopresomub B koMOutarus ¢ iexcaMmeraszos [BzDx, n=240] ¢ cpasueH ¢
BHHKPHCTHH-JOKCOPYOHUHR-AeKcameTasoH [VDDx, 0=242). [TanuenTsre B rpynara Ha BzDx ca
NpeMHHATH YeTHPH 21 -IHEBHH LMKENA, BCEKH OT KOHTO € CBCTOH oT Gopresomnb (1,3 mg/m?
NPUPOMEH HHTPABEHO3HO ABA ITHTH CEAMUYHO B fed 1, 4, 8, # 11), # nepopanen nexcaMeTason

(40 mg/day s juu 1 no4u 9 10 12, B usnn 1 1 2, v B w1 1o 4 B upkmu 3 u 4).

ABTONOKHE TPAHCIUIAHTALMA Ha CTBOJIOBH KIETKY € Hanpaeena Ha 198 (82 %) nawmenTy 1 208

(87 %) napesiTy B rpynuTe Ha nedeHue ¢ VDDx 1 BzDx ¢s0TBETHO, MO-roNsMaTa $acT OT
MALMEHTHTE Ca NPEeMHUHATH efHa TPaRCIUiaHTallMOHHa npoueaypa. emorpadexyre XapaKrepueTHKK
HA ALMEHTHTE H H3XORHHTE XapAKTEPHCTHKH Ba 3a6014BaHETO CA CXONHY B ABETe TEPANESBTHIHH
rpynd. MenuanaTta Ha BE3pacTTa Ha NaUHCHTHTE B MPOY4BaHeTo € 57 roguny, 55 % ca mbxe u 48 %
OT MALMEHTHTE Ca ¢ BACOKOPHCKOBH [IHTOTeHETHYHH Mapkepy. Memanara na NpONB/DKHTEHOCTTA
Ha iedyeHHeTo € 13 ceaMHu 3a rpynata Ha VDDX u 11 cenmuim 3a rpynara sa BzDx . Meauauara Ha
6pos Ha HMKAMTE, KOMTO ¢A IIOMYYKIH JBETE IPYIH, ¢ 4 muksna. [TspsrusaTa KpaliHa TOYKa 32
e(hMKaCHOCT Ha MPOYYBAHETO & NOCTHHAYKUHOHKATA uectoTa Ha otrosop (CR+nCR). Habmonasa ce
CTATHCTHYECKH 3HA9MMa pasinxa npi CR+nCR B nonsa Ka rpynara Ha leuenue ¢ Gopresomud B
KomMOUHAaIHA ¢ AeKcaMeTa30H. BTopuuHUTe KPailHi TOUKH 32 eMKACHOCT BKAIOYBAT CTENEH HA
nopnussane (CR+uCR, CR+nCR+VGPR+FPR), npexcBaemoct Ges nporpecus ¥ obma
npexxusaeMoct. OCHOBHHTE PE3yNTaTH 32 (PHKACHOCT ¢a NpeacTaBeHK B Tabania 12.

Tabruya 12:  Pezynmamu 3a epuxacrnocm om npoyueare IFM-2005-01

praﬁnn TOMKH BzDx YDDx OR; 95% CI; P
ToHwocT"

IFM-2005-01 IN=240 (ITT nonynauna) N=242 (ITT nomynaupus)

RR (creo undykyus)

*CR+uCR 14,6 (10,4, 19,7) 6,2 (3,5,10,0) 2,58 (1,37, 4,85); 0,003

CR+nCR+VGPR+PR 77,1 (71,2, 82,2) 60,7 (54,3, 66,9) 2,18 (1,46, 3,24); < 0,001

% (95% CI)

RR {cneo

mpancnranmayus)® 37,5 (31,4, 44,0) 23,1 (18,0,29,0) 1,98 (1,33, 2,95); 0,001

CR+nCR 79,6 (73,9, 84,5) 74.4 (68,4, 79,8) 1,34 (0,87, 2,05); 0,179

CR+nCRAVGPR+PR

P (95% CD)

Cl=nonepurencn nureppat; CR=nsaen orrosop; nCR=6:m30 10 meneu otrosop; ITT=c uamepenn 32 nevenpe; RR= crenen

Ha noenuabsane; Bz=bortezomib; BzDx= bortezomib, dexamethasone; VDDx=vincristine, doxorubicin, dexamethasone;

VGPR=MH0r0 0GP 9acTHUeH OTroRoD;, PR=qacrimed orrosop; OR=ca0THOIUCHHE Ha IAHCOBETE.

*  [Iepeudna kpalta rouka

a2 CroTHOIICHYE HA IIAHCOBETE 33 YE€CTOTA HA 0TTOBOPa Ha Galara Ha o6UIOTO CHOTHOMIEHHE HA INAHCORSTE, H3YHCACHD HO
Mantel-Haenszel 3a crparnpuumpann Tadasmg; p~crobinoctd no Tecra Ha Cochran Mantel-Haenszel .

b OrHacd ce 3a 4ecTOTA Ha OTTOBOP (CTEMCH Ha NOB/IHABANE) CICA BTOPA TPAHCIUIMHTAINAN NPY NALUMCHTH, TOXYIL BTOpa
TpasciianTammd (42/240 [18 % ] B rpynara na BzDx u 52/242 {21 %] s rpynara ua VDDx ).

benekka: ChOTROIICHHE HA RIAHCOBETE > | NOKAIBA TIPEHMMCTBO 32 HEAYKIMOHHATA TEPAIK, ChIbpkama Bz,

B npoyusane MMY-3010 uriaykinosnoTo neuense ¢ GopTeaoMul B KOMOUBAUMS ¢ TATMAOMET H
aexcaMerasol [BzTDx, n=130] ce cpapraBa ¢ TamuapoMui-nexcamerason [TDx, n=127], Iampentrre
B rpynara Ha BzTDx ca nonyuunu mect 4-ceAMHIHY {TMKBA2 Ha JIedeHHEe, BCEKH OT KOMTO CE ChCTOM
ot Goprezomub (1,3 mg/m? npunosken apa WuTH ceaMEyHO B Any 1, 4, 8, u 11, nocnenpan ot
17-gueBeH nepuoR Ha nouMBKa o JeH 12 no aew 28), nexcameraszon (40 mg NpHioKeH NEPOPATHO B
Aam 1 1o 4 1 pem 8 no 11), 1 TaminoMun (NPUAGKEH Mepopaddo B Ao3a ot 50 mg nuesHo B qun 1-14,
yeenuueHa Ha 100 mg 8 nuy 15-28 u cneg ToBa Ha 200 mg AHEBHO).

ENHa aBTONOMKHE TPAHCILIAHTALHA HA CTBOJIOBY KIETKH € Hanpasena Ha 105 (81 %) nauuents 4

78 (61 %) naumenTy B rpynure Ha BzZTDx u TDx , crotReTHO. JeMOrpadckHTe XapaKTepieTHKY Ha
NAaUBCHTHTE H W3XOJHKTE XapaKTepUCTHKU Ha 3200/1BaHeTO Ca CXONHH B rPYNVITE Ha Nieved

24,0 ceamuup, a MeananaTa Ha 6pos Ha npeMHHaTme WHMKIH Ba JedeHHe € 6,0, kato T
BCHYKH TepaneBTHUHH rpynH. [IepBUuLKTe KPaHHK TOUKY 38 €QHKACHOCT B IPOYYBaH
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Ha HOBNMHABaHE CeA MHIyKuMA U cael TpaHcnnanTaums (CR+-nCR). CratHeTHyeckd 3Ha¥uma
paanuka npd CR+nCR e HaGmonapana B rionsa Ha rpynara Ha Sopre3oMul B KoMOGHHALMA ¢
AEKCaMEeTa30H W TATHAOMHA. BTopudnHTe KpaliHi TOUKH 33 eMKacHOCT BKIIKOYBAT NPEKHBISMOCT
Be3 nporpecHs ¥ oblna npexuBAEMOcT. OCHOBHHTE PesyIITaTH 33 €HKACHOCT Ca NPeICTaBEHH B
TaGnuua 13.

Tabauya 13: Pezynmamu 3a echuxacrocm om npoyusane MMY-3010

lﬁpaﬁnn TOUKR BzTDx TDx OR; 95% CI; P
: croilinocT*

MMY-3010 N=130 (ITT N=127 (ITT

TOOVIAIAS ) OONVIANH}
*RR (caeo undyxyun)
CR-+nCR 49,2 (40,4, 58,1) 17,3(11,2,25,0) 1,63 (2,61, 8,22); < 0,0011
CR+nCR+PR % (95% C1) 84,6 (77,2, 90,3) 61,4 (52,4,69,9) 13,46 (1,90, 6,27); < 0,001}
*RR (cneo
IMPARCRAGHIMAYUA) 55,4 (46,4, 64,1) 34,6 (26,4, 43,6) 2,34 (1,42, 3,87); 0,001®
CR+nCR 77,7 (69,6, 84,5) 56,7 (47,6, 65,5) 12,66 (1,55, 4,57); < 0,0011

R+aCR+PR % (95% CI)

Cl=aosepurened uurepsan; CR=mwacH orrosop; nCR=6:m30 1o meaen otrosop; ITT=c HaMepeHHe 3a nevenne; RR=
crelicd Ha noBauarane; Bz=bortezomib; BzTDx= bortezomib, thalidomide, dexamethasone; TDx=thalidomide,
dexamethasone; PR=yacTuuen orrosop; OR=CHLOTHOMEHYE Ha IIAHCOBETE

[Tuperyua kpaitHa Todxa

CROTHOMWIEHHE Ha MAHCOBETE 33 CTCUEH KA NOBTHABANE BE3 OCHOBA HA 0OILIOTO CEOTHOIIEHAE Ha WAHCOBETE, H3THC/ICHO
no Mantel-Haenszel 3a cTpaTnduimpann Tabnanp; p-croltwocts no teera ha Cochran Mantel-Haenszel .

Benexxa: OR > 1 nokazpa NPEREMCTRO 33 HHAYKLMOHHATA TEPANHA ChILpXKAmA Bz

Knuynyna eduxacHocT npy peiMauBupan WM pedpakrepeH MyJITUILIEH MHEAOM

BesonacrocTTa M eukacHocTra Ha Sopre3oMud (MHKEKTHPAH HHTPABEHO3HO) €8 OUCHEHHM B

2 npoy4BaHuA NPH NPENOPEUMTENHA 1033 1,3 mg/m”: dasa Il paHAOMU3HPAHO, CPABHUTEIHO
npoyusade (APEX), criipsMo aekcaMetasoH (Dex) nipu 669 natpieHTH ¢ peHaMBHPAT WIH
pedipakTepeH MyITHILICH MHEJIOM, KOHTO ¢a NOJTyYyaBajiH Npeayd Tosa 1-3 UMM Ha Tepanus, u dasa
11 ensopaMenHo npoyusane ¢ 202 NAUMEHTH ¢ PEMAMBHPAT KNH pedpakTepeH MyITHIIEH MHEIOM
KOMTO Ca MONTYSHIH NPeIy TOBa MOHS 2 TEPaneBTHYHH JIHHHM ¥ NIPH KOUTO 3a00NsBaHeTo e
nPOrpecHpanc NpH NOCIEAHATA HM Tepamms.

a

B npoy4saneto ¢asa 111, negenreto ¢ 60pTe3oMHb e NOBENO A0 3HAYHMO YAR/DKABAHE HA BPEMETO A0
MpOrpecHs, 3HAYNMO YIBIDKABAHE Ha MPSXKHBACMOCTTA H 3HAYHMO NO-BHCOKA CTENEH HA TIOBNHABAHE
B CPABHEHHE C JICHEHHETO ¢ AekcameTa3on (Bx. Tabnmma 14) npH BCHYKH TIAIMEHTH, KAKTO M PH
HalHEHTHTe, oYUM | NpesHIIHA TEPANICBTHYHA TMHHA. B pesynTaT Ha NpeasapuTenHo
TUTAHUPAHHA MEKIHHEH aHANH3, ICHEHHETO ¢ ASKCAMETA30H € G0 NPeKBCHATO M0 MPEnopLKa Ha
KOMHTETA 32 MOHMUTOPHHT HA NAHHHTE ¥ Ha BCHUKY MALMEHTH, PAMAOMM3HPAHH HA ASKCAMETA30H, €
npeanoxer GoprezoMut He3aBUCHMO OT cTaTyca Ha 3abonasanero. Ilopagv TOBA PAHHO NPEMHUHABAKE
Ha 6opTe3oMHD, cperHaTa NPOTBILKMTENIHOCT HA NPOCICAABAHE 32 NPEKHUBASMOCT HA NMALHECHTHTE €
8,3 Meceua. Kakto nipu nalpmeHTHTE, KOUTO ¢a O1IH pedpakTepHH H2 TIOCTIEIHATA CH TEPANMs, TAKA U
NPH Te3H, KOUTO HE ¢a O pedpakTepHy, 001ATa NPEXKHBASMOCT € OKNA 3HAYHTENHO MMO-IbLATA H
CTEMeHTa Ha NOBIHABaHE e Oiia 3HAUMTENHO [0-BHMCOKA B IpynaTa Ha Gopre3oMHb.

Or 669 BruitoyeHH B TPOY4BaHETO NauneHTy, 2435 (37 %) ca Grau Ha BB3pacT 65 TOAHAM KWK NOBEYE.
[MapameTpute Ha 0TroBopa, kakro # TTP ocrapar 3HauMTenHO 10-100pH 33 OPTE3OMUG HE3ABHCHMO

OT Bb3pacTra. BLNpekH H3XORHUTE HUBA HA [2-MEKPOrIOGyTMH, BCHYKH APAMETPH H& eQHKACHOCTTA
(BpeMe 710 NPoOrpechs K 1 o0LIa NPEKUBAEMOCT, KAKTO H CTENEH Ha NOBNNSBaNeE) ca Sy 3H
nopobpery B rpynarTa Ha nevyeHue ¢ Sopresomud.
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[PEeXMBAEMOCT, OMAKBAHA 32 MORODHA NONYNALMA OT KORCY/ITHPAIIHTE KTHHHIHH H3CNeZ0BaTeNH.
Ypes MynTHBApMALIMOHEH &HATHS NOMYYSHATA CTENEH HA NORTHABAHE € HE3aBHCUMA OT THIA HA
MHENOMa, 3APaBOCIOBHMA CTATYC, CTATYCA HA AeNelMd Ha XpoMo3oma 13 wid 6pos uiH THoa Ha
npeadinEuTe Tepanuy. [lanmenrure, KouTo ca NOMyHIIH 2 N0 3 NpeAIHY TEPaNCBTHYHH PeXUMA,
HMaT CTeTieH Ha nornuaBare 32 % (10/32), a naumeHTHTE, KOHTO CA MONYYHIH HOBEYE OT

7 npeHMIIHH TEPANCETHYHM PeXKHMa HMAT CTeNeH Ha nosnHaBare 31 % (21/67).

Tabruya 14: Obobwenue na usxooa om 3aboasearnemo npu npoyveanus thaza I (APEX)u gpaza 11
Daza 111 Daza 11 Dazalil | Daa]l |
Beuaxa 1 npeaamnaa > 1 npexnumna =2
HanEeHTH TEPANEeBTHIHA TepaneBTEYHA npeANmHE
JIHHHES JHRAA JHHAH
Cunbaras, cappsanc | Bz | Dex Bz Dex Bz Dex Bz
BPEMETO n=333*p=336% n=132* =119* | p=200* | n=217" n=202*
TTP, nau 189 1 106" 212¢ 1694 148° g7° 210
[95% CT] [148, } [86, 1[188,267]|[105, 191]){129, 192]|[84, 107}| [154, 281]
2117 ( 128])
IIpexupgemoct 1
roanHa, % 80! | 664 89¢ 72¢ 73 62
[95% Ci] [74,85] [59,72]{ [82,95] | [62,83] { [64,82) 1 [53,71] 60
Haii-n306Lp oTTOBOD Bz Dex Bz Dex Bz Dex Bz
(%) n=315°|n=312% n=128 | n=110 | n=187 =202 n=193
CR 2006°12(<1)] 8(6) 2(2) 12 (6) 0(©) @y**
CR+nCR 41 13 52 16(13) | 4@ | 25(13) | 1(<1D) (10)**
CR+nCR+PR 121 56 | 57(45)% | 29 (26)? | 64 (34)° | 27 (13 27y
(38 | (18
CR+nCR+ PR+MR
146 | 108 | 66(52) | 45(41) | 80(43) | 63(31) (35)y**
(46) | (35)
Meanana ¥a
BpogbIKATeAHOCTTa | 242 | 169 | 246 (8,1)]189(6,2)| 238 (7,8) | 126 (4,1) 385
JHA (Meceny) 8,0y | (5,6)
Bpeme no otrosop
CR+PR (nun) 43 43 44 46 41 27 38*

d

*

ITpy npoyusane ¢asa Il nauHenTHTE, KOHTO HE €2 NONYYITH ONTUMAIEH OTTOBOP OT CAMOCTO
Aedenne ¢ GopTe3oMud, ca MMaNH BE3MOMKHOCT 4 TIONYYAT BHCOKH JO3H JEKCAMETA30H C
BoprezoMub. ITpOTOKOABT NO3BONABA MALHEHTHTE A2 MIONYYABAT ACKCAMETA30H, aKO ca
MaJBK OT OITTHMANeH OTroBop Ha SoprezomMub camoctoatenHo. O0mo Ha 74 OHCHHMH Lﬁl
TIpHIaraH JeKCaMeTasoH B koMOuHatpiz ¢ Gopresomud. OceMHaleceT NPOLUEHTA OT naunmm‘fe
nocTHraT Wi umat nogodpen ortroop [MR (11 %) wnu PR (7 %)] ¢ xomGunupadoro neqex;me

Nonynauus ITT - ¢ HaMepeHNe 3a NEYCHAe
p~cToifHocT oT cTparaduiEpan log-rank TeCT; aHATHIBT N0 TEPANCETHUHI THHKHA UIKNIIBA CTPATHOWKALNA 33
HcTopHiTA Ha Nicuekne; p < 0.0001
TIONYNAMA HA OTTOBOD, BRIIOYBAILA NAUMEHTH, KOHTO HMAT WIMEPHMO 3a00/128aHE HA HIXONHO HHBO ¥ Ca TIONYIIIH
rore 1 2032 OT H3MMTBAHWA EKAPCTBEH TIPOAVKT.
p-croituoct ot recra Cochran-Mantel-Haenszel Xu-kpanpat (chi-square) TecT, azanmmupat 3a orparauKalioHHI
HakToPH; AHATHILT 10 TEPANEBTUIHA THHUH RIKINHOYBA CTPATHGEKALH 32 HCTOPHS HA JIEMEHNCTO
CR+PR+MR **CR=CR, (IF-); nCR=CR (IF+)
NA=ge ¢ nipunoxaMo, NE=He £ olieHdBaso
TTP-gpeme o nporpecus
Cl=norepurenen MHTEpBAN
Bz=0opresomul; Dex=pexcamerason

CR=mnacu grropop; nCR=01130 10 ITe0eH OTTOBOP
PR=xacTiqen otroBop; MR=musuManeH 0TroBop
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Knunuvuna eghuxacrocm npu nooKoxcHo npuroxcenue na 6opmesoMubd npu nayuenmu c
Peyudusupan/pedpaxmepen Mynmunien Muenom

Eamo otxpuTo, paHnoMuskpano, dasa I npoyusane cpapussa eduxacKocTTa 1 6e30MacHoCTTa Ha
[ORKOKHOTO NPHIOAKEHHe Ha OopTe30MHb CHpAMO HHTPaBEeHO3HOTO NpunokeHne. ToBa npoy4pae
BKAlouBa 222 ralMeHTH ¢ peLmanBrpat/pedpakTepeH My ITHIUIEH MUEIOM, PAKTOMU3HPAHHE B
choTHOmeRue 2:1 1a nosyuasat 1,3 mg/m? Gopre3oMub NoaKOKHO HIH MHTPABEHOSHO B 8 [AKEIA HE
neuenue. Ha naumeHTiTe, KOMTO He ca HOCTHTHATK OITTHMANEH OTTOBOD (IIO-MAIKO OT IBJIEH OTTOBOP
[CR]) kuM Tepamysra ¢ HopresoMub caMOCTOATENHO ciea 4 MUKLAA, © GHNO NO3BONEHO Aa MOAYYaBaT
nexcamera3on 20 mg JHERHO B JiEHA Ha NPHWIOKeHHe Ha Gopre3oMub H cneg Hero. TlanmenTu ¢
nepudepHa HepponaTnd creneH > 2 Ha Wi ¢ Bpoit Ha TpomGormTure < 50 000/ ki ca w3kmoUBAHMN.
O6mo 218 manueHTH ca NOANONKEHN Ha OLIEHKA 3@ OTTOROD.

Tora npoyurane oTroBapsA Ha OCHOBHATA CH LIEN 34 CHIIOCTABUMOCT 110 OTHOMIEHHE Ha CTEMeHTa Ha
nopaussade (CR+PR) cren 4 uuxbna na 6opre3oMut npHIOKEH CAMOCTOATENHO TIOAKONKHO WIH
HHTPaBEeHO3HO, 42 % B ageTe rpynn. OcBeH TORA, BTOPHYHHTE KPaiH TOUKH 33 eHKXaCHOCT,
CBBP3aHH ¢ OTrOBOPA H BPEMETO 10 CBOHTHETO NOKA3BAT CXONHH PE3YNITATH NP MOIKOXHO H
HETPABEHO3HO TIpHIoKeHue {Tabnuua 13).

Tabruya 15:  Obobuyenue na ananuzume 3a eQUKACHOCTT, KOUNIO CPABHABAI ROOKONCKOMO U
URIHDAGEHOIHO RPpURONCERUE Ha Gopmezomub

I'pyua na narpaseHozHo I'pyna sa noaxoxmo
OpHICKEHHE HA NpHAIOKEeHNE HA
Goprezomud gopre3zomMHd
IHony anng ¢ oleHAM OTIOBOD n=73 n=145
Crenen ya noBARgBAHE NpPH 4
BuKBAa b (%)
ORR (CR+PR) 31 (42) 61 (42)
p-value® 0,00201
CR n (%) 6 (8) 9(6)
PR n {%) 25 (34) 52 (36)
nCR n (%) 4() 9 (6)
Crened ua nopJinsBafe ApH 8
HEKBIa 1 {%)
ORR (CR+PR) 38 (52) 76 (52)
p-cTofinOCT 0,0001
CR n (%) 9(12) 15 (10)
PR n (%) 29 (40) 61 (42)
nCR n (%) 7 (10) 14 (10)
Honynanus ¢ namepenne 3a n=74 n=148
aeyenne’
TTP, meceun 9,4 10,4
(95% CI) (7,6, 10,6) (8,5 11,7
Koeduunent na pucka (95% CI)° 0,839 (0,564, 1,249)
p-cToitHoct? 0,38657
IIpexusBsaemoct Ges nporpecnn, 8,0 10,2
Meceny
(95%CD) (6,7,9,8) (8,1, 10,8)
Koedunument ua pucka (95% CI) 0,824 (0,574, 1,183)
p-cronoct? 0,295
1-roguna obma NPeXXBRAEMOCT 76,7 72,6
(%)
95% CH (64,1, 85.4) (63,1

@ p-cToHHOCTTa € 3@ XMIOTE3ATa 34 CHITOCTABHMOCT, ¢ MPYNATA Ha NOJXOXHO NPAIOKEHHE 3ana38a
CTEMNEHTa Ha OTTOBOD B IPYNATA HA UHTPABEHOZHO TIPHIOKCHHE,

b 222 nauvesTH ca JANHCAKH B POYIBAHETO; 221 NAauKEHTH ca NeKYBauK ¢ BopresoMut

¢ KoeHuseHTsT Ha PHCK 2 M3YHCIBa N0 Mofiena Ha Cox , afianTHpaH 3a cTparnduKalmontu dasi
(MeXIYHAPOANA CUCTEMA 34 OTIPESIETIAHE KA CTaRA) H Bpoli Ba IPCARITHA TEPANCBTHYHM JIMHIM. ', ‘&) i
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d  Log rank rect aganTupan 3a crparhdukarmondy dakTopd: ISS 3a onpenensne Ha cragng ¥ Gpoi HA BpeIAIHA
TepANeBTHIHH TMHWN,
¢ Cpeaua npobLKHTEIHOCT Ha npocacAsBaneTo: 11,8 mecena

Kombunuparo rexenue bopmezomMub ¢ nezunupan nunosomen 0oxcopybuyun (npoyueane DOXIL-
MMY-3001)

®aza [ paaaOMU3MPAHO, NAPAIETHO, OTBOPEHO, MHOTOLEHTPOBO MPOYYBAHE ¢ MPOBSACHO MPH

646 nanpenTy 32 cpapHenye Ha Ge30macHoCTTa M edHKAacHOCTTA Ha GopresoMub WToc nerwmupan
NYNO30MEH J0KCOPYOHIIMH, B CpaBHeHHe ¢ HOpTe30MHG XaTO MOHOTEPANIHS NPH NALHEHTH C
MYATHILICH MHEJIOM, KOHTO Ca IIONYWUIH Half-Manko 1 nipe/ecTsama Tepalis 4 He ca PorpeCHpaTn
NOKaTo ca NoTy4aBany aHTpalMIUIHH —Oasupana Tepanud. [IbpBHuHAaTA kpalisa TO4Ka 33 ePHKACHOCT
e TTP, a BropuaHuTe KpaiHHu Touxs 33 eduxacHocT ca OS u ORR (CR+PR), Ha Gazara Ha
kpuTepwuTe Ha EBponelickara rpyna 3a KPEBHM H KOCTHOMO3b4HH TpaHcmiantamuH (EBMT).
Mesxusen asanu3, onpeaeiex no nporoxon (Ha 6aza 249 TTP ciyvas) npenussHKsa
PeHKACBPEMEHHOTO NPHINIOYBAHE HA NPOYYBAHETO MO OTHOLIEHHE HA euKacHOCTTa. To3m
MeXIMHeH aHanua noxkassa TTP HamamsRaHe Ha pHCKa ¢ 45 % (95 % CI; 29-57 %, p < 0,0001) npu
NaUHEeHTH, JeKyBaHH ¢ KoMOMHHpaHa Tepamus GOPTe30MHO M NIETHINpPaH NHIO30MEH XOKCOPYOHLHH.
Cpennoto TTP e 6,5 Mecenia NpH MaLMEHTHTE, TeKyBaHH ¢ GopresoMub MOHOTEpanHs, B CpABHEHHUE ¢
9,3 Mecela NPH MatiHeRTY Ha KOMOHHMpana Tepanyy 6opTe30MH0 TWTOC NETHIHPAH THMO30MEH
AoxcopybMiyH. Tean pe3ynTaTH, Makap B HEITBJIHH, (IPEACTABIABAT OKOHHATETHHS AHATIH3
JedHHUpan 1Mo NPOTOKOL.

Kpaitauar ananys Ha OS, npoBeneH 3a MeAKaHa Ha TIPOCTIENABAKE OT 8,6 TOAHHH, He OKa3Ba 3HAUHMA
paznuka 8 OS Mexny IOeere paMena Ha nedetue. Meauanata Ha OS e 30,8 meceua (95% CI; 25,2—
36,5 mecena) 3a natneHTH Ha MoroTepanys ¢ Oopresomul u 33,0 Mecena (95% CI; 28,9-37,1 meceua)
323 NAIWEHTHTE Ha KOMOHHHpana Tepanus ¢ GopreloMul ILTIOC METHTHPAH THIO30MEH JOKCOPYOHIIUH,

Kombunupana mepanus bopmezomubi ¢ dexcamemason

B OTCECTEHETO Ha NMPAKO CpaBHEeHHE MEKAY Gopresomud B 6opresoMub B KoMOHHALINA C
OEeKCRMETA30H NIPH NallMEHTH ¢ NIPOTPECHBEH MYJITHIIIEH MHETIOM, € TIPOBEACH CTATHCTHYECKH aHATH3
N ABOHKH C Lie]l Aa CE CPABHAT Pe3yNTATHTE OT paMoro Ge3 pannommsanns Ha Gopresomut B
xoMOKHaLUHA ¢ aekcameTasoH (asa I oteopeso npoyusane MMY-2045), cipamo pesysrarure,
NOTYYEHH OT paMeHaTa ¢ MoHotTepamus Gopre3oMu® NpH pasnudEd paHROMH3HPAHH NPOYYBAHUA
daza I (M34101-039 {APEX] u DOXIL MMY-3001) npu ¢hiiara MHARKALMA,

AHanH3IbT 10 ABOJKYK € CTATHCTHHMECKH METOZ, TIPH KolTo MAUMCHTHTE B rpynata Ha ieueHue (Hanp.
GopreaoMub B KOMOHHALMA ¢ JEKCAMETA30H) ¥ HAUMCHTHTE B KOHTPOJIHATA Ipyna (Hamp.
6oprezoMn6) ca cpaBHEME N0 OTHOLICHHE HA BNNseINH GaKTOpH 4pe3 NoAGop Ha HOAXOAAUL ABOHKH
YYACTHHIIA B Ipoy4BaHeto. TORa cBeXkAA N0 MUHUMYM edekTHTE OT HabMoAABAHHTE HECHOTBETCTBHS
TIPH OUCHKA Ha ePEKTHTE OT JIEHEHHETO, HANOUABANKY HePAHAOMH3UPAHU JAHIH.

Cro asanecer M cefieM NBOHKH OT NONOGHH NAUKEHTH Ca HACHTHDUUMPAHH. AHANAIBT NOKA3A
nogobpera ORR (CR+PR) (cpoTHoIenHe Ha pHcka 3,769; 95% CI 2,045-6,947; p < 0,001), PFS
(xoepuupent Ha pucka 0,511; 95% C10,309-0,845; p=0,008), TTP (koeduuuenT Ha prcka 0,385;
95% CI10,212-0,698; p=0,001) 3a Soprezomul B koMOHHAUMA C AEKCAMETA30H cnpAMo GopTesomul
K4TO MOHOTEpamnHA.

Hma orpanmdera HHPOpMalIHA OTHOCHO NOBTOPHO JieYeHMe ¢ GOpTe3oMUl NPH NALMEHTH ©
PELMIMBUPAN MYITHIUIEH MUEIOM.

Qa3za Il npoyyrane MMY-2036 (RETRIEVE), ¢ exsio pamo, OTKPHTO, € POBELEHO 32 OLIEHKA HA
euxacHocTTa H $e3011aCHOCTTA Ha OBTOPHOTO Neuekne ¢ GoprezoMub. CTo H TpHAECET NALMEHTH
(= 18 romuAu) ¢ MyNTHILICH MHEJTOM, KOHTO ¢4 NOCTHTHAIA NPENH TTOHEe YaCTHYEH OTTOROP CHbM
6oprezoMub-chABPKALL PEXHUM, ¢ JIEKYBAHH ITOBTOPHO Npy nporpecus. Hali-manko 6 Meceda ciies
NIpeAXORHATA TEpanyi, NedcHHeTo ¢ GopresoMub 3amodsa ¢ NocieaRATa HOHOCHMA 11038 oT 1,3 mg/m?
(0= 93) wmn < 1,0 mg/m? (n = 37) 1 ce npanara B oum 1, 4, 8 u 11 Ha Beexn 3 cenmunm

e o R il

TTPOAB/DKEHHE Ha MakCHMYM 8 IHKBJIa KaTO CAMOCTOATENHO CPENCTBO HTH B KOMGH 2 Mo, % \\

AEKCAMETA30H B CHOTRETCTBHE CBC CTAHRAPTa Ha teyeHHe. JlekcaMeTasoH e NpuigiXeR § n( Thu{tﬁ:.}\
TE b o N

¢ 6opresomul npu 83 nanmenty 8 LMK 1 ¢ nonmsaEMTeNHO 11 NanHeHTH, 1o exeaM@Iaw = \

s
g
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crenex Ha nopaussane (CR + PR) xuM noeropro nevenne npu 130 naupenry e 38,5 % (95 % CL:

30,1, 47,4).

SOHUKACHOCT HEJg!

OHKBA HA NEYCHUE.

MAHTEHOKIETRYEH JI
Mpoyusane LYM-3002 e ¢aza Ill, pangomusHpaHo, 0TBOpeHO npqunane cpaBHABAMO epHKacHOCTTa
u 6¢30macrocTTa Ha KoMOuHamsTa o1 SoprezoMul, patykcumad, uakiodocdamuz, foxkcopySuIHH #
npeaunion (BzR-CAP; n=243) ¢ Tean Ha puryxcumal, unknodocdamus, noxcopyObHigH,
BHHKPHCTUH H npearu3on (R-CHOP; n=244) npu prapacTHH naupeHTH ¢ Henekysad MCL (craauii I,
I ynu 1V). Tlanmenture B TepaneBTuno pamo ¢ BzZR-CAP ca nonyyasanu Gopq'eaounﬁ (1,3 mg/m?®
Ha jnien 1, 4, 8, 11, auu Ge3 npruoxenue or 12 10 21), purykeumab 375 mg/m? IV Ha nen 1;
uuxnodocdamun 750 mg/m? IV ua nen 1; nokcopyGuumn 50 mg/m? IV ua aen | 1 npenamson

100 mg/m? nepopanHo ot xex 1 [0 AeH 5 o Bpeme Ha 2]-AHEBHNS LMK Ha eueHHe ¢ Gopresomus.
Ha nanenTn ¢ 01T0ROP JOKYMEHTHPAH 32 TLPBH ITET HA UMKBI 6 ¢a JaneHH ABa NOMBIHHTEIRN

CL,

ThepBuutiaTa kpaitHa ToUKa 32 eQHKACHOCT e nNpexuBieMocT G6e3 nporpecks Ha 6a3ara Ha OLEHKA OT
KomucnaTa 3a nesasacum npernes (Independent Review Commitiee, IRC). Bropuauire xpaiiny
TOUKH BKJIOYBAT BPEMETO JI0 Hporpecus (time to progression, TTP), BpeMeTo [0 cleABAIO JeYeHHE
cpenry nuMdom (time to next anti~lymphoma treatment, TNT), npoasokureanoct ua nepuoa 6e3
neyenne (duration of treatment free interval, TFI), o6ma crenes na nopnugeane (overall response
rate, ORR) n muien orrosop (complete response, CR/CRu), o6mara npexxussiemoct {(overall survival,
OS) ¥ NMPOXBIDKHTENHOCT HA OTTOBOP.

JemorpadckitTe n M3XOTHATE XapaKTEPUCTHKN Ha Gonectra ofukHoBeHO ca nobpe GanancupaHy
MEXIY HBETE rPYNH HA JICYCHHE: CPEAHATA BE3PACT Ha NanMeHTHTe ¢ 56 ronum, 74% ca Moxke, 66%
ca or Ganara paca v 32% ca aznati, 69% OT NALMEHTHTE CA HMAITH [OJOKHTENCH KOCTHOMOSBUEH
aCUMpAT W/WIH MONOKHTEIHA KOCTHOMO3BYHa Oroncud 32 MCL, 54% or mauMeHTHTe ca HMATH
Mexnynaponen IIpornoctryen Mnnexc (International Prognostic Index, IPI) ¢ peaysnrar > 3, a 76%
ca mManu 3abonssane & cragnii [V. [poasmiutennoctra Ha sevensiero (cpenno=17 ceaAMHUHM) 0
DPOXB/DKATEIHOCTTa Ha npocaeaspate (cpenno=40 Mecena) ca CPaBHUMH B ABETE TePaNesTHIHH
pamena. Cpeaso 6 DMKEBNA ¢a IPOBEICHH HA NALHEHTHTE H B ABCTE pAMEH2 Ha JIeyeHHe, xato 14% ot
TIALMEHTHTE B rpyiiara #a BZR-CAP 1 17% or naunperTnTe B rpynara na R-CHOP ca nonywnnu 2
AOIBJHMTEINY IHKhiIa. [lo-roniaMaTa 4acT OT NalMeHTyTe B JBETE MPYITH €& 3aBBPUIIH JISUEHHETO,
80% » rpynara na BZR-CAP u 82% 8 rpynara ha R-CHOP. Pezynrature 3a edukacsocT ca

npeacragen B Tabnuua 16:

Tabruya 16. Pezyamamu 3a edpuxacnocm e npoyyeane LYM-3002

Kpaiina Touka 32 ebpukacuocy  BzR-CAP R-CHOP
n: ITT nanwenty 243 244
Hpexnpaemoct Ges nporpecas (IRC)*
Cu6urns n (%) 133 (54,7%) 165 (67,6%) | HR® (95% CI)=0,63 (0,50; 0,79)
Cpemuo®(95% CI) (months) | 24,7 (19,8; 14,4 (12; 16,9) | p-crofisioct? < 0,001
3..8)
Crenen Ha 0TroBop
1! OUEHHUMM MANUEHTH No 229 228
OTTOROP
Obwy nvaen omzoeop 122 (53,3%) 95 (41,7%) OR* (95% CI)=1,688 (1,148;
(CR+CRuj)f n(%) 2.481)
p-cToiHoCT®=0,007 === |
Obwy omzosop 211 (92,1%) 204 (89,5%) | OR°(95% CI)=1,4 !
(CR+CRu+PR)* n(%) 2,722)
p-cTolidocT®=0,

a Br3 ocnoBa Ha onenkata oT Komucusara 3a Hesasucum nperted (IRC) (caMo paATHOROTHYHE J2HHH),
& Ouenkara Ha XocfruyenTa Ha pHcKa Ce OCHOBABA HA MOZAES Ha Cox, crpaTHduunpana no TPI puck u
\ :

sabonananero. Koedrupert Ha prck < 1 cou apeauMcieo 3a BzR-CAP,
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B B33 ocHona pa onenkn o Kaplan-Meier 3a cTeneHTa Ha NPeXABIEMOCT IPH NPOIYKTA

r Be3 ocnona na Log rank tecr, erpatAduippan ¢ IP1 pHek 1 cTagnit Ha 3a0019BaHETO.

A Hisnonsear ce crparkduupparm ranuim na Mantel-Haenszel 32 onenxa Ha 0601010 choTHOWERNE Ha Preka, © IP] prck u
cradis Ha 3abonRBateTo, KaTo CTPATHPUKAUMOHHM PakropH, CLoTHOMEHNE Ha pHcK (OR)>1 coum npeAHMCTRO 38 BzR-
CAP.

¢ Bumogsa sk CR + CRu, cnopen IRC, xocTen Moask n LDH.

* P-cTOHHOCT OT Xu-KBaapar Tecra Ha Cochran Mantel-Haenszel, ¢ IP1 u cTafud na 3a50n4Baneto, Karo CTpaTsdHKANHORHA
daxropu.

3 Bxmousa Bewaxn pamsonornuny CR+CRu+PR cniopen IRC, He3aBuCHMO TaMH € ROTEBPACHO OT KOCTEH MO3LKk 1 LDH,

CR=ITsnten otropop; CRu=IIsnen orropop, Henorespaes; PR=Uactuden otrosop; Cl= JIoBepuTeen HHTEphAT

HR=Koedmmenr Ha pucx; OR= CroTHomesse va wancesere; ITT= I'pyna Ha BUTOYBAHE HA TEPANHA

Menuanara na npexusaemMoct Ges nporpecus no npeUeHKa Ha uicaenosarens e 30,7 Mecena B
rpynara Ha BZR-CAP # 16,1 mecena B rpynara Ha R-CHOP (koeduupent na puck [HR] = 0,51; p <
0,001). CrarncTiyecku 35auuMo nopoGpenue (p < 0,001) B moma Ha rpynara Ha nevesue ¢ BzR-CAP
B cpaBrenue ¢ rpynara Ha R-CHOP e na6ionasano B npoaspxenne va TTP (cpemno 30,5 cnpamo
16,1 mecena), TNT (cpenso 44,5 cipamo 24,8 mecena) u TFI (cpenno 40,6 crpamo 20,5 mecena ).
Cpeanarta NPONLDKMTENHOCT HA ITLJICH OTroBop € 42,1 Mecena B rpynata Ha BzZR-CAP s cpakuenue ¢
18 mecena s rpynara sa R-CHOP. Ilpoas/DKHTEIHOCTTa HA NBAHKA OTroBOp € 21,4 Mecena To-sra
B rpynata Ha BzR-CAP (cpenxo 36,5 Meceua copamo 15,1 mMecena B rpynara va R-CHOP).
Oxongatenuuar ananmys Ha OS e HaNpaBeH cliel NEPHOX Ha POCACAABARE C MEAHAHA OT 82 Mecena.
Meauanara na OS e 90,7 Meceuia 3a rpynata Ha VeR-CAP 5 cpaBuenue ¢ 55,7 Mecena 3a rpynara Ha
R-CHOP (HR=0,66; p=0,001). Habnjonaranara kpaifsa Menuana Ha pasnukara 8 OS Mexay 2-te
TPyNH Ha nedeHye e 35 Mecena

INauneHTy, JEKYRaHH IPENY TOBE 33 AMWIOW/I03A HA NEKHTE BEPUTH
Enuo oTeopeno, nepanaomusnparo dasa I/l npoyrsane e nposeaeHo 3a onpeaensye Ha

6e3omacHOCTTa H edprkacHocTT2 Ha GopTe3oMUb NpY TALMEHTH NEKyBaHH IPEM TOBA 34 AMUTOHA038
Ha JlexuTe Bepury. He ca vabmonaeanu HosH npoGnemu BhB Bpb3ka ¢ §e30MacHOCTTa 1O BpeMe Ha
TIPOYYBAHETO, NO-CrieLHanto 6opresoMud He 060CTpA YBpeKRaHNSTA Ha TapreTHUTE Opradu (Chpue,
616peun 1 vyepen apo6). ITpx uscnesoBaTencky ananys 3a eUKACHOCT Ce cHLOOIIABA 3a 67,3 % crenen
Ha nopnyAeate (BKMouMTento 28,6 % IeNeH OTFOBOP) H3MEPEH 110 XEMATONOTHYEH OTIOBOD
(M-nporteun) npu 49 oueHeHH MalBeHTH, JJEKYBaHH ¢ MAKCHMATHO JONYCTHMATE 1034 ot 1,6 mg/m?
ceIMHTHO & 1,3 mg/m? nBa mbTH ceMMUHO. 3a KOXOPTHYTE HA Te3d 103y, KoMOHHMpaKaTa | -roaHIHAa
npeskuBaeMocT € 88,1 %.

Heanatpyina nonynays
Egponeiickara areHuHs no nexkapersara 0CBOSOKAABE OT 3ab/DKEHHETO 33 IPENOCTABAHE Ha

pesysTatdTe OT Hpoy4YBaHHATa ¢ Gopre3oMHb BLB BCUUKY NOATPYIH Ha [EAKATPHHHATA NOMyAALMA C
MYNTHIJIEH MHEJIOM M TIPH MAHTSTHOKIETEYEH THMGBOM (BXK. Touka 4.2 3a uudopMaHs OTHOCHO
ynorpeba B NeJHATPUATA).

Tpoyusane dasa II, c eqHo pamo, 3a aXTURHOCT, 6E30NACHOCT # HaPMAKOKHHETHKE, IPOBEJEHO OT
Children’s Oncology Group, orieHARa akTHEHOCTTa ipk AoBassHe Ha 60pTesoMub KM
PEMHIYKUHOHHA MOIHXMMUOTEPANNA NP NEFHATPUHMHE K MAAIY BL3PACTHY MaUMEHTH ¢ TUMGBOHAHI
3noxavecTeeHU 3a60sBanMA (NpexypcopHa B-kneTrdHa octpa mrMdobaacTha Nepkemus [acute
lymphoblastic leukemia, ALL] ¢ T-xaersuna ALL ¥ T-knersuen numpobaacted mumbom
{lymphoblastic lymphoma, LL}). EdekTusHa cxema Ha PeHBAYKUHOHHA MIOTHXUMHOTEDAITHA CE
npunara B 3 broka. BoprezoMu6 ce npunara caMo apu Biox 1 1 2, 32 13 ce m3berHar noTeHiHaiHn
MPUTIOKPHBALK CE TOKCHYHOCTH ¢ €JHOBPEMEHHO NIPUIIOKEHHTE leKapeTea ot brok 3.

[enuuat otrosop (CR) e ouenen b kpas Ha Briok 1. Ilpu B-ALL nanieHTs ¢ peliaME B paMKUTE HA
18 mecetia ot AHargocTHuHpanero (n = 27) npoueHtsT Ha CR e 67% (95% CL: 46, 84); 4-meceunara
ﬂpe)KI-lBJlEMDCT 6ez crOuTHe € 44% (95% CI: 26, 62). Ilpu B-ALL nausnent ¢ peuumm B
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npeskuBaeMocT Ges cubuTHE € 67% (95% CI: 42, 83). OTyeTeHHTe JAHHH 38 e(DHKACHOCT Ce CUMTAT 32
HeybeauTenny (Bx. Touka 4.2).

140 naupentd ¢ ALL vinu LL ca 8xnodYesH ¥ oueHeny 3a 6€30NacHOCT; CpeIHaTa BR3PAcT €

10 romunm (o1 1 o 26). He ca HabmonapaHi HOBH CHIHAJTH IIO OTHOLIeHHMe Ha Ge3onacHocTTa MpH
nobapaHero Ha Gopre20MHO KBM OCHOBHATA CTAHNAPTHA XMMHOTEPAIMA NIPH NeAHATPUYHA
npexypcopra B-kiersuna ALL. Crennure Rexenann nexapcTeeHH peakumu (CreneH > 3) ce
Habm0HaBaT © II0-BHCOKA YECTOTA NPY TEPATICBTHUHA CXEMa, BKIIo4Baiia 60pTe3oMub, B cpasHeHHE ¢
PETPOCTIGKTHBHO KOHTPOIHO Npoy4dBaHe, MPH KOETO OCHOBHATA CXeMa C¢ NPHIIATa CAMOCTOSTENHO: B
Briok 1: neprgepha censopHa HeeponaTis (3% cnpamo 0%); ureye (2,1% cnpaMo 0%); xunokcHs 69
(8% cripaMo 2%). Hama ardopMaiiis 3a BE3MOXKHY NOCHESACTBHS KAY 33 TEMIIOBETE HA PA3BUTHE HA
nepnd)epHa HEBPOTIATHA B TOBa NpoyuBaHe. HabmonaBaHa e [o-BHCOKE 4ECTOTA Ha HH(EKLIMH Che
Crenen > 3 neytponenus (24% capamo 19% npu bnok 1 1 22% cupsmo 11% npu Bnok 2), nosumiena
ALT (17% copamo 8% nipu bnok 2), xunoxamnemns ( 18% cnpamo 6% apu Baok 1 u 21% cnpamo
12% mpu baok 2) # xunonatpaemud (12% cnpamo 5% npu bnok 1 1 4% cnpamo O npu Bnok 2).

5.2 @apmaxoKHHCTHYINH CBolHCTB2

Abcopbuns

Crien MHTpareBO3HO GOYC MpHIoKeHHe Ha A03H oT 1,0 mg/m? u 1,3 mg/m’® na 11 naumwenty c
MYJITHIZIEH MHEIOM H CTOHHOCTH Ha KPEaTHHHHORKA KIHPEHC 1O-BHCOKH oT 50 mi/min, cpeanure
MaKCHMATHH ILIA3IMEHH KOHLISHTPaLWH CiIel [ThpBaTa 4034 Gopre3omMub ca croteeTHO 57 1 112 ng/ml.
[Ipu nocnenpamy Do3H, HAGNIOAABAHATE CPEIHNA MAKCHMAIIHY TUTA3MEHH KOHIIEHTPAUME BAPHPAT OT
67 no 106 ng/ml 3a noza or 1,0 mg/m? 4 ot 89 ao 120 ng/ml 32 J03a or 1,3 mg/m? .

Criesl npRIOKEHHE Ha HHTPABEHO3HA BOMyC WK DOAKOKHA HEAEKUHA ¢ 203a 1,3 mg/m? na nauuenTH
¢ MY/ITHIUIEH MHeNIoM (n=14 B rpynaTa Ha HHTPaBEeHO3HO NpHIOKEHUE, =17 B rpymaTa Ha NOAKOKHO
NpUIOKeHKe), o0IaTa CHCTEMHA eKCIIO3HUHA cnea MHOrokparHo nosupane (AUCs) € enHaKBa Npu
NOJKOAKHO 1 UHTPABCHO3HO NpHNoKeHue. Crax CNER NOOKOKHO npHiokeHHe (20,4 ng/ml) e no-uucko
OTKONKOTO clieA HHTpaBeHo3HO (223 ng/ml). I'eomerpuutoTo cpeano croTHOweRHe Ha AUC), € 0,99,
a 90 % nosepurennpre nHTepBany ca 80,18 %-122,80 %.

Pasnpensnenne

Cpennmat oSeM Ha pasnpeaeneune (Vq) Ha bopresomut sapnupa ot 1,659 1 no 3,294 1 cnen
€XHOKPATHO WIH MHONOKPaTHO HHTPABEHOIHO Npunoxenne Ha 1o3a 1,0 mg/m? nau 1,3 mg/m® npu
MalHeHTH ¢ MYJTTHILIEH MucioM. ToBa o3Ha4aBa, ye SoprezoMub ce pasnipenens WHPOKO KEM
nepydepHrTe ThkaHu. I1pu xoHueHTpaumsa Ha 6opresomud B guanaszoxa ot 0,01 go 1,0 pg/ml,
CBBP3BAHETO if Vitro ¢ Miia3MenruTe npoTenny € cpeano 82,9 % 3a gosemka nnasma. Opaknusra Ha
Boprezomub, cepp3ana ¢ IIA3MEHHTE MPOTEHHH, HE € 3ABUCHMA OT KOHUECHTPALHATA.

Buotpanchopmauus

IMpoyuapauus in vitro ¢ yoseukH Mukpozomu M yosekn cAHK-excnpecupann uutoxpom P450
H30E€H3MMH 10Ka3BaT, ye GoprezoMud ce MetaGonH3upa riaBHO OKCHIGTHBHO upe3 UNTOXpoM P450
eH3HMH, 3A4, 2C19, n 1A2. OcrHosangT meTabonuTes et € AedopoHu3anud ¥ hopMupaHe Ha JBa
AeOOpoHM3NpaHH MeTaboTa, KOUTO BHOCTEACTBHE C& MOAAMKEHH HA XHAPOKCHTHPAHE 0 HAKOIKO
metabonura. Jeboponnsupanute merabonutu Ha GopresoMul ca HeakKTHEHM KaTo 26S npoTealoMHH
HHXUOUTOPH.

Ennmunnpane
CpenHuaT enHMHHALMOHEH NOJIYXKUBOT (132) Ha GoprezoMub ciell MHOTOKpATHO JO3HpaHe gapupa oT
40-193 gaca. BopresoMub ce ennMHHKpa 110-6BP30 Cel MbPBATA 4032 B CPABHEHHE ChC CreBANIMTE
zosu. Cpeanndr ToraneH Teneced KHpeHE e 102 u 112 [/uac cnep npunarase na rsps
1034 cboTeTHO 1,0 mg/m? 1 1,3 mg/m?, u sapupa ot 15 zo 32 Vuac 1 18 no 32 Vuag
TOCeABAIIO NPWIAraHe HA 103K ChoTEETHO 1,0 mg/m? u 1,3 mg/m?.
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Cnenpanty nonynaniy

Yepruodpobno yspexcoane

EdexrrT Ha 4epHOAPOOHOTO YBpeKAaHe BEPXY $apMAKOKWHETHKATA HA GOPTE30MHE & OLEHEN B
npoyusase asa I no BpeMe Ha TLPBH LMKEA HA JICYEHHe, KaTO ¢a BKMOYeHH 61 manpenTs, rIaBHo
CBC COJNMIHE TYMOPH U paanmun cTeneHH Ha uepHonpoSHO yRpekaaHe, IPH o3k Ha bopresomub oT
0,5 no 1,3 mg/m*.

B cpaBHeH¥e ¢ naHEHTHTE ¢ HOPMaaHa YepHOAPoOHa QYHKUMA, NEKOTO YePHOXPOGHO YBpeKIaHe He
npoMeHs no3o-nopmanizupatara AUC Ha 6opresomuG. Brnpexu ToBa cpeaHnTe CTolHOCTH Ha 1030~
HopMmanusupadata AUC ca ce nopumnnm ¢ okono 60 % Npy NaLKeHTH ¢ YMEPeHO K TEXKO
9epHOAPOOHO yBpeixkaaHe. [To-HuUcka HaualIHA [034 Ce PENoPBHHBa IIPH NALIHEHTH ¢ YMEPEeHO KIN
TEIKO HepHoapobHo yBpexkiane, M Te3W NAlHeHTH TpAOBa BHMMaTeNnHo Aa Obaat Habmonasany (BXK.
Touka 4.2 TaGmuua 6).

Bvbpeuno yapesicdane

IposeaeHo e (hapMakOKNHETHYHO NPOyIBaHe NPH NAIMEHTH ¢ pasiuyHa cTeneH Ha 6x6peuro
YBpPEKAHEe, KOUTO ce KNACHHITHPAT CIOPea CTOHHOCTHTE Ha KpeaTHHUHOBHA KupbHe (CrCL) B
cienuuTe rpymu; HopMando {CrCL > 60 mU/min/1,73 m®, n = 12), neko

(CrCL = 40-59 ml/min/1,73 m?, n = 10), ymepeno (CrCL = 20-39 ml/min/1,73 m?, n = 9) u Texx0
(CrCL < 20 mi/min/1,73 m?, n = 3). I'pyna naupesTy Ha AHAMK3a, KOUTO ¢4 AC3HPAHH Cliell JHATH3A,
CBIIO € BKIFOYCHA B nipoy4saneto (n = 8). Ha nammenruTe ca npinaraHy MHTPABSHO3HH JO3M OT

0,7 no 1,3 mg/m? GopTe3oMus aBa ITTH ceAMHYHO. ExcnosuuaTa Ha SopresoMub (noso-
HopManisupaHd AUC H Cua) € cpaBHNMA BBB BCHUKE TPYTH (BXK. Touka 4.2),

Bwespacm

MapmakokuHeTHKaTa Ha Gopresomub ce onpenens cied 60Myc HHTPABEHO3HO TIPHIOKEHHE Ba ITHTH
cenMuaHo B A03u no 1,3 mg/m? va 104 nenpaTpuuny nauneHTh (2-16 rogmMuu) ¢ ocTpa
numbobnactya neskemus (ALL) wiv octpa Muesionana neskemis (AML). Bb3 oclopa Ha
nonynamoHen HPapMakoKMHETHYEH aHAIH3, KIMMPBHCHT Ha GopTe3oMut ce NOBHIIABA ¢ YBEIHYABAHE
IUIONITa Ha TenecHaTa NosepxHOCcT (BSA). Cpernua reomerpunyen (% CV) KHpbHC €

7,79 (25%) Vhr/m?, 06eMBT Ha pasnipelieNieHye NPH CTALMONAPHO CheToAnKe € 8§34 (39%) Vm®
SIIMMUHALIMOHHHAT NomyxHBoT ¢ 100 (44%) waca. Cnex xopurupane 5a BSA ebexra, apyru
AeMOrpad)CKy JaHHM, KATO BB3PACT, TENCCHO TETNO H NON HAMAT KAHHHEHO 3HAYHME eEKTH BBPXY
KIHpEHca Ha Gopre3somub. BSA-kopHrapanuat knupeuc Ha Gopre3oMu6 npy neaMaTpHHHH NALKMEHTH
e nonobeH Ha TO3H, HabIONABAH [TPH BE3PACTHH.

5.3 perknBru4n# JanHu 3a Gelouacuocr

Bopre3oMHAG e MONOKUTECH 38 KNAaCTOTEHHA aKTHBHOCT (CTPYKTYPHH XPOMO30MHE abeparvin) nipy in
Vitro H3CACABaHEe 32 XpOMOIOMHH 20€pAaLMH ¢ KIETKH OT AHMHUK Ha kuraficku xamcrep (CHO) npu
KOHUEHTpAUMy OT NopAnska Ha 3,125 pg/mi, koaTo e Hali-HuckaTa OLleHABAHA KOHIIEHTPALMWA,
boprezoMub He € reHOTOKCHYEH NpY in Vitro W3CNEABAHE 33 MyTareHHOCT (Ames Tect) M in vivo
MMKPOHYKJIEapeH TECT IPKU MHULIKH.

[MpoyuBanus 3a TOKCHYHOCT IIPK PA3BHTHETO Ra IUTBX0BE M 3alUH NoKalpat emOpuo-peranua
CMBPTHOCT OPH TOKCHYHH 33 MalKaTa 03H, HO HAMA JAMpexTHa eMOpno-heTanHa TOKCHUHOCT oz,
TOKCHYHH 3a MaHKaTa fo3d. He ca nposexnanu MpoyisaHns 3a GepPTIWINTET, HO € U3RBPIICHA OLeHKA
Ha PenpoAYKTHBHH THKAHH B PAMKHTE Ha Npoy4YBaHuA 3a 06ma TokcHuroct. [Ipy 6-meceqno
IpOYUBaHE MPH ILTEXOBE ca HabMIOnaBaRH NefcHEPAaTHEHH eheKTH BBPXY TECTHCHTE M SHSHHULIATE.

3arora e BeposaTHO GopTe3oMKE Ja MMa MOTEHIHANHH eDEKTH BBPXY MEKKHA H KEHCKHA QEePTHIHTET.

He ca npoBexnaHy npoy4BaH#s 33 ePH- H NOCTHATANHOTO Pa3BHTHE,

TTpu MynTHUKKIHSHEE NpoYHBaHHuA 32 0012 TOKCHYHOCT, NPOBENCHH PH ILTHXORE W
OCHOBHHTE TapreTHH OPraHK BKIIOYBAT CTOMAIIHO-YPERHUA TPAKT, KOETO BOAH A0 MO,
AYApUsA, XEMONOETHYHH H TMMOHH TEKAHH, KOETO BORM 0 UWTOTICHHA B nepudepra
Ha MTUMQOHIHATA ThKAH H XHIOLETYIaPHOCT B XEMOIIOSTHRHHA KOCTSH MOIBK; IEPH
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HepponaTus (Halmozasana NMpK MafiMyHH, MUIIKH U KyJeTa), KOSTO 3acATa aKCOHUTE Ha CeH30PHHA
HEpB; H JIekH Npomeny B SpOpestre. BoHMKN Te3H TAPTETHH OPTaly ¢a MOKA3aNH YACTHYHO A0 ITRIHO
BLE3CTAHOBRBANE Clle]] CNBPAHE HA JICUCHHETO.

B®3 0CHORA HA MPOYYBAHHA C JKHBOTHH, IPOHRKBAHETO HA BopresoMub npes KPEBHO-MO3bLUHATA
fapHepa W3rNIeKNA OrPaAHAYEHO, aKo H306II0 HMa TAKOBA, Y 3HAYMMOCTTE MY [IPH XODa HE € H3BECTHA.

@apmMaKoNnOrHuHN CHPACUHO-CHIOBY NPOYYRAHHA 3a 6e30NaCHOCT, NPOBEACHH NPH MAKMYHH M KyvueTa
NOKA3BaT, Y& HHTPABCHO3HH JO3H OKOJIO JIBA /IO TPH ITHTH MO-BHCOKH OT NPENOPBUNTENHATA KIMHUIHE
no3a Ha Gasza mg/m? ce CBLP3BAT ¢ MOBHILABAHE HA CHPJEYHATA Y6CTOTA, MOHIKABAHE Ha
KOHTPAKTHIHTETA, XHTIOTOHMSA M CMBPT. [IpH Kyuera, NOHMKABAHETO HA CHPACHHEA KOHTPAKTHIIHTET H
XHIOTOHHA €4 CBBP3IAHM ¢ OCTPO BHBEXIAHE HA NOJOKHUTEIHA HHOTPOIHH WK IPECOPHH areHTH.
OcreH ToBa, NPH NMPOYYBAHHA C Ky4YeTa ce Hal/ioAaBa ISKO yBeaHYapaHe Ha kopurupauus QT
HHTEpBAanN,

6. @APMAINEBTHYHMY JAHHA
6.1 CnoRcBK Ha HOMODIHATE BelIeCcTBa
Mamnsron (E421)

6.2 HechbBMECTHMOCTH

To34 nekapeTBeH MpoMyKT He TPAOBa Aa ce CMECBA ¢ APYTH JEKAPCTBEHH IIPOAYKTH, C H3K/IIOUEHHE Ha
NOCOYEHNUTE B TOUKA 6.6.

6.3 Cpox ua rognoct

Heoteopen dnakon

3 ropyusn

NeJy pazTBapaH
XumuqHaTa i QU3HYHA CTaOMIHOCT Ha NIPHTOTBEHKSA PA3TBOP e JOKa3aHa 3a 8 vaca npu 25°C, mpn
CHXPaHeHHe B OPUTHHANHMA (pIIAKOH H/LTH CIPHHIIOBKA.

Ot muxpobBonorHuna rnena ToMKa NPOAYKTET TpAGBa 1a ce M3NoN3ea BeJHATA, OCBEH 4KO METOXBT
HA pasTBapAHe H3KTOYBA PHCKa OT MHKPOoOHa KOHTAMHHAILKA. AKO HE Ce M3r0N38a BeHAra,
NEPHOIET HA H3NON3BAHE W YCIIOBHATA HA CHXPaHeHHe Npeay ynorpeba ca OTrOBOPHOCT Ha

notpebHTen.

6.4 Coenpajgan yejJ0BHA HA ChXpPaHeHHE

CexpaHaBaiiTe 1I1akoHA BBB BTOPHYHATA KAPTOHEHA ONAKOBKA, 34 PEANA3BAHE OT CBET/IMHA.
Ja ce cuxpanssa noa 30°C.

3a ycI/IOBHATA HA CBXPAHEHNE CIEl PasTRAPAHE HA N1€KAPCTBEHMA NPOAYKT BHIKTE TOUKA 6.3,

6.5 Buaxu coabpikanfe HA ONRAKOBKATA

10 ml dnakor ot besuserno crvnie Thn I ¢ 6pomByruniosa 3amyanka 1 amyMUHHEBa METAEA . -

00KaTKa ¢ NONHMPONHICHOR JHCK, ChABPXKAIN 3,5 mg Gopresomud. GnakowsT € obSBuT
TIOKpMTHE,

Bceaka onakoska cbabpika | rakon 3a eaHokparHa ynorpe6a.

" ﬂ‘f-!’;‘:*ii’fr’:‘f?
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6.6 CpensanER NpeNa3HH MEPKH NPH HIXBLPIAAHEE B paGoTa

O npe HH MEPKYU

Bopresomub € mroToxcHuen areHT. 3aTora e HeoGX0AMMO NOBHIIEHO BHUMaHHE NpH pafoTa U
NPHroTRsHE Ha bopresomnd Axrasuc. [Ipenoprusa ce yniorpeba Ha ppKaBHLM H APYTO 3AUIHTHO
o6nexno 3a npenNaspane OT XOHTAKT C KOXKATA,

Heo6xommMo e CTPHKTHO Jia Ce Clia3Ba ACeNTHYHA TeXHMKA 10 epeMe Ha paGora ¢ Bopresomub
AKTaBHC, Thi#l KaTo TOlH HE ChABPYKE KOHCEPBAHT.

Hma ciayway ¢ daranen uaxos npy HeNpeAHAMEPeHO HETPATEKANHO NpUIoKeHNe Ha SopTesoMub.
bopre3oMub 1 mg npax 3a HEKEKIHOKEH PA3TBOP € CaMO0 32 HHTPABEHO3HO NPHIMKEHHE, &
bopreaomu® Axrasuc 3,5 mg npax 3a HHKEKLMOHEH Pa3TBOP € 3a HHTPABEHO3HO HIIH NOAKOKHO
nprnoxerne. bopresomnd Axrasuc pe Tpabpa na ce Npuiara MATPATEKATHO.

HHeTpyKUBY 33 DPUrOTRIHS HA DPa3TBOpa
bopresomub AkTasuc Tpa6Ba fa ce pasTBapsA OT MEAMIIMHCKY CMIELHATHCT.

Humpagenosna undicexyun

Bceexn 10 m) dnakon Bopresomut Axrasuc Tpabea na ce pasteop ¢ 3,5 ml vaTpues xiiopun 9 mg/m!
(0,9 %) HrxeKiMoReH pa3Teop. JIHOGHIHIHPRHHAT IpaxX ce pasTBapd HAITHIHO 33 NO-MAaKo OT

2 muHyTH. Clie/l IPHTOTBAHE, Beexn mi pasTeop ceabpka 1 mg Gopresomus. [IpuroTaeHAAT pasTeop
¢ 6HcThp u Ge3ngeren, ¢ kpaiiHo pH or 4 10 7. Tpean nprunoxkeHHe [IPUTOTBEHUAT pa3TBOD TpSGBa Aa
Ce MPOBEPH BU3YAITHO 33 HATMTIHE HA MaJTKK YACTHLM H IPOMAHA B UBeTa. Ao ce Habmonasa
NPOMAHA B LBETAa WM HATMYKC HA YaCTHIH, IPHTOTBEHHAT Pa3TBOp TpAGBa Aa ce WIXBBHPIIH.

Iooxoxcna undicexyus

Beexu 10 ml dutaxon bopresomut AkraBuc TpaGsa ga ce pasteopu ¢ 1,4 ml Hatpues xnopua 9 mg/mt
(0.9 %) mmKekiMoHeH pa3TBOP. JIHODHIK3HPAHALT IPAX ce PaITBAPA HAITBIIHO 32 TIO-MAIKO OT

2 munyth. Cniep pasTBapsne, BeekH mi pastop cemppika 2,5 mg Goprezomul. [lpuroteeHusT pasTeop
¢ OueTep M Gesnsered, ¢ kpakino pH ot 4 ac 7. Tlpean npunoxenye NPUroTEEHMAT pa3Teop TpaGBa Ja
¢¢ MMPOBSPH BHIVANHO 33 HUWIHYKME Ha MaJKK JaCTULIM H [TPOMSHE B UBeTa. AKO ce Habnioaapa
NpoMAHA B UBETA HIH HaHYHE Ha YACTHIM, NPUTOTBEHUAT PasTBOP TPAORA a ce M3IXBBPIIH.

Usxsbppnsne
BoprezoMi6 AKTaBHC € CaMO 32 eZHOKpaTHa yHoTpeba. Helsnoa3BaHusT JIGKAPCTBEH MPOAYKT Wik
OTNAaTBbYHMTE MATEPHATH OT HETO TPAGEA a C& HAXBHPIAT 8 CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. IIPHATEXATEJ HA PABPEHIEHHETO 3A YIIOTPEBA
TevaB.V.

Swensweg 3

2031 GA Haarlem

Hunepnanaus

8. HOMEP HA PASPEINNEHHUETO 3A YIIOTPEGRA

Per. Ne 20150270

9. JATA HA IIBPBO PA3PEINABAHE/MMOJHOBABAHE HA PA3PEIN
YIIOTPEBA
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Jlara sa mepeo paipemapane: 06.08.2015 r.
Hara Ha nocienno noxHobseane:; 05.10.2020 r.

10. JATA HA AKTYAJIH3APAHE HA TEKCTA
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