KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHHUA ITPOAYKT

W3NMHITHUTENHA ATEHUWA NO IIEKAPETBATA .
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eHaJIMAOMUJL | pHHIEKC 2,5 mg TBbPAM KancyJiu
eHaJMAOMUA [ pUHAEKC S mg TBbPAM KarcyJiu

eHaMAOMUA [ puHAEKC 7,5 mg TBLPAM KancyJiu
eHanuaoMu [ punjaekc 10 mg TBbp/AU KancyJiu
eHanuaoMua [ 'puHaekc 15 mg TBbpAM Kancyau
eHasaomMua [ 'punaekc 20 mg TBbpAM Kancy.im
eHasuAOMU ['puHACKC 25 mg TBbPAMW KancyJiu

PaspeweHue Ne

samamp 6.7 352 '—‘!'?/
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OgobpeHud Ne ........oeevvvevveeiinn

Lenalidomide Grindeks 2.5 mg hard capsules
Lenalidomide Grindeks 5 mg hard capsules

Lenalidomide Grindeks 7.5 mg hard capsules
_enalidomide Grindeks 10 mg hard capsules
_enalidomide Grindeks 15 mg hard capsules
_enalidomide Grindeks 20 mg hard capsules
Lenalidomide Grindeks 25 mg hard capsules

2. KAYECTBEH U KOJIMYMECTBEH CBbCTAB

Jlenannaomua ['punjaekc 2.5 mg TBbPAH KancyJiu

Beska kancyna cbabpika JIGHAJNMAOMHJ aMOHUEB XJIOPHMJ, CbOTBETCTBALlL Ha 2.5 mg
neHanuaomu (lenalidomide).

[ToMouHO(H) BelecTBO(a) ¢ U3BECTHO ACHCTBHE

Besika kancysa cbabpika 20 mg nakro3a (noa hopmara Ha 6€3BoAHA 1aKTO34).

JleHannaomua ['puHaeKe S mg TBBPAN KancyJin

Besika kancyna cbabpika JI€HAIUJA0MHU/1 AMOHHEB XJIOPH/I, CbOTBETCTBAIL HA 5 Mg NeHAJIHA0MHU
(lenalidomide).

[TomoLHO(#) BeuecTBO(a) ¢ U3BECTHO JIEHCTBHE

Bceska kancyna cbabpka 39 mg nakrosa (noa ¢popmara Ha 6e3BoaHa 1aKTO3a).

Jlenanugomua ['punaekc 7.5 mg TBbpAM KancyJiu

Beska  kancyna cbabpxka JICHANMAOMHMJ aAMOHMEB XJIOPHA, CbOTBETCTBall Ha 7,5 mg
neHanuaomu (lenalidomide).

[lomouHo(1) BeulecTBO(a) ¢ U3BECTHO JIEICTBHE

Besika kancyna ceabpka 59 mg nakrosa (noj popmara Ha 6€3B0/1HA 1aKTO3a).

JleHanuaomua I ' punaexc 10 mg TBbpAM KarncyJiu
Besika  karncyna  Chbabpika JICHANMAOMMJ  AMOHHEB  XJOpHJ, CboTBeTCTBall Ha 10 mg
neHanuaomu (lenalidomide).

[lomouHO(H) BelecTBO(a) ¢ U3BECTHO AEHCTBUE

Bcesika kancyna cbabpka 79 mg nakrosa (noj ¢popmara Ha 6e380/1Ha 1aKTO3a).

JleHanuaomua [ puHaekc 15 mg TBbPAM Kancyiu




Bcsika kancyna cbAbpxXa JICHANHAOMWA aMOHWEB XJOPHA, CbOTBeTcTBall Ha |5 mg
nedanuaoMup (lenalidomide).

[TomomHo(u) BeutecTBo(a) ¢ H3BECTHO ACHCTBUE

Bcedka kancyna ceabvpka 118 mg nakto3a (noa gpopMara Ha 6€3BO/IHA 1aKTO34).

Jenanuaomuna 'punaexc 20 mg TBLPAK KaNcynu

Besika Kancyna cbAbpka JEHANHAOMMJ aMOHHEB XJOpHA, CLOTBETCTBAall Ha 20 mg
nenanuaoMu i (lenalidomide).

[ToMoWHO(K) BeLLECTBO(a) ¢ H3BECTHO JEHCTBHE

Beska kancyna cbabpxa 157 mg nakrtosa (noa ¢gopmMara Ha 6e3BoaHa NaKTO3a).

Jienannaomua 'pUHACKE 25 mg TBbPAHW KaNcCyy
Beaka Kkancyla cbAbpKa JICHANWAOMW] AMOHHMEB XJOpHA, CBOTBETCTBALL Ha 25 mg

nenHanugomMua (lenalidomide).
IloMoLHO( M) BeulecTso(a) ¢ H3BECTHO AEHCTBHE
Beska kancyna ceabpka 197 mg nakrosa (noj popMara Ha 6e380AHA TaKTO34).

3a NbAHHUS CNHCHK HA TOMOLLHHTE BELLECTBA, BX. TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancyna

JlenanuaomMua ['punaexc 2.5 mg TBLPAW Kancyau
Ceetnosenenn/Genut xancynu, ¢ pasmep 4, 14,3 mm v ¢ Haanuc “L2.5, ¢ 6an uiav noutd Gs

npax.

JleHanuaoMud [ 'puHASKC 3 mg TBHPAH Kancy.u
benu kancynw, ¢ pasmep 4, 14,3 mm M ¢ Hagnuc “L5”, ¢ 641 nan noutn 641 npax.

JleHanugoMmua I 'puHaeke 7,5 mg TBbPAW Kancynu
bnepoxbnTn/6ean kancysan ¢ pasmep 3, 15,9 mm u ¢ Haanuc “L.7.5”, ¢ 6an uan nouTH 6841 npax.

Jlenannaomua 'punaekc 10 mg TBbpAM KaNcyay
CBetnoszeneHu/oneaoxbiTH kancynu ¢ pasmep 2, 18,0 mm u ¢ Haanuc “L10” mg, ¢ 6an unu
MouTH 0N npax.

JlenanunoMua FpruHaexe 15 mg TBbpAY KancyJiy
Cuubo/6enn kancynn ¢ pasmep 1, 19,4 mm u ¢ Hagnuc “L15”, ¢ 6an unun nourn 6an npax.

Jlenanuaomun ['punaekc 20 mg TBLpAN Kancyan
CBetno3eneHu/Cuuy kancyau ¢ pasmep 0, 21,7 mm u ¢ Haanuc “L20”, ¢ 681 uan noutn Osan
npax.

Jlenanuaomun Mpunaekc 25 mg TBbpAU Kancyau
bemn kancynu ¢ pasmep 0, 21,7 mm u ¢ Haanuc “L25”, ¢ 640 unu nouTtu 640 npax.

4. KJIMHHAYHH JAHHH




4.1 TepaneBTHYHH NOKA3AHHS

MyJaTUACH MUETOM
JlenannaoMun ['pyHAEKC KATO MOHOTEPANKg € NOKa3aH 3a NOAABLPKAILO NeYEHHE HA Bb3pacTHH

MaUHEHTH ¢ HOBOAWATHOCTHLUHPAH MYANTHIUIeH muenoM (MM), konTo ca OHMnu NOANOKEHH Ha
aBTOJIOKHA TPAHCIJIAHTALUSA Ha CTBOJIOBH KJIETKH.

JlenannaomMna I'puHAekc karo KOMOMHWpaHa Tepanvs C JAEKCAaMeTa3oH WKW Bopre3omubd
H AeKCaMeTa30H MW mendanan v npeAHU30H (Bx. Touka 4.2) e nokasaH 3a Je4YeHHE Ha
BH3PACTHH MAUMEHTH ¢ HEJIEKYBAH A0 MOMEHTA MYNTHIINEH MUENOM, KOWTO HE €a MOAXOASLIH 33
TPaHCMaHTaL M.

JleHanupoMnA rpHH).IEKC B KOMOHHALHUA C ACKCAMECTA30H, € NOKa3aH 33 JICHEHHE HAa Bb3PaCcTHH
NalHEHTH C MYJTHIIJICH MHUCJ/IOM, KOHTO Ca NONYYHUIHU MMTOHE CAHA NMPpCIBAPHUTECIIHA TEpaAliA.

Donrkynapes n1UMbpoM
JleHanuaomMua I'pungexc B koMOHHaua ¢ putykcumad (aHTu-CD20 antuTano) € nokasaH 3a
NICYCHHUE HA BB3PAaCTHH NALUEHTH ¢ JiekysaH npeau tosa dhonukynaped numdbom (Ctenen 1 — 3a).

4.2 [Io3HpoBKA H HAYHH HA NPUJIOKEHHE

Jleyenuero ¢ JlenanuaoMua I'punaexc Tpabsa aa ce Habmo4aBa OT flekap ¢ ONUT B MPHJIAraHeTo
Ha NPOTHBOPAKOBH TEPANHHU.

3a BCHYKH [NoKaiaHWi, OMHCAHH NO-A0JY .

e Jlosara ce MPOMEHS Bb3 OCHOBA HAa KAWHUYHHTE W nabopaTopHuTe pelynTaTtH (BXK. TOvKa
4.4),

¢ [llpenoptuBa ce ananTHpaHe Ha J03aTa NO BPEME HA NEUYEHHETO U NpH Bb30OGHOBABaHE HA
JIEYEHHETO, 3a Aa c€ KouTponupa Ctened 3 unv 4 TpoMOOUMTONEHHS, HEYTPOREHHA HJH
Apyra TOKCHYHOCT CTened 3 unu 4, 3a KOATO CE CMATA, Y€ € CBbP3aHa C JISHANHAOMHMA.

¢ B cayuald Ha HeyTpomeHHa TpAaOBa aAa ce OOMMCIM MpUNaraHeTro Ha pacTeKHU PaKTopH
B NEYEHHETO HA NALMUEHTA,

e AKO ca W3MHHaNU no-Manko oT 12 4yaca ¢jea MponycHarTa A03a, NaluMeHTLT MOXKE Aa
npHeMe no3ara. AKO ¢a U3MUHANIK NoBeye oT |12 vaca cnea nponycHarta n03a B oOuuaiHus
yac, NaUHEeHTHLT He TpsOBa na npuema 103aTa, a 1a NpUEME ¢leaBalllaTa o3a B o6uuaiiHug
Yac HA CNeABALLHA ACH.

Ho3upoBka
Hogoduaznocmuyupan myaxmunien mueasom (HIIMM)

o JleHannjoMua B_KOMOMHAUUA € AEKCAMETA30H A0 MpOrpecus Ha 3abonsBaHeTo npH
MaUHEHTH, KOMTO HE Ca NOAXOAALLN 33 TPAHCIIAHTALIHSA

Jlewende ¢ neHanuAOMUA HE TpAOBa Aa ce 3anouBa, ako abCONKOTHUAT Opol HA HeyTpOodUIUTE
(ABH) € < 1,0 x 10°/1 u/unu 6posT TpoMGouuTH € < 50 x 10°/1.

IIpenopvyumenna dosa




[IpenopbuuTenHaTa HavyaslHa 4034 JCHANHAOMUA € 25 mg NepopaiHo BEAHBXK AHEBHO Ha -BHU 0o
21-BH JeH OT NOBTAPALLUKHTE cE€ 28-THEBHK LIMKH.

[IpenopbunTenHara 103a aekcametaszol e 40 mg nepopaiHO BEAHDLX AHEBHO Ha 1-8H, 8-mu, 15-
TH ¥ 22-W O€H OT MOBTapsAlMTe ce 28-AHeBHM LUMKAu. [laumeHTHTe Morat aa MmpoABJIKAT
TEpanusaTa ¢ JEHAJIWIOMHA ¥ ASKCAMETA30H 1O Nporpecus Ha 3adbonsapaHeTo U1K HENOHOCHMOCT.

¢  Cmvnku 3a pedyyupane na doama

JNenanugomnn’® JlexcameTasoH”
Hauanwa no3a 25 mg 40 mg
J1030BO HHBO -1 20 mg 20 mg
J1030B0 HHBO -2 15 mg 12 mg
J1030BO HHBO -3 10 mg 8 mg
J1030B0 HHBO -4 5mg 4 mg
J1030B0 HHBO - 2,5 mg Henpunoxumo

a
PEE}’ HHPAHCTO Ha 003aTd A Ha ABaTa NPpOAYKTa MOXE Jla CC YIIpanJinBa HC3aBUCHMO.

e Tpomboyumonenus
IIp# TpoMOOLIMTH

Cnan go <25 x 107/

[TpernopbuHTENIEH KYpC Ha leHeHue

CnpeTe NpPUNIOKEHUETO HA JeHANWAOMHA 32
OCTaHANATA YACT OT UHKDb.Ia"

[lonukere ¢ €mHO J030BO HHMBO, KOrarto
MpOAbLMKABATE NPHUIOKEHHETO B ClieABallHUd
UKD

a
Ako orpanuvasamara no3ata TokcudHocT (OJT) Bb3HMKHE H2 > AeH 15 OT AafEH UMKBA, NPHAOKEHHETO Ha
NEHANWAOMAL Le ObAE NPEKLCHATO HAH-MANKO Npe3 OCTAHANATA YACT OT TEKYIIKA 28-AHEBEH LHKBA.

O6parHo nokausawe 20 > 50 x 107/

o Abconomen bpou neympoduiu (AbH) - neymponenus
I1pu ABH [IpenopbuuTeneH Kype Ha jiedenue®
[IepBH cnan no <0,5 x 10%/1 [TpekbCHETE NEUYEHNETO C NEHATUAOMMU]
O6patno nokaupade 10 > 1 x 10”71, xoraTo
€IHHCTBEHHUAT HabM0JaBaH TOKCHYEH
_e(beKT € HeyTPONECHHS
O6parHo rnoka4sade 5o > 0,5 x 107/,
Koraro ca HabJil0JaBaHH 3aBUCUMH OT [TpoabKeTE IEUEHHUETO € ICHANHIOMH Ha
A03aTa XEMATONOrHYHH TOKCHYHH €(PEKTH, | AO30BO HUBO -1 BEAHDLK AHEBHO
| PasU4HH OT HEYTPONEHHS
3a BcekH caeapaul cnag noa < 0,5 x 10°/1 [lpekbCHETE JIEYEHHETO C IEHATMAOMHU
[IpoabKeTe NEYEHMETO C NEHANIMIOMHUA HA
CJEABAUIOTO NO-HHCKO A030BO HUBO BEAHBXK
JIHEBHO.

a
[To pewieHne Ha nexaps, aKo HEYTPONSHHMATA € eJIMHCTBEHATA TOKCHYHOCT HA KOETO M Aa € A030BO HHMBO, AoGasete
TPaHyIoLHT-KONOHHOCTUMYIHpaill daktop (G-CSF) v noambpxkaiite 030BOTO HHBO HA TEHATIMAOMHML

[TpoabKETE NIEYEHHUETO C JIeHANHIOMHUA
¢ Ha4ya/lHaTa 034 BEHbK AHEBHO

OGpartHo nokaupase 10 > 0,5 x 10°/1

[lpy xemaTonorMyHa TOKCHUHOCT A03aTa JICHAIMAOMHA MOXE [a Ce BbBEAE NOBTOPHO Ha
CJICABALLOTO MO-BUCOKO N030BO HMBO (0 HayanHaTa A03a) npd noaobpsaBaHe Ha QYHKLMATA Ha
KOCTHHA MO3bK (0€3 XeMaToNorMyHa TOKCHUHOCT 3a Haii-manko 2 noclieA0BaTEHU LUHKBA:
ABH > 1,5 x 10°/1 ¢ 6po#i TpomGounth > 100 x 10°/1 B Hayano0To Ha HOB LHHKDBA).




o JlenanuaomMua B komMOuHaUKs ¢ 6opTe3oMUO W AEKCAMETA30H, NOCASABAH OT JIEHANWIOMKUA
i AEKCAMETA30H N0 Mporpecus Ha 3a00ngBAHETO NPY NAUMEHTH, KOMTO €4 HENOAXOASALIU 32
TPAHCILIAHTALUA

Havanno aevenue: Jlenaruoomuod e kombunayus ¢ bopmezomub u dexcamemason
JleHanuaomMua B KoMOnHauus ¢ 6opre3omMud v aekcameTasoH He Tpabsa aa ce 3anouBa, ako AbH
e < 1,0 x 10°/1 w/unn 6posT Ha TpoMGounTHTe € < 50 X 10°/1.

[IpenopvrunTEnHaTa HAYalHa 0034 € NEHANHAOMHUA 25 mg NepopaiHO BEAHBX JHEBHO B AHUTE |-
14 ot Bcekn 21-gHeBeH uuxba B koMOuHauus ¢ Qopre3omnd v aekcaMeTtazoH. bopresomubd
TpsGBa Aa ce MpUiiara 4pe3 NoAKoKHA WHxekUus (1,3 mg/m’ TenecHa NOBBPXHOCT) ABA MbTH
ceaMu4HO B aHHMTE 1|, 4, 8 U 11 OT BcekH 21-aHEBEH UKMKDBA. 338 ACMBIHHTENHA HHpOpMALUS
OTHOCHO [03aTa, CXeMATad M KOPEKUHMMTE HA [A03aTa HA JEKAPCTBEHHUTE MPOAYKTH, NpHJaraHH
C NEHANNAOMHJ, BXK. Touka 5.1 U choTBeTHaTa KpaTka xapakTepucTHKa Ha NPOAYKTA.

[IpenopbuBar ce 20 oceM 21-aAHeBHH nedyedru uHKbaa (24 ceMHLM HA HAYANHO NEYEHHKE).
IIpoovaxcasawo aevwenve. Jlenaruoomuo 6 komMbuHayus ¢ 0eKCamemazon 00 NPOSPECUs
[lpoobimkere neHanuaoOMHI 25 mg NepopanHO BEAHBXK AHEBHO B JHUTE |-BM A0 21-Bu OT

MOBTApslUK ce 28-IHEBHH UMKAM B KOMOMHauua ¢ JekcaMmeTazoH. JleueHweto TpsbBa na
NPOABLMKH A0 NPOrpecHs Ha 3a0oNgBaHETO HIIH HENPHEMIMBA TOKCHUYHOCT.

o (mvnku 3a pedyyupane Ha dozama

Jlenannaomua’
Hauanna nos3a 23 mg
J1030B0 HHBO -1 20 mg
J030B0 HHBO -2 15 mg
J1030B0 HHBO -3 10 mg
Jo030B0 HHBO -4 5 mg
H030B0 HHBO -5 2,5mg

? PelyuMpaHeTo Ha 103aTa 3a BCHYKK NPOAYKTH MOXKE Aa CTABa MOOTIC/HO.

¢  Tpomboyumonenus

[Ipu TpomMbBOLHTH [IpenopbuHTENEH Kype Ha leYeEHHe

Cnaz g0 < 30 x 107/ [IpexbCHETE NEYEHHETO ¢ NEHATHAOMHUA

[IpoabmkeTe npueMa Ha NeHaNMIOMU Ha

O6paTHo nokausaHe g0 > 50 x 107/
Q0O30BO HHBO -1 BCAHDBX [IHEBHO

3a BcekH cleasaul cnag non 30 x 10°/1 [IpexbCcHETE JICUEHHETO C JIEHANIMAOMU
[IpoabaxkeTe npueMa Ha NeHaJTHAOMH ] Ha

OGpaTtHo nokausaxe a0 > 50 x 107/] CREABALLIOTO NO-HUCKO A030BO HHBO BEJIHBXK
JHEBHO

® Abcomomen bpou neympoguiu (AbH) - neymponenus

llpu ABH [IpenopbUYHTENEH Kype Ha AcueHne”
[TvpBu cnan no < 0,5 x 10°/t _ IlIpeknCcHeTe IEUEHHUETO C JICHANMAOMHUL
O6patHo nokausase 10 > 1 x 10°/1, koraTo
eAMHCTBEHHUAT HA0MOAaBAH TOKCHYEH lpoab.mkere MpUeMa Ha JIcHaNHAOMH ] WA 110
elbexT e HeyTponeHHs C HAYATHATA 1034 BEAHDBK AHEBHO &3\
OOparHo nokausane ao > 0,5 x 10%] . [lpoabaKeTe NEYEHHETO ¢ nenanu N HAS i SN
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KOraTo ca HabJIloAaBaHH 3aBUCHMH OT A030BO HHUBO -1 BEAHBK ZHEBHO
J03aTa XeMAaTONOrHYHK TOKCHYHH €(EeKTH,
 pa3nHYHM OT HEYTPOINEHHUS

3a Bceky caexsau cnag noa < 0,5 x 107/1 [IpeKbCHETE JIEYEHHETO C NEHATUIOMHU
[Ipoavaxere npyemMa Ha NeHaTMAOMNA Ha
O6patHo nokausaue 20 > 0,5 x 107/ CNEeABatOTO NO-HUCKO A030BO HHBO BEAHDBXK
IHEBHO

a
[lo peweHne Ha jiexkaps, aKo HEYTPONCHHUATA € CMHCTBCHATa TOKCHYHOCT HA KOETO H Ja € JO30BO HUBO, aobasere
rpaHynouNT-KonoHuocTaMynupaul gaxrop (G-CSF) M nofurspxkaitte 1030BOTO HUBO HA IEHANHAOMHL.

o JleHannaomMua B _KOMOWHauusa ¢ _mendanaH M OpPEeAHHU3OH, NOCAeABaHW OT NOAAbDPKKAllA

Tepanus ¢ A€HaNHAOMU I, NPH NALHEHTH, KOWTO HE A NOAXOAALIUN 34 TPAHCTJIAHTALUA
Jleuenne ¢ neHanuaoMHA He TpaGsa aa ce 3amousa, ako ABH e < 1,5 x 10%/] w/unu 6posr
TpoMBouuT e < 75 x 10°/1.

[Ipenopvyuumenna oo3a

[IpenopbvunTenHara HayanHa n03a € nedannaomMug 10 mg nepopanHo BeAHBXK AHEBHO HA 1-BU 10
21-su e OT noBTapAMTE ce 28-JHEBHM LIMKIM 33 MaKCUMYM 9 uukbaa, menganan 0,18 mg/kg
nepopanHo Ha 1-BH 10 4-TH JeH OT noBrapsiuMre ce 28-AHEBHH LHUKIH, NpeaHH30H 2 mg/kg
nepopanHo Ha 1-B4 A0 4-TU AE€H OT noBTapsiiuTe ce 28-aHeBHH UWkNH. [lauHeHTHTEe, KOHTO
3aBbPILAT 9 LHKDbJA HAH KOHTO HE C€a B ChCTOSHHME Ja 3aBbpLIAT KOMOMHHpAHATA TEpanus
nopaad HEMOHOCHMOCT, Ca JICKYBaHH C MOHOTEpanud ¢ AeHankaoMua kakto caeasa: 10 mg
MepopanHO BEAHBXK AHEBHO Ha l-B A0 21-BH AEH OT MOBTApAWMTE ce 28-RHEBHHU UUKIH A0
nporpecus Ha 3abosgaBsaHeTo.

e  (Cmvnku 3a pedyyupane Ha dozama

JIeHAAnAOMHA Mendanan [Tpeannson
HavanHa nosa 10 mg* 0,18 mg/kg 2 mg/kg
J1030B0 HHBO -1 7,5 mg 0,14 mg/kg | mg/kg
J1030B0 HHBO -2 5 mg 0,10 mg/kg 0,5 mg/kg
J1030B0 HUBO -3 2,5mg Henpuaoxumo 0,25 mg/kg

a
AKQ HEYTPONEHHATA € EAHHCTBCHATA TOKCHYHOCT HAa KOETO KW /12 € A030BO HHBO, A00aBeTe PAHYIOLMT-
KoJoHHOCTHMYAUpailt dakrop (G-CSF) u nogaspikaiite 1030BOTO HUBO HA JICHANWIOMHA.

o Tpomboyumonenun

[Ipu TpoMOOLIHTH - [TpenopbuKTENeH Kype Ha NEYEHNE
[IepBH cnaa ao <25 x 1071 [IpeKbCHETE JIEYEHHETO ¢ NEHANUAOMH

npOﬂ'bﬂ}I{ETE JCYEHHETO C NEHANUAOMHUA H

O6partHo nokauBaHe 10 > 25 x 10/
Me/IpasiaH Ha 1030BO HUBO - |

3a BeekH cnensau cnaa noa 30 x 10%1 [1pexbCHETE JEYEHHETO C IEHATHAOMHUA
[IpoaBbKETE JIEUEHHETO C IEHANUAOMUA Ha
OGpaTHO nokaueaHe 10 > 30 x 10°/1 CNEABALLOTO MO-HHCKO 1030BO HUBO (1030BO

HUBO -2 MU -3) BeAHbXK AHEBHO

® Abconiomen bpoii neympoguru (ABH) - neymponernus

[Ipu ABH . [lpenoptuuTenen kypc Ha neuenue”

[Ibpeu cnag 1o <0,5x 107/ i [IpeKbCHETE NNEYEHHETO C ACHATTUAOMHU /'—:
OGpatHo nokausaxe 10 > 0,5 x 107/, [TpoaBLIKETE NEUEHHETO C IeHATHAOMUE L™
KOraTo € eAMHCTBEHMAT HaboaaBaH Ha4yajHaTa [03a BEAHbXK AHEBHO




TOKCHYEH €PEKT HEYTPONEHHA
O6paTtHo nokauysaHe Jo > 0,5 x 10°,
Koraro ca HabmonasaHH 3aBHCHMH OT [IpoabmKeTe NEYEHNUETO C ICHATUAOMHA Ha
N034Ta XEMATOJOTHUHH TOKCHYHHU eeKTH, | A030BO HUBO -1 BeAHBbX AHEBHO

| Pa3sNMYHH OT HEYTPONEHUs

3a Bceku cneasaug cnafg noa < 0,5 x 10°/1 | MpekbCHETe NEYEHHETO C NIeHATHIOMU
[IpoabikeTe NeYeHHeTo ¢ JCHATMAOMU Ha

O6patHO nokauBane 10 = 0,5 x 10°/1 CJEABALLOTO AO-HHUCKO 103080 HUBO BEAHBX
IHEBHO

a
[lo pemicHUe Ha Aekaps, aKo HEYTPONCHUATA € ¢AHHCTBEHATA TOKCHUYHOCT HA KOCTO W 14 € A030B0 HHBO, a00aBeTe
rpaHyIoOUNT-KoNoHHoCcTEMYnHpaul daktop (G-CSF) n noagbpxkaiTe 1030BOTO HUBO HA NECHANKMAOMHMA.

o Hogg’bp}ﬁama TEPANHAA C JNEeHANWAOMHKHA NpH NalHeHTH, KOHTO Ca oMK NnoAnoOXCHH Ha

ABTONOXKHA TPAHCIINAHTAUMA HA cTBOAOBH KjeTkU (ATCK)
[lopobpxatia Tepanust ¢ JeHanuaoMua TpadBa Ja 3anouvHe ciejl aASKBAaTHO XE€MAaTOJIOTHYHO
Bb3cTanoBaABake cnel ATCK npu nauuentu 6€3 faHHu 3a nporpecud. JleHanuaomua He TpsabBa
71a ce 3anouea, ako ABH e < 1,0 x 10°/L, u/nau 6posT Ha TpomOouuTuTe € < 75 x 107/,

IIpenopvuumenna 0o3a

[lpenopbunTenHara HavyanHa ao3a e JeHannaoMua 10 mg mepopanHo BeAHDBX HHEBHO 3a
MPOABLIKUTENEH NMepHoa OT BpeMe (B AHM OT | ao 28 Ha noeTapsiyn ce 28-QHEBHN UHKIH),
MpunaraH A0 nporpecds Ha 0ojecTra WAM nogBa Ha HenoHocumocT. Cnea 3 UHMKbIa
NMOAABLPKALLO NEUEHHE C JICHANHIOMHI, A03aTa MOXE Aa ce yBeauuu A0 15 mg nepopanHo
BEIHDX JHEBHO, aKO Ce MOHACH.,

o  (Cmvwnku 3a pedyyupaue Ha 0o3ama

Hayanna noza (10 mg) Axo no3ara € nosuena (15 mg)’
J1030B0 HHBO -] > mg 10 mg
H030B0 HHBO -2 5> mg (auu 1-21 Ha Bcekn 28 nHu) 5 mg
H030B0 HHBO -3 Henpunoxumo 5 mg (auu 1-21 Ha Bcekun 28 aHK)
Ha He ce nasa ao3a noa 5 mg (AHu 1-21 wa Beceku 28 AHK)

a
Cnea 3 unkbia NOAABPAANKD NEHEHHE C NEHATHIOMU, [103aTa MOKE Ja C¢ YBEAHYM A0 15 mg nepopanio BB
AHEBHO, 8K0 CC NOHACH.

*  Tpomboyumonenus

[1pn TpoMOouMTH [IpenopbUHTEREH KYPC HA JIEYEHHE
Cnan g0 < 30 x 107 [IpexpaTeTe JEUEHHETO ¢ ICHATHAOMUA

BricraHoBeTe npueMa Ha NCHAIMAOMUL Ha

O6parHo nokausane a0 > 30 x 107/
J030BO HUBO -1 BEAHDBX NHEBHO

3a BcaAkoO caeapailo crnagade noa 30 x

10%/1 [IpekpaTeTe N€UEHUETO C IEHANHAOMNA

Bb3cTaHoBeTE TEUCHHETO C JIeHAIMAOMHKH/ HA
9

O6patHo nokausaHe a0 > 30 x 107/] CAEABALLOTO NO-HUCKO J030BO HHBO BEIHDIK

AHEBHO

» Abcomomen bpou neympoguru (AbH) - Heymponenus

[1Ipn ABH [TpenopbUMTEIIEH KypC Ha edeHune’

5
Cnag 5o <0,5 x 107/ [TpekpaTeTe NEUYSHHETO ¢ JICHATHAOMKU]
ObpatHo nokausane g0 > 0,5 x 10%/) Buw3cTaHoBeTe mpuema Ha NEHaNUIOMHU




NO30BO HUBO -1 BEAHBXK QAHEBHO

3a BCAKO crneaBaluo cnagade noa < 0.5 x

109” HpefcpaTeTe JJCUYCHUETO C JICHAJITHAOMHU A

Bb3cTaHOBETE JIEUEHHUETO C NeHaANUIOMHA Ha
Ob6patHo nokausane a0 > 0,5 x 10% 1 CJEBALLIOTO NO-HUCKO A030B0 HUBO BEAHDK

AHEBHO

" IMo pewieHne HA JNIEKapA, aKO HEYTPOMEHWATA € CAMHCTBCHATA TOKCHUHOCT HA KOCTO M Ja € J030BO HMBO, 106aBeTe
rPaHyNoLUT-KONOHHOCTHMYNKpaLl daxTop (G-CSF) u nopumbpxaiite A030B0TO HKBO Ha JIEHATHAOMMA.

Myrmunien muesom ¢ noHe edHa NPeoxoXxcoauia mepanus

Jleyenue ¢ neHandaAoMHA He TpaOBa pa ce 3amouBa, ako AbBH < 1,0 x 10°/1 w/nnw OposT
TpoMBOLMTH < 75 X 10°/1 uau, B 3aBUCHMOCT OT HHOUATPALNS HA KOCTHHA MO3bK OT MIIA3MEeHH
KneTkH, 6poaT TpoMGouuTy < 30 x 107/1.

IIpenopvyumenna 0o3a

[IpenopbunTenHara HayanHa 103a JEHANHAOMHUA € 25 Mg NepopaiHo BeAHBXK JHEBHO Ha |-BH
10 21-B¥ aeH OT noBrapswute ce 28-aHeBHN UMKIH. [IpenopbunTenHara 103a A€KCaMETa30H €
40 mg nepopalHO BeAHbX AHEBHO Ha |-BU A0 4-TH, 9-TH A0 12-TU ¥ 17-Tn Ao 20-Tv aeH oT
BCEKH 28-1HEBEH LUMKBI 3a MbPBUTE 4 UMKDbAA Ha TepanuaTa U cnej ToBa 40 mg BeJHDBHK JHEBHO
Ha 1-BM 10 4-TH JE€H Ha BCekM 28 aHM.

[Ipeanucsawiure nexapu TpAOBA BHMMATENHO 1a MPEUEHAT KOS [A03a JAeKcaMeTa3oH Ja
H3M0JI3BAT, KATO B3€MAT NPEABHA ChCTOSHUETO M OOECTHHA CTATYC HA NALHEHTA.

e  Cmwnxu 3a pedyyupare na 0ozama

HawasiHa no3a 25 mg.
J030B0 HUBO -] 15 mg
H030B0O HUBO -2 10 mg
J1030B0 HHUBO -3 5 mg

* Tpomboyumonerus
[Ipu TpomboLMTH _ [lpenopbuHTENEH KYPC Ha NeyeHHe
[TbpBOHaYaHo, cnag 1o < 30 x 107/] [peKbCHETE JIEYEHHETO C EHANHAOMK L
[lpoabkeTe NeYSHHETO C NeHAIAOMHUA Ha
A030BO HHBO - |
3a Bceku cnepau cnas nos 30 x 10/ [IpexbCHETE JIEHEHHETO C JEHANNAOMUA
[TpoabmkeTe NeHeHHeTo ¢ ICHANHAOMU/, Ha
CJIeBALLOTO NO-HUCKO 1030BO HMBO (1030BO
HUBO -2 WK -3) BeaHbX AHEBHO. Jla He ce
JO3Upa Mo 5 Mg BEAHLK JHEBHO.

OBparho nokausaxe 10 > 30 x 10°/]

O6paTHo nokausaHe a0 > 30 x 107/

o Abcomomen bpou neympogunu (ABH) - neymponenus
[Ipy ABH [lpenopbunTENEH Kype Ha ieueHue’

[TbpBOHauanno, cnan no < 0,5 x 1071 [lpekbCHETE JIEYEHUETO C NEHATUAOMMNA

O6paTHo nokauBaue 10 > 0.5 x 107/,
KOraTo e IMHCTBEHHAT Habnlo aBan
TOKCHYEH e(eKT € HEYTPONCHHUS

O6patHo noxausaxe 10 > 0,5 x 107/,
koraro ¢a HabnonaBaHUu 3aBUCHMU OT
[03aTa XEMATOJOTHYHH TOKCHHHH edheKTH,

[IpoabikeTe NEYEHHUETO ¢ NTEHATTHAOMU
C Ha4ajiHaTa 403a BEAHBLXK AHEBHO

[IpoabmkeTe NeUSHHETO € IEHANHAOMUI H;
J030BO HUBO -1 BEAHBIK JHEBHO




 pa3snu4HH OT HEYTPONEHNA
3a BCeKH cneapall cnan nox < 0,5 x 10%/] [IpexbCHETE NIEHEHUETO € NCHATHAOMHA
[TpoabXKETE NEYEHUETO C ICHANKWAOMHK ] Ha
CJI€ABALIOTO MO-HUCKO J030BO HUBO (103080
HUBO -1, -2 unu -3) BeAHBX AHEBHO. Jla He ce
J03Upa NMoj 5 mg BEAHBXK AHEBHO.

a
[lo pemeHne Ha Aekapa, ako HEYTPONEHHATA € €OHHCTBEHATA TOKCHUHOCT Ha KOETO M A2 € A030BC HHWEO, Aobasere
rpaHynouMT-kononHocTMynupatl daxrop (G-CSF) n noaaspxaiTe 1030BOTO HUBO HA JEHATHIAOMHL.

O6patHO mokausate 40 > 0,5 x 10°/]

Doruxynapen aumpom (D)
Jleuenue ¢ nenanuaomun He TpsbBa Aa ce 3anousa, ako ABH < 1,0 x 10/ w/umu Gposr

rpomGounTu < 50 x 10”/1, ocBeH ako He e BTOpuuHO cnea TuMBOMHA HHOUITPALUS HA KOCTHHS
MO3bK.

Ilpenopvyumenna 0o3a

[IpenopbrunTenHara HavanHa 103a teHanuaomu € 20 mg nepopanHo BEAHBK AHEBHO Ha |-BH 10
21-e4 JO€H OT noOBTapAuiMTe ce 28-AHEBHH UWKAW 3a 70 ]2 UHKbBIA HaA JieveHue.
[penopbuuTENHATA HauajHa A03a HA puTykcumal e 375 mg/m’ unTpaBeHO3HO (i.v.) BCsKa
ceamuua B Hunxkwn 1 (aun 1, 8, 15 1 22) n ged 1 ot Bcexku 28-aHeBeH uMiksa 3a Lluxau 2 1o S.

o Cmvnku 3a peoyyupare Ha 0o3ama

Havanua nosa 20 mg BeaHbxk AHeBHO B AuHTe 1-21, Ha Bcexd 28 nHM
103080 HHBO -1 15 mg BeaAHbXK AHEBHO B JHUTE 1-21, Ha BcekHu 28 nuu
J1030BO HHBO -2 10 mg BeaHbXK AHEeBHO B AHUTE 1-21, HA BCceKn 28 AHKU
/103080 HHBO -3 5 Mg BEAHbX AHEBHO B AHUTE 1-21, Ha Bcekn 28 aHH

3a Kopur¥paHe Ha Jo03aTa Nopajn TOKCHUHOCT C PUTYKCUMal, BMKTE ChOTBETHATA KpaTKa
XapaKTCPUCTHKA Ha NPOAYKTA.

o  Tpomboyumonenus

[1pH TpOMOOLHTH [IpenopbuHTENEH KYpC Ha JeueHue

Criaz 10 < 50 x 10%/] l'lpem:cueze NIEYEHHETO C JEHATUIAOMHUI H
npoBexaanTe [IKK noHe Ha Bceku 7 AHu

[TpoabkeTe NeyeHueTo ¢ NeHATHAOMNA Ha

Mokaysane z0 > 50 x 107/ CEABAILOTO NO-HUCKO J030BO HHBO (103080

HUBO -1)

IpexkbeHeTe NEUEHHETO C NEHANUAOMHA H

nposexaaiTe [1KK noxe Ha Bceku 7 aHU

[TpoABIKETE NEUEHNUETO C ICHATUIOMUT Ha

CIICABALIOTO MO-HHUCKO A030BO HUBO (A030BO

HKHBO -2 UK -3). Jla He ce ao3upa noa J030BO

HUBO -3.

3a Bceku cneasatll cnan noa 50 x 10%/1

[Tokaurame no > 50 x 107/]

® Abconomen bpoii neympoguru (ABH) - neymponenus

[1pn ABH [IpenopuuuTEnEH KypC Ha Nevyenue?
Cnanpo<1,0x 10°/1 3a nowe 7 AHWU HNH

Cnag ao < 1,0 x 107/1 ¢ acouuunpana [TpekbCHETE IEUEHHETO C NIEHATHAOMH
Tpecka (TenecHa Temneparypa > 38,5°C) nposexaanTe KK noHe Ha Bceku 7 A //
HJTH




Cnan 10 < 0,5 x 10%/1

ITpOABDKETE IEYEHUETO C NEHANIMAOMUA HA
[Mokxausaue a0 = 1,0 x 107/1 CI€ABALIOTO NO-HUCKO A030B0 HUBO (A030BO
HHBO -1)

3a BcekH cheapall cnag noa 1,0 x 10%/1 3a
noHe 7 auv uax cnaa ao < 1,0x 1071 ¢ [IpekbCcHETE NEYEHUETO ¢ NEHATHAOMU] H
acollMMpaHa Tpecka (TenecHa temneparypa | nposexaadre [1IKK noHe Ha Bcekn 7 AHU

> 38,5°C) uam cnag no < 0,5 x 10°/1

[IpoabaxkeTe NeYeHUeTOo C JeHANHAOMUA HA
CJEIBALIOTO NO-HUCKO J030B0 HHBO (A030BO
HHUBO -2 UlK -3). Jla He ce a03upa noa 103080
HUBO -3.

a
[To peuresure Ha nexaps. ako HEYTPONEHURTA € CAWHCTBEHATA TOKCHUYHOCT HA KOSTO M ja € 103080 HWBO, aodasere
rpaHy TOUHT-KOJIOHHOCTHMYnHpaL gaktop (G-CSF).

[okausane 1o > 1,0 x 10%/]

Donuxyraper aumpom (FL)

Tymop-nuzuc cunopom (TLS)

Beuuky naunenT Tpsadsa ga nonyuasat npodunaktuka cpewty TLS (anonypunon, pacGypukasa
WOW C€KBUBANICHT CMOpPe] WHCTUTYUWOHAIHHTE YyKa3aHUs) W ja Owvjar aolpe xuapaTHpaHu
(opanHo) npe3 nbLpBaTa cCeAMMUA OT MbPBHK LIUKbJ UM 33 NO-AbLABI NEPHOA, AKO € KIHMHHYHO
oKasaHo. 3a npocneassaHe Ha TLS, Ha nauueHTuTe TpabBa Ja ce NpaBd XUMHYEH NaHENeH
aHAJIM3 €XKECEAMHYHO NO BpEME HA MbPBHUSA UUKDBJ H CNOpel KNHHUUYHHUTE NOKa3aHHA.
JlenannaoMHA MOe Aa Ce NPOABLIIKK (NoAabpXKaLIa 103aTa) Npy nauueHTu ¢ naboparoped TLS
Moy knuHuued TLS Crenen 1, unu no npeueHka Ha fexaps Ja ¢ HaMald 103aTa ¢ €AHO HUBO W
Aa Ce MPOABJKH JIEYEHHETO C JieHAIHAOMHUA. Tpabea Aa ce OCHIYPH HHTEH3IWBHA HHTPABEHO3HA
Xuapatauus U NOAXOAALIO MEIMUMHCKO JIEYeHHE B ChOTBETCTBHUE ¢ MECTHHTE CTAHAApPTH 34
FPUKH 0 KOPHTUPAHE Ha €MEKTPOJNTHHTE aHoManWn. Moxe na e HeobxoguMma Tepanus ¢
pacOyprKkasa 3a HaMaIABAHE HA XHNEPYPHUKEMUATA. XOCMUTANN3ALMATA HA NaUHEHTa e Obe
Mo NpeLeHKa Ha NeKapA.

[lpy nauMenTH ¢ knuduuen TLS CreneH 2 00 4, npexkbCHETE NEHANKWIOMHI H [IpABETE XHMHUEH
NaHeNeH aHaH3 eXECCAMHYHO MIN CROpel KIMHWYHWTE nokasauud. Tpabea na ce ocurypu
MHTEH3HBHA WHTPABECHO3HA XHApPATALUHA U MOAXOAALIO MEAHLUKHCKO NEeUYSHHE B ChOTBETCTBHE C
MECTHHTE CTaHAAPTH 3@ IPHXK 10 KOPUTHpaHe Ha EJEKTPOJWTHUTE aHOManuHn. Tepanudara ¢
pacOypukasa M XocTMTanu3auusTa we Obaar no npeuenka Ha nekapa. Koraro TLS npemune ao
Crened 0, pecraptupaliTe NeHanwaAOMHA NpW CleABallaTa MO-HHUCKAa A03a MO NpeLeHka Ha
nekaps (BxK. Touka 4.4).

Peaxyus na axmusupane na mymopa

[lo npeuenka Ha lekaps NpUeMbT Ha NEHANHIOMH], MOXE Aa Objle MPOABIKEH APH MALHEHTH C
peakuua Ha aktuBrpaHe Ha Tymopa (TFR) Crenen 1 vnu 2 6e3 npexbeBaHe nay Moaudukanus.
[lo mpeueHka Ha JieKaps MOXe Aa € MPUNOKH TEPanus ¢ HECTEPOHAHH NPOTHBOBbLINATHTENHH
cpeactea (HCIIBC), KOPTHKOCTEPOHAM € OrpaHMYEHAa NPOALMKHUTENHOCT /MM HAPKOTHYHM
aHanreTHum. Ilpu mauneHTn ¢ TFR Crenen 3 unu 4, cnpere JIeHEHHETO C NEHANHIOMMUA M

ce paspewn no < Crenel |, pecrapTHupaiiTe eyeHHeTOo C JEHATHAOMHA CbC CHULOTO A0
332 OCTaHanara 4act OT UMKbiaa. IlauveHTHTe Morar na 6baat JiekyBaHW 3a OBJI
CHUMNTOMHUTC CbIrNacHO yKa3aHunATa 3a jeuyeHue Ha TFR Crened | n 2 (Bx. Touka 4.4)
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Beuurku unouxayuu

[Ipy apyru nposBH Ha TOKCHYHOCT OT Ctened 3 unu 4, 33 KOMTO € NPELEHEHOD, Y€ Ca CBbP3aHH
C IEHANUAOMUJ, NleueHHeTo TpadBa Ja ce cnpe H Aa ce Bb30OHOBH Ha CIEABAILOTO MO-HUCKO
A030BO HHBO, KOraTO TOKCHYHOCTTA AOCTUIHE CTeneH <2 no npeueHka Ha nekaps.

[Ipn koxeHn obpue ot CtreneH 2 und 3 Tpabra aa ce OOMUCAH NPEKBLCBAHE MW CNUpaHe Ha
neHanuaomua. Jlenanuaomua TpabBa aa ce cnpe MpU aHrdoeaeM, aHadHIaKTHYHA peakums,
obpus Crened 4, exchonuatuBeH nau OynozeH oOpPHB MM ako Ce€ MOJAO3MpAa CHUHJAPOM Ha
Stevens-Johnson (SJS), TokcHyHa enuaepManta Hekponu3sa (toxic epidermal necrolysis, TEN)
WIIH JIEKAPCTBEHA Peaklus ¢ €03uHOPUIUA U cucTeMHd cuMnToMHu (DRESS) v He Tpabea aa ce
3an04Ba OTHOBO CJIeA CIIUPAHE NOpaad FOPHUTE PeaKuHHu.

Cneyuannu nonyaayuu

o JlenuaTpHyHa nONyJalns

Jenanuaomun I'puHAacKke He TpsabBa Aa ce npuaara fpd Aeua U KHOWK OT PaXAaHETO A0 NMOJ
18 ronuHH nopaau crobpaxkeHus 3a HezonacHocT (BA. Touka 5.1).

e (Tapuyecka Bb3pacT

HannyHHUTE NOHACTOALIEM (apMAKOKHHETHYHM AAHHU Ca OMUCAHK B TO4ka 5.2. B KAMHHUYHH
MpOYUBaHHWs IEHATHAOMHA € OUN npunarad Ha MauueHTH ¢ MYJITHIUIEH MUENOM Ha Bb3pacT J0
91 roauHu (BX. Touka 5.1).

ToH kaTo e TMO-BEPOATHO NALUEHTHMTE B CTApyecka BbL3PACT Ja HMar HamaneHa ObOpeduHa
pyukuua, TpabBa BHUMATENHO Aa ce noxbupa no3atra W O6u OWNO pasyMHO Ja ce caeau
OrbpeuHaTta pyHKUUA.

Hosoduazrnocmuyuparn Myamunien MUeaOM. RAYueHmu, Koumo He ¢a NoOxo0yu 3d
MPAHCNAGHMAYUS

[TauMeHTHTE C HOBOAMArHOCTHLHUPAH MYNTHUIUIEH MHEAOM HAa BB3PACT 75 M NOBEYE TOAHHH
TpsOBa BHHMATENHO Ja e OLEHABAT, Npeau Aa ce obMucns neyeHue (Bx. Touka 4.4).

[lpy nauuenTd Hag 75-roAuWliHa Bb3PACT, JEKYBAHH C JEHANUJAOMWJ B KoMOWHauMs ¢
AeKcaMeTa30H, HayajHata 1o3a aekcaMeTasoH € 20 mg BeaHbx AHeBHo Ha AHK |, 8, 15 1 22 ot
BCEkHU 28-nHeBeH eveden UUKhII.

He ce npeanara agantvpaHe Ha 103ara NpH NAaUMEHTH HaJ 75 FoAMHH, KOMTO Ca JIeKYBaHH
C IEHANUAOMHUA B KOMOKHaLMA ¢ MesadanaH 1 npeiHH30H.

[Ipn nauueHTd ¢ HOBOAMArHOCTULMPAH MYJTHIJIEH MHEJIOM Ha Bb3pacT 75 W noBede roJWHH,
KOMTO fI0/IyYaBaT JEHAIHAOMHA, UMA MO-BMCOKA YECTOTA HA CEPHO3HH HEXENaHW peakLun W
HEXENaHH peaKUHH, KOWTO BOAST OO CNHPaHE Ha JIEYEHHETO.

KoMOnHupanara Ttepanus ¢ JEHANTWAOMHA CE€ MNOHACHd MNO-31€ NPH  MALUEHTHTE C
HOBOAHArHOCTHUHPAaH MYJITUILNEH MHUENOM HAZ /5-rojuliHa BL3PACT B CpaBHEHKE ¢ NO-MAajaT
nonynauua. Te3u MALMEHTH MOPEKPATABAT JICUEHHETO NO-UECTO MOPAAH HEMOHOC
(Hexenanu cubuTUs CreneH 3 unu 4 U CEpUO3HM HeXenaHd CbOUTHA), B Cpas
NAUKEHTHTE < 73 rOJHHM.
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Myamunnen muenrom: nayuenmu ¢ nowe eOHa npedxoxicoauwa mepanus

[IpOLEHTBT HA MAUHEHTHTE C MYJTUINEH MUENoM Ha 65 roauiHa Bb3PacT WIH MOBEYE HE CE
€ pa3iuyaBan 3HAYMTEIIHO MEXIY TPYNUTE, NEKYBaHHW C JIEHATHAOMMI/AeKCaMeTa30H
W nnauebo/aexkcameras’od. llpy Te3d nauneHTH He € HabnwoaaBaHo ofWO pa3nHyWe B
be3onacHOCTTa ¥ €PHKACHOCTTA B CpPaBHEHHUE C MO-MIAaH, HO HE MOXE Aa Obae W3KNoYeHa no-
M3pa3eHa MpeapasnoNOXEHOCT NPH NO-Bb3PACTHH HHAUBUAM.

DoauKyraper AuMpom

[lpy nauuentn c QonukynapeH aWMEPOM, NEKYBaAHM C JEHANTHAOMMA B KOMOHHAUHA C
pUTYKCHMa0, obLiaTa YecToTa Ha HEXENAHUTE peakUMK € noaoOHa MpU NaLKHeHTH HA BbL3pacT 65
MY noBeYe FOJAMHHM B CpaBHEHUE C MALUMEHTH Ha Bb3pact noa 65 roandu. He e Habnopapana
obuia paznuka B €PUKACHOCTTa MEKY ABETE Bb3PACTOBHU IPYNH.

¢ [laynenty ¢ 6K0peUHO yBpeXKAaHE

JlenannaomMua ce oraens npeauMHO ot OwOpeuuTe;, MALMEHTUTE C MO-TOJNIAMA CTENeH Ha
OBOpeuHo yBpexkAaHe MOraT Aa MMAT HapyUIEHA NOHOCHMOCT KbM fledeHneTo (BXK. Touka 4.4).
TpsabBa BHUMAaTEHO NOADHpPAHE HA 103aTa U CE MpenopbuBa cleleHe Ha Ob6peunara hyHkuUHA.

He ce nanara agantupaie Ha no3ara NpH NaUHEHTH ¢ Neko OLOpeyHO yBpeXxaaHe H MYJATHNEH
MHEIOM UM PONUKYNapeH TUM§oM.

[IpenopbuBa ce CNEJHOTO ajanTHpaHE Ha A403aTa B HA4YalloTO HA Tepanuatra B npe3 UsloTo
BpeMeTpacHe Ha JICYEHHETO NPH NAUWEHTH C YMEPEHO UM TEKKO yBpeacHa 6bOpeuna dpyHkunsd
WIH npu TepMUHanHa ObOpeyHa HEAOCTATHUHOCT.

Hama onuT oT u3nuTBaHus ¢aza 3 npu TtepMuHanHa O6b6peuHa HeaoctaTbyhocT (End Stage
Renal Disease, ESRD) (CLcr < 30 mi/min, Hanarawma guanusa).

Myrmunsen muenom
buOpeuna ¢pyuxuun (CLcr) AjanTHpaHe HA J03aTa
Ymepeno 6L0peuHo yBpexciaHe !
(30 < CLer < 50 ml/min) 10 mg BeaHBK AHEBHO
Texko GbOpeUHO yBpeX aaHe 7,5 mg BEAHBK AHEBHO'
(CLecr < 30 ml/min, 6€3 Hykaa ot nnanusa) 15 mg npe3 aex
5 mg BeAHbX AHEBHO. B
Tepmunanna 6u6peyna HepocraThuHocT (KCBH) AHUTE HA AHAIU3A j1o3aTa
(CLcr <30 mi/min, ¢ Hy)X1a OT AHaan3a) TpAOBa Na ce npunara cnej
JUAnu13ara.

|
HMosara moxe aa ce NOBUINK 10 15 mg BeAHBXK THEBHO clien 2 HHKLIA, AKO HAMA OTrOBOP HA IEHEHUETO M NIALIMEHTDLT
HMa J00pa MOHOCHMOCT KbM HETO.

2
B crpanruTe, kbaeTo ce npeanara kancynara or 7,5 mg.

Doruxynapen aumpom

ANanTHpaHe HA R03AaTA

AHu ot 1 po 21 ot /
buopeuna pynxuns (Clcr) ﬁmﬂ'rapﬂmu ce 28-nuf FSEH

LIMKIH) ok

12




YMepeHo Ob0peYHO YBpexXJaHe
(30 < CLcr < 60 ml/min)

Texxo 6BLOpeUHO yBpEKAAHE
(CLcr < 30 ml/min, 6e3 Hyxaa ot AManusa)

Tepmunansa 6v06peuna HegoctaTb4HOCT (KCBH)
(CLcr < 30 ml/min, ¢ Hy1a oT 1uanu3a)

1
Jlosara Moxe ja ce NoBUUIM A0 |5 mg BENHBK AHEBHO CNEA 2 LUKBLAA, AKO NALMEHTHT UMA A00pa MOHOCHMOCT KbM
NEYCHUETO,

2
3a naurerTd ¢ HavanHa ao3a ot 10 mg, B cayuali Ha HaManaABaHE HA N03aTa 34 YNPABNEHHE HA HEYTPOMEHHS WAM
TpombounTonenns Crenex 3 nam 4, unun apyra Ctened 3 uinu 4. TpH TOKCHYHOCT, 32 KOSTO C€ CMATA, HE € CBhPIaHa ¢
NCHAMHAOMK, 1a HE C€ 1aBa 1034 No4 5 g npe3 AeH.

> Nanmentu ¢ Texxo Ob0peuHo yepexkgare vin KCbH ca nakniouenn ot npoyusaHseTo.

10 mg BeAHBLXK JHEBHO

3
HamMa HaluyHU JaHHH

HaMa HaTHUHH JaHHU®

Cnep 3anoyBaHe Ha TCpaAIlniA € NCHANMHAOMKU I, NMOCICABAlLlATa POMAHA HA N03aTa NCHANUIAOMH A
MMpyY NauHEHTH C 6']:6])6'—!!—[0 YBDCXKAAHC TpﬂﬁB& Add C€ OCHOBABA Ha MOHOCHMOCTTA KbM JICUECHUETO
Ha OTACJ/IHUA [TAUHCHT, KaAKTO € OIMHUCAHO NOo-rope.

e TlauueHTd ¢ 4epHoaApOOHO YBpeXkaHe
JleHanupaomua He € opMUManHO NPOYUBAH [PH MALUEHTH C YBPEACHA YEPHOAPOOHA DYHKLUA W
HAMA CrieuHPUIHH NPENOPBKH 3a 103aTa.

Ha4uH Ha NpUROKEHUE
[lepopanHo NpUNOKEHUE.

Kancynure Jlenanngomua ['punaexkc tpsbea na ce npuemar nepopanHo, no npuOIU3MTENHO
€/IHO U CbLUO BpeMe B onpelenenute AHU. Kancyaute He Tpabea na ce oTBapsaT, uynsaT WM
ALBYaT. Kancynurte Tpa0Ba na ce rbJTaT Heny, 3a NpeinovYMTale ¢ BoJAa, CbC MK 0e3 xpaHa.

[IpenopnuBa ce 1a ce HATHCHE CaMO €AWHUAT Kpait Ha Karcynara, 3a Aa ¢e U3BalHl oT GnucTepa,
KaTO TaKa C€ HAMAJIABA PUCKBT OT Ae)OPMHUPAHETO WM CUYNBAHETO H.

4.3 IIporHBONOKA3AHHA

e (CBpPbXYYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO HJIH KbM HAKOE OT NOMOLUHHUTE BELIECTBA,
H30poeHHu B TouKa 6.1.

o [lpn OpEMEHHH XKEHH.

e [lpu xeHu ¢ AeTepoaeH NOTEHUNAN, OCBEH aKO ¢a Cna3eHH BCUHKH ycnoBus no [Tporpamara
3a NpeBeHUHA Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 U 4.6).

4.4 Cneuna/iHH nNpeaynpexaeHus H NpeANa3HH MEPKH NpH ynorpeda
KoraTto JeHaNHAOMHA ¢e MPHIAra B KOMOHHALMA ¢ APYrH JIeKAPCTBEHH NPOAYKTH, TpsbBa

Aa €€ MpoYeTe ChOTBETHATA KpﬂTRﬂ XapAKTEPHCTHKA HA NPOAYKTA NPEAH 3AMM0OMBAHE HA
JICHUEHHETO.

[IpeaynpexaeHns npyd 6peMeHHOCT
JleHanuaoMna € CTPYKTYPHO CXOQ€H ¢ TaJIMAOMHA. TaluAOMHA € H3BECTHO
AKTHBHO BELUECTBO MPH XOpa, KOETO MNPHYKHABA TEKKH KHBOTO3ACTpAllaB
nedextd. [lpn MalHMyHH neHanuaoMu] € npeau3Bukan MangopMaluH, noj

13



ONHCaHHU 3a TanuaoMui (BX. Touku 4.6 U 5.3). AKo npu xopa no BpeMe Ha OpPEMEHHOCTTA Ce
npuema JICHANKHAOMU], C€ OUAKBA TEPATOTeHEH €eKT.

Ycnosusta Ha [Iporpamarta 3a npeBeHUHA HA OpEMEHHOCTTA TPAOBA Ja Ca U3NLJAHEHH 332 BCHYKH
MALUUEHTH, OCBEH ako HAMAa CHUCyPHO JOKA3aTeNCTBO, 4Y€ MNALUUEHTKATa HAMA JETepoaeH
NOTEHLHaN.

KpuTtepuu 3a xenu 06e3 geTepoaeH NoTEHL AN
[lpueMa ce, 4e NAUHEHTH OT XXEHCKH MOJ MWW NapTHbOPKHW HA NAUMEHTH OT MBbXKH NOJ UMaT
ACTEPOAEH NMOTEHLHA, OCBEH aKO MOHE €IKH OT CACAHUTE KPUTEPHH HE € HAJTHYEH:

e Bwrapact > 50 roavny u ecrecTBeHa aMeHopes 0T > 1 roarHa (aMeHopes clnef aHTUTYMOpHA
Tepanus UK MO BpeMe Ha KbpMeHe HE U3KIKUBA AEeTEPOIEH MOTEHLIHAN)

e lIpexaeBpeMeHHa OBapuaiHa HEQOCTATBUHOCT, NOTBLPAECHA OT CNEUHANUCT-THHEKONOr
JIBycTpaHHa CaNlMHTIO-00(OPEKTOMUSA HIIH XHCTEPEKTOMHA B MHHAJIOTO

¢ XY reHoTun, CHHAPOM Ha TbpHBP, arcHE3Us Ha MaTKaTa.

CuBeTH
JlenanuaoMua € NPOTHBOMOKA3aH NPH XEHU C JeTepoAeH NOTEeHLHal, OCBEH aKo He ca
U3NBbJAHEHH BCUYKY OT CCAHUTE YCITOBHA:

e JKenara pa3bupa ouaKkBaHUA TEPATOrNeHEH PUCK 32 HEPOASHOTO AETE.

e Ts pa3bupa Heobx0auMOCTTa OT edeKTHBHA KOHTpaUenuus, 6e3 npekbcBaHe, 3anouBaila
Hal-Manko 4 ceaAMHUHM Mpean HAYAIOTO Ha JICUEHHETO, N0 BpEME HA LSIOTO fIeUeHHe ¥ Hal-
ManKko 4 CEAMHULH Cie HEroBus Kpat.

o JKeHa c nereponeH noreHuMan TpsaOBa Ja clelBa BCHUKH CbBEeTH 3a e(deKTHBHA
KOHTPALETILIUS, JOPH 1a € C aMEHOpefl.

Ta TpabBa na e B cheTOAHME A cna3Ba €PEKTUBHH KOHTPALENTHBHU METOAH.
Ta e wuHpopmupaHa u pa3bupa nNOTEHIWATHHTE TNOCNEACTBUA OT OpeMeHHOCTTa

H HeoOXO0AMMOCTTA OT He3alaBHa MENHLHHCKA KOHCYNTAaUMA, aKO HMMa PHCK OT
3abpeMeHsBaHe.

e T4 pazbupa Hy)KJaTa Aa 3an0YHE JIEMEHHETO Bb3MOXKHO HaH-CKOPO clell OTIYCKAHETO Ha
NEHaNHAOMUA cell OTPULIATEIEH TECT 38 OpeMEHHOCT.

o Tq pazbupa HeoOX0AWMOCTTa H NpUeMa Ja ce MoAnara Ha TeCTOBE 3a OpeMEHHOCT Haii-
MaJiIkO Ha BCEKH 4 CEAMHLIH, OCBEH B CJy4yaidl Ha NOTBbpACHA TybapHa CTepUan3auud.

* Ts norebpxnasa, ue pa3dupa ONACHOCTUTE W CbOTBETHHTE MPEANAa3HN MEPKH, CBLP3aHU
C U3N0N3BAHETO HA NeHATHAOMN .

[Ipy nmauMeHTH OT MBXKH NOM, NpUEMAlLK NeHANMAOMH], (PAPMAKOKHHETHUHUTE JaHHW
NOKa3BaT, Ye JeHANHAOMHA C€ ChAbPKA B HOBELLKATA CNEpMa B U3KIIOYHTEIHO HUCKH HKBA MO
BpEME Ha JICUCHHETO M € HECOTKpHBAacM B YOBELUKATa chnepMa 3 JHU CNeAd CnUpaHe Ha
BCILECTBOTO NpH 3ApaBHA WHAMBHA (BX. Touka 5.2). Karo npeanazHa MApka U Karo c¢e UMart
NpeABHA CMNELHANHHTE NonynauuK MPOALMKUTEIHO BpEME Ha €lHMHHHpaHe, KaKBHTO ca
naueHTire ¢ OBLOpevyHO yBpexkaaHe, BCHYKM MAUMEHTH OT MBXKKH [ON, nNpHeMallH
NEeHaNUAOMUA, TPSOBA 1a OTrOBapAT HA CINEAHUTE YCIOBHUS:

e Jla pasbupar ouakBaHKHs TEpATOreHEH PHCK NMPH NOJOB KOHTAKT ¢ GpeMeHHa xeHa Wil XKeHa
C AETepOieH MOTEHIHAN.

¢ Jla pa3dupar HEODXOOWMOCTTA OT HW3MON3BAHE HAa NPE3EPBATHB TNPH MMOJOB KOHTHEF~C

OpeMeHHa XE€HA HMAM )KEHa C JAeTEepoAeH MNOTEeHUHWal, KOSATO He npujara g 7
KOHTpauenuusi (IOpH ako MbXXbT € MMal Ba3eKTOMHA), NO BpeMe Ha JgHeNdero 1 T
FWer
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NPOALXKEHHE Ha Hali-mManke 7 AHW Cnel BPEMEHHO NpPEKbCBaHE W/WAM CIHpaHe Ha
NIEYEHHETO.

e Jla pa3zfupar, ue ako mnapTHbopkata WM 3abpemeHee, AokaTo npuemar JleHanuaomua
I'pMHAOCKC WM CKOpO ciel KaTo ca chnpend Aa npuemar Jlenanwaomun ['puHpexc, te
TpAaGBa 1na yBeAOMAT He3abaBHO JeKyBallldf JieKap W Y€ Ce npenopbuBa Ja Haco4ar
NAapTHLOPKATA CH 34 OLCHKA U CHBET KbM JNE€Kap, CHCLUHANMU3HPAH WIM C ONHT B
TEPATONOTUATA.

[IpeanucRatlUAT NeKapCTBOTO TpAOBA a2 OCUIYPH NPH XXEHHUTE C AETEPOAEH MOTEHLIUAN, Ye:

o [lauueHTkaTa c¢e TmpuabLpKa KbM YycnoBufTa Ha IlporpaMara 3a npeBeHUMA Ha
OpeMEHHOCTTA, BKIIOYBAWIK K MIOTBbPIKAEHHKE, Y€ TR NPOABABA 1OCTATHYHO paszOupane.

o [lauMeHTKaTa € NOTBbPAHIA I'OPECTIOMEHATHTE YCIIOBHS.

KoHnTpauemniug
Kenu ¢ perepoaeH noreHuuan tpsadbea Aa M3NON3BaT €AUH e(dEeKTUBEH KOHTPALENTHUBEH MeToA

Hali-Manko 4 CeAMHIM Npeld TepanuaTa, NO BPEME HA TEPanuaTa U HalW-Manko 4 ceMULH crel
TepanufaTa ¢ JCHANMAOMHMA W AOPH NMPH BPEMEHHO NPEKbCBAHE, OCBEH aKO [MAalMEHTKAaTa HE
Bb3NPHEME NBJHO H MPOABIKHTENHO Bb3AbPKAHUE, NOTBLPKAABAHO €KEMECEYHO, AKO HE e
NPUBUKHANIA KbM e€(QeKTHBHA KOHTpalenuus, nauueHTkara TpsOBa Aa ObAe HACOUYEHA KbM
MEANUHHCKH CIEUHANUCT CbC ChOTBETHATA MOArOTOBKA 32 KOHCYJITALUMA 32 KOHTpaLenuus, 3a 1a
Ce 3aMoyHe NMPOBEKAAHETO HA TaKasa.

Moxke fa ce OOMHCIAT CNEeJHUTE MPHMEPH 3a NOAXOAALLN KOHTPALENTHBHH METOAH:

® UMMJAHTAT,

BbTPEMATOYHA CHCTEMA, OCBOOOXK1aBAILA JICBOHOPTECTPEN;

Acno ¢opMa Ha MEJPOXCHIIPOrEeCTEPOH ALETA;

TyOapHa CTEPHIN3ALHNS,

NOMOBU KOHTAKTH CaMO C NAPTHBLOP, NPH KOUTO € H3BbPLUEHA BA3E€KTOMHS, BA3CKTOMHATA
TpsAOBA Ja € NOTBbPAEHA C ABAa OTPRUATEIHM aHaIM3a Ha CNepMa;

@ HHXHﬁHpHLLlH OBYJ/IAUHATA Xan4yera caMo € nporecTepoH (T.E. HESOFECTPEH).

He ce npenopbuysat koMOWHUpaHH nepopanHd KOHTPALENTHBU NPH MNALHEHTKH C MYJITHMNAEH
MUEJNIOM, NpHEMallH JcHanuaoMK] B KOMOMHUpaHa Tepanus, U B [0-Manka CTEneH Mnpu
MALHEHTKH ¢ MYITHIIEH MHENIOM, MONyYaBallH MOHOTEPANHA C JCHANMAOMMA, MOOpaiu
MOBHUICHUSA PHCK OT BeHO3Ha TpomMOoemboauna (Bx. cblio Touka 4.5). AKO nauMeHTKara npuema
KOMOWHHpaHU TMEpOpalHH KOHTpaUeNnTHBH, TH Tpa0Ba Ja NMPEMUHE HA e€JuH OT ehEeKTHBHHTE
METOAM, U3OpOoeHH no-rope. PHCKBT oT BeHO3HAa TpomOoemOoHA npoabkasa 4—6 ceAMHUM
Clea npekpaTsaBaHe Ha KOMOMHMpaHaTa nepopanHa kxoHTpauenuusa. EdwukacHocTra Ha
KOHTPAUECNTHBHHUTE CTEPOHAH MOXE Aa € HAMAJICHA TIPH €1HOBPEMEHHO IeYEHHE C JeKCAMETAa30H
(BX. TOuKa 4.5).

HMmnnantaTHTEe M BbLTPEMATOYHHTE CHCTEMH, OCBOOOXAaBallld NEBOHOPrecTpen, Ce CBbp3Bar
C MOBHIIEH PHCK 32 MH(EKTUpaHEe NPU NOCTABAHETO MM W 33 HEPENOBHO BarHHaJIHO KbPBEHE.
Tpnabsa na ce obMucnM aHTHOMOTHYHA NpodUNaKTHKE 0COOEHO NPH MALUEHTKH C HEYTPOTNEHHS.

[lo npuHUMn He ce NPEenopbYBAT BBLTPEMATOYHU CUCTEMH, OCBODOXAaBallly Me erw
MOTEHUHANHUA PHUCK 33 WMHQEKTHPAHE MPU NOCTABAHETO UM U 3a 3aryba Ha
MEHCTpYaJlHa KpPbB, KOWTO MOXE Ja M3J0XKAT HA PHUCK MAUWEHTKH C Hey
TPOMOOLHTONEHHA.
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TecToBe 3a OpeMEHHOCT

Cnopea MecTHaTa NpakTHKa 3a XKEHHTE C NETEPOACH MOTEHUWan TpadBa jia ce mpoBexaaT
KOHTPOJAHPaHH OT MEAHUHHCKO JIMLE TECTOBE ¢ MHHHManHa uyBcTBrTenHocT 25 mlU/ml, kakto
€ CIIOMEHATO NOo-A01Y. TOBa U3HCKBAHE CE OTHACH M 34 XKEHUTE ¢ AETEPOJAEH NOTEHUHAN, KOUTO
CHAa3BaT NbIHO H NPOALIXKHKHTENHO Bb3AbpaHHe. B uaeannus cnydyah TeCTbT 3a OpEeMEHHOCT,
H3[JaBAHETO HA peuenTara H OTNYCKAHETO HA JICKAPCTBEHUS NPOAYKT C€ OCHLUICCTBABAT B €MH U
Chbill AeH. OTMYCKAHETO HA JICHATMAOMH]l HA XKEHU C JETEPOAEH MoTeHuMan TpadBa na cTaBa B
pamMKuTE Ha 7 JHHU clied npeanUCBaHeTo.

IIpedu 3ancusare Ha eueHue

Tect 3a OpPEMEHHOCT, KOHTPOJIUPAH OT MEJUUMHCKO auue, TpabBa aa ce mnposede NpH
KOHCYJNTALMATA, KOraTo ce NpeAnucBa JNECHAIWAOMMIA, WM Npe3 NpeAulIHuTe 3 IHH Npeau
NOCELEHHETO MNpH TMpeRnUCBatLlUA  JieKap, ako MauWeHTkata € npunarana edeKTHBHA
KOHTpaLenuus noHe B nocaeauute 4 ceaMnuu. Lienta Ha Tecra e ga noTBLPAH, Y€ NaLUEHTKATA
He ¢ OpeMenHa KbM MOMEHTA Ha 3aNOYBaHE HA ICYSHUETO C NeHANTUAOMH,

IIpocredssane u kpau Ha revenuemo

TecT 3a OpeMEHHOCT, KOHTPOAUPAH OT MEAULIMHCKO JiHLE, TPAOBA [a ce NPOBEX1a Hali-MaJIKo Ha
BCeKH 4 CeAMHLH, BKI. Hai-manko 4 ceaMHLUM cled Kpas Ha Ae4YEHHETO, OCBeH B Cayuyaif Ha
noTsbpAaeHa TybapHa crepunuiauus. Tesn tecToBe 32 OGpeMeHHocT Tpsi®Ba Ja ce MpoBexaaT
B ICHA HA NPEATNMCBAHE Ha JIEKAPCTBOTO UAH NPE3 NPEAHLLHUTE 3 AHH NPEAH NOCELIEHUETO NPH
NnpeanyucBallug nexap.,

BONbAHUTENHH NTpeana3zHi MEPKH

llaunenture TpsbBa na ObLAar MHCTPYKTHPaHW TNpH HUKAKBH OOCTOSITENICTBA Aa He [aBaT
NEKapCTBEHHA MPOAYKT HA JAPYrH JMUa M A4 BPbLUAT HEM3MNOA3BAHHTE B Kpas Ha JICYEHHETO
Kancynu Ha Texsusl GapMauenT 3a 6€30M1acHO U3XBLPASHE,

INauueHTuTe HEe TpsibBa Na napsABaT KPbB MO BpeMe HA TepanuATa W HaM-manko 7 OHU chen
peKpaTsBaHe Ha IEUEHHETO C JICHANKA0MHU .

MeaULIMHCKHTE CIELHANNCTH W 1HMLATa, KOUTO Ce rPUXaT 3a NalUeHTUTEe, TpAOBa Aa HOCHAT
PbKaBHLHK 3a eNHOKpaTHa ynotpeda, korato dopaesat ¢ Oaucrepa uny kancynarta. JKeHH, KOUTO
ca OpeMEHHH WJIX MOJO3HPAT, Ye MOXeE Aa ca OpeMeHHH, He Tpabea aa Gopasat ¢ 6aucTepa WK
Kancynara (Bx. Touka 6.6).

OOyudTe HH MATEpPUANU, OrpaHHYEHHd 3a NPEANUCBAHE U OTNYCKAHE
C uen na ce NOMOrHe Ha NauMeHTUTE Aa U30erHaT eKCno3uuus Ha deTyca Ha JeHATUAOMHUA,
MpUTEXATENAT HA paspelleHrero 3a ynorpeba e NOACHIYPH MEeIHUHHCKUTE CNELHANHCTH
C O0OYUMTEIHN MATEPHANH, NMOACHIBALLM NPEAYNPEXIEHHATA 32 OYaKBaHUS TepatoreHeH edekr
Ha JICHANHAOMHKA, AABALM CHBET 3a MPHJIaraHe Ha KOHTPALENLHA NMPEAU Ha4anoTo Ha TEpanuaATa
W HACOKH 3a HeoDXOAMMOCTTAa OT NMpOBEXAaHE Ha TecToBe 3a OpeMeHHocT. FlpeanucsawusT
nekap tpsdBa Oa YBEAOMH MALMEHTUTE MbXE M XEHHM 3a OYAKBAHHS PUCK OT TEPaTOreHHH
ehexTH M 3a CTPOFMTE NpPEeAna3sHH MepkH cpelly 3abpeMeHsBaHe, KAaKTO ca ONpeAeNeHH B
[lporpamara 3a npeseHUMA Ha OpeMEHHOCTTa, M Ja JRaNe HA MNALKEHTUTE CbOTBET




paznpocTpaHeHue. CUCTEMATa 3d KOHTPOJHPAHO pa3NPOCTPAHEHUE BIUIHOYBAE H3IOJI3BAHETO HA
KapTa Ha MaUWEHTa W/WJIM CKBUBANCHTEH Cnocod® 3a KOHTPON HA NpEeANUCBAHETO W/HIK
OTNyCKaHeTO M chbOMpaHeTo Ha MOoApoOHHM JaHHHW, CBBLP3aHW C NOKA3AHHETO, 3a [a ¢ Cneau
BHUMATENIHO ynoTpedaTa H3BLH OACOPEHOTO MOKA3aHUE HA TEPUTOPUATA HA CTpaHata. B
WaeanHus cAy4YaH TeCTbT 3a OpeMEHHOCT, MU31aBaHETO Ha peuenTaTta W OTNYCKAHETO HAa
JeKapcTBOTO TpsiOBa &a CTaBaT B €AWH H Cblil ACH. OTNYCKaHETO HA JICHANKAOMMI HA XKEHHU C
JeTepoAeH MOTeHUMan TpsAdBa jJa CTaBa B pPaMKUTE Ha 7 AHH CACA NPEANUCBAHETO W chen
OTPUULATENEH DPE3YNTAT HA TECT 3a OPEMEHHOCT Mol MEAHUUHCKO HabnwaeHue. Peuenture 3a
KEHHU C AETEPOCH MOTEHUWAN MoraT Aa 0baaT 3a MaKCUMaNHA NPOABLIKHTEHOCT HA IEYEHHUETO
4 ceaMuUM cnopea OA0OpEHMTE NOKA3aHHWA 3a PEXUMH Ha Ao3vpaHe (BX. Touka 4.2), a
pPELENITUTE 3a BCHYKH APYrH MauMeHTH Morar Aa O0bJaT 3a MakCMManHa MPOABJXKHMTEIHOCT Ha
neueHueTo 12 ceAMULIH.

Hpyru cneunanHuy npeaynpexaeHud ¥ 0peana3ii Mepky npu ynorpeda
Hudapkm na muokapoa

MHdapkT Ha MHOKApAa ce cboOlllaBa NpH MaUHEHTH, NONyvaBallH JIeHATHAOMHA, 0COOEHO npH
NaLUUEHTH C U3BECTHH PUCKOBU (PakTOpu U npe3 nbpeUTe 12 Meceua, korato ce ynorpebspa
B KOMOMHALHA ¢ AckcameTa3oH. [laumeHTH ¢ M3BECTHH PUCKOBM (aKTOPH — BKJIKOYHTENHO
npeauluHa Tpomb03a — Tpabsa Aa ce HabnoaaBaT BHUMATENHO H Jia ce NpeanpueMaT AeHCTBHS B
OMUT 74 C€ CBElaT A0 MUHUMYM BCHYKH PDHCKOBH (PAaKTOpPH, KOHTO MOraT fa 6baaT H3IMEHEeHH
(Hanp. nyllieHe, XUNEPTOHUSA U XMNEPAUNUASMHUA).

Benosnu u apmepuannu mpomboemboaunu crbumus

[Ipn naLMeHTH C MYATHINEH MHENOM KOMOHHAUMATA Ha JICHAMWAOMHI C AEKCAMETA30H Ce
CBbp3Ba C MOBHLUEH PUCK OT BeHO3HA TpoMOoeMbonua (NpeaMMHO AbaboKa BeHOo3Ha TpoMbo3a K
benoapobua embonus). PucksT oT BeHO3Ha TpoMboeMbonusa ce Halmogasa B no-Malnka CTeneH
npy NEHATNIAOMHU B KOMOWHaLKA ¢ MelipanaH U npeaHU30H.

[IpyM nauHeHTH C MYNTHIUJIEH MHENOM MOHOTEpAINHUATA C JICHANKAOMHA C€ CBLP3Ba C NO-MaibK
DHCK OT BeHO3Ha TpoMmboembonus (npeauMHO AbAOOKA BeHo3Ha TpomOO3a W OenoapodHa
eMO0oNus) OTKONKOTO MPH NALKUEHTH C MYNTHIIEH MHENOM, JIEKYBAHH ¢ JICHaAIUAOMHUA B
KOMOHHUpaHA Tepanus (Bk. TO4kH 4.5 u 4.8).

IIpn nauMeHTH ¢ MYNTHAJIEH MUENOM, KOMOMHAUMATA OT JICHANHWJAOMHA C AEKCAMETa30H Ce
CBbp3Ba C MNOBMLLIEH PHCK OT apTepHaiHa TpomOoembonusa (npeAuMHO HHGAPKT HAa MHOKapaa |
MO3bYHO-CLAOBH CbOMTHA), KaTo ce HabmogaBa B NO-HHUCKA CTEMeH NpH KOMOMHWpaHE Ha
neHanuaoOMUA ¢ Mendanad M npelHH30H. PHCKBT OT apTepuanHa TpomBoemMOoausa € no-Manbk
MPH NaUHEHTH C MYITHUILNEH MHEJIOM, JIEKYBAHH C JIEHANWAOMHK /] KaTO MOHOTEpanus, OTKOJKOTO
MPH MALUHUEHTH C MYJTUNIIEH MHENOM, JIEKYBAHKU C IEHATWAOMU] B KOMOMHHUPAHO JIeHEHHE.

CnenoBaTenHo, NauMEHTH ¢ U3BECTHH PUCKOBH (PAKTOPH 32 TPOMOGOEMOOJHA — BKJIOUUTENTHO
npeauiuHa TpoMbo3a — Tpsabea na ce Habnonasar sHWMarenHo. Tpabea ja ce npeanpuemar
JCHCTBUA B OMHUT Ja Ce CBeAaT A0 MHHUMYM BCHYKH PHUCKOBH (aKTOpPH, KOWTO MoraT Aa Obaat
U3MEHEHH (Hanp. MylleHe, XUMEPTOHHA U XUNnepaunuaeMus). ENHOBpEMEHHOTO npHiaraHe Ha
CTUMYJIHpALLYM E€pUTpONOE3aTa CpeacTBa UIH TPOMOOEMOONHYHH CBLOWTHS B MHHAJNOTO CHIUO
MOX€E 11a YBEJIMYAT pHCcKa OT TpomMbO3a Npy Te3u NauneHTH. 3aTOBa NPH NAUKMEHTH C MYNTHILIEH




xeMornoOnH Haa 12 g/dl tpabea aa BoAM 10 NpEeKpaTABaHE HA CTMMYJIMPALLM €PHTPONOE3aTa
CpeACTBa.

[lpenopbunTEnHO € NAUMEHTUTE W NekapuTe Aa HabhaloaaBar 3a npu3Hald HWJIM CHMIOTOMH Ha
TpoMboembonus. [lauventute TpabBa na ObAaT MHCTPYKTHPAHH Ja ThPCAT JeKapcKa NOMOLLL,
aKO pa3BHAT CUMNTOMH KAaTO 3aayX, Oonka B MbpAHTE, NOSBA HA OTOLM MO PbLUETE H Kpakarta.
TpsabBa na ce npenopbuBaT NPOPHNAKTUYHH AHTUTPOMOOTUUHM JIEKAPCTBEHW NPOAYKTH,
OCOOECHO NpPU NALMEHTH C AONMBJHUTCNHH PUCKOBH (aktopud 3a TpomOo3a. PeweHueTto 3a
3aM04BaHe Ha aHTHTPOMOOTH4YHA NpodunakTHka TpAGBA aa ce B3eME c/iell BHHMATeNHa NpeLUeHKa
Ha HAJIMYHKUTE PUCKOBU HAKTOPH Ha OTAEIHHA MALNHEHT.

AKO MAUUEHTBT MpPEeTbPNU HAKAKBO TpoMboeMbonnuHo cbOWTHE, nedeHuero TpsadBa jga ce
NpeyCcTaHOBM H [a C€ 3an04yHe CTaHAapTHA aHTHKOoarynaHTHa rtepanus. BeaHara cnen kato
NAUUEHTBT € CTADMIAM3UpA HA AHTHKOAryJAHTHOTO fIEYEHHE M BCHUYKH YCAOXKHEHHMA OT
TpoMO0eMOONIHYHOTO CBbOUTHE CAa NOA KOHTPOJ, NEYEHHETO € JIEHANTHAOMHI MOXE Aa ce
Bb30OHOBH NpH MbpBOHAvYaNHaTa J03a B 3aBUCHUMOCT OT OLIEHKATA HA CbOTHOLLUEHUETO M0J13a-
puck. IlauueHTsT TpAOBa Na NMpOAb/KH aHTHKOAry/laHTHaTa Tepanus No BpeMe Ha Kypca Ha
NeyeHHe ¢ NeHANTHAOMHMA.

benodpobra xunepmonus
Ilpy nauneHTHTE, IEKYBAHHU C NEHANMIOMU], € CbobLaBaT cnyyuad Ha OenoapobHa XMNepToHuS,

HAKOH OT TAX netanHyu. [Ipenn 3anoyBaHe W MO BpeMe HA TepanuaTa ¢ JEHATHAOMMA,
MauueHTUTE TpAOBa Ja OBAAT OLECHEHMU 33 MPU3HAUM U CUMITOMH HA NOANEKALIO CHPACUHO-
benoapobHo 3abonssaue.

Heymponenus u mpomboyumonernus

[ 1aBHHTE TOKCHUHH €(EKTH, JIMMHTHpALIH 103aTa Ha JCHAJIHAOMH], BKIKUBAT HEYTPONEHHS
W TpoMOoLMTONEeHKHA. Ha U3X0AHO HHBO, BCAKA CeAMHLA Npe3 MbpBHTE 8§ CEIMHLK OT NeYeHHETO
C JICHATMIAOMHI W MECEYHO che ToBa TpsabBa Aa ce ciaelu 3a LIUTONEHHWH, KaTO Ce NpaBH NbiHa
KpPBLBHA KapTHHA ¢ Jrndepenunanto dpoene, 6poil TpombouuTH, xeMornobux u xematokpuT. [pu
¢dosukynapeH nMmdom cxeMara 3a HaOnmoaeHue TpaOBa Aa Oble execeAMUUHA NPE3 MbPBHTE 3
CEAMHULM OT LUUKBJ | (28 AHM), HA BCEKH 2 CEAMHULK MO BpeMe Ha UMKIH 2 A0 4 U ciel ToBa B
HA4YaJIOTO Ha BCEKM UMKBR cnej ToBa. MoxKe na ce HaNOXH NpPEKbCBAHE Ha A03ata W/ WM
HaMa/IgBaHE Ha 103aTta (BXK. Touka 4.2).

B cayualh Ha HeyTponeHHA siekapsaT TpabBa na oOMHCIH NpWilaraHeTo Ha pacTeXXHu (HakTopu
B JJEYCHHETO HA NALlUEHTA.

[TaunenTure Tpsadsa na 6baar nocvBeTBAHM He3abaBHO Aa ChoOLWIABAT 3a (peOPUNIHY ENMH3OAM.
IIpenopbunuTENHO € MAUKMEHTUTE N NeKapUTE 1a ca HAOMIoAaTeHK 32 MPH3HALH U CHMIITOMM Ha
KbPBEHE, BKJ/OUYHTEJIHO MNETEXHH M ENUCTAKCHC, OCOOCHO npHv NaUMEeHTH, NOoJy4aBaluu
CHI'BTCTBAWIO JIEKAPCTBEHH NMPOAYKTH, KOWTO MOraT Ja NPUUYHHAT KPbBOH3NUB (BX. TOYka 4.8
XeMOparuyHu HapyLUEeHuUs ).

EnHoBpeMeHHO npuiiaraHe Ha JeHANUAOMUJ C APYTH MHEJOCYNPECUBHY CpeacTBa TPSOBa aa ce
npeanpueMa ¢ NOBHLIEHO BHUMAaHHeE.

e HoBOAMArHOCTHUHpPAH MYATHNJIEH MHENOM: NALKWEHTH, KOMTO ¢a OWIH NOJANOKEHW Ha
ATCK, nekyBaH# ¢ NOAABPKAUIO NEUEHHE C IEHANHAOMHJ

Hexenanure peakunn ot CALGB 100104 Bxnousat ¢u6uTud, chobllasanm cien B

mendanad u ATCK (BIM/ATCK), kakto ¥ cbOMTHA OT neproaa Ha noaabpxa

Bropy aHanu3 ycraHoBsBa CbOMTHS, KOMUTO €A ce€ pa3BHM Cliel 3arnoyBaHe H
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neuyenne. B IFM 2005-02, HexenaHuTe peakudu ca caMo OT NEpPUoAA Ha NOANBLPXKAWOTO
JIeYeHHeE.

Kato usno, HeytponeHus Ctened 4 ce HabaoAaBa NO-4€CTO B paMeHaTa Ha NOAAbpKaLIO
NEeYEHHe C ICHANHAOMH, B CPaBHEHHE C PAMEHATA Ha MOAABLPKALUC NPHAOKEHHE Ha nnauedo B
2 nNpoy4BaHus 3a OUCHKa HA NOAALPXKALLOTO NeveHue ¢ neHanuaomua npu HIAMM nauuenTy,
kouTo ca 6unu noanoxkend Ha ATCK (cvoteetHo 32,1% cnpsmo 26,7% [16,1% cnpsamo 1,8%
cnea sanoupave Ha noaaspxawo neuenne] npyu CALGB 100104, u choreenTHO 16,4% cripamo
0,7% npu IFM 2005-02). [TossunoTo ce B pezynrar Ha nevennero HC neyTponeHus, BoacLlo A0
CTIUpaHe He JieHaNHAOMUA ce HaboaaBa CbOoTBETHO NpH 2,2% ot naunenutuTe B CALGB 100104
U 2,4% ot nauveHtiTe B IFM 2005-02. ®ebpunna HeyTponedna Ctenen 4 ce cbobilaBa ¢he
CXOJHA 4ecTOoTa NpH paMeHaTa Ha NOAAbLPXKALN0 JIEHEHHE ¢ JEHAIHAOMHJ, B CPAaBHEHHE C
paMeHara Ha NOAABbPXKaLLO NPUJIMKEHHE Ha mnaucdo B aBeTe npoyuyBaHua (cbotBeTHO (,4%
cnpamo 0,5% [0,4% cnpsamo 0,5% cnen 3anoysaHe Ha noanbpxawo neveHue] npy CALGB
100104, u 0,3% cnpamo 0% npu IFM 2005-02). ITauuenture Tpabea ma ObAaT ChBETBaHH
He3abaBHO Ja cbobwaBar 3a QeOpHIHH enu304M, KaTO MOXKE [a e HaNOXH NPEKbCBaHE Ha
JEYEHUETO W/UITK HAaMaJIIBaHE HA 103aTa (BX. Tovka 4.2).

TpomOouuToneHus Crened 3 wau 4 ce HabmoaaBa NO-YECTO B paMeHaTa Ha MOAXBPKALLO
JEYEHUE C JICHATMAOMU/J, B CpaBHEHHE ¢ paMeHaTa Ha NOAAbPXKALIO [IPUIIOKEHHE Ha naauedo B
NPOYUBAHHA 3a OLEHKA HA NOARLPXKALLOTO NeyeHue ¢ nedanuaoMua npy HIAMM nauuerTy,
kouTo ca Ounn noanoxxkeHu Ha ATCK (cwvorBeTHO 37,5% cnpamo 30,3% [17,9% cnpamo 4,1%
caea 3ano4saHe Ha noaabpxawo aeycHue] npu CALGB 100104, n 13,0% cnpsmo 2,9% npw
IFM 20035-02), [launeHTnTe M NexapuTe cleasa ja ca HabaoJaTeNnHHu 3a MposiBH H CUMITOMH Ha
KbpPBEHE, BKJIIOYHTEIIHO NETEXHMH H ENHUCTAKCUC, OCODEHO NpPU NALUEHTH, KOUTO MNOJY4YaBaT
CbII'BTCTBALO JICKAPCTBEHW NPOAYKTH, CKJIOHHM Aa MPEAW3BHKAT KbpBeHE (BX. Touka 4.8,
XeMOparu4yiy HapylueHus).

o HoOBOAMArHOCTHLIMPAH MYJTHIACH MHENOM: NAUMEHTH, KOWTO HE ca NOAXOAAUM 33
TPAHCIIAHTANNS, IEKYBAHU C IEHATUAOMUA B KoMOHHaLKA ¢ BopTre3oMub 1 AeKkcaMeTasoH

Heytrponenuss Crtenen 4 ce HabmogaBa ¢ r10-HUCKA 4eCTOTA B paMOTO Ha JIeHANHMAOMHA
B kKOMOHHauKa ¢ boprezoMHb U aekcamerason (RVd), otkonkoto B cpaBHHTENHOTO paMo Ha Rd
(2,7% cnpamo 5,9%) B npoyusanero SWOG S0777. ®ebpunna Heyrponenwus CreneH 4 ce
cholbuiaBa CbC CxoAHa yectoTra npu pamenara Ha RVd u Rd (0,0% cnpamo 0,4%). [lauuenTrre
Tpabea Aa O6bAAT nochBeTBaHN HezabaBHO Ra choOlaBaT 3a (edSpunHyu enun3logu, MOXE Ja ce
HaJIOXHKH NPEKbCBaHE Ha fICYEHHETO W/ MU HaMansgBaHe Ha Ao3aTta (BxK. Touka 4.2).

Tpombouuronenus Crenew 3 mam 4 ce HabnwopaBa mo-yecto B pamoTo Ha RVd, oTkoakoro
B CpaBHHTENHOTO pamMo Ha Rd (17,2 % cnpsamo 9,4%).

¢ HoBoaWarHOCTHUMpPAH MYITUILICH MUENOM NpU MALUMEHTH, KOMTO HE ca MOJAXOASAUIN 3a
TpaHCNJAHTALHA, NEKYBAHU C JCHANUAOMUI B KOMOHHALIMA ¢ HUCKA 1033 A€KCAMETA30H
Heytponenus CteneH 4 e HabniofaBaHa B paMeHata Ha JIEHANMAOMHA B KOMOWHALMA
C AeKCaMeTa30H B [M0-Majlka CTENEH, OTKOJKOTO B cpaBHHUTenHoto pamo (8,5% npu Rd
[npoabaxkuTento nevyenune] u Rd18 [neueHne B npoabikenue Ha 18 ueTUpUCEAMUUHH LMKIHU]
B cpaBHeHHe ¢ 15% B paMOTO Ha MendanaH/npeaHH30H/TaNHAOMUA, BXK. Touka 4.8). EnuzonuTe
Ha (eOpuiiHa HeyTporneHus CreneH 4 ca cpaBHUMH CbC cpaBHUTENHOTO pamo (0,69 '
v Rd18 nenanvaommnp/aekcameTa3oH-NeKyBaHH NalMeHTH B cpaBHenue ¢ 0,7%
Mendanas/npeaHU30H/TanuaoMHA, BX. Touka 4.8).
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TpombouuTonenus Crened 3 unan 4 e nabnoaasaHa B nNo-Manka ctened B paMeHata Ha Rd
U RA18, oTKONKOTO B CpaBHUTENHOTO pamo (CboTBeTHO 8,1% cnpsamo 11,1%).

¢ HoOBOAMArHOCTHUWPAH MYATUNJIECH MHENOM MNpPH NALUKEHTH, KOWTQ HE ¢a NOAXOASUIH 34

TPAHCTIIAHTAllHA, JEKYBAHHU C IEHAAHAOMU T B kKOMOHHAUUA ¢ Mendanad W npeJHH30H
KoMOuHauusaTa Ha jeHanMaoMu ¢ MendanaH W NpeaHU30H B KJIMHHYHH W3NMTBAHUA MNPH
NalUEeHTH C HOBOAHATHOCTULUMPAH MYNTHIJIEH MMENOM C€ CBbp3Ba C MNMOBHMUIEHA YECTOTA Ha
HeyTporieHust Crened 4 (34,1% npud naudeHTUTE OT paMoOTO Ha MendanaH, NPeaHH30H W
JeHAIMAOMHUA, nocjaeaBaHo oT JeHammaoMua [MPR+R] u  wMeadanan, npeaHusoH o
JICHATHAOMHUA, nocnensaHo oT nnauedo [MPR+p], 8 cpaBHenne cbc 7,8% npu naumenTw,
nekyBaHd ¢ MPp+p;, Bx. Touka 4.8). Enuzonu Ha debpunda HeyrponeHus CreneH 4 ce
Habmopnasar paaxo (1,7% npn nauuveuty, nexysauu ¢ MPR+R/MPR+p, B cpaBhenne ¢ 0,0% npu
NAUHEHTH, JeKyBaHn ¢ MPp+p; Bx. Touka 4.8).

KombuHauuaTa Ha neHanuaoMua ¢ MendanaH 1 OpeJHU3O0H [iPH MALMEHTH C MYJTHINIEH MHEIOM
ce CBLp3Ba C NoOsHtlieHa yecTtoTra Ha TpoMmbouuToneHus Crenen 3 M 4 (40,4% npu naumeHThm,
nekysaHd ¢ MPR+R/MPR+p, B cpasnenue ¢ 13,7% npu nauueHTty, nekysann ¢ MPp+p; Bx.
Toyka 4.8).

¢ MyaTHnaeH MHEIOM: NALMEHTH C NOHE €HA NPEAX0XKAALIA Tepanus

KoMOuHaLusATa HA NEeHANUAOMHA C NEKCAMETA30H MPH NALUMEHTH C MYJTHIIIEH MHENOM C OHE
€1Ha Npeaxoxalla Tepanus ce CBbP3Ba ¢ MOBULICHA 4eCTOTA HA HeyTporieHus CreneH 4 (5,1%
NpH NaUMEHTHTE, NEKYBAHHU C JICHANUAOMUI/ AEKCAMETa30H, cpaBHeHo ¢ 0,6% npu nauuMeHTHTE,
nexysaHH ¢ mnaauebo/nexcamerason; Bx. Touka 4.8). Enusonn Ha ¢ebpunHa HeyTponeHus
Crenen 4 ca Habmwogasann psagko (0,6% npu  nauueHTuTe, JEKyBaHH ¢
neHanuaomua/nexcamerasod, cpasieHo ¢ 0,0% npH  nauMeHTHTE, NIEKYBaHM €
naanedo/aekcaMeTas’oH; Bx. Touka 4.8).

KoMOnHauusta Ha neHannaoMul ¢ AEKCAMETA30H NPH NALUEHTH ¢ MYATUMNACH MHENOM ce
CBbP3Ba C [IOBHIIEHA YeCTOTA HAa TpoMOouuTronenus Crenen 3 u 4 (cwoTBeTHO 9,9% U 1,4% npw
NAUHEHTHTE, JIEKYBAHH ¢ JICHATMAOMUI/AEKCAMETA30H, cpaBHeHU ¢ 2,3% u 0,0% npu
NALKUEHTHTE, NEKYBAHH C njanedo/aekcaMeTas3on; Bx. Touka 4.8).

o (MoauKkyiapeH JHMDOM

KoMOuHauusaTa ot neHanupomuj ¢ putykcumal npu nauueHTH ¢ doaukynapeH aumdom ce
CBbP3Ba ¢ NO-BHCOKA YECTOTA HA HEyTponeHUs Crened 3 uav 4 B CpaBHeHHE C MAUNEHTHTE HA
paMoTO Ha naauedo/putykcumalb. OebpunHa HeyTponenus v TpoMboLuTonenus Crenel 3 unu 4
ca No-4ecTo HabJIKO1aBaHH B PAMOTO Ha JIeHANRAOMUA/pUTYKCUMaO (BXK. Touka 4.8).

Hapywenua na wyyumosudnama xcresza

CuobuaBaHn ca cCiyqad Ha XMIOTUPEOHIAM3IBM H Clyyad Ha XHNEPTHPEOMWAH3bM. [lpenw
HA4YaN0TO Ha JACYEHHUETO CE€ MPENOpbYBA ONTUMAJIEH KOHTPOJ HA ChIBTCTBALUMTE OONECTHH
ChCTOSIHMUA, B/IMACUIM BbpXy (yHKUMATa Ha WIMTOBHMAHATAa *kne3a. Ilpenopwusa ce cieneHe Ha
(PyHKLMATA HA IUMTOBU/IHATA %J1e3a HA HW3XOAHOTO HMBO U BNOCIEACTBHE.

Hepugepna neeponamus
JleHanuAOMHA € CTPYKTYPHO CXOAEH ¢ TaluJOMMA, KOHTO € H3BECTEeH ¢ NpHY
Texka nepudepHa Hesponatua. He ce HabnopaBa yBelHUEHHE HA YECTOTATA H
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HeBponarus, HabaKaaBaHa NpH JeHATUAOMHA B KOMOMHAUMA C IEKCAMETA30H UK MendanaH U
NPEeAHH30H, TNPU MOHOTEpPanUA C NeHANWAOMUI, HIAH NPH ABJANOCPOYHO TNPHIOKEHHEHA
JIEHAIUAOMK I, 34 JICYCHHETO HA HOBOJAKHAMHOCTHLIMPAH MYJITUILIEH MHETIOM.

KoMOuHauunsATa Ha neHanuaomua ¢ 60pTe3oMud MHTPABEHO3HO W AEKCAMETA30H NPH MalHEHTH
C MYJITUNJIEH MHENIOM Ce CBbP3Ba C MO-BMCOKA 4€CTOTAa Ha nepudepna Heponartud. Yectorara e
NoO-HUCKA, Korato 60pTe30MHO ce NMpuiara noAKOKHO. 3a RONMBLAHMTENHA HHPOPMALIUA BXK. TOUKa

4.8 u KXTI1 3a 6oprezomud.

Peaxyus na gkmuguparne Ha mymopa i mymop-ausic Cuiopom

Tri KaTo NeHaMMACOMKUA NPUTEKABA AHTHHEOIIACTUYHA AKTUBHOCT, € Bb3MOXXHO A4 Bb3HHWKHAT
YCIOXKHEHHS OT TyMop-nu3uc cuHapoma (TLS). Cbobuienn ca cayyan Ha TLS n peakums Ha
akTHBUpaHe Ha TyMmopa (TFR), BkouuTenso ciyyad ¢ Jetaned Mu3xoa (BkK. touka 4.8).
[lauuenTH ¢ puck 3a passutne Ha TLS n TFR ca te3u ¢ BUCOK TyMOpEH TOBap Npeldy 3ano4yBaHe
Ha Nedendero. TpabBa Aa ce NOAXOXAA Npeana3inBo, KOraTo Te3H NAUHEHTH CE€ BbBEXKAaT Ha
nreHanuaoMua. Tesd nauveHTH Tpsadea Aa ce HabAlOAaBAT BHUMATENHO, 0COOEHO NO BpPEME Ha
MbpBHUSA HKB/ HA YBENIHYABAHE HA [03aTa, H A4 C€ B3EMAT NMORXOAALN NPEeAia3HH MEepPKH.

¢ QDouukynapeH auMdom

[lpenopbusa ce BHUMaTeaHo HabnwaeHue U oueHka 3a TFR. AkTHBHpaHeTO Ha TyMOpa MOXe Na
HMHTHpa nporpecust Ha 3aboasasaHeTo. [launeHT, KouTo ca noayyund TFR Crenen 1 u 2, ca
nekyBaHH ¢ kopTtukocteponau, HCIIBC w/mnu HapkoTUYHM aHanreTuud 3a ynpaBiieHHE Ha
cumnromute Ha TEFR. Peinennero 3a npeanpremane Ha TepanestuuHy Mepky 3a TFR Tpsabea na
Ce B3EM¢E CJie]l BHUMATEHA KIMHWYHA OLEHKE Ha OTACIHUA NnauueHT (8x. Touku 4.2 u 4.8).

[IpenopbuBa ce BHUMaTeaHO HabmoacHue W oueHka 3a TLS. INauuenture Tpabea na O6baar
noOpe xuaparupaHd ¥ aa nonydasat TLS npodunakthka, B AONBJAHEHHE KbM CEAMUUYHHTE
XUMHYHH NaHEJH NO BPEME Ha NMbPBUA UHKBA WM NO-ABJN0, KAKTO € KIHHHYHO NTOKA3aHO (BXK.

TOukH 4.2 n 4.8).

Anrepeutny peaxyuy 4 menCKy KONCHU PeaKiuu

ChoOwasar ce cnyyad Ha anepryyHyd peakuWH, BKIIOMHTENHO aHrHoeAeM, aHaduNaKTH4HA
peaKLusA H TEXKKH KOXHH peakuHuu, BKMounTeaHo SJS, TEN n DRESS npu nauneHTH, nekyBanm
C JeHanuaoMHA (BXK. Touka 4.8). ITaunenTute TpaGea na 6baaT KOHCYJTHPaHY 33 NPU3HALHTE H
CHMNTOMHWTE HA TE€3M peakLMH OT NpeAnucBalUHTE JiekapH, M TpsadBa aa ObJaT HHCTPYKTHPAHH
Aa MOThPCAT He3a0aBHO eKapcKa MOMOILL, aKO Pa3BHUAT TE3H CUMNTOMHM. JleHanuaoMug Tpsabsa
Ja Ce MpeyCTaHOBH MPH AHTHOEAEM, AHA(PHIAKTHYHA peakuud, €KCONHATHBEH WJIH OyJio3eH
o0puB uau ako uma cbMHeHusa 3a SJS, TEN nan DRESS u ne Tpabsa na ce noaHOBsBa chel
NpeKpaTsBaHETO My Nopaay Te3y peakuuu. Ilpy apyru popmu Ha KoKHA peakuus B 3aBUCUMOCT
OT TexXecTtta TpsadBa A3 ce OOMMCIM MpPEKbCBaHE HAM MPEYCTAHOBABAHE Ha JICHATUIOMMA.
[TatHeHTH, KOHTO Ca UMATH MPEANLLHH AJNICPrUYHN PEAKUHH, JOKATO €A JIEKYBaHH C TATHAOMHUA,
TpA0OBa na ce HabmoaaBaT BHHMATENHO, Thil KaTo B IUTEpaTyparTa ce cbhoOluaBa 3a Bb3MOXKHa
KpbCTOCAHA peakuusl MEXAY JIeHanMAoMuHA W TanuaoMuA. TlauMeHTH ¢ aHaMHe3a 3a TEeXbK
OOpHB, CBbP3aH C IEYEHHUE ¢ TANWIOMUI, He TPAOBa Aa NOJy4YaBaT JEHANHAOMHUA,

Bmopu nvpeuurnu snoxavecmeeru 3a60188AHUS
B kninMHMYHM MNpOy4YBaHHS HA NEKyBaHH NpeAH TOB& NAUMEHTH ¢ MHENOM, NOJayy
JIEHANIMIOMH Q/JE€KCaMETa30H, ce HabnioaaBa yBeanueHde Ha BTOPHTE NbPBHYHH 3110
sabonsisanng (BI133) (3,98 na 100 uoBeko-rognHu) B CpaBHEHUE C KOHTPOJHMTE
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4yoBeKkO-roauHH). Hennpasuanute BII33 Bkawoupat OazanHOKNETLYEH HJIW CKBaMO3HOKIETbYEH
pak Ha kokarta. [loeuero oT uHBa3uBHUTe BI133 ca CONUAHY 3N10Ka4e€CTBEHH TYMOPH.

B KIHHWYHUTE H3NUTBAHMSA TMPM HEAOAXOAALUM 334 TpaHCNAAHTALMA MNaUHeHTH ¢
HOBOJHAarHOCTHLUMPAH MYNTUNJEH MHEIoM, ce Halbniojaea yBeiuueHue oT 4,9 nbTH Ha
yectotata Ha XxXemaronormyHu BII33 (cayyan Ha ocTtpa MuenowaHa neskemus (OMJD),
MuenoaucriactideH cungpoM (MJIC)) npn  nauuedTd, nosyyasalld JIEHAJHAOMHI B
KOMOMHauus ¢ Mendganad 4 npeaHu3oH Ao nporpecus (1,75 Ha 100 yoBeko-roaMHy) B CpaBHEHHE
¢ MendanaH B koMOuHauus ¢ npeauuson (0,36 Ha 100 yoBeko-roauHu).

Yeenuuenue ot 2,12 mbrH Ha uecrortata Ha BII33 (comugnn Ttymopu) ce Habmopasa npw
Nau|eHTH, nojyyasally JeHandaoMHA (9 uukbiaa) B koMOMHAUUA ¢ MendalaH W NpeaHH3OH
(1,57 na 100 woBekoO-rOAUHH) B cpaBHEeHUe ¢ MendanaH B komMbuHauug ¢ npeaunson (0,74 Ha
100 yOBEKO-rOAKHHU).

[Tpy naureHnTH, nosyyaBally JEHANHAOMHKA B KOMOMHALUA C 1EKCAMETA30H A0 NPOTPECHA HIH 3a
18 meceua, yectorara Ha xematosioruuduTe BIT33 (0,16 Ha 100 yoBeko-roanHH) He € roBULIEHa
B CPABHEHHE C TANMAOMMWJ B KOMOWHauusa ¢ mendanad v npegHusoH (0,79 na 100 uyoseko-
FOAHHK).

YBenuyenne or 1,3 mbTH Ha decrotara Ha BII33 (coauanu Ttymopu) ce nabmonasa nph
NaUUEeHTH, NOJyyaBalid NeHANUAOMMA B KOMOMHAUMA C JAeKCaMeTa3oH IO MpOrpecus MM 3a
18 meceua (1,58 na 100 yoBeko-roaMHu) B CpaBHEHHE ¢ TaNUAOMKMA B KOMOUHAUHA C Meddanan
u npeauu3oH (1,19 va 100 yopeko-roaunn).

[Ipy nauueHTH ¢ HOBOAMArHOCTHLMpAH MYJTHNJIEH MHUEIOM, NOJAYYaBaLIM JNEHANUAOMUA
B kOMOHHauua ¢ 6oprezoMud n nekcameTasoH, YecToTaTa Ha xemaroaoruyHute BI133 e 0,00 —
0,16 nHa 100 yoBexoroaunu, a yecrorata Ha BII33 (conuanu Tymopu) e 0,21 — 1,04 nHa 100
YOBEKOMOAHHHU.

[ToBULIEHHAT PHCK OT BTOPH MbPBUYHU 37I0KA4YECTBEHU 3a00N9BaHHA, CBLP3aH C JICHAMAOMU €
OT 3HaueHHe W B KOHTekcTa Ha HIAMM cnea tpaHcnnaHTaumns Ha cTBOnNoBM KaeTkH. Maxkap ue
TO3W PHCK 3aCera He € Ham'bJHO XapaKTepuiaupaH, ToH Tpabpa ga ce MMa npel BUA, KOraTto ce
npeuneHsaBa H3Noa3BaHeTo Ha Jienanugomun ['punraexc npu nopobHu ycnosus.

Yecrotata Ha xeMmaTONOrH4HHM 3/10KauecTBEHW 3abossnBanusa, Haii-seue OMJI, MJIC u B-
KIETbYHH 370Ka4ecTBeHHU 3abondBaHus (BkaouuTeNHO AUM@oM Ha Xooxkkud), € 1,31 na 100
YOBCKO-TOAHHH NpH paMeHaTa Ha jenHanuaoMua ¥ 0,58 Ha 100 yoseko-roanHH B paMeHaTa Ha
naauedo (1,02 va 100 voBeko-rogMHU NMpH NALKMEHTH € E€KCMO3MUMA Ha NEeHANWAOMUA ciael
ATCK u 0,60 nHa 100 yoBeko-roguHy 3a naluMeHTH 6€3 €KCHO3UMLHMA Ha JNICHANMIOMMHI Cliej,
ATCK). Yecrorara Ha conuanute tymopu SPM e 1,36 Ha 100 1oBeko-roavHH 3a pameHara Ha
neHannaomua W 1,05 #a 100 yoeeko-ropuHu 3a paMeHara sHa nnauebo (1,26 Ha 100 4yoBeko-
FOANHY NPH NaLHEeHTH € ekcnosuuma Ha acHanuaoMupa ciea ATCK u 0,60 Ha 100 4yoseko-
FOHHH 3a NaUKEHTH O€3 ekcno3uuus Ha AeHanuaoMua cnea ATCK).

PrcksT OT nossa Ha xemaronoruudd BI133 Tpabsa aa ce oTueTe npegu fa ce HHHUKMUPA N
C EeHaNHIOMHKA B KOMOMHALMA ¢ MendanaH WIH HENMOCPEACTBEHO Chell BHCOKA 1033
n ATCK. Jlekapute TpsabBa BHMMaTENHO Aa NpeUEHAT NaUWEHTHTE Npeid H
NeYeHHeTOo, KaTo HIMOA3BAT CTAHAAPTEH CKPUHUHT 3a paK 3a Hanuuuero na BII33, )1§

JIEYEHHE B CHOTBETCTBHE C Pa3speLLeHOTO MOKa3aHHeE. N2
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Bmopu nepeuunu 3noxavecmsenu 3aboassanus npu choruxyrapes aumdom

[Mpu peunauBupauio/pedppakrepeH npoyusaHe 3a INHL, koeTo BKJIIOYUBa MAUMEHTH C
donukynapen nuMpoM, He ce Habmonasa nosuwen puck ot BII33 B pamotro Ha
NEHATHIOMHA/pUTYKCHMAl B cpaBHeHHE ¢ paMoTO Ha muauebo/putykcumalb. XemaTtonoruuen
BII33 nHa OMIJl ce wnabmopasa npu 0,29 nHa 100 4voBekoroaguHd B paMoOTO Ha
AeHanuaoMUA/puTykcuiMadb B cpasHenne ¢ (,29 dHa 100 4OBEKOrOAMHHM NPH MAIHEHTH,
nony4asamy nnauedo/purykcumab. YecrtoraTa Ha XEMATONOrHYHM MIKOC COMMAHM TYMOPHH
BI133 (¢ U3KNIOYEHHE HAa HEMENAHOMEH pak Ha koxara) € 0,87 Ha 100 4oBEeKO-rOAUHH B paMOTO
Ha JneHanuaoMuia/putykcumad B cpasHenue ¢ 1,17 na 100 yoBeko-rofMHM NpU NALMEHTH,
nony4asaiy nuauedo/putykcumab cve cpeano npocaeassave ao 30,59 meceua (apanasoH or
0,6 no 50,9 meceua).

HeMenaHoMHUTE pakoBH 3a00/iaBAHWA HA KOXKATAa Ca UACHTHPUUHMPAHH PHCKOBE W BKJOUBAT
MIOCKOK/IETUHH KAPLIMHOMY HA KOXKaTa AW 0a3aJHOKNEThYHH KapLUHOMM.

Jlexapute Tpabsa na nabmoaaear nauueHTHTe 3a passuTHe Ha BII33. Korato ce oGmucas
NneyeHne ¢ neHanuaomua, TpAOBa ga ce MMaT MpeABHA KAKTO MOTEHUWANHATa noj3a oT
NEeHaNKuAOMM/J, TaKka W puckbT oT BI133.

Heprodpobru napyuieHus
UepHoapobHa HEAOCTATBUHOCT, BKIIOUMTENHO cliydad ¢ ¢aTaneH u3xod, ce c¢hobwasa npu

NallMeHTH, NeKyBaHH C JNEHANUAOMHA B KOMOWHHMpaHa Tepanus. cboOllaBa ce 3a ocTpa
YepHOAPOOHA HEAOCTATHYHOCT, TOKCHYEH XEnaTHT, UMTOJMTHUYEH XEMaTHT, XONeCTATHYeH
XEMaTHT U CMECEH UWTOJUTHYEH/X0NECTaTHYEH XeNnaTHT. MeXaHU3MHUTE Ha TeXKa JIEKAPCTBEHO
HHIYUHpaHa XenaTOTOKCHYHOCT OCTaBaT HEU3BECTHH, BbLIPEKH 4Ye€ B HAKOM Clyvau
NpeABapUTENHO CbUIECTBYBALLO BHPYCHO 4Y€pHOApPOOHO 3abosfBaHe, MOBMILEHH YepHOAPOOHH
€H3UMH Ha H3XOJHOTO HMBO W €BEHTYANHO JieueHue ¢ aHTHOUOTHUM Morar na OBJaT pHCKOBH
dakTopH.

YecTo ce chobuiasa 3a OTKIOHEHHS BbB (DYHKUWOHANHUTE YEPHOAPOOHH NMOKa3aTeNlH, KOUTO ca
o0lWo B3eTO aCMMNTOMATHYHW M OOpaTHMH NpH NpeKkbCBaHe Ha mpuaaraHero. Chaen kaTo
napaMeTpUTe C€ BbpHAT KbM HU3XOJHOTO HUBO, MOXKE Jla CE€ MOMMUCIH 33 JIeHEeHHE ¢ NO-HHUCKA
103a.

JleHannaoMua ce ekckpeTupa upes 6ubpeunte. BaxHo € na ce Kopurupa 003ata Ha NAaluHeHTH
¢ OBOpeyHo yBpexkaaHe, 3a Aa ce H30erHar niasMeHn HWBA, KOMTO MOTaT Ja YBeJH4aT pUcKa 3a
Mo-4eCTH XEMATOJIOTHYHH HEXENaHW peakuWu HIH XenatoTOKCHMYHOCT. IlpenopbuBa ce nga ce
HaOmopasa yepHoApobHaTa ¢yHKUUA, 0COOEHO KOraro MMa aHamHesa 3a WHJH €JHOBPEMEHHa
BHpYCHa uepHOApoOHa HH(eKuus, WU KOraTo JIEHANMAOMHUI ce KOMOWHHpa C JleKapCTBEHH
NPOAYKTH, 3a KOUTO € HU3BECTHO, Y€ CE CBbP3BAT C AUCPYHKLIMA HA YepHHS ApoD.

Hndhexyun ¢ unu be3 neymponerus
IHanueHTHTE C MYJTUNNEH MHENOM Ca NOJATIHBH Ha HH(PEKLWH, BKIKUYHTENHO NHeBMOHU4. [o-
BHCOK NPOUEHT UHPEKLUHH ce HabnoaaBa Npu NeHANHAOMHKI B KOMOHWHALKS C NEKCAMETA30H,
orkoakoto npu MPT npu nauventn ¢ HIMM, kouTo He ca noaxoaduly 3a TPaHCMNAHTALHS, H
Ha NOoAABbpXKaLLO JIEYCHHE ¢ NEHaNUWAOMMWI B CpaBHEHUE ¢ nmnaucdo npu NauUeHTH
KOHTO ca Ounn nopnoxeHn Ha ATCK. UHdexuun ot crened > 3 Bb3HMKBAT B
HEYTPOMEHHS TNPH MO-MajKO OT e€AHa TpeTa OT nauueHtnTe. [lanuentuTe ¢ u3
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dakTopy 3a HHpekUUH TpabBa na ce HabnoaagarT BHMMATeNHO. Beuuku nauMeHTd Tpabsa aa
O6baaT MHCTPYKTHPAHH He3a0aBHO /1a NOTBPCAT MEAHLMHCKA MOMOLUL NPU NbLPBH NPU3HALK Ha
wHPEeKUMA (Hanp. KalWaWua, BUCOKA TeMnepaTypa W Mp.), Kato MO TO3H Ha4MH Le Jagar
Bb3MOXXHOCT 33 PAHHO IEYCHHNE, 3a Ja C€ HaMally TEXECTTa.

Bupycro peaxmusupaie
Cpobuiasar ce cnyyau Ha BUPYCHO PEAKTHBUPAHE MPH NALMUEHTH, NMOJYYaBall¥ NESHATHAOMUI,
BKIIOUHUTEHO CEPHO3HHU CIYYaH HA pPeaKTUBUPAHE HA BHPYCA HA XEpnec 30CTEP MM Ha XenaTuT

B (HBV).

Hsixou CJIYYAaH Ha BUPYCHO PCAKTHBHPAHE HMAT JICTAJICH U3XO0.

an HAKOH CAYYAH HA PCAKTHBHDPAHC Ha XEPNEC 30CTCD CC CTUra A0 NHUCCMHHHPaH Xepnec
30CTCP, XEpnec 30CTEP MEHHHIHT WK O4YEH XEprieC 30CTEP, HIHCKBALLH BPEMCHHO NPEKbCBAHE
HJIH OKOHYATCIHO CITHPAHE HA JICUCHHETO € JICHANHAOMHUA K NOAX0JAUI0 AHTUBHPYCHO TIEYCHUC.

PeakTuBupaHe Ha xenatuT B ce ¢crobuiasa psako npy nauueHTH, NOAY4YaBAlUH JICHATHMAOMUA,
KOWTO Npead TOBa ca OMAH HHPEKTHpaHH ¢ Bupyca Ha xenatiT B (HBV). Hakou ot T34 cnyuau
NporpecupaTr A0 ocTpa YepHoApodHA HEAOCTATBLUYHOCT, BOJACUlA A0 CNHpaHE Ha NeHAIHMAOMM]
H MOAXOAALIO AHTHBHPYCHO NeueHue. BUpyCcHUAT cTaTyc no oTHowlieHWe Ha xenaTut B tpabea na
ObAe YCTAHOBEH [MpeAH 3anouyBaHe Ha JeveHWe ¢ JNeHaANMAOMHA. 34 MalUHEHTH, YHHTO
H3cneaBaHus ca nonoxurenuu 3a HBV undekuus, ce npenopbusa xoHCYATaLUUA C NeKap C OMUT
B NMCYEHHETO Ha xenartut B. TpadBa Aa ce moaxoxaa BHHUMATENHO, KOraro JIEHAJIWJIOMUI ce
H3M10J13Ba NpH NaUHEHTH, Npeau ToBa HH(pekTUpaHu ¢ HBV, BKIIOYHTENHO NALHUEHTH, KOHTO ca
aHTH-HBC nosutusHyu, Ho HBsAg seratusnu. Te3n nauventu tpabea ga 6baar HabaogaBaHu
BHHMATENIHO 33 MPH3HalK H CHMNTOMH Ha akTiBHa HBV Mu¢exuus npes uanoto spemerpaeHe
Ha TepanuATa.

IIpozpecusna myamughoxanna nesxoenyedaronamus
Cayuau Ha nporpecuBHa MynTHOKaNHa neskoeHuedanonarus ([IMJI), BkiouKTeNHO ¢ JeTaNeH

H3Xoa, ca cbhoDuieHH npu ynorpebara Ha neHanuaoMuia. 3a nosea Ha [IMJ1 ce cnoBuasa
HAKOJKO MeCella N0 HAKOJKO TMOAHMHHM CNeA 3anQouBaHE Ha JeveHUe ¢ neHanuaoMua. Takupa
cayuyam ca cbobuiaBaHu OOMKHOBEHO NPH NalMEHTH, NPUEMALLH CbIBTCTBALLO JEKCAMETA30H
HJKH Chell MpealecTBallO JeYeHHE ¢ Apyra UMyHOCYNPECUBHA XUMHOTepanus. Jlexapute Tpadbsa
Ja HaOmoaaBaT NaUeHTUTE Npe3 PEAOBHH MHTEPBAIM OT Bpeme v TpAOBa Ja B3eMaT NpeaBU
IIMJ1 npu audepeHuHaNHaTA AHArHo3a MPd MALKEHTHUTE ¢ HOBY HAHM BAOLUABALLN CE
HCBPONOrHYHH CUMINTOMH, KOIHUTHBHH HWJIH TNOBEICHYECKH TNPH3HALK WIH CHMIITOMH.
Hauuenture cbuo TpAOBa na ObAAT NOCLBETBAHM Aa WHGOPMHpAT NapTHbOPA CH MIKM XOpara,
KOWTO C€ IpHXKAaT 34 TAX, Tbil KaTo T€ MOrar Ja 3abenexar CUMITOMM, KOMTO [MalHeHTLT Ja He
zabensi3sa.

Ouenkara 3a [IMJI TpsabBa 4a ce ocHOBaBa Ha HEBPOJOrHUYHO H3CNEBaHE, MATHUTHO PE30HAHCHO
oOpa3Ho H3cneABaHEe Ha MO3bKa U aHanu3 Ha rpbOHauHO-Mo3buHATA TeuHocT 3a JHK xa JC
Bupyca (JCV) upe3 nonumepazHa sepuxkHa peakuua (I1BP) unu Mo3buHa 6uoncus ¢ TecTBaHe 3a
JCV. Orpuuarennudar pesynarar ot [IBP 3a JCV ue u3iumoysa [MNMJ1. Bu3MoxHO € aa ce Hanoxu
JONBJIHUTENIHO MpOCNeAsBAaHE M OLEHKAa, aKko He Moxke Aa Obje nocTaBeHa alTe
AUArHo3a.
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[Mpu comueHus 3a [IMJ], npunoxxenuero cneasa aa ce npexkpartn, fokaro He ce u3kmouu [IMJL
Axo ce notebpau I[IMJl, npuembT Ha neHanuaomMup TpsadOBa Aa ObJe OKOHYATENHO
NpeyCTaHOBEH.

[MauxeHTH ¢ HOBOJWArHOCTULIMPAH MYJITHIJIEH MHEJIOM
HMMa no-BHCOK MpPOLIEHT Ha HENOHOCHMOCT (HexenaHH CuOuTua ot CreneH 3 W 4, cCepuo3Hy

HeXXeNnaHH CbOWTHMA, NMPEKpaTABaHE) ApPW NAUMKEHTH Ha Bb3pacT > 75 roauHu, ISS cragnii 11,
ECOG PS = 2 uan CLcr < 60 ml/min, korato neHanuaoMup ce npuiara B KOMOUHALMS.
[Tauenture TpsAbBa Aa ObAAT BHMMATENHO OLECHEHW 3a TAXHATa COOCOOHOCT Ja nodecar
NeHaNIHAOMHA B KOMOKHHAILIWS, KATO Ce B3eMe npeaBua Bb3pactTa, ISS craauit Ill, ECOG PS> 2
uinu CLer <60 ml/min (Bx. Touka 4.2 u 4.8).

Kamapaxma

Croliapa ¢e 3a KatapakTa ¢ NO-BMCOKA YE€CTOTa NPU NALUMUEHTUTE, NOJMyUaBalUld JEHANUIOMU]
B KOMOMHALIMA ¢ JieKcaMeTa3oH, ocobeHO Korato ¢e ynorpebsBaTr 3a MPOABINKUTEIHO BpeEME.
[Ipenopbuea ce peAOBHO HAOMIOACHHUE HA 3PMTEAHATE CIOCOOHOCT.

Jlakmoszna HenoHocumMocm

Kancynute Jlenanuaomna I'punaexke cbabpkar nakto3a. [lauuedHTH ¢ peakd HACHSACTBEHM
3a00onsiBaHUS, KATO HENOHOCHMMOCT KbM ranakrosa, Lapp nakrtazeH AeQUUHT WAU [NOKO30-
raiakto3Ha Manabcopbuus He TpaOBa Aa NpyUeMarT TO3M JEKAPCTBEH NPOAYKT.

Hampuii
ToBa nekapeTBO ChbAbpKA NO-Manko OT 1 mmol Hatpuid (23 mg) 3a kancyna, T.e. MOXeE Aa ce

KaKe, Ye MPAKTHYECKH HE ChBPKa HAaTPHH.

4.8 BzaumoaelicTBHe ¢ JApYrd  JIEKAPCTBEHH TNPOAYKTH #H  Apyrrk  (opMH HA
B3aHMOAeHCTBHE

an NMAaLHCHTH C MYJITUILJICH MHCIOM, NMPpHEMALLIH JICHAIWAOMNWA H ICKCAMCTAa30H, CTHMYNMHPaLLH

epUTpOroe3aTa CpeAcTBa WKW JpYrd BELLUECTBA, KOUTO MOXE Ja NOBULLAT pucka OT TpoMOo3a
KATO HaMp. XOPMOHAIHO-3aMECTHTENTHA Tepanus, TpaOBa Aa C€ npuiarar ¢ NOBULLEHO BHUMAHUE

(BK. TOuKH 4.4 u 4.8).

[lepopantiy KOHTpaALENTHBH
He ca npoBexnaHM nOpoyuBaHMS 33 B3aUMOACHCTBUA ¢ NEPOPATHM  KOHTPAUECITHUBH.
JleHanuaomMua He €H3WMEH UHAYKTOpP. IlpH eaHo in vitro npoy4usaHe ¢ 4OBELIKH XENATOLMWTH
NEHAIHAOMHA, M3NMTBAH B pa3NU4YHU KOHUEHTpauun, He ¢ unayuupan CYP1A2, CYP2BS6,
CYP2C9, CYP2C19 »w CYP3A4/5. Ilo Tasd npuyvHa NpH CaMOCTOSTENHOTO NpPUJaraHe Ha
NEHANTHAOMH HE CE OYaKBA MHAYKLUMSA, KOATO 2 HAMANKW €(DEKTUBHOCTTA HA APYTH JEKApCTBEHH
NPOAYKTH, BKIIOUUTEAHO XOPMOHANHU KOHTpauenTuBu., Obaue ¢ H3BECTHO, Y€ ACKCAMETA3O0H
npeactasnaBa c¢nad a0 yMepew UHAYKTOp Ha CYP3A4 u ¢ BEpoATHO Aa NOBNMABA M APYrH
€H3UMHU, KaKTO W TpaHcnoprepu. He Moxe aa ce M3kouu, ue €PuKacHOCTTa Ha NEPOpaTHUTE
KOHTpaUeNTHBH MOXe Aa ObAS HaMaNeHa Mo BpeMe Ha nedeHueTo. | padsa aa Obaat npeanpuvetH
ePeKTUBHH MEPKH 3a NPEROTBpATABaHE Ha OPEMEHHOCT (BXK. TOUKH 4.4 K 4.6).

Bapdapus
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EnHoBpeMeHHOTO mpunaraHe Ha MHOMOKpaTHY A03H JieHanuaomua ot 10 mg He € uMano edekr
BbpXY ($apMaKOKHHETHKATa HA eAMHUYHH 1034 R- U S- BapbhapuH. EnHOBpEMEHHOTO NpuiaraHe
Ha €AMHHYHA 10332 BapdapuH oT 25 mg He e uMmano edekT BbPXY (DapMaKkOKHHETHKATA Ha
neHanuaomui. He e wnasectHo, obade, Aaax WMa B3aMMOACHCTBHE MO BpEME HA KIMHHUYHOTO
NMpHAOKEHHE (EAHOBPEMEHHO JleyeHue ¢ aekcaMmetasoH). JlekcaMmeTason npeacrasnssa ciab no
yMEpeH €H3UMEH HHAYKTOp W edekTsT My BbpXY BapdapuH He e usBecTeH. [Ipenopbusa ce
BHHMAaTE/THO CIEACHE KOHUEHTPaLXATa Ha BapghapiH No BpeEME Ha JEYEHHNETO.

JIMrOKCHH

EAHOBPEMEHHOTO [pUllokeHHe Ha neHanauaoMut 10 mg BedHbXK [AHEBHO € MOBHLUHNO
rlasMeHata €KCMO3HLUA Ha AHNrOKCUH (eaunuyna ao3a ot (3,5 mg) ¢ 14% ¢ 90% JIU
(noseputeneH uHTepsan) [0,52%-28,2%]. He e wu3sectHo panud npu KAMHM4YHara ynorpeba
edexTsT 1Iie Obae pasnvueH (MO-BUCOKM A03W JNEHANMIOMUA H €AHOBPEMEHHO JIEUYEHHE C
ReKcaMeTa3oH). 3aToBa ce MpenopbYBa CIEJEHE HA KOHUEHTPAUMATa HA AMrOKCUH NO BpEeME Ha
NEYEHHUETO C NCHATUAOMHU.

CratuHu

ChluecTByBa MOBHIUEH PHUCK OT palAOMMWONIN3a, KOTaTO CTATHHH CE€ MPHUJAraT ¢ JICHAIHAOMHA;
PHCKDT MOXe Aa € Apocto aauTueeH. IlpenopbuBa ce 3acuiieHO KAMHHYHO W JaboOpaTOPHO
HabaroteHue, 0COOCHO MPe3 NbPBUTE CEAMULIM HA JIEUYEHHETO.

JlexcameTasoH

EAHOBPEMEHHOTO MPHIOKEHHE HA €AMHMHYHW WM MHOMOKpaTHH A03W AekcameTasoH (40 mg
BEAHBX JHEBHO) HAMA KJIMHUYHO 3HAuYMM edekT BbpXy (papMaKOKMHETHKATA HA JeHanuIOMH
(25 mg BeaAHDLK AHEBHO) NPH MHOMOKPATHO NMpPHJaraHe.

BaaumoeicTBUs ¢ MHXHOUTOPH HA P-riukonporenya (P-
In vitro, nenanupoMua ¢ cybetpat Ha P-gp, Ho He e WHxubuTOp Ha P-gp. EanoBpeMeHHoTO

MPUJIOXKCHHUE HA MHOTOKPATHH J03H HA CHNHUS WHXUOMTOP HA P-gp xunnann (600 mg ABa nbuTH
AHEBHO) HNH ymepeHHsa HHXuOuTOp/cybeTpar Ha P-gp temcHponuMyc (25 mg) HAMA KIHHHUHO
3HaUMM e(QEKT BbpXy (apMakOoKMHETHKATa Ha JeHanuaoMua (25 mg). EaHosBpemeHHOTO
MPUIOKEHNE Ha NeHanHAoOMHK (25 mg) He npoMeHs PapMaKOKHMHETHKATA HA TEMCHPOJIHMYC.

4.6 @epTHAHTET, OPEMEHHOCT U KbpMEHe

Ilopagu TepaToreHHHs TNOTEHLMAN JeHaNWAOMHA TpAOBa Aa ce NpeANUCBA B CbLOTBETCTBHE
¢ IIporpamara 3a npeseHuus Ha OpeMeHHOCTTa (BX. TOYKa 4.4), OCBEH aKO HAMAa HAACKIAHH
JI0Ka3aTeNCTBa, He MAUKMEHTKATA He € ¢ ASTEPOAEH NOTeHLnan.

Jenn ¢ nereponer norenunan / Kontpauenuusg npy MbKe U XKEHH

Kennte ¢ aerepoaen noreHuuan TpsadBa ga W3NOA3BaT ePekTUBEH KOHTPALENTHBEH METO. AKO
K€Ha, JieKyBaHa C JCHAIMIOMHWA, 3abpeMeHee, neueHueTo Tpabea na Obae cOpsHO W
nauneHTkara TpadBa na Obae HacOUEHA 3a OUEHKA ¥ CLBET KbM JIEKAP CNELHAHCT UIM C ONUT B
TEpaToNorusATa. AKO MapTHLOPKA HAa MBI, JIEKYBAH C JICHATHIOMUA, 3abpeMenee, ce npenopbysa
T4 a ObJi€ HACOUYEHA 32 OLUEHKA H CHBET KbM JIeKap CNEUHAIIUCT UIIH € OTIHT B TEPATONOTUATA.,

JleHannpoMHua ce CbAbPXa B HYOBCLIKATA CnepMa B U3KIKUYUTCIHO HHCKH HHUBA N

JICYCHHETO H € HEOTKPHBAEM B YOBELIKATA CREpMa 3 AHY CACA CNUpPAHE Ha Be
3ApaBus HHAKMBUA (BXK. Touka 5.2). Karto npeanasua Mapka U KaTo ce Umar npej
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MonynauKy ¢ MpoAbMKUTEIHO BpeMe Ha €IMMHHUPAHE KaTo MalueHTH ¢ ObOpeyHo yBpexaaHe,
BCHUYKH NALHEHTH OT MBAKKH MO, NPHEMALLH IEHATHAOMHK, TpaOBa 1a U3IMON3BAT Npe3epBaTHBH
Mpe3 UAJNIOTO BPEMETPACHE HA JIEYEHHETO, MPU BPEMEHHO NPEKbCBAHE HA [PHIAraHeTo
U B NpOAbL/KEHHE HA | ceIMHUa chnea nMpekpaTsBaHe Ha JEYEHHETO, aKo NMApTHLOPKATa HM €
OpeMeHHa WJIH C AETEPOJCH NOTEHLIHAN H HE MPOBEX/Aa KOHTPALEN KA.

bpeMEeHHOCT

JleHanuaOMHI € CTPYKTYPHO CXOAC€H C TanuiaoMua. TanuaoMua € H3BEeCTHO TePaTOreHHO
aKTHBHO BELIECTBO IIPH XOpa, KOETO MNPUYMHABA TEXKH JKHBOTO3ACTPALLABAILM BPOJCHM
IChEeKTH.

[lpu MalimyHn neHanuaoMupa € npeau3sukan Mangopmauus, noAobHa Ha Te3H, ONUCaHW 3a
TAJHAOMHK]I (BXK. TOUKA 5.3). 3aToBa c€ O4YaKBa TEPATOrcHEH edeKT Ha NEHAIMAOMHA U TOM
€ MPOTUBOMOKA3aH NO BpeMe Ha OpeMEHHOCT (BXK. Touka 4.3).

Khpmene
He e u3BeCTHO Aanu heHanvAOMHU[ Ce eKCKpeTHpa ¢ KbpMa. 3atoBa TpsbBa Aa ce mpekpary
KbPMEHETO 10 BPEME Ha TEparMATa C JeHAIHA0MUA.

QePTUAHTET
Envo mpoyuBaHe 3a (epTMAMTET MNpH [UTbXOBE C JA034 JeHanuaomua no 500 mgkg

(npubausuTentHo 200 no 500 neTu po3uTE 3a XOpa cbOTBEeTHO OT 25 mg U 10 mg, Ha Ha3a nnow
OT TeNecHaTta MNOBbPXHOCT) HE MNOKa3Ba HeXeNaHW Bb3ACHCTBUSA BbPXY QepTHAMTETA MM
TOKCHYHOCT NPH POAUTENHTE.

4.7 EdekTH BbpXY cnocobHOCTTA 32 lIodHpaHe B padoTa ¢ MAWUHH

JleHanuaomMun NMoBNHUABA B Majlka A0 YMEpeHa creneH cnocobHocTra 3a wodupane u pabora
¢ mawnHU. HMMa chobuwieHus 3a ymMopa, 3aMasHOCT, COMHOJEHTHOCT, BEPTHIO U 3aMBIJIEHO
BIXKAaHe npu ynoTpeda Ha NeHanuAoMMA. 3aToBa CE€ MPENOpbYBa MOBHLUEHO BHHMAHHE NpH
wobupane unu pabora ¢ MalLIHHHY.

4.8 Hexenand JeKapcTBeHH PeaKIHH

PesioMe Ha npoguaa Ha Ge3onacHocT

Hogoduaznocmuyupan mMyamunien Muerom: nayuenmu, xoumo ca buru noonogcenu na ATCK
U ReKYBAHU C AEHAAUOOMUD, KAMO ROCOBDICALYO AEYEHUE

[Ipunoxed e KOHCEPBAaTHBEH NOAXOA MPU ONPEAENSHE Ha HEXEeNAHHTE NEKApCTBEHH PEaKLHH OT
CALGB 100104. Hexenanwte peaxkuud, onucaHu B Tabnuna !, BkawouBar cuburtus,
cbobmasann ciaen BIAM/ATCK, kakto ¥ cbOMTHA OT nepuosa Ha NoAABPXKAILOTO JEUEHHUE.
Bropn ananus, uwaeHtuduuupauwr cbOMTHA, KOUTO Ca C€€ pa3BUIM Clie] 3anoyBaHE HA
NMOAIbPXKALLO JIEHEHHE, NOKA3Ba, Ye HAW-BEPOATHO HECTOTUTE, NpeAcTaBeHH Ha Tabnuua 1, Moxe
Ja ca No-BHCOKH OT ACHCTBHTENHO HAOMIOAABAHUTE MpE3 NEpUOIa HAa NOALbLPKALLO NieyeHHe. B
IFM 2005-02, HexxenaHuTe peakuuu ca camo OT NEPHOAA Ha NOANBPKALLOTO NEYEHHE.

Cepuo3HuTe HexenaHd peakuuu, HabmopasaHu no-uecto (> 5%) npu  neAnEPRNIdC De
NPUNIOKEHUE HA NEHANMAOMHA B CpaBHeHue ¢ naanedo, ca: N ’ﬁw
% il ST Y
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o OenogpobHa uHpexuna (9,4% [9,4% caen 3anouBaHe Ha NOAABLPXKALIO Ne4eHHe]) oT
CALGB 100104,

B npoyusanero IFM 2005-02, HabatonaBaHuTe n0-4€CTO HEXENaHu peakUuy Mpu NOAAbPXKAUI0
JIEYEHHE C JEHANUAOMUZ B cpaBHeHHE ¢ Tutauebo ca Heytpornenua (60,8%), 6ponxur (47,4%),
anapus (38,9%), nazogapuirut (34,8%), Myckyanu cnasmud (33,4%), neskonenus (31,7%),
acteHus (29,7%), kawauua (27,3%), tpombouutonedus (23,5%), ractpoenteput (22,5%)
U nupekcus (20,3%).

B npoyusasero CALGB 100104, wsabniogaBaHuTe NO-4eCTO HEXENAHH pEaKUHH MPU
NOAALPKALIO JIEUEHHE C NEHANWAOMU I B cpaBHeHHe ¢ nuanedo ca HeyTponeHua (79,0% [71,9%
ClIeJl 3ano4yBaHe Ha NOAAbpxalo nedyeHue]), TpombouuTonenus (72,3% [61,6%]), Avapus
(54,5% [46,4%]), obpus (31,7% [25,0%]), uadekuns Ha ropHuTe AMXaTteaHH nbTHLLA (26,8%
[26,8%]), ymopa (22,8% [17,9%)]), neBkoneuus (22,8% [18,8%]) u anemusa (21,0% [13,8%]).

Hoeoduaznocmuyupay  Myamunien __MUueaoMm. NAYUeHmu, KOumo He ca  ROOXOOAWU 34
MPAHCRAAHMAYUA, NORYHABAUY NEHANUOOMUO 8 Kombunayus ¢ bopme3omud u dexcamemason

B npoyusanero SWOG S0777 no-yecto HabJAHOAaBAHHUTE CEPHO3HH HEXENAHH peakuuu (& 5%)
C IECHANMAOMHA B KOMOWHauHf C WHTPABEHO3HO npujarad GopTe3oMWO M AekcaMeTasoH
B CPABHEHHE C ICHATHAOMHI B KOMOHHALMA C IeKCAMEeTa30H, ca:

¢ XuUnotoHus (6,5%), 6enonpobua nndekuus (5,7%), aexunparauus (5,0%).

[lo-yecTo HaOROAABAHHMTE HEXE/NAHW peakUUH C NeHanuaoMua B KOMOMHauHA ¢ G6opTe3oMub
W IEKCAMETA30H B CPABHEHUE C JIEHANMAOMHW] B KOMOMHAUMS C [eKcameTa3oH ¢a: yMopa
(73,7%), nepudepna HeBponatus (71,8%), TpombGouutomenus (57,6%), 3zanex (56,1%),
unokanunemus (50,0%).

Hogoouacsnocmuyupan Myaimunien  MUEIOM NPU NAYUEHMU, KOUMO _He ca_ROOX00AWU 34
mpaxcnaaumayust, JeKysaHu ¢ JAeHATUOOMUO 8 KOMOUMAYUS ¢ HUCKA 003a _OexcamemasoH
CepHO3HHTE HEXENAaHW peakLHU, HabmogaBaHu No-4ecTo (> 5%) ¢ NeHAMAOMHUI B KOMOHHALUSA
C HUCKa Jo3a gekcaMetaszoH (Rd w Rdi8), ortkonkoro ¢ Mmendanan, npeIHH30H H TaTHAOMHI
(MPT), ca:

e nHesMoOHHA (9,8%);

¢ ObOpeyHa HeJAOCTAaTBYHOCT (BKIOUKTENHO ocTpa) (6,3%).

Hexenanute peakuuu, HabmoaasaHu no-uecto ¢ Rd uan Rd18, otkonkotro ¢ MPT, ca: anapus
(45,5%), ymopa (32,8%), 6onka B repba (32,0%), acteHus (28,2%), 6escbHue (27,6%), oOpus
(24,3%), nounxed anetut (23,1%), kawnuua (22,7%), nupekcus (21,4%) 1 MyCKyNHH cna3smi
(20,5%).

Hosoduacnocmuyupan myamunien MueioMm: _NAYUEHMU, KOUMO He _cd _ROOXOOSwU  3a
MPAHCNAGHMAYUA, NCKYBAHY C JEHATUOOMUO 8 KOMOUHAYUS ¢ MeAPARAH U NPEOHUIOH
CepuosHuTte Hexenanu peaxuuu, HabmopaBaHu mo-uecto (> 5%) ¢ MendanaH, npesHU3OH
U ICHATHAOMH], MNOCACABAHO OT NOAALPKALWO neveHwe ¢ jaeHanuaomua (MPR+R) wunu
MEnganaH, NMPeAHW3OH W JNeHANWAOMUA, nocieAasato oT muauebo (MPR+p), oTkonkoto ¢
MeJidanaH, npegHU30H 1 mauebo, nocieasaHo ot naanedo (MPp+p), ca: .
e (debGpunHa HeyTponeHud (6,0%);

e aHemus (5,3%).
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Hexenannte peakuuu, Habnroaasanu no-uecto ¢ MPR+R wnu MPR+ p, oTkonkoto ¢ MPp+p,
ca: HeytponeHus (83,3%), anemus (70,7%), tpombounTonenus (70,0%), neskoneHus (38,8%),
sanek (34,0%), auapus (33,3%), obpus (28,9%), nupexkcusa (27,0%), nepudepen otok (25,0%),
xatMua (24,0%), nonuxen anetut (23,7%) u actenus (22,0%,).

Myamunaen muejiom. nayuenmu ¢ noHe oA NPEOxXoXCoawa mepanus

B aee nnaueGo-kOoHTpondpanu npoyuBaHus aza 3, 353 nauuveHTa ¢ MYATHIUIEH MHENOM ca
Ounn eKCnoHMpaHU HA KOMOMHALMATA JeHANWAOMHUA/AekcaMeTa3on M 351 — Ha koMOHHaUHATa
nnauebo/1eKcamMeTason.

Hali-cepro3HuTe HEXENAHH peakiiy, HAbNOAABAHHU 110-4YECTO MPH NeHANHAOMKA/ AEKCAMETA30H,

OTKOJKOTO NpH KoOMOWHaLusaTa nnauedo/nekcaMmeTasoH, ca:

¢ BeHo3Ha TpoMOoemOonus (Tpombo3a Ha AbNOOKUTE BEHU MU OenoapobHa embonus) (BK.
TOYKa 4.4);

e HeyrponeHus Crenel 4 (Bx. Touka 4.4)

HalnionasaHure HexenaHu JICKapCTBEHH peakUHH, KOWTO ca Cce MPOSBMJM [O-4ECTO MNpH
NCHAIMAOMHUI U AEKCAMETA30H, OTKOIKOTO MpH naauedbo W aexcameta3on B COOpHU KIHHHYHM
U3NHTBAHUS NpH MynTHIIEH muenoM (MM-009 1 MM-010), ca yMopa (43,9%), HeyTponerus
(42,2%), 3anek (40,5%), awapus (38,5%), MyckynHu kpamnu (33,4%), awemus (31,4%),
TpomMOoudToneHus (21,5%) u obpus (21,2%).

MuenoQucnaacmuyHy cuHOpoOMU

Obwmar npopun Ha Oe30nacHOCT HA NEHANUAOMHUA NPH MALUWEHTH C MHENOAMCIIACTHYHH
CHHAPOMH CE€ OCHOBaBa HA AAHHU OT 00O 286 mauueHTH OT eAHO npoyuBade (haza 2 U eqHO
npoyusaHe ¢aza 3. B npoyyBaHero ¢aza 2 BcuukutTe 148 nauuedTy ca OMNM Ha NeveHue
¢ tleHanuaomua. B npoyusaneto ¢asa 3 69 nauvedtd ca Guam Ha neHanuaomua S5 mg, 69
nauveHTd Ha neHanuaomua 10 mg W 67 nauventd ca OuauM Ha nnauebo 1o BpeMe Ha
ABoitHO3aceneHara asa Ha NpoyYBaHETO.

[loBeuero HexenaHw peakuwd OOMKHOBEHO ca MOMyuYeHW M0pe3 NLpBHTE 16 CceIMHLH Ha
TEpanuaTa ¢ J1eHaNuAOMHUA.

CeproO3HUTE HEXKENAHH PEAKIIMY BKIKOYBAT:

¢ BeHO3Ha TpomMboeMOonus (annboka BeHo3Ha TpomOo3a, Benoapobua emboans) (Bxk. TOUuka
4.4,

 Heyrtponenus CreneH 3 unu 4, pedpunua HeyTponeHus U TpomGounTonenus Crened 3 wiu
4 (Bx. Touka 4.4).

Haii-uecto wabnrozaBaHuTe Hexenand peaklHH, KOUTO Bb3HHKBAT NO-4YECTO MPH FPYMHTE Ha
NEHATMAOMHI B CpaBHEHHE C KOHTPOJHOTO paMO B MpOYuBaHeTO (a3za 3, ca HeyTpomneHHs
(76,8%), tpombouurtonenus (46,4%), anapus (34.8%), zanek (19,6%), ragene (19,6%),
npypuryc (23,4%), obpue (18,1%), ymopa (18,1%) u myckynuu cnasmu (16,7%).

Manmennoxnemvuen aumpom
O0o0wennarT npodgun Ha H6€30NaCHOCT Ha JEHANWAOMHI NMPH MaUHEHTH C MavTeNH

niMPom e OasupaH Ha JaHHM OT 254 mauMeHTH OT €JHO PaHAOMH3UPAHO,
npoyusane ¢aza 2 MCL-002.
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JonbAHKUTENHO HEXENaHW JIEKapCTBeHH peakuuu oT noaxpensworo npouysaHe MCL-001 ca
BaoueHy B Tabnuua 4.

Cepro3HUTE HEXENAaHU JIEKAPCTBEHU peakuny, Habmoaasanu no-uecto B npoyusane MCL-002
(C paznnKka OT Hal-Maixo 2 MPOUEHTHH [yHKTa) B paMOTO Ha NEHaNKAOMHA B CpPaBHEHHC
C KOHTPOJHOTO paMo, ca:

e yeyrponenus (3,6%);

e Oenoapobua eMbonng (3,6%);

e nuapus (3,6%).

Haili-uecto HabnronaBaHUTE HEXENaHH peaKUWM, KOUTC BB3IHUKBAT MO-Y4ECTO B pPaMOTO Ha
NeHaNYaOMH B CpaBHEHME ¢ KOHTpohnHoTo paMo B npoyusaHe MCL-002 ca HeyTponeHnus
(50,9%), anemusd (28,7%), nnapua (22,8%), ymopa (21,0%), zanek (17,4%), nupekcus (16,8%) u
oOpuB (BKJIOUUTENHO anepruyen acpMmartur) (16,2%).

B npoyuBane MCL-002 uMa kaTo LR10 ABHO YBEJHUYEHHE HA CIYYaNTE HA MPEXAEBPEMEHHA

(B paMkuTe Ha 20 ceamMuun) cMbpT. [launeHTHTE C BUCOK TYMOPEH TOBAp Ha H3XOMHOTO HHUBO Ca
C YBEHYEH PUCK OT NnpexaespeMeHHa cMbpT, 16/81 (20%) cnyyau Ha npexaeBpeMEHHa CMLPT
B paMOTO Ha JeHanuaomua 4 2/28 (7%) cnyvan Ha NpexaeBpeMEHHA CMbLPT B KOHTPOJHOTO
paMo. paMKMTe Ha 52 ceaMHKIK cboTBeTHUTE Undpu ca 32/81 (39,5%) v 6/28 (21%) (Bx. Touka
5.1). Tlo Bpeme Ha neuebed uuxbn 1, 11/81 (14%) nauMenTy ¢ BHCOK TYMOpEH TOBap ca
OTTErNeHd OT TEpAnHUATA B paMOTO Ha neHanunaoMua cnpamo 1/28 (4%) B koHTponHaTa rpyna.
OcHOBHATA MPHYKHA 3a OTTEINIHETO OT JICYSHHUETO HA MAUUMEHTHTE C BUCOK TYMOPEH TOBap Mo
BpeMe Ha nevedeH UHKbI | B paMoTO Ha IEHaNHAOMHUA ca HexenaHy cboutus, 7/11 (64%).

BHCOKMAT TYMOpeH ToBap € AePUHUpAH KATO Hal-Manko €aHa Ne3ns = 5 ¢cm B JHaMEeTbp MNu
3 ne3uvu > 3 cm.

Ponuxyrapen rumpom

OOuwirAT npodun Ha 6€30NacHOCT Ha ICHANKAOMHUA B KOMOMHAUMS ¢ pUTYKCHMAD MpH MauHeHTH
C JleKyBaH npeau ToBa GonaukynapeH nuM¢pom ce 0asupa Ha AaHHH oT 294 nauuenTtd ot ¢da3a 3
paHAOMH3UpaHo, koHTpoaupano npoyusadHe NHL-007. OceeH TOBa, HEXENAHMTE JIEKAPCTBEHH
peakuuu OT noaabpxawo npoyupaHe NHL-008 ca skmouenn B Tabnuua 5.

Cepuo3HuTe HEXENAHU peakund, HabmogaBaHW Hal-uyecTO (C pa3nvka oT noHe | npoueHTeH
nyHKkT) B npoyusadHe NHL-007 8 paMoTO Ha neHanWAOMUI/pHTYKCAMAD B CpaBHEHUE C paMOTO
Ha naauebdo/putykcumad, ca:

 (¢ebGpunHa HeyTponeHud (2,7%);

o OenoapobHa eMbonus (2,7%);

e [HeBMOHUSA (2,7%).

B npoyusaHeTo NHL-007 HexenaHuTe peakuuu, HaON0[aBaHH MO-4ECTO B pPamMoOTO Ha
neHanuaoMua/puTykcuMad B cpaBHeHHe ¢ pamoTo Ha nnauebo/putykcumab (¢ none 2% rno-

BHCOKA 4eCcTOoTa MeXAy rpynure), ca HeyrponeHus (58,2%), auapus (30,8%), neBkorneHus
(28,8%), 3anek (21,9%), kawnunua (21,9%) u ymopa (21,9%).

TabnuLa Ha HeXXENAHUTE NEKAPCTBECHK pEaKIIUU
Hexenanute peakuny, HabnmoaaBaHU NpH MALUCHTH, NEKYBaHW C NE€HATHAOMH
NO-A0JY MO CHUCTEMO-OpraHHM K/1acoBe W 4YeCTOTH. llpv BCsKO rpynupane
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YeCTOTATa, HEXENAHNUTE PEaKuMK ce U30pOABAT B HU3XOMAL pel NO OTHOLUEHHWE Ha TAXHATa
cepuo3HocT. UYecToTUTe ce onpeaenar kato: MHoro yecty (= 1/10); yectu (= 1/100 no < 1/10);

neyectu (= 1/1 000 go < 1/100); peaku (= 1/10 000 go < 1/1 000); muoro peaku (< 1/10 000); ¢
HEH3BECTHA 4€CTOTA (OT HAJIMYHHUTE JAHHH He MOXe aa Obae HanpaBeHa OlLEHKa).

Hexxenanure PCAKUHH Ca BKJIIOMCHH B MOAXCAALLATA KAaTCropHs B Tabauuara [No-401Yy CIopci
Hal-BUCOKATa YeCTOTa, Ha0/110aaBaHa B HAKOE OT OCHOBHHUTE KAHHUYHH U3MHTBAHHUA,

Tabruuno obobwasane 3a monomepanus npu MM

CnenBawata tabnuua e Ha 6azara Ha aaHHW oT npoyusaHusta Ha HIAMM npu nauunents,
noanoxkedd Ha ATCK u nexyBaHu nopaAbLpxawo ¢ JeHanuaoMuA. JJaHHUTE He ca KODHrHpaHH B
CbOTBETCTBHE C MO-NPOABLIDKHTENHOTO [PHNOKEHHE B paMeHaTa Ha JleyeHHMe, CbAbPKALLO
NeRaNMAOMMUA, NPOABLIXKABALO KO NporpecHs Ha OosecTra cnpsMo pamedara Ha mianebo B
OCHOBHMTE MPOYUBAHHS NPH MYJITUIICH MHENOM (BX. TOUKa 5.1).

Ta6anpa 1. HJ/IP, ¢cbo0itend B KIHHHYHH H3NHTBAHHA € NALHEHTH ¢ MYJTHILIEH MHEJIOM,
JEKYBAHH C JICHAJIHIAOMH/, KATO NOJAIbPXKALIO JIeUeHHEe

Cneremo-opranen kjac / Bentikn HJIP / YecToTa HJIP cTtenen 3-4/
IIpeaAnmoYUTAH TEPMHH YecToTa
MHOro 4yecTH MHOro yecTu

[ueBmonua’®, undexuun Ha | [THeBMOHHS ™,
rOPHUTE IUXATENIHK MbTHLLA, | HEYTPONEHNWYHA HHEKUHS
HEYTPONEHHYHA HHPEKLUS,

GPOHXHUT, rpun’, Yecty
FaCTPOCHTEPHT , CHHY3HT, Cencuc’®, 6akrepueMus,
T (T Sen——— — Ha30¢apUHTUT, PUHHT 6enonpobHa uHbekiHs',
: OakTepranHa vHdexuus Ha
YecTu JONHUTE AUXATENHH
Hndexuus’, nndekuns Ha NbTHILA, GPOHXHT , rpun’,
NMKOYHUTE NbTULIA ¥, racTpPOEHTEPHUT , XepIiec
HHPEKLHA HA JOJIHUTE 3ocTep’, HHPEeKLHs'
JIUXATEeNHH MbTHULLIA,
6en0apobHa uHbpeKuUs'
Heonnaimu YecTH
A00pOKAYECTBEHH, MuenoaucnnacTHueH
3J10KAY4eCTBEHH H cuHApoM’*

Heonpeae/aeHH (BKII.
KHCTH H NOJIMITH)

MHOro 4ecTH MHOro 4ecTu
A‘G .ﬁ..
Heytponenus *, pebpunua Heytponenns *, dhebpunna
g ,
HEYTPONEHHS =, HEeyTponeHus *,
"0 A0
OMOOUMTONEHNS TpOMOOLUUTONEHNS
Hapyuienda Ha KpbBTA 'P 3 0 P A 1
aHeMHsl, TEBKONEHHUA , aHEeMH A, IEBKOTICHUA
H A"HMGJHATA CHCTEeMA
TUMPONEHUS aumdboneHus
YecTH
[TaHLHTONEHUS
Hapymenusa Ka MHOIro YeCTH YecTH
MeTabo1u3IMa U XUMNOKATUEMHUS XHNOKANTHEMH
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XpaHEeHeTo Acxnaparauus
MHOro YecTh YecTu
[TapecTesns ['nasobosnue
HapyumieHHA HA HEPBHATA
CHCTEMA
UecTH
[lepudepHa HeBponaTus'
YectH YecTH
CoA0BH HApPYIHCHHA BenonpobHa embonus” HAbn0oka BeHO3Ha
Ipomﬁoaan‘ﬂ’d
MHOT0 4YeCTH Yectu
PecnupaTopHH, IPLAHHA Kawinuua NucnHes”
H MeAHACTHHAJIHH
HapyllleHHA YecTu
TucnHes’, puHopes
MHOro 4YeCcTH YecTu
Jnapus, 3anek, KopeMHa duapud, MoBpblIAHE,
CTOMAIIHO-4peBHH Oonka, rafgeHe ragcHe
HAPYILIeHUS Yectu
[lospbulase, Oonka B
ropHaTa 4act Ha Kopema
MHOro 4ecTH UecTu
XenaToOHAMapHH OTKNOHEHHUA BLB OTKNOHEHH S BbLB
HapyllleHHsd G YHKUHOHATHUTE PYHKUHOHANHHTE
YEPHOAPOOHH NOKasaTenH yepPHOAPOOHH NoKazaTeH
HapyiieHus Ha KOXKATA MHOro yecTu UecTH
H NOJAKOKHATA THKAH OOpus, cyxa Koxa O6pus, copbex
MHOro yectH
HapyuieHHs Ha MycKyaHH cna3mu
MYCKY/IHO- CKEJIeTHATA
CHCTEMA Yecrtu
H Che/IHHHTE/JHATA TbKAH | Mnanrus, KocTHO-MYCKyJiHa
bonka
O6mu RapyuieHus 1 MHOro YecTH UecTH
eheKTH HA MACTOTO HA YMopa, acTeHus, NUpeKcus YMOpa, acTeHHUS
NPHIOKEHHE

HexenaHn peakuuH, CbOOIIABAHM KAaTO CEPUO3HH B KIWHHMMHHM M3INHTBaHUA ¢ nauucHTH ¢ HIAMM, noanoxenu Ha
ATCK.

Kacae cam0 CEpHO3HH HEXKENAHH ICKAPCTBEHH PEaKlIH.
Bx. Touka 4.8 Onucaiune Ha n30panid HeXenany peakiuuH.

»IIHeBMOHMA" xoMOMHMpanw HC, BkawYvBa Kargo TEPMHUH CREAHUTE npeanouydtaiu Tepmuud  (PT):
bpoHxonkeamoHud, Jlobapia nuesmonns, [1neemMonus npuunnena ot Preumocystis jiroveci, [IHCBMOHUA NpHUYHHEHA
ot Klebsiella, [IHeBMoHHA npuumnHena ot Legionella, [Ihesmonus mnpuunneda ot Mycoplasma, [THeBMOkoxoOBa
NHEAMOHKUA, CTPEMTOKOKOBA THEBMOHKA, BUpycHa nhesMonua, benoapobro napymenue, [1HeBMOHHT.

»iencue” koMouHupaid HC, Bkmousa karo tepMHH cieanure PT: bakrepuaned cencuc, [THesMoxokoB cencHc,
Centiuen ok, CtadHIOKOKOB CEMCHC,

wIlepudepHa Hepponatus” xomOuuuMpanu HC, BkmouBa Karo TEPMHH CACAHMTE TIPEANOYHTARH TE
[Tepuipepna nepponatis, [iepudepua ceH3opHa HeBponarHs, [ lonuHesponarus.

-AbM00Ka BeHo3Ha TpoMOo3a” xomOnaupanu HC, strousa kato TepMuH cneauure PT: Iwaboka se
Tpombo3sa, BenosHa Tpombosa.
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Pesiome 8 mabauuen 8ud 3a xombunupana mepanus npu MM

CaenHarta Tabnuua € cheTaBeHa OT JaHHHM, ChOpaHH MO BpeMe Ha NPOyYBAHUATA MPU MYITHILAEH
MHENOM ¢ KOMOUWHHMpaHa Tepanus. JlaHHUTe He ca KOPUTHpaHU B CHLOTBETCTBHE C MO-rosgdmara
NPOABMKHTENHOCT HA JICYEHHETO B paMEHaTa, CbAbpXKALH NEHATHAOMHA, NMPOALIKEHO 10
nporpecus Ha 3ab0NgBaHETO, COPAMO paMEHATA Ha CPaBHHTEIECH NEKAPCTBEH MPOAYKT B
OCHOBHHTE NPOYyYBaHHS HA MYJATUNJECH MHENOM (BX. TOouKa 5.1).

Tabanna 2. HJIP, cbo0lieHH B KJIHHHYHHA NOPOYYBAHHS NPH NAUHEHTH ¢ MYJATHIUICH
MHEJIOM, JIEKYBAaHH ¢ JIEHAJMAOMH] B KoMOuHauus ¢ OopresoMHO M JeKkcaMeTasoH,
JAeKCaAaMEeTAa30H HJIH ¢ MeJIPAIAH H NPEIHN30H

Cucremo-oprases Knac / Beuuxkn HIIP / YecToTa HJIP cTenen 3-4/
IIpeanouHTaH TEPMHH HecToTa
MHOro yecTH YectH
[THesmonus™"’, HHEKLHSA Ha Muesmouns”™’,
FOPHUTE JWXATENHH TbTUIIA’, | GaKTepUANHH, BUDYCHH K
OakTepUanHu, BUPYCHHU H rbOHUHH HHPEKUMH
reOMYHY HHPEKIUN ( BKJIIOUUTEJTHO
(BKJIOYHTENHO OMOPTHOHUCTHYHH
Mndexunn u nudecTanmun OHDPTMHHCJHHHH HHdJeI{IE}lE}IﬂH)G, LenynuT,
HHPEKUUH) , HA30(APUHTHT, cencuc , 6enoapobHa
bapUHTHT, GPOHXHUT , PUHHT uadekuua”’, Gponxut’,
UHpEKUHUSA Ha
YectH NUXATENHHTE MbTHLLA
Cencuc’®, benoapobua HHPEKLUS HA NHKOYHUTE
nHdexuus”’, HHPeKLus Ha MbTHILA  , HHGBEKLHO3EH
[MKOMHUTE MbTHILA , CHHY3HT | EHTEPOKOJHT
HeuecTH YectH
bazanHokAeTbBUEH OcTpa MHeIonIHa
KapLIMHOM *, eBKEMHUA
CKBAMO3HOKNETbYEH MHETOANCNIACTHUYEH
Heomnaimu — KapuUHHOM Ha KOXaTa =" CHHAPOM ',
106pPOKAeCTBERH, CKBAMO3HOK/IETbYEH e
A TOKAYCCTREHH KapUMHOM Ha KoXara

H HeompeaeeHH (BRI

HeuecTH
KHCTH H IOJIMITH)

Octpa neskeMus ot T-
K/IETbYEH THR',
OazanHOKneTbYEH
KAPLHUHOM *, TyMOP-
IN3UC CHHAPOM

MHoro yecTu MHOTO YeCTH

HeyTtponenuns =, HeyTponeuus ™%,

TpomGouuTonenus TpomMGouUTONeHUs * ",
Hapyuenus Ha KpbBTAa aHEMHS , XEMOPArHYHO aHeMHS' , TEBKONEHHH,
H TuMPHATA CHCTEMA HapylLUEHUE , TEBKOMEHHUS, nuMponeHus

nuMbonenus

YecTtH
Yectu Mebpunna
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Ge6puaHa HeYTponeHH!s HEYTPOTIeHUS™,
NAHLHTOMEHUS NAHLHTONEHHS
XEMOJIUTHYHA aHEMHK
Heuectu
XeMOI133, ABTOMMYHHA Heuecty
XEMOJIMTHYHA AHEMHUS, Xunepkoarynauus,
XeMOJUTHYHA aHEMHUA KOaryonaTms
HapyuieHHst HA HMYHHATa HeuecTn
CHCTema CBPbXUYBCTBUTENHOCT
Hapyienns Ha YecTu
CHAOKPHHHATA CHCTEMA XHUNOTHPEOHAUIBM
MHOro 4ecTu YectH
Xunokanuemus’ ", Xunokanuemus ™,
XHUNEePriIHKeMHU, XUNepriiHKeMus,
XUMOrJHKEMHUS, XHMOKATLHEMHS
XHNOKANLUHEMHUS , 3axapeH auaber’
XHTIOHATPUEMHUS xunogpocdaremns,
HapyimeHHsa Ha 00 0
JEXUApaTauus , NOHWXKEH XUMOHATPHEMHUA'",
MeTaD0IH3IMA M XPAHEHETO 00
aneTUT , NOHWKEHO TETNO XUTEPYPHKEMHUS,
noaarpa,
Hectu nexuaparauus’’,
XunoMaruesuemus, NOHWKEH ANETHT
XUNEPYPHKEMHUA, NOHHAKEHO TETJIO
XHUTIEPKAJILIHEMHS

I[MenxnyHy HAPYIIEHHS

MHoro uect#
Henpecua, 6e3cbHue

HevecTn
3ary6a na nubuao

Hecty
Henpecns, 6e3cbHue

Hapyumienust Ha HepBHATA
CHCTEMA

Muoro uectu
[Nepudephn HeBponaTHu'
NapecTe3ns, 3aMasHoCT .,

i

TpeMOp, NPOMAHA Ha BKYcCa,

rnapobonue

YecTu

ATAKCUA, HAPYLLEHHUE Ha
pPaBHOBECHETO, cuukon’”’,
HeBpanrus, IH3ecTe3us

MHuoro yectu
[lepudeptin
Hesponatuu®’

YecTH

LlepebpoBackynapen

HHL[H,[EEHTG, BaMBJIHDCTm,

CHHKON' ', HEBPANTHUA

Heuectn

BvTpeyepenen
KPbBOM3IKB , IPEXO/IHA
HCXEMHYHA aTaka,
llepebpanHa HCXeMus

HapynieHus Ha ouuTe

MHOro 1ecTu
KartapakTy, 3aMbrieHo
BH)KRAHE

Yecty
HaMmanena OCTpOTA Ha

YecTH

Karapakra

HevyecTy
Cnenora




3PEHHETO

HapyweHnns Ha yXoTo
H JabupuHTa

YectH
['nyxoTa (BKIIOURTENHO

XHNOAKY3HA !, THHUTYC

CorpaedHn HAPYLUIEHHS

HecTH
[peackpaHO MbXaEHE ™,
Opaaukapaus

HeuecTty

Aputmus, yavnxked QT-
WHTEPBaJ, NPEACHPAHO
TpenTeHe, BEHTPUKYJIAPHH
€KCTPACHCTOJH

YecTH

Undapkt Ha MHOKapaa
(BKAKOYUTEIHO ochp)"“‘{’,
NpeaAChpAHO
MbxcaeHe ", 3acToliHa
CbPACYHA
HeIOCTATHYHOCT
TaXHKAPAKS, CEPACYHA
HEAOCTaTbYHOCT ",

MHOK4pAHa HCXEMHHQ

Cb/10BH HADYIUIEHHS

MHOro yecTty

BeHo3HH TpoMOoeMOOIMUHHU
chEHTHSA npeaAMMHO AbIO0OKa
BeHO3Ha TpomMO03a N
6enonpobua embonus

XHNOTOHUA"

UecTu
XHUNepToHusg, eKXHM03a

MHOro 4ecTu

BeHosuu
TpoMO0oeMOONHUYHH
CLOUTHS , IPEAHMHO
Ab100Ka BEeHO3Ha
TpomMO03a U BenoapodHa
embonug

YecTH
BacKyuT, XHNOTOHHS
XHUTIEPTOHHA

HeyvectH

Ucxemus, nepudepna
HCXEMUA, BeTpeYepenHa
TpOM0O03a HA BEHO3HHUTE
CHHYCH

MHoro uecTu

YectH

& 00 o O
UCNHEeA ., eNHCTAKCHC PecnupatopeH QHUC
PecnapaTopHH, rpb/IHHA A "' ’ P {::}{}pe AUCTPEC,
Kalladua AUCNHes ', niespajHa
H MEeARACTHHAIHH 00 00
HApYmenns bonka’’, XHITOKCUA
YectH
Hucponus
MHoro vecTy HecTH
000 {
Huapus ™, 3anek , Oonka B KpbBOH31HB OT

CToMamHo-upeBHH
HAPYILICHHUA

kopeMma’’, ragene,

30
MOBPLIUAHE , IUCMETICHS,
CYXOTa B yCTaTa, CTOMaTHUT

YeceTH

KpbBOU3NIHB OT CTOMALLHO-
4YpeBHUSA TPAKT (BKJIHOUYUTEIHO
PEKTajeH KPbBOU3NMB,
X€MOPOHIEH KPHLBOU3NHB,
KbpBEHE OT NENTHYHH A3BH U

CTOMALLHO-UPEBHUSA
TpakT ', 0BCTPYKLMS Ha
ThHKHTE Yepra’’
anapus’’, sanex’, Gonka B
xopema’’, raaene,

noBpbLIaHe
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Xy
KLPBEHE OT BEHIIUTE)
aucoarus

Heuectu

KonuT, pb3naieHue Ha

LIeKyMa

MHoro yecTH YectH

[ToBHlIIeRA anaHHH XonecTasza’,

aMUHOTpaHcdepasa, NOBHILIEHA | XENaTOTOKCHUYHOCT,

acrapTar aMHMHOTpaHcepasa XenaTouenyaapHo

yBpexkaaHe ', NOBHLIEHA

YecTH aNnaHuH
XenaToGHaHapHA Xenamuengﬁnapﬂo aMUHOTpaHcgepasa,

YBPEXAaHE , OTK/IOHEHUS BbB | OTKJIOHEHHA BbR
HAPYILHECHHS

(PYHKLUHOHANHUTE GyHKUHOHANHHUTE

yepHOAPOOHHM Mokazareny’, yepHoapoGHU nokasaTeny’

XunepounHpybnHemus

Heuectn

HeuecTu HepHoapoOHa

YepHoapobHa HEJOCTATBYHOCT

HEZOCTATBYHOCT

MHOro YyecTH Yecrw

O6puBH °, NPYPUTYC O6pusn’’

YectH HeuecTn

YpTuKapHs, Xunepxuaposa, JlekapcTBeH 0bpuB ¢

CyXxa Koxa, €O3UHOPHINA U CUCTEMHH

XHIEPITUIrMEHTALHUA HA CHMNTOMH"
HapyuieHHSt HA KOKATA

KOXKaTa, eK3eMa, epuTemMa
H MOAKOXHATS THKAH

HeuectH

JlekapcTBeH oOpHB ¢

CO3UHOPHUIUS W CHCTEMHH

CHMIITOMM ', IPOMSAHA

B LIBETA HA KOMKATA, PEAKLIMS Ha

OTOUYBCTBUTENHOCT

MHoro 4yecTu Yectu

Hapynienuss Ha MYCKYJIHO-
CKEJIETHATA CHCTEMAa H
CHEAHHHTE/THATA ThKaH

MyckynHa crabocer’,
MYCKYJIHHU crnia3zMH, 6onka

B KOCTHTE , GONKa M
AUCKOMMOPT HA MYCKY/THO-
CKeJleTHaTa CHCcTeEMA

1 ChbeRMHUTENHATA ThKaH
(BxsoydTenHo bonka B
rep6a’""), Gonka B KpalHHK,
MUArKs, apTpanrus’

YeeTH

OTOUM HA CTABUTE

Myckynxa chaboct’”,
Gonka KocTuTe' , 6onka

W AMCKOMGOPT Ha
MYCKYNHO-CKENIeTHATa
cUCTEMA

U CbeAWHHUTENHATA ThKaH
(BKIOMMTENHO OOJIKA

B rbpba’’")

HedecTH

OTouun Ha €T
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Hapymenus na 6n6pennte
H MHKOYHHTE NLTHIIA

MHOro yectH
bbOpeuHa HEAOCTATBUHOCT
(BKIOUHTENHO ocTpa)

YecTH

XeMaTypud , 3aibpXaHe Ha
YPUHA HHKOHTUHHEHLHA Ha
YPUHA

HeyectH

bxOpeuna Tybynua
HEKpO3a

CHCTEMA H I'bpAATA

Heuecty
[Tpuaodur cHHApPOM Ha
Fanconi
Hapyumienna Ha YecTy
BL3MNPOH3IBOAHTE/THATA EpexkTunna auchyHKUHs

O6mn napyuieHns
H ¢(peKTH Ha MACTOTO HA
NPHI0XKEHHE

MHOI'0 yecTu

VMmopa“™*’, otok
(BKNIOUYMTENHO nepudepeH
OTOK), HHDEKCHH{}'M, acTeHHA,
rpunonoaobHo 3adbonsaBaue
(BIKJIIOUKTENHO MHPEKCHA,
Kalmnnua, Muairus,
MYCKYITHO-CKeneTHa fonka,

rnaso0oNue U CXBALLIAHE)

Yecty
Bonka B repante”™”’, neraprus

MHoOro yecTtu

Ymopa‘}'%

YecTH

[lepudepeH OTOK,
MUPEKCHA ", aCTEHUN

Hiciaeapanus

MHoro 4ectH
[loBulieHa ankanHa docdaraza
B KPbBTA

YecTH

[TouieH C-peakTuseH

NPOTEHH

HapansaBaHHA, OTPABAHHA
H YCAOXKHEHH,
BL3HHKHAJIH B Pe3yJTAT Ha
| HHTEpBEHIAH

YecTH

[lanaHe, KOHTY3UHU

Hexenanu peakuuy, cbOOLIABAHKM KATO CEPHO3HU B KNHHHYHUA HINWTBaHKA npu nauneHtk ¢ HAMM, nonyuasanw

neHanuaoMua B KoMOHHauus ¢ Gopre3oMud U aeKcameraioH.
o
Bx. Touxa 4.8 Onucanue Ha H30paHH HOKETaHH ICKAPCTBEHH PCAKIIHH.

0
Hexenann ekapCTBEHH PeakliMH, CoOOWEHH KaTO CEPUOIHU B KNUHUYHHKTE HINKWTBAHHWA NMPH NAULHECHTH C MYITHIIEH

MHEIOM, ICKYBAHH C JEHATHAOMHA B KOMOHHALIHA ¢ AEKCAMETA3OH WK € Men(anaH u NPEAHHION,
_+_
Kacae caM0 cepHO3HMK HEXKENAHH REKAPCTBCHH PCAKLIMHM.

* Cnobmasa ce 3a CKBaMO3HOKIEThYUECH KApPLUHHOM Ha KOXATa B KIIHHUYHHTC HINHTBAHHA MMPH NAUMCHTH C MHCIOM,

JICKYBAHH NpCAA C AEHATMAIOMKE A/ IEKCAMETA30H, B CPABHEHHC C KOHTPOJTHTC,

*¥ Crobuwana ce 33 CKBAMOIHOKIIETHYEH KaPUWHOM HA KOXKATAa B KIHHHYHO W3ITHTBAHE MPH HOBOIHAT
MAUHEHTH ¢ MHEJIOM HA ICHANHAOMUA/ ACKCAMETA30H B CPABHEHUE C KOHTPOIIHTE,

Peziome ¢ mabauuen sug 3a Monomepanuama
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Cneanure Tabnuuu ca CbCTABEHH OT AAHHH, CbOpaHH NO BpeMe HAa OCHOBHUTE NPOYYBaHHS MpH
MOHOTEpPANHS HA MUENOAUCNIACTUYHA CUHAPOMH K MAHTENHOKNETbYEH NUMGOM.

Tabauma 3. HJIP, cpobflieHH B KIHHHYHATE H3NHTBAHHA NPH MNaIHEHTH
¢ MHEJOAHCIIACTHYHHN CHHAPOMH, JIEKYBAHH C JJeHATHAOMHKAH
CHcTeMo-opranen kKiac / Bewuxn HUIP / YeeToTa HJIP ctenen 3-4 /
[IpeanoYHTAH TEPMHH YecToTa
MHOrO Y€CTH MHOro YecTH
Baktepuanin BUPYCHH U [THeBMOHUS

HH(pekHH H HHPECTALIHH

rbOUUHN HHDEKUNN
(BKNIOUYUTENHO
ONOPTIOHHCTHYHH
nhbexkuun)’

YectH

bakTepnanHu, BUpYCHH
U rbOMYHN HHDEKUUH
(BKJTIOMHTENHO
OMOPTIOHHCTHUHH
HH@KHHH)G, OpOHXHT

MHOro yecTu

MHoOro yecTtu

HapynieHHs Ha
meTabonu3mMa H XpaHeHeTo

TpoMGOLUTONEHHS * TpomGountToneHus *,
HEYTPONERUS *, ICBKONEHUS HEYTPONEHHA *,
HapynieHnn Ha KpLBTA NEBKOMEHHUA
H JHMHATA CHCTEMA
Hecru
Debpunua
HEYTPONEHHUS
Hapyutenus Ha MHOro 4ecTH
CHAOKPHHHATA CHCTEMA XHUMOTHPEOHAHIBEM
MHoro 4ecTH Yectu
[MoHuXeH aneTur Xunepraukemus',

YecTH
CBpBLXHATPYBAHE HA XKeNa3o,
[TonuxeHo Terno

(IOHHXKCH aliCTUT

C1HA0BH HApPYLIECHHA

HectH
IcHXHYHH HAPYLICHHS [TlpomeHu B
HaCTpoeHueroﬂ"
MHOro 4ecTu
3aMasHoCT, rinapodbonue
Hapyuwienssi HA HepBHATS
CHCTEMA
YecTH
[lapecTesns
Yectn
OcTbp UH(EPKT HA
Cbpaeunu HAPYILLIEHHS) MMOKapa ", TPEACHPAHO
MBXIEHE , ChpAeYHa
HEeNOCTaTbYHOCT _ —
YecTu

XH NMNCPTOHHUA, XEMATOM

TpoMOOoEeMPa;]

EESIE;HH AW o
MO
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bN00Ka BeHO3HA
TpoM603a U 6enoapodHa
eMGoUR "

PecnupaTopHH, rpPbAHH

MHoOro uecTu

H MEIHACTHHAIHH FnHCTakcue
HAPYIUCHHSA
MHoro vectu YecTH
,[[Hapm‘}, 00JlKa B KOpeMa ,[[Hapuﬂ{", rajeHe,
(BKIKOUUTENHO MOPHATA Y4acT), 350000/
CromamiHo-4peBHH
rajieHe, NOBpPbLLIAHE, 3aMeK
HAPYLUCHHS
YecTH
CyxorTa B ycTara, JUCIENCHS
YecT YecTH
OTKNOHEeHHA BbB OTKJIOHEeHHWH BbLB
XenaToOHTHAPHH
(PYHKLIMOHANHHUTE dOYHKUMOHATHHTE
HapVIHeHHS
YEPHOAPOOHH TOKA3aTEeNH YEpPHOAPOOHH
nokKasaTteiu
MHoro uectu YecTH

HapyuieHHA HA KOXKATA
H NOJKOKHATA ThKAH

OOpuBy, cyxa KOxa,

MPYPHTYC

HapyuieHnsa HA MYCKYJ/THO-
CKeJICTHATA CHCTEMA
H CheIHHHTEJIHATA ThKaH

ObpuBH, NpypuTyC

MHOro uectTu

MyckynHu cnasmu, 060Ka B
MYCKYJTHO-CKEIETHATA
cucTeMa (BKMo4uTeENHO DoJika
B ropba’ U Goska B KpailHHK),
apTpairus, MUaJrus

Yectu
Fonka B rep6a’

Hapyienns Ha 6n.0penunTre _eCTH
buOpeuHa
H MHKOYHHTE MbTHINA 0
HeAOCTATbYHOCT
MHoro uectu Yectu
YMopa, nepudepeH OTOoK, [Tnupekcus
OO0 HapyuieHHs H rpunonogobHo 3abonsisaxe
ePeKTH HA MACTOTO Ha ( BKJIFOMHATENIHO NUPEKCH A,
NPHJIOKEHHE KalULUTMLA, (PAPUHTHT,
MHANTUs, MYCKYNHO-CKEJIeTHA
bonka, rnaBoboJine)
HapaHfABaHHA, OTPABAHNA Yecty
H YCJIOKHEHHA, [lapane

BL3HHKHAJIH B PE3Y/JITAT HA
HHTePBEHIIHH

M

Bax. To4uka 4.8 Onucanue Ha H30PAHN HEMENAHH IEKAPCTBEHH PEAKIIHH.
0

Hexenann chOUTHA, CHOOMIEHH KATO CECPUOIHH B KIIMHHYHH NPOYYBAHHA HA MHENOEHCIVIACTHYHH CUHAPOMM.

o

Crobmamar ce MPOMEHH B HACTPOCHHETO KATO HECTO CEPHO3HO HEXENaHO cbOMTHe B npoyusaHero dasa 3 wa

MUCIOANCTUTACTHYHH CHHAPOMH; HE C& CHLOOIABA KAaTo HexenaHo cuOuTHe ot Crened 3 unu 4
ANropuThM, NMpUnoker 3a skmousade 8 KXI1: Beuykn HITP, yeranosenn ot anroputsma no npoyvsaHeTo hasd-s;

pnogeHd 8 KXII 3a EC. HMashpmena ¢ ponwsinWTe Ha npoBepka 3a yectotara Ha Tean HUJIP, ;r"'( e
AMropuTHMa Ha NpoyuBaHeTo aza 2 M, aKo uyecTorara MM B NpoyuBaHeTo ¢aza 2 e no-BUcehl, y
B npoy4BaneTo ¢aza 3, ¢uburnero € pmoveHo B KXII 3a EC ¢ 4ecToTaTa, ¢ KOATO € Bh3HHKHAN@/E

daza 2.
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# ANropHTbM, NPHAONKEH NIPH MHEOANCNNACTHYHY CHHAPOMM:

e [IpoyysaHe ¢aza 3 Ha MUCTCAMCIVIACTHYHH CHHIPOMH (ABOAHO3ACENEHA NOMYIALMS 32 6€30NacHOCT, pa3nuKa
Mexay neHanugomun 5/10 mg w nnauebGo no HayanHa CxXema 33 npunaraHe, nNposseHa Npu Hak-manko 2
RAalUEHTA):

O BCHYKH BBL3HHKBAlIM MO BPEME HA JICHCHHETO HEwenann cwubutua npu > 5% OT nauuMeHTHTe Ha
JCHANHAOMHEL, M Haii-Manko 2% pa3nvka B ChOTHOLECHHETO MEXY JICHATHI0OMHA K naauedo;

O BCWYKM BL3HMKBAWIY MO BPEME HA NEHEHMHETO HewenaHu cwbutHa ot Crenen 3 uam 4 apn 1% or
MNALMEHTHTEC HA JIEHANHAOMHI M Hal-mManko 1% pasnuka B CBOTHOLIEHHETO MEXIY JEHATMAOMHA
H nnauefos;

O BCHYKH BbL3HMKBAILK N0 BPEME HA JECNSHUETO CEPHO3HU HEWeETaHH cbOuTHA npu 1% oT nauMeHTUTE Ha
NCHANHAOMKA W Hal-Manko 1% pa3iiMKa B CHOTHOLLEHHETO MEXAY NEHATHIOMMA N niauedo.

» [lpoyusane ala 2 Ha MHENOAUCIIACTHUHH CHHAPOMH:

O BCHYKH BBIHMKBALUM MO BPEME HA JEYECHHETO HexenaHH cnLOuTUA npu > 5% or nexkysaHuTe
¢ TEHANHAOMHI BALHEHTH;

© BCHYKHM Bh3HUKBAIIHK [T0 BpeMe Ha neveHWeTo HexenaHn cubutua oT Crened 3 unu 4 npu 1% ot
NEKYBAHHWTE C NCHATHAOMH NALHEHTH;

O BCHYKH BBL3HHKBAIKM NO BPEME HA JICYEHHETO CEPHO3HHY HEeXenaHu cbouTHa npu 1% oT nekysanure
¢ ICHANUZOMHU MALIMEHTH.

Tabauuma 4. HJIP, cphofmieHH B KIMHHYHHTE H3INHTBAHHA NpPpH  NANHEHTH
C MAHTEJIHOKJIETHYEH JTHMGOM, JeKYBAHH ¢ JIeHAJAHIOMH/

Cucremo-opraHer Kiaac /
P Benuxkn HJIP / YecToTa HJIP ctenen 3-4 / YecToTa
IIpeanounTaH TEPMHH
MHOro 4ecTu YecTn
bakTepuanHu, BUPYCHH bakTepyanHu, BUPDYCHH H
U reOUUHK HHEKUUH rbOMYHK HHDEKUUN
(BKNIOYHTENTHO (BKJHHOHUHTEAHO
HNudekuuu n OMOPTIOHHCTHYUHH ONOPTHHUCTHYHH
HHpecTAIHH HH(I)E:KU.HH)Q, Ha3o(hapHHTHUT, HH@EKI.[HH)G, NHEBMOHHA'
MHEBMOHUSA
YectH
CHHY3HUT
YecTu YecTu
Heonnaimu — Peakuys Ha aKTUBHPAHE HA Peakuus Ha aKTHBHPAHE HA
A00pOKaAvYeCTBEHH, TYMOpa TyMoOpa,
3JI0KAYECTBEHH CKBAMO3HOKJIETBYCH
H HeomnpeaeeHH (BKJ. KapLIMHOM Ha KoXara
KHCTH H TOJTHIH) 6azanHOKIETbYEH
KAPLMHOM *
MHOro 4yectu MHoOro yecTu
TpoMbounTornenus , TpomOounTONEeHus ,
"0 n 0 Q
HEYTPOIMEHUA HEYTPOMEHUS =, aHEMHA
HapyuwieHus HA KPBBTA PO ) 0 1P ’
NEBKOMNEHUA , AHEMHU
H JumbHATA CHCTEMA
YecTn
YectH de6punHa HEyTponeHus *,
PDebpunHa HeyTpolneHus ! NIEBKOMEHHS"
MHoro yectu YectH
[TokuxeH aneTUT, NOHHKECHO exuapaTauus’
Hapymennd Ha ’ Aexunparaius’,
TEerno, XunoKaaiveMus XHITOHATPHEMHA,
MeTabosH3Ma U
XHITOKANLINEMHS
XpaHeHeTo
HectH
I[exuﬂpaTauHﬂ{}
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IIcuxuunn napyuieHHsa

YecTH

bescbHuUe

HapyiueHus Ha HEPBHATA
CHCTEMA

YecTH

Hucreysus, rnasobonue,
nepudepHa HesponaTHs

Yectn
[lepudepHa ceH3opHa
HEBPONATHS, NETaPTUs

Hapymenus Ha yxoTo

YecTu

Cha0BH HApYLIEHHSA

H 1a6HpHHTA Bepturo
YecTtH
CobpaevHH HApYLIEHMS MHgapkT Ha MHOK&M%
(BKIIOUMTENHO OCTHLP) °,
ChbpAEYHA HEAOCTATHLYHOCT
YecTH YecTH
XUNOTOHUS' Isa60ka BeHo3HA

tpomBoza’, GenoapobHa
emGonus °, xunorouus’

PecnBpaTOpHH, IPb/AHH

MHoro yecru

YecTH

YectH
Kopemna 6onka’

H MeHACTHHA/THH Ilucnues’ HMucnnes’
HAPYIeHHS
MHoOro yecTu Yectu
Iluapuﬂ{’, rageHe’, Hnapus’, kopeMHa 6onka’,
CToMAauHO-YpeBHH NoBpbLUAHE’, 3amNeK 3aneK
HaApYILIeHHNA

Hapyniesns Ha KoxaTa
H NOAKOXKHATA ThKAH

MHOro vecTH
O6puBH (BKJTIOUHTEIHO
anepruye aepMaTHr),

NMpypUTYC

HectH
HowHo u3znorasaHe, cyxa
KOXa

YecTtu
ObpuBH

Hapywenus Ha
MYCKYJ/IHO- CKEJICTHATA
CHCTEMA

H CLETHHHTE/IHATA ThKAH

MHOro 4ecTu
MyckynHd cnasMmu, 6onka
B rbpba

YUecTH

Aptpanrusd, 6o5ka B
KpafHUK, MYCKYJIHA
cnaboct’

YecTy

bonka B repba, MycKyJHa
cnaﬁnc*rﬂ, apTpanrus, 6onka
B KPaHHHK

HapyieHud Ha
6u0peunTe H NHKOYHHTE
NbTHIUA

Yectu
BbOpevHa HeROCTATEYHOCT

O0wu napywenus
H e(peKTH HA MACTOTO HA
NPRIOKEHHE

MHoOro YecTH

YMopa, acTeHus
nepudepeH OTOK,
rpunonogo6Ho 3ab0isBaHe
(BKTIOYHTENHO NUPEKCHS',
KalllnuLa)

YecTH
aneKCHSIG, aCTEHHHG, yMopa
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YecTH
CTyeHH TPBIIKH

M
Bx. Touka 4.8 Onucanne Ha U3OpaHH HEXKE/IAHHW NCKAPCTBEHH PCAKUHM,

° Hexenann CLOUTHA, CLOOICHM KaTO CCPHO3HKM B KNKHWYHH NPOYYBAHHA HA MAHTE/HOKIETBYEH JTHMPOM.
AJITODHTEM, RPUI0KEH 32 MAHTENHOKIIETBYEH TUMGOM:!
e KouTtponupaHo dasza 2 npoyyBaHe Ha MAHTCIHOKIETBYEH THMPOM:

O BCHYKM BB3HHKBAIIM TO BPEME Ha JIEYEHHUETO Hewenanu ChLOMTUE npr > 5% OT NallMeHTHTE B PpaMOTO Ha
NeHANMAOMHA H Hali-Manko 2% painuka B ChOTHOLUCHHETO MEXKIY paMOTO HA JCHANHIOMHA
K KOHTPOJHOTO pamo;

O BCHYKHM Bh3HHMKBALLH MO BPEME HA JICHCHHETO HEwenaHu ¢nboutua or Crened 3 wau 4 npd = 1% ot
NAIKEHTHTE B PAMOTO HA ICHATHAOMKHA W Hail-Manko 1,0% pasnHka B CLOTHOMEHHETO MEXKAY PAMOTO Ha
JCHANNAOMKI ¥ KOHTPONHOTO paMo;

O BCHYKM BB3HHKBALH 110 BPEME HA JICUEHHETO CEPHO3ZHHU HEXENaHW chbutus npu > 1% or nauuenTrTe
B paMOTO Ha JICHaNHAOMKEA W Had-manko 1,0% paiivka B CHOTHOWCHHETO MEXAY PaMoOTO Ha
NEHANHWAOMHUE ¥ KOKTPOJIHOTO pamo.

e [lpoyusane ¢aza 2 Ha MAHTETHOKICTEYEH NUMGOM C SAHO pamo;

O BCHUYKH Bb3HHKBALUH MO BPEME HA ICUCHHETO HEXeNaHu CbOMTHS iph = 5% OT nauneHTHTe;

© BCHYKH Bb3HHKBAINH N0 BPEME HA JICHEHHETO HewenaHn CuOuTHA oT Crened 3 wim 4, cwobuicHH npu
2 WM 0BEYE NMALMEHTH;

O BCHYKH BL3HMKBAUIM M0 BPEME HA JICMEHHETO CEPUO3HK HEWKEIAHH ChOWTHA, cbobleHH npu 2 WM
NOBEYE MALHEHTH.

Pesiome 8 mabnuuen gud 3a komOuHupana mepanus npu hoauxyraper sumpom

Crnennara Tabnyua e ChCcTaBeHa OT JaHHH, ChOpaHK Mo BpeMe Ha OCHOBHKWTE npoyuBaHra (NHL-
007 u NHL-008), u3non3painy fAeHaANMAOMHA B KOMOWHAUHMA C PHTYKCMMad NpM nauueHTH ¢
donukyiapeH TUMQoM.

Tabauna 5. HJIP, cho0lieHn B KAHHHYHHTE M3NTHTBAHHA NPH NAUHEHTH ¢ POJHKYJIApEH
JUMPOM, JIEKYBAHH € JeHAJIHAOMHA

Cncremo-opranen waac / Bceuukn HIIP / YecToTa HJIP crenen 3-4 / YectoTa
IIpeANO4YHTAH TEPMHH

MHoro vectu HecTu

HMHbdekuns Ha ropHUTE [THeBMOHKS', CencUc,

AUXATETHN NbTHLA benoapobna nadekuus,
Mndexuny i OpOHXMHT, raCTPOEHTEPUT,

Yectu CUHY3HT, HH(EKLHA Ha
HHpeCTALHH - 0

HEBMOHUA , I'DHUI, NUKOYHHUTE MBTHILA,

OPOHXHT, CHHY3HT, ENYJuT

HHPEKUHUA Ha THKOYHHUTE

NbTHINA

MHorg yectu YecTu
HeonnasmH — Peakuus Ha aKTUBHPAHE Ha bazanHOKNETLUEH
A006poKavecTBEHH, TyMOpa KapUHHOM
3JI0KAYECTBeHH
H HeolpeaesieHH (BRI, Yecty
KHCTH H IOJIHIH) CKBaMO3HOKNETLYEH

KADLMHOM Ha Koxara ™ ™

MHOro 4ecTu MHoro yecTy
Hapymesnusi Ha KPbBTA HeyTponenus *, anemus’, HeyTtponexus
H Jum@HATA CHCTEMA TPOMOOLUTONEHHS ,

NEeBKONEHUs , YecTH
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nHMdmneHHﬂm AHeMHs',
TPOMBOLMTONEKHUS
YecTH (bebpunHa HeyTponeHus
DebpunHa HeyTporneHua™’ NAHLKUTOMEHHUA,
NEBKOTEHHUS
nHquneHuﬂm
MHoro yectu YecTH
TIOHHXKEH aneTuT, ,[[exu,upa'rauuﬂ{’,
Hapyuenus Ha XHUMOKAJIHEMHA XUMEepKANLEMHS
MeTaloH3Ma H XHMOKAJUEMMUA,
XpaHEHeTo YecTu xunodocharemus,
Xunogocparemus, XHNEPYPHKEMHUSA
JAexuaparaund
YecTH
IIcaXHYHN HApYILIEH U
Jenpecus, 6e3cuHue
MHoro yectu YecT
[ naBodonue, 3aMasHOCT Cuuxon
Hapyienns Ha HepBHATA
cHcTEMA YecTH
[lepudepHa HeBpoOnaTus,
JHCrey3us
Chpaeund HaApyIIeHHA HeuecTn 6
ApUTMHA
YecTy Uecty
Cba0BH HAPYLICHHS XHUMOTOHUS BenoapobHa em6osus

XHNOTOHHA

MHOro 4ecTH Hect
TIucnHes , Kamauua Iucnues’
PecnupaTopiu, rpbAHH
H MEAHACTHHAJIHU YecTh
HApyIICHHNA Opodapunreanta boska,
JUCHOHUSA
MHoOro yecTu YecTn
KopemHa 6onka’, nuapus, KopemHa 6oska’, auapus,
3arekK, rafieHe, NOBPbIUAHE, 3aneK, CTOMaTHT
JUCTIENCHS
CToMaiIHO-YpEeBHH
HAPYIIEHHA

YecTH

bonka B ropHaTa 4acT Ha
KopeMa, CTOMATHT, CYXOTA B
ycTaTa

Hapywenus Ha KOXaTa
H NOAKOXHATA THKAH

MHOro yecTu
OGpHBH , IPYPHTYC

UecTu

Cyxa Koxa, HOUHO
H3NOTABAHE, EPHTEMA

YectH
OOpHBHU , NPYPHTYC

Hapyiuenus Ha
MYCKYJIHO- CKeJIETHATA

MHOT0 YecTu

MycKy/THH cna3Mu, boska

Yecty
MycCKyJiHa ©
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CHCTEMA B rppba, apTpanrus B LUMATA
H CheIHHUTETHATA THKAH
YectH

bonka B kpafHUK, MYCKYJIHa
cnabocT, Oonka B MyCKynHO-
CKEJIETHATA CHCTEMA,
MHanrus, 00JiKka B ILKATE

HapyuieHus Ha YectH
ObOpenuTe H NHKOYHUTE OCTpO YBpEXKAaHE Ha
NbLTHILA 6b6peumTe’

MHoro yecTtH HecTn

[Mupexcus, ymopa, acteHus, YMopa, acTeHHS

O6wwH HapylLeHHs nepudepeH OTOK

H epeKTH HA MACTOTO HA
NPHIOKEHHE

YecTH

DU3UYECKOD
HEPa3NOJIOKEHHE, CTYACHH
TPBNKH

MHoro uecTtu

[loBHllIeHa anaHUH
amMmyuHoTpaHcdepasa

Hicnexsanns
YectH

[ToHMXEHO TErTO, NOBHILEH
OuKHpyOHH B KpbBTa

" Bx. Touxa 4.8 Onucanue Ha H30paHK HEKENAHH NEKAPCTBEHH PCaKLIMA.
ANropursm, npunoxkeH npu GonukynapeH tuMgom:
Kontponupano - [1poyysane gasa 3:
o NHL-007 HIP - BCHYKM BB3HKKBALIH NO BpeME HA JICHEHWETO HEXEnaHH cwOMTHA npu = 5% ot
NalHEeHTHTE B PAMOTO HA NEHATHAOMHI/PHTYKCHMA0 W nali-manko 2% no-BHcoka secrota (%) B paMoTo
Ha JICHATHUAOMHM/] B CPABHEHHWE C KOHTPOJIHOTO paMo (nonyiauxs 3a 6e30nacHocT);
o NHL-007 Crenen 3/4 HJIP - BCHYKH BB3HHKBAIIA (10 BPEME Ha NIEUEHHETO HexeNaHu culurua ot CreneH

3 nnn 4 nph Hait-Manko 1% ot nalueHTHTE B paMOTO HA AEHATHAOMKA/pHTYKCKMAD K Halt-manko 1% no-
BMCOKA YECTOTA B PaMOTO HA JICHANHAOMHKA B CPABHCHME ¢ KOHTPOJHOTO paMo (NONyJallHR 3a
6e30nacHoCT);

o NHL-007 ceproanu HJIP - BCHUKK BHL3HMKBALLH 110 BPEME HE JICYEHHETO CEPHO3HH HEXEaHN ChOKTHS
npH Haii-manko 1% o7 natMeHTHTE B PaMoTO HA NEHANHAOMUA/PHTYKCHMAO ¥ Hali-manko 1% no-sucoxa
YeCTOTa B pAMOTO Ha NICHATWAOMHI B CPABHEHHE C KOHTPOJIHOTO pamMo (norynauua 3a 6e3onacHoct),

BJ1 c eaHo pamo - [poyusane ¢aza 3:

o NHL-008 HJIP - BcHukn BBL3HMKBAWUM MO BPEME Ha JIEYEHHETO HEXENaHW chOuTHR apu > 5% or
A€KYBaHUTE NALMEHTH;

o NHL-008 CreneH 3/4 HJIP - BcHYKH BLIHHKBALUY 110 BPEME Ha JIEUSHHETO HeweNaHH ChOHTHA oT Crenen
3 un4 4 npk 1% OT NEKyBaHUTE NALKEHTH,

c NHL-007 cepuoznn HJIP - BcuukH BB3HHKBALIM 110 BPEME HA NCHEHHETO CEPHO3HH HEKENAHW ChOMTUA
npi 1% OT NEKYBAHKHTE NALKCHTH,

° Hexenanm CbOHTHA, CLOOLIEHH KaTO CEPHOZHH B KIIMHHYHH NPOYUBAHHA HA MHUEIOAHCITACTHYHH CHHIPOMH.
" Kacae camo CEPHO3HU HEXENAHH JEKAPCTBCHH PEAKIIHH.

* O6pusnT BKMOUBA NpeanoynTal Tepmut (PT) o6pus 1 Makyno-nonysnoses oGpus.

** NeskonenuATa BKAOUBA NpeanounTad Tepmun (PT) neBkonenus v Hamanes Gpoll Ha GenuTe KPbBHH




OcBeH ropernoCOMCHUTE HCXKCEIIAHH p€aKUUHH, TPOABEHH NPH OCHOBHHUTC KIIHHHUYHHA W3NHTBAHUA,
cllegHara Tabayla € CbCTaBeHa OT AdHHU, NONYUCHU CIICO NYCKAHCTO Ha na3apa.

Tabauna 6. HJIP, cbobuiedn or ynorpefaTa ciie] myckaHe HA na3apa MPH NAaUHEHTH,

JEKYBAHH € JI€HAJHAOMHU]

CucTremo-opranen xiac /
IlpeanovyuTaH TEPMHH

Benuxy HJIP / YectoTa

HJUIP crenen 3-4 /
YecToTAa

C HeM3BECTHA YeCToTa
BupycHu nHdexiuu,
BKAFOYUTEITHO PEAKTUBHPAHE

C HeM3BeCTHA MeCcToTa
BupycHu uHdexLmu,
BKAKOYHTENHO

H HeompeaesieHH (BKA.
KHCTH H NOJIMITH)

MHpeKUHH 1 WHPecTAUHR Ha BUpYCa Ha XEpnec 30CTep U | pEaAKTHBUPAHE Ha
Ha xenatut B BUPYCa Ha Xepnec
30CTEP M HA xenaTHT B
Heonnaimu - Pelaku
A0GpoKaYeCTBEHH, Tymop-nu3uc curapom
310KAY9ECTBEHH

HapymeHnnsn Ha KpbBTA
H JUMQPHATA CHCTEMA

C Heun3BECTHA HECTOTA
[Ipnaoburta xeMopuins

H MEJHACTHHAJIHH
HADYIIEHHS

Penku Peaku
AHadunakTHyHa peaKL U AHadmunakTHuHa
peakuua
HapymeHHs HA HMYHHATA
C HeunsBecTHa 4YecToTa
CHCTEMA
OTXBbpAgHe Ha
TPAHCNIAHTHPAH CONMUAEH
Opras
Hapymenua Ha YecTH
€HAOKPHHHATA CHCTEMA XHUNEePTHPEOUANIEM
HeyvecTu Penku
benonpobha xunepronus benoapobHa
PecnupaToOpHH, TPLAHH XHMEPTOHUA

C Heu3BeCcTHa 4decToTa
HutepcTuuuanen
MHEeBMOHUT

CroMauiHo-UpeBHH
HApYIIEeHus

C HEU3BECTHA YeCTOTA
[MaHkpearur,
CTOMALIHO-YPEBHA
nepdopauus (BKL.
nepdopailus Ha
AUBEPTHKYJ1, Ha
TLHKOTO U Ae0eNoTo
4epBo)

XenaToOH1RapHH
HAPYIIEHHSA

C Heu3BeCTHA YecToTa

OcTpa YepHOApPOOHA
HEIOCTATBYHOCT , TOKCHYEH
XENaTUT , LHTOJNIUTHYEH
XENaTHT , XONeCTaTHUEH

( HEeH3BECTHA Y€CcToTa
OcTtpa uepHORppHSF2
HEJOCTATbY
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XEMaTuT , CMECCH
LUTOUTHUEH/X0NeCTaTHYeN
XCIMaTHT

HeyecTH
AHrvoenem

Peaxu

CUHIpOM Ha Stevens-
Johnson , TokcHyHa
ernujepManHa
HEKPONU3A

Hapyumenna Ha KoXaTa
H MOJKOXKHATA ThKAH

C HeH3BeCcTHA 4YecTOoTa
JleBKOUMTOKNACTHYUEH
BaCKYJTUT, JIEKApCTBEHA
peakLus C
e03uHOdUIUA

U CHCTEMHH CUMIMTOMH

”
Bx. Touka 4.8 Onucanue Ha n30pasi HEXKENaHH NEKAPCTBEHH PEaKLUHH.

Onucanne Ha n3dpaHn HexeNaHU NeKapCTBEHY peakluy

Tepamozennocm

JleHanHOOMUA € CTPYKTYPHO CXOAeH ¢ TaluAoMHA. TanuJOMHUA € H3BECTHO TEPATOTEHHO
dKTUBHO BEUICCTBO NP¥ XOpa, KOETO MNPHYMHABA TEXKU KHUBOTO3AcTpallaBallli BpPOAEHH
nedexty. [Ipy MaiiMyHH leHaNUAOMU NPEAU3BHKBA MAT(POpPMaLIUK, NOAOOHH HA Te3H, ONMUCAHY
33 TAMMAOMHA (BXK. TOUukH 4.6 U 5.3). AKo npu xopa no BpeMe Ha OpeMeHHOCTTa e MpHeMa
NEHATHAOMU], CE OYAKBA TEPATOreHeH edeKT.

Heymponenus u mpomboyumonerus

¢ HoBOAMArHOCTHUMPAH MYITHUILICH MHUEAOM: NAUMEHTH, KOUTO ca OUNKM NOANOKEHH Ha
ATCK., JeKYBaHH ¢ NOIIbPXKALLO NEYEHHE ¢ JEHATUAOMUA

[Toanbpxkaworo neueHne ¢ nenanuwaomun chen ATCK ce cebp3Ba ¢ MO-BHCOKA 4YeCTOTa Ha
HeyTponeHusi CTeneH 4 B CpaBHEHUE ¢ MOAABPIKALLO MPHIGKEHHE Ha Muanedo (CbLOTBETHO
32,1% cnpsimMo 26,7% [16,1% cnpsamo 1,8% cnea 3ano4yBaHe Ha NOAABLPXKALLO JEYEHUE] npH
CALGB 100104 u 16,4% crpamo 0,7% npu IFM 2005-02). [TogsuioTo ce B pe3ynTtar Ha
neyennero HC HeyTponeHus, BOACILUO IO CNMPaHE HE NeHANUIOMUI ¢€¢ HabmoaaBa ChOTBETHO
npy 2,2% ot naudenture B CALGB 100104 n 2,4% ot naunenture B [IFM 2005-02, ®ebpunna
HeyTponeHus Ctened 4 ¢e ¢bolluaBa ¢bC CXOAHA YE€CTOTa [MPH paMeHaTa Ha NOANbPXKaLIO
nevyeHue ¢ NeHaJHAOMHU/I, B CPaBHEHHE ¢ PAMEHATa Ha NOAAbPKaLL0 NPUNOXKEHUE Ha nnauedo B
asere npoyubaHud (cvorBeTHO 0.4% cnpamo 0,5% [0,4% cnpamo 0,5% caen 3anousaHe Ha
noaabpxaino nevedude] npu CALGB 100104 n 0,3% cnpamo 0% npu IFM 2005-02).

[opabpxawo jnedeHue ¢ neHannaoMul cneg ATCK ce cebp3Ba ¢ Nno-BHCOKa 4eCcTOTa Ha
TpoMOounToneHus CrteneH 3 unn 4, 8 CpaBHEHHUE C NOAABPKALUC NPUAGKEHHE Ha nnauedo
(cporBeTHO 37,5% cnpamo 30,3% [17,9% cnpamo 4,1% cnea 3anousaHe Ha noAdbpkKaulo

L.

nevenue] npd CALGB 100104 n 13,0% copamo 2,9% apu [FM 2005-02). ‘ﬁiﬂum P
X T N é‘{}\
o HoBOAMATHOCTHUMDAH MYNTHIJICH MWE/IOM: NAUMEHTH, KOUTO He of NOAXQHIRM- 32 %2, \

DaHCMIAHTALMA, IONyYaBALIM IEHANWIOMHA B KOMGHHAUNS ¢ GopTesoMnGu ngitieior &
iy r.;_:' : '.,;.I..,_._-'!“.}. o .}F., __‘

-...-F:" '!.::IHE'.I.'F "-::-1-.- . LT I; .h‘
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Heytponenus CreneH 4 ce Habmogaea B pamotro Ha RVd B no-manka creneH OTKOAKOTO
B CpaBHUTEAHOTO paMO Ha Rd (2,7% cnpamo 5,9%) B npoyusanero SWOG S0777. @ebpunua
HeyTponenus CreneH 4 ce cbobluaBa CbC CXOAHH 4€CTOTH B pamoTo Ha RVd u pamoto Ha Rd
(0,0% cnpamo 0,4%).

Tpombountoneunss Crenen 3 unu 4 ce Habnogasa B paMoTo Ha RVd B no-BHcoka CTemneH
OTKOJIKOTO B CpaBHUTENHOTO pamo Ha Rd (17,2 % cnpsimo 9,4%).

¢ HoBoaMarHOCTHUMPAH MYJITHNACH MHENOM: NAUUEHTH, KOMTO HE ca NOAXOAALM 3a
TpaHCNAAHTALUA, JEKYBAHH C JACHATMAOMYU B KOMOMHALHA € J€KCAMETA30H

KoMOuHauuaTa Ha JSeHAIMAOMMIA ¢ ACKCAMETA30H [(pH NaUUMEeHTd ¢ HOBOAMArHOCTHLHWpPAH

MYJTHILIEH MHEJIOM C€ CBbpP3Ba C MO-Majka 4yecToTa Ha HeyTponeHusa CreneH 4 (8,5% npu Rd

u Rd18 B cpaBHeHue ¢ MPT (15%). ®ebpunna Heytponenus Crened 4 ce Habnioaasa panko

(0,6% npu Rd u Rd18 B cpasuenne ¢ 0,7% npu MPT).

KomOMHauusAaTa Ha AeHANMAOMHA ¢ JAEKCAaMETa3OH npu MNauuCHTH C HOBOIUATHOCTHLINPAH

MYJITHIIEH MHENOM C€ CBBLP3Ba ¢ No-Majka 4yectora Ha TpombouutoneHun Crenen 3 u 4 (8,1%
npn Rd v Rd18) B cpasuerue ¢ MPT (11%).

e HoBoauarHocTuuMpan MYATHNNEH MHENOM: NAUWEHTH, KOWTO HE ca MNOAXOASLIK 33

TPAHCNJIAHTALMS, IEKYBAHH C IEHATHAOMUA B koMOUHau U ¢ Mendanai W npeaHu3oH
KoMbuHauuaTra Ha JseHanuaomyg ¢ wmendanaH d OpPeAHH30OH NPH  NAHUEHTH ¢
HOBOAWArHOCTUUMPAH MYJITHILIEH MHENOM Ceé CBbP3Ba C MOBMUILIEHA YECTOTA HA HEYTPONEHHS
Crenen 4 (34,1% npu MPR+R/MPR+p) B cpasHenue ¢ MPptp (7,8%). HabniomaBana
e noBulueHa uecrota Ha ¢QebGpunHa HeytponeHus Crenen 4 (1,7% npu MPR+R/MPR+p
B cpaBHeHue ¢ 0,0% npun MPp+p).

KoMOuHauusaTa Ha JeHanmaoMug ¢ MendanaH M OpeAHH30H TPH NalMeHTH
C HOBOAMArHOCTHLMPAH MYJTHIIIEH MHENOM C€€ CBbp3Ba C MNOBHILUEHA 4ecTOTa Ha
TpomOouuToneHus Crened 3 u 4 (40,4% npn MPR+R/MPR+p), B cpasHenue ¢ MPpt+p (13,7%).

e MynTHnaeH MHENOM: NALUEHTH C NOHE e1HAa MPEAX0KAALIA TEPANUI
KoMOuHauMsaTa Ha NeHaNUIOMUJ C JCKCAMETA30H NPW NALUMEHTH C MYJTUIAEH MHEJIOM Ce

CBbpP3Ba C NOBULIEHA 4YecToTa Ha HeyTponeHus Crtenen 4 (5,1% npu nauMeHTHTE, NEKyBaHH
C JIEHANUIOMUA/AeKkcaMeTasoH, cpaHieHo ¢ 0,6% npu  nmauveHTuTe,  JIEKYBaHM
¢ maauedo/aexcamerason). Enuszonn Ha ¢ebpusnna HeyTponeHus Crenen 4 ca HaOGmonaBaHu
paako (0,6% rpu nmauHeHTHTE, JIEKyBaHH ¢ JNEHATWAOMHUA/AeKcaMeTa3oH, cpasHeHo ¢ 0,0% npu
NalueHTUTE, NeKYBaH! ¢ nianebo/nexcamerasoH).

KoMOuHauuaTa Ha JNeHaANUAOMMI C JEKCAMEeTa30H MPH MALHUEHTH C MYJTHIEH MHENOM ce
CBBLp3Ba C NOBHILIEHA YeCcTOTa Ha TpoMbountoneHus CreneH 3 u 4 (cboTeeTHO 9,9% U 1,4% npu
MAaMEHTHTE, JNEKYBaHU C JIeHANWAOMHA/AeKcaMeTasoH, cpaBHeHu ¢ 2,3% v 0,0% npwu
MaUUEHTHTE, JIeKYBaHH C nnauebo/neKcaMeTasoH).

o [lauvenT ¢ MHENOAHCTINIACTUYHY CHHADOMH

[Ipy navueHTHTE C MHENOAHCMIACTHYHH CHHAPOMH JEHAAHAOMHA CE€ CBbpP3Ba_X o
YyecTOoTa Ha HeyTponeHus CreneH 3 unu 4 (74,6% npH nauueHTUTE, JEKYBaHH € / #,p ON
cpaBHeHHE ¢ 14,9% npu naunedTHTE Ha nrauedo B npoyuBaHeTo daza 3). Enui)l
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c neHanuaomuna, B cpasHenue ¢ 0,0% rnpu nauuedHTuTe Ha nnauvedo. JleHannaoMna ce CBbp3Ba
C MO-BHCOKA yecTtoTta Ha TpoMBouutoneHus Ctenen 3 uian 4 (37% npu NauUeHTUTE, NeKyBaH!
C TIeHANWAOMHA, B cpaBHeHue ¢ 1,5% npu nauneHTUTE Ha nMnauedo B npoy4BaHeTO Paza 3).

¢ [launeHTH ¢ MAHTENHOKNETbYEH JUMPOM

[Ipn nauueHTUTE C MAHTENHOKNETHYEH NUMMOM NeHANHIOMHKA Ce CBBLP3BA ¢ MO-BHCOKA YECTOTA
Ha CreneH 3 wnan 4 HeytponeHus (43,7% npd naUMEHTHTE, NEKYBAHW C JICHANWIOMUA,
B cpaBHeHHe ¢ 33,7% npy nauueHTUTE B KOHTPOJIHOTO paMO B MpoyuyraHeTo (aza 2). Enuzoau
Ha CreneH 3 unu 4 pedpuana HeyTponeHus ce Habnroaaeat npu 6,0% oT nalMeHTHTE, NEeKYBaHH
C JIEHANHAOMU, B cpaBHEHHE ¢ 2,4% npy NaUUEHTUTE B KOHTPONHOTO PaMo.

e [lanueHTH ¢ dpoanKyIapeH THMODOM

KomOnHauusaTa OT neHanuaoMua ¢ putykcuMad npu ¢onukynapeH nuMgpom € CBbp3aHa ¢ no-
BUCOK NpoucHT Ha HeytponeHus Crenen 3 unn 4 (50,7% npud mauueHTH, NEKYBaHW C
neHanuaoMua/putykcumad B cpaBHeHue ¢ 12,2% npd  nmauMeHTH, JNEKYBaHH C
naaucbo/putykcumad). Enuzonn Ha HeyrtponeHua CrteneH 3 uau 4 ca obpaTUMH upe3
NpeKbCBAHE HA 03aTa, HaMalgBaHe U/MNM NOAABLPKALLO NeyeHue ¢ pacTexHu daktopu. OceeH
TOBa, (PeOpunHa HeyrponeHus ce HabnwoapaBa paako (2,7% npu nNauMeHTH, NEKyBaHW C
neHannaoMua/putykcuMad, B cpaBHeHHe ¢ 0,7% npM  DalMeHTH, JeKyBaHHW ¢
niaunedo/puTyKCumMab).

JieHanuaoMua B KOMOMHAuWA C pUTYKCHUMad CbLIO ce CBbp3Ba € NO-BHCOKA 4YECTOTa Ha
TpomOouutonenns Crenen 3 unu 4 (1,4% npw  nauMeHTH, NeKyBaHW C
neHanuaomua/purykcumab B cpasHeHue ¢ 0% npu nauueHTu ¢ nnauebo/puTykcumad).

Benosna mpomboembonus

[losuwien puck ot IBT u BE ce cebp3sa ¢ ynorpebara Ha KOMOWHaAUUA OT JACHAIWAOMMA
C ACKCAMETA30H NPH MAUKWEHTH C MYINTHUINIEH MHENIOM H B NMO-MajkKa CTerneH NpH MalLHEHTH,
NeKyBaHU C JIEHANMHOMHUA B KOoMOMHaUuMa ¢ MendanaH W NPEAHM3OH, WIH NpH NaLUEHTH
C MYJNTHANEH MHENOM, MHENOAMCIINACTHYHH CHHAPOMH M MAHTEJNHOKIETbYEeH AUMOOM,
NIEKYBAHH ¢ MOHOTEpANHA ¢ NeHanMAoMKI (BK. Touka 4.5).

EnHOBpEMEHHOTO MpUnaraHe Ha CTUMYJIMpalld epUTPONOE3ara CpeacTea i aHamHesa 3a JIBT
ChLIO MOTaT Ja YBEJIHYAT pUcKa OT TpoMO03a NpH TE3M MALMEHTH.

Hugapxm na muoxapoa
HMudapkr Ha MUoKapaa ce chobllUaBa Npd NALHEHTH, MONy4YaBallH JIEHANNIO0MH], 0COOEHO NMpH
TE3H C H3BECTHH PUCKOBH (aKTOPH.

XeMOpAsUYHY HAPYULEHUR
XEeMOparuyHUTE HApYILISHHA ca JaleHH MOA HAKOJIKO CUCTEMO-OpraHHu knacose: HapylueHHs Ha

KpbBTa U NTUM{HATA CUCTEMA; HAPYILIEHHA HA HEPBHATA CHCTEMA (WHTPaKpaHHaleH KPbBOU3NHB),
pPECUPAaTOPHU, T'PbAHN U MEAHACTHHAIHM HapylweHus (enUCTaKCHC), CTOMalLHO-YPEeBHH
HapylIeHHs (KbpBEHE OT BCHUWTE, XEMOPOHAEH KpPbBOWM3JMB, PEKTANEH KPbBOW3JIHB);
HapylWleHHs: Ha ObOpeudTe W NMUKOYHUTE NbTHINA (XEeMATypus), HapaHABaHHS, OTPaBAHUS
U YCIOXKHEHHS, Bb3HUKHAIN B pPe3y/iTaT HA MHTEPBEHUHWH (KOHTY3MH) H CbIOBH M4T Wﬁo

(EKXHMO3a). 2

Anepauunu peaxkytu u MeXCKyu KONCHU Pearyuu
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CooOw@aBar ce CAy4ad Ha aN€pruyHU pPeaKlMH, BKJIOUUTENHO aHruoedeM, aHadHIaKTHYHa
peakuHA W TEeXKKH KOXKHM peakuuu, BkmouutenHo SJS, TEN u DRESS npu ynorpebara na
neHanuaomua. B nuteparypata ce ¢bpofw@aBa 3a Bb3MOXKHA KPbCTOCAHZ pEaKUHs MEKIY
JeHATMAOMKMA, M Tanuaomua. IlauMeHTH ¢ aHaMHe3a 3a TEXbK OOpHB, CBbp3aH C JIeYEHHE C
TATMAOMHUA, HE TpAOBA 12 Nnoay4aBaT NeHaTUAOMKHA (BXK. Touka 4.4).

Bmopu nvpeuunu 3roxkauecmsenu 3a60338aHUR

B KIMHHYHH NpOy4YBaHUA Ha JleKyBaHH MpeAd TOBAa MALUUEHTH C MHEIOM C NEHATHAOMHI/
J€KCaMeTa30H B CpaBHEHME ¢ KOHTPONWTE, BKIIOYBAWLM rNaBHO 0a3anHOKNETbUYEH WIIH
CKBaMO3HOKJIETBUYEH PaK Ha KOXKaTa.

Ocmpa MueaouoHa 1egKemMus
o MyNTUIeH MHENOM

Cnyyan Ha OMJI ce nHabmopasBarT B KNHHUYHUTE H3MUTBAHHUA NPH HOBOAWATHOCTHLIMPAH
MYJITHILIEH MHEIOM NPHAd NAUHEHTH, MPOBEKIAUIN ACUYEHHE C JICHANMAOMUA B KOMOHHALHA
¢ Mendanan, uan HenocpeactreHo cien BJIM/ATCK (Bxk. Touka 4.4). Tosa nosuHueHue He ce
HabmoaaBa B KAMHMYHM M3NUTBAHHS HA HOBOAMATHOCTHUMPAH MYJTHINJIEH MHEIOM Npu
MauUeHTH, NpHeMally NeHAIMAOMUA B KOMOUHALHMA ¢ AEKCAMETAa30H, B CpaBHEHHE C TaJHJAOMUA
B KOMOHHAUMSA C MendanaH i NpeaHH30H.

o MuenoaucnnacTHyHU CHHAPOMM
[IpoMeHNMBUTE HA U3XOAHO HUBO, BKNIOYBALLM KOMILIEKCHA LIMTOreHeTHKa U TP53 MyTrauus, ce

CBbLp3BaT ¢ nporpecusa a0 OMJI npy nauHMeHTH, KOUTO Ca TpaHCHY3HOHHO-3aBUCUMH U UMAT
aHoManusaTa aeneuus 5q (8K. Touka 4.4). M34MCIEHUAT 2-rOAMILEH KyMYJaTHBEH PHCK OT
nporpecusa 10 OMJI e 13,8% npu naumenT! ¢ aHoManUATa U30NMpaHa Aeneuusa 5q B cpaBHEHHe
¢ 17,3% npu nauneHTH ¢ ACAeUUA S5q U eaHa JONMBbIHHTENHA LIHTOreHETHUHA aHoManHd H 38,6%
MPH NALMEHTH C KOMITJIEKCEH KapHOTHII.

B post-hoc anann3 Ha eQHO KNHMHWYHO W3NUTBaHE C JICHAAWAOMHA NPH MHENOAHCIIIACTHYHH
CHHAPOMH H3uMCeHaTa JBYroAMIIHA yectoTa Ha nporpecus ao OMJI e 27,5% npu 1HC-pS3
NONOXKHUTENHH nauueHTH U 3,6% npu IHC-p53 orpuuarennn nauwentu (p=0,0038). [lpu [HC-
P33 MONOKHUTENHUTE MALHEHTH c& HabaaaBa Mo-HUCKA 4YecToTa Ha nporpecus ao OMJI cpen
MaHECHTHTE, KOUTO Ca MOCTHrHAJW OTrOBOP HE3aBHCUMOCT ot Tpanchysus (HT) (11,1%)
B CPaBHEHHE C HENOCTUTHANUTE OTroBop (34,8%).

Yeprodpobru Hapyuenus

CrofluaBa ce 3a CIEAHMTE HEXKENaHW peakuudd cnej NYCKAHETO Ha nasapa (C HEW3BecTHa
YecToTa): OCTpa YepHOAPOOHAa HENOCTATBbYHOCT U XoNecTasa (M JABETe ¢ NOTeHUHaNHO daTaneH
M3X04), TOKCHYEH XENaTUT, LMTONHTHYEH XEenaTHT, CMECE€H LMTOJHWTHUYEH/XONEeCTATHUCH
XEeIaTHT.

Paboomuonusa

HabGmonaBaHn ca peakd ciyyad Ha pabaoMHO/M3a, HAKOM OT KOHWTO TNpH MNpuJaraHe Ha
NEHANUAOMHA CbC CTATHH.

Hapywenus na wyumosudnama ycresa
CbobLaBaHy ca cily4yau Ha XHNOTHPEOMIH3BM W CIyYad Ha XHNEPTHPEOH U b
Hapyuienust Ha LLUTOBUAHATA Xne3a).
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Peaxyus na axmugupare Ha mymopa y mymop-Iu3uc CuHOpoM

B npoyuBaHero MCL-002 npubmunsutenno 10% o1 nekyBaHute C JIeHANUAOMHMI NALMEHTH
nogyuaBat TFR B cpaBHeHHe ¢ 0% B KOHTPOJHOTO paMO. MHO3MHCTBOTO OT CbOMUTUATA
Bb3HHKBAT B LIMKbJA |, BCHYKH Ca OLIEHEHW KAaTO CBLP3aHU C JICYEHHETO, & MHO3ZHHCTBOTO OT
chobuleHuaATa ca 3a Crened | wnm 2. Tlaunenture ¢ sucok MIPI npu nocraBsHe Ha AHMArHo3aTa
UM ¢ TYMOpHa Maca (Ha#li-Manko elHa Nne3us, KOATO € = 7 ¢m B HaH-AbArud AHAMEThP) Ha
M3XOAHOTO HUBO Morart aa ca B puck ot TFR. B npoyusanero MCL-002 TLS ce ¢vobwasa npu
€AWH NMaluHeHT BbB BCAKO OT JBeTe paMeHa 3a JieyeHue. B noakpensworo npoydsane MCL-00]
npubausutento 10% ot naurentute nony4yasar TFR; Bcuukn cpo0wennd ca 3a Ctened | unm 2
MO TEXKECT KW BCHUKU CA OUCHEHH KaTO CBLP3AHU C NeYEHWETO. bONMUWHCTBOTO OT cbOUTHATA
BL3HUKBAT B WHKBA 1. HaMa cbhobiuienna 3a TLS B npoyusanetro MCL-001 (Bx. Touka 4.4).

B npoyusanero NHL-007, TFR e goxnaasad npu 19/146 (13,0%) oT nauueHTHTE B pAMOTO HA
neHanuaoMua/putykcumab cnpaMo 1/148 (0,7%) nauuenty B paMoTo Ha nuaauebo/putykcumMadl.
[TIoeuero TFR (18 oT 19), cbobuieHH B paMOTO HA NEHATUAOMHUA/PUTYKCHMAO, c€ MOABABAT MO
BpEME Ha [MbpPBUTE [ABa LUMKkbNa Ha neueHve. Eaud naumeut ¢ @JI B paMoTO HAa
nedanwpomu/putykcumMad e uman TFR cubutue oT CTteneH 3 cnpsMo HUTO €AWH NALWEHT B
pamoTo Ha naauebo/putykcumad. B npoyusave NHL-008, 7/177 (4,0%) ot naunentTute ¢ OJl ca
umMasii TFR; (3 cbobueHus ca 3a Crener 1| U 4 cwobiweHns ca 3a Crenen 2); poxaro |
croblleHue ce cuuta 3a cepuosHo. B npoyusanero NHL-007, TLS ce Habniopasa npu 2
nauneHTH ¢ OJI (1,4%) B paMoTo HA NEHANMAOMUA/PUTYKCUMAD ¥ HUTO eauH mauueHT ¢ QJI B
paMOTO Ha miaucbo/puTykcumMab;, HUTO €AUH OT NALMEHTHTE HE € UMANl HEXKENAHH peaklUM OT
Crenen 3 unu 4. TLS ce Habmopaea npu | nauvent ¢ OJ1 (0,6%) B npoyusane NHL-008. Toea
¢IMHUYHO CBLOUTHE € WACHTHUUWPAHO KATO CepHo3Ha HexenaHa peakums ot CreneH 3. 3a
npoyysaHe NHL-007 He ¢ Tpabsano nauuWeHTH Aa TNPEYCTAHOBAT Tepanusra ¢
neHanmuaomua/putykcumMad nopanm TFR unu TLS.

CmomMawino-ypesHu HApYILEeHUs
[lo BpeMe Ha NECUECHHETO € JECHANMAOMHUA Ce CboOWaBa 3a CTOMALLHO-YpeBHH TepdopalHy.

CToMallHO-4YpeBHUTE Nepdopaluy MOTaT Aa J0BEAaT A0 CENTHUYHH YCNOXHEHHA H MOrar aa ce
acoLMUpPAT ¢ aTaneH H3XOJ.

C100111aBaHE HA TOAO3IUPAHH HEKENAHH PEAKUHH
CvofmaBaHeTo Ha NOOAO3HMPAHKW HEXKETAHW peakuWW Cclea paspeuiasaHe 3a ynortpeba Ha

JeKapCTBEHUA MNPOAYKT € BaxHO. ToBa noO3BOJisIBA [Ja NPOALLKKM HaOMOAEHHETO Ha
CbOTHOLLUEHHETO [MOJ3a/PUCK 3a NEKAPCTBEHUS NPOAYKT. OT MEeAUUMHCKUTE CNEeuHaIUCTH ce
M3HMCKBa Ja CboOLIaBaT BCSAKA MOJ03HpaHA HEXKEJaHA peaklds 4pe3 HaUKMOHAIHA CHCTeMa 3a
Cbo0Ol1iaBaHe:

M3nsaHUTENHA areHUUA N0 JIeKapCTBaTa

yi. ,Jlamad ['pyes™ Ne 8

1303 Codgus

Ten.: +359 2 8903417

yeGcaiT: www.bda.bg

4.9 Ilpeno3upane

Hama cneuu@uyeH ONUT B NEYCHHETO HA MPEAO3HUPAHE HA JICHANHAOMHA Tl
BLIIPEKY 4e B MPOYYBAHHA 33 J030B AHANA30H HAKOHM MALUEHTH ca OUJIM EKCIO
mg, a npy €AHOIO30BH MNPOYHYBAHHA HSKOM NALUMEHTH ca EeKCMNOHHpaH
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JluMuTHpalllaTa no3ata TOKCHYHOCT B TE3H NMPOY4YBAHUA ¢ Ouna OCHOBHO XemaroJjorvyvHa. B
ciyyall Ha Ipeao3HpaLe ce NPEenopbYBa NOAXbPIKALIO JIeYSHHE.

5  @GAPMAKOJOI'HNYHHU CBOMCTBA

5.1 apMakoOAHHAMHYHH CBOHCTBA

dapmakorepanesTuyHa rpyna: pyri umynocynpecautu. ATC koa: LO4AX04,

MexauH3bM HA JeHCTBHE
JleHaawgoMug C€ CBBLP3BA AUPEKTHO ¢ UepeOnoH, KOMMOHEHT HAa KOMJEKCa Ha €H3uMa

yOukBHTHH nuraza E3, koiiTo Bxknto4sa cpbp3pawiuar yepena Ha JIHK npoteun 1 (DDBI),
kynih 4 (CUL4) u perynatopa Ha kyauHute 1 (Rocl). B XeMaToONoOeTHUYHUTE KIETKH,
CBbP3BAHETO HAa JEHAIHAOMHA C UepebpoHa npuUcheAUMHABA CyOCTpaTHW MpoTenHH Aiolos »
Ikaros, nuMGPOMAHM TPAHCKPUNUMOHHK (PAKTOPH, KOETO BOAM A0 TAXHOTO YOMKBHTHHHUPAHE U
MOCNEABAILO pa3rpaXaaHe, KOETO BOAH A0 IHHPEKTHU UWTOTOKCHYHH W HMYHOMOAYNHpalIH
eheKTH.

[To-cneunanHo, AeHanMAOMHUA MHXUOUpa nponudepauusTa v 3aCuiBa anonTo3aTa Ha HAKOW
XEMATOMOECTHYHH TYMOPHH KNETKH (BKJIIOUYHUTENHO nnasMeHuTe MM TYMOPHU KJIETKH, TYMOPHH
KJIETKH Ha QOMUKYJIapeH NHM(OM U Te3d ¢ feNlellHd Ha XpOMO30Ma 5), NoBHilIABa MEAHHUPAHUS
oT T-knerkute u ecrecTBeHuTe knetku ybmitun (NK - Natural Killer) nmyHuter ¥ moeuinasa
Opost HAa NK, T # NK T knetkuTe.

KoMmbunauuara or jnedHandaoMua M putykcumad nosuwasa ADCC (aHTHTANO-3aBUCHMA
KIETbYHO-MEJMHPAHA LMTOTOKCHYHOCT) M JMPEKTHATA TYMOpHA anornTo3a B KJAETKUTE Ha
doNUKyIapHHUS JTHMPOM.

Cpilo Taka MeXaHHW3MbT Ha ACHCTBHE HA JIEHAJIMAOMHUJ BKNKOYBA JONbJHUTENHH AEHCTBUS KAaTO
AHTHAHTHOTEHHH U [POCPUTPONOCTHYHH CBOHCTBA. JleHanuaomMua MHXHOMpa aHruoreHesara
ype3 ONoKHpaHe MUTpalUATa W ALXE3UATA HA CHAOTENHHUTE KIeTKH W POpMUPAHETO Ha
MUKPOCHAOBE, 3aCUBa Npoaykuusita Ha deraneH xemorysodbun ot CD34+ xeMarornoeTHUHHUTE
CTBOJNIOBH KJETKM H MHXuOUpa npoayKuusta Ha npouH(amatopHu uutokuHu (Hanp. TNF-o u
[L-6) OT MOHOLUTHTE.

KanHnyKa epukacHOCT U 6e30racHoCT

EdukacHocTTa ¥ 6€30M1aCHOCTTA HA JICHANWIOMHK] Ca OLUCHEHH B LIECT npoyuBaHUA ¢asza 3 npu
HOBOJIHArHOCTULHPAH MYJTHIUJICH MHENIOM, B JABe MpoyYsaHua (da3za 3 npH peuuaHBHpaLl
pedpakTepeH MYNTHIUIEH MHENIOM W B €4HO NpoyuBaHe ¢a3a 3 U €1HO npoyysaHe 3b B INHL,
KaKTO € ONUMCaHOo Mo-40My.

Hosoduazrnocmuyupan Myamunier Mueaom
o [loaabpxauo JEHEHHE ¢ ACHANWAOMUA NPH NAUMEHTH, noanoxeHu Ha ATCK

EdpunkacHocTra 1 6€30M1aCHOCTTa Ha NOAABPKALLQ JEYEHHE € NEHATMAOMHA € OUECHEHO B IBE
MHOTrOLICHTPOBY, PAHAOMM3HpPaHH, ABOHHO-CIENH npoyyBaHus dasa 3, ¢ 2 pamMeHa, napaicido
rpynoBH, niauedo-kouTpoiupany npoyusaHus: CALGB 100104 u IFM 2005-02.

CALGB 100104

[Moaxoasiuiy ca nauMeHTH Ha Bb3pacT Mexay 18 u 70 roauHu ¢ akTuseH MM, H
n 6€3 npeaxoaHa NPOrpecHs ciel MbPBOHAYAIHOTO JEYEHHE.
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[MauueHTuTe ca paHAOMH3UpPaAHU B CboTHOWEHUE 1:]1 B pamkute Ha 90-100 nHu cnea ATCK 3a
NOAAbLPXKALIO JIEYEHUE HIKM ¢ JeHANUAOMHA, und ¢ nnauebo. [loaavpxkawara goz3a € 10 mg
BEAHBX AHEBHO B AHU 1-28 B noBTapsAlLK ce 28-AHEBHH LUMKIU (C MOBHUILIABaHE 10 |5 mg BeAHbX
OHEBHO cnej 3 Meceua NpU JIMINCa HA OrpaHyUvaBallia [03aTa TOKCHYHOCT), KATO JICUEHHETO
NpOABbIKABA 10 NporpecHaTa Ha donecrra.

IlbpBHuHATA KpailHA TOYka 3a €QHKACHOCT B MPOYYBAHETO € npexusseMoct 06e3 nporpecus
(IIbI1) or paHAOMU3HPAHETO A0 AATATA HA NPOrpecrus WU CMBPT, B 3aBHCHMOCT OT TOBA KOE Ce
CIy4d NbPBO; B NPOYYBAHETO KpailiHaTa Touka 3a obl1a NpexuBIeMOCT HE € OUNo BH3MOXHO Ja
ce ouecHu. O0wo 460 nauueHTH Cca paHaOMH3UWpaHH: 231 nauuveHTd Ha NEeHANWAOMHI
u 229 nauunent Ha mnauebo. JeMorpadckure W CBbp3aHUTe ¢ HonecTTa XapaXTEpPHCTHKH ca
OanaHCHpaHU MEX Y ABETE MPYIH.

[IpoyusaHero € pa3cieneHo c¢nea npenopbka Ha KOMUTEeTa Habsiogasall NAHHUTE, Cleld KaTo
€ MPEMUHATA TpaHulaTa 3a NpeaBapuTeNHO nnaHupaHus MexaddHen anHanu3 Ha [IBIL. Cnep
pa3ClenABaHETO Ha NauUeHTHTe B rpynara Ha nnauebo c¢e paspelwiapa Ja NpPEeMHHAT Ha
NEHANMAOMHK, NPEAU NMporpecHpade Ha bonecrra.

Pesynratute 3a IIBII npu pascnenasaHeTo, cnea npeaBapuTenHo nAaHUPaHHA MEX/WHEH
aHanu3, npy M3InoJis3BaHe Ha rpaHuuHa nata 17 aekemBpu 2009 r. (15,5 Meceua npocneansane),
nokassa 62% HaMaleHWEe HA pUCKa OT Mporpecus Ha 3ab0nNsABaHETO WKW CMBPT B NOM3a Ha
neHanuaomua (HR = 0,38; 95% AU 0,27; 0,54; p < 0,001). Meananara Ha obwara I1BI1 e
33,9 mecena (95% AU NE, NE) B pamoro nHa nenannaomug cpewsy 19,0 meceua (95% JIH 16,2;
25,6) B paMOTO Ha nJauedo.

[lonsara no orHoweHne Ha [IbIl ce Habawpasa kakto B noarpynarta nauueHTtH ¢ I10, Taka
H B MOArpynara nauueHTH, Kouto He nocturar [10.

B Tabanua 7 ca npencTaBeHH pe3ysiTaTUTE 3a NPOY4YBAaHETO C JaTa Ha 3akiarousaHe 1 despyapu
2016 . '

Tabauna 7: Pe3ioMe Ha o01IMTE JaHHH 32 edeKacHOCT

JleHanyuaOMMA [lnauebo
(N =231) (N=229)

Onenena ot n3caeaonarenn INbI1
Menuana® Ha spemeto Ha I1BI1, B meceun (95%)

TIH)° 56,9 (41.9;71,7) 29,4 (20,7; 35,5)
HR [95% JIU]'; ¢ p-cToiinoct" 0,61 (0,48; 0,76); < 0,001

IIBII2°
Menunana® na Bpemero Ha IIBI12, B meceuu _ _
(95% ﬂ”)f 80,2 (63,3; 101,8) 52,8 (41,3; 64,0)
HR [95% JH]°; p-cToiiHocT 0,61 (0,48; 0,78); < 0,001

TTHY® 111,06 (101,8; NE) /!:‘ e —

Yecrora Ha 8-roauwisa npexussemoct, % (SE) 60,9 (3,78) 445 3,98y %#

HR [95% JIH]° ; p-cTo#HOCT® 0,61 (0,46; 0,81); < 0,001 = { <.77 45"
IIpocneassane
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MennaHa' (MMH, Makc), MecelM: BCHYKH
[MPpCXKUBCIH NAaLlHCHTH

I = nosepurencH uHTeppan; HR = koeHUHMEHT HA pHcKa; MAakc = MAakCMMyM; MHH = MHHHMYM; NE = He ¢
onpenencHo; OI1 = o6a npexussemoct; [1bI1 = npexupaemoct 6es nporpecus:

* Menunanara e Ha 6aza onpeaensue no Kaplan-Meier.

> 959 111 3a MeauanaTa.

81,9 (0,0; 119,8) 81,0 (4,1; 119,5)

[+
Ha 6asara Ha mMomena Ha Cox 3a nponopUHOHATHOCT HA PHCKA, CPABHABAL PHCKOBHTE (YHKLMH, CBBP3aHH C
NOCOYEHHTE TPYMH HA JICUEHHKE.

d
p-cToitHocTTa € Ha 0a3ara Ha HeCTPATH(MHLUMPAH JIOrapUTMHYCH PAHIMOB TECT HA PA3/IMKHTE B KPMBHTE Ha Kaplan-
Meier Mexay NOCOYEHUTE paMeHa Ha JICHEHHUE.

[~
Excnnroparopna xpaiiva Touka ([1bI12). flenanuaomua, nonyyeH ot yyacTHUUMTE B paMOTO HA naauchbo, npemuHanu
KbM AKTHBHO JICUCHUE CNEA Pa3CNCNABAHETO, HE CE CHHTA 38 ICUEHHE OT BTOPA MTHHHUA.

' Mennana Ha npocneassalero cne ATCK 3a BCHUKH NPEXKBENH YHACTHHLH.
panvum 3a naunnre: 17 gex. 2009 r. u 01 des. 2016.

IFM 2005-02

[loaxoasAwm ca nauKeHTH Ha BB3pacT < 65 rojMHW Npv RMArHOCTHUMUPAHETO, NOAJIOKEHU Ha
ATCK wunocrurHand Hali-manko crta0usied TepanesTHYEH OTrOBOP KbM MOMEHTa Ha
XEMaTO/IOTHYHO BBL3CTaHOBABaHE., [lauMeHTHTE Ca pPAaHAOMH3HUpPAHU B CBHOTHOLWIECHWE 1:1 3a
NOAOLPKALLO JICHCHHE WK C JIEHANTUIOMHUA, MU ¢ raauedo (10 mg BeaHbx AHeBHO B aku 1-28
Ha NOBTapALM ce 28-1HEBHU LMKIHY ¢ NOBHILEHRE 10 15 mg BeaHBXK AHEBHO cnen 3 Meceua npu
OTCBCTBHE HAa TOKCHYHOCT, BOACIUA A0 OrpaHHYaBaHE Ha A03aTa) ¢fied 2 Kypca Ha KOHCONMAALHS
¢ JheHanwaoMun (25 mg/meH, aHu 1-21 oT 28-gHeBeH UHKBI). JleyeHHero e cieaBaso na
NPOAB/IKH A0 NporpecHs Ha 3adoNsABaHETO.

HwpBuyHara kpaiina Touka ¢ [1bIl, onpenenena ot paHAOMH3UPAHETO 40 AATATA HA NPOrpecus
KK CMBPT, KOETO C€ CIIYYH ITHPBO; B NPOYYBAHETO KpadiHara TO4YKa 3a 0011a NpexHBAEMOCT HE
6uno BBL3MOXKHO 2 Ce oueHH. PanaomusupaHu ca oduo 614 naunedtu: 307 naumeHTH Ha
nexanuaoMua U 307 nauueHdTH Ha nrauebo.

[IpoyuBaHeTo € pa3cnencHO ciea npenopbka Ha KOMUTETa HabaropaBall NAHHHUTE, Clel KATo
€ MPeMUHATA rpaHuLiaTa 3a NPEeABAPUTEHO MJIAaHHpaHua MexauHed aHanns Ha [1bIl. Cnen
pasciiensBaHETO Ha MaUMeHTHTE Ha nnauedo He ce paspeluaBa Aa MPEMMUHAT Ha JCHAUAOMHUA
npeay nporpecupase Ha bosecTTa. PaMoTo Ha JieHANHAOMHA CnKpa JieYEHHE, KaTO NPOAKTUBHA
MspKka 3a 0e30nacHOCT, Clie] Kato € YCTAaHOBEHO HapyuwiaBaHe Ha OanaHca Ha BII33 (Bk. Touka
4.4).

Pesynratute 3a I1bI1 npu pascnensiBaHeTo, cnes NpEeABEPUTEIHO NAAGHUPAH MEXIHHEH aHAJIH3,
pU W3NOJ3BaHE Ha rpaHuvHa aata 7 wan 2010 r. (31,4 meceua npocneassane) nokassar 48%
CHUKEHHE HA PUCKA B NOJ3a Ha JEHANMAOMHJ NO OTHOLUEHHE MporpecHpaHe Ha OonecTTa WM
cmbpT (HR = 0,52; 95% AU 0,41, 0,66; p < 0,001). Meauaunara Ha obiuata [1BI1 e 40,1 meceua
(95% O 35,7, 42,4) B paMoTo Ha neHanmaomun cpeuwy 22,8 meceua (95% AU 20,7; 27))
B paMOTO Ha nnauebo.

[lonzata no ornowenune Ha IIBI1 e no-manka B8 noarpynara nauueHtH ¢ [10, B CpaprerF.
¢ MOArpynara NnauueHTH, Kouto He nocrurar [10.

Aktyanusupanara IIbIl, npu rpannuna nata | gespyapu 2016 r. (96,7 meceua
npoAbLKaBa Aa noka3ea NpeauMcTao no oTHouleHUe Ha TIbI: HR = 0,57 (95% ]
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p < 0,001). Meauanara Ha obuiara T1BI1 e 44,4 mecena (39,6; 52,2) B paMOTO Ha NeHANUAOMKA
cpewyy 23,8 meceua (95% M 21,2; 27,3) B pamoto Ha nnauedo. 3a [1bI12, nabnoaasanust HR
e 0,80 (95% JIU 0,66; (,98; p = 0,026) 3a reHannaomua cnpamo nnauedbo. MeauaHara 3a obnara
[1IBI12 e 69,9 meceua (95% JIH 58,1, 80,0) B pamoTo Ha neHanuaoMu cpewty 58,4 meceua (95%
JIH 51,1; 65,0) B pamoto Ha nnauedo. 3a OIl, nabnopasasuar HR e 0,90: (95% JIU 0,72; 1,13;
p= 0,355) 3a neHanuaomua cnpamo nxauebo. Meawanata Ha BpeMeTo Ha ofbuiara
npexusgeMocT € 1035,9 meceua (35% AU 88,8, NE) 8 paMoTo Ha neHanugoMua cpeuty 88,1
mecetia (95% JIU 80,7; 108,4) B pamoTo Ha niayebo.

e JleHanunoMua B koMOuHauus ¢ fopre3oMud ¥ AeKCAMETa30H NpU NAUUEHTH, KOUTO HE ca
NOAXOASALIY 33 TPAHCTINAHTALMA HA CTBOJIOBH KJIETKH

[Ipoyusanero SWOG S0777 ouenspa aobassero Ha 60pTe3oMub KbM OCHOBA OT JNEHANHAOMUA

M AEKCAMETa30H KaTO HAYaJIHO JICYEHHE, NOCNIEABaHO OT NPOALIIKUTENHO npusiokeHdre Ha Rd o

nporpecust Ha 3a00NABAHETO, NPH NAUHEHTH C HEJEKYBaH A0 MOMEHTA MYATHINEH MHENOM,

KOMTO HJIM HE €A MOAXOAMILM 34 TPAHCNNAHTAUUS, WM CA NOAXOIALLMU 23 TpaHCMNaHTauus, 6e3

la C€ MPEABUKAA HEMOCPEACTBEHA TPAHCIIAHTALIMA,

[laupenture B paMoTO Ha neHanuraomua, Oopresomu® u aexkcameraszoH (RVd) nonyuasar
NeHaNMAOMUA 25 mg/ieH nepopaino B AHWTE 1-14, unTpaseHosHo Gopresomub 1,3 mg/m’
B aHuTe 1, 4, 8 v 11 ¥ pexcaMeTtaszoH 20 mg/aen nepopaiHo B aHuTe 1,2, 4,5, 8,9, 11 u 12 or
MOBTapsAWin ce 21-AHEBHH UMKIH B MPOABLIHKEHHE HA MaKCHUMYM oceM 21-AHeBHH IHKbIa
(24 ceamuum). TlauuentdyTe B paMOTO Ha NeHanMIOMHA M jexcametazoH (Rd) nmonyuyasart
JeHanuaoMua 25 mg/aed nepopanHo B gHuTe 1-21 W aexcamerazon 40 mg/aen nepopasiHo
B AHHTE 1, 8, 15 1 22 oT nosTapalM ce 28-AHEBHH LUHUKIH B NPOABLMKEHHWE Ha MAKCHMYM LLECT
28-1HEBHU UHKbAa (24 ceamuuy). IlauneHTuTe U B ABETE paMeHa NPORBJDKABAT Aa npHeMat Rd:
neHanuaoMua 25 mg/neH nepopanHo B RHUTe 1-21 W gekcamerason 40 mg/aeH mepopanHo
B AHUTEe 1, 8, 15 u 22 oT nomrtapswu ce 28-gHeBHU wuukan. JleueHneTo npoabkKasa A0
MporpecHs Ha 3abonsBaHeTo.

{IbpBHYHaTa KpaiHa TOYKAa 3a ePMKACHOCT B NPOYYRAHETO € MpeXHBAEMOCT Oe3 nporpecus
(IIbIT). Obwo 523 nauveHTH ca BKJAKYEHHW B TNpPOYUBAHETO, Kato 263 nauueHTH ca
paHaomu3vMpaid Ha RVd u 260 nauuentd ca panaomuzupaiu Ha Rd. MeMorpadckure
XapakTEpPUCTHKU U CBbP3aHUTE ChC 3a00NABAHETO XapaKTEPUCTHKH HA H3XOJHOTO HHBO ca gobpe
banaHcupaHu MeXAYy paMeHara.

Pesynratute 3a [1bll, ouenenu or IRAC, no BpeMeTo Ha MBPBHUHHA AHANHW3, NPU AaTa Ha
3akmousaHe Ha jpaHHure 05 Hoemepu 2015 r. (50,6 meceua npocneasBaHe), nokassar 24%
NOHHKEHHE Ha PHCKA OT NMporpecusa Ha 3abonssaHeTo WU cmbpT B nons3a Ha RVd (HR = 0,76;
95% A 0,61; 0,94; p = 0,010). Meauanara Ha obuiaTa [1BI1 e 42,5 mecena (95% 11U 34,0; 54,8)
B paMoro Ha RVd copamo 29,9 meceua (95% JIU 25,6; 38,2) B pamoTto Ha Rd. IMonsara ce
HabnoaaBa HE3aBUCHUMO AW NALMUEHTUTE Ca NOAXOAAWM WM HE 33 TPAHCIIAHTAUWA Ha
CTBONOBH KNETKH.

PesynratuTe OT mMpoyuyBaHETO NpY Aata Ha 3akmousaHe Ha gaHHuTe 01 nekemspu 2016 r.,

Mmeceua, ca gaaeHd B Tabnuua 8. Ilonsara ¢ npeauMcTBo 3a RVd ce nabaoaana
ANy NAUHCHTHTE Ca MOAXOAALUM WK HE 32 TPAHCNJIAHTALUSA HA CTBOJIOBH KJIETKH.

Tabanna 8. Pesiome Ha 06muTe JaHHM 32 epHKACHOCT



Hava,Ho JedyeHHe

Rd
RVd (4-ceAMHUYHH
(3-ceaMuysy HHKAH X 8) | MHKIH X 6)
(N =263) (N = 260)

I1BI1, ouenena or IRAC (meceun)

a 0
Eldﬁglhuaua Ha BpemeTo Ha [TBI1, B Meceuu (95%) 417 (33.1: 51.5) 297 (24.2: 37.8)

HR [95% JTH]"; ¢ p-cToiinocT® 0,76 (0,62; 0,94); 0,010
O6ma npexHsaemMoct (MecenH)
Menuana® Ha Bpemeto Ha OIl, Meceuu (95%

89,1 (76,1; NE) 67,2 (58,4; 98,0)

JH)°
HR [95% HHEP-CTDﬁHOCTd 0,72 (0,56, 0,94), 0,013
Orrosop — n (%)
06wy otrosop: 110, MAYO unn 4O 199 (75,7) 170 (65,4)
>MIUO 153 (58,2) 83(31,9)
INpocaeansane (mMecenn)
MennaHa® (MUH, MaKC): BCHYKH NaLUEHTH 61,6 (0,2; 99.4) 59,4 (0.4, 99,1)

IIH = nopepurenien uaTepBar; HR = xoedHUHEHT HA PHCK; MAKC = MAakKCHMYM; MHH = MHHHMYM; NE = He Moxe na ce
onpeaenn; OI1 = obia npexupaemoct; [1BI1 = npexusaeMoct 6¢3 nporpecus;

.| .
Meauanara ce Oasznpa sbpxy Hagucnenue no Kaplan-Meier.
b IBycTpanen 95% /1A 3a Meananara Ha BpeMeTo.

“ Ha 6a3ara Ha necTparudmLpanus Moaen Ha Cox 3a MPONOPLMOHATHOCT HA PHCKA, CPABHABALL PHCKOBHTE yHKUMH,
CBBp3aHy ¢ rpynure 3a nedenue (RVd:Rd).

p-cToiHOCTTA € Ha fasara HA HecTpaTHUUHKHPAH NOrapHTMHYEH PAHIOB TECT.

° CpeaHo NpocnesBane C¢ W3YNCIABA OT AATATA HAa PpaHAOMHU3HpaHe.
Hara va 3akmw4asane Ha aaniure = 01 pexkemepn 2016 r.

AkTyannanpanute pesyntaty 3a OIl npu gara Ha 3axmouBaHe Ha AaHHdTe 01 Mai 2018 r.
(84,2 meceua MeaaHa Ha NPOCHEAABAHE 3a NPESKUBENUTE MAUMESHTH) MPOABKABAT A& MOKA3BaT
npeaumcTBo npu OI1 B nonza wa RVd: HR = 0,73 (95% IOH 0,57; 0,94; p=0,014). HenbT Ha
KUABUTE NTAUHECHTH cnex 7 roanHy € 54,7% B pamoTro Ha RVd cnipamo 44,7% B pamoTo Ha Rd.

o JleHanunoMua B KOMOHHALMA ¢ ACKCAMETA30H NPH NAaLMEHTH, KOMTO HE ¢a NOAXOIALIH 3a
TPAHCTIJIAHTALUS HA CTBOJIOBH KJIETKH
besonacHoCTTa U €(pUKACHOCTTA Ha JIeHANHJOMUA Ca OLEHEHW B €JHO, MHOrMOLUEHTPOBO,
pasJIOMH3HPaHO, OTKPHTO npoyuBaHe da3za 3 (MM-020), ¢ 3 paMeHa, NpH NauHEHTH, KOUTO ca
Hafi-Manko Ha 65-roJuviliHa Bb3pacT WX MO-Bb3PACTHH KW, aKO ca NO-MNaaud oT 65-roamiiHa
Bb3pPAacT, HE Ca KAHAHWAATH 3a TPAHCNIAHTALHUA HA CTBONIOBH KJNETKH, TbH KAaTO ca OTKA3aly Aa ce
NOAJIOKAT Ha TPAHCIJIAHTAUMA HA CTBOJNOBH KJCTKH HJIM TPaHCNJAaHTaUUsAs HA CTBONOBU KIETKH
HE € Bb3MOXKHA 34 NaLWEHTA Nopain (UHAHCOBA UIIKW Apyra npuyuHa. [lpoyusanero (MM-020)
CpaBHSBA JICHANIMAOMHA W fAekcamerasoH (Rd), naBaHu 3a 2 pa3snH4HW MO NPOABIKUTENHOCT
nepuosa ot speme (T.€. X0 nporpecupatio 3abongeane [Pamo Ha Rd] vnn po ocemnanecer 28-
JHeBHH Uukbaa [72 cenmuun, Pamo Ha Rd18]), ¢ mendanan, npeannson u TanugoMua (MEE-s

MaKCHMyM OT ABaHAAECET 42-AHeBHH LMKBAA (72 ceaMHuUM). TlaunenTuTe ca paHge®

CTpaHa.
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[MauueHTHTe B paMeHaTta Ha Rd u Rd18 ca npuemanu neHannaomna 25 mg peaAHBK AHEBHO B AHH
or 1-ed Ao 21-BM OT 28-AHEBHHUTE UHUKNM B CBHOTBETCTBHE ¢ pPaMoOTO MO NPOTOKOJA.
HexcametazoH 40 mg e gaBaH BeAHbX AHeBHO Ha 1-Bu, 8-mu, [5-TH u 22-U aeH OT Bceku 28-
AHEBeH LMKBA. Hauanuara nosa v cxemara 3a Rd v Rd18 ca agantupaHu B chOTBETCTBME C
Bbh3apacTta U 6bOpeuHata Gpyukuus (Bxk. Touka 4.2). [launenture > 75 roAMHH onyuasaT A03a
AekcaMeTa3oH oT 20 mg BeiHbXK AHeBHO Ha 1-BH, 8-Mu, 15-TH n 22-H AeH oT Bcekn 28-aHeBeH
UHKBR. BCHYKH MAUMEHTH [ONy4YaBaT MPOPHAAKTHYHO aHTHKOArynauus (HHCKOMOJECKYNEH
XenapuH, BapdapuH, XxenapuH, HUCKa J03a aCNUPHH) MO BpeMe HAa MPOYYBAHETO.

[fTbpBHYHATA KpahHa TOYKa 332 e(PUKACHOCT B MPOYYBAHETO € MpPEeXKUBAEMOCT Oe3 mporpecus
(I1BIT). O6uro 1623 nauueHTH ca BKAKYEHW B [POY4YBAHETO, KaTto 535 nauumeHTH ca
paHaoMu3dpaHd Ha Rd, 541 nauwentd ca paHpomusupanHn Ha Rd18 u 547 naumenTH ca
pannomuzdpadd Ha MPT. Jlemorpadckure AaHHH W CBBp3aHHTE CbC 3abONsABaHETO HauaHH
XapaKTepUCTHKH HA MauueHtute ca Aobpe GanaHcupaHn U B 3-Te pamena. OQOWO B3ero,
YYACTHHUMTE B NPOYUBAHETO HMAT 3a00NdABaHE B HanpeaHan cTaauii: oT obulaTa nonynaums
B npoyusaHeTo 41% wumar ISS craguii I, 9% wumar Texka OvOpeyHa HEZOCTATBUHOCT
(kpeaTuHUHOB KNUpPBHC [CLler] < 30 ml/min). Meaunanara Ha Bb3pacTTa € 73 U B 3-Te paMeHa.

B Tabanua 9 ca npeactaBeHy pe3yaTaTUTE OT NPOYYBAHETO MPH €IUH aKTyaIM3HpaH aHalu3 Ha

[bI1, TIBIT2 u ofuwata npexupsemoct (OIl) ¢ pnara Ha 3akmousade 3 mapr 2014 r., kbaero
MEIHaHaTa Ha BPEMETO 3a MPOCJeAsBAHE HA BCHUKH NPEXKUBENN NalUeHTH € 45,5 Mecena:

Tabnrua 9. Pe3lome Ha TaHHHUTE 33 061IATA eHKACHOCT

Rd Rd18 MPT
(N = 535) (N = 541) (n=547)

Ouenena ot macaeaoparenn ITBII -
(MecelH)
Meanana® Ha BpemeTto ao [1BI1, meceuu
(95% JIN)"
KP [95% [H]"; p-croiinoct’
Rd ciip. MPT 0,69 (0,59; 0,80); <0,001
Rd crip. Rd18 0,71 (0,61; 0,83); <0,001
Rd18 cnp. MPT 0,99 (0.86; 1,14); 0,866
[1BI12° - (Mecenn)
MenuaHa® Ha BpemeTto a0 I1BI12, Meceuu
(95% JTH)°
KP [95% JIU]"; p-cToiinocT"
Rd cnp. MPT 0,74 (0,63; 0,86); < 0,001
Rd cnp. Rd18 0,92 (0,78; 1,08); 0,316
Rd18 cnp. MPT 0,80 (0,69; 0,93); 0,004
O611a npexHBAEMOCT (MecelH)
MenuaHa Ha BpeMmeto ao0* OIl, meceuu
(95% ON)"
KP [95% JIH]°; p-cTolinocT
Rd cnp. MPT
Rd cnp. Rd18
Rd18 cnp. MPT
[Ipocneassane (Meceun)

21,9(19.8;

26,0(20,7;29,7) | 21,0(19,7;22,4) |” ), 9)

35,0 (30,4;

42,9 (38,1; 47,4) | 40,0 (36,2; 44,2) 37.8)

48,5 (44,2;

58,9 (56,0.NE) | 56,7(50,1,NE) | "5 )
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38,7 (0,0;
Meauana' (min, max): BCHUKH NaudeHTH 40,8 (0,0; 65,9) | 40,1 (0,4; 65,7) 64,2)
OTtrosop Ha Mueaoma® n (%)

o 81 (15,1) 77(14,2) 31 (9,3)
MIOYO 152 (28,4) 154 (28,5) 103 (18,8)
4O 169 (31,6) 166 (30,7) 187 (34,2)
O6u orrosop: 110, MIHO, uau HO 402 (75,1) 397 (73,4) 341 (62,3)
IIpoaALIKHTEAHOCT HA OTTOBOPA -
(mecenn)®

22,3 (20,2;
Mezaunana® (95% JIH)" 35,0(27,9; 43,4) i 22,1 (20,3;24,0) | 24,9
AMT = anTumuenomna tepanus; JH = goseputenen uutepsan; 110 = nwaed otrosop; d = HHcKa 1033 AEKCAMETAIOHN;
KP = koepuunent na pucka; IMWG = International Myeloma Working Group; IRAC = Independent Response
Adjudication Committee; M = mendanan; max = makciMyM; min = MUHUMYM; NE = He moxe aa 6bae wauucneno; OI1
= obuwa npexusieMocT; P = npeaunson; [lbIl = npexussemoct 0e3 nporpecus; HO = uactvuen ortroeop; R =
neHanugomun; Rd = Rd, naean g0 nokymeHTHpaHe Ha nporpecupamo 3abonssane; Rd18 = Rd, nasan 3a < 18 uuxnna;
CI' =cranpapraa rpewxa; T = tanuaoMua;, MJUO = Muoro a06bp vacTHUER OTIOBOD: COP = CNPAMO.
® Meauanara e Gasupana BbPXy OLEHKATA O Kaplan-Meier.
b

95%-uuar JIU 3a Mmeananara.

c
Ha Oasara Ha mopena Ha Cox 3a MPONOPUMOHAIHH PUCKOBE, CPaBHABAUL PUCKOBHTE (IYHKIIWH, CBBHP3aHH C
MOCOYEHHTE paMEHE Ha JIEMEHHE.

p-crofiHocTTa € DasHpaHa Bupxy HecTpaTuduuupanus log-rank TeCT Ha pasnHyua B kpuBara Ha Kaplan-Meier mexay
NOCOUMEHHTE paMEHE Ha NIEYEHHE.

- Excnnoparopha kpadina Touka (I16112)
° Menuanara e YHHBAPHATHATA CTATHCTHKA D&3 KOPEKIHMH 33 OTCTPAHRBAHE,

f
Haii-noGpara nanexa onexka Ha OTrOBOpa MO Bpeme Ha (asara Ha JICUSHHUE OT NPOYYBAHETO (33 AedHHHUNK HA BCAKE
Kareroprsa OTrosepH, Jiara 3a jaiunoysade Ha nanHuuTe = 24 mait 2013 r.).

h Jlara 3a 3akniouBaHe Ha JaHHuTe 24 mait 2013 r.

o JleHanrupoMHa B KOMOWHauus ¢ mendanad W NMpPeaHH3OH, NOCHeABAHW OT MOAAbLPXalla
Tepanusg Mpy NAKHEHTH, KOUTO Ca HENOAXOASM 34 TPaHCIIAHTAL WA

bezonacHocTTa U e(HMKACHOCTTA Ha J/EHAIMAOMHJ Ca OLEHEHH B €AHO MHOFOUEHTPOBO,
paHaoMu3vpano, ABoHHoCasANo npoyyBaHe ¢asa 3 ¢ 3 pameda (MM-015) npu nauHeHTH, KOUTO
ca Ha O65-roAuillHa BB3PACT MK NMO-Bb3PaCTHH M HMAT CEepyMeH KpeaTHHMH < 2,5 mg/dl.
[IpoyyBaHeTO CpaBHfBa JeHaNUAOMHA B KOMOMHauus ¢ Mendanan 1 npeanuson (MPR) ¢ uau
6€3 noaabpkalla Tepanus ¢ JCHaATMAOMHA AC Mporpecus Ha 3abonaBaHeTo ¢ Taszn ¢ Mendanau
W NPEIHU30H 3a MakCUMyM 9 uukbia. [lauveHTHTEe ¢a paHIOMH3HPAHH B ChOTHOIUEHHe 1:1:1
B €AHO OT 3 pameHa 3a JedeHue. [lauuenTute ca crpatHduuHpaHy Npy paHAOMM3AUWATA MO
BB3pacT (< 75 cnp. > 75 roaunn) u cragu#i (ISS; craguu | v Il cnp. craauii 1).

Tosa npoyuBaHe u3cnelBa NpUIOKEHWETO HA koMmOuHHMpaHa Tepanua ot MPR (mendanan
0,18 mg/kg nepopanHo Ha 1-BH 10 4-TH J€H OT NOBTAPALUKTE Ce 28-NHEBHH UKKIH; NPEAHH30H
2 mg/kg nepopanyo Ha |-BM a0 4-TH A€H OT noBTapAlLMTe ce 28-AHEBHH LHUKIU U JEHANUAOMHU ]
10 mg/nen nepopanHo Ha 1-Bu Ao 21-BM AeH OT NOBTapsilUTe ce 28-AHEBHH LIMKNH) KaTO
BBhBEKJAllA Tepanusg 3a MakcumyMm 9 uukbiaa. [lauueHTUTe, KOMTO 3aBbpliaT 9 UHKbAA WUAH
KOHTO HE C€a B CBHCTOSHHE Aa 3aBbpllaT 9 LMKbNA NOPaaAH HEMOHOCHMOCT, NpPEMHHABaT

NOBTApPSALUHUTE ce 28-AHEBHH LUUKITH A0 Nporpeckd Ha 3abonsBaHeTo.

[IbpBHuHaTa KpailHa TOYKa 3a €PHKACHOCT B NPOYUBAHETO € NpexuBsieMocT Oe
(I1IBI1). O6uwo 459 nauMeHTH ca BKIOYEHH B NpoyuBaHeTo, karo 152 n
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paHaomusdpait Ha MPR+R, 153 naunenTH ca pannpomnanpain sa MPR+p v 154 nauueHTH ca
paHaoMH3HpaHH Ha MPp+p. [HdeMmorpadcxure aaHHM W CBbp3aHuTe cbe 3abonssaHeTo
XapaKTEPUCTUKHY Ha MALWEHTUTE HA H3XOJHOTO HKBO ca A00pe 6anaHcupaHu U B 3-T€ pameHa; 3a
oTOens3paHe €, 4ye npuonusutenHo 30% OT MaUMEHTHTE, BKAKYEHHW BbB BCAKO paMo, HMar
CIeIHUTE XapakTepuCTHKU; ISS craanii Il v kpeaTHHHHOB KAMPBHC < 60 ml/min. MeauanaTa na
Bb3pacTTa € 71 B pamenara Ha MPR+R u MPR+p u 72 B pamoro Ha MPp+p.

Eaux ananus xa I1bI1, I1BI12, OI1 ¢ nara Ha 3akmouBane Ha aavHuTe anpun 2013 r., npu ko#iTo
MEAHaHaTa Ha BPEMETO Ha MPOCIEAABaHE 3a BCHUYKW MPEeXUBENW nauMeHTd e 62,4 Meceua,

pe3yNTaTUTE OT NPOYYBAHETO Ca npeacTaBeHy B Tabnuua 0.

Tatauna 10. Pe3woMe HA 1auHATe 32 0010ATa eDHKACHOCT

‘ MPR+R I MPR+p I MPp+p
| (n=152) (n=153) (n=154)
Ouenena ot nacaenosarens IIBII - (Mecenn)
| Meanana® na spemeto 0 [IBI1, Meceun [ 27,4 21,3 13,1 (12,0;
(95% JIH) 35,0) 15:7 14,8
KP [95% JIL]"; p-cTOoliHOCT |
MPR+R cnp. MPp+r 0,37 (0,27; 0,50); < 0,001
MPR+R cnp. MPR+¢ _ 0,47 (0.35; 0,65); < 0,001
MPR+p crip. MPp+ 0,78 (0,60; 1,01); 0,059
IIBII2 — (Mecenn)
Menu;ﬁa“ PFQ Bpem-e:ro 1o IN1BI12, mecern 39,7 (-29,2; 27,8 (23,1; 28,8 (24,3;
48.4) 33,1 33,8
MPR+R cnp. MPp-+p 0,70 (0,54; 0,92); 0,009
MPR+R cnp. MPR+p 0,77 (0,59; 1,02); 0,065
MPR-+p crip. MPp+r | 0,92 (0,71; 1,19); 0,051
55,9 (49, 1; 51,9W
67,5 60,6 64,2)
MPR+R cnp. MPp+t 0,95 (0,70; 1,29); 0,736

MPR+R cnp. MPR+p
MPR+p cnip. MPptp

[TpocneasBaHe (MeCELH)

Menuana (min, max): BCHYKH NaUHEeHTH

OueneH oT HicIea0BaTeNS OTTOBOP Ha
mHeToMa n (%

Mo - 3009, [ 1701
4o 90(59.2) | 99(64,7)

0,88 (0,65; 1,20); 0,43
1,07 (0,79; 1,45); 0,67

18.4 (0,8; 73,8)(46,3 (0.5 71,9)
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Crabunno 3abonspane (C3) 24 (15,8) 31 (20,3) 63 (40,9)

OTrosopbT HE MOXe 1a 6bae oueHeH (NE) 8 (3,3) 4 (2,6) 7(4,5)

IIpoaABLKHTESIHOCT HA OTTOBOPA HA
MHeIOMA, OLIeHEHa OT H3CJIel0BaTeNs

[MO+90) — (Mecenn _ —
] 26,5 (19.4; 12,4 (11,2; 12,0 (9,4,
Meauana™ (95% [I1H) 35(3 ]3(9) 1 4(5)

DU = posepurenex uatepsan; I10 = munen otrosop; KP = KoegmunenT na pucka; M = mendanan; NE = He moxe na

bbvae ouenero; OIl = obma npexrpaemocr; p = nnauedo; P = npeannson; 113 = nporpecupamo 3abonasane; HO =

yacTuueH oTrosop; R = nenannaomua; C3 = crabunuo 3abonasane; MJIHO = muaoro pobup 4acTuueH otrosop.

" Meamanara ce 6a3upa BLPXy H3uucaeHuero no Kaplan-Meier

" MBI2 (ekcnroparopHa KpakHa Touxa) ¢ neduHMpana 3a BCMuku nauueHTH (ITT) xaro BpEMETO OT paHIOMH3ALHATA
A0 HAYANOTO Ha 3-Ta IUHNA AHTUMUENoMHA Tepanna (AMT) win CMBLPT 32 BCHYKH paH10MH3HPAHH MALHCHTH.

Hookpenawu npoyuganus Ha HOBOOUAZHOCMUYUPAH MYTMUNIEH MUEAOM

EnHo OTKpHUTO, paHAOMH3MPAHO, MHOroueHTposo, ¢aza 3 npoyusaHe (ECOG E4A03)
€ MPOBEIACHO NP 445 MAUHEHTH C HOBOANATHOCTHUMPAH MYATUINEH MUeNoM; 222 MalUeHTH ca
PaHAOMH3HpaHH B paMOTO Ha JieHANMAOMUA/HHCKA J[033a JeKcaMeTa3oH, a 223 ca
paHAOMH3HpaHH B paMOTO Ha NEeHANWAOMHUA/CTAHAApTHA A03a jAekcameTasoH. [lauueHTHTe,
PaHROMH3HpPAHH HA NEHANMAOMKI/CTaHAApTHA A03a JeKCAMETA30H, NOAy4aBaTt JeHaluaoMua, 25
mg/ned Ha 1-Bu A0 21-BY AeH Ha Bceku 28 aHu mmoc aekcaMerazod 40 mg/aen 1-eu po 4-t, 9-
™ A0 12-th ¥ 17-tn 0o 20-Ti OeH Ha BCekH 28 AHH 3a NbpaHTE uyeTHpH uMKBbAA. [lauueHTHTe,
paHAOMM3MpAHH B paMOTO Ha NEHAAHIOMHUI/HUCKA 1033 [eKCAMeTa3OoH, MNoJyuaBaT
neHanuaoMuA 25 mg/ned Ha 1-BM a0 21-BM JeH Ha Bcekd 28 AWM mmOC HUCKa 1034
aexkcamerta3oHd — 40 mg/aeH Ha 1-Bu, 8-MH, 15-tn U 22-W aeH Ha Bcekn 28 aHM. B rpynara Ha
JeHaNMAOMUI/HHMCKA 1033 JekcameTason 20 nauveHTH (9,1%) npeThbpnsBaT MOHE €AHO
NPEKbCBAaHE Ha Jo03ara B cpaBHeHHe ¢ 65 nauvedtd (29,3%) B pamoTo Ha
NeHaANTUAOMH/CTaHAapTHA 1033 AEKCAMETA30H.

B eavH post-hoc aHanu3 ce HabniojaBa MNO-HACKA CMBPTHOCT MOpH  paMOTO Ha
JNEHATHAOMHUI/HACKR 1032 faekcaMerasoH ot 6,8% (15/220) B cpaBHeHHe ¢ paMOTO Ha
NEHANMMAOMHUI/CTaHAAPTHA J03a AekcameTa3oH ot 19,3% (43/223) cpen rpymata nauueHTH
C HOBOAMArHOCTHLIMPAH MYJITHIJIEH MHEJOM C MEIWaHA Ha NpOCNeAsBAHETO A0 MAKCHMYM
72,3 ceqMHULH.

[ipu no-abaro npocnenseaHe obave paznnkata B obwara nNpexXWBAEMOCT B 0J3a Ha
NEHANMAOMHUA/HUCKA 1033 ASKCAMETA30H UMA TEHACHLIMA KbM NOHHXKEHME.

Myamunnen Mueiom ¢ noHe e0Ha NPeoxoNCoaua mepanus
Edukacnocrra u OesonacHocTTa Ha J€HANHAOMHA CA OUEHEHH B JBE MHOMOLEHTPOBHM,
PaHAOMM3HPAaHH, ABOMHO-CIENH, NJaLebO-KOHTPONHPAHH U ¢ KOHTPON Ha NapajielHuTe rpynu
npoyusaHusa oT ¢asza 3 (MM-009 u MM-010) na neueHne ¢ NeHANHAOMHA MNIOC AEKCAMETA30H
cpelty JACKCAMETA30H, NpHAAraH CcaMoCTOSTENHO, NpPH MNAUUEHTH C MYJITHOAEH MHENIOM
¢ npeaxoaHo nedecHue. Ot 353 nauuentH 8 npoyusaHuata MM-009 1 MM-010, xout
MoJiy4aBaiy NeHaluIoMUA/aekcameTasoH, 45,6% ca OuaM Ha 65 roaMiLHa Bb3PACT KA
Ot uscneasaHute 704 nauuentu B npoyusanusita MM-009 u MM-010 44,6% c
65 roavuIHa BB3PacT U TTOBEYe.

““““
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B 1gBeTe npoy4yBaHWs MAaUMEHTHTE OT IPynaTa Ha JeHAIBAOMHI/IeKcaMeTa3oH (JieH/aeke) ca
npueMaiy 25 mg NeHaNUAOMHA NEepOpanHO BEAHBXK AHEBHO B AHUTE | a0 21 u CvLOTBETHA
Kancyna ¢ nnauedo BeAHDK AHEBHO B AHUTE 22 10 28 oT Bceky 28-anesed uukba, Ilaunenture
B rpynata Ha mnnauedbo/nexcametason (niauebo/aexc) ca npuemanw no | xancyna nnauebo
B AHUTE 1 10 28 OT BCekH 28-aHeBeH LUKB. [launueHTHTE B ABETE NeuebHH rpynu ¢a npuemMany
40 mg nekcaMeTa3OH NEPOPanHO BEAHBLX AHEBHO B AHUTE | 10 4, 9 1o 12 n 17 no 20 oT Beeky
28-1HECBEH UMKDBJA OT MbPBUTE 4 LMKDBNA HA Tepanusta. Jlo3ata aekcamerasol € 6una HaMalleHa
10 40 mg nepopanHo BEAHBK AHEBHO B AHWUTE | A0 4 OT BCEKH 28-IHEBEH LUUKDBI CNE MbLPBUTE
4 uMKbAA OT TepanuaTa. M B ABeTe nNpoyuBaHHA NEYEHHETO € NPOLBLAKABAIO A0 MPOrpecHs Ha
3abonsBaHeTo. M B ABETE npoyuBaHuisa € OWJIO NO3BOJIEHO ajJanTHpaHE HAa J03aTa B 32BUCHMOCT
OT KJIHHWYHHUTE U NaDOPATOPHH PE3yNITATH.

1 B ABeTe Npoy4BaHUA NBPBUHHATA KpaliHa TOUKA 3a ePUKACHOCT ¢ HUNa BPeMETO 0 MPOrpecHs
(BAIT). O6wo 353 naureHtn ca Ounu oucHeHH B npoyuysaieto MM-009; 177 B rpynara Ha
nen/pexc w 176 B rpynara Ha nnauebo/pekc U obwo 351 naumeHTH ca OWHIM OUEHEHH
B npoyuBaHeTo MM-010; 176 B rpynara Ha neH/aekc ¥ 175 B rpynara Ha nnauebo/aekc.

B oaBere npoyuBaHus H3XOAHHTE AeMorpadcki M CBbp3aHUTE CbC 3aboasBaHeTo
XapaKTePUCTUKH

ca Ound CpaBHHMM MEXAY rPYNHTE HA JEH/AeKC W HA nuanebo/aekc. MeawaHaTta Ha Bb3pacTTa
W 33 RBETE MOMynauMy RNauueHTH € Ouia 63 roJuHM NpH CPaBHUMO CHOTHOLUIEHHE HA MbXe
W keHH., CrarycwT no ECOG (Eastern Cooperative Oncology Group performance status), kakTo
1 6pOAT H BUIOBT HA NPEABAPUTEIHUTE TEpanuy ca BUAK CPaBHUMHU MEXCAY ABETE TPYIIH.

[lpeaBapuTenHO MJAHUPAHUTE MEKAWHHHA AHANKW3W U HA JBETE MPOY4YBaHUA ca MOKA3alH, ue
JIEYEHHETO C JICH/IEKC € CTATUCTHYECKH 3Hayumo no-zobpo (p < 0,00001) ot ToBa camo
C JIEKCAMETA30H N0 OTHOLLEHHE Ha TbpBUYHATA KpaliHa Touka 3a edpukactoct BT (MeanaHa Ha
NPOAL/KHTENHOCT Ha Nepuoaa Ha npocnenssane 98,0 ceamuuu), JeawT HA CaydauTe C MbIEH
OTrOBOP W OOLL OTrOBOP B rpynaTa Ha /IeMeHHE ¢ eH/AeKC CbLLO € OW 3HaYHTENHO MO-BHCOK
B CpaBHEH#Me C rpynara Ha nnauefo/Aekc U npy ABeTe Npoy4BaHud. BnocneacTeue pesynrarute
OT TE3W AHAIM3M €A AOBEIH JO MNPEKPATABaHEe Ha [ABOHWHO-CJENHUs MNPOTOKON H 33 ABETE
APOYYBAHUA, 34 Aa MOXE NAUMECHTUTE OT rpynara Ha nmaauedo/aekc aa nony4var JeyeHue
¢ KOMOUHaUKATA IEH/ eKC.

M3BbplieH € aHanu3 Ha e(puKacHOCTTa B pa3iMpEH MEPUOA Ha ApPOCIEAABAHE C MEAHaHa
Hanepuoaa Ha npocaeaasane 130,7 ceamuuu. Tabnuna 11 odobuiasa pes3yntaTure 0T aHaIU3HTE
Ha e(pMKaCHOCTTA B NEPHOJA Ha npocieaaBaHe — cbophu npoyusaius MM-009 u MM-010.

B To3u cbopeH aHanu3 Ha paslWIUpEHUA NepHol Ha npocheasapaHe Meananata Ha BJIIT e Ouna
60,1 ceamuun (95% JHH: 44,3; 73,1) npu naueHTH, nekysaHu ¢ jed/aekc (n = 353), cpewy
20,1 cenmuum (95%, AN: 17,7, 20,3) npu nmauumeHTH, NekyBaHd ¢ nnauedo/nexkc (n = 351).
MeaunaHara Ha npexussemocT 6e3 nporpecus € duna 48,1 ceamuuu (9353%, JIU: 36, 4; 62,1) npu
MalueHTH, NexyBaHu ¢ aed/pexc, cpewy 20,0 ceamuuu (95%, IH: 16,1; 20,1) npu mayueHTy,
nekyBaHH ¢ nnauedo/aexc. MeanaHata Ha nNpoAb/IKMTENHOCTTA Ha JIEUYEHHETO € Ouna
44,0 ceamuum (MuH. 0,1, makc. 254,9) 3a nev/pekc ¥ 23,1 ceamuun (muu. 0,3, Makc. 238

B CPaBHEHUE C TE€3M B rpynara Ha nnauebo/fekc W npu aBeTe NpOy4YBaHUA.
ofLaTa MpeXUBAEMOCT B aHajlM3a Ha pa3liUpEHHMsl [epHOA Ha MpocieaspBaHe
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cpeiwy 136,4 ceamuun (95% JHAH: 113,1; 161,7) npu nauueHTH, NekyBaHH ¢ miauedo/aexc.
Bonpexku daxra, ue 170 ot 351 naumeHTH, paHZOMU3IMPAHHU 34 J€YEHHUE C nnauedbo/aeke, ca
noJiy4yapajii JICHATHAOMHI clea nporpecusaTa Ha 3abONABAHETO WM CAEd NpPEKpaTABaHE Ha
IBOMHO-CIICNUA NPOTOKOJ, COOPHHUAT ananu3 Ha o0mara nOpeXHMBIEMOCT €  [oKasal

CTATUCTHYECKH 3HA4YUMO MNPEAUMCTBO TNPH [PESKHBAEMOCTTA MNpH TIpylara Ha JeH/neKc
B CpaBHeHHe ¢ Ta3M Ha nnauebo/aexc (KP = 0,833, 95% 1M = [0,687; 1,009], p = 0,045).

Tabauua 11. OGo6menne ua PE3YATATHTE OT AHAJAHIATE HA ¢DPHKACHOCTTA KbM KpalHHSA
CPOK HA pPA3LIHPEHHS HepHOA HA NpocaeasBaHe — cOopuH npoyusauua MM-009 u MM-
010 (xpaen cpok ¢HOTBETHO 23 1W0JIH, 2008 . u 2 mapT, 2008 1.

K JIeH/aeKe njia llf_ﬁox’ilexc
pafia TouKa (n=353) (n=351)

Bpeme 10 ¢LOHTHETO KP [95% N ', -CTOHHOCT"

- -
Bpeme no nporpecus
| Meaunana [95% U], |60,1{44,3; 73,11 20,1 [17,7; 20,3] | 0,350 [0,28; 0,426], p <0,001

CEIMULIN
[TpexupaemocT 6¢e3

nporpecus . _ |
Meawana [95% qv], | +&} [36:4 62,11 20,0 [16,1;20,1] 10,393 [0,326; 0,473], p < 0,001

CCIMHULH

OOLLa NpeXxXuBAECMOCT
Meauana [95% U], 164,3 [145,1; 136,4 [113,1;

ceIMU LN 192.6] 161,7] 0,833 {0,687; 1,009], p = 0,045
EnHoroaumxa obiia 82% 75%
NPpCKHBAECMOCT .

CroTHOLIGHME HA LIAHCOBETE

| [95% AM], Ec'roimoc'r"
06w orrosop [n, %] 212 (60,1) 75(21,4) 5,33 [3,97; 7,71], p < 0,001
[Ibnen oTrosop [n, % 58 (16,4) 11(3,1) 6,08 {3,13, 11,80}, p <0,001

a: JIpycTpaneH NorapuTMHYHO npeolpa3ypaH peHKOB TECT, CPABHABALL KPHBUTE Ha NPEXHBACMOCT MEXAY IMPYNHTE HA
JIEYECHHE.
b: /IBycTpaHeH KOPHIHpaH 3a NPOALDKHTEHOCT XH KBAZPaT TECT

J4n HA OTTOBOPHTE HA
_JIEYCHHETO

Donruxynapes AumM@pom
AUGMENT - CC-5013-NHL-007

EpukacHocrra u Ge3omacHOCTT2 HA NEHanuAOMHA B KOMOWHaUMs ¢ puTykcuMal cnpsmo
pPUTYKCHMA0 nmoc nnauedo ca OLCHEHW NPH NALMEHTH ¢ peuuausupaul/pedpakrepen iNHL,
BKJIIOYHTENHO (onHKynapeH JuMpoM BbB ¢aza 3, MHOrOLEHTPOBO, paHIOMHU3NPaHO, ABOKHO-
csno KoHTponupano npoyyeayde (CC-5013-NHL-007 [AUGMENT)).

Obwo 358 nauueHTH Ha BB3PACT Hai-Manke 18 rOOMHM C XHCTONOrH4YHO ROTBBpAEH M3JI
(MapruHaaHo-301HoB JuMpom, MZL) uau Crenen 1, 2 wanr 3a donukynapen numdbom (CD20+
ypes MOTOYHA UMTOMETPHUA WM XUCTOXHMHS), OLEHEHH OT H3CASAOBATENS MIH MECTHHS
naronor, ca Ounu paHaoMu3upann B cboTHowieHUe ;1. TlaunenTuTe ca 6unn nekyBaHu npeau
TOBA ¢ [IOHE €JHA NpPeaAxXOAHAa CHCTEMHa  XUMUOTEpanusd, HWMYHOTepanus
XHMHOUMYHOTEPANHS.

JlenanupoMua ce npunara nepopanHo 20 mg BeNHBXK [AHEBHO Npe3 NbPBUT
MOBTapALK ce 28-JHEBHU UMKIM 33 12 UMKBAA KWIH O HEMPUEMJIUBA TOKCHUYHO
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puTykcuMab e 375 mg/m’ Beaka ceqmuua B uukba 1 (aeu 1, 8, 15 u 22) v Ha aed 1 oT Beeku 28-
JHEBEH LIMKBJ OT UMK 2 10 5. BCUYKH U3HUCIEHNS HA A03UTe 3a pUTYKCUMab ce OCHOBaBaT Ha
TenecHata MOBbpXHOCT Ha nauuedTta (TIII), kato ce w3non3ma AEHCTBUTENHOTO Terao Ha
MnauueHTA.

HemorpadickdTe U cBbp3aHHTe ¢ OonecTra U3XOAHH XapaKTEPHCTHKH €A CXOJAHH B ABETE TPYIH
HA JICUCHHE.

OcHOBHATa L€ Ha NPOYYBAHETO € Ja ce CpaBHU epHKACHOCTTA HA NEHANWIOMUA B KOMOKWHALMA
C pHTYKCHMa0 kbM puTykcMMad nmoc nnauebo npu nauueHTH ¢ peunanBupan/pedpaktTepeH
(ponuxkynaped numdpom Crenen 1, 2 unn 3a unun M3Jl. OnpeaensHero Ha edrKacHOCTTa ce
ocHoBara Ha PFS karo nupBuuyHa KkpaifHa Touka, kaxto € oueHeHo oT IRC ¢ nmomotura Ha
kpuTepuute Ha IWG ot 2007 r., HO 6e3 no3uTpoHHo-emucHoHHA Tomorpadus (PET).

BropuuHHTE LENM HAa nNpoyuBaHeTo Osfxa ga ce cpaBHH 0e30NMacHOCTTa HA JEHAIMAOMMA B
KOMOMHauuss C pHTyYKcUMa® cnpamo putykcuMad nmoc  nuauebo.  JonbaHuTtenuu
BTOPOCTENEHHH LenH OAxa fa ce cpaBHM €(PHKACHOCTTA HA PHTYKCHMAaO MOC NeHanuaoMUA
CpAMO pHMTYKCHMad nmoc niauebo, xkato ce M3non3BaT CREAHUTE APYrH NapaMeTpH Ha
edukacHocT: creneH Ha obw otroeop (ORR), meaen ortrosop (CR) M npoab/mKUTENHOCT Ha
otrosop (DoR) or IWG 2007 6e3 PET u OI1.

Pesynararute or obuiara nonynauus, skmountesHo OJI v M3J1, nokasear, ue npH MeauaHa Ha
npocieassane or 28,3° Mecena, npoy4BaHETO € NOCTHTHANO CBOATA MLPBHYHA KpaiiHa TOYKa Ha
PFS ¢ xoepuuuent Ha puck (HR) (95% noseputened unrtepsan [[IHU]) ot 0,45 (0,33, 0,61) p-
croHHOCT < 0,0001. PesynTtarure oT epykacHOCTTa OT monynauusaTa ot GoJHKyaapeH JUMGOM
ca npeacraseHu B Tabnuua 12,

Tadanna 12. Pestome Ha nanuute 3a eduxacHocT npyn oaunxyaapen aumdom - npoyusane
CC-5013-NHL-007

OJ1
(n =295)
JleHanuaoMnua v pUTYKCHMaAO [Inauedo v puTykcumad
(n=147) (n = 148)
_IlpexxuBaemocT Oe3 nporpecus (PFS) (IIpaBnaa 3a nensypa na EMA)
Meanana Ha PSFa (95% 394 13,8
AH) (Mecenn) (25,1; NE) (11,2; 16.0)
KoedpunueHT Ha pHCK 0,40 (0,29; 0,55)""
(HR) (95% 1)
p-CTOHHOCT < 0.0001°

O6exTHBEH 0TTOBOP"
(CR + PR) n (%) 118 (80.3) 82 (55,4)
(IRC, 2007 IWGRC) (72,9; 86,4) (47.0; 63,6)
95 % JIH'
[Ts.1en oTroBop’, n
(%) 51 (34,7) 29 (19,6)
(IRC, 2007 IWGRC) (27,0; 43,0) (13,5; 26,9)
95 % AU’
ﬂﬂ?}iﬁ;ﬂ‘;’::;’::::)““ 36,6 15,5

(24,9; NE) (11,2; 25,0)
(Mecenn)
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95 % JU° |
O6ma npexussiemoct ™ (OIT)
[TIpouenT Ha OIl3a 2 139 (94,8) 127 (85,8)
roauHu, % (89,5; 97.5) (78,5; 90,7)
HR [95 % JIH] 0,45 (0,22; 0,92)"
Ilpocaeasisane
Cpenna
NPOXbAKHTEIHOCT HA 29,2 27,9
npocieasiBaHeTo (min, (0,5; 50,9) (0,6; 50,9)
max) (MeceLH)
® Meananara ce baszupa pLpxy H3IuKCIEHHeTO No Kaplan-Meier

b
KoeduuneHTbT Ha PHCK M HEMOBHAT JOBEPUTEICH HHTEPBAN €2 OLCHCHH OT HecTpaTudHUUMpaH Moaen Ha
IPONOPLKOHATEH pUCK Ha Kok

c
P-cTORHBOCT OT NOrapHTMHUYEH TECT
d
BTopHuHHTE H NPOYYBATCIHATE KpaliHU TOMKH HE €A 0-KOHTPOAHpaHH

“ Ipu cpenno npociaeassane ot 28,6 meceua umawe 11 cMBLPTHH caysan B pamoto RZ M 24 cMbpTHM ciiyyas B
KOHTPONHOTO PamMo
Touen noBEpUTENEH UHTEPBAN 38 OHHOMHO PA3NPEACIICHHE.

DonuxyrapeH aumdom 3a nayuernmu, pegppaxmeprnu KoM pumykcumad
MAGNIFY - CC-5013-NHL-008

O0wo 232 nauneHTH, KOMTO ¢a OMIM HA BB3pacT Hal-Manko 18 roAMHHW € XUCTONOTHYHO
noTeepAcH Qonukynaped auMpoMm (Crenen 1, 2, 3a unu M3JI), cnopea oueHkata Ha
H3CNEJ0BATENS WIK MECTHHS NATONOr, ca OUIIM BIUTKOMEHUM B HAYATHHUA NEPHOA Ha JieyeHue ¢ 12
LUHKbIIA Ha NeHanyuaoMua nmoc purykcumad. Iaunenture, nocturnand CR/CRu, PR wnn SD zmo
Kpas Ha nepydoaa Ha HHAYKLUMOHHOTO JieueHUe, O69xa paHAOMU3HPAHM Ra BAA3AT B NEPHOJA HA
NOAALPKALLO JeyeHHe. BCHYKH BIIIIOUEHH MauKeHTH Tpabea aa ca Ouny neKyBaHHW npelun ToBa ¢
[MOHE €JHAa NpPEeAXOAHA CHCTEMHA aHTHAMMQOMHA Tepanus. 3a pasnvka oT mapoyusaHeTo NHL-
007, npoyupaneto NHL-008 skniousa naumeHTH, KOMTO ¢a pedpakTepHd KbM pHTYKCHMAO (Oe3
OTrOBOP HJIM PELIHANB B paMKUTE Ha 6 Mecela OT JICHEHUETO C pUTYKCUMAD MM KOUTO ca OUan
NBOHHO pedpakTepHH KbM PUTYKCUMAD H XuMHoTEpanus).

[To speme Ha nepyoaa Ha HHAYKUHWOHHOTO neveHue, neHannaomMug 20 mg ce nasa Ha 1-2]1 nHu ot
MOBTApALH c€ 28-AHEBHU UMK 3a A0 |2 uWKbla HAW OO0 HENpHEMJIHBA TOKCHUYHOCT, HIH
OTTErNIAHE HA CBIJIACUETO UJIM NporpecupaHe Ha 3abonssavero. Jozata Ha putykcumad e 375
mg/m2 BCAKA ceaMuLia B UUMKDA | (aHu 1, 8, 15 1 22) n B aeH | ot BCceku Apyr 28-IHEBEH LMK
(uuknu 3, 5, 7, 9 u 11) no 12 TtepaBenTHYHU UMKBAA. BCHYKH H34YHCNEHHS HA JO3MTE 3a
pUTYKCHUMA0 ce OCHOBAaBaT HA TenecHaTa NoBbpxHOCT Ha nauMeHTta (TTI) u agelcTBATENHOTO
Terno.

IIpeacraBenuTe NaHHU ce OCHOBaBaT Ha MEXAWHEH aHalKu3, (GOKYCHpaH BbPXY MEpHOJA Ha
HHAYKLIHOHHO JICYeHHE ¢ €RHO pamo. OnpeaensHeTo Ha ePHKACHOCTTA C€ OCHOBABA HA CTEMNEH
Ha obur orrosop (ORR) no Hali-n006Lp OTroBOp KaTo bpBUYHA KpaliHa TOYKa, KaTO Ce U3non3Ba
MOIH(pHUKALIMA Ha KPUTEpUHUTE 332 OTroBOp Ha MexxayHapoaHnara paGoTtha rpyna ot 1999 r.
(IWGRC). Bropuunata uen Oeiwe jga ce OuSHAT Apyrd napaMeTpd Ha eHKacHOC
npoabvxkuTenHocT Ha otrosop (I1pO, DoR).

Tabauna 13. O6obmienHe na ganHHATe 33 ofaTa ePpHKACHOCT (NEepHOA HA
Jedyenne) - npoyusane CC-5013-NHL-008

Bceuuky nauMeHTH [MaunenTy ¢
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PedppaktepH | PedpaxrepH ‘ Pedpaktepu | PedpakTtepH
Oowo U HA H Ha O0wwo H Ha H Ha
n= | pUTYKCHUMab: | putykcumadb: n= | putykcumab: | putykcumad:
187" Ha He 148 Ja He
n=77 n=110 n = 60 n= 88
ORR, n (%) 127 104
(CR+CRu+PR) | (67.9) 45 (58,4) 82 (75,2) (70.3) 35(58,3) 69 (79,3)
CRR, n (%) 79 62
(CRYCRu) (42.2) 27 (35,1) 52 (47,7) (41.9) 20 (33,3) 42 (48,3)
bpoii ysaCcTHUUH | n= _ _ n= _ _
127 n=45 n=_82 104 n=235§ n=69Y
% MaAlHEHTH ¢ 93,0 94.3
l'lpO" 90,4 94,5 96,0 93,5
> 6 Mecena | (85,1; ) ] (85,5; _ )
(95% JH)" 96,8) (73,0; 96,8) (83,9; 98,2) 97,9) (74,8; 99,4) (81,0; 97,9)
% NAlHeHTH ¢ 79,1 79,5
Mp ob 73,3 82.4 73,9 81,7
> 12 meceua (67,4; _ ] (65,5; . .
(95% ITH)* 87,0) (51,2; 86,6) (67,5; 90,9) 88,3) (43,0; 89,8) (64,8; 91,0)

IH = poseputenes unrepsan; [1p0 =

NPOSBLRKUTENHOCT HA oTroBop; DJI = donukynapen numdom

|
[TupBHYHATA NOMyNalLMA HA aHAIW3a 3d TOBA NPOYYBAHE € NONyNalKd ¢ OlEHKAa Ha ePHUKACHOCTTA Ha MHIYKLHATA

(IEE)

b
HpOABMKATENHOCTTA HA OTrOBOPA ¢ AcHHUpa KATO BpeMeTO (MECEUH) OT MbPBOHAMANHHUA oTroBop (noke PR) no
NOKYMEHTHPAHATA NPOrpecHs Ha 3a00N9BaHETO HIH CMBPT, KOCTO OT JBETE HACTBINH LPBO

c L]
CrarucThka, noayyena no Meroaa Ha Kaplan-Meier, 95% JIU ce ocHoBasa na opmynara Ha Greenwood.

3abenexkH: AHATHIBT C€ H3BLPIIBA CaMO 32 NAUHCHTH, KOWTO ca nocTHrHank PR wnu mo-no06wp coen zarara Ha
MbpBaTa /103a Ha MHAYKLHOHHATA TCPAanWA H NPEAH BCAKO JICUCHHE B MOAALPKALMA NMEPHOA M BCAKA NMOCHeABalNa
AHTHIUMGPOMHA TEPANHA B UHAYKLHOHHUA NepHoa. [TpoueHTHT ce ocHOBaBA Ha o61uA 6poit yuacTHHULM,

[MeanaTpyyHa nonyJauus
EBponelickata areHuuss Mo JeKapcTBaTa € MNpeAocTaBUna  crneudpHYHO 33 MPOAYKTA

JCHANUAOMHA OCBODOMAABaHE OT 33aAbJKEHHE, KOETO CE€ Npuiara 3a BCUYKH MOATPYNH Ha
neauarpuyHarta nonyiauus ApH CbCTOAHUA Ha 3pend B-kneTtbutd Heonnasmu (BXkK. Touka 4.2 3a
WHPOpMaLHA OTHOCHO yNoTpeOa B neauarpusra).

5.2 (OapMaKOKHHETHYHH CBOHCTBA

JleHanuaoMHA HMa aCHMETPHUYEH BBLIAECPOAECH aTOM M 3aTOBa MOXE Ja CbIICCTBYBA B ONTHYHO-
aktuBHute dopMu S(-) u R(+). Jlenannaomua ce npousBexna Karo paueMH4YHa CMEC.
JleHanwaoMu 0OMKHOBEHO € Mo-100pe Pa3sTBOPUM B OPraHUYHHK PA3TBOPUTE/H, HO MOKA3Ba Haii-
ronama pa3teopuMocT B 0, 1N HC! 6ydep.

Abcopbiiug
JleHanmmaoMua ce abcopOupa 6bp30 cies nepopanieH npueM npy 34pasy A00POBONLH HA TAQHO,
C NOCTHraHe Ha MAKCHManHa rjasMeHa KoHueHTpauua Mexay 0,5 u 2 yaca cael npusarave Ha
no3ara. Ilpu nauuenTH, KakTo U Npu 3apasu 106poBONLIM, MaKCUManiHaTa KoHUueHTpauus (C
H nnowra MmoA KpuBaTa KoHueHtpauus-peme (AUC) HapactBaTr npomno
C MOBHLIABAaHE Ha J03aTa. MHOTOKpPaTHHUTE N03H HE MPHYHHIBAT U3pa3eHa Ky
NEKApCTBEHHUA TNpoAykKT. OTHOCHTENHaTa eKCrno3uuuMd Ha S- U R-eHaHT
NEHATMAOMU ] B NNA3MaTa € ChOTBETHO 0K0J10 56% # 44%.

ﬂ




EAHOBPEMEHHOTO NMPUNOKEHHWE C XPAHA ¢ BUCOKO CHABKAHHE HA MA3HUHW W KAaNOpPHH NpH
3JpaBy A0OpOBOALH HAMansBa cTeneHTa Ha abcopbuua, KoeTto BOAH A0 npubnusdtTenno 20%
HamaneHue B IJAOWTA Noj KpuBata koHueHTpauus-speme (AUC) n 50% namanenue Ha Cmax
BrnnasMata. B OCHOBHUTE€ PpEruCTPAUHOHHH H3NMHTBAHWA NpPH MYITHIUIEH MHEIOM 3a
YCTAHOBABAHE Ha e(UKACHOCTTA M 0€30nacHOCTTA Ha JeHanuaoMua obauye nekapCTBEHMAT
NPOAYKT € npunaraH 6e3 orjiel Ha npiuemMa Ha xpaHa. Cne10BaTeNHO JCHANWAOMHU/ MOXE Aa ce
npunara cb¢ uWin 6e3 xpaua.

[TonynauuoHHUTEe GdAapMAKOKMHETHYHM AHAJM3KH [0KA3BaT, 4Ye€ CTENeHTa Ha nepopainHa
abcopbuua Ha neHanuAOMHA € NoaoOHa npH naudeHTuTe ¢ MM.

Pasnpenenexnue

In vitro cebp3paHeTo Ha (' *C)-neHaNMAOMHI KbM [a3MEHH MNPOTEHHH € HHCKO CbC CpelHa
CTOMHOCT Ha CBLP3BAHE KBbM MJa3MEHH NpoTeUHH 23% H 29% CLOTBETHO NPH MALWEHTH
C MYJTHIUIEH MHENOM ¥ NPU 3apaBH A00POBOALIH.

JienanvaomMua ce cuabpxa B voBewlkata cnepma (< 0,01% ot po3ara) cnexn npunharaHe Ha
25 mg/neH U NeKapCTBEHUAT MPOAYKT € HEOTKPUBAEM B CiepMaTa Ha 3ApaB HHAWBUA 3 AHHU Clen
CMHPaHE Ha BELLECTBOTO (BX. TOYKa 4.4).

buorpancdopMalug 0 ENHMUHUPaHE

Pesynratute OT NpOBEXIAHW in vitro npoyuBaHHs Ha merabonn3ma nNpH Xopa nokasBar, 4e
NEHaANHAOMKA He ce Metabonusupa upes uUUTOXpoM P450 eHauMHTe, KOETO fnpeanonara, ue
€ MAJIKO BEPOSITHO €AHOBPEMECHHOTO NPHNOXKEHUE Ha JNICHANHAOMUA ¢ NEKAPCTBEHH MPOAYKTH,
uHxubupawn umtoxpom P450 eH3umuTe, na pAoBeae 40 MeTabDONUTHH  NeKapCTBEHH
B3aUMOJEHCTBUA NPH Xopa. [n vitro Npoy4BaHus MOKa3BaT, Y€ JeHANWAOMKUA HAMA HHXHOHpaLll
epext Bpxy CYPIA2, CYP2C9, CYP2CI19, CYP2D6, CYP2EI, CYP3A umu UGTIAL
CnezaoBareniHo, HAMA BEPOSITHOCT JICHANMAOMHMJ A3 TNPHUYUHH HAKAKBH KJIWHMUYHO 3HAYUMH
NEKAPCTBEHH B3auMOAEHCTBHA, KOraTo ce npuiara eJHOBPeMEHHO CbC CyOCTpatTH Ha Te3u
CH3UMM.

In vifro NpoyyYyBaHHATA NOKA3BaT, Y€ NCHAIMAOMHUA HE ¢ CyOCTpaT HAa YOBELIKHR NPOTEMH Ha
PE3UCTEHTHOCT KbM pak Ha rbpamara (BCRP), tpancnoprepute MRPI, MRP2 uau MRP3
(npoTenHa, CBbp3aH C MynTdAnekapcTBeHata pesucteHTHoeTt (MRP), TpaHcnoprepute Ha
oprasuudn aHuoHU (OAT) OATI1 u OAT3, TpaHCNOpTUpALLLMg OpraHHYHH aHHOHH MOJAHNENTHA
1Bl (OATPIBI1), TtpaHcnoprepute Ha opraHuyHd katioun (OCT) OCT1 u OCT2,
MYJITHIEKApCTBEH M TOKCHH ekcTpyaupall nporeud (MATE) MATEI] u Hoeu TpaHcnoprepu Ha
oprannuny KatioHH (OCTN) OCTNI n OCTN2.

In vitro npoyuBaHHsATa TIIOKa3BaT, ue JICHANMAOMHIA HAMA WHXHOHTOpPeH edeKkT BLPXY
EeKCnopTHaTa nomna 3a »abdyHu cond npu xopara (BSEP), BCRP, MRP2, OATI1, OATS3,
OATPIBI, OATPIB3 u OCT2.

kato 4% OT neHanuaoOMHUaa ce eNMMUHMpa upe3 deueca.
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JlenannaomMua ce Merabonusupa cnabo karo 82% OT Ho3ara Ce eKCKPETUPA HENPOMEHEHA
B ypHHaTa. XWAPOKCHNeHANuAOMUA H N-alueTHANeHANUIOMUI NpeacTaBisABaT PECneKTHBHO
4,59% u 1,83% o1 ekckpeTupaHata A03a. bbOpeuHUsT KIMPBHC HA JSHANMAOMUA HAABUILABA
CTeneHTa Ha rjoMepynHa QUATpauHs M CIEJOBATENHO C€ CEKpETHPA MOHE B M3BECTHA CTEMEH
aKTHUBHO.

Hpu go3u ot 5 oo 25 mg/aeH nNnasMEHUST NONYXKUBOT € npudan3uTeNHO 3 4aca NpH 3apasu
A0OpPOBONLUH K Bapupa OT 3 10 5 yaca npu NalHEHTH ¢ MY NTHIUIEH MHETIOM.

Xopa B cTapuyecka Bb3pacT

He ca nposexaaHu cneuyanHd KJIMHHUYHU NPOYYBAHHSA 3a OLUEHKAa HA (papMaKOKHMHETHKATAa Ha
NeHANWJOMHUJ TIPH XOpa B CTapuecka Bb3pacT. [lonyaalHoOHHATE PapMaKOKWHETHYHH aHann3u
BKJIIOUBAT Mai(MeHTH Ha Bb3PACT B AHana3oHa oT 39 20 85 roanMHH 4 NnOKa3BaT, Ye BbL3PACTTA He
NOBJAUABA KJMPBHCA HA NeHANMAOMUA (EKCMO3HUUATA B Mjazmara). T KaTto € no-BEpOATHO
NAlMEHTHTE B CTApYECKA Bb3pacT Ja HMAT HamasieHa O0bOpeuHa ¢pyuxuua, TpadBa BHMMATENHO
noadupaHe Ha go3ata H Ou 6Hno pasyMHo aa ce cnenu Oudpeunara QyHKUMS.

buOpeuHo yBpexaaHe

QapMaKOKMHETUKATA HA NEHAIMAOMHUA € TpoyuyeHa npy nauveHTH ¢ O0bOpeyHO yBpexaahe,
ObJDKALO CE HA HEMANUTHeHHW 3abossBaHus. B ToBa nmpoOyuBaHe ce€ W3MOJ3BaT JABa METOJa 3a
knacupuunpane Ha ObvOpeuyHaTa QYHKUHMSA: KpEaTHHWHOB KJMPbLHC Ha YpHHaTa, H3MeEpeH
B paMKHMTE Ha 24 4yaca, 1 KpeaTHHUHOB KIUPBHC, H34ucieH no gopmynara Ha Cockeroft-Gault.
PesynraruTe nokassar, 4e ¢ HamanssaHeTo Ha ObOpeyHara ¢pyHkuus (< 50 ml/min) ToTanHUAT
KJIMPBHC Ha JICHATHAOMHUJ HaMaJifaBa MPOMOPUHOHAIHO, KOETO BOAMU A0 nosHiuaBaHe Ha AUC.
AUC ce novwiaBa npuOIu3uTeIHO 2,5, 4 1 5 NBTH CbOTBETHO MPH NALWEHTU C YMEPEHO
ObOpeuno yBpexaaHe, Texko 0b0peuHo yBpexaaHe W TepMuHaiHa Ob0peuHa HEOOCTaTbUYHOCT,
B CPABHEHHE CbC CMeceHara rpyna nauMeHTd ¢ HopManHa ObOpeuda PpyHKUMA H MALMEHTH C
neko 6LOpeuno yppexcaaHe. IlonyXHMBOTBLT HA NEHANMAOMMA C€ MOBUILABA OT OKOJIO 3,5 4aca
[PpH RHAWBHAU C KPEATHHUHOB KAMPBHC > 50 ml/min Ao Han 9 yaca npy HHAWBMAHK C yBpeleHa
Obbpeuna ¢yHkuus < 50 ml/min. brbpeuyHoTo yBpexxnane, obaqe, He NPOMEHs MepopanHaTa
abcopbuus Ha nenanuaomMuia., Cmax € CXOAHa nNpH 3ApaBM MHIAMBUAM H NPH MNAUNEHTH
¢ OnOpeuno yspexnane. [lpubnuszutenHo 30% oT nAekapcTBEHUSA MPOAYKT B OpPraHuiMma ce
OTCTPaHsSBaT NO BpeMe Ha €1Ha 4-4acoBa axanu3Ha cecus. [IpenopbuMrenyurTe ajanTpaHns Ha
103aTa NPy NAaLUeHTH ¢ HaMalleHa ObOpeura PyHKUMs Ca ONUCAHKM B TOYKA 4.2.

YepHoapobHo yBpexaaHe

[TonynauMoHHUTE (apMakOKHHETHYHH aHaM3W BKJKOYBAT MALMEHTH C JIEKO HEePHOAPOOHO
yBpexaaHe (n=16, obwy 6uanpydbud > 1 no £ 1,5 x ULN unu AST > ULN) v nokassart, ue
NEKOTO 4YepHOAPOOHO YBpeXJaHe He MOBNYABA KIMPbHCA HA JCHANHAOMHMA (EKCNOo3uuMATa
B nna3mara). HaMa Hanu4yHu JaHHH 34 NaUMEHTH C YMEPEHO A0 TEXKKO YepHOAPOOHO yBpekaAaHe.

HApyru npuchuimn GaKTopH
[lonmynauuoHHUTE (PapMAKOKMHETHYHHM aHATW3KM (10KA3BaT, ue TenecHoto Terno (33-135 kg),
MoabT, pacara W BHJAA Ha 3JI0KAYECTBEHHUTE XEMAToJOruyHu 3sabonssaruns (MM) Hamar

KIHHHYHO 3HAYHUM ECI)EI{T BbpXY KIIHPBbHCA HA JCHAJTHAOMHA I1PH Bb3PACTHH MAUHCHTH.

5.3 IlpeaknuuHuunH JaHHH 3a Oe3onachocT

[IpoBeseHo e nmpoyuBaHe Ha eMOPUOGETAIHOTO pa3BUTHE TP MaWMYHH, HA KOHTO €
neHaauaoMux B ao03u ot 0.5 ao 4 mg/kg/ned. Haxoakute npw ToBa npoy4BaHe Mo




NEHANHAOMHA € [pEAX3BHKAN BbHIUHM MaldopMalLM¥  BKIOYHUTEJHO HEOTBOPEH aHYC
U MaNPoOpPMaLMH HAa TFOPHHTE M ACJHHTE KpaWHHUM (M3KpUBEHa, cKbCeHa, mandopmupaHa,
yCyKaHa H/HJIM OTCbCTBallla 4acT Ha KpallHWUWTE, OMWro- W/HWUAW MONWJAAKTHIHA) [pH
MOTOMCTBOTO Ha XEHCKH MalMYHH, KOMTO €a MOAYYaBaiH aKTHBHOTO BEWECTBO MO BpeME Ha
OpeMeHHOCTTA.

[Ipu otgennu peTycH ca HaGNIORABAHM CHIUO PA3ANYHU BUCUEPATHH €(PEKTH (NPOMAHA B LIBETA,
YEePBEHU NETHA TNO pa3fiM4YHM OpraHd, Manka Oe3uBeTHa Maca HaJ aTPUO-BEHTpHKYNapHaTa
Kj1ana, MaJTbK XKTb4eH MEXyp, MangopmMaling Ha avadparmara).

JleHanuaoMua KMMa MOTEHUKAJ 3a OCTpa TOKCHYHOCT, MHHUMAJHUTE NeTajlHW 103" cjel
nepopanHo npunoxeuune ca ounu > 2 000 mg/kg/nen npu rpusaun. MHorokpatHoTo nepopanto
npunokedue Ha 75, 150 u 300 mg/kg/nen npu mibxoBe 3a 26 ceaAMHUY € 10BeNO 10 00paTUMO,
CBbP3aHO C JICUCHHETO MOBHIUABAHE HA MYHEpaNH3alHATA B OBOPEYHOTO NereHyue U npu TPHUTE
J1034, OCOOECHO HM3pa3scHO NpH XEHCKH TTbxoBe. [IpHeMa ce, Ye HHUBOTO, NMPH KOETO HE ca
HaOmonaBaHy HexenaHu nekapcTtBeHH peakund (NOAEL - no observed adverse effect level)
enoa 75 mg/kg/nen u € okono 25 MbTH NO-BUCOKO OT €)XKEAHEBHATA €KCMO3ZHULUS NpH Xopa,
Oa3znpaHo Ha cpaBHsaABaHe Ha AUC. MHorokpatHoTo nepopanHo npuioxenue Ha 4 u 6 mg/kg/nex
npy MaWMyHHU 3a nepuoa Ao 20 cCeAMHLH € A0BENO A0 CMBPTHOCT M 3HAUUTENHA TOKCHUYHOCT
(M3paseHa 3zaryba Ha Terno, HamaneH Opoil E€pPHTPOLUMTH, JNEBKOUMTH W TpPOMOOLIMTH,
MYJTHOPraHHH KPbBOM3JIWBY, Bb3NAJEHHE HA CTOMALIHO-UPEBHUA TpaKT, arpodus Ha
nMUM@POHUZHATA TBKAH M KOCTHHS MO3bK. MHOrOKpaTHOTO mnepopanHO NPHIOKEHHE Ha
1 ¥ 2 mg/kg/nen npu maiiMynu a0 | roauHa € J0BENO 00 OOpaTUMH NPOMEHH B KAETbYHHTE
XapakTEPUCTHKUY  HA  KOCTHHA  MO3bK, JIEKO  TMOHWXABAHE HA  CbOTHOUIEHHETO
MUETIONIHU/CPUTPOUIHN KNETKY U aTpodus Ha TUMYca. Jlexa cynpecus Ha 6pos Ha NEBKOLIUTHTE
¢ HaOmopasaHa npy Ao3a | mg/kg/nen, cLOTBETCTBALIA HA MPUONU3UTENHO CbI@Ta 1034 NpPH
xopa, 6aszupaHo Ha cpaBHeHHs Ha AUC.

[Ipp in vitro (OaxTepHalHH MyTauud, 4YOBEIUKKM JMMQPOLUTH, NHUMEPOM NPH MHUIKH,
TpaHchopmalus Ha eMOPHOHAIHN KJIETKH OT 3JIATUCTH XaMCTeEPH) U in vivo (MUKDOHYKeapeH
TECT NPH TMJIBLXOBE) NpPOYYBAHMA HA MYTAaréHOCTTa HE €A OTKPUTH edeKTH, CBbp3aHH
C IEKapCTBEHHA NPOAYKT, HUTO HA reHHO, HHTO Ha XPOMO30MHO HHBO. He ca nposexnaHu
NPOYYBaHHUA 3@ KAPLIMHOMNEHHOCT Ha JIEHANHAOMHKIL.

[Ipean ca npoBexJaHH NMPOYYBAHUSA 33 TOKCHYHOCT BbPXY pPa3sBUTHETO NpH 3aiiun. B Tesu
MPOy4BaHUs JEHANHAOMHA € npujarad nepopanHo B po3u or 3, 10 u 20 mg/kg/ned npu 3aiiun.
HaGmopasana e nunca Ha cpeannd aan Ha Oenust apod npu poa3m ot 10 w 20 mg/kg/neH ¢be
3aBHCHMOCT OT [03aTa, KakTo M MPOMAHA HA NONOXKEHHeTOo Ha OnOpeuure npH A034 oOT
20 mg/kg/nen. Buipeku ve ToBa € HabMOJaBaHO NPH TOKCHUYHH 3a MalikaTa HHBa, TE MOXe Aa ce
AbJDKAT Ha AupekTeH edekt. Coiuo Taka ca HabnoaaBaHU BapHallik B MEKHTE ThKaHH W CKenera
Ha deTycuTe npy 4034 oT 10 U 20 mg/kg/neH.

6. GOAPMAIIEBTHYHH JAHHHA
6.1 ChnHchbK HAa MOMOIIHHTE BeleCTBAa

KarcyjaHo ¢bhbaAbpHHMO:
be3BojHa nakrosa
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MukpokpucTanHa uenynosa (E460)
Kpockapmenosa Hatpuii (E468)
Maruesnes creapat (E470b)

CoeTaB Ha npa3HaTta Kancyna:

JleHanuaoMua CpUHAEKC 2.5 Mg TBBDAH KANCYJIH:
Tutanos quokcua (E171)

XKenatuH
bpunsutHo cHHbO FCF - FD&C Blue 1 (E133)

AKuat xkeneseH okcua (E172)

Jenanuaomua 'punaexc 5 mg TBbpAM KANCYJIN;
TutanoB guokcua (E171)

XKenatuH

JleHanwaomua ['punaexkc 7.5 mg TBBPAM KaNcCyJu:
Turanos quokcua (E171)

Kenarun

JKbat xkenesed okcun (E172)

Jenanugomua ['punaeke 10 mg TBbpAU KaNCYu:
Tutanos guokcua (E171)

KenatHu

KbnT xenesed okcua (E172)

bpunsautno cunbo FCF - FD&C Blue 1 (E133)

Jienanugomuna 'puHaeke 15 mg TBLPAN KANCYIIH:
Turanos puokcua (Ei71)

XKenatuu
bpunsuTHO cuHbo FCF - FD&C Blue 1 (E133)

Jlenannaomua [punaekc 20 mg TBLPAY Kancynu:
Tutanos nuoxkcun (E171)

XenatuH

bpunsauTHo cnHbo FCF - FD&C Blue 1 (E133)

AKbnt xkeneszen oxkcuna (E172)

JleHanuaomua I'puHIaEKC 25 mg TBLPAU KAMNCYIH:
Tutanos anokena (E171)
XKenatux

[TleyaTHO MaCTHIIO:

Lennak (E904)

[Iponuneuraukon (E1520)

Yepen xkeneseH okena (E172)

Kanues xuapokena (E525)

AMOHSYEH pa3TBOp, KOHUeHTpUpaH (E527)

6.2 HechLBMEeCTHMOCTH
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Henpuaoxumo.

6.3 Cpok Ha rogHocT

3 roAUHU

6.4 ChneunanHH yCJI0OBAA Ha CbXPAHEHHE

To3n NEKAPCTBCH NPOAYKT HE H3WCKBA CIICHNAJIHHY YCITOBHUA 34 CbXPAHEHHUE,

6.5 Buau cpabpXKAHHE HA OMMAKOBKATA
AL/PVC/Aclar/PVC bauctepu.

Onakosky 0o 7 unu 21 kancyan,
He BcHuku BHAOBE OMAKOBKW MOTaT Aa 6baaTr nycHaTH B npogaxba.

6.6 Crneuua,HH nNpeana3zHH MEPKH NPH H3XBbpasHe H paboTa

Kancynure He TpsaOBa Ja ce OTBApAT UJid CMauyKBaT. AKO Npax OT JIeHAJHAOMHU] BNe3e B KOHTAKT
C Koxara, T4 TpsadBa Aa ce uaMmue He3abaBHO M OOUNHO CbC CanMyH H BOAA. AKO JIEHATHIOMHA
B/i€3€ B KOHTAKT C JITaBULIK, T¢ TPAOBA Aa ce npOMHAT 0OUMANHO C BOAA.

3ApaBHUTE CNELHANKCTH N MLATA, KOUTO CE€ 'PUXKAT 32 MALUMEHTHTE TPAOBA Aa HOCAT PbKAaBHUH
33 eHOKpaTHa ynoTpeba, korato OopaeaT ¢ Oaucrepa unu kancyiarta. Cnea ToBa phKaBULHTE
Tpa0OBa [a ce CBANAT BHUMATENHO, 3a Jla Ce NpeAOTBpaTH M3jaraHe Ha Ko)aTa, Jia Ce NOCTaBsAT B
3af€4aTBalla ce€ nNacTMacoBa NONHETHNCHOBA TOPOUYKA U Aa Ce W3XBLPIAT B CbOTBETCTBHE C
MECTHUTE H3WCKBaHHA. Cnea ToBa puuere TpAOBa Aa €€ U3MHUAT OOMIHO CbC CANyH H BOAA.
JKenn, koMTO ca OpEeMEHHH WM MOAO3MPAT, Ye MOXE Aa ca OpeMeHHH, He Tpabea aa OopaBsT ¢
Onucrepa uaM kancynara (BX. Touka 4.4).

Heu3non3saHuAT JIeKapCTBEH NPOAYKT MM OTNaAbYHHTE MaTepHaid OT Hero TpsabBa na ce
BbPHAT Ha (hapMalleBTa 3a 6€30NacHO U3XBLPJAAHE B CLOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. IIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

AS GRINDEKS.

Krustpils iela 53, Riga, LV-1057, JlaTBus
Tenedon: +371 67083205

®akc: +371 67083505

E-maiin: grindeks@grindeks.lv

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA

Jlenanupomua I'punaekc 2,5 mg Tebpayn kancynu: 20190264
JleHanuaomua I'pungexc 5 mg teppau kancyau: 20190265
JleHanupomna 'punaekc 7,5 mg tebpau kancynu: 20190266
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Jdevannaomua I'punaexc 10 mg reppaun kancynn: 20190267
JleHanuaomua ['pusacke 15 mg tebpad kancynu: 20190268
Jlenanupomun I'punaexc 20 mg Tebpau xancynu: 20190269
JleHanugomua ['puraexc 25 mg tebpau kancynu: 20190270

9. HATA HA IIBPBO PA3ZPEHIABAHE/MTIOJHOBABAHE HA PA3PEIHIEHHUETO
3A YIIOTPEBA

Jlata Ha nbpBO paspewansaHe: 18.11.2019
llaTta Ha MocJeAHO NOAHOBABAHE:

10, JATA HA AKTYAJIHZUPAHE HA TEKCTA

06.2023
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