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1. UME HA JIEKAPCTBEHHS ITPOJIVKT

Jlenanunomua I'punaeke 2,5 mg TBLpAH Kancyiu
Jlenanunomua I'punjiekc 5 mg TBLPAM Kancyin

HJenanunomus I'punjexe 7,5 mg TBLpAM KarcyJiu
Jlenanupomun [punjexc 10 mg TBbpan Kancyiu
Jlenanuaomua I'punsexc 15 mg TBbpan Kancyiu
Jlenanugomun I'punsiexe 20 mg TBLPAM Kancy i
Jlenanuaomnn I'punjerce 25 mg TBbpaAn Kancynm

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

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

2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Jlenanupomua Npunjexc 2.5 mg TBLPAH Kancyiu

Beska kancyna chabpia  JICHAAMAOMKJL AMOHMEB  XJOPHI, CbOTBETCTBALl Ha 2,5 mg
Jenanunaomun (lenalidomide).

ITomoiiHo(1) BenecTBO(a) ¢ H3BECTHO JeiicTBIHE

Besika kancyna ebabpxa 20 mg nakrosa (nojx gopmara na 6e3B0/1Ha 1akTo3a).

JleHamuaomua 'punjexc 5 my TBLPAKH KAancyJn

Besika kancyia chabpika JEHaAWI0MHIL AMOHHER XOPH/L, ChOTBETCTBALL HA 5 Mg JIeHaNHI0MM/L
(lenalidomide).

[Nomouno(1) BelecTBO(a) ¢ H3BECTHO JieiicTBHE

Besika kancyna cbhibpika 39 mg nakrosa (noa gopmara va 6e380ana naktosa).

Jlenannaomua I'punjekc 7.5 mg TBbPAN Kancyau

Besika  kancysna  cbabpika  JICHANMIAOMML  dMOHHEB  XJIOPHJ, ChOTBETCTRAlll Ha 7.5 mg
neHanuaomu (lenalidomide).

[TomouHo(1) BerlecTBO(a) ¢ H3BECTHO AEHCTBHE

Besika kancyna ebabpika 59 mg nakrosa (noa popmara na Gessoana nakrosa).

Jlenaaungomua pungiere 10 mg rebpay kancyiiu

Besika karncyia Chabpska JeHa MI0MI AMOHHER XJI0PH/L, ChOTBETCTRALL Ha 10 mg JleHannaomMun
(lenalidomide).

[TomouiHo(M) BelecTBo(a) ¢ H3BECTHO JieiicTBHE
Besika kancyna chabpxka 79 mg aakrosa (noa dopmara na 6e380a1a nakrosa).

Jlenanugomuns Cpunjiexe 15 mg 186pan kar ICVJIH




Beska kancyna chAbpika JEHATHAOMK/L AMOHHEB XIOPH, ChOTBETCTBAL] Ha |5 mg nenanuaoMua
{lenalidomide).

MomouHo(u) BewecTao(a) ¢ I3BECTHO AeHCTRIE

Beska kancyna cbiabpxka |18 mg nakrosa (noa dopmara va 6e380Ha nakTosa).

Jlenanugomun ['punaerc 20 mg TELPIAK Kancynu

Beska kancyna Chabpia NeHaNHIOMHKL aMOHHEB XTOPHL, CHbOTBETCTBaul na 20 mg neHaanIoMHKA
(lenalidomide).

ilomowHo(1) BeluecTro(a) ¢ U3BECTHO ACHCTRHE

Besika kancyna cwabpxa 157 mg naktosa (noa dopMara na 6e380/14a AakTo3a).

Jenanuaomua I'prHAeKC 25 Mg TBLPIM_KANCYNH

Beaka kancyna cbabpxa NeHaTHAOMN/L AMOHHCB XIOPH/L, CbOTBETCTRAI Ha 25 mg NeHANHAOMHA
(lenalidomide).

[ToMowHO{ 1} BeulecTBO(A) € UIBECTHO NEHCTBHE

Beska kancyna ceappika 197 mg aaxrosa (nos gopmara Ha He3noing 1akTosa).

3a MBRHUA CHUCHK HA NMOMOLUHWUTE BEIIECTRA, BX, To4yka O.1.

3. JEKAPCTBEHA ®OPMA
Tebpaa kancyna
Jenanuaomug I'pursiexe 2.5 Mg TBLDAM KAncyau

Ceetnolenenu/Gean kancysn. ¢ paimep 4. 143 mm u ¢ Haanue “L2.57, ¢ Gsi WK nouTv 6an
npax.

Jlenanuaomua [pHHAEXC 5 Mg TBLPAH KANCVJIH
benu xancyny, ¢ pamep 4, 14.3 mm W ¢ Haanuc “L5”. ¢ 684 uiv noyTk 6an npax.

Jlenannaomun I'puHaexc 7.5 mg TBbLPAK Kancy.u
baenoxbatn/Genn kancyau ¢ pasmep 3, 15.9 mm u ¢ Haanue “L7.5%, ¢ 654 wan nouTn Gan npax.

Ceernosenenu/Gaenownbiary kancyau ¢ paimep 2, 18,0 mm u ¢ wagnuc “L10” mg, ¢ 641 uan
noutu 6aa npax.

Jenanuaomua Fpunaeke 15 mg Tebpay kancyu
CuHbo/Oenun kancyu ¢ pasmep 1, 19.4 mm u ¢ Hagnue “L.15™, ¢ 650 4AW No4TH B npax.

Jenanuaomua [punierc 20 mg TBbPAK Kancyau
Ceetnosenenn/cuuu Kancynu ¢ pasmep 0, 21,7 mm u ¢ naanue “L20, ¢ 630 WK NOYTH 6sn
npax.

Jenanunaomua Tpuraeke 25 nig TELPIH Karcy i
Bean xancynu ¢ pasmep 0, 21,7 mm u ¢ Haunue “L257. ¢ 651 WM nouTH 630 npax.




4, KJIHHHYHH ZAHHH
4.1 TepaneBTHUHH MOKAIAHHA

MynTHOoaed MHEJIOM

Jlenannaomup I'puHjieke KaTO MOHOTEPANHS € MOKA3aN 33 NOAXBPKALLO NEYEHUE HA BL3PACTHH
MAUUEHTH ¢ HOBOLHATHOCTHUMPAH MYNTHNACH MHenoM (MM), kouto ca OuiM noZNoKeHM Ha
ABTONOXKHA TPAHCNNAHTAUMA HA CTBONOBH KJETKH,

JlenannaoMua punacke Kato KOMOMHHpaHA TepallMs ¢ JAEKCAMETa3eH unu Gopreiomuo
M AeKcameTa’oH Win Mendanad M npeaniod (mK. Touka 4.2) e nokalaw 3a JiedEHHE Ha
Bb3PACTHH MALKEHTH C HEACKYBAH 10 MOMEHTA MYJITHIINEH MHEJIOM, KOUTO HE Ca NOAXOASLLY 3a
TPaHCNNAHTALHS.

Jlenannaomua rpHHJIeKC B KOMOWHAUKS C ACKCAMETA30H, ¢ NOKalaH 3a ACHCHUE HAa Bb3pacTHH
MayHCHTH C MYJTHIIJIEH MHEJIOM. KOUTO Ca NOAYUHITH MOHE €/IRA TIPC/IBAPHTENHA Tepanns.

MuHenoaHcnnacTHYHY CHHAPOMH

JlenanunoMna Fpunjekc KaTo MOHOTEparMs ¢ MOKA3Al 3a NIEHYEHHE HA BhIPACTHH NAUMENTH C
TPaHCy3HOHHO-3aBHCHMA AHCMUS, [bJDKAILE CE HAa MHENO/JMCMAACTHYHM CHHAPOMH C HHCBK
HITM CPENEH PUCK-1, CBLP3AHH ¢ LUNTOrEHETHYHA AaHOMANHS H3I0AHPaHa IeeUns 5q, Korato Apyru
TEPaneBTHYHH Bb3MOKHOCTH €A HEAOCTATHHHH WAH HENOAXOAALILH.

ManTeaHokIeThHEH NHMPOM
Jlenanvaomua IFpunaekc kato MOHOTEpPANUA ¢ MOKA3AH 3a JEUSHHE HA Bb3PACTHH NALMEHTH C
PEUHAHBHPALL UIH pePaKTEPEH MAHTENHOK/IETbYEH JIMMGOM (BK. Touku 4.4 u 5.1).

Qonukynaped nuMmdpom
Jlenanuaomua I'puniexc B koMOUHaUHA ¢ puTYKcHMad (antn-CD20 antuTano) € nokasaw sa
J€YeHHE Ha BB3PACTHU NALUENTH € JeKyBaH npeau Tosa onukyaaped sumdom (Ctenen | - 3a).

4.2 JTo3HpoBKa H HAYHH HA NPUIOKEHHE

Jleuennero ¢ Jlenanunomun INpunnekc TpsGsa na ce Habiio/aBa OT Jiekap ¢ OIUT B IPUAArAHETO
Ha NPOTHBOPAKOBH TCPANHH,

3a BcHUKK MOKA3aHHA, ONUCAHH NO-A001Y.

e Jlo3aTa ce MPOMEHS Bb3 OCHOBA HA KNHHUYHWTC W Na0OPaTOpHUTE PE3yNTaTH (BX. TOYkaA
4.4).

e Ilpenopsusa ce ajanTupane Ha 103aTa 110 BPEME Ha NCUEHHETO H NpPH Bb30GHOBABANE Ha
NEYEHHETO, 3a Ja ce kourponupa Crenen 3 uny 4 TPOMOOUMTONCHHA, HEYTPONEHUS WiH
Apyra TokcHYHOCT CTenen 3 unm 4, 3a KOATO C¢ CMATA, Y€ € CBBP3aHA € JIEHATHIOMML

* B cayuaii Ha weyrponenus Tpadea na ce oOMMCAH NpwaaraseTo Ha pacTeskHu axTopH
B IEYEHHETO HA Nal{HSHTAL.

*  AKO ca HIMHHaJIK No-Manko ot 12 uaca ciea NponycHata 1103a, NALHEHTLT MOXKE 4a npuemMe
ao3aTa. AKO ca W3MuHau nosede oT |12 waca cien nponycsata no3a B oGuuaiinks uac,

MalHEHTBT HE TpﬂﬁBa Aa Npxema aosara, a aa npHeMe caeasallata 1o3a 8 00uvaiingg
Ha ClieaABalHA AcH.




EO3H POBKa

Hosoduacnocmuyupan vy amuncen mucaos (HIMM,

o JlenanupoMua B KOMOWHAUMA ¢ JIEKCAMETA30H /10 NpOrpecHs Ha 3aboNgBaHeTO fpH
NAUHEHTH, KOWTO HE €a NOAXOAALIM 33 TPAHCNIAHTALHA

Jleuenne ¢ aeHanuaoMun He TpadBa J1a ¢¢ 3anouBa. ako abcontoTHUAT Opoil Ha HeyTpodunuTe

(ABH) e < 1,0 x 10%] w/nnu 6posat TpomGotTh e < 50 x 10%1.

flpenopvuumeana dosa

[lpenopbuuTENHaTa HAYaNHA 1034 JeHANMACMUA € 25 Mg NepopPanHO BEAHBK AHEBHO HA |-BH 10
21-BH ICH OT NOBTApALLUTE CE 28-AHEBHM UMKIY.

IpenopbynTennara ao3a Aekcamerason e 40 mg nepopanto BeaHbX AHEBHO Ha 1-BH, 8-mu, 15-
TM W 22-4 aeH OT norTapsiute c¢ 28-nueBnd umknu. [TauMeHTHTE MOraT a npoibL/mKaT
TEPAIHATA € NEHANHAOMHUIL U IEKCaMETAR0H 10 NPOrpecHa Ha 3a0019BaHETO HIH HENOHOCHMOCT.

®  Cmunxu 3a pedyyupane na dosama

JleHanupomua® JlekcameTazon®
Hayanna no3a N Sl 25mg 40 mg
J103080 HHUBO -| 20mg 20mg
03080 HUBO -2 15 mg 12 mg
J1030B0 HHBO -3 10 mg 8§ mg
Jlo3oro HuBO -4 Smg 4 mg
Jo3oeo HHBO -5 2,5mg Henpunoxumo

? PeyuMpaeTo Ha OSaTa W HA ABITA HPOAYKTA MOKC 3 CC YIPABIABL IE3ABHCHMO,

*  Tnoumboyunionenus
Tpu YpombBouuTH [IpenopbunTencH Kype Ha Jigyeune
Cnaz 10 <25 x 101 Cnpere  OpPHIOXEHHETO an fAeHanuaoMua  3a
OCTAHANATA 44CT OT HHKbAA'

[Tonskere ¢  eAHO [030BO HUBO, KOrarto
Ob6paTno mokausane ao = 50 x 10%1 ITPOABLIKABATC  IPHAOKEHUETO B CJE/BaluA
LUMKBA

? Ako orpanmvasamara 1o3ara tokcHuroct (OIT) BuIHHKNC HA > fed 15 OT 227¢H LHKBA. NPHIMKEHHETO HA
ASHATHIOMAT 11e Gb/le MPEKLCHATO HAR-MATKO P OCTAILIATA YACT OT TCKYIHA 28-11HEBCH LHKhT.

*  Abcomomen Opoit neympodunu (ABH) - neymponeuus
[1pn AEH IlpenopbUATENEH KYpC Ha JieyeHue
ITbpBu cnam a0 < 0,5 x 10%1 TIpeKkbeHeTe NIEYEHHETO € NEHANMAOMM
O6parHo nokausane 10 > 1 x 10%1, xoraro
€JHHCTBEHHAT HAONIONABAH TOKCHYEN
edeKT e HeyTponeHHs
Q6patHo nokausane 10 > 0,5 x 10°/,
KOraTo ca HaOMoaBaHy 3aBNCHMH OT [ipoabmKeTe JICHCHHETO ¢ NEHANMAOMHA HA
A033Ta XEMATOIOMMHHE TOKCHURY ehekTH, | 103080 HUBO - | BEAHBK AHEBHO
Pa3NHYHM OT HEYTPOIIEHUA
3a BcekH caeaain cnaa noa < 0.5 x 10%| IIpexbeHeTe NIeYeHHETO © nenannnom%.

HpojbmkeTe Ae4eHHETO ¢ NeHa ow‘lﬂ 0
O6partno nokausaxe 10 > 0.5 x 1071 CAE/BALLOTO NO-HUCKO AO30BO 1 L
JHEBHO.

ﬂpﬂ,’l’le}KETC JIEHEHUETO € NEHANHAOMH]
C HaYdIHaTa 1034 BEAHDbX MHEBHO




? Mo pewenre 1a nekaps, AKO HEY [PONCHARTA ¢ CAMACTRENATE 1OKCHYHOCT HA KOETO M)A € A030B0 HHBO. 100aseTe
IPARYACUIAT-KOJOHHOCT UMY THpatl hakTop (G-CSI) ¥ nojuihpaaifTe A01aba e HHBO HA JIEHATIIOMKIL

IIpH XeMaToNOrHYHa TOKCHUHOCT 103aTa NEHAMMIOMHI MOXE Na Ce BhBeAe MOBTOPHO Ha
CIEABALOTO NO-BHCOKO J030BO HHBO (A0 HadanhaTta /103a) npu nomobpaBaHe Ha dyHKUHATE Ha
KOCTHHA MO3bK (0€3 XeMaTonorHyHa TOKCHYHOCT 3a Hail-manko 2 nocrenosarenty uukbnna: ABH
> 1,5 x 10%I ¢ 6poit TpomBounTit = 100 x 10°/1 8 HA4aNOTO HA HOB LMKHLI).

e Jlenanuaomui B komGuiauns ¢ OopTe3oMHAG M ACKCAMETAIOH, NOCIEABAH OT JACHATHAOMHA
H AEKCAMETA30H A0 NPOrpecHs Ha 3a00,18BaHETY NPH NAUMEHTH, KOHTO ¢a HENOAXOAALLM 3a
TPaHCMAAHTALKN

Hayano aevenue: Jlenarnudomud 8 koMounaysi ¢ GopmesoMus N 0eKcamemaion

Jlenanuaomna s koMSHHauMA ¢ BopTetoMUE 1 AeKCaMeTazoH HE TpaDBa aa ce sanousa, ako AEH

e < 1,0 x 10%1 u/unn Gpoar Ha rpomBountute ¢ < 50 x 10%/1.

[TpenoprbunTeHaTa Ha4ANHa 1033 € NEHANUAOMW 25 mg NepopaliHO BEAHbXK AHEBHO B AHUTE |-
14 ot Beekn 2i-aHeBeH UMKBLI B KOMOMHauus ¢ OoprezoMHd M aexcamerazon. boprezomud
TpabBa Jla ce npuiara upes NOAKOKHA MHkekuns (1,3 mg/m? TerecHa NOBLPXHOCT) ABA MbTH
ceamuuro B aHuTe 1, 4, 8 u 11 or Beeku 21-nHeBeH UMKLIL 3a aombaHUTEAHA HHGOPMaLKS
OTHOCHO 103aTa, CXeMaTa W KOPEKLUHHTE Ha 1103aTa HA JICKAPCTBEHHTE MPOAYKTH, TIPHJaraHu
€ JIEHanHAOMKA, BXK. Touka 5.1 W crxoreeTHaTa KpaTka XapakTepHCTHKA HA MPOLYKTA.

[Ipenopbusar ce A0 oceM 21-aHEBHY neveduy LNKbAA (24 ceAMKUM HA HAYATHO JICYEHHE),
HIpoosaxcasawo nevenue: Jenaiudomud 8 KOMOGUHANUR ¢ JeKCAMEMAION DO NPOCPECUs
ITponbmkere AeHanuaoMui 25 mg nepopasHo BeabX IHEBHO B aHuTe l-BM Ao 21-BM OT
NOBTapAlIH ce 28-nHEBHK 1MKAR B KOMOMuauus ¢ JekcaMerasod, Jleuenuero Tpsbea ga

MPOALIIKH A0 TIPOrpeCHA Ha 3a00A9BaHETO MK HEMPHEMITHBA TOKCHYHOCT.

*  Cmphku 3a pedyyupane vd dozama

__JleHanunomun®
Hauanna ao3a 25 mg
J1030B0 HKBO -1 20 mg
J1030B0O HHBO -2 15 mg
JHo3oBo Huso -3 10 mg |
H03080 HUBO -4 Smg
Jl030B0 HUBO -5 2.5mg

a
PelyuMpaneTo Ha 103410 33 BCHIKH HPOJIYKTH MOKE 12 CraRa OOTICHHD,

o Tpovdoyumaonenus

Ipy TpomGoLnTH [IpernopbLukTeneH Kype Ha leenye
Cnan o < 30 x 10% | llpekbCHeTe NEYEHHETO € NeHanuI0MUI

l'[pom,nmeTe TMpHEMA HA JICHATHJA0MHU I Ha

O6parHo nokausawe 10 > 50 x 10%/1
J030BO HUBO -1 BEAHDBIK AHEBHO

3a Bcekn caenpail cnag noa 30 x 10%] [TpeKheHETE JICUEHHETO ¢ JIEHATHAOM
[Tpoakmxkere npueMa Ha fieHaNKHAOM
O6partHo nokausare ao > 50 x 1071 CACIBAILOTO NO-HUCKO J030BO HHB
JHEBHO




o Abcomomen Hpoi neympodgneu (ALH) - neymponenus
ITpn ABH IIpenopbunTeneH Kype Ha JigyeHHe?
Mbpsu cnan j0 < 0,5 x 10%] IIpeKbCHETE NEHEHHETO € IEHANIMI0MHA
O6patHo noka4sane no = 1 x 10%/1, korato
€AUHCTBEHHAT HaDNI01ABAH TOKCHYEH
edeKT e HeyTponeHus
OGpatHo nokausaue no > 0,5 x 107/,
Koraro ca HabnwoaaBaHU 3aBHCUMHA OT lMpoabmkeTe NEYSHUETO C TEHANHIOMHA Ha
N03aTa XEMATONOTHYHH TOKCHUHY eeKTH, | T030BO HHBO -1 BEAHLK AHEBHO
Pa3NHYHU OT HEYTPONEHHs

ITponsmiere npUeMa Ha NCHANUAOMUA
C HAYANTHATA A03a BEAHBXK AHEBHO

3a Beeky caeasall cnaa nod < 0,5 x 1071 lTpexncHeTe NCHEHHETO C IEHANNAOM KA
ITpoanmkere NpUEeMa Ha JICHATIHAOMHA Ha

O6partHo nokausaue 10 > 0,5 x 10%/1 CAEMRALLTG 10-HHCKO 103080 HHBO BEAHBK
JHHERHO

® o peweHHe HA JICKapA. aKO HEYTPOTICHHATA ¢ CAMHCTRCHATA TOKCHUHOLT HA KOCTO W A0 € JI03080 HHRO, R00aneTe
FPAHYIOLHT-KOIOHHOCTHMY IHpall daktop (G-CSF) n nojuspsaiite 1030 B0TO HHBO HA NCHAIIOMK,L.

e Jlgnanupomua B xomOuHauus ¢ wmeadanad it NpeiHU3OH, NOCAEABAHW OT NOoAAbDXAWA

Tepanusg ¢ NeHaNHAOMHL, IDH TAUMEHTH, KOHTO HE €a DOAXO/ALIN 32 TPAHCILIAHTALNS
Jleuenne ¢ newanuaomun He tpabea aa ce 3anousa. ako ABH e < 1.5 x 10%1 w/unu Gposr
TpomGounth e < 75 x 10%1.

Hpenopvuumenna dosa

IpenopbunTensaTta HavanHa ;103a ¢ neHanuaoMu 10 mg nepopaiie BeHDbK AHEBHO Ha |-BK 10
21-84 aeH o7 NOBTapANIMTE Ce 28-AHEBHH LMKAW 32 MaKCHMYM 9 uMKbaa, mendanan 0,18 mg/kg
NepopanHo Ha 1-Bu a0 4-Tv jeH OT noBTapsiuMTe ce 28-AHeBHY UMKIW, npeHu3on 2 mg/kg
nepopanio Ha 1-BM 10 4-TH J€H OT MOBTapaNMTE ce 28-/IHEBHH UMKAW. [TauMeHTHTE, KOWTO
3aBBPLIAT 9 UMKLIA HAW KOHTO HE ca B ChCTOAHME 13 aBbpLUAT KOMOHHHUpaHaTa Tepanus
Nopany HETOHOCHMOCT, ¢a NEKYBaHW C MOHOTEpPANHs C JICHATHAOMMA KakTo cneasa: 10 mg
NepopanHo BeAH®BXK AHCBHO Ha 1-BM 0 21-BH A€H 01 nowrapsawMTe ce 28-AHEBHW LMKMM A0
nporpecus Ha 3abonspaHeTo,

»  Cmunru 3a pedvyupane na Qosama

Jlenanuaomun Meadanan T1peaHU30H
HauanHa no3a 10 myg 0.18 mg/kg 2 mg/kg
J1030B0 HHBO -] 7.5 mg 0.14 mg/kg I mg/kg
Ho30B0 HuBO -2 Smg 0,10 mg/kg 0.5 mg/kg
Jlo3oBo HHBO -3 2.5 mg _ Henpunoxumo 0,25 mg/kg
4 AKo HCYTPOTICHHATA € CHAMHCTRCHAT TOKCHUHOCT Hil KOCTO H 11 ¢ JIR0RO HWRO. JolapeTe FPaHy NOBHT-

kOnOHAOCTHMY IHpall hakrop (G-CSF) W o thpakaiTe 0308010 HHBO HA ACHLTH IOMHA.

¢ Toomboyumonernis

o = —

[Tpu TpoMBouuTH lpenopbunTeneH Kype Ha NeueHne

[TbpBH cnaa ao <235 x 10%1 [TpexbeHeTe ICYEHHETO € HCHAMAOMHA,
Ipoabmkere neyenu €H

O6paTHo n10kauBane ao > 25 x 1071 poa c e €T0 € IEHATHAOMAA |
Mendanan Ha 103080 HUBO -1 P

3a Bceku caeasang cnan noa 30 x 10%1 IIpekbeHeTe feueHHeTo ¢ aenan ~. 0
Tlponbmkere neyeHneTo ¢ nex H

&

O6partHo nokausane no > 30 x 10%/1 C1EABALLOTO NO-HUCKO 10308
HHBO -2 UM -3) BEAHDBK [HE




e Abcomomen bpoit neympouiu (ABH) - nevmponcnns

[Tpu ABH | TpenopbUHTENEH KYPC Ha IGUEHHE"

[Teper cnaa ao < 0,5 x 10%1° ITpexbeHeTe NEYEHHETO C NCHAAHIOME

ObpaTtHo noxausane a0 > 0,5 x 107/,
KOraTo € ¢JHHCTBCHHUAT HaGHI'OiIaBaH
TOKCHYEH eeKT HEYTPONEHH S

ITpoABAKETE NEYSHUETO C NEHATHAOMMU/ C
HAYAIHATA 1034 BEAHEXK NHEBHO

O6patHo nokausane a0 > 0.5 x 107/,
KOTaTo ca HaGHIOllaBaHH 3aBHCHMH OT l]po:n:ﬂme‘re JICYCHHETOC € NEHANTHAOMH A HA
JLO3ATA XeMaTONOTHYHH TOKCHYHH eeKTH, | /1030B0 HUBO -1 BeAHDBK AHEBHO

Pa3HYHU OT HEYTPONeHHS

3a BcekH caensall coan noa < 0.5 x 10%1 IlpekbcHeTe NEYEHHETO ¢ NEHANHAOMMK,)
Vipoasnkere neuennero ¢ neHalMAOMU,I HA
O6paTHO nokausane 10 > 0,5 x 1071 CACABALLOTO NO~HHUCKO AO30BO HHBO BEIHBK
JHEBHO
a Ilo PCLIEHHE HA JICKAPH. QKO HCYTPONCHHATA ¢ € THHCTRCHATA TOKCHYHOLT HA KOCTO H T € JI0BO HUBO, JO(-)BBCTE
rPany;IouHT-koIOHHOCTHMY IMpa dakrop (G-CSFY 1 noumhpaiiic 50308010 HHBO Ha NCHAHIOMUL

¢ [lonabpkalla Tepanua ¢ MEHAAUAOMUL NPH 1ALUHCHTH. KOWTO ca GHAM MOANMKEHW Ha
ABTOJIOHKHA TPAHCNIAHTALIHA HA CTBOAOBH KaeTkH (ATCK)

Iloanbpxaiua Tepanus ¢ nenannaomua TpadBa Aa 3anouvHe che/ aAeKBATHO XEMATONOMMMHO

sbacTaHoBsBaHe cnegl ATCK npn naunentn 6e3 nannu 3a nporpecus. Jienannaomua ve Tpataa

na ce 3anousa, ako ABH e < 1,0 x 10%L, u/uaun 6poat va tpomGounture ¢ < 75 x 10%/1.

TIpenapvuumeina dosa

[Ipenopbuurennata HauanHa z03a ¢ JeHanujomua 10 Mg NepopalHO BeIHBXK MHEBHO 3a
MPOABL/DKUTENEH Nepuoa oT speme (B AHM OT | 10 28 Ha noBTapAwM ce 28-AneBHM uMKIH),
MpuUiaraH A0 1NporpecHA Ha OONECTTa 1AM nosBa Ha HenoHocumoct, Cnepa 3 udkwna
MOAABPXKALIO NEHCHUE C NEHANHAOMHA, JI03aTa MOXe jJa ce yBelWur Ao 15 mg nepopanno
BE/JHBK HEBHO, aKO Ce NOHACA.

*  Cmonku 3d pedyyupane Ha dosama

HauanHa go3a (10 mg) Ako no3aTa ¢ noBHiena (15 mg)*
Jo30B0 HMBO -1 5mg 10 mg
Jlo30B0 HUBO -2 S mg (aun 1-21 Ha seekn 28 aun) Smg
Jo30B0 HUBO -3 Henpuaoknmo 5 mg (aHu 1-21 na scexu 28 AHM)
/1a He ce asa 103a n0a 5 mg (Anu 1-21 Ha Beeku 28 ann)

B Cnen 3 unkena NMOABPRKAING JICHCHUS C MEIATWIOMHIL JINEITA MOAKS jIa ce VBCJIHYH 10 15 ME HICPOPATHO RCAHELXK
JQHCBHO, AKO C¢ OHAacs.

o Tromboyumonenus
Ipu TpomBoumth TlpenophuMTeneH Kype Ha neueHme
Cnan ao <30 x 10%1 llpekpaTere JCUEHUETO ¢ NEHAAUIOMIA
BhicTanoBeTe npuema Ha eHanuaoOMUI Ha
JI030B0O HHBO -1 BeIHbM AHEBHO m
3a Beako caeapauo cnanare noa 30 x 10%/1 | Mpekpatete neveHueTo ¢ AeHannao W
BuicTanosere AeueHueTo ¢ nenan
ObpartHo nokausane 10 > 30 x 10%1 CNEABAULOTO NO-HUCKO JO30BO H
NHEBHO

O6parHo nokaugaue a0 > 30 x 10%1




e Abcomomen bpoir neympodhwin (ABH) - nevimponenus
Tpu ABH i ITpenopbyuTesieH Kype Ha Jevuerue’
Cnaa a0 < 0.5 x 10%1 ITpexpaTeTe AEYEHHETO € NEHATHNOMNA
BbicTanoscTe npHeMa Ha AeHaNMAOMKA HA
JLO30BQ HIHBO -1 BEAHDX JHEBHO

O6parHo nokausane a0 = 0,5 x 10%1

3a BcAKO cnenBauio cnanaxe noa < 0.5 x

10%/] [TpexpateTte neueHHETO € NEHANHIOMHUA
Bb3ctaHosere ASHCHUETO C JICHANUAOM M/ HA

O6parHo nokausaHe no > 0,5 x 10% | CIEABALLOTO O-HHCKO H030BO HHBO BEAHBXK
JIHEBHO

8 [To PEIICHHE Ha NCKAPA, aKO HEYTPOMEHHATA € CANHCTRCHATE TOKCHYHOCT 114 KOeTO W i ¢ QA030R0 IIHRO, noﬁaue're
CpaHyOLUMT-KoNanuecTMyaupamm gpakrop (G-CSE)Y n nomaspxalite J03080T0 HHBO HA ICHATHIOMRL

Myamunaen muesom ¢ none edua npeoxoxcddua mepanus

Jleuenne ¢ nenannaomua He Tpabea aa ce 3anousa, ako ABH < 1,0 x 10%l w/unu Gpost
TpomBounTr < 75 x 10%/1 wiu, B 3aBUCUMOCT OT HHPHITPAUHUA HA KOCTHHS MOFLK OT MJIA3MEHH
KNeTKH, Oposat TpomBounTh < 30 x 10%/1.

Hpenopvuumenna dosa

fpenopbynTeanara Havansa ,103a JEHANHAOMUA € 25 My NEPOPAIHO BENHBK AHEBHO Ha 1-BH 0
21-d AeH ot nopTapsawkTe ce 28-1HeBHn unkau. Ilpenopruntennara qosa aekcameraszon e 40
Mg NePOPANNG BeANbK AHEBHO HA 1-BH A0 4-TH, 9-TH no 12-TH v 17-TH a0 20-TH feH OT BCekH
28-IHeBEH LMKDR 33 MbPBHTE 4 LUMKBLIA HA TEPanuATa i chet Tosa 40 Mg BEAHBK 1HEBHO Ha |-
BY 10 4-TH AeH Ha Bceku 28 nuu.

[pepnucsBawnre mekapn TpadBa BHUMATENHO Ja NPELUEHAT KOS 1034 QEKCAMETa3oH Ja
H3MON3BAT, KaTo BIEMAT NPENBHI CLCTOSHUETO M BONECTHHS CTATYC HA NALUEHTA.

o Cmbhry 3a peovyupane na oosama

Hauanna no3a 7 - ol 25mg A
Ho30B0 HABO -1 15 mg
J1030B0 HUBO -2 10 mg
Ho30B0 HUBO -3 5mg

*  Toovmboyumonenus
Tpu TpomGounTH (IpenopbumTenen Kype Ha JieyeHue
MbpBonauanko, cnaa a0 < 30 x 10%/ [TpekbeHETE NEUEHHETO ¢ IEHANKAOMHUA
IlpoabmxeTte neyeHHETO C NSHANHIOMH Ha
103080 HHBO -1
3a Bcexn cneasain cnaa nod 30 x 10%/1 IIpexbcHeTe ReveHHeTO ¢ IEHANHAOMK/L
Mpoxbakere NeveHUeTO ¢ NEHATHAOMK, HA
CASABAILOTO 110-HHCKO 103080 HHBO (J1030BO
HHUBO -2 WJiH -3) BeAHBXK JAHEBHO. JTa He ce
J03Mpa oA 5 mg BeAHBK JIHERHO.,

O6patHo mokausaHe 10 > 30 x 10%/

O6parso nokausade o > 30 x 10%

e Abcomomen Gpoi neympodhun (ABH) - nevmponens 5
[1pu ABH ITpenopbunTeneH Kype Ha neHeHHea//S{"/
IThpBOHaYaino, cnag 30 < 0.5 x 10%1 [lpeKbeHeTe JeUeHHETO ¢ eHATHAGHER s,
ObparHo mokausawe 10 > 0,5 x 10%/1,
KOraTo €1HCTBEHUAT Hab01a8an
TokcH4eH edekT e HeyTponelins

Ipoabikere nedyenneTo ¢ nenanual
¢ Ha4qaaHara 103a BEAHDIK AHEBHO




[ipn ABH [lpenopuuntenen kype Ha fevenue’
OGpatHo nokausane a0 > 0,5 x 10%/1,
KOraTo ca HabNAABAHH 3ABMCHMH OT [Mpoabikere neEYeHHETo ¢ NEHATHAOMU]L HA
J03aTa XEMATONOHUYHN TOKCHYHY eCKTH, | 1030BO HUBO -1 BEJHDLH AHEBHO

Pa3IHYHK OT HEYTPOIICHHSA
3a Bceku caepaw cnag nog < 0.5 x 10%1 ITpeKLCHETE JIBYEHHETO € NEHATTHA0MHL
ITpoabmkKETE NEUEHUETO ¢ IEHAAWAOMH, Ha
CRERARAIOTO 10-HHCKO I03080 HMBO (103080
HuBO -1, -2 unn -3) Beanbx AHeBHO. Jla He ce
JI03HPa NOJA 5 Mg BEJH BN AHEBHO.

a ITo PCLECIIHE HA JCKAPA, aKO HEYTPONCHUATL € CAHNCTRCHATA TOKCHYHOCT Hi KOCTO M 43 ¢ H030BO HHBO, EIOGHBETC
rpanylionnT-roionsocrumysimpail akrop (G-CSF) v noubpaalite 10308010 HHBG HA NCHATHIOMIET.

O6parHo mokausaue ao > 0,5 x 10%]

Mueroducnracmuuny cundpoiu (MAC)
Jleuenrero ¢ neHanuaomua ne TpaGBa aa 3anousa, ako ABH < 0,5 x 10°%1 w/unn Gpost
TpoMboUKTH < 25 x 10%],

lIpenopvuumeana doza
[TpenopbunTenHaTa HaYaNHa 103a NeHanuaomua ¢ 10 mg nepopanHo BEAHBLXK JHEBHO HA 1-BH 10O
21-BY aeH 0T NOBTAPAILKTE CC 28-THEBHN LIMKIM.

¢ Cmvbhxu 3a pedyyupane na gosuma

Hauaana no3a 10 mg BeaHB¥ AHEBHO B gHuTe 1-21, Ha weeku 28 anu
J1o30B0 HHBO -1 5 Mg Be/IHBK JHEBHO B AHKTe 1-28, Ha Beekd 28 AHu

03080 HUBO -2 2,5 mg BeAHBXK AHCRHO B AHHTe 1-28. Ha scexu 28 anu
Ho30B0 HHBO -3 2,5 mg npes aeH B AHwte 1-28, Ha BeekH 28 nHH

*  Troumboyumonenusn

[Tpn TpomboilkTH [IperiopbunTeseH Kype Ha JedueHue

Cnan no <25 x 10%1 ITpeKBCHCTE NEYEHHETO ¢ AEHATHAOMML
O6parno nokausate a0 > 25 x 10%1 < 50 x

10%/t naii-Manko 2 nbTH 32> 7 AHH WK IpoabnseTe AeUYCHHETO C NSHATHAOMM), HA
korato 6poar Ha TpoMBoLMTITE Ce CNEABALIOTO NO-HHUCKO A030B0 HHBO (1030B0
BBICTAHOBH 10 = 50 x 10%I no Bedxo HuBo -1, -2 unu -3)

BpEME

*  Abcomomen Spoit neympoputu (ABH) - ueyvmponenus

Ilpu ABH IlpenopbyMTeNieH KYpe HA NEYEHne

Cnan no < 0,5 x 101 iIpekhcHeTEe TeUeHHeTo ¢ neHalHaoOMKT
INpoanakeTe neqeHnero ¢ NeHaATHAOMKA HA

O6parHo nokausaHe 10 > 0.5 x 10%1 CICNBALIOTO NO-HHCKO 103080 HHBO (J1030BO
HHBO -1, -2 uau -3)

Cnupane na nenarudomud
faumnentn Ge3 nowe cnab epUTPOMACH OTFOBOP B PaMKMTE Ha 4 Meceua OT 3aMouBaHe Ha
TEPANUATA, AEMOHCTPUPAH Ype3 note 50% namaneHne Ha BYKAUTE OT KPLEOIIPENHBAHE HAH, 3KO
He ca TpaucdysnpaHu, nosvliasave Ha xemornodwna ¢ | g/dl, TpsGea na NpeyCcTaHoBAT
JIEUEHHETO € AEHANMAOMML,




Manmeanorremvuen umoy (MK

[Tpenopvuumenna Oosa

INpenopbunTEnHaTa HAYANHA 1032 JEHARMAOMII € 25 My nepopaiHo BEAHBX JHEBHO HA 1-BH 10
21-BW NeH OT NOBTAPALIHTE & 28-THEBHHU UHKIH.

¢ Cmvaku 3a pedyyupaite na dosama

Hauvanna goza 25 mg BeAHBXK AHCBHO B AdHTC 1-21. Ha Beekn 28 aun
H030B0 HHBO -] 20 mg BeaHBK AHEBHO B dHUTe 1-21, Ha rcekn 28 anu
Ho30B0 HHBO -2 15 mg BeAHLXK AHEBHO B jHHTe 1-21, Ha Bceku 28 nun
Joz0B0 HUBG -3 10 mg BefHb K AHEBHO B jiHHTe |-21, Ha BeekH 28 nnu
Jlo3oBo HuBo -4 5 mg BeAHbK AEBHO B auuTe 1-21, Ha Beekn 28 fHH

2,5 mg BeaHbk JIHCBHO B AnuTe 1-21, Ha Bcexu 28 nnu'
Jo30B0 HUBO -5

5 mg npes aeu B auuTe 1-21, Ha Bceku 28 AHH

'+ B cTpanu. KbAeTo c¢ Nke/UIara Kaucymara ot 2.5 mg.

s Tpomboyumonenus
[Tpu TpomboUHTH [1penopbuuTeled Kype Ha JieueHne
Cnan 10 < 50 x 10%/1 ﬂpem,cncze NEeYEHHETO € JICHANNAOMH] H
nposexcaadite 11KK noHe Ha Beexn 7 auu
[Tpoabasere AeUEHHETO C AEHANUIOMHI Ha
Mokaysane no > 60 x 10%/ CHeABaILOTO HO-HHCKO AO30BO HHBO (103080
HHBO -1)
[TpexhcHETE JIEHEHHETO ¢ NEHANHAOMH H
nposesaaitte [IKK none na sBceku 7 ann
[TpoAmIKETE JICHEHHETO ¢ NEHANHAOMH/ Ha
CJEABALLOTO NO-HUCKO NO30B0 HHBO { Z030BO
HUBO -2, -3, -4 unn -5). [la ne ce nosupa noa
03080 HHBO -5,

3a Bceku chaeapawy cnaa ron 50 x 10%]

[Nokaurane go > 60 x 10/

» Abcomwomen 6poii weympodhwiu (ABH) - neymponenus
[pu ABH [TpenopbuuTeneH Kype Ha Nedenue
Cnan no < 1,0 x 10%1 3a nose 7 auu uan
Cnan no < 1,0 x 10%/1 ¢ acounmnpana
Tpecka (TenecHa Temneparypa = 38,5°C)
Ui
Cnan no <0,5 x 10%

[IpekbeHETe NEUEHHETO C© NEHANWAOMHUA H
nposexaaite [TKK noHe va Bcekn 7 auu

[MposibmkeTe JICHEHHETO ¢ NEHARHIOMH] Ha
[okausaue go = 1,0 x 10%I1 CHEABAUIOTO NO-HUCKO IQ30B0 HHBO (A030BO
HUBO -1)

3a Bcexw ceapany cnan noa 1.0 x 10%1 sa
node 7 AHW WAK ¢naa o < 1,0 x 10% ¢
AcoUMHPaHa TPECKa (TeNlecHa TeMNepaTypa
> 38,5°C) nau cnag no < 0,5 x 10%]

flpekncHeTe neueHneTo ¢ ieHanuaomus

[IpoabmkeTe NeYeHHETO ¢ NEHAIMAOMUI Ha
CEABAILIOTO NO-HHCKO 00RO HHBO (103080
HKBO -2, -3. -4, -5). [la He ce nosupa nog
HHBO -5,

IMokaysane no > 1,0 x 10%1
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Doaurynapen sumpom (P

Jlesenue ¢ neHanumomua He TpsbBa Ja ce 3anousa. ako ABH < 1,0 x 10%1 w/man 6posar
TpoMBounTH < 50 x 10%/1, ocBen aKko He ¢ BTOpHYHO cnea nuMboMHa HHPUATPALMS HA KOCTHHS
MO3BK.

Iipenopwuumena ovsa

[IpenopbunTeHaTa HauaTHa 1032 JIeHanH 10MH ) ¢ 20 mg nepopanio BeJHLK 1HEBHO HA |-BU A0
21-BM  meH oT noBTapAwyTe ce 28-JIHCBHM  uUMKAM 3a A0 12 uMKbAA HA  EUYEHHE.
[lpenopbuuTenHara Hauanna fo3a Ha puTykeumad e 375 mg/m’ uHTpapeHo3HO (i.v.) Besika
ceamuua B Linkbn 1 (anu 1, 8. 15 1 22) u nen | ot Beekn 28-aHesen unkni 3a Upkau 2 10 5.

*  Cmonxu 3a pedyyupane nd Jo3ama

Hauanda nosa 20 mg renHLX AHeBHO B JIHUTE |-21, Ha Bcexu 28 AHK
J03080 HUBO -1 15 mg BeanbK AHCBHO B AHuTe 1-21, 1a scekn 28 nnu
Jo30B0 HuBO -2 10 mg peannx AHeBHO B innTe 1-21, Ha Bcexkn 28 auu
Ho3oBo HuBO -3 5 mg BeHBH AHEBHO B AunTe 1-21, Ha BCekH 28 AHK

3a kOpurHpaHe Ha f103aTa NOPAJM TOKCHUHOCT C PHTVKCHMad, BMKTE CLOTRETHATA KpaTka
XapaKkTepHCTHKA Ha NIPOAYKTA.

o Tpouwboyumonenus
Ipu tpoMGounTH [IpenopbunTeNeH Kype Ha ieYeHme
Cran 10 < 50 x 10%/1 IpexbeHeTe AUEHHETO C NEHAIUIOMUA, 1
nposexaaire [TKK noue Ha Bcekn 7 gnu
[TposbKeTe REUEHHETO ¢ NEHANNIOMN Ha
[okausane 1o > 50 x 10%] CHEABAILOTO HO-HUCKO J1030BO HHBO { 103080
fHwso-)
TpexneHeTe NCYEHHETO € NeHANHAOMH M
nposexkaaiite [1KK noxe Ha Bcek 7 fnu
TpoatmkeTe AeUEHHETO ¢ IEHANHAOMH HA
CNEABALLOTO N0-HHCKO 1030BO HUBO (103080
HUBO -2, -3). Jla He ¢e 103Hpa noa 103080 HUEBO -
3.

3a msceku creneall cnaa nog 50 x 10%1

IMokausane a0 > 50 x 10%/1

* _Abcomomen 6poit neympoduwiu (ABH) - neyvmponenuss. o
Ilpu ABH HpenopbuntenaeH kype Ha ieyeHne”
Cnaz 1o < 1,0 x 10%1 3a noHe 7 4xv wan
Cnapn no < 1,0 x 10%1 ¢ acounupana
Tpecka (TenecHa temneparypa > 38,5°C)
1y

Cnaa no < 0,5 x 10%/}

[pexneneTe neveHHeTo ¢ NEHANHIOMHA H
nposexcaaiite [NKK nowe na Beekn 7 anu

I—[p(),.'.l'bﬂ}KETe JIEHEHHCTO C IeHATHAOMHU) Ha

[Mokausane a0 = 1,0 x 10%I CICABALLOTO NO-HHCKS /1030B0 HHBO (103080
HHBO -1)

3a BcexH caensawy cnaa noa £,0 x 10%] za

nose 7 aHu unm cnap a0 < 1,0 x 10% ¢ IIpeKbCHETE NEYEHHETO C NEHATTHAOMHI H

acoLMHpaHa Tpecka (TenecHa Temneparypa | nposexaaiite ITKK noue Ha BcekH 7 anu

> 38,5°C) unu cnang ao < 0,5 x 10%1 ] - Yy

ﬂpom,mlce'rc ACYEHHUETO C JIEHANHAOM

[Tokausane a0 > 1,0 x 10”1
CNCABAULOTO NO-HHCKO J030B0 HHBO (

"




[1pn ABH [IpenoptumnTenen Kypc Ha feveHHe”

HUBO -2, -3). [[a He ce no34pa noa No3eBO HHBO -
-

3.

? Tlo peitierne na Nekaps. 8KO HEYTPONIEHHATA ¢ CARNCTICHATA TOKCHMIOCT HR KOCTO M 11 ¢ JI090R0 HMBO, Jo0asete
rparyJIoUNT-KonoHHoCTHMYIpall haktop (G-CSF).

Manmeanoxremvuen aumgor (MK} win horuryaapen auscpost (P

Tymop-nusue cundpom (TLS)

Beuukn naunentu Tpabea na noayuasar npoduakthka cpeiy TLS (anonypuuon, pacGypHkasa
WM CKBHBANCHT CMOPEA WHCTHTYIHOHAIHWTE ykazauus) ¥ Jla Ovmar nobpe XuapaTHpaH
(Opanuo) npe3 MbpBaTa CEAMHUA OT NBPBHS LUK WK 32 N0-ALALI NEPHOL, KO € KIHHUYHO
nokasano. 3a npocneaspaHe Ha TLS, Ha naumentute TpaGBa Aa ce MpaBH XMUMUYEH RaHeNeH
AHANTH3 eXeCeAMHYHO M0 BPEME Ha IbPBHA LHKBI H CAOPE] KITHHWUYHHTE MOKa3aHH S,
Jlenanuaomun moxe fa ce NpoALINKH (MOAABPXALLA 103aTa) IPH nauneHTH ¢ naGoparopen TLS
wiau kaninded TLS Creneu |, nan no npeueHka Ha jiekaps 1a ce HaMani 103aTa ¢ eHO HUBO U
Aa ce NpoABIKH NeYEHHETO ¢ JeHannaomul. Tpsadea la ce OCHrypH HHTEHIMBHA MHTPABEHO3HA
XHAPaTaUHA H MOAXOAAULO MEAHLHMHCKO JICHEHHE B ChOTBETCTBHE C MECTHHTE CTAHAAPTH 3a
FPHXKH 110 KOPHTUPaHE HA C/IEKTPONMTHHTE aHOoManuH. Moxe na e Heobxoavma Tepanus ¢
pacOypuxasa 3a HaMaJABaHe HA XUTIEPY PUKEMHATA. XOCHIMTANM3AIMATA HA NALMEHTa e Gbae no
NpeueHKa Ha NeKaps.

[lpy naunentn ¢ kannnden TLS Crenen 2 10 4, npekbeHeTE NEHATHAOMHA H npaBeTe XUMHYEH
NAHENCH AHANN3 €XKECCAMHUNO WAr CAOpel KAMHWYHHTE nokazaHns. Tpabea aa ce ocurypw
HHTEH3HBHA WHTPABEHO3HA XHAPATALMA H MOAXOASIIO MCAMUHHCKO NEYEHHE B ChOTBETCTBHE C
MECTHMTE CTAHAApTH 3a MPHAKU A0 KOPHTHPAHE HA €ACKTPOIHTHHTE aHOMaivh. TepanuaTta ¢
pacGypukasa ¥ XochWTank3aunATa we Gbaat no npeuevika na nekaps. Koraro TLS npemune 1o
Crenen 0, pectapTupalite lenanuaoMu NpU CleABAWATA NO-HHCKA /1033 110 PELEHKA Ha Nexaps
(Bx. TouKa 4.4).

Peaxyun na axmusupane na mymopa

[Mo npeuenka Ha nekaps NPHEMBT Ha JEHATMAOMUL MOKeE 1a Gbae NPOIbIKeEH NPH NALKEHTH ¢
peakuns Ha akTusHpane Ha Tymopa (TFR) Crenen | nin 2 Ge3s npexseBane WK MoanduKaLus.
Mo npeuenka Ha nekaps MOke 1 ¢& NPUNOKH TEPAMHS C HECTEPOMIHH NPOTHBOBBINANUTENHY
cpenctea (HCIIBC), koptukocTepouan ¢ orpaHiueHa HpoABIKHTENHOCT W/HAK HAPKOTHYHMU
ananretiud. Ilpu nauwentn ¢ TFR Crenen 3 wam 4. cnpete fed4eHHeTo € JeHaiMAOMHA W
sanounere Tepanus ¢ HCTIBC, koptukocteponau u/mnn wapkornuny ananretiun. Korato TFR
ce paspewd a0 < CteneH 1, pecTapTipaiiTe ICUEHHETO C JICHANHAOMKA CbC ChLIOTO A030BO HUBO
3a ocTaHanara 4acT OT uMkbaa. llauwenTuTe Morar na ObAaT JeKyBaHW 3a OBJANfABAHE HA
CHMNTOMHTE CBIIacHo yka3aHuaTa 3a nevenue Ha TFR Crenen | 11 2 (Bk. Touka 4.4).

Bewyxu unduxayuu

lpn apyru npossu na TokcuunocT ot Crenen 3 uam 4. 1a KOUTO @ MPEUEHEHO, Ye €a CBLP3aHN
C ICHANHAOMUN, IEYEHHETO TPsAOBa Na ce Cnpe U Na ce BB30GHOBH HA CNEABALLOTO NO-HHCKO
NQ30BO HHBO, KOTATO TOKCHYHOCTTA AocTHrHE CTeneH < 2 no npeueHka Ha nexaps.

Hpu koxen obpus ot Crenen 2 uan 3 Tpabea jaa ce OGMHCIH NPeKLCBAHE HIIH CNUpaHE Ha
neHanugoMu. Jlenanuaomua TpsGBa Aa ce cnpe npu AHrHoeaeM, aHaunakTHUHA peakuus,
obpus Crenen 4, ekcdomuarnseu Wav 6yaoseH 00PHB MNM AKO CE MOAO3HPA CHHAPOM Ha
Stevens-Johnson (SJS). Tokcuuna enugepmanna Hekpoan3a (toxic epidermal necrolysis, TEN
HUIH NICKApCTBEHA PCAKLHA C cO3HHOGUANA 1 cucTemun cumntomu {DRESS) u e ™
32110982 OTHOBO C¢J| CITMPAHE NOPAAH FOPHUTE PEAKLMH.
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Creyuaitny nonyadiyun

¢ [leguatpuuna nonynauus

Jlenanuaomun I'punaexc He TpAdBa Na ce NPUIAA NPH JI€UA W IOHOWH OT PAXAAHETO AO MOJ
18 roannu nopaan chodpaskelns 3a Ge30nacHOCT (BXK. Touka 5.1).

¢ Crapyecka Bb3pacTt

Hanu4nute noHactosuieM GapMakoKHHETHUHH JaHHM Ca ONHMCAHW B Touka 5.2. B knuHUuHM
MPOYYBaHHA NEHANNAOMHA € OHN NPHNAraH Ha NAIKWEHTH C MYJTHIJIEH MHEIOM HA Bb3PAcT A0
91 roanHU, NpH NALMEHTH C MHEMOANCIIACTHUYHH CHHAPOMU 10 95 TOAMHH ¥ NPH MALIMEHTH ¢
MaHTEJIHOKNETLYEH jMMboM 10 88 roanun (mi. Touka 5.1).

Tl xaTo € NO-BEpOATHO NAUMEHTHTE B CTAPYECKA BLAPACT ;14 MMaT HaManeHa 6uOpeuna
dyHKuMA, TpabBa BHHMaTenHo na ce nojabupa jo3ara M GM BGMA0 pasyMHO Ja ce chaeau
6vOpeyunara gyHKUHA,

Hogoduacrnocmuyupan  Myamunicn  MUCIOM:  RAUUenmu, Koumo He ca  Nnooxodswyu  3a
MpAanRCHIAHMAYUA

naLlHGHTHTe C HOBOJIMATHOCTHUUPAH MYNTHNNEH MWUEJIOM HE BL3pacT 75 W noseuye roaAuHW
TpAGBA BHUMATEJIHO A4 CE OLEHABAT, NPEH .13 ce 00MHCIS JicueHne (BXK. Touka 4.4).

lpn nauneHTH Hag 75-ropMUIHA  Bb3PACT, JIEKYBAHW ¢ NEHAAMAOMMI B KOMOHHAUMS C
JEKCaMeTa3oH, HauanHaTa 4034 aekcameTasol € 20 mg peaHbx® avesno Ha auv 1, 8, 151 22 ot
BcekM 28-aHeBeH neucheH LnKbA,

He ce npennara ananTHpaHe Ha A03aTta npH nainHedTH Haa 75 TOOMHU, KOMTD ca NEeKYBaHHW
C NEHANUIOMHU/] B KOMOMHALHS © Menrbaﬂan H NPEIAHH30H.

[lpy NauMeHTH C HOBOAMAHOCTHUHPAH MYANTHILICH MHENOM Ha Bb3pacT 75 M roBeYe roauHM,
KOHTO MONyYaBaT SICHANMIOMHI, MM@ MO-BHCOKA 4ECTOTA HA CEPHOZHH HEXENAHH PEaKkLHH W
HEeXENIaHH PEAKLHH, KOWTO BOAT A0 COHPANC HA JIEYCHHETO.

KoMOunupaHata TepanmHs ¢ JIEHAAMAOMMA €€ NOHACA  110-31€ 0PH  NAUMEHTHTE C
HOBOAHACHOCTHUHPAH MYINTHIINEH MUEAOM Had 75-10NILNA BLIPACT B CPABHEHHE ¢ NO-MJTanaTa
nonynauns. Tein nauMeHTH npEeKpaTsaBAT NEUEHHETO MO-YCCTO MOPAg¥  HEemOHOCHMOCT
(Hexenann cubutus Crenen 3 unu 4 1 CepUOIMM  HeXKenaHu CbOHTHS), B CPABHEHHE ¢
MauueHTHTe < 75 rOAHHH.

Myamunien mueaom. nayuenmu ¢ nowe edna npedxoxcoatya mepanus

TIpOUEHTLT Ha NAUMENTHTE ¢ MYITHNICH MHENOM Ha 65 rOJMIIHA BHLIPACT KM NOBEue He ce
€ pasiHyaBan 3HAYUTEIHO MEMY IpYNHTE, JCKYBAHHU C ﬂeHaﬂHJIOMHll/IlekcaMﬂTEBOH
u nnauebo/nekcamerazon. Iipn Tem nauvedtn ne e wHabnionaBano oO6WO  pazauuue B
6e30nacn0c1"ra H ed)HKaCHOCT'Fa B CPABHEHHE ¢ [TO-M/1aAH, HO HE MOKe Jla 6'bIle H3KAKYEHa Nno-
H3pa3€Ha IpeapasnojigKCeHoCT NMPpH TO-BbL3PACTHH HHAHBH, LK.

Mueaoducnaacmuunu cundposu

IMpn naukeHTH C MHENOANCHNACTHYHI CURAPOMH, IEKYBAHH ¢ NEHATMAOMHA, He € HaGMIo1aBaHa
obiia pasnnka B 6€30NaCHOCTTA M eQHIKACHOCTTA MEK Y MALMEHTH HA BB3PACT HAA 65 rOAHHM H
NO-MAaaH NaUHEeHTH,
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Manmennortemvuen noaghon

Ipy nauMeHTH ¢ MaHTENHOKIETbYEH NUM(OM, NEKYBAHH C NEHAINIOMUA, HE ¢ HalawaapaHa
obwa panka B 6e30NacHOCTTa H ePUKACHOCTTA MEXTY NAUHECHTH HA BLIpAcT 65 TOAWHH MK
NoBeYe B CPABHEHHE C NALIHEHTH HA BL3pacT noa 65 roamiu.

Donuxyrapen aumgor

Mpu naument ¢ doankynapeH anmpom, fAeKysaHu ¢ NEHANMAOMMA B KOMOUHAUUR C
pUTYKCcHMAa0, oblaTa YECTOTd Ha HEXENaHHTE peakLMKi € N10a00Ha NPH TAUMEHTH HA BB3pacT 65
WK TIOBEYE IMOJMHM B CPABHCHHE C MALMEHTN HA BLIpacT noa 65 rogunu. He e naOnonasaHa
o0La pasnuka B ePUKACHOCTTA MENULY BETC Bh3PACTOBH IPYJIH.

¢ [lauuenTu c 660peuno yupexaane

JleHanuzoMua ce OTAENs MPEAWMHO OT OBOpElUTE, NAUMEHTHTE ¢ NO-rofsMa CTeneH Ha
OBb0pEUHO YBPOKIAAHE MOIaT 1a HMAT HAPYLUIEHA HOHOCHMOCT KbM JIEYCHHETO (BXK. Touka 4.4).
TpadGea sHumarenno noadMpane Ha 403aTa W ce NPelOPbYBA cneactle Ha ObOpeunara GyHKkuna.

He ce nanara anantupase Ha 03aTa Np# NAUHEHTH C JleKo OBOPEHHO YBpeXAaHe U MYyJITHIICH
MHENOM, MHENOAHCINACTHUNN  CHHAPOMH, MaHTEAHOKACTBYEH AWMGBOM Hian  (oadkynapen
nrmom.

[TpenophyBa ce CNENHOTO ajanTuWpaHe Ha A03aTa B HAWANOTO HA TEPANKSTa W nNpe3 UAIoTO
BPEMETPAEHE HA ACYCHHETO NPH [AKEHTH C YMEPCHO KON TeXKO yBpeaeHa ObOpeuna dynkuus

WIH NPU TepMHHATHA ObOpeuta HeIOCTATHLYHOCT.

Hsama onut ot u3nuteanus dasa 3 npu Tepmunanua Guopetna venoctarbunoct (End Stage Renal
Disease, ESRD) (Cl.cr < 30 ml/min, nanaraua anasuisa),

Myamunaen mueiom

bubpeuna pynruun (Cler) AmanTupane Ha ao3aTa
Ymepero 6u0peuHo yspexaaHe 10 Mg BeAHBIK THERHO'
(30 < CLer < 50 ml/min) &
Texko 6b0peyHo yBpeKaaHe 7.5 mg BeAHbK JHEBHO?
(CLcr < 30 ml/min, 6e3 Hyx,1a 0T iHaAK1a) 15 mg npes nen
5 mg BeAHBK aHeBHO. B
Tepmunanua 6u6peuna negoctatbunoct (KCBH) JAHHTE Ha NHanu3a Ao3aTa
(CLer < 30 ml/min, ¢ Hy»aa ot avannsa) TpabBa aa ce npunara cies
JlManwiara.
! ,'10331‘21 MOXE 1A €€ NORMWIH 10 15 mg BCAHLAK UIEBHO L] 2 uMKLAA. AKe nAaMa OTrOBOP HA NECYEHWETO

H NAlKEHTET HMa 100pa NOHOCHMOCT KM HETo,
% B crpannte, kuieto ce upeLIara Kaneynara ot 7.5 mg.

Mueroducrpacmuuny cundpouy

Bropeuna ¢pynrxuun (Cler) AjanTHpaHe HA 103aTa

5 mg BeAHBK JHEBHO
VYMepeHo 6uOpeuso yspennaHe . ]
(30 < CLer < 50 ml/min) Hawamua nosa (ann ot 1 10 21 oT norrapaum ce 2

JHEBHH LHKIIH)
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Buopeuna ¢pynkuus {CLer) AnanTHpane Ha 103aTa

J1070B0 HUBO - 2,5 mg BEAHBK JHEBHO

[+ ('mu ot | 10 28 ot noBrapswy ce 28-
JIHEBHH L[HKIINA)

J103080 HHBO - 2.5 mg npe3 AeH

-~ {auu ot | 10 28 ot nopTapsAwy ce 28-
B JIHEBHH LHKJIH)

2.5 mg BeoHBbK AHEBHO

Havanua ao3a {anu ot | no 21 ot norTapaiuK ce 28-
AHEBHH LHKIH)
2.5 mg npe3 aeH

Texko BBOpeuno yepexaame
P YBpEAA 03080 HUBO -

(CLcr < 30 ml/min, Ge3 Hyx1a [* {nHW o1 } no 28 ot nosTapawu ce 28-
OT AHAJIH3A) JHEBHH LHKANW)
2.5 mg ABa nuTH B ceaMMUATA

030B0 HHBO -
é}‘* {avu ot ! po 28 oT noeTapawy ce 28-

JIHEBHH HHKIH)
2.5 mg BEAHLAK AHEBHO
Hauanna aosa {(aHu ot | 10 21 ot noBTapswM ce 28-

, AHEBHH LHKIH
(CLer < 30 ml/min, ¢ Hyxna oT ; )
? 2.5 mg npez jeH
Auanisa) Hosos0 HuBo -
[* (a1n o1 1 no 28 ot nosTapsau ce 28-
HEBHH LIUKIH
B nHHTe HA quanu3a 103ata A 4 )

2.5 mg ABa NbTH B ceAMHLATA

TpaORa Aa ce npHiara cien Ho70B0 HHBO -

. (2Hn o1 | no 28 ot nosTapsuid ce 28-
AHann3ara. 2
JAHEBHH UWKIW)
* ﬂpenop].limemm CTBIIKH 334 HAMLTARZHC HY [1034Ta No BPUMLE HAd JCHCHHETO U PECTApTHPAlC HA J1IEYEHWETo 3a
OBNAIABANC Ha HEYTPOnelHA WK TpomMBorHToneHrs oT Crenen 3 wim 4 wau apyra rokeHunoct or Crencn 3 wian 4. 3a
KOATO CC CYHUTA. HE ¢ CBBPIAHA € NCIUVTHAOMKIL KAKTO ¢ OIACANO 110-] ope.

Tepmunanna 6u6peyna
HezoctatbyhocT (KCBH)

Maumeanorremvuen sumgon

AjlanTHpane na go3aTa
BbuOpeuna ¢ynxuns (Cler) {anm o1 | 5o 21 oT noTapAILM ce
28-aHEeBHH LnKIN)

YMepeHo GbOpedHo yBpexaaHe

|
(30 < CLer < 50 ml/min) 10 mg penrnk AesHO
Texxo 6L6peuno yBpexnae 7.5 Mg BEOHBXK NHEBHO’
(CLcr < 30 mi/min, 6e3 Hyx1a oT jiaiinia) 15 mg npes nex

5 mg BeAHbK AHEeBHO. B auuTe Ha
Jidasinia nosara tpsdBa na ce
ilpHnara ciga Ananviara.

I' Nozara moke na Gbae nosuwcin ao 15 Mg BEANLAK JUICBNO CHCL 2 1MKR/18, QKO TTAIMCHTHT HE OTIORApA Ha
NEYCHHETO W [IOHACH NEYCHHETO.

2 I3 cTpanu. KLaeTo ce npe;Liara Kaneyaara or 7.5 mg.

Tepmunanna 6u0peuna vepoctareynoct (KCBH)
{CLcr < 30 ml/min, ¢ Hy»x1a ot AHanu3a)
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Poruxyaapen tumpom

Ananrupase Ha 103aTa
(avnotr 1l po 2l or
noBTapsK ce 28-a1HeBHK
UHKH)

bupeuna pynxuun (CLcr)

Ymepetro 6u6peuno premua;g_. S N 1.2
(30 < CLer < 60 mi/min) 10 mg BeaHbK THERHD

Tewko 61L0peuHO yBpeXIaHC

. 5 mg BEAHBLK NHEBHO
{CLcr < 30 ml/min, 6e3 Hy*a oT Anannsa) g Bel A

5 mg Beanbk AHeBHO. B

TepmuHanna 6nwdpeuna negoctarhunoct (KChH) JAHHTE HA AMAAH3A A03aTa
(CLer < 30 ml/min, ¢ Hy»®a OT AHaNH3a) TpadBa Aa ce npunara cnej
JHanuzara.

! ﬂOHﬁTa MOXe fa ¢e noRUIK no 15 Mg BCAHBNK AUCHHO )] 2 IAKLAA. AKO TIAIHENTLT € NORCChI JIEUCHUCTO,

2 33 jasmenTy ¢ Havaawa j03a ot 10 ME. B CAYHIH HA HAMATARINC 113 [103aTa 38 YIPABJICHHE HA HCYTPONEHHA KK
TpoMGonuTonenus Crenen 3 unu 4, wam jpyra Crenen 3 w4, [ph TeKeHYR0CT. 38 KOATO CC CMATA, Ue € CBBPIANE
C NEHATH/OMHAL /12 RE CC J1aBa 1030 1101 5 mg npes Aed i 2.5 mg seiirkx a0eino.

Cnen 3anousane Ha Tepanus ¢ NEHANHAOMUI, NOCNE/IBALLATA NPOMAHA 1A 103aTa NEHANHIOMUS
TipH NauneHTH ¢ ObOpeyHo yBpex1aHe TpAGBa 1a ¢¢ OCHOBABA HA NOHOCHMOCTTA KbM NEYEHHETO
Ha OTAENHHA NALHEHT, KAKTO € OIIHCAHO 110-rope.

o TlauneHTH ¢ yepHOAPOOHO YBpENIAHE
JleHanu oMK He € O(PULIHANHO NPOYUBAH NMPH NALUMEHTH C YBPEAEHA YepHoapobHa dyHKUHS W
HAMA cNeltRdHYHU NPEnopLKH 3a 103aTa,

Ha4ub Ha mpuaoxeHue
TepopanHo npHAOKEHHE.

Kancynaure Jlenanmuaomna 'piinaexe Tpabpa Aa ce mpHeMaT nepopanto, no npuOIN3UTETHO EaHO
¥ CBUIO BPEeMe B ONpeiencHuTe aHu. Kancyaure ve tpabsa na ce OTBApAT. YYNAT HIM AbBYAT.
Kancynute Tpabsa na ce rbaTar ueiin, 3a NpeanouuTane ¢ Bo/a, Che HAM 6e3 xpaHa.

HNpenopbyusa ce aa ce HaTHCHE CamMo €AMHHAT Kpall Ha Kancynara. 3a Ja ce WiBaau oT 6ancTepa,
KaTO TAKA CE HAMANABA PUCKHLT OT ALHOPMHPAHETO HITH CUYTIBAHETO H,

4.3 Ilporusonokazannn

*  CBpbX4YBCTBHTEIHOCT KbM aKTUBHOTO BELICCTRO MIIH KbM HAKOE OT NOMOLLHHTE BELLECTBa,
u36poeHH B Touka 6.1.

¢ [Ipn 6pemeHHH xeHu.

* Tlpn xeHu ¢ neTepoie NOTEHLKAN, OCBEH aKO Ca CHA3eHH BCKUKHM YCnoBHs no [lporpamara
34 IpeBEHUHSA Ha DpeMeHHOCTTa (BK. ToukH 4.4 u 4.6).

4.4 CoeunanHu npeaynpexIeHHs H MPEANAIHH MePKH NPH YROTpe6a

Koraro JACHAITHAOMH Ce NpHJjlara B KOMOHHAUHNA C APYTrH JeKapCTBeHH NPOAYKTH, T

A2 ¢e fIpoueTe CHOTBETHATA l{paTKa XapaKTepHCTHKA Ha NPOAYKTA Npead 3a
JIEHEHHETO,
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Mpenynpexaenns npu HpeMeHHOCT

JICHAMMAOMHA € CTPYKTYPHO CXOdeH ¢ TaaMAOMHA. TanuaoMui € WIBECTHO TEeParoreHHo
AKTMBHO BELIECTBO MpPH XOpA, KOETO MPHYMHABA TEKKH JKHBOTO3ACTPALABAINH BPOAEHH
Aeextd. Tlpy MaliMyHH JieHanWaoMHua € npeauseukan MangopMalunu, noaodHW Ha Tesw,
OMUCAHH 3a TANHAOMHJI (Bi. TOukH 4.6 # 5.3). Ako npn xopa no speMe Ha OpeMeHHOCTTa ce
NpHEMA NEHATHAOMNUA, CE O4AKBA TepaToreHCH ediekT.

YenopuaTa Ha [lporpamata 3a npeseHiua Ha GpeMeHHOCTTa TPAGBA 12 €3 HINBJAHEHH 33 BCHYKH
NAUMEHTH, OCBEH 4KO HAMAa CHTYPHO JIOKA3ATENCTBO. Y€ MNAaLMEHTKATa HAMa AeTepoieH
noTeHuuan.

Kputepus 3a xkenud Ge3 AeTepoaeH NOTEHIMAN
[Tpuema ce, Y€ NAUUEHTH OT JKEHCKH MOA HJIH NAPTHLOPKH HA NALMEHTH OT MBXKKH NOJ MMAT
JETEPOAEH NOTEHIHAN, OCBEH AKO MOHE €AUH OT CNIC/JHHTE KPHTEPHH HE € HANHYEH:
e Bun3pacT = 50 roawHu K ecTecTBEHa aMeHOped OT = | roaMHa (AMEHOpPEA Cel aHTHTYMOpHA
TEPANHUA HIIH RO BPEME HA KLPMEHE HE WIK/KOYBA IETEPOJEH NOTEHUHAT)
[pexaespeMerna OBapHaIHA HEAOCTATLYHOCT, NOTBLPACHA OT CHCLMAIUCT-rHHEKONOr
JBycTpadHa cannuHro-00hOpeKTOMHSA HAH XHCTEPEKTOMHS B MHHANOTO
XY reHoTtn, cHHAPOM Ha ThpHLP, arcHe3Ns Ha MaTKaTa.

Creetn

JleHanuaoMKUA € TIPOTHBONOKA3AH MPH JKEHM C ACTEPONEH NOTEHUWAN, OCBEH aKo He ca

H3ITBJIHEHH BCHYKH OT CACIIHATE YCIOBHS:

* Kenarta pa3bHpa o4aKBaHHA TEPATOFEHEH PHCK 3a HEPOJCHOTO AETe.

¢ Ta pasdupa HeoOX0ARMOCTTA OT edeKTHBHA KONTPaUCHiums, 0e3 NpeKbeBaHe, 3anousaiia
Hak-Manko 4 ce/IMULM NpeaN HAYMANOTO HA NIEUCHHETO, 1O BPEME Ha UANOTO JIEYEHHE U Hall-
MATKO 4 ceaMKLM Cliea HEroBHa Kpaii.

¢ Xewa ¢ nerepojeH moTeHuWan TpaOBa 1a CAEABAa BCHYKHW ChBETH 133 e(eKTUBHA
KOHTPALENLIKA, 10PH A2 € € AMEHOpEs.
Ts TpAGBa na € B CbeTOANME Aa CNA3Ba eDEKTHBHN KOHTPALENTHEHK METOAH.
Ta e wundopmupana n pazbupa [OTEHUHATHUTE NOCNEACTBUA  OT  GpEMEHHOCTTA
W HeoOX0onMMOCTTa  OT  He3aDaRHa  MEeAWUMHCKA  KOHCY/ITAUWs, aKo $M3d pPHCK  OT
3abpemMeHsBaHe.

e Ts pazbupa HyxjaTa Ja 3al04HE NIEHEHHETO Bb3IMOXKHO HAM-CKOPO crliel OTHYCKAHETO Ha
REHANHIOMKI ClIejl OTPHUATENEH TECT 2a GpeMeHHOCT.

e Ta pasbupa HeoOX0AMMOCTTA M TIpHeMa Aa Ce [101Ara HA TECTOBE 3a DPEeMEHHOCT Haii-
MAJIKO Ha BCEKH 4 CEIMHILM, OCBEH B CJIVHail Ha NOTRLPACHA TyDapHa cTepHimM3alua.

¢ Ts notebpxaasa, ye pa3dupa ONACHOCTHTE M CHOTBETHWTC NPENNAa3HH MEPKH, CBLP3AHH
€ H3MON3BAHETO HA NICHAAHIOMHL.

[lpy nauMeHTH OT MbLKKH NOJ, NPHEMAUIH NCHANHIOMHA, (APMAKOKMHCTHUHHTE AAHHH
MOKA3BAT, Y€ NCHAIMAOMHI CE ChIbPKA B YOBCIIKATA CNEPMA B HIKMOUHTE/IHO HHCKH HHBA NO
BPEME HA JIGYCHHETO H € HCOTKPHBAEM B HOBCIUKATA CrMEpMa 3 AHM Cliel CnHpaHe Ha
BEWECTBOTO NpH 34paBist MHAMBHA (BXK. Touka 5.2). Kato npeana3Ha MApPKa M KaTo ce MMar
MPEABHI CRELHANHHTE fONYAAUHH NPOALKHTENHO BPEME HA E€NHMMHUpAHE, KaKBUTO ca
nauueHTHTe C OBOpPEMHO YBpEkKAaHe, BCHYKM NAUMEHTH OT MBXKH 10, NpHeMAlLH
NEeHANHAOMM I, TPAGBA 14 OTrOBAPAT HA CHEAHUTE YCIOBUS:
¢ Jla pasGupaT o4akBaHHA TEPATOTEHEH PHCK N1PH NOIOB KOHTAKT ¢ GpeMeHHa xe
C AETEPOACH MOTeHUHAN.
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¢ Jla pa3bunpaT HEOOXOAMMOCTTA OT W3MOA3BAHE HA MPE3EPBATHB MPH NOJOB KOHTAKT ¢
OpemMeHHa KEHA MAM OKCHA C JIeTEpOjeH TOTEHIMAN, KOATO He npunara edekTHBHa
KOHTPALENUH (JOPH ako MBKLT € I11MAj BAICKTOMMSA). MO BpeMe Ha JICYEHHETO W B
Mpook/KEHHE HA HaH-manko 7 AHM Cle] BPEMEHHO NpPeKbCBaHE W/HIW CIHPAHE Ha
NeUEHUETO.

¢ Jla pa30upar, ye ako i1apTHLOPKaT2 UM 3abpeMeHee, nokaro npuemar Jlenanvaomua
Fpunaexc unu ckopo ciel kato ca cnpenu aa npuwemar Jlenaannomun Tpunieke, e Tpabsa
Ja yBeJoMAT He3abaBHO JIEKyBaLLUg NeKap W Y€ cc IIPENopbUBa /i HACOYAT NapTHLOPKATa
CH 72 OLEHKA W CHBET KbM JIGKAD, CTICHHAIHIMPAH HIH C ONIHT B TCPATONOIUATA,

* TTpeanuCBALMAT NEKAPCTBOTO TPSBRA 12 OCHTYPH NPW JKCHUTE C AETEPOAEH NOTEHLHA, Ue:

o llausenTkata ce [MpHAbPKA KbM ycaoBusTa Ha [lporpamata 3a npeseHuHs Ha
OpPEeMEHHOCTTA, BKJIIOUBALLH M NOTBBPXK/IAEHHE, ¥E Ts 11POSBABA NOCTATHLYHO pPa3OHpaHe.

e [lauHeHTKaTa € NOTEbLPAN/IA FOPECIOMEHATHTE VCAOBHS.

KonTpaienuus
Keuu ¢ netepoieH noTeHLMan TpAadBa Aa M3MON3BAT 1OHE €llHH ebeKTHBEH KOHTPALleNTHBEH

MEeTO/] Hal-ManKo 4 ceaAMULN [IpelH TEPANUATA, 10 BPEME Ha TepaNMATa i Hal-ManKko 4 ceaAMHLH
CNE/ TEPANUATA € JIGHANUIOMH W JOPH NPH BPEMEHHO NPEKhCRAHE, OCBEH aKO NAaUHEHTKATa He
BL3NPHEME [ILJIHO H [TPOABIKUTENHD Bb3ABPKAHME, NOTELMKIABAHO SKEMECEUHO, AKO HE €
NPUBHKHANA KbM e(EeKTHBHA KOHTpauenuus. naienrtkara TpsGsa na Ohie Haco4deHa KbM
MEAHLIMHCKH CNELHATHCT CbC CLOTBETHATA IIOATOTOBKA 32 KOHCYITAUMA 3a KOHTpaUEenuus, 3a Aa
Ce 3AI0YHE MPOBEXKAAHETO HA TAKABA.

Moe aa ce oOMUCIAT CASAHNTE NPHMEPH 34 NOAXOAALIH KOHTPALENTHBHR METOIH:

®  HMNAAHTaT;

BLTPEMATOYHA CHCTEMA, OCBODOMN/IABANIA JISBOHOPTCCTPEN;

Aeno hopMa Ha MeAPOKCHNPOrecTepOH ateta:

Tybapha crepHiinianus;

NOJOBH KOHTaKTH CaMO ¢ MAPTHLOP, IPH KOHTO € WiBbPLISHA BA3€KTOMMUSA, BAICKTOMHSTA
TpabBa a € NOTBbLPASHA ¢ JBa OTPHLATCIHE aHAK3a HA CNepMa;

®  MHXKHOUpaLLK OBYNALKATA XANYETA CAMO C ITPOrecTepoH (T.e. AeIorecTpen),

He ce npenopbuBaT kKOMOHHMPaHH NEPOPaNHM KOHTPAUCIITUBH HPH NAUMEHTKH ¢ MYNTHIIEH
MHEJIOM, MpHEMALIH JIEHAIHAOMK,] B KOMOWHHpaHa TepanHa. ¥ B NO-MaiKa CTENeH MpH
NMAUUEHTKH ¢ MYJITHIJNEH MHENOM, MHENOAUCTIACTHYHH CHHAPOMH M MaHTENHOKJIETbYEH
nMMQoM, NOTyuaRallY MOHOFEPANUA C JICHATMAOMAI. MOPAAH NOBHUIEHHS PUCK OT BEHO3HA
TpoMboembonua (Bxk. chUo Touka 4.5). Ao naifHeHTKaTa npHemMa KOMGHHHPaHW NepopanHu
KOHTPALENTHBH, T TPAOBA 1A NPEMUINIE HA CAHH OT eIeKTHBHHTE METO/M, W30OPOEHH No-rope.
PuckbT 0T BeHoina TpombGoembOJMS NPOALIKaBAa 4-6 CceMHUM Clej npeKkpaTaBaHe Ha
kOMOWHHWpaHaTa nepopanHa konTpauenuus. Edukacnocrra Ha koHTpauenTMBHUTE CTEpOMIH
MOXKeE 13 € HAMA1eHa NIPH €IHOBPEMEHHO NIEYEHHE C JIEKCaMETa3oH (B, TouKa 4.5).

HUmnnauTaTHTe W BBTPEMATOYHHTE CHCTEMH. 0CBODOXK 1aBAINH JeBOHOprecTpen, & CBLPIBAT
C NOBHIIEH DHCK 3a HH(I)EKTHD&HE NpH NOCTABAHETO HM W 338 HCPCAOBHO BArHHANHO KLpPBEHE.

TpabBa na ce oOMHCIM aHTHENOTHYHA NPOGUIAKTHKA OCOGEHO IPY NALMEHTKH C HEYTPONCHHUS.

To MPWHUHN HE <€ NpPEenopbYBAT BLTPEMATOYHH CHCTEMH, ocsoﬁomﬂaaamu M,
[NOTCHUHWANHHA PHCK 3a HH('IJGKTI-‘IDE[HC R ROCTARAHETO HM H 3a '3&!"_‘)/6& Ha
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MEHCTPpYalHa KpbB, KOHTO MOXKE Ja HW3II0XKAT Ha PHCK MNALMCHTKH ¢ HEYTPONCHHMA HIH
TPOMBOLMTONEHHA.

Tecrtose 3a GpemeHHOCT

Cnopea MecTHaTta NpakTHKA 3a KeHUTe ¢ AETEpoAcH NOTeHUMan TpadBa a ce NPOBEXAAT
KOHTPONHPAHH OT MEAHUHHCKO JIMLEC TECTORE ¢ MUHHUMAIHA YyBCTBHTEAHOCT 25 mIU/ml, kakTo
€ CNOMEHATOo No-A0y. TOBa H3HCKBAHE €& OTHACA W 33 KEHHTE ¢ JeTepOoeH NOTEHUUAN, KOWTO
Cna3BaT MbAHO ¥ NMPOABIKHUTENHO Bb3abpxkanue. B uicanuna cnyqait tectsT 3a Gpementocr,
H3aBAHETO Ha pelenTaTa v OTIYCKAHETO HA NEKAPCTBEHS NPOIAYKT C€ OCbLUECTBRBAT B €HH H
cbul aeH. OTNyCKaHETO Ha AEHANHIOMMW HA KEHH C JACTEPOLEH MOTeHUMAN TpsabBa Aa cTaBa B
PaMKHMTE Ha 7 Al Ciied MpeIHCBANETO.

[Ipedy sunovsdie na revenue

Tect 3a OpeMenHHOCT, KOMTPONHpAH OT MEAMUMHCKO JiMle, TpadBa aa ce NpoBeae MpH
KOHCYNTAUMKATA, KOraTo Ce Npeariesa JICHATHAOMHL, HAH MPe3 NPEAUWHATE 3 AHH Npeau
MOCCILEHHETO TNPH  NPEANUCBALIMA  NI€KAP. aKO MNauHeHTKaTa € npuiarana  edekTHaHa
KOHTpauenuus noxe B nocre/iHuTe 4 ceamuun. llenra na tecra e na nOTBLPAM, Y€ NaLMEHTKATa
He € OpeMeHHa KbM MOMEHTA HA 3aN04YBAHE Ha NEYEHHETO C NIEHATHAOMUL,

Hpocredsisane u xpaii na aevenuemo

Tecr 3a GpeMeHHOCT, KOHTPOJIMPAH OT MEAHLIMHCKO IMue, TpAbBa 1a ce NpoBexaa Hait-Manko Ha
BCEKH 4 CEAMHUM, BKN. Haif-Manko 4 CEAMHUM CIEA Kpas Ha AEYEHHETO, OCBeH B cnyuail Ha
noTebpaeHa TyDapHa crepumiaus. Tein tecToBe 3a OpeMEHHOCT TpabBa iaa ce npopexaaT
B IEHS HA TIPEAMTHCBAHL HA NEKAPCTBOTO Wl NPE3 fIPEHILHUTE 3 AHU NIPEAH TIOCELIEHUETD NPH
OPeANUCBALLAA JleKap.

ﬂoﬂ'bﬂHHTeﬂHH npeanaiHd MCPKH

INaunenture TpaGsa na ObAAT MHCTPYKTHPAHH NP HUKAKBY OOCTOSTENCTBA /a He NaBaT
NeKapCTBEHUS NPOAYKT HA APYTH NHUA M J1a BPBLIAT HEH3NONIBAHMTE B KPas Ha JIEYEHHETO
KancyaH Ha TeXHus dapmaierT 33 Ge301aCHO HIXBLPASHE.

lHaunenture He TPsAGBA Aa NapABAT KPbB, CEMEHHA TEUIOCT MM CHEPMA NO BPEMe Ha TepanusTa
(BK/AIOUATENHO 110 BPEME Ha NPEKBLCBAHE HA NPHEMA) W HaH-Manko 7 AHH cnel NpekpaTasane Ha
JEYEHHETO C NCHAIUAOMKL.

MeaHUMHCKHTE CHICURAIHCTH W NIHLATA, KOWUTO Ce TPHKAT 34 TNALUSHTHTE, TPAORA Aa HOCAT
PBKaBHUH 32 e/iHOKparHa ynorpeda, korato Goparar ¢ fuHcTepa Win kancynara. Xenu, KoWTo ca
OpeMeHHH MM NOJ03UpAT, Ye MOKe fa ca OpemenHH, we TpaGra aa Gopasar ¢ Oavcrepa nau
KancyJfara (BxK. Touka 6.6).

O0y4HTENHU MATEPUANH, OTPAHHUYCHHS 3d IPEANHCBAHE K OTITYCKAHE
C uen aa ce NOMOrHe Ha NalMEHTHTE Aa H3BErHAT eKCHOBHUMA Ha deTyca Ha NeHANUAOMAA,
MPHTEXKATENAT HA pa3zpelleHHeTo 3a ynotpeda Ule MOACHIYPH MENHUHHCKHTE CneuqaHCTH
¢ ODYUMTENHU MATepHanH, NOACHABAILK NPEYTIPEKACHHATA 32 OMaKBaHHy TepatoreHel edexr
Ha CHANHAOMHUA, AABallH CLECT 34 NPUIAraHe Ha KOHTPAKETIIHS NPead HAUAN0TO HA TeUYEHHETO
M HACOKH 33 HEeODXO[MMOCTTA OT [IPUBEW/IAHE HA TCCTOBE 33 bpemennoct. [Mpeanucsatuat
nekap TpsGBa 12 YBENOMH MaIIMEHTA 32 OMAKBAHUS PHCK OT TEPATOIrCHHH edeKTH W 3a cTporuTe
MpeanasHy Mepku cpeuly 3abpemeHaBate, KakTo ca onpejesienu B [IporpaMaTa 3a npeBeHLHs Ha
GpeMEeHHOCTTA, H JIa 1ale Ha NAIMeHTHTE ChOTBETHATA o0yuuTtenna 6polypa 3a maUMEHT
Ha MAUMEHTA W/MIIM €KBHBANCHTHO CPEACTBO, CBIUTIACYBAHO C BCEKM HALMOMANEH KO,




KOHTPOAKPAH JIOCTHI, KOATO BKIKOYBA HINOJIIBAHETO HA KAPTA HA NAUHEHTa H/MIH CKBUBANEHTHO
CPEACTAO 32 KOMTPOA HA 1IPEANHCBAHETO W/HIN OTNYCKAHETO, KakTo W ChOHpaHeTo Ha
¥H(OpMauKs, CBbP3aHa C NokasaHWeTo, 3a Aa ce nalmoaasa ynotpefata u3BbH 0A0GPEHOTO
[OKA3aHWE Ha TEPUTOPUATA Ha cTpaHata. B uneandns ciyyall TecTsT 32 OpeMEHHOCT, H3AABAHETO
Ha PELeNTaTa 1 OTNYCKAHETO Ha JIeKapeTBOTO TPADBA Aa CTaBat B €MH U cblit Aen, OTnyckanero
Ha NEHATHAOMUJ HA KEHH C IETEPOACH TIOTeHLHAN TpsAOBa Aa cTaBa B pAMKKHTE HA 7 AHKW Cneq
NPEANHUCBAHETO W CNe/l OTPHUATENEH PE3yNTaT Ha TecT 332 OPEeMeHHOCT 1o MEIHLHHCKO
HabGnwoaenune. Peuentite 3a KeHW ¢ A€TEPOAEH noTeHuWdan Morar na 6baaT 3a MakchManHa
MPOABLIDKUTENHOCT HA JICUEHHETO 4 CeAMMUM CToped O/00PEHHTE MOKa3aHHA 3a PeXHMH Ha
Ao3upaHe (Bk. Touka 4.2), a peuenTHTe 33 BCHUKH APYFHM NAUMEHTH MOraT jga ObAAT 3a
MAKCHMAJTHA NPOABL/KHTENHOCT HA NedHeHHETO 12 ceaMUum,

JpyTH COGUMANHH NIPEAYNPEXKICHHA 1 NPEANA3HH MEePKH Py ynoTpeda

Hugaprm na muokapda

HWndapkT Ha MHOKapaa ce choOLIABA PH NALMEHTH, NOJYYABAILM NEHAIHAOMMA, 0COBEHO NpH
MaLMeHTH ¢ M3BECTHH PHCKOBM akTopu W npe3 mupeure |2 Meceua, koraro ce yrorpeGssa
B KOMOHHanMA ¢ jekcamerasod. TlauMenTi © n3BecTHM PUCKOBH (AKTOPH — BKAIOMHTENHO °
npeadiuda TpomM603a — Tpabea 4a ce HabNAABAT BHUMATENNO U [1d Ce npefnpueMar JeHCTBUA B
OTIHT 1a ¢ CREAAT JI0 MHHHMMYM BCHUKH PHCKOBH (DAKTOPH, KOMTO MOraT Aa ObAaT W3MEHEHH
(Hamp. nyueHe, XHMEPTOHHS H XUNEPIHITHAEMHS ).

Benosnu u apmepuarnu mpomiioembotuunu cniumus

Ilpd nNanKenTH ¢ MYATHMAEH MHeROM KOMOWHAUHATA HA NEHANMAOMHI C JEKCaMEeTa30H ce
CBBP3BA € NOBHLIEH PHCK OT BCHO3HA TpoMOBoembonna (npeamio apaboka Benoina TpomMGo3a 1
benonpobna embonna). PucknT ot BeHosHa TpoMBoemGoans ce HaOMOAaBa B NO-MANKa CTENeH
npH JEHATHAOMH B KOMOWHALKS ¢ Mengana W ITPeHHIOH,

[Ipy naudenTH ¢ MYRTHMUIEH MHENOM. MHENOIMCNIACTHYHI CHHAPOMH M MAaHTENHOKNETbYUEH
MUMQOM  MOHOTEpanuATa ¢ JEHANMIOMWI € CBbP3BA C NO-MAFLK PHCK OT BEHO3HA
TpomMGoeMBonua (npeanmuo nbnboka BeHosna Tpomboza W Genonpobua emBoaHA) OTKOAKOTO
IPH TAUHEHTH ¢ MYJITHIIIEH MHENOM, JCKYBANU C JICHANHAOMUL B KoMOMHUpana Tepanust (Bx.
TOUKH 4.5 1 4.8).

[lpt mauMeHTH ¢ MYNTHNACH MHEROM, KOMOMHAUMATA OT NEHATHAOMHI ¢ AEKCAMETA30H Cce
CBbP3B2 C MOBHUIEH PHCK OT apTepuaiHa TpomBGoeM0oua (NpeaMMHO HH(ADKT HA MUOKApAA W
MO3BLHHO-CBAOBH CHOKTHA), KaTo ce HabntogaBa B 10-HHCKA CTENEH MW KOMOWHMpaHe Ha
NeHANHAOMHA ¢ Mendanan ¥ 1peAln3oH. PuckbT oT apTepuanna TpoMBoeMBONUS € No-Manbk
NIpH JTAUNEHTH C MYITHIIICH MHENTOM, IEKYBAHH C NCHAIMAOMMA KATO MOHOTEPANHs, OTKOJIKOTO
TIPH TAUHEHTH C MYITHIICH MHENIOM, NIEKYRAHH C IEHATMAOMII B KOMOUHHPAHO JIEUeHHe.

CrienosateqHo, NAUNMEHTH C W3BECTHH PUCKOBH (AKTOPH 3a TPOMGOEMGONMS — BKIHOUHUTEIHO
npeavwHa TpomMbo3a — Tpabea na ce wabmonaat BHuMaTenno. TpaGsa na ce npeanpuemar
ACHCTBAS B OTUT Jd c€ CBEAAT A0 MUHHMYM BCUUKHM PHCKOBH (DAKTOPH, KOMTO MOraT Aa GbaaT
M3MCHEHU (HaMp. NYLIEHE, XHNEPTOHUA M XHIICPHNHASMHS). EAHOBPEMERHOTO MpKiaraHe Ha
CTUMYJINDAIH €PUTPOTIOE3aTa CPEIACTBA WM TPOMOOEMOONUUHH CHOMTHA B MMHANOTO ChIIO
MOXKE Jia yBENWUAT PUCKa OT TpoMOO3a NPKH TE3H NMAlMEHTH. 3aT0OBA NPH NALKEHTH C MYATHTLIEH
MHCIOM, NPHEMALUH NCHANIHAOMMA C NEKCAMETA30H, CTHMY THPALLtH ePUTPONOE3aTa CPEACTRA UK
ApyTH BCLUECTBA, KOMTO MOKE 13 MOBHILAT PHCKA OT TpoM0O3a KATO Hanp. XOPMOHARHO-
3aMECTHTENIHA Tepanus, Tpadpa Ja ce NpuiaratT ¢ nosMweHo BHuMaHHe. Kou

xemornobuu Hax 12 g/dl TpsGBa na BoAM no npekpaTsABaxe Ha CTHMYTHpaLL
cpedcTBa.
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fIpenoprLyuTeNnHO € NauMeHTHTE M NeKapuTe Ja HaOMKHIABAT 33 APH3HALM MK CHMITOMH Ha
Tpomboembonua. [launentire TpsadBa Aa OLAAT HHCTPYKTHPAHH 14 ThPCHT NEKAPCKA NOMOLL, aKO
Pa3sBHAT CUMNTOMM KAaTO 331X, 00NKA B MPIAMTE, NOSBA HA OTOUH NO pblieTe W kpakara. Tpabea
la ce NpenopbLyBaT NPOQHAAKTHUHH AHTHTPOMOOTHUHH JIEKApPCTBEHH MPOAYKTH, 0COBEHO NpH
NAaUHEHTH € AONBJIHUTEIHHN pUcKoBH drakTopy 3a TpoMOo3a. PeileHMETO 3a 3anousale Ha
aHTUTpoMOOTHUHA npodMnakTHka TpsbBa na ce B3eME CJACA BHUMAaTeNHa [peleHka Ha
HaNHYHUTE PUCKOBU MAKTOPH HA OTACAHMS NALKHEHT.

AKO MaUWEHTBLY [PETHhPNA HAKaKBO TpomOoemOOoiHuHO chOUTHE. neueHueTo Tpubea na ce
NpeyCTaHOBH W Aa ¢€ 3anoyHe C¢TaHaapTHA aHTHKoAarynaHTHa Tepanwa. Bejnara crnea karo
NAUHEHTBT C€ CTaOHIH3MpAa HA AHTHKOArY/JAHTHOTO JICHEHHE H BCHYKH YCNOKHEHHA OT
TpoMOBOEMBONHHHOTO CHOUTHE €a NOA KOHTPOI. NEYCHHETO € JCHAARAOMHL MOXe fa ce
BL3OOHOBH MPH MBPBOHAYAIHATA J032 B 3ABHCHMOCT OF OLEHKATA Ha CLOTHOILEHHETO Mon3a-
puck. IManneHTsT TPAOBa Aa NPOABINH AHTHKOArYIAHTHATA TEPalMs NO BPEME HA Kypca Ha
JeYEHHE C NeHANUAOMHU],.

benodpoting xunepmonus

[pu nalHeHTHTE, NEKYBAHU C IEeHATHAOMHA. ce cholaBat cayyad Ha Genoapobna xunepronus,
HIKOH OT Tt4x nerannu. [ipean zanousade U No BPEMC HA TEPANHATA ¢ NEHANHIOMHA, NALHEHTHTE
TpsaOBa na OLJAT OLEHEHH 3a NPH3HAUM M CHMNTOMH HA NOATEXAUQ ChpaeyHo-GensoapobHo
3afonasane,

Heymponenus u mpomGoyumonenus

I'maBHHTe TOKCHUHY €EKTH, TUMUTHPALIM J034Ta HA NEHANULOMHA, BKNIOYBAT HEYTPOMEHUS
W TpoMBouMTONEHHA. Ha HIX0AHO HUBO, BCAKA CEAMMULA NPE3 NBPBHTE 8 CEAMHUIK OT ICYEHHETO
C NEHANHAOMUL W MECEYHO ClIE)l TOBA TP#OBA Jla CE CE/H 33 UHMTONEHHH, KATO CE NMPABW NBJHA
KPhBHA KapTHHa ¢ AudepeHumranto Hpoexe, 6poit TpoMGouMTH, XeMOrTOGHH H xematokpur. [pu
NalMEHTH ¢ MAaHTENHOKNETbYEH NuM(OM cxemara 3a HabmaeHue TpaOpa 1a Obae Ha Boexku 2
CEAMHMUM B IMKIH 3 W 4, a cne; TOBa B HAYanoTo Ha Beekd uukwn, [Tpu donukynapen naumdom
cxemara 3a Habmogenne Tpabsa na Ob/le execeaAMHYHA NPe3 MbpBUTE 3 CeAMHULM OT UMKba 1 (28
AHH), Ha BCEKH 2 CeAMUUM MO BPEME Ha UHKNH 2 A0 4 W cliel TOBA B HAYANOTO HA BCEKM LIMKDBA
cied ToBa. Moke Ha ce HanO®H NPeKhCBaHe HA J03aTa W/WIH HAMANABAHE Ha 103aTa (BX. TOuKa
4.2).

B cayyaih na HeyTponeHus nekapat TpabGBa na o0MMCIIH NPHIArAHETO HA PacTeRHK (aKTopw
B JISYSHHUETO HaA MaLUEHTA.

lNauxenTtuTe TpsGBa Aa 6BAAT NOChBETBAHK He3abaBHO Aa ChoOWaBaT 3a GebPHIHN enn30aH.
ITpenopbynTento e nauneHTHTE W nekapuTe Aa ca HaboaaTeNHH 32 NPU3HALIM M CUMIITOMH Ha
KbPBEHE, BIGHOYUTEANO NETCXHH H  enHCTakcHe, 0coleHo NpH  nauWedTH, nonyuyasawmu
ChOBTCTBALLO JICKAPCTBEHHW NMPOAYKTH, KOHTO MOFAaT 7id NPHYHHAT KPLBOH3NMB (BxkK. Touxa 4.8
XeMopard4Hu HapyLIEHHS).

EanoBpeMeHHO NpunaraHe Ha NEHAAMJIOMIIL C APYIH MHEJIOCYNPECHBHU CPEACTBA TpAGBa na ce
MpeanpHemMa ¢ NOBUILEHO BHHMAHHKE,

e  HOBOAMATHOCTHUMPAH MYJTHILICH MHEAOM: 1AUHEHTH, KOHTO ca GWAH NOANOXEHH HA
ATCK, mekyBaHu ¢ MOAABLPKALIO JICYEHHE C JEHLTHADMH L

Hexenanute peakuuu ot CALGB 100104 skmousat cuOMTHA, cbODLL@BAHW Clle] BUCOKA 103

mendainan u ATCK (BIIM/ATCK), xakto v ¢bOUTHA OT Nepuoja Ha NOLIBLPXKALLOTO NEUEHHE.

Bropn ananni ycranoBsBa ChOMTHS, KOMTO €a Ce pa3BHAM CNel 3ano4yBaHe Ha noanbLp

NEYCHHE.
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Karo usano, Heyrponenus Crenen 4 ce nHabnonapa no-4ecTo B paMeHaTa Ha NOMUTbPXKALLO
JICYEHHE C TEHANMIOMHA, B CPABHEHHE C PAMEHATA HA NOAXBPKALLO IPUAOKEHHME HA Niaauedo 8 2
MPOYYBAHHS 33 OUEHKA HA NOMLABPKAIOTO JNeueHne ¢ NeHandaomMua npd HIAMM nauventn,
KouTO ca O6nnn noanoxenu Ha ATCK (cvoterHo 32.1% cnpamo 26,7% [16,1% cnpamo 1,8%
cnes| 3ano4BaHe Ha nojabpxawo neveHue] npy CALGB 100104, u chorsenTHo 16,4% cnpamo
0,7% npu IFM 2005-02). lMossuaoTo ce B pe3ynTar Ha nedennero HC veytponenus, soaemo ao
CNHpaHe He TeHannAoMKA ce Habnoaaea cbOTBeTHO pu 2,2% o1 naunentute B CALGB 100104
H 2,4% ot naumentute 8 IFM 2005-02. ®edpuana neyrponenus Ctener 4 ce ¢Lobasa cbe
CXOAHA 4€CTOTA NMPH paMeHaTa Ha NOAABPHALLO NIEYCHHE C NEHANHIOMHI, B CpaBHEHHE ¢
pPAMEHATA HA NOJALPHKALLO NPHIOKEHWE HA nnauedo B ABETE NpoyyeaHus {cwhoteeTHo (,4%
cnpamo 0,5% [0,4% cnpsmo 0.5% cnea zanousane Ha noaabpkaulo neueuue] npu CALGB
100104, » 0,3% cnpamo 0% npu IFM 2005-02). [Maunenrute Tpsbsa na 6baaT ChBETBAHH
He3abaBHO a cbhobulasaT 3a GeOpUAHY CIIM30[M. KAaTO MOKE ja Ce HATOKW NPEKhCBAHE Ha
NedYeHUeTo W/ HaMmalisBaHe Ha A03aTa (BX. Touka 4.2).

Tpombountonenus Ctenen 3 uam 4 ce Habmoaasa No-4ecTO B PaMEHATa Ha TNOLILPKALLO
NeUeHHE ¢ JICHANHAOMH, B CPABHEHHE C pAMEHATA 1132 NOALPKALIG NPHIGKEHHE Ha nnauedo B
Npoy4YBaHHUA 33 OLEHKA Ha NOAABPKAUIOTO nedeHHe ¢ newanmaomMua npu HIAMM nausent,
KoHuTO ca Gunu noanoxkenu Ha ATCK (cvoTteeTHo 37,5% cnpamo 30,3% [17.9% cnpamo 4.1%
Clefl 3anouBaHe Ha Mojanpkawo neuehue) npy CALGB 100104, u 13,0% cnpamo 2,9% npu
IFM 2005-02). TTaunenture 1 aekapuTe cinelBa fa ca HaGMFOAATENHN 33 NPOSBH H CUMITOMH Ha
KbPBEHE, BKIKOYUTCIIHO NETEXHH W €NUCTAKCHC, 0COOCHO NPH NAUMEHTH, KOUTO TONy4YasaT
CBNBTCTBAILO NICKAPCTBEHH [IPOIYKTH, CKIOHHHM 13 MPEAN3BHKAT KbpBeHe (BX. Touka 4.8,
XeMOoparnuBy HapyLueHHs).

e  HOBOAMArHOCTHUKPAH MYJATHIUICH MHEA0M: MalUHEeHTH, KOHTO HE ¢a NOAXOAAWM 33

TPAHCINAHTALMA, JIEKYBAHH C JIEHANNAOMHK, B KoMOuHalLKa ¢ BopTe3oMnb u gekcameraiol
Heytponenua Ctened 4 ce nHabnionaBa ¢ [M0-HUCKA 4ECTOTA B PAMOTO HA NEHANHAOMUA
B koMOHHaUus ¢ bopre3oMHb M aekcametason (RVd). oTkonkoTo B cpasuuTenHoTo pamo Ha Rd
(2,7% cnpsamMo 5,9%) B npoyusaneto SWOG S0777. Mdedpunna neytponenus Crenen 4 ce
cboftiaBa Cbe CXOMHA YECTOTA Npu paMeHata Ha RVd u Rd (0,0% cnpamo 0,4%). Maunentne
TpsaGBa Aa ObiaT nochBeTBaHH He3a0aBHO A ChLoGwanar 3a GeOPHAHM eNU3OAU; MOXKE 14 Ce
HANMKH NPEKbCBaHe Ha NEYEHHETO H/UIKM HAMANABANE HA 103aTa (B, TO4KA 4.2).

~

Tpombouuronenus Crener 3 uim 4 ce Habmonasa no-uecto B pamoto Ha RVd, otkonkoto
& CpaBHHTENHOTE paMo Ha Rd (17,2 % cnpamo 9,4%).

¢ HoBogHarHoCTMLpPAH MYJITHNACH MMC/OM TIPH NALHEHTH, KOHWTO #He cd NOAXOJAIuM 3a

TPAHCMNAHTALNA, JEKYBAHH ¢ NEHANKAOMU B KOMOMHAUNE ¢ HHCKA 1033 1EKCAMETA30H
HeyTtponenus Crenen 4 ¢ Habmonasawi B paMeHaTa Ha JICHANHIOMHA B KOMOWHALMA
C AEKCAMETa30H B [0-Majika CTeleH, OTKOAKOTO B cpabBHuTennoTo pamo (8,5% npu Rd
[npoasmicutenno nevenne] u RAI8 [nevenne B npoabnkenne ua 18 yeTHpuceaAMHUHH UHKIH]
B CpaBHeHHe ¢ 15% B paMoTO Ha mendanan/mpeann3on/tannioMna, ex. touxa 4.8). Ennzomute
Ha (ebpunna neytponenus CTenen 4 ca CpaBHHMH CbC CpaBHHTEnHOTO pamo ((,6% npu Rd
¥ RAI8 nenanuaomui/nekcamerason-neKyBaHn nauuentu B cpaseHue ¢ 0,7% B paMoTo Ha
meadanan/npeAHu30H/TAHAOMN/L, Bx. Touxa 4.8).

TpomGouuronenua Crened 3 uan 4 e uabnosaBana B Mo-Manka creneH B pame
¥ Rd18, 0TKONKOTO B CPaBHHTENHOTO paMo (ChOTBETHO 8.1% cnpamMo [ 1.1%).
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» HosoguardHocTuuMpan MyJTHIMIEH MHENOM NpH NAUHEHTH, KOMTO He cd NOAXONALM 3a

TPAHCNIAHTALHA, JIEKYBAHH € IERANUAOMU] B KOMOMHaUUA ¢ Mendanan W NPeaHu3oH
KomOuhauusTa Ha JeHanmuaoMua ¢ Mendalan M NpeaHd3on B KIMHAYHH H3UTBAHHA 0P
MaUHeHTH C HOBOAUATHOCTHUHPAH MYJTHIICH MHEAOM € CBBP3BA ¢ NOBHWEHA 4ECTOTA HA
ueytponenns Crenen 4 (34.1% npu naumenTtute OT paMoTe Ha Melfdanad, NMPeaHU3IoOH U
AeHaMIoMul, focne1sano o1 seHanniomny  [MPR+R| uw mendanas, npeanuson w
aeHannaomu), nocnensado or maauebo [MPR+pl. B cpaeHenue cwve 7,8% npu nauvenTH,
nekysaws ¢ MPp+p; Bk. Touxa 4.8). Enuzonn ua debpunda Heyrtponenns Crenew 4 ce
naOntonasat paako (1.7% npu nauuenTu, tekysanu ¢ MPR+R/MPR+p, 8 cpasrenue ¢ 0,0% npu
nauxenTH, nekysaHy ¢ MPptp; Bx. Touxa 4.8).

KomGuHalnaTa Ha TeHanuaoMia ¢ Mendanan 1 npejHu30H NPU NAIHERTH C MYJITHIIEH MHENOM
Ce CBbP3Ba C NMOBHLIEHA YecTova Ha TpoMOouMTonenna Crened 3 u 4 (40,4% npu nauyueHTH,
nexysaHd ¢ MPR+R/MPR+p. B cpasHeHue ¢ 13,7% npn naudeHTH, nekysaHu ¢ MPp+p; k.
Touka 4.8).

e  MynTHIJICH MHEJIOM: AIIMEHTH C NOHE SAHA NPEAXOKAALLE TEpanus

KoMGHHaLUATA HA NEHATHAOMHA C AEKCAMETA30H NIPH MALMCHTH C MYJTHIIIEH MHEOM C TOHE
elHa OpPeIXOMNAALIA TEPANNS ce CBLP3BA C NOBHLILCHA YecToTa Ha Heyrponenus Crened 4 (5,1%
IpH NAlMEHTHTE, NEKYBaHH C JEHANHAOMUUEKCAMETa3oH, cpaBHeno ¢ 0,6% MpH NauueHTHTE,
fekyBaHd ¢ nnaiebo/nexcaMeTas’oH; k. rouxka 4.8). Lnmsoan Ha debpunHa HeyTpomenns
Crenen 4 ca Habmopapany  poako  (0.6%  npH  NAUMEHTHTE,  NICKYBaHW ¢
neHanuaoOMMA/feKcaMeTasod,  cpaBHeHo ¢ 0.0%  npu  nauMeHTHTE,  NEKYBaHM €
nnranebo/aexcaMeTas’oN; px. Touka 4.8),

KoMGrHauuaTa Ha JieHanuaoMHa © ACKCAMETa3oH 1IPH NAUHEHTH C MYITHIUIEH MHENOM Ce
CBbP3Ba C NOBHLUEHA YecTOTa Ha TpomGounToneus Ctenen 3 u 4 (cpoTBeTHO 9,9% ¥ 1.4% nipu
MalMEHTHTE, JIEKYBAHM C JieHanHJoMKHa/dexcaMmerasoH, cpasHern ¢ 2.3% u 0,0% npu
MalVeHTHTE, NIEKYBaHH ¢ NNaLucho/aeKcaMeTazon; Bx. Touka 4.8).

¢  MuenoaucnjacTuyiy CMHIPOMH

Jlewenuero ¢ neHannAOMHA NPH MALMEHTH ¢ MHENOJAHCTINACTHYHH CHHAPOMH € CBbP3aHO ¢ No-
BHCOKA 4ECTOTA HA HeyTponeHusa 1 TpoMmOounTonenis Crenen 3 W 4 B cpaBHCHHUE C NALIMEHTH Ha
nnauebo (Bx. Touka 4.8).

¢  MaHTeaHokeTEYEH NHMBOM

Jlevenuero ¢ NEHAJUWAOMHA NPDH NAHHEHTH € MaHTCIHOKIEThYEH J]HMCIJOM € CBLP3aHO ¢ NOo-
BHCOKa 4€CTOTA HAa HCY TPONCHHA Crenen 3uds CPaBHCHYE C HAUHEHTHTE OT KOHTPOJIHOTO paMo
{Bxk. TOuka 4.8).

¢ DonukyaapeH AuMpom

KoMmOuHauusaTa 0T NEHaAHAOMUIL € PHTYKCHMAG npu nanuenTd ¢ donukynaped aumdom ce
CBbP3Ba € NMO-BUCOKA 4ECTOTa Ha HeyTponennsa CTenen 3 Wi 4 B cpaBHEHHE C NAUWEHTHTE Ha
PaMoTo Ha niauebo/purTykciumad. @ebpunra HeyTponenus U TpombouuTonenus CreneH 3 uiu 4
€a 1Mo-yecTo HAbNIAABAHH B PAMOTO Ha JIEHANMAOMUI/PHTYKCHMaO (BX. Touka 4.8).

Hapyuenus na ypumoguonamu seiesa
Cbolbwasann ca ciyvaM Ha X4NOTHPEOWIH3bM W Cayvan Ha xuneprupeouanssm. [Ipeau
Ha4aloTo HA JIEYEHHETO C& NPENOpPbYBA ONTHMANEH KOHTPOI HA ChILTCTBALMTE Gon
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CBECTOAHWA, BIUACLUH BLPXY (.])YHKLLHSITB Ha WMHTOBHWAHATA XKE€3a, ﬂpenopw—ma €€ CIIeACHE Ha
C])yHKLLHﬂTa Ha WKTOBXAHATA ¥KJIE332 HA U3XOAHOTO HHBQ U BITOCICACTRHE,

Hepughepra nesponamus

JleHaNnIOMHA € CTPYKTYPHO CXOAEH € TalHJOMHA, KOHTO € W3BECTEH ¢ NPHYMHABAHETO Ha
TexkKa nepudepra Hesponatua. He ce wabmonasa yseiuycHye Ha 4ecToTata Ha nepudepHata
HeBpoNaTus, HabNlogaRana MpH JIEHANHAOMKUIL B KOMOHHALNS € JIEKCAMETa30H UK Mendanad 1
OPeAHH30H, TP  MOHOTEPANWA ¢ ACHAIMIAOMUN, WilH TIPH  ABATOCPOUHO MPHIOKEHHEHA
ACHANHAOMH/, 32 NEUEHAETO HA HOBOAHATHOCTHLIMPAH MY ITHITIEH MHENOM.

KomOuHanuuaTta Ha neHanniaoMua ¢ 60pre3oMud MHTPABEHO3HO M NEKCAMETA3ZOH T1PH NaUMEHTH
C MYNITHTNIER MHENOM Ce CBBP3Ba C MO-BHCOKA YeCTOTA Ha NepHdepra Hesponatus. YecToTaTa €
NO-HKCKA, KOTaTo BOPTE30MHO e npUiara NOJAKOXHO. 3a A0ILAHATEIHA HHDOPMALHA BXK. TOUKa
4.8 » KXI1 3a 6opTezomud.

Pearijun na gxmusupaiie g myMopa i MyMop-163He CUHAPOM

Tbii kato NCHANMIOMHUA NpUTERABA AHTHHEONNACTHUYHA AKTHBHOCT, € Bh3MOMKHO 3 Bb3HHKHAT
YCNOXHEHUs oT TyMop-iM3nuc cuHapoma (TLS). Crhodiuenn ca cayvaw Ha TLS n peaxuus Ha
aktueupaHe Ha Tymopa (TFR), BkaountenHo cnyvan ¢ netaned msxon (B#. Todxa 4.8).
Iauuentu ¢ puck 3a passutue Ha TLS n TFR ca 1e3n ¢ BHCOK TYMOpEH TOBAP Npeay 3anouBaHe
Ha aeuennero. Tpadsa na ce noAxoX Aa NPeANANNBO. KOTATO TC3H NAUHCHTH ce BLBEX/AT Ha
neHanuaoMMA. Tesn nauneHtn Tpadsa aa ce 1abilio/1aBaT BHUMATENHO, 0CODEHO NO BPEME Ha
NbPBHUS IMKBJ HA YBEJIHYABAHE HA 1034Ta, U A3 Ce B3EMAT NOAX0AALIN NPEANa3HH MEPKH,

*  MaHTenHokreTbueH AuMGoM

Ilpenopbusa ce BuMaTemo Habmonenne i onchka 3a TFR. [launenTu ¢ BHCOK Mexk Ly HapojeH
MPOTHOCTHYEH MHIEKC HA mawrennoknaerbued nitmdom (MIP) npu amarnoctHuupane wunu
0DeMHO 3abongBaHe (NOHE €XHa JIe3Hs, KOATO € > 7 cm B Hali-TbIrHA AHAMETHLP) B HAYanoTo
MOMeE [1a €2 W3NOXKEHHW Ha puck oT THFR. Peaknusta na akruBHpane Ha TYMOpa MOXKe /1a HMUTHpa
nporpecusaTa Ha 3adbonspaveto (I13). MNauuent B npoyusanus MCL-002 w MCL-00), kouro ca
umand TFR Crenen 1 n 2. ca nexypann ¢ woprukocreponsy. HCTIBC w/mam napkoTHuHu
dHaNreTHUW 3a yrmpapicHHe Ha cumnromure Ha TFR. Pewenuero 3a npeanpuemaHe Ha
TepaneBTH4HH Mepkd 3a TFR Tpabea na ce m3eme ciea BHUMATENHA KAHKHHYHA OUEHKA HA
OTASAHMS NaHeHT (Bx. Touky 4.2 1 4.8).

o onuxynapen sumdom

Ilpenopbusa ce BanMatenno Habmosaenne 1 oueHka 3a TFR. AKTHBHpaHeTO Ha TyMOpa MOXe A4
HMHTHDA Nporpecna Ha 3aboaseaneto. ITauueHTn, kouro ca nonyunan TFR Crenen 1 v 2, ca
NekyBanu ¢ koprukoctepouan, HCTIBC w/unu HapkoTHUHM aHANreTHUM 3a yNpaBneHHEe Ha
cumntomute Ha TFR. Pewennero 3a npeanpuemane va repanestnynn mepku 3a TFR TpaGsa na
C¢ B3EME Clle[l BHHMATEIHA KAHHHYHA OUEHKA HA OTACIHUS NALHEHT (BXK. ToYki 4.2 u 4.8).

Ilpenopbusa ce BHumareano nabnogeHue W ouerka a TLS. launentute Tpatea na Gbaar
nobpe xuapatupaHn v jaa noayuyasar TLS npodmnaktuka, B JOMbAHEHHE KbM CEAMMYHHTE
XHMHYHH NAHCTH MO BPEME HA ITHPBHA LUHKLI HIIH NO-/IbiT0, KAKTO € KIHHHYHO NOKA3aHo (BX.
Touku 4.2 u 4.8).

Tymopen mosa,

*  MaHTendokaerbyeH auMom
JlenannaoMua He Ce NpENoOpbUBaA 33 ACUEHHME HA TIALUWEHTH C BHCOK TYMOpeH TOBap,
HAJTHYHH anTEPHATURHH Bb3IMOKIIOCTH Ha IeYcHNUE.
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Paunna cepm
B npoyusanetro MCL-002 uva obil10 04eBMAHO yBENHYEHHE HAa PaHHUTE (B paMkuTe Ha 20

CEJIMHLIM ) CMBPTHHM Cilyyan. llaunenTute ¢ BHCOK TYMOPCH TORAD HA M3XOAHO HUBO Ca H3N0KEHN
Ha MOBHILCH PHCK OT paHHa cMbPT, HMa 16/81 (20%) paHHM CMBPTHHU cilydad B rpynarta Ha
neHanuaoMun M 2/28 (7%) paHHM CMBPTHH clyyad B KOHTposHata rpyna. B pamkute na 52
CeAMHUM CHOTBETHHTE CTOHHOCTH ca 32/81 (40%) 1 6/28 (21%) (BmxTe Touka 5.1).

Heoxceranu cobumus

B npoyusane MCL-002, no BpeMe Ha uuxbn Ha neuenue 1, 11/8] (14%) nauneHTH ¢ BUCOK
TYMOpeH TOBap ¢a OHIH OTTErfeHH OT TEPanHA B PAMOTO Ha fieHaakaoMua cpewny 1/28 (4%) B
KOHTPONHATa rpyna. OCHOBHATA NPUYHHA 32 PEKPATABAHE HA JEUEHHETO NPH NAUUEHTH C BUCOK
TYMODEH TOBAp NC BPEME HA LHKLJ HA JgueHMe | B paMOTO HA ACHANHIOMM/ €3 HEKENaHM
ctOuTHa, 7/11 (64%).

flopaan ToBa nauMeHTHTE ¢ BHCOK TYMOpEH ToBap TpadRa Aa ObidaT BHUMATENHO HabmoaaBaHm
33 HEXENAHW peakinn (Bk. Touka 4.8). BKAIOYUTEAHO NPU3HAIKM HA PEAKUHA HA AKTHBHpaHe Ha
tymopa (TFR). Moas, suxkre touka 4.2 3a kopurupane na ao3ara 3a TFR. [onemuat Tymopen
TOBAp Ce ONPeiEeNs KATO NOHE eHa Ne3U% C AHaMEThp > 5 ¢m wan 3 nesuu > 3 cm.

ARepeuinu peakyunl 4 MENCKY KON Peariyun

Cbobwasat ce ciyyau Ha anepruMHH peaxiiu, BKIIOYHTENHO AHTHOENEM. aHa(HIaKTH4HA
PeaKUMA N TEKKH KOXKHU peakiuu, BKmovnTenHo SIS, TEN u DRESS npu nauuenTh. nekysanu
¢ AeHannaoMut (Bi. Touka 4.8)._ITanmnenture Tpabea 2a ObJaT KOHCYNTUPAHH 3a NPH3IHALKMTE H
CHMIITOMUTE Ha TE3H PEAKLHH OT NPEANHCBALLIHTE NeKapH. W TpadBa 1a GbAaT MHCTPYKTHPaHHU Na
IOTLPCAT HE3abABHO JEKAPCKA TIOMOLLE, AKO PA3BUAT T3 CUMNTOMN. Jlenannaomia Tpabsa 1a ce
NPEYCTAHOBH MPH aHrnoeaem, asaunakTHYHa peakimns. ekchoanaTHBeH MM Oyio3eH obpus
WM ako uMa cbMuenus 3a SIS, TEN wau DRESS w ne Tpsafsa na ce noawossea cnea
NPeKpaTABAHETO MY NOpaad Te3u peakuuu. [Tpu Apyri popMH Ha KOKHA peakuus B JABHCHMOCT
OT TexecTra TpadBa 1a ce OOMHCIH NPEKLCBAHE WAH NPCYCTAHOBABAHE HA JNEHANHAOMWA.
[lauuenTy, KONTO ca MMAAM NPEHIUHK aNlepruuHKl PeakiiMy, J0KATO €a JIEKYBAaHH C TANHAOMHAL,
Tpabsa ga ce HabmogaBaT BHUMATENHO, Thil KaTO B NMTEpaTypaTta ce chobliaBa 2a BL3MOXHA
KPBLCTOCAHA PEaKUHA MENAY JieHanHAoMuA ¥ TaauaoMua. TlauMeHTH ¢ anaMHesa 3a Tewnk
00pus, CBLP3aH C JIEUEHNE ¢ TATHIOMH, HE TPSOBA /14 NOTYYABAT NEHANHAOMHL.

BMO,UIJ HbPEGUHHY ZTORKANECINBEHU 3(16().'!516’(1”!1}1'

B KAMHW4HM npoyuBaHMs Ha AeKyBaH¥ MpeAM TOBA NAUHEHTH C MHENOM. NONY4ABaiLM
NeHANHNOMHA/IEKCAMETA30H, C& HabI0/1aBa YBEJHUEHHE HA BTOPHTC TPBHYHH 310KAYeCTBEHH
3abonssakua (Bl133) (3,98 na 100 uosekoroaunn) B cpaBHedue ¢ koutpoante (1,38 wa 100
yosekoroAuHHu). Heunpazuenute BII33 BrinousaT 02a3anHOKIETbUSH MM CKBAMO3HOKIETHYEH
pak Ha koxara. [loseyeto o1 nuBasmeHuTe BI133 ca connaHi 310KaueCTBEHH TYMOpH.

B KAMHHYHWTE  M3NUTBAHHA  NpH  HENOAXOASWM 33 TPAHCILIAHTALMA  NAUMEHTH ¢
HOBOJHATrHOCTHLMPAH MYJITHILICH MHENOM, ¢ HabneaaRa yrenrueHue oT 4,9 MhTH HA YecToTata
Ha xemaTonorsydu BI133 (cayyau Ha octpa Muenonana nesxkemus (OMJ1), MHEIOAUCIIACTHYEH
cuiapom (MAC)) npu raupenTy, MoayyapalllM NeHaNMAOMHI B KomGuHauus ¢ mendanad
M Opeinn3on a0 nporpecks (1.75Ha 100 woBekoroauHu) B cpaBHeHne ¢ MendanaH B
koMGuHauua ¢ npeauusoH (0.36 na 100 woBekoroamHn),

Venuuenue oT 2,12 nbTH Ha uectotara Ha BI133 (conuanu TYMOPH) ce Habmoaas

YOBEKOTOAHHH ).




[1px naunerTH, NOAYYABAILUN ICHANHAOMHA B KOMOHHAUMS € ACKCAMETA30H 10 NPOrPECHA UK 3a
18 meceua, yectorarta Ha xemaronornuhnte BI133 (0.16 na 100 yoseKoroamHu) He € noBMILEHa
B CPaBHEHHE ¢ TANMUOMHA B KOMOMHauus ¢ wmendanan u upeguuzon (0,79 wna 100
YOBEKOIOAMHH).

VYeeauuenne o1 1,3 nbTH ha uvectorata sa BPI33 (comuanu Ttymopu) ce nabnonasa npw
NAUMEHTH, NOAY4aBallK JICHAMAOMHA B KOMOWHALMA C JICKCAMETA30H AC NPOIpecHs WM 3a
18 meceua (1,58 Ha 100 wOBEKOroAHHH) B CPABHEHUE C TANMAOMHL B KOMOUHALKS ¢ MendanaH u
npeanusod (1,19 na 100 yosexoroanuu).

[Ip nau¥eHTH ¢ HOBOJAMATHOCTHUHPAH MYJNTHILIEH MHENOM. MONYYABAIIH NEHANHAOMHI
B koMOHHaUKa ¢ GopTelomub M AekcameTa3oH. yecToTata na xemaronornunnte BI133 e 0,00 —
0,16 Ha 100 yomexoroanhu, a uyectorata va BI133 (conmnamu Tymopu) e 0.21 — 1,04 wa 100
YOBEKOTO/IHHH.

[MToBHILEHHAT PUCK OT BTOPH ITbPBUYHH 3TOKAYECTBCHH 3ab0IABAHNS, CBLP3AN C EHANHAOMU] €
OT 3HaueHde u B konTexcTa Ha HIMM cnen tpancrniaantauus na cTeonoBh kiaeTkn. Maxap ue
TO3H PUCK 3acera He € HaNnbIHO XapaxTepHsupaH, Toit TpadBa ia ce UMa npej BWI. KOraTto ce
NpeUeHABa n3nonisaHeto Ha JlenanuaoMul I'puHAEKC NpH NOJOOHH yCnorua,

YecroTata Ha XeMaToAOrMYHM 3N0KauyecTBeHu 3afonspauus, Hait-seue OMJ, MJIC u B-
KNEThYHH 3N10Ka4eCTBEHH 3a0oasBandns (BKMounTe n0 auMdom Ha Xomkkun), ¢ 1,31 #a 100
YOBEKOFOAHHH MPH PAMEHATA HA JienadnaoMiA W (58 Ha 100 uoBekoroaMHu B pameHaTa Ha
nnanedo (1,02 na 100 4OBEKOTOAKHH NIPU MaLWEHTH ¢ EKCAOIMUKA HA teHanuaomua chea ATCK
# 0,60 na 100 yoBexOTOAWHK 7a NAUMEHTH Ge3 exkcno3unuua Ha senanwaiomun cien ATCK).
Yecrorata Ha coaupnute Tymopu SPM ¢ 136 na 100 4OBCKOrOAHHM 3a pameHaTa Ha
aeHanuaomua v 1,05 Ha 100 uosekoroannu 1a pamenara Ha nnauebo (1,26 na 100 yosexorognHu
NpH DALMEHTH C EKCNO3HUMA HA sieHanuaovua caegq ATCK u 0,60 na 100 uosekoroauHu 3a
nauMeHTH 0e3 excnosnuEg Ha acHannaoMua cren ATCK).

PHckbT OT nossa Ha xemaTonornunu BI133 tpabpa na ce oT4eTe Mpeay 1a c¢ HHHUHHDA NIEHEHHE
C IEHA/IHIOMH] B KOMOMHAIHA ¢ MeN(anay Wi HENOCPEACTBEHO CNed BUCOKA a03a mMeadanau
n ATCK. Jlexapute TpabBa BHMMATEIHO 13 NPEUCHST NALHCHTHTE TIPEAH W N0 BPEME Ha
NEYEHHETO, KATO WIMON3BAT CTAHAPTEH CKPHHMHT 32 pak 3a HanuuueTo na BI133, w aa Hasvauar
NEYEHHE B CHOTRETCTRHME ¢ PaspeIleHOTO 10KAaHKe.

Hpocpecua 0o acmpa Muesouona aceresmus npu MAC ¢ vk u cpeded puex-1
s KapuoTtun

ba3oBuTe NPOMEHIHBH. BKAIOUUTENIHO KOMMICKCHA LIMTOTEHETHKA, €A CBhP3aHU ¢ MPOIPECcHs 10
OMJI nput naudedTH, KOMTO Ca 3ABHCHMH OT KpBBONpEnnBane W uMaT anomanus Del (5q). B
KOMOMHWPaH aHafn3 Ha JIBE KAKHHYHH U3MUTBAHMA HA ICHANHAOMUA NP MHENOAHCTUIACTHYHM
CHHAPOMH C HHCHK WJTH CPEAEH PUCK-1, MALMEHTH, KOHUTO €4 UMATH CAOKHA LUWTOIEHETHKE, ca
HMaH Hai-BACOK M3YHCICH 2-TOAMWIEH KymynaTiseH pHck oT nporpecus 10 OMJL (38,6%).
lNpubausnTennara 2-roaviiHa ckopocT Ha nporpecus o OMJI NpH NauMEHTH ¢ aHOMaTus

wsomupana Del (5q) e 13,8%, B cpasuenne cbe 17.3% 3a naurentu ¢ Del (5q) 4 enna
AOMBAHHTENHA LHTOICHETHYHA AHOMATHA.

KaTo crieacTsie, CbOTHOLIEHHETO NON3A/PHCK HA NEHANMAOMKI, KOFATO MJC ca ceupaa
(59) ¥ KOMNJIEKCHA IHTOTEHETHKA, HE € H3IBECTHO.

e TP53 cratve
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TP33 myTauus npucnersa npii 20 10 25% or naunentire ¢ MAC ¢ no-Huebk prek o1 Del Squ e
CBbP3aHa € NO-BHCOK PHCK OT Nporpecuf A0 octpa Muenonaua nepkemus (OMJI). B nocT-xox
AHAITH3 HA KITUHHYHO UINUTRAHE HA JICHANMIOMAA 1IPH MHEIOAHCNNACTHUHE CHHAPOMY C HUChK
uiH cpefied puck-1 (MDS-004), u3uncnenara 2-rogmuna Yectota Ha nporpecds o OMIT e
27,5% npu naumendtw ¢ THC-pS3 nosurusnocT (1% rpaHH4HO HHBO HA CHIHO AAPEHO
OLBETABaHE, KAaTO C¢ HM3I0JI3BA HMYHOXHCTOXHMHYHA OUEHKA HA p53 NpoTeHH Kato Cyporart 3a
TP33 myrauvonen craryc) n 3.6% npr nauventu ¢ [HC-p53 neratumHocT (p = 0,0038) (Bk.
Touka 4.8).

[Ipozpecus kbm Opyou s10KgueCcMaeny 3U00INBANUSE 1P MANTHEANORICITb Y CH ttudho
Hpn wmautenanoknetbueH numbom, OMI], B-kaerbudu  3nokavecTBeHd 3abonsBavxd |
HeMenaHomeH pak Ha koxkara (HMPK) ca usenrnduiinpann puckose.

Bmopu nbpeuyui 310K04SCIBCHI SUOMIHREHISL APU (DO IUuRyIApen TuMgom

Ilpn peumanBupamo/pedipakteped npoyusave 2a iNHL, xoere BKkmousa nauMeHsTH ¢
donukynaped auMdoM, He ce HabGmojasa nosmiuen puck ot BI133 B pamoro Ha
NEeHaNMAOMML/PHTYKCHMA0 B CpaBHEHWE ¢ PaMOTO Ha maauebo/puTykcumalb. XeMaTonornyex
BIT33 wa OMJI ce wnabmopasa npu 029 wa 100 uosekoroamsm B pamMoTo Ha
neHanuAoOMHA/puTYKecHuMatd B cpasHedue ¢ 0.29 na 100 4YOBCKOrOAWHM TNpH  NaUKEHTH,
nonyyasgauu naanebo/putykcimab. YecTorata Ha XeMarONOTHYHM TUIOC CONMAHH TYMOPHW
BII33 (c u3kmouenue na HemenaHoMeH pak va koxara) e 0,87 va 100 woBeKOrONMHN B PamMoOTO
Ha NEHANMAOMUZ/pUTYKCUMAO B cpaBHenne ¢ 1,17 Ha 100 uOBEKOrOAWHW NpPH TAUMEHTH,
nonyyasaill maauebo/puTykcumad cbe cpeaHo npocneisisake ao 30.59 meceua (avanazon ot 0.6
0o 50,9 mecena).

Hemenatomuure pakOeBH 3a00NgBaHHA HA KOXaTa ca HII.CHTH(bHLI,HpaHH PHCKOBE H BKNEOYBAT
NNOCKOKNETEYHH KAPLUHHOMM Ha KOXara HiH 0a3UIHOKJIETLUYHN Ka@PUHHOMMH.

Jlekapure TpsafBa aa wabGnioaaBar nauMeHTHTe 3a pa3BuTHe Ha BII33. Korato ce ofmucas
lleucHHe C ReHanuaoMui, TpabBa na ce MMAT NpeaBHA KaKTO NOTEHUMANHATA NOJ3a OT
JIEHAIMAOMHKA, Taka W pUcKbT oT BI133.

Yeprodpobuu napyuienus

HepHoapoOHa HEAOCTATBUYHOCT, BKIIOYHMTENHO CAydau ¢ QaTajeH u3Ixoi, ce ¢boldluaea napH
MALHEHTH, NCKYBAaHW C NEHATHAOMHI B KOMOWHHMpaHa Tepanva: chofiuasa ce 3a ocTpa
YepHOAPOOHA HEAOCTATBLYHOCT, TOKCHUEH XEMATHT. UMTOMHTHUCH XEIMATHT, XONecTaTHueH
XENaTHT W CMeceH LUTONHTHUEH/XOMECTATHIEeH XenaTHT. MeXaHH3MHTE Ha TeKKa JIEKapcTBEHO
HHAYUKPAHA XEMaTOTOKCHUHOCT OCT4BAT HEW3BECTHH. BBAPEKH Y€ B HAKOM Clyuan
NPCABAPHTENHO CBLLIECTBYBAUIO BHPYCHO UYepHOAPOOHO 3aD0AsBaHe, NOBHLIEHW Y4EPHOAPOGHU
CHIUMK Ha HIXOJHOTO HUBO H €BCHTYAJHO NIEYEHHE C AHTHOMOTHIK MOraT A3 ObLJAT PHCKOBH
tarropu.

Hecto ce chodliaBa 3a OTKIOHEHNS BbB (Y HKLMOHANHHTE YepPHOIPOOHH NOKA3aTENMH, KOMTO ca
0010 B3€TO aCHMNTOMATHYHH W ODPATHMM NPH TipexbeBaHe Ha npunaranero. Cnea xato
NapaMeTpuTe C€ BbPHAT KbM H3IXOJHOTO HWBO, MOKE Ja €€ NOMHCIH 33 NEYEHHE ¢ NO-HHCKA
aosa.

Jlenanupomun ce excxperupa upes Gubpewnre. Bakno e aa ce KopHrupa 103ara Ha na
¢ 6B0peuHo yBpexaane, 3a Aa ce WiGerHaT NiasmMeHy HWBA. KOMTO MOFaT 13 yBenuua
TO-YECTH XEMATOJOTHYHH HEKENAHH DEAKUHM WAH XenatotokcudHocT. [Mpenopby
#Habnwonaea uepHoapoOHaTa (PyHkuKS, OCOBEHO KOTaTo WMA aMaMHel’a 3a UiH e
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BUPYCHA 4epHOAPOOHA MH(CKINA, MK KOFATO ACHANHIOMHA ce KOMOUHMPA C NEeKapCTBEHU
MPOAYKTH, 33 KOHTO € HIBECTHO, Ye CE CBLPIBAT ¢ AHCYHKIUA HA YepHHs Apol,

Hucpexyus ¢ wau de3 neymponenus

[TauneHTUTE © MYNTHN/IEN MAESIOM Ca NOAATANBH HA HH(EKIHH, BKIIOYHTEANO NHEBMOHMA. [To-
BUCOK NPOUEHT UH(pEKUMU ce HabMIAABE NPH NCHAIHIOMHI B KOMOHHAUWA ¢ ACKCAMETAIOH,
otkonkoTo npH MPT npu naunentu ¢ HIIMM, kouTo He ca noaxosiuy 3a TpaHciaaHTauus, u
Ha MORABPXKALLO JIEYEHHE C JIEHANHAOMUL B cpaBHeHue ¢ nnauebo npu naumeHtn ¢ HIMM,
KOMTO ca Ounn noatioxeHd ua ATCK. Mitdekurn ot ¢rencH > 3 BbIHHKBAT B KOHTEKCTA Ha
HEYTPONEHHA MPH NO-MANKO OT ¢HA TPETa OT NauHeHTHTE. [launeHTHTE ¢ W3IBECTHH PHCKOBM
takTopu 3a HHderunn Tpabra aa ce nabnonasar BHUMaTeHO. Beuukn maunentd Tpabea aa
0baaT HHCTPYKTHPaHW He3alaBHO Aa MOTHLPCAT ME/MILMHCKA MOMOLL NPH MBPRH NPH3IHAIM HA
uHdekuus (Hanp. Kaluua. RICOKa TeMnepaTypa W np.). KaTo NO TO3M HAYUH e Jafatr
Bb3MMKHOCT 34 PAHHO AEUCHHE. 32 j1a C¢ HAMANM TewecTTa,

Bupveno peaxmugupane
CpobuaBar ce cay4ad Ha BUPYCHO PEaKTHBHPAHE NPH NAUHEHTH, NONYYABAUIM JICHATHAOMKA,

BKIHOUYHATENHO CCpHOZiHH Cﬂy'-lal'l Ha peaKTMBHpane Ha BUDYCA HA xepnec 3OCTep HAH HA XenaTuT
B (HBV).

Hsikou cayuast Ha BUPYCHO PEaKTHBHPAHE MMAT IETANEH H3XO,1.

[Ipy HAKOM ClyyaW HA PEAKTHBHPAHE HA XEPNeC 30CTEP Ce CTHra JO AMCEMHHUpaH Xepnec
30CTEP, XEPNEC 30CTEP MEHHHIUMT MIIM OYEH XEpiec 30CTep, HIMCKBAIM BPEMEHHO MPEKbCBAHE
HJIH OKOHYATEIHO CIIUPAHE HA JIEUEHHETO C JICHANHAOMUL H 110JX0AS110 aHTHBHPYCHO NEYEHHE.

PeakTuaHpaHe Ha xcnatht B ce cboOliasa psaako Npu naumedTH, NOAyYaBaillt NEHaNHAOMH,
KOUTO fIpear TOBa ca OWNH WHQEKTHPaHH © BUpyca Ha xenarut B. Hskon ot Teau cayvau
NporpecHpar A0 OCTpa YepHOAPOOHA HEAOCTATBUHOCT, BOACILA A0 CNUPAHE HA REHATUAOMMIL
H MOOXOAALLO AHTHBHPYCHO NeueHHe. BUPYCHUAT cTarye no oTHoweHHe Ha xenaryr B tpadea na
Oble yCTaHOBEH MNpeNM 3a10YBAHE HA JIEYeHHE C JeHANHIOMHI. 33 NauMeHTH, HYMHTO
H3CHeABaHKMA ca nofwskuTenHn 332 HBV uHdexums, ce npenopbusa KOHCYITAUKA ¢ JIEKAD C ONUT
B fedeHneto Ha xenatuT B. TpabGea Aa ce noaxoxk1a BHUMAETENHO, KOTaTO NEHaNHIOMK] Ce
M3M03B4 NPH NALHEHTH, NpcAy ToBa MH(CKTHpaHH ¢ HBY. BKIOUHTENHO nauMeHTH, KOUTO ca
antn-HBc nosutusnu, Ho HBsAg weratushu. Tesu nanventd Tpsdea jla 6baaT HabmogaBaHu
BHHMATENHO 33 NPU3HAUM H CUMNTOMM Ha akTHBHa HBV undexums npes usinoro spemerpaeHe
Ha TepanuaTa.

Hpocpecuena Anyimuhord i 1esroenjedd ionamus
Cnyuan Ha nporpecusHa myntidokasna neskoenuedanonarus ([TMJT), BKAIOUMTEIHO ¢ NeTaneH
u3xon, ca cwobiuenw npu ynotpebata Ha neHanwaomua. 3a nosea na IIMJI ce cbobliasa
HAKOJIKO MeCela A0 HAKONKO FOAMHH CJg] 3a704uBaHe Ha NEYCHHE ¢ fieHanuaoMua. Takusa
ciyuaH ca cho06ilaBaHu OGHKHOBEHO NPU NAIMEHTH, MPHEMALH CbILTCTBALLO JAEKCAMETAZ0H HIIH
CNe NPeAlecTBALlO ISUeHHE ¢ ApYra HMYHOCY NpecHBHa xumuoTepanus. Jlekapute TpaGea na
HabI04BaT AUMEHTHTE NPE's PEAOBHH UHTEPBAAM OT BPEMe W TpsOsa Aa B3eMart npeasna [IMJI
npu AH(epeHUMANHAaTa MArio3a NpH NALHEHTHTE ¢ HOBH WM BAOLUABALIH CE HEBPONOrHYHN
CHMIITOMH, KOIHHTHBHH HH MOBCACHYECKH NPHIHALN HAH CHMNTOMH. [[alIHEHTUTE CbILO
Tpsibsa Aa GbJaT nOChBETRAHM A4 HHMOPMHPAT MAPTHLOPA CH MK XOPaTa, KOWTO Ce [p
TAX, Thid KATO T€ MOraT /a 3abenekaT CHMITOMH, KONTO NauMeHTLT Aa He 3abeid3sa.
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Ouenkara 3a [IMJ] TpadBa na ce 0OCHORaBA Ha HEBPONOTHUHO N3CICABAHE, MATHUTHO PEIOHAHCHO
obpa3Ho M3CIe/BaHE HAa MOZLKAa M aHanu3 Ha I'phOHavHO-Mo3bunara TevHoct 3a JJHK ua JC
Bupyca (JCV) upes noaumepaina gepidiHa peakuns ([1BP) unu Mosbyua GHONCHA ¢ TecTBaKe 3a
JCV. Orpuuateanusr pesyatar ot [IBP 3a JCV we wikmouea [TMJL. BuammkHo € aa ce Hanomu
DOMNBIHNUTERHE TIPOCAEIABAHC M OLUCHKA, 3KO He MmKe Ja 0bile TOCTaBeHa anTepHATHBHA
QHaryosa.

Ipn cuMHenua 3a [IMJL, npuaoxkeHueTo caeasa Ja ce NpekpaTh. A0KATO He ce nakaoun TIMII,
Ako ce mnoteepAd TIMJL, npueMsT na Jedanuiomuy Tpabea na ObAe OKOHYATeNmHO
MpeyCTaHOBEH,

TManyesTH ¢ HOBOAKHArHOCTHLMPAH MYATHILIEH MHENOM

MMa no-BHCOK NPOUEHT HA HETIOHOCHMOCT (Hewenauu cbOuTHs or Crened 3 u 4, cepuo3HH
HEKENaHH CLOWTHA, NPEKPaTABAHE) MPH NAUHEHTH Ha Bb3pacT > 75 roaund. 188 cranuii il
ECOG PS > 2 wmn Cler < 60 ml/min, korato JieHannjoMua ce Tipunara B KOMOHHALWA,
IMauventute TpaGBa na ObiaT BHHMATENIHO OUEHEHM 13a TAXHATA COOCOOHOCT Aa NOHECAt
NEHANHAOMHI B KOMOWHAUMA, KATO €€ B3eMe TIPEABH)] BhipacTTa, 1SS craanit 11, ECOG PS > 2
unu Cler <60 ml/min (Bx. Touka 4.2 u 4.8),

Kamapaxma
Cboblasa ce 3a KaTapakTa ¢ NO-BHCOKA YeCTOTa MPH MAUMCHTHTE, NONYYABALIM JEHANUIOMH ]

B KOMOMHaUHA ¢ AeKcaMeTazoH, 0COOCHO KOraTo ce ynmpeﬁﬂaa'r 34 NpOABIKUTENHO BPEME.
Hpenopwaa CC€ PCaAOBHO HabiacHHe Ha 3pUATESIHATA cnoacobHOCT.

Jaxmoina nenonocumMocm

Kancynure Jlenanuaomun [punaeke cuabpxaT naktosd. TTaUMEHTH ¢ PeiKHd HACNEACTBEHH
3a60onsBatKa, KaTO HEMOHOCHMOCT KbM Tanakto3a, Lapp naktaieH AeHUMT HIM [IHOKO30-
ranaktosHa manabcopGina He TpAGBa 14 NPHEMAT TO'H JICKAPCTREN TTPOLYKT.

Hampui
Tosa NexapcTso cbibpxa no-Manko ot | mmol Harpuii (23 mg) 3a kancyna, T.e. MOXe Ja ce
KajKe, Ye NPaKTHYECKH HE Chabpika HaTpHil.

4.5 BiaumoapeiicTBHe ¢ JApYrH JeKapcTBeHMH 1IPOAYKTH H aApyr¥  ¢oOpMH  Ha
BlaUMOJeicTBHE

an NalUHEHTH € MYNTHIICH MHENOM, NPHEMAILH ACHAANTOMHA H JEKCAMETA30H, CTHUMYHpailiH
EPUTPONIOC3aTa CPEACTBA HAW APYI'H BELUCCTBA., KOMTO MOMC A4 ITOBHMIAT PHCKa OT TpOMﬁOSa

KAato HAMp. XOPMOHAIHO-3AMECTUTETHA TePannus, TpAdBa Na ce NpuiaraT ¢ NOBUIUEHO BHUMAHUE
(ex. Touku 4.4 1 4.8).

[Mepopannu KoHTpanenTHBH
He ca nposexmanu npoyuBaHus 3a B3aHMOAECHCTBMA € NEPOPANHH  KOHTPALENTHEA.
JleHannaoMHA He eH3uMeH HMAYKTOP. TIpu eaHo in vitro npoyuBane ¢ YOBEILKH XenaToLHTH
JCHATHIOMHMI, HIAHTBAH B PALTHYHI KOHIEHTPAaUKH, He ¢ uwHayuupan CYPIA2, CYP2Be,
CYP2C9, CYP2Ci9 n CYP3A4/5. flo tasu npuunna NPH CamMOCTOSTENHOTO NpURaraHe Ha
TEHANMAOMHU/L He €& OHaKBa HHAYKLHA. KOATO Ja Hamanu eheKTHBHOCTTA Ha NPYTH neka

npeacrasnsea ¢nab 40 ymeped uHaykTop Ha CYP3A4 n e BepoaTHO aa noBn
CH3WMH, KAKTO W TpavcnopTepu. He moxe Ja ce uikniouu, ve eukacHocTTa H
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KONTpaLenTHBH MOxe Aa ObLe HamaneHa no Bpeme Ha jieueuueTo. Tpabsa aa ObaaT npeanpreTu
edeKTHBHI MEPKH 32 TIPEAOTBpaTABAHE HA GpeMeHHOCT (BK. Touky 4.4 u 4.6).

Bapdrapun

EaHoBpeMEHHOTO npunarane Ha MHOrOKPAaTHH N03M AeHanuaoMua or 10 mg He e uMano edekr
BLPXY (papMakokHHeTHKATa Ha eaHiHuHl A03u R- 1 S- Bapdapun. EanospemennoTo npunarane
Ha enMHU4Ha no3a eapapui oT 25 mg e ¢ umaino edekr sbpxy hapMakOKMHETHUKaTa HA
AeHannaoMua. He e u3Bectno, obave, Jann WMa B3aHMONEHCTBME MO BPEME HA KNMHH4HOTO
NPUIOKEHHE (€AHOBPEMEHHO JIedeHHe ¢ AeKkcameTa3oH). JlckcameTasoH npeiactasissa cnab ao
YMEPEH €H3UMEH MHAYKTOP ¥ eheKThT My BbpXy Bapdapuu He e u3secTeH. [lpenopnuBa ce
BHHMATENHO CIeAEHE KOHUEHTPALMATA HA BaphaphH NO BPEME HA NEUYEHHETO.

ﬂH TOKCHH

EnnoBpemeHHOTO npunoxeHde Ha nenanuaoMua 10 mg BeaHBXK JAHEBHO € MOBMILMAO
niasMeHaTa eKCro3uiUMsA Ha JHIroKCHH {eauHuMuHa no3a ot 0.5 mg) ¢ 14% ¢ 90% M
(noseputenen untepsan) [0.52%-28.2%]. He e wu3pecTHO faiu npu Kiunuueata ynotpeba
eektsT e Oble panudeH (MO-BUCOKH A03M JACHAJHAOMMA W €IHOBPEMEHHO NEUEHHE C
IEKCAMETA30H). 3aTOBa Ce NPLopPbUBA CEICHE Ha KOHUCHTPAUUATA HAa IMFOKCHH NO BPEME Ha
JIEUEHHETO C NeHATIHOMHUA.

CTaTHHH

CobuiecTByBa NOBHLIEH PUCK OT pabAOMHONK3A, KOIaTo CTATHHH C€ NPUIAraT ¢ JNeHAAUAOMHA,
PUCKBT MOXE Aa € NpoCTe aauTHBEH. [lpenopbusa ¢e 3aCHIICHO KNMHMYHO M NaGopaTopHO
HaGnaeHne, 0COGEHO IPE3 NLPBUTE CEAMHIIM Ha NEYEHUETD,

ﬂelccameTaon

EQHOBpEMEHHOTO TIPHAOKEHHE HA €AMHHYHK MM MHOTOKPATHH 103H JexcameTasod (40 mg
BEIHBK JHEBHO) HAMA KNKHHUHO 3HAYMM e(}eKT BLPXY (PAPMAKOKHHETHKATA HA NEHAIHAOMMIL
(25 mg BeAHBLK AHEBHO) [IPH MHOTOKPATHO NPUIArane.

BraumonecTeua ¢ uHxnburopu Ha P-rawkonpotenna ( P-pp)

In vitro, nenanupomun e cydctpar Ha P-gp. uo He ¢ wuxubutop Ha P-gp. ExnoepemennoTo
MPUNIOKEHHE HA MHOTOKPATHH [I03H HA CHAHHS HHXHOWTOP 1ia P-gp XxuHuaun (600 mg a8a nbTH
JHEBHO) MK yMEPeHHst HHXuOnTop/cybetpar Ha P-gp temcuponumyc (25 mg) HAMA KIMHHYHO
3HawuM edekT BbpXY apMakoKHHeTHKaTa Ha sesanuaoMua (25 mg). ExnospeMeHHOTO
NPHIOKEHHE HA NEHATHAOMH (25 m@) He TipoMeHs HapMAKOKHHETHKATA HA TEMCHPOIIHMYC,

4.6  epTHaAHTET, GPEMEHHOCT H KbpMene

[lopagn TepaToreHHHMs NOTEHIMAN JNEHANWAOMEL TPSOBA /la Ce NPEAnHcBa B ChOTBETCTBUE
c lporpamata 3a npeseHUWS Ha GpeMeHHOCTTA (B, Touka 4.4), OCBEH AKO HAMA RANEKIHH
AOKA3ATENCTBA, e MAUMENTKATA HE € C ACTEPOAEH NOTCHUNAN.

HeHH ¢ aereposeH noTenunan / KonTpauenius npH MbKe M ¥KeHH
Kenure ¢ nereponeH norenunan TpSOBa Aa WINON3BAT cPeKTHREH KOHTPAUCNTHBEE METON. AKO
KEHa, leKyBaHa C NEHAAMAOMH I, 3a0pemenee, sevenneTo TpiGBa na ObAe CNPSHO U NauWeHTKaTa
TpaGBa Na ObAE HACOYCHA A OUEHKA M CHBET KbM /€Kap CNEUHAIHCT WAH ¢ ONUT B
TEPATONOrNATA. AKO NAPTHLOPKA HA MBK, JICKYBAH C NeRann10Muz, 3abpemenee, ce np
TA 1a ObAe HACOYEHA 3a OLIEHKA H CLBET KbM JEKAp CTICIHANHCT MM C ONHT B TEPATO.
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JlenHanuaomui ce ChABPXA B UOBEILKATA CNEPMa B H3KJKOUHMTEIHO HUCKH HHBA MO Bpeme Ha
NEUCHHETO M ¢ HEOTKPHBAEM B HOBEILIKATA CREPMA 3 AHM CJIC CIHPAHE HA BEWECTBOTO NPH
34paBus WHAMBKA (BK. Touka 5.2), Kato npeanasna Mspka W xaTto ce MMAT NPeABUI CNEUHANHH
MONYNALKH C NPObIKUTENHO BPEME HA CIHMHHHPAHE KATO NalMeHTH ¢ GhOpedHo yBpekaaHe,
BCUYKHU NAMEHTH OT MBHKH 1101, MPHEMALLH NEHANINOMKL, TPSGBA /12 H3N0J3BAT NpeIepBaTHRH
mpe3 UANOTO BPEMETPACHE HA JIEYEHHETO, NPH BPEMEHHO NPEKLCBAHE HA MpPUIAraHeTo
U B IPOJLMKEHHE HA | CEAMHUA CIel NPEeKpaTaBaHe Ha NCUEHHETO. dKO MapTHLOPKATA HM €
OpeMeHHa MK € AETEPOAEH NOTEHLMAN H HC TPOBCIKAA KOHTPALIENILIHA,

bpemeHHocT
JleHanuAOMHA € CTPYKTYPHO CXOZeH ¢ TaanioMuia. TanHIOMWA € H3BECTHO TepaTOreHHo

4KTHBHO BEIECTBO MPH XOPa, KOETO NPHUMHSBA TCKKH IKHBOTOMACTPALIABAILN BPOACHH
nedexTy.

[lpn malimyHu AeHaingoMUI e npeansBukan Maagopmauns, nojodHa Ha Te3w, ONHCAHH 3a
TanuaoMua (BK. Tovka 5.3). 3aToBa ce ouakBa TeparoreHeH eekT Ha NEHATHAOMMA UM TOH
€ MPOTHBOMNOKAAH N0 BpeMe Ha GpeMerHoCT (Bxk. Touka 4.3).

Knpmene
He € H3BECTHO Aanu JIeHamL1oMHa ce exct<pcrupu C KhpMda. 3arosa TpﬂﬁBa a c¢ NPEKPATH
KLbPMEHETO MO BPEME HA TEpailuATA C JICHANHIOMHUA.

QepTHInTET

Eano npoyuBaHe 3a (epTHAHTET nNpH MABLXOBE € 03N JeHanuiomua Ao S00 mgkg
(opudaunzutenyo 200 no 500 bTH A03MTE 33 XOpa ChOTBETHO OT 25 mg u 10 mg, Ha 6a3a naow
OT TejecHaTa MOBLPXHOCT) HE [0KAIBa HEXKENaHW BL3IACHCTBUS Bbpxy depTunutera Hau
TOKCHYHOCT NP PORHTENNTE.

4.7 EdexTn BupXy cnocoGHocTTA 32 wodHpaHe H patoTa ¢ MALIHRK

JlenanuaoMua noenuABa B Manka N0 yMepeHa cTeren clocoGHOCTTA 3a Wwodupane n paBora
¢ MawHHH. MMa cvboblucHMs 332 yMOpa, 3aMasiHOCT, COMHONEHTHOCT, BEPTHIO H 3AMbIAEHO
BUNNANE NpH YnoTpeba Ha neHanuaomu/l. 3aT0Ba e NPenopbyba MOBHLWIEHO BHUMAHHE TIPH
wodHpane uny pabora ¢ MaillMHK.

4.8 Hewxenanu NeKapcTBEHH peaknuu

Pestome na npodnia Ha Hezonacnoct

Hosoduacnocmuyupan myamurnien vueios. _nayuenmu, xoumo ca ouiy noduroxcenu na ATCK
U NeKYEARN € ACHAIUOOMUD, KMo ROOVBPICALYO Jeyciie

IIpunoken € KOHCEPBATHBEH 1T01X0ML NPH ONPEAENSIIE HA HEKENAHUTE NEKAPCTBEHH PEAKLHM OT
CALGB 100104. Hexenauurte peakunn. onucann s Tabanmua |, BKIOuBAT CHOUTHS,
crobutapann cnen BJIM/ATCK, kakto u cubutHs or NepHOa Ha NOAABKAIOTO NEYEHHE.
Bropun ananus, uaeHTH@Muspant cbGuIHA. KOMTO Ca Ce pa3BHAM Chej 3arOYBaHe Ha
MOJABKALLO JeUeHe, MOKaIBa, Y& HAH-BEPOATHO YeCTOTHTE. NpecTaBenl Ha Tabnnua 1, Moxe
Aa Ca M0-BHCOKH OT AEACTBHIECAHO HabMOAABAHNTE 11PE3 NEPHOAA HA NOAALPHALLO NleveHue, B
IFM 2005-02, nexenaknTe peakiiny €a camo 0T NEPHOAA HA MOANbPKALLOTO JIEYEHHE.

Cepuosnute wuexenann peakunu. Habnoparauwn no-yecto (2 5%) npu

[IPHNOXKEHHE HA NeHANMAOMH,L B CpaBHerHUe ¢ naatiebo, ca; &
® nHEBMOHHA (10,6%; koMOUHUpaH TepMuu) oT IFM 2005-02; .‘,:3
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» OenoapobHa undexuns (9,4% [9.4% cnea zanousaHe Ha NOAABPKAWO JleveHHe]) oT
CALGB 100104,

B npoyusatero IFM 2005-02, nabimonaBaHuTe no-uecto HEXKENAHH PEAKUMU NPH TOATLPHKALLO
JEeYeHHe ¢ AEHANHJOMHI B cpaBHeHHe ¢ maauebo ca HeyTtponeHus (60,8%), OpouxuT (47,4%),
aunapun (38,9%), najodapunint (34.8%), myckyinun cnaszmu (33.4%), neskonenus (31.7%),
acteHua (29,7%), kawauna (27,3%), tpomGouuTtonenus (23,5%), ractpoeHTeput (22.5%)
v nupexcus (20,5%).

B npoyusaneto CALGB 100104, wnabaionapaHute noO-4ecTo HEKENAHW PEAKUMH  [MPH
NOAABLPKAILO JIEYSHHE C IEHANWAOMHUA B CpaBHeHHe ¢ nnauebo ca neytponenus (79,0% [71.9%
Clle/l 3aMoyBaie Ha noAnbpxkaio Jeuyenue]), TpomOouutonenus (72.3% [61,6%)), anapus
(54,5% [46,4%)]), obpue (31.7% [25.0%]), undekuma Ha ropHHTe AMXaTenHn MuTHwA (26,8%
[26.8%]), ymopa (22.8% [17.9%]). nepronerun (22.8% | 18.8%]) u anemus (21,0% [13,8%]).

Hosoduacnocmuyupan _Myaniunien  MueloM:  RAyUeHng,  KOWMo  He  cg  Nodxodswu  3a
MPARCHAGHMANNS, NOAVHABAU[ N TCHATUGOMNO 6 KOMOURANIE ¢ O0pme3oMud U Oercamemason

B npoyusanero SWOG S0777 no-vecto HabAONABAHUTE CEPHO3HE HEXENaHy peakuuu (> 5%)
C IEHAMIOMHA B KOMOMHAUHS ¢ WHTPABEHO3HO Tipilarad OCopTe3oMH0 #  AEKCaMETasoH
B CPaBHEHME C HEHAIWAOMH] B KOMONBAUHS C IeKCaMETa3oH, ca:

®  XHNOTOHYA (6.5%), 6eno;ipodHa uudekuns (5.7%), nexuapatauns (5,0%).

MMo-yecTo HabmoaaBaHNTE HEKENAHW PEAKIUKM C JICHANNAOMHA B KoMmBuHauus ¢ Gopresomub
M JI€KCAMETA30H B CPABHEHHE C NIEHANHAOMH,] B KOMOMHALIMSA ¢ JeKcameTa3oH ca: ymopa (73,7%),
nepudepHa HespomatHs (71,8%), TpomOowsronenus (57.6%), 3anek (56,1%), WUnokartuHeMus
(50,0%).

Hogoduacnocmuyupan  Ayamunien  MueIoN  npu  NAuueHmi,  KOWmo  He ¢ RoOXoosiwu 3d
MPARCHAGHMAYUS, HeKYBANNE ¢ JeNWIHOOMNO 6 KOMOUNAYUA ¢ HUCKA 0030 OeKCAMEMason
CepHo3HHTE HeXENaHH Peakuyy, HabnaaBasu 1o-4ecTo (> 5%) ¢ JIeHANHAOMHA B KOMBHHAUUS
c HiHcka f03a ackcamerazon (Rd v Rd18). oTkonkoto ¢ Mendasiad, npeaHdson W TanuaoMun
(MPT), ca:

* nHeBMOoHHKA (9,8%);

s  ObOpeyHa HeAOCTATBEUHOCT (BKIAKOMUTENHO OCTpa) (6,3%).

Hexenauute peaxuuu, HaGnonasanu no-uecto ¢ Rd wan Rd18. otxonkoro ¢ MPT, ca: auapus
(45,5%), ymopa (32,8%), Gonka B rbpda (32,0%), actenun (28,2%), Gescbhme (27.6%), o0pua
(24,3%), nownxen anetut (23.1%), kawauua (22,7%), nupexcus (21,4%) H MyCKyJHH crnasmu
(20,5%).

HOBO()HGE.’HOC"?HI{HD“H MYAMUNRLEH  MUEAOM.  NAUeHmy,  Koumo ne  ca nO()xodJmm 3a
MPAHCRAAHMAYUA, ACKYSAHU ¢ Aeraaudomud 8 K(J.Mﬁ”!lal{llﬂ c .ue.-'td)auan U n[)(:'()HIBOH
CepHosnure Hexenank peakumd, HabmoJaBaHH no-yecto (= 5%) ¢ mendanan, npeaHu3on
H NEHATHAOMHKA, TOCACABAHO OT HOMNBPKALIO TeyeHHe ¢ neHanuaomua (MPR4R) uan
Meidanan, NPEAHHIOH M JCHANMAOMUA, (ocaeasano oT nnauebo (MPR+p), otkoaxoTo ¢
Mendanau, npeaHusol W nuauebo, nocneasano or mianeto (M Pp+p), ca:
¢ (eOpunna HeyTposienns (6,0%);

* aHewmusd (5,3%).
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Hexenanure peakunn. nabmonasann no-uecto ¢ MPR+R unu MPR+ p, otkonkoto ¢ MPp+p,
ca: Heyrponeuds (83,3%), anemus (70,7%), tpombonutonenus (70.0%). neskonenua (38,8%),
sanex (34,0%). auapus (33,3%). o6pus (28.9%). nupekcus (27.0%). nepudepen orok (25,0%),
kawnuua (24,0%), nonuxen anerut (23,7%) v actenus (22,0%),

Myamunaen mueion. nayuenmu ¢ Rowe ednd RPeOXOXCOdd MEPURIS

B nge nnauebo-koHTponupaHn npoyusanda ¢asa 3, 353 nauMenTa ¢ MyNTHNIEH MHEIOM ca OHIH
€KCMOHMpaHH Ha kKoMOWHaunaTa nexajwaoMua/ackcamerazoH W 351 — va komOuHauwuaTa
naauebo/nekcamMmeTasoH.

Hak-cepno3HuTe Hekenanu peaklui, HabIloAARAHH NO-4ECTO NPH NEHANHAOMHUA/ IS KCAMETa30H,

OTKONKOTO MPH KoMOHHAUMATA nnaunebo/aekcaMeTason, ca;

* seHo3Ha TpomOoemGonua (TpomBo3a Ha nbAOOKHTE BeHW W GenoapobHa emOonus) (B,
Touka 4.4);

e Heytponenus Ctened 4 (Bx. Touka 4.4)

HaGmopagauure Hexenanw 1CKAPCTBEHH pPeakUHl. KOHTO ca ce NPOSBHIN NO-4ECTO IIPH
NEHAMIOMHA W NEKCAMETA30H. OTKOIKOTO NP niaanebo M AeKcaMeTa3oH B cOOPHH KJIMHWUHK
HIMUTBAHKA OpH MyaTHDAEH MuenoM (MM-009 w MM-010), ca ymopa (43,9%), HeyrponeHus
(42,2%), 3anex (40,5%). nwapua (38,5%), mMyckynHu kpamin (33,4%), anemun (31,4%),
TpombouuTonenus (21,5%) 1 odbpus (21.2%).

Muerodueniracmuuny cundposn

OBwuAaT npodun Ha O€30MACHOCT HA ACHANMJAOMH;L NPH NAULHEHTH € MUENOAHCIUIACTHYHH
CHHAPOMYM CE OCHOBABA HA JaHHY OT 00w 286 naumeHTH OT eaHo npoyusade (asza 2 W eaHO
npoyusave $aza 3 (pk. Touka 5.1). B npoyusanero dasa 2 scuukute 148 nauuenTn ca 6unn Ha
NeYeHHE ¢ NeHannaomid. B npoyusaneto daza 3 69 naunenty ca 6uni Ha neHanuAOMHA 5 mg,
69 naumeHTH Ha aeHannaoMua 10 mg u 67 naunextH ca GuaM Ha nnauebo No BpemMe Ha
ABOIHHO3acAeneHaTa $haza Ha MpoyYBAHETO,

[foBeveTo HekenaHW peakiuy ODWUKHOBEHO €4 NOIYYCHHM NpPe3 MbPBHUTE 16 CEAMHUM Ha
TEPANMATA C NEHANHAOMHUA,

CepHO3HHTE HeXeNaHH peakiHi BKJIKOUBAT,

e BeHOo3Ha TpomOoemOonus (Abnboka Benona Tpombosa. Genoapodha embonna) (BXK. Touka
4.4);

e Heytponenus Crened 3 unu 4, ¢eGpuara HeyTponeHHs u TpomGounToneHns Ctenen 3 wnu
4 (pk. TOuka 4.4),

Haii-uecto HabnioaaBannTe nexenanH PeakuMH, KOHTO Bb3HMKBAT NO-Y4ECTO NPH TPYIHTE Ha
AEHANHAOMHI B CPABHEHHE C KOHTPOMHOTO paMo B npoydsaHeTo ¢aza 3, ca HEYTPOMEHHA
(76,8%), TpombounTonenus (46.4%), anapus (34,8%), sanek (19,6%), ragene (19,6%),
npypuryc (25.4%), odpue (18.1%). ymopa (18.1%) v myckynuu cnasmu (16,7%).

Maumennoxaemnyen tivdgion
06061weHNAT MpodHI Ha GEI0NACHOCT HA JICHANHAOMHA MPH MAUMEHTH C MAHTEIHOKJIETBYEH
nMpoM e Gasmpad Ha aanHR OT 254 nauMenTii OT CIHO PaHIOMHIMPAHO, KOHTPOIHPaHO
npoyusaHe aza 2 MCL-002 (Bx. Touka 5.1).
JIONBAHNTENHO HEXENAHW NEKAPCTBEHHM PeakUMK OT NOJAKPENALIOTO {1pOuYBaHe
sxnroveHd B Tabnuua 4.
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Cepno3HuTe HEKENAKH JEKAPCTBEHH Peaklii, HabnoaaBanu No-4ecTo B npoyusake MCL-002
(c pa3nuka OT HaW-mManko 2 NMPOUEHTHH NYHKTa) B PaMOTO HAa NCHATHAOMHA B CPaBHEHWE
€ KOHTPOJIHOTO pamo. ca:

e HeyTponenus (3.6%);

e OenogpodbHa embonns (3.6%);

e auapHs (3,6%).

Haii-uecto HaOnonaBaHWTe HEXENaHHW Peaklln, KOWTO BB3HHKBAT MNO-4€CTO B PaAMOTO Ha
NeHaNMAOMHA B CPaBHEHHE ¢ KOHTponHOTO pamo B mpoyuBaHe MCL-0G02 ca HeyTponechua
(50,9%), anemun (28,7%), anapus (22,8%), ymopa (21.0%). sanek (17,4%). nupekcua (16,8%) u
o6pHB (BKIOYHTENHO anepruuen aepmatur) (16,2%).

B npoyusare MCL-002 uMa kaTo us#10 sBHO YBeJHUYCHHE HA CNYHANTE HA TPeXEBPEMEHHA

(B pamxwuTe Ha 20 ceaMuun) cMBPT. [lalHeHTHTE € BUCOK TYMOPEH TOBAP HA U3XOAHOTO HHBO C3
C yBEJIHUYEH PHCK OT npexaespementa cmbpT, 16/81 (20%) cnyuau Ha mpekAeBpeMEHHA CMBPT
B paMOTO Ha neHamujAoMui 1 2/28 (7%) cayuan Ha NpexAeBpeMEHHa CMbPT B KOHTPOAHOTO
paMo. paMKkHTe Ha 52 ceamuIy cboTBeTHHTE UKpy ca 32/81 (39,5%) n 6/28 (21%) (k. TOuka
5.1). Tlo speme Ha seweben umkwen 1, 1181 (14%) maumewTn ¢ BHCOK TYMOpEH ToBap ca
OTTCINICHW OT TEpaNHATa B paMOTO Ha nenaauaomun cnpsavo 1/28 (4%) B kontponuata rpyna.
OcHOBHATa NPHYHHA 33 OTTErAAHETO OT JICUEHHETO HA NAIMCHTHTE C BUCOK TYMOPEH TOBap Mo
BpeME Ha JieyeOeH UMKBA | B paMOTO Ha ICHATHIOMI/ ca HeXENanu cuouTus, 7/11 (64%).

Brcokuat TymopeH ToBap € JedHHUPAH KATO HAl-MAJIKO ¢/1HA JIe3ds = 5 Cm B AHAMETLD HMaH
3 nesuu > 3 cm.

Dorurxyaapen aumdom

OBumat npopun Ha Ge30MacHOCT Ha NEHANHAOMHA B KOMOMHAUNS ¢ puTYykcuMat MpH NankeHTH
C NeKyBaH nmpean Tosa honnkynapen aumpom ce 6azupa Ha Nanku o1 294 nauveHTh ot (aza 3
PaHAOMHM3HPAHO, KOHTpoaKupano npoyusane NHL-007. Oceen ToBa, HexenaHUTE NEKAPCTBEHH
PeAKUMH OT NoAAbLpKaLLO Npoyusade NHL-008 ca skarouenn B Tabnwya 5.

CepHo3HMTe HEKENAHW peakuun, HabIoaaBaHW Haii-uecTo (¢ pasnuka oT nowe | MponeHTeH
nyukr) B npoyusaHe NHL-007 8 pamoTo na JeHamiioMuVpUTYKCHMat B cpaBHEHHE C PaMOTO
Ha nnauebo/puTykcumab, ca:

o  hebpunna HeyTponenust {2,7%);

¢ OenoapobHa embonus (2.7%);

*  qnHeBMOHHA (2,7%).

B npoydsanero NHL-007 wexenauute peakuumn, HabNionasaHu no-4ecto B PaMOTO Ha
NEHANUAOMHI/PUTYKCUMAO B CpaBHEHMe ¢ pamoTo Ha miauebo/putykeumab (¢ none 2% no-
BUCOKA 4ECTOTA Mewady rpynure). ca Heytponenns (58.2%), auapua (30,8%), neBkomneHHs
(28,8%). 3anek (21,9%), kauimua (21.9%) v ymopa (21.9%).

Tabauua Ha HeXeNnaHUTE NeKAPCTBEHH peaKiiHy
Hexenannte peakuum, HalmoaaBadu NpH NALWMEHTH. JIGKYBAHW C NEHANHAOMMA, ca u30poeHu
Ne-07y MO CHCTEMO-OPraHHH KJIACOBE M 4ecTOTH. |lpu BesikO rpynupaHe B 3aBHCHMOCT OT
HECTOTaTa, HENKENAHWTE peakumu ce M30posBaT B HU3INOUALL pea MO OTHOLIEHWE HAa T
ceprosHocT. HectoruTe ce onpeaenst karo: MHoro ucct (> 110); vectu (= 1/100 g




Heuecth (= 1/1 000 o < 1/100); peaxu (> 1/10 000 no < 1/1 000); mHoro peaxu (< 1/10 000); ¢
HEU3IBECTHA YECTOTA (OT HANHUYHHTE IaHHM He MOXe Ta O'b1e HanpaBeHa ouenka).

Hexenanure PEAKUHH Ca BKIOYEHHN B NOAXOAALATA KATETOPHA B Tablivuara DO-100Y Criopen
Hal-BUCOKATa 4ecToTa, HabNIoAABAHA B HAKOE OT OCHOBHUTE KIAHHWYHH M3MMTBAHHKS.

Tabnuuno vdotyasane 3a menomepanust npu MM

Cnenpawara rabnmvua € na 0asata Ha JAIHK OT Npoyusanknata va HIAMM npu nanuedT,
noanokerni Ha ATCK v nekysann noaabpxailo ¢ seHainioMia. JJaHHnTe He ca KOPHTHPaHH B
CLOTBETCTBME C NO-NPOABLIKHTENHOTO NPHJIOACHHE B PaMEHATA HA NEUCHHE, ChAbPKALLO
JEHANMMAOMUA, NPOABL/KABALIO A0 NPOrpecus Ha OosecTTa cnpsAMo pamenara na nnauebo B
OCHOBHHTE NPOYUYBAHHR NPH MYTHIIEH MHENOM (B, Touka 5.1).

Tabauoa 1. HJIP, ¢cho06menn B KAHHHYHA HINHTBAHUS € MALHEHTH C MYJTHILIEH MHEN0OM,
JIEKYBAHH € TEHATHAOMH/L, KATO OAABPAKANIO JeueHHe

CHcTemo-opraHen Kiaac /
TlpeanouuTaH TepMuH

Benuxkn HJIP / YecroTa

HJIP crenen 3-4/
YecToTa

Hadexnnu 1 nadecTaniu

Muoro vecrn

IHeBMOHMS 2, nieKiiMK Ha
I'OPHHTE AMXATENHN IhTHIIA.
HEVTPOIIEHHYHA HHPEKRLLHS,
BPOHXHT", rpun’,
FacTPOSHTEPHT', CHHYIHT,
Ha30MaAPHHTHT, PHHUT

Hectn

Mudekuns’, underuns Ha
NMUKOYHHTE TbTHILA ¥,
HHQEKLHA Ha NONHHTE
NHXATEAHH ThTHLLA,
Henoapobna HHdekuus

Muoro yectu
[THeBMOHMA 2,
HeyTponeHuyHa HH(EeKLKA

YHecrtn

Cencuc**, fakrepuemus,
Oenoapobra nudekuns’,
Daxrepuania uHdekums Ha
AONHUTE TUXATEAHN
nbTHLLA, SpouxuT’, rpun’,
racTpoeHTepuT , Xepnec
30cTep’, MHMEKUHS'

Heonnazmu
106poKaveCTREeHH,
3JIOKAYECTBEHH H
HeomnpeaesieHH (BK.I.
KHCTH H NOJIHNAN)

YecTy
MHuenoauenaactuien
CHApOM” ¥

Hapyuwienus na KpbhBTa
H JIHM(}HATA CHCTeMs

Muoro yectn
Heyrponenus -, dwedpuana
HeyTpOReHHs =,
TPOMOOLMTONEHUS
AHEMHUS, JIEBKONEHHUS
numdonenns

MHoro vgctn
Heyrponenuns ™, debpunna
HeyTponeHus ™,
TpoMBounTOneHHs ¥,
aHCMMUS, NeBKOTIEHHA',
numdQonenns

Hectu
ITaHuntonenus®
Hapymenus ua Muoro uecru Heern
meTaboanIMa H XHnokanueMus Xunokanuemus,
XpAHEHETO JexuapaTalus
Hapyuienns va nepeHaTa MHoro yectu Yecrn
CHCTEMA [Mapectesus [naroGonue
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HEpH O,EI.POGH W TIOKa3arenu

Cucremo-oprasnen knac / Benukn HIIP / YecToTa HJUIP cvenen 3-4/
IpeanouHTan TepMHH YecroTa
YHecru
[fepupepna HesponaTus®
YecTn YecTH
CBA0BH HapyIlleHHus Benoapotia emBonis’™” Hunboka BeHo3Ha
Tpombo3a ¢
MKoro yecru YeeTH
Pecnupatopun, rpbaHH Kawanua Jlucnnes
H MeTHACTHHAIHH
HapyuIeHHA Yectu
Jducnnes”, puHopes
MHOro 4ectu Yeern
Junapus, 3anex, kopeMHa Junapus, nospninane,
Oosika. raacHe rajiexe
CroMaumno-4peBHU
HapyileHus YecTn
[orpuinane, Boska B
FOPHATA HacT Ha Kopema
Muoro vectn YeeTn
XenaroOGnanapuu OTK/IOHEHUS BhE QTKIOHEHHS BbB
HApYHIEHHA dyHKUHOHANHUTE YHKUHOHANHHTE

4epHOIpOBHNA NnokazaTenv

Hapymenns Ha KoxaTa
H MOXKOKHATA ThHKaN

Muoro uectu
Ofpus, cyxa xoxa

Yeerw
O6pus, chpbex

Hapymenus ua
MYCKYJIHO- CKe/1eTHATA
CHCTEMA

H CBEHHHTEJIHATA THKAH

MHoro uectu
Myckynuu cnamu

Yectu
MHuanrus. KOCTHO-MYCKYIIHA
Gonka

O61H HAPYIICHHH H
e(eKTH Ha MACTOTO HA
NpPHJI0KEHHE

Muoro yecrn
YMopa, acTeHHs, NHPeKcns

Heetw
Ymopa, acTeHus

* Hexenany PeakiHu. ChoOMIABAHM KATO CEPHOBHH B KIHHHUHY HANHTBANHA ¢ IALKEHTM ¢ HIIMM. nojsoxkers Ha

ATCK.

v
Kacae camo CCPHO3HH HEMCIAHH JICKAPCTRCHHE PCAKILMN.

" B Touxa 4.8 OnHcanne na H3OPAIM HOKCIANN PCAKUHE,

o Tlnenmomnn”  koMGHHupanM

nc.

BEIIOYB4 KAt TCPMMH

CACIHATC

NPpEANOMHTANN  TEPMHHH

(PT):

Bponxomresmonns, JloBapna mmesmonun.  nesvouns  mpwumiena ot Prneumocystis - jiroveci.  1ueaMonun
npuunnena ot Klebsiclla, Hucsvonns upwunnena ot Legionella, Hiessotma Tippukticna or Mycoplasma,

TTHEBMOKOKOBA NMHERMOHHA.
[TnesmounT.

Crpentokekosa

MHEBMONHA.  Bupycna

uHenMotni.  beaonpofuo

HapyIicHHe,

b Cencuc” komOusupau HC. Brmousa xaro TepMin cictmre 11 bakrepwanch cencuc. [HEBMOKOKOB CCIICHC.
Centuuen oK. CTadiIok0KOB CCHCHE.

¢ llepuepna nesponarus™ koMBpinpann HIC, skiousa Karo repMun clemimre npeinoyutanm TepMubun (PT):
Hepudepra nepporratusa, Tlepudiepna censopua HeRponaTHs. {Hoanuesponarus,

wJIBIG0Ka Benosna TpoMBosa™ komGuikpanu HC. simousa kato repauil eneanure PT: inaboka senoan

Tpom6oia, Benozua tpomiosa.
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Pesrwome 8 mabiauyen guo 3a KOMOunUpdndg mepanug npu MM

Cneauara Tabnnua € cbeTaBeHa OT JaHHM, CbOpaHH N0 BpeMe Ha NpoyYuBaHUATA TIPH MYNITHITACH
MHenom ¢ komOMHMpaHa Tepanus. JlaHnnre He ca KOPWFHpPaHH B CLOTBETCTBUE ¢ [0-TONsAMarta
IPOJBIDKHTENHOCT Ha JICYEHWETO B PAMEHATA, ChAbPKALLH NEHANHAOMHUA, MPOALAKEHO [0
fiporpecmus Ha '3360.HHBBHCTO, CNpAMO paMeHaTa Ha CPaBHHTENEH NEKapCTBEH NPOAYKT B
OCHOBHHWTE MPOYUBAHHA HA MYJITHIEH MHEIOM (BX. Touka 5.1).

Tabauua 2. HJIP, choblieHH B KIHHHYHH NPOYUBAHHR NPH HAUMEHTH ¢ MYJITHILICH
MHE/IOM, JIeKYBAHH ¢ NeHAaAWIOMH] B KomOmHanus ¢ GopresoMud M xeKcaMeTasoH,
AeKCAMEeTA30H H.IH ¢ MedaiaH H MPeRHHION

Cuctemo-opraneH knac / Benuku HIIP / YecTora HJIP ctenen 3-4/
IIpeanounTan TepMHH YecToTa
MHoro yecty Yectu
[HeBMonna®*", nupexuns Ha [THeBMOHMS® ™,
FOPHUTE AUXATENHH ILTHILA OakTepHanHu. BUPYCHU U
GakTepuasiHu, BUPYCHHU K reOHYHH HHEKLAH
rebniHH HHDeKUnNn {BKIIOYHTENHO
(BRAKOUUTENHO ONOPTIOHHCTUYHH
Hndexunu u nudecraumuu OnapTIOHHET AN . “Hd)emw:i)t’ ueayaut,
HHeKUHH), HazogapuHruT, cencuc™”, GenonpobHa
GapHHTHT, GPOHXHT |, PHAHT unbekuua™, Gponxut’,
HHERUHA HA
Yectu AuxaresHdTe mpTHWA
Cencue™ ., Genoapobua MH(IEKUHA HA NUKOUHUTE
HHOPEKUHS *, MHEeKLHa Ha nbTHWA™ , HHQEKUHO3CH
NYKOYHNTE IBTHIIE *, CHHY3HT | EHTEpOKOAHUT
HeuecTu Yectu
Bazannokjersuen OcTpa MHenoM/IHa
KapUHHOM - . NECBKEMHEA
CKBAMO3HOKNETBUYCH MHENOAHCNAACTHYEH
Heonmmasms — KAPUMHOM Ha KOKara * - CHHAPOM".
CKBAMO3HOKNETBYEH
JoGpoKavecTBeHH, g
TOKAYCCTBEHE KapLHHOM Ha Kowara

H HeonpeneaeHu (BKII.

Heuectn
KHCTH H MOJIHIIH)

Ocrpa neskemus ot T-
KACThYEH THNC,
GazanHokneTbueH
KapuAHOM -, Tymop-
AH3IHC CHHAPOM

Muoro vyecrr MHoro yecty
Heyvponewns HeyTponenns ",
TpoMOOUMTONEH S <+ - | TpoMOounToneHus 2%,
AHEMHs , XEMOparHYHO aHeMHSR', NEBKOMNEHNS,
HAPYLWEHHE , TEBKOICH S, aumoneHns

Hapyutenns na kpbBTa

aumdonennn
H auM$HATA CHCTEMA

Hectn
Yectn debpuna
DeGpunHa HeyTponenus HEYTPONEHKA™
NaHUHTONCHHSA NaHLUHTONEH
XCMOJHUTHYH
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CucteMo-opraseH Kiac /
TpeAnoYUTAH TepPMHH

Bestikn HITP / Heerora

HJIP ctrenen 3-4 /
YecToTa

HeuectH
XGMO.ﬂH3a, dBTOUMYHHA
XEMOJMHTHYHA aHCM U S,

Heuectu
XHnepkoarynaius,

| RCMOJHTHEHA QHCMHA - _koarynonarus
HapymeHus Ha HMYHHATA Heuectu
CHCTEMA CBPBXUYBCTRHTEIHOCT
Hapymienus na YecTn
€HAOKPMHHATA CHCTEMA XHNOTHPEOHAHILM
MHoro HecTn UecTH
Xunoxannemus®, Xunokannemuys”?,
XHMEPrIHKEMHA, XHMEPriuKeMHS,

XHNMOTNHKCMHA,

XHNOKANIHEMHA',

XHIOKAAUHEMHS 3axapen avadber

XMITOHATPHEMHA', xunogochatemns
Hapymenus na PHEMHA doce .

NEXHAPATALHS ) NOHHIKCH XHNOHATPHEMUS
MeTa00/1H3MA W XpaneHeTo o

anetut’ | MoHWKEHO TCro XHNEPYPHKEM K.

noparpa,

Yectn Aexuaparauus’,

Xunomarnueinemus, NOHKWKEH aneTHT ",

XHAEPYPHKEMHUS, NOHHKEHO TETN0

XHNEPKAIUHEMHS

IlcHxu4HM HApYMICHHR

Muoro yectu
Jenpecus, 6eschuue

Heueery
3ary6a ua ambuao

Yectu
Henpecns, Gecblne

HapyuieHHs Ha HepBHATA
cHCTeMa

MHoro yecty

Nepudeprn Hepponatun ™,
MapecTeIns, JaMasHOCT
TPEMOP, NPOMSHA HA BKYCA.
raasofonue

Yeern

ATAKCH$, HAPYLICHHE Ha
PABHOBECHETO, CHHKOIL
HEBPAJITHA, JIH3ECTE NS

Muoro uectn
[Tepudepnm
HeBponarTHu™

YecTu

Uepebpoacky napew
HHLHAEHT , 3aMASHOCT
CHHKOO", HeBpaIus

Heuectn

Bbrpeuepenen
KPBHBOH3/HE , NPEXOAHa
UCXEMHYHA aTaKa,
uepedpaliHa HCXEMHA

N

MHOro vecth

Yecrn

KarapakTH, 3aMblieHo Karapakra
BHX1aHe

Hapymenus Ha ounTe HeuecTn
Yectu Cnerora
HamasncHa octpora nHa
3PEHHETO

HapyuieHus Ha yxoTo YecTn

38

T

. T
:,’jm E\:,'g\\ f



CuecreMo-opraneH Kkaac /
IpennoYHTAH TEPMHH

Benuxu HJIP / YeeroTa

HJIP ctenen 3-4 /
YecToTa

H nabupunTta

[nyxoTa (BRAOUHTENHO
XHIOAKY3H3 ), THHUTYC

CobpaeuHr Hapymienus

YecTn
[lpeachpaBo MbxICHE |
Opannkapaus

HeuecTn

Aputmus, yiabaken QT-
HHTEPBAN, NPEACHPIAHO
TPENTEHE, BEHTPHKY IAPHH
EKCTPACHCTOH

Hecu

Hudapkt Ha Muoxapaa
(BKJIFOYHTENHO OCTHP)™,
NPeaCLPAHO MLXK/1eHE
JACTOANA CbpAEUHA
HEJIOCTATBYHOCT .
TAXMKapans, CbpaeyHa
HepocTaTbunocT ¥,
MHOKAPAHA HCXEMHS®

Cr10BH HapylueHus

Muoro uecTu

Benosuu TpoMboemMO0anYHKH
CHbOHTHA , NPEeAUMHO IbB0Ka
BEHO3HA TPOMOOIa o
Benoapodua emBosma <,
XHIIOTOHHSA™"

Yecru
XHNePTOHHE, EKXIIMO1a

MHoro yecTH

Benozuu
TpoMEOeMOONUYHH
CHOMTHA . NPeAMMHO
ALJIO0OKA BEHO3HA
TpomGo3a 1 6enoapobua
emoonug "

Yecru
Backynur. xunoroHus®*
XHAEPTOHHSA

HevecTn

HMcxemus, nepudiepra
HCXEMUA, BbTpeUepenHa
Tpomf0o3a Ha BEHO3HHTE
CHHYCH

PecniHpaTopHH, TPLIHH
H MeAHACTHHAJIHH
HapyieHus

MHoOro yecrtn
Hucnues®™, epucTtakenc”,
KauuMia

YecT
HucdoHns

Yecru

Pecnupatopen auncrpec’,
Aucnues ™', nnespanHa
Gonka™, xunokcns™

Cromaimno-upesuu
HADYUIEHHS

Muore yecTH

Huapus ™ | 3anex’, Goaka B
KOpeMa ., Fadete,
1IOBPbLIAHE ", IMCTENCHA,
CYXOTa B YCTATa, CTOMATHT

Yectu

KpLBOW3iHB OT CTOMAUIHO-
YPEBHHS TPAKT (BKIHOUYHTENHO
peKTaneH KpbBOH3IMB,
XEMOPOU/ICH KPLBOHMINB,
KbPBEHE OT NENTHYHH S3BH H
KBPBEHE OT BEHLHTE)
aucharua

Hectn

Kpbeousaue ot
CTOMALIHO-4PERHIKA
TPakT “**, 06CTPYKLHS Ha
TbHKUTE 4epBa’,
auapus’, 3anek’, 6onka B
kopema”’, ragene,
fnoBpbuLaHe
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Cuctemo-opranen kiac /

Benuku HIIP / YecToTa

HJP crenen 3-4/

IlpeAno4YHTaH TepMUH YecToTa
Heuecrn
Konit, Bb3maneHiie Ha
LeKyma o
MHoro uecTH YecTn
IToBHLIIEHA ANaHKH Xosecraa’,
amHHOTpaHcdiepasa, NOBMIUEHA | XENAaTOTOKCHYHOCT,
acnapraT aMMHOTpaHchepata XENATOUCNYy NapHO

XenaToOuanapun
HApYLIeHnR

YectH

Xenaroueny aapHo
YBPEKAAHE , OTKIOHEHHS BbB
dyHKUMONANHUTE
lICpHOIlpC}(F)HH IMOKA3ATENMN |
XHNepOUNUpyOHHCMHA

YBpexKaaHe *, NoBULLIEHA
anaHuH
amunoTpaschepasa,
OTKNOHEHHS BbB

(Y HKUHOHANHKTE
uepoApabHU Nokazatenu’

Hapyurenust na xoxara
H TIO/IKOXKHATA ThKAH

Heyectu
HeuecTH YepHoapobHa
Yepuoapobua HEJIOCTATLYHOCT
HEJ0CTaTEYHOCT
MHoro ueerTn Yecrn
OBpusd” . nipypriye OGpueu
Yectu Heuectn

YpTukapus, Xunepxuaposa,
cvXa Koxa,
XUNEPITUTMEHTALMS Ha
KOMATa. eK3eMa, epHTeMa

Hevectu

JlekapcTeeH odpuB ¢
€03HHODUNHSA 0 CHCTEMHH
CHMNTOMM . NpoMsHa

B [1BeTa Ha KOXaTa, peakuust Ha
(hOTOHYBCTBHTENHOCT

JlekapcTeer o0puB ¢
CO3MHOPHUNUS H CHCTEMHH
CHMIITOMH"”

Hapywmenus Ha MycKyJIHO-
CKEJIETHATA CHCTEMA H
ChEIHHHTETHATA THKAH

Mhuoro uecrn

Myckyana caaboet ",
MYCKYJIHH clia3smu, 6oaka

B KOCTHTE', Donka
AUCKOMMOPT Ha MYCKYAHO-
CKeNeTHaTa cHeTeMa

H CLEAHHHTEIHATA ThKaH
{BKAOUHTENHO GONKa B
rbpla ), Boska B KpaiiHuk,
MHANTHA. apTpairus

Yecrn
Oroui Ha cTapuTe

Yectn

Myckyana cnaboct”,
Bosika kocTHTE', Gonxa

n aHckoMdopT Ha
MYCKYJIHO-CKENeTHaTa
cucTema

H CBEAWHUTEIHATA THKaH
(BKmounTenyso foka

B rbpba“ )

HeuecTu

Hapywenns na 6nGpeunte

Muoro yectit
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Cucremo-opranen kaac /
IlpennouuTan TEPMHH

Benuka HIIP / YecroTa

HJIP cremnen 3-4 /
YecToTa

H MHKOYHHTE NbTHINA

buOpeuna HepocTaThuHOCT
(BRAXOUHUTSNHO oCTpa) ™~

Yecru

XemaTypHa . 3a1bpiAaHe Ha
YPHHA HHKOHTHHEHIMA Ha
Y¥PHHA

Heueern
IMpraodHT cunapom Ha
Fanconi

buOpevna TybynHa
HEKpo3a

Hapymenust na
BL3NMPOM3BOAHTENHATA
CHCTEMA M I'bpaaTa

YectH
EpexTunna aucgyHkums

OO0 HapymeHns
A epeKTH Ha MACTOTO HA

MHoro ueetn
Ymopa“™*

", OTOK
(BRAOUMTEIHO NepHdepeH
OTOK), THPEKCHA " ', aCTCHHUA,
rpurono;obHo 3aboasnate
(BKAOYHTENHO NHPEKCHS,
KALLIHUE, MHANMHH,

MHOro YyecTH
Ymopa™

Yecrtu
[Mepudepen otok,
MUPEKCHA ™", aCTEHWA

H YCJOKHEHHS,
BbL3HHKHAJH B pe3yTaT Ha
HHTEPBCHIHH

HNasane, koHTymn

npHIOkKenne MYCKYIHO-CKedeTHa 00.iKa.
rnasofonie 1 cxsaujane)
Yectu
bosika B mhpaunte”™ °, neraprus -
Muoro yecti
[Mesuiwena anxanna docdarasa
B KPhBTa

Hicneasanun
Hecry
Nosnwen C-peaktusen
MPOTEHH

Hapauasanns, orpassuns Yeern

% Hemenany peaknuuy. choGUIZRAHN KaTO CCPHOSHM 1 UMMM W 3TIHT AN npH nanveuty ¢ HAMM, nonyuasain

JCHATHIOMH B KOMGHHALAA © OpTe3oMBl B CKCaMeTas00,

~
Bok. Touka 4.8 Onucanwe ira w3paiii HCxeaann JCKUPCTICITH CaKIUH,

® Hemenanv  nexapersesn PEAKIHK, CHODUICHH KATO CCPHOMIM B KAHHHUHKEC WMIMTBANHMR [iPH NANHEHTH C
MYJITHILIEH MHUETOM, JEKYBAHH C ICHAHIOMM B KOMGHHZIHY ¢ ACKCAMCTAZ0H KK ¢ MCTHAKN W NPEIHK30N,

* Kacae camo CepHO3HM HOKCIaHH ACKAPCTBLHW PLAKIHH,

* Crofuwana ce 33 CKBAMOHOKIETLUCH KAPUMHON 1) KOKATA B CTHHIITS WSUHT IS PH NAIUCHTH C MHUEIOM,
NEKYBAHH (PEAN © NEHATHAOMHA/ICKCAMETAION, & CPABIETUG ¢ KOITPOJIMITE,

** CroGutara ce 3a ckBAMOIHOKIETLYCH KapUHIOM H) KOWATL B KITHHAYHO WIHTBAIG (TPH HOROIHAIHO
RAUHCHTH € MUCTOM HA ICHATHAOM H/IIEKCAMCTAZ0H B CPABHCHHE © KOKTPOINTC,
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Peswove & mattuuicn 840 sa Monomepanisimad

CneaHute TabAMUM €2 ChCTABEHH OT JAHHH. C'praHH Nno BPEME Hd OCHOBHHUTE MPOYYBAHHA NPH
MOHOTCpANHi Ha MUENOANCNNACTHYHH CHHAPOMH H MAHTETHOKNCThYEH J'IHMd')OM.

Tabauua 3. HJIP,

cLobmenn B

K/IHHHYHHTe

C MHEJJOAHCIIVIACTHYHH CHHADPOMH, JEKYBAHH C JieHa I oMM

HINMHTBAHHA

npH NAIHEHTH

Cueremo-opraner knac /

Beuwuxu HIIP / Yecrora

HJIP crenen 3-4/

Hndexnunn 1 uudecTannm

reOHYiE HidrekuHu
(BKIOUUTENHO
ONOPTHOHUCTHYHH HHDEKUHHY

ITpeanoYuTaH TepMUH HectoTa
MHoro yecTH MHOro uecTH
bakreprantu BUPYCHH 1 ITHermoHNSA"

YectH

Baktepuannu, Bupychu
U rbOUYHN HHOEKIIHH
{BKAKOYHTEHO
OMOPTIOHHCTUYHH
HHQEeKUMH) , OPOHXHT

HapyweHnus Ha kpbBTA
H TumM$HaTa CHCTeMA

Mhoro ueetn
TpomBousToncnss -,
HEYTPONEHUs *, AHEMUS'
NEBKOMEHHS

MHoro 4yecTu
TpomBounronenns’™®,
HEYTpOneHns ~, aHemus’,
AEBKOIEHHS

HYectu
MebdpuiiHa
HeyTponetivs ™

HapyweHus Ha
€HJ0KPHHHATS CHCTEMA

MHoro uecn
XHNOTHPCOHAH LM

Hapywenus Ha
MerTaboau3Ma u XPaHeHeTO

MHoro uectn
[ToHuen aneTHT

Yecru
CBpBLXHATPYNBANG HA KENAI0,
IMoHuxkeHO Terno

Hectu
Xuneprankemus”,
OHHKEH aneTHT

ChpaeuHH HapyuleHHn

Hectu
IIcHXHYHH HApYWIEeHHS [Tpomenu B
HACTPOCHHETO -
Hapywenns na nepsiata 3amasHocT, raasoSonne
CHCTEMA
Yectu
[lapecresus
Hecru

Qctbp UH(papkT Ha
MHOKapaa *, IpeachPAHO

MBRKCHE', ChpaeyHa

CLN0BH HapyuIeHHA

HEAOCTATLYHOCT
Yectu Yecru
XHUINECPTOHHS, XEMATOM BeHo3HH
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Cucremo-oprasex Kiac /
IIpeanounwTaH TepMuUH

Benukn HIIP / YeceTora

HJIP ctenen 3-4/
YecToTa

2bA00Ka BEHO3HA
Tpombo3a ¥ Benospobva
embosug -

Pecniupatopuu, rpuanu
H METHACTHHAJHH

Muoro yecru
Emuerakcuc

Hapymenus Ha Koxata
H NOAKOMKHATA ThKaH

OO0puBY, Cyxa KOKA,
NpYpHTyC

HapymeHus
MHoro yecTt YecTH
Huapus’, Gonka B kopema Auapud’, ragene,
(BKIIOMMTEAHO ropHata vact), | 3u60bon
CToManiHo-4peRHH
rajieHe, noOBpLUIAHE, 3anek
HApYWEeHHA
Yectu
CyxoTa B ycTaTa. JUCNencHs
YecTu Hectu
OTKNOHEHHA BbLB OTKJIOHEHHHA BbB
XenaroGuaHapHu
(Y HKIHOHATHHTES Dy HKUHOHANHUTC
HADYHICHHA - .
YEPHOAPOOHIF TIOKA3aTeNH YepHOIPOOHH
MOKA3ATESNH
MHorg ugeTy YecTu

(ObpuBH, NpypUTYC

Hapynienuss Ha MyCKyAHO-
CKEJIeTHATA CHCTEeMA
H CHLEIHHHTE/IHATA ThKAH

MHOro 4ecTH

Myckynun cnasmu, Gonka B
MYCKYTHO-CKENeTHaT:
CHCTEMA (BIHOUNTENNO GONKa
B rupba’ w Gonka B KpaiHHK),
ApTpanrus, MHanrHa

Yecrn
Bonka B rrepba”

Bb3HHKHAJIH B Pe3yJITAT HaA
HHTEPBCHUIHH

Hecrn
Hapyuenua Ha OpOpeunre
bnGpeuna
H MHKOYHHTC WHTHINA
HEAOCTATHHHOCT
MHOro 4yecTH Yecrn
Ymopa, nepuiepen oTok, [Tupekcnn
O6my Hapyweuns u rpunonozobHo 3adonsBane
eexTH Ha MACTOTO HA (BKIOYMTENAHO NHPEKCHS,
PHIOKEHHE Kawnuua, GapuHruT,
MUAITHS, MYCKYJNHO-CKENETHA
Honka, roapodonie)
Hapauasauns, oTpaBanus Yectn
H YCIOXKHENHH, [Tanane

" Bax. Touka 4.8 Onucanue va w3Gpate HEskCAaHH JCKUPCTBCIM PCAKIUH.

¢ Hexemanu cxurHa. cLodiuenn karo CCPHOIHH B K IHHHYHH HTPOVUBAHHS HA MUENOIUCTIIACTHYHH CHHJIPOMM.

" Crofasar c¢ NPOMEHM B HACTPOENMETO KATO HCCTO CEPUO3I0 HEKCAAHO ChOMTHE B npoyysanero $aza 3 na

MHENOAUCTINACTHUHH CHHPOMH, HE CC ¢hoDIILABA KaTo HeXeTano eniurne ot Crenen 3 uan 4

ANTopuTLM, npUAeKeH 3a siciousane 8 KXIT: Bewakn HIIP. scranosenn ot A1OPHTHLMA No NpoyyBaHeTo ¢asza 3,
ca pmoueHy 8 KXIT 3a EC. Hapupuicha ¢ soinrbimuresa uponcpka 3a uecrorara na Tesd 1P, YCTAHOBE
AMrOPHTBEMA HA Mpoy4naneto dasa 2 M. aKko YecroTara uM B npoytusaHcte gusa 2 € Ho-BHCOKA,
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B IpoyuBaHeTo Gaza 3, crfintuero e Brmoueno B KX ga FU ¢ UCcCTOTATA ¢ KONTO € Bh3IMKRATO B NPOYYBANETO
taza 2.
# AJropHTLM. TPHAGKEH NP MHEIOHCILIICTHYHY CHIIIPOMIE
e llpoyusane daza 3 Ha MHOIONHCILIACTHUIH CHINIPOME  (IROMHOZACHENICHA 110Ny, 14LMs 33 Gesoliachoct,
pa3iinKa MRy JEHAIHAOMK:T 5/10 mg ¥ NALIeHO 1o IEHLIHD CXeMA 3 NPHIArAHE. NXBCHA NPH HaF-ManKo
2 naumenta):
O BCHMKH BBINHKBALLM 110 BPCME HA JICHCHHETO ueswerann oxlueus npa > 5% ov uandenrure Ha
ACHATHAOMHK/L. H HAH-MLIKO 2% Paziinka B CHOTHOWICITHETO MCHY JICHLTHAOMK,L W MIaieso:
O BCUMKH BBINHKBAUIM 110 BPCME HA JICueHMeTo dewenand onbwrns ot Crenen 3 wan 4 npu 1% ot
HAUMCITHTE Ha JICRANMAOMKE M nadi-vanko 1% pagjinka B ChOTHOLISHHUTO MENLY  HEHMIMAOMHAL
H Analeooes:
O BCHMEHM BLI3NMKBAILM N0 BPCMC 113 JICUCHHETO CCPHONM HEHKeINA CBMTES TIpH 1% O naunenTvTe Ha
JEHANMJIOMHT W Haf=-MIKo 1% pastiivKi 8 ChOTHONICHHCTO MCHKILY TCHATHIOMKA 1 fnaneto.
s [lpoyusane dasa 2 Ha MUEIOIMCHAICTHUHH CHIIPOMH:
©  BCHMKH BBINHKRAIUM 110 BPEME HA JICUCHHCTO wewesiany cuOMTHA npu 2 5% oT Jexymanure
C NeHATHAOMH,L MANKCHTH;
©  BCHUKH BB3HUKBAUM 110 BPEMC HA JICYCHHETO HEKCIHH chBHTHY or Crencn 3 win 9 npu 1% or
JICKY BEHHTE C ICHAMMIOMMT THAIUCHTH]
O BCHYKH BB3HHKBALH 1 BRCMC HE JICUCHHCTO CEPHOTIL HERS AN cubuTs npe 1% ot nekysannTe
C JEHLIHAOMHT HALMCH TH,

Tabmuma 4. HIAP, chobimeHn B KIHHHYHHTE MINHTBAHKA OPpH  NAUHEHTH
¢ MAHTETHOKJEThHEH JTHM(OM, JeKYBAHH € JTeHATHI0MM]
Cucremo-opranen xiac/
op Beuuxkn HJIP / YectoTa HJIP crenen 3-4 / YecToTa

IlpexnounTan TepMHH

Muoro yecty
bakTepuanuu, BupycHs
H I'eOMUHH nuexuu

Hecrn
BakTepuanun, supycuy u
reOHYHH HHDEKL UK

(BKIOYHTEIHO (BRAOYMTENHO
Hudekunu n OTIOPTIOHHCTHUHH ONOPTOHHCTHUHH
nadecTaunn HHPEKLINKH) ', Ha30(hapHHTIHT. HHpekUnn)’ . THeBMOHUS"

THEBMOHHS

Hectn

CHHy3uT

Hecty Yectu
Heonnaimn — Peakius na aktusipane Ha Peakuus Ha akTHBHpaHe Ha
Ao0poKaveCTREHH, TYMOpa TYMOpa,
3NMOKAYCCTREHH CKBAMO3HOKIETBYCH
H Heonpeneaenn (BRI KapUHHOM Ha KoykaTa™,
KHCTH H NOJIHITH) DazanHoK/IeTLYEH

KAPUHHOM

HapyumieHns: Ha KpbBTa
H AHMpHATa CHCTEMA

MHoro yecru
Tpombountonenuus .
HeyTpoTieHHs .
NIEBKOTIEHHA , AHEMUS

Yectu
DelpuiHa HeyTponeHus

Mnoro uecri
TpombouuTonedus ,
HeyTponenus ™, anemus’

Yectu
Debpunna HeyTponeuus ™,
NEBKONEHHA

HapyineHns Ba
MeTadoaHIMa H
XpaHeHeTo

MHoro yecrn
[Tonuxen ancTHT, NOHHKEHO
TErn0, XHNOKateMHus

Yectu

Yectu

Hexnapartauus’,
XHTIOHATPHEMMUS,
XUIOKASILLHEM U
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CHeTeMo-opraHen Kaac/
TlpeanouNTaH TEPMHH

Beuuku HJIP / Yecrora

HJIP creneu 3-4 / YecToTa

JlexuapaTanns-

ITenxnaHHA HAPYUICHHHA

YecTH
bescbhue

Hapyuniennst Ha HepBHaTa
CHCTEMA

Yectu
Jucreysus, roapoGonue,
nepudgepHa HeBponaTHs

Yecru
Iepudepra censopHa
HeBpONaTUA, neTaprug

HapyueHus Ha YXoT0

Yectu

H 1abHpHHTa BeptHro
Yeeru
CrLpaevuny HapyllleHHA Hudapkr Ha MHOKapﬂa}f
(BRNOYMTENHO OCTBP) °,
ChPAEYHA HEJLOCTATBYHOCT
Yecru YecTH
XUNoTOH#H JAnnboka BeHo3HA

Cobaosy HapyueHns

Tpombo3a’, Genoapobua
emboaua™’, XHMOTOHHA"

PecunpaTopau, rpsauu
H METHACTHHAAHH
HADPYIIEHAA

Muoro yecrn
Hucnuen”

Hectn
Jducnuesn’

Cromamno-upeBHn
HAPYWEHHA

Muoro vecrn
Hunapks-, rajete |
NOBPLUIAHE |, 3ANEK

Hectu
Kopemna 6onka®

YecTy
HAunapus’, kopemua Gonka’,
3anek

Hapywenus Ha Koxata
H HOJKOXHATA ThKAH

MHuoro vecTtn
OGpHBY { BKIUOYHTEIHO
AJEPrHYEH [IEPMATHT),

NpypUTYC

Yectu
Houwno w3norasaue, cyxa
KOXKa

Yectn
Obpusu

Hapyiuenus na
MYCKYJIHO- CKeJIeTHATA
CHACTEMA

H ChC¢AHHHTENHATA ThKaH

Muoro vecry
MyckynHu cnasmu, Gonka
B rbpha

Yectu

Aptpanris, 601ka B
KpaiHHK, MyCKYTHa
caadoct

Heern

boaka B rupfa, Myckynna
cnaboct, apTpanrus, 6onka
B KpaHHHK

HapyuieHus Ha
6n6pennre v nHKoOYHNTE
NTBTHIR

Yectn
bbOpeuHa HepocraThyHOCT

O6IH Hapymenun
H eheKTH HA MICTOTO Ha
[IPHIOKEHHE

Muoto yecTn

YmMopa, acteums’,
nepudepen oTok,
rpunononobHo 3abonseave

Yectn
INMupekcua®, actenns’, ymopa
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Cucremo-opranen xiaac/
[IpeanoyHTaH TEPMHH

Benwuxku HJIP / YecToTa

HJIP ¢renen 3-4 / YectoTa

(BKNKYUMTETHO MHPCKCHS |
Kauumua)

YecrtH
CTyagHH TPBNKH

" Bxk. Touxa 4.8 Onucannc na u3bpunn

RHCHRCTANH JICKAPCTBCHH PCAKITHH.

? Hexenanu cb6HTHA. CLOBIIEHN KATO CEPHOZHH B KXIMHHYHKE TIPOYUBANNA HA MAHTCUIOKIETLUCH JIMMPOM.
ATIOPUTEM. HPHIOKEH 33 MBHTCANOKACTLUEN ANMpOM:

¢ Koutpoanpano thaza 2 npoyuBaHe Ha MAHTCIHOKICTHICH MMM
O BCHYKH RB3HUKBALUH 110 BPCME HA JICUEHHCTO HOKCIANK CLOWTHA TPH 2 5% 0T HAUHCHTHTE B PAMOTO HA
Pa3IHEd B CHOTHOICHHCTO

ASHAAHJIOMHA L
H KOHTPOTHOTO paMo;

O BCHYKH BBL3HWKBALUKM 1O BPCME HA JICHCITHCIO liewedald chouTur o1 Crenen 3 win 4 npy 2 1% ot
NALMCHTHTE B PAMOTO HA NCHATHAOMML H HA-MuwIko LO%e pasivka 8 CHOTHOIICHHCTO MCKIY PaMOTO

U Haii-maiko 2%

Ha JCHATHIAOMHA H KOHTPOJINHOTO DaMO:

©  BCHYKH HLIHMKBAWH 110 BPCME HA JICULIIMCTO CCPHOIHN HOReAlK CHOMTHA NpY = 1% o1 nauqernTe
B PaMOTO Hd JICHAIMIOMWA H o nait-manko  10% pasiHka B CBOTHOINCHHCTO MEXily PaMore Ha

ACHATHIIOMH)L H KOHTPOITHOTO pavo.

¢ [lpoyusane ¢asa 2 Ha MAHTENHOKIETLUCH JMMPOM ¢ CIIHO paMo;

MCHILY

O BCHMKH Bh3HHKBALUHK 110 BPCME HA JICHCHHETO HERCIAHH CLOUTHA HpH > 5% oT nauMeHTHTE:

©  BCHYKH BBLIHHUKBALIA ITO BPEMC Ha JICHEHHUETO HOWCTANH cLOuTHa o1 Ctenen 3 win 4, ¢uoliucHK HpH

2 WIH HOBEUE HALHEHTH,

©  BUCHYKH BLIHHKBALH NG BpCME HA JICHCIHTACTO CUPHOZHH HOMETAHH ChOUTHH, CHODIICHH Ipu 2 umu

[LOBEHC TEALHCHTI.

Pezome 8 maGruuen gud sa KOMOUIUPAana mepanist npu (!)()JIMKWMHDEH .HMMd)().M

Cnennara Tabsvua € cheTaBena oT AaHHH, CHOPaHM N0 BpeMe Ha OCHOBHWTE NpoyuBanus (NHL-
007 w NHL-008), w3non3paiin neHanuaoMua B KOMOHHALME ¢ PUTYKCHMAG NpH NallMeHTH ¢

donukynapen aumpom.

Tabauna S, HJIP, cuvobmenn B KJHHHMHATE WINHTBAHHA NPU NaUHEHTH ¢ POIHKYIApen

JAM$OM, 1EKYBAHH ¢ TEHATHAOMHA B KOMOHHALHA ¢ pHTYKCHMA0

CucreMo-opranen knac /
MpeanoynTan TepMHUH

Benuku HJIP / Yecrora

HJIP cTemnen 3-4 / YecToTa

Hudexunn u

Muoro yectn
Undekius na ropunre
JIHXATCJIHH mbTHLLA

Hectn

Muesmonns®, cencuc’,
GenoapobHa vHdeKUHA,
OpPOHXHT, FACTPOEHTEPHT,

H HeonpeneJeHH (BKA.
KHCTH U MOJTHIIH)

Hecrn
CKBAMO3HOKJICTBYCH
KapLUHHOM Ha KoKata - -

nndectanun Yectu ) CHHY3HT, HH(EeKIHS Ha
[HesMoOHUA", rpun, NUKOYHHTE NBTHILA,
OPOHXHT, CHHYIHT. HenyauT
HHQEKUUA HA NUKOYHHTE
NbTHILA
MHuoro ygcTi YecTH
Heonaasmu — Peakuns Ha akTHBHPAHC Ha bazannokneTbucH
no0poKavYecTBeHH, TYMOpa KApUHHOM ™
3/10KAYECTBEHH

Hapyuienus Ha KpbBTA

Munoro yecru

MHoro uectn
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Cucremo-opranen kaac/
IlpennoynTan TEPpMHH

Benukn HIIP / YecTora

HJUIP crenen 3-4 / YecToTa

H AHMPHATA CHCTEMA

HeyTponekus =, anemus ,
TPOMBOUHMTONEHHS .
NeBKONEHHA .
numdonenns’”

HeyTponenus =

YecTu
Anemus’,
TPOMOOUHTONEHHUS |

YHectn tedpunua HeyTponenus®,
DedpuiTHa ney TponeHUE™" NAHUMTONEHHA,
JIEBKONEHNS",
| numdonenns""
Muoro ueeTn HYecTn
TTonnxken anermr, Jexuaparauns,
Hapymenus na XHITOKAJIHEMIS XHIEpKaNUHeMus’,
meTaboau3Ma i XUNOKARHEMMUSA,
XpaHeHeTo Yecru xunogoctharemus,
Xunodiocharemus, XHNepypHKeMHA
AeXHpaTailus
Hectu
IIcHXHUHKE HAPYILNEHHS
Henpecus, 6e3chHIC
Muoro vectu Hectn
I"zapofoniie, 3aMasnocT CHHKOTI
Hapymenus Ha HepBHaTa
CHCTeMa Yectu
[Mepudepha vepponartus,
JUCTey3Hs
Cupaeunu napyumrenns Heuectu
AputmHs’
Yectn YecTtu
Cb20BH HApYLIEHHS) Xunotonus Benonpobua embonna ™,

XHNOTOHHA

MHoro yecTH Hectu
Pecnupatopnu, rpbany Jucnues®, kautanna Aucnnes’
H MeIHACTHHAJIHH
HAPYIUEHHUS Hectu
Opodapunreanna Gonka,
AncdoHus
MHoro Yectu Yectu
Kopemua Gonka“, anapus. Kopemua Gonka’, anapus,
3anek, raaeHe, Nospbilake, 3aMEK, CTOMATHT
CromamHo-upeBHH ancnencna
HapyIIeHHs

Hectu

BOHK& B rop}iaTa HaCcT HA
Kopema, CTOMATHT, CYKOTa B
ycTaTa

Hapywenus Ha koaTa
H MOJKOXHATA THKAH

MHoro yectn
O6puen”, npyputyc

Yeeru

Yectu
OBpuen’, npypuryc

P

47




Cucremo-opraden kaac /

Hapymenns Ha
MYCKYJ/JHO- CKeJleTHATa
cHCTeMa

H CheAHHHTE/THATA ThKAH

Myckysiiun cnasmu, Gonka
B rop0a, apTpanrns

YecTu

bonka B kpalHHK, MYCKYTHA
cnaboct, Donka B MyCKYNHO-
CKEefeTHaTa CHCTEMa,
MHaArHs, Donka B LunATa

Beuukn HIAP / YecroTa HJIP crenen 3-4 / YecToTa
IIpeanounTad TepMHUH
Cyxa Koxa. HOUIHO
H3ITOTHBANE, EprUTEMa
MHoro uecTH Yectn

Myckyaxa cnaGoct, Goska
B LIWATA

IMupekcna, ymopa, acienus,

Hapywennn na YecTn
OblpelnHTe H AHKOYHHTE OcTpo yBpexkaase Ha
NBTHWA OrOpeunTe

Muporo yectu Yecru

Ymopa, acTeHus

O6mu HapyuteHns nepudepen oTok

H eeKTH HA MACTOTO HA

YecTn
NPHIOKEHHE —

Duinyecko
HEPAZNONOIKEHHE, CTY/ICHH
TPBLITKH

M:oro yectu

[ToeHuiena anavuu
amHHoTpaHcepasa

Hicreapanun
Yectu

[MonuxkeHo Terno, nosiHien
OWnupyOMH B KpbBTA

" Bx. Touka 4.8 Onncaime na H3OPaITH HEWCIARY NCKAPCTRCHH PeaKituu.
ANropHTBLM, npraokes 1Ipw doarky.rapen aumdiom:
Kowrpoaupano - Hpoyusane thaza 3:
o NHL-007 HJIP - BCHUKH BLIHHKBAUM 10 BPCME HA JICHCHUCTO NOKENAHH chOMTHR npH > 3% ot
OAUHCHTHTE B PAMOTO Hit JCHLTHAOMAVPHTYKCHMal u Hal-MaTko 2% rio-BHcoKa uecToTa (%) B pamoTo
H2 JICHANMAOMKI B CPABHEHHE C KOHTPOIHGTO PaMo (Ito1lvIaliis 3a 6e30nactoct),
o NHL-007 Cyenen 3/4 HJIP - ACHUKH BBIHMKBALIM 10 BPCMC HA ICUCHHETO HEKEJI3HH CLOHTHA OT
Crenen 3 nim 4 npu nai-mMaiko 1% 0T naienTre W paMoTo Ha ACHANMAOMULPHTY KCUMAd W nali-
Mauko 1% Mo-wHCOKA HCCTOT B PAMOTO 11 ACHATHIOMUL B CPABHCIEAC ¢ KOHTPO,IHOTO PAMO (NONYRaLmS
3a fe3onacnocr);
o  NHL-007 cepyosnn HIP - BeMUKH BLIRHKBAILH 10 BPCME 113 ICHSITHETO CEPHO3HM HEXETAHH CHEHTNA
1P Nadi-Mmaike 1% o1 anuerTuTe B PaMoTo Ha JICHUTMAOMH/PATYKCHMAB 1 Hal-mauko 1% no-sacoka
HECTOTA B PAMOTO HEICHATHIOMAT B CPABHCIHE € KO POIHOTO PAMO {100y Aa1Ms 33 (e300aci0eT).
®J1 ¢ epno pamo - [Ipoyunane daza 3:
e NHL-008 H/IP - scuuku BR3HUKBAM 10 BPCME Ha JICHCHHCTO UCKCAANA ChOMTHS npw > 5% ot
JIEKYBAHHTE TALHCHTH!
o NHL-008 Crenen 3/4 HITP - BCHUKH BL3NUMKBAINM 1O BPCME 12 JICHCHHETO HEKENAHN CLONIML OT
Crenen 3 wiv 4 npu 196 0T JICKyBABYTC NALMCHTH:
©  NHL-007 cepuoszuun LUIP - BCHYKH BR3HKRALIM 10 BPEME HR JICUEHHETO CCPHO3HU HEKENAHH CHLOMTHA
npu [% o1 JickyBaUMTE NALKCHTH.

¢

Henenanu cuburus, choGINEHH KA1 CEPUOIHA B KIHHKRUHR IPOYHRANHA HA MHEAOMCINGCTHYHU CHH
+

Kacae camo CEpHOIHE HEKCIaHM TCKapCTRCHH PEaKITHA.
* O6pueLT BENOUBL DpestodnTan Tepmut (PT) OOPHE H MAKYI0-TI1Y 109CH 0BpHE,
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** JlepkoncHHATA BKNIOUBA npeanovntan Tepmun (P} ieskoueisg v namwier 6poit va GelHTe KPLBIK KICTKH,

*EE TTumdonerHaTa BITIONBA IPE/TIONHTAN TepMun (P1) sumonenns nnasanen Hpoii na aumounruTe.

Pesiove 8 madauuer 6uo Ha HeXCeIUH R PCAKHUT 1€ RYCRANEMO Ha Rd3apd

Ocpeu FOpEnoOCOUCHNTC HEXKCIAHHW PEAKIHH, NTPOABCHH NPH OCHOBHUTE KNUHWYHH H3NMHUTBAHUA,
caegHaTa Tabauua e CheTaBeHa oT AaHHH, NOJIYYEHH CNEA NYCKAHETO Ha nazapa.

Tabauua 6. HJIP, chobmenn or ynorpebara cien myckane Ha nasapa HpH NAUHEHTH,

JIEKYBAHH C JICHRIOHIOMH

Cucremo-opraneH kiac /
IlpeanouuTan TepMun

Benuxku HAP / YeceroTa

HJP crenen 3-4 /
Yecrora

Hadexunn u nndecranun

C Heu3BecTHA YecToTa
Bupycau undekunn.
BKJIOYMTENHO PEAKTHBHPAHE
Ha BUPYCA HA XCPNEC 30CTep W
Ha xenatut B

C Heu3BecTHa YeCToTa
BupychH Hudekuny,
BKIIOYUTETHO
peaKkTUBUpaHE Ha
BHpYCa Ha Xeprec
30CTEP H HA XenaTuT B

Heonnazmn —
A06pOKavECTREHM,
3/10KAYECTBCHH

H HeolpeaeeHH (BKI. KHCTH
H MOJIMNH)

Peakn
TyMop-au3ne CHHAPOM

Hapyluenus Ha KpLBTa
H aumbuarTa cucTeMa

C neuzsecrta yecrora
ITpuaobura xemodnniis

H MEXHACTHHAIHH
HapyLIeHHS

Peaku Pesku
AnapunakTuHa peakius AHadunakTHuHa
peakuus’
Hapymenust na HMyHHaTa
C HeM3BCCTHA YeCTOTH
cHeTemMa
OTxBBpAsiHE HA
TP2HCTIAHTHPAH COTHAEH
opraH
Hapymenns na Yectn
EHJOKPHHHATA CHCTEMA XHNEPTHPEOHHIBM
Hevectu Penku
BeaoapoGua xunepronus Benoapobua
PecnupaTtopHu, rpeain XHNEPTOHHS

C HeM3BECTHA YecToTa
HuTtepcTHumanen
[IHEBMOHHT

CroMaluHo-upeBHH

C HeM3BeCTHA YecToTa
[Mankpeatnr,
CTOMALUHO-YPEeBHA
nepdopauns (ska.
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HADYIICHHHA nepdopauns Ha

JAHBEPTHKYJL. Ha

ThIKOTO i AelenoTo

uepBo)’ //—L\
XenatoOuanapun C Heu3pecTHA yecToTa C nenspecTha ugrqresEH
HAPYLLEHHS OcTpa ueproapobta OcTpa uepHo 8



Cucremo-opranen Kiac / HJIP cvenen 3-4/

Bewuxu HJIP / YecroTa
TlpeanounTan TepMuH YectoTa
HEJAOCTATLYHOCT , TOKCHYCH HENOCTATLYHOCT
XENATHT . UMTOJIHTHYEH TOKCHYCH XEMaTHT

XCNATHT . XOJEeCTATHYCH
NEMaTHT |, CMeCeH
UHTOAHTHYEH/XONECTATHYCH
XENaTuT

Heuectn
AHTHOEAEM

Peaxu
CuHapom Ha Stevens-

Johnson', TokcHuHa
enuaepMania

Hapymenns na koxkara
HEKpPOIU3a

H MOAKOXKHATAE ThKAH

C Heu3BECTHA YECTOTa
JleBkounTOKNACTHYEH
BACKYJIHT, NEKAPCTREHA
peakuus ¢
eosuHodUAHs

H CHCTCMHH CUMTITOMH

B, Touxa 4.8 Onucanue Ha v30pany Hexeranm JSKAPCTBEHK DCakInY.

Onucanne Ha M30PaHN HEXKENAHN NEKAPCTREHH PeakilMn

Tepamocennocm

JleHanMAOMHA € CTPYKTYPHO CXOAGH ¢ TanuaoMui. TamuaOMHA € H3BECTHO TEPATOTCHHO
8KTHBHO BCLUCCTBO MPH XOPa, KOETO NPHYMHABA TEKKH KMBOTO3ACTPALLABALLA BPOACHH
nedexth. [lpy MaliMyHU NeHAANA0MHI TPEAH3IBHKBA ManhOPMaLIHK, NOZOOHU Ha Te3H, OTTHCAHH
3a TanuAOMHA (BX. ToYkd 4.6 W 5.3). AKo Npu Xopa No BpeMe Ha OPEMEHHOCTTA Ce NpHeMa
JEHANHIOMHMA, CE OYAKBA TEPATOreHeH edexT.

HEYF‘HHOHE:’HM |71 mpo.uﬁotiumanenuﬂ
¢ HOBOAMArHOCTHUMDAH MYJTHNACH MHEIOM: NAUMEHTH, KOHTO ca OWIH NOMIOKEHW Ha
ATCK, fiekyBaHi ¢ BOMABPKAULO JICHEHHE € NCHAMLIOMHA

Hoanbpwaworo neuenne ¢ nenamupomua cnen ATCK ce cpbp3Ba ¢ MO-BHCOKA 4YecToTa Ha
HeyTponeHus CreneH 4 B CpaBHEHME © NOATLPKAUIO NMPHICKEHHE HA MNALeBO (ChOTBETHO
32,1% cnpamo 26.7% [16,1% cnpamo 1.8% cren 3anousane Ha NOLILPKAWO nevenue] npu
CALGB 100104 n 16,4% cupsamo 0,7% npu 1IFM 2005-02). [lossunoro ce B pe3ynTar ha
nedqenneto HC neyTponeHMs, Bogemio 10 ChMpaHe He JEeHANMAOMHKI ce HABGNIoAaRa ChOTBETHO
npu 2,2% or nauventute B CALGB 100104 u 2,4% or naupenture B [FM 2005-02. Debpunna
Heyrponenus Crenen 4 ce cbodwlasa Che CXOIHA MECTOTA NPH PAMEHaTa Ha MOAXLPKALLO
NEYEHHUE C NEHANHIOMHU, B CPABHEHHE C PAMEHATA HA NOANLPXKALIO NPHUIIMKEHNE HA Nnauebo B
AseTe npoyuBanHs {(cboteTHo 0,4% cnpamo 0,5% [0.4% cnpamo 0,5% chen 3anousade ua
noaabpxaio neverune) npy CALGB 100104 n 0.3% cnpasmo 0% npu IFM 2005-02).

Monabpxawo Aeucnue ¢ nevannaomua cieq ATCK ce cBbp3Ba ¢ BO-BUCOKA UYeCTOTa Ha
TpomGountonenus CteneH 3 unu 4, B cpaBHEHHE ¢ HOATBPXKAILO NpHAGKEHHE
(cvotBeTHO 37,5% cnpamo 30,3% [17,9% copamo 4.1% cnea zanouBane Ha
neuenne] npn CALGB 100104 1 13,0% cnpsmo 2,9% npu 1FM 2005-02).
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e HOBOAMArHOCTHUMPAH MYATHANEH MUEROM: NAlMEHTH, KOMTO He ¢a OOAXOASWM  3a

TPAHCMAAHTAUNSA, N10JIYHABALM JCHATHAOMMA B koMBuHalus ¢ 6opTe3oMui v aekcaMeTasoH
Heytponenna Crened 4 ce nabmopasa B pamoto Ha RVd 8 no-manka cTenen OTKONKOTO
B cpaButentoTo pamo Ha Rd (2,7% cnpamo 5,9%) 8 npoyusanero SWOG S0777. OeGpusina
Heytponedus Crened 4 ce cho0IaBa ChC CXOJHH 4eCTOTH B paMoTo Ha RVd u pamorto na Rd
(0,0% cnpamo 0,4%).

TpombounTtonenns Crened 3 unw 4 ce nabnwogasa B pamoto na RVd B no-Bucoka crenes
OTKOJIKOTO B cpaBHUTEeNHOTO paMo Ha Rd (17.2 % copsamo 9.4%).

e HoBOAHArHOCTHUMPAH MYATHIUIGH MHENOM: NALMEHTH. KOMTO HE ca NOAXOAALM 3a
TpaHCNJIAHTAUHA, JIEKYBAHIE € JCHANUAOMK B KOMOHHALHMA C JEKCAMETA30H

KoMOHHaumaTa Ha JEHAMMAOMMI ¢ AEKCAMETAZ0H APH NALHEHTH ¢ HOBOAWArHOCTHLMPAH

MYNTHIUIEH MHENOM e CBBP3Ba ¢ N0-MalKa uecToTa na HeyTponenus Crenen 4 (8,5% npu Rd

i Rd18 B cpasnenne ¢ MPT (15%). ®ebpunna Heyrponenus Crenen 4 ce HabmosaBa pRAKoO

(0,6% npu Rd n Rd18 B cpaBuetine ¢ 0,7% npu MPT),

KoMOHHAauMaTa Ha JICHATMAOMHA C JAEKCAMETA30H MPH NAUHEHTH C HOBOJMArHOCTHLUMPAH
MYATHNIEH MHENOM CE CBBP3BA C MMO-MA/IKa yecToTa Ha TpombouuTonenus Crenen 3 u 4 (8,1%
npu Rd u Rd18) B cpaBrenue ¢ MPT (11%,).

¢ HOBOAMATHOCTMUWDAH _MYATHNJIEH MUENOM: NAUHEHTH, KOHTO HE cd MoaXOZAllM 34

TPAHCNNAHTAUNA, NEKYBAHH C MEHANUIOMHU L B KOMOHHauWE ¢ mendanan B mpeHu3oH
KoMOunauusta wna nenanuiomma ¢ Meadanan M NpeasHu’on  NpH  NAUKEHTH ¢
HOBOIMArHOCTHLIMPAH MYITHIIEH MHENOM Ce CBbp3Ba C MOBHMILCHA YECTOTA HA HEYTPONEHUS
Crenew 4 (34,1% npu MPR+R/MPR+p} B cpasHenne ¢ MPp+p (7.8%). HaGmonasana
¢ noBulleHa uectora Ha (ebpunna weytponewns Crenew 4 (1,7% npu MPR+R/MPR+p
B cpapHenne ¢ 0,0% npu MPp+p).

KoMOuHauusita Ha  seHaamaoMua ¢ Mendanan M NPEAHM3OH  HPH MALMEHTH
C HOBO/IHArHOCTHUHPAH  MYJITUINEH MHENOM ¢€ CBbP3BA ¢ MNOBMIIEHA UECTOTA HA
TpoMGounTonenns Crenen 3 1 4 (40.4% npu MPR+R/MPR+p), B cpaBrenne ¢ MPp+p (13,7%).

¢ MynTunaeH MHETIOM: NALMEHTH C IIOHE EHA N1PEAXOHIALIA TePATHA

KoM6rHaunaTa Ha NeHanMaOMHI ¢ EKCAMETA30H TNPH NALMEHTH C MYJATHIUIEH MHENOM Ce
CBLP3BA C NOBHILEHA HECTOTA Ha HeyTponchua Crenew 4 (5,1% npu nauveHTnTe, NEKyBaHu
€ IeHaNuIoOMH//AeKCamMeTa3ol,  cpaBieHo ¢ 0.6%  NpM  mauMeHTHTe, NEeKyBaHH
¢ nnauebo/aekcameTason). Enusoan na debpunna neyrponenus Crenen 4 ca nabirogapanu
pazko (0,6% npu naukeRTHTE, NEKYBAHH € NEHANHAOMNL/ ACKCAMETAZ0H, cpaedero ¢ 0,0% npu
nauUeHTHTE, NEKYBaHK ¢ nnauelo/neKcaMeTasoH).

KomGuHaunATa Ha neHamMioMM1 ¢ AEKCAMETAION NPH NAUMEHTI ¢ MYITHNNEH MHCIOM ce
CBLP3BA C MTOBHILIEH 4eCTOTA Ha TpomOouuTonenna Crenen 3 u 4 (cboTBeTHO 9,9% 1 1,4% npu
MAUMEHTUTE, NEKYBAaHW C  IeHATMAOMHA/ICKCAMETason, cpaBHewn ¢ 2,3% n 0,0% npu
TMaLHEHTHTE, JIEKYBAHK ¢ Nnauebo/ nekcameTason).

¢ [launeHT ¢ MHENOANCINACTHYHMY CHHAPOMH
[lpy naumenTHTE € MHENOANCIIACTHHHH CHHAPOMH JCHAIHIOMHA Ce CBLP3BA C N
HeCTOTa Ha HeyTponerus Crencn 3 uam 4 (74,6% npu nauMenTuTe, AeKyBaHu ¢ nen
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cpasuenue ¢ 14,9% npH nauncHTHTe Ha naauebo B npoyusaneto $asza 3). Ennsoan Ha deGpuana
HeyTponeHus Crened 3 uam 4 ce nabmopaBat npu 2,2% 0T nauMeHTHTe, NeKyBaHu
C neHanMaoMUA, B cpasHeHue ¢ 0,0% npu nauuentute na nnauebo. JieHanuaomua ce csbpiBa
C No-B1coKa vecToTa Ha TpoMOboumToneHus Crenen 3 win 4 (37% npu MaUMERTHTE, JIeKyBaHu
€ IEHaNMAOMH, B cpasHenue ¢ 1,5% npu naunenTture Ha naauebo B npoyysarero daza 3).

¢ [lauMeHTy € MAHTENHOKJIETBYEH AUMPOM

[Ipy nauMeHTHTE ¢ MAHTENHOKACTLYEH AHMGOM ACHANH/IOMH/ C€ CBBP3BA C NO-BMCOKA YECTOTa
Ha Crenes 3 uanm 4 neytponeuns (43.7% npu nauMedtHTe, NeKyBaHM C JAEHAIMAOMMI,
B cpaBHenye ¢ 33,7% npu nauHeHTUTE B KOHTPOJHOTO pamo B npoyysaxeTto dasa 2). Enusoau Ha
Crenen 3 win 4 debpunna neyTponerus ce Habmonasat npu 6,0% OT NaUUEHTHTE, JEKYBAHH
€ NIEHATHAOMH/L, B cpaBHeHHe ¢ 2.4% NpH NAUMEHTITE B KOHTPOIHOTO PpaMo.

e [laumeHTty ¢ donukynaper aumdom

Kombunaumata o1 nenasHaoMuA ¢ pUTYKCHMab npd Qoarkynapen nMM@oM e cBbp3axa ¢ no-
BHCOK TIPDOUCHT Ha HeytponedHus Crened 3 unn 4 (50,7% npu nauMeHTH, NEKYBAHH C
NEHaNUAOMUA/PUTYKCHMaD B cpaBHeHne ¢ [22% npu  naumeHTH, NEKYBaHH ¢
nnauebo/putykenmat). Ennzonn na neytponenws Crenen 3 win 4 ca obparumu  upes
MPEKBCBAHE HA 103dTd, HAMAJIABAHE /MM NOAABDNKALLO JiedeHne ¢ pacTexHu dakropu. Ocsen
ToBa. ¢elpunna uHeyTponenus ce wabmonasa psako (2.7% npH NaUMEHTH, NEKYBaHH C
NeHanMAOMUA/pHTYKCHMaG, B cpaBhenwe ¢ 0.7% npu nauuentw, JNEKYBanu ¢
nnaieto/puTykcumab).

JlenannnoMua 8 koMOMHAUMA ¢ PHTYKCHMaO ChUIO C¢ CBLP3BA C MO-BHCOKA YECTOTA HA
TpombounToneting Crenen 3 nau 4 (1.4% npu nauuenTw, J1eKyBaHK ¢ TEHAIMAOMEL/PHTY KCHMal
B cpasHeHHe ¢ % npu nauMedTH ¢ niauebo/puTykcnmad).

Benosna mpomboembonus

[losuwien puck or JIBT u BE ce cebp3sa ¢ ynorpefata Ha kOMGHMHAUMS OT NeHAanMAOMHA
C IGKCAMETa30H NPH NAUHEHTH ¢ MYNTHIJCH MHEIOM M B MO-MA/IKa CTENEH NPH [ALMEHTH,
NIEKYBaHH € NEHANTMHOMHL B KOMOWHAUWs ¢ mendanaH H NPeJHM30H, WM NpH MAUHEHTH
C MYNTHIIEH  MMEJIOM,  MHC/IOAMCNNACTHYIHH  CHIAPOMH M MaHTENHOK/NETBUYEH JTHUMPOM,
NeKyBaHK ¢ MOHOTEPANNUA € NEHANWIOMH] (B, Touka 4.5).

EaHOBpeMeHHOTO npunarane Ha CTUMYJIMPALIM SPUTPOLIOE3ATA CPEACTRA WM atamHesa 3a JBT
ChLUC MOFaT Aa YBEAHYAT PUCKa oT TpomB03a MPH Te3n NaLKEHTH.

Huchbaprm a muoxapoa

HHpapkt Ha Muokapaa ce chobuiaBa NPH NALHEHTH, NONYYABALIN NCHATHAOMM, OCOBEHO npu
TE3M € H3BECTHH PHCKOBH (HaxTopH.

Xemoparyuny napyuenus

XeMoparHuHUTe HapyLeHus Ca Ia1eHH Mo/ HAKOIKO CHCTEMO-0PraniK Knacose: Hapyuwienus na
KPbBTa H AMM(HATA CHCTEMA: HADYLUEHUS HA HCPBHATA CHCTEMA {MHTPAKPAHHANEH KPLBOH3IHE),
PECMHPATOPHH. IPbAHKH K MEAHACTHHANHW HApYLWEHHA (ENUCTAKCHC), CTOMAIIHO-YPEBHH
HAPYUIEHHA (KbPBEHE OT BEHUHTE, XEMOPOWICH KPbBOW3IME, PEKTANleH KPbBOHZIME);
HapyIeHHA Ha ObLOpCLHTE # NWKOYHHMTE ITBTUING (XemMaTypus), HapaHsBaHWR, OTPABAHUA

M YCNOXKHECHUA, BL3HHKHANM B PEIYATAT HA HHTEPBEHUMM (KOHTY3HHM) W CBHIAOBM HapyWeEHHS
(exxumosa).
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ARepeuunu pearitii i Mesicki KOXCHU PEAKI UL

CoobulaBat ce ClyyaH Ha QICPrHYHM PEAKIMH. BKIIOUHTENHO aHrHOEAEM, aHaHaKTHYHA
peakiiMs U TEXKH KOWHW peakuud. smountendo SIS, TEN w DRESS npu ynorpebata na
neHanuaoMua. B nurteparyparta ce cbobwaBa 3a BbIMOMHA KPBCTOCAHA PEAKLMA MEXAY
NeHATHAOMKA W Taanaomua. [lanuenTtr ¢ anamHesa 3a Texbk OOPHB, CBLp3aH ¢ JEYEHHE C
TATHAOMHUJ, He TpAdBa Ja Moay4uaBaT feHANHAOMUA (BA. Tovka 4.4).

Bmopu nvpeuvnu anoxauecmeciiu 3a00128a11us

B KMMHHUHY NpOoY4YBAaHHA Ha NEKyYBaHW HPCIH TOBd MMAUHEHTH ¢ MUENOM CﬂeHa.ﬂHllOlel,Elf
ACKCAMETa30H B CpPAaBHEHUC ¢ KOHTPOJINTE, BKJIKOYBALLK [NABHO fazaHOKNETbYEH WM
CKBAMOZHOKIIETBEHYEH PaK HA KOXKATA.

Ocmpa MueaoudHa A1eeKesin

e  MyaTHNIEH MHENOM

Cryyan na OMIJl ce nHabmonaBat B KJIMHMYHWTE M3MUTBAHUS TP HOBOAMATHOCTHLMPAH
MYNTHIACH MHETOM MPH NAUHSHTH, NPOBESKAAILN JIEYECHHE C JCHANHAOMUL B KOoMOWHALMA
¢ Mendanad, unu Henocpeacreedo cnen BJAM/ATCK (Bw. Touka 4.4). ToBa noBuilenue He ce
HabNoAaBa B KAMHW4HH M3NMTBAHHR HA HOBOAMATHOCTHIMPAH MYJTHINEH MHEROM RpH
NAUHEHTH, [IPHEMALLM JIEHAJIH10MH/ B KOMOMHALNS C JIEKCAMETA30H, B CPABHEHHE C TAIHIOMHA
B kKoMOMHauna ¢ Mendana v 1pe;IHN30H.

*  MHeJoAHCIIACTHYHH CHHAPOMY

[IpomMeHNHBUTE HA WIXOAHO HHBO, BKIIOUBAWM KOMIUIEKCHA LKTOreHeTHra U TP53 MyTauus, ce
cBbp3sar ¢ nporpecis A0 OMJl npu naunenTH, KoUTo ca TPaHChY3IHOHHO-3ABUCHMH M HMAT
aHoManusTa ACNeuHn 35q (Bk. Touka 4.4). M3uMcieHnsT 2-rojuiuen KyMyNaTHBEH PHCK OT
nporpecus 10 OMJ] ¢ 13,8% npu nauuenTH ¢ aHOManusTa U30NHpPanHa Aenelns 5q B CpaBHeEHMe
¢ 17,3% npu naunenTty ¢ gencuns 5q M eNHa JONBLAHKTEINA UMTOFEHETHYHA aHoManus 1 38,6%
NPH NBUHEHTH C KOMNIEKCEH KAPHOTHI.

B post-hoc avanu3 na €IHO KITMHHYHO WIIMTBAHE C NIEHATMAOMM PH MHENOAWCIIACTHYHH
CHHAPOMH HM34HCJIEHATa ABYIOAHIUHA vecToTa Ha nporpecus ao OMJ e 27,5% npu 1HC-pS3
NONOMKUTENHH NMALHEHTH W 3.6% npu [HC-p53 oTpuuaresnn naunentu (p = 0,0038). Ilpu IHC-
P33 NONOKUTEAHMTE NAUKEHTH C¢ HabMOIaBa MO-HUCKa YeCcToTa Ha nporpecks no OMJI cpen
NAUMEHTHTE, KOMTO €4 TOCTHTHANKM OTrOBOD HE3BHCHMOCT OT TpaHchysus (HT) (11,1%)
B CPABHEHHE ¢ HenocTHrHANWTe oTrosop (34.8%).

Heprnodpobru napyvuienus
Crobwasa ce 3a CNEAHHTE HEKENAHM PEAKUMM ClNell NYCKAHETO Ha naszapa (C HewiBecTHa
YECTOTA): 0CTPA YEPHOAPOOHA HEROCTATLYHOCT W XONEcTasa (W ABETE ¢ NOTEHIMATHO thatanen

H3X0}1). TOKCHUYCH XEMaTHT. UHTOMHTHYCH XEnaruT, CMeCeH UHTONHTHYEH/XO0JICCTATHYEH
XCMaTnrT.

Paboomuoauza

Habnmonaganu ca peakd ciyyau ua pabjoMHONM3A, HSKOM OT KOMTO MpH Mpuaarase Ha
NEHANHAOMHU CbC CTATHH.

Hapyutenua na wiumosudnamea scnesa

CrobLuaBany ca ciiysan Ha XMIOTHPEOHMTLM M ClIyYaH HA XHNIEPTHPEOMIHILM (BK. T
Hapymenns Ha wmtosnanara xneza).
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Peaxuwz HA QKIMUBUDINIE HA HVMODU B MPMOD-AUUC CHNODOM

B npoyusanero MCL-002 npuGnuzutenno 10% o1 nekyBaHMTe ¢ AEHANMAOMM/ MALWEHTH
nonyuasat TFR B cpaBuenine ¢ 0% B KOHTPOHOTO paMo. MHOIMHCTBOTO OT ChOUTHATA
Bb3HMKBAT B LHKBJ |, BCHYKH €A OLUEHEHH KATO CBBP3AHWM ¢ JICUEHHETO, & MHO3BMHCTBOTO OT
cbobueHusTa ca 3a Crened | wan 2. TMaunenture ¢ Bucox MIPI npu noctaesue Ha Anaruozara
UM C TYMOPHA Maca {HAH-MAKO €lBa Ne3Ha, KOsTo ¢ > 7 ¢m B Hal-AbJArMMA AMAMETLP) Ha
H3XOJHOTO HWUBO MOTaT aa ca B puck ot TFR. B npoyusaneto MCL-002 TLS ce cnofuiasa npu
€1MH NaUUEHT BbB BCAKO OT JIBCTC pameHa 3a nevenne. B noakpensworo npoyurade MCL-G01
npudanskrento 10% ot nauwenture nosyuasar TFR; scHuku ¢hoBwenuns ca 3a Ctenen | uam 2
MO TEXECT W BCHYKH €A OUCHEHH KAaTO CRBLp3anl ¢ JicucHHeTo. Bomunucrsoto or culutHaTa
BL3IHUKBAT B uHKbI 1. Hama cLobuenns 3a TLS w npoyvusanero MCL-001 (Bx. Touxa 4.4).

B npoyusaneto NHL-007, TI'R e noknaasan npn 19/146 (13,0%) OT naumeHTHTE B paMoToO Ha
NEHAMAOMHI/PHTYKCHMAD cnipamo 1/148 (0,7%) nauueHTu 8 pamMoTo Ha nnauebo/puTyKcHmas.
Homexeto TFR (18 o1 19), cLoDwwenun B pamoTo Ha NeHAIHAOMKA/PHTYKCHMAD, ce NOABIBAT 110
BpeME Ha NBPBHTC /BA UMKbLAA Ha Jnedenue. Ejpun naunent ¢ ®N1 B pamoro ha
aeHanuaoMHA/puTYkeHmad e uman TFR ¢wnoutne or Crenen 3 CpaMO HUTO €1MH NALWCHT B
pamoTo Ha nnauebo/purykcumabd. B npoyusane NHIL-008. 7/177 (4.0%) ot naumenture ¢ OJi ca
umand TFR; (3 cvobuienus ca 3a Crencn | # 4 cnodwenus ca 3a Crenen 2); nokarto |
chobuienne ce cyuTa 3a cepuosho. B npoyusanero NHL-007, TLS ce nabmonasa npu 2
nauuentd ¢ @J1 (1,4%) B pamMoTO HA EHANHAOMHI/PHTYKCHMAD W HUTO eanH nauHeHT ¢ O©J1 B
paMoTO Ha NnauebO/PUTYKCHMAD: HUTO €MH OT MAUMEHTHTE HE € MMAN HEeXeNaHW PEeaKLMH OT
Crenen 3 vnu 4, TLS ce nabmonasa npu | nantuent ¢ ®J1 (0.6%) B npoyusane NHL-008. Tosa
€AMHHUYHO CBOMTHE € MAEHTH(PULHPAHO KaTo cepio3Ha Hexenana peaxuds ot Crened 3. 3a
npoyupaHe NHL-007 ne e 7Tpabeano nauMentd Ja nNpeycTaHOBST TepanHaTa c
nNeHanuaomMua/puTykcuMat nopaau TFR unu TLS.

CmoMauno-ypeauy napyvuien st

Mo BpeMe Ha nedyeHHETO © NEHANHAOMHMA Ce CLOSIABA 33 CTOMAUIHO-YPERHH nepdopaLHH.
CroMawHo-upesHnTe Nepdopalui MOTaT J1a AOBEAAT 10 CENTHYHH YCIOKHEHHS M MOTAT /1A Ce
acouuupar ¢ paTanes uiIxXoa.

Chobluasate HA (OAQ3HPAHH HEXENAHH peakiiig

CrobliaBaHeTO Ha NOMO3HPAHH HEXENaHW PeaklMu cned paspeluasaHe 3a ynoTpeba Ha
NEKAapCTBEHUA NPOAYKT € 8dKHO. ToBa MO3BONABA 1A NPONBIXH  HablloLeHHeTOo Ha
CBOTHOLIEHHETO MOR3a/PHCK 33 NcKapeTBeHHs npoaykr. OT MEAHUMHCKHTE CIELHATHCTH Ce
M3MCKBA /Ja ChOOIWEBAT BCAKA NOJO3MPAHA HEXeENaHa peakuUMs 4Ype3 HALMOHANHA CHCTeMa 3a
cholluaBate:

H3nbnauTe T Ha areHUMs No NekapcTeaTa

yn. . Jdamsn [pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitT: www.bda.bg

4.9 IIpenosupaue

Hsama crieunduuer onuT B eyeHneTo Ha Npeo3upane Ha NEHANTHAOMKA NPK NALHEHTH, BLIIPEKH
H€ B [IPOYUBANHA 33 JOIOB AHANA30H HAKOH MALHEHTH ca OHNM eKenoHupaHu 1o 150 m
€AHOLO030BM NPOY4BAHHA HAKOH NAUMCHTH Ca ekcnonupani 1o 400 mg. Jlumutup
TOKCHYHOCT B T€3H NPOYUBaHHA € (Mia OCHOBHO Xemaronorndna. B ciyuaii va
NPEnopLYBA NOAABPKANLO JIEUEHHE.




5.  ®APMAKOJIOIrHYHH CBOMCTBA
5.1  ®apMakozIHHAMHYHH CBOHCTBA
dapmakoTepanesTHuHa rpyna: Jpyru umysocynpecantn. ATC kon: LO4AX04.

MexauuztM Ha nelicTeue

JleHannaoOMU ce¢ CBLP3BA JAMPEKTHO € UEPedsioi, KOMIIOHEHT HA KOMICKCA HA €H3NMa
YOukBHTHH Jnrasa E3, koliTo BkArouBa cebp3sammst yepeaa va JIHK npoteun 1 (DDB1), kymix
4 (CULA4) n perynatopa Ha kyauuuTe | (Rocl). B xeMaTonoernaknTe KAETKM, CBLP3BAHETO Ha
JEHANMAOMUA C LepeOpoHa 11puCheanHaBa cybeTpatii fipoterid Aiolos v [karos, tumMonaHu
TPAHCKPHIIHOHHK  AaKTOPH. KOETO BOJM 0 THAXHOTO YOMKBHTHHHDAHE M I[0CAENBALLO
pasrpaxiaxe, KOeTO BOAH /10 AMPEKTHH UMTOTOKCHYHH H HMYHOMOAYJIHPALLY ederTH.

[lo-cneunanno, aeHamiaoMu1 uuxubupa npoaudepauysTa M 3acHBa aNONTO3ATA HA HAKOM
XEMATOMOCTHYHH TYMOPHH KJETKH {BKIIOYUTENHO NAasMeHnTe MM TyMOpHH KIETKH, TYMOPHH
KNeTKH Ha donrkynaped AuMQpoM H Te3n ¢ AeReil Ha XPOMO30Ma 5), NOBHIIABA MEARUPAHHS
ot T-knetkute necrectenure knetku yGniuw (NK - Natural Killer) umynutet v nosminara
opos Ha NK, T u NK T xnetxute. Ipu MIC ¢ Del (5q), neHanuaoMHALT cenekTHBHO naxuidnpa
AHOPMAIHHA KJIOH 4Ype3 yBENMYaBAHE HA anonTolarta Ha knetkute ¢ Del (5q).

Kombunauusta oT nenanuaomus W putyxcumab nosutuasa ADCC  (aHTMTAA0-3aBUCHMA
KIE€TBUHO-MEAHMPAHA LMTOTOKCHYHOCT) M JQMPEKTHATA TYMOPHA amonTo3a B KJIETKHTE Ha
bonuky napuus numbom.

Cbuio Taka MEXaHH3IMBLT Ha JEHCTBHE HA NCHANUIOMNI BKIIOUYRA NOMBIYHTENHH ACHCTBHA KaTo
AHTHAHTMOTEHHH H MPOEPHTPONIOETHUHH CBOHCTBA. JleHanuaoMua wuxubupa anrvorenesara
Ype3 ONOKMpaHe MHIpauMsTa W AIXEIUATA HA EHAOTENHUTE KAETKH M OPMHPAHETO Ha
MHKPOChJIOBE. 3aCHNBA NPOAVKUMSTa HA detaned xeMmornobun or CD34+ xemaTonoeTHunMTe
CTBONOBH KACTKH W HHXHOMPA nPOAYKUHATA Ha NpouHGuamatopHn untokuuu (namnp. TNF-a u
IL-6) oT MoHoumTHTE.

Knunuvxa edukacHoct v HesonacHocT

EdunkacHocTTa M 6€30NaCHOCTTA HA NICHANHIOMR/ €2 OLECHEHH B LIECT NPOYYBaHMUS thaza 3 npu
HOBOAWArHOCTUUHPAH MYNTHILIEH MHEIOM. B IBe Npoyusanns ¢aza 3 npu peuuansHpain
PeppakTepeH MYJTHINEH MHENOM, €1HO NpoyuBaHe da3a 3 W e1HO Mpoyusane (asza 2 npu
MHENOAHCINIACTHYHH CHHAPOMH H €AHO npoy4BaHe (asza I npu MaHTENHOKNEThueH AuMpoM, H B
€1HO npoyysaHe dasa 3 u eano npoyusaue 3b 8 iINHL. kakTo e omicano no-pony.

Hosoouasnocmuyupan myamunien Muenom

¢ [loaabpiKaluo JeveHHe ¢ ASHANMAOMH/ NPH NALUEHTH, BoanokeHu Ha ATCK
EdukacHocTTa M 6€3011acHOCTTa HA MOATBLPKALLO JIEYEHHE C NEHANHIOMHA € OLCHEHO B IBE
MHOTOLCHTPOBH, PaHAOMU3NPAHK, ABOHHO-Cceln npoyysanus dasa 3, ¢ 2 pamena. napaneino
rpynosu, niauedo-koHtponupanu npoyusadus: CALGB 100104 w [FM 2005-02.

CALGB 100104
[lonxoasiun ca naunenTH Ha Bu3pactT mexay 18 1 70 roaunn ¢ axTneen MM, Hanraraw fedeHne
1 6€3 NpeIXoana Mporpecks ¢el NMbPBOHAYLIHOTO JICHEHHE.

[NaunenTture ca paHIOMU3HpaHy B ChOTHOWEHHE |:] B pamkuTe Ha 90-100 g
NOLABPHALIO EUEHHE HIH C JieHanmnaoMua, win ¢ mnauebo. Mopabpxa
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BEAHBK ZHEBHO B JIHH |-28 B NOBTAPALIH ce 28-AHEBHU UMKAK (¢ noBHwWwasake 40 15 mg BeAHbK
AHEBHO Clliell 3 MECELa NPH AMNCA HA OrpaHHuaBalla A03dTa TOKCHYHOCT), KaTo NEYEHHETO
NpOABb/kaBa 1O NporpecusTa Ha DonecTra.

MbpeaYHaTa KpaiiHa Touka 3a eHKACHOCT B fIPOYMBAHETO € NPEKMBACMOCT 6€3 NporpecHa
([IBIT) oT panAOMM3NPAHETO /10 AATATA HA NPOrPECUA WM CMBLPT, B 3ABHCHMOCT OT TOBA KOE CE&
CTy4d NBPBO; B NPOYYBAHETO KpaiiaTa Touka 33 ofuld NPEKUBACMOCT He e BWI0 BhIMOXKHO Aa
ce oueHn. O6wo 460 naunmeHTH ca pangoMusupann: 23| MaLMEHTH HA  JICHANMAOMHI
W 229 nauventd Ha nnauebo. [emorpadcknte M cBLbp3aHuTe ¢ G0IECTTa XapaKTEPHCTHKH ca
GanancupaHu Mex Ay ABETE TPyn.

[TpoyusaHeTo ¢ pascieneHo cnea Npenopbka Ha KOMHTETa HaGMIoaBAW [AHHHMTE, Cled KaTo
€ NPEMUHATA IPAHULATA 34 NPeABAPWUTENHO TUIRHUPAHHS MexauHen aHanus Ha [1BI1. Cnen
pa3CnenfsBaHeTO Ha MAUWEHTHTE B IPynara Ha niauefo ce pajpeuraBa jJa npemMuHaT Ha
JNEHANHAOMMI [TPEAH fIporpecHpaHte Ha GonecTTa.

Pesyntarure sa [1BI1 npu pascienssaHero, ciaed NPeRAPUTEING NMAHUPAHUA MEXIUHEH
aHANU3, NPH W3NOA3BaHe Ha rpanHyHa Aata 17 gexkemspn 2009 r. (15,5 Meceua npocnenssane),
nokassa 62% HaManeHWe Ha PHCKA OT MPOTpecHs Ha 3alONABaHETO WAM CMBPT B NON3a Ha
nenanupomun (HR = 0,38; 95% JIW 0,27; 0.54; p < 0,001). Meauanata ua obwara INBI1 e
33,9 meceua (95% JIH NE, NE) B pamoTo Ha senannaomua cpeity 19.0 meceua (95% JIH 16.2;
25,6) B pamMOTO Ha mhauedo.

Tlomsara no ornowenne wa [1BI1 ce Habmonasa kakto 8 noarpynara nanuentd c [10, Taka
H B MOArpynaTa nauMeHTH, KOHTO HEe nocthrat [0,

B tabanua 7 ca npeacrasenu pesysnTatHTe 3a NpoyuBAHETO ¢ [aTa HA 3aKkmodsade | thespyapu
2016r.

Tabaunua 7. Peitome na ofminre 1aHHH 32 edexacHocT

Jlenanuaomun Inanedo
(N=231) {(N=229)
Ouenena ot nicaegosarens IBIT
. a ‘ 0,
E{Aﬁ;{;ﬂlaua Ha spemeTo Ha I1BI1, & Meceun (95% 56,9 (41.9; 71.7) 29,4 (20,7: 35.5)
HR [95% JH]"; ¢ p-cToiinocT? 0,61 (0,48; 0,76); < 0,001
IIBII2*
Mennana® na spemero ua IIBI2, B meceu . .
(95% [T 80,2 (63.3. 101,8) 52,8 (41,3; 64,0)

HR {95% JIH]"; p-cToiinocT? 0,61 (0.48: 0,78); < 0,001
O6ia npexuBaemocT

Meanana® Ha Bpemeto na OTL. meceun (95% e 84,2 (71,0;

Ty 111,0 (101.8; NE) 102.7)

Yecrora Ha 8-roaniuHa npexkuesemoct, % (SE 60,9 (3.78) 44.6 (3,98)

HR [95% JU]* ; p-croliHocT? 0,61 (0,46; 0,81); < 0,001
Ipocienssane _

Menuana® (MuH, Makc). MecelM: BCHYKHM . ) .
NPEXHBENH HALUEHTH 81,9 (0.0; 119.8) 81,0(4.1; 119,5)

W = noseputencn untepsar: HR = kocduuuent ia PHUKL MIKC = MAKCHMYM. MHH &= MUH
onpeneneno: O = obma npekussesoer: NBI = npewunsemoct Ge HPOIUPCCHS
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* Menuanara e wa 6a3a onpestenane no Kaplan-Meier.

b 9504 JH 1a Mennanara.

® Ha Gasara ma mogena na Cox 3u NPONOPIHOMATHOCT 11d PHCKA CPARISBAIL PHCKOBHTE GYHKIHH, CBBDPIAHK C
MOCOYSHATE IPYIIH HAa JISHCHUE.

d p-cTORHOCTTA € Ha Gasara HA HCCTPATH(IMIIMPAH JIOrAPUTMHYCH PAHIOR TCCT WA PATIMKHTE K kpHBuTe 1a Kaplan-
Meier MexTy NoCOMEHHTE PAMEHA HA NEUCHHE,

¢ Excnniopatopra kpaitea Touka ([1BI12). Jlenanunomur, TQJIY HEH O ¥ HACTHHLKTE 8 PaMOTO HA MIAUE00, TTPEMHHATH
KBM AKTUBHO JISHCHHE C1ET PAICIIENABANETO. HO CC CHHTA 30 JICUCHHE OF RIODA JIMHHA,

f Meanana va npocneagsateto cnel ATCK 38 BCHUKH TPSKHBCIH ¥ UACTHHIN,

Tpavnun 3a aaunure: 17 ack 2009 1. 0 01 den. 2016 1.

IFM 2005-02

Moaxoaswy ca nauMeHTH Ha Bb3pact < 65 roAHHK NPH AHATHOCTHUMPAHETO, MOAJIOKEHH Ha
ATCK wWmnocTdrAans  Haif-vanko cTabdaeH  TepaneBTHYEH OTFOBOP KbM MOMEHTA Ha
XEMATOIOTHYHO Bb3cTaHoBABaHe. [lauMeHTHTe ca panJAOMHM3MpaHd B CchboTHoweHWe 1:1 3a
NO/UILPKAUI0 JEUEHHE NITH € JIEHATH/IOMHA. WK ¢ nnatiedo (10 mg seansx aAHeBHo B AHW |-28
HA NOBTAPSILUK c¢ 28-AHEBHH LUMKIIN € NOBUIIEHKE 0 |5 Mg BCAHLIK AHEBHO e 3 Mecelia mpH
OTCLCTBHE Ha TOKCHYHOCT, BOACLIA A0 OrpaHH4aBaHe Ha A03aTa) ciied 2 Kypea Ha KOHCONHAALHA
¢ neHanugomua (25 mg/ned, anu 1-21 or 28-aHeseH umkba). JleueHueTo ¢ cneasanc aa
NpoABLMKH 0 NporpeckHs Ha 3abonsBauero.

[IbpsnunaTa kpaiina Touka e Ikl onpeaenena o1 pansomusupaneTo 1o natata na niporpecus
MY CMBPT, KOETO €& CYUH NbPBO; B 1IPOYHBAHETO KpaiiHara TOUKA 3a 0fUia NpPeXUBAEMOCT He
OHN0 BBIMONHO Aa ce ouenH. Pampomusupann ca odnwo 614 naumentu: 307 nauueHTH Ha
neHanuaomua uw 307 nauveHTH Ha nnauebo.

llpoyuBaHeTo ¢ pasciieneHo ciea Mpenopbka Ha KOMUTETA HabMOaBAUL JAaHHMUTE, Cliea KaTo
€ NpeMUHATa rpaHKuaTa 332 NPEABAPMTENIHO NIAHMPAHWS MEkauHed aHanuz Ha [IBIL. Cren
PascnensABaHETO HA NMALMEHTHTE HA Niauebo He ce pa3pellasa J1a NPeMUHAT HA ACHANHAOMUA
Npeau nporpechpate Ha Gosnectra. PaMoTo Ha AEHANHAOMHI CMHpPA NeYeHHUe, KATO [POAKTHBHA

MApKa 3a DE30NacHOCT, ClleA KaTo € YCTAHOBEHO HapyiuaBaHe Ha Ganaxca va B33 (k. Touka
4.4),

Pesyararire 3a TIBH npu pascrenspaHero, ciea NPeABAPUTENHO IIAHHPAH MeXIHHEH aHanMs,
MpH H3NOA3BaHE Ha rpanuyta Aata 7 oau 2010 r. (31.4 Mecenta npocneassane) nokassar 48%
CHUIKEHWC HA PACKA B [10J132 Ha IEHAIHAOMHA (10 OTHOLLEHHE NPOrpecHpane Ha DONecTTa With
eMbpT (HR = 0,52; 95% JIM 0.41; 0,66; p < 0,001). Mennanara na obwara T1BI1 e 40,1 Meceua
(95% TN 35,7; 42.4) B pamMoTo Ha neHanAAOMMA cpeuty 228 wmeceua (95% JIM 20,7; 27))
B paMOTO Ha nuauebo.

[Nonzara no orxowenune na I1BI1 e no-mainka B noirpynara nauuvedTtd ¢ [10, B cpaBHenue
€ NOArpYNarTa MauMeHTH, KOUTO He nocTHrart [10.

AkTyanusupanarta I1BM, npu rpannuna para | derpyapu 2016 1. (96,7 meceua npocieanBaHe)
NPpOJbJ/bKaBa ia fOKa3Ba NNPEAHMCTRO 1o oTHowenHe Ka [TBI1: HR = 0,57 (95% JI4 0,47 0,68;

p < 0,001). Meaunaunara na obmara MBI e 44,4 meceua (39.6; 52,2) B PaMOTO Ha NCHAJIMAOMH/]
cpeuty 23,8 meceua (95% JIM 21.2; 27.3) B pamoro Ha nuianedo. 3a [TBI12, nabmonasanuatr HR
e 0,80 (95% JIH 0,66; 0,98; p = 0,026) 3a nenanuaomus crpamo nirauebo. MeaunaHara 33 06
TBI12 € 69,9 meceua (95% JIH 58.1; 80,0) B paMOTO Ha JICHANHAOMMA cpeuty 58,4 m
AH 51,1; 65,0) B pamoto Ha nnaue6o. 3a OI1. nabmogasanuat HR e 0,90: (95%
p = 0,355) 3a nenaauaomun cnpsmo naanebo, Meauanata na BpeMETO Ha obuara
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e 105,9 meceua (95% JIM 88.8, NE) B pamoro Ha nenanuzomu cpeuty 88,1 meceua (95% O
80,7; 108,4) B pamoro Ha nnaueo.

e Jlenaanaomna 8 komOuHaUe ¢ GopTe3omMud W NCKCAMETA30H NPH NALMEHTH, KOMTO HE ¢a
NOAXOARNIA 33 TPAHCTAAHTALUHSA HA CTBOIOBH KIETKH

Hpoyusanero SWOG S0777 oueHnana noGapsHeTo Ha GopTe3oMHb KbM OCHOBA OT JIEHANTHAOMHA

¥ JEKCAMETA30H KaTo HAYANHO IEYEHHE, NOCTEABANO OT NPOABIKUTENHO Npuiokenne va Rd no

porpecust Ha 3a0ONsABAHETO, MPH MALHEHTH C HENEKYBaH 110 MOMEHTA MYNTHNACH MHENOM,

KOHTO HIIK He CA NOJAXOASIUH 3a TPAHCTUIAHTALHA, MY Ca NOAXOAAUIM 33 TpaHCTIaHTauud, Hes

A3 C¢ IPeABHIKIA HENOCPEACTBEHA TPAHCTUIAHTALIWA.

[Taunenture B pamMoTo Ha neHannaomua, Ooprezomnd u aexcametasoH (RVd) nonyuasar
NeHamMAOMHA 25 mg/aen nepopanHo B AxuTe 1-14, nurpasenosHo. Goprezomut 1,3 mg/m?
B AHuTe 1, 4, 8 n 11 w nexcameTtazon 20 mg/aed nepopanto 8 anuute 1,2, 4.5, 8,9, 11 n 12 o1
MOBTAPAWIM C€ 21-JAHEBHH LMKIH B IIPOJLIMEHHE HA MAKCHMYM oCeM 2|-jlHeBHM UMKbBIA
(24 ceamuun). [laumeHTHTE B PaMOTO HAa JIEHANMAOMMA W Aekcameraszon (Rd) nonyuasar
NeHaMAOMUA 25 mg/ned nepopaivo 8 ankte |-21 w nekcamerazon 40 mg/aen nepopanHo
B aHute 1, 8, 15 1 22 oT nobrapawu ce 28-AHEBHH LHKNM B NPOAL/OKEHHE HA MAKCHMYM LIECT
28-HeBHH LHKBAA (24 ceamuun). [TaunenTuTe 1 B ABeTE paMeHa Npoabmkagar aa npHeMat Rd:
feHannaoMua 25 mg/aen nepopanHo B AnuTe [-21 w aekcamerazon 40 mg/aen fepopanHo
Banwute I, 8, 15 n 22 or nosTapsud ce 28-aneBHn unkiu. JleyeHHeTo NpoabmKasa 10
nporpecus Ha 3a000ABaHEeTO.

[IbpBHuHaTa Kpalina TOuKa 42 ePUKACHOCT B LIPOYHBAHETO € MIPEKHUBIEMOCT B3 MPOrpecHs
(I1I6I1). O6wo 3523 naudenTd ca BKMOYEHW B [POYYBAHETO, KaTo 263 naudenTu ca
paHaoMK3npaHu Ha RVd w 260 naumentw ca pangomusupann Ha Rd. Jlemorpadckute
XApPaKTEePHCTHKH H CBLP3AHHTC ChC 3aflonspanero XAPaKTCPHCTHKH HA H3XOAHOTO HUBO Ca noﬁpe
fasiaHCcHpaHH MeX Y paMeHara.

Pesyntatute 3a MBI, ouenenn or IRAC, no BpeMero Ha NLPBHYHKA aHANU3, NpH Oara Ha
3akalouBade Ha jaHdute 05 noemepu 2015 1. (50.6 mecena npocineassane), nokassat 24%
MOHHXEHHE Ha PUCKA OT NporpecHs Ka 3abonapanieTo HAH CMBPT B noiia wa RVd (HR = 0,76;
95% TN 0,61; 0,94, p = 0.010). Meauaunara na obiara [1511 € 42.5 mecena (95% JIH 34,0; 54.8)
B paMoTO Ha RVd copamo 299 meceua (95% W 25.,6: 38,2) 8 pamoro na Rd. MMon3ara ce
Hab/1l0/1aBa HE3aBHCHMO Jank NALHEHTHTC €& NOIXOMLM WK HE 3a TPaHCNNAHTALWA Ha
CTBONOBH KJIETKH.

Pesynrature oT npoyusaketo npu narta Ha sakmousade na aawuute 01 nexemspu 2016 r.,
KbACTO MEQHAHATA Ha BPEMETO 3a MPOCNEJABAHE HA BCHYKM NpPEMHBENHM NauHeHTH e 69.0
meceua, ca aagenv B Tabnuua 8. [Monsara ¢ npeaumctso 3a RVd ce nabmojnasa HesaBHCHMO
A3NH MAUCHTHTE Ca NOAXOASUIN M HE 32 TPAHCIAAHTALHS HA CTBOJOBH KNETKH.

Tabanua 8. Peslome Ha o6uHTe 1aunu 3a ehukacnocr

Havanuo jeuenne

Rd
Rvd (4-ceaMHUHM
(3-cenmuunn nuKIH * 8) | unHKAH X 6)

(N =263)

IIBII, oneneHa ot IRAC (meceun)
Menwana® va Bpemeto Ha ITBI1, B meceun (95% 41,7 (33,1; 51.5)
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Hawanno aeuenne

Rd
RVd {(4-ceAMHYHH
(3-ceamuunn KUKAH % 8) | UHKIH % 6)
(N =263) (N =260)

ANy

HR {95% JH]; ¢ p-cToinoct!
0O61a npexnBaeMocT (Meceln)

Meauana® na Bpemeto Ha OI1, Meceun (95%

0,76 (0.62; 0,94); 0,010

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

Ay
HR [95% JI1]%; p-cToitHocT® 0,72 (0,56, 0,94); 0,013
OTtrosop — n (%)
061 otropop: 110, MJIHO nan YO 199 (75,7) 170 (65,4)
= MJIHO 153 (58.2) 83 (31,9
IMpocnenngane (MecenH)
MeanaHa® (MHH. MAKC): BCHYKH NAliHEHTH 61,6 (0,2; 99.4) 59,4 (0.4, 99.1)
AU = nosepurenen natepsat: HR = koeuumenT ua puek: Make = MAKCHMYM: MHIL = MHHHMYM: NE = He moxe fa ce
onpeacnn: Ol = obwa npexcuasemoct: 5 = npewusremocr des upoipecna:

? Meamanara ce Gazupa BepXy H3dHCIenHe to Kaplan-Muicr.

b Jlsycrpanen 95% JIH 3a Meananana Ha BpeMeto.

“ Ha Gazara na secrparudmumpanns Mot va COX 38 HPONOPIHOHAINOCT HA PHCKA. CPABHARALL PHCKOBHTE
dyHKUHMH, CBBLP3aHK ¢ rpyuuTe 3a Jcueane (RVd:Rd).
P-CTOHHOCTTa ¢ Ha 6a3ata Ha HECTPATHBHITMPAH JOCIPRTMHYCH PRUINOB TCCT,

¢ Cpeino NpocAeIRBANE G H3YMCIABA OT JITATA 113 PAHAOMHIMPALIC,

Jara na sakmoupane Ha nainTe = 01 aekemepy 2016 r.

AxTyanusupanurte pesyatard 3a OfT npu nata Ha 3aknousadHe Ha aausdte 0] maii 2018 r.
(84,2 Mecenta MeIMaHA HA NPOCACAABAHE 3a NPEKUBENNTE NAUHEHTH) TIPOIbLIAXKABAT A4 TTOKA3BaT
npeaumctso 1ipn Ol B nonsa wa RVd: HR = 0,73 (95% JIH 0.57; 0,94; p=0,014). densT Ha
KHBHTC MAUMEHTH ciiell 7 roauHu e 54.7% B pamoTo Ha RVd cipsamo 44,7% & pamoTto Ha Rd.

e JlenanuaoMu/ B KOMOMHAUMA € ACKCAMETAZOH_MPH HALNEHTH, KOUTO HE ca NOAXOAALLM 3a
TPAHCMNAKTALNA HA CTBO/IOBY KJIETKH

BeaonacHocTTa W eUKACHOCTTA HA JIEHANHAOMMA €A OlEHEHH B €AHO, MHOTOUEHTPOBO,
PaHAOMH3HPAHO, OTKPHTO npoyyiane $aza 3 (MM-020), ¢ 3 paMeHa, Npy NalHEHTH, KOHUTO ca
Hai-Manko Ha 65-roJULIHA BL3PACT WIH T10-BB3PACTHH HIH, aKO €4 MO-MNand oT 65-roaMuiHa
Bb3PACT, HE ¢A KAHAWAATH 33 TPAHCIINAHTALIMA HA CTBONROBH KJIETKH. Thil KATO ca OTKA3a/MH 1a ce
NOANGHKAT Ha TPAHCIJAHTALMA HA CTBONOBH KACTKH MM TPAHCNIAHTALHA HA CTBOJIOBH KNETKH
He € Bb3MOXKHA 32 NaUXeHTa nopaaH HHaHCOBA Mau apyra npuuuHa. [Tpoyusanero (MM-020)
CpaBHAiBA JICHANMAOMHA M aekcamerasod (Rd), napann 3a 2 painuyHu Mo NPOIbAKUTENHOCT
nepHola ot Bpeme (T.e. A0 nporpecupaulo 3abonssade [Pamo Ha Rd] wiu no ocemuanecer 28-
AHEBHW uKMKbAa [72 ceamuun, Pamo Ha RdI8]). ¢ meadanan, npeannson 1 tanunomna (MPT) 3a
MakCUMyM OT ABaHaneceT 42-aHeBHH uMkbna (72 ceamuun). TMalMenture ca paHIOMU3MpaHU
(1:1:1) B | o7 3-Te paMena 3a Jeuenne. IMaunentiice ca crpathULMPAHH TTPH PaHIOMHIUPAHETO
no Bw3pacT (< 75 cnpsMo > 75 roaunn), craauii (1SS crapuu 1w 1 cnpamo craauit 1) u no
CTpaHa.

Ilaunentnte B pamenata Ha Rd u Rd18 ca npuemany nenanuaoMun 25 mg BeAH bR THERHO B AHY
OT 1-BH 80 21-BH OT 28-1HEBHHUTE UHKIH B CHOTBETCTBHE C paMoTO 110 npoTokosa. Jlekcas
40 mg e naBaH BeAHDBX JHEBHO Ha |-BH, 8-Mu, 15-TH W 22-H NEH OT BCEKH 28-1Hepk

Havannara noza u cxemata 3a Rd v RdI8 ca anantupann B CLOTBETCTBHE // ,@
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u Ovbpeunata dysxkuda (Bx. touka 4.2). [laumewrure > 75 roadHM TI0NydasaT J03a
AckcameTasod or 20 mg BeAHbA AHEBHO Ha 1-BH, 8-MHU, 15-Tn n 22-u aeu oT Beekn 28-1HeBeH
UHKBA. BCHYKH OalMCHTH NONYYABAT NPOPUNAKTHUHO AHTUKOArylauus (HHCKOMONEKYIEH
XenapuH, BapapHH, XeNapuH, HUCKA /1033 ACNHPHH) TO BPEME HA [TPOYYBAHETO.

IThpBuunaTa xpadHa Touka 3a edHKACHOCT B NPOYYBAHETO € NPExHBAEMOCT Ge3 nporpecus
(TIBIT). Odwo 1623 nauMeHTH ca BKAKMEHH B rIpoyuBaHero, kKato 535 nanmeHTtH ca
panaomusupand Ha Rd, 541 nauwmenTts ca pannomusupanr Ha RdA18 u 547 nauvenrts ca
panpomusdpann Ha MPT. llemorpadekute nanuu o cBbp3aHuTe ¢he 3a00MABAHETO HAYasHH
XapaKTEPUCTHKH Ha nauueHTtnte ca ao0pe Oanancupaun w B 3-Te pamena. OOwo Bs3ero,
yHacTHHUMTE B MPOYYBAHETO uMmar 3adoissaHe B HanpeaHan craawii: oT obuwlata nonynauus
s npoyusaHero 41% umar ISS craguit I, 9% wumar rexka 6ubpeuHa HegOCTATHYHOCT
{kpeatunnnoB kanpbHe [Cler] < 30 ml/min). Menuanara ua sb3pactra € 73 u B 3-Te pamena.

B Tabauua 9 ca npeacTaBeHy pesyaTaTHTE OT NPOYYBAHETO APH CAHH aKTYANU3HPAH AHAIN3 Ha
MbI1, NBI12 u obuwara npexkusaemoct (O) ¢ nata na 3akmousane 3 mapr 2014 r., kbaeTo

MEIHAHATA HA BPEMETO 34 MPOC/IEAABAHE HA BCHUKH NPEXHBENN NAUKEHTH € 45,5 Mecela:

Ta6anua 9. Pestome Ha nannuTe 3a o6marta edpukacHoct

Rd Rd18 MPT
(N =53%5) (N = 541) (n=547)
Ouenena ot micaenosarenn [BI
{mecein)
Meauauna® Ha spemero a0 [1BI1, Meceuu . . 21.9(19,8;
(95% JIHY" 26,0 (??.;If‘?.?) 21.0(19.7; 22.4) 23.9)
KP {95% JAH]*; p-croiinoct?
Rd cnp. MPT 0.69 (0.59; 0,80); <0,001
Rd cop. Rd18 (.71 (0,61: 0,83); <0,001
Rd18 cip. MPT 0,99 (0.86; 1,14); 0,866
IIBIT12¢ (meceun)
Menauana® na epemero ao [TBT12, meceun i ) 35,0 (30,4,
(95% TIH)P 42.9(38.1;47.4) | 40.0(36,2; 44,2) 37.8)
KP [95% JIH]*; p-crolinocT® |
Rd cnp. MPT 0,74 (0.63; 0.86); < 0,001
Rd cnp. Rd18 (.92 (0,78; 1.08); 0,316
Rd18 cop. MPT 0,80 (0,69; 0.93); 0,004
O6wa npexusemocT (Mecenn)
?g;i;:{;il:)ﬁa BpemeTo 10" OI1, Mecely 58.9 (56.0.NE) | 56.7 (50.1.NE) 48,;32(,?)6)1,2,
KP [95% AT p-croiinoct?
Rd cnp. MPT 0.75 (0.62; 0,.90); 0,002
Rdcnp. Rd18 o o 0911(0,75; 1,09); 0,305
Rd18 cnp. MPT 0,83 (0,69; 0,99y, 0,034
Tpocaeassane (Meceiu)
Mezauana’ (min, max): Bcuuky nauuenTs 40,8 (0.0; 65,9) | 40,1 (0,4, 65,7) 38,7(0,0;
OrroBop Ha MHeaoM2aE n (%)
1o 8L{15.1) 77(i4.,2)
MI4HO 152 (28.4) 154 (28,5)

60




4o 169 (31.6) 166 (30.7)  [187 (34.2)
Q6w otroeop: 110, MIAYHO, uan YO 402 (75,1) 397 (73.4) 341 (62,3)
ITIpoALIKHTENHOCT HA OTTOROPA
(mecenu)"
Meanana® (95% JIH)P 35,0 (27.9: 43.4) | 22,1 (20,3: 24.0) 225" 4%())’2'*

AMT = antumuenomua Tepama: JIM = noseputeact uurepsan 1O = nwiaen otrosop: d = HHCKa 1033 1€KCAMETAZOH:

KP = xoeduuuent ua pucka: IMWG = International Myeloma Working Ciroup: IRAC = Independent Response

Adjudication Committee: M = muendwuiue max = MakcHmys: min = mundans: NE = He sioke aa 6uae wsancieno; QT

= obwa npexupsemoct; P = upemuron: HBIL = upewnsacyoet He3 nporpeens, Y0 = uacrtuuen otrosop: R =

nerandiomun; Rd = Rd, nagan 10 okvMentapane na nporpecupatito safonsnane: Rd18 = Rd. jaean 3a < 18 uHkbia;

CF = cranaaprua rpewka: T = ramiomna; MIHO = Mporo 206sp sacTrucnl 0Trosop; cnp = cnpsvo.

® Meauaunara ¢ Sasupana sLpxy ouenkara ne Kaplan-Mcicr.

b 950 1ty JIH 3a mennanara,

“ Ha 6asata wa mogera Ha (OX 32 IPONOPUMONAIIM PHCKOBE. CPABHHBILL PHCKOBMTE GYHKUHH. CBbP3aHA ¢
TIOCOMEHNTC PaMCHE Ha ICUCHKE,

d P-CTOHHOCTTA ¢ Da3HUPakA BLPXY HeCTPATHUUnpaina log-rank 1eCr i pasiHyua b kpunara na Kaplan-Meier Mexay
NOCOMEHHTE PAMCHE HE ACUEHME.

¢ Excinopatopha kpativa Touka (115112)

¢ Menuanara e YHUBApHATHATA CTATHCTHEA BC3 KOPCKLMM 32 OTCTPaNs halc,

f Hait-po6para naena oucHka Ha 0TT0BOPA 110 BPCME Ha (AUITA KA NEUCHUE OT NIPOYYBAHCTO (31 NCPHUMUMK Ha
BCAKA KATCHOPHA OTTOBOPH, JlaTta 3a jakmousade Ha 1anHuTe = 24 mait 2013 ).

h HJara 3a sakimousatie na aaauwee 24 maid 2003 1,

o JleHanupomus B koMOMHAUMS ¢ Mendanad W _OpeAHU3OH, MOCNEIBAHH OT (10AAbPXKALLA
TCPaNuUs NPH NALNWEHTH, KOUTO €A HENOAXOAALIH 33 TPAHCNIAHTALUS

besonacnoctra n edukacHocTTa #a NCHATMAOMILL €4 OHEHEHH B €IHO MHOrOLEHTPOBO,
PaHAOMH3HPaHO, NBOHHOCIANG Npoyysane daza 3 ¢ 3 pamena (MM-015) npu nauueHtH, KOUTO
Ca Ha 65-rOAMIIHA BBL3PACT WM MO-Bb3PACTHU M HUMAaT cepyMeH KpeaTunuH < 2,5 mg/dl.
TlpoyusaneTo cpaBHsiBa JieHaiu10MH B KOMOMHAWIA ¢ Mendanan v npesHusod (MPR) ¢ uan
6e3 noaabpKawa Tepanus C IeHaNHAOMK 10 Aporpeciis Ha sabonasaveTo ¢ Tas4 ¢ mendanan
¥ MPENHH30H 33 MAKCUMYM 9 unkbia. [launeHTHTe Ca paHIOMH3WpaHK B ChOTHOWeEHMe 1:1:1
B €IHO OT 3 pameHa 3a Jeuenue. [laumenturte ca cTpatHdMuMpann NpH pasaOMH3ALUATA 10
BB3PAcT (<735 cnp. > 75 roguun) u crajpuii (ISS; craguu [ u 1l cnp. craami 111).

Tosa npoyuBase uicnensa npuokeHHero na komGunwpana Tepanus or MPR (mendanau
0,18 mg/kg nepopanio Ha |-Bu 10 4-Tu AeH OT NOBTApALIMTE CE 28-THEBHM UMKIM] NPEIHU3OH
2 mg/kg nepopanHo Ha 1-8u 10 4-TH JA€H OT NOBTAPAMTE ce 28-THEBHH UWKIH W ICHANHAOMHUI
10 mg/aen nepopanso wa l-su g0 21-BH Oen oT fosTapsiunTe ce 28-IHEBHM UMKAH) KaTo
BLBEXK/AALLA TEparmHa 3a MAKcUMyM 9 unkbia. [Maunenture, KOUTO 3a8bpluaT 9 UMKBLIA UIH
KOWTO HE Ca B CBCTOAHHE Jl@ 3aBbpIaT 9 UMKHIA J10pPaaM HEMOHOCHMMOCT, NpEeMHHABAT Ha
MOANBLPKALLA TEpanHA, 3a1104BaiKH ¢ nenannaoMui 10 mg nepopasHo Ha 1-Bu a0 21-H JeH oT
noBTapauHTe ce 28-J|HEBHI UHKIM A0 NPOrPecHs Ha 3a00NABAHETO.

IMepBrunata kpaiiHa Touka 3a €HKACHOCT B NPOYHBAHETO € MPEKUBIEMOCT 6e3 nporpecud
(TTbIT). Obwo 459 nauuenTd ca BKAKMEHW B NpOyuBaHeTO. KaTo 152 nauvenTH ca
panaoMnsupanu Ha MPR+R. 153 naunentu ca panaomuspain va MPR+p u 154 naunentu ca
panaoMuaupanh Ha MPp+p. Jlemorpadckute jaHHM M CBbplaHNTE ©bC  3aGONABaH
XaPAKTEPHCTHKH HA [IAUHEHTHTE HA W3XOQHOTO HHBO ¢a 100pe banaHcHpanu v 8 3-Te pa
orbensizsane e, ue TpHOIMINTENHO 50% OT NAUMEHTHTE, BKNIOYEHM BBE BCAKO pa
CNCARNTE XapakTepucTukid; 1SS cTaauit Il v kpeaTHinHos kauphHe < 60 ml/min. Me
BhipactTa e 71 8 pamenata Ha MPR+R u MPR+p u 72 B pamoTo Ha MPp+p.
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Eaud ananns wa TIBI1, T1612, OTT ¢ nata Ha 3akimouBane va saHHuTe anpun 2013 r., apu xoito
MeIHaHaTa Ha BPEMETO Ha NPOCHCASBAHE 33 BCHUKH NPEXHBENH nmauMeHTH € 62,4 meceua,
pE3YNTATHTE OT MPOYYBAHETO ca NpescTaBeHn B Tadauua 10.

Ta6anma 10. Pesiome na naunuTe 3a o6mara epuracHoct

MPR+R MPR+p MPp+p
(n=152) (n=153) (n=154)
Ouenena ot m3caenosarens [IBI (mecenn)
Meauasa® Ha spemeto 2o 1611, mMeceun 274 (21.3; 14,3 (13.2; 13,1 (12,0;
{95% JIH) 35.0) 15:7) 14,8)

KP [95% JIH]%; p-croiinoct

MPR+R cnp. MPp+p

0,37 (0,27; 0.50); < 0,001

MPR+R cnip. MPR+p

(0,47 (0.35; 0,65), < 0.001

MPR+p cnp. MPp+p

0,78 (0.60; [.01); 0,059

I1BN2 (mecenn)”

Mennana® PFS na spemeTo no [1BI12, Meceun
(95% JIH)

39.7 (29.2;
48.4)

27.8 (23.1;
33,1)

28.8 (24.3;
33.8)

KP [95% OU]c; p-croiinocT

MPR+R cnp. MPptp

0.70 (0.54; 0,92); 0,009

MPR+R cnp. MPR+p

0,77 (0.59: 1,02); 0,065

MPR+p cnp. MPp+p

0,92 (0,71, 1,19), 0,051

O61a npexnBaemMocT (Meceun)

Menuana * na spemero a0* Ofl, Meceun
(95% IN)

55.9 (49.1,
67.5)

S1.9 (43,1
60,6)

53.9 (47.3;
64,2)

KP [95% OH]c; p-croiiHocT

MPR+R cop. MPp+p

0,95(0,70: 1,29). 0,736

MPR+R cnp. MPR+p

0,88 (0,65; 1,20); 0,43

MPR+p cnip. MPptp

1,07 (0,79: 1,45); 0,67

[Ipocneassane (Meceuu)

Menauana (min, max); BCUUKK NaLHEHTH 48.4 (0.8; 73,8)[46.3 (0,5; 71.9) 50_’,43 (:,)0)’5;
Ouenen OT H3cTeN0BATENIN OTIOBOD HA ,
MHea0Ma n (%)

Mno 30 (19.7) 17 (11,1 9(58)
o 90 (59.2) 99 (64,7) 75 (48,7)
CrabunHo 3abonssane (C3) 24 (15.8) 31(20,3) 63 (40,9)
OtrosopbT He Moxe n1a 6bie oneHen (N E) 8(5,3) 4(2,6) 7 (4,5)

ITpOoALMKHTETHOCT HA OTIOBOPA Ha
MHeJI0MA, OLICHEHA 0T H3CIEI0BaTe N
(ITO+Y0) (mecenn)




MPR+R MPR+p MPp+p
(n=152) (n=153) (n=154)
. 26.5(19.4; 12,4 (11.2; 12,0 (9.4,
a 0,
Meanana® (95% IIH) 35.8) 13.9) 14.5)
JH = nosepurencn warepsan: 110 = naen otrosop: KI' = Kocdmument na puesa: M = meadaaan: NE = ne Moxe aa
6v1e oneneno; Ol = ofima npexussieMoct: p = juebo; P = npeamson: 113 = nporpecupauo sabosapane: YO =

gacTHue orresop; R = nengimzaomuy C3 - crabimo sabomssane: MJIHO = Muoro a06up gactHyen oTrosap.

? Mesamanara ce Gazupa yupxy wiancicanero no Kaplan-Meier

“ TIBI2 (excnnoparopia kpaiia Touka) ¢ aedmuapana sa sewikd taunerrrn (F17T) karo SPEMLTO OT PAHAOMH3IALHATA
JIO HAYANOTO HA 3-TA JMHKA dHTHMHCTIOMNA TCPAIHA (AMT) ILIM CMBLPT 38 BCHUKH Pad/IOMHsHPAHH NALIKCHTH.

HTodKkpensuyu RPOYUBAHUS HA HOBOOUATIOCIUNUDAN MVITINICT MUEIOM

Eano oTkpuTo, panzomusnpano. MHorouentposo, (aza 3 upoyusane (ECOG E4A03)
€ NpoBecHO NpH 4435 nauneHTH ¢ HOBOAMArHOCTHIMPAN MYNTHINCH MHeNoM; 222 nauveHTH ca
paHAOMH3MPAHH B PAMOTO Ha €HATHIOMHI/HHCKA 1034 JICKCAMET30H. a 223 ca paHaoMH3HpaHu
B PamMOTO Ha JIEHANMAOMMW/CTAHAAPTHE 1032 AekcameTtason, [lanMedTuTe, pangoMu3upanit Ha
NEHANMAOMHMA/CTAH1APTHA 1033 eKCAMETA30H, NONYYaBaT JeHANHAOMUA 25 mg/ien ua 1-Bu 10
21-Bu aeH Ha Bceku 28 aHM mOC Aekcametazon 40 mg/aed |-u 1o 4-tv, 9-1u a0 12-T u 17-TH
R0 20-TM neH Ha BcekW 28 JHM 3@ MLPBHTE HETHPM UNMKbLAA. [TaLMEHTUTE, paHIOMH3IMpaHK
B PaMOTO HA NEHANUAOMH//HHLKE 1034 NEKCAMETA30H, NOAYUABAT JICHANMAOMKA 25 mg/aeH Ha |-
BH 10 21-BM JIeH Ha BCekH 28 M m1I0C HUCKA 103 AekcaMmeTason — 40 mg/nen Ha 1-Bu, 8-mu,
15-th v 22-n nen Ha scexn 28 nHu. B rpynata Ha JIeHaAMAOMMI/HHCKA 1033 €KCAMETa30H
20 naumenT (9,1%) npeThpPNABAT NOHE CHO MPEKhCBANE Ha 203aTa B CPABHEHHE ¢ 65 MALMEHTH
(29,3%) B paMOTO Ha NEHATHAOMHI/CTAHAAPTHA 103 A€KCAMETAZOH.

B eanwn post-hoc  ananus  ce  HabmionaBa  no-uMCKa  CMBLPTHOCT NIPH PaMOTO  Ha
NEHANMAOMM/HICKA 1033 JAckcameTasoH or 6.8% (15/220) B cpasHeHWe C pamMoTO Ha
NEHATHAOMM//CTaHAapTHA 1034 aekcameTa3oH oT 19.3% (43/223) cpen rpynara naunenTs
C HOBOIMArHOCTHUMPAH MYJTHNAEH MHENOM C MEAHANA HA NPOC/]eSBAHETO 10 MaKCHMYM
72,3 ceamuun.

[lpy no-awnro npocnepsipalie obade payinkata B o0lATa NPEXMBAEMOCT B N0A33 HA
NeHATHAOMHUI/HHCKA 103a ICKCAMETATOH UMA TEHICHUHS KbM HOHWIKEHHE.

Myamunien Muerom ¢ none edna npeoxodcOaya Mepany

EduxacnocTra u Ge3onacHOCTTa Ha NEHANMAOMUI €A OUEHEHH B JIBE MHOTOLEHTPOBM,
PaHIOMM3HPAHU, ABOHNO-CAENH, MIaebo-KONTPOIpal W ¢ KOHTPOR HA NapanelHuTe rpynH
npoyusasna ot asza 3 (MM-009 » MM-010) Ha scuenne ¢ NEHANMAOMHA NAKOC AEKCAMETA30H
Cpenly NeKCaMeTa3oH, TPHJIAraH CaMOCTOATENHO. NpPH  HANMEHTH ¢ MYNTHITIEH MHENOM
¢ nmpeaxoano nedenne. Ot 353 nauvents B mpoyusanusta MM-009 u MM-010, kouro ca
NoJy4asany JeHATMAOMHA/AEKCAMETa30H, 45.6% ca Ouan Ha 65 roauuIHa BLIPACT UK TOBEYE.
Ot uscneasanute 704 nauveHTH B npoyusanuata MM-009 u MM-010 44,6% ca 6unn na
65 ropMiuHa BbIpACT U NOBEYC.

B nBeTe npoyusanus naudenTHTE OT Ipynala Ha elanuaOMH/IeKcameTa’oH (new/nekc) ca
NPHEMATH 25 Mg NEHANMAOMMUA MEPOPAIHO BEAHLK AHEBHO B AHMTE | 40 21 W CbOTBETHA
Kkancyaa ¢ nnauebo BeAHbK AHEBHO B AHMTE 22 10 28 oT Beeku 28-aHeBeH nukbil. [lalHeHTHTe
Brpynara Ha nnauebo/pekcaveraion (nnauedo/fiexe) ca npuemanu no | kancyna nnaue6o
B 1uuTe | 10 28 ot Beekn 28-nHenen umMkba. [lauenrnre B apete neueGHU rpynu ca
40 mg nekcameTasoH NepPopaiHO BEAHBXK AHCBHO B AHuTe | 104, 9 10 12 17 1
28-1HeBEH LMKBA OT NbPBHTE 4 LMKBAA HA TepanuaTa. Jlo3ara JeKcaMeTasoH e
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10 40 mg nepopanto BEAHBK [HEBHO B HHTE | 10 4 OT BeekH 28-1HEREH UMKBLI CNEl MbpBUTE
4 uuxbna or TepanuaTa. M B aBeTe MpoyuBaHHA NEUEHUETO ¢ NPOALIKABANG A0 NPOrpecHs Ha
3abonseaneto. M B aseTe npoyuBaHua € GKUNO NO3BONIECHO A/|ANTHPAHE HA 103aTa B 3aBUCHMOCT OT
KAHHHYHHUTE v 1200paTOPHH pe3ynTary.

W B npere npoyusanua mbpeuuHaTa kpalina Touka 3a cHKacHOCT € Guna BpemMeTo 10 Nporpecks
(BAIT). O6wo 353 nauuenTtn ca Guin oucHenu B npoyusanero MM-009; 177 B rpynara Ha
new/aekc w176 B rpynata Ha nnauebo/aexc u odwo 35! nauMentH ca GUAM oleHeHw
B nipoyuBaneto MM-010; 176 B rpynara ua sien/aekc w 175 B rpynara Ha niaaueo/nekc.

B ngeTe npoyuBaHus H3X0AHATE AEMOTPAdCKH U CBBP3AHNTE ChC 3aBONTBAHETO XaPAKTCPHCTHKH
ca OMTH CPaBHHMH MEXKY FPYNUTE Ha Jen/neke W Ha naauebo/neke. Meananata na Bw3pacrra
M 332 ABCTE MOMyNAUWH NaudeHTH ¢ Ouna 63 roaMny npH cpaBHHMO CHLOTHOLLEHHME HAa MBXE
i keHh. CratycewT no ECOG (Eastern Cooperative Oncology Group performance status), KakTo
H OpOAT H BHABLT HA MPCABAPHICAHUTE TePaluK ¢a GHITH CPARKHMK MEAKILY ABETE FPYITH.

[IpeapapuTenHo nnaHMpaHUTe MEXKAMHHM AHANM3W W HA JIBETE NPOYYBAHUA CA [1OKA3ATH, e
TEUEHHUETO C JICH/NEKC ¢ CTATHCTHYECKH 3HAUYMMO no-100po (p < 0.00001) or Tosa camo
€ AEKCAMETa30H NO OTHOLIEHHE HA MbPBHYHATA KpailiHa Touka 3a edmxacnoct BT (mMeanana na
NPOABMKHTENHOCT HA NEPHOAA Ha npochessane 98,0 ceamuun). lensT Ha ciryuanTe ¢ mbieH
OTroBOp W 06 OTroBOP B PYNATA HA NIEYEHHE C JICH/IEKC ChULO € OH 3HAYUTENHO N0-BHCOK
B CPAaBHEHHE ¢ rpynaTa Ha niauebo/Ieke n npu aABeTe npoyuBaHus. Bnocneactsue pesyntatute
OT TC3M aHAIH3W ca JOBEIM 0 NpeKparfABaHe Ha ABOHHO-cNCNMs NMPOTOKON H 3a JBETE
NpOYUYBaHMs, 33 Ja MOXE NAUMCHTUTE OT IpynaTta Ha nnauebo/zekc Oa noay4ar nedeHHe
¢ KoMOHHAUMATA NeH/ ek,

H3Bbpiuen € ananni Ha eHKACHOCTTA B paslnpeH NCPHOA HA MPOCACASBAHE C MeAMaHa
Hanepxoaa Ha npocneassane 130,7 ceamuuu. Tabnuua 11 0606uiaBa pesyaTaTHTe OT aHANHIHTE
Ha eMKacHOCTTa B [IepyHOaA Ha NpocaesBane — cGopuH npoyusaHus MM-009 » MM-010.

B 1031 c6open ananu3 Ha pazWMpeHns 1epuoa Ha fnpocienssane meananata Ha BJIT e Guia
60,1 cenmuun (95% [1H: 44.3; 73.1) npu naunentn, jekysanu ¢ nen/iexc (n = 353), cpewy
20.1 ceamuum (95%, [IM: 17.7; 20.3) upu nauventu. nekysann ¢ nnaueGo/nekc (n = 351).
Mezauanata Ha npexusaemoct 6e3 nporpecus e 6una 48,1 ceamuiu (95%, J1H: 36, 4; 62.1) npn
MauMeHTH, NeKyBaHu ¢ new/aekc, cpeuly 20,0 ceamuum (95%, JIH: 16.1: 20.1) MPH NALUEHTH,
AeKyBaHH ¢ nnauebo/aekc. MeauaHaTta Ha NPOALTKHTENHOCTTA HA JNEYSHHETO € Ouna
44,0 ceamuum (mun. 0,1, makc. 254,9) 3a new/nekc u 23,1 ceamuun (MuH. 0.3, Makc. 238.1) 3a
nnauebo/nekc. [lsnosere Ha nauneHTH ¢ irhaen otrosop (T10), vactuuen orrosop (HO), kakro
nHa Tesn ¢ obui orrosop (ITO+YHO) B rpynara ua neH/AeKC OCTABAT 3HAYHUMO TO-FONEMH
B CpaBHEHME C Te3d B rpynarta Ha nnauelo/iexc u npu aBere npoyuysaHusn., MeauaHata Ha
00liaTa NPEKUBAEMOCT B aHANTW3A HA PA3IMPEHWS MEPUO] HA NPOCAEAABAHE NPU cOOPHUTE
npoyuBanua e 164.3 ceamuun (95% JH: 145.1: 192.6) npn nauueHTu. neKkysanH ¢ NeH/aeKc,
cpewy 136,4 ceamuun (95% JIH: 113,15 161.7) npu nauvenTd, nekysanu ¢ naaue6o/aekc.
Benpekn ¢axra, ye 170 or 351 naumenTn. paHAOMHIMPAHH 33 NeueHHe ¢ ninauebdo/neke, ca
NONy4YaBalln NEHANMIOMUA CHEA NPOrpecuaTa Ha 3abonAsiBAHETO MM CNEA TpeKparsBaHe Ha
ABOHHO-CAENHA  NPOTOKON, COOPHUAT aHailM3 Ha o0u@Ta nNpeKHBIEMOCT €  mokasan
CTATUCTHYECKH 3HAYUMO [PSANMCTBO NPH  RPSKHBAEMOCTTA NPW  rpynaTa Ha heH/mekc
B cpaBHeHMe ¢ Tazu Ha naanebo/aexc (KP = 0.833, 95% JIH = [0.687; 1.009]. p = 0.045).
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Tabauua 11. Obobmenne na PE3yJATATHTE OT AHAOH3IHTE HAa e(PHKACHOCTTA KBM KpadHHA
CPOK HA Pa3MIHPEHHA NEPHON Ha mpocaeasiBane — cGopuu npoyusanus MM-009 1 MM-
010 (kpaen cpok cboTBeTHO 23 104K, 2008 . u 2 mapT, 2008 1.
JIeH/ieKc naauebo/nexc
(n=353) (n=351)

Kpaiina Touka

Bpeme 10 cEOHTHETO
Bpeme no nporpecus
Meauana [95% JIM], |60.1 [44.3; 73,1]| 20,1 [17.7:20,3] | 0,350 [0,28; 0,426], p < 0,001

CEAMHLN

INpexusaemoct Ge3
nporpecus . " .9 .
Mezuasia [95% JIU]. 48,1 [36,4, 62,111 20,0[16,1; 20.1] (0,393 [0,326; 0,473], p < 0,001
CeMMILN
O6wwa npexHBIeMOCT
Mejauana [35% JIH1], 164,3 | 145,1: 136,4 [113,1;
ceAMHLM 192.6] 161.7] 0.833 [0,687; 1,009], p=0.045
Eavorognuya ofa 82% 75%
NPeXKHBACMOCT
Jan Ha oTroROpHTE Ha ChoTHOULIEHHE HA IHAHCOBETE
Je4eHHeTo 195% AW], p-cToiinoct®
O6ur otrosop [n. %) 212(60.1) 75(21.4) 5.53[3.97.7.71].p < 0,001
[ILnien otroeop {n, %] 58 (16.4) 11 (3.1) 6,08 {3,13; 11,80], p < 0,001
a: J1ByCTpaHeH IOrapuTMKYHO IPCOlPasyBaN PCHKOR TECT. CPansBal KPHBMTE HA NPCKHBACMOCT MEK]LY FPYITHTE Ha

JIEYEHUEC,
b: [IsycTpaHer KOPHIHPEH 32 IPOILIKUTEIHOCT XH KBA AT TCCT

KP [95% NMH], p-cToiinoct®

Muenogucniacmuunu cundpovtu
Ednkacnoctta ¥ 6e30MacHoCTTa HA NEHANUAOMML Cit OLEHEHH NpH NALKWEHTH C TPAaHCHYIHOHHO-

338BHCHMA aHEMMA, AbJXKALULA C€ HA MHWENOAHCIIACTHYHH CHHAPOMU C HUCBK WAH MewIauHEeH
pUCK-1, CBbP3aHM C UMTOrCHETHYHA AHOMAJMA [IcienHA 5¢. ¢b¢ WM §e3 NORBLAHMTENHH
UATOrEHETHYHM  aHOMaiWH, B JBC OCHOBHW npoy4saHusa: asa 3, MHOCOUEHTPOBO,
PaHAOMH3WPAHO, JIBOHHO-CIANO. MNauefo-KOHTPOAHPAHO, MPOYYBAHE C 3 paMeHa Ha ABe A03M
nepopanex feHanuuaomua (10 mg u 5 mg) cnpamo wauebo (MDS-004); u daza 2,
MHOTOLCHTPOBO. OTBOPEHO NPOYHBAHE € €4HO PaMo Ha AcHanuaoMu (10 mg) (MDS-003).

IIpencrasenute no-nony pesynTaTn MpeacTaBAsBAT NONyJaUMSTA C HaMepeHWe 3a liedeHue,
uiciensaka 8 MDS-003 u MDS-004; xato pelyatarute B noanonynauusTa ¢ u3omupana Del
{59) cumIO ca nokaszank OTAENHO.

B npoyusane MDS-004, 8 koeto 205 naumenTd ca eiHaxBo PaHAOMH3KHPAaHK A& nosy4aeat
neHankaomMua 10 mg, 5 mg nan nnauedo, MbPBHYHNAT akalins Ha ePUKACHOCTTA CE ChCTOEIE OT
CPaBHCHHE HA HMBATA Ka OTTOBOP NpH TPAHCPYIMOHHA 3ARMCUMOCT Ha pameHata ¢ 10 mgu S mg
ACHANUAOMHA CNPAMO PaMoTo ¢ nnauebo (AsoiiHo-c:una dasza or 16 10 52 ceaMHUK H OTBOpeHa
Ao obwa ot 156 ceamuun). [lpy nauneHTHTE, KOHTO HE Ca HMAAK AAHHY 33 NOHE HE3HAYHTENEH
CPHTPOMAEH OTIOBOP Ciel 16 ceMHLM, neuenueTo ¢ Tpabeano aa 6vae npexpareno. [Naunenty,
KOKTO Ca HMANK NaHHHK 32 MIOHE MATbK ePHTPOHIEH OTTOBOP, MOXKEIH 18 IPOALAKAT TePANUATa
A0 epPHTPORACH DELM/MB, NPOrpecs Ha 3aboNsBAHECTO WIW HENPHEMNHBA TOKCHUIOCT
NALUHEHTHTE, KOHTO (ThPBOHAYATHO ca noAy4asaiM njauebo wau 5 mg nesannaomu
[OCTHTHA/IH NOHE MAnbK EPUTPOMAEH OTTOBOP ciea 16 ceaMuuM nedyenue, ¢ pa3
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NpeMHUHAT OT nnanebo kbm 5 mg ACHANHAOMHI HIH Jia TROABIKAT ACHEHHETO C NeHAAHAOMUA
npH no-sHcoka ao3a (5 mg ao 10 mg).

B npoyusane MDS-003, npu koeto 148 nauuenTtu ca nonyyapasiv JeHAAHAOMHA B J103a OT 10
Mg, MbPBUYHWAT aHANW3 HA e(HUKACHOCTTAa Ce ChCTOAN OT OueHka Ha ehUKACHOCTTa Ha
JEYEHHETO € JEHANMIOMHI 32 MNOCTHIAHE HA XEMATONOCTHYHO NOACOPEHHE NPU NAUMEHTH C
MUENOIMCTINACTHUHH CHHAPOMH € HHCHK WM CpeaeH puck-1,

TaGamua 12. OGoGmenne na pesyatature 3a edukacwoctr — mpovupanus MDS-004
(aBoiino-castna ¢aia) u MDS-003, kpaiina Touka 3a nonysiauus ¢ HaMepeHHe 33 JedeHHe

MDS-004 MDS-003
Kpaiina Touka N=205 N =148
10 mg’ Smg'" Placebo* 10 mg
N=4¢9 N =69 N=67 N=148
Hesarncumoct ot
KPbBONpETuBaHe 38 (55.1%) | 24 (34.8%) 4({6.0%) 86 (58,1%)
(= 182 ann) # . R R
HezasucumocT ot
KPBBONpEnHBaHe 42 (60,9%) | 33 (47.8%) 5(7.5%) 97 (65,5%)
(=56 nHu) #
CpeaHo Bpeme g0
HE3ABUCHMOCT OT 4.6 4.1 03 4,1
KPLBONPEIKBAHE (CCAMHLUN)
CpeaHa npoALIKUTENHOCT HA
HE3aBHCHMOCT OT HJIl” H/1 Ht 1144
KpPbBONpeiMBaHe (CEAMULIM)
Cpeano yeenuueune na Hgb.
w/dL, 6.4 5.3 2,6 5.6

+ Nanuentn, aekysanm ¢ leHamuaoma 10 mg ua 21 Gk or 28- eBHE IIHKIH

t1 [aunenrn. JekvBand ¢ AcHLMAOMKL 5 mg na 28 B o 28-1HeBHN LAKIN

* llo-ronamara wacT oT nauMenTHTE 1d nanclo Ca IPCKPUTHIH JBOHMO-CIANOTO Aeveiue HopaMy AMNCca Ha
edKacHoCT ciiel |6 CelMHIM TEUCHHE, IIPEAN 42 HABIKIAT B OTKPH1ATA (pasa

# Canp3ano ¢ nowrurasaue ua Hgb ot = 1p/dL

o [{e e nocruraaro {T.c. Me;ManaTa e ¢ J0CTHIaT)

B MDS-004 3Hauntento no-ronsiMa 4act oT NAUHEHTHTE ¢ MHEAOAHCNAACTHYHH CHHAPOMH ca
NOCTHrHANH MbPBKYHATA KpaliHa TOUKA HA HE3ABMCHMOCT OT KpbBOupeauBaHe (>182 auu) ¢
Aeranuaomua 10 mg 8 cpasuenue ¢ nnauebo (55,1% cnpamo 6.0%). Cpen 47-Te nauumenTn c
LMTOreHETHIHA aHoMasnA H3onipaHa Del (59) u nexypaun ¢ nenanuaomna 10 mg, 27 naunentu
(57,4%) ca NOCTHIHANM HE3ABUCUMOCT OT KPLBOMPENHBAHE Ha YEPBEHH KPbBHH KIETKH.

CpennoTo Bpeme 10 HE3aBHCHMOCT OT KPLBONPENKWBANE B IPYNaTa ¢ NeHATHAOMU 10 mg e 4,6
CeAMHUH. CpeiHaTa NPOABIKATENHOCT Ha HE3BUCHMOCT OT KPLBONPEAHBAHE He ¢ 0CTUIHATA B
HHTO €1HO OT neuebrire pameHa. HO TPAGBA Aa HA1BMILABA 2 TOAMHK 2a NAllUeHTHTE, NEeKyBaHu
¢ NeHannnomun. CpeaHoTo ysenuuenne Ha xeMornoGuna (Hgb) cnpsMo W3X0aHOTO HHBO B
rpynatac 10 mge 6,4 g/dL.

HonbnHuTenHuTe KPaHHKH TOYKH HA NPOYUBAHETO BKJIKOYBAT LHTOrEHETHUEH OTroBop (B rpynara
¢ 10 mg ronemMH M BTOPOCTENEHHU LMTOreHeTHUYHH OTrOoBOPH ca HabnoJaBaHy CbOTBETH
30,0% u 24,0% or nauuenTHTE), OUEHKA Ha CBBLPIAHOTO CbC 3PABETO KAUECTBO
(HRQoL) u mporpecus mo octpa Muecaouana neskemus. Pezyaratute ot umkto
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orrosop 1 HRQoL ca B cLOTBETCTBHE ¢ KOHCTATALIMHTE HA NBPBMUHATA KpaHHA TOYKA M B NOMI3a
Ha NEUEHHETO € NEHANWAOMN] B CpaBHeH e ¢ nhauebo.

B MDS-003 rossma yacT OT NMauMeHTHTE C MHENOAMCIIACTHYHH CHHAPOMKM Ca NOCTHIHANM
HE3ABHCHMOCT OT KpbBonpeausaue (>182 nnu) ¢ nenannnomua 10 mg (58,1%). Cpeanoro speme
O HEIABUCHMOCT OT Kpbeonpenaupade e 4,1 ceamuun. CpejHara nNpoabHKHMTENHOCT Ha
HE3ABHCHMOCT OT Kpbeonpenisane ¢ 1144 ceamuun. Cpennoro yseiMueHde Ha xeMornoSHna
(Hgb) e 5,6 g/dL. ['onam ¥ Manbk UMTOrEHETHYEH OTroBop ca HabNlaaBaHW ChOTBETHO NPH
40,9% u 30,7% oT nauxeHTUTE,

lonama uact ov naunenTute, BrMoueHd B MDS-003 (72,9%) u MDS-004 (52,7%), ca
NOMy4aBanu Mpean TOBa CPeICTBA, CTHMYIHPANLH PHTPONOC3aTA.

Manmennoxiemvuen numdion

Edukacnoctra u  Oe3onacnocTta Ha  JIEHANMAOMHA €A OUEHEHW [MPH  MAUMEHTH C
MaHTENHOKAETLUEH JiuMBOM BB (asa 2, MHOIOLEHTPOBO, PAHAOMH3HPAHO OTBOPEHO f1POY4BAHE
CNPAMO €AWHWYEH areHT no W30op Ha wW3CNeNOBATEls MPH NAUMEHTH, KOMTO ca Ouim
PePPaKTEPHN KbM MOCHEAHHS HM PEXUM HIH CA MMANH PELMAMB €1HH 10 TPH MbTH (NpOyUBaHe
MCL-002). Bxniouenn ca nauneHTH Ha BbIPAcT Hali-Maiko 18 roauHu ¢ XMCTOROMMUHO A0Ka3aH
MKJL 4 uamepumo upes KT 3aGonasane. OT naupenTime ce H3MCKBa 12 ¢a NOTYYHIH a1eKBaTHO
NPERULLHO JIeHeHHE C MOHE eINH NPE/IX0/eH KOMOMHUPaH pexXUM Ha xuMuoTepanus. Ocaes ToBa
NaUHEHTUTE He TpAGBA 1a OTIOBAPAT Ha YCNOBMATA 32 MHTCH3WUBHA XUMHOTEpanus W/HIH
TPEHCMJIAHTALMSA MO BPeMe Ha BKIOYBaHe B npoyusaneTo. [launenturte ca paHaoMusupanu 2:1
KbM NIEHANHAOMHI MIH KbM KOHTpOJHaTa rpyna. Hi6panoto or w3cnenosatens neueHue e
H30paHO NpeH PaHJIOMUIHPAHETO M Ce CLCTOM OT MOHOTEPANHS ¢ X0paMBYUNI, 1MTapabuH,
putykcumal, dnyaapabun uau reMmuutabuH.

JleHanaoMuA € npunaran nepopanHo 25 mg BeAHbK AHEBHO npes mhpeute 21 ann (J1 1o J121)
OT NOBTAPALLH Ce 28-1HEBHH LIMKJIN 0 NPOTPECHS KM HENPHEMIINBA TOKCHUHOCT. [TauneHTuTe ¢
yMepeHa 6b0peyna HepocTaThUHOCT TPAOBA Aa 101y 4aBAT NO-HUCKA HAYATHA 1032 NeHATHAOMUA
10 mg aMeBHO No chLIATA CXEMA.

H3xoanute nemorpathcky naHHK ca cpaBHUMU MEXULY PAMOTO HA NECHANHIAOMHI H KOHTPONHOTO
paMo. M xBeTe NMoNynauMu MauMeHTH NMOKA3BAT CPeAHA BL3PACT OT 68.5 FOAHHM ChC CPABHHMO
CHOTHOWIEHWE MbiKe M XkeHW. CbCcToAHNETO Ha edexTHsHOCTTa no ECOG e cpasHMMO mexay
ABETE TPYMH, KAKTO H GPOAT Ha NPEAHIIHNTE TEPaNHU.

Ibpsnunata kpaiHa Touka 3a epukacHocT B npoyusaHeto MCL-002 ¢ npexussemoct 6e3
nporpecus (PFS).

Pesynratute 3a edukacHocT 3a momynauusta ¢ Hamepenue 3a neuenue (ITT) ca oueweHn ot
Hesaesucnmua xomurer 3a npernes (IRC) u ca npeacraseu s Tabnnua 13 Ho-A0/Y.

Tabauna 13. OGoGwenue Ha pesyntatute 3a edukacHocT — npoydpame MCL-002,
NONMy/1aLUHS ¢ HAMePEHHE 33 JIEUeHHe

Pamo ¢ nienanupomun Kontposno pamo
N =170 N =84
IIpexkBsiemocT Ge3 nporpecus (PFS)
Menuara na PSF* [95% )" (ceamnii) 37.6124,0. 52.6] 22,7115,9,30,1]
IocnesosaTenen xoedpuument Ha pueck 0,61 [0,44, 0,84}
(KP) (95% ON) 0,004
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Pamo ¢ renaangomna KouTpoasnoe pamo

N=170 N=§84
IocnexoBaTeneH NOParHTMHUEH TECT, P-
CTOHHOCT®
OTroop®, n (%)
[TeaeH otrosop {[10) 847 0(0,0)
YacTuuen otroeop (UO) 60 (35.3) 9(10.7)
Crtabunno 3abonssane (C3) 50 (29.4) 44 (52.4)
IMporpecupauio 3adonssane ([13) 34 (20,0 26 (31,0)
He e nporeacHo/iInnceawo 18 (10.6) 5(6,0)
ORR (CR, CRu, HO). n (%) [95% JIU]* | 68 (40.0)[32.58,47.78] | 9(10.7) [5.02, 19,37]
p-CTOHHOCT® < (0,001
CRR (CR, CRu). n (%) [95% JIU]* 8(4,7)[2.05,9.06] | 0(0.0)[95.70, 100,00]
p-CToHHOCT B 0,043
IpoabaKuTEIHOCT HA OTTOBOPA, .
meuana® [95% JIU] (ceamuiin) 69.6 (41,1, 86,7] 45,1 [36,3, 80,9]
O61a npexuBaeMoCT
KP [95% I 0,89 [((])2220 1,28}
JlorapuTMuyeH TecT. p-CcTORHOCT '

I = poscputenen whrepsiwt; CRR = crencnt na isano nowtuasaie: CR = mhack orrosop: CRu = irwien OTrOBOp.

Henotespach; DMC = Data Monitoring Committee: 1T = nasepenne 3a acuenne; KP = koedmunest na pucka: KM =
Kaplan-Mgier: MIPT = Mantle Cell Lymphoma Inicrnational Prognostic Index: 1 = nenpunosknmo: ORR = ofma
creneHd ha nosawssane: 113 = nporpecnpamo 3aGoawsane: NBI = npesusrevoct 6e3 nporpecia: YO = gactuyen
orropop; TCK = rpancnnantanms na crsonosn kaevkn: C3 = craivo sadonssane: Cl° = craniapraa rpewka.

* Menanara ce 0CHOBABA Ha GLCHKATa na KM,

® [Inanasonst e u3umeacH saro 95% JIH 1a cpeinoro mpeme ma NI PEAMBACMOCT.

¢ Cpesrara CTolNOCT ¥ MEAMARATA Ca CAHOMEDPHH CTATHCTHKY 603 KOPEKIINA 33 I3y PHPalIE.

¢ CrpaTHP MKALHOHIHTS POMLIUTHBH BEAKOURLT BPCMCTO O JIHATTIOIATE S0 ITLPBATE 03 (< 3 rOAAIM K = 3 Tohan),
BPCMETO O NOCACAHATA HPSAMHINA CHCTEMAD aHTHIMMQOMHE TCPaliMs (10 TLpratd 1033 (< 6 Mecela M > 6 Mecelia),
npeantiia TCK (na niau ne) i MIPL Ha wixoano HuBo (HUCHK, Cpe/ien M BHCOK PHEK).

¢ TIOCHEA0BATENHUAT TCCT €& OCHOBARA HA IIPETETACHA CPCANE CTORHOCT Ha JOTAPHTMHEMIA TCCTORA CTATHCTHKA. KATO
Ce MINoJI38a HECTPATH(RALUNPAN NOFaPHTMHICH TECT 33 YBCIMYARING 1A PASMCPL HA MIBALKATA W HeerparHpumpan
MOrAPUTMUNICH TECT HA MBPRHUHKA ananud, Vpetericuute ce ocnorasar Ha nabniogasanu ¢uOMTHA 1o Bpeme Ha
NPOBEKIANCTO Ha Tpetara cpema wa DMC 1 Ha pasankara Mewiy nabakyabanute B ovakeanute cLOHTHA 10 Bpeme
Ha MBPBUYHEA anui3. [Ipeicraneny ca cebpianuat nocaenosarenca KP u cvornerinsr 95% JIM.

B npoyusane MCL-002 B nonynauusara ¢ Hamepenne 3a neuenue (ITT) e umano o6i0 BUAHMO
YBEMUUCHHE HA CMBPTHHTE CAy4al B paMkitre Ha 20 ceMHIIM B pamMOTO Ha nenanuaomug 22/170
(13%) cnpamo 6/84 (7%) B KoHTPONHOTO pamo. IIpU NaumeHTH ¢ ronsm TYMOPEH TOBap
ChOTBCTHHTE CTOHHOCTH ca 16/81 (20%) n 2/28 (7%) (Bk. Touka 4.4).

Doauryrapen 1o

AUGMENT - CC-5013-NHL-007

EdukacHocTta H 6e300aCHOCTTA HA JEHANHAOMHR B KOMOHHALWS C pHTYKCHMal cnpamo
puTykcHMad nroc nnauebo ca oueHeHU 1pH nauHenTH ¢ peunarenpauy/pedpaxteper iNHL,
BKIIOUHTERHO donukynapen nmumboM BeB (asa 3. MHOIOUEHTPOBO, PAHIOMHINPAHO, NBOIHO-
chAno koHTpoMpano npoyusate (CC-5013-NHL-007 |AUGMENT]).

O6wio 358 nauueHTH Ha BbipacT HaH-MaIKO |8 TOAMHM ¢ XHCTONOMHYHO noTeLpaes M3J1
(MaprunanHo-30H0B numdoM. MZL) wm Crenen |, 2 uau 3a tdonukynapen numpom (CD20+
YPE3 NOTONHA UMTOMETPHS UNH XHCTOXHMHS ), OLICHEHH OT HICNENOBATENS HAH MECTHHS TIATO/OT,
¢a Ountu paHIOMU3HPaHH B choTHOWeHHe 111, [launeHTuTe ca 6wy JIEKYBaHH NMpeil TOBA C




Jlenanuaomun ce npunara lepopaino 20 mg BCAHBX JAHEBHO npe3 nLpeute 21 AHKM OT
NoBTApALIK ce 28-AHEBHU UMK 3a 12 uMKbia M 10 HenpuemauBa TokcnunocT. Jlosata Ha
putykcumab e 375 mg/m? peaka ceamuua B uskba | (a1, 8, 15 1 22) u Ha aen | 0T Beekn 28-
IHEBEH LMKBJ OT UMKNHY 2 10 5. BCHYKH M3UHCACHHA HA JIO3HTE 30 PHTYKCHMa0 Ce& OCHOBAaBaT Ha
Tenecnara nosbpxHocT Ha nauuenna {TIHY), kato ce nuronssa AeWCTBUTENHOTO Terio Ha
nayHeHTa.

Hemorpagckute M CBbp3aHuTe © GONECTTa M3XO/HU XAPAKTEPHCTHKM €A CXOAHM B JIRETE IPYITH
Ha NeveHHe.

OcHoBHata Len Ha MPOYYBAHETO € Jia Ce CPaBHH eUKACHOCTTA HA JEHANHIOMHA B KOMOHHALMS
¢ puTykcumad KbM puTykcumad nmoc niauebo npu naudenTr ¢ peunausupan/pedpaxrepeH
$onukynapen aumpom Crenen 1. 2 unu 3a unn M3JI. Onpenensnero ua edukactocrta ce
ocHoBaBa Ha PFS kato nbpsuuHa kpaiiHa Touka, kakTo ¢ ouctHexo ot IRC ¢ nomolnra Ha
kpuTephute Ha IWG o1 2007 1., Ho 6e3 no3MTpOHHO-eMHucHOHHa ToMorpadmst (PET).

BropuunuTte uean Ha npoyusaweTo 0sxa Aa ce cpasHM 0e300ACHOCTTA HA NEHANMAOMUA B
KoMOHHauws ¢ puTykcHMal cnpsamo puTykcHmab maoc nnaue6o. JonbaHUTENHH BTOpPOCTENeHHH!
e 6sxa 1a ce cpaBHM eUKACHOCTTA HA PHTYKCHMA0 NAIOC IEHATUIOMHA CNPAMO PHTYKCHMAE
nUiroc nauedo, KaTo ¢e W3N0J3BAT CAEAHNTE APYTH rlapameTpd Ha edukacHoCT: of1ua cTeneH Ha
noenuasaHe (ORR), nbaen otrosop (CR) v npoawikuTendoct Ha otrosop (DoR) ot IWG 2007
Bez PET w OI1

Pesynrarnte ot obwara nonynauus, skaountento dJ1 w M3JI, nokasear, ue npu mMeauana Ha
npociensBate ot 28,3° Mecelra, NPoyYBaHETO € NOCTUIHANIO CBOATA MBbPBUYHA KpaiiHa TOMKA Ha
PFS ¢ koednunent ua puck (HR) (95% noseputenen uutepsan [JH]) ot 0.45 (0,33, 0.61) p-
crofinoct < 0,0001. Pesynratite ot edukaciocTra o1 nonynauusta ot Goaukynapes aumdom ca
npeactaseHu B TabGnuua 14,

Tabauua 14. Penome Ha AaHHHTE 32 epHKACHOCT NpH GONHKYNAPeH THMPOM - NPOYUBaHE
CC-5013-NHL-007

dJl
(n=295)
JleHanHAOMKA U pHTYKCHMal Mnauebo v puTykcuMab

(n=147) (n=148)
Ipexupaemoct 6e3 nporpecus (PFS) (I1pasuia 3a nensypa na EMA)
Meanana na PSF? (95% 394 13.8
JH) (meceun) (25,1. NE) (11,2 16.00)
KoeduuuenT ua puck 0.40 (0.29; 0.55)
{(HR) (95% JIW)

~CTORHOCT <0.0001¢
ObGexkTHBER 0TroBOp!
{CR + PR) n (%) 118 (80.3) 82 (55.4)
(IRC, 2007 IWGRC) {(72,9; 86.4) (47,0; 63,6)
95 % JH°
- d o,
Ibnen orrosop?, n (%) 51(34.7) 29(19,6)
(IRC, 2007 IWGRC() o
95 % JTIA’ (27.0; 43.0) {13.5; 26,9) /m
T poabKHTEHOCT Ha 36,6 15,5 /7 % —
‘g‘ F
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®Jl
(n=295)
Jlenanuaomua B puTyKCcHMai [Mnauebo v puTykcumatd
(n=147) (n=148)
otroeop? (Meanana) (24.9: NE) (11.2: 25.0)
(Meceun)
95 % Jqu*
O6ma upexussemoct® (OI1)
Hpouent Ha Oll 3a 5 126 (85.% 114 (77.00
roJuHu, n (%) (78.6; 90.9) (68.,9; 83,3)
95% JIA
KP [95 % JIN] 0.49 (0.28; 0.85)"
[pocaeaspane )
Cpeaua
NPOAbLIAUTENHOCT HA 67.81 65,72
npocneAaBaHeTo (min, (0,5; 89.3) (0,6; 90,9)
max) (Meceun)

# Meamanara ce Sasupa sLpxy HiuHcieaieio no Kaplan-Meier

b KoeduuseHrbT na puck W HErOBMST JOBEPMTCICH WNTEPBL Ca OLEHEHW 0T NECTparmpHIMDaH MOReN Wa
nponopunoHaien puck 1a Koke

¢ P-crofiHOCT OT TOrapHTMHYEH TecT

d BTOPHIHNTE ¥ MPOYUBATEHHUTE KPAitiK TOUKH HE C8 @-KOHTPOIMPaHH

¢ Hpu cpemito npocacassabe ot 66.14 Meccua umane 19 CMEPTHH cyuaf B pamoro R w38 cMiprau cayuan s
KOHTPOHOTE pamo

f Toucw AOBUPHTCACH HHTCPBA 334 GHHOMIIO pasnpeieacim,

Poauryiapen o 3a nayuenm, pedipaxmepris Kbt PURVKCHMAG

MAGNIFY - CC-5013-NHL-008

Obwo 232 nauMedTd, KOHTO ca GMAM Ha BLIPACT Hali-Manko |8 rOAMHUM € XMCTONOMHMHO
NoTEbpAEH onukyitapes nuMdom (Crenen 1, 2, 3a uan M3JD), cnopej oueHkata Ha
H3CNEL0BATENS HIH MECTHHS NATONOT. ¢a OMIM BKAIOUEHIN B HAYAIHHSA NEPHOA HA NeyeHHe ¢ 12
UdKDbAA HA JICHATHAOMHA ntoc puTykcumad, Flauuenrure, nocturuany CR/CRu, PR uau SD a0
Kpas Ha NepHOia Ha WHIAYKUHOHHOTO fieuetue, O5xa pavIOMU3MPaHH Aa BASA3aT B nepHoja Ha
NOARBPHKALLO JieueHHe. Beniki BRAKOUSHN nauMenT Tpsbpa Ja ca GHAM JIeKYBaHH TIPEIH TOBA C
MOHE €AHA APEAXOAHA CHCTCMHA aHTHAHMM(OMHA Tepanua. 3a pa3anka oT npoyusaHero NHL-
007, npoyusanero NHL-008 simoupa nauueirta, kouro ca pedpakTepHu KbM pHTykcuMal (Ge3
OTTOBOP MJIH PELIMAMB B PAMKUTE HA 6 MECela OT JICYEHHETO ¢ PUTYKCHMAG MAH KOMTO ca GHAN
ABOHHO pedrpakTepHt KbM PHTYKCHMAG ¥ XMMUOTEpaNHs).

Tlo BpeMe Ha nepHORa Ha MHAYKUHOHHOTO Jevehte. neraanioMu 20 mg ce naea Ha 1-21 aHu oT
MOBTApAILM ce 28-AHEBHM UMKIM 32 10 |2 UMKBIA WAM 10 HENPUEMITHBA TOKCHYHOCT, MAH
OTTErJIAHE HA CBrIACHCTO WK Nporpechpare Ha 3alonasaneto. Jlozata Ha pHTykcHMab e 375
mg/m’ Besika ceMuua 8 kb | (ien 1, &, 15 1 22) u B a1en | oT Beeku Apyr 28-AHeBEH UHKBLA
(unkan 3, 5, 7.9 w 1) no 12 repaBenTHuHM wikbaa. BCHYKH MINHCICHWS HAa JO3NTE 3a

PHTYKCHMAD ce OCHOBABAaT Ha TeNlecHaTta nosspxHocr Ha nauuedta (TI1) v pelicTBUTENHOTO
Terno.

Mpeacrasennte MaHHK ce OCHOBABAT HA MEKAHHEH AHANKS, dokycupaH BhLpXy nepHoja Ha
MHIYKUHOHHO JIeYEHHE C eAHO paMo. OnpeaensiHeTo Ha eiMKaCHOCTTA CE& OCHOBABA H
crenieH Ha nosnussare (ORR) no wkaii-100bp otrosop kato MbLPBHYHA KpalHa ToY
H3NON3Ba MOZM(WKALMA HA KPUTEPHHTE 3a OTIOROpP Ha Mexjiynapoauara pabo
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1999 r. (IWGRC). Bropuunara uen Ocioe 4a ce OUEHAT APYTH NapaMeTpy Ha epMKacHOCT, KaTo
npoabIkUTeNHOCT Ha oTroBop {1 1pQ). DoR).

Tabauna 15, Pesiome Ha o6mnTe naAHMTe 33 ofwara eduxacHocT (nepuoa Ha
HRIYUKHOHHO Jedenue) - npoyusane CC-5013-NHL-008

Beuuku naguenty TaumenTu ¢ O]
Pedpaxrepnn | Pedpaxrepu Pedpakrepun | Pedipaktepun
Odwo Ha Ha Ha Ha
Obwo . .
n= pHTYKCeHMab: pHTYKCHMAD: n = 148 purykcenMad: | puTykcHMab:
187¢ Aa He Ha He
n=77 n=11 n = 60 n =288
ORR, n (%) 127 < 104 3 9 (79
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® TlbpRAYHATA IOIY/IALEA HA AHLTHIA 3a TORL POVHEAHC C TIOGNIYJAUNA C OLCHKA HA COHKACHOCTTA A KILIYKIMATA
(1EE)

b HIpOAbMsATEIHOCTTA Hit 0TTOROPE co AeduIApa Kaio RPCMETO (MECCIMY OT Irepsonavaaiusg otresop (tone PR) ao
AOKYMCHTHPARATA LIPOIPECHS HA JA00ISBAICTO WM CMBLPT, KOSTO 0T ABCTE HACTBIH IMLPBO

¢ CTaTkCTHRA NOIYHEHA 110 METONa Ha Kaplan-Meier. 95% JIH cc octosasa na gopuynara na Greenwood,

3abenexxu: AHAIMILT CC HIBLPWIBA CAMO 33 MAIACHTH. KOHTO ca NOCTHTHAMM PR wuau ne-aodmp ciaea aarara Ha

I"bpBATd 1033 HA HAIYKIHOHHATA TEPANWA H IPCIH BCAKO JISUCHHE B8 HOMUILPMKAMHA MEPHOA H BCHKA LOCIIC/RALLA

ARTHAMMPOMHA TCPANMA B HHIYKUHOHEME nepHo.. [IPoneHThT e ocHoRA Ha 00U Opeii yuacrnuum.

MNenuaTpuura nooynauun

Eeporiefickara arenuust no sekapcrsata (EMA) e npeaocrasuna cneuHdHyHO 33 NpOAYKTA
NEHANHAOMHA OCBODOKIABAHE OT 3AUBJDKEHME, KOCTO Ce NpPHiara 3a BCHYKH ROACPYNH Ha
lejnaTpuMHara nomyJiauus npH ChCTOAHHS Ha 3penv B-kilerbunu HeonnasMu (Bx. Touka 4.2 3a
nHpopMalns OTHOCHO YnoTpeDa B nejnaTpnaTa).

5.2 dapMarkoKHRETHYHH ¢BOiicTRa

Jlenanuaomun Ma acuMeTpudeH BLIICPOAEH aTOM K 3aTOBa MOXE 113 ChIUECTBYBA B OMTHYHO-
akTuBHuTe Qopmu S(-) m R(¥). Jlenanuwaomun ce NPOM3BEkK]a KATO paleMMYHA CcMec.
Jlenasmaomu 1 06UKHOBEHO € M10-106pe pa3TROPHM B OprainuHH PasTBOPUTENH, HO TOKA3BA Haii-
ronama pasresopumoct B 0.1N HCI Gydep.

Abcopbuua
Jlenannmomun ce abeopbupa Gup3o cien nepopaiet NPREM NP 31pagd A00GPOBOJILIK HA TR0,
€ AOCTHIAaHE HA MAKCHMaliHa NNa3MeHa KoHUeHTpauss Mexay 0.5 u 2 yaca cien npunarade xa
Aozata. [lpu mauuenTy, KakTo ¥ Npu 3apaBy A0BPOBOALI, MAKCHMAJTHATA KOH LeHTpaLmHs
W maowra  non  kpuWsata  koHueuTpauus-speme (AUC) mapactBatT npong
C MOBMINaBaHe Ha no03aTa. MHorokpaTHUTEe 103M He npuuuHABaT W3pazeHa Ky

7




nekaperBeHda  npoaykr. OrvHocHTenwara ekcnosvHuns Ha  S- u R-enantnomepure Ha
NeHanMAOMHUI B NNa3MaTa ¢ ChOTBETHO OKONO 56% v 44%.

EﬂHOBpCMt‘.HHOTO OpHIOKEHNE € NpaHa € BHCOKO CBALPXKAHHE Ha MA3HHHH H KaJlopHH npu
31paBH ROOPOBONIUM HaMaliRBa CTENEHTA Ha abcoplOums, KOeTo BoAM A0 TpuGmmsuTento 20%
HamalleHye B UIOLITA N0J KpWBaTa KoHueHTpauus-speMe (AUC) 1 50% uamanenune va Cmax
B nnasMata. B ocHoBHHTE PErHCTPAUHOHHHY  H3NUTBAHKWA [IpH  MYJITHNACH MHENOM H
MHENOAUCNNACTHYHN CHHAPOMH 33 YCTAHOBARAHC HA e(blmacnocrra 1 Oe3zonmacHoCTTa Ha
NeHANMAOMHA obaye NeKapCTBEHUAT FPOAYKT € ppuaaran 0e3 orfield Ha npueMa Ha XpaHa.
CnenoeatenHo NeHaNUAOMHA MOXKE 113 CE NpHaara che MnH 6es xpana.

lNonynaunoHwute (apMaKOKHHETHMHM aHanW3K  MOKa3BaT, 4e CTENeHTa Ha [epopaiHa
abcopbuug Ha neHanuaoMua e noacbua npu nauueH e ¢ MM, MJIC w MKJL

Pasnpenenesnsie
In vitro csbp3Bareto Ha (MC)-AEHATHAOMMIL KbM NAAIMEHH TPOTEHHH € HHUCKO Cbe cpeuHa

CTOHHOCT Ha CBbPIBAHE KBbM NJIAIMECHH NpoTenHn 23% w 29% CLOTBETHO OPH NalLMEHTH
C MYJTHITIEH MHEICM H NIPY 34paBd A00POBOALIN.

Jlenaanaomna ce chabpka B uyosewikara cnepma (< 0.01% or jno3ara) cled npuiaraHe Ha
25 mg/aeH W NCKAPCTBEHNAT NPOAYKT € HEOTKPHBACM B CIIEPMATA HA 3APaB MHAWBKA 3 IHH caen
CNHpaHe Ha BeWeECTROTO (BX. Touka 4.4),

BuoTpaHcdiopmalua v enuMuHHpate

Pesyntatite oT nposekAann in vitro npoy4sanus Ha merabonMiIMa NpH XOpa MOKA3BaT, ue
JEHANHIOMHA He ce Metaboausupa 4pes unutoxpoM P450 ensumurte, koeto npeanonara, ue
€ MaJIKO BEPOATHO CAHOBPEMEHHOTO NPHIOKEHHE HA JIGHANHMAOMHA C JIGKAPCTBEHRH NPOAYKTH,
HHXHOHpaW  uuToxpom  P450  ewsumute, jga  aosese 10 MeTalOaHTHM  NEKapCTBEHW
B3aUMONICHCTBUS IPX XOpa. [n Vilro NPOYUBANWSA NOKA3BAT, MC MEHANHIOMHUA HAMA HHXHGHPALL
edext Bepxy CYPIA2, CYP2C9, CYP2CI19, CYP2D6, CYP2E]. CYP3A uau UGTIAL
Cnenosatenno, HAMA BEPOATHOCT JICHANMAOMHA /1a NPHYMHH HAKAKBH KNMHHYHO 3HAYMMH

NEKAPCTBEHH B3aUMOACHCTBMA, KOTaTo ¢e npuiara €HOBPEMECHHO CBhC cyﬁchaTu Ha TE3H
CH3UMH.

in vitro Npoy4BaHMATA MOKA3BAT, H€ JICHATHIOMUI He e CyBCTpar Ha YOBEIUKMA NMPOTEHH Ha
PE3UCTEHTHOCT KBbM pak Ha repaara (BCRP), rpavcnoprepwre MRPI1, MRP2 uwnu MRP3
(MpoTenHa, cBBp3aH ¢ MyaTHAEKapcTBeHata pesucTeHTHocT (MRP), TPAHCNOPTEPHTE Ha
opraHuyHi anuonu (OAT) OATI w OAT3, TpaHcnopTHpatuis OPraHUYHH aHHOHK NMONHIETITH
IB1 (OATPIBI). Tpancnoprepsute Ha oprakwdunm  kathouu (OCT) OCTI uw OCT2,
MYJITHNEKApCTBEH W TOKCHH excTpyaupait npotend (MATE) MATEI u Hosu TpaHcnopTepn Ha
opradhdiin kaTHoHH (OCTN) OCTNI u OCTN2.

In vitro npoyusaHusTa NOKaiBaT, e JEHANMAOMHI HAMA WHXMOMTOPEH COEKT BbPXY
€KCNopTHaTa nomna 3a JIbMHH cond npu xopata (BSEP), BCRP, MRP2, QAT1. QAT3,
OATP1B1, OATPIB3 n OCT2.

[Mo-ronamara 4acT OT JEHANMAOMMI CE CIMMHHMPA upe3 eKCKPeUMs ¢ ypuHaTa. JlemsT Ha
OBOpeuna ekckpeuns oT OBILNS KIKPLHC NPH HHANMBHAN C HOPMAIIHA ObOpeura dyrkuns e 90%,
kaTo 4% OT AeHannA0MHAA ce eNMHHUPA upe3 deueca.
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Jlenannpomua ce meraonusdpa cnabo karo 82% orv g03aTa ce CKCKpeTHpa HENpoMeHeHa
B YPHHATA. XHAPOKCHJICHANHAOMHEA W N-aUETHRNEHANHAOMHA MPENCTABIABAT PECNEeKTUBHO
4,59% n 1,83% oT exckpeTupaHaTa 103a. BLOpeyHHST KAHPBHC HA JEHANUAOMHA HAZBHILABRA
CTEMEHTAa Ha IIOMEpY/Ha QUITPALNA ¥ CNCNOBATEIHO €€ CEKPETHPA MOHE B W3BECTHA CTENEH
AKTHBHO.

[lpn ao3n o1 5 10 25 mg/aen naa3MEHUAT NONYKHBOT € NpUOAH3MTENHO 3 4aca Npu 3apaBu
A0OPOBOUK K BapHpa OT 3 10 5 4aca Npu NAaUHEHTH ¢ MYITHIUIEH MHENOM, MHEICIHCIIACTHYHH
CHHIPOMMH H MAHTENHOKNETLHEH NTUMMOM.

Xopa B cTApYECKa Bb3pacT

He ca nposemnanu cneuManiii KIMHHYHW MPOYUBAHMS 38 OLEHKA HA (apMaKOKHHETHKATA Ha
JCHANHAOMH] NPK XOpa B cTapyecka Bb3pact. [lonyasuuonnnTe hapMakOKMHETHYHY aHANH3H
BK/TIOUBAT MAUMEHTH HA BH3PACT B AHanasoHa oT 39 40 85 roauHu v Mokazeat. ye BbLIPACTTa HE
MOBJIMABA KNMPbHCA Ha JeHanugoMua (excnosuuusTa B nnasmara). TeH KaTo € No-BeposTHO
MALMEHTHTE B CTAPYECKA Bb3PACT A4 HMAT HaMaieHa ObOpevna dyHkums, rpabBa BHUMATENHO
noabupatie Ha ao3ata v 61 OO pasymMHo a ce caean GuLipeunata GpyHKUMS.

bulpeuno yepexaaHe

DapMaKOKHHETHKATA HA NEHATHAOMMR € 1IPOY4EeHA NIPU NAUMEHTH ¢ 6BOPEUHO YBpekaaHe,
AbJDKALLO €€ HA HeMaliurHenn 3abonsBaHua. B ToBa NpoyusaHe ce W3non3BaT JiBa Meroaa 3a
Kracupuuupaie Ha ObOpeunata GYHKUMAD KPEarvuiHOB KAMPHHC HA YPHHATA, HM3MEpeH
B PaMKHTE Ha 24 4aca, H KPEaTHHUHOB KIHPLHC, H3uHCaeH 1o dopmynara Ha Cockeroft-Gault,
Pesynrarute nokassat, ue ¢ HaMasBaHeTo Ha 6bOpeunarta dynkuus (< 50 ml/min) TotanHuar
KIIMPBHC HA JICHAJIH/IOMHA HAMANNBA NPOMOPUHOHANHO, KOSTO BOAM N0 nosBHIaeaHe Ha AUC.
AUC ce nos#wasa npuban3uTento 2,5, 4 1 5 nbTH CLOTBETHO MPH MALKEHTH C YMEPEHO
OBOpeuno yspexnane, Texko GbOpedHO yBpekaaHe H TepMHHaAHa GBOPEUHA HELOCTATHUHOCT,
B CPABHEHWE CBC CMECCHATA IpyNa MALMEHTH C HopManHa Ob0peuHa GyHKUNA W NALHEHTH C JIEKO
ObOpeuno yspexaade. TTonyaHBOTBLT Ha JICHAMAOMILL CE NOBHINABA OT OkonO 3,5 uaca npH
HHAHBUAH C KPEATHMHMHOB KiMPBHC > 50 ml/min ac waa 9 yaca npu MHAMBMAW C yBpencHa
6u6peuna dyuxuns < 50 ml/min. Bubpeunoro yspexiaune, obaue, He npomeHs nepopanHara
abcopbuus Ha nenanuaoMul. Cmax ¢ CXOZHA NPH 3APaBM MHAWBHIM W NPH TaLMEHTH
¢ 6b0peyno yspexknare. [MpuGansutenno 30% OT nekapeTBelMs MPOAYKT B OpraHM3Ma ce
OTCTPaHABAT NO BpeMe Ha enna 4-yacosa auanuina cecus. lIpenopbunrenture agantupanys Ha
A03aTa Npyu NaLHeHTH ¢ HamasieHa 6B0peuHa (PyHKIIMA ca onKcanH B Touka 4.2,

Hepuoapobho yepexrase

[onynaunontiute (GapMakOKHHETHYHH AHAIWIM BKOYBAT NAUHEHTH € JIEKO HepHOLPOGHO
yBpexaaue (n=16, bt 6Gumipy6un > 1 10 < 1,5 x ULN nan AST > ULN) 1 nokassar, 4e 1ekoto
YEPHOAPOGHO YBPEXKAAHE He NOBIMABA KITHPHHCA HA JICHATHAOMK (€KCNIO3HIUATA B 11a3MaTa).
Hsama van4nn AaHHK 32 NAUKEHTH C YMEPEHO A0 TEAKO UepHOAPOGHO Y BpekaaHe.

Jpyry npucsuy dakropu

IonynaunonnuTe GapMakoKHHETHYHH AHANM3M NOKA3BAT, Ye TENECHOTO TErAo (33-135 kg),
NojIbT, pacaTa W BH/IA HA 3ROKAYECTBEHUTE XeMaTonorHuiu 3abonsearua (MM, MJIC nan MKJD)
HAMAT KIWHUYHO 3HAYHM eeKT BbPXY KINPLICA HA ICHATHIOMHL TIPH Bb3PACTHU MAUHEHTH.

5.3 IMpenxanuu4un AanHK 3a GesomacHocT

[Tpoeencto e npoyusane Ha eMOPHODETANHOTO Pa3BUTHE NPH MaliMYHU, HA KOMT
feHanuaoMua B 103u o7 0.5 a0 4 mg/kg/nen. Haxoikute 11pH TORA npoyuBaH
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JICHANTHAOMHUA € TIPEAH3BHKAN  BbLHUIHM Mambopmaunu BK/IHOYHTEIHO HEOTBOPEH aHyc
¥ MATOPMAlMKN HA TOPHUTE H AONHWTE KPaliHMUM (M3KPHBEHa, CKbCeHa, MandopMHUpana,
yCyKaha H/MIHW OTCBHCTBAIMA YAacT HA KpaHHUWITE. ONMIO- W/HAM [ONWAAKTHAMS) TpH
NOTOMCTBOTO Ha KEHCKH MaﬁM}’HH, KOHTO ¢a nohy4ydaBajld akTHBHOTO BELLUECTBO MO BpPEME Ha
OpeMeHHOCTTA.,

[lpu otaennn derycn ca HaBu0aaBaHH CHLLO PATEUHH BUCUEpaniy edeKTH (IPOMAHA B LIBETA,
YEPBEHN METHA 110 Pa3AMuHy OpraHy, Mainka Oe3nBeTHa Maca Han aTpHO-BEHTPHKYNapHaTa
Knana, MaJibK XKirb4eH MeXyp, Man(iopMalnsg Ha Anaparmara).

JlenanupoMua MMa NOTEHIMAA 34 OCTPA TOKCHYHOCT, MHHUMAJHWTE NETANHH OO3M crlen
nepopan#o npuaockeHue ca 6uan > 2 000 me/kg/aen npu rpuzaun. MHOTOKpaTtHOTO NEpopanHo
npunoxenue Ha 75, 150 u 300 mg/kg/nen apu nabxose 3a 26 ceaMuupn e A0BENO 10 66paTHMO,
CBBP33HO € ACUCHHETO MOBHIIABAHE HA MMHEPANHialliaTa B OBOPEUHOTO AereHYe W TIpH TpUTE
2031, 0COBEHO W3PA3CHO TIPH KEHCKH Nabxose. [lpuema ce, 4e HMBOTO. NpH KOETO He ca
HaGnoqaBaK Hexenann nexapctBeHH peaxuny (NOAEL - no observed adverse effect level)
enoa 75 mg/kg/ned n € okoa0 25 MBTH NO-BUCOKO OT €XKEAHCBHATA EKCTIOZMLMA MPH XOpa,
Ga3npaHo Ha cpasussate Ha AUC. MHOroKpaTHOTO repopaiiio npunokenue na 4 u 6 mg/kg/nen
NpH MakMyHH 3a 1iepnoa Ao 20 ceaMHUM € A0BENO JI0 CMBPTHOCT W 3HAYHTENHA TOKCHYHOCT
(u3pazena saryGa ua Terno. Hamanen OGOl ePUTPOUMTH. NEBKOUMTH W TPOMOOUMTH,
MYATHOPTaHHH KPBBOH3NMBN, SbLINANEHUE HA CTOMALUHO-YPEBHHMA TPAKT, artpodus Ha
MUMQOHIHATA TbKAH W KOCTHUS MO3bK. MHOrMOKpAaTHOTO NEPOPANHO NPHAOKEHUE Ha
1 ¥ 2 mg/kg/nen npu maiimynn 10 1 ronuua e 10Beno A0 OOPaTMMH TIPOMEHH B KNEThYHHTE
XaPaKTepUCTHKH  HA  KOCTHUS  MO3BK, JIEKO  MOHHXKABAHE HA  CHOTHOWEHHETO
MUETOHAHH/EPUTPOUAHM KNETKH 1 aTpodua Ha THMyca. Jleka CynpecHs sa 6pos Ha NeBKOUMTHTE
e Habntonasana npy ao3a | mg/kg/nen. choThercTBalla Ha NPUONUINTENHO ChLUATA 1033 [pH
x0pa, GazkpaHo Ha cpasHenus na AUC,

[fpu in vitro (Gaxtepuanuu MyTaumi, uwosewwy AUMBOUMTH, NUMQOM NPH  MULLKH,
TPaHCHOPMALHA HA eMOPUOHATHH KNETKH OT 31aTHCTH XaMCTEpPH) W in vivo (MUKPOHYKAeapeH
TECT TPH NIILXOBE) NPOYYBAHUA HA MYTArCHOCTTA HE €A OTKPHTH edeKTH, CRbpP3aHH
€ NeKapCTBEHHA MPOJAYKT, HHTO HA FEHHO, HHTO Ra XpoMo3oMHO HnBO. He ca npomexmanu
1IPOY4BaHKA 32 KAPUHHOTEHHOCT Ha NEHANHAOMK,

lpean ca mpoBexaaHW NPOY4BAHHA 32 TOKCHHMHOCT BbPXY Pa3BUTHETO Npu 3aiiun. B Tesn
MPOYUBAHUS JEHANHAOMHUA € NPHIAraH nepopaiHo B aosu ot 3, 10 u 20 mg/kg/nes npu aiium.
HabmionaBana e nunica Ha cpeguus asin Ha Oenus apo6 npu 203 or 10 w 20 mg/kg/nen cbe
3aBUCHMOCT OT [03aTa, KaKTO H NPOMAHA HA NoloxeHHeTo Ha GbOpeunte npH 1034 OT
20 mg/kg/nen. Bunpekn ue ToBa e HAGAIOAABAHO TIPH TOKCHUHM 32 MAlKaTa HUBA, TE MOXKE Aa Ce
AbJKAT HA AupekTeH ehekT. ChILo Taka ca HabNIOAABaHH BAPHAUKK B MEKHTE ThKAHH W CKeNeTa
Ha deTycute npn 203u ot 10 n 20 mg/kg/nen.

6. DAPMAUEBTHYHHU JAHHU
6.1 Cnuenk Ha NOMOIHHTE Bell(eCTBA
Kancviino chaspkumo:

bezsonHa naktosa

MukpokpucTania uenynosa (13460)
Kpockapmenosa satpuii (E468)
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Marnesues cteapat (E470b)

Cheras Ha npasHaTa KamncyJa:
JleHasmaomua [pubaexe 2.5 me TBLPAH Kancyiu:

Turanos asoxcna (E171)

Kenatus

BpunantHo cunbo FCF - FD&C Bilue | (E133)
JKwnt wenezen okeuna (E172)

JlenanunomMua [pubaeKke 5 Mg TBLPANH KaCYIU:
Turanor anokeua (E171)
Henatuu

Jlenanuiomun Cpungexe 7.5 me TBbPAH Kancy au:

Tutanos auokcua (E171)
Kenarun
Kot menesen okeua (E172)

Jenanuaomua [punzexkc 10 mg rebpay kaneyin:
Turanor adokena (E171)

Henarun

ot xenezen okcun (E172)

bpunsutHo cunbo FCF - FD&C Blue 1 {E133)

Jenanunomua Cpurgexe 15 Mg TBEPAM KAOCYJIK:
Tutanos avokcua (E171)

HKenatnu

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

Jlenanugomua CpuHacke 20 me TBLPAH KANCVIHE
Tutanos nnoxena (E171)

KenaTun

bpunsautHo cuHbo FCF - FD&C Blue 1 (E133)
Kot weneszen oxeun (E172)

Jlenanupomua ['punaeke 25 mg TBLPAH KaNCy/in:
Tutanos anokcua (E171)
HKenaruu

[levaTtHo MacTHIO:

Ulennax (E904)

IMponunenraukon (E1520)

Yepen wenesend okcun (E172)

Kanues xuapokcun (E525)

AMOHRYeH pa3TBOp, KoHUeHTphpaH (E527)

6.2 HechBMeCTHMOCTH

Henpynoxwumo.
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6.3 Cpok Ha rogHocrt

3 roauniu

6.4 Cnenuannu yc/I0BHA HA ChbXpaHexHue

To3n nekapcTsed NPOAYKT HE H3UCKBA CMNEUHANIHY YCIIOBHA 33 ChXPaHEHHE.
6.5 Buag u coabpxanue HA OMAKOBKATA

AL/PVC/Aclar/PVC baucrepy.

Onaxoskn no 7 uan 21 kancy .
He Bcuuki BUIOBE ONakoBKK Morar ja Gbaar NycHaTH B npoaaxda.

6.6 ChoenHa HY NpeANa3HH MEPKH NPH H3XBLPJSHE H padoTa

Kancyaute e Tpabaa 1a ce OTBAPAT HIH CMAYKBAT. AKO Npax OT JIEHATHAOMH Bie3e B KOHTAKT
C KoXara, TA TPA0BA 1a ce WiIMHe He3abaBHO W OOWITHO ChC canyH M BOAA. AKO NEHANHAOMMA
BNIE3¢ B KOHTAKT C JIMTABHLK, Te TpAOBa Ja ce NPOMHAT 0BMIIHO ¢ BOAA.

31paBHHTE CNELMANKCTH M NTULIATA, KOUTO CE TPUIKAT 3a MauueHTuTe TpadBa na HOCST phKaBHUM
34 efHoxpaTHa ynotpeda, korato OopaBsaT ¢ OaucTepa Wan kancynata. Ciiel ToBa PbKaBUUMTE
TpaOBa a Ce CBANAT BHHMATE/HO, 3a JIa C¢ NPe/OTBPATH U3ATaHEe HA KOWATa, A4 Ce MOCTABAT B
3aMe4aTaalla ce NAacTMacoBa MOAUETHASHOBA TOPOMYKA M 13 ce HIXBLPAAT B CHOTBETCTBHE C
MECTHHTE HM3ucKBaHHA. Cnel ToBa pbuere TpabBa Aa ce W3MUAT OGMIHO CbC CanyH ¥ 80JA.
Kenn, kouTO ca OpeMeHHH HAW NOJO3IMPAT, Ye Moke a ca OpeMeHHH, He TpaGBa a GopassT ¢
fOnucTepa unu kancynara (8x. Touka 4.4).

Hen3non3pawuatr NexapcTBeH NPOAYKT WM OTMAXbUHMTE MATepHanu OT Hero Tpabsa aa ce
BBLPHAT Ha rapMauesTa 2a 6e30NacHO W3XBLPAAHE B ChOTBETCTBUE ¢ MECTHUTE WIMCKBAHMA.

7. MPUTEXKATEJI HA PASPELIIEHHETO 3A YIIOTPEGA

AS GRINDEKS.

Krustpils iela 53, Riga, LV-1057, Jlarsus
Tenedou: +371 67083205

E-maiin: grindeks@grindeks.com

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Jlenanunomua Upunaexe 2,5 mg tenpaun kancyau: 20190264
Jlenannpomun I'punaeke 5 mg TebpaM kancyan: 20190265

Jlenanuaomun Ipunaexc 7,5 mg TBbpau kancynu: 20190266
Jlenanunomun Cpunaexe 10 mg Tebpau kancyan: 20190267
Jlenannaomua Cpunaexe 15 mg tebpan kancyau: 20190268
Jlenaauaomun I'punexc 20 mg tewpan kancymn: 20190269
Jenaanaomun I'punaesc 25 mg tebpau kancyau: 20190270
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9. AATA HA IIbPBO PA3PEIHABAHE/TIOJHOBABAHE HA PA3PELIEHHETO
3A YIIOTPEBA

Jata na nbpBo paspewasanc: 18.11.2019
Jlata Ha nocneano noguoeasane: 20.12.2024

10. JATA HA AKTYAJTH3UPAHE HA TEKCTA

08/2025
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