1. MME HA JEKAPCTBEHUA NPOAYKT

JleranuaoMua 3eHTHBA 5 Mg TBbPAH KaIncyiu
Jlenanunomup 3entrra 10 mg TBBpON KancCyad
JleHanuaomua 3eHTHBA 25 mg TBAPAH KaICy JIH

Lenalidomid Zentiva 5 mg hard capsules
Lenalidomid Zentiva 10 mg hard capsules
Lenalidomid Zentiva 25 mg hard capsules

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

JleHanupomua 3eHTHBA 5 M TBbPAK KAOCYIIH

Beska kancyna cpaspika 5 mg nedamuaoMun (lenalidomide).

[ToMmommo( 1) BerlecTBo(a) C U3BECTHO ASHCTBUE:

i WINBNHNTENHA ATEHIIAR NO NEKAPCTBATA |

KDEIMKG XaPAKIMOPUCTILKE Ha NDOGYXTRR  [IDUAGKBIHLE |
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Bceska xancyna ceaspxa 107 mg nakrosa u 0,0277 mg ceHcer x#wiaro FCEF (E110).

JlenanugoMua 3eHTrea 10 mg TBLPAM Kancyau

Bceaka xancyna ceappaka 10 mg nenamugoMun (lenalidomide).

TToMoinao{ 1) BemecTeo(a) ¢ H3IBECTHO AeHCTBUE:,

Beska kancyna csaspka 214 mg nakrosa, 0,0436 mg taprpasud (E102) 1 0,0119 mg cpHCeT XxbpaTO

FCF (E110).

JleHanupoMUa 3eHTHBA 2) M@ TREPAU KalCYNn

Besxka kancyna cpaspxa 25 mg nenanumomun (lenalidomide).

[NomMouiro({ H) BerlecTBO(a) ¢ H3BECTHO JICHNCTRUE;

Bcsaxka kancyna cpaspka 200 mg nakrosa.

3a ITBJIHUA CHKCHK HA TOMOLLHUTE BELUIECTBa BIXTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Trbpaa xancyna.

JleHanuaoMua 3eHTUBA S Mg TBhPAH KANcyiu

3eneHa Hempo3paiHa Kanauka/ceeTIokaGABO HENPO3PAaYHO TANO, KANCyIa ¢ pasMep 2,
17,50-18,50 mm, MapkupaHH ¢ yepHo MacTIo ¢ ,,LP* Ha xanaykaTa K ,,638% Ha TA/I0TO U ITBAHK C

651 npax.

JenanngoMua 3eHTHBa |0 mg TBHPAM KaIICyIH

FBNTa HEOPO3pavHA Kanadka/CUBo HENPO3padHo TANO, kancyna ¢ pasMep 0, 21,20-22,20 mm,
MapKHpaHU ¢ YepHO MacTno ¢ ,,LP* Ha xanaukara u ,,639° Ha TANOTO Y OBJIHYU ¢ O Npax.

Jenanupomua 3eHTURA 25 MZ TRHPAN KATICYIIH

Bana Hempo3pauxa Kanavka/0s10 HeNpo3pa4Ho TANO, Kancyna ¢ pasmep 0, 21,20-22,20 mm,
MApKUpaHu ¢ YepHo MacThno ¢ ,,LP* Ha xanaukara W ,,642° Ha TANOTO M MBJIHA ¢ O npax.

4. KJIWHHUYHHU JAHHH
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4.1 TepaneBTHYHH NOKAIAHHNA

MyITUIIEH MUENOM

JleHanuooMua 3€eHTUBA KATO MOHOTEpAIIHUA € [IOKa3aH 3a NOAAbpKAL0 ASYEHHE Ha BB3PacTHH

MauueHTH ¢ HOBOJHArHOCTHLIHPAH MYNTHILNCH MHEIIOM, KOMTO Ca DMK MOAN0KEHH Ha aBTOIOXKHA
TPpaHCIINAHTAUHA Ha CTBOJIOBH KIICTKH.

HenanuaoMuR 3eHTHBA KaTO KOMOHHHPAHA TepanHs ¢ JeKCaMEeTa30H Uiy DopTe3oMud u
AeKcaMeTa30H, WK MenanaH H MpeAHN30H (BK. ToUKa 4.2) € nmoKasaH 3a JieYeHHe Ha Bb3paCTHU
MAUUEHTH ¢ HENIEKYBAH 10 MOMEHTA MY/ITHILTIEH MHUEJIOM, KOUTO He ¢a NOAXOASIM 34
TPaHCIaHTALHA.

Jlenanupomua 3eHTHBA, B KOMOMHALIMS ¢ AEKCAMETA30H, € IOKAa3aH 33 JeueHWe Ha BB3PacTHH
MAalMEeHTH ¢ MYITHIUIEH MHENOM, KOUTO Ca [TOTyUYHIIN [IOHE eIHA NPpeABapUTe/IHa TePAIkA.

MuenoaucIacTHYHH CHHAPOMHU
JNlewanugomua 3eHTHRA KATO MOHOTEPANHA € MOKa3aH 3a EYCHUE Ha BE3PAacTHH NALMEHTH ¢

TpaHC(HY3MOHHO-3aBHCUMa aHEeMH S, OB/DKALIA & HA MECNOAKCIIACTHIHM CHHAPOMH C MATBK HITH

cpeaeH (HHBO 1) pUCK, CBBbpP3aHHA C LUTOTCHETHYHATA AHOMANTHS M30JIUpaHa JENEUHA Jq, KOTaTo ApyrH
TepalneBTHYHHN OIIUHK Ca HeIOCTATHYHU UITH HENOAXOAA LK.

MaHTtenHnok1eTs9eH JUMpoM

JleHanuaOMHA 3€HTHBE KATO MOHOTEPAINHA € MTOKa3aH 3a JICYEHUE Ha Bb3PACTHH MaLHUEHTH C
pelMAMBUPALI UIH pedpakTepeH MAHTEAHOKIIETEYEH uMdom (Bx. Touku 4.4 u 5.1).

PonukynapeH 1uM¢pom
Nlenanupomua 3eHTHBa B KoMOWHALMSA ¢ pUTYKCHMa0 (anTu-CD20 anTUTANO) € ITOKa3aH 3a neqenHe
Ha Bb3PACTHH TIALIMEHTH C JIEKYBaH Npeay Tosa Gonukynaper numdpowm (crenex 1 — 3a).

4,2 JIo3upoBKA H HAYMHH HA MPHIOKEHNE

Jeuenneto ¢ Jlenamnoomun 3eHrvea Tpabsa ga ce HadmoaaBa OT fiekap C OIMHT B MPH/IAraHeTo Ha
NPOTHBOPAKOBH TEPATHH.

3a BCHYKHM [OKA3aHHA, ONUCAHH MO-T0JY.

- Jlo3ara ce MpoMeHd Bb3 OCHOBA HA KIIMHUYHATE H 1a00paTOpHUTE pe3ynTaTH (Bk. Touka 4.4).

- Ipenopsyura ce aNanTHPaHe Ha A03ATa MO BpeMe Ha JIEUEHHETO K NPy BR30OHOBIBAHE Ha
JICYSHHETO, 3a Ja c& KOHTPOIHpa cTeneH 3 Wik 4 TPOMOOLIHTONEHHA, HEYTPOTNSHHA WK Ipyra
TOKCHMYHOCT CTemneH 3 UIH 4, 3a KOATO ce CMATA, Y€ € CRBP3aHa C IEHATUAOMHU/.

- B cryuait Ha HeyTponeHus TpAGBa Aa ce 0OMKCIN MPUITATAHETO Ha pacTeXHH PakTopH B
JIE4EHNETO Ha TMALIMEHTA,

~ AKO ca UBMHHANM NO-MankKo oT 12 Yaca cieq npoMycHATa 1034, IaUMEHTHT MOXe Ja NpHEME
n03aTa. AKO ¢a u3MUHAIH Mmoeeue OT 12 yaca cren nponycHarta 103a B 00HYaliHua yac,
MAHEeHTHT He TpsiOBa fa MPUEMa 103aTa, a Aa IpMeMe CIISIBaLlaTa 103a B 00HYaiiH1s Yac Ha
clienBarHa OeH.

2 !OSH[!DBKH

Hosoduagznocmuyupan mynmunaen muepom (HIIMM)

JlenanuaoMua B KOMOHHALINSA € IEKCAMETA30H 0 Nporpecud Ha 3afons8aHeTo Npr NauHeHTH, KOUTO
HE Ca NOAXQAAINH 38 TpaHCIJIaHTAUMS
Jleuenue ¢ NeHaATHAOMKI He TpAOBa Aa ce 3anoyuBa, ako A0CONMIOTHUAT Opoi Ha HEYTPOd
e < 1,0 x 10°L w/vnu 6poat TpomGounth € < 50 x 10°/L.
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IIpenopvuumenna 0o3a

[IpemopBuMTENTHATA HAUANHA 1033 JIEHATHAOMHA € 25 mg MepopaHo BEAHEXK JHEBHO HA 1-BH 0o 21-
BH JeH OT MOBTApALINTE ce 28-IHEBHH HHKIIH.

[TpenoprunTenHaTa 0034 JeKcaMeTas’oH € 40 mg mepopalHo BeAHDK AHEBHO Ha 1-BH, 8-Mu, 15-TH ¥
22~ [IeH OT NosTapALInTe ¢e 28-qHeBHH nUKaY. [TauueHTUTe MoraT Aa IPOOB/IKAT TepanuiTa ¢
JIEHATTHAOMH U AEKCAMETA30H A0 Nporpecus Ha 3a00AsBaHETO HIIH HEMOHOCHMOCT.

Cmuhku 3a pedyyupane Ha 003ama

JleHanuaoMHuI® JexcameTazon®
Havanua noza 25 mg 40 mg
Ho30B0 HHBO -1 20 mg 20 mg
Ho30B0 HUBO -2 15 mg 12 mg
Ho3080 HUBO -3 10 mg 8 mg
Ho3zoro HUBO -4 Smg 4 mg
J030B0 HUEO -5 2,5 mg® He e npunoxumo

"PenyuupaHeTo Ha 103aTa X HA JIBATa [IpoJyKTa MOXKE N1a ce YMPasaina HeIABUCHMO.
*Jlemanuoomua 3eHTHBa 2,5 M He € HanvdeH. Mony n3non3saiTe Apyru HANHYHH Ha Na3apa NeKapcTBeHH NPOAYKTH, ChALPXKAIM 2.5 mg
neHanuIoMH,

Tpomboyumonenua

[1pu TpoMOonuTH
Cnan ;o <25 x 10%/L
O6paTHo moka4pake 1o > 50 x 10°%/L

[TpenoprYUTENEH Kype Ha JIeYeHHE

CripeTe OpHIIOKEeHHETO HA JIEHATMAOMU] 32
ocTaHanaTta 4yacT oT uukena®, llormxere ¢ egHo
JA030BO HHBO, KOTATO NMPOABIDKABATE
NPUTOKEHHETO B CIEABALIMS LMKBJI

® Axo orpaHpuaBamara J03aTa TokcuaHoCcT (O T) BB3HHKHE HAa > OeH 13 0T AaneH UMKLI, HPHIQKECHHETO HA ICHATRAOMHA
e Gbe NPeKbCHATO HAM-MAalKo [pe3 0CTaHanaTa 4acT OT TeKymuA 28-1HeBeH BHKD.

Ab6coniomen bpoit neympogunu (ABH) — neymponenus

ITpu ABH [TpenopbuuTeneH Kypc Ha feueHue’
IIupeu cnag oo < 0,5 x 10°/L [IpexbCcHETE IEUEHUETO C JICHATTHIOMHUA
QOpatHO mokauBaHe A0 > 1 X 10%/L, xorato [TpoabmxkeTe NEYEHUETO C NEHATHAOMM C
eAMKCTREHUAT HabmoaasaH TOKCHYEH e(eKT € Ha4a/IHaTa 4033 BEAHEXK NHEBHO
HEYTPONICHUA
O6parHo nokaysane 10 > 0,5 x 10°/L, korato ce | Bbr3cTaHoBeTe npueMa Ha ICHATUAOMHK Ha
HaOMIOJABAT 3aBUCEIM OT J03aTa LO30BO HUBO -1 BeAHBK THEBHO
XeMATONOTUYHY TOKCHUHOCTH, PA3NHYHH OT
| HEYTpOMeHYs

3a Bceku cneppaul coan mog 0,5 x 10%/L
O6patHo nokausane 00 > 0,5 x 10°/L

[IpexbCcHeTe NeYeHHETO ¢ NEHATNAOMH
Bb3cTaHOBETE JICYUEHHETO C JICHANHAOMHA Ha
once daily.

® Tlo pemesue Ha nekaps, aKO HEYTPONEHHATA € ¢IMHCTECHATA TOKCHYHOCT Ha KOETO H 1a € J030B0 HUBO, X00aBeTe
rpaHy TOLHT-KOTOHHOCTEMY upauy gakrop (G-CSF) u noanspxaiite 1030B0TO HHBO HA TCHATMAOMKIL

[1pn xeMaToNOTHYHA TOKCHYHOCT A03aTa JEHATHAOMHI MOKE 13 C€ BbBelIe NOBTOPHO HA CIIEABALIOTO
Mo-BUCOKO A030BO HHBO (0 HAualHaTa 103a) npu noAodpaBaHe Ha PyHKIHUATA HA KOCTHHS MO3IBK
(Ge3 XeMATONOrHYHA TOKCHYHOCT 3a HAall-MaTko 2 nmocneaosaTenyy uuxpaa: ABH >1,5 x 10°%L ¢ 6poit
Ha TpoMGoumnTuTe >100 X 10°/L B HAYANIOTO HA HOB LKKBIT).

JNenanuaoMua B koMOMHAIUA ¢ GoprezoMUb U JeKCcaMeTa30H, HocaeABaH OT JIEHATUAOMUA H

JCKCAMETA30H A0 IIPOTrpeCHA Ha 3a00/14BaAHETO fpd NauHCHTH, KOUTO €8 HETIOAXOAAIUH 32

TPaHCILIAHTAIHS
Hauanno nevenue: Jlenanudomuo 8 kombunayun ¢ Gopmezomub u Oekcamemazon

JleHamuaoMng B KOMOMHauMs ¢ 6opre3oMHb U AekcaMeTa3oH He TpAdBa Jga ce 3anousa, ak
< 1,0 x 10% } wunu 6poar Ha TpombonnTHTe € < 50 X 1071,

-
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[TpenoprunTensaTa HayatHa 103a € NeHAIHAOMU 23 mg NepopaiiHo BEAHBK JHEBHO B AHuTE 1-14
OT BCekd 2 1-mHeBeH UMKBI B KoMOUHALMA ¢ OopTe3oMud 1 aekcamerazon. boprezomMub Tpabra na
ce Mpuara ypes mogKoXxHa Mibkekuwua (1,3 mg/m? TenecHa NOBBPXHOCT) ABA NBTH CEAMUMHO B
nuute 1, 4, 8 1 11 or peekn 21-nuesed nuksl. 3a AONBIHATENHA HHPOPMAIUS OTHOCHO 1034Ta,
cXeMaTa ¥ KOPEKUMHUTE HA A03aTa HA JeKAPCTBCHUTE NPOAYKTH, MPHIATaHM ¢ ISHAMUAOMU, BIDKTE
TouKa 5.1 v choTBerHara Kparka XapakrepucTHKa Ha HPOAYKTa.

[TpenopbuBaT ce 10 oceM 21-nHeRHH Je4eOHN nuKbna (24 ceAMHULIK Ha HAYATHO JICUCHHE).

Hpodwaxcasawo nencrue: JleHarudomud 6 kKOMOUHaYUA C OexcamMemason 00 Hpozpecis
[TpoasnkeTe NeHAMUAOMEUA 25 Mg NepopaaHO BeIHBXK GHEBHO B JHUTE |-BH 10 21-BH OT
MOBTAPAMN ce 28-THeRHH TUKIK B KOMOHHAIMA C AekcaMeTa3oH. JledeHueTo TpA0Ba 1a NpOaABIKH
A0 Oporpeck Ha 3a00NaBaHeTO WIH HENPHUEMITHBA TOKCHYHOCT.

Crivhii 3a peoyyupane Ha 0o3ama

Jlenanuaomug®
Hauanua nosa 25 mg
Ho030B0 HUBO ~1 20 mg
J103080 HHBO -2 15 mg
J1030B0 HHBO -3 10 mg
J{o30B0 HHBO ~4 5 mg
J1030BO HUBO ~5 2,5 mg"

? PeoyuupaHeTo Ha A03aTa 32 BCHYKH MPOAYKTH MOKE A2 CTABA MOOTAEIHO

®JlenanmaoMun 3entHpa 2,5 mg sHe ¢ Hanuwen. Mo w3nonssalite apyrH HAMHYHA HA NMA3apa TeKaPCTBEHU IPOIYKTH,
ChABPHALM 2,5 Mg NEHATHAOMMA.

Tpomboyumonenun

ITpu TpomMOOLUTH [IpenopeUUTENEH KYPC Ha JICICHHE

Croanore g0 < 30 x 10% 1 [IpexbCHETE NEUSHUETO ¢ NIEHATUAOM

OGpatHy noka4Banus o > 50 x 10%1 [Ipopbmkere npueMa Ha neHANTHIOMK Ha
J030B0 HUBO -] BEIHEK AHEBHO

3a scako cnenpauo cnagaye nog 30 x 10°/ IIpekbCHETE ICUEHHETO ¢ NEHATUAOMHI

OGpatHH mokaveaHug Jo > 50 x 10°%/ 1 [Iponnmkete npHeMa Ha TeHANHAOMHA Ha
CNENBALIOTO TIO-HUCKO N030BO HUBO BEAHBXK
JHEBHO

Abcomomen bpot neympochunu (ABH) — heymonernus

Tlpu AGH ITpenopbLuUTEIeH KypC Ha IcueHUe?
Nupsi cnazose a0 < 0,5 x 10%1 ITpekBCHETE NEYEHUETO ¢ JICHATMIOM UL
O6patun nokaypanmng 10 > 1 x 10%/1, xoraro IIpoabikeTe npreMa Ha NEHANUAOMUNT C
eAVHCTBEHUAT Ha0TI0AaBaH TOKCHYEH eeKT & HaYaHaTa 4033 BEAHBX AHERBHO
HEYTPONCHMS

OBpathu nokausanusd 10 > 0,5 x 1071, xorato ca | [TpoAbDKeTe rpHeMa Ha JICHATHAOME HA A030BO
HaOJTIOTaBaHHU 3aBHCUMH OT J03aTa HUBO -1 BEAHBX AHEBHO
X€MAaTOJOTHYHH TOKCHIHH eeKTH, pas3nHuHA OT

HEYTPONEeHUA

3a BcekM cnenpay cnag moa < 0,5 x 10°/1 [IpekbCHETE JIEUCHHETO ¢ JIEHATHAOWS
O6patau noxaysanwud 1o > 0,5 x 10%/)
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Ilponpipkere npueMa Ha JIeHANKUIAOMU Ha
CNEABALIOTO MO-HUCKO J1I030BO HUBO BEAHBK

JAHEBHO.
2 I1o petieHye Ha JEKAPA, AKO HEYTPOTIEHHATA € eAKHCTBEHATA TOKCHYHOCT Ha KOCTO M A2 € J030B0 HUBO, A0GapeTe
rpaHyJoHuT-KonoHHocTuMyRupawy dakrop (G-CSF) n noaaspixaitte 2030BOTO HHBO Ha NEHATHAOMH,

JleHaauaoMua B XoMOMHaUMA ¢ Mendanas ¥ MpeaHA30H, N0CHEABAHH 0T NOANBPKALIA Tepanus ¢
NeHaTHAOMUI, NpK DAUKWeHTH, KOWTO He ¢a HOAXOASIIN 3a TPAHCIUIAHTAlNA

Jleuenne ¢ neHaTHIOMBA HE Tpabea aa ce 3anoysa, ake ABH e < 1,5 x 10%/! w/nnu Gpost TpoMGonuTH
e <75 x 10°/1.

Hpenopwyumenna 003a

[IpenoppunTenHaTa HA4AMHA 0034 € NeHanuaoMua 10 mg nepopanHo BeIHBK AHEBHO HA |-Bu 10 21-
BU JIeH OT NMOBTAPALUUTE ¢ 28-1HEBHN BUKIK 33 MakcHMyM 9 unkena, mendanad 0,18 mg/kg
NepOpaTHO HA 1-BU 10 4-TH JIEH OT NOBTAPAIIMTE ce 28-THeBHM LUKIY, Ipeasn3oH 2 mg/kg
nepopanHo Ha |-BM 110 4-TH JeH ot noBTapsinuTe ce 28-nHesHn UMKNK. [laineHTHUTe, KOUTO 3aBBpPIUAT
O LINKBIIA WK KOUTO HE Ca B CBCTOSIHHES 1 3aBhpLIaT KOMOHNHPAHATA TEpanus nopanu
HEMOHOCHMOCT, Ca JIeKYBaHM ¢ MOHOTEpAIMA ¢ JIeHATHAOMHA KakTo caeasa; 10 mg nepopaivo
BEIHBXK JHEBHO Ha 1-BH 10 21-BU OeH OT MOBTApALIUTE ce& 28-NHEBHH UMKIHN J0 MPOTpecHs Ha
3a00MABAHETO.

Cmohku 30 pedyyupane na 0ozama

Jlenanuaomua Mendanau TIpenHHU30H
Hauanna goza 10 mg? 0,18 mg/kg 2 mg/kg
JHo3oBo HUBO -1 7.5 mg 0,14 mg/kg I mg/kg
Ho3soso nuso -2 5 mg 0,10 mg/kg 0,5 mg/ke
J1030BO HUBO -3 2.5 mg° He & npHaoKkuMo 0,25 mg/ke

" AKO HEYTPONEHUATA € ERNHCTBEHATA TOKCHYHOCT Ha XOBTO M Ja € JI030R0 HUBO, A0GABETE MPAHYIOUHT-KOIOHHOCTHMY tpaill $axtop (-
CSF) 1 nopaepkalite 10308070 HUBO HA NEKATHAOMUIL

b Tenanumomis 3entusa 2,5 mg ve e Hanuaen. Moas w3noassalite pYrH HAHYHH HA Nasapa JEKAPCTBEHN NPOIYKTH, ChABDKALIN 2,5 mg
NMeHANHAOMK L.

Tpomboyumonenust

ITpu TpoMOouuTU IIpenoppuuTenicH Kype Ha JieueHHe

[Tupsu cnagose mo < 25 x 10% [TpexbCHETE NEMEHHETO € JICHATTHIOMMUS

OGpaTHH moKauBaHus 00 > 25 x 1071 Ilpoabipkere JeueHHETO C NEHATUAOMH H
mendanaH Ha 103080 HUBO -

3a BeekH cheapain cnan nog 30 x 109 IlpexrcHeTe NEYEHHETO ¢ JISHANWIOMIL

O6paTHK nokausauua 10 >30 x 10%1 [Ipoosmkere NeyeHUETO ¢ ISHANMIOMH], Ha
CITEABAILIOTO TIO-HHUCKO A030B0 HUBO (1030BO
HWUBO -2 UNH -3) BEAHDBX JHEBHO.

Abcontomer bpoil weympoduiu (AbH) — neymponenus

TIpu ADH ITpenopbyunTenes Kype Ha NeueHue®
ITepeu cnanose Ao <0,5 x 107/ IIpeKbCcHETE JIGUEHHETO ¢ NeHATUAOMHKA
O6paTHyn nokausauus 0o > 0,5 x 10%1, xoraro [TpoabmkeTe NEUEHHETO ¢ JICHANHAOMUA C
eaUHCTBEHUAT HAO/MOIaBaH TOKCHUYEH e(eKT e HayallHaTa 1033 BEAHBX AHEBHO
HEYTPONIEHUS

O6patHH nokaueanua g0 > 0,5 x 10%1, korato ce | Bw3cranopere nprema Ha NEHATUAOMU] Ha
HAOMIOOaBAT 3aBUCEIIH OT A03aTa XeMaTONOTHYHH | A030R0 HUBO -1 BEAHBX AHEBHO

TOKCHYHOCTH, Pa3JIMYHK OT HEYTPOUSHUA
3a Bceku ceasau cnax nog 0,5 x 1071 [IpekbcHETE TEUEHHUETO C JIEHATHIOM
O6patHH noxausarus 10 > 0,5 x 1071 Bo3craHopeTe JEUSHHETO C JJEHAIA
CIeRBAIOTO NO-HHCKO J030B0 HI
THEBHO.
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* Tlo peweHKUe Ha NIEKAPA, 8K0 HEY TPONEHUATE & eAMHCTBEHATA TOKCHYHOCT Ha KOSTO H 1A € 03080 HMBO, aolaBeTe
IPasy NOLHTKONOHHOCTHMY nupaw faktop (G-CSF) v noaaspxalite 203080TO HHBO HA IEHATAIOMUNL.

[Tongepkama Tepanusa ¢ JEHATHAOMHA NMPH MAUMEHTH, KOKTO ca OuIy NMomnoKeHH Ha aBTOJO}HA
TpaHCIIaHTAMA Ha cTBONOBH KieTkd (ATCK)

Mopappkamara Tepanus ¢ JCHATUIOMHUA TpAOBa Aa 3AMOYHE C/ICA AACKBATHO XEMATOIOTHHHO
pb3cranoBapaue cyieq ATCK npu naumenTtu Oe3 JaHHM 3a nporpecus. JleHanuaoMua He TpsaOBa na
ce 3an01Ba, ako abcomoTHHAT Gpoii Ha seyTpodunute (ABH) e < 1,0 x 10%1 w/unu 6poaT Ha
TpomBouuTaTe € < 75 X 10%/1.

lpenopevumenna oo3a

[TpenoprunTennaTa HavalIHa 0034 e JeHamaoMua 10 mg nepopalHo BEAHBX THEBHO 0e3
npexnbeBaHe (B AHMTE OT 1-8M 10 28-MH Ha MOBTapALUM ce 28-OIHEBHW LUHMKIH), NPUIATAH 10
nporpecHs Ha 3a60a1BaHETO WM NMOSBA Ha HEeNOHOCUMOCT. Cned 3 IUKB/1A MOAABPKALUG JICYCHHE ¢
NEeHAHOOMU/ J03aTa MOXKE [a Ce YBesnud 10 15 mg nepopajHo BeqHBXK JHEBHO, AKO CE IIOHACH.

Cmunku 3a peoyyupane Ha 003ama

Hauanna no3a (10 mg) AKko no3zata e nosueHa (15 mg) ®
HozoB0 HHUBO -1 5mg 10 mg
Ho3080 HUBO -2 5 mg (mHK 1-21 Ha BcexH 28 gHN) 5mg
J1030B0 HHBO -3 Henpunoxumo > mg (anu 1-21 wa Bceku 28 THH)
Ha He ce naBa no3a noa 5 mg (aHu 1-21 na scexu 28 aun)

*Crien 3 uuKBIA NOAABPKALO JIEUSHUE C ICHANKUAOMM, A03aTa MOKE A ¢ YBEnHYH 10 15 mg nepopanHo BeIHLXK OHEBHO, akO Ce
TIOHACA.

Tromboyumonenun

ITpu TpoMmbBouuTy [IpenoppyrTEnetd Kypc Ha eUeHue

Cnagoge 1o < 30 x 10%/1 [IpeKkbCHETE NEUYCHHETO ¢ NeHATUIOMHL

OGpatnH Toxa4Bauus 0o > 30 x 10%/1] I[pom.mlce're npreMa Ha fIeHaNuOOMHI Ha
1030BO HUBO -1 BEAHBK JHEBHO

3a BeAKO cneapailo cnagane nof 30 x 10%/ 1 [IpeKkbCHETE IEYSHUETO ¢ JIEHATIIOMU]L

OGparHu niokausauus 10 > 30 x 1071 [ IpoasDKeTe NEYEHHETO C ISHATHAOMHU Ha
CAEBAILOTO TI0-HUCKO J030B0 HHBO BEIHDBXK
lﬂHBBHD

Abconomen bpoit neympogunu (A5H) — Heymponenus

[Ipu ABH [IpenoppumnTeieH Kypc Ha iedcHue?
Cnanoose 10 < 0,5 x 10°/1 [IpeKbCHETE JIEYEHHETO C JICHATTMIOMHI
OGpatuu nokauBanus 1o > 0,5 x 10°/ 1 Ipoasmkere NpremMa Ha NEHANKAOMMKI HA

J1030BO HUBO -1 BeOHBXK AHEBHO

3a BcAKO CenBalo cnajane noa < 0,5 x 1071 [IpekbCHETE NEUEHHETO € JISHATUIOMM,

O6patau noxaupaums 10 > 0,5 x 10° 1 [Tpoabmxere Ne4eHUETO ¢ IEHANHIOMHI Ha
CNEIBAlIOTO MO-HUCKO 1030BO HUBO BEAHDBXK
JIHEBHO

*Tlo pedicHHE HA JSKaPR, aKt HEYTPOIICHHATA € eNHHCTECHATA TOKCHYHOCT HAa KoeTO H I3 ¢ R030B0 Hubo, Rodasete
I'PAKY ROLMTKOTIOHHOCTHMY nupalll daktop (G-CSF) v nonnepacaiite 1o3080T0 HUBO HA JIRHANTHAOMHL,

Myamunien MuesoM ¢ NOHE 0HA NPEeoxXONCOaua mepanus
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JleueHue ¢ neHanuAOMUI He TpaOBa na ce 3anoypa, axo ABH < 1,0 x 101 n/unu Gpoar TpoMGouuTH <

75 x 10°/1 unu, B 3aBHCHMOCT OT HHPHITPALHA HA KOCTHHR MO3IBK OT IIa3MEHH KIIETKH, OpoAT
TpoMBoumTH < 30 x 10%/1.

Ipenopvyumenna 0o3za

[IpenopbpunTenHaTa Ha4YaliHa 0033 JeHATHAOMMI € 25 mg nepopaiHo BeJHBX JHEBHO HA 1-8H 10 21-
BY [IeH OT nopTapamure ce 28-pHeBHr unxid. [Npenopruuresnara no3a qekcameraso € 40 mg
NepopaTHO BEAHLXK JHEEHO Ha 1-BY 10 4-TH, 9-T11 a0 12-Tu ¥ 17-T1 no 20-TU neH ot Bcekn 28-aHeBeH
LIHKB) 33 MBPBHTE 4 HUKLIA HA TepandATa u cnel Toea 40 mg BeAHEBXK NMHEBHO Ha 1-BH 10 4-TH AeH Ha
BCeKH 28 oHn.

Ilpeanucpamure nexapy Tpa0Ba BHUMATENHO 4 IPEUEHAT KOA 1034 JEKCaMETa30H Aa H3MOJI3RAT,
KaTO B3€MAaT NMpeABUI CHCTOSHKRETO K OONECTHUA CTaTyC Ha [TALHUEHTA.,

Cmbnku 3a peQyyupane Ha 003ama

HavamHa no3a 25 mg

J1030B0 HABO -1 13 mg

J030B0 HHBO -2 [0 mg

J.030B0 HHBO -3 5 mg

Tpomboyumonernus

IIpy TpoMOOLIMTH IIpenopbunTesieH Kypc Ha JICUEHHE

[Tepei cnagose a0 < 30 x 10°%/1 [TpexbcHeTe NEYEHUETO C IEHATTHIOMUNA

OGparey nokausanus go > 30 x 1071 [IpoobipKeTe NEYEHHETO C JIEHATMIOMH HA
RO30BO HHBO -]

3a Beeku cneapall cnajg nog 30 x 10%1 [TpexbCHeTe NIeUeHUeTO ¢ JICHATTMIOMH

O6paTHu noxaupanus mxo >30 x 10%1 [Iponeinxere Ne4eHHETO ¢ TEHATHAOMHE Ha
CI/1e0BalIOTO [IO-HUCKO A030B0 HHBO (J020BO
HHBO -2 Wnu -3) BeAWBXK OHEBHO. Jla He ce
J03Hpa NoA 5 Mg BEAHBXK JHEBHO.

Abcomomen 6poit neympounu (ABH) — neymponenus

Iipn ABH IlpenopbuyureneH Kype Ha nedyeHue?
[TepBU cnagose g0 < 0,5 x 10%1 [TpexsCHETE TEHEeHHETO € ACHATHAOMM
Q6pathu nokxaysanmna ao > 0,5 x 10%1, xorato [TpoabmkeTe NEYSHUETO ¢ JICHATHIOMHA C
eNUHCTBEHUsT HAOMOAaBaH TOKCHYEH e)eKT € | HaYa/lHaTa 034 BEAH®HK JHCBHO

HEYTPOIEHHA

O6paThy nokausanus 1o = 0,5 x 10%1, korato BBb3cTaHORETE NpHeMa Ha JICHATMAOMHKA HA
ce HaOMmoJaBAT 3aBUCEIIH OT A03aTa 103080 HMBO -1 BEAHBIK AHEBHO
X€MATOJIOMMMHE TOKCHMHOCTH, PA3JIMY KK OT

HEYTPONEHHUA

3a Bceku cneaaw cuan nox 0,5 x 1071 IIpexbCHeTE JeYeHHETO ¢ NEHATTMAOMMU
O6patun noxaysanug 10 > 0,5 x 107/ IIpoabskeTe JeueHHETC ¢ NCHANTYAOMMI Ha

CI1€ABALLOTO NO-HUCKO A030BO HHURBO {1030B0
HHBO -1, -2 By -3) Benusx aHeBHo, Jla He ce

A03Upa NOJ S mg BeIHBX JHEBHO.
“ [To pewichne Ha nekapa, ako HEY TPONIEHUATA & CAHHCTBCHATA TOKCHHHOCT Ha KOSTO H Aa £ Do30BD HUBD, JodaseTe
rpaHy ROUMTKONOHUOCTHMY THpaty daxtop {(-CSF) « noaaepxadite no3oeoTo HHBO Ha TEHANNTOMUR.

Mueroductracmuuny cunopom (MAC)

JleueHuero C JeHANTMAOMHA He TpAOBa aa 3amnousa, ako ABH e < 0,5 x 10°/1 w/unu 6post
TpoMOoumTH € < 25 X 1071,
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IIpenopouumenna 003a
[IpenoprunTENHaTA HauaAIHA A03a AeHanHaoMug ¢ 10 mg nepopanto BeaHBX QHEBHO Ha )-BU JO
21-BM O€H OT MOBTAPALIHN ¢ce 28-THEBHH LIHKIIM.

Cmvnku 3a pedyyupare na oozama

HauanHa go3a 10 mg Beansx nHeBHO B AHU | 1o 2] Ha Beeky 28 nuu
J{030B0O HHBO -1 5 mg BEOAHBK AHEBHO B AHH | 10 28 Ha Bcexu 28 aHu
J03080 HMBO -2 2,5 mg BeOHBX JHEBHO B AHHU | Ao 28 Ha scekH 28 aHH
H030B0 HUBO -3 2,5 mg npes aeH | no 28 Ha Bceku 28 nun
Tpomboyumonesus |
[Tpu TpoMOOLIUTH IIpenopbunTENeH KypC Ha JICUCHHUE
Croagore oo <25 x 10°4 [TpeykbCHETE JICUSHHETO C JIEHATHAOMN
O6pathn moxassadud 00 > 25 x 10%1 - IIponbmxeTe Te4eHUETO C ACHANKIOMUIL HA
<50 x 10%1 on B none 2 ciy4as 3a >7 quu ¢leaBauloTO MO-HUCKO A030B0 HHUBO
KOraTo OposT TpoOMOUMTH C€ BH3CTAHOBK HA (103080 HUBO -1, -2 Hnu -3)
>50 x 10°/1 no Beaxo Bpeme

Abconiomen 6pou neympogunu (ASH} — neymponenun

Ilpu ABH [IpenoppyUTENEeH KypC Ha IeUeHHe
Crnapgose go < 0,5 x 10°/1 [IpexbCHETE JIEUCHUETO C JIEHATHIOMHMI.
O6parHu nokausanus a0 > 0,5 x 1071 [IponbiKeTe NEYEHHETO ¢ NCHATHAOMHA Ha

CIEeNBAUIOTO MO~-HHCKO I030BO HUBO (103080
HYBO -1, -2 UnH -3)

Crupane na renarioorud

JleyeHuneto ¢ neHamaoMma TpsOBa 1a ce cnpe npu nalieHTu 0e3 nmoHe cnad epuTpouieH OTroBOp B
pPaMKKTE Ha 4 Mecella OT Ha4ajoTO Ha TePanuATa, [poseeH upes roHe S0 % HaManeHue Ha
HEOOXOQUMOCTTa OT TpaHCY3UA WIH, ako He ca TpaHCPy3upaHy, 1 g/dl nosninesKe Ha
XemornoOuHna.

Maumennoxremvuen aurgom (MKJI)

Tpenopvuumenna 003a

[IpenopbpunTenHaTa HaYaNHA 4033 NSHANWAOMA € 25 Mg NepOpaIHO BEAHBXK AHEBHO B IHUTE 1-BH
RO 21«BH OT noBTapAK ce 28-nHEBHH LUKIH.

Cmvnku 3a peOyyupane Ha 003ama Jenaruoomud
Hauanua po3a 25 mg BenHBX MHEBHO B AHU | g0 21, Ha Bceku 28 nau
J1030B0 HHMBO -] 20 mg reAHLXK THEBHO 8 AHM 1 A0 21, Ha BceKkn 28 1HU
J1030BO HHBO -2 15 mg Beaubk gJHeBHO B OHM | mo 21, Ha Bceku 28 nHM
Jo30B0 HUBO -3 10 mg BeansX nuerno B auu | 1o 21, Ha Bceku 28 aHu
Ho3oBo HHBO -4 5 Mg BenHHK AHEBHO B JHHU 1 no 21, va sceKd 28 aHu
Ho3080 HUBO -5 2,5 mg Beanbx AHEeBHO B AHU 1 10 2{, Ha Bcexu 28 gHu'
5 mg npes gen B A8y | no 21, Ha Bceku 28 OHH

' B ¢tpanm, KeJETO CE NMpeasara kancysnaata ot 2,5 mg.

Tpomboyumonenus
IIpu TpoMOOLHTH [IpenoppyKTENeH KypC Ha JIeUeHue
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Cnan no < 50 x 10%/1 TIpekncHeTe NeYeHHeTO ¢ NTeHATUAOMH, K
npaBete nbaHA KpheHa kapthHa ([TIKK) naii-
MAJIKO HA BCEKW 7 JHH

O6patHo noxausaHe g0 > 60 x 1071 [IponbmxkeTe NeveHHeTo ¢ JICHANTMIOMMI Ha
CNIEABAILOTO NO-HUCKO N030BO HUBO {1030BO
HUBO -1)

3a BcekH cneasam craf rnoa S0 x 1071 IlpexbCcHETE IEUEHUETO C ICHATUAOMM] |

npaeete [IKK Hali-manko Ha Bcexku 7 AU

O6paTHO nokausaHe g0 > 60 x 10°/1 IIpoppmkeTe neyeHneTo ¢ NEHATUOOMHL Ha
CNIenBaloTO NO-HUCKO JJO030R0 HHUBO (1030BO
HUBO -2, -3, -4 unm -5).

He npunaraiite aAc3a n1oa AO30BO HHBO -5

Abconomen bpoii Keympotpuru (ABH) — neymponenus

ITpu ABH [IpemopbUnTENEH Kype Ha JIEYeHUe
Cnaa go < 1 x 10%1 3a Hait-mManko 7 AHH WK IlpexncHETE NeUEeHHETOD ¢ JIGHATHAOMIA H
Cnaa oo < 1 x 10%1 ¢ acounnpana BHCOKa npaeete [IKK Haii-manko Ha scexn 7 gy

TeMIepaTtypa (TenecHa Temnepatypa > 38,5 °C)
Wiy cnax go < 0,5 x 10%1
[TpoabmxeTe NeYEHHETO ¢ JICHATHIOMI, Ha

O6paTso noxausane g0 > 1 x 107/} CHENBAIOTO [TO-HUCKO J030B0 HURO (J030BO
HUBO -1).
3a BecekH cnearam cnag nog 1 x 10%1 3a uaii- IlpexbCcHeTe JIeYCHHETO © JIEHAIKI OMHL

Manko 7 IHU WM cnag oo < 1 x 10%1 ¢
acolMyMpaHa BHCOKA TeMNepaTypa (TelecHa
TeMnepatypa = 38,5 °C) wiu cian g0 < 0,5 x
10%/1

O6parHo nmokaysane 50 >1 x 10%/1 IlpogbmkeTe NEYEHUETO ¢ IEHATMIOMHU I HA
CASNBAUIOTO T10-HHCKO JO30B0 HHUBO (103080
HUBO -2, -3, -4, -5).

He npunaraiite ao3a 110g A030B0 HUBO -5

Donuxyrapen numgom (DJI)
Jlegenue ¢ neHATHIOMHA He TpabBa aa ce 3anousa, ako ABH e <1 x 10%] w/vnm 6posiT

TpoMOoLMTH € < 50 x 10°/1, ocBeH ako He e BCeACTBhe Ha HHPUATPUpAHE HA KOCTHUA MO3BK OT
nmamdoma.

Ilpenopvyumenna 0o3a

HpenopsunTennaTa Havansa jo3a nenangaomua e 20 mg nepopaiHo BeAHBbX JHEBHO B AHU | 1o 21
OT MOBTAPALUM Ce 28-AHeBHU LUK 33 MmakcUMyM 12 neyebnu nuknna. [IpenopbunTeHara HadanHa
103a purykcumal e 375 mg/m? uurpaseno3Ho {(i.v.) BcAka cenmuua s kuxsn 1 (aun 1, 8, 15122 n
neH 1 oT Bceku 28-pHeBed UKL 33 UK 2 10 5.

Cmivnicid 30 HaMAsasane Ha 0o3ama

Hauanna mo3a 20 mg BeaHbAK AHEBHO B AHU 1-21, Ha Bcekn 28 nHM
Ho30B0 HUBO -1 15 mg BeaHmk aqHeBHO B OHU 1-21, Ha Bceku 28 nuu
J030BO HUBO -2 10 mg BegHbXK QHEBHO B AHH 1-21, Ha Bcegi 2§ )
J1030B0 HMBO -3 5 mg BenubK AHEBHO B oHH 1-21, Ha Bc . . NG

P
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3a KOpexEH Ha J03aTa nepall TOKCHYHOCT Ha pUTYKCHMa0 BHKTe choTBeTHATA KpaTka
XapaKTepUcTUKa Ha MPOOYKTa.

Ipomboyumonernust

YIpu TpomBounTH [IpenophunTencH Kype HA JleYeHHUe

Cnagose 1o < 50 x 10%/1 [TpekbCHETE NIEMEHNETO © NIEHANMMIOMHN H
npagete IIKK Haii-Manko Ha BCeKH 7 AHH
[IpoabnxeTe NEUSHUETO HA CNEABAILIOTO TIO-

O6patHu noxauBaHus 10 > 50 x 10%1 HHCKO A030B0 HUBO {1030B0 HHBRO -1}

3a Bcexu cnepsaul cnaa oon S0 x 1071 IIpekbCHETE ICUSHUETO C JIEHANHOOMHAI H
npaseTe [1KK Hai-Manko Ha Bcekn 7 AHH

OﬁpaTHH [IOKAYBABHKA 00O > 50 x 10';/1 Hpﬂﬂ'bﬂ)KETe NEYCSHHETO C NEHAITIHAOMU]I Ha
CHEABALIOTO MO-HHCKO T030B0 HUBO {03080
HHBO -2, -3). He npunaraiite no3a noa 103080
HHBO -3.

Abcoriomen bpoi neyimpochway (ALH) - neymponenus

ITpu AbH Ipenopbsudrenen Kype Ha JeieHue®
Cnanose < 1,0 x 10°/ 11 3a Hali-manko 7 [TIpexbcHeTe NeUSHHUETO C JIEHANUAOMUI U
aHu unn Crnapose mo < 1,0 x 10°%/1 ¢ npagete [IKK naii-Manko Ha Bceku 7 AHK

aColMHpaHRa BUCOKA

TeMIepatypa (TenecHa teMreparypa = 38,5°C)
unu cnagose no < 0,5 x 1071

OGpatHu TokausaHus no > 1,0 x 1071 [IpoabimkeTe neyeHUeTo ¢ NEHATHAOMU Ha

ClIenBalIeTo MO-HHCKO K030B0 HUBO (103080
HUEO -1)

® [To npeneHka Ha nekaps, aKo HEYTPOTIEHMATA e € IHHCTBEHATA TOKCHHHOCT HA KOETO H A2 € 03080 HABO, pobasete G-CSF
Manmennoxremvyen gunmbom (MK wiu ¢honuxyrapen aumghom (DJ1

Tymop-auzuc cunopom (1LS)

Benuxu nauuent Tpabsa J1a nosyvwaT npogunaxkTuka 3a TLS {(anonypunos, paibyprkasa nimn
eKBUBAJICHT criopes OPHIIMATIHHTE HACOKH) K Aa OBaaT mobpe xuaparupanu (1nepopanHo) npea
MbPBATA CEAMMIA OT IHPBUA IUKBI HIM 33 O-NPOAB/DKHTENCHE NIEPUO, aK0 € KTMHAYHO NOKA3aHo.

3a ga ce cnead 3a TLS, 1pabra ga ce npobexaa Habop OT OMOXUMHYHH H3CTICABAHUA XKECEAMHUIHO
Mpe3 MbPBUA LUKBI H KAKTO € KIHHHYHO NOKA3aHo.

JlenanuooMug Moxxe aa Opae npoabiuket {KaTo ce 3ana3y Jo3ara) NpH NauHeHTy ¢ J1abopaTopeH
TLS unu creneHl | knuHuued TLS, Wiy 00 npelieHKa Ha Nekaps 0a ¢ HAMAaJK J03aTa ¢ €AHO HHUBO U
a4 ¢ce npoabmxH neHaanaoMua. Tpsadra Aa c€ ocHrypd akTUBHA MHTPABEHO3HA XuApaTauusa u
NOAXOAALIC MEIHLUHCKO JICYCHHE CrIOPen MCCTHHA CTAHAAPT 34 MOAAraHe Ha rPIpKU 10 KOPUTUpaHe
Ha eICKTPONMTHUTE aHOMaIn. Moxke n1a ¢ HeoOxoauMa Tepanus ¢ pazOypHKasa, 33 Aa C€ HaMajlu
XUINEPYPUKEMHATA. XOCHHUTANIH3aLMATA HA MALMEHTA € [0 NPCLIEHKA Ha JIeKapA.

ITpu nanpeBTH ¢ kKMuHKYeH TLS cTenen 2 no 4 mpexbCHeTe NEHANMIOMHUI U MpoBexaaiite Habop oT
GUOXUMUYHY U3CTEABAHUSA SKECEAMUYTHO UITH KaKTO € KIMHUYHO NoKalaHo. TpadBa 1a ce OCHIypH

334 NoJlarane Ha rpHxH [0 KOPHI'MpaHe Ha €NEKTPOJIMTHHTE aHOMAJIHH.
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Tepanuata ¢ pa3Gyprkaza M XOCIHTAIK3ALMATA ¢a Mo npeneHka Ha nexapsa, Koraro TLS oturyMu oo
ctened 0, MOMHORETE NEHATMAOME Ha CIIEABALIOTO MO-HUCKO HUBO M0 MPELCHKA Ha iekapsa (8K,
Touka 4.4).

Peaxyua na axmusupane na mymopa

[lo mpeueHKa Ha JeKaps NeHaTuAOME MOXe Aa Oble NPONBIDKEH IPY MANUEHTH ChC CTeneH | uim
2 peakua Ha akTHBUpaHe HAa TyMopa (Tumor flare reaction, TFR) 6e3 fipexsCBaHe HIH H3MEHEHHE.
ITo npeueHka Ha I€Kaps MOXe f1a C€ MPUIIOKHK Tepanus ¢ HECTEPOUIHH MPOTHBOBBINATIUTEHH
cpenctia (HCTIBC), KOPTUKOCTEPOMAH € OTPAHHYEHA TIPOXBIDKBTETHOCT H/UITH HAPKOTUYHH
avangretyud, [Ipu manuedTH cbe cTeneH 3 unu 4 TFR cripere neyeHHero ¢ neHatnaoMus H
sanouynere Tepanua ¢ HCTIBC, koprukocTepodan w/win HapkoTHYHH aHanreTuud. Korato TFR
OTLIYMH A0 < CTeneH 1, NOOHOBETE ISYEHHETO C JIEHANMI0OMU Ha CHIIOTO JO30BO HUBO 32
OCTaHaNaTa 4acT oT UUKENa. [laiuenTyTe Morar Aa OB4AaT JIeKyBaH# 3a IPeodQ/ISBaHE Ha
CHMITTOMHTE CTIopen HACOKUTe 3a jieueHreTo Ha cteneH | 1 2 TFR (Bxk. Touxa 4.4).

Bcuuku noxasanusi

ITpu mpyru nposBM Ha TOKCHYHOCT OT CTEreH 3 unH 4, 3a KOUTO € MPeLEHEHO, Ye Ca CBLP3aHHu ¢
NEHAITHIOME/, JIEUEHKETO TPAGBA [a Ce cfipe H aa ce Bb3o0HOBH HA CIIeABAUIOTO ITO-KUCKO H030BO
HHMBO, KOTATO TOKCHYHOCTTA AOCTHIHS CTENeH < 2 110 IpeUeHKa Ha JIeKaps.

ITpu xoxkeH 06pHB OT cTeneH 2 wiu 3 Tpsbea Ma ce 0OMHUCIIM MPEKBLCRAHE WITH CIUPaHe Ha
nenamanomua. enannaomua Tpabea 4a ce crpe nNpu aHruoedeM, aHAQIIaKTHYHA pEaKUuA, OOpuB OT
creneH 4, exconuatupen nitd 6yiozeH oOpUB KW ako ce noJo3upa CHHAPOM Ha Stevens-Johnson
(SJS), TokcuuHa envaepManHa Hekponusa (toxic epidermal necrolysis, TEN) unu nexapcreeda
peakius ¢ eozunodnand u cucremyu cuMmntoMu (DRESS) u He Tps0Ba a ce 3amousa OTHOBO ClIEA
CIIMPAHE NOpafy FOPHUTE PEAKLIUM.

Creyuainu nonyaayuy

[Heouampuuna nonynayus

Jlenanupomup 3eHTHRa He TPAOBA 1a ce MPUAAra Ipyd JeUa i IOHOIIY OT pakAaHeTo RO nox 18
FOLMHN I10paaH choOpaxeHus 3a OezonacHocT (BXK. Touka 3.1).

Cmapyecka gv3pacm

Hanuvuute monactosmeM papMaKOKHHETHYHY JaHHM Ca ONUCAHM B TOUKa 5.2. B xiMHHYHH
MPOYYBAHHA JICHATHAOMHU € OUN IPUIAraH Ha MalUeHTH ¢ MyNTHIIIeH MUEIOM Ha Bb3pact no 91
FOAMHU TPU HMANHENTH ¢ MHCIOIHCIUIACTRYEH CHHAPOM Ha Bb3PacT Ao 95 roJuHN roiHl n Ha
MALMEHTH ¢ MAHTEIHOKNeThYeH nuMdomM Ha BhipacT 1o 88 ronuau (Bx. Touka 5.1).

Thif KaTO € [10-BEPOATHO NANMEHTHTE B CT2PYECKA BH3PacT Ja UMAT HaManeHa OB0peuHa GyHKums,
TpaGBa BAMMAaTENHO Aa ce noabupa no3arta v 6u Ouno pasyMuo Aa ce cneny 6nopednara GyHKUMS.

Hoso0uazrocmuyupar My munies Mueiom. RAYNEsmU, Koumo He ca noOxo0swyu 3da
MPAHCRRAHMAYUA

[MTaumeRTHTE C HOBOOUArHOCTHLIMPAH MYJITUIINIEH MUENIOM HA BB3pacT 75 U MOBeye TONHHH TpAdRa
BHMMATE/IHO [14 CE€ OLICHABAT, TIpeau a ce 0OMHUCHs Neyerne (Bx. Touka 4.4).

[Tpu manueHTy Han 75-ToANWIHA Bb3PacT, NEKYBaHY C JIeHATUAOMMA 8 KOMOHHALWA C fEKCaMEeTa3oH,
HayalHaTa 1033 AekcaMertazod e 20 mg BegHbX JHeBHO Ha auy 1, 8, 15 u 22 ot BcekH 28-nHeBeH
ne4edeH LUKbIL.

He ce npennara ajanTupaHe Ha 103arTa Opu MaUenTy Han 75 ToAUAd, KOUTO €A JIEKYBAHH ¢
NeHATMI0MU B KOMOWHAlUs ¢ Mendanal u rnpeJHU30H.

[Tpu nanpenTy ¢ HOBOJWATHOCTHIIUPAH MYITHILICH MHEIOM Ha BB3pacT 75 W TOBEYe T
OMY4aBaT JIEHANHIOMHI, HMa NO-BUCOKA MECTOTA Ha CePHO3HKM HEXeNMaHH peakLHK
peaKuyu, KOUTO BOIAT 40 CTIUPAHE Ha JIETEHHETO.
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KoMmOnnupanara Tepanus ¢ TeHaTHUIOMH/ ce [IOHACH [10-3M1€ MPH HAIHEHTHTE C HOBOAUATHOCTUIIMPaH
MYJITHITIEH MHEJIOM Hal 75-rognHa Bp3pact B CPABHEHME ¢ NO-MIIANAATa nonynamvs. Tesu naupentu
NPEeXpaTARAT IEYSHHETO MI0-YECTO TIOPALH HEITOHOCKMOCT (HEXKeNIaHH ChOUTHR cTeneH 3 unu 4 u
CepHO3IHM HeXeqaHH ChOHTHA), B CPABHEHHE ¢ NAUMEHTHTE < 75 rOgUHY.

Myamunnen muenom. nayuenmu ¢ HOHE é0Ha NPEOXGHCOaua Mepanis

IMpoueHTHT Ha NAUMEHTHTE ¢ MYJITUIIICH MMEJIOM Ha 65 roAuIlIHa BE3PACT UK MIOBEYE HE Ce €
pa3nuYaBall 3HAYMTETHO MEXKAY (PYIIUTE, IEKYBAHH C JIEHANAAOMHUI/ ISKCAMETA30H H
nnauebo/aekcamerazoH. [1pu Te3H manueHT! He € HabmopasaHo 00LIO pasnuuKe B 0e30IacHOCTTa U
e(UKaCHOCTTA B CPABHEHHE C MO-MNIAAW, HO He MOXKe Aa Obe M3KINI0YEeHA N0-U3pa3cHa
Mpeapa3NoaoKeHoCT [IPY N0-BL3PACTHH HHAKBUHAH.

Muenooucnracmuunu cundpomu

Ipd DalHeHTH ¢ MHENOANCTIIACTHIHY CHHIPOMY, JIEKYBAHU C JIEHANMGOMII, HE c€ HaDTo1aBa KaTo
LANO pasikKa N0 OTHOLICHUE Ha 0e3011aCHOCTTa M eDHKACHOCTTA MEXAY TIALMEHTH HAL 65-roIuilHa
BB3PACT U MO-MNAAH NALMEHTH.

Manmennoxnemuvuen nusmgom
34 NauUeHTH ¢ MAHTSTHOKIETBHECH MHMPOM, JIEKYBAHH € JICHANKMAOMHA, He ce HabI101aBa 0611a

pasnvika B 6e301acHOCTTa M e MKACHOCTTAa M@Ky MAaUMeHTH Ha Bh3pacT 65 UK nmoBeye roAHHU B
CpaBHEHHUE C MALHEHTH HA BB3pacT nox 65 roguHu.

Qoauryaapen aumgpom

3a nanpenTuTe ¢ PoaHKynapeu TuMPoM, NEKyRaAHH ¢ JTCHAINAOMU/ B KOMOMHALMA ¢ pUTYKCHMAD,
ofLIaTa 4YeCTOTA Ha HeXeTaHUTE ChOMTHA € Noa0OHa NpU NAllMeHTHUTE HA BH3pacT 65 Wiu noseye
roAvHH B CpaBHEeHUE C nanyenTuTe 1oa 65 rongudi. He e HabmogagaHa Kato LANO PpasivKa B
ehrixacHOCTTa MEXIY ABETE BB3PACTOBH IPYyIIH.

Bvbpevno yepexcoane

JleHamuaoMHUA ce oTaeNs MpedMHO OT Os0penHTe; NalUEeHTUTE C 10-r0MAMa CTeNneH Ha OLOpeYHo
YRPEKIAHE MOraT Ja MMAT HapyLIeHa NOHOCUMOCT KBbM JIeucHUETO (BXK. TouKa 4.4). TpadBa
BHUMATENHO NMo{0MpaHe Ha A03aTa U ce NpernophuBa cneaeHe Ha 6p0peunara GyHKLuA.

He ce Hapmara aganTHpaHe Ha N03aTa NpU MaUUeHTH ¢ J1eKo 6p0peuHo yBpekIane U MyNTUHIUIEH
MUENOM, MHUCICANCILIACTHYHY CHHAPOMH, MaHTEMHOKIIeThYeH MG oM WK GoiuKyaapeH nTuMEomM.
Ipenoptysa ce cAeAHOTO aJanTHpaHe Ha 103aTa B HAYANIOTO HA TEPAIHATA H NIpes LI0TO

BpeMeTpacHe Ha JISYSHHETO NIPH NALMEHTH ¢ YMEPEHO WM TeXKO yBpeaeHa 0p0peuna gyHKuIHA HIH
Npu TepMUHATHA 0b0pedHa HeOGCTAaTHHHOCT.

Hsama onut ot sanurBanus daza [11 npu repmunansa 6v0peuna HepoctarsuHocT (End Stage Renal
Disease, ESRD) (CLcr < 30 ml/min, Hanaramuia guanmsa).

MynmunneH Muesom
buopeuna pynxnna (CLcr) Ajanrupane Ha n03aTa
YMepeHo Gu0pevHo yBpexKIaHe 10 mg BenHbK SHEBHO'
(30 < Cler < 50 mL/min)
Texko GbOPEYHO YBpPEKIaHE 7,5 mg BEAHBK AHEBHO®
{(CLcr <30 mL/min, 6e3 Hy>»/a oT JHanu3a) 15 mg npes aen
Tepmunanua 6p0pedHa HegOCTATBYROCT 5 mg BeJHBXK AHEBHO. B AHHTE Ha Auanuza
{(KCBH) 103aTa TpAadBa Aa ce Mpiiiara Cnel AUanu3aTa.
{(CL¢r < 30 mL/min, ¢ Hy1a ot nManu3za)

' lozaTa MOKE Jia ¢€ MOBHUIY A0 {5 mg BeAHBIK AHCBHO clich 2 ({HKbJIa, 8K HAMA OTTOROD Ha J1e
NMAUHEHTET HMa A0Dpa MOROCHMOCT KBM HEro.
? B cTpauuTe, KbJETO CE mpeanara Kancyaara ot 7,5 mg.
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Muenoducnracmuyniut cunopomu

byropeuna pyaknun (CLer) AnanTHpaHne Ha 103aTa
YMepeHo Ob0pedno Hauanna nosa 3 mg BeAHBXK JHESBHO
YEpEKAAHE (B oum 1 1o 21 oT noBTapaIK ce
(30< CLer <50 mL/min) 28-1HeBHY IVKIH)

Ho3oeo HUBO-1* 2,5 mg BeAHBK THEBHO

(8 ann | 70 28 ot noBrapauy ce
28-0HEeRHUA UUKJIH)

Ho3oso BuBO -2* 2,5 mg npes ned
(B ouu 1 g0 28 oT nosTapAwM ce
28-NHEeBHN LHMK/IN)

Texxko Ob0peuHo yBpexngaHe Hauyanua noza 2,5 mg BEINbX JHEBHO
(CLer < 30 ml/min, 6e3 (8 oHu | 10 21 oT noeTapAwy ce
HY»a OT Auaii3a) 28-NHEBHH HAKIH)

Ho30B0 HuBo -1* 2,5 mg npes acH

(B any 1 po 28 o1 noBTapAUIA ce
28-IIHEBHN UHKINK)

103080 HUBO -2% 2,5 mg nBa MbTH CEAMUYHO
(B oau | oo 28 0T NOBTApAILIH ce
28-1HEBHM LIMKIIH)

Tepmunanaa 6p0peuna Hauanna go3a 2,5 mg BeOHE¥K JHEBHO
HeJOCTaThYHOCT (B iHH | 10 21 oT oBTapALIH ce
(KCEH) 28-aHeBHM LMKITN)

(CLecr <30 ml/min, ¢
HYXXAa OT JHaNH3a)

B aHuTe Ha nvanu3a qo3ata
TpsOBa [a ce npunara cnel
IMATH3ATA, Iozoso nuso -2* 2,5 mg gBa MbTH CEIMUUHO

(B anu 1 10 28 oT noBTapswu ce 28-
AHEBHU 1THKITH )

* [IpenopbyHTENHN CTHOKHK 33 HAMANABAHE HA Z03ATa 10 BpeMe Ha TCUEHHETe ¥ HpH Pr300HOBIBANE HA TEHSHHETO NPH

neYeHHe Ha HEYTPONeHUa iy TPoMOOLMTOTICHUA CTENEH 3 MK 4, MK Apyra TOKCHYHOCT CTeneH 3 WK 4, 33 KOUTO €
NpELCHEHO, UE Ca CBBP3aHH C JCHAHAOMHEA, KakTO € OIHCAHD [0-rope.

Ho30B0 HHBO -1 % 2,5 mg npe3 acH
(B nHu 1 n0 28 oT noprapswy ce 28-
AHEBHH ITHKIIH)

Manmennoxnemuvuen numgom

bropeuna ¢pyaxuua (CLer) ARanTHpaHe HA 1033TA
(muu 1 1o 21 o1 norTapaiM ce 28-1HeBHU
IHKJIH)

YMepero 6x0peuno 10 mg Bennbixk nuesHo'

YBPEXKIAHE

(30 € CLer £ 50 ml/min)

Texxo 6BOpeuHo yBpeKOaHe 7,5 mg BeIHEK OHEBHO®

(CLcr < 30 ml/min, 6e3 HyXna 0T AManK3a) 15 mg npe3 nen

TepMuHanHa OBOpeYHa HEAOCTATBEYHOCT 5 mg BeAHBK AHEBHO.

(KCBH) B nnute Ha avanuza go3aTa TpAOBa na ce

(CLcr <30 ml/min, ¢ Hy»Ia OT JHATTM3A) npuiara cjaen auannsara.

! TMo3ata Moke A2 Gble NoBMINeHa 10 15 mg BEABK AHSBHO Clefl 2 UKL, KO MALMEHTHT HE PEArup
NICUYEHHUETO W NOHACA NEYEHHETO,
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B crpaHu, KLACTO CE Mpeanara kancyJara ot 7,5 mg.

Doauxyrapen TumMgpom

buopeuna pynkuun (CLer) AJanTHpane Ha QO3ATA
(nuu 1 po 21 ot noBrapdiiu ce
28-THEeBHH HUKIIH)

Ymepeno 6n0peuHo yBpexkaaHe 10 mg sequbx AHeBRO" *

(30 < CLecr < 60 ml/min)

Texko 6L0peuHo yBpexkaHe 5 mg BeOH®K JHEBHO

(CLer <30 ml/min, 6e3 Hy)Kna 0T ArWaH3a)

Tepmunanna 66pevuna HepoctarsuHOCT (TBH) 5 mg BeaHBXK JHEBHO. B gHuUTE

(CLcr <30 ml/min, ¢ HyX1a oT AUAIH3a) Ha AVann3a go3arta Tpadsa aa ce
[IpHIara Cned QuaTn3aTa.

¢ Ifozata MooKe Aa ce MOBUILK A0 L5 Mg ReAHDIK THEBHO CASA 2 UHKEBIA, 3K0 NALHEHTHT BMA J00DA TOHOCHMOCT KBM Tepaniara,

?3a naumnenTH Ha HavanHa poia 10 mg npH HamansRane Ha 103aTA 33 AEYEHHE HA HEYTPOTIRHAA WIH TPOMOOUMTONSHUA CTENeH 3 unH 4
HIIH JIPYTA TOKCHMYHOCT CTeneH 3 unu 4, 33 KOATO € MPSHEHEHD, 4e & CRDP3aHa ¢ NEHATTKRAOMNIA, He Mpunarafite aosa non 5 mg npe’ AeH
HnK 2,5 mg BelIHBK JHERHO.

Cnen 3anovBane Ha Tepaliud C JJeHAIHIOMH, BCAKA NOCMNSNBALLA NPOMAHA HA A03aTa NPU MaLUEHTH C
0bOpeuno yBpexkaane TpadBa oa ce 6a3vpa Ha MHAUBKAYANKAaTa NOHOCHMOCT HA MALHEHTA KbM
NIeYSHHETO, KAaKTO € OITMCAHO TO-Tope.

Uepnoopobro yepexcoane

JleHanunoMua He € oUOUANHO TIPpoy4dBaH NPH NALHEeHTH ¢ YBpedeHa YepHoapobHa QYHKINA U HAMa
KOHKpPETHH [IPENOPBKH 33 103aTa.

HauuH Ha npunoxeHue

[Tepopanna ynorpeba.

Tpn6ea na npuemMarte JleHanuaoMun 3eHTHRA KancyllK Nepopaine no NpudIU3UTE/HO eLHO H ChILO
Bpeme B onpegenenure JHU. Kancyaure He TpaA0Ba 1a 6pa4T OTBApARM, 42 €€ ABBYAT HWIHN Yy AT,
Kancynure tpadsa Aa Ob0aT NOTABIUAHY HE/H, NO BE3MOXKHOCT C BOJ3, CbC UM 0e3 xpaHa.

[IpenopburTEnHO € O3 HATUCHETE ¢aMo OT €AUHUA Kpal Ha Kancysara, 3a 1a g U3BaauTe ot Gnucrepa,
T KaTO Taka HAMANABATE PHCKA OT AcdhopMauus UK CHYTBAHE HA KancyJllaTa.

4.3 Ilporueonokazanud

- CBpbX4yBCTBUTENHOCT KBM AKTUBHUTE BEILECTBA WM KBM HSIKOE OT MOMOLIHUTE BElECTBa,

m30poenu B Touka 6.1.

- bBpeMeHHU KEHH.

- JXenu ¢ gevepoeH MOTEHLIKAN, OCBEH aKo He ca CTla3eHd BCHYKH ycnopus Ha [{porpamara 3a
npeseHUnA Ha OpeMenHocTTa (BrbkTe Touka 4.4 u 4.6).

4.4 Cnennaann NpeIynpexaeHHs ¥ APeANA3ZHN MePKH NIPH YNoTpeda
KoraTo NeHaJIHAOMHI ce MPRAAra B KOMOMHAINA ¢ APYIH JIEKAPCTBEHH HPOAYKTH, TpuOBa Aa

ce NpoyeTe CLOTBETHATA KpaTka XapakTePHCTRKA HA NPOAYKTA MpeAH 3AN0YBAHE HA
JIeYeHHeTO.

[MpeaynpexacHus Tpu GpeMeRHOCT
JlenanunoMua € cCTPYKTYPHO CXOEH Ha TANUOOMHUI. TanHIOMHL € U3BECTHO TEPATONSHHO AKTHBHO

BELIECTRO NMPY XOPaTd, KOETO IMPHYNHABA TCHKKH XKHBOTO3aCcTpalllaBay BpoAeHK mandopMauun. [Tpu
MaliMyHM ICHANTHAOMUA IPHUMHABA MalhopMaLvi, NoA0OHH HA TE3M, ONTMCAHH 32 TATUI0M

0YaKBa TEPaTOreHEH efeKT,
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Ycnosusta Ha [Iporpamara 3a npeBeHiia Ha 6pemeHHOCTTa TpA0Ba Ja €& cua3Bar OT BCUYKH
NaUuHeHTH, OCBEH aKo HAMA CTaOWUITHH H0KA3aTeICTBa, Y€ NALUEHTHT HAMAE ASTEPOAECH NOTEHIHANL.

KpurepuH 3a xeHu 0e3 neTeponeH NoTeHIHaN

Cunta ce, ye KeHa ITalHeHT WM KeHa NMapTHHOP Ha MbXK MAUMEHT € ¢ AeTepOoacH NOTeHLMal, OCBEH

aKO He OTroBaps Ha MOHEe eIUH OT CNeIHUTe KPHTEPUH:

- Be3apact > 50 roauHM ¥ ¢ €CTECTREHA aMeHoped 3a > 1 roauna (ameHopes crnel pakosa Tepanus
UJI4 10 BPEME HA KBPMEHE He M3KIIIOYBA IETepOASH NOTSHUKAT).

- [TepBHYHA HEOOCTATHYHOCT HA AHYHUALNTE, OTREPASHA OT CMEUHATHCT FHHEKONOT

- [Mpeaxoxpama OHIaTepaiHa CATITHANO-00@OPeKTOMHA HIH XHUCTEPEKTOMNS

- XY renotun, cHHApoM Ha Turner, areHe3us Ha MATKATA.

CreeT™

JleHanuooMu € npOTHBONOKA3AH 33 XXEHU ¢ JSTEPOASH MOTeHUHAN, OCBEH AKO HE BAXKH HAKOE OT

CleqHHTE:

- Ta pazOupa ouaxkBaHUA TEPATOTEHEH PUCK 34 HEPOLCHOTO HeTe

- Ts pa3bupa Hy>Kaata 0T eeKTHEHA HEeNPEKECHATa KOHTPALICHUHA oHe 4 ceAMHUM Npeay
Ha4a/J10TO Ha JICHeHHETO, 110 BpeMe Ha LUAJIOTO JIEHeHHe H NTOHE 4 cenMULIMA clell Kpad Ha
ne4eHUeTo

- Jopy ¥ xenaTa ¢ AeTepOoJdeH NOTeHUHA Aa € ¢ aMeHopes, Nlak TpadBa 1a cleiBa BCHYKH CHBETH
3a e(peKTHBHA KOHTpALIENLMA

- Tpadea 1a 6bae cnocobHa a3 cna3sa epeKTHBHUTE KOHTPALCIITURHA MEPKH

- WUudopmupana € u pazdupa NOTEHIHATHATE TOCTEAHLH OT OPEMEHHOCT U HyXIaTa oT Onp3a
KOHCYATaUus npu PUCK OT OPeMeHHOCT

- Pas6upa HyaaTa OT 3aM0YBAHE HA JICYSHHETO BEAHAra oM Ope IpeHCaH JeHATUIOMHL
chen OTpHUATENEeH TeCT 3a DPeMeHHOCT

- Paibupa Hy»KnaTa n Ippema 1a Cu NPaBM TecT 33 OPeMEHHOCT NOHE Ha BCEKU 4 CENMHULHN, OCBEH
B CJIY4al Ha NOTBbpACHA TyOapHa CTepHIH3aLys

- IloTBEp:KOaBa, ye pa3dHpa ONacHOCTHTE U HEOOXOAHMUTE NIPEANAZHY MEPKH, CRBP3aHH ¢
ynoTpedaTa Ha IEHANMKOIOMHL.

3a MBKeTe NAUMEeHTH, pUEMAaLY JICHATHIOMUE, QapMaKOKHHETHIHUTE XAHHH TTOCOYBAT, 4E

NEHANUAOMHUI NPUCHCTBA B YOBEIUKATA CHepMa B H3K/HOUHMTENHO MANKO KOJWUECTBO 110 BpEME Ha

MEYCHUETO H HE CE 3aCHYa B YOBLULIKATA CIEPMa 3 JHK crien ClUpaHe HAa BEUWIECTROTO MPY 3APABHS

nauMeHT (BIOKTe Touka 5.2). Kato npennasHa Mipka ¥ KaTo ¢& B3eMAaT NpeaBU/ CIIELIATTHHTE

MOMYJIALWHE ¢ NPOIBUKUATE/IHO BpeMe Ha eTHMVHKPaHE, KaTo HanpuMep 0bp0peyHo yBpeknaHe,

BCHYKH MBXKE NALUEHTH, NPHEMaluy TeHANMAOMU/, TpAOBa Aa OTrORAPAT HA CICXHUTE YCIAOBHA:

- Ha pazbupatr o4akBaHUA TEPATOrEHEH PUCK MIPU CEKCYaNCH KOHTAKT ¢ OpeMeHHa KeHa HITH ¢
JKEHA ¢ AeTEpPOJAEH NoTeHHan

- Ja pasbupat Hy»KIaTa OT H3MO/I3BAHE Ha NPE3ePBATHBH NPH CEKCYaNeH KOHTAKT ¢ OpeMeHHa
KEHA HAW C KEeHa ¢ AeTePoaeH NOTeHINAN, KOSTO He M3NON3Ba ehexTUBHA KORTpauenuns (nopu
H MBXBT J2 CH € IPAaBKUA Ba3eKTOMHUA), TI0 BPEME HA NEYESHHETO H B [TPOABIKEHUE HA NOHE 7
IOHM Cliel NPeKLCBAHE W AIHA NPeKpaTABaHe Ha JIEHEHUETO.

- Jla pa30upa, 4e ako MapTHROpKATa My 3abpeMeHee, NokaTo To# Npuema JlenanunoMun 3eHTHBa
WJIM MAJIKO CIIeN KATO € crupan Aa MpueMa JleHannaomun 3eHTHBa, Toil Tpsadsa HesadaBHO da
YBEIOMH CBOA JIEKYBALIL JIEKap H 4€ € NMPENnopPhYMTENHO A2 HACOYH TApTHEOPKATA CH KbM JICKap,
COEUUATTM3UPALIl HITH C OITHT B TEPATOIOTUATA, 3a CUCHKA H ChBET.

Hpennucpauat nexap Tpabpa ga rapaHTHpa CIeAHOTO 33 )KEHHTE ¢ ASTEPOACH NOTeHIHAN:

- [TauuentsT cnazsa yenorudra Ha [Iporpamara 3a npeseniysa Ha OpeMEeHHOCTTa, BKIIOYUTENTHO
¥ MIOTBBPKICHHE, Y& pa3orpa anekBaTHO

- [lauueHTHT NOTBLPXKAABa YCIOBAATA, YIIOMEHATH NO-TOpE.

KoHrpauenus
KeHute ¢ geTepoacH NOTSHUHMAT TPAOBa 13 H3MOM3BAT MOHE CAHH eEKTHBEH KOHTPALENT
MoHe 4 ceAMULIH [TPSaH TepaliaTa, 1o BpeMe Ha TEpanuaTa U 0O MOHE 4 CEOMUIM CNeA T
NeHATMIOMHUI ¥ JOPH U B C1yYail Ha NpexbCBaHe Ha 103aTa, OCBEH AKO NMANUSHTHT He CE
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a0COMOTHO M HENMPEKbCHATO BE3NbMKaHUE, TOTBBPIKAABAHO BCEKH Mecell. AKO NalMeHThT HAMA
YCTaHOBESH epeKTHESH METOA HA KOHTpanenuusd, Toil Tpa0Ba 11a ce o0bpHE KBM noaxoAasio o0y4eH
MENULUHHCKH CIIeHUATHCT 33 ChBET OTHOCHO KOHTPALeNUMATA, 33 1a MOKe H30/I3BaHETO i Ja
33704 He.

Cnepnute MoraT Aa 6bOat CUMTAHM 34 NPUMEPH 3a MOAXCIALH METOAH 38 KOHTPaLEeHnLHA;

- 51500 135

- BhrpeMaTtouda cUcTeMa, JocTaBala nesoHoprectpen ([US)

- MenpokcunporecTepoHos alleTat aero

- TybapHa crepsnuzaLys

- CexcyaneH KOHTAKT eJUHCTBEHO ¢ MBX MAPTHBOP C BAa3eKTOMHSA; BA3EKTOMUATA TPADORA Ja €
MOTBbPASHR OT ABA OTPHULATEIIHH aHallM3a Ha crepmara

- Xanyeta, ChbabKALIH SAHHCTREHO NPOrecTEPOH, KOUTO MHXHOUpAT oBy1auuATa (T.€.
Ae30recTpen)

[Topan NOBKILEH PUCK OT BEHO3HA TPOMOOEMOONHS IPH TAUHEHTH ¢ MYATHIUIEH MMENOM, NPHEMALIIN
NeHaTHAOMHI A Ipd KOMOUHKPaHa Tepanis, U B N10-Manka CTENEH NP HaueHTH ¢ My/ITUHIeH
MUEIOM, MHEIIOIMCINIACTHY HY CHHAPOMUWH MAaKTENHOKIETBUEH JIUM(OM, NOUTOXKEHH HA
MOHOTEPANKA ¢ NeHAIMIOMUI, He C& NPenopbYBatT KOMOMHHUPAHU NIEPOPATTHA NPOTUBO3AUATBYHH
(BrxTe CBILE TOYKA 4.5). AKO MAUMEHTHT KBM MOMEHTA U3MI0/3Ba KOMOHHUpaHa NepopaliHa
KOHTpauenum, Tps0Ba 1a NpeMUHe KbM €IHWH OT ¢PEeKTUBHHUTE METOAH, OMKCAHN 10-Tope. PHCKET oT
BEHO3HA TpoMOGemMO0nA Npoab/KaBa MEXAY 4 ¥ 6 cenMuLM ¢l peKpaTABaHe Ha H3NOJI3BAHETO
Ha KOMOUMHHPAHU NEPOPATHH KOHTpAUEeNTUEY. E{DeKTHBHOCTTA HA KOHTPALESNTUBHUTE CTEPOUIU
MOXKe Ja HaMallee Mo BPeME Hd CbBMECTHO JIedeHHeE ¢ AekcameTazoH (BX. Touka 4.5).

HAMMNaHTUTe U BETPEMATOYHATE CUCTEMH, NOCTABALUM JIEBOHOPIreCTpEH ¢€ ACOLMHPAT C NOBUILUEH
PHUCK 0T MHQEKLKA 110 BpeMe HA NIOCTABAHETO W C HEPEAOBHO BaruHanHo kapBeHe. Tpadra 4a ce
OOMHUCHAT TPOGUNAKTHYHE AHTUOMOTHUM, Hall-Beue NPHA MaUMEHTH ¢ HEYTPOIISHUS,

OTpenaunTe Mel BbTPEMATOUHH KW3ENUA N0 [PUHLKI He Ce NPErophYBaT Mopadd NoTEeHIHATHU
PHCKOBE OT HHPEKU N 110 BpeMe Ha TOCTABAHETO M 3ary0a Ha MEeHCTpyalHa KPbR, KOSTO MOXe Ja
KOM{IPOMETHPA HAUHEHTHTE ¢ HEYTPOIIEHUA WM TPOMOOUMTONIeHHS.

TecroBe 33 OBpeMEHHOCT

CtrnacHo MECTHUTE IPAKTHKH TPAOBa [a ce MPOBEKRAT TECTOBE 32 OPEMEHHOCT IO NIEKAPCKO
Ha0MOIeHE B PAMKITE HA MURHMaIHa YyBcTBATENHOCT 0T 25 mIU/mL 3a sxenn ¢ getepoaeH
NOTEHUHAN, KAKTO € OIMCAHO MO-A0Y. B TOBa YHCNO BNH3AT U KEHHUTE ¢ ASTEPOASH NOTEHLHAT,
KOUTO TPaKTUKYBAT abCOMOTHO H HENIPEKBCHATO Bh3AbpKanne. B Hal-100pus cirydai TecTshT 3a
OPEMEHHOCT, M3AABAHETO HA PELESNTA U NPEAOCTABAHETO HA NEKAPCTBOTO TpAOBa Ja Ce H3BBPLUBAT B
ChLIMS OeH. IIpefocTaBAHETO Ha IEHATTMAOMU Ha JKEHM ¢ IETEPoAcH NOTEHIIUan TpaOsa fa ce
OCHLIECTBY B PaMKHTE Ha 7 JHY CiIed NPEATTHCBAHETO MY.

[Ipeny 3anoYyBaHe Ha JEUEHHETO

Tpabra ga ce WIBBPLUL TECT 33 OpeMEHHOCT oA MEAHHHHCKO Habmonexsye no BpeMe Ha
KOHCYNTALIMATA, KOTATO Ce NMPeANHCBa JeHATHAOMHI HK B paMKUTe Ha 3 JHM Npeay NOCeIUeHHETo Ha
NpeANUCBaLUA AeKap, Clien KaTo HaUMEHTHT € M3IT0I3BaAN CPEeKTHRHA KOHTPAUERIMA B NPOABIDKEHNE
Ha 1one 4 cenmuy, TecTsT TpabBa Ha NOTEBPAY, YE TIAUUSHTKATA HE € OpeMeHHa MPH 3all0YBAHETO
Ha NIEYeHHETO C NeHATUIOMUL.

IlpocagadBane M Kpak Ha JIGYSHUETO
TecTsT 32 6peMenHOCT NOIO MEINIMHCKO HAOMOACHNE TPpAOBa Na Ce MPABH TOHE Ha BCEKH 4 ceaMuly,
BKIIORUTETHO H NIOHE 4 cenMUIM el Kpad Ha ISYeHHETO, OCBEH B CiTy4dail Ha NOoTRhplena TybapHa

crepuiinsauus. Tesa tectope 3a HpeMeHHOCT TPAOBA 1a ¢ MIBBPINBAT B ICHA HA MOCEHISHUETO 3
ApeanucBaHe HA TEKAPCTBOTO My B PaMKHTE Ha 3 OHH IpeJy NOCEEHHeTO Ka Mpenucsa
neKap.
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JoNBIHUTENHR NPEANAa3HH MEPKU

[TaupenTHTe TPAOBA Oa OBOAT UHCTPYKTHPAHH HA HE NABAT TO3H JIEKAPCTBEH NPOIYKT HA ApYro JHue
H Aa BbPHAT BCHYKH HeM3NOJI3BaHH KAncyIu Ha CBos (apMaueBT B Kpas Ha NedYeHHeTo 3a Ge30nacHo
H3XBBPIITHE.

TTanueHTHTe HE TpaOBa /1a 1apABAT KPbB MY CIEPMA 10 BpeME Ha JEIEHHETO {BXIOUYHTEIHO NpH
[IpEeKhCBaHE Ha MPHIIOKEHHETO) H U Hall-Manko 7 GHU crien NpPEeKpaTsBaHe Ha NIEHATHAOME,

MeHuUHCKATE CllenUalucTd U OoTHOrIenayuTe TPAOBa 12 U3NON3BAT PEKABHLH 32 €IHOKpAaTHA
ynorpeda, korato padotar ¢ Gnuerepa wiH Kancynara. ZKeHu, KOHTO ¢a OpeMEeHHH HAH NO03Upar, 4e
MOJKe 1a ca OpeMeHHH, He TpabBa Aa pabo1AT ¢ GnycTepa WIK KamcyJsara (BxK. Touka 6.6).

QO6yudrenyy MaTepUani, orpaHUYeHu 3a NPeANUCBaHe U OTIYCKAHE HA IEKAPCTBOTO
C nes1 na ce MOMOrHe Ha IalHeHTHTe A2 W30erHat excrno3uuuA Ha deTyca Ha JeHATHAOMHL,

MPUTSKATENAT HA pa3peiicHHETo 3a ynoTpeba Lie NoAcArypy MEJULHHCKITE CIeLHaNucT C
oOyUHTETHH MaTepHani, MOACKIBALLHA Npe Iy pexACHUATA 3a OYaKBaHHs TepaToreHeH edexT Ha
JICHATHAOMUA, JaBalld CHLBET 3a MPUAAraHe Ha KOHTpauernuys npeay HayanoTo Ha TEparmHATa U
HACOKH 32 HeO6XOMMMOCTTa OT MPOBEXKIAHE HA TECTOBE 3a OpemerHocT. [IpeanucBalinagT aekap
TpabBa 1a yReaIOMy NALUEHTHTE MBXKE M IKCHU 34 OYaKBAHHA PUCK OT TepaTOreHHM e(eKTH H 33
CTPOTHUTE HpeNazHu MEPKH cpellly 3abpeMeHsaBaHe, KakTo ca onpenenend B [lporpamata 3a
NIPEBEHLINS Ha OpPeMEHMHOCTTA, H 1a Ja/ie Ha MALMeHTUTe ChboTBeTHaTa o0yyuTenHa 6pourypa 3a
NanHeHTa, KapTa Ha NauHeHTa W/HIH eKBUBAIIEHTHO CPEICTBO B CBOTBETCTBHE C MPHIIOKEHATA
HAUHOHAITHA CHCTEeMA 3a KAPTH Ha MandeHTa. B chbTpyAHUYECTRO ¢ BCEKH HALHOHAICH KOMIIETEHTEH
OpraH € BhBEASHA HALMOHATHA CHCTEMA 38 KOHTPONHPaHO pa3npocIpancHue. CucreMara 3a
KOHTPOJTHpaHO Pa3snpocTPaHEHUE BKJIIOYBA U3MOM3BAHETO HA KapTa HA NALMEHTa W/ HIN
eKBUBAJICHTEH CIOCO0 3a KOHTPOJI Ha NpeANUCBAHETO W/ UK OTYCKAHETO U ChOMpaHeTo Ha
noapoGHR JaHHR, CBbP3aHH ¢ TIOKA3AHHETO, 33 Ja Ce CIIEIN BHUMATEIIHO ynoTpedara H3BBH
0100peHOTO NOKA3aHKe Ha TEPUTOPHATA Ha CTpaHaTa. B daeannua ciy4ait TeCcThT 32 OPEMEHHOCT,
H3I4BAHETO Ha pELIENTaTa H OTIYCKaHeTo Ha JIEKApCTBOTO TPAOBA 1A CTABAT B ¢HH M CHII ACH.
OTIyCcKaHETO HA TEHATHIOMIA Ha *KeHH ¢ AeTepoleH NOTEHU KA TpA0Ba Na CTaBa B PAMKUTE Ha 7
IHW CIe NIPeANTMCBAHETO U NS OTPUUATENESH PE3YIITAT Ha TECT 3a OPEeMEHHOCT 110 MEQULIMHCKO
HaOmoaeHue. PelienTuTe 3a )KeHu ¢ AeTepoleH NOTeHUMaI MOraT Aa ObAaT 3a MAKCHMAITHA
NPOALIDKUTENHOCT Ha TEUSHUETO OT 4 CeAMULIH, a pEUESNTHTE 32 BCHUKH APYTM NalligHTH MOrar na
611aT 332 MaKCHMATHA NPOLLKUTEIHOCT Ha neueHueTo ot 12 ceamui.

Jpyry coelyatHy IPeayYNpeKAeHHA U NpeAnatii MepKH Npy ynorpeda

Hughaprm rna muoxapoa

HuapkT Ha MHEOKapaa € ChoDLIeH NPH NalKeHTH, NOMyYaBally ICHANHAOMU/, Hali-BeUe NPU TE3H ¢
N3BECTHH PUCKOBH (PAKTOPH U B pAMKHTE Ha IEPBUTE |2 Mecena py U3IoN38aHeTO My B KOMOHHALHA
¢ nekcamerasoH. [laLMeHTHTe ¢ H3BECTHH PUCKOBK (PAaKTOPH — BKIHOUHMTENHO NPEaXoxaana Tpomboza
— 1psibpa na Gpaar HabniogaeaHd BHUMATENHO K 1A ce [IpeaiipiemMar JeHCTBRA 32 HaMa/IgBaHe Ha
BCHUKH PHCKOBH (aKTOPH, KOMTO MOraT aa OpIaT NpoMeHeHY (HanpuMep [IyWeHe, XUIIEPTOHNA U
XUIISPAUTHOSM U ).

Benozny u apmepuaniy mpomooemOoauuny copumus

[pu nauuerTd ¢ MyJITHIUIEH MHEIOM KOMOHHALHMATA HA ISHANHIOMHI ¢ AEKCAMETA30H ¢€ CBbP3Ba ¢
MOBHIIEH PHCK OT BeHO3HA TpoMOoemOomus (NpeadMHo ABI00OKa BeHo3Ha TpomBOo3a v GenoapobHa
eM0Oonua). PUCKBT OT BeHO3Ha TpoMOoemOonus e Gun HadmonaBad B [0-MaJKa CTENeH MpH
NEHATTHAOMHJL B KOMOHHAIIUA ¢ MeNganaH H TPeaHK30H.

Tpu namsedTyd ¢ MYJTURJICH MMEJIOM, MHEIOANCILIACTHYHH CHBAPOMH K MAHTE/THOKIETBYEH JTUM(POM
JIeueHHUETO C MOHOTEpanus C ACHAIHAOMH]L C€ ACOUMHPA € [MO-HUCEK PUCK OT BEHO3EH
TpoMO0eMO0IH3BEM (MpeArMHO ABII00Ka BeHO3HA TpoMmO03a 1 OenoapodeH eMO0NH3BEM), OTKOIIK

TpH NALYEHTH ¢ MYJITHIUIEH MUENOM, IEKYBAHH C JICHATHIOMUA B KOMOHHHpaHa Tepanus (B
4.5 u Touka 4.8).
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[Tpu NanyeHTH ¢ MyATUIVICH MUENTOM KOMOHHAIIMSTA OT IEHATHOOMUA C ACKCAMETA30H ¢ aCOLIMHpa C
TIOBKLUEH PUCK OT apTepraneH TpoMOoeMO0IH3bM (TIpeaHMHO KHPAPKT HR MHOKapAa U MO3BYHO-
CBAOBO ChOUTHE) ¥ & HaGMIOAaRaHa B NO-MAJTKA CTETIeH NP JIEHATHAOMIUI B KOMOWHALWA ¢ Mendalan
H NpeJHM30H. PHCKBT OT aprephaiied TpoMO0eMOOIH3EM € NO-HUCHK NP NalUMEeHTHTE ¢ MYJITUIICH
MHEIOM, JIEKYBAHH C MOHOTEpanus ¢ JeHanuA0MHL, OTKOJIKOTO MPH NAUUSHTH ¢ MYJITUIUIEH MHEIIOM,
NieKyBaHH ¢ KomOMHMpaHa Tepanud ¢ JeHaMIOMHA.

CiienoBaTe/IHO MARHEHTHTE ¢ U3BECTHH PHCKOBH haKTOpH 332 TPOMO0EMOOIM3EM ~ BKIIIOUHTENTHO
npenxokaaa TpomGo3a — TpiaGea na ObAar HabmonaraHK BHHMaTeNHO. TpaOsa Ja ce tpeanpuemMar
AcHCTBUA 332 HAMANSBAHE HA BCUYKM PHCKOBH (AKTOPH, KOMTO MOTAT Aa OBaT IpOMEHEHH (Hanpumep
nylieHe, XUNepToHus H xunepnunuaemds). EfHOBpeMeHROTO pHEMane HA ePHTPOTIOETHYHN areHTH
KITH TIPEIXOXKOAUIA aHAaMHe3a OT TPOMO0eMOCIHIHN CEOATHA MOXKE CHILO 12 YBEIHYY TPOMOOTHYHHIA
pUCK Npd Te3d nauueHTy. [lopany TOBa ePHTPONOETUUHUTE ATEHTH HITH APYTH areHTH, KOUTO MOTaT
na yBEIMYAT PUCKa 0T TpoM003a, KaTO HANPUMEP XOPMOHATHO-3aMeCTUTEIHA Tepanua, TpaOea aa ce
M3M0N3BAT MHOTO BRMMATEHO NPH MAIMEHTH C MYITHIUIEH MUEJIOM, TOy4aBalli NeHANHAOMML, C
nekcameTa3on. KoHueHTpauus Ha xeMorjioOnH Hax 12 g/dl tpabea na qosede no MpexpardBade Ha
EPUTPOINOETHYHHTE areHTH.

Ipernopbupa ce MAUMSHTHTE U IEKapHTe 12 BHUMABAT 34 MPU3HALK ¥ CHMITTOMY Ha
TpoMGoeMOO0IHU3EM.

[TaupentuTe TpadBa fa OBAAT NOCHBETBAHY AA NOTHPCAT MEAULHMHCKA IIOMOLL, aKO Pa3BUAT
CUMITTOMH KAaTO 3a1yX, 0O/KH B IbpAATE, MOAYBaHE HA Kpakata Wiy pruete. Tpabea na opaart
IpenopbYaHy NpoPUIAKTHYHHA AHTUTPOMOOTHYHN JIEKApCTBA, 0COOEHO NPH MALMEHTH C
AOMBIHUTENHH TPOMOOTHYHH prCKkoBH QakTopu. Pelenuero 3a npeanpueMase Ha aHTHTPOMOOTHY HY
npoHIaKTHYHN MEPKK TPOBA JIa Ce B3EMe CIIEN BHUMATEIIHA OLEHKA HA OCHOBHUTE PUCKOBH
dakTopy HA OTHEIHUA NTALHEHT.

AKO nallHeHTHT noNydasa TpoMOoeMOOIHIHY CHLOUTHA, NeUeHUeTo TpA0Ba Aa OBA¢ NPEKPaTEHO U Ja
ce 3anovHe CTAHAApPTHA aHTUKOarynaiuonsa tepanud. llom nayueHTsT O668€ CTAOWIM3UPaH Ha
AHTUKOATYNAUMOHHOTO jJedeHue K ObaT OBNAJEHH YCIOKHEHH OT TPOMOOEMOOIHIHOTO CBONTHE,
TEYEHUETO C MEHanMIoOMUA Moxe 1a Obie Bb3o0HOBEHO HA MTBPBOHAYATHATA 1038, B 3aBHCUMOCT OT
OUEHKATA HA OTHOWEHHETO nonza/puck. [lanuenTeT TpadBA 1a MPONBIKH aHTHKOATYTAUMOHHATA
Tepanus 110 BpeMe Ha NeUEeHUETO C JICHAIMTOMHUL.

Benoopobra xunepmoRus

pu naumeHTH, TEKYBAHH C JCHAMIOMU, ce chobimaBaHu cay4aH Ha benonpobHa XHIEPTOHNS,
HAKOM OT TAX ¢ darancH nixod. Ilpenu 3anousade M No BpeMe Ha TEPAnUATa ¢ ICHATHAOMNU,
NallesTUTe

TpsiOBa aa 6BAAT OUSHERH 32 UPH3IHALM H CHMITTOMH HA MOUTEKAILO ChPACIHO-OenoapoOHo
3abonsaRaHe,

Heymponenun u mpomboyumonerus
OcHOBHaTa OrpaHMYaBallla 003aTa TOKCMUHOCT Ha JISHATTMIOMHUI BKIHOYBA HEYTPOIEHH 1

TpoMGourTonenus. [TeiiHO NpedpoaBaHe HA KPBBHKUTE KIETKHK, BKTIOYUTEIHO Ha OennTe KpbhBHU
KJIeTKH ¢ audepeHumanto 6poete, 6poit Ha TpOMOOLMTHTE, XEMOrIO6HA M XEMaTOKpHTA TpA6Ba A2
Ce U3BBPLIBA Ha M3XONHC HURO BCAKA CEAMULA 33 HBPRATE § CEAMULM OT JIEYEHUETO C JICHATMIIOMUIL
M C/lell TOBR BCEKH Mecell, 3a Ja ce CHEAM 3a UMTolleRua. 1Ipy naumenTu ¢ MaHTeNnHOKNEThYEH
numbomM cxemara 33 Habnonasale TpsadBa 1a Obae Ha BCEKM 2 CEIMUUM, B LUKNK 3 U 4 ¥ Cnep TOB2 B
HAuaI0TO Ha Beeku MUk [lpu nanweHTu ¢ GonykynapeH TuMpoM cxeMara Ha npocnefssaHe TpaOBa
na 6ble exkeceaMUUHO 3a MbPBHTE 3 CeAMUNYM OT UUKEBN | (28 nHU), HA BCcekd 2 ceAMHUNH TIpH LHKIH 2
10 4, a cnef TOBA B HAYANOTO HA BCEKH LUKBI. Bh3MOXKHO € Aa C€ HaNoXKY NpeKbCBaHe Ha
MPHAOKEHHETO W/ WIH HAMANIABAHE Ha [03aTa (BX. ToYKa 4.2).

B cnydail Ha HEYTpONEHUs NekapAT TpAOBa 1a 0OMUCIU NPUNAraHeTo HA PacTe:KHKU GaKTOpH npH
JI€9eHUETO HA MALEHTa.

[TanMexTHTe TpAGBA Na 6bAaT CHBETBARH /1a choOIaBaT He3abasHo 32 PeOpUIIHH CHCTOAHH

18

C2-Internal




C2-Internal

[penoppuga ce nauMeHTHTE H JIEKApUTE Ja BHUMABAT 33 MPH3HALM M CUMIITOMU Ha KPBBOTEHEHHE,
BKIIIOUUTENIHO TIETEXHA U EMMCTAKCHC, HAl-Beye NPH DALUEHTH, MO(y4aBalld €AHOBPEMEHHO
IeKapCTBEHU HPOOYKTH, KOHTO MOTAT A2 NIPUYHHAT KpbBoTeyeHne (BxK. Touka 4.8, ., XeMoparaunu
HAPYLIEHHS' ).

EnHoBpeMeHHOTO NpUarake Ha JCHATHAOMUI C APYTH MHENOCYIPECHBHH ar¢HTH TpaOBa 1A ce
W3BBPLIBA BHUMATEIHO.

TlanyenTH ¢ HOBOOHArHoCTHLUHPAH MYNTUNJICH MUEIIOM, KOHTO Ca Guau NOANGKCHH HA aBTOJIOM HA
TPAHCOJAHTALUHA HA CTBOJOBH KJICTKH jATCK ), TEKYBAHH € NOAABPKALLA TEPANMWA C JICHATHIOMMI

Hexenanure peaknnu ot CALGB 100104 skmouraT cpOUTHA, CHOGILEHH ClEA IpU/Iaraie Ha BHCOKA
po3a Mendanad 1 ATCK (HDM/ASCT), xakto u cs8UTHA OT neproa Ha NOLAbPXKALIATE TEPATINA.
Bropy ananu3 uaeHTnpuunpa cs0nTHATa, KONTO ca BE3HUKHANIM Clied HaYaloTo Ha MoJIbprkallaTa
tepamus. [Ipu [FM 2005-02 He:xenanuTe peakiuy ¢a €JUHCTBEHO 10 BpeMe Ha MOIaLpKaIaTa
Tepanus.

Obwo, HaGmogagaHa € HEyTPOMCHRBA 4 CTeneH Npu No-BHCOKA YeCTOTa B paMesaTa ¢ nognbpxkalia
TepanHsd ¢ JIEHANYAOMHUL B CPABHEHHRE ¢ paMeHaTa ¢ MoARbPKalla Tepanus ¢ nauedo B 2
M3NUTBAHUA, OLIEHABALUM [1OLTbPIKAILATA TEPAIIUS ¢ NeHaTngoMuA ripH naunedTn ¢ HJAMM, kouro ca
ounn nopnokend Ha ATCK (32,1% cpemy 26,7% (16,1% cpemy 1,8% cnen 3ano4BaHeTo Ha
noagepXkaiuara tepanua) npu CALGB 100104 u 16,4% cpewy 0,7% cworeeTHo apu IFM 2005-02),
Cabp3aHA ¢ JeHeHHETO HEXKENaHM CBONTHA NpY HEYTPOIIEHMS, XOUTO BOAAT S0 NPEKpaTIBAHE Ha
JIEHATTHOOMI, ¢a ADKIaIBAaHH ChOTBeTHO B 2,2% oT maurentute B CALGB 100104 u 2,4% ot
nauyentute B IFM 2005-02. Cprobmena ¢ HeyTponenys 4 crenes npy nonoOHM YeCTOTU B paMeHaTa ¢
MogAbpKallia TEPAnus ¢ JICHANHIOMHIL B CPABHEHHE C PAMEHATA ¢ MOAKbPKALIA TEPATHA C MTaucto B
osete wanuTraHu (0,4% cpeury 0,5% (0,4% cpeuty 0,5% cnen 3ano4BaHeTo Ha NOAXBLPX)ALaTa
repanun) npa CALGB 100104 u 0,3% cpemty 0% croteerno npu [FM 2005-02). [Tanuenture Tpadea
A2 OhAaT MoCchBETBAHH He3abaBHo Ja ¢h0o0LIABAT PeOpHITHY enU30AK, MOXKE Ja € HeoDX0aAUMOo
NpPEKLCBaHE HA JIEYGHHETO W/U/IM HAManaBaHe Ha 1o03ara (BXK. Touka 4.2).

HabGnionaBana ¢ TpomOoLuToneHus 3 uiun 4 CTENEH NpH NO-BHUCOKa YECTOTa B pAMEHATA ¢
NOAREPKAILNA TEpanud ¢ ICHAIMAOMUL B CPABHEHHE ¢ paMeHaTa ¢ NoASbPKAlla Tepanys ¢ hnanedo B
W3NHUTBAHKA, OleHABAM TOANBPKALIATA TEPANKS € AeHaAnuAoMA npv nanuedHTy ¢ HIAMM, kouto ca
ounn nopnoxxenu Ha ATCK (37,5% cpewmy 30,3% (17,9% cpesuy 4,1% cnen 3amod4BaHeTo Ha
noanbvpkamara tepanua) npu CALGB 100104 u 13,0% cpeuty 2,9% cpoteeTHO npx IFM 2005-02).
[IpenoppuBa ce MAUMEHTHTE W IEKAPUTE 12 BHAMABAT 3a NPU3HALIM U CHMIITOMH Ha KPBBOTECUEHHUE,
BKJIIOYMTEHO [TeTeXHA M €NUCTAKCHC, Hal-BeUe MPH MaLUeHTH, IIOTYYaBallly eAHOBPEMEHHO
NEeKApCTBEHU NPOSYKTH, KOUTO MOraT [a MPHYUHAT KpeBoTeueHHe (Bxk. Touka 4.8, ., XeMmopariminu
HAPYIIEHUA).

HoeoaunarHocTHUHpan MYATHIVIEH MUCTIOM: TAIIMEHTH, KOUTO HE ca NOAXOAANIH 33
TPAKCNJAHTALMA, JIEKYBaHH C TeHANMAOMIA, B XOMOUHAIINA ¢ DopTe3oMud U IeKcaMeTa3zoH
HeyTtponeHus ¢TeneH 4 ce HaON0OaRa ¢ [10~-HUCKA YeCTOTA B PaMOTO Ha NIEHAJIWA0OMI/ B
KoMOuHALUMA ¢ GopTesoMul U nexcaMera3oH (RVd), orkonkoTo B cpasHuTenHOTO paMo Ha Rd (2,7%
cnpaMo 5,9%) B npoyusadeto SWOG 50777, Debpuiiha neyTponeHus crefieH 4 ¢ chobluasa cue
cxopHa yectora npu pamerara Ha RVd u Rd (0,0% cnpsamo 0,4%). Ilaunenture TpadBa na 6naaT
NOCHBETBAKH He3a0aBHO Na choO1maBar 3a pedpuiny €MH30IK; MOXKE Ja C& HaJIOKH NMPeKbCBaHe Ha
NeYSHUETO WWIH HaManABaHe Ha no3ata (Bk. Touka 4.2).

TpomGondToneHus crefeH 3 Unu 4 ce Habmonaea Mo-yecTo B paMoTo Ha RVd, 0TKOIKOTG B
cpasHUTeNnHOTO pamo Ha Rd (17,2 % cropamo 9,4%).

HosoauardocTHuMpan My ITHIUIEH MUENIOM; NALMEHTH, KOWTO HE ¢a OAXOAAINM 32 TPAHCIIIAHT
NIEKYBAHHK ¢ JIEHATHAOMMWI B KOMOMHAUNA ¢ HUCKA 1033 IeKCAMETa30H

HaGmonasana e HeyTporieHHs 4 CTENeH NpU pAMEHATA Ha JICHATNAOMAA B KOMOWHAUMA C
IEKCAMETA30H B CTElEH, MO-Ma/IKa CIpAMO cpasHuTenHara rpyna (8,5% B Rd (HenpexscH
nevenne) n Rd18 (neyenye 33 18 ueTupucenMuvEy LMKbBIa) B cpaeseHre ¢ 15% B paMoTo
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Mendanans/npeaHU3oH/ TanuaoMua, BxK. T049ka 4.8). Emmzonnre Ha pebpunna HEyTponenns 4 crenex
CHBIANAT cNpAMO cpaBuMTeNtHaTa rpyna (0,6% npu Rd v Rd18 naumenTd, nekysaHu ¢
NeHATHAOMUI/ IeKCaMETa30H, B cpaBHenue ¢ (,7% B paMoTO Ha Mentanan/Mpe HU3OH/ TANUAOMUR,
BX. TOUKa 4.8).

TpoMmboumTonesua crenel 3 mwim 4 e Habmonapasa B no-Malika creneH 8 paMedata Rd u Rd18,
OTKOJIKOTO B CPaBHHTENHATA Tpyna (ChoTBeTHO 8,1% cpemy 11,1%).

HDBDHH&FHDCTHQHE&H MYJITHIVICH MUETIOM . TTAITHEHTH. KOHTO HE CA MOAXOOALNH 38 TpaHCliiaHTaLHA,
NeKyBalH € JICHATHAOMHI B KOMOHHAUHA ¢ MeNl 4H 1 NpCIBU30H

KomMOuHaiuaTa oT neHannaoMul ¢ Mendaaad ¥ NpeaHH30H MpU KIHHHUYEH H3NUTRAHNA HA TAUUEHTH
¢ HOBOAVATHOCTHLMPAH MYNTHIUISH MHEJIOM CE€ aCOLUUPA C I0-4eCTH CTy4aH Ha HeyTponeHuA 4
creneH (34,1% B pamoTo Ha mendanay, MpeAHU30H W JEHATMIOMHU, CIeABAHH OT MeHaTHIOM UL
(MPR+R) u mendanal, npeIHU30H H ACHAIMAOMHR, CIICIBAHNA OT NAUMEHTH, JIGKYBaHY c iauedo
(MPR+p) B cpapHenue ¢ue 7,8% Npn nauuentHTe, NekyBaHu ¢ (MPp+p); Bx. Touka 4.8).
Halnronasanu ca HedecTH enu3oan Ha GeOpunHa seytponenua 4 crenen (1,7% npu nauneHTy,

nexkysann ¢ MPR+R/MPR+yp, B cpaBaenue ¢ 0,0% npu nauuentn, nexkypanu ¢ MPp+p, Bx. Touka
4.8).

KoMOHHauMATa OT N€HATMAOMHUE ¢ MendanaH v NPeIHU30H NPU NALHEHTH ¢ MYJITHILIEH MUEJIOM CE
acouMUpa ¢ NMo-4ecTH CiIyyad Ha TpoMbonuToneHnd 3 v 4 crenen (40,4% npy nauuWeHTH, JEKYBaHN C
MPR+R/MPR+p, B cpapuenue ¢ 13,7% npu nauneHTute, dekysadd ¢ (MPp+p); Bx. Touka 4.8).

MynTunned MHenoM: NauMCHTH ¢ OHE €AHA NPeaxX0KAalla Tepanus

KomOuHauuATa OT NeHaATHAOMHL ¢ ASKCAMETA30H NIPU NALNEHTH ¢ MYITHIUIEH MHEIOM C [TOHE €QHA
NpeaxoXKoala Tepanus ce acoLMHpPA ¢ NO-YECTH cilyqad Ha Beytponerusd 4 crenen (5,1% npn
MAIIUEHTH, JIEKYBAHHU C JICHATHIOMUY IeKCaMeTa30H, B cpaBHeHue ¢ (0,6% Npy naumueHTHTe, NeKYBaHH
¢ mnauebo/nexkcaMeTa3oH; BX. Touka 4.8). HaGmonapanu ca HevecTd enu3oan Ha gpeOprilHa
HeyTponeHus 4 crened (0,6% npu naluesTy, NEKyBAHH ¢ NEHANTUAOMUJ/ IGKCAMETA30H, B CPABHEH UL
¢ 0,0% mpn nauueHTU, NeKyBaHH ¢ auebo/excaMeTaioH, BX. TOUKa 4.8).

KombMHaNNATa OT JIEHATHAOMEL C ASKCAMETA30H MPH NALHEHTH ¢ HOROAKArHOCTULMPAH MYITHIJIEH
MUENIOM C€ aCOLMHUPA C MO-4eCTH CJTydau Ha TpoMOouuToneHus 3 n 4 crened (cpo1BeTHO 9,9% 1 1,4%
NpHU MAaUMEHTH, YEKYBAHH € JISHANIMAOMHU/AeKcaMeTa3oH, B cpaBHeHye ¢ 2,3% u 0,09% npu
NalUEeHTHTE, ICKYBaHH ¢ I1auebo/aeKkcaMera3on; Bi. To4ka 4.8).

MueToaUCIUTacCTHYHY CUHAPOMH
JleueHUETO C NEHAIMAOMHUI PH NANMEHTH ¢ MUEIONUCIINIACTHYHN CHHAPOMH CE aCOIUMPa € MO-YECTH

CJTydaHn HA HEYTPOIEHHA U TPOMOOUHTONIEHHA 3 K 4 CTENEH B CPABHEHHE C HAUHCHTHTE, IEKYBAaHH C
naanedo (Bx. ToUka 4.8).

¢ ManrenHoxnereueH muMbom
JlevenueTo ¢ JeHATHIOMHE IIPH [ALKEHTH ¢ MAHTEHOKIETRUSH TUM(OM € aCOUMUPA C TO-JECTH

CJIy4aH HA HEYTPONEHuUs 3 U 4 CcTelleH B CPABHEHHE ¢ NALHEHTHTE B KOHTPOJIHOTO paMo {BX. TOYKa
4.8).

®onukynapen numdom

KomOunauusaTa Ha neHanuaoMua ¢ puTykcuMad npu MauueHTH ¢ GOAHKY/IapeH JUM{pOM CE CBLPIBA
C MO-BHCOKA ¥eCToTa Ha HEYTPONEHUA OT CTeNeH 3 Hin 4 B CpaBHEeHYeE C TTALMEHTH B PAMOTO Ha
nnanedo/putyxcumad. Qebpunta Hey TponeHHs K TPOMOOUUTONEHUS OT cTeneH 3 unu 4 ce
HaGNIoAaBaT Mo-4eCTO B paMOTO Ha JISHANUIOMUEY/ pUTykcumab (Bx. Touka 4.8).

Hapywienust Ha WumosuoRama Hciesd
Cpob112BaHy €A CJTYUal Ha XHIIOTHPEOHAUIBM M XUTepTupeouau3 M. [1penopsusa ce ontum
KOHTPOJ Ha KOMOpOMIHUTE CHCTOANUSA, KOUTO BIMAAT Ha {YyHKIMOHAPAHETO HA IUTOBHIH
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MPEeaM 3anouBaHe Ha JeueHuero. [lpenoprusa ce HaGmMONEHKE HA U3XOIHO HKHBO H HENMPEKBCHATO
HaOmoAeHHe HA Py HKIHOHHPAHETO Ha MUMTOBUAHATA X34,

Heptihepra negponamus

JleHaTHAOMHE € CTPYKTYPHO CXOAEH C TANHIIOMH, 338 KOWTO € U3BECTHO, Y€ MPUYHHABA TEIKKA
neputepna nepponaTna. He ce sabmonaea yBenvdeHe Ha yecTOTaTa Ha nepudepHara HeRponaTus,
HabMmogapaHa npy JeHAIBRAOMEL B KOMOUHAIIMA ¢ IEKCAMETA3OH WIH Mendatad ¥ NpedHU3O0H, NIPH
MOHOTEPANUS C JICHAITMAOMHA WIN NpH IbATOCPOUHO NPUIIOKEHRE Ha JeHATHIOMHIN 34 JISUCHUETO
Ha HOBOAHATHOCTHUMPAH MYIITUILICH MHEIIOM.

KoMbuHauuaTa Ha eHanunoMul ¢ 0opTe3oMUO UHTPARSHOZHO U ACKCAMETA30H IIPH MAllMEHTH ¢
MYJITUIJIEH MHEJIOM C€ CBBP3Ba © MO-BUCOKA YeCTOTa Ha nepudepHa Hesponatusa. YectoTara e ro-
HHCKa, Korato foprezomul ce npunara NoJKOXHO. 3a JOMBIHUTENHA HHpOpMauMa BUKTE To4ka 4.8
1 KXI1 3a 6opreszomMud.

Peaxyua na axmusupane HQ MyMopa U CUROPOM HA MYyMOPer PDasnao

Moske [fa BL3HHKHAT YCAMKHEHHAA OT CHHAPOM Ha Tymoper paznaz (TLS), 3aimoto nesanunoMun uMa
aHTUHECIIaCcTHYHO AeiicTBre. Cayvante Ha TLS u peakuuaTa Ha akruBupase va Tymopa (TFR),
BKTIOYHTENIHO (aTallHy ciIyyaM, ca Aokiansanu (Bx. Touka 4.8). INauuenrure ¢ puck ot TLS u TFR
ca Te3u, KOMTO UMAT BHCOK TYMOpeH ToBap. M3ncksa ce 0coOeHO BHUMaHKE DY BEBEKIAHETO Ha
JIeHanuaoOMuUA Mpu T€3u nauresTy. Ilauvenrure Tpsbea aa Opaat HaOmoaarany 0TONM30, OCOOEHO IO
BpPEME Ha [IbPBHSA LUKB WK [PH HAPACTBAHE HA Qo3aTa, ¥ TpsAdBa fa Ce B3eMaT MOAXOALIUTE
npeanasHyu MEpPKH. |

. Maumennoxaemvuen aumdom |
[IpenopnuBa ce BHMMaTenHO Npocnendarade u oueHka 3a TFR. [Nauuenture ¢ BHcoxk MexayHaponeH
NPOTrHOCTHYEH HHIEKC 334 MaHTeTHOKTeThueH THM@PoM (International Prognostic Index, MIPI) npn
MOCTABAHE Ha AWATHO3ATa HIH ¢ FOAAM TYMOpeH oDeM (Hali-Manko €1Ha JIe3us, KOATO € > 7 ¢m B
HallABIrHA AHaMETHP) HA H3XO0OHOTO HUBO MoraT Aa ca B puck or TFR. Peakuudra Ha akTMBHpaHe Ha
TYMOpa MOXe a3 UMMUTHpA nporpecus Ha 3abonasaneto ([13). [lauyuenTure B npoyuyradHuara MCL-002
n MCL-001, xouro nonyuagar TFR ort crenet 1 W 2, ca nekyBauy ¢ koprukocreporau, HCIIBC
W/1TH HAPKOTHYHH aHAITETHIHN 33 OBNagsaBane Ha cumnTomute Ha TEFR, PemenneTo aa ce B3emar

TepaneBTHYHH MepkH 3a TFR TpaAOBa Aa ce B3eMe clen BHUMATENHA KIMHWYHA OUEHKA HA OTASITHUS
nauveHT (BxK. Touku 4.2 1 4.8).

. Donruxyrapen aumpom
[IpenoprpuBa ce BHAMATENHO HaOMIOAeHHE K olenka 38 TFR, AKTHBHPAHETO Ha TYMOPa MOXe 143
umutupa [13. Taoueature, kouto noayuasat TFR oT crened 1 v 2, ca 1eKyBaHH ¢ KOPTHKOCTEPOUNHN,
HCIIBC /vy HapxoTHYHH AHANTETULH 33 OBlanABaHe Ba cuMnTomMute Ha TEFR. Pemuenunero na ce
B3eMart TepanesTHUHY MepkH 3a Jedesue Ha TFR TpaOea ga ce Bieme cien BHUMATENHA KIMHHUHA
OLEHKA HA OTAENHUY MANMeHT (BX. Toukd 4.2 u 4.8),

[IpenopruBa ce BHMMATENHO Npocieansane v olenka 3a TLS. [Jauuenture Tpsadsa na Obpaat nobpe
XHIPATUPAHN W Ja nonydar npowiIakTuka 3a TLS B JombenHeHue KM HAOOD 0T ONOXUMWYHU

M3C/IeIBaHUA eXeCEAMUIHO NPe3 IbPBHS UKD WKW NO-ABATO, KO € KNKRHUYHO TOKA3aHO (BX. TOYKH
42 ud.B).

{ymopern mosap

MadTenHoKneThYCH THMPOM

JlenanumoMua He ce NPenopbLYBa 3a ISYEHUE HA MAIMEHTH C BUCOK TYMOPEH TOBAP, aK0 €a HalH4HY
aJITEpPHATHBHY BapHAHTH 33 JICYSHUE.

Ipedcoespemenna cmbvpm
B npoyusane MCL-002 e umano karo 10 SBHO YBENMYECHUE HA CY4aHTE HA NPEKACBPEMEHHA (B
paMkuTe Ha 20 ceqMuUK) cMBPT. [TaniueHTHTe C BHCOK TYMOPEH TORAP HA WU3IXOAHOTO HHBO ¢4 C
YBEJIMYMEH PHCK OT NPEXAeBpeMeHHa cMBPT, UMa 16/81 (20%) cmywad Ha npexiacspeMeHa CMb
paMoTo C neranuaoMua u 2/28 (7%) cnyyan Ha npeKaeBpeMEeHHa B KOHTPOHOTO pamo. B p
Ha 52 ceAMHIY CHOTBETCTBETHHTE Lndpy ca 6unu 32/81 (40%) n 6/28 (21%) (mx. Touka 5.1
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Heoicenanu cobums |

B npoyusane MCL-002 no rpeme Ha neueler upkbi 1, 11/81 (14%) ot naureHTH ¢ BHCOK TYMOpEH
TOBap ca OW/td OTTETJICHH OT TepanuATa B paMoTo Ha JieHaauaoMug cupamo 1/28 (4%) B konTponHaTa
rpyna. OCHOBHATA NpUYKHA 33 OTTETAHETO OT NPOYYBAHETO HA MALKEHTUTE ¢ BUCOK TYMOPEH TOBAp
o BpeMe Ha jeuelben KB | B paMOTO Ba NeHanuaoMuI ca O1nu Hexxenanyu celurns, 7/11 (64%).

3aTORa MALIMEHTHTE ¢ BUCOK TYMOpPEH ToBap Tpalaea na Os2aT HadMoaaBaHu BHHMATENHO 33
HexXeaauu peakuny (px. Touka 4.8), BKIIOYMTEIHO NpU3HALM Ha peaknus HA akTHBHPaHE Ha TyMOpa
(TFR). Bmxkre Touxa 4.2 3a KOpEKUMK Ha no3arta npu TFR.

BucoxusiT TyMOpeH TOBap € AepUHUPAH KaTo HaH-MalKo €/1Ha Jie3ud = 5 cm B AHaMeThp Win 3 Jiesuu
>3 cm.

Arepeuvhi peaxiui 3 MedNCKU KOICHYU peakyuu

CpoDIiiaBaT ce ciTydaH Ha alepriuyHd PEakiiuy, BKITIOYHTENIHO aHrdoeleM, aHa(p HIaKTUYHA PeakUud U
TEXKKH KOXXHHU peakiuy, BKIOYRTENHO SIS, TEN 1 DRESS, npy nanuentH, JeKyBaHH ¢ NeHANUIOMMUI
(BK. Touka 4.8). ITauuenTure Tpa0Ba na OpOaT KOHCYITHPAHH 3a OIpHIHALMTE H CHMIOTOMUTE HaA TE3H
peaxkiuHH OT NPeanuCBaINATE JeKapH u TpAOBa 1a 0bJaT HHCTPYKTUPAHH 13 IIOTBPCAT He3abaBHO
MIOMOILLI, aKO Pa3BHAT T3 cuMIToMH. JleHanuaoMun TpsaOBa Aa C€ MPEYCTAHOBU NPU aHTHOEHEM,
avaUnakTHYHA peakuusd, ekconHaTueeH unu Oyozed oOpus WK ako uMa csMHEHHA 3a SIS, TEN
win DRESS 1 He Tpa0ea na ce nogHOBABa ciled NPEKPATABAHETO My nopanu Te3y peakunu. [Ipu
ApyTH (POPMHU Ha KOKHA PEakLHA B 3aBHCAMOCT OT TeXKECTTa TpAGBRa Ja ce 0OMUCN NPEeKbCBAHe WIH
[peycTaHoBaBaHe Ha AeHanuaomul, TTaItMeHTH, KOUTO ca UMalH NIpeJUIIHH AJIEPTUYHH PEaKLIny,
AOKATO Ca JIEKYBaHH C TanuaOMuUA, Tpa6Ba Aa ce HaGmonaBaT BHUMATENHO, Thil KATO B IMTEpaTypaTa
ce choOILABa 32 BHAMOKHA KPbCTOCAHA PEAKIMA MEXUTY TeHANMAOMHU/L U TanuaoMuK. [TanuenTy ¢
aHAMHeE3a 3a TeXbK 00pHB, CBbp3aH C ICUeHHE C TATTHAOMM, He TPpA0Ba 14 NONYy4aBaT JSHATHAOMHA.

Bmopu nepeuyny apoxquecmeed 3aboiasanus

B KNIMHWYHHE NPOYYBAHUA HA JIEKYBaKH MpeaH TOBa IAUUEeHTH ¢ MUSTIOM, TIONYYaBaliH
neHanuAOMM/ IEKCAMETa30H, ce HalMmonasa yBelMueHHe Ha BTOPUTE TbPBUYHU 310KAUECTREHH
3abonseanns (BI133) (3,98 na 100 voBeko-roguuu) B cpasueHue ¢ kourpomndre (1,38 Ha 100 vopexo-
roguuu). Heunsasusuute BI133 nxmouBat 6a3anHOKNETBYEH UITH CKBEAMO3HOKIIETHYEH PAK HA
KoxaTta. Ilopedeto ot uHBazuBHHTE BI133 ca comupHu 3n0kadecTREHH TYMODH.

B KMMHUYHUTE H3OUTBAHKA MPH HEMOOXOAAIM 32 TPAHCIUIAHTALMA MAUMEHTH ¢ KOBOAHArHOCTHLIHPAH
MYJTHIUVICH MUENOM c¢ HadmoJaBa yeeindcrue o1 4,9 Ty Ha vecTorara Ha xeMatoyioruduy BI133
{cny4yan Ha ocrpa muenougna nepkemud (OMJ), muenonucnnacryueH cauapom (MJIC)) npu
TIALKMEHTH, NOTydaBaliy JeHINAoMU B KOMOUHaLKS ¢ MeipanaH U NpeaHU3oH fo nporpecus (1,75
Ha 100 yoBeko-roquHu) B cpaBHEHKE ¢ Mendanad B komOuHaius ¢ npeauusoH (0,36 wa 100
YOBEKO-TORMHH).

Habnronaea ce yeenuyeHue ot 2,12 mbT Ha yecTOTaTa Ha coluaHuTe TyMOopHU BII33 npu nauneHTHy,
nonydapamu JeHanuaomMus (9 uvkbna) B KoMOUHaLUS ¢ Mendanax ¥ npeaHu3oH (1,57 na 100
YOBEKO-TOAYHM) B CpaBHEHHE ¢ MesipanaH B koMOuHanus ¢ npennnsod (0,74 na 100 yoseko-roguiy).

Mpu natHeHT!, NOAyYHaBatlH 1eHaNnMaoMK/ B xoMOHHAIMA € JEKCAMETa30H 10 Nporpecusn wid 3a 18
Mecela, yectotata Ha xematonoruunute BI133 (0,16 na 100 woBeko-roguHm) He € NOBULUEHA B
CpaBHEHHE ¢ TaTuaoMHI B KOMOuHaums ¢ Mendanad u opearusod (0,79 na 100 yoseko-roauHu).

Habnwogasa ce ysemmyeHue oT 1,3 16T HA YecToTaTa Ha coauaanTe TyMophH Bl133 npu naumeHTy,
Noy4aBalid AEHAIWIOMY B KOMOMHANIMA ¢ NEKCAMETAa30H A0 nporpecus unu 3a 18 meceua (1,58 Ha

100 yoBeKO-roavHY) B CpaBHEHNE C TATMAOMUN B KOMOMHALIMA ¢ Meadanad ¢ rpeaHnsoH (1,19 va
100 4oBEKO-TOAUHH).

[Tpy HanueHTH ¢ HOBOAWATHOCTHLHpaH MYATHILICH MHETIOM, IOy YaBallM JICHATHIOMU B
xkoMOHHaNyA ¢ 60pTe3oMud u ZekcaMeTa30H, uecToTara Ha xemaronoruynure BI133 e 0,0
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Ha 100 gosekoroauny, a yecrorata Ha BII33 (conunuu rymopu) e 6una 0,21 — 1,04 na 100
YOBEKOTOQHH.

TToBHINEHUAT PHCK OT BTOPH ITHPBHYKH 3JI0KAYMECTBEHY 3a00N9BaHUA, CBEP3AH C ASHATUAOMHU, € OT
3gaueHue ¥ B xoHTexcTa Ha HIMM cnen TpaHcnnaHTalus Ha CTROJIOBH KISTKH. Makap 4e 1031 pHCK
33CEra HE € HAMBIIRO XapakTepu3npad, Tol Tpa0Ba fa ce B3eMa NMpEeABHA, KOTaTo c& MpeleHABa
H3TMO3BAHETO HA ACHATUAOMU PH NOAOOHH YCIIOBHAL.

Yecrorata HA XeMAaTONOTMYHH 3nokadecTBenH 3abongpanna, naii-peue OMJ1, MIIC ¥ B-knerpunu
3n0KavuecTscHu 3aboaaBanun (BrmogurenHo nimbpom Ha Hodgkin), e 1,31 na 100 9oreko-roguny B
paMeHaTa fa nedaruaoMun i 0,58 ua 100 yopeko-rogusy B pamenata Ha nnaueto (1,02 wa 100
YOBEKO-TOAHHH PH NAUNEHTH ¢ excnosuins Ka nedanyaomua cien ATCK u 0,60 va 100 vyosexo-
roauHH 3a nanueHTy Oe3 excriosuiud Ha denanuaoMun ciaea ATCK). YecroraTa HA XeMaToMOTHYHH
3710Ka4eCTEEHH 3a00na8anns € 1,36 Ha 100 yosexo-roguny TIpy paMeHaTa Ha neHanuaomun v 1,05 na
100 yoBeKo-roayHy B paMeHaTa Ha mnanebo (1,26 va 100 yoBeKO-TOAUHY [PY NIALHEHTH C
excrozunua Ha nedHanuaoMua crnen ATCK u 0,60 sa 10Q yopeko-roaMHu 3a NauMeHTH 023
excriosuiva Ha neHamuaoMun crea ATCK).

PuckbT 0T nosABa Ha XeMatonoruyny BII33 Tpadsa na ce B3eMe npenBua, NpPeaH Na ce 3aMno4He
NeYSHHe C JIEHANHAOMHUA B KOMOHHALYA ¢ Me/paliaH MIIH HEMOCPEACTREHO ClIe BHCOKA K034
mendanal u ATCK. Jlekapure TpsOBa BHHMAaTENHO 43 NPEUEHAT MALKEHTHTE MTPEAH H 1O BpeMe Ha

NeuyeHUeTo, KATO H3MON3BAT CTRHAAPTEH CKPUHUHT 3a pak 33 Hanngrero Ha BI133, u Aa Hashavar
JleueHne, KAKTO € NOKa3aHo.

[Ipoepecus do ocmpa muenoudna zeexemun wpu MIAC ¢ marvk ¥ cpeden puck (nugo 1)

Kapuotun

ITpoMenMiHBUTE HA HIXOAHO HUBO, BKIOYBALIY KOMIUIEKCHA UUTOTCHETHKA, CE CBBP3BAT ¢ TIPOIPecHs
a0 OMJ1 npy nankeHTH, KOUTO ca TpaHChY3HOHHOZABHCHMH U KMAT aHoManuata aenenms 3q. [Ipu
KOMOHHHEPAH aHANIK3 HA J\BE KNHHUYHU W3NUTBAHUA HA NTeHATHIOMMI PH MUEIOANCIIACTHYHY
CHHIPOMM C MATBK MJIH CpeIeH PUCK (HUBO 1) NALMEHTUTE, KOUTC Ca UMAIH KOMIINEKCHA
IIWTOrEHETHKA, KMaT HAH-BUCOKHH H3UHCIIEH 2-TOOUIIeH KyMYJIaTUBEH PUCK 33 nporpecus 10 OMJI
(38,6 %), U3uncnenara nByroavuiHa 4ecToTa Ha nporpecua g0 OMJI npu maupeHTH ¢ aHOMANKATA
uzonupana aenedns 3q € 13,8 %, 8 cpapHenue cbe 17,3 % npu nauMesTH ¢ AefielMs 5q K eAHa
JOWBITHUTENHA LUTOTEHeTHUHA aHOMAJTHA,

B pe3ynTar Ha TOBa, CHOTHOLISHHETO T10133/pUCK 3a NeHanuaomun, xorato MAC e ceppsan ¢
Aenetna 5q U KOMILIEKCHa WUTOTEHETHKA, € HEU3BECTHO.

TP53 cratyc

Tipu 20 no 25 % ot naunentute ¢ MIC ¢ no-HUCHK pHUCK ¢ aeltenns 5q uMa MyTauus Ha resa TP53,
KOSTO C& CEBP3BA C NMO-BACOK PHCK OT Nporpecus a0 octpa Muenonana negkemus (OMII). B post-hoc
aHAIK3 Ha €AHO KIHHHYHO H3TTUTBAHE C JICHANHIOMHI NPA MUETONUCIUTACTUYHY CHHAPOMHM C HHCHK
unu cpenen (Huso 1) puck (MDS-004) pzupcnedata AByroWIlHA YeCTOTa Ha nporpecus o OMIT e
27,5 % npu IHC-p53 nonoxurenHu nairedTt! (1% rpaHndHa CTORHKOCT Ha CUNHO AOpeHO
OLBETIABAHE, KAaTO CE€ M3IMOI3BA UMYHOXHCTOXUMH4YHA OLEHKA Ha pS3 npoTeHH Kato cypaorat Ha TP53
MYTaLMOHHUSA ¢TaTyc) U 3,6 % nipu ITHC-p53 otpunarennu namuentr (p = 0,0038) (Bx. Touka 4.8).

Ipozpecus 00 Opyzu 3noKQYECMBEHY 3ADOIAGARA NPU MOHIMETHOKNEMbYEH UM POM
[Tpu MadtenHokneThueH nuMdom, OMI], B-ieTb4HH 37T0KAYECTBEHU 3300MABaAHUA ¥ HEMENAHOMEH
pak Ha koxkara { HMPK) ca noteHnmaiuu puckose.

Bmopu nepsuunu 310xauecmeeni 3a00IA8AHUA NPU POAUKVAADEH TUMPOM
B eano npoyysane npu peiHanedpal/pedpakreped HHXJT (MHIOTEHTCH HEXOLKKHHOB THMGOM),
KOETO BK/OUBA NMAUMEHTH C (hONUpYapeH IINM(POM, He ce HaOmroaaBa oBuLeH pruck oT BII33
PAMOTO HA JISHANMAOMHI/pHTYKCHMAS B CpaBHEHRE C paMoTo Ha mnauebo/pHTyKcHuMab.
Xematosornund BI133 npu OMUJI sb3uukeat 1np# 0,29 #a 100 qoBekoroAHHH B paMOTO Ha
TeHATHIOMUL/PUTYKCHMAO B cpasieHue ¢ (0,29 Ha 100 4oBCKOroAHHN NpH NAUUECHTUTE,
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nofdydyaBauli miauedo/purykcuMad. Yectotata Ha XemaronoryuHute BI133 mmoc BI133 comiaun
TyMOpPH (C H3KIoYeHne Ha HeMelaHoMeH pak Ha Koxata) € 0,87 wa 100 yoekoroIusu B paMOTO Ha
fleHanuaoMun/puTykcumab B cpapHenue ¢ 1,17 va 100 yosekoronuny npy NaueHTUTE,
noy4arallin wiaueSo/puTykcumMald, ¢ Mearana Ha npocneaasadero 1o 30,59 meceua (InanazoH ot
0,6 no 50,9 mecena).

HemenauoMHUAT PAK HA KOoXaTa [IPeACTABNARA YCTAHOBCH PUCK H BKIMOYBA CKBAMO3HOK/ICTBYCH
KaplHHHOM Ha KOXKaTa HIN 0a3anHo-KneTpueH KapLiuHOM.

Jlexapure TpaGBa na pocneadBaT NaUeHTHTE 38 paspaTHE Ha BI133. Koraro ce oOMucnsa edeHne
¢ MEHanuaoMun, TpadBa Aa ce B3eMAT NPEeIBH KAKTO MOTEHUKAIHATA TT0N3] OT NEHANMIOMHUI, TaKa
u pucksT 0T BI133.

Yeproopobry napyuierus

YeproapoOHa HEXOCTATHYHOCT, BKIIFOWHUTENHO CITydan ¢ (aTaleH H3XoL, ce chodilaBa pH NAlUeHTH,
NeKyBaHH C JISHATMAOMHUA B KOMOHHUpaHa Tepandd: ¢bobLana e 3a OCcTpa YepHoApoOHa
HEAOCTATBYHOCT, TOKCHUYSH XETIATUT, UNTOMHTHIEH XEIATUT, XOIeCTATHIECH XENaTHT B CMeCeH
LIUTONKHTHYCH/XONECTATHYEH XeNaTUT. MeXaHH3IMHTE Ha TeXKKa JeKapCTRCHO HHAYLHPaHa
XeNaTeTOKCHYHOCT OCTABAT HEUIBECTHH, BLIIPEKH Y& B HAKOH CIy4ay NpelBapHTEIHO ChIECTRY RALUO
BHPYCHO uepHOApoOHO 3300n9BaHe, NOBHIUSHY YEPHORPOOHH €H3UMH Ha H3X0IHOTO HUBO H
EBEHTYANHRO NEYEHHES ¢ AHTHOHOTHLH MOTAT Ja ObIAT PUCKOBH PAKTOPH.

Yecto ce cbobiuasa 3a HeoOuualkHH IPpOMEHU B MOKA3aTENHTE 32 QYHKIMOHEPAHE HA YepHHA 1pod,
KOUTD ca 0010 B3€TO ACUMITTOMATHYHHK ¥ 00paTUMU ITPH NpeKbCBaHe Ha nprnaragero. Criex Kato
napamMeTpuTe ce BHPHAT KbM H3XOOHOTO HUBO, MOXE [a Ce MOMUICTH 33 JICYEHHE ¢ 10-HACKA A03a.

JleHanuaoMua ce ekckpeTHpa oT Ob0peurTe. BaxkHo e peryMpaHeTo Ha 103aTa Mpy MaUUeHTH ©
0BbOpeutio yapexiaHe, 3a Aa ce H30erHar NaasMensnTe HUBa, KOUTO MOXKe fa IORUILAT PUCKA OT No-
YECTH XeMATONOrMYHN HEXelaHH PeaKUMH Wil XenaTtotokeuynoct. Ilpenopbysa ce HAGMOAeHHE Ha
yepHoapoGHaTa PyHKIMA, 0COOSHO KOTaTo HMA aHaAMHE3a 33 HITH €THOBPEMEHHA BUPYCHA
qepHoApOoOHa HHGEKLMA, UM KOTATO JICHANHAOMKA & KOMOHHIPA C AEKAPCTBEHH TPOAYKTH, 32
KOMTO € U3BECTHO, Ue Ce CBBP3BAT ¢ AUCHYHKIMA HA YePHUs Apod.

Huerxyua cve wiy 6€3 HeYMPponeHus

[TaienTUTE C MYNTHIUICH MHENOM Ca NIPeAPa3roNoXeHH KBM Pa3BHBAHE HA HHEKUUH,
BKJIHOYMTENTHO U THeBMOHWA. [1o-8HCOK npoucHT uadekuuy ce Habmonapa 1py NeHaNRIOMUA B
KoMOHHaKa ¢ JekcameTasoH, oTkojikoto ipu MPT npr naguenrn ¢ HIIMM, xouto He ca
OAXONANIN 32 TPAHCIIAHTALMA, ¥ HA TMOBPKALIO JeUeHHEe ¢ ieHATWIOMUL B CpaBHeHUe ¢ naucbo
npu napnenTh ¢ HIIMM, xouto ca 6unu nomnoxkenn na ATCK. Madexunu ot crened > 3 Bp3HHKBAT
B KOHTEKCTA Ha HEYTPOTIEHMA NIPH MO-MAJIKO OT €Ha TpeTa oT nanuentute. [lauuenTure ¢ M3BeCTHH
pUCKOBH dakTopH 38 HHPeKUHK TpA0Ba na ObnaT HAONIOAABAHY BHUMATENHO. BCUYKHA NaUMEeHTU
TpaOra na GbNAT NOCHBETRAHU Ad MTOTHPCAT MEAHUMHCKA IIOMOU HEITOCPEACTBEHO CNE TbPBUTE
MpU3HALK Ha HHpEKUUA (HanpuMep KallIHia, TeMeparypa ¥ Ap.), KaTo ToBa Lie IOMOTHE 33 No-
PAHHO JICYEHKE, 32 [1a CE HaMallk TEXKECTTA.

Bupycro peaxmyueupane

CopobmaBar ¢e CTy4yan Ha BUPYCHO PEAKTHURHPAHE NPU MAUNUSHTH, MOy YaBaIIy NEHANAAOMH],
BKIIIOYHTEITHO TEXKK CAYYaH HA PEAKTUBHPAHE HA BUPYCA HA XEPTEC 30CTEP WIN Ha XenatuT B
(HBV).

Hskou 0T criyuauTe Ha BUPYCHO peakTHMBHPAHE ca ¢ (haTajeH U3Xoa.

Hpi Hakou cayuay Ha peakTUBHpPAHE Ha Xepnec 30CTep ¢e CTUra 10 JHCEeMHHUPAH Xeprec 30CTep,
XepIec 30cTep MCHHHTHT HIN OUEH Xepnec 30CTep, N3UCKBALIN BpEMEHHO NPEKBCRAHE WITH
QKOHYATENHO CHPAHE HA JICYSHHETO C IEHATHAOMHA ¥ NTOAX0IS10 AHTUHBUPYCHO JIEUCHNE,
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CrnoOlIaBar ce pelxy CTy4ad HA PeakTHBUPAHE HE XenaTuT B nph NauueHTy, 10Ty YaBally
NeHAMMNOMHUI, KOUTO fipead ¢a 6uin nrdekTHpaHu ¢ BUpyca Ha xenatut B. Hiaxou ot Te3n cnyvau
pOrpecupar a0 0cTpa YepHOZpoOHa HEAOCTATHYHOCT, BOJCWA 00 CIIHPAHEe Ha NeHATHIOMH. U
MOAXOOAIIO aHTHBHPYCHO jJeyenue. [Ipenn 3anoyrate Ha Te4EHUETO C NeHATKIOMUI TPAORA 11 CE
YCTAHOBH CTATYCHT HA BHpyca Ha Xxenatut B. Ilpenopruga ce KOHCYNTAIMS € NEKAp C OITUT B
NeYeyHeTo HAa XenatT B 32 NalMeHTH ¢ IONOXKHUTENEH pe3ynTat 3a nHgekuua ¢ HBV.

Tpabea xa ce nOAX0KAa BHUMATENHO, KOTATO NEHATNIOMI] Ce U3NO/I3Ba NPH MAllHeHTH,
nHdexTupany npesu ¢ HBY, sxmountenso naupentn, koute ca auti-HBce nosutuexy, no HBsAg
HeratuBHy. Te3u namuedTd TpaOBa aa OboAT HAOMOAABAHN BHUMATEIIHO 33 TIPUSHALIA M CUMITTOMH Ha
akTusHa HBV undekuusa npes uanata npoab/LKUTETHOCT Ha TEPANUATA,

[Ipozpecugna myamugoranna aggroeneasonamus

Cmyyan Ha nporpecuBHa My/ITHdOKanka nepkoednedanonatia ([IMJT), BRIIOYHTENHO € NeTANCH
M3X0[, ca Cho0IeHy npy ynorpedara Ha eHanyaoMua. 3a noasa Ha [IMJI ce croOurasa HAKOMNKO
MeCela 0 HAKOJIKO TOAMHHU CJIE] 3af0YBaHe HA JISUSHHE ¢ NeHanugomus, TakHea ciy4an ca
cboO1nasany oOHKHOBEHO IIPH NMAUMEHTH, IPUEMALIY CEIBTCTBAIIO JEKCAMETA30H UM ClIen
MpeRIecTBallo JIeYeHHe ¢ Apyra HMyHOCYTIpecHBHA XHMHOTEpanus. Jlekapure TpaGaa Aa
HaO/MONABAT NAUUEHTHTE TIpe3 PEIOBHU HHTEPRAIH OT Bpeme H TpabBa Aa BaeMart npeasua ITMII npn
audepeHUMaNIHaTa JMArH03a NPH NAUYMEHTHTE C HOBU {AH BACIUIARAIIN C€ HEBPOIOTUYHH CUMIITOMH,
KOTHHTHBHH WIH NOBEACHUYSCKH NPH3HALA WK cuMnTomu, [launesTure cpmo TpsOBa na Obaar
MOCHBETBAHH Ja HHPOPMHUPAT NEPTHLEOPA CH HJTH XOPaTa, KOHTO Ce IPIKAT 3a THX, ThH KaTo Te MOTat
Oa 3a0€71ekKaT CAMOTOMH, KOHTO HalHEeHTsT X2 He 3a0e/a3pa.

Ouenkara 3a [IMJI Tpa08a 12 ce 0CHOBABA HA HEBPONIOTMYHO H3C/IENABAHE, MArHHTHO PE3OHAHCHO
0Gpa3Ho H3CAeABaHE HA MO3BKA M AHAN3 Ha IrpbOHAYHO-Mo3buHaTa TeydocT 3a JIHK na JC pupyca
(JCV) upes nonumepasHa sepixkHa peakuus (IIBP) win Mo3busa 6uonicus ¢ TectBane 3a JCV,
Otpuuarennusat pesyarar ot [IBP 3a JCV ne u3wmousa [IMJI. Be3moxkio e na ce nanoxn
OONBEIHUTENHO NPOCNeIABAHe U OUEHKA, aKO HE MOXe Ja Obje [I0CTaBeHa ANTEPHATURHA AMATHO3A.

[pu ceMuenus 3a [IMJ] npunoykenrnero cneara aa ce NpeKpaTy, Joxaro He ce u3kmoun [IMJL. Axo
ce noTeLpAn [IMJ], npuemsT Ha NeHanunomup Tpsidsa 1a ObAe OKOHYATETHO NPEyCTaHOBEH,

[TalMenTH ¢ HOBOIMATHOCTHINPAH MYJITANJICH MHUENIOM

HiMa mo-BUCOK [POLICHT HA HENOHOCHMOCT (HEXKeNauy ChOUTUA 0T 3-Ta HH 4-Ta CTEIEeH, CePHOIHY
HexKellaHW CHOMTHA, NpeKpaTaBaHe) P NaLUUeHTH Ha Bb3pacT > 75 roguew, ISS craauii I, ECOG
PS <2 unu CLer < 60 ml/min, korato neHanngomua ce npunara 8 komOouHaua. [auucutire tpabaa
Aa ObAAT BHHMATENTHO OLIEHEHH 34 TAXHATA CMOCOOHOCT Aa MOHECaT ASHAMHIOMHA B KOMOHHAUMA,
KaTo ce B3eMe npeneun Bu3pactra, ISS cramwii I, ECOG PS < 2 umu CLer < 60 ml/min (8. Touka
4.2 n 4.8).

Karapakrta

Ceo011aBa ¢e 3a KaTapaxTa ¢ [10-BHCOKa Y€CTOTA NpH NALMEHTHTE, NOTYYaBAlly NEHATHAOMHI B
KOMOHHALIKA ¢ JEKCAMETA30H, 0CO0EHO KOTaTo ce ynorpedasar 3a IIpOdbJDKUTENHO BpEME.
[Ipemopb¥Ea ¢€ peaOBHO HAOIORCHUE HA 3PUTEIIHUTE CIIOCOOHOCTH.

TloMOUIKRH BEINECTBA

JleHasmmaoMp 3eHTUBA KAIICYIM ChAbPXKA JakTo3a, [lalkedTd ¢ peoxy HacneacTeeHY npodneMH Ha
FAJIAKTO3HA HENIOHOCHMOCT, TOTAJHA JIAKTa3Ha HEOOCTATEYHOCT UITH NOKO30-TANIaKTO3HA
manabcopbumsd, He TpsaOBa fa NpUEMAT TO3H IEKapPCTBEH NPOIYKT.

To3d nexkapcTReH NPOOYKT ChabpKa Mo-Manko 0T | mmol Hatpuit (23 mg) Ha kancyna, T.€.
NPAKTUYEeCKy HE ChbAbPiKa HaTpHi,

Henanrudomuo 3enmusa 5 mg
JleHanupomut 3eHTHBA 5 mg KanCyJH ChabpXaT ouseTuten chHeeT #kblTo FCF (E110), koifto M
03 NPUYMHYU ANESPTHYHH PeaKUHn.

Jlenanuoomuod 3eumueq 10 mg
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Jlenanugomun 3entura 10 mg kancysiau caabvpxa taprpazud (E102) u cereer xuato FCF (E110)
KOHTO MOXKe Ja TIPHYHHAT aIePrUIHU PeaKkiH.

4.5 B3agmoaelcTBHE ¢ APYTH JeKaAPCTBEHN NPOAYKTH M APYrH popMu HE B3aHMOaeAcTEHE

EpuTponoeTHYHH areHTy UK APYTH areHTH, KOUTO MOTaT Aa YBEAH4YAT PUCKa OT TpoMb0o3a, KaTo
HAMpHMEP XOPMOHATHO-3aMeCTHTE/IHA Tepanud, TpAdra na ce U3nonN3sBaT MHOTO BHUMATEIIHO TIPH
MALHEHTH C MYJATUIVIEH MUEI0M, TI0/Iy4YaBally JISHANUIOMH ¢ AeKCAMETa30H (BiK. To4Ka 4.4 1 4.8).

[lepopalHy KOHTDALIETITUBY
He ca nporeknaHu NPOyYBAKKA 32 B3aUMOIEHCTRYUS C MePOPATHY KOKTpalenTHeY. JleHanunoMu, Ke

€ eH3UMEeH WHAYKToD. [Ipy edHO In VIro Npoy4BaHE ¢ YOBELUKH XENaTOUHTH JCHATHAOMHU, H3TTHTBaH
B pasznmyHy koHueHTpanuy, He uuayuupa CYP1A2, CYP2B6, CYP2C9, CYP2C19 n CYP3A4/5.
[Mopanu Tazu npruMHA OPH CAMOCTOATENHOTO NPHIIATAHE HA ICHANUIOMHUI He Ce OYaKBa HHIOYKIHA,
KOATO /1a AOBEME 10 HaMAIABAaHE Ha €(PEKTHUBHOCTTa HA RPYTH JEKapCTBEHH NPOXYKTH, BKIIOYHTEIHO
XOpMOHanHK koHTpauenTusd. M3secTHO € obade, 4e aexcaMmerazoH e ¢1ab 1o yMepeH WHIYKTOp HA
CYP3A4 p yaii-BepOdaTHO 1Lle 3acerHe ¥ APYIrH eH3MMH, KakTo ¥ TpaHcnoprepH. He Moxke ga ce
H3IKIOYH U HAMAJIBAHE Ha ¢(heKTHBHOCTTA Ha [IEpOPaJIRMTE KOHTPALIENTHEH 10 BPEME HA ISYSHUETO.
TpsaOsa ma ce npeanpueMat ehUKacCHKA MepKH 3a n30sreane Ha OpeMeHHOCT (BK. TOUKa 4.4 1 4.6).

Bapgpapuu

EnHoBpeMeHHOTO npuiaraHe Ha MHOMOKPATHU 1034 JICHATUAOMHA 0T 1) mg HAMa eeKT BbpXy
(apMakOKHHETUKATA HA €AMHUYHK 103K R- u S-saphapny. EQHoBpeMERHOTO TpHilarane Ha
€IHOKpaTHa R03a papapus oT 25 mg Hama edekT BppXy (PapMAKOKHHETHKATA Ha NeHannaoMun. He e
u3BecTHO obaye Aaiu UMa B3aNMOJICACTBHIE N0 BpeMe Ha KIIHHUYHA yrioTpeda (eIHOBPEMEHHO
neyeHue ¢ aekcaMerasoH), Jlekcamerasod € oT cnad a0 yMEPEH eH3UMEH HHAYKTOP U eeKThT My
BLPXY BapdapuH e HeudsecTeH. [IpenopeyBa ce BHUMATETHO POCTIEAABAHE HQ KORUCHTPaMATa Ha
BapdapyH 10 BpeMe Ha JICYSHHETO.

Auroxcun

ExHOBpeMeHHOTO MPUIOKEHHKE HA NieHATHAoM U 10 mg Beannk AHEBHO NOBHLIABA NJIA3MEHATA
€KCIIO3MLHA Ha AUroxcHH (enuuimHa Ao3a ot 0,5 mg) ¢ 14% c 90% JIU (norepureneH uHrepean)
[0,52% — 28,2%]. He e uzsecTRO KAy eeKTHT 1IE € pa3IMieH npH KnHHUYKA yrnoTpeba (BHCOKH
03U NEHATIUIOMUIL U eSHOBPEMEHHO JIeUeHUe ¢ AeKcameTaloH). [Topaau ToBa ce npenopbusa
MpocaeJsBaRe Ha KOHLUEHTPAUHATA Ha AUTOKCHH HIO BPEME Ha JISYEHHETO C ICHATTHIOMMA.

CratHHYU

ChblecTBYBA IOBHILEH PUCK OT pab0MUONN3a, KOTATO CTATHHH CE [PUIATAT ¢ ICHATHAOMUA, KOHTO
MOXKE J1a € HpocTo aquTHBRER. Ilpenopryra ce 3acHIEHO KITMHUYHO U 1a00paTopHO Habmoaerne,
0oco0eHO Npe3 IbpRUTE CEAMULIM HA JIEYESHUETO.

J_:IEKC&M&T&SUH

EnrospemMenHOTO npuilaraHe Ha MHOTOKPATHY 103K JekcameTaszod (40 mg BeaHDXk OHEBHO) HAMa
KJIMHUYHO 3HAYUM e(eKT BEPXY (PAPMaKOKMHETHKATA Ha MHOTOKPATHHU 103U NeHAnnaoMua (25 mg
BeHBK IHERHO).

BiaumoneiicTeug ¢ MHXUOUTOPH Ha P-rnvkonpoteuna (P-gp)

In vitro, nenanugomua ¢ cydctpaT Ha P-gp, HO He € uHXHOUTOP Ha P-gp. EnHoBpeMeHHOTO npuiaraHe
Ha MHOTOKPATHH 031 OT CHIHMA MuxXubutop Ha P-gp xunuaud (600 mg nea mMuyTH THEBHO } HITH
yMEpeHHA HHXHOUTOp/CybCcTpaT ra P-gp TeMcHponaMyc (25 mg) HIMa KIMHUYHO 3HAYUM e(eKT
BBPXY (apMaKOKHHETHKATA Ha JIeHanuaoMu (25 mg). EnHOBpeMeHHOTO Npuiarate Ha NEHATHAOMHK
He MpoMeHs (apMaKOKVMHETHKATA Ha TEMCHPOITUMYC.

4.6 @epTHAHTET, OPeMEHHOCT H KLPMEHE
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Ilopanu TeparoreHHusa My NMOTEHLMAN, JIEHATMAOMHUI TpAORa a ce NPeINHCBa ChINACHO YCIOBHATA
Ha [lporpaMara 3a npepeHlHA Ha OpeMeHHOCTTA (BX. TOUKA 4.4), OCBEH aK0 HAMA HALSKIHH
JTOKA3ATENCTRA, e MALWEHTHT HAMA AETePOieH OTeHIMAIL

Xenu ¢ pereponen noreHuya/KoHTpatenuus Ipyu MbXe U KEHH

XKenurte ¢ peTepones NoTeHNUAan Tpadsa fa U3NON3BAT ehEKTUBHN KOHTPALENTHRHN METOAU. AKO
KeH4, IEKYBaHa C JicHa/IMAoMu, 2abpeMeHee, nedeHueTo Tpatea ga Obiae copano U nauMeHTKaTa
TpAOGBa fa ObJe HacouYeHa KbM feKap CHCHHATHCT WM ¢ ONIUT B TepaToJoruATa 32 OUeHKa K
KOHCYNTaupsA. AKO NApTHROPKATa HA MBbXK NAUKMEHT, NpHEMaALll AeHanuIoMul, 3abpeMenee,
NpENOPHUMTENHO € APTHROPKATA Ja OB4e HACOUeHa KEM JIEKap CHEUHANNCT HITH C OTIHT B
TepaTONIOTHATA 32 OLEHKA H KOHCYNTAIHS,

JleHannEOMUA NPHCHCTEA B HOBEMIKATA CCPMA B M3KTOYHTEIHO MANKO KOJJNUECTRO 110 BpeMeE Ha
NIEYEHNETO U HE Ce 3acH4a B YOREUIKATA CTIepMA 3 IHU ciled CUpaHe HA BEWECTBOTO HPH IAPaBUs
nauMeHT (BYoKTe Touka 5.2). Karo npeanasia Mapxa M KaTo ¢ B3eMAT NpeABH] CNeLUa/IHHTe
ONyJauHH ¢ DPOABKHTEIHO BpeMe Ha elIdMUHUpanle, Kato Hanpumep 6B0peuHo yBpeKaane,
BCHUKH MbXKe MAaUUeHTH, IpUeMali IeHaAIHAOMUY, Tps0Ba A2 W3NOJ3BAT NMPe3epBaTHBU NPe3 Lignata
NPOABLKUTENHOCT Ha JICUCHUETO, MO BpEMe Ha MPEKbCBAHEe HA A03aTa M B paMKUTE HA | cenMuna
crell MPeKpaTsABaHe Ha JIEUYEHHETO, aK0 NAPTHLOPKATA UM € OpeMeHHa UITH ¢ ZeTepOAeH HOTeHUHAT U
HE H3[0JI3Ba KOHTPALEIHA.

bpemeHHoCT
JleranuaomMup € CTPYKTYPHO CXOAEH Ha TATHAOMUA. TalHAGMHA € H3BECTHO TEPATOTEHHO AKTHBHO
BEUIECTBO NIPU XOPATA, KOLTO [IPHYHHABA TEKKH )KUBOTO3aCTPALIABAILMY BpOLESHH MatdopMaLiti.

[pu MalMyBH NTEHATHAOMHA NPHIHHABA MATIpopMaLIn, NoJ00HN Ha Te3U, ONKCAHU 38 TATTHAOMHUI,.
(BX. Touxa 5.3). [Topany TORA Ce OMAKBA TEPATOTCHEH eEKT HA NCHAIMAOMIA U JIEHAITHAOMKIL €
MPOTUBONOKA3aH MO BpeMe Ha OpeMeHHOoCT (BK. Touka 4.3).

Krpmene

He € W3BeCTHO Jany NEHAMHZOMU/T €& eKCKpeTHpa B xbpMaTa. 1lopany ToBa kepmeHeTo TpsiOBa aa
OB/ MPEKPATEHO IO BpEME HA JICHCHHE C JICHATHIAOMH.

Qeprunurer

[poy4usane 3a fepTUNUTET IPH MIBX0BE ¢ 1031 JeHamuaomua 1o 500 mg/'kg (mpudbnusurenno 200 go
500 nsTH Do3uTe 33 XOpa CHOTBETHO 0T 25 mg » 10 mg, pa 6333 NJIOI OT TeJIECHATA NOBBPXHOCT) HE
NOKA3RA HEXWENAHN BR3NEHCTBUA BbPXY QPePTHNHTETA UIIH TOKCHTHOCT NPH POJINTEIIUTE.

4.7 Edextn sbpXxy crocobROCTTA 32 WWopupane H pabora ¢ MalinHH

JleHanMAOMKL MOXKE Ha TIORIMAS B MANKA WM YMEPEHA CTENEH Ha CnOcOOHOCTTa 32 miofpupate U
paboTara ¢ MamunHu. CHo0UIABA C& 32 YMOPa, 3aMasHOCT, ChHIUROCT, BEPTHUTO M 3aMBIIICHO 3pOHUE
nput ynotpebata Ha neHamnomun. Tlopaau Tosa e npenopsuuTeliHo Aa c€ BHUMaBa npu mod HpaHe u
padoTa ¢ MalllHHH.

4.8 Hexelanu JeKapcTBCHU PeakiInu

QodobuieHue HA Mpodiniia Ha Ge30MacHOCT
[layuenmuy ¢ HOBOAUAZHOCIMUYUDAH MVIINUNICH MUSKOM, KOUMO €4 DUAN NEOTOICEHI HA a8IMONONCHA
mpaucnaanmayus Ha cmeonosy kKemxy (ATCK), nekyeanit ¢ n0g0bPXICQUa Mepanin ¢ AeRARUOOMUD
3a onpegensse Ha Hexenaudre peakuuy ot CALGB 100104 ce npunara KOHCEpRATUBEH TOAXO/.

Hexenaunute peakuuy, onucany B Tadmuua 1, BKMOYBAT CHOUTHSA, CHODILICHH CJICA NMpHaraHe
srcoka nosa mendanad ¥ ATCK (HDM/ASCT), kaxto 1 c50MTHA OT NIEPHONA HA MOAABPKA
Tepanui. Bropu ananms, uaeHTUGUUKpALL CEONTHA, KOUTO €a C€ PAa3BHIIH ClieN 3alI0YBAHE
MOIIBPXKALID JISYEeHHe, MOKa3Ba, Ue 4eCTOTUTE, TpeacTaredn HA Tabnuna 1, Moxe 1a ca
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0T HefiCTRBUTENHO HAOMOAABAHHUTE Mpe3 MepHOAa Ha noAaspxatuo neuenne. Ilpu IFM 2005-02
HeXECAaHHTe PEaKLMH Ca SQMHCTBEHO YIO BpeMe Ha NOANBPAKALIATA TEPalus.

CepHoO3HUTE HEXENaHU peakLHU, HadmoaaBaHy no-4ecto (>5%) npu NOLIbP/KALL0 MPHIOKEHHE Ha
NIEHATMROMHI B CPpaBHEHHE C INaueto, ca:
-~ Ilnesmonua (10,6%:; xoMbunnpan TepmuH) oT IFM 2005-02
~ benonpobua nndeximsa (9,4% (9,4% cnen HAYaNOTO Ha NOASBPARALIOTO JIEYSHIE)) OT
CALGB 100104

B mpoyusanero IFM 2005-02, nabmonaBanite No-4eCcTO HEXKeNaHK PeaKLHY NPH NOLIBPKANLO
JIedeHye ¢ NeHATHAOMHUI B CpaBHEHUE ¢ anedo ca Heyrponerus (60,8%), OporxuT (47,4%), nnapus
(38,9%), nazodapunrur (34,8%), myckynuu cnasmu (33,4%), neskonenns (31,7%), acredua (29,7%),
xamnuna (27,3%), tpombonuronenns (23,5%), ractpoenrepur (22,5%) n nupekcus (20,5%).

B npoyusanero CALGB 100104 nabmonasaruTre no-4€CTo HEXKeTaHU peakiiiy Py NoAIbPIKAIN0
NeueHue ¢ JICHATMAOMUA B cpaBHeHHUE ¢ Iy1auebo ca HeyTponenun (79,0% (71,9% cnen vauanoTo Ha
NOAIBPXKALIOTO TeyeHue)), TpomOouuTonenus (72,3% (61,6%)), nuapus (54,5% (46,4%)), oGpus
(31,7% (25,0%)), uHdekuna Ha ropHMTe JUXaTeTHE neTHiLa (26,8% (26,8%)), ymopa (22,8%
(17,9%)), nesxoneyus (22,8% (18,8%)) u anemug (21,0% (13,8%)).

[aypienmy ¢ HOBOOUAZHOCMUYUDAR MYAMUNIEH MUETOM, KOUMQ HE CA OOXOJAWMY 3d
MPAHCRAAH MAYUS, NOAVHABALYY TeHAAUGOMUQ 8 KOMOUHAYUS ¢ OOpME3oMUbd U DeKCAMSIMATOH
B npoyusare SWOG S0777 no-uecTo HabmoAaBaHMTE CEPUO3HU HEXeIaHu peakuuu (> 5%) ¢
NEHAIHAOMU B KOMOMHALMA ¢ MHTPaBEHO3HO fIpuiaral 6opre3oMud U JeKCaMeTa30H B CpaBHEHME C
 NeHanuaoMuj B KOMOHHAUMA ¢ 1EKCAMETA30H, Ca: |
- XunortoHu# (6,5%), 6enogpodua undexuus {5,7%), nexugpatauus (5,0%)

Tlowecto HabmonapaHUTe HEXKENAHH PEaKUHU ¢ TeHATUAOMH] B KoMOuHaLMA ¢ BopTe3oMud u
IEKCAMETA30H B CPABHEHHE C JIEHATHAOMHAA B KOMOUHALIMA ¢ JeKcaMmeTa3on ca: ymopa (73,7%),
nepudepHa Hepponarus (71,8%), tpomOounTonenns (57,6%), zanek (56,1%), xunokanuuemus
(50,0%).

Hogoduazrocmuyupay Mymmunies Mueaom. RAyUERmY, KOUmo He ca HooXooswiu 3a
MPAHCHAGHMAYUS, REKYEAHU ¢ NEHAAUOOMUD 6 KOMOUHAUUA ¢ HUCKA 003d OEeKCaMemu3oH
Cepuo3HUTE HEXENAHH peaKkluH, HaDmoaasanu no-4ecto (>5%) npy NonabpKalo NpUioKeHHe Ha
NEHATHAOMHM/, ¢ IO-HUCKA 1033 AeKcamera3oH (Rd u Rd18), otkonkoTto ¢ menaanan, npenHizoH U
ranngomug (MPT), ca:

- Ineemonus (9,8%)

- buOpenuna HegocTaThUHOCT (BKITHOUUTENHRO K ocTpa) (6,3%)

Ha6monasanure no-uyecro Hexenady peaxkunn apd Rd nny Rd18 B cpaHenuve ¢ MPT ca: nuapus
(45,5%), ymopa (32,8%), Gonku B rep6a (32,0%), actenus (28,2%), 6eschuue (27,6%), 0Opus
(24,3%), namanen anetur (23,1%), kawnnna (22,7%), nupekcus (21,4%) u MycKynHu cniazmu
(20,5%).

Hayuenmy ¢ HOGOOULZHOCMUYUDAH MYIIMUNIEH MUETOM, KOUMO HE Ca NOOX00a1U 34
MPAHCRAAHMAYUA, TEKYEAHU C NeHANUOOMUQ 8 KoMOuHayus ¢ Meachaian i NPEOHU3OH

Tesu cepro3Hu HeXxxenaHu peakiny, Habmonasasu no-yecto (>5%) ¢ mendanan, npenHu30H u
NEHANWIOMNA, CIeABAHU OT MOAIBPKALIO fedeHue ¢ Neraauaomus (MPR+R) nau Mendanan,
MpeAHM30H U JIEHAAKI0MA], ciaeapadu o1 nnavedo (MPRAp) oTkonkoTe npd Mendaial, NpeaH30H U
rauedo, cneapady ot rwiauedo (MPp+p), ca:
- @ebpunna HeyTporeHus (6,0%)
- AneMus (5,3%)

HabmonapaHute no-yecro Hexxenanu peakuwu npu MPR+R wia MPR+p B cpaBaenue ¢ M
HeyTponeHus (83,3%), aHemus (70,7%), TpomGonutonenus (70,0%), neBkonenus (38,8%
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koHcTananus (34,0%), nuapus (33,3%), oGpus (28,9%), nupekcus (27,0%), nepudepeH oTox
(25,0%), kawnuna (24,0%), Hamanen anetut (23,7%) u acrenns (22,0%).

Mynmungen MUeroM. HAYUEHMY C ROKE €0HA RPEOX0WCOqUa mepanus

B ape nnauebo-kouTponanpani $asza 111 npoyyranua 353 nauMeHTH ¢ MyNTHIIIEH MHENOM Ca
eKCIIOHUPAHHU HA KOMOWHALWATE JIEHATTNAOMHI/ AEKCAMETA30H 1 351 — Ha KOMOHHaLUATA
naanefo/ 1eKcaMeTasz0H.

Haii-~ceprio3IHuTE HeXeNaHH Peakiuy, Hab/roagasH [10-4€CTA NPH NOAALPKALLO HPHIOKEHHE HA
NEeHATHROMHI/ AEKCaMeTa30H B CpaBHEeHKE ¢ NNauedo/nexcaMeTa3oH, Ca;
-~ Benozen tpoMGoeMOonn3IsM (abn00Ka BeHo3Ha TpoMOe3a, Oenoapoder eMOonu3BM) (BX. TOYKA
4.4)

~ Heyrtponenus creneH 4 (. To4uxa 4.4).

HaOmonasaHuTe M0-4ecTo HeXETaHH Peakiiy ¢ JeHATUIOMHI H JEKCAMETA30H B CPABHEHHE C
nnauebo i gexcaMeTaszol B cOOPHH KIHHMYHY H3MUTBaruA 3a Mmuenom (MM-009 u MM-010), ca:
yMmopa (43,9%), seytponenus (42,2%), xouctunauus (40,5%), nnapus (38,5%), MyckynHu
cxBawtanua (33,4%), anemus (31,4%), rpomGouuronenus (21,5%) u obpup (21,2%).

Muenoducnaacmuynu cundpomu

[ {anocTHHAT npodua 3a 6e30MaCHOCT Ha JICHATWIOMHL IIPY TIAUHBEHTH ¢ MUSIOANCITACTHYHH
CHHIOPOMH € Bh3 OCHOBA Ha HaHHM T 00mo 286 mauueHTH oT eqHo (asa ll npoyuraue u eano dasza Il
npoyueaHe (Bx, Touka 5.1). Bve daza Il Bcuuxu 148 nayuenty ca Ha fedeHne ¢ MeHanyioomual. B
npoy4saHero (aza [l 69 nayueHtH ca Ha 5 mg nenanuaomua, 69 nanuentd — Ha 10 mg
JIeHaNMAOMU, a 67 NalKeRTH — Ha IIaueBo Nno BpeMe Ha JABOAHOCIAIIO KOHTpOIdpanaTa ¢asa Ha
NPOYYBAHETO.

TloBeyero HeXKeNapn PEAKLUM BB3HUKBAT Npe3 mbppeuTe 16 ceaMHUM Ha Tepanus ¢ JIeHATHIOMHUI,

K'BM cepHO3HHUTE HEXENAHU PEAKITUH CIIANAT:
- BeHo3en TpomboeMO0NM3BM (O1BbNG0KA BeHO3Ha TpoMGo3a, GemoapobeH eMO0THIBaM ) (BXK. TOUKA
4.4)

- Heyrponenus crenen 3 unu 4, peOpiiHa HEyTPONEHHAA U TPOMOOLIMTOIEHUS CTENeH 3 1y 4
(Bx. Touka 4.4).

Hait-gecTo HabMOOaBaHUTE HEXKENAHH peakliuK ¢ ISHATHAOMHU U AEeKCamMeTa30H B CPaBHEHHE C
KOHTPOJIHOTO pamo B npoyyrane §asa 1l ca: neyrponenus (76,8%), rpombouuroncaus (46,4%),
nuapus (34,8%), koucrumais (12,6%), ragene (19,6%), npypuryce (25,4%), o6pus (18,1%), ymopa
{18,1%) u Mycxynnu cnasmy (16,7%).

Manmenuoxiemvuen numpom

TpodunsT Ha 06mATa 6e30MACHOCT HA NEHATHAOME/ NPH MAUMEHTH ¢ MAHTEIHOKETHYEH JIHMQOM €
fa3upaHd Ha JauHU OT 254 ManyeHTH OT EAHO PAHAOMUIAPAHO, KOHTPOTHPAHO NpoYyUBaHe (asa 2
MCL-002 (Bx. Touka 5.1}

JlonbRHUTEIHO HEXeNaHU JIEKAPCTBEHH peakiiu oT noakpensuoTo npoyysane MCL-001 ca
BKIIOUeHH B Tabnuua 3.

Cepuo3HHTe HeXeNlaHH JeKapeTBEHU peakuum, HabmoaapaHy no-uecto B npoyusane MCL-002 (¢
pa3iKKa OT HAKH-MaNko 2 NpOUEHTHH MYHKTA) B paMOTO Ha JICHATUAOMHA B CPABHEHHE C KOHTPONHOTO
pamo, ca:

- Heyrponenus (3,6 %)

- beponpobna embonus (3,6 %)

- Juapus (3,6 %)
Haii-uecto HabMmoAaBaAHUTE HEXKERARU PEaKIIMH, KOUTO BR3HHKBAT TI0-4€CTO B pAMOTO Ha
JICHATTMIOMHKA B CPABHEHKE C KOHTPOMHOTO pamo B npoyisaHe MCL-002 ca neyrponenu
arieMusn (28,7 %), nnapna (22,8 %), ymopa (21,0 %), 3anek (17,4 %), nupexcus (16,8 %
{BxMIOYKTENHO anepruucH aepmatuT) (16,2 %).
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B npoyuysane MCL-002 uma kato Lano ABHO yBENHUYEHHE Ha CITyYYaHTe HA PSKIACBPEMEHHA

(B pamkuTe Ha 20 ceaMuuu) cMEpT. TTaUMEHTATE ¢ BUCOK TYMOPEH TOBap HAa H3XOJHOTO HUBO €4 C
YBEIHYCH PHCK OT NpexAcBpeMenta cMepT, 16/8) (20 %) cnyyan Ha NpexxIeBPEMEHHA CMBPT B
paMoTo Ha neHamuaoMua u 2/28 (7 %) ciydan Ha npexaeBpeMeHHa CMBPT B KOHTPOTHOTO paMo.
B pamkute Ha 52 ceamuim croTeeTHHTe UKMdpH ca 32/81 (39,5 %) n 6/28 (21 %) (Bxk. Touka 5.1).

I1o Bpeme Ha nedebed uuksn |, 11/81 (14 %) natuenTyd ¢ BUCOK TYMOpEH TOBAp €& OTTEINIeHA OT
TEPAMUATA B PAMOTO Ha JieHaTuIoMua ciipamo 1/28 (4 %) B koHTponHaTa rpyna. OCHOBHATA NPHYHHA
38 OTTETIAHETO OT IEYEHNETO Ha NIAMEHTUTE C BHCOK TYMOPEH TOBAP I10 BPEME Ha NedeOeH UKD 1
B pAMOTO Ha JIEHATUAOMHS, ca Hexkenanu cebutha, 7/11 (64 %).

BucokusT TyMopeH Tosap ¢ AeduHUpPaH KATO HAN-MaNKO €IHa JAe3usd = 5 cm B IKaMeTbp WK 3 JIe3uH
>3 cm.

DonuKyrapen JUM@on

O6unist npodun Ha H6e30nacHOCT Ha NeHATHOoMYUA B KOMOMHALING C PUTYKCHMAa0 MpH NALUEHTH C
JIeKyBaH npeam ToBa oluKyapeH nuMdom, e Gazupan Ha DaHHu oT 294 nauueHTH OT
pPaHIOMHU3HPAaHO, KOHTPOIHpaHo, npoyuBade paza 3 NHL-007. Ocpen ToBa B Tabnnua 5 ca BKMOUEHH
¥ HE)KeNaHW JICKapCTBeHH PEaKUHM oT noaxpenauioro npoyusane NHL-008.

CepHo3HuTe HE)KETAHH ICKAPCTEEHH PeaKUHH, HaOM0aaBaHy Hajl-4eCcTo (¢ pa3iHKa 0T Hal-Maliko 1
npouenTen MyHKT) B npoy4yane NHL-007 B paMoTO Ha NeHATTUAOMUL/PUTYKCHMA0 B CpaBHEHUE C
pamoTo Ha rnauebo/putykcumad, ca:

- (Mebpunna neytponenus (2,7%)

- Benonapobua embonua (2,7%)

- [Tnesmouns (2,7%)

B npoyuBanero NHL-007 Hexxenanute peakuuu, HabNonagaHy No-4eCTO B PAaMOTO HA
JAeHanuaoMu/puTtyKkcumal B cpaBHEHUE ¢ paMOTO Ha mnauedo/putykeumad (¢ naki-manko 2% no-
BHCOKA YecTOTa MEXIY paMeHara), ca HeyTponenus (58,2%), nuapusa (30,8%), neBxonenus (28,8%),
sanek (21,9%), xaumnuua (21,9%) u ymopa (21,9%).

Talauued cnychk Ha HEXEJTAHNUTE PEAKUNY

Ilo-gony ca K30poeHU HexeNaHNTE peakliii, HaGmoOAaBaHU NpU NALHEHTH, JIEKYBaHU C
NeHATHIOMHA, TIOAPENEHH 0 CICTEMO-OPTalHi KJIAacoBe U 4ecToTa. [Ipy BCAKO rpynupaHe B
3aBHCHMOCT OT YECTOTATA HEeKEIAHUTE PEAKUHU Ca NPCACTARCHU B HU3XOAAII pell [0 OTHOIUEHUE Ha
TAXHATA CEPUO3HOCT. YecToTaTa Ha peakUMUTe Ce ONPERE KakTo ciieqsa: MHOro yecry (=>1/10);
vecTd (>1/100 po <1/10); Heuectu (>1/1000 go <1/100); penxu (>1/10 000 zo <1/1000); MHOrO peaxu
(<1/10 000), nenzpectHY (He MoX<e Oa ce M3BJeue NpUOIH3UTEIHA CTOHHOCT OT HANMYKEHTE JAHHMU).

HexenaHuTe peakiuy ca BKITIOYEHH B MOAXOAALIATA KATETOpHa B TabmiuaTa mo-g01y cnopen Hail-
BHCOKATA 4ECTOTa, Ha0/MOAaBAHA B HAKOE OT OCHOBHHTE KIIHHWYHH HATHTBAHMA,

Tabauyro o0oGUieHUE 3G MOHOMEPANUA NPU MYAPIUIICH MUETOM

Tabanparta no-nony ce 6a3upa Ha JaHHU OT MpoyuraHuATa Ha HIMM npu nanpenTH, noaiomKeHy Ha
ATCK u nekyBaxu noaabpxao ¢ neHanuaoMua. JaHHUTE He ca KOPHTHPaHU B ChOTBETCTBUE € T0-
NMPOABLKUTESTHOTO NPUIIOKEHHE B PAMEHATA Ha JICUSHKE, ChABPAALLO JCHATUAOMHUA, TPOIBIDKABALIO
N0 nporpecus Ha OONIECTTa CNPIMO paMeHaTa Ha 1iauedo B OCHOBHHTE NPOYUBAHKS IPH MYJITHILICH
MHENOM (BX. TouKa 5.1).

Tadauna 1. HJIIP, cbo6ienn B KINHAYHA H3NHTBAHHUSA ¢ NAUMEHTH ¢ MYJITHILICH MUEI0M,
MEKYBAHH € JICHAIHIOMH] KaTO0 ROAALPKAUIO JIe4YeHHE

a0




CncreMo-opranen
knac/IIpeanounran
TepMuUH

Benuku HIIP/YecToTa

HJIP—CTCIIEH 3-4YecroTa

Hudexknun n

Muoro YecTu

MHOro YecTtu

310KAYECTBEHY N
Heonpeaenesy (BRI,
KHCTH H M0 THAM)

HRdeCTANHN [Tuesmonusn®?, undekuus Ha ropuure  [[lyesmonnn®?, HeyTponennuna
OHXATENHW MTETUILA, HEYTPONeHuYHa  |undexuus
uudexupa, Gpodxut’, rpur’,
FacTPOSHTEPUT', CHHY3UT, YecTu
Ha30QapHHIUT, PUHNT Cencuc” ®, GakTepreMus,

6enoapoOHa uHpeKuus’,

Yectu Gakrepranka uHdekna Ha
Wudexkumn®, uudekuys Ha MHKOYHHTe |IOJHHTE AWXATENHU TBTHIIA,
MbTHLIA’*, HHPEKLUS Ha JOTHHUTE 6porxut’, rpun’,
AUXaTeNRH NbTULIA, Oenoapobua FACTPOSHTEPUT, XepTec 30cTep’,
udderums uuexuns’

Heonnazmu — YectH

nofpokauecTBend, |MuenoaucnnacTHieH CHHAPOM®*

Hapymenusa Ha
KPbLBTA H JIHMPHATS
CHCTEMD

MHoro yecTy

Heyrponenus™°, bebpunua
HeyTponewrua™’, TpomGounroneHus™’,
anemus, JeBKoneHun’, TuMQoneHus

MHOro YecTH

Heytponenus”™, gpebprrna
Hey TponeHun™, |
TpOMOOLHUTONERHA™, aHeMuH,
neexoneHus’, MuMonenud

HAPYIUEHHS

Jnapus, KOHCTHNAUMA, KOpEMHA DONKa,
raJICHE

Yectn
[Torpuiuane, Hosika B ropHaTa 4acT Ha
KopeMa

Yectu
o
[TanuHTOTNICHKS",
Hapywmenus Ha MBHoro yecry Yectn
MeTaboInIMa n XusnoxanueMus Xunoxanuemud, JeXuapaTatns
XpAHEHETO
Hapymenusd na Muora yectn Yectn
HepsHaTa cucTeMa  ([lapecresus I'mapoSonue
YectH
[lepudepna nesponaTus®
CoaoRn Hapymenus [Yectn Yecru
BenoapoGest eMGomu3nM’* JiEnboka BeHo3Ha Tpombo3za™*s
Pecnuparopun, MHoro Yectu Hecru
rpLAHY R Kauutaua Hucrrea’®
MEAHACTHHANHH
HAPYLIEHHS YecTn
HMucnuesn’, puHopes
Cromamino-uypeBun |MHoro yectn Yectu

J{napud, nOBPLLIAHE, A/IEHE

Xenarobnauapun
HApYleHHs

MHOI0 YecTH
OTKIOHEHNS B [OKA3aTENUTE 34
dbyYHKUMOHYpaHEe HA YepHUA npob

UecTH
OTKNOHEeHKUA B MOKa3atT
(OYHKIMOHHPAHE HA Heph

aD
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CucremMo-opranen Benukn H/IPecToTa HJIP Crenen 3-4/"ectoTa
Kaac/Ipeanounray

TEPMUH

Hapymenns na Muoro yectu Yectu

KOMKATa H QOpuB, Cyxa Koxa OGpus, npypuryc
MOAKOKHATA ThKAH

HapymieHns sa MHoro qectH

MYCKY/THO- Myckynnan cniasmu

CKEJIE€THATA CHCTEMA
H CBCOJHHHTCAHATA Yectu

TLKAH Muanrus, MycKyJIHO-CKesieTHH D0NKH
O6wxn papymennss v |MHOIO 9ecTy Yectu
epeKTH HA MACTOTO |YMOpa, ACTEHUS, TUPEKCHA ¥YMopa, aCTEHHA

HAa NPUIDKEHHE

* Hesxkenauy peakuu, ¢x001[aBaHN KATO CCPHO3HY B KITMHHUYIHI HAMATRAHUA ¢ tauueHTH ¢ H/IMM, noanoxenn

Ha ATCK

* Ba)kul AMHCTBEHO 33 CEPHO3HHTE HEKENAHH JIEKAPCTBEHY peaKiiuy

™ Bukre ¢bifo To4ka 4.8 ,,Onvcanne Ha u30paun HexenaHu peakudn’

a Inesmonns™ xkombuHupauy HC, BKnoYBRa KATO TEPMUH CEARUTE MPeanoyyTady tepmuHu (I1T):
BpouxonuerMonHs, noGapya MHeBMOHYA, MHEBMOHUA, NIPHYMHEHA OT Pneumocystis jirovect, THEBMOHUA,
npuunnera ot Klebsiella, nuesmonus, npuunnexa ot Legionella, nHesmonus, apuunueHa ot Mycoplasmal,
NHEBMOKOKOBA THEBMOHHY, CTPEITOKOKOBA NHEBMOHUA, BUPYCHA NHEBMOHYA, Oen0Apo0HO HapyLICHHE,
THEBMOHUT

b Cencuc® xomGuumpanu HC, sxiouBa kato Tepmun creaudre PT: GakTepUanieH CelcHe, THEBMOKOKOB
CEHCHC, CENTHYEH 0K, CTAGUIOKOKOB CENCHE

¢ Jlepudepna HerponaTus” komOuHupanu HC, BkII04YBa KATO TEPMUH cileAHKTE Npeanovyntani Tepmudu (I1T):
[lepudepra nesponarus, nepudepHa cen3opHa HEBPOMATHR, MOMHHEBPONATHA

4 TIenboka BeHo3Ha TpomB03a” komOunupauu HC, sxmousa xaro tepmus cnenuute T1T: Jsnboxa reHosHa
tpoMObo3a, TpoMGo3a, BeHo3Ha TpoMOO3a

Tabruuno 0bobueH e 30 KOMDUHUPAHA Mepanys HDY MYIMUNACH MUEIOM

Tabnuuara no-gony € U3BNEUESHa OT JAHHH, CHOpani NIpu NPOyYBAHUATA HA MYATHIUIEH MUENIOM C
KoMOWHUpaHa Tepanui. JJaHguTe He ca KOPUTHPAHK B CLOTBETCTBHE € NO-TIPOABIKHTETHOTO
NpUIOKEHHE B PAMCHATA Ha /ISYEHHE, ChABDKALLC TeHATHIOMHA, NPOAB/DKaBallo 10 Nporpecys Ha
Donecrra cnpAMO CPABHUTENHATA TPyIa B OCHOBHUTE NMPOYYBaHUA NPU MYJITHIUIEH MHENOM (BK.
TOYKa 5.1).

Tatauua 2. H/AP, crobumienn B kKAMHUIHN NPOYYBAHHNA ¢ NANAECHTH ¢ MYJTHILJIEH MHEJIOM,
AEKYBAHH ¢ JeHaanAoMHL B KomOuHanns ¢ 6oprezoMuld B JekcaMeTa30H, JEKCAMETAION MAH ¢
MeJihataH H NpeIHU30H

Cucremo-opralnes Benuxu HJIP/Yecrora HJIP Ctenen 3-4/ectoTa

xkaac/TpeanounTan

TePMMY

Hudexunm u MHOrQ 4ecTH Hectn

nadecTanun IMueBMoHHs™", undekuus Ha ropuute |[THesmMouus™, Gakrepuantu,
[IUXATENHU ThTUIA’, BUPYCHU M BHPYCHH K MbOHYHH HHGEKUHH
rEOUYHHE HHQEeKLMY {BKTIOUUTENHO {BKOYHTENTHO ONOPTIOHHCTUYHHU
ONOPTIOHUCTHYHYU UHpexunn) °, udpeximu)’, vemyaur?®, cencuc’®,
Hazodapunrut, GapuHrut, 6ponxur’, |Genoapobua usidexuns®,
PHHHT 6poHXUT®, HHpEKLIHA Ha

nEXaTensaTe nhTHIER" ) HHpeKuus

Yectn Ha MHKOYHUTE nhTUA®,
Cencuc®®, 6enonpobua undekuns™, |MHPEKUNO3EH EHTEPOKOIUT
UH(pEeKLHT Ha MUKoYHUTE MbTHINg’
CHHY3NT®
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Cucremo-opranen Benukn HJIP/ectora HJIP Crenen 3-4/YecroTa
kiaac/IIpeanounran
TePMHRA
Heonuazmu — Heuectu Hectu
noHpoOKaYECTBECHH, Ba3aiHoKIIeTbYeH KapLMHOM ™, OcTpa MHENIOMAHA IEBKEMUS',
3JIOKaYEeCTBEHH H CKBAMO3HOKJIETHUEH PaK Ha KoxaTta™"* |MHEeNOUCITaCTHYeH CUHAPOM Y,
HeonpeaeaeHn (BK. CKBAMO3HOKIIETHYEH PaK Ha
KHCTH M MOJIHIH) KOxcaTa ™ **

Heuectu

Ucrpa neBkeMus OT T-KAeTh4eH
T, 6a3aTHOKNETHUEH
KapuuHoM™’, CHHIPOM HA TYMOPEH

pasmnaj

Hapymienna Ha Mmuoro yectu Muoro yecTH

Kpu8Ta o aumprara |Heyrponeuus*%, Heytponeuna™*,

cHCTeMA tpomboupToneHns %, anemus’, TpoMBoumronenus”*%, anemus’,
XEMOPArvIHO HapymeHue”, NEeBKONEeHHs, MEMboreHuA
NeBKOTeHHA, THMGONCHHA

Yecty

YectH Debpunta HeyTponeHus™,
de6Gpunta HeyTponeHus ™, NAHUHTONEHIST', XEMOTUTHIHA
NAHIHTONEHUS aHEMHUA
Heuectn Heuectu

XeMmonusa, aBTOMMY HHQ XEMOJINTHUHR | X HIIEpKOaryJIalus, KOaryJionaTHa
AHEMHA, XEMOITHTHIHA AHEMUA

Hapywenus na Heuectn

MMYHHATA cHCcTeMa  [CBPBXUYBCTBHTENHOCT”

Hapywenus na Yectu

eHAOKpPHHHATA XHIIOTHPEOHANIEM

cHCTEMA

Hapymenus na MHoro yecTH Yecti

MeTaboaMIMa u Xunokanuemus®®, xuneprivkemus, | Xunoxkanuemus® >,

XpaHeHeTo XMIOTTHKEMHA, XMIIOKATTIHEMUA', XUNEPIIAKEMHS, XHITOKATIMEMHS’,
XUNOHATPHEMHSA " AEXUOpaTauua”’, 3axapeH Auaber’,

[IOHIKEH aMIeTHT *, TIOHIDKEHO Terno  |xunodocdatemus,
XHIOHATPHEMHA®, XHITEPYPHKEMHSR,

Yecty nojarpa, aexuaparana’’,
XUTNIOMarHe3ueM s, XUNEepyPHKEMUs, |MOHWKEH aneTnT"’, TIOHMKEHO
XUlepKaIuneEMHAs TErJI0

[Ienxuuann MHoro yectu Yectu

HapyleHus Henpecus, bescphue Henpecus, OezcbHHe
Heuectn
3aryba Ha Tubuao

Hapyuwienna ua Muoro yectH

HEPEHATA CHCTEMa [leprdpepuu vepponatuu™ , MHorg YecTH
lapecTesns, 3aMasHoCT, TPEMOP, [TepudepHu vesponatum™®

NpoMiIHA Ha BKYCa, riiaBofoue

Yecty
LlepebpopackynapeH nHUMIE
JAMagHOCT °, CHHKON®®, HeB
Hevectn

YecTH
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CucremMo-opranen
kiaac/llpeaneounran
TePpMBH

Benuaku HIP/YecToTa

HJP Crenen 3-4/HectoTa

ATakcud, HapYIIeHHE Ha

PABHOBECHETO, CHHKOI, HEBPANTH,

JHU3ICCTC3INA

BrTpeyepeneH KppBOU3NHUB',
[I[pexoJHa UCXeMUYHa aTaKa,
uepedpaina UCXEMHUA

Hapyiwenun Ha ounte |MHOIO0 4eCTH YecTn
Kartapakra, 3aMBrIieHo 3penue KatapakTa
Yectn Heuecru
Hamanena octpora Ha 3peHHETO Cnenora

Hapywenns na yxoro {Yectu

H JTa0UpHHTA ['myxora (BKIQUUTETHO XHUNOaKy31s),
THHHUTYC

Copaeunn Yectn Uectu

HAPYMIEHHS [Tpencspauo Mexaene’”, WUH(papkT Ha MHOKap/aa
Gpannkapaus (BKTOYHTENHO OCThp)" ¥,

MPeAchPAHO MBXAeHe ", 3acToliHa

Heuectu ChpIeYHa HEQOCTATEYHOCTY,

Aputmus, yapmked QT-unrepsa,
APeAChPIHO TPENTEHE, BEHTPHKYIAPHA
eKCTPACHCTOJIH

TAXUKAPAMA, CHPIAEHHA
negocrarbyHocT ™, MoKapaHa
Hexemus’

CraoBu HapymeHas

MHQro 4ecT

Benozny TpomGoeMOonuIHH ¢hO0uTHA,
MpeIuMHO OBI00KA BEHO3HA TpoMO03a
i Genonpoben emGoarasM™~S?
xunotToHus "’

Hectu
Xuneprouus, ekxumosa’

Muoro yectn

Benosuu tpoM00eMOOAYHH
CHOMTUA”, NPEIUMHO OBbI00Ka
BEHO3HA TpoMO03a 1 GenonpobeH
eMBonuspM™*%

UectH
BackynuT, Xunotouus®,
XHMEPTOHHA

Hevectu

Hexemus, nepuepHa HCXeMHA,
BRTpEYEpenHa TpoM003a Ha
BEHO3HUTE CHHYCH

Pecnuparophnn, Meoro 4ecTd Yectn
rpuaRy # Hucnues®®, enucrakeuc”, kawnuua  |Pecnuparopen auctpec’,
MEARACTHHAIHA nucnaes’™®, nneppanta Gonka®,
HapylleHus YecTn xunoxcas’’

Hucdonus
Cromamuo-ypessn  |MHOTO YecTH YectHt
HapyllicHus Huapusa®®, kouctunauua’, kopemna | KphBOM3NNE OT CTOMALIHO-

6onka®, ragene, noppbutane’’,
[HCMENCHS, CYXOTA B YCTaTa, CTOMATHT

Hecty

KpbroH3inue 0T cToMaluiHO-YpERHUA
TPAKT (BKJIIOUHUTENHO peKTaleH
KPBBOH3JINB, XEMOPOUIECH KPHBOU3IHE,
KBPBEHE OT MENTUUHM A3BH H KhpPBEHE
ot BeHumTe )" %, nucdarus

HeuecTi

dpestua TpakT >, 0BCTpyKuMS
Ha TBHKMTE yeppa’’, auapus’,
KOHCTHRAIMA’, KopeMHa Bonka®’,
rajeHe, noBpbluaHe’’
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[ToBuLIcHa ATAHKH
aMHUHOTpaHc(epasa, MOBUIUEeHA
acnapraT aMuHoTpancepaza

Hectn

XenarouenynapHo yBpexaaHe™,
OTKJIOHEHHS BbB (PYHKIHMOHATTHUTE
yepHOAPOGHH MoKa3aTenu”,
XUmepOUNMupyOHHEMUS

Hedectn
YepHoapoOHa HEAOCTATHUHOCT

Cueremo-opraneH Benaxu HJIP/YectoTa HJIP Crenen 3-4/YectoTa
kaac/TipeanounTan
TEPMHH
Konut, Bb3naneHye Ha CIANOTO YEPRO
XenaToOMAHAPHH YecTn
HApYWEeHHA MHoro Yyectu Xonecrasa®, XeMaTOTOKCHYHOCT,

XEnaToLeny/IapHO YBpexnaHe™”,
TOBHIUEHA ATaHUH
aMuHOTpaHcdepasa, OTKIOHSHUSA B
noKazareayre 3a PJyHKUHOHHPAHE
Ha uepHua apo6’

Heuectu
Yeproapobua HEAGCTATHYHOCT

Hapymenun Ha
KOKATA H MOAKOXKHATA
THKAH

MHoro dyect
O6pusu™, npyputyc

Hectu

Yprukapus, XunepXuapoia, cyxa Koxa,
XUNepUrMeHTaud Ha KOKaTa, €K3eMa,
epUTeMa

Hewectn

JiexapcteeH o6puB ¢ eo3HHOPHIKA N
CHUCTEMHU cuMnToMu™’, MPoMAHA B
(IBETA Ha KOXKATa, Peaklus Ha
(pOTOYYBCTBUTEIHOCT

Yect
O6pusH®

Heuectu

JlexapcTBeH DOPHB ¢ €03HHOPUINA
¥ CHCTEMHU CUMITOMU™

HapyuieHns na
MYCKY.JIHO-CKEJNCTHATA
CHCTEMA H
ChEAMHHTEIHATA
THKAN

MHOro 4ecTH

MyckyiiHa cnabocT?, MycKyJIHH
criazMH, Oofka B koctute’, Gonka u
nucKoM$opT HA MYCKYITHO-CKENEeTHATA
CHUCTEMA M CBEAMHUTENTHATA THKaAH
(sxmrounTenno Gonku B rEp6a’’?),
OONKH B XpalfHULIUTE, MHAITHA,
apTpanrus’

HYectn
OTeK Ha CTABUTE

Yecru

Cnaboct B Myckynmte®, Gonka B
kocTute’, GonKa ¥ AUCKoMbOPT Ha
MYCKYJIHO-CKEJISTHATA CHCTEMA H
CHEOUHUTETHATA

TBKaH (BKIOUUTENnHO 60/IKa B
I..Bpﬁaﬂ,{}t})

Heuecru
OTOK Ha CTABHTE

Hapyuienun Ha
0LOpennTe 1
NHKOYHHUTE MLTHINA

MHuoro uectH
bnOpeuHa HEAOCTATBUHOCT
(BknrounTento u octpa)’ ¥

Yectu
Xematypua”, 3aIbpkaHe Ha ypHHa,
MHKOHTUHEHIW Ha ypHUHA

Heuectn
[pugoGur cusapom Ha Fancont

Heuectu
bnbpeuna 1y6yiiHa HEKpO3a

Hapymenun Ha

cHCTeMa H rbpaara

EB3NPOH3IBOIHTENHATA

Yecty
EpexTinna qucyHkumus
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CucreMo-opraser Benukn HIIP/UecToTa HJIP Crenen 3-4/Hecrora
kjaac/Ilpeanountan

TEPMUH

O0mu pnapymenda u  [MHoro yectn MHoro gectTil

epexTH Ha MACTOTO Ha|YMOpa®®, OTOK (BKITFOYMTENHO Ymopa®”

NPHAGKEHNE fnepudeper oTok), nupexcua’,

acTeHun, rpunonogobHo 3abonapade  jHectH

(BKNIOYHTETHO MHPEKCHs, Kaunua,  j[Tepudeped otok, nupekcus ¥,
MHAITKA, MYCKYJTHO-CKeNneTHa 00onka, lacreHus

rNaBo0oIKUe U CXBalLaHe)

Yectn
[ppana Gonka™™, netaprus

Hicaeapanng NMHOro yectu

IloBuiena asnikanda gocgarasa B
KpBBTA

YecTu
[TorueH C-peakTUBEH NMPOTEHH

Hapauapanus, Yecty

OTPARAHASA H [Tanane, KoHTY3Ha"
YCIOKREHNH,
BL3HHKHAJIM B
pe3y/aTar Ha
HHTepBEeHIUH

% Hesxenany peakuyi, ChoSIUIABAHY KATO CEPHOIHM B KNAHHYIHI HITHTBAHAR npy nauxentn ¢ HJIMM, nonydaeasy JeHannnoMug B
koMGiHapus ¢ 6opreromMnb ¥ nekcaMeTalon

~ Buxre cbiio Touxa 4.8 ,,Omicanie Ha n3bpaHu HexelaHu peakuny”

o Hexenanu ACXAPCTRERH peakinH, ChOGUIEHH KATO CEPHO3HH B KNUHUYHATE HAMKHTBAHKMA NPH NMAKUEHTH C MY TTHILICH MHCAGM, AEKYBAHH

¢ IeHAaNHAOMRAA B KOMOHAALSH ¢ ASKCAMETAZ0H HITH ¢ ME/HPRNAH H NPENHH30H

* Kacae caM0 CEHOIHN HEXENAHH NEKAPCTRCHH peaKiiuu

* Cpofmasa ce 3a CKBAMO3HOKISTRYCH pPaK Ha KOXAaTa B KIHHUYHUTE N3MATBARKUA [IPpY MALMEHTH ¢ MHENOM,
NeKyBaHu MpEeIU C NSHANTUIOMUL/ IEKCAMETA30H, B CPARHCHHUE C KOHTPOIIUTE

** Cpo0lasa ce 38 CKBAMOIHOKIETBUSH PAK HA KOXKATA B KIMHHHHATE HINHTBAHNA NPH NALMEHTH C
HOBO AHArHOCTHIMPAH MHEIOM, IEKYBaHY C ICHANWROMHI A/ AEKCAMCETAa30H, B CPABHEHUE C KOHTPOJIUTE

Tabnuyro 06odwerue om MOHOMEPANYS
Tabnunara no-gony ce 6a3upa Ha AaHUM, CbOPAHU MO BPEME Ha OCHOBHUTE M3NWTBAHHUA M0
MOHOTEpanus 3a MUCIOTUCILIACTIYHH CHHIPOMHU.

Tabauua 3. HJIP, cho0lienn B KTHHRYHA H3TATBAHAR NPH HAUHENTH ¢ MUETONHCIIACTHYHH
CHH/POMH, JEKYBAHH € JCHATHROMUAH

Crcremo-oprages Beauxu HIP/Yectotra HJIP Crenen 3-4/YecroTa
kaac/Hpeanowuran
TEPMUH
Huderxsn u MHoro uecty MHoro yectu
HHPEeCTANNN [THeBMOHMA, BUPYCHU B I'bOUHHA [TuesMonus’
MHGEKUNH (BXKIOYUTEITHO
OTIOPTFOKMCTHY I HH(EKIIHN) Yectu
[THeBMOHWS, BUPYCHH W MBOHTHH
HHeKUHH {BKIIOYHTENHO
ONOPTIOHMCTHYHY HHdeKLnn),
OpOBXHUT
Hapymenus Ha Mmuoro yectu MHoro yecTy
KpbBTa U aumdHara | Tpombouuronenna™’, neyrponenus™’, | TpomBounroneuns”™,
CHCTEMa JIeBKOIIEHHH HeyTponena’™’, jieB
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Cuctemo-opranex
kiaac/Ilipeanounran
TepMUH

Benuxku HIIP/MecroTa

HJIP Ctenen 3-4/ecToTa

HecTu
®ebpunna HeyTponeHus”’

Hapymenns na
CHIOKPHHHATA
cucTEMA

MHoOro yecTH
XUIOTHPEOHANIEM

Hapywenns na
MeTaboIH3IMA |

MHoro yecTH
ITouuxe” aneTnT

Yectu
XuneprauxeMus®, [ToHwxen

XpPaHEHETO ANeTHT
YecTH
CBpLxHaTpynBaHe HA Xe1A30,
ITOHIYKEHO TerNo
Menxuanu Yectu
HAPYIHeHRSA TIpoMeHN B HACTPOEHHETO ™

Hapynieans Ha
HEPBHATA CUCTEMA

MHoro yectu
3aMagHOCT, TIapodoIne

YecTu
IlapecTesua
CopaedHn | Yectu
HapYLIERHS Octep nadapkT Ha Muokapaa’™”,
NPENCHPAHO MbxKaeHe’, chpaeuHa
HEJOCTATBYHOCT'
CuaoBH Hapyuwienun |[Hectu YectH

XHUIEPTOHHUA, XEMATOM

BeHo3ud TpomOoeMOOIHUHU
cBOUTHA, MPEIUMHO OBLIOOKA
BCHO3Ha TpoM0o3a u benonpoder
emGonuspM’™

Pecniuparophn,
rPLAHH H
MEeAUACTHHAIHH
HAPYIIEHUA

Msuoro gectu
Enmucrakcuc”

CroMamuo-4YpeBHU
HapyL1eHud

MHoro 4ecTy

Ounapus’, xopeMua 6onka

( BKTIOUNTENHO B TOPHATA YacT),
rajeHe, MOBpbIlaHEe, KOHCTHIALUA

Yectu
CyxoTa B ycTaTa, JUCNENCUs

YecTu
Huapus’, rageue, 36060:1

XenaToGunaHapHu
HAPYILICHHUSA

Hectu
OTKNOHEHUA B MIOKaA3aTE/TUTE 34
byHkUMOHUpaHe Ha YyepHud Ipod

Yectu
OTKNOHeHHA B MTOKA3ATE/IUTE 33
(pyHKIHOHHPAHE Ha YepHUA JpOD

Hapymenus Ha
KOXKATAa H
MOAKOKHATA ThKAH

MHoro dectu
OOpuBH, Cyxa KOXKa, IPYpUTYC

YectH
O06puBy, NpypHUTYC

Hapymenus Ha
MYCKYJTHO-CKETETHATA
CHCTEMA M
CHEAHHNRTEIHATA
ThKaH

Mixoro yecru

MyckyiaH4 cna3My, OonKa Ha
MYCKYJTHO-CKEJISTHaTa CUCTEMA
(BxmounTenno Gonka B repba’ u
KpailHUUWTE), apTPAITHA, MAAIITUA

YecTH
Bonku B repda’
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CacTeMo-opraien Benukn HJIP/MecTota HJIP Ctenen 3-4/YectoTa
kaac/IIpeanountan

TePMHH

Hapymenna na YectH

onGpenuTe u BnOpedHa HeIOCTaTBIHOCT
NHKOYHHTE NHTHLLA

OO0 Hapymwenns 1 | MHOrO YeCcTH Yecru

eeKTH Ha MACTOTO HA|YMOpa, NepudepeH 0ToK, [Inpekcns

npuioKeHue rpunononodHo 3adonapane

(BKIIOUMTETHO NIAPEKCHA, KALHALA,
MHANI U, MYCKYJIHO-CKelleTHa GoJka,
rnasobonue)

Hapausapauas, Yecry
OTPABSIHHA B [lamane
YCIOKHEHUS,
BL3IHHKHAIH B
pe3yaTaT ha
HATEPBCHNUH

* Buxkte cuio Touka 4.8 ,,Onucanue Ha U30panyn HEXeNaHU DEaKkUMKE
® Hexenanu cp0utus, cho0MIEHH KaT0 CCPUO3HM B KIIWHUYHH H3MHTBaHHA HAa MUEJIOAUCHNACTHYHH CHHIPOMH
= Cpo0i1aBar ce MPOMEHH B HACTPOSHHETO KATO 4eCTo CEPHOING HEMENAHo CrONTHE B npoyypaneTo a3a III na
MUEJIOJHCTLIACTHYHH CUHAPOMH; He c& ChoDIlaBa kaTo HEXxenaHo cpburHe ot crener 3 unu 4
AJropuTEM, MPUAOKEH 33 BIJTHOYBAHE B KpaTKaTta XapakTepHucTuka Ha npoaykra (KXI1): Beuuxn HJIP,
YCTAHOBREHH OT aAropUTHMA 10 NipoyysaHeTo daza Il ca prnouenu B KXI1 3a EC. U3sspuiena € gomenuntenta
nposepka 3a uectotara Ha Tesd HJIP, ycraHoBeny o1 anropuTeMa Ba npoy4usaHeTo dala Il 1 ako gectoTata uMm
B fipoy4sadeto Qrasa Il e no-sHcoxa, 0TKOIKOTO B Npoy4draneTo Paza 111, cpbutuero e skmoyeno B KXIT 3a EC
€ 4eCTOTATa, C KOSTO € Bb3HHKHANO B npoy4saxeTto (pasa 1.
# ANTopuTHM, MPUIOKEH NPY MUENOAUCTINACTAYHH CHHIPOMH:
[Tpoyusane $aza Il Ha muesoAMCIIACTHYHY CHHAPOMH (IBOHHO3AC/CIIEHA NOMYJaLu 3a O230MaCHOCT,
pasznuka Mexay acHanuaoMua 5/10 mg u mnauedo no HavaNHA CxeMa 3a IpyUiarale, NnposBeHa NpH Hau-
MaJko 2 DaUMelTH)
0 Bcruky REIHVKBANIH N0 BPEME Ra JIEYCHMETO HEXKENAHK CbOKTHSA NpH = 5% OT nauueHTHTE Ha
NEHANTAIOMH A, ¥ HAR-MaNKo 2% paznHKa B CHOTHOWEHUETO MEX Iy JeHATHIOMUI ¥ naauebo
0 BCHukH BE3HHKBAUIY 10 BPEME HA JTEYSHHETO HexeNanu CuOuTua ot ctened 3 unu 4 npu 1% ot
NAlKMeHTHTE Ha TeHAAWJOMUI 1 Hali-Manko 1% pasznyka B ChOTHOLUCHHETO MEKAY JCHATHIAOMHR H
nnauebo
0 BCHUYKH BE3HHKBAIIH 10 BPEME Ra TEUCHUETO CEPHO3HU HexeNnanu ¢sOnTUR npu 1% oT nauMenTHTE Ha
nedaauroMua M Haii-manko 1% pasnyxa B ChOTHOLICHUETO MEKAY JIEHANHAOMHA H naalebo
ITpoyusaune dasza Il HA MUEROAMCIUIACTHYHH CUHAPOMHU
0 BcHuky BE3HUKBAUIY TI0 BPEME HA JICYEHHCTO HexenaHu CRORTHA Npu = 5% o1 JeKyBaHUTE C
JIEHANH JOMH T NAHEHTH
0 BeuykH BL3HMKBALLM NO BPeME Ha NCYSHHETO HeweNanu crONTHA oT cTencH 3 wiH 4 rnpu 1% ot
JIEKYBAHMTE ¢ TEHATHAOMMU NALUEHTH
0 BCHYKH BL3HUKBAIIM [0 BPEME HA NEUCHUETO HexeNnany cpbuTis npyu 1% ot jiekynannre ¢
NCHATKAOMHE MAUHCHTH
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Tab6nuua 4. HAP, chobilenn B KINHHYHATE HINHTBAHKSA NPH NAUHEHTH ¢ MAHTETHOK/IETHMER
JHMGioM, 1eKYyBaHH € JeHATHAOMHA

CucreMo-oprasen
aac/TIIpeanountan
TEePMHH

Benuxkun HIIPMecToTa

HJIP Crenen 3-4/MecToTa

Nudexknun n

MHuoro yecTH

Hectu

3JI0KAYECTBEHH H
Heonpeae eHH (BKJI.
KHMCTH H II0JIHNH)

uHpECTAIIHH bakTepuallHi, BUPYCHH M MOHUHH bakTepuanHy, BUpyCHH U r'hOUYHA
HH(pPEKUKUH (BKIHOUHTEITHO UHpeKIUH (BKMOYUTEIHO
ONOPTHOHUCTHUHU HHpEKIUK)®, OTOPTIOHHUCTUYHH UHbeKunH)®,
Ha30(apHHIHT, THEBMOHUA® IHEeBMOHUA
YectH
CHHEY3UT

Heomnnaimn — Yectu Yectu

nobpokauecrBenn, |Peakuus HA akTMBHPAHE HA TyMOpa Peakuns Ha akTHBHpaHe Ha TyMOpa,

CKBAMO3HOK/IETHYEH PaK Ha
KoykaTa’’, GazalROKIIeThYECH
kapaHoM”

Hapymenns Ha

Muoro uecTu

Muoro yecTu

MeTaboIHIMA U

Hamanen aneTr, HaMalleHO TETIIO,

KpbBTa M AuMuara [TpomGoumToneHus”, ueytponenns”™’, |TpomboudToners”,
cHecTeMa IeBKONEHUA’, aHeM U’ HeyTponeHua ",
Anemus’
Hectu
DeGpunna HeyTponeHUs Jectu
@e6punHa HeyTponeHus ™,
neskonenus’
Hapymenus Ha Muoro yectu Hectu

Nexunparauna’, XunoHaTpUeMHs,

HEPBHATA CHCTEMA

Hucreysus, rnasobonue, nepudepra
HeBPOTIATHA

XpaHeHeTo XHITOKATUEMHS XUMOKATUUEMHUA
Yectu
Hexvnpatanys’

[Teuxuuny Yectu

HAPYIIEHHS Be3cpHue

Hapymiesns Ha |HecTn Yectu

[TepudepHa cenzopHa HeBponaTHA,
AeTaprus

Hapymeuns na yxoro|Yectn

H JTA0HMPHHTA Bepruro

Copaeunn Yect

HAPYIIE€HHS MuokapaeH nH{papKT (BKJ.
actsp)’™, cppaeuHa
HEAOCTATBYHOCT

Coaoed Hapywenus |Yecty YectH

Xpnoronus’ Munboka BeHo3Ha TpomBo3a’,

GenompoGHa emGonns”™,

HADYICHRS

xunoToHun’
Pecnuparopun, MHOT0 YecTH Yecty
IPLAKH U Iucrnaes’ Hucnues®
MEAHACTHHAJIHA
HAPYUICHHSA
Cromamno-uypesad [(MHoro dect Yect
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Cuctemo-opranen Benukn HPMectoTa HJIP Crenen 3-4/UectToTa
kaac/IIpeanoturan
TepMUH
Iuapus’, ragene’, moBpoiiane’, Jnapus®, kopemna 6onka’,
KOHCTHNALHA KOHCTHNAUMSA
Yectu
Kopemaa Gonxka®
Hapywenus na MHoOro yectd YecTu
KOJKATA H OOpuBH (BKITOYHTENHO AlEpTHYEH ObpuBn

ROAKOMKHATA THKAH  [IePMATHT), IPYPUTYC

Hectu

Homuo m3notaBaHe, cyxa Koxa
Hapywenus na MHoro YecTy Yectn
MYCKYJIHO- MyckyaHn cnasMiy, 00ku B repba boku B repda, cmaboct B
CKe/IeTHATA CHCTEMA MycKynauTe’, apTpanrua, GOnky B
n chenHMuTEIHaTa  [HecTu KpaiHUIInTE
ThKAH ApTpanria, 60AKH B KpaHHULNTE,

cnaboct B Myckymnure’
Hapymienns na YecTH
OnOpennTe 1 BnOpeyna HeROCTaThUHOCT
NMHKOYHHTE MHbTHILA
O6mu napymenust 1 |MHOro 4ectu Yectu
eexTH Ha MAcTOTO  (YMOpa, acTeHna’, nepudepen 0Tk, Hupexcna®, acrenun’, ymopa
HA NPHJIOKEHHe rpufionogodHo 3abonsgaHe

(BK/MOYHUTEAHO TIUPEKCHA, Kalnuua)

Hecru
Brpucane

~ Bure cuio Tovka 4.8 ,,Onucanue Ha W30paHy HeXeNaHK peaxuun™
* Hexxenanmn ch0uTus, cho6IIEHH KaTO CEPHO3HN B KANHAYHK U3MKTBAHMS HA MAHTCIHOKICTLYCH TUMPOM
ANropUTHM, TIPHIOKEH 38 MAHTCTHOKIETHLYEH JIHMPOM:
. Koutponupano npoyusane ¢asa Il na madTenHokneTsEUCH TMMGpOM
0 BeHuKkH BBIHUKBALIH 110 BPeME HA TEICHUETO HEeKETaH! ChOUTHA TIpH = 5% OT MAaUHEHTHTEC B PaMOTO
Ha NeHATWAOMNA U Hall-manko 2% pasnHka B CEOTHOLWEHHETO MEKAY PAMOTO Ha JJCHATHIOMWA H
KOHTPOJHOTO paMo
o BCHYKY BBEIHMKBALLH 110 BPEME HA NEYESHHUETO HEeXeNaHu ¢p0uTHg ot cTeneH 3 uny 4 nipu = 1% ot
NaUHeHTUTE B pAMOTO HA JISHANMMAOMK] W Hali-Manko 1,0% paznuka B CROTHOIIEHHETO MEXKIY PAMOTO HA
JACHATMAOMMJL H KOHTPOJJHOTO PAMO
0 Beyuku BB3HMKBAILY MO BPeME Ha NEYEHHETO HexesTaHu ChOUTHA npu > 1% or nauyeHTUTe B pamoTo
Ha JIeHAMHAOMHUA U HaH-Maiko 1,0% paznuka B CLOTHOIIEHMETO MEKTY PaMOTO HA NCHATMAOMU I U
KOHTPOJIHOTO paMo
. Hpoyuraue daza Il na manrennokne tbyeH aum@oM ¢ ¢aHO pamo
0 Beuuky BB3HMKBAILY O BPEME HA NICUCHUETO HExeRauu cubuTHA npn > 5% ot nauueHThTe
0 BCHuky BR3HMKBALIY [10 BPEME HA ICYSHUETO HEWKEnanu ¢uOnuTs ot crenett 3 wid 4, cbobIIeH NpK 2-
Ma WIH NoBeUe MayvueHTH
0 Bervku BRIHMKRALIM IO BPEME HA JIEUYEHUETO CEPHO3HKM HEXENAHU cbOUTHS, CbOOLIEHH pU 2-Ma WK
[I0RCYE NALHSHTH

Pestome 6 mabnuien eud 3a kombuHupana mepanud npu O
CnenHata Tabnrua e cheTaBeHa OT JaHHM, CHOpaHHU 10 BpeMe Ha OCHOBHHTE npoyusanus (NHL-007 n
NHL-008), B xouTo npy nauueHTH ¢ GoNuKyIapeH AUMPOM, e U3MOT3BaH JICHATHIOMHUS B
KOMOHHALHA ¢ pHTYKCHMaD. :
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Taénnua 5. HJIP, ¢Lo0MIeHH B KIKHUYHHTE H3INHTBAHKSA NPH NALMEHTH ¢ (POIHKYJIAPEH
JAAMPOM, JJeKYBAHH ¢ JICHATHAOMHA B KOMOHHAHSA ¢ pHTYKCHMA0

Crcremo-opranen
knac/Ilpeanounran
TePMHUH

Benuxkn HJIP/YecToTa

HJIP ot 3—4 crenen/ecToTa

Hagexnnu n

MHuoro JyecTH

YecTH

nhdecTanuu Hudekuns Ha ropHATE IHXATEITHU [Muermonua’, cencuc’, Genonpobua

MIbTHUIA HHQEKUUA, OPOHXHT,
rACTPOSHTEPUT, CHHY3HT,

Yectu MHpCKINA Ha MHKOYHUTE [TBTHLIA,
[THeBMOHUA®, TpHMN, GPOHXMUT, nenynut’
CUHYIHT, HHGIEKIIHA HA THKOYHHUTE
W THILE

Heonnazmm — MHoro gecTn Yectu

AofpoxavecTEe N, AKTHBHpaHe Ha TyMopa BasanuokneTbyeH kapUHHOM ™

3/1I0KAYEeCTREHH H
HeompeneeHH (BKI.
KHCTH B NOJHIIN)

YectH
CxBaMO3HOKNETHYEH KAPLUMHOM Ha
Koxara’™t

Hapymenust Ha
KpbETa B iumpHaTa
cHcreMa

MHoOTro Yectu

Heytponenua™’, anemus®,
TPOMOOLIUTONEHUA”, TEBKOIEHUA
JMumponesus™

MHaro yectu
Heyrponenua™’

Hectu

Anemus’, TpoMBOHHTONEHH,
¢ebpunHa HeyTponeHus’,
NAHUMTOIEHU, JICBKONIEHHA
numponeHus

Hapyulennsn na
MeTalfoIH3Ma U

Muoro yecTu
TToHMKEH AIIeTHT, XUIIOKANHEMESA

Yectu
Hexunparauus, XunepkanuueMu’,

XpaHeHeTo XUMnokanveMud, xumnodocdaremus,
Hectu XUOEPYPUKEMUA
Xunodocparemus, aexuapaTalng
Ilcuxuaen YecT
HAPY W EeHNSA Jenpecus, bescbHue
Hapymenusa Ha | MHOro 4ecTH YectH
HEpPBHATA CHCTEMA ['marobonue, 3aMasHOCT CHHKOTI
Yectu
IeprudepHa ceH30pHa HEBpONIATHA,
NpOMSHA Ha BKyca
Copaeunn Heuecrtu
HApYWeHYUA Aprrmus®
Crpaogu napymenun | Yecru Yectu
XUnoToruA Benoapo6ua embomua”™°,
XUNOTOHHUS
PecnupatopHn, MHOro YecTH Yectu
rpBAHH H Jucoues®, kauivna, Hucnuen®
MeIHACTHHAIHA
HAPYIUCHASA Yectu

Opodapunreanta 601Ka, nucoHus
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Cromamrgo-1peBRH
HapYIICHHUSA

Mmueoro yecry
KopeMna Gonka®, nuapus, 3anex,
rajieHe, NORpbUIAHE, JHCTIENCHA

Yectu
bosika B rOpHATA 4ACT HA KopeMa,
CTOMATHT, CYXOTa B YCTATA

YecTn
Kopemna Gonka’, qnapus, 3anek,
CTOMATHT

Hapyuienuns na Msoro yectu Uectn
KOKaTa H OGpus’, npypuryc O6pus’, NpypUuTYC
NOAKOXKHATA ThKaH
Yectu
Cyxa koxa, HOWHC H3TOTABaHE,
epUTEM
Hapywenns na Muorg yectu Yecru

MYCKYJHOCKEIETHATA
CHCTEMA M
CheIHHUTE/IHATA
TEKAH

MyckynHd cria3mu, §oKa B rapoa,

apTpanrus

YecHt

Bonka B kpafiHUK, MycKyJTHa ¢1aboCT,
MYCKYTHO-CKeJieTHa Qoska, MHaIr 14,

OoJiKa BBB BpaTa

Myckynua cnaboct, 60nxa BB
BpaTa

Hapymennn na
OnOpennTe H
NHKOYHHTE NBTHING

Hectu |
Octpo Gu6peuno yBpexaaHe’

O0uwun HapymeHnsa n
epeKTH HA MACTOTO
HAa UPHAOKEHHE

Manoro yectn

[Tupekcusd, ymopa, acTeHu,
nepudepeH 0ToK

Hectn

HepaznonoxeHue, CTyJeHH TPBIKU

Yectu
YMopa, acTeHus

Hicieapanusg

Mpuoro yecTn
IToBHineHa amaHud
aMHHOTpaHchepasza

YectH
IonrnxeHo Terio, NoBUIIEH
OunupyOHH B KpBETA

"B, TOuk3 4.8 OnucaHne Ha M30paHY HEXENAHH NEKAPCTBEHH Deakl|HH

ANropuThM, NpYROKEH 3a GONKKY NapeH nUMPoM.

KoHTponupano minuTBane ¢aza 3.

o  NHL-007 HJIP- Beryki Bp3HMKBALIN NIO BPEME HA eyeHueTo HexenanH cubutha (HC) npu = 5.0% ot
NALREHTITE B paMOTO HA NeHanUAoMuL/prTYKCcaMal u ¢ Halt-manko 2,0% no-Bicoka dectota (%) B paMmoTo Ha
NEHAAWIOMKA B CPABHEHHE ¢ XORTponHoTo pamo (Tlomynauws 3a GezonacyocT)

o  NHL-007 HJTP c1. 3/4 - Bovuku BeIHAKBALLK Mo gpeme Ha tevedneto HC ot crenen 3 sam crenen 4 npn waii-
Manko 1,0% 0T NaudeHTHTE B paMOTO Ha NEHANUAOMNA/ PUTYKCAMA0 4 ¢ Hafi-manko 1,0% no-sHcoKa YECTOTA B
PAMOTO HA NEHANUAOMUI B CPABHEHHE € KOHTPGAHOTE paMo (Tlonynallie 32 Be30nacHOCT)

o  NHL-007 Cepuoznu HJIP- Bouuky ceprosHi Bu3iHKRaImM 1o speme Ha neueaveto HC npu nalt-manko 1,0%
[IAIHEHTHTE B PAMOTO HA TRHATHICMUT/ PHTYKCHMaE w ¢ Hal-manko 1,0% no-BHcoKa 9ecToTa B PAMOTO Ha
NeHATHAOMUA/ PHTY KCHMAD B CpaBHEHNE ¢ KOHTponHoeTO pamo (TTormy naupa 3a GezonacHoct) ®JT w3nuTBaKC

a3za 3 c ezuo pamo:

0 NHL-008 HJIP- Bcuuky BLIHUKBALTYN 0 BpEME HA NEUSHWETO HEwKeAaHn cebntug nph = 5,0% ot

NaUHEHTHTE

s  NHL-008 HJTP cT. 3/4 - BeHuKH BL3HHKRALLN (10 RPEME HA NeUeHUETO Hexenauu culuTna ot ctenew 3/4,
ceobu@san npi = 1,0% o1 naunewTHTe

®  NHL-008 Cepuosru HIIP- BcRiKM cEpHO3HH BB3HUKBALLW N0 BPeMe HA ICUEHHUETO HeXenann cabunm, crobi,

npu = 1,0% oT nalmeHTHTE

"Hexenanu ¢bONTHA, CHOOLWESHH KATO CEPHUOIHN NPN KNHHWYHA WANKTBAHHA (1P donukynapeH nuMpom

“Kacas camo ceprH0O3HH HEXENaHU NEKAPCTREHN PEAKIIN
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" ,O6pus” Braroysa [T o6puB 1 Makynonamy rosed o6pns
" Jlesxoneuns” axmouna [T neskonenya v noumwken Gpoii (a Genuie KpsBHR KIETKH
v Jhmdonenns” exiovpa [1T numdonenna u noHmreH 6poii Ha numbouHTHTe

Pesiome 8 mabauyen 8U0 Ha HENCEAAHUME PeaKyuy cied nyCkanemo Ha Ha3apa

OcpeH NoCcoOYeHHUTE NO-rope HEXKEHAHH PeakUHH, ITPOABSHH IIPpH OCHOBHUTC KIIHHHYHA W3NTHTBAHHI,
clieaHaTa Tabmuua ¢ CwCTaBeHa oOT JaHHH, TTOIYUCHH CNICH ITYCKAHETO Ha I1a3apa.

Tadoauua 6. HJIP, coofimenu o1 ynorpebara ciex nyckaHe Ha Ra3apa NpH NAaNUCHTH, JeKYRaHN

C JCHAJIHUIOMM I

Cucremo-opranen
knac/Ilpexnouynran
TEPMHUH

Benuky HIIP/HecToTa

HJIP Crenen 3-4/YecroTa

Hudexuun n
HudecTannu

C ueu3BeCTHA YecToTa

Bupycay unpexnny, BKIHYHTEIHO
XEpIriec 36CTep H peakKTHBHPAHE HA BUPYCa
Ha xenarur B

C HeM3BEeCTHA YECTOTA
BupycHn undexunu,
BKJIIOUUTEITHO XEpIec 30¢Tep U
peaKkTHBMpaHe Ha BHpyca Ha
xenatut B

Heonaasmu —
no0poKatecTBEHH,
3MOKAYECTBEHR H
Heonpeielend (BRI,
KHCTH H NNOJHIIH)

Penxu
CHHIpoM Ha TYMOPEH pa3nal

Hapyuwienua na

C HEW3RECTHA 4eCTOTa

UMYHHATA CUCTEMA

AnaduIakTUYHa peakiua”

C HeM3BECTHA Y4eCToTA
OTXBBp/ISHE Ha TPARCIUIAHTHPAH CONUACH
oprad

KpbeTa K auMbnara [[Tpunodura xemodunus
CHCTEMA
Hapyuienns Ha Peaxu Penku

AHaHIaKTHYHa peaxnpa”

Hapymenus na Hectn

EHIOKPHHHATS XHUMepTHPEOHAN3BM

cHCTEMS

PecnupaTopnu, Heuyecty Penku

FPHAHN K benonpobxa xumnepToHus BenonpoOHa xurepToHus
MEIRACTHHANHH

HADYWeHHH C _Hen3BecTHa 4eCToTa

HuTepcTiumaned NHEBMOHUT

Cromamuo-ypeBHN

C HeW3BeCTHA YeCTOTA

TOKCUYSH XENATUT ", [HTOMUTHYEH
XEernaTuT”, XOIecTaTUIEH XelaTuT ,
CMeCeH LIMTOIINTHYEeH/X0necTaTH4ueH
xXenaTtat™

HApYICHHA Ilankpearur, CTOMAIIHO-YPEBHA
nephopanus (B, nepdopatius
Ha AMBEPTUKYJ), HA TBHKOTO U
nebenoto yepBo)™

XenavoOunuapar  {C HeH3BECTHA YECTOTA C HeH3BECTHA UeCTOTa

HAPYIXEHUN Ocrtpa yepHoapobHa HeaocTaTtsuHocT”, 1OcTpa YyepHOapoOHa

HegocTaThuHocT™, TokcudeH
xempatur”

Hapymenua Ha
K0KaTa o
NOAKOKHATA THKaH

HeyectH
AHrHoenem

43

C2-Internal




C2-Internal

Cucremo-opranen |Beuuxn HIP/YectoTa HJIP Crenen 3-4/YecToTa
kiaac/TIpeanounran
TEpMUH

Penaku

CungpoM Ha Stevens-Johnson”,
TOKCHYHA eMUAepMAaITHA
HEeKPOTH33"

C Heu3BECTHA YECTOTA
JleBKOUMTOKIACTHYEH BACKYJIHT,
TeKapCTBCHA PeaKLus C
£03HHO(PHIHA U CHCTEMHEH
CUMIOTOMK"

~ BukTe chito Touka 4.8 ,,OnucaHue Ha w3bpanud HeKENAHN peakiiuu'™

Onucanue Ha H?-GL}aHH HCKCTAHH JICKADCTREHH PeakKLiHH

TepamozeHnocm

JIeHaHOOMHK € CTPYKTYPHO CXOACH Ha TanuAoMuA, TaTuaomMaa € H3IBECTHO TEPATOrCHHO 8KTHBHO
BELIECTBO MpH XOpaTa, KOETO NPUYHHABA TEXKKH )XUBOTO3ACTpallaBally BpoAeHH Mandiopmanuu. [pu
MaiMYHH JISHATTHIOMM/] TPHYHHABA MajihopMaIiuM, Nogo0EHN Ha TE3H, OMHCAHH 3a TATHIOMH]I
(Bak.TOYKA 4.6 W To4Ka 5.3). AKO TeHaNTMIOMH] C€ IpHEMa N0 BpeMe Ha OpEMEHHOCT, NPU Xopara ce
OYaKBa TEPATOrEHEH e(exT.

Heymponenus u mpomboymonenus

HopoauwarsocTHumMpal MyJTHIIEH MUEIOM: TAUHEeHTH, KOUTO ca Ouid noxnoxeHy Ha ATCK,
JNeKYBaHHU ¢ NOIBDKALILO NeUueHue ¢ NeHaauaIoOMH

Ilongepexauioro neueHue ¢ neHanngoMun cned ATCK ce cebp3Ba ¢ 1o-BUCOKa YECTOTA HA
HEYTpONEeHNA cTeneH 4 B CpaBHEHUE ¢ MIOAIBPKALI0 NpUnokKenue Ha miauedo (croreTHO 32,1%
cnpamo 26,7% (16,1% copamo 1,8% cnen sanouysane Ha noaaspxaio nevyerue) npu CALGB 100104
H 16,4% cnpamo ¢,7% npu IFM 2005-02). Cebp3aHM ¢ JIeueHHETO HEXEIann chOUTHA MPH
HEYTPONEH!, KOUTO BOJAT 0 NIPEeKPaTaBaHe Ha JICHATWIOMHUI, Ca TOKIIAJABAHU CHOTBETHO B 2,2% OT
nauuentute B CALGRB 100104 u 2,4% otr nauuentute B [FM 2005-02. Crobiena e HeyTponeHus 4
CTETEH Npy MoA00HH YeCTOTH B paMeHAaTa ¢ NOAIbpKaLla TEpanua ¢ NEHAIHAOMUII B CpaBHEHUE C
paMeHaTa ¢ noAabpXKalla Tepanud ¢ wianedo B geere u3nuTBaHua (0,4% cpemy 0,5% (0,4% cpeiny
0,5% cnen 3anouraneTo Ha noanepxkawara tepanun) npu CALGB 100104 u 0,3% cpeury 0%
crotseTHo npu IFM 2005-02).

[Topabpaxkaworo neuenue ¢ neHanuaomua ciaen ATCK ce cpbp3Ba ¢ Mo-BUCOKA YECTOTA Ha
TPOMOOUIMTOTICHHA CTeneH 3 WK 4 B CpaBHEHUE C MOAABPKAWIO NPUAMKEHNE Ha miaLedo (CbOTBETHO
37,5% crpamo 30,3% (17,9% cnpamo 4,1% cnen 3anouBande Ha noaabpxaino neyenue) npu CALGB
100104 u 13 ,0% cnpamo 2,9% upu IFM 2005-02).

HOBGQH&FHOCTHQHQ&H MYNTHIINEH MHUHCTOM: MALHCHTH, KOHTO HC ca NOAXOAANIH 34

TPAHCIUTAHTALNS, MOITYYABAILY TCHATHAOMUI B KOMOHHaHA ¢ 00pTe3oMHD H AEKCAMETa30H
HeyTtponenns crenen 4 ce nabnionasa B pamoto Ha RVd B o-manka crenen, OTKOJIKOTO B

cpasHUTEHOTO pamo HA Rd (2,7% cnpamo 5,9%) B npoyusanero SWOG SU777. @ebpunna
HeyTponeHua crenel 4 ce ¢cpoblasa ¢bC CXOAHK YecTOTH B pamore Ha RVd u pamoTo Ha Rd (0,0%
cnpsamo 0,4%).

TpomGouuronenua crened 3 unu 4 ce Habmonasa B paMoTo Ha RVd B no-BUCOKa cTENEH, OTKONKOTO
B cpaBHMTENHOTO pamo Ha Rd (17,2 % cnpamo 9,4%).

HopoaHATHOCTUIHPAH MY ATHIJIEH MUENOM: OAIIMEHTH, KOUTO_HE Ca MOJAXONAIIHN 33
JeKYBaHH ¢ NeHAITHIOMMA B KOMOHHAITHA ¢ JEeKCAMeTa30H
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KoMGuHamysTa OT JeHATHAOMMA € JeKCAMETa30H IIPK MALMEeHTH C HOBOAMArHOCTHIIMPAH MYJITHILICH
MHEJIOM Ce aCOUMMpPa ¢ fo-peaKy CIyuad Ha HeyTponeHns 4 crener (8,5% npu Rd n Rd18 B
cpapuenne ¢ MPT (15%)). Habmonapanu ca HeYeCTH enyu3onu Ha QpeOprunHa HeyTponeHus 4 cTeneH
(0,6% npu Rd u Rd18 B cpaBuerue ¢ 0,7% npu MPT),

KoMOuHaUMATa OT ICHANMHAOMHR C AeKCAMETA30H NPH NAUHEHTH ¢ HOBOAWATHOCTHUUPAH MYIITUILIEH
MUEIIOM C€ ACOLMUPA ¢ MO-PeIKM ciiydan Ha TpomOomuToneHud 3 u 4 crened (8,1% npu Rd u Rd18) B
cpashenue ¢ MPT (11,1%).

HoBoanarHocTHIMPAH MYJSTUILIEH MUEIOM: DaUWEHTH, KOWTO HE A MTOAXOAIIN 33 TPaHCIAAHTALLMS,
NIeKyBaHU ¢ ieHATWIOMHU B KOMOKHAIHA ¢ MendaiaH | NpeHU3oH

KomOuHanuaTa OT NeHATUAOMHUL ¢ Mendanad U NpeaHU30H NPH NALKEHTH ¢ HOBOBHUATHOCTALUPAH
MYJITHIUIEH MHEIOM CC 8COLUHPA C NO-YECTH clTy4an Ha neytponenus 4 crenet (34,1% npn
MPR+R/MPR+p) B cpaeHenue ¢ MPp+p (7,8%). Habmonaeana e nosuilieHa 4yectoTa Ha (eOpHiHa
Heytponenus ot 4 crenen (1,7% npyu MPR+R/MPR+p B ¢pasnense ¢ 0,0% npu MPp+p).

KoMOuHALMSTA OT JISHANMIOMKBI ¢ Men(aliad U IPeNHU30H NpH NallMeHTH ¢ HOBOAMATHOCTHUIIHPAH
MYJITUINICH MHENOM ¢€ ACOLIKMpa C NO-9eCTH cilyyan Ha TpomOouutonenus 3 u 4 crened (40,4% npu
MPR+R/MPR+p) B cpagHerune ¢ MPp+p (13,7%).

MynTHnjged MUEAOM: NAUKMERTH ¢ MOHE £1HA APeAX0KAala Tepanis
KoMOHHauMATa OT JIeHAIMAOMUNA ¢ DeKCaMEeTa30H MPH NAaUUeHTH ¢ MYJITHIINEH MHUEIIOM C€ AcOUHUpa ¢

Mo-4ecTH CJIy4aM Ha HeyTponeHus 4 creneH (5,1% npy NaUHEHTUTE, JNEKYBAHM C
NeHanMAoMH L/ AgKcaMeTasoH, B cpaBHenue ¢ 0,6% npu naluneHTHTE, NEKyBaHH C
nnauebo/nekcameraszon). Habmonapann ca HedecTd enu3ou Ha dpeGpunHa HeyTpolleHHs 4 cTerneH
(0,6% npy nauneHTH, TEKYBAHH C JICHAARIOMUA/ AeKcameTasoH, B cpasHenye ¢ 0,0% npu nanveHTH,
IeKYBaHy ¢ MIanedo/IekcaMeTa3oH).

KomOuBaumsaTa oT NeHannaoMua ¢ JeKCaMeTa30H MpH NaUKeHTH ¢ MYNATHIUIEE MHEJIOM CE ACOIMUpa C
no-4ecTy ciiyyau Ha TpoMOouuToneHns 3 u 4 creneH (cpoTseTHO 9,9% u 1,4% tpu nauueHTH,
REKYBaHH ¢ NEHANWIOMHEA/ AexcameTason, B cpasHeHte ¢ 2,3% u 0,0% npu nalmeHTHTE, NEKYBAHH ¢
nnaneto/ 1excameTa3on).

[TalWeHTH ¢ MUEIOAUCITACTHUHH CHHAPOMH
T1pu nanneHTUTE ¢ MHEIOAMCIUIACTAMHY CHHAPOMH JICHANTMAOMHE/ C€ CRBP3Ba C M0-BHCOKA UECTOTA

Ha crened 3 Wiy 4 HeyTponeHus (74,6% npu NauueHTHTE, NEKYBaHU C JICHAIUIOMHU, B CPDABHEHHUE C
14,9% nipu nauuenTuTe Ha ntauedo B mpoyusaHeto ¢aza (1), Habnrogasanu ca enu3oiu Ha
¢ebpwina neyTponenus 3 uau 4 crenel (2,2% npy NauyeHTH, JeKyBaHH ¢ IEHATMA0OMHL, B
cpasHeHue ¢ 0,0% npu maumMeHTH, 1eKyBaHU ¢ Ianedo). JleHanunoMul ce acoluupa ¢ no-yecTH
Ciy4au Ha TpoMOounToneHnd 3 uaM 4 crened (37% npyu nanuueHTHTE, TIeKyBaHU C JeHANUAOMHUI, B
cpapHeHue ¢ §,5% npH HauHeHTUTE, ICKYBaHH ¢ auebo B nipoy4eanero $aza IIl).

. [lanyesTy ¢ MAHTETHOKTETBYEH THM{OM

[Tpu nasgueHTHTE C MAHTENHOKJIETEYEH TUMGBOM JIEHANIMAOMKS c€ ACOLMHUPaA C NO-BUCOKA YECTOTA Ha
crenel 3 win 4 HeyTponeHus (43,7% NpH NaUHEHTUTE, NEKYBAHH C JICHATHAOMHE/I, B CPABHEHHE C
33,7% np# nawHCHTHTE B KOHTPOJIHOTO paMo B IpoyuBaHero (paza I1). Habnronapauw ca enuzonn Ha
(ebpunna HeyTponeHun 3 unu 4 crened npu 6,0% OT NaUHEHTUTE, NEKYBAHU C JICHANIWIOMH, B
cpaBHEHUE C 2,4% npy NALMEHTUTE B KOHTPOJIHOTO paMmo.

IlauuenTy ¢ boankynapeH JuMpom

KoMOuHanuaTa Ha IeHaTUIOMUT ¢ PUTYKCHMA0 npH pondKymapeH TuM{§poM ce cBbp3Ba C Mo-BACOKa
4eCTOTa HA HEYTPOIEHUs oT cTened 3 unu creneH 4 (50,7% Ipu NANHEHTUTS, NEKYBAHU C
NEHAMHAOMHUI/ PUTYKCHMAD, B cpaBHeHue ¢ 12,2% nipH nauyeHTuTE, NeKyBaHH C
mnauedo/putykcumad). Boduky cnyvay Ha HEYTponeHuA o1 cTeneH 3 uiu 4 ca obparuMu
MOCPEACTBOM BpeMEeHHO NPEKbCBAaHE HIIM RAMAIABAHE Ha 403aTa H/HIIH NOAABPKALLO JieHe

¢ nnauebo/purykcumat).
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JlenanuaomMua B koMOUHALIMA ¢ PUTYKCHMA0 CE& CEBP3BA U C MO-BHCOKA Y€CTOTA HA TPOMOOIIUTOMEHHS
oT cTrened 3 und 4 (1,4% upu nauuenrtvre, JJEKyBaHH C IEHATTUIOMHU/ PHTY kcHMal, B cpapHerue ¢ 0%
PU NAUHEHTHTE, TEKyBaHH ¢ nualeGo/pUTYKCUMal).

Bernozer mpomooembonuzom

Iosmumen puck ot JIBT u BE ce cBpp3pa ¢ ynoTtpedara Ha KOMOMHALIKMA OT JICHATHAOMHUS €
JIEKCaMEeTA30H NIPY NMAUHEHTH ¢ MYITUIUIEH MUETIOM H B MO-MAJIKA CTENEH NPH NaHeHTH, IEKYBAHM C
JEHANKAOMI B KOMOWHAUMA ¢ MEN(anaH W NpeAHU30H, WM IPH NMALNESHTH C MYNTUIUICH MHENIOM,
MUENOAVCIINACTUYHN CHHAPOMUN MAHTEITHOKNETHYECH TUM(OM, JIeKY BaHK C MOHOTEpaNHs ¢
neHamAoMua (BX. Touka 4.5). EqHOBpeMEHHOTO NpHeMaHe HA EPUTPONOETHYHY ATEHTH HITH
npenxoxaaima asamyesa ot BT moxe cbLilo Aa yBenuud TPOMOOTHYHUS PUCK MPH T€3H MAHEHTH.

Hndaprem na muoxapda

Hudapkt Ha Mrokapia € choliien UpH nauueHTH, oAy Yapaluy JeHaIua0MHl, Hali-geue Npu Te3u ¢
H3BCCTHH PHCKOBH QaKTopH.

XeMOpazuyHi HapyviieHus

XeMOparmuHUTe HapyLIeHHs ca JaAeHH N0 HAKOJIKO CHCTEMO-0praiHai kiacose: Hapyinenus va
KPBBTA W TMM(HATA CHCTEMA; HAPYIUCHUS HA HEPBHATA CUCTEMA (MHTPAKPAHUAICH KPBHBOH3/INB);
PECTIUPATOPHH, IPBAHNA ¥ MEAWACTUHAIIHYA HapyIIeHHS (€MHCTaKCHC); CTOMAIHO-YPEBHY HAPYIUCHHA
(KbpBeHe OT BeHUUTE, XeMOPOKACH KPBBOU3IIUB, PEKTANCH KPBBOU3INE); HAPYIIEHHA Ha 6n0OpeuTe n
NMUKOYHHUTE MBTHINA (XEMATYPHSA ); HApAHABAHHA, OTPABAHUA H YCIO0MHEHHA, BE3IHUKHAIH B PE3yJITaT
HA HHTEPBEHUMH (KOHTY31H) H CHAOBH HAPYWIEHHA (EKXHMO3a).

Anepeuyni pearyu 4 Medckt KO¥CHU peakyul

Crof1uaBaT ce ¢Iyyad Ha AIeprudHM PeaKkLUyh , BKIIOYUTETHO aHrHOeAeM, aHa@UIakTHYHA peakuus |
TEKKU KOXKHI peaknn, BKmouuteNHo SJS, TEN u DRESS, npu ynotpebara Ha neHanugpomun. B
MUTEpaTypaTa ce choOIuARa 33 BR3MOXKHA KPbCTOCAHA PEAKIHA MEXKIY NCHATHAOMUA ¥ TANTHMIOMHU. |
IlaumeHTH ¢ agamMHe3a 3a TeXXbK 0OpPHUB, CBBP3aH C JieyeHWe ¢ TaNHAOMU, He TpAOBa 1A NMOMyYaBaT
neHannaoMun (Bx. Touka 4.4),

Bmopu nvpsurty 310Kquecmeen 3a60186GHUR
*B KABHHYHA W3IHTBAHHA HA JIEKYBaHM OPean TOBA NALMEHTH ¢ MHEJIOM C

NeHann oMU/ 1eKCAMEeTa30H B CPpaBHCHHUC C KOHTPOINUTE, BKIHOYBALIHN IIABHO 0aza/IHOKIIEThYER WIH
CKBAMO3ZHOK/ICTRYCH PaK Ha KOXaATa.

Ocmpa MueagQuoHa aesremust

MyITuniieH MUenom

Crnyyan Ha OMJI ce HAOMOZABAT B KIMHUUHKTE H3NWTBAHHA TIPH HOBOAHATHOCTHIHPAH MyATHIVIEH
MUENIOM TMPH NMALMEHTH, IPOBEK ALY JIEYEHHE ¢ JICHANTHIOMAI B KOMOUHALHA ¢ Mendartal, uH
Henocpeacreeno cien BAM/ATCK (Bx. Touka 4.4). Tosa nosutienue He ce HaOmogaBa B KTHHHYHH
W3MUTBAHKA Ha HOBOAHART HOCTHLHPAH MY NTHIVIEH MHEJIOM NPH NALPEHTN, IIPHEeMAlly NeHANHIOMH, B
KOMOHHAUUA ¢ JeKCaMeTa30H, B CPABHEHHE € TANUAOMUI B KOMOUHALNS © Men(anaH ¥ NMpeaHu3oH.

MuenoaucnacTHYHU CUHAPOMU

[IpoMEHNMBUTE HA H3XOAHO HABO, BKITHOYBALIN KOMIUIEKCHA HMTOTEHETHKA U MyTaluua Ha TPS3, ce
CBLP3BaT ¢ uporpecus no OMJI npu mauneHTH, KOUTO ca TPpaHChY3INOHHO3ZABUCUMN M UMAT
aHOMANUATA aeneua Sq (BK. Todka 4.4). M3qdcneHuaT Z2-roqMuied KyMynaTHBEH PUCK OT Nporpecus
1o OMJI e 13,8% npu naunueHTH ¢ aHOMannATa U30IHpada Aestelius 5q B cpasHenue ¢we 17,3% npu

NMALKEHTH C AeNeudd 5q 1 eAHa SOIBAHUTEHA UHTOreHETHTHAE aHOMAMHA 1 38,6% npy nanyeHTH ¢
KOMITTEKCEH KapUOTHUIL.

B post-hoc aHany3 Ha e1HO KNMHHYHO M3IUTRAHE ¢ ICHANUIOMKA PHY MUETOAUCTLIACTHYHA

CUHIOPOMHY, U3YHCIIeHATAa ABYTOAHLIHA YecTOTa Ha nporpecus 1o OMJL e 27,5% npu [HC-pS3
NONOXUTENHN NaueHTH 1 3,6% npu IHC-pS3 otpuuartennu nauuenty (p = 0,0038). Ipn THC-
MOMIO’KUTENHUTE NalMeHTH ce Habmonasa no-HUCKa YecToTa Ha nporpecust no OMIJT cpen
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[ALHEHTHUTE, KOUTO ca MOCTUrHANK OTFOBOP He3aBHCUMOCT oT TpaHcdysus (HT) (11,1 %) s
CpaBHeHUE C HemocTUurHanure oTrosop (34,8 %).

YepnodpobHu napyweHus

Coobi1aBa ce 3a cleJHHUTE HERETAHH PeaKivK ClIEH MyCKaHETO Ha nasapa (€ HEH3BECTH YecToTa),
0CTpa 4epHOAPOOHA HEAOCTATHYHOCT M X0NecTa3a (M ABeTe ¢ NOTEHUHATHO (aTaleH H3X0n),
TOKCHUYEH XENATHT, UMTOJIMTHUEH XeNaTUT, CMECeH LUTONUTHYEH/XO/IeCTaTHUEH XeNaTHT.

Pabdomuonusa
HabnonaraHu ca peaky cnyyad Ha paGIoMHOIN34, HAKOW OT KOUTO HPH NPpHAArade Ha JeHanuaoMug
CEC CTATHH.

Hapyuwenya ng wpimogudnama Jcaesn
He ca crofiapany clTy4yau Ha XHIIOTUPEOMAU3LM H XUIIEPTUPEONIn3bM (B, Touka 4.4 | Hapyluenus

Ha [HTOBHIHATA AUTe3a”).

Peaxyus wa axmusupare Ha mymMopa u myMop-1u3uc CUHOpoM

B npoyurazero MCL-002 npubnuszntenno 10 % oT nexyBaBMTE C TeHATHAOMU/ NMALUHEHTH [10JTy4aRaT
TFR B cpasHeune ¢ 0 % B KOHTpOnHoTO paMo. MHO3ZKHCTBOTO OT CHOUTUATA BB3HMKBAT B UMKEA 1,
BCHYKHM Ca OLEHEHH KATO CBbLP3aHH C JIEYEHHETO, @ MHOSHHCTROTO OT ChOOIEHHATA €4 32 CTeneH |
v 2, Tlaguenture ¢ sucok MIPI mpy nmocraedne Ha fWarHo3aTa Wik ¢ TYMOpPHa Maca (Hai-Malko
e/[Ha JIe3us, KOATO € > 7 cm B HAl-IBATHS AUAMETBP) HA U3X0HOTO HUBO MOTar ja ca B puck ot TFR.
B npoyuraseto MCL-002 TLS ce cpo0Ilaga nipd e0yH NALHEHT BbB BCAKO OT JBETE paMeHa 34
nedeqre. B nogkpenamoero upoyuysade MCL-001 npubamsntenso 10 % oT nauveHTHTe NoyTyyaBar
TFR; BcuuxH chOOLICHMA €4 3a cTened 1 My 2 1Mo TeXeCT H BCHUKH €8 OLUEHEHH KaTO CBbP3aHH C
JeUeHHeTo. BONMKHCTBOTO OT CHOUTHATA BH3KHUKBAT B LMKBN 1. Hama cxoOieHus 3a TLS B
npoyusaneto MCL-001 (Bx. Touka 4.4).

B npoyusanero NHL-007 TFR ce cwobwapa npu 19/146 (13,0%) ot naumeHTUTE B paMOTO HA
neHanuaoMu/ puTykcuMad cnpaMo 1/148 (0,7%) nauuedtd B paMoTo Ha inaucbo/pHrykcumad.
TToeeueto cayuan Ha TFR (18 ot 19), crobIienu B paMOTO HA NeHaNUAOMMA/pUTYKCHMad, Bb3IHUKBAT
TI0 BpEME Ha ITbpBUTE IBa LIMKBNA Ha ieueHue. EnuH nauueHt ¢ OJI B pamoTo Ha
AeHanuaoMun/puTykcumab nonyuasa TFR cpOuTHE OT CTENeH 3 crnpAMO HHUTO €IUH NAaUUEHT B
pamoTo Ha nnanedo/putykcumald. B npoyusanero NHL-008 7/177 (4,0%) ot maunenture ¢ @JI
nony4asar TFR; (3 cpo0imenus ca crened 1 o TexecT, a 4 ¢ro0LeHHA ca cTelleH 2); KaTo |
cHOOIIEHHE Ce CUUTA 33 CEPHO3HO.

B npoyusanero NHL-007 TLS sw3unxpa npy 2 naimedTn ¢ OJI(1,4%) B paMoTo Ha

NeHANMEOMUA/ pUTYKeuMAal 1 HE BB3HMKBA MTPY HUTO kK NnauuenTtu ¢ PJ1 B pamoTo na
miaue6o/puTYKCUMat; HUTO eAVH OT IBAMATA HaUHEHTH HE € uMan chbutHe oT ctened 3 unn 4. TLS
Bb3HMKBA NMpu 1 manuent ¢ OJI (0,6%) B npoyupanero NHL-008. Tora eAHHNYHO CEOUTHE €
oMpeAcneHo KaTo CeprUo3HA He)KelaHa peakuud oT cTeneH 3. B npoy4sadeTo NHL-007 Buro eaun
TAHHEHT HE Ce HATAra Ja NpeKbCBa TepanuaTa ¢ neHanuaoMun/purykeuMad nopany TER wiu TLS.

CmoMawHO-YpeaHu HAPVUEHNUA

[To BpemMe HA JISUSHHETO C IEHAMIOMU e ChoOIIaBa 32 CTOMAIIHO-YPEeBHH Nephoparuu.
CromaiwHo-upeBHuTe Nepdopallun MOTaT Aa AOBENAT A0 CENTHYHH YCI0KHEHHS U MOTaT fIa Ce
acouuupar ¢ gaTaneH H3IX0A.

Crobuiapae Ha NOAC3UPpAHU HEKETAHW PeaK Uy
ChoBLIaBaHeTo Ha NOSO3UPaHK HeXXeNaHH PEeakLyi Clef paspelmasate 3a yrnorpeda Ha TeKkapcTBEHUA

NPOOYKT € BaxHO. ToBa MO3BONABA NPOALIDKUTEIHO HAGMIOIEHHE HA CHOTHOLIGHHETO MON3a/PUCK 32
AeKapCTReHHA NPoAYKT. OT MeIHIMHCKUTE CNeLMATTHCTH C€ H3KCKBA 1a chboOLIaBaT BCAKA

MOAO3MPaHa HEXKENaHa PeakuHs Ype3 HalHOHAIHATA cUcTeMA 3a chollaBane: MzmbnHuTenHa
areHIMs 110 JiekapcTeaTa yi. . Jlaman I'pyes™ Ne 8, 1303 Codus, Ten.: +359 28903417 y
www.bda.bg
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4.9 Ilpenosupane

Hama crettnduiueH OMUT B ICUCHUETO HA PEAO3UpPAHE Ha JeHATHAOMUS NPY NALHEHTH, BBIIPEKH Ue B
NpOoYyYBaHKUA 33 40308 HUANa30H HAKOM MALMEHTH ca Ounu excnonapany ao 150 mg, a npu
€IHO030BY NPOYYRAHUS HAKOH [AIHKEHTH ca excniodupanu 10 400 mg. Jinmutupalara go3ara
TOKCHYHOCT B T€3H NMPOYYBaHKUA e O1jIa OCHOBHO XEMaTONOrH4YHA. B cly4yail Ha mpelo3upaHe ce
PenopbUBa NOATLPKALIO NEYEHUE.

5. ®OAPMAKOJIOTHYHHU CBOVICTBA

5.1 {dapMakoaIHHAMHYHH CBOHCTBA

(bapMakoTepanesTHyHa rpyia; Jlpyru umyHocynpecantu. ATC xon: LO4AX04.

MexaHu3bM HA DeHCcTRHE

JleHanuooMuJi ce CBbP3Ba AMPEKTHO ¢ uepednoH. Llepebnon e koMnoHeHT Ha KylMuH-RING E3
yOUKBHTHIUTHTA3EH €H3UMEH KOMILICKC, KOHTO BKIIIOYBa CRBPIBAILMA YBpEda Ha
nesokcupubonykiienHopara kucenuna (JIHK) Gentek 1 (damage-binding protein 1, DDB1), kynun
4 {cullin 4, CUL4) u perynatopa Ba xyaunnre | (regulator of cullins 1, Rocl). B xemonoeru4Hu
KNeTKH TCHATHIOMUI, CBBP3BANKH Ce € Lepednon, npueanya cydcTpatnute 6entbum Alolos u
[karos, nuM(poNIHU TPAHCKPUNLMOHHU QaKTOpH; TOBA BOAH A0 TAXHOTO YOUKBHTHHUPAHE M
MOCJICABAIIO pa3rpax/iaHe, KOETO BOAM 0 HPEKU UUTOTOKCUYHI U UMYHOMOOYNATOPHH €hEKTH.

[To-cneunanyo nenanuaoMua MHxXUOUpa nponudepaunaTa U NOBKILIABA aNONTO3aTa HA ONpeIeeHH
XeMOTIOETHY HU TYMOPHH KNETKHU { RKIIIOUHTENHO INazMennTe MM TyMoOpHH KIETKH, TYMOPHUTE
KNeTKH Ha $omukynaped nuMpoM U TE3H ¢ AefelHd Ha XpoMo3oMma 3 ), 3aCH/iBa Meauupatus ot T
KIETKHTE U ecTecTReHUTe KieTku youitun (NK) umynnrer u nosniuasa 6poa Ha NK, Tu NK T

kietkite. [pu MJIC ¢ penenisa 5q NeHaIHAOMHEA CEIEKTHBHO HHXMOHPA KITOHA ¢ AHOMAIIHA, KATO
[TOBHIIIABA ANONTO3aTa HA KNETKUTE € AeNelHs 3q.

Kombunanuara Ha JeHAAMAOMUL U PUTYKCHMa0 NOBUIIABA AHTHTAIO-3aBHCUMATA KIEThUHA

nuToTokcuuHocT (ADCC) 1 qpMpeKkTHaTa anonTo3a Ha TYMOPHHTE KIIETKA Ha (oNUKynapHus
auMQpom.

MexaHH3MBT Ha JefCTBUE HA JICHATHIOMU BKIIIOYBA U ACIIBIHUTEIIHE ZEHCTBHA KaTO
AYTHAHTCHOTEHHHK H [IPOCPUTPOIOETHYHH CBOMCTRA. JIeHanuaoMua HHXxubupa aHrdoreHe3aTa ypes
GrIOKHpaHe Ha MUTPalMATa U anXxe3nara Ha CHAOTEMHUTE KIETKY U POPMAPAHETO Ha MEKPOCHAOBE,
3aCHIIBA MPOAYKUHATaA Ha deTaneH xeMornoGun ot CD34+ xeMaTonoeTUMHNTE CTROIOBH KIIETKH H
HHXHOHpa NpoayKUHATA Ha TporEgIaMaTopar uurokuHy (Hanp. TNF-g ¥ IL-6) oT MOHOLMTHTE.

KnunpyHa epuxacHocT M De30NaCHOCT

EdukacHocTTa 1 0e30MacHoCTTa Ha NeHAIMIOMMU/, ca OLISHEHM B 1IecT npoyyBaHus ¢asa Il npu
HOBOAHATHOCTUIMPAH MYJTHIIIEH MHETIOM U B ABE npoydsanua ¢a3sa [l npu permamsupair
pedpakTepeH MynTUrUieH Muerom, eqno daza I npoyusane u ento dasza Il npoyusate npu
MUESOAUCTLIACTHYHH CHHApOMHY, K eaHo (aza Il npu MauTenHoxneThueH MumboM, n enxo dasa Il1
mmoc egHo ¢asa 1116 npoyurane npu nHXIJL, kakTo e onycaHo no-gomy.

Hosodugzrnocmuyupar MyimunieH Mueiom
[Toganpxallia TEPANKA ¢ NCHATHAOMH MPH MALMEHTH, KOUTO ca Ouiyn noanoxkeHy Ha ATCK
EduxacHoctta 4 Ge300acROCTTa HA HOAABKALIO JeYEHHE C JIeHATMIOMUI € OLICHEHA B [IBE

MHOTOLEHTPOBH, PaHAOMU3UPaHH, OBoiHO-cnenH ¢asa I, ¢ 2 pamena, Napase/IHOrpy OBy, 113
KoHTponupasd npoyusadud; CALGB 100104 u IFM 2005-02.

CALGB 100104
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IMoaxouAumy ca NauveHTH Ha Bb3pacT Mexay 18 u 70 roavnu ¢ axtuseH MM, Hanaralll JIe4YeHHe, H
Oe3 MpeaxofHa Oporpeckn ciled HAYaTHO JISHEHHE.

[ManpenTuTe ca pasAOMH3KpPaHH B choTHOWIeHke 1:1 B pamkuTe Ha 90-100 nnu cnen ATCK 3a
MOATBPKALLO JIEUeHUE WTH C ISHANHAOMUI, Wi ¢ mianedo. [Togappixainara 103a e {0 mg BeAHBX
NHEBHO B IHYU 1-28 B moBTapsiHy ce 28-AHEBHN LMKIH (C MOBHLIARAHE OO 15 Mg BeOIHBX THEBHO CJIE]
3 mecela npH NUICa Ha OrPAHHMYABALIA N033Ta TOKCHYHOCT), KATO IEYSHNETO MPOabLIKasa 10
nporpecusaTa Ha GonecTTa.

[TepBHYHAaTa KpaHa TOUKa 33 e(HKACHOCT B MMPOYUYBaHETO € npexussieMoct 0c3 nporpecus (I1IBH) or
paHAOMH3HPAHETO [I0 AAaTaTa HA MPOTpecHs KIH CMBPT, B 3ABUCHMOCT OT TOBA KOE C€ C/Ty4H ITbPBO; B
NPpOYYBAHETO He € OO0 BB3MOXKHO [1a ce OLEeHH KpailHaTta Touka 3a obia npexussieMoct. 0610 460
naudeHTy ca Ouau pagaoMu3upady;: 231 nauyeHTy HA ICHANUAOMUA Y 229 nauneHTH Ha nuianeoo.
HemMorpadckiuTe ¥ CBBp3aHUTEe ¢ OONECTTa XapakTepUCTHKY ca DanaHCHpaHHu MEXIY [BETE paMeHa.

[TpoygdBaHeTo € pa3clleNieHo cnel Npenopbka Ha KOMUTETA, HA0MONABALL JaHHUTE, CIIEN KaTo €
MpeMHHATa TpaHHLATA 3a [IPEeABAPHUTENTHO IIJIAHKPaHUA MexkAHHEH aHanus Ha [1IBI1. Cnen
pa3cnendBaHEeTO HA MAHEHTHTE B IPYIaTa Ha nnauedo ce paspelllasa Ja IpEeMHUHAT HA JISHATUMAOMH I
npenu mporpecupaHe Ha Gonectra.

Pesynrarure 3a [1BI1 npu pascnenasaHeTo, cnel NpeaBapHTETHO INIAHHPAHUA MEKAUHEH aHANTU3, TPH
M3I10/13BaHE Ha rpaHuyHa gata 17 gekemepH 2009 r. (15,5 Mecewa npocneadasaHe), nokassat 62%
HaMaJICHHE Ha PUCKa OT Hporpecns Ha 3a00/14BaHETO WM CMBPT B M0N3a Ha NeHanuaoMua (HR =
0,38; 95% AU 0,27; 0,54; p < 0,001). Menuanara na o6mara 1611 e 33,9 mecena (95% JIM NE, NE) B
paMoTo Ha JeHanuIoMug cpemry 19,0 mecena (95% I 16,2; 25,6) B pamoto Ha mauebo.

[Tonzara o orHolenue Ha [1BI1 ce nabmoaaea kakTo B noarpynara nauueHTH ¢ [10, Taka ¥ B
NOATPYIIaTa NAUMEeHTH, KOUTo He nocruratr [0,

B tabnuna 7 ca npencTaBeHH pe3yJiTaTUTe 3a MPCYUBAHETO ¢ rpaHryHa garta 1 gespyapu 2016 .

Tabanna 7. PestomMe Ha o0msTe AanHM 34 ¢PUKACHOCT

NenanugomMua [Tnauebo

(N =231) (N =229)
I[1bI1, oueHena o1 M3CIeA0BaATEAA
Menuana® Ha BpeMeTo Ha [1BIL, B Meceun (95% 56,9 (41,9, 71,7) 29,4 (20,7, 35,5)
A
HR [95% JH]°; p-ctoiisocT® 0,61 (0,48, 0,76); < 0,00}
I1bI12¢
Menuana® Ha speMeto Ha IIBI12, B Mmecenu (95% 80,2 (63,3, 101,8) 52,8 (41,3, 64,0)
aN)°
HR [95% JH]¢; p-cToinoct® 0,61 (0,48, 0,78); < 0,001
O01a npexxuBaEmMocT
Meauana® Ha spemero Ha OTT, 8 Meceuu (95% JIH)° 111,0 (1018, NE) 84,2 (71,0, 102,7)
YecToTa Ha 8-roaMinHa npexkupaeMoct, %o (SE) 60,9 (3,78) 44 6 (3,98)
HR [95% JU]*; p-croitroct! 0,61 (0,46, 0,81); < 0,001
Ilpocaeasipane
Menuana’ (MUH, MaKc), MECEIH: BCHUKH NPEXKUBENM 81,20,0, 119.8) 81,0 (4,1, 119,5)
MaiHeHTH

JH = noeeputeney uarepsan; HR = koedHUMEHT Ha pucKa; Make = MAKCUMYM; MHH = MUHWUMYM; NE =He e
onpeaencuo; Ol = o6wa npexupsemoct; HBI1 = npesxxkupaemoct 6€3 nporpecus;

*MeauaHara € Ha 0a3a onpenensne no Kaplan-Meier.

b 95% JTH 3a meamaHara.

¢ Ha 6azara Ha Mogena Ha CoX 3a NpONopLUHOHaIHOCT Ha PHCKA, CPABHABALL PUCKOBUTE (PYHKIUH, CBBP3
IOCOYSHWUTE PaMEHa Ha NEUYCHUE,

d p-croitnoctra € Ha Hazara Ha HecTparuduuupan log-rank TeCT Ha PA3TMKHTE B KpUBHTE Ha Kaplan-
MEK Y NOCOUSHHMTE paMEHa Ha JiedeHHe.
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* ExcrutoparopHa kpaiiva touka (ITbI12). Jienanunomuz, nonyueH ot y4aCTHHLHMTES B paMoTO Ha nnauedo,
RPEMHUHANH KBM aKTHBHO JICUCHHE CISA PA3CIensIBaHETO, He Ce CUMTA 3 JICUEHHE OT BTOPA JIMHKA.

f Meauana Ha npocneaapaneto cief ATCK 3a BeuuKH NPexXMBETH YUACTHHIIN.

Ipasnuu 3a nanaurte: 17 gexemapu 2009 r. n 1 derpyapu 2016 1.

IFM 2005-02

Ilooxoasiqu ca natMeHTH Ha BB3PacT < 65 roAVHU Npy AUArHOCTHLHPaHeTO, mognoxkeHd Ha ATCK u
MOCTUIHAMY MOHE cTadKieH TepaneBTHMEH OTrOBOP KbM MOMEHTA Ha XeMaTOJOrNYHO
BBICTAHOBABAHE. [lALHEHTHTE ca paHAOMUHIUPaRU B ChOTHOWEHHE 1:] 33 nogabpKal{o JJeYeHHe WIH
C JIEHATMAOMHUIL, WM ¢ mnauedo (10 mg BeaHbx AHERHO B AHH 1-28 HA noBTapsAmiH ce 28-1HeBHU
LMK/ C [IOBHIIEHKE O0 15 mg BEAHBX AHEBHO Cliel 3 Mecella NPKX OTCHCTBUE Ha OrpaHUYaBalia
J103aTa TOKCMYHOCT) clien 2 Kypca Ha KOHCOJTUOauus ¢ neHanuoomun (25 mg/nex, nuu 1-21 ot
28-gHeBeH HHKD). JIeUEHHETO € ClIeARaNo a NpOALIDKK A0 TIporpecusi Ha 3abongBaHeTo.

[TepruyHATA KpaliHa TOYKa 33 epuracHOCT B npoyusaHeto € IIBI1 ot paHooMu3npaseTo o JaraTa Ha
IPOrpecus WIH CMBbPT, B 3aBHCUMOCT OT TOBA KO€ CE CITy4M IILPBO; B IPOYUBAHETO He ¢ Ouno
BBIMMKHO Aa ¢& OUeHH kpalHaTa Todka 32 oOLla npexxuBaemMocT. Q0o 614 nmauueHtH ca 6unn
panaoMu3upad: 307 maguenTy Ha neHannaoomug v 307 nauveHTH Ha ruiane6o.

[IpoyuBaHeTO ¢ pa3crenieHo CAex IMpenopbka Ha KOMUTETa, HABMIO AaBal JAHHUTE, ClIel KATO €
NpeMUHaTa FPAaHMLATA 3a [PeABapPUTENHO UIaHupaHusa MexxanreH aHanu3 Ha [IBIT. Cnen
pasciensiBaHETO Ha MAaLHEHTHTE B rPpynara Ha Mnauebo He ce pa3pelliaBa Ja IPEMUHAT HA TEPAIIUA ©
NEeHATUOOMUA NpedH NporpecupaHe Ha Goaecrra. PaMoTo Ha neHATHIOMWI CTIMPA JICUEHUETO, KATO

NpoakTHBHA MAPKA 3a OC30IACHOCT, CNIEA KaTO € YCTAKOBEHO HapyIlaBaHe Ha OanaHca Ha BI133 (Bxk.
Toudka 4.4). |

Pesynrature 3a I1BI1 npu pascnenaBaHeTo, CNEA NPECARAPHTENHO [TAHHPAHHA MEKIHHEH aHAJIH3, TIpY
H3M0J13Bale Ha rpaHndHa aata 7 onu 2010 r. (31,4 meceua npocneasapane), nokasear 48% namaneuune
Ha pUCKa OT Nporpecud Ha 3a00/9BaseTO KM CMEBEPT B nomsa Ha nenamyoomua (HR = 0,52; 95% AU
0,41; 0,66; p <0,001). Menuanata na obmara [1BI1 e 40,1 meceua (95% AU 35,7, 42.4) B pamoTo Ha
ne”anuaoMun cpeury 22,8 meceua (95% I 20,7; 27.4) B pamoTo Ha nuaneso.

[Ton3ata no ornotenue Ha [1bll ce Habmoaaga kakTo B moArpynara nauuentd ¢ [10, Taka 4 B
IOArpynaTa ManueHTu, KouTo He mocturat 110,

Axtyanmupanara [IbI1, npu rpaununa nara 1 pespyapu 2016 r. (96,7 Mecena npocnensisaue)
NpOoJBLIDKABA [1a OKa3Ba npeauMcTBo no otHowenue Ha I16I1: HR = 0,57 (95% 11 0,47; 0,68; p <
0,001). Meauanata Ha o6oiara [1BI1 e 44,4 mecena (39,6% 52,0) B paMOTO Ha ICHATUAOMHUI CPeLLY
23,8 meceua (95% JIU 21,2; 27,3) B pamoto Ha nnauedo. 3a [TBI12, nabmonasannat HR e 0,80 (95%
1 0,66; 0,98; p = 0,026) 3a nenamuaomua cnpamo miauedo. Mennanara na obmara ITBI12 e 69,9
mecera (95% JIA 58,1, 80,0) 8 paMoTo Ha neHanynoMup cpeury 58,4 mecena (95% U 51,1; 65,0) B
paMoTo Ha wane6o. 3a OIl, nabmoaasanuat HR e 0,90; (95% i 0,72; 1,13; p=0,355) 3a
NeBANAIOMHI cpamMo 1aueto. Menuvarnara Ha BpemeTo Ha ofIara npexkusseMoctT € 105,9 Meceua
(95% U 88,8, NE) B pamoTto Ha neHanmnpoMun cpeury 88,1 mecena (95% I 80.7; 108.4) 8 paMoTo
Ha raueo.

JlenanumoMmua B KOMOMHALIMS ¢ OopTezoMud U AexcaMeTa30H NPH NaluMeHTH, KOUTO He ¢a
NOAXOAS M 33 TPAHCINAHTAIIMA HA CTBOOBH KNETKH

[IpoyuBanero SWOG S0777 ouenssa nobasakeTo Ha BopTezoMUD KbM OCHOBA OT JICHANIMAOMMA U
ACKCamMeTa’0H KaTo HayallHo JieYeHHe, NOCeABAHO OT NPOILIDKUTENHO NpHnoxeHue Ha Rd no
porpecus Ha 3a00/ABaHETO, IPH NAUMERTH C HEJEKYBAH A0 MOMEHTa MyNTUIDIEH MUEJIOM, KOUTO
HITH He ca NOJX0J8IIH 32 TPaHCIUIAHTalHUA, WaM ¢ TOAXOAAIWIM 3a TpAaHCIUIaHTauKs, 0e3 oa ce
MPeABIKAA HETIOCPEACTBEHA TPAHCITAHTALHA,

IlaupgeHTHTE B paMOTO HA eHAMAOMUL, BopTesoMul u nekcamerason (RVd) nomyuapat
NEHATHOOMHUA 25 mg/neH nepopaiHo B AuuTe 1-14, HHTpaBeHo3Ro Gopresomub 1,3 mg/m?
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4, 8 u 11 u gexcameraszon 20 mg/nen nepopanyo B anure 1,2, 4,5, 8,9, 11 11 12 ot noprapauiu ce 2 1 -
JHEBHH LUMKIH B NPOIBIKEHHE HA MAKCUMYM oceM 21-AHeBHH MKbaa (24 cenmuun). IagueHTuTte B
pPaMoTO Ha NeHaNHAOMKA U aekcaMerasoH (Rd) momyuasat neHannaoMua 25 mg/neH nepopanso 8
auute 1-21 1 nekcamerazoH 40 mg/aer nepopanto B guute 1, 8, [5 1 22 ot noprapsauiu ce 28-1HEBHH
UYKIH B NPOABDKEHHE HA MAKCHMYM LIecT 28-1HeBHY HUKba (24 ceamuiu). IlauneHTnTe 1 B aBete
pameHa MPoABMKABAT Aa npemat Rd: nerannaomun 25 mg/nest nepopanyo B gaure 1-21 u
nexcameta3oH 40 mg/nen nepopanto B AHuTe 1, 8, 15 122 o1 noBTapAnm ce 28-IHeBHYU UWKIIH,
JleueHueTo npoaLIKABA O Iporpecua Ha 3afoasaBaHeTo.

ITspBruHaTa kpaiiHa To4Ka 32 ePUKACHOCT B MPOYYBAHETO ¢ npexkusaemoct Gez nporpecud (I1bII),
O0wo 523 manuedTy ca BKIKYEHH B POYYBAHETO, KaTo 263 nauMeHTH ca paHgoMH3upaHn Ha RVd
i 260 nanuenTty ca pannoMusypady Ha Rd. Jlemorpadckute xapakTepucTHKK U CBBP3AHUTE ChC
3a00JIABAHETO XapaKTEPHUCTUKN Ha U3XOTHOTO HUBO ca Nobpe DanaHcHpaHu MeXIy paMcHATa.,

Pezynrature 3a I1bll, ouenenu ot IRAC o BpeMeTO HA MBEPBUYHKSA aHANW3 [pH 1aTa Ha
3aK/TFOUBaHe Ha naHHUTe 5 HoemepH 20135 r. (50,6 Meceua npocnenssane), nokassar 24%
MOHWKEHNE Ha PHUCKA OT Tporpecua Ha 3abosBaneTo wiH eMmepT B noma Ha RVd (HR = 0,76; 95%
N 0,61; 0,94; p = 0,010). Menuanara Ha oGwaTa I1BIT e 42,5 mecena (95% JAH 34,0; 54,8) B
paMoto Ha RVd cripama 29,9 meceua (95% JAU 25,6; 38,2) B pamoto Ha Rd. Tlonsara ce nabmonara
He3aBUCUMOC AaJIy NAMEHTHTE ca IMOIXOAAIIM HIIH He 32 TPAHCIUIAHTAUHUA HA CTBOJIOBH KJICTKH,

Pesynratute OT NpOYyYBaHETO NIPH OATa Ha 3aKMOUuBade Ha gaHHUTe | gexemepu 2016 1., xuaero
Me/HaHATA Ha BPEMETO 38 NPOCIICAABAHE Ha BCHYKM NPeXUBeIy nanenty e 69,0 meceua, ca
naneny B Tabnuua 8, Iomara ¢ npenumcTso 3a RVd ce HaGnopara He3aBHCUMO JanK MALUEHTHTE
ca NOAXOIAIIM UIIM HE 33 TPAHCINIAHTALIMA HA CTBOJIOBH KIIETKY.

Tadnuua 8. PeiroMe na obminre naHuu 3a epHKacHOCT

Hauaauo aAeuenune
Rvd Rd
3-ceaMHYHH {(4-ceamuuni
nan x §) EBKIH X 6)
. N =263) (N =260)
| IIBI1, onenena or IRAC (Meceun)
Mennana® va spemero Ha [TbI], mecenn 41,7 (33,1, 51,5) 29,7 (24,2, 37.8)
(95% I
HR [95% JH]"; p-crotinoct® 0,76 (0,62; 0,94); 0,010
0612 npe;KHBAEMOCT (MECeIH)
Menuana® Ha speMero Ha OIl, meceun (95% NP 89,1 (76,1; NE) 67,2 (58,4; 90,8)
HR [95% JIU]°; p-croiinoct 0,72 (0,56; 0,94); 0,013
OTtroBop— n (%)
O6w otrosop: IO, MAYO wimu YO 199 (75,7) 170 (65,4)
> MAYO 153 (58,2) 83 (31,9)
Ilpocaeaapane (Meceun)
MenuaHa® (MHH, MAKC): BCUYKHY TIAUMEHTH 61,6 (0,2;99.4) 59,4 (0, 4;99.1)

A = nosepntenen vutépean; HR = koednunedt Ha pick; make = Marcamynt; MHN = Mirdamys; NE = e Moxe na ce onpepenn; Ol =
o0ua npexueiemoct, [TBI1 = npexuBsemocT O3 MPOTPEcHS,

* MeaHaHara ¢e 0a3upa RBPXY MIYHCIEHUHE o Kaplan-Meier.

® Neyctpanen 95% JIM 3a Menuanata Ha BPEMETO.

“Ha 6a3ava Ha necTpaTndHIMparua Mojen Ka CoxX 33 NPOMopRUOHATIHOCT HA PHCKA, CPABHABAW, PUCKOBHTE QyHKIMM, CBBp3a
rpynuTe 3a nevedre (RVd:Rd).

4 p-CTOMHOCTTA ¢ Ha 623aTa HA HECTPATHMIHPAH OrapUTMITIER DAHTOR TECT.
*Mennanata Ha MPOCNENABARETO ¢ HIMHCICHA 0T JAT4Ta Ha PAHOOMH3ALMATA
Jata Ha 3aknousale Ha paHHuTe = 1 fexemepu 2016,
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Axtyanuiupauute peaynraru 3a Oll npu narta Ha 3axmousane Ha nanuute 1 maii 2018 r. (84,2
Mecela MeIUaHa Ha MPoc/IeAaBaHe 3a MPeXXKHBENIUTe NaUMeHTH) IPOXB/KABAT Aa MOKA3BAT
npexumcTBo npu OI1 B monsa Ha RVd: HR = 0,73 (95% AU 0,57, 0,94; p = 0,014). Hennt Ha
YKUBUTE MalMeHTH cinel 7 roausn e 54,7% B pamoro Ha RVd cnpamo 44,7% B pamoTto Ha Rd.

HEHHJIHQDMHg B KDMGHH&QHH C JEeKCAMETA3O0H IPH NAalVCHTH, KOUTO HE €a NOAXOAAIIH 34

TPAHCIUTAHTALIMA HA CTEBOJOBH KJECTKH
bezonacHocTTa M E(IJHKHCHOCTT& Ha NeHAITWAOMHA €a OUCHCHH B € JHO MHOTOUEHTPOBO,

PaHAOMHU3UPAHO, OTKPHUTO npoydusaHe Bhaza [II (MM-020), ¢ 3 pameHa, npH NauMeHTH, KOWTO Ca TOoHe
Ha 05-roAHIIHa RB3IPACT HITH MO-BB3PACTHH HIIH, aKQ €a NO-MJIaJH OT 65-roaninHa BB3pacT, HE ca
KaHANAATH 38 TPaHCMIAHTALMA Ha CTBOJIOBM KMETKH, Thil KaTO Ca OTKA3alM Ja ce MOAN0XKAT Ha
TPaKCINaHTAlUg Ha CTBOJIOBH KJIETKH WIH TPAHCIUTAHTAUMUA HA CTBOJIOBH KIIETKH He € BB3IMOXKHA 32
ManMeHTa nopamy PpUHAHCOBA UnU Apyra npuyuHa. [Ipoyusarero (MM-020) cpapHsBa NeHaATHROMUL
H gexcameta3oH (Rd), zaBadu 3a 2 pa3nu4dHHU 110 TPOABIDKUTENHOCT MEPHOSA OT BpeMe (T.e. 10
nporpecupallo 3abonssane [Pamo Ha Rd] nim no ocemuanecer 28-nuernu Uykeia [72 cepmuun,
Pamo na Rd18}), ¢ mendanan, npeasuzon u ranuaomusn (MPT) 3a MakcumyM OT ABaHazeceT
42-nHeBHU LUKBNa (72 cenmuun). TlaunenTute ca pasagoMusupany (1:1:1) B 1 oT 3-Te paMmeHa 32
neuenue. aimenTure ca crparudguuupaly npy paHAOMHU3NPAHETO MO Bb3PacT (X 75 copaMo > 75
roaunn), craguil (ISS craguu 1 1 Il cipamo craguit HI) u no crpana.

Nauuenture 8 pamenara Ha Rd u Rd]8 ca npuemany neranupomug 25 mg BeJHEX NHEBHO B JHY OT
1-Bu 00 21-BH OT 28-AHEBHHUTE IWHMKIH B CBOTBETCTBUE C PaMOTO 10 MpoTokona. JlekcamerazoHd 40 mg
€ IpuJlaraH BeJHBXK QHEBHO Ha 1-BH, 8-Mu, 15-Tv v 22-1 HeH oT noBTapauMTe ce 28-1HEBHH LIUKIIH,
HavannaTa no3a ¥ cxemarta 3a Rd u Rd18 ca apantupany B ¢ch0TBeTCTBHE C Bh3pacTTa H OhOpeunaTa
dbyuxus (Bx. Touka 4.2). [Taudenture > 75 roiMHu MoJy4aBat 1032 JeKcameTazoH 20 mg BeAHBK
nHeBHO Ha 1-Bu, 8-MH, 15+1u 1 22-U A¢H OT MOBTapALWMTE Ce 28-AHEBHH UKW, BCHYKH mauHeHTH
Noly4asar NpoQUIaKTHYHO AHTUKOArynalus (HUCKOMOJIEKYNEH XelapuH, sapdapuH, Xenap1H, HUCKa
1034 ACTIMPUH) N0 BPEME Ha MPOYUBAHETO.

ITepBUYHATa KpadiHa TO4YKA 34 €PUKACHOCT B [IPOy4BaHETO ¢ npexuBiemMoct Oe3 nporpecus (11BI1).
O6wo 1623 nauvenTy ¢a BIIIOYEHH B NPOYUBAHETO, KaTO 535 MauyeHTd ca paHaoMu3vpany Ha Rd,
541 nanueHTu ca panaomusupand Ha Rd18 u 547 nauwenTty ca pangomMusupanu Ha MPT,
HemorpadcKure H CeBp3aHUuTe ¢ O0NIECTTa M3IXOIHH XapaKTEPUCTUKH HA MALMeRTHTE ca nodpe
OanaHCHpaHu MEXIy TpUTe paMeHa. OO0 B36TO, YHACTHHLIUTE B NPOYUYBaHeTO UMaT 3abonasaHe B
HanpeaHas crannid: ot o0marta nomynanua B npoyupanero 41% umar ISS cranguii 1, 9% umar Texxka
6Bp0peuHa HemocTaThuHOCT {KpeaTHHHHOB KNupbHC [CLer] < 30 ml/min). CpenHara sb3pact Ha
NaUUEeHTUTE e 73 TOOUKH B TPUTE paMeHa.

B Tatnuua 9 ca npeacTaBeHu pe3yNnTaTHTE OT MPOYYBAHETO MPH eIUH aKTYANH3UpaH aHamu3 Ha [16I],
[TbI12 u oGmaTta npesxuesemoct (OIT) ¢ rpaniuHa pata 3 mapt 2014 r., KbAETO MEIHAHATA HA
BPEMETO 34 IpoCiiegaBaHe Ha BCHUKH NPSKHBENH TAUMEHTH € 45,5 Meceua:

Tabanua 9. Pe3oMe Ha oOIHTe JAHHY 33 ePHKACHOCT

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

[1BI1, cueHena oT H3caegOBATRIHA —
(Mecen)

Menuana® na spemeto Ha [1BI1, B Meceun | 26,0 (20,7,29,7) | 21,0 (19,7, 22.4) | 21,9 (19,8, 23.,9)
(95% JIU)®

HR [95% JIU]¢; p-cToiiroCT?

Rd ciip. MPT 0,69 (0,59, 0,80); < 0,001
Rd cop. Rd18 0,71 (0,61, 0,83); < 0,001
Rd18 cip. MPT 0,99 (0,86, 1,14); 0,866
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Rd
(N = §35)

Rd18
(N = 541)

MPT
(N =547)

TbII2* — (mecenn)

MenuaHa® Ha BpeMeTo Ha [1bI12, B

42.9 (38,1, 47,4)

40,0 (36,2, 44,2)

35,0 (30,4, 37,8)

meceuu (95% )
HR [95% JIM]; p-croiiHoct?
Rd cnp. MPT 0,74 (0,63, 0,86); < 0,001
Rd cnp. RA18 0,92 (0,78, 1,08); 0,316

Rd18 crip. MPT

0,80 (0,69, 0,93); 0,004

O6ma npe:xxnBaeMocT (Mecenn)

Meauana® Ha spemeTo Ha Oll, B meceun
(95% IA)°

58,9 (56,0, NE)

56,7 (50,1, NE)

48,5 (44,2, 52,0)

HR [95% JU]*; p-croitaoct?

Rd cnp. MPT

0,75 (0,62, 0,90); 0,002

Rd cnp. Rd18

0,91 (0,75, 1,09); 0,305

Rd18 cnp. MPT

0,83 (0,69, 0,99); 0,034

[Tpocnengpane (Mecenn)

Menuana’ (MHH, MaKC): BCHUKH 40,8 (0,0, 65,9) | 40,104, 65,7) | 38,7 (0,0, 64,2)
NauHeHTH
1OTrosop ua Muesomas n (%)

1o 81 (15,1) 77 (14,2} 51(9,3)
MU0 152 (28,4) 154 (28.5) 103 (18,8)
4O 169 (31,6) 166 (30,7) 187 (34,2)
O6u orrosop: 110, MIHO uan YO 402 (75,1) 397 (73,4) 341 (62,3)

I poabAKATENHOCT HA OTHOBOPA

(mecenn)” U
Meanana® (95% JJU)° 35,0(27,9,43.4) | 22,1 (20,3, 24,0) | 22,3 (20,2, 24,9)

AMT = autumuenomua tepanus; I = norepurenen unrepsan; 110 = neneu otrosop; d = HUCKa A03a
nexcamertasoH; HR = koeduumeHT Ha pucka; IMWG = International Myeloma Working Group; IRAC =

Independent Response Adjudication Committee; M = mendanas; max = maxciuMym; min = MEHEMYM; NE = e

Moxe Aa Obae uiuucieno; OIT = obma npexusgemoct; P = npeauuzon; I1bI = npexussemoct He3

nporpecua; YO = gacruue otroeop; R = nenanuaomun; Rd = Rd, rapan go A0kyMEHTHpAHE Ha

nporpecupawo 3abonsnsane; Rd18 = Rd, naean 3a _ 18 uuxsna; CI'=crangaprha rpewka; T = tatuaoMun,

MY = mHoro no0OBp YaCTHYEH OTIOBOP; CIIP = COPAMO.
* Meauanara ¢ Ha 6asa onpeaensHe no Kaplan-Meier.

b 959, ITH 3a Mmeauanara,

¢ Ha 6azata na Mozena va Cox 32 NponopLHOHATTHOCT HA PUCKA, CPABHABAL PpUCKOBHTC (pYyHKUUH, CBBP3aHH C

[MOCOYCHHUTES PaMCHA Ha NTSHCHHCE,

4 p-cTOHHOCTTA € Ha 0a3aTa Ha HecTpatuduimpan log-rank TecT Ha pasTHKHTE B KpusuTe Ha Kaplan-Meier

MEKIY NOCOYERHTE PAMEHa Ha JICUEHUE.
* EkcrinopatopHa kpaina touxa (11BI12)

f Meauasata e yuusapuaTiiaTa CTATUCTHKA 6€3 KOpPeKIMY 33 LEH3Y PHpaHC.

¢ Hait-100para AaneHa oueHka Ha OTroBOpa 1o BpeMe Ha daszarta Ha JICUeHUE OT NPOYYBAHETO (33 AeQUHULIMU Ha

BCSIKA KATeropus OTroBopH, Jlara 3a zakmouBane Ha JaHHuTe — 24 mait 2013 r.).
b Mara 38 3akaoqBaHe HA ZaHHHTE — 24 Mai 2013 1.

JlenanuaoMuJa B KOMOMHAIMA ¢ MeJli(ha1aH M NPEAHHU30H, MOCNSABAHK 0T NOAABDKAILA TEPANHA, TIpH

NauxCHTH, KOUTO HE Ca NNOoAXOOAINH 34

AHCIINAHTALNS
beionacHocTTa U €PUKACHOCTTA HA NEHATHIOM U ca OLIEHEHH B €/IHO MHOTOLIEHTPOBO,

paHaoMH3HpaHo, IBOHHOCHANO npoydsane daza III ¢ 3 pamena (MM-015) npu mauueHTH, K
Ha 65 CONMHH MITH NO-Bh3PAacTHU B HMAT CEpyMeH KpeaTHHAH < 2,5 mg/dL. [Ipoyusanero
NEeHaNUJAOMHI B KOMOUHAUMA ¢ Mendanad U mpeaHmsoH (MPR) cbe unr 6e3 noaaspHKaLl
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NeHANMIOMHK 10 IMporpecks Ha 3a00NSBaHETO ¢ TA3M ¢ MeNdalaH u NPeAHU3OH 32 MAKCUMYyM 9
nuKkbna. [TaupeHTdTe ca paHIOMU3NPaHH B CbOTHOLIEHKE 1:1:1 B €aHO 0T 3-Te paMeHa 32 JIeUeHHeE.
[TauHeHTHTE ca CTPATH(UUMPAHH TIPH PAHIOMH3UPAHETO IO BBIPACT (< 75 cnpaAMo > 75 ronuHH) H
craauit (ISS cragnu | u Il cnipsAamo cranmii 11I).

Toea npoyuBane v3cienBa NpUIoKeHHeTo HA koMOuHUpaHa tepamud oT MPR (menganan 0,18 mg/kg
NepopaHO Ha 1-BH 10 4-TH JeH 0T NOBTApAIIHTE ce 28-IHeBHN LUMKIIH; npeaHu3oH 2 mg/'kg
MepopaliHo Ha 1-BH A0 4-Td AcH OT NOBTapALIHTE ce 28-IHeBHH uuKiy u aesanngomua 10 mg/aen
nepopanHo Ha 1-BH g0 21-BH AeH OT NOBTapAIUTE Ce 28-QHEBHHU LWKIK) KaTO BhBEXIALIA TEPATIN 33
MakcnmyM 9 yukena. IlanuesTure, KOUTO 3aBBPINAT 9 IIHKEIA WIIH KOUTO HE €A B ChCTOAHHE Ia
3aBBPILAT KOMOHMHMpaHaTa Tepanus Iopaa HEMOHOCHMOCT, €3 JIEKYBAHH ¢ MOHOTEpannd ¢
JeHanMgoMHUA KakTo creasa: 10 mg nepopanuo BeAHbK AHEBHO Ha 1-BH 10 21-BH JeH OT
noBTapaAuKTe ce 28-THEBHNH LMKIH 10 MporpecHs Ha 3a00JIABaHeTo.

[TepBryHaTa KpaiiHa ToYKa 32 eUKACHOCT B MPOYUBAHETO € NpexuBieMocT Oe3 nporpecus (I1BI1).
Q6o 459 nanyeHTH ca BKIIKOYEHHU B IPOYYBAHETO, Kato 152 nanueHTH ca paHAOMUHIHPaHH HA
MPR+R, 153 nauuenTty ca paunomuzdpadu Ha MPR+p u 154 nmanuentd ca paHaoMHU3HpaH Ha
MPp+p. Jlemorpapckure JAHHU K CEBP3aHUTE CBC 3a00/IHBAHETO U3XOIHH XapaxTEPUCTHKN HA
NaLHeHTHTE ca 100pe OanaHCHPaHU U B 3-T€ paMEHa, 3a oTbend3pane e, ue npuonnanteiiHo 50% ot
NALHEHTHTE, BKIIOUEHH BbB BCAKO PaMoO, MMAT CISOHUTE XapakTepuCTukH; ISS craguii L1 u
KpeaTHHHHOB KITHPBHC < 60 mL/min. CpenHaTa BB3pacT Ha FALMEHTHTE € 7] roAuHH B paMeHara
MPR+R 1 MPR+p u 72 B pamoto MPp+p.

B TaGnyua 10 ca npenctaseHd pe3yITaTUTE OT NPOYYBAHETO MPY SAUN aKTYAIH3KPAH aHAIIN3 Ha
TTBIT, I1BI12 u ofwiata npexussemoct (Oll) ¢ rpannuBa gava aupui 2013 r., KpAeTO MEQUAHATA HA
BpeMETO 33 MpOCieHABaHe HAa BCHYKH NpeKUBen NauuenTu e 62,4 Meceua:

Tatauna 10. Pesrome Ha o6muTe AaHHH 32 ePHKACHOCT

MPR+R MPR+p MPp +p
(N =152) (N =153} (N =154)

I1BI1, ouenena oT HicaegoBaTE AR —
(meceln)

Menuana® ua ppemerto Ha [1BI1, B Mmecenw | 27,4 (21,3, 35,0) | 14,3 (13,2, 15,7) | 13,1 (12,0, 14,8)
(95% )

HR [95% JIA]; p-cTolHOCT

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, 1,01); 0,059
IMBII2 - (mecenu) ©
Mennana® Ha ppeMeTto Ha [1BJ12, B 39,7(29,2,48,4) | 27,8 (23,1, 33,1) | 28,8 (24,3, 33.8)
mecenn (95% )
HR [95% JH]; p-cTofinocT
MPR+R cnip MPp+p 0,70 (0,54, 0,92); 0,009
MPR+R cnp MPR+p 0,77 (0,59, 1,02); 0,065
MPR+p ciip MPp +p 0,92 (0,71, 1,19); 0,051

Ooma npexuBAeMocT (Mecenu)

Menuana® Ha BpeMeto Ha OJ1, B Meceuu 55,9 (49,1, 67,5) | 51,9 (43,1, 60,6) | 53,9 (47,3, 64,2)
(95% AH)

HR [95% JIU]; p-cTofiHoCT |
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
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MPR-+p cnip MPp +p 1,07 (0,79, 1,45); 0,67
IIpocnensasane (Meceun)
Meauata (MMH, MaKC): BCHUKY 48,4 (0.8, 73,8) | 46,3(0,5,71.9) | 50,4 (0,3, 73,3)
NnaluueHTH

OTroeop Ha MHEJI0MA, CUEHEH OT
nicaedoBatean i (%)

1o 30 (19.7) 17{11,D) 9 {5,8)
4o 90 (59,2) 99 (64,7) 75 (48,7)
Crabunno 3abonapaune (C3) 24 (15,8) 31 (20,3) 63 (40,9)
OtrosopsT He Moske 2 Obae oueHeH (NE) 8 (5,3) 4 (2,6) 7 (4,5

IpoabaxuTenHOCT HA OTTOBOPA,
OmEHeHa oT H3caeaonarens (110 + 4Y0O) -
(Meceitn)

Menuana® (95% JIH) 26,5 (19.4,35,8) | 12,4 (11,2, 13.9) | 12,0 (9,4, 14,5)

I = nosepurenen uutepsan; [10 = neien otrosop; HR = koedmnuueHt Ha preka; M = mendanan; NE = ne
MOKe [a Obae uzuncnedo; Ofl = o6wma npexuesesoct; p = mrauebo; P = npeanuson; 113 = nporpecupaiio
sabosseane; YO = yactuden orrosop; R = nenanynomug; C3 = crabunto 3abonasane; MTHO = muoro podwp
uaCTHYEH OTTOBOD.

* Menuanara ¢ Ha 6asza onpenensue o Kaplan-Meier
“TIBI12 {ekciopatopHa Kpaiina Touka) ¢ asdunnpana 3a seuuky naguenty ([TT), kato BpemeTo oF

PAHJOMH3ALMATA A0 HAYANOTO Ha 3~Ta NUHUA aHTUMKeNoMHa Tepania (AMT) i cMBpT 38 BOHHKH
PAHAOMH3NPAHH HALMEHTH

[To0xpensuiu BPOYYBAHUR HE HOBCOUGZHOCIRUYUDAH MYAMURIEH MUSTIOM

OTKpHUTO, paHAOMH3IUPAHO, MHOTOUEHTPOBO, ha3a 111 npoyusane (ECOG E4A03) e nposeneso npu
445 nayHeHTH ¢ HOBOZUArHOCTHLIMPAH MYJITHIIIICH MUENOoM; 222 NalMeHTH ca paHIOMHU3MPaHK B
paMoTo Ha JIEHAIHAOMNA/HHCKA 1032 IEKCaMETa30H, a 223 ca padIoMu3Npany B paMOTO Ha
NEeHATINIOMNY/CTAHAPTHA 1033 eKCAMEeTA0H.

TManyenTUTe, PAHNOMH3HPAHH HA ISHANMAOMUL/ CTAHAAPTHA 1033 NEKCAMETa30H, NAIyYaBar
nenaminoMun 25 mg/nen Ha 1-a1 10 21-B1 AeH Ha BeekH 28 OHM, mmoc AekcaMeTtasol 40 mg/uen [-
BY A0 4-1H, 9-1i 10 12-11 1 17-T1 10 20-TK deH Ha BceKU 28 AHM 32 TLPBUTE YETHPH LIMKDBJIA.
[ManyenTUTe, PAHAOMH3NPAHH HA NEHAIMAOMBA/CTaHapTHA 8033 IEKCAMETa30H, NoTy4aBat
NEeHATMAOMMKA 25 mg/ael Ha 1-BH no 21-BM OeH Ha BeekH 28 AHU, TUTKOC HUCKA D033 JekcaMmeTasoH 40
mg/ned 1-8u, 8-mMu go 15-1v 1 22-pu aeH Ha Beeku 28 qHU 3a MLPBUTE YETUPH LiKKEIA. B rpynata Ha
NeHANHAOMHI/ HHCKA 1033 JeKkcaMeTasoH 20 nauueHtu (9,1%) nperbpnsABaT MOHE eIHO PEKBCBAHE

Ha 103aTa B cpaBHeHue ¢ 65 nauueHTn (29,3%) B paMOTO Ha TSHATHOOMHAL/CTAHAAPTHA J03a
JeKCaMeTa3oH.

B eauH post-hoc aganyz ce HabmoAaBa [M0-HHCKa CMBPTHOCT HPH PAMOTO Ha JTEHANMIOMUI/HHCKA
no3a gexcaMeTaszoH ot 6,8% (15/220) B cpasHeHne ¢ paMOTO HA IEHAJIMOOMHUL/ CTAHAAPTHA 1034
pexkcameTasoH ot 19,3% (43/223) cpea rpynara nalMesTH ¢ HOBOAMATHOCTHLIKPAH MYITHNIIEH
MHEIOM ¢ MEIHAHA Ha NPOCASAABAHETO 10 MaKCUMyM 723 ceqMuun.

[Tpu rro-npro npocneasBane 00aue pasiMkara B 00LLIATA IPEKUBAEMOCT B 110134 Ha
NEHANMAOMH/ BUCKA 1034 IEKCAMETA30H UMa TEHASHUHA KbM MOKMKEHUE.

Myamunien Muenom ¢ NoHg eOHA NPeoxoicoaua mepanus

EdukacHocTra M 0€30MaCHOCTTA HA IEHANMAOMH], Ca OLEHEHH B IB€ MHOTOLIEHTPOBY,
PaHAOMI3UpPaHH, BOHHO-CNEH, Nalefo-KOHTpONupaHy U ¢ KOHTPOI Ha napaiefHuTe Fpyny
npoyusaHus ot dasa 11 (MM-009 vy MM-010) Ha Tepanus ¢ neHATHIOMHA/ IIOC AEKCAMETAZOH
Cpelly NeKCaMETAa30H, NPUNIAral CaMOCTOATENIHO, MIPH NALKUEHTH C MYITHILIEH MEEIOM C IIPe
nedenue. Ot 353 nmauyeHTH, KOUTO ca NMOMYYABAIH JIEHANKAOMUA/ IEKCAMETA30H B IIPOYUB
MM-009 1 MM-010, 45.6% ca Ha 65 roauHyu unH noseve. OT uscneasadure 704 nauue
npoyyeanuara MM-009 u MM-010 44,6% ca na 65 rogunu Hid HOBSHE.
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B npete npoyuBaHus MaUMEHTHTE OT [PYNATa Ha JICHATHAOMEI/ IeKcaMeTa3oH (JIeH/AeKc) Npuemar 25
mg JEHATUAOMHUII [TepOPATTHO BeAHBX AHEBHO B AHHTE | g0 21 # CBLOTBeTHA KAMCy/a ¢ naledo
BeIHHK OHEeBHO B ouUTe 22 10 28 oT BcekH 28-aHereH UMkb. [lauueHTUTE B rpynara Ha
nnaue6o/nexcamerasoH (nnanebo/nexc) ca npueManu mo | xancyna miane6o B guute 1 1o 28 ot
BCeKM 28-nHeBeH HMKBN. [TauMeHTHTE B ABETE NeyeOHU rpynu ca npueMand 40 mg aekcaMeTa3oH
NepoOpanHo BeAHEK AHeBHO B IHUTE | o 4,9 mo 12 1 17 mo 20 o1 BcekH 28-1HeBEH LIUKBIA OT
TbPBHTE 4 LMKBIA HA TepanuATa. Jlo3aTa AekcameTazoH € Ouna Hamasnena no 40 mg nepopaiHo
BEAHBXK JHEBHO B THUTE 1 10 4 0T Bceku 28-AHEeBeH UMKDA clied MbPBUTE 4 HMKLIA OT TEpanuaTa. B
IBeTe MpOYUBAHHUA JICYEHHETO € CISABa0 Aa MPOLBIDKA A0 [porpecHa Ha 3abonasaHeTo. B aaete
NpoyvYBaHKA e OWNO MO3BOJICHO aJaNTHPAHE Ha 403aTa B 3aBHCUMOCT OT KIHHWYHUTE U 1ad0paTopHU
pe3yJTaTh.

[TepBHuHATa KpakiHa TOYKa 3a eHKACHOCT B ABETE NPOYYBAHKUA € Bpemero Ao nporpecus (BJIIT).
O6mo 353 nanuedTH ca olleHeHd B npoyuBanero MM-009; 177 B rpynara Ha new/nexc 1 176 B
rpynara Ha miauebo/aekc 1 06wo 351 nauventy ca oueHenn B npoyyraneTro MM-010; 176 B rpynara
Ha Jen/mexc u 175 B rpymata Ha nnauebo/aexc.

B nBete npoydBaHHA H3XOIHATE AEMOTPadiICKH U CBBP3aHUTE ChC 3a00NARAHETO XAPAKTEPUCTHKH Ca
CpaBHIMU MEXKIY IPYNUTEe Ha NeH/AeKC W Ha niauebo/aekc. MelnaHata HA Bb3PacTra M 3a ABeTe
MONMyNalUWy NALHEHTH € 63 rOAMHH [PH CPABHUMO CHOTHOUICHHE Ha MBXE U XKeHU. OyHKUUOHATHUAT
cratyc mo ECOG (Eastern Cooperative Oncology Group), kakTo i 6posT M BHIBT Ha
MPEABAPHTEIHATE TEPANHH, €A CPaBHUMH MEXY BETE IPYIIH.

IpenBapuTenHO UIAHMPAHUTE MEXAUHHU 2HANK3K U HA JIBETE NMPOYYBAHUA [IOKA3BAT, Y€ JICUCHHETO C
NEH/AEKC € cTaTUCTHYECKH 3HAYUMO no-1o0po (p < 0,00001) o1 ToBa ¢aMo ¢ AeKCAMETA30H MO
OTHOIIIEHHE HA TbPBHYHATA KpaiiHa Touka 33 edurxacHocT BJIII (Meguana Ha mpogb/DKMTENHOCT HA
nepuoaa Ha npocneaasane 98,0 cenmuum). Jemst Ha CyYauTe C bJICH OTrOBOP U 00111 OTIrOBOP B
rpynara Ha JIeueHHe ¢ JieH/1eKC ChILo € OKII 3Ha4MTEe/THO [T0-BMCOK B CPABHEHME C [PYNaTa Ha
nnauedo/OeKe Y Npu ABeTe npoyuBaHuns. Briocneacreue pesyaTaTuTe OT T€3H aHANTU3U BOAAT A0
[IPEKPATABAHE HA ABOHHO-CIEINHA NPOTOKOS H 33 JBETE MPOYVYBAHMA, 32 13 MOXKE TTALIMEHTHTE OT
rpynara Ha mnaue0o/aeke aa nogydat JevyeHue ¢ KoMOMHALMATA JieH/ AEKC,

H3Bwpiuen e ananys Ha ePUKACHOCTTA B PA3IIMPEH NMEPHOK HA NIPOCNEAABAHE ¢ MEAMAaHA HA [1epHoa
Ha npocineggpade 130,7 ceamuu. Tabnuua 11 06001maBa pe3ynraTute 0T AHANH3IUTE Ha
e(pUKACHOCTTA B NIEPHOAA HA [IpocieaaBaHe — coopau npoy4deanus MM-009 1 MM-0]0.

B To3u cOopeH ananyus Ha pa3iuMpesHus NeprHoa Ha npocneassaHe mearadara Ha BAII € 60,1 cenmuum
(95% JU: 44,3; 73,1) npu nauneHTH, nekysanu ¢ aen/nekc (N = 353), cpeury 20,1 ceamuny (95%,
AW 17,7, 20,3) npu naureHTy, nexypanu ¢ ranedo/gexe (N = 351). Menuanara Ha ofata
npexusieMocT Oe3 nporpecus e 48,1 ceamuim (95% AH: 36,4, 62,1) npu nNalineHTH, JIEKYBaHH C
new/mexc cpenry 20,0 cenmunn (95% JIA 16,1; 20,1) npu nanyienTH, ieKyBaHy ¢ muianedo/aeke.
Menuaxata Ha DPORBTAKHUTETHOCTTA Ha ntedenuero e 44,0 ceamuun (mun. 0,1, Maxce. 254,9) 3a
nen/nexc u 23,1 ceapmuum (MuH, 0,3, makc. 238,1) 3a mnanuedo/nekc. Janorete Ha NaLKHEHTH C TBJIEH
orrosop (110), yactaucH orrosop (HO), kakro 1 Ha Te3u ¢ oO1I otrosop (I1IO+YO) B rpynara Ha
NIeH/IeKC 0CTaBAT 3HaUYHMO TI0-TCJIEMH B CPABHEHHUE ¢ TE3W B PAMOTO Ha mauelo/aekc u TPy ABETe
npoyuBaHuia. MeauaHara Ha 001IaTa NMPEXKUBIEMOCT B AHANIM3A HA PA3IIUPEHMs IEpUOA, Ha
rnpocneassane npu cbopraure npoyusadus e 164,3 ceamuum (95 % AH: 145,1; 192,6) npu fanueHTw,
neKkyBaHH ¢ new/nexc, cpeury 136,4 cepmuuu (95 % JAA: 113,1; 161,7) npn nanveHTy, 1€KyBaHU C
nnaucbo/nexc. Banpexn ¢akta, ye 170 or 351 naumenTH, panioMu3HpaHy 33 JIeYEHHE C
niaanedo/aeke, ca MoJTyuaBaiy JEHANNIOMHKA CNe/l IporpecHaTa Ha 3a00NABaHETO WY Clex
NnpeKpaTABaHe Ha ABOHHO-CNENHA NPOTOKO, COOPHUAT AHAIU3 Ha O0LlaTa NPEKKUBAEMOCT € MOKa3a
CTaTHCTHYECKM IHAUMMO NPESUMCTBO TP NPEXKUBAEMOCTTA NIPK TPYNATa HA eH/JIEKC B CPaBHEHUE C
tazu Ha manedo/mexe (KP = 0,833, 95% JIU = (0,687, 1,009), p = 0,045).

Tadnuna 11. OGobmenne na pe3yaTaTHTE OT AHANUINTE HA e HKACHOCTTA KBM KpaHHH
H2 pa3iiipenns NepHojJ Ha npociaeasasane — cOopan npoyyranus MM-009 1 MM-010
(rpasnvng gaTH cboTBeTHO 23 1041 2008 r. 1 2 mapt 2008 1.)
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Kpaiina Touxa JAeH/geKc naauedo/aexc
(N =353) (N = 351)
Bpeme g0 cLOuTHETO HR (95% AH); p-croiinoer ?
Bpewme no nporpecus 60,1 20,1 0,350 (0,287, 0,426),
Memuana (95% JIW), ceamuuu | (44,3, 73,1) (17,7, 20,3) p < 0,001
[IpexxursemocT 6e3 nporpecus 48,1 20,0 0,393 (0,326, 0,473),
Meauana (95% JIH), ceqmumm | (36,4, 62,1) (16,1, 20,1) p < 0,001
O01a mpekuBaeMoCT i64,3 136.4 0.833 (0,687, 1,009)
Memuana (95% IOH), cenmuuu |(145,1, 192,6)] (113,1, 161,7) p =0,045
YecTorta Ha 1-ropuiusa obia 82% 75%
NPEKUBAEMOCT
Jdan na orropopnre CroTHOMIENNE HA AHCOBETE
(95% OH), p-croiimoct °
OG611 otrosop (n, %) 212 (60,1) 75 (21.4) 5,53 (3,97,7,71); p < 0,001
ITzaen otrosop (n, %) 58 (16.4) I1(3,0) 6,08 (3,13, 11,80); p < 0,001

a: [pycrpanenr long-rank rect, cpaBHABall KpUBUTE HA NPEXHBIEMOCT MEXKAY TPYIMUTE Ha eUCHHUE.
b: JlgycrpaseHn KOpuripaH 3a npoaAbKHUTEIHOCT XK KBRAAPAT TECT.

MuenonuenIacTUYHY CHHAPOMH

EdmukacHoctra 1 6e30MacHOCTTA Ha NEHAITHAOMM/ Ca OLIEHEHH NPy NMAIHeRTH ¢ TpaHchy3HOHHO-
3aBHCYMA aHEeMUS, Tb/IKAIA C¢ HA MHEIOAUCTINACTHYHHA CHHAPOMH € MAIThK HIIK cpejael (HUBoO 1)
PHUCK, CBBP3aHH ¢ IUTOTCHETHUHATA AROMATHA JEIeuma Sq, ¢be U 63 APYTH MATOTEHETMYHH
aHOMAIIAHY, B ABE OCHOBHH NPOYYBAHKA: MHOTOLEHTPOBO, PAaHIOMHU3HUPAHO, ABOIHOCKAO, I1alefo-
KOHTpPOTHPAHO OpoyuBaHe (aza 3 ¢ 3 pameHa Ha ABe 103K nepopaned neHanugoMun (10 mg u 5 mg)
cnpamo rmauedo (MDS-004) u MHOTOLIEHTPOBO, OTKPHTO Npoy4Bane ¢a3a 2 Ha nenanuaoMua (10
mg) ¢ emHo pamo (MDS-003).

IlpeacTaBeRUTE MO-QONY PE3YNTATH C& OTHACAT J0 intent-to-treat nomynauusra, mpoy4erna B MDS-003
H MDS-004; oTaenHo ca noxa3aHu U pe3ylNTaTuTe 3a CyOnomynauuara ¢ H30J8pada aeneuds 5q.

B nmpoyusaneTro MDS-004, 8 xoeto 205 nauveRTH ca MOPaBHO PaHIOMU3HPAHH /1A MOTYYABAT
nenamipoMun 10 mg, 5 mg unu wiane6o, OCHOBHHUAT aHAIH3 HA €(pMKACHOCTTA C€ ChCTOH B
CPaBHEHHUE Ha YeCTOTATa Ha OTTOBROP IIPU HE3ABHCHMOCT OT TPaHC(Hy3us B paMeHara Ha 10 mg 1 5 mg
JeHanUAOMUA CpAMO PaMoTo Ha rauedo (ABoitHo3acaenena ¢asa oT 16 1o 52 ceaAMUIM U OTKpUTA
¢raza a0 o0uo 156 ceamuu), JleweHHEeTO Ha NAUHEHTHTE, NPH KOUTO HAMa JOKA3aTEJICTRBO 33 JIOHE
MAaJTBK EPUTPOKICH OTrOROp cliea 16 ceaMuumy, e npekpateHo. IlanneuTuTe, npu XOUTO UMa
JOKA3aTelICTBO 33 MOHE MATEK EPHTPOHIEH O0TTOBOD, Ca4 MOTJIM A3 MPOIbIKAT TEPaNnuATa I0
EPHTPOHAEH peJianc, Nporpechs Ha 3abonasaveTo MiTi HelpueMauBa TOKCHUHOCT. Ha nauneHTUTe,
KOUTO IIBPBOHAYAIIHO Ca [10IyUaBaiU Iiauedo UM S mg JeHanugoMu M He ca NOCTHTHAIK TIOHE
MANBK EPUTPOMIEH OTIOBOP cnell |6 ceAMUNU NEUEHHME, € IO3BOAEHO 13 NPEMHHAT OT ITauedo Ha 5
mg NEHATHAOMMA WIH I3 MPOABIDKAT NTSUSHUETO ¢ IeHATHIOMMUA ¢ IT0-BHMCOKa no3a (0T 5 mg Ha 10
mg).

[Ipu npoyusade MDS-003, npu koeto 148 naureHTH NOMy4YaBar jicHanHAoMuA B no3a 10 mg,
OCHOBHUAT aHAM3 HAa e)UKACHOCTTA CE CHCTOM OT OlIEHKA Ha eHKACHOCTTA HA JICUSHUATA ¢
NeHaTMAOMU] 3@ TTOCTUTAHE HAa XeMaTONOSTHYHO NMoA0OpeHHe NMpy NAUUSHTH C MUE/IOAKUCIIACTHYHH
CUHIPOMH C MANTBK HTH cpeteH (HUBO 1) puCK.

Tadnuua 12. O600menue na pesyararure 3a epukacuoct — npoyusanua MDS-004
(aBoitno3acaenena ¢gaza) u MDS-003, nonyranns inteni-to-treat

MDS-004 N MESBBIT0 775, I\

=205 N8~
10 mg' S mg'” Placebo* R U 4*53} %
N=69 N =69 N=67 o N80y 5
\ (=8 {-\\ ,.;:EW T .r} ﬁ{f
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HeszaBucumocT OT 38(55.1%) 24 (34.8%) 4 (6.0%) 86 {(58.1%)
TpaHchy3us (> 182
RHH) *
HezaBucUMOCT OT TpaHCGy3us 42 (60.9%) 33 (47.8%) 5 (7.5%) 97 (65.5%)
(> 56 ouu) *
Menuana Ha BpeEMETO 4.6 4.1 0.3 4.1
10 HE3aBMCHUMOCT OT
TpaHchy3us
(cenMHIIM)

Menuana Ha HI” H/T HT 114.4
NMPOABIDKUTENHOCTTA Ha
He3aBHCHMOCT OT TpaHChy3us
(ceaMHLIN)

Mennana Ha YBeTUYCHHUETO Ha, 6.4 5.3 2.6 5.6
g/dL
T IlauneHTtn, JiekyBauy ¢ ieHanuaomua 10 mg B 21 auu ot 28-aueBHUTE UHKNH

T+ INauueHTH, TeKyBaHH ¢ TEHAAMAOMUI 5 mg B 28 AuM oT 28-AHEBHUTE LHKAH

* MHO3MHCTBOTO OT NALUMSHTHTE HA ane6o NpeKpaTsBaT ABORHO3ACAENSHOTO NSHSHUE TIOPATH JMIICA HA
eqrEaKacHOCT caen 16 ceamuuy neyeHHE npeay 44 HaBNA3aT B OTKPHTATa (a3a

#Cabp3ano ¢ yeenuucHue Ha Hgb > 1 g/dl

@ HepocrurHara (T1.e. MeJHAHATA He € JOCTHIHAT])

B MDS-004 3Ha4nMo MO-rofaMa 9acT OT NaLUeHTUTE ¢ MUEeIOOUCIIACTHYHHN CHHEIPOMH QOCTHTAT
[TbPBUYHATA KpaiHa TOUKA HA He3aRMCUMOCT oT TpaHchy3us (182 ouyu) npu neHanumomua 10 mg B
cpaBHeHne ¢ mwianedo (55,1 % cnpamo 6,0 %), Cpen 47-Te nauMeHTH C IMTOTeHETHYHATA AaHOMATHA
H3O/IHpaHa JenetHy 5q, JexyBany ¢ nenanugomun 10 mg, 27 naunenty (57,4 %) nocrurar
HE33BUCHMOCT OT TpaHChY3Hs HA UEPBEHH KPbBHH KJIETKY.

Meauanara Ha BpeMeTO J0 HE3aBUCKHMOCT OT TpaHcdy3HA mpH paMoTO Ha JeHandaoMua 10 mg e 4,6
ceaMUUM. MearaHaTa HA IPOIBIDKUTENHOCTTA HA HE3aBUCHMOCT OT TpaHC(y3us HE € AOCTHUTHATA NPH
HHUKOE OT pPaMeHara 3a iedeHHe, HO TpsSOBa 14 HAOBWIIABA 2 FOAMHM 33 [JAUMEHTHTE, JISKYBAHH C

neHamuaoMua. MenyaHaTta Ha yBenMueHHeTo Ha Xxemoraoouna (Hgb) or H3X0aHO HUBO NIpH paMoTo
nHa 10 mg e 6,4 g/dl.

HOIBIRATCTHUTE KpaitHH TOUYKH Ha RPOYUBAHETC BKITFOYBAT UMTOTCHETHYEH OTIOBOD (B paMoTo Ha
10 mg roieMy ¥ MaJIKH OTrOBOPH ce Habnroaaeat cxoTReTHO npu 30,0 % n 24,0 % oT nauueHTuTe),
OLIEHKA HAa CBBP2AHOTO ChC 3APaBeTo KauecTRo Ha XKBOT (Health Related Quality of Life, HRQoL) u
MPOrpecUs J0 OCTPa MUEJIOWAHA JIeBKeMua. Pe3ynTaTute oT uutoreHeTHUHUA o1ToBOp H 0T HRQOL
ca CBbBMECTHMM C JTaHHUTE OT IIbpBHMHATA KpaliHa TOYKa H B [TON13a Ha IEYCHHETO C JICHAIMAOMHUY, B
CpasHeHHE ¢ nnauedo.

B MDS-003 ronsiMa 4acT OT NauyueHTHTE ¢ MUCTIOAUCIINACTUYHY CHEIPOMH NOCTUI'AT HERABHCHUMOCT
ot TpaHchy3us (> 182 nuu) npu neHanupomua 10 mg (58,1 %). MeauaHaTa Ha BpeMETO 10
HE3aBMCHMOCT OT TpaHchy3us € 4,1 cenmuun. MeauanaTta Ha MPONBIKUTEIIHOCTTA HA HE3ABUCHUMOCT
ot Tpacdysug € 1 14,4 ceamuun. Meauanara Ha ysennienneTo Ha Xemornodbuna (Hgb) e 5,6 g/dl.
[NosiemMu B Manky LKWTOTEHETUUHU OTMOBOPH ce Habmonaear cboTBeTHO npH 40,9 % u 30,7 % ot
NaLMEeHTUTE,

['onsiMa vacr OT nauuedTure, BKmoYyeHu B MDS-003 (72,9 %) u MDS-004 (52,7 %), ca nonyduasanu
Mpear TOBA CTUMYIMpALIM EPHUTPONOE3aTa CpeaCTRA.

Manmennoxnemvuen numgpom
EdukacHocTra 1 Ge30nacHOCTTa HA ICHAJIMIOMU, €3 OLICHEHH NpH MALHEHTH ¢ MAHTEIHOKJICTRYCH
JIEIMEPOM B MHOTOLEHTPORO, PAHAOMH3HPaHO, OTKPHTO NpoyuBaxe $aia 2, cupaMo ¢IHHCTBEHO
CPEnCTBO MO M300p Ha K3CIEAOBATENA IPH NALMEHTH, KOUTO ¢a peppakTepHN Ha CBOATA NOC
CXEMa WM Ca IMAITH PeLIHB eauH Ao TpH npTH (npoyusade MCL-002).

BKIHOUYEHH ca NAUUeHTH, KOHTO €a Ha Hafd-Manko 18 roaummHa B3pacT ¢ XMCTONOTMIHO
MaHTeNHOKNeThYeH HuMpoM H CT-usmepumo 3abomapade. OT aUMEHTHTE ¢€ U3HCKBA [
NOTYYaBATH NOAXOAAUIO NPEAULIHO JIeYeHNE ¢ HAW-MAJIKO €IHA NPSIMIIHA CXeMa Ha KO
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xumuoTepanus. OcBeH TOBRA, NanueHTHTe TpAdBa Aa ca GunH HEMOOXOASIIY 32 HHTCH3NBHA
XHUMHOTEpanuA W/ WK TPAHCINIAHTALMA B MOMEHTA HA BKIIIOUBAHE B NMpoyusaHeTo. [lanmeHTHTe Ca
pAHNOMMKINPaHNU 2:1 Ha NeHATUIOMHAL Wik B KOHTPOJIHOTO pamo. M3GpaHoTo 0T u3cnenoBaTens
AeUeHHe € ONpPEeNneneHo Npeny paHIOMH3aUHUATa U Ce ChCTOM OT MOHOTEpANus UK C XJIopaMOy LI,
nuTapabnn, puTyKcumad, ¢ury napabuH Wiy reMuuTabuH.

JleHanuAOMMK € npUIarad nepopanio 235 mg Be ALK AHEBHO 33 mbpBute 21 a4 (ot fex 1- no 21
fieH) OT MOBTAPSILH ¢e 28-THEeBHN LMKITH 10 NPOTPecHs Wik HEMPUEMITHBA TOKCHIROCT. [lannenTure
C YMepeHa ¢TefleH Ha ObOpeUHa HEIOCTATRYHOCT € TPAGRAN0 A NOAYHAT NO-HHUCKa HAYATHA 1033
neHanuaoMun 10 mg THEBHO 110 ChidA rpaduk.

Haxoauure nemorpadcki XapakTepUcTHKY ca OBIH CpAaBHHME MEXIY PaMOTO Ha JIeHAITHAOMUIL U
KOHTPOJIHOTO paMo. MenyanaTa Ha Bh3pacTTa U 3a IBeTe Monynanyu nauneHTH ¢ 68,5 ronuHu npu
CPaBHUMO CHLOTHOIDEHHE Ha MBXe U xeHd. CtatycsT o ECOG (Eastern Cooperative Oncology
Group performance status), KakTo ¥ SpoAT Ha peaBAPUTEITHUTE TEPANHH ¢a CPAaBHUMY MEX/Y ABeTe
rpyIIH,

[TepBHUYnaTa TOUKA 3a eduracHocT B mpoy4BaHe MCL-002 e npexkussemoct 0e3 nporpechs ([1bI1).

Pesynrarute 3a edukackoct 3a nonynanuara Intent-to-Treat (ITT) ca ouenexu ot HesasHucuma
KoMucus 3a oneHka (Independent Review Committee, IRC) u ca npeacrasedn B TabiHuaTa no-uoiy.

Tabénaua 13. O6o6imerHe Ha pesyaraTute 3a epuxacuoct — npoyyrave MCL-002, nonyaaunn
intent-to-treat

Pamo Ha JeHaNHZOMMA Kountpoauo
N=170 pamo
N=284
eI
MBI, meanauna® [95% JINP (cenmnuu) 37,6 {24,0 — 52,61 22,7 [15,9 - 30,1}
CexBenten KP [95% JUY° 0,61 [0,44 — G,84]
CexsenTeH log-rank 1ecr, p-CTofHOCT® 0,004
Orrosop?, h (%)
I1wenen orrosop ([10) 8 (4,7) 0(0,0)
Yactuuen otrosop (HO) 60 (35,3) 9(10,7)
CrabwuiHo 3a6onssane (C3)° 50 (29,4) 44 (52,4)
[Iporpecupaio 3a6onasade (I13) 34 (20,0) 26 (31,0)
HeuzsnpineHo/NRICBALLO 18 (10,6) 5 (6,0)
ORR (110, IOn, Y0), n (%0) [95% HHA)* 63 (40,0)[32,58 -47,78} | 9 (10,7)°[5,02 -
p-CTOHHOCT® 19,37]
< 0,001
CRR (11O, IIO0#), n (%) [95% JU]° 8 (4,7) [2,05 —9,06] 0 (0,0) [95,70 —
p-cTOHHOCT® 100,00]
0,043
IIpoabkuTeNBOCT HA OTTOBOpA, MeaAnana® [95% 69,6 [41,1 - 86,7] 45,1 [36,3 — 80,9]
W] (cenmurin)
Obwa npexusaeMocT
KP [95% JIU]° 0,89 [0,62 — [,28]
Log-rank Tect, p~CTOHHOCT (0,520

JIH = nosepurencu uutepnan; CRR = npoueHT Ha meaeu orrosop; [10= nwieH otrosop; [IOH = neiied 0Trosop
nenotebpien; DMC =KouMurer 3a vabniogeHuc Ha aaudute; ITT = intent-1o-treat; KPP = koeguuueHT Ha
KM = Kaplan-Meier; MIPI = MexayHapoaeH MporHOCTHYEH HHACKC 33 MAHTEHOKIETBYCH JIMMAOM;
nenpuaoxuMo; ORR = crenen Ha 061y oTrorop; 113= nporpecupawuo 3aGonasaue; [1bI1 = npexus
nporpecys ; YO = wactuueH otrosop; SCT = Tpaucnnautanus Ha cTaonoeu kietky; C3 = crabu
zabonssane; SE = crangapTua rpeuika.

* MeauaHara e Ha Ha3a onpenensaHe o Kaplan-Meier.
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b NInanasounT & y3upcaer xkato 95 % JIM 0kon0 MeAHaHaTa Ha BPEMETO Ha NpPeXHUBIEMOCT,

¢ Cpenpiara CTORHOCT H MEAHAHATA Ca YHHBAPHATHUTE CTATUCTHKH Oe3 KOPEKIHH 33 OTCTpaHABaHE,

4 CrpaTHPUKALMOHHKTE NPOMEHARBH BKAXCUBAT BPEME OT DHATHOCTMIIMPAHETO A0 ThPBaATa 1032 (< 3 rOAMHK 1
> 3 rogyuM), BpeMe OT MOCNeJHATa CHCTeMHA aHTHTHMGIOMHE Teparig 20 nppeara J03a (< 6 Meceua H > 6
meceua), npenmecteamia SCT (za wnun He) u MIPI Ha M3X0OHOTO HUBO (HUCBK, CPEACH H BHCOK PUCK).

° CexBeHTHHAT aHANN3 ¢ 0a3npan BpPXY CTATHCTHUECKATA CPEAHO NIPETErieHa ctoiHoct Ha log-rank tecr ¢
M3II0JI3BAHE HA HecTparHprurpanus log-rank Tecr 3a yBenn4yanate Ha pasMepa Ha M3BagKata U
HecTparuuumpatus log-rank rect ot nppBUdHKR aHaK3. [IpeTerneHuTe CTOHOCTH c¢ Dasupar BLpXy
Ha0momaBauuTe CHOMTHA N0 BpeMEeTO Ha Tpetarta cpeiia Ha DMC u sppxy pamiukaTa Mexxay RalbmofaBaHuTe H

OYaKkBaHUTE CEOMTHS NO BpeMeTo HA MhpBUUHKA aHanus. [IpeacrascHu ca acouunpanun cexpeuteH KP 1
cvorBeTHHR 95 Y 1N,

B upoyusane MCL-002 B ITT nomynasusra dMa Kato UAJO SBHO YBEJIHYeHHE HA CIIy4auTe Ha CMBPT
B pamMkKTe Ha 20 ceamunu B paMoTo Ha seHanumomua 22/170 (13 %) copamo 6/84 (7 %) B

KOHTPOAHOTO paMo. [1py manyeHTHTE © BUCOK TYMOPER TOBap ChOTBETHUTE Mppn ca 16/81 (20 %) u
2/28 (7 %) (Bk. TOuKa 4.4). |

Pouryraper Rumgon

AUGMENT - CC-5013-NHL-007

EdiikacRocTTa # 6€30RacHOCTTA HA NEHANUAOMUA B KOMOKHALMA ¢ PUTYKCHMAad cnpaMo
PUTYKCUMAD TUmOC nanedo ca oueHeHH pyd nauHeHTH ¢ penuavsupan/pedpakteperd vHXIIL,

BKIrogsam OJI, B MHOrOLEHTPORO, pAaHAOMM3NPAHO, ABOHHAOCIANO, KOHTPONHPaKo Mpoy4BaHe Phasa
3 (CC-5013-NHLOO7 [AUGMENT)).

Ojuro 358 nanmeHTn Ha Be3pacT Hail-manko 18 ronunu c xucronoruyso norsspaer M3J1 uny @J]
creneH 1, 2 i 3a (CD20+ upe3 $aoyLUTOMETPHA UNTH XMCTOXWUMHESA ), OLCHEHH OT H3CAEI0BATENA
WM TOKANIeH NATONOT, ¢a paHIoOMU3upaHu B ceoTHoweHue 1:1. Ilaimentyre ca nekypauy npesu
TOBZ C HAW-MaJIKO €IHa TpeaUiliHA CUCTEMHA XUMHOTEPAITUA, MY HOTEPAIHA HITH

XUMHOKMY HOTEpaMUA.

Nenammpomua 20 mg € npyaarad NepopatHo BENHBK AHEBHO Npe3 MBpBHTE 21 AHU 0T NOBTAPAINY
ce 28~IHeBHH UMK/H B HPOXBJDKERNE HA 12 UMKDIA MAK 10 HempreMiusa TokeuyHocT. flozarta
puTykcuMab e 375 mg/m? Beska cenmuna B urkssa | (qun 1, 8, 15 1 22) n B aey 1 or Beeku 28-
AHEBEH HMK®J OT LHKBI 2 10 5. Bcuuky M3uMcnerus Ha 103aTa pUTyKCHMal ca Ha Gasara Ha
TeNecHaTa MoBupxuocT (T11) Ha namyenTa, KaTe € H3NON3BAHO JeHCTBUTENHOTO TEITIO HA NauueHTa,

Hemorpadckure B CBLP33BBTE Che 3a00/11BAHETO XapaKTEePUCTHKY Ha M3XOOHOTO HHBO ¢4 NOA00HH
NpH [BETE IPYIIH 32 JICHEHHE.

IIspeHYHATA UEN Ha NPOYYBAHETO € [a Ce CPABHH e()KAaCHOCTTA HAa NEHAIMAOMM/ B KOMOKHAIHA C
PUTYKCHMAG CripaMo puTykcuMal nmoc mnanebo npyu nauMeHTH ¢ peuvausupa/pedpaxteper OJI
crene 1, 2 vy 3a unu M3J1. Onpenensnero Ha epukacHocTra ce ocHorasa Ha I1bI1 kaTo
ImbpBHYHA KpaiiHa Touka, oueHeHa oT IRC cniopen kputepuure Ha Mexaynapontara paboTHa rpyfia
(International Working Group, IWG) 2007, Ho 6e3 nosutposnn-eMucyoHHa Tomorpagus (PET).

BToprYHHTE LEH HA NPOYYBAHETO €a 1a ce cpaBHU 0e30MacHOCTTa Ha JICHATUACOMHA B KOMOWHAL(UA
¢ pUTYKCUMAD CpAMO pUTYKCUMa0 moc niaieto. JJonsaHUTETHITE BTOPUYHY UeTH Ca 1A ce
cpaBHY eDUKACHOCTTA HA PUTYKCHMA0 NNIOC NEHANWIOMHE CIIPAMO PHTYKCHMA0 Tumoc mialeo,
KAaTO C¢ H3TI03BaT CNEAHNTE APYTy NapaMeTpH 3a e UKacHOCT: cTeneH Ha ofuy oTroBop (overali

response rate, ORR), wwnen otrosop (I10) # npoasmxrrennocT Ha oTroopa (duration of response,
DoR) ot IWG 2007 6e3 PET u OI.

apociaensBane 28,3 Mecelja nepeudHaTa Kparina Touka [1bfI B npoy4sanero ce AocThra
koeduuueHT Ha puck (HR) (95% nosepurencn naTepsan [C1)) 0,45 (0,33;0,61) p-cToi
0,0001. PesynraTure 32 epMKACHOCT OT NonysalyaTa ¢ PonHKyAapeH TuM{PoM ca na
Tabnnnpa 14,
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DJI (N = 295)
JleHannaoMua [Inauebo v puTYKCHUMA0

putykcumal (N = 147) (N = 148)
IIpexuBaemoct 6¢3 nporpecus (I1bI1) (Ilpasnaa 3a nensopupane na EMA)
Measuasa ga [IBIT (95% W) 39,4 13,8 (1),2;
(Mecen) (25,1; NE) . 16,0)
HR [95% U] 0,40 (0,29; 0,55)°
p-CTOHHOCT <0,0001°
OGexrneen otrosop! (ITO 118 (80,3) 82 (55,4)
+40), n (%) (IRC, 2007 (72,9; 86,4) (47,0, 63,6)
IWGRC)
95 % U’
ITbnen orrosop?, n (%) (IRC, 51(34,7) 29 (19,6)
2007 IWGRCG) (27,0, 43,0) (13,5;26,9)
95 % qU*
IpoasIRHTEIHOCT HA 36,6 15,5
oTropopa’ (Meanana) (Mecenu) (24,9, NE) (11,2, 25,0)
95% 1A ®
Obéma npexcusaemoct™ (OIT)
Yectora Ha OIl Ha 2 roaviHu 139 (94,8) 127 (85.8)
% (89,5, 97.5) (78,5, 90,7)
HR [95% JIH] 0,45 (0,22, 0,92) ®

IpocaennpaHe

MenuaHa Ha 29,2 279
MPOALIKUTEIHOCTTA Ha (0,5; 50,9) (0,6; 50,9)
NpocnesqdpateTo (min, max)
(Meceuu)

* Menwana, usuucneHa ot avanys no Kaplan-Meier
" KoedMIHEHTLT HA PHCKA K HEIOBHAT J0BEPUTENEH HHTEPBAN CA H3UUCTIEHY [10 HECTPAaTHHMLUpaHiA Moaen Ha Cox 3a

NPONOPLUHOHATTHATE PHCKOBE,
¢ P-¢roiinoeT ot log-rank Tecya

4 BropiuHHTE U EKCIUIOPATOPHHUTE KPaiHH TOUKH HE Ca (-KOHTPOIUPAHK

* C Meanata Ha npocienasane ot 28,6 mecena uma 11 cMbpTHE ciyyas B R? pamoTo 4 24 CMBPTHH CIyuyas B KOHTPOJIHOTO

paMa.

"Touen AosepuTeNeH UHTEPBAN 38 GHHOMHO pasnpefeneHHe,

Dopuxyrapen aumdom npy nayuenmu, pepakmepui Ha pUMYKCUMad
MAGNIFY - CC-5013-NHL-008

O61wo 232 nayuredTH Ha Bb3pacT Hal-Manko 18 rogunu ¢ XUCTooruvHo noTebpacH OJI (cT
2, 3a wnn M3J1), olgHeHU OT H3CASAOBATE/IN HITH NOKAJISH MATONIOT, ca BKJIIOYEHH B IHPBO
IIEPHOA HA JieyeHue ¢ 12 KB JTSHAMMAOMUI INIOC PRTYKCUMa0. 1lauueHTrTe, KOUTO 1l
[OMION, YO vwnu C3 go kpag Ha deproIa Ha HHAYKUHOHHO JeUeHue, Ca PaHIOMANPAHH
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BKAIOYAT B [I€PHOIA HA NMOATBPIKALI0 JedeHne. BCHUKM BKITTOYEHH NauueHTn Tpa6Ba npeau ToBa Ja
ca OunK NeKyBaHu ¢ Hall-Manko eJHa cUCTEMHA aHTHTMMG OMHEA Tepanus. 3a pa3HKa oT
npoyusapero NHL-007 npoyupanero NHL-008 BrirouBa natueHT, KOUTO ca pedpakTepHy Ha

puTykcumad (0e3 oOTroBOp UIIN ¢ pEUMAUR B paMKUTE Ha 6 Mecela clel ICYEHHETO ¢ pUTYKkcUMad
HITH KOHTO ca pepakTepHH H Ha pPHTYKCHMAD, H HA XHMHOTEDPANNA).

B nepHona Ha HHAYKUKOHHOTO JieHeHHe neHanuaoMya 20 mg ¢ npuaarad B aaute 1-21 or

[IOBTApALUIH ¢e 28-0HeBHM [UKIH B NPOALIIKEHUE Ha 12 HUKBAa N0 HENPHEMITHBA TOKCHUHOCT WK
[0 OTTENIAHE HA CHIVIACHETO, UK Nporpecua Ha 3aGonasaneto. Jo3ata purykcumat e 375 mg/m?
BCsika ceaMulla B UMkBN 1 (auu 1, 8, 15 1 22) u B new 1 Ha Beexu cnenpaly 28-IHeBeH UMKBI (LMKITH
3,5,7,9u11) no |2 unxena repanus. Bcuukyn u3MHCAeHHA HA J03aTa PUTYKCHUMa0 ca Ha Ga3ara Ha
TenecHaTa MoBspxHocT (T11) u AefiCTBUTENIHOTO TEINO HA MALKMEHTa.

IlpencraBeHuTe nanHM ca Ha HazaTa Ha MeXKAHHEH aHAIM3, OKYCHPAH BLpXY IIepHOoaa Ha
HHOyKLHOHHO fedeHue ¢ eqHo paMo. EdukacHocTTa € onpeaeneHa Ha 6azata Ha ORR cnopen Haii-
a06pua OTrOBOP, KATO 32 NLPBKYHA KpafiHa TOYKA € M3MI013BaHa MONH(PUKALHA Ha KPUTEPHHTE 34
oTroBop Ha MexkaynaponHata paboTHa rpyna (International Working Group Response Criteria,
IWGRC) 1999. BropuyHata nen € Aa ¢e OUSHAT ApYTH NapaMeTpH 3a epukacHoct kato DoR.

Tabauna 15. Pezrome Ha o00muTe ZaHRH 38 €PHKACHOCT (IEPHOA HA HHAYKUHOHHO JIedeHHe) —

NMpoyurane CC-5013-NHL-008

Bouuky nauueHT™™

IManueuatu ¢ ©J1

Pedpaktepun| Pedpaktepuu Pedpakrepuu|Pedpaxrepun
Ha Ha Ha Ha
pUTYKCUMAD: | pUTYKCHMa0: putykcumab: | putykcuMab:
Jla He Ha He
O6uro _ _ Obwo _ 3
N={87 ¢ N=77 N=110 N=[48 N=60 N=88
ORR. 1 (%) 127 (67.9) 45 (58.4) 82 (75.2) 104 (70,3) 35 (58,3) 69 (79.3)
(I1IO+T10a+H0)
CRR. n (%) 79 (42,2) 27 (35,1) 52 (47,7} 62 (41,9) 20 (33,3) 42 (48,3)
([TO+ITOn)
- N=127 N=43 =82 N=104 N=35 N=69
bpoii nocTurHag U
OTTrOBOP
% nauwentn ¢ [uO P 93,0 90,4 94,5 94,3 %26.,0 93,5
> 6 meceua (95% AN) < | (85,15 96,8) | (73,0; 96.8) | (83,9; 98,2) | (85,5;97,9) | (74,8; 99.4) | (81,0; 97.9)
% naunenth ¢ [InQ* 79,1 73,3 82,4 79,5 73,9 81,7
> 12 mecena (95% JN) © | (67,4; 87,0) | (31,2; 86,6) | (67.5; 90,9) | (65,5; 88,3) | (43,0; 89,8) | (64,8; 91,0)

JW = noseputened watepsan; [Ta0 = npoasmknTendoct Ha otrosopa; PJ1 = donnkynape numdom

* [TonynaymATa 3a MbPBHUCH AHATHS 34 TOBA NPOYYBAHe £ MONYMAalMATa, 32 KDATO MOXKE A2 ¢e OUCHY ediMKacHOCTTa Ha

HHIOYKITHOHROTO IEYCHUE.

® [TpoIbMKHUTENHOCTTA HA OTTOBOPA C& AePHHNPA KATO BPEMETO (MECRIN) 0T MBPBOHAYATHUA OTTOROP (Halt-Manko UQ)

HOKYMEHTHPAHA MPOTPECHE Ha 3a00TABAHETO AN CMBPT, KOETO HACTRITH MLPBO.
° CraticTHra, Nomy4esa no MeToga ka Kaplan-Meier. 95% /M ce Sasupa na dopmynara Greenwood,
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benexkd: AHANW3IBT e UIBLPLUEH CaMO 32 MAUAESHTH, KORTO Nony4aeaT HO unu mo-no0sp cred fatara Ha NapBara Jo3a o1

WHIY KUHOHHOTO IEUSHHE M MPeAH BCAKBKBO NIEUEHNE NPe3 MOITEPKAUIHA NEPHOA W BCAKAKEA TIOCNSABAIRA AHTHAHM(OMHA TEPANUA Nped
HHAYKUHORHMA nepHo . [lpouenTsT ce Gasnpa pupxy ofumsa 6pofi pecrionagpH.

[legnarTpyuysa nomynauvs
Emponeiickata arenuus 1o nekapcrsata (EMA) e miena peuleHMe 33 NPOAYKT-COEUHPHUHO

0CBOOOKIABAHE HA TCHAUTHAOMM I, KOETO C€ OTHACA 3& BCHUKH NMOATPYIH Ha NENHATPUIHATA NOITYJIAIMs
34 HeoIU1a3MH Ha 3penH B kneTku (Bx. Touka 4.2 3a HHGOpMALUA OTHOCHO yNoTpeOa B neJHaTpusTa).

52 (@OapMakoXMHEeTHYHH CBOHCTBA

JNenanupoMua UMa acCUMeTPUUCH BRIJIEPOACH ATOM M 3aTOBa MOXKE 1a ChUISCTBYBA B ONTHYHO-
akTHBHUTE popmu S(-) 1 R(+). Jlenanunomua ce NIPOH3BEKAA KATO PaLiEeMHYHA cMeC. JleHamHIoMu
00HKHOBEHO € No-a00pe pa3TBOpuUM B OPTAHHUHU PA3TBOPUTEIH, HO NNOKA3BA HA-roisnMa
paszreopumocT B 0, 1N HCl 6ydep.

Abcopbiua
JlenanunoMun ce abecopOupa 6bp30 cNel nepopaneH npueM Ipy 3Apask JOOGPOBOIIK Ha ITA/IHO, C

OOCTHIaHE HA MaKCHMAITHA maasMeHa xoHueHTpauia mexay 0,5 » 2 waca ciel npunarase Ha no3ara.
Ilpy nauyentH, KakTo U NPy 37paBH A0OPOBOJILIM, MaKCHMANIHATA KOHUEHTpaUuA (Cna) U nOLITA
noj Kpusara KoHueHTpanus-speMe (AUC) napacTsat nponoOpuHOHAINHO ¢ TOBHILABAHE HA A03aTa.
MyorokpaTHHTE J03H HE IPUYUHABAT H3pa3eHa KyMY/IalUA Ha NeKapCTREHHA NPOAYKT.

OTHOCHTENTHUTE EKCTIOZHULINH HA S- U R-eHAHTHOMEPHUTE Ha JIEHATMAOMHKI, B TJ1a3MaTa ¢a ChOTBETHO
oKkoJio 56% u 44%. -

EnHOBpeMeHHOTO NpUIIOKEHUE € XpaHa ¢ BHCOKO ChOBPKAHHE HA MA3HHAHHU U KAJIOPHH MPHU 3/IPaBY
1oOpOROIILIM HAMANABA cTeNerTa Ha abcopbumsa, koeto Boau go npubnusurenso 20% Hamaneuve B
MoLNTa 10N KpUBATa KoHUueHTpauug-epeMe (AUC) u 50% wamanenne Ha Chax B Ina3marta. B
OCHOBHHTE pervcTpalliOHHH W3NUTBAHUA MPH MYJTUIUIEH MHEIOM ¥ MHENOANCTUIACTHIHHY CUEIPOMH
33 yCTaHOBABaHE Ha ePUKACHOCTTA 1 6e30MACHOCTTA Ha JICHANUAOMIS 00ave NeKapCTBEHUAT NMPONYKT
€ npuiarad Oes oryien Ha npUeMa Ha XpaHa. CleaoBaTesIHo NEHATHAOMUL MOXKE 4a ¢ MpHIara cbe
HiIH 6e3 xpaHa.

IomynauMoHHuTe PapmMakOKHHETHYHU aHATIH3HM MOKA3BAT, Ye CTETIEHTAa Ha nepopanHa abcopGuus Ha
neHaIraoMuA € nofgobna npu nauveHthre ¢ MM, MJIC u MKJL.

PasnpocTpanenue
In vitro cepp3saneto Ha (1*C)-neHanuaoMua KBM MIa3MEHH NPOTEHHY € HHUCKO CLC CPenHa CTOHHOCT

Ha CBLP3BaHE KbM TUIa3MeHu IpoTenHd 23% 1 29% chOTBETHO NPH NALMEHTH C MYJITHIIEH MHENOM
Y TIPH 3ApaBy 10OPOBOIIM.

JlenanuaoMHun ce cpABpKa B YoBewukata cnepMa (< 0,01% ot aosara) crien npunarade Ha 25 mg/nex
M IEKAPCTBEHHMAT NPOAYKT € HEOTKPUBAECM B CriepMaTa Ha 3APaB YYACTHUK 3 IHM cliel CTipaHe Ha
BeLUECTBOTO (BXK. Touka 4.4).

buotpanchopMauns ¥ eTUMHUHHpPARE
Pesynrarure 0T IpoBexOaHu in vitro IpoyuBaHuA Ha MeTa00JW3Ma MMPU X0Pa MOKa3BAT, Ye
neHanuaoMun He ce meTabonuznpa upe3 unToxpom P450 ensuMuTe, KOSTO NpeArnonara, 4 € Manko
BEPOATHO €0HOBPEMEHHOTO MPUNIOKEHHE HA JISHATUIOMM] ¢ NIEKAPCTBEHU MPOLYKTH, HHXUOupaLu
muToxpom P450 en3umure, ga nosene 10 MeTa0OINTHY IEKApCTBEHY B3aUMOIEHCTBHA NPU Xopa. /n
Vitro upoy4YBaHHA MOKa3BaT, Ye neHanyaomMud Hama uHxnOnpau edexr sppxy CYPIA2, CYP2C9,
CYP2CI19, CYP2D6, CYP2EL, CYP3A unu UGT1A1. CnenoBaTenHo HAMA BEPOITHOCT
NEHANUAOMU N2 IPUYHHH HAKAKBY KNHHUYHO 3HAYMMU JIEKAPCTBEHY B3aUMOLACIHCTBHA, KOT
MpHTara eAHOBPEMEHHO CbC CYOCTPATH Ha TE3H SHIHMHL.

{n vitro npoy4YBaHuATa [TOKA3BAT, Y€ NSHANKIOMHA He € CYOCTPAT Ha YOBELIKHA TPOTEH
PE3UCTEHTHOCT KuM paK Ha repaata (BCRP), tpancnioprepure MRP1, MRP2 nnu MRP
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NMpOTeHHA, CBBP3aH ¢ MyJITHIEKapcTBEHaTa pe3ucTenTHoCT (MRP), TpancnopTepyre Ha OpraHHYHH
aHHoHn (OAT) OAT1 u OAT3, TpaHCTIOPTUPALIMA OpraHWYHY aHHOHH nonunentun 1 B1
{OATPI1B1), Tpascnoprepute Ha opranyiy KatuoHu (OCT) OCT1 u OCT2, MynTHNEKAPCTREH U
TOKCHH excTpyaupaut nporeun (MATE) MATE1 u HoBU TpaHCcNOpTEpH Ha OPraHHYHY KATHOHU
(OCTN) OCTN1 u OCTN2.

In vitro npoy4YBaHus IOKA3BaT, U¢ JJIEHATHAOMK HAMa HHXUOUpaIl eeKT BLpXY eKCROpTHATA NoMNa
33 #UTEYHM col pu xopata (BSEP), BCRP, MRP2, OAT1, OAT3, OATPIBI1, OATP1B3 u OCT2.

["O1AMO KONUYECTBO IEHATHAOMUI Ce SIMMHEHpA 4Ype3 exckpeuna ¢ ypuuata. lensT na 6p0peyna
EKCKpeLusa oT ofIIHA KIMPBHC NPH HHAMBHAHK ¢ HOpMallHa On0peuna dyukina e 90%, karo 4% ot
NEHATUIOMMA Ce eIMMHUHIPa upes deteca.

Jleranumomuz ce MetaGonuiupa cnabo, xaro 82% or no3ara ce exckpeTupa HeNpoMEHeHa B YPHHATA.
XuApoKCHIEHATHIOMKA K N-aUeTHIISHANHIOMHAA ITPEACTABAABAT pecneKTHBHO 4,59% u 1,83% ot
€KCKpeTUpaHaTa A03a. baOpeuHuAT KIKpBHC HA IEHANUEOMK/I HAABUINARA CTENIEHTA Ha [JIOMEPYIIHA
dbuaTpanMa U cleI0BaTENIHO CE CEKPETHPA AKTHBHO NOHE B M3BECTHA CTEIIEH.

IIpn no3u oT 3 50 25 mg/neH nasMeHuaT noTyKUBOT € NpHOIHU3NTENHO 3 Yaca npH 3paBH
n0OpPOBOJIIK M BaPHpa OT 3 40 5 uaca NMpd NAUUeHTH ¢ MYITHILISH MHEIOM HITH MHENOIYCIIACTHIHY
CUHIPOMHL.

Crapuecka BB3pacT

He ca nposexnanu crieuyaiHy KIHHAYHH NMPOYYBAHUA 33 OLICHKA HA (apMaKOKMHETHKATA Ha
NMeHATUAOMU MPH X0pa B crap4yecka Bu3pact. [onynauuoHAUTe GapMakOKHHETHIHY aHATIU3H
BKJIFOUBAT NMALMEHTH HA BB3pacT B AMana3oHa ot 39 o 85 roAuHM u nokasBar, 4e Bb3pacTra He
MOBJIHMABA KIHPBHHCA HA IEKANUIOMHUA { €KCIIO3HIMATA B 11asMaTta). Thil kaTo € No-BepoATHO
NAaUHEHTUTE B CTapYecka BE3PACT 0a UMaT HaManeHa Ob0peyHa QyHKUus, TpaOBa BHUMATENHO Aa Ce
noadupa ao3ata u 61 6110 pazyMHoO aa ce cnean 0nOpedHara QyHKHs.

BrOpetHo yBpexaaHe
ITpoyyena e hapMakOKHHETHKATa Ha NEHATHAOMMA [PH ManueHTH ¢ OL0peyHo yepexkaaHe nopanu

aodpokauecTseHHy 3a0019BapMA. B TOoBa NpoyYBaHe ¢e U3NO/3RAT JBa METOMIA 3 KIacH(pHULHpaHe Ha
OB0pevuHaTa QyHKUMA: KPEATHHHHOB KJIMPBHC HA YPUHATA, H3MEPEH B paMKHTe Ha 24 yaca, u
KPEATHHUHOB KIMPBHC, H3ducieH no ¢dopMyaara Ha Cockerofi-Gault. Pesynrarure noxassar, ye ¢
HaMasBaHeTo Ha OrOpeuHaTa pyHkuma (< 50 ml/min) TOTATRUAT KJIMPBHC HA JIEHATHIOMEL,
HaManABa NPONOPUHOHATHO, KOeTo Boau no nopuinaeade Ha AUC. AUC ce nopuuiasa
npuoan3nTenno 2.5, 4 p 5 NETY CHOTBETHO NPU MALKUEHTH ¢ YMEPeHO O1LOpeuHO0 yBpeKIaHe, TexKKO
OBOpeuHo yBpexxaaHe U TepMuHanHa OpOpedHa HeOCTATFYROCT, B CPaBHEHHE CBC CMECEHATa rpyna
NalMeHTy ¢ HopManHa OpOpedHa PyHKIHMA u MaUEHTH C Jieko 6b6peano yepexaane. IloayxuBoThT
Ha JICHAIMAOMHE C€ MOBMILIABA OT OKOJIO 3,5 Yaca Npy MalMEeHTH C KPEATHHHHOB KIIHPBHC > 50
mL/min g0 Hag 9 yaca npy NauMeHTH ¢ HamaneHa 0bOpeyHa bdynkuua < SO0 mL/min.

bpOpeuHoTO yBpeXKaaHe 00ate He IPOMeEHs nepopantara abcopOuus Ha neHamuaomun. Cy, € cxonHa
MpH 3/paBy HHAUBUIU U MMPU NauUMeHTH ¢ OBOpedHo yBpexnane. [pubnuzurento 30% or
NEKapCTREHUS MPOAYKT B OPraHU3IMa ce OTCTPAaHABAT N0 BpEMe Ha eHa 4-4acoBa JUATM3HA CECHA.
[TpenoprudTenHiTe aJanTHpaHua Ha J03aTa NpU MalMeHTH ¢ HamalleHa ObOpeyHa PyHKINA ca
ontHcanu B TOYKa 4.2,

YepHoapoOHO yBpexaaHe
IMomynauvonHuTe GapMaKOKMHETHYHM AHATH3W BKJIFOYBAT NALKEHTH C JIEKO YEpHOAPOOHO

yBpexaaHe (N = 16, o6m ounnpyoun > 1 go < 1,5 x ULN unmu AST > ULN) u nokassar, ue BB3pacTra
HE BIIMAe HA KIMPBHCA HA TeHATHIOMU {EKCIO3MUMATA B I1a3MaTta). HAMa HaluuHY JaHHHK 33
MALHEHTH C YMEPEHO 10 TEXKO YEPHOAPODOHO yBpeKIaHe.

ggy I' ITIPUCBIIH !I!&KTGQH
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IMonynayonkuTe GapMakoKHHETHYHH aHAIH3H OKA3BaT, e TenecHoTo Teriio (33-135 kg), noner,
pacaTa H BUJa Ha 3JoKavecTeeHHTE XeMaTonoriynu 3abomasanna (MM, MJIC unu MKJI) namar
KITHHUYHO 3HaYHM edeKT BbpPXY KNUPHHCA HA NIEHATHAOMUA NPU BH3PACTHU NALUEHTH.

5.3 [Mpenxanau4nn JaHHA 3a OezonacHoCT

IIposeaeHo e npoy4BaHe HA eMOpHUOPETANTHOTO PA3BUTHE NPH MAMYHH, Ha KOHTO € NpUiarad
neHanuaoMmua B ao3um oT 0,5 no 4 mg/kg/nen. Pesyntature oT TOBa NPOYYBaHE MOKa3BaT, 4ye
NEHATNIOMU] € Npenu3BUKaNl BEHIIHH MandopManii, BRIFOYUTEIIHO HEQTBOPEH aHycC
mMangdopMal|y Ha TOPHUTE U AOIHHTE KpalHUuUM (U3KpHUBEHa, CKbCceHa, MaTpopMUpaHa, yCyKaHa

W/ HITH OTCBCTBALIA YaCT HA KPAHHULUTE, OJTHIO- W/ WIH TOMHAAKTHINA) IPH NOTOMCTBOTO HA KEHCKHU
MalMYyHH, KOUTO ca M0Jy49aBalii AKTHBHOTO BELUECTBO 10 Bpeme Ha OpeMEeHHOoCTTA.

[pu oTnennu GeTycH ca HAOMOIABAHM CHINO PA3IHYHE BHCHEPATRH eeKkTH (MpoMAHa B UBET2,
yepBEeHM IIETHA 110 PA3JIMYHHY OPraHu, Manka 0e3l{BeTHA MAaca Ha[ aTPpHo-BeHTPUKYJIapHaTa Kiiara,
MANBK JKJIBUeH MeXyp, MandopMmauus Ha auadparmara).

JlenanuaoMud HM2 NOTEHUHA 32 OCTPA TOKCUYHOCT; MUHUMATTHHUTE JIETA/IHH 1034 CIel, NEPOpaIHO
npunoxenue ca > 2000 mg/kg/nen npu rpuzayid. MHOTOKPaTHOTO NIEPOPANTHO IpUioKeHue Ha 75, 150
1 300 mg/kg/nen npu nexoBe 3a 26 ceMULIH € A0BENO0 A¢ 00paTHMO, CEBP3aHO ¢ JEYEHUETO
MOBMIUABAHE HA MUHEPAIH3AUUATA B 0BOPEeyHOTO NEreH e ¥ NPy TPHTE 1034, 0CODEHO H3pa3eHo NPH
*KEHCKHU IUTeXoBe, [IpHeMa ce, 4e HUBOTO, IPH KOETO HE ca HAOMIOAaBAHH HEKEIAHW JIEKAPCTBEHH
peakuin (NOAEL - no observed adverse effect level) e noa 75 mg/kg/aen u e oxono 25 neTu no-
BHCOKO OT €KeHEBHATA €KCIO3HIMA IIPH X0pa, B3 OCHOBRA Ha cpasHaBane Ha AUC. MHoroxpatHoTo
1IepopanHo npunokenue Ha 4 u 6 mg/kg/ne npu MaliMyHn 3a neprog 1o 20 ceoMuIY € TOBENIO 10
CMBPTHOCT M 3HAYHTENHA TOKCHYHOCT (H3paseHa 3ary0a Ha Tersio, HamaneH OpoH epuTpouUTH,
NIEBKOUMTH ¥ TPOMOOUUTH, MYITHOPraHHU KPbROU3IUBH, Bh3NAIEHHE HA CTOMALIHO~YPEBHHA TPAKT,
atpo¢ng Ha AuMGOHAHATA ThKaH H KOCTHHS MO3BK). MHOIOKPAaTHOTO NEPOPATHO NPIIIOXKEHHE Ha | |
2 mg/kg/nen npd MaiimyHH no | roguHa € nOBENO A0 00paTHMH [IPOMEHH B KIETBHHUTE
XapPaKTEPUCTHKY HA KOCTHUSA MO3BK, JIEKO NOHIKABAHE HA CHOTHOILIEHHETO MUEITIOMAHW epUTPOUTHM
KICTKK | aTpodus Ha TuMyca. Jleka cynipecua Ha Opos Ha IEBKOIUTHTE € HabJTIoaBaHa IpH Ao3a |

mg/kg/neH, chOTBETCTRAILA HAa TPHOIUAHTENHO ChILATA 4033 NPH XOpa, 6a3npaHo Ha CPABHEHUA Ha
AUC,

[Ipw in vitro (baxTepyanHu MyTalllK, Y0BEIIKH TAMGOLUTH, TUMPOM NPH MALLIKH, TpaHCHOpPMALIHS
Ha eMOpHOHAJIHU KIIETKM OT 3NaTUCTH XaMCTepH) U in vivo (MUKPOHYKICAPEH TECT NPH IIBXOBE)
NpOyYBaHNA Ha MyTATEHOCTTA HE €A OTKPHTH €(eKTH, CRBP3aHHM C [ISKAPCTBEHUA [IPOAYKT, HUTO Ha
TeHHO, HUTO Ha XpoMOo3oMHO HuBO. He ca npopexiany npoy9yBaHua 32 KapLIHHOTEHHOCT Ha
JICHATIMAOMHU.

[Ipean ca npoBexaAaHH NPOYIBAHEA 38 TOKCHYHOCT BBPXY PAa3BUTHETO NpH 3alium. B Te3u
MPOYYBAHKA JICHATUAOMUA € TIpuiiarad nepopanto B xo3u ot 3, 10 u 20 mg/kg/nex upu sakiuu.
HaGmonaraHa e nuinca Ha cpefHus gan Ha 6enua apod npu no3u ot 10 u 20 mg/kg/nen cue
3aBMCUMOCT OT 102aTa, KAKTO H [TPOMSAHA Ha MOJoKeHUeTo Ha Ovbpenre NMpu Ao3H o1 20 mg/kg/nen.
Bunpexu ve Topa ¢ HAD/MOAARAHO NPU TOKCHYHU 34 MAaliKaTa HHBA, T MOXe I3 ce OBJIKAT Ha
nupekTeH edekt. Chilo Taka ca HaOMONaBaHU BAPUALMH B MEKHUTE THKAHHM U CKeJNleTa Ha jeTycure
npu 2034 ot 10 u 20 mg/kg/nen.

6. OQAPMAINIEBTHYHUY JAHHU
6.1 Conoucpk HA TOMOINHHTE BELIECTBA

Kancy1Ho cbABPKUMO
Jlaxro3za

MHUKpOKPHCTATHA LISy 1032
Kpocxapmenoza HaTpui
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MarHesHes creapat

CBCTaE Ha Kancynara

JenanuaoMua 3eHTHBa S Mg TELDAY KAncyay
bpumanTHo crnbo FCF (E133)

CoHeet xbiT0 FCF (E110)

YepeH xenezed okcuHa

YepeeH xene3eH oKCH

JCBNT Keme3eH OKCUN

TwuTtaHoB AKOKCUA

JKenatun

JleHanuaoMH 3edTHRa 10 mg TebpAY Kancyin
bpunaurao c¥Heo FCF (E133)

Anypa depeeHo AC (E129)

Taprpaszun (E102)

Ceacer xwvnto FCF (E110)

TuTaHoB OUOKCHA

Kenarun

JenanuaoMHuR 3eHTHRa 25 mg TBLPAN KANCYIH
TUTAHOB THOKCHA

}Keﬂ_amﬂ

IleyaTHO MACTHIO
IHennak

IMponunes ravkon

Cuiel pa3TBOp Ha aMOHSAK
YepeH »xeng3eH oKcun
Kanuep xugpoxcun,

6.2 HecnemecTaMoOCTR

He e npuIoxumo.

6.3 Cpok Ha rogRrocT

3 rogunu

6.4 Cueunajsu ycA10BHA Ha ChXpaHeHHe

Tosu nexapCTBEH NPOAyKT He W3KCKBA CRCIUAITHH YCIORUA Ha ChXpaHeHUe,
6.5 DBua¥chbabpxKanne Ha ONAKOBKATA

Kapronena xkytua, ceaspkauia PVC/ACLAR/AL 6ndcrepu ¢ no 7 kancynu.

JenannooMua 36HTHBa 5 ME TBEPAHN KaNCYJIn
OnakoBkv o1 7 Hnu 21 kancynu. He Bcuuxy BuaoBe onakoBKM MoraT na ObAaT MycHaTy B npoaaxoa.

Jlenanupomun 3eHtuBa (0 mg /25 g TELPAN KAOCYIIH.
OnakoBka 0T 21 KancyJu.

6.6 ChnengannH npeIna’H MEPKH NPU H3XBbLPJsHe u padora
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Kancynute He TpaGBa Aa ObOaT OTBapAHU HIIU 14 Ce YYMAT. AKO Npax OT NIEHATHAOMHUI BlIC3e B
KOHTAKT ¢ KO>KATa, H3MHITe KoKaTa He3a0aRHO H OOMIHO CbC CAMYH H BOAA. AKO NEHATHIOMHU/I BiIE3E
B KOHTAKT C JIMTABULINTE, U3MJTaKHETe 00UITHO € BOIA.

MeaUIIHHCKUTE CNEHANUCTH H OOTHOTTIeNaunTe TpAOBA Aa W3I0I3BAT PhKAaBULIH 3a €JHOKPAaTHA
ynorpe6a, koraro paboTAT ¢ 6nuctepa WM Kancynata. Cnex ToBa ppkasHuMTe TPAOBA 1a Ce CBAJIAT
BHHMATEITHO, 33 JIa ¢e MPeOTBPATH €KCMO3ULMA HA KOXaTa, 1a CE [IOCTABAT B [IOJHETU/IEHOBA
TOpOUYKA ,,C MO ¥ Ja Ce U3XBBIIAT B CHOTBETCTBHE C MECTHHTE H3HcKBakHuA. [locne pruete Tpadea
na ce u3MuAT J100pe che CalyH U Boja. XeHu, KonTto ca GpeMeHHH HITH [OJI03UPAaT, Ye MOXKeE J1a ca
OpeMeHHH, He TpAOBa padborar ¢ OnMcTepa Uy Kancynara (Bx. Touka 4.4).

Heusnon3saHHAT NeKkapcTBEH MPOAYKT WIH OTIAABYHHTE MATEPHANTH OT HEro TpAOBa a C& M3XBBPJIAT
B CHOTBETCTBHE C MECTHHTE H3UCKBAHHAL

7. MPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,
Dolni Mécholupy
102 37, Prague 10

Yemka pemyOdnnka
8. HOMEP(A)HA PABPELHIEHUETO 3A YIIOTPEBA

PerucTpauyoHeH HoMep:
Smg 20180155
10 mg 20180156
25 mg 20180160

9. JATA HA MBPBOTO PAZPEHIEHUETIOJHOBABAHE HA PAZPELHLIEHHUETO

Hata na nepBo pazpewasane: 26.06.2018
Hata Ha nocneaHo nogHosaBane: 07.02.2023

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
31.03.2023 r.
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