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1. HME HA JIEKAPCTBEHUIJ ITPOJYKT f_ffw P NEZJ/QFO/J-J:]I{/(‘D
Jlenanumgomua 3eHTHBA S Mg TBBHPIM KaICyIIu , “a3peuwerue Ne =
Jlenanuaomua 3eHutuBa 10 mg TBBpAM Karncyinu | 3G/MA/MP - 6"'"? ’)_o e / 2 Y -04- 2024
Jlenanuaomu 3eHTHBA 25 mg TBBPAH KarCyJiH L ——_—p

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

2, KAYECTBEH U KOJIMYECTBEH CbhCTAB

Jlenanuoomua 3¢HTUBA 5 ME TBBPAU KallCyJIH

Besika kancysa cpabpxa S mg neHannaomua (lenalidomide).
[lomouHO(M) BEUECTBO(A) C U3BECTHO JACHCTBHE:!

Besika kancyna ceaspxa 107 mg nakro3sa.

Jlenanuaomua 3edTuBa |0 mg TBBpAM KaNcynu

Bceska kancyna csabpka 10 mg nenanuaomua (lenalidomide).
[lomoiHO(HM) BELIECTBO(A) C U3BECTHO JACHCTBHUE:!

Besika kancyna cpabpxka 214 mg nakrosa.

JIeHannaomua 3eHTHBa 25 Mg TBHPAM KAICYJIH

Bceska kancyna ceaspxka 25 mg nenanuaomun (lenalidomide).
[ToMolIHO(M) BELIECCTBO(A) C U3BECTHO JACHCTBHE:

Besika kancyna cpabprka 200 mg nakrosa.

3a IMIbJIHUA CINMUCHK HA MOMOULIHUTE BElIECTBA BHKTE TOuka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tebpaa Karncyna.

JleHanuagoMua 3¢HTUBA 5 ME TBBPAU KalCyaH

3eJieHa Henpo3payvyHa Karavka/CBeT/IOKa(sBO HENPO3payHO TAJIO0, KarncyJia ¢ pa3Mep 2,

17,50-18,50 mm, mapkupaHu ¢ yepHo Mactuio ¢ ,,LP* Ha kanaykarta u ,,638" Ha TAJIOTO H IIBJIHH C
OsJ1 npax.

Jlenanuaomua 3eHtuBa 10 mg TBbpAM Karcynu
JXbaTa HEnpo3pavHa Karnayka/CMBO HEIPO3payvHoO Ts10, Kancya ¢ pasmep 0, 21,20-22,20 mm,
MapKHpaHH ¢ YepHo Mactuio ¢ ,,LP* Ha kamaudkara u ,,639* Ha TAJI0TO M NBJIHM € O Npax.

Jlenannaomul 3eHTHBA 25 Mg TBbPAU KAICYIU
bsina Henpo3payHa kana4dka/0s/10 HENMpO3pavyHo TAJI0, KancyJia ¢ pasmep 0, 21,20-22,20 mm,
MapKUpPaHM C YepHO MacTuio ¢ ,,LP* Ha kanmauykaTa u ,,642" Ha TAIOTO U TBJIIHU C O

4. KJIUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHUSA



MyJITHIUIEH MHUEJIOM

JlenanuaoMua 3¢HTHBA KaTO MOHOTECpAIMA € MOKAa3aH 3a IMOUIbPKALLO JICYCHHUE HA Bb3PaCTHH
MALMEHTH C HOBOAHArHOCTULIMPAH MYJITHILJIEH MHEJIOM, KOUTO ca OMJIM MOJIOKEHH HA aBTOJIOKHA

TpAaHCIUIAHTALHUA HAd CTBOJIOBH KJICTKH.

Jlenanuaomua 3eHTHBA KaTO KOMOMHHpaHa Tepanus ¢ JCKCaMeTa3oH WK O0pTe3oMud U
JICKCAMETAa30H, HIIK Medallad v NPEJAHU30H (BX. TOUYKa 4.2) € roKa3aH 3a JICUCHUE Ha Bb3PacTHH
MAaLMEHTH C HEJIEKYBAH JI0 MOMEHTA MYJITHIUICH MUEJIOM, KOUTO HE ca MOJAXOAALIH 3a
TPAHCIUJIAHTALIMUS.

JlenanuooMua 3eHTHBA, B KOMOMHALIMA C JCKCAMETA30H, € MOKAa3aH 3a JICYCHUE HAa Bb3PACTHH
MAalMEHTH C MYJITHIUICH MHEJIOM, KOMTO Ca MOJIYYHIH MIOHE €1HA MMPEABApPHUTEIIHA TEpaIlusl.

MuenoaucnaacTHYHU CHHAPOMH

JlenanuaomMua 3eHTUBA KATO MOHOTEpAINHS € MOKAa3aH 3a JICYCHUE HA Bb3PACTHH NMALMEHTH C
TpaHC(y3HMOHHO-3aBUCHUMA aHCMHMS, JbJ/DKALLA C€ HA MUEIOAMCIUIACTHYHHA CHHAPOMH C MaJIbK HIIH
cpeacH (HUBO 1) pHCK, CBbP3aHH € LIMTOTCHETHYHATA AHOMAJIUA U30JIMpaHa Jeneums Sq, Korato JApyru
TepareBTHYHM OMIMH CA HEJOCTAThYHHU HIJIA HETIOAXOOALLH.

MaHTeJIHOKNEThYEH JUMGp oM
Jlenanuaomua 3€HTHBA KAaTO MOHOTEPAIHs € MOKa3aH 3a JICUCHUE Ha Bb3PaCTHH NMALMEHTH C

pEeLHIHBHpALL HIH peDPAKTEPECH MAHTCIHOKICThYEH TUMPOM (BXK. ToUkH 4.4 n 5.1).

donukynapeH JuMbom
Jlenanuaomua 3eHTHBA B KOMOMHALMA ¢ pUTYKCUMAOD (aHTH-CD20 aHTHTAIO) € MOKa3aH 3a JICYCHHE
Ha Bb3PACTHH MALMEHTH C JICKYBaH Mpead ToBa ponukynapeH auM@om (cremnex 1 — 3a).

4.2 J1o3MpoBKA K HAYHMH HA NPHJIOKEHHE

JIeuenuero ¢ Jlenanupomua 3eHTHBa TpsiOBa a ce HAOJKOAaBa OT JICKAp C ONMUT B IPHJIAraHETO Ha
MPOTHUBOPAKOBH TEPAITHH.

3a BCUYKH NMOKa3aHUs, OMUCAHH I10-/10J1Y:

- Jlo3aTa ce npoMeHs Bb3 OCHOBA HA KJIMHUYHUTE H JJaDOpaTOPHUTE pe3yJITaTH (BXK. Touka 4.4).

- [IpenopbuBa ce azanTupaHe Ha J103aTa MO BpEME Ha JICYCHHUETO M NPH Bb300HOBsABAHE Ha
JICYEHHUETO, 3a J1a C€ KOHTPOJIMpa CcTerneH 3 uik 4 TPOMOOUMTOIICHHS, HEYTPOIIEHHUS HIIH Ipyra
TOKCHYHOCT CTerneH 3 UM 4, 3a KOSITO C€ CMATA, Y€ € CBbP3aHa C JICHAJIMIOMHM/L.

- B cnyuait Ha HeyTporeHus TpsAOBa J1a ce OOMHCIIH NPUIAraHETO HA PACTEKHHU (PAKTOPH B
JICUCHUETO Ha MALUMECHTA.

- AKO ca U3MHHAJM [M0-MaJIKO OT 12 4yaca ciea nporycHara 103a, NalUMCHTHT MOXE J1a [IPHEME
no3ara. AKo ca U3MHHAJIM 1oBeYe ot 12 yaca cien nporycHara 4o3a B 0On4aiHus 4yac,
MaMEHTHT HE TPAOBA J1a MpUEMa J103aTa, a Ja IpueMe cieaBalara 03a B 00MyaiHus yac Ha
cle/BallMs JCH.

J103MpoBKa
Hoeoouaenocmuyupan myamuniaen muenom (H/IMM)

JlenannoMu B KOMOMHAIHMSA € JIEKCAMETA30H JI0 IPOrpecHs Ha 3a00J11BaHETO NPH NGMAGIINRROWLQ
HE Ca NOAXOAALIM 33 TPAHCIUIAHTALNS |
JleueHnue ¢ neHanuAOMMI HE TpAOBA Ja CE 3ano4Ba, ako a0COIIOTHUAT OpOH Ha HEy
e < 1,0 x 10°/L u/unu 6posat tpomGouutu € < 50 x 10”/L.

IIpenopvuumenna 0oza



[IpenopbuMTEIHATA HAYAJIHA [103a JICHAIMAOMHA € 25 mg nepopajiHO BEAHBXK JHCBHO Ha 1-Bu 10 21-
BH JICH OT MOBTAPALUMUTE CC 28-AHECBHH LIUKIIH.

[IpenopbunTenHaTa qo3a aekcamera3oH ¢ 40 mg nepopaiaHo BEJHbX IHEBHO Ha 1-BH, 8-MH, 15-TH 1
22-HM JICH OT MOBTAPALIUTE c€ 28-AHEBHHU UMKIH. [[aumeHTHTE MOraT aa npoab/Kar TepanusaTa ¢
JICHAJIMIOMHU/I M JICKCAMETA30H JI0 Nporpecus Ha 3ab0/IIBaHETO MM HEMMOHOCHMOCT.

Cmwnku 3a pedyyupane Ha oozamd

Jlenanugomua® JlekcameTa3oH®
Hayanna no3a 25 mg 40 mg
J1030B0 HHBO -1 20 mg 20 mg
J1030BO HHBO -2 15 mg 12 mg
J1030B0O HHMBO -3 10 mg 8 mg
J1030B0O HHBO -4 > mg 4 mg
J1030B0 HHBO -5 2,5 mg" He e npuioxnmo

‘PeayunpaneTo Ha 103aTa U Ha J1BATa MPOAYKTAa MOKE J1a C€ YNpaBJ/IaBa HE3aBUCHMO.
*Jlenanuaomu 3edTuBa 2,5 mg He ¢ Hanu4deH. Mo H3Noa3BainTe ApYryd HAJIMMHK Ha nasapa JeKapCTBEHH NPOIYKTH, ChIbp/KauM 2,5 mg

JJCHAUTHIIOMHIL.

Ipomoboyumonenus

[Ipu TpoMOOLIMTH [IpenopbyMTENEH KYypC Ha JIE€YEHHE
Cnaa 1o <25 x 10°/L Cnpere npuJI0KEHUETO Ha JICHAJIMAOMHU]L 34
O6patHo nokausaxe a0 > 50 x 10°/L OocTaHajara 4yacT oT uukbiaa®. [lounxere ¢ eaHo

JO30BO HHUBO, KOTaTO IMpOABJIKABATC
I[MPHJIOKCHHUCTO B CJIC/IBALIHA LIHKBJI

* Ako orpaHuuaBaniara goszara tokcuqdHoct (O/1T) Bb3HMKHE HA > JIeH |5 OT Ja/ieH HHKBI, NPHIOKECHHETO Ha NICHATHIOMH
e Ob/1¢ NPEKbCHATO HAH-MaJIKO Mpe3 ocTaHaslaTa YacT OT TeKylUIHs 28-THEBEH IIHKBIL.

Aocomomen opoit neympoduiu (ABH) — neymponenus

[Ipn AbH [IpernopbunTENICH KYpC Ha JIeYeHHUE"

[TspBu cnag g0 < 0,5 x 10°/L [IpexbCcHETE JICYEHHUETO C JICHATTHIOMHL

Oo6patHo nokaysase 10 > | x 10”/L, koraro [Ipoab/pKeTE JICUEHHUETO C JICHAJIMAOMHU/ C

€IMHCTBECHUAT HA0JIIOaBAH TOKCHYCH €(EKT € HavaJIHaTa /103a BEJAHbK JHEBHO

HEYTPOIICHHUS

O6paTtHo nokausane 10 > 0,5 x 10”/L, korato ce | Bbv3craHoBeTe npuema Ha JCHATHIOMH Ha

Ha001aBaT 3aBUCCILIM OT J103aTa JI030BO HUBO -1 BEHBK JHEBHO

XEMATOJIOTMYHN TOKCHYHOCTH, Pa3JIM4YHHU OT

HEYTPOIICHHS

3a Beeku caeasany cran noa 0,5 x 10°/L [IpekbCHETE JICYEHHETO € JIEHAIUIOMH L

O6patHo nokausaHe 10 > 0,5 x 10°/L Bb3cTaHoBeTE JICYEHHETO C JICHAJIMIOMH/J] HA
once daily.

* Tlo penieHHe Ha NeKaps, akO HEYTPONEHHATA € eIMHCTBEHATa TOKCHYHOCT Ha KOETO H J1a € /I030BO HUBO, JloDaBeTe
rpaHyaoIMT-KoIoHHocTuMmyaupail paktop (G-CSF) u noaaspakaiite 1030BOTO HHBO Ha JTCHATHIAOMHU/L.

[Ipu xemMaToMOrHyHa TOKCHYHOCT J103aTa JICHAJIMJAOMH/I MOXE J1a C€ BbBE/IC IOBTOPHO Ha CJICABALIIOTO
[10-BMCOKO JI030BO HMBO (/10 HA4YaJHaTa /103a) MpH noao0psaBaHe Ha (PYHKLMATA HA KOCTHUS MO3BK
(63 XeMaToJIOrM4Ha TOKCHYHOCT 3a Hal-Mako 2 nocneaoBarenuu uukbna: ABH >1,5 x 10°/L ¢ 6poit

Ha TpomOoumTHTe >100 X 10°/L B HaYaIOTO HA HOB LHKBI).

JleHanugoMua B KOMOMHaUMA ¢ O00pTe30MHUO M ACKCAMETa30H, MOCJICABAH OT JCHAINJIOMHUI U
AEKCAMETA30H J10 NporpecHs Ha 3a00/4BaHETO MMPH MALMUCHTH, KOUTO €a HENOAXOAALIH 33

TPaHCIUIAaHTALHA
Havanno nevenue: Jlenanuoomuo 6 komounayus ¢ bopme3omud u oekcamemason

Jlenanuaomuag B KOMOHHAIMA ¢ OOopTe30MHUO M ICKCAaMETAa30H HE TpsAOBa Ja c¢ 3alovpy, %ﬁb LR 1O 5%0
< 1,0 x 10°/ 1 w/unm 6post Ha tpombouutute € < 50 x 107/1.

[IpenopbunTenHaTa HayaJlHa 1034 € JICHAJTUAOMHU 25 mg [epopaiHO BEAHBK THE
OT BCCKHM 2 |-IHEBCH UKD/ B KOMOHHALMsA ¢ OopTe30MUO U nekcameTa3oH. bopre
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ce MpuIiara upe3 nojaKoxHa uikekuus (1,3 mg/m? TenecHa NOBbPXHOCT) JBA ITbTH CCAMHYHO B
naute 1,4, 8 u 11 ot Bceku 21-aHEBEH LUMKBII. 3a JOIBJIHUTENHA HHPOpMaLM OTHOCHO J103aTa,
CXEMaTa U KOPEKUMHUTE Ha 103aTa Ha JIEKAPCTBCHUTE MPOAYKTH, IPHJIATAHH C JICHAJIMIOMHU/I, BHKTC
Touka 5.1 u ceoTBeTHaTa KpaTtka xapakTepHCTHKa Ha NPOAYKTa.

[IpenopbuBar ce 10 oceM 21-aHeBHH e4eOHU HHKBIA (24 ceAMHIM HAa HAYaJIHO JICUYCHHCE).

[Tpoovrxcasawo nevenue. Jlenanuoomuo 6 Komounayus ¢ Oexcamemazon 00 NPoepecus

[TpoawmkeTe NeHANMAOMHUA 25 Mg NEPOPAIHO BEAHBK AHCBHO B AHUTE 1-BH 10 21-BH OT
MOBTApAIIH ce 28-THEBHH LIMKJIM B KOMOHWHAUMs C JekcameTa3oH. JledeHnero TpsdBa 1a NpoaIbIKH

J0 INMporpcCHus Ha 3a00JIIBAHETO HIIU HCIIPHCMIJINBA TOKCHYHOCT.

Cmvnku 3a peoyyupame na oozama

Jlenanuaomua®
Hauanna jno3a 25 mg
J1030B0O HHBO -1 20 mg
J1030BO HHBO -2 5 mg
J1030BO HUBO -3 10 mg
J1o30B0 HHBO -4 S mg
J1030BO HHBO -5 2,5 mg"

* PenyuupaHeTo Ha o3ara 3a BCHYKH MPOJYKTH MOXE Jla CTaBa MOOT/ICIHO
bJlenanuaomul 3enTHBa 2,5 mg He e HanuyueH. Mons u3nmon3BaiTe APYrH HaJTHYHH Ha Na3apa JICKapCTBEHH TPOIAYKTH,

ChbAbpPXKALIH 2.5 mg JJCHaAIHJIOMH L.

Ipomooyumonenus

[Ipu TpoMOOLIUTH

[IpernoppuHTENEH KYpC Ha JICUCHHE

Cnanose 1o <30 x 107/ 1

O6paTHH nokausauus 10 > 50 x 107/1

HPEKBCHBTE JICHCHHUCTO C JICHAJITHIOMH I

[IpoasbiokeTre npueMa Ha JCHaJIHI0MH]] Ha
1030BO HUBO -1 BEOHBX JIHEBHO

3a BCSKO ciensaio cnanade noa 30 x 107/ 1

O6parHu nokausanus 1o > 50 x 10%/1

[IpexbCcHETE JICYEHHETO C JICHATITMAOMH L

[IpoasikeTe npuema Ha JICHATUAOMH] Ha
CJICJABALLIOTO [10-HHUCKO A030BO HHBO BEIHBK
JAHCBHO

Abcomomen opou neympohunu (AbBH) — neymonernus

[Ipn AbH

[IpenopbpYHTENCH KYpC Ha JICUCHHE"

[TspBu cniagose a0 < 0,5 x 10%/1
O6patuu nokausanus 10 > 1 x 10%/1, koraTo
CIMHCTBCHHUAT HA0I10/1aBaH TOKCHYEH €EKT ¢

HCYTPOIICHHA

[IpexbCcHETE JICUCHHUETO C JICHATTHAOMH]
[IpoabaxkeTe npuema Ha JICHATHIOMH] C
HavyaJiHaTa 03a BEAHBXK JHEBHO

O6paTtan nokausanus 10 > 0,5 x 10%/1, koraro ca

HaOJII0JaBaHU 3aBMCHUMHM OT J03aTa
XEMaTOJIOrHYHH TOKCHYHH €PEKTH, pa3Iu4yHH OT

HCYTPOIICHHA

[IpoasipkeTe npuema Ha JICHAJIHUAOMH Ha 1030BO
HHUBO -1 BEHBX JHEBHO

3a Bceku caeasany criaa noa < 0,5 x 10%/1
O6paTtau nokausanus 10 > 0,5 x 107/1

[IpexbCHETE JICYEHHUETO C JICH? / e
[[poabikeTe npuemMa Ha JICHAMID
CJIE/IBAIIOTO MO-HUCKO J030BO|{HEB(
IHEBHO.




* 1o pemieHHE Ha JeKaps, akKo HEYTPOTNCHHATA € €IHHCTBEHAaTa TOKCHYHOCT Ha KOETO M /1a € JI030BO HHBO, 100aBeTe
rpaHyIoUMT-KoToHHOCTHMYIMpall ¢akTop (G-CSF) H mourepxanTe 1030BOTO HHBO Ha JICHAJIHAOMHL.

JleHayimaoMua B KOMOMHALMS ¢ MeidalilaH U MPeJHU30H, MOCIEABAHN OT MO/ UTbprKallla Tepanus ¢
JICHAJIMAOMMJL, IPH MALIMECHTH, KOUTO HE ca NOAXOASALIM 3a TPAHCILIAHTALIUS

Jleyenue ¢ neHanuaoMua He TpabBa ja ce 3anousa, ako ABH e < 1,5 x 107/ w/unu 6post tpoMbounTH

e<75x 1071.

[Ipenopvuyumenna oosa

[IpenopbunTenHaTa Ha4aaHa J103a € JeHaauaoMua 10 mg nepopaiHo BEAHBXK JHEBHO Ha |-Bu 10 21-
BH JIEH OT MOBTApAILIHUTE ce 28-THEBHH LIMKIIHU 3a MakcuMyM 9 uukbiaa, mendanas 0,18 mg/kg
epopaaHo Ha 1-BH 10 4-TH ACH OT MOBTAPALUMTE C€ 28-AHCBHU LMKIIHU, IPEAHU30H 2 mg/kg
epopajHo Ha 1-Bu 10 4-TH A€H OT NMOBTapALIMTE c€ 28-HEBHH LHKIM. [laumeHTHTe, KOUTO 3aBBpIIAT
9 MHKBJIA WJIH KOUTO HE Ca B ChCTOSIHHUE /1a 3aBbpIIAT KOMOMHUpAHATa TEparus 1nopaau
HEMTOHOCHMOCT, Ca JICKYBAaHU C MOHOTEpAIus C JICHAIMAOMH/ KaKTo cieasa: 10 mg nepopajiHo
BCIHBXK JHCBHO HA 1-BH /10 21-BH JICH OT NOBTAPAIIMTE cC 28-AHEBHH LIMKIIH 0 MPOrpecHs Ha

3a00JISIBAHETO.

Cmwnku 3a peoyyupane Ha oozama

JlenanuaomMua Mendganan [Ipeauu3oH
Hauasina no3a 10 mg" 0,18 mg/kg 2 mg/kg
J1030B0 HHBO -1 7,5 mg 0,14 mg/kg 1 mg/kg
J1030B0 HHBO -2 5 mg 0,10 mg/kg 0,5 mg/kg
J1030BO HHMBO -3 2,5 mg’ He e npunoxumo 0,25 mg/kg

* AKO HEYTPONEHHATA € CAMHCTBEHATA TOKCHYHOCT Ha KOCTO M J1a € /1030B0 HUBO, /100aBeTe rpaHy /I0lHT-KOJIOHHOCTHMY IHpaul akTop (G-

CSF) 1 noaaspxaiTe 1030BOTO HUBO HA JICHAIMIOMHM]IL.

*Jlenanmaomu 3eHTusa 2.5 mg He € HanuyeH. Mosis H3Noa3BailTe Apyru HAIMYHH HA Na3apa JeKapCcTBCHH NMPOIYKTH, ChabpKamu 2,5 mg

JICHWJTHIOMHIL.

Tpomboyumonenus

[Ipn TpoMOOLIMTH

[IpenopbynTENICH KYpC Ha JICYCHHE

[TepBH cnagose a0 < 25 x 10%/1
O6paTHH nokaysanus 10 > 25 x 10%/1

[IpekbCHETE JICUEHHETO C JICHAJIMIOMH]L
[IpoabipkeTe NEe4YCHHETO C JICHAJIUAOMHU/L U
Mmesiasiiad Ha 1030BO HHUBO -1

3a Bcekwu ciensanl cnag noa 30 x 10%/1
O6paTtam nokausanus 10 >30 x 107/1

[IpekbCcHETE JIEUEHHUETO C JICHAJTMAOMHM]L
[IpoabmkeTe NEYECHUETO C JICHAJIMAOMHU/L Ha
CJICJIBALLIOTO [MO-HHUCKO J030BO HUBO (1030BO
HHUBO -2 MJIM -3) BEAHBXK JIHEBHO.

Abcomomen opou neympogpunu (AbH) — neymponenus

[Ipn ABH

[IpenopbyHTENIEH KYpC Ha JICYCHHE"

[TepBu cnagose a0 <0,5 x 107/1

O6paTuu nokauysanus 10 > 0,5 x 10%/1, koraro
e/IMHCTBEHUAT HA0JII0JaBaH TOKCHYEH e(DEKT ¢
HEY TPOTICHHUS

[IpexkbCcHETE NTEYCHHUETO C JICHAJIMIOMH/I
[IpoabinkeTe NEYEHUETO C JICHAIIMAOMHU/ C
HayaJIHaTa /103a BEAHbX JHEBHO

O6partau nokausanus 10 > 0,5 x 107/1, koraro ce
Ha0JIF01aBAT 3aBUCEIIM OT J03aTa XEMaTOJIOTMYHH
TOKCHUYHOCTH, Pa3JIMYHH OT HEYTPOIICHUS

Bb3cTaHoBeTe npHeMa Ha JICHAJIMIOMHUI Ha
I030BO HHUBO -1 BEOIHBX JHCBHO

3a Bceku caeasaul cnag nox 0,5 x 107/1
O6paTau nokausanus 10 > 0,5 x 107/1

[IpexkbCHETE JIEYCHHUETO C JICHAJIN LMD
Bb3cTaHoBeTE JICHEHHETO C 1%

JHCBHO.

* [To pemeHHe Ha JIEKapA, aKO HEYTPONEHHATA € €/IHHCTBCHATA TOKCHYHOCT HA KOETO U J1a € /103080 HHBO, 1100
IpaHyIouMTRONOHHOCTHMY IMpaut (pakTop (G-CSF) 1 nourbpxanTe J1030BOTO HUBO HA JICHAJTHOMHUL,

L, et

a1 G & afs
@ wl%




[logabpkaia Tepanus ¢ JICHAJWJAOMMU/ NPH MALUEHTH, KOUTO ca OWIM NMOMJOKCHHM HAa aBTOJIOXKHA
TpAHCIUIaHTaLMA Ha cTBOJIOBH KJIETKH (ATCK)
[Topabpikamiara Tepanus ¢ JICHaAJIUAOMMA TpAOBA J1a 3aro4yHe el aAeKBaTHO XEMaTOJIOTHYHO

Bb3cTtaHoBABaHe ciicg ATCK npu nauuenTu 6¢3 gaHHM 3a niporpecus. Jlenanuaomua He TpsdBa 1a
ce 3anouBa, ako ABH e < 1,0 x 10%/1 u/unu 6post Ha TpomboumTTe € < 75 x 107/1.

[Ipenopvuumenna 0osza

[IpenopbuMTEIHATA HaYaIHA 1034 € JIeHanuaoMua 10 mg nepopanHo BeAHBXK AHEBHO 0€3
MpeKbCBaHE (B AHUTE OT 1-BM 10 28-MM HA MOBTAapAIHM ce€ 28-AHEBHH LIUKJIIH), [IpUJIarat 10
nporpecus Ha 3a0011BaHETO HIIM MOsBa HAa HEMOHOCHUMOCT. Crie/l 3 NMKBIIa NOAABPIKALIIO JICYCHHE C
JICHAJIMIOMHMJL 103aTa MOYKE J1a CE€ YBEJIMYH 10 15 mg nepopanHo BEAHBXK JHEBHO, aKO CE IOHACH.

Cmvnku 3a peoyyupane Ha oozama

Havanna no3a (10 mg) AKo no3ara ¢ nopuueHa (15 mg) *
J1030B0 HUBO -1 5 mg 10 mg
J1030B0 HUBO -2 5 mg (auu 1-21 Ha Bceku 28 HM) 5 mg
J1030BO HUBO -3 Henpunoxumo 5 mg (auu 1-21 Ha BcekH 28 AHHU)
Jla He ce maBa no3a noa S mg (aHum 1-21 Ha BcekH 28 OHM)

‘Crienn 3 UMKBJA MOUIBPAALLO JIEHCHHE ¢ JIEHAIHIOMHML, Jlo3aTa MOXKe [1a ¢ce YBEJIHYH 10 |5 mg nepopajiHo BEAHbAK HEBHO, KO C¢
[TOHA4ACH.

Tpomoboyumonenus

[Tpu TpomOOLIMTH [ [penopbYUTEIICH KYPC HA JICUCHHE

Cnanose 10 < 30 x 10°/1 [IpekbCHETE JICYCHHETO C JICHAIMIOMH/L

O6pathu nokausanus 10 > 30 x 10%/ 1 [ [poabimkeTe npueMa Ha JICHaJIMIOMHU/L Ha
1030BO HUBO -1 BEAHBXK JHECBHO

3a Besko cnenpamo crnaaane nog 30 x 107/ 1 [[peKbCHETE JICYCHHUETO C JICHAJIMAOMH/

O6paTHu nokausanus 10 > 30 x 10/ 1 [IpoabmKeTe ICYCHUETO C JICHAJIMIOMHU] HA
CJICIBALILIOTO [MO-HUCKO J030BO HUBO BEJIHBXK
JTHEBHO

Abcomomen opou neympoghunu (AbBH) — neymponenus

[Ipu ABH [IpenoppuMTENCH KypC HA JIeYeHHE"
Cnanoose 10 < 0,5 x 107/ 1 [TpekbCHETE ICUCHHUETO C JICHATTMAOMHU
OOpaTHu nokauBaHus 10 > 0,5 x 10%/ 1 [Tpoabmkere npueMa Ha JICHAJIHMI0OMH/ Ha

1030BO HUBO -1 BEAHBX JIHEBHO

3a BcAKO cneasano crnajgane noxg < 0,5 x 107/ 1 [IpeKbCHETE JICYEHHETO C JICHAIHIOMH

O6paTHu nokauysanus g0 > 0,5 x 10%/ | [IpoabiKeTe JICYCHHUETO C JICHAIMAOMH/L HA
CJICABAIOTO MO-HHUCKO J1030BO HUBO BEAHBXK
JHEBHO

* [To pemieHHe Ha JEKaps, aKO HCYTPONEHUATA € €AHHCTBCHATA TOKCHYHOCT HA KOETO W /1a € JI030BO HUBO, Jl00aBeTe
rpadyjaounTkonoHnocTumyupaut gpakrop (G-CSF) u nouibpxkaiTe 1030BOTO HHBO HA JICHATTHIOMHM L.

Myamunnen mueiom ¢ none eOHa nPeoxoxcoauya mepanus
Jleuenue ¢ neHanMIOMUA HE TpAOBA aa ce 3ano4sa, ako ABH < 1,0 x 10%/1 w/nnn 6pgi;
75 x 10%/1 unm, B 3aBUCUMOCT OT MHOUITPALMA HA KOCTHUS MO3BK OT IUIa3MCHHU K¢ gt
TpomboumuT < 30 x 107/1.

lpenopvuumenna 0oza



[IpenopbuHMTEIHATA HAYaIHA 1032 JICHATHIOMU/L € 25 mg NepopanHo BEAHBXK JHEBHO Ha 1-Bu 10 21-
BM JICH OT noBrapsummre ce 28-nHeBHH UUKAH. [IpenopbunTennara go3a qekcamerasoH ¢ 40 mg
NepOpaJIHO BEAHBXK JHEBHO Ha |-BU 10 4-TH, 9-TH 10 12-TH 1 17-TH 10 20-TH ACH OT BCCKH 28-HCBCH
LMKBJI 33 TbPBUTE 4 [IMKBJIA HA TepanuAaTa U ciael ToBa 40 mg BeIHbK AHECBHO Ha 1-BH 10 4-TH JICH HA

BCCKH 28 JIHH.

[IpeanucBamuUTe JIeKapy TpAOBa BHUMATCIIHO JIa NPELICHAT KOs /1032 JICKCAaMETAa30H /J1a M3I10JI3BaT,
KaTO B3€MAT MNPCABHJ ChCTOSHUETO U OOJICCTHHS CTATYC Ha MAllMEHTA.

Cmwvnku 3a peoyyupane Ha 0o3ama

Havanina no3a 25 mg
J1030B0 HHBO -1 15 mg
J1030BO HHBO -2 10 mg
J1030BO HHBO -3 5 mg

TpomboyumoneHus

[Tpu TpoMOOLMTH

[IpenopBUHTENICH KYPC Ha JICUCHHUE

[TspBu cnagose 10 < 30 x 107/1
O6patuu nokausanus 10 > 30 x 107/1

[IpexbCcHETE ICUEHHUETO C JICHATUAOMHU]]
[IpoabsipkeTe ICEYEHHETO C JICHATHMAOMH/L Ha
J1030BO HHUBO - |

3a BcekH cieasany cnajx noa 30 x 10%/1
O6paruH nokausanus 10 >30 x 107/

[I[pekbCHETE JIEYEHHETO C JIEHATTHIOMHU
[IpoabrkeTe Ie4eHUETO ¢ JIEHATMAOMHM]L Ha
CJIeIBAILIOTO MO-HHUCKO J030BO HUBO ([1030BO
HHUBO -2 WJIH -3) BEIHBXK JIHEBHO. /la He ce
A034pa 1o 5 mg BEJAHBK JHECBHO.

Abcomomen opou neympoguiu (AbH) — neymponenus

[Ipn AbH

[IpenopbyHTEICH KYpC Ha JICYCHHE"

[Tepeu cnagose 10 < 0,5 x 107/1

O6patnu nokausanus 10 > 0,5 x 10°/1, korato
¢IMHCTBEHHUAT HA0JII0JaBaH TOKCHYCH e(EKT €
HEYTPOICHHS

[IpekbCHETE NIEYEHUETO C JICHAIMIOMHUI
[IpoabmxeTe JICYEHHETO € JIEHAJTMAOMHU]L C
HayaJiHaTa J03a BEAHBX JHEBHO

O6parau nokausanus 10 > 0,5 x 10”/1, koraro
ce HaOJro1aBaT 3aBUCEIIHM OT J03aTa
XEMATOJOrHYHHU TOKCHYHOCTH, PA3JIMYHH OT
HCYTPONCHHS

Bb3cTaHoBeTe npyuemMa Ha JICHaJIMJAOMH]L Ha
1030BO HUBO -1 BEOHBXK JIHEBHO

3a Bceku caeapain cnag noa 0,5 x 10%/1
O6paTHH nokausanus 10 > 0,5 x 10%/1

[IpexbCcHETE JICUEHUETO C JICHATHIOMH/L
[IpoabikeTe ICYEHUETO € JICHAJIMAOMHU]L Ha
CJICABALLIOTO MO-HHUCKO J1030BO HHUBO (/1030BO
HUBO -1, -2 WM -3) BeAHBbXK AHEBHO. /la He ce
JI03Mpa I10/1 5 Mg BEJAHBXK JHEBHO.

' [1o pewieHHE Ha JIeKaps, aKO HEYTPOIICHUATA € eIMHCTBCHATA TOKCHYHOCT HAa KOETO H Jla € /1030B0 HHUBO, JloDaBeTe
rpaHyIounuTKONIOHHOoCTUMY Mpaut paxktop (G-CSF) u noyibpikanTe 1030BOTO HUBO HA JICHATTHIOMHL.

Muenooucnaacmuunu cunopomu (M/{C)

JleyeHHETO ¢ NEHATHAOMMA He Tpsa6Ba na 3anousa, ako ABH e < 0,5 x 10”/1 u/unu 6post

TpombouuTH € < 25 x 107/1.

[Ipenopvuumenna 0osza

[IpenopbuynTenHaTa Ha4aHa a03a JieHanuaoMua € 10 mg nepopaiHo BEAHBXK THCBHEA

21-BH J1I6H OT MOBTAPAILIM C€ 28-JHEBHH LIMKIIH.

Cmuwnku 3a peoyyupane Ha 0ozama

HauyanHa noza




J1030B0 HHUBO -1 5 mg BeaHBX AHEBHO B AHH | 10 28 Ha BCEKU 28 JIHH

J1030B0O HUBO -2 2,5 mg BeHBbX AHCBHO B AHM | 10 28 Ha BCekH 28 JIHU
J1030BO HHUBO -3 2,5 mg npe3 aeH 1 10 28 Ha BCekH 28 IHH
Tpomboyumonenus

[Ipu TpomMOOLIUTH [IpenopbuMTESICH KYPC HaA JICYEHHE

Cnanose 10 <25 x 107/
OGpaTtHu nokausanus a0 > 25 x 10%/1 -
<50 x 10%1 on B noue 2 cnyyas 3a >7 AHH

>50 x 10/l no Bcsiko Bpeme

[IpeykbCHETE JICUEHHUETO C JICHAIUAOMH
[TpoabipKeTE JICYEHUETO C JICHANUAOMH/] Ha
CJIE/IBAILIOTO MO-HUCKO 1030BO HUBO

KOraTo OposiT TpOOMOLIMTH CE€ Bb3CTAHOBH Ha (1030BO HUBO -1, -2 M -3)

Abconomen opou neympounu (AbH) — neymponenus

[Ipu AbH

[IpenopbyMTENICH KYpPC HA JICYCHHE

Cnanose 10 < 0,5 x 107/1

[IpekbCHETE JICUCHUETO C JICHAJIUIOMHU,

O6paTtaM nokausanus 10 > 0,5 x 107/1

[TpoawmKeTe NEYECHHETO C JICHAJIN/I0OMH/1 Ha
CJICABAIIOTO MO-HUCKO J1030BO HHUBO (J1030BO
HUBO -1, -2 WJIH -3)

Cnupane na 1eHaIuoomMuo

JleyenueTo ¢ neHanUIOMHMJI TPAOBA 1a ce crpe Mpu NauUeHTH 0€3 NMOoHE ¢J1ad EpUTPOHJICH OTITOBOP B
paMKHTE Ha 4 Mecella OT Ha4yaJloTO Ha TepanuATa, nposseH 4pe3 noHe 50 % HamalleHHE Ha
HEOOX0AMMOCTTA OT TpaHCchy3Us WM, aKO He ca TpaHcy3upanu, | g/dl noBuiieHne Ha

XeMOTrJIO0OHMHA.

Manmennoxnemvyuen aumgpom (MKJI)
IIpenopvuumenna 0osa

[IpenopbuMTEIHATA HAYAJIHA JO3a JICHANAOMHUA € 25 mg NepopaJHO BEAHBK JHEBHO B JHUTE |-BH
10 21-BH OT NOBTApsLIM C€ 28-THEBHH LHKIIH.

Cmwnku 3a pedyyupane na oosama

Henanuoomuo

Hauanna no3sa

25 mg BeHBK JHEBHO B AHH | 10 21, Ha Bceku 28 qHH

J1030BO HUBO -1

20 mg BeaAHBbK JHEBHO B IHM | 10 21, Ha Bceku 28 JIHH

J1030BO HHUBO -2

|5 mg BeaHbXK QHEBHO B IHM | 10 21, Ha BCEKH 28 nHH

J1030B0 HMBO -3

10 mg BeaHBX JHEBHO B JAHU | 10 21, Ha Bceku 28 /1HH

J1030BO HUBO -4

5 mg BeAHBXK JHEBHO B IHU 1 10 21, Ha Bceku 28 IHHU

J1030BO HHUBO -5

2,5 mg BeHBK AHEBHO B aHM | 10 21, Ha Bceku 28 qHM'
5 mg npe3 aeH B aHH 1 10 21, Ha BcekH 28 JIHH

' B cTpanu, KBAETO CE Mpejuiara Kamncynara ot 2,5 mg.

Tpomooyumonenus

[Ipu TpomMOOLIMTH

[IpennopbunTENICH KYPC HA JICYCHHUE

Cnan go < 50 x 10%/1

[ [pexbCHETE JICYCHUETO € JICHAJIMIOMHU U
rnpaBseTe MbjHa KpbBHA KapTuHa (I1KK) Ha#
MaJIKO Ha BCEKH 7 JHHM /

O6paTHO nokausaHe 10 > 60 x 107/1

[IpoabinkeTe Ie4EHUETO C JICHAJIMIC /
CJI€IBAIIIOTO MO-HUCKO J030BO HHUBQ
HUBO -1)




3a BCekH caeaam cnaa noa 50 x 107/1

O6GparHo nokausate 10 > 60 x 107/1

[IpekbCHETE JICUEHHUETO € JICHAIMAOMHU/L U
npasete [IKK Hali-manko Ha BCekH 7 JIHH

[IpoabmxkeTe JICUEHUETO € JICHAITMAOMHU Ha
CJICABAILOTO IMO-HUCKO J1030BO HUBO (1030BO
HUBO -2, -3, -4 unu -5).

He npunaraiite 103a 00/ 1030BO HUBO -5

Abcomomen opoit neympogunu (ABH) — neymponenus

[pu ABH

[IpenopbyHTENEH KYpPC Ha JIEYEHHE

Cnan 1o < 1 x 10%/1 3a Haii-Manko 7 AHH WIH
Cnan no < 1 x 10%/1 ¢ acourupaHa BUCOKa
TeMmreparypa (TenecHa remmneparypa > 38,5 °C)
uim cnaa a0 < 0,5 x 10%/1

O6paTHO nokausane 10 > 1 x 10%/1

[IpekbCcHETE JIEYCHUETO C JICHAJIMIOMHI U
npaBete [IKK Haii-manko Ha BCekH 7 IHH

[IpoabixeTe NeYEHUETO C ICHATMAOMHU] Ha
CJIEABAIIOTO MO-HUCKO JI030BO HUBO ([1030BO
HUBO -1).

3a Bceku cneapaiy cnag noa 1 x 10%/1 3a Haid-
Manko 7 aau wiH crag 1o < 1 x 10”1 ¢
acoLlMMpaHa BUCOKa TeMIieparypa (TejiecHa
Temneparypa > 38,5 °C) wim cnnag 1o < 0,5 X
10%/1

O6paTtHO nokausane a0 >1 x 107/

[IpekbCHETE JIEYEHHETO C JIEHAJTHIOMH T

[IpoabikeTe JCYCHUETO C JICHAJIMAOMH Ha
clIeIBAIOTO MO-HUCKO J030BO HUBO (1030BO
HHUBO -2, -3, -4, -5).

He npunaraiire 103a 1noj 103080 HHBO -3

Donuxyrapen aumpom (DJI)

Jleuenue ¢ neHaNMAOMK]L He TpsAOBa aa ce 3anousa, ako ABH ¢ < 1 x 10°/1 w/unu 6posAT
TpoMOOIMTH € < 50 x 10%/1 , ocBeH ako He e BCieACTBHE HA HHQUITPUPAHE HAa KOCTHHSA MO3BK OT

numMpoma.

[Ipenopvuumenna oosa

[IpenopbunTeIHaTa HAYa Ha /1032 JeHanuaomMua ¢ 20 mg nepopajHo BEAHBXK IHEBHO B IHH 1 10 21
OT MOBTAPSAILIHM cC 28-AHEBHH LIUKIIH 32 MaKCUMYM |2 jeueOHmn nukeiaa. [IpenopruntennaTa HavyamHa
n03a puTyKcumab ¢ 375 mg/m? untpaBeHo3Ho (i.v.) BCska ceamuua B uMkba 1 (aquu 1, 8, 15 n 22) u

neH | oT Bcexku 28-0HEBEH LIMKB 3a LIMKJIU 2 110 5.

Cmpnku 3a namaisaeane Hda oolama

Hauvanua mo3a

20 mg BEAHBXK JAHEBHO B JIHU

-21, Ha BCEKHU 28 JIHH

J1030B0O HUBO - |

15 mg BeaHBX JHEBHO B JIHU

|-21, Ha BCcEeKkH 28 OHHU

J1030BO HUBO -2

10 mg BeAHBX JJHEBHO B JIHH

-21, HA BCEKH 28 IHH

J1030BO HUBO -3

5 mg BEAHBK AHCBHO B IHHU 1-21, Ha Bceku 28 aHM

3a KOpEKLIMH Ha J03aTa Mopaayd TOKCHYHOCT Ha pUTYKCHMa0 BHKTE choTBeTHaTa KpaTka

XapaKTCPHUCTHKA Ha NPOAYKTA.

Tpomboyumonenus

[Ipn TpOMOOLIMTH

[IpenopbUMTENEH KYpC Ha JICYCHUE

Cnanose 10 < 50 x 107/

OOparau nokayBanus 10 > 50 x 10%/1

[IpexkbCHETE JICYCHHETO C JICHA // 1 ii*" *
npasere [IKK Han-Masko Ha BCg

[I[poabkeTe JICYEHHETO HA CIICBE
HHUCKO J1030BO HHUBO (J1030BO HHBY




3a Bceku cneasai cnag noa 50 x 1071 [[pexkbCHETE ICUYCHHUETO € JICHATHAOMHU H
npasete [IKK Hail-manko Ha Bcexu 7 qHH

O6paTHH nokausanus 10 > 50 x 10%/1 [IpoabmxeTe JICUYCHUETO C JICHATHIOMH Ha
CJICABAIIIOTO MO-HUCKO J1030BO HUBO (1030BO

HUBO -2, -3). He npunaraure 103a noa 103080
HUBO -3.

Aocomomen opou neympounu (AbH) - neymponenus

[Ipu ABH [IpenopbumMTEsICeH KYpPC Ha JIeYECHHE"
Cnanose < 1,0 x 10% 11 3a nait-manko 7 [IpekbCHETE IEUEHHUETO C JICHATHAOMHU U
nuu wim Coanose 10 < 1,0 x 10%1 ¢ npaBete [IKK Hai-manko Ha Bcekn 7 AHU

acoOLIMMpPaHa BUCOKa

TeMneparypa (TenecHa remmneparypa = 38,5°C)
win crajgose 10 < 0,5 x 10%/1

O6parau nokausanus 10 > 1,0 x 107/1 [TpoabIBKETE IEYECHHUETO C JICHATH/IOMHU/L Ha
CJICIBAILIOTO MO-HUCKO JJO30BO HUBO (J030BO

HHUBO -1)

u n 1
[To npeueHKa Ha JeKaps, aKko HEYTPOIICHUATA ¢ €IMHCTBEHATA TOKCHYHOCT Ha KOETO M Jia € /103080 HUBO, jodasere G-CSF

Manmennoxiemvuen numgom (MKIT uru poruxynapen numgpom (DJI)

Tymop-nusuc cunopom (TLS)

Bcenuku naupeHTH TpAOBa 1a noay4vat npodunaktuka 3a TLS (anonypuHo, pa30dypHkasa uiu
€KBUBAJICHT crioped OQHIHAIHUTE HACOKH) M J1a ObaaT 100pe XuJipaTupaHu (IepopajiHo) npes
MbpBAaTa CEJAMHLIA OT ITbPBHUSA LIUKBJI HIIH 3a MO-IIPOAB/DKHTEIIEH MEPHO/I, aKO € KJIMHHYHO MOKa3aHo.
3a na ce caeau 3a TLS, Tpabsa na ce nposexaa Habop 0T OMOXHMHYHH U3CJIEABAHHS €XKECEIMHUYHO
[pe3 MbPBHUA UHKBJ M KAKTO € KJIIMHHYHO I10Ka3aHo.

Jlenanumomua Moxe aa Ob€ NMPOABIDKCH (KAaTO CE 3anas3y J03ara) NpH NalueHTH ¢ 1abopaTtopeH
TLS nnm crenen 1 xnunuued TLS, unu no npeueHka Ha jekapst Ja ¢€ HaMaJIk 03aTa ¢ €JHO HUBO U
Ja C€ NMPOJAbJDKM JICHATUAOMHUA. TpsaOBa /1a ce OCUIypH aKTHBHA HHTPABEHO3HA XHJIpaTalHs U
[MOJAXOA10 MEIMIIMHCKO JICUCHHE CIIOpe] MECTHMSI CTAHAAPT 3a M0JIaraHe Ha IPHXKH 10 KOPHIHpaHe
Ha CJICKTPOJUTHHUTE aHOMaIMK. Moxe 1a € HeoOXxoaMMa Tepanus ¢ pa30ypHKasa, 3a 1a CC HaMallH
XHMECPYPUKEMUATA. XOCIHTAIN3ALMATA HA MALMEHTA € M0 MPELEHKa Ha JIeKaps.

[Tpu manuenTu ¢ kmuaudeH TLS crenen 2 1o 4 npekbCcHETE ICHATHUAOMH/ M MPOBEXKAANTE HAOOp OT
OMOXHMMHMUYHH H3CIICIBAHHS €KECEJIMUYHO HIIM KaKTO € KJIMHUYHO NoKa3aHo. TpsbBa na ce ocurypu
aKTHBHA MHTPABCHO3HA XHpaTalMs U NOAXOAAO MEAULIMHCKO JIECYEHHE CIIOPEl MECTHHA CTaHAapT
3a MoJlaraHe Ha IPHYKH 10 KOPUTHPAHE HA €JICKTPOJIHTHUTE aHOMAJTHH.

Tepanwusita ¢ pa30ypHka3a U XOCIHTAIM3ALMUATA ca Mo npeueHka Ha jiekapsa. Korato TLS oturymu no
creneH 0, MOJAHOBETE JICHAJIMAOMH/1 Ha CJICABALLIOTO 1MO-HUCKO HUBO I10 MPELEHKA Ha JIEKaps (BX.

Touka 4.4).

Peaxyus na akmusupane na mymopa
[To npeueHka Ha nekaps JCHAIMAOMHA MOKE 1a 0b/1e NPOABIDKEH IPH MAaLMEHTH ChC CTENEH | HiH
2 peakuus Ha akTuBupaHe Ha Tymopa (Tumor flare reaction, TFR) 6e3 npexbcBane '
[lo npelicHKa Ha JieKaps MOXKE J1a Ce NMPHUII0KH TEpPanus ¢ HECTEPOUIHH NTPOTHBOB / QRN IR

cpeacta (HCIIBC), kOpTHKOCTEPOUIM C OrpaHUYEHA NPOABIDKHTEIHOCT H/HIIH £ E _.&;;,.-ﬂ
aHanretuum. Ilpn maumentH cwe crened 3 win 4 TFR cnpere ne4yeHneTo ¢ JIeH; PMIPEIRE =
sanouyHete Tepanua ¢ HCIIBC, kopTHKOCTEpOUIH W/HIIH HAPKOTHYHU aHAITCTHRLIE 14 '* o u
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OTINYMH 10 < cTenecH 1, MOAHOBETE JICUEHUETO C JICHAJIMIOMHU/T HA CBILIOTO JI030BO HUBO 34
ocTaHajiaTa yacT oT uuKkbiaa. [laumenTure Morar ga ObaaT JICKYBaHH 3a MPEOA0IIBAHE HA
CUMIITOMHTE CIIOPE/l HACOKHUTE 3a JieueHueTo Ha creneH | u 2 TFR (Bxk. Touka 4.4).

Bcuuku noxazanus
[Ipu apyru nposiBM Ha TOKCHYHOCT OT CTENEH 3 MM 4, 32 KOUTO € MPELUCHEHO, Y€ Ca CBbP3aHH C

JICHAJIMAOMM /L, JICYCHUETO TpAOBa J1a ce crpe M J1a c€ Bb30OHOBH Ha CJIC/IBALLIOTO MO-HHUCKO JI030BO
HUBO, KOraTO TOKCHYHOCTTA JOCTHTHE CTEMNEH < 2 Mo NPELCHKA Ha JICKapA.

[Ipu koxeH oOpuB OT crereH 2 uiau 3 TpsadBa 1a ce 0OMHUC/IH MPEKHCBAHE WM CITUPAHE HA
neHanuaoMu. JIenanuaomua TpsaOBa J1a ce cnpe MpH aHruoeaeM, aHaduIakTHYHa peakius, OOpUB OT
creneH 4, ekconmaTueeH uin 0yo3eH 00pUB WM aKO c€ Moa03upa CHHAPOM Ha Stevens-Johnson
(SJS), TokcnuHa enuaepmanHa Hekposusa (toxic epidermal necrolysis, TEN) wnu nekapcrseHa
peakuus ¢ co3nHodunus u cuctemun cumnromu (DRESS) u He TpsaOBa 1a ce 3amouBa 0THOBO i/
CIHUpaHE MOpaad FOPHUTE PEaKLIMH.

Crneyuainu nonyaayuu

[Teouampuuna nonyrayus

Jlenanupomu 3eHTHBA He TpAOBA J1a CE MpHIIara MpU Jela ¥ IHOLLIH OT paXKJIaHeTo 10 mox 18
rOAHHH MOpaJAHd CbOOpaKEHHS 3a 0€301M1acHOCT (BXK. TO4YKa 5.1).

Cmapuecka 6v3pacm

Hanuuuure noHacToseM (papMaKOKMHETHYHU JAHHU €A OIMHCAHM B TOUYKaA 5.2. B KIMHHYHH
NpOy4YBaHM JICHAJTMIOMUJ € OMJI MPHJIaraH Ha MAaUMCHTH C MYJITHIUICH MHEJIOM Ha Bb3pacT J10 91
FOAMHM TMPH MAUMEHTH C MUEJIOANCIIACTHYEH CUHAPOM Ha BB3PAcCT A0 95 roAHHH roJIMHU U Ha
[MALMEHTH C MAHTEJHOKJICThYEH JTMM(OM Ha Bb3pacT 10 88 roauuu (BxK. Touka 5.1).

Twi1 KaTO € MO-BEPOATHO MALHUCHTUTE B CTApUYECKA BB3PACT /1a UMAT HaMaJieHa ObOpevHa QyHKUM,
TpsOBa BHMMATEIHO Jia ce moadupa Jo3ara u Ou 6m10 pa3yMHo aa ce cieau 0b0peuHara QyHKUMS.

Hoeoouacnocmuyupan MyamunieH Mueiom. nayueHmu, KOumo He ca nooxXoofaufu 3a
MPAaHCNIaHmayus

[TauMeHTHTE ¢ HOBOAMArHOCTUIIMPAH MYJITHIUICH MHEIOM Ha Bb3pacT 75 M MoBe4Ye roAMHH TpsAOBa
BHHMATEJIHO J1a CE€ OLICHSBAT, NPEIM aa ce oOMHUCs JeyeHue (BxK. Touka 4.4).

[Ipu nauueHTH HaA 75-TOAMIIHA BB3PACT, JICKYBAHH C JICHAIHAOMH B KOMOHHALMS € JICKCAMETa30H,
Ha4asIHaTa [103a JAcKkcamera3oH ¢ 20 mg BeAHbK THEBHO HA AHU 1, 8, 15 1 22 or Bceku 28-1HEBEH
neyeOeH UKD,

He ce npeanara agantupaHe Ha J103aTa IMPH NAUMEHTH HaZ /5 rOJIMHH, KOUTO Ca JICKYBAaHH C
JICHAJIHJIOMH/J1 B KOMOMHALMA ¢ Mes(dallaH U IIPCIHU30H.

[Tpu maumeHTH ¢ HOBOAMArHOCTULIMPAH MYJITHIUIEH MUEJIOM Ha Bb3pacT 75 M MOBEYE FOAWHH, KOMTO
[MOJIy4aBaT JICHAJIMIOMH, MMa [10-BUCOKA YECTOTA HA CEPHO3HH HEXKEJIAHU PCAKLIMHM M HEXKCJIaHH
PEAKLIMH, KOUTO BOJAT 10 CIIHPAHE Ha JICYEHHUETO.

KomOuHHpaHaTa Tepanus ¢ JCHAJIUIOMH/ CE MMOHACH I10-3J1¢ MPH MAUMEHTHUTE ¢ HOBOJAHArHOCTHIIHPAH
MYJITHIIJIEH MHEJIOM Haj 75-rOAuIIHA Bb3pacT B CpaBHEHHUE C MO-MJIaJaTa nonynauus. Te3u nmauueHTy
[MPEKPATABAT JICUCHUETO MO-YECTO MOPAJU HEMIOHOCHUMOCT (HEXKE/IaHH ChbOUTHS CTENCH 3 WK 4 1
CCPHO3HM HEXEJIAHU CHOMTHS), B CPABHCHHE C MAUMCHTHTE < 75 rOAUHH.

Mynmunien muenom: nayuenmu ¢ ROHE eOHA NPeoxXoXcodyya mepanus
[IpoLEHTHT HA MALMEHTHUTE C MYJITHIUICH MHUEJIOM Ha 65 roMIIHA BB3PacT HIIH 110
pa3n4yaBajl 3HAYUTEIHO MEXAY I'PYTNIHUTE, JIEKYBAHH C JICHAIMAOMHY/ ICKCaMeETa3
ranebo/aekcamerasoH. [Ipu Te3n nauueHTH He € HaOIrAaBaHO 00O pa3nuy
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e()MKaCHOCTTa B CPABHEHHE C [10-MJIAJIH, HO HE MOXeE J1a OBbI¢ M3K/IKOYEHA MO-U3pa3CHa
[MpeApPa3noJIOKEHOCT MPH MO-Bb3PACTHH HHIAUBH/IH.

Muenooucniracmuunu cuHopomu

[Ipy maumMeHTH ¢ MUEIOANCTUIACTHYHH CHHIPOMH, JICKYBAHH C JICHAJIHAOMHM, HE C€ HA0/I0/1aBa KATo
LSJI0 pa3iMKa M0 OTHOIICHHUE Ha 0€30MacHOCTTa U €(PHKACHOCTTA MEXKY MaLMEHTH Hal 65-roauniHa
Bb3pacT M MO-MJIAJH MALMCHTH.

Maumennoxiemvuen rumghom

3a NauMEeHTH C MAHTEIHOKJIETBYCH JIMMGOM, JICKYBaHH C JICHATUAOMU, HE ce HaOoAaBa o0ma
pa3nKa B 0€30MacHOCTTa U epUKACHOCTTA MEX Ay MALMCHTH Ha Bb3pacT 65 HJIH MOBEYC rOAHHH B
CpPAaBHCHHE C MALMCHTH HA BB3pacT Mo 65 roJAnHH.

Donuxyrapen aumgpom

3a mauueHTHTe ¢ GoNMKyNapeH TUMQOM, JICKYBaHH C JICHAIMAOMU/ B KOMOMHALMA C PHTYKCHMAO,
o0111aTa 4YeCTOTa Ha HEXKEJIAHUTE CbOMTHSA € 10100Ha NPH MALMEHTHUTE HA Bb3pacT 65 UM MoBeYe
roANHH B CpaBHEHME C nmauueHTuTe noa 65 roauuy. He e HaOmoaaBana KaTo 1s/10 pa3/jivKa B
¢(HKACHOCTTA MEXY JABETE Bb3PaCTOBH I'PYIIH.

bvopeuno yepescoane

JleHannaoMu ce OTAeNS MPEAUMHO OT ObOpELHTE; MALIMEHTUTE C MO-rO/1sAMa CTENEH Ha ObOpeYHo
yBpEXJIaHe MOraT J]a MMaT HapylIeHa MOHOCHMOCT KbM JIEUCHHETO (BXK. Touka 4.4). Tpsabsa
BHHMATEJIHO MoA0HpaHEe Ha J03aTa M Ce NpEenopbhyBa clie/icHe Ha ObOpeyHaTa QyHKIM.

He ce nanara aganTdpaHe Ha J103aTa MMPH MAUHMEHTH € JIEKO ObOPEYHO yBpeKIaHe U MYJITHIUICH
MHEI0M, MUECITIOANCIIIIACTHYHN CHHAPOMH, MAHTETHOKJIETHYCH JTUM(POM MM (PONHKYJIApEH JIMMPOM.
[IpenopbuBa ce clieIHOTO aJanTHPAHE Ha J03aTa B HAYAJIOTO HA TEPAIHATA U NMPE3 UAIOTO
BPEMETPACHE HA JICYCHHUETO MPH MALIMEHTH ¢ YMEPEHO MIIN TEXKKO yBpeaeHa Ob0peuHa QyHKLMA Wi
npu TepMUHAIHA O0bOpEeYHA HEAOCTATHYHOCT.

Hsama onut ot n3nurBanus ¢asa Il npu Tepmunanna 6u0peyna HegoctaTbyHOCT (End Stage Renal
Disease, ESRD) (CLcr < 30 ml/min, Hanarama auanun3sa).

My:mmn.f:en MUENOM

buopeuna pyukuus (Clcr) AlanTHpaHe Ha 103aTa

YMepeHo ObOpeyHO yBpeKIaHE 10 mg BEIHBX JIHEBHO'

(30 < CLcr < 50 mL/min)

Texko 6b0pedHo yBpekaaHe 7,5 mg BEeAHBXK JHEBHO’

(CLcr <30 mL/min, 6e3 Hyx/1a OT JiHaJin3a) 15 mg npe3 neH

Tepmunanna Ob0peyHa HEAOCTATHYHOCT 5 mg BeAHBX JAHEBHO. B qHuTE Ha quanusa
(KCBH) J03aTa TpsAOBa Ja ce npuiara cie/l Adaan3ara.
(CLcr < 30 mL/min, ¢ Hy>/Ja OT JHajiu3a)

' Jlo3aTa MOKe /1a e NMOBHIIH 10 15 mg BeAHBXK AHEBHO CleA 2 LHHKBJA, AKO HAMA OTTOBOP Ha JICYEHHUETO H
MalMEeHTHT HMa A00Opa MOHOCUMOCT KbM HErO.
> B cTpaHuTE, KBAETO C€ Mpejjara Kancynara ot 7,5 mg.

MuenooucnaacmuiuHu CuHOpomu

bnopeuna pynxkuus (CLcr) AaanTHpaHe HA /103aTAa

YMepeno 0b0peuHo Hayvanna go3a 5 mg BEIAHBK JAHEBHO
YBPCHKIAAHE (B aHu 1 10 21 ot nog
(30< CLcr <50 mL/min) 28-1HEBHHU LMKJIH)

J1030B0 HHBO-1* 2,5 mg BEAHBXK JIH¢ ‘
(B 1HH | 10 28 o1 1Y
28-1HEBHHU LIHKJIH)
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J1030BO HHBO -2* 2,5 mg npe3 acH
(B 1Hm 1 10 28 OT NOBTApALIH C€
28-ITHCBHH LIMKJIN )

Texko 6BLOpeUHO YBpEXKAaHE Hauanna j103a 2,5 mg BeAHBX JIHEBHO
(CLcr < 30 ml/min, 6e3 (B quu | 10 21 oT noBTapsuy ce
HYJa OT JHaJiu3a) 28-1HCBHH LIUKJIN)

J1030B0 HUBO -1 * 2,5 mg npe3 acH

(B aHM 1 10 28 OT NMOBTAapALIH CC
28-1HEBHH 1IUKJIH)

J1030BO HUBO -2* 2,5 mg aBa IMbTH CEAMHYHO
(B nHu 1 10 28 OT noBTapsLIM c€
28-THEBHHM LHMKIIH)

Tepmunanna 6b0peyna Hauanua no3za 2,5 mg BEAHBXK JIHCBHO
HEJ10CTaTbYHOCT (B auu | no 21 ot moBTapAuu ce
(KCBbH) 28-JITHEBHH LIHKJIH )

(CLcr < 30 ml/min, ¢
HY»/1a OT JHalIn3a)
B nHuTe Ha quaaui3a go3ara

TpsOBa Aa ce mpuiiara cien
AUannu3ara. J1030BO HUBO -2* 2,5 mg 1Ba NbTH CEAMHYHO

(B a1y | no 28 ot nmosTapsAwM ce 28-
JIHEBHH LIUKJIH)

J1030BO HUBO -1* 2,5 mg npe3 aeH
(B 1uH | 10 28 oT nmoBTapsuM ce 28-
JIHEBHU LIMKJIH)

* [Ipenopb4YHTE/IHH CTHIKH 32 HAMAJIABAaHE Ha /103aTa M0 BPEME Ha JICYCHHETO H NMPH Bb30OHOBABAHE HA JICYCHHETO NPH
feYeHHe Ha HeYTPONEeHHs HiIH TPOMOOLIMTONEHHS CTeneH 3 WK 4, WM Ipyra TOKCHYHOCT CTENeH 3 HiH 4, 32 KOHTO ¢
MpELEHEHO, Y¢ Ca CBBP3aHHU C JICHATHIOMH/L, KaKTO € OMHCAHO Mo-Trope.

Manmennoknemvuen 1um@pom

buopeuna pynxkuus (Clcr) AnanTHpaHe Ha 103aTa
(nuu 1 1o 21 ot noBTapsM ce 28-1HEBHH
LIMKJIH)

YmepeHo 6b0peuHo 10 mg BEAHBK JHEBHO'

yBpEXKJAaHE

(30 < CLcr < 50 ml/min)

Texko ObOpeUHO yBpeXkKIaHe 7,5 mg BEAHBK JIHEBHO"

(CLcr < 30 ml/min, 6e3 Hy»/1a OT AUaH3a) 15 mg npe3 aeH

Tepmunansa 0Ob0peyHa HEAOCTATHYHOCT 5 mg BEJAHBXK AHCBHO.

(KCBH) B nuuTe Ha quanu3a gosara TpsOBa Ja ce

(CLcr < 30 ml/min, ¢ Hy»/J1a OT gUanu3a) [pujara cjica Avajiu3ara.

! Tlozata moxe aa Obae noBHIIeHA A0 15 mg BeAHBXK AHEBHO CJIe/l 2 LMKBJIA, AKO NAUHEHTHT HE pearupa Ha
JICYEHHETO H MOHACH JICYECHHETO.

’ B cTpaHu, KBAETO C€ Npelara Karcynara ot 7,5 mg.

Doruxyrapen amwmg@pom

bnopeuna pynxuus (CLcr) AjanTHpaHe Ha J03aTa
(nau 1 1o 21 oT noBTapSLY CE

YMmepeHo 0b0peyHO yBpeKaaHe 10 mg BeAHDB
(30 < CLcr < 60 ml/min) /
Texko OBOpEUHO YBpEKIAAHE 5 mg BEJIHE

(CLecr < 30 ml/min, 6e3 Hy)xaa OT Auanu3a)
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Tepmunanua 6s06peuna HegoctarbyHOCT (ThH) 5 mg BeAHBXK AHEBHO. B qHUTE
(CLcr < 30 ml/min, ¢ Hy>xaa oT Ananu3a) Ha aManu3a Jao3ara TpsaOBa aa ce
npujiara ciae Auaiau3ara.

' JlozaTa MOXe J1a ce MOBHILK 10 |5 mg BeIHbXK JHEBHO CJIe/1 2 IHKB/IA, AKO MAUMEHThT HMa J00pa MOHOCHMOCT KbM TEpAITHATA,

*3a nalMeHTH Ha HavyalHa no3a 10 mg npu HAMAIABAHE HA /l034Ta 34 JICYEHUE HA HEYTPONEeHHA WK TpomOoLUTONCHHA cTeneH 3 uin 4
HJIKM JIpYTra TOKCHYHOCT CTeNneH 3 win 4, 3a KOATO € NPELEHEHO, Y€ € CBBP3aHa C JICHAJIMI0MIL, HE [TPWIAranTe /1034 noja 5 mg npes JieH
HJH 2.5 mg BEAHDBAK [THCBHO.

Crnen 3armoyBaHe Ha Teparnus ¢ JICHAJIMA0MM/L, BCAKA MOC/E/ABalla MPOMsAHA Ha 103aTa MPH MaLMEHTH C
0BOpeuHO yBpexaaHe TpsOBa na ce 0a3upa Ha MHAMBHIYAJHATa IOHOCUMOCT HA MaLUHMECHTA KbM
JICYEHUETO, KAKTO € OMUCAHO I0-Trope.

Yeproopoono yepescoane
JlenanuaoMu He € O(PMLIMAITHO MPOYYBAH MPH MALKUEHTH C YBpPEJAEHA YepHOAPOOHA PyHKUMSA U HAMA

KOHKPCTHH IIPCIIOPBKH 3d 1034T4d.

Ha4yuH Ha NpHIOKECHHUE

[lepopanua ynorpeo0a.

Tpsa6ea na npuemare JleHanuaomua 3eHTUBA KAICYJIM NEPOPATHO I10 MPUOIU3UTEITHO €IHO U CBIIO
BpeMe B onpeaeneHuTe iU, Kancynure He TpsaOBa 1a ObJaT oTBapsiHU, 1a C€ AbBYAT HIIN YYIIAT.
Kancynure TpsabBa ga 0baaT NOrIbIIAHN LUEIH, 10 Bb3MOXHOCT C BOJA, ChC MM 0e3 XpaHa.

np‘SHOPEHHTCHHD C da HATHCHCTC CaMO OT CIAHUHHA Kpﬂﬁ Ha KallCyJiaTta, 34 Ja A U3B4AJJUTC OT 6HHCTBP&,
ThH KAaTO TaKa HaMaJ1saBarTe PHCKd OT ﬂ,ﬂ(ﬁlJDpMﬂllHH HJIH CYYIIBAHC HaA KaAlICyJIdTd.

4.3 IIporHBONOKA3aHUA

- CBp’bK‘-IYBCTBHTeHHOCT KbM AaKTHBHHTC BCUICCTBA HJIM KbBM HAKOC OT INTOMOLUIHHTC BCUICCTBA,

H30pOcHH B TOUKa 6.1.

- bpeMEHHH >KEHH.

- JKeHM ¢ aeTepo/icH NOTEeHIMAaJl, OCBEH aKO HE ca CIla3eHH BCHYKH ycioBuda Ha [Iporpamara 3a
peBCHUMA Ha OpeMeHHOCTTA (BHXKTE TOUuKa 4.4 U 4.0).

44 ChneuHaJHH npeaynpexieHUs H NpeaAnas’Hd MePKH PH ynorpeda

Koraro JieHaJJHI0OMH/] ce MPHJIAra B KOMOMHALMS C APYIrH JIeKAPCTBEHH NPOAYKTH, TPAOBa 1a
ce mpoyere choTBeTHATA Kparka XxapakTepHcTHKA HA NPOAYKTA NpeaH 3ano4yBaHe Ha

JICHCHHCETO.

[IpeaynpexacHus npu OpeMEHHOCT

JleHaMIOMHUJL € CTPYKTYPHO CXO/ICH Ha TaJIUAOMU/. TaJluI0MH/l € U3BECTHO TEPATOr€HHO aKTUBHO
BELIECTBO MPH XOpaTa, KOETO MPHYMHABA TEKKH KHBOTO3acTpallaBally BpoJAcHH Majipopmauun. Ilpn
MaiMyHHM JICHAIMIOMH/1 [IPUYHHABA MajipopMalMH, MOAO0OHHU HA TE€3H, ONMMCAHH 3a TAJIHI0OMH/L
(Bk.TOYKA 4.6 ¥ TOuKa 5.3). AKO JICHAJIMAOMHM/I CE MPHUEMA 10 BpeMe Ha OPEMEHHOCT, IIPH XOpara ce

O4Y4aKBd TCPATOICHCH edaelc'r.

Ycnosusta Ha [Iporpamara 3a npeBeHUMs HA OpeMECHHOCTTA TpsAOBa J1a ce Cria3BaT OT BCUYKH
MaUMCHTH, OCBEH aKO HAMA CTAaOMJIHM [JOKA3aTEeJICTBA, Y€ MAUMEHTHT HAMA JETEPOJCH MOTCHLHAI.

Kputepuu 3a xxeHu 06e3 AeTepoACcH MOTEHUMA
Cuura ce, 4e )KeHa MALMCHT WM )KEHA MapTHbOP HAa MBXK MALUHUCHT € C JICTEPOJCH MOTCHIHAJ, OCBEH
aKO HE OTroBaps Ha MOHE €AHH OT CJICAHUTEC KPHUTEPHH:
- Bb3pact > 50 roaMHu U ¢ ecTecTBEHA aMeHopes 3a >1 roanHa (ameHopes ERSsaKoBa-TCHSAS

WJIH 110 BpEME Ha KbPMEHE HE M3KJIKYBA JAETEPOACH MOTCHLIMA). I
- [[spBHYHA HEAOCTATHBYHOCT HA AUYHHUHMTE, IOTBBPACHA OT CIICLIHAIIMCT [ HCAQN
- [Ipenxoxaina OunarepajiHa CaJnuHro-0opoOpeKTOMHS HIH XHCTEPEKTO 1% K72

<

- XY renorun, cuHApoM Ha Turner, arcHe3MUs Ha MaTKara.
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CbBeETH

JleHanuaOMHUJ € IPOTHBOIOKA3aH 3a )KEHHU C JIETCPO/ICH MOTCHLHA, OCBCH aKO HC BaXKH HAKOC OT

CJIC/IHUTE:

- Tsa pa3bupa oyakBaHHUS TEPATOrCHEH PUCK 3a HEPOJACHOTO JICTC

- Ts pa36bupa Hyx/1ata OT ¢(EeKTHBHA HENIPCKbCHATA KOHTPALIENIIHS [TOHE 4 CCAMMLM MPEIH
HA4aJIOTO HA JICYCHHUETO, [10 BPEME Ha LIJIOTO JICYCHUE U MOHE 4 CeAMHLM CJIE/l Kpasi Ha
JICYCHUETO

- Jlopu 1 xeHaTa ¢ IeTEpOACH MOTEHIIMAM J1a € C aMCHOpesl, NaK TpsA0Ba 1a cje/iBa BCHYKH ChbBETH
3a e()EKTHBHA KOHTpaLIEIILIH

- TpsbBa na 6bae cnocobHa na cna3Ba €(PEKTHBHHTE KOHTPALICIITHBHH MEPKH

- Uudopmupana € 1 pa3dupa MoTeHUUMAIHUTE MOCICANLH OT OPEMEHHOCT U HYK/1aTa OT Obp3a
KOHCYJITALMsA MMPH PUCK OT OPEMEHHOCT

- Pa30upa Hy)xJaTa OT 3aro4BaHe Ha JICYCHHETO Be/IHAra oM Ob/1e NpeanucaH JICHATHI0OMHU
cJIe[ OTPULIATEINIEH TECT 3a OPEMEHHOCT

- Pa3Oupa Hyx/ara 1 npuemMa J1a CH MpaBM TECT 32 OPEMEHHOCT MOHE HA BCCKH 4 CCIMMIIN, OCBCH
B CJIy4al HAa NOTBBbpPJACHA TyOapHa CTCpHIIH3aALIMS

- [TorBBLpKaaBa, ye pa3zdoupa oMacHOCTUTE U HCOOXOAMMHUTE MPEANa3HU MCPKH, CBBP3aHH C
yrnorpedarTa Ha JICHAJIUAOMH/L.

3a MBXKETE NMALUEHTH, IPHEMALHM JICHATUAOMHU, (apMaKOKHHETHYHHTE JaHHH IOCOYBAT, Y¢C

JICHAJIMIOMHI IPHUCHCTBA B YOBEIIKATA CIIEpMa B M3K/IKOUYHMTEIHO MAJIKO KOJIMYECTBO 10 BPEME Ha

JICYEHHUETO M HE CE 3acH4a B YOBEIIKATa criepma 3 JHH CJIe]] CIIMpAaHe Ha BELICCTBOTO MPH 31paBus

naMeHT (BHxTe Touka 5.2). Karo npeanasHa Msapka v KaTo ce B3eMaT NpeaBUI CIICHHATIHUTE

[OIyJIALHK C NPOABIDKUTEIIHO BPEME Ha EIMMHUHUPAHE, KaTO HapUMep ObOPCYHO yBpEXKIaHe,

BCHYKH MBXKE MALMCHTH, TPHEMALIH JICHAIHJAOMHU, TpsOBa J1a OTroBapsT Ha CICAHUTE YCIIOBHSL:

- Jla pa3Oupar o4aKkBaHUs TEPATOrCHEH PHCK MPH CEKCYAJICH KOHTAKT ¢ OpeMEHHa )CHa HITH C
)KE€HA C JCTEPOJICH MOTECHLIHAJ

- Jla pa3Oupar Hy»/JaTa OT HU3M0JI3BaHE HA NMPE3CPBATHBH MPH CEKCYaJIeH KOHTAKT ¢ OpeMCHHA
KEHA HJIM C )KE€HA C JIETEPOICH MOTEHLIMAN, KOSTO HE M3M0J13Ba €PEeKTUBHA KOHTpaLCNLHs (10pH
M MBXBT JIa CH € MPAaBUJ Ba3¢KTOMHS), 10 BPEME Ha JICYEHHUETO U B IIPOABJDKCHHUE HA MTOHE /
JIHH CJIe/l IPEKbCBAHE M/WJIM MPEKPATIBAHE Ha JICYCHHUETO.

- Jla pa30upa, e ako napTHbOpKaTa My 3abpemMeHee, JOKaTo Toi npuema JleHannaoMua 3eHTHRA
MJIM MAJIKO CJIEJI KaTo € crpsui aa npuema Jlenanuaomua 3eHTHBa, TOi TpsaOBa He3abaBHO /1a
YBEAOMH CBOS JICKYBAIIl JICKAp U Y€ € NPEernopb4yMTEIHO Ja HACOYH MapTHBOPKATa CH KbM JICKap,
CIICLIHAJIN3HPAILl MJIH C OIMUT B TEPATOJIOTHATA, 32 OLICHKA H CHBET.

[IpeanucBammaT aekap TpaOBa 1a rapaHTHpa CJIEAHOTO 3a XCHUTE C ACTCPOJICH NMOTCHUHAIL:

- [TauueHTHT cra3Ba ycnoBuaTa Ha [Iporpamara 3a npeBeHuMs Ha OPEMEHHOCTTA, BKJIKOYHTE/THO
H MOTBBPIKJICHHUE, Ye pa3OHupa aicKBAaTHO

- [TauneHTHT NOTBBPK/AaBa YCIOBHATA, YIIOMEHATH MO-Tope.

KoHnTtpauenuusi

YKenure ¢ aeTepoacH NOTCHIMAJ TPAOBaA 1a U3I10I3BAT MOHE €ANH €(PEKTHBCH KOHTPALIENITHBCH METO/1
noHe 4 CeAMHLIM NPEAN TEPAMMUATA, 10 BpEME Ha TEPanuATa U 10 MOHE 4 CEAMHIM CJIC/ TEpAnUATa C
JICHAJIMAOMM]1 M JIOPH H B CJIy4YaH Ha NPEKbCBAHE Ha /103aTa, OCBCH aKO MalMCHTHT HE CE IMO/IVIOXKH Ha
a0COJIIOTHO M HEMPEKbCHATO Bb3AbpP)KaHHUE, MOTBBPXKIAaBAHO BCEKH MCCEIl. AKO NMalUCHTHT HAMA
yCTaHOBEH €()EKTMBEH METO/1 Ha KOHTpALENLHUs, ToH TpAOBa 1a ce 00bpHE KbM MOAXOAANL0 00yUCH
MEAMLIMHCKH CIELHAIHCT 3a ChBET OTHOCHO KOHTpALICMIIMATA, 3a Ja MOXKE H3I10JI13BaHETO M /2
3aII0YHE.

Cneanurte Morar aa 0b/1aT CYMTAHH 33 PUMEPH 3a MOJAXOJALIHM METOAH 3a KOHTpALICITLIHA:
- Umrnant

- Bsrpemarodna cuctema, gocrassuia jgesonoprecrpen (IUS)
- MeapOoKCHIIPOreCTEPOHOB aleTaT ACMNo

- Tyb6apHa crepunn3auus
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- CekcyajicH KOHTAKT €JMHCTBECHO C MBbX MapTHBOP C Ba3€KTOMHS; Ba3€KTOMHATA TPAOBa 11a ¢
NOTBBP/ICHA OT [ABAa OTPULIATEIIHK aHAJIM3a Ha CliepMaTa

. XarmnueTa, CbaAbPXKAUIK CAMHCTBEHO MPOreCTEPOH, KOUTO HHXUOHMpAT OBynaumsTa (T.¢€.
€30recTpelt)

[Topaau nMoBHIIEH PUCK OT BEHO3HA TPOMOOEMOO0JIHMS MPH NALMEHTH C MYJITHIUICH MHEJIOM, ITpHEMAIIH
JIEHATHAOMHM ITPH KOMOMHHUpaHa TEpanus, U B [10-MaJIKa CTEIEH [PH MalHEHTH ¢ MYJITHIUICH
MHEJIOM, MHEJIOJMCIIACTHYHU CUHAPOMHH MAHTETHOKJIETHYCH JIMM(POM, MOUT0XKEHH Ha
MOHOTEpAIHus C JICHAJIMIOMHU/I, HE CE€ MPENOpPbYBAT KOMOMHHPAHH NEPOPAIHH IPOTHBO3AYaTHYHH
(BMKTE CBINO TOYKA 4.5). AKO NALMEHTHT KbM MOMEHTA M3I10J13Ba KOMOMHHpaHa rnepopasHa
KOHTpalleNUs, TpAOBa 1a MPEMHHE KbM €IHH OT €(PEKTUBHHUTE METO/IH, OITUCAHH MO-rope. PHCKBT OT
BEHO3Ha TPOMOOEMOOIHS NpoAbKaBa MEXAYy 4 1 6 ceAMHLIH Clie]] ITPEKpaTABaHEe Ha H3MOJI3BAHETO
Ha KOMOMHHPAHH MEepOpaIHM KOHTpauenTUBU. EQEKTUBHOCTTa HA KOHTPALIEIITUBHUTE CTEPOHUIH
MOJKE Ja HaMaJiee 10 BpeME Ha CbBMECTHO JICUCHHE C ACKCAMETa30H (BXK. TOUka 4.5).

UMnnanTuTe M BHTPEMATOYHHUTE CUCTCMH, JOCTABALHU JICBOHOPIreCTPEN ¢€ aCOUMHUPAT C MOBHIICH
PHUCK OT MH(QEKIIMA 10 BPEME Ha MOCTABAHETO U C HEPEJOBHO BarMHAJIHO KbpBeHe. TpsAOBa na ce
oOMHCIAT NPOGHIIAKTHYHH AHTHOMOTHLIH, HAH-BEYE MNPH MALMEHTH C HEYTPOIICHHUS.

OTaeasiuTe Mel BbTPEMATOYHHM U3ACJINS 110 IPUHLMII HE C€ MPENopbYBaT MOpaAv NOTCHIHAIHA
PUCKOBE OT HH(EKLIHA M0 BPEME HA MOCTAaBAHETO U 3ary0a Ha MEHCTpyaJlHa KPBB, KOETO MOXKE /1A
KOMIIPOMETHPA MALUCHTUTE C HEYTPOICHUS WK TPOMOOLHMTONECHUS.

TectoBe 32 OpEMECHHOCT

CBIrj1aCHO MECTHHTE MPAKTHKHU TpsiOBa Ja ce MpoBexXJAaT TECTOBE 3a OPEMEHHOCT 10/ JIEKAPCKO
HAO0IIOACHUE B pAMKUTE HAa MMHMMaJIHA 4yBCTBUTEIHOCT OT 25 mIU/mL 3a xxenu ¢ gerepojieH
MOTEHIINAJI, KAKTO € OMUCAHO 1M0-10/1Yy. B TOBa 4KCI0 BIIHM3AT U )KEHHUTE C ACTEPOACH MOTECHLIHA,
KOHMTO MPAKTHKYBAT a0COIIOTHO M HEMPEKBbCHATO Bb3AbpikKaHHue. B Hal-100pus ciydai TeCThT 3a
OpeMEHHOCT, M3JaBAaHETO Ha PClIENTa U MPEIOCTABIHETO HA JICKApCTBOTO TPAOBA J1a c€ U3BBPIUBAT B
chius AeH. [IpenocTapsHeTo HA ICHAIMAOMM/ Ha )KCHH C ICTEPOJICH NMOTCHUHAN TpsOBa J1a ce
OCBUIECTBH B PAMKHUTE Ha / JHHU CJICI IPEANNCBAHETO MY .

[Ipeau 3ano4yBaHe Ha JICYEHHETO

TpsbBa na ce U3BBPLIM TECT 32 OPEMEHHOCT MO MEAULMHCKO HAOJII0/ICHHE MO BPEME Ha
KOHCYJITAUMATA, KOraTo ce MpeAnycBa JICHAJIMAOMH I B PAMKHTE Ha 3 IHH MPEAH MOCCIICHUETO Ha
[peAnUCBaIMns JIEKap, CJIe] KaTO MAlUEHTHT € H3I10/13BaJl €()EKTUBHA KOHTPALCILHUSA B IPOJIBIDKCHHE
Ha rnoHe 4 ceaMuLM. TecTbT TpAOBA JAa NOTBBPAM, YC MNALMEHTKATa HE € OpEMEHHA IPH 3aM04YBAHETO
Ha JICYCHHUETO C JICHAJIMAOMMI.

[IpocnensiBaHe ¥ Kpal HA JICHEHUETO

TecTbT 32 OPEMEHHOCT MO/ MEIMIIMHCKO Ha0MoAcHHE TpAOBA 1a ce MpaBH MOHE HA BCCKU 4 CECAMHLIM,
BKJTIOUMTEJIHO M MOHE 4 CEAMHULIM CJIC Kpasi Ha JICYCHHUETO, OCBEH B Clly4ail Ha MOTBbp/ACHa TyOapHa
crepunu3aums. Te3u TecToBe 3a OpeMEHHOCT TpsOBa J1a ce U3BBPIIBAT B JACHS Ha [MOCELICHHETO 3a
[peANUCBAHE HA JICKAPCTBOTO MJIM B PAMKHMTE Ha 3 IHM MPEAH MOCCILICHUETO Ha NMPEANUCBaLIU
JIeKap.

J1OBJIHUTEIHY IPEANAa3HU MEPKH

[TanuenTHTEe TpAOBa Aa OBbAAT MHCTPYKTHPAHHM Ja HE 1aBAT TO3M JICKAPCTBCH MPOAYKT HA JAPYTro JIHILE
M Jla BBPHAT BCUYKH HEU3IOJI3BAHU KAICYJIM Ha CBOSA (papMaLIeBT B Kpasi Ha JICYCHHETO 3a 0€30MacHo
M3XBBPJISIHE.

[TaupenTuTe HE TpAOBaA 1a AapsABaT KPbB MM CIIEpMa [10 BPEME Ha JIEYCHHETO (BKIIIOY
NPEKbCBAHE Ha MPHJIOKECHUETO) Y U HaM-MaJIKO 7 AHM CJIE/ NMPEKpATABAHE Ha JICHAI

MeaUIHMHCKHUTE CICUHATUCTH M DoNHOIeAauYNTE TPAOBA [1a U3M0JI3BaT pPbKaBULH

yrnorpeda, korato paboTAT ¢ 6nucTepa uinum kancynara. XKeHu, KOUTo ca OpeMeHHH
MOJKE J1a ca OpeMeHHH, He TpAOBa aa padoTAaT ¢ OJMcTepa WM KarcyJlara (Bx. TOY
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OO6y4uTeIHY MaTepHaH, OrpaHUYEHUS 3a NPEANUCBAHE U OTITYCKAaHe Ha JIEKAPCTBOTO

C uen aa ce NOMOrHe Ha NauMeHTUTE a M30erHaT eKcno3uuua Ha deTyca Ha JIeHaJTMAOMMI,
MPUTEXATEJAT Ha pa3peLleHUETO 3a ynoTpeda Lie NOACUIYPH MEAULIMHCKHUTE CIIELIHATUCTH C
OOYYHMTETHH MaTepHaIH, MOACHIIBALLH MPEAYNPEXIACHUATA 32 OYaKBAHUA TEPATOreHeH eeKT Ha
NEHAJIMAOMM], JaBallld CHBET 3a MpUJlaraHe Ha KOHTpaLErnu1sa Npeayd Ha4aJloTo Ha TepanusaTa U
HACOKH 3a HeOOXOAMMOCTTA OT MpOBeXAaHe Ha TecToBe 3a OpeMeHHoCT. [IpeanucBauUaT nekap
TpsAOBa J1a YBEIOMH MMAaLMEHTA 32 OYaKBaHUA PUCK OT TEPATOreHHH e(PEeKTH U 3a CTPOrUTe NMpe/arna3Hu
MEpPKH cpellly 3abpeMeHsBaHe, KakTo ca onpeneneHu B [Iporpamara 3a npeBeHiMs Ha OpeMEHHOCTTA,
U a Aajie Ha MalueHTUTe CbOTBEeTHaTa o0yuUTeHa Opouypa 3a nalMeHTa, KapTa Ha nalMeHTa

W/ WK EKBUBAJIEHTHO CPENCTBO, ChIVIACYBAHW C HALMOHAJIHUA KOMITETeHTEH opraH. B
CbTPYAHHYECTBO C BCEKH HALlMOHAJICH KOMIIETEHTEH OPraH € BbBE/IeHa HallHOHAJIHA CHCTEMaA 3a
KOHTPOJIMPAHO pa3NpOCTpaHEHHE, KOATO BKIIOYBA U3MOI3BAHETO HAa KapTa Ha NalMeHTa W/ WK
€KBUBAJIEHTEH CrOco0 3a KOHTPOJ Ha NMPEeANUCBAHETO W/HIIK OTIYCKAHETO U CHLOMpaHETO Ha
NoApOOHH JaHHH, CBbP3aHM C MOKA3aHUETO, 3a 1a Ce CJIe/IM BHUMATEJIHO ynorpebara U3BbH
0100peHOTO MoKa3aHHe Ha TEPUTOPHUATA Ha CTpaHaTa. B uaeanHus ciayyai TecTbT 3a OpeMEHHOCT,
W31aBaHETO Ha peLenTara U OTNYCKAaHETO Ha JIEKapCTBOTO TpAOBA /1a CTAaBaT B €1MH U ChlIL JEH.
OTmyckaHeTO Ha JICHAJIMIOMHU/L Ha JKEHH C IeTepOAEH NMOTEeHLMaN TpsAOBa 1a cTaBa B paMKUTE Ha 7
JIHH CJie/l NPEANMCBAHETO U ClIe OTPULIATENIEH Pe3yJITaT Ha TECT 3a OpeMEHHOCT NMoa MEAULIMHCKO
HabtoaeHue. PeuenTuTe 3a )KeHHU ¢ AeTepoaeH NMOTEeHLMal MoraT Aa Obaar 3a MakcMMaliHa
MPOAB/DKUTENHOCT Ha JICUEHHETO OT 4 CeAMMLIM, a PELIENTHTE 32 BCHYKH APYry NMaLMEeHTH MOrar ja
ObaaT 3a MaKCMMaJIHa NMPOAL/KHTEIHOCT Ha JIEYEHHETO OT 12 ceaAMULIM.

Jpyru cneumanHy npeaynpexxaeHus U npeana3sHi MepKH Nnpu ynorpeda

Hrnghapxkm na muoxapoa

HHpapkT Ha MHOKapaa e cboOLIeH NMpH NaUKMeHTH, NoJyYyaBally JeHAIMAOMH/, Hal-BeYe NPH TE3H C
H3BECTHH PUCKOBH (AaKTOpPH M B paMKHTE Ha NbpBUTE 12 Mecelia NpU U3MOA3BaHETO MY B KOMOHHALIMS
¢ AekcameTa3oH. [lauueHTrTe ¢ U3BECTHH PUCKOBH (PAKTOPH — BKJIIOYMTEITHO Mpeaxoxaalia TpoMoo3a
— TpsOBa 1a 6baaT HabnoJaBaHU BHUMATEJTHO U a Ce MpeAnpHemMar JeHCTBUS 3a HaMaJIsBaHe Ha
BCHYKH PUCKOBH (PaKTOpPH, KOMTO MOraT Aa 6baaT npoMeHeHH (Harpumep NyllieHe, XUIEPTOHHUS H
XHUIMEPIHITUAEMHUS ).

Benoznu u apmepuannu mpomboemboiuynu cvbumus

[Tp1 nauMeHTH ¢ MYJITUIUIEH MHEJIOM KOMOMHALIMATA HA JIEHAJIMIOMH]L C IEKCAMETAa30H CE CBbP3Ba C
MOBHILLIEH PHCK OT BEHO3Ha TpoMOoeMOboius (nMpeauMHO aba0oKa BeHO3HA TpoMbo3a u OenoapobHa
emM0osins). PUCKBT OT BeHO3Ha TpoMOoemMOonusa e Oun HabNKoAaBaH B M0-MajKa CTENEH NPH
NeHaNMAOMU B KOMOMHaUMA ¢ MendanaH U npeAHU30H.

[Ipn naumeHTH C MYyJITHILJIEH MHEJIOM, MHUEJIOAUCTINIACTUYHU CUHAPOMH M MaHTETHOKJIEThYEH JIMMGOM
JICYEHHETO C MOHOTEpAIHA C JICHAJIMAOMHM/L C€ aCOLMMpa C MO-HUCHK PHUCK OT BEHO3EH
TpoMOOeMO0/IM3BM (MpeAUMHO AbI0OKa BEHO3HA TpoMOo03a H 6enoapobeH eMO0In3BM), OTKOIKOTO
[PH NALKUEHTH C MYJITUIUIEH MHEJIOM, JIEKYBAHH C JICHAJTMAOMHU] B KOMOMHHMpaHa Tepanus (BXK. TOUKa

4.5 1 Touka 4.8).

[lpy nauMeHTH ¢ MyATUIUIEH MHENOM KOMOMHALIMATA OT JIEHAIMAOMHM]L C JEKCAMETA30H C€ acOLMHUpa C
MOBHILIEH PUCK OT apTepHaieH TpoMO00eMO0IU3BM (NpeAUMHO HH(PAPKT Ha MMOKapAa U MO3bYHO-
CbAOBO CHOHTHE) U € Hab/II01aBaHa B M10-MaJjlka CTeMNeH NpH JIEHAIMAOMH/L B KOMOUHaLIMS ¢ MendanaH
M NPEeAHU30H. PUCKBT OT aprepuasieH TpoMO0eMO0IN3BbM € MO-HUCHK NPH NMALHEHTHTE ¢ MYJITHILIEH
MHEJIOM, JIEKYBAHH ¢ MOHOTEpANHs C JIEHAJIMJAOMHU/L, OTKOJKOTO NMPH MALHEHTH C MYJITHIUIEH MHEJIOM,
JIeKyBaHU ¢ KOMOMHHpaHa Tepanus ¢ JEHATHIAOMHUL.

CnieoBaTe/IHO NMaLMEHTHTE C U3BECTHH PUCKOBH (hakTOpH 3a TpOMO0EeMOOTH3BM —
npeaxokaaiia Tpom003a — TpsOBa na ObaaT HabnrogaBaHu BHUMaTenHo. TpaOsa
JIEUCTBHA 32 HAMaJIABaHE Ha BCHYKH PUCKOBH (aKTOPH, KOUTO MOrar aa ompaar
MyLIeHe, XUNIEPTOHUA W XUNEPJIHUNUAEMHS). EAHOBPEMEHHOTO npHeMaHe Ha e
WJIM MpeaxoXcallia aHaMHe3a OT TPOMOOEMOOJIHYHH CHOUTHA MOXKE ChLLO aa
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pUCK Mpu Te3u nauueHty. [Topaau ToBa €pUTPONOETHYHHTE Aar€HTH WM IPYTH ar€HTH, KOMTO MOrat
/1a yBEIMYAT PUCKa OT TpoMO03a, KaTo HapUMEpP XOPMOHAIHO-3aMECTUTE/IHA Tepanus, TpAOBa aa ce
M3I10J13BaT MHOIO BHUMATEJIHO MPH MALMEHTH ¢ MYJITHIUICH MHEJIOM, MOJyYaBally JCHAIHAOMHU]L C
nekcamera3oH. KonneHnrpauusa Ha xemornodoun Han 12 g/dl tpsdBa na nosene 10 npekpaTsBaHe Ha
CPHUTPOINIOCTHYHHTE arcHTH.

[IperiopbyBa c€ NAUUEHTUTE H JICKAPUTE a BHUMABAT 3a IPHU3HALIM U CHMIITOMH Ha
TpoMO0EeMOOIN3BM.

[TatmenTuTe TpsaOBa 1a OBJAT MOCHBETBAHHU JIa MOTHPCAT MEAUIMHCKA MTOMOILL, aKO Pa3BHAT
CHMIITOMH KaTo 3aayX, O0JIKM B IBPAMTE, MOAYBAHE HAa KpakaTta i peuere. Tpsadsa na Obaat
Ipenopb4aHy MPOPHIAKTHYHN AHTUTPOMOOTHYHH JICKApCTBA, 0COOEHO NPH NALHUCHTH C
JAOIBJIHUTEIHH TPOMOOTHYHH pUCKOBH (pakTopH. PemieHneTo 3a npeanpueMaHe Ha aHTHTPOMOOTHYHH
npo(MJIAKTHYHY MEPKH TPsAOBA J1a CE€ B3CME CJIe/I BHUMATE/IHA OLICHKA HA OCHOBHHUTC PHCKOBH
(hakTOpH Ha OTACITHUS MALUEHT.

AKO NAaUMEHTBHT [10JIy4aBa TpoMOOeMOOIMYHU CHOUTHS, JICUCHUETO TPsAOBA 1a Obae NPEKPATCHO U 1a
ce 3alMoYyHe CTaHJapTHA aHTUKoaryaanuoHHa Tepanud. [1loM nanuenTsT OB1€ CTAOMIM3HPaAH Ha
aHTHKOAryJAlIMOHHOTO JICYCHHE U ObJAT OBJIAACHH YCIIOKHEHHSA OT TPOMOOEMOOIHYHOTO CHOUTHE,
JICYCHUETO C JICHATHAOMH MOXeE J1a Obi¢ Bb300HOBEHO HA I'bpBOHAYAJIHATA 1034, B 3aBHCUMOCT OT
OLICHKATa Ha OTHOILIEHHETO noJi3a/puck. [TaumeHTsT TpsAOBa Aa NPOABIKY aHTHKOAryJjalMoOHHaTa
Tepanus 1o BpeMe Ha JICUCHUETO C JICHAJIMAOMHL.

benoopobna xunepmonus

[Ipu nauMeHTH, JEKYBaHH C JICHATMAOMH, ce ChoOIIaBaHu clyyan Ha 0€101poOHa XMIICPTOHMA,
HAKOM OT TAX ¢ darancH n3xon. [Ipeau 3anousane u no BpemMe Ha TepanusTa ¢ JICHaIUAOMU,
MAUUECHTHTE

TpsiOBa 1a ObAAT OLECHEHH 3a NIPU3HALM K CHMIITOMH Ha MOUIEXKAILO ChpACYHO-0€10ApOoOHO
3a00/19BaHeE.

Heymponenus u mpomboyumoneHus

OcHoBHATa OrpaHM4YaBaila J03ara TOKCHYHOCT Ha JICHAJIMIOMH/1 BKJIIOYBA HCYTPOIICHHA H
tpombouuToneHus. [TbHO npeOposiBaHe HA KPBBHUTE KJICTKH, BKJIIIOYMTEIHO HA OCJIUTE KPbBHH
KJICTKH ¢ AudepeHmanHo opoeHe, 6poit Ha TPOMOOLIMTUTE, XeMOIJIOOMHA M XEMAaTOKpUTa TpsiOBa /1a
CE M3BBPIIBA Ha U3XOIHO HUBO BCAKA CEAMHLIA 34 MbPBUTE 8 CCIMMIH OT JICYUCHHETO C JICHAJTHIOMHUL
M CJIEJ TOBAa BCEKH Mecell, 3a J1a ce cJieaM 3a uurToneHus. [lpn nanueHTH ¢ MaHTEJIHOKIETBYCH
num@doM cxeMara 3a HaOmogaBaHe TpsAOBa J1a Ob/C Ha BCCKH 2 CEIMHLIM, B LMK 3 M 4 U CJIC/1 TOBA B
HA4aJIOTO Ha BCeKH LMKBI. [Ipu naumeHTH ¢ ponukynapeH 1um@pom cxemara Ha NpocieisiBaHe TpsAOBa
na ObJIe €XKECEAMHUYHO 3a ITLPBUTE 3 ceAMHIM OT UMKBA | (28 qHM), HA BcekH 2 ceAMHLIM NPH LHMKIN 2
10 4, a ciieZl TOBa B HAYAJIOTO HA BCEKH LIMKBJI. BB3MOXHO € [1a c€ HAJIOXKH MPEKbCBAHE HA
MPUJIOKECHHETO M/WIN HaMasiBaHE Ha 103aTa (BXK. To4Ka 4.2).

B cinydaii Ha HEYTPOICHHS JICKapAT TPAOBa Ja OOMHCIIM MPHUIIAraHETO Ha pacTEXKHH (PAKTOPH NpH
JICYEHUETO HA MAaLMCHTA.

[TanpenTuTe TPAOBA Ha OBAAT CHBETBAHM Ja ChOOLIABAT HE3a0aBHO 3a (PEOPHIIHM CHCTOSHHS.

[IpenoppuBa ce MalLMEHTHUTE M JICKAPUTE Jia BHUMABAT 3a IPHU3HALH H CHMIITOMH Ha KPbBOTCYCHHMC,
BKJIFOUMTEJIHO METEXHUS M €MUCTAKCUC, HAH-BE€YE NPH MALMCHTH, MOJYy4YaBalllH €IHOBPEMEHHO
JIEKAPCTBEHH MPOJYKTH, KOMTO MOTAT J1a MPHYMUHAT KPbBOTCUCHHE (BXK. ToYKa 4.8, ,,XEMOparn4yHH
HApYyLICHUA™).

EAHOBPEMEHHOTO MpHJIaraHe Ha JICHATUAOMHM/L C IPYTH MHEJIOCYIIPECHBHH aréHTH TpAOBa 12
M3BBbPIIBA BHUMATEIHO.

[TaLMEeHTH ¢ HOBOJAHATHOCTHIIMPAH MYJITHUILICH MHEJIOM, KOUTO ca OMJIM NOAJI0XKCHHM [ BT
TpaHCIJIAHTALUS Ha CTBOJOBH KJIETKH (ATCK), IeKyBaHH ¢ MOAAbpKaIld TCPAIHS (ﬂ{r
1,{:' .

Hexenanurte peakunn ot CALGB 100104 BxmouBat cb0UTHS, CHOOIICHH CIIC np 2o e s'?-"
no3a Mendanan u ATCK (HDM/ASCT), kakTo 1 cbOMTHSA OT NEpHO/Ia HA MOAABD B

Al e
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Bropu aHanu3 HacHTHGHLMpPA CHOMTHATA, KOMTO Ca Bb3HHKHAJIM CJIe/l HA4al0To Ha NMoUlbpiKallara
repanus. [Ipu IFM 2005-02 HexenaHUTE peakiHH ca €IHHCTBCHO 10 BpeMe Ha MO UIbpKallara
TEpanus.

O0110, HaOII0JaBaHa € HEYTPOIEHUs 4 CTENCH TIPH 10-BUCOKA YECTOTA B paMEHaTa ¢ NouIbpiKaila
Tepanus ¢ JICHAJTMIOMHM/L B CPAaBHEHHE C PaMEHaTa ¢ MoJulbpiKallla Teparnus ¢ ruiauebo B 2
M3MMTBAHMA, OLCHABALLM TOUIbpXKalaTa Tepanus ¢ JeHaauaoMu npy naureHtd ¢ HIMM, kouto ca
ounu noioxenu Ha ATCK (32,1% cpemy 26,7% (16,1% cpemy 1,8% cnen 3anouBaHeTo Ha
noabprkaniata tepanus) npu CALGB 100104 1 16,4% cpenty 0,7% cvorserHo npu IFM 2005-02).
CBbp3aHH C JICYCHHETO HEXKEJIAaHH ChONTHS ITPH HEYTPOINCHHUS, KOUTO BOIST 10 MPEKPATABAHC HA
NEeHAIMIOMHIL, ca MOKIaaBaHu chOTBETHO B 2,2% ot nmauueHtute B CALGB 100104 1 2,4% ot
nauuenTute B IFM 2005-02. CroOiieHa € HeyTporeHus 4 CTEereH Mnpu MoA0OHH Y€CTOTH B paMCHaTa C
MOABPIKALIIA TEPAIHs C JICHAIMIOMK B CPABHEHHE C paMEHATa C MOMIbpIKallla Teparus ¢ miauedo B
nsete uinuranus (0,4% cpemy 0,5% (0,4% cpemy 0,5% cien 3ano4BaHETO HA MOAAbpIKALLIATA
repanus) npu CALGB 100104 u 0,3% cpemy 0% cbvorBetHO npu IFM 2005-02). [Taunenrure TpsdBa
na 6bAaT NOCHBETBAHH HE3a0aBHO J1a ChoOMmaBaT GPeOpHIHN €NU30/14, MOXKE J1a € HE0OX0AMMO
NPEKBCBAHE HA JICYCHUETO M/MJIM HaMaJlsiBaHE Ha Jlo3ara (BX. To4ka 4.2).

HaGmronaBana € TpoMOOLIMTONECHUS 3 UM 4 CTEIEH IPH MO0-BHCOKA YECTOTA B paMCHATa ¢
NOTbpIKallla TEPAnus C JICHAJIMJAOMHU B CPABHEHHE C pAMEHATa C NMOIbpXKalla Tepanus ¢ naauedo B
M3MUTBAHUA, OLCHSIBALLHM MMOUIbPoKALIATa Tepanus ¢ neHanuaoMun rnpu nauuenta ¢ HJIMM, kounto ca
ounm noanoxenu Ha ATCK (37,5% cpemy 30,3% (17,9% cpeuty 4,1% cnen 3ano4BaHeTo Ha
noaabprkamara tepanus) npu CALGB 100104 u 13,0% cpemty 2,9% cbvorBetHo npu IFM 2005-02).
[IpenopbuBa ce MalMEHTUTE H JIEKAPUTE [1a BHUMABAT 3a MPU3HALK U CHMIITOMH Ha KPbBOTEUCHHE,
BKJIFOYMTEJIHO METEXHUS U EMUCTAKCHC, HAaM-BEYE MPH MALMEHTH, MOJydaBallH €IHOBPECMCHHO
ICKapCTBEHM MPOYKTH, KOUTO MOTaT Jia MPHYMHAT KPbBOTCUCHHE (BXK. TOYKa 4.8, ,,XeMOparniHu
HApYLICHUS™).

HoBoauarHOCTHILMPAH MYJITHIUICH MUEJIOM: MMALMEHTH, KOUTO HE Ca MOAXOAAIIH 32
TpaHCIUIAHTALMSA, JICKYBAHH C JICHAIUAOMK]L, B KOMOHHALIMA ¢ OOPTE30MHO U JICKCaMETa30H
Heyrponenus creneH 4 ce Habno1aBa ¢ MO-HUCKa Y€CTOTa B PAMOTO Ha JICHAJIMIOMU/L B
koMOHHauus ¢ 6oprezomub M aekcametasoH (RVd), otkonkoto B cpaBauTENHOTO pamo Ha Rd (2,7%
cnpamo 5,9%) B npoyusaneto SWOG S0777. ®deGpunHa HEYTPOIICHHUS CTENEH 4 ce ChoOIIaBa ChC
cxoaHa yectora npu pamenara Ha RVd u Rd (0,0% cnpsmo 0,4%). [Tauuenture TpsOBa 1a Obaat
MochbBETBAaHU He3abaBHO J1a ChOOMIABAT 3a (PEOPHUIIHM EMN30A1; MOXKE /1a CE€ HAJIOXKH NMPEKbCBAHE HA
NEYCHUETO W/ WM HaMaJIIBaHE Ha Jfo3aTta (BXK. Touka 4.2).

TpombouuTonenus creneH 3 win 4 ce HabmoaaBa 1o-4ecto B pamoro Ha RVd, oTkoJIKOTO B
cpaBHuTenHOTO pamo Ha Rd (17,2 % cripsamo 9,4%).

HoBoAHMAarHOCTHLHMPAH MYJITHIICH MUCJIOM: NAUMCHTH, KOMTO HE Ca MOJAXO/SIIM 32 TPAHCIIAHTAlHs,
JIEKYBAHHM C JICHAINAOMU B KOMOMHALHs C HUCKA /1033 [ICKCAMETa30H

Ha6moiaBana € HEyTpOneHus 4 CTereH NMpy paMeHaTa Ha JICHAJIUAOMHU B KOMOHHALUA C
JIeKCaMeTa30H B CTEIIEH, 10-MaJika crpsaMo cpaBHuTenHaTa rpyna (8,5% B Rd (HenpekbcHaTo
neuenue) u Rd18 (eyenue 3a 18 yeTupuceAMUYHH LHMKBIIA) B cpaBHEHHUE € 15% B paMOTO Ha
mesdanan/npeIHU30H/ TANTMAOMU, BX. Touka 4.8). Ennsonure Ha ¢peOpuiHa HEYyTpONeHHs 4 CTeNeH
chBMajaT cnpsamo cpasHurenHara rpyna (0,6% npu Rd n Rd18 nauuenTH, neKyBaHu ¢
neHanMaoMM A/ AekcameTasoH, B cpasHenue ¢ 0,7% B paMoTo Ha Mesdanan/npeIHU30H/ TATHIOMHUI,
B)K. TOUKA 4.8).

TpomOouMTOrneHus cTeneH 3 uiu 4 ¢ HabMo1aBaHa B MO-MaKa CTereH B paMeHaTa Rd u
OTKOJIKOTO B CpaBHHMTE/IHaTa rpymna (csoTBeTHO 8,1% cpemy 11,1%).

HoBoaAMarHOCTHIMPAH MYJITHILICH MUEJIOM: MALHEHTH, KOMTO HE Ca NMOJAXO0AALIHM 32
JICKYBAHH C JICHATMIOMM/I B KOMOMHaLms ¢ Mejadanad U npeJHU30H l
KomOuHauusATa ot JICHAIMAOMUA C MeNdanad U NpEeAHU30H MPH KIHHUYHH H3HHTBHH%
C HOBOJHMArHOCTHIIHPAH MYJITHILICH MHEJIOM CE aCOLMHUPA C MO-YECTH ClIy4yan Ha HCYTPNIC
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crerneH (34,1% B pamoTo Ha MelgaliaH, MPEAHU30H U JICHAIMIOMHU/IL, CJICABAHH OT JICHAJIMAOMH
(MPR+R) 1 mendanan, npeIHN30H H JICHAJTIUAOMHU/I, CJCABAHHU OT MMALMEHTH, JICKYBAHH C 1U1a1ed0
(MPR+p) B cpaBHeHHUE c¢bC 7,8% npu naumeHTure, gekyBanu ¢ (MPp+p); Bx. Touka 4.8).
HaGmro1aBanm ca HedecTH enu30au Ha peOpuiiHa HeyTponeHus 4 crened (1,7% npu naumeHTy,
nekyBanu ¢ MPR+R/MPR+p, B cpaBHenue ¢ 0,0% npu nauueHTH, nekyBanu ¢ MPp+p, Bxk. Touka
4.8).

KoMOuHanuaTa ot IeHaIUA0MHK/I ¢ MeJihaliad u NMpeJHU30H MPH MALUUEHTH C MYJITHIUICH MUEJIOM CE
acolMupa ¢ Mo-4ecTH ciiyyau Ha TpomodouuToneHus 3 u 4 creneH (40,4% npu nauMeHTH, 1CKYBaHH C
MPR+R/MPR+p, B cpaBuenne ¢ 13,7% npu nauuenrture, jekysanu ¢ (MPp+p); Bx. Touka 4.8).

MyJITHIUICH MUEJIOM: MALMEHTH C MMOHE €Ha NPeAX0Xaaula Tepanus

KoMOuHalusaTa oT JJIEHATHIOMH/I ¢ JEKCAMETAa30H MPH MaLMEHTH C MYJTHIUICH MHUEJIOM C MTOHE €/1Ha
MPEIX0XKIallla TEPaNus C€ aCOLMHUPA C NO-YECTH Cly4au Ha HeyTponeHus 4 crerieH (5,1% npu
MaLMUEHTH, JIEKYBAHH C JICHAJMOMU I/ ICKCAaMETa30H, B cpaBHEeHHUE ¢ 0,6% npu nauMeHTUTE, JICKYBaHH
¢ ruanedo/IeKkcameTa3oH; BxK. Touka 4.8). HabmoaaBanu ca HeuecTn enu3oan Ha ¢peOpunHa
HeyTponeHusa 4 creneH (0,6% npu NaLMEHTH, JIEKYBaHHU € JICHAJIMIOMH]I/ IEKCAMETA30H, B CPAaBHEHHE
¢ 0,0% npu mauMeHTH, JICKYBAaHH ¢ IU1aledo/qexcamera3sot, BXK. Touka 4.8).

KoMOnHaumsATa oT JICHaJIMI0OMHU/1 C JIEKCAMETa30H NMPH NMALMUEHTH ¢ HOBOJAUArHOCTHULIMPAH MYJITHUIUIEH
MHEJIOM CE€ ACOLIMMPA C MO-YECTH cydyan Ha TpoMOoumuToneHus 3 u 4 creneH (cboTBeTHO 9,9% 1 1,4%
[pH MalMEHTH, JIEKYBAHH C JICHAJUIOMHUI/ 1IeKcaMeTa30H, B cpaBHeHHe ¢ 2,3% u 0,0% nipu
MalMEHTHUTE, JICKYBAHH C IU1ale00/ACKCaMETa30H; BXK. TOUKA 4.8).

MuenoaucniacTHYHd CHHAPOMH

JledeHuneTo ¢ ICHAJIUIOMHU/ MPH NALUCHTH C MHUEJIOAUCIIACTUYHHU CHHIPOMHM CE acOLMHpa C MO-Y€CTH
cllyyan Ha HEYTPOINEHHsA H TPOMOOUMUTONEHHS 3 M 4 CTENEH B CPAaBHEHME C MALIMEHTHTE, JIEKYBAHH C
ru1aneoo (Bxk. Touka 4.8).

e MaHTeaHOK/IeTbYEH TUMPOM
JIeyeHHeTo ¢ JICHAIMAOMUA NPH NALMEHTH C MAHTEJIHOKJIETHYEH JIMM(POM ce acolrupa ¢ 1Mo-4eCTH
CJIy4au Ha HEYTpOneHus 3 U 4 CTCICH B CPABHCHUE C MAUMEHTUTE B KOHTPOJIHOTO paMo (BXK. TOYKA

4.8).

donukynaper aumMdom

KoMOuHanusTa Ha JICHAIMAOMM C PUTYKCUMA0 MpH MaUMUEHTH ¢ QOJIMKYJIapEeH JIUHM(POM c€ CBbP3Ba
C MMO0-BHCOKA YECTOTA HAa HEYTPOIICHUSA OT CTerneH 3 Wi 4 B CpaBHEHME C MMALMEHTHU B PaMOTO Ha
ranedo/purykcumad. @edpuiiHa HEYTPONEHHUA U TPOMOOLIMTOINEHHS OT CTEIEH 3 MK 4 ce
HaOJ/II0JaBaT NMO-4€CTO B PaMOTO Ha JICHATMAOMUI/ pUTYKCUMAO (BXK. TOuKa 4.8).

Hapyuwienus na wumosuonama diciesa

CpoOIIaBaHH ca cjiydad Ha XMIMOTHPCOUIN3BM U XHIICpTUpeoran3bM. [Ipenopreusa ce onTuMalcH
KOHTPOJI HA KOMOPOMIHUTE CHCTOAHUS, KOUTO BIMSAAT Ha (PYHKLIMOHMPAHETO HA LIIMTOBU/IHATA KJIC3a,
npeau 3ano4BaHe Ha yieueHueto. [IpenopruBa ce HabmoOACHNE HA U3XOAHO HUBO M HEIIPEKBCHATO
Ha0JII0IcHHE HA (DYHKIIMOHMPAHETO HAa LIMTOBH/IHATA XKJIE3a.

llepughepra nesponamus
JIeHanuaoOMHUI € CTPYKTYPHO CXOAEH C TAIIMAOMM/L, 3a KOMTO € M3BECTHO, Y€ MPUYMHSIBA TEKKA
nepudepHa Hepponarusd. He ce Habnro1aBa yBeIHueHHE HA Ye€CTOTaTa Ha repudepHara HEBponaTus,
HaO0/1aBaHa NpH JICHAIHUIOMH/L B KOMOHHALMSA C IEKCAMETA30H WK MendanaH v IpeaHU30H, NPH
MOHOTEpANHUs C JCHATHIOMM HIIH MIPH JIBJITOCPOUYHO MPHJIOKEHHE HA JICHATIMAOMHU]L 3a JICHS
Ha HOBOJIMArHOCTHLIMPAH MYJITHILUICH MHEJIOM. / N
KomOuHaumaTa Ha JEHATHIOMH ¢ 60pTE30MHO HHTPABEHO3HO M JCKCAMETA30H NpH MR}
MYITHILUIEH MHEJIOM C€ CBbP3Ba C MO-BUCOKA YECTOTA Ha nepudepHa HeBponaTus. Hey |
HHCKa, KoraTto 0opre3oMuO ce npusara rnoaKoXHo. 3a AOMBAHUTEIHA HHPOpMaUHs B
n KXII 3a 6oprezomu0.

ele

M
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Peakyust na akmusupane Ha mymopa u CUHOpoM Ha MYMOPEH paznao

Moxe 1a Bb3HUKHAT YCJIOXKHCHHUA OT CHUHAPOM Ha TyMOpeH pasnaj (TLS), 3amoro seHanuaomMua uma
aHTHUHeorutacTu4yHo ackcreue. Cnyuaure Ha TLS u peakuusaTa Ha akTuBupaHe Ha Tymopa (TFR),
BKJIIOYHMTENIHO (aTanHu cinydau, ca Joknaasanu (Bx. Touka 4.8). [lauuenture ¢ puck ot TLS n TFR
ca T€31, KOUTO UMAT BUCOK TyMOpeH ToBap. M3uckBa ce 0c00€HO BHUMaHHUE MIPU BBBEXK/IAHETO HA
jieHanuaoMua npu Te3u nauueHty. [lanuenrure Tpsdsa ga 6baaT HaOMogaBaHU OTOJIM30, OCOOCHO 10
BpeME Ha ITbPBHS LMKbBJ WIH [IPU HAPACTBAHE HA J03aTa, M TPAOBA Ja c€ B3eMaT MOAXOAALIUTE
[pEANna3Hu MEPKH.

. Manmennoxiemvuen aumgom

[IpenopbuBa ce BHMMaTeNnHO npocneassade u ouecHka 3a TEFR. [lauuenture ¢ Bucok MexayHapoacH
[MPOrHOCTHYEH MHIECKC 32 MaHTEIHOKIeThYeH nuM@dom (International Prognostic Index, MIPI) npu
[MOCTABSHE HA JHArHO3aTa WM ¢ rojigM TYMOpPEH 00¢eM (Hal-MaJIKO €/1Ha JIe3Usl, KOATO € = 7 cm B
HAHABJIrUS IMAMETBP) HAa U3XOAHOTO HUBO Morar ja ca B puck or TFR. Peakuusita Ha akTHBHpaHe Ha
TYMOpa Moxe 1a UMHTHpa nporpecus Ha 3abonsasaneto (I13). [Taunenture B npoyusanusta MCL-002
u MCL-001, konto nony4daBat TFR ot crenen 1 u 2, ca nekyBanu ¢ koptukocrepouan, HCIIBC
H/MJIM HAPKOTHYHM aHAJITETHLIM 3a oBJIagsaBaHe Ha cumnToMuTe Ha TEFR. Pemenuero na ce B3emar
TepaneBTHYHU MepkH 3a TFR TpsaOBa 1a ce B3eme ciieq BHUMaTE/IHA KJIMHHYHA OLICHKA Ha OTAC/IHHA
nauueHT (BX. TOYKH 4.2 u 4.8).

. Donuxyrapen aumpom

[IpenopbuBa ce BHUMATEIHO HaOmoAcHHUE M olueHKa 32 TFR. AKTUBHpaHETO HA TyMOpa MOXKE Jia
umutupa I[13. [Tauuenture, koo nosyyasatr TFR ot crenen 1 u 2, ca nekyBaHM ¢ KOPTHKOCTEPOHUIH,
HCIIBC n/nnm HapKOTHYHM aHAITCTHLM 32 oBlajasBaHe Ha cuMmnTomuTe Ha TEFR. Pemenuero na ce
B3eMaT TeparneBTUYHH MEPKH 3a JieueHue Ha TFR tpsiOBa na ce B3eme ciiel BHUMATEIHA KIMHHYHA

OLICHKA Ha OTJC/IHMA NalUMeHT (BX. TOUkH 4.2 u 4.8).

[IperopbuBa ce BHUMATENHO npoceasBaHe v oueHka 3a TLS. [launenture tpsadBa na obaat nodpe
XHApaTHPAaHHU M J1a nojyyar npoduiaktuka 3a TLS B gonbsaneHue kbM Ha0Op OT OMOXUMHYHH
M3CJICIBAHUS CHKECCAMMYHO MPE3 MbPBUSA LIMKBI HIH MO-ABJIr0, aKO € KIMHUYHO MOKa3aHOo (BX. TOYKH

42 u4.).

[ ymopen mosap

MaHTENIHOKJIEThYEH JUMDOM

JleHaIMaOOMM HE CE NMPEenopbYBa 3a JICUCHHE Ha MALHEHTH C BUCOK TYMOPECH TOBap, aKO ¢a HaJIMYHH
aNTEpPHAaTUBHHU BAPHUAHTH 3a JICUCHHE.

Ilpescoespemenna cmvpm

B npoyuBane MCL-002 e uMano kato Ls1o ABHO YBEJIHYCHHE HA CIyYauTE Ha MPEXIACBPEMECHHA (B
pamkute Ha 20 ceamMuum) cMbpT. [laMEHTHTE € BUCOK TYMOPEH TOBAp Ha M3X0JJHOTO HHUBO ca C
yBEJIHUEH PHCK OT NpexJaeBpeMeHHa cMbpT, UMa 16/81 (20%) cinyyan Ha npexAeBpEMEHA CMBPT B
pamMoTo ¢ JieHanuaomMua u 2/28 (7%) cinydau Ha npexJAeBpeMEHHA B KOHTPOJIHOTO pamMo. B pamkure
Ha 52 ceaMULIM CHOTBETCTBETHUTE LMppu ca Omm 32/81 (40%) u 6/28 (21%) (Bx. Touka 5.1).

Heowcenanu cvoumus

B npoyuysane MCL-002 no BpeMe Ha nedyedeH uuksia 1, 11/81 (14%) o1 naureHTH € BUCOK TYMOPEH
TOBAp ca OMJIM OTTErJIEHH OT TEparMATa B paMOTO Ha JieHanuaomMua capsamo 1/28 (4%) B KOHTpoJIHATa
rpyna. OcHOBHaTa NMpUYMHA 3a OTTETVISIHETO OT MPOYYBAHETO Ha MALMEHTUTE C BUCOK TYMOPEH TOBAp
M0 BpeMe Ha JieueOeH UMKBJ | B paMOTO Ha JICHAJIMIAOMM] ca OMIM HexeNlanu ceoutus, 7/11 (64%).

3aToBa MALMCHTUTE C BHCOK TYMOPEH TOBap TpsAOBa ja Obaat HaOnoJaBaHM BHUMATEIHO

(TFR). Buxkte Touka 4.2 3a Kopekuuu Ha no3ata rnpu TEFR.
Bucokusat TymopeH ToBap € AePUHUpAH KaTO Hal-MaJIKO €IHA JIe3us = 5 ¢cm B JiHa
> 3 cm.

A,-’IEQRHHHHPE’HK'HHH U MEHCKU KOANCHU pedKyulU
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CpoOuiaBar ce cay4ad Ha aleprudHy peaklHH, BKIIOYHTEIIHO aHTHOEAeM, aHaQHIIaKTHYHA peakUuus U
TEXKKH KOXKHH peakuuu, BKIrounTeHo SIS, TEN u DRESS, npu naunenTty, JiekyBaHH ¢ JIEHAIHI0MH]
(Bk. Touka 4.8). [lanmenTure TpsOBa JAa ObAaT KOHCYJITHPAHH 3a IPU3HALMUTE U CHUMIITOMHUTE Ha TE3H
peaKkiLHH OT NMPEANUCBAIINTE JIEKapH U TpsaOBa Aa ObAAaT MHCTPYKTHPAHH J1a ITOTHPCAT HE3a0AaBHO
[IOMOILL, aKO PAa3BHUAT T€3H CUMNITOMH. JIeHanuaomMua TpsAOBa 1a c€ NpPeyCTaHOBH IPU aHTMOE/IEM,
aHaHIAKTHYHA peakuus, ekcoanaTUBeH WM Oy103¢H 0OpUB MM ako MMa cbMHeHus 3a SIS, TEN
wim DRESS u He Tpsa0Ba 1a ce noaHOBsBa Ca¢ NPEKPATABAHETO MY Mopaau Te3u peakuuu. llpu
npyru GOpMH Ha KOXKHA peaKlys B 3aBUCUMOCT OT TE€KECTTa TpsAOBa J1a ce 0OMHUCIIN IPEKBbCBAHE HIIH
peycTaHOBsIBAHE Ha JieHaNMuAoMuUA. [lameHTH, KOMTO ca UMau MPCAHIIHHN AJICPIrUYHN PCAKLIHH,
JIOKATO ca JICKYBaHH C TAJIMJOMH/]1, TpsAOBa J1a ce HaOI0aaBaT BHUMATE/IHO, ThH KaTO B JIUTEpaTypara
ce ch0OIlIaBa 3a Bb3MOXKHA KPbCTOCAHA PEAKLMA MEXY JICHATUIAOMUA U TamaoMu. [lanuentu ¢
aHaMHe3a 3a TeXXbK 00pHUB, CBBP3aH C JICUCHHUE C TATUAOMHUL, HE TPAOBA 1a nosy4yaBarT JICHAJIMIOMHL,

Bmopu nvpeuunu 310xkavecmeeHu 3a00.146AH U

B KIMHMYHM NMPOYYBAHMSA HA JICKYBAHHU MPC/IH TOBA MALMCHTH C MUEJIOM, IMTOJTy4YaBalllH
JICHAIMAOMHKI/ ACKCAMETa30H, ce HabI01aBa yBEJIMYEHUE HA BTOPUTE ITbPBUYHH 3JIOKAYECTBCHH
sabonaBanus (BI133) (3,98 na 100 yoBeko-roauHu) B cpaBHeHue ¢ koHTposaute (1,38 Ha 100 yoBeko-
roguuu). HennBazupuute BII33 BrimroyBaT 0a3aIHOKIECTHYEH WIHM CKBAMO3HOKJIETBYCH PaK Ha
koxarta. [loBeuero ot muBazuBHuTe BI133 ca connanu 310Ka4e€CTBEHH TYMOPH.

B KJIMHHYHUTE M3MHUTBAHUS [MPH HETMOAXOASAIIHM 33 TPAHCIUIAHTAUMS MALMCHTH C HOBOJMArHOCTHIMPaH
MYJITHIUIEH MHEJIOM ce HaOJIro/1aBa yBenuueHue ot 4,9 mbTH Ha yecTtoTaTa Ha Xxemaronoruynu BII33
(cnyyaun Ha ocTpa muesnouaHa eskemus (OMJI), muenoaucrmiactuaen cunapom (MJIC)) npu
[MaLMCHTH, MOJIyYaBally JICHAJIMAOMU B KOMOMHALMA ¢ Mendaiad U NpeaHu30H 10 nporpecus (1,75
Ha 100 4oBeKO-roJAMHH) B cpaBHEHHE ¢ Mendanad B KomOMHauus ¢ npegHn3oH (0,36 na 100
YOBEKO-TOJHHH).

Hab6mopaBa ce yBeanuenue ot 2,12 nbTH Ha yecToTara Ha coimauuTe TyMopHu BII33 npu nauuenTH,
rony4yasamgy jJeHaauaomua (9 uMkbia) B KomOMHanua ¢ mendanal v npeaausoH (1,57 na 100
4YOBCKO-TOJAMHH) B CpaBHCHHUE C Medanad B KOMOMHauus ¢ npeaHn3oH (0,74 Ha 100 yoBeko-roauHy).

[Ipn manueHTH, NOayyaBauy JICHATUIOMHU B KOMOMHALIMA € JEKCAMETa30H 10 Mporpecus M 3a 18
Mecena, yectorara Ha xemarosiornunure BII33 (0,16 va 100 yoBeko-rojiuHM) HE € NMOBHUIIICHA B
CpaBHEHHUE ¢ TAMTUAOMKI B KoMOMHauus ¢ mendanan u npeanu3oH (0,79 na 100 yoBeko-roanum).

Ha6monaBa ce yBenuueHue ot 1,3 mbTH Ha yectorara Ha conuaHute TymopHu BII33 npn nauneHTy,
[10J1y4YaBalllM JICHATHAOMM B KOMOMHALIMS € ACKCAaMETa30H J10 nporpecus uid 3a 18 mecena (1,58 Ha
100 4oBEKO-TOAMHH) B CPABHEHUE C TATHAOMM B KOMOHHauMs ¢ Mmeidanan v npeaHu3oH (1,19 Ha
100 4oBE€KO-TOJIMHH).

[Ip1 mauMeHTH ¢ HOBOJAHArHOCTHIIMPAH MYJITHUIUIEH MHEJIOM, MOJTy4aBallH JICHAJIMIOMH/L B
koMOHHaLus ¢ OopTe30MHO M JIeKcaMmeTa3oH, yectorara Ha xemaronoruynaute BI133 ¢ 0,00 — 0,16
"Ha 100 yoBekoroamuu, a yecrtorara Ha BII33 (conuanu tymopu) ¢ omna 0,21 — 1,04 wa 100
4OBEKOTOJAMHH.

[ToBHILIECHUAT PUCK OT BTOPH MbPBHYHHU 3JIOKAYECCTBEHH 3a00JIsIBAaHHSA, CBBP3aH C JICHAJIWJIOMH]L, € OT
3Ha4Y¢HHE M B KOHTekcTa Ha HJIMM cnea TpaHcrlaHTauMs Ha CTBOJIOBM KJIETKH. Makap 4e TO3HM PHCK
3acera He € HaIbJIHO XapakTepU3upaH, TOU TpsAOBa J1a ce B3eMa NpeaBH, KOraTo ce MpeLecHsBa
M3MO0JI3BAHETO Ha JICHAUAOMH PH MMOA00HH YCIIOBHH.

4YOBEKO-TOJIMHH MPH MALMEHTH ¢ ekcno3uuus Ha nenanuaomua ciegq ATCK u 0,
FOAMHHU 32 NauMeHTH 0e3 excrio3uuusa Ha aeHanuaomu cnea ATCK). Yecrorar
3710Ka4YecTBeHM 3a0onsBanus € 1,36 Ha 100 yoBEKO-roAMHM MPH paMeHaTa Ha Jie
100 yoBeko-roauMHM B pameHaTta Ha rutaueoo (1,26 va 100 yoBEeKO-roauHH MpH 11
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ckcrioznumg Ha genanuaomua ciea ATCK u 0,60 na 100 yoBeKO-roAMHH 3a MalMEHTH 0e3
exkcno3uuma Ha neHanuaomua ciaea ATCK).

PucksT oT mossa Ha xemaronoruyHu BI133 TpsOBa aa ce B3eme npeaBu, Npeau ia ce 3arno4yHe
JICYCHHE C JICHAIMAOMHJ B KOMOHHALMsA ¢ MeJi(aiadH WM HCIIOCPEACTBEHO CJIEI BUCOKA 1034
mendanan u ATCK. Jlekapure TpsaOBa BHUMATEJIHO J1a MPEUCHAT MAUMCHTUTE MPEAH U 110 BPEMC Ha
JICUEHHUETO, KATO M3I0JI3BAT CTAHIAPTCH CKPHHUHT 3a pakK 3a Hanuuuero Ha BII33, u na Hasnauar
JICUCHHUE, KAKTO € MOKa3aHo.

IIpoepecust 0o ocmpa muerouona aegkemust npu MJIC ¢ manvk u cpeden puck (hugo 1)

Kapuotun

[IpoMEHIMBUTE HA M3XO/AHO HUBO, BKJIFOYBALIM KOMIUIEKCHA LIMTONCHETHKA, CE€ CBBP3BAT C Nporpecus
10 OMJI npu nauueHTH, KOMTO ca TpaHChY3MOHHO3aBUCUMH M UMAT aHOManuATa aciueuus S5q. llpu
KOMOMHHpAH aHaJIM3 Ha JABC KIIMHUYHH M3IUTBAHHUSA HA JICHAJIMAOMHI IIPH MHEJIOAHUCIUIACTHYHH
CUHJPOMH C MAJIbK MU CPEACH PUCK (HMBO 1) MalMEHTHUTE, KOUTO Ca MMaJIM KOMILJICKCHA
HUTONCHETHKA, UMAT HaH-BUCOKHSA HM3YMCIICH 2-TOJAMIIIEH KYMYJIaTUBEH PHUCK 3a nporpecus 10 OMIJI
(38,6 %). U3uucnenara AByroamiiHa 4yectora Ha rnporpecust 10 OMJI npu mauueHTH ¢ aHOMaIuATa
n3onupana aeneuus 5q e 13,8 %, B cpaBHenue cue 17,3 % npu manueHTH ¢ ANICHHA S U €1Ha
JIOMBJIHUTE/IHA HHTONEHETHYHA aHOMAJIHA.

B pesyntaT Ha TOBa, CbOTHOMICHUETO MOJI3a/pUCK 3a eHanuaomua, korato MJ1C ¢ cBbp3aH ¢
Jeaenus 5q U KOMIUIEKCHA UMTOIEHETHKA, € HEM3BECTHO.

TP53 craryc

[Tpu 20 10 25 % ot naunentute ¢ MJIC ¢ no-HUCHK PHCK ¢ Jeneuns 5q uma myTtauus Ha rena TP33,
KOSITO CE CBBP3Ba C M0-BUCOK PUCK OT Mporpecus A0 octpa muenouaHa neskemus (OMJI). B post-hoc
aHAJIM3 HA €/IHO KJIMHUYHO M3MHUTBAHE C JICHAJMJIOMM/ IPU MHUEJIOUCIUIACTUHYHH CHHAPOMH C HUCBK
win cpeaen (HuBo 1) puck (MDS-004) u3umncnenaTa AByroauiiHa yectora Ha nporpecus 1o OMJI e
27,5 % npu IHC-p53 nonoxurenuu nauueHTH (1% rpaHuyHa CTOMHOCT Ha CHJIHO AIPECHO
OLIBETABAHE, KATO CE M3I10JI3Ba MMYHOXHCTOXMMHYHA OLICHKA HAa p53 npoTeuH Kato cyporat Ha TPS53
myTauHoHHusA cratyc) U 3,6 % npu IHC-pS3 orpuuarenun nauuentu (p = 0,0038) (Bxk. Touka 4.8).

[Ipozpecus 00 Opy2u 310Kkavecmeenu 3a00.186aHUsL NPU MAHMETHOKACIMbYECH TUMPOM
[Tpu MmanTenHoknerbueH aumpom, OMJII, B-kiieTbuHHM 3/10Ka4ECTBCHHU 3a00/I9BaHUsA U HCMEJIAHOMCH
pak Ha koxxata (HMPK) ca noreHunanHn pHcKoBe.

Bmopu nvpeuunu 3n1oxavecmeenu 3abonnsanus npu oauxyrapen aumpom

B eqno npoyusane npu peuuausupan/pedpaxkrepen HHXJI (MHA0NEHTEH HEXOUKKHHOB JIMIM(OM),
KOETO BKJIIOYBA MALIMCHTH ¢ (hoaupynapeH numdom, He ce HabmoaaBa nosuiueH puck ot BII33 B
paMOTO Ha JICHAJTHAOMUI/PUTYKCHMA0 B CpaBHEHHE C PaMOTO Ha I1auebo/purykcuma.
Xemaronornunu BI133 npun OMJI Bb3uukear npu 0,29 Ha 100 yoBekoroamHu B paMmoTO Ha
neHanuaoMua/putykcuMad B cpaBHeHue ¢ 0,29 Ha 100 4OBEKOTOIMHH NPH MALHEHTHTE,
nosy4yasauy riaanebo/putykcumad. Yecrtorara Ha xemaronornynure BI133 mmoc BIT33 connann
TYMOpH (C U3KJIIOYCHUE HA HEMEJIAaHOMEH pak Ha koxara) € 0,87 na 100 yoBekoroamHu B paMoTO Ha
NeHaauaoMua/putykcumMad B cpaBHeHue ¢ 1,17 Ha 100 4oBEeKOroAMHH NpH NMALHEHTHUTE,
[oJ1ydaBauy riaanebo/putykcumad, ¢ MmeanaHa Ha npocieasBaseTo 10 30,59 mecena (auanasoH oT
0.6 no 50,9 mecewa).

HemenaHOMHHSAT pak Ha KOXKaTa NPEACTaB/IsiBa YCTAHOBEH PUCK M BKJIIOYBA CKBAMO3HOKJICTBYCH
KapILMHOM Ha KOXaTa Wi 06a3alHO-KICThYECH KapLIMHOM.

Jlexapute TpsOBa 1a npocneasBar nauMeHTuTe 3a pa3sutue Ha BII33. Koraro ce oom
C JICHAJIMIOMHMJI, TPAOBa J1a ce B3eMaT NMpeABUI KAKTO MOTCHUMAIHATA [10J13a OT JICHA
1 pucksT 0T BII33.

Heproopoonu napyuieHus
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YepHoapoOHa HEAOCTATBYHOCT, BKJIFOYHTEIIHO CIy4aH ¢ (paTajicH U3X0J, €€ ChOOIIaBa MpH MalHCHTH,
JICKYBaHH C JICHAJIMJIOMH/I B KOMOMHHpaHa Tepanus: cboOLLaBa ce 3a ocTpa YepHOApOOHa
HEJOCTATBYHOCT, TOKCHYEH XENAaTHUT, IMTOJIMTHYEH XCMATHUT, XOJIECTATHYEH XECMAaTHUT U CMECEH
LUTOJTMTHYCH/XOJIECTATHYEH XeNnaTuT. MeXaHU3MHUTE HA TEXKKa JICKAPCTBCHO HHAYLIMpAHA
XEIMaTOTOKCHYHOCT OCTABAT HCHU3BCCTHH, BBITPCKH Y€ B HAKOH CJIy4yaH MPEABAPHUTEIHO CHIICCTBYBALLO
BUPYCHO YE€PHOJAPOOHO 3a00JIABaHE, MOBHILICHU YEPHOAPOOHH CH3UMH Ha M3XOJHOTO HHBO H
€BEHTYAJIHO JICYCHHE C AHTHOMOTHLIM MOraT Ja 0baaT pUCKOBH (pakTopH.

YecTo ce chobiaBa 3a HeoOOMYaMHU MPOMEHM B OKA3aTEAUTE 3a PYHKUHOHUPAHE HA YEPHHUS ApOD,
KOMTO ca 001110 B3€TO aCHMIITOMAaTHYHHU M 00OpaTUMH MPH MPEKbCBAHE HA npuiaraHeTo. Cnea Karo
napaMeTpHUTE CE€ BbPHAT KbM M3XOAHOTO HUBO, MOXKE Jla C€ MOMHMCIIM 3a JICYCHHE C MMO-HHUCKA J103a.

JIenanuaoMu ce eKCKpeTHpa oT 0b0peumTe. BaxkHO € peryMpaHeTo Ha J03aTa [PH MalHeHTH ¢
O0BOpeuYHO yBpEeXKIaHe, 3a /1a ce U30erHar Ijaa3MeHUTE HUBAa, KOUTO MOXE J1a ITOBHILIAT PHUCKaA OT I10-
YEeCTH XEMATOJIOrHYHHU HEXKEJIaHU PEaKILMM WK XenaToTOKCHYHOCT. [IpenopruBa ce HadmoieHue Ha
yepHOApoOHaTa PyHKUMS, OCOOCHO KOraro MMa aHaMHe3a 3a WJIM €IHOBPEMEHHA BUPYCHa
yepHOApPOOHA HH(PEKLIHSA, HIH KOraTo JICHAJIMAOMH € KOMOMHHpA C JIEKADCTBEHH MPOJYKTH, 34
KOHTO € H3BECTHO, Y€ CC CBBP3BAT C AUCHYHKLIUSA HA YCPHHUA ApOO.

Hughexyus cvc unu 6e3 neymponenus

[TanpeHTHTE C MYJITHILUICH MHEIIOM Ca NMPEAPA3NoNoXEHH KbM pa3BUBAHE HA HH(PEKLHH,
BKJIIOUMTEIHO M MHEBMOHMSA. [10-BHMCOK npoueHT nHpeKkunu ce Habo1aBa npu JeHaIMI0MHU B
KOMOHHAIMA C JIeKcaMeTa30H, OTKOJKOTO npu MPT npu naunentu ¢ HAMM, kouto He ca
MOAXOAAIIN 32 TPAHCIUIAHTALIMS, U HA MOUTbPKAILIO JICYEHUE C JICHAJIMIOMH/I B CPABHEHHE C IU1aledo
npu nanuenty ¢ HIAMM, kouro ca 6mnm noanoxenu Ha ATCK. MHdekunn ot cTerneH > 3 Bb3HUKBAT
B KOHTEKCTA Ha HEYTPOINEHHUS IPH M0-MaJKO OT €Ha TpeTa OT nauueHTure. [lauueHTuTe ¢ U3BECTHH
pUCcKOBH (akTOpH 3a UHGeKIMu TpsAOBa na ObAaT HAOJII0AaBaHH BHUMATEIHO. BCHYKH MalMEHTH
TpsiOBa Ja ObAAT NOCHBETBAHH Aa NOTHPCAT MEAMLIMHCKA MTOMOILL HEMOCPEACTBEHO CIIE MbPBUTE
pHU3HALM HAa MHPEKLUMA (HanpyMep KaluIMLa, TEMIIEpaTypa M Jp.), KaTo TOBA 1€ [IOMOIHE 3a I10-
PAHHO JICYCHHUE, 32 J1a CC HAMAJIK TEXKECTTA.

Bupycho peakmugupane
CpoOmaBar ce cliy4an Ha BUPYCHO PCaKTHBHUPAHE P NMALMEHTH, 10Jy4aBailly JICHAJIUAOMH],

BKJIIOUMTEIHO TEXKKH CJIy4yad Ha pCaKTUBUPAHE HA BUPYyCa HA XEpIieC 30CTep HIIM Ha Xenatut B
(HBV).

Hsixou oT ciiyyanTe Ha BUPYCHO peaKTHBHPAHE ca ¢ (paTaJicH U3XO/I.

[Ipu HAKOM cly4yau Ha PCaKTHBUPAHE HA XEPIIEC 30CTEP CE CTUra 10 AUCEMHUHHPAH XepIec 30CTep,
XEpIIEC 30CTEP MEHMHTUT MJIM OYCH XEpIec 30CTep, M3UCKBAIH BPEMEHHO MPEKbCBAHE HIIH
OKOHYATEJIHO CITHPAHE Ha JICYCHUETO C JICHAJTMAOMH/L U MOJIXOAA1I0 AHTHBUPYCHO JICYCHHUE.

CpoO1IaBar ce pe/IKH Cyyad Ha peaKTHBHPAHE HA XenaTuT B npu nauMeHTH, noay4vaBaliy
JICHAJINAOMH/I, KOUTO Mpeaun ca Ounu MHPCKTHpaHU ¢ BUpyca Ha xenatut B. Hakou oT Te3u cnyvan
Mporpecupar A0 0cTpa 4yepHoApoOHA HEJIO0CTAaTHYHOCT, BOJELIA 10 CIHPAHE Ha JICHAIMOMH/I H
MOAXOAALLIO AHTHBUPYCHO JieueHHe. [Ipeaun 3anouBaHe Ha JICUECHHUETO C JICHAJIMIOMH TpssOBa aa ce
YCTAaHOBH CTAaTyChT Ha BUpyca Ha xenatut B. [IpenopruBa ce KOHCYJITALMs € JIEKAp C OMNHUT B
JIEYEHHETO Ha XenatuT B 3a malueHTH ¢ nonoxxureseH pesynrar 3a uHpekuus ¢ HBV.
Tpabsa na ce noaxox/Jaa BHUMATEIIHO, KOraTo JICHATHIOMH/I C€ HU3I10J13Ba MPH MALHUCHTH,
uHpekTupanu npeau ¢ HBV, BkmounTenHo nauueHTH, kouro ca antu-HBc¢ nosutusaun, Ho HBs
HeraTMBHH. Te3M nauueHTH TpAOBa 1a ObaaT Hab/M0JaBaHU BHUMATEITHO 3a IPU3HALH M C ‘ﬁ”\
A
%

aktuBHa HBV uH(ekuua npe3 usiiata NpoaAb/DKMTEIHOCT HA TEpanusATa.

IIpoepecusna myrmughorxanna iesxoenyedharonamus

Cnyuamn Ha nporpecuBHa myatudokanHa neskoeHuedanonatus ([IMJI), Bkmounren
M3X0], ca ChOOIIEHH npHu ynoTpedaTa Ha neHanuaomMua. 3a nogsa Ha [IMJI ce cb00
MECEeLa 10 HAKOJIKO FOJAMHH CJIC 3aM0YBAaHE HA JICYCHHE C JicHanuaoMua. Takusa ciy
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ChOOLIaBAaHN OOMKHOBECHO IPH MALMEHTH, [IPUEMAIM ChITBTCTBAILIO JIEKCAMETA30H WIIH CJIe]]
[PEAIECTBALIO JICYEHHE C JIPyra HMYHOCYIpecuBHa XUMuoTepanus. Jlekapure Tpsa0Ba 1a
HaOJI0AaBaT NalMEHTHTE Npe3 PEAOBHH HHTEPBAIM OT BpeMe U TpsaOBa aa s3emar npeasua [IMJI npu
nudepeHIranHaTa Auartosa npy NaMeHTHTE ¢ HOBH WIIM BJIOMIABAIIN CE HEBPOJOTHYHH CHMITTOMH,
KOrHUTUBHH WM MTOBEJCHUYCCKH MpU3HaLM WiIH cumnToMmu. [Tanmenture cbiio tpsAadBa aa Obaar
[OCHBETBAHH Ja HH(GOPMHUPAT NAPTHHOPA CH MJIM XOpaTa, KOMTO CE IPHKaT 3a TAX, ThH KaTO T¢ Morart
na 3a0enexatr CHMITOMH, KOMTO MALMEHTBT J1a HE 3a0es3Ba.

Ouenkara 3a [IMJI Tpsa0Ba 1a cec 0CHOBaBa Ha HEBPOJOTMYHO M3CJICJABAHE, MArHUTHO PE30HAHCHO
oOpa3HO M3CICABAHE HA MO3bKa M aHAJIN3 Ha rppOHaYHO-Mo3buHaTa TeyHocT 3a JIHK na JC Bupyca
(JCV) upe3 nonumepasna BeprkHa peakius ([1BP) niam mo3puna Ouoncus ¢ tectsane 3a JCV.
Orpuuarennusat pezyntat ot [IBP 3a JCV ne nskmousa [IMJI. Bs3amokHo ¢ aa ce Hanoxu
NOITBJIHUTEITHO NPOC/ICASABAHE U OLICHKA, aKO HE MOXE Ja Ob/ie MoCcTaBeHa aJITEpHaTHBHA IHArHO3a.

[Tpu cemuenuns 3a [IMJI npuioxkeHHeTo ciieiBa aa ce NpeKpaTH, 10Kato He ce n3kimoun [IMJL. Ako
ce norebpau [IMJI, npuembT Ha NeHanuaOMKUA TpsAOBa Aa Ob/1C OKOHYATEIHO MMPCYCTAHOBCH.

[[aumeHTH ¢ HOBOJAMArHOCTHUHMPAH MYJITHIIJIEH MHEIIOM

MMa no-BHCOK MPOILIEHT Ha HEMMOHOCHMOCT (HEXKeNaHH cbOMTHA OT 3-Ta Wi 4-Ta CTEINEH, CCPHO3HH
HE)KEJIaHU ChOMTHS, MPEeKpaTABaHe) MPH NAUUCHTH Ha Bb3pacT > 75 roaunw, ISS craaun 111, ECOG
PS < 2 uau CLcr < 60 ml/min, Korato aeHanIuI0MHUI ce npunara B komouHauus. [lauuenture TpsaoOBa
na ObJIaT BHUMATEIHO OLICHCHM 3a TSAXHATA CIOCOOHOCT J1a MOHECAT JICHAJIMIOMHI B KOMOMHAUMA,
KaTo ce B3eme npeasu Be3pactra, ISS craauii [1I, ECOG PS < 2 unu CLcer < 60 ml/min (Bx. Touka

4.2 nu4.8).

Karapakrta
CpoOl1aBa ce 3a KaTapakTa ¢ I0-BUCOKA 4YeCTOTa [PH MALMEHTUTE, MOJIy4aBallly JICHAIUJAOMM B
KOMOHMHALHS C JCKCaMeTa30H, 0COOCHO KOraTo ce ynorpe0sBar 3a npoAb/DKHUTENIHO BpEME.

[IpenopbuBa ce peAOBHO HAOIKOACHHUE HA 3PUTEITHHUTE CIIOCOOHOCTH.

[loMoLIHM BELIECTBA
JlenanuaoMu1 3€HTHBA KAICy/IM ChAbpiKa J1akTo3a. [laumeHTH ¢ peaky Hac/IeACTBEHH IPOOJIEMH Ha

rajJjakTo3Ha HCMOHOCHMMOCT, TOTAJIHA JIAKTA3HA HEAOCTATHhYHOCT WJIM IIFOKO30-TaJIaKTO3HA
maJiabcopOLms, HE TpAOBa Oa NpUeEMaT TO3H JICKAPCTBEH MPOAYKT.

To3u nekapcTBeH NPOAYKT ChAbPKa no-mMayiko ot 1 mmol natpuit (23 mg) Ha Karcyna, T.c.
NPaKTHYECKH HE ChAbPKAa HATPHH.

4.5 BsaunmonaeicTBHE ¢ APYrH JIeKAPCTBEHU NPOAYKTH H APYrH (pOpMH Ha B3aHMO/IeHCTBHE

EpUTpONOETHYHH areHTH WK APYTH areHTH, KOMTO MOraT J1a yBeJu4aT PHCKa 0T TpomM003a, KaTo
HanpHMep XOPMOHAJIHO-3aMECTUTEIIHA Tepalus, TpA0Ba Ja ce H3M0J13BaT MHOIO BHUMATE/THO MPH
MALMEHTH C MYJITUIUICH MHEJIOM, I10JIy4YaBallly JICHAJIMAOMHUL C JCKCAMETa30H (BX. To4Ka 4.4 1 4.8).

[IepopanHy KOHTpALCITHBH
He ca npoBex1aH# NMpoy4YBaHHs 3a B3aUMOJCHCTBHS C IEpOpPaIHN KOHTpAaUENTHBH. JIeHanua0Mu He
¢ eH3umeH uHaykrop. [Ipu eHo In vitro npoyuBaHe ¢ YOBEUIKH XEIMaTOUMUTH JICHAINIOMH/L, H3MNUTBAaH
B pa3IM4HM KoHueHTpaunu, He uaayuupa CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5.
[Topaau Ta3u npUyYMHA MPU CAMOCTOATEIHOTO MPHJIaraHe Ha JICHAJIMAOMH/L HE CC OYaKBa HHAYKUHS,
KOSATO J1a JIOBEJIC 0 HaMalgsBaHE Ha ¢(pEKTUBHOCTTA HA JIPYIH JIEKAPCTBEHH NMPOAYKTH, BKIIOYHTCITHO
XOpMOHAJIHM KOHTpauenTuBH. M3BecTHO ¢ 0baue, ue AeKCaMeTa3oH € ¢1ad 10 yMEpEeH HHIYKTOp Ha
CYP3A4 n Hali-BEpOSATHO LIE 3aCETHE M APYTH €H3MMH, KaKTO U TpaHcnopTepH. He Moxe na
M3KJIIOYH M HaMaJIsiBaHEe Ha e(peKTHBHOCTTA Ha MEPOPAIHUTE KOHTPALICIITHBH 10 BPEMEC M2
TpsOBa aa ce npeanpueMat euKacHH MEPKH 3a H30ArBaHe Ha OPEMEHHOCT (BXK. TO & )

BapdapuH
EnHoBpeMEHHOTO MpuIaraHe Ha MHOIOKPaTHH 1034 JeHanuaomu ot 10 mg Hamy e
¢apMaKOKMHETHKATa Ha CAMHUYHH 103H R- n S-BapdapnH. EAHOBpEMEHHOTO MpH
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eIHOKpaTHa J103a BapdapuH o1 25 mg HaMa ePeKT BbpXY (papMaKOKHHETHKATa Ha JieHanuaomul. He e
M3BECTHO 00aue J1aik UMa B3aMMOJICHCTBHE 10 BpEME Ha KJIIMHUYHA ynoTpeOa (€ IHOBPEMEHHO
JIeYCHHE ¢ JeKcaMmeTa3oH). JlekcaMeTa3oH € oT ¢j1ad 40 YMEpEH EH3UMEH HHIAYKTOP U €PEKThT My
BbPXY Bap(apHuH ¢ HeusBecTeH. [IpenopsuBa ce BHUMATENHO NMPOC/ICAABAHE HA KOHLICHTpALIMATA Ha
Bap(apHH MO BPEME Ha JICUCHHUETO.

JIMrOKCHH

EnnoBpeMeHHOTO npunoxkeHue Ha jJeHanuaoMmug 10 mg BeaIHBXK JHEBHO NMOBHUIIABA [UIa3MEHATA
eKCITO3MIMA Ha IUTroKcuH (eamuuyHa go03a ot 0,5 mg) ¢ 14% ¢ 90% JAU (noBepureneH HHTEpBaJ)
[0,52% — 28,2%]. He e u3BecTHO Aanu eeKTHT LIEC € pa3JHYCH [PH KIMHUYHA yrioTpeda (BUCOKH
103H JICHAJTMJAOMH/I B €JHOBPEMEHHO JieucHHE ¢ AeKkcameTa3oH). [lopaau ToBa ce npenoprysa
MPOCJICAABAHC HA KOHLICHTPALIMATA Ha JUIOKCHH I10 BPEME Ha JICYCHHUETO C JICHATMIOMHU/I.

CtaTtuHu
ChlecTByBa NMOBHIIICH PUCK OT padAOMHOJIN3a, KOraTO CTATHHHU CE IIpUaraT ¢ JCHaJIUI0OMH/L, KOHUTO

MOE J1a € mpocTo aauTHBeH. [IpenopbuBa ce 3aCHICHO KIIMHUYHO M JIaDOpaTOPHO HADIIOACHHE,
0COOEHO Mnpe3 MbPBUTE CEAMHIIM HA JICYCHHUETO.

JlekcaMeTa3oH
EnHOBpeMEHHOTO npuiaraHe Ha MHOTOKPaTHHU 1034 JAeKkcaMeTa3oH (40 mg BEIHBXK JHEBHO) HAMA
KJIHHUYHO 3HA4YMM €(EKT BbpXYy papMaKOKMHETHKATAa HA MHOTOKPATHH 103H JICHAMTHAOMHU (25 mg

BEIHBK JHEBHO).

B3zaumoaencTBusa ¢ HHXHOMTOPH Ha P-rankonporenHa (P-gp)

In vitro, neHanuaoMun e cyocrpar Ha P-gp, HO He € HHXHUOUTOP HA P-gp. EqHOBpEMEHHOTO rpuiarase
Ha MHOTOKPaTHH JI034 OT CHJIHUA HHXMOUTOp Ha P-gp xunuaux (600 mg, 1Ba bTH AHEBHO) HIIH
yMEpEHHUs MHXHOMTOP/cyOcTpaTt Ha P-gp TeMcuponuMyc (25 mg) HAMa KIMHUYHO 3HAYUM e(eKT
BBPXY (papMaKOKHHETHKATa Ha JieHaJuaoMua (25 mg). EAHOBpEeMEHHOTO npuiiaraHe Ha JICHaJIMAOMH/L
HE NpOMEHsA (apMaKOKHHETHKATa Ha TEMCHPOJIHUMYC.

4.6 DepruauTeT, DPeMEHHOCT H KbpPMeHe

[lopaau TepaToOreHHUA My MOTCHLIMAJ, JICHAIMIOMH TPsAOBa /1a CC NPEANKCBa ChIJIACHO YCIOBHUATA
Ha [Iporpamara 3a npeBeHLIUSE HA OPEMEHHOCTTA (BXK. TOUYKA 4.4), OCBEH aKO HsMa HAJCK/HH
JIOKA3aTeJICTBA, Y€ MALMCHTHT HAMA JICTEPOJACH MOTCHIHAI.

Kenm ¢ nerepoaeH norenuman/Konrpauenuus npu Mbxe ¥ )KeHH

YKeHuTe ¢ 1eTepoieH MOTEHIHA TpAOBa a M3Moa3BaT €¢PCKTHBHH KOHTPALICNTHBHH METOAH. AKO
KEHa, JICKyBaHa C JICHATMIOMMI, 3a0peMeHee, JICUEHHETO TpsAOBa jJa Obae CIpAHO M NMAaLMEHTKATa
Tpsa0OBa 1a ObJ¢ HaCOYCHA KBbM JIeKap CINELHAINCT HJIM C ONUT B TEPaTOJIOTHATA 3a OLICHKA U
KOHCYJITalMs. AKO MapTHROPKATa Ha MBK MMALIMCHT, NPUEMalll JIEHATUAOMHU/, 3a0peMeHee,
MPENOPHYHUTEIHO € MAPTHROPKATA Ja ObIc HACOUYCHA KBbM JIeKap CIELHAINCT HIH C ONHUT B
TEPATOJIOTHATA 3a OLICHKA M KOHCYJITALIUA.

JIeHaNIMIOMKU I IIPUCHCTBA B HOBCLIKATA ClI€pMa B H3KJIKOYUTEIHO MAJIKO KOJIMYECTBO 10 BPpEME Ha
JICUEHHUETO M HE CE 3aCHYa B YOBCIIKATA CriepMa 3 AHM cJie/l CIIMPAHE Ha BEUICCTBOTO MPH 3ApaBus
nanueHT (BHKTE Tovka 5.2). Kato npeana3Ha MapKa M KaTo € B3€MaT NpeaBH/l CICUHATHUTE
[MONYyJIalHM C MPOJABJDKHTEIHO BpEME HA €IMMHHMPAHE, KaTO HanpuMep ObOpeYHO YBpeK/1aHe,
BCHYKH MBXKE MALMEHTH, MPUEMALIHU JICHAIMAOMHUI, TpAOBa J1a U3I0A3BAT NPE3CpBATUBH MPe3 LsiaTa
MPOAB/DKUTEIHOCT Ha JICUEHHUETO, 110 BpEME Ha MPEKbCBAHE HA J103aTa U B pAMKHUTE Ha | ceaMuua

HC HM3I10JI3BA KOHTPAUCIILIHA.

bpeMeHHOCT
JleHanuaoMua € CTPYKTYPHO CXOJ€H Ha TaIMAOMHUI. TaJluJI0MMI € U3BECTHO TE
BCIICCTBO MPHU XOpaTa, KOCTO MPUUYMHIBA TCKKH KUBOTO3acTpalllaBalld BPOIACH
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[Tp1 MaiiMyHH JICHAJIMJIOMUI NPUYMHABA MaliopMalMH, ITOJOOHHN Ha TE3H, ONHCAHH 3a TATHIOMMI.
(Bk. Toyka 5.3). [Topaau ToBa ce o4akBa TepaToreHeH e(peKT Ha JICHAJIMIOMH/L U JICHAJIMOMHL €
MPOTUBOMOKA3aH MO BpeMe Ha OpeMEHHOCT (BXK. TO4YKa 4.3).

KbspMmeHe
He e u3BecTHO JaJIM ICHAJIMIOMH/I CE EKCKpeTHpa B KbpmaTa. [lopaan ToBa kbpMeHETO TpsiOBa Aa
OBbJEC MPEKPATEHO 10 BPEME Ha JICYCHHE C JIEHATHIOMH/I.

Oeprunurer

[IpoyuBane 3a ¢pepTUauTeT NpH MIBX0BE ¢ 7034 AeHanuaomua 10 500 mg/kg (mpudnusureano 200 no
500 mreTH JO3HMTE 3a X0opa chOTBETHO OT 25 mg U 10 mg, Ha 0a3a o OT TeJeCHaTa NOBLPXHOCT) HE
MOKa3Ba HEXKEJIAHHU Bb3JICHCTBHA BbPXY QDEPTHIMTETA HIIM TOKCHYHOCT MPH POJAUTEIIUTE.

4.7 EdekTH BbpXy CIOCOOHOCTTA 32 WIO(pHpaHe H padoTa ¢ MALUHHH

JIenanuaoMU1 MOXKE J1a MOBJIMSIC B MaJIKa WIM YMEPEHa CTEINEH Ha CIIOCOOHOCTTA 3a WodupaHe U
paborara ¢ mamnHH. Cbo0O1IaBa ce 3a yMopa, 3aMasHOCT, CbHJIMBOCT, BEPTUIO U 3aMBIJICHO 3PCHHE
npu ynorpebara Ha neHanugomua. [Topaam ToBa e NpenopbYMTEIHO 1a c€ BHUMaBa IIpH WOQHUpaHe U
paboTa ¢ MalIMHH.

4.8 Hexe1aHH JIeKAPCTBEHH pPeaKUHH

O006menue Ha npoduiia Ha 6€30MacCHOCT

Iayuenmu ¢ HOBOOUAZHOCIMUYUPAH MYIMUNICH MUEIIOM, KOUMO ¢a OWil NOONOICCHU HA A8MOI0ICHA
mpancniaumayus Ha cmeonosu kiemku (ATCK), neKyeanu ¢ no0ovpicawya mepanus ¢ 1eHaniudomMuo
3a onpeaensHe Ha HexkenaHuTe peakuuu ot CALGB 100104 ce npuiara KOHCEpBAaTHBEH MOJAXO/I.
Hexenaumnte peakuuu, onucanu B Tabimua |, BkirouBaT CbOMTHSA, CHOOLICHM ClIe] NMPHIAraHe Ha
Bucoka j103a menganan 1 ATCK (HDM/ASCT), kakTo ¥ cbOMTHSA OT nEepHo/ia Ha NOIbp KallaTa
Tepanus. Bropu ananu3s, uaecHTHGHULIMpan] CbOMTHS, KOUTO ca C€ pa3BHIIM CJIE/l 3all0YBAHE Ha
[0JIbPIKALL0 JICUCHHUE, TOKA3Ba, Y€ YECTOTUTE, NIpeACTaBeHH Ha Tabnuua 1, Moxe 1a ca no-BHCOKH
OT JICHCTBUTEIHO HAO/0AaBaHUTE Npe3 nepuoaa Ha noaabspxkailo jgeuyenue. [pu IFM 2005-02
HEXEJIAHUTE PCAKIIMH Ca ¢AUMHCTBCHO 10 BPEME Ha MOAIbpXKAaLaTa TEparHs.

CepHO3HUTE HEXEJIaHU peakU MK, Ha0JIr01aBaHu 110-4eCTo (=5%) npH noaAbpIKalllo NPHJIOKECHHE Ha
JICHAJIMJIOMHI B CPaBHEHHE ¢ 1u1aledo, ca:
- ITueBmonus (10,6%; komOunupan tepmun) ot IFM 2005-02
- benoapoona nupexuns (9,4% (9,4% cnen HaywanoTo Ha NOAABPIKALLOTO JICUEHHUE)) OT
CALGB 100104

B npoyuBanero IFM 2005-02, nabiro1aBaHNTE M0-4YE€CTO HEXKENAHN PEAKLIMH IPH NOUTbPXKALILO0
JICYCHHE C JICHAJIMIOMH/I B CpaBHEHHE C 1U1anedo ca Heyrponenus (60,8%), 6pouxur (47,4%), anapus
(38,9%), nazodapunrur (34,8%), myckyiinu crnazmu (33,4%), neskonenus (31,7%), actenus (29,7%),
kanuinua (27,3%), rpomboumroncHus (23,5%), ractpoenrepur (22,5%) u nupekcus (20,5%).

B npoyuBanero CALGB 100104 HaOir0naBaHUTE O-4ECTO HEXKEJIAHH PeaKLIMH MIPH MOIbPXKAL0
JICYCHHE C JICHAJIMIOMHK/I B CpaBHEHHE ¢ 11anedo ca Heytpornenus (79,0% (71,9% cnen Havanoro Ha
[MOAbPKAIIOTO JieueHue)), TpombouuTonenus (72,3% (61,6%)), anapus (54,5% (46,4%)), oOpus
(31,7% (25,0%)), nadekuus Ha TOpHUTE AUXaTe/HH mbTHIIA (26,8% (26,8%)), ymopa (22,8%
(17,9%)), neBkonenus (22,8% (18,8%)) u anemus (21,0% (13,8%)).

Ilayuenmu ¢ HO80OUACHOCMUYUPAH MYIIMURACH MUETIOM, KOUMO He Ca NOOX00AU 3d
MPAHCRAAHMAyUs, NOJYYAsauu 1eHAIUOOMUO 8 KOMOUHayusA ¢ Oopme3oMud u oekcavem
B npoyuBane SWOG S0777 no-decto HaOJII0JaBAHUTE CEPHO3HH HEXKEJIAaHHU pEaKLHH (=
JICHAJIMIOMH/1 B KOMOHHALMSA ¢ HHTPABEHO3HO Npuiaral 60pTe30Mu0 U 1eKCaMETa30H
JICHAJIMAOMHU/ B KOMOMHALUMA C JEKCAaMETa30H, ca:
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- Xunotonus (6,5%), 6enogpodbHa unpekums (5,7%), nexuaparauus (5,0%)

[To-yecTo HAOMIOJABAHUTE HEXKEJIAHH PEAKLIHH C JICHAIMAOMH/I B KOMOHHaLMsA ¢ O00pTe30MHUO U
JIEKCAMETa30H B CPAaBHEHHE C JICHATMAOMHU/I B KOMOMHALIMA C IeKcameTa3oH ca: ymopa (73,7%),
nepudepna HeBpomnatus (71,8%), rpomdoumnTonenus (57,6%), 3anek (56,1%), XxunokaniuemMms
(50,0%).

Hosoouaenocmuyupan MyamunieH Mueiom. RayueHmu, KOumo He cd NOOX00AuU 3d
MPAHCHAAHMAYUS, TeKYBAHU C TeHATUOOMUO 8 KOMOUHAYUS C HUCKA 003d OCKCAMEeMA30H
CepHO3HUTE HEXKENIAHU peaklu, HaOMoaaBaHH Mo-4ecto (=5%) npu noaabpiKalllo MPpHIOKCHHUE Ha
JICHAJIMIAOMHML C 1o-HUCKa 103a nekcamerasol (Rd u Rd18), otkonkoro ¢ Mendanan, npeaHU30H K
tanuaomua (MPT), ca:

- ITueBmonus (92,8%)

- bnOpeuna HexOCTaTBYHOCT (BKJIOYHMTEIHO U 0cTpa) (6,3%)

HabntonaBanute no-dyecto Hexkenanu peakuuu npu Rd winu Rd18 B cpaBaenne ¢ MPT ca: auapus
(45,5%), ymopa (32,8%), 6onku B repba (32,0%), acrenus (28,2%), 6e3cvuue (27,6%), 0Opus
(24,3%), namanen anetur (23,1%), kaumnua (22,7%), nupekcus (21,4%) 1 MycKyJIHH cria3Mu
(20,5%).

Ilayuenmu ¢ HOB0OUASHOCMUYUDAH MYAMUNICH MUETIOM, KOUMO He Ca NOOX00AWU 3d
MPAHCHAAHMAYUSA, N1eKYBAHU C TeHATUOOMUO 8 KOMOUHAYUA ¢ MeAPanan u npeoHu3oH
Te3u cepro3HH HEXKENIaHU peakuuH, HabmoaaBaHu no-yecro (=5%) ¢ mendanay, NpeaHU30H U
JICHAJIMAOMML, CJICABAHH OT NOAABPKaAWO JeueHue ¢ JeHaauaomua (MPR+R) wnu mendanan,
[MPEIHU30H U JICHAIMAOMHU], ciieaBanu ot ranedo (MPR+p) oTtkonkoro npu MendanaH, npeIHU30H U
rmaie6o, cieaanu ot miaucdo (MPp+p), ca:

- (Medpunna HeyTponenus (6,0%)

- Anemus (5,3%)

HabmoaaBanute no-yecto Hexenanu peakuuu npy MPR+R nnu MPR+p B cpasiHenune ¢ MPp+p ca:
Heytponenus (83,3%), anemus (70,7%), rpomboumuTonenus (70,0%), neskonenus (38,8%),
koHctunauus (34,0%), anapus (33,3%), odpus (28,9%), nupekcus (27,0%), nepudepeH 0Tok
(25,0%), kamnna (24,0%), namaneH anetut (23,7%) u acrenns (22,0%).

Mynmunaen muenom: nayuenmu ¢ nOHE eOHA NPEOXOHCOaa mepanus
B nBe nnauedbo-koHTpoaupanu ¢asa Il npoyusanus 353 nauMeHTH ¢ MYJITHIUICH MHEJIOM ca
€KCIIOHHPAHHU Ha KOMOMHALMATA JICHAJIMAOMM I/ ICKCaMeTa30H U 351 — Ha KoMOMHauuMATa

rmianebo/neKcaMeTasoH.

Haii-cepno3HuTe HEeXXeNaHH peakUuMH, Ha0JIK01aBaHH 110-4€CTO MPH IMOUIbPXKAIIO NPHUIIOKEHHE HA
JICHAJIMJIOMH 1/ ICKCAMETa30H B CpaBHEHUE C I1J1a1e00/AeKCaMeTa30H, ca:
- Beno3sen tpom0oeM00s1n3bM (ABJI00KA BeHO3HA TpoMOO3a, 0es101podeH eMO0IN3BM) (BXK. TOYKA

4.4)
- Heyrtponenus creneH 4 (Bx. Touka 4.4).

HaOnroaBaHUTE O-4€CTO HEXKEJIAHM PEaKUHMM C JICHAITMAOMH/I M JCKCAMETAa30H B CPAaBHEHHE C
mianebo M JeKkcaMeTa3oH B COOpHM KJIMHMYHM M3NMUTBaHuA 3a Muesiom (MM-009 1 MM-010), ca:
ymopa (43,9%), neyrponenus (42,2%), koucrunauus (40,5%), nmapus (38,5%), MyCKyJIHH
cxBamanus (33,4%), anemus (31,4%), rpombouuronenus (21,5%) u od6pus (21,2%).

Muenooucniacmuunu cunopomu
[{sanocTHHAT npodu 3a 0€30MaCHOCT Ha JICHAJIMAOMHU/ [IPH MMALlMEHTH ¢ MUEJIOANCIT
CHHJIPOMHM € Bb3 OCHOBA Ha JJaHHM OT 0010 286 nauueHTH ot eAHo (a3a Il npoyus
npoyuBaHe (BX. Touka 5.1). BB ¢a3a Il Bcuuku 148 nauueHTH ca Ha JIeYEHHE C JI
npoyuBaHeTo da3a Il 69 nauuenTu ca Ha 5 mg neHanuaoMua, 69 nauMeHTH — Ha
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JICHAIMAOMML, @ 67 NalMeHTH — Ha 11aledo 1o BpeMe Ha JABOMHOCIIANO KOHTpOIMpaHaTa (as3a Ha
[IPOYYBAHETO.

[loBeueTo HEXKETAHH PCAKLIHH Bb3HHKBAT IIPC3 ITbPBHTC |6 cenMuLM Ha TCpAIllnuA C JICHAJIMIAOMH.

KbM CepHO3HUTE HEXEJIAHU PEAKLIUH CI1a/1aT:
- Beno3sen TpoMb6oeMO0n3bM (aB100Ka BeHO3HA TpoM003a, OestoapodeH eMO0IH3bM) (BAK. TOUKA
4.4)
- Heyrtponenus crenen 3 win 4, peOpuiiHa HEYTPONEHUA U TPOMOOLIMTONICHUS CTENeH 3 win 4
(Bxk. TOYKa 4.4).

Haii-uecTo HaOMO1aBaHHUTE HEXKEJIAHU PEAKLIMH C JICHAJIMAOMU/ M JICKCAMETAa30H B CPABHEHHE C
KOHTPOJIHOTO pamo B npoyuBaHe ¢a3sa Il ca: neyrponenus (76,8%), rpombountonenus (46,4%),
nunapwus (34,8%), kouctunauus (19,6%), ragene (19,6%), npypuryc (25,4%), oopus (18,1%), ymopa
(18,1%) u myckynHu cniazmu (16,7%).

Manmennoxniemvuen 1um@hom

[IpoduabT Ha obmiaTa 6€30MaCHOCT HA JICHAIMAOMM/ [PH NAUHEHTH C MAHTEIHOKJICTBYCH JIUMPOM ¢
Oa3upaH Ha JaHHH OT 254 NMalMEHTH OT €JHO PAHAOMHU3UPAHO, KOHTPOJIUPAHO NpoyyBaHe ¢asa 2
MCL-002 (Bxk. Touka 5.1).

JIOBJIHUTEIIHO HEXEJIaHH JICKAPCTBEHH peakluM oT nojakpensamoto npoyyaie MCL-001 ca
BKJIFOYeHHM B Tabnmua 3.

CepHO3HUTE HEXKEJIAHU JICKAPCTBEHH peaklnu, HabmoaaBanu no-4yecto B npoyuBane MCL-002 (c
pa3JIiKa OT Hal-MaJIKO 2 MPOLIEHTHH MYHKTA) B paMOTO Ha JICHAJIMAOMHL B CPABHECHHUE C KOHTPOJIHOTO
paMo, ca:

- Heyrponeunus (3,6 %)

- benoapodna emo0nus (3,6 %)

- Jluapmus (3,6 %)
Haii-uecTo Ha0II0JaBaHUTEC HEXKEJIAHU PEaKLIMH, KOUTO Bb3HHUKBAT I10-4€CTO B pAMOTO Ha
JICHAJIMAOMM]] B CpaBHEHHE C KOHTPOJAHOTO pamo B npoyusane MCL-002 ca neyrponenus (50,9 %),
anemus (28,7 %), nuapus (22,8 %), ymopa (21,0 %), 3anek (17,4 %), nupekcus (16,8 %) u 06pus
(BKJIIOUMTEHO ajepruucH aepmarur) (16,2 %).

B npoyuBane MCL-002 uma KaTo Ls/10 ABHO YBEJIHUYCHHE HA CIIYYauUTE Ha MPEKJACBPEMCHHA

(B pamkute Ha 20 ceamuuu) cMbpT. [laMEeHTHTE ¢ BUCOK TYMOPEH TOBAp HAa U3XOAHOTO HHUBO €A C
YBEJIHYCH PHCK OT npexacBpemMeHHa cMbpt, 16/81 (20 %) ciiyyan Ha npexIeBpeMEHHA CMBPT B
paMoTO Ha jeHanuaoMua u 2/28 (7 %) cinydyau Ha NpEeKAECBPEMEHHA CMBPT B KOHTPOJIHOTO pamo.
B pamkute Ha 52 cenmuum choTrBeTHUTE LMdpHU ca 32/81 (39,5 %) n 6/28 (21 %) (Bk. TOUKa 5.1).

[To Bpeme Ha neueben uukba 1, 11/81 (14 %) naumeHTH ¢ BUCOK TYMOPEH TOBap €a OTTErJIEHH OT
TepanuaTa B paMoTo Ha JieHanuaoMun cnpsamo 1/28 (4 %) B konTponHata rpyna. OcHOBHaTa rpu4HHa
3a OTTCIJISHETO OT JICUEHHUETO HA MALMEHTHUTE C BUCOK TYMOPEH TOBAp 110 BpeMe Ha jeucOeH UMKb |
B PAMOTO Ha JICHAJIMJIOMHJ] Ca HexXeaHu cuoutus, 7/11 (64 %).

BucokusT TYMOpEH TOBap € AchHHHUpPAaH KaTO HalN-MaJIKO €Ha JIE3Us = 5 cm B AMAMETHP MIIH 3 JIe3UH
>3 cm.

Donuxyrapen aum@pom
OO0uaT npodua Ha 6€30MaCHOCT Ha JICHATUAOMHI B KOMOMHAUMSA C PUTYKCUMAO NpU MaUMEHTH C
JIEKYBaH npeau ToBa (GonukynapeH aTuMdom, ¢ 6azupaH Ha JaHHHU OT 294 MauueHTH OT

paHIOMHM3HPaAHO, KOHTPOJIMpaHo, npoyusane ¢a3za [l NHL-007. Ocsen ToBa B Tabnmua 5 ¢
BKJIFOUCHH U HEXKEJIAaHU JICKAPCTBEHHU pEakLUM OT noakpenauoro npoyuysane NHL-008

CepHro3HUTE HEXKEJIaHM JIEKAPCTBEHH peakUMH, HabJ101aBaHH Hau-4€eCTo (C pa3/inkKa
npouecHTeH NyHKT) B npoyuBane NHL-007 B pamoTo Ha ieHaMuIOMUL/ pUTYKCHMAD
paMoTO Ha 1U1anedo/puTyKcumao, ca:

- (ebpunna HeyTponeHus (2,7%)
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- benoapodna embonus (2,7%)
- ITueBmonus (2,7%)

B npoyuBaneTo NHL-007 HexenanuTe peakuuy, HaOJII0AaBaHU [10-4€CTO B paMOTO Ha
JICHATMAOMHI/pUTYKCHMA0 B CpaBHECHHUE C paMOTO Ha ruialedo/putykcumad (¢ Han-Maiko 2% 11o-
BHCOKAa 4eCTOTa MEXK/Iy pameHara), ca HeytponeHus (58,2%), auapus (30,8%), neBkornenns (28,8%),
3anek (21,9%), kamuinua (21,9%) u ymopa (21,9%).

TabsMueH CIMCBK HA HCXKEJIAHUTE PCAKLIMH

[To-nony ca u30pOeHHU HEeXENAHUTE peakUMK, HaOMoJaBaHH ITPpH MALIMEHTH, JIEKYBAHH C
JICHAIMAOMML, ITOJAPEACHH M0 CUCTEMO-OpPraHHM KaacoBe U dyectora. IIpH Bcsiko rpynupaHe B
3aBHCHUMOCT OT YECTOTATa HEXKEJIAHUTE PEAKLHMH Ca MPEJACTAaBCHHU B HU3XO/SLLL pe/ 110 OTHOLICHHE Ha
TAXHATA CEpHO3HOCT. YecToTaTa Ha peakuuHUTE ce onpeaess KakTo cieaBa: MHOro yectu (>1/10);
yectu (>1/100 mo <1/10); newectun (=1/1000 no <1/100); peaku (=1/10 000 xo <1/1000); MHOrO peakH
(<1/10 000), Hen3BeCTHH (HE MOXKE J1a C€ M3BJICUE NPUOIU3ZUTEIIHA CTOHHOCT OT HAJTMYHHUTE JIAHHH).

Hexenanure peakuuy ca BKIKOYCHH B MOAXOAALIATa KATEropHs B TadJIMLATA 110-A01y CIIOpe]l HaH-
BHCOKATa YECTOTa, HA0J10/1aBaHA B HAKOE OT OCHOBHHUTE KJIMHUYHH HU3IIUTBAHHA.

Tabauyno 0000weHUe 3a MOHOMEPAnUs NPU MYINUNACH MUEI0M

Tabnuuara nmo-gony ce 6aszupa Ha JaHHHU OT npoyuBaHuAaTa Ha H/IMM npu naumeHTH, NoaI0KEHH Ha
ATCK u n1eKyBaHH NOJIBPXKAIIO C JICHATUJAOMHU. JlJaHHUTE HE ca KOPUTHPAHH B CbOTBETCTBHE C MO-
MPOJABJKHUTEIIHOTO NPHJIOKECHHE B pAMCHATa Ha JICUCHHE, ChIbPKalllO JIEHATHIOMH/, IMPOJAbJIKABAIIL0
10 mporpecus Ha OosnecTra CpsAMO paMecHaTa Ha rauedo B OCHOBHHTE IIPOYYBAHMS MTPH MYJITHILICH
MHEJIOM (BXK. TO4YKa 5.1).

Taoauna 1. HJIP, cbo01eHH B KIMHUYHUA H3NUTBAHUSA ¢ MAMEHTH ¢ MYJTHIIEH MHEJIOM,
JIEKYBAHH C JICHAJTHIOMH/ KATO MOIbPAKALLO JIeYeHHe

Cucremo-opraHeH Bceuuku HJIP/Yectora HJIP Crenen 3-4/YecToTa
kjaac/Ilpeamoyuran

TePpMHH

Nudpexkuuu u MHOI'0 4eCTH MHOIo 4ecTH

uHpecTauuu [THeBMoHus ", nHpeKkuus Ha ropuuTe  |[IHeBMouus”?, HeyTponeHuyHa

JUXATEHM [TbTUIIA, HEYTPOIIEHHUYHA HHp ek

nadekums, 6ponxut’, rpun’,

racTPOCHTEPHUT’, CHHY3HT, Yectw

Ha30()apUHIHT, PHHHUT Cencuc®®, bakrepuemus,
6enoapobHa HHpeKUs’,

YectH OakTepuaaHa UH(PEKUHSA Ha

Mudekumns’, nHpeKus Ha MHKOYHUTE  |JAOJHUTE IUXATCIIHU TBTHIIA,

nbTUIA’*, HHPEKLMS Ha JIOJIHUTE 6pouxut’, rpun’,

JIMXaTEJIHY [ThTHIIA, OenoapoOHa racTpoeHTepuT’, Xeprec 3ocrep’,

HHpEKLHS uHpeKuus’

Heomiasmu — YectH

no0pokavyecTBeHu, |MHUEIOINCIIACTHYCH CHHAPOM ™
3JIOKAYeCTBEHH H

HeonpeaejaeHH (BKJI.
KHUCTH U MOJIKITH)

HapyweHnus Ha MHOro 4ecTH MHoOro 4yecTH

kKpbBTa H aumMpuara |Heyrponenus™’, pebpunna Heyrponeuusa™’, ¢pebpu

cHCTEeMA Heytponenus™’, tpombounTonenus™’, |(HeyrponeHus™’,
aHEMHUS1, JICBKOMCHHUS , TUMPOTCHHUS TpoMOouMTONEHHUA "/}

YHecTun
[TaHuuTOoneHus’,
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Cucremo-opraHeH
kaac/Ilpeanoynran
TePMHH

Benukun HJIP/YecrToTa

HJIP Crenen 3-4/MecrToTa

Hapyuienust Ha

MHOro 4yectu

YectH

HApYILIEHHA

Jlnapus, KOHCTUIIAUMs, KOpeMHa 00JIKa,
rajicHe

Yectu
[lospsbliane, 00JIKa B ropHara 4acT Ha
KOopema

mMeTaboau3Ma U XUIOKAJINEMMUS XUNoKaIueMus, AeXyaparanus
XpaHEeHeTo
Hapyumienusi Ha MHOro 4ecTu Yecru
HepBHATa cucrema  |[lapectesus ['naBobonue
YectH
[lepudepna neBponaTus®
CouaoBu HapymeHusa |Yectu Yectu
Benoapoben emboan3bM”* JIbnOoka BeHO3Ha TpoMO03a™ "
PecniupaTtopHmu, MHOro 4ecTH Yectu
IPBAHH H Kauutuia Jucnues’
MeAHACTHHAJIHHU
HapylLUeHHA Yectu
Jlucriues’, puHopes
CromaimnHo-4YpeBHH |(MHOro 4yecTtH YectH

JInapusi, NOBpBIIAHE, Fa/ICHE

XenaToouIHapHu
HAPYLUEHHA

MHOro 4yectH
OTKJIOHEHHS B [IOKAa3aTEJIUTE 34
(pYyHKUMOHHpAHE HA YEPHHUS ApoD

HecTH
OTKJIOHEHHS B MMOKA3aTC/IINUTE 34
(pyHKUHMOHHpAHE HA YEepHUS JpOoD

Hapyumienus Ha

KOoXaTa H
NOAKOKHATA ThHbKAH

MHOro yectu
OOpuB, cyxa KOXa

Yectu
OOpuB, NMPypHUTYC

Hapyumenus Ha
MYCKYJIHO-
CKeJIeTHATAa CHCTEeMA
H ChbeHUHUTE/IHATA
ThbKaH

MHOIo 4yecTH
MyCKYJIHH Cl1a3MH

YecTH
Mmuanrus, MyCKyJIHO-CKEJICTHU O0JIKH

O0mu HApYLIeHUA H
epeKTH HA MACTOTO
Ha MPHJI0KEeHHe

MHoro dyectu
YMopa, acTeHus, MUPECKCHS

YectH
YMopa, acTeHus

" Hexenanu peaknuu, cb0011aBaHH KaTO CEPHO3HU B KIMHUYHHM M3NMUTBaHUA ¢ naudentu ¢ HJIMM, noanoxenu

Ha ATCK

* Baxkd €IMHCTBEHO 34 CCPHO3HUTE HEXKEJIAHU JICKAPCTBCHH PECaKLUH

" BuxTte cblio Touka 4.8 ,,OnucaHue Ha H30paHH HEXKE/IaHU peakiu U™

2 ITueBmonua" komOunupaun HC, BkI0YBa KaTO TEPMHMH cieaHuTe npeanoyutadiu tTepmuuu (I1T):
BpoHxonHeBMOHHS, 100apHa MHEBMOHMSA, MHEBMOHHA, NPHYHHEHA OT Pneumocystis jirovecl, MHEBMOHHS,
npuuyuHeHa ot Klebsiella, nueBMonus, npuunHeHa ot Legionella, nHeBMOHUsA, npuynHeHa oT Mycoplasmal,
NMHEBMOKOKOBA MHEBMOHUS, CTPENTOKOKOBA ITHEBMOHMA, BUPYCHA MTHEBMOHMSA, 0€J10ApOOHO HapylLIEHHE,

[MHCBMOHHT

b Cencuc* komounupann HC, Bkmousa kato tepmuH cneanure PT: 6akrepuaneH cencuc, NHEBMOKOKOB

CCIICHC, CCIITHYCH LIOK, ETHCIJHJ]UKDKDB CCIICHC

¢ JIlepudepna Hesponatus' komOuMHHpanu HC, BKIIOYBA KATO TEPMHH CICAHUTE NPEANOYHTAHH
[lepudepHa HeBponaTHs, nepudepHa CeH30pHA HEBPOMNATHA, MOJTHHEBPOIATHA
d Jsn6oka BeHo3Ha Tpombo3a“ komOunupanu HC, BkmtouBa kato tepmuH cneanute [1T: Iua

TpomO03a, TpoMO03a, BEHO3Ha TpoMOoO3a
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Tabauuno obodueHue 3a KOMOUHUPAHa Mepanus nPU MYJIMuniIeH Mueiom

Tabauuara rno-10/y € U3BJCYCHa OT JaHHU, ChOpaHH IIPU NPOYYBAHHUATA HA MYJITUIUICH MHCJIOM C
KOMOHMHHMpaHa Tepanus. [[aHHUTE HE ca KOPUTHPAHU B ChOTBETCTBHE C MO-MPOABIKHUTEIIHOTO
[IPUJIOKCHHE B paMEHATa Ha JICUCHHUE, ChIBPXKALLO JCHATHIOMHI, MPOAbJDKABAILO 0 IPOrpecHs Ha
GoJsiecTTa CrIPAMO CPABHUTEIIHATA I'PyMa B OCHOBHUTE MPOYYBAHHUSA IIPH MYJITHILICH MHEJIOM (BX.

Touka 5.1).

Ta6auua 2. HJIP, cho0eHH B KJIHHHYHH NMPOYYBAHHUA € NAUMEHTH C MYJITHIIEH MHEJIOM,
JIeKYBaHH € JIeHAJIMJIOMHA B KOMOHHAIHUA ¢ 00pTEe30MHO H IeKCaMeTa30H, IeKCAMeTa30H HJIH ¢

MeJsi(paiaH H NpeHH30H

Cucremo-oprateH
kjaac/Ilpeanoynran
TEepMHH

Beuuxku HJIP/YecToTa

HJIP Crenen 3-4/YecToTa

Uupexuun 1

MHoOro 4ectu

YectHn

3/I0KAYeCTBEHHU H
Heolnpe/aeJeHH (BKJI.
KHCTH H NMOJIHITH)

CKBAMO3HOKJIEThYCH paK Ha Koxara™"*

undecTauuu [TueBmonusa’®’, nudekuus Ha ropuure |[THeBMoHMs™"’, GaKkTEpHAIHH,
JIMXATEHH MbTHINA’, BUDYCHHU H BUPYCHH M I'bOMYHH HHDEKIHH
rbOMYHM UHPEKUHH (BKIHOYUTEITHO (BKJIFOUMTEIHO OIMOPTIOHHUCTUYHH
OMOPTIOHUCTHYHH HHpeKuH) °, nadexumn) ®, uenyaut’®, cencuc”®,
Ha30(apuHTHT, GapuHruT, OpoHxut’, |GenoapobHa HHpekums
PHHUT OpOHXMT’, HH(PEKLHA HA

NUXaTeJIHNTE MbTHIIA ", MH}EKIHS

Yectu Ha MUKOYHHUTE MbTHIIA,
Cencuc®®, 6enoapobna nupekunsa’, |MHPEKUHO3EH CHTEPOKOIHUT
MHGEKLHMA HAa MTUKOYHHUTE MbTHIA”
CHHY3HT

Heonasmu — Heuectu YecTH

N00pOKa4YeCTBEHH, bazanHokneTbueH KapuuHom™, OcTpa MHEJIOM/IHA JIEBKEMHS

MHEJIONUCIUIACTHYEH CHHAPOM™,
CKBAMO3HOKJICTBYCH PaK Ha

koykaTa™ Y *

HeuectH

Octpa neBkeMus ot T-KineTp4eH
tun’, 6a3aJHOK/IEThYEH
KapuuHOM”™’, CHHIPOM Ha TYMOpEH
pasnaj

HapyuieHnus Ha
KPbBTA U JUM(@HATA
CHCTEMA

MHOro 4ectH

Heyrponeuus™®®,
TpomGouutoneHus %, anemus’,
XEMOpAruyHoO HapylLIEeHUE",

JICBKOIEHUS, TUMPOIECHHS

AD.C0

Yectu
debpunna HeyTporieHHa N,
MaHUUTOIEHUs'

HeuectH
XeMo/M3a, aBTOMMYHHA XEMOJIMTHYHA
aHEMMS, XEMOJIMTHYHA AHEMHUS

MHOro 4yecTu
HeytponeHus
TpomboumToneHus™"’, anemus’,
NEeBKONEHUSA, JIUMQONCHUs

AL, 00
AL00

YectH

debpuana HeyTporeHus ™,
NaHIMTONEHHS , XEMOJIMTHYHA
aHEeMMUS]

Heuectn
XHIiepkKoarynalus, KoaryJjonatus

Hapymenus Ha Heuectu

MMYHHATa CHCTeMa CBpbX4yBCTBUTEITHOCT”"
Hapyuienus Ha YectH

€HAOKpPHHHATA XHUINOTHPEOHIU3BM
cHcTeMa
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CucreMo-OpraHex
kjaac/llpeanounran
TePMHH

Beuuku HJIP/YecToTa

HJIP Crenen 3-4/YectoTa

Hapyuienus Ha
MeTa0d0/1H3Ma H

MHoOro yectu

Xunokanuemus””’, XUNEprinKeMus,
0

YectH
XHUnokajueMus”

00
bl

XPaHEHeTo XHIOTIMKCMHUS, XHITOKAJILMEMHUS”, XMIEPrIMKEMHUS, XUIOKaILHEMHUs ',
XHIoHaTpueMus’ qexuaparauns’’, 3axapeH auaber’,
MOHMXKEH aneTuT’’, MOHKEHO Tero  [xunodocdaremus,

XMIOHATpHEMHS’, XHIIEPYPHUKEMHS,

Yectu mojarpa, Aexujaparaums’’,
XunoMarHe3ueMus, XMNnepypukeMus, |MOHIKEH aneTHT ', TOHM)KXEHO
XHUIIEpKAJILIUEMHUSA TECrJ10

[euxuuHu MHOro 4ectu Yectu

HapylIeHUs Henpecus, 6e3cbHUE Jlenpecus, 0e3cbHHE

Heyecty
3ary0a Ha 1MOua0

Hapylwienus Ha
HEepBHATA CHCTEMA

MHoro 4ecTu

[Mepudepun nesponatun®
napecTe3us, 3aMasHoCT , TpEMop,
MpOMsiHA Ha BKYyca, riaBodosune

Yectu

ATakCHs, HApYyILLICHHUE HA
paBHOBECHETO, CHHKON’’, HEBpaJIrus,
IH3eCTE3us

MHOro 4yectH
[Mepudepun Hesponatumn’”

Hectu

[lepebpoBacKynapeH HHUMACHT,
3amasgHOCT"’, CMHKON'’, HEBpAJITHs
HeyectH

BbTpeucpencH KpbBOU3JINB',
[MpeX0HAa HCXCMHUYHA aTakKa,
LiepeOpaiHa HCXEMHS

Hapywienuss Ha ouuTe |MHOIro 4ecTH YectH
Karapakra, 3aMBbIJICHO 3pEHHE Karapakra
YectH Heuectun
HamasneHa octpora Ha 3p€HHUETO Cuernora

Hapywmienus Ha yxoro |HectH

H J1a0upUHTA [[nyxora (BKJIKOUHTEJIHO XHUIT0AKY3H),
THHHTYC

Coupaeunn HectH YectH

HAPYUIEHHS [Mpeacepano mbxaeHe”*, MudapkT Ha MHOKap/a
OpaauKapaus (BKJIFOUHTEIHO OCcTBp) ¥,

npeachpaHo MbxkaeHe” ', 3acToiiHa

HeuecTn ChpACYHA HEJI0CTATHYHOCT',

Apuntmus, yabipkeH QT-uHTEpBal,
[NPEACHPAHO TPEITEHE, BEHTPHKYJIADHH
CKCTPACUCTOJIH

TaxvKapaus, CbpacYHa
Hel0cTaThyHOCT ", MHOKap/1Ha
ucxemus’

Cba0BH HApYLIEHHA

MHOIo 4ecTH
BeHno3nu tpomboemMO0IMYHN CHOUTHSA",

[MpeaMMHO ObJ00Ka BEHO3Ha TpoMOoO3a

n 6enoapodeH emoonu3bM™ Y

xunotouus”’

YectH
XUNepToOHHUSA, CKXHUMO3a"

MHOro 4€CTH
BeHo3uu TpoMO0EMOOJIMYHH
CBOMTHA", NPECAMMHO JIbJIOOKA
BCHO3Ha TPOMO03a 1 0CIQIPAOTII~
embonu3zbM™ Y /

Yectu
Backyiur, XHIOTY
XHUIIEPTOHHS
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CucremMo-opraneH

Beuuxku HJIP/YecToTa

HJIP Crenen 3-4/YectoTa

Kiaac/Illpeanoyuran
TePpMHH
HeuyectH
Hcxemus, neppuepHa ucxemus,
BbTpeucpernHa Tpom003a Ha
BEHO3HHUTE CHHYCH
Pecniuparopuu, MHOro 4ecTH YectH
IPLAHH H NMucnues™”, enuctakcuc”, kammua  (Pecnuparopen auctpec’,
MeIHACTHHATHH mucnnes®, nnespanna 6omnka’’,
HAPYIIEHHS Yectu XHIMOKCHA"
Jlnchonus
CromamHo-ypeBHH  |MHOro 4yecrtu Yectu

HApPYIIEeHHS Nunapus®®, konctunauuns’, kopemua  |KpbBOH3IHB OT CTOMALIHO-
6onka®, ragene, noppuuiate”’, ypeBHHs TpakT %, 06CcTpyKIMS
CTENCHSI, CYXOTa B yCTaTa, CTOMATHT |Ha ThHKUTE YepBa’’, anapus”,

koHcTHnanusa’, kopemHa 6onka®,

YecTn rajicHe, oBpbIaHe’’
KpbBOHU3JIMB OT CTOMAIIHO-YPCBHHS
TPaAKT ( BKJIKOYHUTEIHO PEKTAJICH
KPbBOM3JIMB, XEMOPOHIEH KPHBOM3JIMB,
KbpPBEHE OT MENTHYHH S3BU U KbPBEHE
ot BeHuute)" *°, aucharus
HeuectH
KoJuT, Bb3MajJIcHHE Ha CJANOTO YEPBO

XenaroOuJIHaApHHU Yectn

HApPYLIEHHUS MHOro uecTH Xonecra3a’, XenaTOTOKCHYHOCT,

[loBuieHa ajaHuH
aMHHOTpaHcdepasa, noBHILICHA
acraprat aMMHOTpaHcdepasa

Yectu

XenarouenynapHo yspexaane’’,
OTKJIOHCHHUS BbB () YHKLIMOHAITHUTE
4epHOAPOOHH noKaszarenn’,
XHNEePOUIUPYOHHEMHS

HeuectH
UepHoapoOHa He1ocTaThYHOCT”

XenaToueayaapHo yBpexaane’,
[NOBHMILICHA AJIAHUH
aMHHOTpaHc(epasa, OTKIOHECHHS B
[MOKa3aTe/IuTe 32 (yHKLIMOHUpAHE
Ha YepHHs Apo6’

Heuectu
UepHoapoOHa HEAOCTATBYHOCT”

HapyumieHnus Ha
KO/KAaTa H NMOAKOXKHATA
TbhbKaH

MHOIro 4eCcTH
O6pusu”’, npypuryc

HectH

YpTukapus, XHIEepxXuaposa, cyxa Koxa,
XUMNEPIUIMEHTAaLHs Ha KOXKaTa, CK3€eMma,
epuTeMa

HeuecTu

JlekapcTBEeH 00pHUB C €O3MHOPHUIINA U
CHCTEMHHM CHMITTOMH"’, MPOMSHA B
[IBETA HA KOXKAaTa, peakuys Ha
(OTOUYBCTBUTEIIHOCT

YHectH
O6pusu*”

HeuyecTu
JlekapcTBeH 0OpHB € €O3MHOPUIINS
U CHCTEMHH cUMIITOMM "

Hapyuienus Ha
MYCKYJIHO-CKeJ/IETHATA

MHOro dectu

YectH




CHCTEMA U ChEJAMHHUTEIIHATA ThKaH
(BKIIOUMTENHO 60KHM B rep6a’??),
00JIKM B KpaWHHUIIUTE, MUAJIT U,
apTpajirus’

YecTH
OTOK Ha CTAaBHUTE

Cucremo-oprateH Bceuuku HJIP/YecrtoTa HJIP Crenen 3-4/YecrToTa
kaac/Illpeanounran

TepMHH

cCHCTEMA H MyckyJHa caboct”’, MyCKyJIHH Cnaboct B myckynute’, 6osika B
CheIHHHTE/IHATA crasmu, 6oska B Koctute’, 6osKa u kocture’, Gonka 1 AMckomdpopT Ha
ThbKaH TMCKOMQOPT Ha MYCKYJIHO-CKEJIETHATa

MYCKYJIHO-CKEJICTHaTa CUCTEMA U
ChEeAMHUTEIHATA

ThKaH (BKJIIOYUTEIHO OONKa B
rbpﬁaﬁ.{ﬁi})

Heuectn
OTOK HA CTABHUTE

Hapyumienusi Ha
OLOpeuuTe H
NHKOYHHUTE NbTHLIA

MHoOro 4ecTu
brOpeyHa HeOCTaTHYHOCT
(BkrouMTEIHO M ocTpa)’

YUectH
XeMaTypus”, 3aIbpKaHC HA YPHHA,
HHKOHTUHCHILIUA HA YpPHUHA

HeuectH
[Tpuaobut cunapom Ha Fanconi

HeuectH
bsOpeuna TyOynHa HEKpo3a

HapylueHus Ha
BbL3IIPOH3BOAUTE/IHATA
CHCTEMA H I'bpJAATA

YectHn
Epexktunna auchyHkums

O01mm HApYLIEHHA H
eheKTH HA MACTOTO HA
NPHJIOKEeHHE

MHOro 4ecTH

Ymopa®®, oTok (BKJIKOUHTEIIHO
nepudepeH oTok), nupekcus’
aCTCHUS, TPHUIOINO00HO 3a00IIBaHE
(BKJIIOYHTETHO MUPEKCHS, KALLTHIIA,
MHaJITHs, MyCKYJIHO-CKeJIeTHA 00JIKa,

r1aBo0oOJIMEe U CXBalllaHe)

YectH
['ppana 6onka®*’, neraprus

MHOro 4ecTtH
y Mopaﬂ}.ﬂ'{b

Yectu
[lepudepen oTok, nupekcus”*,
aCTCHHUS

H3ciheaBanus

MHOro 4ecTtH

[loBueHa ankanHa pocarasa B
KpBBTA

YecTH

[loBumeH C-peakTHBEH IPOTEHH

HapausiBanus,
OTPABAHUSA U
YCAOKHEHHH,
Bb3HHKHAJIH B
pe3y/iTaT Ha
HHTEePBEeHLHH

YecTH

[lagane, kKoHTY3HA"

* Hexenann peakuuu, CboOUIABAHN KATO CEPHO3HM B KJIMHHYHH U3NMUTBAHUA npH nauvenTu ¢ HAMM, nonyyasanu sieHas

komMOMHauua ¢ Gopre3oMud H AeKcaMeTa3oH
N Buokte cbuio Touka 4.8 ,,Onucanue Ha M30paHH HEXKETaHU PeaKLMH™

" Hexenanu JICKApPCTBCHH PCAKIIHH, CbOOILEHH KATO CCPHO3IHH B KJIMHHYHHTEC H3MMHTBAHHA TTPH MALUHCHTH € MYJITHII

C JICHAJIMJIOMH/T B KOMOHHALIMA ¢ AEKCAMETAa30H MM ¢ MeadaiaH | npeHH30H
" Kacae caMo CepHO3HH HEXKE/IAHH JICKAPCTBEHH PCAKLIHH

* CLE}SHJ,HBH CC 3a CKBAMO3HOKJICTBYCH pPAK Ha KOXKA4T4 B KIMHHHYHHTC H3IIHTBAHHA [IPH 4Ll
JICKYBAHH IIPCIAH C HEHEHHEDMHHKEEKCHMETH?.DH, B CPABHCHHUC C KOHTPOJIHUTC
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** CpoOuraBa ce 3a CKBAMO3HOKJICTBUYCH PaK HA KOKAaTa B KJIMHHUYHHUTE H3MUTBAHHA MPH MaLHEHTH C
HOBOJAHArHOCTULIHPAH MHEJIOM, JICKYBAaHH C JICHAIMAOMHUI/ AEKCAMETa30H, B CPABHECHHE C KOHTPOJIUTE

Tadauyno 0000weHue om MOHOmMeEPAanus

Tabnauuara no-gony ce 6azupa Ha JaHHHU, CbOpPAHU MO0 BPEME Ha OCHOBHHUTE U3IUTBAHUSA [10
MOHOTEpAIHA 32 MUEJIOAUCIUVIACTHYHH CHHIAPOMH.

Tadauua 3. HJIP, cb0011eHH B KIIMHUYHHA H3MUTBAHUA MPH MAUMEHTH ¢ MHEJOAMCILNIACTHYHH
CHHAPOMH, JIEKYBAHH C JICHAJIHAOMH/I#

Cucremo-opratHeH
kjaac/llpeanoyuran
TepMHH

Bcecuuxkn HJIP/YecToTa

HJIP Crenen 3-4/YecToTa

HMudexkunuun u
HHecTalHH

MHOro 4ecTH

[ITHeBMOHMSA, BUPYCHHM U I'bOMYHH
HHGEKUMH (BKIHOYUTEIIHO
ONOPTIOHUCTUYHHU HHPEKLMH)

MHoOro yecTtu
[THeBMOHMS®

Yectu

[THeBMOHMS, BADYCHHU H I'bOMYHH
HHGEKIHUH (BKJIKOYHUTEIHO
ONOPTIOHHCTHYHH HHpEKIHH)’,
OpOHXMT

Hapyuwienusi Ha
KPbBTa H JIHM(pHaATA
CHCTEMA

MHOro 4YecTtu

TpombouuToneunsa™’, veyrponenmsa’™’,

JICBKOIICHHH, HHCMHHC}

MHOro 4yecTtH
TpombouuTonenus”’,
HeyTponeHus™’, JICBKOIEHHUH,
aHemus’

YectH
debpunna HeyTponeHusa N’

Hapyuienus Ha

MHoro uectu

eHIOKPHHHATA XHUIIOTHPEOUAU3IBM
CHCTeMA
Hapymienusi Ha MHOro yectu Yectu
MeTa00Iu3MAa U [loHuxkeH aneTur Xunepriukemus’, [ToHnxeH
XpaHeHeTo areTHUT
Yectu
CBpBbXHATpPyYIIBAHEC Ha XeJIs30,
MOHMKECHO TEIJIO
[IcHXHYHH Yectu
HapyuIeHUus [IpomMeHM B HACTPOEHHETO

HapylieHus Ha
HepBHATa CHCTEMA

MHOro 4ectHu
3aMasHOCT, IJIaBOOOJIHE

Yectu
[TapecTesns
CbpaeyHu YectH
HApYUIeHHS OcTtbp HHpapKT Ha MHOKapaa™’,
[pEeACHPAHO MBXKICHE', ChpcYHA
HEJ0CTATHYHOCT'
CbaoBu Hapymienus |YHectu YectH

XHHEPTOHHH, XCMATOM

BeHo3HH TpOMOOEMDS
CHOUTHSA, NpeJIU
BCHO3Ha TPOMO
emoou3BM”™’

V¥l %

f

PecnnupaTopHwu,
rPbLAHH H

MHOro 4ectH
Enucrakcuc”
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Cucremo-oprateH
Kjaac/Ilpeanmoyuran
TepMHH

Beuuku HJIP/YectoTa

HJIP Crenen 3-4/YectoTa

MeIHACTHHAIHH
HApPYUIEHHUS

CroMalIHO-4YpeBHH
HApPYLIEeHHS

MHOr0 4€CTH

Jnapus’, kopemHa 6oska
(BKJIFOUYMTEIHO B TOPHATA 4acT),
rajicHe, MOBPbIIAHE, KOHCTUIIALHS

Yectu
Cyxora B ycrara, AUCIICCHs

YecTH
J1 0 000
Hapus’, raJicHe, 350000

XenarooOMJaHapHHU
HApYLUeHHH

YectH
OTKJIOHEHHS B MOKA3aTEINTE 3a
G YHKUMOHMpPAHE HA YepHHUS ApOO

Yectu
OTKJIOHCHUA B [TOKA3aTEJIUTE 3a
(GYHKLIMOHUPAHE HA YCPHHA ApO00

Hapyumienus Ha
KOKaTa U
NOAKOXKHATA ThKaH

MHOro 4yecTH
OOpuBH, CyXa KOXa, IPYPHUTYC

YectH
OOpHBH, NPYPHUTYC

HapywieHus Ha
MYCKYJ/IHO-CKeJ/IETHATA
CHCTEeMA H
ChbeAMHHTE/IHATA
TbKaH

MHOro 4yectH

MyckyiHH crnia3mu, 00JIKa Ha
MYCKYJIHO-CKEJIETHATa CHCTEMA
(BKJIFOUHTETHO O0JKa B repba’ u

KpaHHULHTE), apTpaIrus, MUaarus

Yectn
Bonku B rep6a’

HapylmeHus Ha

0LOpeuuTe M
NHKOYHHTE NbTHIIA

YecTH

BrOpeuna HegOCTATHYHOCT'

Bb3HHKHAJIH B
pe3yJiTaT Ha
HHTEepPBeHLHH

O6mu Hapymienuss 1 |MHoOro 4yectu Yectu
epeKTH HA MACTOTO Ha|YMopa, nepudepeH OToK, [Tupekcus
NMPpHJIOKEHHE IPHUITONOA00HO 3a00J1sBaHE

(BKJIIOUHUTEJTHO MUPEKCHA, KaLlJIMLA,

MHAJITHS, MYCKYJIHO-CKeJIeTHa 0oJIKa,

ri1aBooomne)
HapausiBanus, YectH
OTPABHAHHUA U [lapane
YCJI0KHEHHS,

A BukTe cbiio Touka 4.8 ,,Onucanue Ha M30paHH HEXeJIaHH peakuuu'

®Hexenanu cbOMTHA, CHOOIICHH KATO CEPHO3HHM B KJIMHHYHHU M3MMTBAHUA HA MHEJIOAUCIUIACTHYHH CHHAPOMH

- Cpo0uiaBaT ce npOMEHH B HACTPOSHHETO KATO YECTO CEPHO3HO HEXeIaHO ChrOMTHE B npoyuBaHeTo ¢da3za Il Ha
MUEJIOAUCIJIACTHYHM CHHIPOMH; HE C€ ChOOILIABA KaTO HEXKEJIAHO ChOUTHE OT cTeneH 3 uau 4

ANropuTbM, NPHUIIOKEH 3a BKJIKOUBAHE B KpaTkaTa xapakrepuctuka Ha npoaykra (KXII): Benuku HJIP,

YCTAHOBEHH OT aaropurbma no npoyusaneto ¢asa I1l, ca sxmoyenn B KXII 3a EC. M3BbplieHa e 1onbiaHUTEIHA

npoBepka 3a yectorara Ha te3u HJIP, yctanoBeHu oT anropursMa Ha npoyusaHeTo (¢asa Il u ako yectorata um
B mpoyuBaHeTo (aza Il e nmo-Bucoka, 0TKOAKOTO B npoy4uBaHeTo ¢a3sa I1I, cboutHeTo e BriaroueHo B KXII 3a EC
C YECTOTaTa, C KOSATO € Bb3HUKHAJI0 B [poyuBaHeTo (asa II.

# AJITOPUTHM, IPHJIOKEH IPH MHUENOAUCIIACTUYHH CHHAPOMH:

[IpoyuBane dpaza I1l Ha MUenOAMCIIACTHYHH CHHAPOMH (JABOMHO3AC/ICIICHA MOMy1alMsa 3a 0e30MmacHoC
pa3/iMKa Mexay JieHaauaoMua 5/10 mg 1 riuaueo no HayaaHa cXxeMa 3a npujiaraHe, nNposse

MaJIKO 2 MalMeHTH)

0 BCHMYKHM Bb3HUKBALUM MO BpEME HA JICHCHUETO HEXeJaHU CbOUTHA npH = 5% oT nauue
JICHATMAOMU, U HaH-ManKo 2% pa3/iMKa B CbOTHOLUCHHETO MEXKIY JICHAJIMAOMHUA U I
0 BCHUYKH BB3HMKBALIHK [0 BpEME HA JICYCHHUETO HEXKETaHH ChOMTHSA OT cTeneH 3 unu 4
MALMEHTUTE HA JIEHAJIMAOMHU U HAaH-MaNKO 1% pa3iinka B CbOTHOLIEHHETO MEXK/1y JICHA

rianedo
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0 BCHUYKM BB3HUKBALLM [0 BPEME HA JICHCHHETO CEPUO3HH HEXeNaHu cbOUTHA npH 1% OT mauMeHTHTE Ha
JTEHAJIMIOMHA U Hal-Manko 1% pa3jinka B CbOTHOLICHHETO MEXKAY JICHANHAOMHUA U naauecdo

[IpoyuBane ¢aza Il Ha MUENOAUCTUIACTHYHH CHHAPOMH
0 BCcHukM BB3HHKBAIIIHM [0 BpEME HA JICYCHUETO HEXENaHU CbOMTHA NpH = 5% OT IEKyBaHUTE C

JCHAJIHAOMHA NMALHCHTH

0 BCcHYKM BB3HHUKBALIIHK 110 BPEME Ha JICUCHHUETO HEXKEJIaHH CbOUTUA OT cteneH 3 wiu 4 npu 1% ot
NEKYBAHUTE C JICHAJIMIOMH /L MAUMEHTH
0 Bcuuky BB3HMKBALLM MO BPEME HA JICYCHUETO HEXKenaHu cbOuTUs npu 1% oT JIeKyBaHHUTE C

JCHAJIHAOMHA MAallHCHTH

Taoauua 4. HJ/IP, cbo01eHH B KJIIMHHYHHTE H3NMUTBAHUSA MPH NMANUEHTH ¢ MAHTEJIHOKJIEThYeH
JAuM¢oM, JIEKYBAHH C JIEHAJIHIOMH/

Cucremo-oprateH
kJaac/Ilpeanoyuran
TePMHH

Beunuku HJIP/YectoTAa

HJIP Crenen 3-4/YectoTa

Undexkuun u

MHoro yectH

YecTHn

3JIOKAYEeCTBEHH H
HeomnmpeaejJeHH (BKJI.
KHCTH H IMOJIUIIH)

HHGecTAllHH bakTepuasHi, BUpPYCHH H 'bOHYHH bakTtepuaaHu, BUPYCHH H I'bOMYHH
HHQEKUMH (BKJIIOYHUTEIHO HHpEeKIHMH (BKIKOYUTEITHO
OMOPTIOHHUCTHYHHU MH(pEKIMH) *, OTNOPTIOHUCTHYHH HHpEKIHN)’,
Ha30()apUHTHUT, MTHEBMOHHA' [MHCBMOHHSA"
YectH
CHHY3UT

Heoniazmu — YectH Yectu

A00poKaYeCcTBEeHH, Peaknus Ha aKkTHBMpAHE HA TYMOpA Peakuus Ha akTUBMpAHE HA TyMOpa,

CKBaMO3HOKJ/IETHYCH paK Ha
koxata’™’, 6a3aIHOKJICTHUYCH
kapUuHOM"’

Hapyuienus Ha

MHoro dyectu

MHOro yecrtu

MeTa00JIH3MAa H

HamasieH aneTur, HaMaJeHo TerJo,

KpbBTA H JumMbuara [Tpombountonenus”, Heyrponenus”’, |[TpomGouuToneHus”,
CHCTeMa NICBKOINEHHUA’, aHEMHS HEyTporneHusn ’,
Anemus’
YectH
deOpuiHa HEYTPONCHHS” HectH
debpunna HeyTponeHus ™,
JIEBKOTICHHS"
Hapyumenusi Ha MHoro yectH HectH

JlexuapaTanus’, XMIIOHATPUEMMSI,

HEPpBHaATaA CHCTEMA

Hucreysus, rnapodosue, nepugpepHa
HEBpOIATHS

XpaHeHeTo XHUITOKAJTUEMHS XHUITOKaJILIUEMHS
YectH
Jexunpatanus’

[lcuxuuHu YectH

HApPYLUEHHS be3cbHHE

Hapyuienus Ha YHecru YectH

[IepudepHa ceH3opHa HEBpOHATHS,
neTaprus

Hapywienus Ha yxoro|Hectu

M JJADMPHHTA Bepturo

Cbpaeunn YectH

HApYLUeHHUSA MuokapaeH nHQapKT
ocTep)’’, chpaeYHA
HEAOCTAThYHOCT

CobaoBu Hapymienusa (YHectu Yectu

Xunorouus’
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Cucremo-opranex Bceuuxku HJIP/YecToTa HJIP Crenen 3-4/YectroTa
kiaac/IIpeanmouunran
TepMUH
JIb1160Ka BeHO3Ha Tpombo3a’,
6enoapodHa embonua’’,
XUIIOTOHMS
PecnuparopHu, MHOTr0 4eCTH YectH
rPbAHH H Jucnnes’ Jucnnues®
MeAHACTHHAIHH
HapylIeHUus
CromamiHo-4ypeBHH |MHOro 4yectH Yectn
HapyIIeHHS Jnapus®, ranene’, noppsinane’, Jnapus®, kopemua 6oska’,
KOHCTHIALMS KOHCTHUIIALIUA
YectH
Kopemna 6oska’
Hapyuienus Ha MHOro 4yectH YectH
KOXKATAa U OO6puBM (BKJIIOYUTETHO aJepruycH OOpuBH
MOAKOXKHATA TbKAH |JICPMATHT), IPYPHUTYC
YectH
HouHo u3notsBaHe, cyxa Koxa
HapylwueHnus Ha MHOro yectu Yectu
MYCKYJ/IHO- MycKyJIHHU cria3MmH, 00kH B repOa bonku B repda, cnadoct B
CKeJleTHATA CHCTeMa MyCKyauTe’, apTpairus, OOJIKH B
U cCheluHHuTeaHaTa |YectH KPanHULIMTC
TbKaH Aptpanrus, O0JKH B KpAMHHULIUTE,
cnaboct B MycKyaute’
HapylueHnuns Ha Yectu
ObOpeuuTe H brOpeuHa HEAOCTATHYHOCT'
NUKOYHHTE MbTHILA
O61mu HapymeHuss 1 [MHOro yectu Yectu
epeKkTH HA MsicTOTO  |YMOpa, acTeHus’, nepudepeH OToK, [Tupexcus’, acrenus’, ymopa
Ha NPHJI0KEeHHe rpUIonoI00Ho 3abossBaHe
(BKJIFOYHUTEIHO MUPEKCHS, KalllJIHLA)
YectH
Brpucane

A Buxkre cblio Touka 4.8 ,,OnucaHue Ha H30paHH HEXKEJIaHU peakUHu'
" Hexenanu cbOMTHS, CHOOIEHH KATO CEPHO3HU B KIIMHHYHH M3MUTBAHHA Ha MAHTEIHOKJIETBYEH THM(OM
AJITOPUTBM, MPHIOKEH 3a MAHTEIHOKIICTBYCH JIMMPOM:
. Kontponupano npoyuBase ¢asa Il Ha MaHTenHOKAETBYEH TUMPOM
0 BCHYKH BB3HHKBALILHK 110 BpEME HA JICYCHHETO HEXKENaHU CbOMTHSA MpH = 5% OT NaUMEHTHTE B paMOTO
Ha JICHAJUJIOMHUA H Hal-Manko 2% pa3/MKa B CbOTHOILICHUETO MEX/Y paMOTO Ha JICHAJIHAOMH H
KOHTPOJIHOTO pamo
0 Bcuuky BB3HUKBALIH 110 BpEME HA JICUEHUETO HEWKeNaHU CbOUTHA OT cTeneH 3 uiu 4 npu > 1% ot
MAUMEHTUTE B paMOTO Ha JICHAJHAOMHA H Hail-manko 1,0% pa3nuka B CbOTHOLIEHHETO MEXK/1Y paMOTO Ha
JICHAJIMAOMM]1 H KOHTPOJIHOTO pamo
0 BCcHYKH BB3HHKBALIH 10 BpEME HA JICUCHHUETO HEXKENaHH CbOUTHA NpH = 1% OT mauMeHT
Ha JICHAMUAOMMA U Hail-manko 1,0% pa3nuka B CbOTHOLLICHHUETO MEXKAY PaMOTO Ha JieHa
KOHTPOJHOTO paMo
. [IpoyuBaHe ¢a3a Il Ha MAHTETHOKJIETBYEH JTUM(POM C €HO paMoO
0 BcHukM BB3HUKBALLM 110 BpeMe Ha JICYEHUETO HexenaHH cbOUTHS npH = 5% oT na
0 BCHUYKM BB3HUKBAIHM 110 BPEME HA JICYCHHUETO HEXKEJIAHU CbOMTHA OT CTEINCH 3 MK
Ma HJIK MMOBEYE MalHUCHTH

eir
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0 Beuuku Bb3HHKBAIIH MO BpCMC HA JICHCHHUCTO CCPHO3HH HCXKCJIAHHA CLﬁHTHH, ChOOILECHH [IpH 2-Ma WIH

MOBCHYC MAUHCHTH

Peszome 6 mabauuen sud 3a komounupana mepanusi npu DJI

Cnennarta Tabnuua € cbCcTaBeHa OT JaHHH, ChOpaHM 110 BpeMe Ha ocHoBHMTE npoy4uBaHus (NHL-007 u
NHL-008), B KOuTO 1npu nauueHTH ¢ GOJHKYIapeH JUMGOM, € U3I0J3BaH JICHAIUIOMU/I B
KOMOMHaUMs ¢ pUTyKCHMaO.

Tabauua 5. HJIP, cbo01eny B KIHHUYHHMTE H3MUTBAHUA NIPH NALHEHTH ¢ POIUKYIapeH
AUMGOM, JIeKYBAHH C JICHAJHIOMHI B KOMOHHAIMA ¢ PHTYKCHMAa0

Cucremo-opraHeH
kaac/Ilpeanoynran
TePMHUH

Beuuxku HJIP/YecToTa

HJIP or 3—4 crenen/Yecrora

Nudexkunu u

MHOro uecTH

YectH

uHpecTaAUH NHdekiuus Ha TOPHUTE JUXATETHU [TueBmonus’, cencuc’, 6enoapobHa

MbTHUILA HHpEKUHS, OPOHXMT,
raCTPOCHTEPHUT, CHHY3HT,

Hectu MH(EKIHA HA MHKOYHHUTE MBTHILA,
[TneBMOHuUs’, rpuIl, OPOHXHT, eyt
CUHY3UT, MHPECKUMSA HAa MUKOYHUTE
MbTHUILIA

Heonazmu — MHoro yectu YecTH

100pOKa4YeCTBEHH, AKTHBHpAHE HA TyMopa " bazanHokneTb4eH KapuuHOM™’

3JI0KA4YeCTBEHH H
HeomnpeaeJaeHH (BKJI.
KHCTH U IOJIMIIH)

YectH
CKBaMO3HOKJICTHYCH KapUMHOM Ha

Koxara’ ™’

Hapyuwienus Ha
KpbBTA H IMMHATA
cHcTeMa

MHOro 4yectu
Heytponenus™’, anemus’,

TPOMOOLIMTOINEHUSA”, ICBKOIICHUS
Jlumbonenns”™

MHOro 4ecTtH
Heytponenus™°

Yectu

AHeMus’, TPOMOOLIMTONCHHUA,
pedpuniina HeyTpornieHus’,
MaHUMTOINCHHUS, JICBKOIICHUA
nmuMmboneHus

Hapyumenusi Ha
mMeTal0JH3Ma U

MHoOro yecrtu
[loHM>KEH aneTHuT, XHIMOKAJIUEMHUSA

YectH
Jlexuaparauus, xnnepfcanunemnﬂ{’,

XpaHEeHeTo XHUIOKaNHeMus, xurnodocharemus,
Hectw XHIICPYPHKEMHSA
Xunodocharemus, njexuaparanus

IlcuxuyHu Yectu

HApYLIEHUA Jlenpecust, 6e3cbHHUE

Hapyumenus Ha | MHOro 4ecTH YectH

HepBHATA CHCTEeMA [ ‘naBobOonue, 3amasiHOCT Cunkon

YecTH
[lepudepHa cenzopHa HEBponaTHs,
[POMsIHA Ha BKYyCa

Copaeunn
HApYLUEHUSA

HeuecTn
Aputmus’
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Cb10BH HAPYLIEHHA YectH Yectu

XHroToHus Benoapobua embonusa™’,

XHIOTOHHA

PecniupatopHHu, MHOro 4yectu HectH
PbLAHH H JlucnHes’, Kauuma, Jucrines’
MeHACTHHAJIHH
HaApYyUIeHHA Yectu

Opodapunreanna donka, guchoHus
CroMalliHO-4YpPEeBHH MHOro 4ectu Yectn

HapyluIeHHus

Kopemna 6onka’, quapus, 3anek,
rajicHe, MOBPbIIAHE, AUCIICIICHS

YectH
boJika B ropHata 4yact Ha KOpema,
CTOMATHUT, CYXOTa B ycTaTa

Kopemna 6onka’, auapus, 3arnex,
CTOMATHT

Hapyuwienus Ha
KO0KaTa H
NOAKOKHATA ThKAH

MHoOro uecTu
OOpuB’, npypHTYC

YecTH
Cyxa Ko»a, HOILIHO U3IOTSIBaHE,
EPUTEM

HectH
OO6puB’, IpypUTYC

Hapywienus Ha

MYCKY/IHOCKEJIETHATA

CHCTEMA H
ChbeJHHHUTEIHATA
TbhbKaH

MHOro 4ectu

MycKyHHu cnia3Mu, 00JIKa B r'bpo0a,
apTpanrus

YectHn

bonka B KpaHHHK, MYCKYJIHa ¢/1a0OCT,

MYCKYJIHO-CKeJIeTHA 00JIKa, MHAJITHA,
0oJiKa BbB Bpara

YectH
MyckynHa cnadoct, 00JIKa BbB
BpaTa

Hapylienus Ha
ObOpenuTe H
NHKOYHHUTE NbTHLIA

Yectu
OcTpo 6B0peuHo yBpex)aaHe"

O0umu HapyIUeHHA H
epeKTH HA MACTOTO
Ha NMPHJI0KEHHE

MHOro 4ecTtu

[Tupexcus, ymMopa, acTeHHs,
nepudepeH 0Tok

Yectu

Hepa3snoJiokeHue, CTyICHH TPHIIKH

YectH
YMopa, acTeHus

HU3ciaenBanus

MHOro yectH
[loBuIICHA aj1aHHUH
aMuHOTpaHcdepasza

YectH
[loHHX€EHO TErno, MOBHILIECH
OnnMpyOHH B KpbBTa

“Bxk. Touka 4.8 Onucanue Ha U30pPAHH HEXKEIAHH JICKAPCTBCHH PEaKUHH

ANrOpUTHM, NMPHIIOKEH 3a (POIHKYJIAPEH JIMMPOM:

Kontpoaupaxo winureaue ¢asa Il :

O

NHL-007 HJIP- Bcuuku Bb3HMKBALLK MO BpEME Ha Jie4eHHeTo Hexeladd ceduTua (HC) npu = 5,0%
NALHEHTHTE B PAMOTO Ha JICHAIMIOMH/pHTYKCHMA0 U ¢ Hal-Manko 2,0% no-sucoka yectora (%
JICHAJIMIOMH]] B CPaBHEHHE ¢ KOHTPOIHOTO pamo (TTonysaauusa 3a 6e3onacHoOCT)

NHL-007 HJIP c1. 3/4 - Bcuuku Bb3HHKBAIH 110 Bpeme Ha JeyeHueto HC ot creneH 3 win cre
masiko 1,0% oT nauMeHTHTE B pAMOTO HA JICHAIMIOMUY/ pHTYKCHMAO 1 ¢ Halt-manko 1,0% no-B
pPaMOTO HA JICHAIHOMH B CPABHEHHE ¢ KOHTPOJIHOTO pamo ([lonynauus 3a 0e3onacHocT)
NHL-007 Cepnoszun HJIP- BcHukH ceprHO3HM Bb3HHKBALIM M0 BpeMe Ha JieyeHnero HC npu Hai
MAUUCHTHTE B PAMOTO HA JICHAJHAOMMHIL/PHTYKCHMAD H ¢ Hait-manko 1,0% no-BHCOKa YecToTa B p
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JICHATHIOMHIL/PUTYKCHMA0 B CpaBHEHHE ¢ KOHTPOJIHOTO pamo ([Tonynauus 3a 6ezonacHoct) ®JI m3nureane

¢asa Ill ¢ eano pamo:

0 NHL-008 HJIP- BcHuky Bb3HHKBALLIK MO BPEME HA JICHEHHETO HEKEIaHH cbOHTHA nipH > 5,0% ot

MALHCHTHTEC

& NHL-008 HJIP cT. 3/4 - BCHYKH Bb3HHKBAULH 110 BPEME Ha JICYCHHETO HEXKEIAHH CHOUTHA OT cTeneH 3/4,
cboOmasanu npu = 1,0% ot naumenTure

L NHL-008 Cepuoszun HJIP- BcHukH cepHO3HH BL3IHHKBALLK 110 BPEME HA JICHEHHETO HEeKeNaHu ChOMTHA, ChOOLIABaHH

npu = 1,0% ot nauneHTHTe

‘Hexenanu cbOMTHA, CHOOLIEHH KATO CEPUO3HU NPU KJIMHUYHH H3NUTBAHUA 11pu osMkynapeH aumbom
"Kacae camMo cepHO3HH HEXKEaHH JICKAPCTBEHH peakLHH

" ,.O0pus™ Brrousa I1T obpuB u Makyaonanyo3eH oOpus
7L Jleekonenus' smousa [1T neBkoneHus u noHMxeH Opoii Ha OeUTE KPbBHH KJIETKH
*xx Jlumponenus™ sorousa [T numdonenns 1 nouuxked Opoit Ha ntuMpouUTHTE

Pezrome 8 maoiuyer 6uo HA HENCE/IAHUME peaKyuu cieo RYCKAHEMO HA ndsdpd

OCBEH MOCOYCHUTE [1O-rop€ HCXCJIAHHU PCAKLHH, ITPOABCHHU IIPH OCHOBHUTC KIMHHUYHH H3IIHTBAHHA,
CJICAHATa TadNIMLa € ChbCTaBCHA OT JAdHHH, ITOJIYHCHH CJIC ITYCKAHCTO Ha I1d3apa4d.

Tabauua 6. HJ/IP, cbo01uenu ot ynorpedara cjieJl nyCKaHe Ha masapa npM nauHeHTH, JIeKYBAHH

C JICHAJIHAOMHA

3JIOKAYECTBEHH U
HeomnpeaejJeHu (BKJI.
KHCTH H MOJIHITH)

Cucremo-opraen |Bcuuku HJIP/HectoTa HJIP Crenen 3-4/YectoTa
kjaac/llpeamoynran
TePMHUH
Nudexunu u C Heu3BeCcTHA YeCcToTa C HEHU3BCCTHA YECTOTA
HHpecTAUHH Bupycuu uHdeKkuuH, BKIHOYHTEIHO Bupycuu nHdekumu,
Xeprec 30CTEP U PCaKTHBHPAHE HA BUPYCA |BKJIKOYHUTEIHO XepHec 30CTep M
Ha xenatut B pEaKTUBHpPAHE HA BUpYyCA Ha
xernatut B
Heomuazmu — Peaku
N00pOKaAYeCTBEHH, CuHJIpOM Ha TYMOPEH pa3Iaj

Hapywmienus Ha
KPpbBTAa M JUM@HaATA
cHcTeMa

C HEH3BECTHA YECTOTA
[Tpyaobura xemoduus

Hapyuienus Ha
HMYHHATa CUCTCMaA

Peaku
AHaduIakTHYHA peakuusa”

C Heu3BeCTHA 4YecToTa
OTXBBpIISHE HA TPAHCIUIAHTHPAH COJIMICH
OopraH

Peaku
AHaduakTHYHA peakuus”

Hapyuienus Ha Yectun

eHJIOKPHHHATA XHUNEepTHPCOUAH3BM

cucreMa

PecnuparopHu, HeuyecrtH Penku

[PHAHU H benoapoOHa XUNIEPTOHUSA benoapobHa xuneproHus
MeIHACTHHAJIHH

HApYLUeHHUS C HEHM3BECTHA YECTOTA

HHTCpCTHLIHﬂJ'IeH [IHCBMOHHT

CromaumiHo-4YpeBHH
HAPYIIEHHUSA

S
nepdopauus (BKII. ffcg

Ha JIMBEPTHUKYJI, H3
n1edenoTo yepso)”

C HEHM3BECTHA YECTOT m: P
[lankpeatur, ctoma VR Pt 1a 6!’{0
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Cucremo-opraven |Beuuxku HJIP/YecroTa HJIP Crenen 3-4/YecToTa

Kkjaac/Ilpeanoynran
TePpMHUH
XenaTooH/IHApHH C Heu3BECTHA YEeCcTOoTa C HEeH3BECTHA YEeCcToTa
HAPYLUIEHHSA Octpa yepHoapoOHa HepocTaTpuHOCT”,  |OcTpa YepHOApOOHa
TOKCHYCH XenaTtutr”, HUTOJIUTHYCH HejJocTaThbuyHOCT”, TOKCHYEH
XernaTtuT”, XOJIECTATHYCH XernaTutr”, xenatut”
CMECEH LIMTOJIMTHYCH/X0NeCTaTHYECH
xenarur”
Hapyuienus Ha Heuectu
KOKAaTa M AHruoeaem
MNOAKOKHATA ThKaH
Peaku

Cunapom Ha Stevens-Johnson”,
TOKCHYHA CMUACPMAJIHA
HEKpoJn3a”

C HEM3BECTHA YECTOTA
JICBKOLMTOKJIAaCTUYEH BACKYJIHUT,
JICKAPCTBCHA PEAKIIHA C
CO3UHO(PHIHUA U CUCTEMHH
CUMITOMH"

" Buxkte cbl1o Touka 4.8 ,,OnucaHue Ha U30paHU HEXKENaHU peakuuu'

Onucanue Ha u30paHy HEXKEJIAHM JICKADCTBCHU PEaKLIMU

Tepamocennocm

JIeHaIHIOMH]I € CTPYKTYPHO CXOJICH HA TANMAOMHUI. TaluaoMH]l € H3BECTHO TEPATOr€HHO AKTHBHO
BEILIIECTBO MPHU XOpaTa, KOETO NPUYHUHABA TEKKH )KHBOTO3acTpaliaBalliy BpoacHu Mangopmaunu. [Ipu
MANMYHH JICHAIWAOMM NPUYKHIBA MajipopMaLMK, 110J00HH HA TE€3H, ONMCAHM 3a TAJIHIOMH/L
(Bxk.TOYKa 4.6 1 TOUuKa 5.3). AKO JICHAJIMIOMH] CC MPHUEMA 110 BpEMEe Ha OPEMEHHOCT, MPH X0oparta ¢
OYaKBa TEPATOreHEeH eeKT.

Heymponenus u mpomooyumoneHus

HoBoMAarHOCTHUIMPAH MYJITUIUICH MUEJIOM: NMALMEHTH, KOUTO ca ouin noaioxeHu Ha ATCK,
JICKYBAHH C [OJAAbPXKALLO JICYEHHE C JICHAITUIOMH/

[lopaspxawmoro neyenue ¢ neranuaomun ciaea ATCK ce cBbp3Ba € 10-BHCOKA YECTOTA HA
HCYTPOIICHHSA CTENECH 4 B CPaBHECHHUE C MOAIBPIKALLIO NPUI0KEHHE Ha 11anedo (cboTBeTHO 32,1%
crpsiMo 26,7% (16,1% copsimo 1,8% cnen 3anouBane Ha noaaspxkaio aeuenue) npu CALGB 100104
u 16,4% cnpsimo 0,7% npu IFM 2005-02). CBbp3anu C JJCUECHUETO HEXKEJIAHU CbOUTHA TIPH
HCYTPOIICHHS, KOUTO BOJAAT 10 IPEKpATABAHE HA JICHAIMAOMM/, Ca JIOKJIAIBAaHU ChOTBETHO B 2,2% oOT
nauueHTuTe B CALGB 100104 u 2,4% ot naunenture B IFM 2005-02. Cro0uieHa ¢ HeyTponieHus 4
CTEMNEH IMpH MoA0OHHU YECTOTH B paMEHaTa ¢ MoUIbprKalla Tepanus ¢ JICHAJIMAOMHU B CPAaBHCHHUE C
paMeHaTa ¢ noaabpxaia repanus ¢ riaueodo B asere uznureanun (0,4% cpewy 0,5% (0,4% cpewy
0,5% cnen 3anouBaneTo Ha noaabpxkamara tepanus) npu CALGB 100104 u 0,3% cpemy 0%
cboTBeTHO 11pH [FM 2005-02).

[Topaspxkauioro gevyenune ¢ neHanuaomua cinen ATCK ce cbp3Ba ¢ 110-BUCOKA YECTOTA Ha

TPOMOOLIMTOINECHHUA CTECIECH 3 MK 4 B CPABHCHME € MO UIBPKALLO MPHJIOKECHUE HA 1J1a1e00 (ChOTBETHO
37,5% cnpsamo 30,3% (17,9% cnpamo 4,1% cnen 3ano4BaHe Ha MOUTBPXKALLO JICUYEHHUE) ITPU
100104 u 13,0% cnpamo 2,9% npu IFM 2005-02).

HoBoauarHocTHIMpaH MYJITUIICH MUEJIOM: MALMEHTH, KOUTO HE €A MOAXOAALIH 32
TPaHCIUIAHTALMS, 10JYyYaBally JCHAIIMIOMH B KOMOMHAauuUs ¢ 60pTe30MHO U JeKkcaMm
HeyTtponenus crenen 4 ce HabmroaaBa B pamoro Ha RVd B no-manka creneH, OTKOJK
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HEYTPONEHHS CTENeH 4 ce choOIIaBa CbC CXOAHH YecToTH B pamoTo Ha RVd u pamoro Ha Rd (0,0%
cupsamo 0,4%).

Tpombouuronenus crenex 3 win 4 ce Habmoaasa B pamoto Ha RVd B no-BHcoOKa CTENEH, OTKOJIKOTO
B cpaBHUTEIHOTO pamo Ha Rd (17,2 % cripamo 9,4%).

HoBoanarHocTHIMpaH MYJITHILICH MUEIOM: MALMCHTH, KOUTO HE €a MOAXOASLIH 3a TPAHCIUIAHTALIHS,
JICKYBAHH C JICHAJMJIOMM B KOMOUHALMS C ICKCAaMETa30H

KoMOMHaIMATA OT JICHAIHIOMH/I C JCKCAMETA30H IPH MAalMEHTH ¢ HOBOAHArHOCTHLIMPAH MYJITHILICH
MHEJIOM CE€ acOLMMpA C MO-PEAKH ciyyan Ha HeyTponeHus 4 creneH (8,5% npu Rd n Rd18 B
cpaBHeHue ¢ MPT (15%)). HaGntonaBanu ca HeuecTH enu3oau Ha pedpuiiHa HEYTPOINECHHUS 4 CTEICH

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

KoMmOMHauMsaTa OT JICHAJIMAOMHM/] C JCKCAMETAa30H MPH MNAHEHTH C HOBOJAUArHOCTHIIUPAH MYJITHIUIEH
MHEJIOM C€ aCOLIMHpa C MO-PEJIKH ciydan Ha TpoMOoumTornenus 3 u 4 creneH (8,1% npun Rd n Rd18) B
cpaBHeHue ¢ MPT (11,1%).

HoBonarHoCTHLIMpaH MYJTHIUICH MUEIOM: MALMEHTH, KOUTO HE Ca NMOAXOAAIILHN 332 TPAHCIJIAHTALHA,
JICKYBAHHM C JICHAINAOMMI B KOMOHMHALMA ¢ Mendallad ¥ [IPEeJAHU30H

KomOuHaumsTa 0T IcHAIMAOMEA ¢ Meidallad ¥ NPEAHU30H MPH MAUHEHTH ¢ HOBOJAHArHOCTHLIHPAH
MYJITHIUICH MHEJIOM CE aCOL[MHpa C M0-4YECTH Ciydad Ha HeyTporieHus 4 creneH (34,1% npwu
MPR+R/MPR+p) B cpaBuenne ¢ MPp+p (7,8%). HabnoaBana e nosuiieHa yecrora Ha peOpHIIHa
Heyrponenus ot 4 crene (1,7% npu MPR+R/MPR+p B cpaBuenue ¢ 0,0% npu MPp+p).

KoMOuHanusaTa ot JieHaIMAOMHU ¢ Melidaliad v MPEeJHU30H MPH MAaLUEHTH C HOBOJAHArHOCTHILIMPAH
MYJITHILICH MHEJIOM CE€ aCOLMUpa C MO-4ECTH ciyyau Ha TpoMOouuToneHus 3 u 4 creneH (40,4% npu

MPR+R/MPR+p) B cpaBuenune ¢ MPp+p (13,7%).

MyJITHIIJICH MUEJIOM: MAUMECHTH C MOHE €IHA NPEeAXoXKaalla Tepamnus

KoMmOMHauusATa OT JIEHAJIMAOMHI C ACKCAMETA30H MPH NMALUEHTH C MYJITHIUIEH MHEJIOM CE aCOLUHpa C
[10-4E€CTH CJy4yau Ha HeyTponeHus 4 creneH (5,1% npu nauMeHTHTE, JICKYBAHHU C
JICHAJIMJIOMH I/ JIEKCaMeTa3oH, B cpaBHeHHE ¢ 0,6% npu NaLMeHTUTE, JICKYBAHH C
rutane6o/aekcamerason). Habmonasanu ca HeyecTH enu3oau Ha (eOpHIHAa HEYTPOICHUS 4 CTENEH
(0,6% npu MaLMEHTH, JICKYBaHHU C JICHAIUAOMHU/ AEKCaMEeTa30H, B cpaBHeHHe ¢ 0,0% npu nauueHTw,
JICKYBAHH C I1a1ed0/1eKcaMeTa3oH).

KomOMHanusTa OT JICHAJUIOMH/I C IEKCAMETA30H MPH NALMEHTH C MYJITHUILICH MUEJIOM C€ aCOLIMHpa C
[MO-4€CTH Clydyau Ha TpoMmOouuToneHus 3 U 4 creneH (cboTBETHO 9,9% 1 1,4% npu nauueHTH,
JICKYBaHH C JICHAIMAOMM L/ ACKCaMETa30H, B cpaBHEeHHUE € 2,3% u 0,0% npu nmauMeHTUTE, JICKYBAHH C
rianeo0o/aeKcaMeTasoH).

[lauueHTH ¢ MUETOANCIIJIACTUYHN CHHAPOMH
[Ip1 maumeHTUTE ¢ MUEIOAUCIUIACTHYHH CHHAPOMH JICHAJIMAOMH/] C€ CBBP3Ba C MM0-BHCOKA YCCTOTA
Ha cTencH 3 wiu 4 HeyTporieHus (74,6% npu NaUUEHTHTE, JICKYBAaHHU C JICHAJIMAOMH/, B CPABHCHHE C
14,9% npu naumeHTUTE Ha M1auebo B npoyusanero ¢asa III). Habmonasanu ca enuzonu Ha

b eOprnHa HeyTponeHus 3 uiau 4 creneH (2,2% npy nauyMeHTH, JIEKYBaHH C JICHAJIMIOMH/L, B
cpaBHeHue ¢ 0,0% npu nauueHTH, JIEKyBaHH ¢ 11aue0o). JIenannaomua ce acounupa ¢ rno-4€CTH
cnydau Ha TpoMOouuToneHus 3 wim 4 crenel (37% npu NauMEeHTUTE, JICKYBaHH C JICHAJIMOMHU], B
cpaBHeHHe ¢ 1,5% npu nauMeHTHTE, JIEKyBaHHU € 1maiedo B npoyusaneto ¢asa IlI).

. [TaniMEHTH ¢ MAHTETHOKJIETHYEH JUMPOM

[Ipy mauMEHTHUTE C MAHTEIIHOKJIETHYEH JIMM(POM JICHATHIOMH]L CE€ aCOLIMHpPa C NO-BUCOKYA
creneH 3 wid 4 HeyrponeHus (43,7% npu NalUCHTHUTE, JICKYBAHH C JICHAIHWIOMH/, B CPAE
33,7% npu nauMEeHTHTE B KOHTPOJIHOTO pamo B npoyusaHeTo (a3za II). Habmonasan
dbebpunHa HeyTponeHus 3 unu 4 creneH npu 6,0% OT mauMeHTHTE, JIEKYBAHH C JICHA
cpaBHEHHE C 2,4% NpHU MAUUEHTHUTE B KOHTPOJIHOTO paMo.

B

C. \ 3 7
A

[laumeHTH ¢ HOAUKYIApEH TUMPOM
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KoMmOuHanusTa Ha JICHAIHIOMH/L C pUTYKCHUMAO0 npu GOIUKyJIapeH TUM(POM ce CBBpP3Ba € MO-BUCOKA
YyeCTOTa Ha HEYTPOIEHHUs oT cTeneH 3 unu crernel 4 (50,7% npu nauueHTuTe, JIeKyBaHH C
JICHATUJIOMHJI/PUTYKCUMA0, B cpaBHeHHUE ¢ 12,2% nipH nalueHTUTE, IEKYBAHH C
miane6o/puTykcuMat). Bcuuku ciiyyan Ha HEYTPONEHHs OT cTeneH 3 win 4 ca 00paTHMH
[MOCPEACTBOM BPEMEHHO MPEKbCBAHE MIIM HAMAJIABAHE HA [103aTa W/HIIHM MOUIbPXKALIO JICYCHHUE C
pactexxHu dakropu. OcseH ToBa (heOpunHa HeyTponeHus ce Habmoaasa psako (2,7% npu
MalUCHTHUTE, JICKYBAHH C JICHATHAOMUIL/pUTYKCHMa0, B cpaBHeHHe ¢ 0,7% INpH NauMeHTUTE, JIEKYBaHH
¢ ranebo/puTykcumMan).

JlenanuaomMu] B KOMOMHALMSA C PUTYKCHMA0 ce CBbP3BA M C MO-BUCOKA YECTOTA HA TPOMOOLIMTOIEHUS
ot crened 3 win 4 (1,4% npu nauMeHTUTE, NEKYBAHU C JICHANUAOMUL/ puTyKcumad, B cpaBHeHue ¢ 0%
MpH MaLHEHTHUTE, JIEKYBaHU C I1aucO0/puTtykcumMao).

Bernozen mpomboembonuzvm

[Toumen puck ot JIBT u BE ce cBbp3Ba ¢ ynorpedara Ha KOMOMHALHA OT JICHAJIMAOMHU/L C
JICKCAMETA30H MPH MAUEHTH C MYJITHIUICH MHEJIOM H B [10-MaJIKa CTENEH NP MAUHEHTH, JIEKYBaHH C
JICHAJTUJIOMH B KOMOHHALMSA ¢ MesdaliaH ¥ IPEIHU30H, WK MPH MALUEHTH C MYITHILIEH MUEIIOM,
MHEJIOAUCIIACTHYHN CHHAPOMHMH MAHTETHOKJIEThYCH JIMM(OM, JIEKYBAHU C MOHOTEpAIHS C
neHanuaoMu (BxK. Touka 4.5). EAHOBPEMEHHOTO NPHEMAHE HA CPUTPONOCTUYHH ar€HTH HIIH
npeaxoxaamnia anamuesa ot JIBT Moxe cbiio na yBenuud TpoMOOTHYHHS PUCK MPH TE3H MALIMEHTH,

Hughapkm na muokapoa
NudapkT Ha MHOKap/1a € ChOOILEeH MPH MALMEHTH, MOJy4YaBallH JEHAIHI0MH/I, HaH-BEYE MPH TE3H C
M3BECTHU PUCKOBH (AKTOPH.

Xemopaeuunu napyuteHus

XeMoparnyHUTE HaApYyUICHHUA ca JaJCHU MO HAKOJIKO CHCTEMO-OpraHHu KinacoBe: HapyueHnus Ha
KpbBTa H TUM(pHATA CHCTEMA; HAPYLICHUA HAa HEPBHATA CUCTEMA (MHTPAKpaHHAJICH KPBBOU3IIHUB);
pECUPATOPHH, IPbAHH U MEHACTHHAIIHH HApYLIEHHUA (€NUCTAKCHUC); CTOMALIHO-YPEBHH HAPYIICHHS
(KbpBEHE OT BEHIIMTE, XEMOPOHIEH KPbBOMU3IIMB, PEKTAJICH KPBBOU3JIMB); HApyIICHUs Ha Ob0peunTe M
[MMKOYHUTE MBbTHILA (XEMATYpHA); HAapaHABaHUs, OTpPaBAHHA H YCJIOKHEHHUS, Bb3HUKHAJIU B pE3yJITaT
Ha MHTCPBCHIIUM (KOHTY3MH) U CHJA0BHU HApPYLICHHSA (EKXHMO3a).

Anepeuynu peakyuu u meNCKU KOACHU peaKyuu

CpoOI1aBar ce cjiydyad Ha aJleprudyiHi peaklMH , BKJIKOYHTEIHO aHrHoeaeM, aHaQWIaKTHYHA PeakLMs U
TEXKKH KOXXKHHU peakuu, BkmounuTeaHo SIS, TEN u DRESS, npu ynorpedara na nenanmaomua. B
JIMTEpaTypara ce chboOIaBa 3a Bb3MOKHA KPbCTOCAHA PCAKILHUS MEKIY JICHAIMAOMH H TAJIMAOMHU/L. .
[TaupeHTH ¢ aHAMHE3a 3a TEXBK 00OPHUB, CBBP3aH C JICYCHHE C TATMIOMHU, HE TPsAOBA J1a nosyvyaBat
NeHaIuaoMu (BX. Touka 4.4).

BHIOpH NbPEUHHU 3TOKAYHECINEEHU 30016 AHUSA

*B KJIMHUYHU U3NUTBAaHHUSA HA JJICKYBAHH MNIPCAH TOBA MALIHCHTH C MHCJIOM C
HCHHHH,HGMHHKHEHCHMET&}GH B CPABHCHHC C KOHTPOJIMTC, BKJIKOYBALIH I''TABHO D0a3aJTHOKJIETHYECH HIIH
CKBAMO3HOKJICTBYCH PdK HA KOKAT4d.

Ocmpa Mue10uoHa 1e6KeMus
MyJITHIUICH MHEJIOM

Cnyuyau Ha OMJI ce HabmoaaBaT B KTMHHUYHUTE U3IUTBAHHUS MIPH HOBOAHATHOCTULIMPAH MYJITUIUICH
MHEJIOM TPH MALMEHTH, MPOBEK AL JICYEHHUE C JICHAJIMIOMU/I B KOMOMHaUuU ¢ MendanaH, WM
HenocpencteeHo cnen BJIM/ATCK (Bxk. Touka 4.4). Toa noBuilieHHE He ce HAOMI0OAaBa B KJIMHHYHH
M3MMTBAHUS HA HOBOJAMArHOCTULMPAH MYJITHILUICH MHEJIOM MPH MALMECHTH, MPHEMAIIH JICH
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10 OMJI e 13,8% nipu nauMeHTH ¢ aHOMaJIMATa U30UpaHa Jaeneuus 5q B cpaBHeHHE ¢bC 17,3% npu
MaLMEHTH C Jeneuns 5q ¥ €aHa JOIbJIHUTEHA IMTOreHeTUYHA aHoMaHs U 38,6% npH NalMeHTH ¢
KOMIUICKCEH KapHOTHIL.

B post-hoc ananu3 Ha e1HO KIIMHUYHO U3MUTBAHE C JICHAJIMAOMU 1P MUEJIOAHCIIACTUYHH
CHHIPOMH, M34KCJICHATa JBYroAMIIHA YecToTa Ha nporpecus 10 OMJI e 27,5% npu IHC-p53
nonoxxureaHu nauueHTy u 3,6% npu IHC-p53 orpunarenaun nauuentu (p = 0,0038). I1pu IHC-p53
[MOJIOKHMTEHUTE MALMEHTH ce HaOMI0/1aBa 10-HUCKA yecToTa Ha nporpecus 10 OMJI cpen
[MAlMEHTUTE, KOUTO Ca MOCTHUIHAJIM OTIroBOp He3aBUCUMOCT OT TpaHchysua (HT) (11,1 %) B
CpaBHCHHE C HenmocTUrHanute otroBop (34,8 %).

HeprnodpooHu HapyuwieHus

CpoO11aBa ce 3a CJICAHUTE HEXKEJIAHU PEaKLIMU CJIe/] MyCKAaHETO Ha rnas3apa (C HEU3BECTHA YECTOTa):
0CTpa YepHOAPOOHA HEIOCTATBYHOCT M X0J1ecTa3a (M ABETE C MOTCHUHAIHO (paTaliCH H3X01),
TOKCHYEH XEMaTHUT, IUTOJUTHYEH XEMaTUT, CMECEH LIMTOJIMTHYCH/XO/IECTATHYECH XEMaTHT.

Paboomuonuza
HaGnionaBaHu ca pekH ciiydyad Ha pabIoMHUOIN3a, HAKOH OT KOMTO IPH NpHJIaraHe Ha JICHAJIMIOMH/I

ChbC CTATHH.

Hapywernua na wyumosuonama iciesd
He ca chobuiaBanm cinyyad Ha XMIIOTUPEOMAN3ZBM U XHUIIEPTUPECOUIN3bM (BXK. Touka 4.4 ,,Hapymenus
Ha LIMTOBHHATA XkJIe3a').

Peakyus na akmusupane Ha mymopa u mymop-iu3uc cuHOpom

B npoyuBanero MCL-002 npubnusurenno 10 % oT ieKyBaHUTE € JICHAJIHAOMH/1 MTALIMEHTH T10J1y4YyaBat
TFR B cpaBuenue ¢ 0 % B KOHTPOIHOTO paMO. MHO3HMHCTBOTO OT ChbOMTHATA Bb3HUKBAT B LIMKBI |,
BCHYKH Ca OLICHEHHM KaTO CBbP3aHHU C JICYCHUETO, @ MHO3UHCTBOTO OT ChOOILLIEHHATA Ca 3a CTENEH |
win 2. [Taumenture ¢ Bucok MIPI npu nocrassiHe Ha AnMarHo3ara WM ¢ TYMOpHa Maca (Hau-Maliko
e/Ha JIe3Hs, KOSTO € > 7 ¢cm B HaH-IbJITMA JJHAMETBP) Ha H3XO0JHOTO HUBO Morar Ja ca B puck ot TFR.
B npoyusaneTro MCL-002 TLS ce cbo01maBa npu euH MauMeHT BbB BCAKO OT JBCTE paMEHa 3a
neyenune. B noakpensmoro npoyusane MCL-001 npubnusurenno 10 % ot maureHTHTE NMOy4yaBar
TFR; Bcuuky cpo01IeHU ca 3a cTeneH | uinu 2 1o TeXeCT U BCHYKH €a OLICHEHH KaTO CBbP3aHH C
jiedeHueTo. BoamMHCTBOTO OT ChOMTHATA BB3HHUKBAT B UMKBJ 1. Hama cbo0menus 3a TLS B
npoyuBaneTo MCL-001 (Bx. Touka 4.4).

B npoyusaneTro NHL-007 TFR ce ceobmasa npu 19/146 (13,0%) ot nanueHTHTE B paMOTO Ha
ieHanMaoMua/putykcumad cnpsmo 1/148 (0,7%) naumeHTH B paMoTO Ha miauedo/puTykcumao.
[Toeuero cinyyau Ha TFR (18 ot 19), cb0011EeHM B paMOTO Ha JICHATMAOMU L/ PUTYKCUMA0, Bb3HUKBAT
[10 BPEME Ha IMbPBUTE JIBA LHKbJA HA JeyeHue. Enxud nauuent ¢ OJI B pamoTo Ha
neHanunaoMu1/putykcuMad nonydasa TFR cbOuTHE OT CTENEH 3 CrIpSAMO HUTO €1HH MALIUCHT B
paMoTo Ha raneoo/purtykcumad. B npoyusanero NHL-008 7/177 (4,0%) ot maunenture ¢ PJI
nonyudaBat TFR; (3 cbo0uenus ca crenel | o rexecr, a 4 cboOILIEHHs ca cTeneH 2); KaTo |
CHOOIIICHHE CE€ CUYMTA 3a CEPHO3HO.

B npoyusanero NHL-007 TLS Bb3uukBa npu 2 nauneHT ¢ DJI (1,4%) B pamoTo Ha
JICHAJIMAOMHMJI/PUTYKCHUMA0 U HE Bb3HHUKBA IPH HUTO €AMH nauueHTn ¢ @JI B pamoTo Ha
n1ane0o/puTykcuMat; HUTO €JIMH OT JBamMaTa MalMeHTH HEe € UMall cbouTHe oT cterneHd 3 unu 4. TLS
Bb3HUKBa npu 1 nauuent ¢ GJI (0,6%) B npoyuanero NHL-008. ToBa eannu4yHo cb0uTHE €
OMpeJIe/ICHO KaTo CepHo3Ha HexenaHa peakuus ot crerneH 3. B npoyusanero NHL-007 nuro eaun
MaLMEHT HE CE Hajiara Jia NpeKbCcBa TepanusiTa ¢ JcHaIuaAoMul/putykcumad nopaau TER u

CmomawuHo-upeeHu Hapyute Husl
[To BpeMe Ha JICUCHHETO C JICHAJTMAOMHU] C€ ChOOIIaBa 32 CTOMALIHO-4YPEBHH neppop
CToMalrHo-4peBHUTE nepdopanuu MOraT Ja J0BEAAT 10 CENTUYHHU YCIOKHCHHSA H
acolMMpaT ¢ daTajcH H3XO.
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CpoO11aBaHe HA MOA03MPAHU HEXKEJIAHU PEAKLIHH

Cp00l111aBaHETO HA MOJA03HPAHM HEXKEIAHM PEAKLIMH ClIe/l pa3pellaBaHe 3a ynorpeda Ha JIEKapCTBEHHS
[POAYKT € BakHO. TOBa 103BOJISIBA NPOABIDKMTENIHO HAOII0eHNE HA CbOTHOLICHUETO M0JI3a/PUCK 3
IeKapcTBEHUs NPoAYKT. OT MEAHLIMHCKHUTE CIELMAJIMCTH CE U3MCKBA 1a ChOOIIIaBaT BCAKA
[MOJ03MpaHa HEKENaHa peakls Ype3 HallMOHaIHaTa CUCTeMa 3a cbobmaBane: M3nbiaHuTeaHa
areHums no nekapcrparta yi. ,,Jlamsan I'pyes” Ne 8, 1303 Codus, Ten.: +359 28903417 yebcanr:
www.bda.bg

4.9 [Ilpeno3upane

Hsma cneuuduyueH onuT B JICYEHHUETO HA NPEA03UPAHE HA JICHAIMIOMHU]L P MMALMEHTH, BBIIPCKH Y€ B
MPOy4YBaHMS 3a J1030B AHAMA30H HAKOH MAUMEHTH ca Onam excrionupanu 10 150 mg, a npu
¢IHO030BH NPOYYBAHHS HAKOU MAUMEHTH ca ekcrioHupanu ao 400 mg. JiIumutupamara go3ara

TOKCHYHOCT B T€3H NMPOYyUYBaHMUA ¢ OMJIa OCHOBHO XE€MaTOJIOrH4Ha. B ciyyad Ha npe1o3upaHe ce
NpenopbUBa MOAIbPHKALLO JICUYCHHE.

S. ®APMAKOJIOTUYHU CBOUCTBA
5.1 dapmMaKkoAMHAMHYHHU CBOHCTBA
dapmakorepaneBTuuHa rpyna: Jpyru umynocynpecantu. ATC kon: LO4AX04.

MexaHH3bM HA JICHCTBUEC

JIeHannaoMua ce CBbp3Ba AUPEKTHO ¢ LepedaoH. [lepednon e komnoneHnT Ha KyanH-RING E3
yOMKBUTHH/IMIA3€H CH3MMEH KOMIUIEKC, KOHTO BK/IIOUYBA CBbP3BalllHs yBpC/aa Ha
nesokcupubonykienHonara kucennta (JIHK) oentek | (damage-binding protein 1, DDB1), kynun
4 (cullin 4, CUL4) u perynaropa Ha kyaunaute 1 (regulator of cullins 1, Rocl). B xemonoeruunu
KJICTKH JICHAJIM/IOMU/1, CBBP3BAaUKH CE C LiepeOIIoH, NpuBanYa cyocTpaTHuTe OeaThuu Alolos u
Ikaros, nuMdpOHAHN TPAHCKPHUITLMOHHH (PAKTOPH; TOBA BOAH 10 TAXHOTO YOUKBHTHHHPAHE H
[OCJIC/IBALIO PA3rPak/JaaHe, KOCTO BOAM J10 MPEKH HUTOTOKCHYHM M UMYHOMOJ1YJIATOPHH C(PEKTH.

[To-cnenmanHo JeHANMIOMKUI MHXHMOUpPA NpoiudepaumaTa ¥ MOBHILIABA allONTO3aTa Ha OINpPEIACIICHH
XEMOIOETUYHH TYMOPHH KJIETKH (BKJIFOUMTEIIHO 1J1a3MeHUTE MM TYMOPHHM KJIICTKH, TYMOPHHUTE
KJETKH Ha posimKynapeH TMM(OM H TE3M ¢ JeJIeUHs Ha XpOMO30Ma 5), 3acHIBa MEAHHMpPaHHs OT T
KJIETKUTE U ecTecTBeHHTE KieTKH youiuu (NK) umynurer u nosumasa o6pos Ha NK, T u NK T
kiaetkure. [Ipun MJIC ¢ aeneums 5q neHaIua0MHU1 CEIEKTHBHO HHXHOMpPA KJIOHA C aHOMAJIHs, KaTo
MOBUIIIABA AMOIITO3aTa HA KJIIETKUTE C eJICUHs 5q.

KomOuHaMaTa Ha JICHAJMIOMMI U PUTYKCHMMAO MOBHIIABA AHTHUTSJIO-3aBUCUMATA KJIEThYHA
uuTOTOKCHYHOCT (ADCC) M AMpeKTHATA anornTo3a Ha TYMOPHHUTE KJIECTKH Ha (POJMKYJIapHHS
JIMM(POM.

MexaHu3MBbT Ha JICHCTBUE HA JICHAJIMIOMM BKJIIOYBA H JOITBJIHUTEIIHU JACHCTBHS KATO
AHTHAHTHOI'C€HHHU U NPOCPUTPONOCTHYHH CBOHCTBA. JIeHannaoMu1 HHXHOMpa aHrHOreHesarta ypes
OJIOKMpaHE Ha MUTPALMATA U aJIXE3UATA HA CHAOTEIHUTE KJICTKH U OPMHPAHETO HA MHUKPOCHIOBE,
3aCHJIBA NPOAYKUHATA Ha (peTtasieH xeMoriiooun ot CD34+ XxeMaTornoeTHYHUTE CTBOJIOBH KJICTKH H
MHXMOHpa MpOAYKUMATA HA MporuH(pIamMaTopHy UMTOKKMHH (Hanp. TNF-a u IL-6) o moHOUMTHTE.

KnunuyHa eUKacHOCT U 0€301acHOCT

EdukacHocTTa M 6€30MacHOCTTA Ha JICHAIMAOMHUJL Ca OLIEHEHH B LLECT NMPOy4YBaHUs ]
HOBOJMArHOCTHLIMPAH MYJITHIUICH MHEJIOM U B ABe€ npoyuBaHus (asa I1I npu peuwn
pedpakTepeH MYJTUIUICH MUeNoM, eaHo ¢a3za I npoyuBane u eano ¢asa Il nmpoy X
MHEJIOMCIIACTUYHHM CHHAPOMH, U ¢aHO da3a 11 npu MaHTENHOKIEThYEH TUMGO ;Ee AT
ruroc eaHo ¢asa I110 npoyusane npu nHXJI, kakTO € onucaHo 1o-x0Jy.
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Hoesoouaenocmuyupan Myaimuniex Mueiom
[Toibpokania Tepanus ¢ JICHAINAOMU IPH MAalUeHTH, KOUTO ca Ounu nouioxenn Ha ATCK
EdukacHocTTa 1 6€30MaCHOCTTA Ha MOIbPKALIO JICYCHHUE C JICHAJIWIOMM/L € OLICHCHA B JIBC

MHOTOLICHTPOBH, paHIOMHU3UPaHH, ABOHHO-cnenu ¢a3a I, ¢ 2 pamena, napajeHOrpynosu, miamedo-
koHTpoaupanu npoyusanus: CALGB 100104 u IFM 2005-02.

CALGB 100104
[Tonxoasim ca naiMEHTH Ha Bb3pacT Mexay 18 u 70 roanHu ¢ aktuseH MM, Hanarain JICYCHHE, H
0€3 npeXoaHa NporpecUs Cie/l HAYaITHO JICUYECHHE.

[TanmenTHTe ca panaomMu3upanu B cboTHoueHue 1:1 B pamkute Ha 90-100 num cnex ATCK 3a
[MOUIBPIKAIIIO JICYCHHE HJIH C JICHATHAOMU, WK ¢ rianedo. [logaspxkamara no3a e 10 mg Beansxk
JIHEBHO B JAHM 1-28 B nmoBTapsAiM ce 28-1HEBHU LUMKJIM (C MMOBUILABAHE 10 15 mg BEAHBXK JHEBHO CJIC/
3 Mecena npy JIMIca Ha OrpaHuYaBallia J03aTa TOKCHYHOCT), KaTo JICYEHHETO MpOoAb/DKaBa J10
mporpecusATa Ha 0osnecTTa.

[ITbpBHYHaTaA KpaiiHa TOYKa 32 €UKACHOCT B MPOYUYBAHETO € npexussieMoct 0e3 nporpecus (11bI1) ot
PaHIOMH3HPAHETO JI0 JaTara Ha NMPOrpecHs HIIK CMBbPT, B 3aBHCHMOCT OT TOBA KO€ CC CJIY4YH IIbPBO; B
MpOy4BaHETO HE € OUJI0 Bb3MOJKHO J1a C€ OLICHM KpaiiHaTa To4yKa 3a 00ma npexussiemoct. O01mo 460
MaLMEeHTH ca O panaoMu3upann: 231 nauMeHTH Ha JIeHaIMJI0MUa U 229 nauuMeHTH Ha maneo.
Jlemorpadckute U CBbp3aHUTE C DONIECTTAa XapaKTEPUCTUKH ca DalaHCHpaHHU MEXAY ABETE paMEHa.

[Ipoy4BaHeTO € pa3CcaeneHo ciie]l Npernopbka Ha KOMUTETA, HaOI0AaBall JAaHHUTE, CIIEI KaTo €
IpeMHHATa IPaHMUIIATA 3a NPEABAPUTEIHO MUIaHUpaHusa MekauHeH aHaiu3 Ha [1bI1. Cnen
pa3ciernsBaHETO Ha MAlMEHTHUTE B rpynaTa Ha ruiauedo ce paspeiuasa J1a IpeMHUHAT Ha JICHAJIHIOMHU
[pex NporpecupaHe Ha dosiecTra.

Pesynrarure 3a [1bII npu pa3scnenssanero, ciaea npeaABapyTEeIHO MUIAHHPAHHUA MCXK/IHHEH aHANIN3, NIPH
H3I10J13BaHe Ha rpaHrMyHa aara 17 gexkemBpu 2009 r. (15,5 meceua npocineasBaHe), nokassart 62%
HaMaJIEHUE HA PHCKA OT NMporpecus Ha 3a001sBaHETO WM CMBPT B 110J13a Ha JeHanuaoMua (HR =
0,38; 95% JIH 0,27; 0,54; p < 0,001). Meananara na obwara I1bII ¢ 33,9 meceua (95% /I NE, NE) B
paMoTO Ha JieHanuaoMua cpeuty 19,0 meceua (95% JIU 16,2; 25,6) B paMmoTo Ha manebo.

[Tonsarta no orHomenue Ha [1BI1 ce HabmonaBa kakTo B noarpynara nauueHTH ¢ [10, Taka u B
MOJArpyrnara rnaudeHTH, KOuto He nocturat 110,

B tabnmnua 7 ca npeacTaBeHH pEe3yJITaTHTE 3a MPOYy4YBaHETO ¢ rpaHuyHa gara | ¢pespyapu 2016 .

Tabauua 7. Pe3rome Ha 001HTE JAHHH 32 ePUKACHOCT

Jlenanupomug [Inauedo
(N=231) (N = 229)

II1BI1, oueHena ot H3cjiegoBaTe’Is
Menuana® Ha Bpemero Ha IIbII, B Meceuu (95% 56,9 (41,9, 71,7) 29,4 (20,7, 35,5)
JAN)°
HR [95% U], p-ctoitHoct® 0,61 (0,48, 0,76); < 0,001
IIBII2¢
Meaunana® Ha Bpemerto Ha [IBI12, B meceum (95% 80,2 (63,3, 101,8) 52,8 (41,3, 64,0)
JIH)®
HR [95% JIU]°; p-cToiiHocT 0,61 (0,48, 0,78); < 0,001
O01ua npe:xxuBsieMoCT

Meauana® Ha Bpemero Ha OIl, B meceuu (95% JN)° 111,0 (101,8, NE) 84,2 (71 IA T

YecroTa Ha 8-roauiHa npexusseMocT, % (SE) 60,9 (3,78) 444/
HR [95% JI]S; p-cToitHocT 0,61 (0,46, 0,81); < S/ &
[IpocnensiBane {Hr W’gﬁ‘ ‘Eé
Meauana' (MMH, MaKc), MECEIM: BCUYKH TPEXKHUBEIIH 81,9 (0,0, 119,8) 81,1 @\, EEP,'r _f_’;f e,_.ﬁ} = |
MalUEHTH % R e 5 /R: _.
N —E
”Mmgﬂ



]I = noseputeneH untepsai; HR = koeduumeHT Ha pHcKa; MAaKC = MAKCUMYM; MiH = MHHMMYM; NE = He ¢
onpeaencHo; OI1 = obua npexussemoct; [1BI1 = npexkussemoct 0e3 nporpecus;

"Menauanarta e Ha Oasa onpenensHe no Kaplan-Meier.

®959% JIU 3a MmeauaHaTa.

¢ Ha 6a3ata Ha mozaena Ha Cox 3a NpONOPUMOHAMIHOCT Ha PUCKA, CPaBHABAILl PUCKOBUTE YHKUHH, CBBP3aHH C
MOCOYEHUTE paMEHa Ha JICYCHHE.

d p-cToitHOCTTa € Ha Ga3arta Ha HectpatuduuupaH log-rank TecT Ha pasnukute B KpuBuTe Ha Kaplan-Meier
MEXY MTOCOYCHHUTE paMeHa Ha JIcUCHHeE.

¢ EkcruiopatopHa kpaiisa touka ([1BI12). JlenanuaoMua, nosydyeH oT y4aCTHHLMTE B paMOTO Ha muiauedo,
MPEMHUHAIH KbM aKTHBHO JICYEHHE CJIe/l pa3CenABAHETO, HE CE CUUTA 3a JICYCHHE OT BTOPA JIMHHA.

"Meaunana Ha npocineasBavero ciea ATCK 3a BCHUKH NPEKUBEIA YHACTHHILH,

pannuu 3a nanaute: 17 nexemspu 2009 r. u 1 pespyapu 2016 .

IFM 2005-02

[Toaxoasiy ca MalMeHTH Ha Bb3pacT < 65 roJMHM MPH AHarHOCTULHMpaHeTo, noaioxeHn Ha ATCK un
[MOCTUTHAJIM [MOHE CTAOWJIEH TEpareBTHYEH OTrOBOP KbM MOMCHTA Ha XCMAaTOJIOrHYHO
Bb3cTaHOBsABaHE. [TalueHTHTE ca paHJAOMHU3MpPaHU B CbOTHOLIEHHE 1:1 3a moIbpKalo JICYCHHUE HITH
¢ neHanuaomMua, win ¢ miaune6o (10 mg BeaHbXK IHEBHO B AHHU 1-28 Ha noBTapslIM c€ 28-1HCBHH
LUKJIM C MOBHMIICHHUE 10 |5 mg BeAHBK JHEBHO cie/l 3 Mecela Npy OTChbCTBMC HA OrpaHH4aBailia
103aTa TOKCHYHOCT) cJie/l 2 Kypca Ha KOHCOJIMAAUus ¢ jeHanuaoMua (25 mg/aen, auu 1-21 ot
28-nHeBeH LMKBI). JIedeHHETO € clie/IBalIO J1a NPOABJDKH 10 Mporpecus Ha 3a00/IBaHETO.

[IbpBHYHaTa KpaiiHa Touka 3a epukacHocT B npoyusaHeTo ¢ [1bI1 ot panaomMu3upaHeTo 10 aarara Ha
MPOTrPECcHs HIIK CMBPT, B 3aBHCHMMOCT OT TOBA KOE C€ CIIy4H IIbPBO; B IPOYYBAHETO HE € OMIIO
BH3MOJKHO J1a CE OLICHH KpaHHaTa To4ka 3a o0wa npexxussiemoct. O6uio 614 nanueHTH ca Onin
pangoMusupanu: 307 naureHT Ha eHanuaomua v 307 nauueHTH Ha naueoo.

[IpoyuBaHETO € pa3cieneHo clie/l NpenopbKa Ha KOMHUTETA, HaOI0JaBalll JAaHHHTE, CJIE/ KaTo ¢
NpeMHMHATa FPAHMLATA 33 MPEIBAPHTEIIHO MUIAHUPAHUA MEXAMHEH aHanu3 Ha [1bI1. Cnen
pa3clIensBaHETO Ha MALIMCHTUTE B rpynara Ha raucbo He ce pa3periaBa 1a NpEeMHHAT Ha Tepanus ¢
JICHAJIMIOMHMJL IIPEJIM Mporpecupane Ha dosiectra. PaMoTO Ha NCHATHMAOMU]L CIIMPA JICYCHUETO, KATO
MPOAaKTHBHA MAPKaA 3a GE30MaCHOCT, CJIe/l KaTo € yCTAHOBCHO HapyllaBaHe Ha OajnaHca Ha BII33 (Bx.
Touka 4.4).

Pesynrarure 3a [1BI1 npu pa3caenssanero, ciaen NpeaBapruTEIHO MUIAHUPAHUA MEKIMHEH aHajlu3, IIpH
H3Mn0JI3BaHe Ha rpaHnyHa jaara 7 ronum 2010 r. (31,4 mecena npocieasBase), nokaspart 48% HamaJIeHHE
Ha PHCKa OT MPOrpecHs Ha 3a00JIABAHETO MM CMBPT B non3a Ha nenanuaomuy (HR = 0,52; 95% J1U
0,41; 0,66; p < 0,001). Meauanara na o6uiara I'1BIT e 40,1 meceua (95% [IU 35,7, 42,4) B pamoTO Ha
neHanuaoMun cpeuty 22,8 mecena (95% JAU 20,7; 27,4) B pamoTto Ha maauedo.

[Tonsarta no orHowenue Ha [IBI1 ce HabmronaBa kakTo B noarpynara nauueHTH ¢ I10, Taka u B
noArpynara rnauMeHT, kouto He nocrurar 110.

Axtyanusupanara IT1BI1, npu rpannuna nara 1 ¢pespyapu 2016 r. (96,7 meceua npocneasBaHe)
NpoIb/KaBa Ja MoKa3ea npeaumcTso no otHowenue Ha [1bI1: HR = 0,57 (95% JIN 0,47; 0,68; p <
0,001). Menuanara Ha oOmara [1BI1 ¢ 44,4 meceua (39,6% 52,0) B paMOTO Ha JICHAJIMAOMUJ CPCILLY
23.8 mecena (95% JIU 21,2; 27,3) B pamoTto Ha ruiaue6o. 3a [1bI12, nabmonasanusat HR ¢ 0,80 (95%
JIN 0,66; 0,98; p = 0,026) 3a neHanuaoMua cnpsamo mauedbo. Meaunanara Ha oduiara [1BI12 ¢ 69,9
meceua (95% JIU 58,1, 80,0) B pamoTo Ha sieHanuaomua cpeuty 58,4 mecena (95% J1U 51,1; 65,0) B
pamoTo Ha maue6o. 3a OI1, nabmonasauust HR ¢ 0,90: (95% JIX 0,72; 1,13; p = 0,355) 3a
JICHAJIMIOMHJ] CIIPAMO TU1ane0o. Meananata Ha BpeMeTo Ha obwara npexussemoct ¢ 105,9 mecena
(95% JIU 88,8, NE) B pamoto Ha neHanuaomun cpeury 88,1 meceua (95% JIU 80,7; 108,4
Ha ruianeoo.
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JIenanuagoMua B KOMOMHALMA ¢ 00pTe30MHO M ACKCAMETAa30H MPH MALHECHTH, KOMTO HE ca
MOJAXOASIIH 32 TPAHCIUIAHTALMA HA CTBOJIOBH KICTKH

[TpoyuBanero SWOG S0777 oueHsiBa 100aBsHEeTO Ha OOPTE30MHO KBM OCHOBA OT JICHAJIMIOMH/L U
JEKCaMETa30H KaTo HAYaJIHO JICYCHHE, MOCIICABAHO OT NPOAB/DKUTEIHO NpriIokeHue Ha Rd 1o
MporpecHs Ha 3a00IABAHETO, NPH MALMEHTH C HEJIEKYBaH 10 MOMEHTA MYJITHIUICH MHEJIOM, KOUTO
WJIM HE ca MOAXOIALIM 3a TPAHCIUIAHTALIMSA, WIH ca MOAXOAALIM 3a TPAaHCIUIaHTaLMsl, 0€3 J1a ce
MpeJIBHIK/Ia HEMOCPEACTBCHA TPAHCIUIAaHTALIMA.

[TaumeHTHTE B PAMOTO Ha JICHaJIMAOMH, OopTe3oMuO n aekcametasod (RVd) nomyyasar
CHATHIOMMA 25 mg/IeH nepopanHo B AHUTE 1-14, uHTpaBeHosHo 6oprezomub 1,3 mg/m’ B auuTe 1,
4, 8 u 11 n nekcamerason 20 mg/neH nepopanso B Auute 1, 2,4, 5, 8,9, 11 u 12 or noBrapsmm ce 21-
[IHEBHHU LMKJIU B NIPOJIB/DKCHHE HA MAKCUMYM oceM 2 | -aHeBHH LMKbia (24 ceamuum). [lanqueHTHre B
paMOTO Ha JICHAJTUAOMHUI U JekcameTa3oH (Rd) nonyvaBar nenanuaomMua 25 mg/AcH NepopaiHo B
aaute 1-21 u nekcamerason 40 mg/neH nepopanto B auute 1, 8, 15 u 22 ot nosrapsum ce 28-1HCBHH
LMKJIM B [IPOJABJDKEHNE HA MAaKCUMYM LecT 28-1HeBHH LUMKBIa (24 ceamuun). [lanpenTure u B IBETE
paMeHa npoab/pkaBat aa npuemar Rd: nenanuaomua 25 mg/nen nepopanto B auute 1-21 un
nexcameras3od 40 mg/aeH nepopanHo B aHuTe 1, 8, 15 n 22 ot noBrapsmm ce 28-IHEBHU LHUKIIH.
JIedeHHETO MPOABHKABA 0 MpOrpecHs Ha 3a00sBaHETO.

[IspBuYHATa KpaitHa TOYKa 3a €)UKACHOCT B MPOYYBAHETO € npexussiemoct 0e3 nporpecus (I1BIT).
O61110 523 nauMeHTH ca BKJIKOYEHHU B MPOYYBAHETO, KaTo 263 mauueHTH ca paHaoMu3upany Ha RVd
1 260 nauueHTH ca pangoMusupany Ha Rd. Jlemorpagckure XapakTCpUCTHKH H CBbP3aHHUTE ChC
3a00JIABaHETO XapaKTEPHCTUKKM HAa M3XOAHOTO HUBO ca J00pe DajlaHCHpaHH MEXKy paMeHarTa.

Pesynrature 3a [IBI1, ouecHenn ot IRAC no BpeMeTo Ha MEpPBUYHUS aHAJIM3 1P JaTa HA
3aKJII0YBaHe Ha AaHHuTe 5 HoemBpH 2015 r. (50,6 Mmecena npocneasBane), nokassar 24%
MOHMKCHHME HAa PUCKa OT Iporpecus Ha 3abossiBaneTo uiau cMbpt B nonsa Ha RVd (HR = 0,76; 95%
1N 0,61; 0,94; p = 0,010). Meananara Ha obwara I1BII e 42,5 meceua (95% /JIH 34,0; 54,8) B
pamoto Ha RVd cnipsimo 29,9 mecena (95% JIU 25,6; 38,2) B pamoto Ha Rd. ITonsara ce Habmo1aBa
HE3aBMCHMO J1aJIM TIALIMEHTHUTE Ca MOAXOAALLM WIM HE 32 TPAHCIUIAHTALMA HA CTBOJIOBH KJICTKH.

Pe3ynraTuTe OT NpOy4YBaHETO MpH JaTa Ha 3aK/IlouBaHe Ha JaHHuTe |1 nekemspu 2016 r., kbaero
MEJIMaHaTa Ha BPEMETO 3a MpocJieAsBaHEe HA BCHYKH MPEKHUBEIH ManueHTH ¢ 69,0 Mecena, ca
nancHu B Tadnuua 8. [Tonsara ¢ npeaumctBo 3a RVd ce HaOmogapa HE3aBUCHMMO J1a/Id MALMEHTHTE
ca MOJXOASAIIN HIIM HE 3a TPAHCIUIAHTALMA Ha CTBOJIOBH KJICTKH,

Tab6auna 8. Pe3rome Ha o0UTEe JAHHU 32 e(PUKACHOCT

————lll——L
H

aYaJIHO JIeYeHHe
RVd Rd
(3-ceAMHYHH (4-ceAMHUYHH
IMHKJIH X 8) HHKJH X 6)

(N = 263) (N = 260)

IIBII, ouenena or IRAC (meceun)

ME,[IH&H&E'-HR Bpemeto Ha [1IBIT, M:?CEHH 41,7 (33,1; 51,5) 29.7 (_24,2; 37,8)
(95% JIH)* . =
HR [95% U] p-CT{]ﬁH{}CTd_ 0,76 (0,62; 0.94); 0,010

O01ma npexuBAEeMOCT (MecelH)

Menuana® Ha Bpemero Ha OIT, mecenu (95% JIN) 89,1 (76*1;-NEL 67 /_’ :,' 0,
HR [95% JAU]¢; p-cToitHocT | 0.72 (0.56: 0.94) /@3’["?

Otrosop— n (%) IR

611 otrosop: [10, MJIYO wik YO 199 (75,7)
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153 (58,2) | 83 (31,9)

[ >mjuo
[IpocaeasiBane (Meceum)

MenauaHa® (MMH, MAakKC): BCUYKH MALHUCHTH 61,6 (0,2; 99.4) 59.4 (0.4; 99,1)

JIN = noseputesien untepsasi; HR = koeduuueHT Ha pHCK; Make = MakcUMyM; MHH = MuHUMYM; NE = He moxke aa ce onpeaenu; Oll =
o6uwa npexusaemoct; [1BI1 = npexussaemocT 0e3 nporpecus;

*Memanara ce 6a3upa BbpXy H3uncieHue no Kaplan-Meier.

° JIsyctrpaneH 95% JIHU 3a MenaHaTa Ha BPEMETO.

“ Ha 6asaTa Ha HecTpatuuuupanus mojien Ha Cox 3a npornopuMoOHaIHOCT HAa PHCKA, CPABHABALL PHCKOBUTE (DYHKILIMH, CBBP3AHM C
rpynute 3a nedenue (RVd:Rd).

‘p-cToiiHocTTa € Ha 6a3zara Ha HecTpaTH(HLIUPAH JIOTAPHTMHYEH PAHTOB TECT.

‘MeanaHaTa Ha MpOCJIE/AABAHETO € H3YHC/ICHA OT JATaTa Ha PAHAOMH3AIUATA

JlaTa Ha 3akrouBaHe Ha naHHuTe = | nexkemspu 2016 1.

Axtyanusupanute pesynrtaru 3a OIl npu gara Ha 3akmoyBane Ha naHaute 1 mai 2018 r. (84,2

Mecela MeIMaHa Ha MpOoCIIC/AsBaHE 3a MPEKHUBEJINTE MAUMEHTH) MPOABL/DKABAT J1a MOKa3BaT
npeaumcto npu OI1 B nonsa na RVd: HR = 0,73 (95% /U 0,57; 0,94; p = 0,014). /lensbT Ha
KMBHUTE NMaLMeHTH cien 7 rogunu € 54,7% B pamoro Ha RVd cnipsimo 44,7% B pamoTto Ha Rd.

JlenannaoMu1 B KOMOMHALIMS C ICKCAMETA30H IPH NALMEHTH, KOUTO HE €A MOJAXOASAIIH 33
TPAHCILIAHTALIMA HA CTBOJIOBU KJICTKH

be3zonmacHocTTa M €)UMKACHOCTTA Ha JICHAJIMAOMM]L €A OLICHEHH B €JIHO MHOI'OLICHTPOBO,
paHJIOMH3HpaHO, OTKpUTO npoyuBaHe ¢asa III (MM-020), ¢ 3 pameHa, npu MaLMEHTH, KOUTO €A MOHE
Ha 65-roaMilHa Bb3PacT WK MO-Bb3PACTHHU HJIH, AKO Ca M0-MJIaJau OT 65-roauiiHa Bb3pacT, HE ca
KaHIMJaTH 3a TPAaHCIUIAHTALIMsA Ha CTBOJIOBU KJIETKH, ThH KaTO €a OTKA3aJIv J1a ce MOJUI0XKAT Ha
TPAHCIJIAHTALMA HA CTBOJIOBM KJICTKH MJIM TPAHCIUIAHTAUMs Ha CTBOJIOBH KJICTKH HE € Bb3MOXKHA 32
nmaluMeHTa rnopaau GpuHaHCOBa MK apyra npuuuHa. [Ipoyusanero (MM-020) cpaBnsiBa JieHanMa0MH]L
u nexkcamerta3oH (Rd), naBanu 3a 2 pa3jiMuHH 10 NPOAB/DKUTEIHOCT NEpHO/Ia OT BpEME (T.€. 110
nporpecupaio 3abonssane [Pamo Ha Rd] win no ocemuaaecer 28-1HeBHHM LUKBIA [ 72 CeAMUIIH,
Pamo na Rd18]), ¢ Mmendanan, npeaauson u tanuaomua (MPT) 3a MakcumyM OT ABaHaAECET
42-nueHu uukbaa (72 ceamuim). [Taupenrure ca panaomusupanu (1:1:1) B 1 ot 3-Te pamena 3a
neyenue. [TauuenTure ca crpaTHUUMPAHH MPH PAHIOMH3HPAHETO MO BB3pacT (< 75 cnpsaMo > 75
roauau), craagui (ISS cranuu I u 1l cnpamo craguin 111) u o crpana.

[Taupenture B pameHara Ha Rd u Rd18 ca npuemanu neHanuaoMua 25 mg BEAHBXK AHCBHO B JIHH OT
|-BH 10 21-BH OT 28-1HEBHUTE LIMKJIM B CbOTBETCTBHE C paMOTO 110 rpoTokoia. Jlekcamera3on 40 mg
¢ TIpHUJIaraH BeJIHBK JHEBHO Ha |-BH, 8-Mu, 15-TH 1 22-1 1eH OT NOBTAPALIMTE CE 28-AHCBHH LIMKIIH.
Hauanuarta no3a u cxemara 3a Rd u Rd18 ca ananTupanu B CbOTBETCTBHE C Bb3pacTTa H ObOpeYHaTa
bynkums (Bx. Touka 4.2). [Taumenture > 75 roauHu nojayvasar 103a JAekcamera3oH 20 mg BEAHBXK
JAHEBHO Ha 1-BH, 8-MH, 15-TH 1 22-1 ICH OT NOBTAPAIMTE C€ 28-IHEBHU UMKIH. BCUYKH NALUEHTH
[oJy4aBaT NpoQHIAKTHYHO aHTHKOAryJjauus (HICKOMOJICKYJICH XEIapHH, Bap(apuH, XenapuH, HHCKa
71034 aCIMHUPHH) 10 BpEME Ha MPOYYBAHETO.

[TspBHYHATa KpaifHa TOYKa 3a €PUKACHOCT B MPOYYBAHETO € MpexuBsiemocT 6e3 nporpecus (I1bI1).
O6muo 1623 nauMeHTH ca BKJIIIOYEHH B [IPOYYBAHETO, KaTo 535 mauMeHTH ca paHaoMH3MpaHHy Ha Rd,
541 mauuentH ca pangomusupanu Ha Rd18 n 547 naunentu ca panaomusupanu Ha MPT.
Jlemorpadckute B cBbp3aHUTE ¢ BOJIECTTa U3XOAHH XapaKTEPUCTHKH Ha MallMCHTUTE ca 100pe
OaJJaHCHpaHH MEXy TpUTE pameHa. OO0 B3€TO, yYaCTHULMTE B IPOYYBAHETO UMAT 3a00JIABAHE B
HanpeaHal CTaJuii: oT obmara nonynauus B npoyuBanero 41% wumar ISS cragun 111, 9% umar Texka
O0nOpeyHa HeaocTaTrbuyHOCT (KpeaTuHUHOB KiMpBbHC [CLer] < 30 ml/min). Cpeanara Bp3pacT Ha
NMAalUEHTUTE € 73 TOJAMHH B TPUTE paMECHa.

B Tabnuma 9 ca npeJictaBeHH pe3yTaTUTE OT MPOYYBAHETO MPH €JIHH aKTyaJIH3Hpa
[1BI12 n obmara npexuBsiemocT (OII) ¢ rpanuyna aara 3 mapt 2014 r., kpaero Me
BPEMETO 3a MPOCJICAABAHE HA BCUYKH MPEKHUBEIIN NMALUMEHTH € 45,5 Mecena:

Tabauua 9. Pe3rome Ha 001IHTE NaHHHU 32 ePHKACHOCT
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Rd
(N = 535)

Rd18
(N = 541)

MPT
(N =547)

I1BI1, ouieHeHa oT H3cje10BaTe A —
(Meceln)

Menuana® Ha Bpemeto Ha l1bl1, B mecenu

26,0 (20,7, 29,7)

21,0 (19,7, 22,4)

21,9198, .23.9)

(95% JIN)®
HR [95% JIU]¢; p-cToiiHoCT®
Rd cnp. MPT 0,69 (0,59, 0,80); < 0,001
Rd cnp. Rd18 0,71 (0,61, 0,83); < 0,001

Rd18 cnip. MPT

0,99 (0,86, 1,14); 0,866

[NbII12¢ — (Mecenn)

Menuana® Ha Bpemeto Ha [1BI12, B
meceuu (95% JIN)®

42,9 (38,1,47,4)

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

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

HR [95% JIU]; p-cToiinocT?

Rd coip. MPT 0,74 (0,63, 0,86); < 0,001
Rd cnp. Rd18 0,92 (0,78, 1,08); 0,316
Rd18 conp. MPT 0,80 (0,69, 0,93); 0,004

Ob0ma npexuBaeMoOCT (MecelH)

Menuana® Ha spemerto Ha OIl, B Meceuu
(95% JIN)®

58,9 (56,0, NE)

56,7 (50,1, NE)

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

HR [95% JAU]¢; p-croiinocT®

Rd cnp. MPT

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

Rd cnp. Rd18

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

Rd18 ciip. MPT

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

[Ipocnensasane (MeceLn)

Meauana' (MuH, Makc): BCHUKH
aLHEHTH

40,8 (0,0, 65,9)

40,1 (0,4, 65,7)

38,7 (0,0, 64,2)

OTtrosop Ha muesioMas n (%)

[10 81 (15,1) 77 (14,2) 51 (9,3)

MJIHO 152 (28.,4) 154 (28,5) 103 (18,8)
4O 169 (31,6) 166 (30,7) 187 (34,2)
Oo6wx orrosop: 110, M/THO wm HO 402 (75,1) 397 (73.4) 341 (62,3)

[Ipoab/IAKHTETHOCT HA OTIrOBOpa |
(mecenn)"

Menuana® (95% JIN)®

35,0 (27,9, 43.4)

22,1 (20,3, 24,0)

22,3 (20,2, 24,9)

AMT = antumuenomua tepanus; AW = noseputencH unrepsain; [10 = neiaeH otroBop; d = HUCKa 1032
nekcametasoH; HR = koedpuuuent Ha pucka; IMWG = International Myeloma Working Group; IRAC =
Independent Response Adjudication Committee; M = mendanan; max = MmakcumyM™; min = MHHHMYM; NE = He
Moxe ja obae uzuucineHo; OI1 = obma npexussieMmoct; P = npeauunson; [1bI1 = npexussemoct 6e3
nporpecus; YO = yactuuen otroop; R = nenanuaomun; Rd = Rd, naBaH a0 nokyMeHTHpaHe Ha

nporpecupaio 3abonasane; Rd18 = Rd, nasaH 3a

MJIHO = mHOro n106sp 4acTUYEH OTTOBOP; CIP = CIPAMO.
* Menunanarta e Ha 6asa onpeacnsHe no Kaplan-Meier.

®95% JIU 3a MeauaHara.

¢ Ha 6a3aTta Ha mozena Ha Cox 3a nponopLUMOHAJIHOCT HA PHCKA, CpaBHABAll PUCKOBUTE (PYH

[MOCOYCHHUTC paMCHa Ha JICHCHHC.

4 p-cToitHOCTTa € Ha Oa3aTta Ha HecTpatuduuupaH log-rank TecT Ha pa3NMKUTE B KPUBHUTE Ha

MEXKy MOCOUYCHHUTE paMEHa Ha JICYCHHE.
“ ExcninopaTopHa kpaiiHa Touka (I1bI12)

' Menuanara e yHHBapHATHATA CTATUCTHKA 0€3 KOPEKLMH 3a LICH3YpPHpaHE.
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¢ Haii-no6paTa aajzieHa OLICHKA Ha OTrOBOpa Mo Bpeme Ha (a3zara Ha JIeYeHHE OT MPOYYBAHETO (3a ACHUHHLMH HA
BCAKA KaTeropus oTrosopH, Jlara 3a 3aknrouBaHe Ha naHHuTe — 24 mai 2013 r.).
h JTata 3a 3aka0uBaHe Ha JaHHUTE — 24 Maii 2013 .

JleHannuaoMu B KOMOMHALIMA ¢ MedataH ¥ NPEAHN30H, IOCIEABAHN OT NOIbpKaIla TCpaIus, pu
MAalMEHTH, KOUTO HE Ca MOAXOAALIM 3a TPAHCIUIAHTALHA

be3onacHocTTa M €(DMKACHOCTTA HA JICHAJHUIOMH Ca OLICHEHH B €JHO MHOT'OLICHTPOBO,
paHI0MU3HpaHo, ABoHOCHANO npoyusane ¢a3sa Il ¢ 3 pamena (MM-015) npn nauMeHTH, KOUTO Ca
Ha 65 TOAMHM WM M0-Bb3PAaCTHH M UMAT cepyMeH KpeaTuHHH < 2,5 mg/dL. IIpoyuyBaneTo cpaBHsiBa
JICHAJIMIOMHU B KomOHHanmsa ¢ Mendanan u npeauu3od (MPR) cbe nnum 6e3 noaaspixkaiia tepamnus ¢
JICHAJIMAOMHMJL JIO NpOrpecHs Ha 3a00/ABaHETO C Ta3M ¢ Me(aiaH U MPEIHH30H 32 MAaKCUMyM 9
uMkbia. [lanuenTure ca paHaoMu3upaHy B cboTHOWIEHHE 1:1:1 B eaHO OT 3-Te paMeHa 3a JICUYCHHC.
[TauuenTHTe ca ctpaTHdHUIMPAHU NPH PAHJIOMHU3HPAHETO M0 BB3pacT (< 75 cnpsAMo > 75 roauHU) H
craguit (ISS craguu I u Il cipsimo crapguin 111).

ToBa npoy4BaHe H3C/ICABA MPUIOKEHHETO HAa koMOuHupaHa Tepanus ot MPR (mendanan 0,18 mg/kg
nepopaiHo Ha 1-BH 10 4-TH JACH OT MOBTAPSALIMTE c€ 28-HEBHU LUMKIIN; MPEAHH30H 2 mg/kg
[epopajHoO Ha 1-BH 10 4-TH JIeH OT NOBTapsAIUTe ce 28-AHEBHHU LMK U NeHanuaomua 10 mg/aex
repopajaHo Ha 1-Bu 10 21-BM ACH OT NOBTapsALIMTE C€ 28-AHCBHH IIMKJIH) KATO BbBEXK/Iallla Teparus 3a
MakKCMMyM 9 nukbia. [TauueHTuTe, KOUTO 3aBbpLUAT 9 UMKBJIA HIIH KOUTO HE Ca B ChCTOAHMC J1a
3aBBPIIAT KOMOMHUpPAHATa Tepanus Mopaju HCIOHOCHMOCT, €a JICKYBaHH C MOHOTCpAIus C
NeHANIMAOMHUA KaKTo cieasa: 10 mg nepopasHo BEAHBXK AHEBHO Ha 1-BH 10 21-BH JI€H OT
[MOBTAPAIIHUTE ce 28-THEBHHM LIMKJIM J10 MPOrpecHs Ha 3a00JIABaHETO.

[TepBHYHATA KpaiiHa TOYKA 32 €PUKACHOCT B MPOYYBAHETO € npexkuBsiemoct 6e3 nporpecus (I1bIT).
OO0 459 nanMeHTH ca BKJIKOYEHH B IPOYUYBAHETO, KaTo 152 nmauueHTH ca paHA0OMH3HPAHH Ha
MPR+R, 153 nauueHTn ca panagoMusupaid Ha MPR+p u 154 nauuenTH ca panioMH3MpaHu Ha
MPp+p. JleMorpadckuTe 1aHHU U CBbP3aHUTE CHC 3a00JIABAHCTO M3XOAHH XapaKTCPUCTHKH HA
MaLMEHTHUTE ca Jo0pe DallaHCHUpaHu U B 3-T€ paMeHa; 3a 0ToenA3BaHe ¢, 4ye npuomu3uTesiHo 50% ot
NALMCHTUTE, BKJIFOUYCHH BB BCAKO paMO, HMAT CJICAHUTE XapakTepuCTHKH; ISS craaui 111 n
KpeaTHHHHOB KIMpbHC < 60 mL/min. Cpeanara Bb3pacT Ha MalMEHTHTE € 71 roAMHKM B paMcHaTa

MPR+R u MPR+p u 72 B pamoto MPp+p.

B Ta6nuna 10 ca npeacTtaBeHH pe3yaTaTUTE OT MPOYYBAHETO MPH €IMH aKTyaJIM3UpaH aHaINU3 Ha
[1BIT, ITBI12 1 ob6mara npexussiemoct (OIl) ¢ rpannyna nara anpuia 2013 r., KbJACTO MEIHAHATA HA
BPEMETO 3a NMpocCJie/IsiIBaHe Ha BCUYKH MPEXXUBEIH NMalMCHTH ¢ 62,4 Mecena:

Tadauua 10. Pesrome Ha o01HTE JaHHH 324 ePHKACHOCT

MPR+R MPR+p MPp +p
(N =152) (N =153) (N =159)
I1BI1, oueneHa oT H3c/IeA0BATEIA —
(Mecenn)
Menaunana® Ha Bpemero Ha [1BI1, B meceun | 27,4 (21,3, 35,0) | 14,3 (13,2, 15,7) | 13,1 (12,0, 14,8)
(95% J1N)
HR [95% AH]; p-cTorHOCT
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 cnip MPp +p 0,78 (0,60, 1,01); 0,059

[IBI12 — (Mecenun) -

Menuana® Ha Bpemeto Ha [1bI12, B

39,7 (29,2, 48.4)

" s N .
27,8 (23,1, 33,1)
A KETZ 2

meceum (95% JIN) : ~ \ 20

HR [95% JI1]; p-cToHHOCT (E Q_G‘;&*&{‘RY

MPR+R crip MPp+p 0,70 (0,54, 0,92); ((BY, ¢t | 1
MPR+R crip MPR+p 0,77 (0,59, 1,02): & \.* ="
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MPR+p cnp MPp +p

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

O011a npexxuBAEeMOCT (MecelH)

Meauana® Ha Bpemeto Ha Oll, B mecenu
(95% J1N)

55,9 (49,1, 67.5)

51,9 (43,1, 60,6)

53,9 (47,3, 64,2)

HR [95% JIU]; p-cToiHOCT

MPR+R cnip MPp+p

0,95 (0,70, 1,29); 0,736

MPR+R crip MPR+p

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

MPR+p cip MPp +p

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

[Ipocnenssane (Meceun)

Menamnana (MMH, MaKC): BCHUYKH
MalMCHTH

48,4 (0,8, 73,8)

46,3 (0,5, 71,9)

50,4 (0,5, 73,3)

OTroBop Ha MHeJIOMA, OLIEHEeH OT
nicaenonaress n (%)

[10 30 (19,7) 17 (11,1) 9 (5,8)
4O 90 (59,2) 99 (64,7) 75 (48,7)
Crabunno 3adbonsaBaHe (C3) 24 (15,8) 31(20,3) 63 (40,9)
OtroBopsT HE MOXe 1a Obae oueHeH (NE) 8 (5,3) 4 (2,6) 7 (4.,5)

IIpoaAb/AKHTEJIHOCT HA OTIOBOPA,
oneHeHa ot u3scjaenoarens (IO + HO) -
(Meceln)

Menauana® (95% JIN)

26,5 (19,4, 35,8)

12,4 (11,2, 13,9)

12,0 (9.4, 14.5)

JIN = nosepurenen uurepsal; [10 = nvaeH otroBop; HR = koepuuueHt Ha pucka; M = menganan; NE = He
Moxe aa Owbae uzuucneHo; OIl = obwa npexussemoct; p = miauedo; P = npeanuson; [13 = nporpecuparuo
sabongBaHe; YO = yactuueH otroBop; R = nenanuaomua; C3 = ctabunno 3adonssane; M/IHO = mHOro 100sp

HACTHYCH OTIOBOP.

* MenunaHarta e Ha 0a3za onpeaenaHne no Kaplan-Meier
“TIBI12 (excmuiopaTopHa KpaiiHa TOUKa) € AePUHUpaHa 3a BCHUYKHU nauueHTtH (ITT), kato BpemeTo ot
pPaHAOMM3ALMATA 10 HAYAJI0TO HA 3-Ta JIMHUA aHTUMUEIoMHA Tepanus (AMT) Ui cMBpPT 3a BCHYKH

PaHAOMH3MPAHH NMAlUEHTH

[lookpenswu npoyusanus Ha HOBOOUACHOCMUYUDAH MYIMUNIEH MUCTIOM
y L !

OTKpHUTO, paH10MHU3UpaHO, MHOroueHTpoBo, ¢asa Il npoyusane (ECOG E4A03) e nposeneno npu
445 nauMeHTH ¢ HOBOJAHArHOCTHIIMPAH MYJITHIUICH MHEJIOM; 222 NMauHUeHTH ca paHIOMH3HPaHH B
paMOTO Ha JICHAIMAOMMJI/HHCKA 103a JEKCAMETa30H, a 223 ca paHAOMHU3HUPAHH B paMOTO Ha
JICHAJIMJIOMH/I/CTaH/IapTHA 103a JIEKCAMETa30H.
[laupeHTHUTE, pAaHAOMU3UPAHU HA JICHAJIMAOMUI/CTAHAAPTHA 103a AEKCAMETa30H, 10J1y4aBaT
neHanuaoMua 25 mg/nex Ha 1-Bu 1o 2 1-Bu JiIeH Ha BCEkH 28 aHM, moc Aekcamera3od 40 mg/aeH |-
BH 10 4-TH, 9-TH 10 12-TH 1 17-TH 10 20-TH €H HA BCEKH 28 AHM 3a IPBUTC YETHPH LIMKBJIIA.
[laupeHTHTE, pAHAOMHU3HUPAHU HA JICHAJIMAOMU/Y/CTAaHAapPTHA 03a JICKCAaMETa30H, 110Jly4aBat
neHanuaoMua 25 mg/nex Ha 1-Bu 10 21-BM JIcH Ha BCEKH 28 IHM, IUIIOC HUCKA 03a AeKcameTa3oH 40
mg/naeH 1-Bu, 8-mu 10 15-TH 1 22-pu JicH Ha BCEKH 28 AHU 3a MbPBUTE YETHPHU LIHMKBJIA. B rpynara Ha
JICHAJIMJIOMHJI/HUCKA J103a AekcameTa3oH 20 nauueHTtH (9,1%) nperbprsBar roHe €1HO NMPEKbCBAHE
Ha J03aTa B cpaBHEHHUE ¢ 65 nauneHtH (29,3%) B paMOTO Ha JICHAJIUOMU/CTAH1apTHA 1034

JCKCAMCTA30H.

B eaun post-hoc ananu3 ce HaGoaaBa Mo-HUCKa CMBPTHOCT IMPU PpaMOTO HA nenannﬂom
n03a iekcameTasoH ot 6,8% (15/220) B cpaBHeHHE ¢ paMOTO Ha JICHAJIMAOMM/I/CTaAHAA[

nekcameTasoH ot 19,3% (43/223) cpen rpynara nauMeHTH ¢ HOBOOAHArHOCTHLIMPAH
MHEJIOM C MEIMaHa Ha NpOoC/EAABAHETO 10 MAKCHMYM 72,3 ceAMHULIH.

[Ipn no-awaro npocneasBade odaye pa3ivkara B 00LIaTa NPexXUBIECMOCT B 11013
JICHAJIMAOMU/I/HUCKA A03a IEKCAMETAa30H UMa TEHACHUHMS KbM MOHMKCHHUE.
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Myamunien Mueiom ¢ noHe eoHa nPeoxoxNcoauyd mepanus

EdukacHoctra 1 6€30MacHOCTTa HA JICHAJIMIOMH/ Ca OLCHECHH B IB€ MHOTOLICHTPOBH,
paHIOMH3HPAHHU, ABOINHO-CIIENH, M1aUeD0-KOHTPOJIHPAHH M C KOHTPOJI Ha MapalieJIHATE rpymnu
npoyuBaHus ot ¢aza III (MM-009 1 MM-010) Ha Tepanus ¢ neHaIHIOMH/I IUIKOC ICKCAMETA30H
cpelly JAeKcaMeTa3oH, MpHlaraH CaMOCTOSITENIHO, MPH MALMEHTH C MYJITHIUIEH MHUCJIOM C IIPEAXOOHO
neyenue. Ot 353 nanueHTH, KOMTO €a MoJdy4yaBajid JICHAJIU0OMMI/ JEKCaMETa30H B MPOYYBAHHUATA
MM-009 u MM-010, 45.6% ca Ha 65 roauuu unu noseyde. Ot n3cneaBannrte 704 naumeHTH B
npoyuBanuata MM-009 u MM-010 44,6% ca na 65 roamHu uiM noseye.

B nBeTe npoy4BaHHs MALMEHTUTE OT IPynaTa Ha JCHAIMIOMHUY/ IEKCAMETAa30H (JIEH/IEKC) MpUeMat 25
mg JICHAJIMOMHU/I IEPOPATHO BEAHBXK AHEBHO B AHUTE | 10 21 M chOTBETHA KarcyJa ¢ miauedo
BEIHBXK JHEBHO B JHUTE 22 10 28 oT BcekH 28-aHEBCH UMKBI. [laumMeHTHTE B rpynara Ha
rianebo/nekcamera3on (ranedo/nekc) ca npuemanu no | kancyna nmnaue6o B Auute | g0 28 ot
BCcekH 28-1HeBeH UMKBI. [lanpenture B aBere geueOHM rpynu ca npuemanu 40 mg aekcaMerasoH
[epopaHo BEAHBXK AHEBHO B JHUTE 1 104, 9 10 12 n 17 no 20 ot Bceku 28-AHEBCH LIMKBJI OT
MbpBHUTE 4 LIMKBJIA HA TepanuaTa. /[o3aTa gekcameTa3oH ¢ Omia HamasneHa 10 40 mg nepopanHo
BEIHBX AHEBHO B JHUTE | 10 4 OT BCekH 28-AHEBEH LMKBJI ClIe ITbPBUTE 4 LIMKBJIa OT TepanusiTa. B
JIBETE NPOYYBAHMS JICYCHHETO € CJIeABAJIO /1a MPOAB/DKH [0 Nporpecus Ha 3a0onsaBaHeTo. B 1Bere
[Ipoy4YBaHUs € OHJIO MMO3BOJIEHO a/IalITUPAHE HA J03aTa B 3aBUCHMOCT OT KJIMHUYHHUTE M J1aDOpaTOpHH

pe3y/TaTH.

[IspBruHaTa KpaiHa TOYKa 3a €UKACHOCT B ABETE NpOy4YBaHUs ¢ BpeMeTo 10 nporpecus (B/III).
O6wo 353 nauueHTH ca oleHeHH B nmpoydyBaHeto MM-009; 177 B rpynara Ha ned/nekc u 176 B
rpymnara Ha raue6o/aekc v o6uio 351 nauueHTH ca oueHenH B npoyusanero MM-010; 176 B rpynara
Ha JieH/aekc 1 175 B rpynara Ha rauedo/nekc.

B nBere npoy4BaHHUs U3XOJAHHTE AEMOrpad)CKM M CBBP3aHUTE ChC 3a00JIABAHETO XapaKTEPHCTHKH Ca
CpaBHUMHM MEXIy IPYINUTE Ha JICH/ICKC U Ha Inauedo/aexkc. Meananara Ha Bb3pacTTa M 3a JIBETEC
MOMyJIalUM MALMEHTH ¢ 63 roAMHH NPH CPABHUMO CHOTHOLLICHHE Ha MBXE H )KEHH. DYyHKUHOHATHHUSAT
ctatyc no ECOG (Eastern Cooperative Oncology Group), kakTto ¥ OposAT M BUIABT Ha
peJBapUTEIHUTE TEPAIUH, Ca CPABHUMH MEXIY ABETE IPYIIH.

[IpeBapuTENHO IJIAHKPAHUTE MEK/IMHHU aHAJIM3H U HA JIBETC NPOYYBaHMUs MMOKA3BaT, Y€ JICYCHHUECTO C
JICH/JIEKC € CTATHCTUYECKH 3Ha4MMO 110-106po (p < 0,00001) ot ToBa caMo ¢ AeKcamMeTa3oH 110
OTHOLIECHHE Ha MbPBUYHATA KpaiHa To4ka 3a eduxacHocT B/III (MeanaHa Ha NpOAB/DKHTEIHOCT Ha
nepuoja Ha npocieaaBane 98,0 ceamuun). denbT Ha cirydyauTe € TbJICH OTIOBOP M 001l OTTOBOP B
rpynara Ha JICYCHHE C JIEH/JEKC ChILO € O 3HAYUTEIIHO 10-BMCOK B CPABHEHHE C rpyrnara Ha
r1ane0o/AeKc U NpH JBETe NMpoy4yBaHusa. BriocneacTeue pe3yaTaTtuTe OT TE3M aHAJIM3H BOJAT 110
peKpaTsABaHE Ha JBOMHO-CIIENHUS [IPOTOKOJ M 32 ABETE MPOYYBAHMS, 32 1a MOXKE MALMCHTHTE OT
rpyrnara Ha miaaue0o/aeKe aa noayyar JeUeHUE ¢ KOMOMHAUMATA JICH/ICKC.

M3BbpieH € aHain3 Ha epUKacHOCTTa B pa3lMPEH MEPHO/1 HA MPOCIIEAsIBAHE C MEIHaHA Ha NEepHOJIa
Ha npociaeasBane 130,7 ceamuuu. Tabnuua 11 obobmara pesynrature OT aHAJIM3UTC HA
e(pMKaCHOCTTA B MEPHO/Ia Ha npocieasBaHe — coopHu npoyysanus MM-009 1 MM-010.

B To3u cOopeH aHANM3 Ha pa3WIMpeHUs nepuoa Ha npocneaasane Meananara Ha BJIII € 60,1 ceamunum
(95% JIU: 44.3; 73,1) npun nauueHTH, aekyBanu ¢ gen/aexc (N = 353), cpemy 20,1 ceamuin (95%,
JIW: 17,7; 20,3) npu nauueHTH, JiekyBaHM ¢ riauedo/aekc (N = 351). Meananara Ha oOmara
npexuBsgemoct 6e3 nporpecus ¢ 48,1 ceamuum (95% JIH: 36,4, 62,1) npu naumeHTH, JICKYBaHHU C
nen/nekc cpemy 20,0 ceamuum (95% AU 16,1; 20,1) npu naumeHTH, IEKyBaHH C MJ1a1e00/ ICKC.
MeauaHaTta Ha NPOIBJ/DKUTEIIHOCTTA Ha JieueHueTo € 44,0 ceamuum (muH. 0,1, makc. 254,9) 3a
nen/nexc n 23,1 ceamuuu (muH. 0,3, makc. 238,1) 3a nnanedo/aekc. ddnosere Ha HEIIJ.HE:HT
otrroBop (I10), yactuuen orroop (HO), kakTo 1 Ha Te3u ¢ 00wy otrosop (I10+HO) B rp
JICH/JEKC OCTABaT 3HAYMMO IO-TOJIEMH B CPaBHEHHUE C TE3M B pAMOTO Ha nnaueﬁo/ﬂexc
npoyuBaHus. MeauaHarta Ha oO1aTa npeXxuUBsAEMOCT B aHAIM3a Ha paslHpECHHA nepuo
npocieasBaHe npu coopuure npoyusanus e 164.3 ceamuuu (95 % JIH: 145,1; 192,6)
JIEKYBAHH ¢ JieH/nekc, cpemy 136,4 ceamuum (95 % AW: 113,1; 161,7) npu nauneHTH,
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mianedo/nexc. Benpekn dakra, ye 170 ot 351 naumeHTH, paHIOMHU3HPaHH 32 JICYCHHE C
miaiebo/aeKe, ca rmoy4daBaliv JICHAIMAOMHM/L CJIe POrpeCcHATa Ha 3a00JIABAHETO WU CJIC]
MPEKPATABAHE HA JABOMHO-CIENUS IPOTOKON, COOPHHUSAT aHAIM3 Ha 00111aTa MPEXUBIEMOCT € MOKa3all

CTATHCTHYECKH 3HAYMMO NPEAMMCTBO NPH MPEKUBIEMOCTTA IIPHU IPyNaTa Ha JICH/IEKC B CPABHEHHE C
ta3u Ha raneoo/nekc (KP = 0,833, 95% JIU = (0,687; 1,009), p = 0,045).

Ta6auua 11. Od60011eHHe HA pe3yJITATHTE OT AHAJIH3UTE HA ePUKACHOCTTA KbM KPaHHHUSA CPOK
Ha pa3lIMpeHHus Mepuoa Ha npocieasBaHe — coopuu npoyusanusa MM-009 u MM-010
(rpaHnYHH 1aTH CbOTBETHO 23 101K 2008 1. 1 2 mapT 2008 1.)

KpaitHa Touka JIeH/1eKc miauedo/nexc
(N =353) (N =351)
Bpeme 10 chOHTHETO HR (95% AH); p-cToinocT *
Bpeme 10 nporpecus 60,1 20,1 0,350 (0,287, 0,426),
Meauana (95% JIN), cenmunm | (44,3, 73,1) (17,7, 20,3) p <0,001]
[IpexxuBsiemoct 6€3 nporpecus 48,1 20,0 0,393 (0,326, 0,473),
Menauana (95% JAN), ceanmuum | (36,4, 62,1) (16,1, 20,1) p <0,001
OO0wa npeKuBAEMOCT 164,3 136,4 0,833 (0,687, 1,009)
Menuana (95% W), cenmuum |(145,1, 192,6)( (113,1,161,7) p = 0,045
YecToTra Ha |-roaminHa odiia 82% 75%
MPEKHUBACMOCT
JIf1 HA OTTOBOPHTE ChoTHOLIIEHHE HA HIAHCOBETE
(95% JAHN), p-cToiiHoct °
Oo6u1 orrosop (n, %) 212 (60,1) 75 (21,4) 5,53 (3,97, 7,71); p < 0,001
[Isnen orrosop (n, %) 58 (16.,4) 11(3,1) 6,08 (3,13, 11,80); p < 0,001

a: JIsyctpaneH long-rank Tect, cpaBHsBalll KPUBUTE HA MPEKUBAEMOCT MEXKY I'PYIIMTE HA JICYCHHE.
b: /IBycTpaHeH KOPUIHpaH 3a NpOoAbIKHTEIHOCT XM KBaapaT TECT.

MuenoauciaCcTHYHi CHHIPOMH

EdukacHocTTa M 6€30MacHOCTTa Ha JICHAJIMAOMH Ca OLICHEHH [IPH MALHEHTH C TPAHC(Y3HOHHO-
3aBMCHMa aHEMHS, JbJDKaIlla C€ Ha MHUEJIOANCIUVIACTHYHH CHHJAPOMH € MaJIbK HJIM CpeJcH (HUBO 1)
PHCK, CBBP3aHHU C IUTOI€HETHYHATA AaHOMAJHUS AeeUus 5q, CbC WK 0€3 APYIrH LUTOIr€HETHYHH
AHOMAJIMH, B JIB€ OCHOBHH MPOYYBAHMS: MHOIOLEHTPOBO, PAaHIOMHU3HUPAHO, ABOMHOCHAIO, 11auedo-
KOHTPOJIMpAHO NnpoyuBaHe (aza 3 ¢ 3 pameHa Ha ABe 1034 nepopaseH jeHannaomua (10 mg u 5 mg)
crpsamo maane6o (MDS-004) 1 MHOrOLIGHTPOBO, OTKPUTO NpoyuBaHe ¢aza 2 Ha neHamuaomun (10
mg) ¢ eaHo pamo (MDS-003).

[IpeacraBeHUTE MO-/10J1y pE3yJITaTH CE OTHACAT A0 intent-to-treat monynauusTa, npoydeHa B MDS-003
n MDS-004; oTaeaHO ca moKa3aHHU M pe3yJITaTUTE 3a CyOnornyJauusTa ¢ H30JupaHa Jejeuus 5q.

B npoyuraneTro MDS-004, B koeTo 205 nauueHTH ca nopaBHO paHAOMHU3HUPAaHH J1a MOJTyvyaBat
neHanuaomua 10 mg, 5 mg wnu mianedo, OCHOBHUAT aHAIN3 HA e)UKACHOCTTA CE ChCTOH B
CpPaBHCHHE Ha YE€CTOTAaTa Ha OTTOBOP MPH HE3aBUCHUMOCT OT TpaHC(Py3us B pameHaTta Ha 10 mg u 5 mg
JICHAIMIOMMJ CIIPSIMO paMoTo Ha manedo (aBorMHo3acieneHa ¢asa or 16 1o 52 ceamMuuM B OTKpUTA
daza 10 o6mo 156 ceamunm). JledyeHHMETO HA MALMEHTUTE, ITIPH KOUTO HAMA JOKA3aTEJICTBO 3a MOHC
MaJIbK EPUTPOHMACH OTroBOp ciea 16 ceaMuuu, € npekpareHo. [lauuenture, npu KOUTO MMA
JIOKA3aTEJCTBO 3a MOHE MAJIbK CPUTPOMIICH OTTOBOP, Ca MOTJIM J1a MPOAB/DKAT TEparuaTa 10
CPHUTPOMJICH peJIaric, Nporpecus Ha 3a00/I1BAHETO WM HEMIPHEMJIMBA TOKCHYHOCT. Ha nauueHnTure,
KOHUTO IMBPBOHAYAJIHO Ca MOJIyYyaBaJiM r1auedo win 5 mg JeHaaIHnA0MH/ M HE €A MOCTHUTH
MaJIbK €PUTPOHJICH OTTOBOP ciiea 16 ceaMuiM JicueHue, € MO3BOJICHO J1a IPEMHUHAT OT
mg JICHAHUJIOMHMJI HJIM [1a NPOABJIKAT JICYEHHETO C JICHAJIMAOMHU/L C 110-BHCOKA /1032
mg).
[Tpu npoyuBane MDS-003, npu koeto 148 nauueHTH noy4yaBar JCHAJIMIOMH B 1[)3
OCHOBHHSAT aHAJIM3 Ha €(DMKACHOCTTA CE ChCTOM OT OLICHKA HA €(PUKACHOCTTA HA JIe i\ 3 {3+
JICHAJIMIOMM/L 3@ MMOCTHIaHE Ha XEMATOMOETHYHO NMOJOOPEHHE NMPH NALMECHTH C MUEY ui"‘"“.
CHHAPOMHM C MAJbK HJIM cpeliecH (HUBO 1) pUCK.
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Taoauua 12. O6061enue HA pe3yJiTaTUTe 32 epUuKacHOCT — npoyuyBanus MDS-004
(aBoiino3acaenena ¢gasza) u MDS-003, nonyranus intent-to-treat

MDS-004 N MDS-003
=205 N =148
10 mg' 5 mg" Placebo* 10 mg
N =69 N =69 N =67 N =148
He3aBucuMocT ot 38 (55.1%) 24 (34.8%) 4 (6.0%) 86 (58.1%)
TpaHchy3us (= 182
aHu) ”
HezaBucumocT ot TpaHcdy3us 42 (60.9%) 33 (47.8%) 5(7.5%) 97 (65.5%)
(> 56 num)
MenauaHa Ha BpEMETO 4.6 4.1 0.3 4.1
710 HE3aBUCHMOCT OT
TpaHchy3us
(ceaMMIN)
MeauaHa Ha HJ1~ HJ1 H/I 114.4
NPOAB/LKMTEIHOCTTA Ha
HE3aBHUCHMOCT OT TpaHCy3usi
(CCAMHMLIHN)
MeaunaHa Ha YBEJIMYCHHETO Ha, 6.4 5.3 2.6 5.6
| g/dL

T IMauuenTH, nexkyBaHu ¢ neHanuaomMua 10 mg B 21 auu ot 28-1HEBHUTE LHUKIIH

11 [MauueHTH, TEKyBaHH C JICHAIMAOMHI 5 mg B 28 HU OT 28-AHEBHUTE LIHK/IH

* MHO3MHCTBOTO OT MAaLMEHTHUTE HA IJ1aLedo NpeKpaTABaT ABOHHO3ACICNEHOTO JICYCHHE MOPaIH JIMIICA Ha
euKacHOCT ciell 16 ceAMHIM JIeueHHE Mpeau a HaB/IA3aT B OTKpUTaTa (asa

#Cpbp3aHo ¢ yBennyeHue Ha Hgb > 1 g/dl

o0 HepgocTuruara (T.€. MeJIMaHaTa HE € JIOCTUrHaTa)

B MDS-004 3rauuM0 no-rojisiMa 4act OT NAaUUEHTHTE ¢ MHEJIOAMCIUIACTHYHH CHHIPOMH JJOCTHTaT
MbPBHYHATA KpaiiHa TOYKa HA HE3aBUCHUMOCT OT TpaHcdy3us (>182 aum) npu nenanugomua 10 mg B
cpaBHeHue ¢ mauedo (55,1 % cnpamo 6,0 %). Cpen 47-1€ nallMEHTH ¢ UMTOrCHCTHYHATA AHOMAJIMS
H30JIMpaHa Jiesieuus 5q, nekyBaHH ¢ JeHanuaoMua 10 mg, 27 naunentu (57,4 %) nocrurar
HE3aBHCHUMOCT OT TpaHC(y3usi Ha YCPBEHHU KPbBHH KJIETKH.

MeanaHaTa Ha BPEMETO JI0 HE3aBHCUMOCT OT TpaHCdy3us npH paMoTo Ha JeHanuaomua 10 mg e 4,6
ceaMULM. MeauaHaTa Ha MpoIb/DKUTEIHOCTTA HA HE3aBUCHMOCT OT TpaHC(y3Hs HE € JIOCTUIHATa MpH

HHKOE OT paMeHara 3a JIeueHHe, HO TpsA0Ba /1a Ha/IBUIIaBa 2 'OAVHH 3a MMALUEHTHTE, JICKYBAHH C

JIEHANMIOMH/I. MenuaHaTta Ha yBETMYEHHUETO Ha XemornoouHa (Hgb) ot n3xoaHo HUBO NpH paMoToO
Ha 10 mg e 6,4 g/dl.

JIOMBbIHUTEIHUTE KpaHHU TOYKH HA MPOYYBAHETO BKJIIOYBAT LIMTOIN€HETHYEH OTIrOBOP (B paMOTO Ha
10 mg rosemMu 1 MaJku oTroBopH ce Habmoaasat cboTBeTHO 1pH 30,0 % 1 24,0 % ot nmauueHTUTe),
OLIEHKA Ha CBBbP3aHOTO Che 3/IpaBeTo KauecTBO Ha kUBOT (Health Related Quality of Life, HRQoL) u
[IporpecHs J10 OCTpa MHEJION/IHA JieBKeMmusi. Pe3ynrature ot uutorenetndHus otrosop 1 ot HRQoL
ca ChBMCCTHMH C JIJAHHHUTC OT MbPBUYHATA KpalHA TOYKA M B [10J13a Ha JICYCHHUETO C JICHAJIMJOMH/ B
CpaBHCHHE ¢ 1u1aueoo.

B MDS-003 rossima yacTt OT NauUEHTUTE C MUEJIOAMCIUVIACTUYHHU CHHPOMH ITOCTHUIaT HE3aBUCUMOCT
oT TpaHc(y3usa (>182 aquu) npu nenanugomua 10 mg (58,1 %). Meananara Ha BpeMeToO 10
HE3aBUCUMOCT OT TpaHCc(y3us € 4,1 ceamuuu. Meananara Ha NpOABIDKHTEIHOCTTA HA HE3ABHCUMOTH
ot Tpancysus ¢ 114,4 cenmuun. MenuanaTa Ha yBeandeHUeTo Ha xemorynoouna (Hgb) e 5 /14, WA 79
["0s1eMH ¥ MAJIKH [IUTOT€HETHYHH OTTOBOPH ce HabmoaaBat cboTBETHO npu 40,9 % u 30,7/
[TALIHCHTHUTE. s

["onsiMa yact ot nauueHTuTe, BKIoYeHu B MDS-003 (72,9 %) n MDS-004 (52,7 %), ca NI Yé ‘
Mpeau TOBa CTUMYJIMPALIM €PUTPOIIOE3aTa CPEICTBA.
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Manmennoxnemvuen r1umgom

E¢pukacHocTTa M 0€30MacHOCTTa Ha JICHATHIOMH/I Ca OLCHCHH IPH MAUHEHTH C MAHTCIIHOKJICThYCH
JTMM(POM B MHOTOLICHTPOBO, PAHAOMHM3HUPAHO, OTKPHUTO NMpOoy4BaHe ¢asza 2, cnpsaMo €AUHCTBCHO
CPEACTBO 10 H300p Ha U3CIIC0BATES MIPH MMALKUEHTH, KOUTO ca pedpakTepHH HA CBOSITA MOC/ICAHA
CXEMa WJIM ca HMAJIM PCUUIUB €IHH 10 TpH ITbTH (npoyuBane MCL-002).

BkiarodeHH ca mauMeHTH, KOMTO ca Ha Hak-Manko 18 roaMuiHa Bb3pacT ¢ XMCTOJIOTHYHO JOKa3aH
MAHTEJHOK/IEeThUYCH JTuMpom U CT-u3mepumo 3adonsiane. OT nauHEHTUTE CE U3HCKBA Ja ca
MOJIy4aBaJii MOAXOASII0 NPEANIIHO JICYCHUE C HAaH-MAJIKO €IHA NPEAMIIHA cCXeMa Ha KOMOMHHMpaHa
xumuorepanus. OCBEH TOBA, NMaLUEHTUTE TpsAOBa aa ca OMJIM HENMOAXOAALUHM 32 MHTEH3MBHA
XUMHOTEpANuUs W/MIH TPAHCIUIAHTAUMA B MOMEHTA HA BKJIKOYBAHE B Npoy4yBaHeTo. [TaunenTure ca
paHIOMM3UpPaHH 2:1 Ha JICHAJIMAOMMJ UK B KOHTPOJIHOTO pamo. M30panoTo ot u3cnenoBartes
JICYECHHE € OMPEACICHO NPEAH PAHAOMH3ALMATA M CE€ CbCTOH OT MOHOTEpPAIUA WK C XJIOpaMOyLIuI,
uUuTapabMH, pUTYKCUMa0, (py1ygapabMH HIKM FreMIMTaOHH.

JleHanuaoMu € npuiarad nepopanHo 25 mg BEAHBXK AHEBHO 3a nbpBUTE 21 AHM (OT AeH 1- a0 21
IICH) OT MOBTAPALIHU C€ 28-IHEBHU LIUKJIK 10 IPOrpeECHs HIIM HENPUEMIIMBA TOKCHYHOCT. [Taumuenture
C YMEpEHa CTEINECH Ha ObOpeYHa HEAOCTAThYHOCT € TPAOBAIO 1A MOJIyyaT Mo-HUCKA HavasiHa 103a
neHanuaomua 10 mg AHEBHO MO ChlUMs rpad UK.

N3xoauuTe neMorpad)cku XxapakTepUCTHKH ca OWIM CpaBHUMH MEXIY PaMOTO Ha JICHAJIMIOMHUI U
KOHTPOJIHOTO paMo. MeimaHaTa Ha Bb3pacTTa M 3a JABETE [ONyJIalMu nauueHTy ¢ 68,5 roquuu npu
CpaBHUMO CbOTHOIIEHHE HAa MBbXke M xeHHU. CtatycsT 1o ECOG (Eastern Cooperative Oncology
Group performance status), KakTo 1 OpOAT Ha NPEABAPUTECIHUTE TEPAIMHK Ca CPABHUMHU MEXKY JIBETE

IPYIIH.

[TepBruHaTa TOUKa 3a epukacHocT B nipoyuBaHe MCL-002 e npexussiemoct 6¢3 nporpecus (I1BIT).

Pesynrarure 3a epukacHocT 3a nonynanusra Intent-to-Treat (ITT) ca ouenenn ot HezaBucuma
KoMucus 3a oneHka (Independent Review Committee, IRC) u ca npeacrapenu B Tadbnuua 13 no-gony.

Ta6auua 13. O0001eHHe HA pe3yiaTaTUTe 32 epuKacHOCT — npoyusaHe MCL-002, nonynauus
intent-to-treat

Pamo Ha JeHaJIua0MHU/ KoHTpoO/IHO
N=170 pamo
N =84
nen
NN, meguana® [95% AU]° (ceamuuym) 37,6 [24,0 — 52,6] 22,7[15,9 -30,1]
CekseHTeH KP [95% AMU]° 0,61 [0,44 —0,84]
CeKkBeHTeH lﬂg-rank TecT, p-CToﬁHUcT“ 0,004
OTtrosop?, n (%)
[Ib1¢H otroBop (I10) 8 (4,7) 0 (0,0)
Hactuuen otrosop (HO) 60 (35,3) 9(10,7)
Ctabuino 3abonssaune (C3)° 50 (29.4) 44 (52.4)
[Iporpecupanno 3abonseaue (113) 34 (20,0) 26 (31,0)
Heun3pbpuueHO/ MUncBaiio 18 (10,6) 5 (6,0)
ORR (ITO, I10O#, HO), n (%) [95% JAU] 68 (40,0) [32,58 —47,78] | 9 (10,7)4[5,02 -
p-CTOMHOCT® 19,37]
< (0,001
CRR (ITO, IIO#n), n (%) [95% JIU]* 8 (4,7) [2,05 -9,06]
p-CTOMHOCT® / .
0,043 [/ S/ L
[MpoabLJXKHTEIHOCT HA OTrOBOPa, MeauaHa® [95% 69,6 [41,1 — 86,7] ".; “Crade
JAIU] (ceamuin) B | Al
O01m1a npexuBsieMoCT
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KP [95% JIU]* 0,89 (0,62 — 1,28]
Log-rank Tect, p-CTOHHOCT 0,520

JIU = nosepurenen nurepsai; CRR = npouent Ha nvnen otrosop; [10= nbien orrosop; [10OH = nbiaen otroBop
HerniotBbpaeH; DMC =Komuter 3a Habmoaenue Ha aanuure; I'TT = intent-to-treat; KP = koepuuueHT Ha pucka;
KM = Kaplan-Meier; MIPI = MexayHapoaeH NpOrHOCTHYEH HHAEKC 32 MAHTEIHOKJIETbYEH THMpoM; NA =
Henpunoxumo; ORR = crenen Ha 001w otroop; [13= nporpecupauo 3adonasaune; IIbI1 = npexussemoct 0e3
nporpecus ; YO = yactuuen otroBop; SCT = Tpancnnanrauusa Ha cTBONOBU KneTkH; C3 = cTaOUiIHO
3abonsBaHe; SE = cranaapTHa rpeuka.

* MeauaHarta e Ha Oa3a onpeaenaHe no Kaplan-Meier.

b Jlnana3oHbT € u3uHcieH kato 95 % JIM okono meauaHaTa Ha BpEMETO Ha MPEKHBAEMOCT.

¢ CpeaHarta CTOMHOCT M MEJIHAHATA Ca YHMBAPHATHUTE CTATHCTUKH 0€3 KOPEKLHH 3a OTCTPAHABAHC.

4 CrpaTudHKALIMOHHHUTE NIPOMEHIHBH BKJIIOYBAT BPEME OT AMArHOCTHLIMPAHETO 0 MbpBaTa A03a (< 3 roAMHHU U
> 3 roAMHH), BpEME OT NOC/eAHaTa CHCTEMHA aHTHIMM(pOMHA Tepanua 10 nbpBaTta A03a (< 6 meceua H > 6
mecena), npeawectsamwa SCT (aa unu He) u MIPI Ha H3X0AHOTO HHBO (HUCBK, CPEEH H BUCOK PHCK).

¢ CeKBEHTHUAT aHaJIM3 € 0a3upaH BbPXY CTATUCTHYCCKATA CPEAHO MpEeTerieHa CTOMHOCT Ha log-rank Tect ¢
H3Io3BaHe Ha HecTpaTuduuupanus log-rank Tect 3a yBe/JlMuaBaHe Ha pa3Mmepa Ha U3BAJIKaTa U
HecTpatuduuupanus log-rank Tect or nbpBuuHMA aHanu3. [Iperernenure croiHOCTH ce Da3UpaT BbPXY
HaOr0JaBaHUTE CbOMTHA MO BpeMETO Ha TpeTtata cpewia Ha DMC u BppXy pasaukaTta Mex/1y HaOI0aaBaHUTE U
OYaKBaHHUTE CLOMTHA MO BPEMETO HA MbpBHUHMA aHanu3. [IpeacraBenu ca acounupanus cexkBeHTeH KP u
cboTBEeTHHA 95 % JIN.

B npoyusane MCL-002 B ITT nonynauusaTa ©Ma Karo L0 ABHO YBEJIHYEHHE HA CIYYauTE HA CMBPT
B paMkuTe Ha 20 ceamuuu B pamoto Ha JeHanuaomua 22/170 (13 %) caopamo 6/84 (7 %) B
KOHTPOJIHOTO pamo. [Ipu mauueHTUTE ¢ BUCOK TYMOPEH TOBAap ChbOoTBETHUTE LKpH ca 16/81 (20 %) u

2/28 (7 %) (Bxk. TOuKa 4.4).

Donuxyrapet awumgom
AUGMENT - CC-5013-NHL-007

EdukacHocTTra m 6€30nacHOCTTa Ha JICHAJIMAOMHK/ B KOMOHHALIMS ¢ PUTYKCHMAO CripAMO
PUTYKCHMAO 1uItoc mianedo ca OLeHeHH NP NMauKueHTH ¢ peuuanBupan/peppakrepen nHXII,

BKJIt0YBall ®JI, B MHOrOLEHTPOBO, paHAOMHU3NPAHO, IBOMHOCIIANO, KOHTPOJIUPAHO Mpoy4YBaHe (pasa
[l (CC-5013-NHL007 [AUGMENT)).

OO0 358 manueHTH Ha Bb3pacT Ha-Manko 18 roauHu ¢ XUcToaoruyuo notebpacH M3JI win OJI
creneH 1, 2 unu 3a (CD20+ upe3 piaoyuuTtoMeTpus MM XMCTOXUMHSA ), OLICHEHH OT M3CJICA0BATCIIS
HJIH JIOKAJICH IaToJIOr, ¢a paHJAOMHM3HUpPaHU B ChOTHOLICHHUE |: 1. [laumeHTHTE ca JIcKyBaHH NpeaH
TOBA C HAl-MaJIKO €/1Ha MPEANIIIHA CUCTEMHA XUMHOTEparus, UMyHOTEpanu1s Win
XMMHOHUMYHOTEPAITHSL.

Jlenanupomua 20 mg ¢ npuiarad nepopajiHo BEAHBXK JHEBHO NPe3 MbPBUTE 21 AHU OT NMOBTAPALLM
ce 28-AHEBHU LMKIIH B MPOJIB/KCHUE HA 12 LMKBJIAa WIIK 10 HETIPUEMIIMBA TOKCHYHOCT. /lo3aTa
putykcumab € 375 mg/m-” Beska ceamuna B uMkba | (qum 1, 8, 15 n 22) n B aen 1 ot Bceku 28-
JHEBEH LIMKBJ OT UMKBJ 2 10 5. BCHYKH M3YHUCICHUS HA 03aTa puTyKcuMad ca Ha Da3ara Ha
tenecHara nopbpxHocT (TII) Ha nauueHTa, KaTo € U3M0A3BaHO ACHCTBUTEIHOTO TEIJIO HA MMALIMCHTA.

JleMorpadckute M CBbP3aHUTE ChC 3a00MABAHETO XapPAKTEPHUCTUKH HA U3XOJHOTO HUBO ca MM0JA00HH
[pPH ABETE IPYIH 3a JICUCHME.

[IbpBHUYHATA LIET HA MPOYYBAHETO € J1a CE€ CPaBHH €(PMKACHOCTTA HA JICHAJIMIOMH/1 B KOMOMHALIMA C
PUTYKCHMAO cripAMo pUTYKCMMa0 mioc manedo npu nauueHTH ¢ peuuausupan/pedpakreper @JI
creneH 1, 2 wnu 3a win M3J1. Onpenensauero Ha epukacHocTTa ce ocHoBaBa Ha lIbll karo
NbPBUYHA KpaiHa Touka, oucHeHa ot IRC cnopen kputepuure Ha MexayHapoaHaTa pa T E AT
(International Working Group, IWG) 2007, Ho 06€3 MO3UTPOHHO-EMHUCHOHHA TOMOI'Pad# @5

.: X _
BTDpH'—IHHTE LICJIH Ha IPOYYBAHCTO Ca J1a CC CPABHH O0€30MmacHOCTTA Ha JICHAJIUI0M .' ' ;j_ f‘ “E -.1 _-

C PUTYKCHUMAO CHpAMO PUTYKCHUMAO 1uTtoC mauedo. JlonbaHUTEIHUTE BTOPHYHH uc
CpaBHM €(MKACHOCTTA HA PUTYKCHUMAOD IUIKOC JICHATMAOMHU CIIPAMO PUTYKCHUMAO 111 u s
KaTo c€ M3IMO0JI3BAT CIACJAHUTE APYry NapaMeTpH 3a €PUKACHOCT: CTENEH Ha O0IL OTIOE i ; {%
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response rate, ORR), mbien orrosop (I10) u npoabkuTenHocT Ha otroBopa (duration of response,
DoR) ot IWG 2007 6e3 PET u OIL.

Pesynrarute ot obmara nonyaauus, Bkarounteano ®©JI u M3JI, nokassar, ye npu MeaHaHa Ha
npocneassane 28,3 meceua nbpBuyHaTa kpaHa touka [1bI1 B npoyuBanero ce nocrura ¢
koepuuueHT Ha puck (HR) (95% nosepurenen unrepsain [CI]) 0,45 (0,33;0,61) p-croiHocT <
0,0001. Pe3ynrarute 3a ¢pUKACHOCT OT nomyJiauuaTa ¢ (poJIUKyIapeH JuMQom ca JaeHHU B

Tabnauua 14.

Taoauna 14. Pe3roMme Ha 1aHHUTe 32 epUKACHOCT 32 PoaukyaapeH sumpom— llpoyusane

CC-5013-NHL-007

®JI (N =29))

JleHaNnUOOMHI U
putykcumab (N = 147)

[Inauedo u putykcumad
(N = 148)

[Ipexussaemoct 0e3 nporpecus (I1bI1) (IlpaBuna 3a uenzopupane Ha EMA)

Meauana na [1BIT? (95% JIU) 394 13.8 (11,2;
(MeceuM) (25,1; NE) 16,0)
HR [95% JIU] 0,40 (0,29; 0,55)°
P-CTOMHOCT <0,0001 ¢

ObexTusen orrosop? (IO 118 (80,3) 82 (55,4)
+40), n (%) (IRC, 2007 (72,9; 86,4) (47,0; 63,6)
IWGRC)

95 % JIA"

[Iuaen orrosop?, n (%) (IRC, 51 (34,7) 29 (19,6)
2007 IWGRC) (27,0; 43,0) (13,5; 26,9)
95 % JINU!

I[MpoabL/KHTEHOCT HA 36,6 15,5
orrosopa® (meanana) (Meceun) (24,9; NE) (11,2; 25,0)
95% U *

O6ma npexussemoct® (OI1)

Yectorta Ha OIl Ha 5 roauHH, 126 (85,9) 114 (77,0)
n (%) (78,6; 90,9) (68,9; 83,3)
95% J1A

HR [95% JIU] 0,49 (0,28; 0,85) °
IlpocieasBane

Meauana Ha 67,81 65,72
MPOABJDKUTETHOCTTA HA (0,5; 89,3) (0,6; 90,9)

MpocieAiBaHETO (min, max)
(Meceum)

* MeauaHa, H34yuncieHa ot aHanus no Kaplan-Meier
? KoepMUHEHTBT Ha PUCKA M HEMOBHUAT JIOBEPHUTEIICH HHTEPBAJI Ca M34YHCIEHH NO HecTpaTHduumpanua mozaen Ha Cg

MPONOPUHOHAIHUTE PHCKOBE.
“P-ctoiHocT ot log-rank tecra

Y BTOpHYHHTE H eKCIUIOPATOPHHUTE KPaiiHH TOYKH HE €A 0-KOHTPOIHPAHH
p
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¢ C meauaHa Ha npocsieassade ot 66,14 meceua uma 19 cmbpTHH ciydas B R* pamMoTo 38 cMBPTHH CIIy4as B KOHTPOJIHOTO
pamo.
"ToueH 10BEpPUTEICH MHTEPBAIT 32 OMHOMHO pa3npeie/icHHe.

Doauxkyiapen umbom npu nayuenmu, pehpaxmepHu Ha pumyKcumao
MAGNIFY - CC-5013-NHL-008

O6mo 232 nauMeHTH Ha BB3pacT Hak-MaJko 18 roanHu ¢ xuctoaorndHo norsspacH @JI (crenen 1,
2, 3a wiun M3JI), olieHEeHM OT U3CIEA0BATENIS UM JIOKAJICH 11aTOJIOr, Ca BKJIKOYEHH B ITbPBOHAYAJIHHSA
[EPHOJ1 HA JICYCHHE ¢ 12 UMKBIA JCHATHAOMM IU1I0C pUTYKCHUMAO. [lauueHTHTE, KOUTO MOCTHIraT
[TO/TTOH, YO unu C3 1o kpas Ha nepydo/ia Ha MHAYKLMOHHO JICYEHHE, ca paHAOMHU3HPaHH 11a ce
BKJIIOYAT B [IEpHO/Ia HA MOUIbPXKALLIO JIieueHHe. BCMYKH BKJIKOUYEHH NMALMEHTH TpAOBa npeay ToBa aa
ca OMJIM JIEKYBaHM C Hal-MaJIKO €/Ha CUCTeMHA aHTUIMM(OMHA Teparnus. 3a pa3jiuka oT
npoyuBanero NHL-007 npoyusanero NHL-008 BkiarouBa nauMeHTH, KOMTO €a pepakTepHH Ha
puTykcumad (06e3 0TroBop WM C pELUIMUB B PAMKHTE Ha 6 Mecela ciie/l JICYHCHUETO C PUTYKCHMa0
WJIM KOMTO ca peppakTepHHU U HA pUTYKCHUMA0, U Ha XUMHOTEpaIius).

B nepnojaa Ha HHAYKUHMOHHOTO JieueHue JieHanuaomua 20 mg € npuiarad B Anute 1-21 or
MOBTAPSALIM c€ 28-JAHEBHU UHMKJIH B IPOABJDKECHHE HA 12 [UKBJIA 10 HENMPHEMJIMBA TOKCHYHOCT HIIH
710 OTTEIVISIHE Ha ChIVIACHETO, HIIM Mporpecus Ha 3abossBaneTo. Jlo3ara putykcumab e 375 mg/m”
BCAKA ceaMHuua B UKL | (qum 1, 8, 15 n 22) u B aeH | Ha Bceku cneapaul 28-AHEBCH UMKBI (LIHKIH
3,5,7,9u 11) no 12 uuksna tepanus. Bcuuku u3duciaeHns Ha J03aTa puTykcuMad ca Ha 0a3ara Ha
TenecHara noBbpXHOCT (T11) U AeHCTBUTEIIHOTO TErIO Ha MALIHCHTA.

[IpencraBeHuTE AJaHHM ca Ha Oa3aTa Ha MEXIUHCH aHalIN3, QOKYCHpaH BbpXY Nepuoaa Ha
HMHAYKLIMOHHO JIEYEHHE C eaHOo paMo. EukacHocTTa € onpeneneHa Ha 0azara Ha ORR cnopen Hai-
noOpHus OTroBOp, KaTo 3a MbPBHYHA KpaiHa TOYKA € M3I0J13BaHa MOAU(PHUKALMS HA KPUTEPHUUTE 32
OTroBOp Ha MexayHapoaHara padotHa rpyna (International Working Group Response Criteria,
IWGRC) 1999. BropnuHara nen € aa ce OLUeHIT APYrd napameTpH 3a epuxacHoct kato DoR.

Ta0auna 15. Pe3roMme Ha o01uHMTE JaHHH 32 ePUKACHOCT (MePpHOA HA HHAYKIHOHHO JieYeHHe) —
[IpoyuBane CC-5013-NHL-008

BCHYKH MaLHEHTH [TaunenTu ¢ OJI
Pedpakrepuu|PedpakrepHu Pedpaxkrepuu|Pedpakrepuu
Ha Ha Ha Ha
pPUTYKCHMAO: | pUTYKCHMAO: PUTYKCHMAO: | pUTyKCHMAO:
Jla He Jla He
Oowo _ _ OO0 s i B
N=]87 3 N=77 N=110 N=148 N=60 N=88
ORR, n (%) 127(67,9) | 45(584) | 82(752) | 104(70,3) | 35(583) | 69(79.3)
(ITO+I1OH+YHO)
42
CRR. n (%) 79 (42,2) 27 (35,1) 52 (47,7) 62 (41,9) 20 (33,3) (48,3)
(ITO+I10H)
. N=127 N=45 N=82 N=104
bpoi nocTHrHAIH
OTroBOp
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% nauuentn ¢ MuO° 93,0 90,4 94,5 94,3 96,0 93,5
> 6 Mmecela (95“/1: ﬂ“) ¥ (8511; 9638) (7310; 96'8) (8319; 98-:2) (85155 9719) (74581 991'4) (81501 979)

% nauuentn ¢ MuO° 79,1 73,3 82,4 79,5 73,9 81,7
> 12 mecena (95% M) © | (67,4; 87,0) | (51,2; 86,6) | (67,5; 90,9) | (65,5; 88,3) | (43,0; 89,8) | (64,8; 91,0)

JIU = noseputenen unrepsan; [THO = npoawmxurentoct Ha otroopa; MJI = donukynapen aumdom

' [lonysauMaTa 3a MBPBHUCH AHAJIM3 32 TOBA POYYBAHE € MOMY/IALMATA, 3a KOATO MOKE /1a ¢€ OLEHH ePUKacHOCTTa Ha

HHAYKUHOHHOTO JIEHYEHHE.

* IIpoABJIKUTEIHOCTTA HA OTrOBOpa ce Ae(HHUpPA KATO BPEMETO (MECELH) OT MbPBOHAYATHUA OTroBop (Hail-maiko HO) no
JIOKYMEHTHPaHA NPOrpecHs Ha 3a00/IABAHETO HIIM CMBPT, KOETO HACTBITH [ThPBO.

“ CraTHCTHKA, noJydeHa no meto/ia Ha Kaplan-Meier. 95% /I ce 6a3upa na ¢popmynara Greenwood.

benexku: AHAIN3IBT € H3BBPLLIEH CaMO 3a NAUUEHTH, KOUTO noaydasat YO uiu no-a00sp ciel gatata Ha mbpBaTta J103a OT
HHAYKUHOHHOTO JICYEHHE W [IPE/IH BCAKAKBO JICYCHHE MPE3 NOUTbP/AKALIMA NIEPHO H BCAKAKBA NOC/E/BAlIA aHTWIHM(OMHA Tepanus npes
HHAYKUHOHHUA nepuol. [lpoueHTsT ce Oasupa BbpXxy obwms Opoil pecrnoHaepH.

[leanaTpuyHa nonyJauus

Esponeiickara areHuuss no JsekapcrtBatra (EMA) e B3ena peuieHue 3a MNpOAYKT-CHEUUPHUYHO
0CcBOOOK1aBaHE Ha JICHAJIMIOMHM/I, KOCTO C€ OTHACA 3a BCHYKH [TIOArPYIH HA NeAHaTpHYHATA [10IyJIalus
3a HEOIIa3MH Ha 3peiu B knetku (Bk. Touka 4.2 3a nHGopMauus OTHOCHO ynoTpeda B MeAUaTpUATa).

5.2 DapMaKOKHHETHYHH CBOHCTBA

JlenanuaoMu HMa AaCHMETPHYCH BbIJIEPOJICH aTOM M 3aTOBA MOXKE /1a CBUIECTBYBA B ONTHYHO-
akTHBHUTE (hopmu S(-) u R(+). JIeHanuaomua ce npousBexaa Kato paueMuyHa cMmec. Jlenanuaomun
OOMKHOBEHO € M0-100pe pa3TBOPUM B OPraHUYHH pa3TBOPHUTEIIH, HO MOKAa3Ba HaH-roJIsIMa

pazteopumoct B 0,1N HCI oy¢ep.

AbcopOuus

JIlenanuaomuj ce abcopdbupa Obp30 ciea rnepopaseH NpueM Mnpu 3apaBu J100pOBOILH HA TIIAJHO, C
JJOCTHraHEe Ha MaKCHMaJIHa Mya3MeHa KoHueHTpauusa mexay 0,5 u 2 yaca ciel npuiaraHe Ha o3ara.
[Ipu nanpeHTH, KAaKTO U NMPH 3JIpaBH J00pOBOIILM, MaKcUManHaTa KOHUEHTPAUHUA (Cmax) M IUIOLITA
oa KpuBata KoHueHTpauus-speMe (AUC) napacTBat npornopLyoHaJHO C MTOBHILIABAHE Ha J103aTa.
MHOroKkpaTHUTE J03H HC MPHUYHHABAT U3pa3cHa KyMyJlallls HA JICKAPCTBECHHUS MPOJAYKT.
OTHOCHUTEIHUTE EKCMO3HUIIUM Ha S- 1 R-eHaHTHOMEpHUTE Ha JICHAJIMIOMH]] B IJIa3MaTa ca ChbOTBETHO
0K0J10 56% n 44%.

ENHOBpEMEHHOTO NMPUI0KEHHUE C XpaHA C BUCOKO ChAbPXKAHHUE HA Ma3HUHHU H KaJIOPHH IIPH 3/IpaBH
100pOBOJILIM HAMaJIsiBA CTEMEHTAa Ha aOcopOuMs, KoeTo BoAN A0 npuOau3uTenHo 20% HaMajeHHE B
ruomyra noj kpuearta konueHTpauus-epeme (AUC) u 50% namanenue Ha Chnax B IU1a3Mara. B
OCHOBHHTE PErUCTPALMOHHH M3ITUTBAHHS [IPH MYJITHIUICH MHEJIOM H MHEJIOAUCINIACTHYHH CHHIPOMH
3a yCTAaHOBsIBaHE Ha eMKacHOCTTA M OE30MaCHOCTTA HA JICHAJIMAOMHU 00aye JICKApCTBEHUAT MPOAYKT
¢ npuiiaran 6e3 oryiea Ha npueMa Ha XpaHa. Cie10BaTe/IHO JICHAJIMOMH]I MOXKE J1a C€ MpHJIara cbe

nin 0€3 XpaHa.

[TonynauuoHHUTE PapMAKOKMHETHYHHU aHAJIM3M MOKa3BaT, Y€ CTENEHTAa Ha nepopanHa adcopOuus Ha
NeHanuaoMua € noaoodHa npu naudenture ¢ MM, MJIC u MKJL

PasnpocTpaHeHue
In vitro cebp3saneTo Ha ('*C)-IeHanMIOMHUI KBbM ILIa3MEHHU MPOTEHHH € HUCKO ChC CPC/IHA CEOHHOCT
HAa CBBP3BAHE KbM IU1a3MeHH poTenHu 23% u 29% CHOTBETHO NMPH MALMEHTH C MYJIT) - 3

U MpH 34paBH JOOPOBOJILH.

Jlenanugomu ce cbabpxka B yoBemkara criepma (< 0,01% ot go3zara) ciea npusia r
1 JIEKAPCTBCHHUAT MPOAYKT € HCOTKPHBAEM B CIIEpMATa Ha 3[paB YYaCTHHUK 3 JHH O
BEIIECTBOTO (BXK. TOUKa 4.4).
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buotpaHchopmaums M SIMMHHUPAHE

PesynraTuTe OT NPOBEXKAAHM in Vifro NpoOy4YBaHHs Ha METadOIM3Ma IIPH XOpa MOKa3BaT, ye
JICHAJIMJIOMHJI HE ce MeTadonu3upa upe3 uMtoxpom P450 eH3umMuTe, KOCTO Npeanosara, 4€ € Majko
BEPOATHO €JHOBPEMEHHOTO MPHJIOKEHHE HA JICHAJIMAOMHM/L C JICKAPCTBECHH MPOAYKTH, HHXHOMpPALIH
uuroxpom P450 en3umuTe, aa qoBEAC 10 META0OIMTHH JICKAPCTBCHU B3aUMOJACHCTBUA MPH Xopa. /n
vitro npoy4YBaHMs MOKa3BaT, ue JeHanuaoMua Hama naxuoupam eext Bbpxy CYP1A2, CYP2C9,
CYP2C19, CYP2D6, CYP2EI, CYP3A min UGTIA1. CnegoBarenHo HAMa BEpOATHOCT
NEHATUAOMHM] Ja MPUYHHHN HAKAKBU KJIMHHUYHO 3HAYHMMH JICKAPCTBEHH B3aUMO/ICHCTBHS, KOraTo ce
npuiara ¢AHOBPEMEHHO CbC CYOCTpaTH Ha TE3W EH3UMH.

In vitro npoy4YBaHMUsATA MOKA3BaT, Y€ JICHAIMJIOMH/L HE € cyOCTpaT Ha YOBCLIKHSA MPOTCHH Ha
pE3UCTEHTHOCT KbM pak Ha rbpaara (BCRP), tpaucnoprepure MRP1, MRP2 nnn MRP3 Ha
[IPOTEHHA, CBBbP3aH ¢ MyJTHUICKapcTBeHaTa pe3ucTeHTHOCT (MRP), Tpancnoprepure Ha opraHMYHH
annoHu (OAT) OATI1 u OAT3, TpaHcniopTHpaLUMs OpraHM4YHN aHHOHHU ronunentu 1Bl
(OATPI1B1), rpancnoprepure Ha opranuyHu KaTioHU (OCT) OCT1 n OCT2, mynTuickapcTBeH U
TokcuH ekcTpyaupail nporeud (MATE) MATEL v HOoBH TpaHCniopTepH Ha OpraHMYHH KaTHOHH
(OCTN) OCTNI u OCTN2.

In vitro npoy4yBaHMs 1O0KA3BaT, Y€ JICHAIMAOMH HAMA HHXHOUpal ePeKT BbPXY €KCIIOpTHATA NOMIIa
3a #JrpuHM conm ripu xopara (BSEP), BCRP, MRP2, OATI1, OAT3, OATP1IBI1, OATP1IB3 n OCT?2.

["0/1IMO KOJIMYECTBO JICHAIMAOMH/ CE€ SIMMHUHHpPA Ype3 eKCKpelus ¢ ypuHara. lenbT Ha 0b0peyHa
eKCKpeLus OT OOIMS KJIMPBHC MPH HHAMBUIY C HOpMayiHa ObOpevyHa pyHkuus € 90%, kato 4% ot
JICHAJIMIOMUL CE€ €TMMUHUpA upe3 dereca.

Jlenannaomuz ce Mmetadbonusupa cinado, kato 82% OT 103aTa ce EKCKpETHpa HENMPOMEHEHA B YPHUHATA.
XuapokcuaeHaTHIOMUI U N-aleTHIICHAIHIOMH NpeAcTaBisBat pecneKTuBHO 4,59% u 1,83% ot
eKCKpeTHpaHaTa /103a. bbOpeUHMAT KJIMPBHC Ha JICHAIMAOMH/L HaJ[BHI1IaBa CTCIEHTA Ha INIOMEPYJ/IHA
¢unTpaLms U CICAOBATEIIHO CE CEKPETHPA AKTHBHO MOHE B M3BECTHA CTEIICH.

[Tpu no3u oT 5 10 25 mg/neH MIa3MeHUAT MOTYKUBOT € NPUOIH3UTENHO 3 Yaca MpH 3paBH
n00pOBOJILK M Bapupa OT 3 10 S yaca [pH NaLMEHTH C MYJATHIUICH MUEIOM HJIH MHCJIOTHUCIUIACTUYHHU
CHHIAPOMH.

Crapyecka Bb3pacT

He ca npoBexaaHu crielMaJIHY KJIMHHUYHM NIPOYYBAHHA 3a OLIEHKA Ha (papMaKOKHMHETHKATa Ha
JIEHANMMOMHKJL [IPH X0pa B cTapuecka Bb3pacT. [lonynaunonHute papMakOKMHETUYHH aHAIH3H
BKJIOYBAT MallMCHTH HA BB3pacT B Axana3zoHa ot 39 1o 85 roauHu M nokassar, 4€ Bb3pacTra HE
MOBJHABA KJIMPBHCA HA JICHAIMAOMUJ (EKCITO3MUMATA B I1J1a3MaTa). ThH KaTo € 10-BEPOSATHO
MallMEHTHTE B CTAPYECKa Bbh3pacT Ja UMAT HaMascHa 0bOpedHa pyHKums, TpAOBa BHUMATEIIHO J1a C€
nojabupa jgo3ara u 6u OmI0 pazyMHo Aa ce cieau ObopeyHara QyHKUMS.

brOpe4HO yBpeKIaHE
[IpoyueHa e papMaKOKHMHETHKATA HA JICHAJUAOMHUJ TIPH MALUUECHTH ¢ ObOpPEYHO YBPEKAAHE ITOpaaH
noodpokauecTBeHH 3a001sBaHKsA. B TOBa mpoy4BaHe ce M3MOJI3BAT JIBa METO/A 3a KJaCH(pHUIHMpaHe Ha
O0b0OpeyHaTa QYHKIMA: KPEATHHUHOB KJIMPHHC HAa YPHUHATA, U3MEPCH B paMKHUTE Ha 24 4aca, U
KpCaTHHHUHOB KJIMPBHC, H34KciieH 1o popmynata Ha Cockcroft-Gault. Pesynrarure nmokassar, e ¢
HamaJsiBaHeTO Ha ObOpeuHata GpyHkuMs (< 50 ml/min) TOTANHUAT KIMPBHC HA JIEHATTHAOMH]L
HaMaJIsiBa MpornopuHoHanHo, koeto Boau a0 nosuuasaHe Ha AUC. AUC ce nosuiasa
NPUONIM3UTENHO 2,5, 4 U 5 IbTH CHOTBETHO MPH MALKEHTH C YMEPCHO OBOPEYHO YBPCIK I3HEFoR
OBOpeYHO YBpEKIAHE H TEPMHUHANIHA OBOpEUYHA HEAOCTAaTBYHOCT, B CPABHEHHUE CBC C)) /
MalMEHTH ¢ HoOpMaHa ObOpeyHa PyHKUHS M MMALMEHTH C JICKO ObOpEYHO yBpekKaa)

Ha JICHAJIMJOMH/L CE€ MOBHMILIABA OT OKOJIO 3,5 Yaca NpH NaluMeHTH C KPEaTHHHHOB K}
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bsOpeunoTo yBpexaane obaye He MPOMEHs nepopanHara abcopOuus Ha JieHaTuIOMHUI. Crax € CXO/IHA
[IPH 3paBH HHINBHIN M MPH MauUeHTH ¢ 0b0pedHo yBpexaane. [Ipudausurenno 30% ot
JICKapCTBEHMS MTPOAYKT B OPraHu3Ma c¢ OTCTPaHABAT 110 BPEME Ha €1Ha 4-4acoBa IHAJIM3HA CECHS.
[TpenopbUMTEIHUTE aaNTUPAHKUA HA 103aTa MpH NalMEHTH ¢ HaMajeHa 0bOpeyHa QyHKIus ca
OMUCaHMU B TOUYKa 4.2.

YepHoapoOHO yBpexkaAaHE

[TonynanpoHHUTE hapMAKOKMHETHYHHN aHAJIM3H BKJIIOYBAT MALIMEHTH C JIEKO YEPHOIPOOHO
ypexaane (N = 16, o6 6mmupyoun > 1 1o < 1,5 x ULN mim AST > ULN) u nokassar, 4e Bb3pacrTra
HE BJIMSIC HA KJIMPBHCA HA JICHAIMAOMM (€KCMO3MUMATA B IU1a3Marta). HaMa Hanu4Hu JaHHH 32
[MALMEHTH C YMEPEHO JI0 TEXKKO YEPHOAPOOHO YBpEXKIAHE.

Hpyru npucsbiiu GaxkTopu
[TonynaumoHHuTEe PapMaKOKHMHETHYHH aHAJIM3M [OKA3BaT, Ye TeslecHoTo Terio (33-135 kg), monsT,
pacaTa M BH/a Ha 3JI0KayecTBeHUTE Xemaronoruynu 3adonsgsanus (MM, M/IC unu MKIJI) asmar

KJIIMHUYHO 3HAa4YHUM €(EKT BbpPXY KJIMpPBbHCA HA JICHATUAOMH/ MPH BB3PACTHH MALMECHTH.

5.3 Ilpeak/JHHHYHH JAHHH 32 0€30MAaCHOCT

[IpoBeneHo € npoy4yBaHe Ha eMOpHOGETAITHOTO pa3BUTHE NPH MAHMYHH, Ha KOUTO € NpUJIaraH
neHasuaoMu B 1034 oT 0,5 1o 4 mg/kg/nen. Pe3yjarature OT TOBA NIPOYUYBAHE MTOKA3BAT, 4¢
JICHAJIMAOMH/L € NIPEAN3BHKaAJl BbHIIHHU MandopMaluy, BKIIOYMTETHO HCOTBOPEH aHYC H
MaJipopMalMKi Ha TOPHUTE U JOJIHUTE KpaMHHULUM (M3KpUBEHA, CKbCEHA, MaJIPOpMHpaHa, YCYKaHa
H/WJIH OTCHCTBAIA YACT HA KPaHHULIUTE, OJIMIO- H/MJIHA MOJNAAKTHINA) IPH MOTOMCTBOTO HA )KCHCKH
MaiMyHH, KOUTO C€a MOJIy4aBajayd aKTUBHOTO BELIECCTBO 110 BpEMe Ha OpEMEHHOCTTA.

[Tpu otaenaun derycu ca HabNMIOAaBaHH CHUIO PA3IMYHU BUCLECPAIHH eEeKTH (IPOMsiHA B LIBETA,
YEePBEHH METHA 10 Pa3JIMYHM OpPraHu, Majika Oe3lBETHA Maca HaJl aTpHO-BEHTPHKYJIapHATa KJIana,
MaJTBK XIJThYEH MEXYp, Masihopmauus Ha aAuadparmara).

JleHanuooMu1 HMa MOTEHIIMAM 3a OCTPA TOKCHYHOCT, MUHUMAJIHUTE JICTAJIHH 103U CJIC/ MEPOPATHO
npuiaoxenue ca > 2000 mg/kg/nen npu rpuzaun. MHOrokpaTHOTO NEPOPAIHO NpHiIoKeHue Ha 75, 150
n 300 mg/kg/neH npu mIbXxoBe 3a 26 ceAMHIM € JI0BEJIO 10 00paTUMO, CBBP3aHO C JICYCHUETO
[MOBUILIABAHE HAa MUHEpaM3alusaTa B ObOpEUHOTO JIereHYe U MpU TPUTE J03H, OCOOCHO HM3pa3eHO MpPH
KEHCKH 1IbXxoBe. [Ipuema ce, 4e HUBOTO, MPH KOETO HE ca HA0JII01aBaHH HEXEJIaHH JICKAPCTBCHH
peakuuu (NOAEL — no observed adverse effect level) e moa 75 mg/kg/aen u € 0koso 25 msTH 10-
BHCOKO OT €X€JHCBHATA CKCMO3HMIHSA NP XOpa, Bb3 OCHOBA Ha cpaBHsBaHe Ha AUC. MHOrokparHoro
[IepOpaNHO NpUIokeHHe Ha 4 1 6 mg/kg/neH npu MaiMyHH 3a nepuoa 10 20 ceaAMHIIM € JOBEIO J10
CMBPTHOCT M 3HaYMTEJIHA TOKCHUYHOCT (M3pa3eHa 3aryda Ha Terjio, HamaJieH OpOH EPUTPOLIUTH,
JICBKOIIMTH M TPOMOOLIMTH, MYJITHOPraHHU KPbBOMU3JIUBH, Bb3MaJICHUE HA CTOMALIHO-YPEBHUS TPAKT,
atpous Ha TMMPOUIHATA THKAH H KOCTHUSA MO3bK). MHOTOKpPaTHOTO MEPOpaIHO NMPHIIOKEHHE HA | H
2 mg/kg/nen npu maiimyHnu 10 1 roauHa € 10BeEJIO 10 00OpaTHMH IIPOMEHH B KJICTBYHHUTC
XapaKTEPHCTHKH Ha KOCTHHUSA MO3BK, JICKO MOHM)KABaHE HAa ChOTHOLICHUETO MHEJIOHIHH/€PUTPOUIHH
KJIETKH ¥ atpodus Ha TUMYca. JIleka cynpecus Ha Opost Ha JIEBKOLIMTHTE € HaOIro1aBaHa 1pu 103a |
mg/kg/neH, chbOTBETCTBALLA HA MPUOJIM3UTENHO ChIllaTa 103a MPH Xopa, 0a3upaHO HA CPaBHEHHA Ha

AUC.

[Tpu in vitro (6akTepHaaHM MYTalUH, YOBELIKH JIUM(OLUTH, TUM(OM NpH MHULLIKH, TpaHCcHopMaLus
Ha eMOpPHOHAJIHHM KJIETKHM OT 3JIaTUCTH XaMCTEPH) H In VIVO (MMKPOHYKJICAPEH TECT ITPH MIEXOBEC)

[MPOYYBAHMUS HA MYTareHOCTTa HE Ca OTKPUTH e(EKTH, CBbP3aHH C JIEKAPCTBEHHUA MPOAYKT, HUTO Ha
reHHO, HUTO Ha XpOMO30MHO HHBO. He ca nmpoBex/1aHu npoyuBaHus 3a KapLHUHOIMCHHOCT Ha
JICHATMAOMM/I.

[Ipeau ca npoBeXJIaHU MPOYUYBAHMUS 3a TOKCUYHOCT BbPXY Pa3BUTHETO MpH 3aHUH. B
MpOy4YBaHMUs JICHAIMIOMHM]I € Mpuiarad nepopaino B 103u ot 3, 10 u 20 mg/kg/nen
HaGnionaBaHna € nurca Ha cpeiHus as1 Ha 0enus apo06 npu 1034 ot 10 n 20 mg/kg/
3aBUCHMOCT OT /103aTa, KaKTO M IPOMsHA Ha MOJIOKEHHUETO Ha ObOpeunTe npu 103M
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Berpeku ue ToBa ¢ HabJI0JaBaHO NPH TOKCHYHHM 3a MailiKaTa HUBA, TC MOXKE Ja C€ JIbJDKAT Ha
nupekteH edekt. Chino Taka ca Habr01aBaHM BapHallMi B MEKHTE ThbKaHH M CKeJIETa Ha QeTycuTe
npu 103u oT 10 u 20 mg/kg/neH.

6. ®APMALIEBTUYHHU JAHHU

6.1 ChnuceK HA NTOMOIIIHHUTE BellecTBAa

KarncyJiHO ChbAbPXKUMO
JlakTo3a

MHUKpOKpHUCTaIHA 11eJ1yJI03a
Kpockapmenosa HaTpuH
Marse3sueB creapat

(CbwCcTaB HaA KarcyJjara

Jlenanuaomua 3eHTHUBA 5 Mg TBbPAH KarcCyJIu
bpunsuTHo cuHbo FCF (E133)

YepBeH xKene3eH OKCH/

JKBIT Kene3eH OKCHL

THUTAaHOB TUOKCH]I

JKenatun

Jlenanuaomua 3eHTrBa 10 mg TBBPAM KAICyIH
YepeH kee3eH OKeu/l

Kbt XKelie3eH OKCHl

TuTaHoOB JHOKCH]

/KenatuH

JlenanuaoMua 3eHTUBA 25 Mg TBbPAU KalICYJIH
TUTaHOB JHOKCH]
XenatuH

[leyaTHO MAcTHIIO
[lennak

[Iponunen roukon

CuJieH pa3TBOp Ha aMOHSK
YepeH xKele3eH OKCH
KanueB XUapoKCHU

6.2 HecbBMEeCTHMOCTH

He ¢ npuiioxumo.

6.3 Cpok Ha roaHocrt

3 roauHu

6.4 Crhenua/IHH YCJIOBHSA HA ChbXpPaHeHHe

To3u nekapcTBEH NPOAYKT HE H3MCKBA CIICUHMAJIHH YCIIOBHSA HA CbXPaHCHHE.
6.5 BuaucbabpKaHHe HA ONTAKOBKATA

Kapronena kytus, coaspxkama PVC/ACLAR/AI onucrepu ¢ o 7 kancynu.
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JleHanuaoOMUQ 3CHTHBA 5 Mg TBBP/AH KAICYJIH
OnakoBku ot 7 wim 21 kancynu. He BCHUKHM BHAOBE OMAKOBKM MOrart Jia ObJar [yCHATH B npoaaxoa.

Jlenanuagomua 3eHtuBa 10 mg /25 mg TBBP/AM KAIICYIIH.
OnakoBka ot 21 KancyJiu.

6.6 CheunuajHu npeaNna3HH MepPKH IIPH U3XBbPJIAHE H padoTa

Karnicynure He TpsOBa J1a ObaaT OTBApsIHU HIIH A ce 4yIAT. AKO Mpax OT JICHAJIMJIOMH]] BJIC3€C B
KOHTAKT C KO»KaTa, U3MHUHUTE Ko)KaTa He3a0aBHO M OOMJIHO ChC CallyH M BOJA. AKO JIEHAJIMAOMH/L BJIE3C
B KOHTAKT C JIMFABULMUTE, H3IUIAKHETE OOHIIHO ¢ BOJA.

MeIHIHMHCKUTE CIICLMATUCTH U O0JIHOrIeAauYuTe TpsAOBa J1a U3M0A3BAT PHKABHUIM 3a €JHOKpaTHA
yrnorpeba, korato paboTar ¢ bnucrepa unm kancynara. Cnejl ToBa ppKaBUUMTE TpAOBaA 1a CC CBAJAT
BHMMATEJIHO, 3a JIa C€ NPEAOTBPATH €KCITIO3HLIMA HA KOXaTa, J1a C€ MOCTABAT B [10JIMETHICHOBA
TOpOMYKa ,,c LU U J1a C€ U3XBBPJIAT B ChOTBETCTBUE ¢ MECTHUTE H3UcKBaHu. [locie pruere TpsadBa
11a c€ M3MHAT J00pe CbC canyH u Boaa. JKeHH, KOMTO ca OpEMEHHH WM MTOJ103HUpaT, Y€ MOXKE J1a ca
OpeMeHHHM, HE TpsAOBa paboTAT ¢ OaucTepa Ui KarcyJliara (BxX. Touka 4.4).

Heusnon3sBanuaT IeKapCcTBECH NPOAYKT UM OTNAIBbYHUTE MATECPHAJIM OT HEro TpsAOBA J1a ce U3XBbPIIAT
B CbOTBCTCTBHE C MECTHUTE M3UCKBAHUA.

7. IMPUTEXATEJI HA PASPELLIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,
Dolni Mécholupy
102 37, Prague 10

Yewka peny0Oinka
8. HOMEP(A) HA PASPELIEHHUETO 3A YIIOTPEBA

PerucrpaumoHEeH HOMED:
5 mg 20180155
10 mg 20180156
25 mg 20180160

9. JJATA HA ITBPBOTO PASPELIEHUE/TTIOAHOBABAHE HA PASPELIEHHUETO

Jlata Ha mbpBO paspewaBane: 26.06.2018
JlaTta Ha nocneano noaHoBgBane: 07.02.2023

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
08.03.2024 r.
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