INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHUA TPOAYKT

Jlenamugomua Mylan 2,5 mg TBBpAM Kamncyin
Jlenamuaomua Mylan 5 mg TBBpAM Kancyiu

Jlenanuaomua Mylan 7,5 mg TBbpIH Karcyiu
Jlenanuaomua Mylan 10 mg TBBpaU Kancyain
Jlenanmuaomua Mylan 15 mg TBBpIU Kancynu
Jlenamunomua Mylan 20 mg TBBpIIU Karcyiu
Jlenanmunomua Mylan 25 mg TBBpIIU Karcyiu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Jlenasmnomua Mylan 2.5 mg TBBpAM KalCcyiau
Besika kancyia ceaspika 2,5 mg aenanunomun (lenalidomide).

Jlenasmnomua Mylan 5 mg TBEpM Kancymiau
Besika kancyna ceabpika S mg nenaauaomun (lenalidomide).

Jlenasmnomua Mylan 7.5 mg TBBpAM Kalcyiau
Bceska kancyna ceappika 7,5 mg nenamugomun (lenalidomide).

Jlenasmnomua Mylan 10 mg TBBEpM Karcyiau
Bceska kancyna ceappka 10 mg nenanuaomun (lenalidomide).

Jlenamumomun Mylan 15 mg TBBbpAHM Kancynm
Bceska kancyna ceappika 15 mg nenanuaomun (lenalidomide).

Jlenamumomu Mylan 20 mg TBEpIM KanCcyin
Bceska kancyna ceappika 20 mg nenanugomua (lenalidomide).

Jlenamunomua Mylan 25 mg TBbPIU KanCyau
Besika kancyia ceaspika 25 mg neHanugomu (lenalidomide).

3a IBJIHUA CIIMCHK HA IMTOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
TBbpaa xancyna (karncyna)

Jlenanunomua Mylan 2,5 mg TBbPIAM Kamcyiu
3eneHo-0enu kancyiu, pasmep 4, 14 mm, mapkupanu ¢ “MYLAN/LL 2,5”.

Jlemanuoomua Mylan 5 mg TBEPIM KaICyJId
Benu kancynu, pasmep 2, 18 mm, mapkupanu ¢ “MYLAN/LL 5.

Jlenasmnomua Mylan 7.5 mg TBBpAM Karcyiau
CeetiocuBo-0enu Karcyi, pasMep 2, 18 mm, mapkupanu ¢ “ MYLAN/LL 7,5”.

Jlenasmnomua Mylan 10 mg TBEpM KaIcyiau
3e1eH0-CBETIIOCHBH Karcynu, pasmep 0, 22 mm, mapkupanu ¢ “ MYLAN/LL 10”.

Jlenasmnomua Mylan 15 mg TBEpaM Karcyiau
Bbenu kancynu, pasmep 0, 22 mm, mapkupanu ¢ “ MYLAN/LL 15”.




Jlenamumaomua Mylan 20 mg TBBP/IU KanCyIu
3eneno-0enu kancyiu, pasmep 0, 22 mm, mapkupanu ¢ “ MYLAN/LL 20”.

Jlenasmnomua Mylan 25 mg TBEpIM KalCcyiau
Bbenu kancymnu, pasmep 0, 22 mm, mapkupanu ¢ “ MYLAN/LL 25”.

4. K/IMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

MyaTunjaeH MHSIOM

Jlenamunomun Mylan kaTo MOHOTEpamnus € MoKa3aH 3a MOAIbPIKAIIO JICYCHUE Ha Bh3PACTHH
MAIMCHTH C HOBOJUATHOCTHIIMPAH MYJITUIUICH MUEIIOM, KOUTO ca OWJIH TOJIOKCHU Ha aBTOJIOKHA
TPaHCIUTAHTAIHSI Ha CTBOJIOBH KJICTKH.

Jlenanmunomun Mylan kaTo KOMOMHMpaHa Tepamnus ¢ JEKCaMETa30H WK OOPTe30MHUO U IEKCaMeTa30H
win Mendaiad ¥ MpeaHu30H (Bxk. Touka 4.2) e oKa3aH 3a JICUeHHE Ha Bb3PACTHU HAIIMEHTH C
HEJICKYBAaH 10 MOMCHTA MYJITUIIJICH MHUEJIOM, KOUTO HE Ca MOAXOJAIIN 3a TPAHCIUIaHTals.

.HeHaJ'II/II[OMI/I,Z[ Mylan, B KOM6I/IHaI_II/I$[ C ICKCAMCTAa30H, € MMOKAa34aH 3a JICUCHUC HAa Bb3PACTHU IMMALIUCHTU
C MYJITUILUICH MUECJIIOM, KOUTO Ca MOJYYUIIN IMMOHE €aHa IPEABaAPUTECIIHA TCPAIIU.

MuenoaucIUIaCTUYHA CHHAPOMH

Jlenanuaomua Mylan kaTo MOHOTEpAIIHS € [TOKa3aH 3a JICYCHUE Ha Bb3PACTHH MAIUCHTH C
TpaHC(hHY3MOHHO-3aBUCUMA aHEMUS, Th/DKAIa ce€ Ha MUEJIOAUCIUIACTUYHN CHHAPOMHE C MalTbK HJITH
cpeneH (HUBO 1) pUCK, CBBP3aHU C UTONCHETUYHATA aHOMAJTHS M30JIMPaHa JeNeus Sq, KOraTto Ipyru
TEpPaneBTUYHH OMLUHU Ca HEAOCTATHUHU WU HETOIXO SN,

MaHTeITHOKJIeThYeH JIUMBOM
Jlenamunomua Mylan kaTo MOHOTEpamnus € MOoKa3aH 3a JICYCHUE Ha Bh3PACTHH MAI[UCHTH C
peruauBupaii win pedhpakTepeH MaHTSIHOKICThYCH TUMPOM (BK. Touku 4.4 1 5.1).

®DonukynapeH suMdom
Jlenanunomua Mylan B komOuHarus ¢ putykcuma0d (antu-CD20 aHTUTSII0) € IoKa3aH 3a JICUCHUE Ha
BB3PACTHU MAIMEHTH C JICKYBaH Mpeay ToBa GoaukyiapeH gumdom (creneH 1 — 3a).

4.2 Jlo3MpoOBKa M HAYMH HA NMPUJIOKEHHE

Jledenuero ¢ .HeHaJ'II/IZ[OMI/I,Z[ Mylan TpSI6Ba Ja ce Ha6mo)1aBa OT JICKAap € OIIMT B NPUJIAraHCTO Ha
IMPOTHUBOPAKOBU TCPAIIUU.

3a BCUYKHU TTOKA3aHUS, OTTUCAHH T10-J0Iy:

. Jlo3aTta ce mpoMeHs Bb3 OCHOBA HAa KIIMHMYHUTE U JIA0OPATOPHUTE Pe3yNTaTH (BK. Touka 4.4).

. [IpenopbuBa ce amanTupaHe Ha J03aTa IO BpEMe Ha JICYEHHETO U MPH Bh300OHOBSBaHE Ha
JICYCHUETO, 32 J1a C€ KOHTPOJIHPa TPOMOOIIUTOIICHHUS CTeTIeH 3 Win 4, HEYyTPOIIEHUS HITH IpyTa
TOKCHUYHOCT CTeTeH 3 UK 4, 3a KOATO ce CMsTa, Y€ € CBbp3aHa C JICHAIUIOMUI.

. B cnyuaii Ha HeyTponeHus TpsOBa Ja ce 0OMUCIIM PHUIaraHeTo Ha PacTeXHH (PakTopu B
JICYEHUETO Ha MallieHTa.
. AKO ca M3MHHAJIM MTO-MaJIKO OT 12 yaca ciieq mpoIrycHaTa /103a, alueHThT MOXKE J1a TIPHEeMe

no3aTa. AKo ca M3MHHAIM ToBede oT 12 Jaca ciies1 mpoIycHaTa J1o3a B 00MJaifHus 4yac,
MAIMEeHTHT He TPsIOBa Ja MpreMa J103ata, a Ja MpreMe CIIe[BaIaTa 1032 B OOMJaiiHus yac Ha
clieaBalns I€H.



gO?»H[}OBKa

Hosoouacnocmuyupan mynmunier mueiom (HIMM)

L JleHaaugomMua B KOMOUHALIHS C JACKCAMETA30H A0 MPOrpecus Ha 3a00JIIBaHETO IIpHU HAIMCHTH,
KOUTO HC Ca IMOAXOJAIIH 34 TPpaHCIIJIaHTaIlnA

Jleuenue c neHANUIOMUI HE TPSAOBaA Ja ce 3armouBa, ako abcomoTHUIT Opoit Ha HeyTpoduiute (ABH)
e < 1,0 x 101 w/unu 6posT TpombomTH € < 50 x 10%/1.

Ilpenopvuumenna dosza
[IpenopbunTenHara HaYaaHa 032 JCHATUAOMU € 25 mg MepopaHO BEHBXK JHEBHO Ha 1-BU 10
21-Bu 1eH OT TTOBTAPSIIH ce 28-THEBHU ITUKIIH.

IIpenoppuntennara go3a nekcameTa3oH € 40 mg nepopasHo BEeIHBXK AHEBHO Ha 1-BU, 8-Mu, 15-TH u
22-u AeH OT MOBTApAIIHN ce 28-THeBHM NUKIIH. [lanineHTHTe MoTaT Aa MPOIBIDKAT TEpATHITA C
JIEHATMIOMUJ B TIEKCAMETA30H JI0 MPOTPECHS Ha 3a00JIIBAHETO MIJIM HEITOHOCHMOCT.

o Cmvwnxu 3a pedyyupare Ha 0ozama

JlenamooMua® Jlexcamerazon®
Hauanna moza 25 mg 40 mg
03080 HEBO -1 20 mg 20 mg
Jlo30B0 HHBO -2 15 mg 12 mg
Jlo30B0 HUBO -3 10 mg 8 mg
Jlo30B0 HEBO -4 5 mg 4 mg
Jlo30B0 HHBO -5 2,5 mg Henpunoxumo

a Pe[[yunpaHeTo Ha 103aTa U Ha JBaTa IIpoAYyKTa MOKE a C€ U3BbPIIBA ITOOTACITHO

o Tpomboyumonenus
[Tpu TpomMOoLIUTH [IpenopbunTeneH Kypc Ha JieueHue”
Cnan o <25 x 10%/1 CrpeTe NpUIOKEHUETO Ha JIEHATUAOMUT 32
ocTaHajiaTa 4acT OT L[UKbja®
O6patHo nokausane 10 > 50 x 10%/1 IToHmxeTe ¢ €IHO T030BO HUBO, KOTATO
NPOIBbIDKABATE MIPUIIOKECHUETO B CIIECABAILIUS
IIUKBJI

% AKO BB3HHUKHE JA030JIMMUTHUPAIla TOKCUIHOCT CJIE AC€H 15 ot JAaJICH NUKDBJI, IIPUITOKECHUETO HA JICHATTUAOMU L Tpi[6Ba Ja
6'1)216 MPEKbCHATO Hali-MaJIKo 3a OCTaHaJIaTa YacT OT TCKyLIUsA 28-ITHEBEH ITUKBIL.

o Abconomen bpou neympodunu (ABH) — neymponenus

IIpu ABH IIpenopbuunTeseH Kypc Ha JieueHue?

ITepsu cnag g0 < 0,5 x 10%/1 IIpexbCcHETE JICUSHUETO C JICHATHIOMU]T
OGparHo mokausane 10 > 1 x 10%/1, koraTo IIpoabmxeTe IEYCHUETO C JICHATUAOMU/ C
€JMHCTBCHUSAT HA0IF01aBaH TOKCUYCH e(heKT & HaYaJHaTa 7033 BEHBXK JTHEBHO
HEYTPOIICHUS

OG6patro nokausane 10 > 0,5 x 10%/1, xoraro ce IIpoabmkeTe IEYCHUETO C JICHATUAOMHU Ha

HAOJI0JaBaT 3aBUCHMH OT J[03aTa XEMaTOJIOTUYHN  JTI030BO HUBO -1 BEIHBK JTHEBHO
TOKCHYHH €)eKTH, Pa3IMIHU OT HEYTPOIICHHUS

3a Bceku caeasan craj nox < 0,5 x 10%/1 IIpexbCcHETE JICUSHUETO C JICHATHIOMU]T

OGparHo nokausane 10 > 0,5 x 10%/1 IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha
CIIeIBAIIOTO IT0-HUCKO JO30BO HUBO BEIHEBK
JTHEBHO.

2 [o penienue Ha JeKapsi, ak0 HEYTPOIICHUSATA € SAUHCTBEHATa TOKCHYHOCT Ha KOETO U Jia € J030BO HHBO, 100aBeTe
rpanyonuT-koaoHrocTuMympan ¢akrop (G-CSF) u noxaepxaiite 1030BOTO HUBO Ha JICHATUIOMUJL.



[Tpu xeMaToNOrHYHA TOKCHYHOCT JI03aTa JICHAJTHJOMHUJT MOXKe Ja Ce BhBeJie IOBTOPHO Ha CIIE/IBAIIOTO
MTO-BHCOKO JTO30BO HMUBO (10 HAYaJHATA J103a) TIPH MOJ00psBaHe Ha GyHKIHUATA HA KOCTHUS MO3BK
(6e3 XxeMaTONIOrMYHa TOKCHYHOCT 32 Hall-Masko 2 nocienoBarenny mukbia: ABH >1,5 x 10%/1 ¢ 6poit
tpomGonuty > 100 x 10%/1 B HaYaIOTO Ha HOB LMKEI).

L Jlenanugomua B KOMOHUHAIUS C 6ODTC30MI/I6 1 JCKCAMETA30H, NOCJICABAH OT JICHAJIHMIOMM I
M JIeKCaMEeTa30H JIO TPOrpecHst Ha 3a00JIIBAHETO MTPU MAIMEHTH, KOUTO ¢a HEMOAXOASAIIHN 33
TpaHCIIJIaHTAIIUA

Hauanno neuwenue: Jlenanuoomuo 6 kombunayus ¢ 6opme3omubd u 0eKcamemason
Jlenanuaomuz B kKoMOMHAIMA ¢ OOpTEe30MUO U JeKcaMeTa30H He TpsOBa Aa ce 3amouBa, ako ABH e
< 1,0 x 10%/1 w/unu 6posit Ha TpomGormTUTe € < 50 X 107/1.

[IpenopbunTenHaTa HavyajaHa 03a € JICHATUIOMH] 25 mg MepopaHO BEAHBXK AHEBHO B gHUTE 1-14 oT
BCEKH 2 1-AHEBEH LMKBJ B KOMOMHAIHA ¢ OopTe30MHO 1 AekcameTa3oH. bopTezomud TpsioBa na ce
IpuIara 4pe3 noakoxHa uekexius (1,3 mg/m? TenecHa MOBBPXHOCT) JBa IBTH CEAMUYHO B JHHTE 1,
4,8 u 11 ot Bceku 21-1HEBEH MUKBII. 32 MTOMBJIHATETHA HHPOPMAIIUI OTHOCHO J103aTa, CXeMarta u
KOpEKLUHTE Ha 03aTa Ha JIEKApCTBEHUTE MPOLYKTH, IPUJIAraHy ¢ JICHAJINIOMU, BIDKTE Touka 5.1 1
croTBeTHaTa KpaTka XapakrepucTuka Ha IpOayKTa.

[IpenopbuBat ce 10 oceM 21-1HEBHU JieueOHU MUKBIA (24 CEIMUIN HAa HAYATHO JICUCHHE).
IIpomsmkasario nedeHne: JIeHATUIOMUI B KOMOWHANINSA € JEKCAMETa30H J0 MTPOTPECHS

IIpoabmxeTe neHaNUIOMU 25 Mg NepopaHO BEAHBK AHEBHO B THUTE 1-BU 10 21-BU OT MOBTapAIIU
ce 28-THEBHU UKIIM B KOMOWHAIHS C JIeKcaMmeTa3oH. JleueHneTo TpsOBa J1a MPOIBIKY JI0 POTPecHs

Ha 3a00JIIBaHETO WUJIU HEMpUEMJIMBa TOKCUYHOCT.

o Cmwnku 3a pedyyupane Ha 003ama

JlenampoMug®
Havanna noza 25 mg
Jlo30B0 HEBO -1 20 mg
J1030B0 HHBO -2 15 mg
J1030B0 HHBO -3 10 mg
Jlo30B0 HHMBO -4 5 mg
J1030B0 HMBO -5 2,5mg

a PenyunpaHeTo Ha 03aTta 3a BCUYKU IIPOAYKTHU MOKE Jia CTaBa MMOOTACIITHO

o Tpomboyumonenus
IIpu TpoMOoOIIHTH
Crnan mo < 30 x 10%1
OGparHo mokausane 10 > 50 x 10%/1

[IpenoppunTeNIeH KypC Ha JICUCHHE
[IpexbcHETE JIEUCHUETO C JICHATHIOMHUT
[Ipoxpmkere npueMa Ha JICHATUIOMU]T HA
JI030BO HUBO -1 BEJHBK JTHEBHO
[IpexbcHETE JIEUCHUETO C JICHATHIOMHUT
[Ipoapmkere npueMa Ha JICHATUIOMU]T HA
CIICIBAII[OTO IIO-HUCKO J030BO HUBO BEIHBIK
JTHEBHO

3a Besko cneasao cnagane mox 30 x 10%/1
OGparHo mokausane 10 > 50 x 10%/1

. Abcoaromen 6poti neympouiu (AbBH) — neymponenus

ITIpu ABH

[IpenoppunTeneH Kypc Ha JiedeHue®

ITspBu ciag o < 0,5 x 10%/1

O6parro nokausane 10 > 1 x 10%/1, koraTo
SIMHCTBEHUAT HAOJII01aBaH TOKCHUYEH €EeKT ¢
HEYTPOIEHHUS

[IpexbcHETE TEUCHUETO C JCHATUIOMU
[Iponwsmkere mpuemMa Ha JICHATHIOMU]T C
HavyaJIHATA 1034 BEAHEXK JHEBHO

OGparHo nokausane 10 > 0,5 x 10%/1, xoraro ca
HaOJr0/IaBaHM 3aBUCHMU OT J103aTa

[Ipoxpmkere npueMa Ha JCHATUIOMU]T HA
JI030BO HUBO -1 BEAHBX JHEBHO




ITpu ABH

XEMAaTOJIOTMYHH TOKCUYHU €(EKTH, pa3IUUHU OT
HCYTPOIICHHUS

3a Bceku caenpani ciaz nog < 0,5 x 10%/1
OGparHo mokausane 10 > 0,5 x 10%/1

[IpenoppunTeneH Kypc Ha JiedeHue®

[IpexbcHETE TEUCHUETO C JCHATUIOMU
[Ipoxpmkere npueMa Ha JCHATUIOMU]T HA
CJIEIBAII[OTO ITO-HUCKO J030BO HUBO BEIHBIK
JTHEBHO.

2 Tlo pemieHue Ha JieKapsi, aKo HEYTPOIICHUATA € €IMHCTBEHATa TOKCHYHOCT Ha KOETO U J1a € JI030BO HHUBO, Jlo0aBeTe
rpa”yjonuT-konoHnoctumynupain ¢pakrop (G-CSF) u moxapprkaiite 1030BOTO HUBO Ha JICHATUIOMHUI.

L JleHaMMIOMMJT B KOMOWHALINS C Mend)anaH W IPCAHU30H, IMOCICABAHN OT IMOJABPXaIia
TCpalui C JCHAJIUIOMUA, IMMPH NAIWMCHTH, KOMTO HEC Ca NOAXOAANIHN 34 TPAHCIIJIIAHTAIUA

Jleuenue ¢ IeHANTUIOMU He TPAOBa 1a ce 3arnousa, ako ABH e < 1,5 x 10%/1 w/unu 6post TpoMOOLHTH
e<75x10%1.

IIpenopvuumenua doza

[IpenoppunTennaTa HayagHa qo03a € JeHanuaomua 10 mg nepopaiHo BEAHBXK AHEBHO B JTHUTE 1-BH
10 21-BY OT MOBTapsILK ce 28-AHEBHU LUKIIH 32 MakCUMyM 9 mukbia, Mendanan 0,18 mg/kg
MIEPOPATIHO Ha 1-BH J10 4-TH JCH OT MOBTAPSAIIM Ce 28-THEBHM LIUKJIH, IPSIHN30H 2 mg/kg nmepopaiiHo
Ha 1-BH 110 4-TH IeH OT MOBTAPSIIIH c€ 28-THEBHU ITUKITH. [laruenTiTe, KOUTO 3aBHPIIAT 9 MUKBIIA
WM KOWUTO HE ca B ChbCTOSIHME J1a 3aBbpIIaT KOMOMHHUpaHaTa Tepanus Nopaayd HEHOHOCUMOCT, Ce
JIEKyBaT ¢ MOHOTEpaNusl C JICHATUIOMH/I, KakTo ciensa: 10 mg mepopaiHo BeIHBK JHEBHO Ha 1-BH
110 21-BH IeH OT MOBTAPSIIH c€ 28-THEBHU ITUKIIN J0 MIPOTpecHs Ha 3a00IIBaHETO.

. Cmwnxu 3a pedyyupane na 0o3ama
JlenamuooMug Mendanan [Ipeanuzon
Havanna nosza 10 mg* 0,18 mg/kg 2 mg/kg
J1030B0 HHBO -1 7,5 mg 0,14 mg/kg 1 mg/kg
Jo30B0 HIBO -2 Smg 0,10 mg/kg 0,5 mg/kg
Jlo30B0 HUBO -3 2,5 mg Henpunoxxumo 0,25 mg/kg

? AKO HeyTpOIIEHHUSATA € EAMHCTBEHATa TOKCHYHOCT Ha KOETO U J1a € J030BO HUBO, J0OaBETE rPaHyJIOLHUT-
kosnoHuoctuMynupain paxrop (G-CSF) u nonappxaiite 1030BOTO HUBO Ha JICHATUAOMHUL

o Tpomboyumonenus

[Tpu TpomMOoLIUTH [IpenoppunTeneH Kypc Ha JIeUeHHE

ITepsu cnag o < 25 x 1071
O6patHo mokausaHe 10 > 25 x 10%/1

IIpexkbCcHETE JICUSHUETO C JICHATHIOMU]
IIpoabimkeTe TEYCHUETO C JICHATTUIOMHUIT U
Mendalal Ha 030BO HUBO -1

3a Bceku ciaenani craf mox 30 x 10%/1
O6parro nokausane 10 > 30 x 10%/1

IIpexkbcHeTE JEUEHUETO C JICHATUIOMU
IIpoabmkeTe IEYCHUETO C JICHATUAOMHU Ha
CJICBAIIIOTO ITO-HUCKO JT030BO HUBO (I030BO
HUBO -2 WM -3) BEIHbK THEBHO

o Abconomen bpou neympodunu (ABH) — neymponenus

TIpu ABH

[IpenoppunTeneH Kypc Ha JeueHne”

ITepsu cnan g0 < 0,5 x 10%/1

OG6parHo nokausane 10 > 0,5 x 10%/1, xoraro
€MHCTBEHUAT HaOII01aBaH TOKCUYEH e(eKT e
HEYTPOTICHUSI

IIpexbcHETE JICUSHUETO C JICHATHIOMU]T
IIpoabmxeTe IEYCHUETO C JICHATUAOMU/I C
HayaJIHaTa 1034 BEAHEK JHEBHO

OGparHo nokausane 10 > 0,5 x 10%/1, xoraro ca
HAOJI0JaBaHY 3aBUCHMU OT J03aTa
XEMAaTOJIOTHYHH TOKCHYHHU e(DEeKTH, pa3IniHu OT
HEYTpPOTICHUS

IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha
JIO30BO HHUBO -1 BEIHBK JHEBHO




IIpu ABH [IpenoppunTeneH Kypc Ha JeueHue®

3a Bceku cueasan crag nox < 0,5 x 10%/1 IIpexbcHETE JICUSHUETO C JICHATHIOMU]T

O6parro nokausane 10 > 0,5 x 10%/1 IIpoabmkeTe IEYCHUETO C JICHATUAOMHU Ha
CJIENIBAIIOTO MO-HUCKO JI030BO HUBO BEIHBK
JTHEBHO

2 [o penienue Ha JeKapsi, ak0 HEYTPOIICHUSATA € SAUHCTBEHATa TOKCHYHOCT Ha KOETO U Jla € J030BO HHBO, 100aBeTe
rpanyIonuT-koaoHrocTuMympan ¢akrop (G-CSF) u noxaepxkaiite 1030BOTO HUBO Ha JICHAIHIOMUJL.

) TMopabpskalia Tepanus ¢ JSHAIWIOMUJL IPY MAIMEHTH, KOUTO ca OWJIM II0JUIOKEHN Ha
aBTOJIOKHA TpaHcIIaHTauusa Ha cTBoJIoBU KIeTKH (ATCK)

[Moxnbpxkainara Tepamnus ¢ JICHATHIOMHU] TPSAOBA J1a 3aTI0YHE CJIe]T aICKBATHO XEMAaTOJIOTHYHO
BB3cTaHoBsBaHe cien ATCK mpu nmaruenTu 6e3 manHM 3a mporpecus. JIeHamumoMug He TpsOBa 1a ce
3amousa, ako ABH e < 1,0 x 10%/1 w/unu 6post Ha TpomGonutute € < 75 x 10%/1.

IIpenopvuumenna 0o3za

[Ipenoppuntennara HavyanHa 103a € JeHauaomMua 10 mg nepopaiHo BeAHBK JTHEBHO 0€3 MPeKbCBaHE
(B mHUTE OT 1-BM 10 28-MU Ha MOBTAPSILY ce 28-THEBHU LIUKJIM), IPUJIarad J0 Iporpecus Ha
3a00JISIBAHETO WIIM MOsIBa HA HEMOHOCUMOCT. Crell 3 UMKbIa NOAbPKALIO JICUEHHE C JICHATHIOMU
Jl03aTa MOJXKe J1a c€ YBEIMYH 10 15 mg nepopanaHo BeIHBXK JHEBHO, aKO CE IIOHAC.

. Cmwnku 3a pedyyupane na 003ama
Hayvasnna no3za (10 mg) Ako no3ara ¢ nosurieHa (15 mg)*
Jo30B0 HEBO -1 5mg 10 mg
Jlo30B0 HHBO -2 5 mg (muum 1-21 Ha Bceku 28 HN) 5 mg
J1030B0 HHBO -3 Henpunoxumo 5 mg (mam 1-21 Ha Bceku 28 mHM)
Jla He ce naBa no3a mox S mg (muu 1-21 Ha Bceku 28 HN)

2 Cnen 3 HMKBJIA MOAIBPIKAILO JEUCHUE C ICHATUIOMUI, 103aTa MOXKE J1a c€ YBEJIUUH 10 15 mg nepopaiHo BeAHBX AHEBHO,
aKo ce ToHacs.

. Tpomboyumonenus

[Tpu TpoMOOLIUTH [IpenoppunTeNicH Kypc Ha JCUCHHE

Cnan o < 30 x 10%/1 [IpexbCcHETE JIEUCHNUETO ¢ JICHATHIOMH]T

O6parro nokausane 10 > 30 x 10%/1 [Iponwsmkere mpuemMa Ha JICHATHMIOMU Ha
JI030BO HUBO -1 BEIHBK JTHEBHO

3a Bcako ciensario cnagase mox 30 x 10%/1 [IpexkbCcHETE JCUCHUETO C JICHAIUIOMUL

O0patHO mokauBaHe 10 > 30 x 10°11 [Iponpmkere J€UEHUETO C JICHATUAOMUI Ha
CJIEIBAII[OTO ITO-HHUCKO J030BO HUBO BEIHBIK
JTHEBHO

o Abconomen bpou neympodunu (AbBH) — neymponenus

IIpu ABH [IpenoppunTeneH Kypc Ha JiedeHue®

Cmanx g0 < 0,5 x 10%/1 [IpexbCcHETE JICYCHUETO C JICHATHMIOMIT

O6patHo nokausane 10 > 0,5 x 10%/1 [Iponwsmkere mpuemMa Ha JICHATHIOMU Ha
JI030BO HHBO -1 BEIHBX JHEBHO

3a Bcako ciaeasamo crnagane nog < 0,5 x 10%/1 [IpexbcHETE JIEUCHNUETO C JICHATHIOMHIT

O6parHo nokausane 10 > 0,5 x 10%/1 [Ipoawsmkere JEUCHUETO C JICHATHUIOMHU Ha
CJIEABALIOTO MO-HHUCKO JJO30BO HMBO BEIHBK
JTHEBHO

2 [o pemenue Ha JeKapsi, ak0 HEYTPOIICHUSATA € SAUHCTBEHATa TOKCHYHOCT Ha KOETO U Jia € J030BO HHUBO, 100aBeTe
rpanyonuT-koaoHrocTuMympan ¢akrop (G-CSF) u noxaepxaiite 1030BOTO HUBO Ha JICHATUIOMHUJL.

Mynmunnen muenom ¢ none eona npedxodxcoauia mepanus

Jleyenue ¢ neHanmuaOMus He TpsAGBa 1a ce 3anousa, ako ABH < 1,0 x 10%/1 u/umu 6post TpoMGOIUTH
<75 x 10%/1 unu, B 3aBUCUMOCT OT UHPUITPALMS HA KOCTHHUSA MO3BK OT IUIA3MEHH KJIETKH, OpOSIT
TpomGonuty < 30 x 10%/1.




Ipenopvuumenna 0o3a

IIpenmoprunTeTHaTa HaYaJIHA 7032 JICHATUAOMU € 25 mg IepopalHO BEAHEK JHEBHO Ha 1-BH 110
21-Bu JIeH OT MOBTapsIK ce 28-qHeBHU UK. [IpenoppunTennara qo3a nekcamerason e 40 mg
MepOpaIHO BeAHBXK JHEBHO Ha 1-Bu A0 4-1U, 9-T1 10 12-TM 11 17-T11 10 20-TU J€H OT BCEKU 28-THEBEH
IIAKBII 32 TEPBUTE 4 ITUKBJIA HAa TepanusaTa U ciie ToBa 40 mg BeHBXK JHEBHO Ha 1-BH 110 4-TH IeH Ha
BCEKU 28 MHU.

[IpennucBamnure iekapu TpssOBa BHUMATEIIHO J1a IPEUEHAT KOS 7032 JIEKCAaMETa30H Jia U3II0JI3BAT,
KaTo B3eMarT MPEIBUJ] ChbCTOSHUETO U OOJIECTHHUS CTATYC Ha MalUeHTa.

. Cmwnku 3a pedyyupane na 003ama
Hauanna noza 25 mg
Jlo30B0 HEBO -1 15 mg
Jlo30B0 HHBO -2 10 mg
Jlo30B0 HEBO -3 5mg

. Tpomboyumonenus
[Tpu TpoMOOLIUTH [IpenoppunTeNicH Kypc Ha JCUCHHE
[TspBonauanHo, ciaz 10 < 30 x 10%/1 [IpexkbcHETE TEUCHUETO C ICHATUIOMU
O6parro nokausane 10 > 30 x 10%/1 [IpoawsmkeTe JEYCHUETO C JICHATHUIOMU Ha

JI030BO HHBO -1

3a BcekH ciaensaln craf moa 30 x 10%/1 [IpexbcHETE TEUCHUETO C ICHATUIOMU
OGparHo nokausane 10 > 30 x 10%/1 [Iponwpmkere I€UEHUETO C JICHATUAOMUT Ha

CIIE/IBAIIOTO TTO-HUCKO JJ030BO HUBO (Z030BO
HUBO -2 WK -3) BEOHBX THEBHO. Jla He ce
JI03Mpa NOJ 5 mg BEAHBK AHEBHO.

o Abconomen bpou neympodunu (ABH) — neymponenus

IIpu ABH IIpenopbumnTeeH Kypc Ha jeueHue?
[TspBonauanHo, cnaz 10 < 0,5 x 10%/1 [IpexbcHETE JTEUCHUETO C JICHATUIOMU
OG6parHo nokausane 10 > 0,5 x 10%/1, xoraro [IpoabpmkeTe ICUCHUETO C JICHATUAOMU/, C
SIMHCTBEHUAT HAOJII0TaBaH TOKCHUYEH €EeKT ¢ HayajiHaTa /103a BEAHBK JHEBHO
HEYTPONCHUS

OG6parHo nokausane 10 > 0,5 x 10%/1, xoraro ca [Iponwpmkere I€UEHUETO C JICHATUAOMUT Ha

HAOJI0JaBaHY 3aBUCHMH OT J03aTa XEMaTOJIOTUYHU  J030BO HUBO -1 BEIHBK JTHEBHO
TOKCHYHH €()eKTH, Pa3IMYHU OT HEYTPOTICHHUS

3a Bceku caeasan crag nox < 0,5 x 10%/1 [IpexbcHETE JIEUCHUETO C JICHATHIOMHUT

OGparHo mokausane 10 > 0,5 x 10%/1 [Iponwpmkere T€UEHUETO C JICHATUAOMUT Ha
CJIEIBAIIIOTO TTO-HHCKO JI030BO HUBO (7030BO
HUBO -1, -2 wim -3) BenHBXK AHEBHO. Jla HEe
ce J03MUpa Moj 5 mg BEAHBK JHEBHO.

2 1o peuieHue Ha JieKapsi, aK0 HEYTPOIICHUSTA € SIMHCTBEHATa TOKCHYHOCT Ha KOETO U Jia € J030BO HHBO, 100aBeTe
TPaHyJIOLMT-KOJIOHHOCTHUMYJIHPAL] (haKT - M TIOUIbPKaiTe JO30BOTO HUBO HA JIEHATUIOMHUI.
aHYJI0 0JIOHHOC aj aktop (G-CSF (o) alTe J030BOTO 0 Ha JICHAJIHUIO

Muenoducniacmuuru cunopomu (MJIC)
JleuenueTo ¢ NeHanuaoMK He TpsAbBa 1a 3arnousa, ako ABH e < 0.5 x 10%/1 u/unu 6post TpoM6oLnTH
e <25x 10%1.

IIpenopvuumenna doza
IIpenmoprunTenHaTa HadaIHa A03a JeHaTuaoMu ¢ 10 mg mepopaiHo BEIHBXK JHEBHO Ha 1-Bu 10 21-
BU JICH OT MOBTAPSIIH Ce 28-THEBHU IUKITH.

. Cmuwnxu 3a pedyyupate Ha dozama
Hauanna mo3a 10 mg BenHBXK AHEBHO B THU 1 110 21 HA Beeku 28 nHA
03080 HEBO -1 5,0 mg BemHBK THEBHO B AHM 1 10 28 Ha BCekw 28 THU
J1o30BO HHMBO -2 2,5 mg BeAHBX AHEBHO B 1HU 1 10 28 Ha Bceku 28 nHU
Jo30B0 HUBO -3 2,5 mg npe3 aeH 1 1o 28 Ha Bceku 28 1HU




o Tpomboyumonenus

[Tpu TpomMOoOLIUTH

[IpenoppunTeneH Kypc Ha JIeUEHHE

Cran 1o <25 x 10%/1

O6patHo mokausane 10 > 25 x 10%/1 -

<50 x 10%1 B ioHe 2 ciyyast 3a > 7 JHA WA
KOTaTo OpPOST TPOMOOIIUTH CE BH3CTAaHOBH
Ha > 50 x 10%/1 no

BCSIKO BpeMe

[IpexbcHeTe JIeYeHUETO ¢ JICHATTNIOMUT
[IpoxwmkeTe JIeYEHUETO € JICHATUIOMHU]T Ha
CJIEJIBAIIIOTO MO-HUCKO T030BO HUBO (J1030BO
HUBO -1, -2 i -3)

o Abconomen bpou neympodhunu (ABH) — neymponenus

Tlpu ABH

[IpenoppunTeneH Kypc Ha JIeUeHHE

Cnan o < 0,5 x 1071
OGparHo nokausane 10 > 0,5 x 10%/1

[IpexbcHeTe JIeYEHUETO ¢ JICHATTNIOMU/T
[IpoabinkeTe NTEUSHUETO C JICHATUIOMUT Ha
CJIEJIBAIIIOTO MO-HUCKO T030BO HUBO (ZI030BO
HUBO -1, -2 wm -3)

Cnupare Ha 1eHATUOOMUO

JleuenneTo ¢ TeHaNUIOMUJ TPSOBaA Aa ce CIpe NpH MAUeHTH 0e3 MoHe cad epUTPOUICH OTTOBOP B
pamkuTe Ha 4 Mecelra OT Ha4aJl0ToO Ha TeparusiTa, MposBeH upe3 none 50% HamaneHune Ha
HEOO0XOIUMOCTTA OT TpaHC(Y3Hs UK aKo He ca TpaHc]ysupanu, 1 g/dl noBuieHne Ha XeMOrI00uHa.

Manmennoxnemvuen aumchom (MKJI)
Ipenopvuumenna 0oza

HpCHOp’B‘lI/ITeJ'IHaTa HaydaJIHa J03a JICHAJIUIOMU € 25 mg nepopajHoO BEAHBK JHCBHO B THUTC 1-Bu

110 21-BH OT IOBTApAIIH ce 28-THCBHH ITUKIIH.

. Cmvnku 3a pedyyupane na 003ama

Hauamna nosa

25 mg BeAHDBK JHEBHO B 1HU 1 110 21 Ha Bceku 28 U

Jlo30Bo HHBO -1

20 mg BeaHbK AHEBHO B 1HU 1 10 21 Ha Bceku 28 nHU

Jlo30BO HHMBO -2

15 mg BenHbXK AHEBHO B HU 1 710 21 HA Bceku 28 nHU

J1030BO HHBO -3

10 mg BemHBXK AHEBHO B THU 1 110 21 HA Bceku 28 nHA

Jlo30BO HHBO -4

5 mg BeAHBXK AHEBHO B THU | 1m0 21 Ha Bceku 28 qHU

J1030BO HUBO -5

2,5 mg BeAHBX AHEBHO B 1HU 1 10 21 Ha Bceku 28 binzizt
5 mg npe3 feH B auu 1 10 21 Ha Bceku 28 nHU

! B crpanu, KbIETO ce Ipejyiara KancyJara ot 2,5 mg.

o Tpomboyumonenus

IIpu TpoMOOIIHTH

Cran o < 50 x 10%/1

O6patHo mokausane 10 > 60 x 10%/1

[IpexbCcHETE JIEYEHUETO C JIEHATUIOMU U
npasete bJaHa KpbBHA KapTuHa ([TKK) Haii-
MAaJIKO Ha BCEKU 7 THHU

IIpoawmxkere JIeYEHUETO C JIEHATUAOMHU] HA
CJICABALIOTO MO-HHUCKO JO30BO HUBO (JO30BO
HHUBO -1)

3a Bceku ciensa criaf mon 50 x 10%1

OGparHo mokausane 10 > 60 x 10%/1

IIpexkbcHETE JIEUEHUETO C JICHATUIOMU U
npasere [IKK naii-manko Ha Bceku 7 THU
[Ipoawmxere Ie4eHUETO C ICHATMIOMUA Ha
CJIEABALIOTO IIO-HUCKO JJ030BO HUBO (JJO30BO
HUBO -2, -3, -4 wnwm -5). He mpmtaraiite mo3a mox
JI030BO HMBO -5




o Abconomen bpou neympodhunu (ABH) — neymponenus

IIpu ABH [IpenoppunTeneH Kypc Ha JIeUEHHE
Cmanx g0 < 1 x 10%1 3a Haii-Manko 7 JHHA WA IIpexbcHETE JICUCHUETO C JICHATHIOMU 1
Crman 10 < 1 x 10%1 ¢ aconuupana BUcOKa npasete I1IKK Haii-manko Ha Bceku 7 THH

Temreparypa (TeJaecHa
temmneparypa > 38,5 °C) niu
Cnap o < 0,5 x 10%1

OGparHo mokausane 10 > 1 x 10%/1 IIpoabmxeTe IEYCHUETO C JICHATUAOMU Ha
CJICIBAIIIOTO IO-HUCKO JTI030BO HUBO (I030BO
HUBO -1)

3a Bceku cuensam crnag nox 1 x 10%1 3a Haii- IIpexkbCcHETE JICUSHUETO C JICHATHIOMU]

Masiko 7 mHH wim criag o < 1 x 10%1 ¢

acolMMpaHa BUCOKa TeMIlepaTypa (TelecHa

temneparypa > 38,5 °C), nnu criag

10<0,5x 101

OGparHo mokausande 10 > 1 x 10%/1 IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha
CJICBAIIIOTO ITO-HUCKO JI030BO HUBO (7I030BO
HUBO -2, -3, -4, -5) BeAHBX qHEBHO. He
MpHUJIaraiTe J103a Mo J030BO HHUBO -5

Donuxynapen mumgpom (DJI)
Jleuenue ¢ JeHANUIOMU He TPAOBa 1a ce 3amousa, ako ABH e < 1 x 10%/1 u/unu 6posT TpoMOOLUTH €
<50 x 10%/1, ocBeH aKko He € BCIEACTBHUE Ha HHPUITPUPAHE HA KOCTHHS MO3BK OT TMM(OMA.

Ipenopvuumenna 0o3a

IIpenoppunTennara HayanHa go3a JeHanuaoMus € 20 mg nepopaiHo BEAHBX AHEBHO B JHU 1 10 21
OT MOBTAPSIIM ce 28-THEBHH UKIIN 32 MakCUMyM 12 neueOHM nukbia. [Ipenopruntennara HadanHa
no3a purykcuMab e 375 mg/m? uHTpaBeHo3HO (i.v.) Beaka ceamuna B ukbea 1 (mam 1, 8, 15, u 22) n
neH 1 ot Bcexku 28-aHeBeH IUKBII 3a IUKIH 2 10 5.

o Cmovnku 3a pedyyupare Ha 0o3ama
Hauanna mo3a 20 mg BemHBXK AHEBHO B 1HU 1-21, Ha BCceku 28 nmHU
03080 HEBO -1 15 mg BenHBX MHEBHO B aHM 1-21, Ha Bcekn 28 mHU
J1o30BO HHMBO -2 10 mg BenHBX AHEBHO B 1HU 1-21, Ha Bceku 28 n1HU
J1030BO HHBO -3 5 mg BeAHBK AHEBHO B HU 1-21, Ha Bceku 28 nHU

3a KOpEeKINH Ha J]03aTa IMOPaJd TOKCUYHOCT Ha PUTYKCUMA0 BIDKTE ChOTBETHATA KPaTKa
XapaKTepUCTHUKA Ha IPOIYKTA.

. Tpomboyumonenus

IIpu TpoMOoTIIITH IIpenopbunTENeH Kypc Ha JICUEHUE

Crmanx o < 50 x 10%/1 [IpexbcHETE JICUCHUETO C JICHATHIOMU/ 1
npasere [IKK naii-manko Ha Bceku 7 THU

OGparHo mokausase 10 > 50 x 10%/1 [Iponpmkere T€UEHUETO HA CIEABALIOTO TI0-
HHCKO JT030BO HHUBO (JI030BO HHUBO -1)

3a Bceku caeasan crnag nox 50 x 10%/1 [IpexbcHETE JCUCHUETO C JICHATHIOMU/ 1
npasere [IKK naii-manko Ha Bceku 7 THU

OO0patHO mokauBaHe 10 > 50 x 10°11 [Ipoapmkere I€UEHUETO C JICHATUAOMUT Ha

CJICAIBANIIOTO TIO-HUCKO JJO30BO HHUBO (JJ030BO
HUBO -2, -3). He mpuaraiite 1o3a moj
JI030BO HUBO -3.
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o Abconomen bpou neympodhunu (AbH) - neymponernus

IIpu ABH [IpenoppunTeneH Kypc Ha jieyeHue *

Cman < 1,0 x 10%/1 3a Hali-manko 7 JHU WK IIpexbCcHETE JICUSHUETO C JICHATHIOMU H
Crman g0 < 1,0 x 10%/1 ¢ aconuupana Bucoka npasere [TIKK Haii-manko Ha Bceku 7 qHU
TeMmreparypa (TenecHa remmeparypa > 38,5°C),

170131

Cnap o < 0,5 x 10%1

OGparHo nokausane 10 > 1,0 x 10%/1 IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha

CJIEIIBAIIOTO MO-HUCKO JT030BO HUBO
(mo3o0Bo HUBO -1)

3a Bceku cnenpan crnag nox 1,0 x 10%1 3a naii- IIpexbCcHETE JICUCHUETO C JICHATHIOMU |

Masiko 7 mHu wim ciag o < 1,0 x 10%1 ¢ npasete [IKK naif-manko Ha Bceku 7 1HU

acollMMpaHa BUCOKa TeMIiepaTypa (TelecHa

temmneparypa > 38,5°C), i caz g0 < 0,5 x 107/1

OG6parHo nokausane 10 >1,0 x 10%/1 IIpoabmxeTe IEYCHUETO C JICHATUAOMU Ha
CJIEIBAIOTO ITO-HUCKO JJO30BO HUBO
(mo3oBo HUBO -2, -3). He mpumaraiite mo3a
II0JT T030BO HUBO -3

“Tlo NpCICHKA Ha JICKaps, akO HCYTPOIICHUATA € €ANHCTBEHATA TOKCUIHOCT Ha KOCTO U J1a € J030BO HUBO, /:[06aBeTe G-CSF

Manmennoxnemvuen aumpom (MKJI) uru poruxynapen aumgom (DJI)

Tymop-nusuc cunopom (Tumour lysis syndrome, TLS)

Bceuukuy narpieHTd TpsiOBa 1a moaydart npoduiakTika 3a TLS (anomypuHod, pa30yprKasa Win
EKBHMBAJICHT cIriope] oUIIMATHUTE HACOKH) U 1a ObJaT J00pe XuapaTupaHu (IIEpopaiHo) mpe3
IbpBaTa CEIMUIIA OT ITEPBUSI UK WU 32 MO-TMPOIBIKUTEIICH MIEPHUOJ, aKO € KIIMHIUYHO MTOKA3aHO.
3a na ce cnenu 3a TLS, TpsOBa na ce mpoBexaa HabOp OT OMOXMMHYHU H3CIICBAHMS SKECEIMUIHO
Mpe3 MbPBUS IUKBI U KAKTO € KIIMHUYHO ITOKa3aHo.

Jlenamumomu Moxke 1a Obae MPOABIDKEH (KaTo Ce 3alasy 103aTa) Mpy MaIrueHTH ¢ Jadopatoper TLS
v kiuHudeH TLS creneH 1, wim no mpeneHka Ha Jiekaps Jla ce HaMaJIld J03aTa ¢ €JHO HUBO U Jia ce
MPOABIDKH JICHATHIOMK . TpsiOBa J1a ce OCUI'YpH aKTHBHA HHTPABEHO3HA XUAPATALIUS U ITOAXOIAII0
MEAMIIMHCKO JICYCHHUE CIIOPEl MECTHHS CTAHIAPT 3a MoJIaraHe Ha MPUXKH 10 KOPUTUpaHe Ha
EJIIEKTPOJIMTHUTE aHOMaIMH. MoXe Jla € HeoOX0uMa Tepaltus ¢ pa30ypuKasa, 3a J1a ce HaMaJH
XUTEPYPUKEMUSTA.

XocmuTanu3aysara Ha TapeHTa € 1Mo IpeleHKa Ha JIeKapsl.

[Ipu manmenTn ¢ kauardeH TLS crenen 2 10 4, npekbCcHETE TEHATUAOMUJ U IPOBEXKIAlTe HA0OP OT
OMOXVIMHYHY H3CIIEABAHMS €KECEIMUTHO HITH KaKTO € KIMHUYHO Toka3aHo. TpsOBa fa ce ocurypu
AKTHBHA MHTPABCHO3HA XUIPATALUs U IMOAXO A0 MEIUIIUHCKO JICUCHUE CIIOPE] MECTHHUS CTaHIapT
3a [oJIaraHe Ha TPYKH JI0 KOPUTHUPAHE Ha CJICKTPOIIMTHUTE aHOMalInu. Tepanusra ¢ pa30ypuKasa u
XOCITMTANIN3AIMATA Ca TI0 TpetrieHKa Ha Jiekapsi. Korato TLS ormrymu no crenen 0, mogHOBeTe
JICHATUIOMUJ Ha CIIEABAIIOTO IMO-HUCKO HUBO TI0 IIPEIICHKA Ha Jiekaps (BX. Touka 4.4).

Peaxyus na akmusupane na mymopa

o mpenienka Ha JieKaps JICHATUIOMU MOKe [1a ObJie IPOABIDKECH MPU MALMEHTH C PEaKLUs Ha
aktuBrpane Ha Tymopa (Tumor flare reaction, TFR) crenen 1 nnu 2 6e3 npekbCBaHE WU U3MEHEHHE.
Ilo nmpenenka Ha nekapst MOXKe J1a Ce MPHIIOKU TEPAIUs ¢ HECTEPOUIHHU NPOTUBOBB3NAINTEIIHA
cpenctBa (HCIIBC), KopTHKOCTEpOUAH, C OTpaHIYEHA MTPOIBIIKUTETHOCT, H/UIN HAPKOTUIHH
ananretund. [Ipu manuentu ¢ TFR crenen 3 wiu 4 cripeTe IEYSHUETO C JICHATUIOMHU/T U 3aII0YHETE
tepanust ¢ HCIIBC, koptukocteponu u/nnn HapkoTuaHu ananretuiy. Koraro TFR otmrymu 1o

< cTeneH |, MOIHOBETE JIEUEHUETO C JIEHATUAOMHI Ha CBIIOTO JO30BO HUBO 33 OCTaHAJIATa 4acT OT
nukbia. [lanuenture Morat na ObIaT JEKyBaHH 32 IPEOJOISIBAHE HA CUMIITOMHUTE CIIOPEA HACOKUTE
3a neyenueTo Ha TFR crenen 1 u 2 (Bk. Touka 4.4).

Bcuuku noxazanus

IIpu apyrw MpOsIBM HAa TOKCHYHOCT OT CTENeH 3 WiH 4, 3a KOUTO € TIPEIIeHEHO, Y€ ca CBhP3aHU C
JIEHATUIOMU, JICUCHUETO TPsIiOBa J1a ce CIpe U Ja c€ Bb30OHOBH Ha CJICIBAIIIOTO TIO-HUCKO JO30BO
HUBO, KOTaTO TOKCUYHOCTTA IOCTUTHE CTEMEeH < 2 MO0 MpeLeHKa Ha JeKapsl.
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IIpu xoxkeH OOpHB OT cTeneH 2 WK 3 TpssOBa /1a ce OOMUCITH MPEKbCBaHE WK CIIMPaHEe Ha
neHanuaoMu. JleHanuaoMua TpssOBa Ja ce cIipe Ipu aHruoeeM, aHa(hUIIaKTHIHA peaKys, OOpUB OT
cteneH 4, ekchonuaTuBeH WK OyJI03eH 00pPUB MK aKo ce OJ03Uupa CHHAPOM Ha Stevens-Johnson
(SJS), Toxcnuna enmmuepmaHa Hekpou3a (toxic epidermal necrolysis, TEN) minm nekapcTBeHa
peakius ¢ eosuHoduans u cuctemun cumnromu (DRESS) u He TpsiOBa 1a ce 3amo4Ba OTHOBO CIIE
CHHpaHe NopaJgy TOPHUTE PEaKLINH.

Cneyuannu nonyiayuu

o INenmarpuyna momysars

Jlenanugomun Mylan He TpsiOBa Aa ce mpwujara Ipu Aela U I0HOLIH OT pakaaHeTo A0 mox 18 roguau
nopajau cbo0pakeHus 3a 6e30MacHOCT (BXK. Touka 5.1).

o Crapuecka Bb3pact

Hanuunute nmoHacrosiieM ¢papMakOKHHETUYHH JTAHHU Ca OMKCAHU B TOYKA 5.2. B KITUHUYHU
MIPOYYBaHUS JICHATHIOMU]] € OWJI IpUjIaraH Ha MAIUeHTH C MYJITUIUICH MUEIIOM Ha Bh3pacT 10

91 ronuHM, Ha MTANMEHTH C MUEIIOIUCIIIACTUYHHI CHHIPOMH Ha Bh3pacT JI0 95 TOMWHM U HA TTAIMEHTH
¢ MaHTETHOKJIEThYCH TUM(OM Ha BB3pacT 10 88 roguHu (BXK. Touka 5.1).

TBi KaTO € MO-BEPOSITHO MAIMEHTUTE B CTAPUECKa BH3PACT Jia IMaT HaMalleHa Ob0pevHa QpyHKIHsL,
TpsiOBa BHUMATEITHO JIa C€ M0I0Mpa jJ03aTa 1 OM OMJIO pa3yMHO Ja ce clieau 0bOpeuHaTa pyHKIUs.

HOGO()HCIZHOCW[MMMPQH MYyAmunjiien Mueilom. nayuenmu, Koumo He ca nodxod;m;u 3a
mpancnianmayus

HaLII/IeHTI/ITe C HOBOAMArHOCTUIIMPAH MYJITUIUICH MUCIIOM Ha Bb3pacCT 75 u moBe4de TOOWHHA TpH6Ba
BHHUMATCIIHO [1a CC OLICHABAT, IPCAU Aa CC 0OMUCIIS JICUCHUE (B)K. TOYKa 44)

[Tpu nanmenTr Ha 75-roAWIIHA BB3pAcT, JIEKYBaHH C JICHAIUAOMHU]T B KOMOWHAIIMS C IEKCAMETa30H,
HayaJlHaTa J03a AekcameTa3oH € 20 mg BeAHbK AHEBHO Ha OHU 1, 8, 15 1 22 ot Bceku 28-aHEeBEH
JieyeOeH LUKBII.

He ce npeaiara aaarTupadHe Ha 03aTa IMpU MalueHTU Hag 75 rOAWHH, KOUTO Ca JICKYBAaHHU C
JICHAJIMJOMU /I B KOM6I/IHaLII/IH C Meﬂ(l)aHaH " IPEAHU3O0H.

[Ipu maruieHTH ¢ HOBOAMATHOCTHUIIMPAH MYJITUIIIICH MHUEJIOM Ha BB3pacT 75 U MOBEYE TOAMHH, KOUTO
MOJTy4aBaT JICHATUJOMUJI, UMa TI0-BUCOKA YECTOTAa HA CEPUO3HH HEXXEIIaHU PEaKINi U HeXKeTaHH
peaKIu, KOUTO BOJST JI0 CIIMPaHE Ha JICYCHUETO.

KomOunampaHnara Tepamnus ¢ JIeHATUAOMU/L Ce TIOHACS TT0-3J1€ TIPH MAIEHTUTE C HOBOJUArHOCTUIINPAH
MYJITHIUIEH MUEIIOM HaJ 75-TOAWIITHA B3PACT B CPaBHEHHE C TIO-MIIafaTa Moy anus. Te3n naueHTn
MPEKPATSABAT JICYCHUETO MO-YECTO MOPaId HEIIOHOCUMOCT (HE)KENaH!u ChbOUTHSI CTENeH 3 Wiu 4 U
CEPHO3HU HEeXKEIaH!U CHbOUTHS), B CPABHEHHE C TAIIMEHTUTE < 75 TOAMHM.

Mynmunnen muenom: nayuenmu ¢ noxne eoHa npeoxoxcoauja mepanusi

IIporeHThT Ha MALMEHTUTE C MYJITUILUIEH MUEJIOM Ha 65-TOJIMIITHA Bh3pacT WM [TOBEYE He ce €
pas3yin4aBaj 3HAUUTEIIHO MEKAY IPYIHTE, JEKYBaHH C JICHATMIOMU/ IEKCaMETa30H 1
mane6o/nexkcamerasoH. Ilpu Te3u nanueHTy He € HabIroAaBaHo OOIIO pa3Inyue B 6€30MacCHOCTTA U
e(pHKacHOCTTa B CPaBHEHHE C TIO-MJIaJIM, HO HE MOXKe Jla ObJie U3KIII0UEHa M0-U3pa3eHa
Hpeapa3noI0KeHOCT IPH M10-Bb3PACTHU UHIUBHUIH.

Muenooucniacmuuru cunopomu

Ipu marueHT! ¢ MUEIOIUCIUIACTUYHHE CHHAPOMH, JICKYBAHHU C JICHATHIOMH/I, HE Ce HaOJf01aBa KaTo
ISUT0 pa3jidKa [0 OTHOIICHHE Ha 0€30MacHOCTTa U e(DUKACHOCTTA MEXK/IY MAIIMEHTH Hal 65-TOTHIITHA
BB3PACT U TIO-MJIA/IN TTAITHECHTH.
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Manmennoxnemvuen aumgpom

3a malueHTH ¢ MAaHTEIHOKICThYCH JUM(OM, JIEKYBaHH C JICHATUIOMUI, HE ce HaOIr0aBa o01a
pasnuka B 6€30MacHOCTTa U €(PUKACHOCTTA MEX Ty MAIUEHTH Ha Bh3pacT 65 WK NoBeYe TOIMHU B
CpaBHEHUE C MAIlMEHTH Ha Bb3pacT Mmoj 65 rouHu.

Donuxynapen aumpom

3a nanueHTHUTe ¢ HOMUKYIAPEH JIUMGPOM, JICKYBAHH C JICHATUIOMH] B KOMOWHAIIUSA C PUTYKCHMAO,
obI11aTa 4ecToTa Ha He)KEIIAaHUTE CHOMTHS € TIOA00HA TIPH MAIllMEHTHTE Ha BB3PACT 65 WiIH IMoBeUe
TOJIMHY B CPaBHEHHUE C MalMEeHTUTE 1o/ 65 roanau. He e HabmomaBana Karo 110 pa3jinka B
e(UKaCHOCTTa MEXKy JBETE Bb3PACTOBH IPYIIH.

. TTanmentu ¢ Ob0pEYHO YBPEKIAHE

JleHanMIOMUJT Ce EKCKPETHPA TIPEAUMHO OT OBOpEINTe; MAlMEHTHTE C TI0-TOIAMa CTETEH Ha
OBOpEUHO YBPEKIaHE MOTAT J1a MMAT HAPYIIIEHa MOHOCUMOCT KbM JICUCHUETO (BK. Touka 4.4). TpsOBa
BHUMATEJTHO MO0UPAHE Ha 103aTa U e MPENophyBa clie/icHe Ha ObOpeuHaTa (GyHKIHS.

He ce nanmara aganTupaHe Ha go3aTa IPH HALHEHTH C JIEKO ObOPEYHO yBpEeKAaHEe M MYJITUILICH
MHEJIOM, MUEJIOAUCIIIACTUYHU CHHAPOMH, MAaHTETHOKJIETbYEH TUM(POM WU QOIUKyIapeH TUMPoM.
[IpenopbuBa ce cleHOTO aIaNTHPaHe Ha JI03aTa B HAYAJIOTO Ha TEPAIUsTA U MPe3 II0TO
BpeMeTpacHe Ha JICUSHUETO TPH MAIMEeHTH ¢ YMEPEHO HITH TEXKKO YBpeJeHa On0peuHa QyHKIMS UITH
NpY TEPMHUHAJIEH cTaani Ha ObOpeuHa OoecT.

Hsma onwut ot m3nutBanus ¢asza 3 npu repmuHaina 6b0peuna HenoctaTbunoct (End Stage Renal
Disease, ESRD) (CLcr < 30 ml/min, Hanaraia auanusa).

Mynmunnen muenom

bnopeuna ¢pynxuus (CLcr) AnanTupaHe Ha 103aTa

YMepeHno OB0peuHO YBpEKIaHe 10 mg BeqHBK THEBHO'

(30 < CLer < 50 ml/min)

Texxko ObOpevHO yBpeXIaHe 7,5 mg BEHBK THEBHO?

(CLcr < 30 ml/min, 6e3 Hy»/1a OT J1ain3a) 15 mg npe3 nen

Tepmunanen craauii Ha 0K0peuna 6o1ect (KCBH) 5 mg BeAHBXK JHEBHO. B mHUTE Ha

(CLer <30 ml/min, ¢ HyXIa OT quaIn3a) Ianr3a Jo3arta TpsioBa z1a ce
npuiara ciej Juaau3aTa.

! Ilozara Moke Jia ce IOBULIM 10 15 mg BeIHBK JHEBHO Cle/l 2 IUKbBIA, KO HIMa OTTOBOP Ha JICYEHHETO U NALHUEHTHT
rMa 1o6pa MOHOCHMOCT KbM HETO.
2 B cTpaHuTe, KBIETO CE MPeIara KarcyJjara ot 7,5 mg.

Muenoducniacmuunu cuHopomu

bnopeuna ¢pynxuus (CLcr) AnanTupane Ha 103aTa
YMepeHno OB0peuHO YBpEKIaHe Hauanna moza 5 mg BEAHBK JHEBHO
(30 < CLecr < 50 ml/min) (8 mau 1 1o 21 ot noBTapsimu ce 28-

JTHEBHU LIUKIIN)

Jlo30B0 HHBO -1* | 2,5 mg BeTHBXK JHEBHO
(B mam 1 mo 28 ot moBTapsIH ce 28-
JTHEBHU LIUKIIN)

Jo30B0 HEBO -2* | 2,5 mg mpe3 JeH
(B mau 1 10 28 oT moBTapsiu ce 28-
JTHEBHU ITAKITN)
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bnopeuna ¢pynkmms (CLcr) ApanTHpaHe HA 103aTa

Texxko ObOpevHO yBpeXaaHe Havanna nosza 2,5 mg BeIHBX JTHEBHO
(CLcr < 30 ml/min, 6e3 HyX1a OT (B8 gam 1 go 21 ot moBTapsIH ce 28-
JIranm3a) JTHEBHU IIUKIIH)

JozoBo HuBO -1* | 2,5 mg npe3 aeH
(B mau 1 10 28 oT nmoBTapsim ce 28-
JTHEBHU ITAKITN)

Jo30B0 HHBO -2* | 2,5 mg nBa MMTH CEAMUYHO
(B mau 1 10 28 oT nmoBTapsiu ce 28-
JTHEBHU LIUKIIN)

TepmunaHa 060pedyHa Hauanna moza 2,5 mg BEeIHBX JHEBHO
HenpocrarbaHocT (KCBH) (8 mam 1 mo 21 ot moBTapsIH ce 28-
(CLcr < 30 ml/min, ¢ Hy»/a oT JTHEBHU LIUKIIN)
Amanusa) JozoBo HuBO -1* | 2,5 mg npe3 aeH

(B mam 1 mo 28 ot moBTapsIH ce 28-
B mauTe Ha auanu3a no3ata TpsAOBa JIHEBHU LAKIIH)

Ala ce npiiiara CIIeN Hajinsata Jlo30B0 HHBO -2* | 2,5 mg nBa MTH CEAMUYHO

(B mau 1 10 28 oT moBTapsinu ce 28-
JTHEBHU ITAKITN)

* JIpenopBUUTEIHH CTHIIKY 32 HAMAJIIBAaHE HA J]03aTa 110 BpeMe Ha JICUCHHETO U IIPH Bb300HOBSIBAHE Ha JICUCHUETO TIPH
JIeYCHHE HA HEYTPOIICHUS HIM TPOMOOLMTONEH!S cTeneH 3 uin 4, WK Apyra TOKCUYHOCT CTeNeH 3 win 4, 3a KOUTO €
HPELEHEHO, Y€ Ca CBbP3aHH C JICHAJUIOMH/I, KAKTO € OMHCAHO M0-Tope.

Manmennoxnemvuen aumpom

bnopeuna ¢pynxuus (CLcr) Anantupane Ha 103aTa
(mau 1 mo 21 ot moBTapsmu ce 28-
JTHCBHU ITUKIIN )

YMepeHno OB0peuHO YBpEKIaHe 10 mg BeOHBK JHEBHO!

(30 < CLcr < 50 mL/min)

Texxko ObOpeUHO yBpeXaaHe 7,5 mg BEAHBK THEBHO?

(CLer <30 mL/min, 6e3 Hy»a OT I1aJIn3a) 15 mg npe3 aeH

Tepmunanaa 660peuna vemoctarbunocT (KCBH) 5 mg BeAHBXK AHEBHO. B mHUTE Ha
(CLcr <30 mL/min, ¢ Hy>k[1a OT AUaIH3a) Iraan3a fo3aTa TpsOBa Jaa ce mpuiara

CJICa auajan3ara

! lozara Moxe jia ObJie MOBHIIECHA 10 15 Mg BEIHBK AHEBHO ClIe/ 2 [IUKBIIA, aKO NAIMEHTHT HE PEarupa Ha JECYEHHETO U
TIOHACS JIEYEHHUETO.
2 B cTpaHu, KbIETO CE NpeyIara Kancyjara ot 7,5 mg.

Donuxynaper aumg@pom

bnopeuna ¢pynxuus (CLcr) Anantupase Ha 103aTa
(mam 1 10 21 OT MOBTaApSIIH CE
28- THEBHU LIUKIIN)

YMepeHno OBOpeuHO YBpEKIaHe 10 mg BemHBXK THEBHO' 2

(30 < CLer < 60 ml/min)

Texko ObOpEYHO yBpeXKIaHE 5 mg BEeAHBXK THEBHO

(CLcr < 30 ml/min, 6e3 Hy»/1a OT Auaiu3a)

Tepmunasen craauii Ha 0B0peuna 6onect (TChb) 5 mg BeAHBXK AHEBHO. B mHUTE
(CLcr < 30 ml/min, ¢ Hy»/1a OT Juain3a) Ha Juayii3a J1o3ara TpsioBa ma

CC Impujiara cjaca Auajin3aTta.

! JlozaTa MOXe Ja ce MOBMIIHM JI0 15 mg BeAHBK AHEBHO clie]l 2 IUKbJIA, aKO MALMEHTHT HMa 100pa IIOHOCHMOCT KbM TEpaIHusTa.

? 3a manuenTy Ha HayanHa 03a 10 mg Npu HAMANSABaHE HA J03aTa 3a JICUCHUE HA HEYTPOTICHUS. UK TPOMOOIIUTONIEHUs CTeneH 3 uiu 4
WM JIpyra TOKCHYHOCT CTEIeH 3 1iiH 4, 3a KOSTO € MPELEHEHO, Ye € CBbp3aHa C JICHAIHIOMU, He IIPHIaraite 103a ox 5 mg npe3 JeH
WK 2,5 mg BEJHBX JTHEBHO.

Crient 3armo4BaHe Ha Tepanus ¢ JICHATHIOMHU/I, OCIICABAIATa IIPOMSHA Ha J103aTa JICHATUIOMUJI ITPH
MaIeHTy ¢ ObOPEYHO yBpekaaHe TPSAOBA Ja ce OCHOBAaBa HA IOHOCUMOCTTA KbM JICUCHHETO Ha
OTJICITHYSI MAIIUEHT, KaKTO € OMICaHO TO-Tope.
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o [anueHTH ¢ 4epHOAPOOHO YBpEKIaHE
JlenanunomMuz He e OGUIIMATHO TPOYYBAH NP MAIMEHTH C yBpeaeHa YepHOApoOHa (pyHKINS U HIMA
CHeIM(UIHN TPETOPHKY 3a J103aTa.

Hauue Ha npuiioxxeHue

TepopanHo mpuIoKeHHUE.

Kancynure Jlenanunomun Mylan TpsiOBa 1a ce mprueMar IepopaiHo 0 IPUOIM3UTEIHO SIHO U ChIIO
BpeMe B onpenenieHuTe AHU. Karcysure He TpsOBa J1a ce OTBapsT, YymsT Win JbBuar. Kancynure
TpsiOBa J1a ce THJITAT IeJTH, 3a TPEAMOYUTAHE C BOJIA, ChC WK Oe3 XpaHa.

[IpenopbuBa ce 1a ce HAaTHCHE CaMO eIMHUAT Kpal Ha KarcyJara, 3a 1a Ce U3Baau OT OJucTepa, Kato
Taka ce HaMajsaBa PUCKBT OT JIe(hOPMUPAHETO WIIH CIYIIBAHETO M.

4.3 IIpoTuBOMOKA3aAHUA

L] CBp’bX‘-IyBCTBI/ITeJIHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

o [Ipu OpeMeHHH KEHU.

o Ipu >KeHH ¢ IeTepoIeH MOTEHIMA, OCBCH aKO ca ClIa3eHH BCHYKHU yCIoBus 1Mo [Iporpamara 3a

npejina3Bane oT OpeMeHHOCT (BX. Touku 4.4 u 4.6).
4.4 CroenuanaHu npeaynpeskAeHUus: U NMpeANa3sHi MePKH NPU ynorpeda

Koraro jenanunaomua ce npujiara B KOMOMHALMSA € IPYTH JIEKAPCTBEHU MPOAYKTH, TPsiOBa 1a ce
npouerte choTBeTHaTa KpaTka XapakTepucTHKA HA MPOAYKTA NMpPeIH 3a04YBaHe HA JIeYeHUEeTO.

HpenynpexaeHus npyu OpeMEHHOCT

JleHaMUIOMUJT € CTPYKTYPHO CXOJICH C TAUAOMHE. TamuIoMu ] € aKkTHBHO BEIIECTBO C U3BECTHO
TEPaTOTEHHO JCHCTBHE PH XOPa, KOSTO MPUIYHHSBA TEKKH KUBOTO3aCTpallaBallyd BpOJACHU ACPEKTH.
[pu maiiMyHH JIeHATUIOMU]T € TIpeIN3BUKaT MadopMalnu, MoJoOHH Ha TE3H, OTIMCAHH 32
TamuAoMHuI (BX. TOUkH 4.6 1 5.3). AKo ipu Xopa 1o BpeMe Ha OpeMEHHOCTTa ce IIprueMa
JICHATUAOMUL, CE OYaKBa TEPATOTCHEH S(EKT.

Ycenosusita Ha [Iporpamara 3a mpeama3Bane oT OpeMEHHOCT TpsiOBa 11a ca U3ITHITHCHH 32 BCUIKH
MAlUEHTH, OCBEH aKO HAMAa CUTYPHO JI0KA3aTeJICTBO, Y€ MalMEHTKATa HAMA JE€TEPOACH MOTEHUIHAT.

Kpurepnu 3a sxerun 6e3 AeTepoJIeH MOTCHIHAT
HpHeMa CC, Y€ MAaMCHTHU OT KCHCKHU I10JI UJIU ITaPTHBOPKU Ha MAITMEHTH OT MBXXKHU I10JI UMAaT
ACTCPOACH IMOTCHI AL, OCBCH AKO IMOHC €AWH OT CIICAHUTC KPUTCPUU HEC € HAJIMYUCH:

. Br3pact > 50 roguam 1 ecrecTBeHa aMeHOpes oT > 1 roanHa (aMeHopes clie] aHTUTYMOpPHA
Teparnus WIK M0 BpeMe Ha KbPMEHE He M3KJIF0YBa JCTEPOJICH ITOTCHIINAI)

. IIpexaeBpemMeHHa OBapuaiHa HETOCTATHYHOCT, TOTBBPACHA OT CIICHUATUCT-THHEKOIOT

. JBycTpaHHa CaNMUHTO-00(pOPEKTOMHUS WITH XUCTEPEKTOMUS B MHHAJIOTO

. XY renotumn, cuHApPOM Ha THpHBD, areHe3Us Ha MaTKaTa.

CobBeTHl

JlenanmuaomMu € MPOTHBOIIOKA3aH MPH JKEHU C JICTSPOJICH MOTCHIINA, OCBEH aKO HE Ca M3ITbJIHCHH

BCUYKH OT CIICHUTE yCIOBUSI:

o JKenara pa3z0oupa oyakBaHUS TEPATOTCHEH PUCK 32 HEPOJCHOTO JIeTe

. Ts pa3zdbupa HeoOxoaMMOCTTa OT e(heKTUBHA KOHTpAIICTIINA, O0e3 TPeKhCBaHe, 3aItouBaia Hai-
MaJIKO 4 CeIMUIIM MTPEIU HAYAIOTO Ha JICYSHUETO, TI0 BpeMe Ha IISUTOTO JISYCHUE ¥ Hal-MaJlko
4 cemMUIT CIIe/T HETOBUS Kpaii

o JKenara ¢ getepojieH moTeHIMAN TPsIOBa Ja cieBa BCHYKH ChBETH 3a ePeKTHBHA
KOHTpAIICTIIHS, JIOPH JIa € C aMeHOpest
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L Tsa TpSI6Ba Ja € B CbCTOAHHUC 1a CIla3Ba e(l)eKTI/IBHI/I KOHTPAUCIITUBHU MCTOAN

o Ts e unopMupana u pa3oupa MOTSHIIUATHUTE MMOCIEACTBHSI OT OPEMEHHOCTTA H
HE0OXO0AMMOCTTa OT He3abaBHA MEIUITMHCKA KOHCYITAIHSI, aKO NMa PUCK OT 3a0peMeHsIBaHE

o Ts pa3Oupa Hy)KJaTa Ja 3all0vHe JICYCHHETO Bh3MOXKHO Ha-CKOPO CIIe/ OTITYCKAaHETO Ha
JICHAJMIOMUJT CJIE/] OTPHUIIATEIICH TeCT 32 OPEeMEHHOCT

o Tst pa3zdbupa HEOOXOJUMOCTTA U TIPUEMA JIa Ce ToJyIara Ha TECTOBE 33 OPEMEHHOCT Hall-MaJIKo
Ha BCEKH 4 CEJIMUIIM, OCBEH B CIIy4yail Ha OTBBpJICHA TyOapHa CTEPUIN3AIUSL

o Tsa MMOTBBbpXKAaBa, uc pa361/1pa OIMMaCHOCTHUTE U CbOTBECTHUTE NPCAIIa3HU MEPKU, CBbP3aHU C

H3II0J3BAHCTO HaA JICHAIMAOMMU .

[Ipu manueHTn 0T MBKKH TI0JT, TPUEMAIIH JICHATHIOMHA], (papMaKOKUHETHYHUTE JaHHU TIOKa3BaT, ye
JIEHATMAOMUJ C€ ChIIbpKa B YOBEIIKATa CIIepMa B U3KIIFOUYUTEITHO HUCKY HUBA 110 BpeMe Ha
JICYCHUECTO U € IO HUBOTO Ha ACTCKIUA B HOBCUIKATa CriepMa 3 JHH CJIC[ CIIMpAaHE ITprUEMa Ha
BEIICCTBOTO IPH 31IpaB Jo0poBoiel (BxX. Touka 5.2). Karo npezmnasna Mapka ¥ KaTo e UMaT MPEIBH/T
CTCIUATHUTE TOMYJIAIUH ¢ TPOIBIKUTEIHO BpeMe Ha eTUMUHUPAHE, KAKBUTO Ca MAIIMEHTHTE C
0BOpEUHO yBpEXKIaHe, BCHUKH MAI[MSHTH OT MBXKKH MOJT, MPUEMAIIH JICHATHIOMUI, TPAOBA 13
OTrOBApSAT Ha CJICIHUTE YCIOBUS:

. [la pa30bupar oyakBaHUs TEPATOTCHEH PUCK ITPH MOJIOB KOHTAKT ¢ OPEeMEHHA JKEHa HJIH JKECHA C
JIETePOJICH TOTEHITHAT
. [a pa30bupat He0OXOAUMOCTTA OT U3IOJI3BaHe Ha MPE3ePBATUB NIPU II0JIOB KOHTAKT ¢ OpeMeHHa

JKeHA WM JKEHa C JIETEPOJICH MOTSHITNAN, KOSTO He Tpuiiara eeKTHBHA KOHTpaenus (JopH
aKO MBXBT € UMalJl Ba3eKTOMI/I$I), 110 BpEMC Ha JICYCHUCTO U B MMPOABJIKCHHUEC HA Hal-MaJIKko
7 IHU Clie/l BPEMEHHO NMPEKbCBAHE W/IIIH CIIMPaHe Ha JICYCHHUETO.

. Jla pa30upar, ue ako nmapTHLOpKaTa UM 3a0peMeHee, TokaTo nmpueMat Jlenanuaomua Mylan wim
CKOpO cJIe]l KaTo ca crpenu aa npuemart Jlenamuaomua Mylan, Te TpssOBa 1a yBeIOMSIT
He3a0aBHO JIEKYBaIIIUs JICKap U Ye ce MPenopbyuBa Jja HAcOo4aT MapTHbOPKATa CH 3a OLICHKA U
CBBCT KbM JICKAp, CIICHHUAJIM3UPAH UKW C OIIMT B TEPATOJIOTUATA.

[IpeanucBamusAT JEKapCTBOTO TPsIOBA 1a OCUTYPH IIPH )KEHUTE C IETEPOACH MOTECHINAT, Ye:

. [TanmenTkata ce mpuabpka KbM ycinoBusTa Ha [Iporpamara 3a npenna3zBaHe 0T OpeMEHHOCT,
BKITIOUBAIIH U MIOTBBPKACHHUE, Y€ TS MPOSBIBA JOCTATHUHO pa3OupaHe

o [NanmenTKaTa € MOTBBPAMIIA TOPECIOMEHATUTE yCIOBHSI.

Konrpanenmus
JKenu ¢ neTepoeH MOTEHITHAN TPSOBA Aa U3MOJ3BAT HA-MaIKo eIUH e(DeKTUBEH KOHTPAIICTITHBEH

METOJI Hal-MajKo 4 CEAMUIIH MPEIU TePaInuATa, 10 BpeMe Ha TepaluaTa U Hal-MaJIKo 4 CeIMUIIH
cJe/ TepanusTa ¢ JCHATUIOMUI U JOPU MPU BPEMEHHO IPEKbCBAHE, OCBEH aKO MAaIllMEHTKATa HE
BB3MPHUEME ITHITHO U MIPOIBIDKUTEITHO BB3IbPKaHNUEe, TOTBBPKIABAHO eKEMECeIHO. AKO He Tpuiiara
e(heKTUBHA KOHTPAIICTIIIHSI, TTallMeHTKaTa TPsOBa Ja Ob/Ie HACOYCHA KbM MEIUIIMHCKY CTICTIHAIIACT ChC
ChOTBETHATa MOATOTOBKA 32 KOHCYJITALUA OTHOCHO KOHTPALICTILINS, 32 J1a CE 3all0YHE MTPOBEXKIAHETO
Ha Takasa.

Moske 1a ce OOMUCIIAT CIEIHUTE MPUMEPH 3a TIOIXOASIIN KOHTPAIIETITUBHU METO/IH:

. MmrmaaTar

BbTpemarouna cucreMa, 0CBOOOJK1aBallla JICBOHOPIeCTPE

Jeno-hopmMa Ha MEAPOKCUIIPOTECTEPOH alleTaT

Ty6apHa cTepunuzanus

[TooBHM KOHTAKTH caMO C TAPTHHOP, TIPH KOWTO € N3BBPIIICHA BA3EKTOMUS;, BA3EKTOMUSITA
TpsAOBa J]a € MOTBBP/ICHA C J[BA OTPUIIATEITHHA aHAIIN3a Ha criepMa

. Nuxubupamny oBynanusaTa TabJIETKH CaMoO C IIPOTeCTePOH (T.€. 1e30TeCTpen)

He ce npenoppuBaT KOMOMHUPAHH MEPOPATHU KOHTPALICTITUBHN TA0JIETKH MPH MAIUEHTKH C
MYJITHIUIEH MHUEJIOM, IPUEMALIH JICHAIUAOMH B KOMOMHUPaHa TEepanys, 1 B IO-MaJKa CTEIICH IpU
MAIMEHTKH C MYJITUILICH MHEJIOM, MUEJIOANCIIACTUYHN CUHAPOMH H MAHTEIHOKIIETHYCH JINMQOM,
MOJTyYaBalld MOHOTEPAIHS C JICHATHUIOMHUJ, TIOPaIy MOBUIICHUS PUCK OT BEHO3HA TPOMOOEMOOITHS
(BX. cbIo TouKa 4.5). AKo nanueHTKara npueMa KOMOMHUPAHH NIEPOPATHU KOHTPALICTITUBH, TSI
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TpsiOBa Jla MPEeMUHE HA SIUH OT €)EKTUBHUTE METOJIN, N30POCHHU TO-rope. PHCKBT OT BeHO3HA
TpoMOOEeMOOITHS TTPOIBIDKaBa 4—6 CeIMHUIIA CIIe MPeKpaTsIBaHe Ha KOMOMHUpPAaHATa ITepopaTHa
KoHTpaneniys. EpukacHoCcTTa Ha KOHTPAIICITUBHUATE CTEPOUIN MOXKE Ja € HamalieHa IPH
€HOBPEMEHHO JICYCHHUE C JIEKCaMeTa30H (BXK. Touka 4.5).

VImmianTaTuTe ¥ BBTPEMATOYHUTE CHCTEMH, OCBOOOKIABAII JIEBOHOPTECTPEIN, CE€ CBBP3BAT C
MIOBHUIIIEH PUCK 32 HH(EKTHPaHE NPH MOCTABIHETO UM H 32 HEPEIOBHO BarMHAIHO KbpBeHE. Tpa0Ba na
ce 0OMHUCITM aHTHOMOTUYHA MPOQUIIAKTHKA OCOOCHO MPY MAIMEHTKH C HEYTPOTICHUSI.

Ilo MPUHIMAII HE C€ NPCTIOPBUYBAT BbTPEMATOYHU CUCTEMU, OCB060)KZ[aBaH_[I/I MEl, nopaaun
MMOTCHUHAJIHUA PUCK 3a I/IH(i)eKTI/IpaHe IIpU MMOCTABAHECTO UM U 3a sary6a Ha TBbPAC MHOT'O
MCHCTpYaJiHa KPbB, KOUTO MOXXE Jia U3J10KaT Ha PUCK IMaWUCHTKU C HCYTPOIICHUA UJIN
TpOM60L[I/ITOHeHI/I$I.

TecToBe 32 OpEMEHHOCT

Cnopen MecTHaTa MPaKTUKA 3a )KCHUTE C JICTEPOJICH MMOTCHITMAI TPSOBa 1a ce TIPOBEKIAT
KOHTPOJIUPAHH OT MEAMIIMHCKO JIUIE TECTOBE C MUHMMATHA 4yBCTBUTETHOCT 25 mIU/ml, kakTo e
CITOMEHATO TT0-10Ty. ToBa M3WCKBAaHE CE€ OTHACS M 32 JKCHUTE C ICTEPOICH IMOTCHIINAJ, KOUTO CIIa3BaT
ITBJTHO W TIPOIABIDKUTEITHO BE3IbpKaHue. B uaeanaus cirydai TeCThT 3a OpEMEHHOCT, U3/1aBaHETO Ha
peuenTara u OTIYCKaHETO Ha JIEKAPCTBEHUS MTPOAYKT CE OCHIIECTBABAT B €IUH U ChIII JICH.
OTnycKaHeTo Ha JICHAIH/IOMHU]] Ha KCSHH C JICTEPOICH MTOTCHITUAI TPSAOBa /1a CTaBa B PAMKHUTE Ha

7 AHU ciel NPeIN1CBaHETO.

Ilpeou 3anousane na nevenue

TecT 3a OpeMEHHOCT, KOHTPOJINPAH OT MEAUILIMHCKO JIUIIE, TPSIOBA Ja ce IPOBE/Ie PHU KOHCYNITAlUATA,
KOraTo ce MpeanicBa JeHATUAOMUI, WIH TIPe3 MPeIUIIHATE 3 JHU MPEIu MOCEIIEHUETO pr
NpEeANUCBAIIuS JIEKap, aK0 MalUeHTKaTa € Mpuiiaraia eeKTHBHA KOHTPALCTHs TOHE B TOCTIEIHUTE
4 cegmuny. LlenTa Ha TecTa € 1a MOTBBPIY, Ye MANMEHTKATA HE € OpeMEHHA KbM MOMEHTa Ha
3aII0YBaHE Ha JICUCHUETO C JICHAIUJOMUN.

Ilpocneossane u kpaii Ha neyeHuemo

Tect 3a OpeMEHHOCT, KOHTPOJIUPAH OT MEAUIMHCKO JIHIIE, TPsIOBa /1a ce POBEkK/Ia Hall-MaJIKo Ha
BCEKU 4 CeIMUITH, BKJI. Ha-MaJKko 4 CeIMUIIN CJIeT Kpasi Ha JICUEHHUETO, OCBEH B CIIy4ail Ha
MOTBBP/ICHA TyOapHa cTeprin3anus. Te3n TecToBe 3a OpEeMEHHOCT TpsOBa Jla ce TIPOBEXKIAT B ICHS Ha
MIpeNUCBaHe Ha JIEKAPCTBOTO WJIH MPe3 MPEAUIIHUTE 3 THU MPEAN MOCEUICHUETO MPH MPeIMTUCBAIINS
JeKap.

JIOBJIHUTEIHN OPEANa3HU MEPKHU

ITanmmentruTe TpsOBa 1a ObIAT HHCTPYKTHPAHU IIPH HUKAKBH OOCTOSATEJICTBA Ja HE JaBaT
JICKapPCTBEHUS NMPOAYKT Ha JPYTH JIHMIIA U J1a BPhIIAT HEU3IOJI3BAHUTE B Kpast HA JICYCHUETO KAICyJIH
Ha TexHUS GapMaIleBT 3a 0€30MaCHO U3XBBHPIISHE.

[TanmenTure He TpsAOBa Ja MapsiBaT KPBB WK CIIepMa 110 BpeMe Ha JICUEHUETO (BKIIOUUTEITHO MTPU
MPEKbCBaHE HA MPUIIOKESHUETO) ¥ HAl-MaJIKo 7 JIHU CJIE]] PEKPaTSIBaHe Ha JICYCHUETO C
JEHATTUAOMUI.

MeaunuHCKHTE CIeUAINCTH U OOTHOTIIEITAYnTe TPSAOBA J1a U3IMOI3BAaT PHKABHIIY 32 €THOKpPAaTHA
ynorpeba, Kkorato paboTsT ¢ OiHcTepa win KarcynaTa. JKeHu, KOuTo ca OpeMEeHHH HITU TOA03upaT, e
MOJKe J1a ca OpeMeHHH, He Tps10Ba aa padoTaT ¢ OaucTepa WK Karcyara (BK. Touka 6.6).

OOyuHTeTHN MaTepHaIy, OTPAHUYCHHS 33 MIPEITUCBAHE U OTITyCKaHE

C 1en 1a ce TOMOTHE Ha MAIllMEHTHTE J1a M30erHAT eKCIO3HINS Ha (eTyca Ha JICHAIUIOMHUI,
MPUTEKATEIST Ha pa3pelIeHHeTo 3a yrnorpeda Ime Mpe0CTaBu Ha MEIUITUHCKHUTE CIICIIUATUCTH
00y4YHTENIeH MaTepuall, IOJCHIIBAII IIPEIyIPEKICHUATA 32 OYaKBaHATA TEPATOTCHHOCT Ha
JICHATUAOMUL, JaBalll ChbBET 3a MpUJlaraHe Ha KOHTPAICTIHS MPEId HA4aIo0TO Ha JICYCHUETO U HACOKHU
32 HCOOXOIUMOCTTA OT IPOBEKTAHE HA TECTOBE 3a OpeMeHHOCT. [IpeamucBanusT Jekap TpsoBa na
YBEJOMHU TIAIIMCHTA 32 OYaKBaHUsI TEPATOTCHEH PUCK U 32 CTPOTUTE MPEINa3HU MEPKH CPEILy
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3abpeMeHsIBaHe, KaKTo ca moco4yeHu B [Iporpamara 3a mpejnasBaHe OT OpeMEHHOCT, U J1a aie Ha
NalUeHTHTE ChOTBETHATA O0YUUTEHA OpoITypa 3a MalKueHTa, KapTa Ha MalueHTa W/ Win
€KBUBAJICHTHO CPEIICTBO, ChIIIACYBAHHU C HAIIMOHATHUSA KOMIETEHTeH opraH. ChbBMECTHO C BCEKU
HAIIMOHAJICH KOMITETCHTEH OpraH ¢ BhBe/IcHa MTPOTrpaMa 3a KOHTPOJIHMPAH JOCTHII, KOSITO BKIIIOYBA
U3M0JI3BAHETO Ha KapTa Ha MAIMCHTA W/IIH CKBHBAJICHTHO CPEICTBO 32 KOHTPOJ Ha MPEIMICBAHETO
W/WIH OTITYCKAHETO U ChOMpaHe Ha HHPOpMaIKs, CBbP3aHa C IOKAa3aHUETO, 3a J1a CE CICIH
yrnoTpedaTta u3BbH 0JI00PEHOTO MOKA3aHKUE Ha TEPUTOPUSTA HA CTpaHaTa. B ujeanHus ciydai TeCThT
3a OpPEeMEHHOCT, M3/IaBAHETO Ha pelenTaTa U OTIYCKaHEeTO TPsOBa Jia CTaBaT B €/IMH U ChIII JICH.
OTycKaHeTo Ha JEHANUIOMHL Ha )KEHH C JAeTEPO/ICH MOTEHIINAN TPOBa a CTaBa B paMKUTE Ha 7
JTHU CJIE/] TPENMCBAHETO U CIIE/ OTPUIIATEICH TECT 32 OPEMEHHOCT, MPOBEACH MO MEIUIIMHCKO
HaOroneHue. [IpeImUCBaHeTo 3a KEHH C ISTEPOICH MOTCHIIHAT MOXKE J1a Ob/Ie 38 MaKCUMaJTHA
MPOIBIDKUTEHOCT Ha JICYEHHETO 4 CEMUITN B CHOTBETCTBHE ChC CXEMHUTE HaA TIPHIIaraHe 3a
o1o0peHuTe oKazaHus (BK. Touka 4.2), a NpeANMCBAHETO 338 BCHUYKHU IPYTU MAMCHTH MOXKe J1a Obie
32 MAaKCUMAaJTHA TPOIBKUTESITHOCT Ha JICYUCHUETO 12 CeaMUITH.

Jpyru cnenuaniy npeaynpekICHHs U Ipeana3Hi MEPKU IIpH yroTpeda

Ungapxm na muoxapoa

MudapkT Ha MEOKap/a ce choOIaBa MpHu MaIUeHTH, ITOTy4YaBaIy JICHATHIOMHU, 0COOCHO TIPH
MAIMCHTH C U3BECTHHU PUCKOBU (DaKTOPH U Mpe3 MBpBUTE 12 Mecela, KoraTo ce yrnoTpeosiza B
KOMOWHAIUSA C leKcaMeTa30H. [laliMeHTH ¢ U3BECTHU PUCKOBU (haKTOPU — BKIFOUUTEITHO TPEAMIITHA
TpoMO03a — TpsAOBa 1a ce HaOII0aBaT BHUMATETHO U Ja C€ MPpEeATpreMar JCHCTBHUS B OTHT JIa Ce
CBeJIaT JO MUHIUMYM BCHUYKH PUCKOBH (DAKTOPH, KOMUTO MOTAT A3 OBJIaT MPOMEHEHH (HAmp. MyIIeHE,
XUTNEPTOHUS U XUTICPIUTHIEMUSI ).

Bernosnu u apmepuanuu mpomboembosuuny cobbumus

[Ipu nauyeHTH ¢ MyITHIIIEH MHEJIOM KOMOMHAIMATA HA JICHATUIOMHU] C IEKCAMETA30H CE CBBP3Ba C
MOBHUIIIEH PUCK OT BEHO3HA TpoMOoeMOous (IpeAMMHO ABIOOKa BEHO3HA TpoMbo3a 1 O6eroapoOHa
eM00s11s1). PUCKBT OT BeHO3HA TPOMOOEMOOJIHs ce HAOJII0JaBa B IO-MajIKa CTEIICH IPH JICHATHIOMU/T
B KOMOMHALUS ¢ MelndaliaH U NPeIHU30H.

IIpu marueHTH ¢ MyATHIUICH MAEJIOM, MACTIOUCIIACTHYHN CHHAPOMHU U MaHTEITHOKIIETHUCH
JUM(pOM, MOHOTEpANUITA C JICHAIMIOMHU/ C€ CBhP3Ba C MO-MaIbK PUCK OT BEHO3HA TPOMOOEMOOIHs
(npenumHO 1BI00KA BEHO3HA TpoMO03a U OenoapoOHa eMOO0ITHs) OTKOJIKOTO MPH MAIEHTH C
MYJITHUIUICH MHEJIOM, JICKYBaHU C JICHAJIUIOMHUI B KOMOMHUPaHA Tepamnus (BK. Touku 4.5 u 4.8).

[Ipu manueHTH ¢ MYITHUILIEH MUEJIOM, KOMOWHAIIMSTA OT JICHATHUIOMHU]I C IEKCAMETa30H Ce CBBhpP3Ba C
MOBHIIIEH PUCK OT apTepHaIHa TpoMOoeMOomus (TpeIuMHO HHPAPKT HA MHOKap/ia U MO3bYHO-CHIOBH
CchOUTHS), KaTO ce HAOJII0/IaBa B ITO-HUCKA CTEICH IIPU KOMOMHUPAHE Ha JICHATUAOMU ¢ Mendanad u
MpenHu30H. PUCKBT OT apTepuanina TpoMO0eMOOIHS € T0-MalIbK MPY MAIMeHTH C MyJITUILUICH
MUEJIOM, JIEKYBaHH C JICHATHIOMHU/] KaTO MOHOTEpAI¥sl, OTKOJIKOTO MPH MAIIMEHTH ¢ MYyJITUILICH
MHEJIOM, JIEKYBaHU C JICHATUIOMHU]T B KOMOMHUPAHO JICUCHUE.

CremoBaTeNHO, MAMEHTH C U3BECTHU PUCKOBH (HaKTOPH 32 TPOMOOEMOOITHS — BKITFOUUTEITHO
npeaniTHa TpoM003a — TpsiOBa Aa ce HabroaBaT BHUMAaTENHO. TpsOBa 1a ce mpeAnpueMar JeicTBUs
B OITUT JIa C€ CBEJAT JI0 MUHUMYM BCHYKH PUCKOBH (DaKTOPH, KOMTO MOTaT jJa ObJaT MPOMEHEHN
(Hamp. myIieHe, XUIEPTOHUS U XutepiunuaeMusi). ChI'bTCTBAIIO MPUIOKEHUE HA CTUMYJTHPAIIH
EpUTpOIIOe3aTa CPEICTBA WIH TPOMOOEMOOIUYHU CHOUTHS B MHUHAIOTO ChIIIO MOXKE J1a YBEINYAT
pHCKa OT TpoMmObO3a MPH Te3U MAMEHTH. 3aTOBA MTPH MAMEHTH ¢ MYJITHIUIEH MHUEJIOM, IPHEMAIITH
JICHATIMJIOMUJT C JIEKCAMETa30H, CTUMYJIUPAIIH EPUTPOIIOe3aTa CPEICTBA WK APYTH BEIIECCTBA, KOUTO
MOe J]a MMOBHIIIAT PUCKa OT TpoM003a KaTo Halp. XOPMOHATHO-3aMECTHUTEITHA Tepamvisi, TPsAOBA 1a ce
MpuJjIarar ¢ MmoBuileHo BHuManue. KoHieHrpanus Ha xemoriioous Haj 12 g/dl tps6Ba ga Boau 10
MPEeKpaTsABaHe Ha CTUMYJIHPAIIH EPUTPOIIOE3aTa CPEACTRA.

HpeHOp”b‘II/ITCJ'IHO € NALIUEHTUTE U JICKapUTE a Ha6JIIO,I[aBaT 3a MMpU3Hau UJnu CUMIITOMU Ha

TpoMOoeMOous. [laruenTuTe TpsOBa J1a ObAAT HHCTPYKTHPAHU JIa THPCST JEKapCKa MOMOIII, aKO
Pa3BUSIT CUMIITTOMH KaTo 3a]{yX, O0JKa B T'bPHTE, MOSIBA HA OTOIM IO PhIeTe U Kpakata. TpsoBa na ce
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NpenopbYBaT NPOPHUIAKTUIHNA AaHTUTPOMOOTHYHH JICKAPCTBEHH MTPOAYKTH, 0COOSHO MPH MAIIMEHTH C
JIOIIBITHUTEITHNA PUCKOBHU (hakTopH 3a TpoMOo3a. Perienrero 3a 3anoyBane Ha aHTUTPOMOOTHYHA
npo¢rIakTHKa TPSAOBA J]a ce B3eMe CJie]] BHUMATEIHA MIPEIICHKA Ha HATUYHUTE PUCKOBH (PaKTOpH Ha
OTAEIHUS MAIUCHT.

AKO ManMeHTHT MPETHPIH HIKAKBO TPOMOOESMOOINIHO CHOUTHE, JICUCHUETO TPSIOBa Ja ce
MIPEYCTaHOBH U JIa CE 3all0YHE CTaHJapTHA aHTUKOATyJIaHTHA Tepanus. BeaHara cie KaTo nanueHThT
ce cTabMIM3Mpa Ha aHTHKOAryJJaHTHOTO JICYCHHE U BCHUKH YCJIOKHEHHUS OT TPOMOOEMOOIUYHOTO
chOUTHE ca M0J] KOHTPOJ, JIEYCHUETO C JICHAIUIOMHEJI MOXKE Jia ce Bhb300OHOBH TIPH IIbPBOHAYATTHATA
J103a B 3aBUCHMOCT OT OIlEHKaTa Ha CbOTHOIICHUETO TMoJ3a-puck. [lanueHTsT TpsaOBa Ja mpoIbiiku
AaHTUKOATYyJIAHTHATA Tepanus [0 BpeMe Ha Kypca Ha JISYSHHUE C JICHATUIOMUI.

bBenoopobra xunepmonus

Cro0InaBanu ca ciiydad Ha 0enoipoOHa XUIEPTOHHS, HIKOHU C JICTAJICH U3X0/] IPH MAIUEHTH,
JIeKyBaHH ¢ teHanugomu. IlannentuTe TpsaOBa qa ObJaT U3CIEABAHN 3a MPU3HAIIA K CUMIITOMH Ha
OCHOBHO KapAHOIIyJIMOHAPHO 3a00JIsIBaHe MPEIH 3alOUBaHe U 110 BpEME Ha TEPAITHSTa C
JICHAIATOMUL.

Heymponenus u mpomooyumonenus

OCHOBHHTE TOKCUYHH e(EKTH, TUMUTHPAIIH J03aTa Ha JICHATUIOMU/, BKIIOUBAT HEYTPOIICHUS U
TpomOouuToneHus. Ha u3xonHo HUBO, BCAKa CEAMUIIA TIPe3 IBPBUTE 8 CEIMUILH OT JICYEHHETO C
JIEHAJIMJOMUJI ¥ MECEUHO CJIe/l TOBa TPsiOBa J1a ce CJIEAM 3a LIMTONIEHUHU, KaTo CE IPaBH IIbJIHA KPbBHA
KapTuHa ¢ AudepeHIraIno OpoeHe, Opoil TPOMOOLNTH, XeMOTTIOOMH U XeMaToKpuT. [lpu manuentu ¢
MaHTEIHOKJIEThYECH TUM(POM cxemarta Ha HaOmoaeHue TpsoBa 1a Obae Ha BCEKU 2 CEAMHLU MPH
UK 3 ¥ 4, a cie ToBa B HAYAJIO0TO HA BCEKHU IUKBI. [Ipy mamumenTn ¢ honukynaper mumdom
cxemMara Ha IpocIe/siBaHe TpsAOBa /1a ObJe eXEeCeIMUTHO 32 MFPBUTE 3 CEAMUIM OT HUKEI 1 (28 gan),
Ha BCEKH 2 CEMULIM NpHU IMKIJIX 2 110 4, a clie]] ToBa B HAYaJIOTO HAa BCEKH LUKBII. BB3M0OXHO 11a ce
HAJIOKH MPEKbCBAHE Ha MPUIIOKEHUETO W/ HaMalsIBaHe Ha J103aTa (BXK. Touka 4.2).

B ciydaii Ha HeyTpoIeHHS IeKapsIT TpsOBa Aa 0OMUCIH NPUIIaraHeTo Ha PacTeKHU (HAaKTOPH B
JedyeHneTo Ha nanueHTa. [lanuentute TpsaOBa qa ObaaT NOCHBETBaHM HE3a0aBHO Ja ChOOLIABAT 3a
¢bebOpunan enmuzonu. [IpenopbUnuTeTHO € MAIMEeHTUTE U JIEKapUTe Ja ca HaOII0IaTeIHH 32 IPU3HALM U
CHUMITOMH Ha KbpPBEHE, BKIIOYUTETHO METEXUH U EMUCTAKCHUC, 0COOEHO MPH MallMeHTH, TIOTy4YaBally
CBITBTCTBAILO JICKAPCTBEHU NMPOAYKTH, KOUTO MOTAT Ja IPUYMHAT KPHBOU3IUB (BXK. TOUKa 4.8
XeMoparuuHu HapyIIeHHs).

ChbTCTBALIO NPUIIOKEHHUE HA JIEHAIUAOMU/ C APYTH MUENIOCYIIPECUBHY CPEJCTBA TPsOBA Aa ce
npeanpreMa ¢ NOBUIIEHO BHUMAaHHE.

. HoBoanarHocTuImpas MyITHILICH MUAEIOM: MAIIMEHTH, KOUTO ca ommm moanokenn Ha ATCK,
JIEKyBaHU C TOIBPIKAIIIO JICUCHHE C JICHATHIOMUT

Hexenanute peakiuu ot CALGB 100104 BritouBaT chOUTHS, ChOOIIABAHU CJIC/ BUCOKA /1032

mendanad u ATCK (BAM/ATCK), kakTo ¥ ChOUTHS OT IEPUO/Ia Ha MOAIBPXKAIIOTO JiedeHne. Bropu

aHaJ N3 yCTaHOBsIBA CHOUTHS, KOUTO ca Ce Pa3BUIIM CIIE] 3all0YBaHe Ha MOAAbprKamo JedeHue. B IFM

2005-02 HexxenaHUTE peakliy ca caMo OT IEpHoa Ha MOAXBPIKAIIOTO JICUCHHE.

Karo 1510 HEyTponieHus creneH 4 ce HabJro1aBa Mo-4ecTo B paMeHaTa Ha IO IbPIKAIIIO0 JICUCHHE C
JICHAJIMZOMHU/I B CPABHEHHE C paMeHaTa Ha MMOAIbPIKAII0 MPHIOKEHUE Ha TUTale0o B 2 MpOydYBaHus 3a
OIIEHKA Ha TIOJIBPKAIIOTO JICUSHHE C JICHAIH[oMu/| ipu manuenTy ¢ HIIMM, kouto ca 6unu
noioxkern Ha ATCK (cworBetHO 32,1% crpsimo 26,7% [16,1% copsimo 1,8% cnen 3armouBane Ha
nonaepoxaito jgeuenue] B CALGB 100104 u crorBetHO 16,4% crpsimo 0,7% B IFM 2005-02).
ITosiBunuTe ce B xona Ha neuenrero HC ¢ HeyTponeHusi, BOJEUIM A0 COIUPAHE HE JICHAIUIOMU, CE
HaOmoqaBaT choTBEeTHO 1pH 2,2% ot marentute B CALGB 100104 u 2,4% ot manuenTute B [FM
2005-02. debputHa HEYTPOIICHHMSI CTEICH 4 ce ChOOINaBa ChC CXOHA YECTOTa B paMeHAaTa Ha
TIOTHPIKAIIO JICUCHHUE C JICHATHIOMHUJ] B CPAaBHEHHE C paMeHaTa Ha MOIBPIKAI0 MPUIOKEHNE Ha
rutane6o B ABete mpoyuBanus (crorBeTHO 0,4% cnpsmo 0,5% [0,4% crpsimo 0,5% cren 3amouBane Ha
nogaspxamo nedenue] B CALGB 100104 u 0,3% crpsimo 0% B IFM 2005-02).
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[TanuenTrTe TpssOBa 1a ObJAT ChBETBAHU He3a0aBHO Ja ChoOIaBaT 3a (HeOPUITHH €IU30I1, KAaTO MOYKE
Jla Ce HAJIOXKH MTPEKbCBAaHE Ha JICUCHUETO W/WIIM HaMallsiBaHe Ha Jo3aTa (Bxk. Touka 4.2).

TpomboruToneHus crerneH 3 wiu 4 ce Ha0Jro1aBa MO-4eCTO B paMEeHATa Ha MOJIbPIKAII0 JICUSHHUE C
JICHAJIMJIOMUJI B CPaBHEHHE C paMeHAaTa Ha IO IbPIKAIIo MPHIIOKEHUE Ha Ianedo B MPOyYBaHHS 32
OIICHKA Ha TOTHPIKAIIOTO JICUSHUE C JICHATHIOMU/ ipy nartueHTy ¢ HJIMM, kxouto ca ommm
noioxkenn Ha ATCK (cworBetHO 37,5% crpsimo 30,3% [17,9% copsimo 4,1% cnen 3armouBane Ha
noaspikamnto gederne] B CALGB 100104 u 13,0% crpsimo 2,9% B IFM 2005-02). [Ipenoprusa ce
MAIAEHTUTE M JIKAPUTE Ja BHUMABAT 3a MIPU3HAIIA U CAMITOMH Ha KbPBEHE, BKIIFOUUTEITHO TTETEXUH
U eTHCTaKCUC, OCOOEHO TIPY MAIMEeHTH, KOUTO IOy4aBaT ChI'bTCTBAIIO JICKAPCTBEHH MIPOYKTH,
KOWTO MOXKE J1a TIPEeIM3BUKAT KbpBeHE (BK. Touka 4.8, XeMoparnuyHu HapylIeHHs).

L HOBOQI/IaFHOCTI/IgI/IQaH MYJITHUIUICH MUCJIOM: MAIMECHTH, KOWUTO HC Ca MOJAXOAAIIHN 3a
TpaHCIITIaHTallMA, JICKYBAHHW C JICHAJIWAOMHU] B KOM6I/IHEII_II/ISI Cc 6ODT630MI/I6 1 ACKCaMECTa30H

Heytpomnenus cteneH 4 ce HaOr01aBa ¢ TIO-HUCKA YECTOTa B PAaMOTO Ha JICHATHIOMUJ] B KOMOWHAIIHS
¢ 6opte3omud u nexcamerason (RVd), otkonkoro B cpaBHuTENHOTO pamo Ha Rd (2,7% cripsmo 5,9%)
B poyuBaneTo SWOG S0777. ®ebOpritHa HEyTPOIIECHUS CTeTeH 4 ce ChOOIIaBa ChC CXOTHA YECTOTa
npu pamenara Ha RVd u Rd (0,0% copsimo 0,4%). ITanuenture TpsioBa aa ObAaT MOCHBETBAHH
He3a0aBHO J1a choOIIaBaT 32 GeOPUITHU eMU30/T1; MOKE JIa C€ HAJIOXKH MPEKhCBAHE HA JICUCHUETO
W/WIM HaMaJIIBaHe Ha Jo3ara (BK. Touka 4.2).

TpomborurTonenus crenex 3 wiu 4 ce Ha0IIO1aBa MO-4ecTo B pamoTo Ha RVd, oTkonkoTo B
cpaBHUTETHOTO pamo Ha Rd (17,2% cnpsamo 9,4%).

L HOBOQI/IaFHOCTI/IgI/IlzaH MYJITHUIUICH MUCJTIOM! MAIIMEHTH, KOWUTO HC Ca MOJAXOAAIIN 3a
TpaHCITIaHTallMA, JICKYBAHHW C JCHAJIWAOMU]L B KOM6I/IHa]_[I/I$I C HUCKaA 1034 JCKCAMETAa30H

Heytpomnenus 4-ta crerneH € HaOI0jaBaHa B paMeHATa Ha JICHATUIOMUJT B KOMOHMHAITUS C
JIEKCaMETa30H B MO-MaJIKa CTENeH, OTKOJIKOTO B CPaBHUTETHOTO pamo (8,5% mpu Rd
[mpoabmxuTenHo nedeHune] u RA18 [eueHue B IpoabbKeHHE HA 18 YeTUpUCEAMUYHH LIUKIIU | B
cpaBHeHue ¢ 15% B pamoTo Ha Melndanan/peTHU30H/TATUAOMU, BX. Touka 4.8). Ennzoaure Ha
(heOpuTHa HEYTPOTICHUS 4-Ta CTEIICH ca CPAaBHUMH Che cpaBHUTEIHOTO pamo (0,6% mpu Rd n Rd18
JICHAIMIOMUJI/IeKCaMeTa30H-JIeKyBaH! MaleHTH B cpaBHerue ¢ 0,7% B paMOTO Ha
Mendanas/mpeHI30H/ TATUIOMU], BIXKTE Todka 4.8.

TpomOormuTorieHus cremneH 3 win 4 € Habro1aBaHa B MO-MaJIka CTETeH B paMeHata Ha Rd m Rd18,
OTKOJIKOTO B CPAaBHUTEIIHOTO pamo (choTBeTHO 8,1% crpsimo 11,1%).

o HoBoauarsoctunpad MyJATHIUICH MUEJIOM MIPH NAlMEHTH, KOUTO HE ca MOAXOJSIIH 32
TpaHCIIIAHTALMS, JIEKYBAHH C JICHATUIOMU B KOMOWHAIM ¢ MendaiaH ¥ MPeTHU30H
KomOuHanusTa Ha TeHATUIOMUJI ¢ MeJI(alaH U MPEeJHA30H B KITMHUYHN U3MUTBAHUS [TPU TAIMEHTH C
HOBOJWArHOCTUIIMPAaH MYJITUIUICH MUEIIOM CE€ CBBP3Ba C MOBHUILEHA YECTOTa HA HEYTPONeHUs 4-Ta
crerneH (34,1% npu nanMeHTUTe OT PaMOTO Ha MelidaliaH, IPeAHU30H U JICHATHIOMUI, TIOCIIEABaHO
ot aenanuaomua [MPR+R] u Mendanan, npeAHU30H U JICHAIUIOMHUI, IIOCICIBAHO OT IIarebo
[MPR+p], B cpaBHEHHE Cbe 7,8% npu manuenTy, JekyBanu ¢ MPp+p; Bxk. Touka 4.8). Enusoau Ha
(ebpuHa HeyTponeHus 4-Ta creneH ce HabmoaasaT psako (1,7% mpu nauueHTH, JeKyBaHU C
MPR+R/MPR+p, B cpaBuenue ¢ 0,0% npu manueHTH, JekyBanu ¢ MPp+p; Bik. Touka 4.8).

KomOuHnanusTa Ha TeHaIUI0MUA ¢ MeI(alad U NPeIHU30H MPH NAlMEHTH C MYJITHILJIEH MUEJIOM Ce
CBBP3Ba C MMOBHUILIEHA YECTOTa HAa TpoMOouToneHus 3-1a u 4-ta crened (40,4% mpu manueHTy,
nexyBanu ¢ MPR+R/MPR+p, B cpaBrenue ¢ 13,7% npu manuenTy, JekyBanu ¢ MPp+p; Bx.

Touka 4.8).
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o MyATHIUIEH MHUEIOM: MAIUEHTH C MIOHE e/IHA MPEeIXoKIalIa Tepanus

KomOunHanusTa Ha IEHATHIOMUJL € IEKCAaMETa30H NIPH MAIUCHTH ¢ MYJITUIUICH MUEIIOM C TIOHE e/THa
MIpeIX 0K /Ialla Teparus ce CBbp3Ba C MOBUIIIEHA YeCTOTa Ha HeyTponeHus 4-ta crened (5,1% npu
NalUeHTHTE, JEKYBaHH C JICHAJIMIOMUA/ IeKcaMeTa3oH, cpaBHeHo ¢ 0,6% mpH manueHTuTe, JeKyBaHH!
¢ mianebo/aekcaMeTa3oH; BxK. Touka 4.8). Ennzonu Ha ¢pebpunna HeyTponeHus 4-Ta cTemeH ca
HaOronaBanu psiko (0,6% Tpu manueHTuTe, JIEKyBaHH C JICHATHIOMHUY/ IeKCaMeTa30H, CPABHEHO C
0,0% mpu manueHTUTe, JIEKYBaHHU C II1anedo/1ekcaMeTa3oH; BxK. Touka 4.8).

KoM0OuHanusTa Ha JSHAJIUIOMHUL C IeKCAMETa30H MPH MAIMEHTH ¢ MYJITHILICH MUEJIOM CE CBHP3Ba C
MOBHIIIEHA YECTOTa Ha TPOMOOIMTOIICHHS 3-Ta U 4-Ta cTeneH (ChoTBeTHO 9,9% 1 1,4% npu
MAIMEHTUTE, JISKYBaHH C JICHATHIOMH]/IeKcaMeTa3oH, cpaBHerH ¢ 2,3% u 0,0% npu manueHTure,
JIEKyBaHM ¢ TUTane0o0/IeKcaMeTa3oH; Bxk. Touka 4.8).

L MI/ICHOQI/ICHHaCTI/I‘-IHI/I CUHJAPOMU
Jleuenuero ¢ JICHAJIMAOMU/ ITPU MAOUCHTU ¢ MUCTIOJUCTIACTUYHU CUHAPOMHU CC€ CBBHP3Ba C MMOBUIIICHA

YECTOTa Ha HEYTPOIICHUS M TPOMOOITUTOTICHUS OT 3-Ta U 4-Ta CTEIICH B CPAaBHEHHE C MAIMECHTUTE Ha
miare6o (Bk. Touka 4.8).

o MaHTenTHOKJIETEYCH JTUMGBOM

JledeHnueTo ¢ IeHANIMIOMU/] HA TIAIIMEHTH C MAHTEITHOKJICTHYCH JIMM(OM ce CBBP3Ba C MO-BUCOKA
YeCTOTa Ha HEYTPOIICHUS CTETICH 3 U 4 B CpaBHEHHUE C TMAITUEHTH OT KOHTPOIHOTO paMo (BXK.
Touka 4.8).

o Donukymnapes auMbom

KomOuHanusTa Ha TeHaTHMIOMUA ¢ pUTYKCUMAa0 MPH NalueHTH ¢ GonuKyaapeH TuMQpoM ce CBbp3Ba ¢
H0-BHCOKA YECTOTa Ha HEYTPOIICHUS CTETeH 3 Wi 4 B CpaBHEHHUE C TAIIEHTH B PaMOTO Ha
mwiane6o/putykcumad. GedpuiiHa HeyTpONeHHs 1 TPOMOOIIMTONIEHHSI CTeTieH 3 win 4 ce HabmoaaBat
[I0-4€CTO B paMOTO Ha JCHAIUAOMHY/pUTYKcuMa0 (BxK. Touka 4.8).

Hapywenua na wiumosuonama swcneza

CroOmaBanu ca Cllydad Ha XUIIOTHPEOUIU3BM U CIydYan Ha XurepTupeouan3bm. [lpenu HavanoTo Ha
JICYEHUETO Ce MPENOPbYBa ONTHUMAaJIEH KOHTPOJ Ha CHITBTCTBAIUTE OOJIECTHH CHCTOSHHUS, BIUSIEIIN
BBPXY QYHKIUITA Ha NIUTOBUIHATA XKJie3a. [IpermopbuBa ce cliejieHe Ha PYHKIHsITA Ha IUTOBUIHATA
3KJI€3a Ha U3XOJIHOTO HUBO U BIIOCIIE/ICTBUE.

Hepuepna nesponamusi

JlenanunomMug € CTpYKTYpPHO CXOJICH C TATHIOMUJ, 38 KOUTO € U3BECTHO, Y€ MPUUUHSIBA TEKKA
nepudepHa HeBpomnaTus. He ce HaOro1aBa yBeTUUeHUE HAa YECTOTAaTa Ha repudepHaTa HeBpOaTHs,
HaOJII0JaBaHa MPH JICHATUIOMHI B KOMOMHAIIMSA C IeKCaMETa30H WK Meiaaad v IpeJHH30H, IpU
MOHOTEPAIHUS C JICHATTUAOMU/I, FIIH TTPH TBITOCPOYHO MPHIIOKEHUE Ha JICHATMIOMU 32 JICUSHUETO Ha
HOBOJMArHOCTUIUPAH MYITUILICH MUEIOM.

KomOuHanusTa Ha TEHATHIOMHUI ¢ 6OPTE30MHO MHTPABEHO3HO U IEKCAMETA30H TIPH MAIHEHTH C
MYJITHIUIEH MHUEJIOM C€ CBHP3Ba C MO-BHCOKA YecToTa Ha nepudepHa HeBponaTus. YecroraTa € mo-
HHCKa, KoraTo 00pTe30MHO ce mpuiiara mojKoMXHO. 3a JOMbIHUTEIHA HHPOPMALIUS BHXKTE ToUKa 4.8
KXTI 3a 6opTe3omub.

Peakyus na axmusupane na mymopa u mymop-1u3uc cCuHOpom

Tbi KaTO JICHATMIOMU [IPUTEKaBa AaHTUHEOIIACTUYHA AKTUBHOCT, € Bb3MOKHO /12 Bb3HUKHAT
ycoxHEHUs 0T TyMop-nu3uc cuaapoma (TLS). Crobmenu ca cimydan Ha TLS u peaknmsita Ha
aktuBupane Ha Tymopa (TFR), Bkimrountenno ciaydau c ieraneH uzxof (Bx. Touka 4.8). Ilanuentu ¢
puck 3a pa3sutue Ha TLS u TFR ca Te3u ¢ BUCOK TyMOpeH ToBap Mpeau 3all0YBaHE Ha JIEUESHUETO.
Tps6Ba fa ce noxxoXa MPenas3iuBo, KOraTo Te3u NalMeHTH ce BbBEXJIAT Ha JeHanuaoMua. Tesn
NalKueHTH TpsOBa Ja ce HabII0AaBaT BHUMATEIHO, 0COOEHO 10 BpeMe Ha IIbPBUS IUKBI Ha
yBEIMUYaBaHe Ha J03aTa, U Ja C€ B3eMaT MOAXOAAIIHN NMPEANIA3HA MEPKH.
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o MaHTeITHOKJIeThYEH JIUMHOM

IIpenopbuBa ce BHUMATENHO IpociiefiaBane u onieHka 3a TFR. TTauuenTtute ¢ Bucok MexayHapojeH
MIPOrHOCTHYEH MHJCKC 3a MaHTEIHOKIeThuUeH aumMpoM (International Prognostic Index, MIPI) npu
MOCTaBSHE Ha IarH03aTa WiK C TOJISIM TyMOPeH 00eM (Hal-Mallko €JTHa JIe3Us, KOSITO € > 7 cm B Hali-
JUBJITHSI TUAMETHP) Ha M3XOJIHOTO HUBO MoraT jia ca B puck oT TFR. Peaknusra Ha akTuBHUpane Ha
TyMOpa MOJKe Jia UMUTHpa Tporpecus Ha 3a0onsBaneto (I13). [Tauuenture B mpoyusanusita MCL-002
1 MCL-001, xouto momygaBatr TFR ot crenen 1 u 2, ca nexyBanu ¢ koptukocteponau, HCIIBC
W/WM HAPKOTUYHU aHAIITETUIH 3a OBlaAsBane Ha cumntomute Ha TFR. Penrenuero na ce B3emar
TepaneBTHIHN MepkH 3a TFR TpsiOBa ma ce B3eMe ciieq BHUMATEIHA KIIMHAYHA OIEHKA Ha OTICITHUS
nanueHT (Bx. Touku 4.2 u 4.8).

. Donukyaapes muMOoM

[IpenopbuBa ce BHUMaTEIIHO HAOIO/IeHUE U onieHKa 32 TFR. AKTHBUpaHETO Ha TyMOpa MOXe Ja
umutupa [13. [Tammenture, kouto nomydasat TFR crenen 1 u 2, ca mekyBaHH ¢ KOPTHKOCTEPOHIH,
HCTIBC w/unv HapKOTUYHU aHANTETUIM 32 OBJaasBaHe Ha cumntomute Ha TFR. PemenueTo na ce
B3eMar TeparleBTUYHU MepKH 3a nedeHue Ha TFR TpsOBa ma ce B3eMe ciiei BHUMATEIHA KIIMHUIHA
OIICHKA Ha OTJEITHHS manueHT (Bx. Touku 4.2 u 4.8).

[IpenopbuBa ce BHUMATEIHO MpociensBane u onieHka 3a TLS. [TannenTure TpsiOBa 1a 6b1aT M00pE
XUApPaTHPaHH U Ja mosiydaT npoduiaktuka 3a TLS B JombJIHEHHE KbM HA0OP OT OHOXUMHYHHU
W3CJICIBAHUS ©KECEAMUYHO IIPE3 MbPBHS LUKbJ HJIH [10-IBJIT0, aKO € KIMHUYHO IOKa3aHo (BXK.
ToukH 4.2 u 4.8).

Tymopen mosap

. MaHTeJIHOKIEThYEH JIUMPOM

JlenanunomMun He ce MpenopbyBa 3a JICUCHUETO Ha MALMEHTH C BUCOK TYMOPEH TOBap, ako ca
HAJUYHU aNTEPHATUBHU BapUAHTU 32 JICUCHUE.

IIpesicoespemenna cmvpm

B npoyusane MCL-002 nmMa KaTo LAJI0 SIBHO YBEIWYEHHE HA CIy4YanTe Ha MpekAeBpeMeHHa (B
pamkurte Ha 20 ceaqMuIi) cMBPT. [lanmeHTHTe ¢ BUCOK TYMOPEH TOBap Ha M3XOTHOTO HUBO Ca C
YBEIMYEH PUCK OT MpEeXkIeBpeMeHHa CMBPT, Ma 16/81 (20%) ciaydas Ha mpexieBpeMeHHa CMBPT B
pamoto Ha jeHanuaoMua u 2/28 (7%) ciydast Ha IpeXIeBpEMEHHA CMBPT B KOHTPOJIHOTO pamo. B
pamkuTe Ha 52 ceqMuLu cboTBeTHUTE Ludpu ca 32/81 (40%) u 6/28 (21%) (Bx. Touka 5.1).

Heoxcenanu cooumus

B npoyusane MCL-002, o Bpeme Ha sedeOeH nukbia 1, 11/81 (14%) nanuenT ¢ BUCOK TYMOPEH
TOBAp Ca OTTEIJICHHU OT TepalusaTa B paMOTO Ha JICHATHIOMHU cripsMo 1/28 (4%) B KOHTpOJIHATa
rpyna. OcHOBHATa MPUYHHA 332 OTTETJITHETO OT JICYEHUETO Ha MAIIMeHTUTE C BUCOK TYMOPEH TOBap IO
BpeMe Ha jiedyeOeH UKD 1 B paMOTO Ha JICHATMAOMHU] ca HeXxenaHu csoutus, 7/11 (64%).

3aroBa MalMEHTHUTE C BUCOK TYMOPEH TOBap TpsiOBa Aa ObAaT BHUMATEIHO HAOJIOAaBaHU 3a
HEXEJIaHH peaknuu (BXK. Touka 4.8), BKIIOUYUTEIIHO IPU3HAITY Ha PEaKIlHsl Ha aKTUBUPAHE HA TyMOpa
(TFR). BmxkTte Touka 4.2 3a xopeknuu Ha qo3ara npu TFR. Bucokust TymMopeH ToBap e neuHupas
KaTO Hal-MaJIKO €JHa JIe3us > 5 cm B AMAMETHP WU 3 JIe3un > 3 cm.

AnepeuyHu peakyuu 1 MedcKU KOXCHU pearyuu

CroOmmaBar ce citydau Ha allepruyHi PEakilui, BKIIFOUYUTEITHO aHTHOeIeM, aHa(DHITaKTHYHA PEaKIus U
TEXKH KO)KHU peakitnu, BKirounTeHo SIS, TEN n DRESS, npu naruenTs, 1eKyBaH! € JICHATAIOMHU/T
(Bx. Touka 4.8). [lanmenTruTe TpsOBa 1a OBAAT KOHCYJITHPAHU 3a IIPU3HAIIUTE M CHMIITOMUTE Ha Te3U
peakuuu OT MpeANUCBAIUTE JCKapy U TPsOBa Ja ObAaT MHCTPYKTHPAHU J]a IIOTHPCAT He3a0aBHO
MTOMOIII, aKO Pa3BUAT Te3U CUMITTOMH. JIeHanuIoMu 1 TpsIOBa J1a Ce MPEYCTaHOBU NPU aHTHOEIEM,
aHa(UITaKTHYHA peakius, ekcdonraTuBeH win 0yJi03eH 00pUB WK ako uMa cbMHeHus 3a SJS, TEN
win DRESS u He Tps0Ba 1a ce mogHOBsBA cliell IPEKpaTsIBaHETO My Opaay Te3u peakuuu. [Ipu
Ipyru (QOpMHU Ha KOXKHA PEaKIusl B 3aBUCUMOCT OT TEKECTTa TpOBa a ce OOMUCIU MPEKhCBAHE UITH
IMPEyCTaHOBABAHE Ha JICHAJIMIOMU . HaHI/IeHTI/I, KOHWTO Ca UMAJIM NNPEAUIITHN aJICPruiHu peaKnu,
JIOKATO ca JIEKYBaHU C TaJTMOMUJI, TPSIOBA J1a ce HAaOJIr01aBaT BHUMATEIHO, Thi KaTo B JIUTEpaTypara
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ce choOIaBa 3a Bh3MOXKHA KPBCTOCAHA PEAKITUS MEXK Y JICHATHIOMII U Tauaomua. [lanuenTy ¢
aHaMHe3a 3a TSKbK 00pHB, CBBP3aH C JICUCHHE C TATHIOMHUI, He TpsiOBa /1a TOTydaBatT JCHATHIOMUI.

Bmopu nvpsuunu 310xkavecmeenu 3a601:16anus

B xnmHWYHM IpOyYBaHUS Ha JIEKyBaHH MPEAN TOBA MAIIUEHTH C MHUEJIOM, TTOIyYaBallH
JICHAJINIOMUI/IEKCAaMETa30H, ce HaOJIro/1aBa yBEINYCHHE Ha BTOPUTE MbPBHYHH 3JI0KaYECTBEHU
3abomsaBanus (BII33) (3,98 na 100 woBeko-ronunu) B cpaBHeHue ¢ koutponure (1,38 na 100 yoBeko-
roauan). HennBasusnute BII33 BrimtouBaT 6a3aHOKIETHUCH WM CKBAMO3HOKJIETHYEH PaK Ha
koxata. [loBeuero ot maBazuBHUTE BII33 ca commmuu 3710Ka9eCTBEHH TYMOPH.

B kmMHMYHKTE M3MUTBaHUS PH HENOAXOISINM 32 TPAHCIUIAHTALMS MALIMEHTH C HOBOAMArHOCTULIUPAH
MYJITHIUIEH MHEJIOM, ce HabJro/1aBa yBenndenue ot 4,9 mbTH Ha Yectorara Ha XxeMmaTtonorndau BI133
(ciydan Ha octpa muenouana geskemust (OMII), muenogucrnactiueH cuaapom (MJIC)) npu
MAMEHTH, TOTy4aBally JIEHATUIOMU B KOMOMHALKMS ¢ Meldaliad U NIpeaHu30H A0 nporpecus (1,75
Ha 100 4oBeKko-roAMHN) B cCpaBHEHHUE ¢ MendanaH B komOuHanus ¢ npeaan3oH (0,36 Ha 100 gyoBeko-
TOJTUHH).

YBenunuenue ot 2,12 mpTH Ha yectoTata Ha BII33 (commauu Tymopu) ce HabI0AaBa MpH MallueHTH,
moJTy4JaBaliy JeHaauaoMus (9 1ukbiia) B KoMOMHAIMS ¢ Meidanan u npeaau3oH (1,57 Ha

100 goBeko-roAMHN) B CpaBHEHHE ¢ Mendanad B komOuHaius ¢ npeaan3oH (0,74 na 100 goBeko-
TOJIMHH).

[Ipu manueHTH, IOTyYaBaIlX JICHATUIOMHE]T B KOMOWHAIHS C JeKCaMeTa30H JI0 Iporpecus i 3a 18
Mecera, yectoraTa Ha xemaTojorugaute BI133 (0,16 Ha 100 9oBeKo-roIMHN) HE € ITOBUIIEHA B
CPaBHEHHUE C TAIUIOMHU] B kKoMOuHaIus ¢ Mendanad u npeagau3on (0,79 Ha 100 4oBeKo-rouHM).

YBennuenue ot 1,3 mbTH Ha yecToraTta Ha BII33 (commmuan TymopH) ce HaOMr01aBa IpY MAIHEHTH,
TIOJTyJaBaIiy JICHATHAOMUI B KOMOHHAIIMS C IeKCaMeTa30H A0 Iporpecust win 3a 18 mecena (1,58 Ha
100 4oBeKO-TOAMHM) B CPAaBHEHHUE C TAJTHIOMUJI B KOMOMHAIMS ¢ Melidanan 1 npenau3oH (1,19 Ha
100 9oBeKO-TOTUHN).

HpI/I HAaIMUECHTHU C HOBOI[I/IEIFHOCTI/IHI/IpaH My.HTI/IHJ'IeH MUCJIOM, HOJ'Iy‘-IaBaHlI/I JICHAJIMAOMU/ B
KOMOMHAIUs ¢ 00pTe30MHO U JieKkcaMeTa30H, yecTorata Ha xemaronornyuure BI133 ¢ 0,00 — 0,16 Ha
100 goBexo-roawau, a yecrorata Ha BII33 (comumau tymopwn) e 0,21 — 1,04 Ha 100 yoBeKO-TrOMHH.

[ToBHLIEHUST PUCK OT BTOPH IIPBUYHU 3JI0KAUECTBEHH 3a00JsIBaHNUs, CBBP3aH C JCHATHIOMHI € OT
3HaueHHe U B KoHTeKkcTa Ha HIIMM crnien TpaHcIiaHTanys Ha CTBOJIOBH KJIETKU. Makap 4e TO3U pUcK
3acera He € HaIlbJIHO XapaKTepu3upaH, TOW TpsOBa Aa ce uMa MpeJ BUJ, KOTaTo Ce MPELeHsBa
usnon3BaHeto Ha JleHamumomua Mylan npu mogoOHM yCIIOBHS.

YecToTaTa Ha XeMAaTOJOTHYHH 3]I0Ka4eCTBEHH 3a0oisiBanus, Hai-eeue OMJI, MJIC u B-kneThunu
3710Ka4eCTBEHH 3200 sIBaHuUS (BKIIOUUTENHO TUMPoM Ha X0omKKkuH), € 1,31 Ha 100 4oBeko-ronuHu
pu pameHara Ha JeHanuaomua 1 0,58 Ha 100 yoBeko-roguHu B pameHaTa Ha miane6o (1,02 na

100 9oBeKO-TOWHYU TIPH MMAIMEHTH ¢ eKcrro3unus Ha geranmuaomun ciex ATCK u 0,60 Ha

100 yoBeko-roavHM 3a AIMeHTH 0e3 ekcro3uius Ha neHamuaomus cieq ATCK). YUecrorarta va BI133
(comumuu Tymopm) e 1,36 Ha 100 4oBeKO-roIMHY 32 paMeHara Ha JeHanuaomua u 1,05 Ha

100 goBeko-roauHu 3a pameHaTa Ha miare6o (1,26 Ha 100 90BeKO-TOIUHU TIPH MTAITUEHTH C
excrio3unus Ha JieHanugomun ciien ATCK u 0,60 Ha 100 yoBeKO-roguHHU 3a MAaIMEHTH 0€3
excriosunus Ha neHamuaomu ciieq ATCK).

PucksT OT TosiBa Ha xemartosioruaau BI133 TpssOBa na ce oTdeTe nmpeau 1a ce MHUITNHPA JICUCHHE C
JCHATUAOMUJT B KOMOHMHAIUS ¢ MeJi(allaH UM HETOCPEICTBEHO CIIe ] BUCOKA J103a MeldaiaH u
ATCK. Jlekapute TpsiOBa BHUMATEIIHO J1a TIPEICHAT MMAIUCHTUTE TIPS U TI0 BPEeMe Ha JICYCHHUETO,
KaTO M3MOJ3BaT CTAHAAPTECH CKPUHUHT 3a pak 3a Hanumureto Ha BII33, u na Ha3HauaT jieueHue B
CHOTBETCTBHUE C PA3pEUIEHOTO MOKa3aHUE.
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IIpoepecus 0o ocmpa muenouona nesxkemus npu MJC ¢ manvk u cpeden (Hugo 1) puck

. Kapuotun

[IpomennuBUTE HAa U3XOIHO HUBO, BKJIFOYBALIY KOMIUIEKCHA IIUTOT€HETHKA, C€ CBBP3BAT C IPOIPECUs
1o OMJI mpu nauueHTH, KOUTO ca TpaHC(Py3MOHHO-3aBUCHMH M UMAT aHOMAaJIHsITa fenenus 5q. B
KOMOMHHpaH aHaJ13 Ha IBE KJIMHUYHU M3MUTBAHMS HA JCHANUAOMHU]I TIPH MUEIIOUCTIIIACTUIHI
CHUHIPOMH C MaJbK WIU cpelieH (HUBO 1) pUCK, HallMEHTUTE, KOUTO ca UMaJIU KOMIUIEKCHA
LIUTOT€HETHKA, Ca UMaJIM Hali-BUCOKUS U3UUCIICH 2-TOAMIICH KyMyJIATUBEH PUCK 3a IIPOrpecHus 10
OMJI (38,6%). M3uncnenara AByroauiiHa yectora Ha nporpecust 1o OMJI npu nauueHTn
caHoManusTa n3onvpana gaeneus 5q e 13,8%, B cpaBuenue ¢ 17,3% npu nanuedTy ¢ nejaenus 5q u
€/IHa JIOTBJIHUTEIHA IUTOTeHETHIHA aHOMAJTHSL.

BCHGZ[CTBI/IC Ha TOBa, CbOTHOIICHUETO HOJ'I3a/pI/ICK 3a JCHaJIMAOMHU]J, KOraTo MJ__[C € CBBp3aH C
JCIICIHA Sq 1 KOMINJICKCHA MUTOICHETHUKA, € HCU3BCCTHO.

o TP53 craryc
IIpu 20 no 25% ot narmentute ¢ MJIC ¢ mo-HUCHK pUCK ¢ fenennsd 5q uMa MyTanus Ha reHa TPS53,

KOSITO C€ CBBP3Ba C MO-BUCOK PUCK OT Iporpecus 10 octpa Mueiaouana jgeskemus (OMJI). B post-hoc
aHaJIM3 Ha €IHO KJIIMHUYHO M3MHUTBAHE C JICHATHIOMHU] IPH MUEJIOTUCTUIACTHYHU CHHIPOMH C HUCHK
wiu cpeneH (HuBo 1) puck (MDS-004), n3uncnenara AByroJuilHa YecToTa Ha mporpecus 1o OMJI e
27,5% npu IHC-p53 monoxxutennan naruenTH (1% rpaHrnyHa CTOMHOCT Ha CHITHO SAPEHO OIBETSIBAaHE,
KaTo Ce M3I0JI3Ba UMYHOXUCTOXMMUYIHA OIleHKa Ha pS3 mpoTenH Kato cyporaT Ha TP53 myranuoHHms
craryc) u 3,6% npu IHC-p53 orpunarenau nauuentu (p = 0,0038) (Bx. Touka 4.8).

IIpoepecusi do Opyeu 310Kkauecmeeny 3a400186aHUS NPU MAHMETHOKIECHbYeH TUMPOM
[Tpu manTenHOKNETRYCH TMMpoM, OMJI, B-kiieThuHM 3110Ka4eCTBEHU 3a00ISIBAHUS U HEMEJIaHOMCEH
pak Ha koxkata (HMPK) ca ycraHoBeHU puCKOBe.

Bmopu nvpsuunu 3noxauecmsenu 3abonasanus npu oruxyraper aum@om

B exno mpoyuBane npu peruauBupait/pedpakreper nHXJT (MHIOICHTEH HEXOKKHHOB JINM(OM),
KOETO BKJIIOUBA MAIUEHTH C (oJuKyIapeH 1umdom, He ce Habrronasa mosuiieH puck ot BII33 B
PaMoTO Ha JICHAJTHIOMHU/I/PUTYKCUMA0 B CpaBHEHHUE C PAMOTO Ha IUIane00/puTyKcruman.
Xematonoruunu BI133 npu OMJI Bp3nukBat npu 0,29 Ha 100 4oBEKO-rOJUHY B paMOTO Ha
neHanmuaoMua/putykcumad B cpaBHeHue ¢ 0,29 Ha 100 9oBEKO-TOJUHY MTPY MAIUCHTUTE, TTOTyIaBaIU
miane6o/putykcumMad. YectoraTa Ha xemaronsoruunute BI133 miroc BII33 conuanu Tymopu (¢
M3KITIOYCHUE Ha HEMETTaHOMEH pak Ha koxata) € 0,87 ra 100 9oBeko-ronnHM B paMOTO Ha
JIeHATUAOMUA/pUTYKCMa B cpaBHeHHe ¢ 1,17 Ha 100 4oBEKO-TOJUHY MTPY MAIUSHTUTE, TTOTyIaBaIIU
miane0o/puTykcuMab, ¢ Menuana Ha mpocneasasaneTo a0 30,59 mecena (quamnaszon ot 0,6 10

50,9 mecema).

HemenanoMumst PaK Ha KOKaTa NpCACTaBJIABA YCTAHOBCH PUCK U BKIIFOUBA CKBAMO3HOKIJICTHYUCH
KapIuHOM Ha KOXXaTa WUJIn 0a3aIHO-KJIETHUEH KapIquHOM.

Jlexapure TpsiOBa na mpocneAsBar namueHTute 3a pasputue Ha BI133. Koraro ce oOMucis nedenue ¢
JEHATUIOMU, TPSOBA Ta ce€ B3eMaT MPEIBU]T KaKTO MOTCHIIMAIHATA T10J13a OT JICHATUAOMHM/I, TaKa U
pucksT oT BII33.

Yeprnodpoonu napyuterus

UepHoapoOHa HETOCTATHYHOCT, BKJIFOUHTEITHO CITy4aH ¢ JIeTaJIeH U3XO0JI, Ce ChOOIaBa Mpy MalueHTH,
JICKyBaHH C JICHATMIOMH/]] B KOMOWHUpaHa Tepanwsi: ChoOIIaBa ce 3a 0OCTpa YepHOpOOHA
HEJ0CTAaThYHOCT, TOKCUYCH XCMATHUT, TUTOIUTUYCH XCIIAaTUT, XOJECTATUYCH XCTAaTUT U CMECCH
UTOJIMTHYCH/X0JIECTATHYCH XeNaTuT. MeXaHH3MHUTE Ha TEXKa JICKAPCTBEHO WHIYIMPaHa
XEMaTOTOKCUYHOCT OCTaBaT HEU3BECTHU, BHIIPEKH Y€ B HAKOU CIIy4ad MPEIBAPUTEITHO CHIIECTBYBAIIO
BUPYCHO YePHOIPOOHO 3200 IsIBaHEe, OBHUIIIEHH YEPHOIPOOHH €H3UMHU Ha M3XOIHOTO HUBO U
€BEHTYAJIHO JICYCHHE C aHTUOMOTHUIIM MOTAT J1a ObJaT PUCKOBH (DaKTOPH.
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Yecto ce cpo0IIaBa 3a OTKIOHECHUS BB (DYHKITHOHATHUTE YePHOAPOOHHN TTOKA3aTEIH, KOUTO ca O0II0
B3€TO aCHMIITOMATHYHH ¥ 00paTUMHU NIPU NPEKbCcBaHe Ha npuiiaradeto. CieJ KaTo napaMeTpuTe ce
BBPHAT KbM H3XOJAHOTO HUBO, MOXKE J1a CE IIOMUCIIHU 3a JICYCHUE C ITO-HUCKA J103a.

Jlenanunomuz ce ekckpetupa upe3 0s0penure. BaxkHo € 1a ce Kopurupa go3ara Ha MarueHTH ¢
OBOpevHO yBpeXKIaHe, 3a Ja ce n30erHaT ia3MeH! HUBa, KOMUTO MOTAT Jia YBEJIHYaT PUCKa 3a I10-
YECTH XEMAaTOJIOTUYHH HeXXeJIaHW PEaKIuy WIN XenaToToKkcuaHoCT. [IpenopbruBa ce fa ce HabmoaaBa
4yepHOpoOHaTa QyHKIH, 0cOOEHO KOraTo NMa aHaMHe3a 3a WJTH ¢JIHOBPEMEHHA BHUPYCHA
yepHOAPOoOHA MHMEKIIMS, WIIK KOTATO JICHATHUIOMHI C€ KOMOMHMpPA C JICKAPCTBEHHU MPOIYKTH, 32
KOHUTO € U3BECTHO, Y€ CE€ CBHP3BAT ¢ AUCQPYHKIUS HA YepHUS APOO.

Hudpexyus ¢ unu 6e3 neymponenus

[NanueHnTHTE C MyATHIUIEH MHUEJIOM Ca MPEIPA3NONIoKEeHN KbM WHPEKIUH, BKIIIOYHTEITHO THEBMOHHS.
[To-Bucok nmpoueHT nHpEKIHK ce HabI0AaBa MPH JCHANUAOMHU B KOMOMHAIHA C IEKCaMETa30H,
otkoakoro npu MPT npu nauuentu ¢ HIIMM, KouTo He ca moAXOAIIY 3a TPAHCIUIAHTAIlUs, U Ha
MTOTHPIKAIIO JICUCHHUE ¢ JICHATHIOMHU B CpaBHEHHE ¢ Tutarie6o npu nanuenty ¢ HJIMM, kouto ca
ounmn nognoxkenn Ha ATCK. Mudekuun ot cTeneH > 3 Bb3HUKBAT B KOHTEKCTa Ha HEYTPOIICHUS MPH
M0-MaJIKO OT €JIHAa TPeTa OT ManueHTuTe. [lalueHTuTe ¢ N3BECTHH PUCKOBH (haKkTOpH 3a MHDEKINU
TpsiOBa Ja ce HabIIOAaBaT BHUMATENHO. Benuky manmenT TpsoBa a ObaaT WHCTPYKTHPAHU
He3a0aBHO J1a MOTHPCSIT MEAUIIMHCKA TTOMOIII TIPH ITbPBY MPU3HAIM Ha WH(EKIH (Harp. KalllIxIa,
BHCOKa TEMIIEpaTypa U Ip.), KaTo MO TO3M HAYMH IIe Aa7aT Bb3MOXKHOCT 3a paHHO JICUeHHE, 3a Ja e
HaMaJId TEXECTTa.

Bupycno peaxmusupane

CpoOmaBar ce cirydan Ha BUPYCHO peakTUBUpPaHe NP MAIUEHTH, MTOTydaBallly JeHATHIOMUI,
BKJIFOUYUTENTHO CEPHO3HU CITyyal Ha peaKTHBHpaHe Ha BUpyca Ha XepIiec 30CTep WK Ha XenaTut B
(HBV).

Hsxow cirydan Ha BUPYCHO peakTUBUpPAHE UMAT JIETAICH U3XO].

HpI/I HAKOU CIydau HAa pCAaKTUBHUPAHC HAa XCPIICC 30CTEP CC€ CTHUTAa 1O AMCEMHUHHPAH XEp1eC 30CTEP,
XEPIHEC 30CTEP MEHUHTUT UJIU OYCH XEPIEC 30CTEP, UBUCKBAIM BPEMEHHO ITPEKHBCBAHE UJIN
OKOHYATECJIHO CITMPAaHE Ha JICUCHUETO C JICHATUAOMUA U MOAXOAAIIO0 AaHTUBUPYCHO JICUCHUC.

PeakTtuBupane Ha xenaTuT B ce chob11aBa paako Mpu MalyMeHTH, ToTyYaBally JSHATHIOMHI, KOUTO
npe/r TOBa ca OMIM MHPEKTUPaHU ¢ BUpYyca Ha XernaTuT B. Hsikou ot Te3u ciyvau nporpecupar 1o
0CTpa YepHOAPOOHA HEJOCTATHUYHOCT, BOJEIIA 10 CITUpaHE Ha JICHATMAOMHU/ U MTOIXOAALI0
AHTHBUPYCHO JieueHHe. BUPYCHUAT cTaTyc N0 OTHOIIEHHE Ha XenaTUT B TpsOBa 1a Obae ycTaHOBEH
Ipey 3all0YBaHe Ha JIEYEHUE C JICHAINAOMU. 3a NalMEeHTH, YUUTO U3CIIe/IBaHUS ca IIOJOKHUTEIHU 3a
HBYV undekuus, ce npenopbuBa KOHCYTALMS € JIEKAp C ONMT B JieueHHeTo Ha xernaTut B. Tpsosa na
ce MOAX0KJa BHUMATEIHO, KOraTo JIEHAINAOMU], C€ U3M0J3Ba IIPH MALUEHTH, IPEAHN TOBA
uHdexTupanu ¢ HBV, BkimounTeHO nanueHT, KouTto ca antu-HBc no3utueHM, HO HBsAg
HeraTHBHU. Te3u MalueHTy TpsaOBa J1a ObIaT HAaOI01aBaHH BHUMATEIIHO 33 TIPU3HALIA ¥ CUMITTOMH Ha
aktuBHa HBV nubexus mpes msu10To BpeMeTpaeHe Ha TepamusiTa.

IIpozpecusna myrmugokanna nesxoenyedaronamus

Crnyuau Ha mporpecuBHa myntudokanna geskoeHnedanonatus ([IMJI), BKIFOUUTETHO ¢ JIeTaleH
U3XO0JI, ca ChOOIIECHU MpH yroTpebdaTta Ha JeHamuaomMu. 3a nossa Ha [IMJI ce cho01aBa HIKOIIKO
Mecela 10 HAKOJIKO TOJMHHU CJIe]] 3all0YBaHe Ha JICUCHHE C JICHAIUAOMHU. TakuBa ciiydau ca
CHOOIIaBaHU OOMKHOBEHO MPH MAIIMESHTH, MPUEMAIIH ChITBTCTBAIIO JICKCAMETA30H U CIIE]
MIPEIIIECTBAIIO JICUSHHE C Ipyra IMyHOCYTIPECUBHA XUMHOTeparus. Jlekapure TpsOBa ia
HaOJII0JaBaT MAlMEHTHTE IIPE3 PEIOBHU MHTEPBAIU OT BpeMe U TpsiOBa na B3emart mnpeasua [IMJI npu
lII/I(bepeHIH/IaJIHaTa JaUarHosa HpI/I IMAaIMUCHTUTEC C HOBU WJIX BJIOIIIaBAaIlln CC HeBpOHOFI/I‘IHH CUMIITOMMH,
KOTHUTHBHU WIIW TIOBEJICHUYECKY NIPU3HANM WK cuMmnTomu. [larenture chiio TpsOBa na Obaat
MOCHBETBAHU J1a MHPOPMUPAT MAPTHHOPA CH HIIM XOpaTa, KOUTO CE€ TPIIKAT 3a TAX, ThH KaTo T€ MOTaT
J1a 3a0ejie’kaT CUMIITOMM, KOUTO MAIMEHTHT Ja He 3a0es3Ba.
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Omnenkata 3a IIMJI Tps6Ba 1a ce 0OCHOBaBa Ha HEBPOJIOTHYHO M3CJICABaHE, MATHUTHO PE30HAHCHO
00pa3Ho u3cieaBaHe Ha MO3bKa M aHAJIN3 Ha TphOHAaYHO-M0o3buHAaTa TeuHocT 3a JIHK Ha JC Bupyca
(JCV) upe3 nonumepasna BeprxHa peakius ([I1BP) wiu mo3puna Ouorncus ¢ Tectane 3a JCV.
Otpunatennuat pezynrat ot [IBP 3a JCV ne uskmrousa [IMJI. Be3MokHO € fa ce Haloxu
JOITBTHUTEITHO TPOCTIEISIBAHE U OIIEHKa, aKO HE MOXKe Jja Ob/Ie oCcTaBeHa alTepHATHBHA TUATHO3a.

IIpu cemuenus 3a [IMJI, npunoxkeHHeTo ciaeBa a ce IpeKkpaTH, Aokato He ce n3kmoun [IMJI. Ako
ce noteepau [IMJI, npreMbT Ha JCHATHIOMUIT TPSIOBA 1a ObJIe OKOHYATEITHO TPEYCTAHOBEH.

Hayuenmu ¢ Ho80OUACHOCHUYUPAH MYITUNICH MUETOM

Wma mo-BUCOK MPOILICHT Ha HETTOHOCUMOCT (HEXETaH! ChOUTHS OT 3-Ta Wwin 4-Ta CTETeH, CePUO3HU
HEXEJTaHu CHOUTHS, MPEKpaTABaHE) IIPH IMANMEHTH Ha BB3pacT > 75 rogunwy, ISS cramuii 111, ECOG
PS > 2 unu CLcr <60 ml/min, korato JeHaINAOMH] ce puiiara B komouHanus. [lanuenture tpsoBa
Ja ObJaT BHUMATEIIHO OLIGHEHH 32 TAXHATa CIIOCOOHOCT Ja MOHecaT JEHAIWAOMH]] B KOMOWHAIIHS,
KaTo ce B3eMe npeasua Bb3pactra, ISS craawmii 111, ECOG PS > 2 i CLer < 60 ml/min (Bx.

touka 4.2 u 4.8).

Kamapaxma
Cpo0m1aBa ce 3a KaTapakTa ¢ IM0-BUCOKA Y€CTOTA MPH MAITHEHTUTE, ITOTyYaBaIy JICHATUIOMU/ B

KOMOMHAaNUs ¢ AeKcaMeTa30H, 0COOEHO KOraTo ce YnoTpeOsBat 3a NpOIbKUTEIIHO BpEMeE.
[IpenopbuBa ce petoBHO NpOCHEAsIBaHE HA 3PEHHUETO.

CopabpkaHue Ha HATpUH
To3u nexapcTBEH NPOAYKT ChIIbpxka Mo-Mainko oT 1 mmol HaTpuii (23 mg) Ha Karcyna, T.e. MOXe Ja
ce KaXxe, 9e MPaKTUIECKU HEe ChIbPika HATPHil.

4.5 B3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrH (JOPMH Ha B3auMoelicTBHe

[Tpu nanyeHT! ¢ MyJITHIICH MUEJIOM, TPHEMAIIY JICHATHIOMUJT U JIEKCAMETa30H, CTUMYJIAPAIIH
epUTpOIToe3aTa CPEICTBA WU IPYTH BEIECTBA, KOUTO MOXKE J1a IOBHIIAT PHCKa OT TPOMOO03a KaTo
HaIp. XOPMOHATHO-3aMECTHTEITHA TepaIus, TPIOBa J1a Ce MPUJIarart ¢ MOBUIIICHO BHUMAaHUE (BX.
ToukH 4.4 1 4.8).

IlepopasiHu KOHTpaleNTUBU

He ca npoBexnanu mpoy4yBaHus 3a B3aUMOJIEHCTBUS C IEPOPAJIHU KOHTpALeNITUBY. JIeHanuioMua He
€ eH3uMeH uHaykTop. Ilpu enHo in vitro nmpoydBaHe ¢ YOBELIKU XEAaTOLUTH JIEHAIUAOMU, U3IIUTBAH
B pasziIuyHH KoHUeHTpanuH, He e naaynupai CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5.
[lo Ta3u mpuumHa NpU CaMOCTOSTENHOTO NPUJIAraHe Ha JIEHAIUAOMUJ HE CE 0YaKBa MHIYKIMSL, KOSATO
Jla HaManu e()eKTUBHOCTTA Ha APYTH JICKAPCTBEHH MPOAYKTH, BKIFOUUTEITHO XOPMOHAIHU
KoHTpauenTuBu. Obaue € U3BECTHO, Y€ ACKCAMETA30H NPEACTaBIABa Cl1ad 0 yMEpeH HHAYKTOpP Ha
CYP3A4 u e BeposITHO /1a TOBIUSIBA U APYTH €H3MMH, KakTo U TpaHcnopTepu. He moxe na ce
W3KITIOYH, Y€ e(PUMKACHOCTTA Ha TIEpOpaTHITE KOHTPAICTITUBH MOXKe Jia ObJie HaMmalleHa 1o BpeMe Ha
neuenueto. TpsOBa na ObIaT MpeanpueTy epeKTHBHI MEPKH 32 TPeIOTBpaTsBaHe HA OPEeMEHHOCT
(Bk. Toukn 4.4 u 4.6).

Bapdapun

ChITBTCTBAIIO MPUIIOKEHUE HA MHOTOKPATHY JI03H JeHamuaoMua oT 10 mg He e umano eekT BrpXy
(hapMakOKMHETHKATA Ha SMHUYHY /103U R- 1 S-Bapdapun. CeIbTCTBANO MPUIOKEHNE HA €IMHUYHA
no3a BapdapuH oT 25 mg He € uMaino eheKT BbpXyY (hapMakKOKHMHETHKATa Ha JieHamuaomMu. He e
W3BECTHO, 00aye, Al MMa B3aUMOJICHCTBUE 110 BpeMe Ha KIIMHUYHOTO NMPUJIOKEHHE (€THOBPEMEHHO
JICYCHUE C JIeKcaMeTa30H). JlekcaMeTa3oH npecTaBisBa cliad 10 yMepeH CH3UMEH UHIYKTOp U
eeKThT My BbpXY BapdapuH He ¢ u3BecTeH. [IpenopruBa ce BHUMATENHO Cle/IcHEe KOHIICHTPAIUsATA
Ha Bap(apHuH [0 BpeMe Ha JICUYSHUETO.
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AI/IFOKCI/IH

ChbpTCTBALIO NPUIIOKEHHE HA JTeHanuaoMu 10 mg BeJHBXK JTHEBHO € IOBUILWIIO IIa3MEHaTa
€KCIO3UIMS Ha TUTOKCHH (equanyHa go3a 0,5 mg) ¢ 14% c 90% AU (noBepuTenen uHTEpBai)
[0,52%-28,2%]. He e n3BecTHO nanu npu KIMHUYHATA YIOTpeOa eQeKThT e Obae pasaudeH (Io-
BUCOKH /103U JICHAJIUIOMU/ ¥ €JHOBPEMEHHO JICUCHHE C JeKCaMeTa30H). 3aTOBa CE IPeropbhiBa
CJIeZIcHE Ha KOHLIEHTpaLXsATa Ha TUTOKCHUH II0 BpeMe Ha JICUEHHETO C JICHAJIUIOMU.

CratuHu

ChllecTBYBa IOBHUIIICH PUCK OT pa0I0MHOJIKM3a, KOraTO CTATHHM C€ IpUiaraT ¢ JICHaIHIOMUI; PUCKBT
MO J1a € IPOCTO anuThBeH. [IpernopruBa ce 3aCUIICeHO KIIMHUYHO U 1a00paTOpHO HaOII0ACHNE,
0COOCHO TIpe3 MbPBUTE CEIMUIIM HA JICUCHUETO.

ﬂ CKCaMCTa30H

ChITBTCTBAIIO MPUIIOKEHUE HA SIMHUYHU WM MHOTOKPATHH JTO3U JlekcaMeTa3oH (40 mg BeIHBK
JTHEBHO) HsIMa KIIMHUYHO 3HAYUM €(EeKT BbpXY (hapMaKOKHHETHKATA Ha JICHATHIOMUL (25 mg BEAHBK
JTHEBHO) TIPM MHOTOKPATHO ITpHJIaraHe.

BsaumoneiictBus ¢ naxuburopu Ha P-rimkonporenna (P-gp)

In vitro, nenanuaomun € cyoctpar Ha P-gp, HO He € nHXxuOuTOp Ha P-gp. ChIbTCTBAIIO IPUIOKEHHUE
Ha MHOT'OKPATHH JI03U Ha CHITHUSI THXUOUTOp Ha P-gp xunanana (600 mg ABa MBTH THEBHO) WK
yMepeHus: HHXHOUTOp/cyocTpart Ha P-gp Temcuponumyc (25 mg) HsiMa KIMHUYHO 3HAYUM eeKT
BBPXY (papMaKOKHWHETHKATa Ha JieHATuAoOMuUA (25 mg). ChIbTCTBAIIO NPUIOKCHHE Ha JICHATUIOMU/T
(25 mg) He mpoMmeHst hapMaKOKMHETHKATa Ha TEMCHUPOJIUMYC.

4.6 @DepTHaUTET, OPEMEHHOCT U KbPMeEHe

[lopanu TeparoreHHUs MOTEHIMAT JICHATUIOMU/L TPsIOBA Ja Ce MPEIIICBa B ChOTBETCTBHUE C
[Iporpamara 3a npeanasBaHe oT OpeMEHHOCT (BX. ToUKa 4.4), OCBEH aKO HAMA HAICKIHU
JI0Ka3aTeJICTBa, Y€ IallMeHTKATa He € ¢ IeTePOICH IOTCHIUAIL.

Kenu ¢ nereponen norennman / KoHTparieniys pu MbXe U 5KCHU

Kenwu ¢ nerepojicH noTeHIAa TpsOBa J1a U3MOI3BAT e)EKTHBEH KOHTPAIICTITHBEH METOI. AKO JKeHa,
JIeKyBaHa ¢ JICHAJIMIOMHUI, 3a0peMeHee, JISUCHHETO TPpIOBa /1a Oblie CIIPsHO U MAIlMeHTKaTa TpsOBa 1a
ObJlc HACOYCHA 32 OIIEHKA U ChBET KbM JIEKap CICIUAIMCT WU C OUT B TEPATOJIOTUATA. AKO
NapTHHOPKA HA MBXK, JICKYBaH C JICHAIUIOMUI, 3a0peMeHee, ce IpernophyBa Ts Ja ObJic Haco4eHa 3a
OIICHKA M ChBET KbM JIEKap CIEIHAIHCT WK C OIIUT B TEPATOJIOTHATA.

JlenanuaoMua ce chabpKa B HOBEIIKATa CliepMa B U3KJIIOUNTEIHO HUCKHM HUBA 110 BpeME Ha
JICYEHUETO U € MOl HUBOTO Ha JACTEKIMA B YOBEIIKaTa CriepMa 3 THU ciie/l CIUpaHe MpueMa Ha
BEIIECTBOTO NpH 3/paB JoOpoBosiel (Bx. Touka 5.2). KaTto npennasHa Mspka u Kato ce UMaT MpeaBHUL
CHEUUAIHY MOIYJIALMH C IPOABIKUTEIHO BpeMe Ha eIIMMUHHUPAHE KaTo MalueHTH ¢ 0bO0pedHo
YBpEeXKJIaHe, BCHUKH MAIUCHTH OT MBKKH TI0JI, TIPUEMAIIIN JICHATUIOMHUS, TPSOBa Ja N3MOI3BAT
MIpe3epBaTUBH Tpe3 IAI0TO BpeMeTpaeHe Ha JISYCHUETO, IPU BPEMEHHO MPEKHCBAHE Ha MPUIaraHeTo
Y B IIPOABIDKCHNE Ha | ceMuIa cliex MpeKpaTsBaHe Ha JICYUEHHETO, aKO TApTHbOPKATa UM € OpeMeHHa
WIH C IETEPOICH MOTEHIIMAN U HE MPOBEX/1a KOHTPALETIIIHA.

Bbpemennoct
JlenanunoMuz € CTPYKTYpPHO CXOJICH C TANUIOMUA. TanuaoMu € U3BECTHO TEPATOTEHHO aKTUBHO

BEIIECTBO MPHU X0pa, KOETO MPUIHHSBA TEXKKH XKHUBOTO3aCTpAIIABAIIY BPOJCHU JTe(EKTH.
[Ipu MaliMyHH JCHATUIOMHU € TIPEAU3BUKAT MaI(OpPMaIlu, TOAO00HH Ha Te3H, OIIMCAaHU 32

TamuAoMHI (BK. Touka 5.3). 3aTOBa ce 04aKBa TepaTOreHEH e(DEeKT Ha JICHATHIOMHUI U TOH €
MIPOTHUBOITOKA3aH 10 BpeMe Ha OpeMeHHOCT (BX. Touka 4.3).
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Kspmene
He e u3BecTHO manm IeHAIHIOMH c€ EKCKpPETHpa B KbpMaTa. 3aToBa TPsOBa Ja ce MPEeKpaTH

KbPMCHCTO IO BPpEMC Ha TCparuATa € JICHAJIUAOMUL.

DepTunuTer
Enno npoyuBane 3a pepTHINTET PH ILTBXOBE ¢ 103 JieHanuaoMu 10 500 mg/kg (mpuOIu3uTeIHO

200 no 500 mpTH DO3UTE MPU XOpa CHOTBETHO OT 25 mg u 10 mg, Ha 6a3a miow OT TeaecHaTa
HOBBPXHOCT) HE IOKa3Ba HEXKENaHU ePEeKTH BbPXY (DepTHINTETA M TOKCHYHOCT IIPH POJUTEIIUTE.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe U padoTa ¢ MAIINHA

JleHanuIOMUI IOBJIHSBA B MaJIKa /IO YMEpEHa CTeleH CIIocOOHOCTTa 3a Imodupane 1 pabora ¢
MaiuHy. MiMa cboO1ieHus 3a ymopa, 3aMasHOCT, COMHOJIGHTHOCT, BEPTHIO U 3aMbIJICHO BHXKIAHE
npu ynorpeda Ha JEHAIUIOMU/. 3aTOBA CE MPENophuBa NOBUIIEHO BHUMAHHUE MIPY IOQHUpaHe UITH
paboTa ¢ MaIIMHU.

4.8 Hexenanu JeKapCTBEHH PeaKIUU

Pesrome Ha mpoduiia Ha 6€30IMacHOCT

Hoesoouaenocmuyupan myimunien muenom: nayuenmu, Koumo ca ounu noonodicenu Ha ATCK u
JEKY8AHU C JEHATUOOMUO, KATNO NOOObPHCAULO TCHCHUE

[IpuoskeH € KOHCEPBATUBEH TOXO/ IIPH ONPECIITHE Ha HEXEIAaHUTE JICKAPCTBEHU PEaKIUU OT
CALGB 100104. Hexxenanute peakuuu, onucanu B Tabnuia 1, BKIIFOYBAT CHOUTHS, CHOOIIaBAaHU
cinen BAM/ATCK, kakTo U ¢bOMTHS OT IIEPHUO/Ia Ha MOAIBPIKAIIOTO JIedueHHe. Bropu aHaus,
UICHTUDUIIAPAI CHOUTHS, KOUTO Ca CE€ Pa3BIJIM CJIEH 3all0YBaHe Ha MOIBPIKAIIO JICUCHHE, TIOKa3Ba,
Yye Hali-BEPOSATHO YECTOTHTE, MpeAcTaBeHu Ha Tabnuma 1, Moke a ca MO-BUCOKH OT JCHCTBUTEITHO
HaOJIroaBaHKUTE Mpe3 Mepruoia Ha noaabpikamo JedeHne. B IFM 2005-02, nexenanuTe peakuuu ca
caMo OT TIepPHOJIa Ha MOTBPIKAIIOTO JICUCHHE.

Cepro3HHTE HEXENaHU PEeaKLNH, Ha0I0JaBaHu o-4ecTo (> 5%) npu NoAIbpIKaIlo NPUIIOKEHUE Ha

JICHAJIHJIOMUJI B CpaBHEHHE ¢ TU1aneoo, ca:

. [TueBmonus (10,6%; komObunupan Tepmut) ot IFM 2005-02

. Bbenonpobna nadexuus (9,4% [9,4% cien 3anouyBane Ha noaabpxkaio edenne]) or CALGB
100104

B nmpoyuBaneto IFM 2005-02, HaO1r01aBaHUTE MO-YECTO HEXKEIAHH PEAKIIMH ITPH MOITBPIKAII0
JieueHHe C JICHATHJIOMUJI B CpaBHEHHE ¢ Tuianebo ca Heytporenus (60,8%), oOpouxut (47,4%), nuapus
(38,9%), Hazodapunrur (34,8%), myckymau ciazmu (33,4%), neskonenwns (31,7%), acrenus (29,7%),
kanumna (27,3%), tpomboruronenns (23,5%), ractpoenrepur (22,5%) u nmupekcus (20,5%).

B mpoyuBanero CALGB 100104, Ha0nr0omaBaHUTE MO-YECTO HEXKETAaHHW PEAKIIUH TTPH O IBPIKAII0
JIeYeHHUe C JICHATUIOMU/I B CpaBHEHHE C mianebo ca HeyTponenus (79,0% [71,9% cnex 3amouBane Ha
MOTBbPIKAIIO JeueHue]), rpomoonuronenus (72,3% [61,6%]), nuapus (54,5% [46,4%]), oOpus
(31,7% [25,0%]), undekius Ha ropHUTe AuxaTeaHu meTuina (26,8% [26,8%]), ymopa (22,8%
[17,9%]), neBkonienust (22,8% [18,8%]) u anemust (21,0% [13,8%]).

Hosoouacnocmuyupan myamunien mueniom. nayueHmu, KOUmo He ca no0Xo0suu 3a
MPAHCHAAHMAYUS, NOAYYABAUU TeHATUOOMUO 8 KOMOUHAYUS ¢ OOPMe30MUb U deKcamemason

B npoyusanero SWOG S0777 mo-yecto HaONIOJaBaHUTE CEPUO3HH HEXETaHu peakimn (> 5%) ¢
JICHAJTUZOMUI B KOMOMHAIIMSA ¢ HHTPABEHO3HO MPHUIaraH 00pTe30Mu0 U AeKCaMeTa30H B CPaBHEHHE C
JIEHAIUIOMU] B KOMOMHALIMS C JIEKCAMETAa30H, ca:

. Xunoronus (6,5%), 6enoapodHa napexums (5,7%), nexunparanus (5,0%)
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[Mo-4ecTo HabMIOTaBaHHUTE HEXKETAHN PEAKIMH C JICHATHOMUI B KOMOWHAIHS ¢ O00pTe30MUO U
JIEKCaMEeTa30H B CPaBHEHUE C JICHATUAOMH B KOMOWHAIHS C JleKcaMeTas3oH ca: ymopa (73,7%),
nepudepHa Hesponartus (71,8%), Tpombonuronenus (57,6%), kouctumanus (56,1%),
xunokanuemus (50,0%).

Hogoouaenocmuyupan myimunien mueiom npu nayueHmu, KOUmMo He ca nooxXooauiy 3a
MPAHCHAAHMAYUSL, JEKYBAHU C NeHATUOOMUO 8 KOMOUHAYUS ¢ HUCKA 003a OeKCAMEema30H
Cepuo3HnTe HEXXETaHN PeaKIny, HaOII0aBaHu T0-4ecTo (>5%) ¢ IeHanuaoMu]] B KOMOUHAIIHS C
HHUCKa j03a aekcamerazoH (Rd u Rd18), otkonkoTo ¢ Mendanan, npeaan3on U taaugomun (MPT), ca:
. ITaeBmonwms (9,8%)

. brOpeuna HegoCTaTHYHOCT (BKIIOUUTENTHO OCTpa) (6,3%)

Hexenanute peakium, HabmogaBanu mo-decto ¢ Rd wim Rd18, otkonkoro ¢ MPT, ca: nuapus
(45,5%), ymopa (32,8%), 6osika B rep0a (32,0%), actenus (28,2%), 6e3cvhue (27,6%), 00pus
(24,3%), monwmxken anetut (23,1%), kanuuna (22,7%), nupexcus (21,4%) u MyCKyJIHH CITa3MU
(20,5%).

Hosoouaenocmuyupan myimunien Mueiom: nayuenmu, KOumo He ca noOXooauu 3a
MPAHCHAAHMAYUSL, JeKYBAHU C NeHATUOOMUO 8 KOMOUHAYUS ¢ MeLPANaH U NPEOHUZOH

CepHo3HHTE HEXETIAaHH PeaKIiK, Ha0MI0JaBaHu 1Mo-4ecTo (>5%) ¢ MendanaH, NpeHU30H U
JICHAJTUZOMHUI, TIOCCABAHO OT MOAIbpIKAIIO JieueHue ¢ aeHamuaomua (MPR+R) win mendanan,
NPEHU30H U JICHATHIOMU/, TIoceBano oT miaiedo (MPR+p), oTkonkoTO ¢ MendanaH, mpeIHU30H
u manebo, mocieasaHo ot ianebo (MPp+p), ca:

o ®ebpunna veyrponenus (6,0%)

o Anemns (5,3%)

Hexenanute peakuu, HabmogaBanu mo-4yecto ¢ MPR+R wmu MPR+p, otkonkoro ¢ MPp+p, ca:
Heytponenus (83,3%), anemus (70,7%), Tpomoorutonenus (70,0%), neBkonenus (38,8%),
koHctumnanus (34,0%), muapust (33,3%), o6pus (28,9%), mupekcust (27,0%), nepudepen ook
(25,0%), xammutia (24,0%), nonmwkeH anetut (23,7%) u acrennst (22,0%).

Mynmunnen muenom: nayuenmu ¢ none eOHA NPeoxoicoaula mepanust

B nBe minaie00-KOHTpoaUpanu npoy4anus Gasza 3 353 manueHTH ¢ MyJITUIUICH MHEJIOM ca OWIH
EKCIIOHMPaHU Ha KOMOWHAIUATA JICHATUAOMUJI/ IeKcaMeTa30H U 351 — Ha kKoMOWHaIHsITa
rane0o/ IeKcaMeTas3oH.

Haﬁ—cepnoz.HnTe HCXKCJIaHU peaKl1u, Ha6J'IIO,Z[aBaHI/I IMO-4CCTO MpHu J'IeHaJ'H/I,Z[OMI/I}_I/ JCKCaMCTa30H,
OTKOJIKOTO IIpU KOM6I/IHaLII/I}ITa HHaHCGO/HeKC&MCTaSOH, ca:

. Benozna TpomboemOoinus (TpoMO03a Ha TbI00KUTE BeHH U Oen0podHa emOons) (BXK.
Touka 4.4).
. Heytponenus 4-ta creneH (Bx. Touka 4.4)

HalmronaBanuTe HexeNnaHu peakiluu, KOUTO ca Ce MPOSBUIIH MO-YECTO MPH JICHAIUIOMU]] H
JIeKcaMeTa30H, OTKOJIKOTO TIpH Iarnedo U AeKcaMeTa3oH B COOpHU KIMHUYHU U3MUTBAHUS IIPU
mysrtuarieH muenoMm (MM-009 1 MM-010), ca ymopa (43,9 %), veytponienus (42,2 %), KOHCTHIAIIHS
(40,5 %), muapwus (38,5 %), myckymnau kpamnu (33,4 %), anemus (31,4 %), TpoMOonIUTOIEHUS

(21,5 %) u obOpuB (21,2 %).

Muenoducniacmuunu cunopomu

OO6uwmsaT npoduin Ha 6e30MaCHOCT Ha JICHATUIOMU/ NPU MAUSHTH C MUETIOAUCIUIACTHYHA CUHIIPOMH
Ce OCHOBABa Ha JaHHHU OT 00110 286 MalMeHTH OT eIHO MpoyuBaHe ¢a3a 2 U eaIHO MpoyuBaHe ¢aza 3
(Bx. Touka 5.1). B npoyuBaneTo ¢aza 2 Bcuukute 148 maiueHTH ca OWIM Ha JICYCHHE C JICHATUIOMU/.
B npoyuBaneto ¢aza 3 69 nauneHTn ca OMiIHM Ha JTeHAIUAOMUA 5 mg, 69 mauueHTH Ha JEHAIUAOMHL
10 mg u 67 naumeHTH ca OMIM Ha Manedo Mo BpeMe Ha JBOKHHO3acieneHara gasa Ha Mpoy4YBaHEeTo.

IloBeueto HEXKETAHN pCaKkuumn OOMKHOBEHO ca MOJIY4YCHHU NIPEC3 IbPBUTEC 16 CCAMUIIU Ha TCpaAIIUATa C
JICHAJIUJOMM.
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CepHo3HHTE HEXETIAaHH PEAKITUH BKIIOYBAT:

. Benosna Tpom6oemboims (ap100Ka BeHO3HA TpoMO03a, 6eoapodHa emO0us) (BXK. Touka 4.4).

. Heyrponienus ot crenen 3 wiun 4, peOprrHa HEYTPOTIEHUS U TPOMOOIIMTOIICHHUS OT CTEIEH 3
win 4 (BX. Touka 4.4).

Hatii-uecTo HaOM0aBaHUTE HEXKETaHH PEAKI[MK, KOUTO Bb3HUKBAT I10-4ECTO MIPH IPYIHUTE HA
JICHAJIMZOMU/I B CPABHEHHE C KOHTPOJIHOTO paMo B Ipoy4uBaneTo (asa 3, ca Heytponenus (76,8%),
TpoMOonmTorneHus (46,4%), nuapus (34,8%), 3anek (19,6%), ranene (19,6%), npyputyc (25,4%),
o6pus (18,1%), ymopa (18,1%) u myckymau cmazmu (16,7%).

Manmennoxnemvuen numghom

[IpodpunbT Ha obmaTa 6€30MACHOCT Ha JICHATUIOMU/ P MALUCHTH C MAHTEIHOKIETHYEH JIUMQOM €
OasupaH Ha MaHHU OT 254 TAIUEHTH OT €HO PaHIOMU3NPAHO, KOHTPOJIUPAHO MpoydBaHe daza 2
MCL-002 (Bx. Touka 5.1).

JloTbTHUTENHO HEXKENaH! JIEKAPCTBEHH PEAKIMH OT MoAKpensmoTo npouyBane MCL-001 ca
BKJIIFOUEHHU B TaOmuMLa 3.

Cepro3HHTE HEXENAaH! JIEKAPCTBEHH PeakLny, Ha0moqaBaHy o-uecto B mpoyusane MCL-002 (c
pas3iuKa OT Hali-MaJIKo 2 TMPOIEHTHU IIYHKTa) B paMOTO Ha JICHAJIHIOMH] B CPaBHEHHE C KOHTPOIHOTO
pamo, ca:

o Heyrponenus (3,6%)

. Bbenompoona emoomust (3,6%)

o Huapwus (3,6%)

Haii-gecto HabmoqaBaHNTE HEXKETAaHU PEAKIIH, KOUTO BH3HUKBAT M0-9€CTO B PAMOTO Ha
JIEHATUIOMUJ] B CpaBHEHHE ¢ KOHTPOIHOTO pamo B mpoyuBane MCL-002, ca neyrponenus (50,9%),
anemus (28,7%), nuapust (22,8%), ymopa (21,0%), 3anek (17,4%), mupexcust (16,8%) u oopus
(BrIrounTenHO aneprudeH Aepmatur) (16,2%).

B npoyuBane MCL-002 uma KaTo 510 SIBHO YBEIWYCHHE HA CITydanTe Ha IMpeKIeBpeMeHHa (B
pamkure Ha 20 ceaMuiy) cMbpT. [lanieHTHTE C BUCOK TYMOPEH TOBap Ha M3XOJHOTO HHUBO C€a C
YBEJIMYEH PUCK OT MpexkIeBpeMeHHa cMbpT, 16/81 (20%) ciaydas Ha mpexIeBpeMeHHa CMBPT B
pamoto Ha ieHanuaomMun u 2/28 (7%) ciydas Ha IpeXIeBpEMEHHA CMBPT B KOHTPOJIHOTO pamo. B
pamkuTe Ha 52 cemmui crotBeTHUTE IMpH ca 32/81 (39,5%) u 6/28 (21%) (Bx. Touka 5.1).

Io Bpeme Ha neueOeH uukba 1, 11/81 (14%) nanueHTH ¢ BUCOK TYMOPEH TOBap ca OTTETJIEHU OT
TepanusTa B paMOTO Ha JieHanuaoMun crpsiMo 1/28 (4%) B konTponHata rpyna. OcHOBHATa MPUYHHA
3a OTTETJISIHETO OT JIEYEHHETO Ha MAlMeHTHTE C BUCOK TYMOPEH TOBap 10 BpeMe Ha JiedeOeH LUKbI 1
B PaMOTO Ha JICHAJIMJOMUJ ca Hexenanu cvoutus, 7/11 (64%). Bucokusar TymopeH ToBap e
JNeUHUpaH KaTo HAl-MaJIKo e[Ha JIe3us > 5 cm B AMaMeThp Win 3 je3uu > 3 cm.

Donukynapen 1umgom

OO6uwmsaT npodui Ha 0€30MaACHOCT Ha JICHATUIOMHU/ B KOMOMHAIUS ¢ pUTYKCUMAaO0 MPH MAllMEeHTH C
JICKyBaH npeau ToBa QOJIMKyIapeH JuMQpoM, ¢ 0a3upaH Ha TaHHU OT 294 HallMeHTH OT
paHIoMu3KpaHo, KOHTpouupaHo, npoyuBaHe $aza 3 NHL-007. Ocsen ToBa B Tabnuua 5 ca BKIIOYEHH
Y HEKEJIAHU PEeaKIMU OT moAkpensmoTo npoyuysane NHL-008.

CepHo3HHTE HEXKEIAHH PEeaKIny, HaOJIF01aBaHu Hai-4ecTo (C pas3iiiKa OT Hail-Majiko 1 MpoLeHTeH
nyHKT) B poyuBane NHL-007 B paMoTo Ha IeHaIMAOMUA/PUTYKCUMA0 B CPaBHEHHE C PAMOTO Ha
miane0o/puTykcumad, ca:

o ®Debpunna HeyTponenus (2,7%)
. bemonpobna embomst (2,7%)
° ITaeBmMonus (2,7%)

B npoyusanero NHL-007 Hexxenanute peakunu, HaOlMr01aBaHH O-4ECTO B PAMOTO Ha
JICHAIMOMUI/PUTYKCHUMa0 B CpaBHEHUE C PaMOTO Ha Iiauedo/putykcumad (¢ Har-manko 2% mo-
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BHCOKA YeCTOTa MKy paMeHaTa), ca HeyTporeHus (58,2%), auapust (30,8%), neBkomnenus (28,8%),
koHcTHmanus (21,9%), kanumna (21,9%) u ymopa (21,9%).

Tabauia Ha HEXKETAHNUTE PCAKIINN

Hesxenanute peakinu, HaOIOaBaHU TIPH TAIUEHTH, JICKYBaHHU C JICHAJMIOMHM]I, Ca H30POCHH I10-
JIOJTY TI0 CUCTEMO-OPTaHHH KJIACOBE U 4ecTOoTa. [Ipu BCIKO TpyIHpaHe B 3aBHCUMOCT OT YECTOTATA,
HEKEITAHUTE PeakKIlny ce N30pOsABAT B HU3XOIAII PeJl 0 OTHOIICHHE HA TAXHATA CEPUO3HOCT.
YecroTara ce onpeaenar kato: MHOro yectd (> 1/10); yectu (> 1/100 mo < 1/10); veyectu (> 1/1 000
1o < 1/100); peaxu (= 1/10 000 mo < 1/1 000); muOTO penku (< 1/10 000); c Hem3BecTHA YecTOTa (OT
HAJIMYHUTE JaHHU HE MOXKE J1a Ob/ie HAITpaBeHa OIICHKA).

Hexemanure PCaKnuur Ca BKIIFOUCHU B CbOTBECTHATA KaTCropus B Ta6J'II/II_IaTa o-40J1y criopen Haii-
BHCOKATa 4€CTOTa, Ha6moz[aBaHa B HAKOC OT OCHOBHHUTC KIIMHWYHU U3IIUTBAHUA.

Tabauuno obobwasane 3a monomepanus npu MM

CrenpamaTa Tabnuia e Ha Oa3ara Ha JaHHU OT npoyuBaHusTa Ha HAMM npu nauueHTH, noaiokeHu
Ha ATCK 1 nekyBaHU MOABPIKAIIO C JCHATHIOMU. JlaHHUTE HE ca KOPUTHPAHU B CHOTBETCTBHE C
HO-TIPOXBIDKUTEITHOTO NPHIIOKEHNE B paMeHaTa Ha JIeYeHHE, ChIbPIKaIIO JICHATHIOMU,

NPOIBIDKABALIO JI0 MIPOTpecusi Ha OOJIECTTa CIIPSIMO paMeHaTa Ha I1aledo B OCHOBHUTE MTPOYYBAHHUS
IpU MYJITUIUICH MUEJIOM (BX. Touka 5.1).

Tadoauua 1. HJIP, cbo01eHd B KIMHUYHH U3NUTBAHUS C MALMEHTH ¢ MYJTHILJIEH MUEJIOM,
JIEKYBAHH C JICHAJIWJIOMHU], KATO NOJIbPKALIO0 JeUeHue

CucreMo-opraneH
kJyac/IlpennoyuTan TepMUH

Benuxkn HIIP/YUecToTa

HJIP crenen 3-4/YecroTa

Nudexunu u nndecranuu

MHoro yect

ITneBMOHMA, HUH(EKIUU HA
TOPHHUTE TUXATEIHH TbTHIIA,
HEYTPOICHUYHA HHDEKITHS,
oponxut’, rpur’,
racTPOEHTEPUT’, CHHY3HT,
Ha30(apUHIUT, PUHUT

Yectn

Wndexius’, npexms Ha
UKOYHHTE MbTUINA®*,
MH(EKLIUS HA JOITHUTE
JIMXATeJIHH TbTHIIA,
OeoapoOHa HHPEKITHS

MpHuoro uectu
ITHeBMOHMA", HEYTPONIEHUYHA
UHpEKIHS

Yectn

Cencuc®®, Gakrepuemus,
GenonpobHa uapekus’,
OaxTepuanna uHpeKuus Ha
JOJIHMTE MXATEIHN IbTUIIA,
oponxur’, rpurn’,
racTpPOEHTEPUT’, XepIec
3ocrep’, napekuus’

Heomuazmu
J00pOKavYeCcTBEHH,
3JI0KaYeCTBEHH 1
HeonpeaeaeHH (BKJI. KHCTH
M MOJIUIIN)

Yectn
MuenoaucniaacTuyeH
cuagpom’*

Hapymennst Ha KpbBTa B
JuM@pHaTa cucrema

MHoro yect
Heyrponenus™?, pebpunna
HeyTponeHus™,
TpoMbonuTOoneHua™", aHeMus,
neBkoneHus’, TuMQponeHus

MHoro yect
Heyrponenus™?, pebpunna
HeyTponeHus™,
TpoMOonuTOoneHus™’, anemus,
neBkoneHus’, MuMQponeHus

Yectu
IMaumuroneHus’
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Cucremo-opranen
kJjac/IlpennoynTan TepMuH

Bcenukn HIIP/YectoTa

HJIP crenen 3-4/YectoTa

Hapymenus Ha

MaHoro uectu

Yectu

MeTa00JIM3Ma H XpaHeHeTO | XUIOKaJIUEMHUS XUMoKaJIMueMusl, TEXUPATaIHs
Hapymennst Ha HepBHaTa MHoro yectn Yectu
cucremMa ITapecTesus I'maBoGome
Yectn
[lepudepna HeBponaTus®
CbaoBH HapyHIeHHUs Yectu Yectu

Benoapobua embomms®*

Jb160Ka BeHo3Ha Tpom603a’™"

PecniupaTopHu, rpbIHA U

MpHuoro uectu

Yectu

MeIUACTUHAJIHHA Kammuma JNucnHes’
HApylIeHHUs

Yectu

Jlucnues’, puHOpes
CToMaliHo-4YpeBHH MHoro yecTu Yectu

MMOAKOKHATA ThbKaH

HapyLIEeHHUs! Juapust, KOHCTHIIALHS, Huapusi, noBpbIIaHe, rageHe
KopeMHa 0oJKa, rageHe
Yectn
[oBpbane, 6onka B ropHaTa
yacT Ha Kopema
XenaTtoouauapHu MHoro yecTu Yectu
HapyLIEeHHUsI OTKIIOHEHUS BbB OTKIIOHEHUS BbB
(yHKIMOHATHUTE (yHKIMOHATHUTE
YepPHOPOOHU TIOKa3aTeTH YePHOIPOOHHU
HOKa3aTesu
Hapymennst Ha KoxkaTa u MHoro yectn Yectu

O06puB, cyxa Koxa

O06puB, cepbexK

Hapymienusi Ha MyCKYJIHO-
CKeJIeTHATA CUCTeMA U
CheIMHUTENHATA ThKaH

MBHoro yectu
MyckysHM cia3Mu

Yectu
Muairus, KOCTHO-MYCKYJTHA
OoJIKa

OO0mm HapymeHus 1
e()eKTH Ha MSACTOTO Ha
NPUJIOKeHHEe

MHoro yect
YMopa, acTeHus1, TUPEKCUsT

Yectn
Ymopa, acTenus

 Hesxxenanu peakuuu, ChoOIIaBaHu KaTO CEPHO3HU B KIMHMYHU U3NUTBaHus ¢ namdentu ¢ HIMM, nognoxenu na ATCK
* Kacae caMo ceprO3HU HEXETaHU PeaKkuu

" Buskre Touka 4.8 Onucanue Ha U30paHy HEXENAHU PEaKIUK
2 “IIneBmonus” komOunaupany HC, BKiIo4Ba KaTto TepMUH cieqHuTe npeanodntany tepmuan (PT): Bponxonnesmonus,
Jlo6apHa mHeBMOHUS, [THeBMOHUS prunHeHA 0T Pneumocystis jiroveci, [TneBmonns npuanaena ot Klebsiella, [TneBMonust
npuanHeHa ot Legionella, [TneBMonns nprunaena ot Mycoplasma, ITneBMokokoBa mHeBMOHMS, CTPENITOKOKOBA
MHEeBMOHUS, BupycHa nueBMonus, benonpodno Hapymenue, [lneBMoOHUT
6 “Cencuc” komOunupanu HC, Bxirousa kato Tepmun ciennure PT: Bakrepuanen cencuc, [IneBMOKOKOB cencuc, Centuuen

10k, CTahHI0KOKOB CETICHC

® “Ilepudepna HeBponaTtusa” komOuHupanu HC, BkiItouBa kato TepMHH clienHuTe npennountanu repmunu (PT): Ilepudepna
HeBponarus, [lepudepna cenzopna HeBponarus, [TommHeBponaTus
T “JIpnboka BeHO3HA TpoMOo3a” komOuHupanu HC, BkimrouBa karo tepmu ciegante PT: Jp160ka BeHO3HA TpoMb03a,

Tpombo3a, Benosna Tpombo3a

Peziome 6 mabauuen 6uo 3a kombunupana mepanusi npu MM

Crnennara Tabinna e ChbCTaBeHa OT JaHHHU, ChOPaHU 1O BpeMe Ha MIPOYUYBAHUATA [IPU MYJITUILICH
MHEJIOM C KOMOWHUpaHa Tepanus. JJaHHUTe He ca KOPUTUPaHU B CHOTBETCTBHE C MO-TOJIIMATa
HPOJBDKUTEIHOCT Ha JICYEHHETO B PAMEHATA, ChIBPIKAIIH JICHATNIOMHUI, IPOIBIKEHO JI0 TIPOTPECHS
Ha 3a00JI5IBAaHETO, CIIPSIMO paMeHaTa Ha CPaBHUTEJICH JIEKAPCTBEH MPOAYKT B OCHOBHHUTE MPOYYBAHHS
Ha MYJTHIUICH MUEJIOM (BX. To4ka 5.1).
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Ta6auna 2. HJIP, cho0uieHn B KIIMHAUYHY NPOYYBAHNUS NMPU NAIIMEHTH ¢ MYJITHIIJIEH MUEJIOM,
JIEKYBAHH C JICHAJTWIOMH/] B KOMOMHAIUS ¢ GOPTE30MHUO U JIeKCAMETA30H, JIEKCAMETA30H WJIH

MeJ(aaaH ¥ NpeHU30H

3J10KA4eCTBEHH U
HeompeneJeH! (BKJI.
KHCTH ¥ TOJHIIN)

CKBAMO3HOKIICThYCH PaK Ha
KoxaTa™*

CucreMo-opraHuu Benuku HJIP/YecToTa HJIP 3—4 crenen/YecToTa

KJiacone /

[penmountan

TePMHUH

Nudexuun u MHoro dyectu Yectu

undecrauun [MTaeBmonus™®, nuadexuus Ha ITneBMonus™, GakTepuasnm,
rOpHMTE IMXATEIHH NbTUA’, BUPYCHH M I'bOMYHM MHDEKIIUK
OaKTepHaTHH, BUPYCHHU U THOWYHN | (BKIIOYUTEITHO OIMOPTIOHUCTHYHU
UHPEKIMH (BKIIOUYUTETHO uadexmn)’, nenyant’, cemncuc’,
ONOPTIOHUCTHYHYU MH(peKIN)®, GenonpooHa nndekma’,
Ha3odapuHruT, PapHHTHT, OpoHXHT’, HHPEKIMA HA
OpOHXHT’, PUHUT IMXaTeqHuTe mbTuma’’,

UH(EKIHUS HA TUKOYHUTE

Yectn nprrma’, uadeKImosen
Cencuc®®, 6enoapobua CHTEPOKOJIUT
uHpekma®’, nHpekms Ha
nuko4nuTe mbtuma’, cunysut’

Heonuazmu — Heuectun Yectun

00POKAYECTBEHHM, BasanHoK/IeThUeH KapuuHOM™?, OcTpa MUENOUIHA JIEBKEMHUSL,

MHUEJIOUCIIACTHYEH CHHAPOM’,
CKBAMO3HOKIICThYEH KapLHHOM
Ha Koxkara/ >+ *

Heuectn

OcTpa neBKeMust OT T-KJIeThYEH
tun’, 6a3aIHOKIETbYEH
KapuuHOM™’, TyMOp-JIU3HC
CHHIPOM

Hapymenus Ha
KPbBTa
u JumMdHaTa cuctema

MHoro dyectu
Heytponenus
tpom6bonuronenus™ %, anemus’,
XE€MOparuyHo HapyuieHue”,
JICBKOTICHUH, JTUM(OTICHHS

A000
b
20,00

MHoro gectu
Heytponenus
tpombonuronenus™ %, anemus’,
JICBKOTIEHHH, TMM(OTICHHS

A000
b
20,00

Yectu

Yectn debpuina HeyTponeHus ™,
debpunna HeyTponeHus™, HaHIUTONEHHUS’, XeMOJIUTUIHA
HaHUTONEHUs’ aHeMHUS
Heuectu Heuectu
XeMoin3a, aBTOUMyHHA Xurepkoarymarus,
XEMOJUTHYHA aHEMUS, KOaryJonaTus
XEMOJUTUYIHA aHEMUSI

Hapymenns na Heuectu

HMYHHATA CHCTEMA CBpBHXYYBCTBUTEITHOCT

Hapymenus Ha Yectu

€HIOKPUHHATA XUMOTHPEOUINIBM

cucremMa

33




Cucremo-opranau

Bceuukn HJIP/YectoTa

HJIP 3—4 crenen/Yecrora

KJjacoBe /

pennmountan

TePpMHH

Hapymenus Ha MHoro dyectu Yectu

MeTa001u3Ma 1 Xumnoxamuemus®®, Xumnoxamuemus®®,

XpaHeHeTo XUIMEPIIUKEMUS, XUTIOTIUKEMHUS, XUIMEPIINKEMUS,
XUMOKAIIHMEMUS’, XMIIOHATpUEMHUS'®, | XuUIOKanueMus’, 3axapeH
nexuapatanys’’, MOHWKEH nuabet’, xunodocharemus,
aneTut’’, TOHWKEHO Terjo XUIIOHATPHEMHUSL,
Yectu XUIEPyPUKEMHS, HOarpa,
XHUIOMarHe3ueMus, nexuapatanys’’, OHWKEH
XUIEPYPUKEMUS], XMIIEPKAIIUEeMus | aneTuT"’, IOHIKEHO TETJIO

Icuxuunn MHoro gyectu Yectu

HApyIIeHUs! Hemnpecus, 6e3cbHUE Hemnpecusi, 6e3chHIE

Hegectn
3ary6a Ha mubumo

Hapymenns Ha
HepBHATa cHCTeMa

MHoro yectu

INepudepun neBponatun®,
napecTesus, 3aMasHocT, TpeMop,
IPOMsHA Ha BKYCa, TIaBOOOIIHE

Yectu

Artakcus, HapylIeHHE Ha
paBHOBECHETO, CHHKOM,
HEBPAJITHs, IU3ECTE3HsA

MHoro gectu
INepudepun nepponatuu’®

Yectu

LlepebpoBacKynapeH HHIMACHT ,
3amasHocT”’, cuaKon®’,
HEBpAJITUsl

Heuectu

Bbrpeuepenen kpbBOU3IUB",
MPEXO0HA UICXEMUYHA aTakKa,
repedpaaHa ICXEMHUS

Hapymenus Ha MHoro dyectu Yectu

ounTe KarapakTu, 3aMbIiieHO BUKIaHE Karapaxra
Yectu Heuectun
HamaneHa octpoTa Ha 3peHHETO, Cremnora

Hapymenns na Yectu

YXOTO U JIAOUPHHTA I'myxora (BKIFOUNATEITHO
XHUII0AKy3Hsl), THHUTYC

Cobpaeynn Yectun Yectun

HApyLIeHUs! [pencvpano mbxaene’, Nudapkr Ha MuUOKapaa
OpaguKapIus (BKJIIOUUTETHO OCTBP)™,

npeachpaAHO MExAeHe ",

Heuectu 3acTOMHA ChpJICUHA

Aputmus, yaboker QT-unTepsait,
MPEICHPIHO TPENTEHE,
BEHTPHKYJIAPHU CKCTPACUCTOIH

HEJI0CTATHYHOCT’, TAXMKAP/IHS,

ChpIeYHa HeNOCTaTBUHOCT %,

MHOKapaHa I/ICXGMI/ISI<>
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Cucremo-opranau
KJiacone /
pennmountan
TePMUH

Bceuukn HJIP/YectoTa

HJIP 3—4 crenen/Yecrora

Cb10BY HapylIeHHs

MHoro yectn

BeHo3Hu TpoM0O0eMOOIHYHN
CHOUTHA", IPETUMHO TBIO0KA
BEHO3Ha TpoM0OO03a 1 OenoapoOHa
em6omusa™*%, xunoronus™

Yectun
XHIIepTOHMSI, EKXUMO3a"

MHoro yectn

BeHo3Hu TpoM0O0eMOOIHIHN
CHOUTHA”, IPETUMHO TBIO0KA
BEHO3Ha TpoMOO03a 1 OenoapoOHa
emGommns %

Yectu
Backymut, XunotoHus®,
XUIIEPTOHHS

Heuectun

Hcxemus, nepudepHa ncxemus,
BBTpeUEperiHa TpomM003a Ha
BEHO3HHUTE CHHYCH

PecniupaTopHu, MHoro dyectu Yectu
IPBAHU U Hucnres®®, enucrakcuc”, Pecrmparopen auctpec’,
MeIMACTHHAIHA Kalumna nucrines ™™, mespanna Gomka®,
HApyLIeHust xurnokcus®™’
Yectu
Huchonus
CTomMamHo-4YpeBHH MHoro yectu Yectu
HApYIIEeHHsl Huapus®®, koncrunanus’, 6onka B | KpbBOM3IUB OT CTOMAIIHO-
xopema®, razene, nospbmane’’, upesHus TpakT %, 06CcTpyKIHSA
JIUCIIENCHS, CYXOTa B yCTara, Ha ThHKMTE uepBa®’, nuapusa®’,
CTOMATHUT xoHcTUnanus’, 6onka B kopema®’,
rajice, nospbmane’
Yectun
KpbBOM3IIMB OT CTOMAIIHO-YPEBHHUS
TPAKT (BKIIFOYUTETHO PEKTATIEH
KPBBOM3JIUB, XEMOPOHIEH
KPBBOM3IMB, KbPBEHE OT NENTHIHN
A3BH M KbPBEHE OT BeHIuTe ),
nucharus
Heuectu
Konut, Bb3NaIeHUE Ha LEKyMa
XenaToOuIHAPHU MHoro dyectu Yectu
HapyLIeHus! I[ToBuIIEHA aTaHUH XosecTasza’, XemaTOTOKCHYHOCT,

aMHHOTpaHc(epasa, MOBHUIICHA
acrmaptat aMuHOTpaHcdepasa

Yectun

XenaTouenynapHo yBpexnane’’,
OTKJIOHEHHUS BB (DyHKIMOHAITHUTE
4epHOIPOOHHU MOKa3aTenu’,

XUNepOUITUpyOnHEMUS

Heuectu
UYepHoapobHa HeloCTATHYHOCT

XenaToue yaapHo yBpexaane®,
TMOBHILIEHA AJTAHUH
aMMHOTpaHc(epasa, OTKIOHEHHUS
BbB (DYHKIIMOHATHHUTE
4epHOAPOOHHM MOKa3aTenu’

Heuectn
UepHOoapoOHaA HETOCTATHYHOCT
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Cucremo-opranau

Bceuukn HJIP/YectoTa

HJIP 3—4 crenen/Yecrora

KJiacone /
pennmountan
TEePMHH
Hapymenus Ha MHoro dyectu Yectu
KOKaTa 1 O6pusu®, mpypuryc O6pusn®
MOJIKO0KHATA ThKAaH

Yectun Heuectun

Yprukapusi, Xunepxuaposa, cyxa
KOXa, XHUIIepIUrMeHTaus Ha
KO>KaTa, eK3eMa, epuremMa

Heuectn

JlexapcTBeH 0OpUB ¢ €03UHODUITHS
U cucTeMHM cumnTomu’’, mpoMsiHa
B I[BETa HA KOXAaTa, peakiys Ha
(hOTOYYBCTBUTEITHOCT

JlexapcTBeH 00pUB ¢
CO3MHODUIIMS U CUCTEMHHU
cumnromu®’

Hapymenns Ha
MYCKYJIHO-
CKeJIeTHATa CHCTeMa
U CheUHUTEeJHATA
TbhKaH

MHoro yectu

MyckynHa cnaboct®®, MycKyaHHI
cra3Mmi, 60iKa B KocTute’, 60K 1
JTUCKOM(OPT Ha MYCKYJTHO-
CKEJIETHATA CUCTEMA U
ChEJMHUTENTHATA ThKaH
(BKIIOUHMTENHO OOJIKA B I'bpOa
00JiKa B KpaHUK, MUAIITHS
aprpanrus’

<>,<><>)
>

Yectu
OTo1y Ha CTaBUTE

Yectu

Myckynna cnaboct®, Gonka B
koctute’, 60JIKa U JUCKOMPOPT
Ha MYCKYJIHO-CKEJIeTHATa
CHCTEMA U CheJIUHUTEIHATA
ThKaH (BKIIOYUTEITHO 00JIKa B
rl,p6a°’°°)

Heuectu
OTo1y Ha CTaBUTE

Hapymenus Ha
0LOpennTe U
NMUKOYHHUTE MHTHINA

MHoro yectu
brOpeuna HemOCTaThUHOCT
(BKImrounTENHO ocTpa)®

Yectn
Xematypus”, 3aabp)KaHe Ha ypUHa,
WHKOHTHHEHIMSI Ha ypUHa

Heuectu
[Tpugobur cunapom Ha Fanconi

Hegectn
BbrOpeuna TyOynHa HeKpo3a

Hapymenus Ha
Bb3NPOU3BOIMTEIHA
Ta cUCTeMA U
rbpaara

Yectu
EpexTriina quchyHKIHS

OO0 HapymeHus1 U
eexTn HA MACTOTO
HA MPUWJIOKEHHE

MHoro yectu

Vmopa®®, 0ToK (BKITIOUHTEITHO
nepudepen oTok), mupekcus’*,
ACTCHUS, TPUTIOTIOI0OOHO
3abo0saBaHe (BKIIOYHUTEITHO
MUPEKCHS, KAIIUTUIIA, MAAITHS,
MYCKYJTHO-CKeJIeTHa 00JIKa,
IJ1aBO0OJIME U CXBaIllaHe)

Yectun
bonka B repaute®”, neraprus

MHoro gectu
Vmopa®®

Yectu
IMepudepen orok, mupekcus>*’,
acTeHus
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CucreMo-opranumu Benuku HJIP/YectoTa HJIP 3—4 crenen/YectoTa
KJiacone /
pennmountan
TEePMHH
HN3caensanus MHoro yectu
[Noeuinena ankanHa Gocdarasa B
KpbBTa
Yectu
[ToBumen C-peakTHBEH IPOTEHH
Hapansianus, Yectu
OTPaBSIHUS U ITapane, koHTY3UN"
yCJI05KHEeHUs,
BB3HUKHAJIN B
pe3yJaTar Ha
HHTEpPBEHINHU

% Hexenanu peakiuu, choOMIABAHA KATO CEPUO3HH B KIIMHAYHH W3MHUTBAHKS TIpH namuenTtn ¢ HIMM, nony4asanu
JICHAMOMHU B KOMOMHAIHNS ¢ O0opTe30Mub M IeKcaMeTa30H

A BkTe Touka 4.8 Onucanue Ha N30paHN HEXENTAaHU PeaKINU

° HexenmaHu peakium, choOMIEHH KATO CEPUO3HH B KIIMHUYHUTE U3MUTBAHMUS MPH TIAIMEHTH C MyJITHIUIEH MUETIOM, JIEKyBaHH
C JICHAIMJOMUJL B KOMOMHAIMS ¢ JeKCaMeTa30H WK ¢ MendaiaH U NPeJHU30H

* Kacae caM0 CepHO3HH HEKETaH! PEaKIUH

* CpobI1aBa ce 3a CKBaMO3HOKJIEThYEH KapIIMHOM Ha KOKaTa B KIMHUYHHUTE U3MUTBAHUS TPH MAIMEHTH C MUEIIOM,
JIeKYBaHH IPEAU C JCHAIUIOMHU/I/ACKCAMETa30H, B CPABHEHUE C KOHTPOJIUTE

** CpoOIaBa ce 3a CKBAMO3HOKJIETHYEH KapI[IHOM Ha KOXKaTa B KIIMHUYHO M3MUTBAHE IPH HOBOANATHOCTHIIPAHT
TIAIMEHTH C MHUEJIOM Ha JICHAJIHJOMHJI/ IeKCaMeTa30H B CPaBHEHHE C KOHTPOJIUTE

Pesiome 6 mabauuen suo 3a MOHOmMepanusama
CJ'ICI[HI/ITC Ta6J'II/ILII/I Cca CbCTaBCHU OT JaHHH, C’B6paHI/I 10 BpEMC Ha OCHOBHUTC MMPOYYBAHUSA IIPU
MOHOTEpanug Ha MUCTIOAUCINIACTUYHN CUHAPOMH U MAHTCIHOKIICTHYCH JII/IM(I)OM.

Tadauua 3. HJIP, cb001eHd B KIMHUYHUTE U3NUTBAHUS MPU NALNMEHTH ¢ MUEJOAUCIIACTUYHHA
CHH/IPOMM, JIEKYBAHU C JEHAJIUIOMUIH

Cucremo-opranen kjiaac | Bemuxku HJIP / Yectora
/ llpeamoynTan

HJIP ot 3—4 crenen / YecToTa

TePMHUH
Nudexunu n MHoro yecTu MHoro yecTu
uHdecTaunu bakrepuanuu, BUpyCHU U IMaeBMoHUs’
rbOMYHHI HHPEKIUN
(BKIJIFOUHTEITTHO Yectn

ONOPTIOHUCTHYHU MHpeKIMHN)® bakTepuannu, BUpYyCHH 1
rbOMYHHI HHPEKIUN
(BKJIIOUUTETHO ONOPTIOHUCTUYHHU

uHpekyn)’, BpoaxuT

Hapymienusi Ha KpbBTa
u JuM¢HATa cHCTEMA

MBHoro yectu
TpomGonmTonenus *°,
Heyrtponenus ™, Anemus®,
JleBkomneHus

MBHoro yectu
TpomGonmTonenus *°,
Heyrtponenus ™, Anemus®,
JleBkomneHus

Yectu

®ebpuina HeyTponeHus

Hapymennst Ha
C€HIOKPHHHATA
cucTeMa

MpHoro uectu
XUMoTUPEeOouIu3bM
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CucreMo-opraHeH KJac
/ llpeanoynTan
TePMHUH

Benuxkn HJIP / YectoTa

HJIP ot 3—4 ctenen / YecToTa

Hapymennst Ha
MeTa00Ju3Ma U
XpaHeHeTo

MpHoro uectu
IloHmkxen aneTur

Yectu
CBpBXHATPYIIBaHE HA KEIS30,
TloHMmXeHo TETI0

Yectn
Xunepriukemus®, [TonmkeH
amneTuT

[cuxuuHu HApyIIeHHUsT

Yectu
ITpoMEHU B HACTPOEHHETO ™

Hapymenus Ha
HEPBHATA CUCTeMa

MHoro yecTu
3amasHocT, ['maBobome

Yectu
TTapecTe3ust
Chbpaeynu HapylieHust Yectn
Octbp uHdapkT Ha MUOKapaa ™,
ITpencbpano MbxaeHe’,
ChbpaedHa HeJOCTATHYHOCT’
CbaoBu HapyLIeHust Yectu Yectu

XunepToHus, XeMaToM

Beno3uu Tpom6oeMO0IMIHN
CBHOUTHS, IPEAUMHO JTBIIOOKA
BEHO3Ha TpoM0Oo3a 1 OenoapoOHa
emGommst

Pecnimparopuu, MHoro yect
IPLAHA U Enucrakcuc”
MeAUACTHHAJIHI
HAPYIIEHHS
CToManHo-4YpeBHH MHoro yectn Yectu
HApYLICHUs Juapus®, bonka B kopema Juapus®, Tanene, 3660601
(BKIJIFOUHMTETTHO TOpHATA JacCT),
T'anene, [loBppmane, 3amex
Yectu
Cyxora B ycrarta, J{ucnencus
XenaToouauapHu Yectu Yectu
HapyUIeHUsA OTKIIOHEHUS BHB OTKIIOHEHUS BHB

(yHKIMOHATHUTE YePHOAPOOHU
HIOKa3aTesn

(yHKIMOHATHUTE YEPHOAPOOHU
HIOKa3aTesn

Hapymennst Ha
KO0KaTa M NMOJKOKHATA
ThKaH

MHoro yect
O6puen, Cyxa koxa, [Ipypuryc

Yectn
O6puew, [Ipypuryc

Hapymenus Ha
MYCKYJIHO-CKeJIETHATA
cucTeMAa U
CheIUHUTEJHATA
ThKaH

MBHoro yectu

MycKyJiHY cria3Mu, O0JIKa B
MYCKYJIHO-CKEJIETHATA CHCTEMA
(BKIOUMTENHO GONKa B rbpba’ n
0oJIka B KpalHUK), apTPaJTHs,
MUAJTHS

Yectu
Bonka B rep6a’

Hapymenus Ha
0nOpenuTe N
NMUKOYHHUTE MHTHINA

Yectu
bropeuna HEOCTATHYHOCT’
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Cucremo-opranen kjac | Bemuxu HJIP / YUectoTa HJIP ot 3—4 crenen / YecToTa
/ llpeanoynTan
TePMHH
OO0mm HapymeHus 1 MHoro yectn Yectu
eexTn Ha MsIcTOTO Ha | YMopa, [lepudeper oTox, TIupexcus
NPUWJIOKEHUEe I'pumontomo6HO 3ab0s1BaHE
(BKITIOUUTETHO TTUPEKCHS,
Kanummna, GapuHTuT, MAAITU,
MYCKYJTHO-CKeJIeTHa O0JIKa,
r1aBo0O0IIHE)
HapansiBanus, Yectu
OTPABSIHUS M ITagane
YCI0KHEHUs,
BB3HUKHAJIU B
pe3yJiTar Ha
WHTEPBEHIINHA

~ Buxre Touka 4.8 Onucanue Ha n30paHy HEXEJIaHU JICKApCTBEHH PEAKLIUH.
° Hexenanu ch0UTHS, ChOOIIEHH KATO CEPHO3HY B KIMHUYHY U3MUTBAHUS HA MUEIOAUCIUIACTHYIHA CHHAPOMH.
~ CpoOImaBaT ce MPOMEHU B HACTPOSHUETO KaTo YEeCTO CEPHO3HO HEXKENIAaHO ChOHUTHE B IpOoyyYBaHeTo (a3a 3 Ha
MHEJIOUCIUIACTIYHA CHHPOMHU; He Ce ChoOIIaBa KaTo HeXKeJlaHO ChOuTHe OT crerneH 3 wim 4.
AnroputsM, nprnoxkeH 3a BiuouBane B KXII: Benuku HJIP, ycranoBenn ot anropursMa o npoyusaneTo dasa 3, ca
srmtodenu B KXII 3a EC. H3BbpiiieHa e 1ombJIHUTENIHA IPOBEpKa 3a yectorara Ha Te3u HJIP, ycraHOBeHM OT anropursma Ha
npoy4BaHeTo (a3a 2 ¥ aKo YeCTOTaTa UM B IIPOy4BaHeTo (asa 2 € Mmo-BHCOKa, OTKOJIKOTO B IIpoy4BaHeTo (aza 3, croutnero
¢ prmoueHo B KXTI 3a EC ¢ yectoTaTa, ¢ KOSTO € Bb3HHKHAJIO B Ipoy4yBaHeTo (a3a 2.
# AITOPUTBM, NPUIIOIKEH MPU MHUENOIUCTUIACTUYHU CUHIPOMH:
. [IpoyuBane aza 3 Ha MHETOAUCIIIACTUYHH CHHIPOMH (IBOMHO3AC/IEIIeHA MOIyJIaus 3a 0€30MacHoCT,
pasnuka Mexay JeHaauaomua 5/10 mg u mianebo o HavaiHa cxeMa Ha puiiaraHe, IposiBeHa P Haii-
MAaJIKO 2 TTallUCHTH)

o Bcnyky BB3HHKBAIIM 110 BpEME Ha JICUCHUETO HEXKEIaHU ChOUTHS TIpH > 5% OT MaleHTHTE Ha
JICHATHJIOMUT, 1 Hall-MaJko 2% pa3inka B ChOTHOIICHUETO MEKITY JICHATMIOMH/ U TU1ane0o.

o Bcunyky BB3HHKBAIIM TI0 BpEME Ha JICUCHUETO HEXKEIaHU ChOUTHS OT cTeneH 3 i 4 mpu 1% ot
MalMeHTUTE Ha JICHATUAOMHI U Hai-Majko 1% pasinka B CbOTHOLIEHHETO MEXIY JICHATUIOMHU U
mianeoo.

o Benuky BB3HMKBAIIM IO BpeMe Ha JICYEHUETO CEPUO3HU HexelaHu chouTus mpu 1% ot manueHTuTe
Ha JICHATUAOMH] M Hal-MaJko 1% pasiyka B ChOTHOLIEHHETO MEKAY JICHANUAOMHU U I1aneto.

. IIpoyuBane ¢aza 2 Ha MUETOJUCIUIACTUYHN CHHAPOMHU

o Bcnyky BB3HHKBAIIM IO BpEME Ha JICUCHUETO HEXKEIaHU ChOUTHS TP > 5% OT JIEKyBaHUTE C
JIEHATIUOMM/T ITAIUEHTH.

o Bceunyky BE3HHKBAIIM TI0 BpEME Ha JICUCHUETO HEXKEIaHU ChOUTHS OT cTereH 3 i 4 mpu 1% ot
JIEKyBaHHUTE C JICHATHJOMH/ ALUCHTH.

o Benuky Bb3HMKBAIIM IO BpeMe Ha JIEYSHUETO CEPUO3HU HeXeTaHu chouTs npu 1% oT JexyBaHuTe

C JICHAJIUIOMU]] TAIIMCHTH.

Tadauua 4. HJIP, cb001eHd B KIMHUYHUTE U3NUTBAHUS PU NANMEHTH ¢ MAHTEJIHOKJIeThYeH
JuMpoMm, JJeKyBaHU ¢ JIEHAJTUTOMHUT

Cucremo- Benukn HJIP / YectoTa HJIP ot 3—4 ctenen / YectoTa

opraHeH kJjac/

IIpennountan

TepMUH

Nudexunu u MHoro uectu Yectu

undecrauun Bakrepuanuu, BupycHu u re0nunn | bakrepuannu, BUpyCHH U TbOMYHU
nHEKIUN (BKITIOYHUTEITHO uHGEKIUU (BKIIOUNTEIIHO
OMOPTIOHUCTHYHYU MH(peKIN)®, OTOPTIOHUCTHYHU MH(eKIMH)®,
Hasogpapunrurt, [TaeBMonus’ ITneBmonus’
Yectn
Cunysut

39



Cucremo- Benukn HJIP / YectoTa HJIP ot 3—4 ctenen / YectoTa
opraseH Kjac/
IIpennountan
TePMHUH
Heomiazmm — Yectu Yectu
no0pokayecTBeHH, | Peakinsa Ha akTHBHpaHe Ha TyMopa | Peakius Ha akTHBHpaHe Ha TyMOpa,
3J10Ka4Ye€CTBEHU U CKBaMO3HOKJICTHYCH KapIIMHOM Ha
HeomnpeeJleH! koxara™, 6a3aIHOKIETHYEH
(BKJI. KHCTH H KapuuHOM
MOJIMIIN)
Hapymenus Ha MHoro dyectu MHoro yecTu
KPbBTa H TpomGouuToneHus , Tpom6ouuronenus , Heyrponenus =,
aumpHaTa Heyrponenus *°, Jlekonenus’, Anemus
cucrema Anemus’
Yectn
Yectu ®eOpuina HeyTporeHus
debpunna HeyTponenus JIEBKOIICHUSL
Hapymennus Ha MHoro dyectu Yectu
MeTa00JIM3Ma 1 Ilonmxken anetur, IloHMKEHO Hexunparanus’, XUIOHATPHEMHS,
XpaHeHeTo TErJI0, XUAMOKAIUEMUS XumoKanueMus
Yectu
Jexuaparanus’
IMcuxuunmn Yectu
HApYLICHUs be3cbHue
Hapymennus Ha Yectu Yectu
HEepBHATA Hucrey3us, ['maBoOomnue, ITepudepHa ceH3opHa HEBpPOTIATHS,
cHCTEeMA [epudepna HeBpomaTus Jletaprus
Hapymennst Ha Yectu
YXO0TO U Bepturo
JIAOUPHHTA
Cobpaeynn Yectu
HapyUIeHUsA HudapkT Ha MHOKapa (BKITIOYUTEITHO
octbp) ¥, Chbp/ieuHa HEOCTATHYHOCT
CbaoBu Yectun Yectn
HAPYyIIEeHHS Xunoronus® JIB160ka BeHO3HA TpoMbo3a’,
Benoapoona embomus °, Xunoronns®
PecniupaTopHn, MHoro yectu Yectu
I'PBIHA H HucnHes® JNucnuHes®
MeIUACTHHAIHA
HAPYIIEHHS
CromaniHo- MHoro yectu Yectn
YpeBHU Juapus®, Tanene’, [Tospbmane’, Juapus®, Kopemna 6onka’, 3anek
HapyUIeHUsA 3amnek

Yectun
Kopemna 6onka’

Hapymennst Ha
KOKaTa U
NOJKOKHATA
TbKaH

MHoro yectu
OO6puBH (BKIIOYUTEITHO aJIEPTHUCH
nepmatur), [lpyputyc

Yectu
Homro n3norsBane, Cyxa KoXka

Yectu
O6puBHu

40




Cucremo-
opraseH Kjac/

Benuxku HJIP / YecToTa

HJIP ot 3—4 ctenen / YecToTa

IIpennountan

TePMHUH

Hapymenus Ha MHoro dyectu Yectu

MYCKYJIHO- Myckynau ciasmu, bonka B rep6a | Bonka B rep6a, MyckyiHa crna6oct®,
CKeJIeTHATA Aptpanrus, bonka B kpailHuK
cucTeMa M Yectu

cheIMHUTEHATA | ApTpanrus, boika B KpaitHUK,

ThKaH Myckynna cnaboct’

Hapymenus Ha
0nOpenuTe N

Yectu
bropeuna HEOCTATHYHOCT’

NUKOYHHUTE
MbTHINA
Oomm MHoro yectu Yectn
HAPYUIEHHS U Vmopa, Acrerus’, Ilepudepen IMupexcus’, Acrenns’, YMopa
edexTn Ha oTok, I'punonono6Ho 3abomnsBane
MSICTOTO Ha (BKJIFOYMTETHO MHPEKCHs’,
NMPUWJIOKEHUE KaILIAIIA)
Yectun

CTyneHu TpBIKHA

~ Bmxre Touka 4.8 Onucanue Ha n30paHn HEXETTAaHH JIEKAPCTBEHN PEaKIHH.

° Hexenanu ch0uTHS, ChOOIIEHH KATO CEPHO3HY B KIMHUYHK U3MIUTBAHUS HA MAHTENHOKIETHYEH TUMBOM.
AJTOpUTHM, IPUIOKEH 32 MAHTEITHOKJIETHYEH JTUM(OM:
. KonTponupano ¢a3za 2 npoy4BaHe Ha MaHTEITHOKIIETbUYCH JIHM(POM
o Bcunuky Bb3HUKBAIIM 110 BpEME Ha JISUSHHETO HEXeJlaH!U ChbOUTHUS P > 5% OT MaIueHTHTE B
paMoTO Ha JICHATMOMHU U Hal-Manko 2% pa3iiKa B CbOTHOIIEHHETO MEXy paMOTO Ha
JICHAJIMJJOMH/] ¥ KOHTPOJHOTO Pamo.

o Bcuuku BB3HHKBAITY IO BpEMC Ha JICUCHUETO HEKEJIaHU CBHOUTHS OT CTereH 3 win 4 npu >1% ot

MAUEeHTHTE B PaMOTO Ha JICHATIOMH U Hai-Manko 1,0% pasiika B CbOTHOIICHHETO MEXLY
PaMOTO Ha JICHATUJIOMHU U KOHTPOIHOTO PaMo.
o Bcuuky Bb3HUKBAIIN 110 BpEMe Ha JISUSHHETO CEPUO3HH HEXeNaHu chOuTHs mpu > 1% o1
MALMEHTUTE B PAaMOTO Ha JICHATMOMH U Hai-Manko 1,0% pa3iika B CbOTHOIIEHUETO MEXKTY
PaMOTO Ha JICHATUIOMHUA U KOHTPOIHOTO PaMo.

. IIpoyuBane aza 2 Ha MaHTETHOKJIETHYEH JIUM(OM C €HO paMo
o Bcuuky BE3HUKBAIIN 110 BpeMe Ha JICUCHHETO HEXKEJIAaH!U ChOUTHS P > 5% OT IaIueHTHTe.
o Bcuuky BE3HUKBAIIN 110 BpeMe Ha JICUCHHETO HEXEJIAaH!U ChOUTHS OT crereH 3 win 4, Cho0IeHn

npu 2 WY MoBeYe MaIueHTH.

) Bcuuky Bb3HUKBAIIM 110 BpeMe Ha JICUEHHETO CEPUO3HH HEXENaHU ChOUTHS, ChOOILEHH P 2 WIIN

TOBCYEC NMAIIUCHTH.

Peziome 6 mabauuen 6uo 3a kombunupana mepanus npu DJI

Crnemnara TabnuIa € ChbCTaBeHA OT TaHHH, ChOpaHU 10 BpeMe Ha ocHoBHHUTE TipoyuBanus (NHL-007 u

NHL-008), B KouTO 1pH NauueHTH ¢ GonrkynapeH TuM(pom, € U3M0I3BaH JICHATUIOMHU] B
KOMOWHAIHMS C PUTYKCHMAO.

Tabauua S: HJIP, cho0leHd B KIMHUYHUTE U3NUTBAHUS NPH NAUHEHTH ¢ (POJIHKYJIapeH
JUM(OM, JIEKYBAHU € JEHAJIUIOMHU] B KOMOMHALIUSA C pUTYKCUMa0

ITbTHUILA

YecTtn

ITHeBMOHUS®, TpUI, GPOHXHT,
CUHY3WT, HHPEKIUSI HA TUKOYHUTE
IIHTHUIIA

Cucremo-opranen Beuuku HJIP/YecToTa HJIP 3—4 crenen/Yectora
kaac/llpennountan

TEPMHH

Nudexunu u MpHuoro uectu Yectu

nndecranuu Wudeknys Ha ropauTe quxarenan | [Taesmonus®, cencuc’,

OemoapobHa MHGEKITHS,
OpOHXUT, TaCTPOCHTEPHT,
CUHY3UT, HHPEKIUS Ha
NIMKOYHWUTE MBTHINA, HETyIHT’

M




Cucremo-opranen

Bcenukn HIIP/YecToTa

HJIP 3—4 crenen/Yecrora

kaac/llpennountan

TEPMHH

Heomnazmm — MHoro yect Yectn

J00poKavYeCcTBEHH, AxTuBHpaHe Ha TyMopa BasalHOKIeTbYeH KapiuHoM ™

3JI0KaYeCTBEHH U
HeonpeaeaeHH (BKJI.
KHCTH U MOJINIIN)

Yectu
CKBaMO3HOKJICTBYUCH KapIIMHOM Ha
koxkaTa® "

Hapymennus Ha
KPbBTA H
JuMdHaTa cucTemMa

MHoro yectu
Heytponenus™’, anemus®,
TPOMOOLUTONEHHS ", IEBKOIICHUS
Jumponenus”™”

MHoro yectn
Heytponenus™°

Yectu

Anemus®, TPOMOOIIUTOTICHUS",
(debpunna HeyTponeHus’,
HAHIUTOIICHNUS, JTEBKOIIECHHS

sk

nuMboneHus
Hapymennst Ha MHoro yectn Yectu
MeTadoIu3Ma U [ToHnkeH aneTuTt, XUMOKaTHEMHUS Hexunparanus,
XpaHeHeTo XunepkanuemMus’,
Yectu XHUMOKAIUEMHUS,
Xunogocharemus, IeXuApaTALH xunodocdaremus,
XUIEPYPUKEMHUS
IMcuxuunmn Yectu
HapyLIeHHUst Henpecusi, 6e3cbHue
Hapymennst Ha MHoro yectn Yectu
HepBHATAa CHCTEMa I'maBoGosme, 3amMastHOCT Cunkon
Yectn
[epudepHa ceH30pHA HEBPOTIATHS,
MpoMsiHA Ha BKyca
Cobpaeunn Heuectu
HApYLIeHUs Apurmus’
CobaoBu Hapymenusi | Yectu Yectu
XHTOTOHWMSI Benoapoona embomus’™’,
XHUIOTOHHS
PecniupaTopHn, MHoro yectn Yectu
I'PBIHA H JNucnHes’, kanuuna, JNucnHes’
MeINACTHHAJIHH
HApYLICHUs Yectu
Opodapunreaita 0oska, AMCHOHUS
CroManiHo-ypeBHH | MHOTO 9ecTH Yectu

HapyLIeHHUs!

Kopemna Gonka’, nuapus,
KOHCTHUIaLUs, raJicHe, IOBPBIIaHe,
JMCIETICHS

Yectu
Bonka B ropHaTa 4acT Ha Kopema,
CTOMATHUT, CyXOTa B yCTaTa,

Kopemna 6onka’, quapus,
KOHCTHIIAINSI, CTOMATHT

Hapymennst Ha
KOKAaTa u
NOJKOKHATA ThKAH

MHoro yectn
OOGpuB’, IPYpHUTYC

Yectu
Cyxa Koa, HOIIIHO U3MOTSIBaHE,
epuUTEM

Yectu
OOGpuB’, IPYpHUTYC
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Cucremo-opranen

Bcenukn HIIP/YecToTa

HJIP 3—4 crenen/Yecrora

kaac/llpennountan

TEPMHH

Hapymennst Ha MHoro yectn Yectu

MYCKYJIHO- MyckynHu cria3Mu, 6oka B Tepba, | MyckyiHa ciaboct, 60ka BBB
cKeJIeTHATa apTpairus BpaTa

cucTeMa

CheIMHUTEHATA Yectu

ThKAaH Boska B kpailHUK, MyCKyJIHa

¢1a00CT, MyCKYJTHO-CKEJIeTHA
0omka, Muanrus, 00JIKa BBB Bpara

Hapymenus Ha
0LOpenuTe U
NMUKOYHHUTE MHTHINA

Yectu
OcTtpo 6B06peuno yBpexnane’

OO0mm Hapymenust
u epeKTH HA
MSICTOTO Ha
NpUJI0KEHUEe

MHoro yect
TIupexcusi, ymopa, acTeHus,
nepudepeH 0TOK

Yectn
YMopa, actrenus

Yectu
HepasnojoxeHue, CTyAeHH TPBIKH

HN3caenpanus

MHoro yect
[ToBuniena ananux
aMuHOTpaHc(pepasza

UYectn
[ToHMKEHO TETII0, TOBHIIICH
OmMpyOWH B KPBBTA

~ Buxre. Touka 4.8 Onuncanue Ha N30paHu HeXeTaHH PEaKIUH.
ANTOPUTHM, TIPAIOKEH 33 (OIUKYIapeH IuMpom:
Konrponmpano n3nurBane dasza 3:

NHL-007 HJIP- Bcnuku Bh3HHKBAIIM IO BpeMe Ha JiedeHUueTo Hexenanu cpoutus (HC) mpu > 5,0% ot
MIAIUEHTHTE B PAMOTO Ha JICHATNIOMUJ/PUTYKCUMal U ¢ Hali-manko 2,0% mo-Bucoka gecrota (%) B paMoTo
Ha JICHaJUAOMHZ B CpaBHEHHE ¢ KOHTpoHOTO pamo ([Tomymanns 3a 6e3onmacHoCT).

NHL-007 HJIP ct. 3/4 - Bcnuku Bp3HHKBaNIM 110 BpeMe Ha siedennero HC creneH 3 nimm creneH 4 npu Haii-
Maiko 1,0% oT marueHTHTe B paMOTO Ha JICHAINIOMUY/PUTYKCHMab U ¢ Haii-manko 1,0% mo-BHcOKa decToTa
B PaMOTO Ha JICHAINIOMUJI B CpaBHEHHE ¢ KOHTpOJHOTO pamo (ITomynamus 3a 6e3omacHocCT).

NHL-007 Cepuo3uu HJIP- Becuuku cepro3nu Bb3HUKBaIU 10 BpeMe Ha jgedenuero HC npu Haii-manko 1,0%
MIAIUEHTHTE B PAMOTO Ha JICHAIHIOMUJ/PUTYKCUMal ¥ ¢ Hal-Manko 1,0% 1mo-BHcOKa 4ecToTa B paMOTO Ha
JICHAJHJIOMUJ/pUTYKcUMab B cpaBHEHHE ¢ KOHTpoHOTO pamo ([Tomynarnus 3a 6e30macHOCT).

®JI m3nutBane daza 3 ¢ eqHo pamo:

NHL-008 HJIP- Bcuuku Bb3HHKBAIIIHN 110 BpEME Ha JICYCHUETO HEXKENIAHU ChOUTHUS mpH > 5,0% ot
MMaIUCHTHUTE.

NHL-008 HJIP ct. 3/4 - Bcuuky BE3HUKBAIIY IO BPEME Ha JICUCHUETO HEXKEIIAaHU ChOUTHS cTerneH 3/4,
choOmasanu mpu > 1,0% OT marnueHTuTe.

NHL-008 Cepuozau HJIP- Beuuku cepro3Hr Bh3HHKBAIIIM 10 BpEME Ha JICYCHUETO HEKENaHU ChOUTHS,
cbhoOmaBanu mpu > 1,0% OT marnueHTuTe.

© Hesxenanu cLOMTHS, ChOOLIEHH KATO CEPUO3HH NPH KIMHUYHY H3MMTBAHUA PK QOIMKYIapeH TUMPOM.
* Kacae caM0 CeprO3HH HEXEIaHH PEaKInH.
* 13
,,O0puB* Brutousa I1T oOpuB 1 MaKkyIonamyao3eH OOpuB.
*JleBkonenns* Bmousa I1T JeBKONEHHS M OHMKEH OPOii Ha GEIMTE KPBBHU KIIETKH.

ko

SJluMoponenus Bxousa [T nmuMbonenus u moHmwkeH 6poii Ha TUMQPOLUTHTE.
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Pesiome 6 mabauuen 6uo na nesiceranume peakyuu cied nycKaHemo Ha naszapa

OcBeH TOpPCIIOCOUCHUTE HEXKECIAHN PEAKIIUH, IPOABEHHN ITPU OCHOBHUTEC KIIMHUYHU U3IIUTBAHUS,
cjacaHara Ta6m/1ua € CbCTAaBCHA OT JaHHU, MOJYUYCHHU CJICA ITYCKAHCTO Ha I1a3apa.

Ta6auna 6. HJIP, cbo01ieHn 0T MOCTMAPKETHHIOBA YIIOTPe6a MpH MALUEHTH, JIEKYBAHHU €

JICHAJIUJTOMMU

Cucremo-opranen
KJac /

Bcenukn HIIP/YecToTa

HJIP 3—4 crenen/Yecrora

IMpennounTan

TEPMUH

HNudexuun u C HeW3BeCTHA YeCcTOoTa C HeW3BeCTHA YeCcTOoTa

uHdecTauuu BupycHu uHbEKIINH, BKIFOUUTESITHO Bupycuu undexuumu,
peaKTUBUpPaHE HAa BUPYCa HA XepIiec 30CTep | BKIIOYUTEITHO PEaKTUBUPAHE
W Ha xenatut B Ha BHpYCa Ha XepIriec 30CTep U

Ha xenatut B

Heonazmu — Penku

n00poKkayecTBeHH, TyMop-nmu3uc cuHAPOM

3J10KA4eCTBEHH U

HeomnpeeJleH!

(BKJI. KHCTH B

MOJIMIIN)

Hapymenns na C Heu3BecTHa YecToTa

KpPbBTa M [Ipunodura xeMmoduaus

aum@HaTa

cucTeMa

Hapymenns Ha
HMYHHATa CHCTEMA

Penku
AHaduiakTHYHA peakiusa’

C Heu3BeCTHA YECTOTA
OTXBBpIISHE Ha TPAHCIIAHTUPAH COJIUIACH

Penku
AHaduiakTHYHA peakiusa’

TOKCHYEH XEMaTUT”, IUTOINTHYECH
XemnaTUuT”, X0JIECTATUUEH XeIaTUT", CMECEH
IUATOJUTUYCH/XOIECTATUYCH XeIaTUT

opra"

Hapymenns na Yectu

€HJOKPHHHATA XUnepTupeouu3bM

cucreMa

PecniupaTopHu, Heuectu Penxu

TPbIHU U BenonpobHa xunepToHus BenmonpobHa xunepHOTHS

MeIUACTHHAIHU

HapylIeHUs! C Hen3BecTHa YeCTOoTa
HHTtepcTuimaneH NHEBMOHUT

CromamHo- C HeW3BeCTHA YeCcTOoTa

YpeBHH [TankpeaTuT, cTOMAIIHO-

HApPYIIEHUs ypeBHa niepdopartus (BKII.
nepdopaiys Ha TUBEPTHKYI,
Ha THHKOTO U 1€0eI0TOo
qepBo)”

Xenaroouauapau | C HeW3BECTHA YECTOTA C HeW3BeCTHA YeCcTOoTa

HApPYILIEHUA Octpa yepHOApPOOHA HENOCTATHYHOCT, Ocrtpa yepHOApPOOHA

HenocTaThbyHOCT”, TOKCHYEH
XemaTuT”
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Cucremo-opranen | Beuwuxku HJIP/YecToTa HJIP 3—4 crenen/Yectora
KJac /

pennmountan

TEePMHH

Hapymenus Ha Heuectu

KOKATa U AHruoenem
MOJKOKHATA Penkn

TbKaH Cunnpom Ha Stevens-

Johnson”, ToxcuyHa
enmuaepMaiiHa HeKkpom3a”

C HEeHM3BECTHA YECTOTA
JIeBKOIUTOKIIACTHYECH
BacKyJuT, JIekapcTBeHa
peakuus ¢ €o3MHO(PWIUS U
CHCTEMHHU CUMITOMHU”

~ Bukre Touka 4.8 Onucanue Ha n30paHy HEXeaH! PeaKItu.

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKIInu

Tepamoeennocm

JlenanmuaoMu € CTPYKTYPHO CXOJICH C TATUIOMU. TaluIOMU]l € H3BECTHO TEPATOTCHHO aKTHBHO
BEIIECTBO TPU XOpa, KOSTO MPUUMHIBA TSKKH XKUBOTO3aCTpallIaBaly BpoaeHu nedekru. [pu
MalMyHH JICHATHIOMH/] TIPeAN3BUKBA Man(opmanny, mog00HH Ha T€3H, OMMMCAHH 32 TATUAOMUI (BK.
ToukH 4.6 1 5.3). Ao TIpu Xopa 1o BpeMe Ha OPEeMEHHOCTTA Ce MpHUeMa JICHATUIOMHU]I, CE OYaKkBa
TepaToreHeH e(eKT.

Heymponenus u mpomboyumonenus
. HoBonmarsHoctunypas MyJITHIUIEH MUEJIOM: AITMEHTH, KOUTO ca ominu noiokenu Ha ATCK,
JICKYBaHU ¢ TOJUTHPIKAIIO JICUCHHUE C JICHATHIOMU]
IMogabpxamoTo neuenue ¢ neHanuaomun ciaea ATCK ce cBbp3Ba ¢ MO-BUCOKA YECTOTA Ha
HEYTPOIICHUS CTEeTIeH 4 B CpaBHEHUE C TIOIbPIKAIIO MPHIOXKEHNE Ha Tiane6o (choTBeTHO 32,1%
crpsimo 26,7% [16,1% copsimo 1,8% cnex 3anousane Ha noaabpskamio aeuenue] mpu CALGB 100104
u 16,4% copsmo 0,7% npu IFM 2005-02). ITosBunoro ce B pe3ynrtat Ha neueHrnero HC HeytponeHus,
BOJIETIIO JI0 CIIMPaHe HE JCHAIHIOMH/I Ce Ha0IIto1aBa ChOTBETHO mpH 2,2% oT manmentutre B CALGB
100104 u 2,4% ot nanmentute B [FM 2005-02. ®ebpritHa HeyTpoOTieHHs CTeTeH 4 ce cho0IaBa che
CXOJ[HA YeCTOTa IPH paMeHaTa Ha MO IbPKAII0 JICUSHUE C JICHATUIOMHUI, B CPAaBHEHHE C paMEHAaTa Ha
MOJITBPIKAII0 MPHIOKEHHE Ha Tu1aledo B aBere npoyusanus (cbotBeTHO 0,4% crpsimo 0,5% [0,4%
crpsimo 0,5% citen 3armouBane Ha moAabpikamto jedenue] mpu CALGB 100104 u 0,3% copsimo 0%
npu [FM 2005-02).

Ioanwpxaimmo nedenune ¢ nenanunomun ciel ATCK ce cBbp3Ba ¢ Mo-BHCOKa 4eCTOTa Ha
TpoMOoUUTONEHHA cTerneH 3 nin 4, B CpaBHEHHUE € MOATBPIKAIIO MPHIIOKEHUE HA M1ane0o
(cpotBeTHO 37,5% cupsmo 30,3% [17,9% crpsimo 4,1% cnex 3amovBane Ha IMOATBPKAIIO JICYCHHUE |
npu CALGB 100104 u 13,0% copsimo 2,9% npu IFM 2005-02).

L HOBOQI/IaFHOCTI/IgI/IlzaH MYJITHUIUICH MUCJIOM: MAIIMEHTH, KOWUTO HC Ca MOJAXOAAIIN 3a
TpaHCIIJIaHTAllMA, IMoJy4daBaliy JCHAIUIOMUI B KOM6I/IHaI_II/I}I Cc 6ODT630MI/I6 1 ACKCaMCTa30H

Heytponenus crenen 4 ce HabmonaBa B paMoTo Ha RVd B mo-maiika cTereH 0TKOJIKOTO B
cpaBHUTETHOTO pamo Ha Rd (2,7% cnpsmo 5,9%) B mpoyuBaneto SWOG S0777. ®ebpuina
HEYTPOTCHHUS CTeNeH 4 ce choOIaBa ChC CXOIHHU YecToTH B pamoTo Ha RVd u pamoto na Rd (0,0%
crpsimo 0,4%).

TpomOouuTonenus crenex 3 wiu 4 ce HaOM01aBa B paMoTo Ha RVd B mo-Bucoka cTerneH OTKOIKOTO B
cpaBHUTETHOTO pamo Ha Rd (17,2% cnpsamo 9,4%).
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o HoBoanarsHoctuuypad MyJTUIUIEH MUEJIOM: NAIMEHTH, KOUTO HE Ca MOAXOASIIH 3a
TpaHCIJIaHTAIMs, JIEKYBaHU C JICHAJIUIOMU B KOMOMHAIM C IEKCAMETa30H

KomOuHanusTa Ha TeHaTUIOMUA C IeKCaMeTa30H IPH MAHEHTH ¢ HOBOJUArHOCTHLIUPAH MYJITHILICH

MHEJIOM CE CBBbP3Ba C M0-MaJllka 4eCToTa Ha HeyTponeHus 4-ta creneH (8,5% npu Rd u Rd18 B

cpasaenue ¢ MPT (15%). ®ebGpunHa HeyTponieHus 4-Ta creneH ce Habmromasa psiako (0,6% mpu Rd u

Rd18 B cpaBuenwue ¢ 0,7% npu MPT).

KomOnHanusaTa Ha JIEHATMAOMHUS C JEKCaMETa30H MPH MAIMEHTH C HOBOJHArHOCTHIIPAH MYJITHILICH
MHEIIOM CE CBbP3Ba C [M0-Mallka YeCToTa Ha TpomOonuTonenus 3-Ta u 4-ta crenet (8,1 mpu Rd u
Rd18) B cpaBuenue ¢ MPT (11,1%).

o HoBomarHocTunypad MyJITUIUICH MUEJIOM: MAIUEHTH, KOUTO HE Ca TOIXOJISIIH 32
TpaHCIUIAHTAIUS, JICKYBAHHU C JICHATHOMWI B KOMOMHAIWS ¢ Meadaliad U MPeTHI30H
KoMOunanusTa Ha neHamuaoMuz ¢ Medanad U IPeAHU30H MPU TMAIUESHTH ¢ HOBOUArHOCTUITUPAH

MYJITUILICH MHEJIOM C€ CBBP3Ba C TIOBUIIICHA YeCTOTA Ha HeyTponeHus 4-ta creneH (34,1% mpu
MPR+R/MPR+p) B cpaBHenue ¢ MPp+p (7,8%). HabnronaBana e moBuieHa 4ectora Ha GpeOpriTHa
HeyTporenus 4-ta creneH (1,7% npu MPR+R/MPR+p B cpaBrenue ¢ 0,0% mpu MPp+p).

KomOuHamsiTa Ha JeHaIUAOMU] ¢ MeidaiaH U MPeTHU30H NP MALUCHTH ¢ HOBOJHArHOCTUIIUPAH
MYJITHITJICH MHEIIOM C€ CBbP3Ba C MOBHIIIEHA YeCTOTa Ha TPOMOOIUTONEH s 3-Ta U 4-Ta CTeTeH
(40,4% mpu MPR+R/MPR+p), B cpaBHenue ¢ MPp+p (13,7%).

o MyATHIUIEH MHUEIOM: MAIMEHTH C MIOHE e/IHA MPEeIXoKIaIIa Tepanus

KomOunHanusTa Ha IEHATHIOMUJL € IEKCAMETa30H NPH MAIUSHTH ¢ MYJITHUIUICH MUEJIOM CE€ CBBP3Ba €
MOBHIIIEHA YECTOTa Ha HeYTporeHus 4-1a creneH (5,1% npu manueHTHTe, ISKyBaHU C
JICHATUAOMU I/ IeKcaMeTa30H, cpaBHEHO ¢ 0,6% Mpu ManueHTHTe, JICKYBaHU C
miane6o/nekcameTason). Enuzonu Ha GeOpriina HeyTporeHus 4-Ta CTereH ca HaOII0aBaHK PSIKO
(0,6% mpu mareHTUTe, ISKYBaHU C JICHATWIOMH]Y/ IekcaMeTa3oH, cpaBHeHo ¢ 0,0% mpu manueHTure,
JIeKyBaHH ¢ T1ae00/qeKcaMeTa3oH).

KoMbOuHanusTa Ha JSHAJTUIOMHU]L C IEKCAMETa30H MPH MAIUEHTH ¢ MYJITHILICH MUEJIOM CE CBHP3Ba C
MOBHIIIEHA YECTOTa Ha TpoMOoIMTONeH!s 3-1a U 4-Ta cTteneH (ChoTBeTHO 9,9% u 1,4% npu
MAIMEHTUTE, JISKYBaHH C JICHATHIOMH//IeKcaMeTa3oH, cpaBHeru ¢ 2,3% u 0,0% npu manueHTure,
JICKYyBaHM C TU1a1e00/1eKcaMeTas3oH ).

o [anmeHTH ¢ MUETOINCINIACTHYHN CHHAPOMHU

[Ipu manueHTHTE C MUEIOUCIUIACTHYHU CHHPOMHU JICHATUAOMUJL CE CBBP3Ba C MO-BUCOKA YECTOTA
Ha HEYTpoNeHus OT cteneH 3 uin 4 (74,6% npu manyueHTuTe, JIEKyBaHU C JICHATUIOMH, B CPAaBHEHHE
¢ 14,9% npu nanueHTrTe Ha IU1anedo B mpoy4yBaneto ¢asza 3). Enuzonu Ha GpeOpritHa HeyTpOTIeHHS
oT cTeneH 3 wiu 4 ce HaOmogaBaT npu 2,2% ot ManueHTUuTe, JSKyBaH! C JICHAIHOMU]I, B CPABHCHUC
¢ 0,0% npu nanuentute Ha wiane6o. JleHanumoMuza ce cBBp3Ba € IMO-BUCOKA YECTOTA Ha
TpoMOouuTornenus creneH 3 win 4 (37% npy nanueHTUTe, JIEKyBaH! C JIEHATUAOMU, B CPABHEHHUE C
1,5% nipu nauueHTHTE Ha Manedo B mpoyyBaHeTo ¢dasza 3).

o [anueHTy ¢ MaHTETHOKIIEThYEH JUMpoM

[Ipu nanyeHTUTe ¢ MAHTEIHOKJIETHYEH JIUM(OM JICHAIUIOMUJ CE CBBP3Ba C I10-BUCOKA YECTOTA HA
crenieH 3 unu 4 HeyTponenus (43,7% npu NapieHTUTe, JeKyBaHH C JIGHAIUOMUJ, B CPABHEHHE C
33,7% mpu nanueHTHTE B KOHTPOJIHOTO paMo B npoyuBaHeTo (aza 2). Enuzoan Ha crenen 3 winu 4
¢bebOpuna HeyTponeHus ce HabmoaaBat rmpu 6,0% OT MarueHTuTe, JICKYBaH! C JICHAJIHIOMH, B
cpaBHeHHE ¢ 2,4% TpH MAIIEHTUTE B KOHTPOIHOTO PaMo.

o HammenTu ¢ dhonukynaper auMdom

KoMOunanusTa Ha TEHATUIOMUJT C PUTYKCUMAO0 TIpU (POTUKYIapeH JTMM(OM ce CBBpP3Ba C MO-BUCOKA
YeCcTOTa Ha HeyTporeHus crened 3 wiu cremned 4 (50,7% npu manueHTuTe, JeKyBaHH C
JCHATUAOMU/PUTYKCUMA0, B cpaBHEeHUE ¢ 12,2% mnpu manueHTUTe, JICKYBaHU C
rtane0o/puTykcumMad). Beudku ciydan Ha HEYTpONeHHS CTeTeH 3 wiu 4 ca 00paTHMU TOCPEICTBOM
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BpPEMEHHO NMPEKbhCBaHe WM HaMaJsIBAHE Ha JI03aTa W/IITH MOUIBPIKAIIO JICUYCHUE C PACTSIKHH
(dakxropu. OcBeH ToBa (peOpuitHa HEYTPOTIeHNUs ce HabmoaBa psako (2,7% npu NalueHTuTe,
JIEKyBaHH C JICHATUIOMUJ/PUTYKCUMA0, B cpaBHeHHE ¢ 0,7% Mpu NauueHTUTe, JIEKyBaHHU C
wiane6o/putykcumao).

JlenanuaoMu B KOMOMHAINS ¢ pUTYKCHMal ce CBhpP3Ba M C MO-BHCOKA YECTOTA HA TPOMOOIIMTONICHUS
creneH 3 uin 4 (1,4% npu nmanueHTuTe, JIEKyBaHHU C JeHANUAOMU/puTykcuMa0, B cpaBHeHHE ¢ 0%
NP TAMEHTUTE, JIEKYBAHU C TUTale00/pUTyKCUMAa0 MaieHTH).

Benosna mpomboembonus

[Nosumen puck ot JIBT u BE ce cBbp3Ba ¢ ynorpebdara Ha KOMOMHALIUS OT JICHATUAOMHU]L C
JIEKCaMeTa30H TPH MAIEeHTH C MYJITUIUIEH MUEJIOM H B TIO-MaJIKa CTEIeH MPH MallieHTH, JIEKYBaHH C
JICHAIMJOMU/I B KOMOMHAIMA ¢ MeJ(aliad U MPEeIHU30H, WIK TP MAUSHTH ¢ MYJITUIUICH MUEIIOM,
MUENIOIUCIIACTUYHU CUHAPOMH U MaHTEIHOKIIEThYEH JTUM(OM, JTeKyBaHH C MOHOTEPAIHS C
TeHaTAOMU/ (BXK. Touka 4.5).

ChITbTCTBAIIO MPUIIOKEHNE HA CTUMYJIUPAIIN EPUTPOIIOE3aTa CPpeACTBa Win aHamHe3a 3a JIBT cwimo
Morar Ja yBeJIuyar pucka oT Tpom003a MpH Te3H MalueHTH.

HUuapxm na muokapoa
WHubapkT Ha MUOKap/a ce ChOOIaBa PY MAIMEHTH, ITOJTy9aBally JICHATUIOMU, OCOOCHO MPH TE3H C
W3BECTHU PUCKOBU (PAKTOPH.

Xemopazuunu napywenus

XeMoparnuHuTe HapyIICHUS ca NaJCHH O] HIKOJIKO CHCTEMO-OpTaHHU KiacoBe: HapyiieHus Ha
KpBBTa 1 TUM(HATA CHCTEMA; HAPYIICHUS] Ha HEpBHATA CHCTeMa (MHTpaKpaHUAIICH KPhBOU3JINB);
peCIMpaTOpPHHU, TPBJIHN ¥ MEIMACTUHAITHI HAPYIIEHUs (EMTUCTAKCHUC); CTOMAIITHO-YPEBHH HAPYIICHUS
(KBpBEHE OT BEHITUTE, XEMOPOUICH KPbBOU3IIHUB, PEKTAJICH KPhBOU3JINB); HAPYIICHUS Ha ObOpenuTe u
MMMKOYHUTE TBTUIIA (XeMaTypHsl); HapaHSIBaHUS, OTPABSIHUS U YCIOKHEHYSI, Bh3HUKHAM B PE3yJITaT
Ha UHTEPBEHITUH (KOHTY3HH) U CHIOBU HAPYIICHUS (EKXMMO3a).

Anepeuunu peaxyuu u mexdcKy KOJHCHU peaxyuu

Cro0ImmaBar ce ciayJan Ha alleprHYHE PeaKIiu, BKIIOYUTEITHO aHTHOEIeM, aHAQHIaKTHIHA PEaKIUs 1
TEXKH KOKHHU peakinu, BkmountenHo SIS, TEN u DRESS, npu ynorpebara Ha ieHamuaoMu. B
JUTEepaTypara ce choOIIaBa 3a Bb3MOXKHA KPhCTOCAHA PEAKITHUS MEX Ty JICHATUOMU/ M TATUJOMUI. .
[MaruenTy ¢ aHaMHe3a 3a TEXKBK 0OPHB, CBBP3aH C JICYCHUE C TATHIOMUJI, He TPSOBA Ja MOoTyJYaBaT
neHanuaoMu (BXK. Touka 4.4).

BMODM NbpPEUYHU 310KAYeCn6EeHU 3abonasanus

B xnuHuaHN IIpOy4YBaHUA Ha JICKYBaHHU MPEAN TOBA MAIUECHTU C MUCITIOM C

J'ICHaJ'II/I,I[OMI/I)_'[/ ACKCAMCTA30H B CPABHCHHUC C KOHTPOJIMTEC, BKIIFOYBAIIU I'NNTABHO 0a3aIHOKJIEThUEH WU
CKBaAMO3HOKJICTBYCH paK HaA KOXKaTta.

Ocmpa muenoudna negkemuis

. MynTunieH MuesioM

Crnyuau mHa OMJI ce HaOnro1aBaT B KIMHUYHUTE U3MTUTBAHYSI IPH HOBOIMATHOCTHIIMPAH MYJITUILUICH
MUEJIOM TPH MAIUEHTH, TPOBEXK AN JICUEHUE C JICHATNUIOMI B KOMOWHAIUS ¢ MendaliaH, Hiu
HenocpeacteeHo cien BAM/ATCK (Bxk. Touka 4.4). ToBa moBuilieHHE HE CE HA0JII01aBa B KJIMHUYHH
M3MUATBaHUS HA HOBOJUATHOCTUIIMPAH MYJITHILICH MUEJIOM TIPH MAIUSHTH, IIPUEMAIIU JICHAIUOMU/ B
KOMOMWHAIHNSA C IEKCAMETa30H, B CPABHCHUE C TATHIOMH/]T B KOMOUHAIUS ¢ MendanaH u MpeIHU30H.
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o MuenoaucnaacTUIHU CHHAPOMH

IIpomenMBHUTE HA U3XOAHO HUBO, BKITIOUBAIN KOMIUICKCHA ITUTOreHeTHKA U TPS53 MyTamms, ce
cBBp3BaT ¢ mporpecust 1o OMJI mpu mareHTy, KOUTO ca TpaHC(y3UOHHO-3aBHCUMHU M IMaT
aHoManusaTa jaenenus 5q (Bx. Touka 4.4). 34ucneHusT 2-roiuIieH KyMyJIaTUBEeH PUCK OT MPOrPecust
10 OMIJI e 13,8% npu nanMeHTH ¢ aHOMaJUsATa U30JIMpaHa Jenenus 5q B cpaBHeHue ¢ 17,3% npu
MAIMEeHTH C elenns 5q ¥ eHa JOMbIHUTEIHA UTOTeHeTHYHA aHoMamus 1 38,6% Mpu ManueHTn ¢
KOMIUIEKCEH KapHOTHII.

B post-hoc ananu3 Ha e1HO KJIMHUYHO W3MUTBAHE C JEHAIUAOMH IPH MUETOIUCIUIACTHYHH
CHHIPOMH WU3YHCIICHATa IBYTOIUIITHA YecToTa Ha mporpecust 10 OMJI e 27,5% npu IHC-p53
MOJIOKUTENTHY TlarueHTH U 3,6% npu IHC-pS3 orpunarenan manuentu (p = 0,0038). IIpu IHC-p53
MOJIOKHUTEHUTE NMAlMEHTH ce HabJIroAaBa mo-HUcKa yectora Ha porpecust 10 OMIJI cpen
MAIUEeHTUTE, KOUTO ca IOCTUIHAIN OTroBOp He3aBucumoct ot TpaHcdysus (HT) (11,1%) B cpaBHeHHE
¢ HenocTurHaauTe oTroBop (34,8%).

Yeprodpobuu Hapyuenus

Crpo0m1aBa ce 3a CIIeTHUTE HeXKETIaH! PeaKITuy ClIe]] IMyCKaHeTo Ha ma3apa (¢ HeM3BeCTHA YeCTOTa):
OCTpa YepHOAPOOHA HETOCTATHYHOCT U X0JIecTa3a (M IBETE C MOTSHITHATHO JICTAJICH H3X0]T), TOKCHICH
XETATHT, IIUTOJIMTUYCH XCTIATUT, CMECCH ITUTOTUTUYCH/XOJICCTATUYCH XCTIATHUT.

Paboomuonusa
HabnronaBanu ca penku ciiy4au Ha pa0bIOMHOIN3a, HIKOU OT KOWTO MPH MPUIaraHe Ha JICHATAOMU]]
CBC CTaTHH.

Hapywenus na wiumosuonama sicnesa
CroOmaBanu ca cliydad Ha XUIIOTHPEOUIU3HM U CIIy4Yar Ha XUMIEPTUPEOUAN3bM (BK. Touka 4.4
Hapymenns Ha mUTOBHIHATA XKITE3a).

Peaxyusa na akmusupane na mymopa u mymop-au3suc cunopom

B npoyusanero MCL-002 npubmmsurento 10% ot nekyBaHUTE ¢ JICHATHIOMH/] TAIIUEHTH ITOTyYaBaT
TFR B cpaBHenue ¢ 0% B KOHTPOIHOTO paMO. MHO3WHCTBOTO OT CHOUTHATA BH3HUKBAT B IUKBI 1,
BCHUYKH Ca OIICHCHU KaTO CBbP3aHU C JICYCHUETO, @ MHO3WHCTBOTO OT ChOOIICHHATA Cca 3a CTeneH 1
win 2. [Tattmenture ¢ Bucok MIPI nmpu mocraBsiHe Ha quarHo3aTta WK ¢ TyMOpHa Maca (Hal-MaJKo
e/Ha JIe3Msi, KOATO € > 7 cm B Hall-IBJITHS THaMeThp) Ha H3XOAHOTO HUBO MoraT n1a ca B puck ot TFR.
B npoyuBanero MCL-002 TLS ce crobmiaBa mmpu €IMH TAIMEHT BHB BCAKO OT IBETE paMeHa 3a
nedenue. B moakpersimoro npoyuBane MCL-001 npubnusutento 10% OT marueHTUTe Mory4aBat
TFR; Bcuuku choOIIeHHS ca 3a cTerneH 1 win 2 1Mo TEXECT U BCHUKH ca OLCHEHH KaTo CBbP3aHH ¢
JIEYEHHETO. BOIMMHCTBOTO OT CHLOUTHATA BE3HUKBAT B IUKEI 1. Hsima cro0menwnst 3a TLS B
npoyusaneto MCL-001 (Bx. Touka 4.4).

B npoyusanero NHL-007 TFR ce cho6riasa mpu 19/146 (13,0%) oT marueHTUTe B paMOTO Ha
neHanuaoMun/putrykcumad cipsimo 1/148 (0,7%) nanuenT B paMoTo Ha mianedo/puTykcuma.
[loBeuero cayuan Ha TFR (18 ot 19), choO1IieHn B paMOTO Ha JICHATUIOMUL/PUTYKCUMAO, Bb3HUKBAT
II0 BpEME Ha IIbPBUTE J1BA LIMKbJIA HA JiedyeHue. Enun nanueHt ¢ JI B pamoro Ha
neHanuaoMu/putykcuMad noiayudaBa TFR chOuTre crenen 3 cnpsMo HUTO €MH NalueHT B paMOTO
Ha 1anebo/putykcumad. B npoyusanero NHL-008 7/177 (4,0%) ot nauuentute ¢ ®JI momyyasar
TFR; (3 crobmmenus ca crerneH 1 mo Texect, a 4 chro0IIeHus ca cTerneH 2); Kato 1 cho0IeHue ce
cumTa 3a cepuosno. B mpoyusanero NHL-007, TLS Bw3aukBa mipu 2 naruentu ¢ OJI (1,4%) B pamoTo
Ha JICHAJIMJOMUJI/PUTYKCUMA0 1 HE Bb3HUKBA IPU HUTO earH nanuentd ¢ ®JI B pamoro Ha
w1ane0o/puTyKCUMad; HUTO €IUH OT ABaMaTa MalUeHTH He € uMaj crOuThe ot crened 3 wiu 4. TLS
BBb3HUKBA IpH | manueHT ¢ OJI (0,6%) B npoyuBanero NHL-008. ToBa exnHn4HO chOUTHE €
ONpEIIETICHO KaTO CEPUO3HA HEXeNaHa peakuus ot creneH 3. B npoyusanero NHL-007 Huto enun
MaIMEHT HE Ce Hajara Jia IpeKbCBa TepanusTa ¢ JjeHanuaomu 1/ purykcumad mopaau TFR wmm TLS.

CMOMCZWHO-I{DQGHM HAPYWEHUA

Ilo BpEMC Ha JICUCHUCTO C JICHAJIUIOMU CC c1>061uaBa 34 CTOMAIIHO-YPCBHU r[epq)opaum/l.
CTOMaIHHO—‘{peBHI/ITC r[epq)opaum/l Morart Aa J0oB€AaT A0 CCUTUYHU YCIIOXKXKHCHUA U MOTaT Jia CC
aconuupar C JICTAJICH U3XO0M.
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Cpo0111aBaHe Ha MOA03UPAHN HEXETAHN PEAKITHH
Cro0mIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHN PEaKIIUU CIIE]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS

MPOAYKT € BakKHO. ToBa MMO3BOJIsIBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsAKa
[0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane

Hsama cnenudrueH onuT B ICUSHUETO HA MPEI03UPAHE HA JICHATUIOMUL ITPH MAIEHTH, BBIIPEKU Y€ B
MPOYYBAHUS 32 JJO30B IMAIA30H HAKOM MAIMCHTH ca Omii ekcronupanu 10 150 mg, a npu
€IHOJI030BY NPOYYBAHUS HAKOU MAIlMEeHTH ca ekcrionupanu 1o 400 mg. JluMuTupamara go3ara
TOKCHUYHOCT B T€3W NMPOYYBaHUs € OMJIa OCHOBHO XeMaTOJOTHYHA. B ciryuait Ha mpeo3upane ce
NpEnopbYBa MOIHPKAIIO JICICHHUE.

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoguHAMHYHH CBOMCTBA

®apmakoTepaneBTiuHa rpymna: Apyru umyHocynpecantu, ATC koa: LO4AX04.

MexaHU3bM Ha IEWCTBUE

JleHamuaoMua ce CBbP3Ba AUPEKTHO ¢ 11epe0IoH, KoMIOHEHT Ha KyJInH-RING E3 yOUKBUTHHIMra3eH
€H3MMEH KOMILJIEKC, KOWTO BKIIFOUBA CBBP3BAIUs YBPE/Ia HA IC30KCUPHOOHYKICHHOBATA KUCEITUHA
(IHK) 6entpk 1 (damage-binding protein 1, DDB1), kynun 4 (cullin 4, CUL4) u perynaropa Ha
kynmunute 1 (regulator of cullins 1, Rocl). B xemonoeTnyHu KJIETKU JICHATHIOMHUI, CBbP3BalKHU Ce C
nepeOIoH, npuBmnya cyocrparaute Oentwiy Aiolos u Ikaros, mumdonHu TPaHCKPUTITHOHHI
(hakTOpH; TOBA BOJAH JIO TIXHOTO YOMKBUTHHUPAHE U MTOCIEABAIIO Pa3rpaxaaHe, KOETO BOAH JO MPEKH
IIUTOTOKCUYHU ¥ UMYHOMOJTYJIATOPHHU €(PEeKTH.

[To-criernanno neHaMUAOMUA HHXUOUPA poudepanuaTa ¥ MOBUIIIABa aMONTO3aTa Ha ONPEICIICHH
XEMOTIOCTUYHHU TYMOPHH KJICTKH (BKIIOYUTEIIHO TUIa3MeHUTe MM TyMOpHU KIIETKU, TYMOPHUTE
KJICTKH Ha (DOJIMKyIapeH JTUM(POM U T€3H ¢ ACJICIUI Ha XpOMO30Ma 5), 3acHiIBa MEIUUPAHHUS OT

T knetkure u ectectBenute kieTku youiinu (NK) nmynurer u nosumasa 6post Ha NK, T u NK

T xnerkure. [Ipu M/IC ¢ nenenms 5q neHaTHIOMH]] CEIEKTUBHO MHXUOWPA KIIOHA C aHOMAIIUS, KaTO
MOBUIIIABA allONTO3aTa Ha KIETKUTE C JACTEIUs 5q.

KomOuHanusTa Ha TeHaTUIOMUA U PUTYKCUMAO0 MMOBHILABA AHTUTSIIO-3aBUCUMATa KJIEThYHA
urotokcuaHocT (ADCC) n aupeKTHaATa anonTo3a Ha TYMOPHUTE KIETKH Ha (osmKynapHust TUMGOM.

MexaHU3MBT Ha ACHCTBHE Ha JICHAIMIOMU/ BKJIFOYBA U TOIBIHUTEIIHHA ACHCTBHUS KaTO
AHTUAHTUOTCHHU M IPOEPUTPONIOESTHYHH CBOWCTBA. JIeHamnIoMu] HHXHOUpa aHTHOTeHe3aTa upe3
OJIOKMpaHe Ha MUTPALIUATA U a[Xe3UsATa Ha CHAOTEITHUTE KIETKH U (POPMUPAHETO Ha MUKPOCHIOBE,
3acuiBa NPOLyKIMATa Ha eraneH xeMoraoouH ot CD34+ xeMaTOnoeTHYHUTE CTBOJIOBH KJIETKH U
MHXHOWpPA MPOAYKIHATA Ha TponH(pIamMaTopHu MuTokuHH (Hanp. TNF-o u IL-6) oT MoHOLIUTHTE.

Knnanuna edukacHocT 1 0€300aCHOCT

EdukacHocTTa 1 6€30IaCHOCTTA Ha JICHAIMAOMU] Ca OLICHEHH B IIECT Mpoy4YBaHus (asza 3 npu
HOBOJIMATHOCTHUIIMPAH MYJITHUILICH MUEIIOM, B JIBE IPOyYBaHus (a3a 3 MpH penuanBrpaIl
pedpakTepeH MyITHIDICH MUEIIOM, eHO (a3za 3 mpoyduBaHe U eqHO (aza 2 mpoydBaHe IpU
MUEJIOANCILIACTUYHH CUHAPOMH, U eTHO (haza 2 Mpu MaHTEIHOKIEeThYeH JiuMpom u eaHo ¢asza 3
wiroc eaHo ¢asa 36 npoyusane npu nHXJI, KakTo € OmKMCcaHo Mo-101y.
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H0600MGZHOCW!MHMDCZH MYIAMUNIeH Mueiom

° Tlogasprkalio JieueHne ¢ JICHAIUIOMII P TalMeHTH, nomiokeHu Ha ATCK
EdukacHocTTa 1 6€30MacHOCTTA Ha MOIIBPIKAIIO JICYCHUE C JICHATUAOMUJI € OIICHEHO B JIBE
MHOTOIICHTPOBH, paHJIOMU3UPAHH, TBOHHO-CIICIIH Ipoy4Banus (asa 3, ¢ 2 paMeHa, mapajieiHo
TpyIoBH, Twianedo-koaTpompany npoyusanms: CALGB 100104 u IFM 2005-02

CALGB 100104
IToaxonsmiu ca ManueHTy Ha Bh3pacT Mexkay 18 u 70 ronuam ¢ aktueeH MM Hanarai JieueHue u 6e3
NPEX0/IHA TIPOTPECHs CIIe]] HaYaTHO JIeUeHHeE.

ITauuenture ca pannomusupanu B cboTHolIeHue 1:1 B pamkute Ha 90-100 auu cneg ATCK 3a
MOIITBPIKAII0 JICUSHUE WIIH C JICHATMIOMHI, WK ¢ Iiane6o. [lomaspikaiiara go3a ¢ 10 mg Bequbk
JTHEBHO B JHH 1-28 B OBTapsIy ce 28-THEBHH UKIH (C TIOBUIIaBaHe 10 15 mg BEIHBXK THEBHO CIIE]T
3 Mecelia pu JIUIICa Ha OTPaHWYaBaIla 103aTa TOKCUYHOCT), KaTO JICYSHHETO MPOIbIDKABA JI0
mporpecusiTa Ha OoyecTTa.

[IspBuuHaTa KpaiiHa TOYKa 32 €(UKACHOCT B IPOYUYBAHETO € mpexkuBsieMocT 0e3 mporpecus (I1BI1) ot
PaHIOMM3UPAHETO J0 JAaTaTra Ha MPOTPECHs] WM CMBPT, B 3aBUCUMOCT OT TOBa KOE€ C€ CIIYYH ITbPBO; B
MPOYYBAHETO KpaiiHaTa TOYKa 3a 00IIa IPEKUBIEMOCT HE € OMJI0 Bh3MOXKHO J1a ce oreHu. OO0I1i0

460 manueHTH ca paHaoMU3upaHu: 231 manueHTH Ha JTeHaTUIOMHI U 229 manueHTH Ha Tuianeoo.
Jemorpadckure U cBbp3aHUTE ¢ 00JIECTTa XapaKTEPUCTUKH ca OaJaHCHpaHU MEXIy JIBETE TPYITH.

ITpoy4BaHeTo € pa3cieneHo ciiel Npernopbka Ha KOMUTETa HaOII0AaBalll JaHHUTE, CIIe]] KaTo €
NpeMUHATA TPaHHUIIATa 32 IPEIBAPUTEIHO IUTaHUpaHus MexauHeH ananus Ha [1BI1. Cnen
pasciensBaHeTo Ha MAIMEHTHTE B paMOTO Ha Iu1anedo ce pa3peliasa Aa MPEMHHAT Ha JICHAIUIOMH]
npean Iporpecus Ha 3a00JIIBaHETO.

Pesynrarure 3a I1BII npu pascnensiBaHeTo, ciaex NPEABAPUTEIHO INIAHUPAHNS MEKIMHEH aHAIN3, [IPU
JlaTa Ha 3aKiatouBane Ha ganaute 17 mekemspu 2009 r. (15,5 mMecena npociensBade), mokassa 62%
HaMaJIeHHe Ha PUCKa OT MpOorpecHs Ha 3a00IIsIBAHETO WM CMBPT B TIO3a HA JICHATTHIOMUT

(HR =0,38; 95% AU 0,27; 0,54; p <0,001). Menunanara ra obmara [1BI1 e 33,9 mecena (95% /JI1 NE,
NE) B pamoro Ha nenanumomu cperty 19,0 mecena (95% JAU 16,2; 25,6) B pamoTo Ha 1uianeoo.

[Tomzara mo otHomenue Ha [1BI1 ce HabmronaBa kakto B moarpymnata namuerTu ¢ 110, Taka u B
NoJrpynara naueHTy, kouto He nocturat [10.

B Tabnuna 5 ca npejctaBeHr pe3yNTaTUTE 3a MPOYYBAHETO C J]aTa HA 3aKJIFOYBAHE HA JAHHUTE
1 pespyapu 2016 T.

Tabauna 7: Pe3roMe HA 001MTE JAHHU 32 e(PUKACHOCT

JlenanmunoMun ITnaue6o
(N =231) (N =229)

Omnenena ot u3caenonsareis IIBIT
Memuana® Ha Bpemero Ha I1BI1, B Mmecerw (95% JIN)° 56,9 (41,9; 71,7) 29,4 (20,7; 35,5)

HR [95% JU]®; c p-cToiiHOCT" 0,61 (0,48; 0,76); <0,001
IIBII2*

Menunana® Ha Bpemeto Ha [1BI12, B meceru (95% 80,2 (63,3; 101,8) | 52,8 (41,3; 64,0)

J)°

HR [95% JAW]®; p-cTtoliHOCT" 0,61 (0,48; 0,78); <0,001
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JlenanunoMung [Tnaue6o
(N =231) (N =229)

O01ma npexuBsieMOCT
Menuana® Ha Bpemero Ha OI1, meceuu (95% JN)° 111,0 (101,8; NE) | 84,2 (71,0; 102,7)

UectoTa Ha 8-roauiiHa npexuBseMocT, % (SE) 60,9 (3,78) 44,6 (3,98)

HR [95% JAN1]® ; p-cTolHOCT" 0,61 (0,46; 0,81); <0,001
Ilpocaensiane

Mennana® (MUH, MaKC), MECEIIH: BCHUKH TIPEKUBETH 81,9 (0,0; 119,8) 81,0 (4,1; 119,5)

MAIUCHTH

1 = nosepurenen unrepsai; HR = koepuument Ha pucka; Makc = MakcuMyM; MuH = muaumyM; NE = He e onpezerneHo;
OII = o6ma npexussiemoct; [IBI1 = npexussemoct 6e3 mporpecus;

2 Menuanata e Ha 6a3a onpezensiHe o Kaplan-Meier.

595% JIU 3a MeauaHaTa.

* Ha 6a3aTa Ha Mojienia Ha Cox 3a MPOMOPIHOHAIHOCT Ha PUCKa, CPAaBHABAL PUCKOBUTE (DYHKIUU, CBBP3aHH C TOCOUECHNUTE
TPYIIH Ha JICYCHHUE.

" p-cToifHOCTTa € Ha 6a3ara Ha HeCTpaTU(HITUPAH JOTAPUTMHIYCH PAHTOB TECT Ha pa3iIuKuTe B KpuBuTe Ha Kaplan-Meier
MEXXTy OCOUYEHHTE paMeHa Ha JICUeHHeE.

1 ExcrioparopHa kpaiiHa Touka (I1BI12). JlenanumgoMun, noxydeH OT y4aCTHUIUTE B PAaMOTO HA IIAe00, IPEMUHAIN KbM
aKTUBHO JIEUEHHE CJIE]] PA3CIIETIIBAHETO, HE CE CUMTA 32 JIEYEHHE OT BTOPA JIMHUSL.

¢ Menuana Ha npocneassaneto ciaeq ATCK 3a BcUUky IPEXUBENN YHaCTHULH.

I'panuuu 3a nannure: 17 nex. 2009 r. u 01 ¢es. 2016 .

IFM 2005-02

IToaxonsmiu ca MaueHTH Ha BB3pacT < 65 TOAMHY IPH AUArHOCTUITUpaHEeTO, momroxkeHu Ha ATCK u
MOCTUTHAIIY Hali-MaJIKO CTa0MIIEH TepaneBTHYEH OTTOBOP KbM MOMEHTA Ha XEMaTOJIOTHIHO
BBh3cTaHOBsIBaHe. [lareHTHTe ca paH0OMHU3UPAHH B ChOTHOIIEHUE 1:1 3a MOAIbpIKaIo JCUCHUE HITH
C JICHATMIOMHU/I, WK ¢ ttane6o (10 mg BeaHbK AHEBHO B [HU 1-28 Ha moBTapsiny ce 28-THEBHH
LIUKJIM ¢ MOBUIIIEHUE 10 15 mg BeAHBK THEBHO Clie] 3 Mecella IPH OTChCTBUE HA TOKCHYHOCT,
BOJIeIIa /IO OTpaHrYaBaHE Ha 7103aTa) clie] 2 Kypca Ha KOHCOMIAIMS ¢ JISHAuIoMu/ (25 mg/neH,
maU 1-21 oT 28-1HeBeH nuKkba). JledeHneTo e ciieIBaio J1a MpOIBIDKY JI0 MPOTpecus Ha
3a00JIIBaHETO.

IIspBruuHaTa kpaitna Touka e I1BI1, onpenenena oT paHAOMHU3UPAHETO A0 AaTaTa HA MPOrPECHs] UIU
CMBPT, KOETO C€ CIIy4YHd IIBPBO; B MPOYYBAHETO KpaifHaTa TOYKa 3a 00II1a MPEKUBIEMOCT HE OMITO
BB3MOJKHO J1a ce onieHn. Panmomusupanu ca o6mio 614 manuentu: 307 manueHTH Ha JTCHATHIOMU |
307 nmarueHTH Ha Imianeoo.

[IpoyuBaHeTo € pa3clieneHo cie/| Mpernopbka Ha KOMUTETa HaOIII0aBall JaHHUTE, CIIe/T KaTo €
MIpeMHUHATa TPAHUIIATA 32 MPEIBAPUTEITHO TUTaHUpaHus MexauHeH ananu3 Ha [1BI1. Cnen
pascliensBaHeTo Ha MAIMEHTHUTE Ha TUIae0o He ce pa3peliaBa 1a MPEMHUHAT Ha JICHATHIOMUJT IPEIN
nporpecus Ha 3a00JsiBaHeTO. PaMOTO Ha JIGHAIMIOMH]] CITUpAa JIeYeHUE, KaTO IPOAKTUBHA MSpKa 32
0e30MacHOCT, Cliej] KaTo € YCTaHOBEHO HapyiaBaHe Ha Oananca Ha BI133 (Bxk. Touka 4.4).

Pesynratute 3a I1BII npu pascnensBaHeTo, e NPeABAPUTEIHO IUIAHUPAH MEKIMHEH aHAJIN3, IPU
JaTta Ha 3akiatouBane Ha ganaute 7 1oau 2010 . (31,4 mecena mpocneasiBane) nmokassat 48%
CHIDKEHHE Ha PHCKA B T0JI3a HA JICHAIUIOMH]] IT0 OTHOIIEHHE MPOTPECHs Ha 3200 IBaHETO WITH CMBPT
(HR =0,52; 95% AN 0,41; 0,66; p <0,001). Menuanara Ha obmata [1BII e 40,1 mecena (95% AU
35,7; 42,4) B pamoTo Ha neHanuaomua cpeuty 22,8 mecena (95% JIU 20,7; 27,) B pamoTo Ha mianeoo.

[Tomzara o otromenue Ha [1BI1 e mo-manka B moarpymnara nanuentH ¢ [10, B cpaBHeHHE C
noJirpynara naueHTy, kouto He nocturat [10.

Axryammsupanata [1BI1, npu nara Ha 3axmouBane Ha qanauTe 1 deBpyapu 2016 . (96,7 mecena
npociensBaHe) Ipoab/DKaBa 1a okassa npeauMctBo o orHomenue Ha [1BI1: HR = 0,57 (95% A1
0,47; 0,68; p <0,001). Meauanara na obmiara [1BI1 e 44,4 mecena (39,6; 52,2) B pamoTo Ha
neHanmuaoMua cpemry 23,8 mecena (95% AU 21,2; 27,3) B pamoto Ha mrane6o. 3a [1bI12,
nabmonasanusaT HR e 0,80 (95% AU 0,66; 0,98; p = 0,026) 3a neHATHAOMUA CIIPSIMO TIATe60.
Menauanara 3a oomara [IBI12 e 69,9 mecena (95% AU 58,1; 80,0) B paMOTO Ha JICHATUIAOMUJ CPEIILY
58,4 mecemna (95% AU 51,1; 65,0) B pamoTo Ha miare6o. 3a OI1, nadmomasarusat HR e 0,90 (95% AU
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0,72; 1,13; p = 0,355) 3a neranuaomu cripsMo Iiare6o. Mennanara Ha BpeMeTo Ha oOmaTa
npexxuBsemoct e 105,9 mecema (95% /AN 88,8, NE) B pamoto Ha neranugomua cpeury 88,1 mecera
(95% AU 80,7; 108,4) B pamMoToO Ha 1miaredo.

o JleHanmunomMua B KOMOWHAIUS ¢ 0OPTE30MHO U JIeKCaMETa30H IPY NAIMEeHTH, KOUTO HE ca
HOJIXOJISIIIN 32 TPAHCIUIAHTAIIMSI HA CTBOJIOBH KIETKU

IIpoyuBanero SWOG S0777 onensiBa 1o6aBsHEeTO Ha 00pTE30MHO KBM OCHOBA OT JICHATUIOMHUT 1

JIEKCaMEeTa30H KaTo HaYallHO JICUEHHE, MTOCIIEIBAHO OT MPOIBIDKUTEITHO puioxeHune Ha Rd mo

nporpecus Ha 3a00JIIBAaHETO, TIPH MAIUCHTH C HEJICKYBaH JI0 MOMEHTA MYJITHIUIEH MHEJIOM, KOUTO

WIW HE ca MMOJXO/ISIIH 33 TPAHCIUIAHTAIINS, WM ca MOJXOISIIN 33 TPAHCIUIAHTAIS, 0e3 Ja ce

MIPEJIBUXK/1a HETIOCPEICTBEHA TPAHCIIAHTAITHS.

ITanmenTHTE B paMOTO HAa JIeHATUAOMHAN, 6opTe3oMud u gexcamerazoH (RVd) momyuasat
neHanmuaoMuA 25 mg/neH nepopainHo B gaute 1-14, uHTpaBeHo3HO OopTezomud 1,3 rng/rn2 B qHHTE 1,
4, 8 u 11 u nekcamerason 20 mg/neH nepopanHo B gaute 1, 2,4, 5, 8,9, 11 u 12 ot noprapsmu ce 21-
JTHEBHH IIUKJIA B POIBDKCHUE HA MAaKCUMYM OoceM 2 1-mHeBHY NUKBIA (24 ceamurn). [lanmenTrTe B
paMoTO Ha JICHATHIOMHU U JekcameTa3oH (Rd) moiy4apar jgeHamumoMun 25 mg/neH nepopaiHo B
maute 1-21 1 nekcameraszon 40 mg/neH nepopanHo B qaute 1, 8, 15 u 22 oT moBTapsm ce 28-THEBHU
[IUKJIA B IPOIBIDKCHUE HA MAKCUMYM ITIeCT 28-THEBHU ITUKBIA (24 cenmunm). [larmenTuTe u B 1BETE
pameHa npoabDKaBar aa npuemar Rd: menanumpomun 25 mg/nen nepopaiHo B gaute 1-21 u
nexkcameTa3oH 40 mg/nen nepopanHo B gaUTe 1, 8, 15 1 22 oT noBTapsimu ce 28-1HEBHU ITUKIIH.
JledenneTo mpoabIKaBa 0 porpecus Ha 3a00JISIBaHETO.

[IppBHUHaTA KpaiiHa TOUKa 32 €(UKAaCHOCT B IPOY4BaHETO € nmpexkuBieMoct 0e3 nporpecust (I1BI1).
00110 523 manueHTy ca BKIIOYEHH B IPOYYBAaHETO, KaTo 263 mauueHTy ca panaoMusupand Ha RVd u
260 maumenTH ca pangomusnpanu Ha Rd. JlemorpadcknTe XxapakTepiuCcTUKH B CBBP3aHUTE ChC
3a00JI1BaHETO XapaKTEPUCTHUKN Ha U3XOIHOTO HUBO ca JoOpe OallaHCHpaHU MEXAY paMeHaTa.

Pesynrarute 3a I1BI1, onenenu ot IRAC, mo BpemeTo Ha MbPBUYHUS aHATU3, TIPU J1aTa Ha
3akrouBane Ha panaute 05 Hoemspu 2015 1. (50,6 Mecena mpocineasBane), mokassat 24%
MOHM)KEHHUE Ha PUCKa OT Iporpecus Ha 3a0omsBaHeTo wiu cMbpT B on3a Ha RVd (HR = 0,76; 95%
AN 0,61; 0,94; p = 0,010). Mennanata Ha obmata [1BI1 e 42,5 mecena (95% AU 34,0; 54,8) B pamoTo
Ha RVd cripsimo 29,9 mecena (95% JIU 25,6; 38,2) B pamoro Ha Rd. ITon3ara ce HabnronaBa
HE3aBHCHMO JaJIM MAIMEeHTUTE Ca TIOIXO/SIIH WU HE 32 TPAHCIUIAHTAIMS Ha CTBOJIOBU KIIETKH.

Pe3synratuTe oT npoy4BaHeTo MpH JaTa Ha 3akiarouBaHe Ha naHHuTe 01 nexemBpu 2016 1., KBJIETO
MeMaHaTa Ha BpEMETO 3a MpocieAsIBaHe Ha BCUYKHU IPEKUBENU narueHTu ¢ 69,0 mecena, ca naacHu
B Tabmuma 8. [lomsara ¢ mpeaumMcTBo 32 RVd ce HabmronaBa He3aBUCUMO Jalli MTAlIMEHTHUTE ca
MTOIXOJISTIN WA HE 32 TPAHCIUIAHTAIHS Ha CTBOJIOBU KIIETKH.

Tabauua 8. Pe3rome Ha 001UTE JAHHU 32 e(PUKACHOCT

Havanano jgeuenue
RVd Rd
(3-cenMuYHU HUKIHN X 8) | (4-ceIMUYHU WUKJIIH X 6)
(N =263) (N =260)

IIBII, onenena ot IRAC (mecenu)

Menuana® Ha Bpemeto Ha I[1BII, 41,7 (33,1; 51,5) 29,7 (24,2; 37,8)

Mecelu

(95% JIN)°

HR [95% JAW]®; p-cToitHOCT" 0,76 (0,62; 0,94); 0,010
O01a npexxuBsieMoCT (Meceln)

Menauana® Ha BpeMeTo Ha OI1, mecenn 89,1 (76,1; NE) 67,2 (58,4; 90,8)

(95% JIN)°

HR [95% JAN]®; p-cToitHOCT" 0,72 (0,56; 0,94); 0,013
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HayvajHo JieyeHue
RVd Rd
(3-cenMuYHU HUKIHN X 8) | (4-ceIMUYHU WUKJIIH X 6)
(N =263) (N =260)

Otrosop — n (%)

061 otroeop: [10, MTHO wmum YO 199 (75,7) 170 (65,4)

>MI4O 153 (58,2) 83 (31,9)

IIpocnensiBane (Mecenn)

Menunana® (MAH, MaKc): BCHIKA 61,6 (0,2; 99,4) 59,4 (0,4; 99,1)

MalnyueHTH

1 = nosepurenen unrepsai; HR = koeduuneHT Ha puck; Makc = MakcuMyM; MuH = MuHEMYM; NE = He Moxe a ce
onpenenu; OIl = o6ma npexxussiemoct; I1BI1 = npexxuBsieMoct 6€3 nporpecus.

2 Meaunanata ce 6a3upa Bbpxy uzuncienue no Kaplan-Meier.

5 IIsycrpanen 95% JIV 3a MeauaHaTa Ha BPEMETO.

* Ha 6a3aTa Ha HectpaTuduuupanus Moaen Ha Cox 3a MpONOPIUOHAIHOCT Ha PUCKA, CpPaBHABAII PUCKOBUTE (yHKIHH,
CBBp3aHH ¢ rpynure 3a gedeHne (RVd:Rd).

" p-cToifHOCTTa € Ha 0a3ara Ha HECTPaTU(UIMPAH JOTAPUTMHIUCH PAHTOB TECT.

" MenuaHaTta Ha IPOCIIEIIBAHETO € N3YMCIIEHA OT JaTaTa Ha paHAOMU3alUATA.

[lara Ha 3akmouBane Ha gaHHuTe = 01 nexemBpu 2016 r.

Axryanmusupanute pe3ynarat 3a OIl npu nata Ha 3aximouBane Ha gagaute 01 maii 2018 .

(84,2 mecema MeIMana Ha TIPOCIIEIIBAHE 32 TPEKUBEITUTE MAIMCHTH) TTPOIBIDKABAT Ja TIOKa3BaT
npeaumMcTBo ripu OI1 B mom3a va RVd: HR = 0,73 (95% 11 0,57; 0,94; p=0,014). [lenbT Ha )XKUBUTE
nanueHTu cien 7 rogunau e 54,7% B pamoto Ha RVd cripsimo 44,7% B pamoto Ha Rd.

o JlenanuaoMua B KOMOMHAIMS C JIEKCaMETa30H MPH MAIIMEeHTH, KOWTO HE ca MOAXOJIAIIH 3a
TpaHCIIJIaHTalUs Ha CTBOJIOBH KJIETKH
BesonacnoctTa 1 eukacHOCTTa Ha JICHANUIOMHU]I Ca OLIEHEH! B €IHO, MHOTOLIEHTPOBO,
PaHIOMH3UPAHO, OTKPUTO MpoyuBaHe ¢aza 3 (MM-020), ¢ 3 pameHa, npu NAIMEHTH, KOUTO ca Haii-
MaJIKO Ha 65-TOUIIIHA BB3PACT WM MO-BB3PACTHU MITH, aKO Ca MO-MJIJIH OT 65-ToANIITHA BB3pacT, HE
ca KaHJAUJATH 32 TPAHCIUIAHTAIMS Ha CTBOJIOBH KIIETKH, ThHI KaTO ca OTKa3alM Jia ce MOoJI0XKAaT Ha
TPaHCIJIAHTALIMS Ha CTBOJIOBH KJIETKH WJIM TPAHCIUIAHTAIHS HAa CTBOJIOBH KJIETKH HE € Bh3MOJKHA 32
naigeHTa nopaau GuHaHCOBa WK Apyra npuuuHa. [Ipoyusanero (MM-020) cpaBHsiBa JIeHATUIOMU
u nexcamerasoH (Rd), qaBanu 3a 2 pa3nuyHu MO NPOABIKUTEIHOCT NIEPHOA OT BpeMe (T.e. 10
nporpecupario 3adonsBane [Pamo Ha Rd] wnmm 10 oceMHaieceT 28-1HeBHY NUKBIA [72 CEIMUIH,
Pamo na Rd18)), ¢ mendanan, npegan3on u tanugomus (MPT) 3a makcumym oT aBaHagecet 42-
nHeBHU 1MKbaa (72 cenmuun). [lanmenture ca pangomusupanu (1:1:1) B 1 ot 3-Te pamena 3a
neuyenue. [lanmenture ca crpatuduurpaHy Opy paHIOMU3UPAHETO MO BB3pacT (< 75
cipsiMo > 75 ronunan), ctaguit (ISS craguu [ u Il cipsimo craanit 1II) 1 o cTpana.

[TaruenTure B pamenata Ha Rd u Rd18 ca mpuemanu neranumgomun 25 mg BeTHBXK JTHEBHO B JTHU OT
1-Bu 10 21-Bu 0T 28-AHEBHUTE UKW B CbOTBETCTBUE C PaMOTO IO IpoTokona. exkcamerazon 40 mg
€ JlaBaH BEJHBK JHEBHO Ha 1-Bu, 8-mu, 15-Tu 1 22-u JeH OT Bceku 28-aHeBeH Kb, Hayannara
nmo3a u cxemara 3a Rd u Rd18 ca agantupanu B CbOTBETCTBHE C Bh3pacTTa U ObOpeuHaTa (QyHKITUSL
(Bk. Touka 4.2). [lanmentuTe > 75 TOAMHM MTOTyYaBaT 1032 JIekcaMeTa3oH oT 20 mg BeIHBX JTHEBHO
Ha 1-Bu, 8-mu, 15-Tu 1 22-1 1eH OT BCeKH 28-THEBEH MUKEI. BCHUKHM MaMeHTH mory4aBaT
po(UIaKTHYHO aHTUKOAryJJaHTHA Teparnus (HUCKOMOJICKYJICH XerapuH, BaphapuH, XenapuH, HUCKa
J103a acIMPHH) TI0 BpeMe Ha MPOYYBAHETO.

[IppBUYHATA KpaifHa TOYKa 32 €pUKACHOCT B MPOYYBaHETO € mpexussieMoct 0e3 nporpecus (I1BIT).
O06mo 1 623 nmanuenTy ca BKIIIOYEHH B MPOYYBAaHETO, KaTo 535 manueHTn ca paHaoMu3upany Ha Rd,
541 nmammentu ca paagomusupany Ha Rd18 u 547 narmenTtu ca paamommsupanu Ha MPT.
Hdemorpadckure qaHHU ¥ CBBP3aHUTE ChC 3200JIIBAHETO HAYAIHN XapaKTEPUCTUKU HA MAIIUEHTHUTE ca
noOpe Oamancupanu U B 3-Te pameHa. Karo msu1o, ygacTHAIIUTE B IPOYYBAHETO UMAT 3a00IIsIBaHE B
HalpeaHall CTaAui: oT obmara nomynauus B mpoyusaneto 41% umar ISS craauii 111, 9% umat Texka
0B0OpevHa HeAOCTaThUHOCT (KpeaTuHHHOB KiIUpbHC [CLer] < 30 ml/min). MennaHarta Ha Bb3pacTTa €
73 u B 3-Te pameHa.
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B Tabmura 9 ca mpencrtaBeHH pe3ysITaTUTe OT MPOYIBAHETO NP SAWH akTyanu3upaH aHaim3 Ha [1BI1,
TIBI12 n o6mara mpexussiemoct (OIl) ¢ mara Ha 3akmouBane 3 mapt 2014 1., KbIETO MeIUaHATa Ha
BPEMETO 3a MPOCICASIBAHE HA BCHUKY TIPESKUBEIH NAIIMEHTH € 45,5 Mecena.

Tabauua 9. Pe3rome Ha faHHHUTE 32 001maTa e(UKACHOCT

Rd
(N =3535)

Rd18
(N =541)

MPT
(N =547)

Onenena ot m3caenonates ITBIT
(Mecenn)

Menuana® Ha Bpemeto 1o [1BbI1, mecenu
(95% JAN)°

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

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

21,9 (19,8; 23.9)

KP [95% HAU]®; p-croitHOCT"

Rd crip. MPT 0,69 (0,59; 0,80); <0,001
Rd cmp. Rd18 0,71 (0,61; 0,83); <0,001
Rd18 cnp. MPT 0,99 (0,86; 1,14); 0,866
HBII2" (mecenu)

Menuana® Ha BpemeTto 1o [1BI12, mecenu
(95% JIN)°

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

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

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

KP [95% HAM]®; p-cToitHOCT

Rd cip. MPT

0,74 (0,63; 0,86); <0,001

Rd cnp. Rd18

0,92 (0,78; 1,08); 0,316

Rd18 cnp. MPT

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

O06m1a npexuBAEMOCT (Meceln)

Menauana Ha BpemeTo a0° OIl, Meceru
(95% JAN)°

58,9 (56,0, NE)

56,7 (50,1, NE)

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

KP [95% AM]®; p-cToitHOCT

Rd cip. MPT

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

Rd cnp. Rd18

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

Rd18 cnp. MPT

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

[IpocnensBane (Meceln)

Menunana® (min, max): BCHIKH TAITUEHTH

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

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

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

OTtrosop Ha muejaoma™ n (%)

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

MJTYO 152 (28,4) 154 (28,5) 103 (18,8)
40 169 (31,6) 166 (30,7) 187 (34,2)
061 otrozop: 110, MJTYO wm YO 402 (75,1) 397 (73.4) 341 (62,3)

IIpoabIKUTETHOCT HA 0TTOBOPA
(Mecenu)’

Menuana® (95% JIN)° 35,0 (27,9;43,4) | 22,1 (20,3; 24,0) | 22,3 (20,2; 24,9)

AMT = anTumuenomHa tepamnus; JIU = noepurenen untepsai; [10 = meieH otroop; d = HucKa 103a aekcamerason; KP =
kxoedunment Ha pucka; IMWG = International Myeloma Working Group; IRAC = Independent Response Adjudication
Committee; M = mendanan; max = makcumyM; min = muaumyM; NE = He moxe na 6bae nzuncieno; OIT = obma
npexussemoct; P = npenauzon; [1BI1 = npexuBsemoct 6e3 nporpecust; YO = yactuueH oTroBop; R = nenanunomun;

Rd =Rd, naBan 10 okyMeHTHpaHe Ha nporpecupaiio 3abosssBane; Rd18 = Rd, nasan 3a < 18 unksia; CI'=cTanmaprtHa
rpemka; T = tamuaomun; M/IHO = MHOTO 100Bp YaCTUYEH OTTOBOP; CIIP = CHPSIMO.

2 Mennanata e 6a3upana BbpXy oneHkata o Kaplan-Meier.

0 95%-nuat [1U 3a menuaHara.

* Ha 6a3aTa Ha Mozienia Ha Cox 3a IPONOPIMOHAIHOCT Ha PUCKA, CPAaBHABAI PUCKOBUTE (DYHKIUHU, CBBP3aHH C TOCOUYCHUTE
paMeHa Ha JedeHHe.

' p-cToiiHOCTTa € 6a3zupaHa BbpXy HecTpaTuduimpanus log-rank tect Ha pasnuuus B kpusaTa Ha Kaplan-Meier mexay
MOCOYEHNTE paMeHa Ha JICUEHHE.

A excIuIopaTopHa kpaiina Touka (I1BI12)

¢ MeznnaHaTa € yHMBapHaTHaTa CTaTUCTUKA 6€3 KOPEKIUHU 32 OTCTPaHsBaHe.

* Haii-noOpaTa fajieHa OlleHKa Ha OTTOBOpa II0 BpeMe Ha (ha3aTa Ha JICUeHHEe OT IIPOYYBAHETO (3a Ae(UHUIUH Ha BCSKa
KaTeropust OTroBopH, JlaTa 3a 3axirouBane Ha JaHHATE = 24 Maif 2013 r.).

* Jlara 3a 3akiiouBaHe Ha jaHHure 24 mait 2013 r.
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o JleHanuaoMuA B KOMOMHAIMSA ¢ MeddalaH U NPeIHU30H, MOCIeIBaHH OT HOAIbprKaIlla Tepanus
[IPH MAIMEeHTH, KOUTO ca HEMOIXO/SIINH 32 TPAHCIUIAHTAIUS
be3omnacHocTTa U e(hUKACHOCTTA HA JICHATMIOMH]] Ca OIICHEHHU B €JIHO MHOT'OIICHTPOBO,
paHIoMu3upaHo, ABOMHOCIANO npoyuBaHe daza 3 ¢ 3 pamena (MM-015) npu nauyeHTH, KOUTO ca Ha
65-roauiHa Bh3pacT WK MO-BB3PACTHU M UMAT cepyMeH KpeatuHuH < 2,5 mg/dl. [IpoyuBaneto
CpaBHsIBa JICHAIMAOMU B KOMOMHAIMSA ¢ Medaial U npeann3od (MPR) ¢ wiu 0e3 momabpaxaiia
Tepamnus ¢ JISHATUJOMHU] IO IPOrpecus Ha 3a00JIIBaHETO C Ta3u ¢ MelaiaH U IPeJHU30H 32
MakcuMyM 9 mukbia. [lanuenture ca pannoMusupany B cboTHoueHue 1:1:1 B eqHo ot 3 pameHa 3a
neuyenue. [lanmenture ca crpatuduUpaHy Opy paHIOMHU3ALMATA 110 Bb3pacT (< 75 cmp. > 75 roanHNn)
u craguii (ISS; cramuu [ u 1l cp. Cranuii 11I).

ToBa npoyuBaHe n3cieBa NPUIOKEHUETO HA KOMOMHUpaHa Tepanust oT MPR (menganan 0,18 mg/kg
IepopasTHo Ha 1-BU 10 4-TH JIeH OT MOBTApAIIH ce 28-THEBHU UKW, TpeaHI30H 2 mg/kg mepopaimHo
Ha 1-BU 110 4-TH JICH OT MOBTAPAIIM Ce 28-THEBHH MUKIU U JeHamuaomua 10 mg/neH nepopaiHo Ha 1-
BU 710 21-BU JIEH OT MOBTAPSIIH c€ 28-THEBHU ITUKIIN) KaTO BHBEXK/IAIA TEPAITUs 38 MAKCUMYM

9 nukbna. [larmerTrTe, KOUTO 3aBHPIIAT 9 IUKBIIA WK KOUTO HE Ca B ChCTOSIHUE J1a 3aBbPIIAT

9 HMKbJIa MOPay HEIMTOHOCUMOCT, TPEMHHABAT Ha MOAIbpIKAIlA TePaIys, 3aII0YBANKH C
nenamuaomun 10 mg nepopanto Ha 1-Bu 10 21-u IeH OT MOBTAPSIIH c€ 28-THEBHU ITUKIIU 10
Mporpecus Ha 3a00JSIBAHETO.

[IbpBUYHATA KpaifHa TOYKa 32 epUKACHOCT B IPOYYBaHETO € mpexupsieMoct 0e3 nporpecus (I1BI1).
06110 459 MarMeHTy ca BKIIOYCHH B MPOYYBAHETO, KaTo 152 marmeHTH ca paHAOMU3UPaHA Ha
MPR+R, 153 nauuenTtu ca pangomusupanu Ha MPR+p u 154 nmauueHnTtu ca panqoMu3upaHu Ha
MPp+p. demorpadckuTte JaHHU U CBBP3aHUTE ChC 3200JISIBAHETO XaPAKTEPUCTUKH Ha MAIUCHTUTE Ha
M3XOHOTO HUBO ca oOpe OanaHcHpaHu U B 3-Te paMeHa; 3a 0TOesns3BaHe €, ue npuoim3nutenHo 50%
OT MALIMEHTUTE, BKIIFOUEHH BbB BCSIKO paMo, UMAaT cleAHuTe xapakTtepuctuky; ISS craaumii I u
KpeaTHHHHOB KiIuphHC < 60 ml/min. Mennanata Ha Bp3pactra € 71 B pamenata Ha MPR+R u MPR+p
u 72 B pamoto Ha MPp+p.

B enun ananu3 ma [1BI1, T1BI12, OII ¢ naTta Ha 3akmouBane Ha manHuTe anpwi 2013 r., mpu KoHTO
MeJuaHaTa Ha BpeMETO Ha MPOCIIEIIBaHe 3a BCUUKHU MIPEKUBENU MAIueHTH ¢ 62,4 mecena,
pe3ysTaTUTe OT MPOYYBAHETO ca npejacraBeHu B Tadmuma 10.

Tabauua 10. Pe3rome Ha 1aHHUTE 32 0011ATA e(PUKACHOCT
MPR+R MPR+p MPp +p
(N=152) (N =153) (N=154)

Ouenena ot uzcienonareds IBII
(Mecenn)

Menmunana® Ha Bpemeto go I1BI1, mecern | 27,4 (21,3; 35,0) | 14,3 (13,2; 15,7) | 13,1 (12,0; 14,8)
(95% 1)

KP [95% JAU]°; p-cToitHOCT

MPR+R crp. MPp+p 0,37 (0,27; 0,50); <0,001
MPR+R cniip. MPR+p 0,47 (0,35; 0,65); <0,001
MPR+p crip. MPp +p 0,78 (0,60; 1,01); 0,059
IBII2 (mecenn)”

Menuana® [1BI1 Ha BpemeTto no 16112, 39,7 (29,2;48,4) | 27,8 (23,1; 33,1) | 28,8 (24,3; 33,8)
mecen (95% JN)
KP [95% HAU]°; p-cToHOCT

MPR+R crip. MPptp 0,70 (0,54; 0,92); 0,009
MPR+R crip. MPR+p 0,77 (0,59; 1,02); 0,065
MPR+p cnip. MPp +p 0,92 (0,71; 1,19); 0,051
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MPR+R MPR+p MPp +p
(N=152) (N =153) (N = 154)

O011a nmpexuBAEMOCT (Meceln)
Menauana® Ha BpemeTto g0 OII, meceru 55,9 (49,1; 67,5) | 51,9 (43,1; 60,6) | 53,9 (47,3; 64,2)
(95% AN)

KP [95% JAM]; p-cToiiHOCT

MPR+R cnp. MPp+p 0,95 (0,70; 1,29); 0,736

MPR+R cnp. MPR+p 0,88 (0,65; 1,20); 0,43

MPR+p cnp. MPp +p 1,07 (0,79; 1,45); 0,67

[IpocnensBane (Meceln)

Menunana (min, max): BCHIKH 48,4 (0,8; 73,8) 46,3 (0,5; 71,9) 50,4 (0,5; 73,3)
MalUCeHTH

O1eHeH OT U3CJIeI0BATEIsI OTTOBOP
Ha muesioma n (%)

§(0) 30 (19,7) 17 (11,1) 9(5,8)
40 90 (59,2) 99 (64,7) 75 (48,7)
CrabumHo 3abonsBane (C3) 24 (15,8) 31(20,3) 63 (40,9)
EI)\”IFE())BOPLT HEe MOXe J1a ObJIe OICHEeH 8 (5.3) 4(2.6) 7 (4.5)
IpoabIKUTETHOCT HA OTFOBOPA HA

MHeJIOMa, OIleHEHA OT U3CJIe0BaTe st

(IMO+40) (mecemnu)

Menunana® (95% JAN) 26,5(19,4;35,8) | 12,4 (11,2;13,9) | 12,0 (9.,4; 14,5)

JI = noepurenen unrepsai; [10 = menen orroBop; KP = Koedunuent Ha pucka; M = mendanan; NE = ne moxe na 6p1e
oneHeHo; OIl = o011a npexxuBsieMocT; p = mianedo; P = npenHm3on;

13 = mporpecupamo 3abonsBane; YO = yactuuen otroBop; R = nenammuomux; C3 = crabuiHo 3abomnsBane; M/IHO = mMHOTO
J00Bp YacTHYEH OTTOBOP.

# Menunanata ce 6a3upa BbpXy u3uucienuero no Kaplan-Meier

°TIBII2 (excrutopaTtopHa KpaiiHa Touka) e Aepunupana 3a Bcuuku nauuentu (ITT) kato BpemeTo oT pangomMu3anusTa 10
HAyaJIoTO Ha 3-Ta JIUHUA aHTUMHesoMHa Tepanust (AMT) unm cMBPT 32 BCHUKH paHIOMHU3HPAHU TALUEHTH

Tlookpenswu npoyusanus Ha HOBOOUACHOCMUYUPAH MYITMUNIEH MUETIOM

Enxo oTkpuTO, paHIOMHU3UpPAaHO, MHOTOIICHTPORBO, TIpoyuBaHe ¢aza 3 (ECOG E4A03) e npoBeneHo
pH 445 ManueHTH ¢ HOBOIUATHOCTUIIMPAH MYJITHIUICH MUAEIOM; 222 TTallUeHTH ca PaHIOMU3HPaHU B
paMoTO Ha JICHATUIOMHUJI/HUCKA 1032 JeKCaMeTa30H, a 223 ca paHAOMU3UPAaHHU B PAaMOTO Ha
JICHAJTMJOMUJI/CTAaHJapTHA J103a JiekcameTa3oH. [lalueHTure, paHIoMU3UPaHu Ha
JICHAJTMAOMUI/CTaHAapTHA 1032 IeKCaMeTa30H, oIyJaBar JeHaIuaoMua 25 mg/nex Ha 1-8u 10 21-Bu
JIeH Ha Bceku 28 HU 1umoc Aekcamera3oH 40 mg/nen 1-8u 1o 4-tu, 9-t11 10 12-111 1 17-T1 710 20-TH
JISH Ha BCEKU 28 JTHU 3a IBPBUTE YETHPH IUKbBIA. [lanueHTrTe, paHAOMU3UPaHHA B PAMOTO Ha
JICHAJTMJOMUJI/HUCKA J103a JIEKCaMeTa30H, MoTy4aBaT JIeHa oMU 25 mg/nen Ha 1-Bu 10 21-BU JeH
Ha BCeKHU 28 JTHU TUTIOC HUCKA J103a iekcameTa3oH — 40 mg/neH Ha 1-Bu, 8-mu, 15-Ti u 22-u feH Ha
Bceku 28 quu. B paMoTO Ha neHamTuAOMUI/HICKA 03a AekcameTa3oH 20 manuenTa (9,1%)
MPETHPISABAT [TOHE €IHO IPEKBhCBAHE Ha JT03aTa B cpaBHeHUE ¢ 65 manmentu (29,3%) B paMoTO Ha
JICHAJIMAOMHUJI/CTaHAapTHA 1032 ICKCAMETa30H.

B enun post-hoc ananus ce HaOIrI0AaBa MO-HUCKA CMBPTHOCT B PaMOTO Ha JICHATHIOMHU/I/HUCKA 1032
JiekcameTa3oH ot 6,8% (15/220) B cpaBHEHHE C paMOTO Ha JICHAIMIOMHM/I/CTaHIapPTHA 1032
nekcameTa3oH ot 19,3% (43/223) cpen rpynaTa naiueHTy ¢ HOBOJAUATHOCTHIIMPAH MYJITHUIUICH
MUEJIOM C MeIuaHa Ha TMPOCIEASIBAHETO 10 MAKCUMYM 72,3 CeIMUIIH.

[pu no-eiro npociesBane obaue pasivkaTa B 00IIaTa MPEKUBIEMOCT B [0J13a Ha JICHATUIOMHU/
HHCKa J103a AEKCAMETa30H MMa TCHACHIHUS KbM MOHIKCHHE.

Mynmunien muenom ¢ norne eoHa npeoxoxacoaud mepanus

EdukacHoctTa 1 6€301acHOCTTA Ha JICHATUIAOMUJ Ca OLICHEHU B IBE MHOTOI[CHTPOBH,
PpaHAOMU3MpPaHH, TBOWHOCICIIH, TUIANE00-KOHTPOIUPAHH U C KOHTPOJI Ha MapajIeIHUTE TPyIH
npoyuBanus ¢aza 3 (MM-009 u MM-010) Ha nedeHune ¢ ICHATUIOMHU IUTFOC ISKCAMETa30H CPEIy
JIEKCaMETa30H, IpUJIaral cCaMOCTOSTEIHO, TIPH MAIIMEHTH C MYJITUIUICH MUEIIOM C TIPEIXOTHO
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nederne. Ot 353 maruenTn B npoyuBanusata MM-009 u MM-010, kouTo ca moiaydaBaau
JICHAJTMAOMU I/ IeKcaMeTa30H, 45,6% ca Ounu Ha 65 roguiliHa Bh3pacT Wik noBeue. OT U3CIIeIBAHUTE
704 manmenTu B npoyuBanusita MM-009 u MM-010 44,6% ca Ounu Ha 65 roauIIHa B3pacT U
ToBeue.

B nBete npoyyBaHMs MAIMEHTUTE B pAMOTO Ha JICHAIMIOMHM/I/JICKCAMETa30H (JICH/IeKC) ca MprueMaiiu
25 mg NeHaIuIOMH/T IEPOPATHO BEIHBXK JHEBHO B JHUTE 1 10 21 U ChOTBETHA KaricyJia ¢ miaredo
BEJIHHXK THEBHO B JHUTE 22 110 28 0T BeekH 28-MHEBEH UKD, [laruenTuTe B paMoTo Ha
miane6o/nekcameTas3oH (rare0o/aekc) ca npuemaiu o 1 karncyJa mianedo B gaure 1 10 28 ot
BCeKH 28-THEBEH IUKbII. [lannenTuTe B aBeTe neueOHu rpynu ca npuemanu 40 mg ekcaMeTa3on
MepOpaIHO BeIHBXK NHEBHO B AHUTE 1 7104, 9 no 12 u 17 no 20 ot Bceku 28-IHEBEH LUKbBI OT
bpPBUTE 4 ITUKBJIA Ha TepanusTa. Jo3aTa qexcameTa3oH ¢ Ouna HamaieHa 10 40 mg nepopaiHo
BEIHBX JHEBHO B JHUTE 1 10 4 OT BceKH 28-THEBEH LIMKBJI Clell IbPBUTE 4 IIUKBIA OT Tepanusara. 1
B JIBETE MPOYYBAHUS JICUSHHETO € ITPOIBIDKABAIIO JI0 MTPOTrpecHs Ha 3a0omnsBaHeTo. 1 B aBeTe
MPOYYBaHUS € OUIIO MTO3BOJICHO aalTHPaHe Ha 103aTa B 3aBUCUMOCT OT KIIMHUYHUTE U JTA00paTOpHU
HaXOJIKH.

W B aBeTe mpoyuBaHUs IbPBUYHATA KpaiiHA TOYKA 3a €PUKACHOCT € OMJIa BPEeMETO JI0 MPOrpecust
(BAIT). O6mro 353 manueHty ca Ouiu olieHeHU B nipoy4yBaneTo MM-009; 177 B paMOTO Ha JICH/IICKC U
176 B pamoro Ha uiane6o/nexc u 06mo 351 naruenTr ca Ownm orieHeHu B poy4yBaneTo MM-010;
176 B pamoro Ha sieH/nexc u 175 B pamoTo Ha 1uiane6o/aexc.

B nBeTe npoyuBaHUS U3XOAHUTE IeMOTPAGCKH U CBBP3aHUTE ChC 3a00JIABAHETO XapaKTEPUCTUKH ca
OWIM CpaBHUMH MEXIy TPYIUTE Ha JICH/IEKC U Ha miarie6o/nexkc. Meauanara Ha Bh3pacTTa U 3a
ABCTC NOIMyJIallU1 MAlIUCHTU € 61/1.]'[3 63 TOAVHU IIPpHU CPaBHUMO CHOTHOIICHHE HAa MBIKE U KCHU.
CratrycwsT o ECOG (Eastern Cooperative Oncology Group performance status), KakTo ¥ OposT u
BUIBT HA MPEIBAPUTEITHUTE TEPAITMH Ca OWIIH CPAaBHUMHU MEKIY IBETE IPYIIH.

Hpez[BapHTenHo IUIAHAPAHUTC MCKAVMHHU aHAJIM3U U Ha IBETC IPOYyYBaHUA Ca IMOKa3ajin, 4e
JIEYEHUETO C JIEH/IEKC € CTATUCTHIECKH 3HaYNMO TI0-100po (p < 0,00001) oT ToBa camo ¢
JIeKCaMeTa30H 10 OTHOIIICHNE Ha ITbPBUYHATA KpaiiHa Touka 3a edukacHocT B/II1 (Mennana Ha
IPOABIDKUTEHOCT Ha Iiepuojia Ha npocnensaBane 98,0 cenmuiiy). JleabT Ha ciayyauTe ¢ IbJeH
OTrOBOp | OOIIl OTTOBOP B PAMOTO HA JICYEHHE C JICH/IEKC CBIIO € OWII 3HAYUTETHO TI0-BHCOK B
CpaBHEHHE C PaMOTO Ha IIIane0o/aeKe 1 IpH IBeTe MpoyduBaHus. BrocieacTsue pesynraTuTe oOT Te3u
aHaJIM3M ca IOBEJH J0 IPeKpaTsIBaHe Ha JBOWHO-CIIETHs IPOTOKOJ U 32 JBETE MPOYYBaHUs, 3a 1a
MOJKe MAUeHTUTE OT paMOTO Ha IUIane0o0/IeKe a Moayvar JIedeHne ¢ KOMOMHAIMSTA JIEH/ IeKC.

W3BbpieH e aHanu3 Ha eUKACHOCTTA B pa3IIMpPEH NEPHO.I HA TIPOCIeIIBaHe ¢ MEANaHa Ha TIEpHoIa
Ha npocnenssane 130,7 ceqmuiu. Tabnuna 11 06001maBa pe3yaTaTuTe OT aHATU3UTE HA
e(MKacHOCTTA B IIEpHO/Ia HA TIpociesiBaHe — cOopHU npoyuBarans MM-009 1 MM-010.

B t03u cOopeH aHanmu3 Ha pa3iupeHus Mepuo; Ha pociiesaBaHe meauanara Ha BJII1 e Ouna

60,1 cenmunu (95 % AU: 44,3; 73,1) npu nanueHTH, JieKyBaHu ¢ Jes/nekc (n = 353), cpenry

20,1 cepmunu (95 %, AN: 17,7; 20,3) npu naruenTy, JeKyBaHu ¢ Tianedo/aexc (n = 351).
Menuanata Ha peKuUBseMocT O0e3 nmporpecus ¢ Owna 48,1 ceqmunu (95 %, 1U: 36, 4; 62,1) npu
MAaIUEeHTH, JICKYBaHU ¢ JieH/nekc, cpenty 20,0 cenmuru (95 %, JAU: 16,1; 20,1) npu nanueHTH,
JICKyBaHM ¢ Tu1aie0o/nekc. MeanaHaTa Ha IPOABDKUTEIIHOCTTA Ha JieueHHeTo ¢ Omna 44,0 ceamuiiu
(muH. 0,1, makc. 254,9) 3a nen/nexc u 23,1 ceqmunum (muH. 0,3, Mmakc. 238,1) 3a miane6o/aexc.
JlsmoBete Ha manueHTy ¢ mwbiieH otroBop (I10), vactuuen orrosop (HO), KakTo U Ha Te3U ¢ 001
otroBop (ITO+Y0) B pamMOTO Ha JIEH/JIEKC OCTaBaT 3HAYMMO TIO-TOJIEMH B CPAaBHEHHUE C TE3H B PAMOTO
Ha 1ane0o/IeKe U MpH JBeTe MpoyduBaHus. MeranaTa Ha o0Iiara npeKuBsIieMOCT B aHAIHM3a Ha
pasiMpeHus nepuosl Ha mpociensBaHe npu coopHure npoyusanus € 164,3 ceaqmuiu (95 % AU:
145,1; 192,6) npu naruenTy, JeKyBaHH C JIeH/IeKc, cpemty 136,4 cenmuru (95 % JAW: 113,1; 161,7)
NpY TALMEeHTH, JIEKYBaHH ¢ manebo/nexc. Bonpeku dakra, ye 170 ot 351 manuenTy, paHIoMU3UpaHH
3a JIeYeHue ¢ Tiane0o/IeKc, ca MmoyyaBali JCHATHIOMUL CIIe/l IPOTrPecusiTa Ha 3200 sIBAHETO HITH
CJIe]l IpeKpaTsBaHe Ha JBOHHO-CIICIHS IPOTOKOJI, COOPHHUST aHAJU3 Ha 00IaTa MPEeKUBIEMOCT €
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MOKa3ajl CTaTUCTUYCCKH 3HAYUMO MIPEIUMCTBO IIPH MPEKUBIEMOCTTA IPH PaMOTO Ha JICH/JEKC B
cpaBHEHHUe ¢ Ta3u Ha manedo/gexc (KP = 0,833, 95 % M =[0,687; 1,009], p = 0,045).

Taéanna 11. O600menne Ha pe3yJTaTHTE OT AHAJTHU3NTE HA e(PUKACHOCTTA KbM KPalHUS CPOK
HA pa3suIMpeHusi Nepuoa Ha mpocjeassBaHe — coopuu npoyuBanuss MM-009 u MM-010 (kpaen
CpPOK ¢bOTBeTHO 23 10711, 2008 r. u 2 maprT, 2008 r.)

Kpaiina Touka JieH/nekc | muiame0o/aexc
(n=353) (n=351)
BpeMme 10 chL0uTHETO KP [95 % U], p-cToliHOCT"
Bpewme no nporpecus 60,1 20,1 0,350
Menmuana [95 % JAN], cenmumm | [44,3; 73,1] [17,7;20,3] [0,28; 0,426], p < 0,001
[IpexuBsemocT 6e3 mporpecus 48,1 20,0 0,393
Menuana [95 % JAN], ceqmunin [36,4; 62,1] [16,1;20,1] [0,326; 0,473]p < 0,001
O01a npeXUBSIEMOCT 164,3 136,4113,1; | 0,833 [0,687; 1,009] p =0,045
Menawnana [95 % U], cenmumm | [145,1; 192,6] 161,7]
Ennoronumaa o6ia 82 % 75 %
MIPEKUBIEMOCT
JI9J1 HA OTTOBOpPHTE HA CboTHOLIEHHE HA IIAHCOBETE
Jle4YeHHETO [95 % JM], p-cToiinoct®
OO0 otroBop [n, %] 212 (60,1) 75 (21,4) 5,53 [3,97; 7,711, p < 0,001
ITenen otrosop [n, %] 58 (16,4) 11 (3,1) 6,08 [3,13; 11,80], p < 0,001

2 JIBycTpaHeH JIOTapUTMHYIHO IIpeoOpa3yBaH PEHKOB TECT, CPABHSBAII KPUBHUTE Ha IPESKUBIEMOCT MEXKITY IPYIHTE Ha
JIeYeHHe.
6 JIBycTpaHeH KOPUTHPaH 3a MPOXBIDKATENHOCT XU KBAJPAT TECT

Muenoducniacmuunu cunopomu

EdukacHocTTa 1 6e30macHOCTTa Ha JEHATHIOMH/ CA OIIEHEHH NIPHU MAI[MEHTH C TPaHC(HY3NOHHO-
3aBHCUMa aHEMHs, IbJDKAIIA Ce HA MUEJIOANCIIACTUYHU CHHAPOMH C MallbK MJIH CpeAeH (HuBoO 1)
PHCK, CBbpP3aHH C IUTOTCHETUYHATA aHOMAIHUs JeNelus 5q, CbC WK 0e3 APYTH HUTOreHETUYHN
aHOMaJIuY, B IB€ OCHOBHU IIPOYYBaHMSA: MHOT'OLICHTPOBO, PaHIOMU3UPAHO, IBOMHOCIIAIO, I1aebo-
KOHTPOJIMpaHo npoy4BaHe (aza 3 ¢ 3 paMeHa Ha JBe J03u nepopajieH JeHamuaomua (10 mg u 5 mg)
capsimo mane6o (MDS-004) u MHOTOLIEHTPOBO, OTKPHUTO Mpoy4BaHe (a3a 2 Ha JICHATUIOMHUA

(10 mg) ¢ enno pamo (MDS-003).

[IpencraBenuTe mo-10ay pe3yiaTaTy CE OTHACAT A0 intent-to-treat MOMyNalKATa, MpoydyeHa B MDS-
003 u MDS-004; oTnenHo ca MOKa3aHU U pe3yJITaTHTE 3a CyOnomyIauusaTa ¢ U30JIMpaHa aAenenus 5q.

B npoyusanero MDS-004, B koeTo 205 nanMeHTH ca MOPaBHO paHIOMHU3UPAHU J1a IOIy4YaBaT
nenamugomun 10 mg, 5 mg win mnane6o, OCHOBHUAT aHAIH3 Ha €()UKaCHOCTTa CE ChbCTOU B
CpaBHEHHE Ha YeCTOTaTa Ha OTTOBOP MPH HE3aBUCUMOCT OT TpaHC(y3us B pameHaTa Ha 10 mg u 5 mg
JICHAJTUAOMHUJI CITPSIMO PaMOTO Ha Iuiaie6o (aBoliHo3acenena ¢aza ot 16 10 52 ceaMuIM U OTKpUTA
¢aza 1o o0mo 156 ceamurm). JleueHnero Ha MaMEHTHTE, IPU KOUTO HAMA JOKA3aTEIICTBO 32 MIOHE
Mall'bK epUTPOUJICH OTTOBOp ciiex 16 ceqmuiiy, e npekpateHo. [lanueHTure, Npyu KOUTO UMa
JIOKa3aTeJICTBO 32 TIOHE MAIbK EPUTPOUJIEH OTTOBOP, Ca MOTJIH J]a IPOJABIDKAT TepanusiTa J10
EpUTPOMJIEH peJarc, Mporpecus Ha 3a00JIBaHEeTO WM HENMpHUEeMIIBa TOKCH4YHOCT. Ha manuenrture,
KOHUTO ITbPBOHAYAIIHO Ca MOJIy4aBalIy IUane0o Wi 5 mg JeHaIUAOMHI U HE ca IIOCTUTHAIM TIOHE
MaJbK €pUTPOUJIEH OTTOBOP ciies 16 cenMulu JiedeHre, € Mo3BOJIEHO Jja MPEMHHAT OT TU1anebo Ha

5 mg neHaIMIOMU/I WK J1a IPOABIDKAT JICUSHHETO C JICHANUIOMH]I C ITO-BUCOKa J103a (0T 5 mg Ha
10 mg).

[Ipu npoyusane MDS-003, npu xoeto 148 manmeHTH mosyyasaT JieHaIUaoMu B 1o3a 10 mg,
OCHOBHUST aHAJIN3 Ha €()UKACHOCTTA CE ChCTOM OT OLIEHKA Ha e(pUKACHOCTTA Ha JICUCHUATA C
JICHAIMJOMHUJ 32 IIOCTUT'aHE HAa XEMaTOIIOETUYIHO NO00PEHHE MIPY MALMEHTH C MUEJIOUCIUIACTHYHH
CUH/IPOMH C MAITBK WJIM cpefieH (HUBO 1) puck.
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Tabauua 12. O6o01meHue Ha pe3yJaTaTuTe 3a epukacHocT — npoyusanuss MDS-004
(nBoiiHo3acjieneHa ¢a3za) u MDS-003, monmyaanus intent-to-treat

MDS-004 MDS-003
N =205 N =148
10 mg’ 5 mg't Placebo* 10 mg
N=69 N=69 N=67 N =148
HesaBucumoct ot Tpanchysus 38 (55,1%) 24 (34,8%) 4 (6,0%) 86 (58,1%)
(> 182 nHn)#
HezaBucumoct ot Tpanchysus 42 (60,9%) 33 (47,8%) 5(7,5%) 97 (65,5%)
(> 56 gan)#
MennaHa Ha BPEMETO 10 4.6 4,1 0,3 4,1
HE3aBUCHUMOCT OT TpaHChY3Hst
Menuana Ha TPOABIAKUTEIIHOCTTA HI” HJI HI 114,4
Ha HE3aBUCUMOCT OT TpaHC]y3us
(cemmmrtm)
MenraHa Ha YBEIMUCHUETO HA 6,4 5,3 2,6 5,6

f [Manuentn, JeKkyBaHH ¢ eHanuaomu 10 mg B 21 auu ot 28-1HEBHUTE LIUKIU

 Tanuentn, JIEKYBaHHU C JICHUTUJOMUJ 5 mg B 28 THU OT 28-THEBHUTE LIUKIIU

* MHO3MHCTBOTO OT MAIlEHTHTE Ha I1anedo mpekparsBaT JBOHHO3aCIENEeHOTO JeYCHUE TOpaIy JHUIca Ha e(UKACHOCT CleN
16 cenqmuIy eyeHre Mpeay Ja HaBIsA3aT B OTKpUTaTa (asa

# Cebp3ano ¢ yBenuuenue na Hgb > 1 g/dl

* Hepocturhara (T.e. MeJiaHaTa He € IOCTUTHATA)

B MDS-004 3HauMO MO-roJjiiMa 4YacT OT MAUEHTUTE C MUEJIOAUCIUIACTUYHN CUHPOMHU JOCTUTAT
IbPBUYHATA KpaliHa TOYKA Ha HE3aBUCUMOCT OT TpaHc]ysus (> 182 aun) npu nenanuaomun 10 mg B
cpaBHeHue ¢ mianedo (55,1% crpsmo 6,0%). Cpen 47-Te NaMeHTH ¢ MUTOTCHETUYHATA aHOMAITHS
M30JIMpaHa Jenenus 5q, JekyBanu ¢ aeHanugomun 10 mg, 27 nauuentu (57,4%) nocturar
HE3aBUCHUMOCT OT TpaHC(y3Hs Ha YEPBEHU KPbBHU KIICTKH.

MennaHnaTta Ha BpEMETO J0 HE3aBUCUMOCT OT TpaHC(y3us IPH paMOTO Ha JeHamaomMua 10 mg e

4,6 cenmuuu. MenuaHnata Ha IPOJBDKUTEITHOCTTA HA HE3aBUCUMOCT OT TPaHC(Y3us HE € TOCTUrHaTa
IIPU HUKOE OT paMeHara 3a JIeueHre, HO TPSIOBa Ja HaABHINABa 2 TOAWHH 32 NAIEHTUTE, JeKyBaHH C
JeHaTuIOMUI. Menanara Ha yBeandeHHeTo Ha xemorsiobuna (Hgb) oT u3xo1HO HUBO IIPU paMOTO
Ha 10 mg e 6,4 g/dl.

JombHUTENHUTE KPaiHN TOYKH HA MTPOYYBAHETO BKIIOYBAT LIMTOTEHETHYEH OTTOBOP (B paMOTO Ha
10 mg roneMu 1 MajgKu OTroBOpHU ce HabmronasaT cboTBeTHO Ipu 30,0% 1 24,0% oT nauueHTHTe),
OIIEHKa Ha CBBhP3aHOTO ChC 37jpaBeTo kauecTBo Ha kuBOT (Health Related Quality of Life, HRQoL) u
MIPOTpecHs 10 OCTpa MUEJIONIHA JIeBKeMusl. Pesynrarure oT nmutoreHeTnanus oTroBop u or HRQoL
ca CbBMECTUMH C JaHHWUTE OT IbPBUYHATA KpaifHa TOYKa U B [10JI3a Ha JICYEHUETO C JICHATUIOMHU/ B
CpaBHEHHE C I1anedo.

B MDS-003 roysima 4acT OT HAIUEHTUTE C MUEIOAUCIUIACTUYHI CHHIPOMH IMOCTUTAT HE3aBUCUMOCT
ot Tpancdysus (> 182 num) npu nenanunomun 10 mg (58,1%). Meananara Ha BpeMeToO 10
HE3aBUCUMOCT OT TpaHchy3us e 4,1 cemmum. MennaHaTa Ha IPOABIDKATEIIHOCTTA HA HE3aBHCHMOCT
ot Tpancdysus e 114,4 cenmunin. Menuanara Ha yBenudeHueTo Ha xemoriioouna (Hgb) e 5,6 g/dl.
l'onemu 1 ManKu IUTOTEHETUYHHA OTTOBOPH ce Habmomasat choTBeTHO Tipn 40,9% u 30,7% ot
MaIlUEeHTHUTE.

I'onsima gyact ot manuentute, BkimoueHH B MDS-003 (72,9%) u MDS-004 (52,7%), ca nonyyaBaiu
IpeIy TOBAa CTUMYJIMPAIIM €PUTPOIIOe3aTa CPEACTRA.

Manmennoxnemvyen aumgpom

EdukacHocTTa 1 6€30macHOCTTA Ha JICHATMJOMUJ Ca OLICHEHH MPH MAUEHTH C MAaHTEITHOKIIEThUCH
TUMQpOM B MHOTOIICHTPOBO, PAHJOMU3HPAHO, OTKPUTO TIpoy4BaHe (paza 2, CripsiMO eIMHCTBEHO
CpPEJICTBO 0 W300p Ha M3CIEI0BATEIS TP MAIIMEHTH, KOUTO ca pedpakTepHH Ha CBOSITA TIOCIICTHA
cXeMa WIH Ca UM PEIUINB €ANH 10 Tpy IbTH (mpoyuBane MCL-002).
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Bxurodenu ca manueHTH, KOUTO ca Ha Hali-Maliko 18-romumiHa Bb3pacT ¢ XUCTOJIOTHYHO OKa3aH
MaHTeJIHOKIeThueH JIuMpom u CT-u3mepumo 3adoisaBane. OT MAIMSHTUTE CE U3KUCKBA Ja ca
MOJTy4YaBaJIH MOIXOISIIO MPEAUITHO JICUCHHUE C Hai-MaJIKO €/IHA MIPE/IUIITHA CXeMa Ha KOMOMHHUpaHa
xumuotepamnus. OCBeH TOBa, MAIIMEHTUTE TPSOBaA Ja ca OWITN HETIOAXOIAIIN 32 MHTCH3MBHA
XUMHUOTEPAITUS W/ TPaHCIUTAHTAIIMS B MOMEHTA Ha BKIIFOYBAHE B MPOy4YBaHeTo. [lanmenTuTe ca
pargoMm3upany 2:1 Ha TCHATMIOMU/ I B KOHTPOIHOTO paMo. M30paHOTO OT M3Ccaea0BaTems
JIeYeHHE € OTPENENICHO NPear PaHAOMH3ALMUATa U C€ ChbCTOM OT MOHOTEPAIHS HIIH € XJIOpaMOyLIHJL,
uTapabuH, puTyKCUMa0, GiryaapaOuH UK TeMIIuTaOnH.

JlenanuaoMuz e mpujarad nepopaiHo 25 mg BeAHBXK AHEBHO 3a mbpBute 21 auu (A1 no A21) ot
MOBTapALIH ce 28-THEBHU LIMKJIM A0 IMPOrpecHs WIM HENPUEMIIMBA TOKCUYHOCT. [TanimenTuTe ¢
yMepeHa CTeleH Ha 0b0pedHa HeIOCTaThYHOCT € TPSOBAJIO Ja MOTydaT MOo-HUCKA HadallHa J103a
neramugoMun 10 mg AHEBHO MO chIIUs rpaduk.

Uzxoaaute nemorpadcku XapaKTepUCTHKH ca OWITM CPaBHUMH MEX]Ty PAMOTO Ha JICHAJTHIOMUJT U
KOHTPOJHOTO paMo. Mearmanara Ha Bh3pacTTa | 3a IBETE MOMyJIalliy MAIUeHTH € 68,5 ToauHu npu
CPaBHUMO ChOTHOLIEHUE HAa MBbxke U keHHu. CtatycsT mo ECOG (Eastern Cooperative Oncology
Group performance status), KakTo 1 OpOSIT Ha TPEABAPUTEIIHUTE TEPAIUU Ca CPABHUMH MEXTY JIBETE

TPYIIH.

[IppBruHaTa TOouKa 3a epukacHoct B npoyuBane MCL-002 e npexussiemoct 6e3 nporpecus (I1BIT).

Pesynrarute 3a euxacHocT 3a momymnanusara Intent-to-Treat (ITT) ca onenenu ot HesaBucuma
komucus 3a oreHka (Independent Review Committee, IRC) u ca mpencrasenu B Tabnuma 13 mo-moory.

Ta6anuna 13. O600menne Ha pe3yJaTaTuTe 3a epukacHocT — npoyusane MCL-002, momysianus
intent-to-treat

Pamo na nenanupoMun KonTpoano pamo

N=170 N =284
nbI
MBIL, meguana® [95% JIU]° (cenmunn) 37,6 [24,0; 52,6] 22,7115,9; 30,1]
CexBenTten KP [95% JIUJ" 0,61 [0,44; 0,84]
Cekgenren log-rank Tect, p-cToHHOCT? 0,004
Otrosop?, n (%)
[Ienen orrosop (I10) 8 (4,7) 0(0,0)
Yactuuen otroop (HO) 60 (35,3) 9 (10,7)
Crabuino 3a6omsasane (C3)° 50 (29,4) 44 (52,4)
[porpecupamio 3abonssane (I13) 34 (20,0) 26 (31,0)
Hewuspwpuieno/JIuncrario 18 (10,6) 5(6,0)
ORR (I1O, TOn, Y0), n (%) [95% AN 68 (40.0) [32.58,47.78] | 9(10.7)7[5.02, 19.37]
p-CTOWHOCT" < 0,001
CRR (IT1O, ITIO#), n (%) [95% AU]° 8(4,7) [2,05;9,06] | 0(0,0)[95,70; 100,00]
p-CTOHHOCT" 0,043
IMpoab/KNTETHOCT HA 0TTOBOPA, MeIMAaHA" 69,6 [41,1; 86,7] 45,1 [36,3; 80,9]
[95% U] (cenmurn)
O01a npexXuBsIEMOCT
KP [95% OU]° 0,89 [0,62; 1,28]
Log-rank Tecr, p-cToiiHOCT 0,520

JU = nosepurenen untepsai; CRR = nponeHt Ha nbiieH otroBop; 110 = nbiien orrosop; IIOH = mbieH 0TroBOp
HenotBbpaeH; DMC = KomuTer 3a Habmonenue na nanaure; [TT = intent-to-treat; KP = koedurment Ha pucka;

KM = Kaplan-Meier; MIPI = MexayHapoeH MpOrHOCTHYESH HH/ACKC 32 MAHTEITHOKIIEThYEH JTMM(pOM; NA = HENPHI0KUMO;
ORR = crenen Ha 06111 otroBop; [13= = nporpecuparno 3a6omsaBane; [1BI1 = npexussiemoct 6e3 nporpecust; YO = yacTudex
otroBop; SCT = TpancnnanTtauus Ha cTBoJIoBH KiieTkd; C3 = ctabuiiHo 3abonsBane; SE = cranmapTHa rpemka.

2 Menuanata ¢ Ha 6a3a onpenersine mo Kaplan-Meier.

6 [TuanasoHbT € u3umcieH kaTo 95% U 0koo MeMaHaTa Ha BPEMETO Ha IPEKUBIEMOCT.

® CpeaHaTa CTOHHOCT M MEMaHaTa ca yHUBAPUATHHUTE CTATHCTHKU O3 KOPEKIUH 32 OTCTPAHsIBAHE.

" CtparudrkannoHHUTE IPOMEHIIMBY BKIIIOUBAT BPEME OT AUArHOCTHIMPAHETO 10 IIbpBaTa 103a (< 3 TOAUHU U > 3 TOANHN),
BpeMe OT MocjeHaTa CUCTEMHA aHTIIMM(pOMHa Tepanus 10 IbpBarta 1o03a (< 6 Mecena u > 6 mecena), npeamecrsama SCT
(na nmu He) 1 MIPI Ha U3X01HOTO HUBO (HHCBHK, CPEIEH M BUCOK PHUCK).
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A CeKBEHTHHSAT aHAIU3 € 0a3upaH BbPXY CTaTUCTHUYECKaTa CPEIHO MpeTeryieHa CTOMHOCT Ha log-rank TecT ¢ n3non3BaHe Ha
HecTpatuduimpanus log-rank Tect 3a yBenuuaBaHe Ha pa3Mepa Ha U3BajaKaTa U HecTpatuduuupanus log-rank Tect ot
IbPBUYHUA aHau3. [IpeTeriennTe CTOHHOCTH ce 6a3upaT BbpXy HAaOII0IaBaHUTE ChbOMTHS 110 BPEMETO Ha TPeTaTa cpella Ha
DMC u BbpXy pasyiMkaTa Mex/1y HaOII0aBaHUTE ¥ O4aKBAHUTE CHOMTHS 10 BPEMETO Ha IIbPBUYHMS aHau3. [IpencraBeHn
ca acouunpanus cekBeHTeH KP u cvotBeTHUs 95% M.

B npoyusane MCL-002 B ITT nonynamusara uma KaTo 1510 SIBHO YBEJIWYEHUE Ha CIy4auTe Ha CMBPT
B pamkute Ha 20 ceamunm B pamMoTo Ha neHamuaomua 22/170 (13%) cipsimo 6/84 (7%) B
KOHTPOJHOTO pamo. [Ipu manueHTuTe ¢ BUCOK TYMOpPEH ToBap choTBeTHHTE nudpu ca 16/81 (20%) n
2/28 (7%) (Bx. Touka 4.4).

Donuxyrapen aumpom

AUGMENT - CC-5013-NHL-007

EdwukacHoctTa 1 6€30MacHOCTTA Ha JICHATUAOMU B KOMOMHAIIUS C PUTYKCHMA0 CIIPAMO PHTYyKCUMAa0
ILUTIOC T1J1a1e00 ca OLICHEHH MPH MalleHTH ¢ peunauupan/pedpakreped uHXJ1, Bkmtousain OJI, B
MHOTOIICHTPOBO, PAHIOMHU3HUPAHO, IBOHHOCIIATIO, KOHTpoJupaHo mpoyuBaHe ¢aza 3 (CC-5013-NHL-
007 [AUGMENT])).

O6mmo 358 mareHTH Ha BB3pacT Hall-Manko 18 roguHn ¢ XUCTOIO0THIHO TOTBBPpAcH M3JI mmm OJI
creneH 1, 2 wim 3a (CD20+ upe3 GproyquToMeTpus UM XUCTOXUMHUS ), OLIEHEHU OT U3CJIe10BaTelIs
WM JIOKAJIEH MaTOJIOT, ca PaHJOMU3HpaHy B cboTHomeHHe 1:1. [laneHTuTe ca ieKkyBaHu Npean ToBa
C Half-MaJKo eJHa MPEIUIIHA CHCTEMHA XUMHOTEPAIHS, IMYHOTEpaHs WIH XUMHONMYHOTEPAIIHSL.

Jlenamunomua 20 mg e Mpuiarad NepoparHo BEAHBXK THEBHO Mpe3 MbpBUTE 21 JHU OT MOBTAPSINHU Ce
28-THEBHU ITUKITH B IPOIBIDKEHUE Ha 12 MUKBIa WU 10 HEMPHUEMIIMBAa TOKCUYHOCT. Jlo3aTa
putykcumab e 375 mg/m? Beska ceaqmuna B iukba 1 (auu 1, 8, 15 1 22) u B geH 1 o1 Beeku 28-1HEBeH
IIUKBJI OT UKBA 2 10 5. Bcuuku n3umncienus Ha qo3ara purykcumad ca Ha 0a3aTa Ha TelecHara
noBbpxHOCT (T1]) Ha manmeHTa, KaTo € U3MOI3BaHO ICHCTBUTEIHOTO TEIJIO HA TAIIMCHTA.

I[eMOFpa(i)CKI/ITe U CBBP3aHUTC CHC 3a00JIIBaHETO XapaKTCPpUCTHUKHU Ha U3XOAHOTO HUBO Ca HOZ[O6HI/I
IIpu ABCTC I'pyINu 3a JICUCHHC.

[IbpBUYHATA 11E)T HA IPOYYBAHETO € JIa C€ CPABHU e(PUKACHOCTTA Ha JICHAIUIOMHU]] B KOMOMHAIIHS C
PUTYKCUMA0 CIIPSIMO PUTYKCHMA0 TUTIOC T1ane0o NpH NaueHTH ¢ pequausupa/pedpaxrepen OJ1
creneH 1, 2 wim 3a unu M3J1. Onpenensinero Ha epukacHOCcTTa ce ocHoBaBa Ha I1BII kaTto mppBUYHA
KpaiiHa Touka, onieHeHa oT IRC cropen kpurepunte Ha MekyHapoaHaTa padOTHA Ipyra
(International Working Group, IWG) 2007, Ho 6e3 no3urponHo-emucronHa tomorpadus (PET).

BropudHuUTe 1111 Ha TIPOYYBAHETO ca Ja Ce CpaBHU OE30MaCHOCTTA Ha JICHAIHUIOMHU/I B KOMOWHAIIHUS C
pUTYKCUMa0 CIPSIMO PUTYKCHMAO TUTIOC uiaie6o0. J{ombIHUTETHIUTE BTOPUYHH LIENU ca 1a Ce CPaBHH
e(pMKacHOCTTa Ha PUTYKCHMAO0 TUTIOC JICHATHIOMH/] CIIPSIMO PUTYKCHMA0 IUTIOC ITanebo, KaTo ce
W3M0JI3BAT CIIETHATE JIPYTH MMapaMeTpy 3a e(UKacHOCT: CTerneH Ha ooy otroBop (overall response
rate, ORR), mwiien otrosop (I10) u npoabxuTenHoct Ha otroBopa (duration of response, DoR) ot
IWG 2007 6e3 PET u OII.

Pesynrtatute ot obmata momynanus, BmrountenHo OJI u M3J1, mokas3sar, 4e mpu MeIraHa Ha
npocnensBane 28,3 Mecena mbpBUUHaTa KpariHa Touka [IBII B mpoyuBaHeTo ce goctura ¢
koedumment Ha puck (HR) (95% nosepurenen unrepsan [CI]) 0,45 (0,33;0,61) p-croitHocT < 0,0001.
Pesynrarute 3a eukacHoCT OT momynanusra ¢ GonukynapeH tumdpom ca aaaeHu B Tabmuna 14,
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Taboauua 14: Pe3rome Ha 1aHHUTe 32 epuKACHOCT 3a oauxyaaper aumdom— IlpoyuBane
CC-5013-NHL-007

dJI
(N =295)
JleHanmuaoMua ¥ pUTYKCUMAO [Tnane6o u purykcumad

(N=147) (N =148)
Ipe:xxknBsemoct 6e3 nporpecus (IIBII) (IlpaBuia 3a nenzopupane nHa EMA)
Menuana Ha [1IBIT?* (95% ) 39,4 13,8
(Mecern) (25,1; NE) (11,2; 16,0)
HR [95% U] 0,40 (0,29; 0,55)°
p-CTOMHOCT <0,0001°
O6extusBen orrosop’ (IO 118 (80,3) 82 (55,4)
+40), n (%) (72,9; 86,4) (47,0; 63,6)
(IRC, 2007 IWGRC)
95 % JAU°
saen orrosop', n (%) 51(34,7) 29 (19,6)
(IRC, 2007 IWGRC) (27,05 43,0) (13,5; 26,9)
95 % JAU°
IMpoab/KUTETHOCT HA 36,6 15,5
0TroBOpa’ (MeauaHa) (24,9; NE) (11,2; 25,0)
(Meceun)
95% HIN*
O6ma npexussiemoct™ (OII)
Yecrota Ha OIl Ha 5 roauHw, 126 (85,9) 114 (77,0)
n (%) (78,6; 90,9) (68,9; 83,3)
95% AN
HR [95% JIN] 0,49 (0,28; 0,85)°
IIpocaensiBane
Meauana Ha 67,81 65,72
NMPOIBbJIKUTETHOCTTA HA (0,5; 89,3) (0,6; 90,9)
npocJjaeasiBaHeTo (min, max)
(Mecenn)

2 MenuaHna, n3uncieHa ot aHanms3 o Kaplan-Meier

5 Koe(huIueHTHT Ha PHCKA U HETOBUAT JJOBEPHTENIEH HHTEPBAN Ca U3YHMCIIEHH 110 HecTpaTuduupanus mojen Ha Cox 3a
MPOMOPLIHOHANIHOCT Ha PUCKA.

® P-croiinoct ot log-rank Tecta

" BropuuHHTE U €KCIIOPATOPHUTE KPAHHU TOUKHU HE Ca 0.-KOHTPOIUPAHU

n C MeMaHa Ha npociensBane ot 66,14 mecena uMa 19 cmbpTHU cityyas B R? paMoTo 1 38 cMBPTHH Cilyyast B KOHTPOJIHOTO
pamo.

¢ ToueH moBepHTEIeH UHTEPBA 32 OMHOMHO pa3lpeneeHue.

Donukynapen 1umgom npu nayuenmu, peppakmepHu Ha pumyKcumao

MAGNIFY - CC-5013-NHL-008

00610 232 marnueHTH Ha Bb3pacT Hali-Manko 18 roguan ¢ XuctoiaorudHo nmoTebpacH ®JI (cteneH 1, 2,
3a win M3JI), oLileHeHU OT KU3ciIe0BaTeNsl W JIOKAJIEH [1aToJIOr, Ca BKJIOYEHU B IbPBOHAYATIHUS
MepUo] Ha JiedeHue ¢ 12 HuKbIa JeHATHIOMU IUTI0C puTyKkcumao. [lanuenTure, KOUTO moCTUTaT
[TIO/TI0H, YO unu C3 10 Kpasi Ha Ieproia Ha MHAYKIIMOHHO JICUCHHE, Ca paHIOMH3UPaHH J1a Ce
BKJIIOYAT B [I€PHUO/a Ha IIOAJbPIKAILIO JIeueHHE. Bcuuky BKIIIOYEHN MalMeHT TpsiOBa peiu ToBa Ja
ca OWJIM JIEKyBaHU C Hali-MaJIko €Ha CUCTEMHA aHTUIIMM(OMHA Tepanus. 3a pa3iruKa OT MPOYyYBAHETO
NHL-007 npoyusaneto NHL-008 BxitouBa nanueHTH, KOUTo ca pedpakrepHu Ha purykcumad (0e3
OTrOBOP WJIH C PEIWJIUB B PAMKHTE Ha 6 Mecela ciie]] JICYUSHHETO ¢ PUTYKCUMAa0 UM KOWTO ca
pedpakTepHu U Ha pUTYKcUMal, U Ha XUMUOTEPAITHs).

B nepuoaa Ha HHAYKIIMOHHOTO JieueHue JieHamuaomu 20 mg e npuiarad B gaute 1-21 ot

MOBTAPSIIIHN ce 28-THEBHU ITUKIU B IPOIBIKEHUE Ha 12 MUKBIA 10 HEIPUEMIINBA TOKCUIHOCT HITH JI0
OTTETIISHE Ha CHIIACHETO, UM IIPOrpecHs Ha 3abonsBaneTo. Jlo3ata purykcuMab € 375 mg/m? Besika
ceamuna B Kb 1 (mam 1, 8, 15 1 22) u B neH 1 Ha Beeku cnenBan 28-1HEBSH MUKBI (TMKH 3, 5, 7,
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9wu 11) o 12 muxbiia Tepamusi. BCudky n34uCIIeHAs Ha Jj03aTa pUTyKcHUMao ca Ha 0azara Ha
tenecHaTa moBbpXHOCT (TII) 1 ACHCTBUTEIHOTO TETJIO HA MAIMEHTA.

[IpencraBenute nanHu ca Ha 0a3aTa Ha MEXIUHEH aHANN3, POKYCHpaH BbPXY IEpHOIa Ha
MHAYKIMOHHO JICYeHHE ¢ eaHOo pamo. EdukacHocTTa ¢ onpeneneHa Ha 6azata Ha ORR cnopen Haii-
JOOpHst OTTOBOP, KaTo 32 MbPBUYHA KpaliHa TOYKA € U3M0JI3BaHa MOAU(UKAIUI HAa KPUTSPUHTE 32
0TroBop Ha MexnyHapoaHaTta pabotHa rpyna (International Working Group Response Criteria,
IWGRC) 1999. Bropu4Hara 1€ € Jia ce OLIEHAT APYTrH rapaMmeTpH 3a euxacHoct karo DoR.

Tadauua 15: Pe3rome Ha o01uuTe JaHHM 32 e(PMKACHOCT (MEPUOJ HA MHAYKIMOHHO JeYeHue) —
IIpoyusane CC-5013-NHL-008

Bceuuku naunentu TTarmmenTu ¢ ®JI
O6m1o Pedpakrepun | Pedpakrepau O6mo Pedpakrepnu | Pedpakrepan
N=187* |Ha puTykcumao: Ha N=148 Ha Ha
Jla pPUTYKCHMa0: PUTYKCHMa0: | pUTyKCHUMaO:
N=77 He Ja He

N=110 N=60 N=88
ORR, n (%) 127 (67,9) 45 (58,4) 82 (75,2) 104 (70,3) 35(58,3) 69 (79,3)
(ITO+I1OH+Y0)
CRR, n (%) 79 (42,2) 27 (35,1) 52 (47,7) 62 (41,9) 20 (33,3) 42 (48,3)
(ITO+I10m)
Bpoii N=127 N=45 N=82 N=104 N=35 N=69
TOCTHTHAJIH
OTTOBOP
% TaNHeHTH ¢ 93,0 90,4 94,5 94,3 96,0 93,5
uO ° (85,1; 96,8) | (73,05 96.8) (83,9; 98,2) |(85,5;97,9)| (74,8;99,4) | (81,0;97.9)
> 6 Mecena
95% AN *
% MaIHEeHTH ¢ 79,1 73,3 82,4 79,5 73,9 81,7
uO ° (67,4; 87,0) | (51,2; 86,6) (67,5;90,9) |(65,5; 88,3)| (43,0;89,8) | (64,8;91,0)
> 12 mecena
95% AN)*®

I = nosepurenen unrepsai; [I1HO = npoabiokutenHoct Ha otroBopa; OJI = ponukynapen muMpom

2 [Nonmynanusita 3a MbPBUUEH aHAIIM3 32 TOBA MPOYYBaHE € MOIyJIALUITa, 33 KOSITO MOXKE []a CE OIL[EHH €(pUKACHOCTTa Ha
UHIYKIMOHHOTO JIEUEHHE.

5 [TpoXbIDKMTENHOCTTA HA OTTOBOPa ce Ae(UHHUpa KaTo BPEMETO (MECELM) OT IbPBOHAYAIHHS OTroBOp (Hail-manko Y0) no
JOKyMEHTHpaHa Iporpecust Ha 3a00JI1BaHETO MIIM CMBPT, KOETO HACTHITH IIEPBO.

® CratucTuka, noixy4deHa mo merona Ha Kaplan-Meier. 95% JIU ce 6a3upa Ha popmymnara Greenwood.

Benexxxu: AHaNMM3BT € U3BBPIIEH CaMo 3a MAIMEeHTH, KOUTo moirydaBat YO win mo-go0bp ciiest faTaTa Ha IIbpBara J103a OT
HHJTYKIIHOHHOTO JICYSHHUE ¥ IPeIH BCIKAKBO JICUCHNE MPe3 ITOIbPIKaIIHs IIEPHO U BCSAKAKBa [TOC/IE/IBaIla aHTHINM(OMHA
Tepanus npe3 NHAYKIMOHHNA neproA. IIponeHTsT ce 6a3upa BbpXy o0ums Opoit pecrioHaepH.

IlenuaTpuyHa momyamus

EBpomneiickata arennust no nekapcrsata (EMA) e B3ena pemieHne 3a NpoayKT-crielu(puIHo
0CBOOOXAaBaHE Ha JIEHAIUAOM]I, KOETO C€ OTHACS 32 BCHYKHU MOATPYIN Ha MeAuaTpruIHaTa
TTOMYJIAITKS 32 HeOIUTa3MH Ha 3penr B xireTku (Bk. Touka 4.2 3a mHGOpMAIisI OTHOCHO yIIoTpeOa B
neInaTpusITa).

5.2 ®apmakoKMHETHYHH CBOWCTBA

JlenanuaoMua UMa aCUMETPUYEH BBIVIEPOJEH aTOM M 3aTOBA MOKE Ja CHIECTBYBA B ONTHYHO-
aktuBHUTE Qopmu S(-) 1 R(+). JIeHaIMIOMUI CE MPOU3BEK/IA KAaTO palleMUu4Ha cMec. JICHa I IOMHI T
0OMKHOBEHO € MO-7I00pe pa3TBOPUM B OPTraHWYHU Pa3TBOPHUTEINH, HO ITOKa3Ba HAH-roJsIMa
pasztBopumoct B 0,1N HCI Oydep.
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AOGcopOrus

Jlenanugomun ce abcopdbupa Obp30 clies nepopaieH MprueM MpH 34paBy 100POBOINU Ha TIaIHO, C
JOCTHraHe Ha MaKCUMaJlHa Tla3MeHa KoHLeHTpauus Mexay 0,5 u 2 gaca cien npuiarade Ha 103arta.
IIpu marueHTH, KaKTO M IPH 37[paBu JOOPOBOIIIH, MakcuMaTHaTa KOHITEHTPAHS (Cax) ¥ TLTOIITA
o kpuBaTa KoHnentparusi-speme (AUC) HapacTBaT IpoITOPIIMOHATHO ¢ TIOBUIIIABaHE HA 103aTa.
MHOroKpaTHUTE 103U HE IPUUUHSBAT H3pa3eHa KyMyJlalus Ha JIEKapCTBEHHUS MPOLYKT.
OTHOCHTEITHATA EKCTIO3UIHS Ha S- ¥ R-eHaHTHOMepuTe Ha JICHATHOMUL B TJIa3MaTa € ChOTBETHO
oko110 56% u 44%.

ChITBTCTBAIIO MTPHUIIOKEHUE C XpaHa C BUCOKO ChIbPKaHUE HA MAa3HUHU U KaJIOPHUH MIPH 3]IPaBU
JI0OPOBOJILIM HAMAJIsBA CTEIIEHTa Ha a0COpOIHs, KOETO BOAU 10 Npubian3utenHo 20% HaMajeHue B
rromiTa oy kpusara kKoHrenrpanus-speme (AUC) u 50% namanenue Ha Cmax B TUTa3Marta. B
OCHOBHUTE PETUCTPALMOHHN U3MUTBAHMS [IPU MYJITUIUICH MUEIIOM M MUCIIOAUCIUIACTUYHHA CUHIPOMU
3a ycTaHOBsIBaHE Ha e()MKACHOCTTa M OE30IACHOCTTA Ha JICHATHOMUJT 00ade JICKapCTBEHUSAT MTPOAYKT
e mpuitarad 0e3 oryies Ha mpreMa Ha xpana. Cie1oBaTeIHO JICHATHIOMH] MOXe J1a Ce MpHiiara cbe
i 0e3 XpaHa.

[TonynanronHuTe papMaKOKMHETUYHN aHAJIM3U MIOKa3BaT, Y€ CTEICHTA Ha repopaiiHa abcopOus Ha
JIeHaMuAOMU € oo0Ha npu manueHTuTe ¢ MM, MJIC u MKIJL

Pasnpenenenue

In vitro cebp3BaneTo Ha (M*C)-IeHanuIOMUI KbM IIa3MEHU IPOTEMHH € HUCKO ChC CPEIHA CTOMHOCT
Ha CBBP3BaHE KbM IUTa3MeHu npotenHu 23% u 29% cHhOTBETHO MPH MAIMEHTH C MYJITUIUICH MUEIOM
U TIPH 37paBU J0OPOBOJILIH.

Jlenamunomuz ce cbbpxka B yoBemkara criepma (< 0,01% ot nozara) ciex mpuiarane Ha 25 mg/neH
1 JICKAPCTBCHMAT IMPOAYKT € IO HUBOTO Ha JCTEKIIMs B CIIEpMara Ha 3paB 100poBoJIell 3 JHU Cie.
CIUpaHe IpueMa Ha BEIIeCTBOTO (BXK. Touka 4.4).

buoTrpanchopManus u eTMMUHUPAHE

Pesynrature oT mpoBeXXAaHU in Vitro IpoyuBaHus Ha MeTaboIU3Ma MPY X0pa MoKa3Bart, ue
JEHATUIOMUJ HE c€ MeTabou3upa Ipe3 muToXpoM P450 eH3uMuTe, KOSTO Mpearoiara, 4e¢ ¢ Majako
BEPOSITHO CHIIBTCTBALIO PUIIOKEHUE Ha JICHAIUIOMMU] C JIEKAPCTBEHH MIPOAYKTH, MHXUOUpaIu
mutoxpoM P450 ensumure, na noBee 10 METaOOIMTHH JIEKAPCTBEHH B3aUMOCHCTBHS IIPU XOpa.

In vitro mpoyuBaHHs IOKa3BaT, ye JeHAIMAOMU HiMa nHxuOupam epext Bppxy CYP1A2, CYP2C9,
CYP2C19, CYP2D6, CYP2E1, CYP3A i UGT1A1. CnenoBatenHo, HIMa BEPOSTHOCT
JICHAJIMJOMU/I 1a IPUYMHH HAKAKBU KJIMHUYHO 3HAYMMHU JICKApPCTBEHU B3aUMOICHCTBHUS, KOTaTo ce
npuiiara eIHOBPEMEHHO ChC CyOCTpaTH Ha T€3H CH3UMU.

In vitro poy4YBaHUsTA [TOKA3BAT, Y€ JICHAJTUIOMHUJI HE € CyOCTpaT Ha YOBEIIKHUS MPOTCHH Ha
pe3ucTeHTHOCT KbM pak Ha repaara (BCRP), tpancnoprepure MRP1, MRP2 unu MRP3 (nporeuna,
CBBP3aH ¢ MyJATHIeKapcTBeHata pesucteHTHOCT (MRP), Tpancnioprepute Ha OpraHMYHU AaHHOHH
(OAT) OAT1 u OAT3, TpancnopTupaiiusa oprannyau anuonu nonunentu 1B1 (OATP1B1),
Tpancnoprepute Ha opranndau katnonu (OCT) OCT1 u OCT2, mynTuiiekapcTBEH U TOKCHH
exctpynupain nporeu (MATE) MATEI u nHoBu Tpancnoprepu Ha oprannuau katnoHu (OCTN)
OCTNI1 u OCTN2.

In vitro poy4BaHUsATa TIOKA3BAT, Y€ JICHATHIOMHU]T HIMa HHXHOUTOPEH e(DeKT BHPXY eKCIIopTHATA
mommna 3a JIsgHu cou mpu xopata (BSEP), BCRP, MRP2, OAT1, OAT3, OATP1B1, OATPIB3 u
OCT2.

Ilo-ronxsmara gact ot JICHAIMAOMU L C€ CJIMMHUHUPA YPE3 CKCKPELUA C YpUHATa. I[CJ'I’BT Ha 6’B6p6‘1Ha

EKCKpewus OT oOUIHs KIMPBHC MPH WHAWBUAM C HOpMaiiHa 0b0peuna Gynkius ¢ 90%, kato 4% ot
JICHAJTUIOMUJIA e eITMMHHNpa 4upe3 dereca.
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Jlenanunomuz ce metabonu3upa ciabdo karo 82% OT mo3aTa ce eKCKpeTHpa HelIpOMEHeHa B yprUHaTa.
XunpoxkcuineHanuaoMua U N-aleTHICHATUIOMU IPEACTaBIsIBaT pecrieKTUBHO 4,59% u 1,83% ot
eKCKpeTupaHaTa J103a. brOpeyHHAT KIUPHHC HA JICHAIUIOMHI]T Ha/IBUIIIABa CTETICHTA HA TJIOMEPYITHA
(dbuaTpaIys U CIeI0BaTEIHO Ce CEKpETHpa IIOHE B M3BECTHA CTCIICH aKTUBHO.

[Ipu 103u OT 5 110 25 Mg/ neH Ia3MeHHUAT MONYKUBOT € MPUOJIM3UTENTHO 3 Yaca MpH 3paBU
J00pOBOJIIN U BapHpa OT 3 10 5 yaca IpH MAIUEHTH ¢ MYJITUIUICH MUEJIOM, MUETIOANCILIACTHYHA

CUHJAPOMHU WX MaHTCIIHOKJICTBYCH J'II/IM(i)OM.

CTapquKa BB3pacT

He ca npoBexnanu cnenuaniy KIMHUYHYE IPOYYBAHUS 3a OIIEHKa Ha (hapMaKOKHHETHKATa Ha
JICHAJIMJOMUJI TIPY XOpa B cTapuecka Bb3pacT. [lomynanuoHauTte GpapMakOKMHETHYHU aHAINA3U
BKJIIOYBAT MTAI[EHTH Ha BB3pACT B Anana3zoHa oT 39 1o 85 roquHu 1 MoKas3Bar, 4e Bb3pacTTa He
HOBJINSABA KIMPBHCA HA JICHATNAOMUA (EKCHO3UIMATA B I1a3Mata). Thil KaTo € o-BeposTHO
NalMeHTHUTE B CTapUYecKa Bb3pacT Aa MMaT HaMmaieHa Ob0pedyHa (pyHKUus, TpIOBa BHUMATEIHO
noOMpane Ha o03aTa U Ou OWJIo pa3yMHO Ja ce cienu ObOpeyHara pyHKIH.

B’L6De‘lH0 YBPCXKIAHC

PapMaKOKHHETHKATA Ha JICHATHIOMH/ € IPOyYeHa MPH MaleHTH ¢ ObOPEeYHO yBpeXKAaHe, TbIDKAIIO0
ce Ha HEMaJIMTHeHH 3a00JsBaHus. B ToBa mpoy4BaHe ce M3MOI3BaT JIBa METO/1a 3a Kiiacuuiupane Ha
O0bOpeuHaTa QYHKIUS: KPEaTUHUHOB KIMPHHC HAa ypUHATa, U3MEPEH B PaMKHUTE Ha 24 yaca, u
KpEaTMHUHOB KIMPBHC, H34KcicH o Gopmyiara Ha Cockcroft-Gault. PesynraruTe mokasBar, 4e ¢
HamaJIIBaHeTo Ha ObOpeunara ¢pyHkims (< 50 ml/min) TOTATHUAT KIMPHHC HA JICHATUIOMU
HaMaJsiBa MpOMOPLHOHATHO, KoeTo Boau Ao nosumiaBane Ha AUC. AUC ce noBuiiasa
npUOMH3UTENHO 2,5, 4 ¥ 5 IbTH CHOTBETHO IPH MAIUEHTH C YMEPEHO OBOPEYHO YBpEKIaHE, TEXKKO
0BOpeuYHO yBpeXkIaHe U TEPMHUHAJICH CTaJui Ha OBOpeuHa 00JecT, B CpaBHEHHE ChC CMECeHATa Ipyna
MAIMEeHTH C HOpMaiHa ObOpeuHa GYHKIMS U TMAIMeHTH ¢ JeKo 0b0peuHo yBpexaane. [[omyXuBoThT
Ha JICHAIMJIOMU]] C€ TIOBHINIABA OT OKOJIO 3,5 Yaca NMpu WHANBHUIN C KPEaTHHUHOB

KIUpBHC > 50 ml/min 1o Hax 9 yaca nmpu HHAMBHIY C yBpeaecHa 0bOpeuHa Gpynkmus < 50 ml/min.
brOpeunoTo yBpexaane, obaue, He MPOMEHS MepopaiHaTa abcopOuus Ha JeHATUAOMUA. Cmax €
CXOJIHA MPH 30paBU HHAUBUIM U PH NaUeHTH ¢ 0b0peuno yBpexaane. [Ipubnusurenno 30% ot
JIEKapCTBEHUS MPOAYKT B OpraHu3Ma ce OTCTpaHsIBaT [0 BpeMe Ha efHa 4-4yacoBa AMATU3HA CECHS.
[IpenoppunTenHUTE aAaNTUPAHKS Ha T03aTa MU MAIeHTH C HaMajleHa Ob0peuHa GpyHKuus ca
ONnMcaHu B Touka 4.2.

YepuoapoOHO YBpEKIaHE

[MonynanuonHuTe (hapMaKOKMHETUYHY aHAJIM3H BKITIOYBAT MAIUSHTH C JIEKO YePHOAPOOHO
yBpexaane (N=16, oomr 6mmpyoun > 1 mo < 1,5 x ULN wm AST > ULN) 1 mokassar, 4e JICKOTO
YepHOJPOOHO YBPEXKTaHE HE TMOBIUABA KIMPBHCA HA JICHATHIOMUI (€KCIIO3UIIUATA B TIIa3MaTa).
Hsma Hannyam JaHHM 32 MAIMEHTH C YMEPEHO JI0 TEXKKO YSPHOIPOOHO YBPEKIIAHE.

Jpyru npuceinu hakTopu

[NomynanuonanTe papMakOKMHETHUHHU aHAIN3U TTOKa3BaT, 4e TeJecHoTo Teryo (33 - 135 kg), momsT,
pacaTa ¥ BHa Ha 3JI0KaueCTBEHUTE XeMaronoruaau 3adomsisanus (MM, M/IC umun MKIJI) Hamat
KJIMHAYHO 3HaYUM €(eKT BbPXY KIMPBHCA Ha JCHANUAOMHU IPH Bb3PACTHH MAIEHTH.
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5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

[IpoBeneHo e mpoyuBaHe Ha eMOPHOPETATHOTO pa3BUTHE IIPH MAHMYHH, Ha KOUTO € TpUIaral
nenanugoMun B 1o3u ot 0,5 no 4 mg/kg/nen. Haxonkute npu ToBa npoyyBaHe NOKa3BaT, ye
JICHATMIOMUJT € TPETU3BUKAT BHHITHA Mali(hOPMAIIUH BKIFOYUTEIIHO HEOTBOPECH aHyC U
MashopMaIyy Ha TOPHUTE U JOJTHUTE KpaHUIM (M3KpUBEHA, CKbceHa, MallOpMHUpaHa, yCyKaHa
W/WIIM OTCHCTBAIA YacT Ha KpaHUIIKUTE, OJTUTO- W/MIIH NOTUAAKTHIINS) IPU IIOTOMCTBOTO HA JKEHCKH
MaiMyHH, KOUTO Ca MOJy4YaBald aKTHBHOTO BEIIECTBO MO BpeMe Ha OpeMEHHOCTTA.

[Ipu otnennu peTycu ca HabMOAaBaHU CHILO PA3TUYHHU BUCLIEpATHH e(eKTH (IpOMsHA B LIBETA,
YepBEHH NETHA 110 Pa3IMYHU OpraHy, Majika Oe31BETHA Maca Hall aTpUO-BEHTPHUKYJIapHaTa Kiarna,
MAaJIBK JKThYCH MEXYp, MalipopMalus Ha nuadparmara).

JleHanmuIOMU IMa MOTEHIMAT 33 OCTPAa TOKCHYHOCT; MUHUMAJTHUTE JICTAJHU JIO3U CJIE]] IEPOPATHO
npuiokenue ca ommu > 2 000 mg/kg/nen npu rpuzadn. MHOrOKpaTHOTO NIEPOPAITHO MPHIIOKEHNE Ha
75, 150 1 300 mg/kg/nen npu mrbxoBe 3a 26 CEIMUIM € JOBEJIO 0 00paTUMO, CBBP3aHO C JICUCHUETO
NOBHIIABaHE HA MUHEPAIN3ANUATa B ObOPEUHOTO JIETEHYE M PU TPUTE 03K, OCOOCHO M3pa3eHO IpH
JKEHCKH TUIbXoBe. [IpreMa ce, ue HUBOTO, IPU KOETO HE ca HaOII0aBaH! HEXKeIaH! PeaKiin
(NOAEL - no observed adverse effect level) e mox 75 mg/kg/nen u € okosio 25 mbTH O-BUCOKO OT
©KeTHEeBHATA SKCIIO3MIMS IIPH Xopa, 6a3upaHo Ha cpaBHsaBaHe HA AUC. MHOrOKpaTHOTO MepopaIHo
npuinoxenue Ha 4 u 6 mg/kg/nen npu MaiimyHu 3a nepros 10 20 ceIMHIM € JI0BEIO 10 CMBPTHOCT U
3HAYMTENHA TOKCHYHOCT (M3pa3eHa 3aryda Ha Terjio, HamalieH Opoii epUTPOLIUTH, JIEBKOIIUTH H
TPOMOOIIMTH, MyJITHOPTaHHN KPHBOM3IIMBH, Bh3MAJICHUE HA CTOMAIIHO-UYPEBHHS TPAKT, aTpodus Ha
auMdounHaTa ThKaH U KOCTHUS MO3bK. MHOTOKPaTHOTO TIepOpaITHO pHiIokeHne Ha 1 u 2 mg/kg/nen
npy MaliMyHH 110 | TOAMHA € AOBENIO 10 OOpaTHMHU MPOMEHH B KIIETHUHHUTE XapaKTEPUCTHKH Ha
KOCTHHA MO3BK, JICKO ITIOHMXXKaBaHC HAa CbOTHOIICHHUECTO MHeHOHZ[HH/epHTpOI/II[HH KIJIICTKHU U anO(bI/Iﬂ
Ha TuMyca. Jleka cynpecus Ha Opost Ha JIEBKOIMTUTE € HabmoqaBaHa mpu no3a 1 mg/kg/nen,
CHOTBETCTBAINA HA MPUOIU3UTEITHO ChINaTa 103a IpH Xopa, 6azupano Ha cpaBHeHns Ha AUC.

IIpwu in vitro (6baxTepuaHA MyTaIllH, YOBEITKH TUMGOIHUTH, TUM(GOM MIPH MUIIKH, TpaHCHOpMAaIHs
Ha eMOPHOHATHU KJIETKH OT 3JIATUCTH XaMCTEPH) U in vivo (MEKPOHYKII€apeH TeCT NP TUTHXO0BE)
NpOYYBaHHUS HA MyTareHOCTTa He ca OTKPUTH €EKTH, CBBP3aHH C JEKapCTBEHUS MPOAYKT, HUTO Ha
TeHHO, HUTO Ha XPOMO30MHO HUBO. He ca mpoBexaaHu npoyuBaHuA 332 KaHIIEPOr€HHOCT Ha
JICHATTNIOMHUT.

[Ipenu ca mpoBekaaHu MPOYUYBAHUS 32 TOKCUYHOCT BEPXY Pa3BUTHUETO NpH 3aiiu. B Te3n
MIPOYYBaHUS JICHATHOMH/ € TIpIJIarat nepopaiao B xo3u 3, 10 u 20 mg/kg/nen mpu 3ainu.
HabmronaBana e nurica Ha cpeaaus Asut Ha Oenwst apo6 mpu no3u 10 u 20 mg/kg/nen cbe 3aBucuMocCT
OT J103aTa, KAaKTO U IPOMsTHA Ha MOJIOKEHUEeTO Ha ObOpenuTe npu no3u 20 mg/kg/nen. Benpeku de
TOBa € Ha0II0IaBaHO MIPY TOKCHUYHH 33 MaifkaTa HHBa, Te MOXKE JIa CE JIbJDKAT Ha TIUPEKTEH SEKT.
CrImo Taka ca HaOJII0JaBaHN BapHaIlii B MEKUTE ThKaHU U CKeJieTa Ha geTycure nipu 1034 10 u

20 mg/kg/nex.

6. DAPMAIIEBTUYHU JAHHU
6.1 Choucnbk Ha NOMOIIHHUTE BeLIECTBA

KarncyiHo ¢cbabpKIMO

IapeBuuHO HHUILIECTE, NPEKETATUHUIUPAHO
MukpokpurcTaiHa 1eiyno3a
Kpockapmenosza Hatpuii

CunuimeB TUOKCH]I, KOJIOUICH O0€3BOICH
Hatpues creapundymapar
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Kancynna 06BuBKa

Jlenasmnomun Mylan 2.5 mg t8epau kancynu 1 JleHanunomua Mylan 20 mg TBepAY Kamcyiau
Kbt xeneszen okcup (E172)

TurtanoB nuokcun (E171)

Kematnna

Wnpuroxkapmun (E132)

Jlenamumomua Mylan 7,5 mg TBepAM KaIICYIH
Kbt xenesen okcup (E172)

UYepen xenezen oxcua (E172)

TurtanoB muokcun (E171)

Kematnn

Jlenanunomua Mylan 10 mg TBBpIU KaNCyIu
Kunt xenezen okenn (E172)

UYepen xkenezen oxcua (E172)

TurtanoB muokcun (E171)

Munurokapmus (E132)

Kenatun

Jlenamumomu Mylan 5 mg TBepau Kancyian, 1 Jenaaugomug Mylan 15 mg Tpbspan KaIcyu,
Jlesasmnomua Mylan 25 mg Tpepan Kancyin

TuranoB nuokcun (E171)

Kematnna

TleyaTHO MacTHIIO

Iennax
IIpormunenriukon (E1520)

Jlenamumomu Mylan 2,5 mg tBepan kancynu, Jleganumomua Mylan 5 mg TBEpAM KamCyJIn,
Jlenamumomu Mylan 7.5 mg tBepau kancynu, Jlegamumomua Mylan 10 mg TBEPAM KaICyJIu,
Jlenasmnomua Mylan 25 mg TBBpM KalCcyiau

Yepen xkenesen okcup (E172)

Kanues xunpokcun

Jlenasmnomua Mylan 15 mg t8epau kancynu Jlenanmnomua Mylan 20 mg TBEpiM KalcyJiu
Uepeen xenesen okenn (E172)
CHMETHKOH

6.2 HecnbBMecTHMOCTH

Henpunoxxumo

6.3 Cpox Ha roaHOCT

3 roguH"

6.4 Crnenuananm ycJaI0BHS HAa CbXpaHeHHe

[a ne ce cpxpansBa Hax 30°C.
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6.5 Buau chabp:kaHue HA ONMAKOBKAaTAa

Jlenasmnomua Mylan 2.5 mg t8epau kancynu, Jlesannmomua Mylan 7.5 mg TBepAM KanCYIIH,
Jlenasmnomua Mylan 10 mg t8epau kancynu, Jlesamupomua Mylan 20 mg TBEpIM KaIcyJiu,
Jlemanmumomua Mylan 25 mg TBEpAM KaIICYJIH

Brucrepu ot nonmusuaunxiopus (PVC) / nomuxnoprpudayopoermies (PCTFE) / anymunneBo
¢bonmo, ceabpKaImy 7 TBBPAN KaICyIH.

Jlenasmnomua Mylan 2.5 mg t8epau kancynu, Jlenannmomua Mylan 5 mg TpbBIM KallCyJIn,
Jlenasmnomun Mylan 7.5 mg t8epau kancynu, Jlenannmomua Mylan 10 mg TBBpIM KalicyJiu,
Jlenamumomu Mylan 15 mg t8epau xkancyiu, Jlenamumomua Mylan 20 mg TBEpAM KaICYJIN,
Jlenasmnomua Mylan 25 mg TBEpM KalCcyiau

[Tepdopupanu OaUCTEpH ¢ SAMHUYHM J03K OT nosimBuHmIxIopua (PVC) /
nonuxjoprpudayopoeruicH (PCTFE) / anymunuero ¢osno, chabpikaiiu 7 X 1 TBbpAM KarcCyJIu.

biuctepu ot nonmusuamwixaopun (PVC) / monuxnoprpudayopoeruned (PCTFE) / anymunuero
(oo, chabpikariy 21 TBBPIAH KarCyJIH.

[epdopupanu Giuctepu ¢ eqUHUYHM 103U OT nonuBuHMUIXIOpUA (PVC) /
nonuxyoptpuduryopoermwien (PCTFE) / anymunneBo dosmo, ceabpikamy 21 X 1 TBBpAX Kamncyu.

He Bcuuku BUOBE ONMaKOBKH MOrar a ObAaT MyCHATH Ha masapa.
6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHEe U padoTa

Karncynure He TpsiOBa 1a ce 0TBapsAT WM CMayKBaT. AKO JICHAJIHMIOMH/] Ha Ipax Biie3e B KOHTAKT C
KOXara, TS TpsOBa Ja ce u3Mue He3a0aBHO M OOMITHO ChC CallyH M BoAa. AKO JICHATUAOMUJL BJIe3¢ B
KOHTAKT C JIMTABHIIH, T¢ TPsIOBa Jla ce MPOMUSAT OOMITHO C BOJIA.

MeauuHCKUTE CIISIIHATHCTH U OOTHOTIIeAaunTe TPsiOBa Jla M3MOJI3BAT PHKABHIIN 32 €JHOKpPAaTHA
ynoTpeba, Korato paboTAT ¢ OJrcTepa Wik Karcysara.

Crniex TOBa ppKaBUIUTE TPSOBA [1a Ce CBAJIST BHUMATEIHO, 33 /1 C€ MPEJOTBPATH SKCIIO3UIIHS Ha
KO’KaTa, Ja Ce MOCTABST B TOJIMETHIICHOBA TOPOUYKA ,,C M U J1a CE U3XBHPISAT B CHOTBETCTBHE C
MecTHUTE U3ucKBaHus. [locie ppleTe TpaOBa qa ce u3MUAT 100pe Che callyH U Boja. JKeHu, KOuTo ca
OpeMeHHU WU TI0/I03UpaT, 9e¢ MOKe /1a ca OpeMEeHHH, He TpI0Ba paboTAT ¢ ONHCTEpa WK KarcyaaTa
(Bx. TOuka 4.4).

HensnonsBanusAT NpoAYKT WM OTIIAABYHUTE MAaTEpPHaIN OT HETo TPsAOBa Ja ce BbpHAT Ha (apManeBTa
3a 6€30MaCHO U3XBBPIISHE B CHOTBETCTBHE C MECTHUTE U3UCKBAHUS.

7. HPUTEXKATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1490/001
EU/1/20/1490/002
EU/1/20/1490/003
EU/1/20/1490/004
EU/1/20/1490/005
EU/1/20/1490/006
EU/1/20/1490/007
EU/1/20/1490/008
EU/1/20/1490/009
EU/1/20/1490/010
EU/1/20/1490/011
EU/1/20/1490/012
EU/1/20/1490/013
EU/1/20/1490/014
EU/1/20/1490/015
EU/1/20/1490/016
EU/1/20/1490/017
EU/1/20/1490/018
EU/1/20/1490/019
EU/1/20/1490/020
EU/1/20/1490/021
EU/1/20/1490/022
EU/1/20/1490/023
EU/1/20/1490/024
EU/1/20/1490/025
EU/1/20/1490/026

9. JATA HA ITBPBO PABPEIIABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jara Ha rEpBO pazpemanane: 18 gexemspu 2020 T.

[ata Ha nocnenHo nmoxHoBsBaHe: 21 aBryct 2025 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

ITonpoGHa wH(pOpMans 3a TO3M JeKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yebcaiita Ha EBponeiickara
areHITs 110 JIeKapcTBaTa http://www.ema.europa.eu.
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IMPUJIOKEHHUE IT

IMPOU3BOAUTEJIN, OTTOBOPHU 3A OCBOBOXKJIABAHE HA
ITAPTU/ N

YCJIIOBUSA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JAPYTI'N YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA UK OTPAHUYEHUA 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A. NPOU3BOIUTEJIH, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTHU/HU

Hme n aapeC HAa MPOU3BOAMTCINTE, OTTOBOPHH 34 0CB060)KI[aBaHe Ha NapTUuaAuTC

Mylan Hungary Kft, Yurapus
Mylan utca 1, Komarom, 2900, Yurapus

Mylan Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe

Hessen, 61352,

T'epmanus

IleuaTHaTa I1MCTOBKA Ha JICKApCTBCHUSA NPOAYKT Tpﬂ6Ba Aa CbAbpiKa UMCTO U aJpeCa Ha
IMPOU3BOJUTECIIA, OTTOBOPEH 3a OCBO60)KI[aBaHeTO Ha CbOTBETHATA MapTuaa.

b. YCJIOBHUA NWIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa [0 OrPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kpatka xapakTeprcTika Ha TPOAyKTa, ToUKa 4.2).

B. JAPYI'M YCJIOBUA N U3NCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKTyaJIM3MPaHH JOKJIAJAU 32 0€30IACHOCT

M3uckBaHuATA 3a MI0/1aBaHe Ha EPUOANYHY aKTyaIM3UPaHU JOKJIAIH 3a 0€30IMacHOCT 3a TO3U
JIEKapCTBEH MPOAYKT ca IIOCOYCHH B CIUCHKA ¢ pedepeHTHNTE nati Ha EBponeiickus cpio3 (EURD
CIHCHK), npeasuacH B wi. 1078, an. 7 ot Aupextura 2001/83/EO, n BbB BCUUKH CleIBaIIH
aKTyall3aluHy, IyOINKyBaHU Ha eBPONEHCKUs yeOropTal 3a JIeKapcTaa.

I'. YCJI0OBUsSA NN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilinan 3a ynpasJienue Ha pucka (IIYP)

[IpurexatensT Ha paspemienueto 3a ynorpeda (IIPY) TpsOBa na n3BbpIIBa U3UCKBAHUTE AEHHOCTH U
JeCTBUS, CBbP3aHU C TIPOCiIesIBaHe Ha JIeKapcTBeHaTa 6e301acHOCT, mocoueHu B 000penus [1YP,
npencraBeH B Moayn 1.8.2 Ha pa3pemeHneTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CIIEIBAIIH OI00peHH
aktyanuzauuu Ha ITYP.

Axtyamusupan [TYP Tpsa6Ba na ce momana:

. 1o uckane Ha EBpormelickaTa areHuus mo J1eKapcrpara;

. BUHATH, KOTATO C€ U3MEHS CHCTEMAaTa 3a yIpaBJICHHE Ha PUCKA, OCOOCHO B PE3yiTaT Ha
MoJTydaBaHe Ha HOBa WH(pOpPMAIHs, KOATO MOXKE Ja JOBEJIE 10 3HAYMMHU IIPOMEHU B
CHOTHOIIICHUETO ITOJI3a/PUCK, WU CIIE/] JOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C MPOCIC/ISIBAHE
Ha JICKapCTBEHATa OE30MAaCHOCT WIIM CBEXK/IAHE HA PHCKA 0 MUHUMYM).

L4 I[OH’[)JIHP[TGHHI/I MEPKH 3a CBEXKIaHE HA PUCKA 10 MUHUMYM

1. [IPY tpsibBa na ceriaacyBa mogpoOHOCTUTE Ha MpOrpaMa 3a KOHTPOJIMPaH AOCTHII €
HaIlMOHAJITHUTC KOMIICTCHTHH OpPTraHu U TpH6Ba Jia IpUJI0KKU CbOTBETHATA IporpamMa Ha
HallMOHAJHO HUBO, 3a Jla rapaHTUpa, 4e:

° Hpezm MMpEAIIMCBAHETO (KOFaTO € 1 KaKTO € ChITIAaCYBAHO C HALTMOHAIIHUA KOMIICTCHTCH
OpraH — peau OTIYCKaHEeTO) BCHYKH MEAULUHCKH CIIELUATUCTH, KOUTO Bb3HAMEPsBaT
Ja peanucsart (1 na otmyckar) Jlenanumomua Mylan, ca caabnenu ¢ O0yuureneH
KOMIUIEKT 32 MEAUIIMHCKY CIIEIIMATINCTH, ChbPIKAILl CIIETHOTO:
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OOyuuTtenna Opourypa 3a MEAULWHCKH CHEHUAINCTH

OO0yuuTeTHN OpOITypH 32 MAIIMCHTH

Kapta na nanuenta

Dopmyisipu 3a HHGOPMHUPAHOCT OTHOCHO PUCKA

WNudopmarnus kpje Ja ce Hamepu aktyaiHata KpaTka xapaktepucTiuka Ha
mpoaykra (KXII)

[IPY tpsiOBa na mpuiioxu mporpama 3a npeanassane ot OpemenHoct (I1115) BbB Besika appixaBa
ynenka. [lompoonocture Ha [1I1b Tps6Ba fa ca crrilacyBaHu ¢ HAITMOHATHUS KOMIIETEHTEH
Opraf BbB BCSAKA Jbp)KaBa WIEHKA U J1a Ce MPHIIOXKAT MPEAH ITyCKaHETO Ha JIEKapCTBEHUS
MPOAYKT Ha Masapa.

[IPY tpsiOBa na ceriacysa chabpkaHueTo Ha OOyYUTETHUS KOMIUIEKT 32 MEIULUHCKH
CHEIMATUCTH C HAIIMOHAJIHUS KOMIIETEHTEH OpraH BbB BCAKA IbprKaBa WICHKA MIpeIn
ITyCKaHETO Ha JIEKapCTBEHMs MPOAYKT Ha Ma3apa U J1a TapaHTHpa, Y€ MaTEPUAINTE ChIbpKAT
OCHOBHUTE €JIEMEHTH, KaKTO € ONHUCaHO MO-A0MTY.

[PV tpsibBa 5a chriacysa MpuiIaraHeTo Ha MporpaMara 3a KOHTPOJIUPAaH JIOCTHII BbB BCSAKA
I'bpKaBa YICHKa.

O O © O ©O

OCHOBHM eJIeMEHTH, KOUTO TPSIOBA JIa 0bAAT BKJIKYEHH

Ooyuumenen KOMNJIEKmM 34 MeOUYUHCKU CReUUaUCHU

O6y‘-II/IT€J'IHI/I$IT KOMIUICKT 3a MCOAUIIMHCKH CIICIITHAJIMCTH Tp$16Ba JAa CbAbpiKa CJICAHUTE CIICMCHTH!

Ooyuumenna opowypa 3a MeOUWUHCKU CReYUAIUCIU

Kparka nadopmarus 3a JeHaIAI0MIT

MakcuMaHa IpoIbIDKUTETHOCT Ha MPEITUCAHOTO JICUCHUE

0 4 ceMHITH 3a KCHH C JCTEPOJICH MOTECHIIHAT

o) 12 cemMuIy 3a MBXKeE | )KEHH 0€3 JeTepOICH ITOTCHITHAI

HeobOxomumoctTa 11a ce n30sArBa eKCcro3uius Ha peTyca nmopaam TepaToreHHOCT Ha
JICHATUAOMUJL TP KUBOTHU M OYaKBaHUS TEPATOTCHEH ePEeKT Ha JICHATIHIOMH/] TIPH X0pa
PokoBOCTBO 3a paboTa ¢ OiucTepa Wik Karncyjara Ha JleHanuaomua Mylan 3a MeTUIIMHCKH
CIIEIMAITUCTH U OOJHOTIIeIaun

3arbIDKeHNS Ha MEIUIIMHCKUTE CIIEIUANUCTH, KOUTO Bh3HAMEPSIBAT Ja TPEANMCBAT WU
ormyckat Jlenanunomua Mylan

0 Heo0x0auMOocCT 1a ce OCUTypH M34epaTeHO ChBETBAHE U KOHCYJITAIUS 3a MAIIUEHTUTE

0 ToBa, ye mareHTHTE TPSOBA @ OBAAT CIOCOOHU J1a CIIa3BaT M3MCKBaHUTA 3a Oe30MmacHa
ynorpeba Ha Jlenanunomun Mylan

o) Heo0xomuMocT Ja ce ocHIypsT Ha MAllMEHTHTE ChOTBETHUTE 00yUuuTe Ha Oporrypa 3a

MAIMeHTa U KapTa Ha MalMeHTa W/WIh €KBUBAJICHTHO CPEACTBO
CobBerH 3a 0€30I1aCHOCT, OTHACAIIH CE 0 BCHUKH MAIMEHTH

) OrnucaHue Ha pUCKa OT peaklMs Ha akTUBUpaHe Ha TyMmopa npu nanuentute ¢ MKJI u
DJI
0 Onucanue Ha pucka ot nporpecust 1o OMJI npu nanuentu ¢ M/IC, BKiIrounTenHo

YEeCTOTOTaTa OT KIIMHUYHUTE H3ITUTBAHHS
Ornucanwne Ha pucka ot BII33
MecTHH HapeaOH 3a OTITyCKaHe Ha TPEIHCaH JICHATHIOMHU, CTIeIIM(UIHH 32 BCAKA

Jbp)KaBa

0 Bcuuky Hen3nou3BaHu Karcyiu TpsiOBa J1a ce BbpHAT Ha (apMarieBTa B Kpas Ha
JIEUCHUETO

0 [TanmeHTHT He TPsAOBaA Aa AapsiBa KPbB IO BPEME Ha JIEYEHUETO (BKIIOUUTEIHO MPH

MPEKbCBAHUS Ha MIPUEMA) U B MIPOIBDKCHHE HA TTOHE 7 IHU CIIE/ CIMpaHe Ha MprueMa Ha
Jlenanmunomux Mylan

Omnucanue Ha I1I16 1 kaTeropu3upaHe Ha MalMEHTUTE 110 I10J U JIETEPOJICH NOTSHIIMAI

0 AnroputbM 3a npunarase Ha [111b

0 OrmpeneneHne 3a )KEHHU C IeTEPOJICH MOTCHINAI U ICUCTBHS, KOUTO TIPEIITHACBAITUAT
nekap TpsiOBa Ja mpearnpueMe, ako He € CUTYPEH
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CoBeTH 32 0€30IMACHOCT 3a JKEHU C JETECPOACH MOTECHIIMAI

o HeobxomumocT na ce u3berae ekcrno3uius Ha deryca

o Onucanwue Ha [111b

o Heo6xonumocT oT eeKTHBHA KOHTpAIETIIUs (JJOPH aKo XKEHATa € C aMeHopes) U
ompezencHue 3a e(heKTUBHA KOHTPAIICTIIIUS

0 AKO Ts IMa HyXJ1a JIa IPOMEHH WITK JIa CIIPe U3MOJI3BAHETO Ha CBOSI METOJ 32
KOHTpAIEIIIVs, TS TPsAOBa 1a MHPOpMHUpa:
. JlexapsT, npeanucan HeiHaTa KOHTPALIEIs, YE TS € Ha JIEHATUA0OMU
L] JlekapsT, npennucan JEHATUIOMU/, Y€ TS € CHpsiia WK IPOMEHUIIA HEUHUS METOJ

Ha KOHTpAIeTHns

) Cxema Ha TecTOBeTe 3a OPEeMEHHOCT
. ChBeT 3a OJXOIAIIN TECTOBE
. [Ipenu 3amouBaHe Ha JICUCHUETO
. ITo BpeMe Ha eYEeHUETO B3 OCHOBA HAa METO[a 32 KOHTPALISIIIUS
. Crnen kpast Ha IEUEHUETO

0 HeobxomumocT ot He3abaBHO cnimpane Ha JleHamumomua Mylan npu nogo3peHue 3a
OpeMeHHOCT

0 HeobxomuMocT oT He3abaBHO YBEJAOMSIBAHE Ha JICKYBAIUS JieKap MPU MOI03PEHHE 32
OpeMeHHOCT

CbBetn 3a 6€30MaCHOCT 33 MBXKE

o HeoOxomumocT na ce u30erde ekcrno3uius Ha eryca

0 HeobxomumocT a ce M3Mon3BaT Mpe3epBaTHBH, aKO CEKCyalHATa UM MapTHLOPKA €

OpeMeHHa WITH € JKeHa C ACTEPOICH IMOTSHITHS, KOSTO HE M3IT0I3Ba e(heKTUBHA
KOHTpaIenIus (I0py aKo MBKbT € UMall BA3CKTOMHUS )

. ITo Bpeme Ha nedenueTo ¢ Jlenanmunomua Mylan
- Ilone 7 qHM cnex mociiegHaTa 1034a.
o} He tpsi6Ba ma mapsiBa criepMa Wiy CIIEPMATO30UIH 110 BpeMe Ha JICUCHUETO

(BKITIOYUTETTHO TIPY PEKHCBAHUS HA MTPHEMa) U B IPOIBIDKEHNE Ha TTOHE 7 JTHU CIIE]
cnupaHeTo Ha JeueHueto ¢ Jlenanngomun Mylan

) Tpsi6Ba He3a0aBHO Jja yBEeAOMH JICKYBAIHs JIEKap, ako MapTHhOpKaTa My 3a0peMeHee,
nokaro Toi npuema Jlenamumomua Mylan wim ckopo cien KaTo € COpsul npuema Ha
Jlenamunomua Mylan

UznckBanus B cirydail Ha OpeMEHHOCT

0 VYkazanwus, ye Jlenanunomun Mylan TpsOBa He3a0aBHO Aa ce Crpe IpHu MOJ03pEHUE 3a
OpeMEeHHOCT MPH MAIMEeHTH OT KEHCKHU IO
o Heo0xoauMoCT ManyeHThT J1a ce HACOYW KbM JIEKap CHECIUAINCT WK C OTIUT B 00JacTTa

HA TEPaTOJIOTHTA U IUArHOCTHKATA 33 OIICHKA W KOHCYJITAIUSL
JlokaHM MaHHW 32 KOHTAKT 3a He3a0aBHO CHOOIABaHE Ha TI0I03UpaHa OPEMEHHOCT

Ooyuumennu oOpowypu 3a nayuenmu

OOyuuTenHUTE OPOITYpPH 3a TTAIIMESHTUTE TPsIOBa Aa ObIaT 3 BUAA:

Bpomypa 3a MaUCHTHU OT KCHCKHU I10JI C ACTCPOACH NOTCHIIUAT U TCXHHUA TAPTHBOP
Bpomypa 3a AU CHTH OT )KCHCKH I10JI 0e3 ACTCPOACH NOTCHIIUAIT
Bpomypa 3a IMAaUCHTH OT MBKKH I10JI

Bewnukn o0yunTennn 6polrypH 3a malMeHTUTe TPA0Ba 1a ChIbPKAT CIEIHNUTE eIEMEHTH:

JleHanmuaoMuU € TEPATONSHEH ITPH dKUBOTHHU M C€ OYaKBa Jia € TePATOTCHEH IIPH Xopa
OrnrcaHre Ha KapTaTa Ha MaldeHTa U HE0OXOIUMOCTTa OT Hesl

PwroBozcTBO 32 paboTta ¢ Jlenanumomua Mylan 3a manuieHTH, OOJHOTIIEAYH U WICHOBE Ha
CEMENCTBOTO

HarmoHanHu Wiy qpyry NPpUIOXKUME CIICIU(pUYHN JOIrOBOPEHOCTH 3a IPEANMCBaHEe U
otmyckane Ha Jlenanumomun Mylan

[NarmenTsT He TpsiOBa Aa naBa Jlenanmuaomua Mylan Ha npyru nuna
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[TanueHTHT HE TPAOBA 1A MapsBa KPHB 110 BpeME Ha JICYCHUETO (BKIFOUUTEITHO MPH
NPEeKbCBAHUS Ha MIPUEMa) U B TIPOJIbIDKCHUE HA ITOHE 7 JIHU CIIe]l CIIUPAHETO Ha JICYCHUETO C
Jlenanuaomua Mylan

[MaruenThbT TpsIOBA J1a YBEJOMH CBOsI JICKap 3a MOSIBATa HA BCSIKAKBU HEXKEIaHU PEaKIin
Bcuiky Hen3Imo3BaHy Karcyiau TpssOBa ga ObaaT BbpHATH Ha dapMarieBTa B Kpas Ha
JICYCHUETO

B choTBeTHaTA 00yUMTEIHA OpOIIypa TpsiOBa ChIIO Aa ObJie MpeAoCTaBeHa cieHaTa HH(OopMaIIus:

Bpomypa 3a manmeHTH OT JKEHCKH O0JI ¢ ICTEPOACH ITOTCHITHAI

Heo6xonumocT na ce n30erne ekcrno3unus Ha peTyca

Onucanue Ha 115

Heob6xoaumocTTa 0T epeKTHBHA KOHTPALCTILHS U OTIpe/IeICHUE 32 e()eKTHBHA KOHTPAIICTILIHS
AXoO TS ©Ma Hy’XKZa J1a IPOMEHH WJIU J1a CIIPE U3I0JI3BAaHETO HA CBOSI METOJI 32 KOHTPAIICTIIIHS,
Ts TpsiOBa 13 nHGOPMHUPA:

0 Jlexapsi, mpeanucan HelHaTa KOHTPALEHIKs, Y€ TS € Ha JICHAJTNIOMU

0 Jlexapsi, mpeanuca JEHaTUIOMHU, Y€ TS € CIpsila UK IPOMEHWIIA CBOSI METO/] Ha
KOHTpaLCTIIHS

Cxema Ha TecToBeTe 3a OpeMEHHOCT

o [Mpenu 3anouyBane Ha JIEYCHUETO

o ITo BpeMe Ha ne4eHUETO (BKIIOUUTETHO PH IPEKbCBAHNS Ha IpHUeMa) IIOHE Ha BCEKU

4 ceMHITU, OCBEH B CIy4ail Ha IOTBBp/IcHA TybapHa CTepUIIN3aIysl
0 Crnen xpast Ha ISYEHUETO
HeobxonumoctTa He3abaBHO j1a ce cripe Jlenanumomua Mylan npu nmogo3penue 3a OpeMeHHOCT
HeoOxoxumocTTa He3a0aBHO J1a ce YBEIOMH CBOs JIEKap MpH IOI03pEHUE 32 OPEeMEHHOCT

BDOH_IVDEI 3a HAMCHTH OT MBKKH I10JI

Heo6xonumocT na ce n30erne ekcrno3uuus Ha gpeTyca

Heo0xoaumocT a ce u3Moa3Bar npe3epBaTUBH, aKO CEKCyallHaTa UM MapTHhOPKA € OpeMeHHa
WIIH € )KEHa C JICTEPO/ICH MOTEHIIUS, KOSTO HE M3I0J3Ba e()eKTUBHA KOHTpALSTIHs (0P aKo
MBXBT € UMaJl BAa3CKTOMHS)

0 ITo Bpeme Ha neuenueto ¢ JleHanmuaomua Mylan (BKITFOUNTEIIHO MPH MPEKbCBAHUS Ha
npuema)
o) B npoabinkenre Ha TOHe 7 IHU CIIe MOCNIeqHATa /103a.

Tpsi6Ba He3a0aBHO 1a yBEAOMH JICKYBAIIMI JIEKap, aKO apTHbOPKaTa My 3a0peMeHee

He tpsibBa na mapsiBa criepMa 1o BpeMe Ha JIeUeHHETO (BKJIIOUUTEHO TP NPEKbCBaHUS Ha
npremMa) ¥ B IPOIBbJDKCHUE Ha TIOHE 7 JTHM Clie/l CIMPaHEeTo Ha JedeHueTo ¢ Jlenanupomun
Mylan

Kapra Ha manueHTa W/NJIH eKBUBAJIEHTHO CPEJACTBO

Kaprara Ha maruenTa TpsiOBa J1a ChIbpiKa CICTHUTE SIICMEHTH:

[ToTBBpKIEHUE, YE € M3BBPILIECHA TOAXOAAIIATa KOHCYITALINS

JloxyMeHTHpaHe Ha TOTEHIHATHUS IETEPOICH CTaTyC

KBagpartue (vmm o1006HO), KBAETO JICKAPSIT MTOCTaBs OTMETKA, 3a J1a IOTBBP/IN, Y€ MAIUeHTHT
M3II0JI3Ba e(PeKTHBHA KOHTpAIEHIHs (aKO € KeHa C JAeTEPOICH MTOTSHITHAI)

Jatu 1 pe3yaratu oT TeCTOBETE 3a OPEeMEHHOCT

Dopmyasapu 3a uudmpmupanocm OMHOCHO pUcKa

Tpsi6Ba 1a uma 3 Buaa GopMyJIIpH 3a HHOOPMHUPAHOCT OTHOCHO PHUCKa:

JKenu c gerepojieH NOoTeHIMA
JKenn 6e3 meTepoieH MOTEHITHAT
ITanyeHT OT MBKKU HOJI
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Bewnuku hopmyssipu 3a ”HPOPMHUPAHOCT OTHOCHO PUCKA TPSIOBA J]a ChIBPKAT CICTHUTE CIIEMEHTH:

MpeIyTnpexIeHHe 3a TEPAaTOreHHOCT
MAlMEHTUTE TOMy4aBaT MOAXOAIIA KOHCYTALUS IPEAU 3alI0UBaHE Ha JICUCHUETO
MOTBBPKJCHUE OT MAIMeHTa 3a pa30upaHe Ha PUCKa OT JICHATHIOMH U Ha Mepkute Ha [1115
JlaTa Ha KOHCYJITHPaHe

JAHHM 3a MAIUeHTa, TOINC U 1aTa

M€ Ha IpeINucBallus, OAMUC U AaTa

I1eJITa Ha TO3U JOKYMEHT, T.€. criopen mocoueHoto B I1I1b: ,,Ilenta Ha popmysipa 3a
UHQOPMHUPAHOCT OTHOCHO PUCKA € JIa TIpe a3y MaleHTHTE 1 eBEHTyalTHUTE (eTyCH, KaTo
rapaHTHpa, Y€ MalMeHTUTE Ca HAITBIHO HH(POPMHUPaHU U pa30UpaT prcKa OT TEPATOTEHHOCT U
JIPYTH HEXENIaHW PEaKIuy, CBbP3aHH ¢ YIIOTpedaTa Ha JeHATuAOMUI. To31u JOKYMEHT He
MPEJICTAaBIISIBA JJOTOBOP U HE OCBOOOK1aBa HUKOT'O OT HETOBUTE/HEHHUTE OTTOBOPHOCTH 110
OTHOIIIEHWE Ha Oe3o0rmacHaTa ynorpeda Ha MPOAYKTa U MPEIOTBPATIBaHE Ha EKCIIO3UIIHS Ha

¢eryca.”

®opmynsapute 3a HHGOPMUPAHOCT OTHOCHO PUCKA 3a KEHU € IeTePOIeH NOTEHIMaN TpsiOBa ChIIO J1a
BKJIIOUBAT:

IToTBBpIKACHHE, Ye JIEKAPAT € 00CH/IHI CIIEAHOTO:

o HEO0OXOIMMOCTTA J1a ce u30erHe eKCIo3MIHs Ha BeTyca

o aKo jkeHarta € OpeMeHHa WK TUIaHKupa Jia 3abpemMeHee, He TpsOBa ja npremMa
JICHAJTUJOMU ]

o 4e Ts pa30upa He0OXOJUMOCTTA Jja M304rBa yrnorpedara Ha JCHATUIOMUIL II0 BpEeMe Ha

OpeMeHHOCT U Aa npuiara epeKTUBHU MEPKH 3a KOHTpaLenuus 06e3 NpeKbCBaHe IOHEe
4 ceaMuIM Npeay HAYAIOTO Ha JICYEHUETO, IPe3 LEeHNs Kype Ha JIEYCHUEeTO U IIOHE
4 cenMuIM cien Kpas Ha JIeYeHHETO

o Ye aKo Ce HAJIOXKH J1a IPOMEHH WIIM TIPEKpaTH yrnoTpedaTa Ha M3MOJI3BAHUS METO/] 32
KOHTpAIICTIIHs, TS TPIOBA J]a YBEIOMHU:
] JieKapsi, MpeInrcan KOHTpalenusaTa, 4e npuema Jlenamumaomug Mylan
. nekapsi, npennucain Jlenanuagomu Mylan, de e npekparuiia Ui MpOMeHUIIa

M3II0JI3BaHMSI METO]T 32 KOHTPAICTIIIHS

o 3a HEOOXOMMOCTTA OT TECTOBE 38 OPEMEHHOCT, TOECT IPEeAHU JICUeHUE, IOHE 4 CeAMUIIH
MpeI HAYaIO0TO Ha JICYSHUETO

. 3a HeoOxoaumocTTa fa crpe Jlenanmnaomua Mylan He3abaBHO mpu MOAO3pEHHE 32
OpeMeHHOCT

o 3a HEOOXOJIMMOCTTA J]a C€ CBBPIKE C JIEKapsl CH He3a0aBHO TPH TOI03PEHUE 32
OpeMeHHOCT

o 4e Ts He TPsOBa Jja J1aBa JICKAPCTBOTO HA JAPYTH JIUIA

. 4e Ts He TPsIOBa J1a 1apsaBa KPbB M0 BPEME Ha JICYCHHETO (BKIIFOUUTEITHO MIPH

NPEeKbCBAHMS Ha TIPUEMa Ha JTO3UTE) U B MIPOJIBIDKCHUE HA TIOHE 7 JIHH CJIE] CIUPAHETO
Ha Jlerammmomun Mylan
. 4e TS TpsiOBa J1a BbpPHE KaIcyJuTe Ha apMalieBTa ciejl Kpas Ha JICYeHUETO

Dopmysapure 3a HHPOPMUPAHOCT OTHOCHO PUCKA 32 JKCHU 0€3 AeTepOACH IMMOTEHITHA TPSOBa CHIIO
Jia BKJIIOYBAT:

[MoTBBpkIEHUE, Ye TEKAPST € OOCHIUII CIETHOTO:

. 4e Ts He TPsiOBa Jia 1aBa JIGKAPCTBOTO Ha APYTH JIMIA

. 4e Ts He TPsIOBa J1a 1apsiBa KPbB [0 BPEME Ha JICYCHHETO (BKIIIOYUTEIIHO MIPH
MPEKbCBAHUS HA TIPUEMA) U B MPOIBIDKEHIE HA TIOHE 7 JIHU CJIe]] CIIUPAHETO Ha
Jlenanunomun Mylan

. 4e Ts TpsAOBa J1a BbPHE KaIlCyJUTe Ha (hapMalleBTa CJie/ Kpas Ha JICUCHUETO

(I)OpMy.]'IHpI/ITG 3a HH(bOpMI/IpaHOCT Ha pUCKa 3a NallUCHTHU OT MBbKKHU I10JT TpH6Ba ChIIO A4 BKIIKOYBAT:

[ToTBBprkIEHUE, Ye JCKAPST € OOCHIUI CICTHOTO:
° He0OXOJUMOCTTA J]a ce N30erHe eKCIOo3HIUs Ha eryca
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Ye JICHATHIOMUJI CE OTKPHBA B CEMEHHATa TEYHOCT U € HEOOXOJMMO J]a C€ M3II0JI3BaT
Ipe3epBaTUBH, aKO CEKCYyalHaTa NapTHbOPKA € OPeMEHHA WU € J)KEHa C IeTepOJICH
NOTEHIIHAJI, KOATO HE U3I10JI3Ba €(PEeKTUBHA KOHTpaLEenus (I0pU aKo MBXBbT € UMaJl
Ba3EKTOMMUS])

4e Tpsi0Ba He3a0aBHO J]a yBEAOMH JICKYBAIIH JIeKap, ako IapTHbOPKaTa My 3abpeMeHee,
Y BHHATH Ja U3M0J3Ba MIPEe3epBaTUB

4e He TpsOBa J1a 1aBa JeKapCTBOTO HA APYTH JIMLA

4e He TpsOBa J1a 1apsBa KPbB WM CliepMa 10 BpeMe Ha JISYEHUETO (BKIIOYUTEIIHO IPU
MPEKbCBAHNA Ha MPHUEMA) U B MPOIBIDKEHIE HA TIOHE 7 IHU CJIe]] CIIUPAHETO Ha
Jlenamunomun Mylan

4e TpsiOBa J]a BhPHE KarcynuTe Ha (hapMarieBTa cliell Kpas Ha JICUSHHUETO.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Jlenanunomua Mylan 2,5 mg TBbpAM Karcyiu
JICHATUIOMU]]

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika xancyna ceappka 2,5 mg IeHaTUIOMU.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kamncyna

7 TBBPAM KaICyNIH

7 x 1 TBBpAM Kancynu
21 TBBpAM Karcynu

21 x 1 TBEpAM KamCyIu

5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

3a mepopaHo MPHUIOKEHUE
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiaBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. JAPYTI'U CHEHNUAJIHM ITPEAYIIPEXXJEHN A, AKO E HEOBXOJIUMO

MNPEAYIIPEXXIEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue TpsidBa na msnenasiBare [Iporpamara 3a mpena3zsane OT OpeMEHHOCT MU ynoTpeda Ha
Jlenanmunomun Mylan.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a me ce cexpanssa Hax 30°C

10. CHENUWAJHHU IMPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1490/001 7 kamcynu

EU/1/20/1490/002 21 xancymau

EU/1/20/1490/003 21 x 1 kancynu (eAMHUYHA 1032)
EU/1/20/1490/019 7 x 1 xancynu (eAMHAYHA J103)

13. HAPTHUJIEH HOMEP

TTapTt.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Jlenamugomua Mylan 2,5 mg TBBpAM Kamncyian

‘ 17. YHUKAJIEH UWIEHTUOPUKATOP — IBYU3MEPEH BAPKOJI

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN

80



MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanmunomua Mylan 2,5 mg kancyiu
JICHATTUIOMH T

2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

‘ 3. JATA HA N3TUNYAHE HA CPOKA HA T'OJJHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TlepopanHo npuiioKeHue
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Jlenanuaomua Mylan 5 mg TBbpAM Karcyiu
JICHATUIOMU]]

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika KaricyJja CbAbpiKa 5 mg JCHAJINIOMUI.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kamncyna

7 x 1 TBBpAM Kancynu
21 TBBpAU Kamcynu
21 x 1 TBBpIaU KamncCyan

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

3a mepopaHO MPHUIIOKEHHE
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

NPEAYIIPEXJEHUE: Puck ot Texku Bpoaenu aedextu. Ja He ce n3mon3Ba 1o BpemMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue tps6Ba na m3nbaasBate [Iporpamarta 3a nmpeanasBane OT OpeMEHHOCT IPpH yHoTpeda Ha
Jlenamunomun Mylan.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a me ce cexpanssa Hax 30°C

10. CHENUWAJIHHU INPEAITA3SHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1490/004 21 xancyiau
EU/1/20/1490/005 21 x 1 kancynu (eIMHUYHA 1032)
EU/1/20/1490/020 7 x 1 xancynu (eqWHUYHA 1032)

13. HAPTHJIEH HOMEP

[TapT.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Jlenamugomua Mylan 5 mg TBbpAM Kancyiau

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIIOYCH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanunomua Mylan 5 mg kancysau
JICHATTUIOMH T

2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TlepopanHo npuiioKeHue
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanunomua Mylan 7,5 mg TBbpAM Karcyiu
JEeHATUAOMU/

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcska kancyna ceabpka 7,5 mg JIeHaIuI0MU/I.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

7 TBBPAU KarcyJiu

7 x 1 TBBpAM Kancynu
21 TBBpAY Kamcynu

21 x 1 TBBpaM KamncCyan

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

3a mepopaHO MPHUIIOKEHHE
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

NPEAYIIPEXJEHUE: Puck ot Texku Bpoaenu aedextu. Ja He ce n3mon3Ba 1o BpemMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue tpsa6Ba na manbiasBaTe [Iporpamara 3a rpeama3sane oT OpeMEHHOCT IIpH yroTpeda Ha
Jlenamunomun Mylan.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a me ce cexpanssa Hax 30°C

10. CHENUWAJIHHU INPEAITA3SHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1490/006 7 kamcynu

EU/1/20/1490/007 21 xancymau

EU/1/20/1490/008 21 x 1 kancynu (eIMHUYHA 1032)
EU/1/20/1490/021 7 x 1 xancynu (eAMHAYHA J103)

13. HAPTHUJIEH HOMEP

TTapTt.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Jlenamugomua Mylan 7,5 mg TBBpAM Kancyian

‘ 17. YHUKAJIEH HIEHTHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanmunomua Mylan 7,5 mg kancyiau
JICHATTUIOMH T

2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TlepopanHo npuiioKeHue
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Jlenanmunomua Mylan 10 mg TBBpaU Kancyau
JCHATUOMUT

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceappka 10 mg neHanuaoMuna.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kamncyna

7 TBBPAM KaICyNIH

7 x 1 TBBpAM Kancynu
21 TBBpAM Karcynu

21 x 1 TBEpAM KamCyIu

5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

3a mepopaHo MPHUIOKEHUE
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIa.

‘ 7. JAPYTI'U CHEHNUAJIHM ITPEAYIIPEXXJEHN A, AKO E HEOBXOJIUMO

MNPEAYIIPEXXIEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue TpsidBa na msnenasiBare [Iporpamara 3a mpena3zsane OT OpeMEHHOCT MU ynoTpeda Ha
Jlenanmunomun Mylan.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a me ce cexpanssa Hax 30°C

10. CHENUWAJHHU IMPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1490/009 21 xancyiau

EU/1/20/1490/010 21 x 1 kancynu (eIMHUYHA 1032)
EU/1/20/1490/022 7 xancynu

EU/1/20/1490/023 7 x 1 xancynu (eAMHAYHA J103)

13. HAPTHUJIEH HOMEP

TTapTt.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Jlenamuaomua Mylan 10 mg TBEpIU Kancyiu

‘ 17. YHUKAJIEH HIEHTHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanuaomua Mylan 10 mg kancynu
JICHATTUIOMH T

2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TlepopanHo npuiioKeHue
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Jlenanmunomua Mylan 15 mg TBBpaU Kancyau
JICHATUIOMU]]

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceappka 15 mg neHanuaoMuna.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancyna

7 x 1 TBBpAM Kancynu
21 TBBpAU Kamcynu
21 x 1 TBBpIOM KamCyIn

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

3a mepopaHO MPHUIIOKEHHE
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

NPEAYIIPEXJEHUE: Puck ot Texku Bpoaenu aedextu. Ja He ce n3mon3Ba 1o BpemMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue tps6Ba na m3nbaasBate [Iporpamarta 3a nmpeanasBane OT OpeMEHHOCT IPpH yHoTpeda Ha
Jlenamunomun Mylan.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a me ce cexpanssa Hax 30°C

10. CHENOUAJIHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

B’LpHeTe HCHUBIOJI3BAHUTC JICKAPCTBA HA Q)apMaueBTa.

11. HUME U AJJPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnanaus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/20/1490/011 21 xancymau
EU/1/20/1490/012 21 x 1 kancynu (eqUHAYHA J1032)
EU/1/20/1490/024 7 x 1 xancyau (eAMHAYHA 103a)

13. NAPTUJAEH HOMEP

ITapTt.Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Jlenanunomua Mylan 15 mg TBEpIU Kancyiu

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(PUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanuaomua Mylan 15 mg kancynu
JICHATTUIOMH T

2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TlepopanHo npuiioKeHue
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Jlenanmunomua Mylan 20 mg TBBpIU KaCyu
JCHATUOMUT

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceappka 20 mg neHaATUAOMUA.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancyna

7 TBBPAM KaICyNIH

7 x 1 TBBpAM Kancynu
21 TBBpAM Karcynu

21 x 1 TBEpAM KaTCyIu

5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

3a mepopaHo MPHUIOKEHUE
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. JAPYTI'U CHEHNUAJIHM ITPEAYIIPEXXJEHN A, AKO E HEOBXOJIUMO

MNPEAYIIPEXXIEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue TpsidBa na msnenasiBare [Iporpamara 3a mpena3zsane OT OpeMEHHOCT MU ynoTpeda Ha
Jlenanmunomun Mylan.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a me ce cexpanssa Hax 30°C

10. CHENUWAJHHU IMPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1490/013 7 kancynu

EU/1/20/1490/014 21 xancynu

EU/1/20/1490/015 21 x 1 kancynu (eIMHUYHA 1032)
EU/1/20/1490/025 7 x 1 xancynu (eAMHAYHA J103)

13. HAPTHUJIEH HOMEP

TTapTt.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Jlenamugomua Mylan 20 mg TBEpIU Kancyiu

‘ 17. YHUKAJIEH HIEHTHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanuaomua Mylan 20 mg kancynu
JICHATTUIOMH T

2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TlepopanHo npuiioKeHue
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA U
ITbPBUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

Jlenanmunomua Mylan 25 mg TBbpaU KalCyu
JICHATUIOMU]]

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceabpka 25 mg IeHaATUAOMUA.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kamncyna

7 TBBPAM KaICyNIH

7 x 1 TBBpAM Kancynu
21 TBBpAM Karcynu

21 x 1 TBEpAM KaTCyIu

5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXKJIAHE

3a mepopaHo MPHUIOKEHUE
[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. JAPYTI'U CHEHNUAJIHM ITPEAYIIPEXXJEHN A, AKO E HEOBXOJIUMO

NPEAYIIPEXXIEHUE: Puck ot Texku BpoaeHu aedekTu. [la He ce M3MoI3Ba M0 BpeMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue TpsidBa na msnenasiBare [Iporpamara 3a mpena3zsane OT OpeMEHHOCT MU ynoTpeda Ha
Jlenanmunomun Mylan.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

a me ce cpxpansiBa Hax 30°C

10. CHENUWAJHHU IMPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1490/016 7 kancynu

EU/1/20/1490/017 21 xancynu

EU/1/20/1490/018 21 x 1 kancynu (eAMHUYHA 1032)
EU/1/20/1490/026 7 x 1 xancynu (eAMHAYHA J103)

13. HAPTHUJIEH HOMEP

TTapTt.Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

Jlenamuaomua Mylan 25 mg TBEpIU Kancyiu

‘ 17. YHUKAJIEH HIEHTHO®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 0apKoJl C BKIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenanuaomua Mylan 25 mg kancynu
JICHATTUIOMH T

2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Mylan Pharmaceuticals Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

TlepopanHo npuiioKeHue
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Jlenasmnomua Mylan 2,5 mg TBBpAN Kancyan
Jlenasmaomua Mylan 5 mg TBbpAM Kancy/u
Jlenanugomug Mylan 7,5 mg TBbpaAU KancyJan
Jlenamuaomua Mylan 10 mg TBbpaAM KancyJau
Jlenamuaomux Mylan 15 mg TBbpau Kancyu
Jlenanumomua Mylan 20 mg TBbpAM KancyJau
Jlenanumomua Mylan 25 mg TBbpAM Kancyau

neHamuaomua (lenalidomide)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, IIPEIH 1A 3all04YHETe 1A IpUeMaTe TOBa JIEKapCcTBo,

TBhH KaTo TSl ChABbPKAa BaxkHAa 32 Bac nndgopmanus.

- 3amazere Ta3u JUCTOBKA. MoJKe /1a ce HaJOXH JIa sl MPOYETETe OTHOBO.

- AKO UMaTe HAKAaKBH JIOIBIHUTEIHHN BBIIPOCH, TonuTaiiTe Bamus iekap, papmareBt niu
MEIHUIMHCKA CECTpa.

- ToBa nekapcTBO € npeanucaHo JudHo Ha Bac. He ro npeoTrcTbnBaiite Ha npyru xopa. To Mmoxe
Jla UM HaBpeJly, HE3aBUCHMO Y€ TIPU3HAIMTE Ha TSXHOTO 3a00JIsIBaHe ca chIUTe KaTo Bammre.

- AKO TIONTyunTe HAKAKBU HEXEJIaH! peakilny, yBeroMeTe Bamms ekap wiu dpapmanesT. Toa
BKIIIOUBA M BCHYKH BH3MOKHU HEXKEJIaHU PEeaKINy, HEONMCAHH B Ta3M JIMCTOBKA. BrkTe
TOuKa 4.

KakBo cbabpika Ta3u JUCTOBKA:

Kakso npencrasnssa Jlenannogomua Mylan 1 3a KakBo ce U3MOI3Ba
Kakso Tpsi0Ba ia 3Haere, npeau aa npuemere Jlenanumomua Mylan
Kak na npuemare Jlemanmumomun Mylan

BB3MOXHHN HEXETaHU peakun

Kak na cexpansBare Jlenanuaomug Mylan

ChabppxaHue Ha ONIaKOBKATa M AOIBIHUTENIHA HH(POPMALUs

AR

1. Kaxkso npeacraBassa Jlenaauaomua Mylan u 3a kakBo ce H3M0J13Ba

.HCHaJ'II/II[OMI/II[ Mylan ChbAbpPiKa aKTUBHOTO BCUICCTBO JICHAJIUIOMU. ToBa JICKapCTBO NPUHAAJICIKHU
KbM I'pyIia JICKapCTBa, KOUTO MOBJIHABAT HAYWHA, 110 KOHTO (bYHKIII/IOHI/Ipa HMYHHaTa Bu cuctema.

Jlenanmunomun Mylan ce nsmon3Ba npu Bb3pacTHH 3a:

. MynTumnieH Muenom

. MuenoanucIutacTHIHA CHHAPOMHU
. ManTenHOKIIeThUeH TUMGPOM

. ®donukynaped aumMbom

MyJaTumnjieH MuejioM

MynTHIIEHUST MHAEJIOM € BHJI paK, KOHTO 3acsra omnpezesieH BUI OeTH KPbBHU KIETKH, HApeUeHH
TUTa3MEHH KJIeTKH. Te3H KIeTKU ce ChbOMpaT B KOCTHUSI MO3BK U C€ ACTST, C KOETO CTaBat
HEKOHTpoJMpyeMu. ToBa MOXe Ja yBpenu KOCTUTE 1 ObOpenure.

MYHTI/IHHCHI/IHT MMUCIIOM 11O IPUHIHUII € HCJICUUM. HpI/I3HaL[I/ITC Y CHMIITOMUTE 00aue MOorat Ja 6’B,I[aT
SHAYUTCIIHO HAMAJICHU WX J1a U3YUC3HAT 3a NEprUoJ OT BpEME. Tosa ce Hapu4a ,,OTI‘OBop”.

HoBoauarsoctuipad MyJTHILUIEH MUEJIOM — IIPU MAIMEHTH ¢ KOCTHO-MO3bYHA TPAHCIUIAHTAINS
Jlenanuaomua Mylan ce U3M0JI3Ba CaMOCTOSATEIIHO KaTo MOAIbPIKAIIIO JICUCHHE, CIS KaTo
MAlUEHTUTE Ca CE Bb3CTAHOBUWIIU JOCTATHYHO CJIe/l KOCTHO-MO3bYHA TPAaHCILIAHTAIIHSL.
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HoBoauarsoctunypad MyJATUIUIEH MUEJIOM — IIPYU HAlMEHTH, HA KOUTO HE MOJKE Jla C€ HapaBu
KOCTHO-MO3b4Ha TPAHCILUIAHTALIUS
Jlenanmngomun Mylan ce npuema c npyru JiekapceTBa. Te moxe qa Obaar:

. JIEKapCTBO 3a XMMHUOTEpaIus, HapedeHo ,,00pTE30MU0*
. MIPOTUBOBB3NAIUTEITHO JIEKAPCTBO, HAPEUCHO ,,JCKCAMETa30H
. JISKapPCTBO 3a XUMHUOTEPAIUs, HAPEUCHO ,,Mejdanan” u
° MMYHOIIOTHUCKAIIO JIEKAPCTBO, HAPEUCHO ,,[TPETHI30H .

Bue mie npuemate Te3u JiekapcTBa B HAYAIOTO Ha JICUEHUETO, a CJIE/ TOBA 1€ MPOABIDKUTE J1a
npuemare Jlenanuaomua Mylan caMOCTOSTEIHO.

AKO cTe Ha Bb3pacT 75 Wi noBede TOANHH, I UMaTe YMEPEHHU 10 TeXKKH ObOpedHH MpoOIeMH -
BamusT nexap e npoepu cbCcTOSIHUETO BU BHUMATENHO MpeIy 1a 3arovHe JISYSHNE.

MyJITHIIIEH MUEIOM — IIPH MAIMEHTH, KOUTO BEYE ca MPOBEKIAIHN JICUYEHHNE
Jlenamunomun Mylan ce mpuemMa 3aeiHO C MPOTHBOBB3MAIUTEIIHO JICKAPCTBO, HAPEUCHO
,,JEKCaMeTa30H .

Jlenamunomun Mylan Moxe Jja cripe BIIOIIABaHETO HA MMPU3HAINTE U CHMIITOMHUTE Ha MYJITUTUICHUS
MuesnoM. JlokaszaHo e, ue TOH ChIo MOXKE J1a 3a0aBU BPBIIIAHETO HA MYJITHIUICHHUS MUACITIOM CIIE]]
JIEYCHHE.

Muenoaucmiactuynu cunapomu (MIAC)

MJIC nipencraBisiBatT cOOp OT MHOXKECTBO Pa3JIMYHU 3a00JsIBaHUS HA KPBHBTA M HA KOCTHHUS MO3BK.
[NosiBsiBaT ce aHOMaJIMK HA KPBBHUTE KJIETKU U Te He (PyHKIMOHMpAT npaBuwiHo. [lanmentute morar
Jia oJyyar pa3HooOpa3Hy NpU3HAIM U CHMIITOMH, BKIIOUYUTEIHO MMOHIKEH OpOi YepBeHH KPbBHU
KJIETKH (aHEMUsT), Hy>KJa OT KPhBOIIPEIMUBAHE M PUCK OT MH(EKIusI.

Jlenanuaomua Mylan ce ©3M013Ba CaMOCTOSATENTHO 32 JICUEHHE Ha Bb3PACTHH MAIMEHTH, KOUTO ca
nuarnoctunypanu ¢ M/IC, korato e mpuiokXuMo BCHUYKO, OMTUCAHO 110-/10JTY:

o Bue ce Hyxnaere oT peloBHU KPHBONPEIMBAHUS 32 JICYCHUE Ha HICKUTE HUBA HA YCPBCHU
KPBBHU KJIETKH (TPaHC(Y3MOHHO-3aBUCHMA aHEMUS).
o uMare aHOMaJIHs Ha KIIETKUTE B KOCTHHSI MO3BK, HAPEUYCHA ,,[INTOTCHETHYHA aHOMAITUS

W30JIMpaHa JeNleus Ha XxpoMosoma 5 (nmenenus Ha 5q)”. ToBa o3HavaBa, ye BamusT opranuzsm
HE TIPOU3BEXK/Ia TOCTATHYHO 3/IpaBU KPHBHU KICTKH.

. JIPYTH JIeUeHUs, U3MOJI3BaHH MIPEeIN TOBa, HE Ca MOAXOIAIIN UIN HE AaBaT JOCTAThYHH
pe3yJaTaTu.

Jlenanugomun Mylan Moxxe f1a yBenudu Opost Ha 3IpaBUTe YEPBEHU KPbBHU KJIETKH, KOUTO

MIPOU3BEXk A OPTraHU3MbT, KATO OHMKH Oposi Ha OOJIECTHUTE KIETKHU:

o TOBa MOXeE J]a HaMaJii Opost Ha HY>KHUTE KPhBOIIPENNBaHus. Bb3MOXKHO € 1a He ce HanaraT
KPBBOIPEJINBAHHUA.

ManTeaHokjeTb4eH Jumbpom (MKJIT)

MKUI e pak Ha 4acT OT UMyHHaTa cuctema (JIuMQHaTa ThbKaH). 3acara Buj Oelu KpbBHU KIETKH,
HapeueHd ,,B-mumdonuta’ nim B-knetku. MKJI e 3abonsBane, mpu xoeto B-kiretkute ce pa3pactsat
M0 HEKOHTPOJMPaH HA4YMH U Ce HATPYIBAT B IMM(HATa ThKaH, KOCTHUSI MO3bK MJIH KPBBTA.

Jlenanmunomua Mylan ce n3mos3Ba caMOCTOSTEITHO 32 JIeUeHHE Ha Bh3PACTHH MAIMEeHTH, KOUTO MIPeIn
TOBA ca JIEKYBaHU C IPYTH JEKapCTBa.

®osukyaapen Jumdom (DJI)

®JI mpencTarisaBa 6aBHO HapacTBaIl pak, KOWTO 3acsra B muMmdonurute. Te ca Bua 6enu KpbBHH
KJIETKH, KOUTO ITOMaraT Ha opranusma ja ce 6opu ¢ uadekimu. Korato nmate ®JI, TBBpJIEC MHOTO OT
Te3u B numdonuTi Morat 1a ce HaTpynaT B KpbBTa, KOCTHHSI MO3bK, TIMM(MHUTE BB3JIU U JlaJIaKa.

Jlenanunomua Mylan ce mpreMa 3aeHO C IPYro JIEKApCTBO, HAPEUCHO ,,pUTYKCHMA0” 3a JICUeHUE Ha
BB3PACTHU MAIMCHTH C JISKYBaH MIPeIX TOBa (OJIMKYIAPSH TUMQPOM.
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Kak neiictBa Jlenanngomua Mylan
Jlenamunomua Mylan neficTBa upe3 MoBIHsIBaHE HA IMyHHATa CUCTEMAa HA OPraHU3Ma | MPSIKO
aTakyBa paka. Tol neiicTBa No peAuiia pa3IuYHu HAYUHU:

2.

KaToO MpeAoTBpaTsBa pa3BUTUCTO HA PAKOBUTEC KJIICTKH
KaTO HC MMO3BOJIsIBA KPbBOHOCHHU CBAOBE da CC pa3pacHAT B paKka
KaTO CTUMYJIMpPA 4aCT OT UMYHHAaTa CUCTEMaA Jid aTaKyBa PaAKOBUTEC KJICTKU.

Kakso Tps0Ba na 3Haete, npeau xa npuemere Jlenanugomua Mylan

TpsodBa 1a npoyeTeTe JINCTOBKATA HA BCHUKHM JIEKAPCTBEHU NPOAYKTH, KOMTO ce MpHeMar B
koMOuHanms ¢ Jlenasmaomung Mylan, npeau na 3anounere jgedenne ¢ Jlenanngomun Mylan.

He npuemaiite Jlenanugomua Mylan:

aKo cre OpeMeHHa, MUCITUTE, Y€ MOXKE JIa CTe OpeMeHHa WM TIaHupare J1a 3abpeMeHeere, Thil
KaTo ce ouakBa Jlenaatugomua Mylan n1a e BpeeH 3a HepOAeHOTO AeTe (BIDKTE TOYKA 2,
“BbpeMeHHOCT, KbpMEHE U KOHTpPAIIETINs — HHGOPMAIIHS 32 KEHH U MBKe”).

aKo CTe B CbCTOSHUE J1a 3a0peMeHeeTe, OCBEH aKO CIa3BaTe BCHUYKH HEOOXOOUMH MEPKH, 3a Aa
MPEIOTBPAaTUTE 3a0peMEeHsIBaHe (BIIKTE TOUKa 2, “BpeMeHHOCT, KbpMEHE U KOHTPAIICTIIIUS —
WHQOPMAIUS 32 MBXKE U )KeHH ). AKO CTe B ChCTOSIHUE JIa 3a0peMeHeeTe, MPU BCSIKO M3MHCBaHE
Ha JICKapCTBOTO BammsT jexap 1mie 3anucsa, 4e HeoOXOAMMUTE MEPKH ca 01T B3eTH U e Bu
MIPEIOCTaBs TOBA MOTBbP)KICHHE.

aKO CTe aJeprU4HU KbM JICHAJTUIOMHU WIHA KbM HSAKOS OT OCTAaHAJIUTE ChCTABKH Ha TOBA
JIeKapcTBO, M30poeHn B Touka 6. OObpHETE ce 3a ChBET KbM Batus nekap, ako MUCIIUTE, 4e
MOJKE J1a CTe aJepPru4Hu.

AKO HSIKOE OT Te3H ChCTOSHUS ce OTHAcs 3a Bac, He npuemaiite Jlenanumnomua Mylan. Ako He cTe
CUTYpHU B Hello, nonuraire Bamus gexap.

IIpeaynpesxxkaeHus U MpenasHu MepPKH
I'oBopere ¢ Bamus jexap, papmaneBT WM MeJHIMHCKA CECTPa, IIPeIH 1a puemMere
Jlenamuanomua Mylan, ako:

CTe UMaJli KPbBHU ChCUPELM B MUHAJIOTO — Bue cTe ¢ moBUILIEH PUCK OT pa3BUTUE HA KPbBHU
CBhCHpEL BbB BEHUTE U apTepUUTE MO0 BPEME Ha JICUEHUETO

nMare HIKaKBH IIPU3HAIM HAa MH(QEKIUs KaTo KallIMIA WK BUCOKA TEMIIepaTypa

uMate WU HAKOTa IPeiu TOBa CTe UMAJIM BUPYCHA MHPEKIHS, T0-CIEIUATHO: NHPEKIMS C
BHpYcCa Ha Xxenatut B, Bapunena 3octep Bupyc, XMB. Ako He cTe curypHu, roopere ¢ Bamms
nekap. Jleaenuero ¢ Jlenanmmmomua Mylan MoXe 1a IpHYWHN TTOBTOPHO aKTUBHPaHE HAa BHpyca
[IPY IALIMEHTH, KOUTO ca HOCUTENH Ha Bupyca. ToBa Boau 10 IOBTOPHA I10sIBa HAa HH(EKIUATA.
Bammsar nekap TpsOBa Ja NpoBepH JaJId HAKOTa CT€ UMajH XenaTuT B nadexuuns

nmare 6b0peunn mpodiaemu — BamusT nekap Moxxe na kopurupa Bamara no3a Jlenanugomun
Mylan

CTE UMaJIU ChPJICUEH yIap, HAKOTa CTe UMaIl KPbBEH ChCUPEK WM aKO MyILINTE, UIMAaTe BUCOKO
KPBBHO HaJATaHe WM BUCOKM HHMBA Ha XOJIECTEPOIIa

CTe UMaJIH aJepruyHa peaKius, T0KaTo CTe MPUEeMaIH TATHIOMHU (IpYTo JIEKapCTBO,
M3I0JI3BAHO 32 JICUEHHE Ha MYJTHUIUIEH MHUEJIOM), KaTO HalpuMep 00pHB, CbpOEX, OTOK,
CBETOBBPTEXK WIN 3aTPYAHEHO JUILAHE.

B MHUHAJIOTO CT€ UMaJIH KOMOMHALIMS OT HAKOH OT CIIEAHUTE CUMIITOMU: OOLINpEH 0OpHB,
3a4epBeHa KOXKa, BUCOKA TEeMIIEpaTypa, TPUITONON00HN CUMIITOMH, TIOBHUIIICHNE HA
YepHOAPOOHHUTE €H3UMH, CTOMHOCTH Ha KPbBHUTE MOKA3aTENN U3BbH HOpMaTa (€03uHODMINSA),
YBEJIMYECHH JTUM(HU Bb3JIM — TOBA Ca MPHU3HALM HA TEXKa KOXKHA PeaKIys, HapeueHa
,JIEKAPCTBEHA PEaKIus ¢ €O3MHOMMIHS U CUCTEMHHU CUMIITOMH‘, KOSITO € MO3HATA CHIIO KAaTO
DRESS wnnu cunapoM Ha JIeKapcTBEHa CBPbXUYBCTBUTEIHOCT (BIKTE ChHIIO TOUKa 4
,»BB3MOKHU HEXKEJIAaHH PEaKINN”).
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AKO HSIKOE OT rOpEOCOUEHUTE ce OTHACs 10 Bac, roBopere ¢ Bamus nekap, GpapmarieBt niu
MEAHIIMHCKA CECTPA, MPEIN a 3aII09YHETE JICUSHNE.

AXO B KOWTO M ia € MOMEHT 110 BpPEMC Ha JICUCHUCTO WX CJICA HCTO, He3a0aBHO YBEAOMCTC Bamms
JICKap Wi MCIUIMHCKA CECTpa aKo:

. uMare 3aMbIJICHO 3peHHe, 3ary0a Ha 3peHue WK ABOIHO BUX/IaHE, 3aTPyIHEH TOBOP, C1ab0CT
NpU IBHKCHUE HA PBbKa WIK KPaK, IPOMSHA B TOXOJKaTa WK NPOOJIEMH C paBHOBECHETO,
MOCTOSIHHO M3TPBIIBaHE, HAMAJICHA YyBCTBUTEITHOCT MM 3ary0a Ha 4yBCTBHUTEIIHOCT, 3ary0a Ha
naMeT wim oObpKBaHe, He3a0aBHO yBezoMeTe Bammust ekap min MmequnuHcKa cectpa. Tosa
MOXe€ J]a ca CHMIITOMH Ha CEPUO3HO M MOTEHIMAIHO XKHBOTO3aCTpaIlaBallo 3a00sIBaHe Ha
MO3bKa, U3BECTHO KaTO IporpecuBHa MynTudokaina seskoenuedanonatus (IIMJI). Ako nmate
TE3W CUMITOMH TIPEJIH Jia 3arovyHeTe JeueHue ¢ Jlenanuaomun Mylan, nadopmupaiite Bammist
JIeKap 3a BCsKa IPOMSHA HA TE3U CUMIITOMMU.

o UMaTe 33/1yX, yMOpa, CBETOBBPTEXK, OOJIKa B ThPANUTE, YCKOPEH IMYJIC MJIM NOAyBaHe Ha KpaKkara
WIH T7Ie3eHnTe. ToBa MOXe Ja ca CUMIITOMU Ha CEPUO3HO ChCTOSIHUE, H3BECTHO KAaTO
OenonpobHa XuNepToHus (BX. TouKa 4).

M3cnenBanus u nperJeau

IIpenu u o BpeMe Ha jeueHueTo ¢ Jlenamumomua Mylan me Bu Obaat npoBesk1aHu peiOBHU KPbBHU
n3cnenBanus. Tosa ce mpaBsu, Thi kKato Jlenanunomung Mylan Moske 1a mpuyuHU criad Ha Opost Ha
KPBBHUTE KIETKH, KOUTO ITIOMaraT nmpu 0opoOara ¢ napexun (0emu KpbBHU KIETKH) U Ha TE3U, KOUTO
noMarar 3a CbCUPBaHETO Ha KPBBTa (TPOMOOIIUTH).

BammsT nexap mie moucka na Bu ObaaT HanpaBeHH KPbBHU M3CIIEIBAHUS:

° MpeIn JICYCHUETO
° BCSKA CEIMUIIA TTPE3 TEPBUTE 8 CEAMMUIIN OT JICUSHUETO
° CIIE]] TOBA [OHE BEIHBX MECEUHO.

Moske 1a ObJIeTe U3CICABaHY 3a IPU3HALM Ha ChPIICYHO-0eI000HH TPOOJIEMH TIPEAH U TI0 BpeMe Ha
JIEYEHHUETO C JICHATHIOMU/I.

3a marmenTu ¢ M/IC, npuemanu Jlenanunomun Mylan

Axo nmate M/IC, chiiecTByBa Mo-rojisiMa BEpOSITHOCT Jla pa3BUeTe MO-HaMpeaHao 3a00sBaHe,
HapedeHo ocTpa MuenouaHa geskemus (OMJII). OcBeH ToBa HE € U3BECTHO KaK JICHATUIOMH]
HOBJMsIBA BeposiTHOCTTA Ja noixyuure OMJIL. CrnenoBaTtenHo Bamust nekap Moske 1a HanpaBu
M3CIIEBaHMUs, 3a Ja IPOBEPH 3a MPU3HALM, KOUTO MOTaT Mo-100pe Aa IpOTHO3UPAT BEPOATHOCTTA 1
noxyuute OMJI o Bpeme Ha nedeHuero ¢ Jlenamunomua Mylan.

3a nmanmentu ¢ MKJI, npuemann Jlenanunomua Mylan
Bammust nexap mie Bu HazHauu u3cienBaHus Ha KPbBTA:

. MIpean JICICHUETO

° BCsIKA CEIMMIIA TIPE3 MPBUTE 8 ceAMHUIIN (2 IUKBIIA) JICUCHUE

° CJIeIl KOSTO Ha BCEKH 2 CeMMIY B IIUKH 3 1 4 (BrkTe Touka 3 ,,JIeueOeH KB 3a TOBEUe
uHpOopMAaIHs)

. cJell TOBa OJJO0HO M3CIIeIBAaHE IIIe CE MPaBU B HAYAIOTO HA BCEKH IUKBI U

. Hal-MaJIKO BEIHBX MECECUHO.

3a namumenTu ¢ @JI, kouro npuemar Jlemanumomua Mylan
Bammwsat nekap me Bu HazHauu u3cnenBaHe Ha KpbBTA:

. peau JICYCHUETO

° BCsIKA CEIMMIIA 33 IbpBUTE 3 cenMuIH (1 MUKBI) JeueHue

° CJIe]l TOBa Ha BCEKH 2 CEIMUIIM B IIUKIH 2 10 4 (BroKTE TouKa 3 ,,JleueOeH MUKbBI* 3a moBeye
uHpOpMAITHST)
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L CJICA TOBa HO)_'[O6H0 H3CJICABAHC IIC CC IIPpaBXU B HAYAJIOTO Ha BCCKU UKD U
o Hail-MajKo BCOHBX MCCCUYHO.

Bammwsr siekap Moxe Jia MPOBEpH JTAJIA MIMATE TOJISIM 0011 OpO¥ TyMOPH B ISLIOTO TSJIO, BKIIFOUHTEITHO
B KocTHHS Bu M03bK. ToBa OM MOTJIO 1a IOBEZE IO ChCTOSTHUE, TIPU KOSTO TYMOPHUTE C€ Pa3maliaT u
MOTaT J1a IPUYNHAT HeoONJaliHU HUBA HA XUMUYHH BEIIECTBA B KPHBTA, KOSTO MOXKE J1a JIOBEAE 10
0BOpedTHa HETOCTATHYHOCT (TOBA CHCTOSHUE CE HapHU4a ,,CHHAPOM Ha TYMOPEH pa3nan’).

Bammsar JICKap MOXKEC aa Bu mnperijeaa 3a IpoOMEHHU I10 KOXKaTa Bu karto YCPBCHU IICTHA UJIN 06pI/IBI/I.

Bamusat nexap moke 1a kopurupa Bamara noza Jlenanumomun Mylan uiun 1a IpekpaTH JCUESHUETO B
3aBUCHMOCT OT PE3yJITAaTUTE OT KPhBHUTE M3CJeNBaHus U 0010T0 Bu cheTossHne. Ako Bue cte
HOBOJMATHOCTUIIMPAHU, BamusT nekap Moxe ChIIO J1a IpeleHu Bamiero neuyenue Bb3 OCHOBA HA
BB3pactTa Bu u apyru 3a60s1BaHusI, KOUTO BeUe UMaTe.

KpbBonapsiane
Bue He TpsiOBa 1a mapsBare KpbB 110 BpeMe Ha JICUSHHETO W Hall-MaJIko 3a 7 THH Cliefl Kpasi Ha
JIEUCHUETO.

Jlena u roHOIIM
Jlenanunomua Mylan He ce npenopbuBa 3a ynoTpeda mpu Jeia U IHOIIU 1o 18 roauHu.

Crapuecka Bb3pacT U Xopa ¢ 0b0peyHu npodjaeMu
AKoO cTe Ha Bb3pacT 75 Wiy oBeve TOAMHU HIH UMaTe YMEPEHH A0 TEXKKH ObOPEUHHU MPOOIeMH —
Bammsr nexap me Bu npernena BHUMaTeIHO, IPEIH J1a 3aII0YHETE JICYCHHUE.

JApyru nexapcersa u Jlenanuaomua Mylan
TpsiOBa na kaxxere Ha Bamms exap WM MeIULIMHCKA CECTPA, aKO [IpUeMaTe WM HACKOPO CTe
MIPUEMAIH JPYTH JIEKapCTBa.

Toga ce Hainara, 3amoro Jlenanumomun Mylan Moxe 1a IOBJIMsie HAUWHA, 11O KOWTO JCHCTBAT HIKOU
npyru gekapcrBa. OCBeH TOBa APYTUTE JIEKapCTBa MOTAT J1a TIOBIHSAAT HAUMHA, TI0 KOMTO JeHCcTBa
Jlenanmunomux Mylan.

IMo-cnienmanto KaxkeTe Ha Baius exap WM MEAWIIMHCKA CECTpa, aKo MPUEMAaTe HAKOH OT CIICAHUTE
JIeKapcTBa:

o HSIKOHM JIEKapCTBa, H3MOJI3BaHH 32 MPE/Na3BaHe OT OPEMEHHOCT KaTo MpHEeMaHH Mpe3 ycraTa
MPOTUBO3a4aThUHU CPEACTBA, Thi KATO TE MOTaT Jia MPECTaHaT Jia ACUCTBAT

o HSIKOHM JIEKapCTBa, H3MOJI3BAHH MTPU CHPJICYHHU MPOOIIEMH, KaTO HAITPUMED JUTOKCHH

o HSIKOHM JIEKapCTBa, 3MOJI3BAHH 32 Pa3pek/IaHe Ha KPhBTA, KaTo HanpuMep BapdapuH.

BpeMeHHOCT, KbPMEHE H KOHTpauenuus — l/IH(l)OpMalII/lﬂ 34 JKCHHU U MBIKE

Bpemennoct

3a xenu, npueManu Jlenammnomun Mylan

. He tps6Ba ma mpuemare Jlenanmunomun Mylan, ako cte OpemMeHHa, Thi KaTo ce 09aKBa Ja
HaBpeIX Ha HEPOJCHOTO JCTE.

o He tpsa6Ba na 3abpemensiBate nokato npuemate Jlenamumnomua Mylan. 3aToBa, ako cTe xKeHa,
KOSTO MO’KE Jia 3a0peMeHee, TpsiOBa /1a u3non3Bare e(heKTHBHU METOIN Ha KOHTPAIICIIIINS
(BmxTe ,,KonTpanenmus”).

. Axo 1o Bpeme Ha nmedenueto ¢ Jlenanmunomun Mylan 3abpemeneete, TpsiOBa ga cripete BameTo
JIeYeHUe 1 He3a0aBHO Ja yBepoMuTe Bamus jiekap.
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3a meke, mpueMainu Jlenamngomug Mylan

o Axko Bamara naptapopka 3abpemeHee, nokato npuemarte Jlenanugomun Mylan, TpsioBa
He3abaBHO Aa yBepomute Bamus nekap. [IpemopbuBa ce T 1a ce KOHCYATHpA C JieKap.
o Bue Tpsi0Ba chI10 12 M3non3Bare epeKTHBHI METOAHM Ha KOHTpAIICIIHS (BIDKTE

»KoHTpanenmus”).

KbpMmene
He tpsa6Ba na kepmute, nokato npueMate Jlenanuaomua Mylan, Thi KaTO HE € U3BECTHO JaJIH
Jlenanmunomua Mylan npemuHaBa B KbpMarTa.

KonTpaunenuus

3a xenu, npueManu Jlenammnomun Mylan

[Ipenu na 3amovHeTe IeUeHNUETO, TIONUTAKTe Barmwst nexap qanm cTe B ChCTOSHHE Ja 3a0peMeHeeTe,
JIOPH 1 J]a cMsTaTe, 4 HiIMa TaKaBa BEPOSTHOCT.

AKO CTe B ChCTOSIHUE J1a 3a0peMeHeeTe

. Bue mie Tps6Ba na HarpaBuTe U3CIEIBaHUS 32 OPEMEHHOCT 101 HAOJI0IeHHeTo Ha Barmist
nekap (TIpeau BCSAKO JeUeHre, Hali-MaJIko Ha BCEKHU 4 CEAMUITH 110 BpeMe Ha JICUSHUETO U Haii-
MAaJIKO 4 CeMUIIM CJIe] CBBPIIIBAHE Ha JIEYEHUETO), OCBEH aKo HE € MOTBBPACHO, Ue
(hanormeBuTe TPHOU Cca MPEKHCHATH H ,,3aITYIICHU, 32 J]a CE TIONPEYN Ha SIMIICKIETKUTE J1a
JIOCTUTHAT 70 MaTKaTa (TybapHa CTepUIN3aIins)

Bue Tps10Ba n1a uznon3sate eheKTUBHU METOM Ha KOHTPAIICIIIUS B IPOAb/DKCHUE HA Hail-
MaJko 4 ceIMULM Opey Aa 3alI0YHETE JICUECHUE, 10 BpEME Ha JICUEHUETO U Hal-MaJKo 110
4 ceaMUIM clie] cCIMpaHe Ha JeuyeHueTo. Bamusar nexap me Bu nochBeTBa 3a moaxoasimus
METO/I Ha KOHTpalleHIusl.

3a Mpxke, npuemanu Jlenanunomug Mylan

Jlenanunomua Mylan npeMuHaBa B YoBelkara criepma. Ako Baiata mapTHeOpKa € OpeMeHHa Wil B
CBCTOSIHHE J1a 3a0peMeHee, HO He M3Io3Ba e(eKTHBHU METOIH 3a KOHTpanenmws, Bue TpsoBa na
W3II0JI3BATE MIPE3EPBATUBH, TIOKATO Tpae JICICHUETO U HAl-MaJIKO 7 THU CIIe/ Kpasi Ha JICUCHUETO,
JIOpH J1a CTe UMaNH BazeKToMus. Bue He TpsOBa na mapsBaTe criepMa 1o BpeMe Ha JEUEeHHETO U TOHe
7 mHU cnen Kpas Ha JeYeHHETo.

Hlodupane u padora ¢ MalIMHK
He mo¢wupaiite mnm paboTeTe ¢ MalllnHHU, aKO CE MOYYBCTBATE 3aMastHA, YMOPEHH, ChHIINBH, IMaTe
CBETOBBPTEXK HJIM 3aMbIJICHO BIOKIaHe ciiea npueMane Ha Jlenanupomug Mylan.

Jlenanugomua Mylan cbabp:ka HATPHIA
To3u neKapcTBEH NPOAYKT ChIbpiKa MO-Majako oT 1 mmol HaTpuii (23 mg) Ha Karcya, T.e. MOXe Ja
ce Kaxke, 4e MPAKTHYECKU HE ChIbPKa HATPHIL.

3. Kak na npuemare Jlenasmaomua Mylan

Jlenamupomun Mylan TpsiGBa 1a ce gaBa caMo OT 3[paBHU CHELUAIMCTH C OIUT B JICYEHHETO Ha
myntumieH muenom, MJIC, MKIJI niu ®JI.

o Koraro Jlenanmunomun Mylan ce u3mosi3Ba 3a JiedeHUe Ha MYJITHIICH MUEJIOM MPH MAIllUEeHTH,
Ha KOUTO HC MOXKE Jia C€ IIpaBU KOCTHO-MO3bYHA TPAHCIIJIAHTAllWA WU IIPEAN TOBA Ca IPOBEIN
JIpyro JiedeHue, ToM ce MmpuemMa ¢ IpyrH JekapcTBa (BX. Touka 1 ,,3a KakBO ce M3M0I3Ba
Jlenamunomug Mylan™).

o Korato Jlenanumomua Mylan ce n3non3Ba 3a JjeueHre Ha MYJATHIUICH MHEJIOM ITPH TALMEHTH,
Ha KOUTO Beue € MpaBeHa KOCTHO-MO3bYHA TPAHCIUIAHTAIUS WITH 32 JICYSHUE Ha MAI[UeHTH C
MJC unmu MKIJI, Toit ce mprueMa caMOCTOATEITHO.

o Koraro Jlenanuaomua Mylan ce uznosn3sa 3a jieueHue Ha GonukynapeH TumM¢pom, Tol ce
MpreMa C Ipyro JIEKapCTBO, HAPEUYEHO ,,pUTYKCHMa0 .
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Bunaru npuemaiite Jlenamuagomun Mylan Touno kakto Bu e ka3zan Bamusrt gekap. Ako He cTe
CUTYPHH B HEIo, monuTtaiiTe Bamus nexkap win gapmarieBT.

Axo npuemate JleHanmuaomua Mylan B koMOUHAIMSI ¢ APYTH JIEKAPCTBA, HAIIPABETE CIIPaBKa C
JMCTOBKHUTE HA TE3M JICKAPCTBa 3a JIOMBJIHUTETHA HHPOpMAIHS OTHOCHO MPUIIOKEHUETO U epeKThTe
UM.

JleyeOeH IMKBJI
Jlenamugomun Mylan ce npuema B onpefesieHH AHU B paMKuTe Ha 3 cenmunu (21 gun).

) Bceexu 21 quu ce Hapuyar ,,JiedeOCH IUKBIT .

° B 3aBucuMOCT OT JicHS Ha IMKEIa Bue me mpuemaTe eIHO WK MOBEYE OT JiekapeTpara. B
HSKOHW THU 0Oade Bue HiIMa a mpuemare HUKaKBO JIEKapCTRBO.

° Crnen kato 3aBbpIIHTE BCEKHU 2 1-THEBEH UK, Bue TpsiOBa fa 3amovYHeTe HOB ,,IIUKBI 32
cieasamure 21 quu.

NI

Jlenanmunomua Mylan ce mpuema B oripesiesieHH JHH B paMKUTe Ha 4 ceMunu (28 mHwM).

° Bcexku 28 nHu ce Hapuyar ,jiedeOeH KB .

. B 3aBucuMocCT OT 1eHs Ha MKBIIa, Bre 11e mpueMate eJHO WK ToBeue OT JiekapcTrpara. B
HSKOM JIHHU, 00aue, Bue HaAMa 1a mpueMaTe HUKOE OT JIEKapCTBara.

. Crnen kaTo 3aBBPIINTE BCEKU 28-THEBEH UKD, Bue TpsiOBa 1a 3amoyHeTe HOB IUKBII 32

ciaenBamnuTe 28 quu.

Kakso xonuyectBo Jlenanugomua Mylan TpsioBa na npuemare
[Mpenu 3a 3ano4HeTe JeueHue, Bammust nekap me Bu o0sicHu:

. KakBO kKosmuecTBO JIeHanumomur Mylan TpsiOBa na nmpuemare

. KaKBO KOJIMYECTBO OT JAPYTHTE JIEKAPCTBA, aKO UMa TaKWBa, TpAOBa Ja IpueMare B KOMOMHAIHS
¢ Jlenamumomu Mylan

. B KOM JHU OT Bamms neuebeH HUKBI Aa pUeMaTte BCSIKO JIEKAPCTBO.

Kak n xora na npuemare Jlenamnaomua Mylan

. I'birTaliTe KancynuTe Lenu, 3a MPEAIOYUTaHe C BOJA.

. He uynere, He oTBapsAiiTe U HE IBBUETE KANCYIUTE. AKO Mpax OT CUyIeHa Karcya
Jlenamupomua Mylan Bie3e B KOHTakT ¢ KoKata, H3MHUITE KO)kaTa He3abaBHO M OOMITHO ChC
CalyH U BOJa.

. MenuHCKUTe CHeNUaIncTH, OOJHOIIEIAYNTE U YJIEHOBETE Ha CeMENHCTBOTO TpsiOBa 1a
W3M0JI3BaT PHKABHLIM 3a €AHOKpaTHa yrnoTpeda, KoraTo paboTsIT ¢ OIucTepa WK KamcynaTa.
Cren ToBa ppKaBULIMTE TPSIOBA Ja Ce CBAIAT BHUMATEIHO, 3a Ja C€ MPEJOTBPAaTH KOHTAKT C
KO’KaTa, Ja Ce IIOCTaBsIT B IIOJIMETHICHOBA TOPOUUKA ,,C LIUI* U 1 CE U3XBBPJIAT B
CBHOTBETCTBHUE ¢ MecTHHUTE n3uckBanus. [locie priere TpsadBa ga ce U3MUAT J0OpE ChC CalyH U
Boza. JKeHu, KouTo ca OpeMEeHHH WJIH MOJ03HUPAT, Y€ MOXKe J1a ca OpeMeHHH, He TpsAOBa 1a
nunar ojaucTepa UM Karcysara.

. Kancynure morat na ce mpueMaT cbe Win 6e3 XpaHa.

. Tps6Ba na npuemare Jlenanunomua Mylan no npuOIM3UTENHO €IHO U CHIIO BpEME B
ONPEIEICHUTE JTHU.

IIpuemaHe Ha TOBA JIEKAPCTBO
3a j1a U3BaJMTE Karcyara oT OJrcTepa:
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o HE HaTHCKaWTe B cpe/iaTa Ha Karcyara, Thil KaTo Taka TS MOJKE J1a Ce CUYTIH.

IIpoabxknTeIHOCT Ha JedeHreTo ¢ Jlenanugomua Mylan

Jlenanugomun Mylan ce npuema Ha Je4yeOHH UK, KaTO BCEKH LUK MpoabnKasa 21 wnn 28 nHu
(Bwxkte “JleueOeH 1uKba” mo-rope). TpsiOBa aa MPOABIKUTE JIeYeOHUTE HIUKIIH, TOoKaTo Bamusr
nekap He Bu xaxe na cripere.

AKo cTe npHeJH nopeye 0T HeodxoauMara go3a Jlenasmmagomun Mylan
Axo crte npuenu nosede Jlenanunomua Mylan otkonkoro Bu e npeanucano, HezabaBHO yBegoMeTe
Bamms nekap.

AKo cTe nponycHauu aa npueMete Jlenanuaomua Mylan

Axko cte npornycHanu na npuemere Jlenanunomun Mylan mo o0uuaiiHoTO Bpeme u

o ca MHHAJIH MO-MaJIKko OT 12 yaca: He3abaBHO MpUEMETE Karcyara.

. ca MHUHAaJIHM 1oBeyve oT 12 yaca: He mpuemaiite Karncynara. [I[puemere cienpamiara Karncyna Ha
cIeBalys IeH B OOMYaifHOTO BpeMe.

AKO uMaTe HAKaKBH JIOTBJIHUTEIHNA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKapPCTBO, MOMUTANTE
Bamus nexap nim ¢papmManesT.

4. Bb3MOKHYN He:KeJIaHU peaKklun

Kakro Bcuuku nekapcersa, Jlenannaomun Mylan Moxxe 1a Ipein3BUKa HeXeNaHH PEAKLUH, BBIIPEKH
Yye He BCEKH 'l II0JTy4aBa.

Crpere n1a npuemarte Jlenanugomun Mylan u He3a0aBHO moceTeTe JeKap, aKo 3adese:xknTe
HSIKOH OT CJIeTHHTE CEPHO3HU HEKeJAHH PEeaKIU — MOJKe /1a ce HY:K/IaeTe OT CIeLIHO
MeTUIINHCKO JeYeHue:

o ypTHKapusi, OOpHUBH, MOAYBaHE HAa OYUTE, YCTATa WIH JUIETO, 3aTPyAHEHO TUIIAHE WIN
CBHpOEX, KOUTO MOXKeE J]a ca CHMIITOMH Ha CEPHO3HU BHIOBE AJIEPTUYHU PEaKINU, HAPEICHN
aHruoeZieM U aHaQUIaKTHYHA PEaAKIUsL.

o CepHO3Ha aliepriuyHa Peakiys, KOsITO MOXKe J1a 3aIll04He KaTo OOpHB B €/1HA 30Ha, HO /1a Ce
pasmpoCTpaHu ChC 3HAYUTENHA 3ary0a Ha KOXKa IM0 AI0TO Tsw10 (cuHapoM Ha CTHBBHC-
JI>KOHCHH W/WIN TOKCHYHA SMUAepMalTHa HEKPOJIN3a).

o oOmmmpeH o0pyB, BUCOKA TEIECHA TEMIIEpaTypa, IOBUIIEHH YePHOAPOOHN €H3UMH, OTKIIOHEHHS
B KPBBHUTE OKa3aTeNn (€03uHOMIWINS ), yBEIMICHN JTUM(DHA B3I U 3aCATaHE HA IPYTH
opranu (JIeKapCTBEHA PEeaKIHsl ¢ CO3MHODWIHS U CUCTEMHU CHMITTOMH, U3BECTHA OIIIE KaTo
DRESS uian cuHApoM Ha JIeKapcTBEHA CBPBXUYBCTBUTEIHOCT). BIkTe B0 TOUKa 2.
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TpsioBa n1a ka:keTe He3a0aBHO Ha Bamus Jiekap, ako 3a6ej1e:KuTe HAKOH OT CJIETHUTE CEPHO3HH
HEeKeJIaHHU PeaKIuu:

o MOBHUIIIABaHE HA TEMIIEpaTypaTa, BTPUCAHE, Bh3MAICHO I'bPJI0, KAllUINIA, S3BU B yCTaTa WIH
HSKAKBU JIPYTH [IPU3HAIM HA HH(EKIHsI, BKIIFOUYUTEITHO B KPBBHUSI ITIOTOK (CETICHC)

KbPBEHE HJIM 0SB HA CHHUHU 0e3 TpaBMma

0oJKa B I'bPJINTE WM KpaKaTa

3ayX

0oJIKa B KOCTHTE, MyCKYJIHA C1a00CT, 00BPKAaHOCT MIIM YMOPa, KOUTO MOXKE J1a Ce AbJKAT Ha
BHCOKO HWUBO Ha KaJIIHid B KPHBTA.

Jlenamunomua Mylan Moxe n1a IoHWKH Opost Ha OeNTUTe KPhBHU KJIETKH, KOUTO c€ OOPST ¢
WH(EKIUNTE, U CHIO HA KPHBHUTE KIIETKH, KOMTO TIOMArar 3a CbCUPBaHETO Ha KPBBTA (TPOMOOIUTH),
KOETO MOJKE J1a JIOBEJIC /10 HApYIICHHUS, CBbP3aHU C KbPBEHE, KATO KbPBEHE OT HOCA MJIM HACHHSBAHE.
Jlenanuaomua Mylan Moxe CbIIIO 1a NpUYUHKA 00pa3yBaHe Ha ChbCUPELU BbB BeHUTE (TpomO03a).

JApyru HexeJlaHU peaKInU

BakHo e 1a ce oTOenexu, ue MaJIbK Opoit MallMeHTH MOTaT JIa Pa3BUSIT JOITBJIHUTEIIHU BUIOBE PaK U €
BBH3MOKHO TO3M PHUCK Jia € YBEIW4eH Ipu JeueHunero ¢ Jlenamuagomua Mylan. CrnenoBarenno Bamusr
Jiexap TpsiOBa BHUMATEIJIHO /1a TIPELICHH 110J13aTa U pucka, korato Bu npennucsa JlenHanunomung
Mylan.

MHoro 4ecTH HeXXeIlaHU peakiuy (MoraT Ja 3acerHar nmosede ot 1 Ha 10 gymm):

. Criax Ha Opost Ha YePBEHUTE KPBBHU KIIETKH, KOETO MOKE [1a TPUYMHU aHEMUSL, BOJEILA J10
yMopa u cinabocT

. O06puBH, cEpOEK
MyCcKyHH Clla3MU, MYCKYITHa CIIa00CT, MyCKyJTHa 00IIKa, MyCKYJTHH OOJIKH, 0OJTKa B KOCTHTE,
Oosika B craBuTe, O0JIKa B rbp0Oa, O0JIKa B KpaHHULIUTE

. I'eHepann3upaH OTOK, BKIIOYUTEITHO OTOIM Ha PBIETE U KpakaTa Bu

. Cnaboct, ymopa

. [NoBuimaBaHe Ha TeMIiepaTypaTa U TPUIONOI00HN PU3HAIY BKIFOYUTEIHO TPECKA, MYCKYJIHA
0oJ1Ka, rraBo6ore, 60IKa B yXOTO, KallTUIa U BTPHCaHE

. WztpbnBane, yceriane 3a 00JIKa WU MTapeHE MO KoXaTa, OO0JIKHU B TAHUTE WU XOIUIaTa,

3aMasHOCT, TPEMOP

[lormKkeH aneTuT, MPOMsHA BHB BKyCOBUTE YCEIIaHUS

3acunBaHe Ha OOJKaTa, yBeIMIaBaHe Ha pa3Mepa Ha TyMOpa TN 3a4epBSBaHETO OKOJIO TyMOpa

3ary0a Ha TerJIo

3anek, quapus, rafieHe, IoBpbIaHe, 00JKa B CTOMaxa, KUCETHHI

Hucky HUBa Ha Kaauil WM KaJIlUuil W/WId HATPUH B KPHBTA

Hamanena ¢pyHKIUS Ha IMUTOBUIHATA XKIe3a

borka B kpaka (K0eTo MOXKe Ja € CUMITTOM Ha Tpom003a), 00JIKa B ThPIUTE MK 33TyX (KOETO

MOKe JIa € CUMIITOM Ha KPbBHHU ChCHpELH B Oenute apoOoBe, HapeueHa 0enoapooeH

eM00IH3bM)

o BesikakBu nHGEKIINY, BKIFOUYUTEIHO HH(MEKIHUS HA OKOJIOHOCHUTE CUHYCH, MH(EKIU Ha

OenuTe IpoOOBE U TOPHUTE TUXATEITHH IIBTHIIA

3amyx

3aMbBIIIEHO BIKIAHE

3ambrisiBaHe Ha OKOTO Bu (karapaxTa)

BpOpeunu npobiieMu, KOUTO BKIIFOUBAT HEMPABUITHO (PYHKIIMOHUPAHE Ha ObOPELUTE MU

HECMOCOOHOCT J1a MOAIBPKAT HOpMaTHA (DYHKITUS

OTKJIOHEHUS B PE3YNITATUTE OT YEPHOIPOOHHUTE U3CIIEIBAHUS

o [ToBumieHne B pe3ynTaTuTe OT YePHOAPOOHUTE U3CIICIBAHUS

o [IpoMeHnu B eMH POTEWH B KPHBTA, KOETO MOXKE J]a IPUYNHHN OTHYAHE HA apTEPUHUTE
(BackynuT)

o [loBumieHne Ha HUBaTa HAa KPhBHATA 3axap (nuader)

o [ToHmwkeHnne Ha HUBaTa Ha KPbBHATA 3aXap
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I'maBoGonme

KspBene ot HOCa

CyxoTa Ha KoXKaTa

Jenpecusi, npoMeHU B HACTPOSHUETO, MPOOJIEMH ChC CHHS
Kanutuia

Criaj Ha KpBBHOTO HAJISTaHE

HeomnpeneneHno 4yBCcTBO Ha TelleceH TUCKOM(OPT, HEPA3IIOIOKECHIES
BonesHeHOCT 1 Bh3MaNeHNE B yCTaTa, CyX0Ta B ycraTa
O0e3BoHSABAHE

YecTH HEXETTAHU peakIuu (Morat fa 3acersHat o 1 Ha 10 gymm):

PaspymraBane Ha yepBeHUTE KPBBHU KIETKH (XEMOJIUTHIHA aHEMUS)

Omnpeneneny BUAOBE TYMOp Ha KoXaTa

KbpBeHe OT BeHIUTE, CTOMaxa WK YyepBaTa

[NoBuiiaBane Ha KPFBHOTO HaJlsiTaHe, 3a0aBeH, YCKOPEH MU HENPABWIICH ChPJCUCH PUTHM
[ToBumenue Ha KOMMYECTBOTO BELIECTBO, KOETO € PE3YJITAT OT ECTECTBEHOTO U HEECTECTBEHOTO
pa3nazaHe Ha YePBEHUTE KPbBHU KIIETKH

[ToBumenue Ha BUA OEATHK, KOMTO TTOKa3Ba BH3MAJICHUE B OpraHU3Ma

[NorpMHsABaHE Ha KOXAaTa; IPOMsHA HA IIBETA HA KOXKaTa B pE3yATaT OT MMOJKOXKHO KbPBEHE,
OOMKHOBEHO IPUYMHEHO OT HATHPTBAHE; OTOK HA KOXKaTa, ITbJIEH C KPbB; CHHUHHU
[loBuieHne Ha MMKOYHATA KUCEJIMHA B KPbBTa

Koxxnu 00puBH, 3auepBsiBaHe Ha KOXKaTa, HAITyKaHa KOXa, JIIOLIEHE WU OelieHe Ha KoXKarTa,
ypTHKapust

CbpOek, 3acuieHo NOTeHe, HOIHO U3MOTSIBaHe

TpyaHo nperabliaHe, B3NAICHO I'bPJI0, TPYAHOCT 32 MPOMSHA Ha IJjlaca MM MPOMEHH Ha IJiaca
Xpema

O6pa3yBaHe Ha MHOT'O MTOBEYE WJIK MHOTO MO-MaJIKO YpUHA OT O0MYAHOTO MM HECTIOCOOHOCT
Jla ce KOHTPOJIMPa MOMEHTHT 3a YPUHUPAHE

Kp®bB B ypunara

3anyx, 0coOEHO B JIETHANIO MOJ0KEHUE (KOETO MOXKE Jja € CHMIITOM Ha ChpJiedHa
HEJIOCTAaTHYHOCT)

3aTpyAHEHO MoJIyyaBaHe Ha epeKLns

WucynT, npunaabK, CBETOBBPTEXK (IPOOIEM C BBTPEIIHOTO YXO0, BOJCHI 10 YCEIIAHETo, ue
BCHYKO HAOKOJIO CE€ BbPTH), BpeMEHHA 3ary0a Ha Ch3HaHUE

Bonka B repauTe, pasnpocTpaHsBalia ce KbM pbLETE, BpaTa, YeloCTTa, I'bpda WM cTOMaxa,
ycelaHe 3a U3MOTABaHE U 3ayX, raJeHe WIX MOBPbhINaHe, KOETO MOKE JIa Ca CHMIITOMH Ha
chpaedeH yaap (MHpapKT Ha MUOKap/a)

MyckyiHa ¢1aboCT, JIUIca Ha eHEPTHsl

Bbonka BbB BpaTa, 60J1Ka B TPbIHUS KOII

CryneHu TpBIKU

OTnuaHe Ha cTaBUTE

3abaBsiHe WM OJOKUpPaHe HA KTBYHHUS TOK B USPHUS Jpo0

Hucku HuBa Ha Qocdar wim Marae3uid B KpbBTa

3aTpyIHEH roBOp

YepHoapoOHO yBpexkIaHe

Hapymeno paBHoBecue, 3aTpyAHEHA TIOJBUKHOCT

I'myxota, 3BbHTEHE B yIIUTE (THHUTYC)

HeBpomaruuna 6omka, HEMPUATHO HEECTECTBEHO yCelIaHe 0COOCHO MPH JTOKOCBaHE
M3numbk Ha KemsA30 B OpraHu3ma

Kaxna

OOBpKaHOCT

3560001

[Tagane, koeTo MoXe J1a TOBe/E 0 TpaBMa
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HeuecTu Hexenann peaknuu (Morat aa 3acerrar o0 1 ga 100 xymm):

BrTpeuepeneH KpbBOU3IHB

[Ipobnemu Ha KPHBOOOPAIIEHUETO

3ary0a Ha 3peHHETO

3ary0a Ha xenaHue 3a cekc (JIMOuI0)

YpuHHpaHe B TOJIEMH KOJIMYECTBa ¢ 00JIKa B KOCTHTE U cl1ab0CT, KOUTO MOXKE Ja Ca CUMIITOMU
Ha 0bOpeyHo HapyeHue (cuuapoM Ha Fanconi)

OnBeTsiBaHe B *KBJITO HA KOXKATa, IMTABUIIA WK o4nTe (KBJITCHHIIA), CBETIH HA LIBSAT
M3MPaXHEHUs], ThMHA Ha 1IBIT YPHHA, ChPOEXK 10 KoXxara, 00puB, O0JIKa MK MOLyBaHE HA
cTOMaxa — TOBa MO€ Jla ca CHMIITOMH Ha YBpeXaaHe Ha yepHus apo0 (uepHOoApoOHa
HEJI0CTaTHYHOCT)

CromarnriHa 001ka, IOlyBaHe HIIH JHAPHsL, KOUTO MOXE Jla Ca CHMIITOMH Ha Bh3MalICHHE B
ne0enoTo YepBo (HapeueHO KOJIUT WM Bh3MaJeHHE Ha CISIOTO YePBO)

YBpexkaaHe Ha KIETKUTE Ha ObOpeka (HapeueHo ObOpeyHa TyOyTHa HEKpO3a)

[IpomsiHa B 1BeTa Ha KOXKaTa, YyBCTBUTEITHOCT KbM CITbHYEBA CBETIIMHA

TyMop-nH31c CHHIPOM — YCIIOKHEHUS Ha OOMSIHATA Ha BElIeCTBaTa, KOUTO MOTaT Jia
BB3HUKHAT TIPH JICYCHHETO Ha paKa U MOHSAKOra J0pH Oe3 jedeHue. Te3u yCcIoKHEeHus ca
NPUYMHEHH OT MPOJyKTH Ha pasmajia Ha YMHUPAIIUTE PAKOBH KIETKH U MOXKE J1a BKIIIOUBAT
CJIETHOTO: IPOMEHH B OMOXUMHYHHTE MTOKAa3aTeN Ha KPBbBTA, BHCOKO HMBO Ha Kanui, hocdop,
NMKOYHA KUCEJIMHA W HACKO HUBO Ha KA, BCIEACTBHE OT KOETO MOXKE J1a C€ CTUTHE JI0
MpOMEHHU B ObOpedyHaTa QpyHKIHS, ChPACUHUS PUTHM, THPUOBE U IMOHAKOTA CMBPT.
[ToBumasaHe Ha KPBBHOTO HAJATAaHE B KPHbBOHOCHUTE CHIOBE, KOUTO 3aXpaHBAT OeInTe
IpoboBe (0e101poOHa XUIIEPTOHUS ).

HexeslaHu peakiuy ¢ HeM3BeCTHA YecTOTAa (OT HATMYHUTE JaHHHU HEe MOXKE J1a ObJIe HallpaBeHa
OIICHKA):

BHezanna wiu 5ieka, HO 3acuiIBala ce 00JKa B TOpHaTa 4acT Ha CToMaxa W/uiH rep0a, KosTo
MPOIBIKAaBa HAKOJIKO JTHH, EBEHTYATHO CHITBTCTBAaHA OT TaJIeHe, MOBPBIIaHe, TEMIIEpaTypa U
YCKOpEH MyJIC — Te3W CUMIITOMH MOTaT Jja ce AbJKAT Ha Bh3MajJeHne Ha MTaHKpeaca.
XpurnreHe, 3aIyX WIH CyXa KallDIAIIa, KOUTO MOXeE JIa ca CHMIITOMH, IPHYNHEHH OT Bh3IaJICHIE
Ha ThKaHUTE B Oenute ApoOoBe.

HabmonaBanu ca penku ciryyan Ha pazpyniaBaHe Ha MyCKyJHTe (MycKyiTHa Oonka, ciradocTt
WJIM OTOK), KOMTO MOTAT Jia IoBeJaT 10 Ob0peuHu npodsiemu (padbmomuonusa). Hsakou ot
CIIy4anuTe ca HACTBIIMJIM MIPH MPIJIarane Ha JIEHATUAOMU/ ChC CTATHH (BU JIEKApPCTBO 32
MOHM)KaBaHE Ha XOJIECTEPOIIA).

CwcTosHME, 3acsranio KoXkaTta, IPHYMHEHO OT Bh3IMalIeHNe Ha MaJKUTe KPbBOHOCHH ChIOBE,
OPUAPYKEHO ¢ OOJIKa B CTABUTE U BHCOKA TeMIeparypa (JEBKOLIUTOKIACTHYCH BACKYJIHUT).
[IpobuB Ha cTeHaTa Ha cTOMaxa WM Ha yepBaTta. ToBa MOXKe /1a 0BeJIe 10 MHOTO CEpHO3Ha
nHdpeknus. Kaxere Ha Bamms nekap, ako nmarte CriiHa cToMaiHa 00Ka, Tpecka, TajicHe,
MOBpPBIIIaHE, KPBB B M3MPAKHEHUATA WM IPOMEHH B UpEBHATA IIEPUCTAIITHKA.

Bupycuu uHdpeKInm, BKIIIOYUTETHO XepIiec 30cTep (BUPYCHO 3a00siBaHe, KOETO MPUUIHHSIBA
Ooe3HeH 0OpHB 10 KO)KaTa ¢ MEXypueTa) M IOBTOPHA T0siBa Ha XenatuT B nngexnus (kosaro
MOJKe JIa IPUYMHN TOXKBITABAHE HA KOXKATa M OYMTE, OI[BETSABAHE HA YPUHATA B ThMHOKa(sBO,
0o0JIKa BISICHO HA CTOMaxa, TPeCKa U raJieHe WK TOBPBIIaHe).

OTXBBPISHE HA TPAHCILIAHTUPAH COJIMJICH OpraH (KaTo HampuMmep 060pek, ChpIie).

Cho0maBaHe HA HEeXKEJIAHH PeaKINU

AKO TIOJTyYnTE HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEeaKIH, yBenmoMere Bamist nekap, apmaieBT wim
MEIMIMHCKA cecTpa. ToBa BKIIFOYBA BCHYKU BH3MOXKHH HEOMHMCAHU B Ta3H JIUCTOBKA HEXEIIaHU
peakmun. MOXKeTe ChITO Ja ChOOINUTE HEXKEITAHN PEaKIIy JUPEKTHO Upe3 HAI[HOHATHATa CUCTEMA 3a
choOIIaBane, mocoueHa B [Ipmnokenue V. Kato cho0I1aBaTe HeXKEIaHN PEeaKIny, MOXKETE Ja JaieTe
CBOS MMPUHOC 32 TIOJy4YaBaHe Ha MOBeYe MH(OPMAIUsl OTHOCHO 0€30TaCHOCTTAa Ha TOBA JISKAPCTBO.
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6.

Kak na coxpansaBare Jlenaaugomua Mylan

Ja ce cpxpaHsaBa Ha MSCTO, HEAOCTBITHO 3a JICTIa.

He u3non3Baiite TOBa JIEKApCTBO CIEA CPOKaA HA TOAHOCT, OTOCISI3aH BHPXY OIUCTEpa U BEPXY
KapToHeHaTa omnakoBka cien ,,EXP” u ,,I'onen 10”. CpokbsT Ha TOAHOCT OTTOBaps HA MOCIETHUS
JICH OT TTIOCOYEHHS Mecell.

[a e ce cpxpansa Hax 30°C.

He n3non3BaiiTe TOBa JIEKApCTBO, aKO 3a0eIeKUTE HAKAKBA MIOBPE/a WM NPU3HAILN HA
HapyIllaBaHEe Ha I1eJ0CTTa Ha OITaKOBKATa.

He usxBwpistiiTe mekapcTBaTa B KaHATU3AMMSITA WK B KOHTEHHEPA 32 TOMAIITHU OTHAIbIIH.
Moutsa, BbpHETE HEH3IIOI3BAHATE JieKapcTBa Ha Bamust papmareBt. Te3un Mepku 11e CioMOTHAT
3a OIa3BaHE Ha OKOJHATa cpefa.

ChabpikaHHe HA ONIAKOBKATA M JONBJIHUTEIHA HH(pOpMALHS

KakBo cbabpika Jlenamuaomua Mylan

Jlenamunomun Mylan 2,5 mg TBbpAM Karcyu:
AKTHBHO BEILECTBO: JICHATMAOMUA. Besika Kancyna chabpxa 2,5 mg JIeHATUIOMU,.
Hpyru cbcTaBKU:

KaICyJIHO ChABPKUMO: MPEXKETaTUHU3UPAHO [[apEBUYHO HUILECTE, MUKPOKPUCTATTHA
1eJTy103a, KpOCKapMello3a HaTpHUii, CUINIUEB TUOKCH, KOJIHICH 0€3BO/ICH, HaTpHUEB
creapuidymapar

KarcyJjHa OOBHMBKA: eNaTHH, TuTaHoB nquokeua (E171), sxbnt xenesen oxkcun (E172) n
nHaurokapmut (E132)

MeYaTHO MaCTWIIO: mesuiak, mpormieHriukod (E1520), kanneB XuapoKCcua U 4epeH
)keneseH okenn (E172).

Jlenanmupomua Mylan 5 mg TBepAH Karcynu:
AKTHBHO BEIIECTBO: JeHATUAOMUA. Beska Kancyna chabpxka 5 mg neHaTUAOMU.
Hpyru cbcTaBKU:

KaIlCyJTHO ChABPIKUMO: MPESKENATHHUZUPAHO TAPEBUYHO HUIIIECTE, MUKPOKPHCTAITHA
LeIy103a, KpocKapMeno3a HaTpHid, KOJIOWAeH 0e3B0/IeH CUIIMIINEB JUOKCHUI, HATPUEB
cTeapuinpymapat

KarcyJiHa oOBHUBKa: TUTaHOB nmuokcun (E171) u sxemaTia

MEeYaTHO MaCTWIIO: mejuiakK, nporuineHrukod (E1520), kanueB XuapoKCH U 4epeH
eneseHn oxkcun (E172).

Jlenanunomua Mylan 7,5 mg TBbpIH KarcyJu:
AKTHBHO BEIIIECTBO: JCHATNIOMII. Besika karcymna ceappka 7,5 mg JICHATHIOMUT.
Jpyru cbCTaBKHu:

KaIlCYJTHO ChABPKUMO: MPEKEIATHHU3UPAHO HAPEBUYHO HHUIIIECTE, MUKPOKPHUCTATTHA
eITyI03a, KPOCKapMelo3a HAaTPHid, CHITUIIMEB TMOKCHJI, KOJTUIEH Oe3BO/ICH, HATPHUEB
creapuidymapar

KarcyJiHa 0OBUBKa: ®BIT xkene3eH okcua (E172), tutanoB auokcun (E171) u xxenatun
MeYaTHO MacTHJIO: 1eiak, nponuienriukon (E1520), yepen xenesen okcun (E172) n
KaJIeB XUIAPOKCH]T

Jlenamunomun Mylan 10 mg TBBpIU Kancyu:
AKTHBHO BEIECTBO: JeHAMUAOMUA. Besdka kancyna cpabpxka 10 mg meHaIuIoMuI.
Jpyru cbCcTaBKu:

KaIlCYJTHO ChABPKUMO: MPEKENATHHUZNPAHO APEBUYHO HHUIIIECTE, MUKPOKPHCTAITHA
HEITyI03a, KPOCKapMeIo3a HaTPHid, KOJIOWIEeH 0€3B0JIEH CHITUITUEB TMOKCHUJI, HATPUEB
cTeapuipymapat
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- KarcyiHa OOBHBKA: JKeJlaThuH, TUTaHOB quokcu (E171), uepeH kene3eH OKCUI | KBJIT
skeneseH okcup (E172), uamurokapmud (E132)

- NeYaTHO MacTHJIO: Iuemak, npomuwienrnukon (E1520), yepen xenesen okeup (E172) u
KaJMeB XUAPOKCU

Jlenamunomun Myaln 15 mg TBBpaN Karcymu:
o AKTHBHO BEIIECTBO: JeHATHUAOMU. Beska karcyna cbappxa 15 mg neHanuIoMu/.
. Hpyru cbcTaBku:

- KaIlCyJIHO ChABPKUMO: MPEKETATUHUZUPAHO I[APEBUYHO HUIIECTE, MUKPOKPUCTATTHA
[ey103a, KpocKapMeIo3a HaTpHid, KOJIOWIeH 0e3B0JIeH CHIINITNEB JMOKCH]I, HATPUEB
cTeapuidymapar

- KarcyiHa oOBUBKa: TUTaHOB auokcup (E171) u xematun

- MeYaTHO MACTHIIO: meak, nporuieHriankon (E1520), wepen xenesen okcua (E172) u
CUMETHKOH

Jlenamunomun Mylan 20 mg TBBpIU KancCyiu:
o AKTHBHO BEILECTBO: JICHAIMAOMU. Besika karncyma cpabpxa 20 mg JIeHaTuI0MU.
o Hpyru cberaBku:

- KaICyJIHO ChABPKUMO: MPEKETATUHUIUPAHO [[APEBUYHO HUIIECTE, MUKPOKPUCTATTHA
[eIy103a, KpocKapMeIno3a HaTpHid, KOJIOWAeH 0e3B0/IeH CHIINITNEB JTHOKCHU]I, HATPUEB
creapuipymapaT

- KarcyJIHa OOBHBKa: XBAT kene3eH okeug (E172), Tutano nuokeuz (E171),
unaurokapmut (E132) u xenatun

- MeYaTHO MACTHIIO: mesak, mporuieHriankon (E1520), wepen xxenesen okcua (E172) u
CHUMETUKOH

Jlenanmunomun Mylan 25 mg TBBpaU KancCyu:
o AKTHBHO BEILIECTBO: JICHATUJOMU/. Besika Karcymna chabpxa 25 mg JeHaTua0Mu.
. Hpyru cecTaBku:

- KaICyJIHO ChABPKAMO: MPEKETATHHUZUPAHO IIAPEBUYHO HUIIIECTE, MUKPOKPUCTATTHA
HeNy03a, KpocKapMeno3a HaTpHid, KOJIOuAeH 0e3B0/IeH CHIIMIINEB JUOKCHU]I, HATPUEB
cTeapuidymapar

- KarcyiHa oOBuBKa: TUTaHOB auokcun (E171), xematun

- MeYaTHO MacTHJIO: Iesak, npomwienrnukon (E1520), kanueB Xuapokcu 1 uepeH
xeneseHn okcun (E172).

Kak m3riexna Jlenaauaomug Mylan u KakBo CbIbpKa ONIAKOBKATA

Jlenamunomun Mylan 2,5 mg TBBpIU KaIlCyiu ca 3eJIeHH U 6enn Karcynu, pasmep 4, 14 mm,
Mapkupanu ¢ “MYLAN/LL 2,5”.

Jlenamuaomun Mylan 5 mg TBbpAM Kancyiu ca Oenu Karcyiu, pazMep 2, 18 mm, MapKupaHu ¢
“MYLAN/LL 5”.

Jlenamunomua Mylan 7,5 mg TBbp/IM Karcyiu ca CBETIOCUBU U Oeu Karcynu, pasMep 2, 18 mm,
mapkupanu ¢ “MYLAN/LL 7,5”.

Jlenamngomua Mylan 10 mg TBBpIU Karcyiu ca 3eJIeHH ¥ CBETJIOCHBH Karcyiu, pasmep 0, 22 mm,
mapkupanu ¢ “ MYLAN/LL 10”.

Jlenamugomun Mylan 15 mg TBEpIu Kancynu ca Oenu Karcyinu, pasmep 0, 22 mm, MapKupaHH ¢
“MYLAN/LL 15”.

Jlenanmunomua Mylan 20 mg TBBpIM KaIcCyJ/Iu ca 3eJIeHU U Oenu Karcyu, pasmep 0, 22 mm,
mapkupanu ¢ “ MYLAN/LL 20”.
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Jlenanunomua Mylan 25 mg TBbpaU Kancyju ca 0enu karcynu, pasmep 0, 22 mm, MapKHpaHH ¢
“MYLAN/LL 25”.

Jlenamugomuna Mylan 2,5 mg, 7,5 mg, 10 mg, 20 mg u 25 mg TBBpAM KaICYJIH ce Mpeiarar B
Osuctepy, ChABPXKALY 7 TBBPIAY KaICYJIH.

Jlenanuaomua Mylan 2,5 mg, 7,5 mg, 15mg, 20 mg u 25 mg TBbpAY KaNCy/IH ce Ipejiarar B
onmuctepu, chabpKamy 21 TBEpAN Karcynu u nedpopupanu oaucrepy, cbabpxamm 7 X 1 nmm 21 x 1
TBBPIN KaTCyJIH.

He Bcuukn BHAOBEC OIMAKOBKH MOTIaT Ja 6T>Z[aT IIyCHATU Ha I1a3apa.

IIpuTtexaTes1 Ha pa3pelIEcHUETO 32 yIOTPeda
Mylan Pharmaceuticals Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN

Upnanaus

IIpoussoaure

Mylan Germany GmbH, Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe, Hessen, 61352,

I'epmannus

Mylan Hungary Kft, Mylan utca 1, 2900 Komarom, YHrapus

3a JOIBJIHKUTEIHA HH(OPMALUSI OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHHS
IPEICTaBUTEN Ha MPUTEKATENSI Ha pa3pelIeHreTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Viatris Viatris UAB

Tél/Tel: + 32 (0)2 658 61 00 Tel: +370 5 205 1288

Bbbarapus Luxembourg/Luxemburg

Maiinan EOO/] Viatris

Tem.: +359 2 44 55 400 Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Ceska republika Magyarorszag

Viatris CZ s.r.o. Viatris Healthcare Kft.

Tel: + 420 222 004 400 Tel.: +36 14652100

Danmark Malta

Viatris ApS V.J. Salomone Pharma Ltd

TIf: +4528 11 69 32 Tel: +356 212201 74

Deutschland Nederland

Viatris Healthcare GmbH Mylan BV

Tel: +49 800 0700 800 Tel: +31 (0)20 426 3300

Eesti Norge

Viatris OU Viatris AS

Tel: + 372 6363 052 TIf: +47 66 75 33 00
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EALGoa
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia
Viatris Pharmaceuticals, S.L.
Tel: +34 900 102 712

France
Viatris Santé
Tél: +33 437257500

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 1 23 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

Island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris Italia S.r.l.
Tel: +39 (0) 2 612 46921

Kvnpog
CPO Pharmaceuticals Limited
TnA: +357 22863100

Latvija
Viatris SIA
Tel: +371 676 055 80

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z. o0.0.
Tel.: + 48 22 546 64 00

Portugal
Mylan, Lda.
Tel: +351 214 127 200

Romaénia
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: + 46 (0)8630 19 00

Jara Ha mocieqHo npepasriexaane Ha aucropkata {MM /TTTT}.

Jpyru n3touyHuny Ha MHPOpManus:

[TonpoGHa uHOpMaLKs 3a TOBA JIEKapCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus

1o JIeKapceTBara: http://www.ema.europa.eu/
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