INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HME HA JIEKAPCTBEHUA TPOAYKT

Jlenamuaomun Accord 2,5 mg TBBpAN Karcyiu
Jlenamuaomun Accord 5 mg TBBpIU Kancyau

Jlenamumomun Accord 7,5 mg TBBpIU KaIlCyJIH
Jlenamunomun Accord 10 mg TBBpIU Karcymu
Jlenamugomun Accord 15 mg TBBpAM Karcyiu
Jlenanunomua Accord 20 mg TBBPAM Karcynu
Jlenanmunomua Accord 25 mg TBBPAM Karcyiu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Jlenasmmomu Accord 2.5 mg TBBPAM KaIllCyau
Besika TBbpaa Karcyiia chabppxa 2,5 mg nenanuaomu/ (lenalidomide).

Homowmo seuecmso ¢ uzgecmio deticmsue
Bcsika TBBEpAa Kancyia cbabpika 36 mg JIakTo3a.

Jlenasmnomun Accord 5 mg TBBEpIM KaICyiau
Bceska TBbpaa kancyna ceabpka 5 mg nenanunomun (lenalidomide).

Tomowno sewecmso c uzgecmuo oeticmsue
Bcesikxa TBBpaa Kancyna ceabppka 33 mg J1akTo3a.

Jlenanunomun Accord 7.5 mg TBbpAU Kancyau
Bceska TBbpaa kancyna ceabpka 7,5 mg nenanupomun (lenalidomide).

Tomowno gewecmeo ¢ uzgecmuo oeticmeue
Bcesikxa TBbpaa kancyna ceappxka 50 mg nakrosa.

Jlenammmomun Accord 10 mg TBbpIN KaIICyIH
Besika TBbpaa karncyna chappxka 10 mg nenanumomu (lenalidomide).

IlomowHo sewecmso ¢ usgecmmuo deticmaue
Bcsika TBBEpAa Kancyia chaspika 67 mg JIakTo3a.

Jlenasmnomun Accord 15 mg TBBpAM Karcyiau
Besika TBbpaa Karcyina chappxka 15 mg nenanumomus (lenalidomide).

Homowmno seuecmso ¢ uzgecmio deticmsue
Besika TBBEpaa kancyna cpabpika 100 mg makrosa.

Jlenasmnomun Accord 20 mg TBBPAM KaICyiau
Besika TBbpaa karcyina cbabppaxka 20 mg nenanugomus (lenalidomide).

Tomowno sewecmso c uzgecmuo oeticmsue
Bceska TBbpaa kancyna ceabppxka 134 mg nakrosa.

Jlenasmnomun Accord 25 mg TBBPAM KaICyiau
Bceska TBbpaa kancyna ceabpika 25 mg nenaaugomus (lenalidomide).

Iomowno gewecmeo ¢ uzgecmuo oeticmeue
Bcesikxa TBBpAa Kancyna ceabppxka 167 mg makrosa.

3a IBJIHUA CIICHK HA ITOMOIIHUTE BEIECTBA BHKTE TOYKa 6.1.



3. JIEKAPCTBEHA ®OPMA
TBbpaa xancyna (karncyna)

Jlenammmomua Accord 2.5 mg TBBpAM KaIICyIn

JKenmaTuHOBH TBBPIN KaICyIu pasmep “5”, ¢ ppinkuHa npuommsutenao 11,0 mm xo 11,8 mm, cuBo
Kamade ¥ Hempo3padHo 0510 Ts10, ¢ Haamue “LENALIDOMIDE”, oTnedaran BppXy KarmadeTo B
YepHO  “2,5 mg”, 0TIevaTaHo BbPXyY TSUIOTO B 3€JI€HO, ChABPIKAIIN O 10 OYTH OsUT Ipax.

Jlenammomomua Accord 5 mg TBEPAM KaIICyIu

KenaTtrnHOBH TBBpAM KanCynu pazmep “5”, ¢ apoxunaa npudiamsurento 11,0 mm go 11,8 mm,
Hempo3padHo Osu10 Kamave u Ts10, ¢ Haamue “LENALIDOMIDE”, otiedatan BEpXy KaradeTo B
yepHO 1 "5 mg", oTIEeYaTaHO BHPXY TSIOTO B 3€JCHO, ChAbPIKAIIHU 051 10 ITOYTH Os1 Mpax.

Jlenammoomun Accord 7.5 mg TBEpAM KaIICyan

KenatuHOBH TBBpAM KaCynu pazmep “4”, ¢ pppxunaa npudiamsurento 14,0 mm go 14,8 mm,
HENpO3pavyHO BUOJIETOBO Kamaue U Hempo3payHo 05510 14510, ¢ Haanuc “LENALIDOMIDE”,
OTIeYaTaH BPXY KarmadeTo B YepHO U 7,5 mg”, OTIeYaTaHo BEPXY TSUIOTO B 3€JICHO, ChIbPIKAIIH
OsuT 10 IOYTH OsLT ITpax.

Jlenammmomomua Accord 10 mg TBBEpAM KaIICyau

JKenaTtuHOBH TBBpAM KaNCyIX pazmMep “3”, ¢ ApKUHA Tpubau3uTento 15,4 mm o 16,2 mm, 3eneHo
Karade ¥ Henpo3pauHo 0su10 Tsu10, ¢ Haanuc “LENALIDOMIDE”, otneyatad BppXy KanaueTo B
yepHo 1 "10 mg", oTreyaTaHo BbPXY TSAIOTO B 3€JICHO, ChABbPIKAIIM OSUT 0 HOYTH OSUT IIpax.

Jlenasmnomun Accord 15 mg TBBEpAM Karcyiau

JKenaTrHOBH TBBPAU KaICYJIH pa3Mep “2”, ¢ AbDKUHA Mpuoau3uTenHo 17,4 mm go 18,2 mm,
HEIPO3pavyHO OPAHXKEBO Kalade U HeMpo3payHo 0su10 Tsu10, ¢ Haanmue “LENALIDOMIDE”,
OTIICYaTaH BbPXY KarmadeTo B 4YepHO U ‘15 mg”, oTIevaTaHo BLPXY TSUIOTO B 3€JI€HO, ChIBPIKAIIN 05T
IO TTOYTH OsL1 Mmpax.

Jlenasmnomun Accord 20 mg TBBPAM KaICyiau

KenatuHoBu TBbpAM Kancynu pazmep “17, ¢ xpoxunaa npubdiamsurento 19,0 mm go 19,8 mm,
HENPO3pavyHo 3€JICHO Kamayue ¥ Hempo3padHo Osu1o Tsuto, ¢ Haanuc “LENALIDOMIDE”, orneuartan
BBPXY KamaueTo B 4epHo ¥ "20 mg", oTIedaTaHo BbPXY TSAIOTO B 3€JCHO, ChABPIKALIHN 051 10 TOYTH
0511 TIpax.

Jlenasmnomua Accord 25 mg TBBEPAU KaIlCyJau

KenatunoBu TBbpAM Kancynu pazmep “0”, ¢ apmxuaa npudamsurento 21,0 mm go 21,8 mm, 6510
HEMpPO3payvHo Kanaue u 15710, ¢ Hagnuc “LENALIDOMIDE”, otriedaran BbpXy KaladeTo B UEPHO U
"25 mg", oTreyaTaHo BbPXY TJIOTO B 3€JICHO, ChIbPIKAIIM OSUT 10 TIOYTH OSUT IIpax.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHU NOKAZAHUS

MynTuniaeH MUEIOM




Jlenanmunomun Accord KaTo MOHOTEpPAITUS € TIOKa3aH 3a MOJIIbPIKAIIO JCUCHUE Ha Bh3PACTHU
MAIMEHTH C HOBOJMATHOCTUIMPAH MYJITHIUICH MHEJIOM, KOUTO ca OWIIM TIO/IJIOKECHU Ha aBTOJIOKHA
TPAHCIUIAHTAIMS HA CTBOJIOBU KJICTKH.

Jlenamumomu Accord kaTo KOMOWHUpaHa Teparus ¢ JeKCaMeTa30H WM 0OPTE30MHUO U TeKcaMeTa30H
wiu Mendanad ¥ MpeIHUu30H (BXK. TKOYKa 4.2) ¢ MOKa3aH 3a JICYCHHE Ha Bb3PAaCTHH MAIUCHTH C
HEJICKYBaH JI0 MOMEHTA MYJITUIUICH MUEIIOM, KOUTO HE Ca TIOXOSINHN 33 TPAHCTUIAHTAIIHS.

Jlenamumomua Accord, B KOMOMHAITHS C IEKCAMETa30H, € IMOKa3aH 3a JICYeHHE Ha Bh3PacTHU
MAIUEHTH C MYJITHUIJICH MHEJIOM, KOUTO Ca TIONYYHIIH TIOHE e/[HA TIPEIBAPUTEIIHA TEPAITHSL.

MI/ICHOQI/ICHHaCTI/I‘-IHI/I CUHJAPOMU

Jlenamunomun Accord KaTo MOHOTEpAIUA € TIOKa3aH 3a JICUSHUE Ha Bh3PACTHHU MAIUCHTH C
TpaHc(py3MOHHO-3aBUCHMAa aHEMUS, IBIDKAINA Ce Ha MUEJIOANCIUIACTUYHN CHHIPOMH C MaJTbK MU
cpeneH (HUBO 1) pUCK, CBbP3aHU C IUTOTCHETUYHATA AHOMAIHS N30JIMpaHa JeNleus 5q, KoraTto Ipyra
TEPaneBTUYHH OILUHU Ca HEAOCTATHUHU WU HETOIXOSIIN.

MaHTeTHOKIEThYCH JTUM(BOM

Jlenamunomun Accord kaTo MOHOTEpAIHS € TIOKa3aH 3a JICUSHUE Ha Bh3PACTHHU MAIUCHTH C
peruauBupai win pedpakTepeH MaHTSIHOKICThYCH TUMPOM (BK. Touku 4.4 1 5.1).

(DOJ'II/IKVJ'IS.DCH J'II/IM(bOM

Jlenamumomun Accord B komOuHamms ¢ puTykcumad (antu-CD20 aHTHTAIIO0) € TTOKa3aH 3a JIeYeHNE Ha
BB3pPACTHU MAIMECHTH C JICKYBaH MpeIu ToBa GoaukynapeH aumdom (creneH 1 — 3a).

4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

JleuenneTo ¢ neHanMIOMU] TPsIOBa Aa ce HabJIroaBa OT JeKap C ONHUT B MIPUJIAraHeTo Ha
IIPOTUBOPAKOBU TEPANHH.

3a BCUUKHM MIOKA3aHUs, OTMCAHU M10-10IY:

e Jlo3ara ce mpoMeHs Bb3 OCHOBA Ha KIMHUYHUTE U JJAOOpATOPHUTE Pe3ynTaTH (BX. Touka 4.4).

e [IpenoppuBa ce azanTUpaHe Ha A03aTa MO BpeMe Ha JICUEHUETO U IIPH Bb30OHOBSIBaHE Ha
JICUCHHETO, 32 J]a € KOHTPOJHUpA CTENeH 3 WK 4 TPOMOOIMTOIICHHSI, HEYTPOTICHHS WK JIpYTa
TOKCHYHOCT CTeTleH 3 WiH 4, 33 KOATO CE CMSTa, Ue € CBbp3aHa C JICHATUIOMHUI.

e B ciyuaii Ha HeyTIOpeHUsI TPsIOBA J]a ce€ OOMUCIIN MPUIAraHEeTo Ha PACTEXKHU (aKTOpH B
JICYCHUETO Ha MalUEHTA.

e AKO ca M3MHHAJIM MTO-MaJIKO OT 12 yaca ciieq mpoIrycHaTa /103a, MaleHThT MOXKE J1a TIPHeMe
Jo3ara. AKO ca U3SMHMHAIIM IToBeue OT 12 yaca ciel mpoIycHaTa 103a B 0On4aiHus Jac,
NaIMEHTHT He TPsAOBa JAa mpuema J03aTa, a ja IpUueMe clieJBallaTa 103a B 00nJyaiiHus yac Ha
CIIeIBaLINS JCH.

gO?»H[}OBKa

Hosoouacnocmuyuparn mynmunier mueiom (HIMM)

Tlooovporcawa mepanust ¢ 1eHAIUOOMUO NPU NAYUEHINU, KOUMO CA OUIU NOOTIONCEHU HA ABMOJIONCHA
mpancnaaumayus wa cmeonosu kiemku (ATCK)

[onabprkaia Tepamus ¢ JeHaATUAOMH] TPsIOBa J1a 3aII0YHe cie]l aJeKBaTHO XeMaTOJIOTHYHO
BB3cTaHoBsBaHe cien ATCK mpu naruenTtu 6e3 maHHM 3a mporpecus. JIeHamumoMug He TpsiOBa 1a ce
3amouBa, ako abcomoTHUAT 6poit Ha HeyTpoduure (ABH) € < 1,0 x 10%/L, w/wiu Gpost Ha
TpombormTute € < 75 x 107/1.



IIpenopvuumenua doza

[IpenoppunTennaTa HayagHa 103a € JeHanunomua 10 mg mepopaiHo BEIHBK JHEBHO 3a
MPOABIDKUTENICH TIEPHUOJT OT BpeMe (B aHM OT 1 10 28 Ha moBTapsiy ce 28-THEBHU [UKIIN), TPIJIaraH
JI0 TIporpecus Ha 0OJIeCTTa WK T0siBa Ha HermoHocuMocT. Cielt 3 IUKbJIa TOIBPIKAIIO JICUCHHUE C
JEHATTUAOMU, J03aTa MOXe JIa Ce YBEIWYH 10 15 mg mepopanHo BeIHBXK JHEBHO, aKO CE TIOHACH.

e Cmwnku 3a pedyyupane Ha 003ama
Hauanna no3a (10 mg)

Ako no3ara e nosumieHa (15 mg)?

Jlo30B0 HHBO -1 5mg 10 mg
J1030B0 HHBO -2 5 mg (aau 1-21 Ha Bceku 28 qHM) 5mg
J1030B0 HHBO -3 Henpunoxumo 5 mg (muum 1-21 Ha Bceku 28 HM)

Jla He ce maBa no3a nox S mg (maum 1-21 Ha Bcekn 28 mHN)
2Crnen 3 MKBIa TOATIBPIKAILO JICUCHUE C JICHATTMIOMU, 103aTa MOXKE J1a C€ YBEJINYH 10 15 mg nepopaiHo BEJHBXK JHEBHO,
aKo CC IMoHacs.

o Tpomboyumonenus
[Tpu TpoMOOLITH
Cran o < 30 x 10%/1
O6patHO nokausane 10 > 30 x 10%/1

[IpenoppunTeNicH Kypc Ha JCUCHHE
[IpekpaTeTe NEYECHUETO C JICHATUIOMHU/T
Bp3cTanoBeTe nmpreMa Ha JICHATUAOMHUT Ha
JI030BO HUBO -1 BEIHBK THEBHO

[IpekpaTeTe NeYESHUETO C JICHATUIOMHU/T
Bn3cTaHoBeTe JIEUEHUETO C JICHATUIOMHUI Ha
CJIEIBAII[OTO ITO-HUCKO J030BO HUBO BEIHBIK
JTHEBHO

3a Bcsiko cienBaio cnanane mox 30 x 10%/1
O6patHO nokausane 10 > 30 x 10%/1

e Abconromen opoil Heympoghuau (ABH) — neymponenus
ITpu ABH IIpenopbumnTeneH Kypc Ha jedeHue?
Crnan g0 < 0,5 x 10%/1 [IpekpaTeTe JIEYCHUETO C JICHATTAIOMH/T
OGpatHo nokausane 10 > 0,5 x 10%/1 Bb3cTanoBeTe nprueMa Ha JIEHaTUAOMHU] HA
JI030BO HUBO -1 BEIHBX JHEBHO

3a Besko cneBano chnagane nog < 0,5 x 10%/1
OGpatHo mokausane 10 > 0,5 x 10%/1

[IpekpaTeTe NeYESHUETO C JICHATUIOMHU/T
Brb3cTaHoBeTe IEUEHUETO C ICHATUIOMHA Ha
CJIEABAIIIOTO IMO-HUCKO 030BO HUBO BEIHBX

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

Jlenanuoomuo 6 KOMOUHAYUA ¢ 0eKCcamemason 00 npocpecus Ha 3a00186anemo npu RAYUEHmu, KOUmo
He ca No0X00auwU 3a MPAHCAAAHMAYUs

Jleuenue c neHANUIOME] HE TPSAOBa Ja ce 3armouBa, ako abcomoTHUIT Opoit Ha HeyTpoduiute (ABH)
e < 1,0 x 101 w/wnu Gpost TpomGonutr € < 50 x 10%/1.

Ilpenopvuumenna 0o3a

IIpenoppunTenHara HayaiHa 103a JCHATUAOMU € 25 mg NepopaiHo BeAHBXK AHEBHO Ha 1-Bu 0 21-
BH JICH OT TTOBTAPSIIINATE ce 28-THEBHU ITHKITH.

IIpenoprunTenHara g03a nekcameTasoH € 40 mg mepopaaHo BEIHBXK THEBHO Ha 1-Bu, 8-Mu, 15-TH
22-u IeH OT MOBTapSIIUTE ce 28-THEeBHU IUKIH. [larimenTuTe MOTaT 1a MpoAbIKAT TepanusITa ¢
JCHATUAOMUJI U ICKCAMETa30H JI0 IIPOrpecus Ha 3a00JIIBAHETO WK HETIOHOCHMOCT.

o Cmwnku 3a pedyyupare Ha 003ama

Jlenanumomug® JexcameTra3zon®
Hauanna moza 25 mg 40 mg
Jlo30B0 HHBO -1 20 mg 20 mg
J1030B0 HHBO -2 15 mg 12 mg




Jlo30B0 HMBO -3 10 mg 8 mg
Jlo30B0 HHBO- 4 5mg 4 mg

J1030B0 HHBO -5 2,5mg Henpunoxumo
2 PenynipaHeTo Ha 7103aTa U Ha /1BaTa MPOAYKTa MOXeE Jja C€ U3BbPIIBA OOTAEIIHO

o TpomboyumoneHus

[Tpu TpoMOoOLIUTH [IpenoppuuTeNicH KypC Ha JICUCHHE

Crag mo< 25 x 1091 Crpere npuIOKEHUETO Ha JICHATUAOMU/ 32
oCTaHajaTa 4yacT OT I[UKbIa®

OGpatHO mokausaHe 10 > 50 x 10%/1 IToHmxeTe ¢ €IHO T030BO HUBO, KOTaTO
MPOABIDKABATE MPUIIOKCHHUETO B CIICIBAIITHS
LMKBJI

% AKO BB3HHUKHE JA030JIMMUTHUpPAIla TOKCUIHOCT CJIE AC€H 15 ot JAaJICH UKDBJI, IIPUITOKECHUETO HA JICHATTUAOMUL Tpi[6Ba Ja
6'1)216 MPpEKbCHATO Hali-MaJKo Ipe3 oCTaHallaTa 4aCT OT TCKYyIIUs 28-Z[HCBCH HUKBJI.

e Abconomen opoil Heympoghuau (ABH) — neymponenus

IIpu ABH IIpenopbuuTeseH Kypc Ha jieueHue®

ITepsu cnan g0 < 0,5 x 10%/1 IIpexbCcHETE JICUSHUETO C JICHATHIOMU]T

OGparHo nokausane 10 > 1 x 10%/1, koraTo IIpoabmxeTe IEYCHUETO C JICHATUAOMU/ C

SIMHCTBEHUAT HAOJII01aBaH TOKCHUYEH €EeKT ¢ HavaJIHATa J103a BEIHBK JHEBHO

HEYTPONCHUS

OGparHo mokausane 10 > 0,5 x 10%/1, xoraro ca IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha

Ha0JII0JaBaHM 3aBUCHMU OT J03aTa JIO30BO HHUBO -1 BEIHBK JHEBHO

XEMaTOJIOTHYHN TOKCHIHH €(PEKTH, pa3INdHU OT

HEYTPONCHUS

3a Bceku caenpani ciaz moxg < 0,5 x 10%/1 IIpexkbcHeTE JEUEHUETO C JICHATUIOMU

OGparHo mokausane 10 > 0,5 x 10%/1 IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha
CJIEIBAIIOTO ITO-HHUCKO JO30BO HUBO BEIHBIK
JTHEBHO.

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

[Tpu xeMaTONOrHYHA TOKCHYHOCT JI03aTa JICHAJTHOMHUJT MOXKeE Ja Ce BhBeJie IOBTOPHO Ha CIIE/IBAIIOTO
MTO-BHICOKO JTO30BO HHUBO (10 HAYaJHATA J103a) TIPH MO00psBaHe Ha QYyHKIUATA HA KOCTHUSI MO3BK
(6e3 XxeMaTOIOrMYHa TOKCUYHOCT 32 Hall-Masko 2 nocienoBatenny mukbia: ABH >1,5 x 10%/1 ¢ 6poit
tpomGonuty > 100 x 10%/1 B HaUaIOTO Ha HOB LMKEI).

Jlenanuoomuo 6 komounayus ¢ bopmeszomud U 0eKCamemason, NOCAe08an Om JEeHAAUOOMUO U
oekcamemason 00 npo2pecus Ha 3a00116aAHemo NPU NAUUEHMU, KOUMO cad Henooxo0auu 3d
MPAHCHIAHMAYUSL

Hauanno newenue: Jlenanuoomuo 6 kombunayus ¢ bopme3omud u 0excamemason
Jlenamumomuy B kKoMOuHAIMSI ¢ 00pTe30MHUO U IeKCaMeTa30H He TPsAOBa Aa ce 3arnousa, ako AbH e <
1,0 x 10%/1 w/unm 6post Ha TpomMGomuTHTe € < 50 X 10%/1.

IIpenmoprunTeHaTa HaYaIHA 4032 € JCHATHIOMU 25 mg MepopaliHO BEAHBXK JHEBHO B qHUTE 1-14 oT
BCEKH 2 1-THEBEH MUKBJI B KOMOWHAIINA ¢ O0pTe30MHU0 U JeKkcaMeTa3oH. boprezomub TpsOBa ma ce
mpuiara 4pe3 noxkokHa umkekmnus (1,3 mg/m2 TenecHa MOBBPXHOCT) /1Ba TBTH CEIMUYHO B THUTE 1,
4,8 u 11 ot Bceku 21-1HEBEH IUKBI. 3a TOMBIHUTETHA HH(OPMAIIUS OTHOCHO J103aTa, CXeMaTa
KOPEKIMHUTE Ha J103aTa Ha JICKAPCTBEHUTE MPOIYKTH, TPUJIAraHu C JSHATUAOMUI, BIOKTE Touka 5.1 u
croTBeTHaTa KpaTka XapakrepucTrka Ha IpoayKTa.

[IpenopbuBat ce 10 oceM 21-1HEBHH JieueOHH UKbIA (24 CEIMUIM HAa HAYAIHO JICYCHHE).
TIpoovucasawo nevwenue: Jlenanudomuo 6 KomMOUHAYUs ¢ OeKCAMema3oH 00 Npoepecus

IIpoabpmxeTe neHATHIOMU 25 Mg IepOpaTHO BEAHBK JHEBHO B THUTE 1-BH 110 21-BU OT OBTAPSAIIH
ce 28-THEeBHU ITUKIN B KOMOMHAINS ¢ IeKcaMeTa3oH. JleueHneTo TpssOBa Jja mMpoabIHKH 10 TIPOTPeCcHs



Ha 3a00JIIBaHETO WU HEIpHUEMJIMBa TOKCUYIHOCT.

o  Cmwnku 3a pedyyupane Ha 003ama

Jlenamugomung®

Hauamna nosa

25 mg

Jl030B0 HHBO -1

20 mg

J1030BO HHBO -2

15 mg

J1030BO HHBO -3

10 mg

Jlo30Bo HHMBO- 4

5mg

J1030B0O HHUBO -5

2,5 mg

2 Pez{yunpaﬂe’ro Ha 03aTa 3a BCUYKU IIPOAYKTH MOKE CTaBa IOOTACIHO.

e Tpomboyumonenus

[Tpu TpoMOoTIHTH

[IpenoppunTeneH Kypc Ha JISYeHHE

Cnan o < 30 x 10%/1
OGpatHo mokausane 10 > 50 x 10%/1

[IpexbcHETE JIEUCHUETO C JICHATHIOMHUT
[Ipoapmkere npueMa Ha JICHATUIOMU]T Ha
JI030BO HUBO -1 BEIHBK JHEBHO

3a Besko cieaBaio cramade mon 30 x 10%/1
O6patHO nokausase 10 > 50 x 10%/1

[IpexbcHETE JIEUCHNUETO C JICHATHIOMHT
[Iponwsmwkere mpuemMa Ha JICHATHMIOMHU Ha
CJIEABAIIOTO MO-HUCKO JI030BO HUBO BEJIHBK
JTHEBHO

o Abconiomen opoil neympoguau (ABH) — neymponenus

Tlpu ABH

[IpenoppunTeneH Kypc Ha JiedeHne”

[TspBu cnax g0 < 0,5 x 10%/1

OGpatHO mokausane 10 > 1 x 10%/1, xoraro
¢/IMHCTBEHUSAT HAOJFOIaBaH TOKCUYEH e(EKT e
HEYTPOIICHUS

[IpexbcHETE TEUCHUETO C JCHATUIOMU
[Iponwpmkete npuema Ha JICHATUAOMU] C
HavyaJIHATA 1034 BEAHELXK JHEBHO

OGpatHO nokausane 10 > 0,5 x 10%/1, xoraro ca
HaOII0aBaHy 3aBHCHMH OT J03aTa

XEMAaTOJOTMYHHU TOKCUYHHU e(i)eKTI/I, Pas3jindHu OT

HEYTPOTICHHUS

[Iponwsmkere mpuemMa Ha JICHATHIOMHU Ha
JI030BO HUBO -1 BEAHBX JHEBHO

3a Bceku caenpani craf oz <0,5x10%/1
OGpatHo mokausane 10 > 0,5 x 10%/1

[IpexbcHETE JIEUCHUETO C JICHATHIOMHUT
[Ipoxpmxkere npreMa Ha JCHATUIOMU]T HA
CJIEABAIIIOTO MO-HUCKO JI030BO HUBO BEJIHBK
JTHEBHO

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

Jlenanuoomuo 6 kombunayus c meaghaian u npeoHU30H, NOCAEO8AHU 0Nl NO00BPACAULA MEPANUSL C
JEHAAUOOMUO, NPU NAYUCHMU, KOUMNO He A NOOX00UU 34 MPAHCHIAHMAYUS

Jleuenue c gICHaJ'II/I,I[OMI/I)_I He Tps0Ba j1a ce 3amousa, ako ABH e < 1,5 x 10%/1 n/unu 6post TpoMOOLUTH
e<75x 1071

IIpenopvuumenua doza

IIpenmoprunTenHaTa HadarHa g03a ¢ JeHanumnoMu 10 mg mepopanHo BeIHBXK JHEBHO Ha 1-Bu 110 21-
BU JICH OT MOBTAPSIINTE Ce 28-THCBHH ITUKJIM 32 MakCcUMyM 9 1uKbia, mendanan 0,18 mg/kg
nepopayiHo Ha 1-Bu 10 4-TH JIeH OT NOBTapsIIKTE ce 28-THEBHHU LUKIN, penHu3on 2 mg/kg
nepopaiaHo Ha 1-BH 110 4-TH ICH OT MOBTAPSIIUTE ce 28-aHEBHU UK. [larueHTrTe, KOUTO 3aBBHPIIAT
9 NMKBIa UM KOUTO HE Ca B ChCTOSHUE J1a 3aBbpIIAT KOMOMHUPAHATA TepaIysl IOpaIu
HEMMOHOCHUMOCT, Cca JIEKYBaHU ¢ MOHOTEpamus C JEHATUIOMU KakTo cienasa: 10 mg nepopaiHo
BEJIHHXK THEBHO Ha 1-BH 710 21-BW JIEH OT MOBTAPSIIUTE c€ 28-THEBHU ITUKIIU JI0 TIPOTPECHs Ha
3a00JIIBaHETO.



o Cmwnku 3a pedyyupare Ha 003ama

JlenamuooMug Mendanan [Ipeanuzon
Hauvanna nosa 10 mg* 0,18 mg/kg 2 mg/kg
J1030B0 HHBO -1 7,5 mg 0,14 mg/kg 1 mg/kg
J1030B0 HHBO -2 Smg 0,10 mg/kg 0,5 mg/kg
Jlo30B0 HMBO -3 2,5 mg Henpunoxxumo 0,25 mg/kg

? AKO HeyTpOIIEHHUSATA € EAMHCTBEHATa TOKCHYHOCT Ha KOETO U /I € J030BO HUBO, J00aBETE rPaHyJIOLUT-
kosnoHunoctuMynupain paxrop (G-CSF) u nonappxaiite J030BOTO HUBO Ha JICHATUAOMHUL

o TpomboyumoneHnus

[Tpu TpoMOoOTIITH IIpenopbunTeNeH Kypc Ha JIeUeHUe

ITepBu cnax mo < 25 x 10%/1 [IpexbCcHETE IEUCHUETO C JICHATUIOMHUI

OGpatHO mokausane 10 > 25 x 10%/1 IIpoabmxeTe TEYCHUETO C JICHATUIOMHUIT U
MendanaH Ha JI030BO HUBO -1

3a Bceku cneasan crazn nox 30 x 10%/1 IIpexbCcHETE JICUSHUETO C JICHATHIOMU]T

OGpatHO nokausane 10 > 30 x 10%/1 IIpoabmkeTe IEYCHUETO C JICHATUAOMHU Ha

CJICBAIIIOTO MTO-HUCKO TI030BO HUBO (I030BO
HUBO -2 WIH -3) BEIHBXK JTHEBHO

o Abconiomen opoil neympoguau (ABH) — neymponenus

[Tpu ABH [IpenoppunTeneH Kypc Ha JIeUeHHE

[TspBu coazx go < 0,5 x 10%/1* IIpexkbcHeTE JEUEHUETO C JICHATUIOMU

O6patHO nokausane 10 > 0,5 x 10%/1, koraro IIpoabmkeTe IEYCHUETO C JICHATUAOMHU/T C

CAMHCTBEHUAT HAa0JII0IaBaH TOKCUYCH eEeKT ¢ HavaJIHATa J103a BEIHBK JHEBHO

HEYTPONEHUs

OGpatHo mokausane 10 > 0,5 x 10%/1, koraro ca IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha

HaOJII0JaBaHM 3aBUCUMH OT JI03aTa JI030BO HHUBO -1 BEHBK THEBHO

XeMaTOJIOTMYHY TOKCUYHU €(EKTH, Pa3INIHU OT

HEYTPONEHUs

3a Bceku caensain crag nox < 0,5 x 10%1 IIpexkbcHeTE JEUEHUETO C JICHATUIOMU

OGpatHO okausane 10 > 0,5 x 10%/1 IIpoabmkeTe TEYCHUETO C JICHATUAOMHU Ha
CIIeIBAIIOTO IT0-HUCKO JO30BO HUBO BEIHEBK
JTHCBHO

2 [o pemienue Ha JeKapsi, ak0 HEYTPOIICHUSATA € SAUHCTBEHATa TOKCHYHOCT Ha KOETO U Jla € J030BO HHBO, 100aBeTe
rpa”yjonuT-konoHnoctumynupa ¢paxrop (G-CSF) u noxapprkaiite 1030BOTO HUBO Ha JICHATUIOMHUL.

Mynmunaen muenom ¢ nome eona npeoxoicoauid mepanus

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

Ilpenopvuumenna dosza

IIpenmoprunTeTHaTa HaYaJIHA 032 JICHATUAOMU € 25 mg IepopalHO BEAHEK JHEBHO Ha 1-BH 110
21-Bu neH oT moBTapsImuTe ce 28-aHeBHU MUKIH. [IpenoprunTenHara go3a nekcamerasos € 40 mg
MEepPOpaIHO BEJHBXK JHEBHO Ha 1-Bu A0 4-1U, 9-T1 10 12-TM 11 17-T11 110 20-TU J€H OT BCEKU 28-THEBEH
IIAKBII 32 MEPBUTE 4 ITUKBJIA HA TepanusaTa u ciel ToBa 40 mg BeTHBXK JTHEBHO Ha 1-BH 110 4-TH JIeH Ha
BCEKU 28 MHU.

[IpennucBamnure iekapu TpssOBa BHUMATEIIHO J1a TIPELEHAT KOS 7032 JIEKCAMETa30H Jia U3II0JI3BAT,
KaTo B3€MaT MPEJBH]I CbCTOSIHUETO U OOJIECTHUS CTaTyC Ha MAIMeHTa.

o Cmwonku 3a pedyyupane Ha 003ama

Hauanna moza 25 mg
Jlo30B0 HHBO -1 15 mg
J1030B0 HHBO -2 10 mg
J1030B0 HHBO -3 5mg




o TpomboyumoneHnus

[Ipu TpoMOOLIUTH

[IpenoppunTeneH Kypc Ha JIEUeHHE

ITspBoHauanHo, cnax 10 < 30 x 10%/1
OGpatHo nokausane 10 > 30 x 10%/1

[IpexbCcHETE JICYCHUETO C JICHATHIOMHM/T
[IpoapmkeTe TEUSHUETO C JICHATUIOMHU]T Ha
JI030BO HUBO -1

3a Beekw cneasant cnan mox 30 x 10%/1
OGpatHo nokausane 10 > 30 x 10%/1

[IpekbcHETE IEYEHUETO C JICHATMIOMU/T
[IpoxpmkeTe TEUSHUETO C JICHATUIOMHU]T Ha
CJICABALIOTO MO-HHUCKO JJO30BO HUBO (JO30BO
HUBO -2 WK -3) BeIHBX AHEBHO. Jla HE ce
JI03Mpa TOJT 5 Mg BEIHBK JIHEBHO.

o Abconiomen dbpoil neympoguau (ABH) — neymponenus

[Tpu ABH

[IpenoppunTEneH Kypc Ha JIEYEHHE

ITspBoHauanso, cnax 1o < 0,5 x 10%/1
OGpatHO nokausane 10 > 0,5 x 10%/1, koraro
eIMHCTBEHHUAT HA0JII0IaBaH TOKCHYEH eEKT €
HEYTPONEHHUS

[IpexbcHETE JIEUCHUETO C JICHATHIOMHUT
[IponwsmkeTe JEYCHUETO C JICHATHIOMULL C
HavyaJIHATA 1034 BEAHEXK JHEBHO

OGpatHO nokausane 10 > 0,5 x 10%/1, xoraro ca

HaO0JIOIaBaH! 3aBUCHUMH OT JI03aTa

XEMAaTOJOTMYHHU TOKCUYHHU e(i)eKTI/I, Pas3jindHu OT

HEYTPOTIEHHUS

[IponwsmkeTe JEYCHUETO C JICHATHUIOMU Ha
JI030BO HUBO -1 BEAHBXK JHEBHO

3a Bceku caenpan craf o < 0,5 x 10%/1
OGpatHo nokausane 10 > 0,5 x 10%/1

[IpexbCcHETE ICYCHUETO C JICHATHMIOMIT
[IpoapmkeTe TEUSHUETO C JICHATUIOMHUT Ha
CJIEZIBAIIIOTO MO-HUCKO JI030BO HHUBO (JI030BO
HUBO -1, -2 wnm -3) BenHBXK AHEBHO. Jla HEe
Ce J103upa MoJ1 S mg BEAHBXK JTHEBHO.

2 Tlo pemieHue Ha JieKapsi, aKo HEYTPOIIEHUATA € €IMHCTBEHATa TOKCHYHOCT Ha KOETO U J1a € JI030BO HHUBO, Jlo0aBeTe
rpa”yjouuT-koinoHnoctumynupa ¢pakrop (G-CSF) u noxaeprkaiite 1030BOTO HUBO Ha JICHATUIOMHUL.

Muenoducniacmuuru cunopomu (MJIC)
JleuenueTo ¢ NeHanuaoMu He TpsAbBa 1a 3amousa, ako ABH e < 0,5 x 10%/1 w/unu 6post TpoM6oLuTH
e <25x 10%1.

Ipenopvuumenna 0osa
IIpenmoprunTenHaTa HavaJIHA 032 JIeHaTuaoMu € 10 mg nepopaiHo BEAHEK JHEBHO Ha 1-BU 110
21-Bu 1eH OT TTOBTAPSIIH ce 28-THEBHU ITUKIIH.

e Cmwnku 3a pedyyupare Ha 0ozama

Hauanna moza 10 mg BenHBxK AHEBHO B 1HU 1 10 21 Ha Bceku 28 nHA

Jlo30B0 HHBO -1 5,0 mg BeqHBK THEBHO B AHU | 10 28 HA BCekH 28 THU

J1030B0 HHBO -2 2,5 mg BeIHBX AHEBHO B IHU 1 10 28 Ha Bceku 28 nHU

Jlo30B0 HMBO -3 2,5 mg npe3 aen 1 1o 28 Ha Bceku 28 qHU

o TpomboyumoneHnus

[Ipu TpoMOOLIUTH IIpenopbunTENEH KypC Ha JIeUeHUE

Crnan o <25 x 10%/1 [IpekbCHETE JICYCHUETO C JICHAIMIOMH/IL.

OGpaTHO mokausane 10 > 25 x 10%/1 - <50 x 10%/1
B TIOHE 2 ciydast 32 > 7 THU WK KOTaTo OposT
TPOMOOLIUTH ce Bb3cTaHoBH Ha > 50 x 10%/1 mo
BCSIKO BpeMe

[IpoabinkeTe TEUSHUETO C JICHATUAOMUI HA
CJIEJIBAIIIOTO MO-HUCKO T030BO HUBO (J1030BO
HUBO -1, -2 wm -3).




e Abconomen bpoil Heympoghuau (ABH) — neymponenus

[Ipu ABH [IpenoppunTeneH Kypc Ha JISUEHHE
Crnan g0 < 0,5 x 10%/1 IIpexbCcHETE JICUCHUETO C JICHATHIOMHI.
OGpatHO nokausane 10 > 0,5 x 10%/1 IIpoapmkeTe IEYCHUETO C JICHATUAOMHA Ha

CJIEJIBAIIIOTO MO-HUCKO T030BO HUBO (JI030BO
HUBO -1, -2 wm -3)

Cnupare Ha 1eHATUOOMUO

JledeHHeTO C JIEHATMIOMHU] TPAOBA /1a ce CIIpe MpH MAeHTH 0e3 IMoHe c1ad epuTPOUIeH OTTOBOP B
pamkuTe Ha 4 Mecela OT Ha4aJloTO Ha TeparusiTa, MposBeH upe3 none 50 % HaMmaneHue Ha
HEOO0XOIUMOCTTA OT TpaHC(Y3HUs U, aKo He ca TpaHcdysupanu, 1 g/dl moBumenne Ha XeMOrI00MHa.

Manmennoxnemvuern aumgpom (MKJI)

Ilpenopvuumenna 0o3a
IIpenoppunTennara HayallHa 4032 JICHATUAOMU € 25 mg NepopaHO BEAHBXK AHEBHO B THUTE 1-BU
110 21-BM OT MOBTapAILIHU ce 28-THEBHU LIUKIIH.

o Cmwnku 3a pedyyupane Ha 003ama

Hauamna nosa 25 mg BeAHBXK AHEBHO B 1HU | 10 21, Ha Bceku 28 nHU

Jlo30Bo HHBO -1 20 mg BeaHbK AHEBHO B 1HU | 10 21, Ha Bceku 28 nHU

Jlo30B0 HHBO -2 15 mg BenHBXK AHEBHO B 1HU 1 10 21, HA Beeku 28 mHU

J1030B0 HHBO -3 10 mg BenHBXK AHEBHO B 1HU 1 110 21, HA Bceku 28 mHU

Jlo30BO HUBO -4 5 mg BeAHBXK AHEBHO B THU | 110 21, Ha Bceku 28 AHU

J1030BO HUBO -5 2,5 mg BeHBXK AHEBHO B auu 1 10 21, Ha Bcexu 28 nuu'
5 mg npe3 el B 7uu 1 10 21, Ha Bcekn 28 mHU

B cTpanu, KbIETO ce Ipeiara Kancyara ot 2,5 mg.

o TpomboyumoneHnus

[Tpu TpoMOOTIHTH IIpenopbuuTENEH KYpC Ha JICUCHUE

Crag mo < 50 x 10%/1 IIpexbcHeTE JCUEHUETO C JICHATUIOMU U
npaseTe MbiHa KpbBHA KapThHa (IIKK) Haii-
MAaJIKO Ha BCEKH 7 JTHU

OGpatHO mokausane 10 > 60 x 10%/1 IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha
CJICBAIIIOTO ITO-HUCKO JI030BO HUBO (7I030BO
HUBO -1)

3a Bceku caenpani cray mox 50 x 10%/1 IIpexbcHETE JCUEHUETO C JICHATUIOMU U

npasete [IKK nail-manko Ha Bceku 7 nHU

OGpatHO mokausane 10 > 60 x 10%/1 IIpoabmkeTe JIEUEHUETO € JICHATUIOMU/T Ha
CJICBAIIIOTO IO-HUCKO JI030BO HUBO (7I030BO
HUBO -2, -3, -4 win -5). He npunaraiite mo3a
10T JO30BO HHUBO -5

e Abconomen bpoil Heympoghuau (ABH) — neymponenus

ITpu ABH IIpenopbunTENEH Kypc Ha JIeUeHUE

Crnan g0 <1 x 10%/1 3a Haii-Manko 7 IHH WK IIpexbCcHETE JICUCHUETO C JICHATHIOMU 1

Crnagmo<1x10%c¢ acolUMHpaHa BUCOKa npasete [IKK nail-manko Ha Bceku 7 nHU

Temreparypa (TenecHa Temmnepatypa > 38,5 °C)

WA

Cnapn no < 0,5 x 10%/1

OGpatHO mokausane 10 > 1 x 10%/1 IIpoabmxeTe TEYCHUETO C JICHATUAOMU Ha
CJICBAIIIOTO ITO-HUCKO JI030BO HUBO (I030BO
HUBO -1)
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[Ipu ABH [IpenoppunTeneH Kypc Ha JISUEHHE

3a Bceku cneapan crax nox 1 x 10%/1 3a Haii- IIpexbcHETE JICUSHUETO C JICHATHIOMU]T

Mako 7 jau win crag 1o < 1 x 10%1 ¢

acollMMpaHa BUCOKA TeMIiepaTypa (TeecHa

temmneparypa > 38,5 °C) mmm cnax g0 < 0,5 x 10%/1

OGpatHO nokausane 10 >1 x 10%/1 IIpoabmkeTe IEYCHUETO C JICHATUAOMHU Ha
CJIENIBAIIOTO MO-HUCKO JI030BO HHUBO (JI030BO
HHUBO -2, -3, -4, -5). He npunaraiite no3a
I0J1 030BO HUBO -5

Donuxyrapen aumpom (DJI)
Jleuenwue ¢ IeHANTUIOMU He TpAOBa 1a ce 3amnousa, ako ABH e < 1 x 10%/1 u/unu 6poaT TpoMGOLUTH ¢
<50 x 10%1, ocBeH aKo He € BCIIEACTBHE Ha MH(QUITPUPAHE HA KOCTHHSA MO3BK OT JIUM(OMa.

Ipenopvuumenna 0o3sa

IIpenmoprunTenHaTa HadaIHa 4032 JIeHaTuaoMu € 20 mg mepopaiHo BEAHEXK JHEBHO B 1HU 1 110 21
OT TTOBTAPSIIIH ce 28-THEBHU ITUKIIN 32 MaKCUMYM 12 nieueOHM 1uKbia. [IpernoprunTeiHaTa HadarHa
no3a purykcuMab e 375 mg/m? uHTpaBeHo3HO (i.v.) Beaka ceamuia B uMKkba 1 (maum 1, 8, 15, u22) u
neH 1 ot Bcekyn 28-1HEBEH UKD 32 AKX 2 10 5.

o  Cmuvnku 3a pedyyupane Ha 003ama

Hauanna mo3a 20 mg BeAHBK AHEBHO B 1HU 1-21, Ha Bceku
28 qHU

J1o30B0 HHBO -1 15 mg BenHBX AHEBHO B 7HU 1-21, Ha BcekH
28 mHHN

J1o30B0 HUBO -2 10 mg BenHBX AHEBHO B JHU 1-21, Ha Bceku
28 qHU

J1030B0 HHBO -3 5 mg BeAHBXK AHEBHO B MHU 1-21, Ha Bcekn
28 mHHN

3a KOpEeKINY Ha JI03aTa MOPayd TOKCHYHOCT Ha PUTYKCUMAa0 BUKTE ChOTBETHATA KpaTKa
XapaKTepPUCTHUKA Ha TIPOTYKTa.

o TpomboyumoneHus

[Tpu TpoMOOIITH [IpenoppunTEneH Kypc Ha JIEUEHHE

Crag mo < 50 x 10%/1 [IpexbcHETE TEUCHUETO C ICHATUIOMU U
npasete [TKK Haif-mManko Ha Bceku 7 THU

OGpatHO mokausane 10 > 50 x 10%/1 [Iponbpmkere T€UEHUETO HA CIEABAIIOTO TIO-
HHCKO JJ030BO HHUBO (JI030BO HHUBO -1)
3a Bceku cneasan craz nox 50 x 10%/1 [IpexbcHETE TEUEHNETO ¢ JICHATHIOMUI U

npasere [IKK naii-manko Ha Bceku 7 THU

O6patHO nokausane 10 > 50 x 10%/1 [IpoasmkeTe JEYCHUETO C JICHATHUIOMHU Ha
CJICABALIOTO MO-HHUCKO JJO30BO HUBO (JO30BO
HUBO -2, -3). He npunaraiite n03a mox 103080
HUBO -3.

o Abconiomen opoil neympoguau (ABH) — neymponenus

IIpu ABH [IpenoppunTeneH Kypc Ha jeyeHue *
Cnap < 1,0 x 10%/1 3a Haii-Manko 7 IHU WIn IIpexbcHETE JEUEHUETO C JICHATUIOMU U
Cman g0 < 1,0 x 10%/1 ¢ aconuupana Bucoka npasere [IKK Haii-manko Ha Bceku 7 qHU

TeMmIeparypa (TenecHa Temreparypa > 38,5°C), wiu
Crag 10<0,5 x 10°/1
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IIpu ABH [IpenoppunTeneH Kypc Ha jeueHue *

O6parro nokausane 10 > 1,0 x 10%/1 IIpoabmkeTe IEYCHUETO C JICHATUAOMHA Ha
CJIEIIBAIIOTO MO-HUCKO JI030BO HUBO
(103080 HUBO -1)

3a Bceku cneasan crnag nox 1,0 x 10%1 3a maii-manko  IIpekbCHETE JIEUEHUETO C JIEHAIUIOMU

7 mam wimm cnag 1o < 1,0 x 10%/1 ¢ acoumupana Bucoka  npasere ITIKK Hali-mManko Ha Bceku 7 THH

TeMmreparypa (TenecHa Temreparypa > 38,5°C), win

cman 1o < 0,5 x 10°/1

Cman mox 1,0 x 10%/1 [IpoabipkeTe JICUSHUETO C JICHATUIOMU Ha
CJIEIBAIIIOTO TIO-HUCKO JJO30BO HUBO
(mo3o0Bo HUBO -2, -3). He mpunaraiite no3a
T0JT J030BO HUBO-3

*Tlo NpCHCHKA Ha JICKaps, ako HEYTPOIICHUATA € €AMHCTBEHAaTa TOKCUYHOCT Ha KOCTO U J1a € 1030BO HUBO, ﬂ06aBeTe G-
CSF

Manmennorxnemvuen aumchom (MKJI) unu horuxynapen aumpom (DJI)

Tymop-nusuc cunopom (TLS)

Bcewuku nanuenTH TpssoBa ga nmoaydat npodunaktuka 3a TLS (amomypuHod, pa3dypukasa uiu
€KBUBAJICHT criope]l OpUIMATHUTE HACOKU) U Aa ObAaT 1o0pe XuApaTupaHu (epopaiHo) mpes3
IbpBaTa CeIMHUIA OT IIBPBHS LUKbBI WIH 33 MO-NPOABKUTEIICH EPHOA, aKO € KITMHUYHO MOKa3aHo.
3a nma ce cinenu 3a TLS, TpssOBa na ce mpoBexaa HaOOp OT OMOXMMHYHU U3CIIECABAHUS €KECEIMIIHO
npe3 IbPBUSI IUKBJI ¥ KAKTO € KIIMHUYHO MOKa3aHO.

Jlenanuaomua Moxe Aa Obe NPOABIDKEH (KaTo ce 3amas3u A03aTa) NpH nanueHTH ¢ tadopatopen TLS
wi crenied | kmuanden TLS, nim 1o nperieHka Ha jiekapsi 1a ce HaMalld JIo3ata ¢ €JJHO HUBO U JIa ce
NPOJIBIDKY JIeHAUIOMI. TpsiOBa ja ce OCUTypH aKTUBHA UHTPABEHO3HA XUPATAIUS U TIOAXOISIIO
MEIUIMHCKO JICUCHHE CIIOPEa MECTHHUS CTAaHAAPT 3a MoJjlaraHe Ha IPYKH 0 KOPUTHpaHe Ha
€JIEKTPOJIMTHUTE aHOManuu. Moxe Ja e HeoOxoanMa Tepanus ¢ pa30ypukasa, 3a J1a ce HaMaiu
XUMEPypUKEeMUsITa. XOCTUTATU3AIMATA Ha TTAlMEeHTa € TI0 TpelieHKa Ha jekaps. [Ipu manuenTtu ¢
kiauandeH TLS crenen 2 10 4, npekbCHETE JICHATUIOMU U TIPOBEXKAANTE HA0OP OT OMOXUMHUYHHI
M3CIICIBAHNUS €KECEIMUYHO HIIH KaKTO € KIMHUYHO NoKa3aHo. TpsiOBa 1a ce ocurypu akTuBHa
WHTPABEHO3HA XHPATAINS W MOXOISII0 MEUIIMHCKO JIeYEHUE CIIOPE]] MECTHHUS CTaHAapT 3a
rojiaraHe Ha IPYKU JI0 KOPUTHPAHE Ha eNIEKTPOIIMTHUTE aHOMaMK. Tepanusra ¢ pa30ypukasza u
XOCHHTANIM3aLUsATa ca Mo npenenka Ha Jekaps. Korato TLS otmrymu no crenen 0, mogHOBeTe
JICHAJIMJOMUJI Ha CIIEJBAIIOTO O-HUCKO HUBO MO IPELeHKa Ha jJekaps (Bk. Touka 4.4).

Peaxyus na akmueupane na mymopa

ITo mpenenka Ha jekaps, JICHAIAIOMU MOXeE Ja ObJIe TPOIBIKEH TP MAIMEHTH ChC cTereH 1 wim 2
peaknms Ha akTHBUpaHe Ha Tymopa (Tumor flare reaction, TFR) 6e3 mpexbscBane wim u3meHnenue. 1o
MIpeleHKa Ha JIeKapsl MOXKe Ja C€ PUIIOKH TeParus ¢ HECTEPOUIHN TPOTHBOBB3MAIUTEIHN CPEICTBA
(HCIIBC), KOpTHKOCTEPOUAH, C OTpaHUUEHA MPOIBIIKUTEIHOCT, U/WIN HAPKOTUYHHU aHAITCTULIH.
IIpu maruenTu cbe crereH 3 wiu 4 TFR, cipere iedeHneTo ¢ ICHAIUIOMHI U 3aITIOYHETE TEPATTHS C
HCIIBC, xoptukoctepouay u/uian Hapkotudau aHanretunu. Korato TFR ormrymu mo < crenes 1,
MOJHOBETE JICYCHUETO C JICHAINAOMHU/] Ha ChLIOTO 1030BO HUBO 3a OCTaHajaTa 4yacT OT [IUKbJIA.
[lanuenTure Morat na ObAAT JEKyBaHH 32 MPEOJOJISIBAHE HA CUMIITOMHUTE CIIOPEA HACOKUTE 32
nederneTo Ha ctenied 1 u 2 TFR (Bx. Touka 4.4).

Bcuuku noxazanus

IIpu apyrw MPOsIBM HAa TOKCHYHOCT OT CTENeH 3 WiH 4, 3a KOUTO € TIPEIeHEHO, Y€ ca CBhP3aHU C
JIEHATUIOMU, JICUCHUETO TPsiOBa J1a ce CIpe U Ja c€ Bb30OHOBHU Ha CJICIBAIIIOTO TO-HUCKO JO30BO
HUBO, KOT'aTO TOKCUYHOCTTA IOCTUTHE CTEMEeH < 2 MO0 MpeLeHKa Ha JIeKapsl.

IIpu kokeH 0OpuB OT cTerneH 2 Wik 3 TpsOBa 1a ce 0OMHUCIIN IPEKbCBAHE WK CIIMpPaHe Ha
aeHamuaoMun. JleHamuaoMu TpsOBa Aa ce Crpe MpH aHTHOeIeM, aHaQUITaKTHYHA peaKius, OOpUB OT
cterneH 4, ekconuaTuBeH WK OyJI03eH 00pPHB MIIM aKo ce MOJ03upa CHHAPOM Ha Stevens-Johnson
(SJS), Toxcnuna enuaepmaiHa Hekposn3sa (toxic epidermal necrolysis, TEN) wiu nekapcTBeHa
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peakius ¢ eosuHoduans u cuctemun cumnromu (DRESS) u He TpsiOBa 1a ce 3am04Ba OTHOBO CIIE
CTIIMpaHe Nopajii TOPHUTE PEaKIINH.

CHCLII/IaJ'IHI/I nomnyjaanuu

[leduampuuna nonynayus
Jlenamunomua Accord He TpsOBa J1a ce MpHIIara MpH Jela U IOHOIIN OT PaXIaHEeTo J0 1o 18 roguau
opajii ChoOpakeHus 3a 0e30MmacHOCT (BXX. Touka 5.1).

Cmapuecka gv3pacm

Hannynaute nmonactosimeM (papMakOKMHETUYHHU JAaHHU Ca OTMCAHU B TOUKa 5.2. B KIIMHUYHH
IPOYYBAHUS JICHAIMIOMUA € OWJI IpuiIarad Ha NalMeHT! ¢ MYJITUIIEH MUEIOM Ha Bb3pacT A0

91 ronunu (BX. Touka 5.1), Ha MAMEHTH ¢ MUEIOAUCIUIACTUYHNA CHHAPOMH Ha BB3PacT 10 95 roaunHu
Y Ha TALIMEHTU C MAHTEIHOKJIEThYECH TUM(OM Ha BB3pacT 10 88 rogunu (BxkK. Touka 5.1).

Twit KaTo € MO-BEpOSATHO MALMEHTHUTE B CTap4YecKa Bh3pacT Ja MMaT HaMasieHa ObOpedHa (yHKIus,
TpsiOBa BHUMATEJHO J1a ce ToAOupa 1o3ara 1 01 010 pasyMHO Ja ce ciean ObOpeyHarTa pyHKIHs.

Hogoouaenocmuyupan myamunien Mueiom: nayueHmu, Koumo He ca nooxoosiuyu 3a
mpancniarmayust

[TanueHTHTE C HOBOAUATHOCTHIIMPAH MYJITHIUICH MUEIIOM Ha BB3PacT 75 W MOBeYe TOAWHU TPOBa
BHHUMATEJTHO JIa CE OIICHSBAT, MMPEAM Ja e 0OMUCIIA jicueHue (BXK. Touka 4.4).

[Ipu manmenTH Haj 75-TOAMIITHA BB3PACT, JIEKYBaHH C JICHATHIOMHU]] B KOMOUHAIINSA C IEKCAMETa30H,
HaJaJHaTa 703a JekcameTa3oH ¢ 20 mg BeAHBK JHEBHO Ha qHU 1, 8, 15 1 22 ot Bceku 28-1HEBEH
JeueOeH UKbII.

He ce npennara anantupane Ha 103aTa MPH MAMESHTH HAJ 75 TOJMHU, KOUTO Ca JIGKYBAHHU C
JICHAJIUZOMU B KOMOMHAIIMS ¢ MeJi(aliaH U MPEIHU30H.

[Ipu manmeHTH ¢ HOBOAMATHOCTHUIIMPAH MYJITHIICH MUEJIOM Ha BB3pacT 75 W MOBeYe TOJUHH, KOUTO
MoJIyJaBaT JICHATUAOMUI, UMa MO-BUCOKA YECTOTa Ha CEPUO3HU HEXKEIIAHU PEaKIIUU U HeXKeIIaH!
peaKIu, KOUTO BOJST JI0 CIIMPaHE Ha JICYCHUETO.

KomOunupanata tepanist ¢ JIeHaTUIOMU/, Ce TIOHACS TI0-3JI¢ PH MAIIMEHTHTE ¢ HOBOJAWATHOCTUIIMPAH
MYJITHUIUIEH MUEJIOM HaJ 75-ToAMIIHA B3pacT B CpaBHEHHE C MO-MJIaaTa nommynanus. Te3n naiueHTu
IpEeKpaTsABaT JICUCHUETO MO-YECTO MOPaAN HETIOHOCUMOCT (HEXEIaHU ChOUTHS cTeneH 3 uin 4 u
CEpUO3HU HEXeJaHU ChbOUTHS), B CPAaBHEHHUE C MALMEHTUTE < 75 FOJUHU.

Mynamunnen muenom: nayuenmu ¢ nome eoHa npeoxoxHcoauja mepanus

[IpoueHTHT HAa MALMEHTHUTE C MYJITUILICH MHUEJIOM Ha 65 TOUIITHA B3pacT WX II0BEYE HE Ce €
pasiaMyaBal 3HAYMTEIHO MEXIY IPYIHTE, JEKyBaHH C JICHAIUIOMUI/AEKCAMETa30H U
mane6o/nexcamerasos. [Ipu Te3u nanueHTH He € HaGII0AaBaHo 00O pa3Inyue B 0e30MacHOCTTa U
e(pUKacHOCTTa B CPaBHEHHE C TIO-MJIQJIN, HO HE MOXKe J1a ObJie M3KIII0YeHa MO-H3pa3eHa
HPEIPa3NoI0KEHOCT TPH MO-Bb3PACTHU MHAUBHIH.

Muenooucnracmuynu cunopomu

[Ipu nanueHT! ¢ MUEIOUCIIIIACTUYHU CHHIPOMH, JICKYBaHU C JICHATHJIOMUJI, HE ce HaOIr01aBa KaTo
1510 pa3iiiKa M0 OTHOIIICHUE Ha O€30MaCcHOCTTa M e(DMKACHOCTTA MKy MAIIMCHTH HaJl 65-roIuIIHa
BB3PACT U TIO-MJIA/IN TTAITUCHTH.

Manmennoxnemvuen aumpom
3a manueHTH ¢ MaHTETHOKIIEThYCH JTUM(OM, JICKYBaHU C JICHATUIOMUJ, He ce HabIrogaBa ooma
pasznmka B 6€30MacHOCTTa 1 e(hUKACHOCTTA MEX/Ty TAIIMEHTH HA BB3PacT 65 WK moBeye roJIMHU B

CpaBHEHHE C MAIMECHTH Ha BB3PacT Mo 65 TOIUHH.

Donuxynapen aumpom
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3a nanpeHTHTe ¢ HONMMKYIAPEH JIMMGPOM, JIEKYBaHH C JICHATUIOMH]] B KOMOWHAIIUS C PUTYKCHMAO,
obIara JecToTa Ha HeXKEJIaHUTE CHONUTHS € TI0/I00HA ITPH MAIMEHTHTE Ha BB3PacT 65 MK ImoBeye
TOJIMHY B CPaBHEHHE C TAIMEHTHUTE o] 65 ronuuu. He e HaOnronaBaHa KaTo ISUI0 pa3iiuKa B
e(h)MKacCHOCTTa MK/ JBETE Bh3PACTOBU TPYIIU.

Hayuenmu ¢ 6v0peutio ygpedcoane

JlenamuaomMua ce OTACIS NPEAUMHO OT OBOpEIUTE; MAIUSHTUTE C ITO-TOJIsIMA CTEIIEH Ha ObOPEeYHO
YBpEXKITaHE MOTAT J]a MMaT HapyIIeHa MOHOCHMOCT KbM JIeueHHEeTO (BXK. Touka 4.4). TpsiOa
BHUMATEIIHO [TOA0MpaHe Ha J03aTa U ce MpernopbyBa cieaeHe Ha ObOpeuHaTa QyHKIUS.

He ce nanara agantupane Ha 103aTa IpHU NALUEHTH C JIEKO ObOPEUHO yBpeXJaHe U MyJITHIUICH
MHEJIOM, MUEJIOJUCIUIACTUYHH CHHAPOMH, MAaHTEIHOKJIEThUYCH JIUM(OM miH (oinKynapeH JTuMpoM.
[IpenopbuBa ce cleAHOTO aAanTHpPaHe Ha J03aTa B HAYAJIOTO HAa TEPaIusITa U Mpe3 LI0TO
BpEeMeTpacHe Ha JICUSHUETO NPH MALMEeHTH ¢ YMEPEHO MM TEXKO yBpeaeHa Ob0peuHa QyHKIMS WU
MIpH TEPMUHATHA ObOpEeYHa HEJOCTATHYHOCT.

Hsima onut ot m3nuTBanus ¢asza 3 npu tepmuHaina 0b0peuna HenocraThyHocT (End Stage Renal
Disease, ESRD) (CLcr < 30 ml/min, Hanararmia quanusa).

Mynmunaen muenom

bnopeuna ¢pyukuus (CLcr) AnanTupaHe Ha 103aTa

YmMmepeHo ObOpedHO YBpeKIaHe 10 mg BeHBK THEBHO'

(30 < CLer < 50 ml/min)

Texko 6bOpedHO YBpeKIAHE 7,5 mg BeIHEXK JHEBHO’

(CLer <30 ml/min, 6e3 Hy>kJa OT AUAIH3A) 15 mg npe3 aeH

Tepmunanaa 660peuna venocraTpuHocT (THH) 5 mg BeAHBXK JHEBHO. B nHUTE Ha

(CLcr < 30 ml/min, ¢ Hy»/1a OT Juain3a) JMan3a j03ara TpsoBa J1a ce
TIprJIara cies IUajin3ara.

! Jlozara MoXe Jia ce MOBULIK JI0 15 Mg BEIHBK JHEBHO CIIEH 2 IUKbBJIA, KO HAMA OTTOBOD HA JIEYEHUETO U
MAIUEeHTHT UMa 100pa MOHOCHMOCT KBM HETO.
2 B crpanurte, KBIETO CE Ipejiara Kancylara ot 7,5 mg.

Muenooducniacmuynu cunopomu

bnopeuna ¢pyukius (CLcr) AnanTupase Ha 103aTa
YMepeHo 060pedHO yBpEeKIaHe Hauanna moza 5 mg BEeAHBXK JHEBHO
(30 < CLer < 50 ml/min) (B mau 1 no 21 ot noBTapsmu ce 28-

JTHEBHHU TTUKIIH)

Jlo30B0 HUBO -1* | 2,5 mg BemHBXK THEBHO
(B mau 1 no 28 ot moBTapsmu ce 28-
JTHCBHU IIHUKJIN)

Jlo30B0 HUBO -2* | 2,5 mg mpe3 AcH
(B mam 1 1o 28 oT moBTapsM ce 28-
JTHCBHU ITHUKJIN)

Texko ObOpEYHO yBpeKIaHE Havanna nosza 2,5 mg BEAHBX THEBHO
(CLcr < 30 ml/min, 6€3 Hy1a OT (B nau 1 no 21 ot noBrapsiu ce 28-
TAATN3a) JTHEBHH ITHKJIH)

Ho3zoBo HEBO -1* | 2,5 mg npe3 nen
(B mau 1 no 28 ot moBTapsmu ce 28-
JTHEBHH ITUKJIH)

Jlo30B0 HHUBO -2* | 2,5 mg qBa IBTH CEIMUIHO
(B mau 1 no 28 ot moBTapsmu ce 28-
JTHEBHHU TTUKIIH)

Tepmunanaa 660peuHa Hauanna moza 2,5 mg BeIHBX THEBHO
uHegocrarbuHocT (KCBH) (B mau 1 no0 21 ot noBTapsmu ce 28-
(CLcr < 30 ml/min, ¢ Hy*%n1a ot JTHCBHU IIHUKJIN)

Janmsa) Jo30Bo HHUBO -1* | 2,5 mg npe3 aeH

(B mam 1 1o 28 ot moBTapsM ce 28-
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B naute Ha nuanmsa mo3ata TpsiOBa JTHCBHU IHUKJIN)

Jla ce mmpuyara Cliel inanusara. Jlo30Bo HHMBO -2* | 2,5 mg 1Ba IbTH CEAMHYHO
(B mam 1 1o 28 oT moBTapsM ce 28-
JTHCBHU ITUKJIN)

* [IpenopbYMUTETHH CTHIIKK 33 HAMAJISIBAaHE HA 103aTa [0 BPEME Ha JIEUEHUETO U ITPU Bb30OHOBSBAHE HA JEUEHUETO MPU
JIeYCHHEe HA HEYTPOIICHUSI WIIM TPOMOOLUTONICHHUS CTEEH 3 Win 4, WK APyra TOKCHYHOCT CTeIeH 3 WiH 4, 32 KOUTO €
IIPELEHEHO, Y€ A CBHP3aHU C JICHAIMOMUJ, KAaKTO € OIUCAHO IO-TOpeE.

Manmennoxnemvuer aumpom

bropeuna ¢pynknma (CLcr) AjanTHpaHe HA 103aTa
(mam 1 10 21 oT MOBTApSIIH CE
28-THEBHH ITUKITHN)

YMepeHo 060pedHO yBpeKIaHe 10 mg BeOHBK JHEBHO!

(30 < CLer < 50 ml/min)

Texko 6bOpedHO YBpeKIAHE 7,5 mg BEIHEXK THEBHO?

(CLer <30 ml/min, 6e3 Hy>kJa OT AUAIH3A) 15 mg npe3 aeH

Tepmunanna 6s6peuna nenocrarbunoct (KCBH) 5 mg BeAHBX NHEBHO. B nHUTE
(CLcr < 30 ml/min, ¢ Hy»/1a OT J1ajin3a) Ha Juaju3a Jo3aTa TpsOBa aa ce

rnpwjiara CJjc uajan3ara.

! Tosata moxe na Ob/ie MOBHIIEHA 10 15 Mg BEIHBK JHEBHO ClEA 2 IUMKBIA, AKO TIAMEHTHT HE PEarnpa Ha
JIEYEHHETO U MOHACS JICUCHUETO.
2 B crpanu, KbJETO C€ NpejyIara Kancynara ot 7,5 mg.

Donuxynaper aumg@pom

bropeuna ¢pynknma (CLcr) ApanTupase Ha 103aTa
(mam 1 10 21 oT moBTapsIIy Ce
28-THEBHU ITUKIIN)

VYMepeHo 6b0pedHO yBpeKIaHe 10 mg BeHBK THEBHO '

(30 < CLer < 60 ml/min)

Texko 6bOPEUHO YBPEKIAHE 5 mg BeTHBK THEBHO

(CLcr < 30 ml/min, 6e3 Hy»X/1a OT AMAJIN3a)

Tepmunanaa 6s6peuna HenoctaTpuHoCT (THH) 5 mg BeAHBXK JHEBHO. B mHUTE Ha
(CLcr < 30 ml/min, ¢ Hy»%/1a OT Auau3a) JUanm3a j03ara TpsoBa Ja ce

TIprJIara cjiesl Juajin3arta.

! JlozaTa MO>Ke 1a ce MOBHUIIH 10 15 mg BeAHBXK AHEBHO ciie]] 2 UKBIIA, aKO MAIUSHTHT HMa 00pa MOHOCHMOCT KbM
Tepanusra.

2 3a mauMeHTH Ha HayaiHa 103a 10 mg npyu HamMalsBaHE Ha J03aTa 3a JICYEHHE Ha HEYTPOIIEHUS UM TPOMOOLUTONEH S
cTerneH 3 win 4 Wi Jpyra TOKCHYHOCT CTEMeH 3 WM 4, 3a KOATO € MPELEHEHO, Ye € CBbP3aHa C JCHAINI0MUI, He
IpuiIaraifTe 103a noa 5 mg mpes AeH Wix 2,5 mg BeAHBXK JHEBHO.

Crient 3armo4BaHe Ha Tepanus ¢ JICHATHIOMHU/I, IOCIICABAINATA IIPOMSHA Ha J103aTa JICHATUAOMUJI ITPH
MaIeHTH ¢ ObOPEUHO YBpeKAaHe TPSOBA Ja ce OCHOBAaBa HA IOHOCUMOCTTA KbM JICUCHHETO Ha
OTJICITHYSI MAIIMEHT, KAKTO € OMICaHO TO-Tope.

Hayuenmu ¢ ueproOpobHO yepesrcoare
JleHanuaoMus He € O(HUIMAIHO [TPOYUBAH IPH ITAIHEHTH C YBPeIeHa YepHOAPOOHA (DYHKIINSA U HAMA
crienn(UYHU MPETOPHKH 3a 103aTa.

Hauue Ha npuiioxxkeHue

IIepopanHo npunoxeHue.

Jlenanunomua Accord TBBPIM KamCyu TPsiOBa Ja ce mprueMaT MepopatHo 10 MPUOTUIUTETHO STHO U
CBINIO BpeMe B omnpenenenute nau. Kamcynnre He TpsiOBa Aa ce OTBapsT, YyIsAT WU IHBYAT.
Kamcynure TpsiOBa 1a ce rpaTaT 1ENH, 3a IPEANOYUTaHE C BOJa, ChC WM 0e3 XpaHa.

[IpemopbuBa ce j1a ce HATUCHE caMO eIMHHAT Kpai Ha KarcyJaTa, 3a J1a ce U3BaJIv OT OJmcTepa, KaTo
Taka ce HaMajsiBa PUCKBT OT JIe(hOPMUPAHETO WIIH CIYIIBAHETO M.
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4.3 IIporuBonoka3zanusi

. CBpBXUYYBCTBUTEIHOCT KbM aKTUBHOTO BEIECTBO MM KbM HIKOE OT IIOMOLIHHUTE BEIECTBA,
n30poeHu B Touka 6.1.

o [Tpu OpeMeHHH JKeHH.

o ITpu »xeHu ¢ neTepoieH NOTEeHIHA, OCBEH aKo ca Clla3eH! BCUUYKH ycioBus 1o [Iporpamara 3a

Mpena3Bane 0T OpeMeHHOCT (BXK. TOUkH 4.4 u 4.6).
4.4 CrhnenuajaHu npeaynpeskAeHUs! U NpeANa3sHi MepKH IPH ynorpeda

KoraTo JieHaJHI0MHJI ce MpUJIara B KOMOMHALHUSI € IPYT'H JeKapCTBEHH NPOAYKTH, TPsiOBa /1a ce
npouere choTBeTHaTa KpaTka XapakTepucTika Ha MPOAYKTa NMpeIu 3aM04YBaHe HA JeYeHHeTo.

TpenynpexaeHus npyu OPeMEeHHOCT

JleHanuIOMUJT € CTPYKTYPHO CXOJCH ¢ TATUAOMHU. TamuIoMu € H3BECTHO TEPATOTEHHO aKTUBHO
BEIIIECTBO TIPH X0Opa, KOETO MPUIHHSIBA TEKKH )KUBOTO3aCTpaIIaBaIly BpoaeHu aedextu. [Tpu
MaMyHH JICHATHIOMHE/T € TIPESIH3BUKAT Maa(popMaIiy, OT00HH Ha T3, OIMCAHH 32 TaTUIOMHU/I
(Bx. Toukm 4.6 1 5.3). Ako npu Xopa Mo Bpeme Ha OPEMEHHOCTTA Ce MpHUeMa JICHATUIOMUI, CE OYaKBa
TEpaTOreHeH e(EeKT.

VcnoBusTa Ha HporpaMaTa 3a IpeAra3BaHe OT 6peMCHHOCT TpSI6Ba Ja Ca U3IIbJIHCHHU 3a BCUYKHU
ManrueHTU, OCBCH dKO HAMA CUTYPHO AOKA3aTCJIICTBO, Y€ MAMCHTKATAa HAMaA ACTCPOJACH IMOTCHIUAJL.

KDI/ITGDI/II/I 3a )KCHU 0€e3 JACTCPOJCH NNOTCHIIM AT

HpHeMa CC, Y€ IMAaMCHTHU OT KCHCKHU I10JI UJIK ITaPTHHOPKU Ha MAITMEHTH OT MBXKKHU I10JI UMAaT
ACTEPOJACH IMOTCHI AL, OCBEH aKO IMTOHEC €AMH OT CIICAHUTE KPUTCPHUU HE € HAJTUYUCH:

. Br3pact > 50 roguam 1 ecrecTBeHa aMeHOpes oT > 1 roanHa (aMeHopes Clie]] aHTUTYMOpHA
Teparnus WIK 10 BpeMe Ha KbPMEHE He M3KIIF0YBA JACTEPOICH MOTCHIHA).

o [IpexxneBpeMeHHa OBapHallHa HeJIOCTAThYHOCT, TIOTBBPJIEHA OT CIICIIUAIACT-THHEKOJIOT.

o JIBycTpaHHa CaNMUHTO-00(pOPEKTOMHUS WITH XUCTEPEKTOMUS B MHHAJIOTO.

o XY renoturl, CHHAPOM Ha THPHBD, areHe3ns Ha MaTKara.

CoBetH

JlenanmuaomMu € IPOTHBOIIOKA3aH MPH JKEHU C JICTSPOJICH MOTCHIINA, OCBEH aKO HE Ca M3ITbJIHCHH

BCHUYKH OT CIICAHHUTE yCIOBHUS:

o “Kenata pa3zbmupa ouakBaHUs TEPATOT€HEH PHUCK 32 HEPOACHOTO JETE.

. Ts pa3zdbupa HeoOXxoaMMOCTTa OT e(heKTUBHA KOHTpAICINA, Oe3 MPeKhCBaHe, 3aIt0uBaia Hai-
MaJIKO 4 CeMUIIM MTPeI HAYaI0TO Ha JISYEHUETO, TI0 BpeMe Ha IISUTIOTO JISYCHHE ¥ HalH-MaJlko
4 ceaMUIM clie] HETOBUA Kpai.

o Kena ¢ neTepoieH noTeHMaN TPSAOBA Ja CJIe/IBA BCUUKU ChBETH 32 e()eKTHBHA KOHTPAIICTIIIHS,
JIOpH J1a € C aMeHopesl.

o Tst TpsiOBa 11a € B ChCTOSHUE Ja Cra3Ba e()EKTHBHUA KOHTPAIICIITUBHI METO/IH.

o Tst e unopMupana u pazoupa MOTCHIMATHUATE MOCICSACTBUS OT OPEMEHHOCTTA U
HEOOXOMMOCTTA OT He3a0aBHAa MEIUIIMHCKA KOHCYJITAIlMs, aKO MMa PHCK OT 3a0peMEHsIBaHe.

. Ts pa3bupa HyX/Jata J1a 3alovHe JICYCHHETO Bb3MOXKHO HAi-CKOPO CJIe/l OTITYCKaHEeTO Ha
JICHATUIOMUT CJIE]] OTPHIIATENICH TECT 32 OPEMEHHOCT.

o Tst pa3bupa HEOOXOIUMOCTTA M IIPHEMA J1a Ce MojjIara Ha TECTOBE 3a OPEMEHHOCT Hali-MaJKo Ha
BCEKH 4 CeIMMIIN, OCBEH B CIIy4ail Ha MOTBBPJCHA TyOapHa CTEPHUIM3AIIN.

. Tst nOTBBpPIK/1aBa, Y€ pa3dupa OMACHOCTUTE M ChOTBETHHUTE MPEANA3HH MEPKH, CBbP3aHH C

M3II0JI3BAHCTO Ha JICHAIMAOMMUI.
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[Tpu nanyeHTr OT MBXKKH T10JI, TPUEMAIIH JCHATHIOMUT, apMaKOKHHETHIHUTE JJAHHU ITOKa3BaT, e
JEHATTUAOMUJL C€ ChbpPKa B YOBEIIKATa CIIepMa B M3KIIIOUYUTEIHO HUCKY HUBA 110 BpeMe Ha
JICYCHUETO U € HEOTKPUBAEM B YOBEIIIKATA CIiepMa 3 IHU CJIE/ CIIUpPaHE Ha BEIIECTBOTO MPH 3ApaBus
uHauBH] (BK. Touka 5.2). KaTto npeana3Ha Msapka U KaTo ce UMaT MPEABH/] CIICIIUATHUTE TIOITYJIAIlUN
C MPOJBIDKUTEITHO BpeMe Ha eJIMMUHHIpaHe, KAKBUTO ca MalMeHTUTe ¢ ObOPeYHO YBpekKIaHe, BCUIKH
MAIMEHTH OT MBXKH IO, IPUEMAIIH JICHATHIOMUI, TPsIOBA J1a OTrOBAPST HA CICTHUTE YCIOBHS:

. Jla pa30upat o4akBaHHUS TEPATOr'€HEH PUCK IIPH MOJIOB KOHTAKT ¢ OpeMeHHa JKEeHa MJIH JKeHa C
JeTEPOJECH IOTEHIHATL.
. Jla pa30oupaTt HEOOX0IMMOCTTA OT M3TIOI3BAHE HA MTPE3EPBATUB TIPH T0JIOB KOHTAKT C OpeMeHHa

JKCHa WITH JKeHa C JIETepPOJIeH MOTEHINAN, KOsTO He TIpuiiara e()eKTHBHA KOHTpaIenus (Jopu
aKo MBXKbBT € HMaJI BA3€KTOMHUSI), TI0 BpEME Ha JICUSHHETO U B IPOIBIDKCHUE HA Hall-MaJKo 7
JTHH CJIe BpEMEHHO NPEKbCBAHE W/WIIM CIIMPAHE HA JICYEHUETO.

J Jla pa3bupat, 4e ako mapTHhOpKaTa UM 3a0peMeHee, TOKaTo MpHUeMaT JICHATUIOMU] HIIH CKOPO
CIIeJ KaTo ca CIpelH Ja IMpHeMar JICHATUAOMHU/, Te TPSIOBa 1a YBEJIOMSAT He3a0aBHO JIEKyBaIIHs
JIeKap U 4e ce MpernopbyBa Ja Haco4yaT NapTHHOPKATa CU 3a OLIEHKA U CHBET KbM JIeKap,
CICIHAIN3UPAH WU C OIUT B TEPATOJIOTHUSATA.

[IpennucBanmusT JeKapCTBOTO TPSIOBA J1a OCUTYPH IIPU )KESHUTE C JICTSPOJICH TIOTCHIIUA, Ye:

L4 HaI_II/IeHTKaTa CC MPUABbPIKA KbM YCJIOBHATA HA HporpaMaTa 3a Npearma3BaHe OT 6p6MeHHOCT,
BKJIIOYBAIIX U IIOTBBPIKACHUC, Y€ TA IIPOSABABA JOCTATBbYHO pa36HpaHe.
L HaHI/ICHTKaTa € MOTBBbPANIIA TOPECIIOMCHATUTE YCIOBUA.

KonTpanenuus

Kenu ¢ ACTCPOACH MOTCHIUAIT TpSI6Ba Ja U3I10J3BarT Hak-MaJIko CIUH e(l)eKTI/IBeH KOHTPAILCIITUBCH
MCTOL Haii-maiko 4 CCAMUIIM MPCIU TCpallyAaTa, MO0 BPpECME Ha TCpanurdaTa 1 Hai-majko 4 cCaAMUI
CJIC T€paruATa € JCHaAIUAOMUI U JOPH ITPU BPEMEHHO IIPEKHECBAHE, OCBCH aAKO IMallUCHTKAaTa HE
BB3NPUCME IIBJIHO U MMPOABILKUTCIIHO BB3AbPIKAHUC, TIOTBBPKAABAHO CIKEMECCUHO. Axo He e
IIPUBUKHAJIa KbBM e(i)eKTI/IBHa KOHTpaleCmnuusd, nNaueHTKaTa Tpﬂ6Ba Ja 6’[),[[6 HaCoO4Y€Ha KbM
MCIUIMHCKHU CIIEHUATINCT CbC CHOTBETHATA IMOATOTOBKA 3a KOHCYJITAlMA 3a KOHTpalCIIusA, 3a 1a CE
3aI104YHC MMPOBEKIAHETO HA TaKaBa.

Moske 1a ce OOMUCIIAT CJACAHUTE MPUMEPH 3a TOIXOISIIN KOHTPALICTITUBHNA METOJIH:

. HMmnnanTtat

Brrpemarouna cucrema, ocBOOOK1aBaIIa JIEBOHOPTeCTPe

Jeno dhopMa Ha MEIPOKCUTIPOTECTEPOH aleTaT

TyOGapHa cTepunmu3anus

[TomoBM KOHTAKTH CaMo C MMAPTHHOP, IIPH KOWTO € N3BBPIIECHA BA3EKTOMHS;, BA3eKTOMUSTA
TpsiOBa Jla € MOTBBP/ICHA C J{BA OTPUIIATEIIHA aHAJIN3a Ha criepMa

. Nuxubupariy oByausaTa Xamiera caMo ¢ IporecTepoH (T.e. Ae30recTpen)

He ce npenopbuBaT KOMOMHUPAHH NEPOPATTHI KOHTPALIENITUBHU XalueTa MpU MaLUEHTKH C
MYJTHIUIEH MHEJIOM, IPUEMAIH JICHAIUAOMH]T B KOMOMHUpaHa Tepamus, ¥ B IO-MaJKa CTETIeH IpU
MAIMEHTKH ¢ MYJITUIUICH MHEJIOM, MUEJIOANCIUIACTUYHU CHHAPOMH M MaHTEJIHOKJIETHYEH JIUMQOM,
MOJTyYaBalll MOHOTEPAIUS C JICHATMIOMHU, IOPaaH IOBULICHUS PUCK OT BEHO3HA TpoMOoeMOous
(BX. cbIo Touka 4.5). AKo manueHTKara nprueMa KOMOMHUPAHH MIEPOPATHU KOHTPAICTITUBH, TSI
TpsiOBa Jla MpeMUHE HA CIUH OT €)EKTUBHUTE METO/IU, U30POCHHU O-rope. PUCKBT OT BeHO3HA
TpOMOOEeMOOIHS IPOIbIKaBa 4—6 CeIMUIIH CiIe]l IpeKpaTsBaHe Ha KOMOWHUpaHaTa ImepopaiHa
KoHTpauenus. EQrkacHOCTTa Ha KOHTPALIENTUBHUTE CTEPOUAN MOKE J1a € HamalleHa Py
€THOBPEMEHHO JICUCHHUE C JIeKCaMeTa30H (Bk. Touka 4.5).

HmmmadaraTture u BBTPEMATOUYHUTE CUCTEMH, OCBO60)K,I[aBaI]_II/I JIEBOHOPI'€CTPEI, CE CBBP3BAT C

TIOBHUIIICH PUCK 32 MH(EKTHPaHEe MPH MOCTABIHETO UM H 33 HEPEIOBHO BarMHAIHO KbpBeHE. TpsaoBa na
ce OOMUCITH aHTHOMOTHYHA PO UITAKTHKA OCOOSHO TIPH MAIIMEHTKH C HEYTPOTICHHS.
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[To mpuHIMIT HE Ce MPemopHYBAT BETPEMATOYHN CHUCTEMH, OCBOOOXKIABAIIN MEI, TIOPaTH
MOTEHITHATHUS PUCK 32 WH(PEKTHPaHEe TIPY IOCTAaBAHETO UM U 3a 3ary0a Ha TBBpPJe MHOTO
MEHCTpYaliHa KPbB, KOUTO MOKE J]a U3J0KAT HA PUCK MALIMEHTKU C HEYTPOIICHUS WU
TPOMOOIIUTOTICHUSI.

TecrtoBe 3a OpeMEHHOCT

Cnopen MecTHaTa MpaKTUKa 32 )KCHUTE C JICTEPOJICH MTOTCHITHAI TPSOBa 1a ce IPOBEKIAT
KOHTPOJIMPAHH OT MEAMIIMHCKO JIUIE TECTOBE ¢ MUHMMaJIHa 4yBCTBUTEIHOCT 25 mIU/ml, kakTo
CIIOMEHATO MMO0-101y. ToBa M3UCKBAaHE CE€ OTHACS U 3a KEHUTE C IETEPOJICH MOTCHIINAJ, KOUTO CIa3BaT
IIBJTHO M TIPOABIDKUTEIHO BB3AbpKaHue. B niaeamnus ciydail TecThT 32 OpeMEHHOCT, M3/1aBaHETO Ha
perenTaTa 1 OTITyCKaHETO Ha JIEKaPCTBEHHUS MPOIAYKT CE OCHIIECTBIBAT B €AMH H CHIIT JICH.
OTnyckaHeTo Ha JICHAIH/IOMHU]] Ha KESHH C JICTEPOICH MOTESHITHAI TPAOBa /1a CTaBa B pAMKHUTE Ha

7 IHU chel NPEANUCBAHETO.

Ilpedu 3anousane na reyenue

Tect 3a OpeMEHHOCT, KOHTPOJIMPAH OT MEIUITMHCKO JIUIE, TPSOBA JIa CE MPOBEC MPU KOHCYIITAIIUSTA,
KOTaTO C€ TPEANHICBA JICHATHIOMU, WU TIPe3 MPEIUITHATE 3 THH PN ITOCEIICHUETO TIPH
MPeUCBAIIKS JIeKap, aKo MallMeHTKATa ¢ Mpuiiarajia e(peKTHBHA KOHTPALCIILHS [TOHE B ITOCISIHNUTE
4 cemmury. Llenta Ha TecTa e Ja MOTBBPAHM, Y€ MAIMCHTKATa HE € OpeMeHHa KbM MOMEHTA Ha
3a0YBaHe Ha JICUEHHUETO C JICHATTMAOMHMI.

Ilpocneossane u kpail Ha 1eyenuemo

Tect 3a OpeMeHHOCT, KOHTPOJIMPAH OT MEIUITMHCKO JIUIIE, TPSAOBA J1a CE MPOBEXK/Ia HAl-MaJIKO Ha
BCEKH 4 CEJMHUIIM, BKJI. Hali-MaJIKo 4 CEIMUIIU CIICA Kpasi Ha JICUEHUETO, OCBEH B Clydyail Ha
MOTBBP/ICHA TyOapHa cTepuiin3alusa. Te3un TeCTOBe 3a OPEMEHHOCT TPsAOBa Ja ce MPOBEK AT B ICHA Ha
MIPEANMCBAHE Ha JIEKAPCTBOTO WU MPe3 MPEIUIITHUTE 3 JTHU NMPEIH MOCCIIEHUETO MPU MPEATTHCBAIITHS
JeKap.

JIObIHUTETHY IPeIna3HU MEPKU

[ManuenTrre TpssOBa 1a ObJAT MHCTPYKTUPAHU MPU HUKAKBU OOCTOSTEIICTBA Ja HE 1aBaT
JIEKapCTBEHUS MPOYKT Ha JIPYTH JIMIIA U 12 BPBIIAT HEU3IOI3BAHUTE B Kpasi HA JICUCHUETO KATCYJIH
Ha TeXHMsI papMareBT 3a 6€30MMacHO U3XBHPIISHE.

[TanmenTrre He TpsAOBa Ja apsiBaT KPBB WU CIIepMa 10 BpeMe Ha Ha JICYCHHETO (BKIIOYUTETHO TpU
MIPEKbCBAHE Ha MPUIIOKEHNUETO) M Hal-MaJIko 7 THU CIIe[] PEKpaTsIBaHe Ha JIEYCHUETO C
JEHATUAOMU,.

MenuIMHCKAUTE CIIeUATUCTH | OOJTHOTIICAYNTe TPSOBA /1a M3MO0I3BAT PHKABHIIM 32 €THOKpaTHA
ynorpeba, korato paboTsT ¢ OiHcTepa win KarcynaTa. JKeHu, KouTo ca OpeMEeHHH HITU OA03HupaT, ye

MOJKe J1a ca OpeMeHHH, He TpsOBa aa paboTsT ¢ OnucTepa WK Karcynara (BK. Touka 6.6).

OO0yunTeIHN MaTepraliy, OTPAHWYCHHMS 34 MPEAMCBAHE U OTIYCKAHE

C 1en 1a ce TOMOTHE Ha MAIlMEHTHTE J1a M30erHAT eKCIO3HIUS Ha (eTyca Ha JICHAIUIOMHUIL,
NPUTEKATEIAT Ha pa3pelIeHHeTo 3a yrnorpeda Ime mpe0CTaBl Ha MEIUITUHCKHUTE CIICIIUATACTH
00y4YHTENIeH MaTepuall, IOJCHIIBAII IIPEIyIPEKICHUATA 32 OYaKBaHATA TEPATOTCHHOCT Ha
JICHATUAOMUL, JaBalll ChbBET 3a MpUJlaraHe Ha KOHTPAICTIHS MPEId HA4aI0TO Ha JICYSHUETO U HACOKHU
32 HCOOXOUMOCTTA OT MPOBEKTAHE HA TECTOBE 3a OpeMeHHOCT. [IpeanucBamusT Jekap TpsOBa 1a
YBEJOMH TIAIMEHTA 32 OYaKBaHUsI TEPATOTCHEH PUCK U 32 CTPOTUTE MPENa3Hu MEPKH CPELLy
3a0peMeHsIBaHe, KaKTo ca mocodeHu B [[porpamara 3a npeama3BaHe oT OpeMEHHOCT,  Ja Jajie Ha
MAIMEHTUTE ChOTBETHATA O0YUYHMTEIHA OpOoIIypa 3a Mal[MeHTa, KapTa Ha MalueHTa u/uim
C€KBUBAJICHTHO CPE€ACTBO, ChIJIACYBAaHU C HAIMOHAJIHHUA KOMIICTCHTCH OpPraH. CBBMECTHO C BCEKHU
HAI[MOHAJICH KOMIIETEHTEH OpPraH € BhBeJeHa IporpamMa 3a KOHTPOJIHMPAH JIOCTHII, KOATO BKIIFOYBA
M3IIOJI3BAHETO HA KapTa Ha MAIMeHTA W/ €KBUBAJICHTO CPEJICTBO 32 KOHTPOJI Ha MPEATMCBAHETO
W/WITK OTITyCKaHETO U chOMpaHeTo Ha MH(opMaIys, CBbp3aHa ¢ MOKa3aHueTo, 3a Ja Ce CIeIU
ynorpebaTta H3BBbH 0I00PEHOTO MTOKA3aHUE HAa TEPUTOPUATA HA CTpaHaTa. B uaeamHus ciaydail TeCThT
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3a OpEMEHHOCT, N3/IaBaHETO Ha PelleNTaTa U OTIYCKaHEeTO Ha JISKApCTBOTO TPSIOBA Jia CTaBaT B €MH U
cbil JieH. OTIyCKaHeTOo Ha JICHATUAOMHU/] Ha )KEHU C JICTEPOJICH MOTEHIINAN TPSOBa J]a CTaBa B
paMKuTe Ha 7 THU CIIe/ MPEIIMTUCBAHETO U CIIe]l OTPUIIATENICH PE3YJITaT Ha TeCT 3a OPEMEHHOCT,
MIPOBEJICH ITOJI MEMIIMHCKO HaOmonenue. [Ipenmucannero 3a )XeHu ¢ JeTepOJICH MOTSHIIMAT MOXKE /13
ObJIc 32 MAKCHMAJTHA MPOIBDKUTEITHOCT HA JICUSHUETO 4 CEIMHUIIA B CHOTBETCTBUE ChC CXEMHUTE HA
MpHIaraHe 3a 0I00pEeHNUTE TTOKa3aHus (BXK. Touka 4.2), a MPeANMCAHNETO 32 BCHUKA JPYTH MANCHTH
MOKe J1a ObJIe 32 MaKCUMAaJTHA MPOIBIKUTEITHOCT Ha JICUSHUETO 12 CeMUIIH.

Jpyru cnenuaniy npeaynpekICHHs U IpeAna3Hi MEPKU IIpH yroTpeda

Ungapxm na muokapoa

MudapkT Ha MEOKap/a ce ch0oOIIaBa MpHu MaIUeHTH, ITOTyYaBaIy JICHATHIOMHU, 0COOCHO TIPH
MAIMCHTH C U3BECTHH PUCKOBU (DaKTOPH U Mpe3 TbpBUTE 12 Mecela, KoraTo ce yrnoTpeosiBa B
KOMOWHAIUSA C leKcaMeTa30H. [[aliMeHTH ¢ U3BECTHU PUCKOBU (haKTOPU — BKIFOUUTEITHO MPEAIITHA
TpoMO03a — TpsIOBa 1a ce HaOII0aBaT BHUMATEITHO U Ja ¢€ MPpEeATprUeMar JCHCTBUS B OIHT JIa Ce
CBEJIaT 10 MUHUMYM BCHYKH PUCKOBH (DaKTOPH, KOUTO MOTAT Jia ObIaT M3MEHEHHU (HAIp. IyIIeHe,
XUTNEPTOHUS U XUTICPIUTHIEMUSI ).

Bernosnu u apmepuanuu mpomboembosuuny cobumus

[Ipu nauyeHTH ¢ MyITHIIEH MHEJIOM KOMOMHAIMATA HA JICHATUIOMHU] C IEKCAMETA30H Ce CBbP3Ba C
MOBHUIIIEH PUCK OT BEHO3HA TpoMOoeMOous (IpeAMMHO ABI0OKa BEHO3HA TpoMbo3a 1 O6eraoapoOHa
eM00s11s1). PUCKBT OT BeHO3HA TPOMOOEMOOJIUs ce HAOJII0JaBa B IO-MaJjIKa CTEIICH IIPH JICHATHIOMU/T
B KOMOMHALUS ¢ MelndalaH U NPeIHU30H.

[Ipu manueHTH ¢ MyJATUILICH MUEJIOM, MUEJIOIUCIUIACTHYHN CHHIPOMH M MaHTCIIHOKJIEThYCH
JUM(pOM, MOHOTEpAIMsITa C JICHATUIOMUJ CE€ CBBP3Ba ¢ MO-MaIbK PUCK OT BEHO3HA TPOMOOeMOOIIHs
(npenumHO 1BIO0KA BEHO3HA TpoMO03a U OemoapoOHa eMOO0ITHs) OTKOJIKOTO MIPH MAIMEeHTH C
MYJITUILICH MHUEIIOM, JICKYBaHU C JICHATUJIOMUI B KOMOMHUpaHa Teparnust (BxkK. Touku 4.5 u 4.8).

[Ipu nauyeHTH C MyITHIIEH MHEJIOM, KOMOWHALKATA OT JICHAIUAOMH C IEKCaMETa30H Ce CBhP3Ba ¢
MOBHUIIIEH PUCK OT apTepuanHa TpoMooemMOomus (IperuMHO HH(PAPKT Ha MUOKApIa U MO3bYHO-ChHI0OBH
chOUTHS), KaTo ce HAOJI0/IaBa B MMO-HKICKA CTETeH NMPH KOMOMHHUpaHe Ha JICHATUAOMH/L ¢ MelpallaH 1
npeHU30H. PUCKBT OT apTepuaina TpoMOOeMOOIHS € II0-MaTbK NPU MAIUSHTH ¢ MYJITUIUICH
MUEJIOM, JIEKYBaHH C JICHATHJOMH] KaTO MOHOTEpAIHsl, OTKOJIKOTO MPU MALMEHTH ¢ MYJITUILICH
MUEJIOM, JIEKYBaHHU C JICHATUJOMHU] B KOMOMHHPAHO JIEYCHHE.

CrneoBaTeNHO, AMEHTH C H3BECTHHA PUCKOBH (haKTOpH 32 TpOMO0eMOOIHS — BKITFOUUTEITHO
npe/uIHa TpoMO03a — TpsAOBa Aa ce Habro1aBaT BHUMATENHO. Tpsa0Ba 1a ce mpeAnprueMaT IeicTBUs
B OITHT JIa C€ CBEJIAT JI0 MUHUMYM BCUYKH PUCKOBHU (haKTOPH, KOUTO MOTAT Jia ObJaT U3MEHEHH (HAaIp.
NyIICHE, XUMEPTOHUS M XUIIEPIUMUACMUS ). EMHOBPEMEHHOTO MpUiIaraHe Ha CTUMYJTHPALIH
EpUTpOIOe3aTa CPEICTBA WA TPOMOOEMOOIUYHU CHOUTHS B MHHAIOTO ChIIIO MOXKE J1a YBEINYAT
pHcKa OT TpoM003a IIPU TE3H MALMEHTH. 3aTOBA MPU MAUEHTH ¢ MYJITHILUICH MUEJIOM, IIpUEMAIIH
JICHAJTUAOMUJL C JICKCAMETa30H, CTUMYJIMPAIIH EPUTPOIIOe3aTa CPEICTRA WU IPYTH BEIICCTBA, KOUTO
MOe J]a MMOBHIIIAT PUCKa OT TpoM003a KaTo Harp. XOPMOHAITHO-3aMECTHUTEITHA Tepavsi, TPsAOBa 1a ce
MpuJjIarar ¢ MmoBuileHo BHuManue. KonreHrpanus Ha xemorioous Haj 12 g/dl tpsOBa na Boau 10
MPEeKpaTsABaHe Ha CTUMYJIMPAIIH EPUTPOIIOE3aTa CPEACTRA.

[IpenopbuUTETHO € MANMEHTUTE U JICKAPUTE JIa HAOII0IaBaT 3a MPU3HAIM WM CUMIITOMH Ha
TpoMOoeMOous. [laruenTuTe TpsiOBa J1a ObAAT HHCTPYKTHPAHH JIa THPCST JEKapCKa MOMOIII, aKO
Pa3BUSIT CUMIITOMH KaTo 3a]{yX, OOJKa B T'bPKTE, MOSIBA HA OTOIM IO PhIETe U Kpakara. TpsbBa na ce
NpenopbYBaT NPOPHUIAKTUIHNA AHTUTPOMOOTHYHH JIEKAPCTBEHH MTPOAYKTH, 0OCOOCHO MPH MAIIMEHTH C
JIOTBTHUTEITHA PUCKOBU (hakTopy 3a TpomOo3a. Pemenuero 3a 3amovyBane Ha aHTUTPOMOOTHYHA
npo¢uIaKTHKa TPSAOBA J1a ce B3eMe CJIe]] BHUMATETHA MIPEIICHKA Ha HATUYHUTE PUCKOBH (PaKTOpH Ha
OTJICITHYSI AI[HCHT.

AKO MaMeHThT NPETHPNU HAKAKBO TPOMOOEMOOINYHO CHOUTHE, ICUCHUETO TPsOBa Aa ce
IpeyCcTaHOBH U Ja Ce 3all0YHE CTaHJapTHA aHTUKOAryJIaHTHA Tepanus. BenHara cien KaTo MalueHThT
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ce cTabmiIn3upa Ha aHTHKOAryJIaHTHOTO JICYSHHE U BCHYKH yCIOKHEHHS OT TPOMOOEMOOIMIHOTO
crOUTHE ca MOJT KOHTPOJI, ISIEHUETO C JIEHATUIOMHU MOXKE Jla c€ Bhb30OHOBH NPH MbPBOHAYATHATA
J103a B 3aBUCHMOCT OT OIIEHKaTa Ha ChOTHOIICHUETO MoJ3a-puck. [larueHTsT TpsOBa Ja mpoIbiiku
AHTUKOATyJIaHTHATa Teparus 10 BpeMe Ha Kypca Ha JICUCHHE C JICHAIUIOMHUI.

benodpodna xunepmonus

[Ipu manmeHTHTE, ICKYBaHH C JICHATUIOMHU, CE ChOOIABAT CIIydau Ha OeJIoApoOHa XUTICPTOHUS,
HSIKOM OT TSIX JIeTaHU. [Ipeu 3amouBaHe 1 110 BpeMe Ha TepamnusTa ¢ JICHAIUIOMUI, TAIHCHTUTE
TpsiOBa Aa OBAAT OIEHEHH 3a IPU3HAIIA M CUMIITOMH Ha TIOIJIC)KAIIO ChPACIHO-0e10apoOHO
3a0oIsBaHe.

Heymponenus u mpomboyumonenus

I'maBHUTE TOKCHYHM e)eKTH, TUMUTHPAIIH J03aTa HA JICHATUIOMHUI, BKJIFOYBAT HEYTPOIICHUS
TpoMOonuToneHus. Ha n3xo1HO HUBO, BCAKA CEAMMIIA TIPE3 IBPBUTE 8 CEAMMUIIU OT JICUCHHETO C
JIEHATMIOMHUJ] Ml MECEUHO CJIE]] TOBA TPSIOBA JIa Ce CIIeAN 3a IIUTONICHUH, KaTO Ce MTPaBH IIbJIHA KPhBHA
KapTuHa ¢ qudepeHnnamTHo opoeHe, 6poit TpoMOOIINTH, XEeMOTTIOOMH 1 XeMaToKpuT. [Ipu manuenTn ¢
MaHTEITHOKJICThYCH JIMM(OM cxemara Ha HaOJroieHue TpsAOBa a Ob/Ie Ha BCEKU 2 CEIIMUITU TTPU
IMKIH 3 1 4, a cJIe] TOBa B HAYaJI0TO Ha BCEKH IIUKBJI.

[Ipu manuenTH ¢ GpoaukynapeH 1uM(poM cxemaTa Ha IpociieasBade TpsIOBa Aa Oblie eKECSAMHYHO 3a
IbPBUTE 3 CEAMHUIIM OT IUKBI 1 (28 MHU), HA BCEKU 2 CEIMUIH MPHU MUKIN 2 10 4, a CIIe/ TOBA B
HAYaJIOTO Ha BCEKU ITUKBJI. BB3MOXKHO J]a ce HAlIOKU PEKhCBaHE HA MPHUIIOKEHUETO H/HITU
HaMaJsBaHe Ha j03aTa (BX. Touka 4.2).

B citydaii Ha HeyTpoIieHHs IeKapsT TpsiOBa Aa 0OMHCIH NPUIIaraHeTo Ha PacTeKHU (HaKTOPH B
JedeHneTo Ha manueHTa. [lamuenture Tps6Ba f1a ObAaT HOCHBETBAHU HE3a0aBHO Jja ChOOIIaBaT 3a
(heOpUITHH ETTU30/IH.

[IpenopbuuTETHO € NAUEHTUTE U JIEKAPUTE Jla ca HaOMIOJAaTEIHH 3a IPU3HALM U CHMITOMH Ha
KBbPBEHE, BKIIOUUTEIIHO ETEXUU U EMHCTAKCUC, 0OCOOCHO MPH NAlKEHTH, ITOJIyYaBally ChITbTCTBALIO0
JIEKapCTBEHU MPOAYKTH, KOUTO MOTaT J1a IPUIMHAT KPHBOUBIUB (BXK. TOUKa 4.8 XemMoparuyHu
HapYIICHUs).

EnHOBpeMeHHO npuiiarane Ha JSHAUIOMUI C APYTH MUEIIOCYIIPECHBHH CPE/ICTBA TPsiOBa 1a ce
npeanpueMa C NMOBUIICHO BHUMAaHUE.

° HoBoamarHocTuImpas MyITHILICH MUEIOM: MTAIIMeHTH, KOUTO ca 0w nomnoxkenn Ha ATCK,
JIEKYBAHU C IOAABPKAIIO JSUEHHUE C JCHATUIOMUI

Hexenanute peakmum ot CALGB 100104 BrimrouBaT ch0UTHS, CHOOIIaBaHM CIIE ] BICOKA /1032
mendanan u ATCK (BAM/ATCK), kakTo ¥ ¢bOMTHS OT IIEpHUO/Ia Ha MOAIBPIKAILIOTO JIedeHHe. Bropu
aHaJIN3 YCTAHOBSBA CHOUTHSI, KOUTO Ca CE Pa3BUIIM CJIE]] 3all0YBaHe Ha MO IbpKaIio Jedenne. B I[FM
2005-02, HexkenaHUTE peakliy ca caMo OT IEPUoa Ha MOAABPKAIIOTO JCUCHUE.

Karo ms1mo, HeyTporieHus crerneH 4 ce Ha0JIro1aBa o-4eCTO B paMeHaTa Ha MOJIbPIKaIIo JICUSHUE C
JICHATUAOMU/I, B CPABHEHHUE C paMEHAaTa Ha IO IbPIKAII0 MPIIIOKEHUE Ha TUTaledo B 2 MpOydYBaHUs 3a
OIIEHKA Ha MOIBPIKAIIOTO JIeUueHHE ¢ JieHanuaomMu ] ipu HJIMM nanueHTs, KOUTo ca Ouiu
noanokern Ha ATCK (cvotBetHO 32,1% crpsimo 26,7% [16,1% copsimo 1,8% crnen 3amouBane Ha
norepaxkaito aeuenue] npu CALGB 100104, u crorBenTHO 16,4% cripsimo 0,7% mipu IFM 2005-02).
ITosiBuoTO ce B pe3ynrar Ha JieueHnero HC HeyTpormenusi, BOJEIIO A0 CIIUpaHe HE JICHATHIOMU] CE
HaOmoxaBa cboTBeTHO MpH 2,2% oT manmentutre B CALGB 100104 u 2,4% ot naruentute B [IFM
2005-02. debpunHa HEYTPOTIEHHs CTeTeH 4 ce choOIIaBa ChC CXOHA YeCTOTa IIPY paMeHara Ha
TOJUTBPIKAII0 JICUESHHUE C JICHATHIOMHII, B CPAaBHEHHE C paMeHaTa Ha MO IHPIKaII0 PUIIOKEHNE Ha
miane6o B ABeTe mpoyuBanus (crorBeTHO 0,4% cnpsmo 0,5% [0,4% cnpsimo 0,5% ciex 3amouBaHe Ha
nomaepaxkamto jgedenue] mpu CALGB 100104, u 0,3% cupsmo 0% npu [FM 2005-02). [Nanmenture
Tpsi0Ba Ja OBIAT ChBETBaHU He3a0aBHO J1a ChOOMaBaT 3a (PeOPUITHH eTM30AH, KaTO MOKE /1a Ce
HAJIOXKH MTPEKbCBAHE Ha JICYCHUETO W/WIIM HaMallsiBaHe Ha Jo3ara (BK. Touka 4.2).

TpOM60LII/ITOH6HI/I$I creneH 3 uiu 4 ce Ha6J'IIO,I[aBa IMO-4CCTO B paMCHAaTa Ha NOAABPIKALIO JICYHCHUC C
JICHAJIMAOMHA /L, B CPABHCHUC C paMCHATa Ha MOAABbPIKAIIO0 IPHUIIOXKCHHUEC Ha rmaue6o B IIPpOYy4YBaHUA 3a

OIICHKA Ha MOJIBPIKAIIOTO JICUeHHE ¢ JieHanuaomu ] ipu HJIMM nanueHTH, KOUTo ca Ouiu
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noioxern Ha ATCK (cvorBetHO 37,5% crpsimo 30,3% [17,9% cropsimo 4,1% cnen 3armouBane Ha
nonaepixamto Jgedenue] mpu CALGB 100104, u 13,0% crpsimo 2,9% npu IFM 2005-02). [Taunentute
W JICKapuTe cJe/Ba Ja ca HAOIIOIATEHU 32 TIPOSBU M CHMIITOMH Ha KbPBEHE, BKIIFOUUTEITHO METEXUU
U CTHCTaKCUC, OCOOEHO TIPY MAIMEeHTH, KOUTO IOTyYaBaT ChITbTCTBAIIO JICKAPCTBEHU MIPOYKTH,
CKJIOHHHU J1a TIPEAN3BUKAT KbpBeHE (BXK. ToUKa 4.8, XeMOparuyHu HapyIICHHUS).

L HOBOQI/IaFHOCTI/IgI/IQaH MYJITHUIUICH MUCJIOM: MAIMECHTH, KOWUTO HC Ca MOJAXOAAIIN 3a
TpaHCIIJIaHTallMA, JICKYBAHHW C JICHAJIWAOMU] B KOM6I/IHaL[I/I$I C 6ODT€3OMI/I6 1 ACKCaME€Ta30H

Heyrponenus crenen 4 ce HabIIo/1aBa ¢ MO-HUCKA Y€CTOTa B PAMOTO Ha JICHATHJIOMHJT B KOMOMHAIHSI
¢ 6opte3omud u nexcamerazon (RVd), otkonkoro B cpaBHuTENHOTO pamo Ha Rd (2,7% cripsmo 5,9%)
B ipoyuBaneto SWOG S0777. ®ebpunHa HeyTPONeHHs CTeMeH 4 ce cho0IaBa chC CXOAHA YECTOTA
npu pamenarta Ha RVd u Rd (0,0% copsimo 0,4%). ITanmenture TpsioBa aa 6bAaT MOCHBETBAHH
He3a0aBHO Ja ChOoOIaBaT 3a (eOPUITHU SIU30/I1; MOXKE JIa C& HAJIOXKH ITPEKbCBAHE Ha JICYCHUETO
W/WHM HaMaJIsIBaHe Ha Jio3ara (Bxk. Touka 4.2).

TpomOonuTonienus crenex 3 wiu 4 ce Habr01aBa Mo-4ecTo B paMoTo Ha RVd, oTkonkoro B
cpaBauTeIHOTO pamo Ha Rd (17,2 % crpsimo 9,4%).

e  HoBOAMArHOCTUIIMpPAH MYJITHUIUICH MUEJIOM IPU MANUESHTH, KOUTO HE ¢a MOIXO/ISIIIY 3a
TPAHCIIAHTALWS, JIEKYBAHU C JICHATUIOMIJI B KOMOWHAITMS ¢ HUCKA JI03a JICKCAMETa30H
Heytpomnenus ot 4-Ta crerneH e HaOM0JaBaHa B paMeHaTa Ha JICHATUAOMU/I B KOMOMHAITNS C HUCKa

J103a JICKCaMETa30H B MO-MaJlka CTETICH, OTKOJIKOTO B CPaBHUTEIHOTO pamo (8,5% mpu Rd
[mpoxbmxutenHo neuenne]| u Rd18 [neyenne B npoabmkeHue Ha 18 YeTUpUCEAMUYHY [IUKITH | B
cpaBHeHHe ¢ 15% B pamoTO Ha Mendanan/mpeTHU30H/ TATUIOMH], BX. Touka 4.8). Enmuzonure Ha
(heOpuiTHA HEYTPOTICHUS OT 4-Ta CTETIeH ca CPaBHUMHU Che cpaBHHTEHOTO paMo (0,6 % npu Rd u
Rd18 nenanumomu i/ nekcamera3oH-JIeKyBaHH MalueHT B cpaBHeHue ¢ 0,7% B paMOTO Ha
Mendanas/mpeHI30H/ TATUIOMU], BIXKTE Todka 4.8.

TpomOouuTonieHus ot crerneH 3 uiu 4 € HaOMro1aBaHa B MO-MaJka cTerneH B pameHara Ha Rd u Rd18,
OTKOJIKOTO B CPaBHUTEIHOTO pamo (cvoTBeTHO 8,1% crpsimo 11,1%).

® HOBOQI/IaFHOCTI/IgI/IQaH MYJITHUIUICH MUCJIOM ITPU MAIUEHTHU, KOUTO HE €A MOJAXOJAINH 3a
TPaHCIUIAHTAIS, JICKYBAHU C JICHATMJIOMHIJI B KOMOWHALIHS ¢ MeadallaH U MPSTHU30H

Kom0OunanusTa Ha neHamuaoMua ¢ Mendanad v IpeJHU30H B KIMHUYHY U3IUTBAHUS TPU TAIIUCHTH C
HOBOJIMArHOCTUIIMPAH MYJTHILIEH MHAEJIOM Ce€ CBHP3Ba C MOBHUIIICHA Y€CTOTA HA HEYTPOIIEHHUS OT 4-Ta
crerieH (34,1% npu marMeHTHTe OT PaMOTO Ha Meli(aliaH, IPETHU30H U JICHATHIOMUI, TIOCIICIBAHO
ot neramuaomua [MPR+R] u mendanan, npeIHU30H U ICHATUAOMUI, TIOCIEIBAHO OT IIaredo
[MPR+p], B cpaBHeHHE Cbe 7,8% npu manuenTy, JekyBanu ¢ MPp+p; Bx. Touka 4.8). Enusoau Ha
(heOpuitHa HEYTpOIeHUs OT 4-Ta cTereH ce Habonasar psaako (1,7% npu manueHTy, JeKyBaHH C
MPR+R/MPR+p, B cpaBHenue ¢ 0,0 % npu nanuenty, nekyBanu ¢ MPp+p; Bx. Touka 4.8).

KomOuHanusTa Ha TeHanuIoMU ¢ MesI(alald | MPEeTHU30H MPH MAIMEHTH ¢ MYJITHILICH MUEIIOM Ce
CBBP3Ba C MMOBHUIIIEHA YECTOTA Ha TpoMOoLmTOnIeHus oT 3-1a u 4-Ta creneH (40,4% mpu nanueHTy,
nexyBanu ¢ MPR+R/MPR+p, B cpaBrenue ¢ 13,7% npu nanuenty, JekyBanu ¢ MPp+p; Bxk. Touka
4.8).

e  MynTUIUIEeH MUENIOM: NAIMEHTH C IIOHE €/1HA NPEeIXOKIala Tepaus

KomOuHnanusita Ha IeHaIMIOMUJ € IeKCaMETa30H P MAlMEeHTH ¢ MYJITUIUIEH MUEJIOM C IIOHE e/1Ha
NpeaXorKAallla Tepanus ce CBbp3Ba C MOBHUIICHA YECTOTa Ha HEYTponeHus ot 4-ta creneH (5,1 % mpu
NalUeHTHTE, JEKYBaHH C JICHATMIOMHU/ IeKcaMeTa3oH, cpaBHeHo ¢ 0,6 % mpu nanueHTuTe, JeKyBaHH
¢ manedo/nekcamMeTasoH; Bx. Touka 4.8). Enuzonau Ha ¢peOpuiiHa HEYTPOIICHHS OT 4-Ta CTEIICH ca
HaOmronaBanu psiako (0,6 % npu manueHTUTe, JeKyBaHH € JICHATUIOMU/ IeKCaMeTa30H, CPAaBHEHO C
0,0 % npu manueHTuTe, ISKyBaHU ¢ Iuane0o/qeKcaMeTa3oH; BK. Touka 4.8).

KoMOuHamnusTa Ha JSHaJIUIOMHUJL C IeKCaMETa30H MPH MaIUEHTH ¢ MYJITHILICH MUEJIOM CE CBHP3Ba C
MOBHIIIEHA YECTOTa Ha TPOMOOIUTOIIEHHS OT 3-Ta U 4-Ta creneH (choTBeTHO 9,9 % u 1,4 % npu
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MAIUCHTUTE, JICKYBaHH C JICHAIMIOMHM/I/JeKcaMeTa30H, cpaBHeHH ¢ 2,3 % u 0,0 % mpu naiueHTuTe,
JICKyBaHH ¢ IUTale00/JeKcaMeTa3oH; BxK. Touka 4.8).

® MI/ICHOQI/ICHHaCTI/I‘-IHI/I CUHJAPOMU
Jleuenuero ¢ JICHAIMAOMU/ TTPU MAOUCHTU ¢ MUCTIOJUCTIACTUYHU CUHAPOMHU CC€ CBBHP3Ba C MMOBUIIICHA

YecToTa Ha HEYTPOIICHHSI U TPOMOOIMTONICHUSI OT 3-Ta U 4-Ta CTEIeH B CPaBHEHHE C TIAIIMEHTHUTE Ha
miare6o (Bx. Touka 4.8).

e  ManTenHOKIEThYEH TUMPOM

JledenueTo ¢ NeHANIMIOMU/] HA TIAIIMEHTH C MAHTEITHOKJICTHYCH JIMM(OM ce CBBP3Ba C MO-BUCOKA
YEeCTOTa Ha HEYTPOIIEHH cTeMeH 3 U 4 B CpaBHEHHE C TMAIIMEHTH OT KOHTPOIHOTO PaMo (BXK. TOUKA
4.8).

e  QdonukynapeH auMpom

KomOuHanusTa Ha TeHaTMIOMUA ¢ pUTYKCUMAa0 MPH NalueHTH ¢ GonuKyaapeH TuMQpoM ce CBbp3Ba ¢
H0-BHCOKA YECTOTa Ha HEYTPOIICHUS OT CTEIEH 3 WiK 4 B CpaBHEHHE C MTAIIMCHTH B paMOTO Ha
iane0o/purykcumad. OedpuitHa HeyTPOIIeHHs: M TPOMOOLUTONIEHHS OT CTeleH 3 uiu 4 ce
HAOJI0JaBaT IMO-YECTO B paMOTO Ha JICHATUIOMU/PUTYKCUMAO (Bxk. Touka 4.8).

Hapywenua na wiumosuonama swcneza

CroOmaBanu ca Cllydad Ha XUIIOTHPEOUIU3HM U CIIy4Yan Ha XurepTupeouan3bm. [lpenu Havanoto Ha
JICYCHUETO CE MPETIOPHYBA ONTHUMAJICH KOHTPOJ Ha CHITBTCTBAINUTE OOJICCTHH ChCTOSHUS, BIUSCIIN
BBPXY QYHKIUATA Ha NIUTOBUIHATA XkKJe3a. [IpernmopbuBa ce cliejieHe Ha PYHKIHsITA Ha ATOBUIHATA
3KJI€3a Ha U3XOJIHOTO HHUBO U BIIOCIIE/ICTBUE.

Hepugepna nesponamus

JleHanumoMu € CTPYKTYPHO CXOJICH C TATHIOMHUJ, KOWTO € U3BECTEH C MPUYHNHABAHETO HA TEKKA
nepudepHa HeBpoaTHsl.

He ce HabmronaBa yBelnueHUe Ha YeCTOTAaTa Ha rmepudepHaTa HEBPOIATHs, Ha0JIt0JaBaHa PH
JICHAJTMAOMUI B KOMOMHAIIMS ¢ JEKCAMETa30H WK Meianad v IpeaHU30H, IIPU MOHOTEpAIHsI ¢
P22 neHaANUIOMU, UIU TPU JBJITOCPOUYHO IPUIIOKEHUE Ha JICHAUIOMU 32 ICYCHUETO Ha
HOBOJMATHOCTUIIMPAH MYJITUILICH MUEIIOM.

KomOunanusTa Ha neHaIuI0MuUA ¢ 00pTe30MUO HHTPABEHO3HO U IEKCAMETA30H IPH MAUESHTH C
MYJITHIUIEH MHEJIOM C€ CBBP3Ba C II0-BHCOKA YeCcToTa Ha nepudepHa HeBponaTus. YecroraTa € mo-
HHCKa, KoraTo 0opTe30MHO ce mpuiiara NoJKoXHO. 3a JOBIHATEHA HHPOPMALIUS BIXKTE TOUKa 4.8 1
KXTI 3a 6opTe3omubd.

Peaxyusa na akmusupane na mymopa u mymop-iusuc cuHopom

Tbi KaTO JICHATMIOMU [IPUTEKaBa AaHTUHEOIIACTUYHA AKTUBHOCT, € Bb3MOKHO /12 Bb3HUKHAT
yCIoXHEHUs OT TyMop-nu3uc cuaapoma (TLS). Crobmenu ca cimydan va TLS u peakuus na
aktuBupane Ha Tymopa (TFR), BrirounTenHno ciayvau c jgeraneH usxon (Bx. Touka 4.8). Ilauuentu ¢
puck 3a pazsutre Ha TLS 1 TFR ca Te3u ¢ BUCOK TyMOpEH TOBap MPean 3arouBaHe Ha JICUCHUETO.
Tps0Ba ga ce moaxoXkaa Mpeana3auBo, KOraTo Te3u MAlMeHTH ce BbBEXKIAT Ha JIeHaIuAoMua. Te3n
NalKueHTH TPsAOBa Ja ce HabI0AaBaT BHUMATEIHO, 0COOEHO 10 BpeMe Ha IIbPBUS IUKBI Ha
yBeIMYaBaHe Ha J03aTa, U Ja C€ B3eMaT MOJAXOAAIIH MPEANa3HA MEPKH.

e  ManTenHOKIEThYEH TUMPOM

IIpenopruBa ce BHUMATENHO IpocieasBane U oueHka 3a TFR. Tlaiuentute ¢ Bucok MexxayHapoaeH
NPOTHOCTHYEH MHAEKC 3a MaHTeTHOKIeThueH muMdom (International Prognostic Index, MIPI) npu
MTOCTaBSIHE Ha MArH03aTa WK ¢ TOJISIM TyMOPEH 00eM (Haii-MaKko eIHa JIe3Us, KOsATO € > 7 cm B Haii-
I'BJITHS TUAMEThP) Ha U3XOHOTO HUBO MoraT aa ca B puck ot TFR. Peaknusara Ha aktuBupane Ha
TyMOpa MOJKe J1a UIMUTHpa rporpecus Ha 3abomsaBaneto (I13). [lanuenture B mpoyusanusita MCL-002
n MCL-001, xouro nonyuaBat TFR ot crenen 1 u 2, ca nexyBanu ¢ koptukocrepouan, HCIIBC
W/WJIM HAPKOTUYHU aHAJITETUIIU 3a OBJaasBane Ha cumnToMute Ha TFR. Perrenuero na ce B3emar
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TepaneBTHIHA MepkH 3a TFR TpsiOBa a ce B3eMe ciie] BHUMaTeTHa KJIMHUYHA OIICHKA Ha OT/ICITHUSI
marnueHT (BX. Touku 4.2 u 4.8).

e  ®donukynapen tumpom

[IpenopbuBa ce BHUMATEIIHO HAOIO/IeHUE U onleHKa 32 TFR. AKTHUBHpaHETO Ha TyMOpa MOXe Ja
umutupa [13. [Tammmenture, konto nmomydaBat TFR ot crenen 1 u 2, ca neKyBaHU C KOPTUKOCTEPOHIH,
HCIIBC u/unu HapKOTUYHU aHAJITeTUIM 3a OBjaasBaHe Ha cumntoMute Ha TFR. PemrenueTo aa ce
B3eMaT TepaleBTUYHU MepKH 3a jieueHue Ha TFR TpsOBa na ce B3eme ciell BHUMATeTHa KIIMHUYHA
OIICHKA Ha OTJCITHUS MalueHT (BXK. TOUkH 4.2 u 4.8).

[IpenopbuBa ce BHUMATENHO TpociensBane u oneHka 3a TLS. [TannenTture TpsiOBa ga 6b1aT 100pe
XUIPaTUPAHH U J1a mosryyat npoduiaktuka 3a TLS B nonbiHeHrne KbM HA00Op OT OMOXUMHYHH
H3CJIICABAHUSA €KECECAMUYHO NIPE3 IbPBUA HUKDBJI WA IMMO-ABJIT0, AKO € KIIMHUYHO IMOKa3aHOo (B)K. TOYKH

42 u4.8).

Tymopen moeap
. MasxTenHokiIeTrueH TUMGOM

Jlenanumomu He ce IIpEropbvYBa 3a JICHCHUETO Ha MMallUCHTU C BUCOK TYMOPEH TOBap, aKO Ca HAJIMYHU
AITCPHATUBHU BapUaHTH 3a JICHCHUC.

IIpeoicoespemenna cmvpm

B npoyusane MCL-002 uma kato 15710 SBHO YBEIHMUEHHE Ha CIIy4anuTe Ha MPeKACBpEMEHHA

(B pamkute Ha 20 cemuin) cMBpT. [laniMeHTUTE ¢ BUCOK TYMOPEH TOBap Ha M3XOHOTO HHUBO Ca C
YBEIUYEH PUCK OT MpexkIeBpeMeHHa cMbPT, Ma 16/81 (20 %) ciydan Ha pexIeBpeMEHHA CMBPT B
pamoTo Ha ieHanuaoMu 1 2/28 (7 %) ciydyan Ha MpexIeBpeMeHHa CMBPT B KOHTPOIHOTO pamo. B
pamkute Ha 52 cenmuiin cboTBeTHUTE IIPpu ca 32/81 (40 %) u 6/28 (21 %) (Bxk. Touka 5.1).

Hexcenanu cooumus

B npoyusane MCL-002, o Bpeme Ha nedebeH nukbi 1, 11/81 (14 %) nanueHTr ¢ BUCOK TYMOpPEH
TOBAp ca OTTEJICHH OT TepanusiTa B paMOTO Ha JIeHaIUAoMuUA cupsimo 1/28 (4 %) B KoHTponHAaTa
rpymna. OCHOBHATa MPUYHHA 32 OTTETJISTHETO OT JICYCHUETO Ha MAIUCHTUTE C BUCOK TyMOPEH TOBAp I10
BpeMe Ha JieueOeH IMKBJ 1 B paMOTO Ha JICHATMAOMU ca HexKenanu cooutus, 7/11 (64 %).

3aroBa MaMEHTHUTE ¢ BUCOK TYMOPEH TOBap TpsiOBa Aa ObAaT BHUMATEIHO HAOJIIOAaBaHU 3a
HEe)XeJIaHU peakuy (BX. Touka 4.8), BKIIIOYUTETHO MPHU3HALIM Ha pEakiysd Ha akKTUBHpaHe Ha TyMopa
(TFR). BuxTte Touka 4.2 3a kopekuuu Ha go3ata mpu TFR.

Bucokusar TymopeH ToBap € geuHUpaH KaTo Hali-Mallko €/IHA JIe3Hs > 5 ¢Cm B JUAMETHP WIH 3 JIe3Un
>3 cm.

Anepeuunu peaxkyuu u mexlcKy KOJHCHU peaxyuu

CroOmmaBar ce citydau Ha alepriuyHu PEakilui, BKIIFOUYUTEITHO aHTHOeIeM, aHa(DHIIaKTHYHA PEaKIns U
TEXKH KOKHHU peakitnu, BkirounTenHo SIS, TEN u DRESS, npu naruenTs, 1eKyBaH! € JICHATAIOMHU/T
(Bx. Touka 4.8). [lanmenTruTe TpsOBa 1a OBAAT KOHCYJITHPAHU 3a IIPU3HAIIUTE M CHMIITOMUTE Ha Te3U
peakuuu OT NpeANUCBAINUTE JCKapy U TPsOBa 1a ObAaT MHCTPYKTHPAHHU J]a IIOTHPCAT He3a0aBHO
MOMOIII, aKO Pa3BHUAT Te3U CUMIITOMH. JleHanumomMu 1 TpsiOBa 1a ce MPeyCTaHOBU NPY aHTHOEIEM,
aHa(UIIaKTHYHA peakiys, ekcdonuatuseH 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
JIpyre (GOpMHU Ha KOXKHA PEaKIusl B 3aBUCUMOCT OT TEKECTTa TpOBa 1a ce OOMUCIU MPEKhCBAHE UITH
IMPEyCTaHOBABAHE Ha JICHAJIMIOMU. HaHI/IeHTI/I, KOHWTO Ca UMaAJIM NNPEAUIITHN aJICPruiIHu p€aKnuu,
JTIOKATO ca JISKyBaHH C TATMAOMUJL, TPSIOBa JIa ce HaOJII01aBaT BHUMATEITHO, Thid KaTO B JINTEpaTypaTa
ce cho0IIaBa 3a Bb3MOXHA KPBCTOCAHA PEAKITUS MY JICHATHIOMHU U Tanugomu. [laruenTn ¢
aHaMHe3a 32 TeKbK OOPUB, CBBP3aH C JICUCHHE C TATUIOMU/, He TPSIOBa J1a MOTy4YaBat JICHATUIOMU].

Bmopu nvpsuunu 310kavecmeenu 3a601:16anus

B xnuHWYHM IpOyYBaHUS Ha JIEKyBaHH MPEAN TOBA MAIIMEHTH C MHUEJIOM, TTOyYaBallH
JICHAJINIOMUI/IEKCAaMETa30H, ce HaOJIIo/1aBa yBEINYCHHE HAa BTOPUTE MbPBIUYHH 3JI0KaYECTBEHU
3abomsaBanus (BII33) (3,98 na 100 woBeko-ronunn) B cpaBHeHue ¢ koutponure (1,38 na 100 yoBeko-
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ronuan). HemuaBazusauTe BI133 BrimToUBaT 623 THOKIIETHYCH HIIM CKBAMO3HOKIICTHYCH paK Ha
koxkata. [loBeuero ot maBazuBHUTE BII33 ca commmuu 3710Ka4eCTBEHH TYMOPH.

B kmMHMYHKTE M3NUTBAHUS PH HENOAXOASIIHN 32 TPAHCIUIAHTALUS MALMEHTH ¢ HOBOJUArHOCTULIUPAH
MYJITHIUICH MHEJIOM, C¢ Ha0JIto1aBa yBeJauueHue ot 4,9 mbTH Ha YecToTaTa Ha XxeMmartojoruunu BI133
(cityuan Ha OMJIL, M/JIC) nipu naigeHTH, moTyJyaBaiiy JeHAIUIOMHU B KOMOMHALNSA ¢ MeidanaH u
npeann3on o nporpecust (1,75 Ha 100 yoBeko-rouHN) B cpaBHEHHE ¢ Me(hanaH B KOMOWHAINS C
npenau3oH (0,36 Ha 100 goBeKo-roguHM).

YBennuenue ot 2,12 mpTH Ha yectorata Ha BII33 (conuanu Tymopn) ce HaO0aaBa Npy MaLUEeHTH,
noJTydaBariy JeHanuaomMus (9 mukbiia) B koMOuHanus ¢ Mendanad u npeaan3oH (1,57 na 100
YOBEKO-TOJIMHHU) B CpaBHEeHHE ¢ Melanan B komOuHanus ¢ npeaau3oH (0,74 va 100 90BeKO-TOUHH).

[Ipu manueHTH, IOTyJYaBaIllX JICHATHUIOMI B KOMOWHAIMS C JeKCaMeTa30H JI0 mporpecus win 3a 18
Mecella, yectotara Ha xemarosnornyaure BI133 (0,16 na 100 yoBeko-roguHM) HE € TIOBUIIEHA B
CpPaBHEHHUE C TAIUIOMU] B KoMOuHaIus ¢ Mendanan u npeaau3oH (0,79 Ha 100 4oBeKO-rouHM ).

Yeemnuenue ot 1,3 mbTr Ha yectorara Ha BI133 (comumuan TymMopH) ce HabIIO1aBa MPH MAIMEHTH,
MOJTy4YaBaIly JCHATUIOMU B KOMOUHAIUS C JeKCaMeTa30H JI0 nporpecus win 3a 18 mecena (1,58 Ha
100 gyoBeKO-TOAMHN) B CpaBHEHHE C TAIUIAOMU B KOMOMHANNWS ¢ MeldanaH u npexaan3oH (1,19 Ha
100 9oBEeKO-TOIUHN).

[Ipu manueHTH ¢ HOBOAMATHOCTHUIIMPAH MYJITHUIUICH MUEIIOM, TTOJTyYaBaIlly JCHATHUIOMUI B
KOMOWHAIHMS ¢ 0OpTe30MuO U JlekcaMeTa30H, yectorata Ha xemaronornyaute BI133 e 0,00 — 0,16 Ha
100 yoBexoronuuy, a uectorata Ha BII33 (comunuu Tymopn) e 0,21 — 1,04 na 100 yoBekoroanHU.

[loBuIIEHUAT PUCK OT BTOPH IIBPBUYHH 3JI0KAUECTBEHH 3200 SIBAHNS, CBBP3aH C JCHATHIOMUL € OT
3HaueHHe U B KoHTekcTa Ha HIIMM ciien TpaHcIUiaHTalys Ha CTBOJIOBH KJIETKU. Makap 4e TO3U pUcK
3acera He € HaIlbJIHO XapaKTepU3upaH, Toi TpsOBa fa ce uMa IpeJ| BUJ, KOraTo ce IpeleHsBa
M3I0JI3BAHETO Ha JICHAJIUIOMU/ IPU TOAOOHHU YCIIOBHSL.

YecToTaTa Ha XeMAaTOJIOIHMYHHU 3JI0KaYeCTBEHH 3a0o0isaBanus, Hati-Beue OMJI, MJIC u B-kineThunu
3710KaueCTBEHH 3200 sIBaHuUs (BKIIOUUTENTHO TUMPpoM Ha X0omKKkuH), € 1,31 Ha 100 4oBeKo-ronuHI
npu pamenara Ha jJeHanuaomun u 0,58 Ha 100 goBexo-roaman B pamenata Ha rrane6o (1,02 za 100
YOBEKO-TOJAMHHU IPU NaIeHTu ¢ ekcno3uius Ha aeHanunomug cieq ATCK u 0,60 va 100 goseko-
TOJIMHM 3a ManueHTH 0e3 excrnozunus Ha JeHanmaomus ciaen ATCK). Uecrorara Ha coumHuTe
tymopu SPM e 1,36 na 100 gyoBeko-roauam 3a pameHara Ha jgeHanuaomusn u 1,05 aa 100 voBexo-
TOIWHM 3a paMeHaTa Ha mare6o (1,26 ra 100 40BeKO-TOIUHN IIPH MAIIUCHTH C SKCITO3UIINS Ha
nenamugomus caeq ATCK u 0,60 va 100 4oBeKO-rOAMHM 3a MALMEHTH 0€3 EKCITO3UIIMS Ha
nenamugomun cien ATCK).

Pucksbt ot nosiBa Ha xematosoruunu BI133 TpsiOBa 1a ce oTueTe npeau Aa ce MHUIUUPA JICUCHUE C
JICHATUAOMUJT B KOMOMHAIMS ¢ MeJidaliaH WM HEIIOCPECTBEHO CIIe]] BUCOKA J103a MeliaiaH U
ATCK. Jlekapure TpsiOBa BHUMATEITHO J]a TIPEIICHAT MAIMEHTUTE TIPEIN U 110 BpeMe Ha JICUEHUETO,
KaTo U3MOI3BAT CTAaHAAPTEH CKPUHUHT 3a pak 3a HanuuueTo Ha BII33, u na Ha3HauaT neucHue B
CBOTBETCTBUE C Pa3pEIICHOTO MOKa3aHuUE.

IIpoepecus 0o ocmpa muenoudna negkemus npu MJIC ¢ marvk u cpeden (hueo 1) puck

e  Kapuorun

[IpomennuBUTE HAa U3XOIHO HUBO, BKJIFOYBAIIY KOMIUIEKCHA IIUTOT€HETHKA, C€ CBBP3BAT C IPOIPECUs
1o OMJI mpu nauueHTH, KOUTO ca TpaHC(Py3MOHHO-3aBUCHMH M UMAT aHOMAaJIHsITa fenenus 5q. B
KOMOWHMpAH aHAJIN3 Ha J[BE KIMHWYHU N3MUTBAHMS HA JICHAINIOMU/I IPH MUETOAUCTUIACTUIHI
CHUHJPOMH C MaJbK WIU cpelleH (HUBO 1) pUCK, HallMEHTUTE, KOUTO ca UMaJId KOMIUIEKCHA
LIUTOT€HETHKA, Ca UMAJIM Hal-BUCOKHUS U3YHCIIEH 2-TOUIIEH KyMYyJaTUBEH PUCK 3a MPOTPECUs 10
OMUJI (38,6 %). M3uncnenara npyroauiHa yectora Ha nporpecust 7o OMJI mpu nauueHTu ¢
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aHoOMaJusTa n3onupana aenerus 5q e 13,8 %, B cpaBuenwue ¢ 17,3 % npu manueHTH ¢ aenenus 5q u
€/IHa JIOIBJIHUTEITHA IUTOTeHETHYHA aHOMAJTHSL.

Bceneacreue Ha TOBa, ChOTHOIIIEHUETO TOJI3a/pHCK 3a JeHamuaomu, korato MJIC e cBbp3an ¢
JIeTIeIs Sq ¥ KOMIUICKCHA IIUTOT€HETHKA, € HEM3BECTHO.

e  TP53 craryc
IIpu 20 o 25 % ot nanuenture ¢ MJIC ¢ mo-HUCHK PUCK C Aenenus 5q uMa MyTanus Ha reHa TP53,

KOSITO c€ CBBP3Ba C MO-BUCOK PUCK OT Mporpecus A0 octpa Muenonana jgeskemus (OMJI). B post-hoc
aHaJIM3 Ha €IHO KIIMHUYHO M3MHUTBAHE C JICHATHJOMHU/ IPH MUETIOUCTUIACTHYHU CHHIPOMH C HUCHK
nwin cpeneH (auBo 1) puck (MDS-004) u3uncienara IByroIuliHa 4ecToTa Ha nmporpecus 10 OMJI e
27,5 % npu IHC-p53 monoxxurenan narnuenTy (1 % rpaHnYHa CTOMHOCT HA CHUTHO SAPEHO
OIIBETSIBAaHE, KaTO CE M3I0JI3Ba MMYHOXIUCTOXUMHIHA OIIeHKA Ha pS3 mpoTenH Kato cyporaT Ha TP53
MyTannoHHus ctaryc) u 3,6 % mpu IHC-p53 orpunarennn namuentn (p=0,0038) (Bx. Touka 4.8).

Ipoepecus 0o Opyau 3r0kauecmeeru 3a60116aAHUS NPU MAHMENHOKICIbYEH TUMPOM
IIpu manTenHOKIETRYCH TuMboM, OMJI, B-kiteThyHm 3/10KaueCcTBEHN 3200/ sIBAHUS_ HEMETAHOMEH
pak Ha koxkata (HMPK) ca ycranoBeHU puCKOBe.

Bmopu nvpsuunu 3noxavecmsenuy 3a001a6anus npu GoruKyiaper aum@pom

B exno mpoyuBane npu peruauBupait/pedpakreper nHXJT (MHI0ICHTEH HEXOKKHHOB JINM(OM),
KOETO BKJIIOUBA MAIUEHTH C (oJuKyIapeH 1umdom, He ce HabrronaBa mosuiieH puck ot BII33 B
PaMoTO Ha JICHAJIMIOMHUI/PUTYKCUMA0 B CpaBHEHHUE C PAMOTO Ha IUIane0o/puTyKCHuman.
Xematonornunu BII33 npu OMJI Bbp3nuKBat npu 0,29 Ha 100 4oBEKOTOAUHHN B paMOTO Ha
JeHanTuAoOMuUA/puTykcuMab B cpaBHeHue ¢ 0,29 Ha 100 4OBEKOroIWHH MPH MALUEHTHUTE, TOIyYaBalln
miane6o/purykcumMad. YectoraTa Ha xemarojoruunute BI133 miroc BII33 conuanu Tymopu (¢
M3KIIIOUEHUE Ha HeMelIaHOMEH pak Ha kokata) € 0,87 Ha 100 4oBEeKOroMHU B paMOTO Ha
JeHaIMIOMUI/pUTyKCcuMad B cpaBHeHue ¢ 1,17 Ha 100 yoBeKOroanHM Mpy NaMEHTUTE, TOTy4aBaIln
miane0o/puTykcuMab, ¢ Menruana Ha mpocieaasaneTo a0 30,59 mecena (auanason ot 0,6 10 50,9
Mecera).

HememanoMuausT paK Ha KoxKaTa nNp€acTaBjisiBa YCTAHOBECH PHCK M BKIIFOYBA CKBAMO3HOKIICTHYCH
KapIMHOM Ha KOXXaTa WUin 0a3allHO-KIIEThYCH KapIuHOM.

Jlexapute TpsiOBa nma mpociensBaT manueHTuTe 3a paspurue Ha BI133. Korato ce oOMucis redeHue ¢
JICHATUAOMU, TPIOBa J1a Ce B3eMaT MPEABH]] KAKTO IMOTCHIIMAIHATA 110132 OT JICHAIUJOMU]I, TaKa U
pucksT ot BII33.

Yeproodpobuu napyuienus

YepHoapoOHA HEIOCTATHYHOCT, BKIIOYUTEITHO CITydan ¢ GaTaieH u3Xo/1, ce Cho0IaBa npy manueHTH,
JIEKYBaHH C JIEHATUIOMHK B KOMOMHMpaHa Tepanus: Cho0IIaBa ce 3a 0CTpa YepHOApoOHa
HEJN0CTaTHLYHOCT, TOKCUYEH XENATUT, IUTOJIMTHYEH XEIAaTUT, XOIECTATUYEH XEIAaTUT U CMECEH
[UTOJIMTHYCH/XOJIECTATHYCH XenaTuT. MeXaHU3MHUTE Ha TEXKa JICKAPCTBEHO WHIYIUPaHa
XeMaTOTOKCHYHOCT OCTaBaT HEM3BECTHH, BBHIIPEKH Y€ B HAKOW CIydaH IPEABAPUTEIIHO CHIIECTBYBAIIO
BHPYCHO 4epHOAPOOHO 3a00IABaHe, IOBUIIEHH YePHOAPOOHH EH3UMH Ha N3XOAHOTO HHUBO U
€BEHTYAJTHO JICYCHHE C aHTHOUOTHUIIM MOTaT J1a ObJaT PUCKOBH (PAKTOPH.

UYecTo ce choOI11aBa 3a OTKIIOHCHUS BbB ()YHKIIMOHAIHUTE YSPHOAPOOHH IMOKA3aTEe M, KOUTO ¢a 0010
B3€TO ACHMIITOMAaTUYHU U O0paTUMHU IIPH NMPEKbCBaHe Ha npwiiaraHeto. Cies] KaTo mapamMeTpuTe ce
BbPHAT KbM U3XOJIHOTO HUBO, MOKE Ja CE€ IIOMUCIIH 3a JICUCHUE C MO-HUCKa J03a.

JleHanmuIoOMuI ce eKCKpeTupa upe3 ObopenunTe. BaxkHo e a ce Kopurupa 103aTa Ha MalueHTH C
OBOpEUHO yBpEXKIaHE, 3a 1a ce M30erHaT MIa3MEHH HUBA, KOMUTO MOTAT J]a yBEIHJYaT PUCKA 3a IM0-
YEeCTH XEMaTOJOTUYHH HeKEJaH! PeaKINK MM XeMaToTOKCHYHOCT. [IpenopbuBa ce 1a ce HabIro1aBa
4yepHoIpoOHaTa QyHKIHUsI, 0COOCHO KOraTo MMa aHaMHe3a 3a MJIM ¢THOBPEMEHHA BHPYCHA
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YepHOAPOoOHa WH(EKIIHS, WM KOTATO JICHATUIOMH]] C& KOMOWHHUPA C JIEKapCTBEHU MPOAYKTH, 32
KOHTO € U3BECTHO, Y€ CE CBBhP3BaT ¢ AUCHYHKIIUS HA YEPHUS IPOO.

Ungpexyus cvc unu bez neymponenus

[TanmeHTHTE C MYITUIIEH MHEJIOM Ca TIOJATIIMBY Ha MH(EKIINH, BKIIOYUTETHO THEBMOHMS. [1o-
BHICOK TIPOIIEHT MH(EKITNH ce HabIroaaBa Mpu JeHATUAOMI B KOMOWHAIUS C IEKCaMeTa30H,
otkonkoTo npu MPT nipu mauuentu ¢ HIAMM, Kouto He ca MOAXOASIIN 32 TPAaHCINIAHTaLKA, U Ha
MTOTHPIKAIIO JICUCHHE ¢ JICHATHIOMHU B CpaBHEHHE ¢ Tutarie6o npu nanuenty ¢ HJIMM, kouto ca
owmnu nopiokenn Ha ATCK. Mudeknuu o cTeneH > 3 Bb3HUKBAT B KOHTEKCTA HA HEYTPOIICHUS TIPU
MO-MAJIKO OT €JHa TpeTa om naruenTuTe. [larueHTure ¢ U3BECTHU PUCKOBU (haKTOPH 32 HH(EKIHH
TpsOBa Ja ce HaOII0AaBaT BHUMATEIIHO. BeHuky manueHTH TpsioBa 1a ObaaT WHCTPYKTHPAHU
He3a0aBHO 12 IOTHPCSIT METUITMHCKA TIOMOIIL TIPY ITEPBU TPU3HANY HA WHQEKIHS (HATp. Kaluna,
BHCOKA TEMIIEpPaTypa U Tp.), KaTo MO TO3U HAYUH IIe aAaT Bh3MOXKHOCT 332 PAHHO JICYCHHUE, 32 JIa CC
HaMaJId TEXKECTTa.

Bupycno peaxmusupane

CroOmmaBar ce ciiydad Ha BUPYCHO PEaKTUBUPAHE MPH MAIUCHTH, MOJTydaBaIly JCHATHIOMUI,
BKIIFOUUTENTHO CEPHO3HU CITyyal Ha peaKTHBHpaHe Ha BUpyca Ha XepIiec 30cTep WK Ha XenaTut B
(HBV).

Hsxon CJIydau Ha BUPYCHO PCAKTUBUPAHC UMAT JICTAJICH U3XOM.

HpI/I HAKOMU CIy4dau Ha pCAKTUBUPAHC HAa XCPIICC 30CTEP CC€ CTHUTAa 1O AMCEMHUHHPAH XEpIIeC 30CTEP,
XCPIHEeC 30CTCP MCHUHIUT UJIKM OYCH XCPIIEC 30CTCP, UBUCKBAII BPEMCHHO IMPEKBCBAHE UJIN
OKOHYATECJIHO CIIMPAaHE Ha JICUCHUETO C JICHATUAOMUA U MOAXOAAIIO AaHTUBHUPYCHO JICUCHUC.

PeaxtuBupane Ha xenaTut B ce cpo0OmiaBa psaako Mpy MaLUeHTH, TOTyYaBalll JCHATUIOMHII, KOUTO
npeau TOBa ca OMiIM MHEKTUPaHU ¢ BUpyca Ha xernaTut B. Hsikou ot Te3u ciyvau nporpecupar 1o
ocCTpa 4epHOIpoOHA HEJJOCTAThYHOCT, BOJEIIA 10 CIIMPaHe Ha JICHATHIOMHU/ U TTOIXO0 IS0
AHTHBUPYCHO JieueHHe. BUpyCHUST cTaTyc 1o OTHOIIEHHE Ha XenaTUT B TpsOBa 1a Obae ycTaHOBEH
MIPEIN 3aII0YBAHE HA JICUEHHE C JICHATUIOMU. 3a MALMEHTH, YUUTO U3CIEABaHMS Ca TOJIOXKUTEIHH 3a
HBYV undekuus, ce npernopbuBa KOHCYITAIUS C JIEKap C ONKT B JieueHHeTo Ha xernatut B. Tpsbsa na
Ce IOIX0K/J1a BHUMATEIHO, KOraTo JICHATUAOMMT CE U3II0JI3BA IIPU MTALIMEHTH, IIPEIU TOBA
uHpekTupanu ¢ HBV, BmounTenno nanueHTH, Kouto ca antu-HBc mo3utusamn, Ho HBsAg
HEeraTHBHU. Te3u MalueHTy TpsaOBa J1a ObIaT HAaOIr01aBaHH BHUMATEIIHO 33 TIPU3HALIA ¥ CUMITTOMH Ha
aktuBHa HBV uH(ekms mpe3 1msu10To BpeMeTpaeHe Ha TeparusrTa.

L HagI/IeHTI/I C HOBOAWArHOCTUIIMPAH MYJITHUIIJICH MUCJIIOM
Mma mo-Bucok IMPOLCHT HAa HCTIOHOCUMOCT (HC)KCJ'IaHI/I cu0uTHs 0T 3-Ta unu 4-Ta CTCIICH, CCPUO3HU

HEXEJTaHu CHOUTHS, MPEKPaTABaHE) TIPH IMANIMEHTH Ha BB3pacT > 75 roaunwy, ISS cramuii 111, ECOG
PS <2 mmu CLcr <60 ml/min, korato JeHanmuaoMu ce npuiara B komOuHarws. [lamuentute TpsoBa
Jia ObIaT BHUMATEITHO OIICHEHU 3a TSXHATa CIIOCOOHOCT J1a TIOHECAT JICHATUIOMHU] B KOMOWHAITHS,
KaTo ce B3eMe mpeasua Bb3pactrta, ISS craawmii 111, ECOG PS <2 wnu CLcr <60 ml/min (Bx. Touka 4.2
u 4.8).

Kamapaxma
Crpo0mraBa ce 3a KaTapakTa ¢ IMO-BUCOKA Y€CTOTA MPH MAITHEHTUTE, ITOTy4YaBaIly JICHATUIOMU/ B

KOMOMHAIUs ¢ AeKcaMeTa30H, 0COOEHO KOraTo ce YnoTpeOsBaT 3a MPOIbKUTEIIHO BpEMeE.
[IpenopbuBa ce peoBHO HAOIIOJEHNE HA 3pUTEIHATA CIIOCOOHOCT.

Ilpoepecusna mynmugoranna neexoenyepanronamus (I1IMJI)

Crnyuau Ha mporpecuBHa Mysitudokanta jieBkoeHiedanonarus (ITMJI), BKIIIOYUTETHO JIETATHH, Ca
ChOOIIEHH TIpH yroTepOara Ha JeHamuaoMua. 3a mosea Ha IIMJI ce choOI11aBa OT HAKOJIKO Mecera 0
HSIKOJIKO TOJIUHHU CJIe]l HA4alIO0TO Ha JICYCHHUETO C JICHATUJOMUJ. TakuBa ciiy4au ca ChoOIIaBaHu
OOWMKHOBEHO TPH MAI[MCHTH, IPUEMAIIX ¢THOBPEMEHHO JCKCAaMETa30H U IPEAH JICUCHUE C Apyra
MMYHOCYIIpecHBHa XuMuoTepanws. Jlekapure TpsOBa na HaONI01aBaT MAIMEHTUTE TIPE3 PEAOBHU
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WHTEPBAJIHN U TPsAOBa Aa B3emar npeasua IIMJI npu nudepeHnnatHaTa AMarHo3a Mpy HalueHTH ¢
HOBH WJIH BJIOIIABAIIY C€ HEBPOJIIOTUYHN CUMIITOMH, KOTHUTHBHH WITH TIOBEIEHYECKHU MIPU3HAIIN HIIH
cumnromMu. [TarieHTHTE ChINO TPsIOBa a OBJAT MOCHBETBAHHU J1a HHOOPMHUPAT MApTHHOPA CH WU
OOrpIKBAIIUTE T'H JIMIIA 33 TAXHOTO JICUCHHE, Thil KATO Te MOTAT Aa 3a0eeKaT CUMIITOMH, KOHWTO
MMalMEHTHT Ja He 3a0ei3Ba.

Onenkara 3a [IMJI TpsOBa na ce ocHOBaBa Ha HEBPOJOTHYEH MpPETJIE/, SIPEHO MarHUTEH PE30HAHC Ha
MO3bKa M aHAJIN3 Ha TPHOHAYHO-MO3buHATa TeaHOCT 3a Haymmune Ha JJHK #a JC Bupyc (JCV) upes
noymmMepasHa BeprkHa peakius (PCR) nimu mo3bpuna 6moricus ¢ TectBane 3a JCV. OTtpurarensara
PCR 3a JCV He uzkmtousa [IMJI. JIONBJIHUTENHOTO NPOCIEASIBAHE U U3BBPILIBAHETO HA OILICHKA MOTaT
Ja ObJaT onpaBlaHH, aKO HE MOXKE Jja C€ MIOCTABU aJTepHATUBHA AUArHO3a.

IIpu cemuenue 3a [IMJI, npunoxenuero cienBa Aa ce NpeKkpaTH, 1oKaTo He ce n3kioun [IMJI. Ako
ce noteepau [IMJI, nmpueMbT Ha JeHAMTUIOMU TPsOBA Aa ObJEC OKOHYATETHO IPEYCTAHOBEH.

JIaKkTO3HAa HEIOHOCHMOCT

Jlenamumomug Accord TBBpAM KaIlCyJId ChABPKAT JIakTO3a. [lalineHTHTe ¢ peKy HACIeICTBCHH
MPOOJIEMHU KaTO HEMOHOCHMOCT KbM TaJlaKTO03a, IIbJICH JIAKTA3CH AC(UIIUT WITH TIFOKO30-TaJIaKTO3HA
MarabcopOIus He TpsAOBa J1a MpUeMat TO3H JISKAPCTBEH MPOIYKT.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU MPOAYKTH U APYrd (popMH HA B3anMoelicTBUE
HpI/I MaIMEeHTU C MYJITUILICH MUEJIIOM, ITpUEMalIH JICHAIUAOMUA U A€KCaAaMETAa30H, CTUMYJIUpAIIN
€pUTpOIIoe3aTa CPeJICTBA WIH JAPYTH BEIISCTBA, KOUTO MOXeE Jia MMOBHIIAT PUCKa OT TpomMb03a KaTo
HaIp. XOPMOHAITHO-3aMECTUTEITHA TepaIus, TPAOBa Jia Ce MPUJIarat ¢ MOBUIICHO BHUMAaHHUE (BX.

Touku 4.4 u 4.8).

HCD OpaJTHH KOHTPALICTITUBHU

He ca npoBexnanu mpoy4yBaHus 3a B3aUMOJIEHCTBUS C IEPOPAJIHU KOHTpALleNTUBY. JIeHanuoMua He
€ eH3uMeH uHaykTop. Ilpu enHo in vitro nmpoydBaHe ¢ YOBELIKU XEAaTOLUTH JIEHAIUAOMU, U3IIUTBAH
B pasiIuyHH KoHUeHTpanuH, He e naaymupai CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/S.
Ilo Ta3u mpuumHa NpU CaMOCTOSATENHOTO NPUIIAraHe Ha JIEHAIUIOMUJ HE CE 0YaKBa MHIYKIMSL, KOSATO
Jla HaMalu e()eKTUBHOCTTA Ha APYTH JICKAPCTBEHH IMPOAYKTH, BKIIFOUUTEITHO XOPMOHAIHU
KoHTpauenTuBu. Obaue € U3BECTHO, Y€ IEKCAMETA30H NPEACTaBIABa Cl1ad 0 yMEpeH HHAYKTOp Ha
CYP3A4 u e BeposITHO /1a OBIUSIBA U IPYTH €H3MMH, KakTo U TpaHcnopTepu. He moxe na ce
W3KITIOYH, 4e e(PUMKACHOCTTa Ha TIEpOpaTHUTE KOHTPAIICTITUBH MOKe Jia ObJie HamalleHa 1o BpeMe Ha
neuenuneto. TpsOBa na ObIaT NpeanpueTy epeKTHBHI MEPKH 32 TIPeIOTBpaTsBaHe HA OPEeMEHHOCT
(Bk. Toukn 4.4 u 4.6).

Bapdapun

EnHoBpeMeHHOTO MpHIIOKEHHE HA MHOTOKPATHHU 1031 JeHanuaoMun ot 10 mg He e umaino epext
BBPXY (hapMaKOKHMHETHKATa Ha eIMHUYHU 03U R- 1 S- Bapdapun. ExHoBpeMeHHOTO npuiiarane Ha
eAMHUYHA J103a BapdapuH oT 25 mg He € uMaio epeKT BbpXy papMakOKMHETHKATa Ha JICHATUIOMU/.
He e u3BectHO, 00aue, nany uMa B3aMMOICHCTBHE 110 BpeMe Ha KITMHUYHOTO MPHIIOKEHHE
(eIHOBpEMEHHO JIeYEeHHE C IeKcaMeTa3oH). JlekcameTa3oH mpescTaBisiBa cyiad 10 yMepeH eH3MMeH
UHIYKTOP U eeKThT My BbpXY BapdapuH He e u3BecteH. [IpernopbuBa ce BHUMATEITHO Clie/IeHE
KOHILIEHTpaluATa Ha Bap(dapuH 110 BpeMe Ha JEUSHUETO.

AI/IFOKCI/IH

EnnoBpeMeHHOTO npuiioxkeHne Ha JeHamuaoMu 10 mg BeAHBXK THEBHO € TIOBUIIIIIO IJIa3MeHaTa
eKCITO3UIHS Ha JUTOKCHH (eanHnYHA 703a oT 0,5 mg) ¢ 14 % ¢ 90 % AU (moBepureneH nHTepBai)
[0,52 %-28,2 %]. He e u3BecTHO Aanu MpU KIMHUYHATA yrioTpeba edeKThT e Obie pazinyeH (1mo-
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BHCOKH JTO3U JICHAJIUOMHU]I ¥ € THOBPEMEHHO JICUCHHUE C JIEKCAMETa30H). 3aTOBa Ce IPEopbuBa
CJIe/ICHEe Ha KOHIICHTpAIMATa Ha TUTOKCHH 110 BpeMe Ha JICUCHUETO C JICHAIUIOMHUI.

Cratunu
CrlmecTByBa MOBUIIICH PUCK OT padOMHOIIN3a, KOTaTO CTATHHHU CE€ TIPIJIaraT ¢ JCHATHIOMHU/; PUCKBT

MO J1a € IPOCTO anuTHBeH. [IpernopruBa ce 3aCHIICeHO KIIMHUYHO U 1a00paTOpHO HaOII0ACHNE,
0COOEHO TIpe3 MMEPBUTE CEJIMMIIA Ha JICUCHHUETO.

ﬂ CKCaMCTa30H

EnHOBpeMEHHOTO IIPUIIOKEHNE Ha €UHUYHU WM MHOIOKPAaTHU 1034 AekcaMeTa3oH (40 mg BeAHBK
JTHEBHO) HAMAa KJIMHUYHO 3HAYUM €(eKT BbpXy (papMaKOKWHETHKATa Ha JICHATHAOMUT (25 mg BeTHBK
JHEBHO) IIPU MHOT'OKPATHO IIpUjIaraHe.

BsaumoneiictBus ¢ nuaxuouropu Ha P-rnukonporenna (P-gp)

In vitro, nenanuaomun € cyocrpar Ha P-gp, HO He e naxuburop Ha P-gp. ExHoBpeMeHHOTO
NPUIOKEHUE HAa MHOTOKPATHH JIO3H Ha CUIIHUS MHXUOUTOp Ha P-gp xunuauH (600 mg nBa mbTH
JHEBHO) WM yMepeHHus HHXHOuTOp/cyOcTpar Ha P-gp Temcuponumyc (25 mg) HIMa KIMHAYHO
3HaYUM €(PeKT BbpXy apMaKOKHHETHKATa Ha JIeHATUAoMu (25 mg). EAHOBpEMEHHOTO MPHUIIOKEHUE
Ha JieHanuaoMu (25 mg) He npoMeHs (papMaKOKHHETHKATa Ha TEMCHUPOJIUMYC.

4.6 @epTUIAUTET, OPEMEHHOCT U KbpMeHe
[lopanu TeparoreHHUs1 MOTEHIMAT JICHATUIOMU/ TPsIOBa Ja ce MPEIIICBa B ChOTBETCTBHUE C
[Iporpamara 3a nmpeamnasBaHe oT OpeMeHHOCTTa (BXK. Touka 4.4), OCBEH aKo HsAMa HaJleKTHH

J0Ka3aTCJICTBA, Y€ MAaIMCHTKAaTa HE € C ACTCPOACH IMOTCHIIUAII.

Kenu ¢ JACTCPOJCH IMOTCHIIM A / KOHTDaLIeHHI/IH OpHu MBKE U ) KCHU

JKennte ¢ AeTepoaACH MOTEHITHAN TPSAOBA J1a M3MOI3BAT e(DEKTUBEH KOHTPAICITUBEH METO . AKO
JKeHa, JICKyBaHa C JICHATUIOMU], 3a0peMeHee, JISUCHUETO TPIOBa 1a ObJie CIPSHO U MalUeHTKAaTa
Tps0Ba Ja Ob/Ic HACOYCHA 3a OIIEHKA U CHhBET KbM JIEKAp CIICIUAIKCT WU C OITUT B TEPATOJOTHUSATA.
AKO MapTHROpPKA Ha MBXK, JIEKYBaH C JICHATHIOMU, 3a0peMeHee, ce mpernophyBa T 1a 0bJIe HacOUeHA
3a OLICHKA U ChBET KbM JICKap CHCIUANIUCT WIH C OIUT B TEPATOJIOTHSITA.

JleHanuioMu1 ce ChabpKa B HOBEIIKATA ClIEpMa B U3KJIIOUYNTENIHO HUCKU HUBA 110 BpEME Ha
JIEYCHUETO U € HEOTKPHUBAEM B UOBEIIIKATa CIIEpMa 3 JTHU CJIe[ CIIUpaHe Ha BEMIECTBOTO MPH 3PaBUs
uHauBH (BXK. ToUka 5.2). KaTto npeana3Ha Msapka U KaTo ce UMaT MPEABUL CIICIIUATHH MOITYJIAINH C
MPOABIDKUTEITHO BpEME Ha SJIMMHHUPAHE KaTo MalUeHTH ¢ ObOPEYHO YBPEKIaHE, BCUUYKHU MAIlUEHTH
OT MBXKKH T10J1, IPUEMAIIH JICHATHIOMU/, TPSOBA 1a U3MOI3BAT MIPE3EPBATHUBH IIPE3 ISTIOTO
BpEMETpacHe Ha JICUYCHUETO, P BPEMEHHO NMPEKbCBAHE HA MIPUIIAraHETO U B MPOIBIKEHUE Ha |
CEeJIMHMIIA CJIe]] MPEKpaTsIBaHe Ha JICYSHUETO, aKO MMaPTHhOPKATa UM € OpeMeHHa HITH C JeTepOJIcH
MOTEHLMAJ U HE MPOBEK/1a KOHTPALICHIHSI.

Bbpemennoct

JleHamumoMu € CTPYKTYPHO CXOJICH C TAMHIOMU. TaluIoMu ] € H3BECTHO TEPATOTEHHO aKTHBHO
BEIICCTBO MPHU X0pa, KOSTO MPUUMHABA TSKKH KUBOTO3ACTPAIIIABAIIY BPOJACHU Te(HEKTH.

[Ipu MaliMyHH JICHATUIOMU € IIPEAU3BUKAT MajI(OpMaIiH, MOA00HH Ha TE3H, OMMCAaHH 3a

TanuAOMHI (BXK. Touka 5.3). 3aToBa ce oyakBa TepaToreHeH eeKT Ha JICHATUAOMU U TOH e
NPOTHBOIOKA3aH 10 BpeMe Ha OPEMEHHOCT (BK. Touka 4.3).
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Kspmene

He e u3BecTHO JAaJin JICHAJIMAOMUL CC CKCKPETHUPA C KbpMarta. 3aroBa TpSI6Ba Ja CC IpCKpaTu
KBbpPMCHCTO I10 BPEMC Ha TCpaIuiATa C JICHAIUAOMUI.

DepTunurer

Enno npoyuBaHe 3a pepTHINTET IPH ILTBXOBE ¢ 103H JieHanuaoMu 10 500 mg/kg (mpuOIu3uTeIHO
200 mo 500 mpTH qO3UTE 3a XOpa CHOTBETHO OT 25 mg u 10 mg, Ha 6a3a oI OT TeJIecHaTa
MMOBBPXHOCT) HE IMOKa3Ba HEXENaHU Bb3JICHCTBHUS BEPXY (EPTUIINTETA UIH TOKCUIHOCT TIPH
ponutenure.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WorpaHe U padoTa ¢ MAIINHA

JlenanmmoMu ] IOBIHSIBA B MaJIKa /IO YMEPEHa CTEIICH CIIOCOOHOCTTA 3a modupaHe u padoTa ¢
MamuHu. Mma C'[)O6IIICHI/ISI 3a ymopa, 3aMassHOCT, COMHOJICHTHOCT, BEPTUT'O U 3aMBIJICHO BUIKIAHE
npu ynorpeda Ha JTEHAIUIOMU/. 3aTOBA CE€ MPENOpbhUBa MOBUIICHO BHUMAaHHUE MIPHU IO(QHUpaHe UITH
paboTa ¢ MaIlIMHU.

4.8 HexenaHu JeKapCTBEHH PeaKINHU

Pesrome Ha mpoduiia Ha 6€30IMacHOCT

Hosooduaznocmuyupar Mynmunier Mueaom. nayuermu, koumo ca ouu noonodicenu na ATCK u
JIeKV8AHU C JeHATUOOMUO, KAMO NOOObPIHCAULO JeYeHUe

[IpunokeH e KOHCEPBATUBEH MOIXO/ IIPH OTNPECIITHE Ha HEXKETAaHUTE JICKAPCTBECHHU PEAKIIUN OT
CALGB 100104. Hexxenanute peakuuu, onucanu B Tabnuia 1, BKIIOUBAT CHOUTHS, CHOOIIaBAaHU
cinen BAM/ATCK, kakTo U ¢CbOUTHS OT MIEPHO/Ia Ha MOAIBPIKAIIOTO JIedeHHe. Bropu aHaus,
UACHTU(OUIUPAL] CHOUTHS, KOUTO Ca C€ Pa3BIIIU CIIE/ 3alI0YBaHE HA MOIBPIKAIIIO JICYCHHE, TIOKA3Ba,
4ye Hali-BEPOSATHO YECTOTHTE, MpeacTaBeHn Ha Tabnuma 1, Moxke 1a ca Mo-BUCOKH OT JCHCTBUTEITHO
Ha0JIFoaBaHUTE TIpe3 IMeproIa Ha moaabpskamnto aedeane. B IFM 2005-02, HexxenanuTe peakinu ca
caMo OT TIEPHOJIa Ha MOTBPIKAIIOTO JICUCHHE.

CepHro3HHTE HEXEIAHH PEeaKIIMU, Ha0IF01aBaHu 0-4ecTo (>5%) mpu MoAAbPIKAII0 IPUIOKEHHE Ha

JICHAJMJJOMUJI B CpaBHEHHE ¢ TU1aneoo, ca:

e  [TueBmonus (10,6%; komOunMpan TepmuH) ot IFM 2005-02

. Benonpoona undexuus (9,4% [9,4% cnen 3amnousane Ha noaabpxaino jgeuenue]) or CALGB
100104

B mpoyuBaneto IFM 2005-02, Hab1r01aBaHUTE MO-YECTO HEXKETAHH PEAKIIMH MTPH MOITBPIKAIIO0
JieYeHHE C JICHATUIOMHU/ B CpaBHEHUE ¢ 1wanebo ca Heytponenus (60,8%), oOpouxut (47,4%), nuapus
(38,9%), nazodapunrut (34,8%), myckymau ciazmu (33,4%), neskonenwust (31,7%), acrenus (29,7%),
kanumna (27,3%), tpomooruronenus (23,5%), ractpoenrepur (22,5%) u nupekcus (20,5%).

B npoyusanero CALGB 100104, nabmtogaBaHuTe TI0-9€CTO HEXEIAH! PEAKITUH MIPH IO IBPIKAII0
JICUCHHUE C JICHATUJIOMUJI B CPaBHEHUE C 1miarebo ca Heytponenus (79,0% [71,9% cien 3ano4BaHe Ha
MOJUTbPIKAIIO JeueHue]), rpomoonutonenus (72,3% [61,6%]), nuapus (54,5% [46,4%]), oOpus
(31,7% [25,0%]), uadexius Ha TOpHUTE AUXaTeTHU mbTHINA (26,8% [26,8%]), ymopa (22,8%
[17,9%]), neBkonenwust (22,8% [18,8%]) u anemust (21,0% [13,8%)]).

Hosoouaznocmuyuparn Mmyimunien Mueiom: RayuerHmu, KOumo He ca ROOX00Auu 3d
MPAHCHIAHMAYUS, NOAVHABAUSU NEHATUOOMUO 68 KOMOUHAYUSL ¢ OOPMEe30MUb U 0eKCaMema3on

B npoyusanero SWOG S0777 mo-yecto HaOIr0aBaHNTE CEPUO3HN HEXETaH! peakiun (> 5%) ¢
JIEHaJIMIOMHUT B KOMOMHAIHS C HHTPABEHO3HO ITpHjIaran 00pTe30Mu0 1 JIeKCaMeTa30H B CpaBHEHHE C
JIEHAIUIOMU] B KOMOMHALIMS C JIEKCAMETA30H, ca:
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e  Xwunoronus (6,5%), 6enoapoona undekus (5,7%), nexuapararus (5,0%)

ITo-decTo HabOIOTaBaHUTE HEXKETAHN PEAKIINH C JICHATUIOMHII B KOMOWHAIHSA ¢ O0PTE30MU0 U
JIEKCaMEeTa30H B CPaBHEHUE C JICHATUIOMH/I B KOMOMHAIHS C JleKcaMeTas3oH ca: ymopa (73,7%),
nepudepHa Hesponartus (71,8%), Tpombonuronenus (57,6%), 3anek (56,1%), xunokanueMust
(50,0%).

Hosoouacnocmuyuparn Myumunien Mueiom npu nayuenmu, KOumo He ca noOX00Suu 3a
MPAHCHAAHMAYUS, TEKYBAHU C JeHAAUOOMUO 8 KOMOUHAYUS C HUCKA 0034 0eKCAMEMA30H
Cepuo3HnTe HEXXETaHN PEeaKIny, HaOII0aBaHu T0-4ecTo (>5%) ¢ IeHanuaoMHU]] B KOMOUHAIIHS C
HuCcKa jo3a aekcamerazoH (Rd u Rd18), otkonkoTo ¢ mendanan, npeaan3on u tamuaomun (MPT), ca:
e  [IaeBmonus (9,8%)

e  bprOpeuHa HENOCTATHYHOCT (BKIIOUUTETHO ocTpa) (6,3%)

Hexenanute peakium, HabmonaBanu mo-decto ¢ Rd wim Rd18, otkonkoro ¢ MPT, ca: nuapus
(45,5%), ymopa (32,8%), 6onka B repba (32,0%), acrenus (28,2%), 6e3cvuue (27,6%), 06pus
(24,3%), monmxen anetut (23,1%), kamuua (22,7%), mupexcus (21,4%) 1 MycKyJIHHU cria3MU
(20,5%).

Hoeooduaznocmuyupan mynimunien Mueaiom. RAYUEHmu, KOumo He ca nooxoo0aui 3a
MPAHCHIAHMAYUS, ICKYEAHU C NeHAIUOOMUO 8 KOMOUHAYUS C MEAPDANAH U NPEOHUZOH

CepHo3HHUTE HEXETIAaHW PeaKIiy, Habmo1aBanu mo-uecto (> 5%) ¢ Mendanan, IpeIHU30H U
JICHAJTMAOMHUI, TIOCCABAHO OT MOAIbpIKAIIO JieueHue ¢ aeHanuaomua (MPR+R) win mendanan,
NPEHU30H U JICHATHIOMU/, TIoceBano oT miaiedo (MPR+p), oTkonkoTO ¢ MendanaH, mpeIHU30H
u manebo, mocieasaHo ot mianebo (MPp+p), ca:

° ®ebdpmina HeyTponeHust (6,0%)

e  Anemus (5,3%)

Hexenanute peaknum, HaOmogaBanu no-4ecto ¢ MPR+R wim MPR+ p, otkonkoro ¢ MPp+p, ca:
Heytponenus (83,3%), anemus (70,7%), pomooumTonienus (70,0%), neskorenus (38,8%), 3amek
(34,0%), nuapwus (33,3%), o6puB (28,9%), mupekcust (27,0%), nepudepen orok (25,0%), kammna
(24,0%), monmxen anetut (23,7%) u actenus (22,0%).

Mynmunnen muenom: nayueHmu ¢ none eoHa Npeoxoxcoaula mepanust

B nBe mtane60-koHTpoaMpanu npoyusanus (haza 3, 353 manueHTa ¢ MyJITHILICH MUEJIOM ca OMin
EKCIIOHMPaHH Ha KOMOMHAIMATA JICHATUIOMH I/ IeKcaMeTa30H U 351 — Ha KoMOUHAIHsITa
uiane0o/ IeKkcaMmeTasoH.

Haii-cepro3HnTe HeXeTaHU peakiiy, HaOI0JaBaHy O-YECTO MPH JICHATHIOMHU/ IEKCaMeTa30H,

OTKOJIKOTO IPH KOMOMHAIIMSITA IT1ale00/ IeKcaMeTa30H, ca:

e  Benosna tpomboeMbouus (TpomMO03a Ha TBIOOKUTE BEHH U 0eltoipoOHa eMOous) (BXK.
Touka 4.4).

e  Heyrponenus ot 4-ta creneH (Bx. Touka 4.4)

HabmromaBanute HexenaHu JIGKAPCTBEHHN PEAKIINHU, KOUTO €a C€ TPOSBIIIH MO-YECTO MPH
JICHAJIMJOMUJ ¥ IEKCAMETa30H, OTKOJIKOTO MU IJIanedo 1 JeKcaMeTa30H B COOPHU KIMHUYHH
M3MUTBaHUS NpH MyaTuIvieH MueraoM (MM-009 u MM-010), ca ymopa (43,9 %), HeyTponenust
(42,2 %), 3anek (40,5 %), muapus (38,5 %), myckynau kpamnu (33,4 %), anemus (31,4 %),
tpombonuTonenus (21,5 %) u o6puB (21,2 %).

Muenoducniacmuunu cunopomu

O6muaT mpod i1 Ha 6€30MACHOCT HA JICHATHIOMHUI IIPH MAUCHTH ¢ MUCTIOIUCIIIACTHYHA CHHIAPOMU
Ce OCHOBaBa Ha JJaHHU OT 00110 286 MalueHTy OT eHO MpoyyBaHe ¢a3a 2 u eAHO NpoyuBaHe ¢asa 3
(Bx. Touka 5.1). B mpoyuBaneto ¢a3za 2 Bcuukute 148 manuenTy ca OWiM Ha JICYCHUE C JICHATUAOMHUI.
B npoyuBanero daza 3 69 nanueHTH ca OWiIM Ha JICHATHIOMHU 5 mg, 69 MalueHTH Ha JCHATUIOMU
10 mg u 67 naumeHTH ca OMiM Ha Manedo Mo BpeMe Ha JBoHHO3acieneHara (asa Ha Mpoy4YBaHEeTo.
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[ToBedeTo HexenaHU peakui OOMKHOBEHO ca MOJTyUYeHH Mpe3 MbPBUTE 16 CeMUITM Ha TEPAIUATA C
JIEHATUAOMU,.

CepHO3HHTE HEXKEIAHHU PEAKIIMU BKIIIOYBAT:
e Beno3Ha TpoMOoeMOous (1bI00Ka BEHO3HA TPOMO03a, OenoipooHa eMOowst) (BK. Touka 4.4)

e Heytponenus ot crenex 3 wiu 4, pedpuitHa HEYTPONIEHUS! K TPOMOOLIMTONIEHHSI OT CTENEH 3 WiIn
4. (Bx. Touka 4.4)

Haii-uecto HabroaBaHUTE HEXKETIAHN PEAKIH, KOUTO BH3HUKBAT MIO-UECTO MPH TPYITUTE HA
JICHAJIMZOMUJI B CPAaBHEHHE C KOHTPOJIHOTO paMo B Ipoy4uBaHeTo (asa 3, ca Heytponenus (76,8 %),
TpoMOonuTornienus (46,4 %), nuapus (34,8 %), 3amek (19,6 %), ranene (19,6 %), npyputyc (25,4 %),
o0pus (18,1 %), ymopa (18,1 %) u myckynuu ciazmu (16,7 %).

Manmennoxnemuvuen numghom

[IpodpunbT Ha obmaTa 6€30MACHOCT Ha JICHATUIOMU/ P MALUCHTH C MAaHTEIHOKIETHYEH JIUMQOM €
OasupaH Ha TaHHU OT 254 TAIUEHTH OT €HO PaHAOMU3MPAHO, KOHTPOJIIMPAHO MMpoydIBaHe daza 2
MCL-002 (Bx. Touka 5.1).

JlOTbTHUTENHO HEXKENaH! JIEKAPCTBEHH PEAKIMH OT NMoAKpensmoTo npouyBane MCL-001 ca
BKJIIOYeHH B Tabmuna 3.

Cepuo3HHTE HEXETIAaHH JIEKAPCTBEHH PeakLny, Ha0moqaBaHy mo-uecto B mpoyusane MCL-002 (c
pasJinka OT Half-MaJIKo 2 IPOLIEHTHU IIyHKTa) B paMOTO Ha JICHAJIUIOMU]] B CPABHEHHUE C KOHTPOJIHOTO
pamo, ca:

e  Heyrponenwus (3,6 %)

. benonpo6na em6omus (3,6 %)

o  Jluapus (3,6 %)

Haii-yecto HabroIaBaHUTE HEXETAHN PEaKIMH, KOUTO Bb3HUKBAT M0-4ECTO B PAMOTO Ha
JICHAJIMJOMUJ B CpaBHEHHE ¢ KOHTPOIHOTO paMo B ipoyuBane MCL-002 ca neyrponenus (50,9 %),
anemus (28,7 %), muapus (22,8 %), ymopa (21,0 %), 3arek (17,4 %), mupekcust (16,8 %) u 0O6pus
(BxITIOUHMTENHO aneprudeH aepmatur) (16,2 %).

B npoyusane MCL-002 uma kato 15710 IBHO YBEIHMUEHHUE Ha CIIy4auTe Ha MPeKAEBpEMEHHA

(B pamkure Ha 20 cenmunn) cMbpT. [lanmeHTHTE ¢ BUCOK TYMOPEH TOBap Ha M3XOIHOTO HHUBO Ca C
YBEIMYEH PUCK OT MpexkIeBpeMeHHa cCMBPT, 16/81 (20 %) ciydan Ha npexaeBpeMeHHa CMBPT B
pamoro Ha neHamunomun u 2/28 (7 %) ciaydan Ha IpexkIeBPEMEHHA CMBPT B KOHTPOJIHOTO PaMo.

B pamkure Ha 52 cenmunu cpotBeTHUTE HppH ca 32/81 (39,5 %) u 6/28 (21 %) (Bx. Touka 5.1).

[To Bpeme Ha neuebeH nukba 1, 11/81 (14 %) manmeHTH ¢ BUCOK TYMOPEH TOBap ca OTTETJICHH OT
TepanusTa B paMoOTO Ha JIeHaMuAoOMH cripsiMo 1/28 (4 %) B koHTposiHaTa rpyna. OCHOBHATA IPHUYUHA
3a OTTETJISIHETO OT JICYEHHETO Ha MAlMeHTHTE C BUCOK TYMOPEH TOBap M0 BpeMe Ha JiedeOeH UKBI 1
B PaMOTO Ha JICHAJIUJOMU/ ca Hexkenanu cpoutus, 7/11 (64 %).

BucokusiT TyMOpeH ToBap € [eUHUPaH KaTo Hal-MaJKo eJlHa JIe3Hst > 5 cm B TUaMeThp WK 3 JIe31H
>3 cm.

Donuxyrapen awmpom

OO0muAT mpod i Ha 6€30MaCHOCT Ha JICHATHIOMHU] B KOMOWHAIIHS C PUTYKCUMA0 TpY MAIIMESHTH C
JIEKyBaH Mpeau ToBa (QOJIMKYIapeH TUMQOoM, ¢ 0a3upaH Ha TaHHU OT 294 MalMeHTH OT
paHIOMH3UPAHO, KOHTPOIMpaHo, mpoyuBane (aza 3 NHL-007. OcBen ToBa B Tabnuiia 5 ca BKIIOYCHH
1 HEKEJIaHU JICKAPCTBEHHU PEaKITUH OT MoIKpersmoTo npoyasane NHL-008.

Cepro3HATE HEXEIIAHH JICKAPCTBEHU PEAKITNH, HAOII0JaBaHN Hal-d9ecTo (C pas3auKa OT Hail-Maiko 1
NpOIIeHTeH MyHKT) B ipoyuBane NHL-007 B pamoTo Ha JeHaTHIOMUI/PUTYKCHMA0 B CpaBHEHHUE C
pamoTo Ha riane0o/puTykcumMad, ca:

e  @ebOpunHa HEyTpoTeHNUs (2,7%)

. benoapobna embomus (2,7%)
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e  [IneBmonus (2,7%)

B npoyuBanero NHL-007 HexxenaHuTe peakiuy, HAOJIF0JaBaHU TI0-9€CTO B PAaMOTO Ha
JICHATMOMUJI/PUTYKCHUMA0 B CpaBHEHHE C PaMOTO Ha mianedo/putykcumad (¢ Haii-mako 2% mo-
BHCOKA YECTOTa MEeKIY paMeHaTa), ca HeyTporeHus (58,2%), auapus (30,8%), neBkonenus (28,8%),
3amek (21,9%), xkanmmuma (21,9%) u ymopa (21,9%).

Tabauia Ha HEXKETAHNUTE JICKApPCTBCHHU pCaKIINH

HesxenanuTe peakiinu, HaOIOaBaHU TIPH TAIUESHTH, JICKYBaHHU C JICHATUIOMHM]I, Ca H30POCHH I10-
JIOJTY TI0 CUCTEMO-OPTaHHH KJIAaCOBE U YeCTOTH. [IpH BCAKO rpynupaHe B 3aBUCUMOCT OT YECTOTATa,
HEXKETAHUTE PEaKIUK e U30pOsIBAT B HU3XO/ISII PEJT IO OTHOIICHUE Ha TAXHATA CEPUO3HOCT.
YecroTHTe ce onmpeaear kato: MHOro yectu (> 1/10); yectu (> 1/100 mo < 1/10); neuectu (> 1/1 000
1o < 1/100); penxu (= 1/10 000 mo < 1/1 000); muOTO penku (< 1/10 000); c Heu3BecTHA YecTOTa (OT
HAJTMYHUTE JaHHU HE MOXKE J1a ObJIe HAlTpaBeHa OIICHKA).

HexenanuTe peakiuu ca BKIIOYSHH B TIOIXOAIIATa KATETOPHsI B TAOIUITATA ITO-I0Iy CIIOpe]] Hali-
BHCOKaTa 4eCTOTa, HaOII0JaBaHa B HAKOE OT OCHOBHHUTE KJIIMHUYHU HU3IIUTBAHUA.

Tabauuno obobwasane 3a monomepanus npu MM

CrenpamaTa Tabnuna e Ha Oa3ara Ha JaHHU OT npoyuBaHusTa Ha HAMM npu nauyeHTH, moaaoKeH!
Ha ATCK 1 jgexyBaHH MOJABPIKAIIO C JICHATUAOMU. JJaHHNWTE HE ca KOPUTUPAHHU B CHOTBETCTBHE C
HO-TTPOXBIDKUTETHOTO NPHIIOKEHNE B paMeHaTa Ha JIeUeHHE, ChIbPIKaIIO JICHATHIOMU,
IPOABIDKABALIO JI0 MIPOTrpecus Ha OOJIECTTa CIIPSIMO paMeHaTa Ha I1anedo B OCHOBHUTE MTPOYYBaHHUS
IpU MYJITUIUICH MUEJIOM (BX. Touka 5.1).

Tadauua 1. HJIP, cbo0eHd B KIMHUYHUA U3MUTBAHUS ¢ MANMEHTH ¢ MYJITHILJIEH MHEJIOM,
JIEKYBAHU C JICHAJIWJIOMHU], KATO NOJIbPKALIO0 JeUeHue

Cucremo-opranen
kjaac/IlpeanoynTan TepMUH

Bcenukn HIIP/YecToTa

HJIP cTrenen 3-4/9ectoTa

HNudexnun n nadecranun

MBHoro yectu

ITneBMOHMA, HUH(EKLIUU HA
TOPHUTE TUXATEITHU THTHINA,
HEYTPOIIEHUYHA HHEKITHS,
oponxut’, rpur’,
racTpOEHTEPUT’, CHHY3UT,
Ha30(apUHIUT, PUHUT

YecTtn

Wndexus’, npexms Ha
NUKOYHHTE MbTUIIA®*,
MH(EKLIUS HA JOITHUTE
JIMXATEeJTHY ITHTHIIA,
OeoapoOHa HHPEKITHS

MHoro gectu
[TneBMOHMA, HEYTPONEHUYHA
nHDeKIusa

Yectu
Cencuc’,%6akrepuemus,
6enoxpodHa napexus’,
OaktepuanHa MHOEKIUI Ha
JIOJIHUTE IUXATEIHU MHTHUILA,
oponxur’, rpurn’,
racTPOEHTEPUT’, XepIIeC
3octep’, uapexuus’

Heomnazmu
A00poKavecTBEHH,
310Ka4YeCTBeHU U
HeomnpeneaeHd (BKJI. KUCTH U
MOJIMIIN)

Yectu
MuenoaucIiacTuIeH
cungpom’*

Hapymiennsi Ha KpbBTa U
auMmpHaTa cucrema

MHoro yect
Heyrponenus™?, pebpunna
HeyTponeHus™,
TpoMbonuTOoneHua™", aHeMus,
neBKoneHus’, MuMQponeHus

MHoro yectu
Heyrponenus™°, pedpunna
HeyTponeHus™,
TpoMOonuTOoneHus ™, anemusl,
neBKonenns’, MuMQponeHus

Yectu
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Cucremo-opraHex Bceuuku HJIP/YecToTa HJIP cTenen 3-4/YectoTa
kJjac/lIlpeanoyuTan TepMuH
IManmuronenus’
Hapymenns Ha MHoro yectn Yectu
MeTad0Jn3Ma W XPAaHEHETO XumokajaueMus XuIokajnueMus, TeXuIpaTaIus
MHoro yect Yectu
ITapecresns I'maBoGonme
Hapyumienus Ha HepBHaTa
cucreMa
Yectu
[TepudepHa HeBponaTus®
CbaoBH HapyLIeHHS dectu dectu
py BemonpobHa eMOomus* Jnnboka BeHO3HA TpOM6O3aA’<>’r
MHoro yect Yectu
Kanumina HucnHes®
PecniupaTopum, rpbaHu 1
MeIUACTHHAJHYU HapylIeHus
A Py Yectn
Jucnues®, puHOpes
MHoro yect Yectu
Juapwusi, 3anek, kKopeMHa Juapusi, moBpbIaHe, rajacHe
Ooika, rajeHe
CTomMamHo-4YpeBHH
HAPYIIEHUS
Py UYectn
[ToBpsIane, 60nka B ropHaTa
4JacT Ha KopeMa
MHoro yect Yectu
OTKJIOHEHUS BB OTKJIOHEHUS BB
XenaToOuIHAPHU
(yHKIIMOHATTHUTE (YHKITMOHATHUTE
HAPYHIIEHUSs
YEpHOAPOOHH MMOKA3aTEH YepHOAPOOHH
MOKa3aTeNH
Hapymenns Ha KoxkaTa MHoro yectn Yectu
MOJAKOKHATA ThKAaH OO6puB, cyxa KoXxa O0pus, crpbOex
MHoro yect
MyCKyJTHH clia3Mu
Hapyumienusi Ha MyCKYJIHO-
CKeJIETHATA CHCTEMA H
Yectu
ChEINHUTEIHATA ThKaH
Muanrusi, KOCTHO-MYCKYJTHa
Oomka
OO0 HapymeHust u epekT | MHOTO YecTH Yectu
HAa MSACTOTO HA MPHUJIOKeHHe | YMopa, acTeHHsI, TUPEKCHS YmMopa, acteHust

 Hesxxenanu peakuuu, ChoOLIaBaHu KaTO CEPHO3HU B KIMHMYHU U3NUTBaHus ¢ namdentu ¢ HIMM, nognoxenu na ATCK
*Kacae caMo CepHO3HH HEXKENAHH JIEKAPCTBEHH PEAKIUN

" Bkre Touka 4.8 Onucanne Ha N30paHy HEXXEJIaHN PeaKIun

2 “TIneBmonus” komOuaupany HC, BiIouBa KaTto TepMUH cieqHuTe npeanodntany tepmuan (PT): Bponxonnesmonus,
JlobapHa mHeBMOHUS, [THeBMOHMS NprunHeHa 0T Pneumocystis jiroveci, [TneBmonns npuanaena ot Klebsiella, [TneBMonust
npuunnena ot Legionella, [TneBmonus mpuunnena ot Mycoplasma, [THeBMokokoBa rmHeBMOHUsI, CTPENITOKOKOBA
MHEeBMOHUS, BupycHa nueBMonus, benonpodno Hapymenue, [lneBMOHUT

6 “Cencuc” komOunupanu HC, Bxirousa kato Tepmun ciennure PT: Bakrepuanen cencuc, [TneBMOKOKOB cencuc, Centuuen
10k, CTahHI0KOKOB CETICHC

® “Ilepudepna HeBponarus” kombuHupany HC, BkimouBa kato TepMuH ciaennute npeanountanu tepmunn (PT): [epudepna
HeBponarus, [lepudepna cenzopna HeBponarus, [TomHeBponaTus

T “JIpnboka BeHO3HA TpoMOo3a” komOuuupanu HC, BkimrouBa karo tepmu ciegante PT: Jp160ka BeHO3HA TpoMbO3a,
Tpombo3a, Benosna tpombo3a

Pesrome 6 mabauuen 6uo 3a kombunupana mepanus npu MM

Crnennara TabnuIa € ChCTaBeHa OT JJAaHHH, ChOpPaHH M0 BPEMe Ha IPOYYBAHUATA MTPH MYJITUILICH
MUEJIOM ¢ KOMOMHHpaHa Teparus. JJaHHuTe He ca KOPUTUPaHU B ChOTBETCTBHUE C MO-TOJIIMAaTa
MPOABKUTEITHOCT Ha JICYUCHHETO B PAMEHATA, ChIABPIKALIH JICHATUAOMUI, IPOABIKEHO 0 ITPOrPECHUs
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Ha 3a00JsIBaHETO, CIIPSIMO paMEHATa Ha CPABHUTEIICH JICKAPCTBEH MPOJYKT B OCHOBHHUTE MPOYYBAHHUS
Ha MYJITAIIICH MHEJIOM (BX. Todka 5.1).

Ta6anna 2. HJIP, cbo01eny B KJIMHUYHHE NIPOYYBAHNS NPH NANMEHTH C MYJTHILIEH MHEJIOM,
JICKYBAHH € JICHAJTUAOMH/ B KOMOMHAaNuUsl ¢ 60pTe30MUl M AeKcaMeTa30H, IeKCaMeTa30H MM ¢

MesidanaH u npeTHU30H

Cucremo-opranHu
KJiacose /
IIpenno4ynTan TepMHUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yecrora

Nudexunu u

MHoro uectu

Yectu

3JI0KaYeCTBEHH U
HeonpeaeaeHH (BKJIL.
KHCTH U MOJINIIN)

CKBaMO3HOKJIEThYEH PaK Ha
kosxaTa’*

uHpecTanun HHCBMOHI/IHO’OO, uHGEKIUI Ha HHCBMOHI/I}IO’OO, OaKTepHaTHH,
FOPHHTE AMXATE/IHH IBTHINA’, BUPYCHU U I'BOUYHU UHPEKIMN
OaKTepHaHU, BUPYCHU U I'bOMYHK | (BKIIOUUTEIHO ONOPTIOHUCTUYHU
UH(DEKIUN (BKITIOYHUTEITHO I/IH(I)CKI_II/II/I)O, I_ICJIyJII/ITO,
OTOPTIOHUCTHYHA HHekin)’, cencuc®®, Gpouxut’,
Ha30(apuHrUT, (GapHHTHT, GenonpooHa uadpexma’,
6pOHXI/IT<>, PUHUT Opouxut® nHpEKIUs HA

auxaTenHuTe mpruma’’,

Yectu UHQEKIHS Ha TUKOYHHUTE
Cencuc’, 6enoapodua nnpexuus’’, | mbruma®, nHbeKuoseH
UH(EKIHS HAa TUKOYHUTE NbTUma’, | €HTEPOKOIUT
cuHy3uT’

Heomnazmm — Heuectu Yectn

100pOKAYECTBEHH, BasanHoKkIeTbueH KapuuaoM”, OcTpa MHeTONIHA JTeBKeMHUs ),

MHUCIOANCINIAaCTHYCH CPIH,Z[pOMO,

CKBaMO3HOKJIEThYEH KapIIUHOM
Ha Kokarta O H*

Heuectu

Ocrtpa meBkemMus ot T-KiIeThueH
Tin’, Ga3aTHOKIEThYCH
kapuuHOM™’, TyMop-nu3uc
CUHJIPOM

Hapymenus Ha
KPbBTa
u JuMdHaTa cucTeMa

MHoro gectu

Heytponenust
TpomGormTonenus”%, anemus’,
XE€MOparuyHo HapyuieHue”,
JICBKOTICHUH, JIUM(OTICHHS

20,00
b

Yectu
®eGpuaa Heytponenus”™,
AHIUTOIICHHS

Heuectun

Xemoin3a, aBTOMMYHHA
XeMOJUTHYHA aHEMUS,
XEMOJIUTUYHA AHEMHUSI

MHoro yecTu

Heyrtponenus
TpomGormTonerus™%, anemus’,
JIEBKOTIEHHUS], TUM(OTIEHHS

20,00
9

UYectn

debpunna HeyTponeHus ™,
MAHIUTOICHHS , XCMOIMTHYHA
aHeMus

Heuectu
XunepkoaryJaius,
KOaryJonaTus

Hapymennst Ha Heuectu

HMYHHATa CHCTEeMA CBpBXYIYBCTBUTEIHOCT”
Hapymenus Ha Yectu

€HJIOKPHHHATA XUmoTupeouIu3bmM
cucreMa
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Cucremo-opranHu
KJiacose /
IIpennoynTan TepMHUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yectora

Hapymennst Ha MHoro yectu Yectu

MeTa00u3Ma 1 XI/IHOI(aJII/IeMI/I}IO’OO, XI/IHOKaHI/IeMI/I}IO’w,

XpaHEHETO XUMEPTIUKEMUS, XUTIOTIIUKSMHUS, XUNCPTIINKEMUS,
XHIOKATIHEMHsL, XMIOKAIIHEMHS, 3aXapeH
xunoHarpuemust’, gexuaparamms”’, | guaber’, xumodocdaremus,
MIOHMKEH aneTUT", TOHMKEHO XunoHatpuemus”’,
TETI0 XHAMNEPYPUKEMUSI, TOAATPA,

nexuaparanus’’, HOHKEeH

Yectu anetut"’, IOHUKEHO TETII0
Xurmomarae3uemus,
XUITePyPHKEMHS, ICXHAPATAIHs ),
XHTIEPKATIHEMHUS

IMcuxuunn MHoro yectu Yectu

HapyUIeHUsA Henpecust, 0e3chHAE Hempecus, 6e3cbHEE

Heuectu
3ary06a Ha THOMI0

Hapymenus Ha
HEPBHATA CUCTeMa

MHoro yectu

[epudepnu nesponatun®,
napecTesus, 3aMasHoCT"’, TpeMop,
NpOMSHA Ha BKyca, I1aBo00IIHeE

Yectu

ATakcusi, HapyIIeHne Ha
paBHOBECHETO, CHHKOM,
HEBPAITHSI, JU3CCTCIHS

MHoro yectn
[Tepudepnu neponatuu’’
Yectn
Llepe6poBacKyIapeH HHIMACHT ,
3amastHocT, cuHKOn®’,
HEBPAJITHS

Heuectu

BoTpeuepeneH KpbBOU3INB",
MPEeXOHA HCXEMUYHA aTaka,
nepeOpanHa HCXeMHUS

Hapymenust Ha ounuTe | MHOro yectu Yectu
KarapakTu, 3aMbIiieHO BHKIaHE Karapakra
Yectu Heuectu
HamaneHa octpoTa Ha 3peHHETO, Crnenora

Hapymenns Ha yxoro | Yectu

U JIAOUPHUHTA I'myxora (BKIIFOUHUTEITHO
XHUI0AKy3Hsl), THHUTYC

Cobpaeunn Yectu Yectu

HapylmeHus [Ipeacspano mbxnene’?, WudpapkT Ha MuOKapaa
OpaguKapaus (BKITIOUUTETTHO OCT"bp)/\’O,

npeachpaHo MbxaeHe ",

Heuectu 3aCTOWHA ChpIeYHA

Aputmus, yaboker QT-unTtepsai,
MPEICHPTHO TPEIITEHE,
BEHTPHUKYJIAPHU €KCTPACUCTOIH

HCI[OCTa’I"B‘lHOCTO, TaxXukKapaus,

ChpacyYHa HCI[OCTaT’b‘IHOCTO’OO,

MHUOKapJHa I/ICXGMI/I}I<>
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Cucremo-opranHu
KJiacose /
IIpennoynTan TepMHUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yectora

CbaoBu HapyLeHust

MHoro yectu

BeHo3Hu TpoM0O0eMOOIHYHN
CHOUTHS", IPETUMHO THIO0KA
BEHO3Ha TpoMOO03a 1 OenoapoOHa
em6omua™*%, xunoronus®®

Yectn
XumnepTroHus, eKxumosa”

MHoro yect

Beno3uu Tpom6oeMO0IMIHN
CHOUTHS", IPETUMHO THIO0KA
BEHO3Ha TpoM0Oo3a 1 OenoapoOHa
em6omusa™%

Yectn
Backysur, xunotonus®,
XHIIEPTOHHUSI

Heuectu

Ucxemus, nepudepHa ncxemus,
BBTpeUepeIrHa TpoM003a Ha
BEHO3HUTE CUHYCH

PecniupaTopHn, MHoro yectu Yectu
I'PBIAHA U I[I/ICHHC}IO’OO, CIHICTAKCHC”, Pecniupatopen I[I/ICTpeCO,
MeIUACTHHATHH Kaluina mucrres % mespanua Gonka®,
HapyumeHus xurnokcus ™’
Yectu
Juchonus
CToManHo-4YpeBHH MHoro yectu Yectu
HAPYyIIEeHHS Jnapus®®, zanex’, Gonka B KpbBOU3nuB 0T cTOMAIIHO-
xopema®’, ranene, nospouane®, upesHus TpakT %, 006CTpyKIHs
JUCIICTICHUs, CyX0Ta B yCTaTa Ha ThHKHUTC qepBa%, ZlI/IapI/DIOO,
CTOMATHUT 3anel<<>, OollKka B KopeMaw,
rajieHe, Hoppbane’’
Yectu
KpbBOU3IHB OT CTOMAIIIHO-
YPEBHUS TPAKT (BKIIOUUTEITHO
PEKTaleH KPhBOU3IUB, XEMOPOUICH
KPBBOM3IINB, KbPBEHE OT MENTHYHH
A3BM M KbPBEHE OT BeHuuTte %%
CyXoTa B ycTaTa, CTOMAaTHT,
nucharus
Heuectu
Konwut, Bp3n1aJicHUE Ha IIeKyMa
XenaTtoouauapHu MHoro dyectu Yectu
HapyumieHus IloBuinena amaHuH Xonecm3a<>, X€MaTOTOKCUYHOCT,

aMHHOTpaHc(epasa, MOBHUIICHA
acrmapraTt aMuHOTpaHcdepasa

Yectu

XenarouenynapHo yBpexaane®’,
OTKJIOHEHHS BbB (DYHKIIMOHATHUTE
YEPHOAPOOHH nokasaren’,
XHUIIEepOUINpyOnHEMHUs

Heuectu
YepHoapobHa HeOCTATHYHOCT

XeMmaToueNnyIapHo yBpexnane’,
MOBHUIIICHA aJlaHUH
amMuHOTpaHc(hepasa, OTKIOHSHUS
BbB ()YHKIIIOHATHUTE
YEPHOIPOOHHU nokasarean’
Heuectu

UYepHOapoOHA HEMOCTATHYHOCT
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Cucremo-opranHu
KJiacose /
IIpennoynTan TepMHUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yectora

Hapymennst Ha
KOXKaTa U
NOJKOKHATA ThKAH

MHoro JecTu
O6pusu®, mpypuryc

Yectn

Yprukapus, Xunepxuaposa, cyxa
KOXKa, XHIIEPIMITMEHTALMsS Ha
KOXKaTa, eK3eMa, epuremMa

Heuectn

JlexapcTBeH OOPHB ¢ €03UHODUITHS
U cucTeMHH cuMnTomMu’®’,

IpOMSHA B 1IBETA HA KOXKATA,

peakiusi Ha HOTOUYBCTBUTEINHOCT

Yectn
O6puBu®

Heuectn
JlexapcTBeH 00OpUB C

€03MHOMUIUS ¥ CHCTCMHH

cumrmromu®®

Hapymenus Ha
MYCKYJIHO-
CKeJIeTHATa cucTeMa
U CheIUHUTEJHATA
ThKaH

MHoro yectn

Myckynna cnaboct®, MyckyTHH
criasmu, 6orka B koctute’, GOIKa 1
JUCKOM(OPT Ha MYCKYJIHO-
CKeJIETHATA CUCTEMA U
ChEJIMHMTEITHATA ThKaH
(BKITFOUMTETHO OOJKA B I'bpOa
0OJIKa B KpallHHK, MUAJITHS,

apTpairHs’

<>,<><>)
b

Yectu
OToLM HA CTaBUTE, MAAJITHS

Yectu

Myckynna cinaboct®, Gonka B
kocrure’, Gonka u nuckoMpopT
Ha MYCKYJIHO-CKEJIeTHaTa
cUCTEMa U CheAMHUTEIHATA
ThKaH (BKJIIOYHTEITHO OOJIKA B

rep6a®®®)

Heuectn
OTo1u Ha CTaBUTE

Hapymennst Ha
0LOpenuTe N
NHMKOYHHMTE MbTHINA

MHoro JecTu
brOpeuna HegOCTATHYHOCT
(BKITFOUHUTETHO OCTpA) 0,00

Yectu
XeMmaTypus”, 3aIbp)KaHe HA ypUHa,
WHKOHTHHCHITUS Ha ypUHA

Heuectu
[Tpuaobut cuaapom Ha Fanconi

Heuectu

BbrOpeuna TyOynHa HEKpo3a

Hapymennst Ha
BB3NPON3BOAUTEIHAT
a cucTeMa M rbpaaTa

Yectu
EpexTrnna muchyHKIms

OO0uu HApyHIeHUsT 1
edexTH HA MACTOTO
HA NPUJIOKEHHE

MHoro dyectu

Ymopa® %,

OTOK (BKJITIOUHUTEITHO Tiepudeper
otoK), mupexcus %, acTenus,
TPHITOIO00HO 3a00sIBaHE
(BKITFOUHMTEITHO TIHPEKCHS,
KallUIHIA, MUAJITHS, MYCKYJIHO-
CKeJleTHA 00JIKa, TJ1aBO0OIHE H
CXBaIIaHE)

Yectun
bonka B repaute®”, neraprus

MaHoro uectu

Ymopa®®®

Yectu

[epudepen oTok,
mupexcus ™, actenus
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CucreMo0-OpraHHu Bcenuku HJIP/YecToTa HJIP ot 3—4 crenen/Yectota
KJacose /
IIpennoynTan TepMHUH
HN3cnenBanus MHoro yectu
[NToeuinena ankanHa Gocdarasa B
KpBBTa
Yectu
[ToBumen C-peakTHBEH NPOTEHH
HapansiBanus, Yectu
OTPaBAHUA H [Nagane, konTy3un”
YCJI0KHEHUs,
BB3HUKHAJIU B
pe3yJiTar Ha
WHTEPBEHIINHA

% Hexenanu peakiuu, choOMABAHA KATO CEPUO3HH B KITMHUYHY M3MUTBAHUS TTpH namueHTn ¢ HIMM,
MOJTy4aBaIWJICHATNIOMU B KOMOMHAIMSA C O0PTE30MUO U IeKCaMEeTa30H

~BIOKTe Touka 4.8 Onucanue Ha N30paHH HEXKEJIAaHU JIGKAPCTBEHU PEaKIuu

© Hexxenanu IeKapCTBEHM PEAKIUH, CHOOIIEHHN KATO CEPUO3HH B KITMHMYHUTE U3NUTBAHKS [P MAIKEHTH C MyJITHIUIEH
MHEJIOM, JICKYBaHH C JICHATMOMHJ] B KOMOMHALUS ¢ IEKCAMETa30H WK ¢ Mes(aiaH U IPeAHU30H

* Kacae caM0 CepHO3HH HE)KENAH! JIEKaPCTBEHN PEaKIUH

* CpoOmaBa ce 32 CKBaMO3HOKJIEThYEH KapIIMHOM Ha KOKaTa B KIMHUYHHUTE U3IUTBAHUS IIPH IAIIUEHTH C MUEIIOM,
JIeKyBaHH IIPeIH C JEHAIUIOMHUI/ IeKCaMEeTa30H, B CPAaBHEHNUE C KOHTPOJIHUTE

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

Pesiome 6 mabauuen 6ud 3a monomepanusama
Crnennante TaONMHIM ca ChCTABEHH OT JaHHH, CHOpPaHU MO BpeMe Ha OCHOBHHUTE NIPOYYBAHUS MPU
MOHOTEpaIus Ha MUSIOANCIUIACTUYHH CHHAPOMH U MaHTETHOKIICTHUYCH JTUMQOM.

Taoauna 3. H.JIP, ChOOIIEHH B KIMHUYHUTE H3NMUTBAHUA NP NAMEHTHU ¢ MUCJIOAUCIITIACTUYHHA
CHHAPOMH, JICKYBAHHU C JeHAJIuAOMUIH

Cucremo-opranen Bcenuku HJIP/YectoTa HJIP ot 3—4 crenen/Yectota
kaac / llpexnoyuran
TePMHUH
Nudexunu u MHoro uectu MpHoro uectu
HH(pecTannu Bakrepuannu, BUpyCHH U TbOUYHUI ITneBmonus’
nH(DEKIUN (BKITIOYHUTEITHO
OTIOPTIOHUCTHYHH HHPEKIHH) Yecru

Bakrepuanau, BUpyCHU U ThOMYHU
UHQEKIHUN (BKIFOYUTEITHO
ONOPTIOHUCTHYHH HH(EKIUn)’,

OpOHXUT
Hapymennst Ha MHoro yectu MHoro yectn
KPbBTA U JJuM(pHaTa Tp0M6oumoneHmA’<>, TpomGonuTonenus’™,
cucrema neyrporenus”™’, anemus’, Heytponenus™, anemus’,

JICBKOIICHUS JIEBKOIICHUSI

Yectu

debpuana HeyTporeHus °
Hapymennst Ha MHoro yectu
€H/IOKPUHHATA XUNOTHPEOUAU3BM
cucTeMa
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Cucremo-opranen
kjac / [Ipeanoynran
TepMUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yectora

Hapymennst Ha
MeTa00Ju3Ma U

MHoro uectu
IToHmkeH anneTuT

Yectu
Xunepriaukemus®, HOHUKEH

XpaHeHeTo aneTuT
Yectn
CBpbXHaATpyIBaHE HA KEIA30,
IToHmxeHo Terio
Ilcuxuunu Yectn
HApYLIEHUsI IIpoMeHH B HACTPOEHUETO ™

Hapymennst Ha
HEpPBHATa CHCTEMa

MHoro yecTu
3aMasHOCT, TJ1aBO00JIHE

Yectun
ITapectesust
Cobpaednn Yectu
HApYLICHUs Octbp uHdpapkT Ha MUOKapaa’™’,
IPENCHPIHO MBK/IEHE’, Chp/leuHa
HEIOCTATBYHOCT’
CobaoBu HapymieHusi | Yectu Yectu

XI/IHepTOHI/I}I, XeMaToM

Benosunu TpomMOoeMO0InIHHA
CHOUTHS, IPEANMHO THJIOOKA
BEHO3HA TpoM0O03a 1 O6emoapoOHa
em6ommsa’™’

PecniupaTopHn, MHoro yectu
ITPbAHU H Enucrakcuc”
MeMACTUHATHU
HapyLIeHHUs!
CToManHo-4YpeBHH MHoro yectu Yectu
HapyueHust Juapus®, Gonka B kopema Huapus®, ranene, 3660601
(BKJIIOUUTEIHO TOPHATA YacT),
rajJicHe, IIOBPBILAHE, 3aIeK
Yectu
Cyxorta B ycTaTa, AUCIETICHs
XenaToouauapHu Yectu Yectu
HapyLUIEeHMSs OtknoHeHust BbB QyHKIMOHANHUTE | OTKIOHEHUS BBB

YePHOIPOOHU ITOKA3aTEIH

(yHKIHOHATHUTE YEPHOAPOOHU
HIOKa3aTesu

Hapymenus Ha
KOKATa H
MOJAKOKHATA ThKaH

MHoro gectu
OO0puBH, cyxa KoXa, IPypUTyC

Yectn
OO6puBH, IpypHUTYC

Hapymenus Ha
MYCKYJIHO-
CKeJIeTHATA cucTeMa
H CheIUHUTEJTHATA
TbKaH

MHoro yectu

MyckynHE cria3mu, 00JIKa B
MYCKYJIHO-CKEJIETHATa CHUCTEMA
(BKJTIOUHTENHO GonKa B rhpOa’ u
00JIKa B KpaHHUK ), apTpajThs,
MUJITHUS

Yectu
Bonka B rep6a’

Hapymennst Ha
0LOpenuTe U
NHKOYHHUTE MHTHINA

UYectn
BB0peuna HeqOCTaTEYHOCT’
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Cucremo-opranen
kjac / [Ipeanoynran
TepMUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yectora

BB3HHKHAJIA B
pe3yJarTar Ha
HHTEPBEHIHHU

OO0mm Hapymienuss 1 | MHoro uectu Yectu
edexTH HA MACTOTO YMopa, mepudepeH oTox, TIupexcus
Ha NPUJIOKEHUe TPHITONIO00HO 3a00sIBaHE

(BKITIOUHMTETHO TUPEKCHS, KAIILTUIIA,

(hapuHTUT, MHAJITHS, MYCKYJIHO-

cKesreTHa 00JIKa, TIIaBOOOJIHE)
HapansiBanus, Yectu
OTPABSIHUS M ITagane
YCJI0KHEHUs,

~BrpkTe Touka 4.8 Onucanne Ha N30paHK HEXKEJIAaH!U JICKAPCTBEHH PEaKIuy

“Hesxenanu chOUTHS, CHOOIIEHN KATO CEPUO3HU B KJIMHAYHHU TIPOYYBAHHS HA MHUEJIOUCIUIACTHYHY CHH/IPOMM.

~ Cpo0ImaBar ce MPOMEHU B HACTPOSHUETO KaTo YECTO CEPHO3HO HEXKENIAaHO ChOUTHE B IpOoyyYBaHeTo (as3a 3 Ha
MHENOJUCIUIACTHYHU CHHAPOMH; HE ce ChoOIaBa KaTo HeXeIaHo ChOUTHE OT cTerneH 3 uim 4

AsroputsM, npuioxet 3a BkiousaHe B KXI1: Benuxku HJIP, ycraHOBeHM OT anropuThMa o npoyusanero ¢asa 3, ca
BkiroueHn B KXII 3a EC. M3BbpiieHa e qOMbIHUTENHA IPOBEpKa 3a yecToTara Ha Te3u HJIP, ycraHoBeHHU OT anropurbMa Ha
npoyuBaHeTo ¢a3za 2 u, ako 4eCToTaTa UM B IIPOYUIBaHETO (a3za 2 € Mmo-BHCOKa, OTKOJIKOTO B IPOYYIBaHETO (a3a 3, ChOuTHeTo
e BkimoueHo B KXII 3a EC ¢ wecroTara, ¢ K0STO € BE3HHUKHAIIO B IPOyIBaHETO (haza 2.

# AJNTOPUTHM, IIPUIIOKEH IIPU MUEIOJUCINIACTHIHU CHHAPOMHU:

IIpoyusane aza 3 Ha MHEIOUCIIIACTHYHY CHHAPOMH (JJBOMHO3aCIIETIeHa MOITYJIaIys 3a 0€30MacHOCT, pa3iifKa
Mexay JeHammaoMux 5/10 mg u nmane6o o HavaiTHa cXeMa 3a IIpuJIarane, IposBeHa ITPU Hali-Maiko 2 manueHTa)

o

o

Bewnuky Bh3HHKBAIIM IO BpEME Ha JICUCHUETO HEXKETaHU ChOUTHS TIpH > 5 % OT MaleHTHTE Ha
JICHAUAOMHU/I, U Hal-MaJIKo 2 % pa3iiiKka B ChOTHOIICHUETO MEXKTY JICHATMOMUJT U TL1ane6o.

Bewnuku Bh3HHKBAIIM IO BpEME Ha JICUCHUETO HEXKENaHU ChOUTHS OT creneH 3 win 4 mpu 1 % oT
MANMEHTUTE Ha JICHAIUAOMU U Hali-Manko 1 % pasyiuka B CbOTHOLICHUETO MEXIY JICHATHMIOMUI U
mianeoo.

Benuky Bp3HHKBAIIM IO BpEME Ha JICYCHUETO CEPUO3HH HexXeNnaHu chouTus mpu 1 % OT manueHTuTe Ha
JCHANUAOMU B Hal-Majko 1 % pa3nuka B ChOTHOIIEHHETO MEXIY JEHATUIOMU U Iane6o.

IIpoyuBane ¢aza 2 Ha MUETOJUCIUIACTUYHU CHHAPOMHU

o

Bcuuky Bb3HUKBAIIN 110 BpEMe Ha JICUSHHETO HEXENIaH! ChOUTHUS P > 5 % OT JeKyBaHHUTE C
JIEHATNOMH/] TAUEHTH

Bcruky BE3HUKBAIIN 110 BpeMe Ha JICYEHHETO HeXeJlaH!u chOuTHs oT creneH 3 win 4 ipu 1 % ot
JICKYBaHHTE C JICHAJIMJIOMUJ NallUeHTH

Bcuuky Bb3HUKBAIIM 110 BpEME Ha JICUSHHUETO CEPUO3HU HexelaHu chOnTHs npu 1 % OT JeKyBaHHUTE C
JICHATUJOMUJL TALEHTH

Taoauna 4. H.HP, ChOOIIEHH B KIMHUYHUTE H3MUTBAHUA NP NAUCHTHU ¢ MAHTC/THOKJIETHYCH
.Tll/IM(l)OM, JICKYBAHHU C JCHAJIUIOMUT

Cucremo-opranen
kjac/ [peanounran
TePMHH

Bcuukn HJIP/YecToTa

HJIP ot 3—4 crenen/YecTora

Nudexunu u

MHoro uectu

Yectu

uHpecTauuu BakTepuannu, BUpyCHH U THOMYHHI Bakxrepuanau, BUpyCHU U ThOMYHU
nH}EKIUN (BKITIOYHUTEITHO uHGEKINU (BKIIOUNTEIIHO
OMOPTIOHUCTUYHN UH(EKIHH) o OTOPTIOHMCTHYHK HHPEKIUH),
Ha30(apHHTHT, THEBMOHHS MHEBMOHHUS’
Yectun
Cuny3ut

Heomiazmm — Yectu Yectu

J00pOKaYeCTBEHH, Peakius Ha akTuBHUpaHe Ha TyMopa | Peakius Ha akTUBHpaHe Ha

3J10Ka4YeCTBEHU U
HeomnpeeaeHu (BKII.
KHCTH U TOJIUIIN)

TYMOpPa, CKBAaMO3HOKJICTHYCH

KapLUUHOM Ha Koxkata’™?,

0a3aJHOKJIEThYEH KapuuHoM
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Cucremo-opranen
kjac/ [Ipeanouuran
TepMUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yectora

Hapymennst Ha
KpbBTa U 1uMdHaTa
cucreMa

MHoro yecTu
TpomOoruToTIeHUS",
HCYTpOHeHI/I}I/\’O, HCBKOHCHI/IHO,

aHeMI/IH<>

Yectu

®ebpunna neyrponenms™

MHoro yect
TpomOomuToTIeHU",
HeyTponeHus™’, aneMus

Yectu
debpunna HeyTporeHus ™,
JIEBKOTICHHST

Hapymenus Ha
MeTa00Jau3Ma 1

MHoro gectu
IloHmxeH aneTUT, HOHKECHO TETIIO,

Yectu

Jexunparaius’, XUMoOHATPUEMHS,

XpaHeHeTo XUTOKATUEMHUS XUTOKATITUEMHUS
Yectun
Jexunparanus’
IMcuxuunn Yectu
HApYUIeHHUs bescpHue
Hapymennst Ha Yectu Yectu
HEpPBHATA CHCTEMA Hucreysus, rnaBodonue, nepudepna | [lepudepna cenzopHa
HEBPOIATHS HEBPOMATHsI, JIeTAPT U
Hapymennus Ha Yectu
YXOTO M JJaONPHHTA Bepturo
Cobpaeunn Yectn
HApylIeHUs WudapkT HA MUOKapaa
(BKJIIOUUTETHO OCTHD)™,
ChpJEYHA HETOCTATHUYHOCT
Cbaosn Hapymennst | Yectu Yectu
Xunororus’® Jbn6oka BeHO3HA TpoMO03a’,

6enoapobHa embommsa™’,
XUMOTOHUS

Pecnnuparopnu, MHoro dyectu Yectu

TPBLAHA U Jlucnres’ JNucnHes’

MeTUACTHHATHA

HApPYIIEeHHS

CToMaliHo-4YpeBHH MHoro dyectu Yectu

HapyLIeHHs! Jnapus®, ranene’, nospbiane’, Huapus®, kopemna 6onka’, 3amex

3allCK

Yectu

Kopemna Gonka’
Hapymennus Ha MHoro dyectu Yectu
KOKATa u OO6puBH (BKIIOYUTENHO anepruueH | OOpuBu
NOAKOKHATA THKAH JepMAaTHUT), IPYPHUTYC

Yectn

Houno u3notsBane, cyxa Koxa
Hapymennst Ha MHoro yectu Yectu

MYCKYJIHO-
CKeJIETHATA CUCTEMA
U CheIMHUTEHATA
ThKaH

MyckynHE cria3mu, 00yKa B TEpoa

Yectun
Aptpanrus, 0oyKa B KpaitHUK,
MYCKYyJTHa cimaGoct’

Bonka B rep6a, MycKyiHA
cnaboct’, aprpanrus, 6oiKa B
KpalHUK

Hapymennst Ha
0LOpenuTe U
NMUKOYHHUTE MHTUINA

UYectn
BB0pedna HeqOCTaTEYHOCT’
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Cucremo-opranen
kjac/ [Ipeanouuran
TepMUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 cTrenen/Yectora

OO0mm HapymeHus 1
e()eKTH Ha MSCTOTO
HA NPUJIOKEHU e

MHoro yecTu

YmMopa, aCTeHI/I}IO, nepudepeH oToK,
TPUTIOIOA00HO 3200IsIBaHE
(BKITFOUHTEITHO HI/IpeKCI/ISIO,

KaILTATIA)

Yectun
CTyneHu TpBIKHA

Yectn
IMupexcus®, acrenus’, ymopa

~BipkTe Touka 4.8 Onucanne Ha N30paHK HEXKEJIAaH!U JICKAPCTBEHH PEaKIUuH
“Hesxenanu chOUTHS, CHOONIEHN KATO CEPUO3HU B KJIMHAYHHU TPOYYBAHMS HA MAHTETHOKIETHUEH TAM(OM.
ANTOPUTHM, TIPHIOKEH 32 MAHTEITHOKICTBUCH JIUM(OM:
e  Kontpomupano ¢a3za 2 nmpoydBaHe Ha MaHTEITHOKJIETHUEH JINMM(POM
o  Bcnukyn BR3HHKBAIIM MO BpeMe Ha JIEUEHHETO HEeXETaHH CHOUTHS IPH > 5 % OT MaIMeHTHTe B PAMOTO
Ha JIEHAJUAOMHU ¥ Hal-Maiko 2 % pasinka B COTHOIICHHETO MEXITy PaMOTO Ha JIEHATHAOMHUL 1
KOHTPOJIHOTO pamMo
o  Bcunuku BR3HMKBAIIH MO BpEMe Ha JIEUEHUETO HEXeTaHH ChOUTHS OT cTeneH 3 wiu 4 mpu > 1 % ot
MalHEeHTUTE B PaMOTO Ha JIEHAMOMU/ U Hai-Manko 1,0 % pasinka B ChOTHOLIEHHETO MEXIY PaAMOTO
Ha JICHAJIUIOMH 1 KOHTPOJIHOTO PaMo
o  Bcwnuku BR3HHMKBAIIM [0 BpEME Ha JEUEHUETO CEPHO3HU HEXENAaHU ChOUTHS P > 1 % OT MaleHTUTE B
paMoTO Ha JICHATHIOMHU U Hal-Manko 1,0 % pasinka B ChOTHOIIEHHETO MEXIy PaMOTO Ha
JICHAJIMJJOMH U KOHTPOJIHOTO PaMo
e [IpoyuBane (a3a 2 Ha MaHTEIHOKJICTHUCH JIMM(OM C STHO PaMo
o  Bcuuku BR3HHKBAIIM 110 BpeMe Ha JIEUEHHETO HEXKeJaH! CHOUTHS IPH > 5 % OT HarueHTure
o  Bcnuku BR3HHMKBAIIM [0 BpeMe Ha JIEUEHHETO HeXeTaHH ChOUTHS OT cTeneH 3 win 4, cho0meHu npu 2
WM TIOBEYE MaIl[HeHTH
o  BcHukM BB3HHKBAIIM [0 BpEME Ha JICYCHHUETO CEPUO3HH HEKETAH! ChbOUTHUS, ChOOIICHH TIPHU 2 WK
HOBEYE MAIUCHTH

Peziome 6 mabauuen 6uo 3a kombunupana mepanus npu DJI

Crnennara Tabnuiia € ChCTaBeHa OT JJAHHH, ChOpaHu Mo BpeMe Ha ocHOBHUTE mpoyuBanus (NHL-007 u
NHL-008), B kKouTO npu nauueHTH ¢ GponukynapeH TuMdpom, € U3IM0I3BaH JICHATUIOMHU] B

KOMOMHALIUSA C PUTYKCUMAO0.

Ta6anna 5: HJIP, cbo01enn B KIMHMYHHUTE U3NMTBAHUS NPH NALUEHTH ¢ (OTUKYJIapeH
JuM(poM, JIeKyBaHM C JeHAJIMIOMHU B KOMOUHALUS C PUTYKCHUMa0

3J10KAYeCTBEHH U
HeomnpeaeaeH! (BKJI.
KHMCTH U MOJIMIIN)

Yectu

CKBaMO3HOKJIECTHhUYCH KapOouHOM Ha

koxkata®+"

CucremMo-opratHen Benuku HJIP/YectoTa HJIP ot 3—4 crenen/YectoTa

kJac/IIpennmountan

TePMHH

WNudexunu u MHoro dyectu Yectu

nH(pecTaIn Wudekuns Ha ropHUTE TUXATSITHA [Muesmonus’, cencuc’, 6enoapodHa
IBTUIIA nH(pEKIUs, OpOHXUT, TACTPOSCHTEPUT,

CUHY3HT, HH(EKIII Ha TUKOYHUTE

Yectun IbTHUINA, HETYIUT
[TneBMOHUMSA®, TpHI, GPOHXUT, CUHY3HT,
vH($EKIHs Ha TMKOYHUTE THTUIIA

Heonuazmu — MHoro yectu Yectu

A00poKavecTBEHH, AKTUBUpaHe Ha TymMopa Ba3alHOK/IEThYeH KapLuHOM *°

Hapymienusi Ha KpbBTa
u aumdHaTa cucTeMa

MHoro gectu

Heyrponenus °, anemus’,
TPOMOOIMTONEHHS , JIEBKOIEHHUS
numdonenus

MHoro dyectu
Heyrponenus

Yectu
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Cucremo-opranen
kjaac/Ilpennountan
TePMUH

Bcuukn HJIP/YectoTa

HJIP ot 3—4 crenen/YecTora

Anemus’, TpoMGOLUTONEHNS
(peOpunna HeyTponeHus’,
MAHIUTONEHHUS, IEBKOTICHUS
numdonenus

Hapymenns na
MeTad0JIn3Ma u
XpaHeHeTo

MHoro uectu
IToHu>KeH aneTuT, XUIIOKATHEMHUS

Yectun
XumnodochareMus, JeXUIpaTAIH

Yectun

Jlexuaparanus, XuIepKaaueMus’,
XUTIOKaTHeMus, XutodochaTemMus,
XUMEePYPUKEMUS

Mcnxuunn Hapymenus

Yectu
Jenpecusi, 6e3chHUE

Hapymenns na
HEepBHATa cHCTeMa

MHoro JecTu
I'nmaBoOoMe, 3aMasHOCT

Yectu
[epudepHa ceH3opHa HEBpOMATHS,
IIPOMsiHA Ha BKyca

Yectu
Cunkon

ChbpaeuyHn HapyumieHus

Heuectu

Aputmus’®

CbaoBu HapymieHust

Yectu
XUMOTOHHUS

Yectun
benoapobHa em6omus *°, XUIOTOHUS

PecniupaTopHu, MHoro dyectu Yectu
IPbAHH U Jucnres’, Kalutkna Hucnnues®
MeIUACTHHAIHU
HapylIeHUs Yectu

Opodapunreanna 60nka, TMCHOHUS
CTomMamHo-4YpeBHH MHoro yectu Yectu

HapyLIEeHUSs

Kopemna 6onka’, nuapus, 3arex,
rajieHe, IOBPBILAHE, UCIETCHS

Yectu
Bbornka B ropHara 9acT Ha Kopema,
CTOMATHT, CyXOTa B yCTaTa

Kopemna 6onka’, nuapus, 3arexk,
CTOMATHT

Hapymenns na
KOKATa M NOJKOKHATA
ThKaH

MHoro JecTu
OGpuB’, npypuTyc

Yectu
Cyxa Koka, HOIITHO U3IOTSBaHE,
epuTeM

Yectun
OGpuB’, npypuTycC

Hapymenns na
MYCKYJTHO-CKeJIeTHATA
cucTeMa
CheJMHUTEHATa
ThKaH

MHoro yectu
MyckynHH cria3mu, 60sKa B rbp0a,
apTpairus

Yectun

Boska B KpallHUK, MYCKYJIHa CJIa0OCT,
MYCKYJIHO-CKEJIETHa 0OJIKa, MHAJITHS,
0oJKa BB BpaTa

Yectun
MyckynHa cnaboct, 60yka BBB Bpara

Hapymenns na
0nLOpennTe U
NMUKOYHUTE MHTHILA

Yectun
Octpo 6B06peuno yBpexnane’

OO0mm HapymeHus 1
e(exTH HA MACTOTO HA
NpuJIoKeHne

MHoro JecTu
[Mupekcus, ymopa, acTeHuUs,
nepudepeH 0ToK

Yectun
YMopa, acTeHust
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Cucremo-opranen

Bcuukn HJIP/YectoTa HJIP ot 3—4 crenen/YecTora

kiaac/Ilpenmounran
TEPMUH

Yectu

Hepasmonoxenune, CTyIeH! TPBITKH
H3zcaenBanns MHoro uectu

IloBuieHa agaHuH aMI/IHOTpaHC(l)epa&':I

Yectu
[NoHmKEHO TErI0, TOBUIIICH
OmmpyOHH B KPBBTA

~Bxk. TOUKa 4.8 Onucanne Ha N30paHU HEKEITAHW JICKAPCTBECHH PEAKIIUH
AJTOpHUTHM, IPUIIOKEH 32 QOHKYIapeH TUMPOM:

KonTponupano usnursane ¢asa 3:

o NHL-007 HJIP- Bcruku BB3HHKBAIM MO BpeMe Ha jedeHneto Hexenanu csoutus (HC) nmpu > 5,0% ot
MaIUEeHTUTE B PaMOTO Ha JICHAIMJOMUJ/pUTYKCHMab 1 ¢ Haif-mainko 2,0% mo-Bucoka yectoTa (%) B paMOTO Ha
JICHATWAOMHU] B CpaBHEHHE ¢ KOHTponHOTO pamo (Ilomynamms 3a 6e3omnacHocT)

o NHL-007 HJIP ct. 3/4 - Bcnukn Bp3HHMKBanM 1o BpeMe Ha jteaerneto HC ot crenen 3 wim creneH 4 npu Haii-
maiko 1,0% oT marnueHTuTe B paMOTO Ha JICHAINIOMUJY/PUTYKCHMA0 U ¢ Hail-manko 1,0% mo-BHCOKa dyecToTa B
paMoTO Ha JICHATHJOMH]I B CpaBHEHNE ¢ KOHTPOTHOTO pamo (Ilomymanus 3a 6e3omacHoCT)

o NHL-007 Cepuosuu HJIP- Bcuuku cepuo3Hu Bb3HUKBAIM 110 BpeMe Ha jieueHnero HC npu Haii-manko 1,0%
HalMeHTUTe B PaMOTO Ha JICHAIMJOMHJ/pUTYKCHMab u ¢ Hali-Maiko 1,0% mo-BHCOKa 4eCTOTa B paMOTO Ha
JICHAMMIOMHU/PUTYKCHMA0 B cCpaBHEHHE ¢ KOHTPOIHOTO pamo (ITomynaius 3a 6e30macHoCT)

@JI uznutBane pasza 3 ¢ exHO pamo:

o  NHL-008 HJIP- Bcruky BB3HHKBAIIH IO BPEME Ha JIEUEHUETO HEXETaHH chOuTHs mpu > 5,0% 0T marueHTure

o NHL-008 HJIP cr. 3/4 - Bcruku Bp3HUKBALIH 10 BpeME Ha JICUCHUETO HEXKeNaHW ChOUTHS OT CTemeH 3/4,
cboOnaBanu npu > 1,0% oT manueHTuTe

o NHL-008 Cepuozuu HJIP- Benuku cepro3Hr B3HUKBAIIM 10 BpEME Ha JICUCHUETO HEXKENAHH ChOUTHS,
cpoOuaBanu npu > 1,0% oT manueHTuTe

“Hesxenanu chOUTHS, CHOOIIEHN KAaTO CEPUO3HH TIPH KIMHMYHH U3MUTBAHUS TIPU (ONHKYyJIapeH IuMQpom
* Kacae caM0 CepHO3HH HE)KENIAHH JICKAPCTBEHN PEaKIUH

*,,06puB‘ Britousa 1T 06pHB 1 MaKyJIoNanyJ03eH oOpuB

*JleBkonenus* Bmousa 1T jeBKONEHUs M NOHMWKEH OPOi Ha GENUTE KPHbBHU KIETKH

Ak

JImmponenus* Bxmousa I1T mumponenus u noHmwkeH Opoit Ha TUMBOIUTUTE

Pesrome 6 mabauuen 6ud na nesicenanume peaxkyuu cneo nyckanemo Ha nazapa

Ocsen TrOpCIOCOUCHUTEC HCKCIJIAHU PCAKIINH, IPOABCHU ITPU OCHOBHUTC KIIMHUYHU U3IMATBAHUS,
cjaeaHara Ta6JII/I]_Ia € CbCTaB€HA OT JaHHU, IOJTYYCHHU CJICA ITYCKAHETO Ha I1a3apa.

Ta6anna 6. HJIP, cbo0menn ot ynorpedara cijieJ MyCcKaHe Ha Na3apa INpH NalMeHTH, JIeKyBaHH

C JICHAJIUAOMMU

CucremMo-opraneH
KJac /

Benuxkn HIIP/YUecToTa

HJIP ot 3—4 ctenen/Yecrora

Ipeanounrtan

TePMHUH

Hndexunu u C HeW3BeCcTHA YeCcTOTa C HeW3BeCcTHA YeCcTOoTa

uHpecTanNu BupycHu nHbpeKInu, BKIFOUUTEITHO Bupycau nndexnumy,
peaKkTUBHpaHE Ha BUPYyCa Ha XEpIIeC 30CTEeP M HA | BKIIOYHTEITHO PEaKTUBUPAHE HA
xenatut B BHpYycCa Ha XepIiec 30CcTep U Ha

xenatuT B

Heomnazmm — Penku

J100poKavYecTBEHH, TyMop-nmu3uc cuHAPOM

3JI0KaYeCTBEHH U

HeonpeaeIeH!

(BKJI. KHCTH H

TOJIMIIN)

Hapyumenust Ha C Hen3BecTHa YeCToTa

KPBBTAa H [Ipunobura xemopunus

JuMm¢pHaTa

cucTemMa
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Cucremo-opranen
KJac /

Bcenukn HIIP/YecToTa

HJIP ot 3—4 cTrenen/YecTora

peaKkTHUBUpPAHE HAa BUpYyCa Ha XEpIiec 30CTep U Ha
xenatutT B

IIpennountan

TEPMHH

Hndexunu u C HeW3BeCcTHA YeCcTOTa C HeW3BeCcTHA YeCcTOTa
uHdecTaunu BupycHu nHbEKIINH, BKIFOUUTESITHO Bupycuu undexuumu,

BKJIIOUUTEITHO PEAKTUBUPAHE Ha
BHpYCa Ha XepIec 30CTep U HA
xematut B

Hapymennus Ha
HMYHHATAa CUCTEMA

Penku
AHaumakTHYHa peakuus”

C Heu3BECTHA YECTOTA
OTXBBpJIIHE HAa TPAHCIIAHTUPAH COJIUJCH OpTraH

Penku
AHadumakTHYHa peakuus”

Hapymennst Ha

Yectu

TOKCHYCH XEeHaTUT”, IUTOJUTHYCH XCIaTUT”,
XOJIECTATHYCH XENaTUT”, CMECCH
IUATOJUTUYCH/XOIECTATUYCH XeIaTUT

€HJOKPUHHATA XUMepTUpeonan3bm

cucTemMa

PecniupaTopHn, Heuectn Penku

TPBAHU U BenoapoOHa xunepronus BenoapoOna xunepronus

MeAUaCTHHAIHI

HAPYyIIEeHHS C HewsBecTHa YecToTa
WnTepcTumane MTHEBMOHUT

CromanHo- C Hen3BecTHa YeCcToTa

YpeBHU [TankpeaTuT, CTOMAIIHO-YpEBHA

HApYLIEHUsI nepdopanus (BkI. iepdopanus
Ha IUBEPTHKYJ, HA ThHKOTO U
Je0benoTo yepro)”

Xenaroouauapuu | C HEM3BECTHA YECTOTA C HeW3BeCcTHA YeCcTOoTa

HApYLICHUs Octpa yepHOApPOOHA HEAOCTATHYHOCT, Ocrtpa yepHOApPOOHA

HenocTaThbyHOCT”, TOKCHYEH
XermaTuT”

Hapymennst Ha
KOKaTa U
NOJKOKHATA
TbKaH

Heuectu
AHTHoeneM

Penku

Cunnpom Ha Stevens-Johnson *,
TOKCHYHA eNHIepMaTHa
HeKpoausza "

C HeM3BECTHA YECTOTA
JICBKOIMTOKIACTUYCH BaCKYJIHT,
JlexapcTBeHa peakiusi ¢
€03MHOGWIINS M CHCTCMHH
CHUMIITOMH”

~ BiokTe Touka 4.8 Onucanue Ha U30paHU HEeXETaHU JICKApCTBEHH PEaKLUN

Onucanue Ha I/I36DaHI/I HCXCIaHH JICKAPCTBCHHU PCAKITNNA

Tepamoeennocm

JlenanunoMuz € CTPYKTYpPHO CXOJICH C TANUIOMUA. TanuaoMu € U3BECTHO TEPATOTEHHO aKTUBHO
BEIIECTBO PU XOpa, KOSTO MPUUNHIBA TEKKH XKUBOTO3aCcTpaIlIaBaiy BpoaeHu nedekru. [pu
MalMyHH JICHATHIOMH/] TIPEeAN3BUKBA Man(opmannu, mog00HH Ha T€3H, OMMMCAHH 32 TATUAOMUI (BK.
Touku 4.6 1 5.3). AKO IIpu X0pa 1o BpeMe Ha OPEMEHHOCTTa Ce MpUeMa JICHATUIOMHUI, CE OYaKBa

TepaTOreHeH e(eKT.
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Heymponenus u mp0M6ouum0neHuﬂ

Hosoouacnocmuyupan myamuniien mueiom: nayuenmu, koumo ca ounu nooaoxcenu Ha ATCK,
JNEKYB8AHU ¢ NOOOBPIICAUO JleYeHUe C TeHATUOOMUO

ITogabpxamoTo nedenwe ¢ neHanmuaomua ciex ATCK ce cBbp3Ba ¢ I0-BHCOKA YECTOTa Ha
HEYTPOIIEHUS CTETieH 4 B CpaBHEHUE C MOIbPIKAII0 MPUIOKEHHE Ha 1ianedo (crorBetHO 32,1%
cpsimo 26,7% [16,1% crupsimo 1,8% cien 3anouBane Ha nogabpikaiio gedenne]| npu CALGB 100104
u 16,4% copsamo 0,7% mpu IFM 2005-02). ITosiBuoTo ce B pesynrat Ha gedeHrnero HC Heytponenus,
BOJICTIIO JI0 CITUpaHe HE JICHATUIOMHU]I Ce Ha0JIr01aBa ChbOTBETHO TIpH 2,2% oT manuenTute B CALGB
100104 u 2,4% ot nauuenture B IFM 2005-02. debpunHa HEYTpONeHUS cTeneH 4 ce choO1IaBa Cbe
CXOJTHA YeCTOTa IIPH paMeHaTa Ha IO UTHPKAIII0 JICUCHUE C JICHATHIOMU]I, B CPABHCHHE C paMeHaTa Ha
MOJUTHPIKAII0 TIPIIIOKEHHUE Ha Tianedo B nBere npoyusanus (cpoTBeTHO 0,4% crpsimo 0,5% [0,4%
crpsimo 0,5% cnen 3anouBane Ha noaabpxkaino JeueHnue] npu CALGB 100104 u 0,3% copsimo 0%
npu [FM 2005-02).

ITogabpxaio neuenue ¢ neHanuaomun ciell ATCK ce cBbp3Ba ¢ m0-BUCOKA YECTOTA HA
TPOMOOLIMTOTIEHUS cTeTeH 3 Win 4, B CpaBHEHHUE C MOJIbPKAI0 MPHUIIOKEHUE Ha TUTane6o
(cvotBetHO 37,5% crupsamo 30,3% [17,9% cnpsmo4, 1% crien 3amoduBaHe Ha HOJIBPIKAIIO JICUCHHUE |
npu CALGB 100104 u 13,0% copsimo 2,9% npu IFM 2005-02).

Hoesooduaenocmuyupan mynimunier Mueiom. nayueHmu, KOumo He ¢a noOXo0suu 3a
MPAHCNAAHMAYUs, NOLYYABAUU TEHATUOOMUO 8 KOMOUHAYUs ¢ 6OpmMe30MUd U OeKcamemas3oH
Heyrtponenus crenen 4 ce HabmoaBa B paMoTo Ha RVd B mo-Manka cTeneH OTKOIKOTO B
cpaBHUTETHOTO pamo Ha Rd (2,7% cnpsimo 5,9%) B mpoyuBaneto SWOG S0777. ®ebpuina
HEYTpOIICHUS cTereH 4 ce choOIaBa CbC CXOHH YeCTOTH B paMoTo Ha RVd u pamoro Ha Rd (0,0%
capsimo 0,4%).

TpomOouuTonenus crenen 3 wim 4 ce Habnr01aBa B paMoTo Ha RVd B mo-Bucoka cTerneH 0TKOIKOTO B
cpaBHUTETHOTO pamo Ha Rd (17,2 % copsamo 9,4%).

Hogoouacnocmuyupan myamunien mueiom: nayueHmu, KOumo He ca nooxoosiyu 3a
MPAHCHIAHMAYUS, TEKY8AHU C IEHATUOOMUO 8 KOMOUHAYUS ¢ OeKCAMEMA30H

KomMbOunanusTa Ha T€HaTUIOMI C 1eKCaMeTa30H MPH MAIMeHTH ¢ HOBOJAUATHOCTHIIPAH MYJITHILUICH
MUEJIOM C€ CBhpP3Ba C IM0-MaJIKa YeCTOTa Ha HeyTporieHus oT 4-1a cteneH (8,5% npu Rd u Rd18 B
cpasaenue ¢ MPT (15%). ®eOpunHa HeyTporieHus oT 4-Ta creneH ce Habmoaasa psajako (0,6% npu
Rd u Rd18 B cpaBuenue ¢ 0,7% npu MPT).

KoM0OunanusTa Ha IEHATUIOMU]T C IEKCAMETa30H MPH MAIUCHTH C HOBOJUATHOCTHIIMPAH MYJITUILUICH
MHEJIOM C€ CBBP3Ba ¢ IMO-MaJIka YeCTOTa Ha TPOMOOITUTOIICHUS OT 3-Ta 1 4-Ta crereH (8,1 mpu Rd u
Rd18) B cpaBuenune ¢ MPT (11,1%).

Hogoouacnocmuyupan myamunien Mueiom: nayueHmu, Koumo He ca nooxoosiyu 3a
MPAHCNIAHRMAYUA, JIeKYBAHU C JeHATUOOMUO 8 KOMOUHAYUsL C Menpanan u npeoHU30H
KomOunanusTa Ha neHamuaoMu ¢ Medanad U IPeAHU30H IPU TAIMSHTH ¢ HOBOMArHOCTUIIUPAH
MYJITUILICH MHEJIOM C€ CBBbP3Ba C TIOBUIIICHA YECTOTA HA HeyTponeHus ot 4-ta crerneH (34,1% npu
MPR+R/MPR+p) B cpaBHenue ¢ MPp+p (7,8%). HabironaBana e moBuieHa yectora Ha GpeOpritHa
HeyTporeHus oT 4-ta crerneH (1,7% npu MPR+R/MPR+p B cpaBaenue ¢ 0,0% npu MPp+p).

KomOuHarmsTa Ha JeHAIUAOMUL ¢ MelihaiaH U MPETHU30H MPHU MALUCHTH ¢ HOBOJHArHOCTUIIUPAH
MYJITHIUICH MUEJIOM CE CBBbP3Ba C MOBHIIIEHA YECTOTA HAa TPOMOOLMTONCHHS OT 3-Ta U 4-Ta CTEeNeH
(40,4% ipu MPR+R/MPR+p), B cpaBHenue ¢ MPp+p (13,7%).

Mynmunnen muenom: nayuenmu ¢ none eoHa npeoxoxcoaula mepanust

KoM0OunanusTa Ha TEHATUIOMUJL C IEKCAMETa30H MPH MAIUSHTH ¢ MYJITHILICH MUEJIOM CE CBHP3Ba C
MOBHIIIEHA YECTOTa Ha HEYTpoIeHus oT 4-Ta crened (5,1 % npu manueHTHTe, JIEKyBaHH C
JICHATUAOMUI/ IeKcaMeTa30H, cpaBHEHO ¢ 0,6 % Ipu MarueHTuTe, JISKyBaHU C
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miane6o/nekcameTason). Enuzonu Ha geOpriiHa HEyTPOIEeHUs OT 4-Ta CTEIEH ca HaOJI0gaBaHy PSAAKO
(0,6 % mpu marMeHTHTe, JEKYBaHH C JICHAITUIOMU// IekcameTa3oH, cpaBHeHo ¢ 0,0 % mpu
MAIUCHTHUTE, JISKyBaHH C TUIae00/JeKcaMeTa3oH).

KoM0OuHanusTa Ha JSHAJIUIOMHU C IeKCaMETa30H MPH MAlUEHTH ¢ MYJITHILICH MUEJIOM CE CBHP3Ba C
TIOBHUIIIEHA YECTOTa Ha TPOMOOLUTONIEHHUs OT 3-Ta U 4-Ta creneH (choTBeTHO 9,9 % u 1,4 % npu
MAIMCHTUTE, JISKyBaHH C JICHATHIOMH/I/ IeKcaMeTa3oH, cpaBHeHH ¢ 2,3 % u 0,0 % mpu nanueHrTure,
JIEKyBaHU ¢ TUIare00/qeKcaMeTasoH).

L HagI/IeHTI/I C MUCJIOAUCILIACTUYHN CUHAPOMUA
HpI/I MNalMUECHTUTE C MUCIOAUCIITIACTUYIHU CUHAPOMMU JICHAJIUIOMU/J] CE CBbP3Ba C IIO-BHUCOKAa 4Y€CTOTA

Ha HEYTPONEHus OT cTeneH 3 uiu 4 (74,6 % npu nauueHTuTe, JIEKyBaHH C JICHAIUJOMU/, B CPaBHEHHE
¢ 14,9 % npu nanuenTuTe Ha manebo B mpoyusaneto (asa 3). Enuzonu vHa dhebpninHa HEYTPOIIEHUS
ot crenied 3 win 4 ce HabmoaaBaT npu 2,2 % OT MaLMeHTUTE, JIEKYBaHU C JICHATUAOMU, B CPaBHEHHE
¢ 0,0 % npu naumenTHTe Ha TWaNe6o. JleHanuaOMuA ce cBBP3Ba C MO-BUCOKA YECTOTa Ha
TpoMOonmTonenus creneH 3 win 4 (37 % npu manueHTuTe, JISKYBaHU C JICHATUAOMU/, B CPaBHEHUE C
1,5 % npu nanueHTUTe Ha manedo B mpoyusanero dasa 3).

e [lanMeHTH ¢ MAaHTETHOKIEThYEH TUMGPOM

[Ipu nauyeHTHTE C MAHTEIHOKIETHYEH JIUM(OM JICHATUJOMHUJ CE CBBP3Ba C MO-BUCOKA YECTOTA Ha
crenier 3 uinu 4 Heytponenus (43,7 % npu NanMeHTUTE, JIEKYBaHHU C JICHATUAOMU, B CPABHEHHUE C
33,7 % npu nauueHTUTe B KOHTPOJIHOTO paMo B Ipoy4BaneTo ¢asza 2). Ennzonu na crenen 3 winm 4
(ebpunHa HeyTponeHus ce Habmogasat npu 6,0 % OT maureHTuTe, JEKyBaHH C JICHAJTHIOMUJ, B
cpaBHeHue ¢ 2,4 % npy NanMeHTUTe B KOHTPOIHOTO PaMo.

o [lamwenTu ¢ Gomukyaaper tumMdom

KomOunanusTa Ha TeHaTUIOMUA ¢ pUTYKCUMa0 npu (HOIUKyIapeH TMM(OM ce CBbP3Ba C IMO-BUCOKA
4YecToTa Ha HEeyTpOIeHHs OT cTerieH 3 uin cterneH 4 (50,7% npu nanueHTuTe, JeKyBaHH C
JICHATHJOMUJ/pUTYKCHMa0, B cpaBHeHue ¢ 12,2% npu MalMeHTUTe, JISKYBaHU C
iane0o/puTykcumal). Bcuuku ciydan Ha HEYTPOIIEHUs OT CTerneH 3 win 4 ca odpatumMu
MOCPEICTBOM BPEMEHHO NPEKbCBAaHE MM HaMaJsiBaHE Ha J03aTa W/WIIK IOATBPIKAIIO JICUCHHE C
pacrexxau gakropu. OcBeH ToBa (eOpHIHA HEYTPOIIeHHs ce HaboaaBa psko (2,7% npu
MAIMEHTHTE, JIEKYBaHH C JICHATNMIOMU/PUTYKCUMA0, B cpaBHeHue ¢ 0,7% mpu NalmeHTuTe, JIeKyBaH!
¢ manebo/purykcumad).

JleHanuaOMUI B KOMOMHAIMS C PUTYKCUMA0 ce CBHP3Ba U C MM0-BUCOKA YECTOTA HA TPOMOOIIUTOTICHHS
ot crenied 3 win 4 (1,4% npu nanueHTuTe, JeKyBaHH € JICHAIMAOMH/pUTYKcuMao, B cpaBHeHue ¢ 0%
NpY ALMEHTUTE, JIEKYBaHHU C I1ale00/puTyKCUMa0 MaeHTH).

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 MallueHTH, JIEKYBaHH C
JIEHATMHOMU/] B KOMOMHANus ¢ Mendanad U IpeaHU30H, U MPH MalUeHTH ¢ MYJATHILICH MUEJIOM,
MHEIOIUCIIIACTUYHU CUHAPOMH U MaHTEIHOKIIEThYEH JTUM(OM, JTeKyBaHH C MOHOTEPAIIHS C
TeHaTuAOMU (BXK. Touka 4.5).

EnHoBpeMeEHHOTO NMpuiiaraHe Ha CTUMYJIMpaIy EpUTpoIioe3aTa cpeacTBa uin anamuesa 3a JIBT cbio
Morar Aa yBeJIuyaT pucka oT TpoM003a MpH Te3H MalueHTH.

HUnapxm na muokapoa
HHpapkT Ha MUOKap/a ce ChOOIIaBa IpHY MallMEeHTH, [TOJIy4aBally JCHATHIOMU I, OCOOCHO MPH TE3H C
W3BECTHU PUCKOBU (PAKTOPH.

Xemopazuunu Hapyuienus

XeMoparuuHuTe HapyIIeHUs ca aJeHu Mo HIKOJIKO CUCTEMO-OpraHHM KiacoBe: Hapyiienus Ha
KpBBTa 1 TUM(pHATA CHCTEMA; HAPYIICHUS] Ha HEpBHATA CHCTeMa (MHTpaKpaHHAIICH KPhBOU3JINB);
pecnupaToOpHH, TPHIHN M MEUACTHHAIHNA HApYIIEHHUs (EIMCTAKCHUC); CTOMAITHO-YPEBHH HAPYIIICHHUS
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(KBppBEHE OT BEHIIUTE, XEMOPOHICH KPBBOU3IIUB, PEKTAJICH KPBBOU3IINB); HApPYIIICHHUI Ha OBOpennuTe u
NUKOYHHUTE IBTUINA (XEMATypHs); HApaHsABaHUS, OTPABIHUA U YCIOKHEHUS, Bb3HUKHAIH B pe3yTar
Ha UHTEPBEHLIUH (KOHTY3HH) U CHIOBH HapyLICHUS (EKXHMO3a).

Anepeuunu peakyuu u mejicKu KOXCHU PeaKyuu

Crpo01uaBar ce ciaydau Ha aJlepruuHH peakluy, BKIUYNTETHO aHTHOEeIeM, aHaQUIaKTUYHA PeaKLus U
TEXKH KOKHU peakuuu, Bkmountesnno SJS, TEN u DRESS, npu ynorpebata Ha nenanugomu. B
JuTeparypara ce cboOl1aBa 3a Bb3MOXKHA KPHCTOCAHA PEAKLIUS MEXAY JCHATUIOMUI U TAIUIOMUL.
[TanuenTH ¢ aHaMHe3a 3a TebK 00pUB, CBBbP3aH C JIEYUEHHUE C TAIUJOMUJ, HE TPsAOBa Aa IOTy4aBaT
neHanuaoMua (Bk. Touka 4.4).

TeorcKku KodICHU peakyuu

Crob1maBa ce 3a TeXKH KokHHU peakiuy, BkmountentHo SIS, TEN u DRESS npu ynorpebara na
nenanugoMu. [lalmenTy ¢ aHaMHe3a 3a TeKbK OOpUB, CBBP3aH C JICUCHUE C TATUIOMU/, He TpIOBa
Jla TIOJTy9IaBaT JICHATHIOMU/ (BH C€ 3a TeKKH XK. Touka 4.4).

Bmopu nvpsuunu 3nokavecmeenu 3a001a6anus

*B KIMHUYHU TpOYYBaHU Ha JICKYBAaHU MPEAH TOBA MAITUEHTH C MHEIIOM C
JICHAJTMIOMUJI/IEKCAMETa30H B CPABHEHKE C KOHTPOIUTE, BKIIFOYBAIIY [VIABHO 0a3aTHOKJIEThUCH WIIN
CKBaMO3HOKJIETHhUYCH PaK Ha KOXKaTa.

Ocmpa muenouona iegkemus

Mynmunnen muenom

Cnyuan Ha OMJI ce HaOMOAaBaT B KIMHUYHUTE U3IUTBAHUS TIPU HOBOJMATHOCTUIIPAH MYJITHIUICH
MUEIIOM TIPH MAIUCHTH, TPOBEIKAAIIN JICUCHUE C JICHATWIOMH/] B KOMOWHAIHS ¢ MendanaH, i
HenocpencteeHo cien BJIM/ATCK (Bx. Touka 4.4). ToBa noBuilieHre He ce HAOO[aBa B KIIMHUYHH
W3MMTBAHUSA Ha HOBOJUATHOCTUIIUPAH MYJITHILICH MUEJIOM IPH NMAIMEHTH, PUSMAIIH JICHAIUIOMU/ B
KOMOMHAIIMSA C HUCKA 71032 JCKCAaMETa30H, B CPaBHEHHE C TAIMAOMUI B KOMOMHAIUS ¢ Mesdaliad U
MPETHU30H.

Muenooucnaacmuunu cunopomu

IIpomennuBHUTE HA U3XOAHO HUBO, BKITFOUBAIN KOMIUIEKCHA ITuTOreHeTHKa 1 TPS53 myTamms, ce
cBBp3BaT ¢ nporpecust 1o OMJI mpu nauneHTH, KOUTO ca TpaHC(Py3UOHHO-3aBUCHMH U UMAT
aHoMamusTa faenenus 5q (Bx. Touka 4.4). 3uncneHusT 2-roquiieH KyMyJaTUBEH PUCK OT MpOrpecus
1o OMJI e 13,8 % mnpu manyeHTH ¢ aHOMaJIMATa U30JIMpaHa fenenus 5q B cpaBHenue ¢ 17,3 % npu
MAIUEHTH C Ienenns 5q U eHa JONbIHUTEIHA UTOreHeTHYHa aHoMaius 1 38,6 % mpu nanyeHTy ¢
KOMIUIEKCEH KapHOTHII.

B post-hoc ananu3 Ha eIHO KJIMHUYHO WU3MUTBAHE C JICHATUAOMHU] TIPH MUENIOTUCTUIACTHYHH
CUH/IPOMH M3YHCIIEHAaTa JBYTOJUIIIHA YecToTa Ha nporpecus 1o OMJI e 27,5 % npu IHC-p53
NOJOXUTENHHU naenT 1 3,6 % npu IHC-p53 orpuuarennn namuentu (p=0,0038). I1pu IHC-p53
TIOJIOKUTEITHUTE MallMeHTH ce HaOIroaBa Mmo-HUCKa yecToTa Ha nporpecus 1o OMJI cpen
MAIMEHTHTE, KOUTO Ca TIOCTUTHAIH OTroBOp HezaBucumMocT ot tpancdysust (HT) (11,1 %) B
CpaBHEHHE C HeoCTHrHaiIuTe oTroBop (34,8 %).

Yeproopobnu HapyuieHus

Cro0maBa ce 3a CIeTHUTE HEXKEIaH! PEaKIUy CJIe] MyCKaHeTo Ha Ma3apa (C HEU3BEeCTHA YECTOTA):
ocTpa YepHOAPOOHA HEIOCTATHUHOCT U X0JIecTa3a (1 ABETE C MOTCHIIMAIHO (aTajeH U3X0),
TOKCHYCH XEMATUT, IUTOJIUTHYCH XCTIATHT, CMECCH [TUTOUTHICH/X0IECTATUYCH XETIaTHT.

Paboomuonusza
HaGnromaBanu ca peky ciydad Ha pa0dIOMHONIN3a, HIKOW OT KOMTO P MpHJIaraHe Ha JICHATHIOMH/I
CBC CTaTHH.

Hapywenus na wumosuonama scneza

Cro0IaBanu ca ciry4ad Ha XUTIOTHPEOUIN3bM H CIIydau Ha XUIEPTUPEOUIU3bM (BXK. Touka 4.4
Hapymenus Ha muToBHIHATA JKII€3a).
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Peaxyus na akmueupane na mymopa u mymop-ausuc cuHopom

B npoyusanero MCL-002 npubauszurento 10 % oT nekyBaHHTE C JICHATHAOMH/ MAUCHTH MIOTyYaBatT
TFR B cpaBHenue ¢ 0 % B KOHTPOIHOTO pamMo. MHO3UHCTBOTO OT CHOMTHATA Bb3HUKBAT B LIUKBII 1,
BCHYKH Ca OIICHEHU KaTO CBBbP3aHHU C JICYEHHETO, @ MHO3WHCTBOTO OT ChOOIIEHHATA ca 3a CTeneH 1
win 2. [aruentute ¢ Bucok MIPI mpu mocTaBsiHe Ha AuarHo3aTa WK ¢ TYMOpHA Maca (Hai-Majko
€/IHa JIe3usl, KOSITO € > 7 cm B Hall-IbITHS AUaMEThp) Ha U3XOJHOTO HMUBO MOTaT Ja ca B puck oT TFR.
B npoyuBanero MCL-002 TLS ce cro0miaBa mmpu €IMH MAIMEHT BHB BCAKO OT JIBETE paMeHa 3a
nedenne. B mogkpemnsmoro npoyusane MCL-001 mpubnuzurenso 10 % oT mareHTuTe moxydaBat
TFR; Bcuuky choOLmeHus ca 3a cTerneH | mwin 2 1o TeKecT ¥ BCUYKH ca OLICHEHH KaTo CBbP3aHH C
JICYCHUETO. BONMIMHCTBOTO OT CHOMTHATA BH3HUKBAT B IIUKBI 1. Hsama crobmenns 3a TLS B
npoyuBaneTo MCL-001 (Bx. Touka 4.4).

B npoyusanero NHL-007 TFR ce cpobmasa mpu 19/146 (13,0%) ot nauueHTHTE B paMOTO Ha
JeHATUAOMU/pUTYKcuMab crpsmo 1/148 (0,7%) nmanueHTH B paMOTO Ha IUTaie0o/purykcuma.
[oseuero ciayuan Ha TFR (18 ot 19), choOLIeHN B paMOTO Ha JICHATUIOMHUJ/PUTYKCUMAO, BE3HUKBAT
10 BpeMe Ha IbPBUTE /1Ba LIMKbIa Ha Jedenue. Exun manuent ¢ @JI B pamoTo Ha
neHanuAoMua/puTykcuMab monydasa TFR cbOuTHE OT cTemneH 3 CpsAMO HUTO €VH MAI[UCHT B
pamoro Ha rianebo/purykcumad. B npoyusanero NHL-008 7/177 (4,0%) ot namentute ¢ OJI
nomydaBaT TFR; (3 croOmmenus ca cremnen 1 mo Texect, a 4 cho0IIeHus ca cTeneH 2); kKato 1
cboOLIeHHE ce cuuTa 3a cepro3Ho. B npoyusanero NHL-007 TLS Bb3nukBa npu 2 nanuentu ¢ OJI
(1,4%) B pamMOTO Ha JICHATMIOMU/PUTYKCUMA0 U HE BH3HUKBA MPH MPY HATO eAnH nanueHTd ¢ OJI B
paMoTo Ha Ianedo/puTyKkcuMad; HUTO €MH OT ABaMara MallMeHTH He € UMaJl CbOMTHE OT CTETEH 3
win 4. TLS e3nuksa npu 1 nanuent ¢ OJI (0,6%) B npoyusanero NHL-008. Tosa eanHudHO
CHOUTHE € OTPEACICHO KaTO CepPHO3Ha HeXKENaHa peakius ot cteneH 3. B mpoyusaneTro NHL-007
HHUTO €JMH NalMeHT He ce Hajara Ja MpeKbcBa Tepanusra ¢ JeHanuaoMun/purykcumad nopagn TFR
win TLS.

Cmomawno-upesru HapyuieHus

ITo Bpeme Ha JIeYEHHUETO € JICHATHIOMHU/I Ce ChOOIIaBa 32 CTOMAITHO-YPEBHU MepHOpaInm.
CromaniHo-upeBHUTE epdopaiuy MOTaT Ja JOBEIaT 10 CENTHYHN YCIOXKHEHHS ¥ MOTaT Ja Ce
aconuupar ¢ ¢aTajieH u3Xo/l.

Cho0InaBate Ha MO03UPAHU HOWKEITAHHU PEAKITUH

Cro0ImaBaHeTo Ha IMOI03MPaHN HEKEJIaHH PEaKIIMU ciie]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISABA a TIPOIBIKH HAOIOICHUETO Ha ChOTHOIIICHUETO TI0I3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICIIUATUCTH CE U3UCKBA J]a ChOOIIABAT BCSKA
M0JI03UPaHa HeXellaHa Peakiusl Ype3 HallMOHAIHA CHCTeMa 3a ChoOIaBaHe, IOCOYCHa B

Ilpunoxenue V.

4.9 Ilpeno3upane

Hsma cnenudrden onmuT B JIGYEHUETO HA MpeIo3UpaHe Ha JICHANUAOMU TP MALMEHTH, BHIIPEKH Y€ B
IPOYYBAHUS 3a JO30B MAIa30H HAKOM MALMEHTH ca OMiIu ekcrioHupanu 1o 150 mg, a npu
€IHOJI030BU IPOYUYBaHMsI HIKOU NallMEHTH ca excrionupanu 10 400 mg. Jlumurupamara no3ara
TOKCHYHOCT B T€3H MPOYUBaHUS € OMjla OCHOBHO XeMaToJornyHa. B ciyd4aii Ha mpego3upane ce
MIPETopHYBa MOATBPKAIIO JICYCHHUE.

5. DPAPMAKOJIOT'NYHHA CBOUCTBA

5.1 ®apmakoguHAMHYHH CBONCTBA

®apmakoTepaneBTHuHa Tpymna: myHnocymnpecopu, Jpyru umynocynpecopu ATC xkox: LO4AX04.

MexaHU3bM Ha IEWCTBUE
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JlenamumomMuy ce CBbp3Ba TUPEKTHO C mepedion. Llepe6ion e kommoHeHT Ha KynuH-RING

E3 yOMKBUTHHIINTA3EeH CH3UMEH KOMIIIEKC, KOMTO BKIIIOYBA CBBP3BAIIHS YBpEIa

Ha ne3okcupudonykiennoBara kucenuna (JJHK) 6entek 1 (damage-binding protein 1, DDB1), kynun
4 (cullin 4, CUL4) u perynaropa Ha kynaunute 1 (regulator of cullins 1, Rocl). B xemonoeTnunu
KJICTKH JICHATHIOMU]I, CBBP3BANKH ce C TIepeOIoH, mpeBnnda cyocTpataute 6entwitd Aiolos u Ikaros,
KOHTO ca JTUM(OUJIHU TPAHCKPHUITITUOHHH (HAKTOPH; TOBA BOJIH JIO TSIXHOTO

yOUKBUTHHHPAHE U MOCIIEIBAILO Pa3rpax1aHe, KOeTO BOIH JI0 MPEKU [IUTOTOKCHYHU

¥ IMYHOMOZYJIATOPHU €(EeKTH.

[No-cneunanno neHanuaOMHUI MHXUOMpa nponrdepanusTa 1 MOBUIIABa allONTO3aTa Ha ONpeIeIeHI
XEMOTIOETHYHH TYMOPHH KJIETKHU (BKIIOUHUTENHO Tu1azMeHuTe MM TyMOpPHH KIIETKH, TYMOPHHTE
KJIETKH Ha (hoIMKyIapeH TuM(OM U TE3H ¢ IeNIeHs Ha XpOMO30Ma 5), 3aCHiIBa MEUUpPaHus OT T
KJIETKHUTE U ecTecTBeHnTe KieTku youiinu (NK) umynurer u nosumana Opost Ha NK, Tu NK T
kaetkure. [Ipu M/IC ¢ neneuns 5q, TeHATMAOMH] CEIEKTUBHO MHXUOMPA KJIOHA C aHOMAJIH, KaTo
MIOBHUIIIaBA allONTO3aTa Ha KJIETKUTE ¢ Aeenus 5q.

KomOuHanusTa Ha IEHATUIOMUI U PUTYKCUMAO MMOBHINIABA aHTHTSIIO-3aBUCUMATa KJIEThYHA
muroTokcuaHocT (ADCC) 1 AupeKTHATa allonTo3a Ha TYMOPHUTE KJIETKH Ha (posmKyIapHust TMMGOM.

MexaHU3MBT Ha JeiCTBHE Ha JIEHAIUIOMU]] BKIIIOUBA U TOMBIHUTEIHH IEHCTBHS KaTo
AQHTUAHTUOTEHHU U MPOCPUTPONOCTHYHH CBOWCTBA. JIeHaMuIOMHU] HHXHONpa aHTHOTeHe3aTa upe3
OJOKMpaHe Ha MUTPALUATA U aJXe3UsATa Ha eHAOTEITHUTE KJICTKH U (POPMHUPAHETO Ha MUKPOCHIOBE,
3aCHJIBa MPOAYKIUATA Ha (eTasieH xemornooun ot CD34+ xeMaTonoeTHYHUTE CTBOJIOBU KIICTKH U
MHXUOUpa NpoayKIusATa Ha npouHdiamaropHu uuTokuHu (Hamp. TNF-a u IL-6) or MoHOLIMTHTE.

KinnnunyHa ehukacHOCT ¥ 0€30IacHOCT

Eduxacnoctra u 6e30nmacHOCTTa Ha JICHAIHIOMUJI ca OLICHEHH B ILIECT MpoyuBaHus (asa 3 npu
HOBOJWArHOCTUIIMPAH MYJITUIUICH MUEJIOM U B IBE MPOy4BaHus ¢asza 3 npHu peluanBUpall
pedpakTepeH MyJITUILUIEH MUEIOM, U eIHO (a3a 3 mpoyuBaHe u eaHO (a3a 2 mpoyuBaHe IpU
MUENOJUCIUIACTHYHI CHHIPOMH, U eHO (pa3a 2 mpu MaHTeTHOKJIeThueH JuMdom, 1 eauo dasa 3
wnoc enHo ¢asza 36 npoyusane npu nHXJI, kakTo e omucano mo-moiy.

HO@O()MCIZHOCW[MUMD(ZH MYTAMUNIEH MUETIOM

o IlomabprKkaiio JeUCHUE ¢ ACHAIMAOMUI IIpH manueHTH, noaioxkenn Ha ATCK
EdukacHocTTa 1 6€30IaCHOCTTA Ha MOAIBPIKAILO JICUSHUE C JICHATUIAOMHUJI € OLIEHCHO B JIBE
MHOTOIICHTPOBH, PaHJAOMU3UPAHH, IBOMHO-CIICITN Ipoy4Banus (asza 3, ¢ 2 paMeHa, mapajieiiHO
rpynoBH, mianedo-kouTponupanu npoyuBanus: CALGB 100104 u IFM 2005-02

CALGB 100104
[Moaxomsmnu ca manueHTH Ha Bh3pacT Mexy 18 u 70 ronuau ¢ aktuBeH MM Hanarain jieueHue u 6e3
MIPEIXOTHA ITPOTPECHS CIICI] HA9aTHO JICUCHHE.

[TanmenTure ca pannomMusupanu B cboTHoIIeHue 1:1 B pamkute Ha 90-100 qum cnen ATCK 3a
NOJIBPKAIIO JISYEHUE WIH C JICHATHAOMU, 1K ¢ Tanebo. [lonabprkamara go3a e 10 mg Begubx
JTHEBHO B AHU 1-28 B moBTapsIy ce 28-THEBHU UKIIH (C TOBUIIABaHE 10 15 mg BEIHBK THEBHO CIICT
3 Mecena npH JHICa Ha OrpaHWYaBalia J03aTa TOKCHYHOCT), KaTo JEYSHUETO NPOIbIDKABa 10
mporpecusita Ha OoJecTra.

[IbpBUYHATA KpaifHa TOYKa 32 epUKACHOCT B MPOYYBaHETO € mpexkuBsieMoct 6e3 nporpecust (I1BI1) ot
PaHIOMU3UPAHETO JI0 AaTaTa Ha MPOTPEcus Wil CMBPT, B 3aBUCUMOCT OT TOBa KOE C€ CIIy4H I'bPBO; B
NpOYyYBaHETO KpaiHaTa TOYKa 3a 001l MPEXUBSIEMOCT He € OUII0 Bh3MOXKHO Jia ce otieHH. Q0110 460
MAIMeHTH ca paHJAoMU3upanu: 231 NalueHTy Ha JeHATUAOMUA U 229 maiueHTy Ha miaie0o.
Hemorpadckure u cBbp3aHUTE ¢ O0IECTTa XapaKTEPUCTUKH ca OalaHCHPaHU MEXIy JBETE TPYIIH.
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IIpoydBaHeTo € pa3cieneHo ciie] Mpenopbka Ha KOMHUTETa HaOII01aBalll JaHHUTE, CIIe]] KaTo €
MpeMuHaTa TpaHuIaTa 3a IpeIBApUTEITHO TUTaHupaHus MexauHeH ananu3 Ha [1BI1. Cren
pasciensBaHEeTO Ha MAIMSHTUTE B rpyIaTa Ha Tianedo ce paspeliasa J1a IpeMUHAT Ha JICHATHJOMU]T
eI Iporpecupane Ha OoJiecTTa.

Pesynratute 3a IIBII npu pazcnensiBaHeTo, ciie] NpeABAPUTEIHO IUIAHUPAHUS MEKIMHEH aHAIU3, TTPU
M3II0JI3BaHe Ha TpaHnyHa nata 17 ngexemspu 2009 r. (15,5 Mecenia mpocneasiBane), mokasea 62%
HaMaJIeHUE Ha PUCKA OT MPOTPecHs Ha 3a00JIIBAHETO WIIM CMBPT B 1032 Ha ieHanuaomus (HR =
0,38; 95% 1M 0,27; 0,54; p <0,001). Menuanara Ha obmata [1BI1 e 33,9 mecena (95% AU NE, NE) B
pamoro Ha neHanmuaomua cpemry 19,0 mecena (95% JIU 16,2; 25,6) B pamoTo Ha 1miame0o.

ITonzarta mo otHomenue Ha I1bI1 ce HabmoxaBa kakTo B moArpymnara namueHTn ¢ [10, Taka 1 B
MOArpyMara MauueHTu, Kouto He nocturat [10.

B tabnuma 7 ca mpencTaBeHH pE3yNITaTHTE 3a MPOYUIBAHETO ¢ JaTa Ha 3akiouBane 1 gespyapu 2016 1.

Tadauua 7: Pe3rome Ha 001MTE JAHHU 32 e(PUKACHOCT

Jlenamumomun ITnane6o
(N =231) (N =229)
Ouenena ot n3ciaenonares IIBII
Menunana® na Bpemero Ha I1BI1, B mecerm (95% JN)° 56,9 (41,9, 71,7) | 29,4 (20,7, 35,5)
HR [95% I ¢ p-cToriHOCT" 0,61 (0,48, 0,76); <0,001
MBII2*
Menunana® Ha Bpemero Ha I1BI12, B meceru (95% JN)° 80,2 (63,3, 52,8 (41,3, 64,0)
101,8)
HR [95% JM]®; p-cToiiHOCT" 0,61 (0,48, 0,78); <0,001
O01ma Npe;XuBIEMOCT
Menuana® na Bpemero Ha OIT, mecenu (95% JIN)° 111,0 (101,8, 84,2 (71,0, 102,7)
NE)
UYecroTa Ha 8-roammiHa npexusseMoct, % (SE) 60,9 (3,78) 44,6 (3,98)
HR [95% JM]®; p-cToiiHOCT" 0,61 (0,46, 0,81); <0,001
IlpocaensiBane
Mennana® (MHH, MaKC), MECEIIH: BCUYKH TIPEKUBEITH 81,9 (0,0, 119,8) | 81,0 (4,1, 119,5)
MalyueHTH

U = nosepurenen unrepsain; HR = koepuunent Ha pucka; Makc = MakcuMyM; MuH = muaumyM; NE = He e onpezerneHo;

OII = o6ma npexussiemocT; [IBI1 = npexussemoct 6e3 mporpecus;

2 Menuanata e Ha 0a3a onpezensiHe o Kaplan-Meier.

595% U 3a MeauaHaTa.

* Ha Ga3arta Ha Mozena Ha Cox 3a IIPONOPIMOHATHOCT Ha PUCKA, CPABHSABAI PHCKOBUTE (PYHKINH, CBBP3aHH C IIOCOYCHHUTE
TPYIH Ha JICYCHHUE.

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

A ExcruopaTopHa kpaitna Touka (I1bI12). Jlenanunomun, noxydeH OT yHYacTHHLUTE B paMOTO Ha I1anedo, MpeMUHaIN KbM

aKTUBHO JIEUEHHE CJIE]] PA3CIIETIIBAHETO, HE CE CUMTA 32 JIEYEHHE OT BTOPA JIMHUSL.

¢ Menuana Ha npocnenssaneTo ciaeq ATCK 3a Bcuuku NpexuBesd y4aCTHULH.

I'panunu 3a nannure: 17 gex. 2009 r. u 01 ¢es. 2016 .

IFM 2005-02

IToaxonsmiy ca MaueHTH Ha BB3pacT < 65 TOAMHY MPH AUATHOCTUITUpaHETO, momtoxeHu Ha ATCK u
MMOCTUTHAN Haii-MaJIKkO CTAaOWMJICH TEPAIeBTHYCH OTTOBOP KbM MOMEHTA Ha XEMAaTOJIOTHTIHO
Bb3CTaHOBsIBaHe. [larienTuTe ca paHIOMU3UpPaHU B ChOTHOIIEHHE 1:1 3a mOIIBpKAIIO JCUCHUE WU
C JICHATHJIOMHU/I, WK ¢ Turane6o (10 mg BeHBK JHEBHO B THU 1-28 Ha moBTapsIny ce 28-THEBHH
IIAKJIM C TIOBUIIICHHE 10 15 mg BEAHBXK JHEBHO CJea 3 Mecera Mpyu OTChCTBHE Ha TOKCHIHOCT,
BOJIEIIa JI0 OTpaHrYaBaHE Ha J03aTa) clie] 2 Kypca Ha KOHCOHMIAIMS ¢ JIeHaauIoMu/ (25 mg/neH,
maU 1-21 ot 28-1HeBeH nuKba). JledeHneTo e ciieIBaio J1a MPOIBIDKY JI0 MPOTpecus Ha
3a00JISIBAHETO.

[IppBuuHaTa Kpaiina Touka e [1bI1, onpenenena oT paHIOMU3UPAHETO O AaTaTa Ha MPOTPECUs HIIH
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CMBPT, KOETO C€ CIIy4d ITbPBO; B MPOYYBAHETO KpaifHaTa TOYKa 3a 00IIIa MPEKUBIEMOCT HE OMIT0
BB3MOJKHO J1a ce onieHn. Panmomusnpanu ca 06mio 614 manuentn: 307 marueHTH Ha JICHATHIOMU |
307 manmeHTH Ha 11aneoo.

[IpoydBaneTo € pa3cieneHo ciie]] mpenopbka Ha KOMHUTETa HaOII01aBalll JaHHUTE, CIIe]] KaTo €
MpeMuHaTa TpaHuIaTa 3a IpeIBApUTEITHO TUTaHupaHus MexauHeH ananu3 Ha [1BI1. Cren
pascriensBaHEeTO Ha MAIMSHTUTE Ha TUIale0o He ce pa3peliaBa Jja IPEeMUHAT Ha JICHATUOMU]I IPEeIn
nporpecupane Ha 6onectra. PaMoTo Ha JeHaMIoOMu criMpa JIedeHue, KaTo POaKTHBHA MspKa 3a
0e30macHOCT, CJelI KaTo € YCTaHOBEHO HapyiiaBaHe Ha Oananca Ha BII33 (Bxk. Touka 4.4).

Pesynrarure 3a [1BI1 npu pascnensiBanero, ciel IpeIBApUTEITHO IUIAHUPAH MEKIMHEH aHAIIN3, IPU
u3IoNI3BaHe Ha rpannyHa nata 7 ronu 2010 r. (31,4 mecena npocienssane) mokassat 48% cHKeHHe
Ha pUCKa B TI0J132 Ha JICHAJIUIOMHUJI 10 OTHOIICHKE TIporpecupane Ha Oonectra win cMbpT (HR =
0,52; 95% 1A 0,41; 0,66; p <0,001). Menunanara na obmara IIBII e 40,1 mecema (95% AU 35,7; 42,4)
B PaMOTO Ha JieHamaoMuz cpery 22,8 mecena (95% AU 20,7; 27,) B pamoTo Ha 1uiaie0o.

ITonzata no otHoweHue Ha [1BI1 e mo-manka B moarpynara nauuentu ¢ 110, B cpaBHeHue ¢
MOATpyTaTa ManueHTH, Kouto He nocturat [10.

Axrtyammupanara [1BI1, npu rpanmyuna nata 1 gpespyapu 2016 r. (96,7 Mecera npociensBaHe)
MPOABIDKABa Ja MMoKasBa mpeauMcTBo mo otHomenue Ha [IBIT: HR = 0,57 (95% AU 0,47; 0,68;

p <0,001). Menuanara Ha o6marta [1BI1 e 44,4 mecena (39,6; 52,2) B paMOTO Ha JICHATHIOMHU/] CPEIILY
23,8 mecera (95% AU 21,2; 27,3) B pamoTo Ha iane6o. 3a [1bI12, nHadmomaBarust HR e 0,80 (95%
[N 0,66; 0,98; p = 0,026) 3a neranunomun cupsamo miaredo. Meauanata 3a oomata [1BI12 e 69,9
Mmecena (95% U 58,1; 80,0) B pamoTo Ha neHanugomun cpemy 58,4 mecena (95% AU 51,1; 65,0) B
pamoro Ha miane6o. 3a OIl, nadmogasanust HR e 0,90 (95% AU 0,72; 1,13; p =0,355) 3a
JIEeHATUAOMUJ CIIpsiMO Tuiane6o. MeamanaTta Ha BpeMeTo Ha oOrmiara mpexussieMoct e 105,9 mecena
(95% AU 88,8, NE) B pamoto Ha neHamumomua cpenty 88,1 mecena (95% AU 80,7; 108,4) B pamoTo
Ha 11are0o.

Jlenanuoomuod 6 komounayus ¢ bopme3omud 1 0eKcamemason NPy NAYUeRmu, Koumo He ca
NOOX00SUU 30 MPAHCIAAHMAYUS HA CINEON08U KIIeMKU

IIpoyuBanero SWOG S0777 onensBa 1o6aBsHEeTO Ha 00pTE30MHO KBM OCHOBA OT JICHATUIOMHUT U
JIEKCaMETa30H KaTo HaYallHO JICUYEHHE, TTOCISIBAHO OT MPOIBIDKUTEIHO Mpuiioxerne Ha Rd no
IPOrpecus Ha 3a00JIIBAHETO, MPH MALUEHTH C HEJIEKYBaH 10 MOMEHTA MYJITHUILUICH MHEJIOM, KOUTO
WJIM HE ca MMOAXOAIY 3a TPAHCIUIAHTALIMSI, WIIH ca MOAXOISIIH 3a TPaHCILIaHTaIs, 0e3 aa ce
MIPEJIBUXK/Ia HETIOCPEICTBEHA TPAHCIIAHTAITHS.

[TanueHTHTEe B pPaMOTO Ha JICHATUAOMU, OOpTe30MHUO U Aekcamera3oH (RVd) momydasar
JIeHATUAOMUA 25 mg/neH nepopaiHo B gaute 1-14, nHTpaBeHo3Ho 6oprezomud 1,3 mg/m2 B gaute 1,
4, 8 u 11u nexcamerasoH 20 mg/neH nepopanHo B qaute 1,2, 4,5, 8,9, 11 u 12 ot noprapsimm ce 21-
JTHEBHU IIUKJIA B MPOIBIDKCHUE HA MAKCUMYM oceM 2 1-mHeBHY nuKbIa (24 ceqmunm). [lanmentuTe B
pPaMoTO Ha JICHATMIOMHU U JekcameTa3oH (Rd) mony4aear neHamumomMun 25 mg/neH nepopaiHo B
maute 1-21 u nekcameraszon 40 mg/neH nepopanHo B gaute 1, 8, 15 1 22 oT moBTapsmum ce 28-THEBHI
[IUKIIA B TIPOJIBDKCHNE HA MAKCUMYM ITIeCcT 28-THEBHU ITUKbBIA (24 cenmuin). [larmenTure u B 18eTe
paMeHa NnpoabDKaBar aa npuemat Rd: menanumpomun 25 mg/nen nepopanHo B gaute 1-21 u
nexcameTa3oH 40 mg/nen nepopaiHo B nauTe 1, 8, 15 1 22 oT moBTapsiu ce 28-1HEBHHU UK.
JledeHnueTo npoabIIKaBa 10 Mporpecus Ha 3a00JSIBAHETO.

[IppBHYHaTa KpaifHa TOYKa 3a €pUKACHOCT B MPOYUBaHETO € mpexussieMoct 0e3 nporpecust (I1BI1).
00610 523 manueHTH ca BKIIOYSHH B TPOYYBAHETO, KaTo 263 manueHTu ca pasaoMu3upanyd Ha RVd u
260 nanuenTu ca pangomusnpanu Ha Rd. [lemorpadckure xapakTepUCTUKU U CBBP3aHUTE ChC
3a00JISIBAHETO XapaKTEPUCTUKK Ha N3XOAHOTO HUBO ca oOpe OanaHCHpaHu MEKAY paMeHaTa.

Pesynratute 3a I1BI1, onenenu ot IRAC, no BpeMeTO Ha IBbPBUYHHUS aHATIU3, IIPH J1aTa Ha

3axmrouBane Ha nanaute 05 moemspu 2015 r. (50,6 mecena mpocieasiBane), mokassat 24%
MOHM)KEHHE Ha PUCKa OT Iporpecus Ha 3a0oisiBaHeTo WM cMbPT B roa3a Ha RVd (HR = 0,76; 95%
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AN 0,61; 0,94; p = 0,010). Menuanara Ha oomara I1BII e 42,5 mecena (95% JIU 34,0; 54,8) B pamoTto
Ha RVd cripsmo 29,9 mecena (95% JIU 25,6; 38,2) B pamoro Ha Rd. ITonzara ce HabmonaBa
HE3aBUCHUMO JAJTH MAIIMEHTUTE ca TOAXO SN WM HE 32 TPAHCIIJIAHTAIIHS Ha CTBOJIOBH KIICTKH.

PesynratuTe oT MpoydYBaHETO MPH AaTa Ha 3aKimouBade Ha qanauTe 01 mexemBpu 2016 1., KBIETO
MeIuaHaTa Ha BpeMETO 3a IIPOCieasIiBaHe Ha BCUYKH IPEKUBENH arueHTn € 69,0 Mecera, ca JaJicHH B
Tabmuia 8. [lomsara ¢ npenumMcTBo 32 RVd ce HaGmo1aBa HE3aBUCHMO J1ajlH MTAIUEHTHUTE ca
MTOIXOJISITIIN WJTM HE 32 TPAHCIUTAHTAIMSI Ha CTBOJIOBH KJICTKH.

Tadauua §8: Pesrome Ha 001IMTE JAHHU 32 e(PUKACHOCT

Hauaano jgeuenne
RVd Rd
(3-ceaMUYHT THKJIH (4-ceAMHYHHE THKJIH
x8) (N =263) x6)
(N =260)
IIBII, ouenena ot IRAC (Mecenu)
Menuana® Ha BpeMeTo Ha [IBI1, meceru 41,7 (33,1; 51,5) 29,7 (24,2; 37,8)
(95% JIN)°
HR [95% JAN]®; p-cToitHOCT" 0,76(0,62; 0,94); 0,010
O0ma npexxuBsieMocT (Mecelu)
Menuana® Ha BpeMeTo Ha OI1, mecenn 89,1 (76,1; NE) 67,2 (58,4; 90,8)
(95% JIN)°
HR [95% JAN]® ; p-cTorHOCT" 0,72 (0,56; 0,94); 0,013
Otrosop — n (%)
061 otrosop: 110, MIYO wu YO 199 (75,7) 170 (65.,4)
> M40 153 (58,2) 83 (31,9)
IMpocaensiBane (Mecein)
Meauana® (MUH, Makc): BCHUKH [ALHCHTH | 61,6 (0,2;99.4)) | 59.4(0,4:99,1)

I = nosepurenen unrepsai; HR = koeduuuenT Ha pucka; Makc = MakcuMyM; MuH = muaumyM; NE = He Moxe na ce
onpeneny; OIl = o6ma npexussiemoct; I1BI1 = npesxxuBsiemoct 6€3 nporpecus.

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

6 Ileycrpanen 95% JIM 3a MenuaHaTa HA BPEMETO.

® Ha 6a3ara Ha HectpaTudunupanus Moen Ha Cox 3a PONOPINOHATIHOCT Ha PUCKA, CPABHABAIL PHCKOBUTE (DYHKIIUH,
CBBp3aHH ¢ rpynure 3a nedeHne (RVd:Rd).

" p-cToifHOCTTa € Ha 0a3aTa Ha HECTPATU(DUIMPAH JOTAPUTMHUYEH PAHTOB TECT.

"MenuaHarta Ha IPOCIEIIBAHETO € U3YHCIIEHA OT JaTaTa Ha paHIOMU3alUATA.

[ara Ha 3akmouBane Ha ganaute: 01 nexemspu 2016 1.

Axtyanusupanute pesyarati 3a Ol nmpu gara Ha 3axmouBane Ha ganauTe 01 mait 2018 1. (84,2
Mecela MeJaHa Ha IPOCTeISBaHe 3a IPEKUBENNTE MAMEHTH) TPOABIDKABAT 1a TOKa3BaT
npeaumMctBo pu OI1 B mom3a va RVd: HR = 0,73 (95% AU 0,57; 0,94; p=0,014). lexbT Ha )KUBUTE
nanuenTtu cien 7 roaunu e 54,7% B pamoto Ha RVd cripsimo 44,7% B pamoTo Ha Rd.

Jlenanuoomuod 8 kombuHayus ¢ deKcamemason Py NAYUEHmMU, KOUmMo He cd no0Xo0auu 3a
MPAHCHAAHMAYUS HA CMBOA06U KIemKU

BesomacHocTTa 11 ehrkacHOCTTa Ha JICHATUAOMUJL Ca OIEHEHH B €JHO, MHOTOIICHTPOBO,
PaHIOMH3UPAHO, OTKPUTO IpoyuBane ¢a3za 111 (MM-020), ¢ 3 pameHa, pu MalUEHTH, KOUTO Ca Hak-
MaJIKO Ha 65-TOJIUIITHA BH3PACT WK NO-Bh3PACTHU WIH, aKO Ca IMO-MJIaJId OT 65-TOAUIIIHA Bb3PacT,
HE ca KaHJIUIaTH 3a TPAHCIUIAHTAIMS Ha CTBOJIOBH KJIETKH, ThH KaTO ca OTKAa3allu JIa CE IMOJIOXKAT
Ha TPAHCIUIAHTAIIM Ha CTBOJIOBU KJIETKH WJIM TPAHCIJIAHTAIMS HA CTBOJIOBH KJIETKU HE € Bh3MOXKHA
3a MalyeHTa nmopaau GUHaHCOBA WK Apyra npuduHa. [Ipoyusanero (MM-020) cpaBHsBa
neHanmuaoMua u aekcamerazoH (Rd), maBanu 3a 2 pa3nuyHU MO IPOABIKATEIHOCT IEPUO/Ia OT BPEeMe
(T.e. mo mporpecupaiiio 3abdoisaBane [Pamo Ha Rd] nau 1o ocemuanecer 28-1HeBHU HUKbBIIA [ 72
ceamuny, Pamo Ha Rd18)), ¢ mendanan, npeaauson u taaugomun (MPT) 3a MakcuMyM OT IBaHaaeCeT
42-nuenu ukbaa (72 cenqmunm). [lanmenture ca pangomusupanu (1:1:1) B 1 ot 3-Te pamena 3a
nedenue. [lanmenTure ca crparnduIMpany Ipy PaHIOMU3UPAHETO 10 BB3pacT (<75 crpsimo >75
roauan), ctanuit (ISS cramuu [ u 11 cipsimo craawmii 111) u o crpana.
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[TanuenTure B pameHaTa Ha Rd u Rd18 ca mpuemMau geHamuaoMun 25 mg BEAHBK THEBHO B IHU OT
1-Bu 110 21-Bu OT 28-THEBHUTE ITUKIIN B CHOTBETCTBHE C PAMOTO 110 ITpoToKoa. Jlekcamerazon 40 mg
€ JJaBaH BEIHBX JHEBHO Ha 1-Bu, 8-mu, 15-Th 1 22-1 1eH oT Beeku 28-nHeBeH NUKBI. HauaaHaTa mo3a
u cxemara 3a Rd u Rd18 ca agantipanu B cbOTBETCTBHE C Bh3pacTTa U ObOpeuHaTa QpyHKIHS (BXK.
touka 4.2). [lanmmenture >75 ronuHA MOJIyIaBaT 1032 AeKcaMeTa3oH oT 20 mg BeTHBXK JHEBHO Ha |-
BH, 8-MH, 15-TH 11 22-1 JieH OT BCEKH 28-THEBCH UKBJI. BCHUKH MallMeHTH TOJTy9IaBaT
MpOo(UIAKTHYHO aHTUKOATYyIaIvsl (HUCKOMOJIEKYJICH XeTapuH, Bap(apuH, XernapuH, HUCKa 7032
ACIUPHUH) 110 BpEMe Ha MMPOYYBaAHETO.

[IppBHYHaTa KpaifHa TOUKa 3a €pUKaCHOCT B MpOYUBaHeTO € mpexussieMoct 0e3 nporpecus (I1BI1).
O06m10 1623 nauueHTH ca BKIIOYEHHU B IPOYUYBAHETO, KaTo 535 manueHTH ca paHgoMU3UpaHu Ha Rd,
541 nanuenTtu ca pangomusupany Ha Rd18 u 547 manuenTtu ca pannomusupanu Ha MPT.
Hemorpadckurte JaHHU U CBBP3aHUTE ChC 3a00JSIBAHETO HAYAIHU XapaKTePUCTUKU Ha MAlMEHTUTE ca
no0pe Oanancupanu U B 3-te pameHa. OOII0 B3€TO, yUaCTHUIMTE B IPOYYBAHETO UMAT 3a00JIIBaHE B
HaIlpeHaJ CTaJAWiA: OT o0Iara nmomynanus B npoyuBaneto 41% umat ISS cranuii 111, 9% umat Texka
0BOpeuHa HeZoCTaThUHOCT (KpeaTuHHHOB KiupbHC [CLer] < 30 ml/min). MennaHara Ha Bb3pacTTa €
73 u B 3-Te paMeHa.

B Ta6uuia 9 ca npencraBeHu pe3ysiTaTUTe OT MIPOYYBAHETO NPU €IUH aKTyaau3upaH aHanu3 Ha [1BI1,

IIBI12 u o6mata npexussemoct (OII) ¢ nara Ha 3axmouBane 3 mapt 2014 r., KbIETO MeIMaHaTa Ha
BpPEMETO 3a MPOCIeIsIBaHe Ha BCHUKY TIPEXKUBENN NAIIMEHTH € 45,5 Mecena.

Tabauua 9. Pesrome Ha 1aHHMTE 32 001IaTa epUKACHOCT

Rd Rd18 MPT
(N =535) (N =541) (N =547)
Ouenena ot uzcienonareds IBII
(Mecenn)
Menunana® Ha Bpemeto 1o [1BI1, meceru 26,0 (20,7; 21,0 (19,7; 21,9 (19,8;
(95% JIN)° 29.7) 22,4) 23.,9)
KP [95% HAU]®; p-cToitHOCT"
Rd cnp. MPT 0,69 (0,59; 0,80); <0,001
Rd cnp. Rd18 0,71 (0,61; 0,83); <0,001
Rd18 cnp. MPT 0,99 (0.86; 1,14); 0,866
HBII2" (mecenu)
Menunana® Ha BpemeTo no [1BI12, mecenu 42,9 (38,1; 40,0 (36,2; 35,0 (30,4;
(95% JAN)° 47.4) 44.2) 37,8)
KP [95% JU1®; p-cToitHOCT"
Rd cnp. MPT 0,74 (0,63; 0,86); <0,001
Rd cnp. Rd18 0,92 (0,78; 1,08); 0,316
Rd18 cnp. MPT 0,80 (0,69; 0,93); 0,004
O011a mpeXUBAEMOCT (Meceln)
Menunana Ha BpemeTo 10° OIl, Mmecenn 58,9 (56,0, NE) | 56,7 (50,1, NE) 48,5 (44,2;
(95% JIN)° 52,0)
KP [95% HAU]®; 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
IIpocnenspane (Mecenn)
Menauana® (min, max): BCHUKH 40,8 (0,0; 65,9) | 40,1 (0,4; 65,7) | 38,7 (0,0; 64,2)
MalUCHTH
OT1rosop Ha mueaoma™ n (%)
110 81 (15,1) 77 (14,2) 51(9,3)
MO 152 (28,4) 154 (28,5) 103 (18,8)
4O 169 (31,6) 166 (30,7) 187 (34,2)
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Rd Rd18 MPT
(N =535) (N =541) (N =547)
061 otrosop: [10, MIHO, uau HO 402 (75,1) 397 (73.,4) 341 (62,3)
IIpoabKUTETHOCT HA 0TTOBOPA
(Mecenu)’
Menuana® (95% JIN)° 35,0 (27,9; 22,1 (20,3; 22,3 (20,2;
43.4) 24,0) 24.9)

AMT = antumuenomHa tepanust; AW = nosepurenen unrepsai; [10 = mpiaen otroBop; d = HUCKa 103a nekcameTa3oH; KP =
koe¢uuuent Ha pucka; IMWG = International Myeloma Working Group; IRAC = Independent Response Adjudication
Committee; M = mendanan; max = makcumyM; min = muaumyM; NE = He moxe na 6bae nzuncieno; OIl = obua
npexxussieMoct; P = npeanauson; [1BI1 = npexxussiemoct 6e3 nporpecust; YO = gactuden oTroBop; R = nenanunomur;
Rd = Rd, naBan o noxymeHTHpaHe Ha nporpecupaiio 3abonsBane; Rd18 = Rd, naBan 3a < 18 muksbia;
CI'=crangaptHa rpemka; T = tamupomun; MIYO = MHOTO 10OBp YacTHIEH OTTOBOP; CIIP = CIPSIMO.

2 Menuanara e 6a3upaHa BbpXy oreHkara o Kaplan-Meier.

95%-nust AU 3a menuanara.

® Ha 6a3ara Ha Mmoena Ha CoxX 3a MPOIOPIIMOHAIHY PUCKOBE, CPaBHSBALL PUCKOBUTE (DYHKIIMHU, CBbP3aHH C IIOCOYCHUTE
paMeHe Ha JeUeHHe.

' p-croiHOCTTa € Da3upaHa BbpXy HecTpaTuduimpanus log-rank Tect Ha pasiuuus B kpuBara Ha Kaplan-Meier mexy

IIOCOYCHUTE PAMEHE Ha JICUCHUE.

I ekcIuiopaTropHa kpaiiHa Touka (ITBI12)

¢ Menunanata e yHUBapuaTHaTa CTaTHCTHKA 0e3 KOPEKINHU 3a OTCTPaHsBaHe.

* Haii-moOpara nageHa oIjeHKa Ha OTTOBOpa I0 BpeMe Ha (ha3ara Ha JIe4eHHE OT IIPOYIBAaHETO (3a JeuHHUIMN Ha BCsIKa
KaTeropus 0TroBopHy, JlaTa 3a 3axirouBane Ha JaHHATE = 24 Maif 2013 r.).

3 Jlara Ha 3aKiiouBaHe Ha AaHHuTe: = 24 mait 2013 r.).

Jlenanudomuo 6 kombunayus ¢ mergaran u npeoHU30H, NOCIe08aHU OM NOOObPICAUIA MePAnUs npu
nayueHmu, KOumo ca Henooxooauju 3a MpaHCcnianmayus

BesomacHocTTa 1 ehrKkacHOCTTa Ha JICHATUAOMUJL Ca OICHEHH B €JHO MHOTOLIEHTPOBO,
paHIoMu3MpaHo, ABOMHOCIANO npoyuBaHe daza 3 ¢ 3 pamena (MM-015) npu nauueHTH, KOUTO ca Ha
65-roaMIiHa B3PACT WJIH ITO-Bb3PACTHHU U UMAT cepyMeH kpeaTtuHuH < 2,5 mg/dl. [IpoyuBaHeTo
CpaBHsIBa JICHATMIOMUJI B KOMOMHaIus ¢ Mendainan u npenau3od (MPR) cbe wim 6e3 mogabpxkaina
Tepanus ¢ JICHATUOMUJ IO TPOrpecus Ha 3a00JIIBaHETO C Ta3u ¢ MelihaiaH U IPETHU30H 32
MakcuMyM 9 mukbia. [lanmueHTrTe ca panqoMu3upanu B cboTHomeHue 1:1:1 B eqHO 0oT 3 pamena 3a
nedenue. [lanmenTure ca crpatnduIupany Npy paHIOMHU3aIMATA 110 BB3pacT (X 75 crp. > 75 roquHm)
u craguit (ISS; cramuu I u 11 crip. craamii I11).

ToBa npoyuBaHe n3cieBa NPUIOKEHUETO HA KoMOMHUpaHa Tepanust oT MPR (mendanan 0,18 mg/kg
NEPOPATTHO Ha 1-BH /10 4-TH JCH OT MOBTAPSAIINTE Ce 28-THEBHHU IIUKIIH; IPeIHU30H 2 mg/kg
MIEPOPATHO Ha 1-BU /10 4-TH JICH OT MOBTAPSAIINTE Ce 28-THEBHU IIUKIIH U JieHanuaoMu 10 mg/nex
repopaitHo Ha 1-Bu 10 21-BH JIeH OT MOBTAPSAIINUTE ce 28-THEBHH ITUKIIN) KaTO BHBEKAIA TEPAIHs 32
MakcuMyM 9 mukbia. [lanueHTruTe, KOUTO 3aBbpIiaT 9 MUKBIA WIK KOUTO HE ca B CHCTOSIHHE J1a
3aBBpIIAT 9 UKBIIA TOPATH HETIOHOCUMOCT, IPEMUHABAT Ha MOIbPKAIIA TePaIHs, 3aII0YBANKH C
neHanuaomuz 10 mg nepopanHo Ha 1-Bu 10 21-u A€H OT MOBTapAUIUTE c€ 28-THEBHU HUKIIU A0
rporpecus Ha 3a00IIIBaHETO.

[IppBHYHaTa KpaifHa TOUKa 3a €pUKaCHOCT B MPOYUBaHETO € mpexussieMoct 0e3 nporpecust (11BI1).
00610 459 nmanyeHTH ca BKIIOYSHH B IPOYUYBAHETO, KaTo 152 manueHTy ca paHIOMHU3UpaHu Ha
MPR+R, 153 nanuenTtu ca pangomusupanu Ha MPR+p u 154 manuenTu ca paHaoMu3upaHy Ha
MPp+p. demorpadckuTte JaHHU U CBBP3aHUTE ChC 3a00JISIBAHETO XaPAKTEPUCTHUKH HA MAIUCHTUTE Ha
M3XOIHOTO HMBO ca 1o0pe OanaHCcHpaHU U B 3-Te paMeHa; 3a 0TOensi3BaHe ¢, uye npubimsutentHo 50%
OT MaIMeHTUTE, BKIIIOUEHHU BbB BCSIKO paMo, UMaT ClIeJHUTE XapakTepucTHky; ISS craanii 111 u
KpeaTHHHHOB KIUpBHC < 60 ml/min. MeaunanaTa Ha Bb3pactTa € 71 B pamenata Ha MPR+R u MPR+p
u 72 B pamoto Ha MPp+p.

B enun ananus ua I1BI1, I1IBI12, OII ¢ gata Ha 3axnmrouBaHe Ha nanaute anpwi 2013 1., mpu KOUTO

MeJuaHaTa Ha BpeMETO Ha MPOCIIeIIBaHe 3a BCUUKHU MPEKUBENU MAIueHTH € 62,4 mecerna,
pe3ynTaTUTe OT MPOYUYBAHETO ca npenctaBeHu B Tabmuma 10.
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Tabauna 10. Pe3romMe Ha TaHHUTE 32 0011ATA e(PUKACHOCT

MPR+R
(N=152)

MPR+p
(N=153)

MPp +p
(N =154)

Ouenena ot n3ciaenonareis IIBIIT
(Mecenn)

Menuana® na Bpemeto 1o [1BI1, meceru
(95% JAN)

27,4 (21,3; 35,0)

14,3 (13,2; 15,7)

13,1 (12,0; 14,8)

KP [95% [AU]; p-cToiiHOCT

MPR+R cnp. MPp+p

0,37 (0,27; 0,50); <0,001

MPR+R cnp. MPR+p

0,47 (0,35; 0,65); <0,001

MPR+p cip. MPp +p

0,78 (0,60; 1,01); 0,059

MBII12 (mecenn)”

Menunana® PFS na Bpemero mo I1BI12,
mecer (95% JAN)

39,7 (29,2; 48,4)

27,8 (23,1; 33,1)

28,8 (24,3; 33,8)

KP [95% JAU]; p-cToiiHOCT

MPR+R cnp. MPp+p

0,70 (0,54; 0,92); 0,009

MPR+R cnp. MPR+p

0,77 (0,59; 1,02); 0,065

MPR+p cip. MPp +p

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

O0ma npexuBAEMOCT (Mecelu)

Menuana® Ha Bpemeto 10" OIl, mecenu
(95% JAN)

55,9 (49,1; 67.5)

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

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

KP [95% HAU]°; p-cToitHOCT

MPR+R cnp. MPp+p

0,95 (0,705 1,29); 0,736

MPR+R cnp. MPR+p

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

MPR+p cip. MPp +p

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

IIpocnenssane (Mecenn)

Menunana (min, max): BCHIKH
MAIUCHTH

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

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

50,4 (0,5; 73.3)

O1neHeH OT M3CJIe10BaTe s OTTOBOP HA
muenaoma n (%)

no 30 (19,7) 17 (11,1) 9 (5,8)
4o 90 (59,2) 99 (64,7) 75 (48,7)
CrabwmmHo 3aboisBane (C3) 24 (15,8) 31(20,3) 63 (40,9)
OtroBopsT He Moxke n1a Obe orieHeH (NE) 8(5,3) 4(2,6) 7 (4,5)

IIpoab/KUTEHOCT HA 0TTOBOPA HA
MHeJIOMa, OIleHeHA OT H3CcJIed0BaTeIs
(ITO+4Y0) (mecenu)

Menauana® (95% JAN)

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

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

12,0 (9,4; 14,5)

[ = nosepurenen untepnai; [10 = nenen orroop; KP = Koedumuent Ha pucka; M = mendanan; NE = He moxe 1a 6pae
oueHeHo; OIl = o0ma npexussieMocT; p = mianedo; P = npenHuson;
13 = mporpecupamo 3abonsBane; YO = yactuuer otroBop; R = nenammuomun; C3 = crabmrHo 3abomsBane; M/ITHO = mMHOTO

J00Bp YacTHYEH OTTOBOP.

# Menuanata ce 6a3upa BbpXy m3uuciennero no Kaplan-Meier
“TIBI12 (excmopaTropHa KpaifHa Touka) e nedunupana 3a Bcnuky nanuenty (ITT) karo Bpemero oT panxoMusanusra 10
HAyaJIOTO Ha 3-Ta JIUHUA aHTUMHesoMHA Tepanust (AMT) unu cMBPT 32 BCHYKH paHIOMHU3HPAHU HALUEHTH
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Tlookpensawu npoyusanus Ha HOBOOUASHOCMUYUPAH MYJAMUNIIEH MUETIOM

Enno oTkpuTO, paHIOMHU3UPAHO, MHOTOIICHTPOBO, (a3a 3 npoyurane (ECOG E4A03) e nposeneHo
npu 445 nauueHTy ¢ HOBOJUATHOCTULIMPAH MYJTHUIUICH MUETIOM; 222 MallueHTU ca PaHIOMU3UPaHU B
paMoTO Ha JICHATUIOMHUI/HUCKA 1032 JeKCaMeTa30H, a 223 ca paHAOMU3HUPAaHHU B PaMOTO Ha
JICHAJTMAOMHUI/CTaHAapTHA 1034 JIcKcaMeTa30H. [lanueHTure, paHIOMU3HPaHH Ha
JICHAJTMAOMUI/CTaHAapTHA 1032 IeKCaMeTa30H, IoIyJyaBar JeHaauaoMua 25 mg/nex Ha 1-8u 10 21-Bu
JIeH Ha Bceku 28 nHU 1umoc Aekcamera3oH 40 mg/nen 1-su 1o 4-t, 9-t11 1o 12-t11 1 17-1t11 10 20-TH
JIeH Ha BCEKH 28 THU 3a IBPBUTE YETUPH UKBJIA. [larueHTuTe, paHIoMH3UPaHA B paMOTO Ha
JICHAJTMIOMUJI/HUCKA /103 JIEKCaMeTa30H, MoTy4aBaT JIeHa oMU 25 mg/nen Ha 1-Bu 1o 21-BU JeH
Ha BCEKHU 28 JIHU TUTIOC HUCKA J103a iekcameTa3oH — 40 mg/neH Ha 1-Bu, 8-mu, 15-Ti u 22-u feH Ha
Bceku 28 auu. B rpymnara Ha JeHanmumaoMuI/HucKka 1o03a aekcamerason 20 manuenta (9,1%)
MPETHPISABAT ITOHE €IHO IPEKBhCBAHE HA J103aTa B cpaBHEeHUE ¢ 65 manmentu (29,3%) B paMoTO Ha
JeHATUAOMUJI/CTaHAAPTHA 71032 IEKCAMETa30H.

B enun post-hoc ananus ce HaOI0AaBa MO-HUCKA CMBPTHOCT MPH PaMOTO Ha JICHAIMIOMHUI/HUCKA
J103a excaMmeTa3oH ot 6,8% (15/220) B cpaBHEHHE C paMOTO Ha JICHAIHIOMMI/CTaHIaPTHA 1032
nexcameTa3oH ot 19,3% (43/223) cpen rpynaTa nanueHTy ¢ HOBOAUATHOCTHIIMPAH MYJITUIUICH
MHEJIOM C MeHaHa Ha MPOCJIECISIBAHETO 0 MAKCUMYM 72,3 CeIMMUIIN.

HpI/I IO-ABJITO NPOCICAABAHE obaue pasjivkaTra B O6H.IaTa MMPEKUBACMOCT B I10J13a Ha J'IeHaJ'II/I,Z[OMI/I,Z[/
HHCKa 103a J€KCAMCTAa30H MMa TCHACHINA KbM ITIOHM>KCHUC.

Mynmunnen muenom ¢ none eOna npedxodxcoauia mepanis

Eduxacnoctra n 6e30nacHOCTTa Ha JICHATHOMHUJL Ca OLIGHEHH B IB€ MHOTOLICHTPOBH,
PaHIOMU3UPAHH, ABOHHO-CJIEIIH, [11a11e00-KOHTPOIMPAHU U ¢ KOHTPOJI Ha IIapaJleIHUTE IPYIU
npoyuBanus ot paza 3 (MM-009 1 MM-010) Ha nedenne ¢ JICHATUAOMHUT IUTFOC IEKCAMETa30H CPETIy
JeKCaMeTa30H, MpUjlaral caMOCTOSITENTHO, IPH NalUEHTH C MYJITHILICH MUEJIOM C IPEAXO0THO
nedenue. Ot 353 nanuentu B npoyusBanusta MM-009 1 MM-010, kouTo ca nomy4aBanu
JICHATMAOMU I/ IeKkcaMeTa3oH, 45,6 % ca Omin Ha 65 roAuiliHa Bb3pacT Wik nosede. OT U3ClIeqBaHUTE
704 naupentu B npoyuBanuara MM-009 1 MM-010 44,6 % ca 6unu Ha 65 TOIUIIHA BB3pacT U
MIOBEYE.

B nBete npoydBaHus NAIMEHTUTE OT IPyIaTa Ha JICHAIMIOMHMI/ICKCAaMETa30H (JICH/IeKc) ca
npueMaiy 25 mg JIeHaTuAOMU/ IEPOPAIHO BEAHBK JHEBHO B NHUTE | 10 21 ¥ chOTBETHA Kalicyna ¢
m1are60 BeIHBK THEBHO B JHHUTE 22 110 28 OT BCEKH 28-THEBEH ITUKGI. [laruenTure B rpymnara Ha
iane6o/nekcameTas3oH (mare0o/aekc) ca npuemanu o 1 karncyJa mianedo B gaure 1 10 28 ot
BcekH 28-1HeBeH UK. [lanrentuTe B [BeTe eueOHN rpynu ca mpueMann 40 mg nekcaMmeTra3oH
MEepPOPaIHO BeIHBXK NHEBHO B AHUTE 1 7104, 9 no 12 u 17 no 20 ot Bceku 28-1HEBEH LUKbBI OT
bpBUTE 4 1IUKBJIA Ha TepanusaTa. Jo3aTa gekcameTa3oH ¢ Ouina HamaiieHa 10 40 mg nepopaiHo
BEJIHBK THEBHO B JHUTE 1 10 4 OT BCceku 28-THEBEH LUKBJI Cle] IbpBUTE 4 IIUKBIA OT Tepanusara. 1
B JIBETE MTPOYYBaHUS JICUCHHETO € TIPOABIKABAJIO A0 porpecus Ha 3a0omnsiBaneTo. U B 1Bete
MPOyYBaHUS € OUITIO MTO3BOJICHO aallTHPaHe Ha J103aTa B 3aBUCUMOCT OT KIIMHUYHUTE U JTA00OpaTOpHU
pe3yJTaTu.

W B nBeTe mpoyuBaHUs MbPBUYHATA KPaiHA TOYKA 3a €PUKACHOCT € OMIa BPEeMETO JI0 IIPOrPECcHs
(BAIT). O6mro 353 manueHTy ca OuiM olicHeHU B npoy4BaneTo MM-009; 177 B rpynara Ha JieH/IeKC
u 176 B rpynara Ha mare6o/nekc u o6mo 351 narnuenTtu ca 6mim oneHeHH B mpoydBaneTo MM-010;
176 B rpynara Ha nen/aexc u 175 B rpymnara Ha mamne0o/ Iexc.

B aBete npoy4uBaHUs U3XOAHUTE NeMOTPadCKH U CBBP3aHUTE ChC 3a00NIIBAHETO XaPAKTEPUCTUKH ca
OmIIM CpaBHUMU MEXIy TPYIIUTE Ha JIeH/IeKC U Ha Tuianedo/nexc. Meananara Ha B3pacTTa u 3a
ABCTC NOITyJIallU1 NMAllUCHTU € 6I/IJ'Ia 63 TOAVHU IIPpHU CPaBHUMO CHOTHOIICHHE HAa MBIKE U KCHU.
CratycwsT o ECOG (Eastern Cooperative Oncology Group performance status), KakTo ¥ OposT u
BUJIBT HA TIPEJABAPUTEITHUTE TEPAIMU ca OWITM CPABHUMH MEXKY JIBETE IPYIIH.

[IpenBapuTenHo MIaHUPaHUTE MEKAUMHHHN aHAIM3W U HAa JBETE MPOYYBaHUS Ca MOKA3alH, ye
JIEYEHUETO C JIEH/IEKC € CTATUCTHIECKH 3HaYNMO T0-100po (p < 0,00001) ot ToBa camo ¢
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JIeKcaMeTa30H 110 OTHOIIICHHE Ha ITbPBUYHATA KpaitHa Touka 3a epukacHoct B/II1 (Mmennana Ha
MIPOIBLIDKUTETHOCT Ha TIeproa Ha npociieasasane 98,0 cenmunn). JlenrpT Ha ClIydanuTe C TbJICH
OTTOBOP ¥ OOII OTTOBOP B rpymaTa Ha JICUCHHE C JICH/JEKC ChIIO € OWJI 3HAYUTEITHO M0-BUCOK B
CpaBHEHHE C rpymnaTa Ha Iianebo/aeKc u mpu ABETe MpoydYBaHus. BriociencTeue pe3ynraTure Ot Te3u
aHAJIM3H| ca JIOBENH J0 IpeKpaTsBaHe Ha JBOWHO-CIIENHS MPOTOKOI U 3a ABETE MPOyYBaHUs, 3a J1a
MOXKe MAIFeHTHTE OT rpyIaTa Ha Iiane0o/aeKce aa moxyyart JiedeHHe ¢ KOMOMHAIIHUATA JICH/ IEKC.

W3BbpIeH e aHanu3 Ha e(pUKACHOCTTA B PA3IIMPEH NEPHO]l Ha IPOCIeIIBaHe ¢ MEANaHa Ha IIepHoia
Ha nipociiensBane 130,7 cenqmuny. Tabnuna 11 0600maBa pe3ynraTire OT aHAIN3UTE Ha
e(uKacHOCTTa B NIepuoa Ha MpocieasBane — coopuu npoyusanust MM-009 u MM-010.

B To31 cOopeH aHanM3 Ha pa3mUpeHus eproJ] Ha IpociesaBane Menuanata Ha BJII1 e 6una

60,1 cenqmunu (95 % [AU: 44,3; 73,1) npu nanueHTH, JieKyBaHu ¢ JeH/nekc (n = 353), cpemry

20,1 ceqmumm (95 %, AW: 17,7; 20,3) npu namueHTw, iekKyBaHu ¢ miamnedo/nexc (n = 351).
Meauanara Ha MpeKUBIeMOCT 0e3 mporpecus ¢ Omna 48,1 ceamunu (95 %, [AU: 36, 4; 62,1) npu
MAIMEeHTH, JIEKYBaHH ¢ JieH/nekc, cperry 20,0 cexmuru (95 %, JAU: 16,1; 20,1) npu namueHTH,
JIEKyBaHH ¢ Tutane6o/nexc. MeanaHaTa Ha IPOABIDKATEIIHOCTTA Ha JieueHueTo € Omna 44,0 ceaqmunu
(mun. 0,1, makc. 254,9) 3a nen/nexc u 23,1 ceqmunum (muH. 0,3, Mmake. 238,1) 3a rutane6o/aexc.
JsanoBete Ha narieHTy ¢ mbiieH otroBop (I10), yactuuen orropop (HO), KakTO U HA TE3U C 001
otrosop (I1I0+YO) B rpymara Ha JIeH/JeKC OCTaBaT 3HAYUMO TO-TOJIEMH B CPABHEHHUE C TE€3H B TpyIarTa
Ha Tiane6o/aeKc U mpu ABeTe MpoyuBaHus. Meuanara Ha o0maTa MmpeKuBIEMOCT B aHAITN3a Ha
pasuIMpeHus Iepuo] Ha MPOCIeIsiBaHe pu cOOpHUTE poyuBanus ¢ 164,3 ceamunu (95 % [U:

145,1; 192,6) npu naruienTy, TeKyBaHH C JIeH/IeKc, cpemty 136,4 cemmurtu (95 % JAW: 113,1; 161,7)
TIPH MAI[UEeHTH, JISKYBaHU c Tutanebo/nexc. Benpekn ¢akra, e 170 ot 351 manuedTn, paHAOMUZHPaHH
3a JICUEHHE ¢ TUIae00/IeKC, ca MoJyYaBallv JICHAIMIOMH/] CJIC] POrPecusaTa Ha 3a00JIIBAHETO UIIH
clien IpeKpaTsIBaHe Ha JBOHHO-CIICIUS POTOKOJ, COOPHHUAT aHAJIU3 Ha 00IaTa MPEKUBIEMOCT €
MOKa3aJ CTATUCTUYECKH 3HAYUMO TIPETUMCTBO MIPH MIPEKUBAEMOCTTA TP TPyIaTa Ha JICH/IEKC B
cpaBHeHHne ¢ Ta3u Ha manebo/aexc (KP = 0,833, 95 % M =[0,687; 1,009], p = 0,045).

Tadoauua 11. O6o01meHue Ha pe3yJITATUTE OT AHAJU3UTE HA e(PMKACHOCTTA KbM KPAlHUS CPOK
Ha pa3slIMpeHusi NepHo] Ha npocjeasasBaHe — cOopHu npoyusanuss MM-009 u MM-010 (xpaen
CPOK cbOTBETHO 23 10711, 2008 r. u 2 mapr, 2008 r.)

Kpaiina Touka JIeH/neKc miamnedo/nexc
(n=353) (n=351)
Bpeme 10 chOuTHETO KP [95 % JAU], p-cToiinocT?
Bpewme no nporpecus 60,1 [44,3; 20,1 [17,7;20,3] | 0,350 [0,28; 0,426], p < 0,001
Menuana [95 % U], 73,1]
CEIIMUITH
[IpexuBsemoct 6e3 48,1 20,0 [16,1; 20,1] 0,393 [0,326; 0,473]
nporpecust p < 0,001
Menuana [95 % JAU],
CEeIMUILII [36,4; 62,1]
OO011a MpeXUBIEMOCT 164,3 [145,1; 136,4 [113,1; 0,833 [0,687; 1,009]
Menuana [95 % U], 192,6] 161,7] p = 0,045
CEIMUITH
Ennoroawmraa obia 82 % 75 %
MIPEKUBIEMOCT
Js1;1 Ha oTrOBOpHUTE HA ChoTHOLIEHNE HA
JIeYEHHETO mancosete [95 % /U], p-
croiinoct®
0611 oTroBop [n, %] 212 (60,1) 75 (21,4) 5,53[3,97; 7,71], p < 0,001
[Teen otroBop [n, %] 58 (16,4) 11 (3,1) 6,08 [3,13; 11,80], p < 0,001

a J/IBycTpaHeH JorapuTMHYHO MpeoOpa3zyBaH PEHKOB TECT, CPABHABALL KPUBUTE Ha MPEKUBIEMOCT MEX Iy IPyNUTEe Ha
JIeYeHHE.
6 JIBycTpaHeH KOPUTHpPaH 3a MPOJBIKUTETHOCT XM KBapaT TeCT

Muenooucniacmuuny cunopoMu
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EdukacHoctTa 1 6€30n1acHOCTTa Ha JICHAJIUIOMUJI Ca OIICHEHH TIPH TTAIUEHTH C
TpaHC(PY3HOHHO-3aBUCUMA aHEMHUSI, IBJDKAIIA CE HA MUEIIOIUCTUIACTUYHU CUHAPOMH C MalIbK HITH
cpeneH (HUBO 1) pUCK, CBBP3aHH C IUTOTCHETUYHATA aHOMANHS JSNIEIUs 5, ChC WK 0e3 Ipyru
[IUTOTCHETUYHH aHOMAJINH, B JIB€ OCHOBHHU IPOYYBaHUsI: MHOTOIICHTPOBO, PaHJIOMHU3UPAHO,
JIBOWHOCIIATO, TUIANe00-KOHTPOJIMPaHo MpoyuBaHe gasa 3 ¢ 3 paMeHa Ha JBe J03H1 IepopajicH
neHanugaomua (10 mg u 5 mg) cupsamo miarne6o (MDS-004) 1 MHOTOLIEHTPOBO, OTKPUTO IIPOYUYBaHE
(haza 2 na nenanumomun (10 mg) ¢ eqno pamo (MDS-003).

[IpencraBenuTe MO-10Jy Pe3yNITaTy Ce OTHACAT A0 intent-to-treat momynanusTa, npoydena B MDS-003
u MDS-004; oTnenHo ca mokasaHy U pe3yJITaTHTE 3a cyOnomynanusaTa ¢ H30JIupana aAeienus 5q.

B npoyuBanero MDS-004, B koeto 205 manmueHTH ca TOPABHO PAHIOMHU3HPAHH JIa ITOTydaBaT
nenamugoMun 10 mg, 5 mg win mnane6o, OCHOBHUST aHaJIU3 Ha e(PUKacCHOCTTa Ce ChbCTOU B
CpaBHEHHE Ha YeCTOTaTa Ha OTTOBOP NPH HE3aBUCUMOCT OT TpaHc(dy3us B pameHara Ha 10 mg u 5 mg
JICHAJTMAOMUJI CITPSIMO PaMOTO Ha Iuianedo (aBoiiHo3acienena (haza ot 16 10 52 ceaMuIy U OTKpUTa
¢aza 1o obmo 156 ceamuim). JleueHnero Ha MaMEHTHTE, IPU KOUTO HAMA JJOKA3aTEJICTBO 3a MIOHE
MaJIbK €pUTPOUICH OTroBOp ciiex 16 cenqmuiy, e npekpateHo. [lanuenTure, npu KOUTO UMa
JIOKA3aTeJICTBO 32 TIOHE MAIIbK EPUTPOUJICH OTTOBOP, Ca MOTIIH J]a IPOABIDKAT TEPAIUsITa JI0
EpUTPOHICH peJarc, Mporpecus Ha 3a00IIBaHETO WM HEPUEMIIBa TOKCHYHOCT. Ha manumenture,
KOHMTO IIbPBOHAYATIHO ca MOIyYaBaId IJ1ane0o Wik 5 mg JeHaIMAOMH U HE ca MMOCTUTHANN TIOHE
MaJTbK €pUTPOUJEH OTTOBOp ciies 16 ceaMuI JiedeHne, e Mo3BOJIEHO J1a MPEMHUHAT OT Iuianebo Ha 5
mg JeHATUAOMHUI WK Ja MPOABIDKAT JIEYSHHETO C JICHAIUIOMHU/I C TT0-BHCOKa 1032 (0T 5 mg Ha 10

mg).

IIpu npoyusane MDS-003, npu koeto 148 manmeHTH mosyyasart JieHanuaoMu B 1o3a 10 mg,
OCHOBHUST aHAJIN3 Ha €()UKACHOCTTA CE€ ChbCTOM OT OLIEHKA Ha e(pUKACHOCTTA Ha JICUCHHATA C
JICHAJIMJOMHU/L 32 TIOCTUI'aHE Ha XEMaTOIOETUYHO NMOI00PEHHUE MPY HALUEHTH C MUEJIOJUCIIIACTHYHH
CUH/IPOMH C MaJIbK MK cpefieH (HUBO 1) puck.

Tabéanna 12. O600menne Ha pe3yJTaTuTe 32 epUKACHOCT — npoy4uBanust MDS-004
(nBoiiHo3acjienena ¢ga3za) u MDS-003, nomyaanus intent-to-treat

Kpaiina Touka MDS-004 MDS-003
N =205 N =148

10 mg’ 5 mg't Maane6o* 10 mg
N=69 N=69 N =67 N =148

HeszaBucumoct ot Tpanchy3us 38 (55,1 %) | 24 (34,8 %) | 4 (6,0 %) 86 (58,1 %)

(> 182 nun)*

He3zaBucumoct ot Tpanchysus 42 (60,9 %) | 33 (47,8 %) | 5(7,5%) 97 (65,5 %)

(> 56 nun)*

Menuana Ha BpEMETO 10 4.6 4,1 0,3 4,1

HE3aBHCHUMOCT OT TpaHC(y3us

(cemmurn)

Menuana Ha HJ1” H/I HJI 114,4

MPOJBIDKUTEITHOCTTA HA

HE3aBHCHUMOCT OT TpaHC(y3Us

(cemmunn)

Mennana Ha YBETHICHUETO Ha 6,4 5,3 2,6 5,6

Hgb, g/dl

T [anmentu, nexyBanu ¢ neHanuaomMun 10 mg B 21 guu ot 28-1HEBHUTE LUKIIH

771 IlamuenTH, 1eKyBaH! ¢ JIEHATHAOMUA 5 mg B 28 1HU OT 28-THEBHUTE IUKIIH

* MHO3HMHCTBOTO OT NMAlMEHTHUTE Ha Iu1ane0o MpeKpaTsBaT ABOIHO3aCIENICHOTO JISYEHUE TIOPAH JINIICa Ha e()UKACHOCT Clie]
16 cexmuIy JTeUeHne IPEIH a HaBIsI3aT B OTKpHUTaTa (asa

#Cebp3ano ¢ ysennuenue Ha Hgb > 1 g/dl

oo Hemocturaara (T.e. MejuaHaTa He € JOCTHTHATA)

B MDS-004 352a4MMO TT0-TOJISIMA YacT OT MAIUEHTUTE ¢ MUEIIOANCIUIACTUIHN CHHIPOMH JTOCTHTAT
IbPBUYHATA KpaliHa TOYKA Ha HE3aBUCUMOCT OT TpaHcdysus (>182 num) npu nenanuaomun 10 mg B
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cpaBHeHue ¢ mianedo (55,1 % copsamo 6,0 %). Cpex 47-Te manMeHTH ¢ IIUTOT€HETHYHATA aHOMAITHS
W30JIMpaHa Jenenus 5q, 1eKkyBanu ¢ seHanuaomuna 10 mg, 27 manuentu (57,4 %) mocturat
HE3aBUCUMOCT OT TpaHC(y3Us Ha YCPBEHU KPHBHU KIICTKHU.

MenuanaTta Ha BpEMETO J0 HE3aBHCUMOCT OT TpaHC(y3us MpH paMoTo Ha JeHamaomua 10 mg e 4,6
ceaMuny. MenuaHata Ha MPOIBIDKUTETHOCTTa HA HE3aBUCHUMOCT OT TpaHC(Y3HsI HE € TOCTUTHATA TIPU
HHUKOE OT paMeHaTa 3a JIedeHHe, HO TpsOBa Ja Ha/lBUIIABA 2 TOIMHHM 3a allUCHTUTE, JIEKYBaHU C
JeHaTHIOMUI. Menanara Ha yBeandeHneTo Ha xemorsiobuna (Hgb) oT u3xo1HoO HUBO NpU pamMoOTO
Ha 10 mg e 6,4 g/dl.

JlObTHUTETHUTE KPaiHN TOYKH HA TTPOYYBAHETO BKITIOYBAT IMTOTEHETHYEH OTTOBOP (B PAMOTO

Hal() mg roseMu 1 MajKu OTrOBOpH ce HabmogaBat croTBeTHO TipH 30,0 % u 24,0 % oT marueHTuTe),
OIIEHKa Ha CBBhP3aHOTO ChC 37[paBeTo KauecTBO Ha kuBOT (Health Related Quality of Life, HRQoL) u
MIPOTPECHs 10 OCTpa MHUEJIOUIHA JIeBKeMUsl. Pe3ynrtature oT uroreHeTn4Hus otroBop 1 oT HRQoL
ca CbBMECTUMH C JaHHHUTE OT IIbPBUYHATA KPaiHa TOYKA U B [10JI3a Ha JICYCHUETO C JICHATIHIOMHU/] B
CpaBHEHUE C IIaneoo.

B MDS-003 ronsima 9acT OT TAIUEHTUTE ¢ MUEIIOAUCILIACTUYHHA CUHIPOMH MTOCTUTAT HE3aBUCUMOCT
ot Tpancdy3us (>182 aum) npu nenamugomun 10 mg (58,1 %). MenuanaTa Ha BpeMETO 10
HE3aBUCUMOCT OT TpaHchy3us e 4,1 cemmuin. MennaHaTa Ha IPOABIDKATEIIHOCTTA HA HE3aBHCUMOCT
ot Tpancysus e 114,4 cenmuiin. Menuanara Ha yBenndeHnero Ha xemornoouna (Hgb) e 5,6 g/dl.
I'oneMu 1 MaJIKy ITUTOTCHETUYHU OTIOBOPHU ce HaOmonaBat choTBeTHO 1pu 40,9 % u 30,7 % ot
TIAI[IEHTHUTE.

INonsima wact oT manmenture, BkitodeHu B MDS-003 (72,9 %) u MDS-004 (52,7 %), ca nmonxy4aBaiu
Ipey TOBa CTUMYJIMPAIIY EPUTPOIIOE3aTa CPEACTBA.

Manmennoxnemvuen numghom

EdukacHocTTa 1 6e30macHOCTTa Ha JICHAIUIOMH] Ca OLICHEHH NPH MALMEHTH C MAHTETHOKIEThYEH
nuM(oM B MHOTOLICHTPOBO, PaHIOMU3HUPAHO, OTKPUTO MpOYyUBaHe ¢asza 2, CIpsSMO eIUHCTBEHO
CPEACTBO M0 N300p Ha U3CIIEA0BATENS TP MALIMEHTH, KOUTO ca pedpakTepHH Ha CBOSITA TIOCIICAHA
cXeMa WIH ca UM PEIUINB €ANH 10 Tpu IbTH (mpoyuBane MCL-002).

BkiroueHu ca manueHTH, KOUTO ca Ha Hali-Masko 18 roamiiHa Bb3pacT ¢ XUCTOJIOTHYHO JJOKa3aH
MaHTEeTHOKIIeThYeH TuMpoM u CT-u3mepumo 3adoisiBane. OT MaMEHTUTE Ce U3UCKBA Ja ca
TIOJTY9YaBaJIH MOIXOISIIIO MPEHIITHO JIeYeHHE ¢ Hal-MaJKo eJlHa MPe/IUITHA CXeMa Ha KOMOMHUpaHa
xumuoreparnusi. OCBeH TOBa, MAIEHTUTE TPSOBA J1a ca OMITM HETIOAX OIS 32 MHTEH3WBHA
XUMUOTEPAITUS W/WIK TPaHCIUIaHTaLKsl B MOMEHTA Ha BKJIIOYBaHE B poyuBaHeTo. [lanuenture ca
panzoMu3upanu 2:1 Ha JCHANUAOMU/ WM B KOHTPOIHOTO pamo. M30paHOTO OT U3CIeA0BaTENs
JICUCHHE € OTIPEJICIICHO NPE/IN PaHJIOMH3AIIUATA U C€ ChCTOU OT MOHOTEPAIIUS HITH € XJIOPaMOYIIHII,
nuTapaduH, puTykcumad, GayaapaOuH nin reMauTabuH.

JlenanumomMuy € mpuiarad mepopaHo 25 mg BeIHBX MHEeBHO 3a mepBuTe 21 mam (1 1o [21) ot
TIOBTAPSIIN ce 28-THEBHH LIUKIIHU 10 POTPeCcHs WK HelpuemMiinBa TokcuyHocT. [lanmenTure ¢
yMepeHa cTereH Ha ObOpeuHa HeJOCTaThYHOCT € TPSOBAJIO J]a MOIyYaT MO-HIUCKa HavyallHa /1032
nenanuaoMun 10 mg AHEBHO 1O ChINUS rpaduK.

Hsxonuute nemMorpad)cku XapakTepUCTHKH ca OMITH CPABHUMH MEXY PAMOTO Ha JICHATHIOMUJT U
KOHTPOJIHOTO pamo. MeanaHaTa Ha Bb3pacTTa U 3a JBeTe MOMyJIaluy NaieHTy e 68,5 roquHu npu
CPaBHHMO CHOTHOIIICHHE Ha MBke U skeHu. CtarychT mo ECOG (Eastern Cooperative Oncology
Group performance status), KakTo 1 OpOSIT Ha TIPSABAPUTEITHUTE TEPAITUU Ca CPABHUMH MEXTY JIBETE
TpyIH.

[IppBruHaTa TouKa 3a epukacHoct B npoyuBaHe MCL-002 e npexussiemoct 6e3 nporpecus (I1BI1).
Pesynrarute 3a eukacHocT 3a nmomnynanusra Intent-to-Treat (ITT) ca ouenenu ot He3aBucuma

komucus 3a oreHka (Independent Review Committee, IRC) u ca npencrasenu B Tabnumna 13 mo-moiy.
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Tadoauua 13. O6001meHue Ha pe3yaTaTuTe 3a epuracHoct — npoyusane MCL-002, nonyaanus
intent-to-treat

Pamo Ha neHanupoMus KonTposno pamo
N=170 N=284

nbI
IBIL, meauana® [95 % JU]° (cenqmuim) 37,6 [24,0; 52,6] 22,7115,9; 30,1]
Cexsenten KP [95 % JIU]" 0,61 [0,44; 0,84]
CekBenren log-rank Tect, p-cToiHOCT 0,004
Otrosop?, n (%)
[Tsnen 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)
[Iporpecupao 3a6omnssane (113) 34 (20,0) 26 (31,0)
Hewuspwpiieno/JIuncrario 18 (10,6) 5(6,0)
ORR (I1O, TOn, Y0), n (%) [95 % AU]® 68 (40,0) [32,58;47,78] | 9 ( 10,7)7[5,02; 19,37]

p-cToifHOCT” < 0,001
CRR (1O, IIOHn), n (%) [95 % AU]° 8 (4,7)[2,05;9,06] | 0(0,0)[95,70; 100,00]

p-cToitHOCT! 0,043
I[Mpoab/KNTETHOCT HA 0TTOBOPA, MeIMAaHA" 69,6 [41,1; 86,7] 45,1 [36,3; 80,9]
[95 % JAUN] (ceamumm)
O01a npexXuBsIEMOCT
KP [95 % AN]* 0,89 [0,62; 1,28]
Log-rank Tecr, p- cToifHOCT 0,520

U = nosepurenen untepsai; CRR = nponenT Ha nmbieH otroBop; [10= meneH otrosop; IIOH = nbiieH oTroBOp
HenotBbpaeH; DMC =Kowmurer 3a Habmonenue Ha nannure; [TT = intent-to-treat; KP = koeduipeHT Ha pucka;

KM = Kaplan-Meier; MIPI = MexayHapoeH MPOrHOCTHYCH HH/IEKC 32 MAHTEIHOKICThYeH JTUM(poM; NA = HeNpHII0KIMO;
ORR = crenen Ha 0611 oTroBop; I13= nporpecuparo 3abomsBane; [1BI1 = npexussiemoct 6e3 mporpecus ; YO = yactuueH
otrosop; SCT = TpanciutanTanus Ha CTBoJIOBH KiteTky; C3 = crabmiHo 3abomnsBane; SE = cranmapTHa rpemka.

2 Menunanata ¢ Ha 6a3a onpexeisine mo Kaplan-Meier.

6 [TuanasoHbT € u3uncieH kato 95 % JIM 0KoJI0 MeUaHaTa Ha BPEMETO HA MPEKUBIEMOCT.

® CpeaHaTa CTOMHOCT M MEAMaHaTa ca yHUBAPUATHHUTE CTATHCTHKU O3 KOPEKIUH 32 OTCTPAHsIBAHE.

" CtparudvKailMOHHUTE IPOMEHITHBY BKIIIOYBAT BPEMe OT AMACHOCTHILIMPAHETO 10 MbpBaTa A03a (< 3 ToguHu U > 3 roAnHN),
BpeMe OT MocjeHaTa CUCTEMHa aHTIIMM(pOMHA Tepanus 10 IbpBara j1o03a (< 6 Mecena u > 6 mecena), npeamecrsama SCT
(na nmm He) 1 MIPI Ha H3X0IHOTO HUBO (HHCHK, CPEIEH M BUCOK PHUCK).

A CeKBEHTHHUAT aHaIU3 € Oa3upaH BbPXY CTATHCTUYECKATA CPEAHO MpeTeriieHa cToiHOCT Ha log-rank TecT ¢ U3M0I3BaHe Ha
HecTpatnduupanus log-rank TecT 3a yBean4aBaHe Ha pa3Mepa Ha U3BajKara U HectpaTuunupanus log-rank tect ot
mepBUYHUS aHanu3. [IpereriennTe crofHOCTH ce 6a3upaT BbpXY HAOMIOAaBaHUTE CHOUTHS IO BPEMETO Ha TPeTaTa Cpella Ha
DMC u BbpXy pa3nukara Mex Iy HaOII0JaBaHUTE U OYaKBaHUTE CHOUTHS 110 BPEMETO Ha IIbpBUYHUS aHanu3. [IpencraBenn
ca aconuupanus ceksenreH KP u cvorBernus 95 % J1U.

B npoyusane MCL-002 B ITT nonynamusara uMa KaTo I5UI0 SIBHO YBEJIMYEHUE Ha CIy4auTe Ha CMBPT
B pamkuTe Ha 20 cenqmuny B pamoTo Ha sieHanmuaomun 22/170 (13 %) cripsamo 6/84 (7 %) B
KOHTPOJHOTO pamo. [Ipu manueHTuTe ¢ BUCOK TYMOPEH ToBap choTBeTHHTE mupu ca 16/81 (20 %) u
2/28 (7 %) (Bxk. Touka 4.4).

Donuxyrapen awmpom

AUGMENT - CC-5013-NHL-007

EdwukacHoctTa 1 6€30MacHOCTTA Ha JICHATUAOMU B KOMOMHAIIMS C PUTYKCHMA0 CIIPAMO PHTyKCUMAa0
ILUTIOC T11a1e00 ca OLIEHEHH MPH MallMeHTH ¢ peuuauupan/pedpaxkreped nHXJI, Bkmtousarn OJI, B
MHOTOIICHTPOBO, PAHIOMHU3HUPAHO, IBOMHOCIIATIO, KOHTpoJupaHo mpoyuBaHe ¢daza 3 (CC-5013-NHL-
007 [AUGMENT])).

O6mmo 358 marueHTH Ha Bb3pacT Hali-Manko 18 roauHu ¢ XUCTOIOTHIHO MOTBBPpaAcH M3JI mm OJI
creneH 1, 2 wim 3a (CD20+ upe3 GproyquToMeTpus UM XUCTOXUMHUS ), OLIEHEHU OT U3CIIe10BaTEIs
WIIN JIOKaJIEH MaTOoJIOT, ca paHIOMU3HUPaHu B choTHomIeHue 1:1. [lanuenTture ca nekyBaHH Ipean TOBa
C Haif-MaJKo eJHa MPeIUIIHA CHCTEMHA XUMHOTEPAIHs, IMYHOTEpAIHs WIH XUMHONMYHOTEPAIIHSL.
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Jlenamumomuy 20 mg € mpuiiara MepoparHo BeIHBXK THEBHO IIPe3 IbpBHUTE 21 THU OT IOBTAPSIIU Ce
28-MTHEBHU LMKIIY B MPOIBKEHNUE HA 12 MUKBIA WK A0 HEMIPUEMIIMBA TOKCUUHOCT. [{o3aTa
purykcumab e 375 mg/m2 Besika ceqmuua B uukba 1 (nau 1, 8, 15 1 22) u B aen 1 ot Bceku 28-
JTHEBEH IUKBJ OT IUKBI 2 10 5. BCuuky n3uncienns Ha qo3ara purykcumad ca Ha 6a3aTa Ha
tenecHara moBspxHOCT (TII) Ha marenTa, KaTo € U3MONI3BaHO ACMCTBUTEITHOTO TETJIO Ha MAI[UEeHTA.

Jdemorpadckure v CBbp3aHUTE CHC 3a00JSIBAHETO XaPAKTEPUCTHKH HA H3XOJHOTO HUBO Ca TTOI00HU
IIpH IBETE IPYIIN 3a JIEUYECHHE.

[IppBHYHATA LIE) HA TPOYYBAHETO € J]a C€ CPaBHU e(PUKACHOCTTA Ha JEHAIUIOMH B KOMOMHAIIMSA C
PUTYKCHMA0 CIIPSIMO PUTYKCHMMAO IUTIOC TTane0o Npy HalMeHTH ¢ peruauBupai/pedpakrepen dJI
crerneH 1, 2 wim 3a unu M3J1. Onpeaensinero Ha epukacHocTTa ce ocHoBaBa Ha [IBII kaTo mepBUYHA
KpaifHa Touka, oreneHa ot IRC cnopen kpurepunte Ha MexxayHaponHara paboTHa rpyna
(International Working Group, IWG) 2007, Ho 6e3 no3urpoHHo-emucronHa Tomorpadus (PET).

BropudHuTe 11e711 Ha POYYBAHETO Ca JIa e CPaBHY 0E30MACHOCTTA HA JICHATMIOMHU/I B KOMOUHAITUS C
PUTYKCUMA0 CIIPSIMO PUTYKCHMAO TUTIOC T1ane0o. JJombIHUTEeTHUTE BTOPUYHH 1IEJIU Cca Ja Ce CPABHU
e(pUKaCHOCTTa Ha PUTYKCUMAO TITIOC JICHATUAOMHUJI CIIPSIMO PUTYKCUMA0 ILTIOC Tuianebo, KaTo ce
W3M0JI3BAT CIICTHUTE IPYTHU MapaMeTpH 3a e(UKACHOCT: CTeneH Ha ooy otroBop (overall response
rate, ORR), mesien otrosop (I10) u mponbmxuTenHocT Ha oTroBopa (duration of response, DoR) ot
IWG 2007 6e3 PET u OI.

Pesynrarute ot obmara monynamnwus, BkiatountenHo OJI u M3JI, mokassar, 4e mpu MeAnaHa Ha
npocnensBane 28,3 mecela mppBUYHaTa kpaiiHa Touka [IBII B mpoyuBaneTo ce noctura ¢
koeduuuent Ha puck (HR) (95% noseputenen unrepsain [CI]) 0,45 (0,33;0,61) p-croitroct < 0,0001.
Pesynrarute 3a eukacHOCT OT momyJamnusaTa ¢ GoiaukyaapeH tuMbom ca ganeHu B Tadmuma 14.

Tabauua 14: Pe3iome Ha 1aHHUTE 32 epUKACHOCT 32 (posnkyaapen sumdpom— [IpoyuBane CC-
5013-NHL-007

@DJI (N =295)
JlenanumomMu U pUTyKCUMa0 [Tnare60 u purykcumad

(N =147) (N =148)
HpesxuBsaemoct 6e3 nporpecus (IIBII) (IlpaBuna 3a nensopupane na EMA)
Mennana Ha IIBIT? (95% J11) 39,4 13,8
(mecern) (25,1;NE) (11,2;16,0)
HR [95% 1] 0,40 (0,29;0,55)°
p-CTOHHOCT <0,0001°
O6exTuBen orrosop’ (IO 118 (80,3) 82 (55,4)
+40). n (%) (IRC, 2007 (72,9; 86,4) (47,0; 63,6)
IWGRC)
95 % JAU°
IIsaen orrosop’, n (%) (IRC, 51 (34,7) 29 (19,6)
2007 IWGRC) (27,0; 43,0) (13,5;26,9)
95 % JAU°
I[MpoabaKkNTETHOCT HA 36,6 15,5
oTropopa’ (MeamnaHa) (Mecemu) (24,9; NE) (11,2;25,0)
95% AN*
Oo6ma 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% ] 0,49 (0,28; 0,85)°
IIpocaensiBane
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MennaHa Ha

HPOIBIDKUTEIHOCTTA Ha
npocieAsBaHeTo (min, max)

(Mecern)

67,81

(0,5; 89,3)

65,72

(0,6;90,9)

*Menuana, u3uuciena ot aHanmus no Kaplan-Meier
® KoeuIueHThT Ha PHCKA M HETOBUST JOBEPUTEIICH HHTEPBAJ Ca H3UUCIICHHU 110 HecTpaTH(huIupanus Mozaen Ha Cox 3a IPOIOPIHOHATHUTE

PHUCKOBE.

* P-croitnoct ot log-rank tecta
" BTOpHYHATE U eKCIIOPATOPHUTE KPAiHU TOYKH HE Ca 0-KOHTPOJIMPAHH
A C MeauaHa Ha IpociesBane oT 66,14 mecena uma 19 cmbpThE citydas B R? pamMoTo 1 38 cMBbPTHU Ciydas B KOHTPOJHOTO PaMo.
¢ ToueH JoBepUTEIICH HHTEPBAJ 38 ONHOMHO pa3IpeselicHUE.

Donukynapen JluM(,bOM npu nayuernmu, ped)pakmepyu Ha DMMVKCMMCZ6

MAGNIFY - CC-5013-NHL-008

O06m10 232 manueHTy Ha Bb3pacT Hail-manko 18 roxuHu ¢ xucronornyHo notebpaeH PJI (crenen 1, 2,
3a wim M3JI), oileHeHU OT U3CIe0BATENs HITH JIOKAJIEH MaToJIOT, Ca BKIIOYEHH B TbPBOHAYATHHUS
HepUO/] Ha JieueHHue ¢ 12 muKbia JeHaIMJOMU IUTI0C pUTyKcuMad. [lanuenTure, KOUTO mocTurat
[TIO/T1I0H, YO unu C3 10 kpasi Ha eproia Ha MHAYKIIMOHHO JICUCHHE, Ca paHIOMH3UPaHH J1a Ce
BKJIIOYAT B IIEPHUOJA Ha MOATBPIKAIIO JieueHHe. BcHUKky BKIIIOYEHN MalMeHTH TpsiOBa mpeau ToBa 1a
ca OWIIK JIEKYBaHU C Hali-Mallko €JlHa CHCTEMHA aHTUIIMMQOMHA Tepanus. 3a pa3jinka OT IMPOyYBAHETO
NHL-007 npoyusanero NHL-008 BrirtouBa nmarueHTH, KOuTo ca pedpakrepru Ha purykcumab (0e3
OTrOBOP WJIM C PELUIUB B PAMKHTE Ha 6 Mecela cie]] JISUSHUETO C PUTYKCUMal MM KOUTO ca
pedpakTepHu 1 Ha puTyKcuMaOl, U Ha XUMUoTepanus). B neprona Ha MHIYKIMOHHOTO JIeYeHHE
nenamuaomus 20 mg e npunarad B gaute 1-21 ot moBTapsmm ce 28-THEBHU ITUKIN B TPOIBIIKECHUE
Ha 12 muKbIa 1O HEMPUEMIIMBA TOKCUYHOCT WJIH A0 OTTETJISIHE HA ChITIACHETO, WM IPOrpecus Ha
3abomsBaneTo. Jlo3ara putykcumab e 375 mg/m2 Besika ceamuua B LuKb 1 (nam 1, 8, 15 u22) u B
neH 1 Ha Bceku crenBan 28-mHeBeH MUK (kI 3, 5, 7, 9 u 11) mo 12 nuxsia tepanus. Bcuuku
W3YHCIICHUS Ha JI03aTa puTykcuMal ca Ha Oa3ara Ha TenecHarta nmoBbpxHOcT (TI) u nelicTBUTENHOTO
Terjo Ha nauueHTa. [IpencraBenure faHH ca Ha 6a3aTa HAa MEXIWHEH aHaIu3, (POKYCHUpPaH BBPXY
nepuojia Ha MHAYKIIMOHHO JieueHue ¢ eqHo pamo. EdukacHoctTa e onpenenena Ha 6azara Ha ORR
criope]] Hali-o0pHst OTTOBOP, KaTo 32 MbPBUYHA KpaiiHa TOYKA € M3M0JI3BaHa MOAU(DUKAIHS Ha
KpUTEPHUHUTE 3a OTTOBOp Ha MexnyHapoanata pabotHa rpyna (International Working Group Response
Criteria, IWGRC) 1999. BropuunaTta e € a ce OLUeHAT Apyry napaMeTrpu 3a eukacHocT kato DoR.

Tadauua 15: Pe3rome Ha o01uuTe JaHHM 32 e(PMKACHOCT (MepPHOJ HA MHAYKIMOHHO JeUeHue) —

IIpoyusane CC-5013-NHL-008

Bcenukn ManuCHTHU

ITamuenTu ¢ OJI

Pedpakrepun| Pedpakrepan Pe¢pakrepuu| Pedppaxkrepan
00610 Ha Ha Ha Ha
puTykcuMa0: | putykcuma0: | OO0 |pUTYKCHMAaO:| puTyKCHUMaO:
Ha He Ha He
N=187*? N=77 N=110 N=148 N=60 N=88
ORR, n (%)
(IO TIOH+YO) 127 (67,9) #45(58,4) 82 (75,2) 104 (70,3) 135 (58,3) 69 (79,3)
CRR, n (%)
(IIO+TION) 79 (42,2) 27 (35,1) 52 (47,7) 62 (41,9) 120 (33,3) 42 (48,3)
bpoit mocrurnam |,y N=45 N=82 N=104 N=35 N=69
0TI OBOp
% MANHEHTH ¢ 93,0 90,4 94,5 94,3 96,0 93,5
uO°
> 6 mecena (85,1, 96,8) | (73,0, 96,8) | (83,9, 98,2) |(85,5,97,9)| (74,8, 99.4) | (81,0,97,9)
95% aAn) ®
% MANUEHTH ¢ 79,1 73,3 82,4 79,5 73,9 81,7
uO°
> 12 mecena (674, 87,0) | (51,2, 86,6) | (67,5,90,9) |(65,5, 88,3)| (43,0, 89,8) | (64,8, 91,0)
(95% AN) ®

JI = nosepurenen untepsain; [InO = npoxbikuTeaHOCT Ha otroBopa; OJI = domuxymaper mumpom
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* [lomynauusTa 3a TbPBUYCH aHAIIM3 33 TOBA POYUYBAHE € MOIyJIAIMATA, 32 KOSTO MOXE Jia CE OLECHN e(pUKaCHOCTTA Ha HHIYKIIHOHHOTO
JICUCHHE.

% TIporbKUTEHOCTTA HA OTrOBOPA e AeUHUpa KATO BPEMETO (MECelH) OT MbPBOHAYANHUS OTroBop (Haii-Manko YO) 10 T0OKyMeHTUpaHa
Hporpecus Ha 3a00JISIBAHETO UIIM CMBPT, KOETO HACTBITH ITBPBO.

* CraTucTHKa, HomydeHa no Merozna Ha Kaplan-Meier. 95% JIU ce 6a3upa Ha dpopmynata Greenwood. benesxku: AHaMU3bT € U3BBPIICH
caMo 3a MAIUeHTH, KouTo noiaydasat YO mim no-go0sp ciIex fataTa Ha IbpBaTa 03a OT HHAYKIHOHHOTO JICUCHHE H IIPEIH BCIKAKBO
JIeYeHHE TIPe3 MO UIbPIKAIIK IEPUOJL U BCIKAKBA IOCIIE/BAIlA aHTHINM(pOMHA Teparys Ipe3 HHAYKIMOHHUS neproA. [IponeHTsT ce 6a3upa
BBpPXY 001U Opoii pecroHIepH.

Ilenuarpuyna nomnyJanus

EBpomneiickara arermnus mo iekapcrBata (EMA) e B3ena pereHue 3a IpoayKT-CriemuGuaHo
0CBOOOXIaBaHe Ha pe()ePEHTHUS MPOYKT, ChAbPIKAI JCHATUAOMUJ, KOSTO CE OTHACS 32 BCUYKHU
MOATPYITH HA TIeIMaTPUYHATA TIOITYJIAlKs 33 HEOIUTa3MH Ha 3penu B kietku (Bxk. Touka 4.2 3a
uHGOpMAIUS OTHOCHO yIoTpeba B MeAHaTPHUITA).

5.2 ®apMakoKMHETHYHHM CBOIiCTBA

JleHanmuaoMua ©Ma aCUMETPUYCH BBIVIEPOJICH aTOM U 3aTOBAa MOJXKE Jia ChIIECTBYBA B OITHYHO-
aktuBHUTE Qopmu S(-) 1 R(+). JleHanumomMu ce MpousBeka KaTo paleMudHa cmec. JIeHaIumoMu
0OMKHOBEHO € TI0-100pe pa3TBOPUM B OPTaHUYHU PA3TBOPUTEIH, HO ITOKa3Ba Hali-roisma
pasteopumoct B 0,1N HCI 6ydep.

AOcoporus

Jlenamumomuy ce abcopOupa OBP30 ciies mepopalieH IpueM P 3apaBu TOOPOBOJIIN Ha TJIATHO, C
JIOCTUTaHe Ha MaKCHMaJTHa IIa3MeHa KoHIeHTparus mexay 0,5 1 2 gaca ciie/| mpuiiaraHe Ha J103aTa.
[Ipu manueHTH, KaKTO ¥ MPH 3paBu TOOPOBOIHN, MaKCUMalTHaTa KOHIEHTPAIHS (Cmax) ¥ TUIOIITA
o kpuBaTa koHnentparusi-spemMe (AUC) HapacTBaT IpoITOPIIHOHATHO ¢ TIOBUIIIABAHE HA 103aTa.
MHOTOKpaTHUTE J03U HE IPUYUHSBAT N3pa3eHa KyMyJIalus Ha JIEKapCTBEHUS IPOIYKT.
OTHOCHUTEITHATA EKCTIO3HIINS Ha S- M R-eHaHTHOMepHTe Ha JICHAIMOMU/ B IJIa3MaTa € CbOTBETHO
oKo110 56 % u 44 %.

EnHOBpeMEHHOTO MPUIIOKEHNE C XPaHa C BUCOKO ChIbP)KaHNWE Ha Ma3HUHU U KAJIOPUU TIPH 3APaBU
JI0OpOBOJILIKM HAMaJIsIBa CTEIIEHTa Ha aOCOpOIHs, KOETO BoaAU A0 npubin3utenHo 20 % HaMaleHue B
momrra o KpuBara kouteHTpanusi-speMe (AUC) u 50 % namanenue Ha Cpax B TUTa3MaTa. B
OCHOBHUTE PETUCTPAIMOHHN U3MUTBAHUS MTPH MYJITUIUICH MUEIIOM U MUEIIOIUCIUIACTUYHN CUHIIPOMU
3a yCTaHOBsIBaHE Ha e(PUKACHOCTTA M O0E30MaCHOCTTAa Ha JICHATMAOMU 00aye JICKaPCTBEHUSAT MPOTYKT
e mpuiarad 0e3 oriies Ha mpueMa Ha xpaHa. CJeJ0BaTelTHO JICHATHIOMHE]] MOJKE JIa ce TIPUJIara cbe
i 0e3 XpaHa.

[MonynauronHuTe GpapMaKOKMHETUYHN aHAJIM3U MIOKA3BaT, Y CTEICHTA Ha epopaiiHa abcopOus Ha
JIeHATUAOMUS € mogo0Ha npu nanuentute ¢ MM, MJIC u MKJL.

Pasnpenenenue

In vitro cebp3BaneTo Ha (M*C)-IeHanuIOMuI KbM IUIa3MEHU IPOTEMHH € HUCKO ChC CPENHA CTOMHOCT
Ha CBHP3BaHE KbM ILUIa3MEeHU NpoTenHu 23 % u 29 % chOTBETHO MPHU NAIUEHTH C MYJITUILICH MUEIOM
U TIPH 37paBU J0OPOBOJIIIH.

Jlenanugomun ce cbIbpka B yoenkata ciepma (< 0,01 % ot no3ara) cien npuiarane Ha 25 mg/nex
U JICKApPCTBEHUSAT NPOAYKT € HEOTKPUBAEM B CIiepMaTta Ha 37jpaB MHIUBUJ 3 IHU CJIe]] CIUpaHe Ha

BEIIECTBOTO (BX. Touka 4.4).

Buorpanchopmanus v eTMMUHApAaHE

Pesynratute oT mpoBeXXAaHU in Vitro IpoyuBaHUs Ha MeTaboIU3Ma MPY XOpa MoKa3BarT, ue
JIeHAJIMJOMUJ He ce MeTabonu3upa upe3 nuroxpom P450 ensumure, KoeTo npeamnosiara, 4e € Majiko
BEPOSATHO €IHOBPEMEHHOTO NPHIIOKEHHE Ha JICHATUAOMUJ C JIEKAPCTBEHHU MTPOTYKTH, MHXHOUPAIIH
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uToxpoMm P450 enzumuTe, 1a qoBee 10 METaOOIUTHY JIEKAPCTBEHH B3aMMOACHCTBUS TIPH XOpa.

In vitro mpoydBaHus TIOKa3BaT, e JeHaTHIoMu Hama uaxuoupan edekt Bppxy CYP1A2, CYP2C9,
CYP2C19, CYP2D6, CYP2E1L, CYP3A unu UGT1A1. CnegoBaTenno, HsiMa BEpPOSTHOCT
JICHATUAOMU/L 1A IPUYMHU HIKAKBH KIIMHUYHO 3HAYUMHU JISKAPCTBEHU B3aUMOJICHCTBUS, KOTaTo Ce
Tpujara eTHOBPEMEHHO ChC CyOCTpaTH Ha T€3H €H3UMHU.

In vitro mpoyuBaHHATA OKAa3BaT, Y€ JICHATUIOMU] HE € CyOCTpaT Ha YOBEIIKHS IPOTEHH Ha
pe3ucTeHTHOCT KbM pak Ha repaata (BCRP), tpancnioprepure MRP1, MRP2 nnmu MRP3 (nportenHa,
CBBP3aH ¢ MyATHIeKapcTBeHarta pesucteHTHOCT (MRP), Tpancnoprepute Ha OpraHMYHN AaHHOHH
(OAT) OATI1 u OAT3, TpancniopTuparus oprannuny anuonu nonunentun 1B1 (OATP1B1),
Tpancnoprepute Ha opranndau katnoHu (OCT) OCT1 u OCT2, mynTuiiekapcTBEH U TOKCUH
excrpyaupa rnpotend (MATE) MATE] u HoBu Tpancnoptepu Ha oprannyau katnoau (OCTN)
OCTNI n OCTNZ2.

In vitro npoyuYBaHusATa MOKA3BAaT, Y€ JICHATMIOMHM/] HIMa HHXHUOUTOPEH e(DEeKT BPXY eKCIIOpTHATA
nmommna 3a JIs9Hu cou mpu xopata (BSEP), BCRP, MRP2, OAT1, OAT3, OATP1B1, OATPIB3 u
OCT2.

ITo-ronsiMaTa 4acT OT JICHAIUIOMUJL CE€ eTMMUHMPA Ype3 eKCKpenus ¢ ypuHara. JlensbT Ha 6b0pedna
eKCKpeuus OT oOLIMs KJIMPBHC PH WHAWBUAN C HOpMaiHa 0b0peuna GpyHkius e 90 %, karo 4 % ot
JICHAIMJOMU/IA CE SJIMMHUHNPA upe3 dereca.

Jlenamunomun ce metabonm3upa ciabo karo 82 % oT Jo03ara ce eKCKpeTHpa HEMpOMEHEeHa B ypHUHATA.
XunpokcuineHamuaoMua U N-aleTHIICHATUIOMU IPEACTaBIsIBAT pecrieKTUBHO 4,59 % u 1,83 % ot
eKCKpeTHpaHaTa 103a. bbOpeuHuaT KIUpbhHC Ha JICHATUIOMUJ HAaIBUINIABA CTEIIEHTA Ha TJIOMEpYJIHA
(unTpanus u CIeI0BaTeIHO Ce CEKPETHpa MOHE B M3BECTHA CTCIICH aKTUBHO.

[Ipu mo3m oT 5 10 25 mg/neH mIa3MeHUsT MOMYKUBOT € IPUOIU3UTENTHO 3 Yaca MpH 3IpaBu
J00poBOILY U BapHupa OT 3 10 5 yaca NpH MALUEHTH ¢ MYJITUILICH MUEJIOM, MUETIOAUCILIACTHYHU

CHUHAPOMH HUJIN MAHTCITHOKIIETHUCH J'II/IM(I)OM.

Xopa B cTapyecka Bb3pacT

He ca npoBexxaanu crieryiagHy KIMHUYHA IPOYYBaHUS 32 OIICHKA Ha (papMaKOKMHETHKATa Ha
JICHAJIMJIOMUJI TIPH XOpa B cTapuecka Bb3pact. [lomynanuoHanrte GpapMakOKHHETHYHN aHAIN3U
BKIIIOYBAT MMAIMCHTH HA BB3PACT B AMaIa3oHa oT 39 o 85 roanHu U MoKa3Bar, 4e Bh3pacTra He
MOBIIMSBA KJIUPHHCA Ha JICHATHIOMHU/T (SKCIIO3UIUATA B TuTa3Mara). Thil KaTo € To-BepOsITHO
MAIIEHTUTE B CTapyecka Bb3pacT Ja UMaT HaMmalieHa Ob0pedna GyHKIwsI, TpsSOBa BHUMATEITHO
nmoabOupaHe Ha 1o3aTa U 6 OMITo pazymMHoO Ja ce cieau Ob0peuHaTa GyHKITHA.

brOpeuno yBpexaaHe

dapMaKOKMHETHKATa Ha JICHAJTHIOMUJ € MPOyUYeHa NP MallUeHTH ¢ ObOPEeUHO yBpEeKIaHe, IbIDKAIIO0
ce Ha HeMaJIMTHEHH 3a00J1siBaHus. B ToBa mpoyuBaHe ce M3MOJI3BAT ABa METO/1a 3a Kiacu(uIpaHe Ha
0BpOpeuHaTa pyHKITHSA: KPEaTHHHHOB KIMPBHHC HA YPUHATA, U3MEPEH B paMKHTE Ha 24 Jaca, u
KpEeaTHHUHOB KIUPBHC, n3uuciieH no ¢popmynara Ha Cockcroft-Gault. Pesynrature nokasaar, ye ¢
HamaJsiBaHeTo Ha ObOpeuHaTa pyHkuus (< 50 ml/min) TOTATHUAT KIUPHHC HA JICHATUIOMHU]
HaMaJsiBa MPOIOPIIMOHATHO, KoeTo Boau a0 moummaBane Ha AUC. AUC ce moBurrasa
NPUOITU3UTEIHO 2,5, 4 ¥ 5 TBTH CHOTBETHO MPH MAIMEHTH C YMEPEHO OBOPEUHO YBpEKAaHE, TEKKO
0BOpeuHO yBpeXJaHe U TepMUHATIHA ObOpedHa HEAOCTaTHUHOCT, B CPAaBHEHUE ChC CMECEHATa IpyIia
NAIUeHTH C HopMaliHa ObOpevHa QYHKIHS U MAlMeHTH ¢ JieKo ObOpeuHo yBpexaaHe. [1omyKuBoThT
Ha JICHAJHJOMU/JI CE MTOBUIIIABa OT OKOJIO 3,5 yaca Mpu MHAMBUIM C KPEATHHUHOB KIUPBHHC

> 50 ml/min 1o Hax 9 Yaca mpu UHIUBUIM C yBpeaeHa 0b0peuna GyHkuus < 50 ml/min. brObpeunoro
yBpexIaHe, odaye, He MPOMEHs IepopaiHaTa abcopOuus Ha JeHATUIAOMHUI. Ciax € CXOJHA TP 3APABH
WHAWBH/IN ¥ TIPH MalneHTn ¢ 660peuno yBpexaane. [Ipubmmsurento 30 % ot nekapcTBEHUS MPOIYKT
B OpraHu3Ma ce OTCTPaHsBAT M0 BpeMe Ha eJiHa 4-4acoBa Juaiu3Ha cecus. [IpenopbrunTenHuTe
aJlanTHpaHKs Ha J03aTa [pY MalMeHTH ¢ HamalieHa ObOpeuHa (yHKIHMs ca onucanu B Touka 4.2.
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YepuoapoOHO YBpeKIaHE

[MonynanronHuTe (hapMaKOKMHETUYHU aHAJIM3H BKIIOYBAT MAIUCHTH C JIEKO YePHOAPOOHO
yBpexaane (N=16, oom 6mmupyoun > 1 mo < 1,5 x ULN wm AST > ULN) 1 mokassar, 4e JISKOTO
YepHOPOOHO YBPEXKIaHE HE TOBIUABA KIMPBHCA HA JICHATHOMUT (EKCIIO3UIINATA B TIIa3MaTa).
Hsma Hanvyam JaHHM 32 TAIMEHTH C YMEPEHO JI0 TEXKKO YSPHOPOOHO YBPEKIAHE.

Jpyru npuceinu hakTopu

[MonynauronHuTe hapMaKOKMHETUYHU aHAJIM3K [IOKa3BaT, 4e TejaecHoTo Tero (33- 135 kg), monsT,
pacaTa ¥ BHa Ha 3JI0Ka4eCTBEHUTE XeMaronorudaan 3adomsisanus (MM, M/IC umun MKIJI) Hamat
KIIMHUYHO 3HAYUM €(PEeKT BbPXY KJIMPBHCA Ha JICHATUIOMUJI IIPH Bh3PACTHU MAIIUCHTH.

5.3 IlpeakJIVHUYHYU JaAHHU 32 0€30MACHOCT

IIpoBeneHo e mpoy4yBaHe HA eMOPHO(METATHOTO pa3BUTHE IPU MAaiMyHH, Ha KOUTO € MPHUJIaraH
neHanuaoMua B 1o3u ot 0,5 1o 4 mg/kg/nen. Haxonkure mpu ToBa Mpoy4yBaHe MOKa3BaT, ye
JCHATUAOMUJL € TIPEAU3BUKAJ BEHITHU Ma(OpMaIiy BKIFOYUTEITHO HEOTBOPEH aHyC H
MaopMaluy Ha TOPHUTE U JIOJHATE KPaWHUIM (M3KPUBEHA, CKbCEHA, Mal(opMHUpaHa, yCyKaHa
W/WJTH OTCHCTRAIA YaCT Ha KpaHHHUIIMTE, OJIMIO- U/WIIH TOIUIAKTHINS ) IPH MOTOMCTBOTO Ha JKEHCKH
MalMyHH, KOMTO Ca MOJIyYaBaJld aKTUBHOTO BEILIECTBO IO BpeMe Ha OPEMEHHOCTTA.

[Ipu otnenHu deTycu ca HabMIOAaBaHU CHILO PA3TUYHH BUCIICpATHH e(eKTH (IIPOMSHA B [[BETA,
YepBEHH TETHA 110 Pa3InYHU OpraHy, Majika Oe3[BETHA Maca HaJl aTpUO-BEHTPHUKYJIapHAaTa Kilarna,
MaITBK XIJIBYCH MeXyp, Mandopmanus Ha quadparmara).

JlenanmuaoMua UMa MOTEHIIMAT 3@ OCTPa TOKCUYHOCT; MUHUMATHHUTE JICTATHU J03HU CJIE]] TIEPOPATHO
npunoxxenue ca ommu > 2 000 mg/kg/nen pu rpuzavu. MHOTOKPAaTHOTO IEPOPAITHO MPHIIOKEHUE Ha
75, 150 u 300 mg/kg/nen npu urbxoBe 3a 26 CEIMUIM € JOBETO A0 00paTUMO, CBBP3aHO C JIEYEHUETO
MOBUILIABAHE HA MUHEPAIU3AIMATa B ObOPEYHOTO JIETeHYE U NPU TPUTE 103, OCOOCHO M3PA3CHO MPHU
JKEHCKH 1IbXoBe. [Iprema ce, ue HUBOTO, IIPU KOETO HE ca HAOJIF0IaBaHN HEXKEITaHU JICKAPCTBEHU
peaxiuu (NOAEL - no observed adverse effect level) e mox 75 mg/kg/nen u e okomo 25 mbTH 1M0-
BHCOKO OT €KeJHEeBHATa eKCIIO3UIIUS TpH Xopa, 6a3upaHo Ha cpaBHsaBaHe Ha AUC. MHOTOKpaTHOTO
nepopaiiHo npuiiokeHue Ha 4 u 6 mg/kg/nen npu mMaiimyHu 3a nepuos 10 20 ceqMHLIU € JOBEJIO 10
CMBPTHOCT ¥ 3HAYMTEITHA TOKCHYHOCT (M3pa3eHa 3aryda Ha TerJio, HaMaJeH OpOil epUTPOLINTH,
JIEBKOIIUTH U TPOMOOIIUTH, MYyJITHOPTaHHA KPHBOM3IUBH, Bh3MaJICHHE HA CTOMAIITHO-YPEBHUS TPAKT,
aTpodus Ha TUMQOUIHATA ThKaH U KOCTHUS MO3bK. MHOTOKPAaTHOTO MEPOPAITHO MPUIIOKEHUE Ha 1 U
2 mg/kg/nen npu MaliMyHH 70 | TOIMHA € IOBEO A0 0OpaTUMU MPOMEHH B KIIETHYHUTE
XapaKTePUCTUKH Ha KOCTHHUS MO3BK, JIEKO MOHIKaBaHE HA CHOTHOIIEHUETO MUEIIONIHN/€PUTPOUTHH
KJIETKU ¥ atpodus Ha TuMyca. Jleka cynpecust Ha Opost Ha JICBKOLIMTUTE € HaOJIr0/1aBaHa NPy 1032

1 mg/kg/neH, choTBETCTBAIIIA HA TPUOJIU3UTEIIHO ChIIATa 1032 IPU XOpa, 0a3upaHO HA CPAaBHEHUS Ha
AUC.

[pu in vitro (6akTepruaHu MyTallH, YOBEIIKX JTUMQOILHUTH, TUM(OM MIPHU MHUILKH, TPaHCPOPMAIHSI
Ha eMOPHOHAHA KIIETKHU OT 3JIATUCTH XaMCTEpH) U in vivo (MUKPOHYKJIEApPEeH TECT MPH ILTHXOBE)
MIPOYYBaHMS Ha MyTareHOCTTa HE Ca OTKPHUTH €(eKTH, CBBP3aHU C JICKApCTBEHHS POAYKT, HUTO HA
TeHHO, HUTO Ha XpPOMO30MHO HUBO. He ca mpoBexaaHu mpoyyBaHus 32 KapLUHOTEHHOCT Ha
JICHATHJOMHU/I.

[Ipenu ca mpoBexxIaHU NPOYYBaHUS 38 TOKCUYHOCT BBPXY Pa3BUTHETO NpH 3ailiu. B Te3u
MIPOYYBaHMUS JICHATUIOMHU]] € TIPUJIaraH mepopaiHo B 103 oT 3, 10 u 20 mg/kg/nen npu 3aiiuu.
Hab6monaBaHa e ymrica Ha cpexHus 51 Ha Oeust npo6 mpu mo3u oT 10 m 20 mg/kg/nen cbe
3aBUCUMOCT OT J03aTa, KaKTO U MPOMSIHA Ha MTOJIOKEHUETO Ha Ob0OperuTe nmpu a03u oT 20 mg/kg/nen.
Brrnpeku ue ToBa e HaOmMoJaBaHO MPHU TOKCHYHY 3a MaiikaTa HUBA, TE MOXeE Ja Ce JbJDKAT Ha
nupekTeH eexT. ChIo Taka ca HaOM0AaBaHU BapHallil B MEKUTE ThKaHU U CKelleTa Ha (eTycure
mpu g03u ot 10 u 20 mg/kg/nex.
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6. DAPMAIIEBTUYHU JAHHHU
6.1 Choucnbk Ha NOMOIIHHUTE BelIECTBA

KaHCVJIHO CHbABPKUMO

JlakTo3a

MuxkpokpucTaiHa [eryio3a
Kpockapmenosa Harpuit

Konouaen 0e3BoeH CHIMITUEB THOKCHUT
Marue3sues creapaT

CncTaB Ha KamcyJjiaTta

Jlenanuoomuo Accord 2,5 mg mevpou kancynu
Kematnna

Yepen xkenesen okcup (E172)

TuranoB nuoxcun (E171)

Jlenanuoomuo Accord 5 mg u Jlenanuoomuo Accord 25 mg mewpou kancyiu
Kenatun
TuranoB nuokcun (E171)

Jenanuoomud Accord 7,5 mg mevpou kancyuu
Kenatun

Yepsen xxenesen okcup (E172)

TurtanoB nuokcun (E171)

Wnpuroxapmun (E132)

Jlenanuoomuo Accord 10 mg u Jlenanuoomuo Accord 20 mg mevpou Kancyiu
Kematnna

Wnpuroxapmun (E132)

Kunt xenezen okenn (E172)

TurtanoB nuokcun (E171)

Jlenanuoomuo Accord 15 mg mewvpou kancynu
Kematnna

Yepsen xene3en okcup (E172)

Kbt xenesen okcup (E172)

Turtanos nuokcun (E171)

IleyaTHO MacTHIIO

[ennax

IIpormunenrnukon (E1520)
Yepen xenezen okeup (E172)
Kunt xenezen okenn (E172)
Kamues xugpokcua

TuranoB nuoxcua (E171)
Wnaurokapmun (E132)

6.2 HecnbBMecTHMOCTH

Henpunoxumo
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6.3 Cpox Ha roaHOCT

3 roauHu

6.4 ChoenuajHu ycJoBHs HA CbXpaHeHHe

To3u nexapcTBeH NPOAYKT HE U3MCKBA CIICIIUAIHU YCIOBHUS 3a ChXPaHEHHE.
6.5 Buau chabp:kaHue HA ONIAKOBKATA

Jlenanmumomun Accord TBBPIM KaIICyJHU ce Mpezyiarat B nepdopupas OIucTep ¢ eIMHUYHA 03U OT
OPA AL PVC/anymunueso doiuo.

Onaxkosku no 7x1 nnm 21x1 xancymnu.
He Bcuuku BHIOBE ONTAKOBKU MOTaT fia ObJIAT MyCHATH B IPOAKOA.
6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBHPJIsiHe H padoTa

Karmcynure He TpsiOBa fa ce OTBapsT WM CMadyKBaT. AKO Mpax OT JIEHATUAOMUJI Blie3e B KOHTAKT C
KOoXara, T TpsOBa fa ce n3Mue He3abaBHO M OOMITHO ChC CAllyH W BoAa. AKO JISHATUAOMUJL BIIe3e B
KOHTaKT C JIUTaBHIIH, T€ TPsIOBa Jla c€ MPOMUSAT OOUITHO ¢ BOA.

MeauuuHCKUTE CIIEIHAINCTH U OOTHOTIIeAaYnTe TPSAOBA J1a N3MOI3BAT PHKABUIIM 32 €IHOKpAaTHA
ynoTpeda, Korato paboTAT ¢ OJrcTepa Wik Karcysara.

Cries1 TOBa phKaBUIIUTE TPsOBA J1a Ce CBAJIST BHUMATEIHO, 32 J1a CE PSIOTBPATH SKCIIO3UIIHS Ha
KO’KaTa, 71a Ce OCTABSAT B IOJHETHICHOBA TOPOWYKA ,,C IIUI* U JIa C€ U3XBBPIAT B CHOTBETCTBHUE C
MeCTHHTE U3NcKBaHus. [locie ppueTe TpsOBa a ce N3MHAT 100pe Che calyH U Bojaa. JKeHun, KOuTo ca
OpeMeHHU HJIH TIOJI03UPAT, Ye MOKe Jla ca OpeMeHHH, He TpsiOBa paboTAT ¢ OamcTepa UK Karcyiara
(Bx. TOuka 4.4).

Hewusnon3sanust JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCpUAId OT HETO Tpﬂ6Ba Ja C€ BbpHAT Ha
(papMaueBTa 3a 0€301macHo U3XBBPJIAHE B CbOTBETCTBUEC C MCCTHUTC U3MCKBAHU.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6 planta,

08039 Barcelona,

Hcnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Jlenammmomua Accord 2.5 mg TBBpAM KaIlICyau

EU/1/18/1316/001
EU/1/18/1316/002

Jlenaimoomun Accord 5 mg TBEpAM KalICyId

EU/1/18/1316/003
EU/1/18/1316/004

Jlenasmnomun Accord 7.5 mg TBBpAM KaIllCyau
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EU/1/18/1316/005
EU/1/18/1316/012

Jlenammmomomua Accord 10 mg TBBEpAM KaIICyiau

EU/1/18/1316/006
EU/1/18/1316/007

Jlesasmnomua Accord 15 mg TBBpAM Karcymiau

EU/1/18/1316/008
EU/1/18/1316/009

Jlenammmomomun Accord 20 mg TBBEPAHM KaIICyId

EU/1/18/1316/010
EU/1/18/1316/013

Jlenasmnomua Accord 25 mg TBBEPIM KaICyiau

EU/1/18/1316/011
EU/1/18/1316/014

9. JATA HA IT'BPBO PA3PEIIABAHE/IIOJJHOBSABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

[ara Ha mepBO pazpemanane: 20 centemBpu 2018 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MoapoOua nHpOpMAIHS 32 TO3M JIEKapCTBSH NPOIYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIys 1o JiekapcTBaTa http://www.ema.europa.eu/.
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NNPUJIOXKEHMUE 11

MNPON3BOJUTEJIN, OTTOBOPHU 3A
OCBOBOXKJABAHE HA ITAPTUIN

YCJIOBUS NJIM OTPAHUYEHUA 3A JOCTABKA "
YIOTPEBA

APYI'N YCJIOBUS U U3BUCKBAHUSA HA
PASPEHIEHHMETO 3A YIIOTPEBA

YCJIOBUSA NJIN OTPAHUYEHNS 3A BE3OITACHA U E@EKTUBHA
YIIOTPEBA HA JIEKAPCTBEHMA ITPOAYKT
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A. TIIPOU3BOIUTEJIHA, OTTOBOPHU 3A OCBOBOXJIABAHE HA
MHHAPTUIN

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola

PLA 3000,

Manra

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50,

95-200 Pabianice,

TTomma

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnanaus

IleuaTHaTa 1UCTOBKA Ha JICKApCTBCHUSA NPOAYKT Tpﬂ6Ba Aa CbAbpiKa UMCTO U aJpeCa Ha
IIPOU3BOJUTEIIA, OTTOBOPEH 3a OCBOGO)KI[aBaHeTO Ha CbOTBETHATA MapTuia.

b. YCJIOBUA UJIN OT'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHHUSAT MPOYKT C€ OTITyCKa 110 OTPaHUIEHO JieKapcko nmpeanucanne (Bx. [lpunoxenwne I:
Kparka xapakrepucTuka Ha IpoayKTa, Touka 4.2).

B. JAPYI'U YCJOBUSA U U3BUCKBAHUS HA PASPELHIEHUETO 3A YIIOTPEBA
o IleproanyHyN aKTYaTU3UPAHHU AOKJIATHU 32 0€30IMaCHOCT

W3uckBaHUsTA 32 101aBaHe HA NICPUOANYHY aKTyaJIM3UPaHH JOKIIAIH 3a 0€30MaCHOCT 3a TO3H
JIEKapCTBEH MPOAYKT ca IMIOCOYSHH B CIHCHKA ¢ pedepeHTHNTE nati Ha EBponeiickus cvio3 (EURD
CIUCHK), ipeaBuieH B wi. 1078, an. 7 ot upextusa 2001/83/EO, 1 BbB BCHUYKH CIIEABAIIN
aKTyaJln3aluy, MyOJUKyBaHU Ha eBPOTIEHCKHsI yeOropTall 3a JIeKapcTBa.

. YCJIOBHUsA NN OI'PAHUYEHUS 3A BE3OIIACHA U EGEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemeHuero 3a ynorpeda (IIPY) TpsOBa na n3BbpiiBa U3UCKBAHUTE JEHHOCTH U
JICHCTBYSI, CBBP3aHH C TIPOCIEAsIBaHE Ha JIEKAPCTBEHATa 0€30IIacHOCT, MocoyeHu B oo0penus [1YP,
npeactaBeH B Moy 1.8.2 Ha pa3pelieHHeTo 3a ynorpeda, KakTo U BbB BCHUKH CIICABAIIM O00PCHH
aktyanu3auuu Ha [TYP.

Axryammnsupan [IYP TpsiOBa na ce moxasa:

e 110 cKkaHe Ha EBpormeiickara areHIus 1o JiekapcTBara.

e BHUHArM, KOraTo ce€ U3MEHS CHCTeMaTa 3a yIpaBleHHe Ha PHCKa, 0OCOOEHO B Pe3yiTaT Ha
MoJlydyaBaHe Ha HOBa MH(OpPMAIIHUs, KOSATO MOXKE Ja JOBE/IE JI0 3HAUMMU IIPOMEHHU B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/ JOCTUTaHE Ha Ba)KEH eTaln (BbB BPb3Ka C
npociensBaHe Ha JIeKapCTBeHATa 0e30MaCHOCT MIIM CBEXIAaHE HA PUCKA 0 MUHUMYM).
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L I[OH'bJIHI/ITeJIHI/I MEPKH 32 CBCK/AAaHE HA PUCKA 10 MUHUMYM

1. TIPY TpsbBa aa cpriacyBa moApOoOHOCTUTE HA MPOrpama 3a KOHTPOJIUPAH JOCTBII C
HAIlMOHAJIHUTE KOMIIETEHTHUTE OPTaHH U TPsIOBa /1a NPUIIOKU ChOTBETHATA [TpOTrpaMa Ha
HAI[MOHATHO HUBO, 32 J1a TApaHTUPA, Ye:

e [lpeau npeanucBaneTo (KOraTo € NPUIOKUMO H KaKTO € ChITIacyBaHO ¢ HALIMOHATHUS
KOMIIETEHTEH OpraH — Ipe OTIIyCKaHe) BCHYKA MEAUIINHCKU CIIEIIHAINCTH, KOUTO
Bb3HAMEpsBAT Aa Npeanucear (u aa ormyckat) Jlenanmumpomun Accord, ca cHaOaeHH ¢
OO0yuunTeseH 3a MEAUIMHCKA CIICITHAIICTH, KOWTO ChIbpPIKa CIEIHOTO:

e OOyuurenHa Opolrypa 3a MEIULUHCKU CIIEHUATUCTH

OOyuunTenHu OpourypH 3a MAUEHTH

Kapra na manuenra

Dopmysipu 3a HHOOPMHUPAHOCT OTHOCHO PUCKA

Wndopmanus kpae na ce Hamepu akryanHata KpaTka xapakTepucTrKa Ha IPOLYKTa
(KXID)

2. TIPY TpsbBa aa npuioxku nporpama 3a npeanaspane ot OpemenHoct (I1I16) BpB Besika 1bpikaBa
yyienka. [logpoonocture Ha [1I16 TpsiOBa fa ca chrilacyBaHM ¢ HAIIMOHAIHUS KOMIIETEHTSH OpraH
BBB BCSIKa JbPrKaBa WICHKA U Ja Ce MPUJIOXKAT NP IIyCKAaHETO Ha JIEKapCTBEHUS MPOAYKT Ha
nasapa.

3. TIPY tpsbBa ga chriacyBa OKOHYATEITHUS TEKCT HA ChAbpKaHHETO Ha OOYyUNTETHHS KOMITJICKT 32
MEIUIMHCKY CIIEHUATUCTH C HAIIMOHAJIHNS KOMIIETCHTEH OPTaH BbB BCSIKA IbP)KaBa YICHKA
Mpe/iu MyCKaHeTo Ha JIEKapCTBEHUs MPOAYKT Ha Ma3apa U Jia TapaHTupa, ue MaTepHaiuTe

CbAbPKAT OCHOBHHUTE CJIEMCHTH, KAKTO € OIIMCAHO I10-A0JTY.

4. TIPY TpsabBa ma chriacyBa MpuiiaraHeTo Ha Iporpamara 3a KOHTPOIUPaH AOCTHIT BbB BCSKa
J'bpKaBa YJIeHKa.

OCHOBHH €JIEMEHTH, KOUTO 12 0bAAT BKIKYEHH
Obyuumenen KOMNIEKN 34 MEOUYUHCKU CHEYUATUCIU
OOY4YUTETHUAT KOMIUICKT 32 MEAWIIMHCKU CIICIIHATUCTH TPIOBa Ia ChAbPIKA CICIHUTE CIICMEHTH:

OO0vunTeaHA OpOoINYPA 32 METHIIHHCKH CIIEINAJINCTH

e Kpatka uHpopManus 3a JCHATAIOMU]T
e MakcumarnHa npoIbIDKUTEITHOCT Ha TPEIMTUCAHOTO JICUCHUE
O 4 cenMUIM 32 )KEHU C JIETEPOJICH MOTCHITHAT
o 12 cemmuliy 3a MbXe U )K€HU 0€3 IeTepOICH MOTSHITHAT
e HeoOxoanmMocTTa fa ce u30srea eKCIo3uius Ha GeTyca mopajyu TepaTOreHHOCT Ha
JICHAJIMAOMU I IPH )KUBOTHU U OYaKBaHUS TEPATOTCHCH e(beKT Ha JICHaJIMAOMU I IIPpH XOpa
e PBKOBOJCTBO 3a pabota ¢ Onucrepa win Karcyiara JleHanuaomua Accord 3a MEITUIIMHCKH
CIICIMAITUCTH U OOJHOTIIeIaun
e 3aJBDKCHUS Ha METUIIMHCKUTE CHICIIUAIMCTH, KOUTO Bb3HAMEPSBAT JIa TMPEIIHCBAT HITH
ormyckat Jlenanmmnomuna Accord
e HeoOXxoamMoCTTa Ja C€ OCUTYPH U34YEPIIATeIHO ChBETBAHE U KOHCYIITAIUS 32
MMAaUCHTUTEC
e Toga, dye nanpeHTUTE TPsAOBA OBJIAT CIIOCOOHHM 2 CIIa3BaT U3MCKBAHUATA 32
Oes3omacHa ynorpeda Ha JleHanmuaomua Accord
e HeoOXoauMOCTTa Jja OCUTYPST Ha MAI[MCHTUTE ChOTBETHUTE O0YUYHUTEIHA OpoIypa 3a
MAIMCHTHY, KapTa Ha MalMeHTa U/WIH SKBUBAJICHTHO CPEACTBO
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CoBerH 3a 0€30IMaCHOCT, OTHACSIIHN CE 0 BCHYKH ITAI[UEHTH

Onucanne Ha prucka ot BI133

MectHr HapeaOu 3a OTHycKaHe Ha npeanucad Jlenammmomun Accord, crienuduanu
3a BCsIKa TbpKaBa

Benuky HeM3MOI3BaHU Karcysiu TpsiOBa Jia ce BbpHAT Ha (papmarieBTa B Kpas Ha
JICYCHUETO

[TamueHTHT HE TPAOBA 1A MapsBa KPHB 110 BpeMe Ha JICYSHUETO (BKIFOUUTEITHO MTPH
MIPEKbCBAHNA Ha MPUEMA) U B MPOIBIDKEHIE Ha TIOHE 7 IHU CIIE]] CIMpaHe Ha MpueMa
Ha Jlemanunomunx Accord

Omnucanne Ha [1T16 1 kaTeropusrpale Ha HALUEHTUTE 110 I10JI M AETEPOAEH MOTECHIINAI

AnroputsM 3a npuinarase Ha [111b
Onpenenenue 3a xxeHu ¢ aerepojieH noternuan (KJPIT) u nefictBus, kouto
MPEIMTUCBAIINAT JIEKap TPsOBa J1a peAnprueMe, aKo He € TIPU CUTYPeH

CoBeTH 3a 0€30IMAaCHOCT 3a JKEHU C JETECPOACH MOTECHIMAI

Heo6xonumocTTa na ce n3derne ekcrno3uiys Ha Qeryca
Onucanue Ha 115
Heo6xonumocT oT edeKTHBHA KOHTpaLENIus (JOPH aKo XKeHaTa € C aMeHopes) U
oIpezeseHue 3a e(eKTHBHA KOHTPALCIIN
AKO Ts ©Ma HyXJ1a JIa IPOMEHH WIK JIa CIIPE U3TOJI3BAHETO Ha CBOSI METOJ 32
KOHTpauenuus, Ts TpsOoBa 1a nHpopMupa:

o JlekapsT, npeanucan HeWHATAa KOHTPALELHS, Y€ TS € Ha JICHATHIOMU

o JlekapsT, mpeanucan JICHAIUIOMU/I, YE TS € CIpsiia WK MPOMEHWIa HEHHUSA

METOJ Ha KOHTPALEIIHs

Cxema Ha TecTOBeTe 3a OpeMEHHOCT

o CbBerT 3a MOIXOMAIIHN TECTOBE

o [penu 3amouBaHe Ha IEUSHUETO

o [Ilo Bpeme Ha j1e4eHHETO B3 OCHOBA HA METO/IA 32 KOHTPAICTIIINS

o Crnen kpas Ha JICUCHUETO
HeoGxomumocT ot He3abaBHO crimpane Ha JleHanumomua Accord npu nmogo3peHue 3a
OpeMeHHOCT
Heo6xonumocT ot He3a0aBHO YBEAOMSIBaHE Ha JIEKyBAILUs JIEKap IPH MOI03PEHHE 3a
OpeMeHHOCT

CoBeTH 3a 0€30IMacHOCT 3a MBXKE

HeobxonumocT na ce n30erne excrno3unus Ha gpeTyca
HeobxomumocT ia ce M3Mo3BaT MPe3epBaTHBH, aKO CEKCyaIHATa MM MapTHLOPKA €
opemenna win e XXJIPII, kosTO He M3M0I3Ba €PeKTHBHA KOHTPALICIIIUS (JOPH aKO
MBXKBT € IMaJ Ba3eKTOMUS)

o Ilo Bpeme Ha neuenuero ¢ Jlenamumomun Accord

o Ilone 7 nHu cnen mocieaHara ji03a
He tpsibBa 51a napsiBa criepMa MU CIIEpMaTO30H/IH 110 BpeMe Ha JICYSHUETO
(BKJITFOUMTEITHO TIPU NPEKhCBAHMS HA IPUEMa) U B TIPOABIDKEHUE HA TTOHE 7 JTHU CIe]T
CIUpaHeTo Ha JieueHueTo ¢ Jlenanmmmomun Accord
TpsiOBa HE3a0aBHO /1a YBEIOMH JICKYBaIIUs JIeKap, ako MapTHhOPKaTa My 3abpemMeHee,
Jokaro Toi npuema JleHamimomua Accord, HIH CKOPO CIIe/ KaTo € CIpsil TpreMa Ha
Jlenanmunomun Accord

M3uckBanug B cirydaii Ha OPEMEHHOCT

Vkazanwus, ye Jlenanunomun Accord TpssOBa He3a0aBHO J1a Ce CIIPE MPH MTOI03PECHUE
3a OPEeMEHHOCT IPH MAIMESHTH OT )KCHCKH TTOJT

Heo6xoauMocT ManueHThT 3aBJDKUTEITHO a € HACOYX KbM JIEKap CIEITHAIICT WIH
C OITUT B 00JIACTTA HA TEPATOJIOTHSITA U IUATHOCTHIIMPAHETO |
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o Jloxanuu JaHHH 3a KOHTaKT 3a He3a0aBHO C’I)06H_IaBaHe Ha moao3upaHa 6pCMCHHOCT
o Jloxanuu JaHHH 3a KOHTaKT 3a C’BO6]J_IaBaHC Ha HCKCJIaHU pCaKIINN

Oobyuumennu opowypu 3a nayueHmume

OOyuunTenHute OpoLIypH 3a MalMeHTHTe TpsiOBa 1a ObaaT 3 BUIA:
e Dbpomypa 3a mauueHTH OT XKEHCKHU TOJ € IeTEPOJCH NOTEHLMAN U TEXHUS MApTHHOP
e bpomypa 3a mauMeHTH OT KEHCKH 10J 0€3 AeTepOoAeH MOTEHINAI
e Dbpomypa 3a maumMeHTH OT MBKKH O

Benuku 0o0yuutenny Opolrypu 3a NaueHTHTE TPsOBa 1a ChABPKAT CICIHUTE EIEMEHTH:

e JleHanumoMu e TEpaTOTeHEH MPH XUBOTHH U CE OYAKBa Jia € TEPATOTCHEH MPH X0pa

o Omnucanue Ha KapTaTa Ha IalueHTa u HeO6XO):[I/IMOCTTa OT HEA

e N3XBBpisiHE HA HEHYXHO JIEKAPCTBO

e PwkoBojacTBO 3a pabora ¢ JlenHanmunomua Accord 3a manueHTH, OOIHOTIIEauH U WICHOBE Ha
CEMENCTBOTO

e HamnuonanHu nin Apyryd NPUIOKUME crienn(UYHN TOTOBOPEHOCTH 3a IPEANUCBAHE U
ormyckane Ha JleHamumomua Accord

e JlanmeHnTsT He TpsaOBa na nasa Jlenanuaomun Accord Ha qpyru auna

e JlanueHTHT He TPAOBa Ja JapsiBa KPbB I10 BpeMe Ha JIEYCHUETO (BKIOYUTEIIHO IPH
NPEeKbCBaHUS Ha TIPUEMa) U B TIPOIbIDKEHUE HA TOHE 7 JIHU cIie]l CIIMPaHe Ha JICYEHHETO ¢
Jlenannnomun Accord

e JlanmueHTHT TpsAOBa Aa yBEJOMH CBOSI JICKap 3a M0sIBaTa Ha BCSIKAKBU HEXEJaHW PEaKLIUH

e BcHYKHM HEW3ION3BaHU KarCyiy TpIOBa 1a Ob/aT BbPHATH Ha apMarieBTa B Kpasi Ha
JICUCHUETO

B crorBeTHaTa 00yuHTENHA OpoIIypa TpsiOBa CHINO Aa OB/Ie MpeaocTaBeHa ciaeaHaTa HH(opMaIus:

Bporirypa 3a manieHTH oT )KEHCKH T10J1 C ISTePOJICH MTOTSHIHAI
e HeoOxoauMocTTa fa ce u30erHe ekcro3uius Ha deryca
e Onucanne Ha [111b
e HeobOxonuMocTTa OT e)eKTHBHA KOHTPAIICTIIUS U OlpeielicHre 32 e(heKTHBHA KOHTPALICTIIIHS
e AKO T4 UMa HYX/Ia Jia IPOMEHH WJIW JIa CTIPE U3IMOJI3BAaHETO Ha CBOSI METOJ 32 KOHTpAIETIIIHS,
T4 TpsiOBa 1a uHPOpPMUpA:
o Jlekaps, nmpeanucan HeWHATa KOHTpAIENIUsA, YE TS € Ha JIEHAJTUJOMU]
O J'[eKapﬂ, npeanucal JCHaAIUAOMU/, Y€ T € CIIpsjia WK IIPpOMEHMUIIa CBOA METO/] Ha
KOHTpaLeNus
e (xema Ha TECTOBETE 3a OpEMEHHOCT
o Ilpenu 3amouBaHe Ha JEUYCHUETO
o [Ilo Bpeme Ha neyeHNETO (BKIIOYUTEITHO NIPH MPEKBbCBAHKS HA IIPHEMa) MOHE Ha BCEKH
4 ceaMuIM 1O BpeMe Ha JIEUYCHUETO, OCBEH B CIIy4ail Ha MOTBBbpACHA TybapHa
CTEPUIIN3ALHS
o Crnen xpas Ha JISICHUETO
e HeoOxoanmocT He3abaBHO aa ce ciipe Jlenanunomuz Accord npH mojo3peHue 3a OpeMeHHOCT
e HeoOxoanMocT He3a0aBHO Jja yBEIOMHU CBOS JIEKap MpH MOJ03PEHUE 32 OPEMEHHOCT

Bpomrypa 3a manmeHTH 0T MBbKKH TOJT
e HeoOxoanMmocTTa Aa ce n30erHe eKcro3uLus Ha eryca
e HeoOxoanMmocTTa Aa ce U3MoN3BaT MIpe3epBaTUBHU, aKO CEKCyallHaTa UM MapTHbOPKA €
opemenna win e XXJIPII, kosTo He M3M0I3Ba e(heKTUBHA KOHTPALICIIIUS (JOPH aKO MBIKBT €
MaJjl Ba3eKTOMMSI)
o [Ilo Bpeme Ha neyenueto c Jlenanuaomun Accord(BKIIOUNTETHO IPU IPEKbCBAHUS Ha
npuema)
o B npoawsmkenre Ha IoHe 7 JTHH CJIe MOCIeHATA J103a.
e Tpsb6Ba He3abaBHO /1a yBEIOMH JIEKYBAIIH JIEKap, ako MapTHhOPKaTa My 3abpemenee
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e He Tps0Ba 12 napsiBa criepMa WM CIIEPMATO30HU/IU 110 BPEME Ha JICUCHUETO (BKJIFOYMTEITHO
IPU TIPEKHCBAHUS HA TIPHEMA) U B IIPOAbDKEHIE Ha TTOHE 7 IHU CJIe] CIIMPaHeTo Ha
neuenuero ¢ Jlenamunmomug Accord

Kapma na nayuenma_u/unu ekeueaienmuo cpeocmeo

Kaprara Ha maruenTa TpsiOBa J1a ChIbpiKa CICTHUTE SIICMEHTH:
e [loTBBpKIEHNE, Y€ € U3BBPINCHA MMOAXOAIIATa KOHCYJITAIIHS
e JlokyMeHTHpaHEe Ha TIOTCHIMATHUS JETEPOJICH CTATyC
e Kgagparue (vwr mo100HO), KBACTO JICKAPST MMOCTABI OTMETKA, 32 Ja IIOTBBP/IH, Y€ MAIIHCHTHT
U3II0JI3Ba e(DEeKTHBHA KOHTpAIEHIHs (aKO € KeHa C JIeTEPOICH MOTCHITHAI)
e JlaTu u pe3ynTaT OT TECTOBETE 32 OPEMEHHOCT

(I)OQM!J'ISIQI/I 3a l/IH!l_)ODMl/IDaHOCT OTHOCHO pMCKa

Tps6Ba 1a nma 3 Buga GopMyIsIpH 3a UHPOPMUPAHOCT OTHOCHO PHUCKA:
e JKenwu ¢ merepocH MOTCHIHAI
e Kenu 0e3 meTepoaeH MOTECHIHAI
e TlaiMeHT OT MBXKH O

Benuku hopmysipu 3a nHGOPMUPAHOCT OTHOCHO PHCKA TPsIOBA Ja ChABPIKAT CICTHUTE CIICMCHTH:
- IPeAYNPEXKACHNE 32 TEPATOTCHHOCT

- MAIMEHTUTE MOIyYaBatT MOIXO A KOHCYITALUS TIPeH 3all0YBaHe Ha JIEYCHUETO

- MOTBBPXKJICHUE OT TAIMEHTA 32 pa30upaHe Ha pHcKa OT JIeHAIUAOMUA 1 Ha mepkute Ha [1I16

- laTa Ha KOHCYJITHpaHe

- TaHHH 3a MalUeHTa, MOJNUC U AaTa

- M€ Ha MPEeANUCBaIINs, MOAINC U 1aTa

- TIeJITa Ha TO3HM TOKYMEHT, T.¢. criopen mocodenoto B [111b: ,,IlenTa Ha dopmymspa 3a
UHQOPMHUPAHOCT OTHOCHO PUCKA € JIa TIPeJINa3y MaleHTHTE U eBEHTyalTHUTE (eTyCH, KaTo
rapaHTupa, 4e NaIlMeHTUTE Ca HAITBIHO MHPOPMUPAHH U Pa30UpaT pUcKa OT TEPaTOr€HHOCT U IPYTH
HEeXXKeJIaHW PEaKIuK, CBbP3aHH C YIIOTpedaTa Ha JeHATUAOMUA. T031 JOKYMEHT He TIPe/ICTaBIIsBa
JIOTOBOP M HE OCBOOOXKIaBa HUKOT'O OT HEIOBUTE/HEHHUTE OTIOBOPHOCTH I10 OTHOILIEHUE HA
Oe3omacHaTa ynorpeba Ha MpOAyKTa U MPEAOTBpaTsIBaHE Ha eKCIO3uIus Ha (eryca.”

®opmynapute 3a HHGOPMUPAHOCT OTHOCHO PUCKA 32 KEHH € IETEPOICH MOTEHIHAN TPsOBa CHIIO /1a
BKJIIOYBAT:
- [loTBBpXKACHUE, UE JIEKAPAT € 0OCHINII CIIEAHOTO:
® HEeoOXOIUMOCTTA J1a ce U30erHe eKCo3uius Ha deryca
® aKo JKeHaTa e OpeMeHHa WX IJIaHupa Ja 3a0peMeHee, He TpsiOBa 1a mpreMa
JICHATTMIOMUT
e ue T pa3dmpa HEOOXOAMMOCTTA J1a H30srBa ynorpedara Ha JICHATHIOMU 110
BpeMe Ha OpEMEHHOCT M Jia Ipuiiara epeKTHUBHU MEPKH 3a KOHTpauenuus 0e3
NpeKbCBaHe TOHE 4 CeAMULM MPEAH HAYAIOTO Ha JICYEHHETO, Tpe3 LeHs Kypc
Ha JICYEHHETO ¥ OHE 4 CeMULIM CIIe] Kpasi Ha JICYCHUETO
® Ye aKo ce HAI0XKHU J1a IPOMEHH WM IPEKpaTH yrnoTpedaTa Ha U3MOJI3BAHUS
METO/] 32 KOHTpaLenus, TS TPSOBa J1a yBEJOMH:
= jieKapsi, NpeAnucall KOHTpalenuusTa, ye npuema Jlenamuaomua Accord
= nexaps, npeanucan Jlenanmmaomua Accord, ge € mpekpaTHiia Win
MPOMEHWIIA 3TOJI3BAHUST METO/] 38 KOHTPAIICTIIIHS
® 32 HEOOXOIUMOCTTA OT TECTOBE 32 OPEMEHHOCT, TOECT IPE/U JICUCHHE, TIOHE
4 ceaMuIM NpeAM HAYAIOTO HA JICUEHHETO
e 3a HeoOxomuMmocTTa jaa crpe Jlenamuaomun Accord HezabaBHO NpU
MOJ03pEeHHE 32 OPEMEHHOCT
¢ 3a HEOOXOAMMOCTTA Ja CEe CBBPIKE C JIEKapsi CH He3a0aBHO TPH MOJ03PEHHE 32
OpeMeHHOCT
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ye TS He TPsAOBa JIa 1aBa JICKaApCTBOTO HA JAPYTH JIUIA

ye TS He TPsAOBa J1a apsBa KPbB MO BPEME Ha JICUCHHETO (BKIIFOYUTEITHO TIPH
NPEeKHCBAHUS HA IPUEMa Ha JIO3UTE) U B MIPOIBIDKCHUE HA TIOHE 7 JIHU CIIe]T
criupaneTo Ha Jlemamunomun Accord

4e Ts TpsOBa Jia BbpHE KallCyJIUTe Ha JapMalieBTa ciejl Kpasi Ha JICYeHUETO

dopmynsapute 3a HHPOPMUPAHOCT OTHOCHO PUCKA 32 KEHU 0€3 ACTEPOICH MOTSHITHAI TPSIOBa CHIO

Jla BKJIFOYBAT:

- [loTBBpXKACHUE, UE JIEKAPAT € 0OCHIUII CIEAHOTO:

4e Ts He TpsAOBa Ja AaBa JIEKAPCTBOTO HA APYTH JUIA

4e Ts He TpsAOBa Aa AapsiBa KPBB [0 BpeMe Ha JICYCHUETO (BKIIOUUTEIHO PH
MIPEKbCBAHNA Ha MPUEMA) U B MMPOIBIDKEHIE Ha TIOHE 7 THU CJIe]] CIIUPAHETO Ha
Jlenanunomux Accord

4e Ts TpsOBa Jia BbpHE KalCyJIHuTe Ha JapMarieBTa ciejl Kpasi Ha JISYeHUETO

dopmynspute 3a THPOPMHUPAHOCT Ha PUCKA 32 MAMEHTH OT MBKKH ITOJI TPsiOBa CHIO J]a BKIFOYBAT:
- [loTBBpKACHHE, UE IEKAPAT € OOCHIMII CICTHOTO:

HEO00XO0IUMOCTTA JIa € N30eTHE SKCIO3UIIMS Ha (eTyca

4e JICHAJMIOMHU]I Ce OTKPHBA B CEMEHHATA TEYHOCT M € HEOOXOIMMO J1a ce
M3MO3BaT MPE3ePBATHUBH, aKO CEKCyaTHaTa MapTHLOPKA ¢ OpeMeHHa WU €
JKEHa C ICTEPOICH MOTCHIUAN, KOSITO HE M3MON3Ba e()EeKTHBHA KOHTPALICTIIINS
(TopH aKO MBKBT € UMaJl BA3eKTOMHUSI)

4e TpssOBa He3a0aBHO Jla YBEIOMH JICKYBAIIHsI JIeKap, aKO MapTHhOPKATa My
3abpemMeHee, M BUHArH Ja U3I0JI13Ba [IPe3epBaTHB

4e He TpsiOBa Ja AaBa JIEKapCTBOTO Ha IPYTH JIHIA

4e He Tps0Ba a AapsiBa KPbB WK CIiepMa 110 BpeMe Ha JICUCHUETO
(BKJTFOUUTEITHO MPH MPEKHCBAHUS HA TIPUEMa) U B TIPOJIBIDKEHUE HA MTOHE

7 nau ciex cnupaneto Ha Jlenanmupomun Accord

4e TpssOBa Jla BhPHE KarcyluTe Ha (hapMareBTa clie/l Kpast Ha JICUCHHUETO.
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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 JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 2,5 mg TBBPIU KaIlCyJIH
JICHATUOMUT

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika xancyna ceappka 2,5 mg IeHaTUIOMU.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO3a. 3a JOIIBJIHUTCIHA I/IH(l)OpMaLII/IH BIDKTC JIMCTOBKATa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna

7x1 TBBpAU KaTICYITH
21x1 TBBpIAU KaICyJIH

5. HAYYH HA ITPUJIOKEHUE N ITbT(MIIA) HA BBBEXK/JIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npunioxeHue.

6. CIIEIIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPJABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. JAPYI'U CIHIEHHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

MNPEAYIIPEXXIEHUE: Puck ot Texkku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue TpsidBa na msnenasiBare [Iporpamara 3a mpena3zsane OT OpeMEHHOCT MU ynoTpeda Ha
JEHATUAOMU,.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:
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9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIIEIIMAJIHU ITPEAITA3ZHU MEPKHU I1PU U3XBBPJIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1316/001 7x1 TBBpaM Kancyau
EU/1/18/1316/002 21x1 TBBbpAM Kamcyiu

13. NAPTUJAEH HOMEP

ITaptunen Ne:

‘ 14. HAYYH HA OTITYCKAHE

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. WH®OPMAIINSA HA BPAMJIOBA A3BYKA

Jlenamunomun Accord 2,5 mg

‘ 17. YHUKAJIEH NJEHTHO®UKATOP — IBYU3MEPEH BAPKOJI

JBynsMepeH 6apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 2,5 mg TBbpIU KaIlCyJIH
JICHATUOMUT

2. HUME HA IPUTEXATEJSA HA PASPEHIEHUETO 3A YIIOTPEBA
Accord
‘ 3. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT
EXP:
4. NAPTUJAEH HOMEP

Lot:

| 5. TIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamunomug Accord 5 mg TBBpAM KarCyiau
JICHATUIOMU]]

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika KaricyJja CbAbpiKa 5 mg JCHAJINIOMUI.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO3a. 3a JOIIBJIHUTCIHA I/IH(l)OpMaLII/IH BIDKTC JIMCTOBKATa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna
7x1 TBBpAU KaIyau
21x1 TBBpOM KamyIH

5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
Ilepopanno npunioxeHue.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHM IIPEAYIIPEXXKIEHU 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
JECHATUAOMUN.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBHUS HA CbXPAHEHUE

10. CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. NME N AJJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1316/003 7x1 TBBpau Kancyau
EU/1/18/1316/004 21x1 TBBbpAM Karmcyiu

13. IMAPTUJIEH HOMEP

ITaptuaen Ne:

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Jlenamunomun Accord 5 mg

‘ YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamunomug Accord 5 mg TBBpAM KarCyiau
JICHATUIOMU]]

2. HUME HA IPUTEXATEJSA HA PASPEHIEHUETO 3A YIIOTPEBA
Accord
‘ 3. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT
EXP:
4. NAPTUJAEH HOMEP

Lot:

| 5. TIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumnomun Accord 7,5 mg TBbPIU KaIlCyJIH
JICHATUIOMU]]

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika kancyna cbabpka 7,5 mg neHaNUIOMUI.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO3a. 3a JOIIBJIHUTCIHA I/IH(l)OpMaLII/IH BIDKTC JIMCTOBKATa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna
7x1 TBBpAM KancCyian
21x1 TBBpIM KaTCyJIn

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
Ilepopanno npusioxeHue.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHN A, AKO E HEOBXOJUMO

NPEAYIIPEXJEHUE: Puck ot Texku Bpoaenu aedextu. Ja He ce n3mon3Ba o BpemMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue tps6Ba na m3nbaasBate [Iporpamarta 3a nmpeanasBane OT OpeMEHHOCT IPpH yHoTpeda Ha
JEHATUAOMUN.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBHUS HA CbXPAHEHUE

10. CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. NME N AJJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1316/012 7x1 TBBpau Kancyan
EU/1/18/1316/005 21x1 TBBpau Kancyu

13. IMAPTUJIEH HOMEP

ITaptunen Ne:

‘ 14. HAYYH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUS HA BPAJIOBA A3BYKA

Jlenamumnomu Accord 7,5 mg

‘ 17. YHUMKAJIEH UWIEHTU®UKATOP — JIBYU3MEPEH BAPKO/J

JBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAICH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH NJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumnomun Accord 7,5 mg TBbPIU KaIlCyJIH
JICHATUIOMU]]

2. HUME HA IPUTEXATEJSA HA PASPEHIEHUETO 3A YIIOTPEBA
Accord
‘ 3. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT
EXP:
4. NAPTUJAEH HOMEP

Lot:

| 5. TIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 10 mg TBBpIU Karcymu
JICHATUOMUT

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceappka 10 mg neHanuaoMuna.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO3a. 3a JOIIBJIHUTCIHA I/IH(l)OpMaLII/ISI BIDKTC JIMCTOBKATa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna
7x1 TBBpAM KancCyian
21x1 TBBpAM Kamcynu

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

ITpexn ynotpeba mpoyereTe JINCTOBKATA.
[lepopanno mpunoxeHue.

6. CIIEIIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTVIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. JAPYI'U CIHIEHHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

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
JIEHATUAOMU,.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:
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9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIIEIIMAJIHU ITPEAITA3ZHU MEPKHU I1PU U3XBBPJIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1316/006 7x1 TBbpaM Kamcyiu
EU/1/18/1316/007 21x1 TBbpaM Kancyiu

13. NAPTUJAEH HOMEP

ITaptunen Ne:

14. HAYYH HA OTITYCKAHE

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. HH®OPMAIIMS HA BPAJIOBA A3BYKA

Jlenamunomuna Accord 10 mg

‘ 17. YHUMKAJIEH UJIEHTU®UKATOP — JIBYU3MEPEH BAPKO/J

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 10 mg TBBpIU Karcymu
JICHATUOMUT

2. HUME HA IPUTEXATEJSA HA PASPEHIEHUETO 3A YIIOTPEBA
Accord
‘ 3. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT
EXP:
4. NAPTUJAEH HOMEP

Lot:

| 5. TIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 15 mg TBBpIU Karcymu
JICHATUOMUT

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceappka 15 mg neHanuaoMuna.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO3a. 3a JOIIBJIHUTCIHA I/IH(l)OpMaLII/IH BIDKTC JIMCTOBKATa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna
7x1 TBBpAM KancCyian
21x1 TBBpAM Kamcynu

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
Ilepopanno npunioxeHue.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHN 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
JECHATUAOMUN.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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9. CIHHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. NME N AJJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1316/008 7x1 TBBpAM Kamncyiau
EU/1/18/1316/009 21x1 TBBpaU Kancyau

13. IMAPTUJIEH HOMEP

[Taptunen Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Jlenamunomung Accord 15 mg

‘ 17. YHUKAJIEH WJEHTHO®UKATOP — IBYU3MEPEH BAPKOJ{

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 15 mg TBBpIU Karcymu
JICHATUOMUT

2. HUME HA IPUTEXATEJSA HA PASPEHIEHUETO 3A YIIOTPEBA
Accord
‘ 3. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT
EXP:
4. NAPTUJAEH HOMEP

Lot:

| 5. TIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 20 mg TBBPIU KaICyiIu
JICHATUOMUT

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceappka 20 mg neHaATUAOMUA.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO3a. 3a JOIIBJIHUTCIHA I/IH(l)OpMaLII/IH BIDKTC JIMCTOBKATa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna
7x1 TBBpAM KancCyian
21x1 TBBpIM KaTCyJIn

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
Ilepopanno npunioxeHue.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHN A, AKO E HEOBXOJUMO

NPEAYIIPEXJEHUE: Puck ot Texku Bpoaenu aedextu. Ja He ce n3mon3Ba o BpemMe Ha
OpeMEeHHOCT U KbpPMEHE.

Bue tps6Ba na m3nbaasBate [Iporpamarta 3a nmpeanasBane OT OpeMEHHOCT IPpH yHoTpeda Ha
JEHATUAOMUN.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBHUS HA CbXPAHEHUE

10. CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1316/013 7x1 TBBbpAM Kamncyiu
EU/1/18/1316/010 21x1 TBBpaU Kancyau

13. IMAPTUJIEH HOMEP

ITaptuaen Ne:

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Jlenamunomuna Accord 20 mg

‘ 17. YHUKAJIEH WJEHTHO®UKATOP — IBYU3MEPEH BAPKOJ{

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 20 mg TBBPIU KaICyiIu
JICHATUOMUT

2. UME HA TIPUTEXATEJSA HA PASPEIIEHUETO 3A YIIOTPEBGA
Accord
‘ 3. JTATA HA I3TUYAHE HA CPOKA HA TOAHOCT
EXP:
4. INAPTUJIEH HOMEP

Lot:

| 5. TIPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 25 mg TBBPIU KarCyiau
JICHATUOMUT

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna ceabpka 25 mg IeHaATUAOMUA.

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIaKTO3a. 3a JOIIBJIHUTCIHA I/IH(l)OpMaLII/IH BIDKTC JIMCTOBKATa.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

TBBpaa Kancymna
7x1 TBBpAM KancCyian
21x1 TBBpIM KaTCyJIn

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

[Ipenu ynotpeba nmpoyerere JINCTOBKATA.
Ilepopanno npunioxeHue.

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHN 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
JECHATUAOMUN.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBHUS HA CbXPAHEHUE

10. CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. NME "N AJIPEC HA ITPUTEXATEJISA HA PASPEHHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,
s/n, Edifici Est 6* planta,

08039 Barcelona,

Wcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/18/1316/014 7x1 TBbpAM Kamncyiu
EU/1/18/1316/011 21x1 TBBpau Kancyau

13. IMAPTUJIEH HOMEP

ITaptuaen Ne:

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHMUSA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Jlenamunomung Accord 25 mg

‘ 17. YHUKAJIEH WJEHTHO®UKATOP — IBYU3MEPEH BAPKOJ{

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUMKAJIEH HIEHTUO®UKATOP — JJAHHU 3A YETEHE OT XOPA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP

1. NME HA JIJEKAPCTBEHUA ITPOAYKT

Jlenamumomun Accord 25 mg TBBPIU KarCyiau
JICHATUOMUT

2. HUME HA IPUTEXATEJSA HA PASPEHIEHUETO 3A YIIOTPEBA
Accord
‘ 3. JATA HA U3STUYAHE HA CPOKA HA T'OJJHOCT
EXP:
4. NAPTUJAEH HOMEP

Lot:

| 5. TIPYTO
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Bb. IUCTOBKA
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JlucroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Jlenammmaomun Accord 2,5 mg TBbPAM KalncyJu
Jlenammnomua Accord 5 mg TBBpAH KancyJiu
Jlenanuaomua Accord 7,5 mg TBbPAU KaNCyJau
Jlenaaunomua Accord 10 mg TBLpAU KancyJau
Jlenasmaomun Accord 15 mg TBBpAN KancyJm
Jlenamunomua Accord 20 mg TBLpAN KancyJiu
Jlenamunomua Accord 25 mg TBLpPAN KancyJim

neHanmuaomun (lenalidomide)

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NIPeIH 12 3all0YHETe /1a pUeMaTe TOBA JIEKAPCTBO,

TBhH KaTo TSl ChABbPKAa BaxkHAa 32 Bac nndgopmanus.

- 3amazere Ta3u JUCTOBKA. MOXKe /1a ce HAIOXKH J1a 51 TPOYETETE OTHOBO.

- AKO UMaTe HAKAaKBH JIOMBJIHUTEIIHA BBIIPOCH, onuTaiiTe Bamus iekap wiu GapmarieBT.

- ToBa JeKapcTBO € mMpeanucano JnuHo Ha Bac. He ro mpeorcrenBaiiTe Ha Apyru xopa. To
MOZKE J1a MM HABPEIHM, He3aBHCHMO Ye NMPHU3HAIMTE HA TAXHOTO 3200JIBaHE ca ChIINTE
kaTo Bamure.

- AKO TIONTyYuTE HAKAKBU HEXEJIAHU PEaKIluy, yBeroMeTe Bamms ekap wiu gpapmanenT. Toa

BKJIFOYBA U BCUYKU Bb3MOXXHH HCIKCIAHU PCAaKIINU, HCOIMMCAHU B Ta3W JIMCTOBKA. Bmxre Touka
4.

KakBo cbabp:ka Ta3u JHCTOBKA:

KaxBo mpencrapnsBa Jlenammmomug Accord u 3a KaKBO C€ M3ITONI3BA
KakBo TpsiOBa jia 3Haere, npeau na npuemerte Jlenamumomuy Accord
Kak na npuematre Jlenamumomun Accord

BB3MoKHYN HEXeTaHu peakun

Kak na cpxpansiate Jlenamunomuy Accord

ChapprkaHre Ha ONIAKOBKATA U JIOMBIHUTEIHA HH(DOpMAIUs

QAL

1. Kaxso npencrasiasBa Jlenanuaomua Accord u 3a KAKBO ce M3M0JI3BA

Kaxkso npeacrasasBa Jlenaauaomua Accord
Jlenamunomun Accord cbIbpska akKTHBHOTO BEIECTBO JICHATUAOMHUA. ToBa JIeKapCTBO MPUHAIIICKH
KBbM I'pyIa JIeKapcTBa, KOUTO MOBJIUSBAT HAUWHA, IO KOWTO (yHKUMOHUpPa UMyHHaTa Bu cucrema.

3a xakBo ce u3noa3sa Jlenanunomug Accord
Jlenannnomun Accord ce M3M0II3Ba IPY BB3PACTHU 3a:

. MynTHILIEH MUEIOM

o MuenoauciacTHYHU CUHAPOMU
. MaHTenmHOKIeThUEH JINM(POM

o donukynapeH mumdom

MyJITHILIEH MHEJI0M

MyNITHIUIEHHAT MUEIIOM € BHJ] PaK, KOWTO 3acsira onpe/esicH Bi/ Oelii KpbBHH KICTKH, HAPSYCHH
IUIa3MEeHHU KIeTKH. Te3H KIIETKU ce ChOUpaT B KOCTHUSI MO3BK U CE JICNIST, C KOETO CTaBaT
HEKOHTpOJIMpyeMu. ToBa MOXKe Aa yBpeIu KOCTUTE 1 ObOpenure.

MyNTUIUIEHUSAT MEEJIOM TI0 TIPUHIIUT € HeleduM. [Ipu3HanuTe u cuMnroMute odade MoraT 1a Obaat
3HAYUTEITHO HAaMaJIeH! WIIM JIa U34e3HaT 3a Iepro oT Bpeme. ToBa ce Hapuya ,,0TTOBOD” .

HoBoauarsocTunpipad MyATUILICH MHUEJIOM — P MAIMCHTH ¢ KOCTHO-MO3bYHA TPAHCIUIAHTALIMS
.HCHaJ'II/II[OMI/II[ Accord ce U3M03Ba CAMOCTOSATEIHO KaToO noAABbPIKAIIO JICUCHHUE, CJIC KaTO
MaIMEHTUTE Ca C€ BE3CTAHOBUIIM JOCTATBhYHO CJIEA KOCTHO-MO3BbYHA TPpaHCILIaHTaIuA.
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HoBoauarsoctunypad MyJATHIUIEH MUEJIOM — IIPYU HAlMEHTH, HA KOUTO HE MOJKE Jla C€ HapaBu
KOCTHO-MO3bYHa TPAHCILIAHTALIUS
Jlenamuaomun Accord ce mpuemMa ¢ ApyrH JekapcTa. Te Moxke 1a Obaar:
JIEKapCTBO 32 XUMHUOTEPAITUsl, Hape4eHo ,,00pTe30Mul*.
C IPOTUBOBB3NAIUTETHO JIEKAPCTBO, HAPEUEHO ,,IEKCAMETA30H .
C JIEKapCTBO 33 XUMHOTEpanusi, Hape4eHo ,,Mendanan’.
C UIMYHOIIOTHCKAIIO JIEKAPCTBO, HAPEUEHO ,,[IPETHU3OH .
Bue e npuemate Te3u JieKapcTBa B HAYAJIOTO HA JICUEHUETO, a CJIe]] TOBA I11€ IPOIBIDKUTE A
IIpUeMaTe JICHAIUJOMU, CaMOCTOSITENTHO.

AKO cTe Ha BB3pacT 75 WK MoBeve TOAMHH, WIIM UIMaTe YMEPEHHU JI0 TeKKH ObOPEUHH MPOOIEMH -
Bamwsr nexap e npoBepy CbCTOSTHUETO BU BHUMATENHO NpeIn 1a 3all0YHE JICUEHUE.

MyaTHuiuieH MUEIOM — IPU MAIIMEHTH, KOUTO Bed€e ca MPOBEXKIAIN JICUSHUE
Jlenanunomua Accord ce pruemMa 3aeIHO ¢ MPOTHBOBB3MAIUTEIHO JEKApCTBO, HAPEUCHO
,,JeKCaMeTa30H".

JlenanmmoMu MOXKE Ja CTIIpe BIOMIABAHETO HA MPU3HAIUTE U CUMIITOMUTE Ha MYJITUIICHUS MUEIIOM.
JlokxazaHo e, 4e TOi CBITI0 MOKe 11a 3a0aBH BPBIAHETO HA MYJITHIUICHISI MUEIIOM CIICT] JICUCHHE.

Muenoaucmiactuunu cunapomu (MIAC)

MJIC nipencrasisiBaT cOOp OT MHOXECTBO Pa3JIMYHU 3a00JsIBaHUSI HA KPBHBTA M HA KOCTHHUS MO3BK.
[NosiBsiBaT ce aHOMaJIMK HA KPBBHUTE KJIETKU U Te He (pyHKIMOHMpAT npaBuwiHo. [lanmentuTte morar
Jia oJyyaTr pa3Ho0Opa3Hy NpU3HAIKM U CHMIITOMH, BKIIOUUTEIHO NMOHKEH OpOi YepBeHH KPbBHU
KJIETKU (aHEeMUS), Hy’Ka OT KPbBOIIPENUBAHE U PUCK OT MHQEKITHUS.

Jlenamunomun Accord ce U3MOI3Ba CAMOCTOSITETTHO 32 JICUCHHE Ha Bh3PACTHH MAlMEHTH, KOUTO Ca

nuarHoctunupanu ¢ MJIC, koraTo € mprIokKUMO BCHYKO, OTTMCAHO TIO-T0JTY:

e Bue ce Hy)xaaeTe OT peJOBHU KPbBOIPEIUBAHUS 32 JICUCHUE HA HUCKUTE HUBA HA YEPBEHU
KPBBHU KJIETKH (TPaHC(Y3MOHHO-3aBUCHMA aHEMUSI)

e lmare aHoMaNHs Ha KJIETKUTE B KOCTHHUSI MO3BK, HAPEUCHA ,,[INTOTCHETUYHA aHOMAJTHS
W30JIMpaHa Jellelus Ha XxpoMosoma 5 (nmenenus Ha 5q)”. ToBa o3HavaBa, ye BamusT opranu3zsm
HE TIPOU3BEXK/Ia TOCTATHYHO 3/IpaBU KPHBHU KIECTKH.

e Jlpyru nedyeHus, M3MOI3BaHU MPEIN TOBA, HE ca IMOAXOSIIN WIH HE 1aBaT HOCTaThYHU
pe3yJTaTu.

Jlenannnomun Accord Moske f1a yBenuau Oposi Ha 37paBUTE YEPBEHU KPBBHH KIIETKH, KOUTO

MIPOU3BEXka OPraHU3MbT, KATO OHMWKH Oposi Ha GOJIECTHUTE KIIETKHU:

e  TOBa MOXE J1a HaMaJIu Oposi Ha HY)KHUTE KPbBONpEINBaHus. Bb3MOXKHO € /1a He ce Hajlarat
KPBBOIPEINBAHHUS.

ManTeaHokjaerb4eH Jumbpom (MKJII)

MKUI e pak Ha 4acT OT UMyHHaTa cuctema (luMQHaTa ThKaH). 3acsara Buj 0elu KPbBHU KIETKH,
HapeueHd ,,B-mumdonuta’ nim B-knetku. MKJI e 3abonsBane, mpu koeto B-kiretkute ce pa3pacTsat
10 HEKOHTPOJIMPaH HA4YWH U Ce HATPYIBAT B TMM(HATa ThKaH, KOCTHUSI MO3bK MJIH KPBBTA.

Jlenamunomun Accord ce U3MoI3Ba CAMOCTOSITEITHO 32 JICUCHHE HA Bb3PACTHH MAIUCHTH, KOUTO TPEAH
TOBA ca JIEKYBaHU C JIPYTH JIEKapCTBa.

®osmkyaapen Jumdom (DJI)
®JI npencrapiisiBa 0aBHO HapacTBalll paK, KonuTo 3acsra B mumdonurute. Te ca Bua Oenu KpbBHH
KJIETKH, KOUTO TIOMaraT Ha opranusma jia ce 6opu ¢ nadekuuu. Koraro umare ®JI, TBBpie MHOTO OT

Te3u B J'II/IM(i)OI_[I/ITI/I MOrart a €€ HaTpyIaT B KpbBTd, KOCTHUA MO3BK, J'II/IM(i)HI/ITC BB3JIM U JaJIaKa.

JlenanumomMuy ce mprueMa 3aeHoO ¢ IPYTO JEKapCTBO, HAPEUCHO ,,pUTYKCHMa0™” 3a JICUCHHE Ha
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BBH3PACTHH MAIUEHTH C JIEKYBaH MpeIy ToBa (QOIUKYIAPESH JTUMEPOM.

Kak geiictBa Jlenamuaomua Accord

JlenamunomMu neiicTBa Ype3 NOBIUSBAHE HA UMYHHATA CHCTEMa Ha OPraHM3Ma U MPSKO aTaKyBa paka.
Toii gelicTBa no peauiia pa3IuyHy HAYWHHU:

®  KaTo MPeIOTBPATSABA Pa3BUTHUETO HA PAKOBUTE KIICTKH

e  KaTO HE MO3BOJISIBA KPHBOHOCHU CHIOBE J]a CE pa3pacHaT B paka

®  KaTo CTUMYJIHMpA YacT OT MIMyHHATa CUCTEMa Jla aTaKyBa PAaKOBUTE KIIETKH.

2. KakBo TpadBa na 3Haete, npeau Aa npuemete Jlenaauaomua Accord

Tps0dBa 1a npoveTeTe JINCTOBKATA HA BCHYKH JIEKAPCTBEHHU NPOAYKTH, KOMTO ce pHeMar B
koMOuHanms ¢ Jlenaimumgomun Accord, npeau ga 3ano4Here JedeHue ¢ Jlenaanpomun Accord.

He npuemaiite Jlenaauaomug Accord:

e aKko cre OpeMeHHa, MHUCIIHTE, Ye MOXe Jia CTe OpeMEeHHA WM TUIaHUpaTe J1a 3a0peMeHeeTe, Thid
KaTO ce 0YaKBa JEHAJTUAOMU/ 1A € BPeJleH 32 HEPOIeHOTO JieTe (BIKTe Touka 2, “bpeMeHHoCT,
KbpPMEHE U KOHTpalenuus — HHQopMaIus 3a )KEHH U MBbXKe”).

®  aKO CTE B ChCTOSIHME J1a 3a0peMeHeeTe, OCBEH aKo CIa3BaTe BCHUKH HEOOXOIUMH MEPKH, 3a a
MPEIOTBpaTUTE 3a0peMeHsIBaHe (BIIKTE TOUKa 2, “BpeMeHHOCT, KbpMEHE U KOHTPAIICTIIIUS —
MH(pOpMALHS 32 MBXKE U )KeHH ). AKO CTEe B CbCTOSIHUE [1a 3a0peMeHeeTe, IPU BCSIKO U3IHMCBAaHE
Ha JIEKapCTBOTO BammmsT jekap 1mie 3anucBa, 4e HeoOXOAMMHUTE MEPKH ca OMITH B3eTH U 1ie Bu
MIPEeIOCTaBs TOBA MOTBbP)KICHHE.

®  aKO CTe aJIEPrUYHU KBbM JICHATHOMHU/] WM KbM HAKOS OT OCTAHAJINTE ChCTAaBKU Ha TOBA
JeKapcTBo, m30poeHu B Touka 6. OObpHETE ce 3a ChBEeT KbM Barmms jexap, ako MHACIIHTE, 9€ MOXKE
Jla CTe aJepruvHu.

AKO HSKOE OT Te3U ChCTOSIHUS ce OTHAcs 3a Bac, He mpuemaiite neHamuioMua. AKO He CTe CUTYpHH B
Hewlo, monuTaiite Bamws nekap.

IIpenynpesxaenust U MpeanasHu MePKH

I'oBopere ¢ Bamusd jexap, papmaneBT WM MeJHIMHCKA CECTPa, NPeIH 1a HpuemMeTe

JIEHAJTUAOMH

®  aKO CT€ UMaJM KPbBHHU ChCHPELX B MUHAJIOTO — BHe cTe ¢ MOBHIIEH PUCK OT pa3BUTHE Ha KPHBHU
ChCHUPELIU BbB BEHUTE U aPTEPUUTE 110 BPEME Ha JICYEHUETO

®  aKO MMaTe HSAKaKBU NPU3HALM Ha MHPEKIMS KaTO KalUIMLA UM BUCOKA TEMIIEpaTypa

®  aKO MMaTe WIX HIKOTa MPEAH TOBA CTE€ MMaIH BUPYCHA HH(EKIUS, O-CIIeHUaTHO HHEKLHS ¢
BUpYyca Ha xenatut B, Bapuiiena 3octep Bupyc, XMB. Ako He cTe curypHu, ropopere ¢ Bamms
nekap. JleueHneTo ¢ JeHAMUAOMHUI MOXKE A2 IPUYMHHI TOBTOPHO aKTHBUPAHE Ha BUPYyca IpU
HalMEeHTH, KOUTO ca HOCUTENN Ha BUpyca. ToBa BOAM /10 IOBTOPHA MOSBAa HA MH(EKIHUATA.
Bamusr siexap TpsOBa a IpoBepH JlaJIi HIKOIa CTe UMajiu XenaTuT B unpexnus

e ako nmMare Ob0pedrm nmpobiaemu — Bammsr nexap Moxe 1a Kopurupa Bamara go3a JeHaTmmIoMug

®  aKO CcTe UMaJIi Chp/EUeH yAap, HAKOTa CTE NMAaJld KPbBEH ChCHUPEK MU aKo MYIITUTE, UMaTe
BUCOKO KPBBHO HaJISITaHE WJIM BUCOKM HHMBA Ha XOJIECTEPOIIa

®  aKO CTe MMaJIK aJleprUYHa PeaKIus, JOKATO CTE MPUEMalH TATUAOMUL (IPYTO JIeKapCTBO,
M3M0JI3BAHO 32 JICUeHHE Ha MYJITHUIUIEH MHUEJIOM), KaTO HapuMep 0OpHB, ChbpOexK, OTOK,
CBETOBBPTEXK WIIH 3aTPYAHEHO JTUIIIAHE.

e B MUHAJIOTO CTE UMaJI KOMOWHAIINS OT HAKOHU OT CIIEJJTHUTE CHMIITOMH: OOIIUPEH OOpHB,
3a4epBeHa KOXKa, BUCOKA TEMIIEpaTypa, TPUIIONON00HH CUMIITOMH, [TOBHILICHUE HA
YepHOAPOOHHUTE €H3UMH, CTOMHOCTH Ha KPbBHUTE MOKA3aTENIN U3BBbH HOpMaTa (€03uHODUINs),
yBENMYEeHHU TMM(HN BH3IH — TOBA ca MPHU3HAILY Ha TeXKKA KOYKHA peaKIys, HapeueHa
,»JIEKAPCTBEHA PEAKIIUS C €O3MHOMHIIHS U CHCTEMHH CUMIITOMH, KOSITO € T03HaTa CHIIO KaTo
DRESS nnm cuaapoM Ha JieKapCTBEHA CBPbXUYBCTBUTEIIHOCT (BMXKTE CBIIO TOUYKa 4 ,,BB3M0OKHM
HEXEJTaH! Peakiuu’).
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AKO HSIKOE OT FOpEOCOUEHUTE ce OTHACs 10 Bac, roBopere ¢ Bamus nekap, GapmareBt nin
MEJUIMHCKA CECTpa, MPEAU J1a 3al0YHETe JICUCHHE.

ITo Besiko BpeMe 110 BpeMe Ha JieYeHHETO WM cJie]l Hero, He3a0aBHO yBeioMeTe Bamus nexap

WJIH MeJULIHHCKA cecTpa, aKo:

e pMaTe 3aMbIJICHO WIN JBOMHO BI)KJaHE WM 3ary0a Ha 3peHHe, 3aTpyJHEHO TOBOPEHE, C1aboCT B
pbKaTa iIM Kpaka, IpoMsHa B HAYMHA Ha XOJIeHE WIK NPOOJIEMH ¢ paBHOBECHETO, TIOCTOSTHHA
CKOBAaHOCT, HaMaJIeHa YyBCTBHTEIIHOCT MJIM 3ary0a Ha YyBCTBUTEIHOCT, 3ary0a Ha IaMeTTa Uil
o0bpKkBaHe. Benuku Te Morar ga ObJaT CHMIITOMH HA CEPHO3HO U ITOTECHIHAITHO
JKUBOTO3aCTPAIaBaILO 3200 sIBaHE HA MO3bKa, H3BECTHO KaTO MPOrpecHBHA MYJITH(OKaIHA
neskoeHuedanonarus (IIMJI). Axo cTe uMany Te€3u CUMOTOMH NPEAH JIEYCHUETO C JICHATUAOMHUL,
yBenoMere Bamms ekap 3a Besika MpoMsiHA B TE3W CUMITTOMH.

®  3aJyX, yMOpa, 3aMasiHOCT, OOJIKa B T'BPJIUTE, YUECTCH ChPJICUYEH PUTHM WJIH MOyBaHE Ha KpakaTa
W rae3enuTe. ToBa MOKe J1a ca CHMIITOMH Ha CEPHO3HO 3a00JIsiBaHe, H3BECTHO KaToO
OenonpoOHa XUNepTOHUs (BIKTE TOUKA 4).

N3caensanus u nperjeau

IIpeau u o Bpeme Ha JICUYEHUETO C JICHAIUAOMU 1ie Bu ObJat npoBexaaHu pelOBHU KPbBHH
uscnenBanus. ToBa ce mpaBu, Thit kato JleHanmunomua Accord MOXKe Jja IPUYKHY CIIaj] Ha Oposl Ha
KPBBHUTE KIIETKH, KOUTO TIOMaraT rnpu 6opOara ¢ nHpeKuu (0eu KpbBHH KIETKN) U Ha TE3U, KOUTO
rmomarat 3a ChCUPBaHETO Ha KPHBTa (TPOMOOIIUTH).

Bammsat nekap e noucka ga Bu 6baat HanpaBeHN KPbBHU U3CIICABAHUSL:

® Tpeau JECYEHUETO

e  BCJKa CEAMHLA IPe3 IBPBUTE & CEIMULM OT JICUCHHETO

e  CJIe]l TOBA MIOHE BEAHBK MECEUHO.

Mosxe na Bu 6be HarpaBeHa OIIeHKa 3a MPU3HAIN Ha ChPACYHO-0eI0poOHN TpoOIeMH TIper 1 1o
BpeMe Ha JIEYEHHETO C JICHATHIOMHUI.

3a manmmentu ¢ MJIC, npuemManiu JeHATUIOMUI

Axko umare M/IC, chiiecTByBa MMo-rojisiMa BEpOSTHOCT J]a pa3BHETE MO-HAMPEIHAIO 3200 sBaHE,
HapedeHo octpa muenonaHa jseBkemus (OMJI). OcBeH TOBa HE € U3BECTHO KaK JICHATTUAOMH/T
MOBIIMsABA BeposTHOCTTA na nonyuute OMJIL. CnenoBarenHo Bammwst gekap Moxe 1a HampaBu
W3CJIeIBaHNs, 3a J1a IPOBEPH 3a MPU3HAIM, KOUTO MOTAT T0-100pe /1a MPOTHO3UPAT BEPOSTHOCTTA Ja
nosryaure OMJI o BpeMe Ha JICUEHHUETO ¢ JICHATHIOMHI.

3a manmmentu ¢ MKJI, mpuemaniu JJeHATUIOMUI

Bamusar nekap e Bu HazHauu u3cneBaHus Ha KpbBTa:

e  [pelu JCUYCHUETO

e  BCfKa CEAMMUIIA MTPE3 MBPBUTE 8 ceAMHUIH (2 IUKBIIA) JICUCHUE

®  CJel KOETO Ha BCEKH 2 CeMMUIIN B IUKIH 3 1 4 (BrxkTe Touka 3 ,,JIleueOeH MuKbI™ 3a IOBeUe
ruHpOopMAaIHs)

e  CJIeNl TOBA MOJO0HO M3CJICIBAHE IIE CE MPAaBH B HAYAIOTO HA BCEKHU ITUKBI U

e  Hali-MaJIKO BEJIHBK MECEUHO

3a marwenTn ¢ OJI, KOUTO MPUEMAT JICHATTUIOMHUT
Bamusar nekap e Bu Ha3Hauu u3cieBaHe Ha KPbBTa:
®  TIpeau JICYEHUETO;
e BcsKa ceaMuIla 3a wppBHTE 3 cenMui (1 UKBIT) JICUCHUE;
e  clej TOBa Ha BCEKH 2 CEJIMHIIM B IUKIH 2 10 4 (BmwKTe Touka 3 ,,JIeueOeH MUKBI 32 MOBEYe
UHpOpMAaLHs);
e cIeJ TOBa MOJ00HO U3CIIEIBAHE IIIE CE MTPaBH B HAYAJIOTO HA BCEKU ITUKBI U
®  Hail-MaJKO BETHBK MECEUHO.
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BamusT nexkap Mo)ke Jja MpOBEPH TaTk KMaTe ToJIsiM 0011l Opoii TYMOPH B IISUIOTO TSUIO, BKIIIOUHUTEITHO
B KocTHHs Bu M03bK. ToBa OM MOTIIO /1a 1OBEE 0 CHCTOSTHHE, TIPU KOETO TYMOPHUTE C€ pas3maiaT u
MOTaT J1a IPUYNHAT HeoOUYaliHU HUBA HA XUMUYHH BEIIECTBA B KPHBTA, KOSTO MOXKE J1a JIOBE/E 10
0BOpeyYHa HeJJOCTATHYHOCT (TOBA CHCTOSIHUE CE HAapHya ,,CHHIPOM Ha TYMOPEH pasmay’).

Bammsr siekap moxe Ja Bu niperiena 3a mpoMeHu 1o koxkata Bu kaTo uepBeHU 1meTHa Wi OOpUBH.

Bamusar nekap moxke Jja kopurupa Baiara 103a 1€HamTu oMU WIK J1a IPEKpaTH JICUEHUETO B
3aBUCHMOCT OT PEe3yJITaTUTE OT KPhbBHUTE U3C/IeIBaHUs U 00110TO Bu cheTosiHue. Ako Bue cte
HOBOJMATHOCTUIIMPAHU, BamusT nekap Moxe ChlIo J1a npeleHu Baiiero neyeHue Bb3 OCHOBA HA
BB3pacTTa By u npyru 3a0onsBaHus, KOUTO BeUe MMaTte.

KpbBonapsiane
Bue ne Tpsi6Ba na napsiBaTe KpbB 10 BpeMe Ha JICYUEHHETO U Hal-MasKo 3a 7 IHU cie] Kpas Ha
JIEUCHUETO.

Jleua u roHomu
JlenanumomMu He ce penopbhyBa 3a yrmoTpeda mpH fera U I0HOIIH! 1Mo 18 ronuHu.

Xopa B cTapuecka Bb3pacT U Xopa ¢ 0b0peyHu npodieMmu
AKo cTe Ha Bb3pacT 75 Wiy noBeve rOANHU WIM UMAaTe YMEPEHH A0 TEeXKH ObOpedHHu npodieMu —
Bammsr nexap me Bu nperieia BHUMAaTEIHO, IIPEIX Ja 3aII0YHETE JICUEHUE.

Apyru nexapcerBa u Jlenanuagomua Accord

HNudopmupaiite Bamms nekap nim MEIUIMHCKA CECTPa, aKO MPHEMaTe UM HACKOPO CTE MpUEMaTH
JIpyru JiekapceTsa. ToBa ce Hajlara, 3al0To JEHAIUIOMUI MOXKE /12 ITOBJIUSIE HAYMHA, II0 KOWTO
JIeHCTBAT HAKOM IpyrH JekapcTsa. OCBEH TOBa JPyTHTE JIEKAPCTBA MOTAT Ja MOBIMAAT HAYMHA, IO
KOWTO J€HCTBA JIEHATUIOMHUIL.

[o-crrermanao nHGOpMHpaiiTe Bamwst nexap niiv MEAUIIMHCKA CECTPA, aKO preMaTe HAKOU OT

CJICZIHUTE JIEKapCTBa:

e  HSKOM JIEKapCTBa, U3IOJI3BAHU 3a NIpea3BaHe OT OpeMEHHOCT KaTo IPUEMaHH Mpe3 ycTaTa
MIPOTHBO3auaThuHU CPEACTBA, ThI KaTO T€ MOrar Jja IpecTaHaT Jia AeUCTBaT

e  HSKOHM JIEKapCTBa, U3IOJI3BAHU NIPH CHPACYHH IPOOIEMH, KaTO HAIPUMEP JUTOKCHH

e  HSKOHM JIEKapCTBa, M3IOJI3BAHU 3a pa3pekJaHe Ha KPbBTA, KATO HAIpUMeEpP Bap(apHH.

BpeMeHnHocT, KbpMeHe M KOHTpauenuusi — HHGOpManus 3a KeHH U MbiKe

Bbpemennoct

3a JKeHU, MpUeMaIlH JCHATMIOMHET

e He Tps6Ba na mpuemare J€HAIHIOMHI, aKO CTe OpeMeHHa, Thil KaTo ce OYaKBa Jja HaBpeaAH Ha
HEPOJICHOTO JIETeE.

e He TpsabOBa na 3abpemMeHsiBaTe JOKATO MPUEMATE JICHATHIOMH/T. 3aTOBA, aKO CTE JKeHa, KOSATO
MOJKe 11a 3a0pemMeHee, TpsOBa Ja H3MoJ3BaTe €PEKTUBHA METOAM Ha KOHTPAICIITHS (BIDKTE
»KOHTpanenmus” mo-10my).

e AKo 1Mo BpeMe Ha JICUEHHETO C JICHATUAOMHU] 3a0pemMereeTe, TpsiOBa aa crpere Bariero nedeHue u
He3abaBHO Ja yBepoMuTe Bamus iekap.

3a MBKe, IPUEMAIH JCHATUIOMUT

e Ako Bamrara mapTHROpKa 3a0peMeHee, T0KaTo IpueMare JICHATUIOMII, TpsiOBa He3abaBHO 1a
yBeaomute Bamus niekap. [IpenopbuBa ce T 1a ce KOHCYITUpA C JIeKap.

e Bue TpsOBa chII0 A2 U3noisBare e)eKTUBHU METOAM HA KOHTparlenus (BrkTe ,,KonTpanemnus’”
O-II0JTY ).

Kbpmene
He tpsi0Ba na xppmuTe, 10KATO MIpHUEMATE JICHATUIOMUA, Thi KaTO HE € U3BECTHO AN JICHATIMIOMUJ
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MpeMrHaBa B KbpMaTa.

KonTtpaunenuus

3a yKeHU, MpUeMaIlH JCHATMIOMUT

[Ipenu na 3amodHeTe JICUSHUETO, TONMUTakTe Barus ekap qaiu cTe B ChCTOSHHUE Ja 3a0peMeHeeTe,
JIOpH ¥ J1a CMATaTe, Y& HIMa TaKaBa BEPOSTHOCT.

AKoO cTe B ChCTOSIHUE J1a 3a0peMeHeeTe

e Bue me TpsOBa 1a HanpaBUTE W3CIIEABaHYS 32 OPEeMEHHOCT 0] HaOIFoIeHueTo Ha Bammms ekap
(TIpen BCSIKO JIeUeHUe, Haii-Mallko Ha BCEKH 4 CEIMUIIM TI0 BpeMe Ha JISYEHHETO U Hal-MaJKo
4 cemMUIM clie/l CBbPIIBaHE Ha JICYCHHETO), OCBEH aKo HE € MOTBBPACHO, Ue QasoNueBUTe TPHOU
ca IPeKbCHATH U ,,3aIyIIeHN’, 3 JIa CE MONPEYH Ha SUICKIETKUTE J1a JOCTUTHAT JI0 MaTKaTa
(TybOapHa cTeprim3aIus)

Bue Tpsi0Ba 1a u3non3saTe eh)eKTUBHUA METOM HAa KOHTPALICMIIUS B IPOAB/DKCHUE HAa Hal-MaJIKO
4 cegMUIM NpEU a 3all0YHETE JICYECHHUE, 110 BpeME Ha JICUCHUETO U Haill-Malko A0 4 ceIMULU
CIieJ] CiMpaHe Ha JeueHueTo. Bamudar nekap e Bu nochBeTBa 3a MOAXOIAIINS METOI HA
KOHTpAaLeNIHA.

3a MbKe, IpUeMAIIH J1CHATHIOMIL

JlenamunomMu MpeMUHAaBa B YOBEIIKaTa criepma. Ako BamaTa napTHrOpka € OpeMeHHA WK B
CBCTOSIHHE J1a 3a0peMeHee, HO He M3Io3Ba e(eKTHBHU METOIH 3a KOHTpanenmws, Bue TpsoBa qa
W3M0JI3BaTe MPE3EePBATUBH, JOKATO Tpac JICUYCHUETO 1 HAM-MAIIKO 7 THU CJIe/] Kpasl Ha JICUCHHETO,
JIOPH J1a CT€ UMAJTH Ba3eKTOMUSI.

Ilodupane u padoTa ¢ MAIIMHU
He mo¢mpaiite mnm paboTeTe ¢ MalllMHU, aKO CE MIOYYBCTBATE 3aMastHA, YMOPEHH, ChHIIMBH, UMATe
CBETOBBPTEXK WJIU 3aMBIJICHO BIKJIAHE CJell IpUEMaHe Ha JIEHATUIOMU.

Jlenamugomua Accord chabpIka JaKT03a
Jlenamunomun Accord chabpika takTo3a. Ako ca Bu ka3Baiu, 4ye UMaTe HETOHOCUMOCT KbM HAKOU
3axapu, IOChBETBalTe ce ¢ Baius gexap npeau aa npueMeTe ToBa JEKapCTBO.

3. Kak na npuemare Jlenasmaomug Accord

Jlenanmunomua Accord TpsOBa Ja ce gaBa caMo OT 3IPaBHM CIICI[HAIUCTH C OINHUT B JICUSHUETO Ha
myarurieH muenom, MIIC, MKIJI unu ©JI.

e Koraro geHanuaoMuz ce U3M0I3Ba 3a JICUSHNE Ha MYJITUILICH MUEJIOM IPY MMALUEeHTH, Ha KOUTO
HE MOKEC a CC IMpaBu KOCTHO-MO3b4YHA TPAHCIUIaHTAWA WK IMIPEAX TOBA Ca IPOBCIIU APYTO
JIeYeHHeE, TOM ce IpueMa ¢ APYTH JeKapcTBa (BX. Touka 1 ,,3a KakBO ce U3M0JI3Ba JCHATUIOMUL ).

e Koraro jJeHaTuA0OMU]I C€ U3MO0I3Ba 32 JIEYCHHE Ha MYJITUIUIEH MUEJIOM MPH MallMeHTH, Ha KOUTO
BEYE € NMPaBeHa KOCTHO-MO3bYHA TPAHCIUIAHTALMS W 3a JedueHue Ha nauueHTa ¢ MAC nim
MKUI, Toif ce mprema caMOCTOSTENHO.

e Koraro jeHanuI0MI] c€ U3II0JI3Ba 32 JICUeHNE Ha (DoIMKyIapeH TuMQoM, TOH ce mpuemMa ¢ Apyro
JIEKapCcTBO, HAPEUEHO ,,pUTyKCHMab .

Bunaru npuemaiite TOBa JIEKapcTBO TOYHO KakTo Bu e ka3an Bamusr jgexap. Ako He cTe CUTYpHHU B
Hello, nonutaiTe Bamus nexap unu gpapmanesT.

Axo nmpueMare JICHaJInaA0MHU/1 B KOM6I/IH3HI/I$1 C Ipyru JICKapCTBa, HAIIPAaBETC CIIpaBKa C JINCTOBKUTEC Ha
TC3U JICKAPCTBA 3a JOII'bJIHUTCIIHA I/IH(bOpMaIII/ISI OTHOCHO IMPUJIIOKCHUCTO U e(i)eKTI/ITC M.

Jleue0eH UKD
JlenanmuaomMu ce mprueMa B ONPE/ICIICHU THU B paMKuTe Ha 3 ceamuiu (21 mgHu).
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e Bceku 21 guu ce Hapuyar ,,JiedeOCH IUKBI .

e B 3aBucUMOCT OT JIcHA Ha LIMKbJa Bue 11e npueMare eHO WK MOBeYe OT jJeKapcTBaTa. B Hsakou
IHU, 00aue, Bue HsAMa 1a nmpruemMaTe HUKOE OT JIEKapCTBaTa.

e  Crnep karo 3aBbpIIUTE BceKU 2 1-THEBEH UK, Bue TpsaOBa na 3anoyHeTe HOB ,,ITUKBIT 32
cinexaBamure 21 gHU.

1

JlenamuaomMu ce mpruemMa B ONpE/ISNICHU THU B paMKkuTe Ha 4 ceqmunu (28 mHu).

e  Bceku 28-1HeBeH IUMKBI ce HApUYA ,,Ie4eOCH ITUKBIT .

e B 3aBUCUMOCT OT [IcHA Ha LMKbJa, Bue 1ie npuemMaTe e1HO WK MOBEYE OT JiekapcTara. B Hikou

U, 00aue, Bue HsAMa a nmpueMaTe HUKOE OT JISKapCTBaTa.

Crien KaTo 3aBbPIINTE BCEKU 28-THEBEH UKD, Bue Tps0Ba aa 3amo4yHeTe HOB ,,IIMKBI 3a

cleaBaluTe 28 THH.

KakBo ko/1u4ecTBO JieHATUIOMU TPsiOBa 1a MpueMarte

[Ipenu 3a 3anouynere neueHue, Bammst nekap e Bu o6sicHu:

o KaKBO KOJIMYCCTBO JICHAJIMIOMMU ] TpH6Ba Ja mpuemare

®  KakKBO KOJIMYECTBO OT JIPYTUTE JIEKAPCTBA, aKO UMa TaKHBa, TPSOBa JAa MpuemMare B KOMOWHAIINS C
JICHATUOMU]L

B KOM JAHU OT Bamms neuebeH HMKbII Aa npueMare BCSKO JIEKapCTBO.

Kaxk u kora n1a npuemare JeHAJIHI0OMU/

e  JlormbpLiaiiTe KancynIuTe LEIH, 3a IPEAIIOYUTAHE C BOJA.

e  He uynere, He OTBapsiiTe U HE IbBUETE KAIICYJIUTE. AKO MPax OT CUyIeHa KarcyJa JeHaTHJOMU/L
BJI€3€ B KOHTAKT C KOXKaTa, M3MHUHTE KOKaTa He3a0aBHO U OOMIIHO ChC CaIlyH M BOJA.
MeauHCKUTE CIIEIHATUCTH, OOJIHOTIIEIaYNTE U WICHOBETE Ha CEMEWCTBOTO TpsiOBa Aa
M3IIONI3BAT PHKABUIIM 3a €JHOKpATHA yHOTpeba, Korato paboTsT ¢ 6immcTepa wiun kancyiara. Cien
TOBa PhKaBUIMTE TPsOBa J1a Ce CBAISAT BHUMATEIHO, 3a 1a Ce MPEAOTBPaTH KOHTAKT C KOXKaTa, Aa
Ce MOCTAaBAT B MOJMETWIEHOBA TOPOMUKA ,,C IIUI™ U Ja C€ U3XBBPIAT B CbOTBETCTBUE C MECTHHUTE
n3uckBanus. [locie ppuere Tpa6Ba fa ce U3MUAT 100pe Che canyH U Boaa. JKeHu, KOUTo ca
OpeMeHHU HJIH MTOJI03UPAT, Ye MOKeE J1a ca OpeMeHHH, He TpsIOBa Ja nmunat OaucTepa uin
Karcymara.

Kamncynure morat a ce npueMat cbC Win 0e3 XpaHa.

Tps0Ba ga nmpuemare JIeHaTMIOMU/, IT0 TPUOTUIUTETHO €JHO U CHILO BPEME B ONpEIEIEHUTE
JHH.

IIpuemane Ha TOBa JIeKAPCTBO

3a ma n3BaAMTE KarcysaTa oT oimcrepa

e  HaTUCHETE caMO eIWHHS U KpaH, Taka ye Ja npoodue Gpoimoro

e  He HATHCKalTe B cpelaTa Ha KarcyJjarta, Thil KaTo Taka TS MOXKe Ja CE CUYTIH.

‘1)

-/

=

IpoabIKAUTETHOCT HA JIEYEHHETO C JIEHATHIOMHU]]

JlenamuaomMu ce mpremMa Ha JIedeOHU IIUKIIH, KaTO BCEKH IUKBII ITPOIbIDKaBa 28 qHU (BUKTE
“JleaebeH UK’ MO-Tope). TpsibBa 1a MPOIBIDKUTE JICUeOHUTE IIUKIIH, JoKaTo Bammsr nexap He Bu
Ka)Ke J1a CIpeTe.

e
i
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AKO cTe pueJIHu MoBeYe 0T He0OX0AUMATA /1032 JIEHATHTOMHU/L
AKO CTe IpHenu MmoBeyve JCHATNI0OMII OTKOJIKOTO Bu e mpennucano, HezabaBHO yBenoMete Bamus
nekap.

AKO cTe NpONyCHAJIM 1A NpueMeTe JIeHAJTHUTOMUT

AKO CTe MpOITyCHAIH JIa TIPUEMETE JICHATUIOMUI IO 00NYaiftHOTO BpeMe 1

e  ca MUHAJIM O-MaJIKO OT 12 yaca: He3a0aBHO NMpUEMeTe KarcysaTa.

e  ca MuHaNM noseye OT 12 yaca: He npueMaiiTe Karncynara. [Ipuemere crneaBamiaTa KamncyJsia Ha
cieaBaIus IeH B 00U4aitHOTO BpeMe.

AKO UMaTe HIKaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpebaTa Ha TOBA JIEKApCTBO, IIOMHUTANTE
Bammus nexap nim ¢papmManenT.

4. Bb3MOKHU He:KeJIaHU peaKku U

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIaHU pE€aKIIuH, BHIIPEKU Y€ HC
BCCKH I' ITIOJTy4aBa.

Cuperte n1a npuemare Jlenaangomua Accord u He3adaBHO MoceTeTe JieKap, aKo 3a0eje:kuTe
HSIKOM OT CJIe[THUTE CEPHO3HU HEKEJIAHU PeaKIHi — MOKe A ce HyKIaeTe OT CIEeNIHO
METUIINHCKO JeYeHHe:

e VYprukapus, 0OpUBH, ITOJyBaHE HA OUUTE, yCTATA WU JIUIETO, 3aTPYAHEHO JUIIAHE WU ChPOeK,
KOHMTO MOJE JIa ca CHMITTOMH Ha CEPHO3HH BUIOBE aJIepPTUYHU PEaKIfy, HAPEUCHN aHTHOEIEM H
aHaWIaKTHYHA PEaKIusl.

e (Cepuo3Ha alepriuyHa peakius, KosTo MOXe Jia 3all04He KaTo OOpHB B €/IHA 30Ha, HO J1a ce
pasnpoCTpaHu ChC 3HAYMTENHA 3ary0a Ha KOXKa 10 ISUI0TOo Tsu10 (cuHApoM Ha CTUBBHC-/[)KOHCHH
W/ATY TOKCUYHA SMUIepMalTHA HEKPOJIN3a).

e OOmupeH oOpHB, BUCOKA TeJIECHA TEMIIepaTypa, MOBUILIEHU Y€PHOAPOOHU CH3UMH, OTKIIOHCHHUS B
KPBBHUTE MTOKa3aTeNt (€03MHOPIITNS ), YBEINICHN TUM(HN BB3IIU U 3acsTaHe Ha IPYyTH OpraHH
(mekapcTBeHa peakius ¢ €03MHOM NS U CUCTEMHHU CUMITTOMH, U3BecTHa orie kato DRESS
CHH/IPOM Ha JIEKapCTBEHA CBPbXUYBCTBUTEIHOCT). BrokTe chIo TOUKA 2.

TpsoBa 1a kaxketre He3a0aBHO Ha Bamus Jiekap, ako 3a0e/1e;KuTe HIAKOM OT CJIeJHUTE CEPUO3HU
He/KeJIAHHM PeaKIMu:

e  JloBumaBaHe Ha TeMIlepaTypaTa, BTpHUCAHE, Bb3NAJIECHO I'bpJIO, KAIINIIA, SI3BU B yCcTaTa MU
HSIKAKBU JIPYTH NPU3HAIM Ha WHPEKIHS, BKIIOUYUTEITHO B KPBBHUS IMOTOK (CEIICHC).

KbpBeHe uiu osiBa Ha CHHUHU 0€3 TpaBMa.

Bonka B repauTe WM Kpakara.

3amyx.

Bbonka B kocTHTe, MyCKyIHa €1a00CT, 00bPKAaHOCT WM YMOPa, KOUTO MOXKE Jla C€ JbJDKaT Ha
BHCOKO HMBO Ha KaJIil B KPBBTA.

Jlenamuaomua Accord MOXke Jia OHYKK Opost HA OEIUTE KPBbBHH KIIETKH, KOUTO Ce OOPST C
WH(EKIUNTE, U CHILO HA KPHBHUTE KJIETKH, KOUTO [TOMArat 3a CbCHPBaHETO Ha KPBBTa (TPOMOOLIUTH),
KOETO MOJKE JIa JIOBEJIe /IO HAPYIICHUS, CBbP3aHU C KbPBEHE, KATO KbPBEHE OT HOCA WJIM HACHHSBAHE.
Jlenamunomua Accord MosKe CBILO Jja MPUYMHU 00pa3yBaHe HA ChCUPEIH BbB BEHUTE (TPOM003a).

JApyru He:xeJIaHM peaKkuuu

BaxHo e na ce orOenexu, ye MaIbK Opoii MalMeHTH MOTaT Jja Pa3BHUAT AOIBIHUTEIHU BUAOBE PakK U €
BB3MOKHO TO3H PHUCK JIa € YBEJINYEH MIPU JeUEeHUETO ¢ JeHanuaomua. CienoBatenHo BamusT nexap
TpstOBa BHUMATEIIHO J1a IPELIEHH I10J13aTa U pUCKa, KOrato Bu mpeanuca 1eHaIMI0MuU,.
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MHoro 4yecTH (Morat na 3acersat noseue ot 1 Ha 10 mymm):

Cran Ha Oposi Ha YePBEHUTE KPBBHU KJIETKH, KOSTO MOXKE JIa MPUYMHU aHEMHSI, BOJIEIIA JI0
yMopa 1 c1abocT

OO6puBH, CBPOESK

MycCKyIHH cT1a3MH, MyCKyJTHa CJ1ab0CT, MyCKyJTHa 00JIKa, MyCKYJTHH O0JIKH, 00JIKa B KOCTHTE,
Oonka B cTaBuTe, OOJIKA B I'bp0Oa, O0JIKa B KpalHULIUTE

I'enepanu3nupaH OTOK, BKJIIFOUUTEIHO OTOLIM HA PBLETE U Kpakata Bu

Cmaboct, ymopa

[MoBuiraBane Ha TeMIiepaTypaTa U TPHUITONOA00HH MTPU3HAIM BKIIOYUTEIIHO TPECKA, MYCKYJIHA
Oomka, rimaBoOomme, 00IKa B YXOTO, KallLTUIa U BTPUCAHE

UztpbnBane, ycemniane 3a 60JKa HITH MapeHe Mo Koxkarta, OO0JIKH B JUTAHNUTE MU XOIUIIATa,
3aMasHOCT, TPEMOP

IToHmkeH aneTut, NpOMsHA BbB BKYCOBUTE YCEIIAHMS

3acunBaHe Ha O0JIKaTa, yBelIMYaBaHEe HA pa3Mepa Ha TYMOpa WM 3a4ePBIBAHETO OKOJIO TyMOpa
3ary0a Ha Terio

3arnek, quapus, raJicHe, oBpbIaHe, 00JKa B CTOMaxa, KUCSIIMHU

Hucky HMBa Ha Kaauil WM KaJIuil W/ Wil HaTpUH B KPbBTa

Hamanena ¢yHKIIMS Ha IUTOBHUIHATA JKII€3a

Bornka B kpaka (KOeTO MOXeE Jla € CHMIITOM Ha TpoM003a), 00JIKa B T'bPAUTE WK 3a1yX (KOETO
MOJKE JIa € CHMIITOM Ha KPBBHH ChCUPEIU B OennTe A1poOdoBe, HapedeHa 0enoapodeH eMOOIU3bBM )
BcesikakBu MH(EKINH, BKIIOYUTEHO HH(EKIMS Ha OKOJIOHOCHUTE CUHYCH, MH(EKIHs Ha OenunTe
JIpoOOBE ¥ TOPHUTE TUXATETHN IHTUIIA

3amyx

3aMBIIIEHO BIDKIAHE

3ambriiBane Ha OKOTO Bu (kaTapakTa)

bp6peunn mpoGiieMu, KOUTO BKIIFOYBAT HETIPABIIIHO (PYHKIIMOHUPAHEe HAa ObOpennTe Hitn
HECTIOCOOHOCT /1a TOAIbPIKAaT HOpMasTHa (PYHKIHS

OTKJIOHEHUS B PE3yNITaTUTE OT YEPHOIPOOHHUTE U3CIEIBAHUS

[loBuienue B pe3ynTaTuTe OT YePHOAPOOHUTE M3CICABAHMS

[IpomeHu B euH NpOTEWH B KPBBTA, KOETO MOXKE J1a MPUYMHK OTUYAHE HA apTepuuTe (BaCKYJIHT)
[loBuienne Ha HUBaTa Ha KpbBHATA 3axap (n1uaber)

[NoHmkeHue Ha HUBaTa HA KPbBHATA 3aXap

I'maBoGonue

KspBene ot HOCa

CyxoTa Ha KoXxaTa

JHemnpecusi, mpoMeHH B HACTPOCHUETO, TPOOIEMHU ChC CHHS

Kannmumna

Criaj Ha KPHBHOTO HaJISITaHE

Heompeneneno uyBcTBO Ha TeneceH JUCKOMQOPT, HEPA3IOJIOKEHHE

BonesHneHocT 1 Bb3MajeHue B ycraTa, CyxoTa B ycTara

Ob6e3BoaHsABaHE

Yectu (Morar na 3acerrat 1o 1 Ha 10 gymmm):

Pa3pymaBane Ha YepBeHNUTE KPBBHU KIETKH (XEMOJIUTHYHA aHEMHUS)

Onpeneneny BUAOBE TYMOpP Ha KOXKarta

KbpBene ot BeHMTE, CTOMaxa MK 4epBaTa

[MoBunraBaHe Ha KPBFBHOTO HaJlsiTaHe, 3a0aBEeH, YCKOPEH WU HENPABUIICH ChPJEUeH PUTHM
IloBuiIeHNE Ha KOMMYECTBOTO BELIECTBO, KOETO € PE3YITAT OT ECTECTBEHOTO U HEECTECTBEHOTO
paslajaHe Ha YEPBEHUTE KPbBHU KIIETKH

[loBumienne Ha BUI OENTHK, KOWTO MOKa3Ba Bb3MAJICHUE B OpraHU3Ma

IloTeMHsIBaHE Ha KOXkaTa; MPOMsHA Ha [BETa HAa KOXAaTa B PE3yATaT OT MOJK0KHO KbPBEHE,
0OVMKHOBEHO MPUYMHEHO OT HATHPTBAHE; OTOK Ha KOXaTa, IIbJIEH ¢ KPbB; CHHUHU

IToBunieHne Ha MMKOYHATA KUCEIUHA B KPbBTa
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Koxxau o0puBH, 3auepBsiBaHe Ha KO)KaTa, HalyKaHa Koa, JIOIIEHE WK OeJieHe Ha KOXKarta,
ypTUKapus

Cbp0Oex, 3acuiIeHo MOTEHE, HOIIHO U3MOTABAaHE

TpynHO nperapliane, Bb3MaleHO T'bPI0, TPYAHOCT 3a MPOMsIHA Ha IJlaca WM IPOMEHH Ha riaca
Xpema

O0pa3yBaHe Ha MHOTO MTOBEYE WJIM MHOTO MTO-MAIIKO YPUHA OT OOMYAHOTO MITH HECTIOCOOHOCT
Jla ce KOHTPOJIUPAa MOMEHTBT 33 YPHUHUPAHE

KpsB B ypunara

3amyx, 0coOCHO B JIETHAJIO TIOJIOKEHHUE (KOSTO MOXKE J1a € CUMIITOM Ha ChpJcUHa
HEJIOCTAaTHYHOCT) 3aTPyAHECHO TIOydaBaHe Ha SPEKIINS

WHcynrt, npunaabK, CBETOBBPTEX (TIPOOIIEM ¢ BBTPELIHOTO YXO, BOJICII J0 YCEIAaHEeTO, U
BCHYKO HAOKOJIO CE€ BbPTH), BpEMEHHa 3ary0a Ha Ch3HaHUE

Boinka B repauTe, pa3npocTpaHsBalia ce KbM PbLETE, BpaTa, YeNIoCTTa, I'bpba WM cTOMaxa,
yCelllaHe 3a M3MOTABaHE U 33/1yX, Fa/ICHe WIH NOBPBIIaHE, KOETO MOXKE JIa ca CHMIITOMH Ha
chpAedeH yaap (MHpapKT Ha MHOKap/a)

MyckyiHa ¢1abocCT, JIMIca Ha eHEPTHs

Bonka BBB Bpata, 00JKa B TPBAHMUS KO

CryneHu TpbpIKU

OTuyaHe Ha CTaBUTE

3abaBsiHe WM OJOKUpaHe HA JKITBYHUS TOK B YEPHUSI APOO

Hucku HuBa Ha Qocdar uim Marae3uii B KpbBTa

3aTpyIHEH rOBOP

YepHoapoOHO yBpexIaHe

HapymeHno paBHOBecue, 3aTpy/JHEHA TOABUKHOCT

I'myxoTta, 3BbHTEHE B yIIUTE (THHHUTYC)

HeBponaruuna 6omka, HENPUATHO HEECTECTBEHO yCelIaHe 0COOCHO MPH JOKOCBaHE
Wznunrbk Ha Kens30 B OpraHu3mMa

Kaxna

OO0BpKaHOCT

3p600601

[Nagane, KoeTo MOKe J1a TOBEZAE 0 TpaBMa

HeuecTu (Morat na 3acersat o 1 va 100 qymm):

BbTpeuepeneH KpbBOU3INB

[IpobneMu Ha KPHBOOOPAEHUETO

3ary6a Ha 3peHHEeTO

3ary0a Ha eyaHue 3a cekc (JIMOuI0)

YpuHupaHe B ToJIeMH KOJIMYECTBa ¢ 00JIKa B KOCTHTE U CJIA00CT, KOUTO MOXKE J]a Ca CUMIITOMHU
Ha ObOpeuyHo HapymeHue (CuHIpoM Ha Fanconi)

OnBeTsBaHE B XBJITO HA KOXKATa, TUTABUIIA WK OUNTE ()KBITEHHUIIA), CBETIIA HA IBST
W3NpaKHEHUS, THMHA Ha [IBAT YPHHA, ChPOEXK 10 Koxkarta, 00puB, O0JIKa WITH MOTyBaHEe Ha
CTOMaxa — TOBa MOXe Jla ca CHMIITOMH Ha yBpEXIaHe Ha YepHUs ApoO (4epHOIpOOHA
HEIOCTATHYHOCT)

CromMariiHa 00JKa, MOyBaHE WM JUAPHS, KOUTO MOXE J]a Ca CHMIITOMH Ha Bh3MaJCHHE B
nebenoTo uepBo (HapeueHo KOJHUT UK Bh3MaleHUe Ha CISIIOTO YePBO)

VYBpexnaHe Ha KJIETKUTE Ha ObOpeka (HapeueHo ObOpeyHa TyOyiHa HEKpo3a)

IIpomsiHa B 11BeTa Ha KOXKaTa, YyBCTBUTEITHOCT KbM CI'bHUYEBA CBETIIMHA

TyMop-nu3uc CHHIPOM — YCIOXKHEHHSI Ha OOMsHATA Ha BEIIECTBATa, KOUTO MOTAT Jla Bh3HUKHAT
U JICYEHUETO Ha paKa U MOHIKoTra JopH 0e3 JeueHne. Te3n yCIoKHEeHUs ca TPUINHEHU OT
MPOAYKTH Ha pa3majia Ha YMHUPAIIUTE PAKOBU KJIETKU M MOXKE Jia BKITFOUBAT CICTHOTO: IPOMEHU
B OMOXMMHUYHHTE MTOKAa3aTelId Ha KPhBTA, BUCOKO HUBO Ha Kajwid, hhocop, MUKOUHA KUCEITUHA U
HICKO HHBO Ha KLU, BCIEACTBUE OT KOETO MOKE Jla C€ CTUTHE JI0 MPOMEHHU B ObOpeyHaTa
(GyHKIUSA, ChPJCYHNS PUTHM, T'bPUYOBE U MOHAKOTA CMBPT.
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e TloBumiaBaHe Ha KPHBHOTO HAJISITAHE B KPHBOHOCHUTE ChJIOBE, KOUTO CHAOASIBAT OeIUTe TPOOOBe
(6emoapodHA XUTIEPTOHUS).

C Hen3BecTHA 4ecTOTA (OT HUIMYHUTE JAHHU HE MOXKEe 1a Ob/ie HalpaBeHa OLICHKA):

e  Baesanna mim 5ieka, HO 3acHiIBalia ce O0JIka B TOpHATa YacT Ha CTOMaxa W/WiM I'bpoa, KOsITo
NPOIBIDKABA HAKOJIKO JHH, €BEHTYAIHO CHITBTCTBAHA OT T'aJieHe, MOBpPBILAHE, TeMIepaTypa U
yCKOpeH myiic. Te3n CHMIITOME MOTAT Jia ce bJDKAT Ha Bh3IaJeHUe Ha ITaHKpeaca.

e  XpunreHe, 3ayX WIK CyXa KallIULA, KOUTO MOXKE J1a ca CUMIITOMH, IPUYMHEHH OT Bb3MaJICHNE
Ha ThKaHUTE B Oenute ApoboBe.

e  HaGmromaBanu ca peJKH Cllydad Ha pa3pyllaBaHe Ha MyCKyJIHUTe (MycKyJiHa 60ika, ciabocT Win
OTOK), KOMTO MOrar Aa AoBenaaT 10 0b0pednu npobiaemu (padaomuonusa). Hsakon ot ciryyanre ca
HACTBHIMIIH [TPH NPWJIATaHe Ha JICHATUIOMHU]] ChC CTAaTHH (BUJI JIGKAPCTBO 3a MOHW)KaBaHE Ha
X0JIECTEPOIa).

e  CncrosiHHE, 3acATalIo KoXKarta, IPUYUHEHO OT Bh3MaJICHNUE Ha MAJIKUTE KPHBOHOCHHU ChJIOBE,
HPUIPYKEHO ¢ 00JIKa B CTAaBUTE U BUCOKA TEMIIepaTypa (JIEeBKOIUTOKIACTUYEH BaCKYJIUT).

e [IpoOuB Ha cTeHaTa Ha CTOMaxa WM Ha yepBaTa. ToBa MOXe Ja J0BEJE 10 MHOTO CEpHO3HA
napeknus. Kaxere na Bamms nekap, ako mMarte CHiIHa CTOMaNIHa 00JIKa, Tpecka, TajeHe,
MOBpBIIaHe, KPbB B UMPAKHEHUITA WM IIPOMEHH B UPEBHATA MIEPUCTAITHKA.

e  BupycHu napekunu, BKIIOUYUTETHO XepIIec 30cTep (BUPYCHO 3a00sBaHe, KOETO IPHUIUHSIBA
Oomne3HeH 0OpUB 10 KOXKaTa C MeXyp4eTa) ¥ IOBTOPHA M0sBa Ha XenaTuT B nHdpekius (KoaTo
MO’Ke J1a TPUIMHH NOXXBJITSIBaHE Ha KOJKaTa M OYHTE, OI[BETSIBAHE HA ypUHATA B ThMHOKa(DSBO,
0oJKa BJSICHO Ha CTOMAaxa, TPeCcKa U rajicHe MM MOBPBIIAHE).

e  OTxBBpJsSHE HA TPAHCIUIAHTHPAH CONHJIEH OpraH (KaTto HampuMep OBOpeK, cupIie).

Chol0maBaHe HA HeXKeJIAHU PeaKIUu

AKO TOITyYHnTe HIKAKBU HEKEJIaHH JICKApCTBEHU PeakIiy, yBeaoMere Bamus nekap, GapmaneBT wim
MEIHNIIMHCKA cecTpa. ToBa BKIIFOUBAa BCHYKH BH3MOXKHH HEOIMCAHHU B Ta3H JUCTOBKA HEXKETIaHH
peaknuu. Moxere ChIo Aa ChOOIIUTE HEXKETAHN PEaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
choOIIaBane, mocoueHa B [Ipmnokenue V. Kato cho0IaBaTe HeXKEIaHN PeaKIiy, MOXKETE Ja JajieTe
CBOSI IPUHOC 3 MOJTyYaBaHe Ha NoBeve WH(OpMAaIHs OTHOCHO 0€30IaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBare Jlenaaugomua Accord

e Jla ce chxpaHsiBa Ha MSICTO, HEAOCTBHITHO 3a Jelia.

e  He usnonsBaiiTe TOBa JIGKAPCTBO CIIE CPOKA HA TOIHOCT, OTOEISI3aH BbPXY KapTOHEHATa
OITaKoBKa u Oyictepa ciex ,,l'ogen 10” u ,,EXP”. CpokbT Ha TOJHOCT OTroBaps Ha MOCIETHUSL
JIEH OT IIOCOYEHHUS MeCell.

° To3u IpOAYKT HE U3UCKBA CTICLIMAIIHU YCIOBUS HA ChbXpaHEHHE.

e  He usmomsBaiite TOBa JI€KapCTBO, aKO 3a0€ICIKNUTE HIKAKBA TIOBPE/IA WM MTPU3HAIN Ha
HapyIllaBaHe Ha I1eJ0CTTa Ha OMTaKOBKATa.

° He u3xBbpiisiiTe JekapcTBaTa B KaHAIU3AMATA WM B KOHTEMHEPA 32 TOMAIIHU OTHAbIIH.
[lomuraiite Bamms dapManieBT Kak ga U3XBBHPIATE JIeKapCTBaTa, KOUTO BEUe HE U3ITONI3BATE.
Te3u MepKH 1€ CHOMOTHAT 3a Ola3BaHE Ha OKOJHATa cpefa.

6. Chbabp:kanue HA ONIAKOBKATA M JONbJIHUTETHA HH(pOpManus
Kaxkso cbabp:xa Jlenanugomun Accord

Jlemanmunomug Accord 2.5 mg TBEpAM KaICyJIu:

. AKTHUBHOTO BEILIECTBO €: JICHATUAOMHU. Besika kamncyna cpabpka 2,5 mg JeHaTua0MuU.

. Hpyrute cbCcTaBKU ca:

- KalCyJIHO ChABPKUMO: JIJAKT032, MUKPOKPHCTAITHA 1IeTy103a, KpOCKapMes03a HaTpuil, KOJOHUIEH
0€3BOJICH CHIIUITUCB TUOKCH]I, MaTHE3UEB CTeapaT

- ChCTaB Ha KarcyJjaTa: XeJaTHH, YepeH xene3eH okcua (E172), tutanos auokcun (E171)
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- IeYaTHO MACTHJIO: YePHO U 3eJICHO MACTHJIO (KOETO ChIbpiKa Ierak, mponuieHraukon (E1520),
yepeH xeneseH okenp (E172), xwar xkenesen okcup (E172), tutanos nuokcun (E171),
unaurokapmut (E132) u kanueB xuapoxcun)

Jlenanupomua Accord 5 mg TBBPAM KaNCyJsIu:

o AKTHBHOTO BEIIECTBO € JCHATUIOMUI. Besika karcyna chappxa 5 mg IeHATUIOMHUI.

o Jpyrure cbcTaBKH ca:

- KalCyJIHO ChABPKAMO: JIJAKT03a, MUKPOKPHCTAITHA IIeTyJ103a, KPOCKapMeno3a HaTpuil, KOJOUIACH
0€3BOJICH CUIIMITUCB TUOKCH]I, MarHE3UEB CTeapaT

- CBhCTaB Ha KarcyJjaTa: JKeJlaTuH, TuTaHoB auokcun (E171)

- T€YaTHO MACTHJIO: YEPHO U 3eJIEHO MACTHIIO (KOETO ChIbpiKa Ierak, mponuieHraukon (E1520),
yepeH xene3eH okcun (E172), bt xeneszen okcun (E172), Turanos muokcun (E171), naauro
kapmuH (E132) u xanueB Xunpokcun)

Jlenamunomun Accord 7,5 mg TBEpAM KaICyJIu:

. AKTHUBHOTO BEIIECTBO € JieHanuaoMua. Besika karcyna chabpxa 7,5 mg JeHaTUAOMUI.

. Jpyrurte cbcTaBKH ca:

- KalCyJIHO ChIBPKHUMO: JIJAKT032, MUKPOKPHCTAITHA IIeTyJI03a, KpOCKapMeno3a HaTpuil, KOJOUICH
0e3B0/IeH CHIIMINEB TNOKCH]I, MarHe31eB cTeapaT

- CBhCTaB Ha KarcyJjaTa: )KeJlaTHH, YepBeH xene3eH okcun (E172), TuranoB quokcun (E171),
uHauro kapmus (E132)

- TEeYaTHO MACTHJIO: YePHO U 3eJIEHO MACTHIIO (KOETO ChIbpiKa Ierak, mponuieHraukon (E1520),
yepeH xene3eH okeun (E172), sxbar xenezen okeun (E172), Turanos nuokcun (E171),
unaurokapmut (E132) u kanueB Xuapokcu)

Jlenanmunomua Accord 10 mg TBbpAM KANICYITH:

o AKTHBHOTO BEIIECTBO € JeHaTuaoMuA. Besika kancyna ceappxa 10 mg neHanuaoMu/.

. Jpyrurte cbcTaBKH ca:

- KarCyJIHO ChIBPKHMO: JIAKT03a, MUKPOKPUCTAIHA [eNyJ103a, KpOCKapMelo3a HaTpHuid, KOJOUIEH
0€3BOJICH CUITMLIMEB IUOKCHU]] U MarHe3ueB cTeapar

- CBbCTaB Ha KarcyJaTta: xxenaTus, nHaurokapmuH (E132), xbent sxeneser okcun (E172) u TuranoB
nmokenn (E171),

- IeYaTHO MAacTUJIO: YEPHO U 3€JIEHO MacTHUJIO (KOETO ChAbpIKa LieJulak, nponuieHrimukon (E1520),
yepeH xene3eH okeun (E172), bt xenezen okeun (E172), Turanos nuokcun (E171),
naanrokapmuH (E132) u xanneB Xuapokcu)

Jlenamumomun Accord 15 mg TBbpAM KAIICYJIH:

o AKTHBHOTO BEIIIECTBO € JeHATUAOMUA. Beska kancyna ceabpxka 15 mg JeHanuIo0Mu/I.

o [pyrure cbcTaBKH ca:

- KalCyJIHO ChABPKAMO: JIJAKT03a, MUKPOKPHCTAITHA IIeTyJ103a, KpOCKapMeno3a HaTpuil, KOJOUICH
0E3BOJICH CHITMLIMEB IUOKCH, MarHe3UeB cTeapar

- CbhCTaB Ha KalcyJaTa: )KeJaTHH, YepBeH jxene3eH okeua (E172), xpat xenesen okeug (E172),
tutadoB auokeun (E171)

- TEeYaTHO MACTHJIO: YePHO U 3eJIEHO MACTHIIO (KOETO ChIbpiKa Ieirak, mponuieHraukon (E1520),
uepeH xene3eH okcun (E172), st xeneszen okcun (E172), Turanos muokcun (E171),
naanrokapmuH (E132) u xanneB Xxuapokcu)

Jlenanmuaomua Accord 20 mg TBbPAM KANCYIIH:

o AKTHBHOTO BEIIECTBO € JeHANUAOMUA. Beska kancyna ceabpixka 20 mg JeHanuIOMHU/.

o [pyrure cbcTaBKH ca:

- KaICYJIHO ChIBP)KUMO: JIAKT03a, MUKPOKPUCTAJIHA 1IeTyJ103a, KPOCKapMeslo3a HaTpUi, KOJIOUIEH
0€3BOJIEH CJIMLIMEB INOKCH]I, MarHE3UeB cTeapar

- CbhCTaB Ha KarcyJarta: )xeJaTtut, nHgurokapmus (E132), xbat xenesen okeuf (E172) u tutanos
muoxenn (E171)

112



- T€YaTHO MACTHJIO: YePHO U 3eJICHO MACTHIIO (KOETO ChIbpiKa Ielrak, mponuieHraukon (E1520),
gepeH xeneseH okenp (E172), xwar xkenesen okcun (E172), tutanos nuokcun (E171),
unaurokapmut (E132) u kanueB Xxuapoxcun)

Jlenanmunomua Accord 25 mg TBbPAM KAIICYJIH:

o AKTHBHOTO BEIIECTBO € JCHATUAOMUI. Besika karcyna cbabpxka 25 mg JICHATHIOMHU]T,

o Jpyrure cbcTaBKH ca:

- KalCyJIHO ChABPKAMO: JIJAKT03a, MUKPOKPHCTAITHA IIeTyJ103a, KpOCKapMeno3a HaTpuil, KOJOUIACH
0€3BOJICH CHITUITUCB TUOKCHU]T U MarHe3UeB cTeapar

- CBhCTaB Ha KarcyJjaTa: )KeJlaTuH, TuTaHoB auokcun (E171)

- TeYaTHO MACTHJIO: YEPHO W 3€JIEHO MACTHIIO (KOETO ChIbpiKa Ielrak, mporumieHraukon (E1520),
uepeH xene3eH okcun (E172), bt xeneszen okcun (E172), Turanos muokcun (E171),
unaurokapmut (E132) u kanueB xuapoxcun)

Kak m3rnexna Jlenaanaomua Accord  KaKBO ChIbPAKa ONAKOBKATA

Jlenanunpomua Accord 2,5 mg ca elnaTHHOBH TBBPIH Karcynu pazmep "S", ¢ IbmKuHA
npubauzurenHo 11,0 mm mo 11,8 mm, cuBo Kamade u HEMIPO3PAUHO OSITO TSIIO, C HAIITUC
"LENALIDOMIDE", otnieuyaran BbpXy KanadeTo B YepHO U "2,5 mg", OTIIe4aTaHo BEPXY TAJIOTO B
3€JIEHO, ChIbPIKALIH OsUT IO TOYTH OsLT Ipax.

Jlenanuaomun Accord 5 mg ca )KeIaTHHOBU TBBPIM Karcyau pazmep “5”, ¢ IbIDKUHA TPUOIN3UTEITHO
11,0 mm go 11,8 mm, Henpo3pauno 0510 Kanade u Tsu10, ¢ Haamuc “LENALIDOMIDE”, otneuatan
BBPXY Karadyero B 4YepHo u "5 mg", oTreuaTaHo BbPXY TSAJIOTO B 3€JIEHO, ChABPIKAIIY OSUT 10 TIOYTH
05T TIpax.

Jlenamugomun Accord 7,5 mg ca xenaTHHOBH TBBPIHU Karcynu pazmep “4”, ¢ IbIKAHA
npubmsurenHo 14,0 mm go 14,8 mm, Hempo3padyHo BUOJIETOBO Karade v HEMpo3payHo OsUI0 TAJIO, C
Haamuc “LENALIDOMIDE”, ortnieyaran BbpXy Kamadero B yepHoO H "7,5 mg", oTriedataHo BbpXy
TSIJIOTO B 3€JICHO, ChIBPIKAITH OsIT 0 TTOYTH OSUT Ipax.

Jlenanugomun Accord 10 mg ca >kelaTHHOBH TBBPAU Kamcysu pasmep “3”, ¢ IbIKUHA
npubmm3uTenHo 15,4 mm go 16,2 mm, 3eneHo Karnadye U Hempo3payHo OsUTO TS0, C HATIKC
“LENALIDOMIDE”, otiedaran BepXy KamadeTo B uepHo U "10 mg", oTreyaTtano BbpXY TSIOTO B
3€JICHO, ChIbPIKAIIH OsLT JIO TTOYTH OsLT Mpax.

Jlenamuaomun Accord 15 mg ca >KeNaTHHOBH TBBPAU KaTCyJd pazmep “2”, ¢ IbIDKHHA
npubmm3uTenaHo 17,4 mm o 18,2 mm, Henpo3payHO OPaHKEBO Karade U HeMpo3payHo OsuIo TSUIO, €
Hagmuc “LENALIDOMIDE”, orrieyaran BbpXy Kamadero B 4epHO U "15 mg", oTneuaTaHo BbpXy
TSJIOTO B 3€JICHO, ChIBPKAIIN OSIT 10 OYTH O51 Ipax.

Jlenanngomun Accord 20 mg ca >KeaTHHOBH TBBPAU Karcysu pasmep “1”, ¢ IbokuHa
npubimzutenso 19,0 mm xo 19,8 mm, Henpo3padHo 3e1eHO Kanade ¥ HEMpO3padHo OsII0 TS0, C
Hagnuc “LENALIDOMIDE”, orrieyatan BbpXy Kamadero B uepHO u "20 mg", oTreyaTano BEpXy
TSIIOTO B 3€JICHO, ChIBPIKAITH OsIT 0 TTOYTH OSUT Ipax.

Jlenamumomua Accord 25 mg ca yKeJTaTHHOBH TBBPAM Kamcyiu pazmep “0”, ¢ IpIDKuHA
npubanzurenHo 21,0 mm mo 21,8 mm, 65010 HEMPO3pavyHO Karmade U TSUI0 C HaIITHAC

, OTIIEYaTaH BbPXY KaladeTo B YePHO U mg", OTHeYaTaHo BbpPXY TSIIOTO B
“LENALIDOMIDE” "25 mg"

3€JIEHO, ChIIbPXKAIIHX OST IO TIOYTH OsLT TIpax.

Jlenanuaomun Accord TBBpAM KalCyly ce npeanaraT B nepGopupan OJucTep ¢ SIUHAYHU 103U OT
OPA AL PVC/anymunueso ¢oinuo.

Omakoku 1o 7x1 wm 21x1 xarcynm.
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He Bcwuku BHIOBE ONaKOBKH MOTaT J1a ObIaT ITyCHATH B MPoIaXoa.

IMpuTtexaTesn HA pa3pelIeHNETO 32 yIOTPeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona,

s/n, Edifici Est 6* planta,

08039 Barcelona,

Hcnanms

IIpousBoaguren

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park,
Paola PLA 3000,

Manra

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50,95-200 Pabianice, ITommra

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnanaus

3a AONBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NpEeICTAaBUTEN Ha MPUTEKATEIIS Ha pa3pelieHreTo 3a ynorpeoda:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LX/MT/NL
/NO/PT/PL/RO/SE/SI/SK/UK(NI)/ES

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL
Win Medica Pharmaceutical S.A.
Tem: +30 210 7488 821
JlaTa Ha mocj1eIHO Npepa3rJiekKaaHe Ha JUCTOBKATA

JApyru n3rouyHunu Ha nHpopmanus

ITonpoOHa nH(pOpMaIHKs 3a TOBA JIEKAPCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
o Jekapcreara http://www.ema.europa.eu
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