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1. WME HA JIEKAPCTBEHUS NMMPOIVKT Ao2842 -y 13- %

[ lomanmanomun | punaexke | mg TBbpaAM Kancyiu
[lomanmaomua I punaeke 2 mg TBbpAM Karcyiu
[Tomanunomua I'puraeke 3 mg TBbP/IM Karcyiiu
[Tomanuaomua I'punaekce 4 mg TBLP/AM Kancyjiu

Pomalidomide Grindeks | mg hard capsules
Pomalidomide Grindeks 2 mg hard capsules
Pomalidomide Grindeks 3 mg hard capsules
Pomalidomide Grindeks 4 mg hard capsules

2 KAYECTBEH U KOJIMMECTBEH CbCTAB

[Homanuaomu/i I pyuHaeke 1 mg TBbPAM Kancy/iu

Besika Tebpaa kancyia eeabpxka | mg nomanuaomun (pomalidomide).

[ loMOUIHM BELIECTBA C U3BECTHO ICHCTRHE:

Besika tBbpaa kancyiia esabpxka 0,0130 mg bpuiasnrno yepno PN u 0,0024 mg A3opyOuH -
KapmoasuH.

[ lomanuaomua | puHAEKC 2 mg TBHP/AM KArCyu

Besika TBbpaa karncysia cbabpka 2 mg noManuaoMui (pomalidomide).

[ loMmOuIHKM BeecTBa ¢ U3BECTHO JIEMCTRHE:

Besika tebpaa kancyia cbabspika 0.0275 mg Cuucer wbiaro FCF, 0,0164 mg bpuasurHo yepro PN u
0.0030 mg AzopyOoun -KapmoasuH.

[Homanuaomua I punaekce 3 mg TBbP/AM KarcyJiu

Besika TBbpaa kancysa cbhabpaka 3 mg nomanuaomun (pomalidomide).

[ lomMOuIHKM BewecTra ¢ U3BECTHO NEHCTBUE!

Besika tebpaa kancysia epabpaka 0,0208 mg bpuasurao yepro PN 10,0039 mg Azopybun -Kapmoasun.

[Tomanugomua | puHaeke 4 mg TBbP/AM Kancyiu

Besika tebpaa kancysa ebabpixa 4 mg nomanuaomua (pomalidomide).

[ loMmo1HK BeLlecTBa C U3BECTHO NE€HCTBHE:

Besika tebpia kancyna cbaspika 0,0259 mg bpunsurao uepro PN 1 0,0048 mg Azopyoun -Kapmoasun.

3a NMBLJIHUA CIMTUCHLK HA NMOMOIILIHHUTE BELIECTBA BHIKTE Touka 6.1,

3. JJEKAPCTBEHA ®OPMA
IBbpaa kancyna.
llomanmaomua | pungeke 1 mg TBLpAM Kancysiu

I'sbpna xenarunoBa kancyna pazmep 4 (npubauzurtenno 14 mm * S mm) CbC CBETJIOCHBO THIO C
Haanuce P1 ¢ 05,10 MacTHi10 U ¢ ThBMHOCHHBO HEMPO3PAyHO Karaue.

[Tomanuaomua I'punaeke 2 mg TBLpAM KancyJiu
I'ebpaa sxenarunosa kancyna pasmep 3 (npubiausuresHo 16 mm x 6 mm) ¢ opau
Ts10 ¢ Haanue P2 ¢ 0510 MacTuilo M ¢ TBMHOCHHBLO HENIPO3PAUHO Kanave.

[ Tomanunomun rpHH,[I',E':}(C 3 Mg TBBPAW Kancyiu \ 4 ,,,
= N\

TBbpna kenarunoBa karicyna pasmep 2 (npubamszurento 18 mm * 6 mm) che ca&{@hﬂﬂmﬁmm‘ﬁ
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Hannuc P3 ¢ 6810 MaCTUNO W ¢ TBMHOCHHBO HENPO3PAYHO Kanaye.

[[omanunomua I'puHaekc 4 mg TBLPAM Kancy.u
TBbpaa xenaTuHoBa kancyna pasMep | (npudausuTenHo 19 mm x 7 mm) ¢bC CHHLO HENPO3PAUHO TANO
¢ Haanuc P4 ¢ 6410 MaCTHI0 H ¢ TBMHOCHHBO HEMNPO3pavHO Kanade.

4. KJUHWAYHH JAHHM

4.1 TepaneBTHYHR NOKAIAHHA

[Tomanmoomun I'puHaeke, B KOMOUMHALMSA ¢ DOPTE30MHUO H AEKCAMETA30H, € MOKA3aH NPH NeUCHUe Ha
Bb3PACTHU NALKEHTH C MYJITHTUIEH MHENIOM, KOATO €A NMONYYHIW NOHE €/1Ha NPEABApPUTENIHA CXeMa Ha
JIeYeHKe, BKNKOYRALLA TEHATTHAOMHA.

[lomanupnomun I punaeke, B KOMOMHALMA C AeKCaMeTa30H, € MNOKa3aH NpH JIEYEHHE Ha BbL3IPACTHH
MALMEHTH € PEUMAMBHPAN W pedpaktepeH MYJITHIUIEH MHUENOM, KOHUTO C€a MOAYUYHIIW TNOHE JBe
NpeaABApUTENHH CXEMH Ha NedeHWe, BKIIIOUBALLM U JIEHATHAOMUA, ¥ DoprelzoMub, M ca nokazanm
nporpecus Ha 3aboNIABAHETO NpPK NOC/AeIHATA Teparus.

4.2 JIo3upoBKa M HAYHH HA NPHJIOKEHHE

Jleuennero Tpabea ga Obae 3aMouyHaTO M NpOCHEAABAHO NOJ HAOMIOACHWETO HA JIEKapW C ONUT B
NEYEHUETO Ha MYJITUIINEH MUENOM.

[lpunaraneTo npoabLIKAaBa UM CE€ NIPOMEHS CNOPEA KIMHMUUHUTE U NabOPATOPHUTE Pe3yTaTH (BiK.
TouKka 4.4).

do3upoBka

Homanuoomuod 6 kombunayua ¢ Gopmezomud u dexcavemazon

[ lpenopbunTenHara HauvanHa no3a lNomanuaomua I'punraexc e 4 mg, npuemana NepopanHo BeAHBK
AHeBHO B [1HH | a0 14 oT nosrapsaiu ce 21-1HEBHH LUHKJIN.

[foMmanupomua ce npunara B KOMOMHaUMs ¢ OOPTEIOMHO M IEKCAMETA3OH. KAKTO € MOKA3aHO B
Tabauna 1.

ITpenopsunTenHaTa HavanHa no3a Gopte3omub € 1,3 mg/m’ HHTPABEHO3HO WAM MOAKOKHO BEAHDBK
OHEBHO B AHUTE, nocoueHH B Tabnuua 1. Ilpenopvunrennara no3a aekcamerasod ¢ 20 mg, npuemana
NepopaJHO BEAHB¥K AHEBHO B AHUTE. nocoucHu B Tabnuua 1.

Jleuennero ¢ nomanuaomMua B komOuHauua ¢ Soprezomul U aekcameTasoH TpsGBa na ce npunara 1o
[IpOTpECHs HA 3a00NABAHETO WIH 10 Bb3HHKBAHE HA HENPHEMIHUBA TOKCHYHOCT.

Tabauna 1. IpenopbunTenHa cxeMa Ha MpHIAraHe 3a NOMAJIHAOMHA B KOMOHHanHa ¢
0opTE30MHO H NEeKCaAMETAZON

Llvkbn 1-8 I)E[eH (OT 21-nHEBEH UMKDBJI)
1 2B Sl {718 0 l1oht 131411516 [17]18 119 o b1
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Cnea uMKba 9 I,ILEH (oT 21-OHEBEH LIHKDBJI)
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" 3a nanyenyTtu > 75-roauMinna Bb3pacT BUXTE ..CNeiMauiv nony1anun",

Hp&‘l-fﬂﬂﬂ HU Q03amd Wil RPCROLCEANEC HUd RPPHEMA T HOMQIUOOMUC)

3a 1a ce 3aMo4YHe HOB LUMKBLA MOMaNKAOMHKA, OposaTt Ha veyTpodunauTe Tpabsa aa owvae > 1 x 104, a

6posT Ha TpomGoumnTiTe > 50 X 10°/1.

YKazaHus 3a NPEKLCBAHE HA NPUEMA UM HAMANABAHE HA 103aTa NPU HEXKENAHH ICKAPCTBECHHU pPEeakUHK,
CBbpP3aHU C NOMANMIOMHA. ca aAajeHH B Tabnuua 2. a 1030BHTE HURA ca onpeaencHu ladbauvia 3 no-

noJy:

Ta6anua 2. YkazaHHua 3a npoMaHa HA 103aTa HTOMATHAOMHA’

ToKCHYHOCT

INMpomaHa Ha g03ara

Heyrponenna®

ABH** < 0.5 x 10”/1 nnu dhebGpnnna
HeyTponeHus (temneparypa >38,5°C u AbH <1 x
10°/)

[IpekbCHETE NEUYEHUETO C TIOMAJIMIOMM/I 34
OCTaHajlaTa 4acT oOT uukbna. Micnenraiire
[TKK*** exece iMHYRO.

O6paTHo nokausane Ha ABH 1o > | x 107/

np(},ﬂ'bﬂ}l{ETE ACHCHHCTO € NOMANHAOMHA  TTPH
€AHO [J1030BO HHBO MO-HHUCKO OT I1IPCIUIIIHATA
40734,

3a Bceku caenrail cnaa ao < 0,5 x 10%1

HPEHLCHETE NCHCHHUETO C MOMAJTHJI0OMHMI.

O6patHo nokausaue Ha ABH 10> 1 x 107/

—

[lpoabaxkere nedeHUETO € NOMATKAOMHUI TNPH
€AHO N030BO HHUBO I10- HUCKO OT NPEAULLIHATA
03a.

TpomOonuTONEHHA
Bpoti TpomGoumnTi < 25 x 107/1

IIpekbCHETE NeYeHHeTo ¢
ocTaHanaTa 4actT oOT UMKbJa.
JIKK**#* execeamuuno.

NOMATHIOMMIL 34
HMicneipavite

OO6paTHO nokavuBaHe Ha Opos TpoMOOUHTH 10
> 50 x 10%/1

npﬂﬂ'hﬂ}ﬂeTE JACHCHHCTO C NOManHaAOMHUa TpH
CAHO N030BO HHBO MO- HHUCKO OT HPCAHILIHATA
Ad3d.

3a BCeKH cneasaill cnan o < 25 x 10%1

[IpekbCHETE NEUEHUETO ¢ NOMATUAOMHKL

OOparHo noka4ypaHe Ha 6poa TpoMOOLMTH 10
> 50 x 107/]

npD,[l'hH}I{ETE JCHCHHUCTO C NOMATIHIOMHI NpPH
CAHO HO030BO HHUBO NO- HHUCKO OT nNpeaviiHaTta
A0734.

OOpus
Obpus = cTenen 2-3

OOMHCIETE TNpEKbCBAHE HA  TIpUEMa
NPeKpaTABAHE HA JIEHEHUETO C NOMANTHAOMHUA.

HIIH

O0pus = ctened 4 uny obpa3zyBaHe Ha MEXypH
(BKIKOYMTENHO  aHTrHoedeMm, aHadunakTH4yHa
peakuys, eKconmaTueeH MNH BynozeH oOpHus wiu
4KO WMa CbMHEHHWE 13a CHHApPOM Ha Stevens-
Johnson  (SJS), TokcHuHa  enmaepmaniHa
Hekponn3a (TEN) unu nekapcreeHa peakuus ¢
eo3ruHopuIMA ¥ cucteMHH cumnTomu (DRESS))

Cnpere OKOHYaTENRO JICHSHUETO (BIK. Tovka 4.4).

Tpyru

HApyru CTEreH 3 CBbp3aHU ¢ NOMANHIAOMHA
HeXenlaHu ChOUTHUA

>

-—

[IpekbCHETE NEUYCHHETO ¢ NoOMANHAOMUA 34

ocTaHasaTa uvact oT uukbiaa. llpu cnensasums
UHKBJ TTPOABIKETE MNPH €1HO JO30BO HUBO MM0-
{HEKET

HHCKO OT npeadiuHara 103a
cuOMTHE TpabBa na e oTIyMANY
noaodpuno ao < crened 2, np
NPWJIAraHeTo),

QTO

JEKCAMETA30H H 34 NOMaNUJIOMKHA B KOMOMHaUNW ¢ JACKCAMUETAZ0H.

* YkazaHuaTa 32 NMPOMAHA HA ;j03ara B Tasv Tabluld ¢a NPUACKHMH 33 NOMATWIOMHI B KOM F(
B ciyvai na HeyTpONCHHA AckapaT TpAOBa /10 0OMUCIN UINON3BAHETO HA PACT CWIH Jakropu. Y




HeyTpoduaun; T TIKK - 1 Iuina kpveHa kapTuHa.

Taoauna 3. Hama1aBaHe HA 103aTa NOMAJIHAOMHI’

H030B0 HHBO ITepopa.iHa 1032 AOMAJIHAOMHA/
Hauanna noza 4 mg
103080 HURO -1 3 mg
Io3oBo nuso -2 2 mg
Ho308B0 HHUBO -3 1 mg

* HamManasauero Ha 203813 B TaM Tadimia ¢ NMpYWJIOKHMO 38 [TOMAJHIAOMWUI B KOMOUnams ¢ ﬁ{‘.lp'l't:'jﬂM HO M JICKCAMCTA3OIT H
34 NIOMATH/IOMHA B KOMOMHALMSA € JEKCAMETA30H.

AKO HEXECNaHW JIEKAPCTBEHW pEaKUWW Bb3UMKBAT Cllel HaMansiBaHe Ha Jo3ara A0 | mg, neueHuero
TpsbBa aa Obae CnpaHo.

Mowmu unxudumopu na CYPIA2

Ako MOuHH nuxuouTopy Ha CYPIA2 (Hanpumep umnpognokcalmi, ¢HoKcauuH U GayBOKCaMHR) ce
ipUnarat ¢JHOBPEMEHHO C NOMAIMAOMHA, 103aTa NOMANMAOMHMA TpAGBa na Obae HamaneHa ¢ 50% (Bik.
TOYKH 4.5 1 5.2).

Hpomsana na dozama wiu npexvceane na IPUEMd Hd DOPME 30.Mud)

3a yKazaHus OTHOCHO NPEKbCBAHE HA NPHEMA HITK HAMAJIABAHE HA 203aTa APH HEXENaHU JIEKaPCTBEHM
peakuuy, cBbp3aHy ¢ bopre3oMunb, nekapure TpaGea aa ce koHcynTHpar ¢ Kpatkarta xapakrepucTuka
Ha npoaykta (KXII) 3a 6opresomuo.

IIpomsna na 0ozama wiu npexwveeane Ha npUeMd Ha OeKCamemaon

YKa3aHU4 32 NPEKBLCBAHE HA NPUEMA MITK HAMANABAHE HA 103aTa NPHU HEXEAHH Peakiiui, CBLPIAHH C
ASKCAMETAa30H C HACKH 103U, ca aaaeHu B Tabiuuu 4 v 5 no-gony. [NpekbeBaneTo UKW NOAHOBABAHETO
Ha npuema obayve ca MO pelUEHNE NeKaps B ChbOTBETCTBUE ¢ KpaTKaTa XapaKTEPHUCTHKA Ha TPOAVKTA

(KXIT).

Tabanna 4. Ykazanug 3a npoMsaHa HA 103aTa A€KCAMETA30H

TokcHunocT Ilpomana Ha jg03ara

Hucnerncus = crenen 1-2 Ilopappxkadite  posata W nekyemaiite ¢
xuctamuHoeyn (H2) Onokepyn UM exBuBAIEHT.
Hamanete ¢ eaqHo 1030B0O HUBO, aKO CHMIOTOMUTE
NEPCHCTHpAT.

Hucnencus > creneH 3 [lpexbcHeTe no3arta, A10KaTO CUMNTOMUTE 6bAAT
osnaaeHu. Hobasete H2 6nokep wnu eksusanent
H NMPOABIKETE NPH CAHO JO30BO HHBO MO-HHUCKO
OT NpeArIIHATA 1034.

Otok > ¢TeneH 3 Manonseaiite anypeTHLM npu HeoOXOAMMOCT M
HaMaltere 103aTa ¢ €1HO 1030B0 HUBO.

ObbpkaHocT Wi npomenu B HacTpoeHueTo |[IpekbCHeTE  npueMa, J0KATO  CHMNTOMMTE
2 CTEMNEH 2 oTwyMaT. [lpoabikere npu eqHO JO30BO HHMBO
MO-HUCKO OT NPEAMILHATA 1034a.

MyckynHa cnabocT > cteneH 2 [lpekncHere po3ata a0 Myckynua caafocT <

creneH |, lipoabmkere npy eano no3 i

HHCKO OT NMpeJrIHaTa A03a. /I
XHUMEepravKeMus > creneH 3 Hamanere fo3ara ¢ eqHO 403080 Y
C HHCYJTHH |
AHTHXHMEPriWKEeMHYHH
cnyyas.




OCTbp NAHKpEaTyT H3karo4eTe nekcaMeTasoH ot aeyedHaTa cxema.

JIpyri CBBbP3aHM C JAeKcaMeTa3oH HexenaHu |[lpekparere npunaraHero Ha  JIEKCaAMETAa3O0H,
peaxuuu > cteneH 3 AOKATO HeXeaaHaTa peakuuds OTWYMH 10 >
creneH 2. npDﬂM}KETE C CAHO JO30BO HHBO NO-

HHUCKO OT NPpEAHLIHATA J1073d.

AKO BB3CTAHOBABAHETO OT TOKCHYHUTE peakuMd NpoABLIKH noseue o1 14 jHM, Toraga ao3ara
NeKCaMeTasoH Lie ObAe NPOAbANKEHA C €AHO 1030B0 HUBO NO-HUCKO OT NpeauviliHaTa 103a.

Taoauna 5. HaMmansaBane HA J03aTA JeKCAMETA3I0H

< 75-roguuinra BbL3pact > TS-ro/KUIHA BL3PACT
Ho3za (Uuxkpa 1-8: Inu 1,2, 4,5,8,9, |doza (ipxkba 1-8: Anun 1,2, 4,5, 8,9,
103080 HABO 11,12 o1 21-AHeBEH LHKDBJ, 11,12 or 21-AHeBeH UKD,
Inksn>9: 1un 1,2, 8,90t 21- Hekba>9: Iuul1,2,8,9 o1 21-
AHEBEH IIHKDbJ) NHEBEH HHKDJ)
HauyanHa no3a 20 mg 10 mg
Ho3o0Bo HuBO -1 |12 mg 6 mg
Jlo30B0 HHBO -2 |8 mg 4 mg 4

HexcameTasoH TpabBa Aa Obae cnpsiH, KOraTo NaUMEHTHT He € B ChCTOAHMWE 1a NoHece 8 mg, ako e < 75-
rOAMLIHA BB3pPAcT, Hau 4 mg, ako € > 73-roaMuiHa Bb3pacT.

B cnyqaﬁ H4a OKOHUYATEJIIHO CIHpAHEe Ha HEKOH OT KOMIMOHEHTHUTE Ha CcXeMaTa iHa AeUEHHe
NPpOABLJDKABAHCTO Ha OCTAHANTHTE JICKAPCTBEHH NPOAYKTH € NO PELWCHUE Ha JIEKapA.

Homasuoomuo ¢ xkomdOunayus ¢ OeKcaMemaion
[IpenopbuuTennara Havanna ao3a llomanuaomua I'punaeke € 4 mg. nipHeMaHa nepopaiHe BealbkK
2HeBHO B JlHu | 10 21 ot Bceku 28-/1HeBeH UMKDII.

IpenopbuntenHara no3a ackcameTtasoH € 40 mg, npuemana nepopanyo seHbx AxesHo B Jluun 1, 8, 15
H 22 OT BCeKH 28-AHEBEH LIMKbJI.

JleueHHeTo ¢ NoManuaoOMKHI B KOMOMHALMA C AekcameTa3oH TpsOBa aa ce mpujara oo nporpecus Ha
3a00N19BAHETO UAU 0 Bb3HHKBAHE Ha HEMPHEMANWBA TOKCHYHOCT.

Hpﬂﬂﬂﬂﬂﬂ HQ 0034ma Wiy RPeKbCeARe Nd npueMd Ha ROMLIUOOM U

YKa3aHud 3a MpeKbCBAHE HA MPUEMA UITH HAMANABAHE HA 03aTa NOMATUAOMHUA BbB BPb3Ka C HEXKENAHM
peakuuriy ca gagedu B Tadbnuum 2 v 3.

IHpomana na oo3ama unu npexveeane Ha NPUCMA Ha OCKCAMEMA0H

YKazaHua 3a NPOMAHA HA 103aTa NPH HEXKENAHKH JIEKAPCTBEHH PEAKLIMU, CBLP3aHU C ICKCAMETA30H, Ca
nAaneHn B Tabaunua 4. YkazaHus 3a HaMansBaHe Ha /103aTa NPU HEXKENAHH PEAKLMH, CBbLP3aHU C
AGKCaMETa30H, ca gaacHu B Tabnunua 6 no-gony. Ilpexscsanero/nogHossaBaneTo Ha npuema obade ca
Mo pellIeHKE IeKapa B CbOTBETCTBUE ¢ aKkTyanHnarTa Kparka xapakrepuctika Ha npoaykra (KXI1).

Taonnua 6. HamManaBaHe HA 103aTa AeKCAMETA30H

< 75-rogHuiHa Bu3pacT > 75-roaHma Bn3pact

{03080 HABO Hun 1,8, 15 u 22 or Bcexn 28-auesen |[[Inn 1,8, 15 1 22 oT Bee Bl
HHKDbJ HHKbJ

HawanHa no3a 40 mg 20 mg

Ho30B0 HUBO -1 |20 mg 12 mg

Hozoso HuBo -2 |10 mg 8 mg




HekcaMeTtaszoH TpaOBa na 6be cnpsH, KOraTo nauueHThT He € B CLCTOsHUE Aa noHece 10 mg, ako e
< 75-roanuiHa Bb3pacT, Wi 8 mg, ako € > 75-ro/iMLIHa Bb3pacT.

CrneunansHy Nonynaiuu

Cmapuecka 6v3pacm
He ce Hanara kopyrupaHe Ha 103ata NOMaTH,IOMMKI.

Homanuoomuo 8 kombunayua ¢ bopmezomub) u dexcamemason
3a nauneHTH > 75-roAKILIHKA BB3PACT HAYAIlHATaA 1034 1IEKCAMETA30H €:

L 3a Huknu | 1o 8: 10 mg seanwxk averno 8 Jduu 1, 2,4, 5, 8,9, 11 n 12 or Bcekn 21-aHenen
LUK BT
o 3a Lluxbn 9 v cneapawn: 10 mg sBeanbxk AHeBHO B luu |, 2, 8 1 9 oT BCeKkH 2] -IHEBEH LIMKBA.

Homanuoomuo 6 kombunayust ¢ oexcamema’on
3a naurdeHTH > 75-roariida Bb3pacT HauanHara j03a JeKCaMeTa3oH €:

* 20 mg BeIHBXK AHEBHO B AHHU 1-BH, 8-MH, 15-Tn U 22-pu oT Bceku 28-AHEBEH HHKB.

Yeprnoopoono yepescoane

[lainentu ¢ odbw cepymen ounupydun > 1,5 x ULN (ropna rpasuua Ha HopMaTa) ¢a M3KIIOHEHH OF
KIWUHUYHUTE Npoy4BaHUs. YUepHoapoOHOTO yBpekKaaHe NOBNHABA YMEpPCHO (hapMakKOKMHETHKATA Ha
noMaanaoMua (Bx. Touka 3.2). He e HeoOX0auMO KOpUrHpaHe Ha HauaaHarta 103a IIOMalHAOMWI, NPH
NAaUMEHTH ¢ YepHOApPOOHO yBpexaaHe, onpeaencHo no kputepunte Ha Child-Pugh. HesaBucumo ot
TOBA NAUHEHTHUTE ¢ 4EPHOAPOOHO yBpexkaaHe TpadBa na ce HabNOIaBaT BHUMATETHO '3 HEXKEJIaHH
peaKkuny U aKo € HeoOX0AUMO, Aa CE NPUIIOKKY HAMANSABAHE HA /103aTa WIIW CTIMPAHE Ha [TOMATHAOMMA.

bvbpeuno yepesxcoane
He e HeobxonuMo KopvrupaHe Ha 103aTa NOMANWAOMUI 33 NALUEHTHTe ¢ OBOpeuHo yBpexcaare. B

AHHTC 3a XCMOJAHATH3a NAaUHUCHTHTE TpﬂﬁBﬂ Ad TIipyeEMAT CBOATaA 1003a NOManuAOMHA Cliell
XCMOAHalt3ara.

Ieduampuuna nonyaayua

Hama cbOoTBETHO NPUNOKEHHE HE NOMANMAOMHA NPH Jeua Ha Bb3pact 0 1o 1 7 roauHH 3a NoKazaHUeTo
MYJITUTIIEH MHENOM.

M3BBbH paspelueHnTe okasaHnsa NoMajiHuA0oMHK/ € NPOYYEH NpW AeLa Ha Bb3pacT oT 4 no 18 roaunu ¢
PELMAHBHPAIUM WK TIPOrPECUpALLN MOFIBUHH TYMOPH, HO pE3YyATaTHTE OT MNPOYYBAHUATA HC
MO3IBONABAT J1a C€ 3aKIHOUYH, Y€ NOJIBHTE OT Takasa yrnorpeda npepb3xoaaT pHckopere. HatMuuu kbMm
MOMEHTa NaHHH ca onucany B ToukH 4.8, 5.1 n 5.2.

Ha4yuH Ha NpUNOKEHHE

[lepopanHo npuiokeHHe

lTomanuaomMua 'puHaeke TBLpAK Kancynu TpabBa na ce NPUEMA NEPOPATHO MO €IHO M CBLIO BPEME
BCeKM AeH. KancynuTe He TpabBa na ce OTBapaT, uynaT Mk Abevar (Bx. Touka 6.6). Kancynute Tpadea
fia C€ I'b/ITaT LEJIH, 33 NPEANOYUTAHE C BOMA, CbC UK De3 XpaHa. AKO HAKOH JIEH NMalMeHTHT 3a0pasu
Aa npHeMe 103a NOMaWIOMUI, TOW TpAOBa ga npueme oOWuAHHATA NpeanKcada Ao3a No CxeMara Ha

crenpauivs aed. [lauuvenTture ne TpaGBa na NpoMeHAT A03aTa, 33 1a KOMIEHCHpPAT NPOfIyCHaTa B
MpeaULLHKTE JHU 103a.

[lpenopbuba ce aa ce HATHCHE caMO €AMHHMAT Kpal Ha Kancynara, 3a 1a ce W3BAAW OT GIucTepa, Karo
TaKa c€ HaMasABa PHCKDT OT AePOPMUPAHETO WK CHYNBAHETO M.

4.3 IIporHBONOKAIANHS

¢ bpeMeHHocCT.

e JKeHH ¢ geTepoAeH MOTEHLMAN, OCBEH 4KO Ca CMA3EHU BCHUKH YCITOBUA
NnpeanasBaHe OT OpeMeHHOCT (BXK. TOYKH 4.4 1 4.6).




¢ [HauuveHTH Mbxke, KOWTO HE Ca B CHCTOAHHUE AA CNCABAT WIH [1a CNA3BaT UIMCKBAHUTE MEPKH 34
KOHTpauenuus (BxK. Touka 4.4),

o (CBPbXUYBCTBUTENHOCT KbM AKTUBHOTO BELIECTBO HIIH KbM HRKOE OT MOMOLUHUTE BCILECTRA.
H30poOEHH B TOUKa 6.1,

4.4 CrneunHAJNHH NPelIYRPEXIACHHN H IPEANAIHH MEPKA NPH ynorpeda

TeparorenHoct

[Tomanuaomua He TpadBa Aa ce npuema no Bpeme Ha OPEMEHHOCT, Thil KaTo C¢ OYaKBa TEpPaTOreHeH
eekT. IloManuaoMua € CTPYKTYPHO CPOACH ¢ TanuaoMua. TaluaoMuI € H3BECTHO TepaTOreHHO
BELLIECTBO NMPH X0pa, KOETO MPUYHHABA TCKKH XKHBOTO3ACTpallaBatlld BpoASHH 1edEeKTH. YCTAHOBEHO
€, Y& NMOMATUAOMUA € TEPATOr€HEeH U NPU NIBLXOBE, W NPU 3ailik, KOraTo ce npuiara B Nepuoja Ha
OCHOBHATA OPraHoreHesa (Bx. Touka J.3).

Ycnosuara Ha llporpamara 3a npeanaszsaHe oT OpeMEHHOCT TpsOBa Ma ¢a W3INMBLJAHEHH 33 BCHYKH
NalUHEeHTH, OCBEH aKO HMa CUIYPHO A0KA3aTEACTBO. Y€ FallMEHTKATA HAMA NeTEPOACH NOTCHIIMAL.

Kpurtepun 3a sxeHu 06€3 AeTepo/ieH NOTeHLUA
[lpuema ce, 4e gameHa nalMEHTKa WM NAPTHLOPKA HA NMAaUHMEHT OT MBXKKWA NoJ € 0e3 feTeponeH
[OTEHLIHAN, aKO OTroBapsd Ha FIOHE €AWH OT CIICIHUTE KPUTEPHU:

e Buw3pact 2 50 roaMnun v ectecTBeHa ameHopes ot > | roanHa (aMeHopes ciel aHTHTYMOpHa
TEpANUAa WKW N0 BPEME HA KBPMEHE HE M3KIKOUBA NETEPO/ECH MMOTEHL AN ).

e [lpexxaespeMeHHa OBapHaiHa HEAOCTATHYHOCT, NOTBBPACHA OT CHELMANHCT THHEKOIOT.

e [IpemuecTBauta AByCTpaHHa CANNHUHIO-00POPEKTOMUSA HIH XHCTEPEKTOMMS,

o XY reHoTHn, CHHAPOM Ha TbpHbP, arcHe3ns Ha MaTKara.

CnBeTH
[ToManuaoMuA € NPOTHBONOKAZAH [PH XKEHH C AETEPOAEH NMOTEHLHAT. OCBEH AKO €a W3NBIHEHH BCUYKM
OT CJIEAHUTE YCIIOBUA:

* Ta pa3Obupa ouakBaHUA TEPATOrEHEH PHCK 32 HEPOAEHOTO JIETE,

 Ta pa3dupa HeoOXoaAUMOCTTa OT eleKTHBHA KOHTpaLenuus, 6e3 npekbeBate, noHe 4 ceamuiu
[IPEAN HAYANOTO HA JICUEHUETO, NPE3 USIOTO BPEMETPACHE HA JIEUYEHHUETO W NOHE 4 CeaMULIM
CNed HErOBHA Kpait,

o JKena ¢ nereposed noteHuuan TpadBa 1a cnesa BCHYKKM ChBETH 3a ePEKTHBHA KOHTpaUENLHE.
OOPH Aa € C aMeHoped.

e TsaTpabsa na € B CbCTOAHME a cNa3Ba e(heKTHBHH KOHTPALIEIITUBHH MEPKU.

¢ Ta e uHpopmHpaHa u paldupa NOTEHUHANHHTE NOCNEACTBUA OT OPEMEHHOCTTa M
HEOOXOAMMOCTTA OT He3abaBHAa MEAMLIMHCKA KOHCYJITALIUA, aKO HMA PHCK OT 3abpeMeHaBaHe.

e Tsa pazbupa Hy»XKNaTa Na 3aN0OYHE NEYEHHETO BBL3MOXKHO HAN-CKOPO CNEA OTMYCKAHETO HA
NOMaTHACMHI CNeA OTPHULIATEREH TECT 3a OPEMEHHOCT.

e Ta pasbunpa neoOX0AMMOCTTAa M MpHEMa ja Ce MoaIara Ha TeCTOBE 3a OPEMEHHOCT Molie Ha
BCCKH 4 CEAMHLH, OCBEH B Clyuyaid Ha MOTBbpPAEHA Ty0apHa CTEPHIIH3ALIMA.

* I's noTebpXkIaBa, ye pasdupa pUCKoBeTe M HEODXOAMMMTE npeana3Hi MEpKH, CBbP3aHH C
W3MOJI3BAHETO HA NOMATMAOMUL.

[Ipeanuceawmat nexap Tpadsa aa OCUrypU NMPH KEHUTE C ACTEPOAEH MOTEHIMA, YE!
¢ nauueHTKaTa ce NpUabLpKa KbM YCNoBusaTa Ha [Iporpamara 3a npeanaseaHe oT OpeMeHHOCT.,
BKJTIOUBALLH H MNOTBBPIKACHHE, Y€ T4 NPOABSABA 4ICKBATHO HHBO Ha pa3bupane;
® MNalHeHTKaTa € NOTBhLPAKIA FOPEeCNIOMEHATUTE YCIIOBHSA.

[Ipn naureHTH OT MBKKU NOA, NpHEMaULH NOMANKIOMKA, (apMaKOKHHETHYHHTE
NOMATMAOMH/L C€ ChABPIKA B HOBELUKATA CrepMa No Bpeme Ha neueHre. Kato npen
Ce UMAaT MPEABHA COCLMANHUTE NONYAalMH ¢ NOTEHIIMANHO YALIKEHO BpEME Ha
HarpuMep 4epHOAPOOHO YBpeXKIaHe, BCHUKH NAUMEHTH OT MBXKH MoJ, npuema
Tpsi0Ba Aa OTrOBapAT Ha CEAHUTE YCIOBUS:

» [JlaunenTsT pasbupa ouakpaHus TepaTOreHEH PUCK NIPH NONOB KOHTAKT C opeme




XKEHA C AE€TEPOACH NOTEHLHaN.

e Toii pazbupa HeoOXOAUMOCTTA OT UINOIIBAHE HA NPE3EPBATHB [IPHU NOAOB KOHTAKT ¢ OPEMEHHA
KE€HA WM XKEHA ¢ NEeTEPOAEH NOTEHUMUAN, KOATO HE NpUnara ePeKTHBHA KOHTpALICHLHA, Npe?3
UANIOTO BPEMETPACHE HA JIEUEHHETO, MO BPEME HA TIPEKBCBAHE HA IPUEMA U B NMPOAb/IKCHHE Ha
7 IHU Ched BPEMEHHO NPEKLCBAHE HA MPUEMA W/HUW CTIUPAHE HA JCYEHUETO. ToBa BKNIOYBA
MDBXKE, H& KOMTO € M3BBLPUICHA Ba3CKTOMMS, KOUTO TpAdBa 2a W3nNon3Bat npelepBaTuB MpH
CEKCYaJIEH KOHTAKT ¢ OpeMeHHa )KeHa WK XeHa C JeTEPOJIEH NOTEHLMAN, Thd KATO CeMEHHATA
TEYHOCT MOJKE BCE NAK 1A CbABPKA IOMAJIUIOMHA U B OTCBCTBHETO HA CNEPMATO30UM.

e Toii pazbupa, ye ako napTHbLOpkaTa My 3abpeMeHee, 10KaTO TOH NprueMa NOMajIUuIOMHUA WiH 7
AHHW ClIeA KaTo € Cnpdaa Aa npyeMa NoMATUIoMUA, TOW TpabBa He3adaBHO 14 YBEAOMH CBOS
JEKYBAaLL JIeKap M 4€ ce [IPEnOpbUBa NAPTHLOPKATA /la ObJe HACOUCHA 3a OLUEHKA M CLBET KbM
aeKap, CneuyanuiInpad Wid ¢ ONUT B TCPaToJ0rusfTa,

KoHTpauenuus

Kenw ¢ gerepoaeH noreHuuan TpadBa na W3INON3ZBAT NOHE €1HH €PEKTUBEH KOHTPAUELNTHREH METO,]
noHe 4 ceaAMHLM TIPEIH Tepanu[aTa, Mo BpeMe Ha TepanqaTta W NnoHe 4 CEJAMMUM cliea Tepanuara ¢
AOMaNUIOMHI, U JOPH fPH BPEMEHHO NPEKbCBAHE, OCBEH AKO MaUMEHTKATa Bb3NPUEME MBJIHO W
NPOABL/DKHUTEAHO BbL3AbPIKAHHE, NOTBLPKAIBAHO €3KEMECEeUHO. AKO NAUMEHTKATA HE € M3NOMBaia
e(heKTHBHA KOHTpauenuMs, T4 TpadBa na Obje HacoYeHa KbM ME/MIMHCKHM CNIEUMATHCT CbC
CHOTBETHATA TMOAMOTOBKA 3a KOHCYJITALMA 3a KOHTPALCTIUMA, 3a Ja C€ 3allOUHE TPOBEKAAHETO Ha
TaKaBa.

Mose aa ce OOMUCIAT CIEAHHUTE NPUMEPH 3a NOAXOAALIN KOHTPAUCNTHBHH METOIH:
¢ Hmnnanrar.
BbrpeMaTouHa cucTema, OCBOOOIK,1aBalla JICBOHOPrecTpe.
Heno ¢opma Ha MeapOKCHITPOrecTEPOH aLIETAT.
TybapHa cTepunuzaums.
[loJIOBM KOHTAKTH caMO ¢ MApPTHBOP, NPH KOHTO € W3IBbpLUCHA BAa3CKTOMHA. Ba3CKTOMUSTA
TpaORa na € NOTBBLpACHA ¢ /1BA OTPHLIATE/IHHA aHANH3a Ha cliepMa.
¢ Huxubupaluu oBynaumsTa xanyera caMmo ¢ NPOrecTepoH (T.e. aesorectpen).

He ce npenopbyBat KOMOWHWPAHU NEpOpajiHH KOHTPALIEIITUBHH CPEACTBA fIPH NAUMEHTKH C
MYJITUTIIEH MHEJIOM, NPUEMALIY MOMANTHAOMHI U JEKCAMETA30H, NOPAH MOBHILEHHA PUCK OT BEHO3HA
Tpomboembonns (Bx. cbwo Touka 4.5). AkOo naudeHTKara npuema KOMOWHUPAHW NepopanHu
KOHTpaUENTHBH, T TPIOBa Na IPEMHHE Ha €IMH OT ePeKTUBHUTE METOAM, H3OpOeHH No-rope. PHCKBT
OT BEHO3Ha TpoMOoemOonusa npoab/kaBa 4-6 ceAMMUM e TNpeKpaTsBaHe Ha KOMOMHUpaHata
nepopanHa KoHTpauenuysa. E(UKacHOCTTa Ha KOHTpaLENTHBHHTE CTEPOWAN MOXKE 1a € HaMaJIEHa Npy
€IHOBPEMECHHO JIEUCHHE ¢ AeKcaMeTa3oH (BxK. Touka 4.5).

HMnnaHtatMTe W BLTPEMATOMHMTE CHCTEMH, OCBODOKIABAUIM fEBOHOPrecTpen, ¢ CBLpP3BaT ¢
MOBHLUEH PUCK OT UHQEKLIMA NPU NOCTABIHETO HM W HEPEIOBHO BarWHAlIHO KbpeeHe. Tpsadsa aa ce
OOMHUCIH aHTHOHOTHYHA NPODUNAKTHKE, OCODEHO APH MALIMEHTKH C HEYTPOITIEHH.

He ce npenopbuBa NOCTaBgHE Ha BbLTPEMATOYHU CUCTEMH, OCBODOMXAABaUM MeA. MOPaaH
NOTEHLHANTHHA PUCK OT HH(PEKLIMA NIPH NOCTABIAHETO UM U 3aryba Ha MEHCTPYaHa KPbB, KOMTO MOXKE
A3 N3JI0KAT HA PUCK MALKCHTKH ¢ TEKKA HEYTPONEHHUS UM TeXKa TPOMOOLMTONEHKS.

Tectose 3a GpemeHHOCT
I1pu xennTe ¢ neTEpOAEH NOTEHUNA, CHIVIACHO MECTHATA NPAKTHKA, MO NEKAPCKK KOHTPOA TpPAOBA Aa
CC NPOBEXKAAT TECTOBE 32 OPEMEHHOCT ¢ MMHHUMA/THA YYBCTBHTENHOCT 25 mIU/ml, kakTo € nocoueHo
No-10ay. ToBa W3UCKBAHE CE OTHACA M 3a XKEHUTE ¢ AETEPO/EH NOTEHLMAT, KOWTO Chnaipa .
NPOABIDKHUTENIHO Bb3IbPKaHHe. B naeannus cnyuail TecThT 3a OpeMEHHOCT. H31ARAHET

H OTNYCKAHETO Ha NCKAPCTBEHHMA MNPOAYKT €€ OCbIUECTBABAT B €AHH M Chblll JEH.

NOMATHAOMHI HA >KEHH C [ETEePOACH foTeHuuan TpsabBa Na CTaBa B PAMKMTE
IpeaANUCBAHETO.

[Ipedu 3anousane na aevenue




TecT 3a OpeMEHHOCT MO/ JIEKAPCKK KOHTPOJ TpsAOBa Ad ce NMPOBEAEC NP KOHCYNTAaUMaTa, KOrarto ce
MpenyMcBa NMOMaINAOMUI, WK fipe3 3-Te AU Npe/d NOCeLeHUeTO NPY NPERNKCBALLMA JEKap. ako
MauueHTKaTa € npwiarana epekTdBHa KOHTpauenuua noyHe B nocneannte 4 ceamuuM. Llenta Ha tecra
€ Ja MOTBLPIM, Y€ NauueHTKaTa He € OpeMeHHA KbM MOMEHTA Ha 3arouBaHE Ha JIEUEHHETO ¢
MOManHJOMHA.

llpocaeoseane u kpau Ha nevenuemo

Tect 3a OpeMeHHOCT MO JIeKapCKU KOHTpOn TpAabdBa Aa ce NnpoBexaa NOHE Ha BCEKU 4 ceAMMULLM,
BKJIFOYUTENHO MOHe 4 cCenMUUM Cliel Kpas Ha JISUEHWETO, OCBEH B Cliyvyal Ha NOTRbpAeHa TylOapHa
cTepwnuzauus. Te3n tecToBe 3a OpeMEHHOCT TpaOBA Aa CE€ NPOBEKAAT B JICHA HA TPEATNACBAHEC Ha
JIEKapCTBOTO WY 1PE€3 3-T€ IHU NpeAr NOCEIEHUETO NPy MPEATTHCBALLKA NIeKap.

JOnbAHUTEIHH NIPEANA3HHA MEPKH

[TauueHTuTe TpabBa 12 OBLAAT MHCTPYKTHUPAHHK NPH HUKAKBKW OOCTOATENCTBA 1a HE AaBAT JICKAPCTRCHHS
NPOAYKT Ha APYTH A4lld M A4 BPLIWAT HECH3INOA3ZBAHWTE B Kpas Ha JICMEHUETO KaMCylu Ha CBOS
¢apmaueBT.

[TauneHTUTE HeE Tpﬂﬁﬂa Jd JapaBat KpbB, CEMCHHA TCHHOCT HITH CNEpMa No BpCME HA NCUHCHHETO (BI'UI.
H MO BPCMC HA TNPEKBEBAHC Ha npuema) H B [PDOIABIGKCHHY HAd NMOHC 7 IHH chen NPCKPATHBALIC Ha
JCUCHHUCTO C NTOMAJIIHIOMHA .

MeaHuuHckuTe cneuranucTd U GonHorjiesaunTe Tpadsa Aa M3NOA3BAT PbLKABMLM 32 €1HOKPATHA
ynotpebda, korato padborsaT ¢ Onuctepa wnu kancynure. 2KeHu, KouTo ca OpeMeHHH Wit MOI03UPaT, ye
MOe Ja ca OpeMeHHH, He Tpadea aa padoraT ¢ GaucTepa nan kancynure (Bx. Touka 6.6).

QOyYHTENIHU MATEPHATIH, OFPAHHYECHUS 3a NIPEANHCBAHE H OTNYCKAHE

C uen ga ce NMOMOIHE HA MALUMEHTUTE da H30ErHat eKcnosvuMs Ha (eTyca Ha MOMATH/IOMM/IL,
IPUTEIKATENAT Ha pa3pelleHUETO 3a ynoTpeda wWe npegocTaBM HAa MEAHULMHCKWUTE CHELHATTHCTH
oOyuuTenen Marepuas, MNOACHNBALL NPCAYNPEKACHUATA 132 O4YAKBAHATA TEPATOrEHHOCT HA
NOMaNHIOMH/, 1aBAaLL CHBET 3a MpUJlaraHe Ha KOHTpaLenuMs HPEIW HAYaNOTO HA ICUCHHETO W HACOKH
32 HEOOXOAMMOCTTA OT NpoBeXAaHe Ha TecTose 3a OpemennocT. llpegrninceaunst nekap rpadpa a
HHPOPMHPA MALMEHTA 33 O4AKBAHHUA TEPATOTE€HEH PHCK M 3a CTPOrUTE NPEANaIHn MEPKH cpellly
3abpemensiBaHe, Kakro ca onpeaencHu B [lporpamara 3a npeanasBaHe oT OpeMEHHOCT, ¥ A4 1ajle HA
NaUMEHTHUTE CBOTBETHATA OOYUYHTENHA OpouIypa 32 NALMEHTA, KAPTa Ha NAUHCHTA W/ WIH EKBUBAICHTHO
CPEACTBO, CHLINACYBaHH € HAUMOHAJIHHTE KOMMETEHTHHW OpPraHn. B cbTpyaHHuecTBO ¢ BCHYKH
HALHOHAJIHA KOMIETEHTHH OPraHd € BBLBCIAEHA NPOrpaMa 3a KOTPOJARPaH A0CTbIl. KOATO BKIMOYBA
M3MOJI3BAHETO HA KapTa HA NAUKMEHTa W/ WM €KBUBAIEHTHO CPEICTBO 3@ KOHTPOA HA NPEANHUCBAHETO
W/AIH OTNYCKAHETO H ChOMPAHETO Ha IaHHH, OTHACALIM CE A0 OKA3aHUETO, 3a Ja C€ cheau ynorpedara
W3BbH OJOOPEHOTO [0KAa3aHHWE Ha TEPUTOpMATA Ha cTpaHata. B wmaeanuna cayuai tecTuT 2a
OpemeHHOCT, H31aBAHETO HA PeLleNnTaTa M OTIYCKAHETO Ha JIEKAPCTBEHHS NPOAYKT TpaOBa 1a cTapar B
€IMH W b ZeH. OTIMYCKAHETO Ha NMOMAaNHAOMHA HA KEHH € AETEPOAEH TIOTeHUWAN TpaOBa Aa cTasa B
PaMKWTE Ha 7 AHM CleA NMPEANUCBAHETO W CNEA OTPHUATENEH Pe3yiTaT Ha TecT 3a OPeMEHHOCT 110/
JCKApPCKn KOHTpod. Peuenture 3a eHd ¢ ACTCpOaeH NOTCHUMan morar ja ObJaT ¢ MakcUMalHa
MPOAB/DKHTENIHOCT HAa JICYCHHETO 4 CeAMUUM B CHOTBETCTBHE ChLC CXEMHMTE Ha NpuardHe 3a
0N0OpeHHTE Moka3aHHA (BXK. Touka 4.2), a peuenTUTE 33 BCHUKU APYIH NALKMEHTH Morat aa 6nLaar ¢
MaKCUMaTHa NPOALIDKHTEIIHOCT Ha A€YEHHETO |2 ceaAMMLIM.

XeMaTONOrH4YHU CLOHUTUSA

HeyTponenus ¢ Hail-yecTo chobluaBaHaTa XeMaTONOINMYHA HEXENAHA AEKApCTBEHA peakuus oT 3-Ta
Wnu 4-Ta CTENEH MPH NMAUMEHTH C PEUUIMBHpA/pedpakTepeH MYATHNIEH MHENOM, CJleaBaHa ofT
aHemust U TpombouuTonenus. [launernTrure TPabBa na ce HabMI01aBaT 33 XEMATONOMHUHH HEXENaHK

IEKapCTBEHH PeakUHuH, oCco0eHO 3a HeyTponeHus. [launenTuTe TpsOea na 6bJAT MOCHBEIRANU,_ L
cbobIaBaT 3a (ebpwinn enuzonn HesabGasHo. Jlekapute TpaGsa na HabGarO1aBaT e
MPpU3HALKM Ha KbPBEHE, BKIIOMHTENHO €NMHUCTaKcUe, ocobeHO npH  ynotpeda /
NEKapCTBEHH MPOAYKTH, 38 KOHTO € M3BECTHO, Y€ YBCIMYABAT PUCKA OT I{'prE:H
IlbiHaTa kpbBHA KapTvHa TpsbBa na ce cneaH Ha M3XOAHO HUBQ. execeIMHYHE

CCAMHULIM YU €XKEMECEUHO criel ToBa. Bu3MoxkHO € a ce Hanoku npomMsaHa Ha no3afft




ITpy HAKOW NalMeHTH MOXE a CE& HAJTOXKHK NOJIbPXKALLO JICHEHHE C KPbBHH NPOAYKTH H/HJIW PaCTEXHH
dhakTopH.

TpomboembonuuHu crOUTHA

[TauueHTH, MonyyaBald NOMAIUAOMUIA WX B KOMOHWHalLMg ¢ OOpTe3oMUD M AEKCAaMETa30H. WK B
KOMOMHALMA C 1€KCAMETA30H, Ca NOAYYHUIU BeHO3HH TpoMOoeMOOoIHUYHK ChONTHS (NPEAMMHO 1BAI00KA
BeHO3Ha Tpombo3a W Oenoapobua emOonKua) U aprepuaiHn TPpOMOOTHUHH CBOWTUA (MHGAPKT Ha
MHOKap/a W uepedpoBackynapeH HHUUAEHT) (Bxk. TOUKa 4.8). [TauveHTH ¢ U3BECTHH PUCKOBH HaKTOpH
3a TpomMOoeMOONUs — BKIIIOYMTENHO NpealiecTsaita Tpomobosa — tpabea aga ObaarT Habnronasamu
BHUMaATEHO. Tpabra na ce npeanpuemaTr JeNCTBUA B ONUT 1@ CE€ CBEJAT A0 MHHHUMYM BCHMKM
W3IMEHAEMH PHCKOBH akTopy (Hanpumep, FMYyLWEHEe, XUNCPTOHHA M XUNEPIAUNHACMUA).
[IpenopbuuTe/iHO € NallHEHTUTE M NeKapuTe aa Habawaaear 3a NpU3HALK M CUMITOMMH Ha
Tpomboembonug. Hauuenrure Tpadra na 6BAAT UHCTPYKTUPAHU 1A THPCAT MEIMLMHCKA MOMOLL, aKo
Pa3BUAT CHMITTOMH KaTO 3avX. 00JIKA B FLpAMTE, NOABA HA OTOIM NO pbUETE WKW KpakaTa. | Ipenophusa
C€ AHTHKOArynaHTHa Tepanus (OCBEH ako € NPOTHRONOKA3aHO) (KATO AlICTHIICANIHIIMIOBA KHCEIHHA,
pappapuH, XenapyuH HAH KIOMUAOFPESN), OCODEHO NPH MAUMEHTH C AOMBAHUTENIHH TPOMOOTUUHH
pUCKOBH (haxTopu. PelieHue 3a 3ano4vBaHe Ha npodunakThka TpadBa Aa ce B3eMe Cled BHUMATENHA
OLIEHKA HA HANHYHUTE PUCKOBH HAKTOPU HA OTAECNHHS NMAUMEeHT. B KAMHWYHK NPOYUYBAHKA NALKEHTH
ca NOJNIy4aBATH NPOPHUIAKTHHHO AUETHICATHLUMWIORA KUCCIHHA H/IH AITCPHATUBHA aHTUTPOMOOTHYHA
Tepanua. Ynorpedara Ha epUTPONOETHYHHU CPeACTBA BOAH N0 PHCK OT TPOMOOTHUHKM CHLOHTHA. BKA.
Tpomboembonua. 3aToBa €PUTPONOETUUHHUTE CPE/ICTBA, & TAKA CbLIO U APYIH CPeACTBA, KOMTO MOIAT
18 yBeArUaT pyucka ot TpoMdoeMbONnruHK cuOnTHUR, TpaOBa a ce npuiarat ¢ NOBULLICHO BHHUMAHHUE,

HapylileH1s Ha WWTOBHAHATA #UT€3a

Cvofiiarany ca ciyyad Ha xunoTupeouauabm. [lpead HAuanoTO Ha NeueHHETO Ce MNPEnopnLYBa
ONTUMAIEH KOHTPOJ Ha ChITbTCTBALMMTE 3a00N4BaH1S, BAHACLIN BbPXY QYHKLMATA HA LLUTOBUMAHATA
xaresa. [lpenopbuga ce npociesssate Ha (PYHKUMATA HA ILUTOBKWHATA KS1€3a HA WIXOAHO HHUBO M B
X0/la HA JIEYEHHETO.

[lepudepHa HeBponaTus
[TauvenTn ¢ HanWuHa nepu@epHa HEBponaTus > 2-pa CTeNeH ca MW3KIYEHH OT KIMHWUHKTE

MPOY4YBaHHs ¢ NOMATHAOMUI. TpAOBa Na ce MOIX0KAA C HYXKHATA NPEANA3TMBOCT, KOIato ce obMuUcis
AEYEHUETO HA TAKUBA NAUMEHTH C MOMATHAOMHA.

JHaunuMa cbpagyHa AUCPYHKUHUS

IlaumentTH cbe 3HAuUMMA cbpaeyHa AUchyHKUMA (3acToMHA cbpaedHa weaoctaTbuHOCT [NY Heart
Association knac Il unu 1V]; urdapkT Ha MHOKapaa B pamkuTe Ha |2 Meceua cnea 3anouBaHe Ha
[MPOYUBAHETO; HECTAOWUITHA WM HE3AJO0BONHUTEHO KOHTPOAMPAHA CTEHOKAPAHMSA) €3 M3KNOUCHU OT
KIMHUYHHATE MpOoyuyBaHHA ¢ noManHaoMua. Cboduiasa ce 3a chbOUTHA, CBBP3aHHU CbC ChPLCTO,
BIUIIOUYMTENTHO 3aCTOWHA ChPACYHA HEAOCTATBUHOCT, 0€10APO0EH OTOK M NpeachpAHO MBLXKACHE (BK.
TOuKa 4.8), rTaBHO NPH NALIKEHTH CbC CbLIECTBYBALILO ChPACHHO 3a009BaHE HAK PUCKOBH (BaKTOPH 110
OTHOLIEHWE Ha CcbpuLeTO. Tpadea Ja ce MoAXokKAa C HYXKHATA MNPEanasiHBOCT, KOrato ce obOMucs
JICYEHHETO Ha TAKMBA NMALKEHTH C OMANUAOMH/L, BKIKOYHUTENHC NEPUOAMUHO HabmoaeHue 3a
NPU3HALUK HIH CUMIATOMH Ha CBOUTHSA, CBBP3aHKH ChC ChPLIETO.

TyMOp-TU3HC CHHAPOM
[launenTnTe ¢ HalM-rONAM PUCK 3a pa3BUTHE HA TYMOP-JIM3HC CHHPOM Ca T€IN ¢ BHCOKO TYMOPHO

HaTOBapBaHe MPEIH 3aN0YBAHE Ha JIEYEHHUETO. Te3n nauMeHTy TpadBa na ce HabNI1aBaT BHUMATENHO
W 1a ce€ B3EMAT NOAXOAAUIN NPeNa3HU MEPKH.

Bropu NLpBUYHH 3N0KaYECTBEHH 3a00sBaHuUS
[lpy nauuenTH, noNy4aBallt NOMAIHAOMMA, C€ CHOOWABAT BTOPH [IBPBUUYHU 13
3a00714BaHUA KATO HEMETAHOMEH paK Ha koxkata (BXK. Touka 4.8). Jlekapute Tpatea
OUCHABAT MALWEHTHTE 3a HAIIWYHETO HA BTOPH NMbPBUYHH UTOKAYECTBEHU 3a00N9B

BPCME Ha NCHCHHUETO, KATO H3MNON3BAT CTAHAAPTCH CKpPUHHHI 3a pak, 4 /1a Ha3Havyaea
NOK&3aHNETO,

I}




ANEpPruyHy PeaKkLMH U TEKKUA KOXKHU PEAKILKH

CboOwaea ce 3a aHrvoeaeMm, aHaQUIaKTHYHA PCaKUWS H TEHKKH JIEPMATONOTHYHH PeaKLuH,
BrmouuTendo SJS, TEN u DRESS, apu ynorpebara va nomannaomua (sx. Touka 4.8). INaunernture
TpAbBa Aa OBAAT KOHCYNTHPAHHU 34 NPU3HAUMTE U CUMIMITOMUTE HA TE€3U peakiiuu OT NPEANUCBaLLHTE
nekapu, U TpadBa Aa ObAAT MHCTPYKTHPAHK A1a NOTHPCAT HE3adaBHO JICEKapCKa MOMOLLL, aKO pa3BUsT
Te3n cumnromu. [lomanuiomun Tpsadea na ce npeycTaHoBH npu ekcoauaTHBEH UAK Oyn03eH oOpuB
WK ako uma ceMHenms 3a SIS, TEN uan DRESS u He TpsabBa na ce nonHoBABa ciiea npekpaTaBaHeTo
MY NOpaau Te3un peakuuu. [lauMeHTU C aHaMHe3a 3a CEPUO3HH ANepruuHH peaklliH, CBbP3aHH C JIEUSHHE
C TATHAOMM/ H/IH NEHANTHIOMH], €A U3KIIKYEHH OT KIIMHHUHHWTE NPOoy4BaHHUs. TakHBa NallHEHTH MOXKE
Na ¢a C NO-BHCOK PHUCK OT peakUHKW HA CBPbXUYBCTBUTEAHOCT U He TpalBa j1a NoJiyyaBaT NnoMatMaOMuL.
[1pn koxeH 0OpuB oT cTEneH 2-3 TpadBa na ce 0OMUCIM NPEKBLCBAHE HA MPUEMA MM NPEKPATABAHE HA
neyeHrHeTo ¢ noManuaoMua. IloMmanmnaomua TpabBa aa ce NpekpaTv 3a NOCTOAHHO NPH aHrHOedeM H
aHagUNaKTHYHA peaKkuus.

3amMasaHoCT U 0ObPKAHOCT

[lpr w3non3ssaHe Ha NOMaAIMAOMHKA ce cboblllaBa 3a 3aMasHOCT M ChCTOSHME Ha OOBPKAHOCT.
[MaunenTure TpsOBa Ra M3OArBAT CUTyauMu, NPH KOWUTO 3aMasHOCTTA HAK OObPKAHOCTTA MOraTt ;1a
ObAaT npobJsiemM, U Aa HE NPHEMAT APYTU JICKAPCTBCHU IPOIYKTH, KOUTO MOTAT J1a NPHUMHAT 3aMasHOCT
Unu oObpKaHOCT, 03 bPBO A3 MOTBLPCAT MEJAHUMHCKH CHBET.

HUntepcTHuanta benoapobHa Gonect (UBb)

Ubb « cebp3ann ceOUTHA, BIIIOYUTENHO Cy4aH Ha NMHEBMOHUT, ce HAOM0AAaBAT NPY MOMAJIMIOMM/L.
TpsbBa nma ce M3BBLPIUM BHUMATEIHA OLEHKA HA MAUMEHTUTE C OCTBP MPUCTLI WIM HEOBSCHUMO
BiowaBane Ha OenoapobHuTe cuMnTOMM, 3a aa ce uskawuu WUBb. TNomannpomun Tpabea 1a ce
MPeKbHCHE, A0KATO Ce H3cneasaT re3u cuMnTomu, u ako Mbb 6nae norebpaena, tpadsa na ce 3anoune
noaxoaswo nevenue. [tomanuaoMun Tpabea ga ce NOAHOBH CaMo Cliea UAAOCTHA OLEHKA HA NMONZUTE
N PUCKOBETE.

YepHoapobhuu HapyureHus

[lpy nauHeHTH, JIEKYBaHH ¢ MOMaNUAOMKI, ¢& 3a0ens3BaT 3HAUUTENHO NOBUILEHH HMBA HA ANAHHH
aMHHOTpaHc(pepaza W OunupyOun (k. Touka 4.8). UMa v cnyyanm Ha XenaTuT, KOUTO BORT A0
npekparsBaHe Ha noManuaomu. Ilpenopbysa ce peaoBHO npocneasaBate Ha YepHoapoOHaTa PyHKLHS
Mpes MbPBUTE 6 MECELIA OT JICYEHHETO € IOMAJTHAOMH/ H CAEA TOBA KAKTO € KIMHHWYHO MOKA3aHO.

Hudekimu

Pagko ce cwhobluasa 3a peakTHBUpaHe Ha XenaTuT B npw mauuentH, noayuaBatliy nOManuoMHa B
KOMOHHAIHs ¢ AEKCAMETAa30H, KOUTO Npeau ToBa ca GunH nHdekTHpanH ¢ BUpyca Ha xenatut B (HBV).
Hakow oOT Te3w cny4an nporpecupat A0 OCTpa 4YepHOAPOOHA HEAOCTATBYHOCT, BOJCIA 10
NPEKpaTABAHETO Ha NOMANMAOMUI. BUpYCHUAT CTaTyc No OTHoILeHHe Ha xenatut B Tpsabsa na 6wae
YCTaHOBEH MNpPEAH 3arno4BaHe Ha JICYEHWE C NoMatMaoMua. 3a NauHeHTH, KOUTO ¢a No3MTHRHY 3a HBYV
UHGEKLKS, CE NPENOPbUYBA KOHCYITALMSA ¢ AeKap ¢ OfUT B JieueHHeTo Ha xenaTut B. TpsaGea na ce
MOAX0XKAa Npeana3iiBo, KOraTto NOMAIMAOMHA B KOMOMHALMS# C J€KCAMETa3oH ce npuaara npu
FAUMEHTH, KOMTO Npeau ToBa ca Ounn uHdexrupauu ¢ HBV, BkntouHMTenHO naltMeHTH. KOUTO ca anti-
HBc nosutueuu, Ho HBsAg neratusny. Tesu naunentn TpaGea aa ce HabnioaaBaT BHUMATENHO Mpe3
LANOTO BPEMETPAEHE Ha TEPANHATA 33 NPU3HALKN H CHMATOMH Ha akTHeHa HBV nndexums.

[1porpecusna myarudokanna neskoeHuedauionarus ([IMJ1)
ChoDiueHH ca cayyau Ha NporpecusHa MyTH(OKAIHA NeBkoeHLEANONATUS, BKIKOYHTENHO C IeTaleH
W3XO[ NpH yrioTpebara Ha nomanuaomul. 3a [TMJI ce cbobwIaBa HAKONIKO MeceLa 10 HAKONIKO FrOAHHH
CieA neveHHeTo ¢ noManuaomua. CbroblueHuTe ciiyqan ca 0OMKHOBECHO MpH NaUMEHTH, KOMTO NpUeMaT
CBMBTCTBALLO EKCAMETA30H, WITH ca O Ha NpealnecTBalla APYra MMYHOCY NPECHBHA XUMUOTEPANus.
Jlexapute Tpabea Aa npocnensBaT NMaUMEHTHTE PeAOBHO M 1a siunouat [IMJ1 B audepesr
AWarHo3a npM MauHEHTH C HOBOOTKPUTH HJIH BACLLABALLK CE HEBPOSOIHUHH CHMNTOME, &
WK NOBEACHUYECKH NPH3HALUM MK CUMNTOMK. Chlno Taka nauneHTuTe Tpaosa aa Ob / T
la KHQOPMHPAT 32 JIEUEHHETO NAPTHBOPA CH HITH JTHLATA, KOUTO CE rpUKaT 3a THX, H s

[a 3abenekar CUMNTOMU, KOUTO NAUMEHTBT He 3abensa3sa.




Ouenkara 3a [IMJI TpabBa na ce 0CHOBaBa Ha HEBPONOTHUHO WICHEABAHE, AAPEHO-MAIHHTEH PE3OHANC
Ha MO3bKa U aHaTK3 Ha rpbOHauHo-Mo3buHaTa TesHocT 3a JIHK na JC eupyca (JCV) dypes nonumepasna
BepikHa peaxuusa (PCR) unn Mmo3buHa Ononcus ¢ recteaue 3a JCV. Orpuuarennuar pesynrar ot PCR
3a JCV He m3xumousa [IMJ]. BB3MOkKHO € J1a ¢€ HANOXKH JAONBLIAHUTENHO NPOCaeJaBaHE U OUEHKA, aKO
He MOxe a Obae MOCTaBeHa a/ITEpHaTHBHA AXarHos3a.

Ako vUMa cbMHeHus 3a [IMJ], no-HaraThIIHOTO Npuharane cnesBa aa ¢e NPeyCcTaHoOBMU, AOKATO HE C¢
n3kaouu [IMJL. Ako ce noreepau [IMJI, nomainaoMua Tpadea na ce nNpeyCcTaHOBH OKOHYATENRHO.

CoabpXKaHWe HA HaTpUi
To3u nekapcTBed NpoAyKT Chabpxa no-manko ot 1 mmol Hatpuh (23 mg) Ha Kancyna, T.e. MOXe /14
CC KaxKe, Y€ MPAaxTUUYECKH HE ChABbPIKA HATPUHA.

Coaspxkanune Ha bpunantio yepHo PN, Cuhcer skbaro I'CE 1 Azopybun_-Kapmoasuu.
To3Kn nekapcTBEH NPOAYKT CbAbPIKA OUBETHTENHUTE bprunanTHO uepHo PN, Coucer xwato FCF (camo
2 mg TBbpAA Kancysa) 1 A3opyOrH -KapMoa3vH, KOUTO MOraT [1a Npean3BHKAT AIEPrUiHK peakiUM1H.

4.5 B3anMoaeHcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aUMOAeHCTBHE

EdekT Ha noManuaAOMKA BbPXY APYTU N€KAPCTBEHH NPOAYKTH

He ce ouaksa NOMaTMAOMHU 12 NPEANH3BHKA KIIMHHUYHO 3HAYUMH (PapMAaKOKHHETHYHH B3aHMO1CHC TRUA
nopaav HHxubHpaHe uan HHAYKUHA Ha P450 w30eH3UM UK UHXHOUpaHE Ha TPaHCNOPTEPUTE, KOTaTo
ce npuiara €AHOBPEMEHHO CbC CyOCTpaTH Ha TE€3M €H3UMH WK TpaHcnoptepd. TloTeHuuansvt 3a
MOJOOHW B3aUMOIEHCTBHA, BKMIOYHTENHO MNOTEHLUMATHOTO BAHSIHAE HA MNOMAJMAOMMA  BBPXY
¢apMaKOKUHETHKATa HA KOMOUHUPAHH NEepPopanHy KOHTPALENTHBH, HE € KIMHUYHO AOKa3aH (BXK. TOUKA
4.4 TepaTOreHHOCT).

Edekt Ha Apyry KekapcTBeHH NPOAYKTH BbPXY NOManHIoOMK

[Tomannaomnn ce metadbonusupa yactTuyuHo upe3 CYPIA2 u CYP3A4/5. Toit e cbuwio u cybetpar wa P-
rnukonporevya. EAHOBPEMEHHOTO NPUAGKEHHE HA MNOMANMAOMMA € MOILHMA HHXUMOMUTOpP Ha
CYP3A4/5 u P-gp kerokoHazon Mau ¢ MowHus uHayktop Ha CYP3A4/5 kapbamazenuH Hama
K/IHHHYHO 3HAYMM eQEKT BbPXY €KCNO3MUMATA Ha NoManuaoMua. EAHOBpeMeHHOTO npuioxenue Ha
MOLHHA UHXHOUTOP HAa CYPIA2 nyBOKCAMHH ¢ NOMATHAOMHA B NPUCHLCTBHETO HA KETOKOHA3OI,
yBEAHYaBa CpeHaTa eKCro3nums Ha nomanuaoMua 2o 107% c 90% nosepurenen unrepsan [91% no
124%)] 8 cpaBHEHHE C NOMANTHAOMHU IJIOC KETOKOHA304. [Ipy BTOpO npoyuBaHe 3a OLEHKA HA NPUHOCA
camo Ha HHXHOUTOp HA CYPI1 A2 3a npomenunTe B MeTabonnimMa, eAHOBPEMEHHOTO HPUIOKEHHE CAMO
Ha (PYBOKCaAMHH C MOMAIWAOMMA YBE/IHUABA CPEHATA €KCITOZHULIMA HA MOMAIW,10MHA 10 125% ¢ 90%
noseputeneH uurepsai [98% a0 157%] B cpasHeHue camo ¢ nomanmaomMua. AKO MOLHH HHXHOUTOPH
Ha CYP1A2 (Hanpumep uunpoduiokcauut, eHOKCakuH U GuyBOKCaMHUH) Ce NpUIIaraT €AHOBPEMEHHO C
NOMAJTHIOMM A, HAMANETE 103aTa noManvaoMua ¢ 50%.

HekcameTa3oH

EAHOBPEMEHHOTO MHOTOKPATHO NPHUIIOKEHHE HA JO3H OT MakCHMyM 4 mg nomanuaomMua ¢ 20 mg no
40 mg nekcametasoH (cnab Ao ymepeH uHaykTop Ha HAKONKO CYP ensuma, sinountento CYP3A) ua
MALMEHTH C MYNTHNNEH MHEAOM HAMA edekT Bbpxy (GapMakoKMHETHKATa HAa [OMANMAOMH,1 B
CPAaBHECHHUE C MOMAJTHAOMHA, NMPHUIIATAH CAMOCTOATEHO.

EdexTsT Ha nekcaMmeTasod BbpXy BapgapuH He € nieected. [IpenopbuBa ce BHUMATENHO cACICHEe HA
KOHLIEHTpauuATa Ha BapapHH Mo BpEME HA NEYECHUETO.

4.6 PDepTHIANTET, OPEMEHHOCT H KbpMeHe
JKenu ¢ 1eTepoaeH NOTEHUHAN /KOHTPALIENLMA MPH MBIKE H YKEHH

Kenu ¢ aeveponen noreHuMan Tpabea Aa M3ION3BAT ePEKTHBEH KORTPAUEITHBEH
JIeKyBaHa ¢ NOManruaoMu/, 3adbpeMenee, neveHueTo TpaORa Aa Objae crpsHO » nany




MapTHLOPKA HA MbXK, JEKYBaH C TIOMaIHAOMUK/I, 3abpeMeree, ce npenopbusa T8 1a 0bAe HacoeHa 1a
OLEHKA U ChBET KbM JIEKap CNeuManuctT Mnyv ¢ onur B TeparoirorusTa. [lomManuiioMua ce cbabpxa B
yopelkarta cnepma. Karo npeanasHa MspkKa, BCHYKK NAUMEHTH OT MDBXKKH NOA, NpPACMaLiH
MOMAIMIOMHUA, TPAOBA Ad U3NOA3BAT NPEe3epPBaATUBH PE3 LAJIOTO BPEMETPAEHE HA JICYEHUETO, 110 BPEME
Ha MPEKbLCBAHE Ha MPHEMA W B TIPOAB/DKEHHE HA 7 AHH CJE/ OPEKPaTABAHEC HA JICHYEHHETO, aKO

NapTHLOPKATA UM C GpemeHHa HIH C ACTCPOACH NOTCHUHAJT K HC MPOBCAK/d KOHTpALICTILHA (BH{. TOYKH
43 w 4.4).

bpeMeHHOCT
[Ipn xopa ce ouakBa TepaToreHeH eekT Ha nomandaomua. HomanuaomMua € NpoTUBONOKA3aH Mo

BpeME Ha OPEMEHHOCT U TNPH KEHH C AETEPOAEH NMOTEHIIHAM, OCBEH KOIaTO €a U3MbJIHEHH BCHYKH
yC/IOBUA 3a Npeana3saHe oT OpeMeHHOCT (B, Touka 4.3 v 4.4).

Knpmede

He ¢ u3secTHO Aanu noManuaoMu/l ce eKCKkpeTHpa B kbpMarta, [lomanuaomni ce otkpuea B KbpMara
Ha [N1LXOBE B FIEPHO/ HA laKTaUMWA CJIEA NPHUIOKEHHWE Ha MakkaTa. [lopaan noTeHuHana 3a HexenanH
JIEKAPCTBEHH PEaKLHUHU Ha NOMaNUAOMNI NPpH KbpMadera. TpadBa Jia ce B3eMe pelieH e J1anuy f1a ce
PEKPATH KbPMEHETO UIIH 1A €€ CNPE JICKAPCTBCHUA NPOAYKT, KaTO C€ B3EME TIPEABKA Nos3aTa oT
KbPMEHETO 3a ZeTeTO W NoJ3aTa OT TEPANHATA 3a XKEeHaTa.

QepTUIUTET

YCTaHOBEHO €, YE NOMANIMAOMHI MMA OTPHLIATEIHO Bb3ACHCTBHE BLPXY (DEPTHIMTETA K € TEPATOrC¢HEH
npH XUBOTHH. [loManuaoMua npemuHasa npe3 naaueHTaTa v € OTKPUBA B KpbBTa Ha fuioja cJel
MpUAOKEHUe Npu OpeMeHHH 3aiium (BXK. Touka 5.3).

4.7 EdjexkTH BbpXY cnocodHOCTTA 32 WopHpaHe H padoTa ¢ MAIHHA

[loManyuaoMKx NOBAKMABA B MasKa 10 YMEPEHA CTENEH CNOCOOHOCTTA 3a Wwodupate u paboTa ¢ MallHHM.
Cpobuiasa ce 3a yMOpa, NOHHKEHO HUBO Ha Cbh3HanWe. OOBLPKAHOCT ¥ 3aMasHOCT NpH viotTpeba Ha
MOMATHAOMMKA. AKO ca 3acerHaTH, nauueHTuTe TpsOBa n1a ObaaT HHCTPYKTHPAHK 1a He wodHpaT, aa
HE U3MOA3BAT MALUWHM W [1a HE W3NBIHABAT ONACHM 33Ja4M, NOKATO C€ IEKYBAT ¢ NOMATUIOMHUA.

4.8 HexenaHn JeKapcTBEHH peaKitHH

Pe3iome Ha npoduia Ha Be3zonacHocT

* Homanuoomuo & xombunayusa ¢ 6opmez0Mud U OeKCaAMema3oH

Hah-uecTo cpoOIaRaHUTE HAapyLUEHHA Ha KpbBTa M JUMGHETa cucTema ca HeyTponeHusa (54.0%).
TpomOounTOonenns (39.9%) n anemus (32.0%). [Apyru Haid-uecto chobuaBainn HeXeEIANH peakiing
BKJTIOUBAT nepugepHa ceHlopHa HesponaTus (48.2%), ymopa (38.8%), anapua (38.1%), 3anex (38,1%)
U nepudeped otTok (36,3%). Haii-uecto cboOlaBaHHTE HeXeNaHu peakunH oT 3-1a HAK 4-Ta cTeneH ca
HapyUICHUA HAa KPbBTA W IMM@PHATa CUCTEMA, BIJIIOUUTENHO HeyTponenns (47,1%)., tpomBounToncHus
(28,1%) n anemusa (15,1%). Hait-yecto chobinaBanara cepro3Ha HeXeNaHa pPEaKuus € NHEBMOHUS
(12,2%). [lpyrn c»0011aBaHy CEpHO3HU HEXENaHHU PeakuWn BiuTtouBaT nupekcu (4,3%), undekums Ha
AONHUTE JUXaTeNHH mbTHwa (3,6%), rpun (3.6%), OcnoapobHa embonua (3,2%). npeacbpaHo
MbiaeHe (3.2%) u ocTpo 6BOpeuno yBpexaane (2.9%).

- Homaruoomuo 6 KoMOURAYUS ¢ OCKCUMECMU3ION

Haii-uecTo cpo01aBaHnTe HeXeNaHu peakii NPH KIHHUYHITE [TPOYUYBAHHUS Ca HAPYLLIEHHS HA KPbBTA
W nuMbHATa CHCTEMA, BIJIIOMUTENHO aHeMus (45,7%). Heytponenus (45.3%) n TpomGounToneHus
(27%); obwmK HapyuwieHHa M €heKTH Ha MACTOTO HAa NPHIOKEHHE. BKIKOMHTENHO yMopa (28.3%).
nupekcus (21%) n nepugdepen orok (13%); v nudekunn U KHpECTALMKN, BIUTFOUHTENHO NH
(10,7%). 3a nepudpepra HeBponaTHa KaTo HexeNlaHa peakiinsa ce chobimasa npu 12,3% o
a BEHO3HH eMOonHUHK win TpomBoTHUuHK csOuTna (VTE) kaTo Hexkenanu peaxumu c
3.3% ot naunentute. Hali-uecto cboOluasaHuTe HexenaHW peakuun oT 3-Ta Wil
HapYLICHHA Ha KPbBTA W JIMM(]HATA CHCTEMA. BIUIDYUTEAHO HeyTponenus (41.7%
TpoMOounTonenus (20,7%);, nHbekuun M HMHpECTALMN, BKTIOUYHTEIHO TTHEBMOH
HAPYIIEHNWA ¥ ePEKTH Ha MACTOTO Ha MPHNOXKEHHUE, BKIKOUHUTEAHO yMopa (4,7%).
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nepugepen oTok (1,3%). Hali-uecTo ckobulasanara cepro3Ha Hexkenana peakuma € nHEBMOHKA (9,3%).
Hpyrn cnobluaBaHM CEpPUO3HHM HEXKENaHW peakuuu BKmMouBaT ¢edpuaHa HeyTponienus (4,0%).
HeyTponeHdus (2,0%), tpombounTonenus (1.7%) n VTE Hexenanu peakumm (1.7%).

C'bﬂ].ﬁCTB}’Bﬂ TEHACHUHWA HEKCIAHHUTC PCaAKIIMH lla BB3HUKBAT IMO-HCCTO ITPE3 NBbPBUTE 2 LIHKBJ1a Ha

JCUCHHUC C NOMATTHAOMUA.

Tabauvua Ha HexenanuTe peakumuu

HexxenannTte peakumu, HaGn0aaBaHM NPH NAaUMEHTH, JAEKYBAHH ¢ AOMAJIHAOMHA B KOMOMHauMa ¢
6opTe3oMHO U AEKCAMETA30H, MOMANHAOMHI B KOMOMHALIHS C IEKCAMETA3OH W OT NOCTMAPKETUHTOBUS
ONUT, ca u3dpoenu B Tabnmuua 7 no cuctemo-oprannu knacose (SOC) ¥ 4eCTOTa 33 BCUUKH HEXKETAHU
PEAKLIHH K 32 HEXKETAHUTE PEaKUry OT 3-Ta UK 4-Ta CTENEH.

Kareropuure no 4ecrora ca AeQUHHPaHH B CbOTBETCTBUE C AKTYAIIHUTE YKA3aHUA KaTO: MHOT'O YeCTH
(=1/10), vectu (Z1/100 no <1/10), Heuectn (=1/1 000 no <1/100) M ¢ HeuszBecTHa uvecToTa (OT
HAJIMYHUTE JAHHH HE MOXKE Na Obae HanmpaBeHa OLEHKA).

Tabnnua 7. Hexenaun peaxuun (HJIP), cbo0meHH B KIAMHHYHHTE HM3NHTBAHAS H OT

NOCTMAPKETHHIOBHA OIIAT

KomOuuupano JeveHHe

[Homannaomun/
boprezomunbd/nekcamerazon

Crcremo-opranen Kjac/
IlpeanouuTaH TepMHH

Beuukn

HJIP

HJP ot

cTenen 3-4

IHomannnomun/
JeKCAMETA30H )
Beuuxkn HJIP or
HJIP creiien 3-4

Huadexuun n undecraunu

[ IHeRMOHMUS

MHuOTO YeCcTH

MHuoro uecTtH

[THeBMOHUA
(DaxTepHanHU, BUPYCHH H
FEOUYHU UHEeKUUA,
BKJAKOYHTESTHO
ONOPTIOHHCTHYHH
MHGEKLHH)

MHOro 4ecTH

—— e ET ormw —_—

YecTH

bpoHxuT

MHOIro yecTH

YecTH

HUHdekuna Ha
FOPHHUTE JUXATCNHU
NbTHILA

MHoro yectm

UecTH

HeuecTH

UecTu

BupycHa uHdekunsg nHa

FOPHHUTE ANXATETHH
NbTULLA

MHOro uecTu

YecTH

YHeeTu

Cencuc

HecTH

CenTtvueH 1ok

YecTH

YecTH

YecTH

HeyTponesuuen cencuc

HecTH

KonuT, npuuuHeH or
Clostridium difficile

YecTH

bpOoHXONHEBMOHUS

YecTH

MUudekuns Ha anxarennure
NBTHILA

YecT

Mudexunn Ha nonuunre

AHXATCITHHU IMBTHUILLA

YecTwH

YecTu

YecTH

YecTH

YecTH

|4




YeeTH

benoapobua unpekuns Heuyectw - -

[ 'pun MHoro yecti | YHecru - -

bpoRXHOMT HecTn YecTw - -

HUudekuns Ha NHKOYHUTE M#oro yectu | Hectm - -

MMbTULA ]
HazodapuHrur - - Yectu -

Xeprec 30cTep - - Hectw Heuectu

PeakTHBHpaHe Ha xenatut B | - - C HeusBecTHA C Heun3BeCTHA

yecTora* yecrora®

Heonaasmu — 100pokadecTBen , T0KAYECTBEHH W HEONPEACICHN (BK/1. KHCTH H NOJIRIH) |

bazanHoKneTbUeH YecTu Heuectu ]

KapLHHOM

bazannokneTbueH . - HeuvecTh HeuecTH

KapUHWHOM Ha KOXKaTa

CKBaMO3HOKIIETBYEH - . HeuecTn HeuectwH

KapLMHOM Ha KoXarta

Hapymeuns Ha KpbBTA H JiuMPHATA CHCTEMA

HeyTponenus Muoro vectu MHoro uecTu MHOro yectH MHuoro veeTm
TpombouuTOneHUS MHOTro uecTH MHoro uecru MHoro uecru Muoro q:un—
JleBkoneHus MHOro uecT YecTy MHoro uecTH Hecru

AHeMHs MHOro uecTH MHoro 4ecTu MHOro uecty MHuoro ucctH
DebpunHa HeyTpONEHHN YectH UecTm YecTw Yecrm o
JinmponeHus Yectu HecTH - -
[TanuuTONEHKA - - YecTu™ YecTu*

Hapymenusa Ha HMYHHATA cCHCTEMA -
AHruoeaem - - YecTu* HeuecTn*
Yprukapus - - Yectu® Heuectn® |
AHadpunakruuHa peakuus C nemzeectHa | C HenssecTHa | - -

yecrora* yecToTa*
OTXBBbpASHE HA C HeuwspecTHa | - - -
TPaHCNNAHTHPAH YecroTa*
CONWJIEH opraH

Hapywenust Ha eHIOKPHHHATA CHCTEMA
XUNOTHPEOUANTIBM Heuecrn™ - - -

Hapymenus Ha MeTa00/113Ma M XpaneHeTo |
XUNOKaNHEMHS MHOro vectu UecTuH - - )
XuneprinukeMus MHoro yectu YecTu . .
XHUnNoMarHe3HeMHs HecTH YecTH -

XHNOoKanNLHeMHs YecTH YecTw -
Xunodochatemns YeceTH YecTu -
Xunepkanvemus YecTn Hectu YectH
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Xunepkaniuemus HecTn HecTH - -

XHUOOHATPHUEMHS - - Hectu YecTw

[lonMxeH aneTur - - MHoro uecrm Heuectu P

XUnepypukeMus - - YecTn* YecTn*

TyMop-aH3HC CHHAPOM - - HeuecTn* Heuecru*
HenxHyRH HAPYLICHHS

be3cbhHHe MHoOro 4ecTH Hectw - -

Henpecus YecTu YecTH - -

CobcTosHue Ha oObpKaHOCT | - - YecTu Heeru
Hapyuiennsa Ha HEPBHATA CUCTEMA - )

[lepudpepHa ceHzopha Muoro yecr | Hecru HecTH Heuecrtn

HEBpOMaTUA

3aMafgHOCT MHoro yectu HeuectH Yeern Heuectn

Tpemop MHoro uectH Heuectn Yeern HeuecTw

CuHxon Yectu Yecru - -

[ lepudpepHa cen3opHo- YecTu YecT - - .

MOTOpPHA HEBPONATHS

[lapecTesns YecTH - - -

Hucreysus YecTn - - .

[ToHHxKEHO HURO - - YectH Hectu )

Ha Cb3HaHHUe

BbTpeuepenen KpbLBOU3AMB | - - YecTh* HeuecTu™

MO3BbUHO-CHA0B HHUUAEHT | - - Heuectu* HeuecTu*
Hapyuoieuus Ha oyHTe

Karapakra YecTH Yecetn - - -
Hapymenun HA YXOTO H JIaOHPUHTA

Bepturo - - HecTH Hectw )
ChpaeyHu HApYIUEHHS

HpeacovpaHo MbxkaeHe MHoro yectu Hectu Yectu* YecTn*

CbpaeyHa HEAOCTATBYHOCT | - - Hectn™ HecTu*

HMudapkT Ha MroKapaa - - YecTu®* HeuecTn®
CrnoBr Hapymenus

Hbnboka reHO3HA TpoMOo3a | YecTn HeuecTu YecTw HeuecTy

XHATNOTOHUA HecTu Yectu - -

XUneproHus HecTH HecTtw

PecniupaTopis, rpbAHH H MEAHACTHHAJIHH HADYICHMS

Iucnnes

MHoro uectm

YecTu

Kaiitnuua

MHOro yeeTH
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benoapodHa emb05113 HecTu YecTy YecTw HeuecTu

Enucrakcuce - - YecTu* Heuecrn™*

HMuTtepcTiunanHa - - Yectu® HeuecTu*

6enonpobna Hboaecr .
CromalmiHo-YpeBHH HAPYIIIEHHA B o

Huapms MHoro uectH YecTm MHoro vectu YecTu

[lorpninaHe MHOFO 4ecTH HecTH Hecty Yecrn

["'anene MHoOro dectu HeuectH MHOTO yecTH HeueceTn

3anex MHoro vecty Yecru MHOro 4ecTH Yectn

KopemHa 6onka MHoro yectH YecTn - -

boaka B ropHaTta 4act Ha Uectn Heuectu - -

Kopema

CtomaTHT YecTu HeuvecTu - -

Cyxora B ycrara YecTu - - -

ADAOMHUHANTHA AUCTEH3US YecTu Heuectn - -

CToMaluHO-4pEeBEH - - YecTm Heuecrw

KPbBOM3IHB i
XenaToOHIHAPHH HAPYLIEHHS

Xunepbunupybuuemus - - HeuecTu Heuectu

Xenarur - - Heuectu® -
Hapynrenus Ha KOXKaTa H NOAKOKHATA THKAH

O0puB MHoro uecTu YecTu YectH ‘{ecr; o

[Ipypuryc - - YectH -

JlekapcTaeHa peakums ¢
€O3HHOMHUIIHUA U CHCTEMHU

CHMIITOMH

C HeusBecCTHA

yecrtora*

Tokcuuna enuaepManHa

C HeuspeCcTHA
yeceTora®

(' HeH3BeCTHA

C Heu3BEeCTHA

HEKPONK3a yecToTa¥ qecToTa*

CuHapom Ha Stevens- - - C neussectda | C HEWIBeCTHA

Johnson yecToTa* yecTora*
Hapymenns Ra MyYCKYJTHO-CKEJI€THATA CHCTEMa H CheIHHHTETHATA ThKaH

Myckyana cnabocr MHoro uectv YecTu - -

bonka B rpba MHoro yecTu Yectu - .

bosaka B KocTHTE YecTH HeuvecTH Mioro yectu YecTu

MyCKyAHH cna3mu MHOro YectH - MHOro uecTu Heuectu

Hapymenuns na 6b0pennre # NHKOYHHTE NHTHINA

L7

Octpo 6% _
TP OpeuHo YecTH Yectw QA N e
YBpEKOaHe " _ ’fio \
R
XpoHU4HO 0BOpeyuHo Yectn YecTu - § .. £ 351
b ‘1T L .;; .r:‘-"J
YBPEXKAGHE I (t ”’*; g
Ft e X
3aabprKaHe Ha ypuHa YecTn HecTH YecTH \\'3 G  § /
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bbbpeuna HEAOCTATBLYHOCT | - - Yectn YecTn

HapyuieHus Ha BLIMPOH3IBOAATEIHATA CHCTEMA H I'bp/aTa

bonka B Ta3a YecTh YecTH

O0wn HapymeHHS H ¢PeKTH HA MACTOTO HA NPHIOKEHHE

YMopa MHoro uectm UYecTn MHOro 4ecTi YectH

[MTupexcus MHOro 4ecTH YecTu MHOro 4ecTn HecTH

[lepudepeH oTOK MHOro uecTH HecTu MHoro yecTu Hectu

['pbaHa Oonka ot Hectn Yectu - -

HECHPACUEH MPOH3XO0

Orok Yectn Yecru - -
Hicneasanun

[lopuiieHa anaHuH Yectu YectH Hectu YecTH

aMHHOTpaHchepasa

FloHnxeHOo Terno HecTu Yecerw - -

HamaneH Opoit Heyrpodunm | - - YecTH YecTH

HamaneHn Opoit Oenu KpbBHH | - - Yectu Yeetu

KIETKH

Hamanen Opoli TpoMOounTH | - - Heern YeeTu

[MoBulLeHa MUKOYHA - - YecTu* H_t:liecm*

KHCENUHA B KPbBTA

HapansBanus, OTPABAHUA H YCI0XKHEHHS, Bb3HHKHAIH B PE3YJTAT HA HHTEPBEHIHH

[Tanane YecTH YecTHn - -

* CpobLeHu Mpy MocTMapkeTUHroBaTa ynorpeda.

Onucanue Ha H30paHH HEXENAHW PEAKLWH

HectoTuTe 8 Tasuw TOYKa Ca OT KJIHHHYHM TIPOYYBAHWA NP NALUMEHTH. MOJYYABALM JleycHHe ¢
noManuaoMua B komOuHaums und ¢ Gopresomud u ackcamerazon ([lom+bT3+]lekc), wnm ¢
ackcameraszoH (ITom+/lexc).

Tepamocennocm

[lomanuaomua € cTpykTypHO cponen ¢ tanuaoMua. TanniaoMya € W3BECTHO TEPATOreHHO aKTHBHO
BEUIECTBO MPKH XOpa, KOETO NPHUWHABA TEXKKH XKHUBOTO3ACTpalLIaBaliM BpoacHH dedeKTH. YCTauoBEHO
€, Y¢ NMOMATHIOMHUA € TEPATOreHEH H NPH NABLXOBE, W NPH 3aillKM, KOTaTo ce Npuaara B f1€pHoaa Ha
OCHOBHATa OpraHoreHesa (Bx. Touku 4.6 v 5.3). Axo npH xopa no epeMe Ha GpeMeHHOCTTa ce npuema
NOMANWIOMHA, CE€ OYAKBA TEPATOreHeH ePekT (BXK. Touka 4.4).

Heymponenua u mpomboyumonenus
Heytponenus en3nnkBa npn He nosede oT 54,0% ([lom+Bri+llexc) or naumentute (47.1%

(IToM+b13+/lekc) oT 3-Ta unn 4-1a crenen). HeyTponenusTa Boau 10 nMpekparsBaHe Ha NOMATHUAOMH
npH 0,7% OT NaLMEHTHTE U HE HECTO € CePHO3HA.

debpunta HeyTponenusa (OH) ce cwhobwasa npu 3.2% (IMom+Br3+]leke) OoT nauMeHTHTe
(ITom+[ekc) or mauveHTuTe W e cepuozna npu 1.8% (lMom+Br3+Jleke) oT nauwu
(Ilom+[exc) ot naunenTute (Bx. Touku 4.2 1 4.4).

TpombounTonenus su3nnkea npu 39,9% (IMom+B13+ekc) oT nauneHTuTe U 27,
nauuenTute. Tpombouuronenusra e or 3-ta wau 4-ta creneH npu 28,1% (

naudentute u 20,7% (Iom+Jlekc) OT naumuenTHTE, BOAH A0 MPEKPATABAHE HA MOM
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(IHom+br3+Mekc) n 0,7% ([lom+ekc) or naureHTuTe U e cepuosda npu 0,7% (IMTom+bms+]lekc) «
[,7% (Ilom+Qexc) ot nauyeHTHTe (BXK. TOUKH 4.2 1 4.4).

HeyTponenusd u TpoMOOLUTONEHHA OOMKHOBEHO BB3HWKBAT MO-YECTO B PAMKHTE HA NbPBHATE 2 UMKDBA
OT JIEYCHHUETO ¢ NOMATHAOMHA B KOMOMHALUA HIIH ¢ HOPTE30OMHO U AEKCAMETA3O0H, MK C IEKCAMETAIOH.

Hudhexyus
Undekuuara e Hail-uecTata HEXEMATOJOFHYHA TOKCHUYHOCT.

Undexkuna Bv3uukBa npu 83,1% ([lom+britlexc) or naumeHtute u 55.0% (Tlom +/lekc) ot
nauneHTure (34,9% ([Mom+bri+/exkc) n 24.0% ([Mom+/lexe) ot 3-ta uau 4-1a crenen). UHdekius Ha
FOPHHUTE AMXATEAHHU MbTHLLE U NMHEBMOHHA €A HAN-4E€CTO Bb3IHUKBALUMTE MHPekiunHn. Uudekunm ¢
neranen w3xoa (5-ta creneH) sb3HukBaTr npuH 4,0% (Ilomt+br3+llekc) ot nmaumeHTutre u 2.7%
(ITom+[ekc) or nauneHtnte. Mndekuunte BOAST A0 npekpaTaBaHe Ha NOMaTMAOMUI npu 3,6%
(lfom+b13+Hekc) or nauuentTure U 2,0% (ITom+ [dekc) or nauyenrure.

Tpomboenboruunu cvbunius

[IpodunakTikaTa ¢ aueTUICATMUMIOBA KUCENUHA (M APYTH AHTHKOAryJaHTH MpH BUCOKOPHUCKOBH
NAUMEHTH) € 3aAb/DKUTC/IHA 33 BCHUKW NAUMEHTH B KAMHUYHWUTE npoyusBaHus. llpenopbusa ce
aHTHKOAryJaulMOHHA TEpPArA (OCBEH akO HE € NPOTHBONOKA3aHa) (BXK. Touka 4.4).

Benosuu tpoMmboembonnmunn cvbutua (VTE) Bb3nukBaT npu 12.2% (IMom+Brmi+]lekc) u 3.3%
(ITom+/leke) or naumentute (5.8 % (FMom+britexc) u 1.3% (IMom+/leke) ot 3-Ta unu 4-ta crenen).
VTE ce cpobwasar kato cepuos3nu npu 4,7% (Pom+Btz+Dex) u 1.7% (ITom+Jekc) oT naudeHTHTE, HE
ce cboOWABAT peakuWu ¢ JieTaneH H3XOA OT KIMHH4HMTE npoyusanus, a VTE ce cewpiear c
npekpaTaBaHe Ha nomanuaoMua npu He noseue ot 2,2% (Tom+br3+ekc).

ITepudgbepra neeponamui

° Homaruoomuo e xombunayus ¢ bopmeszomuty u Oexcamemason

[TaurenTH ¢ HaJivyHa nepudepHa vesponaTHs > ctener 2 ¢ Gonka B pamkuTe Ha 14 aHW npeawn
PAHAOMH3ALHATA Ca H3KIIIOUCHH OT KIMHUYHHTE HINWTBAHHUA. [leprudepHa HEBPONATHA BbIHUKBA NPH
35,4% or nauuentute (10,8% ot 3-ta crenen: 0.7% ov 4-ta crenen). Kopurupanata crpsamo
CKCIO3HIIMATA HY€CTOTA € CPABHUMA MPH Pa3IMYHTE paMeHA Ha JE€HCHHE.

[Ilpubnuzurenno 30% or naumeHTuTe, nonyudnu nepudepHa HEBPONATHA, WUMAT aHaMHe3a 3a
HEBPONATHA Ha M3XOAHOTO HUBO. llepudepnara nepponaTus noBexaa a0 crnupane Ha Gopre3zoMud
npubnusutento npu 14,4% o1 naunenTure, noMainioMua fpu 1.8% u aekcamerason npu 1.8% or
naureHTHTe B paMoTo Ha [lom+br3+/ekc u 8,9% or naupenture B pamoro Ha br3+/Jekc.

* Homanuoomud 8 kKombunayus ¢ oexcaviemaszon

[TlaumenTn cbe chinecTByBawa nepuepra HesponaThsg > 2-pa CTeNeH ca W3IKAKOUYEHH OT KITMHUYHUTE
npoyuBaHus. Ilepndepna Hesponatus Bb3HUKBA NpH 12,3% ot nauventute (1,0% ot 3-ta unu 4-Ta
crenen). He ce chobiasat ceprosnu peakunu Ha nepudiepHa HeBponarHs; nepudepHaTa HeBponaTus
BOAH JI0 npekpaTapaHe Ha ripiema npu 0,3% ot nauueHTuTe (BXK. TOUKa 4.4).

Kpveousinus
IIpu ynoTtpebata Ha nomanuaoMHA ce ChoBILABAT XEMOPAarHYHH HAPYLLEHHS, OCOBDEHO NPH NALKEHTH C
PACKOBH (PaKTOPH KaTO €AHOBPEMEHHO MNPUJIAraHW JEKAPCTBEHM UPOJAYKTH. KOUTO VBenuyasaT

Npeapa3noNoKEHHETO KbM KbpBeHE. XeMOparuuHuTe ChOUTHA BKIIOUBAT €MUCTAKCUC, RbTpevepenen
KPBbBOH3/IHB H CTOMALIHO-YPEBEH KPbBOW3JIUB.

Anepeuunu peaxyuu u medcKu KOXCHU peaxyuu
Cnobuiasa ce 3a aHrHoeaem, aHaHIAKTHYHA PEAKLIMA H TEXKKH KOKHMU PEaKI[HH, BKJ]
TEN n DRESS, npu ynotpe6ta xa nomannaomuna. ITauvenTy ¢ aHaMHesa 3a Texbk
NEYCHHUE C ICHANTMAOMHA MK TATUAOMMA, He TpabBa Aa nosyuasaT noManuaoMma (

Heouampuuna nonyrayus
Hexxenanute peakuuu, 3a kouto ce chobluasa npm NEIMATPHYHK NAUMEHTH (Ha B
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FOAMHH) C PEUMANBHPALILH HIIH MTPOrPeCcHpalliY MO3bYHHU TYMOPH, CbOTBETCTBAT HA U3BECTHUSI PO H
Ha 6e30MacHOCT HA NMOMATHAOMM/L NPH BB3PACTHH NALKMEHTH (BK. Touka 5.1).

ChobiaBasHe Ha 110/103MpaHu HEKETaHW Peakiiuu

CpoblaBaHeTo Ha MOJAO3MPAHN HEKEJIAHW PEAaKLMK CJIe/]l pa3speluaBate 3a ynotpeba Ha aeKkapeTBeHms
MPOAYKT € BaxkHO. TOBa 103B0JISABA 14 NPOABLIKH HAOIIOIEHHETO HA CHOTHOIIEHHETO 11013a/PHCK 3a
neKapeTBeHus NpoayKT. Ot ME/IMLIHCKHTE CTIELMATHCTH Ce H3MCKBA 12 ChOOLIABAT BCAKA
10/103MPaHa HexKellaHa peakins Ype3 HALUMOHATHA o |

V.

4.9 llpenozupane

[ Ipoyuyenu ca n103m nomanuaomu/l 10 SO mg kKato eJMHUYHA 103a NPU 3/paBu 100poBoin. 0e3 na ce
CbOOIABAT CEPHO3HHU HEKEJIAHU pPeaKkiMK, CBbp3aHu ¢ npeao3upare. [lpoyuenn ca no3m o 10 mg
NpuiaraHd MHOTOKPATHO BEAHBK AHEBHO TP NALMEHTH ¢ MYATHIUIEH MUenoM, Oe3 1a ce chobiiara 3a
CEPHO3HHU HEXKEJaHW peakuuu, CBbp3aHu ¢ npeaodupare. JlozoauMuTupamara TOKCHYHOCT €
Muesocynpecus. B npoyuBaHus € yCcTaHOBEHO, Y€ MOMAJIHJI0MHU/L CE€ OTCTPAHABA UPE3 XEMOHAIN3A.

B ciyuaii Ha npeo3upade ce rnpenopbuBa rnoabprKaiio JieueHue.

5. ®APMAKOJIOI'MYHU CBOUCTBA

5.1 PapmMakoaIHHAMHYHH CBOHCTBA
Dapmakorepanesruuna rpyna: Umynocynpecopu, Apyru umynocynpecopu, ATC kon: LO4AX06

MexaHu3bM Ha JICHCTBHE

[Tomasinaomul npuTekaBa IMPEKTHA AHTHMHUEIOMHA TYMOPHLIM/HA aKTUBHOCT, HMYHOMO/1YJIMPALIH
JICHCTBUS W MHXHMOMpA MPUHOCA HA CTPOMAJIHUTE KJIETKM 3a pacTeka Ha TYMOPHMTE KJIETKHM Ha
MyaTUieHus muenom. llo-konkperHo nomanuaomua wuxubupa nponudepaudsta v UHIYIHPA
anonTo3arta Ha XEMaTOMOETHYHH TYMOPHH KJIETKH. OCBEH TOBA NOMAIMAOMHI  HHXHOWpa
nposinpepauraTa Ha JICHATUAOMU-PE3UCTECHTHH KICTBYHHU JIMHUM HA MYJITHIUICHUS MHEIOM M MMa
CHHEPrHYHO JIGUCTBHE C JEKCAMETA30H KaKTO [IpU  JICHAJTUIOMM/I-CEH3UTUBHU, Taka M T1IPH
NEHAJIMIOMU-PE3UCTCHTHU KJIETBhYHHW JIMHWUM, 33 Jla MHAYUMpaA anonrto3a Ha TYMOPHUTE KIETKH.
[Tomanmaomua 3acunBa meauupanus o1 T-kieTkure U ecrecTBeHuTe kiaetku vouitum (NK — Natural
Killers) umynuTeT n unxnbupa npousBoaACTBOTO HA NPOBBL3NATUTEIHU UMTOKUHM (Hanp. TNF-a m 11
6) or monouuTure. llomanmaomua uHxubupa n anrvorenesara ypes OIOKHMpaHe HAa MUIpauUsTa i
a/IXe3usaTa Ha €HJ0TEJIHUTE KIIETKH.

[lomanunomua ce cebp3Ba npsako ¢ nporenHa uepebiaon (CRBN). koito e uwact or E3 aurasen
KOMIIEKC, BKJIIOUBALLL CBbP3BalLKA YBpeaeHa Jie3okcupruboHykienHosa kuceauna (JIHK) nporeun |
(damage-binding protein 1. DDB1), kynuu 4 (cullin 4, CUL4) u perynarop na kyaunure | (regulator of
cullins 1, Rocl), n moxke na unxubupa aproybukeurunupareto Ha CRBN B komnnekca. E3 yOouksurim
JINra3uTe ca OTrOBOPHH 3a MOJIMYOUKBUTUHUPAHETO HA PA3IUYHU NPOTEHHHU CYOCTPATH M ¢ TAX MOTaT
OT4acCTH Ja ce OOACHAT MIEHOTPONHUTE KIEThbYHM edeKTH, HabMOAaBaHU TNPU JIEYEHHETO C
MOMaJIHAOMM/I.

In vitro, B IPUCHCTBUETO HA NMOManuIoMK, rpotennnte cyberparn Aiolos and Ikaros ca taprer 3a
YOUKBUTHHMpAHE W [OCAEABALIO  Pa3rpaskiaHe, KOETO BOAM 10 MPEKH LUMTOTOKCHYHM M
HUMYHOMOZYJIATOPHHU e(PeKTH. /1 vivo Tepanusara ¢ NnoMajuJ oMU/l BOAM 10 HAMANSBAHE HA HUBATA HA
Ikaros npu naumeHTHTE ¢ PELMAHBHPAN JIEHATMIOMU-pePPAKTEPEH MYJITHIICH MHETOM.

Kiimnnuna edpmkacHocT 1 6e30nacHoCT

. [omanuoomuo 8 komounayus ¢ Gopmez0mMud U OeKcamemaion
EdukacHocTTa w1 Ge3omacHOCTTa Ha NMOMaNIMIOMHUIL B KOMOMHALMS ¢ OopTEe30
aekcamerasoH (I[Mom+br3+H/I-/lekc) ca cpaBHenu ¢ Goprezomub u HUcka 103a aekca
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JIekc) B €3HO MHOT'OLIEHTPOBO, PpaHAOMU3HPaHO, OTKPUTO npoyusaHe ¢asa 1l (CC-4047-MM-007) apu
NEKYBaHU NPEAN TOBA Bb3PaCTHH NALIMEHTH C MYATHIUUIEH MHENIOM, KOMTO BeUe Ca NONYYHAH HAW-MATKO
eHa MPeAxoAHa CXemMa, BKJIIOUBAILA JNCHANUAOMUI, M €A NOKa3anu nporpecs Ha 3aboABaHeTO Mo
BpeMe Ha nocneaHara Tepanug uinu ciaej Hes. O0wo 559 nauneHTh ca BKTIOUEHU U PAHAOMHU3UPAHHN B
npoyuBaHeTo: 281 B pamoto Ha [lom+br3+H/l-llexkc u 278 B pamoto Ha britH/L-Mekc. 54% or
NMaLMEHTUTE Ca MBXKE ¢ MEIMAHA HA BBH3PAcTTa 3a ufnata nonynauus 68 roavuu (min, max: 27. 89
rogdau). Tlpubnuzurenvo 70% ot nauuenTure ca pepakrepHu Ha neHanuaomua (71.2% npw
[Tom+br3+H]I-Mekc; 68,7% npu br3+H/-ekc). INpubnuszurenno 40% ot nauvenTute ca ¢ |-y
peudauB W npubnusutenHo 73% OT nauWeHTHTE ca nonyyund OopTe3omMud KaTo Npeaxox1aulo
feueHHe.

Ha naunenture B pamoto Ha [lom+bT3+H/I-/lekc ca npunoxenu 4 mg noManuaomua repopando B JIHu
| ao 14 ot Bceku 21-aHeBeH uukba. Boprezomud (1.3 mg/m?/n03a) e npunarak Ha NaUMEHTUTE W B
nBeTe paMeHa Ha npoyusaHeTo B JIlnu 1,4, 8 u 11 ot 21-aneBHud uuksn 3a Luknu ot | 10 8. 1 B [IHH
I u 8 or 21-gHeBHuna ukkbA 32 Luknu 9 v caeasain. Hucka no3a nekcamerason (20 mg/aen {< 75-
roauuina u3pact]| uau 10 mg/nen [> 75-roaMuiHa Bb3pacTt]) € npuiaraHa Ha nalUcHTUTE U B ABETE
pameHa Ha npoyusaHeTo B Jlun 1, 2,4, 5, 8,9, 11 v 12 or 2]1-aneBen uukbn 3a Lluknnw o1 1 no 8; u B
Jihv 1, 2, 8 u 9 o1 BCcekH cneasauy 2 1-aHeBeH LHKBLI OT LlMkbn 9 Hatathk. Jlo3uTe ca vamanenu w
JIEUYEHHUETO € BPEMEHHO MPEKBCHATO UIN CNPAHO NPH HYHKA, 32 J1d €€ KOHTPOIUPA TOKCUHHOCTTA ( BXK.
Touka 4.2).

[IbpendHaTa kpadiHa Touka 3a edukacHOCT e npexuaemocT Oe3 nporpecus ([IblT), ouenena ot
Hesasucum komuTeT 3a oueHka Ha otroBopa (Independent Response Adjudication Committee, IRAC),
crnopea kputepuure Ha IMWG, kaTo e w3nonisana nonysauusaTa, noaaexaia Ha neuenve (ITT). Cnen
MeMaHa Ha rpocheaaBade 15,9 mecena meauanara Ha Bpemetro Ha [1bI1 e 11,20 meceua (95% JIU:

9.66; 13,73) B pamoto Ha [lom+bTa+H]I-/lekc. B pamoto Ha br3+H/I-/lekc mennaHaTa Ha Bpemerto 1a
fIblTe 7,1 meceua (95% JIA: 5.88: 8.48).

Pe3tome Ha obLuvMTe JaHHH 3a epUKacHOCT € npeacTaBeHo B Tadauua 8, karo e Winoa3BaHa jara Ha
3aKirouBaHe Ha JaHHuTe 26 oktomepu 2017 r. Kpueu na Kaplan-Meier 3a [1bI1 3a nonynauyara I'TT

ca npeacraseHH Ha Durypa .

Tabauna 8. Pezrome na o0mnTe TAHHH 32 ePHKACHOCT

DoR (meceun)

Hom+br3+HIA-Aexkc brit+H/1-Xekc

(N = 281) (N = 278)
I1BII (Mmecenn)
ME:,E[;IHHB,H Ha BpeMeTo (93% 11,20 (9.66, 13,73) 7.10 (5.88. 8.48)
HA)
HR *(95% JAH), p-cToiHOCT | 0,61 (0,49, 0.77). <0,0001 }
ORR, n (%) 82.2 % 50,0%
sCR 9 (3,2 2(0.7)
CR 35 (12.5) 9(3.2)
VGPR 104 (37,0) 40 (14,4)
PR 83 (29.5) 88 (31.7)
OR (95% /IH) *, p-cToHHOCT © 5.02 (3.35, 7.52). <0.001

Menamana® Ha spemMeTo (95%

JAN)°

13,7 (10.94, 18,10)

10,94 (8,11, 14.78)

HR *(95% AH)

0.76 (0,56, 1,02)

b3 = bopresomub; JIK = [losepurenen wutepran; CR = Hnaen orrosop (Complete response): DoR = T pausoRites
otrosopa (Duration of response); HR = Koeduument na puck (Hazard Ratio); HJ1-Jleke = nucka 10337 ‘
CooTHowenue Ha wancosere {Odds ratio); ORR = Yecrora Ha o6 orrosop (Overall responsc rate): h_? [
Oe3 nporpecust: 1TOM =nomannaomuna: PR = Yacruuen otrorop (Partial Response); sCR = Crpor infpelEofrrd t
complete response); VGPR = Muoro siofhp uactuuch otrrerop {Very good partial response) SR

* Mejwanara ce 6a3upa na m3unciacuuero no Kaplan-Meier,

$95% JIU 1a meauanara
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® Ha Oasara na moze1 Ha Cox 3a npornopuMoHaiHOCT Ha PUCKa
© p-CTOMHOCTTA CE€ OCHOBABA Ha cTpaATHPULIMPal TOIAPUTMHYCH PAHTOB TECT
T CworHowenuero Ha wanconere ¢ 3a llom+brs+H/1-/leke:brs+HJ1-/lexe

¢ p-croitnocrra ce ocnopasa Ha CMH recr, crparnduumpan no su3pact (<=73 crnpsimo =75); Opoil npeaniim aHTHMHUCIOMH U
cxemu (I cnipamo >1), u bera-2 mukporao0yiaud npu ckpuuunra (< 3.5 mg/l cnpsmo > 3.5 mg/l: < 5.5 mg/l cnpsamo > 5.5
mg/1).

MeauaHnara Ha NPOABL/IKHUTEIHOCTTA Ha JieueHHeTo € 8.8 mecena (12 newebHM LKMKBLIA) B paMOTO Ha
[Mlom+br3+H/l-/lekc u 4.9 meceua (7 neyeOHu uukbia) B pamoto Ha br3+H/1-/lexc.

[lpeaumcTeoTo 1o otHoiueHue Ha I1bl1 e no-u3pa3zeHo npu nauMeHTUTE, KOUTO Ca NOJYUHIH CaAMO €/1HA
npejauiecTpaina TepanesTHuHa juuus. TIpy nauMeHTHTe, KOHMTO ca noayuuau | npeaiecrsaiia
aHTUMHEIOMHA JIMHUS, MeauMaHara Ha Bpemeto Ha [IbIl e 20,73 meceua (95% JIU: 15,11; 27.99) B
pamoto Ha [lom+br3+H/1-/lekc u 11.63 meceua (95% JIN: 7.52: 15,74) B pamoro na br3+HJI-/lekc.
[Ipu neuenuero ¢ llom+br3+H/1-/leke ce nabmoaasa 46% namanenuwe na pucka (HR = 0.54: 95% JIM:
0,36: 0.82).

@urypa 1. llpexussemoct 0e3 nporpecust na ocnosara na nper.iea or IRAC na orrosopa criope
kpurepuure Ha IMWG (crparndununpan dorapurvmuuen panros rect) (ITT nonyaanun)

I: NOM+BT3+HA-JIEKC
'2 s 84 2:BT3HHA-JIEKC
09 Ceburng: | = 154, 2 = 162

Logrank P-croftnoct na = < 0,001 (asverpauno)

HR (] cnpaso 2) (95% Cl): 0,61 (0.49;0.77)
0.8 Meanana na KM B mecenn (95% CI): 1 = 11,20 (9,66
13,73)

2=T10(5.88;

0.7

IIpouenT na npeasusAemMocT De3 nporpecs
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Hara wa sanousance wa ganuure: 26 oxkromspu 2017 1.

OkonuareneH ananu3 3a obwa npexusgeMocT (OS), Kato € u3nos3Bana aara Ha 3akJlouBaHe Ha
navuute 13 maid 2022 r. (Meauana Ha nepuojia Ha npocsie/isiBate 64,5 Mecena), MeIManaTa Ha BpemeTo
Ha oOwara npexkMBAEMOCT OT M3uucienusta no Kaplan-Meier e 35.6 mecena B pPaMOTO Ha
[Tom+br3+H/I-/lexc u 31,6 mecena B pamoto Ha br3+HJ[-/lekc: HR = 0.94: 95% C1: -0.77: 1.15.

BIIOC/IE€/ICTBHE TEPATTUH.

® Homanruoomuo 6 komounayust ¢ Oexcamemazon
EdukacHocTTa u 6e3onacHOCTTa HA NOMAIMIOMHA B KOMOMHALIMS C 1IEKCAMETAZOH ¢
MHOIOUEHTPOBO, PaHAOMU3HPAHO, OTKpPUTO npoyusane dasza Il (CC-4047-M
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MOMaSTHIOMHUI TUIKOC JIEHEHHE © HUCKa n03a aekcamertazoH (ITom + H/I-Jleke) ce cpaBHaBa ¢ BHCOKA
1032 AEKCAMETA30H, nipuiaral camoctoarenno (B/l-/lekc). npu Bb3pacTHi NauHEHTH ¢ peUHAHBHpAN K
pepaKTepeH MYJITHUNACH MHEAOM C [MPEAXOAHO JEHEHHE, KOUTC ¢a NONYUYUIM Hal-mManko aBe
MPEOHLIHHK JIEUEOHH CXEMH, BKIIOYBAUIM KAKTO JCHAIMAOMHA, Taka U GopTre3zoMHDd, U ca nokazanu
nporpecus Ha 3abonssaHeTo npH nocneaHara tepanua. O6wo 455 nauveHTH ca OMAM BKAKOYEHH R
npoyusaHeTo: 302 B rpynara Ha IMom + HJI-/lexc n 153 B rpynara na B/I-ekc. MuosuuctBoro ov
nanyMeHTuTe ca ounu Mmuxe (59%) u denun (79%); meananata Ha Bw3pacTTa 3a UgaTa nonynauus ¢ 64
roaAnHM (MHH, MakKc.: 35, 87 roavwHun).

Ha maunenturte B pamoto Ha [lom + H/I-Ilexc e npunaran 4 mg nomanuaomMua nepopanto B AHA OT |-
Bu 20 21-BH OT Bceku 28-aHeBeH UHKbA. H/L-Jleke (40 mg) ¢ npunaran segHbk AHEBHO B AHKW |-BH, §-
MH, |5-Tv u 22-pu oTt 28-aHeBen uMkbll. Ilpu pamoro na B/l-[ekc, nexcamerazon (40 mg) e npunaran
BCAHDBX JHEBHO B AHU OT l-BU 00 4-TH, OT 9-Th A0 12-TH n or 1 7-ty 10 20-TH OT 28-1HEeBEeH LIMKBII.
[TaupenTH Ha BB3IpacT > 75 roaMyvu ca 3anoqHaiu jgedeHne ¢ 20 mg aekcamerazon. JledcHnero e
NPOLBIKHI0 A0 NpOorpecus Ha 3abosiaBaHeTo.

TIbpsUuHaTa KpaidHa TOYKA 32 €MKACHOCT € NPEKUBAEMOCT 6€3 nporpecus cnopei KPUTCPHUHTE Ha
MexayHapoaHaTa paboTHa rpyna 3a muenom (International Myeloma Working Group, IMWG). 3a
nonyjaanuaTa, noanexaia Ha jedyeHue (111) meavadara Ha BpeMero ao [1BI1. onenena ot HesaBucum
KOMHTET 3a oLieHka Ha oTroeopa (Independent Response Adjudication Committee, IRAC), na 6a3ara Ha
IMWG kputepuurte, e 15,7 ceamuunm (95% H: 13.0: 20,1) B pamoto Ha [lom + HI-lekc: m3uncnenara
YeCTOTa Ha NMpexusaeMocT De3 crOuTHs 3a 26 ceamuum € 35.99% (£3.46%). B pamoto na BJI-/lekc
meadanata Ha Bpemeto ao I1bIl e 8,0 ceamuum (95% AU 7.0; 9.0); usuucneHara dectoTa Ha
npexuBsemMocT 6e3 cubuTH 3a 26 ceamuum e 12,15% (£3,63%).

I1bI1 € oueHeHa npy HAKONKO PEJIERAHTHU NOATIPYNH; N, paca, hyHKUHOHANHO cheTogHue no ECOQG,
cTpaTHPUKALMOHHH (AaKTOpPH (BBIpAcT, NONynauMs ChC 3a00nSBaHE, NPEAMIUHU AHTHMHENOMHH
Tepanuu (2, > 2]), noabpanHy mapameTpu ¢ APOrHOCTHYHO 3HAYeHHe (M3XOAHO HUBO Ha OcTa-2
MHUKPOTNI00Y/IHH, H3XOAHW HUBA Ha anbyMuH, ObOPEeUHO YBpekKJaHe HA M3XOAHO HUBO K UMTOTEHCTHYCH
PHCK) M €KCNO3HUKWA M PEPPAKTEPHOCT HA MpeAMLIHM aHTHMHENOMHU Tepanu. Helasucumo or
oucHsaBaHaTa noArpyna, I1bll B 00lun nMHKUK ¢ chemecTuMa ¢ vabmonasanarta npu I'TT nonynanusara
W 3a JBETE IPYyNu HAa JEUCHHE.

I1bIl e 06061uena B Tabnnua 9 3a ITT nonynaumsra. Kpueara Ha Kaplan-Meier 3a MBI npu ITT
nonyhaauusTa € jaaeHa Ha @urypa 2.

Tabauua 9: Bpeme na npexusnemMoct Ge3 nporpecus cnopen nperaeaa na IRAC 813 ocnoBa na
IMWG kpHTepuHTe (cTpaTHQHuupan JoraputmHueH panros Ttect (log-rank test)) (ITT
nonyJjaanug)

ITom + HA-/lexc | BA-dexc
(N=302) ' (N=133)
lHpexxussemoct 6e3 nporpecud (T16I1), N 302 (100,0) 153 (100.0)
P Lleuaypup_a_l-lﬁ: n (%) 138 (21-5.-7) . 50 (32.7) |
Crporpecus/nounann, n (%) | 164(543) | 103(673)
Bpeme Ha npexxcupseMocT 6€3 nporpecus (ceMHLN)
T Mt T T T e e = ]5_7 SRR 8.0
- Jleyctpawen 95% JIM° | T [13,0.20.1] | o [7,0.9.0]
Koeduuuenr Ha puck (Tom + HJI- L 045[035.0.59]
Heke:BJI-llekc) nByctpanen 95% JIN°
Loog-rank TecT ABycTpaHha P-cToiiHocT ' | <0.001
benexka: [IM=/lopeputencn unrepean: IRAC=Independent Review Adjudication Committee: NE = He
H3YHCJICHO,

* Meanatiata ce 6azupa Ha wivucacuueto no Kaplan-Mcier,

® 95% noBeprTENcH MHTCPBAN 34 MeIHaHATa 1a BPCMCTO HY MPCKMBICMUOCT OC3 MPOIPECHA.

" Ha 6azata Ha Moaena Cox 3a MPONOPULMOHAIHOCT HA PUCKA, CPaBHABAILL PUCKORHTC (Py1IKLIHH, CBL
nedeHue, cTpaTudHLMpany no Bb3pact (< 75 cup. > 75), nonyiauus cbe 3a60:1mBane (petbpakrepia ¥ na ¢
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OopTe3oMud cnp. HepedpakTepHa U HAa ABCTC AKTHBHM BCIICCTBA) M OPOH HPE/IMIITHK AHTHUMMUCIOMHK Tepanuu (= 2 cnp. = 2).
* p-CTOMHOCTTA C€ OCHOBABA HA CTPATHU(PULIMPAH JOTAPUTMHYCH PAHTOB TECT ChC ChIIUTE (PAKTOPHU HA CTPATH(PHKALIMS KAKTO
U moaena Cox no-rope.

Jlara na sakmousane Ha agauuure: 07 cenremspu 2012 1.

®urypa 2. llpexunsaemoct 6e3 nporpecusi Bb3 ocHoBa na nperaena ia IRAC na orrosopa

cnopea IMWG kpurepuure (erparudpuuupan gorapurvuyden panros tecr) (ITT
MONYJ/IAIHA)

1,0 1
e BJ-JIEKC |
———e TOM+HA-JIEKC E
i
0.8 |
%
I
v |
E |
'§ 0.6 5
- |
=2
= o
Y]
3
5 04
Q
5 |
& ?
0.2
NOM+H/I-ZEKC vs BJI-JIEKC "-,i |
Logrank p-crofiioct = < 0,001 (2-cTpasio) - |
OP (95% JIH) 0.45 (0,35; 0,59) e o {
Cubmrsa: TOM+HJ1-AEKC=164/302 BI-JIEKC=103/153 ey |
0.0
0 13 26 39 52 65

[Hpexunraemoct 6e3 nporpecus (ceammin)

Jlara na saxmousane va panaure: 07 cenrremspu 2012 r.

OOmara npeKUBAEMOCT € rflaBHaTa BTOPUYHA KpaitHa Tovka B npoyusanero. O6uo 226 (74.8%) or
nauueHTure Ha [lom + HJI-/lexke u 95 (62.1%) or naumentute Ha BJl-Jlekc ca GMIM KHUBH KbM 1aTarta
Ha 3akouBaHe Ha naHHuTe (07 cenremepu 2012 r.). Meauanara va spemero Ha OIl ot u3uucienusra
no Kaplan-Meier ne e nocrurnara 3a Ilom + HJ/I-/lekc, Ho ce ouakBa na 6bae Hali-maniko 48 cenmuiim.
KOETO € no-Huckarta rpatdua Ha 95%-nusa JIM. Meananara na spemero na Ol 3a pamoro Ha B/1-/lekc
¢ 34 cenmuum (95% JIH: 23.4: 39.9). Hecrorara Ha nimnca Ha cuOuTHe 3a lroauna e 52.6% (= 5.72%)
3a pamoro Ha llom + HJI-/leke u 28.4% (£ 7.51%) 3a pamorto na BJI-/lexc. Paznukara B OIT me Ji}"
JABETE paME€Ha Ha JICHCHHE € CTaTUCTHYECKH 3Hauuma (p < 0,001).

Obuwara npexxussemoct 3a ITT nonynaumsra e o6o6mena B Tabanua 10. Kpusure na Kaplan-Meier 3a
OIl 3a I'TT nonynauusita ca nanenm na Ourypa 3.

B3 ocHoBa Ha pesynTtatute 3a Kpainute Touku 3a [IBIT u 3a OIl, Komurerst 3a nabmojnenue na
JAHHWUTE, Cb3/1aCH 3a TOBA 1POYYBaHE, NPENOPbLUBA MPOYUBAHETO Aa Ob/Ie 3aBbLPILIEHO U NAlMEHTUTE

B pamoTo Ha B/l-/lekc na Obnat npexsbpiienn B pamoto Ha Ilom + HJI-/lekc.

Tabmua 10: O6ma npexunssiemoct: ITT nonyaanus

Crarucruka Tlom + HJ/I-lexc| 3
(N=302) |
N - 302(100,0) |
| leH3ypupanu | n(%) 226 (74.8)
[louwwars n (%) 1 76252) |
__Bpéﬁé Ha npeﬁ{ﬁﬂs_{éhucf_ '_ | Meamana®  NE ‘
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(CEAMHLIMN)

- JﬂByCTpﬂHLH 95% ,Ill/l 5 48,1, NE] i [23.4, 39.9]
E&:Ebl;uuem Ha pucx (ITom + HJI- ,Z[em: BJI- B 0. 53_[h 37, 0,74]

Jlekce) [aBycrpanen 95% JIU®| -

Log-rank lest aBycrpanna P-croMHocT <0,001

benexka: JIM=]losepurenen uurepsai. NE = He moxke n1a On/1¢e w3uuciaeHo.

“ Meaunanara ce 6azupa Ha uzuuciacuuero no Kaplan-Mcier.

" 95% A0BEpUTEIICH MHTEPBAJ 3a MEJIMAHATA HA BPEMETO Ha 0011a PEAKUBIEMOCT.

" Ha OGasara na mojena Cox 3a HPOHOPUMOHAIHOCT HA PUCKA, CPaABHSABAIL PUCKOBHTC (PVHKIIMU, CBBP3AHM C TPYIHMTE Ha
JICYEHHE.

' p- CTOHHOCTTA Ce€ OCHOBABA Ha HECTparH(pHIIMpaH JOrapUTMHUYCH PAHTOB TCCT.

Jlara va 3akmouBane Ha nanuure: 07 cenrremspu 2012 1.

@urypa 3. Kpusn na Kaplan-Meier 3a oomara npexunssaemoct (ITT nonyaannsn)

1,0 o .
S—— |
IMOM+H/-J1IEKC
0.8
-
z ‘."‘ "W
£ R
a4 |
= 06 *i
= -
= P I L
Z
o
=
5
= 0.4
2
g NOM-+HA-JIEKC cnp. BJ1-J1IEKC | ;-
¢ Logrank p-croltnocr = < 0,001 (2-crpanio) 5
OP (95% AH) 0,53 (0,37 0,74) ’-
0.2 | Memmana no KM: IMTOM+HJI-JIEKC=NE [48 | NE]
Meanana no KM: BJI-JIEKC = 34,0 [23 4; 39 9]
Cuburus: NOM+HJI-JIEKC=75/284 BJI-JIEKC=56/139
0.0 R e
0 13 26 319 52 65

Obdma npexuBsemocT (CeaMunn)
Jlata na 3akmouBane Ha jqannute: 07 cenrremspu 2012 1.

[Heduampuuna nonviayus
B orkpuro npoyusane aza | ¢ eaHa TepaneBTHUHA rpyna U ¢ YBeIMUYaBaAHE Ha J103aTa MAKCHMATHATA
nonocuma jlo3a (MILL) wunn npenopwvuntennara no3a 3a daza 2 (IJ10O2) va nomManuaoMua npu
NeAMATPUYHHU MAUMEHTH € onpe/eaena Ha 2,6 mg/m*/aeH, npunarana nepopanto ot Jlen 1 10 Jlen 2|
Ha roBTapsill ce 28-THEBEH LIMKDBII.

He e nemoncTprpana ehuKacHOCT B OTKPUTO MHOTOLIEHTPOBO, NApasieHOrPYNoBO MpoyUYBaHe haza 2.
NpoBe/ieHO ¢ 52 JIeKYBaHH ¢ NOMAJIWAOMML NEIMaTPUUHH NAUMEHTH HA BB3pacT oT 4 10 18 roamnm ¢
PELHMANBHPALL HIIH NIPOrpeCHpalll BACOKOCTENEHEH TJIHOM, MeLyMOOIACTOM, eneHanMom uin audyvien
rivmom Ha noxca (diffuse intrinsic pontine glioma, DIPG) ¢ nbpBUuHa JOKaLMs B LEH rpajiHara HepBHa
cucrema (1LHC).

B npoyusanero asa 2 1Bama naumeHTH B rpynata ¢ BUcokocTeneHeH rimom (N=19) ca nocruruaim
OTrOBOP CHIVIACHO JACPUHULMATA MO MPOTOKOJ: €UHUAT OT TE€3H MAUMEHTH € MOCTHI

oTtroBop (partial response, PR), a apyrust naumenT e nocturnan ABATOCPOYHO CT
3a0onaBaHeTo (stable disease. SD) mem € JI0BEJIO JI0 4eCToTa Ha nneumﬂen 0




B rpynara ¢ audyseH rivom Ha noHca (DIPG) (N=9) w B rpynara ¢ meaynobnacrom (N=9) He ca
HaOnogasasn OR wan abarocpouno SD. Huto eana ot 4-te napanennu rpynu, OUEHABAHW B TOBA
npoyusaHe ¢aza 2, He € NOCTHIHAaNa NbPRHYHATA KpaiiHa TOUKA 3a YeCTOTa Ha 0DEKTHBEH OTrOBROP KK
ABAFOCPOUHO CTaDMNH3UpaAHE Ha 3a00NABAHETO.

O0wmar npodun Ha G€30MACHOCT HAa NOMANMAOMHA TIPU NEAHATPHMUHH MALMEHTH CBOTBETCTBA Ha
U3BECTHHUA Mpodun 3a Oe3onacHOCT npu BbipacTHU. DapMakokurethunutre (PK) napamerpu ca
oueHeHd B uHTerpupad MK ananus Ha npoyuBanusaTa ot ¢aza | v daza 2 U e yCTAHOBEHO, Y€ HAMA
ChIIECTBEHA pa3/iMKa B CpaBHeHHe ¢ HabaoaaBaHHTe NPH Bb3PaCcTHH MalMEHTH (BXk. Touka 5.2).

5.2 PapMaAaKOKMHETHYHH CBOHCTBA

AOcopbuus

[TomanuaoMua ce abcopOmpa, KaTo AOCTUTA MAKCHMAJTHA MUTA3MEHA KOHUEHTPAUUs (Cmax) MEKAY 2 W 3
yaca W MUHUMYM 73% ce abcopbupa cnea npueM Ha €iAMHW4YHa nepopaiHa ao3a. CUcTemHara
ekcnozuuna (AUC) Ha noManugoMua HapacTBa NOYTH JTIHHEHHO K NPONOPLHOHANHO Ha ao3aTa. Chej
MHOTOKpPAaTHO NpHJIaraHe NOMalUIOMHU MMa KOEPHLIUEHT Ha KyMyJiMpane of 27 10 31% ua AUC.
EAHOBPEMECHHOTO MPHJIOKEHUE € XpaHd C BHCOKO ChAbPXKAHUE HA MA3HHHK W Kanopuu 3a0ass
ckopocTra Ha abcopbuua, HamansBaiku cpeaHata nnasmeHa Cpae npudaunutenno ¢ 27%, HO uMma
MUHUMAaNEH edekT BbpXy obulata cteneH Ha abcopbumna ¢ npubnuzurtenno 8% HamaneHue Ha cpeaHara
AUC. CnenoBaTenHo NOMaNHAOMHA MOXE Aa ce npuiara 0e3 orfea Ha npyueMa Ha XpaHa.

PaznpeneneHue

[lomanuaomua nma cpeied npuenaeH odbem Ha pasnpeaenedue (Vd/F) mexay 62 n 138 | B cratmonapno
cueTosuve. [lomannaomMun ce pasnpeasens B ceMEHHaTa TEYHOCT HA 3ApaBd  A0OPOBOALM B
KOHUEHTpauus npuonusutrenso 67% oT nna3meHoto HMBO 4 wvaca ciien nNpueM Ha  1o3ara
(Npubau3nTEaHO Tha) Citen 4 AHM €AHOKpATHO /IHEBHO NpuiaraHe Ha fno3a ot 2 mg. [n vitro
CBbP3BAHETO H& EHAHTHOMEPUTE HAa NOMATMAOMHA C NPOTEMHY B YOBELLKATA M1a3Ma Bapupa oT 12%
1o 44% W He 3aBUCHU OT KOHUEHTPALIMATA.

buorpanchopmanms

[ToManuaoMUI € OCHOBHMAT UMPKYIHpalll KOMOOHEeHT (npubnuiurenno 70% OT nnaszMeHaTa
PalnOaKTHBHOCT) i Vivo NPH 31pasn A0OPOBONLM, KOUTO NONYYaRaT €AWHUYHA nepopania no3a [ (-
noManuaoMua (2 mg). Hama >10% metabonuTH cnpiMo OCHOBHOTO CBEIAMHEHHWE HAM OOLLOTO
paanOaKTHBHO BEUIECTBO B 1Ja3Mara.

[Tpeobnanasawiure MeTabONMTHH NBTHILA HA EKCKPETHPAHOTO pPaqHOAKTHBHO BEUWIECTBO ca
XHAPOKCHAMPAHE C MOCEABALLO I'MIIOKYPOHUPAHE HAN XUAPOAU3a. /n vitro ¢ yctaHoBeHo, ye CYPIA?2

n CYP3A4 ca OCHOBHWTC eH3uMHU, BKIMeHW B CYP-MCAMMPAHOTO XHAPOKCHAMpAHE Ha
NOManIUIOMHA, C AOMBAHHUTENHO BTOpOCTENEHHO yHactHe Ha CYP2C 19 w CYP2D6. Nomanuaomun
CBLIO € U cyOcTpat Ha P-raukonpotend in vitro. EAHOBPEMEHHOTO NIPUNOXKEHHE HA NOMATTMAOMHA,L ChC
cunHus uHxuOuTOp Ha CYP3A4/5 n P-gp kerokoHason unu cbe cuiua wnaykrop Ha CYP3A4/S
KapbamMa3enuH HAMA KIHHUYHO 3HAUUMM  eeKT BBbPXY €KCNO3UUMATA Ha  MOMATUAOMHMA.
EAHOBPEMEHHOTO NPHIOKEHHUE HA CHITHUA HHXHOUTOP Ha CYP1 A2 dnyBokcaMuH ¢ noMannaoMu;l B
NMPUCHCTBHETO Ha KETOKOHA30/ YBEJIM4aBa CpeAHAaTa €KCno3ulMa Ha nomanuaomua 10 107% ¢ 90%
nosepurenex uutepsan [(91% no 124%] B cpaBHenne ¢ nomanuaomMua naoe ketokoHason. [1pu Bropo
MpOYUBAHE 3a OLUEHKA Ha npuHoca camMo Ha UHXHOHMTOp Ha CYPIAZ 3a npoMenuTe B MeTabonunsma,
€IHOBPCMEHHOTO TMPUAOKEHHE CaMO Ha (IYBOKCAMHH C MOMANTMAOMMA YBENM4aBa CpeaHATa
€KCMOo3HUMs Ha nomannaoMua a0 125% ¢ 90% noseputenen unteppan [98% no 157%] B cpaBHEHME
CaMo ¢ NOMATHAOMHUA. AKO CHIHH UHXWOUTOpH Ha CYPIA2 (nanp. uunpodnokcaumy, eHOKCallMH U
(pnyBOKCAMHH) CE€ NPUIAraT eAHOBPEMEHHO ¢ NOMAJIMAOMHK L, HAMANETE 1034Ta IOMATUAOMUA Ba 50%.
Bbripeky ue € M3BECTHO, Y€ TIOTIOHOMYIUEHETO WHAYuUMpa usodopma CYPIA2, NPUNG Ha
MOMaNUAOMHI MPH NMYLIAYH HAMA KIHHHUYHO 3HAYUM €DEKT BhPXY eKCMO3ULIMATA me

CPaBHEHHUE C €KCMOIHLMATA HA NOMATHIOMU, HaOM01aBaHA NPH HENYLLAYUMN. P

L

-~

B3 ocHoBa Ha paHny in vitro noManuaoMuI He € HHXHOMTOpP Wiu MHAYKTOP
U30EH3UMHTE U HE HHXHOHpA TNPOYYEHUTE JEKAPCTBEHH TPAHCIIOPTEPM.
B3aMMOZICHCTBHSA HE C€ OYAKBAT, KOraTo MOMAIUAOMUI C€ NPUAra eJHOBpeEMeH
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TC3UW NBTHLA.

EauMUHMpaHe

[TomanuaoMua ce eTHMHUHKMPa C NNa3MEH NONYKHUBOT C MeJInaHa npubnuznTenHo 9.5 vaca npu 3apasu
N0OPOBOALIKH H NPHOAW3KTENHO 7,5 yaca Npd nablMeHTH ¢ myntunned muenom. [lomanuaomua vuma
cpenecH obu reneceH knupwHe (CL/F) npubnuzurenpo 7-10 l/uac.

Cnen eaHOKpaTHO nepopaiHo npunoxenue Ha [*C| -nomanuaomua (2 mg) Ha 3apasu NoOPOBOILM,
npubnuszuteaHo 73% u 15% or paavoakTHBHATA 034 CE€ EIMMHUHHPA CLOTBETHO 4pe3 VpUHaTa W
deueca, kato npubauzutesHo 2% W 8% oOT pagvoBbriepoga B [03aTa c€ €NUMUHUpA KaTo
IOMaNnUHIOMHKA B YPHHATA U (eneca.

[lomMannaoMua ce MeTabou3upa €KCTEH3UBHO NMPEIN €KCKPELHATA, KaTO MONYUCHUTE MeTadoauTh ce
ENMMHHUPAT NPEeAUMHO 4pe3 ypuHaTta. Tpute npeobnasasaiy metabonura B ypuHara (oOpa3syBaHy
MOCPEACTBOM XHIAPOSH3A WM XWAPOKCHIHUPAHE ¢ NOCACABAINGO TRIOKYPOHUPAHE) fipeacTasigsat
CbOTBETHO NpubAu3uTenHo 23%, 17% un 12% ot no3ara B ypuHara.

CYP-3aBucumute mertabonutn npeacrasiassar npubanzurenno 43% ot obwara ekcKpeTupaHa
paauoakTUBHOCT, AokaTo CYP-He3zaBucHMHUTE XHAPOAM3IHU MmeTabonuTu npeacrasassar 25%, a
EKCKPEUMATA HA HEMPOMEHeH noManrnaomua npeacrasassa 10% (2% B ypuHara n 8% BbB (peueca).

[TonyiaunonHa papMakokuHeTHKa (DK)

B13 ocHosa Ha nmonynausioHeH OK ananui ¢ w3non3gaHe Ha ABYKOMNAPTUMEHTEH MOJC!, 3ApaBUTE
ao0poBoaLH M MauMerTHTe ¢ MM Mmar cpasHiM npueuaeH kanpbHc (CL/F) W npuBuaeH ueHTpasnen
obem Ha paznpeaencHue (V/F). B nepudepHure Thkand nomanuaomMua ce noema npedepeHuHaTHO OT
TYMOPH € NpUBUAEH nepudepeH KaupbHC Ha paznpeaesicHue (Q/F) u npusuneH nepudepen obem Ha
pasnipeaeneHune (Vi/F) cboteeTHO 3,7-1bTH U 8-ITbTH NO-BUCOK, OTKOAKOTO MPH 3APABUTE T0OPOBOSILH.

[learaTpuyta nonyaaiums

Cnea eaMHUYHA niepopanHa 1033 NOMAJUAOMMA NPH Jelld U MIAAN Bb3PacTHU ¢ PeUMAHBUPALL WK
nporpecyupaty MbPBHYEH MO3bUEH TYMOP MeJHaHaTa Ha Tnax HacThNBa OT 2 10 4 yaca ciieq A034aTa M
CbOTBETCTBA HA CPECAHOICOMETPHYHHU CTOMHOCTH HA Chax (CV%) 74,8 (59,4%). 79,2 (51.7%) u 104
(18,3%) ng/ml, cborBeTHO npu 103081 HKBa 1,9, 2,6 ¥ 3,4 mg/m”. AUCo.241 AUCo.nr creasat nogobHu
TeHACHUMH ¢ 0011a ekcnio3ulikg B Ananazoda ot okono 700 go 800 h-ng/ml npu 2-te no-HHUCKH 103K K
okono |1 200 h-ng/ml npu Bucokara no3a. M3uncneHuar nonyxusot e 6Un B AWana3oHa oT okono S 1o
7 vaca. He ca yCTaHOBEHM ACHU TEHASHLIMU, OTHOCUMH KBbM CTpAaTUHKALUATA 1O BBIPACT M yroTpeda
Ha ctepoua npu ML

Kato uano paHuute npeanonarar, ye AUC ce noeuwasa npubin3nTenHo NponoOpHHOHANHO HA
YBENWYABAHETO HA J03aTa NMOMATHAOMH/I., J10KATO HOBULHEHUETO HA Cnax H2H-00U10 € No-MaNKo o7
PONMOPUMOHAHOTO.

dapMakOKHHETHKATA Ha NOMANHIOMM CllE[ MEPOPATHO NPUIOKEHHE Ha 103K OT 1,9 mg/m*/nex 10
3.4 mg/m?/nen e onpeaeneHa npu 70 nauMeHTy Ha Bb3pacT OT 4 10 20 roAMHK B HHTErPUPaH AHANN3 HA
npoyusaHus ¢asza 1 n ¢aza 2 BLPXY peUMAMBHpALIM WU MPOIPECUPALIN MO3LYHH TYMOPH B
neauarpuiHara nonynauus. [lpopunure koHueHTpalmsa/BpemMe Ha NOMaNUuOMUA C€ ONUCBAT N00pe ¢
enHokoMmaptuMentTer OK moaen ¢ abcopbuma M enMMUHHpaHe OT ILpBH NopaabK. [Nomanunomua
MOKa3sa NKMHEHWHa W HesaBucewa ot spemeTo MK ¢ ymepena sapuabunnoct. QO0nuaHuTe CTOMHOCTH
Ha CL/F, V¢/F, Ka, lag time Ha nomaavaomun ca cworeetHo 394 V/h, 43.0 1, 1,45 h-1 u 0,454 h.
TepMHHATHUAT €NUMUHALAOHEH NONYKHUBOT HA nomanuaomMua € 7.33 yaca. C u3koueHre Ha oL Ta
Ha TesnecHaTa NnoBbPXHOCT (body surface area, BSA). HUKOR OT W3cne¢ABaHUTE KOBAPHUATH, BKIIHOUHTEAHO
BB3pacT M 1oJ, He oka3Ba edekT BbpXy PK Ha nomanuaomua. Brnpeku ue BSA e uaenrndm
KaTo CTATUCTUUECKH 3HAYMMa KoBapuaTa Ha CL/F n V¢/F Ha noMannaoMua, BAMAHHETO
MapaMeTPHTE Ha €KCMO3HLIMATA HE CE CHMUTA 33 KIIHHHYHO 3HAYHMO.

KaTo usino HiMa ceinecTsena paivka BbB @K Ha noManuaoMua npu aeua v Bb3pacT

(Tapyecka Bb3pacT
B13 0cHOBA Ha NOMyRaUMOHHK dapMaKOKMHETHYHH aHANW3K IpH 3apaBy A00POBO
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MYJITHUILIEH MUENOM HE ce HabargaBa HHKAKBO 3HAUYUMO Bb3AEeUCTBHE Ha Bb3pactta (19-83 roavnu)
BbPXY NEPOPaHHA KIUPBHC HA NOMaTUAOMHA. B KNMHHYHM NpoyyBaHUs HE CE€ H3UCKBA KOPUTHpaKe
HA N03aTa NP NALWEHTH B CTapyecka Bb3pacT (> 65 roAMHK) ¢ €KCNO3ZULMA HA NOMANHAOMMUA (BK.
Touka 4.2).

b1OpeyHO yBpeHKIaHe
[TonynaunoHHKWTe (PapMAKOKHHETHYHHW aHANW3H MOKa3BaT, 4e (PapMaKOKMHETUUHWTE NapaMeTpH Ha

NOMaJIMIOMHA HE C€ 3acAraT CbIUECTBEHO NpH nauueHTH ¢ O6bOpeuHo yBpexkaaHe (aeduHUpaHO
NOCPEICTBOM KPEATUHHHOBHA KJIHPBHC WK U3UHCIEHATa CKOPOCT Ha rnoMepyada guatpauus [eGFR])
B CpaBHEHHE C MauUMeHTUTe ¢ HopManHa ObOpeuna driyHkuma (CrCl > 60 ml/munyTta). Cpennara
HopMmanuidpaHa ekcnosuuus (AUC) na nomanuaomua € 98,2% npu 90% noseputened vHtepsan
[77,4% po 120,6%] npu naumeHtH ¢ ymepeHo OnOpeudno ympexanane (eGFR > 30 po < 45
mi/muuyTa/1,73 m?) B cpaBHeHHe ¢ nauueHTHTE ¢ HopMania OuOpeuna dynkums. Cpeanara
HopManu3upaHa ekcnosuuus (AUC) Ha noMannaomua ¢ 100.2% npn 90% noseputeneH uHtepsan
[79,7% a0 127,0%] apy nauneHTr ¢ Texko OBLOPEUYHO YBpEIKAAHE, KOWTO HAMAT HYX/a OT AHANqia
(CrC) < 30 uau eGFR < 30 ml/munyTa/1,73 m-), B cpaBHeHHE ¢ NALMEHTHTE ¢ HOpMaiHa ObOpeuna
bynkuua. Cpeadara HopManusupaHa ekcno3vuma (AUC) na nomanuaomMua ce yeennuasa ¢ 35.8% ¢
90% U [7,5% no 70,0%] npu nauMeHTH ¢ TeXKKO ObOpeuyHO yBpexlaHe, KOUTO MUMAT HVXKAA OT
nvanuza (CrCl < 30 ml/mMuHyTa, M3uckBawM Auanvia), B CPABHCHUE € NALMEHTHTE ¢ HOPMAJIHA
ObOpeuHa dyHkuus. CpeagHUTEe NPOMEHH B €KCTIO3ULUUATA HA NOMAJIHAOMH/L NPU BCAKA OT TE3U TPyny
¢ OBOpeUHO yBpeKaaHe He ca C BETHUYHHA, KOSTO Ja Hanara KOpeKLMH Ha 103aTa.

YepHoapoOHo yBpexgaHe

MapMakOKHHETHUHUTE NapaMeTpH Ca JIEKO U3MEHEHHW NPH NAUUEHTHTE C YEPHOAPODOHO yBpexaaHe
(neprnupano no kpurepunte Ha Child-Pugh) B cpaBHeHue cbe 3apaen gobposonuy. CpeHara
€KCTO3HLKA HA TToManuaoMua ce yeennuasa ¢ 51% ¢ 90% nosepurenen uurepsan [9% so 110%] npu
NAUMEHTH C JIEKO YEPHOAPOOHO YBpEXIAHE B CPaBHEHHE CbC 3apaBu aobpososium. CpeaHara
€KCIO3HLHA Ha noMannaoMua ce yeeanydasa ¢ 58% ¢ 90% nosepurenen untepsan [13% 10 119%] npu
MALHEHTH C YMEPEHO YEPHOAPCOHO YBpEKAaHE B CPaBHEHHE CbC 3apaBu Aobpososiun. CpeaHara
€KCMo3uLng Ha noManuaoMu ce ysenuuana ¢ 72% ¢ 90% nosepurenen unarepran [24% no 138%] npu
MalLMEHTH C TEKKO 4YEepHOAPOOHO YBpekKAaHe B CPABHEHHWE CbC 37apaBH aobposonuu. Cpeamure
YBENTHYEHHSA HA €KCMO3ULMATE HA NOMATHAOMK NPH BCAKA OT TE€3HW TPYINH C YBPEXKIaHe HE Ca OT TAKaBa
BCJIMYHMHA, KOATO [1a Hajlara KOpPEKLMUW B CXemara MM aosara (Bx. Touka 4.2).

5.3 [lpeak/IHHHYHH JaHHH 332 0e30NACHOCT

ITpoyuBaHHS 32 TOKCUHHOCT NPYW MHOIOKPATHO NpHJ1araHe

Hpy nabxoBe, XPOHHYHOTO NPUNOKEHWE Ha nomannaomua B A03u oT 50, 250 u 1000 mg/kg/nen B
npoabkKeHHe Ha 6 Meceua ce¢ noHacs 100pe. He ca Habniogagavu Hexenawu Haxoaku 10
1000 mg/kg/nen (1 75-kpaTHa ekcno3yMuMs cnpamMo KJIMHWYHATA 1033 oT 4 mg).

[Tpu MaliMyHH, TOMaNUIOMU € OLIEHEH B NIPOYYBAHUA C MHOTOKPATHO NPUIIAraHe ¢ NPOAbIKHTEIHOCT
a0 9 meceua. B Te3sn npoyuBaHus MalMyHHUTE NOKa3BaT NO-roASMa YYBCTBHTEIHOCT KbM eheKTUTE Ha
NOMAJIHIOMH/] OTKONKOTO MirbxoBeTe. OCHOBHUTE TOKCUUYHU ehekTd, HabnoaaBaky npyu MaiiMyHU, ca
CBbP3aHW C XEMaTONOCTUYHATA/IUMPOpETUKYNapHaTa cucTema. B 9-meceuHoTo npoyuBane npw
MaimyHu ¢ aosu ot 0,05, 0,1 4 1 mg/kg/nen ce Habnonasar 3a6oneBacMoOCT 1 paHHO eBTaHa3HpaHe Ha
6 )KHBOTHH NpH po3aTta oT | mg/kg/aen v ce npyunucBar Ha UMYHOCYTIPECHBHH €PeKTH (CTAPUACKOKOBA
HHpeKLUs, HamaneH Opoit TuMdbounTH B flepHdepHATa KPbB, XPOHUYHO BLIMANCHHE Ha ACOENOTO
HEPBO, XHCTOMOTHUHO JIUMPOHIHO H3YEPTIBAHE W XUMOUENYNAPUTET HA KOCTHHSI MO3BLK) NPH BUCOKA
CKCNO3ULKMA Ha nomanuaoMmui (15-kpaTHa €KCno3vuus cnpsMo KIWHWYHATa 1033 o7 4 mg). Tesn
UMYHOCYNPECUBHU CEKTH BOAAT N0 paHHO eBTaHasHpaHe Ha 4 MaliMyHW [OpanW BIIOLIEHO
3APABOCNOBHO ChCTOAHHUE (BOUAHMCTH W3NPAXKHEHUA, JIMIICA HA ANeTHT, HAMANEH TIPHEM

4 MaHMyHH; 3 OT Te3H JXHBOTHH OTTOBAPAT HA JIeUeHHe C aHTHOHOTHLM, | yMupa
TOBA HAXOAKH, CbBMCCTUMH C MHMEAOTNEHHA ACBKCMHA, /OBEXK1aT AC ERTAHAIM
KIHHHYHUTE HAOMIOACHHR] M KIMHUYHATA 1ATONOMHA W/MIM  HWIMEHEHMUNTA
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HaOoAaBaHK NPU TOBA dKMUBOTHO, €A CbBMCCTUMU ¢ MMYHOCYNIPECHS.

MuHHMaHa UNH Nleka Npoaugepalna Ha XKIbYHUTE KaHaNH CbC CBBP3aHO yBenndeHne Ha ALP v GGT
chilo ce Habnroaasar npu 1| mg/kg/aeH. OueHkara Ha Bb3CTAHOBHUIH C€ HUBOTHH NOKA3BA, Y€ BCHYKM
CBbp3aH# C JICYEHHETO HAX0/AKHU ca oOpaTHMH cnea 8 ceMuLIM OT NMPEeKPaTABAHE Ha MPUIMKEHHETO, C
H3KITIOYEHHE Ha NpondepaluaTa Ha BbTPEYEPHOAPODHHTE MUTbYHU KaHanu. HabaonasaHa fipu |
>KMBOTHO B rpynara Ha | mg/kg/aen. HuBoro 6e3 HabnionaBsanu Hexkenanu edektv (No Observed
Adverse Effect Level, NOAEL) e 0,1 mg/kg/nen (0,5-kpaTHa eKcrnosnuus CnpaMo KiHHMYHATA 1034 OT
4 mg).

"¢ HOTOKCHYHOCT/KAPUMHOTE€HHOCT

[lomanuaoMKa He € MyTareHeH Mpy TECTOBE 3a MyTallMK npu GaxTepuu v 603alMHUUN U He MHAYUUPa
XPOMO3OMHH adepalMd B YOBELWIKUTE JIMMGPOUMTH OT nepuepHa KpbB MM oOpa3syBaHe Ha
MHUKPOHYKJIEYCH B MONHUXPOMATHUHHHUTE €PUTPOLUTH B KOCTHHA MO3BLK MPH NIBLXOBE, Ha KOUTO <a
npuiaradu 1034 10 2000 mg/kg/neH.

He ca nposexxaaHv Npoy4yBaHHWA 3@ KAHLEPOreHHOCT.

DepTHAUTET U PAHHO EMOPHOHANTHO PA3IBHTHE

B eaHo npoy4BaHe 1o OTHOWEHWE Ha PEPTHIMTETA H PAHHOTO eMOPHOHAIHO Pa3BUTHE TIPH MIIbXOBE
MOMANHUAOMMA CE MPUIIara Ha MBIKKH U XKEHCKHY XXUBOTHHU B A03u 25, 250 u 1000 mg/kg/nen. Martouums
npernea Ha recTallHOHEH AeH |3 nokassa HamaneHHe Ha cpeanns Opoi xku3HecnocoOHU eMOPHOHHN U
YBEIHHYEHHE HA MOCTUMILTAHTALIMOHHKTE 3ary0u npH BCHuKK 10308M HUBA. CrieqoeartesnHo NOAEL 3a
Te3u Habmonasaun edektn ¢ <25 mg/kg/aen (AUCxn;, e 39960 ngeh/ml (HaHOrpaMeuac/MuanINTLP)
Npy Tasu HaH-HUCKA M3MUTBAaHA 034, a eKCNo3MuMATa € 99 nbTv KinHWuHaTa no3a ot 4 mg). Koraro
TPETHPAHH MBXKH XKWBOTHHW B TOBa MPOYYBAHE Ca UM(PTOCAHW C HETPETUPAHH KEHCKH, BCHUKM
YTEPUHHU NapaMeTpH ¢a CpaBHHMU ¢ KOHTpoauTe. B3 ocHOoBa Ha Te3u pelynTtatd HabmoaasaHuTe
e(PeKTH CE NMPHIUCBAT HA TPETUPAHETO HA EHCKHUTE KHBOTHH.

EmMOpuogdeTanHo pazsurue

YCTaHOBEHO €, He NMOMANWAOMHA € TEPATONEHEH W MPH MUTBXOBE, W IIPU 3ailUM, KOraTo Ce npuiara B
nepyuosia Ha OCHOBHaTa opraHoreHesa. llpw npoyusaneTro 3a TOKCHYHOCT 3a eMOpHODETANHOTO
Pa3sBUTHE NPH NMIBLXOBE, MAKPOPMALIUK KATO JIUNCA HA MUKOYEH MEXYP, JIUIICA HA LLIMTOBHHA HJ1e3a K
CpacTBaHE ¥ AMCIIOKALUHS Ha JYMOaHY H TOPaKANHH NPELIIeHHY Teaa (UEHTPATHH W/WIK HEBPATHH
bIK) ce HabnroaaBaT Npu BCUMKK 1030BU HUBA (25, 250 w 1000 mg/kg/nen).

[lpu ToBa nMpoy4BaHe He ce HabmoaaRa TokcHUHOCT npu Makikara. Crniesosatenno NOAEL. Ha malikara
¢ 1000 mg/kg/nen, a NOAEL 3a Toxcuumoctra 3a passutuero e <25 mg/kg/ned (AUCaq ¢
34340 ng*h/ml Ha recTatuoHeH aeH 1 7 npy Tasn HAK-HUCKA U3NUTBAHA 1034, H EKCTIOZMUMATA ¢ 85 nbTH
KIMHHYHATA 1032 oT 4 mg). [1Ipu 3afiuM NOMANMAOMHAI B A03KH B AHanazoHn oT 10 xo 250 mg/kg. Boau
A0 MandopMalni fpy eMOpUOGETATHOTO pa3BUTHe. YBeENHUYEHA YECTOTA Ha ChPACUHH AHOMAJIMU ce
HabawoaaBa MpH BCHYKM A03H CBC 3HAYUTENHO YBenuudeHwe npu 250 mg/kg/nen. Ipu 100 u
250 mg/kg/nen ¥Ma nekn yBeSMYEHWS HA NOCTUMMIAHTAUMOHHUTE 3arybH M JIeKH HaMaieHHs Ha
TenecHOTO Terio Ha getycure. Tlpu 250 mg/kg/nes MandopMaukute Ha deTyca BKIIOYBAT AHOMAIMH
Ha KpalHUUHUTE (CIbHATH W/UIK POTUPAHKW NPEAHKU M/UAK 3a/IHKM KPalHHMUK, HECBBP3aH WJTH JMIICBALL
NpbCT) U CBBP3aHU € TOBA CKENETHH Maiopmaumu (iunca Ha ocHDUKALMA Ha MeTaKkapnaiHaTa KOCT,
pasMHHABAHe HA danaHraTa U MeTakaprnanHaTa KOCT, JIMACBALL NPLCT, JIMNCA Ha OCHGMKAUMA Ha
(pananrata M Kbca, HeocHdHUMpaHa WK OrbHATa TUOMA), ymMepeHna AUNAaTALMA HA NATEPanHOTO
MO3BYHO CTOMAXYE, AHOMAJIUA B NOMOKEHHETO HA AacHaTa cyOknaBnanna aprepus; IMNcBealll CpeacH
no6 Ha Oenua Apol; HUcKonocTasen OBOPEK; NPoMeHeHa MOPGONOrua Ha uYepHUs APOG; HEMBIHO HAN
M300LLO HEBKOCTEH Ta3; yBEJIMHEH cpelieH Opoii AOTThJIHHTENHH pebpa B TOpakca H HamaneH CpeacH
Opo¥ BKOCTEHH rieseHHH KocTH, Cnabo HamaneHve Ha HAJIABAHETO HA TENECHO TErao Ha Maikara.
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6. PAPMAHEBTHYHHU JAHHHU

6.1 CHHCbHbK HA NOMOHIHHTE BeHIECTBA

KancynHo cbAbpKHMO
[TpexenaTMHU3UPAHO HULLECTE
MantoaekcTpuH

KpocnoeuaoH

Cunvumes qMokeua, konouwiaeH 6e3soaeH
HaTpues cTeapundymapar

(OOBMBKA HA KAncy,aTa

[Tlomanngompa | puHACKC | mg Kancyan
Xenatu

Turanos anokcua (E171)

AKuat weneszeH okeua (E172)

Uepen xkenesen okeua (E172)
bpunautHo uepro PN (E151)

[larenTHo cunbo V (E131)

AzopybuH ~ KapmoasuH (E122)
bpunautHo cunbo FCF (E133)

[lomanuaomui | puHaeKC 2 mg Kancyau
KenaruH

Turanos anokcun (E171)

CoHcer xwnto FCF (E110)

bpunanuTHo yepro PN (E151)

[latreHTHO cuHbO V (E131)

Azopybun — Kapmoasun (E122)

[lomannaomun I'puHaekc 3 mg kancynu
Kenartun

Turanos avoxcua (E171)

bpunasTHO yepHo PN (E151)

IMatenTHO cuHbO V (E131)

A30pyOuH — Kapmoa3suH (E122)
bpunsautHo cuHbo FCF (E133)
EpurposuH (E127)

[Tomanuaomua 'punaexc 4 mg kancynu
Kenarun

Tutanos nmokena (E171)

bpunsurno cunbo FCF (E133)
bpunauTHo yepno PN (E151)

[latenTHO cuHbo V (E131)

Azopybun — Kapmoasun (E122)
Eputpo3un (E127)

[lewarapcko MACTHIIO
lennak (E904)

Tutanos nnokcun (E171)
HatpueB xuapokcua
[Tponunenrnukon (E1520)

AmoHnes xuapoxkcnn (ES27)
[Hosuanon (E1201)
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6.2 HechbBMEeCTHMOCTH

HenpuioxkuMmo.

6.3 Cpok Ha roaHocT

4 roaAvHH.
6.4 ChnendalHH YCJIOBHS HA ChXPaHeHHe

To31 neKapcTBEH MPOAYKT HE U3UCKBA CNICUMANTHH YCIIOBHSA HA ChXPaHEHHE.

6.5 BuaH chbAbpxKaHNE HA ONAKOBKATA

PVC/PCTFE/PV(C/anymyuHKeBy onakoBKU 3a OUCTEPH, chabpskatuu 14 wnu 21 kancynu.
Ilepdopupaun PVC/PCTFE/PVC/anyMnHHEBH ONAKOBKYM OAUCTEPH 38 €AMHHYHH A03H, ChAbPXKALIM
14 x 1 unn 21 x | kancynu.

He BCHYKH pa3MepH Ha ONAKOBKUTE MOraT Ja ObJaT MyCHATH Ha nazapa.
6.6 CnenuanHm npeanasHu MepKH NPH H3XBLPJAHE H padoTa

Kancynure He Tpabea Aa ce OTBAPAT WM YYNAT. AKO Npax OT NOMaNHaIOMKA BJI€3¢ B KOHTAKT € KOXaTa,
T TpAOBa Aa ce W3Mue He3abaBHO U OOMITHO ChC CallyH M BOJA. AKO NOMAMAOMHA BE3€ B KOHTAKT C
JIMraBHUY, T TpsOBa Ja ce NpOMHUAT oOHIHO ¢ BOAA.

MeauuMHCKUTE cneuranucTy W OSonHornezavymrTe TpadOBa Aa W3MOA3BAT PbKABHLUM 3a €1HOKpaTHa
ynotpeba, korato paborar ¢ 6nucrepa wiu kancyaure. Cnea Topa pbkaBuuuTe TpsaOpa Oa ce CBaiAT
BHHMATEJIHO, 32 /1a C€ NPEAOTBPATH €KCMO3MLMA HA KOXKATa, Aa CE NOCTABAT B MONUETUACHOBA TOPOHUKa
¢ "uMn" KU aa ce U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE U3HCKBaHu4. [locne pbuere TpaOBa fa ce UIMMAT
0OUNHO CBC calmyH H Boga. JKeHH, KOUTO ca DpEeMEHHH WIH NONO3HPAT, Y€ MOXKeE 1a ca OpeMeHHM, He
TpsaOBa Aa pabotaT ¢ GnucTepa unu kancynure (BxK. Touka 4.4).

Hewn3non3eaHUAT 1eKapCTBEH MPOAYKT HIIH OTNIAABYHHTE MAaTEpUaliv OT Hero TpAaOBa Aa ce U3XBbPJAT
B CbOTBETCTBHE C MECTHMTE M3UCKBaHHA. HeH3NOM3BAHHAT NeKapCcTBeH NpOAYKT TpaOBa na ce BbpHE
Ha ¢hapMaLesTa ciel NPUKITIIOUBAHE Ha JICUEHUETO.

7. IIPHTEXATEJ HA PAIPEIIEHHRETO 3A YIIOTPEBA

AS GRINDEKS

Krustpils iela 53,

Riga, LV-1057,

JlaTBus

Ten.: +371 67083205

En. noma: grindeks@grindeks.com

8. HOMEP(A) HA PAPEIIIEHHUHETO 3A YIIOTPEBA

[Nomanuaomua I'punaexc 1 mg rebpam kancynu: 20240314
[lomanupomun ['punaexc 2 mg tebvpau kancynu: 20240315
[Tomanuaomua I'puHaekc 3 mg TBbpAH Kancynu: 20240316
[Momanunomun ['puaaekc 4 mg T8upaAM kancynu: 20240317
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0. JAATA HA ITbPBO PAZPEIHIABAHE/INOJHOBABAHE HA PAZPEINIEHHUETO 3A
YINIOTPEDBA

JlaTta Ha nbpBO paspewaBane: 22.11.2024

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

05/2025




